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1. UME HA JTEKAPCTBEHUA NPOAYKT

Pydukcano 15 mg pumnupanu tabierku
Rufixalo 15 mg film-coated tablets
Pydukcano 20 mg (}munnpami TabIeTKH
Rufixalo 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pyghuxcano 15 mg pumnuparnu mabnemxu.

Bcesika punmupana tabdnerka cbabpxka 15 mg pHBﬂpDHCﬂﬁﬂH (rwamxaban).

[ToMOLIHO BELECTBO C H3BECTHO JIEHCTBHE
Besika dpunmupana Tabnerka chabpxka 21,75 mg 1akro3a, BHXKTE Touka 4.4,

Pyduxcano 20 mg umnupanu mabaemxu:
chca Huamu Tabnerka ceabpika 20 mg pﬂaapaxcaﬁan (nvamxaban).

Hoggmmmp mec'mo ggﬁme
Besika hunmupana tabnerka coabpka 29 mg nakrosa, BHKTe Touka 4.4.

3a MbJIHUA CITUCHK Ha MOMOILHUTE BEILIECTBA BUKTE TOUKa 6.1.

3. OAPMALUEBTHYHA ®OPMA

dunmupaHa Tabnerka (Tabnerka).

Pyguxcano 15 mg pumnupanu mabnemru. _
YepBeHH, KPbIJIK, ABOHHOU3MBbKHAIU TAOJIETKH C npnﬁnuamenen auaMersp ot 5,6 mm £ 0,2 mm, ¢

B,[I.ﬂ'hﬁHﬂTD penecbnn O3Ha4YeHHE ° ‘157 oT eiHaTa CTpaHa M INIA/IKK OT Jpyrara.

0,2 mm, amﬁﬂmn penedno o3nadeHue “20” oT eHaTa CTPaHa M ITIaJKK OT Apyrara.

4. KIUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

Bw3pacmuu

[TpodunakTHKa HA HHCYJT U CUCTEMHA eMO0JIMs NPH Bb3PACTHU MALMEHTH C HEKJIAMHO NPEACHPAHO
MbXK/IEHE C €IMH WJIH MoBeYe PUCKOBH (PAKTOPH, KaTO 3aCTOMHA Chbpae4Ha HEAOCTAThYHOCT,
XMMEPTOHUS, Bb3pacT = 75 roauHH, 3axapeH auader, npeaiiecTBaill HHCYJIT WK TIPEXOIEH HCXEMHUYCH

MPHUCTBII.




Jleuenue Ha nwyiboka BeHo3Ha TpoM6Oo3a (JIBT) u 6enoapoben em60onu3bM (BE) v npodunakTika Ha
peumauBupaiiy JIBT u BE nipu Bb3pacTHu. (BxK. TOUYka 4.4 32 XeMOJAWHAMMYHO HECTAOMJIHM MALIMEHTH C

bE.)

Heduamguqna nonyiayus

Pyhuxcano 15 mg pumnupanu mabnemxu:
Jleuenue Ha BeHO3eH TpoMboemboau3bM (BTE) n npodunakTuka Ha peunausyu Ha BTE npu neua u

IOHOIIK Ha Bb3pacT rnoj 18 roaunu u ¢ terno ot 30 kg no 50 kg Haii-manko 5 IHM cliel Ha4allHO
NapeHTEePaJTHO aHTUKOAryJIaHTHO JIEYEHHE.

Pyghuxcano 20 mg umnupanu mabnemxu:

Jleyenue Ha BeHO3eH TpomMboemOosn3bM (BTE) 1 npocbmamrm Ha peunmmu Ha BTE an neua u
IOHOIIIK Ha BB3PacT MoJ 18 ropuny 1 ¢ Terso noseye ot 50 kg Hali-MaKo 5 IHM ¢/l HAYATHO

NAPEHTEPATHO AHTHKOATYJIAHTHO JIEYEHHE.

4.2 Jlo3MpoBKA U HAYHH HA NPHJIOKEHHE

o3upoBKa

IIpogunakmuxa Ha uHcynim u cucmemHa emoonus npu 8v3pacmHu

[IpenopbunTenHaTa no3a ¢ 20 mg e1MH NbT AHEBHO, KOETO MPEACTaBIsABA U NPENOpbUYHUTE/IHATA
MaKCUMaJlHa 103a.

Jleuenuero ¢ Pyduxcano TpsadBa aa ce npoab/KaBa B AbJINOCPOYEH MI1aH, KOraTo rnojsara ot
npoduiaKkTUKaTa Ha UHCYJIT M CHCTEeMHA eMOO/IUs HaJlBUILIABA PUCKA OT KbpPBEHE (BXK. TOUYKa 4.4).

AKO ObI€ NpoIycHaTa HAKOSA 1034, NalMeHThT TpsoBa aa npueMe Pydukcano HezadaBHO U Ha
cleABalllMsA JIeH [a NMPOJABJIKK ¢ MPHUeMa BeJIHbK JIHEBHO CbIjlacHO npenopbkuTe. He TpsAOBa na ce
MpMeMa JBOiHa 103a B ChIIMSA ACH 3a KOMIIEHCUPAHE Ha MPOIlycHAaTaTa 103a.

Jeuenue na /[BT, neuenue na BE u npojpunakmuxa na peyuousupawu /IBT u bE npu évb3pacmuu
[TpenopbunTEenHara no3a 3a HadyanHo jedyeHue Ha octpu JIBT wiu BE e 15 mg aBa nbTH AHEBHO 1pe3
MbPBUTE TPH CEAMHULH, NOCAeABaHA OT 1032 oT 20 mg BEAHBXK AHEBHO 3a MPOABLJKABALLOTO JICYEHHE H
npodgunakTuka Ha peunausupau BT u bE.

Tpsab6Ba na ce uma npeaBul KpaTKOCpoYHa Tepanus (Hail-manko 3 meceua) npu nauveHTy ¢ JIBT unu
BE, npoBOKHpaHH OT rojieMu MPEeXO0/IHH PUCKOBH (DaKTOPH (T.€. CKOPOIIIHA roisiMa onepaius Ui
Tpasma). [lo-npoabikuTenHa TepanusaTa TpsiOBa 1a ce€ MMa rpeaBu/ NMpu NMalMeHTH C TPOBOKUPAHH
JIBT wiu BE, HecBbp3aHH ¢ rojieMH rnpexoaHu puckoBH aktopu, HenpoBokupaHu BT win bE win
aHaMHe3a 3a peuuauBupaiiy JIHT wiu bE.

Koraro e nokasaHa rno-npoaskuTenHa npodunaktuka Ha peunausupauii JIBT u bE (cnen
3aBbpILIBAHE Ha MoHe 6-meceyHa tepanus 3a JIBT unu BE), npenopbunrennara no3a e 10 mg BeiHbxK
AHEBHO. ITpy MalMeHTH, IpU KOUTO Ce CMATa, Ye pUcKbT OT peunauBupaiuu JIBT unu BE e BUCOK, KaTo
TE3H C YCIIOMHEHH ChITBTCTBAIIH 3a00/15BaHHs, WX KOMTO ca pa3Buiau peunausupaiuy JIBT nin bE
MNPy NO-NpoaAb/DKUTEIHA npodunakTuka, TpsadBa aa ce uma npeasul npueM Ha Pygukcano 10 mg
BEJIHbXK JHEeBHO U Pydpukcano 20 mg BeAHBK AHEBHO.

npﬂﬂ'bﬂ}HHTEﬂHDGTTH Hd TCpallusiTa TpHﬁBﬂ aa CC onpeaciin 1 103aTa Jid CC Haﬁepe HHIAWBHUAYAITHO CJIC/
BHUMATE/IHA OLICHKA Ha CbOTHOLWECHHUETO MEXKAY IMOJIZaTa OT JIEHEHUETO U PUCKA OT KbpPB

4.4).




[ ‘ [lepHon oT BpeMe [ Cxema na npHaaraHe ‘ O0611a JHeBHA 1032
Jledenue n Hen 1-21 | S mg aBa nbTH aHeBHO | 30 mg
npouakTHKa Ha - - .
E‘EEu”ﬂ"B”pam” ABT M 1 o1 nen 22 naratk 20 mg BeaHbXK AHEBHO | 20 mg
[IpodunakTHKa HA Cren 3apbpluBaHe Ha 10 mg BeAHBb¥ AHEBHO (0 m
peuuausupaumin JIBT U | Hali-Manko 6-mecedna WU U 230 o
bE tepanus 32 JIBT wnn bE | 20 mg BegAHBXK AHEBHO &

Axo BbB (pasara Ha nedyerHe ¢ 15 mg aABa nvTH AHEBHO (aeH | - 21) ce NpOMyCHE eNUH TPUEM,
NAaLMEeHTHT TPAOBa HesabasHo Aa npueMe Pydunxcaio, 3a na ce OCHMIrypH o0LIO NPUETO KOJHUYECTBO OT
30 mg Pygukcano 3a eans ned. B nogoGen cnyuaii Moxe na 6baat npuerd ase Tabnerku oT 15 mg
HaBeaAHBXK. [lallneHTHLT TpaOBa fa NPoABbIKY PSAOBHUA NPUEM Ha 15 mg ABa MbTH AHEBHO Ha
cleABalllisA A€H, KaKTO € NPEenopbYaHo.

Ako BbB (a3ara Ha JICUEHHE C €IUH NPHEM Ha JIEH Ce MPOIMYCHE eA{H MPHEM, [TaLMEHTHT TpadBa
He3abaBHo 4a MpHeMe Pydukcano U TpabBa Ja NpOLBIXKH PEAOBHHSA NPHEM BEIHBK AHEBHO Ha
CIEABALLUA NEH, KaKTO € npenopbyaHo. He Tpadea aa ce u3non3sa ABOHHA 032 B PAMKUTE €IMH
CBLUM AEH, 33 Ia € KOMNEHCHpa NponycHaTara 103a.

Jeuenue na BTE u npohunaxmuxa na peyuousu na BTE npu oeya u onowiu
JleueHueTo NPU AeLa U FOHOLWYK Ha Bb3pacT noa |8 roanHy TpadBa Aa 3aroyHe Hal-Manko 5 IHHW Clel
HAYATHO MAPEHTEPATHO aHTHKOAryJIaHTHO JIe4eHHe (BXK. ToUuKa 5.1).
Jlo3ara 3a Aena WM OHOLIHY Ce U3UHC/IsBa Ha DasaTa Ha TENECHOTO TETNIO.
- TenecHo Terno ot 30 no SO kg:
[IpenopbuBa ce eHOKpaTHA AHEBHA J03a 15 mg puBapokcaban. Toba € MmakcnManHaTa AHEBHA
003a.
-  Tenecno terno 50 kg unu noseye:
pernopbyba ce eAHOKpaTHa AHeBHa a03a 20 mg pusapoxcadaH. ToBa € MAKCMMATHATE IHCBHA

J034.

Ternoto Ha AereTo Tpg2OBa na ce NpocieasBa ¥ 403aTa Ja ce Npepazriexaa peaosHo. Topae
Heo6X0aUMO, 3a 12 CE rapaHTUPa, 4e ce NOoAAbPKA TepaneBTHYHA no3a. Kopekuuns Ha Ao3aTa Tpabsa na
ce MpaBH ¢aMo Bb3 OCHOBA Ha MPOMEHH B TETECHOTO TETIJIO.

JleyenueTo TpaOBa qa ObAc NPOABHKEHO 3a Hal-Manko 3 Meceua npy Ieua U IHOWH. JleueHreTo Moxe
na 6bae yabnkedo A0 12 Mecela, Korato € KIIMHHYHO HeeOXoaymo. JIMncear naHHU NpH Jicua B
NoJKpena Ha HaManaBaHe Ha n03aTa cnepn 6-MeceyHo neyeHue. ChHOTHOWEHHETO 1013a-PHUCK Ha
npoab/HKaBaHe Ha TepanusaTa cnea 3 Mecela TpabBa aa Obae OLIEHEHO Ha HHIMBHAYyaNnHa ba3a, karo ce
MMa NpeaBU/l PHCKa OT peLyaMBUpana TpoMbo3a CripaMo NOTEHLUHATHHA PUCK OT KbpPBEHE,

AKO ce MPONyCHe eWH MpueM, NporycHatara 103a Tpa6Ba 1a ce B3eMe Bb3MOXHO HAH-CKOPO CIea KaTo
ce 3abenexy NPONycKa, HO CaMO B ChLUMSA A€H. AKO TOBA HE € Bh3MOXHO, MALHEHTHT TpAOBa fa
NpONYCHE A034aTa U a NPOALIKH ChC CHe/BallaTa 033, KakTo € npeanucado. [NauueHTsT He Tpadsa na
B3eMa J1B€ J03HM, 3a la KOMIIEHCUpa AponycHarara 103a.

IIpemunaeane om aevenue ¢ aumazonucmu a sumamun K (ABK) kem Pyguxcano
- [TpodunakTvka HA UHCYIT U CUCTEMHA eMOOoNNd:
ABK 1pg6Ba aa ce crpar M 12 ¢e 3anoyue neueHuero ¢ Pygukcano, korato Me
HopmanninpaHo ceoTHomeHue (International Normalised Ratio, INR) e <3,




- Jeuenue na JIBT, BE u npodunakTika Ha peLWIMBM NIPHU Bb3PACTHH M JieueHHe Ha BTE u
npodHUnakTHKa Ha PELUNBUAH NPH NEANATPHYHH NALHACHTH!
ABK 1ps6Ba na ce cripar ¥ na ce 3anoyHe neueHnero ¢ Pydukcano, koraro INR e <2,5.
[pn npemunapane ot nedenre ¢ ABK kbM neuenune ¢ Pygukcano croitHocture Ha INR wie 6naar
daniuMso NMOBUIIEHH ciien npueMa Ha Pygukcano. INR He ¢ BanHaeH NapamMeTsp 3a H3MEPBAHE HA
aHTHKOAryJIaHTHATa aKTHBHOCT Ha Pydukcano u cnepopaTenHo He TpAbBa fa ce U3nos3ea (Bxk. ToUKa

4.5).

IIpemunasane om nexvenue ¢ Pydukcano kem anmaconucmu na sumamun K (ABK)

MMa BEpOATHOCT aHTUKoAarysauuaTa fAa Obie HeaaekBaTHa B X013 Ha NPEMUHABAHETO OT JICUEHHE C
Pydukcano kbm ABK. TpsadBsa aa ce ocurypu npoaAbDKHTE/HA aI€KBATHA AHTHKOArynalus npu
peMUHaBaHe KbM aNTepHaTHBeH aHTUKoarynaHT. Tpabsa na ce otbenexn, ye Pydukcano moxe na
00yCITOBH TOBUIIEHH CTOIHOCTH Ha INR.

[Ipy naudeHTH, npeMUHaBally ot nevenue ¢ Pydurcano keM ABK, ABK TpabBa na ce npuemar
napanenHo a0 aocturase Ha INR > 2,0. [Ipe3 nepBUTE ABa IHH OT NPEXOAHHA NepHoa TpabBa aa ce
pUnara CTaHAapTHaTa HadanHa no3a ABK, cnen xoero go3ara Ha ABK tpadsa na e cnopen
pesyntatute 3a INR. Jlokaro mauveHTuTe NpueMar eiHoBpeMeHHO Pydukcano u ABK, INR He Tpabsa
Aa ce M3C/ICABA No-paHo oT 24 yaca cnell NpeaAXoaHaTa 1033, a CaMO HETTOCPCACTBEHO NpenH
cieasaata A03a Pyduxcano. Cnen kato ce npeycraHoBM npuema Ha Pygkcano, INR moxe na ce
W3CEeIBA U Pe3yJTATHTE 3 Ca HAASKAHH NOHe 24 yaca crel MpyMeMa Ha NoceiHaTa 103a (BkK. TOUKH
4.5u5.2).

[ fenMaTpHyHU NMALKEHTH:

Jlenara, KOWTO NpeMUHaBaT oT Pydukcano kem ABK, Tpafsa na npoasmkar aa npdemar Pyduxcano 3a
48 yaca cnen nbpsata go3a ABK. Cnex 2 aHy Ha eIHOBPEMEHHO NPUNOXEHNE TPAOBA Aa ce HanpasH
K3CNIEBAHE M Aa ce nony4ar pesynratute 3a INR, npeav cneasamara go3a Pygukcano no cxemara.
[TpenopwuBa ce eNHOBPEMEHHOTO NpuioxeHHe Ha Pydukcano 1 ABK ga npoawmiu, nokaro INR ¢ 2>
2,0. lllom karo npueMbT Ha Pyduxcano e npeycranoseH, INR Moxe na ce v3cnensa n aa ce nonayyar
HaleXAHM pe3yaTarH 24 yaca cile/l NpYeMa Ha fIoCNeHaTa 103a (BX. [o-rope n Touka 4.5).

[Tpemunasarne om Aevenue ¢ napeHmepaniu aimuxoazyrarnmu kem Pyguxcano

[Ipy BB3paCTHH U NEAUATPUYHHN NALMEHTH, KOUTO B MOMEHTA NMOAYYaBAT MapEHTEPATHH
AHTHKOATrYJaHTH, PEYCTAHOBABAHETO HA NAPEeHTEPAJIHNA aHTUKOAryNaHT | 3anousaneTo Ha Pydnkcano
TpAOBa 1a ce ochilecTBAT () 10 2 yaca nmpead MOMEHTA 3a CNEABAWOTO TaHOBO NPUIOKCHHE Ha
MapeHTeEPaNBUs NEKapCTBEH NPOAYKT (HAap. HUCKOMONEKYEH XenapiH) WIH B MOMECHTA Ha CIIMPaHe Ha
MPOALIKHUTEIHOTO NPUIOKEHHE Ha MAPSHTEPATHAA JIEKAPCTBEH NPOAYKT (HATp. WHTPaBEHO3€H

He(paKk LMOHHUPAH XENapHH ).

ITpemunasane om nevenue ¢ Pyghuxcano koem napenmepainu GHMUKoazyianmu
[lpeycraHoBeTe nNpHeMa Ha Py uxcano U NpuIoxkere bpBaTa J03a 0T MapeHTEPAIHUS aHTHKOAryJIaHT B

MOMEHTA, KOraTo TpabBa 1a ce npueMe cneapamiara ao3a Pydukcano.

CrnenyvaiHy monyiaalum

bvbpeuno yapescoare

Bb3pacTHH:

OrpaHyYeHHuTE KIMHUYHY JaHHW OT MAlMEHTH C TEXKaA cTeneH Ha 6L0peuHo yBpekaaHe (KpeaTHHUHOB
KMHpBHHC 15 - 29 ml/min) noka3ear, 4e Naa3MeHuTe KOHUEHTpaUKH Ha pyBapoxcabaH ca 3Hau4UTeNHO




[Mpu MauMEHTH ¢ yMepeHa cTener Ha 6b0pedro yBpexaaHe (KpeaTHHUHOB KIMpbHC 30 - 49 ml/min) win
C TEXKKA cTeneH Ha 6B6pedHo yepexaaHe (KpeaTHHHHOB KIHPBHC 15 - 29 mi/min) ca BannaHY CneaHHTE

NpeMNopbKH 3a AO3UPAHC.

- 3a NpoQHIAKTHKA HA HHCYJIT U CUCTEMHA €MOOJTHA NNPH MALUMEHTH C HEKJIAMHOo NPEeAChPAHO
MBIX/ICHE MPENOPBYNTENIHATA 1034 € 15 mg BeIHBX AHEBHO (BXK. TOMKA 5.2).

- 3a neucHue Ha JIBT, neuenue Ha BE u npodunakThka Ha peunaysupamws JIBT u bE:
MalMeHTUTE TpAOBA Ja ObAAT NekyBaHu ¢ |5 mg ABa NbTH NHEBHO MpPe3 MbPBUTE 3 CEAMHULM.
Crien ToBa, KOraTo npenopbunTentara 103a e 20 mg eauH nbT RHEBHO, TPAOBA Aa ce obMuUCIH
HaMaIsBaHe Ha ao3ata oT 20 mg BeJHbK AHEBHO HA 15 Mg eAUH NbT JHEBHO, AKO OLICHEHHUSAT
PHCK OT KbPBEHE 3a NALMEHTa HAAXBbPNA pHcka oT peunausrpauii JIBT u BE. I1penopekara 32
ynorpefara Ha 15 mg ce ocHoBaBa Ha HapMaKOKHHETHYHO MOEINPAHE ¥ HE € NpoY1BaHa NMpM
Te3Uu KIMHWYHH ycnoBus (Bx. Touku 4.4, 5.1 u 5.2).
Koraro npenopbyMTenHata 103a € 10 mg equH ObT AHEBHO, HE Ce Hanara T4 Aa Onae

KOPHIHpaHa.

He ce Hanara KOpekIMs HA 103aTa NPH NAUMEHTH C JIeKa cTefeH Ha ObOpeUHo yBpexaaHe (KpeaTHHHHOB
kaupbHC 50 - 80 ml/min) (Bx. Touka 5.2).

[leanaTpuyHa nonynauus:

- TTelia ¥ IOHOLLM ¢ NleKa cTened Ha OBOpeuHo yBpexkaaHe (CKOPOCT Ha rJioMepyJ/iHa GpUiTpalus
50 - 80 ml/min/1,73 m:); He ce Hanara KOpEeKLUa Ha 103aTa, Ha Ha3aTa Ha JaHHU MPH BB3PACTHH
4 OrpaHUdYeHH JaHHH MPH MEAXATPHYHU NALKUEHTH (BXK. Touka 5.2).

- Jleua ¥ IOHOILM ¢ YMEPEHA MilK TeXKa cTeneH Ha 61bOpeuHo yBpexaaHe (CKopocT Ha
rnoMepyiana puntpauua < 50 mi/min/1,73 m?): Pydukcano He ce npenopbyBa, ThU KaTo
NMUNCBAT KIMHHUYHH JaHHK (BXK. Tovka 4.4).

UeprnoopobHo yspedcoare
Pybrkcano e npoTUBONOKA3aH MPU NMaUMEHTH ¢ 4epHOAPOOHO 3a00/sBaHe, CBBP3aHO C KOArynonaTua u

KIMHUYHO 3HAUMM PUCK OT KbpBEHE, BKIIOUMTENHO nauueHTH ¢ uuposa ¢ Child Pugh B w C (8. To4kH
4.3 1 5.2). Jluncear KTHHUYHY JAaHHH NPY Jela ¢ 4epHOAPODHO yBpexaaHe.

Honynayusa e cmapuecka 8v3pacm
Bes kopekuMs Ha no3ara (Bx. Touka 5.2)

Tenecno mezno
Bes kopekliia Ha A03aTa NMpH Bb3pacTHU (BX. Touka 5.2)
[Tpy negyaTpMyYHH NALMEHTH J03aTa ce onpelesia Ha 0a3ara Ha TENECHOTO TEMMNO.

{lon
be3 kopekuua Ha go3aTa (BX. TO4Ka 5.2)

Hayuenmu, nOOAOIHCEHU HA KAPOUOBEPIUO
[IpuembT Ha Py¢ukcano Moxe aa 3anoyHe WiId Aa NPOALIKY NPU MALMEHTH, NPH KOUTO MOXKE 1a €
HE0OXOIMMO KapAUOBEP3HO.
[pu kapAHOBEP3HO HACOMBaHO OT TpaHce3odareanna exokapauorpagus (TEE) npy nauuenTH, KOUTO
He ca OIM IEKYBaHU C AHTUKOAKYIaHTH, NnedeHueTo ¢ Pydukcano tpAdBa aa 3anoyHe Han-MalKQ &
yaca MPeAM KapOHOBEP3HOTO, 3a Aa Ce rapaHTNpa aleKBaTHA aHTHKoarynauus (Bx. m L)
[MpH BCHUKH MALUEHTH, Npeay KapaAMOBEP3HO TpAOBA Aa C€ NOTHPCH nm%pmnenue : 'u. SHFS @,)
AN

npuea Pydukcano, kakTo € npeanucano. [1py B3eMaHe Ha pPELIEHHE 3a 3aOYBAHC HY



onpenensHe Ha NPOAbIKHTEITHOCTTA 1, TPAOBA Aa ce UMaT fipeaBHI YCTAHOBEHUTE NPENOPHKH OT
PBKOBOACTBATA 32 AHTUKOATYJIaHTHO JIEYEHHE NPH NAUNEHTH, NOANOXKEHHK HA KapAHOBEP3HO.

Hayuenmu ¢ HeKIANHO NPedCcLpOHO MbXCOeHe, koumo noonexcam na ITKH (nepkymanna kopoHapHa
UHMEPBEHYUR) C NOCMABAHE HA CINEHM

MMa orpaHM4eH ONHT NO OTHOLIEHWE Ha HamaneHa fo3a 15 mg BeaHbX AHeBHO (Mnn 10 mg
PUBapOKCA0AHBEAHDBXK JHEBHO 3a ALMEHTH C YMEPEHO TEXKa CTereH Ha 6b0peyuHo yBpexaane
[KpeaTHHHHOB KIHPBHC 30 - 49 ml/min)), B ponbiaHenue koM P2Y 12 nHxubutopa 3a 12 Mecena
MAKCUMYM, MPY MALMEHTH C HEKNANHO NPEACHPAHO MBXICHE, KOUTO C€ HYMAAAT OT [epopanHa
aHTHKOAryJ1aHTHA Tepanus U ca 6unn noanoxkenn Ha [1KH ¢ noctaeane Ha CTeHT {Bx. TOUkH 4.4 1 5.1 ).

