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Tunban 10 mg ¢puamMupaHu TabneTku i KoM Pea. Ne Aﬂ,ﬁ/()/?é’ .

Thinban 10 mg film-coated tablets  Pagpewenue Ne ]

1. UME HA JEKAPCTBEHUSA ITPOAYKT

.................................

Z. KAYECTBEH U KOJIMMECTBEH CbCTAB O000D0MIE N ..cinuiviiniicoiciisin. /.

-------------------------------

Beska punmupana tabnerka cbabpka 10 mg puBapokcadan (rivaroxaban).

[IOMOLLHO BELIECTBO ¢ H3BECTHO ACHCTBHE
Beska dunmupana tabnerka cvabpaka 177,2 mg nakro3a (KaTo MOHOXHApAT).

3a N'bJIHUSA CITUCHK HA MOMOILIHUTE BELLECTBA BHKTE TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ouamupana Tabnerka (tabnerka)

Po3oBa, ¢punmupana, kpbria rabnerka ¢ avaMeTsp oKos1o 8 mm, ¢ BabOHaATO penedHo 03HauYeHHe
.. I oT enHaTa cTpana Ha tabnerkara M ., I R™ ot apyrara crpaHa.

4. KJAHWYHHU JAHHH

4.1 TepaneBTHUHH NOKA3AHHA

[IpodunakTuka Ha BeHO3eH TpoMOOoemMOo0nM3bM (BTE) npu Bb3pacTHU naueHTH, NoaJI0KEeHH Ha
€JIEKTUBHO MpOTe3UpaHe Ha Tazo0eapeHaTa Wik Ha KOJISHHATa CTaBa.

Jleuenune Ha nbndoka BeHo3Ha TpomOo3a (JIBT) u 6enoapoden embonuszbm (bBE) u npodunakruka Ha
peunauBy Ha JIBT v bE npu Bb3pacTHu (BK. TOuka 4.4 3a XeMOJAMHAMHUYHO HECTAOMJIHH NMALIMEHTH C

bE).
4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[Ipoghunakmuxa na BTE npu ev3pacmuu nayuenmu, ROOJI0NCEHU HA NIAHOBO CIMABHO RPOMe3upane na
mazooeopenama uiu Ha KOJISAHHAma cmasd

[IpenopbumTennara no3a e 10 mg puBapokcabaH, npueTH nNepopasiHo €/IMH MbT AHEBHO.
[IbpBoHauanHaTa n03a TpadBa aa Obae npuera 6 a0 10 yaca cnea onepaumsaTa, Npu YCIOBHE ye €
HaJIMLIE XeMOCTa3a.

[[poABIKUTETHOCTTA HA JICYEHHETO 3aBUCH OT MHAMBH/IYAJIHUS PUCK 3a BEHO3€H TPOMO0EeMOO0JIM3bM

Ha BCEKH MaLMEHT, KOUTO Ce onpeaes OT BH/1a Ha OpPTONeJUyYHaTa oneparus.

@ 3a nauMeHTH, NOUIOKEHH Ha rojisma onepauds Ha tazob0eapeHara cTasa, ce rnpe
NPOb/IKUTEIHOCT HA JICYEHHUETO S5 CEAMMLIM.

E 3a nauMeHTH, MOUI0KEHH Ha roJiiMa onepaLms Ha KOJISHOTO, Ce NpenopbyBa
NPOABJIKUTETHOCT Ha JIEYEHHUETO 2 CEIMHLIH
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Ako 6bae nporycHaTa HAKOA 103a, NaLMeHTHLT Tpabsa aa npueme Tunban He3zabaBHO M Ha cneaBalIUA
AE€H Aa NPOABIDKH C MPUEMa BEAHDBK JHEBHO KAaKTO MpeaH.

Jleuenue na [{BT, neuenue na BE u npogunaxmuxa na peyuousupauyu JIBT u BE

[IpenopruHTenHaTa A03a 33 HayanHo nevyeHue Ha octpy JIBT unu BE ¢ 15 mg nBa nbTH AHEBHO npes
ITbPBHTE TPH CEAMHMLH, NOC/IEABaHa OT X03a 0T 20 mg BEAHDXK AHEBHO 33 NPOALDKABALLIOTO JICUCHHUE
¥ npodriakTHKa Ha peunaueupaiin JIBT u BE.

[Ipn naunenty ¢ ABT win bE, npoBoxkupaHu ot CepHoO3HH NMPEXOIHH PUCKOBK PAKTOPH (T.€. HACKOPO
NnpeKapaHa CepHO3Ha onepalMa HIM TpasMa) TpaOBa Aa ce oOMUCIIM KpaTKOCpOYHa Tepanys (Hail-
Manko 3 Mecelia). [lo-npoakyoknTenHa Tepankg Tpsbsa na ce 0OMHCIH NPH NALMEHTH ¢ MPOBOKHPAHH
JBT win BE, xonto He ca CBbp3aHu ChC CEPHO3HH MPEXOAHU PUCKOBH (PaKTOPH, HEMPOBOKHPAHH
ABT wnu BE uam anaMuesa 3a peuuausupawy ABT wan BE.

Korato ¢ nokxasaHa no-npoasyxurenta npodpunakruka Ha peunausupaim JABT u BE (cnex
3aBbpLIBaHE HA NOHe 6-MeceuHa Tepanus 3a JIBT unu BE), npenopbuurentara no3a e 10 mg seannsx
AHeBHO. [IpH naluueHTH, MPH KOHUTO ¢e CUHTa, Ye PHCKBT OT peunauBHpainy JIBT unaun BE e Bucok,
KaTo TE€3H ¢ YCNOKHEHH ChITbTCTBAIH 3aD0/I9BaHHA, WIH KOUTO ¢a pa3BHiau peunanBupainy BT uau
BE npu no-npoawmxurenna npopunakruxa ¢ Tun6au 10 mg BeaHbx AHEBHO, TPAOBA Ja ce OOMHCIH
npveM Ha TuHOaH 20 mg BeAHBLXK AHEBHO.

[IpoaB/KUTETHOCTTA Ha TEpanuATa M U300pPLT Ha Ao3aTa TPAOBA 114 CE€ ONpPeaeNnaT HHAWBHIYATHO
cjiedl BHHMAaTEIHA OLEHKA HAa ChOTHOILIEHHETO MEXKAY MMOMI3aTa OT JICUCHHETO K PHCKA OT KbPBEHE (BXK.
TOYKa 4.4).

Ilepxon oT Bpeme Cxema na npuiarane | O6ma AreBHA 1034
Jleyeuune u Hen 1-21 15 mg nea nbTH 30 mg
npo¢uNaKTHKa Ha JAHEBHO
peunausupaum BT
v bE
Ot len 22 HaTaThK 20 mg BeaHBXK AHEBHO | 20 mg
[Ipojpnnakrrka Ha Cnen 3asppuiBade Ha | 10 mg BenHwxk aHeBHo | 10 mg wiu 20 mg
peuavenpawy BT u | noHe 6-Meceuna Wi 20 mg BeAHDBXK
BE Tepanud 3a ABT win | aHeBHO

bE

3a na ce yJecHU NPEeMHHAaBaHEeTO OT eYeHue ¢ 4033 oT 15 mg kbM newenue ¢ Ao3za ot 20 mg cren
Hen 21 e HannyHa ONakoOBKa 3a 3ano4BaHe Ha neueHueTo ¢ THHOaH 3a neuenue Ha JJBT/BE.

AKo BBLB (pa3aTa Ha jieveHue ¢ 15 mg aBa nbTH AHEeBHO (AeH | - 21) ce npormycHe eIMH npHeM,
nalHeHTLT TpsOBa HesabaBHO na npueme TunOaH, 3a A2 ce ocUrypH obLUO NPUETO KONHYECTBO OT
30 mg TunbaH 3a enuH AeH. B To3u ciyuait Moxe na ce npueMar ABe TabneTkH oT 15 mg HaseIHBK.
Ha cneagamuma neH nallMeHTET TPAOBA na NPOABLIKM peOBHHA NpHeM Ha 15 mg n8a meTH AHEBHO,
KaKTO € MpenopbyuaHo.

AKO BbB (pa3aTa Ha JieUeHHE C MPHEM BEAHDBK AHEBHO C€ NMPOITYCHE €AWH MPUEM, NALIMEHTHT TPAOBa
He3abaBHO ga npdeme THHOaH u TpaOea Ja MpOAL/IDKH PEAOBHUA NIPHEM BeAHBK AHEBHO Ha
cJieaBalliia ACH, KaKTo € npenopeuaHo. He Tpabsa aa ce npuema aBoiiHa 1033 B paMKHTE €AHH H
CBLIM ACH, 33 1a C€ KOMNEHCHpa MpoITyCHaTaTa A03a.

IIpemunaearne om aevenue ¢ anmazonucmu Ha sumamun K (ABK) kom Tunban

3a nauMeHTHTE, KOUTO ca Ha Jacdenue 3a JIBT, BE u npodunakTHka Ha peunayBH, IeYeHH
TpaOBa Aa ce npekpaTH ¥ Aa 3anouHe neueHue ¢ THHOaH, korato INR e <25,
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cnen npuema Ha TuHOaH. INR He e BanvMaeH napaMeTsp 3a W3MeEpBaHe Ha AaHTHKOArylaHTHaTa
akTMBHOCT Ha TuHOaH U cnenoBaTenHo He TpadBa Na ce H3non3Ba (BK. Touka 4.5).

IIpemunaeane om nevwenue ¢ Tunban xom anmazonucmu na eumamun K (ABK)

ChluecTBYBa BEPOATHOCT aHTHKOATYIauMATa Aa Obae HealeKBATHA NPHU NPEMUHABAHE OT JICYEHHE ¢
Tun6an kxM ABK. Tpabsa na ce ocurypu npoab/DKHTENHA alcKBATHA aHTHKOArynauus npu
NpeMHHABAHE KbM ATTCPHATHBEH aHTHKOArynaHT. Tpa0Ba aa ce orOenexu, ye THHOaH MoOxke Ja
AOMpHHece 3a NOBHILERH cTOHHOCTH Ha INR.

[Ipu nauueHTH, KOWTO NpeMHHaBar ot neucHue ¢ TuHban kbM ABK, ABK 1pabea aa ce npuemar
napanenno nokaro INR e > 2,0. I1pe3 nbpeuTe ABA [HU OT HPEXOAHHMA NEpHO TpaOBa Aa ce npunaara
cTaHaapTHaTa Ha4danHa ao3a ABK, cnea koero no3ara Ha ABK TpadbBa na ce onpeznens B 3aBHCUMOCT
ot peayararure 3a INR. Jlokaro naunentute nipuemat eqHoppeMeHHo Tunban u ABK, INR He Tpabra
71a ce H3caeBa Mo-paHo ot 24 yaca ¢nen npeaxoAHara 103a, 4 CaMO HEMOCPEACTBEHO fpeau
caenBawara Ao3a TunbaH. Cnen karo ce npeycraHoBH npHeMa Ha TrHOaH, INR Moxe na ce uscnenpa
M pPE3YJITaTHUTE OT M3CNIeABAHETO Ca HANEKIHM TTOHe 24 yaca cnej NpUeMa Ha [ocneiHaTa 103a (Bx.
TOYKH 4.5 1 5.2).

IIpemunasare om nevenue ¢ napesmepannu anmuxoazyrasmu xom Tunban

[py naumeHTHTE, KOUTO MOHACTOALIEM NOTY4YaBaT NAPEHTEPATHH @HTHKOATYJIaHTH,
NPeyCTAHOBABAHETO Ha NAapeHTepallHiA aHTHKOAryJIaHT H 3ano4YBaHeTo Ha TuHOaH TpabBa za ce
ocbliecTBAT () 4O 2 yaca NpeAu BPEMETO 3a CJIEABALLOTO [UIAHOBO NPHUIOKEHUE Ha NapeHTEpanHKs
JIEKapCTBEH NPOAYKT (Halp. HUICKOMONEKYJIEH XCNAPHH) WIH NPH NPEKPATIBaHE HA
NPOAbLIDKUTETHOTO NPUAOKEHUE HA NapeHTEPATHHA JICKAPCTBEH MPOAYKT (HAMp. HHTPABEHO3CH
HedpakLHOHUPAH XeTlapHH).

IIpemunasane om neuenue ¢ Tunban koM napenmeparnu AaHMUKOazyIanmu
[Tpunoxere MmppBaTa 4033 OT NAPSHTEPANHUA AHTUKOAryJIaHT MO BpeMeTo, Koraro Tpadsa aa ce
npueMe cneapauiara zo3a TuHOaH.

Coenmraniy nonynaimu

bvbpeuno yepesicoane

OrpaHHyeHHTe KIMHUYHH JaHHH OT MALMEHTH ¢ TeXKOo 0B0peuHo yRpexxaaHe (KPpeaTHHHHOB KIKPBHC
15 — 29 ml/min) nokazBar, ue Mna3MeHUTE KOHLUEHTpALHH HA pUBapoKkcabaH ca 3HaAUKTETHO
nosuileHH. [1o Tazn npuunHa TuubaH TpadBa na ce npuiara ¢ NOBHILIEHO BHUMAHHE TIPH Te3u

nauueHTH. He ce npenopsusa ynorpebaTa npu NauUeHTH ¢ KPEaTHHUHOB KIMPBHE < 15 ml/min (Bxk.
TOUKH 4.4 ¥ 5.2).

- 3a npo¢unakTuka Ha BTE npu Bb3pacTHH NalMEHTH, MOAJIOKEHH HA TUTAHOBO CTABHO
NpoTe3upaHe Ha TazofeapeHara WiK Ha KOJSHHATA CTABa, HE CE HANAara rpoMsHa Ha J1034Ta npH
nawuueHTH ¢ 1eKo 6bOpeyHo yBpexkaaHe (kpeaTHHHHOB KIupbHC 50 — 80 ml/min) wnn ymepeno
O0B0peuHo yBpexaaHe (KpeaTHHUHOB KIHpBHC 30 — 49 ml/min) (Bx. Touka 5.2).

- 3a neverue Ha JIBT, neuenue Ha bE u npodunakTuka Ha peunavsupauid ABT u BE, He ce
Hajlara NpoMAHAa Ha 03aTa NMpPH NaLMEHTH ¢ JIeKa CTerneH Ha 0s0peyno yepexnaHe
(xpeaTunHHOB KIHPBHC 50 — 80 ml/min) (Bx. ToYka 5.2). -

IIpu nauueHTH ¢ yMepeHo (KpeaTHHHUHOB KIHPBHC 30 — 49 mi/min) unu ¢ Texko 6B06peuto
yBpexXaaHe (KpeaTUHHHOB KJIMPBHC 15 — 29 ml/min) ca BanuaHM cnegHUTE NPEnopbLKy 3a
103upaHe: naluyeHTuTe TpadBa Aa 6baaT JekyBaHH ¢ |5 mg ABa MbTH JHEBHO Npe3 MbPBHTE
3 ceamuuu. Cneli TOBa, KOraTo npenopbudTenHara noza e 20 mg eavH nbT AHEBHO,
ce oOMHCIM NOHKWKaBaHe Ha N03ara oT 20 mg BeAHDBK JHEBHO Ha 15 mg BeAHDBK
OLIEHEHHUAT PHCK OT KbPBECHE 3a MallHEHTA HAABHLIABA PHCKA OT pELMAVBHPAILH
[Tpenopbkara 3a ynorpedara Ha 15 mg ce ocHOBaBa Ha PAPMAKOKHHETHYHHA M
€ Mpoy4BaHa NPH TE3H KIIHHHUYHH YCA0BHA (BX. TOUKH 4.4, 5.1 1 5.2).
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KoraTo npenoppuurentara no3a e 10 mg BeaAHBK AHEBHO, HE ce Hanara T4 aa Obae
KOPHUIrHpaHa.

Yeproopobro yepexcoarie
TuHbaH e npoTUBONIOKa3aH NPH MALMEHTH ¢ YepHOAPOOHO 3aboNIABaHE, CBBP3aHO C KOaryJlonaTus v

KJIMHHYHO 3HAa4Y¥M PHCK OT KbPBEHE, BIUTIOYUTENHO NMaureHTH ¢ urpo3sa ¢ Child Pugh B u C (Bx.
TOUkH 4.3 U 5.2).

Honynayusa 6 cmapuecka ev3pacm
He ce Hanara xopurupaHe Ha ao3ara (BxK. TO4Ka 5.2)

Tenecno mezno
He ce Hanara kopurupase Ha go3ara (BxK. Touka 5.2)

Hon
He ce Hanara kopurupate Ha go3ara (BX. To4uka 5.2)

Heouampuuna nonyarayus
bezonacHocTTa M edrkacHocTTa Ha puBapokcaban 10 mg TabneTku npu aetia Ha Bb3pacT 0 1o
18 roouHy HE ca yctaHoBeHM. Jlnuncear aaHH#y. 1o ta3u nprunna TuHban 10 mg Tabnerku He ce

npenopryea 3a ynorpeda npu aeua noa 18-roaminiHa Bu3pacT.

HaunH Ha npunoxeHue
TuudaH e npeaHa3HauYeH 3a NEPOpPanHO MPHIOKEHHE.

Tabnerkure Morar na ce npueMar cbe WM 6e3 xpaHa (BX. TOUKH 4.5 1 5.2).

Pazmpowasane na mabremxume

[TpH naLMeHTH, KOUTO HE MOraT JAa norasiuat Tabnerkure uenm, tTabaerkara Tundban Moxe 1a ce
HaTPOLLUHW U CMECH C BOAA WIH S6BNKOBO MIOpe HENOCPEACTBEHO Npean yrnorpeGa 1 Na ce NPHIIOKH
NepopasiHo.

HatpowmenaTa Tabnerka Tunban moxce aa ce npunara cblUIO B Ype3 CTOMAILHA COHAa (BX. TOYKa 5.2
" 6.6).

4.3 IlpoTuBonoxkazaHHS

CBpbXUHYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO WM HAKOE OT NOMOUIHHTE BEWLECTBA, H30poeHH B
TOYKa 6.1.

AKTHBHO, KTHHUYHO 3HAYHMO KbPBEHE.

Jle3ns HNH CHLCTOAHHE, AKO C€ CUHUTA, Y€ MPEACTaBIABAT 3HAYMM PUCK 3a roiaMo KbpBeHe. Toba Moxe
Ja BKJIOYBA HACTOALUA WJIH CKOPOLLUHA FaCTPOMHTECTHHANHA A3Ba, HATUYHE Ha 3JTOKaYeCTBEHMH
HEOIUTa3MH C BUCOK PHUCK 38 KbPBEHE, CKOPOLIHO HapaHABAaHE Ha IMaBHUSA UM rPbOHAYHHS MO3BK,
HaCKOpO NpeThpnsHa ofiepallig Ha MTAaBHHUA MO3bK, MPBOHAYHUA MO3BK WIIH OYHTE, CKOPOLlIEH
BbTPEUEpPENeH KPbBOUINUB, H3BECTHH WIH CYCNIEKTHH €30(arcaiHi BapHily, apTePHOBEHO3ZHM
MaJ(opMailMy, CbAOBH AHEBPH3MH WIH FOJIEMH HHTPACTIHBATHH WJTH HHTpauepeOpaiHH CbAOBH
aHOMAJIHH.

