IMPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Haburatpan erexcunar Accord 75 mg TBbpAH Karcyiu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika TBBpAa Karcyna chappka qaburatpaH eTekcuiaT Me3niaT, eKBUBaJIeHTEH Ha 75 mg
naduratpaH erekcuiar (dabigatran etexilate).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTE BEUICCTBA BUXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpaa Kamcyna (kamncyma).

Karcyna pa3mep 2 (npubin3utenno 18 x 6 mm) ¢ 0510 Hepo3pavHo Karaue ¢ oTrneyaTano ,,MD“ u
0510 HEMTPO3PAYHO TSIIO C OTIEYATaHO ,,75* C YepHO MACTHIIO, ChABPIKAIA CMEC OT OeJH J10
CBETJIOKBITH TIEJICTH U CBETIOKBIT IPaHyJIaT.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHU MOKA3AHUS

[IspBuYHa peBeHI Ha BeHO3HH TpoMOoeMOonmanu croutns (VTE) npu Bp3pacTHH MariueHTH,
MOJJIOKEHH Ha TUIAHOBO ILIOCTHO MPOTE3UpaHe Ha Ta300eApeHa cTaBa WM ISUIOCTHO MPOTE3NpaHe
Ha KOJISIHHA CTaBa.

Jleuenue Ha VTE u npeeHuus Ha peuuauBupaiu VTE npu neguaTpyuyHy DAUUEHTH OT PAXKIAHETO
1o oy 18-roauiiiHa BB3pacT.

3a cro0paszeHn ¢ Bb3pacTTa 1030BH (hopMu BIKTE Touka 4.2.

4.2 /l0o3MpoOBKa M HAYMH HA MPUJIOKEHHE

AOBI/I[ZOBKa

Jlaburatpan erekcuiar Accord TBBPIU KaICy/IHd MOXKE Jia C€ U3I0JI3BaT IIPU Bh3PaCTHU U
MeAMATPUYHY MAUEHTH Ha 8-TOUIIHA B3PACT WU TO-TOJIEMH, KOUTO Ca CIIOCOOHH J1a TIOTIIBIIAT
Karicynute mnenu. pyru gekapcTBeHu popmu MoraT J1a ObAaT MO-MOIXOSINN 33 PUI0KEHHIE TTPH
Ta3| MOITyJIANMsI, KaTo OOBUTH I'paHyJIH, KOUTO MOKE J]a C& M3IOJ3BAT MMpH JAera 1moy 12-roaumrHa
BB3pacT, ako T€ ca CIIOCOOHHM Ja MOITbLIAT MeKa XpaHa. Jpyru jekapcTBeHd GOpMH, KaTo mpax 1
Pa3TBOPUTEI 3a TIEPOPaJICH Pa3TBOP, TPAOBA Ja ce U3IOI3BAT CaMO TPH JIeIla Ha BB3PacT MO/

1 roguHa.

Korarto ce npeMHrHaBa OT €JHa JICKAPCTBCHA (bopMa Ha JIpyra, MOXe 11a € HCO6X0}_II/IMO Ja ¢ MIPpOMCHU
Jo3aTta. I[03aTa, IIOCOYC€HA B Ta6J'II/I]_[aTa 3a 103HPAHC 3a CbOTBCTHATA JICKAPCTBCHA (bopMa, TpH6Ba Ja
CC MpEAnurcBa Bb3 OCHOBA HAa TCJICCHOTO TCTJIO U Bb3pacCTTa Ha ACTETO.

ITvpeuuna npesenyus na VIE npu opmoneduuna xupypaus
IIpenoprunTeTHATE JO3U Na0UTATPaH €TEKCHIIAT M MPOIBDKUTEITHOCTTA HAa TEPANHSTA 32 ITbPBUYHA
npeseniisg Ha VTE npu opromennyHa XUpyprus ca mokazaHu B Tabmura 1.




Ta6auua 1: IlpenopbKu 32 7103UPOBKA M NPOABLKUTEIHOCT HA TEPANUsATA 32 MbPBUYHA
npeseHuusi Ha VTE npu oproneanyHa xupyprust

aMHOJapOH, XUHUIWH

[TanmmenTy Ha wiu Hax 75-roguIlIHA
BB3pacT

CTCKCHUIaT

¢dopmara Ha
2 KarcyJim OT
75 mg

HauaJjio Ha Homnbpaxama | IIpoab/kuTeHOCT
JieueHHeTo B JIeHsl HA | /1034, HA MPUJI0KEHHETO
onepauusTa, NPUJIOKEHUETO | HA MOATbPiKAIATA
1-4 yaca caen Ha KOATO n03a
3aBbpPIIBAHE HA 3amo4sa B
omepanusTa mbPBUS JIeH
caen
onepauusiTa
[TanmeHTH Cciex MIaHOBO 220 mg
NpOTe3upaHe Ha KOJSIHHA CTaBa naburaTpan 10 i
[NaruenTu ciep mIaHOBO e/IHa KaricyJa oT CTeRCIIAT,
BEJIHBXK JIHCBHO,
mpoTe3upane Ha tazobempena craBa | 110 mg naburarpan HpHETH 10
CTeKCUIIAT (bopmara Ha 28-35 mHu
2 Kancyiau oT
110 mg
Ilpenopvusa ce namanasane Ha
dozama
[Naruentu ¢ ymepeHo 0b0pedHO
yBpeskaaHe (KpEaTHHUHOB KIIMPBHC 150 mg
(CrCL) 30-50 ml/min) Jladurarpas 10 yrem
eTeKcHyIaT (npote3upane Ha
[TanmenTy, KOUTO MOJTyvaBaT C/Ha Katicyna ot BEJIHHX THEBHO, | KOJISTHHA CTaBa) WM
CHITBTCTBAIIIO BepanamimI™®, 75 mg naburarpas NPHETH 101 28-35 1Hu

(mpore3upane Ha
Ta300€IpeHa cTaBa)

*[Ipu mareHTH ¢ YMEpeHo 0BOpedHO yBpeKIaHe Ha ChIIBTCTBAIIO JICUEHHE C BEparlaMill, BUKTE

CrenriaJTHA TIOTTYJIAITHH.

W npu nBaTa Buja npore3upaHe, ako HE € OCUTYPEHA XeMOCTa3a, Ha4ajJoTo Ha JICYCHHETO TPsiOBa 1a
0b/1e OTIIOKEHO. AKO JICUEHHUETO HE € 3aII0YHATO B JACHS Ha OIepaIuaTa, TO TPIOBa Ja 3alo9He ¢

2 KarCyJid BeTHBX THEBHO.

Ouyenka na 6vbpeunama QyHKyus npeou U o epeme Ha Je4eHuemo ¢ 0abucampar emeKcuiam

IIpu BcHuKkH TAIMEHTH U 0COOCHO B cTapuecka Bb3pacT (> 75 romuHu), Tl KaTo ObOPEIHOTO

YBpCIKAAHC MOXKE J1a € YCCTO CPCIIAHO B Ta3W Bb3pacCTOBA I'pyIna:

. IIpenu 3amouBaHe Ha JeUCHHUE ¢ JaburaTpad eTekcwiatT OpbOpeunara GyHKms TpsOBa ga Obae
OLICHEHA Ype3 M3UUCcisiBaHe Ha KpeaTuHHHOBHS KIUpbHC (CrCL), 3a na ce u3kiroyaT naiueHT
¢ Texkko 0b0peuno yBpexxaaHe (T.e. CrCL < 30 ml/min) (k. Touku 4.3, 4.4 1 5.2).

. brOpeunara ¢pynkus TpsioBa /ia ObJie OIlEHEHa ChINO U PU ChbMHEHHSI 32 BIIOIIABaHE Ha
O0bOpeuHaTa QyHKIHMSA 10 BpEME Ha JICUSHUETO (HAIP. XUIIOBOJIEMHUS, IeXUApaTaLus, U IPH
CBITBTCTBAIIA YIIOTpeOa Ha HAKOH JIEKAPCTBEHU MPOIYKTH).

MeTonbT, KOHTO TpsIOBa J1a Ce U3IMOII3Ba 3a OllcHKa Ha ObOpeunaTa Gyukuus (CrCL B ml/min), e

MmetonsT Ha Cockcroft-Gault.

Ilponycnama 0osza

HpenoquBa CC a CC MPOABJIKU C OCTAHAIUTEC CIKCAHCBHU N1O3U ,I[a6I/IFanaH CTCKCHUJIAT IO CHIIOTO

BpEMC Ha CJicABalius ACH.

He Tp}16Ba Ja cC Ipucma HBOﬁHa [03a, 3a 1a CC KOMIICHCHUPAT IMPONYyCHATUTC UHAUBUAYAJIHU NJO3U.




IIpexkpamsasane na npuema Ha dabueampan emexcuiam

JleuenueTo ¢ qaburaTpaH eTeKCHIAT HE TPSOBa Ja ce MPEeKheBa 03 JeKapcKu chBeT. [larmenTrre
Tps0Ba Ja 0BT MHCTPYKTUPAHHU Ja CE CBBPXKAT C JICKYBAIIHs JIeKap, akO pa3BUSAT CTOMAIIIHO-YPECBHU
CUMITOMHU, KaToO AUCIencus (Bx. Touka 4.8).

Ipomsna na neyenuemo

[IpemunaBaHe OT JeUeHHUE C JaOUTATPaH ETEKCUIIAT KbM MMapeHTEepalICH aHTUKOATyJIaHT:
IIpenopruBa ce m34akBane OT 24 Jaca ciel ImocjieHaTa 03a Mpeau MpeMUHaBaHe OT nadurarpaH
eTeKCIIaT KbM MapeHTEPATICH aHTUKOATYJIaHT (BXX. Touka 4.5).

[IpemMuHaBane OT JeueHHE C MapeHTepaicH aHTUKOAryJaHT KbM Ja0UraTpaH eTeKCHIar:
[TapeHTepamHUAT aHTHKOATYJIAHT TPSIOBA J1a Ce MPEKbCHE U Ja CE 3aIll0YHe Ja0UraTpaH eTeKCHIaT

0-2 gaca npenu yaca, Ha3HAa4YEH 3a MPHUEMAHETO HA CIeBallaTa 1032 OT aJTePHATUBHOTO JIEKAPCTBEHO
CPEICTBO, WIIM MPH MIPEKpaTsIBaHe Ha JICYEHHETO, B CIIydall Ha HEMPEKbCHATO JiueHHe (Harp.
Hedpakimonupad naTpaBeno3ex xenapud (UFH) (Bx. Touka 4.5).

Cneyuannu nonyiayuu

bvopeuno yspeacoane

JlegenneTo ¢ qaburaTpaH eTEKCHIAT IPH MAIMEHTH C TEXKKO OBOpEeTHO yBpEKIaHe
(CrCL <30 ml/min) e mpoTuBOnoOKa3aHo (Bx. Touka 4.3).

[Ipu manmenTn ¢ ymepeno 060peuno yBpexxaane (CrCL 30-50 ml/min) ce npenopbuBa HaMalIIBaHE Ha
no3ata (Bx. Tabnmuua 1 mo-rope u touku 4.4 u 5.1).

Cvnvmemsawia ynompebda na naduraTpal €TeKCHIIAT U CAa0u 00 yMepeHu UHXUOUmopu Ha
P-enuxonpomeuna (P-gp), nanp. amuooapon, XuHuOUH Uil 8epanamii

Jlo3ara TpsiOBa na ObJie HaMaeHa, KakTo € MOCOYeHo B Tabmmna 1 (Bxk. cbio Touku 4.4 u 4.5). B To3u
ClTydYaii, JaburaTpaH eTeKCUIIAT U TE3H JIEKApCTBEHU MPOIYKTH TPsAOBa qa ObIaT MPUEMaHH O €THO U
CBIIO BpEMeE.

[Ipu manmenTH ¢ yMepeHo OBLOPEYHO YBpEXKIaHE U CHITHTCTBAIIO JIEKyBaHH C BEparaMul, 103aTa Ha
JlaburaTpaH eTeKcuaaT Tps0Ba Ja ce HaMaliu 10 75 mg AHEBHO (BXK. TOUKH 4.4 u 4.5).

Cmapuecka ev3pacm
IIpu manmenTy B cTapyecka Bb3pacT > 75 TOAMHM ce TIPEenopbyuBa HamMallsiBaHe Ha J03aTa (BXK.
tabnuna 1 no-rope u Touku 4.4 u 5.1).

Tenecrno meeno

Hma MHOTO OrpaHMYEH KIMHUYEH OIUT C PETOPbUNTEIHATA JO3UPOBKA TIPU MAIUEHTH C TEIECHO
terno < 50 kg wm > 110 kg. Kato ce nmat npeapun HATMYHUTE KIMHAYHA U KHHETHYHU JTaHHH,
KOPEKI¥sI Ha JI03aTa He € HeoOxoanMa (BK. ToUKa 5.2), HO ce MPernophYBa BHUMATEITHO KITHHUIHO
HaOmoeHue (BK. Touka 4.4).

Ilon
He ce Hanara kopurvpase Ha o3aTa (BX. Touka 5.2).

Ileduampuuna nonynayus

Hsima choTBeTHA ynorpeba Ha JaburaTpaH eTeKCHIaT B IeJuaTpuyHaTa IOITyJIalus 3a IIOKa3aHUETO
mbpBUYHA NpeBeHus Ha VTE npu maumeHTH, KouTo ca Oy NOJI0KEHH Ha TIaHOBO LISUTOCTHO
IpOTE3HpaHe Ha Ta300eqpeHa CTaBa WX ISUIOCTHO MPOTE3UpaHe Ha KOJISIHHA CTaBa.

Jleuenue na VIE u npesenuusn na peyuousupawu VITE npu neouampuunu nayuenmu

[Ipu neuenne Ha VTE npu neauaTpuyHy HalMEHTH JICYEHUETO TPIOBa 1a ce 3al0YHe CIIE] JICUYCHHE C
MapeHTepaIcH aHTUKOAryJIaHT B MPOIbIKEHNUE Ha Hall-Manko S5 nuu. [Ipu npeBennus Ha
petmauBupamu VTE neueHuero TpsOBa /1a ce 3aovHe Clie]] MPEAX0/THO JICUSHHE.




JlaburaTpaH eTeKCHJIaT KaNCyJiM TPSA0Ba Ja ce MpueMaT ABa IbTH JHEBHO, ¢/IHA 71033 CYTPHH U
eJIHa J103a Beuep, IPUOJIM3UTEIIHO 110 €IHO U ChIIO BpEeME BCEKH JicH. IHTEpBaIbT MEXKIY TO3UTE
TpsI0Ba J1a € KOJIKOTO ce MOXe 1mo-01u30 10 12 daca.

[IpenopbunTtenHata n03a JabUraTpan eTEKCHUIIAT KarCyJid ce ONpeess Bb3 OCHOBA Ha TEIIECHOTO
TETJI0 ¥ Bh3pACTTa Ha MaIMeHTa, KaKTo € Moka3aHo B Tabiwmua 2. Jlozara TpsOBa Jia ce KOpUrupa Bb3
OCHOBA Ha TEJIECHOTO TETJIO U Bb3pacTTa ¢ HAMPEIBAHETO HA JICUCHHETO.

3a KOMOMHAIIMK OT TETJIO ¥ Bb3PACT, KOUTO HE ¢a IMOCOYEHH B TabMIlaTa 3a 103upaHe, He MOXKE J1a ce
MPEeI0CTaBU MPENOPbKa 3a JO3UPAHE.

Tadauua 2: EnuHuYHU 4 0014 JHEBHU 1034 Ja0UraTpaH eTeKCUJIaT, B MWINTpaMu (mg),
cIopes TeJIeCHOTO TerJio B Kuiiorpamu (Kg) n Bb3pacTra Ha NallHEHTa B TOAUHHA

Kom0uHanum TerJio/Bb3pact Enunnyna noza OO0ma 1HeBHA 1032

TerJio B kg Bn3pacT B ronunn B mg B mg
11 mo <13 8 10 <9 75 150
13 mo <16 8 no<11 110 220
16 no <21 8 no<14 110 220
21 no <26 8 no <16 150 300
26 no <31 8 no <18 150 300
31 o <41 8 no <18 185 370
41 no <51 8 no0 <18 220 440
51 no <61 8 no <18 260 520
61 no <71 8 no <18 300 600
71 no <81 8 no <18 300 600
>81 10 oo <18 300 600

EnuHuuHM 1034, M3UCKBAIM KOMOMHALIMY OT ITOBEYE OT €/1HA KalcyJa:

300 mg: nBe karncynu 150 mg wn

YETHPH Kancyiu 75 mg
260 mg: enHa xarcyna 110 mg rroc enxna karcyna 150 mg uimm
enHa xarcyna 110 mg rroc aBe Kancyiu 75 mg

220 mg: Karto zaBe Kancyau 110 mg

185 mg: KaTo eJHa Karcyna 75 mg miutoc enHa kancyia 110 mg

150 mg: Karto enHa Kancyna 150 mg umu

JIBE Karcynu 75 mg

Ouenka na Ovopeunama Gyukyus npedu u no epeme Ha i1e4eHuemo

Ipenn 3amouBanHe Ha JEYCHUETO TPSAOBA J1a CE ONpPEEIN H3UHCIeHaTa CKOPOCT Ha IJIOMEpyITHa
¢unrpanus (eGFR) no popmynara Schwartz (MeToabT, H3MOI3BaH 3a OLICHKA Ha KpeaTWHHUHA, TPsiOBa
Jia ObJie MPOBEPEH B MECTHATA JIA0OpaTOPHs).

JleuenueTo ¢ naburaTpaH eTeKCUIaT € IPOTUBONOKA3aHO IPH NequaTpuyu namuent ¢ eGFR
<50 ml/min/1,73 m? (Bx. Touka 4.3).

IManuenTn ¢ eGFR > 50 ml/min/1,73 m? Tpsa0Ba 1a ObIaT JEKYBaHH C 1032 ChIJIACHO Ta0IMIa 2.

ITo Bpeme Ha eueHueTo ObOpedUHaTa (PYHKITHS TPSIOBA CE OICHSIBA TIPH ONPEACICHH KITMHIIHN
CUTYyaIlUH, KOTaTo UMa ChMHEHHS, Ye ObOpeuHaTa QyHKIHs MOXKE Jla Ce TIOHVKH WIIN JIa CE BIIOIIN
(Hamp. XUMOBOIEMUS, ICXUIPATAIINS, KAKTO U IIPH CHITHTCTBAINA YIIOTpeOa Ha ONpeIeIeHN
JIEKapPCTBEHU MPOIYKTH U JIp.).

Ipoovaxcumennocm Ha ynompebda
TTpoaBHKUTETHOCTTA Ha JICUEHHETO TPSIOBA J1a ¢e ONpeaess HHANBUAYATHO B 3aBHCUMOCT OT
OIICHKATa I10J13a/PHCK.




Iponycnama dosa

[IpomycHara mo3a gaburatpaH eTeKCHIIaT MOXe Jla ce IpueMe A0 6 yaca Ipeu cienBamaTa
npeanucana a03a. [lpu octaBamu no-manko ot 6 yaca 10 clieBalus IpUeM, MPoIycHaTaTa 103a He
Tps0Ba Ja ce mprueMa.

B HUKaKBB ciTydail He TpsIOBa 11a ce mpueMa JBOIHA /1033, 32 JIa C€ KOMIICHCUPAT MPOITyCHATUTE
WHAWBHTyaJTHU J103H.

IIpexvcsane Ha neuenuenmo ¢ dabueampan emekcuiam

Jlegenueto ¢ maburaTpaH eTeKCHIAT HE TPSAOBA Aa ce MPEKhCBa 0e3 KOHCYIITAINSA C JICKap.
[ManuenTrTe WM 0OrpHKBAIIUTE TH JIUIA TPSAOBA 1a OBAAT UHCTPYKTHPAHH J]a CE€ CBBPXKAT C
JICKYBAIIUs JIEKap, aKO MAIlMeHTHT pa3BUe CTOMAIIHO-YPEBHUA CUMIITOMH, KaTo TUCHeTicHs (BK.
Touka 4.8).

Ipomana na newenuemo

[IpemuHaBaHe OT J€UeHHE C JAOUTATpPaH ETEKCUIIAT KbM MMapeHTepalieH aHTUKOATyJIaHT:
IIpenopbuBa ce na ce nzyaka 12 yaca cien mocjenHaTa o3a Mpeand MpeMrHaBaHe OT JaduraTpaH
eTeKCHJIAaT KbM MapeHTepaeH aHTUKOAryJIanT (BX. Touka 4.5).

[IpemunaBane OT JleUeHHE ¢ TAPEHTEPATICH AaHTUKOAT'YJIAHT KbM 1a0uraTpaH eTeKCHIaT:
[lapeHTepalHUAT aHTUKOATYJIaHT TPsIOBa 1a ce MPEKbCHE U Ja Ce 3arnoyHe JaduraTpal eTeKCHiaT
0-2 gaca npenu yaca, onpeAesieH 3a NPUIIOKEHUETO Ha MapeHTEePaTHUs aHTUKOATyJIaHT, WA IpU
npeKpaTsBaHe Ha JISYEHHETO, B cly4all Ha HeNPeKbCHATO JieueHue (Hanp. HehpaKInoHUpaH
untpasenoseH xenapud (UFH) (Bx. Touka 4.5).

[IpemuHaBaHe OT JeueHHe ¢ JaOUTaTpaH eTeKCUIIAaT KbM aHTaroHucTH Ha BUTaMuH K (VKA):
[TanmenTure Tpsa6Ba na 3amoyHat npueMm Ha VKA 3 nHu npeau mpeKkbCBaHETO Ha JaOUraTpaH
€TeKCHJIIaT.

Thif kaTo maburaTpaH eTeKCHIaT MOXKE Ja MTOBJIHSAC Ha MEXKAYHAPOIHOTO HOPMAITU3UPAHO
crotHomeHue (INR), INR mie orpasu mo-nodpe edekra Ha VKA ezBa cien criupaHeTo Ha qaduraTpaH
eTeKcuiar 3a Hait-manko 2 qau. Jlororaa, INR cToliHocTHTE TpsiOBa 12 ce THIKYBAT C BHUMaHHUE.

IIpemunaBane ot neuenune ¢ VKA kbpM gaburatpan eTekcumar:
[Mpuemst Ha VKA TpsiOBa fa ce npeycTanoBu. JlaburatpaH eTekcuiaT MOXKe J1a ce TIpuiiara BeiHara
moMm INR e <2,0.

Hauws Ha npunoxenue

To3zu ekapcTBEH MPOAYKT € 3a MEPOPATHO MPHUIIOKECHHUE.

Kamncynure morat na ce nmpreMart cbe win 0e3 xpaHa. Karncynute TpsOBa fa ce mOrmbpIIaT LENy C yaria
BO/Ia, 3a J]a CE YJIECHH JOCTUTAaHETO MM JI0 CTOMaxa.

[NanmenTure TpsiOBa Aa ObAAT MHCTPYKTUPAHU JIa HE OTBAPSAT KarcyJjara, Thil KaTo TOBa MOXeE /1
MOBHUIIIN PUCKA OT KbpPBEHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIpoTuBOMOKA3aAHUA

o CBpBX4yBCTBUTETHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HIKOE OT IIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1

Texxko 060peuno yepexnane (CrCL < 30 ml/min) npu Bh3pacTHU HAlUEHTH

e¢GFR < 50 ml/min/1,73 m? npu neauaTpuyHU NalUEHTH

AKTUBHO KIMHHUYHO 3HAYUMO KbPBEHE

Jle3ust niu ChCTOSIHUE, KOETO CE OTpENes KaTo 3Ha4UM PUCKOB (akTop 3a TOJIsIMO KbpPBEHE.
ToBa MoOe Jia BKIIFOUBA HACTOSIIIN MITH CKOPOIITHA CTOMAIITHO-YPEBHU pa3si3BSIBaHUs, HATUINE
Ha 3JI0KaueCTBEHN HOBOOOPA3yBaHMUs C BUCOK PHCK OT KbPBEHE, CKOPOIIHO MO3BbYHO HJIIH
rpbOHAYHO HapaHsIBaHE, CKOPOIIHA MO3bYHA, IPBOHAYHA MIIM OYHA XUPYPrUiHa HHTEPBEHLINS,
CKOpOIITHA BbTpEeUepeIiHa XeMOparusl, U3BECTHU WM BEPOSITHU BapHUIIM HA XPaHOIPOBO/A,
apTEepUOBEHO3HH MasihpOpMaLMH, ChJOBH aHEBPU3MH WIIM TOJIEMH BbTPErPhOHAUYHU UIIH
BBTPEMO3bYHH ChA0BH aHOMAIIUU



o ChIbTCTBALIO JICYEHUE C HAKOU IPYTH aHTUKOATYJIAaHTH, HAllp. HeppaKIMOHUPAH XenapuH
(UFH), xemapuHu ¢ HICKO MOJICKYJIHO TETJI0 (€HOKCATIapHH, JAITEIIAPHH U JIpP.), TPOU3BOTHH
Ha xernapuHa (poHaamapuHyKC U JIp.), aHTUKOATyJIAHTH 3a IMePOPaTHO MPUIOKEHUE (BapdapyH,
puBapokcabaH, anukcabaH u Ap.), OCBEH B crieunuuHu ycinoBus. ToBa ca ciaydanTe Ha
NpOMSIHA Ha aHTUKOAryJIaHTHOTO JieueHue (Bxk. Touka 4.2), koraro UFH ce npunara B no3u,
HEoOXOUMH 3a NOAIbPIKaHEe Ha OTBOPEH LIEHTPAJIEH BEHO3CH WIN apTepHajIeH KaTeThbp, UK
korato UFH ce mpunara mo BpeMe Ha KaTeThbpHa a0Jalys Py MPEeIChPIAHO MBKJCHE (BK.

Touka 4.5)

o YepHOApOOHO yBpEKIaHE WM YEPHOIPOOHO 3a00IIsIBaHe, 32 KOETO C€ O4YaKBa Ja UMa
OTpPaKEHHUE BBPXY MPEKHUBIEMOCTTA

o ChIpTCTBALIO JICYEHUE ChC CIICAHUTE MOLTHU P-gp MHXHMOUTOPH: KETOKOHA30JI, IUKIOCIOPHH,

UTPaKOHA30JI, IPOHEIAPOH U KOMOMHAIUATA ¢ (PUKCUPAHU J03U TJICKaIPeBHP/THOPSHTACBHP 3a
CHCTEMHO NPHIIOKEHHE (BXK. ToUKa 4.5)
. CopaeyHu KJIAMHU MPOTE3U, M3UCKBAIIN aHTUKOAryJIaHTHO JiedeHHe (BK. Touka 5.1)

4.4 Chnenuananu npeaynpesxaeHus U NpeANa3Hu MepKH MPHU ynoTpeda

XCMODaFI/I‘-IeH PHUCK

Jaburatpan erekcuiar TpsOBa Aa ce mpuiara ¢ MOBUIIEHO BHUMAaHHE MIPH ChCTOSHUS C TTOBUIIICH
PHCK OT KbPBEHE WJIH MIPH CHITBTCTBAIIA YIIOTpeOa Ha JICKAPCTBEHH MPOAYKTH, TIOBIHUSBAIIN
XeMocTa3aTa uype3 HHXHOUpaHe Ha TpoMOonuTHaTa arperanud. [1o Bpeme Ha TepanusTa KbpBEeHE MOXKeE
Jia ce TIOSIBM HaBCsKbe. [Ipyn HeovakBaH criaj Ha XeMOTJIO0MHA W/HIH XeMaTOKPHTA, WM CIIa]] Ha
KPBBHOTO HajsiraHe, TPSAOBa Ja ce U3BBPINU MPETIIC/ 32 yCTAHOBSIBAHE MICTOTO Ha KbPBEHE.

[Ipu BB3pacTHH MAIMEHTH B CIIy4an Ha )KHBOTO3aCTPAIIaBaIllo Wi HEKOHTPOJIHNPAHO KbPBEHE, KOTaTO
€ Heo0X0AMMO OBP30 HeyTpaTU3UpaHe HAa aHTHUKOATYJIAHTHUS epeKT Ha JaduraTpaH, MoXxe Aa ce
M3M0J13Ba CIIeqU(PUIHOTO HEYyTPaTM3UPAILO CPEACTBO naapyuusymad. E¢ukacHoctra n
Oe3omacHOCTTa Ha HAapyM3yMad He ca YCTAaHOBEHH NPH MeIUaTPUIHU NaleHTu. Jlaburatpan Moxe
Ja ObJie OTCTPaHEeH MOCPEICTBOM XeMoauanu3a. [Ipu Bb3pacTHU MAalMeHTH ca Bb3MOXKHHU JIPYTH
OIIIMY KaTo M3IMOJI3BaHE Ha MPACHA IsU1a KPBB WIIH NMPSICHO 3aMpa3eHa I1a3Ma, KOHIIEHTpaT Ha
KoaryJamnuoHHU (pakTopu (aKTUBHPAH WM HEaKTUBUpaH), pekoMOnHaHTeH ¢akTop Vila mim
TpoMOOITMTHA Maca (BXK. ChIIO Touka 4.9).

Ynorpebara Ha HHXMOUTOPU Ha TPOMOOLIMTHATA arperays, KaTo KIOMUAOrpell U alleTUICAIHIIIOBA
kucennHa (ASA) nin HectepouHu npotruBoBb3NanuTenHu cpeactsa (HCIIBC), kakTo 1 Hanu4ueTo
Ha e30(aruT, TaCTpUT WIK racTpoe3odareaneH pediyke, yBeanyaBaT pucka 0T CTOMAIIHO-YPEBHO
(CY) xbpBeHe.

Puckosu haxmopu
Tabnuiia 3 0600111aBa (haKTOPUTE, KOUTO MOTAT Jla MOBUIIIAT XEMOPATrHUHHSI PHCK.




Taoauna 3: (I)aKTopn, KOUTO MOraT 1a mOoBUIIAT XeMOpParuiHus puck.

Puckosu dakropu

dapMakoAMHAMUYHH ¥ KHHETHYHH (HaKTOPH Br3pact > 75 rogunan
dakTopu, KOUTO MOBHILIABAT IJIAa3MEHUTE HUBA | [J1aBHH:
Ha Jaburarpas o YmepeHo 6BOpeyHO yBpeKAaHE MPH
Bb3pacTHH narueHTy (30-50 ml/min CrCL)
. Mormtau P-gp naxubuTopu (BX. TOUkH 4.3
u4.5)
. CBBMECTHO TIpHIIaraHe Ha ciiabu 10

ymepenu P-gp unxuburtopu (Hamp.
aMHOIapOH, BepariaMIll, XUHUJINH 1
TUKarpesop, BX. Touka 4.5)

BropocreneHHu:
o Hucxko Tenecno termo (< 50 kg) nmpu
Bb3PACTHU NALMEHTH
dapMakoAMHAMUYHH B3aUMOACUCTBHS (BIXK. . ASA u npyru nHXUOUTOpPY HA
TouKa 4.5) TpoMOOLIMTHATA arperanusi, KaTto
KJIIOMTUIOTPE
o HCIIBC
o SSRI i SNRI
o Jpyru nexapcTBeHU NPOAYKTH, KOUTO
Morar Ja HapyuiaT XeMocTaszara
3abossBaHMSA/TIPOLIETYPU C OCOOEH o Bpoaenu nnu npunoOUTu HapyLUIeHUs Ha
XEMOparu4deH pUucK KoaryJjanusra
o TpomOounTonenus wim GyHKIIHOHATHA
TpoMOOUUTHH AeeKTH
. CxoporrHa OHOTICHS WIIH TOJIsIMa TpaBMa
. bakrepuanen eHnokapaut
o E3odarur, ractpur uin

ractpoe3odareanieH pedayke

ChIuecTByBaT OrpaHUYCHH JaHHU MPH Bh3pacTHH nanueHTH < 50 kg (Bxk. Touka 5.2).

CoirbTCTBaIIATA yHOTpeOa Ha Jaburarpad eTeKCuar u P-gp HHXUOUTOpH HE € IMPOoyUYBaHa Ipu
MeUATPUIHHN TIAITUEHTH, HO MOJKE Jla YBEITMIH PHUCKa OT KbPBEHE (BX. ToUka 4.5).

Lpeonasnu mepku u 061adsgane Ha xemopasuiHus puck
3a oBNaasABaHE HA YCIOKHEHUS ¢ KbPBEHE BIDKTE CHINO TOUYKa 4.9.

Oyenka na cobOMHOUEHUEMO NOA3A/PUCK

HanuuueTo Ha sie3uu, 3a00J1BaHus, IpoLeaypy u/uiu Gapmakonorunddo euenue (kato HCIIBC,
tpomboruTHU anTHarperantd, SSRI u SNRI, Bxk. Touka 4.5), KOUTO 3HAYUTEITHO YBEIMYABAT PUCKA OT
rOJIIMO KbPBEHE, U3MCKBAT BHUMATEIHA OIlEHKA Ha ChOTHOIIEHUETO 10j3a/puck. Jladburarpan
eTeKCHJIaT TPsIOBa J1a ce JjaBa caMo aKo 10J13aTa HaJBHIIaBa PUCKa OT KbpPBEHE.

HannuxuTe KIMHUYHY JaHHU 32 TIeIUATPUYHY MTAIUSHTH C PUCKOBU (PAKTOPH, BKIIFOUUTEITHO
MAIMEHTH C aKTHBEH MEHUHTHUT, eHIle(aIuT U BhTpeueperieH adcrec (BX. Touka 5.1), ca orpaHU4eHH.
[Ipu TakuBa marueHTH Ja0UraTpad eTeKCUIIAT TPsOBa J1a ce 1aBa caMO aKo OYaKBaHATa I0j13a
HaJBUIIIaBa PHCKA OT KbPBEHE.

Buumamenno knunuuno nadnooenue

[IpenopbuBa ce BHUMATEITHO HAOJIOJICHUE 32 TPU3HAIM HA KbPBEHE MITH aHEMHS TIPe3 TIeTHsI IEPUO/]
Ha JIeueHHe, 0COOEHO aKo pUCKOBUTE (hakTOpH ca KoMOMHUpaHH (Bk. Tabnuna 3 no-rope). Tpsaodsa na
ce BHIMaBa 0COOCHO MHOTI'0, KOraTo JaburaTpaH eTeKCHJIAT ce NpUiIara ChIIbTCTBAIO C BEpaaMH,



aMUOAapOH, XUHUIUH W KIapUTPpOMUIH (P-gp mEXuOUTOpH) 1 0c0OCHO MpH TosIBa Ha KbPBEHE,
Hali-Bede MpH MAIMEeHTH C HaMalleHa 0p0pedHa GpyHKIws (BK. Touka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOJIOICHUE 3a IPU3HAIM HA KbPBEHE NIPU MAIMCHTH, JIEKYBaHU
cerrpreTBanio ¢ HCIIBC (Bxk. Touka 4.5).

Ipexvcsane Ha neuenuemo ¢ 0abuUcampan emekCuIam
[TanuenTHTEe, KOUTO Pa3BHUAT OCcTpa OBOpPEUHA HEOCTATHYHOCT, TPSOBA J1a IPEYCTAHOBST MPHEMa Ha
nmaburatpaH eTeKkcuiaT (BXK. ChINo Touka 4.3).

Korato ce mosiBu Te)KKO KbpBeHE, TpIOBa Jla ce MPEKPATH JICUCHUETO, JIa CE M3CIIeBa MPHYUHATA 32
KbPBEHETO U MPH BH3PACTHHU MALUCHTH MOXKE J1a CE OOMUCIIH MPUIOKEHHE HA CIICIIU(UIHOTO
HEYTpaJIM3UpaIlo cpeacTBo (naapynnsymad). EdukacHocTTa 1 0€301macHOCTTa Ha Haapylu3ymMad He
ca YCTaHOBEHH MPH TIeIUATPUYHY MarueHTH. Jlaburatpan Moxe aa Obie OTCTpaHEH MOCPEICTBOM
XEMOIUANN3A.

Ynompeba na unxubumopu na npomonnama nomna

Moxe fa ce 0OMuUCIIN NPUIIOKEHHE Ha HHXUOUTOP Ha mpoToHHarta nommna (PPI) 3a npesenuns va CH
kbpBeHe. [Ipu neanaTpuyHu nmanueHTH TpsiOBa Ja ce cieABaT MpenopbKUTE, ONTUCAHN B KpaTKaTa
XapaKTepUCTHKA Ha TIPOIyKTa Ha CHOTBETHUS MHXUOUTOP HA TPOTOHHATA TIOMTIA.

Jlabopamopnu koazyrayuonnu napamempu

Bbrpeku ge To3u JIEKapCTBEH NPOAYKT 110 MPUHLUII HE U3UCKBA PYTUHHO MOHUTOpPUPAHE HA
aHTHKOAryJjanusaTa, OnpeaeTHETO Ha CBhp3aHaTa ¢ Jadurarpad aHTUKOAryJanus Moxe aa Obae ot
1107132 32 YCTaHOBSABAaHE HA PEKOMEPHO BUCOKA EKCIO3ULMS Ha JaburarpaH Npy HAIN4KE Ha
JOIBIIHUTEITHNA PUCKOBU (haKTOPH.

TpombuHOBOTO Bpeme upe3 paspexaane (dTT), ekapuroBoTo Bpeme Ha cheupBane (ECT) u
aKTHBHPAHOTO MapluaiHo TpoMOoriacTuHoBO Bpeme (aPTT) morar ga npenoctaBsar moiezHa
UHQOpPMAIH, HO pe3yNITaTuTe TPAOBa J]a ce THIKYBAT C MOBUILICHO BHUMAHHUE TIOPaIH
BapuaOMITHOCTTa MEXy TecToBeTe (BXK. Touka 5.1).

TecTbT 3a onpeziensiHe HAa MEXIYHAPOIHOTO HOPMAIM3UPAHO choTHOMIeHHe (international normalised
ratio, INR) He e Hafie)/IcH P NALIMCHTH Ha JICYCHHE C Ja0UraTpaH eTeKCUIaT U UMa JIOKJIaIBaHH
cirydau ¢ ¢ammuBo nonoxkuTenHo nosumenue Ha INR. 3aToBa INR tecroBe He TpssOBa na 6b1aT
MPOBEXKIAHU.

Tabnuna 4 nmoka3sa Hall-HUCKUTE NPArOBE HA KOATYJIAIIMOHHUTE TECTOBE MPH Bh3PACTHHU TMAIUCHTH,
KOUTO MOTaT Jia ObJIaT CBbP3aHHU C MOBUIIEH PUCK OT KbpBeHe. ChOTBETHUTE MPAroBe MpH
MeMaTPUYHH TAIIMCHTH HE ca U3BECTHH (BK. Touka 5.1).

Tao6auna 4: Hali-HuCKH NparoBe Ha KOAryJallHOHHUTE TCCTOBE NIPU Bb3PAaCTHHU MALIMEHTH,
KOHTO MOraT aa 0baaT CBbP3aHM C MOBUIIICH PUCK OT KbPBEHE.

Tect (Hali-HUCKA CTOWHOCT) [Ipar

dTT [ng/ml] > 67

ECT [x-rbTH HaJ rOpHATa TpaHUIIa Hsima mannam
Ha HOpMara|

aPTT [x-nbTH Hajg ropHarta rpanuma | > 1,3
Ha HOpMarta]

INR He tps6Ba ma ce mpoBexa

Ynorpeba Ha QUOPUHONUTUYHY JICKAPCTBEHH MPOJYKTH 33 JICUCHUE HA OCThP UCXEMUYCH HHCYIT
Ynorpebara Ha GUOPUHOIUTUYHY JICKAPCTBEHH MPOAYKTH 32 JICUCHHETO HAa OCThP UCXEMUYCH HHCYIT
MOXe 11a ce oochran, ako croiroctute Ha dTT, ECT wiu aPTT He HagBumasat ropHaTa rpaHUIa Ha
Hopmara (ULN) ciopen MecTHATE pedepeHTHH TPAHMIIN.




XUPYPTUIHH OTIEPAITIN 1 HHTEPBEHINH
[Ipn manmenTH, npreMaru JaduraTpad eTeKCHUIaT, KOUTO ca TOUI0KEHN Ha XUPYpriudHa

WHTEPBEHIINS WM UHBA3WBHU TPOIIETyPH, CHIIECTBYBa PUCK OT KbpBeHe. [1o Ta3u npuunHa
XUPYPrUYHUTE MHTEPBEHIIMK MOTAT J]a HaJ0XaT BPEMEHHO MPEKpaTsIBaHe HA MPUEMAHETO Ha
JlaburaTtpaH eTeKCHar.

Heobxomumo e moBUIIEHO BHUMAaHUE, KOTaTO JICYCHHETO BPEMEHHO CE MPEKPaTH MOPaIn
WHTEPBEHITUH U CE MPEMOphIBa MOHUTOPHUPAHE HA aHTHKoarynamnusaTa. [Ipn narmenTn ¢ 00peuHa
HEJ0CTAaTHFYHOCT KIMPHHCHT HA JaOUTaTpaH MOXKE J1a TPOIBIDKA MO-IBITO0 (BX. Touka 5.2). ToBa
TpsOBa Jla ce B3eMe MPeIBU I IIPEeIn BCsKa Ipollenypa. B TakuBa ciydyan KoaryialdoHEH TecT (BK.
touku 4.4 1 5.1) MOXe J]a IOMOTHE JIa ce ONPeAeIH JIAJIA BCE Olle MMa HapylIeHUe Ha XeMOCTa3ara.

Cnewnu xupypeuunu onepayuu uiy HeonioiCHu npoyeoypu

[TpuembT Ha MaburaTpaH eTekcuat TpsOBa Aa ObJle BpEMEHHO MpeKpaTeH. AKO € He00X0uMo ObP30
HEYTpaIM3UpaHe Ha aHTUKOATYJIAHTHHS eeKT, MOXKE J1a Ce U3IT0J3Ba CIICIU(PUIHOTO
HEYTpaJIM3HUPAILO CPEACTBO Ha Aaburarpan (Maapyiu3ymad) 3a Bb3pacTHHU manueHTH. EQukacHocTTa
1 0€301acHOCTTa Ha uaapyu3ymMal He ca yCTaHOBCHH MPH NIAMATPUYHY manueHTH. J[aburarpan
MoXe Jja ObJie OTCTPAaHEH MOCPEICTBOM XEMOIAAIN3A.

[Ipu npeycraHoBsiBaHe Ha TepanusTa ¢ Ja0UraTpaH NalMEeHTHTE ca U3JI0KEHH HAa TPOMOOTHYEH PHUCK,
CBBP3aH C OCHOBHOTO MM 3a0oisiBaHe. JleueHneTo ¢ naburarpaH eTeKCuiIaT MOXKe J1a ce Bb300OHOBU
24 gaca ciesl MpUIOKEHUE HA HIAPYIIM3yMa0, ako MAIlMEHTHT € KJIMHUYHO CTAOWIIEH U € TOCTUTHATA
aJleKBaTHa XeMOCTa3a.

Xupypeuunu onepayuu/unmepsenyuu npu NOOOCHPY CbCMOSHUS

IIpuembT Ha maburaTpaH eTekcuiat TpsiOBa BPEMEHHO Ja ce mpekpaTu. [1o Bb3MOXKHOCT,
XUPYprUYHATA ONIepaIlvs/UHTSPBEHIUS TPSOBA /1a Ce OTIIOKU JI0 M3MUHABAHETO Ha Hail-Manko 12 Jaca
cjes MpueMa Ha MocjeAHaTa 103a. AKO XUpYprudHaTta ornepanus He MOXKE J]a Ce OTJIOKH, ChILECTBYBa
TIOBHIIIEH PUCK OT KbpBeHe. 1031 prucK TpsSOBa Ja ce OLIEHHU CIPSMO CIIEIIHOCTTAa HAa HHTEPBEHIIMATA.

Ilnanosea xupypeuuna onepayus

IIpu BE3MOXHOCT, IPHEMBT Ha JaOWraTpaH €TeKCHIAT TPsIOBa /1a ce MpeKpaTn Halk-Manko 24 Jaca
Npe/iv U3BBPIIBAHETO HA MHBA3WBHA WITM XUPYPrUYHa npornenypa. [IpekparsBane mprema Ha
JaburaTpaH eTeKcuiaar 2-4 HU Ipeay XUPypriudHa onepanus TpsOoBa 1a ce uMa NPeBUI TPH
MAIMEHTH C MOBUIIICH PHCK OT KbPBEHE WM B CIy4all Ha TOJIsSIMA OTIepaIUs, IPH KOSITO MOXKE JIa €
HEOO0XOMMa MTBJIHA XEMOCTa3a.

Tabnuua 5 060011aBa npaBuiIaTa 3a NpeKpaTsABaHe Ha IpUeMa MPeJy HHBAa3UBHH WIIM XUPYPrHYHH
MIPOIEAYPH TP Bb3PACTHU MAIIMEHTH.

Tab6anna S: IIpaBuiia 3a npexkpaTABaHe HA NpUeMa NpeAd HHBA3WBHH MWJIN XUPYPTUYHH
NpoueAypH NPU Bb3PACTHU NALMEHTH

bropeuna [IpubnusurencH [TpuembT Ha HabUraTpaH eTeKcuiatT TpsOBa aa ce cupe
byHKIUSA MOJTY’)KUBOT MIPeJIU TJIAHOBA XMPYPrUYHA ONepanus
(CrCL B (qacoBe) Bucok puck ot xspBere i | CTaHTapTeH PUCK
ml/min) roJisiMa XUPyprudHa
orepanus
>80 ~13 2 THU IIpEABapUTEIIHO 24 gaca npeIBapUTEITHO
> 50-< 80 ~15 2-3 THUW TpeIBApUTEITHO 1-2 mHM MpeaBapUTEITHO
>30-<50 ~ 18 4 MHU TIPEABAPUTEITHO 2-3 mHY MpeaBapUTEITHO
(> 48 gaca)

[IpaBuara 3a npekpaTsBaHe Ha TIPUEMa TIPS MHBA3HBHU HJIH XUPYPTUYHU MPOIETYPH MTPH
MeUaTPUIHN TIAIUEHTH ca 00001IeH: B TabuIa 6.
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Ta6auna 6: [IpaBuia 3a npekpaTsiBaHe HA IPUeMA NPeaV HHBA3UBHU WIH XUPYPTrUYHH
NpoIeypH NPH NeTUATPUYHH MANUEHTH

bropeuna GyHKIusa Crmpane Ha gaburaTpaH Mpean IIaHOBA XUPYPrUIHA
(eGFR B ml/min/1,73 m?) onepanus

>80 24 gaca npeBapUTEITHO

50 - 80 2 IHU NPEIBAPUTEIHO

<50 Te3u manueHTH He ca Mpoy4YBaHU (BXK. ToUKa 4.3).

Cnunanna anecmesus/enudypantia aHecmesus/Iymoanua nyHKyus
IporenypH KaTo CIHMHAIHA aHECTE3Ms U3UCKBAT MBJITHOICHHA XEMOCTATHYHA (DYHKITHS.

PHCKBT OT CIMHAJICH WK EIUAYPAICH XeMaTOM MOJKE JIa C€ TIOBHIIY IIPH CITydand Ha TPaBMATHIHU
WJIM MHOTOKPATHU IMyHKIIMHU | MIPY MIPOIBIDKUTETHA yIIOTpeOa Ha enuaypainHu karerpu. Cien
OTCTpaHsBaHE HAa KaTEThP TPsIOBA Ja MUHAT Ha-MaJIKo 2 daca Mpeau IPUIIOKCHUETO Ha ITbPBaTa 1032
Jmaburatpad eTeKcuiaT. Te3n ManueHTH U3UCKBAT 9eCTO HaOIII0IeHNEe 32 HEBPOJIOTHYHHY TIPH3HAITN U
CHUMIITOMH Ha CIIMHAJICH WIH CMUIypajieH XEMaTOM.

Ilocmonepamusna d)asa

CJ'IC,I[ HWHBAa3WBHATA ONpOoLCAYypa WU XUPYPTUIHATA UHTCPBCHI A JICUCHUCTO C )1a61/1ranaH CTCKCHUJIaT
Tp$16Ba Ja C€ IOJHOBH BB3MOXXHO Haﬁ—CKOpO, IIpUu yCJIOBUC Y€ KIIMHUYHATA CUTyallrd MO3BOJIIBA U
nMa aJICKBaTHaA X€MOCTas3a.

Heob6xomumo e moBUIIEHO BHUMAaHUE TIPY TAIIMEHTH C PUCK OT KbPBEHE WM MAIIMEHTH C PUCK OT
CBPBXEKCIO3UIIHS, 0COOCHO MalMeHTH ¢ HamalieHa ObOpedHa QpyHKius (BXK. ChIno Tadbimia 3) (BxK.
touka 4.4 u 5.1).

[TanueHTH ¢ BUCOK ONIEPaTUBEH PUCK OT CMBPTHOCT ¥ C BHTPEIIHU PUCKOBHU (haKTOPH 3a
TPOMOOEMOOINYHYU CHOUTHS

CrlmecTBYBaT OTpaHUICHH JAaHHU 32 e(hUKACHOCTTA U O€30MaCHOCTTa Ha MaburaTpaH eTeKCHiIaT mpu
TE3W MAIMeHTH U MOPay TOBa T¢ TPsOBa JAa ObJaT JICKyBaHH C TIOBUIIICHO BHUMAHUE.

Omnepanst py (hpakTypa Ha IIHiikaTa Ha OeapeHaTa KOCT
Hsama nanHu 3a ynoTpebara Ha JaburaTpaH €TeKCHUIAT MPH MAIUSHTH, TIOJI0KESHU Ha OTIepaIus Mpu
(hpakTypa Ha mmiikata Ha OeipeHaTa KocT. CleoBaTeIHO JICUSHUETO HE Ce IPENophyBa.

YepHopoOHO YBpekKIaHE

IMaruenTy ¢ moBuUIeHN YepHOAPOOHH eH3uMHU > 2 ULN ca U3KII0UeHH OT OCHOBHUTE U3MUTBAHUS.
Hsima Hanu4eH TepareBTHUCH OIUT 32 Ta3W CyOIOIyIalys OT MAIMEHTH U CIICA0BATEIHO MPH Ta3u
MOMTyJIalKs yrorpedara Ha JaduraTpan eTeKCHIaT He ce penopbyBa. YepHoqpoOHO YBpEkKIaHE HITH
4epHOAPOOHO 3a00IIABaHE, 32 KOCTO CE OYaKBa JIa UMa OTPAKCHHE BBPXY MPESIKUBICMOCTTA, €
MIPOTHUBOITOKA3aHO (BXK. Touka 4.3).

BsaumonetictBue ¢ P-gp uaaykropu
ChITBTCTBANIOTO MPHUIIOKEHUE HA P-gp HHIYKTOPH ce 0YaKBa Ja MOHMKY IIa3MEHUTE KOHIICHTPAIIH
Ha gaburatpad u TpsAOBa ma ce n30sATBa (BX. TOUku 4.5 u 5.2).

HarnumenTn ¢ anTHdOChOTUNNICH CHHIPOM

HupextHo nmetictBamty nepopaian antukoaryiaanti (DOACS), BKIIFOUHTETHO JaduraTpaH eTeKCHiIarT,
HE ce MPenophyBaT MPH MAIMEHTH C aHaMHe3a 3a TPoM003a, KOUTO ca TMarHOCTHIIMPAHU C
anTudochomumuaeH cuaapoM. Ilo-cenuaaHo npu TPOHHONO3UTUBHY NAIIMEHTH (32 JYIyCeH
AHTUKOATYJIAHT, aHTHKAPIMOIUITMHOBY aHTUTEIA M aHTUTENa cpelry Oera-2-riauKonpoTenH 1),
nedenneTo ¢ DOACs Moxe f1a Objie CBbP3aHO C MOBHUIIICHA Y€CTOTa Ha MOBTAPSIIH C€ TPOMOOTHUHHU
CHOUTHS B CpAaBHEHHE C TEpaNUiITa C aHTArOHUCT Ha BUTaMuH K.

[TammenTu ¢ akTBHO OHKOIOTHYHO 3a0oisiBane (VTE npy neauaTpyuyHy MaUeHTH)
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Nma orpaHnveHu JaHHU 32 e(UKACHOCTTA M OE30MACHOCTTA MTPH NeTUATPUYHH MAIUEHTH C aKTUBHO

OHKOJIOTMYHO 3a00JIsBaHE.

[lenuarpuyna nonyJanus

[pwu HsKOM TIEUATPUYHH TIAIIMEHTH ChC CTPOTO crielUIHN 3a00JIIBaHsI, HAIIP. TTAIIMEHTH C OOJIecT
Ha ThHKHTE YepBa, IPH KOUTO MOJKE JIa € 3acerHaTa abcopOuusaTa, TpsOBa Ja ce OOMHUCIIH
W3II0JI3BAHETO HAa aHTHKOATYJIAHT, KOMTO ce MpHjiara napeHTepaiHo.

ITomontHm BemiecTBa

To3u ekapcTBEH MPOAYKT ChABPXKA Mo-Manko oT 1 mmol Hatpwmii (23 mg) Ha Karcyma, T.e MOXe Aa
ce Kaxke, 4e MPAKTHUUYECKU HE ChABPKA HATPHIL.

4.5 B3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrd (JOPMH Ha B3auMojelicTBHe

BsanmonelcTBys ¢ TpaHCIOPTEPH

Jlaburatpan eTekcunar e cyoctpart 3a edirykcHuS TpaHcmoptep P-gp. ChIbTCTBAIOTO MIPUIIOKEHUE
Ha P-gp naxubuTopu (Bx. Tabnuia 7) ce oyakBa Ja JOBEJE 10 MOBUIIICHA HUBA Ha TUTa3MEHATa

KOHIICHTpAITUs Ha 1a0uraTpaH.

AKO HE € IPeJIUCaHo IPYTo, € HeOOXOJUMO BHUMATEITHO KIIMHIUYHO HAOII0IcHHE (CIICACHE 3a
MIPU3HAIMA HA KbPBEHE WIIM aHEMUsI), KOTaTO Ja0UraTpaH ce Mpuiiara ChIbTCTBAIIO C MOIIHU P-gp
uHXUOUTOPH. MOXKe J1a ca He0OXO UMK HaMaJIIBaHUs Ha J103aTa B KOMOMHALMSA C HIKOU P-gp
uHXuOuTOpH (BXK. Touku 4.2,4.3,4.4u5.1).

Ta6auna 7: BzaumopeiicTBus ¢ TpaHCIOPTEePH

P-gp unxubumopu

Covnvmemsawama ynompeba e npomueonokazana (8. mouxa 4.3)

Ketokonason

Kerokonazon noBumrasa o0mmure AUCo.o i Cnax CTOMHOCTH Ha
naburarpaH ChOTBETHO 2,38 bTH U 2,35 IHTH CJIe]] €IHOKpaTHA
nepopainHa no3a oT 400 mg u croTBeTHO 2,53 mbTU U 2,49 bTH Clieq
MHOTOKPATHO TIepopaiiHo npuioxkenne Ha 400 KeTOKOHA30JT BETHBX
€KETHEBHO.

Hponenapon

Koraro naburaTtpaH eTekcwiaT u APOHEIAPOH ca OWIIN MpUIIaraHu
cbrbTeTBaIO, 00IUTE AUC)0 U Cinax CTORHOCTH Ha Jaburatpas ce
yBeITM9aBaT CbOTBETHO OKOJIO 2,4 IBTH U 2,3 ITBTHU CJIET MHOTOKPATHO
no3upane Ha 400 mg ApoHEAApOH ABa MTU AHEBHO U OKOJIO 2,1- mbTH U 1
II'BTU CHOTBETHO CJIe] eAHOKpaTHa 103a oT 400 mg.

I/ITpaKOHaBOJ'I, MUKIJIOCTIOPpHH

Bb3 ocHOBa Ha pe3yNITaTUTE in Vitro MOXKE J1a ce OYakBa Mo00eH eeKT
KaTO MPU KETOKOHA30JL.

I'mexanpeBup/muOpeHTacBUp

[lokasaHo e, ye chIIbTCTBAIATA YIOTpeOa Ha Ja0UraTpaH eTeKCHUIaT C
¢ukcupana no3a ot P-gp naxuburopure riaexanpeBup/muOpeHTacBUp
MOBHIIIaBa EKCIO3UIMTA HAa Ja0UraTpaH U MOXKE 12 YBEIUYH PUCKA OT
KBbpPBCHE.

He ce npenopwvusa ColMbmMcmeauw,0 npuiodiceHue

Taxponumyc

YcTaHOBEHO €, Ue in Vitro TaKpOJIMMYC UMa T0J0OHO HUBO HA
WHXUOUTOPEH eeKT BpXy P-gp kKato ToBa, Ha0II01aBaHO TP
WUTPAKOHA30JI U IIUKJIOCTIOPHH. J|aburaTtpaH eTeKCUIAT He € KIIMHUIHO
MpOy4YeH B KOMOWHAIIHS C TAKPOJIMMYC. BBIIpexu ToBa, orpaHUYeHN
KJIMHAYHYU JaHHM ¢ ApyT cyocTpar Ha P-gp (eBeponmMyc) mpeamosiarar, 4e
nHXHOUpaHeTo Ha P-gp ¢ TakponumMyc e mo-ciiado OT TOBa, HAOIIF0JaBAHO
IIPY CWJIHM WHXHOUTOpH Ha P-gp.

u4.4)

Ilpeonasnu mepxu, koumo mpsaoea 0a ce cnazéam npu Convmcmeawa ynompeboa (susxcme mouxu 4.2
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Bepanamuin

Korato maburarpan erekcunar (150 mg) ce nmpuiara ChIrbTCTBALIO C
riepopaieH Bepamammi, Cmax 1 AUC cTolHOCTHTE Ha qaburaTpad ce
MTOBHILIABAT, HO CTEIIEHTA Ha Ta3H MPOMSAHA CE pa3iInyaBa B 3aBUCUMOCT OT
BpPEMETO Ha MPUJIOKEHHUE U OT JieKapcTBeHaTa (hopMa Ha BepanaMui (BxK.
Touku 4.2 1 4.4).