[leduampuuna nonyaayus

Be3onacHOCTTa # eMKaCHOCTTa HA puBapokcabaHnpH Aeua Ha Bb3pacT § 1o 18 roagnHu He ca
YCTAHOBEHHU. NIPH MMOKa3aHWETO NpoUIaKTHKA Ha MHCYNIT U CHCTEMHA eMO0JIHs MPH MALMEHTH C
HEKJIAIHO MPEeAChPAHO MbakaeHe, Jluncear naHHu. I1o Ta3u npH4YMHA TOH HE CE NpEnoprYBa 3a
ynorpeba npu Aeua noa 18-roauuina Bx3pact NpU ApYyrH NokaszaHus ocBeH Nedenne Ha BTE u

npodunakTUka Ha peunausy Ha BTE.

HauuH Ha nNpUIOKEHHE

Bwvapacmnu

Pydukcano e 3a nepopalHo MPUI0KEHHE.

Tabnetkure TpAGBa Aa ce npuemar ¢ xpasa (Bx. To4ka 5.2).

PasTpolnaBaHe Ha TabNETKUTE
[Ipu NaLUEeHTH, KOUTO HE MOraT Aa Norasiuar tabneTkure ueiu, Tabnerkara Pydukcano Moxe aa ce

pa3TPOLLIK W CMECH C BOJA MY A0BIKOBO NMIOPE HEMOCPEACTBEHO NPEAH yNnoTpeda ¥ na ce npuiioxH
nepopanto. Ciien NpunaraHeTo Ha pastpowteHu Gpuamupann Tabnetku Pydukcano ot 15 mg unn 20 mg
no3ara Tpsabpa ga Onae nocneaBaHa HE3a0aBHO OT XpaHEHE.

PasTpouenara rabjaeTka MoXe 1a C¢ Npunara Chblio H 4pe3 CTOMAIUHA COHAA {BXK. TO4KK 5.2 K 6.6).

Heya u ronowu

Pydukcano e 3a nepopanHo NpHIOKEHUE,
MayueHTsT TpabBa a 6bae NOoCHBETBAH Aa NorNbiLa Tabnerkara ¢ TeHHOCT. T4 Tpsadsa chilo Ja ce

pUeMa c xpaHa (Bx. Touka 5.2). Tabnerxkure Tps6Ba a ce MpUeMaT Npe3 HHTEPBAN NPUOIH3UTENHO 24
qaca.

B ciyuaii 4e nauMeHTbT U3ILUTI0e BEAHAra 103aTa WK NOBLPHE B paMKUTE Ha 30 MAHYTH Clej
[IPUNO’KEHHE Ha 103aTa, TpabBa na ce naje HoBa Ro3a. AKo 06aye NalMeHTHT NOBbPHE noseye o1 30
MUHYTH CIie/l ipHeMa, 03aTa He Tpa6sa [a ce npuiara OTHOBO U ClEBAILATa 1033 TPAOBa Ja ce B3eMe
Mo CXeMara.

Tabnertkara He TpsaOBa Ja ce pasaells MpH OfWT Aa ce HabaBH YacT OT Ao3ara B Tabnerkara.

Pasmpowasane ng mabremxume
Koraro ca n3nucanu ao3m 15 mg win 20 mg pusapokcabau, Te Morar fa 0baar HabaBeHH, KaTo ¢¢
pazTpouIy Tabaerka 15 mg nnu 20 mg ¥ ce cMecH ¢ BOAa WITH S0BIKOBO NIOPE HENOCPEACTBEHO Npeiu
ynotpeba » ce NpHUIokKH nepopaiHo.
PasrTporuexara TabneTka Moxe Aa ce MpUiIara 4pe3 Ha3oraCTpanta Ui CTOMAIHa COH I e XPpH

\ {]a
(BX. TOUKH 5.2 1 6.6).




4.3 IIpoTHBONOKA3aAHHA

CBpBbXYYBCTBUTEIHOCT KBM aKTUBHOTO BELUECTBO WK HAKOE OT NNOMOLIHHUTE BEWIECTBA, U30poeHU B
Touka 6.1.

AKTHBHO, KJIMHWYHO 3HAYUMO KbLPBCHE,

Jle3ns unu cbCTOsHUE, aKo OBbAe CUETEHO, Y€ NPEICTABNABA 3HAYUM PHCK 3a roisiMo KbpeeHe. Tosa
MO’Ke J1a BKJTIHOUBA HACTOAILA WIK CKOPOUIHA MACTPOUHTECTHHAIHA A3Ba, HATMUYNE HA 3NI0KaYeCTBEHH
HeoIUTa3MH ¢ BUCOK PHCK 3a KbpBEHE, CKOPOIUHO HapaHsABaHe Ha r1aBHHs WAW IPbOHAYHHA MO3BK,
CKOPOIIIHA Oflepalua Ha TNaBHUA MO3bK, MPBEOHAYHNA MO3BK WIN OUYUTE, CKOPOLUIHA BETpeYepenHa
XEMOPArus, M3BECTHH WY CYCNEKTHH e30pareanHyn Bapuild, apTEePOBEHO3HU MATKPOPMALIMY, CHA0BH
AHEBPHU3MH WIH TOAEMH HHTPACNHHAIHY WIH WHTpauepeOpalHu CbA0OBH AHOMANHM.

EQHOBPEMEHROTO NeUeHHe ¢ Ipyry aHTHKOArynalTH, Hanp. HedpakuMoHupan xenapud (HOX),
HUCKOMONEKYIIHW XENapHHU (€HOKcanapyH, JanTenapuH U Ap.), NPOM3BOAHN Ha XenapHHa
(boHmanapuMHYKC U 8p.), NCPOPANHH aHTHUKOAry1aHTH (BapdapuH, naburarpad erekcunar, anukcadbaH
Ap.), OCBEH NpH cnelpUIHN OOCTOATENCTRA 32 CMAHA Ha JISYCHHETO ¢ aHTUKOArynaHT (BxX. To4yka 4.2)

unH korato HPX ce npunara B 031, HEOOXOAMMM 32 MOATBPIKAHETO H& OTBOPEH LICHTPAIEH BEHO3€EH
WJIK apTEpHAaNeH KaTeTbp (Bx. Touka 4.5).

YeproapobHo 3adonaBaHe, CRBP3aHO C KoaryJionarua U KJIMHUYMHO 3HAYHUM PUCK OT KbpPBEHE,
BKJIKOYUTETHO NaureHTH ¢ uupo3a ¢ Child Pugh B u C (Bxk. Touka 5.2).

BpeMeHHOCT B KbpMeEHe {BX, Touka 4.6).
4.4 CneunaaHH NpeaynpeKACeHUS H NPeANa3HH MEPKH NPH ynoTpeda

[IpenopbuBa ce KNHHUYHO HAOMKOIEHHE CHOTBETCTBALLC HA MPOBEK/IaHATA daHTUKOAryJlauMsa B X04a Ha
LIEJTHA TIEPHOJ Ha JIEYEHHE.

Puck 0T xeMoparus

KakTo ¥ ¢ Apyry aHTHKOAryNaHTH, NallieHTHTE, KOUTO npueMat Pyoukcano, Tpabea na ce Habnoaapat
BHAMATENHO 33 Npu3HallM Ha KkpBeHe. [IpenopbuBa ce yrorpedbara ¢ NOBHUIEHO BHHMAHME I1PH
ChCTOSAHHUSA C IOBHUILIEH PHCK 3a xemoparus. [1punoxkeHueTo Ha Pydukcano TpadBa aa e npeycraHoBY

Py NOosBa HA TEXKKA XeMoparua (Bx. Touka 4.9).

B KIMHMYHUTE NPOYUBAHUA JIMTABUYHO KBPBEHE (T.€. OT HOCa, BEHUUTE, CTOMALIHO-4PEBHHA TPakT,
[IHKOYO-TNIONOBHA TPAKT, BKIHYHTEHO aOHOPMHO BArHHANHO UK YBENHUYEHO MEHCTPYATHO KbPBEHE) H
aHeMHsA ce HabnoaaeaTt MoO-4eCTO 1PU ABJIFOCPOYHO Je4YeHUe ¢ pUBapoKcadaH xaTo Ao00aBKa KbM
TEPANnMs ¢ €IMH WIHW 1Ba aHTHarperaHTHH cpeacTra. I1o Tasu npyyrHa, B 10MbIHEHHE KbM aI€KBAaTHOTO
KMHHWYHO HaOmoaeHue, nabopaTopHo H3chenBaHe Ha XeMOT100HHa/XxeMaTOKpUTa OM MOTNIO 1a Obae OT
NOJ3a 3a OTKPUBAHE HA OKYATHO KBPBEHE U 32 ONPEAC/IIHe Ha KIHMHWYHATA 3HAYWMOCT Ha SBHO

KbpBEHE, M0 MPELUCHKA CIIOpea Cly4as.

Hsakonko nmoarpyny nauueHTH, ONMCaHH MOoApOoOHO NMO-A0MYy, Ca ¢ NOBHILEH PUCK OT KbpBeHe. Tesn
TAllHEHTH C/1eaBa 1a ObAAT BHUMATEIHO NPOCAeAeHH 3a OCIe3M U CUMITTOMHM Ha CBBbP3aHH C KbpBEHE
YCIOKHEHUA M aHEMUA Clle] HayalloTo Ha NeYeHUeTo {BK. Touka 4.8).

HPH BCAKO HEM3ACHEHO NOHMKABAHE Ha XEMOIrT00HMHA WU KPBBHOTO HAJIATAHC Tpﬂﬁ
H3TOYHHK HAa KbpPBCHE.




Bbnpeku ye neveHrero ¢ puBapokcadaH He U3WCKBA DYTHHHO NpOCnesABaHe HA eXCNO3MINATA, HUBATA
Ha pUBapokcabaH, U3IMEPEHH C KanHOpUPaH TECT 3a KOJMIMYECTBEHO onpeaensHe Ha aHTHpakTop Xa,
MOraT na ObAarT MoNe3HH B H3BbHPEIHH CHTYAllMH, KOTaTo JaHHHUTE 3a €KCNO3ULMATA HA pUBapoKcabaH
MOXKe Ja MOMOrHAT 3a B3eMaHe HAa HHPOPMHPAHU KIIMHHUYRH PELICHU, HaMp. NMPefo3UpPaHe U CNELTHA
XUPYprus (Bx. To4uka 3.1 n 5.2).

{leduampuuna nonyiayun

Mma orpasMyeHy JaHHHU PR Aela ¢ MO3bYHA BEHO3HA ¥ CHHYCOBa TpoMO03a, KOUTO MMAT MHGEKLMA Ha
LIHC (Bk. Touka 5.1). PucksT 0T KbpBeHe TpsAlBa na Obae BHUMATENHO OLUEHEH MPEAH H IO BPEME Ha
TEPANUATA ¢ pUBAPOKCA0aH.

brOpeuno yBpeicaane

[Tp# BB3pacTHH NaLWEHTH C TEXKO ObOpedHo yBpexkaaHe (KpeaTUHUHOB KIKMPBHC < 30 ml/min) e
BBH3MOXKHO TUIa3MEHNTE HUBa HAa puBapokcaban Ja ObaaT 3HAYUTENHO NOBHILIEHHK (Ccpeado 1,6 mbuTH),
KOeTO MOXKE Aia BOBENE A0 MOBHUILIEH PUCK OT KbpBeHe, Pydukcano Tpabsa ga ce npuiara BHUMATEIHO
Npy NaUUeHTH ¢ KpeaTHHHHOB KITHpbHC 15 - 29 ml/min. He ce npenopbusa ynorpebaTta npH MalkueHTH C
KpeaTHHUHOB KAUPBHC < 15 ml/min (Bxk. Touku 4.2 1 5.2),

[Tpy nauKeHTy ¢ yMepeHa CTeneH Ha ObOpeuHo yBpexaase {(KpeaTUHUHOB KNUPBHC 30 - 49 ml/min),
NoJiyyaBalll¥ ¢AHOBPEMEHHO JIPYTH NeKapcTBa, KOUTO MOBKINABAT IUTA3MEHHTE KOHUEHTPAIIKH Ha
puBapokcabaH, Py}pHnkcano cneapa na ce npunara BHUMaTenHo (BK. To4ka 4.5).

Pydukcano He ce npenopbyBa NpH AeLia M KOHOUIM ¢ YMEPEHA WIIH TEXKA CTENEH Ha ObOpeuHo
yBpexkaaHe (CKOpOCT Ha rnoMepyiHa ¢unrpauus < 50 ml/min/1,73 m?), Tt KaTo NUNCBAT KIHHHYHH

JAHHH,

B3anMoaelcTBHE ¢ APYTH NCKAPCTBEHH NPOAYKTH
He ce npenopnupa ynorpebara Ha Pydukcano npy naumMeHTy, KOWTO MOJy4aBaT €/1HOBPEMEHHO
CHCTEMHO JIeYECHHE ¢ A30JI0BH aHTHMHUKOTHLIM (KAaTO KETOKOHA30J1, HMTPAKOHA30N, BOPHKOHA30/ U

nocakoHaszon) wiu HIV-npoTteaznn uHxudutopu (Hanp. puToHaBup). Te€3M aKTHBHH BELLECTBA Ca
MolH# UHXHOUTOpU Ha CYP3A4 1 Ha P-gp v no Ta3y npuuvHa MoraT /1a NOBUILAT [J1a3MEHaTa
KOHLIEHTpalK¥s Ha pUBapoxcadaH 10 KMTMHUYHO 3HAYHMO HHUBO {CPEAHO 2,6 NBTH), KOETO MOXKE Ja
AOBCAC 10 NOBHUILEH PUCK OT KbPBEHE (BXK. TOUKA 4.5). JIuncear KNTMHHYHH AAHHK NP Jela,
NoJy4YaBally CbITbTCTBALLO CHCTEMHO NledeHHe ChC CHITHW MHXHONTOPH, KakTo Ha CYP 3A4, Taka 1 Ha
P-gp (BXx. Touka 4.5).

HeobxoauMo ¢ BHMMaHUE MpU MauBeHTH, KOMTO €IHOBPEMEHHO Ca HA NEUYCHHE C JIEKAPCTBEHH
NPOAYKTH, KOUTO MOBIAUABAT XEMOCTA3aTa, KaTO HECTEPONIHHA NMPOTUBOBL3IMATHUTENIHH CPEACTBA
(HCTIBC), auetuncanuuunosa kucennHa (ACK) 1 nHxubutopu Ha TpoMOOLIMTHATA arperauys 1iu
CeJIEKTUBHU HHXMOMTOPH Ha 06paTHOTO 3axBalllaHe Ha cepoTOHHHA (selective serotonin reuptake
inhibitors, SSRI) u HHXUOUTOPH Ha 0OPATHOTO 3axBalllaHe Ha CEPOTOHMHA M HOpelnHHedpHHa (serotonin
norepinephrine reuptake inhibitors, SNRI). [Tpu naunenTute ¢ prick 3a yaLepoO3HO CTOMALIHO-YPEBHO
3abosgBaHe MOXe 1a Ce ITOMUCNH 32 NOAX0AALL0 NpOGUNAaKTHYHO JiedeHHe (B, To4Ka 4.5).

Hpyru puckoBH (pAaKTOPH 3a KbPBEHE

KaxTo U ¢ Apyru aHTHarperaHTHH CpeACTBa, pUBapoKkcaldaH He ¢e NPEenopsYBa NPy NALMEHTH C

[NOBUIIEH PUCK OT KbpPBEHE, KaTO:

¢  BpPOJEHH UNHY NPUNOOUTH HAPYLUEHWSA B KPBBOCHCUPBAHETO

*  HEKOHTPOJIUpPAHA TEXKKa apTCPHAIHA XUIICPTOHHUS

*  JpYro CTOMALIHO-4peBHO 3ab0onABaHe 0€3 aKTUBHO pa3fA3BABAHE, KOETO IOTEHIH
NOBeAe 10 YCIOXHEHHS C KbpBeHE (HATp. Bb3MAIWTENHO 3a00/IBaHE HA YEPBATS
FAaCTPUT M racTpoesodaruanyia peduykcHa donecr)




*  CbOOBRA PETHUHONATUS
*  OpOHXMEKTa3UH UJIM aHaMHe3a 32 KbpBeHeE B Oenus Apod

[laupeHTH ¢ pakoBo 3abonsBaHe

[TaupeHTHTE CbC 3N10KAYECTBEHO 3a00NABaAHE MOXKE SAHOBPEMEHHO /1A Ca H3NOXKEHHU U HA MO-BHCOK PUCK
OT KbpBeHe H TpoMb03a. MHanBHAYaTHaTa MoJ3a 0T aHTUTPOMOOTHYHOTO ieueHue TpabBa na ce
MPeLCHH CNPAMO PUCKA OT KbpBEHE NPU NaLMEeHTH ¢ aKTUBHO pakoBo 3abonsdBaHe B 3aBUCHMOCT OT
NOKAUMATA HA TYMOPAa, aHTUHEOMNACTHYHATa Tepanus U cTaaus Ha 3a0onaBaHeTo. TYMOpPHTE,
pa3noNOXEHH B CTOMAITHO-YPEBHUA WA NHKOYHO-TIOJOBUA TPAKT, Ca CBBP3aHH C MOBHUIEH PUCK OT
KhHPBEHE N0 BPEME Ha TepanusaTa ¢ puBapokcadaH.

[Ipy nauneHTH CbC 3MOKAYECTBEHH HOBOOOpa3yRaHMA ¢ BUCOK PHCK OT KbpPBEHE, ynorpebara Ha
puBapokcadaH e npoTUsoNnoKasaHa (8. Touka 4.3).

[lauMeHTH ¢ K1anHW NPoTe3x
PusapokcabaH He TpabBa na ce H3noa3Ba 3a TPoMOONPOGUNAKTHKA NPH NMALMEHTH, KOMTO HacKopo ca

MpeMHHaTH TPaHCKaTeThpHA cMAHA Ha aopTHarta Kiana ( [KCAK). besonacsocrra M eprkacHocTTa Ha
pPHBapokcabaHHe ca NPOYYEHH NPH NALMEHTH CbC CHPACYHO KIIANHO NPOTE3UpaHE; Mo Tasyd MPHYHHAE,
HMa JIaHHH B NOAKpena Ha ToBa, ye Pydukcano ocurypsiBa aicKBaTHa aHTUKOArynauud B Ta3u
nonyJjaumsa nauMeHTH. JleweHneto ¢ Pyduxcano He ce npenoptuBa Ipu TE3U NALHEHTH.

[TauneHTH ¢ AHTUHPOCHONUNUAECH CHHADOM

JInpexkTHO neicrBaliy nepopandy aHTukoarynastH (JJTNAK), skatodunTenHo pusapokcabaH, He ce
NPEnOPbYBAT MPH MALUUEHTH C AHAMHE3A 3a TPoM003a, KOUTO ¢a AMArHOCTHLUPAHH C
aHTUochonnnuneH curapom. [lo-cnenuanHo npy TPORHONO3IUTUBHY MALIHEHTH {34 JIyI1yCeH
AHTUKOAryJiaHT, aHTUKApIHONHITMHOBY aHTHUTENA ¥ aHTHUTENA cpeilly 6eTa-2-rmuKonpoTens 1),
neyenuero ¢ JJITAK Moxe ga 6bae cBBLP3aHO ¢ TOBHUIEHA Y4ECTOTA HA NMOBTAPALLU Ce TPOMOOTUYHU
cbOUTHS B CPAaBHEHHME C TEPANMUATA C AHTANOHUCT Ha BUTaMMH K,

[NanyeHTH ¢ HEKJIanHo NpeAchbpAHO MbXJeHe, kouTo nomyiexar Ha [1KH ¢ nocrasAHe Ha CTEHT
HanuyHH ca KTMHWYHHY A3HHH, NOJNYYEHH OT HHTEPBEHLIMOHATIHO NPOYyYBaHe, C OCHOBHA LIEJ
H3cneaBaHe Ha 0€30NacHOCTTA NPH MAIMEHTHE ¢ HEKNAIMHO NPeAChPAHO MbXKASHE, KOUTO ca OWy
noanoxeHd Ba [1IKH ¢ nocrassue Ha cTeHT. JlaHnuTe 3a eprkacHOCTTa NMPHU Ta3H NOIYJALNA Ca
orpaHuyeHy (Bx. ToukHu 4.2 B 5.1). Jinncear naHHM 3a TakMBa NALIEHTH C aHAMHE3a 34 NHCYJIT/TIpEX0/IeH
ucxemuueH npuctoil (11AI]).

XeMoJAHHaAMHYHO HecTabWIHKW nauueHTH ¢ BE WIH nauueHTH, KOUTO C€ HYKAAAT OT TPOoMOONIH3a UK
benonpobua embonekTOMHUA.

PydHKcano He ce npenopbyBa KaTo aITSpPHAaTHBA HA HE(PPAKLIMOHUPAHUA XETIAPHH NPH MAUMEHTH C
benoapobed eMBOAN3BM, KOUTO Ca XEMOAWHAMWYHO HECTAOUIHH MIK HA KOUTO MOXKE J1a CE Harnpasu
TpoMOOnH3a Wik 6enopobHa emboaekTOMMSA, Thil KATO OD€30MACHOCTTA U PUKACHOCTTA HA

pHBﬂpOI{C&ﬁﬂH HC €4 YCTAHOBCHU NPHU TC3W KIIMHWUYHHN CHTYalHHA.

CnyHanHa/enuaypajiHa aHecTE3IUA U MYRKIUA
KoraTto ce u3non3ra HeBpoaKCHaIHa aHECTE3HA (CNIMHANA/eNUAYPAIHA aHECTE3Ha) UITH
CMTHHAJTHA/CMUAYPANHA NYHKIKUA, MALUEHTUTE, TPETUPAHHU C aHTHArPEraHiTHU CPeACTBa 3a [PEBEHLNA
Ha TPOMOOEeMOOTHYHU YCTOXKHEHHS, Cca MOATONKEH! HA PUCK OT NOABA HA eNUAYPaJEH HNH CTTHHANEH
XEMAaTOM, KOHUTO MOKE J1a JOBEAE A0 ABIroCpoyHa Wiy TpaiHa napanu3a. To3H pUCK MOXe aa ce
MOBHILM OT [OCTOMNEpaTUBHATE YNOTPeOa Ha BBBEXAALL €NHAYPANCH KATEThP WIH €JHOBPEMEHHATA
ynoTpeba Ha NeKapCTBEHH NTPOAYKTH, MOBNUABALUMA XeMocTa3aTta. PUCKBT MOXKe 1a ce no
TaKa U OT TPaBMATU4YHa WIH MHOTOKPaTHA eNUAYypaHa WK CIHHAIHA NyHKUMA. [1al
4ecTO Aa ObAaT NPOCNeAABAHHN 3d IPH3HALM U CUMIITOMU Ha HEBPOJIOTUYHO YBPEHKI




H3TpBbIIBAHE MM ¢ab0CT B KpaKaTa, AMCKOM(OPT B UEPBATA HIIM IMKOUHUA MEXYP). AKO Dbae
KOHCTATHUpaH HEBPONOTrHYEH nedUUMT, ca He0OXOAUMH CIIEUIHO AMarHOCTHLMpaHe H JieueHue. llpean
HEeBpPOAKCHAIHA HHTEPBEHLIHA, JeKapaAT TpA0Ba [1a [NpeLeHH ChOTHOLIEHHETO MEXAY MOTEHUHATHATA
[oJiza U pUCKa NMpH NAUMEHTH Ha aHTUKOAryNaHTHA Tepanua Uik NauMeHTH, KOUTOo e Obaar
MOANOKEHU Ha AaHTHKOAryJaHTHa Tepanusd, 3a TpombonpodunakTika. HamMa KMTMHAYEH ONUT €
ynorpebara Ha 15 mg unn 20 mg puerapokcadaH B TE3W CHTYaLIUH.

3a HaMa/IsBaHE Ha MOTEHLUHATHUA PUCK OT KbpPBEHE, CBhP3aH0 C €4HOBPEMEHHOTO NPHIAraHe Ha
puBapoxcabaH W HeBpoakcHanHa (enuaypanHa /CnMHaTHa) aHECTe3Hs WM CNHHATHA MY HKINA, TpAOBa
fa ce uMa npeasun ¢gapMakoKHHeTUIHUA npodun Ha puBapokcaban. [1ocTaBAHETO HITH OPEMaxXBaHETO
HA enHAypaJicH KaTeTbp WIK NyMOanHa NyHKLMSA c& U3BbPLIBA Hal-100pe, KOraTO aHTHKOoaryN1aHTHHA
edekT Ha puBapokcabaH ce oUueHABa KaTo HUCHK (BX. TOYKA 5.2). Bbnpeku ToBa, TOUHOTO BPEME 3a
MOCTHraHe Ha JOCTAaThYHO HUCHK AHTHKOArylaHTeH eeKT 3a BCEKU NMAUMEHT HE € UIBECTHO U TpadBa
aa Obae npeleHEHO CIPAMO CIIEHIHOCTTA Ha AHArHOCTHYHATA TIPOoLIEAYpa.

