KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. WME HA JEKAPCTBEHMSI TTIPOJIYKT Lo 220074”

Kcunree 15 mg ¢uiimupanu tablieTku 2\9/?; 1 7 -10- 207"

Xiltess 15 mg film-coated tablets

2. KAYECTBEH U KOJIMHECTBEH CbCTAB
Besika dumupana tabnerka coabpka 1S mg puapokcadau (rivaroxaban).

3a IMbJIHKUS CITUCHK HA TTOMOILHUTE BCULIECTBA BUIKTE TOUKA 6.1.

LA JJEKAPCTBEHA ®OPMA

(Dunmupana raderTka.

Kpbria, ABOMHOM3IbKHANA, YepBeHHKaBO-kadspa (puimupana tabiaerka ¢ Haanue ., E843™ or e/tnata
crpaHa v 6e3 HaAMue OT Jpyrara cTpaHa, ¢ Aamersp npudausuresndo 8,1 mm.

4.  KJUHUYHU JAHHMU

4.1 TepaneBTHYHH NOKA3AHUS

Bvipacmmnu

[IpodhunakTHka Ha UHCYAT KU cUCcTEeMHA eMOOJIMS NTPH BH3PACTHH MALMEHTH C HEKJIAMHO MPeJAChP/IHHO
MBIKIEHE C €/IMH WJIK MOBeYe PUCKOBH (PAKTOPH, KATO 3aCTOWHA Chp/I€YHA HE10CTaThbYHOCT,
XHIIEPTOHMS, Bb3pacT =75 roJAuHH, 3axapeH aua0eT, npeaecTBail HHCYIT WK NMPeX0/1eH HCXEMHUYCH

MPHCTDbIL.

Jleuenue na awniiboka BeHosHa tpombo3sa (JIBT) u 6enoapoden embonusbm (bE) u npoduiakruka Ha
peumamsupam JIBT u BE npu Bb3pacthu. (Bxk. Touka 4.4 3a XeMOAMHAMUYHO HECTAOMIIHK MALMEHTH

¢ BE.)

[leduampuuna nonyiayus

Jleuenue Ha BeHosen TpomboemOoanzbm (BTE) v npodunaktuka Ha peunausu Ha BlE npu neua u
IOHOLIKM Ha Bb3pacT 1noj 18 roguun u ¢ terno or 30 kg g0 50 kg Hai-Manko 5 AHU Cliel HAYaHO
apeHTepaJHO AHTHKOATYJIAHTHO JIeUYEHHE.

4.2 JLO3MpOBKA H HAYHH HA NPHJIOKEHHE

lo3upoBKa

IIpohunakmuxka na uHCyim u cucmemua emooaus npu 6vb3pacmnu

[Tpenopbumnrennara n03a € 20 mg eAMH MbT JAHEBHO, KOETO MPEJICTAB/IABA U MPENopbYHTEIHATA
MaKCHMasiHa j103a.

Jleuenuero ¢ Kcunrec TpsadBa a1a ce npoab/pKaBa B IbJArOCpOUEH I1J1aH, KOraTo rnoJjsara ot
npod)ujaaKTUKaTa Ha MHCYJIT U cUcTeMHA eMOO0JIMs HA/IBUILIABA PUCKA OT KbpPBEHE (BXK: TOUKa 4.4).

AKO ObJ1€ rpornycHaTa HSKos J103a, nauMeHTsT TpaOBa aa npueme Keuarec HezabaBHO v Ha
clie/iBaLM JIEH J1a MPOBJDKHU C NPUEMa eJIMH ITbT JIHEBHO, CbhIIacHO npenopbkute. He Tpsabpa na
ce npuemMa JBOHHA /103a B ChLIMA JICH 32 KOMIICHCHPAHE Ha MPpOoIycHaTa J103a.



Jleuenue na JIBT, nevenue na BE u npoghunaxmuxa na peyuousupawu /BT u bE npu es3pacmuu
[IpenoprbunTeNHaTa 4032 32 HAYAIHO JieveHne Ha ocTpH JIBT unv BE e 15 mg asa nmeTv AHEBHO Npe3
TbPBHTE TPU CEAMHLM, NOcNeABaHa oT f03a ot 20 mg BeAHbX AHEBHO 32 NPOABL/DKABALLOTO JIEHEHHE
n npodunaxTHka Ha peuuausupawun JIBT v BE.

Tps6Ba 4a ce HMa NMPeaBUI KPATKOCPOUHa Tepanus (Haii-manko 3 meceua) npu naunenty ¢ JIBT win
BE, npoBOKMpaHu OT FONIEMH NPEXOAHH PUCKOBH (PAKTOPH (T.€. CKOPOLUHA rojiAMa ONepaLms HiH
Tpasma). [To-npoabmkutenya repanus Tpabsa na ce Wma NpeaABHA NPH NaLUMEHTH C NTPOBOKHPAHH
BT nnu BE, HecBBP3aHH ¢ roNeMH NMPEXoAHH pHUCKOBH (paxTopH, HenpoBoxupaHH JIBT unu BE unu

aHaMHe3a 3a peunansupawid JIBT unu bE.

Korato e noka3saHa no-npoabkuTenHa npogunakruka Ha peurausupawy JIBT n bE (cnen
3aBhLpLUIBAHE HA NOHe 6-meceuHa Tepanus 3a JIBT unu BE), npenopbuunrenqata aosa e 10 mg BeaHbXK
aHeBHO. TTpK NaUMENTH, MPH KOMTO Ce CMATA, Ye PUCKBT OT peuransupawn JIBT unu bE e Bucok,
KATO T€3H C YC/IOKHEHH CHITLTCTBALLHM 3a60/15BaHIA, WM KOUTO ca pa3BuiH penuaysupaiun BT suim
BE npu no-npoawmkuTenHa npodunakrika ¢ Kenwnree 10 mg o BeannK AHeBHO, TpAOBa Na ce uma
npeasya npuem Ha Keuntec 20 mg BeAHBXK AHEBHO.

[Mpoab/OKHTENHOCTTA Ha TepanuaTa TpaGBa fia ce onpenen U 1o3aTa a ce uzbepe HHAHBUIYAIHO
cliell BHUMATENHA OLIEHKA Ha ChOTHOLLIEHHETO MEXIY MON3aTa OT JICUEHHETO H PUCKA OT KbPBEHE (BX.

TouKa 4.4).

Ilepuoa ot Bpeme Cxema na npunarade; O6ima 1HeBHa
— 033
JleyeHune u Hen 1-21 15 mg ABa MTbTH 30 mg
npoguiiaKkTKa Ha JHEBHO
peuyausupatuy BT v | Jlex 22 vaTaThK 20 mg BeaHBXK AHEBHO| 20 mg
bE
[TpodunakTuka Ha Cnen 3aBbplLIBaHE Ha Hall- 10 mg BeanmbK 10 mg
peuvausupainy BT 1 | Manko 6-meceuHa Tepanus 3a nHeBHO UM 20 mg unu 20 mg
BE . - ABT unu bBE BEAHBXK JHEBHO

3a ynecHaBaHe NpeMHHaBaHETO OT 203a 15 mg kbMm ao3a 20 mg cnen Men 21 e HannyHa 4-ceAMHYHA
onaxkoBka puBapokcabaH 3a 3anousaHe Ha neyeHune Ha JIBT/bBE (ripeanaranu ¢ pa3nvuHH TbProBCKH
HaUMEHOBaHMHS ).

Axo BBB (hazara Ha neueHue ¢ 15 mg asa mbTH AHeBHO (AcH 1-21) ce npomycHe eanH 1pHeM,
nauneHTsT TPAOBa He3abaBHO na npuemMe Keunrec, 3a na ce ocurypu obmio npHeTo KOJIH4ECTBO OT
30 mg Kcunrec 3a eanH aeH. B nogoben cnyuaii moxe aa 6baar npuetu ase Tabnerky oT 15 mg
HaBeAHDBXK. [lalueHTsT TpbGBa Aa NPOABIKH peAOBHHS NpHEM Ha 15 mg ABa ITETH AHEBHO Ha
CleABAlLMA ACH, KaKTO € NPenopb4aHo.

Axo BbB (hazara Ha NeueHHe C eJMH MPHEM Ha ACH Ce NpPOMYyCHe €AWH NpPHEM, NaUMEHTLT TpaOBa
HezabaBHo na npueme Kcunrec v Tpabea ga npoabmxkKKW pPEeNOBHHR NMPHEM BEAHBLK AHEBHO Ha
cle/iBallHA [IeH, KakTo € npenopb4aHo. He TpaGsa na ce u3non3ea ABOHHA A03a B PAMKHTE €HH M
CHIIM JIEH, 32 a Ce KOMIEHCHpa NpornycHaTaTa a03a.

eruenue na BTE u npogunaxmuxa na peyudusu va BTE npu Oeya u ronowu
J'lL-quum ¢ Kcunrec npu geua u 10HOLWHM Ha Bb3pacT noa 18 roaunu tpadsa Aa 3anouHe Hak-Manko
5 AHK ceR HavallHO MapeHTepPanHo aHTHKOAryJaHTHO AevYeHue (BxK. Touka 3.1).

|
:
!
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Illnaa'ra 32 JeLa M IOHOIIM Ce M3UMCaABa Ha 6a3aTa Ha TENECHO Tero. T

- Tenecno rerno ot 30 xo 50 kg: // AL N
MpenopbyBa ce eJHOKPaTHa AHeBHa 103a |5 mg puBapokcaban. Topa e Maxdnmauﬂara oy "—;‘_‘-,_,-___\
IHEeBHa 103a. o T NI

- Tenecno Terno 50 kg unu noseve: R Syt } . };
f" i
npenophuea ce eAHOKpaTHa JHeBHa 103a 20 mg puBapokcabaH. Tosa ¢ MakcqmanaTa . "’



IHeBHa 103a.
- 3a nauneHTH ¢ TenecHo Terno mox 30 kg Biwkre KpaTkara XapakTepuCcTHKA HA MPOAYKTa,
ChbAbPAKau] puBapokcabaH rpaHy M 3a NEpopanHa CyCreH3uA.

Ternoro Ha aerero TpaOBa Aa ce MpocieaaBa 1 A03aTa [a CE npepasryiexna penosHo. Tosa e
HeoOXOAMMO, 3a [a Ce rapaHTHpa, Yye ce NoAAbpKA TepaneBTHYHa fo3a. Kopexuus Ha no3ara Tpadsa
/1a CE MPABH CAMO Bb3 OCHOBA HA MPOMEHM B TEJIECHOTO TErJIO.

Jleuenuero Tpabsa Aa Obae NPOABLMKEHO 32 Hail-Manko 3 Mecella Npu Aeua ¥ 1oHouH. JleweHueTo
Moxe aa-6bae yABDKeHo 40 12 Mecena, KOFaTo € KIIHHHYHO HeoOXxoauMo. JIMNCBaT AaHHU Npy Jleua B
nojIKpena Ha HamaABaHe Ha 103aTa crel 6-MecedHo eueHne. CbOTHOLIEHHETO NMoN3a-pHUCK Ha
NPOABL/DKABAHE HA TepanuaTa cnel 3 Meceua Tpsa6sa aa 6bae olleHEHO HA MHAMBMAYanHa Oasa, Kato ce
WMa MpeaBH PHCKA OT peunaueupalia TpoMbo3a crpsAMO NOTEHUHANHHE PUCK OT KbPBEHE.

AKO ce npoITyCHe eJ1H NpHeM, NponycHaTara 103a Tpabsa 1a ce B3eMe Bb3MOXKHO HAH-CKOPO clielt
KaTo ce 3a0esiexu TIPOIyCKa, HO CaMOo B ChlMA AeH. AKO TOBA HE € Bb3MOXHO, NALHEHTLT TpAOBa Aa
NPOITYCHE J03ATa M [a MPOABL/HKH ChC ClieABallaTa 103a, KaKTo € npeanucato. [lauMeHTsT He Tpadsa
7a B3eMa f1Be 1034, 3a 12 KOMMeHcHupa NMpolycHaTara 1034.

Ipemunaeane om neverue ¢ awmazonucmu na eumamur K (ABK) xom Kcunmec
- [TpodunakTika Ha HHCYNT K CUCTEMHA eMDoNuUA.
ABK Tpafpa aa ce cnpat 1 aa ce 3ano4ne nedeHueto ¢ Kenaree, korato MexxyHapoaHoTo
Hopmanusupano cboTHoweHue (International Normalised Ratio (INR)) e <3,0.
- Jleuenue Ha JIBT, BE u npodunakTika Ha peuHavMBHA NPy BL3PACTHU U nevyeHue Ha BTE n
npo¢iakTHKa HA PELIMANBH NPH NENHATPUYHK NAUKEHTH!
ABK Tpabsa na ce cnpat 1 aa ce 3anouHe neyenuero ¢ Keunrec, korato INR e <2,5.
[Tp npemuHasane ot neueHne ¢ ABK kbM nevenne ¢ Kemnrec croiiHocTuTe Ha INR ute 6vaar
¢danuuneo nopuiueHu caea npueMa Ha Keunrec, INR He € Banuaen napaMeTsp 3a HaMepaaHe Ha
AHTHKOATY/IaHTHATa akTMBHOCT Ha KcunTtec u cnegosartenHo He TpsAOBa Aa ce B3NO0/38a (8. TOUKA

4.5).

TIpemunasane om aeuenue ¢ Kcunmec xom anmazonucmu na sumamun K (ABK)

Hma BepOATHOCT aHTUKOArynaunaTa aa b/l HeaaeKBaTHa B X0[4a Ha NPEMHHABAHETO OT JIEHEHHE C
Keunrec kxbM ABK. Tpabsa na ce ocurypu npoab/KUTeNHaA a1EKBATHA aHTHKOArylauMua npu
npeMHHaBaHEe KbM AITEPHATHBEH aHTUKOArYNaHT. Tpaﬁna na ce orbenexu, ue Keunrec Moxe aa
00ycnoBy MoBUiLIEHH cTOHHOCTH Ha [INR.

[Tpy nauMeHTH, npeMruHaBauu ot neyeHmne ¢ Kennree kpM ABK, ABK 1pabea aa ce npnemar
napanenado Ao aocruraHe Ha INR >2.0. [1pe3 mbpsuTe ABa AHHM OT NpEeXOAHKA nepuoa TpsabBa aa ce
npyiara crasnaprHata HadanHa nosa ABK, cnea koeto no3zata Ha ABK Tpabsa aa e cnopen
peaynraTute 3a INR. Jloxato naunentuTe npuemar eaHoBpeMeHHo Kcunrec u ABK, INR He Tpsabsa
71a ce M3cNeBa no-paHo oT 24 yaca cieq npeaxoaHara 4o3a, a CaMO HENOCPEACTBEHO Mpeau
cneasawata goza Kewnrec. Cien kato ce npeycradoeu npyveMa Ha Keunrec, INR Moxe na ce
M3CJIEABA M PE3YJITATHTE Ja Ca HaAeKIHH noHe 24 yaca ciel npHeMa Ha nocaeaHaTa A03a (BXK. TOHMKH
4.51n5.2).

[lenaTpMuHH NALHEHTH:

HeuaTa, kouTo npeMyHasaT ot Kcunree kbM ABK, Tpa6Ba aa npoabimxar aa npuemar Keunrec 3a

48 uaca ciiea nppearta no3a ABK. Cnex 2 nuM Ha elHOBpeMEHHO npunoxeHue Tpabpa aa ce Harpasy
Hic/ieABaHe M Ja ce Noayuar pesynrarure Ha INR, npeau cneapalnara gosa Kcunree rio cxemara.
[IpenophuBa ce enHoBpeMeHHOTO npunoxeHHe Ha Keunrec n ABK ga npogbiiku, aokato INR e 22,0
Illom xato npuemsT Ha Keuntec e npeycraHoseH, INR Moxe na ce Hacneasa v fa ce monyvar | _ —.

HaAEXIHMU pe3yaTaTH 24 vaca cnej NpHema Ha mocneaHara no3a (BxkK. No-rope U To4Ka 4.5y v, ﬂ’_\
. o R -n-l. "J h
- R ) .H"\a
Ilpemunaeane om nevenue ¢ napenmepaniu anmuxoazyaanmu xem Kcunrmec C T\ \
[Tpu BB3pacTHH M NEAMATPUUHH NALMEHTH, KOUTO B MOMEHTA MOyYaBaT NnapeHTePalHH R SN

|
AHTHKOArYJIaHTH, NPEYCTAHOBABAHETO Ha MapeHTepanHys aHTHKOArYJaHT H 3allO4BAHETO Ha Kcmrrec S
0 1o 2 yaca npeAr MOMEHTA 3a CJIEIBAILOTO NJIAHOBO NPWICKEHHE HA NapPEHTEPATTHUA JICKAPCTREH * |




NpoAyKT (HANP. HHCKOMOJIEKY/1IEH XeNapHH) UK B MOMEHTA Ha CriMpaHe Ha NPOABIKUTENHOTO
NPUNOKEHHE HA NAPEHTEPATHHS JIEKAPCTBEH NPOAYKT (HaNp. HHTpaBeHo3eH He(ppaKLIHOHUPaH

XenapuH).

Hpemunaaane om nevenue ¢ Kcurmec KoM napesmepaiHu anmuxoazyanmu
[TpeycraHoBeTe npiema Ha Kcunrec H NpunoxeTe NbpBaTa 403a OT NAPEHTEPATHHA AaHTHKOAryNaHT B
MOMEHTA, KoraTto Tpa0Ba aa ce npueMe cieapaiara n03a Kcunrec,

Cneyuanny nonysayuu
bvbpeuno yspedcoane

Bb3pacTHu:
OrpaHM4eHHTe KTMHUYMHH JaHHHA OT MauyeHTH ¢ Texko 6p0peyHo yBpexaate (KpeaTHHHHOB

iMpbHE 15-29 ml/min) noka3ear, ue ra3MeHHTE KOHUEHTPAUKK Ha pHBapokcabaH ca 3HAYHTEHO
noevienn. 1o Tasu npuuuda Kcuirec Tpabea aa ce npuiara BHUMATENHO MPpH TE3M naitweHTy. He
ce npenopbusa ynotpebaTa NPy nauMeHTH C KPeaTHHHHOB KIMPBHC <15 ml/min (Bx. Toukn 4.4 4

5.2).

ITpu nauMeHTH ¢ ymepesa crenex Ha 6b0peuHo yBpexaaHe (KpeaTHHHHOB KHpbHC 30-49 ml/min)
KNKM C TeXKKa cTeneH Ha 6u6peuHo yBpexxaaHe (KpeaTHHHHOB KWIMPBHC 1529 ml/min) ca BannaHu

CNeAHHUTE NPENOPbKY 38 JO3HPAHE:

- 3a npodHNAKTHKA HA HHCYNT U CHCTEMHa eMO0THA NPH NALMEHTH C HEKIAMHO NPEACHPAHO
MBbXAEHe NPENopPbUKTENHATA 1032 € 15 mg BeAHbXK AHEBHO (BX. ToukKa J.2).

- 3a neuexne Ha JIBT, neyenue Ha BE u npodunakrika Ha peunausupaum BT 1 BE:
nalUeHTHTE TpAbRa na 6baaT NekyBaHu ¢ 15 mg Ba TbTH AHEBHO MPE3 MbPBHTE 3 CEAMHULH.
Cnepn ToBa, KOTaTO NpenopbuMuTeNHaTa fo3a e 20 mg eanH NbT AHEBHO, TpAOBA Aa ce
obMuciu HaMangaBaHe Ha Ko3ata oT 20 mg BeAHDBX AHEBHO HA |5 mg eauH mbT AHEBHO, aKo
OLIEHEHHSAT PHCK OT KbpBEHE 3a TALMEHTA HAIXBbpas pyUcKa OT peunausupaiii BT v bE.
[penopbkara 3a ynorpebara Ha 15 mg ce ocHOBaBa Ha apMakKOKMHETHYHO MOJENUPAHE H
He € MPOY4BaHa [PH Te3M KWIMHUYHK YycnoBua (B, Touks 4.4, 5.1 1 5.2).
KoraTto npenopburtennara n03a e 10 mg eauH T AHEBHO, HE Ce Hanara Ta 1a 0n1e

KOpUrupaHa.

He ce Hanara xopexuua Ha 003aTa NPU NMAaLMEHTH C leka cTener Ha Ob0pedno yBpexaane
(xpeaTHHHHOB KIHpbHC 5080 ml/min) (Bx. Touka 5.2),

[NeauaTpryHa nonynauys:

- Jleua ¥ IOHOLLHK ¢ NeKa cTeneH Ha 0L0peuHo yBpexaaHe {(CKOPOCT Ha rNoMepyiHa puntpauus
50 — 80 mI/min/1,73 m?): He ce Hanara xOpeKLUHA Ha A03aTa, Ha a3aTa Ha AaHHU NpH
BB3PACTHH M OFPaHWYEHH JaHHH NPH NEAHATPHYHH NMALMEHTH (BX. TOYKa 5.2).

- Jlena ¥ IOHOWIM C YMEPEHA HITH TeXKKa cTeneH Ha OBOpeyno yBpexaaHe (CKoOpocT Ha
rnomepynHa dwrrpaums <50 ml/min/1,73 m?): Kecuntec He ce npenopbuBa, Thil KaTO JIMNCBAT
KIMHHYHH JaHHH (BX. Touka 4.4).

Yeprodpobuo yspesicoane

KcuaTec e NnpoTHBONIOKa3aH NpH MaLMeHTy ¢ YepHoapobHO 3abonsBsaHe, CBBP3AHO C KOArysonaTus 1
KITHHHYHO 3HAYMM PHCK OT KbpBEHE, BKIIOUMTENHO nauneHTH ¢ udposa ¢ Child Pugh B u C (8x.
TOUKY 4.3 ¥ 5.2). JInnceaT KIMHKYHY AaHHU fIPH Aela C uepHOApoOHO yBpexaaHe.

Cmapuecka gvipacm
be3 kopexuus Ha Jo3aTa (BX. TOUKa 5.2). - N

TenecHo mezno A e TN
Be3 KOpeKLHA Ha 1103aTa fpH BB3PAacTHH (BXK. Touka 5.2). ZEEE A
[pu nearaTpUUHK NALMEHTH A03aTa ce Oflpesesa Ha 6asaTa HA TENECHOTO Ternol . BN




Ilon
Bes kopekLMa Ha no3aTa (BX. TOUKa 5.2).

IHayuenmu, noOROXNCEHU HA KAPOUOEEPIUO
[TIpuemsbT Ha Kcuarec Moxe Aa 3anoyHe MW Aa NPOAB/DKH MPH NAUHEHTH, MPH KOHTO MOXKE aa €

Heo0XOAMMO KapAHOBEP3HO.

Mpu KapavoBEp3KO HACOUBAHE OT TpaHcesodareantHa exokapauorpagus (TEE) npH nauneHTH, KOMTO
He ca GHH NIEKYBaHH ¢ aAHTHKOArynadTH, neveHdero ¢ Keunrec Tpabsa fa 3anoune nafi-manko 4 vaca
NpenH KapAHOBEP3KO, 3a 1a CE rapaHTHpa AKeKBATHA aHTHKOArynauus (Bx. Touku 5.1 u 5.2). Ilpu
BCHYKH HAIHEHTH, NPex Kapanosep3Ho Tpabpa Aa ce MOTHPCH NOTEBLDKACHHE, Y€ NALMCHTLT €
npuen Keunrec, kakto e npeanucaHo. Ilpy B3emane Ha petieHHe 3a 3aro4BaHe Ha Teépanus 1
OMNpeAensHe Ha NPOABDKHTETHOCTTA K, TPAOBA 1a C€ HMAT NPeABHJ YCTAHOBEHHTE NPETIOPBKH OT
PBKOBO/JCTBATA 32 AHTHKOArYaHTHO IGYEHHE NPH MaLMEHTH, NOANOXKEHH Ha KapRHOBEP3HO.

Hayuenmu ¢ nexnanio npedcsporo mucdene, koumo nodaexcam va I1IKH (nepxkymanna KOpoHapHa
UHMeEPBEHYUR) C NOCMABAHE HA CMEHM

Hima orpaH{ueH ONMUT NO OTHOUIEHHE Ha HamaneHa Ao3a 15 mg puBapokcabaH BeAHBX AHEBHO (MAH
10 mg pusapokcabaH BEAHBXK JHEBHO 38 NALIMEHTH C YMEPEHO TEXKA cTeneH Ha ObOpeyHO yBpexaHe
[xpeaTHHuHOB KIUpBHC 30-49 ml/min]), B nonbiHeHne keM P2Y 12 unxnbutopa 3a 12 meceua
MaKCHMYM, TIpH NaLKHEHTH ¢ HEKIANHO NPEACHPIHO MBK/ACHE, KOUTO CE HYXKAAAT OT nepopanHa
aHTHKOAryJaHTHA Tepanus H ca Ounu nopnokern Ha [TIKH ¢ noctasaxe Ha cTeHT (BXK. TO4kH 4.4 K

5.1).

