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Pynannakc 10 mg dbunmupanu tabnerku
Runaplax 10 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH CbCTAB

Beska ¢punmupana Tabnerka cpabpxka 10 mg puBapokcaban (rivaroxaban).

[loMOILIIHK BELLIECTBA ¢ H3BECTHO JIEHCTBHE:

Bceska ¢puiimupana Tabnetka cbhabpxka 46,050 mg naxrosa (karo monoxuapar) M 0,081 mg chbHcer
w110 FCF anymunues nak (E 110).

3a IMBJIHUA CITMCHK Ha NMOMOILHUTE BEILECTBA BMOXKTE TOYka 6.1.

3. JJIJEKAPCTBEHA ®OPMA

OunMupaHa TabJieTka.
Kpbrim, nBOHHOM3NMBKHAIK (pHIMHpaHHU TabEeTKH ¢ LBAT Ha NMPackoBa, ¢ Haamuc “10” ot eaHata
CTpaHa, ¢ JMaMeTsp 6 mm

4. KJIMHUYHU JAHHHA

4.1 TepaneBTHYHH MOKA3AHUS

[TpodunakTuka Ha BeHO3eH TpoMboemMb0au3bM (BTE) npH BB3pacTHM NaLMeHTH, NMOAIOKEHH Ha
[JIAHOBO CTaBHO NPOTE3MpaHe Ha Ta3o0eapeHaTa WK Ha KOJISHHATA CTaBa.

Jleuenune Ha ab100Ka BeHO3HA Tpombo3a (JIBT) u 6enonpoben em6onusbm (BE) u npodunakTuka Ha
peuuausupaiuy JIBT u BE npu Bp3pacTHu. (Bxk. Touka 4.4 3a XeMOOMHAMHYHO HECTAOMIIHM TMAaLMEHTH

¢ BE.)

4.2 JLO3HpOBKA H HAYHH HA NPHJIOKEHHE

EDZHEOEKH

IIpogpunaxmuxa na BTE npu 6v3pacmuu nayuenmu, noOOI0NCEHU HA NIAHOB0 CMABHO NPOMEIUDAHE
Ha mazobedpenama unu Ha KONAHHAMA cmaea

[IpenopbuMTenHaTa no3a € 10 mg puBapokcabaH, NpUeTH NEPOPATHO BEAHEBXK AHEBHO.
[IbpBOHavanHaTa n03a TpsAOBa na 6bae npuera 6 no 10 yaca cien onepaumsara, NP yCJIOBHE Ye
X€MOCTa3ara € yCTaHOBEHa.

[IpoaAB/DKUTETHOCTTA Ha JIEYEHHUETO 3aBUCH OT HHAMBHIYAJHUS PHCK 34 BEHO3EH
Ha BCEKH MNAaLMEHT, KOMTO Ce Onpe/eis OT BUAa Ha OPTONMEAUYHATA OrepaLys.
s 3a ManMeHTH, MOJIOXKEHH Ha roJiiMa ornepalus Ha Ta300epeHaTa CTaBy
MPOAB/DKHUTETHOCT Ha JICYEHHETO 5 CeIMHIIH.
® 3a MauMeHTH, MOJI0KEHH Ha rojisiMa onepawLus Ha KOJISSHOTO, Ce TIpe
NMPOABJDKHUTETHOCT Ha JICYEHHETO 2 CEAMMLIH.
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Ako Ob/ie MpoIycHaTa HAKOS 103a, NaLMEeHThT TpAOBa a NMpHEMe pUBapoKcaOdd HE3t
cicapalivia ACH Ja MpOABJ/DKH C IIPHEMA BEIHBX JHEBHO KAKTO [MpEau.




Jleyenue na /BT, nevenue na bE u npogunaxmuxa na peyuousupawu /[BT u BE
[IpenopbumnTenHara Jo3a 3a Ha4yanHo JieueHue Ha octpu JIBT wiu BE e 15 mg aBa nbTH JHEBHO mpe3
IIbPBUTE TPH CEAMMIIH, MOCI€ABaHa OT 103a OT 20 mg BeAHBK AHEBHO 3a MPOIbJDKABALIOTO JIEYEHUE
¥ npodunaktrka Ha peunauBupaim /IBT u BE.

Tpsabsa na ce nmMa npeaBH KpaTKOCPOYHa Tepanus (Hai-Masko 3 mecena) npy nauueHTtH ¢ JIBT wam
bE, npoBOKMpaHH OT rojieMH NMPEXOJAHH PUCKOBH (aKTOpH (T.€. CKOPOLIHA rojiiMa ornepaLus Uin
TpaBma). [lo-npoaw/pkuTenHa Tepanus TpsAOBa Aa ce UMa NMpeaBUA NPU MAUKMEHTH C IPOBOKUPAHH
JABT unu bE, HecBbp3anu ¢ rosieMu npexoaHu puckoBu ¢akropu, HerpoBokupaHu JIBT wnu BE win
aHaMHe3a 3a peunausupauM JABT wiu BE.

Koraro e nokasaHa no-npoas/pkuresiHa npoduinaktuka Ha peurausupainu JIBT u BE (cnen
3aBbplIBaHE Ha NoHe 6-meceyHa Tepanus 3a /IBT wnu BE), npenopbunrennara no3a e 10 mg Beaunx
AHeBHO. I1pH nmauMeHTH, py KOUTO ce CMATa, Ye pUckbT OoT peunauBupainy JIBT unu BE e BucoK,
KaTo Te€3M C YCIIOXKHEHH ChITBTCTBAILM 3a00J11BaHuUs, HIIM KOMTO ca pa3Buiu peudausupainy JIBT uiu
bE npu no-npoas/kuTeHa npoduaakTHka ¢ puBapokcaban 10 mg BeaHwsx qHEBHO, Tpsa6Ba Ja ce
MMa npeaBuj NMpueM Ha puBapokcabaH 20 mg BeIHBXK JHEBHO.

[Ipoaws/mKkUTEIHOCTTA Ha TepanusaTa TpsAOBa 1a ce onpeaeny M 103aTa Ja ce u3bepe MHIAMBHIYATHO
cjie]l BHUMATeIHa OLIEHKA Ha ChOTHOLIIEHHETO MEX/y M0J13aTa OT JICYEHHETO U PHCKA OT KbpBEHE (BXK.
Touka 4.4).

[leproa ot Bpeme CxeMa Ha npuiaraHe O6wa qHeBHa no03a
JleyeHue u Hen 1-21 15 mg aBa nbTH 30 mg
npoduIakTHKa Ha JHEBHO
peuuauBupaiu BT u | Or Jlen 22 HaraTek 20 mg BeaHBx AHeBHO | 20 mg
BbE
Ot JleH 22 HaTaThK Cnen 3aBbpliBaHe Ha 10 mg BeaHBK AHeBHO | 10 mg
[IpodunakTrka Ha Hal-MaJko 6-MeceyHa | WM win 20 mg
peurausupalud IBT u | repanus 3a IBT unu 20 mg BEAHBXK AHEBHO
bE bE

Ako BB (pa3aTa Ha JiedyeHHe ¢ 15 mg aBa mbTH AHEBHO (eH 1 - 21) ce mponycHe eHH NpHUEM,
MalHEHTHT TpAOBa He3a0aBHO Aa npueMe puBapokcabaH, 3a 1a Ce OCHMI'ypH 00110 MPHETO KOJIMYECTBO
ot 30 mg puBapokcabaH 3a eauH aeH. B noxobeH cnyyait Moxke 1a 6baaT npueTH ase TabneTku ot 15
mg HaBeAHBXK. [laliMeHTHT TpAOBa 1a NPOABIIKHU peJOBHUS NMPUEM Ha 15 mg nBa MbTH JHEBHO Ha
clieaABallUA A€H, KaKTO € Mpernopb4aHo.

Ako BbB (ha3zaTa Ha JIEYEHHE C €IMH [TIPHEM Ha JIeH ce MPOITyCHE €MH MPHEM, MaLIMEHTHT TpAOBa
He3a0aBHO J1a MpUeMe pHBapoKcabaH v TpsAOBa 1a NPOABLIDKU PEIOBHHUS MPHUEM BEAHBXK AHEBHO Ha
cJie/iBalllks [€H, KaKTo € rnpenopbryaHo. He Tpsabea na ce u3non3ea ABoiiHa 1033 B pAMKHTE €IMH H
CBLIM JIEH, 3a [1a C€ KOMIIEHCHpa MpoIycHaTarTa J103a.

IIpemunasane om nevenue c anmazonucmu na sumamvur K (ABK) xvm pusapoxcaban
3a mauMeHTuTe, KOUTO ca Ha JieyeHue 3a JIBT, BE u npodunakruka Ha peumnusu, ABK Tpsabsa na ce
CIpaT M Ja ce 3aro4yHe JISYeHHUETO ¢ puBapokcabaH, korato INR e <2,5.

[1Ipu npemunaBane ot neyeHue ¢ ABK kbM NedyeHue ¢ puBapokcabaH CTOMHOCTHTE Ha
MexayHapoasoro HopmanusupaHo croTHoweHue (International Normalised Ratio, INBF Ao+
¢ayuMBO NMOBHILIEHHM ciell npueMa Ha puBapokcabaH. INR He e BaiuaeH napamers , AsMEDE

To4ka 4.5).

IIpemunasane om nevenue c pueapoxcabarn kem anmazonucmu Ha eumamun K
Mma BeposATHOCT aHTHKOarynaumsaTa a Obe HeaeKBaTHa B X0/1a Ha TPEMHUHAB N
puBapokcabaH kbM ABK. Tpsabsa na ce ocurypu npoab/DKHMTEIHA afileKBaTHA aHTP
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MpEMHHAaBaHe KbM alITepHAaTUBEH aHTHKOaryaHT. TpsabBa na ce orbenexwu, ye puBapokcabaH MOXKe
Jla JOMpHHECE 3a NOBHILEHH CTOMHOCTH Ha INR.

[Ipu mauneHTH, mpeMUHaBaLM OT jieyeHue ¢ puBapokcabaH kbM ABK, ABK Tps6Ba qa ce mpueMar
napanenHo 10 nocturaHe Ha INR e > 2,0. Ilpe3s mbpBuTe nBa AHHM OT NpexoaHus nepuon TpsA6GBa aa ce
[pujiara CTaHAapTHaTa HavanHa 103a ABK, cien koeto no3ara Ha ABK Tpsb6sa na e cnopen
pesyarature 3a INR. Jlokaro mauveHTHTE NMpUemar eqHOBpeMeHHO puBapokcaban u ABK, INR He
TpsOBa 1a ce U3CIe/Ba N0-PaHO OT 24 Yaca ciej] NpeaXxoaHaTa J03a, a CaMO HETIOCPEICTBEHO NpeaH
clie/iBalaTa qo3a puBapokcaban. Cien KaTo ce npeycTaHOBH NMpHeMa Ha puBapokcabas, INR moxe na
C€ M3CJIe/IBa U PE3Y/ITaTUTE Aa ca HAIEXKIHH NMOHe 24 yaca ciie npUeMa Ha nocjieaHara 103a (BxK.
TOYKH 4.5 1 5.2).

IIpemunasarne om nevyenue ¢ napeHmepaiHu GHMUKOA2YIAHMU KbM pusapoxcaban

[Ipn naumeHTHTE, KOUTO B MOMEHTA MOy4aBaT NapeHTepaIHM aHTHKOAryJIaHTH, MPEYCTAHOBSIBAHETO
Ha MapeHTepaTHUsA aHTUKOAryJIaHT M 3al04YBaHETO Ha puBapokcabaH TpadBa na ce ocbuuecTear 0 o 2
4aca npeay MOMEHTA 3a CJIeIBaLOTO IJIAHOBO MPHJIOKEHHE Ha MTApEHTEPATTHHA JIEKAPCTBEH NMPOLYKT
(Hanp. HUICKOMOJIEKYJIEH XEMapHH) MK B MOMEHTA Ha CIIMPaHE Ha MPOIb/DKHTEHOTO MPUIOKEHHE Ha
MapeHTepaIHUA JIEKAPCTBEH MPOAYKT (HaIp. HHTpaBeHO3eH He()paKLIMOHHPAH XEMapHH).

[Ipemunasane om nevenue ¢ pueapoxkcaban KoM NApeHMepanHu aHMUKOG2YaHmMuU
[Ipunosxkere mbpBaTa 103a OT NapeHTEPaJHKA AHTHKOAry/JIaHT B MOMEHTa, KOraTo TpsaOBa fa ce
MpHEMeE clie/BallarTa 03a puBapokcadaH.

CneuyaiHi noInyaalym

bvbpeuno yspexcoane
OrpaHuyeHHTe KIMHUYHH JIaHHHM OT MaLMEHTH C TeXKO Ob0peuHo yBpexaaHe (KpeaTHHHHOB
KIUpBHC 15 - 29 ml/min) noka3sar, 4e nia3MeHHTe KOHLIEHTPALMM Ha pUBapoOKcabaH ca 3HAYUTETHO
noBuLeHM. I1o Tasu npuunHa puBapokcabaH TpsbBa Ja ce npuiara BHUMATETHO MPH TE3M
nauueHTH. He ce npenopsuBa ynorpebara np1 nalueHTH ¢ KPEATHHHHOB KIMPBHC < 15 ml/min (Bx.
TOYKH 4.4 1 5.2).

- 3a npo¢uiaktuka Ha BTE npu Bb3pacTHH nmalMeHTH, NMOUIOKEHH Ha TUIAHOBO CTABHO
MpoTe3rWpaHe Ha Ta3o0eApeHaTa WM Ha KOJITHHAaTa CTaBa, He Ce Hajlara NpOMsHA Ha J103aTa IpH
[MaLMeHTH ¢ Jieko 0BOpevHo yBpexaaHe (KpeaTHHHHOB KIHpBHC 50 - 80 ml/min) wiu ymepeHo
01L0peuHo yBpexxaaHe (KpeaTHHHHOB KJIMpBHC 30 - 49 ml/min) (Bx. Touka 5.2).

- 3a neyenue Ha J/IBT, neyenue Ha BE u npodunaktrka Ha peumausupamm JIBT u BE, He ce
Hajiara rnpoMsiHa Ha n03aTa IpH MalMeHTH C JieKa cTerneH Ha Ob0peyHo yBpexaaHe
(kpeaTHHHHOB KJIMpPBHC S50 - 80 ml/min) (Bx. Touka 5.2).

[Ipn nauueHTH C yMEpeHO TeXKo 6b0peuHo yBpexxaaHe (KpeaTHHHHOB KIUpBHC 30 - 49
ml/min) WM ¢ TexKo 6BO6peyHO yBpexxaaHe (KpeaTHHHHOB KIUpPBHC 15 - 29 ml/min) ca
BaJIMJIHM CJICIHUTE MPENOPBKH 3a 103UpaHe: NnaldeHTUHTe TpaOBa na 6baar jeKkyBaHu ¢ 15 mg
ABa IMbTH AHEBHO Ipe3 MbpBUTE 3 ceaMuuM. Cren ToBa, KOraTo npenopbyMTe/HaTa 103a € 20
mg eIMH BT AHEBHO, TpsAOBa a ce 0OOMHUC/IM HaMasBaHe Ha J03aTa oT 20 mg BEAHBXK JHEBHO
Ha 15 mg equH MbT AHEBHO, aKO OLICHEHHUAT PUCK OT KbPBEHE 3a MaLMEHTa HAIXBBPJIA PUCKA OT
peurarBupamu JIBT u BE. Ilpenopskara 3a ynotpebara Ha 15 mg ce ocHOBaBa Ha
(apMaKkOKMHETHYHO MOZIEIMPaHEe U He € MPOY4BaHa MPH Te3H KIMHHYHHU YCJIOBUSA (BX. TOYKH
4.4,5.1 us.2).

Koraro npenopwsuntenHara ao3a e 10 mg eqMH mbT JHEBHO, HE ce Hajlara Ts 1a Obe
KOpHUIrHpaHa.

Yeproopobro yepescoane
PuBapokcabaH € NpOTHBOMNOKAa3aH MpH MalUEHTH C YePHOAPOOGHO 3a60IE
KOaryJionaTus ¥ KJIMHHYHO 3HaYUM PHUCK OT KbPBEHE, BKJIFOYHTEIHO IMaLy

no Child Pugh (Bx. Touku 4.3 u 5.2).

Ilonynayus 6 cmapuecka év3pacm



be3 kopekuus Ha no3ara (BX. Touka 5.2).

Tenecno meano
be3 kopekuMs Ha no3ara (BXK. To4ka 5.2).

Ilon
be3 kopekuus Ha go3ata (BX. TOuka 5.2).

Ileouampuuna nonynrayus

be3onacHocTTa M euKacHOCTTa Ha puBapokcabaH npu aena Ha Bb3pacT 0 10 18 roausu He ca
ycraHobeHH. JIuncear nannu. Io Ta3u npuuyrHa He ce mpenopkyBa ynorpebara Ha puBapokcabaH npu
aeua noxa 18-roguiuHa BB3pacr.

HauuH Ha NpUJIOKEHHE
[lepopanHo npunoxeHue.
PuBapokcaban Moxxe J1a ce npuema cbe WK 6e3 xpaHa (Bxk. Touku 4.5 u 5.2).

Pazmpowaeane na mabremxume

[1pn naumeHTH, KOMTO He MoraT Ja MOrTbIIAT TabneTkuTe LenH, TabaeTkata puBapokcabaH MOXe Jia Ce HaTPOLIH
H CMECH C BOJIa WK A0BJIKOBO MMOPE HENMOCPEACTBEHO Npeau ynoTpeda U Ja ce MPHIIOKH NEPOPaITHO.
Hatpoienara TabneTka puBapokcabaH MOXke [a ce MpuJiara ChILO M Ype3 CTOMALIHA COHAA (BHX T.5.2

u6.6)
4.3 IlporuBOoNOKa3aHuNA

CBpBX4YYBCTBUTEIHOCT KbM aKTHBHOTO BELLECTBO MITH HAKOE OT MOMOIIHHUTE BEILECTBA, H3GPOEHH B
TO4kKa 6.1.

AKTHBHO, KJINHUYHO 3HaYUMO KbpPBEHE.

Jleans WK CBCTOAHME, aKO Ob/I€ CUETEHO, Ye NMPECTAB/ISABA 3HAYMM PUCK 3a rojIsiMo KbpBeHe. ToBa
MO>KE []a BKJIIOYBA HACTOSALA MJIH CKOPOIHA FaCTPOUHTECTHUHAJIHA S13Ba, HAJIMYME HA 3JIOKAYECTBEHH
HEOIUIa3MH C BUCOK PHCK 3a KbPBEHE, CKOPOLIHO HapaHsABaHE Ha IIaBHMA WM IpbOHAYHUA MO3BK,
CKOpOILIHA ONepalys Ha IJIaBHUA MO3bK, FPbOHaYHHA MO3BK UJIM OUYHTE, CKOPOLIIHA BhTpEYeperHa
XE€MOparus, U3BeCTHH WK CyCNIEKTHH e30(arealHy BapuL1, apTepOBEHO3HH MaIpOpPMaLIMH, CbAOBH
aHEeBPU3MH HJIM IOJIEMH HHTPACIIMHAIHM WM MHTpaLlepeOpaiHH ChI0BH aHOMAJIHM.

