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Besaka pmnMupana Tabnerka ceappika 20 mg pusapokcabak (rivaroxaban).

3a IBTHHA CIUCHK Ha MIOMOIIHHUTE BEIIecTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

$unmupana tabmerka.

Kprria, apoitHoM3rbKkHANY, kadara ¢unMupana Tabnetka ¢ Hammue ,,E844% or eanara crpaHa u 6e3
HAJIIMC OT /IpyTaTa CTpaHa, ¢ AHaMeTHP ApHOIH3HTeNHo 9,1 mm.

4. KJIMHAYHHA JAHHH
4.1 TepaneBTHYRH NOKA3AHHA

Bwv3pacmmu

[IpodunakTvka Ha HHCYJIT H CHCTEMHA eMOONIHA P BE3pACTHH NALIMEHTH ¢ HEKJIAIMHO MPeJICHPAHHO
MEXACHE C €JHH HIIH NOBEYE PHCKOBH (PaKTOpH, KATO 3aCTOHHA CHPAECMHA HEAOCTATHYHOCT,
XHMIIEPTOHMSA, BE3PacT 275 roanHH, 3axaped araber, mpeAlecTBall MHCYNIT WIH NPeX0feH HCXCMHUYCH
HPHCTBHII.

Jleuenue Ha awiboxa BeHo3Ha TpoM6o3a (JIBT) u Genoapoben embomssm (BE) ¥ npodunakTika Ha

. peiareupaiiy BT u BE npu pr3pacTan. (BXK. TouKa 4.4 33 XeMOAWHAMMMHO HecTaOMIHY ALMCHTH
¢ BE.)

{leduampuyna nonynayun
Jleuennie Ha BeHO3eH TpomboembGomuzsm (BTE) u npodunaxtuka Ha peunauu Ha BTE npu aena

IOHOIIH Ha BB3pacT nox 18 roguau H ¢ Terno moeeue or 50 kg Hali-Manko 5 AHM cie€f HavalIHO
NapEHTEPATHO AHTHKOATYIAHTHO JICUCHME.

4.2 /[lo3EpoBKa R HAYHH HA NPHJIOCKEHHE

Jo3upoBka

IIpogunaxmuxa na uncynm u cucmemna embonus npu ev3apacmmu

IIpenopbunTensara ao3a ¢ 20 mg enuH TbT ZAHEBHO, KOETO NIPEACTAB/IABA K MPETIOPBYMTE/THATA
MaKCHMAJIHa J03a.

Jleuennero c Keunrec Tpabsa aa ce npoaw/bkasa B JLACOCPOYEH IUIAH, KOTATO I
NpODHIAKTHKATA Ha HHCYAT M cCUCTEMHa eM00/IHd HaJBHIABA PHCKA OT KbpBeHe (

AKo OBJ¢ IPONyCHATA HAKOS 1033, NaUMeHTET Tpa6Ba aa npueMe Kewrrec Hesab
CJIe/IBAINNA CH Na NPOXWDKH ¢ FIPHEMA €JHH IThT AHCBHO, ChIVIACHO MPENoOpPbh
¢e MpHeMa ABOMHA N03a B CHINHA JIEH 33 KOMIICHCHpaHe Ha MpOIycHATa A03a.



Jlevenue na JJBT, nevenue na BE u npoghunaxmura na peyuousupawu JIBT u BE npu ev3pacmnu
[IpenopruMTeninara 1o3a 3a HayanHo neuenune Ha ocrpu JIBT wnu BE e 15 mg npa obTH AHEBHO Npe3
OBPBHTE TPH CEAMHIUM, NOCIEABaHa OT Ao03a OT 20 mg BeAHEK AHEBHO 3a MPOAB/DKABAINOTO JACYEHHE
H npo¢HlakTHKa Ha peuausHpanm JIBT u BE.

Tpabsa na ce IMa npeABHI KpaTKOCpOYHA Tepamnus (Had-Manko 3 Meceria) npH nauuenTs ¢ JIBT win
BE, npoBOKHMpaHH OT ronemMu npexoaHH pUCKOBH (aKTopH (T.€. CKOPOIIHA rojiAMa OTIepariis Hiu
Tpasma). Ho-npoxwmiirenna Tepamus Tp2OBa Aa ce MMa MpeABUA MPH MALHEHTH C MPOBOKHPAHY
ABT wunu BE, necbpzanu ¢ ronemu npexonns puckosH (akropu, Henposokupanu JIBT wiu BE nnu
aHamHe3a 3a peupausupammy JIBT wnu BE.

Koraro ¢ nmokasaHa no-npoas/pkuTenta npodunaktuxa Ha penpaueupamu BT u BE (cnen
3aBBLpIIBaHE HA MoHe 6-MeceuHa Tepanus 32 JIBT wnu BE), npenopruurensara nosa e 10 mg pennnbx
AHEBHO. [IpH MaupeHTH, NPH KOUTO cE CMATA, 9€ PHCKBT OT perauBHpanti JIBT um BE e Bacok,
KATO Te3H C YCIOKHEHH CHITBTCTRAIIH 3a00NI9BaHHA, HIH KOHTO ¢a pa3BiuM pernueupamu JIBT nwim
BE npu no-npoawpkurensa npognakruka ¢ Keunree 10 mg o senbx AHeBHO, TpaOBa Ja ce HMa
npexpHa rpHeM Ha Keunrec 20 mg BeHbkK AHEBHO.

IlpoaboxuTeNHOCTTa Ha TepanmaTa TpsAOBa fa ce oTpeneH H A034aTAa Aa ce H3bepe HHAHBHAYAIIHO
CJiell BHHMATEIHA OLICHKa HA ChOTHOMICHHETO MEX]Y TION3aTa OT NEYSCHHETO B PHCKA OT KbPBEHE (BXK.
TOuKa 4.4).

Ileproa ot Bpeme CxeMa Ba npunarane| O6ma JHeBHA
A03a
Jleuexne Hen 1-21 15 mg nBa ImsTH 30 mg
npodunakTyKa Ha QHEBHO
perausApau ABT u | Jlen 22 varatek 20 mg BeAHDX qHeBHO| 20 mg
BE
ITpodunaxruxa Ha Cnepn 3apppluIBaHe Ha HaH- 10 mg BeaHnX 10 mg
peumausspaiy JIBT u | manko 6-mecetusa Tepanis 3a aueBHo Wwin 20 mg win 20 mg
BbE JABT mim BE BeIHBX JHEBHO

3a ynecHsBaHe MPEeMHUHABAHETO OT A03a 15 mg xeM gosa 20 mg cnex Jlen 21 e ganudna 4-ceqMUIHA
ONakoBKa pHBapokcabaH 3a 3anousane Ha neueHue Ha JIBT/BE (mpemiarany ¢ pa3nuyHH ThProBCKH
HAMMEHOBAHMH).

Axo BBB (paszaTa Ha Jie4yeHHe ¢ 15 mg nBa ETH AHEBHO (AeH 1-21) ce NpoIyCcHE eHH MPHEM,
NaluMeHTHT TPAOBA HezabasHO Aa npueme Kcunrec, 3a a ce ocHryp 00110 NPHETO KONHYECTBO OT
30 mg Kcunrec 3a enus aed. B nonoGeH caygait Moxke f1a 6baaT npHeTH ase TabneTku ot 15 mg
HaseHbXK. I1almMeHTsT Tp46Ba Ja NpOARIKH peIOBHHS NpHeM Ha 15 mg ABa IMbTH AHEBHO Ha
cle/Balus J€H, KAKTO € MpernophYaHo.

Axo BBB (pasaTa Ha JiedeHHE C eAMH NMpPHEM Ha ACH Ce NPOIMYCHE €IHH MpHEM, NALMEHTHT TPAOBa
HezabaBHo Ja npueme Keunrec m TpaGBa 1a MpOXBBKH peNoOBHHS TPHMEM BEAHBK AHUEBHO HA
cneaBamya ACH, KakTo € mperopbuaso. He Tpabea ga ¢e u3non3ea ABOiHA A03a B paMKHTE €IHH H
CBINM JIEH, 33 J1a C€ KOMIICHCHpA NPOIlyCHATATa J03a.

Jevenue na BITE u npogunaxmura na peyuousu na BTE npu deya u 1orowu
Jleuyennero ¢ Kewnree npH aena ¢ 10HOMM Ha BB3pacT mopx 18 roauu# Tpadsa Ja 3anodne Hai-Manko
S AHM ClIed HAYaTHO NMAPEHTEPAIHO AHTHKOATYIaHTHO JleucHKe (BK. ToYKa 5.1).

Jo3aTa 3a Jelia M I0HOIIH ce H3YHCAABa Ha DasaTta Ha TelleCHO Terio.

- TenecHo rerng ot 50 kg uan nopeye:

NpeIopbYBa Ce €HOKpaTHA JHEBHA A03a oT 20 mg puBapokcabaH. Tosa
JAHEBHA 1034,

- TenecHo Terno ot 30 kg no 50 kg:




NperoprUBa Ce €AHOKpaTHA AHEBHa f03a ot 15 mg puBapokcabaH. ToBa e MakcHMATHATA
IOHEBHA 103a.

- 3a nailHeHTH ¢ TenecHo Terno nod 30 kg smwkre KpaTkara XapakTepueTHKa HA IPOAYKTA,
ChABPKALL pHBapoKcaOaH rpaHyJid 3a epopaiHa CyCIieH3HA.

Ternoto Ha peTeTo TpAGBa Aa ce npocae/siBa ¥ J03aTa [a CE npepasrnexna peaosHo. Topa €
HeoDXOaMMO, 33 1a ce FapaHTHpa, Ye ce NOAAbpIKa TepaneBTHIHa Ao3a. Kopekims Ha aosara TpsbBa
Ja ce MpaBH CaMO Bb3 OCHOBA HA NIPOMEHH B TEJIECHOTO TEIJIO.

Jleyenuero TpAdBa Aa Orae MpoaE/DkeHO 32 Halt-MaaKo 3 Mecena Ipy Aena H oHomH. JIedeHHeTo
MOXKe Ja 6pae yasmieHo ao 12 Mecena, Korato € xKIMHHYHO HeoOxoaumo. JIRnceaT RaHHH MpH AU B
HOAKpeNa Ha HaMalgBaHe Ha Ho3aTa ciied 6-MeceHHo JieueHHe. CbOTHOINEHHETO MOJI3a-PHCK Ha
NpOABJKAaBaHE Ha TepamuaTa cien 3 Mecelta TpaOBa Aa 6bae oleHeHO HAa HHAMBHAYamHa 6a3a, KaTo ce
HMa NMpeABHA PHCKA OT peliMAMBHpalIa TpoMOo3a CIIPAMO TIOTEHLHAIHHA PHCK OT KbpPBEHE.

AXo0 ce MpoITYCHE €IHH NPHEM, TIPOITyCHATATA 033 TPAOBa [a ce B3eME BBE3IMOKHO HaH-CKOpO cliefl
Karo ce 3abenexu Nponycka, HO camMo B Chlus AeH. AKO TOBa HE € BB3MOXKHO, NalMeHTsT TpAOBa Aa
NpOIyCHE [034aTa ¥ Ja NPOABDKH Che CCABAINATA [03a, KAKTO e npeamucaHo. [TaimedTsT He TpaOBa
Ja B3eMa gBE J03H, 3a J1a KOMIIEHCHpa MPOIYCHATATa 034.

llpemunasane om neuenue c anmazonucmu Ha eumamun K (ABK) xwm Kewnmec
- [IpodHnaxTHKa Ha HHCYIT K CHCTEMHA eMOOTHA:
ABK 1ps6Ba za ce cripar u aa ce 3anogse seyeHHeTo ¢ Kewrree, korato MexayHapoaHoTo
Hopmanuzupano crotHomernue (International Normalised Ratio, INR) ¢ <3.0.
. Jleuenne Ha JIBT, BE u npo¢drnakTika Ha peLiHMBy [pH Bb3pacTHH U nevyenne Ha BTE u
ApOQHMNAKTHKA Ha PEIMOHBH NPH NENHATPHYHM NAIMEHTH:
ABK Tpabsa na ce cripar M aa ce 3anoune neyeHuero ¢ Kewrec, korato INR e <2,5.
Ilpn npemunaBaHe o1 gevenne ¢ ABK kM nevenne ¢ Kemnrec croiinoctrre Ha INR me Obaar
tanmmuBo MOBHINEHM criel npieMa Ha Keunrec. INR He € panmzeH napaMeTsp 3a H3MEPBaHE Ha

AHTHKOArynaHTHaTa aKTHBHOCT Ha Kcuirrec # crieioBaTenHo He TpROBa 5ia ce u3mon3ea (BXK. TOUKa
4.5).

IIpemunasane om revenue ¢ Keunrree xom anmazonucmu na sumavun K (ABK)

Hima BepOATHOCT aHTHKOAryJIaLMATA 1a 6b/e HealeKBaTHA B X0/14 HAa NPEMHHABAHETO OT JIedeHHE C
Keuntec ksm ABK. Tpabea fa ce ocurypu npoAb/DkMTeTHa A1eKBaTHA AHTHKOATYJIalHs TIPH
npeMHHaBaHe KbM aNTepHaTHBCH aHTHKOAryiaaHT. TpsOpa aa ce orbenexu, ve Kcunree Moxe aa
o0ycnoBH NopMIIeHH cToHHOCTH Ha INR.

IIpu nauHeHTH, NpemuHaBamy ot nederne ¢ Kewrreec kem ABK, ABK tpsabpa aa ce mpuemar
napaneiHo a0 Aocturane Ha INR >2,0. [Ipes mepBHTE Ba AHK OT HpeXoAHHA NCPHO] TPAOBa 11a ce
[pHiara CranfapTHata HadanHa aola ABK, cnen koero nosara nHa ABK tpabsa aa e cnopen
pesynratute 3a INR. [lokaro naimenTute npuemar ennospemento Keunrec m ABK, INR e TpaGea
Aa Ce€ M3CIIEBA NO-PaHo OT 24 yaca ciel NPeAXONHATa 1033, 2 CAMO HEMOCPEACTBEHO NpeIH
cneasawata 1o3a Kewnrree, Cnen kato ce npeycraHosu npuema Ha Keunrec, INR Moxe na ce

H3CJIE/IBA H Pe3YATATHTE Ja Ca HaOCKAHU [TOHe 24 yaca clie/i MPHEMa Ha MOCJeAHaTa 1032 {BK. TOUKH
4.5 1 5.2).

IMenuaTpudHE NAUKECHTH:
Heuara, kouro npemunasar ot Kennrec ksM ABK, 1pa68a na mpomwiokar na npreMat Kcnirrec 3a
48 vaca cnen mepBata fo3a ABK. Cnen 2 nHH Ha €JHOBpEeMEHHO NIPHIIOKeHHe Tp20Ba aa ce HanpaBH
H3CAEeABAHE H a Ce NTonyyvaT pesyntature Ha INR, npenu cneapamara zoza Keunrec no cxe
IIpenopsdsa ce equoBpemMenHoTO NpuioxeHue Ha Keunree n ABK Jja mpoqhmkH, KoKz
Iom kaTo mpuemsT Ha Kewnrrec e npeyctanosen, INR Moxe Ja ce H3CIeBa H Ja ce /
HARGKIHH pe3ysITaTh 24 qaca Cnejl HpHEMa Ha Toc/ieaHaTa 1o03a (BX. 10-rope U ToYHs

IIpemunasane om nevenue ¢ napenmepanuu anmuxoazyaanmu koM Kcwimec

IIpu BB3pacTHE ¥ NEAHATPHYIHH NIALMEHTH, KOHTO B MOMCHTA MOTY4YaBaT MAPEHTEPA)
-

aHTHKOAT'YJIaHTH, NPEYCTAHOBABAHETO HA NMAPCHTCPAITHAS aHTHKOATYJIAHT H 3aM0YBak



0 xo 2 vaca npeay MOMEHTA 32 CAEABALIOTO IFIAHOBO MPHJIOKEHHE Ha IAPEHTePATHHS JIEKapCTBeH
MPOAYKT (Hanp. HUCKOMOJEKYJIEH XeTIapHH ) HIK B MOMEHTA Ha CHIMPAHE HA MPOARDKHATEIHOTO

MPHIOKCHHE Ha NapeHTepaTHHA IEKAPCTBEH NPOAYKT (Hanp. MHTpaBeHo3eH HedpakioHApaH
X€MIapHH).

IIpemunasane om nevenue ¢ Kcunmec xvm napenmepantu anmuxoazynraumu
[Ipeycratopere nprema Ha Kcurrec u NpHIIOXKETe MMHPBATA 1033 OT MAPEHTEPATHHS AHTHKOATY/IaHT B
MOMEHTA, KoraTo Tpabea fa ce npueMe cieapamara go3a Keunrec.

Cneyuantiu nonyiayuu
bvbpeuno yspexcoane

Br3pacTHu:

OrpanrieHHTe KIMHHYHH JAHHK OT NALMEHTH ¢ TEXKO 6B6peyHo YBpexaaHe (KPeaTHHHHOR
KaMpBHC 15-29 ml/min) nokassar, ye IWiasMeHKTE KOHLIEHTPALMH HAa pHBApoKcabaH ca 3HAUHTEHO
nopuineHH. Io Tasn npuyduna Keunree Tpabea na ce npriiara BHUMATENHO pH Te3H naunenTH. He
Ce IpenopbUBa ynotpedata Npu NALMEHTH C KPEATHHHHOB KIMPHHC <15 ml/min (Bk. ToukH 4.4
5.2).

IIpu naupeHTH ¢ yMepeHa crened Ha 650peuHo yepexiane (KpeaTHHHHOB KIHpLHC 30—49 ml/min)
HJIH C TEXKa CTeNeH Ha O0s0pedHo yBpexkaaHne (KpeaTHHHHOB KmphHC 15-29 ml/min) ca BanuaH#
C/ICAHHTE TIPETIOPBKY 33 NO3HPAHE:

- 3a npodHnakTHKa Ha HHCYJIT H CHCTeMHA eMBOTHA TPH MALMEHTH ¢ HEKJIAIHO NpPeACHPAHO
MBKACHE NPCNOPBUHTENHATA A03a € 15 mg BeAHEX JHEBHO (BXK. TOUKa 5.2).

- 3a neuyenne Ha JIBT, nevenme Ha BE n npodunakrexa Ha penpaupupamyu JIBT u BE:
naueHTuTe TpAOBa fa ObaaT nekysauu ¢ 15 mg ABa MBTH JHEBHO TIpe3 IIBPRHTE 3 CeqMHLM.
Cnel ToBa, kOraTo npenopbuUTe/IHaTA 1033 € 20 mg euH LT AHEBHO, TPAOBa Ja ce
OOMKCIIH HaMasisABaHe Ha 703aTa oT 20 mg BeIHbK AHEBHO Ha 15 mg eMH BT AHEBHO, AKO
OLCHEHHAT PHCK OT KbpPBEHE 34 MTALUHCHTa HAJXBHPIA pHcKa oT peuyaueHpamy JIBT » BE.
[Ipenoprkara 3a ynorpeGara Ha 15 mg ce ocHOBaBa Ha (hapPMAKOKMHETHIHO MOZEIHPaHE U
HE € MMPOYyYBaHa NpH Te€3H KIHHHYHH YCIOBHA (BXK. TouxH 4.4, 5.1 1 5.2).
Korato npenoprunrennara xo3a e 10 mg equH NbT NHEBHO, HE Ce Hanara T4 aa 6ne
KOpHUTHpaHa.

He ce nanara kopexnug Ha Ao3ata ApH DALHEHTH ¢ IeKa cTeneH Ha 6u6peuno yppexaane
(xpeaTHHHHOB KHpBHC 5080 ml/min) (8. Touka 5.2).

Ilenuarprdna nonynanms:

- Jlena 1 I0HOIIM ¢ Jeka cTeneH Ha 6B6peuHo yepexaane (CKOPOCT Ha FOMepYJIHa (QuITpalks
50 — 80 ml/min/1,73 m?); we ce Hanara KOpeKIHg Ha H03aTa, Ha 0a3aTta Ha JJaHHH OpH
BE3PACTHH H OTPAHHYCHH JaHHH IIPH NIeAKATPHIHHK NalMeHTH (BXK. TOYKa 5.2).

- Jlenta M 10HOIIIH ¢ YMepeHa MM TEXKa CTeneH Ha 6650peuHo yBpexkaane (CKOpocT Ha
riomepynna Gunrpauus <50 ml/min/1,73 m?): Kcunrec ne ce npenoprusa, Thit KATO MMUICBAT
KITHHHYHH JaHHH (BXK. TOuKa 4.4).

Yeproopobro yepescoane
Kcmrec © mpoTHBONOKa3aH NPU MAIHEHTH C YEPHOAPOOHO 3a00M1BaHe, CBBP3AHO ¢ KOATYIONaTis 1
KITHHAYHO 3HAYHM PHCK OT KbPBEHe, BKIIFOUUTENHO nauueHTH ¢ uupo3a ¢ Child Pugh B u C (Bx.

TOUKH 4.3 1 5.2).

JIamcBaT KNHHHYHM JaHHH TIPH JeHa ¢ YePHOAPOOHO YBpEKIane,

Cmapuecka ev3pacm
be3s kopeklMs Ha f03aTa (BX. TOYKA 5.2).

Tenecno mezio
bes KOpeKLHA Ha 703aTa PH BH3PACTHH (BX. TOUKA 5.2).




[Ipu nenHaTpHYIHK DaLMEHTH Ao3aTa ce onpeAend Ha 6asara Ha TEJIECHOTO TEIIO.

Ilon
be3 xopexuHa Ha n03aTa (BXK. TOYKA 5.2).

Iayuenmu, nooaooiceru na kapouoeep3uo

[IpuemsT Ha Kennrec Moxke Ja sanodHe WiH Ja MPOTLIKH ITPH NaHeHTH, IPH KOHTO MOXeE J1a €
HeO0X0AMMO KapAHOBEP3HO.

[Ipu kapanoBep3HO HacouBaHe Ot TpaHcezodareanna exokapauorpadus (TEE) npu naliMeHT™, KOHTO
He ca OH/IM TeKyBaHH ¢ aHTHKOAryJlaHTH, JedeHHero ¢ Keumree TpabBa aa sanoune Haii-manko 4 Jaca
NMPEAH KapAHOBEP3HO, 3a Ja € TapaHTHpa a/IcKBATHAa aAHTHKOAryxaus (BxK. To4kH 3.1 u 5.2). Ilpu
BCHYKH NALMECHTH, NPEAH KApAHOBEP3HO TPAOBa Ja ce NOTHPCH NOTBEPKACHHE, Y€ NAUMEHTET €
npren Keuwnrec, kakto e npeanucano. Ilpu B3eMaHe Ha pellleHHE 3a 3aN0YUBAHE HA TEPANHA K
ONPEACAHE Ha MPOABJDKHTEIHOCTTA H, TPAOBa 1a Ce MMAT IpeBH/ YCTRHOBEHHTE NPENOPBKH OT
PBKOBOLICTBATA 34 AHTHKOAIYJIAHTHO JIEYEHHE [IPH NALMEHTH, MOLIOKEHH Ha KapAUOBEP3HO.

IIayuermu ¢ nexnanto npedcopono mvicoene, koumo noorexcam va IIKH (nepxymanta xoporapua
UHMEPBERYUR} C NOCMABAHE HA CIMEHM

HMma orpaHi#yeH OITMT N0 OTHOLIEHHE Ha HaManeHa 103a 15 mg puBapokcabaH BeAHBXK JHEBHO (WK
10 mg puBapokcabaH BEIHBXK JHEBHO 32 NALMEHTH C YMEPEHO TEKKA cTeneH Ha 6u0peuHo yBpexxaaHe
[KpeaTHHHHOB KNMHPBHC 30-49 ml/min]), B zomennense kpM P2Y 12 uaxuGuTopa 32 12 Mecela
MaKCHMYM, TIpH NAIHEHTH ¢ HEKNIAITHO NPEACHPAHO MBbXKICHE, KOUTO ¢ HY>KIaAT 0T NMepopanHa
aHTHKOAryJlaHTHa Tepanys 1 ca 6mnu nognoxkenn Ha ITKH ¢ nocrasane na crenr (BxK. Touku 4.4 1
5.1).

Ieouampuuna nonyrayus

be3zonacHOCTTa H euKacHOCTTa Ha puBapokcabaH npH fena ua pe3pact 0 g0 18 rogunu He ca
YCTaHOBCHH IIPH TTOKa3aHUETO NMPOQHIaKTHKE Ha HHCYIT H CHCTeMHa eMOOHs ITPH MALUEHTH C
HEKJIAMRBO NMPeACHPAHO MBbKAcHE . JInncsaT AauHu. ITo Ta3u npyyHHA TOH He ce MpenoprYBa 3a
ynotpeda npu Aelia Moz 18-roauuIHa BE3pacT NpH APYTH MoKa3aHus ocBeH NedeHue Ha BTE u
npodunakTHKa Ha peraues Ha BTE.

