1. HUME HA JIEKAPCTBEHUSA MTPOAYKT

AbokcoMma 5 mg punmupanu TabIeTKH

Aboxoma 5 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Bcesika punmvmmpana Tabnerka cpappxa S mg anukcabaH (apixaban).

ITomMorHY BelecTBa ¢ U3BECTHO ACHCTBHE
Besika punmvmmupana tabnerka cpappxa 91 mg makrosa (Bx. Touka 4.4).

3a IBJIHMS CIIMCHK HA MOMOIIHUTE BEIIECTBA, BIDKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunmupana TabneTka (Tabnerka)

KadsBo-xbnTH, €MUIICOBUIHH, TBOMHON3ITFKHAIH (PUIIMHPAHH TaOJIETKH, C pesie)HO O3HAYEeHHE 5 OT
eJHaTa cTpaHa Ha TabJeTKara.

Pasmepu Ha TabnerkaTa: JbDKMHA X MpHHA Tpubam3utenHo 10,5 X 5,5 mm.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHM OKA3ZAHUS

Br3pacTau

[IpodunaxkTrka Ha HHCYJIT U CUCTEMEH eMOOIN3bM P Bb3PACTHU MMALIUEHTH C HEKJIAIHO MPEACHPAHO
mbkaeHe (HKITIM) ¢ enun wim moBeye puCKOBH (GaKTOPH, KAaTo MpEAIIeCTBYBAIl HHCYIT UITH
TpaH3uTOpHA ncxemuuHa araka (THA), Bb3pact > 75 ronuHH, XUTIEPTOHMUS, 3aXapeH auader,
cUMIToMaTn4Ha cbpaedna HegocrarbyHocT (Kimac mo NYHA > II).

Jleuenue Ha pa00Ka BeHO3Ha TpoMOo3a (1/IBT) u 6enoapodben em6onm3sM (BE) 1 mpodunakTrka Ha
pernuBupanu JIBT u BE ripu Be3pacThu (Bk. Touka 4.4 OTHOCHO XeMOJAMHAMUYHO HECTAOUITHU

nanyeHTH ¢ BE).

HCJII/IaTDI/IT-IHa nomyJanusa

Jleuenne na BeHO3eH TpombOeMOom3bM (BTE) u npodunakrruka Ha punuausupant BTE npu
TIeIUATPUYHHU TAIMEHTH Ha BB3PacT OT 28 AHH 10 TO-MaIKo OT 18 roguHu.

4.2 Jl03MpoBKa W HAYWH HAa MPWIOKEHUE

AO3I/I[20BKa

Ipodhunaxmuxa na uncyam u cucmemer emOoaU3bM NPU 8b3PACIHYU NAUUEHIMU C HeKIANHO NPeoCcbPOHO
mwacoene (HKIIM)
[IpenoprunTenHaTa 1032 anukcabaH € 5 mg, mpueMaHa IePOPATHO JBa ITETH JTHEBHO.

Hamanseane na oozama
[IpenoprunTenHara go3a anukcadaH € 2,5 mg, npueMaHa MepoOpaIHO JBa IIbTH JHEBHO MPH MALUEHTH C
HKIIM u noHe ABe OT CleIHUTE XapaKTepUCTUKHU: Bb3pacT > 80 roxunw, TenecHo terao < 60 kg, wim



cepymeH kpeatuauH > 1,5 mg/dl (133 muxpomona/l).
Jleyenuero TpsAOBa Aa € JBIATOCPOUHO.

Jleuenue na JIBT, neuenue na BE u npodpurakmuxa na peyuousupawu /[BT u BE u (neuenue na eenoznu
mpomboemboruunu cvoumus, iBTEC) npu év3pacmuu

[IpenoprunTennara qo3a anukcaban 3a neuenne Ha octpa ABT u neuenune Ha BE e 10 mg, npuemanu
MIEpPOpaTHO 1Ba ITHTH THEBHO Tpe3 MbPBUTE 7 THU, OCIEIBAHU OT 5 Mg, MPUEeMaH! TIEPOPAITHO JBa IIHTH
nHeBHO. ChIIIacCHO HATMYHUTE MEAWIIMHCKY MPETIOPHKU, KpaTKaTa MPOABLKATETHOCT Ha JICYSHHETO
(Haii-maiko 3 Mecelia) TpsIOBa J1a ce OCHOBaBa Ha TPAH3UTOPHHU PUCKOBU (hakTOpH (HArp. CKOPOIIHA
oTiepallis, TpaBMa, MMOOHITH3AITH ).

[IpenopwrunTennara nqo3a anukcaban 3a npodunaktrka Ha peuunusupamny BT u BE e 2,5 mg,
MpUEMaHu MepopaTHO J1Ba IbTU HHEBHO. Koraro e moka3ana npodunaktika Ha peuuanBupainy BT
i BE, mHeBHaTa 1032 OT 2,5 mg 1Ba TbTH THEBHO TPsIOBA J1a ce 3alovHe Clie]| 3aBbpIIBaHe Ha
6-MecedeH Kype Ha JIeueHHe C aniKkcadaH 5 mg 7Ba MbTH THEBHO WIIM C APYT aHTUKOATYJIaHT, KaKTo €
nmoka3aHo Ha Ta0nuna 1 mo-momy (BX. ChIo Touka 5.1).

Tabauua 1: IIpenopbka 3a gozara (IBTEC)

Cxema Ha npularaHe MakcuMaiiHa JTHEBHA 1034
Uleuenne Ha JIBT unu BE 10 mg nBa nbTH JHEBHO pe3 mbpBUTEe 20 mg
7 DHU

[ociieIBaHu OT 5 mg Ba mbTH AHEBHO (10 mg

[IpodmnakTrka Ha perUIUBHpaAIA 2,5 mg JBa MHTH JHEBHO 5 mg
JIBT w/unu BE crien 3aBppiiBaHe Ha
6-MecedeH Kypc Ha jnedenue 3a JIBT
v BE

[IpogbmKxuTEHOCTTA HA ISUTOCTHOTO JieUeHHe TPsIOBa J1a Ob/ie orpe/ieieHa HHIUBH T alTHO CIIe]T
BHHMATEJTHA OIIEHKa Ha M0J13aTa OT JICUSHUETO CIPSIMO pUCKa OT KbpBEHE (BK. Touka 4.4).

Jleuenue na BTE u npodhunaxmuxa Ha peuuousupaws BTE npu neduampuyHu nauueHmu

JleuenueTo ¢ anvkcabaH Mpy MEAUATPUUHN NAIIMEHTH HAa Bh3pacT OT 28 AHHM 0 T0-MaJIKO OT 18 roauHu
TpsIOBa Ja ce 3amovHe Hal-MaJIKo 5 THU CJIeX TbPBOHAYAIHATA ITApEHTEpaTHA aHTHKOATyJIaHTHA
Tepanus (BX. Touka 5.1).

JleuenueTo ¢ anvkcabaH MpH MEAUATPUUHHI MAIIMEHTH ce 0a3upa Ha MpHUIaraHe Crope. TeISCHOTO
teruo. [Ipenopruntennara go3a anukcabaH Npy NeIUATPUIHA TIAIIUSHTH C Tero > 35 kg e mokazaHa B
Tabnuna 2.

Tabéaunua 2: [Ipenopbka 3a no3ata npu Jedenue Ha BTE u npoduaaxTuka Ha penuausupany BTE
NPH NeJMaTPUYHH NAIMEHTH ¢ Tero > 35 kg

Jun 1-7 Jen 8 u cinen ToBa
TenecHo Teryo Cxema Ha MakcumaiHa Cxema Ha MakcumaiHa
(kg) Npuiiarase JIHEBHA 1032 MpUJIaraLe JIHEBHA 1032
>35 10 mg nBa IbTH 20 mg 5 mg nBa MbTH 10 mg
JTHEBHO JTHEBHO

3a neguaTpUYHU MAUEHTH ¢ Tero < 35 kg, BIDKTe KpaTka XapakTepucTHKa Ha AnnkcabaH rpaHysH B
KaIlCyJIH 3a OTBapsiHe U ATIMKcaOaH OOBUTH TPaHyJU B callleTa.

CrwriacHo npenopbkuTe 3a nedenne Ha BTE npu nennaTpuyan nanueHTy, TpoIbDKUTETHOCTTA Ha



00III0TO JIeueHre TPSOBA Ja ce MHANBUAYATU3Upa Clie]l BHUMATEITHA OIICHKA Ha M0J13aTa OT JICYCHHETO U
pHCKa OT KbpBeHE (BXK. Touka 4.4).

IIponycnama 0o3a npu 6b3pacmuu U REOUAMPUYHY RAYUECHMU

[IpomycHaTara cyTpernrHa go3a TpsiOBa Ja ce mprueMe He3abaBHO CJe]] KaTo ce 3a0elekH, ue €
MPOITyCcHATa U MOXeE Jla Ce MPUEME 3ae/IHO ¢ BeuepHara j1o3a. [IponmycHaTara BedepHa J103a MOXKeE Ja ce
MpHeMe CaMo ChIllaTa Beuep U MAlMSHTHT He TPsIOBa Ja preMa JIBe 03U Clie/IBaliaTa CyTpyH.
[TaneHTHT TPsAOBA 1a IPOABIDKH IpHeMa Ha oOWJaifHaTa 03a 1Ba IIBTH JHEBHO CHIVIACHO MPENophKaTa
Ha cJIeABallys IeH.

Ilpemunasane
[IpemuHaBaHe Ha JIEYEHHETO OT MAPEHTEPATHA AHTHKOATYJIAaHTH KbM AOOKcoMa (1 00paTHO) MOXKE Ja ce

M3BBPILY NPH CJIeIBaIlaTa IUlaHupaHa j03a (Bk. Touka 4.5). Te3u nekapcTBEHH MPOIYKTH HE TPpIOBa Jia
ce MpuiaraT eTHOBPEMEHHO.

Ipemunasane om neuenue ¢ anmaeonucm na gumamut K (VKA) kom Abokcoma

Korato npexBbpiisiTe mameHT! ot JieueHue ¢ antaronuct Ha ButamuH K (VKA) keM AGokcoma,
BapdapuHbBT WM Apyroto tedenne ¢ VKA TpsoBa na ce cripe u AGokcoMa clieiBa Jia ce 3arovHe, KOoraTo
MEXIIyHapOIHOTO HopManu3upaHo otHomeHne (INR) e < 2.

[pemunasane om Aboxkcoma xvm aeuenue ¢ VKA

Koraro mpexBbpisite nmanueHTH 0T AG0KcoMa KbM JieueHre ¢ VKA, npunoxxenuero Ha AGokcoma
TpsiOBa J1a MPOJBIDKY MOHE 2 THU ciiel 3ano4yBaHe Ha Tepanusata ¢ VKA. Cien 2 AHU CbBMECTHO
npwioxenune Ha Abokcoma ¢ VKA tepamnus, INR TpsiOBa ja ce u3mepu npenu cliieapaiiara IiaHupaHa
no3a AdokcoMma.

CwBMecTHOTO npuiiokeHne Ha Abokcoma ¢ VKA Tepanus TpsiOBa fa nmpoabiibku, Jokato INR e > 2.

Cmapuecka 6v3pacm
nBTEC — He ce Hanmara xopekius Ha go3ata (Bx. Touka 4.4 u 5.2).

HKITIM - He ce Hanara KopeKIus Ha J03aTa, OCBEH aKO Ca MOKPUTH KPUTEPUUTE 3a HAMAJISIBaHE Ha
no3ara (BX. Hamanasane Ha 0o3ama B HAYaJIOTO Ha TOUKa 4.2).

bvopeuno yspescoane
[Ipu BB3pacTHU NALMEHTH C JIEKO WIK YMEPEHO ObOPEUHO YBpEKAaHe ca MPUI0KUMHU CIICAHUTE
MPENOPBKU:

- 3a ieuenue Ha JIBT, neuenne na BE u npodunaxruka na penuausupanm BT u BE (nBTEC) ne
ce HaJjlara KOpekUus Ha Jo3ata (BX. Touka 5.2).

- 3a mpo¢mIIaKTHKa Ha WHCYNT U cucTeMeH embonm3bM npu nanmenTu ¢ HKIIM u cepymen
kpeaturuH > 1,5 mg/dl (133 muxpomona/l) Ha Bp3pact > 80 roxuHu WM ¢ TeaecHo Terio < 60 kg,
€ Heo0XOITMMO HaMaJIsIBaHE Ha Jlo3ata (BXK. II0-Tope T0/13arJaBHeTo OTHOCHO HaMaJIsiBaHE Ha
nozata). He ce Hamara KopekIus Ha J103aTa, ako JIMIICBAT JAPYTH KPUTEPHH 32 HAMAJICHUETO W
(BB3pacT, TesecHO Terio) (Bxk. Touka 5.2).

[Tpu BB3pacTHH NMAIUEHTH C TEXKKO OLOPEUHO YBpEXKIaHe (KpeaTHHUHOB KIUpbhHC 15-29 ml/min) ca
MPWIOKUMH CIIEIHUTE NPENopbKy (BK. Touka 4.4 1 5.2):

- 3a nevyenne Ha JIBT, neuenne Ha BE n nmpodunaktrka Ha penuausupamy JIBT u BE (1BTEC) e
HEe00X0IMMO ITOBHIIIEHO BHUMAaHUE TIPpH yroTpedaTa Ha armnkcabaH;

- 3a MpohWIAKTUKA HA WHCYIT U CHCTEMeH eMO0ym3bM nipH narentu ¢ HKIIM nanuenTuTe
TpsIOBa J1a MOJTyJaBaT Mo-HUCKATa J03a anrkcadad 2,5 mg JBa MbTH JHEBHO;

Jlurcea KTMHAYEH ONWT MPH NAlMEHTH ¢ KPEaTHHUHOB KIUPBHC < 15 ml/min nim npu nanueHTy Ha



ITHAJIA3a | 10 Ta3W MPUYMHA IPHEMbT Ha anmMKkcabaH He ce peropbuBa (BK. Touka 4.4 1 5.2).

IHeouampuuna nonynayus

BB3 ocHOBa Ha TaHHUTE MTPHU BH3PACTHU U OTPAHUYCHUTE TAHHU MPH MSAUATPUIHH TTAIIUCHTH (BK.
TouKa 5.2), He € HeoOX0auMa KOPEKITHs Ha J03aTa MpH MAaIMeHTH C JIEKO O yMepeHo ObOpedHo
yBpexaane. AnnkcabaH He ce IpenopbUBa NpH MEeAUaTPUYHHU MALUEHTH C TEKKO ObOPEUHO YBpeKIaHe
(Bx. Touka 4.4).

Yeproopobto yepesrcoane
Ynorpebara Ha AGOKCOMa € IPOTUBOTIOKA3aHa TIPU BB3PACTHH MAIIMEHTH C YSPHOAPOOHO 3a00IIsIBaHE,
CBBP3aHO C KOAryJoNnaTHs U KIMHMYHO 3HAYUM PUCK OT KbpBEHE (BXK. Touka 4.3).

He ce npenopbuBa yrnorpedaTa My IpH MAI[MEHTH C TEKKO YSPHOAPOOHO YBpekKaaHe (BK. Touka 4.4 u
5.2).

TpsOBa na ce U3Moa3Ba BHUMATEIHO NPH MAIUEHTH C JIEKO WK YMEPEHO YePHOIPOOHO YBpEkKAaHEe
(Child-Pugh A wu B). He ce Hanara kopekIus Ha J103aTa pU NAIUEHTH C JICKO W YMEPEHO
4epHOIPOOHO yBpexnaHe (Bx. Touka 4.4 u 5.2).

HpI/I KIIMHUYHUTE IIPOYy4YBaAHUA Ca OMJIN U3KIIFOYEHH OT y4acCTUC MaurueHTU C MTOBUIICHU CTOMHOCTH Ha
4epHOIPOOHNTE eH3UMU allaHuH amMuHOTpaHcdepasza (ALT)/acmapratr amuaoTpancdepasza (AST) >2
ITBTH HaJI TOpHATA rpanuiia Ha HopMata (ULN) wmu o6y OnnupyOus > 1,5 mbTH Haa ropHATa TpaHMIA
Ha HopMmara. [1o Ta3u npuurnHa AGokcoma TpsOBa Ja Ce U3IMO0JI3Ba BHUMATEITHO NIPH Ta3K TOIyJIaIlHsl
(Bx. Touka 4.4 u 5.2). Ilpenu 3anouBane Ha AGOKcoma € HeOOXOJMMO Jia Ce MPOBEJIC M3CIIeBaHE Ha
4epHOAPOOHNTE (PYHKIIMOHATIHH TTOKA3aTENH.

Anmkca0aH He € Ipoy4BaH MPH MeIUaTPUYHH MAIMEHTH ¢ YePHOPOOHO YBpPEKIAHE.

Tenecno meano

nBTEC — He ce Hanara KopeKIusi Ha Jj03aTa MpH Bb3pacTHU (BXK. Touka 4.4 u 5.2).

HKIIM — He ce Hanara KOpeKIus Ha J03aTa, OCBEH aKO ca IMOKPUTHU KPUTEPUUTE 32 HaMaJIsiBaHE Ha
no3ata (BK. Hamanssane na 0ozama B HA4aja0TO Ha Touka 4.2).

[IpunoxxeHneTo Ha anMKkcadaH MPH MeIUaTPUUHH MAIMEHTH € 10 CXeMa ¢ (PUKCUpaHa J103a CIIOPeT
TEJICCHOTO Teryo (BXK. Touka 4.2).

Llon
He ce nanara xopeknus Ha go3ata (Bx. Touka 5.2).

Hayuenmu, noonoocenu na kamemopra adrayus (HKIIM)
[NarmeHTHTEe MOTAT J1a MPOIB/DKAT NIPHUEMa Ha aruKcadaH, T0KaTo ca MOJUI0KEHH Ha KaTeThpHA a0JiaIus
(Bk. Touka 4.3, 4.4 u 4.5).

Hayuenmu, noonosicenu Ha KapoOuosep3uo
ArnvkcabaH Moxe J1a ObJie 3aTI0YHAT WK TPOJIBIDKEH NpH Bb3pacTHH naruenTd ¢ HKIIM, mpu kouro
MOJKE JIa € HEOOXOUMO KapAUOBEP3HO.

[Ipu marnueHTUTE, KOUTO MPEIU TOBA HE Ca JIEKYBaHU C aHTHKOATYJIAHTH, TPAOBA Jla ce OOMUCITU
M3KIII0OYBaHE HA TPOMO B JISIBO MPEJCHPANE C MPIIIOKEHUETO HA TIOAX0/] C 00pa3HO M3CIieBaHe (Harp.
Tpance3odareanHa exokapauorpadus (TEE) wim kommoTspHa ToMorpadus (CT-scan)) npean
KapJIMOBEP3HUO B CHOTBETCTBUE C YCTAHOBEHHUTE MEIUITMHCKU PHKOBOJICTBA.

[Ipu manmenTHTE, KOMTO 3aM0YBAT JICUCHHE ¢ anuKcabaH, 5 mg TpaOBa Ja ce mpuiiarat aBa MbTU JHEBHO
3a moHe 2,5 nuu (5 eAMHUYHY 03H) IPEIH KapIuOBEeP3HO, 3a J1a CE OCUTYPH a/IeKBaTHA aHTHKOATYJIAIH
(Bx. Touka 5.1). lozupoBkara TpsiOBa na Ob1e HamaneHa 10 2,5 mg anukcabaH, Ipuiarad aBa MbTU

JTHEBHO 32 MOHE 2,5 MHU (5 eNUHUYHHU 103H), aKO MAlUEHTHT OTrOBaps HA KPUTCPHHTE 3a HAMAJIsIBaHE Ha



no3ara (BX. TOUKHTE o-rope Hamansagane Ha do3ama u bvopeuno yspeoicoane).

Axo e He00X0IUMO KapAMOBEP3HO, IPEIN J1a MOTaT Aa ObAaT MPWIOKEHH 5 103U anuKcabaH, TpsioBa 1a
ce MPUJIOXKK HaToBapBaila 103a oT 10 mg, mocineABaHo OT 5 mg ABa MbTH AHEBHO. CxemaTa Ha
mpuiiarade TpsOBa ga ObJie HaMalleHa I0 HaTOBapBalia 03a OT 5 mg, TOCIeABaHO OT 2,5 mg /1Ba IbTH
JTHCBHO, aKO MalMEHTHT OTTOBaps HA KPUTCPUHTE 3a HAMAISIBAHE Ha 7103aTa (BXK. TOUKUTE MO-TOPE
Hamanasane na 0ozama n bvopeuno yepesicoane). [lpunoxeHneTo Ha HaTOBapBalaTa J103a TpsoBa Jia
ObJle M3BBPIICHO MOHE 2 Yaca Mpeau KapauoBep3no (BK. Touka 5.1).

ITpu BCHYKH MAIMEHTH, MOUTOKCHN Ha KapAHOBEP3HO, TPSOBA JIa ce MOTBBPH, Ue MPEAr KapAHOBEP3HO
MAIMEHTHT € MPHEN aluKcadaH, KakTo e mpenucano. [Ipu B3eMaHe Ha pellieHue OTHOCHO 3all0YBAHETO
Y TIPOABIDKUTEITHOCTTA Ha JICYEHUETO, TPSIOBa Jla ce B3eMaT MPE/BH]] YCTAHOBEHHUTE MPETOPHKH 32
AHTUKOAr'yJIAaHTHO JICYHCHUEC IIPU MalUCHTH, IMMOAJIOKCHU HA KapAUOBEP3HUO.

Tayueumu ¢ HKIIM u ocmwp koponaper cunopom (OKC) w/unu nepkymanta KOpOHAPHA UHIMEDEeHUUs
(IIKH)

Mma orpaHuyeH OMUT MO OTHOIICHUE HA JICYCHUETO C alMKCca0aH Npy MpenopbyrTeIHaTa J103a PU
narenty ¢ HKIIM, korarto ce u3nosi3Ba B KOMOMHAIINS C aHTUTPOMOOTHYHHU CPEJICTBA MPH MAIUEHTH C
OKC w/unu TakuBa, KOUTO ca TOJIOKEHHN Ha TIepKyTaHHa KopoHapHa uHTepBeHIws ([IKW) cnen
MMOCTUTaHE Ha XeMocTasa (Bxk. Touka 4.4, 5.1).

Ileduampuyna nonyrayus

BezonacHoctTa 1 eprkacHOCTTa Ha anMKcaOdaH Npy MEAUATPUIHN TAIMEHTH Ha BB3PAcCT OT 28 THU 10
MO-MaJKoO OT 18 TOJMHM He ca yCTaHOBEHHM IPU MOKa3aHUs, pa3IMyHH OT JIeYeHE Ha BEHO3EH
TpoMOoeMOou3bpM (BTE) 1 nmpodunakruka Ha perunuBupan; BTE. JluricBat janHu pyu HOBOPOJICHU U
3a ApYTH Moka3aHus (Bxk. cbuo Touka 5.1). [Topaau ToBa, anukcabaH He ce MpenopbyBa 3a ynorpeda
TIPH HOBOPOJICHH U MPU MEAUATPUYHH MMAllMEHTH Ha Bb3pacT OoT 28 IHU A0 MO-MajKo OT 18 roauHu npu
MoKasaHusl, pa3nuanu ot Jiedenne Ha BTE u npodunaktika Ha permausupany BTE.

BesomacHocTTa 1 eprkacHOCTTa Ha alTMKcaOaH MpH Jiela U FOHOIIHN Ha BB3pacT o 18 ronunu He ca
YCTAaHOBEHU 3a [TOKa3aHUeTo NpodriakTuka Ha TpoMOoeMOomu3bpM. HannaanTe moHacToseM JaHHH 32
npoduIaKTUKa Ha TPOMO0EMOOIN3BbM Ca ONMCAHU B TOUKA 5.1, HO MPENopPbKHU 3a JO3UPOBKATa HE MOTaT
na ObJIaT aIeHu.

Hauun Ha OPUITOXCHHUC ITPH BB3PACTHHU U NIEAUATPHUYHHN NAIIMCHTHU

ITepopasiHo mpuioKEHUE.
Aboxkcoma Tps0Ba Ja ce MOriTbIIa ¢ BoJa, ChC WA 0€3 XpaHa.