3a OTCTPaHABAHETO HA ENUAYPANHHUA KATEThP U Bb3 OCHOBA Ha 001IUTE (apMaKOKHHETHYHH
XapaKTePHCTHKH, NIOHE 2X MOJYKHBOTA, T.€. Hal-Maiko 18 yaca npy MAadH Bb3pacTHH NAUHEHTH HIH
26 yaca npy NAUKXEHTH B CTApUYECKa Bb3pacT, TpabBa na ca MUHANU CNea NOCAEAHOTO NMPUI0KEHHE Ha
puBapokcaban {Bx. Touka 5.2). Cnen OTCTpaHABAHETO Ha KaTeThpa, TpADBa na H3MHHAT Hal-MaKo 6
yaca npeau MpUIOKEeHUE Ha CISABAlATa 1032 puBapokcabaH.

[1pu nosBa Ha TpaBMATHYHA NYHKLIHSE, NPUIOKEHHETO HA puBapokcaban Tpabea na 6ba€ OTNOKEHO C 24
yaca. JIMrcear JaHHHA OTHOCHO MOAXORALIOTO BpEME 3a MOCTABAHE HITH OTCTPaHABaHE Ha
HEBpOAKCHANIEH KaTeThp NPH jela, AOKATO ca Ha NIEYeHHE ¢ puBapokcabas. B Takupa cnyuau,
MpeycTaHOBETe NMPHIOKEHHETO Ha pHBapoKcabaH U 0OMHUCNETE MPUNOKEHUE HA KpaTKOAEHCTBAILL
NapeHTepaNeH aHTHKOAalryNaHrT.

[IpenopbKY 3a J03MpaHeTo NPean ¥ ciejl HHBA3MBHU NPOUEAYPH W XUPYPrudHH HHTEPBEHUWH,
Pa3nUMYHM OT [JIAHOBO CTABHO NpPOTE3NpaHe Ha Tazobenpenara UNy Ha KONAHHATA CTaBa

AKO ce Hanara nNpoBexJaHe Ha MHBA3HBHA NpoLeaYypa WIH XUpYypruyHa HHTepBeHuMd, Pydukcano 15
mg Uiy 20 mg Tpabsa aa 6bvae cnpaH 1o Bb3MOXHOCT NOHE 24 4aca OpeAd HHTEPBEHUUATA H Bb3
OCHOBA Ha KJIMHUYHATA NpeleHKa Ha NIEKYBALIHUSA JIEKap.

AKO mpoleaypara He Moxe Ja Obae 0TNoXeHa, TpsiOBa 1a ce NpeLeHd NOBUIICHUAT PUCK OT KbPBEHE
CNPAMO CNELIHOCTTa HA MHTEPBEHLIMATA.

flpuembT Ba Pydukcano Tpsdra na ¢ce Bb300HOBH Bb3MOXHO HAM-CKOPO ciiel HHBAa3WBHATa npouenaypa
WIIH XUPYPTrHYHATA MHTEPBEHUHS, aKO KIIMHWYHATA CUTYalLUs [TI03BOJISIBA M € NOCTHIHATA aaeKBaTHa
XeMOoCTa3a, KakTo € ONpeNefieHo OT JIEKYBaulua aekap {BX. To4ka 5.2).

[Tonynauua B cTapuyecka Bh3pacT
C yBe/IMYaBaHETO Ha BB3IPACTTA MOXKE [a C€ YBEIHYH PHCKBT OT XeMoparus (Bx. Touka 5.2).

LepmMaTol0rniHy peakLuy
[To BpeMe Ha NOCTMAPKETUHTOBO HabnioaeHne BbB Bpb3Ka ¢ ynotpebara Ha pusapokcabaH ce

cbOOLLIABA 33 CEPUO3IHH KOXKHM PEaKLMH, BKIIOUYHTEIHO CHHAPOM Ha Stevens-Johnson/TokcuuHa
enaepManHa Hekpoausa i DRESS cunapowm (Bxk. Touka 4.8). Marnexna, 4e DalMEHTUTE Ca H3TOKEHH
Ha Hali-roJIgM PUCK OT T¢3M PCAaKLIHK B HAUATOTO HA TepanuaTa: B IOBEYETO C/1yYan HA4YanoTo Ha
peakLHATa Ce NPOABABA Pe3 MbPBUTE CEAMHULH 0T JleueHUeTo. PuBapokcabaH TpsabBa aa ce
NpeycTaHOBY NpH IbpPBa NOABA HA TEXKbK KoXeH 00pus (Hanp. paznpocTpaHaBally ce, MHTEH3NBEH

W/ WK CBBbP3aH ¢ 00pa3yBaHeTo Ha MEXypH) WK APYT NPH3HAK HA CBPBXYYBCTBHTENHOCT, CBBP3aH C
Ne3My Ha IMraBULIaTA.

HMudopmanys 3a TOMONUIHUTE BEIIECTRA




Pydnkcano cuabpka nakrosa. [TalMeHTH ¢ peaky HacneacTBeHH npobaeMy Ha HENOHOCUMOCT KbM
ranaxro3a, NbJeH NaKkTa3eH JePULHT WK MI0K030-TaNnaxTo3Ha Manadbcopbuud He TpsaOBa Ja npuemar
TOBA JIEKapCTBO.

Pypukcano ceabpka no-manko ot 1 mmol Hatpuii (23 mg) Ha no3oBa eAUHULA, T.€. MOXKE Aa ce
Ka)e, Y€ NPAKTUYECKH HE CbABPKA HATPHH.

4.5 B3auMoIeRCTBHE ¢ APYIH JeKAPCTBEeHH NPOAYKTH H APYrd QOpMH HAa B3aUMOACHCTBHE

OOXBaThT Ha B3aHMOAECHCTBUATA NPH NeAXATPHUYHATA MONYJIaLUa He € H3BECTEH.
HonynocoueHute JaHHUW 3a B3aUMOACHUCTBUATA, MOJYUEHH [TPH Bb3pacTHU, H
npeaynpexacHusTa B Touka 4.4 tpabBa 1a ce MaT NpeaABHA NPY NEAHATPUYHATA
[IOITyaaLus.

Uuxnouropn Ha CYP3A4 u P-gp

EnHOBpeMEHHOTO OPUTOKEHUE HA pUBApOKCcalaH # keTokoHazon (400 mg eaAWH NbT AHEBHO) WITH
putoHaBrup (600 mg aBa nbTH JHEBHO) BOAH A0 2,6 nbTH / 2,5 mbTH no-BUcoka cpeaHa AUC na
puBapokcaban 1 1.7 bTH / 1,6 ObTU NO-BUCOKA cpedHA CmaxChC 3HAYHUTENHO NMNOBHILIABAHE Ha
(papMakoOUHaMWUYHHTE eeKTH, KOETO MOXE Ja JOBEAEC A0 NOBHULIEH PUCK OT KbpBeHe. [10 Tazu
[MPUYMHA HE ce NMpenopbyBa ynorpedara Ha Pydukcano npyn nauueHTH, KOUTO nony4yasar
€HOBPEMEHHO CUCTEMHO JIEUYEHHE C A30JI0BH AHTUMHAKOTHLM KATO KETOKOHA30J, HTPAKOHAa30n,
BOPHKOHA30J1 M NOcaKkoHazon, Wik ¢ HIV-nporeaznu uHxuburopu. Tezy akTHBHH BELISCTBA €A MOLILHU

MHxnbutopn Ha CYP3A4 1 P-gp (Bxk. Touka 4.4).

OuakBa ce aKTMBHH BEIUSCTBA, KOHTO CUNHO HHXHOUpAT caMO eAUH OT NbTULLATAE HA ENHMHUHHPAHE Ha
purapokcaban unu CYP3A4 unu P-gp 1a noBMuIAT B NO-ManKa CTENECH NIa3MEHUTE KOHLEHTPaUUy Ha
puBapokcadan. Hanpumep, knaputpomuuus (500 mg aBa nbTH AHEBHO), KOWTO c€ NPpHEMA 3a CUJIEH
HHxubuTop Ha CYP3A4 n ymepeH nHxubutop Ha P-gp, Boau ao nopumiaeaHe Ha cpeanata AUC Ha
puBapokcabdaH ¢ 1,5 et U Ha Crax — ¢ 1,4 16TH. B3aUMOAEHCTBHETO € KJIAPUTPOMHLIMH BEPOSATHO HE €
KNMUHUYHO 3HAUUMO MPU MOBEUETO MNALMEHTH, HO MOXE Aa Obae MOTEHUWATHO 3HAYUMO NPH
BHCOKOPHUCKOBH MAallMEHTHY. (3a NauueHTH ¢ OLOpeuHo yBpeXXaaHe: BxK. Touka 4.4).

EpurpoMuumH (500 mg Tpu nbTH AHEBHO), KOHTO HHXUOKNpa yMeperno CYP3A4 n P-gp, Boan no 1,3
nbTy nosuweHne Ha cpeanara AUC n Chax Ha puBapokcadaH. B3auMoaeRCTBHETO C EpUTPOMULIMH
BEPOATHO HE € KIIMHUYHO 3HAYUMO NPH NOBEYETO MALMEHTH, HO MOXE 12 0bae NOTEHUHATHO 3HaUNMO

IMPH BHCOKOPHACKOBH NNALLUCHTH,

[1pu nnua ¢ neka crened Ha OvOpeuHO yBpexkaaHe epuTpoMULMH (500 mg Tpy 'bTH AHEBHO) BOAM 10
1,8-kpaTHO nopuLIaBaHe Ha cpeaHara AUC ra pusapokcabaH v 1,6 NbTH NOBUIIEHHE HA Cmax B
CpaBHEHHWE C HHAUBUIMW ¢ HOpManHa 0b06peuHa dyHkuns. [Ipy nHua ¢ ymepeHa cTeneH Ha OBOpEHHO
YBpPEXAAHE EPUTPOMULIMH € noBen 10 2,0 nbTH nosviueHue Ha cpeadara AUC Ha pupapoxcaban 1 1,6
NbTH NOBUIIEHHE HA Crgx B CPABHEHUE C UHJMBKU/IM C HOpMaiHa 6b0peuna pyHkumua. EdextsT Ha
EPUTPOMHLIHH € aAUTUBEH KbM TO3H Ha OBOPEYHOTO YBEpeKaAaHe (BK. ToUKa 4.4).

OaykoHaszon (400 mg eaus nbT ZHEBHO), KOWTO ce CMATA 3a ymepeH HHxubuTop Ha CYP3 A4, poan ao
nosywnaraHe ¢ 1,4 neTd Ha cpennaTta AUC Ha puBapokcadaHd M 1,3 nuT Ha cpennara Cmax.
BiauMoneiicTBHETO ¢ NYKOHA30N BEPOATHO HE € KJIMHAYHO 3HA4YHMO NPH MTOBEYETO MALMEHTH, HO
MOK€E 1a OBAE NOTEHUHANHO 3HAYMMO ITPH BUCOKOPHUCKOBH NMAaLMEHTH. (3a naunweHTH ¢ 0b6pevuno
YBpEXKOAHE: BXK. TOUKA 4.4),




KaTo ce UMaT npeaBu1 OrpaHHYEHUTE KIMHWYHH JaHHH ¢ APOHEJAPOH, EAHOBPEMEHHOTO MPHIIOKEHHE
¢ puBapokcabaH TpaOBa na ce y3bsAraea.

AHTHKOAryJ1aHTH

Cnen kOMOMHUPAHO NPUNIOKEHUe Ha eHokcanapuH (efHokparHa fo3a oT 40 mg) i pueapokcadad
(enHokpaTHa do3a oT 10 mg) e HabmronaBaH anuTUBEH eeKT BbPXY aKTUBHOCTTA Ha aHTH(AaKTOp
Xa, 6e3 HUKAKBH AONBAHUTENHH eeKTH NO OTHOMEHKE Ha koarynaunonHute tecrose (PT, aPTT).
EHokcanapiH He € MOBAWSI (apMaKOKMHETUKATa Ha pUBapokcabaH.

[lopaak NOBUILEHMA PUCK OT KbPBEHE € HEOOXOAMMO BHHMAaHHE NP NALMEHTH, KOUTO Ca Ha
eIHOBPEMEHHO NEYEHHKE C IPYTY aHTUKOAryNaHTH (BxX. TOUk# 4.3 1 4.4).

HCIIBC/naxuburopu Ha TpoMbouyTHATA arperauns

He e Habnto1aBaHO KIMHUYHO 3HAYMMO YIbI)KaBAHE HA BPEMETO HA KbpPBEHE el €THOBPEMEHHO
npunoxeHue Ha puBapokcaban (15 mg) u 500 mg HanpokceH. Bsripeku Tosa € Bb3MOXKHO Aa UMa
MaLMEeHTH ¢ No-H3PA3CH PapMaKOIHHAMUYEH OTTOBOP.

He ca HabnraaBaHK KTMHWYHO 3HAYUMH (PAPMaKOKHMHETHYHY WIH apMaKoAUHAMHYHH
B3aMMOIECTBHA NPH €1HOBPEMEHHO NpUIoKeHUe Ha pruBapokcadad u 500 mg

ALETHIICATULMIOBA KHCETTHHA.

Knonunorpen (300 mg HauanHa go3a, nocneaBaHda oT 75 mg noabpiKallia 103a) HE € mokKasan
(apMaKOKHHETHYHO B3auMoaeicTsue ¢ puBapokcaban (15 mg), Ho € HabmonaBaHO 3HAYKMMO
yIb/)KaBaHe Ha BPeMETO Ha KbPBEHE NPU €1HA NOArpyrna MaueHTH, KOETO He € KOPENHpano ¢
arperauyaTa Ha TpomOouuTHTEe, HUBaTa Ha P-cenextud unu GPIIb/[11a peuentopute.

Heob6xonuMo e BHUMaHMeE [PH MaLUEHTH, KOWTO eHOBpeMeHHo ca nekysany ¢ HCIIBC (BknouvrenHo
aAUETUWICANUIIIOBA KHCEJIMHA) H HHXHOWTOPH Ha TpoMOOLMTHATA arperauns, MOHEKE TE3H
NeKapCTBEHH NPOAYKTH OOMKHOBEHO NOBHILIABAT PUCKA OT KbpBEHE (BK. TOUKa 4.4).

SSRIs/SNRIs
KakTo npu Apyrx aHTMKOAryJlaHT¥ MOKE J1a CbhLUECTBYBa Bh3MOXKHOCT MALUEHTHTE Aa €& ¢ MOBHILEH

PUCK OT KbPBEHE B CIyyail Ha cembTeTRaLIa ynorpeba ¢be SSRIs unu SNRIs nopaau egexra uM BbpXy

TPOMOOILIMTHTE, 3a KOWTO ce chobmasa. [Ipy cbnbTCTBalIG yrioTpeda B KNTHHUYHATA NPorpaMa ¢
puBapokcadaH, BbB BCUYKH I'PYNH Ha NedeHKe ce HabMoaaBa YMCaeHo N0-B1MCOoKa YECTOTa Ha FOJAM

HAH HETONAM KIIHHHYHO 3HAYYM KpBBOH3JIHUB.

Bapdapus

[IpeMHHABaHETO OT Je4eHHe ¢ aHTaroHucra Ha ButTamuH K sapgapnH (INR 2,0 no 3,0) kM jieueHne ¢
pusapokcabaHd (20 mg) wid ot pusapokcadaH (20 mg) kem Bapdapus (INR 2,0 1o 3,0) nosuinasa
chOTHOLLIEHHETO npoTpoMOrHOBO BpeMe/INR (HeonnacTrH) noseue oT aAMTHBHO {BB3MOXKHO € Aa ¢
Habn0AaRaT oTAENHHU crofinocTy Ha INR a0 12), nokaro edektnre no otHomeHue Ha aPTT,
MHXHOMPAHETO HA AKTHBHOCTTA Ha (pakTop Xa M NOTeHlMaNna Ha €HIOTEHHNU TPOMOMH €a aaAHTHBHHM.
[Tpu xenaHue aa ce uzcnearar papMakOIMHAMHUHUTE €PEKTH HA pUBaApoKcabaH B NeproJa Ha CMAHATA
HA TepPanuATa MOrarT a CE€ M3MOJ3BaT NOKa3aTel KaTo aKTUBHOCT Ha aHTu-¢aktop Xa, PiCT n Heptest,
MOHEXE TE€3W TECTOBEC HE C¢ MOBNMUABAT OT BapdapHH. Ha 4eTBbpTHA JEH Clel NMOCAeAHATA 1033
BapdapuH, BCHUKHY nokazatenu (Bkia. PT, aPTT, unxubupane Ha akTHBHOCTTA Ha daktop Xa # ETP)
OTpa3ABaT SAMHCTBEHO ¢dekTa Ha puBapokcadan,

[Mpu xkenanue na ce uscaeasar dpapmakoanHaMuyHuTe edexTH Ha BapdapHH B NEPHOJA HA CMAHA HA
TepanusaTa MOXe 1a ce u3nonisa usMeppaHeTo Ha INR npH Crough Ha puBapokcadan (24 yaca ciieq

pHBapokcadaH B Ta3U BpeMeBa ToYKaA.
He e nabmonaBaHo GpapMaKkOKHHETHYHO B3aHMOIEHCTBHUEC Mex Iy BapdapuH H puBapo



Nuavkropu Ha CYP3A4

EnnoBpeMeHOTO NpUIOKeHUe HA puBapokcabaH n MoLUHKMA HHAYKTOp HA CYP3 A4 pudamivunH BOAH
a0 okono 50% noHnkasaHe Ha cpeaHara AUC 3a puBapokcadad ¢ ycnopeaHo HaMansBate Ha
dapmakoaHHaMHYBUTE MY edekTH. EmHoBpeMenHaTa ynorpela Ha pUBapokcadbaH ¢ Zpyryu MOLUHHU
HHAYKTOpPH Ha CYP3A4 (Hanp. ¢peHuTonH, kapbaMa3zernuH, deHobapdHTaN WK BT KAHTAPHOH
(Hypericum perforatum)) cbIIO MOXE Aa ZOBEAE A0 HAMaleHH TIa3MEHH KOHUECHTpALUKWH Ha
puBapokcadaH. 3aToBa TpsabBa Aa ce H30Area €JHOBPEMEHHOTO NPHNATaHEe HA MOLIIHH HHAYKTOPH Ha
CYP3 A4, ocBeH ako MMALMEHTHT HE C& Clead BHUMATEJHO 3a 6ene3n ¥ CUMNTOMH Ha TpoMbo3a.

Apyry cunbTCTBAILH TEPANUY

He ca nabmonaBaHu KIMHAYHO 3HAMHMH (PapMaAKOKMHECTHYHH WK (apMaKOIMHAMWYHU
B3aUMOIEACTBHA NPHU €IHOBPEMEHHO MPUIOKEHHE HA pUBApOKCcadaH u Muaasonam (cydcrpar Ha
CYP3A4), aurokcHH (cybcrpat 1a P-gp), atropsacrarud (cyocrpar Ha CYP3A4 u P-gp) unu omenpason
(MExMOUTOP HA NpOTOHHATA NoMNa). PuBapokcabanR HUTO YHXHOHpPA, HUTO HHAYLWPA HAKOA OT
ocHoBHUTE H30(hopmu Ha CYP, nanpumep CYP3A4.

JlaBopaTopHHU nokazareny
Koarynaunonuure napametpu (Hanp. PT, aPTT, HepTest)} ce nosnugasar cnopen ovakBaHusATa ¢ oriel

Ha MEXaHU3Ma Ha AcHCTBHE Ha puBapokcadaH (Bx. Touka 5.1).

4.6 DepTHIAHTET, OPEeMEHHOCT H KbpMeHe

bpeMeHHOCT

bezonacHocTTa M €PUKACHOCTTA HA pUBapokcabaH npy OpeMeHHH JKEHH HE Ca YCTAHOBEHH.
[fpoyuBaHuATA TP KUBOTHU [MOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BXK. TOoUka 5.3 ). [lopanu
MOTEHLUMANIHATA PENPOAYKTUBHA TOKCHYHOCT, MPUCHLILKA PUCK OT KbPBEHE U JAHHUTE, MTOKA3BALLIH, YE
puBapokcadaH NMpeMUHAaBa Mpe3 rnaleHrara, PydHkcano € npoTHBONOKAa3aH Mo BpeMe Ha OpeMeHHOCT
(BxK. TO4YKa 4.3).

A eHuTe ¢ HeTepolicH NOTEeHU a1 TpAOBa Aa U30ArBaT Aa 3a0peMEHABAT IO BpeME HA JIEYEHHUETO C

pusapoxcadaH,

KbnpMeHe

beszonacHocTTa U e(pMKACHOCTTA Ha pUBApPOKCadAH NPH KbPMELLHK KEHHU HE Ca YCTAHOBEHH.
[lpoyuBaHuATA [TPY )KHBOTHM NMOKA3BaT, Ue pUBapokcabdaH ce cexperupa B MAAkoTo. [1o Tasn npuuuHa
Py¢uxcano e npoTHBONOKa3aH B Nepuoaa Ha KbpMeHeE (Bxk. Touka 4.3). Tpabea na ce BieMe peileHue
AW A ¢€ NPEYCTAHOBH KEPMEHETO WIN [a C€ NPEeyCTAaHOBHW/ 1a HE C€ NMPHIOKH TepanusTa.

DepTUINTET

He ca npoBexaaHy KOHKPETHU MpOYYBaHUA ¢ pUBapokcabaH NpH Xopa 3a oLieHKa Ha €HEKTHTE MO
OTHOLeHHe Ha depTuauTeTa. [IpH €1HO NpoyYBaHe Mo OTHOILIEHHUE HA (PEPTWIMTETA IIPY MBXKKH H
MEHCKH IUTBEXOBE He ca HabumroaaBaHH epekTu (BX. TOUka 5.3).

4.7 Efexrn BbpXy cnocolHOCTTA 33 IH0PHPpaAHE H padoTa ¢ MANTHHH

Pydukcano nosnussa B majka CTeneH cnocobHocTTa 3a wodupane U paborta ¢ mamwmnu. Mma
CHOOLLCHHUA 3a HEXKENAHMU PCAKLIUH, KaTO CHHKON (MECTOTA: HCYECTH) M 3aMasHOCT (MecToTa: YECTH) (BXK.
Touka 4.8). [lauueHTUTE, NPH KOUTO Ce Pa3BHAT TE€3U HEXENIAHU peakiuiy, He TpadBa aa wodupar Uunu
paboTAT C MallIMHH,

4.8 HexeJaHH JeKAPCTBEHH PEAKLIHH




Pe3lome Ha npoduia Ha 6€30NaACHOCT

Be3zonacHOCTTa Ha puBapokcadaH € npoydyeHa B TPHHAASCET OCHOBHU npoyy4yBaHus ¢asa Il (Bx.
Tabnaunua 1).

0610 69 608 BEIPACTHHU NALIMEHTH B JeBeTHaAeceT npoyusanua ¢aza Il u 488 neauarpnunu
NMaUHEHTH B ABE npoyuBaHua (asa Il u nse npoyuBanHus $aza It ca ¢ ekcmo3nuus Ha puBapokcadat.