Ha4uuH Ha DprioXKeHHE

Bvipacmnu

3a nepopaHO IPHACKEHHE.

Kcunrec 20 mg dunMupann Tabietku TpabBa 1a ce npueMat ¢ XpaHa (BXk. Touka 5.2).

Pasmpowasane na mabnemxume

[IpH maumeHTH, KOMTO HE MOTaT Aa NoTIbUIaT TabneTkuTe ey, TabmeTkata Kerrec Moxke aa ce
pa3sTpOILM ¥ CMECH ¢ BOJIA HIIHM AQBIIKOBO MOPE HETIOCPEACTBEHO NIPSTH YHOTPeOA U Aa C€ MPHJIOXKH
nepopanHo. Caea npuiaraHeTo Ha pasTpomeHH puaMupann tabrerxku Kewrree 15 mg v 20 mg
no3ara TpaOsa na 6nae mocneirana He3abaBHO OT XpaHeHe.

PasTpoinieHara TabneTka Moxe fa ce MpWiara ChIIO H Ype3 CTOMamHa coHga (Bx. ToukH 5.2 H 6.6).

[eya u onowu ¢ mezno #ao 30 kg

Kcunrec e 3a nepopanro nprnoxenue. [lanpentsT TpaGea qa 651 nockBeTBaH Ia NONThINa
TabJieTkaTa ¢ TeHHOCT. T TpaGBa chINo Z1a ce npHeMa ¢ XpaHa (BK. Touka 5.2). TabneTkure TpaGpa aa
ce MPUHEMAT TNpe3 HHTepBan npubausnTenno 24 vaca.

B cmydaii ye naiMeHTHT H3MLTIOE BeAHAra 103aTa WIH NOBLPHE B paMkHTe Ha 30 MHHYTH cren
NpWICKEHHE HA X03aTa, TpAORa 213 ce JaJle HOBa J103a. AKO obaye MaLUHCHTET OBBPHE MOB
30 MMHYTH cieZ1 NIpHEMAa, J103aTa He TpAOBa a ce NpWiIara OTHORO H CIICABAINATA 1033
B3E€ME 110 CXeMarTa.

Tabnerkara He TpaOpa fa ce pazfend OpH OIMMT Ja ce HAGaBH YacT OT Jl03aTa B Ta0J

Pazmpowasane na mabremxume
Ilpx NauMeHTH, KOHTO HE MOTAT Ja HOrIBINAT TaONETKUTE LC/H, TpAOBa Na ce 3O



IepopanHa CyCTICH3H.

AKO nepopanHara CyclieH3Hs He € Ha PasNolIoKEeHHe BeHara, KOraTo ¢a M3MHCAHH J03M 15 mg wiH
20 mg pusapokcabaH, Te Morar aa Obaar HabaBeHH, KaTO ce pasTpolH Tabnerka 15 mg nnu 20 mg u
C€ CMECH € BOZA HITH SOBJIKOBO IMOPE HENOCPEACTREHO MpeaH YHOTpe6a H ¢e MPHIOKH NePOPATHO.
PastpomieHara TabyieTka MOXe fa Ce Np#jIara Ype3 HA30raCTPaiHa MK CTOMAINHA COHJIA 32 XPAHCHE
{BXK. TOYKH 5.2 1 6.6).

4.3 IlporEBOnOKaA3ZABNHS

CBpPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEIIECTBO HWAH HAKOE OT NOMOLIHATE BELIECTBA, B30poeHH B
TouKa 6.1.

AKTHBHO, KJIHHHYHO 3HAYHMO KbpPBEHE.

Jle3us WK CHCTOAHKE, aKo 6B1e CUETeHO, e MPeACTaBIBa 3HAYMM PHCK 3a rojIAMO KbpBeHe. Tosa
MO3KE 1a BKIOYBA HACTOAINA HITH CKOPOIIHA raCTPOMHTECTUHAITHA A3Ba, HAJIMYHE Ha 3/I0KAYECTBEHH
HEOIUIa3MH C BUCOK PHCK 33 KbPBEHE, CKOPOIIHO HapaHABaHE HA IMAaBHHA WIH rPBEOHAYHAS MO3BK,
CKOPpOIITHA ONIEpalida Ha MNIABHHA MO3BK, rPHOHAYHMA MO3BK HIIH OYHMTE, CKOPOLIHA BhTpEYCpenHa
XeMOparis, H3IBECTHH WIH CYCIIEKTHH e3o(arcalHi BApHIM, apTepHOBEHO3HNA MAT(OPMaLIHK, CbAOBH
aHEBPU3MH WIIH TOIEMH HHTPACIIHHAIHH WIH HHTpauepeOpaHH ChIOBH aHOMATHH.

EnHOBpEMEHHOTO NieyeHHE C APYTH aHTHKOAryJIaHTH, Hanp. Hedpakuuonupas xenapus (HOX),
HHCKOMOIIEKYJTHH XeMapHHH (€HOKcanapyH, JaiTenapiH H JIp.), IPOA3BOIHHA HA XEIIapHHA
(dosmanapHHyKC 4 Jp.), IEPOPANHH AHTHKOATYNAHTH (BapdapHH, faburaTpan ereKcHiar, anukcabas
¥ Jp.), OCBEH IIpu crieNHIHH 00CTOATENCTRA 332 CMAHA HA JICYSHHETO C AHTHKOATY/IaHT (BXK. TOUKa
4.2) nnu koraro HOX ce npunara B 1034, HeoOX0IHME 3a TIOATBPIKAHETO Ha OTBOPEH LIEHTpajleH
BEHO3CH HJIH apTepHaJiCH KaTeTwp (BXK. ToUKa 4.5).

Yepaoapobuo 3a60naBane, CBBP3aHO ¢ KOATYJIONATHS H KIHHHYHO 3HA9HM PHCK OT KbPBEHE,
BKFOMHTE]THO NMauHeHTH ¢ 1po3a ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT ¥ KepMere (BXK. Touka 4.6).
4.4 Cpoensanna UpeAyNpeKACHAS H NPEANAIHE MEPKHE OpH ynoTpela

IIpenoprura ce KIMHHYHO HabMmoaeHHe, CHOTBETCTRAILO Ha NPOBEXNaHaTa AHTHKOArYJIalHs B X042
Ha He/MA NEPUOoJ Ha JIeYeHHE.

PHCK OT XxeMoparus
KakTo H ¢ ApYTH aHTHKOATYJIAHTH, TTAIMEHTHTE, KOHTO npueMar Keunrec, Tpsabsa aa ce HaGmoaasart

BHHMATEIHO 34 NPH3HAIM Ha KspReHe. [IpenmopbuBa ce ynorpebara ¢ HOBHINEHQ BHUMAHKE ITPH
CBCTOAHMA C TIOBHMILCH PHCK 3a xemoparud. [Ipunoxenmero Ha Kewrree TpadOBa Aa ce NpeyCcTaHOBU
IIpH HOABA Ha TEXKa xeMoparud (BxK. Touka 4.9).

B xnWHHYHHTE NPOYYBAHHA JIMTABHYHO KEPBEHE (T.€. OT HOCA, BEHIHTE, CTOMAITHO-UPCBHUS TPAKT,
NHKOY0-MIONOBUSA TPAKT, BKIKOYHTETHO aOHOPMHO BATHHATHO HIIH YBEJIMYEHO MEHCTPYATHO KEPBEHE)
H aHEMHA c¢ HaOMIOAABAT NMO-YeCTO NMPH ABITOCPOYHO JleYeHHe ¢ pHBapokcataH KaTo Jo0aBKa KbM
TEpaIus ¢ €JHO HIIH NBE aHTHArperanTHH cpeacTra. Io Tazm npHdMHAa, B AOIMBIHEHHE KBM
aICKBaTHOTO KITHHHYHO HabMmoneHre, 1afopaTopHO H3cAeAraHe Ha XeMornoOuna/xeMaTokpuTa Ou
MOTJI0 Aia OBie OT NOJ3a 32 OTKPHBAHE HA OKYJATHO KBPBEHE H 3a ONpeAcisHe Ha KIHHHYHATA
3HAaYHMOCT Ha ABHO KbpBEHE, [0 MpelieHKa CIope] CIyJas.

HAKOMKO MOArpyITH NaiHEHTH, OMMCAHH NOAPOOHO NO-J0JTY, €a C NIOBHIIEH PACK OT
NalHeHTH CeABa Aa ObAAT BHUMATETHO MPOCTICACHH 3a OeNe3d ¥ CHMITOMH Ha CB
YCAOXKHECHMA H aHEMHA CJIeA HAaYI0TO Ha JieueHHeTo (BXK. Touka 4.8).

IIpn BCAKO HEM3ACHEHO NMOHIDKABAHE HA XeMOTTTOOHHA WIIH KPBRHOTO HaNATaHe TP
H3TOYHHK HA KbpPBEHE.




BbrpekH ue IeYeHHETO ¢ puBapokcabaH He H3HCKBa PyTHHHO MPOC/eAdBaHe Ha eKCII03HIMATA,
HHBATA Ha puBapoKcabaH, H3MepeHH ¢ KATHOPHpPaH TECT 33 KOJIHYECTBEHO ONPENC/fHE Ha
anTH(akTOp Xa, MoraT Aa GBAaT N0Je3HH B H3BHHPEAHH CHTYALHH, KOTaTo JaHHHTE 34
CKCIIO3ULHATA Ha pHBapokcabaH MOXKe J1a MOMOrHaT 3a B3eMaHe Ha HHPOPMUpPaHHd KITHHUYHH
PCHIEHHA, HAMP. [Ipeio3UpaHe 1 CriCIIHa XUpyprua (Bx. Touka 5.1 u 5.2).

IlenuaTpuuda nomynaiixs

Hma orpaHH4eHH JaHHH NPH A€na ¢ MO3bYHA BEHO3HA B CHHYCOBa TPOM003a, KOUTO HMAT HHQEKLMA
Ha LIHC (Bx. Touka 5.1). PrckbT OT KbpBeHe TpaGra na 6bae BHHMATEIHO OLEHEH TIPEeIH 1 TI0 BpeMe
Ha TepanHATa ¢ puBapoxcabaH.

brOpeuno yBpexaane

[1Ipn BH3pacTHH NALHEHTH ¢ TeXKO OBOpeIHO yBpekaaHe (kpearnHHHOB KTHpBHC <30 ml/min) e
BE3MOKHO NNIA3MEHHTE HHBA Ha puBapokcaban na 651aT 3HAUKHTEeNHO NOBHINEHH (cpeaHo 1,6 mpTH),
KOCTO MOXKeE Jja JOBEE A0 NOBHINEH PHCK OT kKbpBeHe. Kemrrec TpabBa Ja ce mpuiara BHUMATeIHO
NPH NAIMEATH ¢ KpeaTHHUHOB KIHPBHE 15-29 mi/min. He ce mpenopsuBa ynorpebata NpH NallHEHTH
¢ KpEaTHHHHOB XIHPBHC <15 ml/min (Bx. Touky 4.2 1 5.2).

Kcurrec Tpa0Ba na ce mpunara BHUMATENHO APH NAIMEHTH ¢ 6B0peuHO YBpexaaHe, NOMyYaBalny
CIHOBPEMEHHO APYTH JICKapcTBa, KOWTO MOBHLIABAT IUTa3MEHHTE KOHIIEHTPAallHH Ha pHBapoKcabaH
(BXK. TOuKa 4.5).

Keunrec He ¢e npenopsyBa NpH AcLa H IOHOLIM ¢ YMEPeHa HWiIH TeXKa cTerieH Ha 650pedHo
yBpEXAaHe (CKOpOCT Ha raoMepyaHa durrpaima <50 ml/min/1,73 m®), TeH KaTO JHIICBAT /JaHHM.

B3anMoOeHCTBHE ¢ PYTH JEKAPCTBEHH NPOAVKTH
He ce npenoprusa ynotpeGara Ha Kennrec npu naiHeHTH, KOHTO 10Jy9aBaT €AHOBPEMEHHO

CHCTEMHO JIEYEHHE C a30JI0BH aHTHMHKOTHIM (KaTO KETOKOHA30/1, HTPaKOHA30J1, BOPHKOHA30J1 ¥
1n03aKoHa30m) Wi HIV-nporeasnn Haxuburopu (Hanp. putoHaBrp). Te3u axTHBHH BEINeCTBa Ca
motHA MHXBOMTOpH Ha CYP3A4 1 Ha P-gp ¥ no Tasu npuymHa MOraT Aa MOBHINAT JUIa3MEHATa
KOHLIEHTpalHg HA pHBapoKcabaH N0 KITHHHYHO 3HAYHMMO HHBO (cpeHo 2,6 ITETH), KOETO MOXE Ja
AOBEE N0 MOBHIIEH PHCK OT KbpBeHe. JIMNCBAT KIHHMYHN ZaHHU NP Aella, Ioay4YaBaliy
CBITBTCTBAIRO JICYCHHE ChC CHAHKM HHXHOUTOPH, KakTo Ha CYP 3A4, Taka ¥ Ha P-gp (BK. Touka 4.5).

HeobxoauMo ¢ BHHMAaHHE NPH NALMEHTH, KOMTO €JHOBDEMEHHO Ca Ha JIeYeHHE C TEKAPCTRCHH
NPOAYKTH, KOUTO MOBJIHABAT XeMOCTa3aTa, KATO HECTEPOUIHH [IPOTHBOBB3NAIMTENIHH CPEACTBA
(HCIIBC), aneTHncaniimioBa KMCE/THHA 1 HHXHOHTOPH Ha TPOMOOLMTHATA arperais WM
CEJIEKTHBHH MHXHOMTOpPH Ha 00paTHOTO 3axBalllaHe Ha cepoTOHHHA (selective serotonin reuptake
inhibitors, SSRI) H HExuGHTOpU Ha 06PATHOTO 3aXBalllaHe Ha CEPOTOHHHA M HOpenuHedpHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). [Ips naipeHTHTE ¢ PHCK 33 YAHEPOIHO
CTOMANIHO-YPEBHO 3a00/IMBaHE MOXKE Ja CE€ IOMMCIM 33 HOOXOASIIO MPOPHNAKTHIHO JIEYCHHE (BXK.
to4ka 4.5).

ﬂp}f!ﬂ PHCKOBH ggaxropn 34 KbPBCHE

Kakro u ¢ Apyrd aHTHarperanTHH CPE/ICTRA, PHBAPOKCADAH HE ce TPenopHYBa NPH NALMEHTH C

TIOBHIIEH PHCK OT KBPBEHE, KATO:

*  BpPOACHH HIIH NPUICOHTH HapyUICHUE B KPHBOCHCHPBAHETO

e  HEKOHTPOJHpPaHA TEXKKA apTepHAIIHA XHIISPTOHHA

*  pPYro CTOMAIHO-YPEBHO 3a00iiBaHe 0e3 AKTHBHO pa3g3BABaHE, KOSTO NOTEHUHANIHO MOXKE Ja
JIOBeZIE 110 YCJIOKHEHHS ¢ KbpeeHe (Hanp. BE3NATHTEAHO 3a0onaBaHe Ha YepBaTa, e30(darur,
TacTPHT H racTpoesodareansa peaykcHa 6omnecr)

*  CbHJ0BA PETHHONATHA

e  OpoHXHeKTazW# WK aHaAMHEe3a 33 KepBeHe B Genug apob

[TauyeHTH ¢ pakoBo 3a0onsgBaHe
[TallHeHTHTE CBC WIOKAYECTBEHO 3a00/IIBAHE MOKE €THOBPEMEHHO 112 Ca HIJTONKEe

pHCK OT KbpBeHe ¥ Tpombo3za. MrauBuAyanHaTa moisa oT aHTHTPOMOOTHIHOTO J
NpELCHH COPAMO PHCKA OT KbpBEHE MPH NaUHEHTH ¢ aKTHBHO PaKoBo 3aboigBaHe




JIOKALMATA HA TYMOpA, AHTUHEOIUIACTHYHATA TEpania H CTagua Ha 3afoyBaHeTo. Tymopure,
Pa3nosioKCHH B CTOMAIIHO-YPEBHHA HNH MMHKOYHO-NONOBHSA TPAKT, ¢a CBEP3aHH C MOBHILECH PHCK OT
KBPBEHE [0 BpEME Ha TepanuATa ¢ pHBapokcadaH.

[Ipu mauMeHTH CBbC 3MOKaYECTECHH HOBOOOpa3yBaHHs ¢ BUCOK PHCK OT KbpBEHE, yroTpebara Ha
pHBapokcabaH e NpOTHBONROKa3aHa (BX. Touka 4.3).

IalHEeHTH ¢ KanHe IpoTesy
Pupapokcaban He Tpabsa na ce H3Mo3Ba 33 TpoMOOnpodMIAKTHKA TPy NAIMCHTH, KOWTO HaCKOPO ca

NPEeTHPICTH TPAHCKATETHPHA ¢MAHa Ha aopTHaTa Kiana { TKCAK). Bezonacrocrra ¥ epHKacHOCTTA
HA pHBapoKcabaH He ca NPOYYEHH NPH MAIHMEHTH ChC CHPACYHO KIANHO MPOTE3HPAHE; MO Ta3H
[IPHYHHA, HAMA J1aHHH B NOJIKpera Ha TOBa, Ye pHBapokcadaH OCHIypsaBa afcKBaTHA AHTHKOATYJauus
B Ta3d NoMyJauHs nauyeHTH. JledenuneTo ¢ Kernree He ce mpenoprs4sa MPH TE3W NALMEHTH.

HaupenTy ¢ aHTHGOCHONHINACH CHHAPOM

HupexTHo peiicTeaum nepopanau aHTHKoarynant (JIITIOAK), sBxmounTenHo puBapokcaban, He ce
NpenopbHYBAT MPH MALHECHTH ¢ aHAMHE3a 3a TpoM003a, KOUTO Ca JHArHOCTHLHPAHH C
anTHQochonHaKacH CHEAPOM. [lo-crieiManHo npu TpOHHO NO3HTHBHM MALIMEHTH (3 JIyTyCeH
AHTHKOAryJ1laHT, aHTHKAPAHONHMITHHOBH aHTHTENA H aHTHTeNa cpenty Geta-2-rnukonporeus 1),
neyenrero ¢ JAITOAK moxe na Oba€ cBBP3aHO ¢ MOBHILICHA YECTOTA HA TIOBTaPAILH ce
TPOMOOTHYHE CHOMTHS B CPaBHEHHE ¢ TEPANUATA C AHTATOHMCT HA BHTaMHH K.

[laumenTH ¢ HEXNIANHO NPSACHPANC MBbXKIEHE, kouTo noanexar Ha ITIKU ¢ mocrassse Ha CTEHT
Hamuanu ca KIHHHYHH ZaHHH, NOTYYEHH OT HHTEPBEHIHOHAIHO NMPpOYyYBaHe, ¢ OCHOBHA LieN

H3C/ieiBaHe Ha 6€30MaCHOCTTa NPH NalUEeHTH ¢ HEKIAHO NMPEACHPAHO MBKIEHE, KOHTO ca O
nognoxenu Ha ITIKH ¢ nocraesne Ha ctenT. fanHuTe 3a edMKacHOCTTA IIPH Ta3H AONY/IALMA ca
OrpaHu4eHHM (BAK. TOMKH 4.2 1 5.1). JIuncear naHuM 3a TaKHBAa MALMEHTH C aHAMHeE3a 3a
HHCYAT/IpexoaeH HexeMuden npucten (ITHTT).

XeMOAMBAMUYHO HecTaOMIHK naieHTH ¢ BE Wiy nauneHTH, KOWTO ce HYKAAAT OT TpoMOOM3a uiv

feno Ha eMboNnexTOMuUY

Keunnree He ce npenopbusa KaTo aiimepHaTHBa Ha HedpaKiHOHHpaHHA XeTIAPHH [PH MAlHEHTH ¢
GenoapoGeH eMOONH3IEBEM, KOHTO €2 XEMOAHHAMHYHO HECTAOMITHH HIIM HA KOHTO MOJKE Ja cé Hanpasy
Tpombonusa win HenonpobHa eMGoekTOMEIS, Thil KaTO 5€30MACHOCTTA H €PHKACHOCTTA HA
prBapokcabaH He ca YCTAHOBEHH NPH T€3H KJIMHWIHH CHTYALMH.

CrMHanHa/enuaypaiia aHecTe3Hs WK IYHKI{HA

Koraro ce #3non3Ba HeBpoakCHANTHA aHeCTe3NA (COMHANA/eNUAYPATHA SHECTE3HA) HITH
CIIMHAJIHA/eTHTY PAJIHA ITYHKLHMA, IALMEHTHTE, TPETHPAHM C AHTHATPEraHTHH CPEACTBA 3a NPEBEHIHAA
Ha TpoMOOEMOONMYHH YCIIOXKHEHHS, Ca MIOJIOKEHH HA PHCK OT NIOABa Ha €NMAYPANCH HIH CITMHAICH
XEMaTOM, KOHTO MOKE Aa ROBeAE A0 AWIFOCPOIHA WM Tpaiita napanu3a. TO3H PHCK MOXKeE Ja ce
NOBHIIH OT TIOCTONEpPaTHBHATA YIIOTpeba Ha BhBeXKAAH SIHAYPaIcH KATeThp WM €JHOBPEMEHHATa
yriorpeba Ha JeKapCTBEHH NMPOAYKTH, NOBIHSBAIIM XeMOCTa3aTa. PHCKBT MOXKE JIa C€ NOBHIIM CHILIO
TaKa U OT TPaBMaTHYHA HWJIH MHOTOKPAaTHA eNHAYpaiHa HNH cmHHANHA nyHKUMA, [Taumuenture Tpabea
4eCTO Aa ObaaT npocieaqBaHy 3a MPH3HALA H CHMIITOMK Ha HEBPOJIOTHYHO YBpeXaaHe (Hanp.
H3TPBIBaHe HIH ¢1abocT B KpakaTa, AUCKOMGOPT B UepBaTa HIH NMHKOUYHHA MEXYp). AKo Obae
KOHCTATHPAaH HEBPOJIOrHYEH JeHUMT, ca HCOOXOOUMH CIIELTHO AHATHOCTHLIMpaKe U nevenue. [Ipenu
HEBPOAKCHATHA HHTEPBEHLMA, NCKapAT TPAOBa Oa ApelleHd ChOTHOLIEHHETO MEXAY MOTEHIHAIHATA
NOJI3a ¥ PHCKA NpH NAallHEHTH Ha AHTHKOAryJIaHTHA TepaIus HIH TalHeHTH, KOWTO e 6baar
MOANIOKEHH Ha AHTHKOAryIaHTHA Tepanus, 3a TpoMGonpodunaxkTika. HaMa xiMHmues onuT ¢
ynoTpeOara Ha 20 mg puBapokcabaH B TE3M CHTYalHH.

3a HamanspaHe Ha NOTEHUMAJIHMA PHCK OT KBPBEHE, CBEP3AHO ¢ SAHOBPEMEHHOTO P
puBapokcaban B ReBpoakchaTHa (eMMAYpPaiHA /CIHHAIHA) AHECTE3WA WK CITHHAITHZ
TpAOBa 11a ce HMa npeaBry papMakOKHHETHYHHA podrut Ha puBapokcabaH. TTo
MpeMaxBaHETO HA CTHAYPAJICH KATCTHP WIH JiyMOaTHa TyHKIMS C€ H3BBPIIIBA HE
AHTHKOATYNAHTHHA e(eKT Ha puBapokcabaH ce OLICHIBA KATO HHCHK. BuIpexkH ToRk
33 [IOCTHIaHe Ha JOCTATHYHO HHCHK AHTHKOAryJIaHTeH e(eKT 38 BCeKH NMAIMEeHTH
TpadBa Na 6B1¢ NpeneHeHo CnpsMo CHEMHOCTTA Ha AHATHOCTUYHATA (IpOUeaypa.




3a OTCTPaHABAHETO HA ENHIYPAiHHA KaTETHP H B3 OCHOBA Ha 001nHTe hapMaKOKHHETHYHH
XapaKTepPHCTHKH, MTOHE 2 X NONYKHBOTA, T.€. Hai-Majko 18 daca mpu Mnazi Bb3pacTHH NALUEHTH
WIH 26 yaca NpH NMalHEHTH B CTapYecKa Bh3pacT, TpAOBa 1a ca MHHAJIH CITER NIOCAEAHOTO
NPUIOKEeHHEe Ha puBapokcadbaH (Bxk. Touka n 5.2). Cnea OTCTpaHABAHETO HA KATETHPA, Hal-MaJIKO

6 yaca TpaGBa Ja H3MHHAT NPEXK Aa e MPWIOKH CICABaNIATa 103a pHBapokcabaH.