Haii-ronssMoTo noBuIlieHHE Ha €KCIIO3UIIMATA HA JaburaTpaH ce
Ha0III0/1aBa TIpY ITbpPBaTa J103a OT JISKapCcTBeHa ¢hopMa ¢ He3abaBHO
0cBOOOJKIaBaHe Ha BepanaMul, IIPUIIOKEHA eJIMH Yac Mpeju MpuemMa Ha
naburarpaH erekcuiat (mosumaBane Ha Cmax 0k0J10 2,8 et 1t AUC
okoJio 2,5 mbtHn). EQekThT mporpecuBHO HaMalIsiBa C TIpUJIaraHe Ha
JIeKapcTBeHa opMa ¢ yABDKEHO 0CBOOOKAaBaHe (TioBUIaBaHe Ha Cpmax
okoso 1,9 metet 1 AUC okojio 1,7 TbTH) WX C TIpHUJIaraHe Ha MHOYKECTBO
1034 Bepanami (rmoBuiiaBane Ha Cmax 0K0JI0 1,6 bt 1 AUC okouio 1,5
ITBTH).

He e nabmronaBano 3Ha4MMO B3auMOJICHCTBUE MIPH NpUJIaraHe Ha
Bepanamui 2 gaca ciefl jaburatpad erekcunar (moBumanane Ha Cax
okouio 1,1 metr 1 AUC okomno 1,2 meTH). ToBa ce 00sICHSIBA ChC
3aBbpplLIeHaTa abcopOuus Ha gaduraTpat cief 2 yaca.

AmMuonapoH

Koraro naburatpaH eTeKCHIAT ce Mpujara ChIIbTCTBAIO C €HOKPAaTHA
repopaiHa m1o3a oT 600 mg aMrogapoH, CTETIEHTa U CKOPOCTTa Ha
abcopOITis Ha aMHOJapOH M HeTOBUS akTHBEH MeTabomuT DEA ocrtaBat
1o cbiecTBo HenpoMeHeHU. AUC U Cnax Ha JaOUraTpas ce MOBHIIaBaT
CHOTBETHO O0KO0JIO 1,6 mbTu U 1,5 mbTH. C orieq Ha IBATHS MOIYKUBOT Ha
aMHOJapOH MOTSHINATHT 33 B3aUMOJICHCTBIE MOXKE Ja CHIIECTBYBA B
MPOJBIDKCHHE Ha CSJMUIIM CJIE]] IPEKPaTsIBaHe HA aMHOAAPOH (BIK.
Touku 4.2 u4.4).

XUHUIUH

XWHHAIWH ce aaBa KaTo 1o03a ot 200 mg Ha BCEKHM BTOPH Yac 70 001a g03a
ot 1000 mg. Jlaburarpan eTeKkcuIaT ce Mpuiara ABa ITbTH JTHEBHO B
MPOJBIDKCHNE Ha 3 TIOCIICIOBATEIHH JHH, ChC WM 0€3 XUHUIUH Ha 3-

nst gieH. AUCrss ¥ Craxss Ha JAOUTATPaH CE MOBUIIIABAT CPETHO CHOTBETHO
1,53 mbtr 1 1,56 bTH TIPH CHITETCTBAIIO MPIIOKECHUE Ha XUHUAWH (BK.
Touku 4.2 u 4.4).

Knaputpomunia

Korato xaputpomunina (500 mg 1Ba MsTH JHEBHO) CE TpUJIara 3aeIHO C
nmaburaTpaH €TeKCHIIAT MPH 31paBH T0OPOBOIIIH, ce HabII01aBa
nosumiaBade Ha AUC okono 1,19 b1 U Chax 0k0m0 1,15 IBTH.

Tukarpenop

Korato emnokpatHa /103a 0T 75 mg maburarpaH €TeKCHIIAT e Mpuiiara
CBITBTCTBAINO ¢ HAaTOBapBaiia f03a ot 180 mg tukarpenop, AUC u Cmax Ha
naburatpaH ce MoBHIIABaT ChOTBeTHO 1,73 bt 1 1,95 mptr. Cnen
MHOTOKPATHH 703U THKarpeiaop 90 mg aBa IbTH THEBHO TOBHUIIIABAHETO
Ha eKCTIO3WIFSITA Ha JaburaTrpaHd € ChoTBETHO 1,56 mbTH 1 1,46 BTH 32
Cimax 1 AUC.

ChITBTCTBAIIOTO PIIIOKECHUE HAa HaTOBapBalia 103a ot 180 mg
tukarpenop u 110 mg naburatpan erekcunat (B cTaOMIHO ChCTOSIHUE)
noBumaBa AUC s ¥ Craxss Ha Jaburarpad chorBeTHO 1,49 11 1,65 mbTH, B
CpaBHEHHE C JaburaTpas, mpuiaran camocroareixso. Koraro HaroBapsaia
no3a ot 180 mg Tukarpenop ce gaBa 2 gaca cief mprueM Ha 110 mg
naburarpaH eTekcwiat (B CTAaOMIIHO ChCTOSIHUE), TOBHUINIABAHETO HA
AUC, 551 Cax,ss Ha mTaburatpad Hamamsiea 1o 1,27 meta u 1,23 mbTH,
CHOTBETHO, B CPAaBHEHHE C Ja0UTAaTpaH €TEKCUIIAT, MPHJIaraH
camocTosTeTHO. TakbB MmoeTarneH MpueM ce NpernopbyiBa MPH 3aII0YBaHE
Ha THKarpeiop ¢ HaToBapBaila J103a.
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CrbpTCTBAIIOTO NMpHIIOKEHNE Ha 90 mg TUKarpenop Ba MbTH JHEBHO.
(mommbprxkaria mo3a) 1 110 mg maburarpaH eTEeKCHIIAT ITOBUIIIABA
kopurupauTe AUC: s 1 Crax,ss Ha JaOUraTpa cCboTBETHO 1,26 MBTH U
1,29 mbTH B cpaBHEHHE C Ja0UraTpaH eTeKCHaT, Ipuiaral
CaMOCTOSITENHO.

ITozakonazon

ITo3akoHa3011 CHITO HHXMOWpPA B HIKAKBa CTENEH P-gp, HO TOBa HE €
MPOyYeHO KIUHUYHO. CHITBTCTBAIIOTO MPIJIOKEHUE Ha Ta0uTaTpan
€TEeKCWIAT C N03aKOHA30JI HajJara BHUMATEJIHO MPOCJIEsBAHE.

P-9p unoykmopu

CeroprcTBamiara ynorpeda TpsoBa aa ce n30sraa.

Hamp. pudamnuiius, KbaT
kanTapuoH, (Hypericum
perforatum), kapbamazenuu
i QEHUTOUH

ChITBTCTBANIOTO MPHIIOKCHIE CE€ OYaKBa Ja TOBEE 10 TIOHIKABaHE Ha
KOHIICHTpAIIMsITa HA Ta0uraTpaH.

[IpemMenukanusaTa ¢ U3CACABAHUSA HHAYKTOP pU(aMITUIMH ITPH 1034

600 mg BeHBK JTHEBHO 3a 7 JIHA TIOHMXKaBa 00I[aTa MMKOBa
KOHIICHTpAIlKs Ha Ja0UTraTpaH u 00IIaTa eKCIO3HIINS ChC ChOTBETHO
65,5 % u 67 %. UaaynupamusaT ehekT e MOHWKEH, KOETO BOJIH 10 HUBO
Ha CKCIO3MIIMS Ha aduraTpaH, OJM3K0 10 peepeHTHATa CTOHHOCT 10
JieH 7 clief] ciipane Ha JieueHueTo ¢ pudamnuiyi. He e HabmoqaBaHo
[T0-HATATBIITHO TOBUIIICHNE Ha OMOHAINYHOCTTA CJIEN OIe 7 JTHM.

Hpomeaswu MHXM6MI’I10DM, Kamo pumoraesup

Cvnememeawama ynompeba He ce npenopvbysd

Hamp. puronasup u
KOMOWHAIIUUTE MY C IPyTH
MPOTEa3HN HHXUOUTOPH

Te nopnusiBat P-gp (KakTo KaTo MHXUOUTOP, Taka M KaTo MHAYKTOp). Te
He ca Oy NpoydBaHH, IOPaau KOETO HE Ce MIPENopbyBar 3a
CBIIBTCTBAILIO JICUCHUE C Ja0UraTpaH eTeKCUar.

P-gp cyocmpam

Juroxcun

B npoyuBane, npoBeaeHo ¢ 24 3apaBu 10OPOBOIILH, IPA CHIIBTCTBAILIOTO
NPUIOXKEHUE Ha [aburaTpaH eTeKCUIaT U IUTOKCHH He ca HaOJIoAaBaHu
IPOMEHU B €KCIIO3ULUATA HAa JUTOKCHH M KJIIMHUYHO 3HaYMMU IPOMEHU B
EKCIIO3MLMATA Ha Ja0uraTpa.

AHTHKOAryJIaHTHU U JICKAPCTBEHU IPOIYKTH CPEIly TPOMOOIINTHA arperamus

Jlumcea uiu ChIIECTBYBA CaMO OIPAaHUYCH OIUT ChC CICAHHUTE JICUCHHSI, KOUTO MOTaT Jia TIOBUIIIAT
pHCKa OT KbPBEHE, KOTATO Ce MPHJIaraT ChIIbTCTBAIO C Aa0WUraTpaH eTeKCHUIIaT: aHTUKOATYJIaHTH,
karo Hedpakimonupan xenapu (UFH), Huckomosnekynau xenapunau (LMWH) 1 xenapuHoBu
npou3BoAHHU ((hOHIATTAPUHYKC, NE3UPYAUH), TPOMOOIUTUYHH JICKAPCTBEHU POIYKTH U aHTArOHUCTH
Ha BUTamuH K, puBapokcabaH win Jpyru aHTHKOATYJIaHTH 32 TIEPOPAITHO MPUIIOKEHHUE (BXK.

Touka 4.3), WK JeKapCTBEHHU MPOIYKTH cpely TpoMOoiuTHa arperanus, kato GPIIb/Illa petnentopau
AHTArOHWCTH, THKIIOTH/IUH, TIPACyTPeEIl, TUKATrPellop, IeKCTPaH U CyAPUHIHPa30H (BXK. Touka 4.4).

UFH moxe aa ce mpuiara npu 034, He00X0IUMU 32 TOIIbpKaHe Ha TIPOXOIUMOCTTA Ha IIEHTPaIeH
BCHO3CH WJIM apTCPHUAJICH KAaTCThP WJIN 110 BPEMC Ha KaTCThbpHA a6j1aum[ IIpyu NpeaACbPAHO MBKICHE

(Bk. Touka 4.3).
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Taoauna 8:

B3aumopeiicTBus ¢ AHTHKOAT'YJIAHTHU U JJCKAPCTBCHU NMPOAYKTH CpeIly
TpOMﬁOlII/lTHa arperanusi

HCIIBC

IIpunaranure 3a kpatkocpodna aHanresust HCIIBC He ce cBbp3BaT ¢ MOBUILIEH
PHCK OT KbPBEHE, KOTaToO ce IIpuiaraT ChIIbTCTBALIO C JabUraTpaH eTeKCUiIaT.
IIpu npoapipKUTENHA YIIOTpeOa B €IHO KITMHUIHO n3nuTBaHe ¢aza 111,
CpaBHsBAILO JaOuraTpad ¢ BapdaprH 3a MPEeBEHIH Ha HHCYNT NP MAUCHTH
¢ npexncepano muxaene (RE-LY), HCIIBC yBennuaBaT piucka OT KbpBEHE €
ok0110 50% KakTo Npu JTadUraTpaH eTeKCUIIAT, TaKa M IIpU BapdhapuH.

Knonunorpen

IMpu Miragm 3apaBy 1OOPOBOIIIHM OT MBKKH TIOJT CHITBTCTBAIIOTO MTPUIIOKEHUE
Ha JaburatpaH eTeKCHIaT U KIOMHUIOTPeIl HE € TOBEJIO 10 JOMIbIHUTEIHO
yABJDKaBaHE Ha BPEMETO Ha KalWJISIPHO KbPBEHE B CPABHEHHUE C MOHOTEPAIIUS
¢ ximonmaorpen. OcBeH ToBa AUC ss M Crnax,ss, I AI3MEPUTETUTE HA
KoaryjanusTa 3a epexTa Ha JaOuraTpaH, WM HHXUOUPAHETO Ha
TpoMOOLIMTHATA arperanus KaTo n3MepuTel Ha eeKTa Ha KIOMUIOTPe, o
CBILECTBO OCTABAT HEIIPOMEHEHHU IIPU CPaBHsABaHE HA KOMOMHUPAHOTO
JIEYEeHUE U ChOTBETHUTE MOHOTepanuu. [Ipu HatoBapsamia 1o3a 300 mg unu
600 mg xnonuporpen, AUC: s 1 Crmax,ss HA JaOUraTpaH ce MOBHIIABAT C OKOJIO
30-40 % (Bx. Touka 4.4).

ASA

ComrpreTBamoTo Npmiokerrne Ha ASA u 150 mg naburaTtpad eTeKCuiIaT asa
I'bTU JHEBHO MOJKE J1a TOBUILIM PUCKA OT BCIKAKBO KbpBeHE OT 12 % 10 18 %
u 24 % cvotBeTHO 11pH 1034 81 mg 1 325 mg ASA (BX. Touka 4.4).

XeTapuHu
(LMWH)

Huckomonekyman | CpibpTcTBamara ynorpeda Ha HuckoMmonekynnu xenapuau (LMWH), kato

€HOKcarapuH 1 JaburaTpaH eTeKCHIIaT, He € CIelnaiHo npoy4yBaHa. Cien
MpeMUHaBaHe OT 3-IHEBHO JeueHue ¢ eHokcanaput 40 mg s.c. BEIHBXK
JTHEBHO, 24 Jaca ciie/1 ociieIHaTa 103a eHOKCalapyuH, eKCIO3HUINATA Ha
JaburaTpaH e Omiia MaJIKo TO—HHUCKA, OTKOJIKOTO Ta3H, HETIOCPEICTBEHO CIIe]
MIPUIIOKEHUETO CaMo Ha JaburarpaH eTekcuiar (enuHu4dHa j103a 220 mg).
HabGnronaBana e mo-Bucoka antu-FXa/Flla akTHBHOCT ciie/ IpUIIOKEHUE Ha
JaburaTpaH eTeKCHiaT ¢ MPeJBAPUTETHO JIEYCHNE C €HOKCATIapUH B CPaBHEHHE
C JICYCHHETO caMo ¢ Jaburarpan etexcwiar. Cunra ce, 4e TOBa Ce IbDKU Ha
MPOABIDKUTEITHOCTTA Ha e(peKTa Ha eHOKCAIlApPHH CJIe]] JISYSHUETO (carry-over
e(eKT) U CIeI0BATENHO HE € KIMHIUYHO 3HauuMO. OCTaHAINUTE PE3YITaTH OT
AHTUKOATYJIAI[MOHHHU M3CJICABAHNS, CBbP3aHHU C Ta0uraTpaH, He ca MPOMEHEHHU
3HAQYMMO OT JICYCHHETO C CHOKCAapyH.

JIpyru B3aMOJIEHCTBUS

Tabanna 9: Ipyru B3anmMopeiicTBust

Cenexmusnu unxubumopu Ha obpamuomo 3axeawiane ha cepomonuna (SSRI) uau cenexmueru

UHXUOUmMOpU HA 0OpamHomo 3axeauiare Ha cepomonuna u nopenunedpuna (SNRI)

SSRI, SNRI

SSRI u SNRI noBumasar prucka oT KbpBEHE BbB BCUUKH IPYITH HA JIEUEHUE B
KJIMHUYHO n3nutBaHe ¢asa I, cpaBHsBaio qaduratpad ¢ BapdapuH 3a
MIPEeI0TBpaTsIBaHE HA MHCYJT MPH MAIMEHTH C IpeachpaHo MexaeHe (RE-LY).

Bewecmesa, koumo nosrussam cmomauwinomo pH

[TanTonpazon

[Ipu chIbTCTBAIIO NPUIOKEHHUE HA Ta0UraTpaH STEKCIIAT U TAHTOIPA30JI Ce
HabmonaBa npubmusnTenHo 30% namanenne Ha AUC Ha maGuraTtpas.
[TanTompa3oi U Apyru MHXUOUTOPH Ha IpoToHHaTa momma (PPI) ca npuiaranu
CBHITBTCTBAIIO C Ja0UraTpaH eTeKCWIAT B KIMHHYHU MPOYYBAHUS U
ChIBTCTBAIIOTO JieucHue ¢ PPl He u3rnexna 1a HamaisiBa e()UKacHOCTTa Ha
JlaburaTpaH eTeKCuar.
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Panutunun [IpunoskeHneTo Ha pAaHUTHIUH 3a€THO C JAOUTATPaH ETCKCUIIAT HE 0OKa3Ba
KJIIMHAYHO 3HAYMM e(DEKT BBPXY CTENEeHTa Ha abcopOmms Ha qaburarpas.

BzaumoneiicTus, CBbp3aHU ¢ META0OTUTHHS MPOMUI HA JTaOUTAaTPaH STCKCUIIAT U TaburarpaH
Jlaburatpan eTekcuiaT u qaburatpad He ce METa0OJIU3UpaT OT CHCTeMaTa Ha IUToXpoM P450 u
HAMAT in Vitro eQeKTH BbpXy YoBeUIKuTe muToxpoM P450 enzumu. CrieqoBarteiHo, ¢ qaduratpad He
CE OYaKBaT CBbP3aHU JIEKAPCTBEHU B3aUMOICHCTBUSI.

IlenmarpudHa HOMmyIaIus
[Ipoy4uBaHusTa 32 B3aUMOJICHCTBHS ca TIPOBEXKIAHN CaMO TP Bb3PACTHH.

4.6 @epTUINTET, DOPEMEHHOCT U KbpMeHe

Kenu ¢ JACTCPOJCH IMOTCHIIM A
Kenu ¢ ACTCPOACH MOTCHIUAIT TpSI6Ba Ja H305rBaT 6peMCHHOCT 10 BpEMC Ha JICUCHUC C ;[a61/1ranaH
CTCKCHJIAT.

Bbpemennoct
Mma orpaHnyueHU TaHHM OT yIIoTpebaTa Ha maburatpaH eTeKCcuiaT Mpyu OpeMEeHHH KEHH.

[Ipoy4uBaHusATa IPH )KUBOTHH MTOKA3BAT PETIPOAYKTHBHA TOKCHYHOCT (BXK. ToUKa 5.3). [loTeHImMamHuST
PHUCK IIPH XOpa HE € U3BECTEH.

Jlaburatpan eTekcuiaT He TpsOBa a ce Impriiara 1mo Bpeme Ha OpeMeHHOCT, OCBEH B CIIydail Ha
KaTeropuyHa HeOOXOIUMOCT.

Kspmene
Hsama xnmuHIYHN NaHHY 3a epekTa Ha naduraTtpaH BbpXy KbpMaueTara 1o BpeMe Ha KbpMEHE.

K’LpMeHeTO TpSI6Ba Ja c€ NPCyCTaHOBU 11O BPCMC Ha JICUCHUC C ,I[a6I/IFanaH CTCKCHUIIAT.

Deprunurer
Hsama nannu npu xopa.

[Tpu npoyuBaHus BbPXY )KUBOTHHU € HaOJIOAaBaH €eKT BEPXY (epTIIINTETa IPH KEHCKHUTE MO
(dopmara Ha HamaiIsiBaHEe HA OpOs HA UMIUIAHTALMKTE U TOBUILIABAHE HA MPEIUMILIAHTALIMOHHUTE
3aryou mpu go3a 70 mg/kg (5-KpaTHOTO HMBO Ha IIa3MEeHa €KCIIO3UIMS NpU nanuenTty). He ca
HaOJIroaBaHu Apyru epeKTu BpXy (epTunureTa npu xxeHckute. HsiMa BIusHue BbPXY GepTunnTera
npu MBXkuTe. [1pn 1031, KOUTO ca TOKCHYHU 32 MakuTe (5- 10 10-KpaTHOTO HUBO Ha TJIa3MEHa
€KCIO3ULMS [TPH NAlMEHTH), IPY TUTHXO0BE U 3alilli ce Ha0JI0aBa HaMallsiBaHE Ha TEJIECHOTO TETJI0 U
emOpuodeTanHara )KH3HECIIOCOOHOCT, 3a€JHO ¢ MOBUIABaHEe Ha (eTaqHNTE Bapuanuy. B
IPEHATATHOTO U MIOCTHATAJIHOTO MPOYyYBaHE € HaOJII01aBaHO MOBUINIABaHE HA (peTaHaTa CMBPTHOCT
IpU 1034, KOUTO Ca TOKCHYHM 33 MalKUTE (1032, ChOTBETCTBAILA HA 4 ITbTH MO-BUCOKO HHUBO HA
TUIa3MeHa EKCIO3ULUS OT HaOII01aBaHOTO NPH MALUEHTH).

4.7 EdexTn BbpXy cioco0HOCTTA 32 WIorpaHe u padora ¢ MAIINHA

JlaburaTpaH eTeKcHUIaT He MOBIUIBA WX TIOBJIHsBA TIPEHEOPEKUMO CIIOCOOHOCTTA 32 MOopupaHe U
paboTa ¢ MallIMHU.

4.8 Hexenanu JexkapcTBeHH peaKINU
O606uienre Ha npoduna Ha Ge30MacHOCT

JlaburaTpaH eTekcuiar € OleHeH B KIIMHUYHU U3MUTBAHMUSI IIPU 0010 MPUOIU3UTESITHO
64 000 martuenTH, OT KouTo Npubau3uTento 35 000 marueHTH ca JISKyBaHH ¢ JaduraTpaH eTeKCHIIAT.

B akTHBHO KOHTpOIMpPaHU U3NUTBaHNUSA 3a peBeHIUA Ha VTE 6 684 namueHTu ca JeKyBaHH ChbC
150 mg wmm 220 mg maburaTrpad €TeKCHIAT JHEBHO.
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Haii-yecto chobmiaBannTe CHOUTHS ca CITydad Ha KbPBEHE, BB3HUKBAIIY MTPU NPHOIH3uTeNHO 14% OT
nanueHTuTe. YecToTara Ha TOIEMHUTE XEMOPArud (BKIIFOYUTEIHO KEPBEHE OT MSACTOTO HA PaHaTa) €
nmo-mainka ot 2 %.

Brnpeku 4ue e psaka mo 4ecTora npy KJIMHHYHY MPOYYBAHUS, MOXKE JIa HACTHITH TOJISIMO WITH TEXKKO
KbPBEHE, KOETO HE3aBUCHMO OT MSICTOTO Ha Bh3HHKBAaHE MOJKE JIa JIOBEJIE /IO MHBATHIU3UpPAHE,
YKUBOTO3aCTPAIIABAIIO ChCTOSTHUE HITH JOPH JICTAJICH U3XO/I.

CIuChK Ha HEXXEJTaHUTE PEaKIUU B TAOJIMYCH BUJT
B tabnuia 10 ca mokaszaHu HEXEJIaHUTE PEaKI|K, TPYIHUPAHH 10 cucTeMo-opranau kinacose (SOC) u

10 YeCTOTa C U3IOJI3BaHE HA ClIeHATa KOHBEHIIHS: MHOTO yecTh (> 1/10), wectu (> 1/100 mo <1/10),
Hedectu (> 1/1 000 mo <1/100), peaxu (= 1/10 000 mo < 1/1 000), muOTO penku (< 1/10 000); ¢
HEH3BECTHA YeCTOTa (0T HATMIHUTE TaHHA HE MOXKE J1a ObJIc HalpaBeHa OICHKA).

Tadoauua 10: Hexenann peakuuu

SOC/TIpennounTad TEPMHH YectoTa
Hapymienns Ha KpbBTa ¥ TUMQHATA CUCTEMA
[ToHMKEH XeMOTI00HH UecTtn
AHemus Heuectn
TloHM>XEeH XeMaTOKPHUT Heuectn
TpoMOoIMTOTICHHS Penku
HeyTtponenus C HeW3BEeCTHA YECTOTA
Arpanynonurosa C HewW3BeCTHA YECTOTA
Hapymenns Ha mMyHHaTa cucreMa
JlekapcTBeHa CBPBbXUYBCTBUTEIIHOCT Heuectn
AHaduIakTHYHA peaKIus Penxu
AHruoenem Penxu
Yprukapus Penxu
O6puB Penku
IIpyputyc Penxu
Bbponxocnazsm C HeW3BEeCTHA YECTOTA
Hapymienus Ha HepBHATa CUCTEMA
Brrpeuepenna xemMoparus Penxu
CpI0BY HapYIICHUS
XemaToM Heuectu
KpbBoTEUCHHE OT OnIepaTUBHATA PaHA Heuectn
Xemoparus Penxu
PecniuparopHu, rpbJHY ¥ MEIUACTUHAITHU HAPYIICHHS
Enucrakcuc Heuectun
XemodtHza Penku
CromanrHo-4YpeBHU HApyIICHUS
CromairHo-4peBHa XeMOparus Heuectn
Pexranna xemoparus Heuectn
XeMopouiajiHa XeMoparus Heuectn
Hwnapus Hewectn
T"anene Heuectn
IToBpbinane Heuectn
CromamrHo-4peBHa 53Ba, BKIIOYHTEITHO Penxu
e3oareanana s3Ba
["actpoesodarur Penxu
l"actpoesodareanna pedurykcHa 6osiect Penku
AbGpomuHaiHa O60sKa Penxu
Jucnencus Penxu
Jucharus Penxu

XenaroOunuapHu HapyIICHHS
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Hapymena yepnoapo6na ¢pyHkums/OTKIOHEHHS Yectn
BBB (DYHKITMOHAJTHUTE YepHOIPOOHHU MTOKA3ATEITH
IToBuIeHre Ha aJJTaHWH aMUHOTpaHcdepaszaTa Heuectn
[ToBuiieHne Ha acnapTaT aMUHOTpaHc(epasara Heuectn
[ToBunieHn YepHOAPOOHU SH3UMHU Heuectn
XurmepOommmpyOmHE M Heuectn
Hapymenns Ha Ko)kaTa ¥ MOJIKO)KHATA ThKaH
Ko)kHu KpbBOM3IUBU Heuectn
Anonernus C HeW3BeCTHA YE€CTOTA
Hapy1ienns Ha MyCKYJIHO-CKEJICTHATA CUCTEMa U Che/IMHUTEIIHATA ThKaH
XemapTpo3sa Heuectn
Hapymienust Ha Op0peIuTe ¥ MUKOYHUTE ITHTHINA
YporeHuranHa XeMoparus, BKIIFOUUTEITHO Heuectn
XeMaTypus
OO0y HapymieHUsS B eEeKTH Ha MICTOTO Ha MPHJIOKECHHUE
Xemoparusi Ha MICTOTO Ha MHKEKTUPAHE Penxu
Xemoparusi Ha MSICTOTO Ha ITOCTABSIHE Ha Penku
KaTeThbpa
KspBasB cekper Penxu
HapansBanus, oTpaBsiHUSI U yCIIOKHEHUS], BB3HUKHAJIH B PE3yJITaT Ha MHTEPBEHINH
TpaBmaTu4Ha XeMoparus Heuectn
TTocTopouenypeH xemaToM Heuectn
ITocTopouenypHa xemoparust Heuectn
TloctnponenypHa cekpenust Heuectn
Cexkpelusi OT olepaTHBHATA paHa Hewectu
Xemoparusi Ha MACTOTO Ha MHIU3HUS Penku
ITocTonepaTtuBHa aHeMus Penku
XUpyprudecku ¥ MEAUIIMHCKA WHTSPBEHITUU
JlpeHax Ha onepaTHBHaTa paHa Penxu
TloctnponenypeH ApeHax Penxu

Onwucanne Ha U30paHU HEXKEIAHU PEaKIUU

Peaxyuu na xvpeene

IMopagu dapmMakoIOrnIHUs MEXaHN3bM Ha JAHCTBHE yHoTpebaTa Ha JaburaTpaH eTeKCHIaT MOXKe Ja
ObJe CBBbp3aHa C TIOBHUILEH PUCK OT OKYJITHO WJIM BUAUMO KbPBEHE OT KOATO U J1a € ThKaH WJIM OpraH.
[Ipu3Haiure, CHMITOMUTE U TeKECTTa (BKIIOUUTENIHO U JETAJIEH U3X0/1) BapUpaT CIIOpes MACTOTO U
CTeNeHTa WM 00XBaTa Ha KbPBEHETO W/WIIM aHEMUSTA. B KIIMHUYHUTE IPOYYBAHUS MyKO3HOTO
KbPBEHE (Hamp. CTOMAITHO-YPEBHO, YPOTCHUTAITHO) € HaOJII0JaBaHO [I0-4E€CTO MPH IBITOCPOYHO
JeyeHne ¢ JaburaTpaH eTeKcuiat, B cpapHeHue ¢ eueHne ¢ VKA. Taka, B JonbIHEHHE KbM
HOAXOAAIIO KIMHUYHO HAaOII0IeHNEe, Tab0paTOPHOTO M3CIIIBAHE HA XEMOTIIOONH/XEeMaTOKPUT €
LIEHHO 33 OTKPUBAHE Ha OKYJITHO KbPBEHE. PUCKBT OT KbpBEHE MOKE Jja C€ TIOBUIIM IIPH ONPEIEIIEHU
rpyny NalMeHTH, HAIp. T€3U, KOUTO HMAaT YMEPEHO ObOPEUHO YBpEKIaHEe W/UITK ca Ha ChI'bTCTBAILO
JIeUeHHeE, 3acATaIl0 XeMOocTa3ara, Hik CUIIHU P-gp naxubutopu (Bxk. Touka 4.4 XeMopariuueH prck).
XeMOoparuuHHUTe yCIOKHEHUSI MOXKeE J1a Ce MPOSBST KaTo ci1abocT, 6JeTHOCT, 3aMastHOCT, II1aBo0oIIHe
WM HEOOSICHUMO MOIyBaHe, TUCIIHES! U HEOOSICHUM LIOK.

Cro01maBa ce 3a Mo3HaTH YCIIOKHEHHUS C KbPBEHE, KATO KOMITAPTMEHT CHHJIPOM U OcTpa ObOpeyHa
HEAOCTaThYHOCT Mopaay Xumnonepdysus U CBbp3aHa ¢ aHTUKOAryJaHTH He(ponaTHsl IpU HalUeHTH C
Ipeapasoaraiiy puckoBu (akTopu, BB Bpb3Ka ¢ naburarpan erekcunat. CienoBaTenHo, TpsOBa 1a
C€ OTYMTa BEPOSATHOCTTA 3a XeMOparus MpH OllEHKaTa Ha ChCTOSHUETO Ha BCEKH aHTHKOATYJTUPaH
NaryeHT. 3a Bb3PaCTHHU MAMEHTH UMa HATMYHO CIIeM(QUIHO HEYTPaIH3UPAIO CPEACTBO 32
naburatpaH, naapyLuu3yMa, B ciydaidl Ha HSKOHTPOJIUPYEMO KbpBeHeE (BXK. Touka 4.9).

Tabmuua 11 nokasea 6post (%) Ha maMeHTUTE ¢ KbpBEHE, KaTO HeXeJlaHa JIEKapCTBEHA PEeaKLus 110
BpeMe Ha Iepro/ia Ha JICYCHUE B IBETE OCHOBHH KIIMHUYHU MTPOYYBaHHS 32 MOKA3aHUETO ITbPBUYHA

OpEeBCHIHA Ha VTE CJIC TPOTE3UPAHC HA Ta306e/1peHa HJIK KOJIsIHHA CTaBa, B 3aBUCHUMOCT OT O03arta.

18



Taéauua 11: Bpoii (%) nauueHTH ¢ KbpBeHe, KATO HexKeJIaHa JIeKAPCTBEHA peaKus

Jlaburatpan etexcunar | Jlaburarpan etekcunar | EHokcamapuH

150 mg 220 mg

N (%) N (%) N (%)
JlexyBaHM NAIUEHTH 1 866 (100,0) 1 825 (100,0) 1 848 (100,0)
l'onsiMo KbpBEHE 24 (1,3) 33 (1,8) 27 (1,5
BcesikakBo KbpBEHE 258 (13,8) 251 (13,8) 247 (13,4)

AZD(IHV]ZOL{MI’HOS’(I Uu HeymponeHus

ATpaHyJoIMTO3a U HEYTPOIICHHUS ca ChOOIIaBaHU MHOTO PSIKO CIIE]] pa3peliaBaHe 3a yrnorpeda Ha
nJaburaTpaH eTekcuiar. bl KaTo HeXXeJaHUTE PeaKIIiy ca ChOOIIaBaHu P MOCTMAPKETHHTOBOTO
HaAOIIOIEHHE OT IMOIYJIAlKs C HEYCTAaHOBEH pa3Mep, YecToTara UM He MOKe Ja ObJie TOCTOBEPHO
ompeneneHa. Yectorata Ha chOOIIABAHE € U3UMCIIEHa Ha 7 ChOUTHA HA | MUIMOH NallMEHTOTOANHH 32
arpaHyJIonuTo3a U 5 chOUTHsI Ha 1 MUJIMOH MAIIMEHTOTOIMHH 332 HEYTPOTICHHUSI.

Ilenuarpuyna nomnyJanus

BesonacnoctTa Ha maburatpan eTekcuiaT rnpu Jedenneto Ha VTE u npeBeHnuns Ha penuanBUpaIin
VTE nipu nenmuaTpudHy MalieHTy € npoydeHa B ase uanursanus (asza I (DIVERSITY u 1160.108).
O06m1o 328 neauaTpuyHM NALMEHTH ca JIGKyBaHU ¢ Jaburarpan erekcunat. [lanuenture ca
NOJTyYaBajiy aJalTHPAHU CIIOPEA Bb3pacTTa U TEJIECHOTO TErJIO 03U OT ChoOpa3eHa ¢ Bb3pacTTa

nekapcTBeHa hopma Ha qaburaTpaH eTeKCHIIaT.

Karo I5J10 CE€ OYaKBa HpO(l)I/IJ'I’LT Ha 0e30macHOCT Inpu aena a € CbIIUAT KaTO IPU Bb3PAaCTHH.

0610 26 % 0T meAnaTpUYHUTE MAIMEHTH, JIEKYBaHU ¢ faburarpad erekcuiar 3a VIE u 3a
npeBeHIMs Ha peunauBupanu VTE, ca momyuwin HexenaHu peakiuH.

Cnucwvk Ha Hexcelanume peakyuy 8 maoauyer 6uo

B tabnuma 12 ca moka3aHu HEXXEJIAHUTE PEAKITAH, YCTAHOBEHHU B IIPOyYBAHUATA IpH jieueHrue Ha VTE
" ipeBeHnus Ha peruauBupamy VTE npu nenmuatpuyan nanuenTy. Te ca rpynupaHu IO CUCTEMO-
opraseH kiac (SOC) u 1o yecToTa ¢ U3MOJI3BaHe Ha Clie[HaTa KOHBEHIMS: MHOTO yecth (> 1/10),
yectu (> 1/100 go < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 xo < 1/1 000), MmHOTO
peaxu (< 1/10 000), ¢ Hew3BecTHA YecTOTa (0T HAIMYHKUTE JJAHHU HE MOXKe Ja ObJie HarmpaBeHa

OIICHKA).

Tadoauua 12: Hexenann peakuuu

YecToTa

SOC/Tlpeamnountan TepMUH

nedyenne Ha VTE u npesennus Ha peruausupama VIE

IIpyu NCAUATPUYIHHA MAUCHTH

Hapymenns Ha KpbBTa ¥ TUMGHATA CUCTEMA

Anemust Uectn
[ToHWKEeH XeMOTTIO0NH Heuectu
TpomOouuToneHus Yectu
[ToHuXeH XeMaTOKPUT Heuectu
HeyTtponenust Heuectu
ArpaHyonuTosa C Hew3BeCTHA YeCTOTa
Hapymiennst Ha IMyHHaTa CHCTEMa

JlexkapcTBeHa CBPBXYYBCTBUTEITHOCT Heuectn
O6pus YecTn
[Ipyputyc Heuectun
AHadmakTHIHA peakus C HeW3BeCTHA YECTOTa
AHruoenem C HeW3BeCTHA YE€CTOTA
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Yprukapus

Yectu

bponxocnazsm

C Heu3BECTHA YECTOTA

Hapyienns Ha HepBHaTa cucTeMa

Borpeuepenna xemoparus Heuectn
Cb10BU HapylLICHUS

XemaTom Yectn

Xemoparust C HEeu3BEeCTHA YECTOTa
Pecnimparopsu, TphIHN H METHACTHHATHA HAPYIICHUS

Enucraxcuc Yectn

XemodTHuza Heuectu
CroMantHO-4YpeBHU HAPYIICHHSI

CroMantHo-4peBHA XEMOParus HeuecTn

AbGgomuHaIHA 00IKa Heuectn

Huapus Yectu

Jucnencus Yectn

TI'anene Yectu

PekrtanHa xemoparus Heuectn

XeMoponz[anHa XeMoparusa

C HeHn3BecTHA YECTOTA

CroMarHo-4peBHa 384, BKIIFOYUTEITHO
e3odareaaHa s3Ba

C HeHn3BecTHA YECTOTa

lactpoeszodarur Heuectu
lactpoesodareanta pedurykcHa 00JecT Yectn
[ToBpbiane Yectu
Jucharus Heuectn

XenaroOWwIMapHu HAPYIICHUS

Hapymrena yepaoapoona
¢yHkuns/OTKIOHEHHS BbB
(YHKIMOHAIHUTE YePHOAPOOHU

C Heu3BECTHA YECTOTA

MTOKa3aTeNH
[ToBrmenue Ha alaHuH Heuectu
amMuHOTpaHchepasaTa
[ToBuienue Ha acnaprat Heuectu
amuHOoTpaHchepasaTa
[ToBummeHn 9epHOAPOOHN CH3UMH Yectu
XunepouaupyOrnHeMHUsT Heuectn

Hapymiennst Ha Ko)kaTa ¥ IOJIKO)KHATA ThKaH
KoxxHU KpbBOU3IUBHU HeuecTtu
Adjomerust Uectn

HapyH.IGHI/IH Ha MYCKYJIHO-CKCJICTHATA CUCTCMA U CbCAUHUTCIIHATA ThKaH

XemapTposa

C Heu3BecTHA YeCTOTa

Hapymenus Ha 0p0penuTe ¥ MUKOYHUTE MBTHILA

YporeHuTtaiHa xeMoparus,
BKJIFOUUTEITHO XeMaTypHs

Heuectn

O6H.[I/I HApYyHICHUA U e(i)eKTI/I Ha MACTOTO Ha NPUJIOKCHUC

XeMoparI/m Ha MACTOTO Ha
WHXXCKTHUPAHC

C Heu3BecCTHA YeCTOTA

XCMOpaFHH Ha MACTOTO Ha ITOCTaBAHC
Ha KaTCTbhbpa

C Heu3BECTHA YECTOTA

HapaHHBaHI/IH, OTpaBsHHA U YCJIOKHCHUSA, BbBHUKHAJIU B PC3YJITAT HA UHTCPBCHIIUU

TpaBmaTuyHa XeMOparust

Heuectn

XCMOpaFH}I Ha MACTOTO HAa MHITU3HA

C Heu3BECTHA YECTOTA




Peaxyuu na kvpsene

B nBe usnutBanus daza 1l npu nmokaszanueto yeuenune Ha VTE u nmpepennus Ha peruauBupaind VTE
MIpH NIEANATPUYHY ManueHTH 00110 7 manuentn (2,1 %) ca uManu chOUTHE Ha TOISIMO KbPBEHE,

5 marentu (1,5 %) ca Manu chONTHE HAa KIMHMYHO 3HAYMMO HETOJIIMO KbPBEHE, a 75 ManueHTH
(22,9 %) ca umanu crOMTHE HA HE3HAUNTENIHO KbpBeHe. KarTo mso yecroTara Ha chOUTHATA HA
KbpBEHE € M0-BHUCOKa MpH Bb3pacTHata rpyna (12 mo < 18 roguam: 28,6 %), OTKOIKOTO B TPYMHTE C
MO-MaJiKa Bb3pacT (0T paxkaaHeTo 10 < 2 roaunu: 23,3 %; 2 1o < 2 rogunu: 16,2 %). 'onsamo wnm
TEXKO KbpPBEHE, HE3aBUCHMO OT MSACTOTO Ha Bh3HHKBAHE, MOXKE J1a JIOBE/IE 10 MHBAIHIN3UPAHE,
’KHBOTO3aCTPAIIABAIIO ChCTOSHUE WIIH IOPHU JeTaJICH U3XO/I.

Cno0InaBaHe Ha MO03MPAHU HOWKEITAHHU PEAKITUH

Cro01maBaHeTo Ha IMOI03MPAHN HEKEJIaHH PEaKIUU ciie]] pa3pelaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISABA a TIPOIBIDKH HAOIOICHUETO Ha ChOTHOIICHUETO TOI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATUCTH CE U3UCKBA J]a ChOOIABAT BCSKA
MOJI03UPaHa HeXellaHa Peakiusl uype3 HallMOHAIHA CHCTeMa 3a ChOOIaBaHe, TIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

I[OBI/I z[a6nranaH CTCKCWJIAT, Ha/IBUIIIaBalllU IIPCIIOPBUYUTCIIHUTEC NJO3U, U3JIaraT MalfuCHTa Ha
IMMOBUILICH PUCK OT KbPBCHE.

IIpu cbMHEHUE 32 TpeIo3UpaHe MPOBEKAAHETO HA KOAryJIallMOHEH TECT MOXKE Ja IOMOTHE 3a
oTpesielisTHE Ha PHCKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). Kanmubpupan xonmmuectsen dTT tect wiu
MHorokpatHu dTT n3mepBaHus MO3BOJISBAT IIPEABIDKIAHE HA BPEMETO, KOTaTo I1e 0hAaT JOCTUTHATH
oTpeJie]iCHN HUBA Ha maduratpaH (BX. Todka 5.1), ChIIO B CiIydail ue ca IpeapueTH JOTbIHUTETHH
MEpKHU — Harmp. AUaln3a.

[IpekomepHaTa aHTUKOATYJIAIUS MOKE J1a M3UCKBA NIPEYCTAaHOBSIBAHE HA JICUCHUETO C Jaburarpan
erekcwiat. Tl KaTo gaburaTpaH ce eKCKpeTHpa npeAnMHO upe3 Obp0penure, TpsiOBa 1a ce HoAIbpKa
JocTarbuHa quypesa. Thil KaTo CBbP3BaHETO C MPOTEHMHHM € B HUCKA CTETeH, faburaTtpaH Moxe J1a
ObJic TUATM3UPaH; UMa OTpaHIueH KIIMHUYCH OIUT, JEMOHCTPUPAII M0JI3aTa OT TO3H MOJIXO/ B
KIMHUYHYU TPOYYBaHMS (BXK. TOUKa 5.2).

OgunajisiBaHe HA YCIOKHEHUS C KbPBEHE

B ciryqaii Ha XeMOparudHy yCIIOKHEHHS JICUSHUETO ¢ JaburaTpad eTekcwiat TpsOBa 1a Obe
MPEYCTAaHOBEHO, a MPUYKHATA 32 KbPBEHETO — n3cienBaHa. [1o mpereHka Ha JeKyBamus JieKap U B
3aBUCHMOCT OT KJIMHUYHATA CUTYyaIl¥sl TPSIOBA Ja ce mpeAnprueMe MOAXO0 IS0 TOIbPKAII0 JICUCHHE,
KaTo XMPYpriuyHa XeMOCTa3a MM 3aMECTBaHE Ha KPhBEH 00eM.

[Ipu BB3pacTHY MaIUEHTH B CIIy4au, KOTATO € HEOOX0IMMO OBP30 HEyTpaIH3UpaHe Ha
AHTHUKOAryJaHTHUS e(eKT Ha TaburaTpaH, MOXe Jia ce U3M0I3Ba ClelM(GUIHOTO HEYTPATH3UPAIL0
cpencTBo (Maapyn3ymad), KOeTo aHTaroHu3upa GhapMakoIMHAMUYHUS eEeKT Ha 1a0uraTpaH.
EdukacHocTTa 11 Oe30macHOCTTa Ha HAApyIM3yMad He ca YCTAHOBEHHU TPH MeUATPUYHU MAIIUEHTH
(Bx. Touka 4.4).

Mosxe fa ce uMa IpeiBUA Npuilarane Ha KOHLEHTPATH Ha KoaryJaudoHHU (pakTopH (aKTHBHPAaHU WU
HEaKTHBHPAHHU) WK pekoMOnHanTeH ¢aktop VIla. ma HAKOM eKcliepUMEHTAIHN JOKA3aTeNICTBA B
MIOJIKpeTia Ha PoJisiTa Ha Te3H JICKApCTBEHU MPOJIYKTH B OOpBIIaHE Ha aHTUKOATYJIaHTHHS €(PEeKT Ha
naburatpaH, HO JAHHUTE 3a 110J13aTa UM B KIIMHUYHH YCJIOBUS, KAKTO U 32 BB3MOXKHHSI PUCK OT
pubayna TpoM00eMO0IH3BM, Ca MHOTO OorpaHryeHH. KoarynanmoHHUTE TECTOBE MOTaT Jia CTaHaT
HEHAJISKIHHU CIie/l TPUIOKEHHE Ha IPENOPhYHTEIIHUTE KOHIIEHTPATH HA KOATyJIallMOHHH (DaKTOpH.
Tps0Ba 1a ce BHUMAaBa MPH THJIKYBAaHETO Ha Te3U TecToBe. TpsiOBa 1a ce 0OOMHCIIH NPUIIOKEHHE Ha
TpoMOOLIMTHA Maca B CIly4auTe, KOraTo MMa TPOMOOLIMTOIIEHUS MK ca OMIIM M3II0JI3BaHU
IBITO/IEHCTBAIN aHTUTPOMOOTHYHH JIEKaPCTBEHU MPOAYKTH. L[510TO cuMITOMAaTHYHO JIedeHne
Tpsi0Ba J1a ce Ipuilara 1o IpeLeHKa Ha JIeKapsl.
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B 3aBHUCHMOCT OT MECTHUTE BB3MOKHOCTH, TPSIOBa Ja c€ OOMUCIN KOHCYJITAIUS ChC CIIEUAINCT B
Clly4ail Ha TOJIsIMO KbpPBEHE.

5. ®APMAKOJIOTUYHA CBOMCTBA
5.1 dapmakoguHAMHYHH CBOMCTBA

dapmMakoTepaneBTHUHA TPyIIa: aHTUTPOMOOTHYHHU CPEJCTBA, TUPEKTHH TPOMOMHOBU UHXUOUTOPH,
ATC xox: BO1AEO7.

MexaHu3bM Ha AecTBUE

JaburaTpaH eTeKcHaT € MajKa MOJIEKyJa MpeJIeKapCTBO, KOETO He MOKa3Ba (hapMaKOJIOTHIHA
aktuBHOCT. Clel] mepopaHo MpUIIoKEeHHE JaduraTpaH eTeKcuiar ce abcopoupa Obp30 U ce
MpEeBpbhINa B JaOUTAaTpaH Ype3 KaTalu3upaHa OT ecTepa3a XUAPOoIn3a B Iula3Mara M B YepHUS ApoO.
Jlaburatpan e MOIIeH, KOHKYPEHTEH, 00paThM, TUPEKTEH TPOMOMHOB HHXUOUTOP B € OCHOBHOTO
BEIIIECTBO C aKTUBHO JACHCTBHE B IJIa3Mara.

Tbit kKaTo TPOMOUHBT (CEPHUHOBA IPOTEa3a) MO3BOJIABA MPEBPbhIIAHETO HAa (hUOpUHOreHa BbB QUOPHUH
B X0J1a Ha KOAryJallMOHHATa KacKa/la, HHXUOMPAHETO MY MPEI0TBpaTsBa 00pa3yBaHETO HAa ChCHUPEK.
Jaburatpan naxubupa cBoOOIHUS TPOMOUH, GHUOPHH-CBBP3aHUs TPOMOHMH M TPOMOMH-UHTyLIUpaHaTa
TpOoMOOLIMTHA arperamus.

dapmakogHAMUYHA e(HEKTH

In vivo u ex vivo npoydYBaHUs MPU KUBOTHU JEMOHCTPHPAT aHTHTPOMOO3HA €PUKACHOCT H
AQHTHKOAryJIAHTHA aKTHBHOCT Ha Ja0UraTpaH clie]l MHTPAaBEHO3HO MPUIIOKEHHE U Ha JaburaTpan
eTEKCHJIAT CIIe]] IEPOPAITHO IPHIIOKEHHUE TIPH Pa3IMYHU KUBOTHHCKH SKCIIEPUMEHTATHUA MOJICIIH Ha
TpomOo3a.

ChIecTByBa OTUETIIMBA KOPEIAIUs MEXKTy TUIa3MeHaTa KOHIICHTPAIWS Ha JJa0UraTpaH U CTENeHTa Ha
aHTUKOAryJaHTHUA edekT, 0azupano Ha (aza Il mpoyusanus. JlaburaTpan yapinkaBa TPOMOHMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.

KanuOpupanusr konndectseH Tect TT upes paspexnane (dTT) naBa orieHka 3a ria3MeHara
KOHIICHTpAIl¥sl Ha Ja0uraTpaH, KOsSTo MOXe J1a ObJie CpaBHEHA C OYaKBAaHUTE IIA3MECHH
KOHIICHTpAIlMK Ha Jaburatpad. B ciydaii ye xanuOpupanusat dTT TecT mokaxe pe3y/Tar 3a
I1a3sMeHaTa KOHICHTpalysa Ha z[a61/1ranaH, KOMTO € Ha WA o rpaHruaTa Ha KOJIMYCCTBEHOTO
oTIpezietIsiHe, CIe/Ba a c€ OOMUCIN MPOBEXKIaHE Ha JIOTBITHUTEIHO U3CJIeIBaHe HAa KOATyJIallnsiTa,
Hanpumep TT, ECT wn aPTT.

ECT moxe JAa OCUTYPH OUPCKTHA OLICHKA Ha aKTUBHOCTTA Ha JUPCKTHUTC TpOM6I/IHOBI/I I/IHXI/I6I/ITOpI/I.

TectbT aPTT € mMpOKO JOCTHIIEH U TTOKa3Ba PUOIM3UTEIIHO AHTUKOATyJIaHTHATA HHTEH3UBHOCT,
nocturiara ¢ jaouratpad. O6aue, aPTT TecThT MMa OrpaHUYeHA YYBCTBUTEIIHOCT U HE € TIOIXO/ISIIIT
3a TOYHO KOJIMYECTBEHO ONpeesiHe Ha aHTUKOAryJaHTHUS e(eKT, 0COOEHO NPU BUCOKH IIa3MEHU
KOHIIEHTpaIK Ha naburatpad. Benpeku ye Bucoku croitHoct Ha aPTT TpsiOBa ia ce ThiKyBar ¢
MIOBUIIEHO BHUMAHME, T€ IIOKA3BaT, Y€ NAllUCHTHT € aHTUKOATyJIMPaH.

Karo ms10, Moxe na ce mpueme, 4e Te3H IoKa3aTely 3a aHTUKOAryJIaHTHa akTHBHOCT MOTaT Jia
OTpa3AT HUBATa Ha 1aburaTpaH, KakTo U Ja MPeJ0CTaBAT HACOKHU 3a OLIEHKaTa Ha pHcKa OT KbpBEHE,
T.e. Hax 90" mepceHTWI Ha Hall-HUCKHUTE HHMBA HAa Ja0UraTpaH WM KOaryJlaldoOHEeH TeCT, KaTo Hail-
HUCKH n3MepeHu ctoiHocTr Ha aPTT (3a mparosetre Ha aPTT Bxk. Touka 4.4, Tabnuua 4), Moxe aa ce
acoluupa ¢ IOBUILEH PUCK OT KbPBEHE.

Ivpeuuna npesenyus na VIE npu opmoneduuna xupypeus

CranmoHapHaTa cpelHa TeOMETpHYHA TMKOBA IIa3MeHa KOHLEeHTpauus (cies IeH 3) Ha gaduraTpas,
HM3MEpeHa OKOJI0 2 yaca ciel npuioxenue Ha 220 mg naburatpan eTekcuiar, e 70,8 ng/ml, ¢
rpanuny 35,2-162 ng/ml (B uaTepBana 25-tu-75-tu nepcenTn). CpeaHata reoMeTpuyHa Hai-HUCKa
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KOHIICHTpAITUs Ha madurarpaH, m3MepeHa B Kpas Ha T030BHUs HHTEpBaI (T.e. 24 gaca clieq 103a
nmaouratpan 220 mg), e cpeano okoio 22,0 ng/ml, ¢ rpanunu 13,0-35,7 ng/ml (B unTepBana
25-Tu-75-TH IEPCEHTNN).

B enHO cnienpanHo mpoy4YBaHe caMo MpU MAlMEHTH C YMEPEHO ObOPEYHO YBpeKIaHe

(CrCL 30-50 ml/min), nekyBaHu ¢ qadburaTtpan erekcwiat 150 mg BequbK JHEBHO, CpeIHATa
reoMeTprYHa Hail-HUCKa KOHLIEHTpalys Ha Ja0uraTpaH, H3MepeHa B Kpasi Ha JJO30BHs HHTEPBaJl, €
cpenso 47,5 ng/ml, ¢ rpanvnm 29,6-72,2 ng/ml (B uHTEpBana 25-1u-75-TH NEPCEHTHI).

[Ipu manmenTw, nexyBanu ¢ 220 mg naburaTpaH eTeKCUiaT BeJHBK JHEBHO 3a npeBeHnus Ha VTE
ClIe]l IpOTe3upaHe Ha Ta300epeHa Wit KOJISTHHA CTaBa,

. 90-uAT mepceHTHII Ha Hali-HUCKUTE TUIa3MEHU KOHIIEHTpaluy Ha JaduraTpas € 67 ng/ml,
(20-28 yaca cien mpremMa Ha peauIIHATA 103a) (BX. Touku 4.4 u 4.9),
o 90-usT mepcenTun Ha Hail-HUCKuTe croitHocTH Ha aPTT (20-28 waca cnen mpuema Ha

MpeauIIHara 103a) e 51 cexyHau, koero € 1,3 mbTH Haj ropHATa TpaHUIlA HA HOPMATa.

ECT He e uamepBaHo Mpu NalUeHTH, JeKyBaHu ¢ 220 mg qaduraTpaH eTeKCUIIAT BEIHBK THEBHO 32
npesenius Ha VTE cien npoTte3upane Ha Ta300eApeHa WIN KOJISTHHA CTaBa.

Kinnnunyna edhukacHOCT ¥ 6€30IacHOCT

Emmnuuecku npousxoo
He ce HaOnronaBaT KIMHUYHO 3HAYMMU €THHYSCKU Pa3IIUKU MEX/Ty MAIUCHTUTE OT €BPOTICHIHATA
paca, ¢ appo-aMEepUKAHCKH, JJATHHO-aMEPUKAHCKH, SITIOHCKU WIIM KUTAHCKU MPOU3XO]I.

Knunuunu npoyueanus 6vpxy npeeenyuama na VIE cied npomesupane Ha 2oiremu cmasu

[NanuenTH, NOAIOKEHN Ha TUIAHOBA TOJIsIMa OPTOIIEANYHA ONepalys B 2 TOJIEMH PaHIOMHU3UPaHH,
napajerHo-TPyHOBH, IBOHHO-CIIEITH, 103a-TIOTBBPIKIaBaIIH TPOYyYBaHUS (TIPH €IHOTO — IPOTE3NUPaHE
Ha KOJISTHHATa CTaBa, a IIPH IPYroTO — Ha Ta300eapeHara cTaBa), moxydasat 75 mg wim 110 mg
nmaburaTtpaH eTekcuiar 1-4 gaca cien onepanusra, a ciuen tosa 1mo 150 wiu 220 mg BeAHBXK THEBHO,
MIpH TapaHTHpaHa XxeMocTasa, wiu 40 mg eHoKcanmapyH B JAeHs [IPeIn OTEePaInaTa, a Cie] TOBa —
BEJHBXK JTHEBHO.

B npoyusanero RE-MODEL (npore3upane Ha KOJIsIHHA cTaBa) JIEYSHUETO MpoAbnKasa 6-10 1Hu, a B
npoyusaneto RE-NOVATE (npore3upane Ha Tazobeapenara craBa) — 28-35 aau. O0must Opoii
JIEKYBaHHM TalUeHTH € cboTBeTHO 2 076 (konsHHA cTaBa) u 3 494 (TaszobeapenHa crasa).

CpueranueTo ot odmara cmbepTHOCT nopaau VTE (BkiarounTenHo OenonpodeH eMOoan3bsM
(pulmonary embolism, PE), npoxcumanHa u qucTaiba 1bi0oKa BeHO3Ha TpomOo3a (deep vein
thrombosis, DVT) — cuMnTOMHA WM aCUMIITOMHA, yCTaHOBEHA Upe3 pyTUHHA BeHOTpadus) 1
CMBPTHOCTTA [TOPAJIX BCSIKAKBa IPUYMHA IPEICTABISABA IbPBUYHATA KpaifHa TOUKA U Ha JIBETE
npoyusanusi. Crueranuero ot rojsim VTE (Bkmountenno PE u npokcumanen DVT — cumnTomMen win
ACHMIITOMEH, YCTAaHOBEH Ype3 pyTUHHA BeHorpadust) u cMbpTHOCT nopanu VTE npexacrasissa
BTOpPHYHA KpaifHa TOUKa U C€ CYUTA, Y€ UMa MO-TOJISIMO KIIMHUYHO 3HAYCHHE.

Pesynratute OT nBeTe MpoyYBaHUS ITOKA3BAT, 4€ aHTHTPOMOO3HHAT edekT Ha 220 mg u 150 mg
JlaburaTtpaH €TeKCHUIaT He OTCTHIIBA CTATUCTUYECKU HA EHOKCUTIAPHH 10 OTHOIIeHHE Ha obmtus VTE
u obmmara cMbpTHOCT. KpaitHusr pesyntar 3a ciaydaurte Ha roiasiM VIE u cMmbpTHOCT opaau VTE mpu
nmo3a 150 mg e Manko Mmo-JoI1, OTKOJIKOTO MpHu eHokcanapuH (tabmuna 13). [lomoOpu pe3ynraTtu ce
HabmoaBaT npu no3a 220 mg, KbAETO KpalHUAT pe3ynTar 3a royissM VTE e manko no-n1o6sp,
OTKOJIKOTO TIpH €HOKcamapuH (Tadmurma 13).

KnuanyanTe npoyyBaHus ca MPOBEAEHH MIPU HOMYJIalus MAUEHTH ChC CpeaHa Bb3PacT > 65 roauHu.

Hsma pasnuku B qaHHHTE 32 €PUKACHOCT U 0€30MIAaCHOCT MEKTy MBXKE U KEHHU B KIMHHIHUTE
npoyduBaHus ¢asa 3.