Ileduampuuna nonynayun

BezonacHocTTa M edyUKacCHOCTTA HA puBapokcabaH npy Aeua Ha Bb3pact 0 20 18 roAUHH He ca
YCTAHOBEHM TPH NOKa3aHMETO NPOdHAAKTHKE HA HHCYJIT U CUCTEMHA eMOO/IHS fIPH NALMEHTH C
HEKJIAITHO NMPEeACHPAHO MbxaeHe . JInnceaT aaHHH. 110 TasH nprU4KHa TOH HE Ce NMpernopbbBa 3a
ynorpeba npu seua noa 18-rogMuiHa Bb3pacT ApH ApYrH NoKasaHUs ocBeH neyenne Ha BTE u
npodunakTika Ha peunausy Ha BTE.

Hauuy Ha IpHAOKEHHE

Buipacmnu
3a nepopantHO MPUIOKEHHE.

Kcunrec 15 mg duamupany tabnetky Tpabpa na ce npuemar ¢ XxpaHa (Bx. Touka 5.2).

Crushing of tableis
Pazmpowasane na mabnemxume
[1pu nauueHTH, KOUTO HE MOTAT J1a nornbLaT TabneTkuTe Henu, Tabnerkara Kewirec Moxe 1a ce

PA3TPOLIM K CMECH C BOJa WM A0BAKOBO MIOPE HENOCPEACTBEHO NpeaH ynotpeba 1 Aa Ce NPUIIOKH
nepopanno. Cnea npunaraHeTo Ha pasTpoweHH punMupanu tabnerku Kennrec 15 mg unu 20 mg
ao3ara Tpadea na 6vae nocnenpaHa He3abaBHO OT XpaHEHE.

PastpoiueHaTa TabneTka MOJXKE Ja Ce mpuara ChbLi0 U 4pe3 CTOMalliHa COHJa (BX. TOUKM 5.2 4 6.6).

[eya u onowu c mez2no om 30 kg 00 50 kg

Kcunrec e 3a nepopando npunoxenre. [TaunentsT Tpadsa na Obae NOCHBETBAH fa NOTIIBILA
Tabnerkara ¢ TeuHocT. Ta TpaOBa Chlo 1a ce npuemMa ¢ xpaHa (Bx. Touka 5.2). Tabnerkure Tpabsa na
ce TIpHEMAaT npe3 HHTepBat npubausurenHo 24 yaca.

B cnyuyaii He malMeHTLT U3IUK0E BeIHAra 403aTa U MOBbPHE B paMKHTE Ha 30 MHHYTH cael
NpUIIOXKEHHE Ha A03aTa, TpaGBa Aa ce Aane HOBa A03a. AKO obatie MalMEHTHT NOBbPHE NTOBEYE OT
30 MuHYTH Clies npHeMa, J03aTa He TpAOGBa Aa ce npunara OTHOBO M CleABaLlaTa n03a TpﬂGBa Aacg

B3eMe M0 CXeMara. R \\
TaGnerkara He TpabBa Aa ce pazgens npy onur aa ce Habasu 4acT OT 103aTa B Taﬁnaﬁca’:‘a RN
SO N R L
Pasmpowaeane na mabremxume | A
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iepopasHa CyCeH3uA.
AKO NnepopaHaTa CyCreH3ns He e Ha pa3noIoNKEHHE BeHara, Koraro ¢a U3nucaHu 2o3u 15 mg win

20 mg pupapokca6aH, Te Morat aa 6baaT HaGaBeHH, xkaTo ce pastpowy Tabnetka 15 mg win 20 mg u
ce CMECH ¢ BOJa WM A0BJIKOBO Mope HENOCPEACTBEHO Npeaun ynoTtpeda v €& NPHNoXKK NEpopastHo.
PastpouieHata Tabnerka MoOXe Aa ce NpUnara Ype3 Ha3oracTpanHa Wiy CTOMallHa COHJIa 38 XpaHeHe

(BX. TOYKH 5.2 1 6.6).
4.3 IlporuBonoxKasaHus

CBpbX4YBCTBUTENHOCT KbM aKTUBHOTO BELECTBO WIIH HAKOE OT NOMOLLHUTE BELIECTBRA, H30pOeH! B
TOYKa 6.1.

AKTHBHO, KJITHHHYHO 3HAYHMO KbpBEHeE.

JIeans nnn cbCTOAHKE, aKO Objle cUeTeHO, Ye MpeacTaBIABA 3HAYKM PHCK 32 roJItMo KbpBeHE. ToBa
MOM¢E 712 BKJIIOYBA HACTOALLA MM CKOPOLLIHE raCTPOMHTECTHHANHA A3Ba, HAJTHYHE HA 3NOKAYECTBEHH

HEOTUIa3MHM C BHCOK PHCK 3a KbPBEHE, CKOPOLIHO HapaHABaHE Ha rNIaBHHA WIH rpbOHauUHUA MO3DK,
CKOpOLLHA Ofepauys Ha FMaBHHA MO3bK, PbOHAYHHA MO3BK HIM OUMTE, CKOPOLIHA BLTPEYEPENHA

XeMOparus, M3BeCTHH WK CYCNEKTHH e30(areantu BapHLUH, apTEPUOBEHOIHH MalihOpMELIUH, CHAOBH
aHEBPH3IMH WIH FOfieMH HHTPACTIHHAIHN HITH HHTpaLepeOpaltHn CbA0BH aHOMANHY,

EAHOBPEMEHHOTO JIeYEHHE C ApYry aHTHKOArynaHTy, Hanp. HedppakumoHupan xenapur (HDX),
HUCKOMOJIEKYJTHH XenapyHH (€HOKCanapHH, JaITENapHH K Ap.), NPOH3BOLHK Ha XenapuHa
(boHnanapuHyKe H Ip.), MEPOPANHH 8HTHKOArynaHTH (BapdapuH, nabvrarpas eTekcunar, anvukcabau
M Ip.), OCBEH MpPH crieurdUuHKM 0OCTOATENCTRA 32 CMAHA HA JIEUEHHETO C AHTHKOAryJIaHT (BXK. TOUKA
4.2) wnu xoraro H®X ce npunara B 1031, HE0OX0AMMH 3a NMOAABLPXKAHETO HZ OTBOPEH LIEHTpalleH
BEHO3€H WK apTepralieH KaTeTbp (BX. TOuKa 4.5).

YepHoapoOuo 3abonapaHe, CBbP3aHO ¢ KOAryoaTHa M KIHHHYHO 3HAUHMM PHCK OT KbLpBEHE,
BKMIouMTeIHO NauueHTH ¢ uupo3sa ¢ Child Pugh B u C (8. Touka 5.2).

BpeMeHHOCT M KbpMeHe (BXK. Touka 4.6).
4.4 Crennanuu npeaynpexacHus H Ipeana3HH MepKH npu ynotpeba

[Npenopbuea ce KTRHUYHO HAOMIOACHHE, CHLOTBETCTBALIO HA NTPOBEXKIAHATA AHTHKOArY1alMus B X044
Ha LIeJIMA epHOoA HAa JIeHeHue,

PuCK OT XeMOparus
KakTo # ¢ Apyry aHTHKOAryaaHTH, nauyeHTHre, kouto npuemart Keunrec, tpabsa na ce Habnronasar

BHHUMAaTEJIHO 3a NPpH3HALM Ha KbpBeHe. [IpenopbuBa ce ynorpedara ¢ NOBHIIEHO BHHMAHHKE TIPH
CBLCTOSHHUA C [TOBULLIEH pUCK 3a xeMoparua. [Ipunoxennero Ha Kcunrec Tpsabpa na ce npeycraHoBM
fpy NOABA Ha TEXKA xeMoparus (Bx. Touka 4.9).

B KnHHHYHHTE NPOYUBAHHUA TUFABUMHO KbPBEHE (T.€. OT HOCA, BEHUMTE, CTOMALIHO-YPEBHHSA TPAKT,
MUKOMO-NONIOBHA TPAKT, BKIIIOYUTENHO aOHOPMHO BarMHAIHO WIH YBEAKHUYEHO MEHCTPYATHO KbpBEHE)
¥ aHeMus ce HabnioAaBaT No-4ecTo NMPH ABJIFOCPOUHO NeHeHHe ¢ puBapokcabaHn kato nobaBka KbM
TEPanHR ¢ eJHO WM [IBE AHTHArperaHTHU cpeacTea. [1o Tasu NnpuuKHa, B AONBIHEHHE KbM
aZIeKBATHOTO KIHHKWYHO HabnwoaeHHe, nabopaTopHO M3c/ie/iBaHe Ha XeMoriioOuHa/xeMaTokpura ou
Morno aa 6be OT Non3a 3a OTKPUBAHE HAa OKYJITHO KbPBEHE M 32 ONpeaeNsHe Ha KIHHAYHATA
:iuaqnm_oc'r Ha ABHO KbPBEHE, NO NpelleHKa CNopea Cay4as.

il T
HsaKonKO NOArpyI{ NAUMEHTH, ONMCAHH NOAPOGHO MO-A0Y, Ca C MOBHIUEH PHCK GT/xﬁpBem ’Pm \
naiiMeHTH cieapa aa 6bAaT BHUMATEIHO npociteneHy 3a Oeness  CHMITTOMH Ha cy&psaﬁn’; K‘bpﬂe
YCNOXHEHHMS W aHEMHA CJIe/l HAYAIOTO HA JIEUEHHETO (BiXK. TouKa 4.8). £ "':
[Ipy BCAKO HEM3ACHEHO NOHWXKABAHE HA XEeMOrNOOHHA WIH KPLBHOTO HANATAHE TPﬂﬁBa na ce 'n:pcn 2y
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Burpeku ye teueHUeTo ¢ puBapoKcadaH He W3MCKBA PYTHHHO NPOCNEAABAHE HA CKCNIOZHLIMATA,
HMB&TA Ha pUBapokcabaH, M3MepeHH ¢ KaNHOPHPaH TECT 3a KOIMUYECTBEHO OMNpPEC/IsHE Ha
aHTHdakTop Xa, Morat Aa 6bAaT NONE3HH B H3BbHPEAHH CHTYaLHH, KOraTo JAHHUTE 32
eKCNO3ULIMATA Ha puBapoKcalaH MoXke N1a MOMOTHAT 3a B3EMaHe HAa HHPOPMKPAHH KIMHHYHH
pelleH s, HAMp. NPefo3UpaHe U cneLHa Xupyprua (Bx. Touka 5.1 n 5.2).

[leauaTpy4Ha NOoMynaus
HMMa orpaHHUYEHH JAHHH TIPH lelia C MO3bY4HA BEHO3HA B CHHYCOBa Tpom603a, KOHTO UMAT HHpEKLIMA

na L{HC (Bk. Touka 5.1). PuckbT oT kbpBeHe Tpsabsa na Ob/1e BHUMATETHO OLIEHER MPERH H N0 BpEMe
Ha TepanuATa ¢ puapokcabaH,

b YHO YBpexJiaHe

[Tpu BB3paCTHH NALMEHTH C TeXKO 61LOpeyHO yBpexaaHe (KpeaTHHUHOB KIMphHe <30 ml/min) e
BB3MOKHO IU1A3MEHUTE HUBa Ha puBapokcabaH na ObAAT 3HaYHTENHO nosuteHu (cpeaxo 1,6 nbTH),
KOETO MOXeE Jd AOBEAE [0 NMOBHLWIEH PHUCK OT KbpBeHe. Kcunrtec Tpabsa na ce npunara BHHMATEIHO
fIpH NALMEHTH C KPEATMHHHOB KIHPBHC [5-29 ml/min. He ce npenopbusa ynorpedbata npu nalyeHTH
C KpeaTHHHHOB KIHPBHC <15 ml/min (8. Touku 4.2 1 5.2).

Kcunrec TpaGpa Aa ce ripunara BHUMaTeNHO NpH nauMeHTH ¢ 60peuno yspexaane, nony4yasalum
eAHOBPEMEHHO APYTH JIEKAPCTBa, KOMTO MOBHLIABAT M1a3MEHUTE KOHUEHTPAUMH HAa pUBapoKcabaH
(Bx. TOuKA 4.5).

Kcunrec He ce mpenophyBa MpH AeLia ¥ IOHOLK ¢ YMepeHa WK Texka cTerneH Ha 650peuHo
yBpexaaHe (CKOpOCT Ha raomepynHa dpunrpauus <50 ml/min/1,73 m?), Thit kaTo NUNCBAT AAHHH.

BzayumoaeicTaue ¢ APpYIY NEKAPCTBEHH NMPOAYKTH
He ce npenopbuBa ynorpedara Ha KcuaTec npu NauHeHTH, KOUTO MOMy4aBaT €QHOBPEMEHHO

CUCTEMHO fleU€HHE C 30JI0BH AHTHMHKOTHLIY (KaTQ KETOKOHA30, HTPAKOHA30M, BOPHKOHA30]
noszakoxazon) wau HIV-nporeazuu mHxuburopu (Hanp. putoHaBup). Te3n aKTMBHH BELIECTBA €A
mMoLuHy uaxubuTopn Ha CYP3A4 v Ha P-gp ¥ no Tasu npuyMHAa MOrart Aa NOBHLIAT MJ1a3MeHaTa
KOHUEHTpauMsa Ha puBapokcabaH 10 KNHHUMHO 3HAYMMO HUBO (CpeAHo 2,6 NbTH), KOETO MOXE N1a
noBeJe 10 MOBULIEH PHCK OT KbpBeHe. JIMNCBAT KIMHWYHYK JAHHH MPH Jeua, Noay4aBallu
CHILTCTRALIO IEUEHHE ChC CUITHW HHXMOUTOpH, KakTo Ha CYP 3A4, Taka u Ha P-gp (8. Touka 4.5).

HeobxonumMo e BHUMaHHe NPH NalyHeHTH, KOUTO EAHOBPEMEHHO C€a Ha JIeHeHHe C JIEKapCTBEHU
MPOIAYKTH, KOWTO MOBJIHABAT XEMOCTA3aTa, KATO HECTEPOHAHH NPOTHBOBB3MANKTENIHH CPEACTBA
(HCIIBC), aueTUICAIMLIMAOBA KUCEUHA U HHXUOUTOPH HA TPOMOOLUHUTHATA arperaLms Wiu
CeNIEKTHBHH HHXHMOHTOPH Ha 0OpaTHOTO 3aXBalllaHE HA cepoTOHHHA (selective serotonin reuptake
inhibitors, SSRI) n nHxHWOHTOpH HA 0OPATHOTO 3aXBaillaHe HA CEPOTOHUHA H HOpENUWHeQpUHa
(serotonin norepinephrine reuptake inhibitors, SNRI). [Tpu nauueHTuTe C pUCK 32 YALEPOIHO
CTOMAlIHO-4pPEeBHO 3a00NBaHe MOXE J1a ¢€ MOMKC/IH 38 NOAXOAALLO NPOPHIAKTHUHO JIEHEHHE (BXK.
Touka 4.3).

Ipyry pUCKOBH aKTOpH 38 KbPBEHE
KaxTo ¥ ¢ Apyru aHTHarperaHTHH cpeZicTBa, puBapokcaban He ce npenopbyba NPH NALMEHTH C

MOBHLLEH PHCK OT KbPBEHE, KATO:

¢  BpOJieHH WM NpUACOUTH HapylIEHHUS B KPHBOCHCHPBAHETO

¢  HEKOHTPOMMpAHA TEXKA apTepUaliHA XUNEPTOHHUS

e  JIpyro CTOMAILHO-4YPEBHO 3a00nsABaHe 0e3 akTHBHO Pa3fA3BABaHE, KOSTO MOTEHIHANHO MOXe Aa
NIOBEAE N0 YC/IOKHEHHS C KbpBeHe (Hanp. Bb3nanurenHo 3abonsBaHe Ha yepBaTa, e30darur,
racTpUT M racTpoesoareanta pedaykcHa donecr)

¢  CbHAOBA PETHHOMNATUA

o OpOHXMEKTA3WM WIIH 8HaMHe3a 3a KbpBeHe 8 Henus apod

[TaumeHTH ¢ pakoBO 3adonspaHe .
[TauueHTHTE CBHC ITOKAUECTBEHO 3a00naBaHe MOXKE eIHOBPEMEHHO [1a Ca Hs.nox{euu H H.EL 10-BHCOK

PHCK OT KbpBeHe H TpoMbo3a. UHauBKayanHata non3a OT aHTHTPOMOOTHUYHOTO JieY
MPeLEHH CIIPAMO PHCKA OT KbPBEHE NPH NMaLMEHTH C aKTHBHO pakoBo 3abonsBaHe B




NOKALMATA HA TYMODA, AHTUHEOIUIACTHHHATA Tepanus ¥ cTaaus Ha 3abonsasaHeTo. TyMopHuTe,
Pa3foNoKEHH B CTOMALIHO-YPEBHUA WIH MHKOYHO-TIONOBMSA TPAKT, C& CBBP3aHH C NOBHLIEH PHCK OT
KbpBEHE 10 BpeMe Ha TepanusTa ¢ puBapoxcadaH.

ITpu rauMeHTH Che 310KaUecTBeH HOBOOOPalyBaHHA ¢ BUCOK PUCK OT KbpBeHe, ynorpebara Ha
puBapokcabaH e npoTHBONoOKasaHa (BX. Touka 4.3).

[layuenrty ¢ KaanHy NpoTe3n
PupapokcaGaH He TpaOBa aa ce H3non3sa 3a TpPOMOONPOPHNAKTHKE NPH NALMEHTH, KOWTO HACKOPO ca

npeThpIenn TpaHcKaTeTbpHa cMAHa Ha aopTHaTa knana (TKCAK). besonmacHocTra 1 edukacHocTTa
Ha puBapokcabaH He ca IPOYy4EHHW NPH NMALUHEHTH ChC CHPASUHO KNAMHO NPOTE3UpaHe; no Ta3u
NpHYMHA, HAMA NaHHU B NOAKpENa Ha TOBA, 4€ pUBAPOKCabaH OCUrypsBa afleKBaTHA aHTHKOATYJ/1alHS
B TA3M Nomynanus nauneHTu. Jledennero ¢ Keunrec He €€ npenopbyBa MpH TE3H NALMEHTH.

[lauyenTy ¢ aHTHHOCHONUNIUAEH CHHIPOM

JlnpexTHo AeiicTBamM nepopanun antuxoarynanty (JUITIOAK), sxkniounTeHo pusapokcabaH, He ce
NPenopLYBaT NPH NauMeHTH ¢ aHaMHe3a 3a TpoM003a, KOWTO ca AMarHOCTUL{HPAHHK C
anTudochonunuaed cuHApoM. T1o-crienHanHo npy TPOHHO NOIUTHBHYU NAaLHEHTH (32 NyMyceH
aHTUKOATYJIAHT, AHTHKAPAHONHIIMHOBY aHTHTENa ¥ aHTHTeNa cpely bera-2-raMkonporenH I),
neuenuero ¢ JJATTOAK moxe ja 6bae CBBLp3aHO C NOBUILIEHA HECTOTA HA MOBTAPALLH Ce€
TpoMBOTHUHH CHOMTHA B CPABHEHHE C TEpANMATa C AHTArOHMCT Ha BHTaMHKH K.

[laupeHTH ¢ HeK1anHo NPEACHLP/IHO MbxaeHe, kouTo noanexat Ha [TIKH ¢ nocraBgHe Ha CTEHT
Hanuuuu ca KIMHHYHH JaHHH, NOAYHEHN OT UHTEPBEHLIMOHANHO NPOY4BaHe, ¢ OCHOBHA L1e)]

uacneisaHe Ha 6€30MacHOCTTa [IPH NALHEHTH C HEKJIAMHO NMPEACHPAHO MBXKIAEHE, KOHTO ca Ounu
noanoxenu Ha [TKY ¢ nocrassue Ha creHT. JlaHHMTe 3a ehUKaCHOCTTA NPH Ta3y NOMy/ a1 ca
orpaHuy4eHH (BK. ToukH 4.2 ¥ 5.1). Jluncear naHHM 38 TAKHBA NALIMEHTH ¢ aHAMHe3a 3a
Hucyn'r/npexo,uel-l ucxemuueH npucton (ITAIT).

XeMonnHaMuyHo HecTabunuy nauueHTy ¢ BE nu naguei-rm, KOWTO Ce HYXKJAAT OT TpoMbonuia wiu

benoapobHa embonekToMus
Kcunarec He ce npenopstBa KaTo anTepHaTHBa Ha He(PpaKLIMOHUPAHHUA XENAaPUH IPH NalKeHTH C

6enoapobeH eMOONU3IBM, KOHTO ca XEMOAUHAMMYHO HECTAOHITHM HIH HA KOHTO MOXKE J1a Ce Hanpapu
tpomGonu3a unu Genoapobua embonexTomMus, Thit Karo Ge3onacHocTTa ¥ e(PHKACHOCTTA Ha
puBapokcabaH He ca YCTAHOBEHH MPH T3 KIMHUYHU CUTYALMH,

CnuHanHa/enuaypanHa 8HECTE3UA UAH ITYHKIIUS
Korato ce W3non3sa HeBpoakcKaiHa aHecTe3ud (CnHHana/enuaypajiHa aHeCTe3us ) WiH

CNHHaNHA/eNMAYpaHA TYHKUHS, NaLUWEHTHTE, TPETHPaHH C AHTHArPETaHTHH CPEACTBA 34 NPEBEHLIHUS
Ha TPOMOOeMBOJIHYHY YCNOXKHEHMS, €A MNOAI0KEHH HA PUCK OT MOABA HA €NUAYPaNeH WIH CIIHHANEH
XeMaToM, KOITO MOXKe a I0BEAe 10 AbArOCPOYHa WM TpaitHa napaiu3a. To3u pHCK MOXe 1a ce
NOBHILHK OT NOCTONEPATHBHATA ynoTpeda Ha BbBeXXIaALL €NHAYPATIEH KATETbD WIH €AHOBPEMEHHATA
yrnoTpe0a Ha 1eKapcTBEHH NPOAYKTH, NMOBIUABALLM XEMOCTa3aTa. PHCKDT MOXKeE [1a CE NOBHUIUY ChILLO
TAKA M OT TPABMATHYHA WM MHOIOKPaTHa enuaypanHa Wi CriMHaiHa nyHkuus. [launenture tpadea
yecTO Aa ObAaT NpocieasBaHy 3a NPU3HALIM U CUMIITOMHK H& HEBPOJSIOTHYHO yBpexaaHe (Harp,
H3TpbNBaHe WM cnabocT B Kpakara, AWCKOMGOpT B HepBaTa UK NUKOYHUSA MEXYp). Ako Obae
KOHCTaTHPAH HEBPOJIOTHYEH aeduuuT, ca HeoOXOAUMM CNEIHO AWarHoCTULIMpaHe U neyenne. [1peau
HEBPOAKCHANHA WHTEPBEHLIUA, jieKapaT Tpabsa ga npeucHH ChbOTHOEHUETO MEXIY MOTEHUHATHATA
Mon3a ¥ PUCKa MPH NaLMEHTH Ha AHTHKOATY/JIaHTHA TCPANHa WK MalLKeHTH, KOHTO e 6baar
MOAIOKEHH HA AHTUKOAryJIaHTHA Tepanus, 3a Tpombonpodunakruka. Hama kKniuHyUYeH ONMUT ¢
ynorpebara 1a 15 mg pusapokcabaH B TE3M CHTYaLKH.

3a HaMaJIIBaHe HA MOTEHLUWATHHA PUCK OT KbPBEHE, CBBP3AHO C €JHOBPEMEHHOTO NpHa aﬁem‘“\.\
pHBapokcabaH H HEBPOAKCHATIHA (€NMAYPaiHa /CTIKHANHA) AHECTE3UR WM CNHHAHA mna_, PN
TpsiGBa Aa ce uMa npeasui papMaKOKHHETHUHUA Npodun Ha puBapokcabaH. Hc}cmnﬂm Il T
peMaxBaHETO Ha eNUAypaieH KaTeTbp WK JyMOanHa MyHKUHA ce H3BBHPIIBA Hal‘L,uaGpe mra'ro ”»Z\
aHTHKOATYJIAHTHUA e(eKT Ha puBapokcabaH ce OLeHABa KaTO HHUCHK. Burpeky 11:13& TOYHOTO Bpeme ¢ 11

3a NOCTHUraHe Ha A0CTATBYHO HUCHK AaHTHKOAryNaHTeH e(EeKT 3a BCEKH MaLHeHTH He ¢ Hanecma N
’[‘pHGBﬂ aa Gme NPELUCHEHO CNpAMO CNCIIHOCTTA HA AHArHOCTHYHATA Mnpoucaypa. \ - ~., /'r-
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3a OTCTPAHABAHETO HA EMUAYPATHHS KaTETbp U Bb3 OCHOBA Ha 0BuHuTe HapMakOKMHETHYHH
XapaKTePHCTUKH, [OHE 2 X NoMy)KHBOTA, T.€. Han-Manko 18 4aca npy Mnaau Bb3pacTHH NMaLMEHTH
WM 26 vaca NPy NAUKMEHTH B CTapuyecKa Bb3pacT, TpAOBA /la ca MKHARH Cliea MOCAEAHOTO
npuioxeHue Ha puBapokcabax (Bx. Touka n 5.2). Cnea OTCTpaHABAHETO Ha KaTreTbpa, HaH-Manko

6 yaca TpAGBa 1a M3MMHAT Npeau Ja ce NPUIOXKY CeaBamaTa /103a pusapokcadaH.