EAHOBPEMEHHOTO JIEYEHHE C APYTH aHTHKOATYJIaHTH, Hanp. HegpakuHoHupa xenapud (HOX),
HUCKOMONIEKYJTHH X€NApHHH (€HOKCaNapHH, JanTenapyH H Ap.), NPOH3BOAHY Ha XenapuHa
(boHAanapuHyKC W Ap.), NEPOPANTHU aHTUKOAryJjaHTH (BapdapHuH, 1aburaTpaH eTeKCHNarT,
U 1p.), OCBEH NpH cneundpHyHy oOCTOATENCTRa KATO NPOMAHA HA aHTHKOATYIaHTHOTO J1
Touka 4.2) unu korato HOX ce npunara B 1034, HeOOX0AUMU 33 NOAABLPKAHETO Ha Np
LEHTPaNEH BEHO3€EH HIH apTEPHAJIEH KAaTeTbP (BiK. TOUKa 4.5).

DE/H/6205/001-005/R/001



HYepHoapobHo 3abonisBaHe, CBBP3aHO ¢ KOAryJoNaTHA H KIMHHYHO 3Ha4YHM PHCK OT KbpPBEHE,
BKJIFOYHTENTHO naLuuedTH ¢ uupo3sa ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT U KbpMeHe (BXK. Touka 4.6).
4.4 CroennajnH npeiynpexkieHHs H NPEANAIHH MEePKH NIPH YHOTpeda

[Ipe3s uenus nepuoA Ha NeyeHuUe ce NpenopbuBa KIKHUYHO HaOMOACHHE, B CHOTBETCTBHE C
AHTKKOAryJallHOHHATA NPaKTHKA.

Puck OT KbpBeHe

KaxTo M npu Zpyry aHTHKOaryfaHTH, NalBeHTHTE, KOUTO npuemar TunbaH, TpaOBa na ce
HabmonasaT BHUMATEIHO 3a NPH3HALM Ha KbpBeHe. [Ipenopbuea ce ynoTtpeba ¢ NOBUUIEHO BHHMAHUE
npy 3abongaBaHus ¢ NOBHIIEH PUCK OT kKbpBeHe. [Ipunoxkennero Ha Tunban Tpabea na ce
NpeyCTAaHOBH, aKO HACTBITH TEXBK KPBbBOHIJIHB (BXK. TOUKa 4.9).

B xJIMHWYHHTE NPOYYBAHMA KBPBEHETO OT JTMraBHLUTE {HANp. ENMHCTAKCHC, FTHHIHBAJIHO,
FACTPOHHTECTHHAIHO, YPOT€HHTANHO, BKIIOYMTEIHO AOHOPMHO BArHHAITHO HITH YBEJIHYEHO
MEHCTPYaJIHO KbPBEHE) ¥ aHeMHs ca HaOmoAaBaHH MO-4YE€CTO MPH ALITOCPOYHO JIEUESHHE C
pHBapokcabaH B cpaBHeHUe ¢ ABK neuenue. [lo Ta3u npHuHHa, B JOMBJIHERHE KM 2AEKBATHOTO
KIHHWYHO HabmoaeHHe, 1abopaTopHOTO H3cneaBaHe Ha xemoriobHHa/XxeMaTokpuTa 6u Moo Aa
OBIe OT nos3a 3a OTKPHBAHE Ha OKYJITHO KbpPBEHE M 3a ONpeAensHe Ha KIHHUYHATA 3HAYUMOCT Ha
ABHOTO KbpPBEHE, KOETO C€ NPEUEHH 32 NOAXOAALLO.

Hsakonko noarpynu naupeHTH, ONKCaHy NoApobGHO NMo-104y, ¢a H3NOXKEHH Ha NMOBULIEH PUCK OT
KbpBeHe. Te3n nauHeHTH Tpa0Ba na ObAaT BHHUMATENHO NPOCICACHH 38 NPH3HALM H CHMITTOMH Ha
YCNIOXKHEHHS, CBEP3aHH C KbPBEHE H aHEMHS CJIe] HAYaNoTO Ha JieyeHHeTo (Bx. Touka 4.8). [pu
MALMEHTH, NoJy4yasalli TvuHOaH 3a npodmnakTuka Ha BTE cnen nuiiaHoBo craBHO npoTe3HpaHe Ha
Ta300eapenaTa WIM Ha KOJIIHHATa CTaBa, TOBA MOXKE /1a C€ H3BbPILBA YPE3 PEJOBHH (PHIHKANHH
NperjacaAH Ha NaUHEHTHTE, YeCTO NPOBEPABAHE HA PAHEBUSA IPEHAXK W NMEPHOAMYHO HIMEPBAHE HA
XeMorioduHa.

[IpH BCAKO HEM3ACHEHO NOHKXKABAHE HA XeMOrI00HHA MITH KPBBHOTO HansraHne TpaGaa aa ce ThpCH
H3TOYHHKBT Ha KbPBEHE.

Bnnpeks ye nedyeHreTo ¢ pubapokcadaH He H3MCKBAa PYTHHHO NPOC/EAABaHE Ha EKCMO3HLIKATA,
HHMBaTa Ha puBapokcadaH, U3MEpEeHH ¢ KaTHOPHPAR TECT 32 KOIHYECTBEHO OnNpeiensHe Ha
aHTHQakTOp Xa, Moratr na ObnaT oT nNoN3a B U3BbHPSAHH CHTYALMH, KOraTO JaHHUTE 3a eKCIIO3HLUHMATA
Ha puBapokcadbaH MOxe Aa NNOMOrHaT 3a B3eMaHe Ha HHPOPMHPaHH KIMHHYHU pELICHHS, Hanp. Npu
NpeRO3UpPaHE U CNCIHA XUPYPruyHa HaMeca (Bx. Touka 5.1 u 5.2)

b1OpeuHo yepexaaHe
[1pyn naureHTH ¢ TeXkKO OLOpEeUHO yBpekaaHe (KpeaTHHHHOB KIMPBHC < 30 ml/min) € BE3MOMXKHO

J1a3MEHHTE HHBA Ha pHBapoKcadaH aa ObaaT 3HAYHTENTHO NOBHINEHH (cpeaHO 1,6 NbhTH), KOETO MOXKeE
fa A0Be/ie A0 MOBHIICH PUCK OT KbpBeHe. TuHOaH Tpabea na ce U3NON3Ba ¢ MOBHIIEHO BHUMAHUE IPH
NauMeHTH ¢ KpeaTHHAHOB KNTHPEBHC 15 — 29 ml/min. He ce npenopnuBa ynoTpebarta My npyu nalHeHTH
C KpeaTMHHUHOB KIUPBHC < |5 ml/min (Bx. Touku 4.2 n 5.2).

[Tpn naumenTn ¢ ymepeHo 6s6peuto yspexaane (kpeaTHHHHOB KIHPBHC 30 — 49 ml/min),
nony4aBally €AHOBPEMEHHO APYTH JIEKAPCTBA, KOHTO NOBULUIABAT NNA3MEHUTE KOHLEHTPALMH Ha
puBapokcabaH, TunOan TpaOBa na ce npunara ¢ NOBHLIEHO BHUMaHKe (BXK. TO4Ka 4.5).

BzanMoneiicTBue € APYIrH JIEKAPCTBEHH NPOAVKTH
Ynorpebara Ha THHOaH He ce npenopbuBa MpH NalUEHTH, KOUTO MOTy4aBaT €AHOBPEM
CHCTEMHO NICYEHHE ¢ a30JI0BH AHTHMHUKOTHLIH (KaTO KETOKOHA30J1, HTPAKOHA30/1, BOPH
no3akoHazon) unu HIV-npoteasnn uHxuburopy (Hanp. putoHaBup). Te3u aKTHBHH Be
MOLUHH HHXHOHUTOPU HA CYP3 A4 1 Ha P-gp 1 no Ta3u npuyyHa MOrar Ja fIOBHLIAT I
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KOHLIEHTpaLHs Ha pHBapokcabaH 10 KIIMHHYHO 3Ha4YMMa cTeneH (cpeaHo 2,6 mbTH), KOETO MOXKE Ja
AOBeje A0 TOBHILIEH PHCK OT KbpBeHe (BaK. TOuka 4.5).

HeobxonnumMo € BHUMaHKHe NPU NMALHEHTH, KOUTO NPOBEKAAT NEYECHHE €AHOBPEMEHHO ¢ JIEKAPCTBEHH
NPOAYKTH, KOMTO MOBJIHABAT XEMOCTA3aTa, KaTO HECTCPOUIHH NPOTHBOBBINAIHTEITHY CPEACTRA
(HCIIBC), aueruncanmunnoBa kucenuHa (ACK) 4 unxuburopu Ha TpoMOOLIMTHATA arperauys Wiy
CEJIEKTHBHY MHXHOHMTOPKH Ha 06paTHOTO 3axBamiaHe Ha cepoToHHHA (SSRI) U UHXHOMTOPH Ha
o06paTHOTO 3aXBalllaHe Ha cepoToHMHa U HopenuHedpuua (SNRI). [Ipu naumeHTHTE C PHCK 32
YJILIEPO3HO CTOMALIHO-YPEBHO 3a00NIsBaHe MOXKe Ja €€ OOMHKCIIH BB3MOXHOCTTA 33 NOAXOAAIIO
npodHAAKTHYHO JIcUeHHE (BXK. TOuKa 4.5).

Hpyru pHcKOBH (AKTOPH 38 KbpPBEHE
[TonoSHo Ha apyrH aHTHTPOMOOTHYHK CpeaCcTBa, puBapokcadaH He ce nNpenopbyBa 3a ynorpeda npu
MalLHEeHTH C MMOBUILIEH PUCK OT KLPBEHE, KaTO: |

* BpPOIAE€HH WIH NPUAOOHUTH HAPYLUECHHA B KPbROCHCUPBAHETO
. HEKOHTPOJINPaHA TEXKA apTEPHAITHA XHAEPTOHHA
° JAPYro CTOMalllHO-4peBHO 3a0onsaBaHe €3 aKTHBHO Pa3a3BABAHE, KOETO NOTCHUKAAHO MOXKE Ja

NOBENE N0 YCI0XKHEHHS C KbpBeHe (Hamp. Bb3NATHTEIHO YpEBHO 3abonsBane, ezodarur,
racTpHT M racrpoesodareanta pednaykcHa bonecr)

CLAOBa PETHHONATHA

OpOHXHEKTa3HH WIH aHaMHe3a 3a 6enoapoOHO KbPBEHE

[laumeHTH ¢ pakoBo 3abonsgBaHe
BB3MOXKHO € MalHeHTHTE ChC 3/I0KaYeCTBeHO 3a0oiBaHe €IHOBPEMEHHO a Ca H3JI0XKEHH Ha 110-

BHCOK PHUCK OT KbpBeHE H TpoMOo3a. [1pH nanmeHTH ¢ akTHBHO pakoBo 3a0osaBane TpaOBa nace
npelieHH HHAXBUIYAJIHATA M0JI3a OT AHTHTPOMOOTHYHOTO JICUCHHE CNIPAMO PUCKA OT KbPBEHE B
3aBHCHMMOCT OT JIOKalMATa Ha TYMOpa, aHTHHEOIUIACTHYHATA Tepanus 4 cTaJus Ha 3abonsBaHero.
TymopwuTe, NOKATU3UPAHH B CTOMALLHO-UPEBHUA WIH YPOTC€HHUTAIHUA TPAKT, Ca CBBP3aHH C NOBUILCH
PHCK OT KbPBEHE N0 BpeMe Ha TepalnuaTa ¢ puBapokcadaH.

[Ipn naLMeHTH ¢BC 3MOKA4ECTBEHU HOBOOOpa3yBaHKA ¢ BHCOK PHUCK OT KbpBEHE, ynoTpebara Ha
pHBapokcabaH € MpoTHBONOKa3aHa (BX. Toyka 4.3).

[TauneHTH ¢ KNanHy OpoTE3Xn
Pusapokcaban He TpadBa aa ce uanonisa 3a TpoMOONPOPMIAKTHKA [PH NALUMEHTH, KOHTO HACKOpO ca

npeTLpneny TpaHCcKaTeThpHa cMAHa Ha aopTHara knana (TCAK). besonachocTra M edukacHOCTTa Ha
puBapokcabaH He ca [TPOYYEHHU [TPpU MAUMEHTH ChC CHPACHHO KIIANHO NpOoTEe3HpaHe; 10 Ta3u NPHUHHHA,
HAMA JIAHHH B NOJKPEIa Ha CTAHOBUILETO Y€ pUBapoKcabaH OCHIypsiBa acKBaTHA AaHTHKOATYIaLMA
NPU Ta3u nonyaauys nauweHTy. [1py Te3n nauMeHTH He ce Npenopbusa JeveHue ¢ THHOaR .

TMauyenTy ¢ auTHhOCHONUNUIEH CHHAPOM

JupekTHo AeticTRawy nepopanty aHtukoarynantd (JIJII1A), skmoudTenHo pusapokcabaH, ke ce
MpenophYBaT NPK NALMEHTH C aHAMHe3a 3a TpoMDO03a, KOMTO ¢a AHArHOCTHLUHPAHH ¢
auTudochonunuaeH cHHAPOM. OcobeHOo NPH NalHEHTH, KOUTO €A TPOHHONO3ZHTHBHH (32 JTyITyCeH
aHTHKOAry/iaHT, aHTHKapAHOIUNMHOBY AHTHUTE/IA M AHTHTENA cpety beta-2-rnukonporeuH ),
nedennero ¢ JUIIIA Moxe aa Obe CBBp3aHO C MTOBHLLICHA YECTOTa HA PEKYPEHTHH C€ TPOMOOTHYHH
cLOMTHA B CpaBHEHUE C TEPAINMATA C AHTArOHUCTH Ha BUTAaMHH K.

XHE! PIrHYHO JICHCHHAE HA QQHE!![JH Ha ﬁegpeHaTa KOCT

PurapokcabaH He € uic/ieiBaH B pAMKUTE Ha MHTEPBEHIHOHAJIHH KITHHUYHHK NPOYYBaHUA 34
poy4YBaHe Ha epHKacHOCTTa U 0€30MacHOCTTa NPH NAUMEHTH, NOL10KEHH Ha XHPYPrHYHO JIeHeHHe
Ha (paKTYpH Ha OeapeHaTa KocT.

XeMOQHHAMHYHO HecTaOWIHH nauMeHTH ¢ bE Wiy nauHeHTH, KOWTO ce HYXAAAT OT TpoMOo
benoapobHa eMboneKkTOMUA
TuHOaH He ce Npenopb4YBa KaToO aNTEPHATHBA HA He(PaKLIMOHUPAHHA XenapHH NpH raiue
HenogpobeH eMOOIU3IBM, KOMTO Ca XeMOAHHAMHYHO HECTAOWIHH WIH Ha KOUTO MOXe A
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TpomOonu3za wiu 6enoapodbHa eMbonekToMui, Thi kaTo GezonacHocTTa U epuKacHOCTTa Ha THHOaH
He ¢a YCTAaHOBEHH MpPH Te3U KAUHUYHU CHTYALIMH,

CnuBanHa/enuaypanHa aHecTE3na WIH ITYHKUHNA

Koraro ce H3non3sa HEBpOaKCHaIHa aHecTe3Ha (CNHHana/enuaypaiHa aHecTe3rua) WK NpH
CMHHAIHA/eNHAYypallHa My HKLUMA, MALWEHTHUTE, ICKYBaHH ¢ aHTUTPOMOOTHYHM CPEeACTBa 33 NPEBEHLINS
Ha TpoMOOeMOONHYHU YCIOKHEHHS Ca M3JI0KEHH Ha MOBUIIEH PHCK OT MOABA HA €NUAYPANCH WIN
CITHHAJIEH XEMAaTOM, KOWTO MOXKE J1a A0BEAE X0 NPOABLIDKHUTENHA WK TpaiiHa napanu3a. To3M puck
MOKE J1a C€ MOBUILY NIPK NOCTONEPAaTHBHATA YNoTpeba HA MOCTOAHEH eNHAYPANeH KATETLP HIH NPH
€AHOBPEMEHHATA ynoTpeda Ha JiekapCTBEHH NPOLYKTH, NOBIHABALIY XeMOCTa3aTa. PUCKBT MOXe a
C€ MNOBUIUIM CBUIO TAKa W MTPH TPaBMaTHYHA WIH MHOIMOKpaTHA eNuaypanda Wiv CIHHATHA ITYHKIUA.
[TauneHnTHTE TPAOBaA A2 OBbAAT NpocieasBaHU HECTO 3a [IPH3HALM U CHMITTOMH Ha HEBPOJIOTHYHO
yBpexjaHe (Hanp. U3TPbNBaHE WIH CNIA0OCT B KPAKaTa, YpeBHA AUCOYHKLHSA WIH AHCPYHKUNA Ha
MUKOYHHUA MeXyp). Ako ObJe KOHCTaTHPaH HEBPOJIOTHUEH Ae(PHLKT ca HEOOXOAHUMH CIIEIIHO
AHarHoCTHUHMpaHe u neucHue. [lpeau HeppoakcHaniHa HHTEPBEHLIUA, neKkapaT TpsOBa na npelieHu
CBLOTHOLIEHUETO MEXKAY NOTEHLMANHATA NMON3a ¥ PHCKA OPH NMAaLMEHTH Ha aHTHKOAryJlaHTHA Tepanys
WIH NMaLYeHTH, Ha KOUTO NMPEACTON aHTUKOArylaHTHa Tepanu4, 3a TpoMbonpodunakruka.

3a HamansBaHe Ha MOTEHLUMAHHUA PHUCK OT KbPBEHE, CBBP3aHO C €AHOBPEMEHHOTO IIPHIIOKEHHE Ha
puBapokcabaH W HEBpOAKCHaTHa (ENUILYypalHa/CIMHAIHA) AHECTE3MA WK CTIMHAJIHA IMYHKUMA, Tpa0Ba
1ia c€ B3€MeE NoJ BHUMaHHe ¢papMaKOKUHETHUYHHAT npodun Ha puBapokcabaH. [TocTaBaHeTO WK
peMaxBaHeTO Ha enuAypaleH KaTeThp Wi JyMOaHa IMyHKIHA C€ H3BbpLUBAT Hali-nobpe, koraTo ¢
YCTAHOBEHO, Y€ AaHTUKOAryJaHTHHUAT e€ekT Ha puBapokcadaH € HUCBK (BXK. Touka 5.2).

