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Kapnarykcan 10 mg puamupanu tabnetku m{.;__j_”ﬁ w ,

Kardatuxan 10 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
Besika dunMupana tabnetka cbaspica 10 mg pusapokcaban (rivaroxaban).

[ToMomHo(H) BelliecTBO(a) ¢ H3BECTHO ACHCTBHE

Besika @unmupana Tabnetka cbabpka 24,94 mg nakro3a (Kato MOHOXHIpPAT), BUXKTe Touka 4.4,

Toau nexapCTBEH NPOSYKT ChABPAKA No-Manko oT 1 mmol narpuii (23 mg) ua tabnerka, T.€. MOXKe Ja C¢
KaXe, 4 IIPaKTHMECKH HE ChbpiKa HATPHIA.

3a NbJHUA CIHCBK Ha MOMOLIIHUTE BELIECTBA BHXTE TOUka 6.1.

3. JEKAPCTBEHA ®OPMA

Ounmupana tabneTka (TablieTka)

CBeT/I0pO30BH, KPBIJIH, ABOHHOU3ITbKHANH Ta0NeTKH (JruaMeThp 0koa0 5,5 mm), ¢ o3Hayenue “D1” oT
€JHara CTpaHa.

4. KIIHHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHHA

TlpodunakThka Ha BeHO3eH TpoMOoemBonuzsM (BTE) npu BE3pacTHY MallHEHTH, TOJIOXKERH HA NINTAHOBO
CTaBHO MPOTE3HpaHe Ha Ta3o0e/peHaTa UK Ha KONAHHATA CTaRa.

Jleuenne Ha IbnOOKa BeHo3HA TpoMbo3a (JIBT) u Genoapoben embonuzbM (BE) u npodunakTuka Ha

peurausupawtd JIBT u BE npu Be3pactau. (Bxk. Touka 4.4 38 XeMOAUHAMHYHO HecTAOHIHH MAITHEHTH C
BE.)

4.2 JI03HPOBKA H HAYHH HA IPHJIOKEHHE

Joznpoeka

Ipogunaxmura na BTE npu ev3pacmuu nayuenmu, noorodiceny Ha NIAHOE0 CMAsHO RPOMEIUPane Ha
mazobedpenama Wil Ha KOAAKHAMA CMaed

[Ipenopruntennara nosza e 10 mg pusapokcaGan, IpUETH EPOPANHO SAMH LT JHEBHO. [ThpB
no3a TpadBa fa 6nae npuera 6 1o 10 yaca cnej onepanuaTa, IpH YCIOBHE Y€ XeMOCTA3aT




[ IpOABIDKHTEIHOCTTA HA NEYEHHETO 3aBHCH OT HHIMBHAYAJIHHA PHCK 32 BeHOo3eH TpoMOoeMbOoNU3bM Ha
BCEKH NMALKEHT, KOHTO Ce Onpelens OT BH/a HA OPTOnEAMYyHATA ONepaLua.

. 3a nauMeHTH, NOANOKEHH Ha ToJIAMa Onepallis Ha Taso0eIpeHara CTaBa, ¢e NPenopbhuBa
MPOABJDKUTENHOCT HA NCYCHHETO 5 CeMHLIH.
. 3a DAUMEHTH, NOJNOKEHH HA roJiaMa onepaiidsa Ha KONAHOTO, CE MPefopbUBa NPOABLIKHTEIHOCT HA

JIEYEHUETO 2 CEOAMHUIIH.

Ako DBAe npollycHaTa HAKOA 4033, NauHeHTHT TPabBa ga npueMe Kapaarykcan ne3abaBHO U Ha
CJIcABAlIlHA JeH J1a TPOAB/DKH C MPHEeMAa BEJHDLXK JHEBHO KAKTO NMPEIH.

Jlewenue na J[BT, nevenue na BE u npodpunaxmura na peyuousupawyu JJBT u BE

[Ipenoppuntennara no3a 3a HauanHo jevyeHne Ha octpu JBT unu BE e 15 mg qBa mbTH AHEBHO Ipe3
OBPBHTE TPH CEAMHLH, [IochaeABaHa ot f103a oT 20 mg BeAHBX JAHEBHO 3a NPOLLIDKABALLOTO TEYEHHE H
npoguaakTuka Ha peupausupaiiu JIBT u BE.

Tpabsa 1a ce MMa NpeABU KPaTKOCPOYHA Tepanus (Haii-manko 3 Meceua) npy naueHty ¢ JIBT wnu bE,
MPOBOKHPAHU OT IOJIEMH TIPEXOAHK PHCKOBH PaKTOPH (T.€. CKOPOLLHZ FONAMA OTIEpPaLHs RN TpaBMa).
[Mo-npoabmkuTenHa tepanus TpAOBa 1a ce HMa IPEABHJ, APH NaiuHeHTH ¢ npoBokupauy BT unu BE,
HECBbLP3aHH ¢ I'ONEMH IPEXOAHH PUCKOBH dakTopH, Henpopokupany JABT vau BE iy aHaMuesa 3a
peunguBupaiin JIBT unu BE.

Korato e noka3zaxa no-npoasmxatensa npoduiakTuka na peudausupaiiy JIBT v BE (cnen 3apwpiuBane
Ha noHe b-meceuHa tepanus 3a BT unk BE), npenopbunrennara j03a € 10 mg seanbx gHeBHO. 11pH
NIAUHEHTH, MPH KOUTO Ce CMATA, Y€ pUCKBT OT peuuauBupalin ABT uin BE e BUHCOK, KaTO Te3H ¢
YCJIOXHEHH ChbITbTCTBALUH 3a00MABaHUSA, HIIM KOWTO ¢a passuay peunguBupainy JABT winn bE npu no-
npoaAbJDKUTENHA NpopunakTuka ¢ Kapaatykcad 10 mg BeaHbxK AHEBHO, TPAOBA 1A C€ HMa NpeJBH]
npremM Ha Kapaarykcan 20 mg BeAHBK JHEBHO.

HleI‘]:H}KHTEJIHOCTI‘a Ha T¢parnuATa Tpﬂﬁﬂa Ja Cc€ OMpeACId H A03aT4 14 CC H366p3 HHIHBUAYAJIHO CJIE]

BHHMATCIIHA OUCHKAa Ha CHOTHQLUIEHHETO ME}I{,I[}' N03aTa OT JICYCHHUCTO U PHCKA OT KbPBCHE (B}l{. TOYKa
4.4),

Ilepuon ot Bpeme Cxema na npuaarane | O0ma aHeBna 1032
JleueHue u Hen 1-21 15 mg aABa IbTH 30 mg
npoduIakTHKa Ha JIHEBHO

eunauBupam BT

E BE P a JeHn 22 HataThk 20 mg BepHDBK JHeBHO | 20 mg
IpodunaxkTika Ha Cnea 3aBbpiuBaHe Ha 10 mg peaHbxk AHeBHO | 10 mg
peunausupaiiy JIBT | Hal-mManko 6-MeceuHa | UM uiay 20 mg
H bE Tepanug 3a JIBT nau 20 mg BeAHBK AHEBHO

BE

3a ynecnsBaHe NPEMHHABaHETO OT 103a 15 mg kbM A03a 20 mg cnea Jed 21 e HannyHa 4-ceamuyHa
onakoBka Kapaatykcas 3a 3ano4sase Ha neyenue Ha JIBT/BE.

AKo BBB (pazara Ha neyeHne ¢ 15 mg aea meTH AHEBHO (IcH 1-21) ce nponycHe €N
TpaOBa He3abaBHO Aa pueme KapaarykcaH, 3a Aa ¢€ OCHIypH o0LIO NPHETO KOJHYE



Kapnatykcan 3a enun aen. B nopobeH ciyuaii Moxe na Obaar npueTH ABe TabaeTkn oT 15 mg HaBeAHBX.
[TanueHTsT TPAOBA Aa NPOABIDKH PEAOBHHS PHEM Ha 15 mg IBa NbTH AHEBHO HA CAEABALMA JCH, KAKTO
€ MPENOPHYAHO.

AKo BbB (pazara Ha JICHEHHE C €IAMH MIPHEM Ha JIEH C€ NPOIYCHE €HH TIPHEM, MAIIUEHTHT TpAOBa
He3a0asuo 1a npueme Kapaarykcan u TpaOBa Ja NPOALIKH PEAOBHHS [TPUEM BEAHBXK AHEBHO Ha
ClieABalMs I€H, KakTo e npenopbuado. He TpsadBa Ja ce u3nonssa ABOHHA J03a B PAMKHTE €JIHH M CBLIH
JIEH, 3a Aa C€ KOMITEHCHPA MPONyCHATaTa 1034.

IIpemunasane om newenue ¢ anmazonucmu na sumamun K (ABK) xem pusaporxcaban
3a mauMeHTHTE, KOUTO ca Ha NedeHne 3a JIBT, BE u npodunakruka xa peunausu, ABK tpabsa na ce
CIpat H Ja ¢e 3ano4He JIEUYSHUETO ¢ paBapokcadan, korarto INR e <2,3.

ITpu npemHHaBane ot neyeHne ¢ ABK kb neueHue ¢ pupapokcadaH CTOMHOCTHTE HA MEXKIYHAPOAHOTO
HOpMaJIM3HPanO cboTHOWEHHE (INR) morat fa Obaat danuudeo NORHINEHHU CASA IPUEMa Ha
pusapokcaban. INR He ¢ BanuaeH napamernp 3a U3MepBaHe Ha AHTHKOATYJIAHTHATa aKTHBHOCT Ha
puBapokcabaH H Cle0BaTEeIIHO He TpaOBa Ja ce H3M0a3Ba (BXK. To4Ka 4.5).

lIpemunaeéarne om aevenue ¢ pusapoxcaban xem anmazonucmu na eumamun K (ABK)

HMMa BepOATHOCT @HTHKOAryJIalUsTa Aa ObJc HEAAEKBATHA B X018 HA NPEMUHABAHETO OT NICUEHHE C
pusapoxcadan koM ABK. TpadBa Aa ce ocirypy npogbnKUTENHA AASKBaTHA aRTHKOAryIalus NpH
MpeMHMHABAHE KbM aITCPHATHBCH aHTHKOoAryJiaHT. 1padBa aa ce orbenexn, 4e pusapokcadbaH Moxe la
06ycnoBH MOBUIHEHH CTOHHOCTH Ha INR.

Ilpu nanpeHTH, NpeMUHaBalM OT JieueHde ¢ puBapokcaban koM ABK, ABK Tpafsa na ce npuemar
napanenno 1o goctirane Ha INR>2,0. INpes nepBute fBa HH OT MPEXOAHUS Nepuoa TpsOBa fa ce
npunara cTaHAapTHara HavaiHa go3a ABK, crien koero gozata Ha ABK Tpsabsa na e crnopen pesynraTure
3a INR. foxaro nanuenture npuemar eqHospemenno pusapokcadan u ABK, INR He TpsOBa aa ce
M3CJIeIBa MO-PaHo OT 24 yaca Clied NPEAXOAHATA 034, 4 CaMO HEMOCPEACTBEHO NPEAU clie/BalliaTa 103
puBapoxcabaH. Ciien kato ce npeycTaHOBH npHemMa Ha puBapokcaban, INR Moxe za ce u3ciensa o
pEe3yJITATHTE Ja Ca HAACKAHM MOHE 24 yaca ciaea MPUEMa Ha nocneaHaTa 103a (BK. TOUKH 4.5 K 3.2).

Ilpemunasane om nevenue ¢ napermepanHu aHMUKOAZVAAKMU KbM PUBapoKcaban

TlpH nauyenTHTe, KOUTO B MOMEHTA MOIy4aBaT NapeHTepaliii aHTHKOAryJIaHTH, NPeyCTaHOBABAHETO Ha
NapeHTepAHHA aHTHKOAryIaHT M 3alI0YBaHETO Ha pHBapokcadaH TpabBa aa ce ocpluecTsar ( 1o 2 yaca
Npead MOMEHTA 3a CJICABAILOTO TAHOBO MPHIOKEHUE HA NAPEHTEPATIHHS JIEKAPCTBEH NMPOAYKT (HAMp.
HHCKOMOJICKYJIEH XElIapHH) HJIM B MOMEHTAa Ha CNIHpaHe Ha MPOABb/DKUTEIHOTO MPUI0XKEHHE Ha
NapeHTEePATHHSA IEKAPCTBEH NPOJIYKT (Hanp. HHTPaBeHO3¢H HedpaKIHOHUPaH XeNapHH).

{Ipemunasane om neuenue ¢ pueaporcaban KoM RAPEHMEPAARYU AHMUKOAZYIANMU

[Ipunoxere mupBaTa 1033 OT NAPEHTEPANHNA AHTHKOATYJIAHT B MOMEHTA, Korato TpsadBa Jia ce pueMe
clejBaulara 103a puBapokcadaHt.

Crneyuarnu nonyrayuy

bvbpeuno yepexcoane
OrpaHR4eHHTe KIHHHYHHA JaHHH OT MAlHEHTH C TEXKO OBOpeuHo yBpexaase (kpear
15-29 ml/min) noka3par, ye n1asMeHWTe KOHLEHTPAIMH Ha pHBAapOKCabaH ca 3HAYH



TasH npHuuHa Kapaarykcal TpaORa aa ce mpHara BHEMaTENHO NpH Te3u nauuenTd. He ce npenopsusa
ynoTpedara npu NanneHTy ¢ KPeaTuHRHoB KAHPbHC <15 mb/min (Bx. Toukn 4.4 1 5.2).

- 3a npodunaktika Ha BTE npH Br3pacTHH NaliienTH, NOANOKEHH Ha MJIAHOBO CTABHO MPOTE3HpaHe
Ha Ta300€IpeHaTa HIH Ha KOISHHATA CTaBa, HE Ce HANAra KOPHIMPAaHE HA N03ATa NP TalHEHTH C
neKa cTenel Ha OpOpeyHo yBpexkaate (KpeaTHHHHOB KidpbHC 50-80 mi/min) unu ymepeHa creneH
Ha OBOpeUHO yBpexAaHe (KpeaTUHUHOB KIHUPBHC 30-49 mi/min) (BX. Touka 5.2).

- 3a neuenue Ha /BT, neuenne ua BE u npotuiaaktuka va peupausupaind JIBT n BE, we ce manara
NpOMAHA Ha 103aTa MPH NALHCHTH C J€Ka CTeNeH Ha 6u0peuHo yBpexaaHe (KPEaTHHHHOR KITHPLHC
30-80 ml/min) (Bx. Touka 5.2).

IIpn naunenTtun ¢ ymeper ctenen Ha 6L0peuno yBpexxaade (kpeaTHHHHOB KIHpBHC 30-49 ml/min)
HJIH C TeXKa cTeneH Ha 6B0peuHo yBpexkaaHe (KpeaTHHHHOB KIHPEHC 15-29 ml/min) ca BanuaHu
CRCIAHHTE NMPENOPHKHU 33 A03UpaHe: NaltHeHTHTe TpsAGBa na ObJaT JeKyBaHu ¢ 15 mg ABa NbTH
JNHEBHO npe3 mbpBuTe 3 ceamuiiy. Ciel TOBa, KOraTo NpenopbyuTenyara 5o3a ¢ 20 mg eauH meT
AHEBHO, TpsiOBa jJa ce 0OMHCIM HaManABaHe Ha Jo3aTa oT 20 mg BeIHbX JHEBHO Ha 15 mg eamH
LT AHEBHO, KO OHCHEHHMIT PHCK OT KbPBEHE 34 NMalfjMeHTa HAAXBLPAA pHCKa OT peUHAHBHpAIUH
JIBT u BE. IIpenopekata 3a ynorpebara Ha 15 mg ce ocHOBaBa Ha GapMaKOKHHETHYHO
MOICTHPAHE H HE € IPOYUYBaHA MPH Te3U KAMHWYHHK YCIIOBHA (BX. TOUKH 4.4, 5.1 1 5.2).

Koraro npenopbunTentata no3a e 10 mg equs msT JHEBHO, He ce Hajara T4 Aa ObAe KOpurupana.

Ueprnoodpobro yepexcoane
KapnaTykcaH e npoTHBONOKA3aH NpH MAaLMEeHTH ¢ YepHoapobHo 3ab0asBaHe, CBBP3aHO C KOAryJIONaTHs 1

KJIMHHYHO 3HAYHUM PHCK OT KbPBEHe, BKIIIOYHTEAHO naiHeHTH ¢ uHpo3a ¢ Child Pugh B u C (Bx. ToukH
4.3 u5.2).

Honvrayua ¢ cmapuecka ev3pacm
be3 kopekilHa Ha ao3aTa (BXK. Touka 5.2).

Tenecrno mezno
bes xopeknus Ha n03ara (BX. TouKa 5.2).

Ion
bes kopekiiua Ha go3arta (BXK. TouKa 5.2).

Heduampuuna nonyrayus

besonacHOCTTa H ePuKacHOCTTA Ha puBapokcabad 10 mg TabneTku npu Aeua Ha Bb3pact 0 1o 18 rogunn
HE ca ycTanoBeHH. Jluncear fAaHHu. [To Ta3u npuyYKHa He ce npenopbuBa ynorpedara Ha Kapaarykcan
10 mg TabsieTku npu Aeua noA 18-roaniuna Bb3pacr.

HauuH Ha IpMAQKEHHE

KapnaTykcaH € 3a nepopaliHo MpHIIoKEHHUE.
TabneTkuTe MOXKE Z1a C€ NpHeMaT ¢be Hau 6e3 xpaHa (BX. Touku 4.5 u 5.2).

Pasmpowasane Ha mabnemxume




I1py mauuesTH, KOUTO He MOTaT Ja morTbWAT TabueTkuTe Uenu, rabnerkara Kapnatykcan MoxXe Ja ce
Pa3TpPOIIKU ¥ CMECH C BOAA WM SOBIKOBO THOPE HEMOCPEACTBEHO NMPEAH YnoTpeda K Aa C& NpHIoKH
EPOPAHO.

Pa3rpormueHara TadieTka MOXe Jla ce TIpHara ChIio H Ypes CTOMALIHA COHIA (BX. TOUKU 5.2 u 6.6).

4.3 [IpoTHBRONOKA3AHHSA

CBPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEILIECTBO UK HAKOE OT MOMOIIHHTE BEWIECTBA, H30POEHH B
TOYKa 6.1.