B cny4ait Ha TPaBMaTUYHO NMYHKTHPaHe NPUeMBT Ha puBapokcaban Tpabea na ce otnoxu ¢ 24 yaca.
JIunceaT AaHHU OTHOCHO NOAXOASUIOTC BPEME 3@ NOCTABAHE W/IH OTCTPaHABAHE HA HEBPOAKCHANIEH
KaTeTbp NPH Aeua, JOKATOo ca Ha jeyeHue ¢ puapokcabaH. B TakuBa ciiydau, npeycTaHOBETe
MPUICKEHHETO Ha pusapokcabaH H oOMHCNETE NPHIOKEHHE HA KPaTKOAEHCTBALL NAapEeHTepateH

AHTHKOAryJ1aHT.

KU 3a HETO Npey W ¢/l WHBA3MBHU MPOLEAYPH WM XUPYPrHUHU HTEPBEHLINH
AKO ce Halara npoBEXAaHE HA MHBA3MBHA NpPOLEeAYpa WIH XMPYPruvHa HHTEpBeHLUA, Keuarec

15 mg Tpsbra na Obae cnpsH N0 Bb3MOXKHOCT NOHe 24 yaca npeiy HHTEPBEHUHMATE M Bb3 OCHOBA Ha

KAMHHYHATA MPELeHKa Ha JieKyBalusa feKkap. AKO NpoLEAypaTa He MoXe ja Obae oTnoxeHa, Tpadsa
[a C€ NpeLSHH NOBUIUGHUSAT PHCK OT KbpBEHE COPAMO CMEUIHOCTTA HA HHTEPBEHLIUATA.

[TpuemsT Ha Kcunrec Tpabsa aa ce 8300HOBU BB3IMOXKHO HAK-CKOPO Cle/l MHBA3UBHATA NPOLIEAYpa
WK XUPYPruuHATA MHTEPBEHLMA, AKO KIMHHYHATAE CHTYALMA NO3BOABA U € NOCTHIHATA aleKBATHA

XEMOCTa3a, KaKTo € OnpeAenieHo OT AEKYBalMa neKap (BXK. To4Ka 5.2),.

Crapyecka Bb3pacT
C yBenuM4aBaHeTO Ha Bb3PacTTa MOXeE [a Ce yBENHUH PUCKDBT OT XeMoparus (Bx. Touka 5.2).

HepMaToNnoruuHy peaxKuuu
[lo Bpeme Ha mocTMapkeTHHIroBO HaONMOAeHNE BB Bpb3Ka ¢ ynoTpebaTa Ha puapokcabaH ce

cb001ABA 38 CEPHO3HM KOXKHY peaKLHH, BKTIOYMTENHO CHHAPOM Ha Stevens-Johnson/TokcuuHa
enunepmanHa Hekponusa ¥ DRESS cuHapom (Bx. Touka 4.8). Misrnexaa, ue nauMeHTUTE ca
M3NOXKEHHU Ha HAl-rONAM PUCK OT TE3U peaklyH B HAYANOTO HA TepanuATa: B MMOBEYETO CIIYUaH
HAYaJIOTO Ha PEeaKIIMATa Ce NPOSBABA [1PE3 MEPBUTE CEAMHULIM OT NEUEHHETO.

Pupapokcaban TpsabBa aa ce npeycTaHOBH NpPH MbPBa NOABA Ha TEXbK KOxEH 0OpuB (Hanp.
pa3anpoCcTpaHABaLl Ce, MHTEH3HBEH W/MNH CBBbp3aH ¢ 00pa3yBaHETO Ha MEXYPH) WK IpYT NPU3HAK Ha
CBP'bXYYBCTBUTEAHOCT, CBBP3aH C JIE3UH Ha TMrapulIaTa.

HudopMauns 3a NOMOLIHWTE BELECTBA
To3u nekapcTBEH APOAYKT ChAbPIKA No-Manko ot 1 mmol Hatpuii (23 mg) Ha punMupana tabnerxa,

T.€. [0 CBLIECTBO HE CHABPIKA HATPHH.

4.8 BsanMoaeiicTBHe C ApYyru JIEKAPCTBEHM NPOAYKTH H APYrH GopmMu HAa BIaHMoAeHCTBHE

O6XBaTbT Ha B3aUMOACHCTBUATA NPH MeJHaTpHYHATa NONyJaauua He € nisecred. JonynocoyeHure
NaHHHM 3a B3aMMOAEHCTBMATA, NOJIyYeHH NPH Bb3PACTHH, H NpenynpexaeHHaTa B Touxa 4.4 Tpabsa na
Ce MMAT NMPEABUl NpY NEeAUATPUYHATA MOMY/1aLHUs.

Wuxuburopu Ha CYP3IA4 u P-gp
EaHOBpeMEHHOTO NpPHIOKEeHHE Ha puBapoxcadaH v ketokoHason (400 mg eaun mbT AHEBHO) HIIH

puronaBup (600 mg nBa meTH AHEBHO) BoAM R0 2,6 mbTH/2,5 MbTH no-BUcoka cpegHa AUC Ha
pusapokcabaH U 1,7 mbte / 1,6 nbTH no-sucoka cpeaHa Cpax CHC 3HAUMTENHO [TIOBHLIABAHE HA
¢dapMakoaMHaMHYHHUTE e(PeKTH, KOETO MOXKE [a A0BEAE X0 NOBUIUEH pUCK OT KbpBeHe. ITo Tasu
MpHYMHA HE Ce npenopbuBa ynotpebara Ha KeunTec npu nauMedTH, KOUTO MoJyyasaT € AHOBPEMEHHO
CHUCTEMHO JIeYeHHE C 30JI0BH AHTUMHKOTHLH KATO KETOKOHA30/1, UTPAKOHA3071, BOPMKOHA30M M
rnosakonasos, wn ¢ HIV-nporeazun nuxnburopu. Teau akTHBHM BELIECTBa ¢a MOLUHA HHXHOUTOPH
Ha CYP3A4 u P-gp (Bx. Touka 4.4). e

Ouyaksa ce aKTHBHH BElIIECTBA, KOMTO CHJIHO KHXHOUpAT CaMO €IMH OT MbTHINATA Hé cnnunnnp‘&nq\
Ha puapokcaban uny CYP3A4 unu P-gp 1a noBULIAT B 110-MajiKa CTENEH NIa3MEHUTE - »- \'?ﬁ*\,
KOHLIEHTpaUHH Ha pueapokcabaH. Hanpumep, knapurpomuiiH (500 mg na mbTH AHEBHO), mﬁm ce’

npuema 3a criieH HHxuburop Ha CYP3 A4 u ymepeH uHxuburop Ha P-gp, Boau ,uo HGBH[U&B&HE Hg ; x|



cpennata AUC na puBapokcaGan ¢ 1,5 nbTH ¥ Ha Cmax — € 1,4 mbTH. BaaumoaencTeneTo ¢
KNaPHTPOMHLIMH BEPOATHO HE € KJIMHWYHO 3HAYMMO MPH NOBEYETO NALMEHTH, HO MOXKe Aa Obae
MOTEHLMATHO 3HAYHMO NPH BUCOKOPHCKOBM NauyeHTH. (3a nauuenTd ¢ 6b0peuHo yBpexaaHe: BX.

TOYKA 4.4).

EpurpomuimH (500 mg Tpu nbTH AHEBHO), KoiTo rHxubupa ymepeno CYP3A4 u P-gp, Boau ro 1,3
mbTH nopuuieHne Ha cpeaHata AUC u Cpax Ha puBapokcabaH. B3auMOAeHCTBHETO C EPHTPOMMULIMH
BEPOATHO HE € KIHHWYHO 3HAYHMO TP NOBEYETO NALMEHTH, HO MOXE Aa ObAe NOTEHUMaNHO
3HAYHUMO TPH BUCOKOPUCKOBH NALUEHTH.

Mpu nuua ¢ nexa crened Ha 6u0peuHo yBpeskaaHe epuTpoMHLKH (500 mg TpH MbTH JHEBHO) BOAM A0
1,8-xparso nosuuiasaune Ha cpeauata AUC Ha pusapokcabat 1,6 mbTH nosuiueHne HA Crax 8
CpaBHEHME ¢ MHAMBUAH C HOopManHa 6b6peuHa QyHkuus. [Ipy nuua ¢ yMepena crerieH #a 0b0peyHo
yBpex/aaHe epUTPOMHLIKH € fosen Ao 2,0 mbTH nosuuieHHe Ha cpeaHara AUC na puBapokcabaH #
1,6 mbTH noBuieHne Ha Cnax B CPABHEHHE ¢ UHANBHAM ¢ HOpMaiHa 6b6peyuHa PyHkumus. EQexrsT Ha
EPHTPOMHLIMH € AAUTHBEH KbM TO3H Ha ObOpeuHOTO yBpexaaHe (Bx. TouKa 4.4).

®nykonason (400 mg eAMH NbT AHEBHO), KOATO ce cMATa 38 ymepeH HHxHbutop Ha CYP3 A4, soau
1o noeuiuasane ¢ 1,4 nyTH Ha cpeasata AUC na pusapokcaban u 1,3 nbTH Ha cpeaHaTa Cmax. MBTH
Ha cpeaHaTa Cnex. B3aumoneticTenero ¢ GiyKOHA30M BEPOATHO HE € KIHHHUYHO 3HAUKMO NpPH
NOBEYETO NALMEHTH, HO MOXeE Aa Obe MOTEHUHAIHO 3HAYUMO NMPH BUCOKOPUCKOBH MaUHEHTH. (34

nauueHTH ¢ ObOpeuHo yBpexaaHe: 8. Touka 4.4).

KaTo ce MMaT npeABHA OrpaHHUEHNTE KIHHUYHH AaHHH C APOHEAAPOH, EAHOBPEMEHHOTO
npuioxeHue ¢ puapokcabau Tpsadbpa na ce u3barea.

AHTHKOArynaHty
Cinen KoMBHHUPAHO NPUIIOKEHHE HAa eHOKcanapuH (eqHOKpaTHa no3a ot 40 mg) ¥ pusapokcabaH

(eaHokparHa no3a ot 10 mg) e HabnionaBaH anuTHBEH e(EKT BLPXY AKTHBHOCTTA HA aHTH(AKTOp Xa,
6e3 HUKAKBH JOMBJIHHTEIHHA €(EKTH N0 OTHOLLIEHUE Ha koarynauuoHHuTe Tectose (PT, aPTT).
EHokcanapus He € nosnusn papMakOKHHETHKATa Ha puBapoKcadaH.,

[Topany NOBHiIEHHA PHCK OT KbpBEHE € He0OXOAHMO BHHMAaHHE IPH NMAaLHEeHTH, KOUTO ¢4 Ha
eIHOBPEMEHHO JIEUEHHE C Py aHTUKOAryIaHTH (BXK. TOMKK 4.3 1 4.4).

HCIBC/uuxuburopy Ha TpoMOOoLIMTHATA arperaiius

He e HabmoaaBaHo KIMHUYHO 3HAUMMO yAL/DKaBaHE HA BPEMETO HA KbpBEHE clled eJHOBPEMEHHO
npwioxkeHue Ha puBapokcaban (15 mg) u 500 mg nanpoxceH. Bunpeku Tosa € Bb3MOXKHO A1 HMa
NnaluMeHTH C ro-u3pa3eH hapMakoAHHAMHUYEH OTrOBOP.

He ca HabmoaaBaHH KITHBHYHO 3HAYKMH HapMAKOKMHETHYHH WK QapMaKOIHHAMUYHH
B3aHMOAEHCTBHS NPU EAHOBPEMEHHO NPHUIIOXKEHHE Ha puBapokcabaH u 500 mg auernwicanHuuniosa
KHCE/INHA, -

Knonuaorpen (300 mg HayanHa no3a, nocaeagasa ot 75 mg noaaspxaiia 403a) He € rnokasan
dapMaKkoKHHETUUHO B3auMoaeHcTBue ¢ puBapokcaban (15 mg), Ho e HabnoaaBaAHO 3HAYHMO
YADb/DKaBAHE Ha BPEMETO Ha KbPBEHE NP €AHA NMOArpYyna AaLUKEeHTH, KOETO HE € KOPETHPAJIO C
arperauusaTa Ha TpomOouuTuTe, HUBaTa Ha P-cenektvH win GPIIb/llla peuenrropure.

Heobxoaumo e BHUMaHME NPY NalUeHTH, KOUTO eIHOBpeMEHHO ca fiekysBaHu ¢ HCTIBC
(BKIIOYHMTETHO aLETHICATHLIMIIOBA KMCeNnHHa) U MHXMOUTOpY Ha TpoMOouKTHATA arperaums, noHexe
Te3H NEKAPCTBEHH NMPOLYKTH OOMKHOBEHO MOBHLIABAT PHCKa OT KbpBeHe (BXK. TouKa 4.4).

SSRI/SNRI

KaxkTo npH apyrd aHTHKOArynaHTH MOXE Jia ChLECTBYBa Bb3IMOXKHOCT MAUMEHTUTE A4 Ca C NOBULLEH
PHCK OT KbPBEHE B cllyuaii Ha cbnbTeTBalua ynorpeba cxe SSRI unn SNRI nopanu edexra um BL

TpomGouuTuTe, 3a Ko#To ce cbobinasa. [Ipu cpnbTcTBaIA YrioTpeba B KIHHHYHATE npprp'am&.q
puBapokcabaH, BbB BCUUKH IpYNH Ha JeueHue ce Habnioaasa YMCEHO Mno-BHCOKa l{,e@rma H&ﬂﬂ}fﬁ

UNH HEronamM KNHHHYHO 3Ha4YHM KPBbBOH3JIHB. e 1_1 r;-;_? \
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[TpemuHaBaneTO OT IeueHUe ¢ aHTaroHucTa Ha BuramMut K eapdapun (INR 2,0 no 3, 0) KbM netwﬁnex =
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c puBapokcaban (20 mg) wm or pusapokcabaH (20 mg) kbm Bapdapud (INR 2,0 10 3,0) nosuiuasa
choTHOEHHeTo npoTpoMbBuHoBo Bpeme/INR (HeonnacTnH) noseye OT aAHTHBHO (BB3MOXKHO € Ja ce
HabaronaBsaT oTaenHu croiinoctn Ha INR no 12), aokaro egexrute no orHoweHue Ha aPTT,
MHXMEMpaHeTO Ha AKTUBHOCTTA Ha (akTop Xa M NOTeHUHaNa Ha eHAOTeHHUA TPOMOHH Ca aHTHBHA.
INpH xenaHue Aa ce u3cneasaT GapMakOAMHAMHUHHTE e(EKTH Ha puBapokcabaH B nepHOAa Ha
CMAHATA Ha TEpanmUsTa MOFAT Ja Ce U3NON3BAT MOKA3aTEH KaTO aKTHBHOCT Ha aHTH-¢dakTop Xa, PICT
n Heptest, nouexe Teau TECTOBE HE CE MOBAMABAT OT BaphapuH. Ha 4eTBbpTHA ACH C/IeR NOCA€AHATA
no3a BapgapuH, BcHuku nokasaren (k. PT, aPTT, unxubupane Ha aktHBHOCTTa Ha dakTop Xa U
ETP) orpasssar eTUHCTBEHO edexTa Ha puBapokcaba.

ITpu kenaHHe aa ce Hacneapat hapMakogMHaMHUHHHTE eeKTH Ha Bap(apHH B epHoa Ha CMAHA Ha
TepanuaTa MOXKe Aa ce usnoszsa usMepsaneto Ha INR npu Ceougn Ha pHBapokcabat (24 vaca cneq
NPeAXOAHHSA NPHEM Ha puBapoxcabaH), Tbi KaTO TO3M M0OKa3aTell Ce MOB/IMABA B MHHUMA/THA CTENEH
OT pHBapokcabaH B Ta3H BpeMeBa TOYKA.

He e nabmoznasaHo ¢apMaKOKHHETHUHO B3auMoleiicTBHE MexXay BapdapHH M pHBApOKCabaH.

Huaykropn Ha CYP3A4

EAHOBPEMEHHOTO NPUIOKEHNE Ha puBapokcabaH U MouHUA nuaykrop Ha CYP3A4 pudamnuums
Boau 1o okono 50% noHwkaBaHe Ha cpeaHata AUC 3a pusapokcabaH ¢ ycrnopeaHO HaMansBaHe Ha
apmaxogHHaMuHHTE MY edekT. EqHoBpemernaTa ynorpeba Ha priBapokcabaH ¢ Apyry MOLIHH
unayxropu Ha CYP3A4 (nanp. dennronH, kapbamasenus, GeHobapbuTan win XbAT KAaHTapuOH
(Hypericum perforatum)) b0 MOXKe N4 NOBEE A0 HAaMaIEHH IL1a3MEHH KOHLICHTPallHH Ha
pusapokcabau. 3aToea TpiOBa aa ce u30Arsa ¢AHOBPEMEHHOTO NpPUIAraHe Ha MOLHH MHAYKTOPH Ha
CYP3A4, ocBeH aKO NAlMEHTHT HE ¢€ C1eNM BHUMATETHO 3a Oenesu 1 cuMnTomMu Ha TpomOo3a.

EE![:H ChITETCTBAlU TePAlIHH

He ca yabnronaBaHH KIHHUYHO 3HAYMMH (PAPMAKOKHHETUYHH WK apMaKkoAnHAMUHUHH
B3aMMOAEHCTBHA NPY EAHOBPEMEHHO NPHIIOKEHHE HA pHBapokcaban M MHaasonam (cybcTpar Ha
CYP3A4), anrokcuH (cy6erpar Ha P-gp), atopsactaruH (cy6crpatr Ha CYP3A4 u P-gp) nunu
oMenpason (MHXHOUTOp Ha NpoTOHHaTa noMna). Pusapokcaban HUTO HHXHOHpPA, HUTO HRAYLIMpPA
HAKOS OT ocHOBHUTE W3odopmu Ha CYP, nanpumep CYP3A4.

JlaGopaTopHu nokasateny

Koarynauuonnure napamerpn (Hanp. PT, aPTT, HepTest) ce nopnusBar criopel oO4aKBaHUATA C
ornej Ha MexaHW3Ma Ha AeiicTBHe Ha puBapokcadaH (Bxk. Touka 5.1).

4.6 ®epTunnrter, GpeMeHHOCT H KbpMEHe

bpeMeHHOCT
BesonacHocTTa 1 e(UKACHOCTTA HA puBapokcadaH npu OpeMeHHH XKEHH He Ca YCTaHOBEHH.

[TpoyusaHusTa NpH XXHBOTHHU MOKA3BaT penpoAyKTHBHAE TOKCHYHOCT (BXK. Touka 5.3). Ilopaau
MOTEHLHAJIHATA PEAPOAYKTHBHA TOKCHYHOCT, NPUCHILKNSA PUCK OT KBPBEHE H JaHHHKTE, NOKa3BallH, Ye
puBapokcabaH npeMHUHaBa npe3 rnnaueHTaTa, Keunrec e npoTHBOnoKasaH no BpeMe Ha OpeMeHHOCT
(B3K. TOUKA 4.3).

XeHuTe ¢ aeTeponeH noreHuxan Tpadea aa u3bsarsar Aa 3adbpemMeHaBaT NoO BpeMe Ha JIEUEHHETO ¢
puBapokcabaH.

E’h PMEHE

BesonacHOCTTa M €(PHKACHOCTTA HAa pUBapoKcalaH Npy KbpMeELlH JKeHH He Ca YCTaHOBEHH,
[TpoyupaHHATa NP XKUBOTHM NOKA3BAT, ue pHBapokcabaH ce cekpervpa B8 MIAKOTO. I10 Tasu
nprHumHa Kcunrec e npoTHBONoOKasaH B nepHoaa Ha KbpmeHe (8. Touka 4.3). Tp26Ba aa ce Bieme
peleHye JATH [1a CE NPeYCTAHOBH KbPMEHETO WIIH Ja Ce NMPEyCTAHOBH/ 18 HE €€ MPHITOKH Tepan T2,

o e L ] L.
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4.7 Edexrs pppxy cnocoGuocrTa 3a wodupaHe H padoTa ¢ MAIIHHK

PuapokcabaH NMOBMHABA B MalKa CTeNeH cnocobHocTTa 32 wodupaxe 1 pabora ¢ Maltuy. Mma
cLOGIIEH A 38 HEXENaHU PEAKUHMH, KATO CHHKOT (4eCTOTa: HEYECTH) M 3aMasHOCT (4ECTOTA: HECTH)

(BxK. TOuka 4.8).
[TaLmeHTHTE, NPH KOMTO CE PasBHAT TE3W HEXENaH! peakLuy, He TpaOsa na uodupat uin paboTar ¢

MaLlUHH,
4.8 Hexenanu jJeKapcTBeHH peakUHH

PeaioMe Ha npoguaa Ha 0e30nacHOCT
BesonacHOCTTa Ha puBapokcabaH e MpoyyeHa B TPHHAAECET OCHOBHM npoyusanus dasa 111 (sx.

Tabnuna 1).

Q6o 69 608 Bp3pacTHH NALKMEHTH B A€BETHaaeceT NpoyuBaHua ¢azsa Il n 488 nenuaTpuyiHu
NalMeHTH B ABe rpoyusBaHus daza Il n ase npoyuBanus dasa Il ca ¢ ekcno3uumg Ha puBapokcabaH,

Tabauna 1: Bpoii npoyuenH nauuenTy, 00ina AHEBHA 1032 H MAKCHMAITHA NPOAB/KHTEIHOCT
Ha JIeYeHHETO NPH NPOYYBAHKS NPH BHIPACTHH ¥ NEJHATPUYHH NAUHCHTH fa3a 111

Iokazanue bpoi O6ma 1neBHA 1034 Maxkcamanza
| nauMeHTH> NPOAL/LKHTEIHOCT
B _ | _HA JIeYeHHETO
[TpodunakTHKa HA BEHO3EH 6 097 10 mg 39 nHu

Tpomboembonuabm (BTE) npu
Bb3PACTHH MALUEHTH,
NOANI0KEHH HA MJIAHOBO CTABHO
npoTe3upaHe Ha TazobenpeHara
WJIM Ha KOJIFHHATA CTana

| ITpodunaxtuka Ha BTE nipn 3997 110 mg 39 nuM
HEXHPYPrHYHH NalHEeHTH
Jleyenue Ha AbAOOKa Bewozwa | 6 790 Heu 1-21: 30 mg 21 mecelia
Tpomboaa (JIBT), Heud 22 v cnen Tosa: 20 mg
Genonpoben embonuzeM (BE) Cnen Hait-manko 6 Meceua:
4 npodHnakTHKA Ha 10 mg vnn 20 mg

peudmuBM I N
Jleyenne na BTE u 329 Ho3a, kopurupana cnopen | 12 mecena
npoQHNAKTHKA Ha PELUUAWBY Ha TEJIECHOTO TEIIO, 34
BTE npu HOBOpOOAEHM Ha MOCTHraHe Ha eKCITO3ULIUA
TEPMHHA U Jelia Ha BB3PacT 1104 KaTo Ta3u, HabJionasaHa
18 roauHy chen 3anoysaHe Ha Npy Bb3PACTHH, NEKYBaHH
CTaHAAPTHO AHTHKOATrYNaHTHO 3a JIBT ¢ 20 mg
JedyeHHue puBapokcabaH €aMH NbT

AHEBHO

[TpodunaKTuka Ha HHCYAT H 7 750 20 mg B 4] meceua

cucreMHa embonua npx
‘NAaUHNEHTH ¢ HEeKITanHo

MpeACHPAHO MBKEHE

kil e

[Tpogunakrika Ha | 10225 5 mg wid 10 mg crorBeTHo,| 31 Meceua
aTepoTpoMOOTHUYHH CHOUTHA MPUNOMKEHH EAHOBPEMEHHO |
NpH NaLUEHTH CJIe] OCTLP | unu 3aeqHo ¢ ACK, unu ¢
kopoHapen cuHapom (OKC ACK nmoc xronuaorpen
R WM THKJIOMUAMH
[lpodunakTuka Ha 8 244 5 mg, npunoXeHU
aTepoTpoMOOTHHHM CBOUTHS eaHoBpeMeHHOo ¢ ACK nnu
npu naumeHtu ¢ KAB/TIAD 10 mg caMoCTOSTENHO




3 256** S?ﬁg, MPHJIOKEHH 42 mecena
eanospeMeHHO ¢ ACK

——e | —
. [TauueHTH, KOUTO ¢a MM eKCMOHUPaHU Ha NOHe eaHa A03a puapokcadbaH

e Or npoyusanero VOYAGER PAD

Hait-yecTo cHOOL{ABAHUTE HEXETAHU PEAKLIHH MPH NaLHEHTH, KOUTO NONY4aBaT puBapokcadaH, ca
6unu xemoparuu (Bx. Touka 4.4 1 ,,Onucanue Ha u3GpanHy Hexenany peakuuu™ no-gony) (Tabnuua
2). Hait-uyecto chobiaBaHuTe XeMOpariy ca enucTakcuc (4,5%) 1 KbpBeHe B CTOMaUIHO-YPEBHHA

TpaKT (3,8%).