3a nanueHTUTe, KOUTO HE MOTAT Ja MIPETJThIIAT [Ie)IU TablneTku, TabiaeTkuTe AGOKCoMa Morar Jia ce
HATpPOIIAT U Pa3TBOPAT BHB BoAa WK 5% BOJECH pa3TBOp Ha riroko3a (5%BPI), nimm s0bJIKOB COK, HIIH
Jla C€ CMECSAT C IOBIKOBO MIOPE U BEeJ(HATra JIa CE MPHUIIOKAT MEPOPATHO (BXK. Touka 5.2). [lpyr HauuH e
TabseTkuTe AOOKCOMa Jla ce HaTpoIaT u pa3reopst B 60 ml Boja uiu 5%BPI u Bennara na ce
MPUIOXKAT Ype3 Ha3oracTpaiiHa coHna (Bxk. Touka 5.2). Harpounrenure Tabnetkn AGokcoma ca cTabMTHA
BBB BONa, 5%BPI, 10b1K0B COK U SOBIKOBO MHOpE 10 4 Jaca.

4.3 IIpoTuBonoKa3anus

- CBpBXYYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT IIOMOIITHHUTE BEIECTBA,
n30poeHn B Touka 6.1.

- KIMHUYHO 3HAYMMO aKTUBHO KbpPBEHE.

- UepHoapoOHO 3a00Ms1BaHe, CBBP3aHO C KOArYJIONAaTHs U KIIMHUYHO 3HAYMM PHUCK OT KbPBCHE (BXK.
TOuKa 5.2).

- Jle3ust Wil ChCTOSTHHE, KOUTO CE€ OIEHSBAT KaTO 3HAYUM PHCK 32 MACHBHO KbpBeHe. ToBa Moxe Jia
BKITIFOYBA HACTOSAIIA WM CKOPOIITHA TAaCTPOUHTECTHHAITHA S3Ba, HAIMYKME Ha 3JI0KAYECTBCHU
HOBOOOpa3yBaHUs C BUCOK PUCK OT KbPBEHE, CKOPOIITHA MO3bYHA WU TPhOHAYHA TPaBMa,



HACKOpO M3BBPIIEHa MO3bYHA, TPHOHAYHA MM O TATIMOJIOTHYHA OTIEpAIIHsi, CKOPOIICH
BBTPEUYEpENeH KPbBOM3INB, U3BECTHA WM TIOZ03UPAHU e30(hareaTHi Bapyild, apTepro- BEHO3HU
Man(opmanuy, ChIOBH aHEBPU3MH WM 3HAYMMHU HHTPACITUHAIHY WM HHTPELUEPEOPaTHH ChIOBH
AHOMAJINH.

- ChIIbTCTBAIIO JIEUEHHE C BCSIKO APYTO MPOTHBOCHCHPBAIIIO CPEICTBO, HAPUMED
Hedpakiuonupan xenaput (HDX), HUCKOMOJICKYJITHU XeNapruHu (€HOKCaNapyH, JaJTSIapiH T.H. ),
XCIAPUHOBY JiepruBaTH ((hOHIATAPUHYKC U T.H.), IEPOPATTHU aHTHKOATYJIaHTH (BapdapuH,
puBapokcabaH, qaburarpaH eTeKCHiIaT U T.H.), OCBEH B KOHKPETHH CIydad Ha MPEMHUHABaHE OT
€HO aHTHKOAryJIaHTHOTO JIEYeHHne Ha qpyTo (BxK. Touka 4.2), koraro HOX ce nmpumara B 1034,
HE00XOMMHU 3a MOIbPKaHE Ha MTPOXOAUMOCTTA Ha IICHTPAJICH BEHO3CH UM apTepUalicH
KateTwp, niu korato HOX ce mprrara o BpeMe Ha KaTeThpHA abJaIis 3a IPeIChpIHO MBXKICHE
(Bk. Touka 4.4 1 4.5).

4.4 CrnenuaJHu npeaynpexIeHus 1 NpeanasHi MepKH NMpH ynorpeda

Puck oT KpbBOU3INB

Kakro u npu Apyrute aHTUKOAryJIaHTH, MAEHTHTE JICKYBaHHU C aniKcadaH, TpsaOBa 1a ObaaT
BHUMATEJIHO HaOJI0AaBaHM 3a MPHU3HALM Ha KbpBeHe. IIpenopbuBa ce BHUIMATEIHOTO My IPHIOKECHHUE
Ipu 3a00JISIBAaHMS C TIOBUIIICH PUCK OT KPHBOM3IIMB. YTIOTpeOaTa Ha annkcadaH TpsOBa 1a Obie
MpeyCcTaHOBEHA, aKO HACTBITN TeXKKa XxeMoparus (Bx. Touka 4.8 u 4.9).

Brnpeku ye nedeHueTo ¢ anukcabaH He W3UCKBA PYyTUHHO MPOCIIEASBAaHE Ha EKCIO3UIMTA, KaTHOpHUpaH
METO/I 32 KOJIMYECTBEHO OTpeelisiHe Ha aHTH-(pakTop Xa Moxke Ja Obje Toe3eH MPpU U3BBHPEIHH
CUTYalluH, KbJIETO HHPOPMAIIHATA 32 EKCIIO3HIINS Ha alluKcabaH MOXKe Ja TIOMOTHE 32 B3eMaHETO Ha
WHQOPMUPAHH KIMHUYHH PELICHUs, HaIpUMep Npel03UpaHe M CIelIHa onepanus (Bx. Touka 5.1).

HanunuHo e crieruduyuHo HeyTpaiu3upaiio CpeaCTBO (aHACKCaHET ada), aHTarOHU3UPAIIIO0
(dapmakoguHaMu4HKSA ehekT Ha anuKcadaH Npu Bb3pacTHU. be3onacHocTTa u eukacHOCTTa My 00aue
HE ca YCTAaHOBEHH NPH NEANATPUYHH NALMEHTH (BXK. KpaTKaTa XapaKTepUCTHKa Ha MIPOLYKTa, ChIbPIKalll
annexcaneT anga). Moxke na ce oOMuciu TpaHcdys3ust Ha MPSCHO 3aMpa3eHa MIa3Ma, MPHIoKeHNe Ha
KoHIeHTpaTu Ha npoTpoMOnHoB KoMIuteke (KITTK) nmu pekomOunanten paxrop VIla. Jlumcsa obaue
KJIMHUYEH ONMUT NpH ynorpedara Ha npoaykTu ¢ 4-aktopen KIITK 3a HeyTpanusupaHe Ha KbpPBEHETO
MIPU TIeJIMATPUYHU U Bb3PACTHH MAlMEHTH, TIOYYHIIN alTUKCa0aH.

BzanmoielicTBrE C IPYIH JISKAPCTBEHHU MPOIYKTH, MMaly eeKT BbPXY XeMocTa3ara
EHOBpEeMEHHOTO MIPHUIIOKEHUE C BCEKH JIPYT aHTHKOATYJIAHT € MMPOTUBONOKA3aHO IOPaI yBEITHICHHS
PHCK OT KbpBeHe (BXK. Touka 4.3).

EnnoBpeMeHHOTO NmpuiiokeHHe Ha anrkcabaH ¢ aHTUTPOMOOTHYHU CPEICTBA YBEIMUaBa PUCKA OT
KbpBeHE (BX. Touka 4.5).

Heobxoaumo € BHUMaHUe, aKo MAIUEHTHTE CE JIEKYBaT SJHOBPEMEHHO ChC CEIEKTUBHU HHXHOUTOPH Ha
00paTHOTO 3axBailaHe Ha ceporoHrHa (SSRI) v MHXMOUTOPH Ha OOPATHOTO 3aXBalllaHe HA CEPOTOHUH
u Hopaapenanud (SNRI), wim vecteponmaan nmpotuBoBb3nanuTensu cpeactsa (HCIIBC), BKIIOIUTETHO
aleTUIICATUIIMIIOBA KUCEIINHA.

Jpyru nHXUOUTOpU HA TPOMOOIIMTHATA arperamus He ce MPernopbyBaT eTHOBPEMEHHO ¢ annkcabaH cies
ornepanus (BX. Touka 4.5).

[Ipu manweHTH ¢ IPEACHPAHO MBKICHE M ChCTOSHIS, KOUTO HajaraT MOHO WM JBOMHA
AHTUTPOMOOITUTHA Tepanus, TPSAOBA J1a ce HAallpaBH BHUMAaTEITHA OIIEHKA HA TIOTCHITUAITHUTE TIOI3H
CHPSIMO MTOTCHITUATHUTE PUCKOBE, MPE/IHU J1a ce KOMOWHIpA TOBA JICUCHHUE C aliMKca0aH.

B knuHUYHO npoyyBaHe NpHU Bb3pACTHU HALUMEHTH C IPEJIChPIHO MbX/CHE, €HOBpEMEHHATa yroTpeOa
Ha aleTHJICAIULUIOBA KUCEJMHA € TIOBUIIWIO PUCKA OT MACHBHO KbpBEHE NpH anukcadan ot 1,8% Ha
roauHa 10 3,4% Ha roJiHa U € YBETUUUIIO PUCKa OT KbpBEHE MpH BapapHH oT 2,7% Ha roJuHa 110



4,6% Ha roguHa. B ToBa KIMHUYHO TIPOYYBaHE € MMaJIo OrpaHndeHa ynotpebda (2,1%) Ha enHOBpeMeHHA
JIBOITHA aHTUTPOMOOIINTHA Tepamnus (BK. Touka 5.1).

B knmmHMYHO NpoyYBaHEe ca BKJIFOUSHH MAIIMEHTH ¢ TpeaAchpaHo MbxaeHe ¢ OKC u/vim moyioxkeHu Ha
[TIKU w mmaaupan neprox Ha jedenue ¢ P2Y 12 uaxuOuTop, Che Wim 0e3 aneTIICATHIIOBA KUCEITHHA
(ACK), kakTo 1 mepopasieH aHTHKoaryiaanT (anukcaban win VKA) 3a 6 mecena. CpirbTcTBamaTa
ynotpeba Ha ACK nosumraBa pucka ot MacuBHO 1o ISTH (MexayHapoiHO ApYy>KECTBO MO TpOMO03a U
xeMmocTaza, International Society on Thrombosis and Haemostasis) mnmn K3HM (kmuHIYHO 3HAYHMO He-
MacHBHO) KbPBEHE IIPY TTAlMEHTH, JIEKyBaHH C annkcadaH, ot 16,4% na ronuna 1o 33,1% Ha roguna
(Bxk. Touka 5.1).

B KJIMHUYHO TPOyYBaHe MPH BUCOKOPHCKOBH MAIIMEHTH CJIE/T OCThP KOPOHAPEH CHHIPOM Oe3
MPEACHPIHO MBKICHE, XapaKTEPU3UPAIIl C€ ¢ MHOTOOPOIHN ChPACYHH W HECHPACUHH CHITBTCTBAIIN
3a00JIsIBaHMs, KOMTO Ca MOJTy4aBaIy alleTUICATHIINIOBA KUCEINHA W KOMOUHAIHS OT
aIeTHICATMIINIIOBA KUCEIMHA U KJIOMHUAOTPE, € ChOOIIEHO 33 3HAYUTEIHO YBEIUUCH PUCK OT MACHBHO
kbpBere 1o ISTH npu anukcaban (5,13% Ha roauHa), cpaBHEHO ¢ miane6o (2,04% Ha roauHa).

B mpoyuBane CV 185325 He ce cho0maBa 3a KIIMHAYHO BAXKHH CHOUTHS Ha KbpBEHE IpH 12-Te
MeANAaTPUIHH MAIUEeHTH, JIEKyBaHH CHITHTCTBAINO ¢ anrkcaban U ASA < 165 mg nHeBHO.

Ynorpeba Ha TPOMOOTUTHYHU CPEICTBA 32 JICUCHUE HA OCThP HCXEMHUCH UHCYIT
Hma MHOTO OrpaHHueH OMUT ¢ ynoTpedaTa Ha TPOMOOIUTHYHY CPEJICTBA 32 JICUCHHE Ha OCThP
HMCXEMUYCH UHCYJIT TIPH MAIMEHTH, Ha KOUTO € IpuiiaraH anukcadaH (Bxk. Touka 4.5).

IanyeHTH ChC ChbPACYHO KIIAMHO NPOTE3UpaHe

Be3onacHocTTa 1 edukacHOCTTa Ha anMKcabaH He ca MPOYYEHH NPH MALUEHTH ChC ChPICYHO KIAIHO
MpoTe3upaHe, ChC Wi 0e3 peIChpAHO MBxIeHe. [lopaan Ta3u npuyrHa ynotpedaTa Ha anukcabaH He
ce Mpenopby4Ba MNP TAKHBA YCIOBHSL.

AmnukcabaH He e IPoyyYBaH MpHY NeAUaTPUYHH NMAUEHTH ChC ChPASYHHN KIAHA IPOTE3U U MOPaJH TOBA
yrnoTpebata Ha arukcabaH He ce TIPenophYBa.

[ManmenTu ¢ antrdochoIUIUIECH CHHIPOM

JHupextHo aeiicTBamy nepopainnu antukoaryitantu (JAITAK), BkmountenHo annkcabaH, He ce
MPENopbhYBaT MIPH NALMEHTH ¢ aHaMHe3a 3a TPoM003a, KOUTO ca TMarHOCTULMPAHU C
anTudochommmuaeH cuapoM. [lo-cienranHo npu TPOHHOMO3UTUBHY MALMEHTH (32 JIyITyCceH
AHTUKOATYJIAaHT, aHTUKAPINOJIMITMHOBY aHTUTENA U aHTHTENa cpelly OeTa-2-rmuKonporenH [),
neuenneto ¢ JAITAK moxe n1a 6b1e CBBp3aHO C MMOBUIIEHA YECTOTA Ha MOBTAPSIIN C€ TPOMOOTHYHH
CHOUTHUS B CPABHEHHUE C TEPAIMATA C AaHTarOHUCT Ha BUTamMuH K.

Onepaius ¥ MTHBa3WBHU MPOLIEAYPU

Anukcaban TpsiOBa 1a ObJie CIpsH MoHE 48 Yyaca MpeAn eNeKTUBHA XUPYPrisl WK HHBA3UBHU
MIPOIIEyPY C YMEPEH HIIM BHCOK PHCK OT KbpBeHe. ToBa BKIIIOYBA HHTEPBEHIINH, 32 KOUTO
BB3MOXKHOCTTA OT KJIMHUYHO 3HAYUMO KbPBEHE HE MOKe J]a Objie U3KITI0OUCHA HITH 32 KOUTO PUCKBT OT
KbpBeHE O OMJI HEPHEMIIUB.

AnmkcabaH Tps0OBa 1a ObJie cpsiH MoHe 24 yaca pen eJIeKTUBHA XUPYPIHs WITH WHBA3UBHU
MIPOLIEAYPHU C HUCHK PUCK OT KbpBEeHE. T0OBa BKIIOUBAa MHTEPBEHIINH, 32 KOUTO BCSIKO KbPBEHE, KOETO CE
MOSIBSIBA C€ OYAKBa J1a € MUHUMAJIHO, HEKJIMHUYHO KaTO JIOKAIHS WM JIECHO KOHTPOIUPYEMO.

AKO ormepalysaTa Wik HHBA3UBHUTE TPOLIEYPH HE MOrar Ja ObJaT OTJIIOKEHH, TPsIOBa 1a Ce MOIXOAN C
HY>KHOTO BHUMaHHe, KaTO CE€ B3eMe NPEABHU]I TIOBUIIICHUSAT PUCK OT KbpBEHE. PUCKBT OT KbpBEHE TpsOBa
Ja ObJIe TIPEIICHEH CIPSMO CICITHOCTTAa HAa HHTSPBCHIMITA.

CJ'IC,I[ HWHBAa3WBHATA IMpoucaAypa Wik XUupypruida MHTCpBCHI A, JICUCHUCTO C anukcaban Tpf[6Ba Ja ce
BB300OHOBU BC€AHAra mom € Bb3MOXKHO IIPpH YCJIOBUC, UC KIIMHUYHATA CUTYyallys MMO3BOJIABA U €



ITOCTUTHATA aIeKBaTHA XeMOCTa3a (3a KapAHOBEP3HO BXK. TOUKa 4.2).

[Ipu mareHTUTE, MOJIOKEHH HA KaTeThpHA a0JIalus 3a MPEAChPIHO MBXKJICHE, JICUCHHETO C aliMKcadaH
HE ¢ Heo0X0MMO J1a ce IpeKheBa (Bxk. Touka 4.2, 4.3 u 4.5).

BpemenHo cnupane

CrimpaHeTo Ha aHTUKOATYJIaHTH, BKIIFOYUTEITHO alnKcabaH, IOpaay aKTUBHO KbPBEHE, CIICKTUBHA
XUPYPTrUs WIM MHBA3UBHHU MIPOIIETypPH, TOCTaBs MAIMEHTHTE B IIOBUIIIEH PUCK OT TPOMOO3a.
OTKIIOHeHH B TepanusTa TpsOBa Ja ce n30ATBAT U, aKO aHTUKOATryJIalysATa ¢ aniKkcadaH TpsiOBa
BPEMEHHO J1a ObJIe CIIpsiHA M0 KaKBATO U Ja € MPUYHHA, JICUSHUETO TPsiOBa 1a Ob1e Bh30OHOBEHO
BeJHAra IoM € Bb3MOXKHO.

CrnuHanHa/enyaypaiHa aHeCTe3Usl WK IyHKIIUT

[Ipu npunarane Ha HeBpOAKCHAaIHA aHECTE3Us (CIIMHATHA/CMTULypaiHa aHEeCTe3Hs1) WK TIPH
CTIMHAIHU/ €Uy PATHH ITyHKIUH TaIlEHTUTE, JTeKyBaHH C aHTUTPOMOOTHIHH CPE/ICTBA KATO
MpOoUIIAKTHKA CPEIy TPOMOOESMOOIMYHH YCIIOKHEHNUS, Ca C IIOBHUIIICH PUCK 3a Pa3BUTHE Ha
SMUIYPaTHU WM CIIMHATHA XEMaTOMHU, KOUTO OMxa MOTIIM Ja JOBEIAT JI0 MPOABIDKUTEIHA WITH
MIOCTOSIHHA TTapanu3a. PHCKBT OT MO00HN CHOMTHS MOXKE J1a € MTOBUILICH TIPH M3IIOI3BAHETO Ha TPaHH
eTMTypaHU KaTeTPU B IOCTONICPATUBHUS MIEPHOJT HIIH TIPH €THOBPEMEHHOTO M3IIOI3BaHE HA
JIEKapCTBEHH MPOJYKTH, MOBJHSIBAIIA XeMOCTa3aTa. EMuaypamHuaT Wik HHTpAaTeKaleH KaTeTbp TpsiOBa
Jla ce OTCTpaHM Haii-Manko 5 yaca Ipeu MpujlaraHe Ha ITbpBara J103a anukcadan. PUCKBT Moxke na Obie
MIOBUIICH M TIPH TPABMAaTUYHO MJIM HEKOJIKOKPATHO MUTyPaTHO MJIH CIIMHAIHO ITyHKTHPAHE.
[MarmenTuTe TpsiOBa Aa OBAAT CIEACHU YECTO 32 MPHU3HAIM U CHMIITOMHU Ha HEBPOJIOTUYHO YBPEXKIaHe
(HanpuMep U3TpBIBaHE WK caboCT B Kpakara, YpeBHa TUCHYHKINS UM TUC(HYHKIMS HA THKOYHUSI
Mexyp). Ako Obze 3a0emsI3aH HEBPOJIOTHYEH ISPUINT, Ce Hajlara CIielIHa TUarHOCTHKA U JICYCHHUE.
[Tpenn HeBpoaKcHaTHA HHTEPBEHIINH JIEKapsT TPsIOBa J1a MPELEHN ChOTHOLIIEHHETO MEKITY
MOTEHIIMAITHATA [10J132 M PUCKA MPH MAIHEHTHTE, JICKYBAHU C AHTUKOATYJIAHTH, WIN TP MAIlUEHTUTE, Ha
KOHTO NPEACTON aHTUKOATYJIAHTHO JICYCHUE KaTO aHTUTPOMOOTHYHA MPO(HITAKTHKA.

JlurcBa KJIMHUYEH OMHUT OT yrnoTpedara Ha aluKcadaH ¢ TpaHH UHTPATEKaTHH WITH STy PaTHH
KaTeTpu. AKO MMa TakaBa HYXJ1a ¥ Bb3 OCHOBA Ha OCHOBHUTE ()apMaKOKHHETUUHHUTE XapaKTEPUCTHKH Ha
arnmkcabaH, HeoOxouM e uHTepBat ot 20-30 gaca (T.e. 2 X BpeMeTO Ha TOJIy)KHBOT) MEX/Iy MOCIeIHATa
7103a anuKcadaH M OTCTPaHSIBAaHETO HA KaTeThpa U Hal-MaJIKo €[Ha 1032 TpsAOBa a Ob/ie IpoIycHATa
Ipenu OTCTpaHsBaHe Ha KaTteThpa. CrenBamara qo3a anukcabaH TpsiOBa 1a ce MPUIOKH Half-MaJIko 5
Jaca clie]l OTCTpaHsBaHe Ha KaTeThpa. KakTo mpu BCHUKY HOBY QHTUKOATYJIAHTHH JIEKAPCTBEHH
MPOJYKTH, OIUTHT C HEBpOAKCcHaTHA OJI0Ka/Ia € OrpaHNYeH U 3aTOBA CE MPENOPhYBA OCOOEHO IMOBUILICHO
BHUMaHUE TpY MpHUJIaraHe Ha anvkcabaH Mpy HAIWYHE Ha HEBPOAKCHAIHA OJIOKaja.

JIuncBat naHHM 32 BpEMETO HA MTOCTABSHE WIH OTCTPAHSABAHE HA HEBPOAKCHAJIEH KATEThP MPH
MeIMATPUYHU MAUEeHTH, JOKATO TOJTyYaBar anvkcabdaH. B TakuBa ciydyan npekparere anukcadaH u
oOMucIeTe MPUIIOKEHNE Ha KPAaTKOAEHCTBAIIl TapeHTEPaIeH aHTUKOAryJIaHT.

XCMOJII/IHaMI/I‘IHO HeCTa6I/IJ'IHI/I TAIIMCHTHU C BE nnn TIAIIMCHTH, ITPU KOUTO € HCO6XO)II/IMO HU3BBPINIBAHC HA
TpoMOom3a wiu 6e101podHa eMOOIEKTOMUS

ArnvkcabaH He ce IpenopbyBa KaTo ajaTepHaTHBa Ha He(PaKIIMOHUPAHUS XETIAPHUH TPH MAlUEHTH C
0enoapodeH eMOOTN3bM, KOUTO Ca XEMOJIMHAMUYHO HECTAOWITHH WM € BE3MOXKHO J1a OBJIaT MOJIOKEH!
Ha TpoMOoIM3a WIH 0eroapoOHa eMOOIEKTOMISI, Thil KaTo 0€30MacHOCTTa U e(hUKACHOCTTA Ha
anukcabaH He ca YCTAHOBEHU TP MOCOYCHUTE KIIMHUYHU CUTYaIUH.

IaryeHTH ¢ aKTUBHO PAaKOBO 3a00JIsBaHe

[TaneHTHTE C aKTUBHO PaKoOBO 3a00JIIBaHE MOXKE 2 UIMAT BUCOK PUCK OT CHOUTHS KAKTO Ha BEHO3EH
TpoMO0eMO0IIN3bM, Taka U Ha kKbpBeHe. Korato anukcaban ce oOmucist 3a neuenue Ha JIBT nmu BE npu
MaIMeHTH C PaKkoBoO 3a00MsBaHe, TPAOBA Aa ce HAPaBH BHUMATEIHA OLICHKA Ha TIOJI3UTE CHPSIMO
pHucKoBeTe (BX. CHINO ToUKa 4.3).