B uzcnenpanara nomynanus nanueHTd Ha RE-MODEL u RE-NOVATE (5 539 nekyBanu naiueHrn),
51 % umar npuapyxasaiia XunepToHus, 9 % umar npuapysxasain auader, 9 % umar npuapyxasario

3a00JisiBaHe Ha KOopoHapHara aprepus u 20 % uMaT aHaMHe3a 3a BEHO3HA HeJ0CTaThYHOCT. HuTo enHo
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OT Te3H 3a00JIsIBaHUS HE I0Ka3Ba Bb3CHCTBUE BbPXY eekTuTe Ha gadurarpan 3a VTE npeBeHius
WJIM 9ecToTaTa Ha KbpBEHE.

[annure 3a kpaitHara Touka ,,ronsiM VTE u cmepTHOCT nopaan VTE® ca XOMOT€HHHU 110 OTHOIIEHUE

Ha IIbPBUYHATA KpaliHa TOUKa 3a e(UKACHOCT | ca [TOKa3aHu B Tadiuia 13.

JannuTe 3a KpaiiHaTa TouKa ,,001a cMbpTHOCT Nopaau VTE u cMBPTHOCT Mopaay BCIKaKBa
MpUYHMHA" ca TTOKa3aHu B Taduma 14.

JanHuTte 3a KpallHUTE TOYKH ,,yCTAHOBEHU CHOMTHS Ha TOJISIMO KbpBeHe” ca MoKa3aHu B Tabnuna 15

0-J10Ty.

Tabanna 13: Ananu3 Ha caydaute Ha oM VIE u embpTHOCT nopagu VTE npes
TepaneBTH4YHaTa (paza Ha npoyyBannuaTa RE-MODEL n RE-NOVATE npu
OpTONeIMYHH ONlEePaLUH

WznutBane JHaburarpan erekcunar | Jlaburarpan etexcunar | EHokcanapun
220 mg 150 mg 40 mg

RE-NOVATE (tazo6enpena craBa)

bp. nexyBanu 909 888 917

MAIUCHTH

Yecrorta (%) 28 (3,1) 38 (4,3) 36 (3,9)

KoedummenT na pucka 0.78 1,09

CIPSIMO SHOKCATapHH

95 %CI 0,48; 1,27 0,70; 1,70

RE-MODEL (xonsiHO)

bp. nexyBanu 506 527 511

MaIHEeHTH

Yecrora (%) 13 (2,6) 20 (3,8) 18 (3,5)

Koedwumuent Ha pucka 0.73 1,08

CHPSIMO SHOKCAIapHH

95 %CI 0,36; 1,47 0,58; 2,01

Tabanna 14: Ananu3 Ha od0marTa cMbpTHOCT Hopaan VTE u Ha cMBbpTHOCTTa MOPagu BCAKAKBa
npuYMHA npe3 TepaneBTuuHaTa paza Ha npoyuBaHusaTa RE-NOVATE u RE-MODEL npu
OpTONeIMYHH ONlepaluu

WznuTBane JHaburaTtpan Haburatpan erekcunar | EHokcamapun
eTEeKCHJIaT 150 mg 40 mg
220 mg
RE-NOVATE (tazobenpena craa)
Bp. nexyBanu 880 874 897
HalUEHTH
Yecrora (%) 53 (6,0) 75 (8,6) 60 (6,7)
Koedwumuent na 0,9 1,28
pHCKa cpsMo
CHOKCaapuH
95 %CI (0,63; 1,29) (0,93; 1,78)
RE-MODEL (xonsiHO)
bp. nexyBanu 503 526 512
HalUEHTH
Yecrora (%) 183 (36,4) 213 (40,5) 193 (37,7)
Koeduuunent na 0,97 1,07
pHCKa CpsMo
CHOKCaapuH
95 %CI (0,82; 1,13) (0,92; 1,25)
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Taéauua 15: Ch0UTHA HA TOJIAMO KbPBeHe B 3aBUCHMOCT OT JIeYeHHEeTO B MPOYYBaHUSA
RE-MODEL u RE-NOVATE, npeacraBeHy nNooTaeJTHO

WznutBane Jaburarpan erexkcunar | Jlaburatpan erekcunat | EHokcanapux
220 mg 150 mg 40 mg

RE-NOVATE (tazo6enpeHna craa)

Bp. nexyBanu 1 146 1163 1154

MAIUCHTH

Cv0uTns Ha TOJIIMO

xbpaere (%) 23 (2,0) 15(1,3) 18 (1,6)

RE-MODEL (xonsiHO)

Bp. nexyBanu 679 703 694

MAIUEeHTH

Cv0uTHs Ha TOIIMO 10 (1,5) 9(1,3) 9(1.3)

kbpBere (%)

Knvangyay n3nutBanms 3a IMPEBCHIMUATA Ha T[}OM6O€M6OHI/I3TJM IIpU ManuCHTHU CbC CHPACYHU KIIAITHA
IIpoTE3U

B usnutBane ¢asza Il gaburatpan etekcuiar u BapgapHH ca MpoyyeHH Ipu o010 252 manuenTH,
HpeThPIEIN HACKOPO XUPYPIUYHA Olepaliys 3a IIOCTaBAHE Ha MEXaHUYHA ChpJleyHa Kiana (T.€. B
paMKUTe Ha HACTOSIIATa UM XOCIIUTAIN3ALHs), KAKTO U TIPU MAUESHTH, IPETHPIIEIH ONepanus 3a
NOCTaBsIHE Ha MEXaHMYHA ChbpACYHA KJlama IMpeay moseye oT Tpu Mecena. [loBeue Tpomboembonmnanu
cbOHUTHSI (OCHOBHO MHCYJITH M CHMITOMHH/aCUMIITOMHHU TPOMOO3HU HA MPOTE3NPAHNUTE KIIAIN) U
noBeve ChOUTHS Ha KbPBEHE ca HaOJI0]aBaHu MPH JaburaTpaH eTeKCHIaT B CpaBHEHUE ¢ BaphapHH.
[Ipu nmanmeHTHTE B paHHUS MOCTONEPATUBEH NIEPUO/I, TOIAMOTO KBPBEHE CE € MPOSIBIBAIO OCHOBHO
KaTo XeMOparn4eH nepuKapAeH U3JINB, O-CIISIUATHO MIPH MAMEHTH, 3alT0OYHAIN IPUEM Ha
JaburaTpaH eTeKcuiaT CKopo (Ha 3-THs JIeH) ciell XUpYpPruYHaTa omepamnys 3a CMsSHa Ha ChpJedHa
kiana (Bx. Todka 4.3).

IlenuaTpuyHa momyamus

Knunuunu npoyueanus npu npeeenyusa na VIE cred npomesupane na 2onemu cmasu

EBporeiickara areHIust 1o JeKapcTBaTta 0CBOOOXK1aBa OT 33bJHDKCHUETO 3a MPE0CTaBIHE Ha
pe3ynTaTHTe OT MPOYYBAHUATA C pehepeHTHNUS JIEKapCTBEH MPOAYKT, ChIIbPIKAI Aa0UTaTpan
€TEKCWJIAT, BbB BCHUKY NOJATPYIN Ha MEANaTPUIHATA MOMYJIalus TPH MPEBSHIINS Ha
TPOMOOEMOOIMYHU CHOUTHS 3a TOKa3aHUETO ITbPBUYHA NpeBeHIs Ha VTE mpu manueHTu, KOUTo ca
OMITM TIOJUTO’KEHHU Ha IJIAHOBO LIAJIOCTHO MPOTE3MpaHe Ha Ta300€IpeHa CTaBa Wil LJI0CTHO
NpoTe3UpaHe Ha KOJISTHHA cTaBa (BXK. Touka 4.2 3a nH(popManus OTHOCHO yHOTpeda B MeIUaTpHATa).

Jleuenue na VTE u npesenyus na peyuousupawu VIE npu neduampuynu nayuenmu

IIpoyusanero DIVERSITY e npoBeneHo, 3a a [eMOHCTpUpa e(UKaCHOCTTa U 0€30I1aCHOCTTA Ha
JaburaTpaH eTeKCUIaT B CpaBHEHUE ChC cTaHnapTHO Jeuenue (standard of care, SOC) na VTE npu
HeuaTPUYHY NAlUEeHTH OT paxK1aHeTo 1o nox 18-roauiiHa Be3pact. Criopen Au3aiiHa IPOYUIBAHETO €
OTKPHUTO, PAHIOMHU3UPAHO IPOYUYBAHE C IapajesIHU IPYIIU 3a JOKa3BaHE Ha HE M10-MaJika e(pUKaCHOCT.
BrutouenunTe 3a yyacTue MalueHTH ca paHJOMU3UPaHU B ChbOTHOIIEHHE 2:1 1a momy4yaBat choOpas3eHa
C Bb3pacTTa JieKapcTBeHa Gpopma (Karcyian, 0OOBUTH I'paHyJId WK NepopalieH pa3TBOp) Ha Ja0UraTpan
eTeKkcwmiIarT (¢ 1031, alaTHPaHu CIIOPE Bb3pacTTa U TesiecHOTOo Terio) win SOC ¢ HUCKOMOJIEKYTHH
xernapuiu (LMWH) unu anraronuctu va Butamut K (VKA), nnn ponnanapunykc (1 nauueHt Ha

12 ronunn). [IppBUYHAaTa KpaiiHa TOUKa € ChCTaBHA KpaifHa TOYKa OT MALMEHTH C IIBJIHO pa3TBapsHe
Ha TpoMOa, ¢ surica Ha penuauBupanio VTE u ¢ nurca Ha cmbpTHOCT, cBbp3aHa ¢ VTE. Kpurepunte
3a U3KJIFOYBAHE BKITIOYBAT aKTHBEH MCHUHTHT, CHIIC(AITUT U BhTpeUepereH adciec.

O06m1o 267 mauuenty ca panpomusupanu. OT Tx 176 nanmMeHTH ca JeKyBaHH ¢ Jaduratpan
erekcmiart, a 90 mammentu ¢ SOC (1 panmoMHU3MpaH NAMEHT HE € JIeKyBaH). 168 maruenTu ca Ha 12
1o nox 18 romunu, 64 nanyenTy ca Ha 2 10 oA, 12 rogunu, a 35 manueHTy ca 1o 2-roguiiHa
BB3PACT.
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Ot panpomusupannte 267 nanuentu 81 manuenTn (45,8 %) B rpynara Ha nabUraTpaH eTeKCHiIaT u
38 marmmentu (42,2 %) B rpynara Ha SOC 0TroBapAT Ha KPUTEPHUHTE 32 ChCTaBHATA ITbPBUYHA KpalHa
TOYKa (IIBJIHO U3YMCTBaHE Ha TpoMOa, nurica Ha peuuauBupan] VTE u nurca Ha CMBPTHOCT, CBbp3aHa
¢ VTE). CpoTBeTHaTa pasiuKa B 4eCTOTaTa IOKa3Ba He Mo-MaJika e(uKacHOCT Ha naburatpan
erekcmiaT B cpaBHeHHe ¢ SOC. ChbBMECTHMH PE3YIITATH KATO 110 ca HAOJI0IaBaH! U B TTOATPYIIATE:
HSIMa 3HAYUTEITHHU pa3inius B eheKTa OT JCUSHUETO 3a MOArPYIUTE MO Bh3PAaCT, MO, Teorpadcka
001acT ¥ HaJTMYMe Ha ONpeACICHN PUCKOBU (QakTopu. 3a 3-Te pa3nuyHy Bb3PACTOBH CTPATH
CHOTHOIIIEHHETO Ha MAIMEHTHUTE, MOCTUTHAIIN ITbPBUYHATA KpaifHa TOYKa 32 e(UKACHOCT B IPYyIHUTE
ChOTBETHO Ha naburatpan erexcunar u SOC, e 13/22 (59,1 %) u 7/13 (53,8 %) npu nanueHTure Ha
BB3PACT OT payKAaHeTo 10 <2 roauHu, 21/43 (48,8 %) u 12/21 (57,1 %) npu naumeHTUTE Ha BB3pacT 2
1o <12 rogunau u 47/112 (42,0 %) u 19/56 (33,9 %) npu narmenTute Ha Bb3pacT 12 10 <18 roauHu.
[ToTRbpACHMU CHOUTHUS HA TOISIMO KbPBEHE ca ChoOIeHH 3a 4 marueHTH (2,3 %) B rpynarta Ha
nmaburaTtpaH erekcuiar u 2 maruentu (2,2 %) B rpynata Ha SOC. Hsma craTucTrdecku 3HaunMa
pas3nuKa BbB BPEMETO JI0 MOsIBa Ha IbPBO CHOUTHE Ha TOISIMO KbpBEHE. TPUAECET U OCEM MalMEeHTH
(21,6 %) B rpymara Ha maburarpan erekcunat u 22 nanuedtu (24,4 %) B rpynarta Ha SOC umar
NOTBBPACHO CHOUTHE Ha KbPBEHE, KATO MPH IMTOBEYETO OT TSX TO € KATErOPU3UPAHO KaTO
He3HaunTenHo. KomOnHMpaHaTa KpaiiHa TOYKa Ha IOTBHPJIEHO ChOUTHE HA TOISIMO KbpBEeHE (major
bleeding event, MBE) unu knmuangnao 3HaurMo Herouisimo (clinically relevant non-major, CRNM)
KbpBEHE (KOraTo MaIrueHTUTE ca Ha JiedeHne) ca cboomenu 3a 6 (3,4 %) manueHTy B rpynaTa Ha
naburatpan erexcunat u 3 (3,3 %) nauuentu B rpynarta Ha SOC.

EnHO OTKPHUTO, MPOCIIEKTUBHO, KOXOPTHO, MHOTOIICHTPOBO MPOYy4BaHe 3a Oe3omacHocT ¢asa 11l ¢
exaro pamo (1160.108) e mpoBeneHO 3a olleHKa Ha 0€30MaCHOCTTA Ha Ta0UraTpaH €TeKCHIIAT MPH
npeBeHUMs Ha penuausupan] VTE npu neguatpyuyHy HauueHTy OT pakJaHeTo A0 nox 18-roaumaa
BB3pacT. [laruenTu, KouTo ca ce HyXKJaelln OT MO-HaTaThIIHO AaHTUKOAryJIaHTHO JIEYeHHEe Iopaau
HAJIMYME Ha KJIMHUYCH PUCKOB (PAKTOP CJIe/ 3aBbpIlBaHE HA HAYAJIHOTO JIeUeHHUE 3a MOTBbpJcH VTE
(3a Hait-manko 3 Mecerna) Wi cieq 3apbpuiBane Ha mpoyuBaHeto DIVERSITY, ca Bkimtouenu B
npoyuBaneTo. [loaxonsmure 3a BKIIOYBaHE NALMEHTH Ca MOIyYaBaiy afalTHPaHU CIIOPE Bb3pacTTa
Y TEJIECHOTO TETJIO JO3H OT ChoOpa3eHa ¢ Bh3pacTTa JiekapcTBeHa hopma (Karncysim, 0OBUTH IpaHyIIH
WM TIepopajieH pa3TBoOp) Ha 1adUraTpaH eTeKCHWIIaT 0 eIMMUHUPAaHE Ha KIMHUYHUS PUCKOB (PaKTOp
un 10 MakecumyM 12 mecena. IIbpBuuHNATE KpallHU TOYKH Ha MIPOy4BaHETO ca peuuaus Ha VTE,
CHOUTHS Ha TOJAMO WIIM HE3HAYUTEIIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB Bpb3Ka C TPOMOOTHYHHU
WM TPOMOOEeMOONYHN chOouTHs) Ha 6 1 12 Mecera. M3xoaure oT chOUTHATA ca TOTBHPICHU OT
HE3aBUCHMA, 3acJIeTIeHa KOMHCHUS 3a OLICHKA.

O6m10 214 manuenTy ca BKIIOYeHH B mpoyuBaHeTo. OT Tsx 162 mauueHTu ca BbB Bb3pacToBa cTpara |
(ot 12 no mox 18 rogunm), 43 manyeHTH ca BbB Bb3pacToBa cTparta 2 (ot 2 10 nox 12 rogunn) u

9 manweHTH ca BbB BB3pacToBa cTparta 3 (0T paXKAaHEeTo A0 MOa 2-ToauIIHa Bh3pacT). [To Bpeme Ha
nieproza Ha yedenne 3 mamuenty (1,4 %) ca pa3Buim MOTBBPACH 0T KoMucHsTa peruans Ha VTE B
paMKuTe Ha IbpBUTE 12 Mecena ciesi 3arno4YBane Ha JeueHueTo. [IoTBbpAeHN OT KOMHCHATA CHOUTHS
Ha KbPBEHE 110 BpeMe Ha Iepro/ia Ha JieueHue ca choOmeHu 3a 48 mammentn (22,5 %) B pamkuTe Ha
mepBute 12 mecena. [loBeueto chOuTHS Ha KbpBeHE ca He3HaunTenHu. [Ipu 3 manmentun (1,4 %) uma
MOTBBPJCHO OT KOMHCHsATA CHOMTHE Ha TOJIIMO KbPBEHE B paMKUTe Ha mbpBuTe 12 Mecena. [lpu

3 naumenTu (1,4 %) uma noTBbpACHO OT KomucusiTa cbOnTHE Ha CRNM KbpBEHE B paMKHTE Ha
nbpBuTe 12 Mecena. Hiima cMbpTHU cilydau 1o BpeMe Ha nepuojia Ha JieueHue. I1o Bpeme Ha nepuona
Ha nedeHue 3 nanueHTH (1,4 %) ca pa3Buian mocTTpoMOOTHYEH cuHAPOM (post-thrombotic syndrome,
PTS) unu ca umanu Bnomasane Ha PTS B pamkute Ha mbpBuTe 12 Mecena.

5.2 ®apmakokMHETHYHHU CBOWCTBA

Cren mepopaltHO PHUIOKEHHE JabUraTpaH eTeKCIIaT Obp30 M HAITBIIHO € MPEBPHINa B JaburaTpa,
KOWTO € akTHBHaTa (hopMa B 11a3Mara. PasiienBaneTo Ha NpeIeKapcTBOTO JaduraTpaH eTeKCUIatT
Yype3 KaTaJu3upaHa OT ecTepasa XUApoJin3a J0 aKTUBHOTO BEIIECTBO AadurarpaH e npeobiaaBamiara
MeTabonuTHA peakiys. AOCOMOTHATa OMOHATMYHOCT Ha JJAOWraTpaH CIie/ MEPOPATHO MPHUIIOKEHHUE
Ha naburarpaH eTeKcuiaT e npubnu3uTesHo 6,5 %.

Cren mepopaiHo MPUIOKEHHUE Ha Ta0UraTpaH eTEeKCHIAT MPH 3APaBy J0OPOBOJILIH,
(hapMaKOKMHETUYHHAT PO HA TadUraTpaH B TIa3MaTa ce XapakTepu3upa ¢ Obp30 HapacTBaHE Ha
TUIa3MEHUTE KOHIIEHTPaLUH ¢ focTurane Ha Cpax B pamkute Ha 0,5 u 2,0 yaca ciies MpriioKeHUETO.
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AGcopbrus
IIpoyuBaHe, omeHsBAIIO MTOCTONIEpaTHBHATA abcopOms Ha gaburaTpan eTekcmiar 1-3 Jaca cien

ornepauusi, JEeMOHCTPHUpPa OTHOCUTEIHO OaBHa abcopOLus B CpaBHEHHE C Ta3u IPH 3paBU
J0OpOBOIIIH, TOKa3BaMKK MIaBeH MPOo(WII I1a3MeHa KOHLIEHTpalHsI-BpeMe 0e3 BUCOKH MMKOBH
IUIa3MeHH KOHLEHTpayu. [IMKoBY 1u1a3MeHN KOHIEHTPAIMHK Ce I0CTHTaT 6 Jaca cie]] IPUIOKEHUETO
B ITOCTOIICPATUBHHMS TIEPHO/] ITOPAIH AOTPHHACAIIN (aKTOPH, KATO HAIIPUMEP aHECTE3UsI, CTOMAIIHO-
YpeBHa Mape3a U XUPYPruiHu eheKkTH, He3aBUCUMO OT IiepopaliHaTta JiekapcTBeHa ¢popma. pyro
Mpoy4YBaHe IEMOHCTPHpA, ye OaBHA U 3aKbCHsBAIIA a0copOIHs 0OOMKHOBEHO ce HaOII0gaBa caMo B
neHs Ha onepanusTa. Ha cnenpamure qam abcopOrusita Ha Jaduratpas € Obp3a U MTUKOBH IJIa3MEHU
KOHILIEHTPALMK CE JOCTHUTaT 2 Yaca cje]l IPHIOKEHNE Ha JIEKapCTBEHHS TPOLYKT.

XpanHarta He MOBJIHsIBa OMOHATMYHOCTTA Ha Ja0uUraTpaH eTeKCcuiIaTt, Ho 3a0aBsi BpeEMETO 10 TUKOBHUTE
IUTa3MEHH KOHIIEHTpAILMH ¢ 2 Jaca.

Cinax 1 AUC ca poropIinoHaTHA Ha J103aTa.

BuonannuHOCTTA Cen IepopaTHO MPUIIOKESHIE MOXKE J1a CE IMOBUIIU ChC 75 % Clies] MPUIIOKEHUE Ha
eanHuYHa J103a U ¢ 37 % B CcTallMOHAPHO CHCTOSIHUE, B CpaBHEHHUE ¢ ped)epeHTHATA KalCyIHa popma,
KOTaTo TeJIETUTE ce mpueMat 0e3 karncynarta ot xunpomenoza (HPMC). CnemoBatenHo 1e10cTTa Ha
karicynute oT HPMC Bunaru Tps6Ba 1a e 3arnaseHa npu KIMHHYHA yrnotpeda, 3a /1a ce n30erne
HEYMHUIIUICHOTO MOBUIIIABaHE HAa OMOHATMYHOCTTA Ha JaburarpaH erekcmiar (Bxk. Touka 4.2).

PasnpeneneHue
Ha6mronasa ce cnabo (34-35 %), He3aBUCHUMO OT KOHIICHTPAIIUATA CBhP3BaHE Ha JJAOUTaTPaH C

YOBEILIKUTE T1a3MeHu npotenHu. O0eMbT Ha pasnpenerneHue Ha qadburarpad ot 60-70 1 npesuriraBa
o01mrs 06eM Ha TeJIeCHUTE TEUHOCTH, KOSTO O3HAYaBa, Ye MaduraTpaH uMa yMEepeHO ThKaHHO
pasnpezesneHue.

buorpanchopmanms

MeTabonM3MbT U €KCKpelUATa Ha Ja0UraTpaH ca MpOYYCHU TIPU 3[IPaBH MBXKE JOOPOBOJIIH CIIE]T
eMHUYHA MHTPABEHO3HA J103a Ja0uraTpaH, Oeisa3aH ¢ paanoakTuBeH n3oTor. Ciel HHTpaBeHO3HATa
J103a MPOU3XO0’KJaIaTa oOT JaduraTpaH paJioakTHBHOCT C€ eTMMHUHMpA IJ1aBHO ¢ ypuHaTa (85 %).
®DekanHaTa eKCKpenus oTroaps Ha 6 % oT nmpuinokenata no3a. [lo 168 gaca cien npuioxenne Ha
Jlo3aTa o0maTa palnoOakKTHBHOCT CE€ Bh3CTAaHOBSABA B paMKuTe Ha 88-94 % oT mpuiioxkeHara 103a.
JlaburaTtpan ce mojiara Ha KOHIOTAIUs, U KOoeTo ce 00pasyBaT (apMakoIOrHYHO aKTHBHU
anmuIrToKypoHuan. ChIECTBYBAT YeTUPH O3UITMOHHN n3oMepa, 1-0, 2-0, 3-0, 4-0-
AIWITITIOKYPOHU]T, BCEKH OT KOUTO ChCTaBIIsBA MO-MalKO OT 10% OT 00II0TO KOIMYeCTBO aduraTpaH
B turazmara. Crenu oT Apyrd MeTa0OJIUTH CE YCTAHOBSBAT CaMO C BUCOKOYYBCTBUTEITHU aHATUTHYHHU
MeTo . /laburarpaH ce eMMUHHUPA TJIABHO B HEIIPOMEHEH BUJ ¢ ypUHATa ¢ IPUOJIN3UTEIIHA CKOPOCT
100 ml/min, chOTBETCTBaIIa HA CKOPOCTTA HA TJIOMEPYJTHA (PUITPALIHSL.

Enumunupane
IIna3sMeHuTE KOHIIEHTPAITMN Ha Ta0uTaTpaH MOoKa3BaT OMEKCIIOHEHITHAJICH CITaJl ChC CPEIcH

TEPMHHAJICH MTOYKUBOT 11 yaca mpwu 3[paBu MHAWBUIN B CTapuecka Bh3pacT. Ciex MHOTOKPATHO
TprIarane ce HabJro1aBa TEPMUHAIICH TTONTYKUBOT O0K0JIO 12-14 gaca. [1omyXKUBOTHT € HE3aBHUCHUM OT
no3ara. [TomyXMBOTHT € yIIbIDKEH, ako ObOpedyHaTa QyHKIHS € HapyllleHa, KaKTo € MOKa3aHo B
tabmuna 16.

CrielmanHy TOMyJIaluU

bvopeuna nedocmamvunocm

B npoyuBanus dasza I excriosunusita (AUC) Ha gaburaTpas ciieli epopaiHo NPUIOKEHHE Ha
JlaburatpaH eTeKCHIaT € MPUOIU3UTEITHO 2,7 TBTH TTO-BUCOKA IPH BH3PACTHHU JTOOPOBOIIIIH C YMEPEHA
0b0peuna HegocraTbuHoCT (CrCL Mexay 30 u S0 ml/min), OTKOJIKOTO IpH Te3u 0e3 ObOpeuHa
HEIOCTAaThYHOCT.

[Ipu Manbk Opoii BE3pacTHU T0OPOBOJIIHM ¢ TeKKa 0b0peuHa HegoctaTbuyHOCT (CrCL 10-30 ml/min),
excriosuiaTa (AUC) Ha gaburatpas € npuOIM3UTETHO 6 THTH NO-BUCOKA, a TIOIYKUBOTHT
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MPUOIU3UTEITHO 2 IHTH IMO-TBIBI OT HAOIIOJaBaHUTE B TOMyJIaIus 6e3 6p0pedHa HeJ0CTaThYHOCT
(Bx. Toukn 4.2, 4.3 n 4.4).

Ta6anna 16: IoaykuBoT Ha 00U JA0UTrATPAH NPH 3APaBH HHIAMBUAN U HHIUBHU/IH C
HapylieHa 0bOpeyHa (pyHKUIMS

CkopocT Ha riiomepyiapHara Cpenen reomerpuuet (gCV%; rpanuim)
tunrparus (CrCL) MOJIYKUBOT
[ml/min] [h]
>80 13,4 (25,7 %; 11,0-21,6)
>50-<80 15,3 (42,7 %;11,7-34,1)
>30-<50 18,4 (18,5 %;13,3-23,0)
<30 27,2 (15,3 %; 21,6-35,0)

JIOTBITHUTETHO, EKCIIO3UIIAATA Ha JaburaTpan (Hal-HUCKA U TTMKOBA) € OIlEHEHA B €HO
MPOCIEKTUBHO, OTKPUTO, PAaHAOMU3UPAHO, (PAPMAKOKMHETUYHO POYUYBAHE MPH MAIUSHTH C HEKJIAITHO
npeacspaHo MexaeHe (NVAF) ¢ Texko 6p0pedHo yBpexaaHe (OmpenesieHo KaTo KpeaTHHUHOB
kiupbHC [CrCl] 15-30 ml/min), mosy4aBaiy qaduraTpal eTeKcuiaT 75 mg aBa IbTH JHEBHO.

To3u pexxuM e JoBe J0 Hali-HUCKa cpeliHa reoMeTpryHa KoHmeHTpanus 155 ng/ml (gCV 76,9%),
M3MepeHa HEMOCPEACTBEHO MpeIu MPUIOKEHUETO Ha ClieABallaTa 103a, U 0 MUKOBa CpeHa
reomerpruHa kKoHreHTpamus 202 ng/ml (gCV 70,6 %), n3mepena aBa 4aca cie]| IPUIOKESHUETO Ha
nocjeHara J1o3a.

KnuppHCBT Ha maburarpan upe3 XxeMoauanu3a € U3ClieBaH NP 7 Bb3PacTHH MALMEHTH C TEPMUHAIIHA
0b0peuna HegocrtaTbuHocT (ESRD), 6e3 npenchpaHo MmbxacHe. [luanu3ata € mpoBecHa ChC

700 ml/min auanu3eH 1eOUT, MPOABIKUTEIHOCT YETHPH Yaca U CKOpOCT Ha KpbBHUS Tok 200 ml/min
i 350-390 ml/min. ToBa Boxu 10 orcTpansBane cboTBeTHO Ha 50% 10 60% OT KOHIIEHTpanuaTa Ha
naburatpad. Koim4ecTBOTO Ha BEMIECTBOTO, OTCTPAHEHO Upe3 JHali3a, € MPONOPIMOHATHO Ha
CKOpOCTTa Ha KPBBHHUS TOK, IIPH CKOPOCT Ha KpbBHUS TOK 10 300 ml/min. AHTHKOAryiaHTHaTAa
AKTUBHOCT Ha Ja0uraTpaH HaMaJlsiBa C HaMaJsIBaHE Ha Ia3MeHuTe KoHneHTpauun u OK/D/]
Bpb3KarTa He € 3acerHara oT Ipoleaypara.

llayuenmu 6 cmapuecka 8vb3pacm

Crenudpnyan hapMaKOKHHETUYHU IPOYYBaHUS (a3a | mpu mareHTy B crapyecka Bh3pacT MoKa3BaT
yBemmuenwue oT 40 1o 60 % na AUC u moBeue oT 25 % Ha Cpax B CPaBHEHHE C MIIAAH MAITUEHTH.
EdekThbT Ha Bb3pacTTa BbPXY SKCIO3UIMATA Ha JaOUraTpaH € MOTBbPACH oT npoyuBaHeTo RE-LY ¢
okoJio 31 % mo-BUCOKO HHUBO Ha Hail-HHCKAaTa KOHIICHTPALKA 32 UHJIUBUIU =75 TOJIMHU U C OKOJIO
22 % mo-HUCKO HUBO Ha Halil-HUCKATa KOHLEHTPAIUS PU HHAUBUAN <65 TOJUHH B CPAaBHEHHE C
WHIUBUAIU MEXIy 65 u 75 ronunan (BXK. Touku 4.2 u 4.4).

Yeprodpobno napywenue
He ce naGmromaBa mpoMsiHa B €KCIIO3HIFSITA HAa JaburaTpad npu 12 Be3pacTHU MAIMCHTH ¢ YMEPEeHA
yepHoApoOHa HepoctaThyHOCT (Child Pugh B) B cpaBHenue ¢ 12 konTponu (Bx. Touku 4.2 u 4.4).

Tenecno meano

Haii-auckure KoHIIEHTpamu Ha naduratpas ca okoso 20 % mo-HUCKY IpH BH3PACTHU MAIUEHTH C
tenecHo teryio > 100 kg B cpaBrenue ¢ 50-100 kg. MuoszuncTBOTO (80,8%) OT MHAUBUAKTE Ca B
kareropusta > 50 kg u < 100 kg, 6e3 ycranoBeHa sicHa pasnuka (Bx. Touku 4.2 u 4.4). [1pu Bb3pacTHH
MAIUEHTH C TeNecHO Tero < 50 kg KJIMHUYHUTE JaHHU Ca OTPaHHYCHU.

llon
Excrnio3uiusita Ha akTHBHOTO BEILIECTBO B IIPOYyUYBaHUATA 32 MbpBUYHA NpeBeH1us Ha VTE e okoino

40 % a0 50 % mo-Bucoka IIpU MaUCHTH OT )KCHCKU I10JI, HO HC CC MMPCTIOPBhUIBA KOPCKIHA HA A03aTa.

Emunuuecku I’lDOLlS’)COd
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Hsava xTMHIYHO 3HAYMME MEXIYSTHHYECKH pa3INdurs MKy MAlleHTH OT eBPOIeNIHATa paca,
MaIHUeHTH ¢ ahpPO-aMEePUKAHCKH, TATHHO-aMEPHKAHCKH, SITIOHCKU M KUTAHCKH TIPOHU3XO]] 110
OTHOIIICHUE Ha (DapMaKOKMHETHKATa U (papMaKoIMHAMHUKATA Ha Ja0UTaTpaH.

Ieduampuuna nonyarayus

IIpu mepopaiHoO PHUITOKEHNE HA JaOUTaTpaH eTeKCHIIAT, CTIOPE OMPEneIeHUS B IPOTOKOJIA
ITOPUTHM 32 JIO3UPAHE, SKCIIO3UIMATA € B pAMKHUTE Ha Ta3W, HAOJIF01aBaHa IPU BH3PACTHU C
DVT/PE. CoopHust aHanu3 ot (apMaKOKMHETUYHU AaHHU OT npoyuBanusTa DIVERSITY u
1160.108 moka3Ba, 4e CpeIHUTE T€OMETPUYHN HAl-HUCKU eKcro3uimu ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml crorBeTHO 1pu 0 10 < 2-roaunTHu, 2 1o < 12-roaummau 1 12 1o < 18-rogumHun
neauaTpuuHy nauuentu ¢ VIE.

PapMaKOKMHETUYHU B3aUMOJICHCTBUS

In vitro mpoyuBaHus 3a B3aUMOACHCTBHATA HE TIOKA3BaT MHXUOWPaHE WM HHAYLMPAaHE Ha TTIaBHUTE
n30eH3uMH Ha nutoxpoM P450. ToBa ce moTBbprkAaBa OT in Vivo IPOYUYBAHUS C yUAaCTHETO HA 3paBU
J0OpOBOJIILIHM, KOUTO HE IIOKA3BaT B3aMMOJIEHCTBHE MEXy TOBA JICUCHUE U CIICAHUTE aKTUBHU
BemecTBa: atopsactatud (CYP3A4), nurokcus (B3auMoaeicTBrE ¢ TpaHCIOpTHHA P-gp) u
nmukiaodenak (CYP2C9).

5.3 IIpeakJMHUYHU JAaHHM 32 0€30MACHOCT

Hexnnanaaure JaHHU HC II0Ka3BaT ocobeH PHUCK 3a XOpa Ha Oa3ara Ha KOHBCHIIMOHAJIHUTEC
Q)apMaKOJ'IOFI/I‘lHI/I MMpoOy4YBaHUA 3a 6e3OHaCHOCT, npoy4BaHHud 3@ TOKCUYHOCT IIPU MHOT'OKPATHO
npujarane 1 rcHOTOKCUYHOCT.

Edexrure, HabnronaBaHu B MPOYYBAHUTA 32 TOKCHYHOCT MTPU MHOTOKPATHO TIpUIIaraHe, ce JbKaT
Ha 3acwieHus papmakoanHaMudeH eeKT Ha Jaburarpas.

EdexT Bbpxy epTrinTeTa Npu 5KeHCKHU XKUBOTHH € HaOII0aBaH 1o (opMaTa Ha HaMalsiBaHEe Ha
Opos Ha MMIUTAaHTALIMMTE U IOBUIIABAHE HA MPEeIUMIUIaHTAllMOHHUTE 3aryou npu no3a 70 mg/kg (5-
KpPaTHOTO HUBO Ha IUIa3MEHa eKCIO3ULMS NpH nauueHTH). [Ipu 1031, KOUTO ca TOKCHYHM 32 MaliKUTe
(5- no 10-kpaTHOTO HMBO Ha ITUIa3MEHA €KCITO3UIIMS ITPH MAIUEHTH), P ILTHXOBE U 3l Cce
Ha0JII01aBa HaMaJIsIBaHe Ha TEJIECHOTO TEerJI0 U KU3HECIIOCOOHOCTTa Ha (heTyca, 3aeHO C MIOBUIIABAHE
Ha (peranHuTE Bapuanuu. B nmpeHaTamHUTE M NOCTHATAIHUTE IPOYYBaHUS € HAOII0JaBaHO
MOBHUIIIaBaHE Ha eTamHaTa CMBPTHOCT TIPH JIO3H, KOUTO Ca TOKCUYHU 32 MalkuTe (103a,
CHOTBETCTBAIIA Ha 4 TTHTH MO-BUCOKO HUBO Ha IJIa3MeHa eKCIIO3MIINS OT HAOI0AaBaHOTO MPU
TAIACHTH ).

B exno mpoyuBane 3a FOBEHWJIHA TOKCUYHOCT MPH TUTBXOBE OT Topojaa Wistar cMBpTHOCTTa €
CBBbp3aHa CbC CHOUTHS Ha KbPBEHE MPH MOJOOHHN HUBA Ha €KCIO3MULUS, IPU KOUTO € HAOII0AaBaHO
KbPBEHE NP Bb3PACTHUTE KUBOTHU. CUnTa Ce, 4ye KaKTO IIPH Bb3PACTHUTE, TaKa U PH MIIaJUTE
IUTbXOBE CMBPTHOCTTA € CBbp3aHa ChC 3achiieHaTa (papMaKoIOTH4Ha aKTUBHOCT Ha 1a0UraTpaH BbB
Bpb3Ka C YIPAXHIBAHETO HA MEXaHUYHH CHJIM 110 BpeMe Ha pUJIaraHeTo U TpeTupaHero. JlaHaure ot
IPOYYBAHETO 32 FOBEHWIHA TOKCUYHOCT HE IT0Ka3BaT HUTO MOBHUILEHA YyBCTBUTEIHOCT KbM TOKCUYHHU
NPOSIBH, HUTO TOKCUYHOCT, CTIeU(HUYHA 33 FOBEHUIHU )KUBOTHHU.

JBITOCPOYHUTE TOKCHKOJIOTHYHH MTPOYIBAHHS IPH IUIHXOBE M MHIIKH HE TIOKa3BaT JaHHU 32
TyMOPOT€HEH MOTEHIMA Ha qaburaTtpaH 1o Makcumanan go3u 200 mg/kg.

JaburaTpan, akTHBHATa 9acT OT Ma0WraTpaH eTeKCIIAaT ME3MIaT, € YCTOWMYNB B OKOJTHATA CPefa.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Choucbk Ha NOMOIIHHUTE BelIeCTBA

KaHCVJIHO CHbABPKHUMO
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Bunena xucenuna (E334)
Xumnpomenosa (E464)

Tank (E553b)
Xunpokcunponunenynosa (E463)
Kpockapmenosa natpuii (E468)
Marnesues creapat (E572)

ChcTaB Ha Karcynara
TurtanoB nuokcun (E171)
Xunpomenosza (E464)

YepHO NE€YaTHO MACTUIIO
Hlennax (E904)
[Ipormmnenrnukon (E1520)
Uepen xkenesen okcup (E172)
Kammer xumpokcuna (E525)

6.2 HecnbBMecTHMOCTH
Henpunoxxumo
6.3 Cpox Ha roaHOCT

3 roguHU
byrunka: Cren mbpBOTO OTBapsiHe: 60 qHU

6.4 Crhenuananm yca10BHs HAa CbXpaHeHHe
Ha ce cpexpanssa nox 30°C
6.5 Buawu chabp:KaHUe HA OMAKOBKATA

OPA/Al/cymuten PE-PET/AI/PE 6nucrepu, chabpxamu 10, 30 u 60 TBEpaM Karcyiu B KaApTOHEHA
KYTHSL.

OPA/Al/cymmuren PE-PET/Al/PE nepdopupanu 6muctepu ¢ equHAYHE 103U, chabpxkamm 10 x 1,
30x 1 160 x 1 TBBpIa Kancyja B KAPTOHEHA KyTHS.

[omumponuienoBa OyTHIIKa ChC 3alUTEHA OT Jela 3amyIanka, Chabpikaiia 60 TBRbpAM Karcyin B
KapTOHEHA KyTHSI.

He Bcruky BHJIOBE OMAKOBKH MOTAT Jia ObJIaT IyCHATH Ha Ma3apa.

6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBHPJIsiHE

Hewnsnon3BaHuAT IeKapCTBEH MPOIYKT WIX OTHAIPUYHATE MATEPUAIIH OT HETO TPsIOBa Jla ce U3XBBHPIIST
B CbOTBETCTBUE C MECTHHTE M3MCKBAHHS.

7. MHNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n

Edifici Est, 6a Planta

Barcelona, 08039
Hcnanus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/001
EU/1/22/1665/002
EU/1/22/1665/003
EU/1/22/1665/004
EU/1/22/1665/005
EU/1/22/1665/006
EU/1/22/1665/025

9. JATA HA ITBbPBO PA3PEINIABAHE/IIOJHOBSIBAHE HA PASPEIHLIEHUETO 3A
YIIOTPEBA

Jlata Ha TBEpBO paszpemanane: 26 Mait 2023 T.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

IMoapoOHa HbopMalus 3a TO3H JEKAPCTBEH MPOIYKT ¢ MPEI0CTaBeHa Ha yebcaiiTa Ha EBpomneiickata
areHIIMs 110 jJeKapcTBaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Haburatpan erexcunar Accord 110 mg TBBpau Kancyiu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika TBBpAa Karncyna chappKa qaburaTpaH eTekcuiaT Me3niar, ekBuBajieHTeH Ha 110 mg
naduratpaH erekcuiar (dabigatran etexilate).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTE BEUICCTBA BUXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpaa kamcyna (kamncyma).

Karcyna pa3mep 1 (npubiusurenno 19 x 7 mm) ¢ 0510 HepO3pavHo Karaue ¢ oTneyaTaso ,,MD“ u
0510 HETIPO3PAYHO TSIO0, C OTIEYATaHo ,,1 10 ¢ YUepHO MacTHIIO, ChIbpIKAIlA CMEC OT OEJIH JI0
CBETJIOKBITH TIEJICTH U CBETIOKBIT IPaHyJIaT.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHU MOKA3AHUS

[IspBuYHa peBeHI Ha BeHO3HH TpoMOoeMOonmanu croutns (VTE) npu Bp3pacTHH MariueHTH,
MOJJIOKEHH Ha TUIAHOBO ILIOCTHO MPOTE3UpaHe Ha Ta300eApeHa cTaBa WM ISUIOCTHO MPOTE3NpaHe
Ha KOJISIHHA CTaBa.

[IpeBeHIMs HA MO3BYEH HHCYIT U CUCTEMEH eMOOIN3bM IIPH BH3PACTHU MAIIMEHTH C HEKJIATTHO
npencbpaHo MbxaeHe (NVAF) ¢ enun wiu nosedye puckoBu (hakTopH, KaTo MPEIIeCTBAI MO3bUYCH
WHCYJT WK NpexoaHa ucxemuuna araka (TIA); Bb3pact > 75 rouHu; chpliedHa HETOCTATHYHOCT
(xmac mo NYHA > II); 3axapen quabet; XUIIepTOHUSL.

Jledenue Ha npaO0Ka BeHo3HA TpoMO03a (DVT) u Genoapoden embonusbM (PE), kakTo 1 mpeBeHIus
Ha peuuauy Ha DVT u PE npu Bb3pacTHU MaliueHTH.

Jleuenue Ha VTE u npesenuys Ha penuausupainy VTE npu neguaTpyuuHy NAIUEHTH OT PAXKIAHETO
1o oy 18-roauirHa BB3pacT.

3a cpo0pa3eHu ¢ Bp3pacTTa 1030BH (HOpMH BIKTE TouKa 4.2.

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

gO?»H[}OBKa

Jlaburatpan erekcuinar Accord TBBPIHM KarCyiil MOKE Jia CE M3M0I3Ba IIPU Bh3PACTHU H
MIEAMATPUYHY MANMEHTH HA 8-TOMIIHA B3PACT WU TO-TOJIEMH, KOUTO Ca CIIOCOOHH J1a TIOTIIBIIAT
KarcyJure mnend. J{pyru nexkapctBeHr (OpMH MOTaT Jia O'bIaT MO-TTOIXO/ISIIH 32 IPHIIOKEHHE TIPU
Ta3H TMOIYJIANKUs, KATO OOBUTH IPaHYJIHA, KOUTO MOXKE Jla C€ U3IO3BAT NPH Jena noj 12-roumiaa
BB3pacT, aKO T€ ca CIIOCOOHH Jia MOTIhIIAT MeKa xpaHa. [[pyru nekapcTBeHu GpopMHu, KaTo mpax u
Pa3TBOPHUTEI 3a MEpOpaseH pa3TBOP, TPSOBA Jja ce M3I0JI3Ba CaMo IPH JIella Ha B3pacT moJ| 1 roguHa.

Korarto ce npeMHrHaBa OT €JHa JICKAPCTBCHA (bopMa Ha JIpyra, MOXe 11a € HGO6X0}_II/IMO Ja ¢ MPpOMCHU

Jo3aTta. I[03aTa, IIOCOYCHA B Ta6J'II/I]_[aTa 3a 103MUPAHC 3a CbOTBCTHATA JICKAPCTBCHA (bopMa, TpSI6Ba Ja
CC MpEANMrcBa Bb3 OCHOBA Ha TCJICCHOTO TCTJIO U Bb3pacCTTa Ha JACTETO.
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ITvpeuuna npesenyus na VTE npu opmoneduuna xupypeus

[IpenopbuutenHuTe 103U AabUraTpaH €TeKCUIAT U MPOIBbJDKUTEIIHOCTTA Ha TepanusiTa 3a IbpBUYHA
npeseHus Ha VTE npu oproneanyna Xupyprus ca okasanu B Tadnuna 1.

Taoauna 1:

npeseHuusi Ha VTE npu oproneanyHa xupyprust

Hperlopmm 34 103MpoOBKaTa M NPOAB/IZKUTETHOCT HA TEPaAlNuATa 3a IbPBUYHA

aMHOJapOH, XUMHUIWH

ITanuenTy Ha WM Haxg 75-roauIIHa
BB3pacT

CTCKCHUIaT

¢dopmara Ha
2 KarcyJim OT
75 mg

HauaJjio Ha Hopnbpxama | IIpoab/kuTeIHOCT
JledeHHeTo B JIeHsl HA | 103a, HA NPUJIOKEHHETO
omepamnusTa, NMPUJI0KEHUETO | HA MOAAbpP KAIIATA
1-4 yaca caen HAa KOSATO 71032
3aBbpUIBaHE HA 3amno4Ba B
omepanusTa MbPBUS IeH
cien
omepamnusita
[TanmeHTH CciIex MIaHOBO 220 mg
MPOTE3NpaHe Ha KOJITHHA CTaBa JaburatpaH 10 e
[TarmmenTy ciex MIaHOBO €JlHa KarcyJa OT CTCKCHIAT,
BEJHBK THEBHO
mpoTe3upane Ha Tazobenpena ctaBa | 110 mg naburarpan HpUETH 101 >
eTeKCHIIaT (bopmara Ha 28-35 nHn
2 KarcyJia OT
110 mg
Ilpenopvusa ce namanseane Ha
dozama
[TanmenTn ¢ ymepeHo 660pedHO
yBpexaHe (KPeaTHHHHOB KITHPBHC 150 mg
(CrCL) 30-50 ml/min) naburatpan 10 mum
eTeKCUIIaT (npote3upane Ha
[TarmenTyn, KOUTO MOJTy4aBaT C/Ha Katicylna ot BEJIHHX THEBHO, | KOJISTHHA CTaBa) WM
CBHITHTCTBAIIO BepamamMuiI*, 75 mg naburarpan MpPHeTH 1oj] 28-35 Hu

(mpoTtesupane Ha
Ta300eIpeHa cTaBa)

*[Ipu marueHTH ¢ YMEpeHo 0BOpEedHO yBpeKIaHe Ha ChIIBTCTBAIIO JICUYEHHE C BEparlaMill, BUKTE

CrenriaJTHA TIOTTYJIAITHH.

W npu nBaTa BUIa NpoTe3npaHe, ako HE € OCUTYpeHa XeMOoCTa3a, HavyaloTo Ha JIedeHUeTo TpsiOBa ia
ObJIc OTIOXKEHO. AKO JICUCHUETO HE € 3a[I0YHATO B JICHS Ha OIEpaIusITa, TO TPSIOBa Jja 3aovHe ¢

2 KarcyJ BEAHBK JHCBHO.

Ouyenka nHa 6vbpeunama GyHKyus npeou U o epeme Ha Je4eHuemo ¢ 0abducampar emeKcuiam

[Ipu Bcruku manmeHTy 1 0co0EHO B cTapyecka Bb3pacT (> 75 ToAnHU), Thi KaTo 0bOPEYHOTO

YBpPCKAAHC MOXKE J1a € YCCTO CPCIIAaHO B Ta3W Bb3pacCTOBA I'pyIa:

. [Ipenu 3armouBaHe Ha JedeHUe ¢ JaburarpaH eTekcuinar Ob0peuHara GpyHKIus TpsiOBa 1a Oble
OICHEHA Ype3 M3UncisiBane Ha kKpeaTnHUHOBHS KiaupbHC (CrCL), 3a ga ce M3KII09aT MaueHTH
¢ Texkko 0b0peuno yBpexxaaHe (T.e. CrCL < 30 ml/min) (k. Touku 4.3, 4.4 1 5.2).

. brOpeunara ¢pynkus TpsioBa /1a ObJie OIleHEeHa ChINO U MPU ChbMHEHHUSI 32 BIIOIIABaHE HA
O0bOpeuHaTa QyHKIUS IO BpeMe Ha JISYSHUETO (HAIp. XUIIOBOJIEMUS, IEXUIpaTalus, U pH
CHIIBTCTBAIIA YIIOTPeOa Ha HAKOM JICKAPCTBEHU HPOIYKTH).

MeTtombT, KOITO TpsIOBa J1a ce U3IMOII3Ba 3a olleHKa Ha ObOpeunaTa pyuknus (CrCL B ml/min), e

MmetoasT Ha Cockcroft-Gault.
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Ilponycnama 0o3za
[IpenopbuBa ce 1a ce MPOABIKU C OCTAHAIUTE €XKESIHEBHU 1031 Ta0UraTpaH €TEKCHIIAT 10 ChIOTO
BpEME Ha CJICJBAIIUS JCH.

He tps6Ba ma ce mpuema aBoiiHa 1034, 3a 1a ce KOMIICHCHUPAT MPOIYCHATUTE WHANBUIYATHH TO3H.

Ipexpamseane na npuema na dabueampan emexcuiam

JlegenueTo ¢ qaburaTpaH eTeKCHIAT HE TPSOBa Ja ce MPeKheBa 0e3 JeKapcKu chBeT. [larmenTrre
TpsiOBa Ja 0BT MHCTPYKTHUPAHHU Ja CE CBBPKAT C JISKYBAIIHS JIeKap, aKO Pa3BUAT CTOMAIIHO-YPEBHU
CUMITOMHU, KaTo AUCIencus (Bx. Touka 4.8).

Ipomsna na neyenuemo

[IpemunaBaHe OT JeUeHUE C JaOUTATPaH ETEKCUIIAT KbM MMapeHTEepalICH aHTUKOATyJIaHT:
[IpenopbuBa ce n3uakBane oT 24 yaca ciel MocieHaTa 103a PeAn MPEeMUHABAaHE OT Na0uraTpaH
eTeKCIWIaT KbM MapeHTEPATICH aHTUKOATYJIAaHT (BX. Touka 4.5).

[IpemMuHaBane OT JeueHHE C MapeHTepaicH aHTUKOAryJaHT KbM Ja0UraTpaH eTeKCHUIar:
[TapeHTepamHUAT aHTHKOATYJIAHT TPSIOBA J1a Ce MPEKbCHE U 1 CE 3aIll0YHe Ja0UraTpaH eTeKCUIaT

0-2 gaca npeqy 4aca, HA3HAUCH 3a IPUEMAHETO Ha CJIE/IBAIATA J103a OT AITEPHATUBHOTO JIEKAPCTBEHO
CPEICTBO, WM MPH MIPEKpaTsIBaHe Ha JICYEHHETO, B CIIydall Ha HEMPEKbCHATO JieueHHe (Harp.
HepakuuoHupad naTpaBenoseH xenapud (UFH) (Bx. Touka 4.5).

CneuuaﬂHu nonyaayuu

bvopeuno yspeacoane
JlegenueTo ¢ qaburaTpaH eTEKCHIAT IPH MAIMEHTH C TEXKKO OBOpEeUHO yBpEKIaHe
(CrCL <30 ml/min) e mpoTuBOnOKa3aHo (Bx. Touka 4.3).

[Ipu manuenTu ¢ ymepeno 060peuno yBpexxaane (CrCL 30-50 ml/min) ce npenopbuBa HaMalIIBaHE Ha
no3ara (Bx. Tabnuua 1 mo-rope u touku 4.4 u 5.1).

Cvnvmemsawa ynompeba Ha 0abueampan emexcuiam u ciabu 00 ymepenu uHxubumopu na P-
enuxonpomeuna (P-gp), nanp. amuooapon, Xunuoun uiu 6epanamui

Jlo3ara TpsiOBa 1a ObJe HaMaseHa, KakTo € MOCOYeHo B Tabmuna 1 (Bxk. cbio Touku 4.4 u 4.5). B To3u
CITydJaii, JaburaTpaH eTeKCHJIaT U Te3U JIeKapCTBEHHU MPOAYKTH TpsOBa Aa ObIaT MpHUEMaHHU MO €HO U
CBIIO BPEME.

[Ipu manmenTH ¢ yMepeHo OBOPEYHO YBpPEXKIaHE U CHITHTCTBAINO JIEKyBaHH C BEparaMu, 03aTa Ha
JaburaTpaH eTeKcHIaT Tps0Ba Ja ce HaMaliu 10 75 mg AHEBHO (BXK. TOUkH 4.4 u 4.5).

Cmapuecka ev3pacm
[Ipu manmeHTH B cTapyecka Bb3pacT > 75 TOAUHH ce pernopbhuBa HaMalIABaHe Ha 03aTa (BK.
tabnuna 1 no-rope u Touku 4.4 u 5.1).

Tenecro meano

HMa MHOTO OrpaHHYeH KIMHUYEH OIUT C MPETOPbUNTEIHATA JO3UPOBKA IIPU MAIUEHTH C TEIECHO
terno < 50 kg wmm > 110 kg. Kato ce nmaT npeapun HATMYAUTE KJIMHAYHA U KHHETHYHU JTaHHH,
KOPEKIHsI Ha JI03aTa He € HeoOXxoanMa (BK. ToUKa 5.2), HO ce MPernophYBa BHUMATEITHO KITHHUIHO
HaOmoaeHue (BK. Touka 4.4).

Ilon
He ce nanara xopurupase Ha jo3ata (BX. Touka 5.2).

Teouampuuna nonynayus

Hsima choTBeTHa ynorpeba Ha JaburaTpaH eTeKCUIaT B IeJUaTpuyHAaTa MOITyJIalus 33 IIOKa3aHUETO
mbpBUYHA NpeBeHus Ha VTE npu maumeHTH, KOuTo ca Ol NOJI0KEH! Ha TUIaHOBO LSUTOCTHO
IpOTE3MpaHe Ha Ta300eJpeHa CTaBa WX ISUIOCTHO MPOTE3UpaHe Ha KOJISIHHA CTaBa.

34



Ilpesenyus na mo3vuen uHCyim u cucmemen emooauzom npu evipacmuu nayuenmu ¢ NVAF ¢

eOuH unu nogeue puckoeu gpaxmopu (SPAF)

Jeuenue na DVT u PE, kakmo u npesennyusa na peyuoueu na DVT u PE npu é¢v3pacmnu

nauyuenmu (DVT/PE)

IIpenoprunTenauTe 103U HaduraTpad eTekcunar mpu nokazanusata SPAF, DVT u PE ca mokaszanu B
Tabnuna 2.

Taoauna 2:

[Ipenopbku 3a no3upokara npu SPAF, DVT u PE

IIpenopbka 3a no3upoBKaTa

[IpeBeHnMs HA MO3BYCH UHCYJT M CUCTEMCH
eMOOITU3bM MPU BH3PACTHU MMAITUCHTH C
NVAF ¢ eaun wiy moBede pucKoBH (pakTopu
(SPAF)

300 mg maburaTpaH eTeKCHIaT, IPUEMaHH KaTo ¢aHa
Karcyna ot 150 mg aBa mbTH JTHEBHO

Jleuenune na DVT u PE, xakto u npeBeHIus
Ha peuuauBu Ha DVT u PE npu Bb3pactHu
naruedt (DVT/PE)

300 mg naburarpaH eTeKCUIIAT, IPUESMAaHH KaTo eHa
Karcysa ot 150 mg aBa IbTH JHEBHO, CIIE JICUCHHE C
TapeHTepaieH aHTUKOATYJIaHT B MIPOIBIDKCHHUE Ha
Hal-MajKo 5 JHM.

Ilpenopvusa ce namanaeane Ha 0ozama

[Tauuentu Ha BB3pacT > 80 roguHu

[TarmenTH, KOUTO MpUEMAT CHITHTCTBAIIO
BeparmaMmmi

JuaeBHa no3a 220 mg maburarpaH eTeKcuiar,
pueMaHa Kato enHa karcyna ot 110 mg nBa meTu
JTHEBHO

Tpaoea 0a ce 06cvou namanagane na
oozama

[TannenTtu Ha BB3pacT Mexay 75-80 roguHu

[Naruentu ¢ ymepeHo OBOPEYHO YBpEKIaHE
(CrCL 30-50 ml/min)

IManueHTH ¢ racTpuT, €30(aruT WK
ractpoesogareaneH pedurykc

Jpyru nanyeHTy ¢ MOBUIICH PUCK OT
KbpBEHE

Tps6Ba ma ce nuzbepe nueHa mo3a 300 mg wm 220 mg
naburarpaH eTekcuiar, 0a3upaiku ce Ha
VHAWBHIyaJTHATA OIICHKA HAa TPOMOOEMOOIMYHHIS PUCK
W pPUCKa OT KbPBEHE

3a DVT/PE npenopbkara 3a npuiarade Ha 220 mg qaburarpad eTeKCHIIaT, IPUEMaHN KaTo eaHa
karicysa ot 110 mg aBa mbTH JHEBHO, CE OCHOBaBa Ha (papMaKOKMHETHYHH U (hapMaKOJUHAMHIHU
aHAJIN3M U HE € IPOyYBaHa B KIIMHUYHHU ycloBUsl. Buxkte no-nomy u Touku 4.4, 4.5, 5.1 u 5.2.