AXTHBHO, KJIHHHYHO 3Ka4HMO KbpPBEHE,

Jle3ns unM cheTOsIHKE, aKo OBAE CYSTEHO, YE NPEACTABIABA 3HAUHM PHCK 3a FOJsIMO KbpBeHe. ToBa MOXKe
Ja BKIIOYBA HACTOSALLA HIM CKOPOLIHA TACTPOHMHTECTHHAJIHA A3Ba, HATHYHE HA 3N0KAYECTBEHH HEOIIa3MH
C BHCOK PHCK 38 KbpPBEHE, CKOPOLUHO HapaHsABaHe Ha ITaBHHA HIH rpbOHAYHUs MO3BK, CKOPOLLHA
onepanya Ha rNIABHHA MO3BK, TpbOHAYHMS MO3BK WK O4HTE, CKOPOIUHA BLTpEeYepenHa XeMOoparis,
H3BECTHH HUJIH CYCIEKTHH e30dareajHu Bapuli, apTepoBEHOZHH MasiPopMaLiii, CbJI0BH AaHCBPH3IMH HITH
rojIEMd HHTPACIMHANHY HIH UHTPaUEpPeOPAIHA ChAOBH aHOMAJIHH.

EAHOBpEMEHHOTO ICYEHHE C APYTH aHTHKOATYJIAaHTH, Hanp. HedpakunoHupad xenapud (HOX),
HUCKOMOJICKYJIHH XEMIAPHHY (CHOKCANapHH, JANTENAPHH H Ap.), NPOK3BOIAHHU Ha XenapyHa
(tpoHaanapHHYKC K Ap.), IEpOPANHA AHTHKOATYJIaHTH (BapdapuH, 1abHraTpaH eTekcunar, anuxkcaban 1
Ap.), OCBEH NPH CNeLUDMYHH 0OCTOATENCTRA 3a CMSHA HA JIEUEHHETO ¢ aHTHKOAryiaanT (Bx. Todka 4.2)
HiH korato HOX ce npunara B 1034, HeOOXOIUMHU 32 HOBPKAHETO HA OTBOPEH LICHTPANEH BEHO3EH
HIIH apTepHaiieH KaTeTbp (BAk. TOYKA 4.5).

HepHoapobHo 3a00s18aHe, CBBP3AHO ¢ KOATYIONATHA M KIHHUYHO 3HAUUM PUCK OT KbpBeHe,
BKIIIOYHTENHO nmalHenTH ¢ uuposa ¢ Child Pugh B u C (Bxk. Touka 5.2).

bpeMEHHOCT 1 KbpMeHe (BX. Touka 4.6).
4.4 CheuuanHu npeaynpexxeHns H npeANa3HA MEPKH NPH ynoTpeda

IIpenoppuBa ce KIHHUYHO HAOMO/ICHHE, CHOTBETCTBALLO HA [IPOBEX/IAHATA AHTHKOAryJIallMA B X0Ja Ha
LIETIHA NTICPHOL HA JICUCHHUE.

Puck or xemoparus

KakTo u ¢ Apyru aHTHKOAryJJaHTH, NALMENTHTE, KOWTO NpueMaT puBapokcabau, Tpabsa Ja ce
HabIonaBaT BHUMATEIHO 3a NPU3HALK Ha KbpeeHe. [IpenoprbuBa ce ynorpebaTa ¢ HOBHILEHO BHHMAHKE
NpH CHCTOSIHUA ¢ NOBUILIEH PUCK 3a xeMoparus. [Ipunoxkenuero Ha Kapaatykcas Tpa0Ba aa ce
[Ip€yCTAHOBH IIpH NMOABa HA TEXKKA Xemoparus (BX. To4ka 4.9).

B kaMHAYHHUTE POYYBaHHS JIATaBUYHO KbPBEHE (T.€. OT HOCA, BEHIUTE, CTOMALIHO-UDEBHUS 4T
MUKOYO-NONIOBUS TPAKT, BKIOUUTENHO a0HOPMHO BATRHANHO WIIH YBEIMUYEHO MEHCTPY ANHEAKE]
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aHEMHS ce HabMroJaBar Mo-4eCTC IPpU ABITOCPOYHO NeYeHHe ¢ puBapokcabaH B CpaBHEHAE §
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ABK. T1o Ta3u npu4uHa, B JOMBIHEHHE KBM aEKBATHOTO KIMHHYHO Ha0moAeHHe, nabgpaso Tg“@




U3CNIENBAHE HA XeMOrnoOuHa/XxeMaToKkpuTa O MOTTIO Ja Obe OT MON3a 33 OTKPHBAHE HA OKYJITHO
KBPBEHE U 32 ONpeAeiisHe Ha KIWHHYHATA 3HAYMMOCT Ha SBHO KbPBEHE, MO NMpeLeHka CIopel cayyas.

HAKONKO NOArpyNH NauMeHTH, ONUCAHH NoAPOOHO MO-1011Yy, Ca ¢ MOBULIEH PHCK OT KbPBEHE. Te3H
MalMEeHTH CllefiBa Aa 6bJaT BHUMATENHO NPOCACACHH 32 Oe/ie3d M CHMIITOMH Ha CBbP3aH# C KbPBEHE
YCJIOXKHEHHSA H aHEMMUS CJIE[ HAYAJIOTO Ha jie4eHHeTo (Bx. Touka 4.8). IIpn nanuenTH, noay4asaluy
pusapokcabad 3a npogunaxriuka Ha BTE ciea niaHoBo ¢TaBHO NPOTE3HpaHe Ha 1a3obeAperaTa HIK Ha
KOJIAHHATA CTaBa, TOBA MOXKE JIa CTaBa upe3 PEAOBHH (HIUKATHY [PEriaeay HA NAUESHTHTE, YECTO
MPOBEPsABAHE HA PAHEBHS JPEHAK H IEPHOAMYHO H3MEPBAHE HA XEMOTTIOOHHA.

[Ipr BCAKO HEH3ACHEHO NOHMKABAHE HA XeMOrTI00MHA HAH KPLBHOTO HaJISraHe TpAOBA Ja C€ ThbPCH
H3TOYHHK Ha KbpPBEHE,

BrnpekH ue neueHnero ¢ paBapokcaban He H3HCKBA PYTHHHO IpOCISASBAHE Ha CKCIIO3HLIMATA, HHBATA HA
pusapoxcadaH, usMepent ¢ Kaiulpupan TECT 33 KOJHYECTBEHO ONPEENsHE Ha aHTH(aKTOp Xa, Morar aa
ObJaT TIOIE3HH B U3BLHPEOHH CUTYALIMH, KOraTo JaHHUTE 3a €KCIIO3HUHMATA Ha puBapokcabaH MOxe Aa

TIOMOI'HAT 34 B3¢MaHe HA UH(POPMUPAHH KIHHUYHHU PEUICHW, Hanp. NPEeI03HPAHe H CIELHA XHPYPris
(Bx. Touka 5.1 4 5.2)

brOpeuHo yBpexkaane
[1pn mauHeHTH ¢ Texko OhOpedHo yBpexaane (KpeaTHHUHOB KIHPBHC <30 ml/min) € Bh3MOXKHO

[JIA3MEHHTE HHUBA Ha puBapokcalbad aa ObAaT 3HAYMTENHO MOBHILEHH (CpeaHo 1,6 NbTH), KOETO MOXKE Aa
ZOBEAC /10 NOBHIICH PUCK OT KbpBeHe. KapaarykcaH Tpadsa jia ¢€ IpHIara BHHMAaTETHO NPH MALMEHTH C
KpeaTHHHHOB KIHpBLHC 15-29 ml/min. He ce npenopbuea ynotpebaTa NpH NalMeHTH ¢ KPEaTHHHHOB
KIMPBHC <15 ml/min (BX. ToukH 4.2 1 5.2).

[Ipx nauneHTy ¢ yMepeHa creneH Ha 6L0peuHo yBpexaaHe (KpeaTHHHHOB KIHpBHC 30-49 ml/min),
MnoJgy4aBalii €HOBPEMEHHO APYTH NEKApPCTBA, KOUTO MOBHILABAT MJA3MEHHTE KOHLEHTPAIUH Ha
puBapokcaban, Kapaarykcas cnenpa ia ce mpijiara BHUMaTenHo (BX. TOUKa 4.5).

B3anMOoAeHCTBUE C IPYTU NEKAPCTBEHH OPONYKTH

He ce npenopsusa ynotpedara Ha puBapokcabaH npH NauHeHTH, KONTO NONyYaBaT ¢IHOBPEMEHHO
CACTEMHO JICYCHHE C A30JI0BH AHTHMHKOTHIM (KATO KETOKOHA30J, HTPaKoHAa30J, BOPHKOHA30J U
nocakoHazon) uny HIV-nporeasnu uuxuburtopy (Hanp. puronaeup). Te3w akTHBHH BEILIECTBA €A MOLIHA
unxuOuTopu Ha CYP3 A4 1 Ha P-gp ¥ o Ta3d npu4KMHa MOTar Ja IOBUILAT I11a3MeHaTa KOHLIEHTpaLs Ha
puBapoKcadad A0 KIAMHHYHO 3HAYMMO HHBO (CPEAHO 2,6 ITLTH), KOSTO MOXKE A3 A0BEAE A0 NOBUIIECH PHCK
OT KbpBeHe (BX. TOuKa 4.5).

Heobxoaumo e BHEManue NMPH NAIMEHTH, KOUTO CAHOBPEMEHHO CA HA JICUCHHE C JICKAPCTBCHU MPOJAYKTH,
KOHTO MOBJIMABAT X€MOCTa3aTa, KaTo HECTEPOHIHH NPOTHBOBB3NANKTENHH cpeactea (HCITBC),
aternncaniunnosa kucenuHa (ACK) u uHXHOHTOPH HA TPOMOOLIMTHATA arperaus Uil CCJACKTHBHH
HHXHOHTOPH Ha 0OPATHOTO 3aXBallaHe Ha CepOTOHHHA (selective serotonin reuptake inhibitors, SSRI) u
MHXHOMTOPH Ha 0OpaTHOTO 3axBalllaHe HA CEPOTOHKHA M HopenuHedpiHa (serotonin norepinephrine
reuptake inhibitors, SNRI). [Ipu naumentuTte ¢ puck 3a yiuepo3HO CTOMALIHO-YPEBHO 3a00sBaHE MOXeE
Aa ¢C [IOMUCJTH 32 MOAXOMAIIO NPOPUNAKTHYHO JIedeHHe (BX. Touxd 4.5 1 5.1).

Z![!EFH PHCKOBH dg&KTDEH 34 KbPBCHC

KakTo u ¢ Apyrd aHTHarperantHy cpejcTea, puBapokcabaH He ce Mpenopbysa NpH nall
PHCK OT KbPBEHE, KaTo:




. BPOJEHH HIIH NPHAOOUTH HapylLIEHHA B KPbBOCHCHPBAHETO

. HEKOHTPOJIHpaHa TEXKKA apTepHAaIHA XHTICPTOHHS

. ApYyro CTOMAIIHO-YPEBHO 3a00sBane 6€3 aKTHBHO pa3f3BgBaHe, KOETO NOTEHLMANHO MOXE 1
AOBE/C 10 YC/IOXKHEHHSA C KbpBEHE (Hap. Bh3NATHTEHO 3a0019BaHe Ha uepBarta, €30(Garur,
racTpuT H ractpoesogareanna peduykcHa 6onect)

. ChJI0BA pETUHONATHSA

. OpOHXHMEKTa3HH UK aHaMHe3a 3a KbpBeHe B Oenus Apob

TlaugenTy ¢ pakoso 3abossBaHe

[lanpenTUTE CBC 3M0KA4ECTBEHO 3a00IABAHE MOXE €HOBPEMEHHO a €A H3/I0KEHH H HA MO-BUCOK PUCK
OT KbpBEHE H TpoMO03a. HHAMBHAYaIHATA TION3a OT AHTHTPOMOOTHYHOTO JIeUeHHe TPIOBa Aa Ce MPELEHH
CNPAMO PUCKA OT KbPBEHE NPH [TAUHESHTH ¢ AKTUBHO PaKoOBO 3a00NABAHE B 3aBUCHMOCT OT JIOKAI[MATa Ha
TyMOpa, aHTHHEONJIACTHYHATA TEPANUS K CTAAHA Ha 3aDONABAHETO. 1 YMOPHUTE, Pa3noIOKEHH B
CTOMALUHO-YPCBHHA HIIH NHKOYHO-IIOJIOBUS TPAKT, Ca CBBP3aHH C MOBULICH PUCK OT KEPBECHE MO BPEME Ha
TepanuaTa ¢ puBapoKcabaH.

I1py mauHeHTH Che 3TOKAYSCTBEHH HOBOOOPA3yBaHKHA C BHCOK PHCK OT KbpBeHe, ynorpebara Ha
pHBapokcabaH e npoTHBONOKazaHa (Bx. Touka 4.3).

[TanMenTy ¢ KanHy NpoTe3u

PuBapokcaban He TpsiOBa Aa ce H3mon3ea 3a TPOMOONPOGUIAKTHKA NPU NAUUEHTH, KOUTO HACKOPO €2
[IPEMHHAIM TPAHCKATETHPHA CMsHa Ha aopTHAaTa knana (TKCAK). bezonacHocrra U epHKaCHOCTTA Ha
puBapokcabaH He ca IPOyYEHU NPH MaUHUEHTH ChC ChbPASUHO KJIAMHO MPOTE3HNPAHE; MO Ta3H NPHYKHA,
HsMa AaHHHK B MOJKpeNa Ha TOBa, Y¢ pUBapoKCabaH OCHrypsaBa aaeKBaTHA aHTHKOoArynanus B TasH
nomyJjanus nauMeHTH. Jleyenuero ¢ KapaaTtykcaH He ce npenopbyBa IPH T€3H NALIHEHTH.

IlaunenTtH ¢ anTH(hoCHONUNHIIEH CHEAPOM

HHpeKkTHO AefcTBamM nepopanau anTukoaryiantd (JUITTAK), BxmoduTeHO puBapokcabas, He ce
NPEIIopbYBaT [IPH NAalLIMEHTH C aHaMHe3a 3a TpPoMG03a, KOUTO €4 AHATHOCTHLMPaHH ¢ aHTH(OCPONHIHAEH
CHHIpOM. [lo-cnenuanno npu TpoiHO NO3UTHBHH NMAaLlHEHTH (3a IyHyCeH aHTHKOAry JIaHT,
AHTHKapAHOJIMNUHOBH AHTHTENIA H aHTHTeNa cpeiy feta-2-rmuxonpoTteud 1), nedendero ¢ JJIITAK Moxe
Aa ObJie CBBbP3aHO ¢ MOBULIEHA YeCTOTA HA [IOBTAPSLIM ce TPOMOOTHUHH CHOMTHS B CPABHEHHE C
TEPANHATA C AHTATOHUCT Ha BUTaMHH K.

XHPYPrUvHO JECYCHHUE HA (paKTypH Ha DeapeHaTta KOCT

PuBapokcabaH He e 3CIeBaH B PAMKMTE HA HHTCPRCHUKOHANHY KITMHUYHYE NIPOYUBAHMS 33 NPOYYBaHE
Ha e(hHKaCHOCTTa B OE30MACHOCTTA NPH NALUEHTH, MOJIOXKEHH HA XMPYPrU4HO JieyeHHe Ha (ppaKTypH Ha
OeapeHaTa KOCT.

XeMOJUHAMUYHO HecTabunHy nauuenTy ¢ bE HaM manmenTy, KOUTO ce HYKAAAT OT TPOMOONH3a UK
Oenonpobua eMOOIEKTOMHS

Kapnatykcan He ce npenopbuBa KaTo alTEpHATHBA HAa He(DPAKHOHKPAHHS XeMapHH [IPH MalHEHTH C
Oenoapoben emM6OMU3BM, KOUTO ¢a XEMOAHHAMHYHO HECTAGH/IHE HITH HA KOMTO MOXE JIa C€ HANPaBH
TpoMOonn3a uinn Henoapodbra eMOoIeKTOMHES, Thil KaTO 6630MacHOCTTa H ehHKACHOCTTA HA
prBapokcabaH He ca YCTAHOBEHH NP T€3H KIHHHYHH CHTYALHH.

CnyHanna/enuaypanta aHECTE3HA HIM NYHKIHS




KoraTto ce n3non3pa HeBpoakcHaiHa aHeCTE3W (CIIMHAHA/eNHYypaJiHa aHECTe3us) HIH
CTIHHAIIHA/eNU Ay pajiHa TYHKUMA, TALUEHTHTE, TPETHPAHH ¢ AHTHAIPETaHTHH CPEJICTBA 33 NPEBEHLHS Ha
TpoMO0eMOOTHYHY YCIOXKHEHHS, Ca MOAJIOKEHH HA PHCK OT MOSBA Ha eNuAypaieH WIH ClIMHAICH
XEMATOM, KOHTO MOXE 1a JOBEAC 10 ABATOCPOUYHA WIIH TpaikiHa mapain3a. To3u pHCK MOXE Ja CE MOBHIUH
OT MOCTONEPAaTHRHATA YoTpeba Ha BuBexIall euAypaleH KaTeTsp WIH ¢AHOBPEMEHHaTa ynotpebda Ha
JICKapCTBCHH NPOAYKTH, MMOBIHABALLH XeMocTasara. PUCKBT MOKe [1a C€ MOBHIUH CHILO TaKa 4 OT
TpPaBMaTH'HA HJIM MHOIOKPATHA €NIMAYpaltHa WK CidHaJiHa MyHKIMA. [lauueHTHTe TpsibBa uecTo Ja
OBJAT Npoc/ieAsBaHH 3a TPU3HAIN U CHMITOMH Ha HEBPOJOIHYHO YBpEeXAaHe (HAMp. H3TPBIIBAHE MK
¢AabocT B Kpakata, AHCKOMA)OPT B YepBaTa HIIM MHKOYHHSA MEXYD). AKO ObJie KOHCTATHpaH
HEBPOJIOTHUYEH AEPHIMT, ca HEOOXOAUMY CNIEIIHO JHATHOCTHUMPAHE W JeueHne. [Ipeau HeBpoakcHanHa
HHTEepPBEHLIMA, NeKapAT Tps0Ba Aa IpelieHH ChOTHOIEHHETO MEX Y MOTCHIHANIHATA NOJI3a H PHCKA NPH
MAMCHTH HA aHTHKOAI'YJIAHTHA TE€panua MJIM NalUEHTH, KOUTO 1ie ObAaT NOLIOKEHH Ha
aHTHKOAryJlaHTHa TEpAIus, 3a TpoMOonpoHIaKTHKA.

3a HaMansABaHe Ha TIOTCHLMANHHA PUCK OT KbPBEHE, CBBP3aHO C eJHOBPEMEHHOTO MPUJIaTaHe Ha
pHBapoKcabaH ¥ HEBPOAKCHATHA (eMUAYpaiHA /CTIHHANIHA) AHECTE3MA WM CMKHAJIHA NYHKIHS, TpA0Ba 1a
Ce UMa TIpEeABHA (PapMAKOKHHETHUHHSA Npo(ui Ha pueapokcaban. IlocTaBaHeTo WK ipeMaxBaHETO Ha
€AY PANEeH KaTEThP WK JyMOaJlHA MyHKUMA C€ H3BbLPIIBA Hak-100pe, KOTaTo aHTHKOAryNaHTHUA eeKT
Ha puBapokcadbaH ce OLEHARA KATO HHCBK (BXK. To4Ka 5.2).