Haii-manko 18 yaca TpsabBa na uaMuHaT ciies nocieIHOTO NpUNoKEHHE Ha pUBapokcabak npeny Aa ce
OTCTPaHH eNMUAYPAIHHAT KaTeTsp. Cea oTcTpaHIBaHETO HA KaTeThpa, Hal-ManKo 6 4aca TpsbBa na
U3MMHAT NMPEAU a ce NPUIIOKHU CleBaillaTa 103a pusapokcabaH.

B cnyuaii Ha TpaBMaTH4Ha NMYHKLUS APHEMBT Ha puBapokcabaH TpsaOBa Ja ce oTioxH ¢ 24 yaca.

[1penopbky 3a AO3HPAHETO NPEIH U cliel HHBA3ZHBHY NPOLUEAYPH ¥ XHPYPIHYHH HHTEPBEHLIMMH,
PavINYHH OT [UIAHOBO CTABHO IMpOTe3upaHe Ha TazodeapeHaTa WiK Ha KOJIAHHATA CTaBa

AKo ce Hanara npoBeXJaHe Ha UHBA3MBHA MPOLEAYPA WIH XUPYPruiHa MHTepBeHLmA, Tunban 10 mg
TpaOBa ga ce npeKkpaTH NoHe 24 yaca npeau HHTEPBEHLUATA, aKO € Bb3MOXKHO H C€ OCHOBaBa Ha
KITMHU4YHATA NMPELCHKA HA JICKYBALLUA JICKap.

AKo npouegypaTa HE MOXKE a CE OTMEHH, TpAOBa a ce HaNpaBH NpeLcHKa Ha ChOTHOLLIEHHUETO
MEXAY NMOBHIIEHHUA PHCK OT KbPBEHE H CIIELIHOCTTA HA UHTEPBCHUMATA.

[tpnemsT Ha THHOaH TpAOBa Aa ce BB30OHOBH BB3MOXKHO Hal-CKOpO cllie]l HHBa3MBHATa ApoLeaypa
WIH XHPYPru4yHaTa HHTEPBEHLUA, aKO KIIHHUYHATA CUTYallUs NMO3BOJSBA H € NMOCTUIHATa aIEKBATHA
XeMOCTa3a, KakTo € ONpeAeNeHO OT IEKYBallya aekap (BXK. Touka 5.2).

[lonyiaupa B CTapyecKa BL3pacT
C yBenHuaBaHETO Ha BB3PACTTa MOXKE [1a C€ YBEAHYH PUCKDBT OT KbpBeHe (BXK. Touka 5.2).

epMaTONOrH4yHy peakLHU
Ilo BpeMe Ha rocTMapKeTHHroBo Habnioaenue ce cso011aBa 32 CEPHO3HH KOXKHH PEaKLIMH, CRBP3aHHU ¢
ynorpebara Ha puapokcadbaH, BKIIOUMTENHO CHHAPOM Ha Stevens-Johnson/TokcHyHa enuaepManHa
Hekpoausa H DRESS cunapoM (Bx. Touka 4.8). Uarnexna, ye nauMeHTHTE ca U3NOXKEHH Ha Hali-
BUCOK PHCK OT T€34 peaKUHM B Ha4aNoTO Ha TEPAaNMUATA: B OBEYETO CIAYYaH HA4ANOTO HA PEaKIHATA
ce NMpoABABa Npe3 NbPBUTE CEAMHULIM OT NedeHneTo. JleueHnero ¢ pusapokcaban Tpabsa na ce
peyCcTaHOBH MpH [TbpPBa NMOABA Ha TEXBK KOXeH 0OpHB (Hanp. pa3npocTpaHaBall c€, HHTEH3HBEH
H/WIH ¢ obpa3zyBaHe Ha MEXYPH) WIH APYT NPH3HAK HA CRPBXYYBCTBUTENTHOCT, CBbP3aH C JIE3HWH Ha
JUraBuLAara.
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Hudopmanms 3a NOMOUIHATE BEHIECTBa
Tunban coabpxka nakrosza.llauuedTn ¢ peaky HaclieACTBEHH NpobieMH Ha HEMOHOCHMOCT KbM

ranakro3a, iTbJIEH JIAKTa3eH AePHLHT WM [IHOK030-ranakTo3sHa Manabcopbuma He TpabBa xa npHeMar
TO3HM JIEKapCTBEH NPOAYKT.

Tora nekapcTBO ChaAbpka No-Manko ot 1 mmol Hatpuii (23 mg) Ha TabaeTka, T.e. MOXKE Ja ce Kaxe,
ue MPAKTHUECKHU He ChAbPIKA HATPHH.

4.5 BzammoaeiicTBHe ¢ APYrH JeKapPCTBeHH HPOAYKTH H APpYrA GOpMH HA B3aHMOJAeiHcTBHE

Huxuburopu ra CYP3A4 u P-gp

EnnospeMeHHOTO NpUiokeHHe Ha puBapokcadaH U keTokoHazon (400 mg BeaAHBXK AHEBHO) WIH
putroHasup (600 mg nBa NvTH AHEBHO) BoaH 10 2,6 mbTH/ 2,5 mbTh noBHinaraHe Ha cpeqHaTa AUC Ha
pusapokcadbau u 1,7 nbTi/1,6 nbTH NoBHINIaBaHe Ha cpeAHara Cmax Ha puBapokcabaH cbe
3HAYUTESHO NOBULIABAHE Ha (rapMaKOAUHAMUYHUTE €(PEKTH, KOETO MOXE 112 JOBEAE OO MOBHLLIEH
pUCK OT KbpBeHe. [To Tazu npuuHHa He ce mpenopb4pa ynorpebata va TuHOaH NpH NaUMEHTH, KOHTO
NOIYYaBaT CIHOBPEMEHHO CHCTEMHO JIEeYEHHE ¢ a30/10BH AHTUMHKOTHLIM KaTO KETOKOHA30J1,
MTPAaKOHa30/1, BOPHKOHA30J1 U No3akoHa3os1, unu ¢ HIV-nporeasnn vHxHOHUTOpH. Te3n akTHBHH
BELUECTBA ca MOIIHHA HHXUONTOPHU KakTO Ha CYP3 A4, Taka u Ha P-gp (Bx. Touka 4.4).

OuakBa ce aKTUBHH BEIIIECTBA, KOWTO CHITHO HHXKOHpAT caMo eINH OT MBTHILATA HA eTUMHUHHDAHE HA
puBapoxcadan - unu CYP3A4 wnu P-gp na noBuiuaT B No-Majika CTENEH NJIa3MEHHTE KOHLICHTPaLIUK
Ha puBapoxcabaH. Hanpumep, knaputpomuauuH (500 mg nBa mbTH JHEBHO), KOHTO Ce CUMTA 3a CHIIEH
HHXHOHUTOp Ha CYP3A4 n ymMepen unxubutop Ha P-gp, Boan 1o noBvuiaBaHe Ha cpeanata AUC Ha
pusapokcabaH ¢ 1,5 mbTH 4 Ha Cmax - ¢ 1,4 nyTi. BiauMoaeHcTBHETO ¢ KIAPUTPOMHLIHH BEPOSATHO
HE € KJIHHHYHO 3HaYHMO [IPH NOBEYETO NALHEHTH, HO MOXe Aa Objie TOTCHUHAIHO 3HAYHUMO TpH
BUCOKOPHMCKOBH NMauueHTH. (3a mauMeHTH ¢ ObOpedHo yBpexkaaHe: BK. Touka 4.4).

Eputpomuumi (500 mg Tpu 0bTH AHEBHO), koHTO HHXUbOUpa ymepeno CYP3A4 u P-gp, Boaw 1o 1,3
MbTH NoBHUWEHHE Ha cpeaHaTa AUC n Cmax Ha puBapokcabaH. B3anMonaeiicTeueTo ¢ epHTPOMULIMH
BEPOATHO HE € KNHHUYHO 3HAYUMO TMIPH MOBEYETO MAUXHEHTH, HO MOXe Aa Obae NoTeHLHAHO 3HAYUMO
NPy BHCOKOPHUCKOBH NMALHEHTH. .

[Ipu naunenTH ¢ nexo 6vOpevHo yBpexxaase epurpoMundH (500 mg TpH NbTH AHEBHO) BoaM ao 1,8-
KPaTHO nopyllaBaHe Ha cpeaHata AUC Ha puBapokca®an u 1,6 mbTH nopuiieHre Ha Cmax B
CPABHEHHE C HHAWBHAM ¢ HOpManHa 616peuna ¢pyHkuus. Ipy nuua ¢ ymepeno 6u6peuno yspexaane
EPHTPOMHLMH € AoBen A0 2,0 nbTH noBuieHHe Ha cpearara AUC Ha puBapokcaban u 1,6 nbTH
noBHLUcHHE Ha Cmax B cpaBHEHHE ¢ HHAHBHIH ¢ HOpMasHAa ObOpeuHa dyukunsa. EdexTsT Ha
€PHUTPOMHULIKH € AJJHTHBEH KbM TO3H Ha OBOpeYHOTO yBpexKaaHe (BX. Touka 4.4).

Quykonaszon (400 mg equH NbT JHEBHO), CUMTAH 38 yMepeH HHXHOHTOp Ha CYP3 A4, Bogu 1o
nosuwapare ¢ 1,4 nbTH Ha cpeanata AUC Ha pueapokcabak U 1,3 nbTH Ha cpenHaTta Cmax.
BzaumoneiicTereTo ¢ GuIykoHa301 BEPOATHO HE € KIIMHUYHO 3HAYHMO TIPK NTOBEYETO MALUEHTH, HO
MOXeE a Obae NOTECHLUHANTHO 3HaYHMO NPY BUCOKOPUCKOBU NaLMeHTH. (3a nauueHTH ¢ 6p0peuHo
YBpPEXAaHe: BHXK TOUKa 4.4).

[IpeaBun orpaHHYEeHHTE KIIMHWYHH JaHHH ¢ APOHEAAPOH, eAHOBPEMEHHOTO NPHIIOKEHHE C
pupapokcabas Tpabsa na ce usbsraa.

AHTHKQAryJ1aHTH
Cnen koMOMHHpPaHO NPUIOKEHHE HAa eHOKcanapuH (eauHuyHa A03a oT 40 mg) u puBapokcabaH
(emnHK4Ha no3a ot 10 mg) e HabnronasaH aauTHBEH edeKT BbPXY aKTUBHOCTTA Ha aHTH(Da KTepXe

6€3 HMKaKBH JOMBIHHTENHH €PEKTH NO OTHOWEHHE Ha KoarynaiMoHHuTe tectoBe (PT, 3P %5 VE ”%.’,
Erokcanapud He npoMeHs ¢papMakOKMHETHKaTa Ha puBapokcabaH. /D
[Topaau noBULIEHHA PUCK OT KbpBEHE € HEOOXOOHMO MOBHILIEHO BHUMAHHE NPH NalU¢HTE

NPOBEXAAT JICUCHHE €HOBPEMEHHO C APYTH aHTHKOAryJaHTH (BxkK. TOYKH 4.3 1 4.4).
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HCIBC/unxuburopy Ha TpoMOOLIUTHATA arperauus
He e HabnoaaraHoO KAMHAYHO 3HAYHMO YOBKABAHE HA BPEMETO HA KbPBEHE CJIcA €AHOBPEMEHHO

npwioxeHue Ha pueapokcaban (15 mg) n 500 mg vanpokceH. BrnpekH TOBa € Bb3MOXKHO J1a UMa
NALMEHTH ¢ No-uapaseH papMakoAHHAMHUYEH OTTOBOP. |

He ca vabmoaapaHd KIMHHWYHO 3HAYMMU (apMAKOKHHETHYHM WIH (apMakoJHHAMHYHHY
B3aUMOAEHCTBUA MPH €IHOBPEMEHHO NPUNOKEHHE Ha pUBapokcaban M 500 mg aleTnuncanMumnioBa
KHCE/THHA.

Knonugorpen (300 mg HaTosapsawa no3a, noclieAsaHa oT 75 mg noaabpaalla 103a) He NoKa3ea
¢apMakOKHHETHYHO B3auMoaeicTBHE ¢ puBapokcabaH (15 mg), HO € HabniogaBaHO 3HAYHUMO
yAb/DKaBaHe Ha BPEMETO Ha KLPBEHE NMPH €AHA NOArPYna NalUeHTH, KOETO HE KOPEHpa C
arperaumsaTa Ha TpoMOoumuTHTe, HUBaTa Ha P-cenextl nnu GPlIb/111a peuenropure.

HeobxoanMo € NOBHIIEHO BHUMAHKME MPH NAUKEHTH, KOUTO ca eKyBaHu eaHoBpeMenHo ¢ HCTIBC
(BKJIIOYHTENHO AUCTUNICANTMLMIOBA KMCENMHA) U MHXUOHUTOPH Ha TpOMOOLIMTHATA arperauMs, TbH Kato
T€3U NEeKAPCTBEHH NPOAYKTH OOMKHOBEHO MOBHILIABAT PHCKA OT KbPBEHE (BXK. TOUKa 4.4).

SSRI/SNRI

KakTo npu Apyrd aHTUKOArYIAHTH MOXKE A4 ChLECTBYBA Bb3AMOKHOCT MALMEHTHTE J1a €4 ¢ MOBHILEH
PHCK OT KbPBEHE B Clyuaii Ha cberbTcTBaLla ynorpeba ¢be SSRI wnu SNRI nopaau edexra uMm Bopxy
TpOMOOLIMTHTE, 3a KOHTO ce chobiara. [Ipu egHOBpeMeHHa ynoTpeba B KIHHHYHATA Nporpama ¢
puBapokcabaH, BbB BCHYKH I'PYIIH Ha JieueHHe ce HabnioZilapa YHCICHO MO-BHCOKA Y€CTOTa Ha
MACHBCH MJIM HEMACHBEH KIIMHHYHO 3HAYUM KPbBOM3JIUB.

Bapgapux

[IpemMuHaBaHeTO OT JleueHHE ¢ aHTaroHrMcra Ha BuTaMHH K BapgapuH (INR 2,0 no 3,0) kpM neueHue ¢
puBapokcaban (20 mg) unu ot pusapokcadbax (20 mg) koM papdpapuH (INR 2,0 ao 3,0) nosuuiasa
CcbOTHOIEHNETO NMpoTpoMOKHOBO BpeMe/INR (Neoplastin) nosede oT agUTHBHO {BB3MOKHO € J1a C€
nHabnlogaeat otaennu croiiHoctu Ha INR no 12), nokaro edexture no orHomenue Ha aPTT,
HHXHOMpPaHETO Ha AKTHBHOCTTA HA akTop Xa ¥ NOTECHLUHANA Ha CHAOFCHHHA TPOMOHWH Ca aAUTHBHM.
AKo e XenaTelHO Aa c¢ n3cneapar ¢papMaKoAHHAMUWYHHUTE €EKTH Ha puBapokcabaH B epHoa Ha
CMAHATa Ha TeparMKATa MOTAT J1a C€ H3MOJ3BaT MOKa3aTe/lH KaTo aKTHBHOCT Ha aHTH-(akTop Xa, PiCT
1 Heptest, Thil KaTO Te€3H TECTOBE He C€ NOBAMABAT OT BapdapHH. Ha yeTBbpTHaA A€H cnea nocneaHaTa
no3a Bapdapui, BcuukH nokaszarenu (. PT, aPTT, unxubupane Ha akTuBHocTTa Ha (hakTop Xa U
ETP) orpazsaBar eanHCTBEHO eeKTa Ha pHBapokcadaH.

AKO € KelaTesTHO Aa C€ U3C/eABaT PapMaKOAHHAMHYHHUTE €EKTH Ha BapdapHH B NepKHoLa Ha CMAHA
Ha TepanHATa MOXe 1a c€ u3noa3sa HiMepBaHeTO Ha INR npH Crougn Ha puBapokcadan (24 vaca cnen
NpeAXOAHHUA NpHeM Ha puBapokcadaH), Thil KATO TO3M NOKa3aTesN ce NoBNMABa B MUHMMAJIHA CTETNEeH
OT pyBapokcabaH B Ta3H BpeMeBa TOUKA.

He e nabmopapaHo dhapMakOKHHETHYHO B3aMMOACHCTBHE MexXAy BapdapHH U pHBapokcadaH.

Hunykropu Ha CYP3A4

EaHoBpeMEHOTO NPUWIOXKEHHE Ha puBapokcabaH ¥ MolHua uHaykrop Ha CYP3 A4 pudamMnuuuy Boau
1o oxkono 30% nonukasane Ha cpeanara AUC 3a pusapokcaban ¢ ycnopeiHo HaMangBaHe Ha
dbapmakoarHaMHuHHTE MY edekT. EnHoBpeMedHaTa ynoTpeba Ha puBapokcabaH ¢ Apyru MOLUIHH
unaykropu Ha CYP3 A4 (Hanp. ¢peHUTOMH, kapbamaszenun, peHobapOuTan uam KeiT KAHTAPHOH
(Hypericum perforatum)) cbl0 MOXe Aa JOBeE 1O HAMAIEHH L1a3MEHH KOHLIEHTPALMH Ha
puBapokcabaH. ETo 32110 Tpabsa na ce u3bsrsa eAHOBPEMEHHOTO NPHIIOAKECHHE HA MOIIHH HHAYKTOPH
Ha CYP3 A4, ocBeH ako NalMEeHTHT He Ce NPOCNEAsBa CTPHKTHO 3a MPU3HALIM K CUMITTOMH HA
TpomOo3a.

Hpyry cbIrbTCTBAIIM TEPANUH
He ca HabnronapaHH KIHHHYHO 3HAYUMH (papMaKOKHHETUYHH WIH PapMaKOAKHAMHYHH
B3aHMOJACHCTBHA NMPH CAHOBPEMEHHO NPHIOKEHHE Ha pHBapoxcabaH M MuaazonaM (cyd
CYP3A4), nurokcus (cyocrpar Ha P-gp), atoppactatul (cyOctpat Ha CYP3A4 v P-gp)
oMenpa3sos (MHXUOUTOp Ha NPOTOHHAaTa noMmna). PupapokcabaH HUTO HHXHWOHUpa, HUTO
HAKOS OT OcHOBHUTE M30¢opMu Ha CYP, Hanpumep CYP3 A4,

He ca HabnonaBaHH KIIHHWYHO pejieBAHTHH B3aUMOEHCTBHA ¢ XpaHH (BK. Touka 4.2
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JlabopaTopHM nokasaTe/u
Koarynaumonuure napamerpu (Hanp. PT, aPTT, HepTest) ce nosnuaeat cnopen oOMakBaHUATA € Ornes

Ha MeXaHH3Ma Ha AcHCTBUE Ha puBapokcadaH (BK. Touka 5.1).