Tabaunusa 2: Yecrora HAa cHOHTHATA HA KbpBeHe™ M AHEMHA NPH NANHEHTH ¢ eKCMO3HIKA HA
prBapokcaban B 3aBbPUINIXTE NPOYYBAHHSA NPH BH3PACTHE K NEAMATPUYHE NANHEHTH da3a

I11:
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Iloxazanue BesikakbB THI Anemus
_ | xbpBene
[MpodunakTuka Ha BeHo3eH TpomMboeMboAH3bM 6,8% ot nmaumenrure | 5,9% o1 naLMeHTHTE

(BTE) npu BpH3pacTHH NaUMEHTH, NOAIOKEHH HA
[1aHOBO CTaBHO NpoTe3MpaHe Ha TazobeapeHara
WAM Ha KOJISHHATA CTaBa

[MpodunakTuka Ha BeHO3eH TpoMOOEMOONHIBM 12,6% ot 2,1% oT nauneHTUTE
(BTE) npyn HeXUpypruyHu naneHTH NMaLHeHTHUTE

Jleuenwe Ha JIBT, BE u npodunakTrka Ha 23% ot nauneHTute | 1,6% OT nauMeHTHTe
peLHANHBHY

Jleuenue Ha BTE u npogmnakTixa Ha peurausy Ha | 39,5% ot 4,6% OT nauMeHTHTe
BTE npu HoBOpOZeHU Ha TEPMKHHA U AeLa Ha NALHCHTUTE

pb3pacT noa 18 roaunu cnen 3anousaHe Ha
CTAHAAPTHO AHTHKOATY IaHTHO JIeUeHHe.

[IpodunakTHka HA KHCYNT U cucTeMHa embonus 28 Ha 2,5 Ha

NPHU NALMEHTH C HEKNAMHO NPeAChPAHO 100 naumentoroguud 100 rmauneHToroguHH

MBXKJIEHE _ ]

[Tpodunakrka Ha aTepoTPOMOOTHUHM CHOUTHA IpH| 22 Ha 1,4 Ha

nanvedTH cieg OKC | 100 naumenroroanny 100 nauneHTOroARHU

[lpodunaxtrka Ha aTepoTpoMOOTHUHM CBOUTHA NpH| 6,7 Ha 0,15 Ha

nauueHTH ¢ KAB/TIAB 100 naunenToroauuy |00 nauneHroroguHu™**

8,38 na 100 0,74 va 100
. MaLMEHTOrOaHHH" MaLUUEHTOrORUHY *** *
* Bcnuku cp0MTHA Ha KbpBEHE OT BCHUKH NMPOyUBaHUA ¢ puBapokcabaH ca cbOpaHy, AoKNaaBaHHU
H OLIEHEHH.

** B npoyusanero COMPASS ce nabmogasa HHCKa 4€CTOTa Ha aHEMHA, Tb KaTO € NPHNOKEH
CeJIEKTHBEH MOAXO/ 3a CbOMpaHe Ha HeXXeNaHH ChOUTHA.
**+  [IpunoxeH e ceneKTHBEH NOAXOA 3a chOMpaHe HexeNnaHH cbOUTHA

# Or npoyuBanero VOYAGER PAD

CnuchbK HE HEXEJaHH peakuny B TabinyeH BUa
YecroTHTE HA HEXENAHWUTE PEAKLIMH, CBBP3aHH c puBapokcabaH, npu BbIPaCTHU U NEAHATPUYHH

nauueHTH ca 0606uenn B Tabnuua 3 no-gony no cucreMHo-opraHHu knacoee (no MedDRA) u no
YeCcToTa.

B 3aBHCHMOCT OT HE€CTOTATA T€ CE€ ONPEAE/IAT KaTo!
MHoro yectH (=1/10)
yectu (>1/100 no <1/10) :
HevecTy (1/1 000 o <1/100) ,=
peaku (=1/10 000 o <1/1 000)
mMHoro peaxu (<1/10 000)




¢ HEM3BECTHA YecToTa (yectorara He MOKe J1a Ob/1e olleHeHa OT HAJIMYHUTE JIAHHK)

Tabauua 3: Benukn Hexeaann peaknuu, ChoOIeHH NpH Bb3PACTHH NAINEHTH B KJIHHHYHH
npoyusanusi ¢pasa I wian npn nocrMapkeTuurosa ynorpeba* u B ase npoyusanus gasa Il u
ase npoyusanusi ¢pasa Il npu nenaTpuynn nanuenTu

Yecrn

HeuecTH

Peaku

MHOro peaKH

C nensBecTHa
qecToTAa

Hapymenusi Ha KPbBTa M JIHMpHATA CHCTEMA

AHeMus (BKJL.
ChOTBETHH
nabopaTopHH
napameTpH)

TpombouuTo3a
(BKJ1. MOBUILIIABAHE
Ha Opos Ha
rpomboumnTHTE)”,
TPOMOOUMTOTIEHHS

Hapyumienusi Ha HMYHHATA CHCTEMA

AJepruyHa
peakiius,
ajiepruyeH
JePMAaTHT,
aHIHoeJIEM M
anepruyeH OToK

AHapHIAKTHYHH
peaKiMH,
BKJIIOUHTEITHO
aHa()UIaKTHYCH
LLIOK

I{H“IIHEHIIH HA HEPBHATA CHCTCMA

3amMasiHOCT, Mo3bUeH M

rinaodosme BbTpeUeperneH
KPbBOMU3IUB,
CUHKOI

Hapymenusi Ha ounre

Ouen

KPbBOH3JIUB

(BKJI.

KOHIOHKTUBaJIEH

KPbBOWU3JIMB)

CL_I)HE‘I HH HAPDYIHICHHS

Taxukap/us

Cb/10BH HAPYUICHHS

XHUITOTOHMUSA,
XCMATOM

PCCIIHPHTHPHH, I'PbH/JAHH H MCIHACTHHAJHH HAPDYIICHHH

Enucrakcuc,
XEMOIITHU3a

LosuHod uiHa
[THEBMOHMS

Cromam HO-UPCBHH HAPYIICHHS

KbpBeHe oT
BEHIIUTE,
CTOMAUIHO-
YpEeBHUS TPAKT
(BKJI. PEKTAJIHO
KbpBEHE),
CTOMALIHO-
YPEBHH M

a0/ 1OMHUHAJIHH
00JIKH,
JIUCTIENCHA,
rajieHe, 3anex”,
JIMapms,
nospbuiaHe”

Cyxora B ycrara

XenaroOnJIMapHu HApyIIeHHsl

| lopuinaBate Ha

YepHoapoOHo

AbareHuua.
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TpPaHCaMMHAIUTE

YBpEXKAaHE, MOBHIUICHH
NOBYLUEH CTOHHOCTH Ha
Ounupyoun, KOHIOTUPaHHA
NOBULICHA 6unupyOHH (CBC
aNKaTHA niu 6e3
¢ocdarasa B €AHOBPEMEHHO
KpbBTa®, [IOBHILABAHE HA
nosuwena I'TT* | ALT), xonecrasa,
(BKJIFOUMTENTHO
XenaToLeTyapHO
yBpeXaaHe)

Copbex (B,
HEYEeCTH Clyyau
Ha
reHepanHIupan
cbpbex), obpus,
EKXHUMO3H,
KOXHH Y
MOAKOKHH

KPBBOH3/IHBH

bonka B
kpalH1uure’

HapyuieHHS Ha KOKATA ¥ NOAKOKHATR ThKAH

Yprukapus

CHHAPOM Ha
Stevens-
Johnson/TokcHuuHa
enuaepManHa

HEKPOJN3a,
DRESS cunapom

HaEzﬂlEHHﬂ HA MYCKYJIHO-CKEJETHATA CHCTEMA H CHCAHHHATEC/IHATA ThKaH

XemapTposa

KpbBOousnus B
MYCKY.J1

Hapywenus na 6p0penure u N1RKOYHEHTE ObLTHIA

KoMnapTUMeHT

CHHAPOM B peE3yJiTatr

Ha KbpBCHC

Kspsene ot
YpOreHHTATHNS
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A:  HaOmogaBaHM NpH MpoUIAKTHKE Ha BTE MpY BB3PACTHH NALWEHTH, NOATOKEHH Ha MAaHOBO
CTRBHO pOTEe3UpaHe Ha TazodeApeHaTa WK KOJIAHHATA CTaBa

b: unabmonaeanu npu neuenue Ha /IBT, BE nnu npodunaktvka Ha peUMAHBH, KATO MHOIO Y4eCTH
MPH KEHH <35 rOAHHH

B: = HabniosaBaHH KaTo HEYECTH NpH NPOoQHNAKTHKA Ha aTepoTpoMbOTHUHH CBOKTUA NpH
nauueHTH cney OKC (cnen nepkyraHHa KOpOHAPHA HHTEPBEHLIHA)

*  [IpunoxeH e APeABAPUTENHO OMPEAENEH CEIEKTHBEH NOAXO/ 3a ChOUpaHe Ha HexenaHu
crOuTHA B M30paHy npoyuBanus ¢asa lil. Yecrorara Ha HeXkenaHHTe peakKLHH HE € yBeNH4YeHa

H HE € yCTaHOBEHA HOBA HEXCNaHa peakKLuns CJic] aHalnu3 Ha T€3K NPOYHBaHHA.

Onucayue Ha yu3bpanu HexxeNaHW peakuuy
[Mopaay dhapMakonoOrHuHHs My MEXaHH3IBM Ha JIEHCTBHE, ynotpebara Ha pusapokcabaH MOxe 1a

6bae CBbP3aHA C NOBUIUEH PUCK 38 OKYJITHO WM ABHO KbPBEHE OT BCAKA ThKAH HIIK OpraH, Koeto Ou
MOTJIO A8 JOBele [0 NoCTXeMOoparuiHa aHemMus. [ Ipu3HauuTe, CHMNTOMHUTE H TEXECTTa
(BIJTIOUMTEIHO NIETANEH M3XO0) LLE 3aBUCAT OT JIOKATH3ALMATA H CTENEHTa WK 0DeMa Ha KbpBeHeTo
uw/uny aHeMusTa. (BX. Touka 4.9 ,,[lopeacHue npu kbpBeHe™). B KTMHHYHHTE NPOYUBAHUA THTABUYHO
KbPBEHE (T.€. OT HOCA, BEHIIMTE, CTOMALIHO-4YPEBHHUSA TPAKT, MMKOYO-MOJIOBHS TPAKT, BKIHOUHTEIHO
aGHOPMHO BArMHATHO MM YBEJIMMEHO MEHCTPYAIHO KbpPBEHE) M aHemMHuA ce HabnionasaT no-uecTo
[pH JLIACOCPOUHO JeveHHe ¢ puBapokcaban B cpasHeHHe ¢ neuenue ¢ ABK. Ilo rasm npuynHa, 8
JOMb/IHEHHE KbM AIEKBATHOTO KJIMHMHMHO HabnioaeHue, n1abopaTOPHO H3CAEeABaHEe Ha
xemornobuHa/xematokpura 61 Morno aa 6bae oT nonsa 3a OTKPHBAHE HA OKYATHO KbpPBEHE H 32
onpenesHe Ha KIMHUYHATA 3HAUMMOCT Ha ABHO KbpBEHE, MO NPELEeHKa cnopea ciy4as. BpamMoxHo €
PHCKBT OT KbpBEHE J1a ObAe NOBULUEH MPH ONPEAENEHHU I'PYNH NALHEHTH, HallpHMep MaLHeHTH ¢
HEKOHTPOJIKPaHa TeXKa apTepraiia XMNepTOHHA /WK Ha ChITHTCTBALLA TEPAITHA, KOATO NOBIHABA
xeMmocTasata (BX. Touka 4.4 ,,Puck ot xemoparug*). Bb3MOXHO € MEHCTPYAITHOTO KbpBEHE A& € NO-
CHUNHO W/ HNH MO-TIPOABILKUTENHO.

XeMoparHMHHTE YCJIOKHEHUs MOrarT ia ce NpoABaT kato cnaboct, bneaHocT, 3aManHOCT, rnasobonue
WK HeoOACHUMM OTOLH, AWcnHes U HeoOACHHM oK. KaTo pe3ynTar OT aHEMMATA B HAKOM Cnyyvau ca
HabaoaaBaHK CUMITTOMHM Ha ChPACYHA HCXEMHMA, KATO DOJIKA B rbpANTE WIK CTEHOKApAUS.

HMa cpo0lleHus 32 HM3BECTHHM YCIOXKHEHHMA B PE3YATAaT HA TEXKKO KbpBEHE, KATO KOMMAPTHMEHT
cHHIpoM M ObOpeuHa HEIOCTATHYHOCT B PE3YNTAT Ha XUMNonepdysus, Unu HepornaTHi, CBbpIaHa C
aHTHKOAryNaHTH TpH H3N0A3BaHe Ha puBapokcabad. [lo Tasn npuuvHa BEpOATHOCTTA OT KbpBEHE
TpAOBa J1a ce ¥Ma NMpeaBKUA NPH NPELIeHKATa HA CbCTOSHUETO Ha BCEKH [TAUMEHT, KOHTO € MOANI0XKEH Ha
AHTHKOAryaHTHO JICUCHHE,

[leguarpyura nonynauqs
Jevenue na BTE u npesenyun na peyuous na BTE
Ouesxkara Ha Be3onacHOCTTA pH Aewua M I0HOWH e 6azupaHa Ha 1aHHHTE OTHOCHO §€30nacHOCTTA OT

AB€ OTKPUTH AKTHBHO KOHTpONHpaHH Ipoy4Banus ¢asa Il u eaHo - ¢asa 111 npu neanarpuunu
NALMEHTH OT POKAAHETO A0 Bb3pacT noa 18 roaunu. OTkpuTHaTa, cBbp3aHH ¢ 6e30MacHOCTTa, B
NOBEYETO Cy4YaH ¢a NoAoOHM Mexly puBapokcabaH u CpaBHUTETHUA NPOAYKT NPH Pa3IHHHUTE
NeAHATPHYHH BB3PacTOBH rpyny. O6uio npodursbT Ha besonacHocT npu 412-Te neua u HOHQUIK, _~..

nexkyBaHu ¢ pusapokcabaH, e nopobeH Ha To3H, Ha0MOAaBAH NTPH BBH3PACTHATA nony.r}wﬁa HoT e N
CHBMECTHM NPH BB3PACTOBHUTE NOArPYIM, BLIPEKH Y€ OLEHKATa € OrpaHnyeHa OT l\}ﬂmmg/ﬁp I -_~f -1 \
NalyeHTH. W e

[Tpu neaHaTpU4HKUTE NALUEHTH, rnasobosue (MHoro yectH, 16,7%), nosuiueHa Mrfé aT}?pa‘:(MHom } -;Ei\
yecTH, 11,7%), enuctakcuc (MHOTO uectH, 11,2%), noppbLiaHe (MHOTO YecTH, | '{%),;Taxnkapgun I - j
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(vectn, 1,5%), nosuuiasaHe Ha GunupyOuHa (HecTy, 1,5%) ¥ noBHLIeH KOHIOTHPaH OHAUpYOHH
(HeuecTH, 0,7%) ca chob1IaBaHH NO-YECTO B CPABHEHHUE C BL3pacTHUTE. CHBMECTHMA C BHL3PACTHATA
nomnynaiHs MeHoparus e HabnionasaHa npu 6,6% (4ecTH) OT IOHOLIMTE OT XKEHCKH MOJT CNEA MEHApXe.
TpombBounToneHHATa, KaKTo € HabnOAaBaHO MO BpeMe Ha MOCTMAPKETUHIOBHA OTNIUT NPH
Bb3PACTHATA MOIyAaums, € 4ecta (4,6%) npy negHaTpUUHKUTE KIMHKYHY npoy4saHui. Hexenanure

JIEKapCTBCHH PEAKLIHH TIPH NICIHATPHYHHTE NauHEeHTH ca NMpeAUMHO NCKH 10 YMEPEHH MO TEKECT.

CpofiuapaHe Ha NOJO3MPAHN HEXETaHHK PEAKLIHH

Cp0611aBaHeTO Ha MOAO3KPaHH HEXKENAHU PeakLiMM cliel paspelnaBaHe 3a yrnorpeda Ha nekapcTBEHUS
NPOAYKT € BaXkHO. ToBa no3BosABa Aa MPOABAKH HAONIOACHHETO Ha ChOTHOWEHHETO non3a/puck 3a

niekapcTBeHUA MpoaykT. OT MeJMUMHCKHTE CELMATMCTH CE H3UCKBA a CboOLuaBaT BCAKa
O03HUPaHa HEeXeENaHa peakuus upe3 U3nbNHUTENHA areHUMs No IeKapcTBara yii. ,,JlaMsH I'pyes™ No
8, 1303 Codus, Ten.: +35 928903417, yebeaiiT: www.bda.bg.

4.9 Ilpeno3npane

[pH BB3PAcTHH, MMA CHOOLILEHHA 38 PEAKH CTyuaH Ha npeao3upane ao 1 960 mg. B cny4aii Ha
npeao3upaHe, nauyeHTsT Tpadsa na Obae HabnwaaBaH BHUMATENHO 34 YCIOXHEHHA, CBBLP3aHH ¢
KbPBEHE, WM APYTH HeXeNaHu peakunn (Bx. Touka ,,[loBeneHHe npu kbpBeHe™). Fima orpaHK4eHH
HAJTMMHM JaHHH py aeua. [Topaau orpaknueHaTa abcopbums ce ouaksa eeKT Ha HacHUaHe Oe3
NOMBAHUTENHO NMOBUILABAHE HA CPEeIHATA MJ1a3MEHA EKCNIO3HLHMA PH CYNpaTepaneBTHYHK A03H
pusapokcabaH oT S0 mg WK No-BUCOKH NpH BB3PACTHH, 00aue NMMNCBAT JaHHH MpH
CynparepaneBTHYHK 034 NPH AeLia.

ChbliecTByBa cneundHuUeH aHTRroHKCT (anaexcaner anga) 3a obpninane Ha (papMakKoAMHAMHYHHS
eexT Ha prBapokcadaH NpH Bb3PaCTHH, HO He € YCTAHOBEHO NpH Aela (Bx. KpaTkara
XapaxTepHCTHKa Ha NPOAYKTA, ChABLPHALL aHAEKCaHeT anda).

B cny4au Ha npeAo3npaHe Ha pusapokcabaH MoXe Ja Ce HMa MpeaBrA H3MON3BAHETO HA AKTHBEH
BLIJIEH 3a HaManaBaHe Ha abcopOuusira.

[lopeaeHUe MpU KbPBEHE
AKO MpH NALKMEHT Ha JledeHHe ¢ puBapoxcabaH ce pa3Bre CBbP3AHO ¢ KbPBEHE YCIOXKHEHHUE,

CAEeBALLMAT NPHEM Ha puBapoxcabaH TpaOea fa ce OTNOXH WK NeueHHETOo TPsiOBa f1a ce npekpaTy,
aKo-e HeoGxoaumMo. Pusapokcaban UMa nosy>KHBOT OT OKOJ0 5 10 |3 waca npy Bb3pacTHH.
[Moay>KMBOTHT NpH AELA, HIYUCIEH C WIMON3BAHE HA TOMYNAUMOHHH (papmMakoKMHETHYHH (DK)

NOAXOAHM 38 MOAEJINPAHE, € NOo-KpaThK {BK. Touka 5.2). [loBeaeHuero Tpabsa na e
MHIWBHAYAJU3HPAHO B 3aBUCHMOCT OT TEXKECTTa M JIOKANH3aLMATa Ha KpbBOKH3NUBa. Moxe aa ce

W3INO/I3IBA NOAXOAALLO CHMITTOMATHYHO JISYEHME, KATO Hanp. MEXaHUYHA KOMIPECcHa (Hanp. nipH
TEeXbK eNHCTAKCHC), XUPYPrudHa XemMocTasa ¢ NpoLeaypPH 3a YCTaHOBABAHE HA KOHTPON Ha
KLPBEHETO, 3aMeCTBaHe Ha 00eMa W MepKH 3a NOAABPKAHE Ha XeMOJWHAMMKKATA, NpeJIMBaHe Ha
KPBbBHH MPOAYKTH (EPUTPOLIMTEH KOHUEHTPAT WM NIPACHO 3aMpa3eHa U1a3mMa B 3aBUCMMOCT OT
ACOLMMPAHATA AHEMHS WJIH KOAIyJI0MmaTus ) Uiy TpoMOoUMTH.

AKO KbPBEHETO He MOXKe Aa Obe OBIaAKHO C rOpenocoUeHHTE MEPKH, TpsabBa fa ce o6cbaH
NPUIAraHEeTO WK Ha crieyMpUUHO HeyTpaNU3NpaiLo CPEACTBO 3a HHXUOUTOP Ha dakTop Xa
(aHgexcaHeT aida), KoeTo aHTAroHu3upa papMakoaHHaMuHHUA eekT Ha pHBapokcabaH, Wik Ha
crielHpHYHO NPOKOATYJIAHTHO CPEACTBO, KATO KOHUEHTpAT Ha npotpoMbuHosua komnneke (KITTK),
aKTHBUpPaH KOHLUeHTpaT Ha npotpoMOuHoBHa koMmneke (AKTITK) unn pexomOuHaHTeH ¢akrop Vlia
(r-FV1la). KbM MoMeHTa 06aye KIIHHHYHHUAT ONUT OT {IpUNAraHeTo Ha Te3H JIEKAPCTBEHH NMPOLYKTH
Npy BL3PACTHM K Aeua, noyyyaBaly pueapokcaban, e MHOro orpasuyeH. IIpenopekara ce OCHOBasa
Y Ha OrpaHH4YeHH HEKIWHMYHH JaHHU. Moxe aa ce 0OMHCIH NOBTOPHOTO NpPHJIaraLe Ha
pekombuHanTeH daxtop Vlla n no3ata Tpabsa na ce THTPHUPA B 3aBUCHMOCT OT HAMAJIABAHETO HA _
KbpBeHeTO. B 3aBUCHMOCT OT Bb3MOXHOCTTA Ha MACTO, B C/Ty4au Ha MAaCHBHO m:.pse;;, T«pﬂﬁhﬂ ga '

L

OOMHCIY KOHCYJATALHMA CbC CIELHMANUCT M0 KOarylauvoHHH HapylLueH!s (BXK. TOUKa RN “\

He ce ouaksa npotamuH cyndart u BUTAMMH K [a NTOBNKABAT aHTHKOAryNaHTHATA ?I{THBHGCT Ha A -H‘:- T ¥
puBapoicabaH. OnUThT ¢ TpaHeKkcamMoOBa KMCEIMHA € OrPaHKuEH M JIKNCBA TAKLB c\amumxanpﬂﬂﬁﬂa ] _},!
KHCENHHA U aNPOTHHHH NpH Bb3pacTHH, NOyyvaBalld pusapokcadan. Hama onur oT yrlm‘peﬁam Ha /.3 ,-’/'
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T€3U CPeACTBA Npu JeLa, noiy4yasally pusapokcadaH. Hama HUTO Hay4HM JOKA3aTE/ICTBA 34
GraronpuATHO MOB/KMABAHE, HUTO OMUT OT M3MNOJ/I3BAHETO HA CUCTEMHHA XEMOCTATHK A€3MONIPECHH
NpH NaLHEHTH, Nnonyyasaiy pueapokcaban. [Topaau BucokaTa crenex Ha CBbLP3BAHE C MJ1a3MEHNTE
NpOTEMHH HE Ce ovMaKBa puBapokcadbaH Ja Moxe Aa ObJie OTAENCH Ype3 AHanusa.