EHOBpEMEHHOTO JieYeHHE C APYrH aHTHKOAryJIaHTH, Hanp. HedpakuMoHupaH xenapu (HOX),
HHCKOMOJIEKYJTHH XeNnapHHH (€HOKCalNapuH, JaiTenap1H U p.), MPOMU3BOAHM Ha XeNapHHa
(poHaanapuHyKC M 1p.), NEpOPaIHA aHTHKOAry/iaHTH (BapdapuH, 1aburaTtpaH eTeKcuiar, anukcabaH u
Jp.), OCBEH MpH CrielMPHUIHH 0OCTOATE/ICTBA 32 CMSHA Ha JIEYEHHETO C AHTHKOAryJIaHT (BXK. Touka 4.2)
win korato HOX ce npuiara B 1034, HEOOXOAMMH 3a NOANBPIKAHETO HA OTBOPEH LIEHTPaJIEH
BEHO3€H MJIM apTepHalieH KaTteTobp (BX. TOUKa 4.5).

HepHoApoOHO 3a001sBaHe, CBBP3aHO C KOATyJIONaTHs U KIIMHHYHO 3HAYMM PHCK OT KbpBEHE,
BKJIFOYMTETHO MalKeHTH ¢ uMpo3a ¢ ki1ac B u C no Child Pugh (Bx. Touka 5.2).

bpeMeHHOCT U KbpBeHe (BX. To4Ka 4.6).

44  CnenHa/jHH npeaynpexIeHHs H NpelNa3HH MEPKH NpH ynorpeba

[IpenopbyBa ce KIMHHYHO MpPOC/IEAsBaHEe HA AHTHKOATYJIaHTHTA TEPAMHs MO Bp¥

Puck ot xemoparus
KakTto ¥ ¢ Apyry aHTHKOary/aHTH, NallMEHTUTE, KOMTO NIpUEMAT puBapokcabaly
HabsIro1aBaT BHUMATEITHO 3a NPH3HALM Ha KbpBeHe. [Ipenopbusa ce ynorpe6ary




BHMMaHHE NPU ChCTOAHMA C MOBUIIEH PUCK 3a Xemoparus. [Ipunoxenuero Ha puBapokcaban TpsbBa
Ja Ce NMpeyCTaHOBH IpH MOABA HA TEXKa Xemoparus (Bx. To4ka 4.9).

B KNTMHUYHHMTE NPOYYBAHHSA JIMMABHYHO KbpBEHE (T.€. OT HOCA, BEHUMTE, CTOMALIIHO-YPEBHHUS TPAKT,
MUKOYHO-TIOJIOBHS TPAKT, BKIIOUYHUTETHO aOHOPMHO BarHHAJIHO WJIH YBEJTUYEHO MEHCTPYATHO
KbpPBEHE) M aHEMHA Ce HabJII01aBaT MO-4eCTO NPHU ABJITOCPOYHO JIEUeHHE C puBapokcabaH B
cpaBHeHHe ¢ neyeHue ¢ ABK. [1o Ta3u npuurHa, B JOIMBJIHEHHE KBbM aJ€KBATHOTO KIIMHHUYHO
Ha0JIr0IeHHe, 1abopaToOpHO M3ClieiBaHe Ha XeMOrJIoOMHa/XeMaToKpUTa 64 Moryio Aa 6bae OT nossa 3a
OTKpMBaHe Ha OKYJITHO KbPBEHE H 3a OIpe/esisHe Ha KIMHUYHATa 3HAYMMOCT Ha SBHO KbpPBEHE, M0
NpEeLEHKa Cropes ciryJas.

HsAKOMKO Moarpyn# NauueHTH, OIMCaH! Mo-NMoApPoOHO Mo-A0JTy, ca C MOBHMILEH PHUCK OT KbpBeHe. Te3un
MayMeHTH ciieBa 1a ObaaT BHUMATEIHO NMPOC/IEACHH 3a 6€ee3u U CUMITTOMH Ha CBBbP3aHH C KbPBEHE
YCIIOXKHEHHS M aHEMHUs CJIe]] HA4aJl0TO Ha JieYeHHETO (BXK. Touka 4.8). [Ipu nmauueHTH, KOUTO MpHeMar
pHBapokcabaH 3a NpoguiakTHKa Ha BeHo3eH Tpomboemb6omu3sM (BTE) cnen ctaBHo mpore3upaHe Ha
Ta300epeHaTa WM Ha KOJISHHATa CTaBa, TOBA MOXKE J]a CTaBa Ype3 pelOBHU MEIMIUMHCKHM Tperiaeam
Ha MaLMEeHTHTE, Y€CTO NMPOBEPABAHE HA PaHEBHUA JAPCHAXK U MEPHOAUYHO U3MEPBAHE HA XEMOIIOOHMHA.
[Ipu BCAKO HEM3ACHEHO MOHMW)KABAHE Ha XEMOIIOOMHA HJTH KPBBHOTO HasiAraHe TpssOBa Ja ce ThpCH
M3TOYHHMK Ha KbpPBEHE.

Bbripeku 4e JieueHHeTo ¢ puBapokcabaH He U3UCKBA PYTHHHO MPOC/EASBAHE HA EKCITO3HLIUATA,
HUBaTa Ha pUBapoKcabaH, U3MEPEHH C KaTMOpUpPaH TECT 3a KOJIMYECTBEHO OINpe/e/IsiHE Ha
aHTH(akTop Xa Morar Ja ObAaT NMoJie3HU B U3BBHPEIHH CHTYAlIMH, KOraTo JaHHHUTE 3a €KCIIO3HLIUATA
Ha pHBapoKcabaH MOXe [a MOMOrHaT 3a B3€MaHe Ha HHPOPMHUPAHHU KIIMHWYHH PELIEHHMs, Harp.
Npeao3upaHe U CrelHa Xupyprus (Bx. TOUkM 5.1 u 5.2).

brOpeyHo yBpexaaHe

[Ipy maumeHTH ¢ TEXKO OBOPEUHO yBpeXxaaHe (KpeaTHHHHOB KJIMpBHC < 30 ml/min) e Bb3MOXHO
1a3MEHHUTE HUBA Ha puBapokcabaH aa ObJaT 3HAYMTENTHO NMOBHILIEHH (cpeaHo 1,6 MbTH), KOETO MOXKE
1a 1OBe€E 10 MOBHUILEH PUCK OT KbPBEHE.

PuBapokcabaH Tps6Ba 1a ce npusiara BHUMATEHO NPH NMAUHEHTH C KPEAaTHHHHOB KIHPBHC 15 - 29
ml/min. He ce npenopsuBa ynorpebara npu naueHTH ¢ KPEATHHMHOB KJIMPBHHC < 15 ml/min (Bx.
TOYKH 4.2 1 5.2).

[Ipn naumeHTH ¢ yMepeHo Ob0peuHo yBpexaaHe (kpeaTHHHHOB KIMpBHC 30 — 49 ml/min), kouro
MoJTy4aBaT €IHOBPEMEHHO APYIH JI€KapCTBa, NOBUILABALIM TUIa3MEHHUTE KOHLIEHTPALIMH Ha
puBapokcabaH, Toi TpsOBa fa ce mpuiara ¢ NMOBUILIEHO BHUMaHHUeE (BX. TOYKa 4.5).

B3auMoaeHCTBHE C APYTH JIEKAPCTBEHH MPOAYKTH
He ce npenopbuBa ynorpebara Ha puBapokcabaH NpH NanyeHTH, KOUTO MOJy4aBaT €JHOBPEMEHHO

CUCTEMHO JICYeHHE C a30/I0BH aHTHMHKOTHLM (KaTO KETOKOHA30J1, HTPaKOHAa30J1, BOPHKOHA30J1 U
nocakoHa3oJj) Wid HIV-nporeasuu naxuburopu (Hamnp. purtoHaBup). Te3u akTMBHH BellECTBA ca
MOLIHU MHXHOUTOPH HAa CYP3A4 u Ha P-gp v no Ta3u npuyMHa MOrar Ja rMoBMIIAT TU1a3MeHaTa
KOHLIEHTpALMA Ha puBapokcabaH 40 KIMHUYHO 3HAYMMO HHBO (CpeaHo 2,6 ITbTH), KOETO MOXE Aa
JOBEJE N0 MOBHUILEH PUCK OT KbpBEHE (BXK. TOUKa 4.5).

HeoOxoanumMo € BHUMaHH€ MPH NMaLMEHTH, KOUTO €JHOBPEMEHHO Ca Ha JIeYeHHE C JIEKAPCTBEHH
MPOAYKTH, KOMTO NMOBJIMABAT XEMOCTa3aTa, KaATO HECTEPOUIHH NMPOTUBOBB3NAIMTETHHA CPE/ICTBA
(HCIIBC), auernicanuuuiosa kucenuHa (ACK) u uHXxubuTopu Ha TpoMOOLIMTHATA arperaiuus Wiu
CEJIEKTHBHH HHXHOHMTOPH Ha 0OpaTHOTO 3axBailiaHe Ha cepoToHrHa (SSRI) v HHXMGUTOPH Ha
00paTHOTO 3axBalllaHe Ha cepoTOHMHA U HopenuHedpuHa (SNRI). I1pu nauueHTuTe

JIeyeHHe (BXkK. Touka 4.5).

EQ! I'H pPHCKOBH gJﬂKTOpH 34 KbpPDBCHC

[Tono6HO Ha ApyrH aHTUTPOMOOTHYHHU CpeICTBa, pUuBapokcabaH He ce npen
MOBUILEH PUCK OT KbPBEHE, KaTO:
s BPOAEHH WK MPUAOOUTH HapyLIEeHUs B KPbBOCHCUPBAHETO




e HEKOHTPOJIMpaHa TeXKa apTepuaiHa XMNepTOHHA

® ApYro CTOMAIIHO-4YpEeBHO 3a00nsBaHe 0€3 aKTUBHO pa3A3BABaHE, KOETO MOTEHLMAIHO MOXeE Ja
IIOBe/I€ 10 YC/IOXKHEHHS C KbpBEHE (Hanp. Bb3MaJIUTEIHO 3a00/11BaHe Ha YepBara, e30()aruTt, raCTpuT 1
racTpo-e3odareaiHa pedrykcHa 6oJiecr)

0 CbJI0BAa PETHHOMNATHUA

o OpOHXHEKTa3HUH WM aHaMHe3a 3a KbpBeHe B Oeus apob

[TaliueHTH ¢ pakoBoO 3a001gBaHe

[TauueHTHTE CBHC 3JI0KAYECTBEHO 3a00JIIBaHEe MOXKE €THOBPEMEHHO J1a Ca U3JIOXKEHHU U Ha MO-BHCOK
PHCK OT KbpBeHE M TpOMOO3a. MHAMBHAyanHaTa 1o/13a OT aHTUTPOMOOTHYHOTO JieueHHe TpAOBa J1a ce
NPELEHH CIIPAMO PHCKa OT KbPBEHE NPH MaLMEHTH C aKTUBHO pakoBO 3a00JiiBaHE B 3aBUCHMOCT OT
JIOKalMATa Ha TYMOpa, aHTHHEOIUIaCTUYHATa Teparnus ¥ cTaJus Ha 3abonsBaHero. Tymopure,
pa3MojioXkKEHH B CTOMALIHO-YPEBHHUA WIH ITMKOYHO-TIOJIOBUSA TPAKT, Ca CBbP3aHH C MOBHUIIIEH PHUCK OT
KBPBEHE 110 BPpEME Ha TepanusaTa ¢ puBapokcadaH.

[Ipy malMeHTH ChC 37T0KAYECTBEHH HOBOOOpa3yBaHHUs ¢ BUCOK PUCK OT KbpPBEHe, yroTpebara Ha
puBapokcabaH € NpoTUBOIoOKa3aHa (BX. To4ka 4.3).

[lauMEeHTH C KJIalHU NPOTE3H

PuBapokcabaH He Tpsa6Ba 1a ce u3non3Ba 3a TpoMOONpodHIaKTHKA MPH NALIMEHTH, KOUTO HACKOPO Ca
NpeMHHaJIM TpaHCKaTeTbpHa cMsHa Ha aopTHara kiana (TCAK). besonacHocTTa M eprkacHocTTa Ha
puBapoKcabaH He ca NMpOy4YEHH IPH MALMEHTH CbC CHPACYHO KJIAMHO MPOTE3UpaHe; Mo Ta3H MPHUYMHA,
HJAMa JJaHHH B MOJKpPETNa Ha TOBA, Y€ pUBApPOKCca0aH OCUrypsBa aJIcKBaTHa aHTHKOAryJallug B Ta3H
[TOITyJ1alKs MMalHEHTH. JIeueHHeTo ¢ puBapokcabaH He ce MpenopbYBa MPH T€3H MALIMEHTH.

[laueHTH ¢ aHTUDOCHONUNUAEH CUHAPOM

JIMpEeKTHO AeHcTBalU NepopaiHK aHTukoaryaanTu (JI/I11A), BkiroudTeHo puBapokcabaH, He ce
Mpenopb4BaT IMpH NMAaLMEHTH C aHaMHe3a 3a TpoM003a, KOMTO Ca JUAarHOCTHLIMPAHHM C
aHTHQOoChOoNUNHUACH CHHAPOM. [To-crienuanHo npu TPOHHONO3UTHBHH MALIMEHTH (3a JTIYITyCeH
aHTHKOAryJaHT, aHTUKapAHOJMITHHOBH aHTUTENA U aHTUTeNa cpely Oera-2-rnukonporeuH I),
neyeHuero ¢ JUITTA Moxe na Obae CBbp3aHO C MOBHUIIEHA YECTOTa Ha NMOBTAPALIH C€ TPOMOOTHYHH
CbOUTHSA B CpaBHEHHE C TepanuaTa C aHTaroHUCT Ha BUTaMHUH K.

XHUpPYPruyHo JieyeHrue Ha QpakTypu Ha 6eapeHaTa KOCT

PuBapokcabaH He € u3cieBaH B pAMKUTE Ha MHTEPBEHLIMOHAIHH KJIMHHYHH ITPOY4YBaHHUs 3a
Npoy4YBaHe Ha €(PUKACHOCTTA U 0€30IaCHOCTTA MPH MALMEHTH, MOLIOKEHH Ha XUPYPrUYHO JIEUEHHUE
Ha ¢pakTypH Ha OeapeHaTa KOCT.

XeMOIMHAMUYHO HecTaOuIHU nauueHTy ¢ BE Win nauMeHTH, KOWTO ce HYXIasT OT TpoMOOJIM3a WIH
benoapobHa emMboIeKTOMHUS.

PuBapokcabaH He ce mpenopbyBa KaTo alTepHaTHBa Ha He()paKLIMOHUPAHHUS XEMAaPHH IPH MALMEHTH C
6estopobeH eMOOIH3BM, KOUTO Ca XeMOJAHHAMHYHO HECTaOMTHH WK Ha KOMTO MOXE Ja C€ HamnpaBH
TpoMbOou3a WM 6enoapobHa emOoneKkToMus, ThiH KaTo 6€30MacHOCTTa U €()UKACHOCTTA Ha
puBapokcabaH He ca yCTAHOBEHHM MPH T€3H KIIMHUYHH CUTYaLIMH.

CnuHanHa/enuaypaiHa aHeCTe3Us WM ITyHKLUS

Koraro ce u3nosn3Ba HeBpoakCHaIHa aHeCcTe3us (CIIMHANIHA/eNU/y pajiHa aHECTe3Ha) Wi
CIIMHAJIHA/€MMUAY paliHa ITyHKLUHs, [TALIMEHTUTE, TPETUPAHU C aHTUTPOMOOTHYHM Cpe/ICTBA 3a
MPEBEHLIUA HA TPOMOOEMOOIMYHH YCIIOXKHEHHUS, Ca MOJI0XKEHH Ha PUCK OT MOSBa HA eNUAYPaJIECH WK
CIIMHAJIEH XeMaTOM, KOMTO MOXXe Jia I0Be/ie 10 ABJIrOCpOYHa WM TpaiHa napanusa. LeF

/1a c€ NMOBHIIH OT NIOCTONEPAaTHBHATA yNoTpeda Ha BbBEXalll eNUAypaieH KaTeThp i
€HOBpEMEHHara ynorpeda Ha JieKapCTBEHH NPOAYKTH, MOBJIHUABALIM xeMocTa3aTd/ Ry
Ce MOBMLIH CBILIO TaKa M OT TPaBMaTU4YHA WJIM MHOTOKpaTHa €NuIypajiHa UiIH C
PUCKBT MOXKE 1a C€ MOBHUIUM CBHLIO TaKa U OT TPaBMaTH4YHA WX MHOTOKpAaTHA € _
crHaHa MyHKUMsA. [lauuenTure TpsAadBa yecTo ga 6baaT npociieAsBaHH 3a npm AR\ ST OMY Ha *
HEBPOJIOTMYHO YBpeX/aHe (Hanp. U3TphIIBaHe WK c1a0oCT B KpakaTa, HapylueHAYHRUMA Ha <§§ /
yepBaTa WM MMKOYHHSA MeXyp). AKO Obie KOHCTaTHPaH HEBPOJIOTHYEH Ne(HLHT, C?2 ..5 MY
CNEIIHO JHArHOCTHLIMPaHe U eYeHHe. [Ipean HeBpoakcHaIHA HHTEPBEHLIMA, JIEKAPAT TPROE
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NMPELEHH ChOTHOLIEHHETO MEXy NMOTEHIIMAIHATA 110/13a ¥ PUCKA NPH MaLUeHTH Ha aHTHKOAry/J1aHTHa
Tepamnus Wik NalKeHTH, KOUTO 1ie ObJaT NOJJI0’KEeHH Ha aHTHKOAryJIaHTHa Tepanus, 3a
TpoMOONpOodHITaKTHKA.

3a HaMaJIsBaHe Ha MOTEHLMATHUSA PUCK OT KbPBEHE, CBbP3aHO C €[IHOBPEMEHHOTO MpHJIaraHe Ha
pHBapokcabaH ¥ HeBpOaKCHaiHa (€NuIypajHa /CIMHATTHA) aHECTe3Hs MM CIIMHAIHA ITYHKLUA, TpAOBa
Ja ce MMa MnpeaBUI (papMaKOKMHETHYHHUA Npodus Ha puBapokcadas. [TocTaBsHeTo WiIH
MpeMaxBaHeTO Ha eMUAYPaICH KaTeThp WIH TyMOaiHa MyHKLMA ce U3BbpLIBA Hai-100pe, Korato
aHTHUKOAaryJIaHTHHsI €(DEKT Ha puBapokcabaH ce OLIeHABAa KaTO HUCHK (BX. TOuka 5.2).