Tabanua 1: bpoi poy4yeHH NALHEHTH, 0011a AHEBHA 1032 H MAKCUMAJTHA
NPOoALJAKHTETHOCT HA JICHEHHETO MIPH NMPOYUBAHHA NMPH Bh3PACTHH H MEAHATPHYHH
nanHeHTH ¢pa3a 11l

MakcumanaHa
Moxa3aHHe bpoi . | Obwma xHeBan n03a APOARIKHTES
NalHeHTH HOCT HA
JIEYEHHETO

[TpodpunakTUkKa Ha BEHO3EH 6,097 10 mg 39 nHu
TpoMboembonustM (BTE) npu
Bb3PAcCTHHU NMAUMCHTH, NOANOXKEHHM HA
[UIAHOBOC CTABHO NPOTE3UPAHE HA
TazobeapeHaTa HNH Ha KOJISHHATa
cTaBa
[Ipo¢unaktuka Ha BTE nipu 3,997 10 mg 39 auu
HEXHPYPrHYHH NAIHEHTH
JledyeHue Ha ABAOOKA BeHO3HA 6,790 Hewn 1-21; 30 mg 21 Mecelia
TpoMbo3a (JIBT), 6enonpoden Jlen 22 u cnen ToBa: 20 mg
embonu3bMm (BE) u npogunaktuka Ha Cnen Haft-Manko 6 Mecena:
PELHAHBH 10 mg unv 20 mg
Jleuenue Ha BTE u npodwmnakTuka Ha| 329 Jlo3a, kopurupasa cnopei 12 Meceua
peunausy Ha BTE npu HosopoacHy TEAECHOTO TErJ0, 33
HA TCpPMHHA U Jela Ha Bb3pacT 104 [MOCTHI'AHE HA EKCMO3ULIUA
18 ronuHu cred 3aoUuBaHe Ha KaTo Ta3u, HabnwaasaHa
CTAHAAPTHO AHTHUKOATYJIAHTHQ [MPU Bb3pacTHH, TEKYBAHH 32
TeYeHHE. IBT c 20 mg pueapokcaban

¢AHH MbT AHEBHO
[IpodpnnakTrka Ha HHCYNT U 7,750 20 mg 41 meceua
cucTeMHa eMOOHA NMPH NaLHEHTH C
HEKJAMHO NPEeACHPAHO MBXKAEHE
IIpopnnaxTuka Ha 10,225 5 mg wnu 10 mg cboTBEeTHO, | 31 Meceua
aTepoTpoMOOTHUHHN CHLOMTHA NIPH MPUIOKEHH EAHOBPEMEHHO
naudeHTH cieg OKC unu 3aeaHo ¢ ACK, uau ¢

ACK ruoc knonuaorped

WJIM TUKAONHUOHH
[IpodunakTika Ha 18,244 5 mg, npuaoXKEeHH 47 Meceua
aTepoTpOMOOTHYHM CBOUTHS NTpH enHoBpeMeHHO ¢ ACK vy
naumeHTH ¢ KADB/I1ADB 10 mg cCaMOCTOATENIHO

3,256 5 mg, NpUNoXEeHU 42 meceua

eaHOBpeMeHHO ¢ ACK

* [MTanmerTH, KOUTO ca OKWIKM EKCTIOHNPAaHU Ha MOHe eaHa 103a puBapokcabdaH

** Ot npoyusanero VOYAGER PAD

Haii-uecTto cbO01IABAHUTE HEXKENAHHU PEAKUMH NPH NAUHEHTH, KOHUTO NMONYy4YaBaT PUBa
Owin xemoparuy (BX. Touka 4.4 u ,,Onucanue Ha U30paHM HeXelaHy peakLHu™ no-a




Haii-uecTo chodananuTe xeMoparuy ca enucrakcuc (4,5%) 4 KbpBEHE B CTOMALIHO-YPEBHUS TPAKT
(3,8%).

Tadnuna 2: YUecTtoTa Ha ¢CLOMTHATA HE KbpBeHe* H AHEMHSA NPH NANHEHTH € EKCO3HHHA HA
PHBAPOKCA0AH B 3aBbLPIUHIUTE NPOYYBAHHA NPH BH3PACTHH W NMeAHATPHYHH nTaunenTH dasa 1l
[loxkazanue BcakaKbB THI KbpBeHe| AHEMHA

INpogpunaxktuka Ha BTE npu Bb3pacTHH 6,8% OT nauuenTHTE 5,9% o1 nauueHTHUTE
MaLMEHTH, NOU10KEHH Ha MUVIAHOBO CTABHO
NpOTE3UpaHe Ha Ta300eqpeHaTa WiK Ha
KOJISHHATA CTaBa

[lpodpunaxktuka 4a BTE npyu uwexupypruuad | 12,6% ot nauueHTHTe 2,1% oT nauyMeHTHTE

[TaLIMEHTH

Jlewenue na JIBT, BE u npodunakTrka Ha 23% OT nauUneHTUTE 1,6% OT nauHeHTHUTE
| peuuaHBY

Jleuenue Ha BTE u npodunakTika Ha 39,5% OT NnauueHTHTE 4,6% OT NalUEHTHTE

peunansu Ha BTE npu HoBopoaeHH Ha
TEPMHHA K AeLia Ha Bw3pacT noa 18 roauHu
C/I€/1 3aMO4BaHe HA CTAHAAPTHO
AHTHKOAryJJAHTHO JIeHEHHe.

[IpodrnakTUKa Ha UHCYAT K CHCTEMHA 28 Ha 100 2,5 Ha 100 nauHeHTOrOOUHH
eMOONIMA NPH MALMEHTH ¢ HEKJTAIMHO NaLuxMeHTOroJUHH
MPEACHPAHO MBXIEHE
ITpodnuiakTika Ha aTepoTpoMOOTHHHH 22 na 100 1,4 Ha 100 naumeHTOroAMHN
CbOUTHA npH naudenty# cneg OKC MALIMEHTOrQAHHH
[IpodmnakTuka Ha aTepoTPOMOOTHYHHU 6,7 Ha 100 0,15 Ha 100
¢BrOUTHA npH nauneHTu ¢ KAB/TTAB NauUEeHTOroAUHH MaLMEHTOrOOHHHU **
8.38 na 100 0,74 na 100
MAlMEHTOrOAMHH * NalKeHTOrOgHHY *** *
% BCHUYKH CHOUTHS HAa KbPBEHE OT BCHUKH MPOYUYBAaHUA ¢ pHBapokcabaH ca cuOpaHH, JOKIaIBaHH
H OLICHEHU.

** B npoyusaneto COMPASS ce vaGnionaBa HUCKA YECTOTA HA AHEMHS, Thii KATO € NPHIOKEH
CEJIEKTHUBEH MOX0A 3a ChbOMPAHE HA HEXEIaHU CHOUTHA.
*** [lpunoxeH e cesicKTHBEH MOAXOJ 3a chOHpaHe HexenaHn ChOUTHURA

* Ot npoyusanero VOYAGER PAD

COUChK Ha HEXKETAHH pEaKLME B TADJIHW4YEH BUI

HecToTHTE HA HEXETAHUTE PEAKLWH, CBBP3aHH ¢ pHBAPOKCabaH, Npy BL3pacTHH M NEAHATPHUYHH
naureHTy ca obod1eH# B Tabauua 3 no-gony no cucTeMHO-opraHHy kinacose (no MedDRA) u no
4ecToTA.

B 3aBUCHUMOCT OT 4e€CTOTATA TE CE ONpeNensT KaTo:

MHOrO uect#t (> 1/10)

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

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

peaxu (= 1/10 000 po < 1 /1 000)

MHoOro peaku {< 1/10 000)

C HEW3BECTHA YecToTa (OT HATUYHUTE NaHHHU He MOe 1a Obae HanpaBeHa OLUEHKA)




Tabauia 3: BcHUKH HEXENaHN PeaKUHH, ChOOIIEHH NPH BbL3PAaCTHH NANHEHTH B KIHHHYHH

npoy4ranud ¢gaza Il uau npu nocrmapxkernHrosa ynorpeda* H B Ape npoyusaHud ¢asa 1l 1 eano
npoyusaHe gaza lII npy neaHATPHUHH TALTHEHTH

YecTH HeuecTH Peaku MHoro peakHu C HeH3BeCTHA
YyecToTa

HapyuleHHS Ha KPBETA U JIUM(HATA cCHCTEMA

AHeMuA (BKI. poMOoUNTO3a I
ChOTBETHH BKJI. MOBHILABaHE
nabopatopHH a 6pos Ha
napameTpy) poOMOOLIUTHTE ),
DOMOOCLIUTONEHUA

HﬂEyl.l.l_EHHﬂ Hd HMYHHATA CHCTEMA

€pruyHa HaQUIAKTHYHH
CaKLIMA, CaK1UH,
epruucH KJIIOUHTENTHO
EPMATHT, Ha(pHIaKTHYEH
HrMoeneM M OK
EPruueH OTOK

HHEyH.IEHHﬂ HAa HCPBHATA CHCTEMA

I3aMasHOCT, Mo3bueH U
rnaBofonue BbTpeucpeneH
KpPbhBOU3/THB,
HHKOTI

HapywieHusi HA OMHTE
OueH KPBBOU3NUEB
{ BKJI.
KOHIOHKTUBAJICH
KpPBBOU3JIHB) ' |
ICEpaeyHH HApYLIEHHS
Taxuxapnus

ICbaoBH HApYILEeHHS!
XHUITOTOHMA,
XeMaToOM |

'|PE1EIIHI!HTOPHH, 'PbAHH H MQHHHCTHHH._IIHH HapyLUEHHA

Enucrakcuc, 03MHODHNTHA
XEMOTTH3MC HEBMOHMSA

CTﬂMﬂlﬂHﬂ-‘lEEBHH HapyYIucHus




ICTOMAUIHO-4YPEBHHS
TPaKT (BK/. PEKTANHO
KbPBEHE),
OMAIIIHO-YPEBHY U
ONOMHBATHH DOJIKH,
HCTIenCus, rajcHe,
arnek*, JUapHs,
MOBPbBILAHE

KbpBene oT Benuure,[Cyxora B yerara

XenaToOHJIHAPHH HApYUIEHHSA

[loBMILIaBaHE Ha YepuoapoOHo PKuitennua,
TPAHCAMHUHA3UTE YBPEXKIAHE, MOBHLICHU
NMOBHLUCH CTOHHOCTH HA
OunupyouH, OHIOTMpPaHUR
[OBUILEHA UIHpYOHH (CBC
ajiKanHa H be3
¢ocdaraza B JTHOBPEMEHHO
KpbBTA *, OBHILABAHE Ha
nosuweda GGT* |ALT), |
- 0JIeCTa3a, XENaTuT
BKJIHOUUTENHO
eNnaToUCHyNnapHo
BPEXKAAHE)

HEIE![IIEHHH Ha KOKATA H NOAKO0AKHATA THKAH

Copbex (BKA.
HeYeCTH CAy4aM Ha
reHepanuiupaH
cLpOex), 0OpuB,
CKXHUMO3H, KOXHH H |

MOAKOXHH
KpBbBOU3NUBH

Y pTukapus

ICurapom Ha
Stevens-
Johnson/ToxcHuHa
lennaepManHa
Hekpoansa, DRESS

CUHOPOM

[Ha
bonka B
KpaiHuuuTe”

XeMapTpo3a

JIHU-CICE_!JIETHHTH CHCTEMA H C’I:-EH.HHI*!TEJIHHTH ThHKAH

PHBOM3IIUB B
YCKYJ

KoMnapTMeHT
CHHAPOM B PC3YJITAT
Ha KbPBEHE

HapymeHHud Ha 6b0pelinTe H HHKOYHHTE TLTHINA

KbspBEHE OT
POr¢éHUTAIHHA TPaKT
BKJI. XEMATYpHs U
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A" Habmoaasand npy npodunaktuka Ha BTE npu Bb3pacTHM nallMeHTH, MMOAJI0KEHH HA NNaHOBO

CTABHO NPOTE3UpaHe Ha TazobeapeHara Wi KONsHHaTa cTaBa
B gabnropaBaHy npu Jievensue Ha JIBT, BE win npodiiakTHka Ha peUMAMBH, KATO MHOTO YECTH

MPH KEHUA < 35 roAnHM
c HaOMIOIABAHK KATO HevecTH NpH npodHIaKTHKA HA aTepoTPOMOOTHUHHM CHhOMTHA NPH NALUHEHTH

cnen OKC (cnen nepkyTaHHa KOpOH3apHA UMHTEPBEHLIHA)
[IpunoXeH € NpeABAPHTENHO ONPeacneH CEIEKTHBEH MOAX0A 3a chOpaHe Ha HewellaHU ChONTHA

B N30paHW npoy4BaHus ¢asza lll. Uecrorara HA HEXKETAHUTE PEAKLIHUHN HE € YBEJIHYCHA U HE €
YCTAHOBEHA HOBA HEXeE/TaHa NeKapCTBEHA peaklUusa ciefl aHANTH3 Ha Te3¥W NPOYYBAHHUA.

OnucaHye Ha U30paHU HEXKENAHU peaKIuK
opaan dbapMakoJOTHUHHA My MEXaHU3BM Ha aelicTeue, ynotpedaTta Ha Pydukcano Moxe 1a Obae
CBBbP3aHa ¢ MOBULUEH PHCK 33 OKYNTHO WJIH SBHO KbpPBEHE OT BCAKA ThKAH WY OPraH, KOETO OH MOrJo
Na JOBENe O NOCTXEMOparnyHa anemus. [Ipu3zHauuTe, CHMNTOMHTE M TEXKECTTA ( BKJIIOYUTEIHO
neTaneH U3xoa) Lie 3aBHCAT OT NOKAIM3alMgaTa M CTerNeHTa UK 06eMa Ha KbPBEHETO W/ HIIH aHEMHATA.
(B. Touka 4.9 , JloBenenue npy xbpBese ). B KTHHUYHUTE NPOYYBaHUA JUTABUYHO KbpPBEHE (T.€. OT
HOCA, BEHLIMTE, CTOMAIITHO-UYPEBHKHA TPAKT, NHKOY0-MOJIOBUA TPAKT, BKIKOUYHTENHO ADHOPMHO

ABITOCPOYHO JicueHHE ¢ puBapokcabaH B cpaBHeHUe ¢ neueHHre ¢ ABK. [1o Ta3u npuy
IOMVBTHEHHE KBbM aJIeKBaTHOTO KNMHUYHO Habm0AeHHE, N1adopaToOPpHO Y3CAEABAHE Ha




XeMOoroOHHa/xemMaTokpuTa 61 Morno aa 6bae oT NonN3a 3a OTKPUBAHE HA OKYJTHO KbPBEHE U 34
onpenensHe Ha KJIMHWYHATA 3HAYUMOCT Ha ABHO KbPBEHE, MO NPeUEHKa cnopea cay4vasn. Bu3MoxHO €
PHCKBT OT KBPBEHE 1a ObJie MOBHUILIEH NIPH ONPEAEICHY rPYNH NaLKMEHTH, HAITPUMEP NAUUEHTH C
HEKOHTPONHpaHa TEXKA apTepUaIHa XMNEePTOHHA W/HIH HA CbTbTCTBALLA TEPANHUS, KOATO NOBIUABA
XeMocTaszara (Bx. Touka 4.4 ,,PUCK oT xemoparusa*'). Bh3MOKHO € MEHCTPYATHOTO KbPBEHE 14 € MOo-
CHJTHO W/ HWJIH NMO-NPOABIXHUTENHO. X€MOPAaru4HUTE YCNOKHEHNA MOTaT Ja Ce MPOABAT Karo ci1adocT,
OnegHoCT, 3aMasHOCT, rapobosive WIH HeOOICHUMH OTOLM, JUCTIHEA H HEOoDACHUM LiIoK. Kato pe3ynTtar
OT aHEMHUATA B HAKOW Clydyad ca HabIoHaBaHH CHMITOMM Ha CbPACYHA UCXEMUA, KaTo DOJIKA B I'bPIAMTE
WU CTEHOKApAUsL.

Mma cholleHNd 33 U3BECTHM YCIOXKHEHHA B PE3YJITAT HA TEXKKO KbPBEHE, KATO KOMMAPTMEHT CHHAPOM
4 OBbOpeyna HEAOCTATEYHOCT WM CBBP3aHA ¢ AHTHKOArynaHTy HeqponaTus B pe3ynrar Ha
xunonepdy3ns Npy U3noa3saHe Ha puBapokcabaH. 1o Tazy npuyMHa BEpPOSTHOCTTA OT KLPBCHE TpsOBa
na ¢ UMa NpeABHA MPH NPSLECHKATA HA CbCTOAHHETO H8 BCEKH MALMEHT, KOMTO € MOAMOXEH Ha

AHTUKOaryJJaHTHO JICYHCHUE.

[leaaTpruyHa NNy naus
Hewenue na BTE u npopunaxmuxa na peyuoueu va BTE
OueHkaTta Ha 6e30MacHOCTTa PN eila ¥ FOHOILHW ¢e OCHOBAaBa Ha JaHHHMTE 3a 6€30NacHOCT OT [Be (a3a

[I 1 enno ¢asza Il oTBOpEHH aKTHBHO KOHTPOAHPAHU NPOYYBAHHA NPH MEAHATPUYHH MallMEHTH Ha
BB3pACT OT paxxaade 10 noa 18 roguHu.

JaKMO4YeHHATA 3a 0€30MACHOCT KaTo LUAM0 ¢a CXOJAHY MeXay puBapokcabaH U CPDABHUTENHKA NPOAYKT B
paszIMuHUTE MEAUATPHUYHH Bb3pacTOBH rpyu. Karo usano, npodunst Ha He30nacHOCT npy 412 peua H
JOHOLIM, NTEKYBAHHU C puBapokcadaH, ¢ nogoOEH Ha TO3M, HAOIIOAaBaH NPYU Bb3PACTHH NMALUMEHTH H €
MOCTOSHEH BB BLE3PACTOBUTE MOArPYNH, BHIPEKH 4e OLIEHKATa € OrpaHH4eHa Nnopaan Majakua opoi
MaLHUCHTH.

[Ipy neguaTpUuyHy NAUWEHTH, rnaBobonue (MHOro 4ecTH, 16,7%), BUcoKa TeMneparypa (MHOIO 4eCTH,
11.7%), enucrakcuc (MHOro yectH, 11,2%), nopvuiane (MHoro dectd, 10,7%), Taxnkapaus (4ecTH,
1,5%), nosHlIasane Ha OunupyOuHa (dectu, 1,5%) M Ha KOHIOTHpaHug OMIHpYOUH (HedecTH, 0,7%) ca
AOKNagBaHK MO-YECTO, B CPABHEHUE C BB3PACTHU NAllMEHTH, B CHLOTBETCTBHE ¢ BB3pacTHA NONynaLms,
MEHOparus ce Haoawaasa npmu 6,6% (MecTn) OT IOHOLIK OT XXEHCKH NoJ Clied MeHapXxe.

B negnaTpuiHy KIMHHYHY NPOYy4BaHUA, TPOMOOLIMTONEHHUATE, Hab10aaBaHa B TOCTMAPKETHHIOBO
NPOy4YRAHE NMPU Bb3PACTHA nTonyaanud, € uecrta (4,6%).

Hexenanurte nekapCTREHH peakL Wi NIPH NeJHaTpUYHM NAHHEHTH Ca NPEIHMHO JIEKH 10 YMEPEHH NOo
TeXeCT.

Cro0inaBaHe Ha NOJO3MPaHY HEXENaHHN DeaKIHK

Cro01IapaHeTo Ha NTOQ03UPAHM HEXKENAHH PeaKLIMM Clel pa3peliaBaHe 3a ynoTpeba Ha NeKapCTBEHUSA
MPOAYKT € BaxHO. TOBa no3BONsiBA Aa NPOoAbIKK HADMAEHHUETO HA ChOTHOLLEHUETO MON3a/PUCK 3a
JIEKApPCTBEHHUA NPOAYKT. OT MEAULIMHCKUTE CIIEUMANIMCTH C€ U3HCKBA Ja ChobllaBaTt BCsKa NoJgo3vMpaHa
HeXXENaHa PeaKLMa Ype3:

HM3nbeaHUTEIHA areHumMs No JeKapeTaara

brurapus

yn. . Jlamsad ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 [lpeno3supane

HMMa crobuieHus 3a peaku cnydau Ha npeaosupande 1o 1 960 mg. B cnyyail Ha npenosvp
TpsibBa fa Obae HaOMKAaBaH BHUMATENTHO 33 YCIOKHEHUS, CBbP3aHH C KbPBEHE, HIIH I



peakuuH (BX. Touka ,JTloseaeHue npu kupreHe™). Mma orpandyeHd HaANUYHK AaHHY NpH aeua. 1lopaau
orpaHuueHara abcopdbuus ce ouaksa eekT Ha HacHIIaHe 0e3 JONMBIHMTENTHO NOBUIIABAHE HA CpeHaTa
nna3MeHa eKCrO3ULMA NpY cynpaTepaneBTHYHY 1034 puBapokcaban ot 50 mg WiN Mo-BHUCOKH.
CninecTByBa cnelndUyeH aHTaroHucT (anaexcaHeT anda) 3a odpbulane Ha papMakoIMHAMUWYHUS
edpekT Ha puBapokcabaH NpH Bb3PACTHH, HO HE € YCTAHOBCHO NPH Jeua (BX. KpaTKaTa XapaKTepHCTHKa
Ha MIPOAYKTA, ChABPKaLLl aH/ekcaHeT anda).

B cnyyau Ha npeao3ydpaHe Ha puBapokcabaH MOXeE 1a ¢e MMa NpeaBUA U3IIO0N3BAHETO HA aKTHBEH
BBIIEH 34 HaMansBaHe Ha abcopbumsra.

[loBeneHne npH KbPBEHE

AKO MpH NAUHUEHT HA JeUYeHHE C pUBaApoKcabaH Cce pa3BHE CBBP3AHO C KbPBEHE YCIOXKHEHHE,
cleBalllMAT NPHEM Ha puBapokcadaH TpabBa ga ce OTAOKHN UNUY NEYESHUETO TPSAOBA 14 ce NIPEKPATH, aKO
¢ HeoOxoaumo. PupapokcabaH uMa nosty>kKMBOT 0T OKkono 5 aAc 13 yaca (Bxk. To4ka 5.2).

floBenennero TpsadBa na € HHANBHAYAIU3UPAHO B 3aBUCHUMOCT OT TEXECTTA M JIOKATH3aLHUATA HA
KpbBOX3NUBa. MoXxe fa ce H3Nnoa3Ba MOAXOOALI0 CHMITTOMATHYHO IEYEHUE, KaTO Hanp. MexaHu4Ha
KOMOpPECHs (Hanp. NP TEXbK €MHUCTAKCUC), XUPYPrUiyHa XeMoCTasa ¢ IpoueaypH 3a yCTaHOBSBaHE Ha
KOHTPOJ Hall KEPBCHETO, 3aMECTBAHE Ha 00EMa U MEPKHU 33 NMOAAbPKaHe Ha XEMOIHHAMHKATa,
MPEJIUBAHE H& KPbBHMU ITPCAYKTH (EPUTPOLIMTEH KOHLUEHTPAT WII# MPACHO 3aMpa3eHa rniia3ma B
3aBUCHMOCT OT aCOLIMMpaHaTa aHEMHUA WIIN KOaryJionarus) win TpOMOOLUTH.

AKO KbPBEHETO HE MOXe 13 0bJe ORAAAAHO ¢ FOPENOCOYEHHTE MEPKH, TpaOBa na ce 00CHau
MPWIAraHeTO WM Ha CnelM(pHYHO HEYTPaIM3npaLlo CPeaCcTBO 3a HHXUONTOP HA dakTop Xa
(anaekcaHeT anda), koeTo aHTaroHH3upa hapMakoaAnHaMH4HKA epekT Ha puBapokcabaH, WM Ha
CNEUH(PUUHO MPOKOAryIaHTHO CPEACTBO, KaTO KOHUEHTPAT Ha npoTpomOnHoBud KoMniekc (KI1K),
aKTHBHUpaH KOHUEHTpaT Ha npoTpoMOuHoBua kommneke (AKITK) unu pexombunanTen dakrop Vlila (r-
FVila). KbMm MOMeHTa 0034€ KJIMHUYHHAT OMKT OT MPHNAraHeTO Ha TE3H NEeKAPCTBEHN NMPOAYKTH NpH
NAaUMEHTH, NMONYYaBallli pUBapokcabaH, € MHOro orpaHHyed. [IpenopbkaTta ce OCHOBaBa M Ha
OrpaHU4E€HH HEKJIMHHYHH JaHHHW. Moxe 1a ce 0OMUCAH NOBTOPHOTO NMPHUJIAraHe Ha peKOMOUHAHTEH
dakTop Vlla n no3ara Tpadpa na ce THTpUPa B 3aBUCUMOCT OT HAMANABAHETO HA KbPBEHETO. B
3aBUCHMOCT OT BL3IMOXHOCTTA HAa MACTO, B C/Ty4aH Ha MACUBHO KbpBeHe, TpaOBa 1a ce oOMHUCTH
KOHCYNITAUMA ChC CIENHATUCT MO KOaryJlaluMOHHYA HAPpYWEHHs (BxK. TOUKa 5.1).

He ce oyakBa npoTaMuH CyngaT ¥ BUTaMMH K na nosingasar avTUKoary1aHTHaTa akTUBHOCT Ha
puBapokcabas. ONUTHT ¢ TpaHEKCAaMOBAa KMCEHA € OrPAHUYEH U JIMIICBA TaKbhB ¢ aMUHOKANpoOHOBa
KHCEJIHHA U anpOTHHUH MPH MaUNEHTH, noJyuasalld pupapokcadan. Hama onut oT ynotrpebara Ha Te3u
CpeacTaa NpH Aeua, nofy4yasaiun pueapokcabaH. HaMa HUTO HayuHHU OoKa3aTencTaa 3a 01aronpUsTHO
NOBIUABAHE, HUTO ONMUT OT U3MON3BAHETO HA CHCTEMHUS XEMOCTATHK AE3IMOIIPECUH NPY NALUEHTH,
nmonyyapaiiuu pusapoxcaban. [lopaay BUcokara cTereH Ha CBbP3BaHE € T1a3IMEHWTE MPOTEHHH HE CE
oYyakBa puBapokcadaH ga Moxe 1a ObAe OTAENEH Ype3 AUAIH3A.

5. @MAPMAKOJOIr'NM4HHA CBONCTBA

5.1 <®apMaKoAHHAMHYHH CBOHCTBA

(dapmaxoTepaneBTUUHA rpyna: AHTUTPOMOO3HHM CpelCcTBa, TMPEKTHH UHXHONTOPH Ha dakTop Xa,
ATC koa: BO1AFO!