5. ®APMAKOJOIMYHU CBOUCTBA

5.1 PapmakoaHHAMKEYHH CBOHCTBA

dapMaKOTepanesTHYHA rpyna: AHTUTpoMOO3HH CPEACTBA, ANPEKTHH HHXHOHTODH Ha d:a:cmp Xa,
ATC koa: BO1AFOI

e LM H fiCTBHE

PusapokcabaH € BHCOKOCENEKTHBEH JUPEKTeH HHXHOUTOP Ha akTop Xa ¢ nepopaiHa OHOHATHYHOCT.
Muxubuparero Ha gaktop Xa npekbcpa BbTPELIHKA U BbHLISH MbT Ha Koary/layHoHHaTa kackaaa,
KOeTO HHXHGHpa xaKkTo hopmupaHeTo HA TPOMOUH, Taka U oOpa3yBsaneTo Ha TpoMOH. PuBapokcabas
He uHxuOupa TpomOGuHa (akTusupaH daxrop 1) 1 He ca HabmoaaBaHK edexTH BLPXY TpomMOOUHTHTE.

dapmakoaHHaMHUYHH edeKTH

[lpu xopa ¢ HaGAOAaBAHO 3aBUCHMO OT Ao3aTa HHXHGMpaHe Ha (akTop Xa. [IpoTpoMOHHOBOTO
ppeme (PT) ce nopnMsBa N0303aBUCHMO OT pUBAPOKCA0aH B TACHA BP'b3Ka C [/1a3MEHHTE
koHuexTpaunH (r=0,98), ako 3a Tecta ce usnon3sa Heonnactuu. Jpyru pearentu Onxa ganu apyru
pesyntati. Oruutanero na PT tpabea na craea B cekynau, noHexe INR e kanubpupaHno 1
BAJIKAMPAHO 38 KYMAPHHOBU MPOAYKTH M HE MOJKE Ja Ce Npuara 3a Jpyry aHTHKOAryJIaHTH.
ITpu nauMeHTH, rosy4asaiun pusapokcaban 3a nevenue Ha JIBT u BE n npogunakrika Ha
peLUMINBH, nepceHTHanTe 5/95 3a PT (Heornactun) 2 ~ 4 vaca cnen npuema Ha tabnerkara (T.€. KbM
MOMEHTA Ha MakcuMmaseH edekr) 3a |5 mg puBapoxcabaH ABa MbTH ZHEBHO €a B rpaHULINTE OT 17 00
32 cexyHAH, a 3a 20 mg puBapokcabaH BeaHbXK AHEBHO OT 15 0o 30 cexynan. Ilo speme Ha HaH-
HUCKaTa KoHueHTpauus (8—16 yaca cnen nprema Ha TabnerkaTta) nepceHTwinTe 5/95 3a 15 mg aBa
TLTH AHEBHO €A B rpaHKruuTe oT 14 10 24 cekyHan, a 3a 20 mg seadwbx aHeBHo (18-30 uaca cnen
npuema Ha tabnerxara) ot 13 ao 20 cexyHam.
[Tpu naueHTHTE C HEKIAIHO NMPEACLPAHO MBXKACHE, NOTyuaBalld puBapokcabaH 3a npoguiaKkTHKa
Ha HHCYNT ¥ cHcTeMHA eMBonua, nepcentuaunre 5/95 3a PT (Heornacrux) 14 yaca cnen npuema Ha
tabnerxara (T.6. KbM MOMEHTS Ha MAKCHMalEH e(eKT) MPH NauMeHTHTE, NeKyBaHH ¢ 20 mg €auH mbT
RHEBHO, BapHpat oT 14 no 40 cekyHAM K NpH NAaUHEHTH C YMEpPeHa cTenes Ha 6B0peuHo yBpexnaHe,
nexysaHH ¢ 15 mg eayH nuT aHeBHo, ot 10 10 50 cexynau. Ilo Bpeme Ha Hal-HHCKATa KOHLEHTpPaLIHA
(16-36 yaca cnea npuema Ha Tabnerkara) nepceHtunure 5/95 npu naimeHTHTE, NeKyBanH ¢ 20 mg
eMH ITLT AHEBHO, €a B rpaHHuunTe oT 12 00 26 cekyHu, a rpy natiMeHTHTE ¢ YMEPEHa CTENEH Ha
616peuno yspexaase, nekyBaHk ¢ |5 mg eanH nbT AHEBHO, OT 12 10 26 cekyHaMm.
B kiuHKKO-(apMaKONOrHUHO NpoyuBaHe Ha 0OpaTHMHTE NPOMEHH BBbB (PapMaKOAWHAMHKATA Ha
pHBapokcabaH npu 3ApaBH Bb3pacTHU AobpoBoaum (n = 22), € olieHABaH eQeKTbT Ha EAUHHYHH J03H
(50 [U/kg) na npa pa3nuyHK THNA KOHUeHTpaT Ha npoTpoMOuHOBHUa komiuieke (KITTK), 3-dakropeH
KOHUEHTPAT Ha NpoTpoMOuHoBus kommnekc (daxropu 11, IX u X) 1 4-(pakropeH KOHLIEHTPAT Ha
nporpomOKrHOBUA KoMmruieke (daxtopu 1, VII, IX u X). 3-pakTOpHHUAT KOHLEHTPAT HA
NPOTPOMOKHOBHA KOMIUTEKC € MOHWMHII CPEAHKTE CTOHHROCTH Ra NPOTPOMOHHOBOTO BpeMe Ha
Heonnactuu ¢ npubnusurenso 1,0 cexynaa 8 pamkure Ha 30 MUHYTH, B CpaBHEHHUE C NOHHXKABAHE OT
npubnusurento 3,5 cekyrnan HabnogasaHo ¢ 4-haKTOPHUS KOHUECHTPAT Ha NPOTPOMOHHOBKA
KOMIIEKC. 3a cpaBHeHUe, 3-PaKTOPHUAT KOHUEHTPAT Ha NpOTPOMOMHOBUS KOMIUIEKC € HMan Mo-
ronsmM # no-6bp3 o6 edekt Bupxy o6paTuMnUTE NPOMEHH B erAOreHHoTo obpalysaHe Ha TPOMOUH
oT 4-(hakTOpPHHA KOHLUEHTPAT Ha NpOoTpOMOMHOBHA KOMIUIEKC (BXK. Touka 4.9).
AKTHBMpPAHOTO napLuanHo TpomMborunacTuHoBo BpemMe (aPTT) n HepTest cbiuo ca ym.rp;ceﬂu hh- '.- H"‘\
!

3aBMCUMOCT OT A03aTa, HO M3MON3BAKETO MM 32 OLIEHKa Ha (apMaKOAMHAMUYHHA eq:aefr HA . - o
pupapokcabaH He ce npenopbysa. HaMa HeoGXoaumocT oT HaGnioaeH e Ha KoarynaungHH1Te *” Y
MapaMeTpH 1O BPEME Ha JIEUSHHETO ¢ pHBapoKcabaH B KIMHUYHATA NPaKkTUKa. Brnpexy TOBd, axo e Y
KITHHHYHO NMOKAa3aHO, HUBATA HAa pHBApoKcabaH mMorar Aa 0baaT U3MEPBAHH C mnuﬁpup&nn )
KOJIM4ECTBCHH TECTOBE 32 aHTH(akTop Xa (Bx. TOUuKa 5.2). Voo ,., -- ,,.f ::,.PL '
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AnannabT Ha PT (peareHT - HEONNACTHH), aPTT u aHtu-Xa (¢ kanubpupaH KOAUYECTBEH TECT)
[IOKa3Ba TACHA BPb3KA C 1a3MEHHUTE KOHLEHTpauMH npy Aetia. Bpbikara Mexay aHTH-Xa U
M1a3MEHUTE KOHLIEHTPALHH € JIHHelHHa ¢ HaxioH 61130 a0 1. Morat fa Bb3HMKHAT HHAXBHAYATHH
HECHLOTBETCTBHA C MO-BUCOKH HJIM FO-HUCKKH AHTH-Xa CTOMHOCTH, B CPABHEHHE CHC CHOTBETHHUTE
rnasMeHy KoHUeHTpaund. HaMa HeobxoaumocT ot HabalofeHue Ha KOaryJlauMOHHHUTE NapaMeTpH 1o
BpeMe Ha KIIHHUYHO NeveHue ¢ puBapokcaban. Bee nak, ako € KIHHHYHO MOKA3aHO, KOHUCHTPALMHKTE
Ha puBapokcabaH MoraT 4a 6baaT H3MepBaHH ¢ KanuOpHUPaHH KOMUUECTBEHH TECTOBE 3 HTH-(aKTOP
Xa B mcg/] (px. Tabnnua 13 B Touka 5.2 3a AMana3’oHuTe Ha HaDmOAABAHHTE MIA3MEHN
KOHLICHTpaLUMH Ha puBapokcabaH npu aeua). JlonHara rpaHrua Ha KOMUYECTBEHUTE ONPEACAAHNA
TpabBa fa C& MMa NPEIBUA, KOraTo ¢€ M3oN3Ba aHTH-Xa TECTHT 3a KOMMUECTBEHO OnpeaeniHe Ha
rnasMeHMTe KOHLUEHTPaLMK Ha prBapokcabaH npu feua. He e ycraHoBeH npar 3a €pUKacHOCT WIH
ceOHTHA, CBBP3aHH ¢ Oe3onacHocCTTa.

KnuHHyHa eduKkacHOCT H 6e30MacHOCT

ITpohunaxmuxa Ha UKCyaAm u cucmemnda emM60Us NPU NAYUERMYU C HEKAANHO NPeOCLPOHO MbiCOeHe
KnuHuuHaTa nporpamMa 3a pusapokcafay e ch3fajieHa ¢ LeN 1a NOKaxe ePHUKaCHOCTTa Ha
puBapokcabaH 3a NpoUIaKTHKA HA HHCY/IT U CHCTEMHA eMOOJTHA NPY NaLUeHTH ¢ HeKJIaNnHo
NpeRAChPAHO MBXKIECHE.

ITpu ocHoBHOTO ABO#HO-csAno npoyyusaHe ROCKET AF 14 264 nauvenTn ca pasnpeseneHy xa
noay4asaT unu pusapokcaban 20 mg BeaHbK JHEBHO (15 Mg BEAHDBK AHEBHO NPH NALMEHTH C
KpeaTHHHHOB KiupbHC 30-49 ml/min) unu BapdapuH c TuTpHpane Ha no3ata Ao INR 2,5
(repanesTHuHM rpaduiM 2,0 ao 3,0). MeananHata npoABHKMTETHOCT Ha NPOBEACHOTO JICHEHHUE €
19 mecena, a obLuaTa NPOABL/LKHTENHOCT € 10 4] mecena.

34,9% oT nauUMEHTHTE Ca IeKyBaHH ¢ aueThicanmuunosa kucenuHa H 11,4% ca nexypanu ¢ knac IlI
AHTHAPHTMHMYHO CPEACTBO, BKIIIOUUTENHO AMHOJAPOH.

PusapoxcabaH € ¢ He no-mManka eQeKTUBHOCT OT BapdapHH 3a MbpBHYHATA CbCTABHA KpaHHa TOYKA 32
WHCYAT K cucTemed embonu3bM M3BbH LIHC. B nomynauusTa no npoToKon Ha JiedeHHe HHCYNT WK
cucTeMHa emM6onua ce Habmoaasat npu 188 nauyenTy Ha pusapokcaban (1,71% Ha roauda) ¥ npH
241 na Bapdapu (2,16% Ha roansa) (HR 0,79; 95% U, 0,66-0,96; p<0,001 3a ve no-manka
edexTBHOCT). OT BCHMUKH PaHIOMHM3MPaHH NALMEHTH, KOUTO ca aHanu3upadu no ITT, nbpBHYHH
cpOuTHA ce pa3BuBaT npHu 269 Ha pusapoxcabaH (2,12% Ha roauna) 1 306 Ha sapdapuH (2,42% Ha
roguna) (HR 0,88; 95% 1OH, 0,74—1,03; p<0,001 3a ve no-manka edpexrusHoct, p = 0,117 3a
MPEBBIXOACTRO). PeaynraTre 3a BTOPUYHHUTE KpaHHH TOUKH, KAKTO €4 H3C/I€iBaHM B HepapxuueH
nopaabK B ITT ananusa, ca noxazanu Tabnuua 4.

Cpe nauuenTHTe B rpynara Ha apdapus INR cToiiHOCTHTE Ca B rpaHHLIUTE HA TEPANEBTHUHHA
auanason (2,0 no 3,0) cpenno 55% ot Bpemero (MeauaHa, 58%; uHTepkBapTHiIEH AHaNa3oH 43 10
71). EdexrbT Ha puBapokcaban He ce pasznnuasa Ha HHBO LeHTpanHo TTR (speme B TaprereH INR
2,0-3,0) npu keapTunuTe ¢ eHakbs pasmep (p = 0,74 3a BzanmoaeiicTeue). B HaR-ropHHs KBapTHAa no
oTHoLWeHHe Ha ueHThpa Koepuument na Puck (HR) 3a puBapokcaban cnpamo Bapdapun e 0,74 (95%
U, 0,49-1,12).

YecToTaTa Ha OCHOBHHTE pe3yaTaTH 3a 6e30nacHOCT (roneMu U HeroleMH KIMHUYHO 3HaYHMH
KpBbBOU3NKMBH) ¢a noAaoOHHM 3a AseTe TepaneBTHyHU rpynu (Bxk. Tabnuua 5).

Tabanna 4: Pesynratn 3a epukacrocr or pasa Il ROCKET AF

HpoyuBana ITT auanu3 Ha ePHKACHOCTTA OPH NAIHEHTH C HEKNANHO NPEACHPARO

el oy S e . e— ikl

nonyJaanus MBXKAEHE




‘l'epanen'rutma ao3a | Pupapokcaban Bapdapuu Turpupan | HR (95% JIHN)
| 20 mg BeaHbXK ZHEBHO ao INR 2,5 p-CTORHOCT, TECT 32
(15 mg BeaAHDBXK AHEBHO (TepaneBTHYHMH npeBb3IX0ACTBO
npHu NanHeHTH ¢ ymepena | rpanuuu 2,0 xo 3,0)
creneH Ha 6LOpeuno YecToTa HaA ¢HOHTHETO
YBpexIaHE) (100 naunenTo-
YecToTa HA CHOBTHETO roJHHM) |
(100 naumenTo-roAHsn) L
HucynT u cucTeMHa 269 306 0,88
embonus n3peH ITHC (2,12) (2,42) (0,74-1,03)
0,117
HucynT, cucremHa 572 609 0,94
eMOonus H3BDHH (4,51) (4,81) (0,84-1,05)
{HC u cpaoea ' 0,265
| CMBPT —
Uucynr, cucTeMHa 659 709 0,93
eMOONHa H3BLH (5,24) (5,65) (0,83-1,03)
[{HC, cpooBa cMBPT 0,158
M HHQAPKT Ha
MKOKapaa
HUucynr 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucreMHa 20 27 0,74
emM00/1Ma U3BBH (0,16) (0,21) (0,42-1,32)
[THC 0,308
Undapkr Ha 130 142 0,91
MHOKapAa (1,02) (1,11) (0,72-1,16)
0,464

Tabauna S: Pesyararu 3a Gesonacuoct ot ¢pa3a II1 ROCKET AF

Ipoyusana [TaupenTH ¢ HEKJIATIHO NPEACHPAHO MbXKIeHe"
MOMyJJALHS
Pusapoxcafan Bapgpapuu HR (95% IH) p-
20 mg BeaAHDBXK tutpupan a0 INR cToiHOCT
aneBHo (15 mg 2,5 (TepaneBTHYHM
BeJHbX AHEBHO IPH rpauunu 2,0 o 3,0)
r NANHEHTH C YMepeHa
epaneBTHYHA 1034
cTeneH na OLOpedHo
yBpexiaHe) HecroTa HA
cbrbuTHETO
YecToTa Ha CHOMTHETO (100 naugenTo-
(100 nanneHTO-roAHHH FOXHHH) h
["onemu ¥ Heronemu 1475 | 449 1,03 (0,96-1,11)
KNHHUYHO 3HAUUMH (14,91) (14,52) 0,442
KP'bBOM3/TUBH |
T —
['onemu 395 386 1,04 (0,90-1,20)
KpbBOMW3JIHBH (3,60) (3,45) 0,576
CMbpT B peaynratr | 27 55 0,504031-0,79) . |-
Ha KbpBeHe* (0,24) (0,48) 0,003




KnpseHe or [ 91 133 0,69 (0,53-0,91)
KPUTHYEH (0,82) (1,18) 0,007
| __opraH* J . R _
- VIHTpakpaHHaneH 55 84 0,67 (0,47-0,93)
KPhLBOU3NHB* (0,49) (0,74) 0,019
Cnan Ha | 305 254 1,22 (1,03—1,44)
xemornobuxa* (2,77 (2,26) 0,019
KpnBOmnpenypaHe 183 149 1,25 (1,01-1,55)
Ha 2 MJIH noBeYe (1,65) | | (1,32) 0,044
eAMHHUM
EPUTPOLUMTH HIH
| __usna kpbe® N | . _
HeronemMu KNHHUYHO 1 185 1151 1,04 (0,96-1,13)
3HAYUMH (11,80) (11,37) 0,345
KPBBOM3JIUBH
CMBpTHOCT NO Besakaksu| 208 250 0,85 (0,70~1,02)
NPHUYNHH (1,87) (2,21) 0,073
a) I[Tomynanrs W3NMTBaHA MO OTHOWEHHE Ha DE30MacHOCT, Ha fleUeHUe
* HoMHHaNHO 3HAYHMM

B pombiHeHHe kbM npoyysadeTo taza I ROCKET AF, e npoeeaeHo NpocneKTUBHO,
MOCTMAPKETHHIOBO, HEMHTEPBEHLIHOHAITHO, OTBOPEHO KOXOPTHO MpoyusaHe ¢ eaHo pamo (XANTUS)
C OCHOBEH M3X0j, BKAOuBall TpoMOoeMOonuuHM cbOHUTHA ¥ ronaMo kbpeeHe. 6 704 nauueHTH c
HEKNAMHO NMpPeACHPAHO MbXKAeHE ca GUTH BKIOHEHH 38 NPOPHIAKTHKA HA HHCYIT H eéMOONHA H3BBH
ueHrpanHaTa HepsHa cucteMa (LIHC) npu peanuu ycnosus. Cpeannre pesynratu Ha CHADS; ca
6wiu 1,9, a Ha HAS-BLED ca 6unu 2,0 npu XANTUS, B cpaBHeHHE CBbC CpeaHHUTE Pe3y/ITaTH Ha
CHADS; u HAS-BLED or 3,5 1 2,8 cvorsetHo npy ROCKET AF. ['onamo kbpseHe ¢ HabnoaasaHo
npu 2,1 cnyuas 3a 100 naumeHTo-rogauyu. Crobuuasa ce 3a jeTaneH KpeBoH3nus rpu 0,2 cnyyas 3a
100 nauueHTO-roaKHM 4 BhTpevepeneH Kpbeo3uaus npu 0,4 ciyvas 3a 100 naumMeHTO-roANHH.
Hucynt unu em6onua u3skH LIHC ca peructprpatu npy 0,8 cnyyas 32 100 naumeHTO-ronvuM,

Te3u HabnioaeHUA B peasiHy YCNOBUA Ca B ChOTBETCTBHE C YCTAHOBEHWA NPogui HA 6e30MnacHOCT Npy
TOBA NMOKa3aHHeE,

B HeMHTEpPBEHLIKOHAHO MTPOYYBaHe, cJiel Noly4HaBaHe Ra pa3pelueHHe 3a ynorpeda, npu noeeue ot
162 000 nauyeHTH OT YETHPH AbpKABH, pHBapoKcabaH e npeanucaH 3a NPoQHUIaKTHKa H8 HHCYJIT U
cucTeMHa eMO0UA NPH NALMEHTH € HEKJTANHO NPEACHPAHO MBKAeHe. YecToTaTa Ha CbOUTHATA 34
ncxemuted uHeynr e 0,70 (95% Cl 0,44-1,13) va 100 naumenro-roannu. Kupsene, Boaewo Ao
XOCHMTANU3ALNA, € HACTHITHIIO ¢ YecToTa Ha cubuTua Ha 100 nauueHTo-roauHH ot 0,43 (95% CI
0,31-0,59) 3a BuTpeuepento kupaene, 1,04 (95% Cl 0,65-1,66) 3a cToMaluHO-4peBHO KbpBeHe, 0,41
(95% CI 0,31-0,53) 3a yporesuranto kspseHe 1 0,40 (95% CI 0,25-0,635) 3a apyro xupBeHe.

T[1allHeHTH, NOAJOKEHH HA KapAHOBEP3HO
IIpoCneKTHBHO, paHAOMH3UPaHO, OTBOPEHO, MHOTOLEHTPOBO, EKCILTIOPATOPHO NPOYYBAHE CbC

jacjierneHa oueHka Ha kpaitHaTa Touka (X-VERT) e nposenexo npu t 504 naumnenTy (Henekysauu
AOCera ¢ NepopanHy aHTHKOATYJIAHTH H JIEKYBAHHW NPEABAPUTENHO) C HEKIIAITHO NPEAChPAHO
MBEXIEHE TJIaHKPAHO 3a KapaHOBEP3HO, 3a [1a Ce HANpPAaBy CPaBHEHHE MEX Y puBapokcabaH u
apantupaHa no3a ABK (panaomusupano 2:1), 3a npeBeHUMS HaE CbPAEYHO-CHAOBH CHOUTHA.
H3non3paHH ca ¢TpaTernu ¢ noMoLTa Ha HacouBaHe upe3 TEE (1-5 aHH npeaBapHTENHO NeYEHHE)
WA KOHBEHUHOHAITHO KapAHOBEP3UO (HAH-MaNnKoO TPH CeAMMLUM NIPEABAPHUTENHO JIEHEHHUE). ... -
[TbpBHuHKMTE pe3ynTaTH 38 eHKACHOCT (BCHYKH WHCY/ITH, NPEXO/IHA HCXEMHUYHA ATaK ﬁmmu& N
emGonus Hecpwpp3ana ¢ LIHC, nudapkr na muokapaa (MH) u cupaeuHo-cpaoBa cM )lca,-ce \
nossin npk 5 (0,5%) nauneHTH B rpynara Ha pusapokcaban (n = 978) u 5 (1,0%] na‘l.yferrtﬂ B
rpynara Ha ABK (n = 492; RR 0,50; 95% U 0,15-1,73; moaudpuuupana ITT-nogy .-na Ha)




MauHeHTH B FPYIUTE Ha punapoxcaﬁau (n =988) u ABK (n = 499) croTtBetHO, (RR 0,76; 95% JIH
0,21-2,67; 6ezonacua nomynauus). ToBa eKCIJIOPaTOPHO NpoyyBaHe € NoKa3alo CpaBHHMa
e(pKacHOCT U 6e30MaCHOCT MEXIY IpYNHTE Ha NeueHHe ¢ puBapokcabaH u ABK B ycnosusra Ha

KaparHOBEp3HO.

[ayyeHTH ¢ HEKIAMHO NPEACHPAHO MKAeHe, KouTo noanexat Ha [TKM ¢ nocTaBAHE Ha CTEHT
WU3BbplueHo € paHiOMH3HPaHO, OTKPUTO, MHoroueHTposo npoyusaHe (PIONEER AF-PCI) ¢ 2 124
NALMEHTH C HEKIAMHO NPEACHPAHO MEXaeHe, KOUTO ca Ounu nognoxeHH Ha [IKH, ¢ mocraBsHe Ha
CTEHT 3a MbPBHYHO aTEPOCKIEPOTUYHO 3a60NABaHe, 3a CpaBHABaHe Ha De30MaCHOCTTA Ha [IBE CXEMM
Ha pusapoxcaban v eatia ABK-cxema. Ilaunenture ca Ounu pasnpenesneHy Ha Cay4aeH MPUHLIMA
1:1:1 3a o6ta 12-meceuna Tepanus. [TauneHTy ¢ aHamHesa 3a HHCYAT Ay TTHTI ca n3knoueHx.
Mpyna | noayuasa puBapokcaba eaHsx AHesHO 15 mg (10 mg BeAHDbK AHEBHO NPH MALHEHTH C
KpeaTHHUHOB KIHpBbHC 30-49 mL/min) nmoc P2Y 12 nuxubutop. I'pyna 2 nonyuasa 2,5 mg
puBapoxcabaH asa nbTH AHeBHO 3aeHO ¢ JITAC (aABo¥iHa Tepanns ¢ aHTHArPEraHTHHU CPEACTBA,
Hanp. ktonuaorpen 75 mg [unu 3amectatuns P2Y 12 nHxuOuTOp| nitoc Hyucka no3a
auetTHacanuuunosa kucenuda [ACK]) 3a 1, 6 unu 12 Meceua, nocnesisaHa oT pusapokcaban 15 mg
(vnun 10 mg 3a NAUMEHTH C KPeaTHHUHOB KIUpbHC 30-49 mL/min) BeAHBK NHEBHO, MNIOC HHCKA A03a
ACK. I'pyna 3 nony4aBa kopurupaHa ao3a ABK nsoc ITAC 3a 1, 6 wiu 12 meceua, nocneapaHa ot
xopurupaHna go3za ABK nnoc Hucka n03a ACK.

[MupBuyHATA KpaiiHa Touka 3a 6e30NacHOCT, KIMHHYHO 3HAYHMHTE Cy4ad Ha KbpBeHe, Ce MoABABAT
npu 109 (15,7%), 117 (16,6%) n 167 (24,0%) y4acTHiuM B rpyna 1, rpyna 2 v rpyna 3, CbOTBETHO
(HR 0,59; 95% OH 0,47-0,76; p<0,001 n HR 0,63, 95% /4 0,50-0,80; p<0,001, cwoTBeTHO).
BropuuHaTa KpaifHa Touka (ChCTaBeHa OT ChpAeHHO-CbA0BH COuTHA CC eMbpT, MM HITH HHCYNT), €
Habmogasana npu 41 (5,9%), 36 (5,1%) 1 36 (5,2%) yuacTHHuM B rpyna 1, rpyna 2 ¥ rpyna 3,
CLOTBETHO. BeAka OT cxemure Ha pyuBapokcadaH nokassa 3HaYHUTETHO HAMANIABaHE HA KITMHMUYHO
1HAUYMMHTE CJTyHau Ha KbpBEHe, B cpaBHeHHE ¢ ABK-cxemaTa npy nanMeHTH ¢ HEKAAMHO
ApeAChPAHHO MBKIAEHE, KOMTO ca Guau noanoxenu Ha [KH ¢ nocrasaune Ha CTeHT,

OcxosHata nen Ha PIONEER AF-PCI e ouenka Ha 6e3onacHocTTa, J[aHHMTE OTHOCHO €(PHKACHOCTTA
(BKNIOUHTETHO TPOMOOEMOONHYHN ABNICHHS) NPH TA3H NOMyNaLHA €a OFpaHHYEeHH.