IMamuenTu ¢ OL0pEYHO YBPEXKIAHE




Bwspacmuu nayuenmu

OrpannyeHn KIMHAYHY JaHHU COYAT, 4e IIa3MEeHUTE KOHIIEHTPAINH Ha arnKkcabaH ca MOBHIIICHU TIPH
MaIUEHTH C TEKKO OBOPEUHO yBpekaaHe (KpeaTHHUHOB KIUpBhHC 15-29 ml/min), koeTo Moxe Aa noBeae
710 TIOBHILICH PUCK OT KbpBeHe. 3a npodunaktuka Ha JIBT npu enekTHBHO MpoTe3upaHe Ha
TazobeapeHaTa win Ha kojeHHara ctaBa (MBTEC), mpu neuenne Ha JIBT, neuenne va BE nim
npodwiaktuka Ha perpausupaniu BT wim BE (1BTEC), € Heo0XxoauMo MOBUILICHO BHUMAHUE TPH
ynorpebara Ha anukcabaH MpY MaHEeHTH C TeKKO ObOpEdHO yBpekaaHe (KpEeaTHHHHOB KIMPBHHC

15-29 ml/min) (B%. Touka 4.2 u 5.2).

3a nmpo¢uitakTUKa Ha UHCYIT U CHCTEMeH eMOoyn3bM npu naruentu ¢ HKIIM, manueHTH ¢ Texko
O0BOpedHo yBpexaaHe (KpeaTHHUHOB KIUPBHC 15-29 ml/min) u nmpu marmenTy cbe cepyMeH KpeaTHHHH
> 1,5 mg/dl (133 muxpomona/l) Ha Be3pacT > 80 ronuHu uin ¢ TenecHo terio < 60 kg, Tps6Ba ga ce
mpujiara rmo-HuCKara J1o3a anukcaban 2,5 mg Ba MbTH AHEBHO (BXK. Touka 4.2);

[pu manueHTH ¢ KPeaTHHUHOB KIUPBHC < 15 ml/min Wiy manueHTH, MOI0KEHH Ha JHATN3a, TUICBA
KJIMHUYEH OINT, IIOPaH KOSTO IPUEMBT Ha anukcadaH He ce mpenophuBa (BX. Touka 4.2 u 5.2).

Teouampuunu nayuenmu
[lennaTpuyHu NAMEHTH € TEXKO OBOPEUHO yBpeKJaHe HE ca MPOYYBaHM U [IOpaau TOBa HE TpsiOBa aa
MmoJTy4yaBar anukcadaH (Bx. TOUKH 4.2 u 5.2).

[TanveHTH B cTapyecka Bb3pacT

Hanpeananara Bb3pacT MOXeE Jia JOBEJE /IO TIOBUIIIABAHE HA PUCKA OT KPHbBOU3JIMBHU (BX. TOUKA 5.2).
ChI110 Taka, €THOBPEMEHHOTO MPHJIAraHe Ha aliKcabaH ¢ aleTUICATUIIMIOBA KUCEIUHA TTPU TAIUCHTH B
CTap4ecka Bh3pacT TPsOBa Ja ce M3BBPINBA C IIOBUIIIEHO BHUMAaHKE TIOPAIU MIOTSHITUAITHO TI0-BHCOK
PHCK OT KbpPBEHE.

TenecHo termo
[Ipu BB3pacTHU ,HUCKOTO TenecHO Tero (< 60 kg) Moke a e CBhp3aHo C MOBHIIEH PUCK OT KbPBEHE
(BX. TOuKa 5.2).

[ManmenTy ¢ 4epHOAPOOHO YBpEXKIaHEe
Anukca0aH e IPOTUBOIIOKA3aH IPH MAIEHTH ¢ YepHOAPOOHO 3a00JIsBaHe, CBBP3aHO C KOAryJIonaTus U
KJIMHIUYHO 3HAYMM PUCK OT KbpBEHE (BXK. Touka 4.3).

[Ipunaranero My He ce penopbUBa NPy NALMEHTH C TEKKO YePHOAPOOHO yBpekaaHe (BX. Touka 5.2).

Heobxoanmo e npunaraHeTo My ¢ TIOBUIIIEHO BHUMaHUE MTPH MAIIMEHTH ChC JIEKO WIH YMEPEHO
yepHoipoOHO yBpexaane (Child-Pugh A wiu B) (Bx. Touka 4.2 u 5.2).

[TarMeHTH ¢ MOBMILIEHU CTOMHOCTH Ha yepHOApoOHuTEe eH3uMu ALT/AST >2 nbTH HaJl ropHaTa IpaHMIIa
Ha Hopmara (ULN) mium o011 OunupyOuH > 1,5 mbTH Haj TOpHaTa rpaHulia Ha HopMarta He ca Ouin
BKIIIOUEHH B KIIMHUYHH Nipoy4uBaHvs. [lopanu Ta3u npuyrHa, anvikcabaH TpsOBa Jja ce U3Mo3Ba
BHUMATEITHO TIPH Ta3u Momyianus (Bx. Touka 5.2). [Ipenu 3amouBane Ha anukcaban € HEOOXOIUMO Ja ce
MpoBeJIe U3CIeABaHe HAa YepHOAPOOHUTE (DYHKIMOHATTHH TIOKA3aTEIIH.

AmnmkcabaH He € MPOyYBaH MpHY NeAUaTPUIHH MAUEHTH C YePHOAPOOHO YBPEKIAHE.

Bzanmopeiicteue ¢ naxubuTopu kakro Ha uroxpoM P450 3A4 (CYP3A4), taka v Ha P-mimkonporens
(P-gp)

He ce mpemoppuBa ynorpebdaTa Ha anukcabaH NMpy MAlMEHTH Ha €THOBPEMEHHO CUCTEMHO JICUYSHHE C
mourau naxuouTopu Ha CYP3 A4 u P-gp, HanpuMep a3010BH aHTUMHUKOTHIN (KaTO KETOKOHA30I,
WTPaKOHA30J1, BOPUKOHA3aJ U MocakoHa3o) 1 HIV nporeasnn nHXHUOUTOpH (HarpuMep pUTOHABHP).
Te3u nexkapcTBEHH MPOIYKTH MOTAT Ja IIOBUINAT EKCIIO3UIMSITA Ha anmuKcaban 2 mbTH (BXK. Touka 4.5)
WJIM TIOBEYE NP HAIWYKE Ha JIOBIHUTEIHU (DAKTOPH, KOUTO YBEIHMYABAT SKCIIO3UIIMSITA Ha anTMKcabaH
(Hamp. Texxko OBOpedHo yBpexkaane). JIMNICBAT KITMHUYHY JAHHU TIPH MTeUATPHYHH MAI[UCHTH,




TIOJTyYaBallli ChITBTCTBAIIO CHCTEMHO JieueHue ¢ MomHu naxuburopu Ha CYP 3A4 u P-gp (Bx. Touka
4.5).

Bsaumopeiicteue ¢ unaykropu Ha CYP3A4 u P-gp

EnnoBpemennara ymorpeba Ha anrkcabad ¢ momrau nHaykTopu Ha CYP3A4 u P-gp (mampumep
pudamnunmy, GeHUTONH, KapdaMazenrH, (PeHoO0apOnTaN UK KBJIT KAHTAPUOH) MOXeE Ja A0BeJE 10
okoio 50% MmoHKeHNe B eKCIIO3UIMATA Ha anrKkcabaH. B KIMHUYHO U3NHUTBaHE TPH MAIIMEHTH C
MIPEJICHPAHO MBXK/IEHE ca HaOIr0JaBaH! HamMalieHa e(hUKACHOCT | MO-BHUCOK PHCK OT KbPBEHE IPH
€THOBPEMEHHO MPUIIOJKEHNE Ha anmnKcabaH ChC CHITHU HHAYKTOpH KakTo Ha CYP3A4 Taka u Ha P-gp,
CPaBHEHO ChC CaMOCTOsITETIHA YIIOTpeba Ha annkcabaH.

[Ipu manmienTH, Ha KOWTO CE MPHJIara ChITbTCTBAIIO CHCTEMHO JICYEHHE C MOIITHU WHAYKTOPH KaKTO Ha
CYP3A4, raka u Ha P-gp Baxkat ciegHute npernopbku (Bx. Touka 4.5):

- 3a mpodmraktuka Ha JIBT mpu enekTrBHO MpoTe3upaHe Ha Ta300epeHara Wiy Ha KOJIeHHaTa
CTaBa, 3a MPO(HIAKTUKA Ha UHCYJIT U CUCTeMeH eMOou3bM Iipu narueHtd ¢ HKIIM u 3a
npo¢miaktuka Ha peruausupaiiy JIBT u BE e Heo0X01MMO0 MOBUIIIEHO BHUMaHKUE TIPU
ynorpebara Ha anuKcabaH;

- 3a jeueHue Ha [IBT u neuenue Ha BE He TpsiOBa na ce n3noi3pa anukcadaH, Thil KaTo
eUKacCHOCTTa My MOXe J1a ObJIe KOMITPOMETHPAHA.

JlumcBat KIMHUYHY JaHHU NPH NTeTUATPUYHU TAIIUeHTH, TOJIy4aBalld ChIIBTCTBAIIO CUCTEMHO JICUEHUE
¢ momHu naaykTopu Ha CYP 3A4 u P-gp (Bk. Touka 4.5).

JlaGoparopHu nokazaTenu

Koarynanmonnure mokazarenu [Harnpumep npotpomouHoBo BpeMme (PT), INR u akTuBupano nmapruanHo
TpomborutacTuHoBO BpeMe (aPTT)] ce moBnusiBaT criopesl O4akBaHUTA OT MEXaHU3Ma Ha JAEHCTBHE Ha
anukcaban. I1pu ouakBaHaTa TepaneBTUYHA 1032 IPOMEHHTE, HAOIIOAaBaHH B TE3H KOaryJalluOHHH
MOKAa3aTeld, ca MAJIKK M BbB BUCOKA CTEICH BapHaOMIHU (BXK. ToUka 5.1)

HNudopMmanus 3a HOMOIIHUTE BENIECTBA

Jlakmosa

AOokcoma chabpiKa J1akTo3a. [lanuenTrre ¢ penku HacleACTBEHH 3a00sIBaHMsI KATO HEMOHOCHUMOCT KbM
rajlakTo3a, ITbJICH JaKTa3eH Ae(DUINT UK TIIF0KO30-TaJlaKTO3Ha MaradCcopOIus He TpsIOBa Jla MpreMar
TO3H JICKAPCTBEH MPOTYKT.

Hampuii
To3u ekapcTBEeH MPOAYKT ChIIbprKa MO-MaIKo oT 1 mmol HaTpuii (23 mg) Ha Tabierka, T.e. MOXe Jia ce
Ka)Ke, Y€ ITPAKTUYECKU HE ChIIbPKa HATPUH.

4.5 B3aumopeiicTBUe ¢ APYIrH JIeKapcTBEHH MPOAYKTH U APYru (popmMu Ha B3auMoJeiicTBHe

WNuxuburopu Ha CYP3A4 u P-gp

EnHoBpeMeHHOTO MpUIIOKEHUE Ha anvKkcabaH U KeTokoHa3o1 (400 mg BeIHBX JHEBHO) — MOILIEH
naxuouTop kakTo Ha CYP3A4, Taka u Ha P-gp, Boau 1o aBykpatHO yBenmueHue Ha cpennara AUC Ha
anmkcabaH u 1,6 mbTH Mo-Brcoka cpeaHa Cmax Ha anmukcabaH.

He ce npenoppuBa npunaraseTo Ha anukcadaH MPH NALMEHTH, KOUTO MOIydYaBaT €IHOBPEMEHHO
CHUCTEMHO JICUCHHE C MOITHN nHXuOnTOpU eqHoBpeMeHHO HAa CYP3A4 n Ha P gp xaro a3omoBu
AQHTUMHUKOTHLM (HaIp. KETOKOHA30J1, UTPAKOHA30JI, BOPUKOHA30J 1 ocakoHa3on) u HIV npoteasnn
WHXUOUTOPU (Hamp. puTOHaBHP) (BXK. TouKa 4.4).

OuakBa ce aKTUBHHUTE BELIECTBA, KOMTO HE CE€ CUUTAT 3a CUIHU MHXUOUTOPU €THOBPEMEHHO Ha
CYP3A4 u P-gp (Hanp. aMuogapoH, KIapUTPOMULIUH, AWITHA3EM, (PITYKOHA30]1, HAPOKCEH, XUHUHH,



BEpalamMuil), 1a yBeIUYaBaT B I0-MaJIKa CTEIIEH IJIa3MEHaTa KOHLIEHTpanus Ha anukcabad. He ce
HaJlara KOpeKI¥s Ha [103aTa Ha anuKcabaH, Korato ce Ipujara eqHOBPEMEHHO CbC CPEACTBA, KOUTO HE
ca Moy naxuouTopu Ha CYP3A4 u P-gp. Hampumep auntuazem (360 mg BeAHBXK JTHEBHO), CMATaH
3a ymepeH naxuoutop Ha CYP3A4 u cnab naxubutop Ha P-gp, Boau 1o 1,4 mbTH no-BHCOKa cpeHa
AUC u 1,3 mpTH no-sucoka Cmax Ha anrkcaban. Hanpokcen (500 mg eqHOKpaTHA 1032) — HHXHOUTOP
Ha P-gp, Ho He Ha CYP3A4, Bonu 10 1,5 meTH no-sucoka cpeana AUC u 1,6 mbTH mo-sucoka Cmax Ha
anukcaban. Knaputpomunus (500 mg, ABa MbTH THEBHO), MHXHOUTOP Ha P-gp 1 MorieH HHXUOUTOp Ha
CYP3A4, Bonu 1o croTBeTHO 1,6 rHTH U 1,3 TN TI0-BHCOKH cpeaau AUC n Cmax Ha anmukcabaH.

Nunyxkropu Ha CYP3A4 u P gp

EnnoBpeMeHHOTO puyiokeHne Ha anvukcadad u Mouraus nHayktop Ha CYP3A4 u P-gp pudammuiima
BOJIM 110 0K0J10 54% monmwkaBane Ha cpeanata AUC u 42% nonmkaBane Ha cpeqHata Cmax Ha
anmkcabaH. EnHoBpeMeHHaTa ynorpeba Ha annkcabad ¢ apyru MomHu nHAykTopu Ha CYP3A4 u P-gp
(manpumep (eHuronH, kapbamasenuH, peHodapOnTa WK KBIAT KAHTAPHOH) CHIIO MOXKE A2 JOBEJE 110
HaMaJIeHU IIa3MEHH KOHLIEHTpaLuK Ha anukcabad. He e HeoOxonumo 11a ce mpaBu KOpPEeKLMA Ha 103aTa
Ha anukcabaH [py eTHOBPEMEHHO JICUCHHUE C TAKMBA JICKAPCTBEHH MPOIYKTH, HO BCE MK MPH HaLlUEeHTH,
Ha KOWUTO C€ MpHiara ChIIbTCTBAIO CUCTEMHO JIeYeHHE ¢ MOITHU MHAYKTOpH KakTo Ha CYP3A4, taka u
Ha P-gp, e HeoOX0AMMO OBUIIIEHO BHUMAHHUE MIPH YIoTpedaTa Ha anukcadaH 3a MpoQUIaKTUKa Ha
WHCYJT U cucTeMeH eMOonn3sM npu manuedTn ¢ HKIIM u 3a npodunaktika aHa penuausupamy BT u
BE. Anukcaban He ce npenopbuBa 3a jgeueHue Ha JIBT u BE npu naruenTH, Ha KOUTO Ce IMPOBEXKIa
CBITBTCTBALIO CUCTEMHO JIEYeHHE C MOIIHU MHAYKTOpU KakTo Ha CYP3A4, Taka u Ha P-gp, Thil kKato
eduKacHOCTTa MOXe Jja ObJie KOMIIpOMeTHpaHa (BX. Touka 4.4).

AHTHKOAryJIaHTH, HHXUOUTOPH Ha TpomOonuTHara arperauust, SSRI/SNRI u HCIIBC

[Topanu noBUILIEHUS PUCK OT KbPBEHE, EAHOBPEMEHHOTO JICUEHHE C BCEKU APYT aHTUKOAryJIaHT €
MPOTHUBOIIOKA3aHO, OCBEH B KOHKPETHHU CIIy4Yau HA IPEMHUHABAHE OT €JHO AHTUKOATYJIAHTHO JICYCHUE Ha
npyro, korato HOX ce npuiara B 1034, HE0OOXOAUMH 3a MOAIBbPKAHE HA TPOXOJAUMOCTTA HA IIEHTPaJIeH
BEHO3EH WJIM apTepHaieH KateTwp, wii korato HOX ce mpuiara no Bpeme Ha KaTeThbpHa abnanus 3a
MIPEJICHPAHO MBXKIeHe (BK. TouKa 4.3).

[Tpu koMOMHUpPaHO MPHUIOKEHHUE Ha eHoKcanapuH (40 mg eJHOKpaTHA J103a) U anukcadaH (5 mg
€IHOKpATHa J103a) ¢ 3a0elisA3aH aJuTUBCH e(PEeKT BbpXY aHTH-(DaKkTop Xa aKTUBHOCTTA.

He ca nabnronaBanu apMakOKUHETHYHH WK (papMakoIMHAMUYHI B3aUMOJICHCTBUS TIPH
€/IHOBPEMEHHO MpUIaraHe Ha anukcabaH M alleTHICaIUIUIoBa KuceauHa 325 mg BeHbXK THEBHO.

[Ipu eqHOBpPEMEHHO NpUIaraHe Ha anukcadaH ¢ kionuzaporen (75 mg BeIHBK JHEBHO) HIIH C
KOMOHWHAITUATA OT KIOMUAPOTET 75 mg U alleTHICATUITIIIOBA KUcenHa 162 mg BeNHBXK THEBHO, HITH C
npacyrpen (60 mg, mocnensanu ot 10 mg BeAHBX AHEBHO) PU M3NUTBaHUS BbB (asa I, He e
HaOJI0/]aBaHO 3HAYMMO YIbJDKaBaHE Ha BPEMETO Ha KbPBEHE WIIH JIOITBITHUTEITHO HHXUOWUpaHe Ha
TpOMOOIIMTHATA arperaiusi, B CpaBHEHNE C IIPUIAraHeTO HA aHTUTPOMOOIIMTHH cpejicTBa Oe3 anmukcadaH.
YBenmnuennsra B koarynaiuonaute tectoBe (PT, INR u aPTT) ca koHCHCTeHTHH C edeKTUTE pu
CaMOCTOSTEITHO MTPUJIOKEHHE Ha arKcabaH.

[Ipunoxenunero Ha HarpokceH (500 mg) — naxudburtop Ha P-gp, Boau 1o 1,5 bty 1 1,6 mbTH 10~ BUCOKH
cpenau ctoiHOCTH, choTBETHO Ha AUC 1 Cmax Ha anmukcaban. [Ipu anukcaban ce HabmrogaBa
CHOTBETHO MOBHIICHUE HA CTOMHOCTUTE IPH KoaryJallMoHHHUTE TecToBe. He ca HaOmogaBaHu npomMeHn
10 OTHOIIIEHHE Ha e(peKTa Ha HAIIPOKCEH BhPXY WHAYIMPAHATa OT apaxruAOHOBATa KHCETNHA
TpOoMOOIIMTHA arperaiys U He € HaOJII0jaBaHo KIIMHUYHO 3HAYMMO yIbJDKABaHE Ha BPEMETO Ha KbpPBEHE
MIpY €THOBPEMEHHO NPWIIOKEHNE HA alMKcadaH W HAIPOKCEH.

Bwnpeku Te3u HaX0IKH, € Bh3MOXKHO TIPY HIKOW WHMBHUJIM Jia ce Ha0JII0/1aBa MO-ICHO U3pa3cH
(dhapMakoMHAMHYCH OTTOBOP, KOTaTO aHTUTPOMOOIIMTHH CPEJICTBA CE MPUJIATAT SHOBPEMEHHO C
anmkcaban. HeoOXouMo € TOBHINICHO BHUMAaHUE ITPH €AHOBPEMEHHOTO MPUIIOKECHUE Ha allMKca0aH ChC
SSRI/SNRI, HCIIBC, ACK w/unu P2Y 12 uHXuOUTOpH, THi KaTO T€3M JIEKAPCTBEHU HPOIYKTH
0OMKHOBEHO TIOBHINIABAT PHUCKA OT KbpBEHE (BK. Touka 4.4).



Wma orpanuyeH OmuT npu €AHOBPEMEHHOTO IPHIOKEHHUE € IPYTH MHHXUOUTOPH Ha TPOMOOIIMTHATA
arperauus (kato GPIIb/Illa peuenTopHu aHTarOHUCTH, TUIUPUAAMOI, JEKCTPaH Wi CyI(PHUHITUPA3OH)
WM TPOMOOJTUTHYHU cpeAcTBa. Thii KaTo TE3W CPeACTBa MOBUIIABAT PUCKA OT KbPBEHE,
€IHOBPEMEHHOTO IIPUIOXKEHHE HA T€3H JIEKAPCTBEHU NPOAYKTH C allMKCa0aH HE ce MPernopbuBa (BXK.
Touka 4.4).

B mpoyuBane CV185325, He ce cpo0miaBa 3a KIIMHUYHO BaXKHUA CHOMTHS Ha KbpBEeHE TpH 12-Te
MeANAaTPUYHH MAlUeHTH, JIEKyBaHH CHITHTCTBAINO ¢ anrkcaban U ASA < 165 mg nHeBHoO.

Jpyryu chIbTCTBALM TEpauu

He ca nabnronaBany KITMHUYHO 3HAYMMH (PapMaKOKMHETHYHH WU (papMaKkoIMHAMUYHH
B3aUMOJICUCTBHUS TP €THOBPEMEHHOTO MPHUIIOKEHUE Ha anuKcabaH U aTeHOJION WK (aMOTHANH.
EnnoBpeMeHHOTO MpusiokeHue Ha anukcadbad 10 mg ¢ arenonon 100 mg He mMoka3Ba KIMHUYHO 3HAYUM
edext BbpXy (hapMakOKUHETHKaTa Ha anukcadaH. [Ipu eqJHOBpEeMEHHOTO TIPUIIOKEHUE Ha /IBaTa
JISKapCTBEHU MPOAyKTa, cpeauute ctoiHocTH Ha AUC n Cmax Ha anukca0an ca 15% u 18% 1mo- nucku

&

OTKOJIKOTO MPH CAMOCTOATEIHOTO UM NpriokeHue. [Ipunaranero Ha anukcaban 10 mg ¢ pamMoTuIuH
40 mg He mokasBa edekt Bbpxy AUC mimn Cmax Ha anrkcaOaH.

Edexr Ha anukcabaH BbPXY JAPYTHU JEKaPCTBEHH NPOIYKTH

[IpoyuBanus in vitro c anukcabaH He TTOKa3BaT MHXUOMpaI eeKkT BrpXy akTuBHOCTTa HA CYP1A2,
CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2D6 unu CYP3A4 (IC50 >45 pM) u mokassar cinad
nHXuOupan egekt Bppxy aktuBHocTTa HAa CYP2C19 (IC50 >20 uM) npu KOHIIEHTpALUH, KOUTO ca
3HAYMMO T0-TOJIEMH OT MUKOBUTE IIA3MEHH KOHLCHTPALMY, HA0II01aBaH! P NALUCHTH.

Anukca6an He unayiupa CYP1A2, CYP2B6, CYP3A4/5 npu xonuentpaiuu 1o 20 uM. Io Ta3u
MPUYHMHA HE CE 0YaKBa alMKcadaH Ja MPOMEHH MeTaOOIUTHUS KIMPHHC HA €THOBPEMEHHO NPUIIaraHUTE
JIEKapCTBEHH MPOIYKTH, KOUTO C€ METa0OIM3MPAT Upe3 Te3U eH3UMHU. ATIMKCabaH He € 3HAYNM
nHXuOuTOp Ha P-gp.

HpI/I HBIUTBAHUSA CbC 3IPpABU I[O6pOBOJ'II_II/I, KaKTO € OIMMCAaHO MOo-10J1Y, anukcabaH He MOBIIHSIBA
SHAYUTCIIHO (l)apMaKOKI/IHeTI/IKaTa Ha TUT'OKCHUH, HAITIPOKCCH WJIN aTCHOJIOJI.

Jlueoxcun

EnnoBpeMeHnHOTO NpriiokeHne Ha anukcabaH (20 mg BenHbK JHEBHO) U qurokcuH (0,25 mg BeqHBK
THEBHO) — cyOcTpat Ha P-gp, He nonusiBa AUC nimm Cmax Ha qurokcus. Eto 3amo anvkcabaH He
nHXuOupa P-gp Menuupanus TpaHCIoOpT Ha CyOcTpara.