MexaHHU3bM HA OEHCTBHE
PuBapokcaban € BHCOKOCeNeKTUBEH AMpeKTeH uHXxuburop Ha gakrop Xa ¢ nepopanHa OHOH
Unxnbupaneto Ha ¢akTop Xa npekbeBa BbTPELIHUA W BLHUIEH BT HA KOAryJaillMoHHaTa
KOETO MHXHONpa KaKTo opMHUpaHeTo Ha TpoMOMH, Taka U oOpasyeaHeTo Ha TpoMbOu. P
HHXUOUpa TpoMOuHAa (akTHBUpaH dakTop [1) U He ca HabmonasaHy edekTH BbPXY TPO




PapMakOAUHAMHUYHU eDEKTH
[1pn xopa e HabmopaBaHo 3aBUCHMO OT A03aTa HHXHWOHWpaHe Ha dakTop Xa. [porpoMObHHOBOTO BpeMe

(PT) ce noBnusBa 10303aBUCUMO OT pUBapokcabaH B TACHA BPb3Ka C MNA3MEHUTE KOHLEHTPALMH
(r=0,98), ako 3a Tecra ce uanonssa Heonnactun. Jipyru peareHTu 64xa Aajid Npyry pe3ynTaTH.
Oruuranero Ha PT TpsabBa na crapa B cekyHaM, noHexe INR e kanubpupano ¥ BanuaupaHo 3a
KYMApUHOBH NPOAYKTH ¥ HE MOXE /14 C€ NPUNIAra 3a Jpyrd aHTHKOArynaHTH.

[pu nauueHTH, nonyyaeawy pusapokcadan 3a neyeHve Ha JIBT u BE u npodunakTHka Ha peLnaHBH,
nepceHTwinTe 5/95 3a PT (Heornactun) 2 - 4 yaca cnen npuema Ha tabnerkara (T.€. KbM MOMEHTA Ha
MaKcHUManen egekrt) 3a 1 5 mg pupapokcabaH ABa MbTH AHEBHO ca B rpaHHuNTE OT 17 10 32 cekyHaH, a
3a 20 mg puBapokcabaH BE/IHbX nHeBHO OT 15 10 30 cekyHaM.

Ilo BpemMe Ha Ha#l-HUCKaTa KoHUeHTpauus (8 - 16 yaca cnen npueMa Ha TabfieTkara) nepceHTUIUTe 5/95
3a 15 mg nBa NbTH OHEBHO ca B rpanuLTe OT 14 10 24 cexyHau, a3a 20 mg BeaAHDbX aAHeBHO (18 - 30
yaca cnen npuemMa Ha tabnerkara) ot 13 go 20 cekyHau.

[lpy naueHTHTE C HEKIAMHO NPEACHPAHO MBXACHE, MONYyYaBallld puRapokcabaH 3a npoguIaKkTHKa Ha
MHCYJIT U CHCTEMHA eMOonus, nepceHtunute 5/95 3a PT (HeonnactuH) 1 - 4 yaca cnen npuema Ha
Tabnerkara (T.€. 0 BPEMETO HAa MaKCUMa/IHNA €(EKT) NpY NALUEHTHTE, IeKyBaHU ¢ 20 mg eAuH ObT
JAHEBHO, BapHpaT oT 14 10 40 ceKynau H NpU NALWEHTH ¢ YMEPEHA CTENECH Ha 6bOPEUHO yBpEKIAHE,
JIEKYBaHH ¢ 15 mg eanH nuT AHEBHO, OT 10 a0 50 cekyHau. [lo Bpeme Ha Hall-HUCKAaTa KOHUEHTpaUHs
(16 - 36 yaca cnea npueMa Ha TabneTkara) NEPCEHTHIUTE 5/95 npu nauMeHTHTE, NCKYBaHH ¢ 20 mg
€AYH BT OHEBHO, Ca B rpaHuUnTe OT 12 A0 26 cexyHaH, a pH NALMEHTUTE ¢ yMEpEHa CTeneH Ha
OBLOpeUuHo yBpexaaHe, NeKyBaHW ¢ 15 mg eaH nbT AHEBHO, OT 12 mo 26 CekyHAu.

B kaHHuKO-papMaKkoSOrHyHo NpoyuBaHe Ha 0OpaTHUMHUTE NPOMEHH BbB (PapMaKoIHHAMUKATA Ha
puBapoxcadaH npu 3apaBy Bb3pacTHH 106poronUM (n=22), e olleHABaH ePeKThT HA EAMHUYHH 103H (50
1U/kg) Ha nBa pa3nyMyHH THNA KoxueHTpaT Ha npoTpoMOuHoBus koMiLieke (KTIK), 3-dakropes
KOHLIEHTPaT Ha NPpOTPOMOHHOBHUA KOMILIEKC (PakTopH 1, IX n X) U 4-dakTopeH KOHLEHTPAT Ha
npotpomMOnHOBHA KoMIUieke (aktopu 11, VII, I1X 1 X). 3-dhakTopHUAT KOHIEHTPAT Ha
MPOTPOMOWHOBHS KOMIUIECKC € MOHWXWI CPEeAHNTE CTOHHOCTH Ha NpoTpOMOHHOBOTO BpeMe Ha
Heomnactun ¢ npubausurenHo 1,0 cekynaa B paMkuTe Ha 30 MUHYTH, B CpaBHEHHE C MOHHXKaBaHe OT
npudNN3uTENHO 3,5 cexynnu HabaroaasaHo ¢ 4-GpaKkTOpHHUA KOHIIEHTpAT Ha NPOTPOMOHHOBUA
KOMMJIeKC. 3a cpaBHEHHE, 3-QaKTOPHUAT KOHLEHTPAT Ha NpOTPOMOHMHOBHA KOMILIEKC € MMall HO-TONAM
1 1T0-0Bp3 001 eeKT BHPXY 00paTUMUTE NPOMEHM B €HIOTEHHOTO 0Opa3yBaHe Ha TPOMOHH oT 4-
akTOpHUA KOHLEHTPAT HA NPOTPOMOUHOBUSA KOMINEKC (Bxk. TouKa 4.9).

AKTHBHPaHOTO NapUudanHo TpomOoruiacThHoBO BpeMe (aPTT) u HepTest ¢biio ca yALIXKEHH B
3aBUCHMOCT OT 103aTa, HO H3M10/I38aHETO UM 33 OLIEHKA Ha (hapMaKkOoJUHAMH4YHNA eeKT Ha
puBapokcabad He ce npenopbuBa. HaMa HeoOXoauMOCT OT HabMI0ICHHE HA KOAryTalHOHHTE
napaMeTpy o0 BpEME Ha NEUEHHNETO ¢ pUBAPOKCcadaH B KIIMHUYHATE NPAKTHKA.

Bbnpekd ToBa, aK0 € KIMHUYHO MOKAa3aHOo, HUBATa Ha puBapokcabad MorarT fa ObJar H3MepBaHH ¢
KanubpHUpaHH KOJTHYECTBEHH TECTOBE 3a aHTHGHAKTOP Xa (BXK. Toyka 5.2).

[leauarpuyHa 0onyJauus
AHanns3bT Ha PT (pearenT - Heonnactud), aPTT n anTi-Xa (¢ kanMbpupaH KONHYECTBEH TECT) NMOKA3BA
TACHA BPBb3Ka C NNa3sMEHUTE KOHLUEHTpaLMK npy acua. Bpe3kara MeXay aHTH-Xa U IJIa3MEeHUTE
KOHUCHTPALIWH € JJHHEHHA ¢ HaKNIOH 0an30 a0 1. Morar na Bb3HUKHAT MHAWBHAYANHH HECHOTBETCTBUS

C MO-BUCOKH HITH NO-HUCKH aHTH-XAa CTOAHOCTH, B CPABHEHUE ChC CHOTBETHHUTE [JIA3MEHHU

KOHLIeHTpauHK. Hama HeoOxoauMOCT OT HabnloaeHUe Ha KOarylalHOHHHUTE NapaMeTpH rno BpeMe Ha
KJIMHAYHO JieueHHne ¢ puBapokcadan. Bee nak, ako € KIIMHHYHO NOKa3aHo, KOHUEHTPaLKMHUTE Ha

puBapokcabaH morar n1a 0b0aT U3MEPBAHHM ¢ KATUOPUPAHH KONMUECTBEHH TECTOBE 38 aHTH-DAKTQE

mcg/l (Bxx. Tabnuua 13 B Toyka 5.2 32 nHanazoHuTe HA HAOAIOAABAHUTE [NA3IMEHH KDHU,EH Keting ”
puBapokcadan npu aeua). JlonHaTa rpaHuLa Ha KOJTHYECTBEHUTE ONpeaeasHHA TpA0Ba naH€ i a/%‘
[IpEIBH/, KOraro C€ H3MoJI3Ba aHTU-Xa TECTHT 3a KOJHYECTBEHO ONPEACIsHE HA M1a3Me /




KOHLICHTpALIMK Ha puBapokcalaH npu aeua. He e ycTaHOBeH npar 3a €HKacCHOCT WIH ChOUTUS,
CBBpP3aHu ¢ DE30MacHOCTTA.

KnuHuyHa epuKacHOCT ¥ O€30MacHOCT

Hpogunaxmuxa Ha unCyam u cucmemua embo1Wt NPU NAYUEHMU ¢ HEKAANHO NPECCHPOHO MbICOCHE
KnuauyHaTta nporpaMa ¢ puBapokcabaH € raHydpana ¢ el Aa 1eMOHCTpHpa epHKacHOCTTa Ha
puBapokcabaH 3a NpodunakTUKa Ha MHCYAT ¥ CUCTEMHA €MOOJTHS MPH NALMEHTH C HEKJTAHO
NPEACHPAHO MBKACHE.

[Tpx ocHoBHOTO AROMHO cnamno npoyusade ROCKET AF 14 264 nauveHTH ca pasnpeacicHH Aa
nony4yaBaT WM pyBapokcaban 20 mg BeaHbK AHEBHO (15 mg BeAHbK AHEBHO TPH MALMEHTH C
KpeaTUHKHOB KIUPBHC 30 - 49 ml/min), uau eapdaprH ¢ TUTpupaHe Ha ao3ara 1o INR 2,5
(TepaneBTH4YHH rpaHuiu 2,0 no 3.0). MeayaHHaTa NpOABIKMTENHOCT Ha NIPOBEACHOTO JleueHHeE, € 19
Mecera, a obara npoABIKATENHOCT ¢ 10 41 Meceua.

34,9% oT NaLMEHTHTE Ca JIEKYBaHH ¢ aneThiacanuiunosa kuceauda u 11,4% ca nexysanu ¢ knac 1
AHTHAPUTMHYHO CPEACTBO, BKIKOUUTETHO aMHOdaPOH.

PusapokcabaH e ¢ He no-Manka edeKTHBHOCT 0T BapdapuH 32 NbpBHYHATA ChCTAaBHa KpaiHa To4kKa 3a
HMHCYNT ¥ cucTeMed emOonn3em H3ebH LIHC. B nonynauusata no npoTokos Ha ne4eHHe HHCYIIT HITH
cucreMHa eMOoTHs ce HaOmonasar npu 188 nauneHTH Ha puBapokcabaH (1,71% Ha roauxa) 4 npu 241
Ha BapdapuH (2,16% Ha roaunHa) (HR 0,79; U 95%, 0.66 - 0,96; P<0,001 3a He no-mManka
edeKkTHBHOCT). OT BCHYKH PaHAOMH3HPAHU NAUNEHTH, KOUTO ca aHanu3npanu no ITT, MbpBUYHM
cuOUTHA ce pa3BuBaT NpH 269 Ha pHBapokcabaH (2,12% Ha roavna) u 306 Ha BapdapuH (2,42% Ha
rogvHa) (HR 0,88; 95% 1M, 0,74 - 1,03; P<0,001 3a "He no-Manka egexTuBHOCT, P=0,117 32
NMpeBBL3XOACTBO). Pe3ynrarure 3a BTOPHHHHTE KPailHU TOYKH, KaKTO Ca M3CIeJBaHH B HepapXH4eH
nopaabK B ITT ananu3a, ca nokazanu Ha Tabnuua 4.

Cpean nauueHTdTe B rpynara Ha Bapgaput INR CTORHOCTHTE Ca B TP@HULIMTE HA TEPANEBTUYHHUA
ananason (2,0 no 3,0) cpeado 55% ot Bpemero (MeauaHa 58%, uHTEpKBApTWIEH A4ana3oH 43 no 71).
EdexThT Ha puBapokcabaH He ce pasznnuaea Ha HUBO UeHTpanHo TTR (speme B Taprered INR nnanazon
2,0 - 3,0) npu kBapTHUANTE ¢ enHaKsB pasMep (P=0,74 3a s3aumoaeicTsye). B HaH-ropHUA KBapTHI 1O
OTHOLUEHHE Ha LeHThpa KoeduunenTsT Ha Pruck (HR) 3a puBapokcaban cnpamo Bappapun e 0,74 (95%
HAH, 0,49 - 1,12).

YecToTaTa Ha OCHOBHUTE pe3yJiTaty 3a He3onacHocT (FoNeMH U HErolleMH KITMHHHYHO 3Ha4YNMH
KPbBOW3JIMBH) ca MOJ0OHH 3a ABETE TEPaneBTUYHH rpyn# (Bx. Tabauua 3).

Tabanua 4: Peayntaru 3a edpukacHocT oT ¢a3za 111 ROCKET AF
ITT anaau3 HA ePpHKACHOCTTA MPH NALMEHTH ¢ HEKJANMHO NPEeACHPAHO

[NpoyuBaHa nonyJiauus

MBbKICHE
TepanesTnuHa x03a PuBapokcatan 20 mg Bappapuu THTpHpaH HR (95% AH) p-
!emm nnLT aHeBHO (15 mg | no INR 2,5 CTOMHOCT, TECT 33
BeAHDBXK JHEBHO NIPH (TepaneBTHYHH NpeBb3X0ACTBO
MAaLMEHTH ¢ YMepeHa rpannus 2,0 1o 3,0)
KTeneH HA OBLOpeuHo
YBpexaaHe)

YecTora Ha cubuTHeTo | HecToTa Ha CHOUTHETO
(100 nauuenvo-roaunn)| (100 nauHeHTO-roaIHHN)

HHcynT ¥ cncteMua embonus 269 306
u3pbH LJHC (2,12) (2,42)




HNHcynt, cucteMAa eMBonus 572 609 (0 82?1 05)
u3BbH LIHC u cbaosa cMBpT (4,51) (4,81) ’ 0 265*
HNHucynT, cucteMHa em0ous (.93
659 709
H3BbH [ JHC, ¢haoBa cMbpT H (0,83 - 1,03)
(3,24) (5,65)
HHpapkT Ha MHOKapJaa 0,158
(.90
253 281 i
Mucynt (0,76 — 1,07)
(1,99) (2,22) 0.271
CucreMHa emoonus 20 27 (0 43_711 32)
H3pbH HHHC (0,16) (0,21) 0.308
0,91
HudapkT Ha MYOKapaa (113}3) (]1 Jﬁ) (0,72 - 1,16)
’ ‘ 0,464
Tabauua 5: PeayaraTu 3a GesonacHoct ot ¢pasza 111 ROCKET AF .
IlpoyusaHa nonyjaund |l'launeu*m ¢ HEKJIATTHO NIPeACHPAHO MbxkKAeHe"
- PuBapoxcaban 20 mg - Bapdapun
elHH nbT JHeBHO (15 mg| TuTpupan ao INR 2,5
BC/AHDBK JHEBHO NpH (TepaneBTHYHH
NAUHEHTH ¢ YMEpeHa rpaduuy 2,0 g0 3,0) HR (95% M) p-
TepanesTH4YHA 7038 creneH HA OnOpeuno .
CTOHHOCT
YBpeKaaHe)
YectoTa Ha cbOHTHETO
(100 naurenTo-roauHn) | Hecrora Ha chOHTHETO
| (100 nauHeHTOrOANHY) |
| OTIEMH 1 He-Tose 1,475 1,449 1.03 (0,96 — 1,11)
HHHY (14,91) (14,52) 0.442
KPbBOW3THBU
ConeMi KDLBOHANME 395 t381.':3 1.04 (0,90 - 1,20)
| KP 1 15,60) (3,45) 0,576
| I . L
CMbpT B peaynraT Ha| 27 33 0,50 (0,31 — 0,79)
KbpBECHE™ | (0,24) | (0,48) _ 10,003
KspBeHe OT 91 133 0,69 (0,53 - 0,91)
| KpHTHYEH opraH* (0,82) (1,18) 0,07
HUHTpakpaHuaneH 55 84 | 0,67 (0,47 - 0,93)
KPbBOU3NHB* _1(0,49) (0,74) ' 0,019
Cnaj Ha 305 254 1,22 (1,03 — 1,44)
xeMornooOuHa* * (2,77) | (2,26) 1 0,019
KpsBOnpenusaHe Ha
2 WIM nopeye
183 149 L2260 Od s
CANRMLA (1.65) (1.32) | :' g
EPUTPOLIMTH UJIH e
& A
| LisiJ1a KPbB S



HeronemMu KJIMHUYHO 1,185 | 1,151 1,04 (0,96 - 1,13)
3HAYNMH KPbBOUIIMBH (11,80) 1{11,37) 0,345
CMBPTHOCT 110 BCAKAKBH 208 250 0,85 (0,70 - 1,02)
MpUUMHH (1,87) (2,21) 0,073
a) [Tonynauus, M3NMUTBAHA MO OTHOLIEHHE HA DE30NAaCHOCT, HA JIEYEHHe .
* HoMHWHaTHO 3HAUUMH

B nonwnHeHue kuM npoyusaHeto ¢aza [II ROCKET AF, ¢ npoBeaeHO NpOCNEeKTUBHO,
NMOCTMAPKCTHHIOBO, HEMHTEPBCHUHAHANTHO, OTBOPEHO KOXOPTHO NpoyuBaHe ¢ e1Ho pamo (XANTUS) ¢
OCHOBEH M3X0[, BKIi04Bal TpoMOoeMBONHYHHU CHOUTHSE M rofIsMOo KpbBeHe. 6 704 nauneHTa ¢
HEKJ1aNHO NPeAChPAHO MbXAEeHe ca OWIH BKIIIOYEHH 33 NPOPUIAKTHKA HA HHCYNT ¥ eMOONTHA U3BBLH
leHTpanHara HepsHa cuctema (LIHC) npu peannu ycnoeus. CpeaHuTte pesynarath Ha CHADS?2 ca
onnn 1,9 n HAS-BLED ca 6unm 2,0 npu XANTUS, B cpaBHeHHME CbC CPEAHHTE pPe3ynaraTH Ha
CHADS2 u HAS-BLED or 3,5 n 2,8 cvorBetHo npu ROCKET AF. ['onamo KpbBeHe € HabliioaaBaHo
npu 2,1 cayuas 3a 100 nanvedTo-roanuu. Crobuiasa ce 3a jieTaneH KpsBon3inus npu 0,2 cayvas 3a 100
NalMeHTo-rOJUHN U BhTpeuepeneH KpbsBou3nue npu 0,4 cayyas 3a 100 nauyeHToroanun. Mucynt uin
emOona u3ebsH LIHC ca peructpupanu npn 0,8 cnyuas 3a |00 naumeHToroanHu.

Tesu HabnwaeHUA B pealiHi YCNIOBHA Ca B CbOTBETCTBHE C YCTAHOBEHHS Npodui Ha HE€30NacHOCT NpU
TOBA NOKA3aHHUE.

B nocrMapKeTHHroBO HEHHTEPBEHLMOHANHO Mpoy4BaHe NpH nosede o1 162 000 nauyesTn OT YETUPH
AbpKaBH puBapokcabaH € npeanydcaH 3a NpoUIAKTHKA HA HHCYJIT M CUCTEMHA eMOONTHA MPH NAUMEHTH
C HEKJIaNHO NpeACHhPAHO MbxkAeHe. UecToTaTa Ha ¢cuhuTHATA 32 HcxeMuueH HHeynT e 0,70 (95% Cl1 0,44
— 1,13} 3a 100 nauveHToroauHu. KepBeHe, KoeTo BOOH A0 XOCTTHTAINU3ALMNSA, HACTHIIBA ¢ YECTOTA Ha
crOuThaTa Ha 100 nmanuwenroroannu 0,43 (95% CI 0,31 — 0,59) 3a BbTpeuepeneH KpLBOU3IUB, 1,04
(95% CI 0,65 — 1,66) 3a croMmailiHo-4peBHO KbpBeHe, 0,41 (953% CI1 0,31 — 0,53) 3a yporeHutTanHo
KkbpBeHE U 0,40 (95% CI 0,25 — 0,65) 3a Apyro KbpBEHE.

Hlayuenmu, noOROICEHU HA KAPOUOBEDIUO

[TpocneKTUBHO, PAHAOMH3UPAHO, OTBOPEHO, MHOTOLEHTPOBO, EKCINOPATOPHO MPOYUYBAHE ChC
3ac/eneHa oleHKa Ha kpaiHaTa Touyka (X-VERT) e nposeaeno npu 1 504 nauueHTH (HenekyBaHU
AocCera ¢ rnepopanHyd aHTUKOAryJIaHTH H JieKYBaHH NPeABapHTEIHO) C HEKJIANHO NPEeAChPAHO MbKAEHE
NJaHKpaHo 33 KapANOBEP3HO, 3a /1a C€ HaNpaBH CpaBHEHMUE MEXAy pvuBapokcadaH ¥ ananTupaHa f03a
ABK (pappomuzupano 2:1), 3a npeBeHUHsA Ha CbPASYHOCBHAOBU ChOUTUA. V3NON3BaHU Ca CTpaTETHUU C
NOMOLLTA HAa HacouBane upe3 TEE (1-5 aHu npenBapHUTENHO Je4eHMe) WM KOHBEHUHWOHANHO
KapaAMOBEp3KO (Hal-MaNKO TpH CEAMHLUM NpeBAPUTENHO eueHne). [IpBUHHUTE PEe3yIITATH 32
e(pHUKaACHOCT {BCUUKH MHCYJ/ITH, TPEX0AHA UCXEMHUYHA aTaka, cuctemHa embonus HecBbp3aH ¢ LHHC,
nHpapkT Ha muokapaa (MH) 1 cxpaeuHocha0Ba CMBPT) ca ce noasuian npH 5 (0,5%) nauueuTy B
rynara Ha puBapokcaban (n=978) u 5 (1,0%) naumenra 8 rpynara Ha ABK (n=492; RR 0,30; 95% CI
0.15-1,73; mogrpuuupasa ITT-nonynaiua). OCHOBHHAT pe3yITaT 3a 6e30MacHOCT (MAaCMBHO KbhpPBEHE)
ce € nosaun npu 6 (0,6%) u 4 (0,8%) nanueHTy B rpynute Ha puBapokcadan (n=988) u ABK (n=499)
cboTBeTHO (RR 0,76; 95% CI 0,21-2,67; 6e30nacHa nonyaauus). Tosa eKCropaTOpHO NPOYUBAHE €
MOKa3ano cpaBHHMA epHKACHOCT H D€30MNacHOCT MEXKAY PYNHUTE Ha JieyeHue ¢ puBapokcaban u ABK B
YC/TOBUATA HA KapAHOBEP3HO.

Hayuenmu ¢ nexnanno npedcvpoHo MuxcoeHe, koumo noonexcam Ha HHKH ¢ nocmaegsne va cmenm
U3BBpiIIEHO € paHAOMHW3UPAHO, OTKPHTO, MHOTOLIEHTPOBO nNpoyuBaHe (PIONEER AF-PCI) ¢ 2124




puBapoxkcadaH u enHa VK A-cxema. [launeHture ca OMnM pasnpeneneHd Ha ciydacH npdHuun 1:1:1 32
obuia 12-meceuHa Tepanms. IlauyeHTH ¢ aHaMmHe3a 3a nrcynt wnu [MHUI1 ca u3knoueH.

I'pyna | nonyyapa puBapokcabaH BeaHBx nNHEBHO 15 mg (10 mg BEAHBK AHEBHO NMPH MAaLHEHTH C
KpeaTHHUHOB KMpbHC 30 - 49 ml/min) natoc P2Y 12 uaxuburop. ['pyna 2 nonyuyasa 2,5 mg
pyuBapokcabaHn a8a vt aHeBHO 3aeaHO ¢ JITAC (nBoHHa Tepanus ¢ aHTHArperaHTHM CPEACTRA,
HanpuMep knonuaorpen 75 mg [win 3aMmectrawuns P2Y 12 uuxuburop] rmuoc HuCKa 103a
alernncanvuniona kucennda [ACK]) 3a 1, 6 unu 12 Mecela, nocneapana ot puBapokcadan 15 mg (niu
10 mg 3a nauMeHTH ¢ KpeaTHHHHOB KIUPBHHC 30 - 49 ml/min) BeaH®bX AHEBHO, MU0C HHcka fo3a ACK.
['pyna 3 nonyuasa kopurupana ao3a VKA mmoc JJTAC 3a 1, 6 nau 12 mecena, nocneaepaHa ot
Koparupana 1o3a VKA, mnioc sucka nosa ACK.