Jeyenue na [[BT, BE u npodhunaxmuxa na peyuousupawu /[BT u bE

KnuuuyHaTa nporpama ¢ puBapoxcabaH e naaHupaHa ¢ 1ea Aa JeMOHCTPHpa €pHKacHOCTTa Ha
puBapokcabad MpH HAYAJTHOTO H NPOABLKHUTENHOTO eueHue Ha octpu JIBT u BE u npodunaxrukara
Ha PELIHIHBH.

Hapg 12 800 nauueHTH ca NpoyueHU B YeTUPH PaHACMH3HPAHH, KOHTPOJIKPAHH KIIHHHYHH
npoyusanus ¢asa Il (Einstein DVT, Einstein PE, Einstein Extension # Einstein Choice) n
NOMBbJHUTENHO € NIPOBEIeH NpeasapuTenHo aehuHupaH cOopeH aHanu3 Ha npoyysaHuaTa Einstein
DVT u Einstein PE. O61mara xomOHHUpaHa NpOAb/UKATENHOCT Ha JIEYEHUETO 38 BCHYKH NPOYUBAHUS

e 10 21 Mecewa.

B npoyusaneTo Einstein DVT 3 449 nauuenTn ¢ octpa JIBT ca npoyuexu 3a nedenuero Ha JIBT u 3a
npodunakTuka Ha peunameupau BT u BE (naunentrTe che cuMnTOoMaTHUeH bE ca nakmoueHu or
TOBa Npoy4BaHe). [Ipoab/oKHTEHOCTTa Ha NIeYeHHeETo € 3, 6 uiy 12 meceua B 3aBHCHMOCT OT

KIMHHYHATA MpeLeHKa Ha u3cacaoBarens.
3a neueHneTo npes mupeuTe 3 ceamuum Ha octpa JIBT ca npunarans 15 mg pusapokcaban asa mbTH

aHesHo. Cnen ToBa feuerueTo npoabkana ¢ 20 mg pusapokcabaH euH MbT JHEBHO.

B npoyusaneto Einstein PE 4 832 nauuenTt ¢ octbp PE ca npoyuenu 3a neueHHero Ha bE 1 3a
npodunaxtuxa Ha peunausupawid BT u BE. [IpogsmkurenHocTra Ha neveHHeTo e 3, 6 uiu

|2 Mecelia B 3aBHCHMOCT OT KJIMHUYHATA NPELEHKa Ha U3C/Ie0BaTeNs,

3a neueHreTo Ha ocTsp BE npe3 nbpeyTe 3 ceAMHUM ca nMpuUsiarady 15 mg punapoxcaﬁaﬂ 118& ITbTH
AHeBHO, Criea TOBA JieYeHHeTO Npoab/uKasa ¢ 20 mg puBapokcabaH €IMH BT AHEBHOr = """ ™

S L e
U npu asete npoyusanus Einstein DVT u Einstein PE cpasuutensoro nevenve BKJ}IO‘-I:Bﬂ Hl Ia\
eHOKCAnapuH B NPOAB/DKEHHUE Ha MOHE 5 AHH B KOMOHHALIMA C AHTAarOHMCT H& BUTaAMUH K 1o :
focTHraKe Ha crofiHoct 3a PT/INR B TepanesTHunuTe rpaHnum (>2,0). Jleuennero nponisnma.nﬁ:c gl
AHTArOHUCT Ha BHTaMMH K, KaTo n03aTa My € TaKapa, Y€ CTOMHOCTHTE 3a PT/IN R Aagas.




TepanesTHuHKUTE rpaHuuM ot 2,0 a0 3,0.

B npoyusanero Einstein Extension 1 197 nauuentu ¢ IBT niu BE ca npoyueHH 3a npoduiaKkTHKa
Ha peunavenpai JIBT 1 BE. [Ipoas/OKUTENHOCTTa Ha ledeHHeTo 06XBalla NONbAHUTENIHN 6 WK
12 Mecelia 1pH MALMSHTH, KOWUTO ¢a MPEMHHANM KypC Ha fnedeHue OT 6 20 12 Meceua Ha BEHO3EH
TpomB0oeMO0IKILM B 3aBUCHMOCT OT KJIMHHYHATA NPELEHKA Ha u3cneaosarens. CpaBHaBa ce
pupapokcabaH 20 mg BeAHBK AHEBHO C ruiauedo.

[Tpoyusanuata Einstein DVT, PE u Extension U3rion3BaT €AHH H ChUIM MPEABAPUTENHO AedHHHPAHH
MbPBUYHK M BTOPUUHY Pe3yJiTaTi 3a epukacHOCT. [TbpBHUHHMAT pe3yNTar 3a epHKACHOCT &
CUMNTOMATHYEH peLuMAHBHpatl BeHo3eH Tpomboembonnssm (BTE), nedunupan xato cbeTaBeH oT
petuausupata JBT unu netanen unu xenetaneH BE. Bropuunuar pesynrar 3a epHKacHOCT ce
neduHupa KaTo chueTaHue ot peunausupaina BT, HeneTaneH bE ¥ cMbPTHOCT HE3ABUCHMO OT
MpUUYMHATA.

B npoyusane Einstein Choice, 3 396 nauuenTy ¢ notespaena cumnromarnysa JIBT w/nnu BE, xouro
ca 3aBbpLWHAN 6 10 12-MeceuHO aHTUKOAryIaHTHO IEYEHHE, €A NPOYUEHH 32 MPOPUIAKTHKA Ha
netaneH BE u Henerannu cumnroMmariudy JIBT wnu bE. [Tauuenture ¢ nokasaHue 3a
MPOABL/DKHTENHO AHTHKOAryJAHTHO JICYEHHE C TepaneBTHYHA 1033 Ca U3KIIOYERH OT NMPOY4BaHETO.
ITpoabOKHTENHOCTTA Ha IeYeHUeTo € Ao 12 mecela B 3aBUCHMOCT OT AATATa HA HHAUBHAYATHOTO
paHpaoMu3upane (MeanaHa: 351 auu). Puapokcaban 20 mg BeaHBX AHEBHO W puBapokcaban 10 mg
BEAHBXK AHEBHO ca cpasHenu cbe 100 mg aueruncanuunnoBa KHCENWHA BEAHBXK JHEBHO.

[TLPBHUHHUAT PE3yNTAT 338 €hMKACHOCT € CUMITTOMATHYEH PELUMAMBUPALL BeHO3eH TpomMOoeMO0n U3 LM
(BTE), neduxupan xato cMecuuara ot peunauenpauia BT wiau neraneH wnn Henertanex bE.

B npoyusaseto Einstein DVT (Bx. Tabnuua 6) ce noka3sa, 4e pupapokcabaH e ¢ He no-manka
edexTuBHOCT OT eHokcanapun/ABK 3a nbpsruHMa pesynTar 3a epukacHocT (p <0,0001 (Tect 3a He
no-manika edexrusroct); HR: 0,680 (0,443-1,042), p = 0,076 (TecT 3a npeBb3IXOACTEO)).
[TpensaputenHo aepuHMpaHa HETHA KIHHHYHA NON3a (ITbPBHYEH PE3YNTAT 33 €YHKACHOCT MJTIOC
kpbBou3IKMBH) ce crobuaea ¢ HR 0,67 ((95% OU: 0,47-0,95), nomunanna crofinoct p = 0,027) 8
non3a Ha pusapokcadaH. INR croliHocTuTe ca B TepaneBTHHHMs A1anasod cpeaso 60,3% ot BpeMeTo
fpM CpeaHa MPOALIDKHTENHOCT Ha neveHreto oT 189 auu, u 535,4%, 60,1%, u 62,8% ot BpemeTo npu
FPYIHTE C IUI8HUPAHO JIEYEHHE C NPOLIDKUTENHOCT CLOTBETHO 3, 6 W 12 meceua. B rpynara Ha
eHokcanapui/ABK HAMa sicHa Bpb3Ka MEKY HUBOTO Ha cpeAHOTO LieHTpanHo TTR (Bpeme B
tapreted INR ananazon 2,0-3,0) npy TepuauTte ¢ €1HAKBB pa3MEDP M YE€CTOTATA HA pEUHAHBHPALLHTE
BTE (p = 0,932 3a B3aumopeiicTeue). B Hait-ropHHs TepTHU MO OTHOWEHHE HA LICHTBHPA
KoedbuunenrsT Ha Puck (HR) npu pusapokcaban cnpsamo sapdapun e 0,69 (95% AU: 0,35-1,35).

YecToTHTE 32 MbPBHUHUA pe3ynTaT 3a He30nacHOCT (roAeMH HIH KIHHHYHO 3HAYHMH HErONeMH
KPBBOHIIHBH), KAKTO H 332 BTOPUUHHUA pe3yaTaT 38 6e30nacHOCT (roleMH KPbBOU3NHBH), €2 CXOAHH
3a JBETE TEPANEBTHUHH FPYIH.

TaGanna 6: PesyaraTn 3a epuxacnoct i 6eonacHoct ot ¢asa 111 Einstein DVT

IIpoyuBara nony/anus 3 449 nauHeHTH CHC CHMOTOMATHYHA OCTPA
-~ abjaboka BeHo3na Tpombo3a
Pusapokcabau® Enoxcanapun/ABK®
038 ¥ DPOABLJLDKATEIHOCT Ha JieueHneTo| 3, 6 uau 12 mecena 3, 6 unu 12 mecena
IN=1731 N=1718
CumnroMaTnueH peunaneupais BTE* - | 36 51
_ ___ (2,1%) (30%)
CuMnTOMATHYEH peurameupall bE 20 18 —
. (1,2%) | (1,0"//2,),.-*"‘_'?'"‘;.‘1 00
CumnromaTyuHa peuuavpupaina JIBT | 14 28 ~ - 0
_ . (0,8%) 10.6%).
CumnromatHuuu BE u JIBT 1 0 T
. _ (0,1%) |




Jleranen B-E/cm.:p'r, n-ﬁu KOSTO He 4 6

| ___MoXe Aaa ce nskumoqu bk _ 1(0,2%) ) (0,3%) _

['onemMyu WM KIMHHYHO 3HAYUMH HeroneMu| 139 138

KPbBOH3AHBH _ @,f/i:) _ @,_]j/u)

["onemu KpbBOU3JIHBH

- (48%) . (1,&) |
a) - Pnnapoxcaﬁaﬂ 15 mg aBa mbTH AHEBHO 38 3 ceAMMULIK, mocnensaHo ot 20 mg eauH NbT
AHEBHO

0)- EHokcanapHH 3a Hal-Manko 5 fiHu, 3acTbneH ¥ nocneasad ot ABK
o p<0,000! (He no-manka epMKacHOCT 10 OTHOLUCHHKE Ha npeasapuTeHo onpeaened HR 2,0);

HR: 0,680 (0,443-1,042), p = 0,076 (npeBb3X0aCTBO)

B npoyusaneto Einstein PE (see Table 7) (mx. Tabnuua 7) e naemoncrpupano, ye pusapokcabaH e ¢
He no-Manka edukacHocT oT eHokcanapii/ABK 3a mbperuHKA pesyntar 3a epukacHoct (p = 0,0026
(TecT 3a He no-manka edukacHocr); HR: 1,123 (0,749-1,684)). [Npeasapyrento AepUHHPAHATA HETHA
KJIMHMYHA 110132 (MbPBHUEH Pe3yaTaT 3a eUKACHOCT MITIOC roJIEMH KPBLBOH3IUBH) C€ CHo01IaBa C
HR 0,849 ((95% J1H. 0,633~1,139), HomuHanua p-croitHocT p = 0,275). INR croiiHocTHTe ca B
TepaneBTHYHHA A4ana3oH cpeaHo 63% ot BpeMeTO NpH cpeaHa NPOXLIKHTENHOCT Ha ICUEHHETO OT
215 auu v 57%, 62% 1 65% OT BpEMETO NPH IrPYNUTE ¢ NNaHUPAHO NieyeHHe C MPOABIKHTENTHOCT
cHLOTBETHO 3, 6 M 12 Mecena. B rpynata Ha eHokcanapuH/ABK HiMa scHa Bpb3Ka MEXAY HHBOTO Ha
cpeanoro uenrpanHo TTR (speme B tapreren INR nuanazon 2,0-3,0) npy repunnurte ¢ €AHAKLE
pasMep M yecToTaTta Ha peunausupaiiure BTE (p = 0,082 3a B3anmopneiicTane). B Hai-ropHus
TEepLMA MO OTHOWEHKHE Ha ueHTbpa Koedpuuuent Ha Puck (HR) npu pupapokcabau cnpsmo pappapms
e 0,642 (95% IH: 0,277-1,484).

YecToTHTE 3a MbPBHUHKUA Pe3yaTaT 32 6€30nacHOCT (ro1eMH WM KINHHHYHO 3HAYHMH HEroieMH
KPBBOW3JIMBH) €& MAKO MO-HHCKY B rpymnaTa Ha aeveHue ¢ puBapokcaban (10,3% (249/2412)) s
cpasHeHHe ¢ rpynaTa Ha JieyeHue ¢ eHokcanapuH/ABK (11,4% (274/2405)). HecroTraTa 3a BTOPHUHHA

pe3ysITaT 3a 6e30MacHOCT (roneMu KPbBOM3NMBH) € NO-HUCKa B rpynara Ha puBapokcaban (1,1%
(26/2412)) 8 CPaBHEHHE C rpyrnara Ha eHokcanapui/ABK (2,2% (52/2405)) ¢ HR 0,493 (95% JIH:

0,308-0,789).

TaGauna 7: Pesyatats 3a epnxacuoct 1 6ezonacnoct ot ¢asa III Einstein PE

IIpoyuBasia nonyjanus | 4832 nanneHTH ¢ o¢cTpa cHMnTOMATHYHA BE
Pupapoxcaban® Enokcanapun/ABK®
1032 B NPOABLKATEHOCT HA 3, 6 uau 12 Mmecena 3.6 unun 12 mecena
JIEMCHHETO _ N=2419 | N=2413 .
CumnromaTHueH peurausupau BTE* | 50 44
L (2,1%) 8%)
CumirroMaTiieH peunausupawl BE | 23 20
_ . (1,0% | (0,8%) __
CuMmnroMaTHiHa pelManBUpana 18 17
ABT . _ (0,7%) . 1(0,7%)
Cumntomatuuum BE 1 JIBT 0 2
_ .. _(=0,1%)
JletaneH BE/cmupT, npu kosaro He | 11 7
| MOxe aa ce H3kmous bE (0,5%) _ | (0,3%)
[oneMy KU KIHWHWUYHO 3HAYUMM 249 274
HET0J1eMH KPbBOH3IJIKBH (10,3%) | (11,4%) -
[‘oneMu KpbLBOH3INHBH 26 52
(1,1%) | (2,2%)
a) Pusapokcabas 15 mg [1Ba MbTH JHEBHO 38 3 CeAMMLHM, NocaeaBaHo oT 20 mg eauK T
NHEBHO LT
6) EHokcanapuH 3a Hal-ManKo 5 aHu, 3acThbneH ¥ nocneasad or ABK SERTIUE N
g p <0,0026 (He no-manka eHKACHOCT NO OTHOLUEHHUE HA MPEABAPUTETHO thﬁﬂ.&J‘IEH HR OT \

2,0); HR: 1,123 (0,749-1,684) BN




[TpoBeneH e npeaBapHTENHO AeduHnpaH 06oblieH aHanu3 Ha pe3ynTara OT npoy4BaHHaTa Einstein

DVT u PE (Bx. Tabnuua 8).

Ta6auua 8: Pezyaratu 3a epukacuoct u Gezonacuoct ot cGoped ananni na ¢pasa Il Einstein

DVT u Einstein PE _ . _ _
HEOI‘IBIIH& nouxnauna | 8 281 nauuentn ¢ ocTpn cumnromaTruny [ABT uau BE
Pusapoxcaban® Enoxcanapuu/ABK®
J032 H NPOABJGKUTESHOCT HA 3, 6 nau 12 meceua 3, 6 uan 12 mecena
JIeYEeHHETO N=4150 _ N=4131
CuMnToMaTHUYEH pelMaAUBHpALLL 86 935
BTE* (2,1%) _(2,3%) ]
CumMnroMaTHueH 43 38
__peunausHpatl bE | (1,0%) . | (0,9%)
CuMIrroMaTHuHa 32 45
peunausupawa BT 1 (0,8%) L (1,1%) _ ]
Cumnromaruydu bE H ,IIBT 1 2
. | (<0,1%) | (<0,1%) _
Jleranen EE/cu'pr, Mpu xosiTo | 15 13
_He Moxe aa ce usxknoun bE | (0,4%) (0,3%) ~
ConemMu WAM KIMHHYHO 3Ha4UMH | 388 412
HEroNeMH KPbBOU3IUBH (9 4%) _1(10,0%) L
["onemy KPbLBOM3IHBH 72
(L% (1,7%)

a) Puaapoxcaﬁau 15 mg ABa MLTH AHEBHO 32 3 ceAMHUHM, nocneaBado oT 20 mg eaHH LT AHEBHO
6) ExoxcanapuH 3a nali-Manko 5 aHu, 3acTbiieH U nocniensad or ABK
*  p<0,0001 (e no-manka euKaCHOCT M0 OTHOLIEHHE Ha npeasapuTento onpeaenex HR ot

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

[TpeapapuTenHo aedrHHMpaHaTa HETHA KIWHMYHA Noni3a (MbPBUYEH PE3YNITAT 32 €PUKACHOCT MIKOC
roNeMH KpbBOUINTKHBH) Ha cOopHua aHanu3 ce crobwasa ¢ HR ot 0,771 ((95% AA: 0,614-0,967),
HOMHHaJHa p-ctoiiHocTt p = 0,0244).

B npoyusaHeto Einstein Extension (x. Tabnuua 9) pusapokcaban npepb3xoxaa rutauebo no
OTHOLUGHME HA MbPBUYHHUTE Y BTOPUUHHTE PE3YyJITaTH 38 €PHKACHOCT. 34 MbPBHUYHHUA pe3y/Tar 3a
6eaonacHoOCT (rofeMu KpbBOH3NHUBH) CE YCTAHOBABA HEZHAUMMO HUCIIEHO MO-BHCOKA YECTOTA IMPH
NalUEHTHTE Ha JieueHHe ¢ puBapokcaban 20 mg eqMH BT HA IEH B CpaBHEHHE C nnauebo.
BTOpHYHHAT pe3ynTaT 3a 6e30MacHOCT (roNeMH KK KIUHMYHO 3HAYHMH HETOJIEMH KPBBOH3AUBH)
oKa3pa [10-BHCOKH YECTOTH NPU NALMEHTHTE, JIEKyBaHH ¢ puBapokcabad 20 mg equH NbT AHEBHO, B

cpasHeHHe ¢ rnauebo.

Ta6anua 9: PesyaraTn 3a epukacnoct H Hesonacnoct ot ¢asa I1I Einstein Extension

IIpoyusana nonyjJanxa

1 197 nanHeHTH CA NPOADLKHIN JTEHEHHRETO H
NPOPHIAKTHKATA 34 peHAHBHpAIIl BeHO3EH

Ho32 H NPOABLJIKHTETHOCT HA
JEYECHHETO

CumMnroMaTHUeH peLMIHBHPALL
BTE*

CyumnromMaTH4eH peumansupail bE

TpombGoemMboaHILM _ _

Pupapoxcaban® ILnane6o 1

6 nan 12 mecena 6 nan 12 mecena
| N =602 _ N = 5§94

8 42

(1,3%) (7,1%)

BT

CuMnToMaTHYHA peunauBupaiia | 2

(0,3%)

BTE*

CuMnroMaTHueH peuuansupan] | S

CHMNTOMATHYEH PELUHAHBHpALLL

(0,8%)




== el

> - | -
CHMIITOMaTHYHA peunnnanpama I i
- BT
- Jleranen BE/cmBpT, npu xosaro He | (0,2%) (0,2%)
MOJKe Jia ce U3Kmoun bE ] _ |
" Tonemmu KPBBOH3NHBH 4 0
R _ 40,7%) (0,0%)
loneMn UK KIMHUYHO 3HAYUMH 32 7
HEroJieMH KPbBOU3I/IHBY
_ (5,4%) (1,2%) ]

a) PHB&pDKC&ﬁaH 20 mg eauH MbT [IHEBHO
* p <0,0001 (npesv3xoacreo), HR: 0,185 (0,087-0,393)

B npoyusanero Einstein Choice (8. Tabanua 10) puBapokcaban 20 mg 4 10 mg npepp3XOXKAAT
100 mg aueTHACANMLMAOBA KHCENHHH MO OTHOWEHHE HA MbPBUYHKUA PE3YNTAT 38 €(PUKACHOCT.
OcHOBHUAT pe3ynTaT 3a 6e3zonacHOCT (CHOMTHS HA rONIAM KPBBOK3NMEB) € CXOAEH MpH NALHEHTHUTE,
nekyBaHH ¢ pupapokcaban 20 mg u 10 mg BeaHbx AHEBHO B cpasHeHHe che 100 mg

alleTUNCAITHLIMNIOBA KHCCITHHA.

Tabauna 10: PesyaraTn 3a epuxacnoct u 6esonacuoct ot ¢graza I Einstein Choice

‘*--"-lllr-h

IIpoyuBana nonyJauus 3 396 naunenTH ca NPOABLKHIN NPOPHIAKTHKATS 38
_ | peunauBupain BeHo3eH TpomboeMO01H3ILM
Pusapokcaban 20 mg | Pusapoxcabar 10 mg | ACK 100 mg
TepaneBrn4Ha 103a BeAHbX JHEBHO BeIH'bK JHEBHO BeAHBLIK JHEBHO
_ N=1107 _ | N=1127 _ N=1131
MeanaHa Ha 349 [189-362] anu 353 [190-362] nuw 350 [186-362]
NMPOAB/DKHTETHOCTTA Ha OHH
JIEYEHUETO [MHTEPKBAPTHUIEH
Auana3oH] :
CUMToMaTHueH 17 (1,5%)* 13 (1,2%)** 50
peunausupaiy BTE (4,4%)
CuMnmomMaTHueH 6 6 19
peunausupaul bE (0,5%) (0,5%) (1,7%)
CuUmITTrOMaTUYHA 9 8 30
peuvaueupaiia JIBT (0,8%) (0,7%) (2,7%)
Jleranen BE/cmbpT, npn | 2 0 2
KOATO HE MOXe Aa Ce (0,2%) (0,0%) (0,2%)
H3KAoun BE ] 1 _
CuMnroMaTyueH 19 18 56
permausupauw] BTE, (1,7%) (1,6%) (5,0%)
MH(pAPKT HA MHOKapAaa,
| MHCYJT WIH CHCTEMHA
eMboams u3sbH LIHC | _ .
["oneMy KpbLBOH3IHBH 6 3 3
(0,5%) (0,4%) (0,3%)
KJIHHMYHO 3HaUMMH 30 22 20
HEroNeMH KPbBOMU3JINBY (2,7%) (2,0%) (1,8%)
CumnroMaTHyeH 23 17 53
peunnausupail, BTE wiu (2,1%)" (1,5%)" (4,7%)
rofiAM KpbBOM3JIUB (HETHA e
| KJIMHHYHA 110/13a) o VA | ;\
* p <0,001(npesb3xoncTno) pusapokcaban 20 mg BeiHbxK AHEBHO CAPAMO ACI{ 10,0 mg ). "_j‘x;'ﬂ; N
BeaHbx AHesHo; HR = 0,34 (0,20-0,59) \ S\
" p <0,001 (npesn3xoacTeo) pusapokcaban 10 mg BeHBK AHEBHO CMIPAMO {\CK 100 rng P
peaHBXK aHesHo;, HR = 0,26 (0,14-0,47) LT /’ o /
' k‘ ,;_;‘_ i %5 /
-...1\\ J}BW




i Pusapokcaban 20 mg seannx aHesHo cnpamo ACK 100 mg seanwx avesqo; HR = 0,44
(0,27-0,71), p = 0,0009 (HomHHaN1Ha)

+ ' Pupapoxcabad 10 mg seannx aHeBHo cnpamo ACK 100 mg seaunx auesto; HR = 0,32
(0,18-0,55), p <0,0001 (HOMHHanHa)

B nonsaxeHue kbM niporpamata EINSTEIN ¢asa ll], e nposeaeHo npocnekTnsHO,
HEMHTePBEHLIHOHAIHO, OTBOPEHO KOXOPTHO npoyysaHe (XALIA) ¢ ueHTpann3npaHa OUCHKa,
BKITIOUuBaLLO penHaneupai BTE ronsamo kbpsete 1 cMbpT. 5 142 naunestu ¢ octpa BT ca
BKJIOYEHH 3a NpoyuBaHe 6e30MacHOCTTa Ha puBapokcadan B AbNrOCPOUEH N1aH B CPABHEHHE CBC
CTaHAAPTHATA AHTHKOArY/IaHTHA TEPANHA B KNIMHUYHATA TIPAKTHKA.