B ciy4aii Ha TpaBMaTHYHO NyHKTHpaHe IPHEMEBT Ha puBapokcabaH TpaOBa Aa ce OTNIOKH ¢ 24 vaca.
Jluncear naHHH OTHOCHO NOMXONAIIOTO BPEME 33 NOCTaBsHe WIH OTCTPAHABAHE HA HEBPOAKCHAICH
KaTeThp NPH I, AOKATO Ca Ha nedeHue ¢ pusapokcalal. B Taxupa ciy4au, npeycTasnoBeTe
[IPHIOKECHHETO Ha pHBapoKcaban 1 oOMHCETE NPHTOKEHHE HA KPATKOACHCTRALN NapeHTEpalicH
AHTHKOAryJiaHr.

Iipenopbky 3a JI03UPAHETO NPSOM H cleA MHBA3HBHHK MPOLEAYPH WIH XHPYPTHIHH HHTEPBEHIHNA
AKO ce Hajara NpoOBeXK/1aHe Ha HHBa3HBHa NPOLEAYPa WK XHpYprAMHa uHTepBeHIps, Kennree

20 mg Tpsabpa na OpIe COpsH N0 BE3MOXKHOCT NOHE 24 Yyaca Mpeiy UHTEPBSHIMATA i B3 OCHOBA Ha

KITHHHYHATA [MpelieHKa Ha JIeKyBaliys JieKap. AKO mpoueaypara He Moxe fa 6b/e ornoxeHa, TpadBa
Aa Ce NPEHEeHH NOBUHINEHHAT PHCK OT KbPBEHE CIIPAMO CNEIITHOCTTa HA HHTEPBCHLMSATA.

[IpueMsT Ha Kcnnrec Tpabea aa ce pp306HOBU BE3MOKHO Hal-CKOPO Cjie[] HHBA3UBHATA [IpOLIeAypa
HIIH XHPYPIrHYHATA HHTCPBEHIIHA, ak0 KIMHHYHATA CHTYalMs NO3BOJIABA H € IOCTHIHaTa aAcKBaTHa

XeMOCTa3a, KAKTO € ONPENeIeHO OT JIeKyBalIMA JeKkap (Bx. Touka 5.2).

Crapuecka BE3pacT
C yBenM4aBaHeTO Ha BB3PACTTA MOXKE I CE YBEIHMYH PHCKBT OT XeMoparus (BX. TOYKa 5.2),

ﬂﬁpM&TDﬂDI‘ HYIHH DCAKITHH

Ilo Bpeme Ha OCTMAPKETHHIOBO Ha0OZIEHHE BHB BPB3Ka ¢ ynoTpebaTta Ha puBapokcabaH ce
CHOOLIABA 34 CEPHO3HM KOXKHH peaKiiny, BKIIOYHTEIHO CHHAPOM Ha Stevens-Johnson/ToKCHYHa
em4aepManta vekponusa H DRESS cunapom (Bx. Touka 4.8). M3rnexaa, e nauMeHTHTe Ca
H3JIOJKEHH Ha Hal-TOJIAM PHCK OT Te3H PEeaKiMH B HAYAJIOTO HA TEpaITHATa; B [IOBEYETO CIy4aH
Ha4aI0TO Ha peaKIMATa Ce MPOABABA NPE3 IThPBHTE CEAMHIH OT JICUEHHETO.

Pupapoxcaban TpaOBa a ce npeycTaHOBH NPH ITHPBa MOSBA HA TEXEK KOXEH o0pHB (Hanp.
pa3snpocTpaHsaBal ¢e, HHTEH3MBCH W/HIH CBhp3aH ¢ 06pa3yBaHeTO Ha MEXYPH) KM ApyT PH3HAK Ha
CBPBXYYBCTBHTEHOCT, CRBP3aH C JISINH HA JIMTaBHIIATA.

Hudopmanns 3a DOMOIIHHTE BEUIECTRA
To3u AexapcTBeH NPOAYKT ChIBbPka Mmo-Maiko ot 1 mmol Harpsii (23 mg) Ha punmupaHa TabneTka,
T.€. IO CHIECTBO HE CHALPXKA HATPHIA.

. 4.5 BiaammonelcTBEE € APYTH JieKapCTBEHH NPOAYKTH H APYTrH GopMH Ha BlauMoaeHcrBHe

O0XBaT®T Ha B3aUMOJICHCTBHATA NPH NEJHATPHYHATA MTOMyIalHA He € u3secTeH. JomynocoucHuTe
AaHHH 32 BIAUMOACHCTBHMATA, HONMYJYESHH TPH BL3PACTHH, B ipeNyNPeKICHHATA B TOUKa 4.4 TpabBa na
C€ HMAT MpeaBU IPH NETHATPHUHATA TOMYJIALIMA.

Huxnburopu va CYP3A4 u P-gp
EnHOBPEMEHHOTO NPWIOKEHHE Ha pHBapoKcabaH H KeTokoHasos (400 mg eauH msT QHEBHO) HAH

putoHasHp (600 mg ABa meTH /{HEBHO) BOAH A0 2,6 MbTH/2,5 mpTH No-BHcoKa cpeaHa AUC Ha
puBapokcaban i 1,7 mbth / 1,6 mbTH no-BHCOKa cpefiia Cpax CHC 3HAYHTETHO MOBHINARAaHE Ha
¢dapmakoguHaMHUHHTE e(PEKTH, KOETO MOXKE A JOBEAEe A0 NOBHHIEH PHCK OT KbpBeHe. [To Tasu
NpHYHHA He Ce mpenophyBa ynotpedara Ha Kcuarec npu nauMeHTH, KOUTO [IOIYUYARAT € AHORPEMEHHO
CHCTEMHO JICYEHHE C 30JI0BH AHTUMHKOTHIIM KATO K€TOKOHA30JI, HTPAKOHAa3071, BOPHKOHA30J H

Ha CYP3A4 u P-gp (BX. Touka 4.4).

O4akBa ce aKTHBHM BEUIECTBa, KOWTO CHJIHO MHXHOHPAT CaMo e[IHH OT ITHTHILATA HYY ¢3
Ha puBapokcabas WiH CYP3A4 unu P-gp na noBHInar B mo-ManKa CTeNeH IUIa3sMeHHTE | s 37 =
KOHILICHTpallMH Ha pHBapokcaban. Hanpumep, knapurpomungm (500 mg aBa meTH AeRHOY
pueMa 3a ciiieH HHxuOuTop Ha CYP3A4 u yMepeH uHxuOuTOp Ha P-gp, Boau Ao I 1-‘"’- "'



cpennata AUC na puBapokcabas ¢ 1,5 et 1 Ha Coax — ¢ 1,4 meTi. B3sauMopeiicTeureTo ¢
KJIAPHTPOMHIMH BEPOATHO HE € KIIHHAYHO 3HAYHMO IpH NOBEYeTO MAllHEHTH, HO MOXKe J1a Obae

NOTEHLIMAIHO 3HAYHMO NMPH BUCOKOPHCKOBH NAILMEHTH. (3a NanHeHTH ¢ OB0peuHo YBpeKIaHe: BXK.
TO4YKa 4.4).

EpurpomuunH (500 mg Tpu METH JHEBHO), KO#TO HHxubupa yMepeno CYP3A4 u P-gp, somu no 1,3
nbTH nopHiicHHe HA cpenHaTa AUC i Cyay Ha puBapokcalaH. B3auMoaelicTBHETO ¢ epHTPOMULIH
BEPOATHO He € KIHHHYHO 3HAYHMO NPH IMOBEYETO MAlMEHTH, HO MoXe Ja Onje NoTeHuManHo
3HAYHUMO HpPH BHCOKOPHCKOBM NAIMEHTH.

[Ipu nrua ¢ neka cteneH Ha OB0pedHo yBpexaane epurpomuipH (500 mg TpH ITBTH AHEBHO) BOAM JO
1,8-xpaTHO noBHINaBaHe Ha cpefHata AUC Ha pHBapokcabaH # 1,6 i noBHIMeBME Ha Crax B
CpaBHEHHE ¢ HHAMBHAK ¢ HopManHa 6pOpeuna pynkimsa. [Ipyu nuna ¢ ymepena creneH Ha OLOpeuHoO
YBpeKIaHe epHTPOMHLIMH € A0Bea no 2,0 opTH noeuineHHe Ha cpexnata AUC Ha puBapokcabaH H
1,6 rbTH noBrineHAe Ha Cpax B CPaBHEHME C HEMBHIH ¢ HOpMasiHa 6n0pedna byHkums. EdexrrT Ha
CPUTPOMHIIHH € ATHTHBEH KBM TO3H Ha OBLOpPEeYHOTO YBpexAaHe (BaK. Touka 4.4).

Prykonazon (400 mg enuH BT AHEBHO), KOHTO ce cMATa 32 YMepeH HHXxHOUTOp Ha CYP3A4, RO
Ao nopuimasade ¢ 1,4 meTi Ha cpeaHata AUC Ha pupapoxcabas 1 1,3 meTH Ha cpeqHara Crax. NBTH
Ha cpeiHaTta Cmax. B3anMoaeHcTBHETO ¢ (PIIyKOHA30/ BEPOATHO HE € KIHHHYHO 3HAYMMO IIPH
NOBEYETO NALHEHTH, HO MOXKE Ja ObAe NOTEHIMATHO 3HAYHMO IIPH BHCOKOPHCKOBH NAaLHEHTH. (3a
nanyenTn ¢ OB0pedno yspexaane: mx. Touka 4.4).

Kato ce HMaT npeaBy OrpaHHYEHHTE KIHHHYHH JaHHH ¢ APOHSARPOH, €THOBPEMEHHOTO
ApPHIOKCHUE ¢ pHBapoKkcabal TpaOBa Aa ce u3baraa.

AHTHKOATr'Y TAHTH
Crnen koMOMHMpaHO NPHWIOKEHHE Ha CHOKcanapuH (eTHOKpaTHa ao3a ot 40 mg) u puBapokcabaH

(eaHokpatHa fo3a ot 10 mg) € HabmonaBan aTHTHBEH e(DEKT BHPXY aKTHBHOCTTA Ha aHTH(aKkTop Xa,
63 HHKaKBH QOITRIHHTEIHH ¢(eKTH NO OTHOICHHE Ha Koarynanuonaure Tectose (PT, aPTT).
EHOKcanapun He ¢ nosausn ¢apMakOKHHETHKATA Ha pusapokcaban.

[lopanu noBHUICHHA PHCK OT KbpPBEHE € HECOXOAMMO BHIMAHUE IPH MALMEHTH, KOKUTO ca Ha
eAHOBPEMEHHO JICHEHHUE ¢ NPYTH aHTHKOAry/IaHTH (BXK. ToukH 4.3 u 4.4).

HCIIBC/nuxubnuropy Ha TpomMOGonuTHaTa arperaums
He e nabmonapaHo KIMHIMHO 3HAYMMO YIRDKABAGHE HA BPEMETO Ha KbPBEHE Clie/l HOBPEMEHHO

npwiokeHHe #a pHBapokcadas (15 mg) u 500 mg HanpoxceH. Benpekn Topa € BE3MOKHO Aa HMa
NalMEeHTH ¢ FI0-H3pa3eH ¢papMakOgHHAMKHYEH OTTOBOP.

He ca HabmopaBanu KIHHUYHO 3HAYMME (JapMAKOKHHETHYHH WK (apMaKOJHHAMMYHY
B3aHMONCHCTBHA IPH €JHOBPEMECHHO NPWIOKEeHHe Ha pupapokcaban u 500 mg aneTuncanHmnosa
KHCEIIHHA.

Knomunorpen (300 mg HaganHa A03a, nocneiBaHa oT 75 mg moAIspKaila 103a) He € [10Kazas
(papMaKOKHHETHMHO B3aUMONEHCTBHE ¢ pHBapoxcabaH (15 mg), Ho e HabMOAABAHO 3HAYHMO
YALIDKaBaHE HA BPEMETO Ha KBPBEHE MPH eiHa MOArpyna NAUHECHTH, KOETO HE € KOPEITHPANIO ©
arperainmaTa Ha TpombouuTHTe, HEBaTa Ha P-cenextun win GPIIb/IIIa peuenropure.

Heobxoaumo e BHUMaHKe NpH MaLIHEHTH, KOHTO eqHOBpeMEHHO ca iexysaii ¢ HCTIBC
{BKITFOUHTEIHO aLICTHICATHIIWIOBA KHCEIMHA) H HHXHOMTOPH Ha TPOMOOLMTHATA arperauii, TIOHexXe
TE3H JICKAPCTBCHH NPOAYKTH OOMKHOBEHO NIOBHIIABAT PHCKA OT KbpBeHe (BXK. TO4KA 4.4).

SSRI/SNRI
KaxTo nmpx ApyrH aHTHKOAryJIaHTH MOXKE Jia CHIIECTEYBA BB3MOXHOCT NAIMEHTHTE Aa ca C [IOBUIIIeH
PHCK OT KBPBEHE B Clyuyaid Ha CeIbTeTBaIna ynorpeda cbe SSRI v SNRI nopaau ede
TPOMOOLMTHTE, 32 KOHTO ce chobmiaBa. ITpu cembTCTBAINE yHOTpEeDa B KITHHMYHATA
pHBapokcabaH, BEB BCHYKH IPYITH Ha JieueHHE ce HabmoaBa YHCIEHO MO-BHCOKA U
MITH HETOJIAM KIIMHHYHO 3HAYHM KPBBOM3JIMB.




¢ puBapokcaban (20 mg) win ot pusapokcaban (20 mg) keM Bapdapus (INR 2,0 o 3,0) nopumnara
CBOTHOIEHHETO MpoTpoMOKHOBO BpeMe/INR (HeomnacTun) noseye ot aAMTHBHO (BB3MOXHO € i ¢e
Habmonasar otaenHu croiiHocTd Ha INR a0 12), aokaro e(exTHTE 110 OTHOWICHHUE Ha aPTT,
MHXHOHPAHETO HA aKTHBHOCTTA Ha (haxkTop Xa ¥ NMOTEHIIHANA HA €HAOTeHHHs TPOMOHH ¢a aAWTHBHH.
I[Ipu xenanue na ce u3cnenpat papmakoaHHaAMHIHKUTE edeKTH Ha pUBapokcabak B niepHOAa Ha
CMJHATa Ha TCpalnMsTa MOTaT Ja e W3IIOJI3BAT MOKA3aTeNId KATO aKTHBHOCT Ha aHTH-¢pakTop Xa, PiCT
u Heptest, noHexe Te3u TECTOBE HE Ce NOBMUABAT OT BapdapHH. Ha ueTsbpTH% A€H clen nocieaAHaTa
n03a BapdapHH, BCHUKH nokazatenu (si1. PT, aPTT, unxufupaHe Ha akTHBHOCTTa Ha daxTop Xa H
ETP) orpassear enuucTeeHo edekra Ha pHBapokcalaH.

I1pu xenaHHe aa ce H3cneABaT dapmakoaHaAMIYHUTE eexTH Ha BapdapHH B IEPHOJAA HA CMAHA HA
TepanHATa MOXeE Ja ¢ H3noa3sa u3mMepsaHeTo Ha INR npu Crougn Ha puBapokcaban (24 waca ciren
NpeAXOAHUA NIPHEM Ha pHBapokcabaH), ThH KaTO TO3H IMOKA3aTeN ¢e MIOBAHABA B MUHHMAJIHA CTEICH
OT pUBapOKCabaH B Ta3H BPEMEBA TOYKA.

He ¢ Habmonasano (apMakoKuHETHYHO B3aUMOICHCTBHE MEXTY BapdapHH U pHBapoKcabaH.

Hunyxtopu Ha CYP3A4

EnHOBpeMEeHHOTO PWIOKEHHE Ha pueapokcalban u Mommuus HHaykTop Ha CYP3A4 pudamnuumn
BOAH A0 0Ko0Jio 50% nonmkasane Ha cpeHata AUC 3a puBapokcabaH ¢ yenopeIHO HaMalgBaHE Ha
dapmakoarHamMuaHHTe MY edextd. EanospeMennara ynorpeba Ha puBapoxcabad ¢ APyri MOIIHH
HHAYKTOpH Ha CYP3A4 (Hanp. ¢penuroun, Kapbamasemis, ¢penobapOuTan wiH XbIIT KAHTaPHOH
(Hypericum perforatum)) chlIo MOXe Da NOBEE O HaMalneHH IUTa3MEHH KOHIEHTPallHy Ha
puBapokcaban. 3aTosa TpabBa fa ce H30Area eAHOBPEMEHHOTO NPHIIATAHE HA MOLUIHY MHAYKTOPH Ha
CYP3A4, oceed ako nalMeHTHLT HE Ce CiIe/H BHUMATEIHO 3a Oefle3d #H CHMIITOMHE Ha TpoM0o3a.

Jpyru ¢pIbTCTBAIN Tepaniy

He ca nabmonasaHu KIHHHYHO 3HAYHMH (PAPMAKOKHHETHYHH KIH GapMakoIHHAMHYHHA
B3aMMO/ICHCTBHS HPH €JHOBPEMEHHO NMPHJIOKEHUE Ha puBapokcaban u Mumazonam (cyferpar na
CYP3A4), murokcun (cyberpar Ha P-gp), aropBactarun (cy6Sctpar Ha CYP3A4 u P-gp) wnu
OMenpa3ojl (HHXHOHTOp Ha NMpOTOHHATA NoMIa). PHBapokcabaH HHTO HHXUOHPA, HUTO HHIYIIHPA
HAKOSA 0T OCHOBHMTE M30dopmu Ha CYP, Hanpumep CYP3A4.

J1abopaTopHH nokasareny
Koarynaunonnure napamerpi (Hanp. PT, aPTT, HepTest) ce noenusaBar crnope OYaKBaHHATA ¢
Orjle HA MEXaHW3Ma Ha JICHCTBHe Ha pusapokcabaH (Bxk. Touka 5.1).

4.6 Q@epraaETeT, OpEeMEEHOCT H KbpMEHE

bpemennocT

besonacHOCTTa M e(pHKACHOCTTa Ha puBapokcabau npH GpeMeHHH JKEHH He ¢a YCTaHOBEHH.
[Ipoy4BasHusaTa NIPH XHBOTHH NOKA3BAT PENPONYKTHBHA TOKCHUHOCT {BAC. Touka 5.3). ITopaxu
NOTEHLHAIHATA PETPOYKTHBHA TOKCHUYHOCT, MPHCHINHUA PHCK OT KBPBEHE ¥ NaHHKTE, NOKA3BAINH, e
puBapokcabaH npeMHHaBa npes3 mwiaieHrara, KCHITec e npoTHBOMOKA3aH TI0 BpeMe Ha GpeMeHHOCT
(k. TOuKa 4.3).

Henure ¢ ACTCpOACH NOTEHIHMAN TPaOBa Aa M0ATBAT na 3a6peMensBar no BpeMe Ha JISUEHHETO C
puBapokcaban.

KupMmene

be3onacHOCTTa 4 ehHKACHOCTTA Ha PUBAPOKCAGAH NPH KbPMEIIH JKEHH HE Ca YCTAHOBEHM.
[IpoyusasuaTa NpH JKHBOTHH [I0Ka2BaT, Y€ pHBapokcabaH ce cexkpeTHpa B Magkoto. 1o tasn
npuaMHa Keunree ¢ nporHBonokasan B iepHoaa Ha kbpmene (8. Touka 4.3). TpaOsa na ce B3eme

He ca npoBexnaHy KOHKpETHH POYYBAHHA C PHBAPOKCA0aH MPH X0pa 33 OeHKA
OTHOLOCHHE HA pepTunrTeTa. [lpH eAHO NpoydBaHe No oTHOINEHHE HA hepTH
XKCHCKH IUTBXOBE HE ca HaOmonaranu edextd (Bx. Touka 5.3).



4.7 E¢exTH BLpXy cHocobHOCTTA 33 WodBpane B paboTa ¢ MAIARE

PurapokcabaH nosiiHaBa B MaJika CTeneH coco0HOCTTa 3a odupane K paborta ¢ MamuHu. Uma
CHOOIICHHA 34 HEXXEJIAHHM PeaKilHM, KATO CHHKOII {(4eCTOTa: HEYeCTH) H 3aMasHOCT (YECTOTa: YeCTH)
(Bk. TO4Ka 4.8).

IlanueHTHTE, IPH KOATO CE Pa3sBUAT Te3H HEXENIAaHH peakiuM, He TpAOBa Aa immoQHpaT Wi paboTAT ¢
MALIHHMH,

4.8 Hexenann JexapcTBeHH peAKNHH
PeaioMe Ha nipodmna Ha 6e3zonacHoCT

besonacHocTTa Ha pHBapokcabaH € npoyueHa B TPHHaAEcET OCHOBHH npoyusanus ¢aza 111 (rx.
Tabmuua 1).

O6mo 69 608 rr3pacTHH MALMEHTH B AcBeTHAAECET npoyuBadus ¢asa I u 488 negpaTpHIHu
NaIlMeHTH B 1B npoyusanud daza Il u npe mpoyuranus ¢asa Il ca ¢ ekcrosuims Ha puBapokcabaH.

Tabsmna 1: bpoii npoydend nanuenTn, 002 AHEBHEA 1032 H MAKCHMAJIEA HPOIB/DKATETHOCT
HA JIeYeHHETO NPH HPOYYBAHKS HOPH BL3PACTHH U NeHaTPHIRA nauuentr Gaza 111

Iloxasanne Bpoii O6ma gueBHa N032 MakcaManna
nagnesTH* OPOAL/DKHTEIHOCT
HA JEICHHRETO
[TIpodunakTika Ha BeHO3EH 6 097 10 mg 39 nHu
Tpomboembomzbsm {(BTE) npu
Bb3PaCTHH NALHEHTH,

NOMIOYKEHH HA IUIAHORO CTARHO

npoTe3Hpane Ha TazobeapeHarTa
WJIH Ha KOJIHHATA CTaBa

Ilpodunaxruka Ha BTE npu 3997 10 mg 39 nun

HEXHPYPTHYHH NalHECHTH

Jleuenne Ha nenboka peHosHa | 6 790 Hen 1-21: 30 mg 21 Mecena

Tpombo3a (JIBT), Hen 22 u cnen ToBa: 20 mg

benoapoden emboausuM (BE) Cnen Hail-ManKo 6 Mecenia:

H npodHIaKTHKa Ha 10 mg unu 20 mg

PEeIHIHBH

Jleuennie Ha BTE u 329 Ho3a, kopurupana copeny | 12 Mecela
. Npo¢HIaKTHKA Ha peMIHEH Ha TEAECHOTO TErIIO, 3a

BTE nipu HOBOpOAEHH Ha MOCTHraHe HAa €KCHO3MLIHA

TEPpMHHA H IeLla HAa BPBE3PAcT oA Karo TasH, HabmoaaraHa

18 roguHM clef zanoyBaHE Ha NpH BB3PACTHH, JCKyBaHH

CTaHAAPTHO AHTHKOATYJIAHTHO 3a J/IBT ¢ 20 mg

JeYcCHHE puBapokcabas eTHH ITBT

JHEBHO
[TpodpunakTHka Ha HHCYNIT H 7750 20 mg 41 mecena

cucTeMHa eMOonusa npu
NalHeHTH C HEKNAITHO

NpeachbpAHO MEXACHE
[TpodunaxkTika Ha 10 225 5 mg unu 10 mg croTBeTHO,| 31 Meceua
aTepoTPOMOOTHIHM CHOWTHA TIPAIIOKEHH EHOBPEMEHHO
NpPH NALHEHTH CNCH OCThHP unu 3aegHo ¢ ACK, wnm ¢
xopoHapeH cungpoM (OKC ACK mmoc knonmaorpen
WIH THKNIOMHIHH
[Ipopunakriika Ha 18 244 5 mg, npAIoKeHH
aTepoTpPOMOOTHYHY CHOUTHSA eqHoepemeHHO ¢ ACK wnu

npu nanweHTu ¢ KAB/ITAD 10 mg caMOCTOATENHO




3 256%* 5 mg, npwioKeHH 42 mecena
eanoBpeMeHHO ¢ ACK

[aimedTs, KOHTO Ca 6N eKCIOHUPAHH Ha MOHE eAHa 03a puBapokcabaH
o Ot npoyusaHero VOYAGER PAD

Haii-gyecTo chobnIaBaHuTe HEXENAHN peaklUH pH DAlHEHTH, KOMTO MOIy44BaT pHBapokcabaH, ca
OrH Xemoparus (Bx. Touka 4.4 u ,,Omuacande Ha W36paHu HexkenaHu peaknun™ no-gony) (Tabnuua
2). Ha¥i-yecTo cHOOIMaBannTe XeMOparuu ca enucTakcHe (4,5%) v KbpBeHe B CTOMAIIHO-YPEBHUSA

TpakT (3,8%).