[TbpBHYHaTa KpaitHa To49Ka 33 6€301aCHOCT, KNTUHUYHO 3HAYUMHUTE ClTy4ad Ha KbpPBEHE, Ce NOABABAT
nmpy 109 (15,7%), 117 (16,6%) n 167 (24,0%) yqacTHuuM B rpyna 1, rpyna 2 ¥ rpyna 3, pecreKTUBHO
(HR 0,59; 95% CI 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001, pecrieKTUBHO).
BropuuHaTa KpafiHa Toyka (ChCTaBeHa OT ChpAeqHO-CLAOBH ¢hOuTUs CC eMbpT, MU win uHeynT), €
HaGmogaBana npu 41 (5,9%), 36 (5,1%) v 36 (5,2%) naunenty B rpyna i, rpyna 2 v rpyna 3,
CbOTBETHO. Beaka or cxemuTe Ha pHBapokcaban roxassa 3HauyUTENHO HaMansaBaHe Ha KIIMHUYHO
JHAYUMUTE Clly4ad Ha KbpBeHe, B cpaBHeHue ¢ VKA-cxeMara Npy NauxeHTH ¢ HEKIIANHOo NpeachpaHo
MBXACHE, KOUTO ca Ounu noanoxeHH Ha [1IKH ¢ nocrassHe Ha CTEHT.

OcHosxara uen Ha PIONEER AF-PCI e ouenka Ha 6e3onacHoctra. JJaHHUTE OTHOCHO €UKACHOCTTa
{BKJTFOUMTENHO TPOMOOEMOONMUHY ABJIEHHA) MMPH TA3X NONYNALUS Ca OFPAHHUCHH.

Jlevenue na BT, BE u npogunaxmuxa na peyuousupawyu BT u bE

KnuandHara nporpaMa ¢ pMBapokcadbat € riaHupaHa ¢ LUen A3 AEMOHCTpUpa €(pHUKaCHOCTTa Ha
puBapokcabaH nNpy HaYalHOTO H MPOABIKUTEIHOTO NeueHne Ha octpu [IBT u BE n npogunaktukara
Ha pellUUBH.

Han 12 800 naumeHTH ¢a NpOy4Y€HHU B HETHPH paHAIOMU3UPaHW, KOHTPONHPaH#A KIHHHYHH NpOy4YBaHuUs
daza l1l (Einstein DVT, Einsten PE, Einstein Extension 1 Einstein Choice) H AONLIHHUTENHO € NTPOBEAEH
npeaBapuTeHe aedunupan cboped ananus Ha npoyuranuara Einstein DVT » Einsten PE. O0wara
KOMOMHHUpaHa MpoABLIKUTENHOCT Ha JIEYERHETO 3a BCHUKH NPOYYBaHHA € N0 21 mecela.

B npoyusaHeTo Einstein DVT 3 449 nauuenty ¢ octpa JIBT ca npoydenu 3a nedyeHuero Ha JIBT u 3a
npodunakTuka Ha peunauprpaiuy JIBT u BE (nauueHTnTe cbe cumnromarntieH bE ca u3kniouenu ot
TOBa npoyuBaxe). [lpoasmKHTENHOCTTA Ha JieUeHHUETO € 3, 6 unn 12 Meceila B 3aBUCHMOCT OT
KJIHHHUYHATA NPEeLEeHKa Ha U3CMea0oBaTe.

3a neyeHUETO NMpe3 MbPBUTE 3 ceaMUMUH Ha ocTpa /IBT ca nmpunarasu 15 mg pueapokcabaH aBa NbTH

nHeBHo. Cnen ToBa JieYeHHETO NMpoawhkasa ¢ 20 mg pHBapokcadaH €IHH ITLT ZHEBHO.

B npoyusaHeTto Einsten PE 4 832 nmauuenTtu ¢ ocrbp BE ca npoydenu 3a neuednero Ha bk n 3a
npodunakTuka Ha peunausupalid BT u BE. [TpoawmkuTenHoCTTa Ha IEYEHHETO € 3, 6 Wan 12 meceua
B 3aBUCUMOCT OT KITHHNUHATA NPELIEHKA HA H3CIeaoBaTens,

3a neueHHeTo Ha ocThp BE npe3 mupeuTe 3 ceamuuy ca npunaradd 15 mg prsapokcadaH ABa NbTH
nHeBHO. Clen TOBa NeUeHHeTo nNpoabnxkasa ¢ 20 mg puBapokcaban €a1MH BT AHEBHO.

U npu geere npoyuBanus Einstein DVT u Einsten PE cpaBHUTENHOTO NeueHMe BKJIKOYBA €HOKCANapHH
B NIPOABLIKEHHE Ha NMOHE S 1HK B KOMOMHAUMA ¢ AHTArOHMCT Ha BUTaMKH K 10 MOCTUraHe Ha CTOMHOCT
3a PT/INR B TepanesruunuTe rpaduiy & 2,0). JleueHueTo npoasixkasa ¢ aHTArOHUCT HA BUTAMMH K,
KaTo A034Ta My € TakaBsa, ye croiiHocrure 3a PT/INR aa ca B tepaneBTUuHMTE rpaHyuM ot 2,0 oo 3,0.

B npoyusaneto Einstein Extension 1 197 nauuentu ¢ IBT wnu BE ca npoydesu 3a npounakTHkarTa Ha
penuauenpaind BT n BE. IpoawmkuTenHocTTa Ha ieueHHeTo 006xBala AONBbAHMTENHH 6
Mecella NIPH NalYeHTH, KOUTO ¢a NPEMHUHANK KYpC Ha nedyeHue oT 6 10 12 Mecella Ha BEH




TpoMO0OEMOONH3IBM B 3aBUCHMOCT OT KJIMHUYHATA NPELCHKA Ha uicneaosarens. CpaBHABA ce
puBapokcaban 20 mg BEOHBXK JHEBHO C ruauedo.

[TpoyusanusaTa Einstein DVT, PE u Extension U3non3saT €1HM M CbILM NPERBAPUTENHO AeQHHUPAHU
MbPBHYHU U BTOPHUYHM PE3YNTATH 3a e(PUKACHOCT. [IbpBUHHHUAT pe3ynTar 3a ¢PUKACHOCT €
CHMIITOMATHUYEH pellMaAMBHpall, BeHO3eH Tpomboembonu3sM (BTE), nedmnnaupan kato cbCTaBeH OT
peurauBypaia JIBT win neranes wiu HenetaieH BE. BropuunuaT pe3yaTar 3a epuKacHoOCT ce
neHUHHUPA KaTO ChCTaBeH OT peunausupawta JIBT, neneraned BE ¥ cMbPTHOCT HE3ABHCHMO OT
MpUYHHATA.

B npoyusane Einstein Choice 3 396 naunenTu ¢ norsbpieHa cumnromaruuna BT n/unu BE, xouto ca
3aBBPLIMIK 6 10 12-MeCe4HO aHTHKOAryIaHTHO JeueHHe, ca MPOYyUEHH 3a NpoduNaKkTHKa HA feTaneH
bE u Henetanuu cumnroMaryiudu JIBT v bE. TlaituenTHTE ¢ NokazaHUue 3a NMPORABLIKUTEIHO
AHTUKOATYJIaHTHO NIe4EeHHe ¢ TEpaneBTUYHA 403a Ca U3KNIOYEHHU OT npoy4BsaHero. [IpoabmxuTenHocTTa
Ha JIgueHHeTo € A0 |2 Mecela B 3aBUCMMOCT OT JaTara Ha HHAMBHAYAHOTO PaHACMH3UpaHe (MeAuaHa:
351 aun). Pupapokcaban 20 mg BeAHBX IHEBHO U pHBapokcaban [0 mg BeaAHDBX AHEBHO Ca CPABHEHH
cbC 100 mg aueTHiICANTHLMNOBA KUCENIMHA BEAHBXK JHEBHO,

[TbpBUUHHAT pe3ynTar 3a €PpHKACHOCT € CHMIITOMATH4Y€H peUMaUBHUpall BEHO3¢H TpoMO0oeMDONn3bM
(BTE), nedbunupan karo cmecuuara ot peunausupaita JIBT nnu neranen win HeneraneH bE.

B npoyusaseTo Einstein DVT (Bx. Tabnnua 6) ce noxkassa, ue pubapokcabaH e ¢ He mo-mManka
edeKTUBHOCT OT eHokcanapuH/ABK 3a nupBuuHua pesynrar 3a edpukacHocr (p < 0,0001 (recr 3a He no-
manka edektuBrocT)); HR: 0,680 (0,443 - 1,042), p = 0,076 (TecT 3a npesbixoacrso)). [IpeasaputenHo
nedpUHUpaHaTa HETHA KIMHMYHA MON3a (NbPBHYEH PE3YNTAT 32 €PUKACHOCT IJIHOC rOJIEMU
KpbBON3NUBH) ce chobuaea ¢ HR 0,67 ({(95% [IHU= 0,47 - 0,95), HomuuanHa p ctoiiHocT p = 0,027) B
nonsa Ha puBapokcadaH. INR croitHocTHTe ca B TepaneBTHYHHMA AHANA30H cpeaHo 60,3% o1 BpeMeTo
NpH cpeaHa NPOABLIDKUTENHOCT Ha neyeHueTo oT 189 nHu, u 55,4%. 60,1% u 62,8% oT RpemeTo nipu
PYMNUTE C MAHUPAHO JeYeHUE C NPOALIKHUTENHOCT CbOTBETHO 3, 6 M 12 Meceua. B rpynara Ha
cHokcanapuH/ABK HsamMa sacHa Bpb3ka MeXay HUBOTO HA CpeanoTo uentpanue TTR (BpeMe B Tapretex
INR guanazon 2,0 - 3,0) npu TepUHIUTE C EIHAKDB pa3MEpP H YecToTaTa Ha peunausupauiure BTE (p =
0,932 3a B3anMoaeiicrue). B Hait-ropHus Tepuun 1o OTHollleHHe Ha UeHTbpa HR npu puBapokcabax
cripamo BapdapuH e 0,69 (95% JIH; 0,35 - 1,35).

YecTtoTara Ha MbpBHYHHUTE PE3YNTATH, CBBP3aHU ¢ 6€30NacHOCTTA (roleMH UK KIMHUYHO 3HAYUMH
HETOMIEMH KPBBOOUIIMBH), KAKTO H BTOPHYHHTE PE3YJITATH CBHP3aKU ¢ 0€30MacHOCTTa (rofeMu
KpPBbBOM3JIMBU ) € CXOIHA NPYW ABETE TEPANEBTUYHH IPYIU.

Ta0anua 6: PeayararH 3a epukacHocT ot (pa3a 11l Einstein DVT

I b 449 NnaUUeHTH ¢bC CHMIITOMATHYHA OCTPa AbLJA0OKA BEHO3HA
poy4BaHa AONYJIALHA

Tpombo3a
d03a K NPOABAKHTESTHOCT HA PuBapokcaban® Enoxcanapun/ABK"
JeyeHHeTo B, 6 nau 12 meceua 3, 6 niau 12 mecelia

N=1 731 N=1718

CUMNTOMATHYECH PELIMAHBHpALLL 36 5 |
BTE* (2,1%) (3,0%)
CumMnromMaryueH 2{)
peuyiadBupall bE (1,2%)
Cumnromaruyua 14
peuraueupaina JIBT (0,8%)




JleraneH BE/cmupT, kbaeto BE He El 6
MoOxe 1a 6bae U3KIIIoUYeH 0,2%) 0,3%)
[[019M0 WIH KIIHHHYHO 3HAYHMO 139 138
HETrONAMO KbPBEHE 8,1%) (8.1%)
['ojJeMHU KPBBOUINUBH 14 20
0,8%) K1,2%)

a) Pusapokcaban 15 mg asa nbTH AHEBHO 3a 3 ceaAMULUM, nocaeasaHe oT 20 mg eAHH TbT AHEBHO

b) EnHokcanapuH 3a Haii-Manko 5 IHU, 3acThlieH ¥ nocneasad oT ABK

* p <0,0001 ( He nMo-Manka ePHKACHOCT MO OTHOLUECHKE HA NpeABapuTenHo onpeaencH HR 2,0);
HR: 0,680 (0,443 - 1,042), p=0,076 (npeBB3X0OACTBO)

B npoyusaHeTo Einstein PE (Bxk. Tabnuua 7) ce nokassa, ue puBapokcadaH € ¢ He No-Majlka
eduxacHocT oT eHokcanapuh/ABK 3a nbpeuuHua pe3ynTat 3a eduxacHocT (p=0,0026 (tecT 3a He no-
mManka epukacHocT); HR: 1,123 (0,749 - 1,684)). [IpenBaputenHo aeprHUpaHATa HETHA KITMHHYHA
noJ3a (MEpBUYEH pe3yaTaT 3a eUKACHOCT MUTKOC roieMH KPpbBOM3NKBH) ce cpobulasa ¢ HR ot 0,849
((95% JIH: 0,633 - 1,139), Homuuanna p croiHocT p = (,275). INR cTO#HOCTHTE €2 B TCPANCBTUYHHSA
auanasoH cpenHo 63% or BpeMeTo MpH cpenHa NPOALMKUTENHOCT Ha JEUECHHETOo oT 215 AHN u 57%,
62% H 65% OT BPEMETO NPH IPYIINTE C IIAHHPAHO JICHEHHE C NPOABIAKUTENHOCT ChOTBETHO 3, 6 M 12
Mmecena. B rpynara Ha eHokcanapuH/ABK HsaMa AcHa BpB3Ka MEXKAY HUBOTO Ha CPEAHOTO LUEHTPATHO
TTR (Bpeme B TaprereH INR auanazon 2,0 - 3.0) npy TEpUHIIKHTE € €1HAKBLB pasMep W 4€CTOTaTa Ha
nenuausrdpamiute BTE (p = 0,082 3a B3aumoaercreue). B nai-ropius Tepumn no OTHOILIEHHE Ha
neHTspa KoedrunentsT Ha Puck {HR) npu puBapokcaban cipaMo sapdapui e 0,642 (95% JH: 0,277 -
1,484).

YecToTHTE 32 NBbpBUUHMSA pe3ynTar 3a 6e30nacHoCT (rojieMH Unk KJIMHHYHO 3HAYUMH HErOJIEMH
KPBLBOHM3IHEH) Ca MAJIKO NO-HUCKH B rpynara Ha JicueHue ¢ puBapokcaban (10,3% (249/2 412)) B
CpaBHEHHE C rpynara Ha jJedeHue ¢ eHokcanapu/ABK (11,4% (274/2 405)). YecroTaTa 3@ BTOPHYHMA

pe3ynTar 3a 6e30MacHOCT (roJieMH KpbLBOM3IIMBH) € MO-HUCKA B rpynara Ha pusapokcabaH (1,1% (26/2
412)) B cpasMeHue ¢ rpynara Ha eHokcanapun/ABK (2,2% (52/2 405)) ¢ HR 0,493 (95% [U: 0,308 -

0,789).

Tabauua 7: Pesyaratu 3a 6ezonacuoct or ¢asa 111 Einstein PE

[Ipoy4uBana nonyJjauus K4 832 nauueHTH ¢ ocTpa cuMnToMaTHyHa BE

J103a H NPOABLIKHTEIHOCT HA Pusapokcabau® HokcanapuH/ABK"

JeHeHHETOo B3, 6 nan 12 meceua , 6 nan 12 mecena
N=2 419 N=2 413

CHUMHITOMAaTHUYEH PeUHAMBHpALI 30 44

BTE* (2,1%) (1,8%)

CumMrroMaTuven 23 20

peuyaMsupaill bE (1,0%) (0,8%)

CuMmnroMaTHyHa 18

peurausypawma JIBT (0,7%)

Cumnromaryuni bE u JIBT 0




(<0,1%)
Jleranen BE/cMbpT, KbaeTO BE He 11 7
MOXKe 1a ObJe U3KIUEH (0,5%) (0,3%)
[‘'onAMO MK KJIUHHYHO 3HAYHMO 249 274
HEroJasAMO KbpPBEHE (10,3%) (11,4%)
["oneMy KPHBOUIJIUBH 26 32
(1,1%) (2,2%0)

a) Pupapokca®aH 15 mg aBa MbTH ZHEBHO 32 3 ceAMUUM, nocneaBaHo oT 20 mg €auH NbT AHEBHO
b} EHokcanapwH 3a Hali-MaJIKO 5 OHM, 3acTbileH W nochensaH ot ABK
* p <0,0026 ( He no-Manka ePHUKACHOCT MO OTHOLUEHUE Ha npeaBapuTenHo onpeaened HR 2,0);

HR: 1,123 (0,749 — 1,684)

[IpoBeneH ¢ npeaeapyuTentHo aeduHUpaH 060011eH aHATU3 Ha pe3ynTara oT npoy4BaHuusaTa Einstein
DVT un PE (Bx. Tabnuua 8).

Tadanua 8: Pesy.iTatu 3a epuxacHocT H 6e3o0nacHocT oT c0opeH anaui3 na ¢pasza Il Einstein DVT

H PE
I1poy4uBana nonyjauus 8 281 nauneHTH ¢ ocTpy cumMnroMaTHyHH JIBT nan BE
PuBapoxcaban ¥ Enokcanapuu/ABK
Ho03a B NPOALIKHTENHOCT HA
e CHHETO 3, 6 uau 12mecena 3, 6 HaH 12 Mecela
N=4,150 N=4,131
CuMnroMaTiueH peupausupanl BTE* 86 93
(2,1%) (2,3%)
CUMNTOMATHYEH 43 38
peunauBupail bE (1,0%) (0,9%)
CuMmnroMaTHuHA 32 45
peunausupaiia JIBT (0,8%) (1,1%)
_ ] 2
CumntoMaTHyHd BE u JIBT (<0,1%) (<0,1%)
Jleranen bE/cmbpt, npn koaTo | 15 13
HEe MOXe 12 € U3KI4u bE (0,4%) (0,3%)
['oneMHu nnH KINHUYHO 3HAYHMH 388 412
HEroJIEMU KPBBOU3ITHUBH (9,4%) (10,0%)
['oneMy KPHLBOU3IUBH 40 /2
(1.0%) (1,7%)
a) PupapokcabaH 15 mg aBa nbTH AHEBHO 3a 3 CEAMMLM, NnocieaBaHo oT 20 mg eAuH MbT AHEBHO
b) EHoKcanapHH 3a Hail-Manko 5 AHH, 3acThlleH U nocaeasad ot ABK

L

p < 0,0001 (He no-manka epUKaCHOCT NO OTHOUWIEHKE Ha NpeaBapHTenHo onpeaened HR ot

1,75); HR: 0,886 (0,661 - 1,186)

[Ipensaputento aepuHUpaHaTa HETHA KITMHUYHA NoN3a (ITbpBUYEH Pe3yATAT 3a e HKACHOCT IOC
rojieMu KpbBOH3NUBK) Ha COOpHUR aHanu3 ce cbobwasa ¢ HR ot 0,771 ((95% JIH: 0,614 - 0,967),
HOMHMHaNHa p ctoiiHocT p = 0,0244).

B npoy4yranerto Einstein Extension (px. Tabnnua 9) pubapokcabaH npeps3xoxaa niaued

OTHOLIEHHE HA MBPBHYHHUTE U BTOPUUHUTE PE3YJITATH 3a €PUKACHOCT. 34 TbPBUYHHA P
0e30nacHOCT (roNeMH KPBBOMIIMBH) CE YCTAHOBABA HE3HAYUMO YHCIIEHO TTIO-BUCOKA
NaLMEHTUTE HA JIeYEeHUE ¢ puBapokcadan 20 mg eauH BT HA IeH B CpAaBHEHHE C 1




pe3yaTaT 3a 6€30MMacHOCT (rofieMK WIH KAHHUYHO 3HAYUMH HEroJaeMy KpbBOU3IMBH) MMOKa3Ba Nno-
BUCOKH YECTOTM [PH MALIKEHTHTE, NEKYBAHU ¢ puBapokcadaH 20 mg €a1uH nbT JHEBHO, B CPaBHEHHUE C

rranedo.

_Taﬁ.lluua 9: Pe3ayaTaTH 33 epHKACHOCT H De3onacHoOCT OT ¢a3za 111 Einstein Extension

1 197 nauMeHTH ¢a NPOABL/IKHIH JIeieHHETO H
[IpoyuBana nonyJiainus NHPOPHIAKTHKATA 334 PEUHIHBHPAIN BeHO3EH
TpoM00eMDOIH3IBLM
1032 1 NPOALJKHTEJTHOCT HA Pupapoicaban® [lraueto
e eHHETO 6 nan 12 mecena 6 nam 12 meceua
N=602 N=594
CuMmnromaTdueH peudausupaiy BTE* (8] 3%) ?72, 1%)
CuMnToMaTU4YeH peuMaAnBUapaiy | 2 13
bE (0,3%) (2,2%)
CHUMIITOMaTUYHE -
5 31
peungueypawia (BT (0,8%) (5.2%)
Jletanen BE/cMbpT, npu kosaTO He| | 1
MoXe aa ce uikmoun bE (0,2%) (0,2%)
['oneMH KPBBOH3JIHBH ?0,70 %) ?0,0% )
KJIMHKXYHO 3HAYUMH HErojJeMu 32 7
| KPbBOH3NHBH (5,4%) (1,2%)
a) PuBapoxcaban 20 mg ¢quH IbT AHEBHO
*

p < 0,000] (npepb3xoacTeo), HR: 0,185 (0,087 - 0,393)

B npoyuBaneTo Einstein Choice (Bx. Tabnuua 10) puBapokcadan 20 mg u 10 mg npepb3xoxaa 100
mg aueTHICATHIUIOBA KUCEIHHA MO OTHOUICHUE Ha NbPBUUHUSA Pe3ynTaT 3a epUKAcHOCT. OCHOBHHAT
pe3ynTar 3a 6e3onacHocT {(ChOUTHS HA roNAM KPbBOM3NIUB) € CXOJICH NPU NALWEHTUTE, JIEKYBAHH C

puBapokcadaH 20 mg 1 10 mg BeaHB X AHEBHO B cpaBHeHUE ¢bC 100 mg aneTHacanMiLMIoBa KHCETHHA.

TaGanua 10: PesyaTarn 3a edpukacnocr H 6ezonacHoct ot dasa Il Einstein Choice

IMpoyuBaHa nonyjaauus

3 396 ca npoaAL/KHIN NPodHIAKTHKATA 32 PEUHAHBHpAL
BeHO3eH TpomMOboeMOOIHILM

TEpﬂﬂEBTH'—lHﬂ A03a

PuBapokcaban 20 mg

BEAHBXK THEBHO
N=1 107

BeAHHLK JIHEBHO
N=1 127

Pupapokcatan 10 mg ACK 100 mg
BeIHDb THEBHO

N=1 131

MenHnana Ha
NPOABIAKHUTETHOCTTA HA
JIeYeHUeTo [MHTEPKBRAPTHUIIEH

349 [189-362] aun

353 [190-362] auu

350 [186-362] nHu

AMANA30H]

CuMnToMaTudeH 17 13 50
peuuausupaiy BTE (1,5%)* (1,2%)** (4,4%)
CuMnrToMatuueH 6 6 19
pelraKBHpall bE (0,5%) (0,5%) (1,7%)

CuMnToMaTuyHa 0 8 30
peunadsHpalla BT (0,8%) (0,7%) (2,7%)




Jleranen BE/ cMbpT, npH , 5
oot | o “ 0290
CuMnToMaTuyieH
peunauedpail BTE, HHdapkT 19 (8 56
Ha MUOKApAa, HHCYNT UMK (1,7%) (1.6%) (5.0%)
CHCTeMHa eM0O 1M U3BHH i ’ ’
LJHC
[‘oneMu KpbLBOH3IIKBH 6 ) 3
(0,5%) (0,4%) (0,3%)
KAHHUYHO 3HAYUMH 30 22 20
HEroJIEMH KDbBOU3/TUBH (2,7) (2,0) (1,8)
CHMNTOMATHYEH
peunauBrpaul BTE nnu 23 17 53
roJISM KPbBOHINHUB ( HETHA (2,1%)" (1,5%)" (4,7%)
KJIMHHYHA [10]13a)
* p<0,001(npepn3xoncTeo) puBapoxcadban 20 mg peaunx gHesHo cripaMo ACK 100 mg seaHbx
anesHo; HR=0,34 (0,20-0,59)
** p<0,001 (npepb3xoacTBo) puBapokcadan 10 mg Beanwx aHesHo cnpamo ACK 100 mg Beaubx
nxesHo;, HR=0,26 (0,14-0,47)
‘ Pusapoxcaban 20 mg seanbx aHeBHo cripsMo ACK 100 mg Beansxk aHesHo; HR=0,44 (0,27
0,71), p=0,0009 (HoMHHATHA)
- Pupapokcaban 10 mg peausxk aHerHo cnpamo ACK 100 mg BeaHbsx nHeBHO; HR=0,32 (0,1 8-

0,55}, p<0,0001 (HoMuHANHA)

B nonbnHeHHe KbM nporpamara EINSTEIN ¢aza Il1, e nposeaeto npocnekTHBHO,
HEMHTEPBEHIIMOHAMHO, OTBOPEHO KOXOpTHO npoyuBaHe (XALIA) ¢ ueHTpanM3npana ouecHka,
BKNtousall peunausupai BTE, ronsMo kbpeeHe u cMbpT. S5 142 naumenTa ¢ ocrpa BT ca BKIOYeHH
3a Npoy4BaHe De3onacHOCTTa Ha puBapokcadaH B ALJrOCPOUEH M1aH B CpaBHEHUE CbC CTaHIApPTHATA
AHTHKOAryJ1aHTHa Tepanud B KIIMHAYHATA [MpakTHKa. CTORHOCTUTE Ha FOIAMO KbpBEHE, PELIUANBH Palil
BTE n scuuky cydan Ha CMBbPT 3a puBapokcadaH ca 6unu ceotBetHo 0,7%, 1,4% n 0,5%.
CobLUecTBYBAT pa3dkH B OCHOBHHW XapakKTEPUCTHKH Ha MALMEHTUTE, BKJTIIOUHTENHO Bb3PACT, paK
616peyHo yspexkaaHe. U3nonssaH e ctpatudiuMpaH aHalH3 [0 NpeaBapuTENHO OnpeaeieHu
CTOMHOCTH 32 rpynupaHe Ha H3MEPBaHMTE OCHOBHH XapaKTEPUCTHKH, HO BBLITIPEKH TOBA OCTABALIMTE
OTKNOHEHHA MOXKE Ja NOBIHAAT Ha pesynTaruTe. Kopurupanute HR 3a ronamo kepBeHe, peuyausupaul
BTE u scuuxu cinyyau Ha cMbpT ca bunm cboTBeTHO 0,77 (95% C1 0,40 - 1,50), 0,91 (95% CI 0,54 -
1,54) 1 0,51 (95% C1 0,24 - 1,07).