Hanpoxcen
EnHOBpeMEHHOTO IPUIIOKEHHE HA €HOKpATHU 1031 anukcadaH (10 mg) u Hanpokcen (500 mg) — 4ecTo
uznon3sano HCIIBC, ne noka3Ba HukakbB eekT Bbpxy AUC nnn Cmax Ha HalpOKCEH.

Amenonon
EnnoBpeMeHHOTO MpuiIoKeHHEe Ha eIHOKpaTHa fo3a anukcadad (10 mg) u atenonon (100 mg) — yecto
M3M0JI3BaH OeTa-0JI0Kep, He TIOBNIMsABA (PapMaKOKMHETHKATa Ha aTCHOJIOMN.

AKTHUBEH BbIJICH
[IprnoxeHneTo Ha aKTHBEH BHIVICH HAaMaJsiBa €KCIIO3UITMATA Ha anmkcabaH (BXK. Touka 4.9).

HCI[I/IaTDI/I‘lHa nomyJanusa
HpOy‘-IBaHI/IH 3a B3aHMOZL€I>’ICTBH$ITa HC Ca NPOBCIKAAHU MPU NTEAUATPUIHATA ITOITYyJIallus.

Hpe,I[OCTaBeHI/ITC IO-Topc JaHHU 3a BSaHMOHeﬁCTBHHTa Ca MOJy4YCHU NIPpHU Bb3pPaCTHU U
OpeaynpeKKACHUATA B TOUKA 4.4 TpH6Ba Aa €€ B3CMaT NpCABUI 3a MEAUATpHUIHATA ITOITyJ1alu.

4.6 DepTUIUTET, OPEMEHHOCT U KbpMeHe



BbpemenHoct
JlurcBat naHHM 3a yrnoTpedara Ha anukcabaH nMpu OpeMeHHH keHU. [IpoydBaHusITa C )KUBOTHU HE

MOKa3BaT MUPEKTHU WU UHAUPEKTHYU BPEIHU €(DEKTH C OrJie/ Ha PEnpoyKTHBHA TOKCUIHOCT (BIXK.
Touka 5.3). KaTo npeamasna mMspka e 3a mpeanodnuTane 1a ce n30srea yrnmorpedara Ha anukcadaH 1mo
BpeMe Ha OpeMEHHOCT.

Kbpmene
He e u3BecTHO manm armkcadaH WM HETOBU METaOOHMTH Ce eKCKPETHPAT B KbpMaTa IPH JOBEK.

Hanuunure naHHM npy KUBOTHU MTOKA3BaT €KCKpeNMs Ha anukcabaH B MIIKOTO (BXK. Touka 5.3). He
MOXKeE J]a Ce M3KJIFOUH PHUCK 33 KbPMadeTo.

Heo0xoaumo € ia ce B3eMe pelIeHHe Tajlu Ja ce IPEKPaTh KbPMEHETO WM Ja Ce IPEKpaTh/aa He ce
3aro4Ba JICYCHUE C anukcadaH, KaTo ce B3eMaT MPEBUJI MOJI3UTEe OT KbPMEHETO 3a JIETETO U MOJI3UTE OT
JISUEHHETO 3a MalKaTa.

DepTunurer
WznuTBanusTa P )KUBOTHU C MPIJIOKEHHE Ha anmukcabaH, He TIOKa3BaT epeKT BEpXy (epruiurera (BK.

TouKa 5.3).
4.7 Edextn Bppxy cnocodHocTTa 32 IoupaHe U padoTa ¢ MAIIMHHA

AnnkcabaH He TOBJIUSIBA WJIH MTOBJIMSBA IPEHEOPEIKUMO CIIOCOOHOCTTA 3a IodupaHe U pabdoTa ¢
MalinHHA.

4.8 Hesxenanu nexkapcTBeHU peakunu

O06006111eHre Ha npodwia Ha 0€30IMaCHOCT

[Tpu BB3pacTHU O€30TIaCHOCTTA HA alMKcadaH € M3CIIeIBaHa B YCIOBUATA HA 4 KIMHUYHA TIPOYIBAHUS
¢aza 1, B xouto ca BiroueHu Haja 15 000 manuenTn: Hax 11 000 nanmenTr B npoy4Banusta 3a HKIIM
u Hax 4 000 manmenTy B npoy4BanusaTa 3a geueHue Ha BTE (1BTEC), cbe cpeana o61mia eKkcro3uius
cboTBeTHO 1,7 Tomuau u 221 naM (BX. Touka 5.1).

YecTr He)KeNaH! peakiuy ca KpbBOU3JINB, KOHTY3US, EMUCTaKCUC B XeMaToM (BK. Tabnuia 3 0THOCHO
npoduia ¥ YeCTOTUTE Ha HEXKEJaHUTE PEAKLMH 0 TIOKa3aHHUE).

B npoyuanusta 3a HKIIM o01miara yecTtoTa Ha HEKEIAHUTE PEAKIMK, CBbP3aHH C KbPBEHE MPYU TPUEM
Ha anukcadaH e 24,3% B Mpoy4BaHETO Ha anuKcadaH crpsiMo Bapdapu u 9,6% B nmpoyuBaHeTo Ha
anukcabaH crpsaMo aciupuH. B npoyuBaHeTo Ha anukcabaH crpsmMo BaphapiH YecToTaTa Ha MAaCUBHHUTE
racTPOMHTECTUHAIHH KpbhBoM3uBH 1o ISTH (BkrouBamy KbpBeHE OT TOPHUS TaCTPOMHTECTHHAICH
TPaKT, KbpPBEHE OT JIOJIHUS TaCTPOMHTECTHHAJIEH TPAKT U PEKTATHO KbpBeHE) mpu anukcabaH e 0,76% Ha
roaunHa. Yecrorara Ha MacuBHO BbTpeouHo kbpBeHe 1o ISTH npu anukcaban e 0,18% Ha ronuHa.

B npoyusanusta 3a 1BTEC o0rara yecToTa Ha CBEP3aHUTE C KbPBECHE HEXKEJIAHU PEAKITUU TIPH ITPHUEM
Ha anrkcabad e 15,6% B mpoydBaHeTo Ha anukcabaH crpsaMo eHokcanapus/Bapdapus u 13,3% B
MPOYYBAHETO Ha anuKcadaH cupsMo mianedo (Bx. Touka 5.1).

TabnuyeH cMChK Ha HEXKENAHUTE PEAKIINN

Tabnuna 3 moka3Ba HeXENAHUTE PEAKINH ITOAPEICHH 110 CHCTEMO-OPTaHeH KIlac U TI0 YeCTOTa, KaTo ce
M3I0JI3BA ClIeHAaTa KOHBEHIIUA: MHOro uectr (>1/10); yectu (>1/100 mo <1/10); meyectu (>1/1 000 no
<1/100); peaxu (>1/10 000 mo <1/1 000); muoro peaku (<1/10 000); ¢ Heu3BecTHA YyecTOTa (OT
HAJIMYHUTE TaHHU HE MOXKE J1a ObJe HarpaBeHa oreHka) npu Bb3pactHy 3a HKIIM u 1BTEC u npu
MeANAaTPUYHU MAIMeHTH Ha Bh3pact oT 28 guu 10 < 18 ronunu 3a 1BTEC u npodunaktruka Ha
peunauBupant BTE.

YecToTuTe Ha C’BO6H_ICHI/IT€ HCXKCJIaHU pCaKIUU B Ta6JII/II_Ia 33a ONeAUATPUYHU MATUCHTHU Ca MTOJYUCHHA



ot mpoyuBane CV 185325, B koeTo Te momy4aBat anukcaban 3a iederne Ha BTE u npodmnaktuka Ha
peunauBupany BTE.

Taboauua 3: TabauyeH cIMCBHK HA HEXKEJIAHUTE PeaKiuu



CucreMo-oprafneH KJjac

ITpopunakruka Ha
HHCYJIT H CHCTEeMeH
eM00JIU3BbM NPHU

Jleuenue Ha [IBT,
Jgeuyenue Ha BE u
npopuIaKTuKa Ha

Jleuenue Ha BTE u
npopUIAKTHKA HA
peunauBupam BTE

Bb3PaCTHH peuuIMBUPAIIM | IPU NeAUATPUYHU
NMALIHEHTH C JABT u BE NMAlAEHTH HA
HKIIM, ¢ equn win| (ABTEC) npu BBb3pacT oT 28 aHu
noBeve PUCKOBHU Bb3PACTHU 1o noa 18 ronuun
¢paxtropu (HKIIM) NMANHEHTH
Hapywienus Ha Kpvema u 1umpuama cucmema
IAHEMUS Yect Yectu Yectu
TpomOonuTONEeHUS Heuectn Yectu Yectn
Hapywenusa Ha umynHama cucmema
CBpPBXUYyBCTBUTEIHOCT, aJIEPrU4YCH Heuectn Heuectn Yecrui
eneM u aHaduIakcus
CupoOex HeuecTtn Heuectu™ Yectn
IAHTHOEIEM C Hen3BeCcTHaA C Hen3BecTHa C Hen3BecTHA
YeCcToTa YeCTOTa YyecToTa
Hapywenus na nepguama cucmema
Mosbuen KpbB OI/ISJ'II/IBT Heuectn Penxu C Hem3BecTHA
YyecToTa
\Hapywenus na ouume
KpbBOMBIHNEB B OKOTO (BKITFOUHUTEITHO Yectu Heuectn C HeunsBecTHA
KOHIOHKTHBAJICH KPHBOM3JINB) YecToTa
Cv006u HapyuieHus
KpbBOM3INB, XeMaTOM Yectn Yectn Yectu
XHUmoToHHS (BKITFOUNUTEITHO Yectu Heuectn Yectu
MpoIeypHa XHUITOTOHHS)
HTpaabaoMyHaieH KpbBOU3IINB Heuectun C HemnsBecTHa C HeusBecTHa
YeCTOTa YecToTa
\Pecnupamophu, epbOHU 14 MEOUACTNIUHATIHU HAPYUIeHUS
Enncrakcuc Yectu Yectu MHoro uectn
X emMonTHn3a Heuectn Heuectn C HeusBecTHa
YecToTa
IKpbBOU3IUB B IUXATEIHUTE MbTHILIA Penxu Penxu C HeusBecTHA
4ecToTa
CmomawHo-upesHu HapyuieHus
["ageHe YecTtn Yectu YecTtn
["acTpoMHTECTHHATIEH KPBBOU3IUB Yectn Yectn C HeusBecTHa
4eCcToTa
XemopougaieH KPbBOU3IINB Heuectn Heuectn C HeusBecTHa
4ecToTa
KpbBOM3IHUB B ycTara Heuectn Yectu C HeusBecTHA
qecToTa
IXeMaToXxe3us Heuectn Heuectn Yectun
IPexTaneH KpbBOM3INB, THHTMBAIHO Yectu Yectu Yectu
IPerponepuToHeaneH KPbBOU3IUB Penkn C HeusBecTHA C HeusBecTHa
gecToTa qecToTa

Xenamooburuapru HapyuleHus




OTKIJIOHEHHS B USpHOAPOOHUTE Heuectn Heuectn Yectu

(YHKIMOHATHHA TIOKa3aTeNH,

[TOBHUIIICHA acrapTar

aMuHOTpaHc(epasa, MOBUIIIeHA

ankanHa ¢ocdaraza B KpbBTa,

TToBHIEeHa rama Iy TaMuil Yectn Yectn C HemsBecTHa

rpaHchepasa 4yecrora

IToBuITIeHa ajTaHMH aMHHOTpaHchepasa Heuecrtu Yectu Yectu

Hapywienus na koxcama u nOOKOJICHAA MbKAH

KoxkeH o0puB Heuectu Yectu Yectu

IATorreryst Heuectu Heuectu Yectu

Eputema myntudopme MHoro peaku C HeusBecTHa C HeusBecTHa

yecToTa 4EeCTOTa

KoxeH BacKyIuT C HeusBecTHA C HeusBecTHA C HeusBecTHA

YecToTa YecToTa YeCToTa

HapymeHu}z Ha MYCKYJIHO-CKelemHama cucmema u CbeOUHUMETHAMA MbKAH

KpPBB

MycCKyJIeH KpbBOM3IINB Penku Heuectn C HemnsBecTHa
JecToTa

Hapywenus na 6vopeyume u nukounume nomuwa

Xematypust Yectu Yectu Yectu

Hedpomnarwusi, cBpp3aHa ¢ C HeusBecTHa C HeusBecTHa C HeusBecTHa

AHTUKOAryJIaHTH YecToTa YyecToTa YecToTa

Hapywenus na évsnpouszsooumennama cucmema u cbpoama

AOGHOpPMEH BarvHaJeH KPbBOHU3IIUB, Heuectn Yectn Mpuoro uectu®

YpOreHUTaJIeH KPhBOU3JIUB

Obwu HapywieHust u epexmu Ha MACMOMO HA NPUTOHCEHUE

KbpBeHe Ha MSICTOTO Ha PUIIOKEHUE Heuectn Heuectu C Hen3BecTHa
YeCTOTa

Hscneosanus

[TonoxxureneH pe3ynrar 3a OKyJITHA Heuectn Heuectu C Hen3BecTHa

qyeCToTa

HapaHﬂeanz, ompaesHusl U YCJIOHCHEHUA, 6b3HUKHAIU 6 pe3Yyamam Had UHmepeeHyuu

Konty3us

Yectu

Yectu

YectHn

IToctrpornienypHu KpbBOU3ITUBU
(BKJIIOYMTEIIHO TIOCTIIPOLETYPEH
XEMaTOM, KPbBOM3JIUB OT PaHa,
XEMaToOM Ha MSICTOTO Ha IIyHKTHUPaHe Ha
KPBBOHOCEH ChJ U KPbBOU3JIMB Ha
MSICTOTO Ha KaTeTbpa), paHEeB CEKPET,
KPHBOM3JIMB Ha MSACTOTO HA MHITU3US
(BKJIIOYHMTEIIHO XEMAaTOM Ha MSICTOTO Ha

Heuectu

Heuectn

Yectn

TpaBMaTI/I‘-IGH KPBBOU3JIUB

Heuectn

Heuectu

C Hen3BecTHa
yecToTa

* He ca nabiroaBany cilyvad Ha TeHepaIu3upan cbpOex B pamkute Ha CV 185057 (mpirocpouna npodunaktuka Ha BTE)

T TepMHUHBT ,,MO3bUCH KPHBOM3IIHMB " 00XBaIlla BCHYKH HHTPAKPAHUAIHY WIX HHTPACTIMHAIHI KPHBOU3IUBH (T.€. XeMOparuieH

MHCYJT UM KPBBOHM3IMB B ITyTaMeHa, liepebepaeH, HHTPaBEHTPUKYJIIApEH WIN CyOypaneH KpbBOH3IIHB).

I ToBa BKIIOYBa aHa(i)I/IJIaKTI/I‘IHa peaKnys, JICKapCTBCHA CBPbXYYBCTBUTCIHOCT U CBPBXYYBCTBUTCIIHOCT.

§ BrxrouBa 00HMITHO MCHCTPYaJIHO KbPBEHC, MHTCPMCHCTPYAJIHO KbPBEHE U BaArnHAJIHO KBPBEHE.

YHOTpe6aTa Ha anuKcabaH MOKe Ja 6’5,[[6 CBBbp3aHa C MOBUIIICH PUCK OT OKYJITHO WU AIBHO KbPBCHC OT
TBhKaH WIX OpraH, KOCTO MOXC 1a JOBCAC 10 MOCTXEMOpAaruniHa aHeMus. HpI/I3HaI_[I/ITe, CHUMIITOMHUTE U




TEKECTTa BAPUPAT B 3aBHCUMOCT OT MSCTOTO ¥ CTETICHTA WM POIBDKUTEITHOCTTA Ha KbpBEHE (BK.
Touka 4.4 u 5.1).

IlenpaTpuyHa OOITYJIAIUS

BezonacHocTtTa Ha anukcabaH e u3cienBaHa B | KTMHUYHO mpoyyBane ¢asza [ u 3 kmuHnYHNn
npoyuBanus ¢asa II/II1, Bxmousamu 970 nanuentu. OT Te3u NaMEHTH, S68 MaMEHTH MOTy4YaBar eIHa
WJTU TIOBEUE JO3H alMKcadaH ChC CpeaHa 001Ia eKCImo3uus choTBeTHO 1, 24, 331 u 80 gaM (BXK. TOUKa
5.1). [lammeHTHTE MIONTy4aBaT KOPUTHPAHH CIIOpE] TETJIOTO 03 anrkcadaH B ieKapcTBeHa GopMa,
MOIXO/AIIA 32 Bb3pacTTa.

Karto 1550, mpodprursT Ha 6€30MMacHOCT Ha anmMKcabaH MPH MeANATPUIHHE IMAIIMEHTH Ha BB3PACT OT 28
IHU 10 < 18 TOIUHU € CXOACH C TO3U IIPHU BB3PACTHU U IO MPHUHIIUII € CHIIOCTABUM B PAMKHUTE Ha
pasIUYHHUTE NTEAUATPUYHH BB3PACTOBU I'PYIIN.

Hait-yecto choOIIaBaHUTE HEKEIAHU PEAKIIUH MTPH NIETUATPHUYHH MAIIMEHTH Ca SMUCTAaKCUC U aOHOPMHO
BarMHAJIHO KbpBeHe (Bxk. Tabnuna 3 3a npoduia Ha HeXXETAHUTE PEAKIUU U YeCTOTHUTE 110 TIOKa3aHHe).

[Ipu meguaTpudHN NAMEHTH, SMUCTAKCUC (MHOTO YeCTH), A0HOPMHO BarHAHO KbpPBEHE (MHOTO
YeCTH), CBPhXUYBCTBUTENHOCT U aHA(IIIAKCHS (4ECTH), PYPUTYC (YECTH), XUTIOTOHHS (IECTH),
XeMaToxe3us (4ecTr), MOBUIICHA acapTaT aMMHOTpaHcdepasa (4ecTH), ajJonenus (YecTn) U
MOCTIIPOIIEAYPHO KbPBEHE (YECTH) Ce ChOOIIABAT IO-9ECTO B CPAaBHEHHE C BH3PACTHH IAIlEHTH,
JIEKyBaHU C anuKkcabaH, HO B ChILAaTa KATETOPHS 110 YECTOTA, KAKTO MPH MeTUaTPUIHH MAIUCHTH B
pamoro Ha ctannaptay rpuwxku (CI'); eTMHCTBEHOTO U3KIIIOUEHUE € AOHOPMHOTO BarMHAIHO KbPBEHE,
KOETO ce choOIaBa Kato 4ecTo B pamoto Ha CI'. Ilpu Bcuuky, ¢ H3KIIIOUEHUE Ha €IMH CIIyJaid, ce
cpo0IIaBa 3a MOBUIICHHE HA YSPHOAPOOHUTE TPAHCAMHHA3H TP ITEAUATPHYHH TAIIMEHTH, MTOTyYaBaIH
CBITBTCTBAINA XMMHUOTEPAITHS 32 ITOJUIEKAIIO 37I0KaYeCTBEHO 3a00IIsIBaHE.

Cpob11aBaHe Ha 10JI03UPAHU HEXKEIaHU PEAKIIUH

CpoO1IaBaHeTo Ha MOJI03UPAHU HEXENaH! PEAKILUH CIIe/ pa3pellaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUS
HPOJYKT € BakKHO. ToBa M0O3BOJIABA Ja MPOABIIKY HAOIIOJIEHUETO HAa ChOTHOIIEHUETO MOJI3a/PUCK 32
JIeKapCTBEHUsI MPOAYKT. OT MEANIIMHCKUTE CIIEIIUATIMCTH Ce M3UCKBA J]a ChOOIIaBaT BCsKa MOI03UPaHa
HEXXeJIaHa PeakLysl 4pe3

W3nbnHuTENHA areHnys 1o JieKkapcTara

yi. ,,Jlamsia ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yeOcaiiT: www.bda.bg.

4.9 IIpeno3upane

[Tpeno3upanero Ha anukcabaH MOKE 712 I0BEZIE JI0 TIOBUIIIEH PUCK OT KbpBeHe. B ciryuaii Ha
XEMOparudHy ycjaoKHEHHs, JICUCHUETO TpsiOBa a ObAe NPEeKpaTeHO U M3TOUYHUKBT HA KbPBEHE Ja ce
ycranoBu. TpsOBa 1a ce 0OMHCIN Bb3MOXKHOCTTA 32 IIPUJIaraHe Ha MOAXOAAIIO JIeUeHHE, HalpUMep
XHPypTrUYHa XeMOCTa3a, TpaHCQY3Hsl Ha TPSICHO 3aMpa3eHa IuIa3Ma WM MIPUIAraHeTo Ha
HEYTPAJIN3UPALLO CPEACTBO CIPSIMO MHXUOUTOPH Ha (akTop Xa (BXK. Touka 4.4).

[Ipu KOHTpONMMpPaHU KIMHUYHU MPOYYBAHUS, IEPOPATHO MPHIIOKEHUAT antuKkcabaH Ipu 3ApaBu
BB3PAacTHU AOOPOBOJIIHM B 1031 A0 50 mg AHEBHO B MpOABIKEHUE Ha 3 10 7 aHu (25 mg a1Ba mbTH
JHEBHO B NpOJbDKEHHE Ha 7 THU win 50 mg BeHBXK AHEBHO B IIPOABIDKEHUE Ha 3 HU) HE BOJIH JI0
KJIMHUYHO 3HAYMMU HEXXEJIaHU PEaKLUH.

[Ipu 3npaBu Bb3pacTHU WHAWBUIM NPUIIOKEHUETO Ha aKTHBEH BBIJICH 2 U 6 yaca ciiell MOrTbIaHe Ha
no3a oT 20 mg anukcaban HamansiBa cpeguata AUC Ha anmukcaban cboTBeTHO ¢ 50% 1 27% U HAMa
eext BbpXy Cmax. Koraro anukcaban e NpujioKeH caMOCTOSTENHO, CPEAHUSAT MOTYKUBOT HA
anukcabaH pamansBa or 13,4 yaca cbOTBETHO Ha 5,3 yaca u 4,9 yaca U NPUIIOKEHHE HA AKTUBEH
BBIJIEH 2 ¥ 6 yaca ciep anukcabaH. ETo 3am1o npuiioskeHHeTo Ha akTUBEH BBIJICH MOXKE JIa € OT I0JI3a 3a


http://www.bda.bg/

OBIIA/ISIBAHE HA MPEJO3MpPaHe WK CITyYaifHO TIOTIIbIIaHe Ha alnKcadaH.

Xemoaunanuzara nonmxkasa AUC Ha annkcabaH ¢ 14% mpu y4acTHUIM ¢ TEPMHUHANICH CTaaui Ha
0b0Opeuna Oonect (end-stage renal disease, ESRD) npu nepopaliHo npuiioskeHUE Ha eIMHUYHA 1032
anmkcaban 5 mg. [lo Ta3u mpudrHA € MaIKo BEpOSITHO XeMOIualin3ara 1a 0bae ehpeKTHBeH HaunH 32
OBJIA/IIBaHE HA Mpe/lo3upaHe ¢ arukcadaH.

B ciydante, B KOHTO € HEOOXOMMO HEYTPATM3NPaHEe HA aHTUKOATYJIAIMATA TIOPaIH
’KMBOTO3aCTpPAIIaBAIIO WM HEOBJIAITHO KbPBEHE, 32 Bh3PACTHH € HATMYHO HEYTPATU3HPAIIO CPEICTBO
crnpsiMo MHXHOUTOpH Ha (akTop Xa (anaekcaHet anda) (Bxk. Touka 4.4). Moxke aa ce 00CHAU ChILIO
TIpuiIarafHe Ha KOHIeHTpaTH Ha mpoTpoMOnHoB koMimieke (KITTK) wmn pekomOunanTen daktop Vlla.
OO6parnMocTTa Ha hapMaKoTUHAMUIHHUTE e(hEeKTH Ha alKcabaH, ToKa3aHa Ype3 IPOMEHH B TeCTa 3a
oOpasyBaHe Ha TPOMOWH, € BUJHA B Kpasi Ha HHPY3UATA U TOCTUTA H3XOJHU CTOMHOCTH 0 4 yaca cliel
Hayanoto Ha 30-muuyTtHa uHQY3Ms ¢ 4-pakropen KIITK npu 3npaBu nnauBuan. Jlumncsa odaue
KIIMHIYEH ONHT ¢ yrorpebara Ha mpoaykTu ¢ 4-akroper KIITK 3a crimpane Ha KbpBeHETO IPH
WHAWBUIM, Ipuenu anukcaban. [loHacTosIIeM TUIICBa OMUT OT yroTpebdara Ha peKOMOWHAHTEH (haKToOp
Vlla npu uHIMBUAM, JIEKyBaHH ¢ anukcabad. PekomOunanTeH (akrop VIla Moxke aa ce npuiioxu
MOBTOPHO M J03aTa J]a Ce THTPHPA B 3aBUCHMOCT OT HAMAJISIBAHETO HAa KbPBEHETO.