B ciryqaii Ha HETTOHOCHMOCT KBM JaOHWTaTpaH eTeKCHIIAT MaIueHTUTE TPsIOBa ga ObaaT
WHCTPYKTHPAHU J1a Ce KOHCYJTHPAT BEIHATA C JICKYBaIIHs CH JIeKap, 3a Jia Obe mpepueTo
MPUEMITUBO AITEPHATUBHO JICYCHUE 32 TIPEBEHIUSA Ha MO3bUEH HHCYJIT U CUCTEMEH EMOOIII3bM,
aCOLIMMPAHHU C TPEACHPIHO MBbxeHe, win 32 DVT/PE.

Ouyenka na bvopeunama QyHKyUs npeou U no epeme Ha Je4eHuemo ¢ 0aducamparn emeKkcuiam

IIpu BcHuKky TTAIUEHTH U 0COOCHO B cTapuecka Bb3pacT (> 75 romuHu), T KaTo ObOPEIHOTO
YBpEXKJIaHEe MOXKeE Jla € YECTO CPEIAaHO B Ta3U Bh3pacToBa IpyIa:

IIpenu 3amouBaHe Ha JIeUCHHE ¢ JaburaTpad eTekcwiaT Op0peunara GyHKmus TpsOBa ga Obae
OIICHEHA Ype3 U3UHcisBaHe Ha kKpearnHUHOBHs KimpbHC (CrCL), 3a 1a ce M3KIIF0YaT MaueHTH
¢ Tex)kko 0b0peuno yBpexxaaHe (T.e. CrCL < 30 ml/min) (k. Touku 4.3, 4.4 1 5.2).
brOpeunara dyHkIus TpsOBa a Obe OIICHEHA CHINO U MPU CHBMHEHUS 3a BJIOIIaBaHE Ha
O0bOpevHaTa QYHKIUS 110 BpEME Ha JICUCHHETO (HATp. XUIIOBOJIEMUS, IEXUAPATAITHSL, U IIPH
CBHITBTCTBAIIIA YIIOTpeOa Ha HIKOH JIEKAPCTBEHU MPOIYKTH).
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JlomrbTHUTETHA M3MCKBAHMS TIPY TAIMEHTH C JIEKO JI0 yMEPEeHO ObOPEeYHO yBpEeXKIaHE U MPH

MalMeHTH Ha Bb3pacT Haj 75 TOJIUHMU:

. ITo BpeMe Ha neueHue ¢ qadurarpad eTekcuiaT ObopedHara QyHKIMs TpsOBa na Obe
OIICHSIBaHA HA-MaJIKO €JIMH ITbT TOJIUIITHO WU TT0-YECTO, IIPH HEOOXOIUMOCT, B ONPEICICHU
KIIMHUYHU CUTYaIllH, KOTaTO UMa CbMHEHUS, 4ye ObOpeuHaTa PyHKIMS MOXKE J1a Ce TIOHIKU WIIN
Jla ce BIIOIIH (HAIp. XUITOBOJIEMHSI, AeXUApATallHs, KaKTO U [P ChIIBTCTBAIA yIOTpeda Ha
HSIKOW JIEKAPCTBEHU MIPOIYKTH).

MeToabT, KOHTO TpsiOBa J1a ce U3IOII3Ba 3a olieHKa Ha ObOpeunaTa Gyukuus (CrCL B ml/min), e
metoasT Ha Cockcroft-Gault.

Ilpodvuicumennocm na ynompeba
IIpoxpmkuTEIHOCTTAa HAa yHoTpebaTa Ha qaburaTpan erekcmiar mpu nmokazanusata SPAF, DVT u PE e
roKasaHa B Ta0nmna 3

Tadoauua 3: IlpoabkuTeaHocT Ha ynorpeda npu SPAF u DVT/PE

Mokazanune | IpoaABKUTETHOCT HA YHOTpeda

SPAF Jleuenuero TpsiOBa 11a € ABIATOCPOUHO.

DVT/PE [IpoaBpKUTETHOCTTA Ha JICUCHHETO TPSIOBaA J1a ce Onpenens HHAUBUAYAIHO CIIE]
BHUMATeIIHA OILlEHKa Ha I0JI3aTa OT JIEYEHHETO CIPSMO PHCKa OT KbpBEHE (BXK.
Touka 4.4).

Kpatkocpouno nedenue (Haii-manko 3 Mecena) TpsOBa Ja ce MpOBEX1a IpH
HaJIW4YNe Ha IPEXOJHU PUCKOBH (pakTopH (HAmp. CKOPOIITHA XUPYpPrUdHa ONeparus,
TpaBMa, 00€3/IBUKBAHE), a MO-TIPOIBILKUTEITHO JICUCHHE — ITPU TPAHU PUCKOBU
(hakropu win uauonaruyHa DVT wiu PE.

IIponycuama 0osza

[IpomycHara g03a JaburaTpaH eTEKCUIIAT MOXE J1a Ce IpueMe 0 6 yaca Ipe/Iu cieIBamnaTa
npeanucana go3a. [Ipu mo-manko ot 6 yaca 10 BpEMETO Ha CIICBAIIMS [TPHEM, TIPOITyCHATATa 1032 HE
TpsIOBa Aa ce mpuema.

He Tp}16Ba Ja cC Ipucma HBOﬁHa A03a, 3a 1a CC KOMIICHCHUPAT IMPONYyCHATUTC UHAUBUAYaJIHU NJO3U.

[Ipexpamssane Ha npuema na dabueampan emexkcuIam

JledeHnueTo ¢ maburaTpaH eTeKCHIAT HE TPsOBa Jla ce MPEeKbCcBa 0e3 JIeKapcKu ChBeT. [lanuenTuTe
TpsiOBa J1a ObJIAT MHCTPYKTUPAHHM Ja CE CBHPIKAT C JICKYBAIIIHS JIEKap, aKO Pa3BHAT CTOMAIIHO-UYPEBHU
CHMITTOMH, KaTO TUCTIETICHS (BXK. TOUKa 4.8).

Ilpomana na revenuemo

[IpeMuHaBase OT jieueHHe ¢ JaOUraTpaH eTeKCHIaT KbM ITapeHTepalleH aHTHUKOAryJIaHT:
[IpenoppuBa ce n34akBaHe oT 12 yaca cief mocjaenHara 103a Mpeay MpeMuHaBaHe oT JaduratpaH
eTeKCHJIAaT KbM MapeHTepaeH aHTUKOAryJIaHT (BXK. ToUka 4.5).

[IpemuHaBane OT JIeUeHHE ¢ TAPEHTEPATICH AaHTUKOAT'YJIAaHT KbM J1a0uUraTpaH eTeKCHIar:
[lapeHTepalHUAT aHTUKOATYJIaHT TPsIOBa J1a ce MPEKbCHE U Ja Ce 3arnouHe JaduraTpal eTeKCHiaT

0-2 gaca npenu yaca, Ha3HAa4YEH 3a MPUEMAHETO HA CIeBallaTa 1032 OT aJTEePHATUBHOTO JIEKAPCTBEHO
CpPEJICTBO, WITK TIPH MPEKpaTsBaHe Ha JISYEHUETO, B CIIydail Ha HEMPEKbCHATO JieueHue (Harp.
HedpakuuoHupad naTpaBenoseH xenapud (UFH) (Bx. Touka 4.5).

[IpemuHaBaHe OT JeueHHE ¢ Ja0UTAaTpaH eTEeKCHIIAaT KbM aHTaroHucTH Ha BUTaMuH K (VKA):

MowmeHTHT Ha 3armouBane Ha VKA TpsioBa na ce kopurupa crpsimo CrCL kakro cienBa:

. CrCL > 50 ml/min, npuembT Ha VKA TpsiOBa na 3amoune 3 JHM Mpeay IPEKbCBaHETO Ha
JaburaTpaH eTeKCHIaT
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o CrCL >30-< 50 ml/min, npuemsbT Ha VKA Tps6Ba na 3amouHe 2 JHA NpeAH NPEeKbCBAHETO HA
JlaburaTtpaH eTeKCHUIaT

Tpii KaTO 1aburaTpaH eTEeKCUIIAT MOKE JIa TIOBIIKSIE HA MEXIyHAPOAHOTO HOPMAJIM3UPAHO
cootHomeHue (INR), INR mie orpasu mo-godpe epexra Ha VKA ensa cien ciupaHeto Ha nadburarpan
eTeKCUIIaT 3a Hai-manko 2 qau. Jlororasa, INR cToliHocTuTe TpsiOBa Ja ce THIKYBAT C BHUMaHHE.

[IpemunaBane ot neuenne ¢ VKA kbM 1aburatpat eTeKcuiar:
[Mpuemsbt HAa VKA TpsiOBa na ce npeyctanoBu. JlaburarpaH eTekcHiIaT MOXe Jla ce TIpuiiara BeiHara
oM INR e < 2,0.

Kapouosepsuo (SPAF)
IMareHTHTE MOTAT JIa IPOABJIKAT IIPHEMa Ha Ja0buraTpaH eTeKCHIIAT IO BpeMe Ha KapIHOBEP3HO.

Kamemwvpua abrayus na npedcvpono mvicoene (SPAF)
JlunicBat gaHHM 3a JIedeHUETo ¢ Jaburarpad erekcwiar 110 mg aBa IbTH THEBHO.

Illepxymanna koponapna unmepsenyus (PCI) cvc cmenmupane (SPAF)

[MarnuenTH ¢ HEKIIAMHO MPECHPIHO MBXIEHE, KOUTO ca moaioxkenu Ha PCI ¢be cTeHTHpaHe, MoraT
Jla ObIIaT JICKyBaHU C MaOuraTpaH eTeKCHUIaT B KOMOMHAINS ¢ TPOMOOITMTHN aHTHATPETaHTH, CJIC]T
KaTo Cce MOCTUTHE XeMocTa3a (Bxk. Touka 5.1).

Cneyuannu nonyrayuu
Cmapuecka 6v3pacm
3a mpoMeHU B J103aTa IPH Ta3U MOITyJIalus BIKTE Tabwuia 2 mo-rope.

THayuenmu c puck om Kvpgene

[lanuenTH ¢ MOBUILIEH PUCK OT KbpBeHe (Bk. Touku 4.4, 4.5, 5.1 u 5.2) tpsa6Ba na 6baaT CTPOTO
KJIMHUYHO MOHUTOPHpPaHH (CJe/ieHe 3a IPU3HaLU Ha KbpBeHe U aHeMus1). Kopurupane Ha no3ara
TpsiOBa J1a ObJie pelIeHO 10 YCMOTPEHHE Ha JIEKyBaIlys JIEKap, CJIe] OLl€HKAa Ha CbOTHOLIEHUETO
M0J13a/PUCK 32 KOHKPETHHS NanueHT (Bk. Tabumna 2 mo-rope). Koarynanmonen tect (Bx. Touka 4.4)
MOYe€ J]a IOMOTHE 3a WACHTH(UIIPaHE Ha MAIMEHTHTE C IOBUIIEH PUCK OT KbPBEHE, IPUYMHEH OT
IPEKOMEpHa eKCIo3uIMs Ha jadburarpad. Koraro ce ycTaHOBU IPEKOMEpHA €KCIIO3ULIUS Ha
JaburaTpas, MpH MalMEHTH C BUCOK PUCK OT KbPBEHE, C€ MPENophUBa NMpHIarane Ha HaMajieHa 1032
220 mg, npueMaHa KaTo enHa Kancyina 110 mg nea netu gHEBHO. [Ipy nosiBa Ha KITMHUYHO 3HAYUMO
KbPBEHE JICUEHHETO TPsI0Ba 1ja ce MIPEKbCHE.

ITopaau moBUIIEHNST PUCK OT CTOMAIITHO-YPEBHO KbPBEHE IIPH MAIUEHTH C TACTPUT, €30(haruT Win
racTpoe3odaruaneH pedrykc MoXKe Ja ce OOMICITH HaMalsiBaHe Ha Ji03aTa (BXK. Tabiuia 2 mo-rope u
Touka 4.4).

bvbpeuno yspeocoane
JleuenneTo ¢ qaburaTpaH eTEKCHIIAT NPH MAIUSHTH C TEKKO ObOPEUYHO yBpeXKIaHe
(CrCL < 30 ml/min) e npoTrBOMOKa3aHo (BXK. Touka 4.3).

He e HeoOxoaumMo KopUriupaHe Ha J03aTa Ipy NaIlMeHTH ¢ JIeKo 0b0peuHo yBpekaaHe

(CrCL 50-< 80 ml/min). I1pu nanuentu ¢ ymepena 0n0peuna HenpoctarbuHOCT (CrCL 30-50 ml/min),
MPeTopHUYNTETHATA 1032 JadUraTpaH eTekcuiat € cpino 300 mg, mpuemanu kato 1 karncyma 150 mg
JIBa I'bTH AHEBHO. BBIIpeku TOBa, IpH MAllMEHTH C BUCOK PUCK OT KbPBEHE TPsiOBa fa ce 0OMHCIN
HaMmaJsBaHe Ha Jo3aTa JaburatpaH etexcuiar Ao 220 mg, npueMaHu Kato eana karcyna 110 mg aBa
IBTH JHEBHO (BXK. TOUKH 4.4 1 5.2). BHUMaTeTHO KIMHUYHO HAOIIOJeHHE Ce MPENopbyYBa pu
MaIeHTy ¢ 0OpEedHO yBpeKIaHe.

Cvnvmemsawia ynompeba Ha 0abueampar emekcuiam u ciadu 00 ymepenu uHxuoumopu Ha P-
enukonpomeuna (P-gp), nanp. amuodapon, XuHuouH unu eepanamul

He e HeoOXo1MMO KOpHUTHpaHe Ha J103aTa MPH ChITBTCTRAIIO MPHUIOKEHUE C aMHOJIAPOH WIIA XUHUTUH
(Bx. Toukn 4.4, 4.5 1 5.2).
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[pemopbuBa ce HaMaNsIBaHE HA JI03aTa MPU MAIUCHTH, KOUTO MPUEMAT ChITbTCTBAIIO BEparamMui (BiK.
Tabnuima 2 mo-rope u Touku 4.4 u 4.5). B TakbB cirydail maburatpaH eTeKCHIAT U BepanaMiui TpsOBa
Jla ce IMpUeMar 10 €THO M ChIIO BpeMe.

Tenecno meano
He ce nanara kopurupase Ha mo3arta (BX. To9ka 5.2), HO ce MPernopbuBa BHUIMATEITHO KIIMHHYHO
HAOII0/ICHNE TTPH MAIUeHTH C TenecHo Terio < 50 kg (Bxk. Touka 4.4).

Ilon
He ce nanara xopurupane Ha jo3ara (Bxk. Touka 5.2).

Ileouampuuna nonynayus
Hsma croTBeTHa ynorpeba Ha JaburaTpaH eTeKCUIaT B IeJUaTpUYHATa MOITYJIAHS 33 IOKa3aHHUETO
MIPEBEHLMS HA UHCYJT U CUCTEMEH eMOonn3bM rpu nauueHTu ¢ NVAF.

Jeuenue na VIE u npesenyusn na peyuousupauwiu VIE npu neduampuunu nayuenmu

[Tpu nevenne Ha VTE npu neuaTpuvHy NAMEHTH JICYSHUETO TPIOBa 1a ce 3all0YHE CIIE]T JICUCHHE C
MapeHTepaieH aHTUKOAryJaHT B MPOAbJDKEHUE Ha Hal-Maiko 5 aHu. [Ipu npeBeHua Ha
peruauupamu VTE neuenneTo TpsaOBa mxa ce 3amovyHe il MPeIX0HO JICUCHIE.

JlaburaTpaH eTeKCHJIAT KaNCyJM TPS0Ba a ce MpueMAaT JBa MbTH JTHEBHO, €/IHA 71033 CYTPHUH U
eJIHa J103a Beuep, IPUOIM3UTEIIHO 110 €IHO U ChIIO BpEeME BCEKH JicH. IHTEpBaIbT MEXKIY TO3UTE
Tpsi0Ba J]a € KOJIKOTO ce MOXe 1mo-01m30 10 12 Jaca.

IMpenopbunTenHara /103a J1aduraTpan eTeKCHIIAT KarcyJu ¢e ONpe/ielis Bb3 OCHOBA Ha TEJIECHOTO
TETJIO U Bh3pacTTa Ha MallMeHTa, KaKTo € Moka3aHo B Tabiuia 4. Jlo3ara TpsOBa jia ce KOpUTrupa Bb3
OCHOBA Ha TEJICCHOTO TETJIO U Bb3pacTTa ¢ HAMPEIBAHETO Ha JICUCHHUETO.

3a KOMOMHAIIMK OT TEIJIO ¥ Bh3PAacT, KOUTO HE ¢a MOCOYCHH B Ta0IMIIaTa 3a T03UpaHe, HE MOXKE J1a ce
MPEAOCTaBU MPENOPHKA 3a TO3UPAHE.

Tabauua 4: EnuHUYHU U 001U JHEBHHU 03U Ja0UraTpaH eTeKCWJIaT, B MWINrpamu (mg),
CIope/ TeJIECHOTO TerJio B kuiorpamu (Kkg) u Bb3pacTTa Ha manueHTa B rOAUHU

KomOnHanmu Terjio/Bb3pact Enunnyna no3a OO0ma nHeBHa 1032

TerJio B kg Bb3pact B ronuHu B Ing B g
11 1o <13 8 10 <9 75 150
13 no <16 8 no <11 110 220
16 no <21 8 no <14 110 220
21 no <26 8 10 <16 150 300
26 no <31 8 o <18 150 300
31 no <41 8 mo <18 185 370
41 o <51 8 no <18 220 440
51 mo <61 8 no <18 260 520
61 o <71 8 mo <18 300 600
71 no <81 8 mo <18 300 600
>81 10 mo <18 300 600

Enunuunmn no3u, M3MCKBaI KOMOWHAIMY OT MTOBEYE OT €/IHA Karcya:

300 mg: nBe karncynu 150 mg wn

YETUPH Kancyiu 75 mg
260 mg: eana karcyna 110 mg mttoc eana kancyna 150 mg wn
enna karncyna 110 mg mttoc aBe kancynu 75 mg

220 mg: Kato aBe Karcymu 110 mg

185 mg: KaTo eJlHa Karcyia 75 mg mitoc eana kancynaa 110 mg

150 mg: Kato efHa kancyna 150 mg unun

JIB€ Karcynau 75 mg
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Ouenka na 6vopeunama Gyukyus npedu u no epeme Ha i1e4eHuemo

[Ipenu 3amouBaHe Ha JTEUSHUETO TPSAOBA J]a CE ONPEJIEIM U3UMCIIeHATa CKOPOCT Ha TIIOMEPYITHA
¢unrpanus (eGFR) no popmynarta Schwartz (MeToabT, H3MOI3BaH 32 OLICHKA Ha KpeaTHHHUHA, TpsiOBa
Jia ObJIc MPOBEPEH B MECTHATA JIA0OPaTOPHSL).

JlegenneTo ¢ qaburaTpaH eTEKCHIAT € MPOTUBOIIOKA3aHO MPH NeauaTpudHu manuentn ¢ eGFR
<50 ml/min/1,73 m? (Bx. Touka 4.3).

[Maumentr ¢ eGFR > 50 ml/min/1,73 m? tpsa6Ba 1a 6baT IEKyBaHM ¢ 03a ChIJIACHO Tabmuia 4.

[o Bpeme Ha neyenueTo ObOpeuHaTa QyHKIMS TPAOBa Ja ce OLCHSIBA IIPH ONPEIEICHU KINHIYHH
CUTYyalllu, KOraTo UMa CbMHEHHMs, Y€ ObOpeuHaTa (QyHKIMS MOKE [1a c€ IOHWXH WIX /1a CE BIIOIIN
(Hamp. XUNOBOJIEMHS, ACXUApPATALINS, KAKTO U IIPU CHITBTCTBALIA yIOTpeOa Ha ONpeaeiieHN
JIEKapCTBEHU MPOJYKTH H AP.).

Ilpoovicumennocm na ynompeba
[IpoabKUTETHOCTTA Ha JICYCHHETO TPSIOBA Jla ce ONpeneis MHAUBUIYATHO B 3aBUCHMOCT OT
OIICHKATa I0J13a/PHCK.

Ilponycnama doza

IIponycHara 103a qaburatpaH eTeKCHIaT MOXKeE Jia ce mpreMe 10 6 yaca mpeau cleaBaiata
npeanrcana jgo3a. [Ipu ocTaBaliy mo-mMajiko oT 6 Jaca J0 CIIeABaIlIns MpUeM, IPOIyCHATaTa 103a He
TpsibBa Jia ce mpuema.

B HukakbB ciaydail He TpsOBa Ja ce mpreMa JBOWHA /1033, 3a JIa ¢& KOMIIEHCUPAT MPOIyCHATHTE
WHINBUIYaTHH J03H.

Ipexvceane na 1euenuemo ¢ dabucamparn emekcuiam

JleuenueTo ¢ qabUraTpaH eTEKCHIAT He TPIOBa Jia ce MPEKbCBa 0€3 KOHCYITAIUS C JIeKap.
IManueHTHTe WK OOTPYKBAIIUTE TH JIUIA TPAOBA 1a ObJaT HHCTPYKTHPAHH J]a CE CBBPIKAT C
JICKYBAIIIXs JIEKAp, aKO MAIMEHTHT Pa3BUe CTOMANTHO-YPEBHU CUMIITOMH, KATO TUCTICTICHS (BIK.
Touka 4.8).

Ipomsna na neyenuemo

[IpemuHaBaHe OT JeUeHUE C JaOUTATPaH ETEKCUWIIAT KbM MMapeHTEepalICH aHTUKOATyJIaHT:
[penopbuBa ce 1a ce n3waka 12 yaca ciies mocieaHaTa 103a npean IpeMIHaBaHe OT JJa0uraTpan
eTeKCIIaT KbM MAapEHTEPATICH aHTUKOATyJIaHT (BXK. Touka 4.5).

[IpemMuHaBane OT JieueHHe C MapeHTepalieH aHTUKOAryJaHT KbM JaOuraTpaH eTeKCHIaT:
[TapeHTepamHUAT aHTHKOATYJIAHT TPSIOBA 11a Ce MPEKbCHE U 1 CE 3aIll0YHe Ja0UraTpaH eTeKCUIaT
0-2 gaca npenu yaca, onpeesieH 3a NPUIIOKEHUETO Ha MapeHTePaTHUs aHTUKOATyJIaHT, I IpU
npeKpaTsBaHe Ha JICYEHHETO, B CIydail Ha HEPEKbCHATO JieueHue (Hanp. HehpaKunOHUpaH
naTpaBeno3eH xenapuH (UFH) (Bx. Touka 4.5).

[IpemMuHaBane OT neueHHe ¢ JabuUraTpaH eTeKCuiaaT KbM aHTaronucty Ha ButamMud K (VKA):
[TanmenTure Tpsa6Ba na 3amoyHat npueMm Ha VKA 3 nHu npeau mpeKkbCBaHETO Ha Ta0UraTpaH
€TEeKCUIIaT.

Tbit KaTO 1aburaTpaH €TEeKCHUIIAT MOKE JIa TOBIIMSIE HA MEXIyHAPOAHOTO HOPMATIM3UPAHO
cpotHomeHue (INR), INR mie orpasu mo-godpe epexra Ha VKA ensa cien ciupadeTo Ha nadburarpan
eTeKcuiIar 3a Hali-manko 2 jaHu. Jlotorasa, INR croitHocTHTE TpsOBa 1a ce THIKYBAaT C BHUMaHHE.

[IpemunaBane ot neueHne ¢ VKA kbpM qaburatpaH eTeKkcuiar:

[Mpuemsbt Ha VKA TpsiOBa na ce npeyctanosu. JlaburatpaH eTekcuiaT MOXKe J1a ce TIpuiiara BeiHara
oM INR e < 2,0.
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HauuH Ha npusioxxeHue

To3u nexapcTBEH MPOAYKT € 3a MEPOPATHO MPHIIOKEHHE.

Karcynure morar ja ce npuemat che wiu 0e3 xpana. Karcynure TpsiOBa /1a ce MOTITBIIAT TSN C Yallia
BOJIa, 32 JIa C€ YJIECHU JIOCTUTAHETO MM JI0 CTOMAaXxa.

[TanmenTure TpA6Ba 1a ObJAT HHCTPYKTUPAHU 1a HE OTBAPAT KallcyJiaTa, Thil KATO TOBA MOXeE Ja
MTOBUIIIHN PHCKa OT KbpBEHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIpoTuBOMOKA3aAHUA

o CBpBX4YYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WJIM KbM HAKOE OT IIOMOIITHUTE BEIIECTBA,

n30poeHu B Touka 6.1

Texko 660peuno yBpexaane (CrCL < 30 ml/min) npu BB3pacTHH NaUEHTH

eGFR < 50 ml/min/1,73 m? npu ne1uaTpUYHK MALUECHTH

AKTUBHO KJIMHUYHO 3HAYUMO KbPBEHE

Jle3us WM CHCTOSIHUE, KOCTO €€ OMpe/esis KaTo 3HAYUM PHCKOB (haKTOp 3a TOJIIMO KbPBEHE.

ToBa MOke 1a BKIIIOUBA HACTOSIIN MIIM CKOPOILTHH CTOMAITHO-YPEBHHU pa3s3BIBaHU, HATUINE

Ha 3JI0KaYeCTBEHH HOBOOOpa3yBaHMS C BUCOK PUCK OT KbPBEHE, CKOPOIITHO MO3BYHO WITH

rpbOHAYHO HapaHsIBaHE, CKOPOIIHA MO3bYHA, IPBOHAYHA MIIM OYHA XUPYPrUiHa HHTEPBEHIINS,

CKOPOLIHA BbTPEeUEpEIIHa XeMOpAarusi, U3BECTHU WM BEPOSITHU BapuIM Ha XPaHOIPOBOAA,

apTEepUOBEHO3HH MasihOPMAIIH, ChJIOBA aHEBPU3MH WITU TOJIEMU BHTPErPhOHAYHU HITH

BBTPEMO3BbYHHU ChIOBH aHOMAJIHH

o ChIbTCTBANIO JICYCHUE C HAKOU JIPYTH aHTUKOATYJIAHTH, HAIp. HeQpaKIMOHUPaH XeNnapuH
(UFH), xemapuHu ¢ HICKO MOJIEKYJTHO TETJIO (€HOKCANapyH, JaJITENapuH U Ap.), TIPOU3BOJAHU
Ha xemapuHa ((hOHJAapUHYKC U JIp.), aHTHKOAryJIaHTH 32 IIEPOPATHO MpUiIoKeHue (BapdapuH,
puBapokcabaH, arukcabaH 1 Jip.), OCBEH B CIICHU(QUYHH ycIOBUs. ToBa ca cirydaute Ha
NPOMSIHA Ha aHTUKOAryJIaHTHOTO JiedeHue (Bxk. Touka 4.2), koraro UFH ce npunara B no3u,
HEOOXOIUMH 32 MOATbP)KaHE HAa OTBOPEH LICHTPAJICH BEHO3CH WIN apTepHajieH KaTeThp, HIIH
korato UFH ce mpunara mo BpeMe Ha KaTeThbpHa a0Janys Npy NPeAChPAHO MBKICHE (BXK.

TouKa 4.5)

o UepHOoIpoOHO YBpEXIaHe UIH YEPHOAPOOHO 3a00JIsIBaHE, 3a KOETO CE OYaKBa /1a uMa
OTpakeHHE BBPXY IPEKHUBIEMOCTTA

. ChIIpTCTBALIO JICYCHUE CHC CICTHUTE MOIIHH P-gp HHXHONTOPHU: KETOKOHA30JI, IUKIOCTIOPHUH,

UTPAKOHA30J1, TPOHEJAPOH 1 KOMOWHANMATA ¢ PUKCUPAHU JI03H TIIEKapeBUP/TUOPEHTACBHP 32
CHCTEMHO IpUJIo’KeHue (BX. Touka 4.5)
. CppaeyHH KJIaHU MPOTEe3H, M3UCKBAIIM aHTUKOAryJIaHTHO JiedeHHe (BX. Touka 5.1)

4.4 ChenuanaHu npeaynpesxaeHus U NMpeANa3HA MePKH NMPH ynoTpeda

XeMoparuueH puck

Jlaburatpan erekcuiar TpsiOBa Ja ce mpuiara ¢ MOBUIIEHO BHUMAHUE MIPU ChCTOSHUS C MIOBUIIICH
PUCK OT KbPBEHE WM IIPH CHITHTCTBAINA YyIIOTpeda Ha JIEKAPCTBEHH MPOAYKTH, TIOBIHSBAIIN
XeMOocTa3aTa uype3 HHXHOUpaHe Ha TpoMOonuTHATa arperamnus. [1o Bpeme Ha TepanusTa KbPBEHE MOXE
Jla ce MOsIBM HaBCsAKbe. [Ipy HeodakBaH CIajl Ha XeMOTJIIO0MHA W/WITH XeMaTOKPHUTA, WU CIIaj] Ha
KPBBHOTO HaJIsIraHe, TPsOBa Ja ce M3BBPILY MPETIIe] 32 yCTaHOBSIBAaHE MACTOTO Ha KbpPBEHE.

[Ipu BB3pacTHY MaIUEHTH B CIIyYad Ha )KUBOTO3aCTPAIIABAIIO MM HEKOHTPOJIMPAHO KbPBEHE, KOTaTO
€ HeoOX0AUMO ObP30 HEyTpaIM3UpaHe Ha aHTHUKOAryJaHTHUsS eeKT Ha JaduraTpaH, MOXeE Ja ce
M3I10JI3BA CIIEIU(PUIHOTO HEYTPATU3UPAIIO CPEACTBO uaapynusymad. EpukacHoctra u
0e30rMmacHOCTTa Ha UIapyU3yMad He ca YCTAaHOBEHH IPH M UATPUYHU NaleHTy. [Jlaburatpan Moxe
Ja ObIe OTCTPaHEH MOCPENCTBOM XeMoauanu3a. [Ipu Bb3pacTHH MalMeHTH ca Bb3MOXKHH JIPYTH
OIIIMY KaTO MU3IOJI3BaHE Ha MPsCHA IsU1a KPBB WM MPSICHO 3aMpa3eHa Iia3Ma, KOHIICHTpaT Ha
KOaryJnanuoHHU (akTopy (aKTMBHpaH WK HEaKTUBUPaH), pekoMOuHaHTeH (aktop VIla win
TPOMOOIIMTHA Maca (BXK. ChIIO Touka 4.9).

B knmuHMYHM M3NUTBaHMS JabUTaTpaH eTeKCHIIAT Ce CBBP3Ba C M0-BUCOKHM HUBA HA TOJISIMO CTOMAIITHO-
ypeBHO (CY) kbpBene. [loBuieH puck e HaOMr01aBaH MPY MALMEHTH B CTapUYeCKa Bb3PacT
(> 75 romunan) ipu cxema Ha npuiiarase 150 mg qBa mbTH 1HEBHO. Jpyry puckoBU (akTopH (BXK.
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CBITO TAa0JIHAIIA 5) BKITIOYBAT CHITHTCTBAIIO JICUCHIE C MHXUOUTOPH Ha TPOMOOITUTHATA arperarus,
KaTo KJIOMUJIOTPEN U alleTHICATHIIIOBA KrcennHa (ASA) WMITM HeCTEpOUIHN TTPOTHBOBB3MATUTECITHH
cpenctBa (HCIIBC), kakTo 1 Hamu4ueTo Ha €30(paruT, TaCTPUT WK TacTpoe3odareaicH peQIrykc.

Puckosu paxmopu
Tabmmma 5 o6001maBa hakTopuTe, KOUTO MOTAT J1a TOBUIIIAT XEMOPATHIHHS PUCK.

Tabauna 5: (I)aKTopu, KOUTO MOraT ia MOBHIIAT XCMOParuiHuyd pUcCK.

PuckoBu dakropu

dapMakoAMHAMUYHH ¥ KHHETHYHH (aKTOPH Bo3pact > 75 rogunan
@®akTopH, KOUTO MOBUILABAT IUIa3MEHNUTE HUBA | [J1aBHU:
Ha Jaburarpas o YmepeHo 6B0peuHO YBpeKAaHE PH
Bb3pacTHH narueHTu (30-50 ml/min CrCL)
. Mormtau P-gp maxubuTopu (BX. TOUKH 4.3
n4.5)
. CBBMECTHO TIpHIIarafe Ha ciiadu 10

ymepenu P-gp uaxuburtopu (Hamp.
aMHOJapOH, BEparaMil, XHHUIUH 1
TUKarpesnop, BX. Touka 4.5)

BropocreneHHu:
o Hucxko Tenecno terno (< 50 kg) npu
Bb3PACTHU NALIMEHTH
dapMakoAMHAMHYHH B3aUMOACUCTBHS (BIXK. . ASA u npyru nHXUOUTOpPHU HA
TouKa 4.5) TpoMOOLMTHATA arperanusi, KaTto
KJIIOMTUIOTPE
o HCIIBC
o SSRI i SNRI
o Jpyru nexapcTBeHU NPOAYKTH, KOUTO
Morar Ja Hapyuiat XxeMocTaszara
3abosnsaBaHus / IPOLIEAYPH C OCOOCH o Bpoaenu nnu npunoOUTU HapyLUIeHUs HA
XEMOparu4deH pucKk KoaryJjanusra
o TpomOounTonenus wim GyHKIIHOHATHA
TpoMOOUUTHH AeheKTH
. CkopoiHa OMOIICHS WK ToJIsIMa TpaBMa
o Bakrepuanen eHnqokapauT
o Ezodarut, ractput nim

racTpoe3odareaiicH pedyke

ChIecTByBaT OrpaHUYCHH JaHHU NPH Bh3pacTHH nanueHTn <50 kg (Bx. Touka 5.2).

CoibTcTBaIIATA YHIOTpeOa Ha JadUraTpad eTeKCuiar U P-gp HHXUOUTOpH HE € MPOoyUBaHa Ipu
MeUATPUIHHN TAITUEHTH, HO MOJKE Jla YBEITUIH pHUCKa OT KbpBEHE (BXK. Touka 4.5).

[Ipednasnu mepku u 061a0a6ane Ha XeMOPALUYHUSA PUCK
3a oBNaasIBaHE HA YCIOKHEHUS ¢ KbPBEHE BIDKTE CHINO TOUYKa 4.9.

Oyenka na cobOMHOUEHUEMO NOA3A/PUCK

HanuuueTo Ha sie3uu, 3a00JIBaHus, IpoLeaypy w/win Gapmakonorundto euenue (kato HCIIBC,
tpoMOoumTHY aHTuarperant, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEITHO YBEITNYABAT PUCKA OT
roJIIMO KbPBEHE, U3MCKBAT BHUMATEIHA OIIEHKA Ha ChOTHOIIEHUETO 10j13a/puck. Jladburarpan
eTeKCHIIaT TPsIOBa /1a ce JaBa caMo aKo IMoJI3aTa HaJIBUIIaBa PHCKa OT KbPBEHE.

HanuyanTe KTMHUYHY JaHHU 32 TeIUATPUYHH NALIMEHTH C PUCKOBU (PaKTOPH, BKIFOUUTEIIHO
NAIMEHTH C aKTUBEH MEHUHTHT, eHIeQalluT U BhTpeuepereH adciec (BxK. Touka 5.1), ca orpaHHYEeHH.
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IIpu TakuBa ManMeHTH JabUTaTpaH €TEKCWIAT TPSIOBa /1a ce JaBa caMoO aKo OYaKBaHATa I0J13a
HaJBUIIaBa PUCKa OT KbPBEHE.

Buumamenno kaunuuno nabodenue

[IpenopbuBa ce BHUMATEITHO HAOJIOJICHUE 32 TPU3HAIM HA KbPBEHE MITH aHEMHS TIPe3 TeIHsI IEPUO]]
Ha JIeYeHHe, 0COOEHO aKO PUCKOBUTE (pakTOpH ca KOMOMHHMpaHH (BK. Tabnuua 5 mo-rope). TpsOsa na
ce BHMMaBa 0COOEHO MHOT0, KOTaTO Ja0UTraTpaH €TeKCUIIAT Ce MPIIara ChITbTCTBAINO C BeparmaMu,
aMUOJIapPOH, XMHHUIUH WU KIapuTpoMuiiuH (P-gp nHXuOUTOpH) 1 0COOCHO TIpH 10sBa Ha KbPBEHE,
Hal-Beue MpH MalMeHTH ¢ HamalieHa ObOpeuHa QyHKIwms (BXK. Touka 4.5).

[IpenopbuBa ce BHUMATEIIHO HAOIIO/IEHHUE 3a IIPU3HAIM HA KbPBEHE NPY NAIMECHTH, JIEKyBaHH
cerbTceTBaio ¢ HCIIBC (Bx. Touka 4.5).

Ilpexwvcsane na reyeHuemo ¢ 0abueampan emexcuiam
[lanuenTuTe, KOUTO pa3BUAT OcTpa OBOpEUHA HEAOCTATHYHOCT, TPSAOBA Aa MPEYCTAaHOBST IIpUeMa Ha
nmaburatpaH eTeKkcuiaT (BXK. ChIo Touka 4.3).

Koraro ce mosiBu TEKKO KbpBEHE, TPAOBA J1a ce MPEKPaTH JEYSHUETO, [1a CC U3CIIe/IBa MPUIMHATA 32
KBPBEHETO M TIPH BH3PACTHH MAI[HEHTH MOKE JIa c€ OOMHUCIIH TIPUITOKEHHE Ha CIEU(PHUIHOTO
HEYTpaJIM3UpaIlo cpeacTBo (uaapynusymad). EpukacHocTra n 6e30macHOCTTa Ha Haapyu3ymMad He
ca yCTaHOBEHHM TIPH MeIUATPUYHH NManueHTH. Jlaburatpan Mosxe 1a Objie OTCTpaHEeH MOCPEACTBOM
XEeMO/IHAJIN3a.

Ynompeba na unxubumopu na npomonnama nomna

Moske 1a ce 0OMUCITH TPUIIOKEHNE Ha NHXHOUTOp Ha ipoToHHaTa rmomma (PPI) 3a nmpesenus Ha CH
kbpBeHe. [Ipu neanaTpuyHu nManueHTH TpsiOBa Ja ce cleABaT NpenopbKUTE, ONTUCAHN B KpaTKaTa
XapaKTepUCTHKA Ha IPOIYKTa Ha CHOTBETHUS HHXUOUTOP HA POTOHHATA TIOMIIA.

Jlabopamopnu koazynayuonnu napamempu

Bronpeku ge To3M jekapcTBEH MPOIYKT MO MPUHIUI HE U3UCKBA PYTUHHO MOHUTOPHUpAHE Ha
aHTHKOAryJamnusaTa, OpeaesTHETO Ha CBhp3aHaTa ¢ Jaburarpad aHTUKOAryJanus MoXe 1a Obae oT
10J132 34 YCTAHOBSIBAaHE Ha IPEKOMEPHO BUCOKA €KCIIO3ULMS Ha Aa0UraTpaH Ipyu HaJIM4ue Ha
JOIBIIHUTETHN PUCKOBU (PaKTOPH.

TpombuHOBOTO Bpeme upe3 pazpexaane (dTT), ekapuroBoTo Bpeme Ha cheupBane (ECT) n
AKTUBHPAHOTO MaplIHaIHO TpoMmOormiacTHHOBO BpeMe (aPTT) moraT qa mpeaocTaBAaT moie3Ha
UHQOpPMAIHs, HO pe3ylTaTuTe TPAOBa J]a ce THIKYBAT C MOBUILICHO BHUMAHHUE TIOPaIH
BapHaOMITHOCTTa MEXy TeCTOBeTe (BXK. Touka 5.1).

TecTbT 3a onpezensIHe Ha MEXIYHapOIHOTO HOPMAIM3UPAHO choTHOMIeHHe (international normalised
ratio, INR) He e HajeXX/IeH TPy MALlMEeHTH Ha JISYeHHE ¢ JaduraTpaH eTeKCHIaT ¥ UMa JIOKJIa(BaHN
cirydau ¢ ammuBo nosoxkuTenHo nosumenue Ha INR. 3aToBa INR tecroBe He Tps6Ba 1a 6b1aT
NPOBEXKIAHU.

Tabnuia 6 moka3Ba Hall-HUCKHUTE TIPAaroBe Ha KOATyJAIIMOHHUTE TECTOBE TIPH BH3PACTHH MMALUEHTH,
KOUTO MoraT Jia ObJaT CBbP3aHU C MOBUIICH PUCK OT KbpBeHe. ChOTBETHHUTE MPAroBe Npu
MIeIMATPUYHU MMAlMEHTH HE Ca U3BECTHU (BXK. TOYKa 5.1).

Taoauna 6: Haii-Hucku nparose Ha KOaryJalluOHHUTE TECTOBE IPU Bb3PACTHA NAIIMECHTH,
KOHTO MOraT aa 0baaT CBbP3aHM C IOBUIIICH PUCK OT KbPBEHE.

TecT (Hali-HHUCKA CTOWHOCT) [Tokazanue

[IbpBuuna npesenuust Ha | SPAF u DVT/PE
VTE npu oproneanyHa

orneparus
dTT [ng/ml] > 67 > 200
ECT [x-mbTH HaJ ropHaTa rpaHuna Hsama nanun >3

Ha HOpMara|
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aPTT [x-mbTH HajA ropHaTa rpaHuLa >1,3 >2
Ha HOpMara|
INR He tps6Ba ma ce He Tps6Ba ma ce mpoBexaa
POBEXKIA

Ynorpeba Ha GUOPHHOIUTHYHHN JEKAPCTBEHHN IIPOAYKTH 3a JCUEHNE HA OCThD MCXEMUYEH HHCYIIT
Ynorpebara Ha GUOPUHOIUTUYHY JICKAPCTBEHH MPOAYKTH 32 JICUCHHETO Ha OCThP UCXEMUYCH WHCYIT
Moxke 1a ce 00chau, ako croitHoctute Ha dTT, ECT wnu aPTT He HajgBuIIaBat ropHaTta rpaHuiia Ha
Hopmara (ULN) ciopex MecTHATE pedepeHTHH TPAHMIIN.

XUPYPrUYHH OTICPAINH U UHTCPBEHITHH

[Ipn manmenTH, npreMaru JaburaTpad eTeKCHUIaT, KOUTO ca MOUI0KEHN Ha XUPYpriudHa
WHTEPBEHITUS WM HHBa3UBHU MPOLIEAYPH, CHIIECTBYBA PUCK OT KbpBeHe. 1o Ta3u npuunHa
XUPYPrUYHUTE MHTEPBEHIIMK MOTAT J]a HaJoXaT BPEMEHHO MPEKpaTsIBaHe Ha MPUEMAHETO Ha
JlaburaTpaH eTeKCHIAT.

ITanmenTHTE MOTAT Ja MPOABIKAT MMpreMa Ha JaburaTpaH eTeKCHIIAT, KOTaTo ca MOIOKCHH Ha
KapAHOBep3HO. JIMTICBAT NaHHM 3a JIEYeHUETO ¢ nadburaTpan erekcwiaT 110 mg 1Ba MbTH JHEBHO MPU
MAIMCHTH, KOMTO Ca MOUIOKEHN Ha KaTeThpHA abJallis Ha IPeAChPAHO MBXACHE (BXK. Touka 4.2).

Heobxomumo e moBUIIEeHO BHUMAaHUE, KOTaTO JICYCHHETO BPEMEHHO Ce MPEKPaTH MOpaIn
WHTEPBEHIINU U C€ TIPErophuBa MOHUTOPUPAHE Ha aHTUKoarynanusTa. [Ipu nanuentu ¢ 6r0pevna
HEJIOCTAaTHYHOCT KIMPHHCHT HA JaOUTaTpaH MOXKE J1a IPOIBIDKA MO-IBIT0 (BXK. Touka 5.2). ToBa
TpsiOBa J1a ce B3eMe MPeIBU I IIPeIn BCsKa mpollenypa. B TakuBa cioydyan KoaryinaldoHEH TecT (BK.
Toukn 4.4 1 5.1) MOXe J]a IOMOTHE J1a ce ONPEAeIH T BCe Ollle Ma HapyIlIeHHe Ha XeMOCTa3ara.

CrewHy Xupypeuunu onepayuu uiy HeOnioiCHY Npoyeodypu

[IpuembT Ha maburaTpaH eTekcuiat TpsOBa Aa ObJle BpEMEHHO MPeKpaTeH. AKO € He00X0uMo ObP30
HEYTpalIu3UpaHe Ha aHTUKOATYJIAHTHHS eEeKT, MOXKE J1a Ce U3IT0J3Ba CIICIU(PUIHOTO
HEYTpaJIM3HUPAILO CPEACTBO Ha Aaburarpan (Maapyiu3ymad) 3a Bb3pacTHHU manueHTH. EQukacHocTTa
1 0€30IacHOCTTa Ha Uaapyu3ymMad He ca yCTAHOBSHHU MPH MEANATPUYHH TAIIUCHTH.

Jaburarpan Moxe aa ObJe OTCTPAHEH IMOCPEICTBOM XEMOIUATH3A.

[Ipu npeycraHoBsiBaHe Ha TepanusiTa ¢ Ja0UraTpaH NalMeHTHTE ca U3JI0KEHH HAa TPOMOOTHYEH PHUCK,
CBBP3aH C OCHOBHOTO MM 3a0ossBaHe. JleueHnero ¢ qaburarpaH eTeKCuiaT MoXe /1a ce Bb300OHOBH
24 gaca ciesl MPUIOKEHUE HA HIAPYIIM3yMa0, ako MAIMEHTHT € KIMHUYHO CTAOWIIEH U € TOCTUTHATA
aJIeKBaTHa XeMOCTa3a.

Xupypeuunu onepayuu/unmepseenyuu npu NOOOCHPY CbCMOSHUS

[IpuembT Ha MaburaTpaH eTekcuat TpsiOBa BPEMEHHO Ja ce mpekpatu. [1o Bb3MOXKHOCT,
XUPYpPrUYHATA ONICPaIlvs/UHTSPBEHIUS TPSOBA /1a Ce OTIIOKU JI0 M3MUHABAHETO HA Hail-Manko 12 Jaca
CJIeNl IpreMa Ha MocTIeIHaTa /103a. AKO XHUPYPTrUYHATa ONepamnus He MOXe J1a Ce OTIIOKH, ChIIECTBYBa
TIOBHIIIEH PUCK OT KbpBeHe. 1031 pruck TpsOBa Ja ce OLIEHHU CIPSMO CIIEIIHOCTTAa HAa HHTEPBEHIIMATA.
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[lnanosa xupypeuuna onepayus

IIpu BE3MOXHOCT, IPHEMBT Ha JaOWraTpaH €TeKCHIAT TPsIOBa /1a ce MpeKpaTH Hal-Manko 24 Jaca
MIpeId U3BBPIIBAHETO Ha MHBA3WBHA WX XHPYypruyHa rnpoueaypa. [Ipekparssane npuema Ha
JaburaTpaH eTeKcuiaar 2-4 THU Ipeay XUPypriudHa onepanus TpsOoBa 1a ce uMa peIBUI ITPH
MAIMEHTH C TMOBUIIICH PHCK OT KbPBEHE WM B CIIy4all Ha TOJIIMA OTIepaIys, IPH KOSITO MOXKE JIa €
HEOO0XOMMa MTBJIHA XEMOCTa3a.

Tabnuia 7 060011aBa MpaBUIIaTa 3a MpeKpaTsBaHe Ha IpUeMa MPeIi HHBA3UBHH WIIM XUPYPTHYHH
IIPOLIETyPH IIPU Bb3PACTHU MMALIMEHTH.

Tabanna 7: IlpaBuia 3a mpekpaTsiBaHe Ha IpHeMa NMPeA HHBA3MBHU WJIN XUPYPIHYHH
NpoueAypH NPU Bb3PACTHU NALMEHTH

BbrOpeuna [Ipubnuzurenen [TpuembT Ha HabUraTpaH eTeKcuiaT TpsOBa aa ce cupe
byHKIHS MOy KHBOT Npe/Iv TUIAHOBA XUPYPrUYHA OTepaIus
(CrCL B (qacoBe) Bucok puck ot kxspBere i | CTaHTapTeH PUCK
ml/min) rojsiMa Xupypruuta
orepanus
>80 ~13 2 THU TIPEABAPHUTEITHO 24 gaca peIBapUTEITHO
>50-< 80 ~15 2-3 oHUW IIpeIBapUTEITHO 1-2 nHYM MpeaBapUTEIIHO
>30-<50 ~18 4 HU TpeBapUTEITHO 2-3 IHY IPEBAPUTEITHO
(> 48 gaca)

[IpaBuiiata 3a npekpaTsBaHe Ha MpUeMa MPeay HHBA3UBHU WK XUPYPrUYHH IPOLECIYPU IPH
MeAMATPUYHY MMAIUEHTH ca 0000IIeHN B TabauIa 8.

Ta6auna 8: IlpaBuia 3a npexkpaTsiBaHe HA MpUeMa MpeId HHBA3UBHH WM XUPYPrUYHU
NpolueIypH NP NeTUATPUYHH MANUEHTH

bropeuna GyHKIusa Cnmpane Ha gaburaTpaH Mpean IIaHOBA XUPYPrUIHA
(eGFR B ml/min/1,73 m?) onepanus

>80 24 gaca npeBapUTEIHO

50 - 80 2 IHU NPEIBAPUTEIHO

<50 Tes3u nanmeHTH He ca Mpoy4YBaHH (BXK. Touka 4.3).

Cnunanna anecmesuﬂ/enudvpaﬂna aHecmesuﬂ/leM6aﬂHa NYHKYUA
Hpoue;[yplxl KaTo ClIMHaJIHa aHCCTEC3MA U3UMCKBAT IIBJIHOLICHHA XCMOCTaTUYHA (byHKLII/IH.

PHCKBT OT CIMHAJICH WK SUAYPAICH XeMaTOM MOJKE JIa C€ TIOBHIIY IIPH CITydand Ha TPaBMATHIHU
WJIM MHOTOKPATHU IyHKIIMHU | MIPY MIPOIBIDKUTETHA yIIoTpeOa Ha enuaypainHu karerpu. Cien
OTCTpaHsSBaHE HA KAaTeThpP TPsIOBA J]a MUHAT Hali-MaJIKO 2 Yaca MpeIu MPUIOKEHUETO Ha ITbpBaTa J103a
JmaburatpaH eTeKcuiaT. Te3n ManueHTH U3UCKBAT 9eCTO HaOI0IeHNEe 32 HEBPOJIOTHYHHN TIPH3HAIN U
CHUMIITOMH Ha CIHHAJICH WIH ENUIypajeH XEMaToOM.

IlocmonepamusHna gpaza

Crnen vHBa3WBHATA MPOIIEypa WITH XUPYPTrUYHATA HHTEPBEHIINS JICUSHUETO ¢ JaburaTpaH eTeKCcuiaT
TpsI0Ba J]a ce TOTHOBH/3aII0YHE Bh3MOXKHO Hal-CKOPO, TIPU YCIIOBHUE Y€ KIIMHUYHATA CUTYaIHs
MO3BOJISIBA U MMa a/ICKBATHA XEMOCTa3a.

Heobxomumo e moBUIIEHO BHUMAaHHUE TIPU TAIIMEHTH C PUCK OT KbPBEHE WM MAIIMEHTH C PUCK OT
CBPBXEKCIO3UIIHS, 0COOCHO MalMeHTH ¢ HamalieHa ObOpedHa pyHKIus (BXK. ChINO Tadbimia 5) (BxK.
touka 4.4 u 5.1).
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HagI/ICHTI/I C BHCOK OIICPATUBCH PUCK OT CMBPTHOCT U C BETPCIHIHN PUCKOBU ShaKTOQI/I 3a

TpoMOOEMOOINYHN CHLOUTHS
ChIIecTBYBaT OrpaHUYCHH JIaHHU 32 €PUKACHOCTTA U O€30IIaCHOCTTA HA Ja0UTaTpaH ETeKCUIIAT TIpU
TE3W MAIMEeHTH U MOPay TOBa T¢ TPOBa JAa ObJaT JIEKyBaHH C TIOBHUIIICHO BHUMAHUE.

Omnepanst ipu GpakTypa Ha IIHiiKaTa Ha OeapeHaTa KOCT
Hsama nanHu 3a ynoTpebara Ha JaburaTpaH €TeKCHUIAT MPH MAIUSHTH, TIOJJI0KESHU Ha OTIepaIus Mpu
(pakTypa Ha 1mMiiKaTa Ha OeapeHaTa KocT. CaenoBaTeIHO JICUSHUETO HE Ce IMPEnopbhyBa.

UYepHopoOHO YBpekIaHE

TMarenTH ¢ MoBUIIEHHU YepHOAPOOHH eH3uMHU > 2 ULN ca U3KII0UeHH OT OCHOBHUTE U3MUTBAHUS.
Hsima HanudeH TepareBTHUCH OIUT 32 Ta3W CyOIOIy Ay OT MAIMEHTH U CIICA0BATEIHO MPH Ta3u
MOMyJIalys yrnoTpebara Ha JaburaTpan eTeKCUIAT He ce penopbyBa. YepHOApOoOHO YBPEKIaHE HITH
4epHOAPOOHO 3a00IIABaHE, 32 KOCTO CE OYaKBa JIa UMa OTPAKCHHE BhPXY MPESKUBICMOCTTA, €
MIPOTHUBOITOKA3aHO (BXK. Touka 4.3).

BsaumonetictBue ¢ P-gp uaaykropu
ChITBTCTBAIIOTO MPHIIOKCHIE HAa P-gp MHIYKTOpY ce 0UakBa /1a MMOHKH IIa3MEHUTE KOHIICHTPAITIH
Ha gaburatpad u TpsAOBa ma ce n30sArBa (BX. TOUku 4.5 u 5.2).

HarnumenTn ¢ anTHdOChOTUNNICH CHHIPOM

HupextHo nmetictBamty nepopaian antukoaryiaanti (DOACS), BKIIFOUHTETHO JaduraTpaH eTeKCHarT,
HE C€ MPernophYBAT MIPH MAIUCHTH C aHAMHE32a 32 TpOoM003a, KOUTO Cca JUaTHOCTUIIMPAHH C
anTudochomumuaeH cuaapoM. Ilo-ciennaaHo npu TPOHHONO3UTUBHY NAIIMEHTH (32 JYIyCeH
AHTHUKOATyJIaHT, aHTHKAPAMOIUIIMHOBH aHTUTENA M aHTUTeNa cpenty Oera-2-rmuKkonpoTenH ),
nedenneTo ¢ DOACs Moxe f1a Objie CBbP3aHO C MOBHUIIICHA Y€CTOTa Ha MOBTAPSIIH C€ TPOMOOTHYHHU
CHOUTHS B CpAaBHEHHE C TEpaNUATa C aHTArOHUCT Ha BUTaMuH K.

Wndapkr Ha muokapaa (VM)

B npoyusaneto RE-LY ¢aza III (SPAF, Bx. Touka 5.1) o6mata yectora na UM e 0,82, 0,81 u

0,64 %/ronuna cbOTBETHO 3a naburarpan erekcwiaT 110 mg 1Ba TbTH JHEBHO, Aa0UraTpaH
erekcuar 150 mg 1Ba IbTH JHEBHO U Bap(hapyuH — yBEIHMYCHNE B OTHOCUTEIHUS PUCK 3a Ja0UraTpaH
ot 29 % u 27 % B cpaBHeHUe ¢ BapdapuH. HezaBrcuMO OT JIe4eHUETO, Hal-BUCOKUSAT a0CONIOTEH
puck ot UM ce HabmogaBa B clieAHUTE NOATPYIH, C TOJO0OCH OTHOCUTENICH PUCK: MALIUEHTH C
npeaumreH UM, naruerTs >65 roauan ¢ quadeT Wiiu KOpoHapHA apTepuaiHa 00IecCT, MalueHTH C
neBokaMepHa (pakius Ha uzmiacksane <40 % u nanueHTH ¢ ymepeHa 0b0peuHa auchyHknus. B
JOITBJIHEHHUE TTO-BUCOK pHCcK oT UM ce Habmo1aBa Npy NaUeHTH, IPUeMalll ChIIbTCTBAIIO ASA
IUTIOC KIIOMHOTPEIT MK KIIOTIUAOTPENl CaMOCTOSATEIHO.

B tpute akTuBHO KOHTponMpaHu npoyusanus ¢asa III 3a DVT/PE ce cpobmiaBa no-BrcoKka 4ecToTa
Ha cnydan Ha VIM npu maumeHTuTe, NpueMaliy JaduraTpad eTeKCHiaT, B CpaBHEHHE C Te3H,
npuemany Bapdapun: 0,4 % crupsmo 0,2 % B kpatkocpounute npoyusanusi RE-COVER u
RE-COVER 11 u 0,8 % copsimo 0,1 % B nparocpounoto m3nutBane RE-MEDY. Yeenuuenuero e
CTaTUCTUYECKH 3HAYUMO B TOBa mpoyusane (p=0,022).

B npoyusanetro RE-SONATE, koeTo cpaBHsBa jaburarpan eTekcuiar ¢ miaiebo, yectorara Ha VIM e
0,1 % mpu manueHTUTE, IpUeMaIy JaduraTpan etekcunart, u 0,2 % mnpu manueHTHTe Ha 1mamnedo.

IManuenty ¢ akTuBHO oHKoMorn4yHO 3abonsgBane (DVT/PE, VTE npu neauaTpuyHy MareHTH)

He ca ycranoBenu eukacHocTTa 1 0€30MACHOCTTA MPH NMAMEHTH, CTPaJaIly OT AaKTUBHO
onkonornuHo 3adoisiBane u DVT/PE. Uma orpanuuenn ganHu 3a epuKacHOCTTa U 6€30IacCHOCTTA
IpU NeJUaTPUYHU HalMEHTH C AKTUBHO OHKOJIOTMYHO 3a00JIsBaHe.