Tabarna 2: Yecrora Ba cbOHTHATA Ha KhpBene* H aEEMAN NPH DANHEHTH ¢ EKCUO3AUHAS HA
pPHEBapOKCcAOAH B 3aBLPOINIATE NPOYUBAHHA NPH BH3PACTHH B NEAHATPHYRE NanaenTH pa3a

I1:
Iokazaume BeaKakbB THO AneMHn
KbpBeHE
IlpodnakTiKa Ha BeHO3eH TPoMOOeMO0TH3 M 6,8% oT1 naumerTHTE | 5,9% OT NaLKUEeHTUTE
(BTE) nip# PE3pacTHH MALFIEHTH, OAJIOKEHM Ha
IU1aHOBO CTABHO NpOTE3HpaHe HA TazobenpeHara
WM HA KOJSHHATA CTaBa
IIpodunaxTuka Ha BeHO3eH TpoMOoeMGORH3BM 12,6% or 2,1% oT nauyeHTHTE
(BTE) npy HeXHpypridHE NalIHEHTH NMalHEHTHTe
Jieuenue Ha J/IBT, BE u npodpmnaxruka Ha 23% ot naigesTure | 1,6% ot manHeHTHTe
PCLHAHBH
Jleuenue Ha BTE u npopunakTuka Ha penpauey Ha | 39,5% ot 4,6% oT naLeHTHTE
BTE nipu HOBOpOA€HH Ha TEPMHHA ¥ Aelia Ha [TALHEHTUTE
Bb3pacT oA 18 romuuu cnen 3anoysaHe Ha
CTAHAAPTHO AHTHKOAryJAHTHO JIEYEHHE,
IIpodunaxTika Ha HHCYIIT M CHCTEMHA eMOOTHA 28 Ha 2,5 Ha
NIPH NALHEHTH ¢ HEKIIAMHO NPEACHPAHO 100 nammentrorogusd, 100 mauMeHTOrOAMHE
MBIKACHE
ITpo¢unaxTrika Ha atepoTpoMGoTHaHH CEOHTHA ipH| 22 Ha 1,4 Ha
nanuent cneg OKC 100 naumenroroauxy 100 nanpeRTOrOAUHU
[IpodunakTuka Ha aTepoTpoMOGOTHYHH cHOMTHA IpH| 6,7 Ha 0,15 ra
naimeHTn ¢ KAB/TIAB 100 nampenroromuuy| 100 nammenrorogunn™*
. 8,38 Ha 100 0,74 na 100
MALHCHTOrOaHHI" MAIeHTOrOAMHN ***

BCHYKH CHOHTHA Ha KbPBEHE OT BCHYKH NPOy4BaHHA ¢ pHBapokcabaH ca chOpaHH, JoKIa BaHKi
H OlI€HEHH.

B npoyusanero COMPASS ce HabmoaaBa HHCKa 4eCTOTa Ha QHEMHS, Thit KaTO € MPHJIOKEH
CEICKTHREH MOAXON 33 ChOHpane Ha HEXenanHn CLOMTHA.

[IpusnoxeH e ceneKTHBEH MOAX0) 3a CHOHpaHe HexXenaHd ChONTHA
# Ot npoyusanero VOYAGER PAD

ok

¥ %k

CIMCHK Ha HEXENIAHH peakUMH B TabIudeH BHJL
YecroTHTe Ha HEXEJAHUTE PEaKLMK, CBBP3AHM ¢ pHBapokcabaH, npH BB3PACTHH H [IEIUATPHUHH

NanueHTH ca 0bo0wmenn B Tabma 3 no-gony no cucremuo-opranuu knacose (o MedDRA) u no
4ECTOTA.

B 3aBHCHMOCT OT 4ecTOTaTa T€ CE ONpeaeAT KATo:
MHOTO 4ecTH (=1/10)

yectu (>1/100 po <1/10)

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

peakH (=1/10 000 xo <1/1 000)

MHOrO peaxH (<1/10 000)




C HEM3BECTHA YECTOTA (YecToTaTa He MOXe /1a Ob/ie OLiIEHEeHa OT HATHYHHTE JIAHHH)

Tabauna 3: BcHYKH HeXkeJIAHH peaknHH, CHOOMEeHH NPH Bb3PACTHH NANHEHTH B KJIHHHYHH
npoyuBanus ¢asa Il nanm npn noctmapkernarosa ynorpeba* u B 1se npoyuBanus ¢paza Il u

jBaHus (pa3za Il npu neaHaTpHYHH NaNHEHTH

ABE NP

Hapymenns Ha2 KPLBTa H JJEMQHATA CHCTEMA

AHemusa (BKII. Tpombouurosa

CBOTBETHH (BKJI. NOBHINIABaHE

naboparopHu Ha Opos Ha

napamMeTpH) TpomMGoumTHTE ),
TPOMOOLIMTONEHHS

HapymienHs Ha HMYHHATAa CHCTEMA
AneprudsHa AHadunakTHaHH
peaxius, peaxiuy,
ajiepruyeH BKJIFOYHTETHO
NePMaTHT, aHauIaKTHYEH
aHTHOEZIEM H OK
aJIEPru4YeH OTOK

Hapymenns Ha HepBHATA CHCTEMA

3aMasHOCT, Mo3bueH u

rinasobonue BbTpEYEpeneH
KPBBOH3JIUB,
CHHKOI

Hapymenns Ha ounTe

Ovyen

KPBBOH3JIHB

(BKI.

KOHIOHKTHBAJIEH

KPBbBOH3JIHB)

Cupaeunn HapymeHHS
Taxuxapaus

ChaoBH Hapymenus

XHUITOTOHMS,

XEMAaToM

. PecuupaTopHs, rpb/iHE B MEeIHACTHHAJIHE HAPYIICHHS

Enucrakcuc, Eozunodpmunna

XEMOITTH3a MMHEBMOHHS

CromMamuo-9peBHH HapymeHHs

KbpBeHe ot Cyxora B ycTaTta

BEHLIHTE,

CTOMAlIIIHO-

YpEeBHHUA TPAKT

(BKJI. pEKTaJIHO

KBPBEHE),

CTOMALLHO-

YPEBHH U

abnOMHHATHH

OO0NIKH,

JOUCTIETICHA,

rajeHe, 3anek”®,

JAHapHs,

noBpbinaxe”

XenaToOHIHAPHH HAPYIEHHS

IloBuinaBane Ha | YepHoapoGHo Xoarenuua,




TPaHCaMHHA3HTE | YBpEXKIaHe, MOBHILEHH

[IOBHUIIICH CTOMHOCTH Ha

OnMpyOHH, KOHIOTHpaHUs

[OBHIEHA OumupyOHH {(che

aJIKamHa unu 6¢3

¢docharasza B eAHOBPEMEHHO

KPBBTa®, NOBHINABAHE HA

nosumena I'TTA | ALT), xonecrasa,

(BKIIOUHMTETHO
XENATOUETYIapHO
BpPEKIaHe)
Hapymenns HA KOKATA H NOJKOKHATA THRAH
Copbex (B Yprukapus CHHapoM Ha
HEYECTH CITydaH Stevens-
Ha Johnson/Tokcuuna
reHepaTu3upaH ermuaepManHa
cBpbex), obpus, | HEKPOIH3a,
EKXHMO3H, DRESS cuuzgpom
KOXHH H
MTOAKOMHH
KPBBOM3JIMBH
Hapymenns Ha MYCKYJIHO-CKe/JIETHATA CHCTEMA H CHLEARANTEIHATE THKAH
Bonka B XeMapTposa KpbBouznus B Komnaprument
KpaiiHHIuTe” MYCKY.T CHH/IDOM B DE3YJITaT
HA KbPBEHE

Hapymenns Ha 6u0pensre H NHKOYHATE NLTHINA
KspseHe ot brOpetHa
YPOreHUTAIHHA HEAOCTATHYHOCT/OCTPA
TPaKT {BKI1. OnOpeuna
XeMATYpHA H HEAOCTATHYHOCT B
MeHOparus®), pe3yJITaT Ha KbpBEHE,
6r6peuno AOCTATHYHA Ja
YBpEXKAAHE MpeaU3BHKa
(BKIL. XHnonepgpy3u1,
NOBHIIEHME Ha Hedponarns,
KpeaTHHHHA H CBBP3aHa ¢
TIOBHILCHHE HA AHTHKOATyJaHTH
ypesara B
KpbBTa)
Obmu Hapymenss 4 epeKTH HA MACTOTO HA HPAJIOKEeHHE
IlopHiiieHa Hepasnonoxenune | Jlokanusupan
Temneparypa”®, | (BKL otok”
nepHpepeH NPIIOLIABAHE)
OTOK, IOHIDKEHA
ob1a cina u
€HEePru4HOCT
(BKA. yMOpA ¥
aCTCHMA )
Hicaeapanns

[Tosumerna LDHA,

TIOBHINEHA

nHnasa’,

NOBHINEHA

amMmiaza®

HapansBanns, OTPABAHHES H YCIOKHEHAN, Bb3HAKHAJIH B Pe3YJTAT H3 HAT
KnpBene cnep Cb0Ra




HAKAKBA ncepaoaHeBpuMa’

MpOLEAypa (BKI.
MOCTONEPATHBHA

aHEMHA H

KBbpBEHE OT

paua),

KOHTY3HS,

CEKpeLHs OT

panu®

A:  nabmopasasm npu npodunakruxa na BTE npH BL3pacTH4 nandenTs, moJI0KeHH Ha IVIAHOBO
CTaBHO IIPOTE3UPAHE Ha Tazo0eapeHaTa WIH KOJIAHHATA CTaBa

b:  wHabmopmasanwu npu neuenne Ha JIBT, BE wiu npodHIakTHKA HA pELIMANBH, KATO MHOTO 4ECTH
TIPH JKEHHU <55 roauHm

B:  Ha0monapaHu KATO He9eCTH NpH NPOo(HIAKTHKA HA ATEPOTPOMOOTHYHH CHOHTHS NIPH
nauueHTH cnea OKC (cnen nepkyTaHHa KOpoHAapHa HHTEPBEHIHS)

* IlpunoxeH e NpenBapUTETHO ONpeiesieH CEJIEKTHBEH MOAXO] 3a CHOMpaHe Ha HEXEIaHH

cpOuTHA B W36paHu npoyuBanua dasa IIl. YecToTara Ba HEKETGHHTE PEAKIIHH HE €
YVBEIIMUCHA M HE € YCTAHOBEHA HOBA HEXKEJIAHA pPeaKi(Hi CJIS] aHAJIH3 HA TE3U POYYBAHUA.

Onucanne Ha H3OpAHK HEKENAHW peaKMH
Hopamu dapmaxonoruvaHmus My MeXaHH3BM Ha JieiicTere, ynorpefaTa Ha puBapokcaban Moxe 11a

Ob/ie CBBP3aHa ¢ MOBMIICH PHCK 33 OKYJITHO HJIH SBHO KBPBEHE OT BCAKA ThKAaH HIHM OpraH, Koero Ou
MOTJIO 1a JOBEAE IO NOCTXEMOparnyHa aHemus. [IpusHamyre, CHMITTOMHTE H TEXECTTa
(BKJIIOUMTEITHO fi€TajIeH H3XO0J) HIE 3aBHCAT OT JIOKAMH3ALMATA M CTENEHTa MY 00eMa Ha KbPBEHETO
H/HIKR aHEMHATA. (BXK. Touka 4.9 , [ToBenenne npH kbpBeHe™). B KIMHHYHHTE MPOYYBaHHS JTHTABHYHO
KEpBEHE (T.€. 0T HoCa, BEHUMTE, CTOMAIIHO-UPEBHHUS TPAKT, MHKOYO-NIOJOBHA TPaKT, BKIHOYHTEITHO
aGHOPMHO BarMHaHO WIIH YBETHYCHO MEHCTPYA/IHO KbPBEHE) H aHEMHA ce HaOMoAaBaT Mmo-4ecTo
NPH ABJIFOCPOYMHO JleyeHue ¢ puBapokcaban B cpaBHeHHe ¢ aeueHHe ¢ ABK. [lo Ta3u npHunHa, B
ROITBJIHEHHE KbM 4ICKBATHOTO KIIHHMYHO Habmonenne, nabopaTopHo H3caeXBaHe Ha
XeMOFJ1I00MHA/XeMaToKpHTa 61 Morlo Aa 6be OT non3a 33 OTKPHBAHE HA OKYJITHO KbPBEHE H 33
onpeaensHe Ha KIHHHYHATA 3HAYHMOCT HA SBHO KbPBEHE, O MpelieHkKa cropes cIryvyasd. Be3MoxKHO €
PHMCKBT OT KbpBeHE f1a ObJ¢ IOBHILICH TIPH ONIPEAEICHH MPYIH NAlHEHTH, HanpHMEp NMAaLHeHTH C
HEKOHTPOIHPAaHA TEKKa apTepHaiHa XHIICPTOHHA W/HIH Ha CBITHTCTRALIA TepanHst, KOSTO NOBJIHABA
xeMocTasara (Bx. Touka 4.4 , Puck ot xemoparua“). BeaMOXHO € MEHCTPYATHOTO KbpBEHE A2 € 110-
CHIRO H/WIH NO-TIPOABIDKHTENHO.

XeMoparausuTe YCIIOKHEHHA MOTAT Jia Ce IPOABAT KaTo ¢i1abocT, OneqHocT, 3aMasHOCT, riaBobonue
WIH HEOOACHMMH OTOLM, JHCIHES H HeoOACHHM LIOK. KaTo pesynTar oT aHeMHATa B HAKOH CITy4aH ca
HaOMOJaBaHK CHMITTOMY Ha CHPACYHA HCXEMHS, KATO O0JIKA B IbPIAHTE WIH CTEHOKAPIHU.

Hma croliieHHs 3a W3BECTHH YCIOXKHEHMS B PE3VIITAT HA TEXKO KhpPBEHE, KATO KOMIIapTHMEHT
CHHAPOM H OpOpeyHa HEAOCTATHYHOCT B PE3Y/TAT Ha XHNONepdy3Hd, HIH HedponaThs, CRbpP3aHa ¢
aHTHKOAryJlaHTH NMPH H3NO0J3BaHe Ha pueapokcabax. [10 Ta3H npHYMHA BepOATHOCTTA OT KBbPBEHE
Tps#0Ba Na ce MMa NPSBHIL NIPH [IPELEHKATa Ha CHCTOAHHETO HA BCEKH MALMEHT, KOHTO € NMOAT0XKeH
Ha aHTHKOAryJaHTHO JIeYeHHe.

HeauarpuyHa nonyaanus
Jevenue na BTE u npesenyun na peyuous na BTE

OueHkara Ha 6e30nacHOCTTa NPH JeLa | IOHOINM € 6asnupaHa Ha JaHHUTEe OTHOCHO 6e3omacHoCTTa OT
ABE OTKPHUTH aKTHBHO KOHTpPOJIHpaHH npoy4sanus ¢asa Il u egso - daza Il npu neauarpHyuLu
NAMEHTH OT paXkaHeTo AC Bh3pact noA 18 roguny. OTkpUTHATA, CBBP3aHH ¢ 6€30MACHOCTTA, B
OBEYETO CITyYaH ca NoA0OHH Mexay pHBapokcabal W CPpaBHMTENHHA [IPOIYKT IPH pas ’/. '
O EOE




(wectw, 1,5%), nopuinasane Ha Supy6uHa (wectH, 1,5%) H NOBMIEH KOHIOTHpaH OGPy OHH
(Heuectw, 0,7%) ca crob6HIaBaHK 0-YECTO B CPAaBHEHME ¢ BE3pacTHHTE, CHBMECTHMA ¢ BB3pacTHaTa
MOnyalug MeHoparus € HabmronapaHa npe 6,6% (decTH) OT IOHOHIMTE OT JKEHCKH TOJ1 CJISA, MeHapXxe.
TpomOonxTOneHUsATa, KaKTO € HabMOAaBaHO N0 BpeMe Ha IOCTMAPKETHHIOBHS OIHT NPH
BBH3pPaCTHATa NOMY/IAlKs, € yecTa (4,6%) nNpu neAHaTpHYHHTEe KIHHIYHH npoyusaHHa. Hexenanure
ACKAPCTBEHH PCAKIHH NPH NEAUATPHYUHMTE [IAUHMEHTH Ca MPeAHMHO JIEKH 0 YMEPEHH IO TEXKECT.

Cro0InaBane Ha NOAO3HPAHH HEXKEIIAHH PEAKIIHH
Cro0masaneTo Ha NOJO3HPaHH HEXKeJIAHH PeaKiMH CJIe paspelaBane 3a ynorpeta Ha neKapCTBeHHS

OPORYKT € BAKHO. T0BA NO3IBOMABA Aa NPOXLDKH HaOMOASHHETO Ha CHOTHOMEHHETO NOJI3a/PHCK 34
NIEKAPCTBCHMA NPOAYKT. OT MEAHLIMHCKHTE CNEMHANHCTH Ce H3HCKBa Aa CHo0IIaBaT BCAKa
MOOO3HPaHa HEXeNaHa peakuHs ypes M3msnuMTenna areHigs no Jekapereara yi. ,.Jaman ['pyep* Ne
8, 1303 Codmns, Ten.: +35 928903417, yebeakiT: www.bda.bg.

4.9 Ilpemosmpane

IIpu BB3pacTHH, HMa CHOOIIIEHMA 33 pe/IKH CIy4aM Ha rpegosupate ao 1 960 mg. B caydaii Ha
Mpeo3Hpale, NaLHEHTHT TpAOBA na Objae HadNAABAH BHUMATETHO 34 YCIIOMKHEHHA, CBBP3AHH C
KbpPBEHE, HIIH APYIrH HEXeNaHH peakiuH (BX. To4Ka ,JloBegeHue npu kbpBere*’). IMa orpaHH4eHH
HaJIMYHY JaHHH NpH Aenia. [fopagu orpasuvenara abcopOips ce ouaksa edekT Ha HacHImaHe 6e3
AOITBTHHTEHO NTOBHINIABAHE HA CpeHaTa IUIA3MeHa eKCIO3HUMA IIPH CYpaTepaneBTHYHH 103U
puBapokcabaH ot 50 mg 1AM No-BHCOKHK NPH BE3PacTHH, obaye JHICBAT ZaHHH NpH
CyTpaTepancBTHYHH A03K NPH Jena.

CrpuiecTeyBa cnieumduues aHTaroHucT (aHaekcateT anda) 3a o6prmane Ha papMakoIWHAMHUYHHA
e(peKT Ha puBapokcabaH NPH BBE3PAcTHH, HO He € YCTAHOBCHO NpH Acla (BXK. KpaTKaTa
XapaKTePHCTHKa Ha [POAYKTA, ChALPIKalll AHICKCaHeT anga).

B ciydan Ha npenosipase Ha puBapokcabaH MOYKe [1a ce HMa NPEIBHA H3MOI3BAHETO Ha aKTHBEH
BBIJIEH 34 HAMaJIABaHe Ha abcopbrugra.

[opeieHKE NpH KEPBEHE
AKO NpH NalHeHT Ha JICUCHHE C puBapokcabaH ce pa3BHe CREP3aHO ¢ KbPBEHE YCIIOXHECHHE,

CJIeABALHHMAT MPHEM Ha puBapokcabaH TpabBa Aa ce OTIOXKM WK eHeHUETO TPAOBa [1a Ce MPEKPATH,
aKo e HeoOxoaumMo. PHBapokcabaH MMa MOyKHBOT OT 0ko/0 5 0 13 yaca mpH BL3PACTHA.
HomyKUBOTHT NIpH JE1a, H3HHCIICH ¢ H3MOT3BaHe Ha MOMyIaiHoHHH dapMakokHHeTHIHH (PDK)
MOAXOIH 32 MOJEIHpPate, € NO-KpaThK (BX. Touka 5.2). [ToBenerueTo Tpabra na e
HHAMBHIYATH3HPAHO B 3aBHCHMOCT OT TEXECTTA H JIOKATM3ALMATa Ha KpEBOoH3NuBa. Moxe za ce
H3N0/I3Ba MOAXOMAILO CHMIITOMAaTHYHO JIeYeHHe, KaTo Hallp. MEXaHWYHa KoMIipecud (Hamp. IpH
TeHBK CMHCTAKCHC), XHPYPrH4YHA XEMOCTa3a ¢ MPOHeypH 3a YCTAHOBSBAHE Ha KOHTPOJ HAJl
KBPBEHETO, 3aMECTBAHE Ha 00eMa H MEPKH 32 NOAABPXKAHE HA XeMONHHAMHKKATA, NMPCTHUBAHE Ha
KP'BBHH NPOAYKTH (€PHTPOLMTECH KOHLEHTPAT HWIH NPACHO 3aMpa3eHa Ila3Ma B 3aBHCHMOCT OT
acoIHMHMPAHATAa AHEMHA WIM KOAryJIOoNaTHA) HIH TPOMOOLHTH.

AKO KbPBEHETO He MOXe fa 6bie OBIaAsHO ¢ FOPENOCOYEHHTE MEPKH, TPpaGBa aa ce obchan
IPHJIAraHeTO WIM Ha CeldbHYHO HEYTPAIM3HPAINO CPeCTBO 33 MHXHOUTOP Ha dakTop Xa
(aHpexcaHeT anda), KOETO aHTAroHH3Mpa hapMakoqMHaMHUHKS eeKT Ha puBapokcabaH, WM Ha
cneuHGHIHO NPOKOATYNAHTHO CPEACTRO, KATO KOHIIeHTpaT Ha npotpoMOuHoBHa komivieke (KITTK),
AKTHBHpaH KOHUEHTpaT Ha MpoTpoMOuHOoBHA KoMiuieke (AKITTK) wnu pexoMOuHaHTeH ¢akrop VIa
(r-FVIIa). KM MoMeHTa ofave KNHHAUHULT OIAT OT NPUAATAHETC HA TE3H JICKApCTBECHM NPOIYKTH
NpH Bb3PaCcTHH M J€La, MOJIy4aBallii pusapokcabaH, € MHOro orpaduyeH. [Ipenopskara ce ocHOBaBa
M Ha OrpaHHYeHH HEKIMHHYHH JaHHH. Moxke fa ce 0OOMHCIH NOBTOPHOTO NpHJIaraHe Ha
pekomOunanTeH ¢axrop VIla u gozara TpabBa Aa ce THTpHpa B 3aBHCHMOCT OT HAMAJIIBAHETO Ha
KbPBEHETO. B 3aBHCHMOCT OT BE3MOXKHOCTTA Ha MACTO, B CJIYMaH H2 MACHBHO KbPBEHE, TPAOEY ATO
OOMHC/IH KOHCYTAIHA ChC CNEHHATHMCT 110 KOATYJIAlMOHHN HapyLIeHHd (BX. Touka 5.1 é@w ﬂ%
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He ce ouaksa nporaMuH cyndar u suramMud K 1a noBnuMsBaT aHTHKOATYIAHTHATA & 'y a2
pHBapokcaban. OnuTLT ¢ TPAHEKCaMOBA KHCETMHA € OTPaHHucH H JIMIICEA TAKBB C & DEFITIX hee } :
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KHMCEMHHA M aNPOTHHMH NPH BB3PACTHH, 10y4aBalk puapokcadbaH. Hama onur ot yny u : = ey ,,L.‘fﬂ& : 5 "/
TE3H CPEJICTBA NP Aelia, NoJIydaBamy pusapokcaban. HaMa HHTO HayyHu AokazaTelk "-':
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Os1aronpHATHO MOBTHABAHE, HUTO ONKT OT H3MOI3BAHETO HAa CHCTEMHHA XEMOCTATHK AE3MOIPECHH
NpH NAUKHEHTH, ONy4YaBally pupapokcaban. ITopaaH BHCOKaTa CTENEH Ha CBbP3BaHe C [UIa3MEHHTE
NIPOTEHHH HE Ce OYaKBa pHBapokcadaH Aa Moxke na ObAe oTIeneH Ypes NHAIH3A.

5. ®APMAKOJOI'HUHH CBOUCTBA

5.1 ®apmaxkoAHHAMHYEN cBolicTBa

(apmaxoTepaneBTHYHA rpyna; AHTHTPOMOO3HH CpeACTBa, JUPEKTHH HHXHOUTOPH Ha taxTop Xa,
ATC xon: BO1AFO]

Mexauwinm Ha aelicTBHe

PuBapokcabaH € BHCOKOCEIEKTHBEH JHPEKTeH HHXHOHTOP Ka dakrop Xa ¢ mepopanHa OHOHAIMYHOCT.
Huxubupanero Ha ¢axrop Xa npexncsa BbTPELIHMS M BHHIIEH IThT HA KOATYJIAIMOHHATA KacKaza,
KOeTO HHXHOHpa KakTo ¢popMupaneTo Ha TpoMOHH, Taka K o6pasyBaHero Ha TpoMOHK. PuBapokcaban
He MHXHOHpa TpoMOHHa (akTuBHpaH dakTop II) 1 He ca HabnroAaBaku edexTH BEPXY TPOMOOLMTHTE.