CroifHOCTHTE Ha roNaMo KbpBeHe, peunaupupall BTE v Bcuuky cnydan Ha CMBPT 3a puBapokcadbaH
ca 6unu cvorsetHo 0,7%, 1,4% n 0,5%. CbiuecTRYBAT pa3/IMKH B OCHOBHH XapaKTePHCTHKH HA
nalKeHTHTE, BIUTIOUHTENHO BB3pacT, pak 4 6u0peuHo yBpexaaHe. M3nonssan e cTpaTuduumMpaH
aHASIM3 MO TMPEABAPHTENHO ONpeAeeHY CTOHHOCTH 3a IpYNUpaHe Ha U3MEPBAHHTE OCHOBHH
XapaKTEPUCTHKH, HO BBIIPEKH TOBA OCTABALLUTE OTKIOHEHUS MOXKE 18 MOBAUAAT Ha PE3YJITATHTE.
Kopurupaunte HR, cpasHasauim pusapokcabas ¥ CTAHAAPTHO JievueHHe, 33 FOJISMO KbPBEHE,
peunanBupaly BTE 1 BcHuxu cnydaun Ha cmbpT ca 6unm cwotaetHo 0,77 (95% IU 0,40-1,50), 0,91
(95% I 0,54—-1,54) 1 0,51 (95% U 0,24—1,07). Teau pe3yataTu npy NauMeHTH, KOUTO ca Ounu
HabnogaBaKy NPH PeanHu YCI0BHUS, ¢a B CHOTBETCTBHE C YCTAHOBEHUR NPogHIT HA 6€30MacHOCT NpH
TOBA NOKA3aHME, |

B HeuHTEpBEHLIMOHAIIHO NPOYyYBaHE, CNEA NOMyYaBaHe Ha pa3pelleHre 3a yrnoTpeda, npy noseye oT
40 000 naumeHTH OT YeTHPH AbpxaBy Oe3 aHaMHe3a 3a pak, pHBapokcaban € npenUcaH 3a eyeHue
unu npotdunaxruka Ha JIBT u BE. Yecrorara Ha cubutna Ha 100 naupeHTo-roauHy 3a
CUMITTOMATHYHH/KNUKHYHO H3sBeHH BTE/rpomboemMbonuunu cbOUTHA, BOACHIH A0 XOCTTUTAIH3ALNA,
papupart ot 0,64 (95% CI 0,40 - 0,97) 8 O6eaunenoro kpancteo 10 2,30 (95% CI1 2,11 -2,51) 3a
lepManua. KnpBene, 40BENO 10 XOCMTUTANU3ALNSA, € HACTBIWIO NPH YECTOTA HA CLOUTHA Ha 100
nayueHTo-rogudy ot 0,31 (95% Cl 0,23 - 0,42) 3a srrpeueperHo kbpBexe, 0,89 (95% C1 0,67 - 1,17)
33 CTOMALLHO-YPeBHO KbpBene, 0,44 (95% CI 0,26 — 0,74) 3a yporenutanto kbpsede W 0,41 (95% Cl
0,31 - 0,54) 33 apyro kbpBeHe.

[leanaTrpyyHa NOMyAaLNs
Jeuenue na BTE u npopunaxmuxa na peyudusu na BTE npu neduampuunu nayuenmu

Q6o 727 peua ¢ notsepaeH octbp BTE, ot kouro 528 nmonyunnu pusapokcabaH, ca npoy4eHH 8 6
OTBOpPEHH, MHOMOLIEHTPOBH NeAHATPHUYHH npoyuBaHya. Jlo3npoBKaTa, KOpHIUPaHa CNopes TeNeCHOTO
TErNO, NPH NALUEHTH OT PAXXAAHETO A0 Bb3pacT noA 18 roanHy, e AoBena A0 EKCNO3KLHA Ha
puBapokcabaH, noao6Ha Ha HabnonaBanaTa npy BBL3PacTHH nauueHTH ¢ JIBT, nekysanu ¢
pusapokcaban 20 mg eAuH NbT AHEBHO, KAKTO € [MOTEBPAEHO B NpoyusaHeTo (a3za 1 (8x. Touka 5.2).

[Tpoyusaneto EINSTEIN Junior ¢aza 11l € pannoMu3upaHo, akTHBHO KOHTPOJIMPAHO, OTBOPEHO,
MHOrOLIEHTPOBO KIHHA4YHO npoy4saHe npy 500 neaMaTpHyHy nauyeHTy (Ha Bb3pacT OT paXAaHeTo
no <18 roguun) c norebpacH octop BTE.

HMmano 276 aeua Ha Bb3pact 12 ao <18 rogunn, 101 geua na pu3pact 6 10 <12 roauuH, 69 neua Ha
BB3PACT 2 40 <6 roAMHM H 54 Aela Ha BbIpacT <2 FOJHHH.

HMunexkcuuar BTE e knacuduumpan kato eaHo ot ciregHuTe: BTE BBE Bpb3Ka ¢ LEHTpaIEH BEHO3EH
kateTsp (LIBK-BTE; 90/335 naumenTH B rpynara Ha pusapokcaban, 37/165 naureHTH B rpynara Ha
CpaBHHTENHO Jleuekne), uepebpanna peHo3Ha U cHHycoBa TpombGo3a (LIBCT; 74/335 naunenTh B

rpynara Ha puBapokcaban, 43/165 nauyeHTH B rpynara Ha CpaBHMTEHO JIEHEHHE) H BCUUKH APYTH,
pioniountento BT u BE (ne-LIBK-BTE,; 171/335 nauueHTn B rpynara Ha pusapokcabaH, 85/165

NAaLMEHTH B IPpyHaTa Ha CPaBHUTEITHO JieueHne). Hak-uecTo npeacraseHara uuaekcHa Tpombo3a npu

neua Ha BbapacT 12 a0 <18 roaunu e He-1IBK-BTE npu 211 (76,4%); npyu Aeua Ha Bb3pacT-6710 -

<12 roauHH H Ha Bb3pacT 2 no <6 roauHu — LIBCT, cvorBeTho npH 48 (47,5%) u 35 (30 7%),; nﬂPB

Aeua Ha sbapacT <2 roauHu - LIBK-BTE npu 37 (68,5%). He e umano aeua <6 meceua ¢ LIBG»T,& Sk 4\
rpynata Ha puBapokcaban. 22 or nauueHTHTe ¢ LIBCT ca umann unpekuns Ha L[HC (13 nauﬂem"u B \ % \
rpynata Ha puBapoxcaban 1 9 naiMeHTH B rpynara Ha CpaBHUTENHO JieUeHHe). & o




BTE e npeax3BHKaH OT NOCTOSHHU, IPEXO/HH HITH ¥ OT ABETE — MOCTOAHHH ¥ NPEXOAHH PHCKOBH

daxropu npu 438 (87,6%) neua.

[alueHTHTE ca MOJYHUIH NbPBOHAYATHO NEYEHHE C TEPANEBTHYHH 1034 HEDPAKLIIMOHHPAH XenapHH
(HX®D), xenapHH ¢ Hucko Monekynso terio (XHMT), nnn dponaanapuHyke 3a Hai-Mako 5 AHK ¢ ca
paHaOMM3MpaHH 2:1 Ja nosyyasaT Win 1034 pUBapokcabaH, KOpUrHpaHH CPAMO TEIECHOTO TErNO
WM CPABHHTEIHY leKapcTBa B [PynaTa Ha CPABHHUTE/IHO eueHHe (XenapHHH, ABK) 3a 3-meceuen
NepHOJ Ha JIEYEHHE B OCHOBHOTO npoyusane (1 mecen npu deua <2 roaxtu ¢ LIBK-BTE). B kpas Ha
NepHOZa Ha NeYeHHe B OCHOBHOTO NPOYyYBaHe JHArHOCTHYHOTO 00pasHo u3c/ieBaHe, HaNpPaBeHo Ha
H3XOAHO HUBO, € HATIPABEHO MOBTOPHO, KO € GWIO KITHHUYHO NPUNMKHMO. JleueHneTo B
NPOYUBAHETO € MOXKENO Aa GbJe CTIPAHO B TO3W MOMEHT MITH N0 npelieHka Ha Wacnenosarens na Obae
npoabMeHo 06110 3a Ao 12 Meceua (npu aeua <2 roantu ¢ LIBK-BTE — no 3 mecena).

[ThpBUUHHMAT pe3ynTar 3a ehUKACHOCT e cumnTomMaTH4eH peunausupail BTE. TTbpBuyHMAT pesyaTar
3a 6ezonacHoOCT € KoMOMHALMATA OT rONAM KPbBOUIIHB H KIHMHHYHO 3Ha4YMM HE-FOJIAM KPbBOM3NUB

(K3HI'K). Benuks pesyataru 3a ehpuxacHOCT H H€30nacHOCT ca NPOBEpeHH H NMOTBbPACHH LEHTPATHO
OT HE3aBHCHMAa KOMMCHSA, 3acieneHa 3a ONpeeIeHOTo NeveHHe. PesynraruTe 3a ehpUKACHOCT H

BeszonacHocT ca noka3zaHu B Tabnuuu 11 1 12 no-nomy.

Cb6uTua Ha peunamsupai BTE ca Bp3HMKHANH B FpyriaTa Ha JiedeHde ¢ puBapokcaban npu 4 ot 335
NaLMEHTH Y B CPYNATA HA CPABHHTENHO Je4eHHe nipu 5 ot 165 naudeHTH. KomOnHauusaTa oT roniam
kpbBouanus ¥ K3HTK e noknagsaua npu 10 ot 329 naunentn (3%), nekypaHu ¢ pusapokcabaH U npx
3 ot 162 naumenTtH (1,9%), neKyBaHH CbC CPABHHTENHHUA NMpoAYKT. HeTHa KIMHHAYHA MOJI3a
(cumrrromaTHuen peuuausupail BTE mmoc cb6UTHS Ha FONAM KPpBLBOH3NUB) € ChoOLLIeHa B rpynara
Ha neyeHHue ¢ puBapokcabaH npy 4 oT 335 NauMeHTH U B rpynaTa Ha CPaBHHUTENHO JieueHHe npy 7 oT
165 naunentd. Hopmanuiupane Ha TpoMGOTHUHOTO oOpemMeHaBaHe NpH NOBTOPHOTO 0Opa3HO
u3cneiBaHe € Bp3uMkHaN0 npu 128 ot 335 nauueHTH Ha neveHue ¢ pusapokcaban W ripu 43 ot 165
MAUMEHTH B rPYNATa HA CPABHHUTEJIHO JIeHeHHe. Te3u HaxXOAKHM KaTo L0 ca MoaodHH cpen
gh3pacToBuTe rpynu. B rpynara Ha pusapokcaban e umano 119 (36,2%) neua ¢ HAKAKBO KbpPBEHE,
Bb3IHHKHAIO MPH JIEHEHHETO, a B rPYaTa Ha CPaBHHUTENHO fAeyeHue e umano 45 (27,8%) neua.

Ta6anua 11: PesyaraTh 32 epHKacHOCT B Kpas HA OCHOBHHS MEpPHO/ HA JIeMeHHe

Coubhurtne

Peunnueupaiy BTE (nbpBHUeH
pe3ynTaT 3a ePHMKaCHOCT)

KoMmOuHaLMA: CHMITTOMATHYEH
petnmsupams BTE + acumMnromaTUyHO
BIOLIABAHE MPH MOBTOPHOTO 06pazHo
H3cnenBaHe

KoMOuHauus: CAMITTOMATHYEH

peumausupaul BTE + acumnromaTnuno

BiOWAaBaHe + Oe3 npoMsaHa Npu
NOBTOPHOTO 00pasHO M3c/iesBaHe

HopMmanu3supaHe NpyU NOBTOPHOTO
obpasHo H3cneasaHe

KoMOuHanua: ¢CHMNITOMATHYEH
peunavsupawl BTE + ronam

KPBbBOM3NUB (HETHA KIWHHYHA [10J133)

(1,2%, 95% JIH 0,4%~
3,0%)

Pusapoxcaban CpaBHHUTe/IeH NPOAYKT

N = 335* | N=165*

4 5

(1,2%, 95% JIH 0,4% — (3,0%, 95% JIN 1,2%—
__13,0%) | 6,6%)

5 6

(1,5%, 95% AU 0,6% — (3,6%, 95% U 1,6%—-

3,4%) 7,6%)

21 19

(6,3%, 95% N 4,0% — (11,5%, 95% JIA 7,3%—

9,2%) 17,4%)

128 | 43

(38,2%, 95% U 33,0%— (26,1%, 95% JIHU 19,8%—

43,5%) 33,0%)

4 7

(4,2%, 95% JIHA 2,0%—
8,4%)

Jleranex uny HeneraneH 6enogpodex
eMOONHIBEM

1
(0,3%, 95% JIH 0,0% —
1,6%)

1

(0,6%, 95% 1K1 0,0%
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TaGanua 12: PesyaTaTn 3a Ge3onacHocT B Kpasi HAa OCHOBHHS NEPHO] HA jeueHHe

kpbBonznue + K3HI'K
(MBpBHUEH PE3yJITaT 3a
| 6e30nNacHOCT)

Pusapoxcaban CpaBHHTEeH NPOLYKT
- | N=329* N=162* _
KomOunnaims: ronam 10 3

(3,0%, 95% I "1,6%—S5,5%)

(1,9%, 95% JIU 0,5%—5,3%)

lonsAM KpLBOH3UB

(0,0%, 95% 0,0%—1,1%
| 2.7

0

2
| (1,2%, 95% JTH 0,2%—4,3%)

Hakakso KbpBEHE, BB3HHKHAIO

119 (36,2%)

45 (27,8%)

[IpH JICHEHHETO L
* SAF= nabop 3a ananu3 Ha 6e3onacHocTTa (safety analysis set) BCHYKH Jeua, KOUTo ca Ounu
PAHOMH3IHPAHHU U €A NOMYUYUNHY Halt-Manko | 11032 OT H3NHTBAHMS JIEKAPCTBEH MPOAYKT

IMpodunsT Ha eduKacHOCT U Ge3onacHoCT Ha puBapokcabaH € B ronsama cTeneH nogoben mexay
neauaTputHaTa nomyialus ¢ BTE ¢ pp3pacTHaTa nomynauus ¢ JABT/BE, sbwnpexy TOBa, JENBT Ha
y4aCTHHULIMTE ¢ HAKAKBO KbPBEHE € NO-BUCOK B NeauaTpuyHaTa nomynauns ¢ BTE B cpaBHeHHe ©

pp3pacTHaTa nonynaauus ¢ JIBT/BE.

[layeHTH ¢ BUCOKOPHCKOB TPORHONO3UTHBEH aHTU(DOCHOAHNHUIEH CHHAPOM

B ¢rOHCOpPHPAHO OT H3CACAOBATENS, PAHAOMHIHPAHO, OTBOPEHO MHOIMOLEHTPOBO NPOYYBAHE ChC
3acfieneHa OUEHKA Ha KpaHHHTE TOuKH, puBapokcabaH e cpaBHeH ¢ BappapHH NPH NALMEHTH C
aHaMHe3a 3a Tpom003a, AMarHOCTHLHPaHH ¢ aHTUPOCHONUNHUAEH CHHEPOM U C BHCOK PUCK OT
TpomGoeMBOAHYHK CHOUTHA (NONOKMUTENHH NPK BCHUKHTE 3 aHTHGHOCPONTUNHUAHM TECTA: JTyNyCeH
aHTHKOAry/aHT, AHTHKAPANOMUITHHOBY aHTHTENa ¥ aHTHTENa cpeuty 6eTa-2-rnuKkonpoTenH I).
[poyusaHeTo € npexpareHo NpexKaeBpeMEHHO cnel BiunouBaHeTo Ha 120 naumeHTH nopaay Tebpae
MHOro cs0MTHS Cpea naleHTUTe B rpyrnaTa Ha pusapokcaban. CpeaHoTo npocieasBaHe e 569 auu.
59 nauMeHTH ca paHAOMH3HpaHHU Ha prBapokcaban 20 mg (15 mg 3a nauMeHTH ¢ KPEaTHHHHOB
kaupsHe (CrCl) <50 mi/min) u 61 Ha papdapun (INR 2,0-3,0). TpombGoembonnunu cuOnTHA ce
nposAsABat npu 12% or nauKeHTUTE, pAHIOMHU3HPAHH Ha pyuBapokcabaH (4 HCXeMUUYHH HHCYATA U 3
MHOKapAHHU HHapkTa). He ca cbobluasaHn cvOnuTHA NpY NaLWMEHTH, PAHAOMH3YMPAHH HA BaphapHH.
MacusHo KbpBeHe ce Habmoaasa npu 4-ma naunedtv (7%) ot rpynara Ha pupapokcabaH v npu 2-Ma
nauuenTH (3%) or rpynara Ha saphapuH.

[Teanarpyuna nonynauls

EsponeitckaTta areHuus 1o nekapcrsara ocBobokaBa OT 3aAb/DKEHHUETO 38 NPENOCTABAHE Ha
PE3yNTATHTE OT NPOYHBAHUATA C pedePEeHTHNS NEeKapCTBEH NPOAYKT, ChABPKall pHBapokcabaH BbB
BCHYKM NMOArPYNH HA NEeaHATPHUHATA NOMyJ/aLua npH npodunakTuka Ha TpoMOoeMOOAHYHH CHOHTHA

(8K, TOuKa 4.2 38 HHboOpMaUKa OTHOCHO ynoTpeba B neanaTpHsATa).

PapMAKOKHHETHUYHH CBOHCTBA

5.2

Abcopbuus
Cneapamara uHpopmalus e DasupaHa Ha JaHHU, NOJYUEHU NPU BL3PACTHH.

PusapokcabaH ce aGcopbupa 6bp30, kKaTO MAKCHMATHUTE KOHUEHTpAUKH (Cmax) C€ AOCTHrAT 2-4 yaca
cnen npyema Ha Tabnerxara.

[Tepopanuara abcopbums Ha puBapoxcabaH € NOYTH MbJIHa Y NepopanHaTa OHOHATHYHOCT € BUCOKA
(80-100%) 3a no3a ot 2,5 mg 1 10 mg, npuera kaTo tabnerka, He3aBUCHMO QAU NIPHEMBT € Ha
rnagHo Ui ciien XpaHeHe. [IpueMbT Ha pusapoxcabaH ¢ xpaHa He noBnuaBa AUC unu Cpax ipu
aozute 2,5 mg 1 10 mg.

[Topaar HamaneHa cteneH Ha abcopbuus e onpeneneHa nepopanHa buoHanu4dHoCcT oT 66% 3a
tabnetka 20 mg npueta Ha rnaaHo. [Ipu npuem Ha TabneTku pusapokcaban 20 mg ¢ xpaHa ce.
HaOnoaasaT nopuiieHna Ha cpeaHata AUC ¢ 39% B cpaBHeHMe ¢ npueM Ha TaGneTRiTe HA f1an
KOETO FOBOPH 3a NOYTH IbjiHa abcopOuns W BUCOKa nepopanHa duoHanuy HOCT./ Isuaapef{i:aﬁm’fﬁ
u 20 mg Tpabpa za ce npueMa c xpaHa (Bx. Touka 4.2). S S \u ) \
MdapMaKkOKHHETHKATA Ha puBapokcalaH € NOYTH NUHeHHa A0 okono 15 mg eaun mfr Ha JeH nm )
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nipueM Ha rnaaHo. Cnea npuem Ha xpata puapokcaban 10 mg, 15 mg 1 20 mg Tabnetku noxassa
NPONOPLUHOHATHOCT Ha A03aTa. [IpH 10-BUCOKHM 103 pUBapOKCcabaH NMoka3sa OrpaHUYeHa OT
pasTsopumocTTa abcopbums ¢ HamaneHa GHOHATMYHOCT H HAMANABAHE HA CTENEHTa Ha abcopOumnaTa

Npx NOBMLUABAHE HA fO3aTa,
dapmakoxMHeTHUHATa BapuabunHOCT Ha puBapoKcabaH € yMepeHa C BApUPAHE MEXAY OTACNHHTE
nauueHTH (CV%) B neTepsana ot 30% no 40%.

ABcopbumsTa Ha puBapoxcalbaH 3aBMCH OT MACTOTO HA HErOBOTO OCBODOXkAABaHE B CTOMALLHO-
upeBHus TpakT. Crobuiasa ce 3a 29% u 56% HamaneHue Ha AUC u Cmax B CpaBHeHue ¢ Tabnerxa,
KOraTo rpaHynar pusapokcabaH ce ocso60xaaBa B POKCHMATHUTE OTAENH Ha THHKUTE YEpBa.
EKCnO3BLMATA Ce HAMANABA JOMBIHMTENHO, KoraTo puBapokcabaH ce ocBoboxaasa B AUCTATHUTE
OTZHEJIM HAa THHKHUTE 4EPBA HAM BbB Bb3X0aamoTo aebeso uepo. Io Tasu npuunHa Tpsadsa na ce
n364rea MPUNOKEHHETO Ha puBapokcabaH AUCTANHO OT CTOMAaXxa, ThH KATO TOBA MOXE 118 I0BEAC 10
Hamasiena a6copOLus ¥ ChOTBETHO CBLP3aHa EKCNO3HLIHA Ha PUBAPOKCA0aH.

BuonanuuHocTTa (AUC H Cnex) € 61na cpasunMa npu 20 mg pusapokcabaH, NpHUAKEH nepopanHo
KaTo pastTpolleHa Tabnerka, pasmeceHa B A6BAKOBO MIOpe, WK CyCreHAUpaHa BLE BOAA H NPUIOKEHA
npe3 CTOMALLHA COHA], MOC/EeIBAHO OT TEUHa XpaHa, B CpaBHeHHe ¢ uanara Tafnerka. Karo ce uma
npeABHA NpeaBHIMMHA, NPOMOPLUMOHANEH Ha 1034aTa (PapMaKOKMHETHUEH Npodun Ha puBapokcabaH,
pelynTaTUTe 3a GHOHATMMHOCTTA OT TOBA [POYUBAHE BEPOSTHO Ca MPUJIOKUMH 38 MMOHHIKABAHE HA

N03UTe Ha pUBapokcadaH.

[leguarpyyHa nonyjauuns
JleuaTa ca rnonyyniu puBapokcabaH TabneTka WM nepopanHa CyCrneH3ua no BpeMe Ha WiH

HENOCPEACTBEHO C/IeA XpaHeHe WM NpHeM Ha XpaHa u ¢ oDHyaiHa nopLMa TeYHOCT, 3a Aa ce
rapaHTHpa HaAeXKAHO JO3upaHe npu Jeua. KakTo npu Bb3pacTHUTE, puBapokcabaH ce abcopbupa
BeJHAra cnejl epopaltHo npuacKeHue noj hopMaTta Ha TabseTKa WK rpaHyM 3a nepopanHa
cycneHsua npu neuara. He e HabnonasaHa pa3nuka HUTO B CKOPOCTTA, HATO B CTENEHTA Ha
abGcopbums Mexay JexapcTsesnTe hopmu Tabnerka M rpaHyId 3a nepopanHa cycneHnaus. Jluncear
@K gasHm cnen HHTPaBEHO3HO NPHIcKEHHE NIPH AeLa, Taka ye abcontoTHaTa GROHANHYHOCT Ha
puBapokcabaH NpH aeua € Heu3BecTHa. YCTaHOBEHO € HaMaABaHe Ha OTHOCHTEHATA OMOHANHYHOCT
npy noyiuasauy ce 1o3u (B mg/kg TenecHo Terao), npeanonarailo orpaHu4eHHs Ha abcopOunara
MpH NO-BMUCOKH 1034, JOPH MPU MPHUEM 3a€/IHO C XpaHa.

Tabnerkure Kcunrec 15 mg TpsaBsa na ce npremar npu XpaHeHe WK C XpaHa (BXK. Touka 4.2).

PaznpeneneHue
Cebp3BaHeTo ¢ MIa3MEHUTE NIPOTEHHH NPU Bb3PACTHH € BUCOKO, 0koso 92% no 95%, karo

cepyMHHUAT al6YMHH € OCHOBHATa cBbp3salla Pppakuus. O6eMbT HA pasnpeeieHNe € YMEPEH C Vs
npubnuszntenHo SO nuTpa.