Haii-manko 18 yaca TpsOBa 1a M3MHHAT Clie[l MOC/IEAHOTO NMPUIOKEHHE Ha pUBapoKcabaH npeau a ce
OTCTPaHH eNMUAypanHus KateThp. Clel OTCTpaHABaHETO Ha KaTeTbpa, Hal-MaJIko 6 yaca Tpsa6Ba aa
M3MHMHAT MPEJIM a C€ MPHJIOKHM Clie/iBallaTa q03a puBapoKcadaH.

B cnyyait Ha TpaBMaTHYHO IMyHKTHpaHe MPUEMBT Ha puBapokcabaH Tpsa6Ba fa ce OTIoXkKH ¢ 24 yaca.

[Ipenopbky 3a 103UpPAaHETO NpPEIH U Ce] HHBA3UBHH NPOLIEAYPH U XUPYPrHYHH MHTEPBEHLIHH,
pPa3IM4HM OT IJIAHOBO CTABHO MPOTE3MpaHe Ha Ta3o0eapeHaTa WM Ha KOJIsSIHHAaTa CTaBa

AKO Ce Hallara NpoBeKJaHe Ha HHBa3WBHa MpOLIEAypa WX XUPYpPruiHa HHTEPBEHLIMSA, pUBapokcabaH
10 mg TpabBa na Ob€ CIpsH MO BB3MOXKHOCT NMOHe 24 Yaca npeayd HHTEPBEHLIMATA U B3 OCHOBA Ha
KJIMHHYHAaTa MpeLEeHKa Ha JIeKyBalllus JIeKap.

AKo mpoueypara He Moxe 1a Ob/ie 0T/I0XKeHa, TpAOBa 1a ce NpeLeHH MOBUIIEHHS PUCK OT KbpPBEHE
CIIPSAMO CIELIHOCTTAa HA UHTEPBEHLIMATA.

[IpueMbT Ha puBapokcabaH TpsaOBa a ce Bb30OHOBM Bb3MOXHO Hai-CKOPO CJI€J MHBa3UBHATA
NpoLUeaypa Uik XMpypruyHaTa HHTEPBEHLMS, aKO KJIMHUYHATa CUTYallks MO3BOJIABA M € NOCTUrHaTa
aZieKBaTHa X€MOCTa3a, KaKTo € ONpee/IeHO OT JIEKyBalus Jiekap (BX. Touka 5.2).

[lonynauus B ctapyecka Bb3pacT
C yBe/M4aBaHETO Ha Bb3pacTTa MOXeE Jla C€ YBEJIMYHM PUCKBT OT Xemoparus (Bx. Touka 5.2).

JlepMaToJIOrM4YHU peakliMH

[lo BpeMe Ha MOCTMapKETHHIOBO HAabJIIOIEeHHE BB Bpb3Ka ¢ yrorpebara Ha puBapokcabaH ce
cho0I1IaBa 32 CEPUO3HU KOXKHHU peaKkLMH, BKIIOYHTEHO CHHAPOM Ha Stevens-Johnson/TokcHyHa
enuaepmaiHa Hekponusa U DRESS cunapom (Bx. Touka 4.8). U3rnexa, ye naleHTHTE ca
M3JI0)KEHH Ha HaW-TOJIIM PHUCK OT T€3H peakLMH B HA4YaJlOTO Ha TEPAIMATA: B [IOBEYETO CITYUYaH
Ha4aJI0TO Ha peakuuATa Ce NposABsABa Npe3 MbPBHUTE CEAMMLIM OT JeyeHUueTo. PuBapokcaban TpsbBa na
CE€ MpeyCTAaHOBH NpPH MIbpBa NMOABA HAa TEXKBK KOXKEH OOpUB (Hamp. pa3npocTpaHsABalll C€, HHTEH3UBEH
W/WIK CBBpP3aH ¢ 00pasyBaHe Ha MeXypH) WIH ApYT NPU3HAK HA CBPbXYYBCTBUTEIHOCT, CBbP3aH C
JIE3UM Ha JIMraBuLIaTa.

HMudopmaims 3a NOMOLIHHUTE BELLECTBA

PyHaruakc cbabpika jiakTo3a. [lauMeHTy ¢ peqku HacneICTBEHH NMpob/ieMH Ha rajlakTo3Ha
HEMOHOCHUMOCT, OOLLl JIAKTa3eH J€HLIMT MM ITIOKO30-rajlakTo3Ha Manabcopbuus He TpabBa aa
[IPUEMAT TO3H JIEKAPCTBEH MPOIYKT.

Pynamuiakce ceabpxa ceHeeT ) biATO FCF amymunues nak (E110). Topa nOMOLIHO BeLIECTBO MOXeE Aa
MPEAU3BHKA aJICPrUYHU PeaKLHH.

PyHnannakc cbabpxa no-manko ot 1| mmol Hatpuii (23 mg) B eqHa puimMupana Tabnerka, KOeTo
O3Ha4aBa, 4€ MO ChUIECTBO HE ChABbPKAa HATPHMA.

4.5  BsaumojeidcTBHE C APYIH JieKapcTBEeHH NPOAYKTH H APYyru GOopMH Ha B3anMoaelCTBHe

Huxuburopu Ha CYP3A4 u P-gp
EnHOBpeMEHHOTO NPUIIOKEHHE HAa puBapokcabaH u kerokoHason (400 mg Be
putoHaBup (600 mg ABa MbTH AHEBHO) BOJH 110 2,6 MbTH / 2,5 MBTHU NO-BUCO .’&s
puBapokcaban ¥ 1,7 net / 1,6 mbTH no-Bucoka cpeaHa Cmax Ha pUBapoKcab
MOBHIIaBaHE Ha (hapMakogUHAMHYHHUTE e(PEKTH, KOETO MOXKE J1a IOBEIE JI0
kbpBeHe. [1o Tasu npuumHa He ce npenopbuBa ynorpebara Ha puBapokcabaH




MTpaKOHa30JI, BOPUKOHA30J1 U nocakoHa3on wiH ¢ HIV-nporea3uu uuxuburopu. Te3u akTuBHU
BewllecTBa ca MOIHU HHXHOUTOpU Ha CYP3 A4 u P-gp (Bxk. Touka 4.4).

OuakBa ce aKTHBHH BELIECTBA, KOMTO CHJTHO MHHXMOMPAT CaMo €IMH OT MbTHILATA Ha eJITMMUHHPAHE Ha
puBapokcaban (CYP3A4 wiu P-gp) na nosuiar B no-Majika CTeneH IUla3MeHUTE KOHLIEHTPALMM Ha
puBapokcabaH. Hanpumep, knapurpoMuumH (500 mg ABa mbTH JHEBHO), KOWTO CE MpHEMa 3a CHIIEH
uHXHOuTOp Ha CYP3A4 M ymepeH nuxuburop Ha P-gp, Boau 10 nosuinaBaHe Ha cpenHata AUC Ha
puBapokcadaH ¢ 1,5 mbTH ¥ Ha Cnax — ¢ 1,4 bTH. B3aumMoieHCTBHETO ¢ KIIADUTPOMHLIMH Haii-
BEPOATHO HE € KIIHHHYHO 3HAYHUMO IPH MOBEYETO NMALMEHTH, HO MOXe a Ob/ie MOTEHLMATHO 3HAYUMO

[MPH BUCOKO-PUCKOBH MAUMEHTH. (3a mauHeHTH ¢ 6b0pevHO yBpexxaaHe: BX. To4ka 4.4).

EpurpoMuimH (500 mg Tpu mbTH IHEBHO), KOHTO HHXMO6HMpa ymMepeno CYP3A4 u P-gp, Boau no 1,3
MbTH noBuiueHUue Ha cpeaHata AUC U Cnax Ha puBapokcabaH. B3zauMoaeicTBHETO ¢ epHTPOMHLIMH
HaK-BE€POATHO HE € KIIMHUYHO 3HAYMMO IPH MOBEYETO NMALMEHTH, HO MOXe J1a 6blie MOTEeHIIMATHO
3HAYMMO IPHU BUCOKO-PUCKOBH MALIHEHTH.

[Tpu nuua ¢ nexo 666peyHo yBpexxaane eputpoMuiiH (500 mg TpU MbTH AHEBHO) BOIH 110 1,8-
KpaTHO noBuiaBaHe Ha cpenHata AUC 3a puBapokcabaH M 1,6 mbTH noBuiueHHe Ha Crax B CPaBHEHHE
C MHAMBUM C HOpManHa 0b0peyHa GpyHkuus. [Ipu nuua c ymepeHo 660peuHo yBpexaaHe
EPUTPOMHULIHKH € a0BeN 10 2,0 mbTH noBueHue Ha cpeaHata AUC Ha puBapokcabaH u 1,6 mbTH
NnoBULIeHHE Ha Cmax B CPABHEHHE C HHIUBHUIHU C HOpMaiiHa Ob0peuHa pyHkumsa. EdexrsT Ha
CPUTPOMMIIMH € aIMTHBEH KbM TO3H Ha ObOpEYHOTO yBpeXxaaHe (BxkK. Touka 4.4).

®nykoHa3on (400 mg BeHbXK JHEBHO), KOHTO ce cMATa 3a yMepeH UHxuOuTop Ha CYP3 A4, Boau 10
noBuwaBaxe ¢ 1,4 et Ha cpenHara AUC Ha puBapokcabax U 1,3 mbTH Ha cpeHaTa Crax.
B3aumoneACcTBHETO ¢ (DITyKOHA30J1 Hal-BEPOATHO HE € KIIMHHYHO 3HAYMMO MPH MOBEYETO MALMEHTH,
HO MOXKe J1a Ob/ie MOTEHLMAIHO 3HAYMMO IIPH BUCOKO-PUCKOBH MaLHeHTH. (3a naLuKeHTH ¢ 6b0peuHo
yBpexaaHe: BUXK To4ka 4.4).

Kato ce umar npeasua orpaHHYEHUTE KIIMHHUYHHU JJAHHHU C IPOHENapOH, €JHOBPEMEHHOTO
MPHJIOXKEHHE ¢ puBapokcabaH TpabBa na ce u3bAraa.

AHTHKOAryJaHTH

Cnea koMOMHMpPaHO NPUIIOXKEHUE Ha eHOKcanapuH (eAHOKpaTHa 103a oT 40 mg) ¥ puBapokcaban
(eaHokpaTHa f03a ot 10 mg) e HabmonaBaH anMTUBEH e(eKT BbPXY aKTHBHOCTTA Ha aHTHdakTop Xa,
0e3 HUKAaKBH JOIbJIHUTEIHH €(EKTH 10 OTHOLIEHHEe Ha KoaryjauuoHHure tectoe (PT, aPTT).
EHOkcanapuH He € NnoB/iaus1 (papMakOKHHETHKAaTa Ha pUBapokcabaH.

[lopaau NOBHUILIEHHS PHCK OT KbPBEHE € He0OX0AUMO BHUMAHHKE NPH NMalMEeHTH, KOUTO ca Ha
€AHOBPEMEHHO JIeYEeHHE C APYTrd aHTUKOAryJjaaHTH (BX. TOUkH 4.3 u 4.4).

HCIIBC/uHXHOUTOpPH Ha TPOMOOLIMTHATA arperauus

He e HabntonaBaHO KIMHMYHO 3HaYMMO YIB/DKaBaHE HA BPEMETO Ha KbPBEHE CJIE]] €IHOBPEMEHHO
npuioxkeHue Ha puBapokcadaH (15 mg) u 500 mg HanpokceH. Benpeku ToBa € Bb3MOXXHO Ja UMa
MalMeHTH C MO-H3pa3eH (papMaKOAUHAMHYEH OTTOBOP.

He ca HabnronaBaHu KIMHHYHO 3HAaYMMH (PapMaKOKHHETHYHM WK (PapMaKkoJHHAMUYHH
B3aMMOJICHCTBHA MPH €IHOBPEMEHHO NPHUJIOXKEHHE Ha puBapokcaban u 500 mg aueTwicaTuuioBa
KHCEJIMHA.

Knonuporpen (300 mg HayanHa no3a, nocjieasaHa ot 75 mg noaabpxkaia q03a)f
(hapMaKOKHHETHYHO B3aUMOZEHCTBHE ¢ puBapokcabaH (15 mg), Ho e HabmoxE qﬂé :

~ o
yAB/DKaBaHE HA BPEMETO Ha KbPBEHE NPH €lHa MO/rpyNa NalMeHTH, KOETo H¢leXqpeiaip
arperauusTa Ha TpoMOouuTHTE, HHBaTa Ha P-cenextun wiu GPIIb/IlIa peuen ORRITE:

-

)

Heobxoaumo € BHHMaHHe NpH NaLMEHTH, KOUTO €JHOBPEMEHHO Ca JIEKYBaHH 9
(BKJIIOYHMTETHO aLETHIICATMLIMIIOBA KMCEIHHA) U MHXMOMTOPH Ha TPOMOOLIMTHAT? P!



SSRI/SNRI

KakTo npu Apyrv aHTHKOAryJaHTH MOJXKe J1a ChIIeCTBYBa Bb3MOXKHOCT MAaLIMEHTUTE [1a ¢a C MOBHIIEH
PHCK OT KbpBEHE B ClTy4ad Ha cbirbTcTBaLIa ynorpeba cbc SSRI unu SNRI nopaau edexra um Bupxy
TPOMOOUMTHTE, 3a KOHTO ce chobwmasa. [Ipu cbmbpTeTBaIna ynoTpeba B KIMHHYHATA IIPOrpaMa c
puBapokcabaH, BbB BCHUKH IPYITH Ha JIeYeHHeE ce HabII01aBa YMCIEHO NMO-BUCOKA YE€CTOTA Ha r'OJISAM
WJIU HEroJIAM KJIMHUYHO 3Ha4YUM KPBBOHU3JIUB.

Bapdapux

[IpeMHHaBaHeTO OT JieueHHe ¢ aHTaroHucra Ha BuTaMuH K Bapdapun (INR 2,0 10 3,0) kbM eyeHue ¢
puBapokcabaH (20 mg) nnu ot puBapokcabax (20 mg) ksM Bapdapus (INR 2,0 o 3,0) nosuinasa
CbOTHOLIEHHETO NpoTpoMOUHOBO Bpeme/INR (Neoplastin) noBeye oT afMTUBHO (BB3MOXHO € J1a ce
HaOmonaBat otaeaHU cToiMHOCTH Ha INR no 12), nokaro edekrure no orHomenue Ha aPTT,
HHXMOMPAHETO Ha aKTHBHOCTTA Ha (akTop Xa M MOTeHLMalla Ha €HJJOr€HHHS TPOMOUH ca aJUTHBHH.

[Ipu xenanue na ce uscneasar papMakoAMHaMUYHHUTE e(pekTH Ha puBapokcabaH B nepuoa Ha
CMsHaTa Ha TepanMsTa MOrart Jia Ce€ M3MoJI3BaT M0Ka3aTe/IM KaTO aKTUBHOCT Ha aHTH-¢pakTop Xa, PiCT
1 Heptest, noHexe Te3u TeCTOBe He ce MOBNUABAT OT BapdapuH. Ha ueTBbpTHA AEH cnea nocneaHara
Ao3a Bap¢apuH, Bcuuku nokasaresy (B, PT, aPTT, unxubupane Ha akTuBHOCTTA Ha pakTop Xa
ETP) orpa3saBaT eaMHCTBEeHO edekTa Ha puBapoKcabaH.

[Ipu xenanue na ce usciaeapar papMakoAHHaMUYHHUTE eeKkTH Ha BapdapHH B MEPHOA Ha CMAHA HA

TepanusaTa Moxe 1a ce u3nonssa uaMepsaHeto Ha INR npu Cyouen Ha puBapokcaban (24 yaca cien
NpeaXoaHHsA MPHEM Ha pUBapoKcabaH), Thil KaTO TO3M MOKa3aTel Ce MOB/IMABAa B MUHMMAJIHA CTEIEeH
OT puBapoKkcabaH B Ta3u BpeMeBa TOYKA.

He e HabmonaBaHo apMakOKMHETHYHO B3aMMOJIEHCTBHE MEXIy BapdpapHH U pHBapoKcabaH.

Uuaykropu Ha CYP3 A4

EnHOBpEMEHHOTO NPUIIOXKEHHE Ha puBapokcabaH U MouHua HHAYKkTop Ha CYP3A4 pudaMnuumH
Boau 10 okoJio 50% noHmwkaBaHe Ha cpeaHata AUC 3a puBapokcabaH, ¢ yCcropeIHO HaMaJIsiBaHEe Ha
(papmakoarHamuuHHuTe My epekTu. EnHOBpeMeHHaTa ynorpe6a Ha puBapokcabaH ¢ IPyrd MOLIHH
HHAYKTOpU HA CYP3A4 (Hanp. peHuTouH, kapbamasenuH, peHobapOUTaT WM KBJIT KAHTAPHOH
(Hypericum perforatum)) cbLO MOXe J1a JOBeJ€e A0 HaMaJIeHH IJ1a3MEHH KOHLIEHTPALIMM Ha
puBapokcabaH. 3aToBa Tps6Ba na ce U36Arsa eAHOBPEMEHHOTO MpHIaraHe Ha MOLIHH MHAYKTOPH Ha
CYP3A4, ocBeH ako MaLMEHTHT HE Ce CJIeW BHUMATEJHO 3a 0eie3u U CHMIITOMM Ha TpoM0o3a.

Jpyru cbbTCTBALM TepanyH

He ca HaOmoaaBaHM KIMHUYHO 3HAYMMH (DapMaKOKMHETHYHH WM (papMaKOIUHAMHYHU
B3aMMOJCHCTBHA NMPH €JHOBPEMEHHO MPHIOXKEHHUE Ha puBapokcabaH U Muaa3onaM (cyocTpaT Ha
CYP3A4), nurokcuH (cydcrpar Ha P-gp), atopactatus (cybctpar Ha CYP3A4 u P-gp) uau
oMenpa3o/ (MHXMOMTOp Ha MPOTOHHATa nomrna). PuBapokcabaH HUTO HHXHOHpPa, HUTO HHAYLIMpA
HAKOS OT OCHOBHHUTE U30dopMu Ha CYP, Hanpumep CYP3 A4.

He ca HabronaBaHy KIMHUYHO 3HAYMMHM B3aUMOJEHCTBHUS C XpaHH (BX. Touka 4.2).

JlabopaTopHHU noka3aTe/u
Koarynaunonnure napamerpu (Hamp. PT, aPTT, HepTest) ce moBausBaT criopes o4akBaHUATa C Oryies
Ha M€XaHM3Ma Ha JIeMCTBHE Ha puBapokcabaH (Bxk. Touka 5.1).