QapMakonUHAMHYHH edeKTH

I1pu xopa ¢ HabmonasaHo 3aBUCHMO OT 03aTa HEXEOUpaxe Ha daxrop Xa. [IporpoMOHHOBOTO

speMe (PT) ce nopHABa Z0303aBHCHMO OT pHBapokcabaH B TACHa BPB3Ka C IUIa3MEHMTE

KOHUeHTpaimu (1=0,98), ako 3a Tecta ce m3nonaea Heorwnactud. Jpyrd pearentu OMxa Jany OpyTH
pesynrati. Oruutadero Ha PT tpaGpa aa craa B cekynan, nodexe INR e kanuOpupaHo H

BAIMIMPAHO 38 KYMApHHOBH NPOIYKTH ¥ HE MOXKE Aa C€ MpUiara 3a Jpyrd aHTHKOAryJIaHTH.

Tlpn maumenTy, nomy4yaratmy puBapokcaban 3a neyenne Ha JIBT u BE u npodunakTixa Ha

pelmaued, nepceHTHIRTE 5/95 33 PT (Heomnactuw) 2 — 4 yaca cnel mpreMa Ha Tabnerkara (T.e. KbM
MOMEHTa Ha MakCHMasieH edekT) 3a 15 mg puBapokcabaH JBa ITbTH AHEBHO ¢a B rpaHKumTe oT 17 1o

32 cexysan, a 3a 20 mg puBapokcabaH Beaasx qHesHO ot 15 a0 30 cekynau. Ho Bpeme Ha Haii-
HHCKaTa KOHLieHTpauua (8—16 vaca cney nprema Ha TabneTkara) nepceHTHIHTE 5/95 3a 15 mg nBa

TbTH AHCBHO Ca B rpaHMimTe oT 14 no 24 cekynau, a 3a 20 mg seansxk gHesHo (18-30 yaca cnen
npHeMa Ha Tabnetkara) ot 13 mo 20 cexyHnu.

ITpy manMeHTHTE ¢ HEKIANHO MPEeACHPIHO MEXKICHE, MOTyYaBalli puBapokcabaH 3a npoQHIaKTHKA

Ha HHCYJIT H CUCTeMHa embomnus, nepcedtinure 5/95 3a PT (Heomnacrun) 14 yaca cnej mpHeMa Ha
TalseTkara (T.€. KbM MOMCHTA Ha MaKCHMANEH e()eKT) NpH NALMEHTHTE, JieKyBaHH ¢ 20 mg euH ImbT
JHEBHO, BapHpaT oT 14 10 40 cexyHaH 4 NPH NalMIEHTH ¢ yMEPEHA CTeNeH Ha OROpeuHo yBpexaake,
neKyBaHH ¢ 15 mg earH oeT AHEBHO, oT 10 10 50 cexynau. 1o Bpeme Ha Hali-HMCKATA KOHLEHTPAIUA
(16-36 yaca cnen npHema Ha TabsieTKaTa) MEPCEHTHAMTE 5/95 IIPH MalMeHTHTE, NIcKyBaHH ¢ 20 mg

€UH ITBT AHCBHO, Ca B rpaHyiTe o1 12 80 26 s and in patients with moderate renal impairment

treated with 15 mg once daily from 12 to 26 s cekynam, a npu NALMEHTHTE ¢ YMEPEHA CTENeH Ha
0r0peuHo yBpexaare, feKyBaHu ¢ 15 mg eiuH OeT OHeBHO, oT 12 A0 26 ceKyHIH.

B xiunMKo-phapMaKONOrMIHO NpoyYBate Ha 00paTHMHTE NPOMEHH BB (PapMaKkoIMHAMHKATA HA
pHBapokcabaH IpH 3/1paBH BB3pacTHH A00poBoimM (n = 22), € olieHIBaH e(deKThT HA SAHHHYHH JO3H
(50 IU/kg) Ha nra pasiH4HM TMIA KOHLEHTPaT Ha npotpoMGuHoBHa kommuieke (KIITK), 3-dakropen
KOHIIEHTPAT Ha NpoTpoMOuHoBHAa koMiuteke (daxropu 11, X u X) u 4-paxTopen KOHIEHTPAT Ha
nporpoMOuHoBHA KoMIuteke (daxropu I, VIL IX u X). 3-GakTOpHHAT KOHHEHTPAT HA
MPOTPOMOHHOBMA KOMIUIEKC € IIOHHXKIII CPEIHHTE CTOHHOCTH Ha MPOTPOMOMHOBOTO BpEME Ha
Heormnactun ¢ npubnusurento 1,0 cexynna B pamMkure Ha 30 MHHYTH, B CpaBHEHHE ¢ TIOHIDKABaHE OT
mpubusHTenHO 3,5 ceKyHam HabmoxasaHo ¢ 4-HaKTOpHUA KOHLEHTPAT Ha IIPOTPOMOHHOBHS
KOMILICKS. 3a CpaBHEHME, 3-paKTOPHUAT KOHLEHTPAT Ha IPOTPOMOHMHOBHS KOMIUIEKC € HMaJ [10-

TofAM H o-66p3 o6I edeKT BEPXy 06paTHMHTE POMEHH B CHAOTEHHOTO ofpasyBane Ha '['pDMﬁHH

OT 4-¢)aKTOpHHA KOHLEHTPAT Ha IPOTPOMOHHOBHA KOMIUIEKC (BK. ToUKa 4.9).

AKTHBHPAHOTO TIapLHaIHO TpoMboruiacTiHOBO Bpeme (aPTT) u HepTest chimo ca yazAkaii e 0 ’751:%
3aBHCHMOCT OT 103aT4, HO H3MONI3BaHETO MM 33 OLEHKA Ha (apMaKOAHHAMMYHMA CHERRUE o o cc o\ O
puBapokcabaH He ce npenopruea. Hama HeoGxoaMMocT 0T Hab/MOAEHME Ha KoaryJA L
NapaMeTPH 110 BPEME Ha JIeYEHHETO ¢ pHBapokcaban B KIIHHAYHATA NPaKTHKA. Bripexs
KIMHHYHO MOKAa3aHO, HUBATa Ha puBapokcabaH mMorat na 6bJaT H3MEPBAHH C K3 Opapas f ¢
KOMMUECTBCHHM TECTORE 33 anThdaKTOp Xa (BK. TOuKa 5.2). \ a:ifn\f‘lj‘f‘




[leanaTpuyuHa MOMyIauMa

Ananm3eT Ha PT (peareHT - Heornactun), aPTT u antu-Xa (¢ KTHOpUpaH KOJIHYECTBEH TECT)
NOKA3BA TACHA BPB3Ka C IIA3MEHHTE KOHLISHTpalMH Npy Acna. Bpeikata Mexxny aHTH-Xa H
NNa3sMEHHUTe KOHLICHTPALIMH € JIHHeHHa ¢ HaKIoH 630 a0 1. Morar ga BB3HMKHAT HHAMBUAY JTHH
HECHOTBETCTBUA C NMO-BHCOKH MJTH 110-HHCKH aHTH-Xa CTOHHOCTH, B CPABHEHHE CBC CHOTBETHUTE
I1a3MEHH KOHUEHTpaurH. HiaMa Heo6xoquMOCT 0T HabmoicHHE Ha KOaryJauHOHHHTE IapaMeTpH Mo
BpeMS Ha KIIHHHYHO JieieHHe ¢ puBapokcadaH. Bee nak, ako € KIMHMYIHO HOKa3aHO, KOHLIEHTPAL{HATe
Ha pUBapoKkcadaH Morar Ja 6bOaT H3MEPBAHY C KATHOPUPaHH KOJTMUECTBEHH TECTOBE 33 AHTH-(AKTOP
Xa B meg/l (Bxx. Tabmuua 13 B Touka 5.2 33 AManasoHuTe Ha HAOMIONaBAHUTE TUIASMEHHM
KOHLICHTPALMH HA puBapokcaban npu gena). JlonHata rpanuua Ha KOJHYECTBESHUTE OTIPEACIIAHHA
TpAOBa A4 Ce MMa MpeJBH/l, KOTaTo Ce H3MON3Ba aHTH-XA TECTET 3d KOMHYSCTBEHO ONPEACITHE HA
IIa3MEHHTE KOHLIGHTPAITHH Ha pHBapokcabad npu nena. He e yecTaHoBeH npar 3a edMxacHOCT WiTH
CHOMTHA, CBBP3aHH ¢ 0€30NaCHOCTTA.

Knuauyna eduxacHocT H 6e3onmacHocT

Ilpogunaxmuxa Ha UHCYAM U CUCTNEMHQG eMBONUS NP NAYUSHMU C REKIANHO NPEOCHPORO MbICOeHe
KiHHYHaTa nporpama 3a pueapokcatan ¢ Ch3afieHa ¢ 1ieJ1 JJa NoKaxe epHKacHOCTTa Ha
puBapoKcaban 3a NpoQMNIAKTHKA HA HHCYAT U CHCTEMHa eMOO0JIHA IIPH MALHMEHTH C HEKIAMHO
NPeACHPAHO MBXJICHE.

Ilpn ocHOBHOTO ABo#iHO-cano npoyusane ROCKET AF 14 264 nauueHTH ca pasnpeaeicHu aa
NIOJY4aBAT WK puBapokcabaH 20 mg BeaHsX AHeBHO (15 mg BeARBK AHEBHO MPH NALHEHTH C
KpeaTHHHHOB KIHpBHC 30-49 ml/min) wm Bapdapus ¢ TuTpHpase Ha go3ata ao INR 2,5
(TepanesTrunH rpaHuiy 2,0 no 3,0). MeanakiHaTa NpOXB/DKHTCIHOCT Ha [IPOBENEHOTO IEYEHHE €
19 mecena, a obimara mpoaLILKHTENHOCT € 10 41 Mecena.

34,9% OT manMeHTHTe ca JICKYBaHH C aLeTHIICATHIIOBRA KuceanHa u 11,4% ca nexyBanu ¢ wiac 11
AHTHAPHTMHYIHO CPEACTRO, BTIOYHATEIHO AMHOJIAPOH.

PuBapokcaban ¢ ¢ He no-Mainka epeKTHBHOCT OT BapdapyH 3a ITbPBHYHATA CHCTABHA KpaiiHa Touka 3a
HHCYAT H cucTeMed emOonmseM u3psH HHC. B nonynauuara 1no NMpoTOKO Ha JSYSHHE HHCYNT HIH
cucreMHa eMOonua ce Habmonasat npy 188 nauuenTy Ha puBapokcabau (1,71% Ha roguHa) M NpH
241 na sapdapun (2,16% sa roguna) (HR 0,79; 95% JH, 0,66-0,96; p<0,001 3a He mo-Mainka
epexTHBHOCT). OT BCHYKH PAHZOMM3HPAHH NALMEHTH, KOHTO ¢a anammsupany no [TT, noperunu
chOHTHA ce paseHBaT npH 269 Ha pusapokcalaH (2,12% na roauHa) u 306 ua papdapus (2,42% Ha
roautia) (HR 0,88; 95% JIH, 0,74-1,03; p<0,001 3a #e no-manka epexrusroct, p= 0,117 3a
NPEeBE3X0OACTBO). Pe3ynTaTHTe 32 BTOPHUYHHMTE KPaiiHH TOUKH, K3KTO ¢a H3C/ICABaHH B HiepapxuueH
nopsaask B ITT ananmsa, ca nokasaxnu Tabnvia 4.

Cpen naupenTHTe B rpynara Ha Bapdapun INR crofiHocTuTe Ca B rpaHMIMTE Ha TEpPaNIeBTHYHHS
nuanasoH (2,0 no 3,0) cpeano 55% ot ppeMero (MenHana, 58%; HHTepKBapTHICH AXAanasoH 43 1o
71). EdextrT Ha puBapokca6aH He ce paanuuasa Ha HuBo neHTpanHo TTR (Bpeme B Tapreren INR
2,0-3,0) npu xBaprinuTe ¢ eaHakss pasmep (p = 0,74 3a B3aumoaeiicTere). B Haili-ropHHsa KBapTHII MO
OTHOMICHHE Ha ueHThpa Koeduiment ra Puck (HR) 3a pupapokcaban cnipamo sapdapun e 0,74 (95%
A, 0,49-1,12).

HecroTara Ha OCHOBHHMTE Pe3yATaTH 34 6€30MacHOCT (TONeMH H HETOJIEMH KITHHHYHO 3HAYHMH
KPBbBOH3ITHBH) ca NORoGHH 32 ABeTe TepaneRTHUHM rpynH (k. Tabnuua 5).

Ta0una 4: PesysaraTu 3a epuxacuoct ot ¢pasa I ROCKET AF

IIpoyaBana ITT anpa;a3 Ha epHEKACHOCTTA HPH NANHEHTH ¢ HEKJIANHO NPEACHPAHO
RONY/IANHS MbXIeHe
TepanesTuuHa g03a | PuBapokcaban Bapjgapus THTpEpaH

20 mg BeanbxK AHEBHO no INR 2,5
(15 mg Beannx AHEBRO (TepaneBTHIHH
IPH NANBEHTH ¢ YMepeHa | rpannnH 2,0 no 3,0)

creneH Ha 6n6peano YecroTa Ha culBTHETO
YBpexJane) (100 nanAenTO-
YecToTa HA ¢cHLOHTHETO rOAHHH)

(100 nax@enTo-roENK)




HHCY T H CHCTEMHa 269 306 0,88
embonus n3BbH LJHC (2,12) (2,42) (0,74-1,03)
0,117
Hncynr, cucremna 572 609 0,94
eMbonus H3BLH (4,51) (4,81) (0,84-1,05)
LTHC n cpaora 0,263
CMBPT
Hucynr, cicreMHa 659 709 0,93
eMOONHA H3BLH (5,24) (5,65) (0,83-1,03)
IHHC, cpaoBa cmbpT 0,158
¥ BH(apKT Ha
MHOKapJa
Hucynr 253 281 0,90
{1,99) (2,22) (0,76-1,07)
0,221
CucremMHa 20 27 0,74
eMOonns M3BEH (0,16) (0,21) (0,42-1,32)
[THC 0,308
Hudapkr BHa 130 142 0,91
MHOKapZa (1,02} (1,11) (0,72-1,16)
0,464
Tabanua 5: Pesyaratn 3a 6esonacaocr ot ¢a3za ITI ROCKET AF
Hpoyapana HanrenTn ¢ HEXJIANHO NpeacLPARO MBXKAeHeY
L AETD
PusapoxecaGan Bapdapan HR (95% AH) p-
20 mg BeaEBK TETpHEpaH A0 INR CTOHHOCT
saeBno (15 mg 2,5 (TepaneBTHYHH
BEHLX JHEBHO NPH rpaannz 2,0 a0 3,0)
NAHHEHTH ¢ YMepeHa
TepanepTina 103a cTenen Ha 6n06pevno
YBpeXAaHe) YecToTa B
CEOMTHETO
YecToTa HA CHOATHETO (100 nannenTO-
(100 nagHeBTO-rOIHHE roJARHH)
I'oneMu H Heronemu 1 475 1 449 1,03 (0,96-1,11)
KJIHHHYHO 3HAYHUMHY (14,91) (14,52) 0,442
KPBBOH3JTHEH
TConemu 395 386 1,04 (0,90-1,20)
KPBBOH3IHBH (3,60) (3,45) 0,576
CMmepT B pe3yarar | 27 55 0,50 (0,31-0,79)
Ha KbppBeHE* (0,24) (0,48) 0,003
KspBeHe ot 91 133 0,69 (0,53-0,91)
KPATHYCH (0,82) (1,18) 0,007
opran*
HHTpakpannanen | 55 84 0,67 (QARN,97), .
KpPBBOMIHB* (0,49) (0,74) 0,019 § oo e
Criap Ha 305 254 1,22 {1, B3 14d) i Y
xeMornobHHa* 2,77 (2,26) 0,019%\ "B \AaiE




Kpreonpenusane 183 149 1,25 (1,01-1,55)
Ha 2 MJIX IOBeYe (1,65) (1,32) 0,044
eJIMHUILH
SPHTPOLIMTH HIH
114 KpbB*
HeroneMH xiay4aHO 1185 1151 1,04 (0,96-1,13)
3HAYHMH (11,80) (11,37) 0,345
KPBbBOH3JIHBH
CMBpTHOCT 110 BeAkaksu 208 250 0,85 (0,70-1,02)
IPUYHHA (L87) (2,21) 0,073
a) Momynauws u3nuTRaHa o oTHOMIEHHE Ha 6e30NMacHOCT, HA ieUeHHE
* HoMunano 3naummn

B nombnuenne keM npoyysateto daza Il ROCKET AF, e nposeseHO NPOCTIEKTHBHO,
NMOCTM3PKETHHIOBO, HEMHTEPBEHLMOHAIHO, OTBOPEHO KOXOPTHO NMpoy4YBaHe ¢ eauo pamo (XANTUS)
¢ OCHOBEH H3XO[I, BKIIOYBALL TpoMO0oeMOOIHYEH chORTHS U rofisMO KbpBeHe. 6 704 naumeHTH C
HEKJIAIHO NPEACHPAHO MEKIEHE ca OWIH BIHOYEHH 3a NPOQHIAKTHKA Ha HHCYAT H eMO0/IHA U3BLH
neHTpasiHata HepBHa cucTema (IJHC) npu peannu yemosus. Cpeannre pesynrata Ha CHADS; ca
Owu 1,9, a na HAS-BLED ca 61nu 2,0 npu XANTUS, B cpaBHEHHE CBC CPeIHHTE Pe3yNITaTH Ha
CHADS; u HAS-BLED or 3,5 u 2,8 crorBetso npu ROCKET AF. I'onamo kspeeHe ¢ HabmonasaHo
npu 2,1 cmyyas 3a 100 nanmpenro-roguru. Crobinaea ce 3a JeTaneH KpbBOH3IHB npH 0,2 cay4dad 3a
100 naumeHTO-roAMHA M BETpeuepeneH KPuBo3wms npn 0,4 ciyuas 3a 100 manuenTo-roaMHm.
Hucyrr umm emGoaus m3prH 1THC ca peructpupans npu 0,8 ciyuas 3a 100 naigeHTo-roaMHH.

Te3u nabmonecHns B peayHy YCIOBHA €a B CHOTBETCTBHE ¢ YCTAHOBEHMA Tpodun Ha 6e30MacHOCT NpH
TOBA MOKA3aHHE.

B HeHHTEPBEHLIMOHATHO NIPOYYBaHE, CJIe/ NOMyYaBaHe Ha paspelieHue 3a ynorpeba, npH noseye oT
162 000 naueHTH OT YeTHPH THPXKABH, PHBAPOKCA0aH € MpeAnrcaH 3a MPpoQMIaKTHKA HA HHCYAT H
cHCTEMHa eMO0/THA NPH NalMEeHTH ¢ HEKIIANHO NPeIChPIHO MBxAeHe. YecToTaTa Ha CHOMTHATA 32
HexemuyeH uHeynr € 0,70 (95% Cl1 0,44-1,13) va 100 nauuenro-roguns. Knpeene, BoaeIno o
XOCIHTAIHN3ALMA, € HACTRIIUIO ¢ 4ecTOTa Ha CKROHTHA Ha 100 namueHTOo-roaunx ot 0,43 (95% CI
0,31-0,59) 3a BeTpeuepensHo kupBene, 1,04 (95% CI 0,65-1,66) 3a cToMamHO-ypeBHO KbpeeHe, 0,41
(95% CI 0,31-0,53) 3a yporenuTanto kbpeere 1 0,40 (95% CI 0,25-0,65) 3a Apyro KepBeHe,

TlauHeHTH, MOAIOXKEHH Ha KapAHOBEP3HO

IIpocnieKTHBHO, PaHAOMH3HPAHO, OTBOPEHO, MHOTOLEHTPOBO, EKCIUIOPATOPHO MPOYYBAHE ChC
3aclienieHa OLeHKa Ha KpaiHata To4ka (X-VERT) € nporeaeno npu 1 504 narpenTa (Henexysanm
AOCCTa € MCPOPAIHH AaHTHKOATYIaHTH H JIEKYBaHH NPEABAPHTENHO) C HEKJIAITHO MPeAChPIHO

MBAKACHE TUIAHHPAHO 33 KAPAHOBEPIHO, 34 1a C€ HallpaBH CPABHEHHE MEXAY pHBapokcaban u
aparrTupaHa g03a ABK (pannomusupano 2:1), 3a npeBeHIMs Ha CHPACYHO-CBAOBH CHOHTHS.
H3non3eaHu ca CTpaTeruu ¢ ROMomTa Ha Hacousaxe upes TEE (1-5 auu npeBapUTeiHO JeUSHHE)

WJIH KOHBCHUMOHAITHO KapAHOBEP3HO {Hal-MATIKO TPH CEAMHIH NPSABAPHATENTHO JeUeHHe).
IIbpBHYHNTE Pe3yaTaTH 38 €PUKACHOCT (BCHYKM HHCYATH, IPEXOIHA HCXEeMHYHA aTaka, CHCTEMHA
eMbonus HecpbpisaHa ¢ LIHC, undapkr Ha Muokapna (MH) u cepedHO-CHA0BA CMBPT) Ca Ce

nosBunM Apk 5 (0,5%) narMenty B rpynarta Ha puBapokcaban (n= 978) u 5 (1,0%) naipeHTH B
rpynara Ha ABK (n = 492; RR 0,50; 95% JIH 0,15-1,73; mozudumpana ITT-nomynawms).

OCHOBHHAT pe3ynTar 3a Ge3omacHocT (MaCHBHO KbpBeHe) ce ¢ noapuwi mpH 6 (0,6%) u 4 (0,8%)
NalMeHTH B IPYNUTEe Ha puBapokcaban (n = 988) u ABK (n = 499) croreerHo, (RR 0,76; 95% AU
0,21-2,67; 6e3onacsa nonynanms). Tora EKCIUTOPATOPHO NPOYYBAHE € IIOKA3aJI0 CpaBHMMA - |
e(hHKaCHOCT K 6€30MaCHOCT MEXTy IpYTHTE Ha neueHue ¢ pusapoxcaban n ABK B ycnopsiTamao /}5
KAPJXHOBEP3HO. So

B LTEHE Y -~ 4
HM3BBpIIeHO € PaHAOMHK3HPaHO, OTKPHTO, MHOroleHTpoeo npoyusate (PIONEER AF EQ‘ 2;124? ‘;J §
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CTEHT 33 MbPBHYHO aTEPOCKIEPOTHYHO 3a00/ABaHe, 3a CpaBHABAHE Ha 0e30MacHOCTTa Ha 1B CXEMH
Ha puBapokcabaH u exHa ABK-cxema. [launeHTHTe ca 61M pasnpeieNieHd Ha CITy4aeH NPHHIAT
1:1:1 3a obma 12-meceuna repanua. [HarpenTy ¢ anameesa 3a uacyaT WM [THIT ca H3KIOUEHH.
['pyna 1 nomydasa puapokcaban BeHbX AHeBHO 15 mg (10 mg BeAHBXK AHEBHO MPH NALMEHTH C
KPEeaTHHHHOB KIIHPHHC 30-49 ml/min) wnoc P2Y 12 uaxuburop. I'pyna 2 nonyvasa 2,5 mg
pusapokcabaH npa mbTH AHERHO 3aeiHO ¢ JITAC (aBoiiHa Teparus ¢ aHTHArPETraHTHH CPEICTBA,
Hafp. KMOMHAorpes 75 mg [anu 3amecTBamua P2Y 12 uaxuburop] moc HEUCKa 103a
alleTHICATHLIMIIOBA KHcenHA [ACK]) 3a 1, 6 wny 12 Mecelia, nociieiBaka oT puBapoxcadban 15 mg
(w10 mg 3a naumeHTH ¢ KpeaTHHUHOB KTHPBHHC 30-49 ml/min) BeAHbXK JHEBHO, ILTIOC HHCKA 1032
ACK. I'pyna 3 nony4apa xopurupana no3a ABK mmoc JITAC 3a 1, 6 unui 12 mMecena, nocneasaHa oT
KopHrHpaHa no3a ABK miroc Hucka n03a ACK.

Il'speHYHaTa KpaifHa TOYKa 32 6e30NacHOCT, KIMHHYHO 3HaYMMMTE CITy4aH Ha KbpBEHE, & MOABABAT
mp 109 (15,7%), 117 (16,6%) u 167 (24,0%) y4yacTHuup B rpyna 1, rpyna 2 u rpyna 3, CbOTBETHO
(HR 0,59; 95% JIHU 0,47-0,76; p<0,001 u HR 0,63; 95% JH 0,50-0,80; p<0,001, cuoTBETHO).
BropuyHaTa KpakiHa Touka (ChCTaBeHa OT ChpAeUHO-Cha0BH ChOUTHI CC cMBpT, MH HAH HHCYAT), €
Habmonasana npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yuyacTHHuH B rpyna 1, rpyna 2 u rpyna 3,
CHOTBETHO. Beska OoT cxeMuTe Ha puBapoKcaGaH MoKa3pa 3HAYHTETHO HAMA/IIBAHE Ha KITHHUMHO
3HAYAMHUTE CIyHJal Ha KbpBEHE, B cpaBHeHHe ¢ ABK-cxemara npy MauHeHTH ¢ HEKIAIMHO
NpeACEPAHHO MEXKAEHE, KOHTO ¢a OWIH nognoxeHy Ha ITKH ¢ nocraBdaHe Ha CTEHT.