4.6 DepTHAHTET, DPEMEHHOCT H KbPMEHE

bpemeHHocT

BesonacHocTTa ¥ epMKACHOCTTA Ha pUBapokcabaH npyu OPEeMEHHM XKEHH HE €4 YCTAHOBEHH.
[IpoyuBaHUATa BBPXY XKHUBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BX. TOUKa 5.3). [lopaau
NOTEHUHATHATA PENpOIyKTHBHA TOKCUUHOCT, MPUCHUIHA PHCK OT KbpBEHE H TaHHHUTE, MTOKA3BALIH, Ye
puBapokcabaH npemMyHaBa npe3 rulaleHTara, TuHbaH € npoTHBoNOKasaH 3a ynotpeba no Bpeme Ha
OpeMeHHOCT (BX. TOUKa 4.3).

JKenn ¢ nerepoaeH noreHUHamN TpadBa Aa u3darear 3abpemMeHsBaHe NO BPEME Ha JIEYEHHETO ¢
puBapokcabaH.

Kbpmene

bezonacHocTTa M epUKacHOCTTa Ha puBOpokKca®aH NpH KbpMayKK He ca yCTaHOBEHH. TIpoyuBarusaTa
BBPXY )XUBOTHH NOKA3BaT, 4e pUBapokcadaH ce cekpeTupa B MIiaKoTo. [lo Tazm npuunna Tunban e
NPOTHROMOKAa3aH 3a yrnoTpeda B riepdona Ha kbpmere (Bx. Touka 4.3). Tpabea na ce B3eme pelieHHe
Jany Ja ce NMpEeyCTaHOBH KbPMEHETO HITH Aa C€ NMPEyCTAHOBH/Aa HE CE NMPHJIOIKH TEpanusTa.

DepTUIUTET

He ca nposexxaaHu KOHKPETHH NPOyUBaHHUA ¢ puBapokcabaH Npy Xopa 3a OLECHKA Ha ePeEKTHTE MY
BbpXy deprunutera. B npoyusaHe OTHOCHO (epTHNMUTETA NMPH MBKKH H XKEHCKH IUTbXOBE HE Ca
HaOmonaBany epekTH (BXK. TOUKa 5.3).

4.7 Edextn BLpXy cnnocoOHOCTTA 3a W1odHpaHe H padoTa ¢ MAINHHH

Tun6aH nopnKABa B MAJIKa CTeneH cnocobHoCTTa 3a odupade U pabota ¢ MawnHin. UMa cboblueHus
33 HEeKEJIaHW PeakiiK, KaTo CHHKON (HeCTOTa: HEUECTH) H 3aMagHOCT (HECTOTAa: HECTH) (BXK. TOUKA
4.8). IlanpeHTUTE, MPHU KOUTO CE€ PA3BHAT TE3H HEKENAHU peakUUH, He TpabBa na wodupat unu
paloTAT ¢ MALLHHA.

4.8 HexenaHn JeXapCTBEHH PEAKIHH

Pe3ioMe Ha np_o@pma Ha Oe3onacHoCT

bezonacHoCTTa Ha pUBapoKcabaH € olieHeHa B TpHHAAECET OCHOBHH KINIMHUYHH HanuTBaHus (a3za I1]
(Bxk. Tabnnua 1).

O6wo 69 608 sL3pacTHH NALIMEHTY B JieBeTHaAeceT npoyuBaHus ¢azsa IIl v 488 neaunarpuyunm
naluMeHTH B ABe Npoy4BaHHus ¢a3a Il u ase npoyusanus ¢asa Ill ca ¢ ekcnosuisa Ha puBapokcaban.

Tabanna 1: bpol Ha npoy*ieHHTe NARKHEHTH, 0611a JHEBHA 1032 A MAKCHMAAHA
NPOAL/LKHTETHOCT HA JiedeHHeTO NP npoyusanus Ppaza IIl npH BL3PACTHA H NEAHNATPHYHH

NALIHCHTH

[Moxasanne bBpon O6ma xreBHA 103a MaxkcuamanHa
NanHeHTH* NPOABL/LUKHTEIHOCT HA
. JIe1eHHETO
[Ipo¢rnakTika Ha BeHO3€eH 6 097 10 mg 39 nun
TpoMboembonnssm (BTE)

NMPY Bb3PACTHH MALHEHTH,
MOAJIOKEHH Ha €JIEKTHBHO
MPOTE3HpaHe Ha Tazo0eapeHa
WJIH KOJISHHA CTaBa
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IIpodpnnakruka na BTE npu 3 997 10 mg 39 nuu
OonHHY 6e3 XUpypruyHa Hameca
Jleyenue Ha apaboka BeHo3Ha | 6 790 Hen1-21:30mg 21 meceuna
TpoMbo3a ([IBT), benonpaben Hen 22 v cnen ToBa:
embonu3eMm (BE) 20 mg
npotdunakTHKa Ha peLHAYBH Cnea Hail-Manko

6 meceua: 10 mg wn

20 mg
Jleuenune Ha BTE u npepeHums | 329 KopurupaHa cpaMo 12 Meceua
Ha peunavB Ha BTE npu TEJIECHOTO TErJIO A03a
HOBOPOACHH H Jcla Ha 3a 13 Ce [IOCTUIHE
Bb3pacT noa 18 roguHu cnen EKCNO3KLM, MOAOOHA
3aM04YBaHE Ha CTAHAJAAPTHO Ha Ta3u, HabnoaaBaHa
AHTHKOAryJalMOHHO JIEYEeHHE . [P Bb3PacTHH,

nexkysaHH 3a JIBT c 20

mg puBapokcaban

Be€JHDBHK JHEBHO
[IpothunakTika Ha HHCYAT U 7 750 20 mg 4] meceua
cucTeMeH eMOONU3BM NPH
NAaUMEHTH C HEKJIAIHO
NPEACHPAHO MbXKACHE
[TpodunaxkTuka Ha 10 225 5 mg unm 10 mg 31 Mecela
aTepoTPOMOOTHYHH CHOHTHA ChOTBETHO, NPWIOHKEHH
MPH NMALUKHEHTH ClIe[] OCThP eIHOBPEMEHHO WK
kopoHapeH cuHapoM (OKC) 3aeaHo ¢ ACK, unu ¢

ACK nmnioc

KAOMHAOTPEI HITH

TUKJIONUAMH
[TpodunakTHka Ha 18 244 5 mg, npunoxkenu 47 meceua
aTepoTpoMOOTHYHH CHOMTHA eaHoBpeMeHHO ¢ ACK
NpY NMatUEHTH C HCXEMHUYHA win 10 mg
Sonect Ha cwpuero (MbBCY CaMOCTOSTEJTHO
neprgepHa aprepuanHa 3,256** 5 mg, NpAUIOKEHH 42 Meceua
bonect (I1Ab) eaHospemeHHo ¢ ACK

* [TaupeHTH, KOHTO ca OHIM €KCHIOHHPAHHU Ha NOHE eiHa fo3a puBapokcadaH
** Ot npoyuBanero VOYAGER PAD

Ha#-uecTo ch0o0IMaBaHUTE HEXKETAHH PEAKUHMH NPH NAUHEHTH, KOUTO NOJY4aBaT pyuBapokcadaH, ca
Owin xeMoparus (Bx. Touka 4.4 u ,,Onucanne Ha U30paHH HEXEJTaHU peakUHK® no-aony) (Tabnuua
2). Hail-yecto crobliaBaHuTe XeMOpardM ¢a enucTakeue (4,5%) U KbpBEHE B CTOMALLIHO-YPEBHHA
TpakT (3,8%).

Tabnuna 2: YecToTa HA CLOHTHATA HA KbPBEeHE”* H AHEMHWE NIPH NALHEHTH ¢ eKCNO3HIUHA HA
puBapoxkcaban B 3apbLpmu.IHTE NpoyuBanud $asa Il npu BL3pacTHH H neAHATPHYHH
NANHEHTH

BeakakxsB BHA AHeMHun

KbpBeHe

IMoxazanue

5,9% OT NauMueHTHTE

Ipodunaxruka Ha BTE npy Bw3pacTHH 6,8% ot nauueHTHTE
NALHECHTH, NOSNOXKEHH HaA €IEKTHBHA
ornepawus 3a noaMsaHa Ha razodeapeHara
WJIH Ha KOAISHHATa CTaBa

[IpodpunakTuka Ha BEHO3EH
TpoMboembonn3bLM NMpy OOTHU navuueHTH Oe3

XHUPpYypruvyHa Hameca

12,6% oT nauMeHTUTE
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Jleuenue Ha JIBT, BE u npodunaxkTuxa Ha 23% OT nauMeHTHTE 1.6% oT nauMeHTHUTE
_peuuamBH |

Jleuenne Ha BTE u npodunakruka Ha 39,5% oTr nauMeHTHTe 4,6% OT NnauueHTUTES
peunausi Ha BTE npu HoBOpoaeHH U Aena
Ha BL3pacT noj 18 roqMHM cien 3anoyBaHe
Ha CTaHJapTHO AHTHKOAryNaudoHHO

JIeYCHHE *
[TpodunakTHka Ha HHCYIIT ¥ CHCTEMEH 28 Ha 100 1 2,5 Ha 100
eMOO0IH3BM NPU NALUEHTH € HEKJIAITHO NauUEeHTOrOAMHH NauHEHTOrOAUHH
NPEACHPAHO MBXKACHE
[Tpo¢unaxTHKa Ha aTepOTPOMOOTHYHH 22 Ha 100 1,4 na 100
ceOuTHa npy nauuenty caen OKC NAaLHUEHTOrOAHHH NauUEeHTOrOAHHH
[TpodunaxTuka Ha aTepoTPOMOOTHYHH 6,7 na 100 0,15 1a 100
cuOuTis npu nauuentu ¢ UBC/TIAB MaUHEeHTOTOAUHH NALHEHTOrOOUHH **
8,38 Ha 100 0,74 Ha 100
NalUEeHTOrOAUHHH NaUWEHTOrOAHHH* ** #

*  BcHukH ¢cbOHTHA Ha KbPBEHE OT BCHYKH NPOyUBaHUA ¢ puBapoKkcabaH ca chOpadu, JOKNAABAHHY H OLICHEHH,
** B npoyusaneto COMPASS ce nabnioaaBa HMCKa YECTOTa HA AHEMHA, Thi KaTO € MPHIOKEH CENEKTHBEH
NoAXOoA 3a chOHpaHe Ha HexeNnanH CbOHTHA.

¥*¥  TlpunoxeH e ceNeKTHBEH NOAXO 3a chOMpaHe HexenaHu ChOHTHSA
# Ot mpoyusadero VOYAGER PAD

CnHchbK Ha HeXETaHH peakliMy B TabnuyueH BUA
- YecTOTHTE Ha HEXENAHHTE peakLMH, CHOOLIEHU ¢ puBapoxcabaH NpU BL3pacTHHU H NEIHATPHYHH
natneHTH ca obobuienu B Tabnuua 3 no-gnomy no cucreMHo-opraHdu knacose (no MedDRA) u no

yecToTA.

B 3aBHCHMOCT OT YeCTOTaTa T€ C€ ONPEACIIAT KaTO: -

MHoro yectd (= 1/10)

yectd (> 1/100 no < 1/10)

HeuecTH (> 1/1 000 no < 1/100)

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

MHOro peaku (< 1/10 000)

C HEM3BECTHA YeCcToTa (OT HAJIKYHHUTE JaHHH He MOXe Aa Obae HanpaBeHa OLIEHKA).

Tatanna 3: BcHukH He:XKeJaHH peaKlHH, KOHTO ¢8 ChOOIMEeRn NpH BL3PACTHH NALHEHTH B
KAHHEHEYHH A3NHTBanug $a3za I11 nnn npa nocrMapKeTHHroBa ynotpeba™ u B ABe HINHTBAHMSA

¢a3za 11 nm ase ¢pasa 11l npu NeAHATPHYHH NANHEHTH

YecTn HewecTH Peakn ' Mmroro peaxn C neniznecTHA
YecToTa
Hapyimenns HA KPbBTA H JHM(QHATA CHCTEMA
Anemus (BKA. TpombounTosa
CBHOTBETHHTE (BKJ. MOBHLUEH
naboparopHu Opoit Ha
napaMeTpH) TpoMOOLIUTHTE)",
TPOMOOLIUTO-
NeHHa
Hapymenns Ha HMYHHATA CHCTEMA |
AJleprudHa AxadunaKkTHYHH
peaKLus, PEeaKLHUH,
anepruyiex BIJTFOUHTETHO
AEPMATHT, aHaQHURaKTHYEH
AHTHOEIEM H LLIOK
aNIepPrHyYeH OTOK
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Hagymemm HA HEPBHATA CHCTEMA

3aMasHOCT, Mo3bueH U
rnasodoaue BLTPEUEPENCH
KPBBOU3IIHUB,
CHHKOMN
HapymieHHA Ha OYHTE
OueH
KPBBOHU3IIHB
(BKJI.
KOHIOHKTHBAJICH
KPbBOH3JIUB)
Cohpaeysu napymieHns
Taxukapnus
CbA0BH HApYLIEHHS
XHNOTOHUA,
XEMaTOM
PecnupaTOpHH, IPBLAHH H MEAHACTHHAJIHH HAPYIIEHHS
Enucrakcuc, EosunodunHa
X€MONTH3A NHEBMOHUS
CToMAIIHO-4YpE¢BHH HAPYNICHHSA
KbpBeHe ot Cyxorta B ycTara
BEHLIMTE,
CTOMALIHO-
YpeBHUA TPAKT
(BK/1. PEKTAJTHO
KbpBEHE),
CTOMAUIHO-
YpEBHHU H
abaOMHHANHH
DonKwu,
OUCTIETICHA,
rajexe, sanek”®,
nuapus,
noBpbLliaHe”
XenaToOHJIHADHH HAPYIIEHHA
[ToBumasane Ha | YepuoapobHo Xbnrenuua,
TpaHCaAMHHA3UTE | YBpExXOaHe, MNOBHIIEHH
NOBHI1IIECH CTOMHOCTH Ha
SunnupyOHH, KOHIOTHpaHus
NnoBHIIeHa OunupyOuH (cbe
ankajiHa Huau He3
¢docdarasza B € JHOBPEMEHHO
KpBBTa®, NOBMILABAHE Ha
nosuieda GGTA | ALT),
X0ecTasa,
XenaTuT
(BKITHOUMTENIHO
XE€NaToLETyNapHO
YBPEXKAAHE)
HapymwenHs Ha K0XATa H NOAKOGKHATA ThKaH
Cupbex (BKI. Yprukapus CrHApOM Ha
HEUYECTH CAy4au Stevens-
Ha Johnson/Tok-
reHepaTU3UpaH CHYHA
cbpbex), oOpus, €NHACpManHa

DE/H/6205/001-005/R/001
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EKXUMO3H, HEKPOJIH3a,
KOXHH H DRESS cunapom
NOAKOXHH
KPbBOH3/IHBH
HapymerHus Ha MYCKYJHO-CKe/IETHATA CHCTEMA H CHEAHAATE/IHATA THKaH
bonka B XeMapTpo3a KpbBOH3UB B | KoMnapTMeHT
KpaitHuuure”® MYCKYJ CHHAPOM B pe3ynTaT
Ha KbpBEHE
-Hapyniennst na 6L0pennTe H NHKOYIAHTE HHLTHINA
Ktpeene ot bnb6peuna
YPOTe€HUTATHUSA HEAOCTaTLYHOCT/OCTpA
TPaKT { BKJI. OBOpeuna
XeMaTypHs H HEAOCTATHYHOCT B
MeHoparus®), PEe3YyJITaT Ha KbpBEHE,
6b6peuno JOCTaTbyHa Ja
yBpexaane {(BKJl. npeau3BUKa
MOBHLICHNE Ha xHnonepdysui,
KpeaTHHHHA H HedponarHa, CBbp3aHa
MOBHLICHHE HA C AHTHKOAryJaHTH
_ypeATa B KPbBTa) ' |
OOmH Hapymenns B epeKTH Ha MACTOTO HA NPHJIOKEHHE
[ToBulEHA Hepaznonoxe- Jlokannsupax
Temneparypa’®, HHE (BKIT. oTOK"
nepudepeH OTOK, | NpuaollaBaHe)
HaManeHa od1a
cwia U
€HEePruMHOCT
(BKN. ymoOpa H
acTeHHs)
Hicheasanus
[TopuuieHa
LDHA,
| noBuieHa
nunasa®,
NOBHILICHA
amunasa”®
Hapanasanns, OTPABAHHA H YCJIOKHEHHN, BL3HHKHAJH B Pe3YJTAT HA HHTEPBECHITHH
[HocTnpoueaypHo Cbaoea
KbpBeHE (BIKJI. ncesaoaHeBpusma’
NOCTONEpPaTHBHA
aHEMHSA U
KbpPBEHE OT
paHa), KOHTY3HA,
CEKpeLMs OT
- panu®
A Habmoaasadu npy npogpunakTika Ha BTE npu Bb3pacTHH nauueHTH, NOATOXEHHY Ha
€/IEKTUBHO NpOTE3UpaHe Ha TasobeapeHaTa WM KOJIAHHATA CTaBa
B, HabmonaBanu npH aedeHue Ha JIBT, BE wnu npodunakTuka Ha peUMAUBH, KATO MHOTO YECTH
MPH KEHKU < 55 roaUHH
C. HabaoZaBaHKM KaTO HEYECTH MPHU NPOPHIAKTHKA Ha aTepOTPOMOOTHYHH CHOHTHA NpH
nmauueHTH cien OKC (cnea nepKkyTaHHa KOpOHapHa HHTEPBEHLINA )
* B n30panu nanurBanua ¢asa Il enpunoxen npeasapurenHo onpeaeneH cenekruBe /e
3a CbOMpaHe Ha HexkeNlaHHu cbOMTHA. Cniea aHaTH3K3 Ha TE3H U3NHTBAHHA YECTOTATA Ha HeE / :
peakUHH He € YBeJIMUYEHA H HE Ca YCTAHOBEHH HOBH HEXKENIaHH JICKAPCTBEHH PEaKIHH. fE
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Onucanue Ha M30paHHU HEXENAHH PeaKLIHU