46  DeprTHAHTET, OPEeMEHHOCT H KbpPMEHe

bpeMeHHOCT
be3onacHOCTTa M epUKacHOCTTa Ha puBapokcabaH rnpu OpeMeHHH KEHH HE Cf H Y
[Ipoy4yBaHHsATa NMPHU XKUBOTHHU MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. TO l\ AP
NOTEHLMATHATA PENPOIYKTHBHA TOKCHYHOCT, IPUCHIUMS PUCK OT KbpBEHE U NaHANTE, ﬁﬁﬁéssa@ e
puBapokcabaH NpeMUHaBa npe3 IJIalleHTaTa, puBapokcabaH e npomﬂonoxaza W‘J‘d& J/
OpeMeHHOCT (BX. To4Ka 4.3). =




XKenure ¢ nerepoaeH noreHuuan TpsadBa ga u3bArear na 3abpemMeHsBaT Mo BpeMe Ha JIEYEHHETO C
puBapokcabaH.

KbpMeHe

be3onacHoCTTa M €pMKaCHOCTTa Ha pUBapOKcabaH NMPU KbPMELLH XKEHH HE Ca YCTAHOBEHH.
[IpoyuBaHusTa IIPH )XKMBOTHH MOKa3BaT, Y€ puBapokcabaH ce cekpeTupa B MsSkoTo. [1o Ta3u npuumnHa
puBapoKcadaH € MpOTHBONOKa3aH B Nepuoaa Ha kbpMeHe (BXK. Touka 4.3). TpsaOsa na ce B3eme
pelIeHHe Jajiy Ja Ce NMPeyCTaHOBH KbPMEHETO WJIM [a C€ MPEeyCTaHOBKW/1a He Ce TPHJIOKH TepanuaTa.

QOepTHIUTET

He ca npoBexx1aHM KOHKPETHH MPOY4YBaHHUs C puBapokcabaH MpH Xopa 3a OLleHKa Ha e()EeKTHUTE IO
OTHOLUEHHE Ha (pepTunuTeTa. IIpu eqHO NpoyyBaHe No OTHOLIEHHE HA (PEPTUITUTETA MIPH MBXKKH U
’KEHCKH IUTbXOBE He ca HabnronaBaHu eekTH (BXK. Touka 5.3).

4.7  EdexkTH BbpXYy cnocoOHocTTA 32 modHpaHe H paboTa ¢ MALIHHH

PuBapokcabaH nos/iMsABa B Majika CTeMNeH CnocoOHOCTTa 3a modupaHe U pabora ¢ MawmHu. Uma
ChOOLIEHHA 3a HEXKEJIAaHH PEaKLMM, KATO CUHKOII (HECTOTa: HEYECTH) M 3aMasgHOCT (Y€CTOTa: YECTH)
(B>K. TOUKa 4.8).

[laupeHTHTE, IPU KOUTO CE€ Pa3sBHAT TE€3H HEXKEJIaHW peakLMH, He TpsaOBa aa wodupaT Wi paboTar ¢
MAallHHH.

4.8 Hexe1aHH JIeKapCTBEHH peaKIHH

Pe3iomMe Ha npoduia Ha 6€301acHOCT

be3zonacHocTTa Ha pUBapokcadaH e rnpoy4eHa B TpMHaAeCceT OCHOBHM npoy4BaHus ¢asa I1I (Bx.
Tabnuua 1).

O61mo 69 608 BE3pacTHH NaLMEHTH B eBeTHaAeceT npoy4BaHus ¢a3a Il u 488 neauarpuynm
MalMEeHTH B JBe npoyyBaHus ¢asa Il u nse npoyusanus dasza Il ca ¢ ekcno3uims Ha puBapokcabaH.

Tabauna 1: bpoil npoyyeHs nanneHTH, 001a JHEBHA 1032 H MAKCHMAJIHA NPOAB/IKHTEIHOCT
HA JIeYeHHEeTO NPH BL3PACTHH H NeJHATPHYHH NalHeHTH npoyuyBanus ¢asa I

[loxa3zanue b poii OO0ma nueBHa 1o3a [MakcumMaaHa
NalHeHTH ™ NPOAB/LKHTE/JHOCT HA
VIeYEeHHETO
[IpodpunakTika Ha BEHO3€EH 6097 10 mg 39 nHn

TpomboeMbomu3zsm (BTE) npu
Bb3PaCTHHU MALMEHTH, [1OAJ1I0)KEHH
Ha TU1aHOBO CTaBHO MPOTE3UpaHe
Ha TazobeapeHaTa UM Ha
KOJIAHHATa CTaBa

[IpodunakTika Ha BEHO3€H 3997 10 mg 39 nHu
TPOMOOEMOOIHM3BM IpH
HEXUPYPruyHHU NMalUEeHTH

UleueHne Ha abiboka BeHO3HAa  |6790 Jlen 1 -21:30mg 21 meceua
Tpombo3a (IBT), 6enoapobra JleH 22 u cnen ToBa:

eMbonusa (bE) 1 npodunakTuka 20 mg

Ha PELIMIAUBH i(Cnen Han-Manko 6

meceua: 10 mg unu
20 mg




JleyeHue Ha BTE u 329 LI[osa, KOpHUrupaHa 12 meceua
NpO(PUIAKTUKA Ha pELIMIUBH Ha ICrIope ] TENECHOTO
BTE npu HOBOpOAEHH Ha TErJIO, 32 MOCTUIaHE
TEPMHHA U Jelia Ha Bb3pacT Nnoj Ha €KCIMO3ULIMA KaTo
18 ronuHuM cnen 3anoyBaHe Ha Ta3u, HaOoJaBaHa
ICTaHapPTHO aHTHKOAryJIJaHTHO [MPU BB3PACTHH,
JICYEHHE. jieKyBaHH 3a JIBT ¢

20 mg puBapokcabaH

€HH BT JHEBHO
[IpoduiakTika Ha HHCYIT H 7750 20 mg 41 meceua
ICUCTEMEH eMOOJIU3BM MPH
MAaLMEHTH C HEKJIAITHO
NPEACHPAHO MbXKIECHE
[IpodunakTrka Ha 10 225 S mg win 10 mg 31 meceua
ATepOTPOMOOTHYHM CHOUTHS NPH CbOTBETHO,
nauueHTH cieaq OKC MPUIOKEHH

€JHOBPEMEHHO C

ACK wn ¢ ACK

TUTIOC KJIOMUOTPE

WU THKJIOTMAWUH
[Ipodpunakruka Ha 18 244 5> mg nmpunoxenu 47 Mecena
@ATEPOTPOMOOTHYHHM CHLOUTHS MpH BaeaHo ¢ ACK wm 10
nauueHTH ¢ CAD/PAD mg CaMOCTOSATETHO

3 256** 5 mg, npunokeHHn 42 mecela
€ AHOBPEMEHHO C
ACK

* IlaupeHTH, KOUTO ca OWJIM EKCTIOHUPaHHM Ha MOHE e/lHa 103a pUBapokcabaH
**Ot npoyuBanero VOYAGER PAD

Haii-uecTo cpo01aBaHHTe HEXeENaHH peaKLMH NPH NMALMEeHTH, KOMTO M0/Iy4aBaT puBapokcabaH, ca
Ousti XeMoparuu (Bx. cblo Touka 4.4 u "OnucaHue Ha M30PaHH HEXeJTaHH PeakLUH" Mo-10y)
(Tabnuua 2). Hail-yecto cro6iaBaHuTe Xemoparuu ca 6uinu enucrakcuc (4,5%) U KbpPBEHE B

CTOMAaLUIHO-4YpeBHUA TpakT (3,8 %).

Tabanna 2: Yecrora Ha cCHOHNTHATA HA KbPBEeHe* H AHEMHSN NPH NALHEHTH C eKCIO3HIHS HA
pPHBapoKcadaH B 3aBbPIIHINTE NPOYYBAHHS NPH Bb3PACTHH H NeAHATPHYHH NANHEHTH ¢a3a

I

Iloxa3zanue BcikakbB THI KbpBeHe AHemMHuS
[Ipopunakruka Ha BeHO3eH | 6,8% oT mauueHTUTE 5,9% ot nauueHTUTE
TpoMbembonuzbsm (BTE)

MpH Bb3PaCTHH NMAIMEHTH,
[MOAJI0XKEHH Ha IJIAHOBO
CTaBHO MpPOTE3HpaHe Ha
TazobeapeHaTa WK Ha
KOJIAHHATa CTaBa

[Ipodpunakrtuka Ha BTE nipu
HEXHUPYPIrUYHH NaLHEHTH

12,6% ot nmauueHTHUTE

2,1% ot nauHe
/ P

Jleuenue Ha JIBT, BE 1 23% OT naLueHTHTE 1,6% ot naumgfmant , aydaho\ O,
npodHIaKTHKA Ha J ‘ R >
JleueHue Ha BTE u 39,5% ot nauueHTHUTE 4,6% ot nauu "'\i - e il [ t &

W
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Npo¢UIaKTHUKA Ha
peuuansu Ha BTE nipu
HOBOPOJEHH Ha TEPMHHA U
JeLa Ha Bp3pact noxg 18
FOAHMHHM CJie]] 3all04YBaHe Ha
CTaHAApPTHO
aHTUKOAryJIaHTHO JICYEHHE.

[Ipodunakrrka Ha uHCYAT M | 28 Ha 100 mauueHToroaMuy | 2,5 Ha 100 NMaLMEeHTOroOAMHH
CUCTEMEH €MOOIM3BM NpH
MalMEHTH C HEKJIAMHO
NPEACHPAHO MBXKIEHE

[IpodunakTuka Ha 22 Ha 100 maumentoroguau | 1,4 Ha 100 naumeHTOrOqUHMA

aTepoTPOMOOTHYHH

CbOUTHSA NPH NaLIUEHTH

cien OKC

[IpodunakTrka Ha 6,7 Ha 100 naumenTorogunm | 0,15 Ha 100

aTepOTPOMOOTUYHH MauUeHTOroquHu **

CbOMTHUSA NPH NALMEHTH C

CALPAD 8,38 Ha 100 0,74 1a 100
NaLHeHTOroAUHU#H MaLHEeHTOrOAUHU * * *#

*IIpu BCMYKH MPOYUYBaHHA C pUBapOKcabaH BCHYKH ClTy4aH Ha KbpBEHE ce ChOMpaT, JOK/IAIBaT M
OLICHABAT.

**B npoyuyBaHeto COMPASS, 1Ma HHCKa YeCTOTa Ha aHEMHUS, Thil KaTO € NPWIaraH CeJIKTUBEH
MOAXO/ NMpU CbOMPAHETO HAa HEXeJTAHUTE ChbOUTHS.

*** IIpunoxxeH € ceNneKTUBEH MOAXO 3a ChOMpaHe HeXeNlaHH CHOUTHA

# Ot npoy4uBanero VOYAGER PAD

CnHChK Ha HeXeJaHH JIeKapCTBEHH peaKLMH B TabauyeH BU

YecToTHTe Ha HeXenaHWTe peakLMH, CBbP3aHH C pUBapOKCabaH NpH B3PACTHH U NeIHaTPHYHH
MalMeHTH, ca 0000enu B Tabnuua 3 no-aoimy no cucteMHo-opranHu kinacose (mo MedDRA) u no
4eCcToTa.

B 3aBHCHMOCT OT YecToTaTa Te ce OnpeaesaT KaTo:

MHOro 4yectH (= 1/10)

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

HedyecTH (= 1/1000 no < 1/100)

peaxu (= 1/10 000 oo < 1/1000)

MHOro peakt (< 1/10 000)

C HEU3BECTHA 4Y€CTOTa (OT HUIMYHMUTE JaHHU HE MOXKe J1a Obie HarpaBeHa OLIEHKA)

Tabanua 3: BcHYKH HelkeJIaHH peaKkiHH, CbOOIEeHH NPH Bb3PACTHH NANHEHTH B KJIHHHYHH
npoyuBanus (paza III niu npu nocrmapkxernnrosa ynorpe6a* u B ase npoyusanns ¢a3a Il u
aABe npoy4sanus ¢a3a IIl npn nexnarpHYHn nanHeHTH

APYILIeHHS HA KPbHBTA H JIHM(QHATA CHCTeMa

AHeMHuA (BKJI. TpombGouuTo3a (BK.

ICbOTBETHH MOBHIIIABAHE HA

1abopaTopHH Opos Ha

NapameTpH) rpoMGoLmTHTE)
TpombouuTonexus

[HapymeHHsi HA HMYHHATA CHCTEeMa




aJiepruyeH
IepMaTHT,
@QHTHOEeIEM U
JIepruyeH OTOK

AnepruyHa peakums,)

AHapUIaKTHYHU
peaKlMM, BKII.
AHa(pUIaKTHYEH LLOK

Hﬂp}’lll&llllﬂ HAa HEPBHATA CHCTEMA

3aMasHOCT, Mo3rueH u

rnaBoOosue BbTpEYEpereH
KPbBOHW3/IUB,
[CMHKOMN

HapyimeHHsi HA OYHTE

O4eH KPpbBOW3JIUB
( BKJI.KOHFOHKTHBAJIE
H KPbBOMW3JIUB)

CoupaeyHH HAPDVIIICHHUSA

Taxukapaus

|C'L,[IGBH HADYIICHHHA

XHUMOTOHMUSA,
XE€MaTOM

PecnnHPATOPHH, I'PBLAHH H MEIHACTHHAJIHH HADYIICHHSA

Enucrakcuc,
XEMOITTH3UC

Eo3uHodunHa
[THEBMOHHUSA

CTromManmHO-4YpeBHH HApPYLIEHHSA

KbpBeHe OT CyxoTa B ycTara
BEHLIUTE, KbPBEHE OT
ICTOMAIIHO-YPEBHUA
TPaKT (BKJI.
PEKTAITHO KbpBEHeE),
ICTOMAIIIHO-YPEBHH H
a0 IOMHHATHH
0ONKH, QUCTIerncUs,
rageHe, 3amnex”,
nuapus,
noBpbluaHe”

XenaToOMJIHAPHH HAPYILIEHHS

[loBHiIEHHE Ha YepHoapoOHo

TpaHCaMHHAa3UTe  yBPEeXXJaHe,
MOBULLIEH
OuMpyOHUH,

MOBHUIIIEHA aJIKaJIHA
docdaraza B

KPBBTa”, MOBHILEHO
GGTA

DK BIITEHMLIA,
MMOBUILIEH
KOHIOTHpaH
OUTHpYOUH (CBC WIH
0e3 eIHOBPEMEHHO
MOBHULIEHUE Ha
AJIAT), xonecra3a,
XEMaTuT

( BKJ1.XEMaToLey-
JITapHO YBPEXKIAHE)

Hap}'lﬂeﬂﬂﬂ HA KOKAaTa H NOAKO’KHATA ThbKaH




IChp6ex (BKIL. Y pTukapus Cunapom Ha Stevens-
HEUYeCTH CITy4Yau Ha Johnson/TokcuuHa
reHepaiu3upaH enuaepMaiHa
cBpOex), oOpuB, Hekponu3a, DRESS
CKXUMO3H, KOXKHH H ICHHPOM

MOAKOXHH

KPbBOU3JIMBH

HHPYIIIEHHH HA MYCKYJHO-CKEJIETHATA CHCTEMA H Ch€IHHHTC/IHATA ThbKaH

Bonka B kpakiHuTe"

XemapTpo3sa

KpbBOU3IIUB B
MYCKY/I

KoMnapTMeHT cuHapom
B pe3yJITaT Ha KbpPBEHE

Hapymenus Ha Ob0penuTe H NHKOYHHATE NbTHIA

KspBEHE OT
lYpOr€HUTATHHUSA
TPaKT (BKII.
XeMaTypHs U
MeHoparus’),
6B6peuHo
lyBpexxaaHe (BKIL.
NMOBHUILIEHHE Ha
KpeaTHHHHA U
MOBHUIIEHHE Ha
lypesita B KpbBTa)

brbpeuna
HEI0CTaTbYHOCT/OCTpa
OBOpeuHa
HEJIOCTaThb4YHOCT B
pe3yJITaT Ha KbpPBEHE,
I0CTaThb4Ha J1a
Mpeau3BUKa
Xunornepdys3us,
He(dponarus,
NMPUYUHEHA OT
lAHTUKOAryJIaHTH

IOGI]IH HAPYUICHHHA H EIlJEl{'TII HAa MACTOTO HA MIPHJIO’KCHHE

IToBuiIeHa
TeMreparypa’,
nepudepeH OTOK,
MOHWKeHa 0011a
CHJIa U €HEPrUYHOCT
BKJI. yMOpa M
CTEHHSA)

HepaznonoxeHue
(BKJI1. IPUJIOLLIABAHE)

Ulokanu3upaH oToK"

N3coienBanusg

[ToBumen LDHA,
MOBHUILUEHA JMna3a’,
[MOBUILIEHA
aMuia3a’,

HHPRHHBEHHH, OTPABAHHA H YUI0’KHCHHA, BbJHHKHAJIH B PE3YyJ/ITAT HA HHTCPBCHIIHH

KbpBeHeE cren
HsKaKBa MpoLeaypa
(BKJI.
MOCTONEpPaTHBHA
AHEMHS U KbpBEHE
IOT paHa), KOHTY3Us,
CeKpeLys OT paHH”

Cha0Ba
rcesa0aHeBpH3MaP

A: Habmoaasanu npu npoduiakTuka Ha VTE nipu Be3pacTHM NalMEHTH, MO0
TOTAJIHO CTAaBHO MpOTe3upaHe Ha Tazo0eApeHaTa Wik KOJISHHATa CTaBa
b: Habmonaeanu npu neyenue Ha JIBT, BE unu npoduiakTuka Ha peLiIMIUBH, K2

KeHU < 55 roguHHU

TN




B: HabnroaaBaHK KaTo HEYECTH MpPH MPO(HIAKTHKA HA ATEPOTPOMOOTHYHH CHOUTHSA NPH MALHEHTH
cien OKC (cnen nepkytaHHa KOpoHapHa MHTEPBEHLHUA)

* [IpuioxeH e npeBapUTETHO OMpe/ieNieH CeIeKTUBEH MOAXO0/ 3a ChOMpaHe Ha HeXeaHU ChbOUTHS B
n30panu npoyuBanus ¢a3sa III. YecToTara Ha HexxeNlaHUTE peakLIMH He € yBETHYEHA U He e
yCTaHOBEHA HOBa HeXKeJlaHa JIKapCTBEHa peaKLus ClieJl aHATU3 Ha T€3H MPOYYBaHHUA.