Hait-maiko 18 yaca Tpsa0Ba 1a uaMHMHAT ¢liell TOCTIEHOTO NPUNOXKEHHE Ha pHBapokcabaH mpeH aa ce
OTCTPAHH €NHAYpPANHUA KaTeThp. Cnel OTCTPAHSBAHETO Ha KATeThpa, Hali-Manko 6 yaca TpsOea aa
M3MHWHAT MpeaH Jla ce MPHITOXHY C/IeABaliara 103a piBapokcabaH.

B ciy4aii Ha TpaBMATHYHO NyHKTHpaHe MPHEMBT Ha puBapokcabad TpabBa fa ce oTnoxd ¢ 24 vaca.

HEG[’IUEEKH 34 JOSHPAHETO NPEAN H CNel HHBA3WBHY NpoUCaYPH UJIH XHDPYPIrHiHH HHTCPBCHLUIMH,
PA3JIMYHH OT IJIAHOBO CTABHO NPOTE3UPaAHE Ha T%Oﬁﬁg peHATa HJIM Ha KOJIAHHATE CTABA

AKO Ce HaJlara npoBeX/laHe Ha WHBA3HBHA IIPOUENypa HIIH XUpYpruuHa nHTepseHuus, Kapaatykcan

10 mg Tps6Ba Aa OBJEC COPAH NO BH3MOKHOCT MOHE 24 yaca npeju HHTEPBEHUMATA H Bb3 OCHOBA Ha
KAMH#UYHATa IPELCHKA HA NEKyBalLiks IeKap. AKO IIpoliely paTa He Moxke Aa 6bJe oTnoxkeHa, TpAdBa Ja
Ce MPESUCHH NOBHILEHUAT PHCK OT KbPBEHE CIIPSIMC CHELIHOCTTA HA HHTEPBEHLMATA.

IIpueMsT Ha KappaTykcaH TpsibBa fa ce Bh300HOBH Bb3MOXHO Hal-CKOPO Clie] HHBA3MBHATA MPOLEAYpa
HJIA XHPYPriYyHaTa HHTEPBEHIHSA, aKO KJIHHHYHATA CUTYalds NO3BOJABA H € MOCTHTHATA aACKBaTHA
XE€MOCTa3a, KaKToO € ONPeAE/EHO OT AEKYBallHA JeKap (BX. Touka 5.2).

[lonynauns B cTapyecka Bb3pPacT
C yBenu4aBaHETO HA BB3PACTTa MOXE JIa C€ YBEIHUYH DHCKBT OT XeMoparus (Bx. Todka 5.2).

JepMaTQIOTrHYHY peaKkiiHy
I1o BpeMe Ha NOCTMAPKETHHIOBO HAGIIONCHHE BLB Bpb3Ka ¢ yoTpedarta Ha puBapokcabaH ce cpo0ilasa
33 CCPHO3HH KOXKHH PEAKUHM, BKIIOYMTEIHO CHHAPOM Ha Stevens-Johnson/TOKCHYHA enuaepMaliHa
Hekponn3a 1 DRESS cunapom (Bxk. Touka 4.8). M3rnexna, 4e mauMeHTHTE ca H3I0XKeHH Ha Hal-ronsM
PHCK OT TE3H PeakUMi B HAYANOTO Ha TepanuATa: B IOBEYETO CNYYan HAYal0TO Ha peaKkuusTa ce
NposABsiBa IIPe3 MbPBHTE CEAMHULIM OT JieueHHETO. PUBapokcaban TpaOBa aa ce nmpeycTanosy NpH MbPBa
[IOABA HA TEXKBK KOXKEH ODPHB (Hanp. pa3npoCcTpaHABall Ce, HHTEH3NBEH H/HIU CRLP3aH ¢ ofpazysatero
Ha MEXYPH )} HJIH ApYyT NPU3HAK HA CBPLXYYBCTBHTENHOCT, CBEP3aH ¢ JIE3HH Ha JIUTaBUIaTA.

HndopmManius 3a HOMOLIHHTE BEWECTBA




Kapaarykcan cbabpxa Jakro3a. [TanueHTH ¢ peakH HacaeICTBEHH TIpoOieMH Ha HENIOHOCHMOCT KbM
rajlakTo3a, ibJIEH NaKTa3eH AchpUUUT WIH TNIOK030-TalakTo3Ha MatadcopOuus He TpaOBa Aa npHeMar
TOBA JICKAPCTRO.

To3u nexkapcTBeH NPOAYKT ChAbpXka no-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.. MOXKe Ja ce
KaXe, Y€ NPAKTHYECKH He ChARPXa HATPHIA.

4.5 BiammopeiicTBMe C IpyrH JieKapcTBEHH NPOAYKTH H ApyrH dopmu Ha B3anMoAcHCTBHE

Huxuburopu na CYP3A4 u P-gp
EAHOBPEMEHHOTO NPHIIOKEHHE HA puBapokcabaH v keTokoHa30J (400 mg eAuH NbT JHEBHO) UK

puToHasup (600 mg aBa NbTH JHEBHO) BOAH JI0 2,6 MbTH/2,5 mbTH No-BHcoka cpenHa AUC Ha
puBapokcadan 1 1,7 meTi/1,6 meTH no-Brucoka cpefiHa Cpax CHC 3HAYHTEIIHO TOBHILABAHE HA
(apMakoAHHAMHYHUTE PEKTH, KOeTo MOXE Ja A0Be/e N0 TTOBHIIECH PHCK OT KbpBeHe. [1o Tasu npuunHa
HE C¢ NpenopnyBa ynoTpedara Ha KapaaTykcaH pu NanMeHTH, KOUTO NMOAYYaBaT € JHOBPEMEHHO
CHCTEMHO JICUSHHE ¢ a30/I0BH aHTHMHKOTULHM KATO KETOKOHA30J, HTPAKOHA30/1, BOPHKOHA301 H

mocakoHasou, Wiy ¢ HIV-niporeasiu unxu6utopu. Te3n akTHBHH BEILECTBA Ca MOILIHH HHXHOUTOPH HA
CYP3A4 u P-gp (BX. Touka 4.4).

(OuakBa ce aKTHBHH BELIECTBA, KOHTO CHIIHO HHXHOMPAT CaMO €AUH OT ITbTHIIATA HA eIMMUHHPAHE HA
puBapokcaban uid CYP3A4 wan P-gp na noBHINAT B 10-Manka CTENEH MIa3MEHUTE KOHLEHTPALKHY Ha
puBapokcaban. Hanpumep, xnaputpoMunus (500 mg aBa nbTH JHEBHO), KOHTO CC NpHEMA 3a CHJIEH
wHXHOuTOp Ha CYP3A4 u yMepen uuxuOUTOp Ha P-gp, Boau Jo noeuiaeade Ha cpeaHata AUC Ha
puBapoxkcabaH ¢ 1,5 nbTu ¥ Ha Cpax — ¢ 1,4 mbTH. B3auMoaeHcTBHETO ¢ KIAPHTPOMHULMH BEPOSTHO HE €
KITHHHYHO 3HAYHMO NpH I0BEYETO NAlHEHTH, HO MOXe Aa Ob/le NOTEHLHAIHO 3HAYUMO TIPH
BHCOKOPHCKOBH NalMeHTH. (3a mauueHTH ¢ ObOpeyuHo yBpexkJaHe: BK. ToUka 4.4).

Eputpomuniuy (500 mg Tpu meTH AHEBHO), KoTO HHXHOWpa ymepeno CYP3A4 n P-gp, Boau 10 1,3 neTH
nos#ieHHe Ha cpeaHata AUC 1 Crax Ha puBapokcabas. BzanMoaeHcTBHETO © epHTPOMHIIKH BEPOATHO
HE € KIIHHHYHO 3HAYUMO [P NOBLYETO NALMEHTH, HO MOXe [a 6b1€ NOTEHUHATIHO 3HAYHMO [1PpH
BUCOKOPHCKOBH NAI[HEHTH.

Ilpu siia ¢ eka cteneH Ha 6bOpedHo yBpexnaHe epurpoMutind (500 mg Tpy meTH IHEBHO) BoAu 10 1,8-
KPaTHO NoBHIIaBaHe HA cpeaHarta AUC Ha puBapokcadaH H 1,6 mbTH MOBHLICHHE HA Cipax B CPABHEHHE €
HHAHBHIH ¢ HOpMaiHa 0L0peuna gyHkuua. [1pu nuua c ymepeHa crenex Ha 6u0peuHo yBpexaaHe
SPHTPOMULIMH € AoBen A0 2,0 nbTH nosHileHHe Ha cpeanata AUC Ha paBapokcabaH A 1,6 mbTH
NOBHIIEHHE HA Cmax B CPABHEHUE C HHJIHBHAK ¢ HOpMasiHa On0peyHa Gyrkuus. EQexTsT Ha
EPUTPOMHLIMH € aTHTUBEH KbM TO3H Ha OB0pEUHOTO YBpexiaHe (BX. TouKa 4.4).

Onykonason (400 mg equH NBT JHEBHO), KOHTO ce cMATa 3a ymepeH unxubutop Ha CYP3A4, soau 1o
nmosninaBaHe ¢ 1,4 meTi Ha cpepHata AUC na pusapokcaban v 1,3 nbTH Ha cpeaHata Cuax.
B3auMmoaeicTBHETO ¢ UIYKOHA301 BEPOATHO HE € KIHHHYHO 3HaYMMO IPH TOBEYETO NALIHEHTH, HO MOXKE

Aa ObJe NOTEHIHANHO 3HAYHUMO Y BHCOKOPHCKOBH NAlIHEHTH. (3a NauHeHTH ¢ 6b0peyHo yBpeKaaHe:
BX. TOUKA 4.4).

KaTo ce HMaT nipeiBK] OrPaHHUYEHHUTE KIHHHYHH JaHHH C APOHEAAPOH, €AHOBPEMEHHOTO [TPHIO
puBapokcabaH TpabBa ja ce u3bsrsa.

AHTHKOAryIaHTH



Cnen xoMOMHHpaHO NpUIOKEHHE HA eHOKCANAPUH (eJHOKpaTHa J03a oT 40 mg) 1 puBapokcaban
(enqHoxkpaTHa jno3a oT 10 mg) € HabnoaaBaH aXHTHBEH €(eKT BEPXY aKTHBHOCTTA Ha aHTH(akTop Xa, Oe3
HUKAKBH JONBLIHUTENHU edeKTH O OTHOMIeHHE Ha koarynatponHure Tectose (PT, aPTT). Enokcanapun
HE € NOBAHN (PapMakOKHHETHKATA Ha puBapokcabaH.

[Topany TOBUINEHHA PUCK OT KBPBEHE ¢ HEOOXOJUMO BHUMAHKE MPH TTALMEHTH, KOHTO €A HA
€AHOBPEMEHHO JICYeHHE C APYTH aHTUKOAryaHTH (BxK. Toukd 4.3 u 4.4).

HCIIBC/HHXubuTopH Ha TPOMOOLHTHATA arperauus

He € HaOMO1aBaHO KIMHAYHO 2HAYMMO Y ALIDKABAHE Ha BPEMETO HA KbpBeHe Clej] SAHOBPEMEHHO
NpHIIoKEHHE Ha puBapokcadan (15 mg) 1 500 mg HanpokceH. Bhpekd TOBa € Bb3MOXHO [1a HMa
NAlHEHTH ¢ NO-KU3paseH papMakoJuHAMH4YEH OTIOBOP.

He ca sabnronasann KIHHWYHO 3HAYMMH (ApMaKOKHHETHYHH MK apMaKoAUHAMHYHM B3aUMOJACHCTBUS
IPH €AHOBPEMEHHO NpPHIOKEHHE Ha puBapokcadad U 500 mg aueTHICATHLHIOBA KHCETHHA.
Kronunorpen (300 mg nauanHa no3a, noc/eBaHa oT 75 mg noaIbpKalia 103a) He € [1oKasal
}apMakOKMHETHUNO B3aUMOAEHCTBIE ¢ puBapokcadan (15 mg), Ho & HabAAABAHO 3HAMMMO Y/IbIIKaBaAHE
Ha BPEMETO Ha KbPBEHE IpH €iHa TIOArpyna rnalueHTH, KOETO HE € KOopeJipalio ¢ arperaunara Ha
TpoMOoLUTHTE, HUBATa Ha P-cenexktun wny GPIIb/IIIa penentopure.

HeobxonuMo ¢ BHUMaHHe MpH N2LHEHTH, KOWTO eAHOBpeMeHHo ca teKysann ¢ HCIIBC (BxmounTeHo
ALCTHIICATUIHIOBA KHCENHHA) ¥ HHXHOUTOPH HAa TPOMOOLIMTHATA arperayus, NOHeXe Te3H JIEKAPCTBEHH
NPOAYKTH OOHKHOBEHO NOBHUILABAT PHCKA OT KbPBEHE (BK. ToUKA 4.4).

SSRI/SNRI

Kakro NpY APYTH aHTHKOAryJJAaHTH MOXE Aa CBIIECTBYBA Bb3MOXKHOCT NALMECHTHTE A €a C [TOBHLICH
PHCK OT KbpBEHE B Cily4aii Ha cbbTcTBala ynorpeba che SSRI witn SNRI nopaznn edexra um Bbpxy
TPOMOOLIUTHTE, 32 KOUTO ce ¢hoOInaBa, [Ips CbIBTCTRALIA yIOTPeOa B KIMHHYHATA POIPaMa C

pHB&pOKC&ﬁﬂH, BLB BCHYKH I'PYIIH Ha NEUYCHHUE CC Haﬁ.l]IO,I[aBEl QUCIICHO MO-BHCOKA YECTOTA Ha IrojIsiM HJIH
HEroAaM KIHHHUYHO 3HAYHKM KPBBOKWIJINE.

Bapodapus
IIpeMHHABAHETO OT JeyeHHe ¢ aHTaroHucra na Butamun K papdaput (INR 2,0 no 3,0) kbM jiedeHue ¢
pusapokcabaH (20 mg) wim ot puBapokcaban (20 mg) xem Bapdapus (INR 2,0 no 3,0) nosurasa
ChOTHOLIEHUETO pOTpoMOUHOBO BpeMe/INR (HeonnacTun) nopeye 0T aAUTHBHO {BB3MOXHO € Jia ce
Halmonasar orgensy crofinocty Ha INR 1o 12), noxaro ehekTute no oTHomeHne ha aPTT,
HHXHOUPAHETO HA aKTUBHOCTTA HA (akTop Xa H MOTEHUHANA Ha CHIOTEHHHS TPOMOUH ca afUTHBHH.
[Ipu sxenanue aa ce uacneapar gpapMakoauHaMuuHuTe epekTH Ha puBapokcaban B NepUOJa Ha CMsHATA
Ha TepanHsITa MOTaT A4 C€ U3NOA3BAT MOKA3aTENIM KaTo akTHBHOCT Ha aHTH-(akrop Xa, PICT u Heptest,
MOHEXKE TE3IH TECTOBE HE Ce MOBJIMABAT OT Bap@apuH. Ha yeTBbpPTHSA ACH cnel mocneHara 103a
BapdapHH, BCHUkH noka3atend (Bki. PT, aPTT, unxubupase Ha aKTHBHOCTTA Ha (akTop Xa u ETP)
OTPa3sBaT EAUHCTREHO eeKTa Ha puBapoKcabaH.

[1pu xxenaHue 1a ce uzcnenBaT papMakoiuHaMHUHHTE edeKTH HA BapdapHH B MepPHO/Ia HA CMAHA HA
TepanuaTa MOXe Ja ce u3noiassa uimepeadeTo Ha INR npH Cyouen Ha puBapokcaban (24 yaca ciien
IpeAXOJHHA NPHEM Ha puBapokcaban), Thil KaTo TO3H NOKa3aTe)l C¢ NOBJIHARA B MHHMMAJIHA CTENEH OT
pHBapokcabaH B Ta3H BpeMeBa TOUKA.
He ¢ HabmoaaBano GpapMakOKHHETHYHO B3aUMOEHCTBYEE MEXTY BapdapiH H pHBapoKcadaH.

Wupykropu Ha CYP3A4
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EnHOBpPEMEHHOTO NPUIOKEHHE Ha puBapokcabaH i MolHus uaaykTop Ha CYP3A4 pudaMnuuus BoAK
1o okono 30% normkasane Ha cpennara AUC 3a puBapokcabaH € YCIOpEAHO HAMANABaHE HA
¢dapmakoauEaMuuHuTe My edekTi. ExHoBpeMeHHaTa ynorpe6a Ha puBapokcabaH ¢ Jpyrd MOIHH
HHAYKTOPH Ha CYP3 A4 (nanp. denutonn, kapbamaszenut, ¢penodbapOuTan HiaH KbJIT KAHTAPHOH
(Hypericum perforatum)) cbIio MOXKe J1a JioBeie A0 HAMANEHH MJa3MEHH KOHLEHTPALUMH HA
puBapokcadaH. 3aToBa TpabBa Ja ce H30Arsa eIHOBPEMEHHOTO NPUIIAraHE Ha MOLUHH HHIYKTOPH Ha
CYP3A4, ocBeH ako DalMeHThT HE CE CJIeH BHHMATENHO 3a 0ele3d U CHMNITOMH Ha Tpombo3a.

ﬂ PYT'Y CHIBTCTBALIY TCpAINHH

He ca nabmonaBany KNMHAYHO 3HAYHMK PapMAKOKMHETHYHH HIH (papMAKOAHHAMHYHHA B3AUMO/CHCTBHS
NpH €AHOBPEMEHHO IIPHIIOKEHHE HA pUBapokcaban u Mugazonam (cydecrpat Ha CYP3A4), AurokcHH
(cyoctpar Ha P-gp), atopeactratus (cy6erpar Ha CYP3A4 u P-gp) uni omenpaszon (MHXHOUTOD Ha

NPOTOHHATA NoMIa). Pueapokcaban HHTO HHXHOHPA, HHTO HHAYIMPa HAKOS OT OCHOBHUTE H30(OpMH Ha
CYP, nanpumep CYP3 A4,

He ca Ha0/MmopaBaHu KIHHHYHO PENECBAHTHY B3AUMOJIEHCTRYS ¢ XpaHu (B, Touka 4.2).