[Topany dapMaKoIOrHyHna My MEXaHW3BM Ha AE€HCTBUE, ynioTpedara Ha purapokcabaH Moxe Aa Obae
CBBP3aHa C MMOBHLUEH PHCK OT OKYJITHO HIH SBHO KbPBEHE OT BCEKH BUJ ThKaH WU OpraH, Koeto Ou
MOTJIO Aa A0BeAe A0 NOCTXeMoparnyHa anemus. [IpysHaluTe, CUMITTOMHTE M TEXECTTA
(BKIIOYHTENHO QaTaNCH H3X0) UIC 3aBUCAT OT JIOKANIW3aLMATa U CTENEHTA WK 00eMa Ha KbpBEHETO
W/unu aHeMusTa. (BK. Touka 4.9 ,,OBnajsBaHe Ha KbpBeHeTO™). B KIMHHYHHTE H3NUTBAHNA KbPBEHE
OT IMraBULUTE (T.€. OT HOCA, BCHLIMTE, CTOMALLHO-YPEBHHUS TPAKT, MHKOYO-TIOIOBHTE ITHTHINA,
BKJIKOYHTEIHO aDHOPMHO BAarMHAIIHO WIH YBE/IHYEHO MEHCTPYAITHO KbPBEHE) H aHEMHA Ce
HaOM0AaBaT NO-4YECTO MPH OBITOCPOYHO JIEYEHHE ¢ pHBapokcadbaH B cpaBHEHUE ¢ jieueHHe ¢ ABK.
[Io Ta3u npu4KHa, B JONBITHEHHE KbM a€KBaTHOTO KJIMHHYHO HabmoaeHue, 1abopaTopHo
H3CNeiBaHe HA XeMOTJIOOHHa/XxeMaTokpuTa OW Morno Aa 6bae ot NoJI3a 32 OTKPHBAHE HA OKYJITHO
KBPBEHE H 34 ONpeAeENsHe Ha KIMHWYHATA 3HAYUMOCT HAa SBHOTO KBPBEHE, KOTaTo ca NPEeLEHEeH! 3a
noaXoasauin. Be3MOXHO € pMCKBT OT KbPBEHE Aa ObAE MMOBUIIEH NPH ONpeeieHH rPyNH NALUHEHTH,
HanpuMep NalHEeHTH ¢ HEKOHTPOJMIMPaHa TeXKKa apTepHallHa XHNEPTOHHA W/ MAM Ha CHITbTCTBALLA
Tepanus, KOATO NOBJIMABA XeMocTazarta (BX. Touka 4.4 ,,Puck ot xemoparus®). MeHCTpyalHOTO
KbPBEHE MOXE 14 CTAHE TO-CHIIHO W/IWIH NO-NPOABIKHTEAHO. XeMOpParHuHHTe YCIOKHEHHS MOTaT
Ja ce NposBAT Karo cnabocT, Geaoct, 3aMasHOCT, r1apoboHe Wid HeODACHUMH OTOLM, AUCTTHES H
HeoOscHMM WOK. KaTo nocneacTBHe OT aHEMHATA B HAKOM ClIy4au.ca HabmoaaBaHH CUMINTOMH Ha
ChpACUHA UCXEMHA, KaTO OONKa B rbPAMTE WIM CTEHOKAPAMA.

HMa ¢bobluueHUs 3a H3BECTHH YCNOMKHEHHUA B PE3Y/ITAT HA TEXKKO KbPBEHE, KATO KOMNAPTHMEHT
CHHAPOM K O6B0OpeUHa HEIOCTATHLYHOCT B PE3Y.ITAT HAa XHINonepdy3nd, Wi HeponaTua, CBbP3aHa C
AHTHKOAryJIaHTH NPH H3NON3BaHe Ha puBapokcadaH. I10 Tazn npHUHHA BEPOATHOCTTA OT KbPBEHE
TpaOBa Aa ce UMa ApPEABH] MPH NPELCHKATA H& ChCTOAHHETO Ha BCEKH [MALHEHT, KOWTO € NOMTOXKEH
Ha AHTHKOATYNAHTHO JIEUCHUE.

CopofluaBaHe Ha NOAO3HPAHH HEXENaHH peakliHu
Crof11aBaHETO Ha NOAO3KPAHH HEXXENAAHH PeaKLiMH clie]l pa3pellaBaHe 3a ynortpeda Ha JeKapcTBEHHA

MPOAYKT € BaxKHO. ToBa Nno3BosiABa Aa NPOABIKH HabMIOAEHHETO Ha CbOTHOLIEHHETO NON3a/pUcK 3a
nexkapcTBeHua NpoayKT. OT MEAHLMHCKHTE CIELIHATHCTH C€ W3HCKBA Aa ChOOILIaBaT BCAKA
Noao3KWpaHa HexkelaHa peakuHs upes UsmbnHuTenHa areHums no aexkapcereara ya. ,,Jdamad ['pyes”
Ne 8, 1303 Codmus, ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeao3upane

Mma chobuienms 3a peaxu cayyaun Ha npeaosHpade no 1960 mg. [1pu npeaosupaHe naiuueHTsT TPAOBA
Ja ce Habmoaapa BHUMATEHO 3a NOABA Ha YCIIOKHEHHS OT KbPBEHE WU HPYTd HEXKENAHHW peakLHi
(8. TOuKa ,,OrNnaaaBaHe Ha KxpeeHeTO ). [lopanu orpaHHueHaTta abcopOuHa ce oUakBa MaKCHMAJIEH
edexT 63 RONBAHUTENHO NOBULIABAHE HA CPEIHATA IIA3MEHA €KCIO3ULMA NPU CYNpaTepalieBTHYHH
1034 puBapokcaban ot 50 mg wamn no-BUCOKM.

CouiecTByBa cneuuduyueH aHTHAOT (aHIeKcaHeT anga), KOHTO aHTaroHu3npa hapMakoAHHAMHYUHNA
eexT Ha puBapokcabaH (Bx. KpaTkaTta xapakTepHcTHKa Ha MPOAYKTa, ChAbPXAIL aHAeKCAaHET alda).
[1pn npeao3upane Ha puBapokcabaH MOXe 1a ce€ UMa NPEABHI H3MON3BAHETO HA AKTHMBEH BBIJIEH 3a
HamaliaBaHe Ha abcopbumara.

OBnaasBaHe HA KbPBEHETO .
AKO NpH NalyeHT Ha JIEUCHHE ¢ pHBapokcabaH Bb3HMKHE KbPBEHE, KaTO YCJIOKHEHHE, C1eABALLHAT
npHeM Ha prBapokcaban TpaOBa [a ce OTN0XKH WIH JieHEHHETO TpAORA Aa ¢e NPEKPaTH, aKo €
HeoOxoauMo. PrBapokcaban uMa nomyxusoT ot 0komno 5 n0 13 yaca (BX. Touka 5.2). OBnaasBaseTo
TpAOBa na O6bAe UHIUBUAYATIHO, B 3aBUCUMOCT OT TEXKECTTa U NOKA/IH3aLUMATA Ha KpBBOU3IHBaA. Moxe
Aa ce U3NOoN3Ba MOAXOAALO CHMNITOMATHHHO fIEYEHHUE, KATO HAMP. MEXaHHYHa KOMIpecHa (Hanp. NpH

X€MOJIMHAMHKATA, NMPCIHBAHE Ha KPHBHHU NPOAYKTH (KOHLIEHTPAT HA €PUTPOLIMTHA Maca
3aMpa3€Ha IU1a3Ma B 3aBUCHMOCT OT CBbpP3aHaTa ¢ KbPBEHETO aHEMHA WK KOaryJjonaTH

TPOMOOLIMTH.
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AXO KLPBEHETO He MOXe Aa Obae OBAAASHO ¢ ropenocoueHuTe Mepku, Tpabea aa ce obchan
NMPUIAraHeTo WK Ha cneuM@UYeH aHTHAOT 3a HHXUOUTOP Ha dakTop Xa (aHaekcaHeT anda), KoiTo
aHTaroHn3npa ¢gapmakoaHHaMHYHHA €PEKT Ha puBapokcabaH WIH Ha CNeMHUYHO MPOKOAryTaHTHO
CPeACTBO, KaTO KOHUEHTpAT Ha npoTpoMbuHOoBuUA koMruleke (KIIK), akTvBupan koHueHTpaT Ha
npotpoMbuHoBuA KoMruiekc (AKIIK) unu pekombuHanten ¢pakrop Vlla (r-FVIla). Kum MoMeHTa
o0aue KIMHUYHHAT ONMT OT MPHJIAraHETO HA TE3W JICKAPCTBEHH NPOAYKTH MPH NALHEHTH,
Aoy4aBailld puBapokcadbaH, € MHOro orpannueH. [lpenopskara cCblIO C€ OCHOBAaBa M HA OMPaHHUEHH
HEKJIMHHYHH AaHHH. Moxe aa ce 06MHCIM NOBTOPHOTO NMpUiaraHe Ha pekoMOnHaHTeH daktop Vila n
no3ata TpAOBa J1a ce TUTpUpa B 3aBHCHMOCT OT HAMAJIABAHETO Ha KbPBEHETO. B 3aBUCUMOCT OT
Bb3MOXHOCTTA Ha MACTO, B CJ/Iy4aH Ha MaCHBHO KbpBeHe, TpAORa Aa ce OOMUCIU KOHCYATALMA ChC
CrielHATHCT NO KoarynalyMOHHU HapynieH|a (BX. Touka J5.1).

He ce ouaksa npoTamuH cysndar v ButamMue K 1a NOBIMABAT AHTHKOATYNaHTHATA AKTUBHOCT Ha
pueapokcaban. Ilpu naunenTy, nonyuyaraly pupapokcadaH ONMUTHT ¢ TPAHEKCAMOBA KHCENIMHA €
OrpaHHYEH U JIMIICBA OMHUT C AaMHHOKANPOHOBA KUCEIHHA H anpOoTHHHH. HaMa HUTO Hay4uHM
AOKa3aTe/NCTBa 3a ONaronpUATHO MOBIAWABAHE, HUTO OHT OT H3NOJ3BAHETO HA CUCTEMHHA
XE€MOCTaTUK Ae3MOIIPECHH MPpU NaLWeHTH, Mojiy4yapaliy pusapokcabau. [Topaau BUcokaTa cTeneH Ha
CBbp3BaHe C [UIa3MEHHTE MPOTEHHHW HE C€ OYaKBa pHBapokcabaH Ja Moxe Aa Obae oTaeneH upes

AHa/THn3a.

5. ®APMAKOJIOCrHYHHU CBONCTBA

5.1 PapmMakoIHHAMHYHH CBOHicTBA

DdapmMakorepanesTHYHA rpyna: AHTUTPOMOOTHUYHH CPeACTBa, AUPEKTHH HHXHOUTOPH Ha dakTop Xa,
ATC kon: BO1AFO1

MexaHn3bsM Ha NeHACTBHE .

PusapokcabaH € BHCOKOCENIEKTHBEH AUpEKTEH HHXUOMTOP Ha dakTop Xa ¢ nepopanHa OHOHAIHYHOCT.
NuxubupaneTo Ha akTop Xa npexkbCcpa BETPELIHUA M BLHILEH IMBT Ha KOaryJalHOHHATA KacKaaa,
KOETO HHXHOHMpa kakTo GpopMupaHeTO Ha TPOMOMH, Taka ¥ oOpa3yBaHeTo Ha TpoMbu. PuBapoxkcaban
He HHXHOHpa TpoMOKUHa (akTuBUpaH dakrop II) ¥ he ca Habnronaranu edekTH BEPXY TPOMOOLIUTHTE.

dapMaKOAHHAMHYHH €DEKTH
[IpH xopa ¢ HabmMOAaBaHO 3aBHCHMO OT A03aTa UHXHOHpaHe Ha dakTop Xa. [IpoTpoMOMHORBROTO BpeMe

(PT) ce nornuaBa 0303aBUCHMO OT pHBapoKcalbaH B TACHA KOpealuMs ¢ IUla3MeHHTE KOHLEHTPALIUH
(=0,98), ako 3a Tecta ce n3non3ea Neoplastin. Jpyrn peareHtn 61xa nanu aApyru pe3yaTary.
Otunranero Ha PT Tpabea na crasa B cekynan, Toit karo INR e kanubpupano u sanuaupaso 3a
KyMapHHOBH TPOJIYKTH H HE MOXKE Jia CE Npuara 3a Apyrd aHTHKoarynaHtu. Ilpy nauueHTy,
NMOANOXKEHHU Ha roJIEMHU OPTONIEAWYHH onepalui, nepceHTHNTE 5/95 3a PT (Neoplastin) 2 - 4 yaca
cneq npuema Ha tabnerkara (T.€. KbM MOMEHTA HAa MakKCHMAJIeH eeKkT) ca B rpaHuuATE OT 13 1o 25
CeKYHAHU (M3XOAHUTE CTOHHOCTH NMpean XUpypruvecka HHTepBeHLHA ca 12 no 15 cexynan).

B kIuHHKO-papMakoIOriyHo NpoyusaHe Ha oOpaTUMHUTE NPOMEHH BLB hapMaKkOJUHAMHUKATA Ha
puBapokcabaH MpH 30paBH BL3pacTHH zodposonuu (n=22), e oueHABaH eeKThT Ha €AHHHYHH J03H

(50 TU/kg) ot asa paznnuny Buaa KIIK, 3-daktopen KIIK (daxropu I, IX u X) u 4-daxropen KITK
(daxTopu II, VI, IX u X). 3-dpakropHuar KIIK e nonnmxkun cpeanute croitHocTy Ha
npoTpoMOnHOBOTO BpeMe Ha Neoplastin ¢ npubausurenyo 1,0 cexyHna B paMkute Ha 30 MUHYTH, B
CpaBHeHME C NOHKXKaBaHe OT Npubnu3auTenHo 3,5 cexyHau HabmoaasaHo ¢ 4-pakropHus KIIK. 3a
cpaBHenue, 3-hakropuuar KIIK e uman no-ronam u no-6sps o6 edext Brpxy obpaTumure

IPOMEHW B €HIOTEHHOTO 00pasyeaHe Ha TpoMOHH oT 4-paktopung KIIK (8x. Touka 4.9).
AKTMBHpaROTO napuuanHo TpomdbonaacTHHoBO Bpeme (aPTT) u HepTest cbuio ce yabn

3aBMCMMOCT OT A034Ta, HO W3NMOA3BAHETO HM 33 OLCHKA Ha (hapMakogHHAMH4HHA ede
puBapokcabaH He ce npenopbsuBa. Hama neobxoaumoct or HabmoaeHue Ha Koaryna 2\
NapaMeTpH NO BpPEME Ha JIEYEHUETO ¢ puBapokcabaH B KJIHHHYHATa NMpakTHKa. Bunpegyd: 1 |
Eimmy /T
16 e S
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KNIMHAYHO MOKa3aHO, HUBATa Ha pHBapokcabaH MoraT aa ObaaT u3MepBaHM ¢ KATHOpupaHH
KOJIMYECTBEHH TECTOBE 32 aHTHdakTop Xa (BXK. TOUKa 5.2).

KnunuuHa eprkacHocT u 6€30nacHoCT

Ilpogunaxmuxa na BTE npu ev3pacmuu nayuenmu, noOA0NCEHU HA NAAHOB0 CIMABHO NPOMEIUPANE HA
mazobedpenama uru Ha KOTRKHAMA CIMasq

KnuHu4yHaTa nporpama 3a pusapokcadbaH € cb3aafcHa ¢ e Ja nokaxe epHKacHOCTTa Ha
puBapoxcaban 3a npodunaktuka Ha BTE, T.e. npokcHManHu ¥ AMcTalHH TpoMOO3KM Ha ABRGOKUTE
BeHu (JIBT) n 6enoapobua embonusa (bE) npu natmerTy, noa10)keHH Ha rojieMH OpTONEAHYHH
onepauuM Ha aonHure Kpanuuy. Han 9 500 naunenm (7 050 ¢ TotanHo cTaBHO npoTe3npaHe Ha
Tazo0eapeHa craBa U 2 531 ¢ TOTANHO CTAaBHO NPOTE3MpaHe Ha KOJNAHHA CTaBa) ca NpocieleHd NpH
KOHTPOJIUpaHH, pAHAOMU3HPaHH, ABOHHO-CNeNH KNTHHUYHYU npoyuBanua ¢dasza [Il — nporpama
RECORD. |

PuBapokcaban 10 mg eaAuH nbT JHEBHO, NPWIOKEH HE NO-paHo OT 6 Haca cief onepanyaTa, €
CpPaBHEH ¢ eHoxcanapuH 40 mg €a1H MBT OAHEBHO, NPWIOKEH 12 yaca npeau onepanuara.

[Tpn BcHukHTE TpH M3nuTBaHKUA ¢a3za 111 (Bxk. Tabnuua 4) pusapokcabat roau A0 3HAYHUTENHO
HamanspaHe Ha odmms O6poii Ha BTE (Bcakakeu /IBT, ycraHoBeHu upes BeHorpadus wim
cUMNToMaTyH4Ho, HedaTanHa BE n cMbpT) 1 6pos na ronemu BTE (npokcumanna IBT, nedaranHa
BE u cmbpT nopaau BTE), npeneapurenHo aepHHUpaHUTE MbPBHYHM H OCHOBHY BTOPHYHH KpaifHH
TOYKH 33 ePUKacHOCT. JIOMBIHUTENHO NPH BCAKO €HO OT TPUTE NPOYYBAHHUA YECTOTATA HA
cummromMatiuii BTE (cumnromaTrnuna JIBT, sedaranna bE, cmbpT, cBbp3ana ¢ BTE) e no-Hucka B
rpyNHTE NMalUHEHTH, JIEKYBaHH C pUuBapokcabaH, B CPaBHEHHE ¢ IrpyNHUTE NALMEHTH, JIEKYBaHH C
€HOKCarapyH.

OcHoBHaTa KpaiiHa To4Ka 3a 06€30MacHOCT (MaCHBHO KbPBEHE) € CbC ChNOCTABUMA YECTOTa NpH
MaUMEHTHTE, NCKYBaHH ¢ puBapokcadan 10 mg, cnpaMo eHokcanapul 40 mg.