Onucanue Ha U30paHM HeXeJTaHW peaKlUu

[lopaau papMakoOrHyHHs My MEXaHH3bM Ha JAEHCTBHE, ynoTpebara Ha puBapoKcabaH Moxe 1a 6be
CBbp3aHa C MOBHULICH PUCK 3a OKYJITHO WIH SBHO KbPBEHE OT BCSKa ThbKaH WJIM Oprad, KOeTo 64 MOrjo
Jia oBeie 10 MocTXeMoparuyHa aHeMHusd. [IpusHanuTe, CAMOTOMHUTE M TeXKecTTa (BKIFOYHUTETHO
(hatasieH M3X0N) L€ 3aBUCAT OT JIOKATH3ALIMATA M CTENEHTA WM 06eMa Ha KbPBEHETO W/WJIH aHEMHUSATA
(BX. Touka 4.9 [loBeieHHe MpH KbpBeHE). B KIMHHYHHTE NPOYYBaHHS JMIraBUYHO KbPBEHE (T.€. OT
HOCa, BEHLIMTE, CTOMAlIHO-YPEBHUs TPAKT, MHKOYO-TOJIOBHA TPAKT, BKIFOYHTETHO aOHOPMHO
BarMHAJIHO MJIY MOBHMILEHO MEHCTPYaAJIHO KbPBEHE) M aHEMHA ce HabioAaBaT Mo-4ecTo NpH
ABJIFOCPOYHO JIEYEHHE C pUBapOKcabaH B cpaBHeHHe ¢ neyeHre ¢ ABK. I1o Ta3u npuumHa, B
AOMBJIHCHHE KbM aIEKBAaTHOTO KIIMHUYHO HabmoaeHue, 1abopaTopHO H3CIIEiBaHE Ha
XEMOTI00MHa/XeMaTOKpH1Ta 61 MOrjo Aa 6bJe OT 10132 32 OTKPUBAHE Ha OKYJITHO KbpPBEHE U 3a
Onpeae/isHe Ha KIIMHUYHATa 3HAYMMOCT Ha SBHO KbpPBEHE, MO MpeLeHKa cropes ciay4das. Bb3MoxHO e
PHCKBT OT KbpBEHe [1a Ob/ie MOBMILIEH MPH ONPEEIeHH! MPYTH MAlMEHTH, HalIPUMED MALUEHTH C
HEKOHTPOJIMpaHa TeXKa apTepHajiHa XMIIEPTOHUA W/WIM Ha ChITbTCTBALLA T€paIlis, KOATO MOBIUABA
Xemocrasara (BX. To4ka 4.4 “Puck ot xeMoparus™). Bb3MOXXHO € MEHCTPYaIHOTO KbPBEHE J1a € I10-
CHJTHO W/WJTH MO-TNIPObJDKUTENHO. XeMOParHyHHUTe YCIO0KHEHHS MOTaT 1a ce MPOSBAT KaTo c1abocT,
OJieIHOCT, 3aMasgHOCT, IJ1IaBOOOJIHE WKW HEOOACHUMH OTOLIM, TUCTHES U HeoOscHUM oK. KaTo
pe3yaTaT OT aHEMHATA B HAKOM CJTy4aH ca HabroJaBaHU CUMITTOMH Ha Chp/JI€YHa HCXEMHUSA, KaTo
OoJIKa B I'bpJAUTE MJIM CTEHOKApHA.

HMMa cb001LIeHHs 32 M3BECTHH YCJIOKHEHHS B PE3YJITAT HAa TEXKKO KbPBEHE, KATO KOMIIAPTMEHT
CHHAPOM H OBbOpeyHa HEAOCTAaTHYHOCT B pe3yNTaT Ha Xunonepdysus uiM HedponaTus, NPUYUHEHA OT
aHTHKOAryJIaHTH, MPH U3I1013BaHe Ha puBapokcabaH. I1o Ta3u npUuMHa BEpOATHOCTTA OT KbpPBEHE
TpsiOBa a ce MMa NpeaBU NPH NMpeLeHKAaTa Ha ChbCTOSHUETO Ha BCEKH TMAaLIMEHT, KONTO € NMOUIOXKEH
Ha aHTUKOAryJIaHTHO JIEUEHHE.

CpoluiaBaHe Ha NOJAO3UPAHU HEXKEJIAHH PEAKLIMH

CroO1aBaHeTo Ha MOAO3MPAHH HEXENIAHH PeaKIMH Clell paspeluaBaHe 3a ynorpe6a Ha J1eKapCcTBEeHHUS
NPOAYKT € BaxkHO. ToBa Mo3BosisiBa 1a NPOAB/DKK HaGMIOAEHHETO Ha ChOTHOLIEHHETO MOJI3a/PUCK 3a
JICKapCTBEHUA NPOAYKT. OT MEAULIMHCKHUTE CNELIMAIIUCTH C€ M3UCKBA Jla ChoO11IaBaT BCska

[0103MpaHa HeXKejlaHa peakius ype3 M3nbiHuTenHa areHLMs no jiekapereara yii. ,, JlamsH ['pyes” Ne
8, 1303 Codus, Ten.: +35 928903417, yebeaiit: www.bda.bg.

49  Ilpeaposmpane

HMMa cpoOiueHus 3a peaiku city4aun Ha nipegosupase no 1 960 mg. B ciyvait Ha npeno3upate,
NauMeHTHT TpAOBa na Ob1e HabIonaBaH BHUMATENHO 32 YCJIOXKHEHHS, CBBP3aHH C KbPBEHE, HITH
JpyTH HEXE/IaHH peakLUuu (BXK. To4ka ,,[ToBenenue npu kbpeeHe™). [lopaau orpanuueHaTa abcopOius
ce o4akBa e(eKT Ha HacuIlaHe 6e3 QOMbJIHUTENHO MOBHLIABAHE HA CPEeHATA TUIa3MeHa eKCIIO3HLIUA
[py CynpaTepaneBTHYHH 1034 puBapokcabaH ot 50 mg WK NO-BHCOKH.

ChpliecTByBa crieiHYeH aHTHOT (aHAeKcaHeT ajida) cpelry GpapMakoaMHaMUUHHA eeKT Ha
puBapokcabaH (Bx KpaTka xapakTepucTHKa Ha NpOAyKTa Ha aHIEKCaHeT anda).

B ciyyaun Ha npeno3upaHe Ha puBapokcabaH MOXe 1a Ce MMa MPEABM/I U3IO0I3BAHETO HA AKTHBEH
BBIJICH 3a HAMaJIsBaHe Ha abcopOLmaTa.

[loBeaeHue nNpu KbpPBEHE
AKO NpH MaLKeHT Ha JIeYeHHEe C pUBapokcabaH ce pa3BHe CBBP3aHO C KbPBEHE
ClIeBaLIMAT MPUEM Ha puBapokcabaH TpsAOBa a ce OTVIOKH WIM JIEYEeHHUETO {
aKko € HeoOxoaHuMo. PuBapokcabaH uMa nomyXuBOT OT 0K0J10 5 A0 13 yaca (BH.
[loBeneHueTo TpsabBa 1a € MHAMBUIYATM3HPAHO B 3aBUCUMOCT OT TEXECTTa




KOHTPOJI HaJl KbpPBEHETO, 3aMECTBaHE Ha 00eMa U MEpKM 3a NMOUIbp)KaHE Ha XEMOIMHAMMKATA,
MpeJIMBaHe Ha KPbBHU NMPOAYKTH (€PUTPOLIMTEH KOHLIEHTPAT WK MPACHO 3aMpa3eHa rjaa3ma B
3aBUCUMOCT OT aCOLIMMPAaHaTa aHEMMs WIIH KOaryJionaTHs) HWiIH TPOMOOLIMTH.

AKO KbPBEHETO HE MOXe /1a Ob/ie OBJIaASHO C rOPENOCOYEHHUTE MEPKH, MOXeE J1a ce 0OCHIH WITH
MpUJIaraHeTo Ha CrieM(UYHEH aHTUIOT (aHaeKkcaHeT anda) Ha (akTop Xa, KOMTO € IPOTHBOMOIOKEH
Ha (papMaKOJMHAMHYHHA €(PEKT Ha pHBapOKCcabaH WK crieM(HUYHO NPOKOAryJIaHTHO CPEACTBO, KATO
KOHLIEHTpAaT Ha NpoTpoMOuHOBHs KoMIuleke (ITTK), akTHBMpaH KOHLEHTpAT Ha MPOTPOMOUHOBHS
komruieke (AKIITK) unu pexombunanren gakrop VIla (r-FVIla). KbM MOMeHTa 00aue KIMHHYHHAT
OIHT OT MPHUJIAraHEeTO Ha TE3H JIEKAPCTBEHH NPOIYKTH MNPH NMaLMEHTH, MOJTy4aBally puBapokcabaH, e
MHOr'0 orpaHu4eH. lIpenopekara ce OcHOBaBa M Ha OrpaHMYE€HH HEKJIMHUYHH JaHHU. Moxe 1a ce
OOMHCJIH MOBTOPHOTO MpHJiaraHe Ha pekombuHaHTeH ¢akrop VIla u no3ara Tpsa6Ba na ce TUTPHpAa B
3aBUCHMOCT OT HAMaJIIBAHETO HAa KbPBEHETO. B 3aBHUCHMOCT OT BB3MOXKHOCTTA Ha MSACTO, B CJIy4aH
Ha MaCHBHO KbpBEHE, TPsAOBa 11a c€ OOMHCIIH KOHCYITALMs ChC CIIELHUATHCT MO KOaryJaLHMOHHH
HapylieHHs (BXK. To4ka 5.1).

He ce o4akBa nporamuH cysndar 1 BuTaMuH K 1a NOB/IMABAT aHTHKOAryJJaHTHATa aKTUBHOCT Ha
puBapokcabaH. OnUTHT C TpaHEKCaMOBa KUCETMHA € OrPaHMYEH M JIUTICBA TAKBB C aMHUHOKAIpPOHOBA
KHCETHHA U alIpOTHHHH NPH NaLMEHTH, MoJTy4YaBally puBapokcabaH. Hama HUTO Hay4yHH
JI0Ka3aTesICTBa 3a 0/1aronpUaTHO MOBJIUSABAHE, HUTO OMMT OT M3IMOJ3BAHETO HA CUCTEMHMUSA
X€MOCTaTHK JE€3MOINPECHH MPH NMalMeHTH, NoJyyaBaliy puBapokcaban. [lopaau BUCOKaTa cTeneH Ha
CBbpP3BaHE C IUIA3MEHHUTE NMPOTEUHU HE C€ OYaKBa pUBapoKcabaH na Moxe Ja Oble oTaeeH ypes
AHaJIn3a.

5, ®APMAKOJOI'MYHU CBOMCTBA
5.1 P®apMakoIHHAMHYHH CBONHCTBA

dapmakoTeparieBTH4Ha rpyna: AHTUTPOMOOTHYHH CPEACTBA, IUPEKTHH MHXMOUTOPH Ha ¢akTop Xa,
ATC xon: BO1AFO1

MexaHu3bM Ha JeiCTBHE

PuBapokcaOaH € BUCOKOCEJIEKTHBEH IUPEKTEH HHXHOMTOP Ha dakTop Xa ¢ nepopaiHa GHOHAIMYHOCT.
Muxubupanero Ha ¢akTop Xa npexbcBa BbTPELIHHMS M BBHHIIEH IThT HA KOAryJallMOHHATA KAcKaja,
KOeTO MHXHOHpa KaKTo (GOpMHpaHETO Ha TPOMOMH, Taka U 0Opa3yBaHeTo Ha TpoMOH. PuBapokcaban
He MHXHOMpa TpoMOuHa (akTuBHMpaH ¢akrop II) u He ca HabmoaaBaHu edeKTH BLPXY TPOMOOLIUTHTE.

®apMakOAUHAMHUYHU €DEKTH

I1pu xopa e HabOJaBaHO 3aBUCHMO OT 103aTa HHXUOHpaHe Ha dakTop Xa. [IpoTpoM6GHHOBOTO Bpeme
(PT) ce nosnusBa 10303aBUCHMO OT puBapokcabaH B TACHA BPB3Ka C IJIa3MEHHUTE KOHLEHTPALUH (I =
0,98), ako 3a Tecta ce uznon3sa Neoplastin. J[pyru pearentu Ouxa nanu Ipyru pe3ysTaTH.
Ortunradero Ha PT TpaGBa na crapa B cekyHau, noHexe INR e kanubpupano u BamuaupaHo 3a
KyMapHHOBH IPOAYKTH U HE MOXKE [1a Ce INpHJlara 3a Apyru aHTUKoaryJiautu. [Ipy nauueHTw,
MOMJIOXKEHH Ha roJIEMH OPTONEAWYHH onepauuu, nepceHTuauTe 5/95 3a PT (Neoplastin) 2 — 4 yaca
ciel npyieMa Ha taberkara (T.e. KbM MOMEHTa Ha MaKCMMaJieH e(ekT) ca B rpaHuumTe ot 13 10 25
CEKyHIH (M3XOIHHTE CTOMHOCTH MPEH XUpypruyecka HHTepBeHLMs ca 12 10 15 cekyHan).

KOHLEHTpaT Ha NpoTpoMOHHOBHs komruieke (dakropu 11, IX u X) u 4-dpakropeH |
npoTpoMOuHOBHs KoMiIuieke (dakropu I, VII, IX u X). 3-pakropHusT koHLEe



rojisiM ¥ no-0bpp3 0011 ePexT BbpXy 0OpaTUMHUTE NIPOMEHHU B €EHAOTEHHOTO 00pa3yBaHe Ha TPOMOUH OT
4-(pakTOpHHUA KOHLIEHTpPAT Ha MPOTPOMOUHOBHUA KOMILUIEKC (BXK. TOYKa 4.9).

AKTHUBHPaHOTO napuua;iHo TpoMOoracTiHOBO BpeMme (aPTT) u HepTest cbio ca yab/DkeHH B
3aBUCHMOCT OT J103aTa, HO M3I0JI3BAHETO UM 3a OLIEHKa Ha (papMaKkoAMHAMHUYHHUA €(DEKT Ha
puBapokcabaH He ce npenopbyBa. HiMa HeobxoauMocT oT Hab/oieHHe Ha KOary JlaliMOHHTE
MapaMeTpH 10 BpEME Ha JICYEHHUETO C puBapokcabaH B KIMHUYHATA NMpaKkTHKa. Benpeku ToBa, ako e
KJIMHUYHO ITOKa3aHO, HUBaTa Ha puBapokcabaH Morar Ja ObaatT U3MepBaHH C KATMOpHpaHH
KOJTMYECTBEHH TECTOBE 3a aHTU(aKTOp Xa (BX. Touka 5.2).

KnuHuyHa eukacHOCT U 6€30MmacHoCT

IIpogpunaxmuxa na BTE npu év3pacmuu nayuenmu, nOON0NCEHU HA NIAHOB0 CMABHO NPOMe3UpaHe
Ha mazobedpenama unu Ha KOJAHHAmMa cmasa
KimnnyHaTa nporpama 3a puBapokcabaH e cbh3JajeHa ¢ el Aa nokaxe e(pMKacHOCTTa Ha
puBapokcadaH 3a npopunaktuka Ha BTE, 1.e. npokcuManHu U qucTaiHd TpoMOO3H Ha AbJIOOKHTE
BeHU ([IBT) u 6enoapoden embonuzsm (BE) npu nauueHTH, noaioXkeHH Ha roJiEeMH OpTONEIHYHH
onepauuy Ha noyiHuTe KpanHuud. Han 9500 nauuentu (7050 ¢ ToTaiHO CTaBHO MPOTE3UpaHe Ha
Tazo0enpeHa craBa U 2531 ¢ TOTa/THO CTAaBHO MPOTE3MpPAaHE Ha KOJISHHA CTaBa) Ca MPOCEAeHH NPy

KOHTPOJIMPaHH, paHAOMHU3HUPaHH, JBOHHO-CJIENH KIMHUYHM npoyuBaHus ¢a3a Il — nporpama
RECORD.

PuBapokcaban 10 mg BeqHBX JHEBHO, MPUIOKEH HE MO-PaHO OT 6 yaca cjie/l OnepanusTa, € CpaBHEH
¢ eHokcanapHvH 40 mg BeIHb)X IHEBHO, NPWJIOXKEH 12 Yaca npeau onepanusTa.

[Ipu Bcuukure Tpu wanureanus ¢asa [ (Bx. Tabnuia 4) puBapokcabaH BOOH A0 3HAYUTEIHO
HaMassBaHe Ha obuus Opoit Ha BTE (Bcsakaksu JIBT, yctaHOBeHH upe3 BeHorpadus Wiu
CUMITTOMaTH4HO, He(aTtasieH bE u cMbpT) M Opos Ha ronemu BTE (npokcumanua JIBT, Hedaranen
bE u cmbpT nopaau BTE), npensapurento nepuHupaHuTe mbpBUYHH B OCHOBHH BTOPHYHHM KpaiiHH
TOUYKH 33 €(PUKACHOCT. [[OITbIIHUTETHO MPHU BCAKO €QHO OT TPUTE MPOYyYBaHHUS YE€CTOTATa Ha
cumnroMmatiyHd BTE (cumnromaruuna JIBT, Hedaranen BE, cMbpT, cBbp3ana ¢ BTE) e no-Hucka B
IpYIHTE MaLUEHTH, JIEKyBaHU C pUBapokcabaH, B CpaBHEHHE C I'PYNUTE MALUEHTH, JIEKYBaHH C
€eHOKCamnapHH.

OcHoBHaTa KpaiHa TOYKa 3a 0€30MacHOCT - MACHBHO KbPBEHE - € CbC ChIIOCTABMMA Y€CTOTa MPH
NMalMeHTHUTE, JIEKYyBaHHU ¢ puBapokcadaH 10 mg, cnpamo eHokcanapuH 40 mg.

Tab6auna 4: PesyaraTtu or KIMHHYHE npoyuBanusa ¢a3za III no oTHOomenHe HA ePHKACHOCT H

Oe3zonacHoCT

RECORD 1 RECORD 2 RECORD 3

[IpoyuyBana 4541 naumeHTH, nomynoxeHu Ha 2509 nauueHTH, no1okKeHH [2531 maLMeHTH, MOLIOKEHH Ha

MOITyJlalMs [TOTA/IHa IUIaCTHKA Ha Ha TOTajiHa IUlaCTHKa TOTaJ/IHa IJIaCTHKA Ha KOJIAHHaTa
Tazo0epeHara cTaBa Ta300e/lpeHara cTaBa CTaBa

Ilpunarana PuBapokca- EHokcana- p [PuBapokca- EHokcanap PuBapokca- EHokcana- p

no3a u 0aH puH 40 mg 0an 10 mg wuH 40 mg Oan 10 mg pux 40 mg

npoas/DKu- |10 mg BEIHBX BEIHBX BEAHBbXK BEHDbXK BEIHBbXK

TEJIHOCT Ha [BEOHBXK JIHEBHO JTHEBHO JHEBHO JTHEBHO JHEBHO

VI€YEHUETO |THEBHO 35 = 4 nHu 35+ 4 nuu 12+ 2 nHM 122 nguu 12+ 2 nHM

cen 35 £ 4 nHuU

jornepauMsaTa

O6wo BTE (18 (1,1 %) 58 (3,7 %) <0,001({17 (2,0 %) 81 (9,3 %) < 0,001

['onemu 4(0,2%) 33 (2,0%) <0,0016 (0,6 %) 49 (5,1 %) < 0,001

BTE

Cumnroma- 6 (0,4 %) 11 (0,7 %) 3(0,4%) 15(1,7%)

TH4HU BTE

MacusHo |6 (0,3 %) 2 (0,1 %) 1 (0,1 %) 1(0,1%)

KbpPBEHE
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AHanu3bT Ha 00001€HUTE pe3yaTaTy OT npoy4BaHuaTa ¢asa Il noTBbpKaaBaT JaHHUTE, MOJYYEHH
OT OTJAEJIHUTE MPOYYBAHUSA, 10 OTHOLUEHHE Ha HaMa1saBaHeTO Ha 0O 6pont BTE, ronemu BTE u
cumnromatidHd BTE npu u3nonssane Ha puBapokcabaH 10 mg BeAHbK AHEBHO B CPaBHEHHE C
eHokcanapuH 40 mg BeIHBX JHEBHO.