[lenmarpuyHa nomyaus

[Ipu HAKOW EeAUATPUYHY MAIUEHTH ChC CTPOTO crienuuIHY 3a00IIIBaHUs, HATIP. MAIUSHTH ¢ O0JIeCT
Ha THHKHTE Y€pBa, IIPH KOUTO MOKE Jla € 3acerHara abcopOomusaTa, TpsOBa 1a ce 0OMHCITN
W3II0JI3BAHETO HAa aHTUKOATYJIAHT, KOMTO e Mprjiara napeHTepaiHo.
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IloMomiHu BemecTBa
To3u nekapcTBEH NPOAYKT ChIbpika Mo-Maako oT 1 mmol HaTpuii (23 mg) Ha Karcya, T.e MOXe Jia
Ce KaXke, 4e MPAKTHYECKU HE ChIbPIKa HATPHIA.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYrd (popMu HA B3anMoelicTBUE

B3auMoaeicTBuUS ¢ TpaHCIOPTEpU

Jlaburatpan eTekcunar e cyoctpart 3a edrykcHuS TpaHcmoptep P-gp. ChIIbTCTBAIOTO MIPHITOKEHUE
Ha P-gp uaxuburopu (BXk. Tabnuma 9) ce ouaksa 1a J0BeIe A0 MOBUIIICHN HUBA HA IJIa3MEHATA
KOHIICHTpAI¥sl Ha Ta0uraTpas.

AKo0 He e IPeANnCcaHo Apyro, € HeoOXO0IMMO BHUMATEIHO KIMHIUYHO HAOMI0eHuE (CIeIeHe 3a
NpU3HAIK Ha KbPBEHE MM aHEMHUS), KOraTo Ja0uraTpas ce mpujara ChbIIbTCTBAIIO ¢ MOUIHU P-gp
uHXubuTOpH. MOJXKe 1a ca HeoOXOJMMHK HaMalsABaHUs Ha 103aTa B KOMOMHAIMA C HAKOH P-gp
unxuoduTopu (Bx. Toukn 4.2, 4.3, 4.4 u 5.1).

Tabdauua 9: B3aumoneiicTBus ¢ TpaHCHIOPTEPH

P-9p unxubumopu

Cvnvmcemesawama ynompeda e npomueonoxasana (6sc. mouxa 4.3)

Ketokonason Kerokonazon nosumrasa TotadHUTe AUC) i Cnax CTOMHOCTH Ha Ja0UTaTpan
CHhOTBETHO 2,38 IbTH U 2,35 MBTH cleA eAMHUYHA NTepopaiHa 1o3a 400 mg u
CHOTBETHO 2,53 mbTH U 2,49 IBTHU CJIeT MHOTOKPATHO ITEPOPATHO MPIIIOKCHIE
Ha 400 mg KeTOKOHA30J BEAHBXK JHEBHO.

HponHenapon [Tpu chBTCTBAIIO NPUIOKECHHUE HA TA0UTaTpaH €TeKCHIIAT U APOHEIAPOH
TOTATHUTE AUC)00 1 Cinax CTOMHOCTH Ha JaOHUTATPaH € yBEIMYABAT CHOTBETHO
0KO0JI0 2,4 IBTH | 2,3 IIBTH CIIe]] MHOTOKpaTHO mpmioxkeHune Ha 400 mg
JPOHEIAPOH JIBa ITbTH JTHEBHO U CHOTBETHO OKOJIO 2,1 mbTH U 1,9 IbTH clen
eanHu4Ha go3a 400 mg.

Urpakonasoun, B®3 ocHOBa Ha pe3ynrTaTute in vitro MOXe Jia ce 04aKkBa 1moji00eH e(eKT, KakTo ¢
ITUKJIOCTIOPUH KETOKOHA30J1.

I'nexanpeBup / | CempTcTBamara yrnorpeda Ha JaburatpaH eTeKCHUIIAT ¢ KOMOMHAIUSTA C
nubpentacsup | pukcupanu qo3u Ha P-gp nHXMOUTOPHTE TieKalpeBUp/MMOPEHTACBUP MTOKa3Ba
yBEJIM4YaBaHE Ha EKCIIO3ULMATA HA JaOUraTpaH U MOKe J1a IIOBUILIH PUCKa OT
KbpBEHE.

Cvnvmcemesawama ynompebda ne ce npenopvusd

Takponmmyc In vitro € yCTAaHOBEHO, Y€ CTETICHTAa HA MHXUOUTOPHHUS €EKT Ha TAKPOIUMYC
BBpXy P-gp e mogoOHa Ha Ta3u, HaOI0JaBaHa IIPU UTPAKOHA30I U
nukIocnoprH. ChIIBTCTBAIOTO MPWIOKECHUE HA JaburaTpaH eTeKCUIaT ¢
TAKpPOJIMMYC HE € TPOyYeHO KIMHUYHO. BBIpekn ToBa, OrpaHU4eHUTE KIMHUYHU
JaHHHU OT IpyTH P-gp cyOcTpatn (eBepoauMyc) mpearoiarar mo-ciado
nHxuOupane Ha P-gp oT TakponuMyc, B CpaBHEHUE C HAOII0JaBAHOTO MPH CUITHH
P-gp naxubHUTOpH.

Heobxooumo e nosuweno snumanue npu convmemeauja ynompeda (6oic. mouxku 4.2 u 4.4)

Bepanamun Koraro gaburarpan erexcuiar (150 mg) ce mpuiara ChI’bTCTBAILO C IEPOPaICH
BepanaMiuil, Cmax 1 AUC Ha gaburaTpaH ce yBeIuvaBar, HO CTCTICHTA Ha Ta3H
IPOMSIHA € Pa3JIniHa B 3aBUCUMOCT OT BpeMETO Ha pueMaHe u ¢popmara Ha
Bepanamui (Bxk. Touk 4.2 1 4.4).
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Haii-ronsiMoTo moBuaBane Ha €KCHO3UIMITA HAa Ja0UraTpaH ce HabI0aaBa
IpU IIbpBaTa J103a Ha BepanaMuil ¢ He3a0aBHO 0CBOOOKAaBaHe, IPUETA €AUH
yac npeau npuema Ha qaburatpan erekcunat (yBenndaBaHe Ha Crmax OKOJIO
2,8 et 1 Ha AUC oxo7o0 2,5 mbTH). EdQexkThT nporpecuBHO HaMalsiBa Npu
HPUIIOKEHUE Ha popMaTa ¢ yIbDKEHO 0cBOOOKJaBaHe (yBenmyaBaHe Ha Crmax
okouo 1,9 metr 1 Ha AUC okos10 1,7 IbTH) WK TIPH TIPIIIOKEHUE HA
MHOTOKPaTHH 031 BepanaMui (yBenndaBaHe Ha Cpax OKOJIO 1,6 TBTH 1 HA
AUC oxkoio 1,5 mbTn).

He ce nabmronaBa 3Ha4MMO B3aUMOJIEHCTBUE, KOTATO BepariaMull ce pruemMa

2 yaca ciex gaburatpan erekcuiar (yBennuaBaHe Ha Cpax OKOJIO 1,1 TbTH 1 Ha
AUC oxomo 1,2 metn). ToBa ce 00scHsIBa ¢ mbIHATa abcopOIns Ha JaburaTpan
cieq 2 yaca.

AMuronapox

Koraro maburatpaH eTeKCHIIAT c€ Mpujiara ChbIIbTCTBAIO C SAMHUIHA
nepopainHa go3a 600 mg aMroapoH, CTENEHTa U CKOPOCTTa Ha abcopOIus Ha
aMHOJapOH U Ha akKTHBHUA My MeTaboiuT DEA 10 CBITIECTBO HE c€ TPOMEHSIT.
AUC u Cnax Ha TaburaTpaH HapacTBaT ChOTBETHO OKoJ0 1,6 mbTH 1 1,5 mhTH.
Tlopaau abATUs MOMY>KUBOT HA aMUOJAPOH BB3MOXKHOCTTA 32 B3aUMOJICHCTBUE
MOJKE J1a CHIIIECTBYBA CEIMUITU CJICIT IIPEKpATsIBaHE Ha JIEICHUETO C aMHOIapOH
(Bx. Toukn 4.2 u 4.4).

XUHUIUH

XvHUAMH e mpuiarad kaTo no3a ot 200 mg Ha Bceku 2 yaca J10 o0ma j103a

1 000 mg. laburaTpan eTeKcHUaT € nMpujarad JBa IbTH JHEBHO B
IPOIBJDKEHUE Ha 3 TIOCIIEI0BATEIHU IHHU, CbC WIN 0€3 XUHUJUH Ha TPETUs JICH.
AUC s 1 Crax,ss Ha JaOUraTpan ce yBelIn4aBaT CpeJHO ChOTBETHO 1,53 mbTH 1
1,56 IbTH IIpH CHITBTCTBAILO MPUIOKEHUE HA XUHUAMH (BX. Touku 4.2 1 4.4).

Knaputpomunia

Korato xmapurpomunua (500 mg nBa mbTH JHEBHO) C€ TIpHJIara 3aeIHoO C
JaburatpaH eTeKCHIaT P 3paBu JOOPOBOIIIH, Ce HAOIII01aBa MIOBUIIIABaHE
Ha AUC okoino 1,19 nbtr 11 Ha Cpax 0K0JI0 1,15 BTH.

Tukarpenop

Koraro enuau4Ha 1032 0T 75 mg naburaTpaH eTeKCHIaT ce Ipuiara
CBITBTCTBAINO C HaToBapBamia g03a oT 180 mg tukarpenop, AUC 1 Chax HA
JaburatpaH ce MmoBHIIaBat ChoTBeTHO 1,73 mbth 1 1,95 meTu. Cien
MHOTOKPATHU J1031 Ha Tukarpenop 90 mg, 1Ba MbTH JHEBHO, YBEIMYABAHETO HA
eKCTo3uIMATa Ha nadurarpad ¢ 1,56 mpTH 1 1,46 IbTH, CHOTBETHO 33 Crax ¥
AUC.

ChITBTCTBANIOTO MPUIIOKECHUE HA HATOBapBalia f03a Tukarpenop 180 mg u
nmaburarpan etexkcmiat 110 mg (B ctartmonapHo cberosiaue) noBumaba AUC s
U Crax,ss HA TaOUraTpan cboTBeTHO 1,49 bTH M 1,65 IBTH B CpaBHEHHE C
JlaburaTpaH eTeKCHaT, puilaral camocToaTeiHo. Korato HaroBapBaia /1o03a
ot 180 mg Tukarpesop ce aaBa 2 yaca cien npueM Ha 110 mg nadburatpan
eTeKcwIaT (B CTAlIMOHAPHO ChCTOsTHUE), TOBUITaBaHETO HA AUC, s 1 Cax Ha
JaburaTpaH HaMmamsBa ChOTBETHO 110 1,27 mbTH 1 1,23 IBTH B CpaBHEHUE C
JaburaTpaH eTeKCHiaT, Iprujlaral cCaMOCTOSATENHO. TakbB He3aCThITBAII Ce
MIPHEM Ce MPENopPbUBa IPH 3aNI0YBaHEe HAa THKATrPEIop ¢ HaTOBapBaIla /103a.

CpobTcTBaIIOTO NpHIIOKeHHe Ha 90 mg THKarpesiop ABa MbTU THEBHO
(mommpprkara mo3a) U 110 mg maburarpan eTeKCHUIaT MMOBUIIIaBa KOPUTHPAHUTE
AUC s 1 Cnax,ss Ha JaOuratpad cboTBeTHO 1,26 bTH U 1,29 bTH B cpaBHEHHUE
C 1aburaTpaH eTeKCUIIAT, PUJIarad CaMOCTOSITEIHO.

ITozakonazon

[Mo3akoHa301 chIO HHXKUOUPA B HAKAKBa CTETICH P-gp, HO TOBa HE € POYyYEHO
KITMHAYHO. CHITBTCTBANIOTO MPUIIOKEHHE Ha Ja0UraTpaH eTeKCHIIAT C
M03aKOHA30J1 HAJIara BHUMATEITHO TPOCTIC/sIBAHE.

P-gp unoykmopu
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Cvnvmcemsawama ynompeba mpsaoea oa ce uzosesa.

Hanp.
pubaMIULIKH,
KBIIT
KaHTapHOH,
(Hypericum
perforatum),
Kapbama3zenuH
Wi GEeHUTONH

ChITBTCTBANIOTO MPIIIOKCHIE CE€ 0YaKBa Jla TOBEE 10 TIOHIKAaBaHE Ha
KOHIICHTpAITUATa Ha Ta0uTaTpaH.

IIpeMenukanusTa ¢ U3CICABAHUS HHAYKTOP prdammuiiud npu go03a 600 mg
BEJHBK JTHEBHO 3a 7 JIHU IIOHM)KaBa 00II[aTa MMKOBA KOHIICHTPALIKs Ha
JlaburaTpaH ¥ 00IIaTa eKCIIO3UIHSI ChC ChOTBETHO 65,5% 1 67%.
WunynmpamusaT epekT e TOHWKEeH, KOSTO BOJIU JI0 HUBO Ha SKCIIO3UIUS Ha
JaduraTpas, OJIM3KO0 10 pedepeHTHaTa CTOMHOCT 0 JIeH 7 Clie] CIIUpaHe Ha
nedeHueTo ¢ pudamnunuH. He e HaOM01aBaHO MO-HATATHIIHO MOBUIIICHUE Ha
OMOHATUYHOCTTA CJIE OIE 7 JHH.

HpomeaaHu uqu6umopu, Kamo pumoraesup

Cvnvmcemesawama ynompebda He ce npenopvusd

Harp. Te nosmusBat P-gp (kakTo KaTo HHXUOUTOP, TaKa M KaTo HHAYKTOp). Te He ca
PUTOHABUD H O IPOYYBaHU, TOPAJIH KOETO HE CE MPEMOPHYUBAT 3a CHITBTCTBAIIO JICUCHUE C
KOMOWHAITUHATE JlaburaTtpaH eTeKCHarT.

My C IpyTH

MPOTEa3HU

WHXUOUTOPH

P-gp cybcmpam

JlurokcuH B npoyuBane, mpoBeneHo ¢ 24 31paBu 10OPOBOIIIH, TIPH CHITBTCTBAIIIOTO

MIPUJIOKEHUE Ha JaOuTaTpaH eTCKCUIIAT U IMTOKCUH HE ca HaOJr01aBaHu
MIPOMEHH B €KCIIO3UIUATA HA JUTOKCHH U KJIMHUYHO 3HAYMMHU ITPOMEHHU B
SKCTIO3MITNATA Ha JaduraTpaH.

AHTHKOAryJIaHTH U JIEKapCTBEHU IPOAYKTH CPELLY TPOMOOLIMTHA arperarus

JluricBa UK CHIIECTBYBA CaMO OIPaHUYEH OIUT ChC CICIHUTE JICUCHHS, KOUTO MOI'aT J1a IOBUILIAT
pHCKa OT KbPBEHE, KOTaTO CE MPUIaraT ChI'bTCTBAILO C Ja0UraTpaH €TeKCHIIAaT: aHTHUKOATyJaHTH,
kato Hedpakuronupan xenapud (UFH), auckomonexynau xenapuau (LMWH) u xenapunosu
npoun3BoaHH ((hoHAApUHYKC, NE3UPYANH), TPOMOOINTHYIHH JICKAPCTBEHN MPOAYKTH M AaHTArOHUCTH
Ha BuTamuH K, puBapokca®aH win Apyry aHTUKOAryJaHTH 3a IEPOPATHO MPUIOKEHHE (BXK.

TouKa 4.3), WK JIEKapCTBEHU NPOIYKTH cpely TpomOouuTHa arperauus, karo GPIIb/Illa penentopau
AHTarOHWCTH, TUKJIOHINH, IPACyTPEI, THKArpesop, IeKCTpaH 1 CyAPUHIHPa30H (BXK. Touka 4.4).

Ot nannuTe, chOpanu no Bpeme Ha ¢asa Il npoyusane RE-LY (Bx. Touka 5.1), e HabmomaBaHo, ue
CBITBTCTBAIATA YNIOTpeOa Ha APYTH NEPOPATHHU WK HAPEHTEPATHN aHTUKOATYJIAHTH TIOBUILIABA
YeCcTOTaTa Ha TOJIIMO KbpPBEHE MPUOIU3UTENHO 2,5 THTH, KaKTO MpH JaburaTpaH eTekcuiar, Taka u
npu Bap¢apuH, IMIaBHO B CUTYALH, CBbP3aHU C IPEMUHABAHE OT €MHUS AaHTUKOATYJIaHT KbM JIPpYTus
(Bx. Touka 4.3). OcBeH TOBa, ChITBTCTBALIATA YIIOTPeOa HA AHTUTPOMOOTHYHH CpeacTBa, ASA nim
KJIOMTUIOTPEN MPUOIM3UTEITHO YABOSBA YECTOTATA HA TOJISIMO KbPBEHE, KAKTO NP JaburatpaH
eTeKCHJIAT, Taka U Ipu BaphapuH (BXK. Touka 4.4).

UFH moxe aa ce nmpuiara npu 034, HE00X0UMU 32 TIOIIbpKaHe Ha TIPOXOUMOCTTA Ha IIEHTPaJIeH
BEHO3CH WJIU apTEPUANICH KaTeThP WU M0 BpeME Ha KaTeThpHa abaIus Ipu NpeAChPIHO MBKICHE

(Bk. TOuKa 4.3).
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Ta6auma 10: B3aumopaeiicTBUsI ¢ aHTHKOATYJIAHTH U JI€KAPCTBEHH MPOAYKTH CpelLy
TPOMOOLMTHA arperamnus

HCIIBC

IIpunaranure 3a kpatkocpodna aHanresust HCIIBC He ce cBbp3BaT ¢ MOBUILIEH
PHCK OT KbPBEHE, KOTaToO ce IIpuiaraT ChIIbTCTBALIO C JabUraTpaH eTeKCUiIaT.
IIpu npoxpmkuTenHa yrnorpeda B mpoyuBanero RE-LY HCIIBC yBenmuaBat
pHCKa OT KbpBeHe ¢ 0koso 50 % KakTo mpu JaduraTpaH €TeKCHIaT, Taka U IpH

BapdapuH.

Knonunorpen

IIpu Mnaam 31paBu JOOPOBOIIIN OT MBXKKH TOJ ChITBTCTBAIIOTO MPHIIOKEHNE
Ha 1aburaTpaH eTeKCHIAT U KIOMHUIOTPEI HE € IOBEJO 10 TOMbIHUTEITHO
yABbIDKaBaHE Ha BPEMETO HA KalMJISIPHO KbPBEHE B CPABHEHHUE C MOHOTEPAITUS
¢ ximonaorpen. OcBeH ToBa AUC ss M Crnax,ss, @ I3MEPUTETUTE HA
KoaryJnanusra 3a epekra Ha JaburaTpaH, Wik HHXHOUPAHETO Ha
TpoMOOLMTHATA arperanus KaTo n3MepuTel Ha eeKTa Ha KIOMUIOTPe, TI0
CBILECTBO OCTABAT HEMPOMEHEHHU IPU CPaBHABAaHE HA KOMOMHUPAHOTO
JIeYeHNE U CHOTBETHUTE MOHOTepanuu. [Ipu HaroBapsaimia no3a 300 mg wim
600 mg xnonuporpen, AUC: s ¥ Crmax,ss HA JaOUraTpaH ce MOBHIIABAT C OKOJIO
30-40 % (Bx. Touka 4.4).

ASA

CorpreTBamoTo TpmiiokeHrne Ha ASA n 150 mg naburaTtpaH eTeKCuiIaT asa
IBTH JTHEBHO MOYKE J1a TIOBUIITN PUCKA OT BCSIKAaKBO KbpBeHE oT 12 % 1o 18 %
u 24 % cpotBeTHO npH Jo3u 81 mg u 325 mg ASA (BX. Touka 4.4).

Huckomonexymau
XeTapuHu
(LMWH)

CeopreTBaniara ynorpebda Ha HuCKoMonekyaHu xenapuau (LMWH), xato
€HOKcarapuH 1 JaburaTpaH eTeKCHIIaT, He € CIelnaiHo npoy4yBaHa. Cien
MIpeMUHaBaHe OT 3-THEBHO JIeUeHHEe ¢ eHoKcanapuH 40 mg s.C. BEIHBX
JTHEBHO, 24 daca CIie/I TOCIIeIHATA 1032 CHOKCAIIAPHH, CKCIIO3UIIUATA Ha
nmaburaTpaH e Omiia MaJIko IIO—HHUCKA, OTKOJIKOTO Ta3H, HETIOCPEICTBEHO CIIe]
MIPIIOKEHUETO CaMO Ha maburatpaH eTekcwiar (eaquHudnHa qo3a 220 mg).
Hab6nronaBana e mo-Bucoka antu-FXa/Flla akTHBHOCT ciie/ IPUIIOKEHUE Ha
JlaburaTpaH eTeKCHIaT C MPEBAPUTEITHO JICYCHHUE C CHOKCATIapUH B CPAaBHEHHE
C JIEYEHHETO caMo ¢ Aadurarpan eTekcwiar. Cunra ce, 4e TOBa Ce IBJKU Ha
MPOABIDKUTEITHOCTTA Ha e(peKTa Ha CHOKCAIlapHH CJIe]] JISYSHUETO (carry-over
e()eKT) U CIEeOBATEITHO HE € KIMHUYHO 3HauuMo. OCcTaHAINUTE Pe3yiITaTh OT
AHTHUKOATyJIAIIMOHHHN M3CIIe/BAaHNS, CBbP3aHH C JaburarpaH, He ca IPOMEHEHH
3HAYUMO OT JICUEHHETO C EHOKCAIapHH.

Jlpyru B3auMOJIeACTBUS

Ta6anna 11: JIpyru B3auMopeiicTBus

Cenexmugnu unxubumopu Ha obpamuomo 3axeauiane ha cepomonunda (SSRI) uau cenexmueru

UHXUOUMOPU Ha 0OpPAMHOMO 3axeauiane Ha cepomonuna u Hopenunedpuna (SNRI)

SSRI, SNRI SSRI u SNRI noBumasar prucka oT KbpBEHE BbB BCUUKH IPYITH HA JIEUEHUE B
npoyuBaHeTo RE-LY.

Bewecmea, Koumo noeiuieant CmomauwtHomo DH

[Tantomnpazon | [Ipu chITCTBAIO MPHUIIOKEHUE HA Na0UTaTpaH €TEKCUIIAT U MTAHTOIPA30JI Ce
HabOmonaBa mpubausnTeHo 30 % namanenue Ha AUC Ha maburatpaH.
[TanTompa3zon u npyru MHXUOUTOPY Ha ipoToHHaTa romra (PPI) ca mpuiaranu
CBITBTCTBAIIO C JaOWUTaTpaH €TEKCHIIAT B KIIMHUIHY MMPOYIBAHUS U
CBhIBTCTBAIIOTO JieucHue ¢ PPl He u3rnexna 1a HamaisiBa e()MKacHOCTTa Ha
JlaburaTpaH eTeKCHIAT.

Panutunun [IpunoskeHneTo Ha pAaHUTHIUH 3a€THO C JAOUTATPaH ETCKCUIIAT HE 0Ka3Ba
KJIIMHAYHO 3HAYMM e(DEKT BBPXY CTENEeHTa Ha abcopOmms Ha qaburarpas.
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BaumoneiicTus, CBbp3aHH C METa0OTUTHHS MPOdHI Ha JTaOUTAaTpaH ETeKCHIIAT U JaburaTpaH
Jlaburatpan eTekcuiaT u qaburatpad He ce METa0OJIU3UpaT OT CHCTEMaTa Ha IUToXpoM P450 u
HAMAT in Vitro eeKTH BbpXy YoBemKuTe NUToXpoM P450 ensumu. CrnenoBaTenHo, ¢ jaburarpat He
CE 0YaKBaT CBHP3aHU JIEKAPCTBEHU B3aUMOACHCTBHS.

IlenuaTpuyHa momyamus
Hpoy‘lBaHI/I}ITa 3a BBaHMOﬂeﬁCTBHH Ca MPOBCKAAHU CaMO MPU BB3PACTHHU.

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

2KeHnu ¢ neTepojieH noTeHIMan
JKenu ¢ netepoeH noTeHmuai TpsAOBa aa u30ArBaT OPEeMEHHOCT 110 BpeMe Ha JICYCHHE ¢ Ja0uraTpaH
ETCKCHUIIAT.

BpemenHocT
Mma orpaHnyeHU TaHHM OT yIoTpebaTa Ha maburarpal eTeKCuiaT Mpyu OpeMEeHHH KeHH.

IIpoyuBaHusATa IPH )KUBOTHHU MOKA3BAT PEMPOAYKTUBHA TOKCUIHOCT (BXK. Touka 5.3). [ToTeHIMaTHUST
PHICK ITPH XOpa HE € U3BECTCH.

I[a61/1ranaH CTCKCHUJIAT HC Tpﬂ6Ba Ja Cc¢ npujiara mo BpemMe Ha 6peMCHHOCT, OCBCH B cnyqaﬁ Ha
KaTCropuyHa HCO6XOI[I/IMOCT.

Kopmene
Hsma xnmuHIYHN naHHY 3a epekTa Ha naduraTtpaH BbpXy KbpMaueTara 1o BpeMe Ha KbpMEHE.

KbpmeHneTo Tps6Ba J1a ce IpeyCTaHOBH IO BpeMe Ha JICUCHHUE ¢ Ta0UraTpaH eTeKCUIIar.

Peprunurer
Hsama nannu npu xopa.

[Tpu npoy4BaHuUs BEPXY )KUBOTHHU € HaOIr0MaBaH e(eKT BbPXY (QEPTUIUTETA MPH KEHCKUTE MO
(dopmarta Ha HaMalsIBaHE HA OpPOs HA UMIUIAHTAIIMUATE U TIOBUINIABAHE HA MPEIUMILTAHTAIIMOHHUTE
3aryou npu g03a 70 mg/kg (5-KpaTHOTO HMBO Ha IIa3MEHA €KCITO3UITUS MpH manueHTH). He ca
HaOJro1aBaHu Ipyru eeKTr BpXyY pepTuiuTeTa npu xKeHckure. HsiMa BIusHUE BbPXY GepTUinTeTa
npu MBXKHUTE. [IpH 1031, KOUTO ca TOKCHYHH 3a MaiikuTe (5- 710 10-KpaTHOTO HUBO Ha MIa3MeHa
€KCIIO3HITUS TTPH TIAIINEHTH), TIPY TUTHXOBE M 3aiIN ce HaOIf0aBa HaMaJIsIBAHE Ha TEJIECHOTO TETJIO0
eMOpurodeTanHara )KU3HECIIOCOOHOCT, 3a€/IHO C MOBUINIABaHEe Ha (eTaaHuTe Bapuaiun. B
NPEHATATHOTO W MOCTHATATHOTO MPOYYBaHe € HAOII0JaBaHO MOBUIIABAHE HA ()eTaTHATA CMBPTHOCT
TIPY 03, KOUTO Ca TOKCHYHH 33 MaWKHTE (71032, ChOTBETCTRAINA HA 4 TTHTH MO-BUCOKO HUBO HA
I1a3MeHa eKCIO3UIINS OT HAOJIF01aBaHOTO MPH MAIMEHTH).

4.7 EdexTn BppXy criocod0HOCTTA 32 WIorpaHe u padoTa ¢ MAIINHA

JaburaTpaH eTeKcHUIaT He MOBIUIBA WX TIOBJIHSBA TIPEHEOPEKUMO CIIOCOOHOCTTA 32 MopUpaHe U
paboTa ¢ MalIvHY.

4.8 Hexenanu JekapcTBeHH peaKINU
O606uienre Ha npoduna Ha Ge30MacHOCT

JlaburaTpaH eTeKcuiaT € OLIeHEH B KJIMHUYHU MU3IMTBAHUS IpU 0010 NPUOIN3UTEIHO
64 000 maruenty, ot kouto npudbausutenno 35 000 mauueHTyn ca JeKyBaHH ¢ JaburaTtpaH eTeKCUiaT.

06110 ok0110 9 % OT ManMeHTHTE, JIEKYBaHH 32 TUITAHUPAHO MPOTE3NPaHE Ha Ta300eIpeHa Win
KOJISTHHA CTaBa (KpaTKOCPOYHO JieueHue 10 42 nun), 22 % OT MarueHTuTe ¢ MpeachbpaHO MBXKICHE,
JICKyBaHU 3a MPEBEHIINS HA MHCYJIT U CUCTEMEH eMOOIH3bM (IBIATOCPOYHO JICUSHHUE JI0 3 TOUHU),
14 % ot nanmentute, nekyBanu 3a DVT/PE, u 15 % ot nanueHTure, TeKyBaHH 3a MPEBEHIIUS HA
DVT/PE, ca nony4univ HexXelaH!u pPeaKiiH.
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Haii-gecTto cpo0mmaBannTe CHOUTHA ca ciTydal Ha KbpPBEHE, BH3HUKBAIIH NPH MpuOIm3uTenHo 14 %
OT MAIMEeHTHUTE, JIEKyBaHU KPATKOCPOUYHO 3a IUTAHWPAHO MPOTE3NpaHe Ha Ta300eApeHa 1Tl KOJITHHA
cTaBa, pH 16,6 % OT manueHTHTe C MPEACHPAHO MBXKIIEHE, JIEKYBaHU IBJITOCPOYHO 32 MPEBEHIMS Ha
MHCYJIT ¥ CUCTEMEH eMOonu3bM, 1 nipu 14,4 % oT Bb3pacTHUTE MAlHEeHTH, JeKyBanu 3a DVT/PE.
OcseH ToBa UMa ciy4an Ha KbpBeHe nipu 19,4 % oT manueHTUTe B M3NMUTBAHETO 32 IPEBEHIINS HA
DVT/PE, REMEDY (Bw3pactau naruenTs), u ipu 10,5% oT nanueHTuTe B U3MUTBAHETO 32
npeseHys Ha DVT/PE, RE-SONATE (Bv3pacTHH NallUEHTH).

Tl KaTO MOMyJAIUKUTE OT MAIMEeHTH, JICKYBaHH 32 TPHUTE MIOKA3aHUsI, HE Ca CPABHUMHU U CHOUTHSTA HA
KbPBEHE 00XBaIaT HAKOJIKO cucteMo-opranau kiaca (SOC), B 00001eHo onrucanie CbOUTHATa Ha
roJIsIMO M Ha BCSKAKBO KbPBEHE Ca paslpellelieHH CIope] MOKa3aHUEeTOo U ¢a IOCOYeHH B Tabiuuu 13-
17 mo-moury.

B’LHpeKI/I 4cC € C HUCKaA 4YC€CTOTAa IPU KIIMHUYHHU NIPOYUIBAHU, MOXKC Oa HACTBHIIN I'OJISIMO UJIU TCIKKO
KBpPBEHE, KOETO HE3aBHUCHUMO OT MACTOTO HAa Bb3HHMKBAHE MOKEC Aa JOBEAC 1O MHBAJIMIU3UPAHE,
JKMBOTO3acCTpalnaBaio CbCTOAHUC UIIU JOPH JICTAJICH U3XOI.

CouchbK Ha HEOKETAHUTE PEaKITNH B TAOJUICH BUIT
B tabnuia 12 ca nokasaHu HEXXeJIAHUTE PEAKIMK, YCTAHOBEHU B IPOYYBAHUATA U TIOCTMAPKETUHIOBU

JIAaHHU TIPH MTOKa3aHuATa MbpBUYHA npeBeHius Ha VTE cien npoTe3upane Ha Ta300eIpeHa WK
KOJISTHHA CTaBa, IPEBEHIIUS HA TPOMOOEMOOINYCH HHCYIIT U CHCTEMEH eMOOTU3bM TIPH MMAIUEHTH C
npeachpaHo MexaeHe, neueHre Ha DVT/PE u npesenums na DVT/PE. Te ca rpynupaHu 10 CUCTEMO-
opraneH kiac (SOC) u 1o 4ecToTa ¢ U3MOJI3BaHE Ha ClIeHATa KOHBEHIHS: MHOTO Yectd (>1/10),
yectu (> 1/100 mo < 1/10), Hewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 xo < 1/1 000), MHOTO
peaxu (< 1/10 000); ¢ Hen3BecTHA YyecTOTa (OT HATMYHUTE JaHHHU HE MOXe J1a ObJie HallpaBeHa
OTICHKA).

Tabamna 12: Hexenanu peakuun

YectoTa
SOC/TIpeanodntan TEPMHUH IIspBUYHA TIPEBEHIIHS [IpeBennus Ha Jleuenue Ha
Ha VTE cnen HUHCYJIT U CUCTEMEH DVT/PE u
MpOoTE3UpaHe Ha eMOOIH3bM TpH MIPEBEHLUSA Ha
Ta300eIpeHa WiIn MAalKEHTH C DVT/PE
KOJISIHHA CTaBa MIPEACHPIHO
MBKICHE
Hapymennst Ha KpbBTa U TUMdHATA CUCTEMA
Anemus Heuectn Yectn Heuectn
ITonmxeH xeMoriaoonH Yectn Heuectn C neusBecTHA
yecToTa
TpomboruToneHust Penkn Heuectn Penkxn
[TonuxeH xeMaToKpuT Heuectn Penxu C HeusBecTHA
YyecToTa
Heyrpomnenus C HeW3BeCTHA YeCTOTa C HemsBecTHA C Hem3BecTHA
YeCcToTa yecToTa
Arpanynonurosa C HeM3BECTHA YECTOTa C HeusBecTHA C HeusBecTHA
YecToTa yecToTa
Hapymiennst Ha UMyHHaTa CHCTEMa
JlexapcTBeHa Heuectn Heuectn Heuectn
CBPBXUYBCTBUTEIHOCT
O06pus Penku Heuectu Heuectu
[Ipyputyc Penxu Heuectn Heuectn
AHadunakTHYHA peakius Penkn Penkn Penkxn
AHrnoenem Penkn Penkn Penkn
Yprukapus Penku Penxu Penku
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Bponxocnazem C HeusBeCTHA YeCTOTa C HeusBecTHA C HeusBecTHA
YecToTa 4ecToTa
Hapyienns Ha HepBHaTa cucTeMa
Brrpeuepenna xemoparus | Penku | Heuectu Penku
Cb10BH HapYIICHUS
XemaroM Heuectu Heuectun Heuectun
Xemoparust Penxu Heuectn Heuectn
KpbBoTeuenue ot Heuectu -
omnepaTUBHATA PaHa
PecriupatopHu, rpbIHH ¥ MEIMACTUHAIIHU HAPYIICHUS
Enucrakcuc Heuectun Yectu Yectn
XemodTH3a Penku Heuectu Heuectu
CromairHo-4YpeBHU HAPYIICHUS
CromaiHo-4peBHa Heuectn Yectn Yectn
XeMoparus
AbomMuHaITHA OOJIKa Penku Uectn Heuectn
Hunapus Heuectn Yectu Heuectn
Jucnerncus Penku Yectn Yectu
lanene Heuectu UecTtn Heuectn
PexrtanHa xemoparus Heuectu Heuectn Yectu
XemMopoujaaHa XeMoparust Heuectu Heuectn Heuectn
CromanrHo-4peBHa s13Ba, Penku Heuectn Heuectn
BKJIFOUUTEITHO e30(hareaaHa
sI3Ba
lactpoeszodarur Penxu Heuectn Heuectn
I"actpoesodareanna Penxu Heuectn Heuectn
pednykcHa 6osecTt
IToBpbiiane HeuecTtu Heuectn Heuectn
Jucharus Penxu Heuectn Penxu
XenaToOWIMapHU HAPYIICHUS
Hapymena yeproapoOna Yectn Heuectn Heuectn
¢Gyukus/OTKIOHCHHS BbB
(hYHKIIMOHATHHUTE
YePHOIPOOHM MMOKA3aTENH
[ToBuiieHue Ha anaHnuH Heuectn Heuectn Heuectn
amuHOTpaHchepasaTa
IToBuiienue Ha acraprar Heuectn Heuectn Heuectn
amMmuHOTpaHchepasaTa
[oBuienn yepHoIPOOHU Hewectn Penxn Heuectn
SH3UMHU
XunepOounupyOoruHeMust Heuectn Penxu C Hem3BecTHA
YEeCTOTa
Hapymienns Ha Ko)kaTa ¥ MOJIKO)KHATA ThKaH
KoxxHu KpbBOU3IUBHU Heuectn Yectu Yectu
Adnomerust C Hem3BecTHa 4ecToTa C HemsBecTHa C Hem3BecTHa
YECTOTA YECTOTa
Hapyriennst Ha MYCKYJIHO-CKeJIETHATA CUCTEMa U CheIMHUTEIIHATA ThKaH
XemapTposa | Heuectun | Penku Heuectn
Hapymiennst Ha Ob0peIuTe ¥ MUKOYHUTE ITHTHINA
YporenuranHa xeMoparus, Heuectn Uectn YecTtu
BKJIFOUUTEITHO XeMaTypus
001 HapymieHus ¥ e(heKTH Ha MICTOTO Ha MPHIIOKEHUE
Xemoparusi Ha MSICTOTO Ha Penxu Penxu Penxu

HWHKCKTHUPAHC
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Xemoparus Ha MSICTOTO Ha Penkn Penkn Penkn
MOCTaBsSIHE Ha KaTeThpa
KbpBaB cekper Penxu -

HapausiBanusi, OTpaBsSiHUS U YCIOKHEHHUSI, Bb3HUKHAIHN B pE3yITaT HA

UHTEPBEHIIUU
TpaBmaTuyHa XeMoparust Heuectn Penxu Heuectn
Xemoparusi Ha MSICTOTO Ha Penxu Penxu Penxu
VHLU3US
[TocTopouenypeH xemMaToM Heuectu - -
IToctnpouenypHa Heuectu -
XeMoparus
[TocTonepaTruBHa aHEMUS Penxu - -
[TocTopouenypHa cekpenust Heuectu - -
Cexkperus OT orepaTuBHATa Heuectn - -
paHa

XUpypruyecku U MEAUIIMHCKU UHTSPBEHIIUH
JlpeHax Ha onepaTHBHaTa Penxu - -
paHa
IToctnponerypeH apeHax Penxu - -

Onwucanne Ha U30paHU HEXKEIAHU PEaKIny

Peaxyuu na xvpeene

IMopamu dapmMakoIOrHIHUs MEXaHN3bM Ha JAeHCTBHE yHoTpebaTa Ha JaburaTpaH eTeKCHIAaT MOXKe 1a
ObJc CBbp3aHa C TIOBHUILEH PUCK OT OKYJITHO WJIM BUIUMO KbPBEHE OT KOATO U J1a € ThKaH WM OpraH.
[Ipu3HanyTe, CHMOTOMHTE U TeKECTTa (BKIIOUUTENTHO U JIETAICH M3X0/) BapUpaT CIIOpea MSICTOTO H
CTeNeHTa WM 00XBaTa Ha KbPBEHETO W/WIIM aHEMUSTA. B KIIMHUYHUTE IPOYYBAHUS MyKO3HOTO
KbPBEHE (HaImp. CTOMAITHO-YPEBHO, YPOTCHUTAITHO) € HaOJII0JaBaHO [I0-4E€CTO NP IBITOCPOYHO
JeyeHne ¢ JaburaTpaH eTeKcuiat, B cpapHeHue ¢ eueHne ¢ VKA. Taka, B JonbIHEHHE KbM
HOAXOAAIIO KIMHUYHO HAaOII0ICHNE, TaO0paTOPHOTO N3CIIEABAHE HA XEMOTIIOONH/XEeMaTOKPUT €
IICHHO 3a OTKpHUBAaHC Ha OKYJITHO KHPBCHC. PucksT oT KBbpPBEHE MOXKE 1a CE IMOBUILIU IIPHU ONPCACIICHU
rpyny NalMeHTH, HAlp. Te€3U, KOUTO HMaT YMEPEHO ObOPEYHO YBpEKIaHe W/UITH ca Ha ChI'bTCTBAILO
JIeUeHHeE, 3acATaIl0 XeMOoCcTa3ara, Hiik CUIIHU P-gp naxubutopu (Bxk. Touka 4.4 XeMopariuueH prck).
XeMOoparuuHHUTe yCIOKHEHUSI MOXKeE J1a ce MPOSBIT KaTo ci1adocT, 6JeTHOCT, 3aMastHOCT, I1aBo0oIIHe
WM HEOOSICHUMO MOIyBaHe, TUCIIHES! U HEOOSCHUM LIOK.

Cro01maBa ce 3a Mo3HaTH YCIIOKHEHHUS C KbPBEHE, KATO KOMITAPTMEHT CHHJIPOM U OcTpa ObOpeyHa
HEIOCTATHYHOCT TIOPAIH XHUITOTIep(y3Husl U CBbP3aHa C aHTUKOATYJIAHTH HEQPOTATHS NIPH ITAIUSHTH C
Ipeapasmoiaraily pucKoBU (akTopu, BB Bpb3Ka ¢ qaburarpan erekcuinat. CienoBaTenHo, TpsOBa 1a
Ce OTYMTa BEPOSATHOCTTA 3a XeMOparus MpH OLlEHKaTa Ha ChCTOSHUETO Ha BCEKH aHTHKOATYJTUPaH
NaryeHT. 3a Bb3PaCTHHU MAIMEHTH UMa HATMYHO CIIeM(QUIHO HEYTPaIH3UPAIO CPEACTBO 32
naburatpaH, uaapyuu3yMa, B ciaydaid Ha HSKOHTPOJIUPYEMO KbpBeHe (BXK. Touka 4.9).

IIvpeuuna npesenyus na VIE npu opmoneouyna xupypeus
Tabmuma 13 moka3sa 6post (%) Ha maIeHTUTe ¢ KbPBEHE, KaTo HeXXellaHa JISKapCTBEHA Peakus 1o

BpEMeE Ha NIEPUO/IA HA JICYEHHE B IBETE OCHOBHU KIIMHUYHY NpOy4YBaHUs 3a npeBeHius Ha VIE, B
3aBHCHUMOCT OT J103aTa.
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Ta6auna 13: bpoii (%) nanuenT ¢ KbpBeHe, KATO HeXKeJIaHA JeKapCTBeHa peakuus

Jlaburatpan erekcunar | [laburatpan erekcunar | EHokcamapun

150 mg BeguBX MHEBHO |220 mg BeAHBK AHEBHO

N (%) N (%) N (%)
JlexyBaHM MMallMEHTH 1 866 (100,0) 1 825 (100,0) 1 848 (100,0)
['onsaMo KbpBeHe 24 (1,3) 33 (L,8) 27 (1,5)
BcsikakBo KbpBEHE 258 (13,8) 251 (13,8) 247 (13,4)

Ilpesenyus Ha Mo3vuen UHCYIM U cucmemer eMboau3vm npu 8v3pacmuu nayuermu ¢ NVAF ¢ eoun
U noseye puckosu hakmopu

Tabnuna 14 nokaspa cCbOMTHATA HA KEPBEHE, Pa3Mpe/ICIieHH KaTo ChOUTHS Ha TOJISIMO U Ha BCAKAKBO
KbPBEHE B OCHOBHOTO IPOYYBaHE, U3CIIEIBAIIO MPEBEHITUATA HA TPOMOOEMOOINYEH HHCYIT U
CHUCTEMEH eMOOJIM3bM MPH MAIUESHTHU C MPEACHPIHO MBXKIICHE.

Ta6auna 14: CbO0MTHA HAa KbpPBeHe B MPOy4YBaHe, U3CJIeBANI0 MPeBeHIUsATA HA
TpOoMO0eM00JMYeH HHCYJIT H CHCTeMeH eM0OO0JIN3bM NPH NAIHEHTH € IPeIChPIHO

MbK/IeHe
Jlaburarpan erekcunar |JlaburaTpad eTekcuiat Bapdapun
110 mg nBa mbTH 150 mg nBa meTH
JTHEBHO JTHEBHO
PannomMu3npany narueHTH 6015 6 076 6022
l'omsimo kbpBeHE 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
BbTpeuepenHo kppBeHe 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
CU kbpBeHe 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
KbpBeHe ¢ nerajgeH u3xon 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)
Manko KbpBeHe 1566 (13,16 %) 1 787 (14,85 %) 1931 (16,37 %)
BcesikakBo KbpBeHE 1759 (14,78 %) 1 997 (16,60 %) 2169 (18,39 %)

B panpomusupano npoydBane, Ipy NaMEHTUTE, TpueMann adurarpan erekcuiat 110 mg aBa nbTH
nHeBHO win 150 mg qBa MbTH THEBHO € CHIECTBYBAJ 3HAUYUTEIIHO MO-HACHK PUCK OT
JKUBOTO3aCTPAIIaBaIO KbPBEHE M BTPEUEPEITHO KbPBEHE B CPAaBHEHHUE C TE3H, IpUeMain BaphapuH
[p <0,05]. Y npu nBeTe KOHIIEHTpALMK Ha JaburaTpaH eTeKCUiIaT € UMaJlo U CTATUCTUYSCKUA 3HAYNMO
[0-HUCKa 00I11a YeCTOTa Ha KbpBeHe. [Ipu nmanueHTuTe, npueManu pangomMusupaso 110 mg
JaburaTpaH eTeKCHJIaT JBa ITbTH THEBHO € CHIECTBYBAJ 3HAUYNUTEHO MTO-HUCHK PHUCK OT TOJISIMO
KbPBEHE B cpaBHeHHE ¢ BapapuH (koepunueHT Ha pucka 0,81 [p=0,0027]). [Ipu manuenture,
npuemManu pangomusupano 150 mg naburarpan eTeKcuiaaT Ba IIbTH JHEBHO € ChILECTBYBAI
3HAYUTEJIHO MMO-rojisiM puck oT CY kbpBeHe B cpaBHeHUe ¢ BaphapuH (Koe@HIMeHT Ha prcka 1,48
[p=0,0005]). To3u edekT e HabIOAAaBAH INTaBHO NPU MALUEHTH > 75 TOTUHH.

Knuangnata nmonsa ot faburarpaH 1o OTHOIIECHHE HAa MPEBEHINATA HA HHCYJT U CUCTEMEH
eMO0O0JIM3bM U IOHWKCHHUAT PUCK OT UHTpakpanuanna xemoparus (ICH) B cpaBHeHue ¢ BapdapuH ce
3arasBaT MpH OTJEIHUTE MTOATPYIIH, Hanp. OBOPEYHO YBpexkaaHe, Bb3pacT, ChIIbTCTRAIA YIOTpeOa Ha
JIEKapCTBEHU MPOAYKTH KaTO HArp. aHTUTpoMOoTHIH win P-gp maxuburopu. Jlokaro Hiaxon
MOATPYHIH MALMEHTHU €a C HOBUILIEH PUCK OT FOJISIMO KbPBEHE, KOTATO ca JEKYBaHU C aHTHUKOAryJIaHT,
MOBUIICHUSAT PUCK OT KbpBEHE NP JaduraTpan eTekcuiar ¢ cBbp3aH cb¢c CU kbpBeHe, 0OMKHOBEHO
HaOII0JaBaHa 1pe3 MbpBUTe 3-6 Mecela cliel] 3ar0YBaHe Ha JICYSHUETO C Ta0uraTpaH eTeKCHUIIaT.

Jlewenue na DVT u PE, xakmo u npeeenyusi na peyuousu na DVT u PE npu év3pacmuu nayuenmu
(DVT/PE)

B tabnuna 15 ca mocouenu chOuTHA Ha KbpBeHe OT 00o01eHuTe ocHoBHY npoyuBanus RE-COVER u
RE-COVER 11, B xouto ce n3nutia Jieueanero Ha DVT u PE. B cOopHuTe npoyuBaHus, ChOUTHATA
Ha TBPBUYHHATE KPAHU TOYKH 32 0€30MacHOCT ,,[OJIIMO KbPBEHE, TOISIMO WIIA KITMHHYHO 3HAYNMO
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KbPBEHE M BCIKAKBO KbPBEHE'* ca 3HAUYUTETHO IMO-MAJIKO B CPaBHEHHE C BapPapuH NMPU HOMHHAITHO

anda HKUBO 5 %.

Ta6anna 15: CbrouTHsa Ha kbpBeHe B nnpoyyBannsaTa RE-COVER n RE-COVER 11, B kouro ce
usnurTea jeyeHuero Ha DVT u PE

JaburaTpaH eTeKcuiar Bapdapun Koeduuunent Ha
150 mg aBa mbTH pHCKa CIIPsMO
JTHEBHO Bapdapux
(95 %CI)
TTaruenTH, BKIIOUYCHH B 2 456 2462
aHaym3a Ha 0€30IacHOCTTa
Cp0uTHS Ha TOJIIMO KbPBEHE 24 (1,0 %) 40 (1,6 %) 0,60 (0,36; 0,99)
Brrpeuepenno 2 (0,1 %) 4 (0,2 %) 0,50 (0,09; 2,74)
KbpPBEHE
T'ongsimo CY kbpBeHe 10 (0,4 %) 12 (0,5 %) 0,83 (0,36; 1,93)
’Kuporo3zactpamasaiio 4 (0,2 %) 6 (0,2 %) 0,66 (0,19; 2,36)
KbpPBEHE
Cb0UTHS HA TOIIMO 109 (4,4 %) 189 (7,7 %) 0,56 (0,45; 0,71)
KbPBEHE/KIIMHUYHO 3HAYNMO
KbpBEHE
BcesikakBo KbpBeHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59; 0,77)
BesikakBo CY kbpBeHe 70 (2,9 %) 55 (2,2 %) 1,27 (0,90; 1,82)

Cr0OuTHsITa Ha KEPBEHE MPH JBETE JICYCHHS Ca OTYUTAHU OT IIBPBUS MPHEM Ha Ja0uraTpaH eTeKCHIIAT
wiH BapgapuH Clie]] MPEKpaTsBaHe Ha MapeHTepallHaTa Tepanus (TIepUo]] caMo Ha IEPOPATHO

nedeHue). ToBa BKIIFOUBA BCUUKH ChOUTHUS Ha KbPBEHE, Bh3HUKHAIH 110 BpEMe Ha TEPAaIusiTa C
naburatpaH eTeKcuiaT. BKiIroueHH ca BCHIKH ChOUTHS Ha KbPBEHE, B3HUKHAIU 110 BpeMe Ha
TepanuATra ¢ BaphapuH, OCBEH OHE3H, KOUTO Ca Bh3HUKHAJH 110 BpeMe Ha IepHoja, B KOMTO ce
3aCTHIBAT JICYSHUETO ¢ Bap(apuH U MapeHTepaHaTa TepaIvsl.

B tabnuna 16 ca mocodeHu JaHHU 3a ChOUTHS HA KbpPBEHE B OCHOBHOTO NipoyuBaHe RE-MEDY, B
koeTo ce m3nutBa npeennusaTa Ha DVT u PE. Hakou cp0uTHs Ha KbpBeHE (CHOUTHS HA TOJISIMO

kbpBeHe (MBE)/knmnanynao 3HaunMo kppBeHe (CRBE); BcskakBo KbpBeHE) ca 3HAYUTEINHO ITO-MaITKO
Py HOMUHATHO ajida HUBO 5% Npu ManyeHTy, IpueMain JaduraTpad eTeKCHIIAT, B CPaBHEHHE C

TE€3H, IpUeManu BappapuH.

Ta6anna 16: CnouTHA Ha KbpBeHe B npoyuBaHe RE-MEDY, B koeTo ce H3NUTBa NpeBeHIUATA

Ha DVT u PE
JaOuraTtpan etexcumnar Bapdapun Koeduuunent na
150 mg aBa mbpTH pHCKa CIIPSIMO
JTHEBHO Bapdapux
(95 % nosepuTtenen
WHTEPBAN)
JlekyBaHM MaMEeHTH 1430 1426
Cp0OuTHsI Ha TOTSIMO KBPBEHE 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
Brrpeuepernto 2(0,1 %) 4 (0,3 %) He moxe nma 6b11e
KBbpPBCHE H3YnCIeH™
lNomsimo CY kbpBeHe 4 (0,3 %) 8 (0,5 %) He moxe na 6p1e
u34YuciieH*
JKusoro3acrpamiaBaiio 1 (0,1 %) 3 (0,2 %) He moxe na Obze
KBbpPBCHE n3UnCIeH™
Cv0uTns Ha TOJIIMO 80 (5,6 %) 145 (10,2 %) 0,55 (0,41, 0,72)

KbPBEHE/KIMHUYHO 3HAYNMO
KbpBEHE
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BcesikakBo kbpBeHE 278 (19,4 %) 373 (26,2 %) 0,71 (0,61; 0,83)

Besikakso CU KbpBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87; 2,20)

*KP He Moxke 1a ObJic M3UMCIICH IIOpaIY JIMIIcaTa Ha CbOMTHE B KOSATO U J1a € KOXOpTa/IeYCHHE

B tabnuua 17 ca mocoueHu AaHHU 3a CbOMTHA Ha KbpBeHe B 0cHOBHOTO npoyuBaHe RE-SONATE, B
koeTo ce m3nuTBa npepenuuata Ha DVT u PE. Uecrorara Ha komOunanusta MBE/CRBE u Ha
BCSIKAKBO KbPBEHE € 3HAYUTEIIHO MO-MaJIKa IPH HOMUHAIHO ajipa HUBO 5% MNpU MalUeHTH, IpUeMaiu
wiane0o, B CpaBHEHHUE € T€3U, IPUEMaIH Ja0UraTpaH eTeKCUar.

Tadauua 17: Cnoutus Ha kbpBeHe B mpoyuBaHe RE-SONATE, B k0eTo ce H3NUTBA
npeseHnusaTa Ha DVT u PE

JlaburarpaH eTexcuiar ITname6o Koedwurmment na
150 mg nBa mbTH pHCKa CIpsMO
JIHEBHO wiane6o
(95 % nmoBeputeneH
WHTEPBaI)
JlexyBaHM ManueHTH 684 659
CpOuTHS Ha TONSIMO KBPBEHE 2 (0,3 %) 0 He moxe na 6b1e
M3YHUCIIeH *
Brrpeuepernno 0 0 He moxe na 6b1¢
KbpBEHE u34mcieH *
lonsamo CY kbpBeHe 2 (0,3 %) 0 He moxe na 6b1e
M3YHUCIIeH *
JKuBoTo3acTparrasario 0 0 He moxe na 6b1¢
KbpBEHE u34mcieH *
Cw0uTHs Ha TOJIIMO 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KbPBECHE/KITMHUYHO 3HAYUMO
KbpBEHE
BcsikakBO KbpBEHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
BesikakBo CY xbpBeHe 50,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)

*KP He Moxe ga Obae W34rCIICH TTOpajIH JINIIcaTa Ha CHbOUTHE TIPH KOETO U J1a € OT JICUCHUSTA

Aepanyroyumosa u Heymponenus

ArpaHyIIONMTO3a U HEYTPOIIEHHUS ca ChOOIIaBaHW MHOTO PSIIKO CIIE]] pa3pelniaBaHe 3a ynorpeda Ha
JaburaTpaH eTekcuiar. bl KaTo HeXXelaHUTE PeaKIliy ca ChOOIIaBaHu P TOCTMAPKETHHTOBOTO
HAOIIOJICHNE OT IMOIYJIAINS C HEYCTAaHOBEH pa3Mep, YecToTara UM He MOXKeE J1a ObJIe IOCTOBEPHO
ompezencHa. YecTtoraTa Ha ChOOIIaBaHE € U3YUCIICHA HAa 7 CHOUTHS Ha 1 MIUTMOH MAIlMEHTOTO/IMHY 32
arpaHyJIonuTo3a U 5 chOUTHs Ha 1 MUJIMOH MAIIMEHTOrOIMHH 32 HEYTPOTICHHUSL.

[lenuarpuyHa nomyaus

be3onacHocTTa Ha MaduraTpaH eTeKcuiaT npu jJedeHnero Ha VTE u npeBeHIis Ha peruaIuBrapaIin
VTE nipu nenuaTpidHA MaieHTH € mpoydeHa B ase uanursanus (asza I (DIVERSITY u 1160.108).
00610 328 nenmuaTpUYHM MAIMSHTH ca JISKyBaHU ¢ Ja0urarpan eTekcwiar. [lanuenTure ca
MOJTy4YaBaJIM afaTUPAHH CIIOPE Bh3pacTTa U TEISCHOTO TETJIO JI03U OT ChOOpa3eHa ¢ Bb3pacTTa
JeKkapcTBeHa hopMa Ha qaburaTpaH eTeKCHIIaT.

Karo I5J10 CE€ OYaKBa HpO(I)I/IJ'I’LT Ha 0e30macHOCT Inpu Aenua Ja € CbIIUAT KaTO IPU Bb3PAaCTHH.

06110 26 % 0T MeAnaTpUYHUTE MAIMEHTH, JIEKYBaHU ¢ AaburarpaH erekcuiar 3a VIE u 3a
npeBeHMs Ha peunauBupanu VTE, ca momyumin HexenaHu peakuH.