Te3u pe3ynTaru NpHu NaUKMeHTH, KOUTO ca OuNKM HaONIOZABAHH NPH PEASTHH YCIIOBHS, €A B ChOTBETCTBUE
C YCTAHOBEHMs NMpodua Ha 6e30MacHOCT NpH TOBa MoKa3zaHHe.

B nocrMapkeTHHIOBO HEMHTEPBEHLIUOHATHO Npoy4BsaHe npu nobeue oT 40 000 nauyueHTn Oe3 aHaMHe3a
3a paK, OT YETHPH AbPXaBU, puBapokcabaH ¢ npeanucan 3a JeueHue Wi npodpunakTuka Ha JIBT v BE.
Hectorara na chburuaTa Ha 100 nauMeHTOroqHHYU 3a CUMITTOMATHYHW/KNHHWYHO 3HAYUMH
BTE/TpoM6b0eMOONHYHU CHOUTHA, BOACLLM N0 XOCITHTATH3aUMA, € B auana3oH ot 0,64 (95% C1 0,40 -
0,97) 3a Obennenoro Kpancreo no 2,30 (95% CI 2,11 - 2,51) 3a 'epmanusa. KspBene, k0eTo BOIH 00
XOCMUTATM3AUHA, HACTBIBA ¢ YeCTOTa Ha ¢bbuTHsaTa Ha |1 00 naunedtoroannm 0,31 (95% CI1 0,23 —
0.42) 3a BpTpeuepeneH xpuBou3nua, 0,89 (95% CI1 0,67 — 1,17) 3a cromaiuHo-upeBHO KbpBeHe, 0,44
(95% CI 0,26 — 0,74) 3a yporeHutanHo kbpBeHe 1 0,41 (95% C1 0,31 - 0,54) 3a 1pyro Kbpse

[lepuaTpyuna nonynaius
Jlenenue na BTE u npodhunaxmuxa na peyuousu va BTE npu neduampuuriu nayuenmu




O6ue 727 neua ¢ notebpaeH octsp BTE, ot konto 528 nonyynnu pueapokcabaH, ca npoyyeHu B 6
OTBOPEHH, MHOTOLEHTPOBH NEAHaTPHUHHU Npoy4yBanns. JJo3npoBKaTa, KOpUrupana cnopel TENeCHOTO
TErno, NPy NaLKEHTH OT PaXAAHETO A0 Bbh3pacT noa 18 roavHu, € A0BeNa A0 €KCNo3MIUA Ha
puBapokcabaH, nogobHa Ha HabnwoaapaHaTa nNpH BL3pacTHH naureHTu ¢ JABT, nekyBaHu ¢
puBapokcabad 20 mg €ANH NbT AHEBHO, KAKTO € NOTBBPACHO B MpoyuBaHeTo ¢aza Il (Bxk. Touka 5.2).

ITpoyusaHeTo EINSTEIN Junior ¢asa 111 ¢ panaoMuszrpano, akTHBHO KOHTpOJIHpPaHo, OTBOPEHO,
MHOTOLEHTPOBO KJIWHHUHO npoyuBaHe npy S00 neavarpUuHU NalMeHTH (HA BL3pACT OT POKAAHETO A0
< 18 roqunn) ¢ notBbpacH octbp BTE. Umano e 276 aeua Ha Br3pact 12 A0 < 18 roanun, 101 neua Ha
BB3pacT 6 a0 < 12 roauHy, 69 Aeua Ha BH3pacT 2 A0 < 6 roAvHK M 54 neua Ha BB3pacT < 2 rOAUHM.

WUunexkcuusT BTE e knacuduuMpaHn kato eaHo ot ¢neanure: BTE BbB Bpb3ka ¢ LEHTpaleH BEHO3€EH
kareTsp (LIBK-BTE; 90/335 nauuenTty B rpynara Ha pusapokcadan, 37/165 mallMeHTH B rpyrnara Ha
CpaBHHUTEJHO JICYEHHE), LiepeOpanHa BeHO3Ha H cMHycoBa Tpombo3a (LIBCT; 74/335 naumentu B
rpynara Ha puBapokcabaH, 43/165 nmaieHTH B rpyrara Ha CPaBHUTENIHO JICUEHHE) U BCHYKH OPYTH,
iCT0YMTenHO JIBT u BE (He-LIBK-BTE; 171/335 mausieHTH B rpymnara Ha pusapokcaban, 85/165
MALMEHTH B FPYIaTa Ha CPaBHUTENHO NeueHue). Hafi-uecTo npeacraseHara HHaekcHa Tpomboia npy
fiena Ha Bb3pact 12 1o < 18 roauuu e He-1{BK-BTE npu 211 (76,4%); npH neua Ha Bb3pact 6 1o < 12
rOAMHM ¥ Ha BB3pacT 2 10 < 6 roaunu — LIBCT, crorBetHO npu 48 (47,.5%) u 35 (50,7%); v npn neua
Ha BB3pacT < 2 rogunu - LIBK-BTE npu 37 (68,5%). He e umano aeua < 6 Meceua ¢ LIBCT B rpynara
Ha puBapokcadaH. 22 ot mauueHture ¢ LIBCT ca umanu nnagexuna na L{HC (13 nauuenTH B rpynara Ha
puBapoxcaban U 9 nauueHTH B rpynaTta Ha CPaBHHUTENHO JIEYEHHE).

BTE e npean3Brkas OT NOCTORHHHU, MPEXCAHH WIH ¥ OT ABETE — NOCTOAHHHU H MPEXOAHH PUCKOBY
daxropu npu 438 (87,6%) acua.

[TauueHTHTE ca NOJYYWIH NMbPBOHAYATHO NeYeHle ¢ TepaneBTHUHK A03K HedpakiMOHHUPAH XenapuH
(HOX), xenapuH ¢ HHUCko MonekynHo Terno (XHMT), unu ¢onaanapyiHykc 3a Hall-ManKo 5 JHH H ca
paHaoMu3nMpaHu 2:1 ga moay4yasar WM ZO3Y pUBapokcadaH, KOPUrHpaHW CnpaMO T€JI€CHOTO TEro, UK
CPaBHHTEIHHU JE€KapCTBa B rpyrnara Ha CpasHHTENHO JeyeHue (XxenapuHn, ABK) 3a 3-MeceueH nepuon
Ha JleueHHe B OCHOBHOTO npoyuBaHe (1 mecen npy aeiia < 2 ronnnu ¢ LIBK-BTE). B xpas Ha nepuona
Ha TeYeHHe B OCHOBHOTO NpPOY4YBaHE AHACHOCTHYHOTO 00pa3HO H3CNeABaHe, HarpaBeHo Ha H3XOAHO
HUBO, € HaripaBeHO NOBTOPHO, KO € OWI0 KIMHUYHO NPUWITIOKUMO. JIEeHEHHETO B NPOYYBAHETO € MOKENO
na 6bae COpsiHO B TO3H MOMEHT MM MO npeiieHka Ha M3cnenosatens na 6vae npoak/keHo obulo 3a 10

12 meceua (npy peua <2 roaunu ¢ LIBK-BTE — no 3 mecena).

[TbpBUYHHAT PE3YITAT 32 €PUKACHOCT € CUMIITOMAaTU4EH peudanBypal] BTE. [1pBUYHUAT pe3ynTar 3a
Oe3onacHocT € KoMOMHAUHATA OT TOJAM KPBBOMW3NIKB U KTHHUYHO 3HAYHUM HE-TOAM KPBBOM3/IUB

(K3HI'K). BcHuky pe3ynrati 33 €pHKaCHOCT ¥ D€30MNaCHOCT ¢a POBEPEHY U NOTBBPJCHH LEHTPANHO
OT He3aBUCHMAa KOMHUCHSA, 3acerneHa 3a onpeaeNeHoTo deueHne. Peayntarture 3a epukacHOCT U

besonacHocT ca noka3aHu B Tabnuuu 11 v 12 no-aony.

Coburua Ha peunausupail BTE ca Bb3HMKHaNM B rpynata Ha nedenue ¢ puBapokcadan npu 4 or 335
MaLMUeHTH H B Ipynata Ha CpaBHUTEIHO fAedeHue npH S ot 165 nanvenTd. KoMbHHaumMaATa OT ronsim
kpsBou3nus W K3HI'K e goknaasana npu 10 ot 329 naumenTty (3%), nexkypan# ¢ pueapokcabaH u npu 5
ot 162 nauuenTu (1,9%), nexypanu ¢ komnapartopa. HeTna x1uHH4Ha noasa (CHMNTOMaTHYeH
peuyuaueHpail BTE nnroc csOKUTHA HA FONSIM KpbBOU3IKB) € ChOOLLEHA B rpynara Ha Je4YEHHE C




B rpynara Ha puBapokc¢adaH ¢ nmano 119 (36,2%) neua ¢ HAKakBO KbpBE€HE, Bb3HHKHAMO NpH
neveHHETO, a B rpyrnara Ha CpaBHUTENHO JeueHue € umano 45 (27,8%) neua.
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Taéauna 11: Peayntatu 3a epUKacHOCT B Kpasi H3 OCHOBHHA NEPHO] HA JeYeHHEe

-CLGHTHE PuBapoxcadaH l{omnapamp |
Peunﬂnﬂnpam BTE 4 S |
(IrbpBUYEH pe3YNITAT 3a e(DUKACHOCT) (1.2%, 95% CI (3.0%, 95% CI
__________  04%-30%) __ 12%-66%)
I{nmﬁuﬂauﬂﬂ CHMIITOMATHYEH peuuﬂn Bnpam BTE + 5 6
acnmn*ramamqﬂn BAOLLIABAHE NPH NOBTOPHOTO 00pa3HO -(] 5%, 95% Ci ;(J 6%, 95% CI
wscrienBane . 06%-34%)  16%-T76%)
KoMGHHALIMA: CHMITOMAaTHYEH peuuﬂuﬂupam BTE + 21 '19 i
acMMNTOMATHUHO BJIOlIaBaHe + 6e3 npoMsaHa NpH !(6.3%, 95% Cl \(1 1.5%, 95% CI |
MOBTOPHOTO 00pa3Ho M3CneaBaHe 4.0% — 9.2%) 7. 3% 17 4%) |
anma.nmnpaﬁe [pH nnBTanﬂTn ﬂﬁpaaﬂﬂ n3cneaBaHe 4l 28 L43 1
' (38.2%, 95% Cl (26.1%, 95% CI |
33.0% - 43.5%) 19.8% - 33.0%)
I{UMGHHauHH CUMITTOMATHYEH PELMIUBHPAL BTE + 4 7
rojiiM KpbBOM3INHUB (HETHA KNTHHHYHA N0J13a) (1.2%, 95% CI (4.2%, 95% Cl f!
0.4% - 3.0%) 2.0% - 8.4%) |
Jletanen Wiy Heletanex GenoapobeH eMBONUIbM 1 1 1
(0.3%, 95% CI (0.6%, 95% CI f
iUO%—lﬁ%) 100%—31%) |

*FAS= nwneH Habop 3a aHanu3 (full analysis set), BCHUKH nena, KOUTO ca BUIIKM paHAOMU3HPAHH

PHBHPDKCﬂﬁﬂH Komnapartop
: __ i ) — . o N=329*  _ N=l62*
Kom6uHaums: ronaM kpssonanus + K3HI'K (mepeut4en :10 3 4.
pe3ynTarT 3a 6e30MnacHoCT) (3.0%, 95% CI (1.9%, 95% CI |
SR _ L 16%-55%) 0.5%-53%) .
I'onsAM KpbBOM3NIHB 0 2 E
| (0.0%, 95% CI i(l 2%, 95% CI
D00 - L170) - 02%-43%) B
Hﬂﬁaicﬂo HLpBeHe 'BB3HHKHAIIO TIpY NEYEHHETO l 19 (36.2%) 45 (27.8%) i

*SAF= Habop 3a aganu3 Ha 6e3onacHocrTa (safety analysls set), BCHYKH Ae1a, KOUTO ¢a DUIH
pPaHAOMMIKPAHU W Ca MOAYUYHITH Hall-ManKo | A03a OT U3NMTBAHOTO JIEKAPCTBO.

HpodunsbT Ha edukacHOCT W De30MacHOCT HA pUBapoKcabaH € B rojiama CTeneH noacdeH Mexay
neauaTpuyHara nonynauvs ¢ BTE v Bb3pacTHaTa nonynauus ¢ JIBT/bE, Bbnpexkyu ToBa, AenbT Ha
YYaCTHULIWTE C HAKAKBO KbpPBEHE € N0o-BUCOK B neauarpyyHara nonynauua ¢ BTE B cpaBHeHue
Bb3pacTHara nomynauusa ¢ JABT/BE.

[fauneHTH C BUCOKOPUCKOB TPOMHOMO3UTHBEH aHTUPOCHONUNUAEH CUHAPOM
B crioHCOpHpaHO OT U3cneaoBarens, paHGOMU3UPaHO, OTBOPEHO MHOTOLIEHTPOBO NPOYUB
3aC/ieNeHa OUEeHKA HA KpalHUTe TOYKY, puBapokcabaH e cpaBHeR ¢ BapdapuH MpH nall
aHaMHe3a 3a TpoM003a, IMArHOCTULINPAHH ¢ aHTU(OCPOMUINTUIACH CHHAPOM U C BUCOK




TpoMO0eMOOMTNYHY CBOUTHA (MONOKUTEIHU NPU BCHHYKUTE 3 aHTHPOCPONHNHIAHHN TECTA: JTYMYCEH
AHTHKOAryJlaHT, aHTHKAPAWOJMITMHOBY aHTUTENA U aHTHUTENA cpelny 0era-2-riauKonpoTeuH |).
[Ipoy4yBaHETO € NpeKpaTeHo NpeKIAEBpEMEHHO e BKIOYBaHETO Ha 120 nauydeHTH Nopaiu TBbpae
MHOTO CHOUTHS CpeJl TAUMEHTHTE B rpynara Ha puBapokcabaH. CpeaHoTo npocnenspaHe € 569 auu. 59
MaLMEHTH Ca paHIOMHU3UpaHKU Ha pyuBapokcadaH 20 mg (15 mg 3a nauMeHTH ¢ KPEaTUHHHOB KJIMPBHC
(CrCl) <50 ml/min) u 61 Ha sapdapun (INR 2,0 - 3,0). TpoMboemOonuuHHn cBOMTHS c€ nposBiaBar npy
12% OT nauMeHTuTE, paHIOMHU3HpaHH Ha puBapokcadaH (4 UCXEMUYHN HHCYNTA U 3 MHUOKapAHH
HH$apkTa). He ca cro0aBanu cbONTHA NPH NAUMEHTH, paHAOMH3NpaHu Ha BapdaprH. MacuBHO
KbpBEHE ce Habmoaasa npu 4-ma maureHTH (7%) oT rpynara Ha puBapokcabaH d Npu 2-ma MauueHTH
(3%) ot rpynara Ha BapdapmH.

[legpnaTpyyHa NONYJA3LUs

EBponeiickara areHIIMA 1o JeKapcrBara 0CBo00XK1aBa OT 3aABJIKEHUETO 3a NPENOCTaBsAHE Ha
pe3yJITaTUTE OT NMPOYYBAHUATA C pePEPEHTHHAT MEAULIMHCKH ITPOJAYKT, ChAbpPIKaLL pUBapoKcadaH BLB
BCUYKH MOArpyINH Ha MeadaTpyHyHaTa Monyjauua npy npoduiakTUKa Ha TPOMOOEMOONUYHY CHLOUTHA
(Bx. TOuka 4.2 33 HH(pOPMaLUA OTHOCHO ynoTpeba B NeanaTpysaTa).

5.2 dapMakoxKHHEeTHYHH CBoOiicTBa

A6copOuus

Cneapaliara vHpopManus ¢ 6azdpaHa Ha NaHHHK, NOJYYEHH NPU BB3PACTHH.
PuBapokcaban ce abcopbupa 6bp30, KaTo MakcMManHUTe KoHUeHTpauKy (Cmax) ce focturar 2 - 4 4aca
cnen npyeMa Ha tabnerkara.

[MepopannaTa abcopbuMs Ha pHBapoKcadaH € NoYTH Nb/IHA U NepopaiHaTa OMoOHANMYHOCT € Bucoka (80
- 100%) 3a no3a or 2,5 mg u 10 mg, npuera Kkaro tabaeTka, HE3aBUCMMO JalK ONPUEMEBT € Ha IMaIHO
unu cien xpaHnene. [lpuemsT Ha puBapokcadaH ¢ xpaHa He nosinaBa AUC unut CmaxITPH A03UTE 2,5 Mg
¥ 10 mg. Pupapokcaban tabnerkst or 2,5 mg 1 10 mg Morar 1a ce IpUeMaT ¢ WM 0e3 XpaHa.

ITopany HamaneHara creneH Ha abcopOilkg e onpeaeneHa nepopanHa OHOHATHYHOCT oT 66% 3a
Tabdnerka 20 mg npuera Ha rnanso. [Ipw npueM Ha TabneTku puBapokcadban 20 mg ¢ xpana ce
HaGnronaBsat noeBHlueHHA Ha cpeanara AUC ¢ 39% B cpaBHeHMe ¢ NpHeM Ha TabneTKUTe Ha rNaaHo,
KOETO MOBOPU 3a NTOUTH ITbaHA abcopOuMa ¥ BUCOKa nepopanHa OnoHanuunocT. Pygukcanol s mg 4 20
mg TpsiOBa 1a ce npuemMa ¢ xpana (Bx. Touka 4.2).

QapMakOKHHETHKATA HA pUBapoKkcabay € MouTH JMHEHHA 10 okone 15 mg eAuH mbT Ha AEH NpH NpUeM
Ha rmapHo. Cnen npHeM Ha xpaHa pusapokcabasx Tabnerku 10 mg, 15 mg u 20 mg nokasBa
MPONOPUNOHANHOCT Ha Jo3aTta. [lpy no-BUCOKHM 103W puBapOKCabaH NOKa3sa OrpaHUyEHa Ot
pazrBopuMoOcCTTa abcopbuusa ¢ HamaneHa OHOHATUYHOCT ¥ HaMmallsiBaHe Ha CTeneHTa Ha abcopbuusaTta
MpU MOBMILIABAHE Ha No3aTa. PapMaKOKMHETHUHATA BApUabUTHOCT Ba pUBapokcabaH € ymepeHa ¢
BapupaHe Mexay otaendure nauneHTH (CV%) B unTepeana or 30% a0 40%

Adcopbuungara Ha prBapokcadaH 3aBHCH OT MACTOTO HAa HErMoBOTO OCBOOOKAABAHE B CTOMALIHO-YPEBHUY
Tpakt. Cro0Imasa ce 3a 29% u 56% namanenue Ha AUC M CmaxB cpaBHeHHe ¢ TabneTka, Kkorato
rpaHysiaT puBapokcabaH ce oce0b0kaaBa B NPOKCUMANHUTE OTAENH Ha TEHKUTE YepBa. Excno3uuusta
CE HaMa/ldaBa AOMKWIHKATENHO, KOraTo puBapokcadaH ce oCBODOMAABA B IUCTATHATE OTAECTHA HA ThHKHUTE
YepBa WM BbB BB3X0AA10TO gedeno uepBo. [To Tazu npuunHa Tpabea ga ce HamaneHa abcopoUuMs M
CHLOTBETHO CBBbp3aHa €KCIO3MLMA Ha pUBapokcabaH.

buoHanuyHocTTa (AUC 1 Cmax ) € buna cpasHuMa npu 20 mg puBapokcadbas, NpUIOKEH
MEPOPATIHO KATO pasTpolleHa TabneTka, pazMeceHa B SOBJIKOBO MKOpe, UMK CyCNeHAUpaHa BbB
BOOA U NPWIOXKEHA NPEe3 CTOMAILIHA COHAA, MOCIERBAHO OT TeYHa XpaHa, B CpaBHEeHHe ¢ Usnara
tabnerka. Karo ce nMa npeaBua NpeaBuauMus, NPpOonopLUHOHANEH Ha 1o03ara (papMakOKUHETHYEH

MPpUWIOAKHMH 34 MIOHHXABaHE Ha JO3HTC Ha pHEHpDKCﬂﬁHH.




Ieouampuuna nonyrayus

Jeuara ca nony4wid puBapokcaban Tabnerka UM rnepopanta CycrneH3ud no spemMe Ha uny
HEIOCPE/ACTBEHO Clle/l XpaHeHe WK [IPHEeM Ha XpaHa W ¢ o0M4aiHa nopuus Te4HOCT, 33 Aa CE€ rapaHTHupa
HaaeX/JAHO Ao3upaHe npy Jaeua. KakTo npu Be3pacTHUTE, puBapokcabaH ce abcopbupa BenHara cnea
NnepopanHo NpUIoXkEHne noja Gopmara Ha TabnieTka UIIK rpaHyny 3a nepopajiHa CycrneHsuns npu aenara.
He e HabnionasaHa pa3nuka HUTO B CKOPOCTTA, HUTO B CTENEHTA Ha abcopbumnsa MEeXAY NEKapCTBEHUTE
dopMH TAOIETKA U IpaHyH 3a nepopaiHa cycneusus. Jluncear @K gaHHM cnel HHTPABEHO3HO
NpUIIOXKEHHE MPH Jela, Taka ye abCconoTHATa OHOHANMUYHOCT HA pHBApoKcadaH Iipy Aeua € HEU3BECTHA.
YcTraHOBEHO € HaMalsiBaHE HA OTHOCHTENHaTa OMOHATTMYHOCT NPYA NOBUILABALUK ce 103K (B mg/kg
TENeCHO TEr0), Npeanoaraile orpaHydeHns Ha abcopbuunaTa npu NO-BUCOKHU J03H, J0PH MPHU [TPUEM
3a€IHO ¢ XpaHa.

PuBapokcadbar 15 mg vnu 20 mg TabneTkn TpsOBa 1a c¢ NMPUEMAT NIPH XPAHEHE MU ¢ XpaHa (BX. TOYka
4.2).

Pasznpeaenenue

CBBpP3BaHETO C IUIA3MEHHUTE TTPOTEHHH MPH BB3PACTHH € BUCOKO, 0K0I0 92% no 95%, xaro cepyMHUAT
aTtOyMHH € OCHOBHaTa cBbp3Balua ¢pakuug. OO0embT Ha pasnpecieHHE € YMeEpeH € Vs
npubnusuTenHo SO nurpa.

[Teouampuuna nonvaayus

JIuncBar AaHHM 3a CBHP3BAHETO Ha pUBapoKkcadaH ¢ NNa3MEHUTE NPOTEUHY, CrieUH(BHYHY 3a Jeua.
Jluncear PK n1aHHM cnen HHTPaBEHO3HO NPUJICKEHUE HA puBapokcadaH npu aeua. O0eMbT Ha
pasnpeieneHye B CTALMOHAPHO CBCTOSHUE (Vss), M3UHCIIEH upe3 noiyaauroHHo @K Moaenupane npu
neua (Bb3pacToB AManaszoH ( o < 18 roguuu) cnea nepopaiHo NPUIMKCHUE HA pUBApOKcadaH, 3aBUCH
OT TEJIECHOTO TEIN0 H MOXe f1a ObJe OnucaH ¢ anoMeTpHYHa GYHKUNA, Che cpeaHa cToiHocT 113 | mpw
NnHuUe ¢ TenecHo Terno 82,8 kg.

buotpaHchopMalysa ¥ ENMMHHUPAHE

Oxone 2/3 oT npuioxeHaTta 103a puBapokcadaH ce noanara Ha MeTadOTUTHO pasrpaXkaaHe, ClIea KOETO
NONOBHHATA CE eNMMHHHUpa nipe3 ObbpeuuTe, a apyrata nojoBuHa — ¢ dprekanumre. [locaeanara 1/3 or
MPUWIOAKECHATA [103a CE€ HANTBYBA YPE3 AUPEKTHA OBOpEUHA EKCKPELIMA KaTO HEMPOMEHEHO aKTHBHO
BEUICCTBO B YPUHATA, [TIABHO YPE3 AKTUBHA ObOpeYHa cekpelus.