JlabopaTopHy nokasarteny
Koarynauvonnate napamerpu (Hanp. PT, aPTT, HepTest) ce noBMUSBAT CIOpe]] 09aKBAHHUSITA C OrJIe Ha
MEeXaHH3Ma Ha ICHCTBHE Ha pUBapokcabaH (BXK. Touka 3.1).

4.6 Depruaurer, (peMEHHOCT B KhpMene

bpeMeHHOCT

besomacHOCTTA M e(pUKaCHOCTTa Ha puBapokcabaH rpu GpeMeHHH )KEHH He ¢a YCTaHOBEHH.
[IpoyusanHsTa NpH XHBOTHH NOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (Bx. Touka 5.3). [lopanu
MOTCHLUHANHATA PENPOAYKTHBHA TOKCHYHOCT, NPUCHIUHS PUCK OT KbPBEHE ¥ JAHHHUTE, NOKA3BAlIH, Y&
puBapoxcadaH npeMuHasa npes nianexrara, KapaaTykcan e npOTHBONOKA3aH NO BpeMe Ha OpeMeHHOCT
(BX. TOUuKa 4.3).

XKenute ¢ aeTepoaeH noreHuHal TpadBa qa u3BATBaT Na 3a0peMeHABAT 10 BpeMe Ha JIEUEHHETO C
pHBapoOKcabaH.

KbpMmetie

beronacHOCTTa B eDHUKACHOCTTA HA pUBapoKcabaH IIpH KbPMEILH KEHH He Ca yCTaHOBEHH. 11poy4BaHHATa
pH JXKMBOTHH MOKA3BAaT, Ye pHBapokcaban ce cekpeTupa B MaakoTo. [1o tazu npuunHa Kapjarykcad €
MPOTUBONOKA3aH B Nepyo/a Ha KbpMeHe (Bx. ToUKa 4.3). Tpabaa Aa ce B3eMe pelueHHe JajH 14 ce
MPeYCTaHOBH KbPMEHETO HJIH Ja Ce MPeyCTaHORH/Aa He ce MPHIOKH TepanuaTa.

DEPTUNUTET

He ca npoBexzann xoHkpeTHE npoyuBanus ¢ pHBapokcaban npy Xopa 3a OlicHKa Ha epeKTHTE Ho
OTHOWEeHHE Ha epTunuTeTta. [IpH eaHo npoy4yBaHe 1O OTHOLIEHHE HA QEPTHIIHTETA NPU MBKKH U
)KEHCKH IUIBXOBE He ¢ca HabnmoJaBaHn edekTH (BX. TO4Ka 5.3).

4.7 EdexTn BLpxy cnoco6HocTTa 32 ImodHpane H pabora ¢ MAITHHH

PuBapokcaban noBnusBa B MaJIKa cTeneH cnocoBHOCTTA 3a IwodHpane H paboTa ¢ MALLIMHH.
ChOOIICHHS 33 HEXKENAHH PeaklMH, KaTO CHHKOMN (YeCTOTa: HEYECTH) H 3aMasHOCT (4eCTOTa;
TOUYKa 4.8).
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IlaumeHTHTE, IPH KOHTO CE Pa3BUAT TE3H HEXCNAHH PEeaKLIMH, He TpA0Ba Aa modupar ung paboTar ¢

MAaILlIMHH.

4.8 Hexenans JJeKAPCTBEHH peaKIuu

PesioMe Ha npoduiaa na HesonacHocT

bezonacHocTTa Ha puBapoxcalaH e npoy4eHa B TPUHAJECET OCHOBHH Npoyusanus da3sa III (px. Tabauna

).

0610 69 608 Bp3pacTHY MaUueHTH B AeBeTHANECET MpoyuBaHus da3za IIl u 488 neqMaTpuiHyu NALHEHTH B
ABe npoy4saHHg (pa3a Il u aBe npoyusanns ¢asa Il ca ¢ excno3niua Ha puBapokcabaH.

Tabauua 1: bpok npoyveHH nanueHTH, 00112 JHEBHA 1032 H MAKCHMAIHA NPOABJKHTETHOCT HA
JICYCHHETO NPH NPOYYBAHUA [PH Bb3PACTHH H NEAHATPHYHH maxueHTH dpasa 111

arepoTpOMOOTHYHH CHOUTHS [IpH

MalUEHTH CAEl OCTBP KOPOHApEeH
cunzpoM (OKC)

CLOTBETHO, MPHJIOKEHH
€/HOBPEMEHHO WITH 3a€THO
¢ ACK, nmu ¢ ACK mnoc
KJIOTTHAOIPEN UITH
THKJIONWIHH

IMokazanue bpoii O0ma qfHeBHA 1032 Maxkcamainna
NAMHEHTH® NPOXL/IKHTEITHOCT
HA JICYEHHETO
[TpodmakTHKA Ha BEHO3EH 6,097 10 mg 39 nHu
TpoMboembonu3sM (BTE) npu
Bb3PACTHH NALHCHTH,
MOAJOKEHU Ha MIAHOBO CTABHO
IpoTe3nupaHe Ha TasobexpeHaTa
HJIM HA KOJIAHHATA CTaBa
Hpodunaxktuka Ha BTE npw 3,997 10 mg 39 nHw
HEXUPYPruYHH NaLUCHTH
JleueHue Ha ABNOOKA BEeHO3HA 6,790 Heu 1-21: 30 mg 21 meceua
TpoMbo3a (JIBT), 6enoapoben Hen 22 u caen toBa: 20 mg
em6onu3nM (bE) 1 Cnen Hail-manxo 6 Mecela:
NpoQHUNAKTHKA Ha PEUHAHBH 10 mg wim 20 mg
Jleuenne na BTE n 329 Jl03a, kopurupana cnopes | 12 meceua
NPOQUIAKTHKA HA PELHIHBH KA TEJIECHOTO Terno, 3a
BTE nipn noeopoaesHu Ha MMOCTHIaHE HA eKCITO3HIIHA
TEPMHHA H Jelld Ha Bb3pacT Hoj KaTo Ta3u, HabaonasaHa
18 roguHu cnex 3anodBaHe Ha TIPH Bb3PAacTHH, JEKYBaHH
CTAHZAPTHO AHTHKOAry TAHTHO 3a [IBT ¢ 20 mg
NCHEHHE. puBapokcabaH eJIHH BT
AHEBHO
[IpodunakTika Ha HHCYNT U 7,750 20 mg 4] Meceua
CUCTEMHA eMOONUSs npu
MAIMEHTH ¢ HEKJIAHO
NPeACLPAHO MBXICHE
[IpodunakTHka Ha 10,225 5 mg wmm 10 mg 31 Mecena
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[IpodunakTika Ha

aTepoTPOMOOTHYHH CHOUTHA Npy
nmaunentn ¢ KAb/TIAb

18,244 5 mg, npunoXKeHH 47 meceua
egHoBpeMeHHO ¢ ACK unu
10 mg caMOCTOSATENHO

3,256%%* 5 mg, NpHIOKEHU 42 meceua
enHoBpeMeHHO ¢ ACK

% %

[TauneHTH, KOHTO ca OGUNH CKCNOHHPAHHW Ha OHE efHa 032 pHBapoKcabaH
Ot npoyyBaneTo VOYAGER PAD

Haii-yecTo chobiaBainTe HEXENAHH PEAKIHH [IPH MAUUEHTH, KOUTO ITOJNy4aBaT puBapokcaban, ca Ounu
XeMoparuu (BX. Touka 4.4 u ,,Onucanne Ha u3bpaHH HexxenaHu peakuu” no-aony) (Ta6avua 2). Hait-
YeCTO ChOOLLABAHKHTE XEMOparuu ca emucTakcuc (4,5%) u KbpBeHe B CTOMALIHO-YpeBHEA TPAKT (3,8%).

Tabnuna 2: Yecrora Ha cLOMTHATA HA KbPBEHE* H AHEMHS NPH NANHEHTH ¢ eKCIIO3HIHS HA
PHBapoKcadan B 3aBbPIIMJAHTE NPOYYBAHHA NPH BL3PACTHH H NEIHATPAYHH nauMeHTH ¢a3a 111

Iloxazanne

BeakaksB THO KbpBeHe

AHemMHuH

[IpodrnakTnka Ha BEHO3EH
TpomboeMbonussM (BTE) npu
Bb3PACTHH NMAHEHTH, MOJANOXKEHH
Ha [LIaHOBO CTaBHO NPOTEINUpaHE
Ha Ta300eapeHaTa UM Ha
KOJIAHHATA CTaBa

6,8% OT nauMeHTHTE

5,9% oOT malHeHTHUTE

[Ipodmnaxtika va BTE npu
HEXHUDYPrUYHH NALKHEHTH

12,6% OT alMEHTHTE

2,1% OT IalHEHTHTE

Jleyenue ua JIBT, BE u
npohUaKTHKA Ha PEITHAWBH

23% OT NAHEHTUTE

1,6% OT nauHeHTHTE

Jleuenne Ha BTE u npodunakruka
Ha peunausy Ha BTE npu
HOBOPOJEHH HA TEPMHHA U JicLA
Ha BB3pacT mox 18 roguHmn crex
3all0YBAHE HA CTAHAAPTHO
AHTHKOAryJIAHTHO JICUECHHUE.

39.5% OT naLHeHTHTE

4.6% OT nalHeHTHTE

HpopunakTHKa Ha UHCYIT H
CHCTEMHa eMOOJIHS [IPH TIALlHEHTH
C HEKJIAITHO NPEACRPAHO MBXKAEHE

28 ua 100 naiyjueHTOrOAMHU

2,5 Ha 100 nagueHTOrOAHHYU

ITpodpunakTHka Ha
arepoTpoMOOTHYHH CHOHTHSA NpH
nauneHTd cnes OKC

22 Ha 100 nmauMesTOroAuHH

1.4 Ha 100 nauHeHTOrOMHMHH

[IpodunaxkTuka Ha

aTepOTPOMOOTHYHY CHOUTHS MPH
naunenTH ¢ KAB/TIAB

6.7 Ha 100 naryeHTOrOAUHH

0,15 "a 100 nayueHTOroAUHU**

8,38 Ha 100
#

NalnACHTOTOAHMHH

0,74 na 100

nauHeHToro,t:HHH***#

ok o

o o

Beyuku cuOMTHS Ha KbpBeHE OT BCHUKH NPOYUYBAHUSA ¢ puBapokcabaH ca cuOpaHu, JOKIaBAHH H

OHECHCHH.

B npoyusanero COMPASS ce nabaionaBa HHCKa 4€CTOTA Ha aHEMHA, Thil KATO € PUIIQ

CCIEKTHBEH OAX0/ 3a chOUpane Ha HeXKeNnaHd chOuTHA.

X

[IpHIOXKEH € CENIEKTHBEH MOAX0 33 chOHpaHe HeXkelaHu CLONTHA

Ot npoyusadero VOYAGER PAD
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CNHCHK HA HEXEJIAHH PeaKIHH B Ta0IMYEH BHA
UecToTHTE HA HEXKEJIAHHTE PEeaKiiHi, CBBP3aHH C pUBApoOKCcabaH, Py Bb3PACTHH W NEAHATPUUHH

nauxeHTH ca 00ob1eny B Tabanua 3 no-1oiy 0o CHCTeMHO-opraliy Kacose (o MedDRA) u no
yecTOTA.

B 3aBHCHMOCT OT 4eCcToTaTa TE Ce ONPEACIAT KaTo:

MHOTO uecTn (=1/10)

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

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

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

MHoro penk (<1/10 000)

¢ HEM3BECTHA 4YeCTOTA (OT HAJIMYHKUTE AAHHU HEe MOXe /ia ObJIc HanpaBeHa OLEHKA)

Tabauna 3: BcutkH HekelaHH peaKIHH, ChO0IEHH IPH Bb3PACTHH NAWHEHTH B KJIHHAYHH
npoyuBanus Ppaza Il uan npu nocrmapkeTHHroBa ynorpeta* u B ABe npoyusaHus ¢asza I1 u ase
npoy4usanud ¢asa Il npu meanarpHIHE MATHEHTH
YecTH Hevectn Peaxn

C Hen3BeCTHA
YyecToTA

Muoro peaku

HapymeHss Ha KPLBTA H JIKM(QHATA CHCTeMA

AHemus (BK. TpombouuTo3a
ChOTBETHH (BKN. NOBHILIABaHE
1a0opaTopHu Ha Opos Ha
ApPaMeTpH ) TpoMGoLHTHTE )",
TPOMOOIUTOIISHHS

HapylmieHHA HaA HMYHHATA CHCTEMA

AnlepruuHa AHapHIAKTHYHH
peakuus, pPeaKuHH,
aJlepruyex BKIHOUHTENHO
AEPMaTHT, aHa¢pHIaKTHYECH
aHrHoeseM H [LIOK

aJlepruy€cH OTOK

HapyitenHs HA HEPBHATA CHCTEMA

3amMasHOCT, Mo3bueH U

riaBodonue BBTPEUCPEIICH
KPBLBOK3JIHBE,
CHHKON

Hapyulesns Ha ouHTe

OuenH
KPbBOWU3JUB
(BKIL
KOHIOHKTHBAJICH
KPBBOU3JIKB)

CorpAeuYHH HApYICHHH

Taxukapnus
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YecTR

Hedectn

Peaxu

MHuoro peakn

C HeH3BeCTHA
yecToTa

CpA0BH HAPYIIEHHS

XHUMOTOHHUA,
XEMAaTOM

PecnHPATOPHH, TPHAHH H MEIHACTHHAJHH HAPYIICHHS

Enucrakcuc,
XEMOTITH3HC

EosuHogunHa
MHEBMOHHUSA

CToMAalIHO-YPEeBHH HAPYIRICHHS

KnpBeHe ot
BEHLHTE,
CTOMALLIHO-
YpeBHUA TPAKT
(BKJ1. PEKTANTHO
KbpBEHE),
CTOMAILIHO-
YUpEBHU H
aboOMHHAJIHH
00JIKH,
IHUCNENnCHA,
rageHe, sanex?,
AMAPHSA,
MOBPBIaHe”

Cyxorta B yCrara

XenaToOHJIHAPHH HAPYILICHHSA

[lopuiiagane Ha | YepHoapoOHo Kenrenuua,
TpaHCAMHHA3UTE | YBpPEkKIAHE, ([OBUIIEHU
[IOBHIUCH CTOHHOCTH Ha
OunupyOuH, KOHIOTHPaHHA
MOBUIIICHA OMnUPYOHH (CBC
alKalHa uiu 6e3
tbocharaza B ¢IHOBPEMEHHO
KpHBTa®, MOBHMILIABAHE HA
nopuiiena GGTA | ALT),
X0JIeCTasa,
XenaTuT
( BKNIFOYHTETHO
XenaToLe/yJapHo
yYBpekaHe)
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Yecn HeuecTHn Penxnu MHoro peakn C Heu3BecTHa
HeCTOoTA
HapymeHds Ha KOXATa H NOJKOMHATA THKAaH
Copbex (B YpTukapus Cuuapom Ha
HEYECTH CIyyYau Stevens-
Ha Johnson/Tokcuuna
reHepanH3upan enuacpManHa
cbpbex), 00pHB, HEKPOJIH3a,
EKXHMO3H, DRESS cuHapoM
KOXHH H
TIOAKOMKHH
KPbBOHZJIHBH
HapymieHHA HA MYCKYJIHO-CKEJIETHATZ CHCTEMA H CHeHHHATEIHATA ThKAH
bonka B XemapTposa KpbBOU3NIHE B KomnapT™MeHT
Kpaitnuiure” MYCKYT CHHAPOM B
pe3ysiTar Ha
KBPBEHE
Hapyuwienys Ha 6b0pensTe H NHKOYHHTE MHTHIA
K®pBeHe or bubpeuna
YPOTe¢HHTaHHUS HEAOCTATHYHOCT/
TpaKT (BKN. octpa OpdpeuHa
XeMaTypHs H HEeJA0CTATBUHOCT
MeHoparus®), B pe3y/ATaT Ha
O0BOpeuno KbPBEHE,
yBpexaaHe (BK. AOCTATb4HA Jla
NOBUIIICHUE HA Mpean3BUKa
KpEeaTHHUHA U xunonepdysus,
MOBHILICHUE HA HedponaTHs,
ypesaTa B KpbBTA) CBBpP3aHa C
AHTHKOAryJIAHTH
O01un HapyIIleHHsI B ePEKTH Ha MSCTOTO Ha IPHJIOKEHHE
[Topuiuena Hepasnonoxenue | Jlokanuzupas
TeMneparypa’, (BKIL OTOK?
nepudepeH OTOK, | NPHIOILABAHE)
MOHMX€EeHa 001a
CHJIA U
eHePrHYHOCT
(BKA. yMOpa U
ACTEHHA )
Hzcneasanan
ITosumena LDHA,
OBHUIEHA
THnasa’,
MOBHIICHA
ammnaza’
HapaHaBaHHA, OTPABAHHA H YCJI0XKHEHHN, BE3HHKHAJH B pe3yJITAT HA HHTEpB
KbpBeHe cren CsJlioBa
HAKAKBA NICEBAOAHEBPH3IMA"
npoueaypa (BKJL.
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YeerH Hewecrn Peaks Mmuoro peaku C HensBecTHA
4ecToTA

NoCTONEPATHBHA
aHeMUS 1
KbpPBEHE OT
paHa), KOHTY3HUA,
CEKpeLHS OT

paHH”

A:  nabmopasasy npu npounaxkTHka Ha BTE npu Bp3pacTHH NauHEHTH, DOAJIOKEHH HA NAAHOBO
CTaBHO NpPOTE3UpaHe Ha Ta3z00eapeHaTa UAH KOISHHATA CTaBa

b:  nabmopasanu npu nevyenre Ha JIBT, BE unu npodunaxruka 5a pelHAHUBH, KATO MHOTO YECTH IIPH
WEHH <535 rogHHH

B:  Ha0mopaBaum kato HEYeCTH IpH NPOMPHIAKTHKA HA ATEPOTPOMOOTHYHH CLOHTHS NMPH MALUEHTH
caen OKC (cnen nepkytaHHa KOPOHapHA HHTEPBEHI[U)

* [IpnoxeH € npeABapHTeHO ONPEAC/IeH CENEKTHBEH NOJX0] 3a ChOHpaHe Ha HEXKenaHu ChbOUTHA B
u30panu npoyusaHua daza II1. YecToTara Ha HEXENAHHTE peakLIHU HE € YBEJIHYEHA H HE €
YCTAHOBEHA HOBA HEXKEIIAHA IEKaPCTBEHA PEaKIUA CJie] aHAJIN3 Ha TE3H MPOYYBaHHUA.