Chnucvk Ha HedicelaHume peakyuu 8 madauyeH 8uo

B Tabauna 18 ca mokazaHu HeXeJlaHUTE pEaklMy, YCTAaHOBEHH B MPOYYBAaHUATA Npu JieueHue Ha VTE
1 nipeBeHuus Ha penuauBupamy VTE npu nenuarpuynu nauueHTy. Te ca rpynupaHy o CUCTEMO-
opraneH kiac (SOC) u 1o yecToTa ¢ U3MOJI3BaHe Ha ClieHaTa KOHBSHIMS: MHOTO YecTh (>1/10),
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gectu (> 1/100 go < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 xo < 1/1 000), mHOTO
penku (< 1/10 000), ¢ Heu3BecTHA YecToTa (OT HATMYHUTE TaHHU HE MOJKE J1a ObJic HallpaBeHa

OIICHKA).
Tadoauua 18: Hexenanu peakunu

YecToTa

SOC/TIpeamnountan TepMUH

nedyeHne Ha VTE u npeBeHnus Ha peruausupama VIE

IIpU NCAUAaTPUIHHN MAITMCHTH

Hapymmennst Ha KpbBTa M TUMbHATa CHCTEMa

Anemus Yectn
IToHmxeH xeMorao0OuH Heuectn
TpomMOOIUTONICHHUS Yectn
IToHM)KEH XeMaTOKPUT Heuectu
HeyTtponenust Heuectu
ArpanyJsonurosa C HEeHM3BECTHA YECTOTA
Hapymiennst Ha MMyHHaTa CUCTEMa
JlekapcTBeHa CBPbXUYBCTBUTEIHOCT Heuectn
O06pus Yectn
[Ipypuryc Heuectn
AHadunakTHYHA peakuus C HEeM3BECTHA YECTOTA
Anruoenem C HEeM3BECTHA YECTOTA
Yprukapus Yectu
Bponxocmazem C HeM3BECTHA YECTOTA
Hapyrienns Ha HepBHAaTa cUCTEMa
Borpeuepenna xemoparus Heuectn
CpI0BY HapyIICHUS
XeMaTom Yectu
Xemoparust C HeM3BECTHA YECTOTA
PecriupatopHu, rpbIHH ¥ MEIMACTUHAIIHU HAPYIIICHUS
Enucrakcuc Yectn
XemodTH3a Heuectn
CroMantHO-4YpeBHU HAPYIICHHSI
CroManrHo-4peBHa XeMOparus Heuectn
AOnomuHaigHa 00JIKa Heuectu
Huapus Yectu
Jucnerncus Yectu
I'anene Yectu
Pexranna xemoparust Heuectn

XeMoponz[anHa XeMoparusa

C HeHn3BecTHA YECTOTA

CTOMaIIHO-4peBHa 384, BKIFOUHTEITHO
e3odareaaHa s3Ba

C Heu3BeCTHA YECTOTA

l"actpoes3odarut Hewectn
l"actpoesodareanta pedykcHa 6osect Yectu
[loBpswi1ane Yectu
Jucharus Heuectu

XenaroOWwIMapHu HAPYIICHUS

Hapymena yeproapobna
¢yskuns/OTKIOHEHHS BbB
(GYHKIIMOHAIHUTE YePHOIPOOHH

C Heu3BecTHA YeCTOTa

MTOKa3aTeNH

[ToBuiienue Ha ajJaHUH Heuectu
amMmuHOTpaHchepasaTa

IToBuiienue Ha acraprar Heuectu
amuHOoTpaHchepasaTa
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[oBuieHn YepHOAPOOHU CH3UMH UecTtn

XurepommpyOnHeMus Heuectn
Hapymenns Ha KokaTa ¥ MOJIKOKHATA ThKaH

KoxHu KpbBOU3INBU Heuectu

Anonenust UecTtn
Hapyriennst Ha MYCKYJIHO-CKeJIETHATAa CUCTEMa U CheIMHUTEIIHATA ThKaH

XeMmapTposa C Hem3BecTHa YeCTOTa
Hapymiennst Ha Ob0peIuTe ¥ MUKOYHUTE THTHINA

YporenuranHa xemMoparus, Heuectn

BKJIFOUUTCIIHO XEMATYypUs

001 HapymieHus ¥ e(heKTH Ha MICTOTO Ha MPHIIOKEHUE

XeMmoparust Ha MACTOTO Ha C Hew3BecTHA YecToTa
WH)XCKTHPAHE
Xemoparusi Ha MSICTOTO Ha MTOCTaBsSHE C Heu3BecTHA YecToTa

Ha KaTeTbpa

HapansiBaaus, oTpaBsiHUS U yCIIOKHEHH], BP3HUKHAJIH B Pe3yJITaT Ha MHTEPBEHINH

TpaBmMaTH4YHa XeMoparus Heuectn

XeMoparI/m Ha MACTOTO Ha MHIIM3UA C HEeHM3BECTHA YECTOTA

Peaxyuu na kvpsene

B nBe nznutBanus ¢asa Il npu nmokazanueto neuenue Ha VTE u npeBennust Ha peuuauBupamy VTE
IIPY MIEIUATPUYHH TAIMEeHTH 00110 7 nmanueHTH (2,1 %) ca uManu ch0uTHE Ha TOJIIMO KbPBEHE,

5 marentu (1,5 %) ca nmanu crOMTHE HAa KITMHIYHO 3HAYMMO HETOJIIMO KbpPBEHE, a 75 MalneHT!
(22,9 %) ca umanu cpOMTHE HA HE3HAUNTENIHO KbpBeHe. KarTo 1o yecroTara Ha chOUTHATA HA
KBbPBEHE € M0-BUCOKa MPH Mo-Bb3pacTHaTa rpyna (12 go <18 rogunu: 28,6 %), OTKOIKOTO B TPYNUTE C
Mo-MaJiKa Bb3pacT (0T paxkaaHero 10 <2 roaunu: 23,3 %; 2 no <12 roguau: 16,2 %). ['onsamo nnn
TEXKO KbpPBEHE, HE3aBUCUMO OT MACTOTO Ha Bh3HMKBAaHE, MOXKeE J1a TIOBE/IE A0 MHBATUAN3UPAHE,
JKMBOTO3aCTpallaBallo ChCTOSHUE WU IOPY JIETAJIEH U3XO0J.

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIe]] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS

MPOAYKT € BaKHO. ToBa MMO3BOJIsIBA Ja PO IBIDKH HAOIIOICHUETO Ha ChOTHOIIICHUETO IT0JI33/PUCK 32
JICKapCTBEHUS MPoaAyKT. OT MEIUIIMHCKUTE CIICHUAINCTH CE€ U3MCKBA Ja ChOOIIaBaT BCsAKa
[0I03UPaHa HeXKEIaHa PeakKiys Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B
ITpunoxxenne V.

4.9 Ilpeno3upane

Jlo3u maburaTpaH eTeKcHUiar, HaIBHIABAIIY MPETOPHUNTEITHUATE JT03H, H3JIaraT MalfeHTa Ha
MOBHIIIEH PUCK OT KbPBEHE.

IIpu cbMHEHUE 32 IpeIo3UpaHe MPOBEXKAAHETO HA KOAryJIallMOHEH TECT MOXKE Ja IIOMOTHE 3a
onpeeisiHe Ha prcKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). KanuOpupan xonndyectsen dTT tect win
MHorokpaTH! dTT n3mMepBanus MO3BOJABAT MIPEABIDKIAHE HA BPEMETO, KOTaTo IIe ObAaT JOCTUTHATH
oTpezieNicHN HUBa Ha aduraTpaH (BXK. ToYka 5.1), ChIIO B ciTydall 4e ca MpearpreTy JObIHUTSITHI
MEpKHU — Harmp. AUalu3a.

[IpekomepHaTa aHTUKOATYJIALU MOKE J1a M3UCKBA PEYCTaHOBSIBaHE Ha JICUCHUETO C Jaduratpas
erekcwiat. Tl KaTo gaburaTpaH ce eKCKpeTHpa npeAuMHO upe3 Ob0pernure, TpsiOBa 1a ce HoAIbpKa
JocTarbiHa nuypesa. Thil KaTo CBbP3BaHETO C MPOTEUHH € B HUCKA CTETIeH, TaburaTpaH MoXe J1a
ObJic TUATM3UpaH; UMa OTpaHUueH KIIMHUYCH OIUT, JEMOHCTPUPAII M0JI3aTa OT TO3H MOJIXO/ B
KIIMHUYHYU TIPOYYBaHMs (BXK. TOUKa 5.2).

OBJIaI[}IBaHe Ha YCIOXHCHHA C KbPBCHC
B cnyqaﬁ Ha XCMOpPAarn4Hu yCJIOKHCHUS JICUCHUCTO C z[a61/1ranaH CTCKCHUIIAaT TpSI6Ba Ja 6’]),[[6
MpCyCTaHOBCHO, a MMpUYMHATa 3a KbPBCHCTO — U3CJICIBAHA. Ilo MMPCIICHKA Ha JICKYBAIllHd JICKap U B

58



http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

3aBUCUMOCT OT KJIMHUYIHATA CUTYAITUs TPsiOBa Jla ce TpeaIpreMe MOIXOIII0 MOAIBPIKAIIO JICUCHHE,
KaTO XMPYypruIHa XeMOCTa3a I 3aMECTBaHEe Ha KPHBEH 00EM.

IIpu BB3paCTHH MAMEHTH B CIYYau, KOraTo € Heo0X0auMOo ObP30 HEyTpaTU3upaHe Ha
AHTHUKOAryJaHTHUS e(eKT Ha TaduraTpaH, MOXe Jia ce U3M0I3Ba CIeU(MUIHOTO HEYTPATH3UPAII0
cpencTBo (Maapyun3ymad), KOeTo aHTaroHu3upa GhapMakoIMHAMUYHUS eDEeKT Ha 1a0urpaTaH.
EdukacHocTTa 1 0€30MacHOCTTA HA HAAPYIIU3YMa0 HE ca YCTAHOBEHU MPH MeAUATPHYHY MAIIUCHTH
(Bk. Touka 4.4).

Mosxe fa ce uMa IpeiBU Npuilarane Ha KOHLEHTPATH Ha KoaryJaudoHHU (pakTopH (aKTUBHPAaHU WITH
HEaKTHBHPAHHW) WK pekoMOnHaHTeH ¢aktop VIla. ma HAKOM eKcliepuMEHTaIHU JOKA3aTeNICTBa B
MOJIKpeTia Ha PoJisiTa Ha Te3H JICKApCTBEHU MPOJIYKTH B OOpBIIaHE Ha aHTUKOATYJIaHTHHS €(PEeKT Ha
naburaTpaH, HO JAHHUTE 3a 10J13aTa UM B KIIMHUYHH YCJIOBUS, KAKTO U 3@ BB3MOXKHHSI PUCK OT
pubaynn TpomO0eMO0IHM3bM, ca MHOTO orpaHnueHy. KoarynalmoHHUTE TECTOBE MOTaT Jia CTaHaT
HEHAJISKIHHU CIIe/l IPUIOKEHHE Ha IPENOPHYHTEIIHUTE KOHIIEHTPATH HA KOATyJIallMOHHH (DaKTOpH.
Tpsi0Ba 1a ce BHUMAaBa MPH THJIKYBAaHETO Ha Te3U TecToBe. TpsiOBa 1a ce OOMHCIH PUIIOKEHHE Ha
TpoMOOLIMTHA Maca B CIIy4auTe, KOraTo MMa TPOMOOLIMTOIICHUS UK ca OMIIM M3IMI0JI3BaHU
JBJITOJICHCTBAIIN AaHTUTPOMOOTHYHH JIEKAPCTBEHU MPOAYKTH. [s710TO cUMITTOMAaTHYHO JIeUeHre
Tpsi0Ba Jla ce Ipuilara Io IpeLeHKa Ha JIeKapsl.

B 3aBHCHMMOCT OT MECTHUTE BB3MOKHOCTH, TPAOBA J1a c€ OOMUCIIN KOHCYITALUS ChC CIIEIUANNCT B
Cly4yall Ha roJisIMO KbpPBEHE.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapMakoTepaneBTHYHA TPYIa: aHTUTPOMOOTUYHHU CPEICTBA, TUPEKTHU TPOMOUHOBU UHXUOUTOPH,
ATC xox: BOIAEO7.

MexaHu3bM Ha JICHCTBHE

JlaburarpaH eTeKCHIIaT € MaJIka MOJIEKYyJIa IPeyIeKapcTBO, KOETO He MOKa3Ba (papMakoIorndHa
aktuBHOCT. Clel] mepopaiHo MpUIIoKeHHE JaduraTpaH eTeKcuiaar ce abcopoupa Obp30 U ce
IpeBpbIIa B TabUraTpan upe3 KaTaln3upaHa OT ecTepasa XUIPOoJIH3a B IJIa3MaTa H B YepHHS Apo0.
Jlaburatpan e MOIIeH, KOHKYPEeHTEH, 00paThM, TUPEKTEH TPOMOMHOB HHXUOUTOP B € OCHOBHOTO
BEIIIECTBO C aKTUBHO JCHCTBHE B IJIa3Mara.

Tbii KaTO TPOMOMHBT (CEpHHOBA MPOTEa3a) MO3BOJISABA PEBPBHIIAHETO HA PUOPHUHOTEHA BB (HUOPHH
B X0J1a Ha KOaryJlallMOHHATa KacKa/la, THXUOMPAHETO MY MPEI0TBpaTsBa 00pa3yBaHETO Ha ChCHUPEK.
Jaburatpan naxubupa cBoOOIHUS TPOMOUH, GUOPHH-CBBP3aHUs TPOMOHMH M TPOMOMH-UHTyLIUpaHaTa
TpoMOOLIMTHA arperamus.

dapmakoHAMUYHU e(HEKTH

In vivo u ex vivo poydYBaHUs MPU KUBOTHU JEMOHCTPHPAT aHTHTPOMOO3HA €PUKACHOCT H
AQHTHKOAryJIAaHTHA aKTHBHOCT Ha Ja0UraTpaH Clie]l MHTPAaBEHO3HO MPUJIOKEHHE U Ha JaburaTpan
eTEeKCHJIAT CIIe]] IEPOPAITHO IPHIIOKEHHUE TIPH Pa3IMYHU KUBOTHHCKH SKCIIEPUMEHTATHN MOJICIIH Ha
TpomOo3a.

ChIiecTBYBa OTUETIIMBA KOPEIAIUs MEXK]Ty TUIa3MEHATa KOHIICHTPAIWS Ha JJa0UraTpaH U CTETNeHTa Ha
aHTUKOATyJaHTHUA edekT, 0azupano Ha (aza Il mpoyusanus. JlaburaTpan yapinkaBa TPOMOHMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.

KanuOpupanusar konndectser Tect TT upes paspexnane (dTT) naBa orieHka 3a rmia3meHara
KOHIICHTpAIlVsl Ha Ja0uraTpaH, KOsSTo MOXe Jia ObJie CpaBHEHA C OYaKBAaHUTE IIA3MEHH
KOHIICHTpaIliK Ha naduratpad. B cirydaii ue kanuOpupanusat dTT Tect mokaxke pe3yaTar 3a
I1a3sM€HaTa KOHICHTpalysa Ha z[a61/1ranaH, KOMTO € Ha HUIIN o rpaHruIaTa Ha KOJIMYCCTBEHOTO
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oTIpeJieIIsiHe, CIIE/Ba Jia ce€ OOMUCIH MPOBEXK/IaHEe Ha JOITBIHUTEIIHO U3CIICBAHE HA KOATYIaAlUATA,
nampumep TT, ECT wim aPTT.

ECT moske 1a ocurypu JUpEeKTHA OLEHKA HA aKTUBHOCTTA Ha JUPEKTHUTE TPOMOWHOBU HHXHOUTOPH.
TectpT aPTT e mmpoko JOCTHIIEH U MOKa3Ba MPUOIU3UTEITHO aHTUKOATYJIaHTHATA HHTCH3UBHOCT,
nmocturaara ¢ naburatpas. O6ade, aPTT TecThT MMa orpaHryeHa YyBCTBUTEIIHOCT U HE € TIOIXO/ISIIIT
3a TOYHO KOJIMYECTBEHO OMNpeeTHe Ha aHTUKOAryJaHTHUs e(eKT, 0cOOEHO MPU BUCOKH IIa3MEHU
KOHIIEHTpAIiK Ha naburatpad. Bernpekn ye Bucoku croitHocT Ha aPTT TpsiOBa ia ce ThiKyBar ¢
MOBHILIEHO BHUMaHHE, T€ MIOKa3BaT, Y€ MAIMeHTHT € aHTHUKOATyJIUPaH.

Karo smo, Moke fa ce npueme, 4e Te€31 NoKa3aTeNu 3a aHTUKOAryJlaHTHa akTUBHOCT MOTar Jia
OTpa3AT HUBATa Ha 1abHuraTpaH, KakTo U Ja MPEeJ0CTaBAT HACOKHU 3a OLIEHKaTa Ha pHCKa OT KbpBEHE,
T.e. Hax 90" mepceHTWI1 Ha Hall-HUCKHUTE HUBA HAa Aa0UraTpaH WM KOaryJlaldoOHEeH TeCT, KaTo Hail-
HUCKH u3MepeHu ctoiHocTr Ha aPTT (3a mparosete Ha aPTT Bx. Touka 4.4, Tabnuua 6), Moxe aa ce
acoluupa ¢ IOBUILEH PUCK OT KbPBEHE.

Ilvpeuuna npesenyus na VIE npu opmoneduuna xupypeus

CranmmroHapHaTa cpeHa reoMeTpUYHA ITHKOBA TIa3MeHa KOHIIEHTparus (cie neH 3) Ha gjaduraTpas,
HU3MEpeHa OKOJI0 2 yaca ciel npuioxeHue Ha 220 mg naburatpan eTekcuinar, e 70,8 ng/ml, ¢
rpanuny 35,2-162 ng/ml (B uaTepBana 25-tu-75-tu nepcenTrin). CpeaHata reoMeTpuyHa Hai-HUCKA
KOHIICHTpAIl¥s Ha JaburaTtpan, U3MEpeHa B Kpasi Ha JI030BUS HHTEpBall (T.e. 24 yaca cien 103a
nmaouratpan 220 mg), e cpeano okoio 22,0 ng/ml, ¢ rpanunu 13,0-35,7 ng/ml (B unTepBana
25-Tu-75-TH IEPCEHTNN).

B enHo crienmanHo npoydBaHe caMo MPH MAIMEHTH ¢ YMEPEHO OBOPEYHO yBpek1aHe

(CrCL 30-50 ml/min), tekyBanu ¢ naburatpaH erekcunar 150 mg BeqHbX THEBHO, CpEHATA
reoMeTpHYHA Hali-HUCKa KOHIIGHTpaLus Ha JaduraTpad, U3MepeHa B Kpasi Ha JI030BHsI HHTEPBAJ, €
cpenno 47,5 ng/ml, ¢ rpanuum 29,6-72,2 ng/ml (B unTepBana 25-tu-75-TH NEPCEHTUI).

[Ipu manmenTwn, nexyBanu ¢ 220 mg naburaTpaH eTeKCHUiIaT BeJHBK JHEBHO 3a npeBeHnms Ha VTE
CJIe]l IpoTe3upaHe Ha Ta300epeHa Wi KOJITHHA CTaBa,

. 90-uAT mepceHTHII Ha Hal-HUCKUTE TUIa3MEHH KOHIIEHTpalMy Ha gaduraTtpas € 67 ng/ml,
(20-28 yaca cien mpremMa Ha mpeauIlIHaTa 103a) (BXx. Touku 4.4 u 4.9),
. 90-usT nepceHTHN Ha Hali-HUCKUTe cTodHOCTH Ha aPTT (20-28 yaca ciex nmpuema Ha

npeauIIHara 103a) € 51 cexyHnau, koeto € 1,3 mbTH HajJ ropHaTa rpaHuIla Ha HOpMaTa.

ECT He e uaMepBaHo 1pu NalUEHTH, JeKyBaHu ¢ 220 mg gaduraTpaH eTeKCUIIAT BEIHBK JTHEBHO 32
npeseniusa Ha VTE crnen npoTte3upane Ha Ta300eApeHa WiIN KOJISTHHA CTaBa.

Lpesenyusa Ha Mo3vyen uHcynm u cucmemen emooauzvbM npu evspacmuu nayuenmu ¢ NVAF ¢ eoun
unu noseye puckosu paxkmopu (SPAF)

CranuoHapHaTa cpelHa FreOMETpHYHA MTUKOBA IJIa3MEeHa KOHLIEHTpalMs Ha Ja0uraTpaH, u3MepeHa
0KO0JI0 2 yaca cief npuiarane Ha 150 mg naburarpan erexcunat, € 175 ng/ml, ¢ rpanuum

117-275 ng/ml (B untepBana 25-tu-75-tu nepcentwi). CpeHaTa reOMeTpHUYHA Hal-HUCKa
KOHIICHTpaIl¥s Ha JaburarpaH, U3MEpeHa CyTPHH B Kpasi Ha J030BUs HHTEepBai (T.e. 12 Jaca cien
BeuepHata o3a gaburatpan 150 mg), e cpenno okono 91,0 ng/ml, ¢ rpanunu 61,0-143 ng/ml (B
WHTEpBaIa 25-THU-75-TH TIEPCEHTHN).

[Ipu nauuentu ¢ NVAF, nekyBanu 3a IpeBeHLINSI HA HHCYJIT U CUCTeMEH eMO0oau3bM cbe 150 mg
naburaTpaH eTeKCUIaT JBa IbTU JHEBHO,

. 90-uAT mepCceHTHII Ha U3MEPEHNUTE HAl-HUCKH IJ1a3MEHHN KOHIIEHTPAlMK Ha JaduratpaH
(10-16 yaca cien npruemMa Ha IpeaUIIHATA J103a) € 0koj10 200 ng/ml,
. Haii-Huckure croitHocTuTe Ha ECT (10-16 yaca cnen nmpruema Ha MpeauIIHATa 103a), TOBUILIEHU

MpUOJIM3UTENTHO 3 TBTH HAJ TOpHATa IpaHMlia Ha HOpMaTa, Ce OTHACST A0 HabmoaaBaHus 90-tu
nepceHTnn Ha yabipkaBane Ha ECT ot 103 cexynau,
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° Hal-HUCKHU cToitHOCcTH Ha aPTT, moBeye oT 2 mbTH HaJ ropHATa TpaHUIA HA HOpMAaTa
(ymemxaBane Ha aPTT c oxomo 80 cexynnu), (10-16 gaca ciren mpremMa Ha MpEAMITHATA 103a)
ca otpazeHu Ha 90-us IEPCEHTHIT OT HAOMIOACHHUETO.

Jleuenue na DVT u PE, kakmo u npesenyus na peyuousu va DVT u PE npu evb3pacmuu nayuenmu
(DVT/PE)

IIpu marmenTy, nekyBanu 3a DVT u PE c¢bc 150 mg maburarpan eTekcuiar asa rbTH THEBHO,
cpenHaTa reoOMeTpUYHa Hall-HUCKA KOHIICHTpaIlvsl Ha JadurarpaHn, usmepena 10-16 yaca cien npuem
Ha 7032, B Kpasi Ha T030BUs MHTEpBaI (T.€. 12 yaca ciieq BedepHara 103a Jadurarpal eTeKCcuiaaT

150 mg), ¢ 59,7 ng/ml, ¢ rpanuim 38,6-94,5 ng/ml (B uuTepBaia ot 25-tu 10 75-TH nepceHtun). [pu
nedenueto Ha DVT u PE ¢ naburatpan erexcunat 150 mg 1Ba mbTH JTHEBHO

. 90-MST MEPCEHTHIT HA U3MEPEHUTE Hal-HUCKH IJIa3MEHM KOHIIEHTPAIlMK Ha Ja0urarpan
(10-16 yaca cnex mprema Ha IpeJUIIHATA 103a) € 0KoJo 146 ng/ml,
° Haii-Huckure croiiHoctuTe HAa ECT (10-16 waca cnen npremMa Ha MpeIuIIHATa 103a), TOBUIIIEHU

MPUOIU3UTENTHO 2,3 MBTH CHPSIMO HAYATHUTE CTOMHOCTH, CE OTHACAT A0 HaOmomaapanus 90-tu
nepceHTw1 Ha yabkasane Ha ECT ot 74 cexyHau

o 90-usT mepcenTun Ha Hail-HUCKHU ctoitHocTH Ha aPTT (10-16 yaca cien npruema Ha
MpeIUIIHATA 1032) € 62 CeKyHIH, KoeTo € 1,8 mhbTH CTOWHOCTTA Ha U3XOIHO HUBO.

Hsama nannu 3a hapMakOKMHETHKATA MPH MMALMEHTH, JICKYBaHHU 3a IPEBEHIU Ha penuausupaiia DVT
u PE c¢vc 150 mg naburatpaH eTekcuiaT 1Ba IbTH JHEBHO.

KinnnunyHa edbukacHOCT ¥ 0€30IacHOCT

Emnuyecxu npousxoo
He ce nabmronaBaT KTMHUYHO 3HAYMMHU €THHYECKU PA3TUKN MEXKIY MAIUSHTUTE OT €BpOIeHIHATA
paca, ¢ appo-aMEepUKAHCKH, JIJATUHO-aMEPUKAHCKH, SITIOHCKU WIIM KAUTAHCKU MPOU3XO/I.

Knunuunu npoyueanus evpxy npesenyusma na VITE cred npomesupane na 2oiemu cmasu

[MaruenTH, NOJIOKEHH Ha TUIAHOBA TOJIIMa OPTOIIEANYHA OTepaIlys B 2 TOJIEMH PaHIOMHU3UPaHH,
napajieIHO-TPYIOBH, ABOHHO-CIIEIH, 103a-IIOTBbPKAABAIIN MPOY4BaHus (IIPU €THOTO — HPOTE3UpaHe
Ha KOJISTHHATa CTaBa, a IIPH IPYroTO — Ha Ta300eapeHara cTasa), moxydasat 75 mg wim 110 mg
nmaburatpan eTekcmiar 1-4 gaca cies oreparusiTa, a ciaex tosa mo 150 wim 220 mg BeIHBX THEBHO,
IpU TapaHTHpaHa XxemocTasa, win 40 mg eHoKcanapyH B JCHS NPeAr ONepanusTa, a clie/ TOBa —
BEAHBK AHEBHO.

B mpoyusanero RE-MODEL (mpoTte3unpaHe Ha KOJISIHHA CTaBa) JIECYEHUETO MpoAbkasa 6-10 aam, a B
npoyusaneto RE-NOVATE (npore3upane Ha Tazobeapenara craBa) — 28-35 auu. O0wmusT Opoii
JIEKyBaHU MAIUeHTH € ChoTBeTHO 2 076 (koysiHHA cTaBa) u 3 494 (TazobenpeHa cTapa).

CrpueranneTo ot odmara cMbptHOCT nopagu VTE (BkimrounTenHo 6enonpoden emoonn3sMm (PE),
MIPOKCUMAJIHA U TUCTAIHA IbJIOOKa BeHO3Ha TpoMbo3a (DVT) — cumnToMHa MM aCUMIITOMHA,
yCTaHOBEHA Ype3 PyTHHHA BeHOrpadus) 1 CMBPTHOCTTA MOPAAH BCSKAKBA MPUYMHA IPEACTaBIISBA
IbpBUYHATA KpailHa TOUKa M Ha JABeTe npoyuBanusi. Cpuetanuero ot roisMm VTE (Bkiarountenno PE u
npokcuManeH DVT — cMMITOMEH WK aCHMITOMEH, YCTaHOBEH Upe3 PyTHHHA BeHorpadus) u
cMbpTHOCT nopanu VTE npencrasnsBa BTopu4Ha KpaiiHa TOUKa ¥ CE€ CUMTA, Y€ MMa MO-TOJIIMO
KIIMHUYHO 3HAYEHHE.

Pesynrature oT BeTE MpOYUYBAHUS MTOKA3BAT, Y€ aHTUTPOMOO3HUAT edekT Ha 220 mg u 150 mg
naburaTpaH eTeKCHIaT He OTCThIIBAa CTATUCTUYECKN HAa eHOKCUIIApHH 10 OTHOIIeHue Ha o0mus VTE
u obmmara cMbpTHOCT. Kpaitausr pesyntar 3a ciydaute Ha roiasim VIE u cmbpTHOCT opaau VTE mpu
no3a 150 mg e ManKo Mmo-Jom, OTKOJIKOTO Npu eHokcarnapuH (tabmuua 19). [Monobpu pesynratu ce
HabmomasaT npu Ao3a 220 mg, KbAETO KpalHUAT pe3ynTar 3a rojsm VTE e Maiko no-n1o0sp,
OTKOJIKOTO TIpY eHOKcamnapuH (tabmuma 19).

KnuangauTe poyyBaHus ca MpOBEAEHH MIPY HOIYIaLusl MAHEHTH ChC CPEIHA BB3PACT >65 rOIUHH.

Hsima pa3nuku B JaHHHUTE 32 €PUKACHOCT U 0€30MaCHOCT MKy MBXKE U KECHHU B KIMHUIHUTE
npoyuBanus Qasa 3.
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B m3cnenanara momynmanus nanreHTd Ha RE-MODEL u RE-NOVATE (5 539 nexyBaHu naIriueHTH),
51% umat npuapyxaBaiia Xunepronus, 9% uMaT npuapyskasam 1uadet, 9% umar npuapyKaBario
3a0oJsiBaHe Ha KOpoHapHaTa aprepus 1 20% uMaT aHaMHe3a 3a BEeHO3Ha He1ocTaThYHOCT. Huto exno
OT Te3H 3a00JIsIBaHMS HE II0Ka3Ba Bb3ACHCTBUE BbPXY eekTuTe Ha naduratpan 3a VTE npeBeHius
WIN YeCTOTaTa Ha KbPBEHE.

[annure 3a kpaitHata Touka ,,ronsiM VTE u cmepTHOCT nopaan VTE® ca XOMOT€HHHU 110 OTHOILIEHUE

Ha TbpPBUYHATA KpaiiHa TOYKA 3a €(UKACHOCT M ca MOKa3aHu B Tabmuma 19.

JannuTe 3a kpaiiHaTa TouKa ,,00ma cMbpTHOCT Nopaau VTE U cMBPTHOCT Mopaay BCIKaKBa
NpUYrHa“ ca moka3aHu B Tabnuna 20.

JannuTte 3a KpallHUTE TOUKH ,,yCTAHOBEHU CHOMTHS HA rOJIsIMO KbpBEHE™ ca MOKa3aHu B Tabmuua 21

0-J10Ty.

Tabauua 19: Anaau3 Ha cayyaute Ha rojassM VTE u cmbpTHocT nopaau VTE npe3
TepanesTH4YHaTa (paza Ha npoyyBanuaTa RE-MODEL n RE-NOVATE npu
OpTONEANYHH ONepaluu

WznutBane Haburatpan erexcunar | [laburatpan erekcuiar| EHokcanapun
220 mg BeIHBX 150 mg BeqHBK 40 mg
JTHEBHO JTHEBHO
RE-NOVATE (tazo6enpeHna craa)
Bp. nexyBaHu nanueHTH 909 888 917
Yecrora (%) 28 (3,1) 38 (4,3) 36 (3,9
Koeduuunenr Ha pucka 0.78 1,09
CHPSIMO €HOKCalapHH
95 %CI 0,48; 1,27 0,70; 1,70
RE-MODEL (xonstHO)
Bp. nexyBaHu nanueHTH 506 527 511
Yecrora (%) 13 (2,6) 20 (3,8) 18 (3,5)
KoedummenT na pucka 0.73 1,08
CHPSIMO CHOKCAMaphH
95 %CI 0,36; 1,47 0,58; 2,01

Tabauna 20: Anaau3 Ha o0maTta cMbpPTHOCT Mopaau VTE u Ha cMBbPTHOCTTA mopaau
BCSIKAKBa NPUYMHA Npe3 TepaneBTUYHATA (pa3a Ha npoyuBaHusita RE-NOVATE
u RE-MODEL npu opronequyHu onepanuu

N3nutBane Jaburarpan erexcunar | Jlaburarpan etekcunat | EHokcamapux

220 mg BenHBX AHEBHO | 150 mg BeIHBXK 40 mg
JTHEBHO

RE-NOVATE (Tazo6enpeHna craa)

Bp. nexyBaHu marmeHTH 880 874 897

Yecrorta (%) 53 (6,0) 75 (8,6) 60 (6,7)

Koeduuunenr Ha pucka 0,9 1,28

CIpAMO HOKCarapHuH

95 %CI (0,63; 1,29) (0,93; 1,78)

RE-MODEL (xonsiHO)

Bp. nexyBaHu nmanueHTH 503 526 512

Yecrora (%) 183 (36.4) 213 (40,5) 193 (37,7)

KoedummenT na pucka 0,97 1,07

CHPSIMO EHOKCAIapyH

95 %CI (0,82; 1,13) (0,92; 1,25)

62




Tadauua 21: CbOuTHS HA roJIAMO KbpPBeHe B 3aBUCHMOCT OT JIeYeHHETO B MPOYYBAHHS
RE-MODEL u RE-NOVATE, npejacraBeHy o0TAeJHO.

kbpBeHe (%)

WznutBane Haburatpan erexcunar | laburatpan erexcunar| EHokcanapun

220 mg BemHBX MTHEBHO | 150 mg BeaHBX 40 mg

JTHEBHO

RE-NOVATE (tazobenpena craa)
Bp. nexyBaHu nmanueHTH 1 146 1163 1154
Cv0uTns Ha TOJIIMO
xbpaere (%) 23 (2,0) 15 (1,3) 18 (1,6)
RE-MODEL (xonsiHO)
Bp. nexyBaHu nmanueHTH 679 703 694
CpOuTHSs Ha TOTSIMO 10 (1,5) 9(1.3) 9(1,3)

HpeeeHuu}z HA MO3bY€H UHCYIN U CUCINEMEH embonu3bM npu 6vb3pacmnu nayuerHmu c NVAF ¢ edun

ujiu nosede puckosu d)CZKWIODM

KinuuanuHuTe NaHHY 3a epUKaCHOCTTa Ha ma0duraTpaH €TeKCHIAT ca pe3yiTar oT npoy4yBaHeto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MynITUIIEHTPOBO, MyJITHHALTUOHAIIHO,
PaHIOMHU3HPAHO MApAJEHO CIIAINO U3MUTBAHE C JBe 103U nadburarpan etekcunat (110 mg u 150 mg
JIBa I'bTHU JHEBHO) B CPaBHEHHE C OTKPUT NPUEM Ha Bap(apHH MpH MALUEHTH C NPEICHPAHO MbKACHE
C YMepeH JJ0 BUCOK PUCK OT MHCYAT U CUCTeMEeH eMOonu3bM. [IbpBruUHaTa 11eN Ha IpOy4BaHETo € Aa
OTIpeJIeNIn Ay JaduraTpaH eTeKCWIaT OTCThIIBA Ha Bap(apHH NPy MOHKABAHETO Ha CHOUTHATA HA
ChCTaBHATA KpaifHa TOYKA ,,AHCYJIT M CUCTEMEH eMOoIn3bM . ChIIIO TaKka € aHAIM3UPAHO U
CTaTHCTUYECKOTO MPEBB3XOJICTBO.

B mpoyuBanero RE-LY ca pangomusupanu obmro 18 113 mammentu Ha cpenna Bp3pact 71,5 roguau u
cpenes CHADS; c6op 2,1. ITonynamusra ot namuerTa € 64 % ot Mexku o, 70 % oT eBponienicH
npousxon 1 16 % ot azuatcku npousxon. [Ipu nauuenTuTe, paHAOMHU3UPAHH 2 TIOTy4aBaT
Bap(dapuH, cpeIHUT IpoueHT Ha BpemeTo B TepaneBTiueH 00xBat (TTR) (INR 2-3) e 64,4 %

(mennana Ha TTR 67 %).

[IpoyuBanero RE-LY mokasBa, ue gaburatpan eTekcuiar npu go3a 110 mg qBa mbTu AHEBHO HE
OTCTHIIBA HA e)eKTa OT BaphapuH MIPH NPEBEHIINS HA HHCYIT U CUCTEMEH eMOOJIH3bM TPH MAIEeHTH
C IPEACHPAHO MbXJIeHE, ¢ oHmKeH puck ot ICH, 00110 kbpBeHe U rosiMo KbpBeHe. Jo3aTa 150 mg
JIBa ITbTH JHEBHO MOHIKABa 3HAYMMO PHCKA OT UCXEMUYEH M XeMOparunieH HHCYJT, CbJJOBa CMBPT,
ICH u 000 kepBeHe B cpaBHEHHE C Bap(apHuH. YecToraTa Ha roisiMO KbpPBEHE IIPH Ta3H 71034 €
cpaBHUMA C BapdapuH. UectoraTa Ha MUOKapAeH HHDAPKT € JIEKO MOBHUIIIeHA MPH Ja0uraTpaH
erekcwiat 110 mg aBa bty AHEBHO U 150 mg 1Ba MbTH JHEBHO B CpaBHEHME C Bap(apuH
(xoedummenT Ha pucka 1,29; p=0,0929 u xoedunment Ha pucka 1,27; p=0,1240, croTBeTHO). C
nojjo0psiBaHe Ha npocieasBaHeTo Ha INR, HaOmoaBaHnTE MONM3U OT JabUTaTpaH eTEKCHUIAT B
cpaBHEeHHE C BapdapHH 0TcladBar.

Tabmuim 22-24 nokas3Bat MoApoOHO KIYOBUTE PE3YJITATH B LisIaTa MOIMyJIallus:

Tadauua 22: AHaJW3 HA IBPBOTO CHOMTHE - HHCYJT MM CUCTeMeH eMO0JM3bM (IbPBUYHA
KpaiiHa TOYKa) 10 BpeMe Ha nepuoaa Ha npoyuBane Ha RE-LY.

Jlaburatpan erekcmnar | Jlaburarpan eTekcuiart Bapdapun
110 mg nBa meTH 150 mg nBa mpTH
JTHEBHO JTHEBHO
Panmomusupanu 6015 6076 6022
MAIUCHTH

WucynT w/vnu cucreMmeH
eMOO0IN3BEM
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UYecrota (%)

183 (1,54)

135 (1,12)

203 (1,72)

Koedwurmment na
pucka c/y
BapdapuH

(95 %CI)

0,89 (0,73; 1,09)

0,65 (0,52; 0,81)

ITpeBrb3x0ACTBO
p-CTOMHOCT

p=0,2721

p=0,0001

% ce oTHacs J0 rogviiHara 4€CToTa Ha crOUTHATA

Ta0auna 23: AHa/IU3 HA NbPBOTO CHOUTHE HA HCXEMUYEH WJIM XeMoparu4eH MHCYJIT 110 BpeMe
Ha mepuoaa Ha npoy4sane Ha RE-LY.

Jlaburatpan erekcunar | Jlaburarpan eTexcuiaT Bapdapun
110 mg aBa mbpTH 150 mg nBa IbTH
JTHCBHO JTHCBHO
Pannomusupann 6015 6 076 6 022
MaIHECHTH
Hucyat
UYecrota (%) 171 (1,44) 123 (1,02) 187 (1,59)
Koedwumuent na 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
pucka c/y
Bapdapux
(95 %CI)
p-CTOMHOCT 0,3553 0,0001
CucremeHr eMOOIN3BM
UYecrota (%) 15 (0,13) 13 (0,11) 21(0,18)
Koedumnuent na 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
pucka c/y
Bapdapun
(95 %CI)
p-CTOMHOCT 0,3099 0,1582
HcxemuueH uHCYIT
UYecrota (%) 152 (1,28) 104 (0,86) 134 (1,14)
Koedumment Ha 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
pHcka c/y
BapdapuH
(95 %CI)
p-CTOMHOCT 0,3138 0,0351
XeMoparudeH UHCYIIT
UYecrota (%) 14 (0,12) 12 (0,10) 45 (0,38)

Koedwurmment na
pucka c/y
BapdapuH

(95 %CI)

0,31 (0,17; 0,56)

0,26 (0,14; 0,49)

p-CTOMHOCT

0,0001

<0,0001

% ce OTHACS 0 TOOMIITHATA YECTOTA HAa CHOUTHATA
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Tadauua 24: AHaJu3 HA CMBPTHOCTTA MO BCAKAKBA MPUYMHA M HA CHPAEYHOCHA0BATA
CMBPTHOCT 110 BpeMe Ha nepuojaa Ha npoyuBane Ha RE-LY.

Jlaburarpan erekcunar | JlaburarpaH erekcunar Bapdapun
110 mg aBa mbpTH 150 mg nBa IbTH
JTHEBHO JTHEBHO
Pannomusupann 6015 6 076 6 022
MAIUCHTH
CMBPTHOCT T10 BCAKAKBa
MPUIMHA
UYecrota (%) 446 (3,75) 438 (3,64) 487 (4,13)
Koedwumnuent na 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pucka c/y
Bapdapux
(95 %CI)
p-CTOMHOCT 0,1308 0,0517
Cpl10Ba CMBPTHOCT
Yecrora (%) 289 (2,43) 274 (2,28) 317 (2,69)
Koedwumuent na 0,90 (0,77; 1,06) 0,85 (0,72; 0,99)
pHcka c/y
Bapdapun
(95 %CI)
p-CTOMHOCT 0,2081 0,0430

% ce oTHacs J0 roguiiHara 4€CTtoTa Ha crOUTHATA

TaOmuiu 25-26 moKa3BaT pe3yaTaTUTE OT IbPBUYHATA KPaiiHa TOYKa 3a €PUKACHOCT M OE30MMacHOCT B

CbOTBCTHUTC cy6n0nynaum/l:

3a mppBUYHATA KpaliHa TOYKA ,,HHCYJIT U CUCTEMEH eMOOJIM3bM  He ca UIICHTUDUIIMPAHU TIOATPYITH

(T.e. BB3pACT, Ter0, noj, 0b0peyna GyHKIMs, ETHHYECKa TPUHAUICKHOCT U Jp.) C pa3inieH
Koe(HIMEeHT Ha PUCKa B CpaBHEHHUE ¢ BapdapuH.

Tabanna 25: Koedunument Ha pucka n 95 %CI 3a uncyar/cucreMeH eM00JM3BM IO OATPYIIH

Kpaiina Touka JlaburarpaH eTekcuiar JlaburaTpaH eTekcuiat
110 mg aBa MbTH THEBHO C/y 150 mg aBa MbTH THEBHO C/y
BapdapuH BapdapuH
Bo3pact (rogunn)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<u<75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
>75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
> 80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30<u<50 0,89 (0,61; 1,31) 0,48 (0,31;0,76)
50<u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mppBUYHATA KpaifHa TOYKA ,,LOJSIMO KbPBEHE ' Ma B3aMMOJICHCTBHE HA e()eKTa OT JICUCHUETO U
Bb3pacTTa. OTHOCHTEITHHUAT PUCK OT KbPBEHE C JadurarpaH B CpaBHEHHE ¢ Bap(hapHH ce yBeIndaBa ¢
Bb3pacTTa. OTHOCUTETTHHUAT PUCK € HA-BUCOK MPU MalUeHTH >75 roauHu. ChIbTCTBAIIATa YIOTpeOa
Ha aHTUTPOMOOTHYHHU cpeAcTBa, ASA Wiy KIONUI0rpes NpUOIU3UTETHO YABOsIBA YeCTOTaTa Ha
MBE, kakTto npu madburaTpaH €TeKCHaT, Taka U pHu BapdapuH. Hsima 3HauuMo B3aMMOACHCTBUE Ha
TepaneBTHYHUTE eeKTH Mpu noArpynure no 0p0peuna ¢pynkuus u CHADS; pesynrar.
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Ta6auuna 26: Koeduument Ha pucka u 95 %CI 3a cp0uTHSA HA TOIIMO KbPBeHe 10 NOATPYNH

Kpaitna Touka JaOuraTtpan eTexcumnar JaOuraTtpan etexcumnar
110 mg nBa rbTH AHEBHO C/y 150 mg nBa mrbTH AHEBHO C/y
BaphapuH BapbapuH
Br3pact (roguan)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<u<75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
=75 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30<u<50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u<80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
VYnorpeba Ha ASA 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Yrorpeba Ha KJIOMHIOTPET 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (0v120CpouHO, MyTmuyeHmposo npooviiceHUe Ha USRUMBAHEMO HA Je4eHUEemO C
oabusampan npu nayuenmu ¢ nPeoCcvPOHO MviicoeHe, Koumo ca 3asvbpuiuiu usnumearemo RE-LY)

[Ipoxwsmxennero Ha n3nutBaneto RE-LY (RELY-ABLE) ocurypsiBa nonbinurenna nHGopManus 3a
0e30macHOCTTa MTPH KOXOPTa MAIMeHTH, KOUTO ca MIPOIBIDKIIIH Jla IpUeMaT qadurarpad €TeKCUIaT, B
chIlaTa 103a, onpezeneHa B n3nursaneto RE-LY. 3a usnutBanero RELY-ABLE ca uz6pann
MAalKEHTH, KOUTO [0 BPEeMETO Ha MOCIeAHAaTa UM BU3UTa OT u3nutBaneTo RE-LY He ca npexbcHamu
OKOHYATEITHO MPUJIOKEHUETO Ha M3MUTBAHUS JICKAPCTBEH MPOAYKT. BKITFOUeHNUTE TTAITMEHTH ca
MIPOIBJDKHIIHN JIa IPUEMAT ChINlaTa JBOWHO-CIISIIA 1032 JabUraTpan eTeKCIIaT, paHJOMI3UPAHO
ompexaeneHa B RE-LY, 3a mpocnenssane no 43 mecerna cien RE-LY (0010 cpenHo npocnensBane
RE-LY + RELY-ABLE, 4,5 ronunn). [lonopanu ca 5 897 manuenTH, kouto npeacrapissat 49% ot
MAIMEHTUTE ITHbPBOHAYAIHO, PAHOMHU3HUPAHO OTPE/ICICHH JIa IpHeMaT Jaduratpad €TeKCHUIAT B
RE-LY u 86 % ot nz6panure nauuentu B RELY-ABLE.

ITo Bpeme Ha nonmbanutennute 2,5 ronunu Ha teueHue B RELY-ABLE, ¢ makcuManHa eKcrno3uuus
Haja 6 ronuuu (ooma ekcro3uis B RE-LY + RELY-ABLE), npodunsT Ha 6€30macHOCT Ha
JmaburatpaH €TeKCHUiIaT B IBITOCPOUCH IUIaH € TIOTBBPACH 3a ABETe M3NUTBaHU 031 110 mg nBa mbTH
mHeBHO U 150 mg nBa mbTH JHEBHO. He ca HaOr01aBaHN HOBM HaXOJKH, CBBP3aHH ¢ 0€30MaCHOCTTA.
YecroTara Ha U3XOAHU CHOUTHS, BKIFOUUTEITHO TOISIMO KbPBEHE U IPYTH CHOUTHS Ha KbPBEHE,
CHOTBETCTBA Ha Ta3W, HaOmonasana B RE-LY.

Lannu om neunmepeeHyUOHAIHY NPOYUEAHUSA

[pu enno HennTepBeHoHanHo npoyuBaHe (GLORIA-AF), npocniekTiBHO ca chOpaHu (BB BTOpaTa
My ¢a3a) JaHHU 3a Oe30MacHOCTTa U €(peKTUBHOCTTA IPH HOBOAMArHOCTUIIMpaHH anueHTH ¢ NVAF
Ha JaburatpaH eTeKCuiaT B peanau ycnosus. [IpoyuBaneTo BkitouBa 4 859 marmieHTn Ha naburarpad
erexkcmwiart (55 % nexkyBanu cbe 150 mg nBa mbTU JHEBHO, 43 % nekyBanu ¢k 110 mg nBa mbTH
THEBHO, 2 % JeKyBaHU cbc 75 mg 1Ba MbTH AHEBHO). [lanuenTure ca npociensBaHu B MPOIbIKEHUE
Ha 2 ronunu. Cpegaure CHADS, n HAS-BLED ckopoge ca crotBeTHO 1,9 1 1,2. CpegHoTo BpeMe Ha
MpoCeasABaHe 10 BpeMe Ha Tepanusara € 18,3 Mecena. ['onsimo kbpBeHe € Bb3HUKHaNO npH 0,97 Ha
100 nmaruenToronuan. MiMa choOIIEHNS 3a )KMBOTO3acTpaInaBamio kepeere mpu 0,46 Ha

100 manmeHTOrOAMHHM, BbTpeuepenHa xemoparus npu 0,17 va 100 manmeHTOroAMHN ¥ CTOMAIIHO-
uypeBHO KbpBeHe npu 0,60 Ha 100 mauuenTorogunu. MHCynT e Bp3HuKHaAN npu 0,65 Ha

100 nanueHTOroAuHHU.

OcBeH TOBa B €JHO HEMHTEPBEHLIMOHAIHO npoyuBane [Graham DJ et al., Circulation. 2015 ;131 :157-
164] mpu moseue ot 134 000 marmenTn B ctapyecka Bb3pacT ¢ NVAF B CrennHeHuTe MIaTu
(mompunecio 3a moBede oT 37 500 ManMeHTOroMHN BpeMe Ha MPOCIIeAsIBaHe ¢ IPUIOKCHUE Ha
Tepanus) raburarpan etekcuiar (84 % oT manMeHTHTe ca JieKyBaHu cbC 150 mg ABa IbTH THEBHO,

16 % oT manmeHTHTE ca JIEKyBaHU ChC 75 Mg 1Ba IbTH AHEBHO) CE€ CBBP3BA C MOHMKEH PUCK OT
UcXeMU4eH UHCYAT (koeduireHt Ha pucka 0,80, 95 % nosepurenen untepsai [CI] 0,67 - 0,96),
BbTpeuepenHa xemoparus (koeguuuent Ha pucka 0,34, CI (0,26 - 0,46) u cMbpTHOCT (KOe(pUIIUECHT Ha
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pucka 0,86, CI1 0,77 - 0,96) 1 yBeJIu4eH PUCK OT CTOMAIITHO-YPEBHO KbpPBEHE (KOCHHUIIMEHT Ha
pucka 1,28, CI 1,14 - 1,44) B cpaBHeHHE ¢ BaphapuH. He e oTkpuTa pazinka 1mo OTHOIICHHUE Ha
rojsiMo KbpBeHe (koedurueHt Ha pucka 0,97, C1 0,88 - 1,07).

Te3u HaOMIOIEHNS B PEATHU YCIIOBHS IOTBbPIKIABAT YCTAHOBEHHS IPOQHIT HA O€30MacHOCT U
e(uKacHOCT 3a aburaTpaH eTEeKCHIAT IPH TOBA IMOKa3aHue B MpoyuBaneTo RE-LY.

Hayuenmu, xoumo ca 6uu noonodicenu Ha nepxymanna kopornapna unmepgenyus (PCI) cve
cmenmupane

[IpocriekTHBHO, paHIOMH3UPAHO, OTKPUTO MPOYUYBAHE Che 3acierneHu kpaiiau Touku (PROBE)

(Paza I1Ib) 3a oueHka Ha nBoiHA Tepanus ¢ qaburatpan erekcuinar (110 mg unu 150 mg nBa mbTH
JHEBHO) TUTIOC KIIOTIMOTPEN UM TUKarpesop (aHTaronuct Ha P2Y12) B cpaBHeHHE ¢ TpoiiHa Tepanus
¢ Bapdapun (kopurupana kbM INR 2,03,0) mrroc kionugorpen win Tukarpesop 1 ASA, e mpoBeaeHo
mpu 2 725 nauyeHTy ¢ HEKJIAHO NPeAChPAHO MBbXIeHe, KouTo ca ounu nojoxxern Ha PCI cbe
crearupane (RE-DUAL PCI). [lanuenture ca paHIoMHU3UpaHy 3a ABOIHA Tepanus ¢ Ja0urarpan
erexcuiar 110 mg ABa mbTH JHEBHO, ABOWHA Tepanus ¢ Aadurarpan etekcmiar 150 mg 1Ba nbTH
JHEBHO WM TpoiiHa Tepamnus ¢ BaphapuH. [lanuenTtu B crapuecka Bp3pacT u3BbH CAILl (Ha BB3pacT
> 80 roanHM 3a BCHYKH CTpaHH, > 70 roguHu 3a SImoHus) ca pa3npeaeneHu Ha CllydyaeH MPUHIUI KbM
rpyrnara Ha JIBOWHA Teparus ¢ gadurarpan erekcwiat 110 mg wim KbM TpyriaTa Ha TPOWHA Teparus ¢
BapdapuH. [IppBryHaTa KpaiiHa TOUKka € KOMOMHUpaHa KpaifHa TOYKa ,,CbOUTHS Ha TOJISIMO KbPBEHE
Ha 0azara Ha neduHuys Ha ISTH mnm crOutne Ha KITMHAYHO 3HAYMMO HETOJIIMO KhpPBEHE .

UYecroraTa Ha MbpBUYHATA KpaiiHa Touka € 15,4 % (151 naunenTn) B rpynaTa Ha JBOWHA TEpaIus ¢
naburatpan erexkcunat 110 mg crpsimo 26,9 % (264 nauneHTr) B rpynaTa Ha TpOifHa Tepanus ¢
Bapdapun (KP 0,52; 95 % CI10,42; 0,63; P <0,0001 3a He mo-manka epukacHocT u P < 0,0001 3a
npeBb3x0/cTBO) U 20,2% (154 mauueHTH) B rpynara Ha IBOIHA Teparus ¢ JaburaTpaH eTeKcuiaaT
150 mg, B cpaBHenue ¢ 25,7% (196 nanmuenTH) B ChOTBETHATA IPyIIa 3a TPOiHA Tepanus ¢ Bapdapux
(KP 0,72; 95 % CI 0,58; 0,88; P < 0,0001 3a e mo-manka epukacaoct u P=0,002 3a mpeBb3X0OACTBO).
Karo wact oT onucaTenHus aHaIKM3, YeCTOTaTa Ha CHOUTHS Ha TOJIAMO KbPBEHE MPH TPOoMOOIU3a MpH
nH(papkT Ha Muokapza (Thrombolysis In Myocardial Infarction, TIMI) e mo-Hucka 1 B BETE rpyIH HA
JBOWHA Tepamnus ¢ 1aduraTpaH eTeKCuIaT, OTKOJIKOTO B IpyInara Ha TpolHa Tepanus ¢ BapapuH:

14 cvb6urus (1,4 %) B rpynaTa Ha J1BoiiHA Tepamus ¢ gjaburarpan erekcuiat 110 mg, B cpaBHEHHE C
37 cvburus (3,8 %) B rpynata Ha TpoiiHa Tepanus ¢ Bapdapus (KP 0,37; 95 % CI 0,20; 0,68;
P=0,002) u 16 cpbutus (2,1 %) B rpynara Ha 1BO¥Ha Tepanus ¢ faburatpan erekcuiar 150 mg, B
cpaBuenue ¢ 30 cxoutus (3,9 %) B choTBeTHATA Ipyma Ha TpoiiHa Tepanus ¢ Bapdapus (KP 0,51;

95 % CI1 0,28; 0,93; P=0,03). 1 aBeTe rpynu Ha ABOMHA Tepanus ¢ JaOUTaTpaH eTCKCUIIAT UMAaT
[IO-HUCKH Y€CTOTH HA BHTPEUEPENHA XEMOPArus, OTKOJIKOTO ChOTBETHATA I'PyIia HA TPOHHA TEpaIus C
Bapdapun: 3 croutnus (0,3%) B rpynara Ha ABOWHA Tepanwus ¢ Jaburarpan erekcunar 110 mg, B
cpaBuenue ¢ 10 cxoutus (1,0%) B rpynara Ha Tpoiina tepanus ¢ Bapdapus (KP 0,30; 95 %

CI10,08; 1,07; P=0,06) u 1 cebutne (0,1 %) B rpymara Ha qBOMHA Tepanus ¢ qaburarpaH eTeKcuiar
150 mg, B cpaBHenue ¢ § crouTns (1,0 %) B choTBeTHATA rpyIia Ha TPOHHA Tepanus ¢ BaphapuH

(KP 0,12; 95 % CI 0,02; 0,98; P=0,047). UecToTaTa Ha CHOUTHSTA OT KOMOMHMpPAHATA KPaiiHa TOYKA
3a e(pUKACHOCT ,,CMBPT, TPOMOOEMOONNYHN CHOUTHS (MHPAPKT HA MUOKap/a, HHCYIT WIA CUCTEMEH
eMOO0JIM3bM) WM HEeTUIaHWpaHa peBacKyJapu3aius’ KOMOMHIUPAHO B ABETE TPYIH HA ABOMHA Tepamus
¢ maburaTpaH eTeKCHIIAT € C He MO-Maska epUKacHOCT OT Ta3u B rpymara Ha TPOWHA Tepamnus ¢
BapdapuH (crotBeTHO 13,7 % crpsimo 13,4 %; KP 1,04; 95 % CI: 0,84; 1,29; P=0,0047 3a He
o-Majka euxacHocT). HsiMa craTucTH4ecKy pa3iuky B MHAMBUIYAJIHUTE KOMIIOHEHTH Ha KpailHUTe
TOYKH 3a e(PUKACHOCT MEXKIY KOATO U Jla OWJIO OT IPYIUTE Ha JBONHA Tepamus ¢ Jadurarpas
eTeKCWIAT U IpylnaTa Ha TpoiiHa Tepanus ¢ BapQapuH.

IIpoyuBaneTo moka3Ba, 4e IBOMHATA Tepamnus ¢ JaduraTpaH eTeKCHIaT U aHTaroHucT Ha P2Y 12
3HAYUTEJIHO TOHM)KABA PUCKA OT KbPBEHE, B CPABHEHHE C TPOMHATA Tepanus ¢ BappapuH, C He
o-MaJika eUKacHOCT 3a KOMOMHHMpaHaTa KpaiiHa TOuKa ,,TJpOMO0eMOOTMYHN CHOUTHA™ TIPU
NAIMEHTH C MPEICHPAHO MBXKIEeHe, KOUTO ca Ounu noanoxenn Ha PCI cbe crentupane.
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Jleuenue na DVT u PE npu évspacmuu nayuenmu (newenue na DVT/PE)

EdukacHocTTa 1 6€30I1aCHOCTTA Ca MPOYYBAHM B JBE MHOTOLICHTPOBH, PAHIOMU3UPAHH, IBOWHO-
CJIETIH, IPOYYBaHMsI ¢ MOBTapAILIO ce eueHue u napanennu rpynu RE-COVER u RE-COVER 1II. B
TE3W NMPOYYBaHUs Ce CpaBHsIBa naduraTpan erekcwiaT (150 mg aBa mbTH THEBHO) ¢ BaphapuH (1ieneBa
croriHocT Ha INR 2,0-3,0) npu nanuentu ¢ octpa DVT u/unu PE. OcHoBHara 11e11 Ha Te3u
MIPOYYBAHUS € JIa CE OTPEISITH AT TaduraTpaH eTeKCHUIaT UMa HE ITO-Majlka ePUKaCHOCT OT
BapdapyH Npy HaMaJlsiBaHe ChOMTHATA Ha MFPBUYHATA KpaifHa TOYKa, KOSTO MPECTABIIsABA
KOMOMHaIMATa OT peruanBupaina cumnromarnada DVT w/unu PE, u Ha cBbp3aHUTE CMBPTHH CIIydau
B PAaMKHTE Ha 6-MECEUHUS NIEPHO]] Ha JICUCHHE.

B c6opuute nmpoyusanuss RE-COVER u RE-COVER 11 06110 5 153 manueHTH ca paHAOMU3UPAHA U
5 107 ca nexkyBaHHu.

[IpoapnkuTeTHOCTTA Ha JISYSeHHETO ¢ (PMKCcHUpaHa fo3a gaburarpad e 174,0 mau Oe3 mpociensBaHe Ha
koarynanusta. [Ipu manueHTuTe, paHJIOMU3UPAHH 3a IIPYUEM Ha BapdapuH, MeIMaHaTa Ha BpEMETO B
tepaneBtrdeH uaTepBai (INR 2,0 mo 3,0) e 60,6 %.

WznuTBaHusATa OKA3BAT, Ue JICYEHUETO ¢ naburarpan erekcmiat 150 mg 1Ba MbTH JTHEBHO € HE
MO-MaJiko e(h)MKaCHO OT JIUEHUETO ¢ BapdapuH (TpaHuIa 3a He mo-Majka epukacHocT 3a RE-COVER
u RE-COVER 1I: 3,6 % 3a pa3nuka B pucka u 2,75 3a KoeQULUEHT Ha PUCKA).