[Ipu nenquaTpryHu NAMEHTH HE € YCTAHOBEHO CIEIM(UIHO HEYTPATH3UPAILO CPEACTBO (aHICKCaHET
anda), antaronuzupanio hapmMakoguHAMHIHUS e(PpeKT Ha anrKcabaH (BXK. KpaTKara XapakTepUCTHKa Ha
MPOJYKTa, ChIIbpKAIIl aHIeKcaHeT anda). Moxe na ce oomucan Tpancy3ns Ha PSICHO 3aMpa3eHa
rra3ma uiny npunaraneto Ha KIITTK, nim pekomOunanten dakrop Vila.

B ClIydyan Ha MaCMBHO KbPBCHEC, B 3aBUCHUMOCT OT KOHKPETHUTC Bb3MOKHOCTH, TpH6Ba Ja C€ uMa
npeaABUA KOHCYJITallUs ChC CIICHHUATINCT IO KOAryJIallMOHHHU HAPYIICHU.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 DapMaKkoIMHAMUYHM CBOICTBA

dapmakoTepaneBTUYHA rpyna: AHTUTPOMOOTHYHU CPECTBa, JUPEKTHU HHXUOUTOPH Ha (akTop Xa,
ATC kox: BO1AF02

MexaHu3eM Ha IENCTBHE

AnmKcabaH € MOIIEH IepopaieH, 00paTUM, TUPEKTEH U BUCOKO CEIIEKTUBEH HHXUOUTOP Ha aKTHBHOTO
Msicto Ha dakrop Xa. Toit He ce Hyxxaae oT aHTuTpoMOuH 11l 3a aHTUTPOMOOTHYHA aKTHBHOCT.
Anukcabad HHXHOUpa cBOOOJHHS M TPOMO-CBBp3aH (akTop Xa 1 MpoTpoMONHa3HATa AKTHBHOCT.
AnmkcabaH HIMa TUPEKTeH e(eKT BbpXY TPOMOOIIMTHATA arperamysi, HO HHAHUPEKTHO HHXHOUpa
TpoMOOIIMTHATA arperamusi, HHayupana ot TpomouH. Kato naxubupa dakrop Xa, anukcaban
npeaoTBparsaBa GOpMUpPAaHETO Ha TPOMOHMH M 00pa3yBaHeTo Ha TpoMOu. [IpeAKIMHUYHN IPOyYBaHUs Ha
anukcabaH MpH )KUBOTUHCKY MOJICIH TI0Ka3BaT aHTUTPOMOOTHYHA e(pUKacHOCT IpU NPO(HIIAKTHKATA HA
apTepuaiiHa ¥ BEHO3HA TPoM0O03a IpH J03H, KOMTO 3ara3BaT XeMocTas3ara.

dapmakoauHAMUYHU eeKTH

dapmakommHaMUIHUTE e(DEKTH Ha anMKcabaH ca OTpakKeHUe Ha MeXaHu3Ma Ha JielicTBie (MHXUOupaHe
Ha QakTop Xa). B pesynrar Ha uaxubupanero Ha (akrop Xa, anukcabaH yabDKaBa KOAryJalliOHHUTE
TecToBe KaTo mpoTpoMOrHOBO Bpeme (PT), INR (MexmyHapoHO HOPMAaIM3UPAHO CHOTHOIICHHE) H
AKTHUBHPAHOTO TAPITHAITHO TpoMboruTacTuHoBO BpeMe (aPTT). Ilpu Bp3pacTHH TPOMEHHUTE,
HaOJFOJIAaBaHU TIPH TE3W KOATYJIAMOHHN TECTOBE MPU OYaKBaHATA TEPANICBTUYHA J103a, Ca MaJIKH U JI0
rojsMa cTereH Bapupar. He ce mpemophuBa U3MOA3BaHETO MM 3a OlleHKA Ha (DapMaKOIMHAMUYHUTE
edekxTu Ha annkcabaH. B Tecta 3a oOpa3yBaHe Ha TPOMOWH, anMKkcaOaH HaMallsiBa CHIOTCHHUS
TpOMOHWHOB TOTEHITHAT — MAPKa 32 00pa3yBaHETO HAa TPOMOWH B YOBEIIIKA IIa3Ma.

AnukcabaH mokasBa ChIIIO U aHTI/I-(baKTOp Xa AKTUBHOCT, KaKTO CC BHXKJa OT IOHMXXCHUCTO Ha (I)aKTop



Xa eH3MMHaTa aKTUBHOCT C MHOTO OT TOTOBHTE aHTH-(PaKTOp Xa KUTOBE Ha a3apa, Kato obaye
pe3yNTaTUTE ce pa3udaBaT MPH OTIEITHUTE KUTOBE. J[aHHN OT KIIMHUYHU MPOYYBAaHUS MPH BE3PACTHU Ca
HAJIMYHU CaMo 3a XpoMOreHHus TecT Rotachrom® Xenapun. Antu-akrop Xa akTUBHOCTTa MOKa3Ba
TSCHA JMPEKTHA JMHEHHA BPh3Ka C IUIa3MEHUTE KOHIICHTPAIIUY Ha anrkcadaH, KaTo JOCTUra
MaKCHMAaJIHU CTOWHOCTH I10 BpeMe Ha MMMKOBUTE IJIa3MEHH KOHIIEHTPAITUH Ha anmrKcadaH. 3aBUCUMOCTTa
MEX]y IJIa3MCHHUTE KOHIICHTPAIMK Ha arukcabaH U aHTH-(akTop Xa akTUBHOCTTA € IPUOTU3IUTEITHO
JIMHEWHA TIpY IUPOK J030B JTUAra30H Ha anvkcabaH. PesynraTure oT mpoy4BaHus Ha anvkcadaH Mmpu
MeANaTPUIHY MAIIMEHTH COYaT, Ye JIMHEeHHaTa Bph3Ka MeX Ty KOHIICHTpanusATa Ha annkcaban 1 AXA e
CBIIOCTaBHMA C JJOKYMEHTHPaHaTa MPeI TOBAa BPh3Ka MPH BH3PACTHH. T0oBa MOAKpens TOKYMEHTHPaHHS
MEXaHU3bM Ha JICWCTBUE Ha alMKCca0aH KaTo CelIeKTUBEeH MHXHOUTOp Ha FXa.

B Tabnuma 4 mo-gony e moka3aHa mpeABUIeHaTa eKCIIO3HUINS 1 aHTH-(hakTop Xa akKTUBHOCT B
CTallMOHAPHO CHCTOSHUE 3a BCAKO OT IMOKa3aHUATa MpU Bb3pacTHH. [Ipy mannenTy, npuemaniu
anukcabaH 3a npoduiaktuka Ha BTE cien npore3upane Ha Tazo0enpeHa WM Ha KoJIeHHA CTaBa,
pe3ynTaTuTe MOKa3BaT QUIYKTYaIUs MEXIy MMKOBUTE U Hali-HUCKWTE HUBA TIO-Maika ot 1,6 meTu. [lpn
MalUEHTHU C HEKJIAIMHO MPEACHPAHO MBKACHE, ITpUEMaIln anukcaban 3a HpO(bI/IHaKTI/IKa Ha MHCYJIT U
CHCTEMEH eMOOIHU3bM, Pe3yNTaTUTE MOKa3BaT QUIYKTyalusi MKy TUKOBUTE U Hali-HUCKUTE HUBA TO-
Manka ot 1,7 metr. [lpn nannenTn, npuemamy anvkcaban 3a edenne Ha J[BT u BE wnn nmpodmmaktrka
Ha peruauBupanti [IBT u BE, pesyntarure moka3Bat mo-maika oT 2,2-KpaTHa (pIyKTyamus MexIy Ha-
BHUCOKHTE U HaM-HUCKUTE HUBA.

Tabauua 4: IlpensuaeHa ekcno3uuus U AaHTH-PaKTOP Xa AKTUBHOCT HA alIUKCa0aH B
CTAIIMOHAPHO ChCTOSTHUE

Anukc. Anukc. Makc. antu-  [MuH. anTH-paKTOP
Cmax (ng/ ml) Cmin (ng/ ml) daxrop Xa Xa aKTHBHOCT HA
AKTUBHOCT Ha anukc. (IU/ ml)
anukc. (IU/ ml)
Menuana [5-u, 95-u nepieHTu|
Ipochunaxmuxa na uncyam u cucmemen emboauzovm: HKIIM
2,5 mg 1Ba IbTH 123 [69, 221] 79 [34, 162] 1,8 [1,0; 3,3] 1,2 [0,51; 2,4]
ITHEBHO*
S5 mg Ba MbTH 17191, 321] 103 [41, 230] 2,6 [1,4; 4,8] 1,5[0,61; 3,4]
ITHEBHO
Vleuenue na /[BT, newenue na BE u npogpunaxmuxa na peyuousupawu /{BT u BE (1BTEC)
2,5 mg nBa MbTH 67 [30, 153] 32 [11,90] 1,0 [0,46; 2,5] 0,49 [0,17; 1,4]
MHEBHO™®
5 mg 11Ba ITbTH 132 [59, 302] 63 [22, 177] 2,1[0,91; 5,2] 1,0 [0,33; 2,9]
ITHEBHO
10 mg nBa mbTH 251111, 572] 120 [41, 335] 4,2 11,8; 10,8] 1,9 [0,64; 5.8]
ITHEBHO

* Tlomymanusi ¢ KOpUTrUpaHa 03a Bb3 OCHOBA HA 2 OT 3 KpUTEPHSI 32 HAMAJIIBaHe HA J103aTa B IPOYYBAHETO
ARISTOTLE.

Makap de mpu JiedeHne ¢ anukcabaH HsIMa HEOOXOIMMOCT OT PYTHHHO CII€ZICHE Ha eKCIIO3HIINATA,
KaJuOpupaH METO/ 32 KOJIMYECTBEHO OTpeielisiHe Ha aHTU-(akTop Xa Moxe Ja Obae MoJie3eH pu
W3BBHPEIHH CUTYallH, KOraTo HHpopManusaTa OTHOCHO €KCIIO3ULIUATA Ha aniKkcabaH MOKe Jja TIOMOTHE
3a B3UMaHETO Ha HH)OPMHUPAHU KIIMHUYHHU PEIlIeHNs], HAalIPUMEp TIPH MPE03UpaHe U CIICIHA
XUpPYpPrUYHA WHTEPBEHIIHA.

llennaTpruyHa nomyJanus

B neauatpuuHMTe MpOyYBaHUsA Ha anukcadaH e u3noi3Bal TecTbT STA® Liquid Anti-Xa apixaban.
Pesynratute oT Te3u poyuyBaHUs coUaT, Y€ JIMHEHHATA BPh3Ka MEXK/y KOHIICHTPAIUATA Ha allnKCcaObaH U
anTH-pakTop Xa akTuBHOCTTA (AXA) € ChIIOCTaBMMA C JOKYMEHTHpaHAaTa MPEar TOBA BPh3Ka IPU
BB3pacTHHU. TOBa MOJKPETI AOKYMEHTUPAHUS MEXaHU3bM Ha JISHCTBHE Ha allMKca0aH KaTo CEIEKTHBEH




HHXUOHUTOp Ha FXa.

B pamkute Ha rpynara ¢ Terio ot 9 go > 35 kg B npoyuBane CV185155 cpeanara reomerpuyna (%CV)
Ha MuHnManHata AXA u makcumaniarta AXA e mexny 27,1 (22,2) ng/ml u 71,9 (17,3) ng/ml,
CHOTBETCTBAIO Ha cpeana reomerpudHa (%oCV) Cminss u Cmaxss 30,3 (22) ng/ml u 80,8 (16,8) ng/ml.
Excro3uimuTe, MOCTUTHATY NP Te3H Anana3zoHu Ha AXA npu neguaTpuyHyA CXeMH Ha TpHiaraHe, ca
CPaBHUMHU C T€3H IIPU BH3PACTHH, KOMTO TOJy4aBar J103a arikcadaH 2,5 mg Ba MbTH JHEBHO.

B pamkwure Ha rpymara ¢ Terso ot 6 mo > 35 kg B mpoyuBane CV185362, cpennara reomerprana (%oCV)
Ha MuHnManHa AXA n Ha MakcumanHata AXA e mexnay 67,1 (30,2) ng/ml u 213 (41,7) ng/ml,
CHOTBeTCTBAIO Ha cperana reomerpudHa (%oCV) Cminss u Cmaxss 71,3 (61,3) ng/ml u 230 (39,5) ng/ml.
ExcriozunumnTe, MOCTUTHATY TIPH TE3H AUana3oHd Ha AXA Npy MeHaTpUIHU CXEMH Ha MIPUIaraHe, ca
CPaBHHMMH C TE€3H NPU BH3PACTHU, KOUTO MOTYy4aBaT 7032 alluKcadan 5 mg Ba MbTH THEBHO.

B pamkuTte Ha rpynara c Terio ot 6 10 > 35 kg B npoyuBane CV 185325 cpennara reomerpudna (%CV)
Ha MuHnManHata AXA u MmakcumanHata AXA e mexny 47,1 (57,2) ng/ml u 146 (40,2) ng/ml,
CHOTBETCTBAILO Ha cpeana reomerpuyna (%CV) Cminss u Cmaxss 50 (54,5) ng/ml u 144 (36,9) ng/ml.
Ekcno3unuunre, NOCTUTHATH NpU Te3U Auana3oHd Ha AXA npu neiuaTpuiyHy CXEMH Ha IpujlaraHe, ca
CPaBHHMMHU C TE€3H IPH Bb3PACTHU, KOUTO [IOJY4aBaT 7032 allMKcabad 5 mg IBa IbTU THEBHO.

[Iporuo3HaTa eKCHO3UIKS B CTAIIMOHAPHO CHCTOSIHUE M aHTH-(aKTOp Xa aKTHBHOCTTA 3a
NeIUaTPUIHATE TPOYIBAHMS TIPEIoarar, 4e (yKTyanusra Ha KOHIIGHTpaLysTa Ha alnKcabaH oT
MHUKOBA JI0 Hali-HUCKa KOHIICHTpAIIHs B CTAIlMOHAPHO CHCTOSIHUE U Ha HUBaTa HA AXA ca
MPUOTU3UTENHO 3-KpaTHH (MUH., Makc.: 2,65 — 3,22) B o0maTa nomysiamus.

Kinanyna edukacHoCT 1 0€30IMacHOCT

Tpodbunakmuxa Ha uHcyam u cucmemer emOoIU3bM NPU NAUUCHIMU C HEeKIIANHO NPeO0CHPOHO MBbIUCOEHEe
(HKIIM)

06110 23 799 BB3pacTHU MAIUEHTH ca PaHAOMU3HPaHH B KinHu4HaTa nporpama (ARISTOTLE:
anmkcaban crpsmo Bapdapun, AVERROES: anukcaban cripsiMo aleTHIICATUIMIIOBA KHCEITNHA),
BkiouBama 11 927 pargomusupanu Ha anvikcabaH. J[M3aiiHBT Ha Mporpamara el J1a ce JeMOHCTPHpa
euKacHOCTTa 1 0€30MaCHOCTTA Ha anruKcadaH 3a NMPOQPHIAKTHKA Ha HHCYJIT U CUCTEMEH eMOO0JIN3bM
MIPU TTALUEHTH ¢ HEKJIaHO npenchpaHo MexiaeHe (HKIIM) u eaun win oBede TOMbIHUTEHU PUCKOBH
(hakTopa, Karo:

- MPEAXOJCH UHCYIT WU TPaH3UTOpHA ncxemMuyHa araka (THA)

- Bb3pacT = 75 roiuHu

- XHUIIEPTOHUS

- 3axapeH auader

- CUMITTOMAaTHYHA ChpaeyHa HepocTaThbuHocT (Kimac mo NYHA > II)

Ilpoyusane ARISTOTLE

B mpoyuBaneto ARISTOTLE 06mro 18 201 Bp3pacTHM NAIMEHTH ca paHAOMHU3UPAHU HA JIBOIHO-CIIAIIA
Tepanus C anukcabaH 5 mg JBa MTH JHEBHO (WK 2,5 mg JiBa IHTH JTHEBHO NPU M30paHH NMAallUeHTH
[4,7%], Bx. Touka 4.2) nnu Bapdaput (ueneBu INR obxsar 2,0-3,0), 1 naumeHTUTE Ca EKCIIOHUPAHU Ha
HU3IMUTBAHOTO aKTMBHO BEIICCTBO 3a IIEPUOJ OT CPEIHO 20 Meceua.CpeﬂHaTa BB3pACT € 69,1 ronunmy,
cpeanuar CHADS? ckop € 2,1 u 18,9% ot nauuenture umaT npeaxoaeH uacyit wim THA.

B IIpOy4YBaHETO anukca0aH IMOCTUTA CTATUCTHYECKH 3HAYNMO IIPEBB3XO0ACTBO 11O OTHOIICHHUE HA
I’bpPBUYHATA KpaliHA TOYKA 3a TPEBEHIIMSI HA HHCYJT (XeMOPArHYCeH WIIH UCXEMUYCH) U CUCTEMEH
eMOom3bM (BK. Tabmura 5), cpaBHEHO ¢ BapdapuH.

Tab6umna 5: Pesyaratn mo oTHOImIeHHe HA eUKACHOCTTA NIPH MAIMEHTH C MPeICHPAHO MbK/IeHEe B
npoyuBaHeTo ARISTOTLE



Anmnkcaban | Bapdapun | KoepunmenT Ha puck |p-cToii- HOCT
N=9 120 N=9 081 (95% AN)
n (%/ron.) | n (%/ron.)
MucynT nim cuctemed embonuseMm | 212 (1,27) | 265 (1,60) 0,79 (0,66; 0,95) 0,0114
Nucynt
McxeMUYeH WiIN HEeolpeneaeH 162 (0,97) | 175(1,05) 0,92 (0,74; 1,13)
XeMoparuicH 40 (0,24) 78 (0,47) 0,51 (0,35; 0,75)
CucremMeH eMOOJIU3bM 15 (0,09) 17 (0,10) 0,87 (0,44; 1,75)

3a marMeHTuTe, PaHIOMU3UPaHU Ha BapdapuH, MeIuaHaTa Ha MIPOICHT OT BpeMe B TePareBTUICH
muarazoH (BTH) (INR 2,0-3,0) e 66%.

AnykcabaH Moka3Ba HaMaJsiBaHE HA MHCYJITA U CHCTEMHUS] eMOOITU3bM, CPaBHEHO ¢ BaphapuH, Ipu
paznuunuTe HUBa HAa BTU B oTAeIHUTE U3CIE0BATEICKHA UEHTPOBE; B HAil-BUCOKUS KBapTuil Ha BTU
CTIIOpEe]T U3CIIEA0BATENICKHUS IEHThP, KOS(UITMEHTHT Ha PUCK Ha anmuKcabaH crpsimMo Bapdapus e 0,73
(95% U, 0,38; 1,40).

KirroyoBHTEe BTOPUYHY KPAifHU TOYKH 32 MACUBHOKBPBEHE M CMBPT IO BCSAKAKBA IPHYHMHA Ca TECTBAHH B
Ipe/IBapUTEIIHO ONpEeieHa CTpaTerus 3a iiepapXuIHOTO TECTBAHE, 3a Jla ce KOHTpoiupa obmara tun |
T'p€llKa B IPOYYBAHCTO. CTaTHCTHYECKH 3HAYHUMO IMMPEBBH3XO0ACTBO CHIIO € IMOCTUTHATO B KIIFOUOBUTC
BTOPUYHH KPAifHM TOYKH KaKTO 32 MACHBHO KbPBEHE, TaKa M 32 CMBPT 10 BCIKAKBa IPHYHHA (BXK.
Tabnuma 6). C momgoOpsiBane Ha npociensBaHeTo Ha INR HamansBat HaOmOIaBaHUTE TION3U OT
anukcabaH, cpaBHEH ¢ BapdapyrH, 10 OTHOIIEHHE Ha TIOKa3aTelsi CMBPT 110 BCSIKAaKBa MPUYMHA.

Tabauua 6: BropuyHu KpailH¥ TOYKM IIPU MALUEHTH € NPEeACHPAHO MbK/IeHe B IPOYYBAHETO
ARISTOTLE

Anukcadan Bapdapun Koeduumenr Ha | p-cToiiHOCT
N=9088 N=9052 puck
n (%/ronuna) n (%/roauna) (95% IAN)
PesynraTtu o oTHOIIIEHUE HA KbPBEHE
MacuBHO* 327 (2,13) 462 (3,09) 0,69 (0,60; 0,80) <0,0001
DartaaHO 10 (0,06) 37 (0,24)
BvTpeue- pemHo 52(0,33) 122 (0,80)
Macugno + K3HMT 613 (4,07) 877 (6,01) 0,68 (0,61; 0,75) <0,0001
BcsikakBo 2356 (18,1) 3 060 (25,8) 0,71 (0,68; 0,75) <0,0001
/Tpyru kpaliH TOUKH
O61a CMBPTHOCT 603 (3,52) 669 (3,94) 0,89 (0,80; 1,00) 0,0465
MuokapaeH nHpapKT 90 (0,53) 102 (0,61) 0,88 (0,66; 1,17)

* MacuBHO KBPBEHE, OIPCACIICHO ChIIIACHO KPUTCPHUUTE HA Me)K,HyHapOZ[HOTO APYKECTBO IO TpOM603a u

xemocro3a (ISTH).

T Clinically Relevant Non-Major — KniuHNYHO-3HaYNMO HEe-MaCHBHO KbPBEHE

O6mara yecToTa Ha IpeKpaTsBaHe NOpaau Hexenanu peakuuu e 1,8% 3a anukcadan u 2,6% 3a
BapdapuH B npoyuBaneTo ARISTOTLE.

Pesynrature o otHOmeHNE Ha e(hUKACHOCTTA 32 TIPEABAPUTEITHO OTIPEIEICHUTE MTOTPYITH, BKIFOYBAIIH
CHADS? ckop, Bb3pacT, TEJIECHO TEIJIO, N0, CTaTyC Ha ObOpeuHaTa QyHKUHMS, IpeaxoaeH MHCYIT Wi
TUA u nmabeT, ChOTBETCTBAT HA ITBPBUYHHUTE PE3YIITATH 32 €(PUKACHOCT HA OOIIaTa MOIyIaus,
MpoyYeHa B U3MHUTBAHETO.



YecTtoTaTa Ha MacCHMBHO TaCTPOMHTECTHHAIHO KbpBeHe 1o ISTH (BKIIOYMTEIHO KBpPBEHE OT TOPHHS
racTPOMHTECTUHAJIEH TPAKT, JOTHHSI TACTPOMHTECTHHAJIEH TPAKT U peKTalIHO KbpBeHe) € 0,76% Ha roanHa
c anukcaban u 0,86% Ha ronuHa ¢ BapdapuH.

PesynraTure no oTHOIIICHHE MAaCUBHO KBPBEHE 32 MPEABAPUTEITHO ONPEICIICHUTE MOIIPYIIH,
sxmousamn CHADS?2 ckop, Be3pacT, TEJIECHO TEIIo, 0, CTaTyc Ha ObOpeyHaTa QYHKIMA, MpeaxoaeH
nHcyaT win TUA n nuaber, ChOTBETCTBAT Ha PE3yJITaTH 3a O0IaTa MOIyJIaIs, MPOyUYeHa B
W3MUTBAHETO.