Ocnopnara uen #Ha PIONEER AF-PCI e ouenka Ha 6esonacHoctra. JJaHHETE OTHOCHO edrKacHOCTTa
(BIUTIOUHTENTHO TPOMOOEMOONMYHI SBICHHA ) TPH TA3H MONYJIALHY Ca OTPAHHYEHH.

Jlevenue na [[BT, BE u npogpunaxmuxa na peyuousuparyu J]JBT u BE

KyMHMYHATA NporpaMa ¢ puBapokcabaH € IiaHupaHa ¢ el 13 AeMOHCTPHpa ePUKACHOCTTA Ha
puBapoKcadaH NpH HAYAITHOTO H NPOAKDKUTEIHOTO feueHne Ha ocTpA BT u BE u npodunaxTikara
Ha pEIHIHBH.

Han 12 800 nauxeHT™  ca NpoyYeHH B YETHPH PaHAOMU3HPAHH, KOHTPOIHPAHH KIHHHIHU
npoyusaHus (azsa III (Einstein DVT, Einstein PE, Einstein Extension u Einstein Choice) u
AOITJIHATEITHO € MPOBEJCH NpeABapyTelHO Aeunupan cOopeH aHANW3 Ha Mpoy4BaHusTa Einstein
DVT u Einstein PE. O6imata koMOHHHpasa NpOoIb/LKHTENHOCT Ha JICYCHHETO 3a BCHYKH NPOYYBAHHA
e 1o 21 Mecena.

B npoyysaHero Einstein DVT 3 449 nauuentn ¢ octpa JIBT ca npoyueny 3a neyeruero Ha JIBT u 3a
npodunakTHka Ha peumauenpami JIBT 1 BE (naimenTure che cumrroMatiues BE ca H3kmoueHn ot
TOBA Npoy4BaHe). [1poALDKHTENHOCTTA Ha NeueHHETo € 3, 6 Wil 12 Mecelia B 3aBHCHMOCT OT
KNMUHWYHATA [PELCHKA Ha H3CIeIOBaTEN.

3a le4eHHETO Mpe3 mepBHTe 3 ceAmuid Ha octpa JIBT ca npwiarady 15 mg pusapokcabaH fBa ITbTH
anesHo. el ToBa neueHNETO Npogp/bkasa ¢ 20 mg pusapokcabaH €MH ITET JHEBHO.

B npoyusaseto Einstein PE 4 832 nauvenTy ¢ octep PE ca npoyueHu 2a neuernuero Ha bE u 3a
npodpunakruka Ha peupaueupamu /BT u BE. [TpoawoxarenHoctTa Ha JedeHHeTo € 3, 6 WM

12 Mecena B 3aBHCHMOCT OT KIMHHYHATA MPELICHKA Ha H3CIEA0BaTeNA.

3a neyeHHeTo Ha 0cTHP BE npes mepeuTe 3 cenqmuiy ca npunarand 15 mg pusapokcabax fea mbTH
anerHO, Clie] TORA JIEUCHHETO TIpoARIDKaBa ¢ 20 mg puBapokcabaH eIHH BT AHEBHO.

H npu psete mpoyusanus Einstein DVT u Einstein PE cpasHHTeIHOTO JIeYeHHE BKIIIOYBA
€HOKCaNnapHH B NpOAL/DKEHIE HA TIOHE 5 AHU B KOMOHHAI{KA ¢ AaHTATOHUCT Ha BUTaMHH K 1o
nocTturane Ha ctoMHoCT 3a PT/INR B TepanesTiunuTe rpassmm (> 2,0). JleyeHneTo npoawipkasa ¢
aHTAroOHHUCT HAa BHTAMHH K, xaTo qo3ata My e Takasa, ye ctoiinoctuTe 3a PT/INR naca B
TEpANCBTHYHHUTE rpaHuiy ot 2,0 oo 3,0.

B npoyusaHeTo Einstein Extension 1 197 naupents ¢ /IBT win BE ca mpoyuens 3a
Ha permauBupaiid JIBT u BE. IlpoasmxurenHocTra Ha nedeHuero oOXBama AOMbI
12 Meceua mpy NAnWEHTH, KOKTO ca NPEMIAHATR KypeC Ha JiedueHHe oT 6 10 12 mecelra }
TpoMO0eMOOTH3BM B 3aBHCHMOCT OT K/IMHHYHATA NpelieHka Ha macienosarens., Cpaussa ¢
pusapoxcabas 20 mg BeH®K AHEBHO C IUTaLEe6o.




IIpoyusanusra Einstein DVT, PE u Extension H3nonssar eiH4 B ChIIH NpeBaPHTENHO fehHHHPAHNA
ITHPBAMHK ¥ BTOPWMHM PE3YJITaTH 3a ePUKACHOCT. IIpBHYHKAT pe3yaraT 3a €PHKacHOCT e
CHMITTOMATHYEH PEHHAMBHPAL BeHO3eHR TpoMboeMbonuseM (BTE), medHHMpaH KaTo ChCTaBEH OT
penunusHpama JABT win neranen win Heneranen BE. BropuuHusr pesysrar 3a edukacHoCT ce

neHUHHpa KaTo chueTanuie oT permausnpaia JIBT, HeneraneH BE B cMBPTHOCT HEIABHCHMO OT
NpHYHHATA.

B npoyusane Einstein Choice, 3 396 nausents ¢ notsspaeHa camnroMatuara JIBT w/ini BE, kKouTo
Ca 3aBBPIIIIH 6 10 12-MeCeYHO aHTHKOAryJaHTHO JIedeHHe, Ca IIPOYYESHH 3a NPO(QHIAKTHKA HA
neranen bE » nenerannu cumnromariuny JIBT unu BE. [MaunenTyTe ¢ noKasaHue 3a
MPOABIDKUTEITHO AHTHKOATI'YJIAHTHO JIEUEHHE C TEPANEBTHYHA X034 Ca H3KMIOUCHH OT MPOyYBaHeTo.
[TpoABDKHTENHOCTTA Ha JICUSHHETO € 0 12 Mecena B 3aBHCHMOCT OT AaTaTta Ha HHAMBHAYAJIHOTO
panaoMm3Hpane (Meauana: 351 quu). Pusapokcaban 20 mg Benusxk JHeBHO U puBapokcaban 10 mg
BEeIIHBK JHEBHO ca cpaBHEHH Che 100 mg aueTwncanuipuioBa KHCeNINHA BeAHBXK JHEBHO.

[IspBruHEAT pesynTaT 32 epHKACHOCT € CHMIITTOMATHYEH PELHANBHPAL BEHO3EH TPOMG0eMBOTH3bM
(BTE), ne¢puuupan xaro cMecuuara ot permausupama JIBT wiH etaieH wid HenetaneH BE.

B npoyuBaseto Einstein DVT (Bx. Tabnuua 6) ce nokasea, ue pupapokcabas € ¢ He MO-MaJIKa
e(exTHBHOCT OT eHokcanapHH/ABK 3a mepBHYHHA pesyirraT 3a edukacHoet (p <0,0001 (rect 3a He
no-manka edexrusroct); HR: 0,680 (0,443~1,042), p = 0,076 (TecT 32 NMPEBBIXOACTRO)).
[IpeasapurenHo nedpunnpaHa HETHA KIHHHYHA NOI3a (ITbPBHYEH PE3YJITAT 38 €PHKACHOCT ILTIOC
KpBBOM3IHEH) ce crobmasa ¢ HR 0,67 ((95% AH: 0,47-0,95), nomuHanna crodiHocT p = 0,027) B
noJiza Ha pusapokcaban. INR ctoliHocTHTE ca B TepaneBTHYHM AManaszoH cpeauo 60,3% ot speMero
NPH CpeAiHa NPOAB/DKHTENHOCT HA fIcYeHUeTO OT 189 nun, 1 55,4%, 60,1%, 1 62,8% ot BpeMeTO npH
TPYNATE C IVITAHKHPAHO JIEUCHHE ¢ HPOTBDKUTEIIHOCT ChOTBETHO 3, 6 1 12 Mecena. B rpynara Ha
eHokcanapui/ABK miMa scHa BpB3ka Mex Ay HHBOTO Ha cpeaHoTo nextpando TTR (Bpeme B
taprereH INR nuanason 2,0-3,0) npu Tepuinte ¢ elHaKBB pasMep M 9eCTOTATa HA PELMIMBHPALIHTE
BTE (p = 0,932 3a 3aumonelicTeue). B Haii-ropHus TepTH MO OTHOMICHHE HA LEHTHPA
KoedmmentsT Ha Puck (HR) npu pusapokcaban cnipamo papdapus e 0,69 (95% JIH: 0,35-1,35).

YecToTHTE 32 MbPBUMHHA PE3YJITAT 3a 6e30MacHoCT (rosieMH WM IUTHHHYHO 3HAYHMH HErofieMH
KPBBOM3JIMBH), KAKTO H 33 BTOPHYHHS Pe3yJITar 3a 6e30nacHoCT {rosieMu KppBOHIIHBH), €4 CXOAHM
3a JBeTe TCPariCBTHYHH FPYIIH.

Tabauna 6: Pesyarars 32 edpnkacuoct u GezonacaocT or dasa III Einstein DVT

Ipoyasana nonyasgnas 3 449 nanHeHTH ¢b¢ CHMOTOMATAYHA OCTPA
ABLI60Ka BeHO3HA TpOoMbGO3a
PuBapokcatan” Enokcanapan/ABK®
/lo3a B DPOAL/UKATENHOCT HA JJeweHHeTo | 3, 6 Han 12 mecena 3, 6 nar 12 Mecena
N=1731 N=17I18
CumnromaruueH pemuauBapam BTE* 36 51
(2,1%) (30%)
CuMnTomarwieH perpiauBupany BE 20 18
(1,2%) (1,0%)
CHmnromaTHyHa perausupama J[BT | 14 28
(0,8%) (1,6%)
CuamoromatHunu BE u JIBT 1 0
(0,1%)
Jleranen BE/cMupT, npH KosTo He 4 6
MOX€ Aa ce W3KmouH BE (0,2%) (0,3%)
I"'oneMu WIH KIHHHYHO 3HAYHMH Herosiemu| 139 138
KPLBOHIHEH (8,1%) (8,1%)
['onemMu KpBEBOH3IUBH 14 20
(0,8%) (1,2%)

a) PusapoxcabaH 15 mg aBa ITbTH FHEBHO 3a 3 ceMHUIM, NocieasaHo ot 20 mg



JAHCBHO
6) EHOKcanapuH 3a Hali-Manko 5 IHH, 3acThIeH H nociearad or ABK

p<0,0001 (me no-manka edukacHoCT MO OTHOLIEHHE Ha NpeABapuTeaHo onpegeiieH HR 2,0);
HR: 0,680 (0,443-1,042), p = 0,076 (opesB3X0ACTEO)

B npoyusanero Einstein PE (see Table 7) (Bx. Tabnmua 7) € neMOHCTpHPaHO, Ye puBapokcabaH € ¢
He no-Malka epHKacHOCT OT eHokcanapui/ABK 3a mepeuuHHA pesynrar 3a eduxkacHoct (p = 0,0026
(TecT 3a He mo-Maiika epuxacHocT); HR: 1,123 (0,749-1,684)). [IpensapurenHo aedHHupaHATa HETHA
KJIHHHYHA 110132 ([TbPBHYEH PE3YNTAT 3a €PHKACHOCT INTIOC IoJieMH KPBBOHIIHBH) ¢ ¢B0OOIIaBa ¢
HR 0,849 ({95% JH: 0,633-1,139), somuranna p-croitHocT p = 0,275). INR croitsoctite ca B
TCPANCBTHYHHUA JHAINA30H cpeaAHo 63% oT BpeMeTo NpH cpeAHa NPOIBLKHTENHOCT Ha JIEUEHHETO OT
215 nuu 1 57%, 62% 1 65% ot BpeMeTo NpH rpyNHTE ¢ MIAHUPAHO JIEUSHHE C IPOABDKUTEITHOCT
CHOTBETHO 3, 6 U 12 Mecena. B rpynara sa enokcamapun/ABK nAMa ScHa BpB3ka MeXIy HHBOTO Ha
cpeanoTo nienTpanto TTR (Bpeme B TaprereH INR nunanason 2,0-3,0) npu TepiinnTe ¢ €1HAKDB
pasMep H yecToTaTa Ha peraneupamure BTE (p = 0,082 3a pzaumozeiicTeue). B Haii-ropHus

TEPUMJ N0 OTHOIleHHe Ha neHTHpa Koeduupent Ha Puck (HR) npu puBapokcaban crnipsamo Bapdapus
e 0,642 (95% U 0,277~1,484).

HecToTuTe 32 IBPBHYHHA pe3yATaT 32 He30nacHOCT (ToIeMH WK KITHHBHYHO SHAYHMH HEroleMH
KPBBOH3JIMBH) Ca MAJIKO NO-HMCKH B IpyIaTa Ha jieucHue ¢ puBapokcabas (10,3% (249/2412)) B
CpPaBHEHHE C rpynarta Ha neucHHe ¢ eHoxcanapu/ABK (11,4% (274/2405)). YecToraTa 3a BTOPHIHHA
pesyaTaT 3a H€30NacHOCT (TONEMH KPBBOH3IMBH) € MO-HHCKa B rpynaTa Ha puBapokcaban (1,1%
(26/2412)) B cpaBHeHue ¢ rpynata Ha enokcanapu/ABK (2,2% (52/2405)) ¢ HR 0,493 (95% JH:
0,308-0,789).

Tabanna 7: Pe3yATaTH 3a ehHKACHOCT H GesonmacnocT ot ¢a3sa III Einstein PE

Hpoyisana nonysauug 4 832 nanAeHTA ¢ 0CTpPa cEMETOMaTHYHa BE
Pusapoxcaban® Enokcanapus/ABK®
Jo3a B DIpOAL/KHTEIHOCT HA 3, 6 nan 12 mecena 3, 6 sim 12 Mecena
JEUCHHETO N=2419 N=2413
CumrrroMaTHyeH peumausupaiy BTE* | 50 44
(2,1%) (1,8%)
CummrroMatiyeH peuuauskpam BE | 23 20
(1,0%) (0,8%)
CHMITOMATHYHA PCIHIHBUPALIA 18 17
ABT {0,7%) (0,7%)
Cumrrromatsivmn BE n [IBT 0 2
(<0,1%)
JleraneH BE/cMBpT, nipH xoATO He 11 7
MOXE JIa C€ H3KOUH BE (0,5%) (0,3%)
I'oneMH HIIH KTHHMYHO 3HAYHMH 249 274
HETOJIEMH KPBBOH3ITHBH (10,3%) (11,4%)
["'onemMu KpbBOHAIHMEH 26 52
(1,1%) (2,2%)
a) PuBapoxcabaH 15 mg npa IrbTH JHEBHO 3a 3 CeIMHIIM, MOCAEABAHO OT 20 mg eJiH LT
IHEBHO
0) EnokcanapuH 2a Hafi-Manko 5 aHH, 3acThiicH B nocaeasald o ABK

p <0,0026 (1e no-manka edHKaCHOCT MO OTHOIIEHHE HA NpeABapHTENHO onpeaeneH HR or
2,0); HR: 1,123 (0,749-1,684)

[fposenen ¢ npenpapuTenHo geduHupan o6obmeH aHANM3 Ha PE3YNITATA OT MPOYIBAHUAT,
DVT u PE (x. Ta6mmua 8). Y@e\\%

TaOnuna 8: Pesyarars 3a eprkacHocT u Ge3onacnocT oT cGopen AHAIH3 Ha §a
DVT m Einstein PE

IlpoyuBaHa nonyaanns 8 281 nanBenTH ¢ ocTpH CERMNTOMATHUYRE AB!




Pupapoxcaban® Enoxcanapan/ABK®
J03a B IPpOaALKATETHOCT HA 3, 6 nm 12 Mecena 3, 6 nau 12 Mecena
JIeIeHHETO N=4150 N=4131
CHMIITOMATHYEH pellANBHPALL 86 95
BTE* (2,1%) (2,3%)
CaMIIroMaTHYeH 43 38
peunapsupalg BE (1,0%) (0,9%)
CuMIITOMaTHYHA 32 45
perpmuBHpama JIBT (0,8%) (1,1%)
CumnroMaruund BE u JIBT 1 2
(<0,1%) (<0,1%)
Jleranen BE/cMBpT, ipu kosito | 15 13
He MOXe Ja ce M3KmouHd bE (0,4%) (0,3%)
'oneMH WM KIIHHAYHO 3HAYUMH | 388 412
HETOJIEMH KPBHBOH3IHUBH (9,4%) (10,0%)
FonemMu xprnBOH3NHBY 40 72
{(1,0%) (1,7%)

a) Pumapoxcaban 15 mg aBa ITbTH AHEBHO 32 3 ceIMULM, NocaenBano ot 20 mg eAHH ITLET ZHEBHO
0) Enokcanmapus 3a Hali-Manko 5 nuu, 3acTenel H nociaensad or ABK
*

p <0,0001 (ne no-manka epHKaACHOCT MO OTHOIICHHE Ha NpeABapuTenHo onpeaecieH HR or
1,75); HR: 0,886 (0,661-1,186)

[pensapurenso aeduHApaHaTa HETHA KITMHHYHA 1107132 (ITbPBHYEH PE3yJITar 3a eHKaCHOCT IUTOC
roJieMi KpbBOM3/IHBH) Ha cOOpHMA aHanus ce crobuiara ¢ HR or 0,771 ((95% JTH: 0,614-0,967),
HOMHHAaJIHa p-cTOMHOCT p = (0,0244).

B npoy4dsanero Einstein Extension (sx. TaGnuua 9) pusapokcaban npess3xoxaa rwiatebo no
OTHOLICHWE Ha MbPBHYHHTE H BTOPHYHHTE PE3YITATH 332 ePHKACHOCT. 3a ITbpBHYHHA PE3YIITAT 32
0e30MacHOCT (rojieMH KPBBOM3JIHBH) Ce YCTAHOBABA HE3HAYMMO YHCIICHO TO-BUCOKA YECTOTA NMPH
NAMEHTHTE Ha JIc4eHUe ¢ pHBapokcabaH 20 mg eqHH ITBT HA IEH B CpaBHEHHE ¢ IU1aLedo.
BropuunmaT pe3yarar 3a 6e30nacHoCT (rosieMH Wid KIHHHYHO 3HAYHMH HETOJIEMH KPBLBOH3IHUBH)
HOKa3Ba MO-BHCOKH YE€CTOTH NPH NALMEHTHTE, JICKYBaHH ¢ puBapokcaban 20 mg eIMH IThT AHEBHO, B
CpaBHEHHE ¢ Mmnaueto.

Tabarna 9: PesyaraTn 3a epukacHocT B 6e3onacnoct ot ¢pa3a III Einstein Extension

IIpoy4uBana nomyaanus 1197 nanBenTH ca DPOTL/DKEIIH JICICHHETO H
npodpAJIKTHKATA 32 peNHAHBHEPAIN BeHO3eH
TpoMOGoeMb0aHILM
Pusapoxcatan® ILraneGo
032 H NPOABLKHTEIROCT HA 6 wm 12 mecena 6 aam 12 Mecena
JICYCHREETO N =602 N =594
CHMITTOMaTHYeH peLIHBHPALL 8 42
BTE* (1,3%) (7,1%)
CrMirroMarageH pendausupai| bE
CuMIrroMaTyHa peliAUBHpaina | 2 13
JIBT (0,3%) (2,2%)
CuMnroMarHyeH pelaveupam, | 5 31
BTE* (0,8%) (5,2%)
CHMITTOMAaTHYEH peLUAHBHPAL
BE
CHMITTOMaTHYHA peuMauedpana | 1
ABT
Jleranen BE/emupr, ripu kosgTo He | (0,2%)
MOXe fia ¢e m3kmoun bE
I'oneMu KpBBOH3IIIHEH 4
{0,7%)




ToneMH WIH KJIIMHHYHO 3HAYHMH 32 7
HerojieMH KpbBOHIHBH

(5,4%) (1,2%)
a) Pumapokcaban 20 mg egHH ITET JHEBHO
*  p<0,0001 (npeewn3xoacreo), HR: 0,185 (0,087-0,393)

B npoyusaneto Einstein Choice (Bx. Tabnuna 10) pusapokcaban 20 mg 1 10 mg npeBB3X0XIaT
100 mg aueTHICATHIIOBA KHCE/IMHH 110 OTHOIIEHHE Ha MEPBHYHHSA Pe3YATaT 3a e(pHKaCHOCT.
OcHoBHUAT pe3ynTaT 3a OezonacHocT (CHOHTHS Ha FOIAM KPBBOM3IHB) € CXOCH IPH NalHeHTHTE,

JeKyBaHH ¢ puBapokcabas 20 mg 1 10 mg BeansK JHeBHO B cpaBHeHue ¢be 100 mg
alleTWICATUIIUIOBA KHCETHHA.

Ta6anna 10: PesyaTaTh 3a epaxacnoct n Gezonacuocr or ¢pasa IH Einstein Choice

[IpoyuBana nonyaanns 3 396 nanHeRTH ca IPOABL/IKAIE NPOPRIAKTEKATA 32
PEeRANHBHPAI BEHO3EH TpoMboeMboaHILM
Puasapoxcatan 20 mg | Papapokcatan 10 mg | ACK 100 mg
TepaneBTHYHA 1032 BEeAHDXK JHEBHO Be/HDBK JHEeBHO BeARBAK THEBHO
N=1107 N=1127 N=1131
Mennana Ha 349 [189-362] aunm 353 {190-362] pawm 350 {186-362]
NIPOABIDKUTEIROCTTA Ha JHH
JIeYeHHETO [MHTEpKBAapPTHIICH
JAnarnasoH]
CHMNTOMaTHYEH 17 (1,5%)* 13 (1,2%)** 50
peuugupupam BTE (4,4%)
CuMnroMaTH4eH 6 6 19
peurauBHpany bE (0,5%) (0,5%) (1,7%)
CuMrrroMaTiiHa 9 8 30
pewamnpawma JIBT | (0,8%) (0,7%) (2,7%)
Jleranex bE/cMbpT, mpu | 2 0 2
KOATO HE MOXE J1a ce (0,2%) (0,0%) (0,2%)
H3KOYM bE
CumrroMaTHYeH 19 18 56
peumauupaly BTE, (1,7%) (1,6%) (5,0%)
“HOpapKT HA MHOKapXa,
HHCYIIT WK CHCTEMHA
emOonug u3sbl I{THC
1'oneMH KpBBOU3AHUBH 6 5 3
(0,5%) (0,4%) (0,3%)
KNHHHIHO 3HAYHMH 30 22 20
HEroJIEMH KPbBOMVIHBH (2,7%) (2,0%) (1,8%)
CuaMnrroMaTaveH 23 17 53
peurniBHpall BTE win (2,1%)" (1,5%)™ (4,7%)
rONsM KPbBOH3IUB (HETHA
KJIHHHAYHA [10J133)

BeaueX ZHeBHO; HR = (0,34 (0,20-0,59)

i p <0,001 (npes®3xoncTeo) puBapokcaban 10 mg seansk aHesHo cnpamo ACK 100 mg

BeaAHBX AHeBHO; HR = 0,26 (0,14-0,47)

(0,27-0,71), p = 0,0009 (HoMuHANTHA)

(0,18-0,55), p <0,0001 (moMuHaNHa)

Pusapokcaban 10 mg Beaupx auesHo cnpsmo ACK 100 mg BeaHbX QHEBHO

p <0,001(npeBB3xoacteo) pusapokcaban 20 mg peansx AHeBHO crpaMo ACK 100 mg

Pusapokcaban 20 mg segabx aueHO cnpaMo ACK 100 mg sequex aresHo; HR =

W

no ﬂ%\

B nonwnxenne keM nporpamara EINSTEIN da3a 111, e npoeeaeHo mpocneKTHBHO,
HEHHTEPBCHIMOHAJIHO, OTBOPEHO KOXOPTHO npoyuBaHe (XALIA) ¢ eHTpanu3upaH




BKIOYBamo pervansHpaul BTE ronsMo xspBeHe B cMupr. 5 142 namuenTts ¢ ocrpa JIBT ca
BKJTIOYEHH 33 IIpoyuBaHe 0€301acHOCTT2 Ha pHBapoKcabaH B ABJITOCPOYEH IUIAH B CpaBHEHHE ChC
CTaHAApTHATA AHTHKOATYIaHTHA TEPANKS B KIIHHHYHATA [IPAKTHKA.