Tabauna 4: Peayarats oT KAnnHYHA npoy4yBaHns ¢ga3a 11l no orHomenne HA epHKACHOCT H
bGezonacHocT

RECORD 1 RECORD 2 RECORD 3
Hicneapana | 4 54] nauneHTH, NOATOMEHH HE 2509 nauRcHTH, MOLTONEHH HE 2531 nauHenTH, NOATOKCHH HA
nonyasuHg ONCPAIHN 32 TOTAJIHA NOAMEHS HA OR¢PALINHA 1A TOTAJIHA NOAMAHA Ha OMEepANHA 34 TOTAJIHA NOAMAHA HA
Ta3obe1peHaTa ¢cTABA rasobeapenaTa ¢raBa KOJIAHHATA CTABA
[lpunaraxa Pusapokca- EHokca- P Pupapokca- Enoxcana- p PrBapokca- EHoxca- P
032 Y ban NapHH Gan PHH Han napHH
npoanL- 10 mg 40 mg 10 mg 40 mg 10 mg 4G mg
KHTCIHOCT Be AHBXK BEHBK BEAHbXK BE DK BEAHBXK BEIHDBXK
Ha JHEBHO JHEBHO AHERHO JAHeBHO 12 £ JIHEBHO NRERHO
ACUEHHETO 354 puun 35+ 4 aum 35+ 4 pun 2 IHM 12+ 2 nHHu 12+ 2 numK
cnen
QnepaluUaTa
Obmio BTE 18 (1,1%) 58 (3,7%) <0,001 17 (2,0%) 81 (9,3%) <(,001 79 (9,6%) 166 (18,9%) <0,001
lonemu BTE 4 (0,2%) 33 (2,0%) <{),001 6 (0,6%) 49 (5,1%) <(0,001 8 (1,0%) 24 (2,6%) 0,01
CuMomoma- 6 (0,4%) 11 (0,7%) 3 ((,4%) 15 (1,7%) 8 (1,0%) 24 (2,7%)
T™H4yHa BTE
MacusHo 6 (0,3%) 2 {0,1%) 1 {0,1%) 1 (0,1%) 7 (0,6%) 6 (0,5%)
KbpBEHE

Ananu3bT Ha o0obeHrTE pe3ynTaTu or npoyusanus ¢asa Ill noTeepxxnaraT faHHUTE, NMOAYYEHH OT

OTAEJIHHTE NMPOYUYBaAHHA, N0 OTHOLEHHE Ha HaMansaBaHeTO Ha 00uMa Opoit BTE, ronemn BTE u
cumiromaTHuHi BTE npH Hanonssane Ha puBapokcaban 10 mg BeaHbXK AHEBHO B CpaBHEHHE ¢
¢HOKcanapuH 40 mg ¢IMH I'bT AHEBHO.

B aonbanenne kbM nporpamara RECORD ¢aza Il e npoBeaeHo nocTMapKkeTHHIOBO,

HEHHTEPBEHLIHOHAIIHO, OTKPUATO KOXOPTHO NnpoyuBaHe (XAMOS) cpea 17 413 nauuenTy, npe (e

rojiaMa oproncinyHa oncpalus Ha T&OﬁﬁﬂpﬁHﬂTﬂ CTaBa HJIH KOJAHOTO, 3a Aa C€ CPaBHH

puBapokcabaH ¢ Apyrd GapMakOIOrHYHH aHTUTPOMOOTHLIM {CTaHAAPTHO ICUEHHE) NPH fes

ycnosus. CumnromatiuHo BTE ce Habnioaasa npu 57 (0,6%) B rpynara naumeHTH, nexl
puBapokcaban {(n = 8 778) v nipu 88 (1,0%) B rpynara nalMeHTH Ha CTAHIAPTHO JIeYeH
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HR 0,63; 95% C1 0,43-0,91) ; nonynauus 3a 6e30nacHOCT). MacHMBHM KpbBOU3HUBH ca HabnonaBaHH
npu 35 (0,4%) u 29 (0,3%) npu naumeHTH B rpynuTe Ha prBapokcabaHd M Ha craHaaptHo JeueHue (HR
1,10; 95% CI 0,67-1,80). CnepnoBaTeNHo, pe3y/ITATHTE Ca B ChOTBETCTBHE C PE3YJITATHTE OT
OCHOBHHTE PAHAOMH3HPAHH NPOYYBAHUA,

Jeuenue na [IBT, BE u npogunaxmuxa na peyuousupawu /BT u bE

KnuuuuraTa nporpama ¢ TuHOaH e riaHupaHa ¢ Uej a AEMOHCTpHpa eprkacHocTTa Ha THHOaH rpu
HAYATHOTO H MPOABIKUTENHOTO JieveHue Ha ocTpH [IBT u bE u npodunaxTukaTa Ha peLiaHBH.

Haa 12 800 naiueHTH ca NpOy4e€HH B YETHPH PAHAOMH3HUPAHH, KOHTPOJIMPAHH KIIHHHYHH
npoyusaHus ¢a3a 11 (Einstein DVT, Einsten PE, Einstein Extension n Einstein Choice) u
JONBIHUTENHO € MPOBEACH TIpeABApPUTENHO AedHUpaH cOOpeH aHann3 Ha npoyuBaHusATa Einstein
DVT u Einsten PE. O6mara koMOMHMPaHA NMPONBL/HKUTEHOCT HA JICYEHHETO 33 BCHYKH NPOYYBAHHS €
no 21 meceua.

B npoyuBaHeto Einstein DVT 3 449 nauuenTn ¢ octpa JIBT ca npoydensu 3a neuenuero Ha JIBT u 3a
npodunaxTrka Ha peurarsrpaiun JIBT u BE (naunenture cbe cuMntoMarHies BE ca uskntouenu ot
TOBa npoy4BaHe). [IpoabipkHTEeNHOCTTa Ha NeyeHUeTO € 3, 6 WM 12 Meceula B 3aBHCHMOCT OT
KJIMHHYHATa NpeLeHKa Ha Haclieaosarerns.

3a neuyeHueTo npe3 mbpBUTe 3 ceaMuiiM Ha ocTtpa JIBT ca npunaranu 15 mg pusapokcabaH nBa NbTH
nHeBHo. Cren TOBa JeueHUETO npoabiokaBa ¢ 20 mg purapokcabaH eauH TbT JHEBHO.

B npoyupanero Einsten PE 4 832 nauuenTtu ¢ octbp BE ca npoyuenu 3a neuenuero Ha bE u 3a
npodunaxkTika Ha peunansupaum JABT u BE. IlpoabmkurenHocTTa Ha neyeHdero € 3,6 win 12
Mecelia B 3aBHCHMOCT OT KJIMHUUYHATa MpeLeHKa Ha W3CeA0BATENS.

3a neueHueTo Ha octhp BE npes nbpeuTe 3 ceaMHUM ca npwiarasy 15 mg pusapokcabaH aBa mbTH
aHeBHO. Cael TOBa JIEUESHUETO NpoAbLKaBa ¢ 20 mg puBapokcabaH BeIHBK JHEBHO.

M npu asete npoyusaHusa Einstein DVT u Einsten PE cpaBHMTENHOTO NleueHHEe BKITIOUBA
eHOKCanapuH B NMPOAL/DKCHHUE HA NMOHE 5 JHU B KOMOHHALIMA ¢ aHTaroHHUCT Ha BUTaMHH K 1o
nocturate Ha croiHocT 3a PT/INR B repanesTHunute rpaHuiu (= 2,0). JleueHHeTo nNpoaw/nkasa €
aHTaroHUcT Ha BUTaMHH K, KaTo Ao3aTta My e Takasa, 4ye croiiHocTure 3a PT/INR naca B
TepaneBTHYHUTE IpaHHLM oT 2,0 no 3,0. |

B npoyusanerto Einstein Extension 1 197 nauyenTs ¢ IBT wnn BE ca uscneasanm 3a npodunaktuka
Ha peumausupamy JIBT v BE. [Tpoab/pkuTenHocTTa Ha NeYeHHETO 00XBalla AOTBIHUTENHH 6 10

12 Mecelia NpHM NALMEHTH, KOKUTO ca NPEMUHAIH KYPC Ha neueHue oT 6 no 12 Mecenia Ha BeHO3€H
TPoMGOeMOOIHIBEM B 3aBUCHMOCT OT KNTMHHYHATA NpelieHKa Ha Hicneaoatens. CpasusiBa ce TunOau

20 mg BeaAHBX QHEBHO ¢ nnauedo.

[IpoyuBanusaTa Einstein DVT, PE u Extension #3nos3Bar €1HH H ChUIH NPEABAPHTEIHO AePHHHPAHH
TBPBHYHH W BTOPUYHH PE3YATAaTH 3a eprKacHOCT. [ILpBHUHKAT pe3yTaT 3a eQHUKACHOCT €
CHMIITOMATHYEH peLMONBHpall BeHO3¢eH Tpomboembonuibm (BTE), nedunupan karto cucrasen ot
peumausupaina JIBT wnn neranes unu Heneraned bE. BropuuyHusaT pesynarar 3a e(pHMKacHOCT €
nedHHUpa KaTo cbueTaHue oT peunausnpawa JIBT, Heneranen bE v obina cMbpTHOCT.

B npoyueane Einstein Choice 3 396 naumentn ¢ notsbpaeHa cumnromMariuna BT w/unu BE, kouto
ca 3aBbpIWIM 6 /10 12 MeceYHO aHTHKOAaryJIaHTHO JIeHeHUe, ca NpoyveHHd 3a NpoiakTHKa Ha
-batanen BE wnu HedaTanHu cumnromatHuHu peurausupaiiy ABT wiu BE. [launenture ¢
noKasaHue 3a NpoaAb/KaBaHe Ha AHTHKOAl'yJIJAHTHOTO JICUEeHKE ¢ TepanesTHYHa 103a ¢a H3K/IIOYEHH OT
npoyuBaHeTo. IIpoaAb/DKUTENTHOCTTA Ha IEUEHHETO € ZI0 12 Meceua B 3aBUCHMOCT OT JlaTaTa Ha
HHAWBHAYATHOTO paHAOMHU3KpaHe (MeanaHa: 351 nun). Pusapokcaban 20 mg BeAHBK AHEBHO H
puBapokcabaH 10 mg BeaHBXK AHEBHO ca cpaBHEHH ¢be |00 mg aueTicanuHIOBa KHCEH
JHEBHO. |
[TBPBUYHHAT pe3yNTaT 3a €PUKACHOCT € CHMIITOMATHUYEH PELIHAMBUpALL BEHO3EH TPOM
(BTE), nedunnpan xato cmecuuara ot peuausupaina BT vny ¢garanen wnu Hedar
[Ipoyusanero Einstein DVT (Bx. Tabauua 5) noka3sea, ye pupapokcabaH € ¢ He 110-M
edekTBHOCT OT eHoKcanapui/ABK 3a mbpBuuHHMs pesyntar 3a egpukacHocT (p < 0,00
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no-manka epexkrusHoct)); Koeduument na Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 (Tect 3a
npessu3xoAcTB0)). IlpeasapurenHo aeduHMpaHaTa HETHA KIIMHWYHA NToa3a (ITbPBUYEH PE3YJITAT 3a
€(pMKaCHOCT IUTIOC KPbBOM3NHBH) ce chobuiasa ¢ KP 0,67 ((95% JAU: 0,47 - 0,95), HomuHanHa p
croiiHocT p = (,027) B nonza Ha pueapokcabaHn. INR croitHocTHTE ca B TepaneBTHYHHA AHANA30H
cpeaHo 60,3% o1 BpeMETO NpH cpeiia NPOABL/DKHUTEIHOCT Ha JiedeHHeTo oT 189 axHm, u 55,4%, 60,1%
n 62,8% oT BpeMeTO NpH rpynuTe ¢ INIaHUPaHO JIeYeHHeE C MPOABL/DKUTETHOCT ChOTRETHO 3, 6 M 12
meceua. B rpynarta Ha enokcanapui/ABK HsiMa scHa Bpb3Ka MEXAy HUBOTO Ha CPEAHOTO LIEHTPAITHO
TTR (Bpeme B TapreteH INR guanazon 2,0 - 3,0) npH TepTHnyTe ¢ €JHAKBLB pa3MEP H YECTOTATA Ha
peunausupawiute BTE (p = 0,932 3a B3aumoneiicTeue). B Hali-ropHMa TepTHI 110 OTHOIIEHHE HA
uesdTbpa Koeduumenrst Ha Puck (KP) npu pueapokcaban cnpsmo Bapdapun e 0,69 (95% JU: 0,35 -
1,35).

HecToTHTE 32 MbPBWYHHA pe3yATaT 3a 6e30nmacHOCT (roJieMH WIH KITHHHYHO 3HAYHUMH HETOJIEMH
KPBbBOU3IUBH), KAKTO Y 32 BTOPUYHMA PE3YITaT 3a O€30MacHOCT (roieMH KPBROHW3IIHBH), Ca CXOIHH 34

JABETE TEpaNEeBTUYHH TPYITH.

Ta6auua 5: PesyiiraTo 3a edpukacHocer u 6ezonacHoct ot ¢a3za I1l Einstein DVT

H3cieaBaHa nonyJIanHg 3 449 nannenTn ¢ ocrpa cumnToMaTiisa BE
PuBapokcaban® Enoxacanapun/ABK™
J03a H NPOABLIKHTEHOCT HA JICYEHHETO 3, 6 niiu 12 mecena 3, 6 niin 12 Mecena
N=1 731 N=1 718
CuMnroMaTHyeH peunaupupan BTE* 36 o
(2,1%) (3,0%)
CumnromatuteH peuuaueHpall BE 20 1
(1,2%) (1,0%)
CuMmnToMaTHuHa peunaneHipaina BT (0,181 %) (1 !2680 %)
CumnromaTHuHH BE u JIBT (0,; %) 0
®daranen BE/cmbpTt, kbaeto BE He 4 6
MOXe Ja Obae H3KTIOUEH (0,2%) (0,3%)
["'ongMo HUnK KIIMHWYHO 3HAYUMO HEroJIAMO 139 138
KbpBEHe (8,1%) (8,1%)
I onemMu KpHEBOH3INUBH 14 20
(0,8%) (1,2%)
a) Pusapokca0aH |5 mg 1sa mbTH AHEBHO 3a 3 ceaAMHULM, nocneasaHo oT 20 mg eAWH MbT AHEBHO
b) ErnokcamapuH 3a Ha¥-Manko 5 aHy, 3acTbned ¥ nocneapal oT ABK
* p < 0,0001 (He no-manka epUKacHOCT N0 OTHOWIEHHE HA npeaBapHTeaHo onpeneneH KP 2,0); KP: 0,680

(0,443 - 1,042), p = 0,076 (npeBB3IXOACTBO)

B npoyusanero Einstein PE (8. Tabnnua 6) € neMoHcTpupaHo, ye puBapokcabaH € ¢ He Mo-Majika
edukacHocT oT eHokcanapuH/ABK 3a nbpBuuHMa peayaTar 3a edukacnocT (p=0,0026 (TecT 3a He ro-
manka edukacHoct); KP: 1,123 (0,749 - 1,684)). [IpeasapureniHo aeduHHpaHATa HETHA KIIHHUYHA
nos3a (MbPBHYEH Pe3yNTaT 33 e(PUKACHOCT IUTKOC TOJIEMH KpBBOH3NHBH) ce chobinana ¢ KP ot 0,849
((95% OU: 0,633 - 1,139), nomunanna p croiiHocT p = 0,275). INR croiiHocTHTE ca B TepaneBTHYHHA
auana3oH cpeHo 63% oT BpeMeTo NMpH cpeiHa NPOALIKHTENHOCT HA JeueHUeTo oT 215 aHu u 57%,
62% H 65% OT BpeMETO NPHU rPYNUTE C IIAHWPAHO JIEYEHHE ¢ NPOABIKUTENHOCT CHOTBETHO 3, 6 1 12
Meceua. B rpynara Ha eHokcanapuH/ABK HAMa scHa Bpb3ka MEXAy HHBOTO Ha CPeIHOTO LIEHTPAITHO
TTR (Bpeme B Tapretex INR auanazon 2,0 - 3,0) npu Tepunnure ¢ eHaKbR pasMep H HECTOTA
peunausupawure BTE (p = 0,082 3a B3aumoaeficTeue). B Hali-ropaus repuun no oTHoL
nesTnpa Koepuumenrst Ha Puck (KP) npu pusapokcaban cnpamo papdapu e 0,642 (9
- 1,484).
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CpaBHEHHe C rpynara Ha JieueHHe ¢ eHokcanapua/ABK (11,4% (274/2 405)). Uectorara 3a BTOpHYHHA
pesyaTar 3a 6€30nNacHOCT (roNeMH KPbBOMIINBH) € NO-HUCKA B Ipynara Ha puBapokcaban (1,1% (26/2

412)) B cpaBHeHMeE ¢ rpynaTa Ha eHokcanapuH/ABK

0,789)

(2,2% (52/2 405)) c KP 0,493 (95% AH: 0,308 -

Tabanua 6: PesyaTaTn 32 eprkacHoct H 6ezonacnoct ot ¢asa Il Einstein PE

Hicaeapana nonyJanus

4,832 mauuenTH ¢ ocTpa cumnrTomMaTnyan BE

Pupapokcaban® Enoxcanapunr/ABKY
/032 1 NPOALJIKHTEIHOCT HA JIeYEeHHETO 3, 6 nm 12 mecena 3, 6 1an 12 mecena
N=2,419 N=2,413
CuMmnroMarrnued peuransvipai, BTE* >0 44
(2,1%) (1,8%)
CumnromaruueH peumaneupail BE 23 20
(1,0%) (0,8%)
18 17
CuMrroMaTHYHa peuuanerpaiga JIBT (0,7%) (0,7%)
0 2
CuMmnromatuunu bE u JIBT (<0.1%) |
ParaneH bE/cMBpT, KBaeTO BE He 11 _ T
MOKe Ja Oble H3KIIOUEH | (0,5%) (0,3%)
['onsaMo WK KIMHHYHO 3HAYHUMO HETrOJIAMO 249 274
KBPBEHE (10,3%) (11,4%)
[ 'oneMun KpbBOH3IHBH 26 )2
(1,1%) (2,2%)

“Pusapokcaban 15 mg apa mbTH IHEBHO 33 3 CEIMMHLM, ROCHEABAHO OT 20 mg ¢AHH TbT THEBHO
®) EHOKCanapuH 3a Hal-Majlko 5 1y, 3aCTBAEH H nocheasaH oT ABK ‘
*p < 0,0026 (He no-manka epuKacHOCT MO OTHOLUEHHE Ha NpeAsapuTenHo onpeaened KP ot 2,0); KP; 1,123

(0,749 - 1,684)

[IpoBencH ¢ npeasapuTenHo aeduuupan obob1eH aHanu3 Ha pe3yaTara oT npoyusaHuaTa Einstein

DVT u PE (Bx. Tabanua 7).