Ilpoyusane AVERROES

B mpoyuBanero AVERROES 06110 5 598 Bp3pacTHN ManueHTH, CYETEHN OT U3CIIEA0BATENNTE 32
Henoaxomsany 3a VKA, ca paHgoMu3npaHu Ha JIedeHne ¢ annkcabaH 5 mg 1Ba ITbTH THEBHO (TUTH
2,5 mg 1Ba TbTH JAHEBHO MpH U30paHu nanueHTH [6,4%)], BK. Touka 4.2) Wi aleTUICATUIINIOBA
KHCEJIMHA.

ATETHIICATUITIIIOBA KUCENIMHA € JaBaHa KaTo eIHOKpaTHa JHEeBHA 1032 oT 81 mg (64%), 162 (26,9%),
243 (2,1%), wu 324 mg (6,6%) 1o npereHka Ha u3cienonarens. [laiueHTuTe ca eKCIoHUpaHu Ha
M3MUTBAHOTO aKTUBHO BEIIECTBO 3a NepuoJ oT cpenHo 14 mecena. CpennaTa Bb3pact € 69,9 rogunu,
cpenuust CHADS?2 ckop e 2,0 u 13,6% ot nmanueHTUTe UMaT npeaxoaeH uueynt win THUA.

UectuTe MpyUyMHM 32 JIMIIca Ha TIoka3aHus 3a VKA Tepanusra B npoyuBaneto AVERROES BxirouBat
HEBBH3MOKHOCT/MAJIKa BEPOSITHOCT JIa C€ TOCTUTHAT cToMHOCTH Ha INR B paMKuTe Ha M3MCKAHUTE
nHTepBanu (42,6%), manneHThT oTKa3Ba iedenne ¢ VKA (37,4%), CHADS?2 ckop= 1 u nekapAr He e
npenopbuai geucHue ¢ VKA (21,3%), He MOKe J1a ce pa3uuTa, Y€ NalMeHTHT IIE CE€ MPUIbPIKA KbM
yKa3aHusATa 3a JekapcTBeHus npoaykT VKA (15,0%), u TpymHOCT/0o4akBaHa TPYJHOCT TIPU CBbP3BaHE C
MaIenTa B CIy4ail Ha cIielrHa npomsiHa B po3ata (11,7%).

AVERROES e npekpaTeHo mo-paHo Bh3 OCHOBA Ha MPENnopbKa oT HezapucuMus Komuret 3a
Ipociens BaHe Ha JaHHWUTE, TIOPAAM SICHO JJOKA3aTEJICTBO 33 HaMAJIIBaHE Ha MHCYJITAa M CUCTEMHUS
eMOOJIM3BM C MTPUEMITHB PO I Ha OE301TaCHOCT.

OOmUAT pe3y/ITar 3a MpeKpaTsaBaHe Mopaau Hexenanu peakiuu e 1,5% 3a anukcadan u 1,3% 3a
aleTWICATUIIIOBA KucenuHa B mpoyuBanetro AVERROES.

B IIpOy4YBaHETO anuKcadaH MOCTUra CTATUCTHYECKH 3HAYMMO IMPEBB3XOACTBO 11O OTHOLICHHUE HA
II’bpBUYHATA KpaﬁHa TOYKa 3a IIPCBCHI WA Ha UHCYIIT (XeMOpaFI/I‘IeH, HUCXEMUYCH UJIM C HCONIPECACIICH
HpOI/IBXO,I[) WA CUCTEMEH eMOOIU3bM (B)K. Ta6mz1ua 7), CpaBHCHO C allCTWICAJIMIINIIOBA KUCCIINHA.

Tabsmuna 7: Kiro4oBu pe3yiTaTi 10 OTHOLIEHHE HA e(PUKACHOCTTA MPH MANMEHTH ¢ NPeIchpPAHO
MbkIeHe B mpoyuBaHeTo AVERROES

Anmkcadan | Anermiacaaunuioa | Koepuuuenr Ha | p- croii-

N=2807 KHCeTHHA pucCK HOCT

n (%/ron.) N=2791 95% AN)

n (%/ron.))

IMHCYNT Wik cUcTEMEH 51(1,62) 113 (3,63) 0,45 (0,32; 0,62) | <0,0001
eMOo3BM *
MuCcynT
McxeMUdeH Wik HEeOoIpeIeIeH 43 (1,37) 97 (3,11) 0,44 (0,31; 0,63)
XeMoparuicH 6 (0,19) 9(0,28) 0,67 (0,24; 1,88)
CucrtemMeH eMOOJIU3bM 2 (0,06) 13 (0,41) 0,15 (0,03; 0,68)
IMHCYNT, CHCTEMEH €MOOIHM3bM, 132 (4,21) 197 (6,35) 0,66 (0,53; 0,83) 0,003
MU, nnm cpaoBa CM'pr*T
IMuokapaeH HHQapKT 24 (0,76) 28 (0,89) 0,86 (0,50; 1,48)




Cb10Ba CMBPT 84 (2,65) 96 (3,03) 0,87 (0,65; 1,17)

00112 CMBPTHOCT 111 (3,51) 140 (4,42) 0,79 (0,62; 1,02) 0,068
* OLIGHEHO Ype3 CTpaTerys 3a MOCJIEI0BATENHO TECTBAaHE, pa3paboTeHa Jla KOHTpoJMpa odmara v | rpemka B
[IPOYYBaHETO

+ BropruHa KpaiiHa TouKa

Hsma cTaTHCTHYECKH 3HAUMMa Pa3iifKa B UeCTOTAaTa HA MACHBHO KBPBEHE MEX /Ty allMKcabaH u
arneTUICATUIMIOBa KucenuHa (Bx. Tabnuna 8).

Taéauua 8: Cr0uTHA HA KbPBEHe MPH NAIMEHTH ¢ MPeIChPAHO MbiKA€eHe B MPOYYBAHETO
AVERROES

AnmnkcadaH Anerniacasuuu | KoepumueHnT Ha puck| p-croii-
N=21798 JIOBA KHUCEJIMHA (95% AN) HOCT
n (%/ronuHa) N=2780
n (%/roquna)
MacuBHO* 45 (1,41) 29 (0,92) 1,54 (0,96; 2,45) 0,0716
daTtanHo, n 5(0,16) 5(0,16)
BvTpeuepenHo, n 11 (0,34) 11 (0,35)
Macusro + K3HM T 140 (4,46) 101 (3,24) 1,38 (1,07; 1,78) 0,0144
BcsikakBo 325 (10,85) 250 (8,32) 1,30 (1,10; 1,53) 0,0017

* MacHBHO KbPBEHE, OIPE/IEIICHO CHINIACHO KPUTEPUHTE Ha MEXTyHapOAHOTO IPY>KECTBO II0 TPOMO03a U
xemocrasa (ISTH).
+ KnnHIYHO-3HAYUMO HEe-MaCHBHO KbPBEHE

Hayuenmu ¢ HKTIM ¢ OKC w/unu noonoocenu na IIKH

B AUGUSTUS, otkpuTO, paHIoMu3upaHo, KOHTPOJIUPAHO MpoyuBaHe ¢ 2 1o 2 (akTopeH au3aii, ca
BrintoueHn 4 614 pp3pactau namuentu ¢ HKIIM, xouto ca ¢ OKC (43%) w/mim ca momioxxenu va [TIKU
(56%).Bcruky marpieHTy mosry4aBaT OCHOBHO JiedeHue ¢ P2Y 12 uaxuburop (knomuaorpen: 90,3%),
MPEIUCAH ChIVIACHO CTAHIAPTHUTE TPIIKH.

[NarmentuTe ca pangomusupanu 1o 14 nau cnen OKC w/umm [1IKU na nmomyyaBat anmukcaban 5 mg iBa
ITETU THEBHO (2,5 mg 7Ba MTH JHEBHO, aKO Ca U3IIBIHCHU J[BA WM MTOBEYE OT KPUTEPHUUTE 32
HaMaJIsIBaHe Ha j03aTa; 4,2% nomydaBaT nmo-Hucka go3a) uin VKA, kakto 1 ACK (81 mg Benubx
THEeBHO) mim Tutane6o. CpemHata Bb3pact € 69,9 roguan, 94% OoT paHIOMH3HpaHHUTE TAIIMEHTH UMAT
CHA2DS2-VASc ckop >2 u 47% umat HAS-BLED cxop >3. 3a nanueHTute, pangoMu3npand Ha VKA
MIPOIEHTHT OT Bpeme B TepaneBTrueH naTepBan (BTU) (INR 2-3) e 56%, xato 32% oT BpemeTo € nox
BTH, a 12% — nag BTHU.
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[IspBrunara nen Hva AUGUSTUS e na orieHn 6€3011acHOCTTa, KaTo MbPBUYHATA KpaifHa TOYKA ©
macusHO 1o ISTH mnu K3HM xbpBene. [Ipu cpaBHennero Ha anmkcaban cpsmo VKA, mepBuyHaTa
KpaiiHa Touka 3a 6e3omacHocT MacuBHO 1o ISTH unu K3HM kbpBene Ha Mecen 6 ce HabronaBa
cbotBeTHO 1ipu 241 (10,5%) n 332 (14,7%) nanueHTn B paMoTO Ha anuKkcadaH u B pamoto Ha VKA
(HR=0,69, 95% CI: 0,58, 0,82; 2-ctpanna p< 0,0001 3a He mo-manka eduxacuoct u p<0,0001 3a
MPeBB3X0ACTBO). 3a VKA, JOMBIHUTETHATE aHAIHM3H ¢ U3Moia3BaHe Ha noArpynu o BTU nokassar, ue
Hal-BHCOKaTa 4YeCTOTA Ha KbPBEHE CE CBBP3Ba ¢ Hail-HUCKUs kBapTiil Ha BTU. YecroraTa Ha KbpBeHE €
CXOIHA MEXy anukcabaH u Hal-BuCcOKus KBapTil Ha BTHU.

Ipu cpasuenuero Ha ACK crpsiMo ruiare6o, mbpBUYHATA KpaliHa TOUKa 3a 6¢30MacHOCT MACHBHO MO
ISTH nnu K3HM kwpBene Ha Mecelr 6 ce HaOmomaBa crotBeTHO Tipu 367 (16,1%) u 204 (9,0%)
manueHTd B pamoTo Ha ACK u B pamoro nHa miane6o (HR=1,88, 95% CI: 1,58, 2,23; nBycTpanHa
p<0,0001).

[To-KOHKPETHO MpH MAIMEHTHTE, JIKYBaHHU ¢ anukcaban, MmacuBHO i K3HM kbpBeHe ce HaOmonaBa



cpoTtBeTHO 1ipu 157 (13,7%) u 84 (7,4%) narmentu B pamoto Ha ACK u B pamoTo Ha 1mrane6o. [Ipu
naruenTuTe, ekyBanu ¢ VKA, macusao i K3HM kbpBere ce HabmoqaBa choTBeTHO Tipu 208
(18,5%) u 122 (10,8%) nmauuentu B pamoto Ha ACK 1 B pamoTo Ha mane6o.

Hpyru edexTn Ha TeUEHNETO ca OLEHEeHH KaTO BTOPUYHA I1eJ1 Ha TIPOYYBAHETO ChC ChbCTaBHU KpaitHH
TOYKH.

[Ipu cpaBHEeHHETO Ha anmKkcadaH crpsMo VKA, komOMHMpaHaTa KpaiiHa TOUKa OT CMBPT HITH
pexocruTanuzanus ce HabiromaBa cboTBeTHO 1pu 541 (23,5%) n 632 (27,4%) manmeHTH B paMoTO Ha
anukcabaH u B pamoto Ha VKA. KomOnHupaHara kpaiiHa TO4YKa OT CMBPT MM UCXEMUYHO CHOUTHE
(mHCYNT, MHGAPKT HA MUOKapAa, TPOMOO3a Ha CTEHT WJIH CIIENIHA PEeBACKYIapH3alys) ce HaOmo1aBa
cpoTtBeTHO 1ipu 170 (7,4%) u 182 (7,9%) marmentn B pamoTo Ha anmkcabaH u B pamoTto Ha VKA.

[Tpu cpaBuenuero Ha ACK cnpsimo mianebo, koMOMHUpaHaTa KpaifHa TOYKa OT CMBPT HIIH
pexocruTanu3anus ce HabromaBa cboTBeTHO IipH 604 (26,2%) 1 569 (24,7%) mammeHTH B paMoTO Ha
ACK u B pamoro Ha ruane6o. KomOnHupanaTa kpaiiHa TOYKa OT CMBPT WIH HICXEMUYHO CHOUTHE
(uHCYNT, MH(APKT HA MUOKap/ia, TPOMO03a Ha CTEHT WITH CIIEIIHA PeBacKyIapu3alis) ce Ha0moaaBa
cpoTBeTHO 1ipu 163 (7,1%) u 189 (8,2%) marmentn B pamoro Ha ACK 1 B pamMoTo Ha Tutaneoo.

Hayuenmu, nodnogicenu Ha KAPOUOBEP3UO

EMANATE, oTKpUTO, MHOIOLIEHTPOBO NpOy4BaHe, BKI0YBa 1 500 Bb3pacTHU NALIUEHTH, KOUTO HE Ca
MpUEMaIH NEePOPATHN aHTHUKOATYJaHTH, WIN Ca 3aIl0YHAIM JICUCHHE MPEIH MO-MajKo OT 48 yaca 1 ca
taHupanu 3a kapanosep3uo 3a HKIIM. [Mauuentute ca pangomusupanu 1:1 Ha anukcabaH win
xenapuH n/umu VKA 3a npodunakTuka Ha ChpIIeYHOCHI0BU chOUTHS. Enekrpudecko n/umu
(hapMaKoJIOTHYHO KapIHUOBEP3HO € MPOBEAEHO ciie]] OHE 5 103K OT 5 mg JBa IbTH JHEBHO anuKcabaH
(wmm 2,5 mg 1Ba IHTH JTHEBHO TTPH W30paHU MAIUEeHTH (BXK. Touka 4.2)) Win MmoHe 2 yaca cliell
HaToBapBaia 103a oT 10 mg (um 5 mg HaToBapBaIa j03a Mpu U30paHu MaueHTH (BX. Touka 4.2)), ako
€ Heo0XOIMMO TI0- PAaHHO KapanoBep3uo. B rpynara Ha anukcaban, 342 nanyeHTy mojryyaBat
HaToBapBama s103a (331 momyuasar fo03a ot 10 mg u 11 manueHTH NOTyYaBar 103a OT 5 mg).

B rpynara na anukcaban (n = 753) He HacTbBaT uHcynTH (0%), a B rpynara Ha xenapuH n/umm VKA (n
=747; RR 0,00, 95% CI 0,00, 0,64) ractemsat 6 (0,80%) uacynra. CMBPT 11O BCSKAaKBa MPHYUHA CE
Habmogasa npu 2 napienTtd (0,27%) B rpynara Ha anukca0an u 1 manuent (0,13%) B rpymnaTa Ha
xenapuH u/umu VKA. He ca noknaaBanu cbOUTHSI Ha CHCTEMHA eMOOITHSL.

CnOutnsa Ha macuBHO KbpBeHe 1 K3HM ce nabmomasar cporBetHO npu 3 (0,41%) u 11 (1,50%)
MAaIMEeHTH B rpynara Ha anukcabaH B cpaBHenue ¢ 6 (0,83%) u 13 (1,80%) maiueHTy B rpymnaTa Ha
xenaput n/mmn VKA.

ToBa ekcIuiopaTopHO POyYBaHE NIOKA3Ba CPABHUMA €PUKACHOCT U O€30MaCHOCT MEXILY
TepaneBTUYHUTE TPYIH Ha anukcabaH u xenapuH w/mwin VKA B ycloBusTa Ha KapJHOBEP3HO.

Jleuenue na J{BT, nevenue na BE u npogpunaxmuxa na peyuousupawu JIBT u BE (1BTEC)

Ju3aiiHpT Ha KIIMHAYHATA Tporpama 3a Bb3pacTHu (AMPLIFY: anmkcaban cripsiMmo
enokcanapun/Bapdpapua, AMPLIFY-EXT: anukcaban cnpsimo miiane0o) uMa 3a Lell 1a J0Kaxe
edukacHoCTTa 1 Oe30macHOCTTa Ha annkcabaH 3a jgeueHne Ha [IBT w/wu BE (AMPLIFY) u Ha
MPOAB/DKEHUETO Ha TepanusTa 3a npodunakruka Ha peuuausupaiiu JIBT w/unu BE cien 3aBbpiiBane
Ha 6 10 12- MecedeH Kypc Ha anTukoarynantHo jeuenue 3a JABT n/unu BE (AMPLIFY-EXT). U nBete
MIPOYUYBaHM Ca PaHAOMHU3UPAHH, TAPAIETHOIPYIIOBH, ABOWHOCIENH, MyJITHHALIMOHATIHY N3ITUTBaHUS
MpHY TAMEHTH ChC cUMIITOMaTuyHa npokcuMmania JIBT unu cumntomatuded bE. Beuuku kputepun 3a
OIIeHKa Ha 0e30MacHOCTTa U ePUKACHOCTTA ca OWJIH MPELeHABaHN OT HE3aBUCHMA 3aciierieHa KOMHUCHSI.

Ipoyusane AMPLIFY

B npoyuBaneTo AMPLIFY ca pangomusupanu o6mo 5 395 Bp3pacTHH MAIIUEHTH 3a JICUCHHE C
anmkcabad 10 mg aBa MTU THEBHO NEPOPAITHO B MPOIABIDKEHIE Ha 7 THU, MOCICIBAHO OT alrKcadaH
5 mg iBa MbTH JHEBHO MEPOPATHO B IPOIBIDKCHUE Ha 6 Mecella, wiu eHokcamapuH 1 mg/kg nBa mbTu




THEBHO MOJKOKHO 32 MUHUMYM 5 mHU (10 INR > 2) u Bapdapun (tapreren uarepsan Ha INR croitHOCTH
ot 2,0-3,0) mepopaiHo B IPOABDKCHHE Ha 6 Mecelia.

Cpennara Bb3pact € 56,9 rogunu u 89,8% 0T paHIOMU3HpPAHUTE MAITUEHTH Ca UMaJId HETIPOBOKUPAHU
crOuTnsa Ha BTE. Ilpu pannommsupannTe Ha Bap(apuH NaMEHTH, CpeaHaTa MPOIIeHTHA CTOHHOCT Ha
BpeMeTo B TepaneBTuuHust nHTepBai (INR 2,0-3,0) e Ouna 60,9. Anukcaban noka3Ba HamaJIsiBaHE Ha
peunausute Ha cumnroMarnded BTE unu cebp3anara ¢ BTE cmbpTHOCT npu pasnuyunu HuBa Ha BTH B
OT/ICJIHUTE M3CJIE/IOBATEIICKU 1IEHTPOBE; B Hail-BUCOKHUS kKBapTuil Ha BTU criopen n3ciienoBaTencKust
LIEHTHP, OTHOCUTEITHUSAT PUCK TPH anukcabaH crpsiMo eHokcanapus/BapdapuH e 6mn 0,79 (95% AU,
0,39; 1,61).

IIpu ToBa mpoy4BaHe € YCTaHOBEHO, Ye anuKcabaH uMa € o-Majka e(uKacHOCT OT
eHOKcanapvH/BappapiH B KOMOWHHpaHaTa MbPBUYHA KpaifHa TOUKA 3a CIIy4auTe, MPElicHEHH KaTo
peunauBupan cumntomarnieH BTE (nedartanna [IBT unu vHedartanen bBE) unmu BTE-cBbp3ana
cMBpTHOCT (Bk. Tabnmma 9).

Tabanna 9: Pesynaratu 3a epukacHoct B npoyusadero AMPLIFY

Anukcadan Enokcanapun/  |OtHocutenen puck (95% JAN)
N=2 609 Bapdapun
n (%) N=2 635 n (%)
BTE wiwm cBbp3aHa ¢ 59 (2,3) 71(2,7) 0,84 (0,60; 1,18)*
BTE cMbpTHOCT
JIBT 20 (0,7) 33(1,2)
BE 27 (1,0) 23(0,9)
cBbp3ana ¢ BTE 12 (0,4) 15 (0,6)
CMBPTHOCT
BTE nnu o6mia 84 (3,2) 104 (4,0) 0,82 (0,61; 1,08)
CMBPTHOCT
BTE wm o61ma cbioBa 61(2,3) 77 (2,9) 0,80 (0,57; 1,11)
CMBPTHOCT
IBTE, cepp3ana ¢ BTE 73 (2,8) 118 (4.5) 0,62 (0,47; 0,83)
CMBPTHOCT HJIH
MAacCHBEH KPHBOW3JIMB

* He mo-masika e(rKacHOCT B CpaBHEHHE ¢ eHoKcanapuH/BapdapuH (p-croiiHocT < 0,0001)

EdukacHocTTa Ha anmkcabaH mpu HadaaHo JiedeHue Ha BTE e 6una cxomHa mpu NarueHTUTe, JICKyBaHH
3a BE [oTHOCHTENEH puck 0,9; 95% U (0,5; 1,6)] unu 3a JIBT [oTHOCHTENeH puck 0,8; 95% JIU (0,5;
1,3)]. EdbukacHOCTTa IpH pa3TUYHUTE MOTPYIIH, BKIFOYBAIIN Bh3PACT, MOJI, MHAEKC HA TEJIeCHaTa Maca
(UTM), 660peuna ¢byHKIMSA, MHAEKC 3a pa3npocTtpaneHue Ha bE, mecrononoxenne va tpomba npu JIBT
Y TpeecTBania ynorpeda Ha HHTPaBeHO3eH XeIapyH, 10 PaBWIIO € OuIla CXOIHa.

[IbpBHYHaTaA KpaliHa TOYKA 332 0€30MACHOCT € OMiTa MaCHMBEH KPbBOM3/IKB. B mpoyuBaHeTo arukcabaH
CTaTHCTUYECKH MPEBB3X0XK/Ia EHOKCAapuH/BaphapuH N0 OTHOIIEHHE Ha ITbPBUYHATA KpaliHa TOYKa 3a
6e3omacHocT [oTHOCUTeNeH puck 0,31, 95% nosepurenen unrepsai (0,17; 0,55), P-croitHoct <0,0001]
(Bx. Tabmuma 10).

Tab6uuma 10: PesynraTn 3a KppBousaus B npoyusanero AMPLIFY

Anukcadan Enoxcanapun/ OTHOCUTe/IEH pUCK
N=2 676 Bapdapun (95% AN)
n (%) N=2 689

n (%)




MacwuBeH 15 (0,6) 49 (1,8) 0,31 (0,17; 0,55)
Macusen + K3HM 115 (4,3) 261 (9,7) 0,44 (0,36; 0,55)
Mabk 313 (11,7) 505 (18,8) 0,62 (0,54; 0,70)
BcskakbB 402 (15,0) 676 (25,1) 0,59 (0,53; 0,66)

Crydaute, IpelieHeHN KaTo MacuBeH KpbBouznuB U K3HM kpbBOM3IHB BBB BCSIKAa aHATOMUYHA 30HA Ca
OWiIM 10 MPaBUIIO MO-MAJIKO B rpynaTa Ha anukcabaH B CPaBHEHHUE € TpyIara Ha
eHokcamnapuH/Bapdapun. Cirydante, penieHeHn KaTo MachBeH KpbBouzius Mo ISTH ot

racTPOMHTECTHHAIHUS TPAKT, ca HacThIim npH 6 (0,2%) nexyBanu ¢ anukcabaH nanyueHTy 1 npu 17
(0,6%) nexyBaHM ¢ €HOKCcarapuH/BaphapyH MalueHTH.

Ipoyusane AMPLIFY-EXT

B npoyuBanero AMPLIFY-EXT ca pangomusupanu o6mio 2 482 Bb3pacTHH NAMEHTH HA JICUCHHE C
anmkcabaH 2,5 mg Ba MbTU JHEBHO MEPOPATHO, artukcabaH 5 mg /1Ba TbTH THEBHO TIEPOPAITHO WITH C
m1anebo B MpoabDKeHne Ha 12 Mecema ciies 3aBppiBaHe Ha 6 10 12-MecedeH HayaIeH Kype Ha
aHTUKoarynanTHo sedenue. Ot Tsx, 836 nanuenth (33,7%) ca yuactanu B npoyuBaneto AMPLIFY
npenu na Obaat BkIroueHu B nmpoyuBaHeTo AMPLIFY-EXT.Cpennara Bp3pact e Onna 56,7 TonvHu 1
91,7% ot paHmOMH3UpPAHHUTE MMALMEHTH Ca UMaJli HenpoBokupanu cpOuTns Ha BTE.