Onucanye Ha M3OpaHy HEXKENAHW PEaKLIUH

Hopagu hapMakonmorsuH1s My MEXaHu3bM Ha AeiicTue, ynotpebara Ha pusapokcabad Moxe na 6b1¢e
CBbP3aHa C IIOBHIIEH PHUCK 34 OKYJITHO HIIH SIBHO KbPBEHE OT BCAKA ThKaH HIIM OpraH, KoeTo O MOIJIC Aa
A0BEAE A0 MOCTXEMOparnyda anemus. [IpusHauute, CHMITOMUTE H T€KECTTa ( BKJIKOYHTEIHO fE€TaeH
H3XOJ) LIe 3aBHCAT OT JOKAIH3AIHATa M CTENICHTA WK 06eMa Ha KbPBCHETO U/HIM aHEMHSTA. (BXK. TOYKa
4.9 ,Ilopenenue npH KbpBeHe™). B KIMHUYNKUTE IPOYUBAHHS JIMTABHUHO KbpBeHeE (T.€. OT HOCa, BEHLUTE,
CTOMAIUHO-YPEBHHS TPAKT, THKOYO-NONOBHSA TPAKT, BKIIOUHTENHO aOHOPMHO BarHHAIIHO HJIH YBEJIHYCHO
MEHCTPYAIHO KbPBEHE) H aHEeMHS ce HaONK0aBaT Mo-4ecTo IpH ALJroCpOUYHO JIEUeHUe C pUBapoKCcadbaH B
cpaBHeHHE ¢ aeyeHHe ¢ ABK. Io Ta3u ripHunHa, B JOMBJAHEHHE KbM aZICKBATHOTO KIIHHHYHO
HaOmoaeHue, NadopaToOpHO U3CHeABaHE HA XeMOrioOnna/xemMatokpuTa 01 Morio Aa 6bje oT nojsa 3a
OTKPHBAHC HA OKYJITHO KBPBCHE U 3a OTPEACIISIHE HA KTHHWYHATA 3HAYUMOCT Ha ABHO KbPBEHE, 110
MpelcHKa cnopes ciay4as. Bb3MOKHO € pUCKBT OT KbpBEHE Aa Ob/ic MOBHILICH NPH ONPESACICHH I'PYNH
MallHeHTH, HATIPHMED MALMEHTH ¢ HEKOHTPOJIMPAaHa TEXKa apTepHania XUIepTOHUA U/ UK Ha
ChII'bTCTBANA TEPAIHS, KOATO MOBRJIHABA XEMOCTa3ara (BX. Touka 4.4 | PHCK OT Xemoparus™). Br3MOXKHO €
MEHCTPYAJIHOTO KbPBEHE Ja € NO-CHIHO H/HWIIH NO-NPOIh/DKUTEIIHO. XeMOParHiHUTE YCIKHEHHA MOFaT
12 ce NMPOoABAT KaTo cnadoct, OneJHOCT, 3aMasHOCT, I'1aBO0ONIHE UM HEODACHUMH OTOLM, AMCIHES H
HeoOsACHUM 1UOK. KaTo pe3ynrar oT aHeMHATa B HAKOH CIy4dal ca HabMm0IaBaHH CHMIITOMH Ha CbpACUYHA
HCXEMHA, KaTo DONKa B MBPANTE HITH CTEHOKAPIHSL.

MMa ¢h0o0LIeH S 32 H3BECTHH YCIIOXKHEHHS B PE3YJITAT HA TEKKO KbpPBEHE, KATO KOMNAPTMEHT CHHAPOM H
OBbOpeUHa HEAOCTATHUHOCT B PE3YATAT HA XUNONEpPy3HA, WM HedponaTHs, CBhp3aHa ¢
aHTHKOAryJaHTH, NpK U3NON3BaHe Ha puBapokcabaH. o Ta3u npHuMHA BEPOATHOCTTA OT KbpBEHE Tpa0Ba
Ja C€ UMa NMPEIBH/ TIPH NPEUEHKATa HA ChCTOAHHETO Ha BCEKH MALMEHT, KOHTO € MOAMIOXKEH Ha
AHTUKOAryJIaHTHO JICYCHHE.

CrobiLaBane Ha IOA03UPAHH HEXKENAHK PeaKliiH
Cro0611aBaHeTO Ha NOAO3UPAHH HEXENAaHH peakiiMM Ciiel paspeilaBade 3a ynorpeba Ha Jiek
MPORYKT € BaXHO. T0oBa n03B0JIABA Aa NPOALIDKH HabTIOASHHETO Ha CHOTHOLLIEHHETO MO
NEKapCTBEHHA NPOoAYKT. OT MEAKUMHCKHTE CNCLHAMCTH C€ H3HCKBA Jla ChO0ILIaBaT BCA
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4.9 IIpepo3upane

Hma croDIIeHHA 32 peikH cayyan Ha npeaosupase 10 1 960 mg. B cnyuait Ha npeno3dpaHe, NAlHEHTHT
TpsAdBa Ja Obae HaOMONABAH BHUMATE/IHO 34 YCAOKHEHHUS, CBBP3aHH C KEPBEHE, HIH APYTH HEXEIaHu
peaxuuu (Bx. Touka ,[ToBesenve npu kspene”). [Mopaau orpaHHyeHaTa abcopOiHa ce o4aksa edexT Ha
HacHiaHe 6e3 JOMbJIHHTENHO IOBHIABAHE HA CPEIHATA I1J1a3MEeHA EKCIIO3HUMA [IPH CYNPaTepaneBTHYHH
1034 pHBapokcaban ot 50 mg HIIH MO-BHCOKH.

CoinecTByBa cnequdu9eH aHTaroHUCT (aHaekcadeT anga) 3a o0priiane Ha GpapMakoAMHAMUYHASA eQeKT
Ha pHBapokcabaH (BX. KpaTKaTa XapakTepUCTHKA Ha NPOAYKTA, ChIbpiKalll aHASKCAHET anda).

B cnyuau Ha npeno3upane Ha puBapokcabaH MOXE Ja ce HMa NMpeIBMJ] H3MON3BAHETO HA AaKTHBEH BBIVIEH
3a HAMaJIABaHe Ha abcopOuuara.

IToBeaeHNE NPU KbPBEHE

AKO MPH NALIHEHT HA JIEUCHHE ¢ puBapoKcabaH ce pa3BHe CBbP3aHO ¢ KbPBEHE YCIOKHEHHE, CNCABALIHAT
npHeM Ha puBapokcabal TpsabBa [1a ¢ OTIOKH HAH NeYSHHETO TPAOEA J1a CE MPEKPaTH, aKO €
HeoOxoauMo. PuBapokcaban HMa omy:kMBOT oT okoo 5 10 13 yaca (Bx. Touka 5.2). [foBenenuero
TpsAOBa 14 € UHANBHAYAIH3UPAHO B 3aBUCHMOCT OT TSKECTTA H JIOKANH3AINATA HA KpBBOU3NIHBA. Moxe
Ja ce H3MOA3Ba NOAXOAALIO CUMIITOMATHYHO JIeYeHHe, KATO Halp. MEXaHHYHA KOMIIPCCHA (Harp. NpH
TEXbK EMUCTAKCUC), XHPYPrHYHA XEMOCTA3a ¢ NPOLESAYPH 3@ YCTAHOBABAHE HA KOHTPON Hal KbPBEHETO,
3aMeCTBaHe Ha oOeMa U MepKH 3a NMOAAbpPXKAaHE HA XEMOIHHAMHKATA, TIPETMBAHE HA KPbBHH NMPOJAYKTH
(EpHTPOLMTEH KOHUCHTPAT WU NPACHC 3aMpa3eHa NNasMa B 3aBHCHMOCT OT aCOIIHHpaHaTa aHEMHUs HIH
KOAryJjIONatTus) uau TpoOMOOLMTH.

AKO KbPBEHETO HE MOMKE Aa OBJE OBIAJSHO C TOPENOCOYEHUTE MEepkH, TpsOBa Aa ce 0OChAH NPHIAraHeTo
WM Ha CIEUMGUYHO CPeACTBO 3a MHXHOUTOP Ha thakTop Xa (aHaekcaHeT anda), KoeTo aHTATOHH3UPA
(hapMakoAMHAMHYH WA eEKT Ha puBapokcabaH, Wik Ha CAelU(UYHO [IPOKOAryJIaHTHO HEYTPAIH3UPaLLo
CPEACTBO, KAaTO KOHIUEHTPAT Ha npoTtpoMbuHoBHs koMmieke (KITTK), akTHBUpaH KOHLEHTPAT HA
npoTpoMOKHHOBHS koMIuteKe (AKIITK) unu pexombunanren daxrop VIla (r-FVl1la). KM MoMenTa obaye
KJIHHHYHHAT OIHT OT NPHAAraHeTO Ha TE3H NEKAPCTBEHH NIPOAYKTH IIPH NALUHEHTH, NOdyyaBally
puBapokcabaH, € MHOFQ OrpaHHueH. IIpenopbkara ce 0CHOBABA M HA ONPAHMYECHH HEKIHHUYHH NAHHH.
Moxe na ce oOMucIM MOBTOPHOTO NpuUJiarane Ha pekoMOuHaHTeH daktop Vila m mozarta TpAdBa Aa ce
TUTPHPA B 3aBHCHMOCT OT HAMAJBAHETO HA KbpBeHeTo. B 3aRHCHMMOCT OT BL3MOMKHOCTTA HA MSICTO, B
CIy4ad Ha MAaCHBHO KbPBCHE, TPAOBa fa ce 0OMHCITN KOHCYJITAIUA ChC CMEIHAIMCT 110 KOoary/jJalHOHHH
HapyuieHHs (BXk. Touxa 5.1).

He ce ouyaksa npotamMun cyadar 1 BuTaMHH K /1a MOBJIHABAT AHTHKOATyIaHTHaTa aKTHBHOCT HA
puBapokcadad. ONHTBT ¢ TPAHEKCAMOBA KHCENTHHA € OTPaHHYeH U JIMIICBA TAaKbB ¢ AMHHOKAIIPOHOBA
KHCEJIMHA U ANPOTHHHH NPH NALMEHTH, NoNyYaBaiiy puBapokcabad. HamMa HUTO BaydHH AOKA3aTeICTRA
3a O1aroNpHATHO MOBNHABAHE, HHTO OMHT OT H3MO/3BAHETO HA CHCTEMHHA XEMOCTATHK AE3MOIPECHH IIPH
MalieHTH, MoMyuasaiy pHBapokcabaH. [lopaan BMcokaTa cTeneH Ha CBbP3BaHe ¢ Ia3MEHHTE NMPOTCHHH
He c€ O4aKBa puBapokcadaH ia Moxe aa ObJe OTAEJIEH Ype3 NHANIN3A.

5. @GAPMAKOJIOT'MYHH CBOMCTBA
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5.1 @apMakoTHHAMHYHH CBOHCTBA

DapMakoTepaneBTHYHA rpyna: AHTHTPOMOO3HHN CPeACTRa, JUPEKTHH HHXHOUTOpH Ha (haxTop Xa, ATC
xoa: BO1AFO1

MexaHH3bM Ha AeHCTBHE

PuBapokcaban € BHCOKOCENEKTHBEH AUPEKTeH HHXHOUTOP Ha (dakTop Xa ¢ nepopanHa OHOHATHYHOCT.
Muxubupanero Ha (akrop Xa NpeKbCBa BLTPEIIHHA H BbHLICH T HA KOAry/1aLlHOHHATA KackaJa, KOETo
HHXHOHpa KakTo HPopMUpaHETO HA TPOMOMH, Taka H 00pa3yBaHeTo Ha TpoMOH. PuBapokcabaH e
HHXUOHpa TpoMOuHa (akTuBHpaH (akTop II) u He ca HabMAABAHH eeKTH BBPXY TPOMOOIMTHTE.

®apmakoAHHAMUYHH edeKTH

tIpu xopa ¢ HabmogaBaHo 3aBUCHMO OT A03aTa HHXHOHpaHe Ha dakTop Xa. [IpoTpoMONHOBOTO Bpeme
(Prothrombin time, PT) ce nonusBa 10303aBHCHMO OT pUBapokcabaH B TACHA BPb3Ka € NMIIa3MeHHTe
koHuUeHTpallHH (1=0,98), ako 3a Tecta ce u3nonzpa Heonnacrun. Jlpyru pearent 6uxa aajiy ApyrH
pesynrati. Otuntanero Ha PT Tpa0Ba aa crasa B cekyHaH, foHexke INR e kanMOpupaHo U BaMIHPAHO 32
KyMapHHOBH NIPOAYKTH M HE MOJXKE Ja CE nNpuJiara 3a Ipyrd autukoarynanti. 11pu mauseHTs, noAn0KeHH
Ha rQJIEMH OPTONCAHYHH onepauny, nepceutuamte 5/95 3a PT (HeomnactuH) 2—4 4aca cnea npueMa Ha
TabneTkara (T.e. KbM MOMEHTA HA MaKCHManeH edekr) ca B rpasHuuTe oT 13 10 25 cexyHaH (M3XOAHUTE
CTOMHOCTH MpEaM XMPYPruuecka HHTepBeHIus ca 12 a0 15 cekynau).

B xinHEKO-(HapMakonoruyHo NpoyYBaHe HA OOpaTHMHTE MPOMEHH BB (papMaKOIHHAMHKATA Ha
PHBapOKCabaH IIPH 3ApaBH Bb3pacTHH JOOPOBOJILH (n=22), € OI[eHABaH ePEeKTHT Ha €HHHYHH JO3H

(50 IU/kg) Ha nBa pazny4HH THNA KOHIEHTPAT Ha nporpoMbuHoBus koMmnneke (KIITK), 3-hakropeH
KOHHEHTPAT Ha npoTpoMOuHOBUA KoMIneke (daxrop 11, [X 1 X) u 4-akTopeH KOHLEHTpAT Ha
nporpoMGHHOBUs KoMInekce (paktopu 11, VI, IX u X). 3-pakTOpHHIT KOHLEHTPAT Ha IPOTPOMOHHOBHA
KOMIIIEKC € MOHKWIT CPEAHUTE CTOHHOCTH Ha NMpoTpoMOHHOBOTO BpeMe Ha HeomnacTHH ¢
npubnauzuTento 1,0 cekynaa B pamkute Ha 30 MUHYTH, B CpaBHEHHE C IOHHKABAHE OT IPHOJIU3HUTENHO
3,5 cexyH i HabnwaaBaHo ¢ 4-(hakTOPHUSA KOHIEHTPAT Ha NPOTPOMOMHOBHS KOMILIEKC. 3a CPAaBHEHHE,
3-(baKTOPHHAT KOHHEHTPAT HAa MPOTPOMOHHOBH KOMILIEKC € HMAT [IO-TOJSAM H M0-0bp3 061 edekT
BbPXY 00pATHMHUTE NPOMEHH B eHAOTEHHOTO 0BpasyBaHe Ha TPOMOHH OT 4-(DaKTOPHHSA KOHLIEHTPAT Ha
NPOTPOMOHHOBUS KOMILIEKC (B3, Touka 4.9).

AKTHBHPaHOTO NapUUaIHO TpomOonnacTuuoeo speMe (aPTT) u HepTest chIIO Ca YABDKEHH B
3aBHCHMOCT OT [103aTa, HO W3ION3BAHETO UM 33 OlICHKA Ha (hapMakoaMHaMMUuHHs edekT Ha puBapokcadaH
HE ce mpenopbyBa. HiaMa HeoGX0AUMOCT OT HabMIOAeHHE HA KOATyAUMOHHUTE MapaMeTpu No BpeMe Ha
JICUEHHETO € pHBapokcabaH B KIIHHAYHATA NPaKTHKA. BhIpeku TOBA, ako € KJIMHHYHO NMOKA3aHO, HUBATa
Ha pHBapOKCcabaH MoraT Jia ObJaT U3MEPBaHH C KATHOPHPAHH KOJHYECTBEHH TECTOBE 3a aHTH(AKTOp Xa
(BX. TOUKa 5.2).

Knugyuna epHKkacHOCT W 6€30nacHOCT
Hpoguraxmuxa na BTE npu ev3pacmuu nayuenmu, noOI0J’CeHN HA NAIAHOB0 CMABHG RPOME3UPAHe Ha
mazobedpenama uiu Ka KOISHHamMAa cmaeda

KiimHMunaTa nporpama 3a pusapokcalaH € ch3jajena ¢ Ien 1a Nokaxe edEKaCHOCTTa Ha prBapokcabaH
3a npounaxtika Ha BTE, T.e. npokCHManHK u aMcTanHu TpoM60o3u Ha AbiibokuTe Benu (JIB) u
benonpobHa embonus (bE) npu naunedTH, NOANOKEHH HA TONEMHE OPTOIEHYHU ONEPALK Ha AQ

TOTAJIHO CTABHO NPOTE3HPaHE HAa KOJBIHHATA CTaBa) €a MPOCIEACHH IPH KOHTPOIUPAHH, P
ABOMHO-CENIH KIWHUYHM npoyusaHus Paza III — nporpama RECORD.
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PuBapokcaban 10 mg enud msT JHEBHO, NPUIIOKEH HE IIO-PaHO OT 6 Haca cliel onepaluaTa, ¢ CpaBHeH C
eHokcanapud 40 mg eAMH LT JHEBHO, NPHIIOKeEH 12 Yaca npeam onepanusTa.
1lpn BcHuxHTe TPH U3NHTBaHKMA aza Tl (Bx. Tabnuua 4) pusapokcabaH BOAH A0 3HAYHTETHO HAMAJIABAHE
Ha o0wng 6poii Ha BTE (Bcakakeu JIBT, yctaHOBeHH upes BeHorpaus HiIH CHMNITOMATHYHO, HejleTalHa
BE n ¢cMbpT) H Opos Ha ronemu BTE (npokcumanta JIBT, veneranda BE u cMepT nopaau BTE),
NpeABapUTeNHO AePUHUPAHUTE MBPBHYHH H OCHOBHH BTOPUYHM KPAHHH TOYKH 33 e()HKACHOCT.
JOMBIHHTERHO IPH BCAKO €AHO OT TPUTE NMPOYYBaHHA YecToTaTa Ha cuMnTomathyHy BTE
(cumnromatuyna JIBT, weneranna BE, cmbpr, cBbp3ana ¢ BTE) € no-HHCKa B rpyHHTe NallMEHTH,
NEeKyBaHH C PHBAPOKCabaH, B CpaBHEHUE ¢ TPYNUTE NALUEHTH, JEKYBaHH C CHOKCAITAPUH.

OcHoBanaTa kpaiHa To4ka 3a 6e30nacHOCT (MACHMBHO KbPBEHE) € ChC CHIIOCTABHMA YECTOTA MPH
NMaluHEeHTUTE, JeKyBaHH ¢ puBapokcaban 10 mg, cnpamo edHokcanaput 40 mg.