B nonbnanenue kpM nporpamara RECORD ¢asa 111 € npoBeaeHO NOCTMapKETHHIOBO,
HEMHTEPBEHLIMOHATHO, OTBOPEHO KOXOpTHO npoyuBaHe (XAMOS) cpen 17 413 nauueHTy,
NMpeTbpIie/Ik rojisiMa OpToneauyHa onepauus Ha TazobeapeHaTa cTaBa Wid KOJISHOTO, 3a Jla C€ CpaBHH
puBapokcabaH ¢ Apyru ¢apMakoJIOrH4HH aHTUTPOMOOTHILIM (CTaHAAPTHO JIEYEHHE) MPH peaTHH
ycinoBusa. CumnromaruueH BTE ce HabmonaBa npu 57 (0,6%) B rpymnara naliueHTH, JIEKYBaHH C
puBapokcaban (n = 8,778) u npu 88 (1,0%) B rpynara nauMeHTH Ha CTaHAAPTHO JieyeHHe (n=8635;
HR 0,63; 95% 1A 0,43-0,91); nonmynauus 3a 6e3onacHoOCT). MacMBHH KPBbBOMU3JIMBU ca HaO 0 JaBaHH
npu 35 (0,4%) u 29 (0,3%) npy nauMeHTH B rpynuTe Ha puBapokcadaH ¥ Ha ctaHaapTHo JieyeHue (HR
1,10; 95% /AU 0,67-1,80). CnieqoBaresiHO, pe3yTaTUTE Ca B CbOTBETCTBUE C PE3YJITATUTE OT
OCHOBHHTE PaHIOMHU3HPAHH NMPOYYBaHMA.

Mevenue na J{BT, BE u npogunaxmuxa na peyuousupawu J{BT u BE

KnuHuyHaTa nporpama ¢ puBapokcadaH € IJjlaHHpaHa ¢ el Aa JeMOHCTpHpa epHUKaCHOCTTa Ha
pUBapOKcadaH MpU HAYaJIHOTO M MPOABJDKUTENHOTO JieueHUe Ha octpu [IBT u BE u npodunakTukara
Ha peuuauBy. Hapx 12 800 nauuenTH ca npoyyeHH B 4YETHPHU paHAOMHU3UpPaHHU, KOHTPOJIUPAHH
K1MHU4HH npoy4yBaHus ¢a3za Il (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
NOMBIHUTETHO € MPOBE/IEH MPeABApUTETHO AepUHHUpaH cCOOpeH aHaiu3 Ha npoyuBaHHuATa Einstein
DVT u Einsten PE. Obumiarta koMOMHHpaHa NMpOAB/DKMUTETHOCT Ha JIEYEHUETO 3a BCUUKH MPOYUYBAHUA €
no 21 meceua.

B npoyuBaHero Einstein DVT 3 449 nauuentu ¢ octpa JIBT ca npoy4yenu 3a neuenuero Ha [IBT u 3a
npodunakTuka Ha peuyausupaiuu BT v BE (mauuenrure csc cumnromaruueH bE ca uskioueHu ot
TOBA MnpoyuBaHe). [Ipoab/pKuTeIHOCTTa Ha JieueHHUETO € 3, 6 wiu 12 Mecelia B 3aBUCUMOCT OT
KJIMHUYHATa NpeLEeHKa Ha U3CJIeJOBaTe .

3a neyeHueTo npe3 nmbpBuTe 3 ceaMULM Ha octpa JIBT ca npunaranu 15 mg puBapokcadbaH aBa ImbTH
aHeBHO. Cnen ToBa JISYEHHETO NMpoab/pKaBa ¢ 20 mg puBapokcabaH €JMH BT JAHEBHO.

B npoyuBaneto Einsten PE 4 832 nauuentu ¢ octbp BE ca npoyuenu 3a neuenuero Ha BE u 3a
npodunaktuka Ha peudauBypawu JIBT u BE. [IpoabsmxkuTenHocTTa Ha jieueHHeTo € 3,6 wiu 12
Mecella B 3aBUCUMOCT OT KIMHHYHATA MpELEeHKa Ha U3CJIe0BaTel.

3a neyeHueTo Ha ocTbp BE npe3 nmbpBuTe 3 ceamuLm ca npuiaradu 15 mg puBapokcabaH ABa MbTH

JTHEBHO.
Cnen ToBa JieyeHHeTO npoab/kaea ¢ 20 mg puBapokcabaH eJMH BT AHEBHO.

M npu nsere npoyuBanus Einstein DVT u Einsten PE cpaBHUTENIHOTO JieyeHHe BKIIOYBA
eHOKCanapHH B MpOAb/DKEHHE Ha MOHE 5 JHU B KOMOMHAIIMA C aHTAaroHMCT Ha BUTaMHUH K 110
nocturaHe Ha cTOHHOCT 3a PT/INR B Tepanestuunute rpanuui (= 2,0). JleueHueTo npoabnkasa ¢
aHTarOHUCT Ha BUTaMHUH K, kaTo no3ara My e TakaBa, ye ctonHocTuTe 3a PT/INR na ca B
TepareBTUYHUTE rpaHuuH ot 2,0 o 3,0.

B npoyuBaneto Einstein Extension 1 197 nauuentu ¢ JIBT wnu BE ca npoyyenu 3a npodunakTvka Ha
peudauBupaiiu BT u BE. IlpoabmkurenHoCTTa Ha Ie4eHHETO 0OXBalla AOMBIHUTEHH 6 10 12
Mecela IpyU MaUMEHTH, KOUTO ca NMPEMUHAJIM KypC Ha jJiedyeHHe oT 6 10 12 mecelia Ha BeHO3€eH
TpoMO0eMOOIH3BM B 3aBUCUMOCT OT KJIMHUYHATA IMpeleHKa Ha uscienosarens. C
puBapokcadbaH 20 mg BeaAHBX JHEBHO C I1aueoo.

[IpoyuBanusiTa Einstein DVT, PE u Extension u3non3sBaT €1HU U CbUIM Npe
NMbPBUYHU U BTOPUYHHU pe3yJITaTH 3a ePUKacCHOCT. [IbpBHUHHUAT pe3yJiTar 3a



ne(pUHHpa KaTo chueTaHue ot peurausupaila BT, Heneranen BE u cMBpPTHOCT HE3aBUCHMO OT
MPUYHUHATA.

B npoyuyBane Einstein Choice 3 396 naumnenTu ¢ norebpaeHa cumnromatuyda JIBT w/wim BE, kouTo
ca 3aBBbPLUKIH 6 10 12-MeCceYHO aHTUKOAaryJaHTHO JIeYEHHE, ca MPOYYEeHH 3a NpodHIaKTHKa Ha
¢aranen BE u nHedparanuu cumnromaruynu JIBT u BE. [TauneHTHTE ¢ MOKa3aHMeE 3a MPOABIKUTENTHO
aHTUKOAryJaHTHO JICYEHHE C TeparneBTUYHA J03a ca U3KIKOYEHH OT NMPOYyYBaHETO.
[Ipoab/mKMTENIHOCTTA Ha JIEYEHHETO € 10 12 Mecelia B 3aBUCUMOCT OT JjaTaTa Ha MHIUBHYaTHOTO
paHaoMu3upaHe (Meauana: 351 nuu). Pusapokcaban 20 mg BeaHBX AHEBHO W puBapokcaban 10 mg
BEIHBX JHEBHO ca cpaBHEHH CbC 100 mg aleTHICATMIIMIIOBA KHCEIMHA BEHBX JHEBHO.
[I5pBUYHMAT pe3ynTaT 3a €QUKACHOCT € CHMIITOMaTHYeH peLMAMBHUPALL BEHO3EH TPOMOOEeMOOIH3bM
(BTE), nedunupan kato cmecuuara ot peurauupaua JABT unu daranen wnu Hedaranen BE.

B npoyusanero Einstein DVT (Bx. Tabnuua 5) ce noka3Ba, ye puBapokcabaH € ¢ He Io-Majka
e(peKkTUBHOCT OT eHokcanapuH/ABK 3a nbpBuuHHs pe3yaTaT 3a epukacHocT (p < 0,0001 (TecT 3a He
no-Maiika epekTuBHoCT)); Koepuuuent Ha Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 (tecT 3a
NpeBb3X0ACTBO)). IIpeaBapure/iHO nepUHMpaHaTa HETHA KIIMHWYHA I0J13a (ITbpBUYEH PE3YJITAT 3a
e()UKaCHOCT ILTIOC KPBbBOM3IHBH) ce cbobuiaa ¢ KP 0,67 ((95% AU: 0,47 - 0,95), HoMuHasHa p
crorHocT p = 0,027) B nosi3a Ha puBapokcabaH. INR cToitHocTHTE ca B TepaneBTHUYHMS AHAINa30H
cpeaHo 60,3% oT BpeMeTO NpU cpeaHa NPOAb/DKUTETHOCT Ha JiedeHHeTO OT 189 muu, u 55,4%, 60,1%
1 62,8% OT BpEMETO NpH rpynMTe C IVIAHUPAHO JIEYEHHE C MPOAB/DKUTEIHOCT CHOTBETHO 3, 6 M 12
Mecela. B rpynara Ha eHokcanapuH/ABK HsiMa sicHa Bpb3Ka MeX1y HUBOTO Ha CPEJHOTO LIEHTPAITHO
TTR (Bpeme B Taprerex INR nuanasoun 2,0 - 3,0) npu TepTunure ¢ e1HaKbB pa3Mep M YECTOTaTa Ha
permauBupawmure BTE (p = 0,932 3a B3auMopeiicTBue). B Hail-ropHUs TepTHII 1O OTHOLIIEHHE Ha
ueHTbpa Koepuumenrst Ha Puck (KP) npu puBapokcaban cripsmo Bapdapun e 0,69 (95% JIU: 0,35 -
1,35).

YecToTUTe 3a IMbpBUYHHSA pe3yaTaT 3a 6€30MnacHOCT (rojieMH WM KIMHHYHO 3HAa4YMMH HErOJIEMHM
KPBBOH3JIMBH), KAKTO U 3a BTOPHYHMSA pe3yJTar 3a 6e30macHoOCT (roJieMd KPbBOM3JIMBH ), Ca CXOHH 34
IIBETE TeParneBTUYHHU I'PYIIH.

Taoauna S: PezyaraTu 32 epuxacHocT H 6ezonacHocT oT ¢paza III Einstein DVT

[IpoyuBaHa nomynanus 3 449 nauMeHTH CbC CUMIITOMATHYHA OCTPa AbI0OOKa BEHO3HA
TpomOO3a

Jlo3a u Pusapokcaban?® Enokcanapun/ABK

MPOAB/DKUTETHOCT Ha 3, 6 unu 12 Meceua 3, 6 unu 12 meceua

JIEYEHHUETO N=1 731 N=1 718

CuMnToMaTU4eH 36 (2,1%) 31 (3,0%)

peuuauBupan BTE*

CuMnToMaTH4Y€eH 20 (1,2%) 18 (1,0%)

peurauBupail bE

CuMnToMaTH4Ha 14 (0,8%) 28 (1,6%)

peumausupaia JIBT

CumnromaruueH bBE u 1 (0,1%) 0

JIBT

CumnromatuyHu BE u ] 0

BT (0,1%)

@araneH BE/cmbpr, 4 (0,2%) 6 (0,3%)

KbaeTO bE He MoXxe na

ObJie U3KJIIOUEH

['onaMO WM KJIMHWYHO 139 (8,1%) 138 (8,1%)

3HAYUMO HEroJIIMO

KbpBEHE

[‘oneMu KpbBOU3/IUBH 14 (0,8%) 20 (1,2%)

a) PuBapokcabaH 15 mg nBa nsTH AHEBHO 3a 3 ceAMHMLH, rocaensaHo ot 20
JHEBHO
b) EHOkcanapuH 3a Hal-MaJIko 5 IHH, 3acTblleH M nociensad ot ABK




*p <0,0001 (He mo-Masika ePUKaCHOCT MO OTHOLIEHHE Ha npeaBapuTeaHo onpenaeneH KP 2,0);
KP: 0,680 (0,443 - 1,042), p = 0,076 (npeBB3X0ACTBO)

B npoyusanero Einstein PE (Bxx. Tabnuua 6) e nemoHcTpUpaHo, ye puBapokcabaH € ¢ He Mo-MaJika
e(ukacHocT oT eHokcanapuH/ABK 3a mbpBuuHMA pe3ynrar 3a edukacHocT (p=0,0026 (TecT 3a He no-
Masika epukacHocT); KP: 1,123 (0,749 - 1,684)). [IpeaBapurenHo nepuHupaHaTa HETHa KJIIMHUYHA
noj3a (MbpBUYEH pe3yJiTar 3a €(UKACHOCT IUTKOC I'OJIEMH KpBBOM3IHBH) ce chobiasa ¢ KP or 0,849
((95% H: 0,633 - 1,139), Homunanna p ctodHeT p = 0,275). INR cToiiHOCTHTE Ca B TepaneBTHUHHS
JYana3oH cpeaHo 63% OT BpeMeTo NpH CpeaHa MPOABbHKUTEIHOCT Ha JIeYeHHETO OT 215 aHH u 57%,
62% 1 65% OT BpEMETO NpPU IpYNUTE C IUITAHUPAHO JICYEHHE C MPOAB/DKHTEHOCT ChOTBETHO 3, 6 1 12
Meceua. B rpynara Ha eHokcanapuH/ABK HsiMa sicHa Bpb3Ka MeXAy HHBOTO Ha CPEIHOTO LIEHTPATHO
TTR (Bpeme B Tapreren INR auanaszon 2,0 - 3,0) npu TepuninTe ¢ €qHaAKBB pa3MEP M YECTOTATa Ha
peunausupamure BTE (p = 0,082 3a B3aumopeiicTBue). B Hali-ropHus TepLni Mo OTHOLIIEHHE Ha
neHTbpa Koeduuuentst Ha Puck (KP) npu puBapokcaban cnpsimo Bapdapus € 0,642 (95% JIU: 0,277
- 1,484).

YecToTHTe 3a MbpBUYHMA pe3yaTaT 3a 0e30nacHOCT (roJIieMH WM KJIMHMYHO 3HAYMMH HETOJIEMHU
KPbBOHM3JIMBH) Ca MAJIKO M0-HUCKH B rpyrnara Ha jieueHue ¢ puBapokcadan (10,3% (249/2 412)) B
CpaBHEHHME C rpynara Ha JieueHHue ¢ eHokcanapua/ABK (11,4% (274/2 405)). Yectorara 3a BTOpHUHHS

pe3yJiTart 3a 6e30macHOCT (roj1eMH KpbBOM3JIMBH) € MO-HKUCKA B rpynara Ha puBapokcabad (1,1% (26/2
412)) B cpaBHEeHHUE ¢ rpynara Ha eHokcanapud/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% JIH: 0,308 -

0,789).

Tabanua 6: PesyaraTn 3a epukacnoct u 6esonacuoct ot ¢asa Il Einstein PE

[Ipoy4BaHa nomyJsauus 4 832 mauueHTH ¢ ocTpa cumnTomaTtHyHa BE
J103a ¥ MPOABJDKUTEIHOCT Ha Pusapokcaban Enokcanapun/ABK?
JIEYEHHUETO 3, 6 wu 12 mecena 3, 6 u1m 12 meceua
N=2 419 N=2 413
CUMIITOMaTHYEH peLMaMBHpaLIL 50 (2,1%) 44 (1,8%)
BTE*
CuMnToMaTHyeH peLuaIdiBUpalll 23 (1,0%) 20 (0,8%)
BE
CumrniTomaTH4Ha peLMaMBHpalla 18 (0,7%) 17 (0,7%)
BT
Cumnromatuynu BE u JIBT 0 2
(<0,1%)
®artaneH bE/cmbpTt, kbaero BE ve | 11 (0,5%) 7 (0,3%)
MO>KE Ja ObJIe U3K/TIOYEH
['01AMO MM KIIMHUYHO 3HAYHMMO 249 (10,3%) 274 (11,4%)
HEroJAMO KbpPBEHE
['oneMu KpbBOU3TUBH 26 (1,1%) 52 (2,2%)

a) PuBapokcaban 15 mg nBa nbTi AHEBHO 3a 3 ceaMHLM, nocaeaBaHo oT 20 mg euH ITBT JHEBHO

b) EHokcanapuH 3a Hail-Maliko 5 AHM, 3acThIleH U nocieasaH ot ABK

*p <0,0026 (He no-mMasika epuKacHOCT MO OTHOLIEHHWE Ha npeaBapuTesiHo onpeneyieH KP or 2,0); KP:
1,123 (0,749 - 1,684)

[IpoBenen e npeasapurenHo AepUHUpaH 0000LIeH aHaIu3 Ha pe3yJiTaTta OT npoyuBaHusaTa Einstein
DVT u PE (Bx. Tabnuua 7).

Tabnuna 7: PesyaraTu 3a epukacHoCT H 6€30macCHOCT OT COOpPEH AHAIH3 H:

DVT un PE 5

[Tpoy4BaHa rnomyJianus 8 281 nauuenTtH ¢ octpu cumnromatiaHd [HBT unk

J103a ¥ NpOABJKUTETHOCT Ha PuBapokcaban ¥ Enokcandpu/ARE !