CrofiHOCTHTE HA rONAMO KbpBeHe, peurauerpawi BTE » BcHuKH cTyual Ha CMBPT 3a puBapokcabaH
ca Ounu cpoteerHO 0,7%, 1,4% H 0,5%. CHHICCTBYBAT Pa3sAHKH B OCHOBHM XapPaKTEPHCTHKH Ha
NAUHEeHTHTE, BKIIOYHTEIHO Bh3pacT, pak # Ob0peuHo yepexaaHe. M3non3ean e crparipuumpan
aHANK3 10 NPEABAPHTENHO OIpe/ieleHH CTOWHOCTH 3a MpYIIMpaHe Ha H3MEPBAHUTE OCHOBHH
XapaKTePHCTHKH, HO BBITPEKH TOBA OCTABALLHTE OTKIOHEHMA MOXKE Ja MOBIHAST Ha PE3YITATHTE.
Kopurupasure HR, cpaBuaBaiu pusapokcaban i CTRHIAPTHO JIE9eHHeE, 33 FOIMO KBPBEHE,
perpapsHpain BTE 1 Bcrvxu cityvan sa cMBpT ca Ok ceorsetHo 0,77 (95% H 0,40-1,50), 0,91
(95% O 0,54-1,54) u 0,51 (95% JIH 0,24—1,07). Te3n pe3yaTaTH NpH NAHEHTH, KOHTO ¢a OHIH
Ha0MIONABaHH [IPH PEATHH YCIIOBHA, ¢a B CHOTBETCTBHE ¢ yeTaHOBeHH npod s Ha 6e30NacHOCT NpH
TOBA TI0KAa3aHHE.,

B HeHHTepBEHLMOHAIHO NPOYYBaHe, ClIel NOTy4YaBaHe Ha paspelleHHe 3a ynorpeda, npH noeeue or
40 000 naupeHTH OT YeTHPH AbpKaBu (e3 aHaMHe3a 3a paK, puBapokcabaH € MPEeANUCAH 32 NEYCHHE
wiH npopuiaxTika Ha JIBT u BE. Yecrorara Ha cs6uris Ha 100 maupeHTo-ronusH 3a
CHMITTOMATHYHK/ KIHHWYHO-U3sBeHH BTE/TpoMGoeMGonuunn co0HTHS, BOCIM 10 XOCTIHTATH3ALNAA,
Bapupar ot 0,64 (95% CI 0,40 — 0,97) 8 OGeauneroro kpancTso 20 2,3¢ (95% CI12,11-2,51)3a
I'epmanms. Knppenre, 0BeN0 10 XOCNHTAJIM3ALMA, € HACTHITWIO NIPH Y€CTOTa HA chOUTHA Ha 100
namseHTo-roguyM ot 0,31 (95% CI 0,23 — 0,42) 3a ppTpeuepenHo KbpaeHe, 0,89 (95% CI10,67 - 1,17)
3a CTOMAITHO-YPEBHO KbpBeHe, 0,44 (95% C1 0,26 — 0,74) 3a yporenurtanso kepsese H 0,41 (95% CI
0,31 - 0,54) 3a apyro KepeeHe.

Heauarpuysa nonyaanus

Jlevenue na BTE u npodnunaxmura na peyuoueu na BTE npu neduampuunu nayuenmu

O6mo 727 nena ¢ notebpaeH octep BTE, oT kouTo 528 nomyamis peBapokcaban, ca NPOy4YeHH B 6
OTBOPCHH, MHOTOLUEHTPOBH NEAHATPUYHH NpOoyUBaHHs. JIO3HPOBKATa, KOPHTHPAaHA CIIOPEA TEICCHOTO
TEIN0, NMPH NalHCHTH OT PAXIAHETO N0 Bb3pacT nok 18 roaunl, € A0Beaa 0 eKCHo3HIHA Ha
puBapokcaban, nonoOHa Ha HabnmoaapaHaTa npH BE3pacTHH namseHTH ¢ JIBT, nexypanu ¢
pHBapokcaban 20 mg eayH LT AHEBHO, KAKTO € NOTBEPASHO B NpoyusaneTo dasa HI (k. Touka 5.2).

Hpoyusanero EINSTEIN Junior ¢asa 11l e paHaoMH3BpaHO, akTHBHO KOHTPOIHPAHO, OTBOPEHO,
MHOTOLCHTPOBO KJIHHHYHO npoy4ysade npH 500 neauaTtpydHH NamMeHTH (HA BH3PacT OT PaXIaHeTo
Ro <18 roaunm) ¢ noreepaeH octhp BTE.

Hmano 276 nena Ha Be3pact 12 go <18 roguun, 101 aeua Ha Bp3pacT 6 Ao <12 roawnw, 69 Oeua Ha
BE3PACT 2 10 <6 rOOHHH U 54 nena Ha BH3pacT <2 TOAMHH.

Unpexcauar BTE ¢ knacuuumpan kato exno ot cnenaunre: BTE BBLB BpBb3Ka ¢ LieHTpalleH BEHO3eH
xareTsp (LIBK-BTE; 90/335 nanments 8 rpynata Ha pusapokcaban, 37/165 nanueHTH B rpynara Ha
CPaBHMTENHO IeYeHne), nepedpanta BeHo3Ha U cuHycora Tpombo3a (LIBCT; 74/335 nauuenTtH B
rpynara Ha pusapokcadas, 43/165 naipeHTH B rpynara Ha CpaBHUTENHO JICYSHHE) M BCHYKH APYTH,
sxmrounTeNHo BT u BE (1e-LIBK-BTE; 171/335 naumenTy 8 rpynara Ha pusapoxcabat, 85/165
MALKUCHTH B IpyrnaTa Ha cpaBHMTENHO JieyeHKe). Hali-uecTo npecraBeHaTa nHAeKCcHa TpoMO03a mpu
aeua Ha pp3pact 12 1o <18 roaunn e ue-LIBK-BTE npu 211 (76,4%); npH Aelia Ha BB3pacT 6 A0
<12 ronuny v Ha BB3pact 2 10 <6 rogunu — LIBCT, crorserro npu 48 (47,5%) u 35 (50,7%),; 4 npu
Acua Ha Bb3pacT <2 rogunn - IIBK-BTE npu 37 (68,5%). He e umano aena <6 mecena ¢ HIBCT B
rpynara Ha pusapokcaban. 22 or naiwenrture ¢ [IBCT ca mmanu undexima xa ITHC (13 naupenTtu B
rpynara Ha pupapokcaban u 9 malMenTH B IPYINATa Ha CPABHUTEAHO JICUCHHE).

daxropu npu 438 (87,6%) neua.

INauueHTHTE ca NOMYYIWIH MHPBOHAYAIIHO JICUCHHE ¢ TEPANCBTHIHH JO3H HedpaKIHo
(HX®), xenapus ¢ HuCKko Monexyaro Terno (XHMT), unu donganapHHyKC 33 Haii-
paHaoMH3HpaHH 2:1 Nla momy4asaT WM 103 pUBapokcabaH, KOPHTHPaHH CIPpAMO
WIH CPABHWTEINY ACKAPCTRA B TPYNaTa HAa CPaBHUTENHO ieuenne (xenapuau, ABK) 35\




NEPHO/ Ha JIeHEHHE B OCHOBHOTO npoyusale (1 mecen npu aeua <2 rogusu ¢ LIBK-BTE). B kpas Ha
NEePHOa HA NIeYeHHe B OCHOBHOTO NMPOYYBaHEe AMArHOCTHYHOTO 00pazHO U3ciieJBaHE, HANPABEHO HA
U3XO[THO HHBEO, € HAIPABCHO TIOBTOPHO, aKo € OHI0 KIHHHYHO NPHIOKHMO. JIeueHHeTO B
NpOY4BAHETO € MOXKeNO Ja OBb/e CpsHO B TO3M MOMEHT HITH IO NpereHka Ha M3cnenoBatens na Onae
ApoNbIDKeHO 0bmo 3a a0 12 mecena (npu nena <2 roauan ¢ LIBK-BTE ~ ao 3 meceua).

[IepBHUHMAT pe3ynTar 33 epHKACHOCT € cuMITOMaTHueH perausrpat] BTE. [I5pBHUHMAT pe3yaTar
3a 6e30macHOCT € KOMOHHALIMATA OT roAM KPhBOHIIHE H KIIHHHYHO 3HAYHM HE-TOJIAM KPhBOHI/IME
(K3HI'K). Benuku pesyarars 3a eMKacHOCT M Ge3011aCHOCT & MPOBEPEHH M MOTBLPACHH LEHTPATHO
OT HE3aBHCHMA KOMHCHA, 3aC/ENeHa 3a OTNIPECACHOTO Ieuenue. PesynraTure 3a €pHKACHOCT H
GezonacHocT ca mokazanu B Tabmuum 11 u 12 no-gony.

Cr0Outus Ha permausupain BTE ca Bb3HHKHANH B rpyniaTa HA JICHEHHE C pUBAPOKCaban npH 4 ot 335
NAHEHTH H B rpynaTa Ha CPaBHHUTENHO NeydeHue npH S ot 1635 narmenTu. KombuHanuaTa or roisMm
kpbeOoH3HB H K3HI'K e noknaasana mpu 10 ot 329 nanmentu (3%), nekysanu ¢ pHBapokcaban H mpH
3 ot 162 maumentn (1,9%), nexypanu cue cpaBHHTEAHMS NPoAYKT. HeTHa KaMHMYHA N0N3a
(camnromMaTdyeH peraueapain BTE nmoc ¢p0HTHA Ha rossM KpLBOH3IMB) € choblneHa B rpynara
Ha JIeYCHHEe ¢ pHBapokcadaH npu 4 ot 335 nanyeHTH U B rpynaTa Ha CPaBHHTEIHO fieHeHMe NpH 7 oT

165 nauuenTd. Hopmanusupasde Ha TpoMOOTHYHOTO 0OpeMeHsBaHe IPH MOBTOPHOTO 00pasHo
H3C/IE/IBAHE € Bb3HHKHAJIO NpH 128 ot 335 nauueHTH Ha neueHue ¢ puBapokcabad u nipy 43 ot 165
NMaHEHTH B FPyNaTa HA CPABHHUTEIIHO AcUeHHe, Te3n HaxoKM KaTo Ao ca nogo0Hu cpen
BE3PACTOBMTE TpynH. B rpynara Ha pusapokcabax e uMano 119 (36,2%) netia ¢ HIKaKBO KbPBCHE,
BBIHHKHAIO TIpH JICYEHHETO, a B IPyHaTa Ha CPABHUTENHO JieycHHe € uMano 45 (27,8%) nena.

Tabaana 11: PeayaraTh 332 epHKACHOCT B KPasi HA OCHOBHHS HEPHOI HA JedeHHe

CrnOnTHE Pasapokcaban CpaBHETe/IEH DPOAYKT
N = 335* N = 165*

Permausupan BTE (mbpBeiucH 4 5

pe3yJITaT 3a epHKaCHOCT) (1,2%, 95% I 0,4% — (3,0%, 95% JIH 1,2%—
3,0%) 6,6%)

KomOnHaums: cuMmroMaTiieH 5 6

peunansupam BTE + ackimnromaryaso
BIOIIABAHE MPH NOBTOPHOTO 00pa3Ho
H3C/ICABaHC

(1,5%, 95% O 0,6% —
3,4%)

(3,6%, 95% JTH 1,6%—
7,6%)

KoMOHHaIMa: cHMOTOMaTHYEH
peusaueEpaiy BTE + acuMmirromMaTaano
BJICIHABAHE + 0¢3 IpOMSHA NPH
MOBTOPHOTO 06pa3Ho H3CenBaHe

91
(6,3%, 95% ITH 4,0% —
9,2%)

19
(11,5%, 95% U 7,3%—
17,4%)

HopManusupaHe npy noBTOPHOTO 128 43

oGpasHoO H3cNeBaHe (38,2%, 95% QU 33,0%— | (26,1%, 95% M 19,8%—
43,5%) 33,0%)

Komb6unHalua: cuMmroMaTideH 4 7

peuauBupan BTE + romam (1,2%, 95% JIH 0,4%— (4,2%, 95% JIH 2,0%—

KPBBOH3/HB {HeTHa KIHHHYHA [10J13a) 3,0%) 8,4%)

Jleranen uiH HeneTaneH 6enogpoben 1 1

eMOOIH3BM (0,3%, 95% JH 0,0% — (0,6%, 95% Ji 0,0% —
1,6%) 3,1%)

* FAS= nmenen HaGop 32 ananus (full analysis set), BcHuku gena, KOMTo ca GWIH paHAOMH3ZHPAHH

Ta6auna 12: PesysiraT 3a 6e30nacHOCT B Kpasi HA OCHOBHHES NEPHO Ha NeyeHHe

PrBapokcaban Cpasuurtescn Hpogy
N = 328* N =162*
KoMbunamma: ronam 10 3

kpeBou3nue + K3HI'K
{(TEpBHYEH pPE3YJITAT 34
0e30MacHOCT)

(3,0%, 95% JiM 1,6%5,5%)

(1,9%, 95% ]I




['onaM xpbeBOHIKHE 0 2

{0,0%, 95% N 0,0%—1,1%) (1,2%, 95% 1IH 0,2%4,3%)
HsaxakBo KbpBeHe, BE3HEKHANO | 119 (36,2%) 45 (27,8%)

ITPH JICYCHHETO
* SAF= nabop 3a ananus Ha GesonacHocTTa (safety analysis set), BCHUKH zena, KOMTO ca Omis
PaHAOMHU3HPAaHH H Ca TTOJYYHIH HaA-MaIKko | 1033 OT H3NUTBaHMA JICKAPCTBEH MPOAYKT

[TpodrirsT Ha eukacHOCT 1 Ge30NaCHOCT Ha pHBapokcabaH e B rO/IAMA CTeNEH Noao0eH MEXRY
neaunaTpuiHata nonynauns ¢ BTE u pe3pacrHara nonynauug ¢ JIBT/BE, penpeku ToBa, JensT Ha
YYaCTHHIIATE C HAKAKBO KEPBEHE € MO-BHCOK B neAMaTpH4HaTta nomynaiys ¢ BTE B cpaBHeHue ¢
BB3pacTHaTa nonynauud ¢ JIBT/BE.

IlanieHTH ¢ BHCOKOPHCKOB TPOHHONO3HTHBEH aHTH(GOCHOMMITH/ICH CHHAPOM

B cnioHCOpHpano oT H3caeAOBaTeNs, PAHAOMH3HPAHO, OTBOPEHO MHOTOLICHTPOBO TPOYYBAHE CHC
3aCJIeNICHA OLICHKA Ha KPaHHHTE TOYKH, puBapokcabaH e cpaBHeH ¢ BapdapHH NpE MalHCHTH C
aHam#e3a 3a TpoMOo3a, THArHOCTHLMPAHU ¢ aHTH(POCHONTUNTHACH CHEAPOM H ¢ BHCOK PHCK OT
TpoMBOeMOOTHYHH CEOMTUS (MOJOKUTENHH NPH BCHIKHTE 3 aHTHOOCHOMMIHIHE TECTA: JIYIYCEH
AaHTHKOAryJiaHT, AHTHKapAHOIHIIMHOBH AHTHTEJA H aHTHTENA cpemy Gera-2-raMkonporesnH I).
ITpoyuBaHEeTO € NPEKpaTeHO NPEKACBPEMEHHO CJIE) BKIIOUBaHeTo Ha 120 manMeHTH NopaaH TBBPAE
MHOTO0 CHOWTHA CPel MalMenTHTE B IPyNaTa Ha puBapokcabaH, CpeJHOTO mpocaeaaBate e 569 HH.
59 nauHMeHTH ca paHIOMH3HpauH Ha puBapokcaban 20 mg (15 mg 3a NaiMeHTH ¢ KPeaTHHHHOB
xmpeHE (CrCl) <50 ml/min) u 61 Ha Bapdapun {(INR 2,0-3,0). TpomGoemGomuunu crbuTHA ce
npoABARatT MpH 12% ot natmenTHTe, pAKNOMIBHPaHH Ha pusapokcaban (4 ucxeMuyHH WHCYITa H 3
MHOKapAHH HH(apkTa). He ca chobmaBany chOKWTHE NPpH NALMEHTH, PAHAOMH3HpaHH Ha BapdapHH.
MacuBHO KbpBeHe ce HabmonaBa npy 4-Ma naumeHTH (7%) or rpynara Ha puBapokcabaH u npu 2-ma
nauyeHTH (3%) oT rpynarta Ha BapgapHH.

[lenuaTpyiHa IoIyiaalHg
EBponelickara areHips no NeKapcTeaTa ocBOOOKAaBa OT 3aB/DKEHHETO 38 NMpeOCTaBAHe Ha

pe3yaTaTiTe OT MPOYUBAHUATA C peepPEHTHHA JIEKAPCTBEH MPOAYKT, ChAbpXall puBapokcabaH BbB
BCHYKH NOATPYIH Ha NeHaTPHYHATA [IOMyJIalMs [IpH MpoduIakTHKA Ha TpoMOoeMOONHYHH CHOHTH
(k. TOUKA 4.2 33 HHOOPMAIHI OTHOCHO YNIOTpe6a B meANaTpUaTa).

5.2 PapMaKoKHHETHYHH CBOHCTBA

AbcopOuns

Caeapamara vnpopmaius e Ga3supaHa Ha JaHHH, NOTYYEHH IIPH Bh3PaCTHH.

Pusapokcaban ce abcopbupa 65p30, KaTo MaxcuManHiTe koHueHTpalmy (Cmax) Ce AocTHTaT 2-4 Haca
cliel mpHeMa Ha TadneTkara.

IlepopasHara abcopbupsa Ha pusapokcabaH e MOUTH ITHHA H MepopaiHaTa GHOHANMYHOCT € BHCOKa
(80-100%) 3a no3a ot 2,5 mg u 10 mg, npreTa KaTo Tabaerka, HE3aBHCHMO JAIH IIPHEMBT € Ha

MIaJIHO WK cjien XpaHene. [IpueMsT Ha puBapokcabaH ¢ XpaHa He moBHABa AUC wiH Crex Ipu

nosure 2,5 mg u 10 mg.

Hopanu Hamanena crencn Ha aGeopGuma e onpeaenena nepopaiHa OHOHATHYHOCT OT 66% 3a

tabnerka 20 mg npuera Ha rnaguo. [lpu npueM Ha TaGneTkH pHBapokcaban 20 mg ¢ xpaHa ce
Habmoaaear nopHiesns Ha cpegnata AUC ¢ 39% B cpaBHeHHe ¢ IpHEM Ha TableTKUTE Ha MIAIHO,
KOETO FOBOPH 32 MOYTH ITIHA abcopOLKs M BMCOKa nepopasina 6HoHanu4aHocT. PuBapokcaban 15 mg

H 20 mg TpaOBa na ce npHeMa ¢ xpaua (BX. Touka 4.2).

DapMaKOKMHETHKATa HA pHBapoKcaBaH e nmoutu JmHelHa 1o okono 15 mg enpH T Ha IEH npu

npueM Ha riaaaHo. Cren npueM Ha XpaHa puBapokcaban 10 mg, 15 mg v 20 mg TabneTkH nogsses -
NpONOpUHOHATHOCT Ha 103aTa. IIpH no-BHCOKHM JO3H prBapokcabaH MOKa3pa orpaHH4e ( oy 110 ﬂ&io
pa3TBOPUMOCTTa abcopOims ¢ HamManeHa GHOHATMYHOCT H HaMaNABAHE Ha CTETICHTA HFAGROPOMILEA -\ <A

IIpDH NOBHIIABAHE HA 103aTa. 5/
(apmMaKOKHHETHYHATa BapHaGIIIHOCT Ha pHBapokcabaH € YMEpeHa ¢ BapHpaHe MEH] QUTHGHRT G \
naipeRTH (CV%) B HHTepBana ot 30% a0 40%. e\ Tt
ABcopbumara Ha pHBapokcabaH 3aBHCH OT MACTOTO Ha HETOBOTO OCBOGOXKAABAHE B CTOMY |
g4 S
N e




upeBHUA TpakT. Crobiara ce 3a 29% u 56% namanenwe va AUC B Crax B cpaBHeHHE ¢ TabJsieTka,
KOrarTo rpaHyJjaT pHBapokcabaH ce 0cBoO0KIaBa B POKCHMATHHTE OTAEHH Ha THHKHTE YEpPBa.
Excriosuupira ce HaMaIiBa JOITRIHMTENHO, KOraTo pHBapokcaban ce ocBob0Xx1aBa B JJMCTATHHUTE
OTACIH Ha TEHKHTE YePBa WIH BHB BB3X0AAIOTO Aedeno depro. [To Tasu npuanHa Tpabsa aa ce
H30ArBa NPHICKEHHETO Ha pUBapokcabaH JHCTATHO OT CTOMAXA, ThH KAaTO TOBa MOXe JIa JIOBEE A0
HaMasieHa a0CcopOLu 11 CBOTBETHO CBBp3aHAa EKCIIO3UIMA Ha pHBapokcabaH.

bronanmiHocTTa (AUC H Chiax) € 6112 cpaBHuMa nipu 20 mg puBapokcaban, NPANOKEH NIEPOPaTHO
KATO pa3TpouIeHa TablleTka, pa3MeceHa B A0BJIKOBO Mope, WIH CYyCNieHAMPaHa BB BOAA H MPHIOXKEHA
npe3 CTOMAINHA COHAR, MOCJICABAHO OT TeYHA XPaHa, B CPABHEHHE ¢ ussaTa tabnerka. Karo ce uMa
ITpeaBHA IPENBUAWMHEA, PONIOPIHOHANEH Ha 103aTa ¢apMaKOKMHETHYCH NMpodHI Ha prBapokcabaH,
pe3yATaTHTE 3a OHOHATHYHOCTTA OT TOBA NPOYYBaHE BEPOSTHO Ca PHIOKHMH 34 TIOHIDKABAHE Ha
AO3MTE HAa pUBApOKcalaH.

ITeduampuyna nonynayus

Heuata ca noyuwin pusapokcabaH TabneTka Wik nepopaiHa CycrneH3us o BpeMe Ha HiH
HENOCPEACTBEHO Cel XpaHCHE WIH IPHEM Ha XpaHa U ¢ o0uuaiiHa MopLiMA TEYHOCT, 32 112 ¢
rapaHTHpa HaReXaHO Ao3upaHe npH Aena. Kakro npu sp3pactHuTe, puBapokcadbal ce abcopOupa
Be[THATa Clie/] IEpOpaTHO MPHIIOKEHHe NoJ, popMaTta Ha TablIeTKa WM rpaHy/H 3a [IEpopaHa
CycneH3us npy aenata. He ¢ nabmonasana pa3imMka HUTO B CKOPOCTTA, HATO B CTETICHTa Ha
abcopOima Mexy aekapcTBeHuTe GopMH TabeTka ¥ rpaHyJH 3a TepopaiHa cycnensus. Jiuncear
OK navHH Cliek HHTPaBEHO3HO NPHIIOKEHHE MPH JAElla, TaKa Ye abcomoTHaTa GHOHATUYHOCT Ha
pHBapOKCabaH NpH /Ic1a € HEW3BECTHA. Y CTAHOBEHO € HAMa/IBaHE HA OTHOCHTE/IHATA GHOHANMMIHOCT
NpH NOBHINABAINH Ce N03H (B mg/kg TenecHO Terno), Mpejnoiarale orpaHHueHNA Ha abcopduusara
NIPH MO-BHCOKH JO3H, JOPH NPH NMPHEM 33€IHO C XpaHa,

Ta6nerkure Keunrec 20 mg Tpabea na ce nMpHemar npH XpaHeHe HITH ¢ XpaHa (Bx. Touka 4.2).

PasnpeneneHue
CBDBp3BAHETO ¢ MIIa3MEHHTE MPOTEHHH TIPH BB3PACTHH € BHCOKO, OKOI0 92% no 95%, karo

CepyMHMAT aI0YMHH € OCHOBHaTa CBBbp3Balla ¢pakius. OGeMbT Ha pasnpeaec/icHHe € YMEpeH ¢ Vi,
npuOaM3ATEnHO 50 AHTpA.