Tabinua 4: Pe3syaTaTd 0T KIMHHYHH npoyuBaHus ¢aza III no oTHomenue Ha epHKACHOCT H

OezonmacHocT
RECORD 1 RECORD 2 RECORD 3
OdxBanara 4 541 naumenT!, NOLTOKEHH HA 2509 nanmenTH, noatoxkenn Ha 2 331 nauneHTH, NOJI0KEHH HA
MONyaa1He TOTANHA NVIACTHKA TA300€APEHATA | [ oon cog 0 oaoren Tat06e ApenaTa TOTAJIHA WIACTHKA KOJIAHHATA CTABA
CcTaBa cTaBa
Ilpunarana go3a u PuBapoxc  Enoxcamapu p Pupapokca® Enoxcanapuu p Pusapokcad Ewokcanapun
npoabIKHTEAHoCcT | aban H aH 40 mg enuH aH 40 mg enun
HA NCYEHHETO Cnejq 10 mg 40 mg eaun 10 mgenud BT AHCBHO 10 mgegud  TILT THEBHO
OTICPAIIHATA ¢NUY BT MbLT JHEBHO IBT AHEBHO 12+2 auu BT JHERHO 1242 nHK
JHEBHO 35+4 nuu 35+4 aun 1242 oHu
35+4 nuu
O6wo BTE 18(1,1%) 58(3,7%) <0,00t 17 (2,0%) 81 (9,3%) <0,001 | 79 (9,6%) 166 (18,9%)  <0,001
I'onemu BTE 4 (0,2%) 33(2,0%) < 0,001 6 (0,6%) 49 (5,1%) <0,001 | 9(1,0%) 24 (2,6%)
CuMITOMaTHYHH 6 (0,4%) 11 (0,7%) 3(0,4%) 15 (1,7%) 8 (1,0%) 24 (2,7%)
BTE
MacusHso kepeene | 6(0,3%) 2 (0,1%) 1(0,1%) 1 (0,1%) 7 (0,6%) 6 (0,5%)

AHanu3bT Ha 000OIEHHTE pe3ynTaTH OT NpoyUBaHuA ¢asza Il noTBbpKAABAT NAHHUTE, TTIOJNYYEHH OT
OTAEIHHTE NPOYUBAHHUA, N0 OTHOLLIEHHE HA HaMasBaHeTo Ha obuus 6po BTE, ronemu BTE #
cumnromati4Hn BTE mpu u3nmonisane Ha puBapokcaban 10 mg BeHBX JHEBHO, B CPABHEHHE €
eHokcanapui 40 mg euH 6T AHEBHO.

B nonbiHenne kbM nporpamara RECORD daza I1I € npoBeaeHO OCTMAPKETHHIOBO,

HCHHTEPBEHIMOHATIHO, OTBOPEHO KOXOPTHO npoyyBaHe (XAMOS) cpea 17 413 nauueHTH, NpeThpNElH
roJisiMa OpTOIEAHYHA OTepalils Ha TazobepeHaTa CTaBa UilH KOISHOTO, 32 Jia & CPaBHM pyuBapokcabaR ¢
APYTH PapMaKoIOrH4YHH aHTAUTPOMOOTHIM (CTAHJAPTHO JICUEHHE) NPH PealHd yCloBHs. CHMITOMATHYHO
BTE ce rabmonasa npu 57 (0,6%) B rpynara naugeHTH, JJEKyBaHH ¢ puBapokcaban (n=8 778) u npu 88
(1,0%) B rpynara maumeHTH Ha cTaHgapTHo nedcHHe (n=8 635; HR 0,63; 95% JIH 0,43-0,91); nonynauus
3a fe3omacHOCT). MacuBHM KpLBOH3MUBY ca HaGMoAaBadH 11pu 35 (0,4%) u 29 (0,3%) npu nayuBeHTH B
rpynuTe Ha puBapokcadan U Ha cranaaptro nevedne (HR 1,10; 95% JIH 0,67-1,80). CnenosareliHo,

PE3YNTATHTE Ca B CbOTBETCTBHE € PE3YITATHTE OT OCHOBHHTE PAaHAOMH3HPAHH NIPOYUBAHUA.

Jleyenue na /IBT, BE u npoguraxmuxa na peywousupauwu JBT u BE
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Kannudnara nporpama ¢ puerapokcadaH € MIaHHPaHa ¢ el 1a JEMOHCTPHpa e(PHKACHOCTTA Ha
puBapokcaban NpH HaAYaTHOTO U MPOALIKHTENHOTO Jieuerne Ha ocTpH JIBT u BE n npodunakTukara Ha
PELUIMBH.

Hap 12 800 natiuenTy ca NpoyUcHH B YSTHPH PAHAOMUSHPAHH, KOHTPOJIHPAHH KIIMHAYHH NIPOY4BaHns
paza III (Einstein DVT, Einstein PE, Einstein Extension # Einstein Choice) H AoNBJIHHTENHO € NPOBEAECH
nMpeaBapHTENHO AchuHMpan cOoper aHanu3 Ha npoyusaHuaTa Einstein DVT u Einstein PE. Obuwara
KOMOHMHHPAHA NMPOTBIKHUTEIHOCT HA JIeYeHHEeTO 33 BCHYKH Npoy4BaHus € A0 21 Mecena.

B npoyusanero Einstein DVT 3 449 nausents ¢ octpa JIBT ca npoyuesu 3a neucHuero Ha JIBT u 3a
npodunakTika Ha peudausupaiy IBT u BE (nauuventure ¢be cumnromatiuer BE ca naknoucHu o1
TOBa npoyuBaHe). [poabmkuTenHoCTTa Ha jie4eHHETO € 3, 6 unn 12 Mecena B 3aBHCHMOCT OT KIHHUYHATA
[IPeLieHKa Ha H3CAeAoBaTeNsl.

3a neHeHHETo npes mbpeuTe 3 ceaMutr Ha octpa /[BT ca npunarasu 15 mg puBapokcaban aABa mbTy
AHEBHO. CNe/| TOBA JIeUEHHETO NpoabmKapa ¢ 20 mg purapokcadbaH ¢IMH TbT AHEBHO.

B npoyusaneTto Einstein PE 4 832 naupentu ¢ octhp PE ca npoyuenu 3a neveHuero Ha bE u 3a
npopunakTaka Ha peuaauedpaiiy [IBT u BE. Ipoab/pkutenHoCTTa Ha AeueHHeTO € 3, 6 v 12 Mecena B
3aBUCHMOCT OT KJIMHMYHATA MPeleHKa Ha U3C/IeIoBaTes.

3a neyeHueTo Ha octsp BE npes nbpBuTe 3 ceAMuLHM ca nmpuaaraHn 15 mg pupapokcadaH ABa ILTH
AHEeBHO. CNen TOBa NEeYEHUETO npoabikasa ¢ 20 mg puBapokcadaH €IHH TbT JHEBHO.

W npu asere npoy4ysanus Einstein DVT u Einstein PE cpaBHUTENHOTO JieueHUE BKIKOYBA SHOKCATIAPVH B
NPOABILKCHHE HA TTIOHE 5 IHK B KOMOWHALIMA ¢ AHTArOHKMCT Ha BUTAaMHH K 10 MOCTHraHe Ha CTOHHOCT 34
PT/INR B TepaneBTHYHHTE I'paHuLil (>2,0). JIeyeHHeTo NpoaBIKABA C ARTATOHHCT Ha BUTaMHUH K, kato
fio3aTa My € Takasa, e croiinocTite 3a PT/INR aa ca B repanesTuuHuTe rpanuuy ot 2,0 no 3,0.

B npoyusanero Einstein Extension 1 197 naunents ¢ JIBT unn BE ca npoydenn 3a npogHiakTvika Ha
peuuausupaiiy JIBT u BE. [IpoabmkuTenH0CTTa HA NTeyeHueTo 00XBaILa OTBJARUTENHN 6 UNH

12 Mecelia MPH MAHEHTH, KOKTO €A MTPEeMUHAJIH KYPC Ha JieyeHHe oT 6 1o 12 Meceua Ha BEHO3EH
TpoMOOEMOONU3IEM B 3aBUCHMOCT OT KJIMHHYHATA IPeleHKa Ha u3cnenopaTens. CpaBHsBa Ce
puBapokcaban 20 mg BeHBXK JHEBHO C nJ1auebo.

Ipoyusanuara Einstein DVT, PE u Extension H3mon3ear eHH U CBILH NIPeABAPUTEIHO AePUHHPaHH
NBPBHYHH H BTOPHYHH PE3YATATH 32 ePpHKACHOCT. [IbpBUUHHAT PE3yNITAT 32 €PUKACHOCT €
CHMITOMATHYEH PELHAUBAPALL BeHO3eH TpoMDoemboan3zsM (BTE), neUHHpaH KaTO ChCTaBEH OT
peurausupaiia BT unn netaned wim Heneraned BE. BTopHyHUAT pesynTar 3a e(pHKacHOCT e
Aedurrpa kaTo cbyeTanke ot peuuaupupaina JBT, neneranen BE # cMBPTHOCT HE3ABHCHMO OT
IPHYKHATA.

B npoyusatie Einstein Choice 3 396 naunenTts ¢ notespaesa caMnroMatuuda JIBT u/unu bBE, kouro ca
3aBBPITHIH 6 10 12-MeceuHO aHTHKOAIry JAHTHO JICYEHHE, Ca NPOYYEHH 33 PodHUIIaKTHKa Ha jeTaneH bE
¥ HejaeTanuu cumnroMaTiunu ABT v bE. Tlauwentute ¢ nokazanue 3a npoaeiKUuTENIHO
AHTHKOATYJIAHTHO JIEYE€HHE C TePANICBTHYHA 1032 Ca H3K/KOUEHH OT NMpoyuBaHeTo. llpoabiokuTenHocTTa
Ha IEYEHUETO € 10 12 Mecela B 3aBHCHMOCT OT JATATa Ha WHAMBHAYANIHOTO paHioMHU3HpaHe (MeHaHa:
351 axu). PuBapokcaban 20 mg BeaHbk HEBHO W pHBapoxcabaH 10 mg Beinbx AHEBHO €A CPaBHEHH ChC
100 mg aneTHiICATHIIUIOBA KUCETMHA BEAHEX JHEBHO.

ITepBHUHKAT pe3ynTat 3a e(hHKACHOCT € CHMIITOMATHYEH peLHAHBHpaLL BEHO3eH TPOMOOeMOOIH3IbM
(BTE), nedmuupan kato cMecuuara ot pengausupaa IBT unu nerancH unu nenerasnen bE.
B npoyusareTo Einstein DVT (Bx. Tabnuua 5) ce nokassa, ue puBapoxcabaH e ¢ He no-main
eexTHBHOCT OT eHOKcanapuH/ABK 3a mbperuuHus pesynrar 3a ebukacHocT (p<0,0001 (Te
manka edextuBHoct); Koeduuuenr na Puck (Hazard Ratio, HR): 0,680 (0,443-1,042), p=
MpeBb3X0oACTBO)). [IperpapuTenHo neduHupaHa HETHA KIMHHYHA 11033 (ThpBHYEH pPeayla
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e(GHKACHOCT IKOC KPbBOU3IHBH) ce chobiana ¢ HR 0,67 ((95% JIU: 0,47-0,95), HoMuHaHa p-CTOHHOCT
p=0,027) B non3a Ha pusapoxcadban. INR croiiHOCTHTE ca B TepaneBTHUHKA AHaNa3oH cpenHo 60,3% ot
BPEMETO NPH CpeiHA MPOABDKHTEIHOCT HA AeyeHueTo oT 189 auH, U 55,4%, 60,1%, 1 62,8% 0T BpeMeTO
[IpY IPYIIHTE ¢ MJAHHPAHO JIeYEHHE ¢ IPOAbLIKUTEIHOCT CLOTBETHO 3, 6 ¥ 12 Mecella. B rpynara na
enokcanapun/ABK Hama scHa Bpb3ka Mexkay HUBOTO Ha cpeaHoTo eHTpaiHo TTR (Bpeme B TapreTeH
INR nuanason 2,0-3,0) npH TEpTHIIHTE ¢ €aHaKBB Pa3MEp H 4€CTOTATA Ha pelHAuBUpaLunTe BTE
(P=0,932 3a 3aumoaeiictue). B Hali-ropHus TepTHa no orHolueHke Ha neHTbpa KoeduuueHTsT Ha PHCK
(HR) npu pusapokcabaun cnpsmo eapgapud e 0,69 (95% OH: 0,35-1,35).

YecToTHTE 334 MbPBHYHKSA PE3yATAT 3a 6€30NacHOCT (PONEMH WIIH KTMHHYHO 3HAYHMM HETOJCMH

KPBBOH3IIMBH ), KAKTO H 32 BTOPHYHHS pe3yaTaT 3a 6e30nacHoCT (ToNeMH KpbBOUIIMBH), €4 CXORHU 32
JBETE TEPANEeBTUUHH I'PYIIH.

Tabnuna 5: Pesyiarrata 3a edukacHocT M GesonacHoct or ¢pasza Il Einstein DVT

IIpoyuBaHa nonyaanus 3 449 nauHenTH CbC CHMITOMATHYMHA OCTpa AbJ100Ka
BEHO3HA TpomM0O03a
o3a H NPOBLIKATEIHOCT HA PuBapokcaGan® Enokcanapun/ABK®
JNICYCHHETO 3, 6 numma 12 mecena 3, 6 nau 12 Mecena
N=1 731 N=1 718
CuMntomatiyeH peunausipain BTE* 36 51
(2,1%) (3,0%)
CuMntoMarnyes peudausupain BE | 20 18
(1,2%) (1,0%)
CUMNTOMAaTHYHA peUHINBHpAIIA 14 28
ABT (0,8%) (1,6%)
CumnromatuyHu BE u JIBT 1 0
(0,1%)
Jleranen BE/cmubpr, nipu xositone | 4 6
MOXeE Aa ce H3knoud bE (0,2%) (0,3%)
["osieMH WU KIMHHYHO 3HAYMMH 139 138
HErOJIEMH KpbBOU3/IHEBH (8,1%) (8,1%)
['oneMu KpbBOH3IHBH 14 20
| (0,8%) {1,2%)

a)  PuBapokcabaH 15 mg aBa mbTH AHEBHO 34 3 CeAMHLM, NOCAEABAHO OT 20 Mg €AWH IIbT AHEBHO
©6)  EHoxcanapuH 3a Haif-Manko 5 qHM, 3acTbheH u nocieasad ot ABK
* p <0,0001 (He no-Masnka e(pHKACHOCT 110 OTHOUIEHHE Ha npeaBaputeaHo onpeaeneH HR 2,0); HR:

0,680 (0,443-1,042), p=0,076 (ipeBb3X0ACTBO)

B npoy4saneto Einstein PE (zx. Tabnuua 6) ¢ 1¢MOHCTpHpaHO, Ue puBapokcabaH € ¢ He no-MajKa
eQUKAaCHOCT 0T eHokcanapun/ABK 3a nepeuyHrs pe3ynTar 3a edukacnoct (p=0,0026 (Tect 3a He no-
maska epukacHoct); HR: 1,123 (0,749-1,684)). [Ipenpapurenno aedpHHEpaHaTa HETHA KIIHHAYHA NON3a
(TBpBHYEH pe3ynTaT 3a e(PUKACHOCT IIIOC TOJEMH KPBBOH3IHBH) ce ¢hobmansa ¢ HR

0,849 ((95% JH: 0,633-1,139), HoMuuanza p-croituocT p=0,275). INR croifHocTUTE ca B TepaNeBTHYHHS
AMAIA30H CpeAHO 63% OT BpeMeTO MpH CPpeAHA NPOIBDKHTEIHOCT Ha ileueHHeTo oT 215 quu u 57%, 62%
U 65% OT BpeMeTO NPpH IPYNHTE ¢ IIAHHPAHO JIEUEHHE C [IPOABIDKHTETHOCT CHOTRETHO 3, 6 1 12 Mecerra.
B rpynara Ha eHokcanapuH/ABK HsaMa Acha Bph3Ka MEXKAY HHBOTO Ha cpeAHoTo ueHTpanHo TTR (Bpeme

BTE (p=0,082 3a p3aumonciicreue). B Hait-ropsus Tepiyi no OTHOLIEHHE HA UeHTHpa Ko
Puck (HR) npu puBapokcaban cnpsimo BapdapuH € 0,642 (95% IH: 0,277-1,484).
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YecToTHTe 33 MbPBUYHHS Pe3YITAT 3a 6€30nacHOCT (roJIeMH UAM KITHHHYHO 3HAa4HMMH HErONeMH
KPbBOH3IHBK) €2 MAJIKO MO-HACKH B IpynaTa Ha JieueHue ¢ pupapokcadan (10,3% (249/2 412)) B
CpaBHEHHE € Mpynara Ha nedeHue ¢ eHokcanapui/ABK (11,4% (274/2 405)). Uecrotara 3a BTOpH4HHA

pe3yaTaTt 3a 0e30nacHOCT (roJIeMH KPhBOW3/IHBH) € MO-HUCKa B IpynaTa Ha puBapokcaban (1,1% (26/2
412)) B cpaBHEHHE C rpynata Ha eHokcanapus/ABK (2,2% (52/2 405)) ¢ HR 0,493 (95% AH:
0,.308-0,789).

Taodauna 6: Pesyararu 3a epuxacHoct u He3onacuoct ot ¢pa3a III Einstein PE

IIpoyuBana monyanmus 4 832 nanuenTH ¢ ocTtpa cuMnromariuna bE
J{o3a u npoALIKMTEIHOCT HA | PuBapokcatan® Enokcanapun/ABK®
JIeYeHHEeTO 3, 6 i 12 Mecena 3, 6 nan 12 Mmecena
N=2 419 N=2 413
CuMmnroMaTHueH penuausupany | 50 44
BTE* (2,1%) (1,8%)
CUMIOTOMaTHYCH 23 20
peunausrpais bE (1,0%) (0,8%)
CUMIITOMAaTHYHA 18 17
peunauBupamia BT {0,7%) (0,7%)
Cumntomaruunn BE u 0 2
BT (<0,1%)
JleraneH BE/cMbpr, npH 11 7
KOSTO HE MOXKE JIa Ce (0,5%) {0,3%)
H3kmouu bE
["'oneMH UIN KTHHUYHO 3HAYMMH | 249 274
HEroNeMH KPbBOH3JIHBH (10,3%) (11,4%)
["'0o1eMu KpBBOH3THBH 26 52
(1,1%) (2,2%)
a) PuBapokcadan 15 mg 1Ba MbTH JHEBHO 3a 3 CeAMHIIH, ITocaeaBaHo ot 20 mg €OUH MbT JHEBHO
0) ExokcanapuH 3a HaW-MaJIKO 5 THH, 3aCTBIEH H nocaeapad oTr ABK

* p<0,0026 (He no-Manka epUKaCHOCT MO OTHOLEHHE Ha npegsapuTenHo onpeaenen HR or 2,0);

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

[IposeneH e nmpeasaputenno AepHHHpan 0000LLIEH aHATH3 Ha pe3yaTara ot npoyusBanusra Einstein DVT
u PE (Bx. Tabnuua 7).