Pusapokcaban ce Merabonusupa upes CYP3IA4, CYP2J2 n CYP-He3aBUCUMH MEXaHUIMH.
Pazrpaxxnasero 4pes okycieHue Ha MOPPONHHOHOBHA PAAUKAN U XHMIPOJIW3aTa HA aMHIHUTE BPL3KH ca
OCHOBHUTE NpouecH Ha OuoTtpancdopmanus. OT in vitro n3cneiBaHUA € H3BECTHO, Ye pUBApOKCcadaH ¢
cyOcTpaT Ha TpaHCNOPTHHTE NpoTerdHHU P-gp (P-rnukonporenH) u Berp (NpOoTenH Ha pe3UCTEHTHOCT Ha
paK Ha repaara).

HenpoMeHeHuaT puBapokcadaH € Hali-BaKHWAT KOMNOHEHT B YOBEIUKATA nna3sma, 6e3 1a uma Apyru
OCHOBHH HJIM aKTMBHH LIMpKyJIupally Metabonuti. Cbe cucTtemen knupsHC okono 10 I/h pusapokcabaH
MOJXE /[a e KNaCH(QHUHpa KaTo BELIECTBO C HUCBK KMTHPBHC. (el HHTPABCHO3HO MPUNOXKEHUE HA 1034
oT | mg eNMMUHALMOHHHUAT MONYXUBOT € oxone 4.5 vaca. Cnea nepopanHo NpUIOKEHHE
CIIMMHHUPAHETO CTABA JIMMHTHPAHO OT CTENEHTa Ha abcopbunsa. EnMMUHMpaHeTo Ha puBapokcadaH ot
[yia3MaTa HacThIIBa C TEPMHUHANIEH MONYXKHBOT OT 5 A0 9 yaca npy Maaav ueauBuAaM U ot 11 g0 13 yaca
NpY MalKWeHTH B CTapYecKa Bh3pAacT.

[Teduampuuna nonyrayus
Jluncsar aaHHu 3a Metabonuima, cneudurynm 3a aeua. Jinnesat QK 1aHHHK Cliel HHTPABEHO3HO
NpunoXeHue Ha puBapokcaban npu aeua. KnupeHesT (CL), M34uucnel 4pe3 nonynauuoHHo OK

MOZEe/IHpaHe MpH aela {Bb3pacTos adana3oH 0 10 < 18 roauHn} ciien nepopanrHo Npunoxe
pHBapokcadaH, 3aBUCH OT TENECHOTO TEr10 U MOXe /12 ObAe OMUCaH ¢ anoMeTpyyHa Qy
cpenHa croiHocT 8 l/uac 3a nuue ¢ tenecHo terno 82,8 kg. CpeaHUTE reOMETPUYHH CT




MONYXUBOTA HA AMCNO3KLMA (t1/2), H3YMCIEHH Ype3 nomysaunoHno QK moaenMpaHe, HaMansaBar C
HAMATIBAHETO HA Bb3pacTTa M BapHpaT oT 4,2 yaca nNpy IOHOIUK J0 NPUONU3UTENHO 3 Yaca npH aeua Ha
BB3pacT 2-12 roguydm u ce noHvxasar Ao 1.9 1 1,6 yaca, cbOTBETHO Npu Acua Ha Bb3pacT 0,5-< 2
FOAMHHM U MO-MaJKH OT 0,5 TOIHHA.

CneuuaiHy NOoNyJTalivH

fTon
He ca ycTaHOBEHH KJIMHHYHO 3HAYMMH Pa3NiUKH BbB QapMakOKMHeTUKaTa # gpapMakoanHamuKara

MEX Y MALIHEHTH OT MBXKH K XKEHCKH Mojl. EAUH eKCILUIOpaToOpeH aHaIM3 HE 10Ka3Ba 3Ha4UMH
pa3IMuKA B €KCNO3UIMATA HA PUBAPOKCA0aH MEXCIY AELA OT MBbXKKH U KEHCKH [10J1.

Hayuenmu 6 cmapuecka sv3pacm

[TauneHTUTE B CTApueCKa Bb3pACT MOKA3BAT [10-BUCOKH [NA3MEHH KOHLUEHTPalUMH B CpaBHEHHUE C NO-
MJIAIKTE MALUCHTH ChC cpedHU cTOMHOCTH Ha AUC okono 1.5 NbTH No-BUCOKH, OCHOBHO MOpanu
HamaneHus (npuBKiaeH) obiy v OOpeueH KnupbHC. He ce Hanara Kkopekumnsa Ha n03aTa.

Paznuunu kamezopuu 8 3a8UCUMOCI OM MESAOMO

[TpexoMmepHH oTKIIOHEHHA B TelecHoTo Terno (< 50 kg unu > 120 kg) umar camo Manko BRUIHHUE BLPXY
MIa3MeHuTe KOHUEHTpalMy Ha puBapokcabaH (mo-Manko ot 25%). He ce Hanara KopekuHs Ha no3ara.
[Tpu nena, pusapokcadan ce 103Mpa Ha Dazara Ha TEIECHOTO Terno. EAHH ekcIuiopaTopeH aHAIU3 He
MOKa3Ba 3HAYMMO BIIMAHHME Ha NOAHOPMEHOTO TErSIO WK 3aTNTbCTABAHETO BBPXY EKCNO3ULIMATA Ha

puBapokcadaH npu geua.

Mesxcoyemnuvecku panunus

MexayeTHHYECKH pa3Inyud

[ Ipy Bb3pACTHHK, HE CA YCTAHOBEHH KTMHUMHO 3HAYUMH MEKAYETHHYECKH PA3IHMUA NPH NAUHEHTH OT
€BPOINEHHATA, a pO-aMEePUKAHCKATA, 1TaTHHOAMEPHKAHCKATA, ANIOHCKATA ¥ KMTalcKaTa rpyny no
OTHOLIEHHE Ha papMaKOKXMHETHKATa ¥ (JapMaKoJIWHAMHKaTa Ha puBapokcadan.

EAWH €KCIUTOPAaTOPEH aHA/K3 HE TTOKA3BA 3HAUUMHM MEXKIYETHUYECKH Pa3/IHYKUA B €KCO3ULMATA HA
puBapokcabaH Npu aeua OT AMNOHCKAaTa, KUTaiickaTa ¥ a3daTckara rpynu WiBbH AnoHus n Kurait B
CpaBHEHHE CHC CHOTBETHATA 00La NeJHATPHYHA NMONy1aus.

Yepnoopobro yepexcoane
[TauMeHTH ¢ UKMpO3a U Nleka cTerneH Ha uepHoapoOHo yepexaaHe (knac A no Child Pugh) nposssaBsar
caM0 MMHHUMAaNHHU NMPOMEHH BbB apMakoKHHeTHKaTa (cpeaHo 1,2 nbTH nosulleHue Ha AUC na
PHUBApPOKCabaH), KOETO € NOYTH CPABHUMO Ch¢ CHOTBETHATA UM KOHTPOJIHA rpyna 3ApasH HHAUBUIH.
[Ipy nalLyMeHTH ¢ LHPO3a U yMepeHa cTeneH Ha yepHoapobHo yepexkaaHe (kiaac B no Child Pugh),
cpeaHaTta AUC Ha puBapokcadaH e 3HaUMTENHO MMOBHILICHA (2,3 MbTH) B CPAaBHEHHE CBC 31paBy
aooposonud. AUC Ha Hecbp3aHaTa ¢ppakuus ce nosviuasa 2,6 neTH. [1pn Te31 naumenTH nma yu
HaMalleHO OBOpPEYHO eNMMMUHKpPaHE Ha pHBapokcadaH, noaodHO Ha TOBa NPU NMALMEHTH C YMEPEHa
cTenex Ha OBOpeyHo yBpexcnaHe. HaMa 1aHHM OT nalydeHTH ¢ TeXKa CTENEH HA YepHOAPOOHO
YBPSKAAHE.

MHxuONpaHeTo Ha aKTUBHOCTTA Ha (aKkTop Xa npu NauMeHTH ¢ YMepeHa CTENEH Ha YEPHOAPOOHO
YBpPEXKIAHE € MOBUIIEHO 2,6 NbTHU B CpaBHEHKE CbC 34paBH A00poBoauM; PT cbio e yabnkeHo — 2,1
NbTH. [TallMeHTHTE C YMEPEeHa CTENEH HAa YePHOAPOOHO YBPEKAAHE €A MO-YYBCTBHTE/IHH KEM
puBapokcabaH, KOeTo BOAM A0 NOo-cTpbMBO PK/PD choTHOWEHHE Mex Iy KOHLEHTpauuaTa 1 PT.
PusapokcabaH ¢ NpOTHBONOKA3aH MPHU NAIlMEHTH ¢ YEPHOOPOOHO 3a00N4BaHe, CBLP3AHO C
KOaryJionaTus U KNHHUYHO 3HA4YHM PHCK OT KbpBeHe, BKITIOYUTENHO nanuenT ¢ nupo3a ¢ Child Pugh B
n C (Bx. Touka 4.3). "
JluncBar KNUHUYHU JAHHM TIPU Aela ¢ YepHOAPOOHO YBPEXKAAHE,




Bvbpeuro yspeoicoane

Habnwopasa ce ypeiHYeHHE Ha €KCMO3MUMATA Ha pUBApPOKCcabaH yCnopeaHO ¢ HaMalliBaHe Ha
O0BOpeyHaTa PyHKUMA, H3MEPECHA YPE3 KPCATUHHHOBUA KIUPBHC. [1pH HHAWBUAM C NeKa (KpPeaTHHHHOB
kndpbHC 50 - 80 ml/min), ymepena (kpeaTMHUHOB KNUPBHC 30 - 49 ml/min) U TexKa (KpeaTHHUHOB
KAHpBHC 15 - 29 ml/min) crenen Ha 6L06pedHO yBpekKAaHE NJA3MEHNTE KOHLIEHTpaUHUH Ha
puBapokcataH (AUC) ca cworBeTHo 1,4; 1,5 1 1,6 nbTH No-BUCOKK. CHOTBETHOTO 3ACHIIBAHE Ha
(hapMakoaUHAMUYHUTE eEKTH € Mo-u3pa3eHo. [1pu HHAMBYAY ¢ N1EeKa, YMEPEHA U TEXKKa CTEMEH Ha
O6BpOpeuHo YBpexAaHe NATOCTHOTO HHXMOUpaHe Ha aKTUBHOCTTA HA (PAaKTOp Xa € cboTBETHO 1,5; 1.9 1
2.0 mbTH NO-CUNHO B CpaBHEHHE Che 3aApaBy 1006posoniu; PT ¢hlo € yARIKEHO — CHOTBETHO 1,3 2,2 1
2,4 nbTH. HoMa naHHU OT NaLHUEHTH C KPEaTUHUHOB KIHUPBLHC <15 ml/min.

[Topaan BCOKaTa CTENEH Ha CBBP3BAHE ¢ NJIA3ZMEHUTE NPOTEUHM HE C& OYaKBa PHBAPOKCAltaH [a MOXE
na 6bae OTACNEH Ype3 Nnanusa.

He ce npenopbuBa ynoTpeba Mpy NalMEHTH ¢ KPEaTHHHUHOB KINUPbHC <15 ml/min. Pydukcano tpadea
Jia ce U3ITONI3BA BHUMATEIHO NPH MALMEHTH ¢ KpeaTHHUHOB KIKWPBHC 15 - 29 ml/min (Bk. Touka 4.4).
JInncpar KITAHWYHU JaHHW OpU Aelta Ha | rOAUHA WK [T0-TOJIEMH C YMEPEHA WU TEXKa CTENeH Ha
6B0OpeuHo yBpexkaaHe (CKOPOCT Ha riioMepysHa Guntpauna < 50 mi/min/1,73 m?).

QapMaKOKMHETHUYHWY JaHHHW MPHU NALUHMERTH

[Ipu mauueHTH, NONY4aABalLK pUBapokcabaH 3a leyeHue Ha ocTpa AbAdoKa BeHo3Ha TpoM©bosa (ABT) 20
mg €IMH LT AHEBHO, CPEAHATA M'EOMETPHYHA KOHLeHTpauud (90% nporHozeH nHTEpBan) 2 - 4 yaca ¢
OKOJIO 24 4aca ciell IpHeM Ha A03a (MpUONH3INTENHO NPEACTaBNABALIlM MAKCUMANHATA U MUHUMAalTHaTa
KOHLEHTpalHK Mpe3 BpeMe Ha 1030BUA WHTepBan) € cboTBeTHO 215 (22 - 535) n 32 (6 - 239) mcg/l.

[Tpu neanaTpyiyHy naurdeHTH ¢ octsp BTE, nonyyaeawuu puBapokcadban npm go3a, KOpMrupaHa cnpsamo
TENECHOTO TEIN0, BOASIA A0 €KCNO3WLUA, noao0Ha Ha Ta3U MpY BL3pacTHH nanueHTu ¢ BT,
NOJY4aBaIlM AHEBHA A03a 20 mg eAUH NbT AHEBHO, CPEAHATA reOMETPUYHA CTOMHOCT HA
KoHueHTpauuuTe (MHTepBan 90%), nonyyeHd NpU BpEMEBUTE UHTCPBAJIM HA B3€MaHE Ha Npobure,
NpeACTaBNgBaALIM NPUOIH3UTETHO MAKCHMATHUTE U MUHUMAITHUTE KOHUEHTpALUHU 10 BPpEME Ha JO30BHA
WHTEpBa, ca 00001eHH B Tabmuua 13.

Tabauua 13: O000mena craTucTHKa (CpeaHa reoMeTpH4YHA CTOHHOCT (90% HuTepBan)) Ha
NJIA3MEHHTE KOHUEHTPALUH HA PHBAPOKCAOAH B CTAUMOHAPHO ChCTOARNE (meg/l) cnopen pexumMa
HA N03HPAHE H BBLIPACTTA

Bpemenu
HHTEPBAaJIH
o.d. N 12 - N 6 -
< 18 ronHHRn < 12 roaHuH
2.5-4 yaca 171 [241.5 24 2297
cnen (105-484) K91.5-777)
nmpuJiaraHe
20-24 151 [20.6 24 (15.9
yaca ciie (5.69-60.5) K3.42-45.5)
MpWaraHe
b.1.d. N 0 -<12 roamnn [N -<6ronuid N 1.5-<2 roauHn
[2.5-4 36 145.4 38 171.8 2?2  mn.c.
yaca CJell (46.0-343) X70.7-438)
npunaraHe
10-16 33  [26.0 37 2.2 3 10.7
Haca cnen 7.99-94.9) (0.25-127} (n.c.-n.c.)
NPUIAraHe




t.1.d. N 2 -< 6 years N OT paxcaanero |N 0.5 — N (O1 PAKIAHETO -
-< 2 FONHHH < 2 roJIHHH < (.5 roIHHH

0.5-3 5 164.7 25 111.2 13 |114.3 12 ]108.0

yaca Cren (108-283) 22.9-320) K22.9-346) 19.2-320)

puiiaraHe

7-8 3 33.2 23 18.7 12 21.4 1T |16.1

yaca ¢ien (18.7-99.7) 10.1-36.5) K10.5-65.6) (1.03-33.6)

npuiaraHe

0.d. = elMH ITBT AHEBHO, b.i.d. = IBa NBTH OHEBHO, t.1.d. TPH TBTH JHEBHO, N.C. = HE € U3HUCIIEHO
CToiHOCTY O A0NHATA rpaHUUa Ha konuvecTBeHo onpenensHe (lower limit of quantification, LLOQ)
ca 3aMecTeHH ¢ 1/2 LLOQ 3a n3uncneHuero Ha cratuctucTukara (LLOQ = 0,5 meg/l).

Bpnika hapMakOKUHETHKA-dhapMaKoIMHAMKKA

Bpsikara dapmakokuHeTHKa-papmakoginaMuka (PK/PD) mexay niiasMeHara KOHUEHTpauua Ha
PUBaApoKCcabaH M HAKOJIKO apMakoAMHAMHYHH KpaiiHM Touky (MHxnbupane Ha pakTop Xa, PT, aPTT,
Heptest) e npoyyeHa cnel npunaraHe Ha IMPOK JUana3oH oT 403K (S - 30 mg ABa NbTH HA ACH).
Bpbikara Mexy KOHHEHTpaUMUATa Ha pyBapokcabaH ¥ akTUBHOCTTA Ha akTop Xa Hai-n00pe ce
onucea ¢ EmaxMonen. [lo otHowenue Ha PT MoaensT HA IMHEHHO NpecHyaHe ONMUCBa NaHHHUTE
00UKHOBEHO no-godpe. HaknoHBT Ha KpUBaTa Bapupa 3HAYUTENHO B 3aBHCUMOCT OT pa3/iMyHUTE
ninonssaHd PT pearentu. [Ipyn n3nonseane Ha Heonnactur PT, PT na v3xoaHo HYBO € okono 13 s, a
HAKI0HBT 0K010 3 o 4 s/(100 mcg/l). Pesyntarure ot ananusa Ha PK/PD ot da3sa Il u Il ca cxonnu ¢

HAHHHUTEC, YCTAHOBCHH IMPH 34paBH HHAHWBHIH.

[legnaTpyH4yHa Nonynauys
Be3onacHocTTa H eMKACHOCTTA HE €A YCTAHOBEHH [IPH MOKA3aHUETO NPOPUNAKTHKA Ha HHCYAT U

cUCTEMHA eMOONHA NPH NMalUKeHTH ¢ HEKJATTHO NPeAChPAHO MbKISHE NPH ISl H FOHOLIM HA Bb3pacT
a0 18 rooguHnA.

5.3 [peaKAHHHYHH AZHHH 32 §€30IaCHOCT

HexnuHHYHWTE NaHHH HE NOKa3Bar ocobeH pUCK 3a xopa Ha 0asara Ha KOHBEHLUHOHAITHHTE
(hapMaKoIOrMYHH U3NMUTBAHUR 3a De30NacHOCT, NPOYYBaHHA 33 TOKCHYHOCT IIPH €AHOKPATHO

NMPHITOXRCHHUC, C])DTDTDKCH'—IH(}CT, rcHOTOKCHYHOCT, KaHUCPOTr€¢HEH NOTECHUHAII U KOBCHKIIHA

TOKCHYHOCT.
Edekrute, HaOmonaBaHy Npy U3INHTBAHUATA 32 TOKCHYHOCT IPH MHOIOKPaTHO NPHIOKEHUE, Ca

CBBP3aHH OCHOBHO CBC 3acHIeHaTa apMakoJWHAMHYHA AaKTUBHOCT HA puBapokcadaH. [1pu nnbxose ca
Ha0JIl01aBaHH NOBULLIEHH 11J1a3MeHH HUBa Ha IgG u IgA npH HWBa Ha eKCrno3UUKs, CHOTBETCTRALLM Ha
KIIMHUYHUTE.

[Ipu nobpxoBe He ca HaO0MwAaBaHU eheKTH BLPXY QEPTUANTETA IIPH MBXKKHTE MITH KEHCKHUTE

JKHUBOTHH. M3NIUTBAHMATA ITPH KHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT, CBbp3aHa C
dapMakonoruyHusA MeXaHU3bM Ha AeicTBUE Ha pHBapokcadaH (Hanp. XeMOparuuHy YCNOXHEHUSR ).
[Mpy nna3sMeHn HUBA, CHOTBETCTBAIM HA KIMHHYHHTE, ca HabmoaaBaHu eMOpuo-deranHa

TOKCHYHOCT {NMOCTUMILNAHTALHOHHA 3aryoa, 3a0aBeHO/CTUMYIMPaAHO OCH(PHLHMPAHE, MHOXECTBEHU
Onenu xenaTanHH NETHA) W NOBULLUCHA YECTOTA Ha Hali-4ecTo cpellanuTe MandopMalini, KakTo U
MnuaueHTapHy npoMeHn, [1pu npe- ¥ NocTHATATHO MPOYUBaHE PH MIBLXOBE € HAbNKaBaHa

HaMa/leHa BUTATHOCT Ha NOKOJIEHUETO NPH A03H, TOKCUYHHU 32 MaHKHTE.

PupapokcabaH e u3cnenpaH rpHy XOBEHHTHU TUThXOBE NPHU NPOLBIKUTENIHOCT Ha JIEUYCHH
MeceLla, ¢ Ha4alo OT MOCTHATAIEH OeH 4, KOeTO NMOKa3Ba NOBUILEHHE Ha MepUUHCYIap



KOSITO HE € 3aBMCHMa OT J103aTa. He e HabyromaBaHo 10Ka3aTesIcTBO 3a crieluM¢pryHa TapreTHa opraHHa
TOKCUYHOCT.

6. OPAPMAINEBTHYHHU JAHHHU
6.1 CnHcbK HA NOMOILLIHHTE BelllecTBa

Anpo Ha Tabnerkara

Harpues naypuicyndar

JlakTo3a

[Tonokcamep 188

[lenyno3a, mkpokpucranta (E460)
KpockapaMeno3a HaTpui

Marue3ues creapat (E470b)

CunuumeB TUOKCH], KoJiouieH 6e3BoaeH (ES51)

OUIMOBO NOKPUTHE Ha TabieTkara
Xunpomernosa (E464)
TuranoB nuokcua (E171)

Makporon 3350 (E1521)
XKeneszeH okcua, yepseH (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roaHocT

3 TOAHUHH

6.4 CneuHajHH YCJOBHA HA CbXpPaHEHHeE

To3u nexkapcTBeH NPOAYKT HE U3UCKBA CMELIMATHH YCIIOBHA HA CbXPaHEHHE.

6.5 Buau cpabpKaHHE HA ONTAKOBKATA

Pyghuxcano 15 mg gpunmupanu mabnemiu:

Anymunuesu PVC/PE/PVAC 6aucrepu B KapTOHEHHM ONAaKOBKH OT 28 WK 42 GHIMHpPaHH TabJIETKHU.

Pygpuxcano 20 mg urmupanu mabaemxu:
ANyMHHHEBH PVC/PE/PVAC OJIMCTEPH B KAPTOHEHH OTMAKOBKH OT 23 ¢naMupanu TabIeTKH.

6.6 ChneunagHH nNpeanasHH MEPKH NPH H3XBLPJsAHE H padoTa

Hen3non3BaHUAT JieKapCTBEH NMPOAYKT WM OTIaAbYHUTE MaTepUalivi OT Hero Tpsabsa aa ce
U3XBBPJIAT B CbOTBETBUE C MECTHUTE H3UCKBAHMUA.

PasTpoliaBaHe Ha TabJIETKUTE




Tabnerkute puBapokcadaH Morar aa ce pastpowar ¥ fa ce cycnenaupar 8 50 ml Boga, u aa ce
MPUIIOXKAT Hpe3 HA30racTpaliHa COHJAa WM CTOMALUHA COHIA 3a XPaHEHE Ciell [TOTEbPKIACHUE, Ue
COHOAaTa € pa3roeNioxkeHa B ctoMaxa. Cnes ToBa coHiara TpsadBa aa ce npoMHUe ¢ BojJa. 1bH Kato
abcopObuusaTa Ha puBapokcabaH 3aBHCH OT MACTOTO Ha OCBODOXKAABAHE KA AKTUBHOTO BEILIECTBO,
TpabBa aa ce u30area NpUNOKEHHE HAa pUBApoKcadaH QUCTATHO OT CTOMAaxa, Thil KaTO TOBA MOKE
Aa noBeae A0 HaManeHa abcopOLMA U BCIEACTBME HA TOBA 10 HAMAIEHA EKCIO3ULIMA Ha
aKTHBHOTO BeuiecTso. Clien NpunoXKeHHUE Ha palTpolileHa Tab/erka pusapokcabad 15 mg wiu 20
mg, NPMeMbT HA A03aTa B TAKBLE Cly4yal TpsadBa BeaHara na 0bae nocneaBaH OT €HTEPATHO
XpaHeHe.

7. [MPUTEXATEJI HA PASPEIHNEHHETO 3A YHOTPEBA

Alkaloid-INT d.o.o,
Slandrova ulica 4,
1231 Ljubljana — Crnude

CrnoBeHus
TenedoH: + 386 1 300 42 90

dakc; + 386 1 300 42 91
nmeitn: info@alkaloid.si
8. HOMEP(A) HA PA3PELIEHHETO 3A YHHOTPEBA

Pydukcano 15 mg duMaupaHn TabneTky Per. Ne 20230022
Pydukcano 20 mg dumnupanu tabnerku Per. Ne 20230023

9. JAATA HA ITBPBO PA3ZPELIABAHE/ITIOJHOBABAHE HA PAZPELLIEHHETO 3A
YIIOTPEDBA

Hara na nvpBO paspewaBane: 01.02.2023 r.
Jlara Ha nocneaHo MoAHOBABAHE;

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA

06/2024