JIEYEHHETO 3, 6 wim 12 meceua 3, 6 uiu 1 ',pg:ceua i
N =4 150 N=4131&%ﬁ

CuMnToMaTU4eH peLUauBUpalLIL 86 (2,1%) 95 (2,3%) T —
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BTE*

CUMnITOMaTH4YeH peLUaIUBHpalll 43 (1,0%) 38 (0,9%)
BE

CumnromatuuHa peuyauBupama | 32 (0,8%) 45 (1,1%)
JIIBT

Cumnromatuynu BE u /IBT 1 (<0,1%) 2 (<0,1%)
@araneH bE/cMbpT, npu koaro He | 15 (0,4%) 13 (0,3%)
MOXe€ J1a c€ M3KJIH04YH bE

['onieMu WM KIMHHYHO 3HAYUMH 388 (9,4%) 412 (10,0%)
HEroJ€MHU KpbBOM3/IHBH

[‘oieMH KpBBOM3IHUBH 40 (1,0%) 72 (1,7%)

a) Pusapokcaban 15 mg nBa mbTH AHEBHO 3a 3 ceAMMLIM, nocaeaABaHO oT 20 mg eAUH BT JHEBHO
b) EHokcanapuH 3a Hail-ManKo 5 JHM, 3acThIEH U nocieaBad ot ABK
* p <0,0001 (He no-manka epUKaCHOCT MO OTHOLICHHE Ha npeaBapuTenHo onpeaeneH KP or 1,75); KP;

0,886 (0,661 - 1,186)

[IpensapurenHo neuHMpaHaTa HETHA KJIMHUYHA NO3a (MbPBHYEH PE3YJ/ITAT 3a €(PUKACHOCT TUTIOC
rojieMy KpbBOM3/IMBH) Ha cOOpHHUs aHanu3 ce cbobiasa ¢ KP ot 0,771 ((95% JU: 0,614 - 0,967),
HOMMHa/IHA p cTOHHCT p = (0,0244).

B npoyusanero Einstein Extension (Bx. Tabnuua 8) puBapokcaban npeps3xoxa ruianebo no
OTHOLIEHHE Ha MbPBUYHHUTE H BTOPHUYHHUTE PE3YJITATH 3a €PUKACHOCT. 3a MbPBUYHMSA PE3YJITAT 3a
Oe3onacHOCT (rojieMH KPbBOU3JIMBH) C€ YCTAHOBABA HE3HAYMMO YUCJIEHO NMO-BUCOKA YeCTOTa npu
MalMeHTHUTE Ha JIeYeHHe ¢ puBapokcadaH 20 mg eaAuH ObT HA J€H B CpaBHEHHME ¢ I1aLedo.
BTropuuHuAT pe3ynrar 3a 6€30nacHOCT (rojeMH Wik KIMHUYHO 3HAYMMH HErOJIEMH KPBHBOH3JTHBH)
[MOKa3Ba Mo-BUCOKH YECTOTH NPH NALIMEHTHUTE, JIEKYBaHU ¢ puBapokcaban 20 mg e1MH IMbT JHEBHO, B
CpaBHEHHeE C maiebo.

Ta6anua 8: PesyaraTu 3a epukacHoct H 6esonacHoct ot ¢pasa III Einstein Extension

[IpoyuBaHa nomynauus 1 197 naumeHTH ca NpOOBIDKWIM JIEUSHHETO U NpodHriIaKkTHKaTa 3a
peLHIMBHpALL BEHO3EH TPOMOOEMOOIH3BEM

Jlo3a u npoabDkUTENHOCT Ha | PuBapokcaban ¥ 6 wiu 12 mecena [Inauebo 6 unu 12 mecena

JIEYEHHUETO N = 602 N =594

CuMnromaTuyeH 8 (1,3%) 42 (7,1%)
| peurausupaiy BTE*

CuMnroMmaTH4€EH 2 (0,3%) 13 (2,2%)

peuuauBupail bE

CuMnroMaTH4yHa 5 (0,8%) 31 (5.2%)
peuvauBupaiua JIBT

daranieH BE/cMbpT, npu 1 (0,2%) 1(0,2%)

KOSTO HE MOXE /1a C€
3KJ1I0uu bE

[‘oieMH KpBBOU3ITUBH 4 (0,7%) 0 (0,0%)
KiavHH4YHO 3HaYuMH HerosieMHu | 32 (5,4%) 7(1,2%)
KPbBOU3JIHBH

a) PuBapokcaban 20 mg equH nbT JHEBHO
*p <0,0001 (mpesw3xoactso), KP: 0,185 (0,087 - 0,393)

B npoyuBanero Einstein Choice (Bx. Tabnuua 9) puBapokcaban 20 mg u 10
Mg aleTUICATHLMIOBA KHCEJIMHA MO OTHOLIEHHE HA ITbPBUYHHS PE3YJITAT 32
pesyJiTar 3a 6e30nacHOCT (CbOMTHS Ha TOJISIM KPBBOM3JIMB) € CXOAEH IPH N
puBapokcabad 20 mg ¥ 10 mg BeAHBXkK AHEBHO B cpaBHeHHE che 100 mg aifg#®
KUCEJIMHA.

Tabauna 9: Pesyararu 3a epukacHoct u 6e3onacHoct ot ¢pasa III EinsteN @h L?:_m‘: ﬁ\
m/ﬂr{,ﬂ \:b
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IIpoyuBana monyJianus

3 396 ca npoab/xHIAH NPpoPHIAKTHKATA 32
penHAHBHpAL BeHO3eH TPoMO0eMOOIH3BM

'TEP&HEBTHHHEIHOSH

PuBapokcaban 20 mg

BeIHbK JHEBHO
N=1 107

PuBapokcaban 10 mg

BE€AHDLK JHEBHO
N=1 127

ACK 100 mg Beannxk

JHEBHO
N=1 131

MenuaHa Ha
MPOAB/DKUTETHOCTTA Ha
JIEYEHHUETO
[MHTEpKBapTUIIEH
JManasoH |

349 [189-362] auu

353 [190-362] auu

350 [186-362] auu

CuMnroMaTu4yeH
peunausBupail BTE

17 (1,5%)*

13 (1,2%)**

50 (4,4%)

CuMnroMaTHueH
peunauBupain bE

6 (0,5%)

6 (0,5%)

19 (1,7%)

CuMnroMaTU4YHa
peunauBupaia JIBT

9 (0,8%)

8 (0,7%)

30 (2,7%)

®araneH bE/ cmbpr,
MPH KOATO HE MOXKE Ja
ce u3Kouu bE

2 (0,2%)

2 (0,2%)

CumMnroMaTH4eH
peuuausupaul BTE,
HHGAPKT HA MHOKap/a,
MHCYJIT WJIH CUCTEMEH
em6omu3eM u3BBLH L[HC

19 (1,7%)

18 (1,6%)

56 (5,0%)

['onemMu KpbBOU3IHUBHU

6 (0,5%)

5 (0,4%)

3 (0,3%)

KJIMHUYHO 3HAYUMH
HEroJIEMH KPbBOU3J/IUBH

30 (2,7)

22 (2,0)

20 (1,8)

CuMnToMaTU4YeH
peunauBupaiy BTE wnu
roJiiM KpbBOU3JIUB
(HEeTHa KJIMHUMYHA
oJi3a)

23 (2,1%)

e

17 (1,5%)

53 (4,7%)

* p<0,001(npeBn3x0oacTBo) puBapokcaban 20 mg BeaHbk AHeBHO cripaMo ACK 100 mg BeqHbx
aHesHo; HR=0,34 (0,20-0,59)
** p<0,001 (nmpeBB3xoacTBO) puBapokcaban 10 mg BeaHbxk AHeBHO cripsMo ACK 100 mg Beausx
nHesHo; HR=0,26 (0,14-0,47)
+ PuBapokcabaH 20 mg Beaubx AHeBHO cnpsaMo ACK 100 mg Beansx quesHo; HR=0,44 (0,27-0,71),

p=0,0009 (HoMuHaJIHA)

++ PuBapokcaban 10 mg Beansx aHesHo cripamo ACK 100 mg Beaunx aHesno; HR=0,32 (0,18-0,55),

p<0,0001 (HOMHHaJIHA)

B nonbaHenne kM nporpamara EINSTEIN da3za 111, e nposeneHo npocnekTUBHO,
HEHHTEPBEHLIMOHATHO, OTBOPEHO KOXOPTHO npoyuBaHe (XALIA) ¢ ueHTpanu3upaHa OLIEHKa,

BKIIOYBaLl peunauupail BTE, ronamo kepBeHe u cmbpT. 5 142 nmanuenra ¢ octpa JJB
BKJIFOYEHH 3a MPOyYBaHe 0e30MacHOCTTa Ha pUBapoKcabaH B AbJIFOCPOYEH I e
CTaHJapTHaTa aHTUKOAryJaHTHa Tepanus B KJIMHWYHATa npakTHka. CTOMHO
peudauBupall BTE u BcHuku citydyau Ha cMBpPT 3a puBapokcabaH ca Owiu
0,5%. CbuiecTByBaT pa3/iMKi B OCHOBHH XapaKTEPUCTHKH Ha MaLMEHTHTE, ;
1 6B0peuHo yBpexxaaHe. M3non3eaH e ctpaTudULIMpaH aHAIK3 110 MIpeaBap Q. n:;!t.‘-
CTOMHOCTH 3a IrpylydpaHe Ha U3BMEPBAHUTE OCHOBHH XapaKTEPUCTHUKH, HO BE
OTKJIOHEHHUsI MOXKE J1a MOBJIUAAT Ha pe3ysrature. Kopurupanure KP 3a ross

/

v/

%
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peurauBHpail BTE u Bcuuku citydau Ha cmbpT ca 6unu ceotBeTHO 0,77 (95% CI 0,40 - 1,50), 0,91
(95% CI1 0,54 - 1,54) n 0,51 (95% CI 0,24 - 1,07).

Te3u pesysiraTu Npy NaLMEHTH, KOUTO ca OMIM HaOJTIOIaBaHM MPH PEATHH YCJIOBUSA, Ca B
ChOTBETCTBHE C YCTAaHOBEHHS Npodu Ha 6€30MacHOCT MPH TOBA MOKa3aHHKE.

B nocTMapKeTHHroBO HEMHTEPBEHLIMOHAIHO Mpoy4BaHe Ipu noseye ot 40 000 nauueHTu 6e3
aHaMHe3a 3a pak, OT YETHPH Ibp2KaBH, pUBapoKcabaH € npeanucaH 3a jJe4eH|e Wik Npo(riIaKkTHKa Ha
HBT u bE. YecTorara Ha csOuTHATa Ha 100 MaLMeHTOroAUHM 3a CUMIITOMATHYHH/ KIIMHUYHO
3Ha4MMH BTE/TpomboeMOonyHH cHOUTHSA, BOAELIH 10 XOCTIUTA/IM3alMA, € B quana3oH ot 0,64 (95%
CI1 0,40 - 0,97) 3a O6enunenoro Kpanctso no 2,30 (95% CI 2,11 - 2,51) 3a 'epmanus. Kepsene,
KO€TO BOJH /10 XOCIHTAIM3aLHA, HACTBIIBA C YecTOTa Ha chOuTHATA HA 100 nanueHTorogunu 0,3 1
(95% CI1 0,23 — 0,42) 3a BbTpeuepenes KppBousnue, 0,89 (95% CI 0,67 — 1,17) 3a croMalHO-4pEBHO
kbpBeHe, 0,44 (95% CI 0,26 — 0,74) 3a yporenuranHo kbpBeHe 1 0,41 (95% C1 0,31 — 0,54) 3a apyro
KbpPBEHE.

larineHTH ¢ BHCOKOPHCKOB TPOHHOMO3UTUBEH aHTUGHOCHOIUITHIEH CHHIPOM
B cnioHcopHpaHO OT K3cie10BaTeNs, paHAOMU3HUPAHO, OTBOPEHO MHOTOLIEHTPOBO MPOYYBAHE ChHC

3acjIeneHa OLleHKa Ha KpaWHHMTE TOYKH, pUBapOKcadaH € CpaBHEH ¢ BapdapHH NpPH MALHUEHTH C
aHaMHe3a 3a TpoM0o03a, IMarHOCTULMPAHH ¢ aHTH(HOCGHOTUITHAEH CHHIPOM M C BUCOK PHCK OT
TPOMOOEMOOTUYHH CHOUTHA (TIONIOXKUTENHH NMPH BCHUYKUTE 3 aHTH(OCHONUITHIHH TECTa: JIyTyCeH
AHTHMKOAryJjaHT, aHTUKapJAHOJIHITHHOBH aHTHUTE/IA U aHTUTENa cpelly Oera-2-rimkonpoTeuH I).
[IpoyuBaHeTO € MpeKpaTeHO MPEXAEBPEMEHHO €] BKJIIOYBAHETO Ha 120 mauMeHTH nopajay TBbPIE
MHOI0 CbOMTHS Cpell MalIMEHTUTE B rpynaTa Ha puBapokcabaH. CpelHOTO mpocneasBaHe € 569 aum.
59 nauueHTH ca paHJIOMH3HpaHH Ha puBapokcabad 20 mg (15 mg 3a mauMeHTH ¢ KpEaTHHHHOB
iIMpbHC (CrCl) <50 ml/min) u 61 Ha Bapdapun (INR 2,0 — 3,0). TpomboeMOoIH4YHH cHOUTHSA Ce
nposBsBaT npu 12 % oT nauyeHTHTe, paHAOMHU3MPaHU Ha puBapokcabaH (4 HCXEMHUYHH MHCYJITA U 3
MHOKapaHH HHpapkTa). He ca cpobiiaBanu cbOMTHS NpH NalMEHTH, paHIOMHU3MPAaHH Ha BapdapHH.
MacHBHO KbpBEHE ce HaOmonaBa rnpu 4-Ma nauueHTtH (7 %) ot rpynara Ha puBapokcabaH M npu 2-Ma
nauueHTH (3 %) oT rpynara Ha Bap(apHH.

[leanaTpyuyHa nonynaunus

EBponeickaTra areHUMs 110 JieKapcTBaTa OCBOO0M/1aBa OT 3ab/DKEHHETO 3a MPeJOCTaBsHE Ha
pe3yaTaTuTe OT NPOYy4YBaHUATA C pePEPEHTHHUS JIEKapCTBEH MPOAYKT, ChAbpIKalll puBapokcabaH BHB
BCUYKH MOATrPYIH Ha MeJuaTpyHyHaTa romnyjauus rnpyu npopuiakTuka Ha TpoMO0eMOOIHYHH CHLOUTHA
(BX. TOYKa 4.2 3a HHQOpMaLMs OTHOCHO ynoTpeda B NeIHaTpPHUATA).

5.2 PapMaKOKHHETHYHH CBOHCTBA

Ab6copbuus
PuBapokcabaH ce abcopOupa O6bp30, KaTro MakcUManHUTe KOHLIEHTpaLuH (Cmax) c€ nocturar 2 - 4 yaca
clJieq mpyema Ha tabJieTKara.

[lepopannara abcopbuus Ha puBapokcabaH € MOYTH ITbJIHA U MepopayiHaTa OMOHATMYHOCT € BUCOKA
(80 - 100%) 3a mo3a ot 2,5 mg u ot 10 mg, npuera karo Tabnerka, HE3aBUCHUMO JaJIH [TPHEMEBT € Ha
r1agHo WM cien xpaHeHe. [IpuemsT Ha puBapokcaban ¢ xpaHa He noBiausBa AUC win Cax IpH
nosara ot 2,5 mg 1 oT 10 mg. TabneTkure puBapokcaban ot 2,5 mg u ot 10 mg Moxke aa ce npuemar
ChC MM Oe3 xpaHa. PapMakOKMHETHKATa Ha puBapokcabaH e MouTH JIMHENRHa 10 0KoJIo 15 mg
BEIHBX JHEBHO. IIpH mo-BUCOKM 103K puBapokcabaH NMoka3Ba OrpaHH4YeHa OT pa3TBOPUMOCTTA
abcopOums ¢ HaMasieHa OMOHAIMYHOCT M HaMaJIiBaHe Ha CTerneHTa Ha abcopOLuMATa MPH MOBHIIIABAHE
Ha f03aTa. ToBa € no-u3pa3eHo B CbCTOSHUE Ha INIaJHO B CPaBHEHHE CHC CHCTOSHHUE CIICRS ﬁ“ Te:
dapMaKkOKMHETHYHATa BaApHaOMIIHOCT Ha pUBapoKcabaH € ymepeHa ¢ BapHpaHe Me ,u_,/-:-. RESTHI L 10

nauueHTH (CV %) B unTepsana ot 30% no 40%, ocBeH B ieHsA Ha OnepaTHBHATA Uk /%'2
CJIeBAllMA J€H, KOraTo BapuabWJIHOCTTAa Ha eKCno3uLuaTa € Bucoka (70%). = 'g) \
AGcopbumsTa Ha puBapoKcabaH 3aBHCH OT MACTOTO Ha HEFOBOTO OCBOGOXKIaBaHe (B (A i -q
ypeBHMs TpakT. ChobiaBa ce 3a 29% u 56% Hamanenue Ha AUC u Cmax B cpaBH e\ CTRE™ 5
KOraTo rpaHyJiaT puBapokcabaH ce ocBoOOK1aBa B IPOKCHMATHUTE OT/AE/IM Ha Th e yepBa. - oo
Excrnio3uuusaTa ce HamassgBa JOMBJIHUTEIHO, KOraTo puBapoKcadaH ce ocnoﬁomana JH g\ﬁgﬁ
OT/JIeJTH Ha ThHKHTE Y€pBa MJIH BbB Bb3XOAALIOTO Aedeno yepro. [1o Ta3zu npuyrHa TpaOBY Aa-ce—=-



M30ArBa NPUIOKEHUETO Ha pUBapoKcabaH AUCTAIHO OT CTOMAaxa, Thil KaTO TOBA MOJXKE /1a I0BE/IE 10
HamaJieHa abcopOLHs U CbOTBETHO CBbp3aHa €KCIO3MLHMA Ha pUBapokcabaH.

buonannyHoctTa (AUC 1 Cmax) e 6una cpasHrMa npu 20 mg puBapokcabaH NMpHIIOKEH MEPOPATHO
KaTo HaTpolueHa TadjieTka, pasMeceHa B SOBIKOBO MIOpE, WM CYCIIEHAHWpaHa BbB BOJa H NPHJIOKEHA
npe3 CTOMalllHa COHJA, MOCIeIBaHO OT TeYHa XpaHa, B CpaBHEHHE C LisjiaTa TabJeTka.

Kato ce uMa npeaBu] npeABUAMMMS, IPONOPLIMOHAJIEH Ha J03aTa (papMaKOKHHETHYEH MpoduI Ha
puBapokcalaH, pe3y/ITaTUTe 32 OHOHAJTMYHOCTTA OT TOBA MPOYYBAHE BEPOATHO Ca MPHJIOKHMH 3a
[MOHW)KaBaHE Ha JO3UTE Ha pUBapokcabaH.