Teouampuuna nonynayus

JluricBaT JaHHH 32 CBBP3BAHETO Ha pHBapOKCabaH ¢ I1a3MeHHTe NPOTEeHHH, CIIeUH(UYHH 32 nela.
Jncear @K zansy cnel HHTpaBEHO3HO NPHAMKEHHE Ha puBapokcaban mpH fena. O6eMbT Ha
pasnpeliciiCHAe B CTAIHOHAPHO CHCTOAHME (Vs), H3HHCIIEH Ype3 nomynanuonHo (K Mogenupane npy
Aeua (BB3pacTos Auana3oH 0 1o <18 roauHH) ciea nepopaiHo NPWIOKEHHE Ha pUBapoKcalaH, 3aBHCH
OT TEJIECHOTO TErA0 H MOXeE Jia Ob/ie OMHCaH ¢ aJloMeTpHiHa (PYHKIMA, ChC cpeaHa cToiiHocT 113 L
NpH JHLa ¢ TeaecHo terio 82,8 kg

buoTparchopManyg B eTHMMHHAPAHE

Ilpu BB3pacTHH, OKoJIO 2/3 OT NpuokKeHaTa J03a pupapokcabaH ce moyiara Ha MeTaboTHTHO
pasrpaxzaaHe, cliex KOeTo MOJIOBUHATA Ce eNMMHHKpa npe3 610pelmre, a ApyraTa NOJIOBHHA — C
¢exanumre. [Tocnennara 1/3 ot npunoxeHara 103a ce HTPYBA Ype3 TUPEKTHa GHOpeUHa eKCKpelHa
Karo HEIPOMCHEHO aKTUBHO BELISCTBO B YPHHATA, IJIABHO Ype3 aKTUBHA Ob0peuna cexperms.
Pusapokcaban ce Merabonuzupa upes CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXAHHIMH.
PasrpaxxnaHero upes okHCIIeHHe Ha MOPGOTHHOHOBES PAJHKAT H XHAPOIH3aTa Ha AMHIHHTE BPB3IKH
ca OCHOBHUTE NpoLecH Ha OHoTpancdopmata. OT in vitro H3CNSBAHHA € H3BECTHO, Y€
puBapokcaban e cyGeTpat Ha TpancnopTHATE Npotennn P-gp (P-rmvkonporenn) # Berp (mpoTenH Ha
PE3UCTEHTHOCT HA paK Ha I'bpPAATA).

Henpomenenuat pupapokcabaH € Hali-BaKHHMAT KOMIIOHEHT B YOBEIIKATA M1a3Ma, 6e3 1a uMa

NPpWIOKEHHUE Ha 2034 OT 1 Mg eMHMHHAIMOHHHAT NOMY>XHBOT € OKOJIO 4,5 qaca. Caen
NPWICKEHHE ETHMUHHPAHETO CTABA THMHTHPAHO OT CTereHTa Ha abcopbums. Enum
pHBapOKCabaH OT I1a3MAaTa HaCTHIIBA ¢ TEPMHHAJICH TIOY)XHBOT OT 5 1o 9 uaca npu
MHAWBHIH H 0T 11 no 13 4aca npu nanueHTH B cTapyecka BH3pacT.



Tleduampuuna nonyrayus
Jlunicrar gaxiu 32 MeTabomiMa, cieuupuuny 3a aena. Jluncear ®K naHHu ciie HHTpaBeHO3HO
NpIICKEHUE HAa pHBapokcaban npu aena. KimpoeHesT (CL), H3yncaeH 4pes nonynauuonso PK
MOJeMpaHe npH nena (Bp3pacToB quanasol ( go <18 romMHH) clea nepopanHo MPHIIOKEHHE Ha
pHBapoKcabaH, 3aBHCH OT TEJIECHOTO TEINIO H MOXe Aa Obe ONMHCaH ¢ afoMeTpHYHa (yHKIHA, ChC
cpeaHa CTOHHOCT 8 1/uac 3a nune ¢ tenecHo Terno 82,8 kg. CpeiHUTE reOMETPHYHH CTOHHOCTH 3a
[OTY)KHBOT2 Ha AMCTIO3KIHA (t1/2), H3YHCIICHR Yypes nomynauuoHHo OK MoaenHpane, Hamanspar ¢
HaMansBaHeTO Ha BB3PacTTa U BapuparT ot 4,2 yaca OpH 10HOMM A0 NpHOAN3HTENHO 3 Yaca IpH Jela
Ha BB3pacT 212 ronuHE U ce noumxkasart 10 1,9 ¥ 1,6 yaca, CHLOTBETHO NPH Aella Ha BB3pacT 0.5—
<2 rOgHHHK H No-Majk# ot (.5 roguHH.

Cnelparsy DoIyAalHH
Hon

Ilpu BL3pACTHM, HE €A YCTAHOBSHH KIHHWYHO 3HAYMMM Pa3ivKv BHB (PapMakKOKWHETHKATA W
¢apMakoMHAMHKATA MEXKTY HALUHCHTH OT MBXKKH H JKeHCKH noJ1. EAHH eKCIUIopaTopeH aHanH3 He
MOKAa3Ba 3HAYHMH Pa3HYHA B €KCIO3AMMATA Ha pUBapokcabaH MeXIy Aclia OT MBKKH H »KEHCKH TI0JL.

Cmapuecka év3pacm

[laiMeHTHTE B CTApUECKa BB3PACT NOKA3BAT MO-BHCOKM IUIA3MEHH KOHLICHTPALMH B CPaBHEHHE C TO-
MIIAANTE NAUHMEHTH CBC CPeAHH cToHHOoCTH Ha AUC oxono 1,5 mbTH 110-BHCOKH, OCHOBHO TIOpaRH
HaMaJIeHHUA (MpuBHAeH) o6l M 6B6peden KkupbHe. He ce Hanara Kopexums Ha Jo3ara.

Paznuunu kamezopuu 6 3agucumocm om meziomo

I1pH BB3pacTHH, IPEKOMEPHA OTKIIOHEHHA B TenecHOTO Terio (<50 kg wm >120 kg) uMat camo
MAaJIKO BJIMSTHHE BbPXY IUIA3MEHUTE KOHIICHTpallMK Ha puBapokcabad (mo-Mainko or 25%). He ce
Hajflara KOpeKIMg Ha J03aTa.

Ilpu nena, puBapokcaban ce ro3upa Ha 6a3aTa Ha TeECHOTO Terno. EAuH ekcniopaTopeH aHAIU3 He
NOKAa3Ba 3SHAYMMO BIIMAHKNE Ha NOAHOPMEHOTO TEII0 WIH 3a8TIIHCTABAHETO BBPXY CKCMO3ZHIUMATA HA
pHBapokcalaH npH gena.

Mencoyvemnunecku paznuvus

IIpy BB3pACTHH, HE Ca YCTAHOBOHM KIHHWYHO SHAMHMH MEXKIYSTHHYECKH PasiHuMA TPH MalMEHTH OT
¢BpolNeraHaTa, appo-aMepHKaHCKaTa, TATHHOAMEPHKAHCKATA, ATIOHCKATA H KHTaHcKaTa rpyIH o
OTHOIIECHHE Ha (papMakokHHeTHKaTa ¥ (papMaKoIHHAMMKATA HA pHBapoKcabaH.

EnuH excruiopaTopes aHanu3 He MOKA3Ba 3HAYHMH MEKIYSTHHUSCKH Pa3jidvHs B €KCIIO3HIMATA HA
puBapokcabaH [PH Aena OT AMOHCKATA, KHTAMCKaTa M a3HATCKATa TPYIH H3BhH Snonus u Kuraii B
CPaBHEHHEC CBC CHOTBETHATa 001a neAHATPHYHA NOMYIAITHA

Yepnoopobno yepescoane

Bb3pacTHH NALUMEHTH ¢ MPO3a H JIeKa CTeNeH Ha YepHoApobHO yepexaane (kiac A no Child Pugh)
npogBABaT CaMO MHHHMMATHH NMPOMEHH BBB (PapMaKoKHHeTHKaTa (CpeaHo 1,2 MbTH NOBHIICHHE Ha
AUC Ha puBapokcabaH), X0€TO € IOYTH CPABHMMO CHC CHOTBETHATA WM KOHTPOJHA TPYTia 3paBy
HHAUBHAH. IIpH MalmenTH ¢ tMpo3a n yMepeHa crenieH Ha YepHoaApoOHO yBpexaaHe (Kkiac B o
Child Pugh), cpentara AUC na pusapokcabaH e 3HauMTeIHO nosHineHa (2,3 IMETH) B CPpaBHEHHE ChC
3ppasu nodposonaud. AUC Ha necpbp3aHata ¢ppakuma ce nopuiasa 2,6 wety. [Ipu Te3n nauueHTH
MMa i HamasieHo 0B0pedHo enuMHHEpaHe Ha puBapokcalban, NoJo0HO Ha TORa NPH NALIHEHTH C
yMepeHa creneH Ha 6u6peuHo yepexnatne. HaMa qanHn oT naiMeHTH ¢ TeKKa CTENEH Ha
YepHOAPOOHO YBRpEKIAHE.

YBpEXKAAHE € NOBHIUCHO 2,6 ITH B CpaBHEHME Che 3paBu gobporoany; PT cpino € yae
2,1 mpTH. [laupeHTHTE ¢ yMEpEHa CTErNeH Ha YePHOAPOOHO YBPEKAAHE Ca MO-TyBCTB
pueapokcalas, KoeTo oA A0 no-ctpbMio PK/PD cLoTHOIEHHE MEXAY KOHUEHTPE P
Kcurrec € NpOTHBOMOKA3aH NPH NAIMEHTH ¢ YepHOAPOOHO 3a6ongBaHe, CBBP3aHO ¢ KOAL

KITHHHYHO 3H2YHM PHCK OT KBpBEHE, BKIIIOYMTENIHO nauyeHTH ¢ uHpo3a ¢ Child Pugh H HEC (B:l{., ,‘," !

Touka 4.3). a;f?, |

JIunceaT KIMHAYHH AaHHHE [P Aela ¢ YepPHOAPOGHO YBpeKAAHE. L




bvbpeuno yepexcoane

[Ipn BB3pacTHH ce HabmroaBa yBe/THucHHE HA EKCIO3HLHATA HA PHBAPOKCabaH YCITOPEAHO C
HamangBase Ha OnOpeuHaTa QpyHxims, H3MEpEHa Ypes KPeaTHHHHOBHA KNHphHC. [Tpy HHAUBUAY C
neKa (KpeaTHHHHOB KTHpBHC 50—80 ml/min), ymepeHa (kpears#HOB KIMpBHC 3049 mb/min) 1
TEXKA (KpeaTHHMHOB KAMpBHC 15-29 ml/min) crenen Ha Ou6pedHO YBpexKaaHe IJIa3MEHHTE
KOHIICHTpaliuu Ha puBapokcaban (AUC) ca croteetHo 1,4; 1,5 1 1,6 b1 no-BECOKH. CHOTBETHOTO
3aCH/IBAHE Ha apMakoguHaMUUHWTE ¢QeKTR € no-w3paseno. TIpn MHAMBKHIM ¢ IeKa, yMepeHa M
TeXKa CTeNeH Ha OBOpedHo yBpexaaHe WUIOCTHOTO HHXHOHpaHe Ha AKTHBHOCTTA Ha dakTop Xa e
csOTBEeTHO 1,5; 1,9 1 2,0 mbTH no-cunxo B cpaBHeHwMe ¢he 3ApaBH Kobposom; PT CHIO € YIBIDKEHO
— ¢cbotBeTHO 1,3; 2,2 1 2,4 myri. HaMa JaHHM OT NAIMEHTH ¢ KPeaTHHHHOB KIHpRHC <15 ml/min.
Ilopajgu BHCOKATA CTENEH Ha CBBP3BaHE ¢ IUIA3MEHHTE IPOTCHHE HE Ce OYaKBa puBapokcabaH ia
MOxe 21a ObJie OTAENeH 9pe3 NHasIH3a.

He ce npenopb4sa ynorpeda npyu nanueHTH ¢ KPEATHHUHOB KIMPBHC <15 m)/min. Kcunrec Tpabpa
la ce W3M0J13Ba BHUMATENHO AIPH NAllHEHTH ¢ KPeaTHHUHOB KIMPBHC 1529 ml/min (BiK. Touka 4.4).
JInnceaT KIHMHYYHE JaHHU MPH A€l H4 | rOIMHA WK [IO-rOJEMH C YMEPEHA WITH TeXKa CTeNeH Ha
616peuno yBpesxnane (CKopocT Ha rmoMepynHa ¢purtparms <50 mYmin/1,73 m?).

DapMakOKHHETHYHH JaHHH [IPH NAlHCHTH
IIpn nanwenTs, nonyvarauM pusapokcadaH 3a JledeHHe Ha ocTpa Aw100ka BeHo3Ha TpoMbo3a (JIBT)

20 mg envH ITBT AHEBHO, CPEAHATA FeOMETPHUYHA KOHIIEHTpalHa (90% MporHO3eH MHTEPBAJ) 2—

4 yaca 1 okolo 24 Haca cnes npHeM Ha /1033 (MPHOIM3HMTENHO NPEACTABIABAINH MAKCHMAITHATA H
MHHHMAITHATZ KOHLICHTPAIMH NIPE3 BpeMe Ha J030BHUA HHTepBaN) € choTBeTHO 215 (22-535) u 32 (6
239) mcg/l.

[Tpu nepMatpuyu naipertd ¢ octsp BTE, nonyuasawm pusapokcabau npu gosa, KOpHrapaHa
CIOPSMO TEJSCHOTO TEITIO, BOACINA K0 €KCIMO3HIMS, M0A00HA Ha Ta3H NPH BE3PACTHH NALMEHTH C
HBT, nonyyasamu nHeBHa a03a 20 mg €1H NBT HEBHO, CPeIHATA reOMETPHYHA CTOHHOCT Ha
KOHUEHTpalMuTe (MHTepBat 90%), momyueH: rips BpeMERUTE WHTEPBAIH Ha B3eMaHe Ha nipobuTe,
NPESACTARIABALIH NPHOJIU3ATEITHO MAKCHMANHHTE H MHHHIMAJIHATE KOHLICHTPAUMH IO BPEME Ha
JO30BHA HHTepBaN, ca 06obmeny B Tabmmua 13.

Tabamna 15: Obobmena crarrcTHka (cpeana reomerpaana croiinoct (90% narepnan)) Ha
N/Ia3MeHHTe KOHNCHTPANHA HA PHBapPOKCcaban B cTanBoHAPHO cheTORHEE (meg/l) cnopen
_PeXHM3a HA N03MPAHE H BL3PACTTA

Bpemesn
HHTEPBAJIN
od N 12— N 6
<18 ronnnn <12 rogann
25-44qaca | 171 | 241,5 24 | 2297
cnen (105-484) (91,5771
NPHJIATAHE
20-2449aca | 151 | 20,6 24 | 15,9
caen (5,69-66,5) (3,42-45,5)
IMMpAIRraHe
bid N 6—<12 rogaau | N 2- 0,5
<6 roanEH <2 roaAnHA
2.5-4gaca | 36 1454 38 | 171,8 n.c.
creq, (46,0-343) (70,7-438)
YHJIAraHe
13—-16 qaca | 33 26,0 37 | 222 10,7
cies (7,99-94,9) (0,25-127) (n.c.-n.c.)
npwiaraHe
tid N 2—<6rogpman | N orT 0,5-<2
PAXKAIHETO roARRH
<-2 roJHHH




0,53uaca |5 | 1647 25 [111,2(22,9- 113 [ 1143 12 ]108,0

cnen (108-283) 320) (22,9-346) (19,2-320)

ApHiaaraHe

7-8uaca |5 | 33,2(18,7— |23 | 18,7 12 214 11 | 16,1

cnen 99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
DUJIAraHe

od = ei4H ITET, bid = nBa TETH JHEBHO, tid TPH MBTH AHEBHO, N.C. = HE ¢ H3BECTHO
Cro#irocTH NOJ A0HATa rpaHHIA Ha KOMMyecTseHo onpeaeisHe (lower limit of quantification,
LLOQ) ca samectenu ¢ 1/2 LLOQ 3a usuncieHueTo Ha cratHeTHkaTa (LLOQ = 0,5 meg/l).

Bpr3ka dpapmakokuHeTHKa-(haApMaKOAKHAMHAKS

Bpuakara papMakoxuHeTuxa-papmakoaunamMuka (PK/PD) Mex Iy nnasMeHaTa KOHLEHTPAlAs Ha
puBapokcabaH M HAKONKO (papMakOIHHAMHYHH Kpakiuu ToukH (MHXxuOHpaHe Ha dakrop Xa, PT,
aPTT, Heptest) e npoydena cien npunarade Ha LIMPOK Jxarna3oH ot ao3u (5-30 mg aBa ITETH Ha AeH).
Bph3kara MekIy KOHUEHTpauHaTa Ha puBapokcalaH W aKTHBHOCTTA Ha (akTop Xa Hali-a00pe ce
omicea ¢ Emax Monen. Ilo orHomense Ha PT monensT aa iHHeHHO npecH9aHe OIMICBa JaHHUTE
0OHKHOBEHO No-106pe. HaknoHsT Ha KpHBaTa BAPHPA 3HAYHTEIIHO B 3aBUCHMOCT OT Pa3/IHIHHTE
m3non3saHy PT pearentu, [Tpu u3nonzeane Ha Heornactuu PT, PT Ha H3X0HO HHBO € OKOJIO

13 cexynan, a HakJIOHBT okoJ0 3 A0 4 cexyHaw/{100 meg/1). Pesynrarure ot ananusa Ha PK/PD ot
¢a3za I 1 Il ca cxomHM ¢ paHHUTE, YCTAHOBEHH NpPH 37paBH HHIMBHIM.

IlenHaTpudra HOMyAalMs

Be3onacHOCTTA # eUKACHOCTTA HE Ca YCTAHOBEHH IIPH NOKA3AHHETO MPOQKIAKTHKA Ha HHCYIIT U
CHCTEMHA eMOO0JTHA NPH NMAlHEHTH C HEKJIAITHO NMPEJCHPIAHC MBiACHE NP JEIIa ¥ IOHOILH Ha BE3pacT
no 18 ronunm.

53 MpeaxnuneEYng Jannn 33 GelonacHOCT

HexnnuyanuTe naHHK He Noka3Bat ocobeH PHCK 3a xopa Ha 623aTa HA KOHBEHIHOHATHHTE
(hapMaKONOryYHH M3NHTBAHKSA 32 6€30MacHOCT, MPOyYBaHHA 32 TOKCHYHOCT IPH €IHOKPATHO
NPHIOKEHHE, POTOTOKCHUHOCT, TeHOTOKCHYHOCT, KAHIEPOTSHEH NOTEHIMAN § YOBCHWIHA
TOKCHYHOCT.

Edexrure, HabmonasanH Npy H3NHTBAHUATA 38 TOKCHYHOCT [IPH MHOTOKPATHO MPHITOXKEHHE, Ca
CBBP3&HH OCHOBHO CHC 3aCHJIE€HATa (apMaKoAMHAMHAYHA aKTHBHOCT Ha puBapokcabaH. Ilpu mwrbxose
ca HabmonaBaHy NOBHIICHH I1a3MeHH HHBa Ha IgG u IgA npH HYMBa Ha eKCNO3HLMS, CHOTBETCTBALIH
Ha KJIMHHUYHHUTE.

IIpu mrbxore He ca HabmopaBaHK edexTH BEPXY PEPTIIHTETA NPH MEKKHTE WIH KEHCKHUTE
XMBOTHU. MU3NUTBAHUATA NIPH AHUBOTHH IOKA3BAT PENIPOAYKTHEHA TOKCHYHOCT, CBBP3aHa ¢
(hapMaxKoIOrHyHHA MEXaHH3BM Ha [eHCTBHE HAa pHBAPOKcabaH (Hanp. XeMOPArHIHH YCJIOKHEHHs).
IlpH rasMeHH HUBa, CHOTBETCTRALIM HA KIWHUYHHTE, ca HabmoaaBanu eMOpHo-deranHa
TOKCHYHOCT (OCTHMILIAHTAIIHOHHA 3ary6a, 3a0aBeHO/CTUMYITHPaHO ocHbHLHPaHe, MHOXKECTBEHH
OnenH xemaTarHM MeTHa) M NOBMIICHA YECTOTA Ha HAli-4ecTo CpelllaHUTe MandopMaliH, KakTo H
TUlaUE€HTapHH NMpoMend. I1py npe- 1 nocTHaTaNHO NpoyYBaHe NPH IJIBXOBE € Ha0moAaBaHa HaMalleHa
BHTATHOCT Ha JTOKOJICHHETO NPH J034, TOKCUYHH 33 MakkuTe.

PuBapokca0an e u3ciieBaH MpH I0BEHWTHH ILTHXOBE NMPH NPOARDKHTEIHOCT HA JICYEHHETO J0 3
MeCeLa, ¢ Haualio OT MOCTHATANICH JeH 4, KOETO NOKa3Ba NMOBMIICHUE Ha IICPUMHCYTIapHa XeMoparus,

KOATO He e 3apucuMa oT no3ara. He e rabmoaaBano oKa3aTencTBo 3a cnelM(HYHa TapreTHa OpraHHa
TOKCHYHOCT.

6. GOAPMAINEBTHAMHU JAHHN

6.1 CionchbK Ha BOMOINBATE BENMECTBA

Muxpokpucransa uenyrosa
Kpockapmenosa sarpuii




XHIPOKCHUTTPONIHILIENY 1032

HartpHes naypuncyndar

Marse3ueB creapar

CHIMIIMEB AHOKCH]I, KOMOHAeH Oe3BoneH

[okpurhe:

Xunpomenosa 3 cPs (E464),
Makporon 3350 (E1521),

Tank (E553 b),

Turanos quoxcun (E171),
YepreH xenezer okcHa (E172)]
6.2 HechBMECTHMOCTRH
Henpunoxumo.

6.3 Cpok na roagroct

30 Mecena

Pastpoeru rabnerku

Pastpoinenure Tabnerkn pupapoxcaban ca crabiiHy BLB BOAA WM 965IKOBO MOpE 3a NEPHOI 40
4 yaca.

6.4 Cnenna/ing yc10BAS HA ChXpaHeHHE

Jla ce cyxpaHABa B OPHTHHAITHATA ONAKOBKA, 34 J1a C€ MpeAna3y OT Bjara.

To3u NexkapcTREH NPOAYKT HE H3UCKBA CICHAJIHH TEMIIEPATYPHH YC/IOBHS Ha ChXpaHeHHe.
6.5 Baa B cEALPAKAARE HA ONAKOBKATA

28, 98 unu 100 ¢unmupann tabnerku B 6mucrepn ot OPA/AVPVC//Al, onakoBaHu B KAPTOHEHA
KYTHS.

Enun 6mucrep ceappxa 10 wim 14 dunmupanu TabneTky, B 3aBACHMOCT OT BHAA ONAKOBKA.
He BcHUKH BHIOBE ONAKOBKM MOTaT Aa OLAaT MyCHATH Ha Nasapa.
6.6 Coennaing npeanazHa MepKH BpHA H3IXBLDAAHE

HernsnonssaHusT JexapcTBeH MPOAYKT WK OTIIAXBYHHTE MATEPHATH OT HETO TPAOBa 113 C¢ H3XBBPIIAT
B CBOTBETCTBHE C MECTHHTE H3HCKBAHHNA.

Pa3rpomasane Ha TabierkuTe

Tabnerkure Kcrurrec Morar aa ce pasrpomar 4 aa ce cycnieraupar & 50 ml Boza, ¥ na ce npunokar
Ype3 Ha30racTpajHa COHNa WiIH CTOMAIIHA COHJA 3a XpaHEHe clell NOTRBEPKIACHHE, He COHAATa €
pasmonoxeHa B ctomaxa. Cnesl ToBa coHfiaTa TpAOBa fa ce mpoMue ¢ Boaa. Tuit karo abcopbiuara Ha
pHBapoKCcabaH 3aBHCH 0T MACTOTO Ha OCBOGOMKAABAHE Ha aKTHBHOTO BEILIECTBO, TpsOBa Aa ce H3barsa

abcopOuMs K BBB BPE3KA ¢ TOBA JI0 HAMANEHA EKCIIO3UIMS HA aKTHRHOTO Beniectso. Cn
NpUIOKEeHHe Ha pasTpouieHa Tabaerka Kennree 15 mg wnm 20 mg, nprHeMsT Ha 103a
cayad TpAOBa 1a Ob/e NMOCae/IBAH OT SHTEPATHO XPaHEHE,

7. INPUTEAATE/ HA PASPEINIEHUETO 3A YHOTPEBA



Egis Pharmaceuticals PLC
1106 Budapest, Kereszturt Gt 30-38
YHrapus

8. HOMEP(A) HA PASPEITEHUETO 3A YIIOTPEBA

Kcwrrec 20 mg duimupanu tabnerku: Per. Ne: 20230046

9.  JATA HA IThPBO PA3PEIIABAHEAMIOJHOBSIBAHE HA PAPENIEHHETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspemarane: 28.02.2023 r.
Hata no nocneaHo ImoHOBABAHE:

10.  JATA HA AKTYAJIN3APAHE HA TEKCTA
Cerrremepn, 2023 .