B ToBa npoyuBane u ABeTe 03U anuKcadaH MPeBb3X0XKIAT CTATUCTUYECKH TUIAe00 0 OTHOILICHNE Ha
IIbPBUYHATA KpaliHa Touka cumrroMatideH peruausupait BTE (aedaranna JIBT nimm nedaranen BE)
wiu o011a cMbpTHOCT (Bk. Tabmuua 11).

Tabauua 11: PesyaraTu 3a epukacHoct B npoyusanero AMPLIFY-EXT

Anukcadan | Anukcadan Ilnane6o OTtHocuTesien puck (95% JAN)
2,5 mg 5,0 mg AnukcadaH 2,5 mg Anukcadan 5,0 mg
(N=840) (N=813) (N=829) crnpsiMo mJjianedo | cnpsiMo miamnedo
n (%)
PerimuBrpar 19 (2,3) 14 (1,7) 77 (9,3) 0,24 0,19
BTE mm obma (0,15; 0,40)¥ (0,11;0,33)¥
CMBPTHOCT
JIBT* 6 (0,7) 7(0,9) 53(6,4)
BE™ 7 (0,8) 4(0,5) 13 (1,6)
O06ma 6 (0,7) 3(0,4) 11 (1,3)
CMBPTHOCT
IPerimnBHpa- 14 (1,7) 14 (1,7) 73 (8,8) 0,19 0,20
1 BTE wu (0,11; 0,33) (0,11; 0,34)
CBbp3aHa C
BTE
CMBPTHOCT
IPetiiuBupa- 14 (1,7) 14 (1,7) 76 (9,2) 0,18 0,19
i BTE win (0,10; 0,32) (0,11; 0,33)
ChPICYHO-
ChIIOBA
CMBPTHOCT
HedaTanua 6 (0,7) 8 (1,0) 53(6,4) 0,11 0,15
I[BTT (0,05; 0,26) (0,07; 0,32)




Hedbaranen 8 (1,0) 4(0,5) 15 (1,8) 0,51 0,27
BET (0,22; 1,21) (0,09; 0,80)
BTE- 2(0,2) 3(0,4) 7 (0,8) 0,28 0,45
CBBp3aHa (0,06; 1,37) (0,12; 1,71)
CMBPTHOCT

¥ p-croitHocT < 0,0001

* [Ipn manyeHTH ¢ moBeye OT €HO ChOUTHE, JOTPHHACSIIO 32 ChCTaBHATA KpaiHa TOUKa, ce ChoOlaBa caMmo
II'BPBOTO CHOUTHE (HAMp., aKO Y4aCTHUKBT pa3sue nbpBo JIBT, a mocne nonyun BE, ce chodimasa camo 3a JIBT)
tOTHenHATE yIaCTHUIIM MOXKE JIa IMAaT [TOBEYE OT €IHO CHOUTHE U JIa ca IPEICTABCHHU B JBETE KITaCH(PUKAIIN

EduxacHoctra Ha anmkcaban 3a npodunakTika Ha penuausupaiyd BTE ce mogabpika npu BCHUKH
MOATPYIH, BKJIFOYUTEIHO 110 Bb3pacT, I0JI, MHAEKC Ha TeJecHa Maca U 0bOpedHa (QyHKuus.

[IbpBHYHaTa KpaliHa TOYKA 32 0€30IIACHOCT € MaCHBEH KPhBOU3IIHUB 110 BpeMe Ha JieueHue. B ToBa
MPOYYBaHE YECTOTATa HA MACHBHUTE KPhBOM3IIMBY U 3a JBETE JI03U Ha anMKcabaH HE € MoKa3aia
CTATHCTUYECKH PA3IHUMs B CpaBHEHUE ¢ MUane0oTo. He € mMaio cTaTHCTUYECKH 3HAYUMHU PA3TIMKH 110
OTHOIIICHUE Ha YecToTaTa Ha MacuBHHTEe + K3HM, MankuTe KphbBOU3JIMBY U BCIKAKBU KPBHBOU3JIHBH
MEX]ly TpyIHTE Ha JICUCHHE C armKkcabaH 2,5 mg Ba IbTH JIHEBHO U Te3H ¢ Twianebo (Bxk. Tabmuima 12).

Tabauua 12: PesynaraTu 3a kppBous/aius B npoyusaiero AMPLIFY-EXT
Anukcadan | AnukcadaH Inauedo OTtHocuTtesen puck (95% JAN)
2,5 mg 5,0 mg Anukcaban 2,5 mg Anmnkcalan
(N=840) (N=811) (N=826) CIPSIMO TIIaIe00 5,0 mg
CIIpSIMO TIare6o
n (%)
MacuBeH 2(0,2) 1(0,1) 4(0,5) 0,49 0,25
(0,09; 2,64) (0,03; 2,24)
MacuBeH + 27 (3,2) 35(4,3) 22 (2,7) 1,20 1,62
K3HM (0,69; 2,10) (0,96; 2,73)
Mairbk 75 (8,9) 98 (12,1) 58 (7,0) 1,26 1,70
(0,91; 1,75) (1,25; 2,31)
BcsakakbB 94 (11,2) 121 (14,9) 74 (9,0) 1,24 1,65
(0,93; 1,65) (1,26; 2,16)

Cnyuaute, npeneHeHu kato macuseH 1o ISTH ractpountecTrHaneH KpbBOU3IUB, €4 HACTHIIN NpU 1
(0,1%) nexyBaH ¢ anukcabaH MaIMEHT Ha J03aTa 5 mg JBa IbTH JHEBHO, TIPU HUTO €MH MAIEHT Ha
no3a 2,5 mg nBa metr qHeBHO U mipH 1 (0,1%) marmuenT Ha 1utame6o.

HeZ[I/IaTDI/I‘-IHa nonyjaanus

Jleuenue na eenozen mpomboemboruzvm (BTE) u npoguraxmuxa na peyudusupaus BTE npu
neouampuyHu nayuenmu Ha evzpacm om 28 ouu 0o < 18 2o0unu

[Ipoyusane CV185325 e paHnoMU3UPaHO, aKTHBHO-KOHTPOJIMPAHO, OTKPUTO, MHOTOLIEHTPOBO
Mpoy4BaHe Ha anukcadaH 3a yiedenue Ha BTE npu neguatpuyanyu narueHT. ToBa T€CKPUIITHBHO
Mpoy4YBaHe Ha e(PUKACHOCTTa U 0E30MacCHOCTTA BKITIOUBA 217 neuaTpuyHu MAIUSHTH; TIPH KOUTO Ce
HaJlara aHTuKoaryjanTHo JieueHue 3a BTE u npodpunaktika Ha peruausupany BTE; 137 manuent BbB
BB3pactoBa rpyna 1 (12 mo < 18 rogunn), 44 manueHTH BHB Bb3pacTtoBa rpymna 2 (2 mo < 12 rogunm), 32
MMalMeHTH BBB Bh3pacToBa rpyna 3 (28 mau 10 < 2 TOAWHM) U 4 MMAIIMEHTH BB Bh3pacToBa rpyma 4 (0T
paxnane o < 28 guu). ManexcesT Ha BTE € moTBbpaeH, KakTo upe3 00pa3Ha JUarHOCTHKA, TaKa U 4pe3
He3aBHCHMa olleHKa. [Ipean paHIoMHU3HpaHEeTO MAMEHTHTE Ca JIEKYBaHU ChC CTaHIapTHA




aHTHKOATryJaHTHA Tepamus 3a nepuoj 1o 14 gau (cpeanara (SD) MpoabIKATEIHOCT Ha JICUEHHETO ChC
CTaH/IapTHA aHTHKOATYJIAaHTHA TEePAIHs [IPe/ly 3alI0YBaHe Ha JEKapCTBOTO 10 Ipoy4uBaHeTo € 4,8 (2,5)
nHu, a 92,3% ot manuenture 3anouyBaT < 7 quu). [lanuenture ca paHIOMU3UPaHU B ChOTHOIICHUE 2: 1
Ha MOAXOAIIA 32 Bb3PacTTa JIekapcTBeHa (hopMa Ha anukcadaH (T03UTe ca KOPUTUPAHU 3a
€KBHBAJICHTHA Ha TETJIOTO HATOBApBaIla /103a Mpy Bb3pacTHU — 10 mg 1Ba IbTH AHEBHO 32 7 JTHU,
rmociieiBaHo ot 5 mg aBa mbTH qHeBHO) win CI'. [1pu nanmentute Ha Bh3pact ot 2 1o < 18 rogunau CI
ce ChCTOosIT 0T HUCKoMoueKyieH xemapu (LMWH), nedpakunonupan xenaput (UFH) nnu
aaTaronrcty Ha ButamMuH K (VKA). CranmapTHUTE TPIOKA TIPH MAMSHTHTE HA BB3PACT OT 28 THU 10 <
2 roguau ca orpanndeHu 1o xernapud (UFH wm LMWH). OcHoBHaTa ¢aza Ha JiedeHrne IPoabiDKaBa OT
42 no 84 nHU Tpy NalMEeHTUTE Ha Bb3pacT < 2 TOAMHU U 84 THU NpHU NallMeHTUTE Ha Bb3PacT > 2
ronuau. [TarmenTuTe Ha BB3pacT oT 28 maM 10 < 18 romuHu, KouTo ca 34, paHIOMU3HpaHHU Aa
MOJTy4aBat anukcabaH, IMaT Bb3MOXKHOCT JIa TPOABIIKAT JICUEHHETO ¢ anmukcabaH 3a 6 10 12
JIOTTBTHUTEIHUA CEIMUITU BBB (pa3aTa Ha MPOIBIDKSHUETO.

[IppBHYHAaTa KpaiiHa TOYKa 3a €()UKACHOCT € ChCTaBHA OT BCUYKH MOTBBPACHHU Upe3 00pa3HO
W3cie/IBaHe U MOTBbPJACHU CUMITOMAaTHYHU M aCHMIITOMAaTHYHU cilydan Ha peruauBupan] BTE, kakto
U CMBPT, cBbp3aHa ¢ BTE. B HuTO e1Ha OT rpynuTe Ha JIeYEHUE HiMA IALMEHT CbC CMBPT, CBBP3aHa C
BTE. O6mo 4 (2,8%) nanueHTy B rpynara Ha anukcadad u 2 (2,8%) nanuentu B rpynata Ha CI” umar
Hail-masko 1 cimydail Ha MOTBBPACHO CUMIITOMAaTHYHO MJIM aCUMIITOMAaTHYHO CbOMTHE HA PELUINBUPALLL
BTE.

MenuanaTta Ha OPOABIDKUTEIHOCTTA Ha EKCIIO3ULMATA TpU 143 JIeKyBaHU MALIUEHTU B paMOTO Ha
anukcaban e 84,0 nuu. Excnio3unusita npesumasa 84 nuu mpu 67 (46,9%) namuentu. [IspBudynaTa
KpaliHa Touka 3a 0e30MmacHOCT, chcTaBHA OT MacuBHO 1 K3HM kbpBeHe, ¢ HaOmonaBana npu 2 (1,4%)
nanueHTy Ha arnmkcabal crpsamo 1 (1,4%) mamuent Ha crangaptHU rpmwku ¢ RR 0,99 (95% C10,1;10,8).
B®B Bcuuku cinydau, ToBa ce otHacs 32 K3HM kbpBene. Manko kbpBeHe ce chobmmana npu 51 (35,7%)
MAIMeHTH B Tpymnara Ha anukcadban u 21 (29,6%) narmentu B rpynata Ha CI' ¢ RR 1,19 (95% CI 0,8;
L,8).

MacHBHO KbpBEHE ce OIpeiesisl KaTo KbPBEHE, KOETO OTTOBapsI HA €/FH WIIM ITOBeYe OT CIeTHUTE
KpuTepHu: a (i) JeTalHo KbpBEHE; i) KIIMHUYHO U3SBEHO KbPBEHE, CBHP3aHO ¢ HaMansBaHe Ha Hgb ¢
Hai-mainko 20 g/l (2 g/dl) 3a mepuox ot 24 vaca; (iii) KbpBeHE, KOETO € PETPONIEPUTOHEATHO,
6eno1po0HO, BPTPEUEPETHO WK 110 APYT HAUMH 3acsra IeHTpaHaTa HepBHA CUCTeMa; U (1V) KbpBEHe,
KOETO Hajlara XHpypruuecka MHTEPBEHIIMS B YCIIOBHS HA ONEpalliOHHa (BKIIOUUTEITHO
MHTEPBEHIIMOHAIHA PaIHOIIOTHS).

K3HM xbpBeHe ce epuHnpa KaTo KbpBEHE, KOETO yJIOBIETBOPSBA €THO WM H JIBETE OT cieaHuTe: (i)
M3sIBEHO KBPBEHE, 32 KOETO C€ NpUjIara KpbBeH MPOAYKT U KOETO HE CE IBJIKH MPSIKO Ha MOJUIEkKAII0
MEAMUIMHCKO 3a00JIs1BaHe Ha y4acTHUKA U (i1) KbpBEHE, KOETO Hajlara MeJUIMHCKA M XUPypruiecka
HaMeca 3a Bb3CTaHOBSIBAaHE Ha XeMOCTa3aTa, B YCJIOBHSI, Pa3JIMUHH OT TE3U Ha OIEpallMOHHA.

Maiiko KbpBEHE ce OIpeienisi KaTo BCAKO M3sIBEHO KbPBEHE MM KbPBEHE Ha 6a3a MaKpOCKOIICKH JaHHH,
KOETO He OTroBaps Ha TOPHNUTE KPUTEPHUH HUTO 32 MACUBHO KbPBEHE, HUTO 32 KIIMHUYHO 3HAYHNMO,
HEMAaCHBHO KbpBeHE. MEHCTPYaTHOTO KbpPBEHE € KIIACH(PUIIUPAHO KaTO MAJKO KbPBEHE, a HE KaTO
KJIMHUYHO 3HAYMMO HEMAaCHBHO.

[pu 53 manuieHTH, KOUTO BIM3aT BHB (DazaTa Ha MPOABIDKEHHE U ca JIEKYBaHU C annKkcadaH, He ce
cboO1IaBa 3a CHOUTHUS HA CHMIITOMATHYEH U acuMntoMaTnyeH peuuansupail BTE wim cebp3ana ¢ BTE
cMBpT. HuTo eanH OT manueHTuTe BbB (hazaTa Ha MPOABIDKEHUETO HsIMa ChOUTHE, OLIEHEHO KaTo
macuBHO Wi K3HM xbpBene. Ocem (8/53; 15,1%) nanuenTr BB (pa3ara Ha IPOIBIDKEHUETO
[I0JIy4aBaT MaJIKO KbPBEHE.

Wma 3 cMbpTHH cityyasi B rpymnaTa Ha anukcabad u | cMbpTeH ciayvail B rpynara Ha CI', kaTo BCHUKHUTE
ca OLICHEHM OT M3CJIeoBaTelsl KaTo HECBbP3aHU ¢ JiedeHneTo. HUTo equH 0T CMBPTHUTE Cllydad He ce
nbioku Ha BTE win cpOuTHe Ha KbpPBEHE CIIOpe OLIEHKAaTa, M3BbpILEHa OT HE3aBUCUMa KOMHCHS 32
OLIEHKA Ha CHOUTHUSATA.



bazara nannawm 3a 6e30macHOCT Ha anMKcabaH MpH MeANaTPUYHH MMAllMeHTH € Oa3upaHa Ha TPOyYBaHE
CV185325 3a neuenne Ha BTE n npodmnakruka Ha permausupamt BTE, nomeiaena ot mpoyduBane
PREVAPIX-ALL u npoyuBane SAXOPHONE 3a nepBuuna npodunaktika Ha BTE u npoyusane ¢
eanHryHa 1o3a CV185118. To BkimtouBa 970 neanaTpuyHy MAMEHTH, KaTo 568 OT TAX Mory4aBar
anukcadaH.

Hsima omoOpeno nepuatpiuyHO TOKazaHue 3a MbpBrUYHa npoduinakTuka Ha BTE.

Ipounaxmura na BTE npu neduampuynu nayuenmu ¢ ocmpa aumgooaacmua ieekemus uiu
aum@oobracmen sumepom (OJUI, JUI)

B mpoyuBanero PREVAPIX-ALL o6mo 512 narmenTta Ha BB3pact oT > 1 1o < 18 roannu ¢
HoBoguaraoctuurpann OJIJI umm JIUL, monyyaBamy WHIYKIIMOHHA XUMHAOTEPAITHS, BKIIOYUTEITHO
acraparvHasa 4ype3 UMIDIAaHTUPAHO YCTPOUCTBO 3a IEHTPaJIeH BEHO3EH JOCTHII, ca panaoMu3upanu 1:1
B OTKPHUTO M3MUTBAHE JIa TIOJTy4aBaT TpoMOONpouIIaKTHKA ¢ anukcabaH Wik CTaHJapTHH TPKU (0e3
CUCTEMHa aHTHKOaryianus). AnrkcabaH ce mpuiara 1o cxeMma ¢ (pukcupaHa 03a Ha CTHIIKH CIIOpe]
TEJIECHOTO TETJIO, TaKa 4e Jia Ce MOCTUTHAT EKCIIO3HIINK, CPABHUMH C HAOJI01aBaHUTE TIPU B3PAcTHH,
nofry4yasaniu 2,5 mg aBa IbTH JHEBHO (Bk. Tabmuma 13). Annkcaban ce mpezasara Kato TabieTka ot
2,5 mg, tabnetka ot 0,5 mg wim nepopainex pa3teop 0,4 mg/ml. Mennanara Ha POIBIHKUTETHOCTTA Ha
EKCITO3UIIHATA B PAMOTO C anrKcadaH € 25 JaHu.

Tabauua 13: To3upoBka Ha anukcabaH B npoyuBanero PREVAPIX-ALL

JwnanasoH Ha TEerjaoTo CxeMa Ha npuiarate
6 no < 10,5 kg 0,5 mg nBa MbTU THEBHO
10,5 no <18 kg 1 mg nBa TbTH THEBHO
18 mo <25 kg 1,5 mg nBa mbTH THEBHO
25 10 <35 kg 2 mg ABa IbTH JTHEBHO
>35kg 2,5 mg Ba IbTH THEBHO

[TepBHYHATa KpaiiHa TOYKa 332 €PUKACHOCT € ChCTaBHA OT IMOTBbPACHA CHMITOMATHYHA
acUMIITOMaTHYHA HEJICTaHA JIbJIOOKAa BEHO3HA TPoMO03a, 0es1o1po0eH eMOOIU3bM, IiepedpanHa
BEHO3HA CHHYcOBa TpoM003a U CMBPT, CBBP3aHa ¢ BEHO3eH TpoMOoeMOoam3bM. YecToTara Ha
I'bpBUYHATA KpaiiHa Touka 3a euxacHocT € 31 (12,1%) B pamoTo Ha anukcaban cnpsimo 45 (17,6%) B
paMoTO Ha CTaHIApTHU rprku. HamansiBaHeTO Ha OTHOCUTEIHUS PUCK HE IOCTHTa 3HAYHMOCT.

KpaiiauTe Touku 3a 6e30nmacHocT ca noTBbpAeHH 1o kputepunte Ha ISTH. [IppBuuHara kpaiiHa Touka
3a 6€30IacHOCT - MAaCHBHO KbpBeHE, HacThIBa pu 0,8% OT MalMeHTUTE BHB BCAKO TEPAIIEBTHYHO
pamo. K3HM kbpBene Hactensa mpu 11 nanuentu (4,3%) B pamMoTo Ha anmmkcabaH U IpU 3 TAIlMEHTH
(1,2%) B pamoTo Ha ctanmapTaH rprxu. Haii-uectoro crbnutne Ha K3HM kbpBeHe, qonpuHAcAIIO 3a
pas3nuKa B JICYEHUETO, € JIEK 10 YMEPEH 10 HHTEH3UTET enucTakcuc. ChOUTHS Ha MATBbK KPbBOM3IIUB
HAcThIBAT Ipu 37 HalMeHTH B paMoTo Ha anukcadan (14,5%) u npu 20 nauuentH (7,8%) B paMoTO Ha
CTaHIAPTHU TPHXKH.

Hpodunaxkmuxa na mpomboemboaruzvm (TE) npu neduampuyru nayuesmu ¢ D00eHO Ui npudoobumo
CcbpOeuHo 3abonasare

SAXOPHONE e pangomuzupaso 2:1, OTKpUTO, MHOTOLIEHTPOBO, CPABHUTEIHO MPOYUBAHE MIPU
MaIUeHTH Ha BB3PacT OT 28 HU 10 < 18 ToJuHM ¢ BPOACHO WM NPUI00UTO ChPACYHO 3200 sBaHE, MPH
KOUTO € HeoO0X0IMMa aHTUKoaryamus. [lanueHTuTe nojyyaBaT WM anukcabaH, Wi CTaHIapPTHU
IPYKU 32 TPOMOOTIPO(MITAKTHKA ¢ aHTATOHKUCT Ha BUTaMUH K HMITH XermapuH ¢ HUCKO MOJIEKYJIHO TETJIO.
ArnukcabaH ce mpuiara o cxeMa ¢ (pukcupaHna /103a Ha CTBIIKH CITOPE TEIECHOTO TETJIO, TaKa 4e Jla ce
MTOCTUTHAT EKCITO3UINY, CPABHUMH C HAOJIF0IaBaHUTE IIPU Bh3PACTHH, TIOJTy4YaBallly 1032 5 mg JBa TbTH
nHeBHO (Bk. Ta0Omuma 14). AnukcabaH ce npeaiara kato tadbjaeTka ot 5 mg, Tabnerka ot 0,5 mg uiu
niepopatieH paztop 0,4 mg/ml. CpenHaTa NPOIBIKUTETHOCT HAa EKCITO3UIIHSITA B PAMOTO C aluKcalaH ¢
331 mgHu.




Table 14: lo3upoBka Ha anukcadad B npoyuBaHeTo SAXOPHONE

Juana3zoH Ha TEJIrOTO Cxema Ha npuiarase
6 1o <9 kg 1 mg nBa MbTU THEBHO
910<12kg 1,5 mg n1Ba NbTH AHEBHO
12 no <18 kg 2 mg 1Ba MbTH THEBHO
18 mo <25 kg 3 mg nBa MbTU JHEBHO
25 10 <35kg 4 mg 1Ba IHTH AHEBHO
>35kg 5 mg 1Ba MTH JTHEBHO

[IppBUYHATA KpaiiHa TOUKa 3a 0€30MaCHOCT, ChCTaBeHA OT MOTBBPACHO, AeuHupano ciopen ISTH
macuBHO U K3HM kbpBene, HacTonBa npu 1 (0,8%) ot 126 manuenT B paMoTo Ha anukcadaH u npH 3
(4,8%) ot 62 manmeHTH B paMOTO Ha CTAaHAAPTHU I'PpkU. BropruuHaTa KpaiiHa Touka 3a 0€30MacHOCT Ha
oreHeHo, MacuBHO, K3HM kxbpBeHe U BCUUKM ChOMTHS Ha KbPBEHE Ca CXOIHHU IO YECTOTA B JBETE
TepaneBTHYHH paMeHa. Bropuynara kpaiiHa Touka 3a 6€301acHOCT Ha TIpEKpaTsBaHe Ha JIEKapCTBOTO
Mopazay HeXeJlaHo ChONTHE, HETOHOCUMOCT WM KbpBEHE € choOrieHa npu 7 (5,6%) y4acTHUL B
pamoto Ha anukcadan u pu 1 (1,6%) y4acTHHK B paMOTO Ha CTaHAapTHU TPprKu. [Ipy HUKOH OT
MaMUCHTUTE B ABETC TCPAICBTUYHN paMCHa HC HACThIIBA TpOM6OCM6OHI/ILIHO croutHe. B Hukoe ot
TEpaNeBTUYHUTE PaMEHa HIMa CMBPTHHU CIIy4aH.