Tabauna 7: Pesyarau 3a epukacHoeT H 6e3onacHocT OT cOopeH anaau3 Ha ¢ga3a Il Einstein DVT
H Einstein PE

[Ipoyusana nonyjanus 8 281 nanuenTa ¢ ocrpn camnromaTind ABT unu BE
71032 H NPOAL/KHTETHOCT HA | PuBapokcaGan® Enoxcanapua/SIBK®
JeYeHHeTO 3, 6 uan 12 mecena 3, 6 min 12 Mecena
=4 150 N=4 131
CHMOTOMATHYEH peluauBHpany | 86 95
BTE* (2,1%) (2,3%)
CumnroMaruyeH 43 38,
peuHauBHpalll bE (1,0%) (0,9%)
CHMIITOMATHYHA 32 45
peunausupaiia JIBT (0,8%) (1,1%)
Cumnromatvyvu BE u 1 2
OBT (<0,1%) (<0,1%)
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Jleranes BE/embpr, npu | 15 13
KOATO HE MOYXKE 1A Ce (0,4%) (0,3%)
H3KMoOYK bE
['oneMy UM KNTKHUYHO 3HAauMMH | 388 412
HETONEMH KPLBOHU3NIHBH (9,4%) (10,0%)
['oneMu KxpbBOHZIIHBH 40 72
(1,0%) (1,7%)

a) Pusapokcaban 15 mg aBa neTH THEBHO 3a 3 CEAMHIH, NocneBaHo o1 20 mg efuH MbT JHEBHO
6)  EdHoxkcanapud 3a Hail-MaJIko 5 quH, 3acTbieH ¥ nocneqead oT ABK

* p<0,0001 (e no-manka edprKacHOCT NO OTHOUWIEHHE Ha TipeaBapurtenHo onpeaeneH HR or 1,75);
HR: 0,886 (0,661-1,186)

I[IpeasapuTenHo aedmHMpaHaTa HETHA KIHHUYHA N0A3a (MbpBHYEH pe3yNTar 3a eQHKACHOCT IO
rojieMH KpbBOH3JIMBH) Ha cOOpHUA aHamu3 ce chodiasa ¢ HR ot 0,771 ((95% JIH: 0,614-0,967),
HOMHHaHa p-cToitHocT p=0,0244).

B npoyusaneto Einstein Extension (Bx. Tabamua 8) paBapokcaban npepn3xoxaa mianedo no oTHoUIeHHe
HA MbPBUYHHTE U BTOPHYHHUTE PE3YJITATH 32 €(DUKACHOCT. 3a MEPBHYHHMS pe3ynTar 3a 0e301acHOCT
(roieMH KpbBOH3IIHMBH) C€ YCTAHOBSBA HE3HAYMMO YHCIIEHO NO-BUCOKA YECTOTA [IPH MALIMEHTHTE HA
JieyeHHe ¢ puBapokcaban 20 mg el BT HAa ACH B cpaBHeHHe ¢ Maanc0o. BTOpUYHHAT pe3yTar 3a
0e30MacHOCT (TOJIEMH MM KIHHUYHO 3HAYHMH HEroNeMH KPhBOU3IMBH ) TOKa3Ba MO-BHCOKH YECTOTH MPH
NAlHEHTHTE, JIEKYBAHH ¢ puBapokcaban 20 mg e/MH LT JHEBHO, B CPABHEHHUE € MTauebo.

Tabauna 8: Pesyaran 3a edpuxacnoct 1 6ezonacHoct or ¢asa II1 Einstein Extension

Ipoy4yBaHa nonyJaanus 1 197 nauHenTH ¢a NPOAB/IKHIH JIeHeHHEeTO H
NpopHIAKTHRATA 32 pel{HTHBHPAIN BEHO3EH
TpoMG0oeMO0IH3BM
Jlo3a H NpoAL/KATENHOCT HA | PuBapokcaban® ILnanebo
JIeYeHHEeTO 6 nin 12 mecena 6 uau 12 Mecena
N=602 N=594
CuMnToMaTHyeH 8 42
penuaudpai BTE¥ (1,3%) (7,1%)
CuaMnToMaTrHyeH 2 13
peurauBupail bE (0,3%) (2,2%)
CuMiTtoMarHyHa 5 31
peunauBHpania [IBT (0,8%) (3,2%)
Jleranen bE/cMupt, nipu | 1 1
KOATO HE MOXKE 1A Ce (0,2%) (0,2%)
H3K1UH bE
["oneMu WK KIIHHHYHO 4 0
3HAUHMH HETOJICMH (0,7%) (0,0%)
KPbBOU3JUBH
['oneMH KpbBOH3HBH 32 7
(5,4%) (1,2%)

a)  Pusapokcabax 20 mg eaMH MbT AHEBHO
* p <0,0001 (nperwb3xonctso), HR: 0,185 (0,087-0,393)

B mpoyusanero Einstein Choice (Bx. Tabnnua 9) pusapokcaGad 20 mg u 10 mg npepb3xoxgs
aNeTHJICANUINI0BA KHCEIMHY MO OTHOIIEHHE HA MEPBUYHHA peayaTar 3a epukacHocT. OGO
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pe3ynTaT 3a 6e30nmacHOCT (CLOUTHSA Ha ro/IM KPBBOH3IIUB) € CXO/IEH MTPH NAlMEHTHTE, JIEKYBaHH C
puBapokcaban 20 mg 1 10 mg BeaHBK AHEBHO B CpaBHeHHE ¢be 100 mg aueTHACANHI[HIOBA KHCEIHHA.

Tabauna 9: Pesyatatu 3a epuHkacHocT H 0€30MACHOCT OT ¢rasa I Einstein Choice

IIpoyuBana nonyjJanus

3 396 naHeHTH ¢a NPOALIKHAH NPOPHIAKTHKATA 32

PEeIMIHBHPAIL BEHO3EH TPOMO0eMOOIHIbM

TepaneBTHYHA X033

PaBapoxcadan
20 mg BeAHLK
AHEBHO

N=1 107

PuBapoxkcaban
10 mg BeanbXK

JHEBHO
N=1 127

ACK
100 mg BeqHbLXK

AHEBHO
N=1 131

MenuaHa Ha

MPpOABLJLKHTCITHOCTTA HA
JNCUCHHUETO

| HHTEPKBAPTHACH JHANAB0H]

349 [189-362] Anm

353 [190-362] nuu

350 [186-362] anu

rojigM KpbBOU3JIHB (HETHA
KJIHHHYHA 10J132)

CuMrToMaTH4YeH 17 13 50

peunuBipan BTE (1,5%)* (1,2%)** (4,4%)
CuMnroMaTH4eH 6 6 19
peusauupal BE (0,5%) (0,5%) (1,7%)
CHMOTOMATHYHA 9 8 30
peungusupaina BT | (0,8%) (0,7%) (2,7%)
Jleranen BE/cmbpr, 2 0 2
MpU KOATO HE MOXke | (0,2%) (0,2%)
Ia ce u3Kkmo4u bE

CHMIITOMATHYEH 19 18 56

peunanBupail, BTE, (1,7%) (1,6%) (5,0%)

HH(apKT Ha MHOKapJa,

HHCYAT RIIU CHCTEMHA

eMb0us uW3BeH [|HC

["onemu KPBLBOUINHUBH 6 5 3

(0,5%) (0,4%) (0,3%)

KotHHMYHO 3HaUUMK 30 22 20

HErQJIEMU KPbBOU3/IHBH (2,7) (2,0) (1,8)

CaMnToMaTHuYeH 23 17 33

peunaueupaw] BTE wian (2,1%)" (1,5%)" (4,7%)

*

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

p<0,001(npeBp3X0nCTRO) pBapokcaban 20 mg Beanbx qHeBHO cipaMo ACK 100 mg Beanbx

¥ p<0,001 (npesb3xoacTso) puBapokcaban 10 mg Beaunx aHeBHo cnpsamo ACK 100 mg BegHbK

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

+ Pusapokcaban 20 mg segawx auesrHo cnpamo ACK 100 mg Begnbik aHesuo; HR=0,44 (0,27-

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

++  PuBapokcaban 10 mg BenHbx naeeno cnpsamo ACK 100 mg seansx querHo; HR=0,32 (0,18-

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

B noneaxenne kM nporpamara EINSTEIN daza 111, e nposelieno NpOCHEKTUBHO, HEHHTED
OTBOPCHO KOXOPTHO npoy4BaHe { XALLIA) ¢ nenTpanu3upana oueska, BKIIOYBAILO peuu,u
ronsMo KbpBeHE H CMBPT. S 142 namenTtu ¢ octpa JIBT ca BkmoucHH 3a npoyysane be '

pHBapokcabaH B JbATOCPOYEH ILUIAH B CPABHEHHE ChC CTAHAAPTHATA aHTHKOAryJIaHTHA THPE

KJIRHHYHATa npakTHka. CTOHHOCTHTE Ha ronamo kbpBeHe, peunansupait BTE # Bcaux
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CMBPT 3a pUBapokcadan ca 6unu crorBeTHO 0,7%, 1,4% u 0,5%. CoiuecTBYBAT PA3IMKH B OCHOBHH
XapaKTePHCTHKH Ha NALMEHTUTE, BKIKUUTENHO Bb3PacT, pak W 6s0peuHO yBpekaane. M3anosssan e
CTpaTU(GHUHPAH aHAJTH3 TI0 NPEABAPHTENHO ONMpeae/IeHH CTOMHOCTH 3a rPyNHpaHe HA H3MEPBAHUTE
OCHOBHM XapaKTEPHCTHKHU, HO BBIIPEKH TOBA OCTABALIMTE OTKIOHEHHA MOXE Aa NOBJIKAIT Ha
pesyitaTiHTe. Kopurnpanute HR, cpapnsABaius puBapokcabad H CTAHAAPTHO JCUEHHE, 32 TONIIMO
KbpBeHe, peuuausnpail BTE u BcHukH cy4an Ha cMbpt ca 6uan crotBeTHo 0,77 (95% JH 0,40-1,50),
0,91 (95% AU 0,54-1,54) u 0,51 (95% JIH 0,24-1,07).

Te3u pesynTaTh NpH NauMeHTH, KOMTO ca OUAH HaONIOZaBaHH IPH PeaJHH YCIIOBHS, €4 B CbOTBETCTBHE C
yCTaHOBeHHS Npogun Ha 6e30NacHOCT NPH TOBA MOKA3aHHUE.

B nocTMapkeTHHroBO HEMHTEPBEHIHOHANHO MpoyuBaHe npy noseye oT 40 000 nauuenTy 63 aHamuesa
3a pak, OT YeTHPH AbPAaBH, pHBapokcabaH e npeanucad 3a JeueHHe ik npogunaktuka Ha JIBT u bE.
YectoTrara HA cbOMTHATA HA 100 HaUHeHTOrOAUHM 34 CUMIITOMATHYHH/KIHHHYHO 3HAYUMH
BTE/TpoMboemOonuuuu ¢hOHTHS, BOACILIH A0 XOCMHTATH3aLH, ¢ B AHana3oH ot 0,64 (95% CI 0,40-0,97)
3a ObeauneHoTo KpancTteo po 2,30 (95% CI 2,11-2,51) 3a 'epmanus. Kopeere, xoeTo BoaH 20
XOCIUTANM3aLKs, HACTBIBA ¢ YecToTa Ha chOuTusata na 100 naurentoronuny 0,31 (95% CI 0,23-0,42) 3a
BBTpeuepeneH KpbBousnus, 0,89 (95% Cl 0,67-1,17) 3a cTroMalllHO-4peBHO KbpBeHe, 0,44 (95% C1
0,26-0,74) 3a yporeaurtanso kbpeede # 0,41 (95% CI 0,31-0,54) 3a apyro KbpBeHe.

[TanueHTH © BHCOKOPHCKOB TPOHHOMO3UTHBEH aHTH(HOCHONUITHACH CHHAPOM

B cnoHcopupaHo OT U3chienosaTens, paHAOMHU3NPAHO, OTBOPEHO MHOIMOLIEHTPOBO IIPOYYBaHE CBbC
3acJIeNeHa ONIEHKa HA KpaHHUTE TOYKH, pHBapokcabaH € cpaBHeH ¢ BapdapuH NpH NaLHEHTH ¢ aHAMHE3A
3a TpoM0DO3a, AHArHOCTHUMPAHH ¢ aHTHPOCHOTUNTHICH CHHAPOM H € BUCOK PUCK OT TpOMOOeMOOIHYIHH
CHOHTHSA (TIOJIOKHUTENHH NPH BCHUKUTE 3 aHTHHOCHONTHIMINH TECTA: AYNYCEH aHTHKOATYIaHT,
AHTUKApJUOJIMIHHOBH aHTHTENIA U aHTHTENa cpewty Dera-2-rnukonporerH ). [IpoyuBaHeTo € npekpaTeHO
MpeXAECBPEMCHHO cle BKIIOUBaHeTo Ha 120 nauueHTH nopaiH TBEpIAE MHOIO CHOUTHSA Cpel NAaLHEHTHTE
B rpynara Ha puBapokcaban. CpeaHoto npocneaspase € 569 nau. 59 nauMeHTH ¢a PaHAOMH3HPAHHY Ha
puBapokcaban 20 mg (15 mg 3a naupenTy ¢ kpeaTHRHHOB KIHpbHe (CrCl)<50 ml/min) u 61 Ha Bapdapun
(INR 2,0-3,0). TpomGoeMO0onuuHn ¢cHOUTHA C€ NpOSBIBAT NpH 12% OT NalMEHTHTE, PAHAOMM3HPAHH HA
prBapokcaban (4 HCXEMHYHH MHCYNITA H 3 MUOKapAHH wH(papkTa). He ca crofLiaBaHn Cu0UTHA NpH
NanMeHTH, PAHIOMHU3HPanu Ka Bapdapus. MacusHo kppBene ce nabmogasa npy 4-ma nanuents (7%) ot
rpynara Ha pMBapokcabaH u npH 2-ma nauueHTh (3%) ot rpynarta Ha BapdapuH.

llenuaTpyyHa nonyianys

EBponelckara areHUus no nekapcTsaTa 0CBODOKaBa OT 3aAb/DKSHHUETO 33 IPEAOCTABAHE HA
pe3yNTaTHTE OT MPOY4YBAHUATA C PECPCHTHHUS JEKAPCTREH NPOAYKT BbB BCUYKH NOATPYITH HA
NeAMaTpHYHATA MOMylauus Mpy npoduIakTiKa Ha TpoMOoeMOoIHYHY ChOUTHA (BXK. Touka 4.2 3a
HHQOpMaLMA OTHOCHO YnoTpeba B e uaTpHaTa).

3.2 (PapMAKOKHHETHIHH CBONHCTBA

AGcopbius
PusapokcabaH ce abcopbupa O6bp30, kaTo MakCHMaHMTe KOHLUEHTpauHu (Crax) c€ JocTHIAT 2-4 yaca
cliea npueMa Ha Tabnerkara.

[lepopannara abcopOuus Ha puBapokcabaH € IIOYTH ThJHA H MepopanHaTa OHOHANTHUHOCT € BUCOKA
(80-100%) 3a no3a ot 2,5 mg ¥ 10 mg, npueTa KaTo TabaeTKa, He3aBHCHMO JAIH NPHEMBT € H
WJId criell XpaHeHe. IIpHemMbT Ha puBapokcaban ¢ xpaHa He morausasa AUC Wi Cpax TpH
10 mg. PuBapokcaban tabsaetku ot 2,5 mg v 10 mg Morar zaa ce mpueMar ¢ uiu 6e3 xpa
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OMOHANHYHOCT U HAMAJISIBaHE Ha cTeneHTa Ha abcopOLuUATa NpH NOBHILABAHE HA A03aTa. ToBa € NO-CHIIHO
H3ABCHO HA IMaJHO, OT KOJKOTO ClieH npreM Ha XxpaHa. @apMakoKHHETHYHATA BApHaOHIHOCT Ha
puBapokcabal € yMepeHa ¢ BapupaHe Mexay otnenHute nanuenTd (CV%) B unrepsaia ot 30% no 40%,
OCBEH B JICHA Ha oNicpaTUBHATA WHTEPBEHIHA H Ha ClIABAlHA J¢H, KOraTo BapuaduIHOCTTA Ha
eKCIO3HLUATE € Bucoka (70%).

AbcopbunaTa Ha puBapokcabaH 3aBHCH OT MACTOTO Ha HEMOBOTO OCBOOOXJaBaHe B CTOMALIHO-4YPEBHHU S
TpakT. CrobuiaBa ce 3a 29% u 56% namanenie Ha AUC u Cra B CPaBHEHKE ¢ TAONETKA, KOraTo rpanynar
puBapokcabaH ce ocBOOOXAaBa B IPOKCHMANHHTE OTAEIH HA THHKUTE yepBa. EKCozHuMaTa ce HaMansBa
AOITBJIHUTENHO, KOraTo puBapokcadan ce ocBoOOK1aBa B IUCTATTHUTE OTACAH Ha THHKHATE YE€PBa UIIH BbB
Bb3X01AMO0TO Acheno uepso. [Io Ta3sn npHuKHA TpabBa Ja ce H3tATBa MPHIOKEHHETO HA pUBapokcadaH
AHCTANTHO OT CTOMAaxa, ThH KaTo TOBa MOXeE Ja IoBeAe N0 HaManeHa abcopbIiug M CLOTBETHO CBLp3aHa
EKCIO3ULMs Ha puBapokcabaH.

buoHaimmunoCcTTa (AUC M Crax) € G1nta cpasHuMa npu 20 mg puBapokcadaH, NpHIOXKEH NCPOPATHO KaTO
pasTpoiiieta TabneTka, pasMecena B SObIKOBO THOPE, UIH CyCeHJUpaHa BbB BOJa U IPHIIOKEHA Mpe3
CTOMAIIIHA COHJIa, NOCIEABAHO OT TCYHA XpaHa, B CpaBHeHuUe ¢ Ugiiara Tabnerka. Karo ce HMa npeaBuj
NpeIBUANMUSA, IPONOPLMOHANIEH HA 03aTa (DAPMAKOKMHETHUEH NPpodUI Ha puBapokcadaH, pe3yTaTiTe
3a OMOHANIMYHOCTTA OT TOBA [IPOYYBAHE BEPOATHO Ca NPUJIOKUMH 34 MOHIKABAHE HA JO3UTE Ha
puBapokcadaH.