Tabnnua 7: Pesynaratu 3a epuxacrHoct 1 Ge3onacuoct or cGopen ananns na ¢asa I Einstein

DVT un PE
" 8 281 nanuenTH ¢ ocTpa camMnTomMaTu4uHa BTE uanu
3C/IEABAHA NMONYJIAUHS EF
Pasapoxcaban® Enokcanaprn/BTEY
Hlo3a i npoALIKHTEHOCT HA 3, 6 ran 12 mecena 3, 6 un 12 mece
JEICHHETO ’ - ? ua
N=4 150 N=4 131
CuMnromaruueH peuuaupnpail BTE* 86 -
(2,1%) (2,3%)
CHUMNTOMaTHYEH PELKAUBHPALIL 43 38
bE (1,0%) (0,9%)
CUMIITOMATHYHA peLlHANBHpaLla 32 45
ABT (0,8%) (1,1%)
CumrrroMatdnv BE u JIBT ({0’11 %) ({0-,.21 %)
Paranen bE/cMbpT, kbaeTo BE 15 13
HEe MOXKe 1a Ob/ie M3KIIIOYEH (0,4%) (0,3%)
['oOnaMO MK KIIMHHYHO 3HAYUMO 388 41
HErOJIAMO KbpPBEHE {9,4%) (10007
["oneMu KpBBOU3NHBH 40 / y
(1,0%) (ST
) PuBapokcabaH 15 mg nBa IrbTH AHERHO 3a 3 ceAMULM, nocneasaHo ot 20 mg eauH ¢ B
b) Exokcanapuu 3a Halt-manko 5 nuu, 3acThneH H nocneasad ot ABK o\ Ty
@
20 €
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* p <0,0001 (He no-Manka eHKAaCHOCT 1O OTHOLLUCHHE Ha MpeapapHTeaHo onpereneH KP ot 1,75); KP:
0,886 (0,661 - 1,186)

INpenBapurenno feduHUpaHaTa HETHA KITHHHYHA nomsa (NBpBUMER pe3ysITaT 32 €PUKACHOCT ILTIOC
rofieMH KpbBOM3NHBHU) Ha cOopHUs ananu3 ce cbobiuara ¢ KP or 0,771 ((95% AH: 0,614 - 0,967),
HOMHHAaJIHA P cToHOCT p = (1,0244).

B npoyusanero Einstein Extension (Bx. Tabnuua 8) pusapokcaban npepb3xoxaa miauedo no
OTHOLLICHHE Ha TBPBUYHHTE M BTOPHUHUTE Pe3yJITAaTH 32 €(PUKACHOCT. 32 IMbPBHYHUSA PE3YNTAT 34
6e3onacHOCT (rojieMH KPBBOHU3IIUBH) C€ YCTAHOBABa HE3HAYHMMO YHCJICHO MO-BHCOKA 4€CTOTA NPH
NALMEHTUTE Ha JieueHHe ¢ puBapokcaban 20 mg eAWH LT HA ACH B CPAaBHEHHKE ¢ rU1anedo.
BropHyHUAT pe3ynTar 3a 6e30nacHOCT (rojIEMH MTH KNTHHHYHO 3HAYHMH HEroJeMH KPbBOM3/IHBH)
Nnoka3Ba Mo-BHCOKH YECTOTH NPH NalHEHTHTE, IEKyBaHH ¢ puBapokcaban 20 mg eqMH NbT AHEBHO, B

CpPaBHEHHE ¢ Mu1auedo.

Tabanua 8: PesyaraTu 32 epukacsocT H 6ezonacnoct or ¢pa3a III Einstein Extension

HicheaBana nonyanug 1 197 nanMeHTH ca NPOABIDKHIIH JCHEHHETO H
npodHINAKTHKATS 32 pellHAHBHPAN BeHO3EH
TpomboemMb0IRIBM
J[03a H RPOABKATEAHOCT HA JICUECHHETO PuBapoxcabaun® Inane6o
6 nam 12 mecena 6 uan 12 mecena
N=602 N=594
CumnToMaTHyeH peunamnsupan; BTE* 8 42
(1,3%) (7,1%)
CumnTomMaTHyHa peunansupaila bE 2 13
_ | (0,3%) (2.2%)
CummromaTuudi bE u JIBT 5 31
(0,8%) (5,2%)

®dartaneu bE/cMbpT, kbaeTO bE He 1 1

MOXe aa 6nae H3IKIIOUEH (0,2%) (0,2%)

- l'onemu KpLBOH3NHBH (0:.4,% ) (O,g% )
Kn1HHHWYHO 3HAYUMH HETOJIEMH 32 7
KPbBOM3JIURH (5,4%) (1,2%)

) PuBapokcaGad 20 mg eMH ITbT AHEBHO

* p < 0,0001 (npesb3xoacteo), KP: 0,185 (0,087 - 0,393)

B npoyueaneto Einstein Choice (Bx. Tabnuua 9) pusapokcaban 20 mg u 10 mg npesb3xoxkaa
100 mg aneTHICaNIHLMIOBA KMCEJIHHA M0 OTHOLLIEHHE Ha TbPBHYHHSA Pe3yNITaT 3a eépUKaCHOCT.
OCHOBHHAT pe3yaTaT 3a 06e3onacHoCT (CbOMTHA Ha rONIM KPBBOH3JIUB) € CXOAEH NMPH NalUHEHTHTE,
nexkyBaHH ¢ pusapokcaban 20 mg u 10 mg BeaHbxk AHeBHO B cpaBHeHHe Che 100 mg
ALETUICATALIWIOBA KHCE/IKHA.

Tabauna 9: Pesyaratu 3a edpukacHocT B 6e3onacnoct ot ¢asa 111 Einstein Choice

3,396 ca ppoab/LKH/IH NPOPHIAKTHKATA 34
H3caeaBaHa nmony/JianHs
peUBIHBHpaLL BeHO3EH TPOMOOEeMOOIHIBM
PuBapokcaban Pusapokcaban ACK 100 mg
TepanesTHna 103 20 mg BeAHBIK 10 mg Beannx BeJRDXK
AHEBHO AHEBHO
N=1 107 N=1 127

Meanasa Ha
MPOABLKUTENTHOCTTA Ha
JICYEHHETO [MHTEPKBapTUIEH
AHanasoH])

349 [189-362] num 353 [190-362] anu
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CuMmnroMatiueH peunausipaum; | 17 13 50
BTE (1,5%)* (1,2%)** (4,4%)
| CuMOTOMaTHUYEH 6 6 19
peuuaxsupail bE (0,5%) (0,5%) 1,7%)
CuMnroMaTHvHa 9 8 30
peumyanBHpaina BT (0,8%) (0,7%) (2,7%)
(daranen BE/ cMbpT, npH 5 )
e | o ° 02
CuMIIToMaTUueH peliUaAKMBUPAaLL |
BTE, vndapkr na MMokapnaa, 19 18 56
MHCYNT WIH CHCTEMEH (1,7%) (1,6%) (5,0%)
em00nH3BM H3BBH [THC
I"oneMu KpbLBOUINTHBH y ; 3
(0,5%) (0,4%) (0,3%)
KIuHHYHO 3HAYUMH HErONIEMH 30 22 20
KPbBOH3JIHBH (2,7) (2,0) (1,8)
CyMnTOMAaTHYEH pEUHIHBHPALI
BTE unu ronsaM KpbBoOU3/IHB 23 7 )3
(2,1%)" (1,5%)™" (4,7%)
(HeTHa KIIMHHYHA T10/133)

* p<0,001(npeBp3x0acTBO) puBapokcadan 20 mg peanbx AHeBHO cnpamo ACK 100 mg
BeaHbX AHeBHO, HR=0,34 (0,20-0,59)

** p<0,001 (nmperb3xoncTeo) puBapokcaban 10 mg seanbxk AHeBHO cnpamo ACK 100 mg
BeAHbXK AHesHO, HR=0,26 (0,14-0,47)

+ pupapokcaban 20 mg seanbxk aHeBHO cripaMo ACK 100 mg Beansx aHerHo; HR=0,44
(0,27-0,71), p=0,0009 (HoMHHanNHa)

++ puBapoxcabaH 10 mg BeaHbxk AHeBHO cripamo ACK 100 mg seannx aresso; HR=0,32
(0,18-0,55), p<0,0001 (HOMHHATIHA)

B nontnHenune koM nporpamata EINSTEIN ¢a3a 11l e nposeaeno npocnexTusHo,
HEHHTEPBEHLIMOHAJIHO, OTKPHTO KOXOPTHO npoyuBaHe (XALIA) ¢ ueHTpain3upaHa OLEHKa,
BKMOYBaina peuuausrpail BTE, rossiMo kepeeHe H ¢MBpT. 5 142 naumenta ¢ octpa JIBT ca
BKAKOUYEHH 33 NpoyuBaHe 6€30NacHOCTTa HA pUBApoKcadaH B ABArOCPOYEH IUIaH B CpaBHEHHE ChC
CTaHAapTHAaTa AHTHKOAryJaHTHa Teparnus B KIMHHYHATA NpakTUKa. YectoTaTa Ha rofisiMO KbpBEHE,

peunausupait BTE u BcHuk# cnyyan Ha cMBpT 3a puBapokcabad ca 6unu cvorserHo (,7%, 1,4% u
0,5%. CbuecTBYRAT pa3/iMKi B OCHOBHU XapaKTEPUCTHKH Ha MNAUKEHTHTE, BKJIIOYHUTENHO Bb3PacT, pakK
n 6B0pevno yBpexaare. U3non3ead € crpatudHUMpaH aHaIM3 NO NpeABapUTEIHO ONnpeaeneHr
CTORHOCTH 3a KOPHIMpaHE HA M3MEPBAHWTE OCHOBHHM Pa3ilMuMi, HO BBIIPEKH TOBA OCTABALLWTE
OTKJIOHEHHMs MOJKe Ja MOBNUAAT Ha pesyarature. Kopurupadure KP, cpapussaiuu pusapokcabaH u
CTAHJApTHHTE MEPKH MPH rofaMo KbpeeHe, peurausupani BTE n BcHuku cnyyan Ha cMBpT ca OHaK
crotBeTHO 0,77 (95% C1 0,40 - 1,50), 0,91 (95% C1 0,54 - 1,54) 1 0,51 (95% C1 0,24 - 1,07).

Te3un pesynraTv NpH NaLMEHTH, KOUTO ca OWIK HabNONABAHH [IPH peanHH yClIOBHA, Ca B
CBLOTBETCTBHE C YCTAHOBEHHWA Npod i Ha 6e30nacHOCT MPH TOBA NOKa3aHHe.

B no¢TMapKeTHHIOBO HEHHTEPBEHLMOHANHO npoyuBaHe npu noeeue ot 40 000 naunentu 6e3
AHAMHE34a 33 pakK, OT YeTHPH ABbPKABH, pUBaApOKcabaH € MpeanucaH 3a JJIeYeHHE WIH NpoPHIaKTHKA Ha
JBT u BE. YecroTaTta Ha ¢pOuTHATAa Ha 100 nauneHTOroAMHHU 32 CUMNTOMATHYHW/ KIIHHHYHO 3HAaYHMH
BTE/rpomboembonuunn cvOUTHA, BOACLUM OO XOCTIHTATIW3ALMS, € B AHana3oH ot 0,64 (95% C1 0,40 -
0,97) 3a Obegunenoto Kpancrso no 2,30 (95% CI 2,11 - 2,51) 3a ['epmanus. KbpBeHe, koeTo BOAH

00 XOCNHUTAIH3alMg, HACTEIBA ¢ 4eCcTOTa Ha cbOnTHATA Ha 100 naunenToroaunn 0,31 (95% CI

(95% C1 0,26 — 0,74) 3a yporenutanHo kbpeeHe U 0,41 (95% CI1 0,31 - 0,54) 3a apyro
[TauneHTH ¢ BUCOKOPHCKOB TPOHHOMO3HTHREH aHTHDOCHOAHUNHAEH CHHAPOM

B cnoHcopHpaHo OT H3C/IeAoBaTeNs, paHAOMUIHPAHO, OTKPHTO MHOTOLIEHTPOBO NMPOYY
3acjieneHa oleHKa Ha KpalHHTE TOYKH, pMBapoKkcabaH e cpaBHeH ¢ Bap(dapHH NpH nail
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aHaMHe3a 3a TpoMbo3a, AuarHocTHLHpaHH ¢ aHTHHOCHOAUNHACH CHHAPOM H ¢ BHCOK PHCK OT
TpOMOOEeMOOIHYHHN CHOHTHA (TTONOKHTENHH NPH BCHUKHUTE 3 aHTHPOCHOTUNUAHHU TeCTa: NYITYCEH
AHTHKOATY/IAHT, AHTUKAPAHONHNMHOBH aHTHTENa K aHTUTENA cpellly OeTa-2-rMUKONpoTenH ).
M3nuTBaHETO € NPEKPATEHO NPEKACBPEMEHHO €€ BKAOUBAHETO Ha 120 nauueHTH nopaau TBLpIE
MHOT0 CBOMTHA Cpeli MAUMEHTUTE B rpynarta Ha pusapokcaban. CpeqHoTo npocneasasaHe € 569 quu.
59 nauneHTH ca paHIOMH3UpaHH HA puBapokcadbaH 20 mg (15 mg 3a nauMeHTH ¢ KPEATHHHHOB
KiupBbHC (CrCl) <50 ml/min) u 61 na sapdapun (INR 2,0 - 3,0). Tpomboembonnunu crbnTHA ce
nposeaBat 1pH 12 % oT nauMeHTHTE, PAaHIOMHU3HPaHH HA PHBApPOKCabaH (4 HCXEMHYHH HHCYNITa K 3
MUOKapaHH UH(papkTa). He ca choOluaBaHn cbOMTHS NTPH NALMEHTH, pAHIOMU3HPaHU Ha BapdapHH.
MacHBHO KbpBeHe ce Habmoaasa npu 4-ma natueHTH (7%) OT rpynarta Ha pusapokcaban v npy 2-Ma
nauueHTH (3%) oT rpynara Ha BapdapHH.

[leayaTpuuHa nonyaauus
EBponeiickara areH1us 0 JeKapcTBaTa OCBOOMKAAaBa OT 3ab/DKEHHETO 3a PENOCTABAHE Ha

pe3yJITATHTE OT MPOYUBAHHUATA C PePEPEHTHHA NPOAYKT ChABPKALL pUBapoKcabaH BbB BCHUYKH
NOArpyny Ha feAuaTpUYHAaTa NonyJjaalus fnpy npodriakTHka Ha TpomboeMbonuunu CxouTHA (BX.
Touka 4.2 3a HHdOpMaLIUsg OTHOCHO ynotpeda B neaUaTpUATa).

5.2 dapmakoKHHeTHYHH CBOHCcTBA

Abcopbuus
Pusapokcaban ce abcopbupa 0bp30, KATO MAKCUMATTHUTE KOHUEHTPAUMH (Cmax) ¢€ HOCTHIAT 2 —

4 yaca cnen npueMa Ha TabneTkara.

flepopannara abcopbums Ha puBapokcabaH e [IOUYTH MbJIHA U NepopanHaTa OMOHATUMYHOCT € BHCOKA
(80 - 100%) 3a no3a ot 2,5 mg 1 10 mg, npueTa kaTto Tabaerka, HE3aBUCUMO AATH MTPUEMDBT € Ha
rnaaHo WM cnea xpaHexe. [IpuemsT Ha puBapokcadaHn ¢ xpana He nornuaBa AUC unu Cyaynipn
aozute 2,5 mg 1 10 mg. PuBapokcaban tabnetrku ot 2,5 mg u 10 mg Morar aa ce npueMart ¢b¢ HIIH
0e3 xpaHa.

QapMakOKHHETHKaTa Ha puBapoKcaldaH € MoYTH JIMHEHA A0 OKOJo 15 mg eauH ITBT Ha JeH,
npHeMaHu Ha riaaaso. [1pu no-srcoku mo3u pueapokcabaH nMokaszpa orpaHHYeHa OT pa3TBOPHMOCTTA
abcopbums ¢ HaManeHa OMOHATUYHOCT M HAMANABAHE HA cTeneHTa Ha abcopbunsgTra nNpyu NoBHlLaBaHe
Ha fo03ata. ToBa € MO-CUJIHO U3ABEHO HA I'MIaAHO, OT KOJIKOTO Clie/ MPHEM Ha XpaHa.
(dapMakOKMHETHYHATa BApHAOHUNHOCT HA PUBAPOKCAOaH € yMEpeHa ¢ BapUpaHe MEXIY OT/ENHHUTE
naureHTH (CV%) B HHTEpBana ot 30% no 40%, ocBeH B 1CHA Ha onepaTUBHaTaA UHTEPREHLIUA U HA
CIEABaIIHA €H, KOraro BapuabunHoCTTa Ha eKeno3MuuaTa € Bucoka ( 70%,).

AbcopbumaTa Ha pusapokcaban 3aBHCH OT MACTOTO Ha HErOBOTO OCBOOOXKNABaHE B CTOMALIHO-
ypeBHHUA TpakT. Crobimara ce 3a 29% u 56% Hamanenue Ha AUC U Cr,x B cpapHeHMe ¢ Tabnerka,
KOTaTo rpaHynaTt Ha pyuBapokcadbaH ce ocBo0ok1aBa B MPOKCHMANHHUTE OTAEAH HA THHKHUTE YEPBa.
Excno3uuuara ce HaManssa JONBJIHUTENHO, KOrato pupapokcadaH ce oceobokaaBa B JUCTATHHTE
OTJeJIH H& THHKHTE YepBa WIH BbB BB3XoaaloTo aebeno yepso. o Tazu npuunHa tpabea na ce
H304rea NpUIOKEHHETO HA pUBapokcabaH AUCTATHO OT CTOMAaxa, Thit KATO TOBa MOXKE a AOBeAE A0
HamaneHa abcopOLKs H CEOTBETHO CBBbpP3aHa eKCMO3KLIMA Ha puBapokcaban,

buonannuHocTTa (AUC M Chiax) € cpaBHUMA Nipi 20 mg pueapokcabat, npuiokeH NepopaiHo KaTo
HaTpolueHa TabneTka, pasMeceHa B S0BIKOBO MIOPE, WIH CYCNCHAUPaHa BbB BOAA U NPWIOKEHA npe3
CTOMatllHa COHJA, NMOCAEeBAHO OT TEYHA XpaHa, B CpaBHEHME ¢ LaiaTa Tabnerka. Kato ce uma
NpeABU] NPEABHAMMMUSA, NMPONTOPLUMOHATIEH HA A03aTa (papMaKOKHHETHYEH Npodun Ha puBa
pe3yaTaTuTe 3a OHOHATWYHOCTTA OT TORA NPOYYBAHE BEPOATHO ¢a NPHIOKKUMH 33 [1IOH
NO3UTE HA pUBapokcadaH.
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PasnpenencHue
CBBpP3BaHETO C M1a3MEHUTE NPOTEHHH TPH XOpa € BHCOKO, 0kono 92% no 95%, karo cepyMHuUAT

anOyMHH € OCHOBHATA CBBp3Bawia ¢ppakuus. O0eMBT Ha pa3npeAe/iCHHE € YMEPEH ¢ V
npubnusurento 50 nurpa.

buorpanchopmaing ¥ eTUMHHUPAHE

Oxkono 2/3 ot npunoxkeHaTa n03a puBapoxcabad ce noanara Ha MeTabOJIMTHO pa3rpaKaaHe, cnen
KOETO NOJOBHHATA ¢e eIMMMHMpa npe3 6b0peLinTe, a ApyraTta nojnosuHa — ¢ pexanunre. [locneanara
1/3 oT npunoxeHara A03a ¢€ U3TBbYBA Ype3 AUpeKkTHA OBOpeUHa EKCKPELHs KATO HENPOMEHEHO
AKTHMBHO BEIIIECTBO B ypHHATa, IMaBHO 4pe3 akTHBHA ObOpeunHa cexpeuns.