Ta6anna 27: AHaJn3 HAa TBPBUYHATA M BTOPHYHMTE Kpaiinu Touku 3a epukacHocT (VTE ce
cberou oT DVT w/mnu PE) no kpast Ha nepuoaa cJiei Je4eHHeTo B COOPHUTE
npoyuBanusi RE-COVER u RE-COVER 11

JlaburaTpaHn eTekcuiar

150 mg aBa IbTH THEBHO Bapdapun
JlexyBaHM ManueHTH 2553 2 554
Penmnusupain
cumnroMatndeH VTE u 68 (2,7 %) 62 (2,4 %)
cBbp3ada ¢ VTE cmppT
KoedummenT na pucka
cupsiMo BapdapuH 1,09
(95 %noBepureneH (0,77; 1,54)
WHTEpPBAN)

Bropuunu kpaiinu
TOYKH 32 €UKACHOCT

PeunnuBupang
cumnromatnueH VTE u

109 (4,3 %)
CM'pr I10 BCSJIKaKBa

104 (4,1 %)

MPUYHHA
o
95 Y%noBepureneH 3,52 5.13 3,34, 491
WHTEpBAJ
Cumnromatuana DVT 45 (1,8 %) 39 (1,5 %)
0
95 %mnoBepureneH 1.29: 2.35 1,09: 2,08
WHTEpBAJ
CumnromatudeH PE 27 (1,1 %) 26 (1,0 %)
o
95 Y%noBepureneH 0,70: 1,54 0,67: 1,49
WHTEpBAJ
Cepp3ana ¢ VTE cmbpt 4 (0,2 %) 3 (0,1 %)
o
95 Y%noBepureneH 0,04: 0,40 0,02: 0,34
WHTEPBAJ
CMBPT 10 BCSIKaKBa 5120 %) 52 (2,0 %)
MPUIMHA
o
95 Y%noBepureneH 1,49: 2,62 1,52: 2.66

HWHTCPBAJ
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IIpesenyus na peyuousupawa DVT u PE npu ev3pacmuu (npegenyus ha DVT/PE)

JIBe pangoMu3rpanu, ABOWHO-CIIETIN MPOYUYBAHUS C TTapajiesIHy TPYIH ca MPOBEICHU IIPU MAIFEHTH C
npeaxoaHa aHTHKoaryiaanTHa Tepanus. B npoyusanero RE-MEDY, kontponupano ¢ BapgapuH, ca
BKJIIOYCHHM MAIIMEHTH, IIPEIXOIHO JIEKYBaHU B MPOABIDKEHUE HA 3 10 12 Mecena, KOUTO ce HYKAasT OT
JIONBIHUTETHO aHTUKOAT'YJIAHTHO JICUCHHE, a I1ane00-KoHTponupaHoTo nmpoyusaie RE-SONATE
BKITIOYBA MAIMEHTH, MPEIXOIHO JIEKYBaHH B TPOJIbIDKEHNE Ha 6 10 18 Mecena ¢ HHXUOUTOPH Ha
ButamuH K.

Lenra na npoyuBanero RE-MEDY e na ce cpaBHsAT Oe30macHOCTTa M €PUKACHOCTTA HA MEPOPATHUS
naburatpan erexcunat (150 mg aBa mbTH 1HEBHO) ¢ Bapdaput (1eneBa ctoiHocT Ha INR 2,0-3,0)
IpY IPOIBIDKUTETHO JISYEHHE U MPEBEHLUs Ha peruausupania cumnromarnuia DVT n/wn PE.
0610 2 866 maruenTy ca paHIoMHU3NpaHu 1 2 856 ca gexyBaHU. [[poabIKUTENIHOCTTA HA JIEUEHHUETO
¢ naburarpas eTekcuiaT Bapupa oT 6 1o 36 mecena (Meaunana - 534,0 nun). [lpu nanuenTure,
paHIOMHU3HpPaHU Ha JIeYeHHUE ¢ BapdapuH, MenaHaTa Ha BpeMETO B TepaneBTuieH nuamna3od (INR
2,0-3,0) e 64,9%.

RE-MEDY mnoka3Ba, 4e nedeHnero ¢ qaburarpan erekcunar 150 mg aBa mbTH JTHEBHO € HE MO-MaJIKO
edpukacHo ot BapdapuH (rpaHuIa 32 He TTO-MajKa euKacHocT: 2,85 3a KoepHUIMEHT Ha prcka U 2,8 3a
pasiiika B pUCKa).

Tadauua 28: AHaJW3 HAa MBPBUYHUTE U BTOPUYHHUTE Kpaiinu Touku 3a epuxacHoct (VTE ce
cbetou oT DVT uw/mnum PE) no kpast Ha nmepuoaa cJie Je4eHHeTO B IPOYYBAHETO

RE-MEDY
Jlaburarpan Bapdapun
eTeKCHIIaT
150 mg nBa mpTH
JTHEBHO
JlekyBaHM MaMEeHTH 1430 1426
Pennmusupant cumnroMatiued VTE n
CBBbp3aHa (I:)VTE CMBPT 26 (1.8%) 18(1,3%)
Koe(g)I/II_II/IeHT Ha PHCKa CIPSIMO 1 .44
BapdapuH g
(95 % moBepuTeIeH HHTEPBAN) (0,78;2,64)
HE MO-MaJIKa epUKACHOCT 2,85
[TarmenTn, Ipy KOUTO € BH3HUKHAJIO
22 17
crbutHe KpM 18" mecen
KymynatuseH puck ksM 18-us Mmecen
1,7 1,4

(%)
Paznuka B pucka cpsmo Bapdapua (%) 0,4
95 % moBepuTENEeH HHTEPBAT
HE TTO-MaJIKa ePUKacCHOCT 2,8
BropuyHu kpaliHU TOYKH 32 e(pUKacCHOCT
Peunnusupany cumnromatuyed VIE u 42 (2,9 %) 36 (2,5 %)
CMBPT IO BCSKAaKBa MPHIUHA
95 % moBepuTENIeH HHTEPBAI 2,12; 3,95 1,77; 3,48
Cumnromatuana DVT 17 (1,2 %) 13 (0,9 %)
95 % nmoBepuTeseH HHTEPBAI 0,69; 1,90 0,49; 1,55
CumnromaruueH PE 10 (0,7 %) 5(0,4 %)
95 % moBepuTeNeH HHTEPBAI 0,34; 1,28 0,11; 0,82
Csppsana ¢ VIE cmbpt 1 (0,1 %) 1 (0,1 %)
95 % nmoBepuTescH UHTEPBAI 0,00; 0,39 0,00; 0,39
CMBPT 10 BCSKAKBA NPUYMHA 17 (1,2 %) 19 (1,3 %)
95 %noBepuTeNicH HHTEPBAI 0,69; 1,90 0,80; 2,07
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Ilenta Ha mpoyuBaneTo RE-SONATE e na ce omenn npeBbh3X0ACTBOTO HA JaOUTaTpaH €TeKCHIAT
CIpSIMO T1a1e00 MPH MPEBEHIMATA Ha peruauupainy cumnroMmaruydy DVT w/unu PE mpu
MAalMEHTH, IPEMHUHAIU IPeaxoHo JedeHue ot 6 10 18 mecena ¢ VKA. IlnanupanoTo jgedenue e
nmaburatpan erekcunar 150 mg 1Ba bTH JHEBHO B MPOIBIDKEHUE HA 6 Mecena, 6e3 He0OX0JUMOCT OT
HaAOIIOICHHE.

[IpoyuBanero RE-SONATE nokaza npeBb3X0CTBO Ha Aa0UraTpaH €TeKCUIaT CIpsMO 1anedo mo
OTHOIIIEHHE TIPEBEHIMATA HAa CHOUTHS ¢ peuuauBupaliu cumnromaTiaad DVT/PE, BriatounteaHo
CMBPT T0 HEOOSICHUMH TIPUYHHH, C TIOHIKEHNE Ha pucka oT 5,6 % 10 0,4 % (HamansBaHe Ha
OTHOCUTENHHS PUCK 92 % Oa3upaHo Ha Koe(UIMEHTa Ha PUCKa) TI0 BpeMe Ha Mepruo/ia Ha JIeUeHUE
(p <0,0001). Bcuuky BTOpMYHY aHAIN3W U aHAJIM3U HA YyBCTBUTEITHOCTTA HAa TbPBUYHATA KpaliHa
TOYKA ¥ HA BCHYKHM BTOPUYHH KPAfHU TOYKH TIOKa3BaT MPEBH3X0/ICTBO HA Ta0UTaTpaH eTeKCUIIaT
cpsmMo 1ianeoo.

[IpoyuBaneTo BkIrOUBa 12-MeceyHO MpociesIBaHe 3a HAOII0AeHUE ciiel] Kpas Ha JieueHuero. Ciex
npeKpaTsBaHe Ha MPUIIAraHeTO Ha M3MUTBAHMS JIGKaPCTBEH MPOAYKT eDeKThT ce 3ama3Ba JIo Kpasi Ha
nepuo/ia Ha MPOCIe/siBaHe, KOSTO MOKa3Ba MoAabpiKaHe Ha eekTa OT MbPBOHAYATHOTO JICYCHHUE C
nmaduraTtpaHn erekcuiar. He e HaOmonaBan pedayna edext. B kpast Ha pociieisiIBaHETO ChOUTHSATA C
VTE npu nanueHTure, JieKyBaHH ¢ qaburarpan erekcunar e 6,9 % copsamo 10,7 % B rpynara Ha
rrane6o (koedumment Ha pucka 0,61 (95 %CI 0,42; 0,88) p=0,0082).

Ta6anna 29: AHaan3 HAa TBPBUYHATA M BTOPUYHHMTE Kpaiinu Touku 3a epuxacHocT (VTE ce

cberou 0T DVT w/mnu PE) no kpast Ha nepuoaa cJiefl Je4eHHETO B IPOYYBAHETO
RE-SONATE.

Jlaburatpan eTekcuiat ITname6o
150 mg aBa IbTU THEBHO

JlexyBaHM ManueHTH 681 662
Penunuupain
cumnromatnueH VTE u 3 (0,4 %) 37 (5,6 %)

CBBbp3aHa C HCTO CMBPT

KoedummenT na pucka

CIIpsIMO TIIaIe6o 0,08
(95 %noBepureneH (0,02; 0,25)
WHTEPBA)

p-CTOMHOCT 3a <0,0001
MPEBBH3XOICTBO

Bropuunu kpaiinu
TOYKH 32 €UKACHOCT

Penmnusupain
cumnromatnueH VTE u

3 (0,4 %) 37 (5,6 %)
CMBPT MO BCSIKaKBa
MPUIMHA
0,
95 %mnoBepurenex 0,09: 128 3.97: 7.62
WHTEPBAJ
Cumnromarinuna DVT 2 (0,3 %) 23 (3,5 %)
0,
95 Y%moBepureneH 0,04: 1,06 221:5.17
WHTEpBaJ
CumnromaruueH PE 1 (0,1 %) 14 (2,1 %)
o
95 Y%noBepureneH 0,00: 0,82 1,16: 3,52
WHTEpBAJ
Ceopzana ¢ VIE cmbpt 0(0) 0(0)
o
95 Y%noBepureneH 0,00, 0,54 0,00: 0,56

HWHTCPBAJ
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CMBPT 110 HEOOSICHUMU 0(0) 20,3 %)
MPUIHHA

0
95 %mnoBepurenex 0,00; 0,54 0,04: 1,09
WHTEPBAJ
CMBPT 1O BCSIKaKBa 0(0) 20,3 %)
MPUIMHA

0
95 %mnoBepureneH 0,00; 0,54 0,04: 1,09
WHTEPBAJ

Knunuunu usnumeanus 3a npegenyusama Ha mpomo0emOoIu3bM npu RAYUEHMU CbC CbPOEYHU KAANHU
npomesu

B usnutBane ¢asza Il gaburatpan etekcunar ¥ BapgapHH ca MpoyyeHH Ipu o010 252 manueHTH,
HpeThpIEIN HaCKOPO XUPYPIUYHA Ollepaliys 3a IIOCTaBAHE Ha MEXaHUYHA ChpJleuHa Kiana (T.€. B
paMKHTE Ha HACTOALIATAa UM XOCTIUTAIN3allKsA), KAKTO U NIPU NALMEHTH, IPEThPIIENIN ONepaLys 3a
MOCTaBsIHE Ha MEXaHMYHA ChbpACYHA KJama IMpeay moseye oT Tpu Mecena. [loBeue Tpomboembonmnanu
cbOHUTHSI (OCHOBHO MHCYJITH M CHMITOMHH/aCUMIITOMHHU TPOMOO3HU HA MPOTE3NPAHNUTE KIIAIN) U
MmoBeYe CHOMTHS Ha KbPBEHE ca HAOIIOaBaH! MIPH abUTaTpaH eTeKCHUIaT B CpaBHEHHE ¢ BapdhapuH.
[Ipu nauyeHTHTE B paHHUS MOCTONIEPATUBEH EPUO, TOJISIMOTO KbPBEHE CE € MPOSIBSIBAJIO OCHOBHO
KaTO XeMOparuyieH MneprukapieH U3JuB, NO-CIIEUaIHO MPH MAlUEeHTH, 3aTI0YHAIN IPUEM Ha
JaburaTpaH eTeKcuiaT cKopo (Ha 3-THs JIeH) ciell XUPYPruYHaTa orepamys 3a CMsSHa Ha ChpJedHa
kiana (Bx. Touka 4.3).

Ileduampuuna nonynayus

Kaunuunu npoyusanus npu npesenyusma na VIE cned npomesupane na 2oremu cmasu

IIpesenyus Ha MO3v4eH UHCYIM U cucmemer emoonusvm npu evb3pacmuu nayuenmu ¢ NVAF ¢ edun
uIu nogeye puckosu ghakmopu

EBpomneiickaTta areHIus o JiekapcTBaTa 0CBOOOXKJaBa OT 3abKEHUETO 3a IIPElOCTaBsiHE Ha
pe3yaTaTuTe OT NPOYyUBaHUATA C pehepeHTHHS JeKapCTBEH MPOAYKT, ChIbpKall JadburatpaH
€TEeKCWJIAaT BbB BCUUKH MOJATPYNH Ha MeJUaTpUYHATa MOMYJIalHs 3a TOKa3aHUETO IbPBUYHA
npeseHnys Ha VTE npu nanueHTH, KOUTO ca Owin MOAJIO0KEHU Ha INIaHOBO ISUIOCTHO IIPOTE3UpaHe
Ha Ta300e/1peHa cTaBa WM LUIOCTHO IPOTE3UPaHE Ha KOJITHHA CTaBa U [IOKA3aHUETO NPEBEHIUS Ha
MO3BYEH HHCYIT U CHCTEMEH eMOoau3bM npH nanuenta ¢ NVAF (Bx. Touka 4.2 3a uHpopmauus
OTHOCHO yrmoTpe0a B IeUaTPUsITa).

Jleuenue na VIE u npesenyus na peyuousupawu VITE npu neduampuynu nayuenmu

[IpoyuBanero DIVERSITY e npoBeneHo, 3a Aa AeMOHCTpUpPa ePUKaCHOCTTa U 0€30MacCHOCTTa Ha
JaduraTpaH €TeKCHIaT B CpaBHEHUE Che cTaHmapTHO JieueHue (standard of care, SOC) Ha VTE npu
MEeANATPUYHY MALMEHTH OT paXkJaHETo 10 noA 18-roauiHa Bb3pacT. Ciopen Au3aiiHa IpOYYBaHETO €
OTKPHUTO, PaHAOMHU3UPAHO MPOYUBAHE C MapaelIHi IPYIH 3a JOKa3BaHe Ha HE MO-Majika eUKacHOCT.
BruttouenuTe 3a yyactue NalMeHTH ca paHJOMU3UPaHU B CbOTHOILIEHHE 2:1 1a mogy4yaBat cboOpa3eHa
C BB3pacTTa JIekapcTBeHa (popma (Karcyin, OOBUTH TPpaHyYIJIH WK TIEpOpaJIeH pa3TBOp) Ha JaduraTpan
eTeKcwiIar (¢ A03M, aAalTHPAHU CIIOPEA Bb3pacTTa U TesecHOTO Teruio) miu SOC ¢ HUCKOMOJIEKYTHH
xenapuau (LMWH) nnm antaronuctu Ha ButamuH K (VKA), nin ponmanapunayke (1 manueHT Ha

12 ropuan). [IppBryHaTa KpaiiHa TOUKa € ChCTaBHA KpalfHa TOYKA OT MAlMEHTH C IIBITHO pa3TBapsHe
Ha TpoMOa, ¢ nunca Ha peuuauBupanio VTE u ¢ nunca va cmbptHOCT, cBbp3aHa ¢ VTE. Kpurepuunte
3a U3KJII0YBAHE BKJIIOYBAT aKTUBEH MEHUHIUT, eHIEe(AIUT U BbTpeueperneH adcrec.

O06m10 267 nmanuenty ca panaomusupanu. OT Tax 176 nanueHTH ca JeKyBaHH ¢ JaduraTpan
erekcwiar, a 90 marent ¢ SOC (1 pangoMHU3MpaH MalMEHT He € JIeKyBaH). 168 nanuenTH ca Ha 12
o nox 18 rognnau, 64 manmedTH ca Ha 2 10 mox 12 roauHu, a 35 manueHTH ca noj 2-ToauIIHA
BB3pacT.

Ot pangomuzupanute 267 nanuenty §1 nanuentu (45,8 %) B rpynara Ha JaburaTpan eTeKCHIaT U

38 manentu (42,2 %) B rpynara Ha SOC 0TroBapsT Ha KpUTEPUUTE 3a ChbCTaBHATA IbPBUYHA KpaiiHa
TOYKa (IIBJIHO U3YMCTBaHE HAa TpoMOa, urica Ha peruausupany VTE u nunca Ha CMBPTHOCT, CBBp3aHa
¢ VTE). CpoTBeTHaTa pa3nrKa B 4ecTOTaTa IOKa3Ba He Mo-Malika e(UKacHOCT Ha 1aburaTpan
erekcwiat B cpaBHeHue ¢ SOC. CbBMeCTUMH Pe3yNITaTH KaTo ISUT0 ca HAOJI01aBaHH U B IOATPYIIUTE:
HSIMa 3HAUMTENIHHU pa3yinyus B eheKTa OT JIEUSHUETO 3a MOATPYIIUTE MO BB3PACT, HOJ, Teorpadcka
001acT ¥ HaJTMYue Ha ONpe/Ie]ICHN PUCKOBU QakTopu. 3a 3-Te pa3inyHy Bb3PACTOBH CTPATH
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CHOTHOIIIEHUETO Ha MAaIlMEHTHTE, MOCTUTHAIIN IThPBUYHATA KpaifHa TOYKa 32 e(UKACHOCT B IPYIHUTE
ChOTBETHO Ha naburatpan erexcunar u SOC, e 13/22 (59,1 %) u 7/13 (53,8 %) npu nanueHTuTe Ha
BB3PACT OT paskaaHeTo 10 < 2 roaunu, 21/43 (48,8 %) u 12/21 (57,1 %) npu nanyeHTUTe Ha BH3PacT 2
mo <12 rogunau u 47/112 (42,0 %) u 19/56 (33,9 %) npu naruenTute Ha Bb3pacT 12 10 <18 roauHu.
[MoTBBpaeHN CHONTHS HA TONSIMO KbpBEHE ca choOIeHH 3a 4 manueHTu (2,3 %) B rpymnara Ha
nmaburaTpaH erekcuiar u 2 nmaruentu (2,2 %) B rpynata Ha SOC. Hsma craTucTHYecKd 3HaUnMa
pasiuka BbB BpEMETO JI0 TI0sIBa HAa ITBPBO CHOWTHE HA TOISIMO KbpBeHE. TpuaeceT 1 0ceM MalueHTH
(21,6 %) B rpymara Ha nmaburarpan erekcunat u 22 nanuentu (24,4 %) B rpynarta Ha SOC umar
NOTBBPCHO ChONTHE Ha KbPBEHE, KATO NP IMTOBEYETO OT TSX TO € KATErOPU3UPAHO KaTo
He3HaunTenHo. KomOnHMpaHaTa kpaliHa TOYKa Ha IOTBHPJIEHO ChOUTHE HA TOISIMO KbpBEeHE (major
bleeding event, MBE) wnu knimangHO 3HaunMo Heroisamo (clinically relevant non-major, CRNM)
KbpBEHE (KOTraTo MaIMeHTUTE ca Ha JIeueHue) ca choomenu 3a 6 (3,4%) manuenTu B rpymnara Ha
nmaburatpan erekcunar u 3 (3,3 %) nanmenTtu B rpymnata Ha SOC.

EnHo oTKpUTO, IPOCIIEKTUBHO, KOXOPTHO, MHOTOIICHTPOBO MpOoy4BaHe 3a 6e3omacHocT (haza Il ¢
eano pamo (1160.108) e nmpoBeaeHO 3a OlleHKa Ha 0€30IIaCHOCTTA Ha Ta0UraTpaH €TeKCHIIAT MPU
npeBeHUMs Ha peuuauBupan] VTE npu neguatpuyHy HauyueHTy OT pakJaHeTo A0 nox 18-roaumaa
BB3pacT. [laruenTu, KOUTo ca ce HyXKJaelln OT MO-HaTaThIIHO AaHTUKOAryJIaHTHO JIEYeHHe Iopaan
HAJIMYME Ha KJIMHUYCH PUCKOB (PaKTOP CJIe/ 3aBbpIlBaHE HA HAYAIHOTO JieUeHHUe 3a MoTBbpeH VTE
(3a Hal-mManko 3 Mecena) UM cieq 3apbpiBade Ha npoyuBaneto DIVERSITY, ca Bxmouenu B
npoyuBaneTo. [loaxoasmure 3a BKIIOYBaHE NALMEHTH Ca NOJTy4aBall alalTUPAHU CIIOPE] Bb3PacTTa
Y TEJIECHOTO TETJIO IO3H OT ChoOpa3eHa ¢ Bh3pacTTa JiekapcTBeHa hopMa (Karncynu, 0OBUTH IpaHyIH
WK TIepopajieH pa3TBoOp) Ha JabUraTpaH eTeKCHIIaT 0 SIMMUHUPaHE Ha KIMHUYHUS PUCKOB (PaKTop
unu 10 MakcumyM 12 mecena. IIbpBuuHNATE KpallHU TOYKH Ha MPOy4YBaHETO ca peunaus Ha VTE,
CHOUTHS Ha TOSAMO WIIM HE3HAYHTEIIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB Bpbh3Ka C TPOMOOTHIHHU
WM TPOMOOeMOOIMYHH chOuTHA) Ha 6 1 12 Mecena. M3xoaure oT cbOUTHATA ca MOTBBPIACHU OT
HE3aBUCHMA, 3acjIeTieHa KOMHCHUS 3a OLICHKA.

00610 214 manueHTH ca BKIIOYeHH B TpoydyBaHeTo. OT Tsx 162 manueHTH ca BbB Bb3pacToBa cTpara 1
(ot 12 no mox 18 rogunm), 43 manyeHTH ca BbB Bb3pacToBa cTparta 2 (0T 2 10 nox 12 rogunn) u

9 marnueHTH ca BBB BB3pacToBa cTpara 3 (OT paXkaaHeTo A0 MoJ 2-ToaniTHa Bb3pacT). [lo Bpeme Ha
nepuosa Ha yieuenue 3 nanueHTH (1,4 %) ca pa3Buiu noTBbpACH 0T Komucusita pequnus Ha VTE B
paMKuTe Ha IbpBUTE 12 Mecena ciies1 3ano4YBane Ha JeueHueTo. [IoTBbpAeHN OT KOMHCHATA CHOUTHS
Ha KbpPBEHE M0 BpEeMe Ha Ieproia Ha JiedeHue ca cho0mmeHu 3a 48 nanuents (22,5 %) B paMKuTe Ha
nbppBuTe 12 Mecena. IloBeuero cpOuTHS Ha KbpBeHE ca He3HaunTenHu. [pu 3 manmentu (1,4%) numa
MOTBBPJCHO OT KOMHCHsATA CHOUTHE Ha TOJIIMO KbPBEHE B paMKHTe Ha mbpBuTe 12 Mecena. [Ipu

3 nanwmenTtu (1,4 %) uma noTBBpACHO OT KomMucHusATa cbOnTHE Ha CRNM KbpBEHE B paMKHTE Ha
mepBuTe 12 Mecena. Hsima cMBbpTHU ciiydau 1o BpeMe Ha reproza Ha jiedenne. [lo Bpeme Ha meproga
Ha nedenne 3 manuedTH (1,4 %) ca pa3Buim mocTTpoMOOTHIEH CHHIPOM (post-thrombotic syndrome,
PTS) unu ca nmanu Bnomasane Ha PTS B pamkuTe Ha mbpBUTE 12 Mecena.

5.2 ®apmakokMHETHYHHU CBOWCTBA

Cren nepopajiHO MPUIOKEHUE JaburaTrpaH eTeKCHiIaT Obp30 U HAITBIIHO CE MPEeBpPhIa B 1adUraTpay,
KOWTO € akTuBHaTa (hopMa B T1a3Mara. PasenBaneTo Ha peyIeKapcTBOTO JaburarpaH eTekcusar
Yype3 KaTaJu3upaHa OT ecTepasa XUAPOoJn3a 0 aKTUBHOTO BEIIECTBO Aa0UraTpaH € npeodianaBamaTa
MeTa0oNUTHA peakius. AGCONMIOTHATa OMOHATMYHOCT Ha JaburarpaH ciell IepopaIHo MPHIOoKEHNE
Ha JTabUTraTpaH eTeKCUIIAT € MpUOIH3uTENHO 6,5 %.

Cren mepopalTHO IPHUIOKEHHE Ha Ja0UTaTpaH €TEKCHIaT IPH 3IpaBy JOOPOBOJIIIH,
(hapMaKOKMHETHUHUAT IpoQui Ha 1aburaTpaH B IJIa3Mara ce XapakTepusupa ¢ Obp30 HapacTBaHe Ha
IJIa3MEHUTE KOHIIEHTpauH ¢ focTurae Ha Cmax B paMkute Ha 0,5 u 2,0 gaca cie/ mpuiioKeHUETO.

AGcopbrus
IIpoyuBaHe, omeHBAIIO MTOCTONIEpaTHBHATA abcopOnms Ha qaburaTpan eTekcmiar 1-3 Jaca cien

oreparys, TEMOHCTpUPa OTHOCUTEITHO OaBHA aOCOPOIMs B CpaBHEHHUE C Ta3u MPH 3ApaBU
JI0OPOBOJIIIY, TIOKA3BAMKY IJIaBEH MPOQIIT IIa3MeHaTa KOHIIEHTpAIUI-BpeMe, 0€3 BUCOKH IMUKOBU
MJIa3MeHU KOHIIeHTparuy. [IMKoBY 1m1a3MeHn KOHIICHTPAITUN C€ IOCTUTAT 6 Jaca ciiel MPIIOKEHUETO
B IIOCTOTICPATUBHUSI IEPHUOJ ITOPAJTH TOTPUHACSIIU (PaKTOPH, KATO HAIPHUMEP aHEeCTe3us,
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CTOMAIITHOYPEBHA Mape3a U XUPYPrudHH e()eKTH, HE3aBHCUMO OT TIepOopajHaTa JieKapcTBeHa Gopma.
Hpyro nmpoyuBaHe JeMOHCTpHUpA, Ue OaBHA U 3aKbCHsBAIA abcopOIHs OOMKHOBEHO ce HAOII0TaBa
camo B JieHs Ha oriepanusara. Ha ciensammre qau abcopOrusaTa Ha faburatpad ¢ 0bp3a U MTUKOBU
TUTA3MEHH KOHIICHTPAIIMH CE€ IOCTHTAT 2 Jaca cJe/I MPUI0KEHUE Ha JICKAPCTBCHHS IPOAYKT.

XpaHarta He MOBJIHsIBa OMOHATMYHOCTTA HAa Aa0WUTraTpaH eTeKCUiIaT, Ho 3a0aBsi BpEMETO J0 TUKOBHUTE
TJIa3MEHU KOHLIGHTpAIUH ¢ 2 Jaca.

Cinax 1 AUC ca pornopIinoHaTHA Ha J103aTa.

buonanuyHoCcTTa Ciiell MEepopaHO MPUIOKEHHE MOXKE J1a C€ TIOBUILHU ChC 75 % clell mpUuiloKeHUe Ha
eanHUYHa J103a U ¢ 37 % B cTallMOHApHO CHCTOSIHUE, B CPaBHEHHUE ¢ pe)epeHTHATA KaIlCyIHa popma,
KOraTo IMeJeTHTe ce nmpueMar 6e3 karcynara ot xurpomenosa (HPMC). CnenoBaTenHo 1enocTTa Ha
karicynute oT HPMC Bunaru Tps6Ba 1a € 3arnaseHa npu KIMHHYHA yrnotpeda, 3a /1a ce n3derne
HEYMUIIUICHOTO MTOBUIIaBaHE HAa OMOHAIMYHOCTTA Ha JaOuraTpaH eTeKcwiar (Bx. Touka 4.2).

PasnpeneneHue
Ha6monasa ce cnabo (34-35 %), He3aBUCHMO OT KOHIIGHTPALMATA CBbP3BaHE Ha JaOUTaTpaH C

YOBEIIKUTE T1a3MeHu npotenHu. O0eMbT Ha pasnpenenenue Ha qadburarpad ot 60-70 1 npesuriraBa
001 00eM Ha TeTIECHUTE TEUHOCTH, KOETO 03HAYaBa, 4e JadurarpaH vMa yMEpPEHO ThKaHHO
pasnpezesneHue.

Buorpanchopmarms

MeTabonmu3MbT U eKCKpelUsATa Ha Ja0UTraTpaH ca MpOYYCHU TIPU 3[IPaBH MBXKE JOOPOBOJIIH CIIE]T
eIMHUYHA WHTPABEHO3HA 7032 1aduraTpaH, 6eis3ad ¢ paanoakTiuBeH u30Tom. Cien MHTpaBeHO3HATa
J103a MPOU3XO’KJaIaTa OT JaduraTpaH paJioakTHBHOCT C€ eTMMHUHMpA IJ1aBHO ¢ ypuHaTa (85 %).
®dekanHata eKcKpeuus oTropaps Ha 6 % oT npuioxkenata go3a. [lo 168 yaca cnen npuioxkeHue Ha
Jto3aTa o0maTa palnoakKTHBHOCT CE€ Bh3CTAaHOBSABA B paMKuTe Ha 88-94% 0T mpuiokeHaTa jo03a.
JlaburaTpan ce mojyiara Ha KOHIOTalKs, IIPY KOETO ce 00pa3yBar (hapMaKOoIOrHYHO aKTUBHU
aINIIOKypoHu . ChIIecTBYBaT Y€TUPU MO3UIMOHHM n3omepa, 1-0, 2-0, 3-0,
4-O-anuIrIIiOKypOHU]T, BCEKH OT KOUTO ChCTaBIIsBA MO-MaIKO OT 10 % OT 00IIIOTO KOJIIMYECTBO
nmaburarpan B utazmata. Ciienn OT IpyTy METabOIUTH C€ YCTAaHOBSIBAT CaMO C BUCOKOYYBCTBUTEITHH
aHATUTUYHA MeToau. JlaburaTpan ce eTMMUHUPA TJIABHO B HEIPOMEHEH BHJI C ypUHATA C
npudmm3uTenHa ckopoct 100 ml/min, chOTBETCTBAIA HA CKOPOCTTA HA TIIOMEPYITHA (DUITPALIHSL.

Enumunupane
[Tna3MeHUTE KOHIICHTPAIMK HA Ta0UraTpaH MOKa3BaT OMEKCIIOHCHIIMAJICH CIal ChC CPElIeH

TEPMHHAJICH MTOYKUBOT 11 Yaca mpwu 3IpaBu MHAWBUIN B CTap4ecka Bh3pacT. Ciex MHOTOKPaTHO
TprIarafne ce HabJrojaBa TEPMUHAIICH TTOTYKUBOT O0K0JIO 12-14 gaca. [1omyKUBOTHT € HE3aBHUCHUM OT
no3ata. [1omyKuBOTHT € yABIKEH, ako ObOpeyHaTa (yHKIHSI € HapyIIIeHa, KaKTO € MOKa3aHo B
tabmuna 30.

CrernaaHy onyJaanuu

bvbpeuna Hedocmamvynocm

B npoyuBanus ¢daza I excniosunusita (AUC) Ha maburatpas ciie MEPOpaaTHo IPUIOKEHUE Ha
JaburatpaH eTeKCHIaT € MPUOIU3UTEITHO 2,7 MBTH MT0-BUCOKA MPH BH3PACTHH JOOPOBOIIIH C YMEPEHA
0b0peuna HegocraTbuHOCT (CrCL Mexay 30 u 50 ml/min), oTkoIKOTO TipH Te3u O6e3 OhOpedHa
HEJO0CTAaThYHOCT.

[Ipu mansk Opoii Be3pacTHH A0OpoBOIILH ¢ TexkKa ObOpeuna HenoctaTbuHOCT (CrCL 10-30 ml/min),
excnozunusTa (AUC) Ha naburarpas e npuOJIN3UTETHO 6 TBTH [T0-BUCOKA, a IOITY>KUBOTHT
MPHUOIM3UTETHO 2 IBTH MO-IBJIBI OT HAOJIOJaBaHUTE B MOMyJialus 0e3 0bOpeyHa HeJJOCTaThYHOCT
(Bx. Toukn 4.2, 4.3 u 4.4).
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Tadoauua 30: Iloay:KMBOT HA 00K TA0UTATPaH MPH 3APABY UHAMBUIM M MHIMBUIHU C
HapylieHa 0bOpeYHa GyHKIHA.

Crop ;;?If;al;ljil(:lh/l(%)l‘ygig) Hata Cpenen reomerpuueH (gCV%; rpaHUIH) MOTYKUBOT
[ml/min] [h]
>80 13,4 (25,7%; 11,0-21,6)
>50-< 80 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2 (15,3%; 21,6-35,0)

JIOTBITHUTETHO, EKCIIO3UINATA Ha JaburaTpan (Hal-HUCKA U TTMKOBA) € OIlEHEHA B €IHO
MPOCIEKTUBHO, OTKPUTO, PAaHAOMU3UPAHO, (PAPMAKOKMHETUYHO MPOYYBAHE MPH MAIUSHTH C HEKJIAITHO
npencbpaHo MbxaeHe (NVAF) ¢ Texxko Ob0pedHo yBpexaane (OrpeIeneHo KaTo KpeaTHHHHOB
kiupbHC [CrCl] 15-30 ml/min), mosy4aBaiiy gaduraTpad eTeKcuiaT 75 mg aBa IbTH JHEBHO.

To3u pexxuM e TOBEI 0 Hail-HUCKa CpefiHa reoMeTprudyHa KoHIeHTparus 155 ng/ml (gCV 76,9 %),
M3MEpeHa HEMOCPEICTBEHO MPEe/IU MPUIOKEHUETO Ha CIIe/IBalaTa /103a, U JI0 IIMKOBa CpeHa
reomerpryuHa KoHreHTparus 202 ng/ml (gCV 70,6 %), n3mepena aBa 4aca cie]| IPUIOKEHUETO Ha
MOCTIeTHATA J103a.

KnupbHCBT Ha Taburatpad upe3 XeMoIualiu3a € U3CIe/IBaH MPH 7 Bh3PACTHH MAIlMEHTH C TEPMUHAITHA
0b0peuna HegocraTbuHocT (ESRD), 6e3 npenchpaHo mbxacHe. [luanu3ata € mpoBecHa ChC

700 ml/min auanu3eH 1eOUT, MPOABIKUTEIHOCT YETHPH Yaca U CKOpOCT Ha KpbBHUS Tok 200 ml/min
wi 350-390 ml/min. ToBa Bonu 10 oTcTpansBane choTBeTHO Ha 50 % 10 60 % OT KOHIIEHTpaIUATa
Ha naburarpad. KoJm4ecTBOTO Ha BEMIECTBOTO, OTCTPAHEHO Ype3 JUali3a, € MPOMOPIUOHATHO Ha
CKOPOCTTa Ha KPBBHUS TOK, IPU CKOPOCT Ha KpbBHUA TOK 110 300 ml/min. AHTHKOAryIaHTHATA
aKTUBHOCT Ha Ia0UraTpaH HaMmalsiBa C HaMaJsBaHe Ha TIa3MeHuTe KoHIeHTparun u OK/D]]
Bpb3KaTa HE € 3acerHaTa OT MpoLeaypara.

Menunanata Ha CrCL B RE-LY ¢ 68,4 ml/min. [Tourn monoBunara (45,8%) ot namuenTure B RE-LY
umat CrCL >50-< 80 ml/min. [Tamenture ¢ 660pedno yBpexaane B ymepeHa creneH (CrCL mexy
30 u 50 ml/min) umat cpeano 2,29 nbty U 1,81 BT MO-BUCOKA TUIa3MEHA KOHIICHTPAIIUS, CbOTBETHO
MIPEH U CIIe] IPUEM Ha JI03aTa Ha Ja0uraTpaH, B CpaBHCHHE ¢ MAIMEHTH 0e3 ObOpPEeUHO YBpEKaaHe
(CrCL >80 ml/min).

Menunanara va CrCl B mpoyuBaneto RE-COVER e 100,4 ml/min. [Tpu 21,7 % oT nanueHTure e
nmaino 060peuno yBpexxaane B jieka creneH (CrCl > 50-< 80 ml/min) u npu 4,5 % ot 1x — 060peyHo
yBpexkaane B ymepeHa crerneH (CrCl mexay 30 u 50 ml/min). [Tauuentute ¢ 650peyHO YBpeKaaHe B
JIeKa U yMEpPEeHa CTEIEH ca UMaJld B CTAIlMOHAPHO ChCTOSIHUE CHOTBETHO CpeHo 1,8 mbTH U 3,6 mbTH
[10-BUCOKH IJIA3MEHH KOHLIEHTPALXH NPeIu MPUIOKEHUE Ha 103aTa JadUraTpad B CpaBHEHHUE C
naruerTute ¢ CrCl >80 ml/min. Cxoxgau croitHocTr Ha CrCl ca ycranoBenu B RE-COVER 11

Mennanara Ha CrCl B mpoyuBanusita RE-MEDY u RE-SONATE e cvotrBetHO 99,0 ml/min u
99,7 ml/min. IIpu 22,9 % u 22,5 % ot mammentute croitHocTuTe Ha CrCl ca > 50-< 80 ml/min, a mpu
4,1 % n 4,8 % ot tax CrCl e mexxay 30 u 50 ml/min B npoyuBanusita RE-MEDY u RE-SONATE.

Hayuenmu 6 cmapuecka gv3pacm

Crnenuduaan GpapMakOKHHETHYHH MTpoydIBaHUs (aza | mpu manueHTy B cTapuecka Bb3pacT IMOKa3BaT
yBemmuenwue oT 40 1o 60 % na AUC u moBeue ot 25 % Ha Cpax B CPaBHEHHE C MIIQAH MAITUEHTH.
EdekTsT Ha BB3pacTTa BHPXY SKCIO3UIMATA Ha TAOUTATpaH € MOTBBPACH oT mpoyuBaHeTo RE-LY ¢
okoJi0 31 % mo-BUCOKO HHMBO Ha Hail-HHCKAaTa KOHIICHTPALKS 32 UHJIUBU]IU > 75 TOJUHU U C OKOJIO
22 % mo-HUCKO HUBO Ha Hall-HUCKAaTa KOHIIEHTPAIUs IPU HHIUBUAMN < 65 TOAMHN B CPAaBHEHUE C
WHJMBHIA MEXIY 65 u 75 roqunu (Bxk. Touku 4.2 u 4.4).
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Yeprodpobro Hapyuierue
He ce naGmromaBa mpoMsiHa B €KCIIO3HIFSTA HAa JaburaTpad npu 12 Be3pacTHU MAIMEHTH ¢ YMEpPeHa
yepHoApoOHa HepocTtaThyHOCT (Child Pugh B) B cpaBHenue ¢ 12 kontponu (Bx. Touku 4.2 u 4.4).

Tenecno meano

Haii-arckure KoHIIEHTpamu Ha naduratpas ca okoso 20 % mo-HUCKY NpH BH3PACTHU MAIUEHTH C
tesecHo Terno > 100 kg B cpaBrenue ¢ 50-100 kg. Muo3unctsoto (80,8 %) OT MHIUBUANTE ca B
kareropusra > 50 kg u <100 kg, 6e3 ycraHoBeHa sicHa pa3nuka (Bx. Touku 4.2 u 4.4). [Ipu Bb3pacTHH
MAIMEHTH C TeecHO Tero < 50 kg KJIMHUYHUTE JaHHU Ca OTPaHHYCHU.

Lon

Excrnio3uiusita Ha akTHBHOTO BEILIECTBO B IIPOYyYBaHUATA 32 MbpBUYHA npeBeHIus Ha VTE e okoino
40 % no 50 % mo-BHCOKa NPHU NAIMEHTH OT *KEHCKU MOJI, HO HE CE MPENnopbyuBa KOPEKILKs Ha J03aTa.
IIpu nanueHTUTE C MPEACHPAHO MBXKACHE, MALUEHTUTE OT XKEHCKHU oI ca uMaiu cpeaHo 30 %
MO-BUCOKHM CTOMHOCTH Ha Hali-HUCKa U MOCT-/1030Ba KOHLIEHTpalus. He ce n3uckBa KOpeKIus Ha
nmo3ata (BK. Touka 4.2).

Emnuuecku I’ZDOMS’)COO

Hsmva xnmuHUYHO 3HAYUMHA MCXKAYCTHUYCCKU pa3jindusd MEXKIY MallMCHTH OT €BPOIICUaHAaTa paca,
nanucHTH C a(l)pO—aMepI/IKaHCKI/I, JIATUHO-aMCPUKAHCKHU, AMTOHCKU 1 KUTaNCKHU mpousxon mo
OTHOIICHUEC HA (l)apMaKOKI/IHCTI/IKaTa u (l)apMaKO,Z[I/IHaMI/IKaTa Ha I[a6I/Il"anaH.

Illeouampuuna nonynayus

[Ipu nmepopaliHo MprITOKEHUE HA Ja0UTAaTPaH ETEKCUIIAT, CIIOPE] ONPECIICHUS B IPOTOKOJIA
aNTOPUTHM 3a JJO3UpaHe, EKCIIO3UIIHATA € B paMKHUTE Ha Ta3W, HAOJII01aBaHa IIPY BB3PACTHH C
DVT/PE. CoopHaust aHanu3 ot (apMaKOKMHETUYHU AaHHU OT npoyuBanusta DIVERSITY u
1160.108 mokasBa, 4e CpeAHUTE TEOMETPUYHN Hal-HUCKU eKcro3unuu ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml crotrBeTHO 1pu 0 10 < 2-roauntHu, 2 1o < 12-roxummau u 12 1o < 18-rogumHu
nenuatpyuyHu namnueHTu ¢ VTE.

DapMaKkOKMHETUYHU B3aUMOJICHCTBUS

In vitro IpOy4YBaHHUs 3a B3aMMOJICHCTBUATA HE MMOKA3BAaT MHXUOWPAHE WM WHIYIMPaHe Ha TJIaBHUTE
n30eH3UMH Ha iuToxpoM P450. ToBa ce MOTBBPIKIaBa OT i1 Vivo MIPOYUYBAHUS C YYACTUETO HA 3J[PaBU
JI0OPOBOJIIIM, KOUTO HE TIOKAa3BaT B3aUMOJICHCTBHE MEXK Ty TOBA JICUCHUE U CICTHUTE aKTUBHU
Bemectra: aroppactatu (CYP3A4), nurokcuH (B3anMOACHCTBUE C TpaHCTIOPTHUS P-gp) u
nukiaodenak (CYP2C9).

5.3 IIpeakJMHUYHU JAaHHH 32 0€30MACHOCT

Hexnuananure JaHHHU HC IIOKa3BaT ocobeH PHUCK 3a XOpa Ha bazaTa Ha KOHBCHIIMOHAJIHUTEC
Q)apMaKOJ'IOFI/I‘lHI/I MMpoOy4YBaHUA 3a 6e3OHaCHOCT, mpoy4BaHHud 3@ TOKCUYHOCT IIPpU MHOT'OKPATHO
nmpujarane 1 rcHOTOKCHYHOCT.

Edexrure, HabmogaBaHu B IPOYYBAHUATA 32 TOKCUYHOCT IPH MHOTOKPATHO NPUJIATaHE, C€ IBJDKAT
Ha 3acuieHus papmakoguHaMU4YeH eeKT Ha faburarpaH.

Edekr Bppxy dhepTriuTeTa npu )KEHCKH KUBOTHU € HaOo1aBaH 1o (opmara Ha HaMalsIBaHe Ha
Opos Ha UMIUTaHTAIIMKUTE U TOBUIIIABaHE HA MPeIUMIUIaHTAIIMOHHUTE 3aryou npu no3a 70 mg/kg
(5-xpaTHOTO HUBO Ha IUIa3MEHA CKCIIO3UIIMS NPU NarueHTH). [Ipu 1031, KOUTO ca TOKCHUYHH 3a
maiikure (5- 10 10-kpaTHOTO HMBO HA TUIA3MEHA EKCIIO3UIHS TIPU TTAIMEHTH ), TIPU MIBX0BE U 3alIH ce
Ha0JIF0/1aBa HAMAJIABAHE HA TEJIECHOTO TETJIO U )KU3HECIOCOOHOCTTA Ha (peTyca, 3ae/JHO C MOBHUIIIABAHE
Ha (eTaTHUTE BapHaluy. B npeHaTaqHUTe U OCTHATATHUTE IPOYYBAHUS € HAOJII0JaBaHO
MOBHILIABaHe Ha (heTaIHATAa CMBPTHOCT MPH JI03H, KOUTO Ca TOKCUYHU 3a MaiikuTe (1032,
CHOTBETCTRAIA HA 4 TTHTH MO-BUCOKO HUBO Ha MIa3MEHa EKCIIO3UIIUS OT HAOIOAaBaHOTO MPU
TAIACHTH ).
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B exno mpoyuBaHe 3a IOBEHIIIHA TOKCHYHOCT IPH IUTHXOBE OT mopoaa Wistar CMbpTHOCTTA €
CBBp3aHa ChC CHOUTHS Ha KbPBEHE MPHU MOAOOHN HHMBA Ha €KCIIO3UITHUS, IPH KOUTO € HabIrogaBaHo
KbPBEHE IIPU Bb3PACTHHUTE )KUBOTHHU. CUUTA Ce, Y€ KAKTO MPU B3PACTHHUTE, TAKA U TPU MITAJTUTE
TUTHXOBE CMBPTHOCTTA € CBhP3aHa ChC 3acHiicHaTa (hapMaKoJIOrHYHA aKTUBHOCT Ha Jaburatpad BbB
BpPB3Ka C YIPXHIBAHETO HA MEXaHWYHH CHJIM 110 BpeMe Ha MIPUJIaraHeTo U TpeTupaHero. /lanaure ot
MIPOYYBaHETO 32 FOBEHWIHA TOKCHYHOCT HE ITOKa3BaT HUTO MOBUIIIEHA YYBCTBUTEIHOCT KbM TOKCHYHHU
MPOSIBU, HUTO TOKCUYHOCT, CIICIIM(IYHA 32 FOBSHIIHHU KUBOTHH.

JBIarocpoyHnTe TOKCUKOJIOTMYHH MPOYYBAHMS NIPH TUTHXOBE M MHIIKY HE TTOKA3BaT JaHHU 32
TYMOPOT€HEH MOTeHIMa Ha fadurarpan g0 Makcumanau go3u 200 mg/kg.

JaburatpaH, akTHBHATA YacT OT JadUraTpaH eTeKCUIIaT MEe3UJIaT, € yCTOWYHB B OKOJIHATA Cpea.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 CHoucbk Ha IOMOLIHHUTE BeHIECTBA

KancysaHo cbabpkumMo

Bunena kucenuna (E334)
Xunpomenosza (E464)

Tank (E553b)
Xunpokcunponuiernynosa (E463)
Kpockapmenosza narpuii (E468)
Marnesues creapat (E572)

CrcTaB Ha KancyJiara
TuranoB nuokcun (E171)
Xumnpomenosa (E464)

YepHo meyaTHO MacTUIIO
[emnax (E904)
IIponmtenriukoi (E1520)
UYepen xenezen oxcua (E172)
Kammer xumpokcuna (ES25)

6.2 HecbBmecTuMoOCTH
Henpunoxumo
6.3 Cpok Ha roaHOCT

3 roguHU
byrunka: Cnen mepBo orBapsiHe: 60 qHI

6.4 Chnenuananm yca0BHs HA CbXpaHeHHe

Ha ce cexpanssa mox 30°C

6.5 Buau chabp:kaHue HA ONIAKOBKATAa

OPA/Al/cymmuten PE-PET/Al/PE 6muctepn, cpawpkammu 10, 30, 60, 100 u 180 TBbpAM Karcynu B

KapTOHCHA KYTHUA.

OPA/Al/cymmuten PE-PET/Al/PE nepdopupanu 6muctepu ¢ equHAYHE 103U, chabpxkamm 10 x 1,
30x1u60x1,100x 1u 180 x 1 TBEpAa Kancya B KAPTOHEHA KYTHS.
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ITomumponuineHoBa OyTHIIKA ChC 3alIMTEHA OT Jela 3amyainka, Chabpkama 60 TR Karcyiu B
KapTOHEHA KyTHSI.

He Bcuuku BUIOBE OMAaKOBKK MOTraT Ja ObJaT MyCHATH Ha Ta3apa.
6.6 CroenuajJHU NpeaNna3sHu MePKH MPH U3XBbPJIsIHE

Hewnsnon3sanust JICKAPCTBEH MPOAYKT WM OTHAABYHUTEC MAaTCpUAJId OT HETO TpSI6Ba na C€ U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHHUTC N3UCKBaHMU.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6* Planta

Barcelona, 08039

Hcnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIHOTPEBA

EU/1/22/1665/007
EU/1/22/1665/008
EU/1/22/1665/009
EU/1/22/1665/010
EU/1/22/1665/011
EU/1/22/1665/012
EU/1/22/1665/013
EU/1/22/1665/014
EU/1/22/1665/015
EU/1/22/1665/016
EU/1/22/1665/026

9. JATA HA ITbPBO PA3ZPEITABAHE/IIOJHOBSBAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewmaBane: 26 mait 2023 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa nHOpManus 3a TO3M JCKAPCTBEH MPOAYKT € MPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
arcHIMs 1o JiekapcTeaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Haburatpan erexcunar Accord 150 mg TBBpau Kancyiu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besika TBBpa Karcynna Chabpika Jaduratpal eTeKCUIIaT ME3UIIaT, EKBUBAIEHTEH Ha 150 mg
naouraTtpan erekcuiat (dabigatran etexilate).

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTEC BCIUICCTBA BHXKTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpaa Karcymna (kamncyma).

Karcyna pa3zmep 0 (mpubnusutenno 22 x 8 mm) ¢ 0510 HEIPO3pavHo Karnaue ¢ oTneyaTano ,,MD“ u
0510 HETIPO3PAYHO TSIO0, C OTIEYATAHO ,, 150 ¢ UepHO MacTHIIO, ChIbpKAIlA CMEC OT OEJIH JI0
CBETJIOKBITH TIEJICTH U CBETIOKBIT FPaHyJIaT.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHU MOKA3AHUS

[IpeBeHmys HAa MO3BUCH MHCYIT U CUCTEMEH eMOOIM3bM IIPY Bb3PACTHU MALUEHTH C HEKJIAITHO
npencepaHo mbxaeHe (NVAF) ¢ ennn uin noBede puckoBH (haKTOPH, KaTO IPEAIIECTBAI MO3bUEH
WHCYJT WM Tpexo/iHa ucxemuuHa araka (TIA); Bb3pacT > 75 roaquHy; chp/iedHa HEAOCTaThYHOCT
(xmac mo NYHA >II); 3axapen nua0eT; XUnepToHusl.

Jleuenue Ha npaO0ka BeHo3Ha TpoMO03a (DVT) u Genonpoden embonusbm (PE), kakTo u npeBeHIus
Ha peuuuBy Ha DVT u PE npu Bp3pacTHU NaliieHTH.

Jleuenue Ha BeHO3HU TpoMOoemOonunu crouTus (VTE) u npesenuus Ha peuuanBupamu VTE npu
NEeAUATPUYHU MALMEHTH OT paXXJaHETO /10 Mo 18-roauiiHa Bb3pacT.

3a cp00pa3eHu ¢ Bb3pacTTa J030BH POPMHU BIDKTE TOUKA 4.2.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

gO?»H[}OBKa

Jlaburatpan erekcuinar Accord TBBP/IM KarCyJil MOKE Jia CE M3MO0JI3Ba IIPU Bh3PACTHU H
MeANAaTPUYHU MAllMEHTH Ha 8§-TOAMIIHA Bb3PACT WU TO-TOJIEMH, KOUTO Ca CIIOCOOHH J1a TIOTIIBIIAT
Karcynute nenu. pyru nekapctBeHu GpopMu MoraT Jia ObAaT Mo-MOIXOISIIN 32 TPUIOKEHHNE Ha Ta3H
TMOITYJIAIMs KaTO OOBHUTHU TPaHyIIH, KOUTO MOXKE Jla C& U3IIOJI3BAT IIPH Jela 1Mo 12-ToauiiHa Bb3pacT,
aKo Te ca CIIOCOOHM Ja TIOTIIBINAT MeKa XpaHa. [[pyru nekapcTBeHU (OpPMHE KaTo Mpax U pa3TBOPUTEIN
3a repopajieH pa3TBoOp TpsiOBa Ja ce M3MOJ3Ba caMo MPH Jela Ha Bb3pacT noA 1 roauHa.

Koraro ce npeMHrHaBa OT €JHa JICKAPCTBCHA (bopMa Ha JIpyra, MOXe 11a € H606X0}_II/IMO Ja ¢ MPpOMCHU

no3ata. Jlozata, mocoueHa B TabynIlaTa 3a 103MpaHe 3a ChOTBETHATA JIeKapcTBeHa (opma, TpsiOBa 1a
Cce MpeJINIcBa Bb3 OCHOBA HA TEJIECHOTO TEIJIO U Bh3PacTTa Ha JICTETO.
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Ilpesenyus na mo3vuen uHCyim u cucmemen emooauzom npu evipacmuu nayuenmu ¢ NVAF ¢

eOuH unu nogeue puckoeu gpaxmopu (SPAF)

Jeuenue na DVT u PE, kakmo u npesennyusa na peyuoueu na DVT u PE npu é¢v3pacmnu

nauyuenmu (DVT/PE)

IIpenoprunTenauTe 103U HaduraTpad eTekcunar mpu nokazanusata SPAF, DVT u PE ca mokaszanu B
Tabnuna 1.

Taoauna 1:

[Ipenopbku 3a no3upokara npu SPAF, DVT u PE

IIpenopbka 3a no3upoBKaTa

[IpeBeHnMs HA MO3BYCH UHCYJT M CUCTEMCH
eMOOITU3bM MPU BH3PACTHU MMAITUCHTH C
NVAF ¢ eaun wiy moBede pucKoBH (pakTopu
(SPAF)

300 mg maburaTpaH eTeKCHIaT, IPUEMaHH KaTo ¢aHa
Karcyna ot 150 mg aBa mbTH JTHEBHO

Jleuenune na DVT u PE, xakto u npeBeHIus
Ha peuuauBu Ha DVT u PE npu Bb3pactHu
naruedt (DVT/PE)

300 mg naburarpaH eTeKCUIIAT, IPUESMAaHH KaTo eHa
Karcysa ot 150 mg aBa WbTH JHEBHO, CIIE JICUCHHE C
TapeHTepaieH aHTUKOATYJIaHT B MIPOIBIDKCHHUE Ha
Hal-MajKo 5 JHM.

Ilpenopvusa ce namanaeane Ha 0ozama

[Tauuentu Ha BB3pacT > 80 roguHu

[TarmenTH, KOUTO MpUEMAT CHITHTCTBAIIO
BeparmaMmmi

JuaeBHa no3a 220 mg maburarpaH eTeKcuiar,
pueMaHa Kato enHa karcyna ot 110 mg nBa meTu
JTHEBHO

Tpaoea 0a ce 06cvou namanagane na
oozama

[TannenTtu Ha BB3pacT Mexay 75-80 roguHu

[Naruentu ¢ ymepeHo OBOPEYHO YBpEKIaHE
(CrCL 30-50 ml/min)

IManueHTH ¢ racTpuT, €30(aruT WK
ractpoesogareaneH pedurykc

Jpyru nanyeHTy ¢ MOBUIICH PUCK OT
KbpBEHE

Tps6Ba ma ce nuzbepe nueHa mo3a 300 mg wm 220 mg
naburarpaH eTekcuiar, 0a3upaiku ce Ha
VHAWBHIyaJTHATA OIICHKA HAa TPOMOOEMOOIMYHHIS PUCK
W pPUCKa OT KbPBEHE

3a DVT/PE npenopbkara 3a npuiarade Ha 220 mg qaburarpad eTeKCHIIaT, IPUEMaHN KaTo eaHa
karicysa ot 110 mg aBa mbTH JHEBHO, CE OCHOBaBa Ha (papMaKOKMHETHYHH U (hapMaKOJUHAMHIHU
aHAJIN3M U HE € IPOyYBaHa B KIIMHUYHHU ycloBUsl. Buxkte no-nomy u Touku 4.4, 4.5, 5.1 u 5.2.

B ciryqaii Ha HETTOHOCHMOCT KBM JaOHWTaTpaH eTeKCHIIAT MaIueHTUTE TPsIOBa ga ObaaT
WHCTPYKTHPAHU J1a Ce KOHCYJTHPAT BEIHATA C JICKYBaIIHs CH JIeKap, 3a Jia Obe mpepueTo
MPUEMITUBO AITEPHATUBHO JICYCHUE 32 TIPEBEHIUSA Ha MO3bUEH HHCYJIT U CUCTEMEH EMOOIII3bM,
aCOLIMMPAHHU C TPEACHPIHO MBbxeHe, win 32 DVT/PE.