[leanaTpuuHa nonynauqs
[n vitro faHHWTE He MOKA3BAT 3HAYMMH Pa3/IMKH B CBLP3BAHETO HAa prBapokcadaH ¢ nna3MeHuUTe

NPOTEHHH TIPH Jella B pasIMiHU Bb3pacTOBU IPyNy U B CPABHEHUE C JAHHUTE NPH BBH3PACTHHU.
Jiunceat QK paHHM cnea MHTPABEHO3IHO NpUNoXeHye Ha piBapokcaban npy aeua. ObeMbT Ha
pasnpeaencHue B CTALIMOHAPHO ChCTOAHKE (Vis), H3uKcaeH vypes nonynaunonno OK Moaenrpase npu
neua (sp3pactos guanasox 0 1o <18 roguun) cien nepopasiHo NpHUIOKEHHWE HA pHBAPOKCaOaH, 38BUCH
OT TENECHOTO Ter10 K MoXe Aa ObJie ONMHcaH ¢ anoMeTpUiHa QYHKLMA, CbC cpeaHa cToiHoeT 113 L
NpH JMLA ¢ TenecHo Terno 82,8 kg

buotpancopmauus H ENUMUHHPAHE
[Tpu BBL3pacTHH, OKONO 2/3 OT NpuioXeHaTa A03a pHBapokcadbaH ce noanara Ha MeTaboNUTHO
pasrpakaaue, ciejl KOeTo 110/108HHaTa ce enumHuHupa npes 6v0peunrte, a ApyraTa NONOBUHA — C
¢exanuute. [Tocneanara 1/3 oT npunokeHaTa 103a ce U3NbuUBa upe3 AupexTHa 610peuHa ekckpeLus
K4TO HENPOMEHEHO aKTHBHO BELLECTBO B yPUHATA, F1aBHO ype3 akTHBHA O10peuHa cexpepuma:— =~~~
PusapokcaGan ce metaGonuaupa upez CYP3A4, CYP2J2 u CYP-He3aBucuMH Mexa L
PasrpaxaaHeTo ype3 OKHCNEeHUE Ha MOPGOIUHOHOBHS PaJHKAN H XHAPOJIH3ATA Ha
ca OCHOBHMTE Mpouecy Ha Ouorparcdopmalms. OT in vitro H3CENBAHHA € H3BECTH
pusapokcaba e cybcTpaT Ha TpaHCIOPTHHTE NpoTeUHH P-gp (P-rnukonporern)
PE3UCTEHTHOCT Ha PaK HA I'bpAaTa).

f
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HenpomeHeHHAT puBapoxcalaH e Hal-BaXKHHAT KOMIOHEHT B 4OBeluKaTa nnasma, 6e3 na uma Apyru
OCHOBHH MJIH AKTHBHM LMPKYNUpalln MeTabonuty. Cbe CHCTEMEH KIMPBHC OKONO 10 /h
pusapoxcabaH MOXe Aa Ce KNacH(HLKMpPa KaTO BEILCCTBO ¢ HHCBK KIIMPBHC. Chnea HHTPABEHO3HO
HPWIOXKEHHE Ha 1032 OT | mg eIMMMHALIMOHHHUAT fIOTY)XUBOT € 0KoJo 4,5 yaca. Cnea nepopaHo
PUI0XKEHHE ETKMUHUPAHETO CTABA JIMMUTHPAHO OT CTeneHTa Ha abcopbuus. EnHMUHHpaHeTo Ha
puBapoxcabaH OT IU1a3MaTa HacTbI1Ba C TEPMHUHAIEH NIOAYIKMBOT OT 5 10 9 yaca npH Maaau
uausuay 1 ot 11 ao 13 yaca npy nauneHTH B CTAPUECKa BH3PACT.

Ieduampuuna nonyaayus
JIunceat naHHK 3a Metabonusma, cneunduuny 3a peua. Jluncsar ®K pnanuu cnel MHTPaBEHOIHO

npuIoKeHHe Ha puBapokcaban npu aeua. KinnpeHesT (CL), n3uucnen 4pes nonyaaunorHo OK
MoJeaupaHe npu Aeta (BbapacTos auanasoH O a0 <18 roguHun) cnej nepopanHoO NPHIOKEHHE Ha
pusapokcabaH, 3aBUCH OT TeIECHOTO TEMNIO K MOXe A3 Ob/Ie ONHUCAH ¢ AOMETPHUHE PYHKIUHA, CbC
cpenHa crolinoct 8 l/uac 3a nuue ¢ renecHo terno 82,8 kg. Cpeanure reoMeTpiyHK CTORHOCTH 34
MONYKHUBOTA HA JHCNO3MULWMA (t12), M3HHCAEHH upe3 nonyaaunoHHo K mMoaenupaHe, HaMansABaT C
HaMAaJITBAHETO Ha BBL3PACTTA K BapupaT oT 4,2 yaca NpH I0HOWY 110 NpHOAH3KUTENHO 3 Haca npH aena
Ha Bb3pacT 2—12 roanHM ¥ ce noHHxasaT Ao 1,9 u 1,6 yaca, CbOTBETHO NpH AeLa Ha Bb3pacT

0.5- <2 roaHHu ¥ no-Manku ot 0,5 roauHu.

CreudaaHy nonyiatuu
Hon

[Tpu BB3PAcTHH, HE CA YCTAHOBEHH KJIMHHYHO 3HAYHMH PA3ITHKH BbB PAPMAKOKHHETUKATA U
hapmMaKkOAMHAMMKATA MEXLY NALMEHTH OT MBKKH W XKEHCKU Noj1. EAuH ekcruiopaTopeH aHanus He
MoKAa3Ba 3HaYMMH Pa3NMUKs B eKCNIO3HLMATA Ha pHBapokcabaH MeXay Aella OT MBXKKY H XKEHCKH Mod,

Cmapyecka év3pacm
[TauneHTHTE B CTAPUECKA Bb3PAacT NTOKA3BAT NO-BUCOKH MJIA3MEHU KOHLIEHTPALIMH B CpaBHEHHE C I10-

MAAJIATE NaLMeHTH ¢be cpeaHu ctoitHocTH Ha AUC okono 1,5 nbTH no-BHCOKH, OCHOBHO NOpany
HaManeHua (npusuaer) ot u 6v6peuen kinpbHC. He ce Hanara Kopekuus Ha 103aTa.

Pazauunu xamezopuu @ 3asucumocm om meziomo

[Ipu BBL3IpACTHH, NPEKOMEPHH OTKIOHEHHUA B TesiecHoTo Terno (<50 kg nnu >120 kg) umar camo
MAaJIKC BJIHAHHME PBPXY IUIa3MEHHTE KOHLIEHTPAaLHU Ha puBapokcabau (no-manko ot 25%). He ce
Hanara KoOpeKLys Ha A03aTa.

[Ipu aeua, puBapoxcabaH ce no3upa Ha 6a3aTa Ha TENECHOTO TENO. EJAMH eKCNIOpaTOpPeH aHaU3 He
[M0Xa3Ba 3HAYHUMO BIUAHUE HA NOJAHOPMEHOTO TETTIO WIH 3aThCTABAHETO BbPXY EKCIO3ZNLMATA HA
puBapoxcabaH npy AeLa.

MeoicOyemnuuecku paznuvis

[Tpy BB3PACTHH, HE Ca YCTAHOBEHH KNHHUYHO 3HAYHMHU MEXAYETHHUECKH Pa3inyHsA NPH NAUHEHTH OT
eBponenaHaTa, appo-aMepHKaHCKaTa, JaTHHOAMEPUKAHCKATA, AMOHCKATA U KHTAHCKATa IpynH o
oTHOMIEHHE HA apMaKOKMHeTHKaTa M hapMaKoAHMHAMMKATA HA pUBapokcadaH.

EAHH eKCIUTOpaTOpeH aHAIM3 HE NTOKA3BA 3HAYNMH MEXKAYETHHUECKH Pas3inuys B €KCMO3MIMATA Ha
puBapokcabaH npu Jeua OT AMOHCKATA, KUTAMCKaTa Y a3UaTCKaTa rpyny uisbH Anouus ¥ Kuraii B
CpaBHeHHE CbC ChOTBETHATa 001a neauaTpuyuHa romnynaums

Yepnodpobno yapesicoarie
Bn3pacTHM NALKEHTH ¢ LMPO3a K Nieka cTeneH Ha yeproapobHo yspexxnane (kiac A no Child Pugh)
MpOABABAT CAMO MHHHUMAJIHH NPOMEHH BbB (papMaKkOKMHeTHKaTa (CpeaHo 1,2 NbTH NOBHUIEHHE Ha

AUC na pusapokcabaH), KOeTO e NoUTH CPaBHUMO CHC CHOTBETHATA MM KOHTPOJTHA Ipyna 34paBH
nHAUBKAM. [Ipu nMaLMeHTH ¢ UKPO3a ¥ YMepeHa CTeneH Ha ueproapobHO yepexnaHe (khac Bro... .
Child Pugh), cpeanara AUC Ha pusapokcabaH € 3HauuTEAHO NoBHLIeHA (2,3 MbTH) B EﬁBBﬂﬁHHerc';-g N,
3apaeu aobposonun. AUC Ha Hecebp3araTa (ppakums ce nosHilasa 2,6 meTH. [1py, Té:m na@;{gm‘m \\
HMa W HamaneHo 6b6peuHo enumMuHupaHe Ha puBapokcabaH, NoAoOHO Ha TOBa NpK I GHIM' c ERARES
yMepeHa creneH Ha 0b0peuno yspexxnaHe. HaMa naHHM OT MallMEHTH C TEXKa ex ;ia -

yepHOApOOHO yBpexaaHe. T
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MuxubupaseTo Ha aKTUBHOCTTA Ha (akTop Xa Npu NauMeHTH ¢ yMepeHa CTENEH Ha 4yepHOZPOOHO
yBpexAaHe € NOBKIIEHO 2,6 MbTH B CPaBHEHHE ChC 3apaBu 106poBonum; PT ChLIO € yABIDKEHRO —

2,1 i, [TalMEeHTHTE C YMEpeHa CTeNeH Ha YEPHOAPOOHO yBpexKaaHe ca Mo-4yBCTBHTEIHH KbM
puBapokcaban, koeTo BoM A0 no-ctpbMHO PK/PD choTHOWEHHE MeXAY KOHLEHTPALMATA U PT,
Kcunrec e MpoTHBONOKA3aH NpU NauMeHTH ¢ uepsoApobHo 3abondsane, CBBbP3aHO C KoarynonaTus u
KIIMHMYHO 3HAYMM PHCK OT KbPBEHE, BKIIOUMTENHO naumenTH ¢ unposa ¢ Child Pugh B n C (Bx.

Touka 4.3).
JIMNCcBaT KAMHHYHM AAHHHM NPH Aelia ¢ YepHoaApoOHO YBpexadHe,

bvbpeuno yspexcoare
[pyu BB3pacTHH ce HabMoaBa yBeIMueHHe Ha eKCMO3ULMATA HA PUBAPOKCAOaH YCIOPeHO ¢

HamansBaHe Ha 6nOpeuHaTa QyHKLHA, U3MEPEHa Ype3 KpeaTHHHHOBHA KNUPbHC. Ilpy HHANBHAM C
neka (KpeaTHHHHOB KnupbHC 50-80 ml/min), ymepeHa (xpeaTHHHHOB KnupbHC 30—49 ml/min) 1
Texxa (KpeaTHHHHOB KupbHe 15-29 mi/min) crenen Ha 61L0peuHO yBpeKkaaHe Mna3sMeHuTe
KOHLEHTpaluK Ha pueapokcaban (AUC) ca cvorsetHo 1,4; 1,5 u 1,6 mbTH no-BucokK. ChOTBETHOTO
3acunBaHe Ha hapMakoAHMHAMMUYHHTE eeKTH e no-u3paseno. [Ipn HHAKBKUAYK C NeKa, yMepeHa H
TexKa creneH Ha OBOPeUHO yBpexKAaHe LATOCTHOTO HHXMOMpaHe Ha aKTHUBHOCTTA Ha (hakTop Xa e
csoreetHOo 1,5; 1,9 1 2,0 nvTH NO-CHIHO B CpaBHEHME CbC 3apasu nobposonun; PT cbiuo e yabkeHo
~ ¢poTBeTHO 1,3: 2,2 1 2,4 mbTyh. HaAMa AaHHH OT NAaLUEHTH ¢ KPEaTHHHHOB KIHPBHC <15 ml/min.
[Mopanu BMcOKaTa CTENEH HA CBbP3BAHE C MIa3MEHHTE NPOTEHHH HE Ce O4aKBa puBapokcabaH fa
MOXe f1a 6bae OTOENCH 4pe3 AHanu3a.

He ce npenopsusa ynotpeta np1 NauxeHTH ¢ KpEaTHHHHOB KIMPBHC <15 mi/min. Keunrec Tpabsa
712 Ce M3MON3Ba BHHMATENTHO NPY NaLlHeHTH ¢ KPeaTHHUHOB KnnpbHe 15-29 ml/min (Bx. Touxa 4.4).
JluricsaT KTMHUYHM JaHHH NIPH Aela Ha | roauHa KNH NO-rojIeMH ¢ YMEpPEHa Wy TeXKa CTeneH Ha
6u6peuHO yBpexaaHe (CKOpOCT Ha rioMepynHa ¢uatpaums <50 mi/min/1,73 m?),

PapMakKOKHHETHYHHY RaHHU NPH MALMEeHTH
Tpu nauveHTy, Nony4apaiy pubapokcabaH 3a neueHue Ha octpa Abiboka BeHosHa Tpombosa ([IBT)

20 mg equH LT AHEBHO, CPEOHATA reOMeTpUUHa KoOHUeHTpauua (90% nporuoseH nurepsan) 2—
4 yaca W oKos10 24 yaca cnel npuem Ha A03a (MpUbAU3UMTENHO MPEACTaBAABALUMY MAKCHMAITHATE H
MHUHMMAJIHATA KOHLEHTPALIMY Npe3 BpeMe Ha J030BUA UHTepBas) € cboTBeTHO 215 (22-535) u 32 (6

239) meg/l.

[Mpu neauaTprusy nauueHTH ¢ ocTbp BTE, nonyyasamu pusapokcaban npy 103a, KOPUryupaHa
CIPAMO TENECHOTO TErNO, BOAELNA A0 EKCNO3ULMA, NoA0OHa Ha Ta3K NpY Bb3PACTHH NALMEHTH ¢
JBT, nonyuasaiu gHeBHa 1032 20 mg eAnH BT AHEBHO, CPEXHATA FEOMETPHUHA CTOMHOCT Ha
KoHueHTpauuure (HHTepBan 90%), nonyueHy Nnpyu BPEMEBUTE MHTEPBAIH HA B3eMaHe Ha NpoOHUTe,
fpeACTABNABALUM NPUONHINTENHO MAKCUMANIHUTE M MUHHMAITHWTE KOHLIEHTPALIMK MO BpEME Ha
NO30BHA WHTEpBa, ca 00obiueHun B Tabanua |3.

Tabauua 13: O606wena craTneTHka (cpenna reomerpuuna crounocr (90% untepsan)) na
NJAa3MEHHTE KOHIEHTPAILHH HR puBapokcabaH B craunoHapHO cbeTonHue (meg/l) cnopen
PEXHMA HA N03HpAKE H Bb3IPACTTA

BpemeBn | |

HHTEPBAJIN 1.

od N 12— N |6

| <I8roamnn | | <12 roausH | q L

2,5-4uaca | 171 | 241,35 24 | 229,7

crnelt | (105-484) (91,5-777)

npunarade | R

20—24 yaca | 151 | 20,6 24 | 15,9

) (i (5,69-66,5) (3,42-45,5) TN

NpUIaraHe _ _ P e N

bid N 0— N |2—<6roaunn | N | 0,5 |, e, B -;i; l\

<12 roauHun | _ <2 rOAMHH N S R <

[2.5-4uaca |36 |[145,4 38 [ 171,8 2 |nec. I R |

cien (46,0-343) (70,7-438) ) BRI




| npunarane | i | | _ ] o
10—164yaca | 33 | 26,0 37 | 22,2 3 10,7
cies (7,99-94,9) (0,25-127) (n.c.-n.c.)
npunarade | _ L | |
tid N 2-<6rogaunn | N | or N |0,5-<2 N |or

PRMKAAHETO roAMHH Pa’XJAAHETO -
| _ L <-2 rogHHH | | <0,5 roaMHn

0,5-34yaca |5 164,7 25 1111,2(22,9- |13 | 1143 12 | 108,0
cnen (108-283) 320) - (22,9-346) ] (19,2-320)

| npunaraHe L _ _ | |
7-8uaca 15 |332(187- |23 |18,7 12 (21,4 11 | 16,1
chen 99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
MpHiaraLe | _ h _

od = equH meT, bid = ABa BTN AHEBHO, tid TpH TLTH AHEBHO, N.C. = HE € H3BECTHO
CTo#HOCTH noJ AONHATA rPAaHULA Ha KONTMUecTBeHO onpeaensHe (iower limit of quantification,
LLOQ) ca 3amecreny ¢ 1/2 LLOQ 3a usuucnenunero Ha cratuctukara (LLOQ = 0,5 meg/l).

Bpbaka dhapmMakoKHHETUKA-DAPMAKOAMHAMHKA

Bpwikara dpapmakokuHeTuxa-¢papmakogHamuka (PK/PD) Mexay ruiasmeHara KOHUEHTPaLHs Ha
PHBAPOKCaBaH M HAKONKO (apMaKOAMHAMMYHY KpaitHU ToukH (MHXuGHpane Ha ¢akTop Xa, PT,
aPTT, Heptest) e npoyueHa cies npunaraHe Ha [WIMPOK AMANA3OH OT A03H (5-30 mg ABa MbTH Ha AEH).
Bpn3kaTa My KOHLIEHTpaLMaTa Ha puBapokcabaH M aKTHBHOCTTa Ha hakTop Xa Hait-nobpe ce
onucea ¢ Emax moaen. [1o ornowmenue Ha PT MoaensT Ha JiMHEAHO npecHYaHe ONMMCBa aHHUTE
obuxHoBeHo no-podpe. HakoHsT Ha KXpHBATA BApHPA 3JHAYMTENIHO B 3aBUCHMOCT OT PA3IHYHHTE
w3non3saHu PT pearentH. Ilpn nanonssane Ha Heonnacrus PT, PT na usxoaHno HUBO € 0koi0

13 cexyHAH, a HAKIOHLT 0kono 3 1o 4 cexyHan/(100 mcg/l). Pesynrarure ot ananusa wa PK/PD ot
daza Il u I1I ca cxonHM ¢ fAHHUTE, YCTAHOBEHH NPH 3APABH HHANBUAM.

IMeanaTpuusa DooyJaLms
be3onacHoCTTa U ehMKACHOCTTA HE Ca YCTAHOBEHH MNPH MOKA3AHKETO NPOPUNAAKTHKE HA HHCYIIT U

CHCTeMHa eMOO/HA NMPH NALHEHTH C HEKIAMHO NPEeACHPAHO MBXKJIEHE NPH Aela ¥ IOHOLUK Ha Bh3pacT
ao 18 roguHn.

5.3 Hpeaxkauanauu qaHuu 3a Gezonacyocr

HexnuH#uHKWTE NAHHH HE NOKa3BaT ocodeH pHck 3a Xopa Ha 6a3aTa Ha KOHBEHUHOHATHUTE
¢apmaxonoOryyHM M3NHTBAHUS 3a 6e30MacHOCT, NPOYUBaHKA 32 TOKCHYHOCT NPY €AHOKPATHO
npunoxeHye, GOTOTOKCHYHOCT, F’eHOTOKCHYHOCT, KaHLIEPpOreHeH NOTEHLIKA W FOBEHHITHA
TOKCHYHOCT. " |
Edexrure, HabnoaaBaHH [IPH H3NKUTBAHMATA 38 TOKCHYHOCT [TPH MHOrOKPaTHO NPUIIOXKEHHE, Ca
CBbP3IRHM OCHOBHO CBHC 3aciileHaTa apMakoiHaMHuHa aKTHBHOCT Ha puBapokcaban. [1pu rurbxose
ca HabmonapaHy MOBHILEHM Ma3MeHu HKBa Ha IgG v IgA npy HMBA Ha eKCTNIO3KLIKA, CBOTBETCTBALIH
Ha KITHHHYHHTE.
[lpu nasxope He ca HabmoJaBaHH ePEKTH BbPXY (PEPTHIIHTETA MPH MBIKKUTE HIIH KEHCKUTE
YHBOTHY. U3nHTBAHKATA NPY XKUBOTHM MOKA3BAT PENpOAYKTHBHA TOKCHYHOCT, CBBP3aHa C
¢apMaKoNIOrHiHMA MEXaHHIbM Ha AelicTsHe Ha puBapokcaban (Hanp. XeMOparHuHH yCNOKHEHNS).
Mpu nnasMeHH HUBAE, CHOTBETCTBALLK Ha KNHHUYHWTE, ca Habnioaasanu embpro-peranta
TOKCHYHOCT (MOCTHMILIAHTALMOHHA 3ary0a, 3a6aBEeHO/CTUMY/THPAHO OCH(PHLIUPAHE, MHOXKECTBEHH
Gnenu xenaTanHHd NMeTHa) K NOBUILEHA YeCTOTa HA Hal-4eCTO cpeliaHuTe ManopMaLiiK, KakTo 1
nnaleHrapHy npomeHy. [Tpy nipe- ¥ nocTHaTanHO Npoy4sase Npy nabXose € HabiloaaBaHa HaManena
BUTAJIHOCT Ha MTOKOJIEHHETO NMPH 103U, TOKCHUYHHU 32 MAKKHTE.

i "“ﬁ
PusapokcabaH e uscneasas an IOBEHWTHH TUTLXOBE NPH MPOIABIKHTEAHOCT Ha neqeméo ,ub 3“- "‘,rf;
Mecella, ¢ Ha4asI0 OT NOCTHATANEH ACH 4, KOETO MOKAa3Ba MNOBUIICHHE HA NEPHUMHCY AP a}seﬁnﬁhma,
KOSITO He e 3aBMCHMa OT fo3ata. He e HabnoaaraHo 10Ka3aTENCTRO 3a cneunpuuna § pra‘mh OPFEHHa
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6. | OAPMAINEBTHYHMH JJAHHH
6.1 | CnHebR HA NOMOLIHUTE BelLIeCTBA

MuKpoKkpuUcTanHa LeTyno3a
Kpockapmenosa HaTpHH
XHAPOKCHIIPOTTHLIETY O34

Hartpues naypuncyngar

MarHe3uesB cTeapar

CunuumeB JHOKCH], KONOUAEH 6e3BOAeH

[TlokpuTue:

Xunpomesosa 3 cPs (E464),
Maxporon 3350 (E1521),

Tank (E553 b),

Turanos auoxkeun (E171),
YepseH xeneseH okeun (E172)]
Kceunree 15 mg dpunmupann Tabnerku
Xunpomestosa 3 cPs (E464),
Maxporon 3350 (E1521),

Tank (E553 b), "
Twranos guoxena (E171)]

6.2 HechBMECTHMOCTH

Henpunoxumo.

6.3 Cpoxk Ha roanocr

30 meceua

Pasrpowenn Tabnerku

PastpowiennTe TabneTky puBapoxcabaH ca cTabuaHM BbB BOJA WIH A0BAKOBO MIOPE 32 NepHOA A0
4 yaca.

6.4 CoenHajBnH yCJIOBHR HA ChXPaHeHHe

Jla ce cbXpaHaBa B OpUrMHanHAaTa OMakoBKa, 3a [1a Ce NPEasy OT BJiara.

To3H NEKAPCTBEH NPOAYKT HE U3UCKBA CMNELMATIHH TEMNEPATYPHH YCJIOBHS HA ChXpaHEHHE.

6.5 BEA H CHABLPKAHKE HA ONTAKOBKATA

28, 42, 98 win 100 punmupann tabnerku 8 6nucrepu or OPA/AI/PVC//Al, onakoBaHu B kapToHeHa
KYTHA.

Enun 6nuctep cbabppka 10 uau 14 punmupann tabnerky, B 3aBUCUMOCT OT BH4 ONAKOBKA.

He BcHuKM BHAOBE ONakoBky MoraTt Aa ObJar MyCHATH Ha na3sapa.

6.6 Cnenuajnu npeanaiu MepkH NpH KIXBLPJISHE ,;,1/";-' EERRAA ,\
; -._|.‘. #r"f .J' 1. . .-I \
-, iv “*- W\
Heu3non3saHUAT JEKAPCTBEH NMPOAYKT WIHM OTNAAbUHHTE MATEPUANTH OT HETO T‘pﬂﬁB%ﬂaTQ{ WAXBLDIAT '\ ; |
B CBOTBETCTBHE C MECTHUTE H3NCKBAHMA. R aBs
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Pa3zrpoliapaHe Ha TabneTkure

Tabnerkure Kcunree Morar na ce pasrpowuar u ga ce cycnenadpat 8 50 ml Bozra, H Aa ce Nprioxar
ype3s HA30TACTPANHA COHAA HAH CTOMALIIHA COH/A 3 XpaHEHe C/le/l NOTBBPKACHHE, Y€ COHAATA €
pa3nonoxkeHa B cromaxa. Cnen ToBa coHaara TpabBa fa ce npomue ¢ Boaa. Tbi xaro abcopbuusTa Ha
puBapokcabaH 38BUCH OT MACTOTO Ha 0CBOGOXIaBaHe HA AaKTHBHOTO BELLECTBO, TpiOBa Aa ce H3bArsa
MpHACKEHKE Ha puBapokcabaH AMCTaAHO OT CTOMAXa, Thii KaTo TOBa MOXE Jia OBEAS 10 HAMAJIEHA
aGcopGuMa 1 BB BPB3KA C TOBA 10 HAMANIEHa eKCIMO3ULIMA Ha aKTHBHOTO BeluecTBo. Criex
MpUIoKeHHe Ha pasTpoureHa Tabserka Keunree 15 mg unu 20 mg, npueM»T Ha 103aTa B TAKEB
ciyuaii Tpabsa aa 6bAe nocneaBaH oT EHTEPATHO XpaHEHe.

7. NMPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA
Egis Pharmaceuticals PLC

1106 Budapest, Keresztari ut 30-38

YHrapus

8. HOMEP(A) HA PAPEIIIEHHETO 3A YIIOTPEBA

Kcunrec 15 mg ¢punmupann tabnetku: Per. Ne: 20230045

9. IATA HA IIBPBO PAZPEHIABAHE/TIOMHOBSBAHE HA PAZPEINEHHMETO 3A
YIIOTPEBA

Jlata Ha mepBO paspewaBane: 28.02.2023 r.
JlaTa Ha nocneaHO NOJHOBABAHE:!

10. TATA HA AKTYAJINIUPAHE HA TEKCTA
Anpun, 2025 .