PuBapokcabau ce merabonmnsupa dpes CYP3IA4, CYP2J2 u CYP-He3apucuMu MEXaHH3IMH.
PasrpaxxaaHeTo upe3 OKMCIeHHe Ha MOPQOTIMHOHOBHUA paJHKal H XHAPOJIH3aTa Ha aMUIHUTE BPb3KH
ca OCHOBHHTe npouecH Ha Onorpanchopmauua. Ot in vitro U3cneaBaHus € H3BECTHO, Ye .
puBapokcabaH e cybcTpar Ha TpaHCnopTHHTE npoTedHu P-gp (P-raukonporeun) U Berp (nporeuH Ha
PE3HCTEHTHOCT Ha paK Ha repaara).

HenpomeHeHUAT puBapokcabaH e HalH-BaXHUAT KOMITIOHEHT B YOBELIKATA IUia3Ma, 6e3 1a uma apyru
OCHOBHH MJIM AKTUBHH LIHPKYNHpaiuy MeTabonuti. Che cucTeMeH KitMpbHC okosio 10 Vh
puBapoKcabaH MOXeE a Ce KIaCH(QHIMpa KaTo BELIECTBO ¢ HUCHK KIHpbHC. Cnel MHTPAaBEHO3HO
MPHUIOKEHKE Ha [103a OT | mg eTMMHHAUMOHHUAT NOJYKHBOT € OKoJIo 4,5 vaca. Crie nepopanHo
MPUWICKEHHE SIMMHHUPAHETO CTaBa JUMHUTUPAHO OT CTENEHTa Ha abcopbuns. EnuMunupanero Ha
puBapokcabaH OT r1a3mMaTa HacTbhNBa ¢ TCPMHUHANECH NOJIYKUBOT OT 5 10 9 yaca npy Mnajd HHANBUIH
U ot 11 o 13 yaca npu NaLUKEeHTH B CTAp4YECKa BB3PAcCT.

CnenHaiHy nomyaauuy

HHon
He ca yctaHOBEHM KIIMHMYHO 3HAMHMK Pa3iMKHU BbB (JapMaKkOKHHETHKaTa H papMaKoAHAMHUKATA

| MEXAY MNMALLHECHTH OT MBXKKH H KCHCKH NOJL

[Tonyaayua 6 cmapuecka ev3pacm

[1alimeHTHTE B CTApUMECKa BB3pAaCcT NOKA3BaT NO-BUCOKH IJIA3MEHH KOHUEHTPALMH B CPaBHEHHUE C MO-
MJ1aaMTe NalMeHTH Cb¢ cpeaHu cToHHOCTH Ha AUC okono 1,5 mbTH No-BUCOKH, OCHOBHO NOpaay
HaMajaeHns (npusuaeH) obin 1 6u6peueH knupbHe. He ce Hanara kopekiuHs Ha Ao3ara.

Paznuunu kamezopuu 6 3agucumocm om me2iomo
[IpexoMepHH OTKJIOHEHHS B TenecHOTO Terno (< 50 kg win > 120 kg) umar camo Manko BiiHsAHHE
BBLPXY IU1a3MEHHUTE KOHLIEHTPALMH Ha puBapokcabaH (mo-Manko ot 25%). He ce Hanara xopexkuus Ha

AQ34Ta.

Meodcoyemnuvecku paznunus
He ca ycTanoBeHH KIMHHYHO 3HAYHMH MEXTYETHHHECKH Pa3/IHuHs NPH NaLHEHTH OT €BPONEURHATa,

apo-aMepHUKAHCKATA, JATHHOAMEPHKAHCKATA, AMOHCKATa H KUTalCKaTa IpyIlH o OTHOLIIEHHE Ha
¢apMakoKHHeTHKaTa U apMaKOAHHAMHKATA Ha puBapokcadaH.

Yeprodpobro yepexcoane
IlaumeHTH ¢ UMPO3a K 1€k0 YepHOApoOHO yBpexaaHe (knac A no Child Pugh) npossagar camo
MHMHHUMAJTHH ITPOMEHH BEB papmakokuMHeTHKaTa (cpeaso 1,2 mvTH nopuwieHue Ra AUC Ha
pHBapokcabaH), KOETO € NMOYTH CPABHUMO ChC CbOTBETHATE HM KOHTPOJIHA rpyna 3JpaBH HHIHBHIM.
[Ipu naiieHTH C UKMPO3a H YMEPEHO YepHOApoOHO yBpexnane (knac B no Child Pugh), cpennara
AUC Ha puBapokcabaH e 3HaUUTENHO NoBHIUeHA (2,3 NETH) B CpaRHEHHUE ChC 3ApaBH N0OPOBONLH.
AUC Ha HecBbp3aHaTa ppakuud ce nopHmaea 2,6 meT. I1py Te3n naueHTH HMa H HAMAJICHS
O61rOpeyHo enMMHRHMpaHe Ha pHBapoKcadaH, NOJOOHO Ha TOBa NPH NALIMEHTH C YMEPEHO §
yBpexxaaHe. Hama AaHHM OT NMaLMEHTH ¢ TeXKKO YepHOAPOOHO yBpexKaaHe. /.
Huxubupanero Ha aAKTUBHOCTTA Ha axTop Xa NpH MaLUMEeHTH ¢ YMEPEHO YePHOIPOOHL \cﬁ e XadHsn
NOBHLIEHO 2,6 MbTH B CPaBHEHHE CbC 3apaBu 106poBonuy; PT cbio e yasnkeHo — 2 &
[TaigpeHTHTE C YMEPEHO YEPHOAPOOHO yBpEekKaaHe ¢a NO-HYBCTBHTEIHH KbM PUBAPOKCY
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BOAH 10 No-cTpeMHO PK/PD ¢voTHOIIEHHE MexX Ty KoHUeHTpauusTa 1 PT.

PuBapokcaban e npoTUBONMOKA3aH NMpH NAaLKEHTH ¢ YEPHOAPOOHO 3abonaBaHe, CBBLP3aHO ¢
KOAryJonaTusa ¥ KIIHHKYHO 3HA4YHM PUCK OT KbpPBEHE, BKIIIOHMTENHO nauueHTH ¢ uuposa ¢ Child Pugh
B u C (Bx. Touka 4.3).

bvbpeuno yspescoane
Habnionasa ce yBeM4YeHHE HA €KCNO3ULMATA HAa pUBApOKCcabaH YCHOPEAHO ¢ HAMAIABAHE HA

Ob6peuHaTa PyHKUHA, HIMEPEHA Ype3 KpeaTHHHHOBHKA KIHpPEBHC. [Ipn HHAMBHIY ¢ neko
(kpeaTHHHHOB KNUpBbHC 50 — 80 ml/min), ymepeno (kpeatHHHOB KIHpBHC 30 — 49 ml/min) U Texkko
(kpeaTHHMHOB KIHpPBHC 15 — 29 mi/min) 6B0peuHO yBpexAaHe nNnasMeHUTe KOHLIEHTPaLMUH Ha
puBapokcabaH (AUC) ca cvotBeTHO 1,45 1,5 # 1,6 nbTH 1o-BHCOKK. CHOTBETHOTO 3aCH/IBAHE Ha
(hapMaKkoJHHAMHUYHHTE €EKTH € No-u3paseHo. [Ipn HHANBUIY € TeKo, YMEPEHO H TexkKo 61uOpeyHo
YBPEXJaHe LAJIOCTHOTO UHXUOUpaHE Ha aKTUBHOCTTA Ha (pakTop Xa e choTBeTHO 1,5; 1,9 1 2,0 mbTH
No-CKIHO B ¢CpaBHEHHE CbC 3ApaBu aobposonuy; PT cbwio e yarnkeHo — cboTBeTHO 1,35 2,2 11

2,4 nvTy. HAmMa naHHM NpH BAUMEHTH ¢ KPEAaTHHHHOB KIHPBHC <15 ml/min.

[Topaan BUCOKATa CTEIEH Ha CBBP3BaHE C TU1A3MEHHMTE NPOTEHHU HE CE O4aKBa puBapokcadaH 1a
MOXe fla ObJI€ OTACNCH Ype3 AUann3a.

He ce npenopbyBa ynotpeda Npu NaLKUEHTH ¢ KPEATUHUHOB KIMPBHC <15 ml/min. PuBapokcabaH
TpsOBa Ja ce U3N0/3Ba C NMOBULIEHO BHUMAHHMEE NPH NMALIMEHTH ¢ KPEATUHKHHOB KIUPBHC 15 —

29 ml/min (Bx. Touka 4.4).

dapMakOKUHETHYHH NAHHHU TIPH NALHEHTH

[Ipn nanueHTH, NONy4aBaly puBapokcadbaH 3a npopunakryka Ha BTE 10 mg eaun neT avesHo,
cpeAHaTa reOMeTpUyHa koHueHTpauua (90% nporHoseH uarepsan) 2 — 4 uaca 4 okono 24 yaca cien
NPHEM Ha A03a (NPUONH3BHTENHO NPEACTAaBIABAUIH MAKCUMATHATA U MHHUMANTHATA KOHLIEHTPaUuK
npe3 BpeMe Ha A030BKA HHTepBan) e cboTBeTHO 101 (7 - 273) u 14 (4 - 51) mcg/l.

Bprika dapmMakoKHHETHKa-(papMakoJHHAMUKAE

Bpw3kaTa papmakokuHeTHKa-papMakoanHaMuka (PK/PD) mexxay nnaszmeHaTa KOHUEHTpaUHA Ha
pHBapokcabaH ¥ HAKONKO (hapMaKOAMHAMHYHH KpaHHH TOUKH (MHXHOHpaHe Ha ¢akTop Xa, PT, aPTT,
Heptest) e npoy4eHa ciea NpUiaraHe Ha IIMPOK OUHAna3oH oT Ao03M (5 - 30 mg aBa neTH Ha JEH).
Bpb3kaTa MexKIy KOHLICHTPALIMATA HA puBapokcadaH W aKTUBHOCTTa Ha (¢akTop Xa Haii-100pe ce
onucBa ¢ Emax mozen. o otHounieHne Ha PT MoaeasT Ha IMHEHHO NpecHyaHe OIUCBA JAHHUTE
obnkHOBeHO no-Aobpe. HalIOHBT Ha KpHBaTa BapHpa 3HAYMTENIHO B 3aBUCUMOCT OT Pa3IMUHHUTE
usnozeanu PT pearedTu. [1pu uanonssane Ha Neoplastin PT, PT na u3xoaHo HUBO € okonio 13 s, a
HaKJIOHLT oKoto 3 a0 4 s/(100 meg/l). PeayntatTe 0T aHanu3a Ha PK/PD ot ¢aza 1l u 11l ca cxonnu ¢
AaHHHWTE, YCTAHOBEHH NpH 34paBu HHANBUAAH. [Ipyn nanneHT usxoanure akrop Xa u PT ca
MOBNUAHHU OT ONEPALMATA, KOETO BOAM A0 pa3jiMKa B HaKJIOHa Ha KpHBaTa KOHUeHTpauusa-PT mexay
NCHA CJIE] onepaunsaTa ¥ paBHOBECHATA.

IleanaTpHuHa nonynanua
bezonacHocTTa H €)MKACHOCTTA MPH NMOKA3aHHETO MbpBHYHA NpodunakTika Ha BTE npu neua u
KOHOLIHK Ha BL3pacT A0 |8 ronuHu He ca yCTAaHOBEHM.

53 Ilpeak/IHHAYHHA NaHHH 3a Oe3onacHoOCT

HeknMHHUMHHUTE AGHHM HE NMOKa3BaT 0cobeH pUck 3a xopa Ha 6a3aTa Ha KOHBEHLIMORATHHTE
¢apMaKOIOrH4HK HINUTBAHHA 332 6€30MaCHOCT, TOKCHYHOCT NPH €AHOKPATHO NPHIOKEHHE,
(OTOTOKCHYHOCT, FEHOTOKCHYHOCT, KAHLEPOTr€HEH MOTEHIIHAN H IOBEHHW/IHA TOKCHYHOCT.
EdexktuTe, HabNIOAARAHH MPH U3MHTBAHUATA 34 TOKCHUYHOCT NPH MHOTOKPATHO MPUIOKEHHE, ca
CBbP3aHH OCHOBHO CbC 3aCHNIEHaTa (papMaKOAWHAMHYHA aKTHBHOCT Ha pHBapokcadaH. [lpn pat

-

ca HabniogaBaHH MOBHILIEHH M1a3MEHH HHUBA Ha IgG W IgA npu HMBa Ha €KCMO3ULINA, CHOPE
HA KTHHHYHMTE. N
[Tpu nnbxoBe He ¢a HAOMOAaBaHH ePEKTH BbPXY PEPTUIHTETA NPH MBXKKHTE WIH HKEH( @ ,
’KUBOTHH. U3nuTBaHUATA BLPXY KHBOTHU NIOKA3BAT peNpOAYKTHBHA TOKCHYHOCT, CBbpRaka G .*,il,_‘. A

L

(hapMaKoNOrHYHHA MEXaHH3bM Ha AcHCTBUME HA PUBApoKcabaH (Hanp. XeMOparuiH{ YCROKHeHMRY; . %
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[1pn nna3zMeHyu HMBA, CbOTBETCTBAIIM HA KIHHWYHHKTE, ca HabmoaaBaHH eMOpHo-(peTaiHa TOKCHYHOCT
(nocTHMILIaHTalLIKOHHA 3ary0a, 3abaBeHo/cTUMYNIMPaHO ocupULIMpaHe, MHOXKECTBEHH Diean
X€NaTaJHA NETHA) U MOBHUILIEHA YECTOTA Ha HAH-YECTO CPELIAHUTE Man(OPMaLIHH, KaKTO U
IUialueHTapHH NpoMeHH. ITpu npe- ¥ MOCTHATaTHO M3NUTBaHE Ha TITBXOBE € Ha0moaaBaHa HaManeHa
BHTATHOCT Ha MOKOJIEHHETO NMPH 1031, TOKCHUHH 33 MAKKHTE.

6. DPAPMAIEBTHYHHU JAHHH

6.1 CnHcbK HA NOMOUIHHTE BeIeCTRA

HAnpo Ha TabaeTKaTa:
Harpwes naypuncyndar
JlakTo3a MOHOXHApPAT
Xunpomenosa
Kpockapmenosa HaTpui
Martxe3ues creapar

PHIMOBO IOKPHTHE:
YacTUuHO XUAPONIH3HpaH NoJIMBHHKAOB ankoxon (E1203)

TutanoB pHokena (E171)

Makporon 3350

Tank (E553b)

Kapmun (E120)

KBt keneseH okcua (E172)

YepereH xenesen okeua (E172)

6.2 HechrBMECTHMOCTH

Henpuwioxumo

6.3 Cpoxna rOAHOCT

3 roauHu

PastpouieHd TableTku

Pasrpomenure Tabnerku puBapokcaban ca ctabuHK BbB BOAA B A0BJKOBO NIOpE 32 NEPHOA 10
4 yaca.

6.4 Chnenna/HH yCJI0BHS HA ChXpPAHEHHE

To3u NekapcTBeH NPOAYKT HE H3HCKBA CMNELIMANIHH YCJIOBHA Ha ChbXpaHeHHe.

6.5 BuaucuabpkaHHe HA ONAKOBKATA

PVC/PVAC - amymuHneBH GIHCTEPHH ONAKOBKH, ChABPXKALIM NepopUpaHy €JHOA030BH OIUCTEPH C
5x1, 10x1, 28x1, 30x1, 90x1, 98x1, 100x1 u 112x1 Tabnerxn,

HDPE 6yTunku cbe 3audrena ot aecua PP kanauka, cvabpxkaina 100 n 200 (2x100) TabneTkn.

He BcHYKHM BHOOBE ONAaKOBKK MOTaT Aa ObAaT MycHaTH Ha nasapa.
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6.6 ChnenHaJum NpeANaA3HH MEePKHA NPH HIXBLPJAHE H paboTa

Hen3non3saHUAT JEKaApCTBCH MPOAYKT KUK OTNAABYHATC MaTCPHAIIHN OT HETO TpﬂﬁBB, Aa CC U3XBDBPIIAT
B CBOTBECTCTBHE C MCCTHHTC UIUCKBAHHA.

Pasrpoiuarane Ha Tabnerkara
TabneTkure pHBapoxcabaH MOTaT Aa ce HaTpoLLaT H pa3TeopAT B S0 ml Boaa v aa ce npuioxar

npe3 Ha30racTpajiHa COHJA WIH CTOMAalllHAa COHAA 38 XpaHEHe cliea MOTBLPXKAAaBaHE, Y€ COHAaTa €
MPaBUITHO Pa3noNoXeHa B CTOMAXa, Cle KOeTo ConjiaTa TpAOBa Aa ce npomue ¢ Boja. TvH kaTo
abcopOuuara Ha puBapokcabaH 3aBHCH OT MACTOTO Ha 0CBODOXNaBaHe HAa aKTHBHOTO BELLLECTBO,
TpaOBa Na ce W30ATBa NpWIaraHeTo Ha puBapokcadaH AUCTANIHO B CTOMAaXa, Thi KaTo TOBa MOXE a
noBeAe 10 HaMasieHa abcopOuKd M 10 TO3W HAUYMH A0 HaMaJleHa €KCMO3HIHA Ha AKTHBHO BEILIECTBO.
He ce u3nckBa eHTEpaTHO XpaHeHe BeJHara ciel npunoxeHue Ha tabnerkure or 10 mg.

7. MNOPHTEXATEJ HA PAZPEHLIEHHETO 3A YIIOTPEBA

Tepa ®apma EAJ]
yi. ., Jlioba Benwuxosa® Ne 9

1407 Cogpma, brnrapus

8. HOMEP(A) HA PASPEHNIEHHETO 3A YIIOTPEBA

Per. Ne 20210148

9. JATA HA ITHPBO PA3PEILIABAHE/TTOJHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Ilata Ha mupBO paspewasane: 03.06.2021
ITaTa Ha nocneaHO NOAHOBABAHE:

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

27
DE/H/6205/001-005/R/001