PasnpeaencHue
CBBP3BaHeTO ¢ MJIa3MEHHTE NIPOTEUHH NPH X0pa € BUCOKO, okoio 92% no 95%, kato CepyMHHST

anOyMHH € OCHOBHaTa cBbp3BalLa ¢ppakuus. OGeMBT Ha pasnpeaeieHHe e yMepeH ¢ Vss pHOIH3UTEIHO
50 nutpa.

brotpanchopmaliusg # eIMMHHHDPAHE
Oxono 2/3 ot npanoxkeHara /103a puBapokcabaH ce noajiara Ha METabONMTHO pasrpakaAaHe, Cilell KOETO

MOJIOBUHATA Ce eNMMHHMPA TIpe3 6B6peuuTe, a Ipyrara nonoeuHa — ¢ exanuure. [ocnenuara 1/3 ot
NpHIOKEHATA 1034 C& H3JTbYBA Ype3 AUPeKTHA ObOpeuna eKCKpeUHs KaTO HEMPOMEHEHO aKTHBHO

BELIECTBO B YPHHATA, I'VIABHO Ype3 aKTHEHA ObLOpeuHa cekpellus.

PuBapokca0aH ce meradomusupa dpesz CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXaHH3MH.
Pa3rpaxxJaHeTo Ypes OKUCJIEHHE Ha MOp(hOIHHOHOBUS PafUKan U XHAPOJIN3aTa Ha aMHIHUTE BPb3KH Ca
OCHOBHHTE TpouecH Ha Ouotpancopmanus. Ot in vitro n3cieBaHNUs € U3BECTHO, Y€ pHBapokcabaH €
cyOCcTpar Ha TpaHCIOpTHHTE NpoTeutd P-gp (P-romkonporens) 1 Berp (MpoTeHH Ha PE3HCTEHTHOCT Ha
pak Ha [LpaaTta).

HenpoMeHenusT pusapokcaban e Hali-BaxHUST KOMIMIOHEHT B YOBELIKATA MJIa3Ma, 6e3 1a HMa ApyTrH
OCHOBHM HJIH AKTHBHH LHPKYIUpaIiy MetaboruTH. Che cHeTeMed KiupbHce okono 10 1/h pusapokcaban
MOKE JIa C€ KJIacCHQHLIMPa KaTO BEHIECTBO C HUCHK KIHPBHC. Cliel MHHTPABEHO3HO NPUI0XKEHHE HA 103a OT
1 mg eNMMHHALHOHHHAT NOJYKUBOT e okoJio 4,5 yaca. Cnell nepopanHo NPUIOKEHHE ETHMHHHPAHETO
CTaBa JIHMHTHPAHO OT CTENeHTa Ha abcopbuud. EnnmunupaneTo Ha pHBapoKcabaH OT nia3Mara HacTblBa
¢ TCPMHHAJICH NMOMYKHBOT OT 5 80 9 yaca npy Miaau HHAMBMAM 4 OT 11 10 13 yaca npH NaLKCHTH B
CTapy€cKa Bh3pacT.

CrieuHalHy nonynamnmH
Ilon

He ca yCTaHOBEHH KNMHUYHO 3HAYHMHE pa3iuKH BbB dapMaKOKHHETHKATA U (apMaKoAHH
MAaLHUEHTH OT MBXKH H JKEHCKH ITOJI.
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Ilayuenmu 6 cmapuecka ev3pacm

[TlanpeHTHTE B CTapuecka Bb3pacT NOKA3BaT MO-BHCOKHM M1J1a3MEHH KOHIICHTPALUKR B CPaBHEHUE C NO-
MJIARUTE NALHEHTH CHC CpegHH cTOHHOCTH Ha AUC okono 1,5 mbTH NO-BHCOKH, OCHOBHO HOpaIH
HamaneHust (npuenaeH) o0 U 6w0peucH KIHpBHC. He ce Hanara Kopekins Ha fo3aTa.

Paznuunu kxamezopuu 8 3asucumocm om meziomo
[IpekoMepHH OTKIIOHEHUS B TeNmecHOTO Tero (<50 kg v >120 kg) HMaT caMo MaJiko BIMSIHHE BbPXY
MIa3MEHUTS KOHUSHTPAIHK Ha puBapokcadan (no-mManko ot 25%). He ce Hanara KOpekiius Ha A03ara.

Meoxcdyemuunecku paznudus

He ca ycTaHOBEHH KIMHHYHO 3HAYHMH MEXIYETHHYECKH pas/jiiius NpH MallHeHTH OT eBPONeHIHATA,
appo-amepHKaHCKaTa, JaTHHOAMEPUKAHCKATa, AMOHCKATa M KHTaiickaTa rpyny N0 OTHOLICHHE Ha
(hapMaKOKMHETHKATa U (papMakOAHHAMMKATA HA pUBapoKcabaH.

Yeproopobro yepesicoane

[lauuenTH ¢ HUpo3a ¥ JIeKa cTeneH Ha yepHoOpobHO yBpexkaane (kinac A no Child Pugh) nposssasar camo
MHHHMAaJIHH POMEHH BbB (hapMakokuHeTukara (cpeauo 1,2 nwt noeyiuense na AUC na
pHBapokcabaH), KOSTO € MOYTH CPABHHMO ChC CbOTBETHATA UM KOHTPOJIHA TPyNa 3ApaBd HHAMBHIH. [IpH
MallMEHTH C [IMpO3a M yMEpeHa cTeneH Ha yepHoapoOHo yepexaane (knac B no Child Pugh), cpennata
AUC nHa puBapokcabaH € 3HaYMTeHO NoBHIeHa (2,3 IbTH) B CpaBHEeHHe ChC 3ipaBu fodpososiun. AUC
Ha HECBBLP3aHaTa (PpakLUMA ce moBHLIaBa 2,6 MbTH. [IpH Te3W naiuMeHTH HMa M HaMmaleHo 6E0peYHo
eIMMHHUDAHE HA piBapokcabaH, NoA00HO HA TOBA MPH MAUMEHTH ¢ YMEPEHA CTeNeH Ha O50pevHo
yBpexaaHe. HsiMa JaHHH OT malMeHTH C TeXKa CTENEH Ha 4epPHOAPOOHO YBPEXKIAHE.

Muxubupanero Ha akTHBHOCTTA Ha (pakTop Xa NpH MAIHEHTH € YMEPEHa CTENEH Ha YepHOAPOOHO
YBPEXKAAHE € MOBUIIEHO 2,6 MbTH B CpaBHEHME CbC 3/IpaBH qo0poBonuM; PT CbUIO € YABIDKCHO —

2,1 nbTH. ITauuenTHTe ¢ yMepeHa cTenes Ha 4epHoApOOHO YBPEXKJaHe Ca MO-9yBCTBUTENHH KbM
prBapokcabaH, KoeTO BOAH A0 no-cTpbMHO PK/PD choTHOIIEeHHe Mexay KoHUeHTpauusTa H PT.
PuBapokcaba# € npoTHBONOKAa3aH NMPH NALKEHTH ¢ HepHOAPOOHO 3a60JsBake, CBbP3aHO ¢ KOAryaonaTus
U KJIHHHYHO 3Ha4YHM PUCK OT KbpBEHE, BKIIOUHTENHO naiuneHTH ¢ kiuposa ¢ Child Pugh B u C (Bx.

Toyka 4.3).

bvbpeuro yspeacoare
Habumonasa ce ypenlH4€HNE Ha €KCIIO3UIAATA Ha pUBapoKcabaH YCIOpeIHO C HamMalIaBaHe Ha Oh0pevHaTa
byHKIHS, H3MEpEHa YpPe3 KpeaTHHHHOBHSA KIHPbHC. TTpH HHAMBHAH C JTeka (KPEATHHHHOB KIHPBHC

50-80 mi/min), ymepena (kpeaTuHUHOB KiaupbuC 30-49 ml/min) 1 Texka (KpCaTHHHHOB KIHPBHC

15-29 ml/min) crenen Ha OBOpeuHo yBpexaAaLe MIa3sMeHHTe KOHIIeHTpauKy Ha puBapokcaban (AUC) ca
cbOTBETHO 1.4; 1,5 1 1,6 nbTH 10-BHCOKH. CHOTBETHOTO 3aCH/IBAaHE HA (PapMaKOAMHAMHYHHUTE €EKTH e
no-yu3paseHo. [IpH KHAMBUAK C JeKa, yMepeHa H TeXKa cTeneH Ha 0p0peuHo YBpexaaHe HANOCTHOTO
HHXHOWpaHe Ha akTHBHOCTTA Ha (akTop Xa e cpoTBeTHO 1,5; 1,9 # 2,0 bTH NO-CHIIHO B CPABHEHHE CBC
3apasH podporonany; PT cbino e yAbbKeHo — cporsetno 1,33 2,2 1 2,4 yTi, HiMa qanimu OT TalHWesTH ¢
KPECATHHHHOB KJIMPBHC <15 ml/min.

ITopaay BHCOKaTa CTENEH Ha CBLP3BAHE ¢ MIA3MCHUTE IPOTEHHH HE Ce 0YaKBa pHBapokcabaH Ja Moxe 13
ObJie OTOENEH Ypes AHanu3a.

He ce npenopwuBa ynotpe6a npu man@eHTH ¢ KpeaTHHUHOB KIHPBHC <15 ml/min. PuBapokc
Iia ce U3MOA3BA BHUMATENHO NPH NALMEHTH ¢ KPEaTHHUHOB KIMpBHC 15-29 ml/min (Bx. T

DapMaKOKHHETHYHHU JAHHH HPH MALHEHTH
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Ilpn manuenTu, nonyyasainu puBapokcatan 3a npodunakrika Ha BTE 10 mg eanH mbT AHERHO,
CpelHaTa reoMeTpHYHA KOHIEHTpauus (90% nporHo3eH uHrepBan) 2-4 yaca ¥ okono 24 yaca clca npuem
Ha 1034 (IPHONH3NTENHO MPEACTABNABALIM MAKCHMAJTHATA U MUHHMAJHATA KOHLEHTPALMH Npe3 BpeMe Ha
J030BHA uHTEpBan) € CboTBETHO 101 (7 -273) 1 14 (4 - 51) meg/l.

Bpnika papmakokuneTHka-hapMakoHHAMHKA

Bps3kata (papMakoxkuHeTHKa-(papMakoanHamuka (PK/PD) mexy niazMeHaTa KOHIICHTpaLus Ha
prBapokcabaH 1 HAKONKO papMakoIMHAMHYHH KpaitHu Toukd (WHXHOHpaHe Ha daxtop Xa, PT, aPTT,
Heptest) e npoy4eHa cjie npunarase Ha WUPoK JHanasol ot 403k (5-30 mg 1Ba MbTH Ha AcH). Bpe3kara
MEXKIY KOHLEHTpALMATA Ha puBapokcabaH H akTHBHOCTTA Ha (pakTop Xa Haii-100pe ce onucsa ¢ Emax
mozen. [lo otnoutenue sa PT MoAenbT Ha MUHEHHO MpecHYaHe ONHCBA JAHHHTE OOUKHOBEHO NO-J00pe.
HakoH®T Ha KpUBaTa BapHpa 3HAUUTENHO B 3aBHCHMOCT OT paznuuHuTe u3nosizeanu PT pearentu. [lpu
ranon3sane Ha Heonnactun PT, PT Ha H3xoauo HEBO € okouo 13 ceKyH/IH, a HAKIIOHBT OKOJIO 3 A

4 cexynan/(100 meg/l). Pesynrarure ot ananuza na PK/PD ot ¢aza Il u Il ca cxoaHu ¢ JaHHUTE,
YCTAHOBEHH NpH 3ApaBu HHAMBMAM. [Ipu naunenTd naxoauute pakrop Xa u PT ca noBinusHu OT
OnepauHaTa, KOETO BOAW A0 pa3iuka B HAK/IOHA Ha KpHBaTa KoHlUeHTpauus-PT Mexay aeHs ciaen
onepayMsaTa H pABHOBECHATA.

IleauarpryHa nomyiaumMs
besomacHocTTa H edHKacHOCTTA IPH MOKa3aHUETO ThpBUYHA NpodunakTika Ha BTE npu geua # 10HOIH

Ha BB3pacT 40 18 roguHu He ca YCTAHOBEHH.

5.3 TIpenxknHHHYHH JAHHH 32 (€30MACHOCT

HeknuHuYHHTE AAHHM HE MOKAa3BaT 0COOEH PHCK 3a Xopa Ha 6a3aTa Ha KOHBEHWHOHAJIHUTE
(apMaKkoNOrHyHH H3IMTBAHKY 32 0€30MaCHOCT, NPOYYBAHUSA 33 TOKCHYHOCT NPH €JHOKPATHO
MPHJIOKEHKE, (POTOTOKCHYHOCT, F€HOTOKCHYHOCT, KaHIEPOreHeH MOTEHIHAN U FKOBEHUIHA TOKCHYHOCT.
EdexTuTe, HabmoaaBaHH NpH H3NHTBAHKMATA 33 TOKCMYHOCT IIPH MHOTOKPATHO IIPHIIOKEHHE, Ca CBhP3aHH
OCHOBHO ChC 3aCHIIeHaTa GapMAKOIHHAMHYHA AKTHBHOCT Ha puBapokcadan. [Ipu murbxose ca
HA0/II0ABAHM NOBHINEHN Nia3MeHH HBa Ha IgG v IgA npu HNBA HA EKCITO3HLIASA, CBOTBETCTBALLM HA
KJIHHHYHHUTE.

I1pn nnbxoBe He ca HabmonaBaHu edekTH BEpXY QepTHIIMTETA NPH MBXKKHTE HIH JKCHCKUTE XXHBOTHU.
M3nHTBanHSATa IPH JKHBOTHHA TIOKA3BAT PENPOAYKTHBHA TOKCHYHOCT, CBbp3aHa ¢ (hapMaKoJIorHYHHS
MEXaHH3bM Ha RCHCTBHE HA puBapokcabaH (Hanp. XeMopardyHy yCnoxKHeHH). [Ipy nna3sMeHy HHUBA,
ChOTBETCTBALUM HA KIHHHYHUTE, ca HabmogaBaHu eMOpHO-(eTallHA TOKCHYHOCT {MOCTUMIUIAHTAllHOHHA
3aryba, 3abapeHo/CTHMyIHpaHo ocu(HIIMpaHe, MHOXECTBEHH OJIEIH XenaTajHi NeTHA) H NoBHIIEHa
4Y€CTOTA Ha HAH-YeCTO CPEelaHuTe MandopMalii, KaKTO M NJaieHTApHU npoMeHH. [1pH nipe- u
NOCTHATATHO NPOYUBAHE TIPH ITEXOBE € HaOMoAaBaHa HaMaJIeHa BUTAITHOCT HA MTOKQJEHUETO IIPH 1034,
TOKCHUYHH 38 MAiKHUTE.

b. OAPMANIEBTUYHH JAHHU
6.1 CnHcEK HAa TOMOILIHHTE BelIeCTBA

Anpo Ha TabjeTkara

MukpokpucTanna 1ueIynosa
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Kpockapmenoza natpuii
JlakT03a MOHOXHApAT
XdnpoMenosa

Hatpues naypuncyndar
Marunesues creapar

QOUJIMOBO [TOKDHTHE

Makporoa PEG 4000 (E 1521)
XHIpoOMENo3a

Tutanos nuokcny (E 171)
Jlakro3a MOHOXHApAT

XKenesen oxcun, uepsen (E 172)
TpualleTHH

6.2 HecnBMecTHMOCTH
Henpunoxumo,

6.3 Cpox Ha rogHocr
3 roauHH

Paztpouienu tabnerku
Pasrpolenute TabneTku prBapokcabaH ca cTaOHNIHK BBB BOJA H S0BAKOBO NMIOPE 3a TEpHOA J0 4 yaca.

6.4 CpeuHajHH YCIOBHA HA ChXPAHEHHE

To3u 1eKapCTBEH NPOAYKT HE U3UCKBA CNCLMATHH YCIOBHA HA ChXPaHCHHUE,

6.5 BuzH chabpXKaHHe Ha ONAKOBKATA

KaproHeHH onakoBkH, chaspxau 5, 10, 14, 28, 30, 56, 90, 98 unn 100 ¢puamupanu Tabnetiu uau 10 x
1,30x 1,90 x 1 unu 100 x 1 bunmupanun Tadnerku. bnucreps ¢ 5, 10 unw 14 tabnetku, v GnUcTepy ¢
eIMHMYHA 1034 ¢ 10 Tabnerxu oT cpebpucto Meko anymunneBo Gpoauo OPA/ALU/PVC u TBBpA
anymuHuii (Al/Al).

He BCHYKM BHAOBE OITAKOBKY MOraT Aa ObJaT IyCHATH Ha Ma3apa.

6.1 CpeunanHu OpeANa3zHn MEPKH NPH U3XBLPIANHE 1 padoTa

Heun3rnon3saHuAaT feKapcTBeH NPOAYKT UMK OTHAXBYHHTE MATEPHATH OT Hero TpadBa Aa ce U3XBBPJIAT B
CHOTBETCTBHE C MECTHHUTE H3HUCKBAHHUA.

PasrpoiuaBaHe Ha TabaeTkuTe

TabneTkute puBapokcaban Morar Aa ce pas3Tpoliar H Aa ce cycnenzaupar B S0 ml Boaa, u
YUpe3 Ha30racTpajiia COHAA H/IM CTOMAaILHA COH/IA 34 XPaHEHE CJIE]] NOTBbPXKACHHE, YE CO
pa3nojloKeHa B croMaxa. (el Tosa coHjarta TpsoBa ja ce npoMue ¢ Boja. Toei kato abc
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pHBapoKCcabaH 3aBMCH OT MACTOTO HA OCBOOOXAABAHE HA AKTHBHOTO BELIECTBO, TPAOBA Jia ce H36ArBa
[IPHAOKEHHE HA pUBapokcadbal IUMCTAMHO OT CTOMAXa, Thif KATO TOBA MOXKE JIa IOBEee 10 HaMaJIeHA

abcopOu¥s U BB BPb3Ka ¢ TOBA 0 HAMAJleHa €KCIO3ULIMS Ha aKTHBHOTO BelilecTBO. He ce n3uckBa
CHTCPATHO XpaHEeHE BEJHAra C/1e/l NpUIoKeHHe Ha TabneTkuTte or 10 mg.

7. HNPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.

1103 Budapest

Gydmroi ut 19-21.

YHurapus

8. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEBA

Per. Ne 20220268

9. JATA HA ITBPBO PA3PEILIABAHE/TIOTHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha nbpBo pazpeluasaune: 29.09.2022

JlaTa Ha mocaeaHo NOHOBABAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

29.09.2023
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