Pa3nipeneneHue
CBBp3BaHETO C IUIa3MEHUTE NPOTEHHH TPU XOpa € BUCOKO, OK0JIO 92% 10 95%, KaTo cepyMHHAT

an0OyMHH € OCHOBHaTa CBbp3Balla ppakuus. O6eMbT Ha pasrnpee/ieHHe € YMEpeH ¢ Vs
npudnusurento S0 nurpa.

buoTtpaHchopMaLMs U e TMMUHHPAHE
Oxkoto 2/3 ot npuniokeHara 103a puBapokcabaH ce nojsiara Ha MeTaboJIMTHO pasrpakaaHe, Cliel

KOETO INOJIOBHHATA C€ €JTMMHHMpa Ipe3 Ob0peuuTe, a Apyrara nojioBuHa — ¢ ¢ekanuure. [locneanara
1/3 ot nmpuioxkeHaTa J103a ce U3/1b4Ba Ype3 AMpeKTHa ObOpeyHa eKCKpeLMs KaTo HENMPOMEHEHO
aKTHBHO BELIIECTBO B YpHUHATa, INIaBHO Ype3 akTUBHA ObOpeyHa cekpelus.

PuBapokcabaH ce metabonusupa upe3 CYP3A4, CYP2J2 u CYP-He3aBUCUMHU MEXaHU3MH.
Pasrpaxk1aHeTo upe3 OKMC/IEHHEe Ha MOP(OIHHOHOBHSA paiiKall U XHAPO/IM3aTa HA aMHIHUTE BPB3KH
ca OCHOBHHUTE ITpoLiecH Ha OuoTpaHchopmauus. Ot in vitro uzcneaBaHus € U3BECTHO, Y€
puBapokcabaH e cyOcTpaT Ha TpaHCcnopTHUTE npoTenHH P-gp (P-riukonporenn) u Berp (mporeunH Ha
PE3MCTEHTHOCT HA paK Ha IrepJara).

HenpoMeHeHUAT piBapokcabaH € HalH-BaXXHUAT KOMIIOHEHT B YOBELIKATa Iuia3Mma, 6e3 ja uMa apyru
OCHOBHH WJIH aKTHBHH LIMPKYJIHpally MeTabonuTu. Cbc cucTeMeH KiupbHC 0koJio 10 I/h
puBapokcabaH MOXe a ce KJIaCH(HLMpa KaTo BEIECTBO C HUCHK KIMPBHC. Cliel HHTPaBEHO3HO
MPUJIOKEHHE Ha 103a OT | mg eTMMHUHALIMOHHHAT MO KHBOT € 0KoJio 4,5 yaca. Ciiel1 mepopaiHo
[MPUJIOXKEHHE ETMMMHUPAHETO CTaBa IMMHTHPAHO OT CTerneHTa Ha abcopbumsa. EnuMuHupaHeTo Ha
puBapoKcalaH OT I1a3MaTa HacThIIBAa C TEPMHHAJIEH MOJTY>KHMBOT OT 5 10 9 yaca npH Mjaayd UHAMBHIH
Mot 11 no 13 yaca npu naLyeHTH B CTapyecKa Bb3pacT.

CneumanHu nonyaaiuu

Ilon

He ca ycTaHOBeHM KIIMHUYHO 3HAYMMH Pa3idK4 BbB (hapMaKOKHHETHKAaTa U ()apMaKOAMHAMUKATa
MEXIY MALMEHTH OT MBXKKH M )KEHCKH MOJI.

Ilayuenmu 6 cmapuecka év3pacm

[laimeHTHTE B CTapuyecka Bb3pacT MOKa3BaT I10-BHCOKH TUIa3MEHH KOHIIEHTPALIMM B CPABHEHHE C T10-
MIaMTe MaLUEHTH CbC CpeaHH CTOHHOCTH 3a AUC 0ko0m10 1,5 mbTH 10-BUCOKH, OCHOBHO NOpPaIH
HaMajieHus (NMpUBHEH) 0011 U Ob0pedeH KiMpbHC. He ce Hanara kopekums Ha jo3ara.

Paznuynu xamezopuu 6 3agucumocm om meziomo

[IpekomepHH OTKJIOHEHMS B TeecHOTO Tero (< 50 kg unu > 120 kg) uMart camMo MaJIKO BIUSHHE
BBPXY MJIa3MEHUTE KOHLIEHTPALHUH Ha pUBapokcabaH (rno-masnko ot 25%). He ce Hanara kopekuus Ha
ao3ara.

Meowcoyemnuvecku pazauvus
He ca ycTaHOBEHH KJIMHWYHO 3HAYMMHU MEXIYyETHHYECKH Pa3jIMn4Ms MPH MALMEHTH OT

L
= b4

- L .i L]
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(papmakokHHeTHKaTa ¥ (papMaKOAMHAMHUKATA Ha pUBapoKcabaH.

Yeproopobro yepeacoare
[laumenT ¢ LMPO3a U 1€KO YepHOAPOOHO yBpexkaaHe (kiac A no Child Pugh) nip&mes
MHHHMAaJIHU IIPOMEHH BbB (papMaKOKUHETHKATA (CpeaHO 1,2 IMbTH NOBHLIEHHE Y
pHBapoOKcabaH), KOETO € MOYTH CPaBHUMO ChC ChOTBETHATa MM KOHTPOJIHA Ipyria
[Ipy naumeHTH ¢ LKMpO3a U yMepeHo YepHoaApoOHo yBpexaane (ki1ac B no Child Pu
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AUC Ha puBapokcabaH € 3Ha4YMTETHO NMOBHLIEHa (2,3 MbTH) B CPaBHEHHE ChC 3IPaBH JOOPOBOJILIM.
AUC Ha HecBbp3aHaTa (ppakuus ce nouiuaea 2,6 neTH. [Ipu Te3u naumMeHT™M HMa U HamMaJIeHO
OBOpeYHO eIMMHUHMpaHe Ha puBapokcabaH, MOJOOHO Ha TOBA NPH MALIMEHTH ¢ yMepeHOo 6L6peyHo
yBpexaaHe. HaMa 1aHHH OT MaLMEHTH € TEKKO YEPHOAPOOHO YBpEXKIaHE.

MuxubrpaHeTo Ha aKTUBHOCTTA Ha (GakTop Xa MpH NMaLMEeHTH C YMEPEHO YEPHOAPOOHO YBpeXKAaHE e
MOBHIIEHO 2,6 MbTH B CPaBHEHHUE CbC 34paBH A00poBonu; PT cbino e yapmkeHo — 2,1 nbTH.
[lauueHTHTE C YMEPEHO YEPHOAPOOHO yBpeXaaHe ca MO-4yBCTBUTE/IHH KbM pHBapoKcabaH, KOETo
BOAM 110 nO-CTpbMHO OK/D]] choTHOWIEHHE MeX Iy KOHLEeHTpauusaTa u PT.

PuBapokcabaH € NpoTHBOMNOKAa3aH MpH MalLMEeHTH ¢ YepHOAPOOHO 3abo0iABaHe, CBBP3aHO C
KOaryJIonaTus U KJIMHUYHO 3Ha4YUM PHCK OT KbPBEHE, BKJIIOUMTENIHO NMALMEHTH ¢ LIMpo3a ¢ Kiac B u C

no Child Pugh (Bx. Touka 4.3).

bvbpeuno yepexcoane

Habmonapa ce yBesMueHHe Ha eKCMO3ULIMATA HA pUBapoKcabaH yCropeaHO ¢ HaMaJIsBaHe Ha
O6nOpeuHaTa QyHKUHA, U3MEPEHa Ype3 KpeaTHHUHOBHSA KIMPBHC. [IpH HHAMBHIM C JIEKO
(kpeaTMHHHOB KJIHpPBHC 50 - 80 ml/min), ymepeHo (kpeatnHuHoOB KaupbHC 30 - 49 ml/min) u Texko
(KpeaTHHHHOB KJIMPBHC 15 - 29 ml/min) 6p6peuHo yBpexxaaHe riasMeHHTe KOHLIEHTPALMHU Ha
puBapokcabaH (AUC) ca cvorBeTHO 1,4, 1,5 1 1,6 mbTH no-BHucokH. CHOTBETHOTO 3aCHJIBaHE Ha
(hapmakogMHAMHYHHUTE €(PEKTH € MOo-u3paseHo. [Ipy HHAMBUAM C JIEKO, YMEPEHO M TEXKKO OBOPEYHO
yBpexXaaHe LsJIOCTHOTO MHXUOHWpaHe Ha akTUBHOCTTA Ha (akTop Xa e croTBeTHO 1,5, 1,9 1 2,0 mbTH
MO-CHJIHO B CpaBHEHME ChC 3/ipaBu 10O6poBoauM; PT cwio e yabmkeHo — cvotBeTHO 1,3, 2,2 u 2,4
MbTH. HAMa 1aHHM OT NauMeHTH ¢ KpeaTHHUHOB KIMPBHC < 15 ml/min.

[lopanu BHCOKaTa CTEMNeH Ha CBbpP3BaHe C IU1a3MEHUTE MPOTEUHHU HE ce O4YaKBa puBapokcabaH aa
MOXKe J1a Oblie OTHe/IeH Ype3 quain3a.

He ce npenopbyBa ynorpeba npH nauyeHTH ¢ KpeaTHHHHOB KIHPBHC < 15 ml/min. Pusapokcaban
TpAOBa /1a ce U3I10J13Ba BHUMATEJTHO NMPH NMALMEHTH C KPEATHHHHOB KJIMPBHC 15 — 29 ml/min (Bx.
TOYKa 4.4).

DapMakOKMHETHYHH JaHHU MPU NALIMEHTH

[Ipn nanmeHTH, nosty4yasaiuy puapokcadan 3a npodunakruka Ha BTE 10 mg BeaHBX qHEBHO,
cpenHaTa reomeTpru4yHa KoHLeHTpauus (90% nporHo3eH untepsan) 2 - 4 yaca u okos10 24 yaca cien
MpueM Ha /103a (MpUOJIM3UTETHO NPEACTABIIABAIIM MAKCHMAJIHATa H MUHMMAJTHATa KOHLEHTPALHH
npe3 BpeMe Ha 1030BUsA UHTEpBa) € cboTBEeTHO 101 (7-273) 1 14 (4 - 51) meg/l.

Bpb3ka papmakokuHeTHKa-hapMakoAHHAMHUKA

ChoTHOIIEHHETO (hapMakOKMHETHKA/ papmakoauHaMuka (OK/D]]) mexay miazsMeHaTa KOHLUEHTpaLUs
Ha pMBapokcabaH M HAKOJIKO apMaKOAMHAMHUYHM KpaiiHU TOYkKH (MHXHOHMpaHe Ha ¢akrop Xa, PT,
aPTT, Heptest) e npoy4eHo cjie npuiaraHe Ha LIMPOK AWana3oH oT J03M (5 — 30 mg aBa mbTH Ha
lieH). Bpb3kaTa MeXIy KOHLUEHTpaLMATa Ha pUBapoKcabaH M aKTUBHOCTTa Ha (hakTop Xa Hail-1o6pe
ce onucsa ¢ Emax MoOAeIL. [To oTHoweHue Ha PT MoaensT Ha IMHEMHO MpecHYaHe OMMCBA JaHHHUTE

OOMKHOBEHO MO-100pe. HakjIoHbT Ha KpUBaTa Bapupa 3HAYMUTETHO B 3aBUCUMOCT OT Pa3IMYHHUTE
u3nos3BarHu PT pearentu. I1pu usnonssane Ha Neoplastin PT, PT Ha u3xoaHo HHMBO € okosio 13 s, a
HaKJIOHBT 0KO0J10 3 110 4 s/(100 mcg/l). PesynTarure ot ananuza Ha ®K/®J] ot ¢a3za Il u III ca cxoqum
C JaHHUTEe, YCTAHOBEHH NpPH 3ApaBH HHAUBUIH. [Ipu naunenTn usxoguure pakrop Xa u PT ca
[MOBJIMSIHU OT OlepalMsATa, KOETO BOAU 10 pa3/iMKa B HAKJIOHA Ha KpUBaTa KOHUeHTpauusa-PT mexny
JIeHA clej ornepauMsaTa 1 paBHOBECHaTa.

[leanaTpuyHa nomy.auus
besonacHocTTa M €MKACHOCTTA NPH NOKA3aHUETO MbpBHYHA NpodunakTka Ha BTE mpu
BB3pacT 10 |18 roauHu He ca yCTaHOBEHH.

5.3 Ilpeak/MHHHYHH JaHHH 3a 0€30MACHOCT
HexMHUYHUTE NaHHHU HE MOKa3BaT 0cOOEeH PUCK 3a Xopa Ha 6a3aTa Ha KOHBEH

¢apMaKkoIOrHyHH U3NMUTBaHUA 32 6€30MaCHOCT, TOKCHYHOCT MPH €JHOKPATHO I
(POTOTOKCMYHOCT, FeHOTOKCHYHOCT, KaHLIEPOr€HEH MOTEHLIMAT U FOBEHWIHA TOKC
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Edexrure, HabnronaBaHu NMpH U3MUTBAHUATA 32 TOKCHYHOCT MPH MHOTOKPATHO MPHJIOKEHHE, ca
CBbp3aHH OCHOBHO ChC 3aCHJIeHaTa (papMaKOJMHAMH4YHA aKTHBHOCT Ha puBapokcabaH. [Ipu msxose
ca HaO/r0/1aBaHU MOBUIIEHU ITU1a3MeHU HUBa Ha IgG 1 IgA nipu HMBa Ha €KCIIO3ULMSA, ChOTBETCTBALLH
Ha KJIMHUYHUTE.

[Ipu murexoBe He ca HaOmoaaBaHU ePeKTH BbPXY (hepTHIMTETA ITPU MBKKHTE UIIH KEHCKUTE
)KUBOTHH. M3nUTBaHMATA NPH XKUBOTHM MOKAa3BaT pernpoAyKTUBHA TOKCUYHOCT, CBbp3aHa C
(apMaKoJIOrHYHUs MEXAaHU3BbM Ha JE€HCTBUE Ha pUBapoKcabaH (Harp. XeMOparuuHH YCJIOXKHEHHS).
[Ipu nnasMeHH HUBA, CHLOTBETCTBALIM HA KJIIMHUYHHTE, ca HabmogaBaHu eMOpHO-(eTalHa TOKCHYHOCT
(MocTUMIUIAHTAaLMOHHA 3ary0a, 3a6aBeHO/CTUMYTMPAHO OCU(HIIMpaHe, MHOXXECTBEHH OJieu
X€eMnaTaJHH ME€THA) U MOBULIEHA YEeCTOTa Ha Hai-4eCcTO cpelaHuTe MandopMaliMH, KaKTo H
[UTaLieHTapHU NMPOMEHH. [1pH npe- U MOoCTHATATHO U3NUTBAHE HA IUTBXOBE € HaOoJaBaHa HaMaJieHa
BUTAJTHOCT Ha MOKOJIEHHETO MpPH J03H, TOKCUYHH 3a MaWKHTE.

6. ®APMAIEBTUYHH JAHHH

6.1 ChnHchbK HA NIOMONIHHTE BelIeCcTBAa

Anpo Ha TabseTkara:

JlakTO3a MOHOXHIpaT

HaTtpues naypuncyndar

Xunpomesiosa

Kpockapmenosa HaTpuid

Marses3ueB creapar

[lenyno3a, MUKpOKpHCTATHA

CunluMeB IUOKCH], KOJIOUJIEH O0e3B0OIEH

DUIMOBO MOKPUTHE:

Xunpomersosa

Turanos nquokcun (E 171)

Makporo:

Tank

CoHcer xbaro FCF anymunues nak (E110)
Xenesen okcua, yepseH (E 172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roanocr

3 roauHH

6.4 CneuHa/IHH YC/JIOBHS HA CbXPaHEeHHe

To3u lekapCTBEH NPOLYKT HE U3KUCKBA CIELIMATHHU YCIIOBHS Ha ChbXpPaHEHHE.
6.5 Buau chabpkKaHHe HA ONIAKOBKATA

biucrep ¢ OPA/Anymunuil/PVC/anyMununeBo ¢onuo

Bunose onakosku ot 10, 20, 28, 30, 42, 50, 98, 100 ¢punMupanu TabneTku.
Bunose onakoBku ot 5x1, 10x1, 14x1 ¢unmupanu tabnerTkm.

baucrep ¢ npo3payHo Wi Henpo3payHo PVC//PVDC/anymununeBo ¢onuo
Bunose onakoBku ot 5, 10, 20, 28, 30, 42, 50, 98, 100 duaMupanu TabaeTku.




bnucTepu ¢ eAMHUYHHM 103M OT MPO3pavyHo MM HenpodpauyHo PVC//PVDC/anyMunueBo ¢ouo ¢

nepgopauus
Bunose onakosku ot 5x1, 7x1, 10x1, 14x1 ¢puamupanm TabneTku.

OnakoBka 3a Tabnerku or HDPE ¢ BuHTOBa Kanauka ot PP, 3amurena ot neua, chappikaina cymuren
(cunuka ren)
Bunose onakoBku ot 100 ¢punmupanu tabieTkH.

He BcHYKkM BHI0OBE OMAaKOBKW MOraT Aa ObJaT IMyCHATH B Npojaxoa.
6.6 CoenHaJHH npeina3HH MepPKH IPH H3XBbPJsiHe U paboTa

Hewnsnon3BaHUAT JIeKAPCTBEH NPOLYKT WM OTNAJbYHUTE MaTePHAIH OT HEro TPsAGBa 1a ce U3XBBPIIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHHUA.

PasTpoliaBaHe Ha TabneTkuTe

Tabnetkure puBapokcabaH Morar Aa ce pasTpouiar U Ja ce cycrnesaupar B 50 ml Boaa u na ce
MpUJIOXKAT Ype3 Ha3oracTpajiHa COHJa HJIM CTOMalllHa COH/Ia 32 XpaHeHe Clie[] MOTBLPXKIECHHE, Ye
COHJaTa € pa3rnoJioxkeHa B cromaxa. Cyieq1 ToBa coHaara TpsaOBa a ce nmpomue ¢ Boaa. T kato
abcopbumsaTa Ha puBapokcabaH 3aBUCH OT MACTOTO Ha OCBOOOXKIaBaHE Ha aKTUBHOTO BELIECTBO,
TpsAOBa 1a ce U30sArBa NpUIOKEHHe Ha pUBAPOKCAOaH JUCTAIHO OT CTOMAaXa, Thil KATO TOBAa MOXE 12
N0BeZIe 10 HamajeHa abcopOLMs ¥ BbB Bpb3Ka C TOBA JI0 HAMAJIEHA EKCIO3MLUA HAa aKTUBHOTO
BewecTBO. He ce 3nuckBa eHTepanHO XpaHEeHe BeHara ciel| npuioxeHue Ha tabnerkure ot 10 mg.

7. INPUTEXATEJI HA PASPEIIIEHUETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57

1000 Ljubljana

CrnoBeHus

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA

Per. No: 20170320

9. JATA HA ITBbPBO PAZPEIHIIABAHE/ITOJHOBSIBAHE HA PABPEILIEHHUETO 3A
YIIOTPEBA

JlaTta Ha mepBO pa3pewasane: 30.10.2017
/lata Ha nogHoBsABaHe: 14.11.2022

10 JATA HA AKTYAJIMBUPAHE HA TEKCTA
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