ToBa npoyuBaHe € ¢ MPOCIIEKTUBEH JM3aiH 32 JECKPUNITHBHA e(hUKAacHOCT U 0€30MacHOCT mopaan
OUYaKBaHaTa HHCKa yecToTa Ha chOuTHsI Ha TE 1 Ha kbpBeHe B Taszu nomynanus. [lopamu
HabmromaBaHaTa HUCKA yecToTa Ha TE B TOBa mpoyuBaHe € HEBB3MOXKHO M3BBPILBAHETO HA
KaTeropuy4Ha OIeHKa Ha ChbOTHOIIEHHETO I0JI3a/PHUCK.

EBpormeiickara areHIus 1o JiekapcTpaTta oTiara 3abJDKEHUETO 32 IPEIOCTaBsIHE Ha PE3yITaTUTE OT
MPOYYBaHUATA 32 JIEYCHUE Ha BEHO3EH TPOMOEMOOIN3bM ¢ pedepeHTHHUS IPOIYKT, ChIABPIKAI]
anuKca0aH, B €lHa WJIM [IOBEYE MTOATPYITH Ha MeAnaTprUyHaTa rmormyamnus (Bx. Touka 4.2 3a napopmanus
OTHOCHO ynoTpeda B TeuaTpusTa).

5.2 DapMaKOKUHETUYHH CBOICTBA

AOcopOrus
[Tpu BB3pacTHU abCOMIOTHATA OMOHATMYHOCT Ha anukcabaH e npubiamsurenHo 50% 3a no3u g0 10 mg.

AnmkcabaH ce abcopOupa 0bp30, KaTO IOCTUTa MaKCUMAITHU KoHIeHTparun (Cmax) 3 1o 4 yaca cien
npuema Ha tabnetkara. [IpuemsbT ¢ xpana He noBiusiBa AUC win Cmax Ha anukca0as mpu go3a 10 mg.
AnnkcabaH MOJXeE J1a Ce IpueMa ChC WU 0e3 XpaHa.

dapMakOKMHETHKATa Ha allMKca0aH € JUHEHA C MPOMOPILMOHAIHO Ha J103aTa YBEIUYEHUE Ha
eKcro3unusaTa npu 1o3a 10 mg nepopanyo. [Ipu no3u > 25 mg anukcaban Noka3Ba OrpaHUYEHa OT
pas3TBapsiHETO pe30pOIKs ¢ HamalleHa OuoHanuyHocT. [lapaMeTpure Ha eKcrio3uLus Ha anuKcadaH
MOKa3BaT HUCKA JI0 yMepeHa BapHaOMIIHOCT , OTpa3eHa Ype3 HHTPa- U MHTEPUHANBHAyaTHA
BapuabuiHocT, cboTBeTHO ~20% CV 1 ~30% CV.

Crnen nepopanno npuioxenne Ha 10 mg annkcaban kaTo 2 HaTpOIIEH! TabJIETKH M0 5 mg, pa3TBOPEHU
B 30 ml Boza, ekcro3uysTa € CpaBHUMA C Ta3H Cliel IEPOPATHO MPUIIOKEHHE Ha 2 1IeTH TaOJIETKH 0

5 mg. Crex nepopaiso npuioxenne Ha 10 mg anukcaban kato 2 HaTpoiieHn Tadierky 1o S mg ¢ 30 g
A0b1K0B0 mope Cmax 1 AUC ca no-nucku ch0TBETHO ¢ 21% u 16% B CpaBHEHHE C NPHIIOKEHUETO HA 2
1enu TabieTky no 5 mg. HamaneHnero Ha eKCO3UIMATA HE C€ CUNTA 32 KIMHUYHO 3HAYMUMO.

Cren nmpuiiokeHHE Ha HATpOILIEHa TabieTka arukcadan 5 mg, pasrBopena B 60 ml 5%BPI” u BpBeneHa
Yype3 Ha30racTpajiHa COHJA, EKCIIO3ULKATA € 10100Ha Ha Ta3U, HaOJII01aBaHa B IpyTU KIMHUYHU
[IPOYYBaHUs, BKIIOYBALY 3paBU MHAWBUIU, KOMTO MIOTy4aBaT €IHOKpaTHa [IepopaliHa 103a anukcadaH
5 mg nox popmara Ha TabieTKa.



Karo ce orunTa mpeaBUINMUSAT, IPOIOPIIMOHAIIEH Ha J03aTa (hapMaKOKMHETHIEH IIPOQIII HA
anukcabaH, pe3yITaTuTe OT MPOBEACHUTE POYUBAHKS 38 OMOHATTMYHOCTTA Ca MPUIOKHMH 32 110~ HUCKH
03U anukcadaH.

IleguaTpryHa IOMYJIAIIHS

Anmkcaban ce abcopOupa 0bp30, KaTO TOCTUTa MakcuMaliHa KoHeHTpanust (Cmax) npudiau3utesto 2
Jaca clie/l NPIJIOKeHUE Ha eMHUYHA 1034.

Paznpenenenue
[Ipu BB3pacTHU CBBEP3BAHETO C TUIA3MEHUTE MTPOTEHHU € MPHOIM3uTENHO 87%. Ob6eMbT Ha

pasnpenenenue (OP (Vss)) e mpubmm3uTenHo 21 mutpa.

BrotpanchopMalys 1 eTMMUHAPAHE

AnnkcabaH ¥Ma HAKOJIKO IBTUILA HA euMuHHUpane. Okoso 25% oT npuiiokeHaTa 103a anuKkcabaH mpu
BB3PACTHHU c€ OTKpHUBA MoJI popMaTa Ha MeTaOOJUTH, KaTO MO-TOJIsSIMAaTa YacT Ce SITUMHHUPAT C
(exanuute. [Ipu Bb3pacTHU OBOpPEUHATA SKCKPELIUS Ha anmuKcadaH MPeICTaBIsIBa 0KojI0 27% OT oOuus
KIUpBHC. [Ipy KIMHIUYHE ¥ HEKIMHIYHY U3MUTBAHUS Ce HAOII0/1aBa ChOTBETHO JOMBIHUTEITHO YUACTHE
Ha OWJIMapHa U TUPEKTHA YPEBHA EKCKPEIIHSL.

[Ipu BB3pacTHU anmkcabaH uMa o0 KIUpBHHC 0K0JI0 3,3 1/9ac u momy>kuBoT okouo 12 gaca.
[Ipu neauaTpuyHU NAIMEHTH aluKcabaH € ¢ 001 MPUBUICH KIMPBHC oT okoJio 3,0 1/h.

O-muMeTHnMpane 1 XUAPOKCWINpPaHe Ha 3-OKCONMIEPUAMHIIIHATA IPYIIa CA OCHOBHHUTE ITBTUILA HA
ouorpancopmanysi. Anukcaban ce Meradbosnsupa ocHoBHO upe3 CYP3A4/5 u nmo-manko 4pe3
CYP1A2, 2C8, 2C9, 2C19 u 2J2. HenpoMeHeHUAT anukcabaH € OCHOBHHSAT, CBbP3aH C aKTUBHOTO
BEIIECTBO, KOMIIOHEHT B YOBELIKATA IJIa3Ma 0e3 HaJuyKie Ha aKTUBHU LUPKYJIUPAIIX METa00IHUTH.
AnmkcabaH e cyOcTpaT Ha TPAaHCIIOPTHHUTE IPOTENHH, P-gp 1 poTerHa Ha pe3UCTEHTHOCT Ha paK Ha
repaara (BCRP).

JIuncear JAAaHHU 3a CBbP3BAHCTO Ha anuKcabaH C MIa3MCHUTE MNPpOTCUHU, CHeI_II/I(l)I/I‘IHO 3a
neauaTpyuyHara mnoyJianus.

Crapuecka Bb3pacT

[Ipu maneHTHTE B CTapUecka Bh3pacT (Haa 65 roIuHM) TUIa3MEHUTE KOHIIGHTPAIIUH ca TI0-BUCOKH OT
Te3U NP NO-MIIAJUTE MAUEHTH, KaTto cpeauute croitHoctu Ha AUC ca okono 32% mo-BUCOKHM U HSAMA
pasnuka mo otHomeHue Ha Cmax.

Br6peuno yBpexiane

HapymenaTa 660peuna (yHKIMS HEe IOBJIHSIBA IMKOBUTE KOHIICHTPAIIMH Ha anmukcaban. Habmonasa ce
YBETTUYCHHE HAa €KCIIO3UITUATA HA anmkcabaH, KOETO Kopelipa ¢ HaMasiBaHeTo Ha OhOpeuHaTa
($yHKLMS, U3MEPEHa upe3 KpeaTHHUHOBHSI KiupbHC. [Ipu nHanBuAn ¢ neko (KpeaTHHUHOB KJIMPBHC S1-
80 ml/min), ymepeno (kpearnHuHOB KiIupbHC 30-50 ml/min) u TeXKo (KpeaTHHUHOB KIMPBHHC

15-29 ml/min) 6s0pedHO yBpexknaHe, Iia3MeHuTe KoHlenTpamu Ha anmkcadan (AUC) ca chOTBETHO
noBuieHu ¢ 16, 29 u 44% B cpaBHEHHE ¢ HHAMBUIM C HOpMaJIeH KPeaTHHUHOB KIMPBHC. BHOpedHoTO
yBpeKAaHe HsMa O4eBHACH e(heKT BbpXY Bpb3KaTa MEXy INIa3MEHUTE KOHLIEHTPALUH Ha aniuKcabaH |
WHXUOMPAHETO Ha aKTUBHOCTTA Ha aHTH-(pakTop Xa.

[Tpu manmenTy ¢ repmunanya 060peuna HenocrarbuHocT (TBH) AUC na anmkcaban HapacTBa ¢ 36%
MIpH MPUJIOKEHNE Ha eAMHUYHA 7032 anrKcabaH 5 mg BeAHara ciie]] XeMOoInalin3a, B CPaBHEHHUE C Ta3y,
Ha0JII0JaBaHa IPH JIMIa ¢ HopMajiHa ObOpeyuHa (hyHKITHS.

Xemomanusara, 3alI0YHaTa JiBa 4aca Clie]l NPUIOKCHUE Ha eIMHUYHA J103a alkcabaH 5 mg, HaMaisBa
AUC Ha anukcaban ¢ 14% npu nunata ¢ ThH, choTBeTCTBAINO Ha AMATN3eH KIMPHHC HA anmuKcabaH

18 ml/min. ITo Ta3u mpuyYKHa € MaJIKO BEPOSATHO XeMOauan3ara 1a Objie eeKTUBHO CPEACTBO 3a
OBIIQ/ISIBAHE Ha MPEI03UPaHE C alMKCcadaH.



[Ipu meguaTpudHM TAIMEHTH Ha BB3PacT > 2 TOAUHH, TEXKKO ObOpEeYHO yBpekIaHe ce AeQuHupa KaTo
U34KCIIEHa CKOPOCT Ha rmoMepyiHa gunrpaunus (eGFR) mox 30 ml/min/1,73 m? TenecHa MOBBPXHOCT
(BSA). B mpoyuBane CV185325, npu nmanveHTy Ha BB3pacT MO 2 TOJUHU IParoBUTE CTOMHOCTH,
OTIPEIETISIIN TEXKO OBOPEYHO YBpEXKIaHE T10 TI0J U IOCTHATATHA BB3PacT, ca 0000menu B Tabmmma 15
o-710J1y; Besika choTBeTcTBa Ha €GFR < 30 ml/min/1,73 m? BSA 3a nmanueHTuTe Ha BB3pacT > 2
TOJTUHH.

Tab6auua 15: Ilparose na eGFR 3a gonmyctumoct B npoyuBane CV185325

IHocTHaTanHa BB3pacT (1M0J1) Pedepenten IIpar 3a 10MyCTHMOCT Ha

auana3on GFR eGFR*
(ml/min/1.73 m?)

1 cenmuma (MBXKH U )KCHCKH) 41 £ 15 >8

2—8 cenMuIT (MBXKH U KCHCKH) 66 £ 25 >12

> 8 cenMuIy 10 < 2 roOIUHU (MBXKKH H 96 + 22 >22

JKEHCKH)

2—12 ronuan (MBXKH U )KEHCKH) 133 £27 >30

13—-17 roguan (MBIKKH) 140 + 30 >30

13—17 roguuu (KEHCKH) 126 + 22 >30

*[IparoBu CTOWHOCTH 3a JOIyCTUMOCT 3a ydacTHe B mpoyusane CV 185325, KbIeTO H3UKMCIIEHATa CKOPOCT Ha
riomepyiHa ¢untpanus (€GFR) e u3uncnena no akryanusupanata popmyina Ha Schwartz 1o nerinoTo Ha OOTHASA
(Schwartz, GJ et al., CJASN 2009). Te3u nparoBu cTOWHOCTH CBITIACHO MPOTOKOJa choTBeTcTBAaT Ha eGFR, mox
KOWTO CE CUUTA, Y€ MPOCHEKTUBHIAT MAIEHT NUMa ,,He3310BOINTeIHa ObOpedHa GpyHKIMA, KOATO H3KII0YBA
yudacTtue B npoyuBaHeTo CV185325. Besika nparoa croitHocT ce aedunupa kato eGFR < 30% ot 1 ctangapTHO
otkionenue (SD) mox pedepentaus auana3zon Ha GFR mo oTHomieHue Ha Bb3pacTTa u noja. [Iparosure
CTOHHOCTH 3a MALMEHTHTE HAa BB3PacT < 2 rogunu choreerctBaT Ha eGFR < 30 ml/min/1,73 m?, 06monpreToTo
OTIpe/ieIeHne 3a TeXXKa ObOpedHa HeTOCTaThYHOCT IIPH MAlMEHTH Ha Bb3pacT > 2 TOAUHHU.

I[NeanaTpyYHKUTE TAIMEHTH CHC CKOPOCT Ha riioMepyJHa Guirpanus < 55 ml/min/1,73 m? e ca
yuactBaiu B ipoyuBane CV185325, BppeKu ue Te3u ¢ jieka 10 yMepeHa cTereH Ha 0bOpedHo
yBpexaane (eGFR > 30 1o < 60 ml/min/1,73 m* BSA) ca gonyctumu. Bb3 0cHOBa Ha 1aHHM TIpU
BB3PACTHH U OTPaHHYCHU JaHHHU NPU BCUYKH, JIEKyBaHH C allMKCca0aH IeIMaTpUYHH MAIlUeHTH, HE €
Heo0XoIMMa KOPEKIUs Ha J103aTa IpH MalUeHTH C JIeKa JI0 yMepeHa CTENeH Ha ObOpEeYHO yBpEeXKIaHe.
AnmkcabaH He ce IPernopbuBa MpH MeJAUATPUYHY MAMEHTH C TeXKa CTETeH Ha ObOPEUHO YBpEeKAaHe
(Bk. Toukn 4.2 u 4.4).

YepHoipoOHO yBpexkIaHe

B enHo npoyuBaHe, cpaBHABaIIO § MALMEHTH C JeKo yepHoApoOHo yBpexkaane Child-Pugh kimac A ckop
5 (n=6) u 6 (n=2), u 8 maKeHTH c yMepeHo YepHoIpoOHO 3abonsBane Child-Pugh knac B ckop 7 (n=06)
u 8 (n=2) ¢ KOHTpOJIHA Tpyna OT 16 3apaBu 100pPOBOIIH, HAPMAKOKMHETHUHUTE U (PapMaKOAMHAMUYHU
napameTpy IPpH €JHOKpaTHA J103a anukcabaH 5 mg He ce MPOMEHST NPH MAIMEHTHTE C YePHOPOOHO
yBpexaane. [Ipomenure B anTu-gakrop Xa akruBHocTTa ¥ INR ca cpaBHUME MEXAy NALMEHTHTE C JIEKO
JI0 YMEPEHO YepHOIPOOHO YBPEKAAaHE U 3/IPABUTE WHIUBUIIH.

AnukcabaH He e IIpoy4BaH NpH NCAUATPUIHU TATUCHTH C qepHo;[p06Ho YBpCKAAHEC.

Ilon
Excnio3unusra Ha anukcaban e mpuoau3nTenHo 18% mo-BUCOKa MpH KEHU OTKOIKOTO TPH MBKE.

Paznukute BHB (papMakOKHMHETHYHUTE CBOWCTBA, CBBP3aHH C I10JIa, HE ca MPOYYBaHH NP TeAHATPUIHI
MAIIEeHTH.

ETHHMYeCcKM Npon3x0J U paca
Pesynrature ot npoyuBanus ¢asza I He Moka3BaT 3HAUMMH Pa3Inyus BbB (hapMaKOKHMHETHKATA Ha
anukcabaH MeX/Ty MalMeHTH OT OsyiaTa paca, a3uaTiy U agpoameprkanny. Haxonkure ot




MoMyIanuoHeH (apMOKOKUHETHYCH aHAJIM3 NP MAIUCHTH, JIEKYBaHU ¢ annkcabaH, B MOBEYETO CITydau
CHOTBETCTBAT Ha pe3yiraTute ot ¢asa .

Paznukute BBB (I)apMaKOKI/IHeTI/I‘{HI/ITe CBOI\/'ICTBa, CBBpP3aHU € CTHUYCCKUS ITPOU3XO/ U pacaTta, HE Ca
MPpOYYBaHU IPHU NCAUATPUIHN ITAOUCHTH.

TenecHo Terno

B cpaBHeHue ¢ excrio3unusATa Ha anMKcabaH MpH MAIMeHTH ¢ TellecHOo Terio 65 1o 85 kg, TenecHo Terio
>120 kg ce cBpp3Ba ¢ mpudmmuTenHo 30% mo-HUCcKa eKCIo3uIms, a TenecHo Terino < 50 kg ce cBbp3Ba
¢ okoJ10 30% MOo-BUCOKA EKCITO3UITHSI.

[IpunoxxenneTo Ha anmMkcabaH MPH MEANATPUYHH IMAMEHTH € TI0 cXeMa ¢ (PMKCHpaHa /1032 CIIope
TEJIECHOTO TEerJIO.

Bpn3ka(u) dhapmakokuHeTHKa-(hapMaKkOIHHAMAKA

[Ipu BB3pacTHH Bpb3KaTa hapMakokuHeTHKa/papmakoanHamuka (PK/PD) mexny nnazmenara
KOHIICHTpAIUs Ha anukcabaH M HAKOJIKO (hapMaKoJMHAMUYHH KpaitHu TOUKH (aHTH-(akTop Xa -
aktuBHOCT [AXA], INR, PT, aPTT) e 6una orienena cnen npuiarase Ha Jo3W B IAPOK AuanasoH (0,5—
50 mg ). Bpp3kara Mexay Tuta3MeHaTa KOHIIEHTpAI|s Ha anuKcadaH U aHTH-(PakTop Xa aKTHBHOCTTA
Haii-no0pe ce onucBa ¢ JIMHeeH Mojien. Bpb3kara hapMakoKnHeTHKa/hapMaKkoJMHaAMUKa, Ha0JIIoJaBaHa
NIPY MTAIMEHTH, KOPEeJNUpa ¢ Ta3d, YCTAaHOBEHA MPH 3JpaBy HHINBHIHL.

[TomoOHO Ha ToBa pe3ynTaTute OT onleHka Ha DK/D/] Ha anukcabaH pu NeAUATPUYHH MAIUSHTH COYAT
JTUHeHa Bpb3Ka Mex 1y KoHIeHTpanuaTa 1 AXA. ToBa e chliocTaBUMO ¢ JOKyYMEHTHpaHaTa Mpeau
TOBA BPB3Ka MIPHU B3PaCTHU.

5.3 IIpenkJIMHUYHH JTAHHM 32 0€30MACHOCT

[IpenxknuHUMYHAITE TaHHU HE TIOKa3BaT 0COOEH PUCK 3a Xopa Ha 0azara Ha KOHBEHIIMOHATHHUTE
(hapMakoJIOrMYHH POYYBAHMS 32 0€30MACHOCT, TOKCHYHOCT IPH MHOTOKPATHO TpUJIaraHe,
TFeHOTOKCUYHOCT, KaHIICPOTCHEH MOTSHIMAN, (ePTUIUTET U eMOpUO-(heTaTHO pa3BUTHUE, U FOBSHHITHA
TOKCHYHOCT.

OcHOBHHTE Ha6J'I}OJZ[aBaHI/I C(I)GKTI/I B IIPOYYBAaHUATA 3a TOKCUYHOCT ITPHU MHOT'OKPATHO IIPpUJIaraHe ca
TC3U, CBbP3aHU C (l)apMaKOIH(IHaMI/I‘IHOTO ,Z[efICTBPIQ Ha anuKcabaH BBPXY HapaMCTPUTC Ha
KPBbBOCHCHUPBAHECTO. B MMpOYy4YBaHUATA 3a TOKCUYHOCT € YCTAHOBCHA TCHACHIWS KbM MAJIKO WX JIMIICA Ha
YBCJIMYCHUE Ha CKIIOHHOCTTa KbM KHPBCHE. B’I)HpeKI/I TOBa, ThI KaTO TOBA MOXE Ja C€ ABbJI’)KH Ha I10-
HHUCKA 9yBCTBUTCIHOCT HAa JXUBOTUHCKUTC BUAOBE B CPABHCHUC C XOPa, TO3U PECIyJITaT TpSI6Ba Ja cc
HUHTEPIIPETUPA C TOBUIICHO BHUMAHHUE, KOI'aTO C€ EKCTpaIrojinpa rnpu xopa.

B MIIIKOTO Ha TUTBXOBE € YCTAaHOBEHO BUCOKO CHOTHOIIEHUE MIISIKO/MaiunHa tazma (Cmax okolo 8,
AUC okomno 30), KoeTo BEpOsITHO C€ ABJIDKH Ha aKTUBEH TPAHCIIOPT B MIISIKOTO.

6. DOAPMAINEBTUYHHA JTAHHU
6.1 CHuCcLK Ha MOMOIHHUTE BEIIECTBA

Aopo na mabremkama:
MuxkpoxkpucrtanHa nemynosa (E460)
JlakTo3a MOHOXUApAT
Kpockapmenosa Harpuii (E468)
Hatpues naypuncyndat
XUAPOKCUETUIILIETYJI03a
Marnesues creapar (E470b)




Duimoso nokpumue:
Xumnpomenosa (E464)
[pommunenraukon (E1520)
Turanos quokcua (E171)
Tank (E553b)

XKeneszen okcun, xbat (E172)

6.2 HecbBmMecTuMoOCTH

Henpunoxumo

6.3 Cpoxk Ha TOTHOCT

3 roguHU

6.4 CrnenuaJiH1 yCJI0BHMA HA CbXPAHEHHE

To3u nexapcTBeH MPOAYKT HE U3UCKBA CIICIIHATHH YCIOBHSI HA ChXPaHEHHE.
6.5 JlaHHU 3a onmakoBKaTa

Bmuctep (PVC/PVDC/PVC mpospauno domno//Al-dhommo): 10, 14, 20, 28, 56, 60, 100, 168 u 200
¢unmMupany TabJaeTKU, B KYTHSL.

Kapra Ha nanmeHTa e BKJIIOUEHA BbB BCSAKA OMAKOBKA HA JIEKAPCTBEHUS MPOIYKT.

He Bcuyku BUIIOBE OMAKOBKM MOTAT Jia ObAaT MMyCHATH Ha Ma3apa.

6.6 CrnenmaJiHi peana3Hil MEPKH NPH U3XBbPJIsIHE

Hama CIIiCIMaIHN U3UCKBAHUS 3a U3XBBPJIAHE.

Hewusmom3panust JICKaAPCTBCH MNPOAYKT WJIN OTHAABYHUTE MaTCpHaJId OT HETO TpSI6Ba Jla CC U3XBBPJIAT B
CbOTBETCTBHUE C MCCTHUTC U3HCKBaHN .

7. HPUTEXKATEJ HA PASBPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20210356

9. JATA HA ITbPBO PA3PEIIABAHE/IIOAHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

Jlata Ha mepBO pa3pemiaBane: 08 Jexemspu 2021
Jara Ha mocineano nogHoBsBane: 14.05.2026

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

27 Mapr 2026



[Moapo6Ha nH(OpMAaIHs 32 TO3H JIEKAPCTBEH MPOYKT € TPEI0CTaBeHa Ha yeOcaiita Ha M3mbIHUTEHA
Arenmus no Jlekapcrara (MAJI) http:/www.bda.bg.