Ouyenka na bvopeunama QyHKyUs npeou U no epeme Ha Je4eHuemo ¢ 0aducamparn emeKkcuiam

IIpu BcHuKky TTAIUEHTH U 0COOCHO B cTapuecka Bb3pacT (> 75 romuHu), T KaTo ObOPEIHOTO
YBpEXKJIaHEe MOXKeE Jla € YECTO CPEIAaHO B Ta3U Bh3pacToBa IpyIa:

IIpenu 3amouBaHe Ha JIeUCHHE ¢ JaburaTpad eTekcwiaT Op0peunara GyHKmus TpsOBa ga Obae
OIICHEHA Ype3 U3UHcisBaHe Ha kKpearnHUHOBHs KimpbHC (CrCL), 3a 1a ce M3KIIF0YaT MaueHTH
¢ Tex)kko 0b0peuno yBpexxaaHe (T.e. CrCL < 30 ml/min) (k. Touku 4.3, 4.4 1 5.2).
brOpeunara dyHkIus TpsOBa a Obe OIICHEHA CHINO U MPU CHBMHEHUS 3a BJIOIIaBaHE Ha
O0bOpevHaTa QYHKIUS 110 BpEME Ha JICUCHHETO (HATp. XUIIOBOJIEMUS, IEXUAPATAITHSL, U IIPH
CBHITBTCTBAIIIA YIIOTpeOa Ha HIKOH JIEKAPCTBEHU MPOIYKTH).
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JlomrbTHUTETHA M3MCKBAHMS TIPY TAIMEHTH C JIEKO JI0 yMEPEeHO ObOPEeYHO yBpEeXKIaHE U MPH

MalMeHTH Ha Bb3pacT Haj 75 TOJIUHMU:

. ITo BpeMe Ha neueHue ¢ qadurarpad eTekcuiaT ObopedHara QyHKIMs TpsOBa na Obe
OIICHSIBaHA HA-MaJIKO €JIMH ITbT TOJIUIITHO WU TT0-YECTO, IIPH HEOOXOIUMOCT, B ONPEICICHU
KIIMHUYHU CUTYaIllH, KOTaTO UMa CbMHEHUS, 4ye ObOpeuHaTa PyHKIMS MOXKE J1a Ce TIOHIKU WIIN
Jla ce BIIOIIH (HAIp. XUITOBOJIEMHSI, AeXUApATallHs, KaKTO U [P ChIIBTCTBAIA yIOTpeda Ha
HSIKOW JIEKAPCTBEHU MIPOIYKTH).

MeToabT, KOHTO TpsiOBa J1a ce U3IOII3Ba 3a olieHKa Ha ObOpeunaTa Gyukuus (CrCL B ml/min), e
metoasT Ha Cockcroft-Gault.

IIpoovaxcumennocm Ha ynompeda

[IpoawsmxurennocTTa Ha ynotpebara Ha nadburarpan erekcunat rnpu nokazanusita SPAF, DVT u PE e
noKa3aHa B Tabnuna 2.

Tadauua 2: IlpoabkuteaHocT Ha ynorpeda npu SPAF u DVT/PE

MMokazanune | IpoaABEKUTETHOCT HA YHOTpeda

SPAF JleuenneTo TpsOBa Aa € ABITOCPOYHO.

DVT/PE [IpoaBpKUTETHOCTTA Ha JICUCHHETO TPSIOBaA J1a ce Onpenens HHAUBUAYAIHO CIIE]
BHUMATEJIHA OIICHKA Ha M0JI3aTa OT JICYEHUETO CIPSIMO PHCKA OT KbpBEHE (BIXK.
Touka 4.4).

KpartkocpodHo seuenue (Haii-Maiako 3 Mecera) TpssOBa Ja ce mpoBexkaa IMpu
HaJIM4Me Ha IPEXOIHU PUCKOBH (PaKkTOpH (HAImp. CKOPOLIHA XUPYPriUyHa Orepawus,
TpaBMa, 00€3BIKBAHE), a O-MIPOABIDKUTEIHO JIeUeHHE — IIPU TPaHU PUCKOBU
¢axropu nnu unuonarnyaa DVT unu PE.

Ilponycrnama 0osa

IIponycHara 103a qaburatpaH eTEKCHIAT MOXKE Jla ce pueMe 10 6 yaca mpeau cieaBaiaTa
npeznucana g03a. [Ipu mo-mMajako ot 6 yaca [0 BpEMETO Ha CIIEABAIIMS IPUEM, TIPOITyCHATATA 1034 HE
TpsiOBa J1a ce mpuema.

He tps6Ba ma ce mpuema aBoiiHa 7034, 3a 1a ¢€ KOMIICHCHUPAT MPOIYCHATUTE WHANBUIYATHH TO3H.

Ipexpamseane na npuema na dabueampan emexcuiam

JlegenueTo ¢ qaburaTpaH eTeKCHIAT HE TPSOBa Ja ce MPEeKheBa 03 JeKapcKu chBeT. [laruenTure
TpsiOBa Ja OBAAT MHCTPYKTHUPAHHU Ja CE CBBPIKAT C JISKYBaIIH JIeKap, aKO Pa3BUAT CTOMAIIHO-UYPEBHU
CUMITOMH, KaTo AUCIencus (Bx. Touka 4.8).

Ipomsna na nevenuemo

[IpemuHaBaHe OT J€UeHHUE C JaOUTATPaH ETEKCUIIAT KbM MMapeHTEepalICH aHTUKOATyJIaHT:
[IpenopbuBa ce n3uakBane oT 12 yaca cien mocieHaTa 103a MpeaAn MPEeMUHABAHE OT Na0uraTpaH
eTeKCIIaT KbM MapeHTEPATICH aHTUKOATYJIaHT (BXX. Touka 4.5).

[IpeMuHaBane OT JieueHHE C MapeHTepaicH aHTUKOAryJaHT KbM Ja0UraTpaH eTeKCHUIar:
[lapeHTepalHUAT aHTUKOATYJIaHT TPsIOBa /1a ce MPeKbCHE U Ja ce 3amouHe qaburatpad erexkcunat 0-
2 yaca mpenu yaca, Ha3HA4eH 3a IPHEMAHEeTO Ha CJIeBaIlaTa 103a OT aITEPHATUBHOTO JIEKAPCTBEHO
CPEICTBO, WIIM MPH MIPEKpaTsIBaHe Ha JICYEHHETO, B CIIydall Ha HEMPEKbCHATO JicueHHe (Harp.
HedpakuuoHupad naTpaBenoseH xenapud (UFH) (Bx. Touka 4.5).

[IpemuHaBaHe OT JeUeHNE ¢ JaOUTAaTpPaH eTEeKCHIIAaT KbM aHTaroHucTH Ha BUTaMuH K (VKA):

MowmeHThT Ha 3aniouBane Ha VKA Tps6Ba na ce kopurupa cupsimo CrCL kakrto ciensa:

o CrCL > 50 ml/min, npuembT Ha VKA Tps6Ba 12 3ano4ne 3 AHU Npeau NPeKbCBaHETO Ha
JmaburatpaH eTeKCUiIaT
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o CrCL > 30-< 50 ml/min, mpuemsbT Ha VKA TpsiOBa f1a 3anoyne 2 JHU Opean NPEKbCBAHETO Ha
JlaburaTtpaH eTeKCHUIaT

Toii KaTO 1abUraTpaH €TEeKCHIIAT MOKE JIa TIOBIIMSIE HA M €XKIyHAPOIHOTO HOPMAJIH3UPAHO
cootHomeHue (INR), INR mie orpasu mo-godpe epexra Ha VKA ensa cien ciupaHeto Ha nadburarpan
eTeKCUIIaT 3a Hai-manko 2 qau. Jlororasa, INR cToliHocTuTe TpsiOBa Ja ce THIKYBAT C BHUMaHHE.

[IpemunaBane ot neuenne ¢ VKA kbM 1aburatpat eTeKcuiar:
[Mpuemsbt HAa VKA TpsiOBa na ce npeyctanoBu. JlaburarpaH eTekcHiIaT MOXe Jla ce TIpuiiara BeiHara
oM INR e < 2,0.

Kapouosepsuo (SPAF)
IMareHTHTE MOTAT JIa IPOABJIKAT IIPHEMa Ha Ja0buraTpaH eTeKCHIIAT IO BpeMe Ha KapIHOBEP3HO.

Kamemwvpua abrayus na npedcvpono mvicoene (SPAF)

IIpu marmeHTH Ha JIedeHUe ¢ qadurarpad erekcmiar 150 mg aBa IbTH THEBHO MOJXKE Jia CE MTPOBEJIC
KateThpHa abnarus. He ce Hanmara npekbcBaHe Ha JICUCHUETO C TaOUTaTpaH eTeKCmIaT (BxK.

Touka 5.1).

Hepxymanna koponapua unmepsenyus (PCI) coc cmenmupane (SPAF)

[TanuenTH ¢ HEKTAMHO MPEACHPIHO MBXK/EHE, KOUTO ca moanoxkeHu Ha PCI cbe cTeHTHpane, Morat
Jia ObaAT JIGKYBaHU C TaOWTaTpaH €TeKCHIAT B KOMOWHAIINS C TPOMOOIIUTHU aHTHATPETaHTH, CIIE]T
KaTo ce TIOCTUTHE XeMocTa3a (BX. Touka 5.1).

Crneyuannu nonyrayuu
Cmapuecka 6v3pacm
3a mpoMeHH B [103aTa IPH Ta3W MOITyJIalus BIbKTe Tabawma 1 mo-rope.

Iayuenmu c puck om Kvpgene

ITanmenTH ¢ TIOBUIIICH PUCK OT KbpBeHE (BXK. Touku 4.4, 4.5, 5.1 u 5.2) TpsibBa ma 6b1aT CTPOTO
KJIMHAYHO MOHUTOPHpPaHH (CJIeeHe 3a MPU3HaLY Ha KbpBeHe 1 aneMus1). Kopurupane Ha no3ara
TpsiOBa J1a ObJie peleHo 0 YCMOTPeHHEe Ha JIeKyBallus JIeKap, cliell OLleHKa Ha ChOTHOLICHUETO
110J133/PUCK 3a KOHKPETHHS MmanueHT (BxkK. Taduuia 1 no-rope). Koarynamnnonen tect (Bxk. Touka 4.4)
MOXe J]a IOMOTHE 33 WICHTH(UIpaHe Ha MAIIMEHTHTE C TIOBUIICH PUCK OT KbPBEHE, IPHYMHEH OT
NpeKoMepHa eKCo3ulus Ha fadburarpad. Koraro ce ycTaHOBH peKoMepHa eKCIIO3ULUS Ha
naburatpaH, MpH MAMEHTH ¢ BUCOK PHUCK OT KbpBEHE, CE MPENophyBa MpHUjlarane Ha HamajeHa J103a
220 mg, mpueMaHa kaTo enHa Karncyia 110 mg nBa ety AHEBHO. [Ipu mosiBa Ha KITMHUYHO 3HAYUMO
KBbPBEHE JICUEHHETO TPsIOBa Ja ce MPEKbCHE.

ITopaau MOBUIICHUS PUCK OT CTOMAIITHO-YPEBHO KbPBEHE IPH MAIUECHTH C TaCTPUT, €30(aruT Win
ractpoe3odaruaneH pedrykc MoXe Ja ce OOMICITN HaMalsiBaHe Ha Jio3aTa (BX. Tabnuna 1 mo-rope u
Touka 4.4).

Bvopeuno yepescoane
JleyeHueTo ¢ JadUraTpaH eTeKCUIIaT IPH MAMeHTH ¢ TeXKKO ObOPEUHO yBpEKIaHEe
(CrCL < 30 ml/min) e npoTrBOMOKa3aHo (BXK. Touka 4.3).

He e HeoOxoammo KopurupaHe Ha Jo3aTa IIpH NAlMEHTH C JIEKO ObOpEedHO yBpeKaaHe

(CrCL 50-< 80 ml/min). IIpu nanmenTu ¢ ymepena 6s0peuna negocrarbyHocT (CrCL 30-50 ml/min),
MpenopbBUUTENHATA 1032 JaburaTpad erekcmiar € cbimo 300 mg, npuemanu kato 1 kancyma 150 mg
IIBa I'bTH AHEBHO. BBIIpeku TOBa, IpH MAllMEHTH C BUCOK PUCK OT KbPBEHE TPsiOBa fa ce 00OMHCIN
HaMaJIsIBaHe Ha Jlo3aTa naburarpad erekcmwiar 1o 220 mg, mpuemMaHu karo enHa karcyna 110 mg nsa
O'BTH THEBHO (BX. TOUKHU 4.4 1 5.2). BHUMaTeTHO KIIMHIUYHO HAOMI0IeHHE ce IPEenophyBa Mpu
MAIUEeHTH ¢ OBOPEUHO YBpEKIaHE.
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Cvnvmemsawa ynompeba Ha 0abueampan emexcuiam u ciadu 00 ymepeny uHXubumopu na
P-enuxonpomeuna (P-gp), nanp. amuooapor, XuHuOUH Uil 8epanamii

He e HEOOX0IMMO KOpHUTUpPaHE Ha J103aTa MPH ChITHTCTBAILO MPUIOKEHUE C aMUOIAPOH FUTH XUHUIUH
(Bx. Toukn 4.4, 4.5 1 5.2).

[IpenopbuBa ce HaMasABaHE Ha 103aTa IPU NMALMEHTH, KOUTO IIpUeMaT ChIIbTCTBAILO BeparaMui (BX.
tabmuua 1 no-rope u Touku 4.4 u 4.5). B TakpB ciydail jaburatpaH eTeKCUiIaT U BeparnaMul TpsioBa
Jla ce IIpyeMar I10 €JHO U ChII0 BpeMe.

Tenecno meeno
He ce nanara xopurupaHe Ha j03ata (BX. TOYKa 5.2), HO c€ MPernophYBa BHUMATEITHO KIIMHUYHO
HaAOJII0JICHHUE MTPH MAIUSHTH C TeaecHo Tero < 50 kg (Bxk. Touka 4.4).

Tlon
He ce nanara kopurupane Ha g03arta (BX. Touka 5.2).

Heouampuuna nonynayus
Hsma choTBeTHA ynoTpeba Ha qaburaTpaH eTeKCHIIAT B eJUaTpHYHATA TTOIYJIAIHS 33 TIOKa3aHUETO
NPEBEHIIMSI Ha HHCYIIT U CUCTeMeH eMOonu3bM Mpu naiueHTd ¢ NVAF.

Jleuenue na VIE u npesenuusn na peyuousupawu VIE npu neouampuunu nayuenmu

[Ipu neuenne Ha VTE npu neauaTpuyHy NalMEHTH JICYSHUETO TPIOBa 1a ce 3all0YHE CJIE] JICUCHHE C
MapeHTepalicH aHTUKOATyJIAaHT B MPOJIBIDKCHIE Ha Hai-Manko 5 qau. [Ipu npeBeHus Ha
petmauBupamu VTE neueHuero TpsOBa /1a ce 3aovHe ClIe] MPEAX0THO JICUSHHE.

JlaburaTpaH eTeKCHJIaT KancyJM TPs0Ba Ja ce IpueMart ABa IbTH JHEBHO, ¢/IHA 71033 CYTPHH U
eJIHa J103a Beuep, NPUOIIM3UTEIHO 110 €THO U CHIIO0 BPEME BCEKH JieH. IHTEpBaIbT MEXKIY TO3UTE
Tpsi0Ba J1a € KOJIKOTO ce MOXe 1mo-01m30 10 12 daca.

HpeHOp’BLII/ITeJ'IHaTa J03a ):[a61/1ranaH CTCKCWJIAT KaIlCyJii CC OIPEACIId Bb3 OCHOBA HA TCIICCHOTO
TCIJIO U Bb3PAaCTTa Ha IMAUCHTA, KaKTO € IIOKa3aHO B Ta6m/1ua 3. I[osaTa TpH6Ba Ja C€ KOpurupa Bb3
OCHOBaA Ha TCJICCHOTO TETJIO U Bb3pacTTa.

3a KOM6I/IHaI_[I/II/I OT TCTJIO U Bb3PaCT, KOUTO HC Ca TIOCOUCHU B Ta6nnuaTa 3a JO3UPAHEC, HC MOKC a CC
IMpe€aoCTaBu MpPEIIOpHKa 3a 103UPaHE.

Tabanna 3: EanHnyHy ¥ 001IM JTHEBHHU 1031 JA0MIraTpaH eTeKCHJIaT, B MUJIMIpaMu (mg),
CIOpe] TeJIeCHOTO TerJio B kuiaorpamu (Kg) u Bb3pacTra Ha NalfueHTa B TOAUHU

Kom0uHanum TerJio/Bb3pact Enunnyna no3a OO0ma 1HeBHA 1032

TerJio B kg Bu3pacT B ronunn B g B mg
11 mo <13 8 10 <9 75 150
13 o <16 8 mo <11 110 220
16 no <21 8 no <14 110 220
21 mo <26 8 no <16 150 300
26 no <31 8 no <18 150 300
31 mo <41 8 no <18 185 370
41 no <51 8 mo <18 220 440
51 no <61 8 mo <18 260 520
61 mo <71 8 mo <18 300 600
71 no <81 8 mo <18 300 600
>81 10 o <18 300 600

EnvHuuHM 1034, M3UCKBAILM KOMOUHALIMY OT ITOBEYE OT €/1HA KalcyJa:

300 mg: nBe karncynu 150 mg unu

YETHPH Kancyiu 75 mg
260 mg: enHa xarcyna 110 mg mrroc exna karcyna 150 mg uimm

emHa xarcyna 110 mg iroc aBe Kancynu 75 mg
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220 mg: kato ase Karcymu 110 mg
185 mg: KaTo eIHa Kamcyia 75 mg mioc exra karncyia 110 mg
150 mg: KaTo efHa Kancyna 150 mg unu

JIBE Karcyau 75 mg

Ouyenka na 6vbpeunama GyHKyus npeou U no epeme Ha Je4eHUemo

[Ipenu 3amouBaHe Ha JTEUSHUETO TPSAOBA Ja CE OTPEJIENIA H3UUCIIEHATa CKOPOCT Ha TIIOMEpYJIHA
¢dunrpanus (eGFR) o ¢popmynara Schwartz (MeToabT, M3M0JI3BaH 3a OlICHKA HA KpeaTHHHHA, TPsOBa
Jia Ob/ic MPOBEPEH B MECTHATA JIA0OPaTOPHSL).

JlegenneTo ¢ qaburaTpaH eTEKCHIAT € MPOTHUBOIIOKA3aHO MPH NeauaTpudHu nanuenTn ¢ eGFR
<50 ml/min/1,73 m? (Bk. Touka 4.3).

[Maumentr ¢ eGFR >50 ml/min/1,73 m? TpsOBa ja ObAaT JEeKyBaHH C 103a ChIIIACHO Tabuma 3.

[o Bpeme Ha eyenueTo ObOpeuHaTa QPyHKIMS TPAOBa Ja ce OLCHsIBA IIPH ONPEIEICHU KIMHIYHH
CUTYyalluH, KOraTo IMa CbMHEHUS, ue ObOpeyHara GyHKIHS MOXKE Ja c€ TIOHM)KH WIIH Jja C€ BIIOIIH
(Hamp. XUMOBOJIEMHS, ICXHJIPATAINs, KAKTO U IIPU CHITBTCTBAIIA yIIOTpeOa Ha OnpeielieHN
JIEKapCTBEHU MPOJYKTH H AP.).

Ilpoovicumennocm na ynompeba
[IpoabIKUTETHOCTTA Ha JICYCHHETO TPSIOBA Jla ce OINpeeis MHAUBUIYATHO B 3aBUCHMOCT OT
OIICHKATa MOJI3a/PUCK.

Ilponycnama 0osa

[IponycHarta no3a qaburaTpaH eTeKCHIAT MOXKeE Jia ce MpreMe 110 6 yaca Ipeau cieaBaiaTta
npeanucana go3a. [lpu ocraBamy mo-Maako ot 6 4aca 10 CileABallys IpueM, MpoIycHaTaTa 103a He
TpsiOBa Ja ce mprema.

B HukakbB ciaydail He TpsiOBa Aa ce mpueMa JBOWHA /1033, 32 J1a ce KOMIIEHCHPAT IPOITyCHATHTE
WH/IMBHTyaJTHU JIO3H.

IIpexvceane na newenuemo ¢ dabueamparn emekculam

JleuenueTo ¢ qabUraTpaH eTEKCHIAT He TPIOBa J1a ce MPEKbCBa 0€3 KOHCYITAIUS C JIeKap.
IManuenTHTe WK OOTPYXKBAIIUTE TH JIMIA TPAOBA 1a ObJAT HHCTPYKTHPAHH J]a CE CBBPIKAT C
JIeKyBaIIHs JIeKap, aKo MAIHEeHTHT Pa3BUe CTOMAITHO-YPEBHU CUMITTOMH, KaTo JAUCTICTICUS (BXK.
Touka 4.8).

IIpomsna na neyenuemo

[IpemuHaBaHe OT JeUeHUE C JaOUTATPaH ETEKCUIIAT KbM MMapeHTEepalICH aHTUKOATYJIaHT:
IIpenopbuBa ce na ce nzyaka 12 yaca cien nocjaenHaTa /1o3a npeau MpeMUHABaHe OT Ja0uraTpaH
eTeKCIIaT KbM MapeHTEePATICH aHTUKOATyJIaHT (BK. Touka 4.5).

[IpemMuHaBane OT JieueHHe C MapeHTepalieH aHTHUKOAryJaHT KbM JaOuraTpaH eTeKCHIaT:
[TapeHTepamHUAT aHTHKOATYJIAHT TPsIOBA 71a ce IPEKbCHE U J1a CE 3al04He JaburarpaH eTekcuaar 0-
2 yaca Tpe/iu Yaca, OIpeielieH 3a PUIIOKESHUETO Ha ApEeHTEPATHHS aHTHKOATYJIaHT, WK TIPU
npeKpaTsBaHe Ha JICYEHHETO, B CIydail Ha HEPEKbCHATO JieueHue (Hanp. HepaKunOHUpaH
untpasenoszeH xenapud (UFH) (Bx. Touka 4.5).

[IpemuHaBaHe OT JeUeHHE ¢ JaOUTAaTpaH ETEKCUIIAT KbM aHTaroHucTH Ha BUTamMuH K (VKA):
[TamuenTure TpsOBa na 3amouHat npuem Ha VKA 3 nHU npean MpeKbCBaHETO Ha Ja0uraTpan
eTeKCuIaT.

Tbit kaTo maburaTpaH eTEKCHIAT MOXKE Ja MTOBJIMSAC Ha MEKAYHAPOIHOTO HOPMATU3UPAHO
cpotHomeHue (INR), INR mie orpasu no-godpe epexra Ha VKA ensa cien ciupanero Ha nadburarpan
eTeKcuIar 3a Hait-manko 2 qau. Jlororaa, INR cToiiHocTHTE TpsiOBa 1@ ce THIKYBAT C BHUMaHHE.

IIpemunaBane ot neuenne ¢ VKA kbpM qaburatpaH eTekcuiar:
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IIpuemsT Ha VKA TpsiGBa 1a ce mpeycTanoBu. JlaburaTpan eTeKCHiIaT MOXKe Jia ce Ipujiara BeaHara
oM INR e < 2,0.

Hauwn Ha npunoxenue

To3u JilekapcTBEH MPOAYKT € 3a MEePOPATHO MPHIOKCHHUE.

Kamncynure Morart J1a ce mpreMart che win 0e3 xpaHa. Karcynute TpsiOBa Jja ce MOTIIBINAT [ENH C Yaia
BOJIa, 32 J1a C€ YJIECHHU JIOCTUTAHETO MM JI0 CTOMAaxa.

[MarmenTure TpsiOBa ja OBJAT HHCTPYKTUPAHU JIa HE OTBAPSAT KaICyJiaTa, Thil KaTo TOBA MOXE Jia
MTOBUIIIHM PHUCKa OT KbpBEHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIporuBomokaszaHus

o CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WIIM KbM HIKOE OT IIOMOIIIHUTE BEIIECTBA,

n30poeHu B Touka 6.1

Texko 660peuno yBpexaane (CrCL < 30 ml/min) npu BB3pacTHH NAlUEHTH

eGFR < 50 ml/min/1,73 m? npu ne1uaTpUYHK MALUECHTH

AKTUBHO KJIMHUYHO 3HAYUMO KbPBEHE

Jle3ns uiM ChCTOSIHUE, KOCTO €€ OMpe/esis KaTo 3HAYUM PHCKOB (haKTOp 3a TOJIIMO KbPBEHE.

ToBa MOke 1a BKIIFOUBA HACTOSIIN MIIM CKOPOILTHH CTOMAITHO-YPEBHHU Pa3s3BIBaHUs, HATMINE

Ha 3JI0Ka4eCTBEeHH HOBOOOpa3yBaHMA C BUCOK PUCK OT KbPBEHE, CKOPOIITHO MO3BYHO WITH

rpBOHAYHO HapaHsIBaHE, CKOPOITHA MO3bYHA, TPHOHAYHA HIIM OYHA XHPYPTrUYHA HHTCPBEHIINS,

CKOPOLIHA BbTPEeUEPEIIHa XeMOpAarusi, U3BECTHU WM BEPOSITHU BapuIM Ha XPaHOIPOBOAA,

apTEepUOBEHO3HH MalihOPMaIIH, ChJIOBA AaHEBPH3MH WITU TOJIEMU BHTPErPhOHAYHU HITH

BBTPEMO3BYHU ChJIOBH aHOMAIIUH

o ChIbTCTBANIO JICYCHUE C HAKOU JIPYTH aHTUKOATYJIAHTH, HAIp. HepaKIIMOHUPaH XeNnapuH
(UFH), xemapuHu ¢ HICKO MOJIEKYJTHO TETJIO (€HOKCaNapyH, JaJITEapuH U Ap.), TIPOU3BOJAHU
Ha xemnapuHa ((poHIAmapuHYyKC U JIp.), AHTUKOAryJaHTH 3a IEPOPATHO MPUIOKeHHe (BapdapuH,
puBapokcabaH, arukcabaH 1 Jip.), OCBEH B CIICHU(QUYHH ycIOBUs. ToBa ca cirydaute Ha
NPOMsIHA Ha aHTUKOAryJIaHTHOTO JieueHue (Bxk. Touka 4.2), koraro UFH ce npunara B n1o3u,
HEOOXOIUMH 32 MOATbPIKAaHE HAa OTBOPEH LICHTPAJICH BEHO3CH WIN apTepHajieH KaTeThp, HIIH
korato UFH ce mpunara mo BpeMe Ha KaTeThbpHa a0Janys Npy NPEeAChPAHO MBKICHE (BXK.

TouKa 4.5)

o UYepHOoIpoOHO YBpEXIaHe UIH YEPHOAPOOHO 3a00JIsIBaHE, 3a KOETO CE OYaKBa /1a UMa
OTpakeHHE BBPXY IPEKHUBIEMOCTTA

. ChIIbTCTBALIO JICYCHUE CHC CICTHUTE MOIIHH P-gp HHXHONTOPHU: KETOKOHA30JI, IUKIOCTIOPHUH,

UTPAKOHA30JI, TPOHEJAPOH 1 KOMOWHANMATA ¢ PUKCUPAHU JI03H TIIEKapeBUP/TUOPEHTACBHP 3a
CHCTEMHO IpUJIoKeHue (BX. Touka 4.5)
. CopaeyHH KJIamHU MPOTe3H, N3UCKBAIIM aHTUKOAryJIaHTHO JiedeHHe (BX. Touka 5.1)

4.4 ChoenuajaHu mpeaynpeskaeHus U Mpeana3Hil MePKH NpU ynorpeda

XeMoparuieH puck

Jlaburatpan erekcuiar TpsiOBa Ja ce mpuiara ¢ MOBUIIEHO BHUMAHUE MIPU ChCTOSHUS C TIOBUIIICH
PUCK OT KbPBEHE WJIH MIPH CHITHTCTBAINA YyIIOTpeda Ha JIEKAPCTBEHH MPOAYKTH, TIOBIHSBAIIN
XeMocTa3aTa uype3 HHXHOUpaHe Ha TpoMOonuTHaTa arperanud. [1o Bpeme Ha TepanusTa KbpBeHE MOXKE
Jla ce MOsIBM HaBCsAKb/e. [Ipy HeodakBaH CIajl Ha XeMOTJIIO0MHA W/WIIH XeMaTOKPHUTA, WITH CIIaj] Ha
KPBBHOTO HaJIsIraHe, TpsiOBa Ja ce M3BBPILY MPETTIe] 32 yCTaHOBSIBAaHE MACTOTO Ha KbPBEHE.

[Ipu BB3pacTHY MaIUEHTH B CIIyYad Ha )KUBOTO3aCTPAIIABAIO MM HEKOHTPOJIMPAHO KbPBEHE, KOTaTO
€ HeoOXoIMMO ObP30 HeyTpaIM3UpaHe Ha aHTHUKOATYJAaHTHUS eeKT Ha JaburatpaH, MOXe Ja ce
M3I10JI3BA CIIEIU(PUIHOTO HEYTPATU3UPAIIO CPEACTBO uaapynusymad. EpukacHoctra u
0e30macHOCTTa Ha HAApyLHM3yMad He ca YCTAaHOBEHH IPH MeIUaTPUYHU NaleHTd. JJaburaTtpan Moxe
Jia ObIe OTCTPaHEH MOCPENCTBOM XeMoauanu3a. [Ipu Bb3pacTHH MalMeHTH Ca BH3MOXKHH JIPYTH
OIIIMY KaTO MU3IOJI3BaHE Ha MPSCHA IIsU1a KPBB WM MPSICHO 3aMpa3eHa Iia3Ma, KOHIICHTpaT Ha
KoaryJnanuoHHU (akTopy (aKTMBHpaH WK HEaKTUBUPaH), pekoMOuHaHTeH (akTop VIla win
TpOMOOIIMTHA Maca (BX. ChIIO Touka 4.9).
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B xiMHWYHY W3MUTBaHUS JaOUTaTpaH eTeKCHIIaT Ce CBhP3Ba C MO-BUCOKH HHUBA HA TOJIIMO CTOMAIITHO-
gpeBHO (CH) kbppBeHe. [loBuiieH pruck ¢ HaOII0AaBaH IpH MMAIIUCHTH B CTapUecka Bb3pacT

(= 75 ronunn) npu cxema Ha npwiarane 150 mg aBa mbTH JHEBHO. pyru puckoBu GakTopH (BX.
ChIIO Tabnuua 4) BKIIOYBAT CHITBTCTBALIO JICYEHUE C MHXUOUTOPU HAa TPOMOOIIMTHATA arperamus,
KaTo KJIIOMHUIOTPEN U alleTHICATHINIOBA KucennHa (ASA) miy HeCTepOUTHI MPOTUBOBB3NATUTEIIHN
cpenctea (HCIIBC), kakTo U HAIMUKMETO Ha €30(aruT, raCTPUT WK racTpoe3odareaicH pediykc.

Puckosu haxmopu

Tabnuua 4 0600masa pakTopuTe, KOUTO MOTAT Ja MOBUIIAT XEMOPArHYHHSI PHUCK.

Taoauna 4: (I)aKTopu, KOUTO MOraT ia MOBHIIAT X€MOParuiHuyd pUcCK.

PuckoB ¢akrop

dapMakoAMHAMUYHH ¥ KHHETHYHH (aKTOPH Br3pact > 75 rogunan
@DaxTopH, KOUTO MOBUINABAT IIJIa3MEHUTE HUBA | | 1aBHHU:
Ha Jaburarpas o YmepeHo 6B0peyHO yBpeKAaHE MPH
BB3pacTHH narueHTy (30-50 ml/min CrCL)
. Mormtau P-gp naxubuTopu (BX. TOUKH 4.3
n4.5)
. CbBMECTHO NpUiIarane Ha ciabu 1o

yMepeHu P-gp uaxubutopu (Hamp.
aMUOIapOH, BeparaMul, XHHUJIUH 1
TUKarpesop, BK. Touka 4.5)

Bropocrenennu:
o Hucko tenecHo Terio (< 50 kg) npu
BB3PACTHU MAIMCHTH
dapMakoAMHAMUYHH B3aUMOACUCTBHS (BIXK. ° ASA u npyru nHXUOUTOpPHU Ha
TouKa 4.5) TPOMOOIIMTHATA arperamus, KaTo
KITOTIHI0TPETT
o HCIIBC
. SSRI nnu SNRI
o Jpyru nekapcTBEHHU MPOIYKTH, KOUTO
MOTaT Jia HapymiaT XeMocTasara
3abonsBanus / mpoLELypH ¢ 0COOEH . Bpozenu wiv npugoOUTH HapyIIeHUs Ha
XEMOpParun4yeH pucK KoaryJjanusra
o TpomOouTONIeHNs WITH (QYHKIIMOHATTHA
TpoMOOUUTHH AeheKTH
. CkopolirHa OUOTICHS WK TOJISIMa TpaBMa
o Baxrepuanen eHmokapauT
o E3odarur, ractpur wim

racTpoe3odareaiicH peyke

ChIuecTByBaT OrpaHUYEHH JaHHU MPH Bh3pacTHH nanueHTH < 50 kg (Bx. Touka 5.2).

CoibTCTBaIIATA YHIOTpeOa HAa JadUraTpad eTeKCuinar u P-gp HHXUOUTOpH HE € MPOyUBaHa Ipu
TIeAMATPUYHY MMAIMEHTH, HO MOXE JIa YBEIIMYM PUCKA OT KbpBEHE (BXK. TOUKa 4.5).

Hpeéna&wu MepKu u osaaossane Ha XemopazudHus puckK
3a OBJIaAsABAHC HA YCJIOXXHCHUA C KbpPBCHC BHIKXTC CHIIO TOYKA 49,
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Oyenka na coOMHOUIEHUENO NOA3A/PUCK

HanuuueTo Ha nie3uu, 3a00J9BaHus, IpoLeaypy u/win Gapmakonorunddo euenue (kato HCIIBC,
tpoMOonmTHY aHTHarperanT, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEITHO YBETHUYABAT PUCKA OT
roJIIMO KbPBEHE, U3UCKBAT BHUMATEIHA OIIEHKA Ha ChOTHOIIEHUETO 10J13a/puck. Jladburarpan
eTeKCHIIaT TpsIOBa J1a ce JaBa caMo aKo I0JI3aTa Ha/IBUIIaBa PUCKA OT KbPBEHE.

Hanu4yanTe KTMHUYHY JaHHU 32 TIeIUATPUYHH MALIMEHTH C PUCKOBU (PaKTOPH, BKIIOUUTEIIHO
MAIMEHTH C aKTUBEH MEHUHTHT, eHIIeQallUT U BhTpeuepereH adciec (Bxk. Touka 5.1), ca orpaHHYEeHH.
ITpun TakuBa nanueHTH JabUraTpaH eTeKCcuIaT TpsiOBa Jja ce JaBa caMo ako OYaKBaHATa IMoJI3a
Ha/IBUIIIaBA PUCKA OT KbPBEHE.

Brumamenno knunuuno nadaooenue

[IpenoppuBa ce BHUMATETHO HAOIIOJCHUE 3a IPU3HALM HA KbPBEHE MM aHEMHS Ipe3 LEIHsl IEpUuo.]
Ha JIeueHHe, 0COOCHO aKO PHUCKOBUTE (akTOpH ca KoMOMHHMpaHH (BK. Tabnuua 4 no-rope). TpsiOBa na
ce BHUMaBa 0cOOEHO MHOT'0, KOTaTO Ia0UraTpaH eTeKCHUIIAT ce TpUilara ChI'lbTCTBAII0 C BeparamMull,
aMHOIapOH, XMHUJINH WM KIapuTpoMuIivH (P-gp HHXHOUTOPH) U 0COOCHO NpH MOsIBa HA KbPBEHE,
Hali-Beue Mpu MalHeHTH ¢ HaMalieHa Oh0pednHa (yHKIws (BXK. Todka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOJIOJICHUE 3a MTPU3HAIM HA KEPBEHE TIPH MAIEHTH, JICKYBaHH
cerpTeTBamio ¢ HCIIBC (Bx. Touka 4.5).

Ipexvesane Ha neuenuemo ¢ 0abueampan emekcuiam
[TanueHTHTE, KOUTO Pa3BUAT OCTpa OBOPEUHA HEOCTATHUHOCT, TPSOBA JIa TIPEYCTAHOBST MPHEMa Ha
nmaburaTpaH eTekcuiar (BXK. ChIIO Todka 4.3).

Koraro ce nmosiBu TeXK0 KbpBEeHE, TPsAOBa /1a ce MPEKPaTH JEUEHUETO, Ja Ce U3CJIe/(Ba IPUYMHATA 32
KBPBEHETO W NIPU BH3PACTHU MAIIEHTH MOKE JIa c€ OOMHUCIIN PUIIOKEHHE Ha CIIEHU(PUIHOTO
HEyTpaIH3UPAIIo CpeAcTBO (naapynm3ymad). E¢ukacHocTTa 1 6e30macHOCTTa Ha HAapynn3ymMab He
ca yCTaHOBEHHM IPH NeIUaTPUIHH NanueHTH. Jlaburatpan Moxxe na Ob/1e OTCTpaHEeH MOCPEACTBOM
XEMOJIMaNIN3a.

Ynompeba na unxubumopu na npomonnama nomna

Moxe na ce 0OMHUCIIN IPUIIOKEHHE Ha MHXUOUTOP Ha nmpoToHHaTta nommna (PPI) 3a npesennus na CY
kbpBeHe. [Ipy nenquarpuynn nanyeHTy TpsOBaA Aa ce ceaBaT NPenopbKUTe, OMMCAHN B KpaTKaTa
XapaKTepUCTUKA Ha IPOIYKTa HA CHOTBETHUS HHXUOUTOP HA IPOTOHHATA IIOMIIA.

Jlabopamopnu Koazyrayuonnu napamempu

Brnpeku ge To3u JeKapcTBEH MPOIYKT 10 MPUHITAI HE H3UCKBA PYTHHHO MOHHUTOPHpPAHE Ha
AHTHUKOATYJAIVTA, OTIPEIEISTHETO Ha CBhp3aHaTa ¢ JaburaTpaH aHTUKOATyJIaIus MOXe J1a ObIe OT
T10J13a 332 YCTaHOBSIBaHE Ha IPEKOMEPHO BHCOKA SKCIIO3MIIMS Ha Ta0UraTpaH Npy HAIMYKME Ha
JOTTBTHATETHA PUCKOBU (haKTOPH.

Tpom6uHOBOTO Bpeme upe3 paspexaane (dTT), ekapunoBoro Bpeme Ha cbeupBane (ECT) u
AKTUBHPAHOTO MapHHaiIHO TpoMmOomiacTuHOBO BpeMe (aPTT) moraT na mpeaocTaBAaT nosie3Ha
nH(OpMALHS, HO pe3yNTaTHTEe TPSIOBa Ja ce THIKYBAT C IIOBHIICHO BHUMAHUE MOPAIH
BapraOMIIHOCTTA MEXKIy TECTOBETE (BXK. Touka 5.1).

TecThT 3a ompeneisiHe Ha MEKIYHAPOAHOTO HOPMAJIM3UPaHO ChoTHOIIeHKE (international normalised
ratio, INR) He e Ha/ie)K/IeH TP MMAIUSHTH Ha JICYEHHUE ¢ Ta0UTaTpaH eTeKCUIIAT M UMa JIOKJIa[BaHH
cirydau ¢ ¢ammuBo nosoxutenHo nosuineHue Ha INR. 3aToBa INR tecroBe He TpsiOBa na Ob1aT
MIPOBEKIAHH.

Ta6JII/II_Ia 5 moka3Ba Hal-HUCKUTE paroBe Ha KOAryJallMOHHUTE TECCTOBC IPU Bb3PAaCTHU MAlITUCHTH,

KOUTO MOTaT J1a ObJaT CBbP3aHH C TIOBUIICH PUCK OT KbpBeHe. ChOTBETHUTE MTPAroBe MpH
e MaTPUIHN TAIMEHTH He ca U3BECTHH (BXK. Touka 5.1).
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Taoauna 5: Haii-Hucku nparose Ha KOaryJalluOHHUTE TECTOBE IPU Bb3PACTHA NMALIUCHTH,
KOMTO MOraT Ja 0baaT CBBbP3aHHU C MNOBUIIICH PUCK OT KbPBECHE.

TecT (Hali-HHUCKA CTOWHOCT) [Tokazanue
SPAF u DVT/PE
dTT [ng/ml] > 200
ECT [x-reTH HaJ ropHATa rpaHuIla Ha HOpMaTa] >3
aPTT [x-'bTH HajA ropHaTa rpaHHIla HA HOpMaTa] >2
INR He 1psiOBa na ce npoBexaa

Ynorpeba Ha GUOPHHONUTHYHY JCKAPCTBEHU NPOIYKTH 32 JICYEHHE HAa OCThD MCXEMHYCH HHCYIT
Ynorpebara Ha GUOPUHOTUTUYHY JIEKAPCTBEHH MPOLYKTH 32 JICYEHHUETO HA OCTBP UCXEMHUYECH HHCYIIT
Moxe Ja ce 00cbau, ako croiiHoctute Ha dTT, ECT wim aPTT He HagBuIIaBat ropHaTa rpaHuia Ha
Hopmara (ULN) ciopen MecTHATE pedepeHTHH TPAHMIIN.

XUPYPrUYHH OTICPAIMH U UHTCPBEHITHH

[pu nanyeHTH, NprieMaIy 1aduraTpal eTeKCUIIaT, KOUTO ca IO/IJI0KEeH! Ha XUPYprudHa
WHTEPBCHITUS WM UHBa3WBHU TPOLIEAYPH, CHIECTBYBA PHCK OT KbpBeHe. [1o Ta3u nmpuinHa
XUPYPTrUYHUTE MHTEPBEHIIMK MOTAT J]a HaJoXaT BPEMEHHO MPEKpaTsIBaHe HA MPUEMAHETO Ha
JlaburatpaH eTeKCHar.

[TaruenTrTe MoOTraT @ MPOIBIDKAT MPUEMa Ha Ta0UraTpaH eTeKCHIIAT, KOraTo ca MOJUI0KEeHU Ha
KapanoBep3no. He ce Haymara mpekbCcBaHe Ha JISYEHUETO ¢ nadburatpan erekcwiat (150 mg nBa mbTu
JIHEBHO) TIPY TAIIMEHTH, MOJIOKCHH HA KaTEThPHA a0Jalis Ha IPEACHPAHO MBXKICHE (BK. Touka 4.2).

Heobxomumo e moBUIIeHO BHUMaHUE, KOTaTO JICYSHHETO BPEMEHHO Ce MPEKPaTH MOpaIn
WHTEPBEHITUH U CE MPEMophiBa MOHUTOPHUPAHE Ha aHTHKoarynamnusaTa. [Ipu nammenTn ¢ 00peuna
HEJIOCTAaTHFYHOCT KIMPHHCHT HA JaOUTaTpaH MOXKE J1a MIPOIBIDKA MO-IBIT0 (BXK. Touka 5.2). ToBa
TpsIOBa Jla ce B3eMe MpeIBU I IIPeIn BCsKa Ipollenypa. B TakuBa ciydyan KoaryinaldoHEH TecT (BK.
Touku 4.4 1 5.1) MOXe ja TOMOTHE J1a ce ONpeAesH JJaJId BCe Ollle UMa HapylIeHHe Ha XeMOCcTa3ara.

Cnewnu xupypeuunu onepayuu uiy HeonioiCHu npoyeoypu

[IpuembT Ha MaburaTpaH eTekcuat TpsOBa Aa ObJle BpEMEHHO MpeKpaTeH. AKO € He00X0uMo ObP30
HEYTpalIM3UpaHe Ha aHTUKOATYJIAHTHHS eEeKT, MOXKE J1a Ce U3IT0J3Ba CIICIU(PUIHOTO
HEYTpaJIM3HUPAILO CPEACTBO Ha Aaburarpan (Maapyiu3ymad) 3a Bb3pacTHHU manueHTH. EQukacHocTTa
1 0€301MacHOCTTa Ha uaapyu3ymMad He ca yCTaHOBCHH MPH NIAMATPUYHY manueHTH. Jlaburarpan
MoXe Jja ObJie OTCTPAHEH MOCPEICTBOM XEMOINAIN3A.

[Ipu npeycraHoBsiBaHE Ha TepanusTa ¢ Ja0UraTpaH NalMEeHTHTE ca U3I0KEHH HAa TPOMOOTHYEH PHUCK,
CBBP3aH C OCHOBHOTO MM 3a0oisiBaHe. JleueHneTo ¢ raburarpaH eTeKCuiaT MOXKe J1a ce Bb30OHOBU
24 gaca ciesl MpUIOKEHUE HA HIAPYIIM3yMa0, ako MAIMEHTHT € KJIMHUYHO CTAOWIIEH U € TOCTUTHATA
aJIeKBaTHa XeMOCTa3a.

Xupypeuunu onepayuu/unmepseenyuu npu NOOOCHPY CbCMOSHUS

IIpuembT Ha maburaTpaH eTekcuiar TpsiOBa BPEMEHHO 1a ce mpekpatu. [1o Bb3MOXKHOCT,
XUPYprUYHATA ONIepallvs/UHTSPBEHIUS TPSOBA /1a Ce OTIIOKU JI0 M3MUHABAHETO HA Hail-Manko 12 Jaca
CJIeNl IpreMa Ha MoCcTIeIHaTa /103a. AKO XHUPYPTrUIHATa ONepamnus He MOXe J1a Ce OTIIOKH, ChIIIECTBYBa
TIOBHIIIEH PUCK OT KbpBeHe. 1031 pruck TpsOBa Ja ce OLIEHH! CIPSAMO CIIEIIHOCTTAa HA HHTEPBEHIIMATA.

Inanoea xupypeuuna onepayus

IIpu BE3MOXKHOCT, IPHEMBT Ha JaOWraTpaH €TeKCHIAT TPsIOBa /1a ce MpeKpaTn Hal-Manko 24 Jaca
MIpeId U3BBPIIBAHETO Ha MHBA3WBHA WX XHPYypruyHa rnpoueaypa. [Ipekparssane npuema Ha
JaburaTpaH eTeKcuiaar 2-4 THU Ipeay XUPypriudHa onepanus TpsOoBa 1a ce uMa NpeIBUI ITPH
MAIMEHTH C MOBUIIICH PHCK OT KbPBEHE WM B CIIy4all Ha TOJIIMA OTIepaIUs, IPH KOSITO MOXKE JIa €
HE0O0XOMMa MTBJIHA XEMOCTa3a.
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Tab6mmia 6 o6o01aBa MpaBMIIaTa 3a MpeKpaTsABaHe Ha IpHeMa MPEAr HHBA3UBHH WU XUPYPTUTHH
NpPOIIeypPH NIPU Bb3PACTHU MAIECHTH.

Ta6amna 6: IlpaBuia 3a npekpaTsBaHe HA IpHeMa NpeId HHBa3WBHY WJIN XUPYPrHYHHA
NpoueAypH NPU Bb3PACTHU NAUMEHTH
bropeuna [IpubnusurencH [TpuembT Ha HabUraTpaH eTeKcuiat TpsOBa aa ce cupe
byHKIUSA MOJTY’)KUBOT MIPeJIU TJIAHOBA XUPYPrUYHA ONIepanus
(CrCL B (qacose) Bucoxk puck ot xspBeHe i | CTaHTapTeH PUCK
ml/min) roJisiMa XUPyprudHa
orepanus
>80 ~13 2 THU TIPEABAPHUTEITHO 24 gaca peIBapUTEITHO
>50-< 80 ~15 2-3 IHUW IIpeIBApUTEITHO 1-2 mHYM MpeaBapUTEIIHO
>30-<50 ~ 18 4 MHU TIpEABAPUTEITHO 2-3 mHY MpeaBapUTEITHO
(> 48 gaca)

[IpaBuiiata 3a npekpaTsBaHe Ha MpUeMa MPeayd HHBA3UBHU WK XUPYPrUYHH POLECIYPU IPU
MeAMATPUYHY MMAUEHTH ca 0000IIeH: B Tabuia 7.

Ta6aunma 7: [IpaBuJa 3a npekpaTsiBaHe Ha MPUeMA NpPeId HHBA3MBHU WM XUPYPrUYHH
NpoueIypH NP NeIUATPUYHH MANUEHTH
brOpeuna pyHxms Cnupane Ha 1aburatpaH Mpeau IIaHOBa XUPYpPruyHa
(eGFR B ml/min/1,73 m?) onepanus
> 80 24 gaca IpeIBapUTEITHO
50 - 80 2 IHU MPEIBAPUTEIHO
<50 Te3u nanueHTH He ca Mpoy4YBaHH (BXK. Touka 4.3).

Cnunanna anecmesuﬂ/enudvpaﬂna anecmesuﬂ/ﬂww6aﬂna NYHKYUA
Hpoue;[yplxl KaTo ClIMHaJIHa aHCCTEC3MA U3UMCKBAT IIBJIHOLICHHA XCMOCTaTUYHA (byHKLII/IH.

PHCKBT OT CIMHAJICH WK EUAYPAIICH XeMaTOM MOJKE JIa C€ TIOBHINY IIPH CITydand Ha TPaBMATHIYHU
WJIM MHOTOKPATHU IyHKIIMHU | MIPY MPOIBIDKUTETHA yIIoTpeOa Ha enuaypainHu karerpu. Cien
OTCTpaHsSBaHE HA KAaTeTHP TPsOBA J]a MUHAT Hali-MaJIKO 2 Yaca MpeIu MPUIOKEHUETO Ha ITbpBaTa J03a
Jmaburatpad eTeKcuiaT. Te3n ManueHTH U3UCKBAT 9eCTO HaOIIF0IeHNEe 32 HEBPOJIOTHYHHN TIPH3HAIN U
CHMITTOMH Ha CTIMHAJICH WJIH MHUTypajieH XeMaToOM.

Ilocmonepamusna gpaza

Crnen vHBa3WBHATA MPOIIEAypa WM XUPYPTrUYHATA HHTEPBEHIINS JICUSHUETO ¢ JaburarpaH eTeKCcuiaT
TpsI0Ba J]a ce TOTHOBH/3aI0YHE Bh3MOXKHO Hal-CKOPO, TIPU YCIIOBHUE Y€ KIIMHUYHATA CUTYaIHs
MO3BOJISIBA U MMa a/ICKBAaTHA XEMOCTa3a.

Heob6xomumo e moBUIIEHO BHUMAaHHUE TIPY TAIIMEHTH C PUCK OT KbPBEHE WIIM MAIIMEHTH C PUCK OT
CBPBXEKCIO3UIIHS, 0COOCHO MalMeHTH ¢ HamalieHa 0bOpedHa QpyHKius (BXK. ChIno Tadbmmia 4) (BxK.
touka 4.4 u 5.1).

[TanueHTH ¢ BUCOK ONIEPaTUBEH PUCK OT CMBPTHOCT ¥ C BHTPEIIHU PUCKOBHU (haKTOpH 3a
TPOMOOEMOOINYHYU CHOUTHS

CrlmecTByBaT OTpaHUICHH JAaHHU 32 e(hUKACHOCTTA U 6€30MacCHOCTTa Ha MaburaTpaH eTeKCHiIaT Mpu
TE3W MAIMEeHTH U MOPau TOBa T¢ TPsOBa JAa ObJaT JIEKyBaHH C TIOBUIIICHO BHUMAHNUE.

UepHonpoOHO yBpexkI1aHE

[TanmenTH ¢ TOBUIIICHH YepHOAPOOHHN eH3uMu > 2 ULN ca M3KII0YeHN OT OCHOBHHUTE W3ITMTBAHUS.
HsMa HanM4eH TepareBTUYCH OMUT 3a Ta3u CyOIOmyanus OT MAIUSHTH U CJIEAOBATEIIHO MPHU Ta3H
NoMyJIalys yrorpedara Ha JaduraTpan eTeKCHIaT He ce penopbyBa. YepHoqpoOHO YBPEKIaHEe HITH
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4epHOPOOHO 3a00IIsBaHE, 32 KOETO CE OYaKBa Jla UMa OTPaKEHHE BhPXY MPEKUBSIEMOCTTA, €
MIPOTHUBOITOKA3aHO (BXK. Touka 4.3).

BsaumonetictBue ¢ P-gp uaaykropu

ChIbTCTBAIIOTO MPUIIOKEHUE HAa P-gp MHAYKTOpH ce 0YakBa Jja HOHWKH IUIa3MEHUTE KOHLICHTPALHH
Ha naburatpaH u TpsAOBa Aa ce n30srea (BK. TOuku 4.5 u 5.2).

HagI/IeHTI/I Cc aHTI/IShOCShOJII/IHI/IQCH CUHIAPOM

HupexTHo neiictamy nepopainu antukoaryiantd (DOACs), BKIIOUUTETHO JaburarpaH eTeKCHIIaT,
HE ce MPEenopbyBaT MPH MAlMEHTH C aHaMHEe3a 3a TPoM003a, KOUTO ca IUarHOCTHLUPAHU C
anTugochonununer cunapom. Ilo--cnennanHo npyu TpOXHONO3UTUBHY NALMEHTH (32 JIyIIyceH
AHTHUKOAryJaHT, aHTUKapAUOIUIIMHOBH aHTUTENA U aHTUTeNa cpelry Oera-2-rmuKonpoTenH [),
neuenneto ¢ DOACs Moxe aa Obie CBbP3aHO C IMOBHUIICHA YECTOTA Ha MOBTAPALIN C€ TPOMOOTUIHU
CHOWTHS B CPABHEHHUE C TEPANMATA C AaHTArOHUCT Ha BUTAaMHH K.

HNudapkr va muokapna (MM)

B npoyusanero RE-LY ¢aza III (SPAF, Bx. Touka 5.1) obriara yectora Ha FIM ¢ 0,82, 0,81 u

0,64 %/romuHa cbOTBETHO 3a nadburarpan erekcwiat 110 mg aBa METH JTHEBHO, Ja0UraTpaH
erexcmiar 150 mg 1Ba bTH JHEBHO U Bap(apyH — YBEIMUYCHUE B OTHOCUTEITHISI PUCK 3a Ta0uraTpaH
ot 29 % u 27 % B cpaBHeHue ¢ Bapdapu. HezaBrcrMO OT JIe4eHHETO, Hall-BUCOKUSAT a0CONIIOTEH
puck ot UM ce HabmionaBa B cleTHUTE TOATPYIIH, C IO00CH OTHOCUTENICH PUCK: MAIUCHTH C
npenuiieH M, naruerTy > 65 roquHu ¢ AuadeT Wil KOPOHApHA apTepraiiHa OOJIeCT, MAIUSHTH C
neBokamepHa Qpaknus Ha u3tiackBane < 40 % u nmarueHnTu ¢ ymepeHna 0b0peuna aucynkius. B
TIOTTBJTHEHNE TI0-BUCOK prck oT UM ce HaOIroaBa mpy MaueHTy, IpHeMaIiy ChIrbTCTBAmo ASA
TUTFOC KJIOTIMIOTPEIT MITH KIOMUIOTPEN CAMOCTOSITEITHO.

B tpute akTuBHO KOHTpOMMpanu npoyusanus ¢asa Il 3a DVT/PE ce cpobimaBa no-Biucoka 4ecToTa
Ha ciyvad Ha UM nipu maneHTuTe, nprueMaiiy 1aduratpal eTeKCHIIaT, B CpaBHEHHUE C T3,
npuemay Bapdapus: 0,4 % copsmo 0,2 % B kpatkocpounure npoyusanusi RE-COVER u
RE-COVER II u 0,8% cnpsimo 0,1 % B nearocpounoro nznutane RE-MEDY. VBennuenuero e
CTaTHCTUYECKH 3HAYUMO B ToBa npoyuBane (p=0,022).

B npoyusanero RE-SONATE, koeto cpaBHsBa maburarpas eTekcuiar ¢ mianedo, yectorara Ha UM e
0,1% npu nanMeHTuTe, MpueMaliy qadurarpad erekcuiar, u 0,2 % npu nalUeHTUTe Ha Iianeoo.

IMamuenTu ¢ aktnBHO oHkosornyHo 3aboisiBane (DVT/PE. VTE npu nennaTprysy HauyueHTH)

He ca ycranoBeHu epuikaCHOCTTa U 0€30MIACHOCTTA ITPH MAIUCHTH, CTPAJAIIU OT aAKTHBHO
oHkoJjioruuHo 3adonsBane 1 DVT/PE. lIma orpanuyenn gaHHM 3a e(hUKAaCHOCTTA M OE30MMacHOCTTa
TIPH MEANATPUYHY MAIUCHTH C aKTUBHO OHKOJIOTUYHO 3a00JIsIBaHe.

IlenmarpudHa oMy IaIs

[Ipu HAKOM eAUaTPUYHY MAIUEHTH ChC CTPOTO criennGuIHY 3a00IIIBaHMs, HATIP. MAIUEHTH ¢ OosecT
Ha THHKHTE YepBa, IPU KOUTO MOXKE JIa € 3acerHaTa abcopOnusTa, TpsOBa Ja ce 0OMUCIN
M3IIOJI3BAHETO HAa aHTHKOATYJIaHT, KOMTO ce Mpuiiara napeHTepaitHo.

Wndopmanus 3a IOMOIIHUTE BEIIECTBA
To3u ekapcTBEH MPOAYKT ChABPXKA Mo-Manko oT 1 mmol Hatpwmii (23 mg) Ha Karcyma, T.e MOXe Aa
ce KaXke, 4e MPaKTUUECKH HE ChABbPKa HATPUil.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrH (JOPMH Ha B3auMoelicTBHe

BzanMoielicTBHS ¢ TpaHCIIOPTEPH

Jlaburatpan erekcuiar e cyocrpar 3a eimykcHus Tpancnoptep P-gp. ChIrbTCTBAIOTO MPUIIOKEHUE
Ha P-gp naxubutopu (Bxk. Tabmua §8) ce ouaksa aa J0BE/E 10 TOBUIIICHN HHUBA HA TNIa3MEHATa
KOHIICHTpAITUs Ha 1a0uraTpaH.
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AKO HE ¢ TIpeNrucano APYyro, € HeOOXOAMMO BHUMATEITHO KIIMHUYHO HaOII0eHUE (CleAcHE 3a
NPU3HAIM Ha KbPBEHE W aHEMHS ), KOTaTo Ja0uraTpaH ce rmpujara ChbIIbTCTBAIIO ¢ MOITHH P-gp
uHXuOUTOpU. MOKe /1a ca HeOOXOIMMU HaMaJIsIBaHMsI Ha JI03aTa B KOMOUHaus ¢ Hiakou P-gp
uHXuOuTOpH (BXK. Touku 4.2, 4.3, 4.4 u 5.1).

Tabauua 8: B3aumogelicTBHsI ¢ TPAHCIIOPTEPH

P-gp unxubumopu

Cvnvmcemesawama ynompeda e npomueonoxasana (6sic. mouxa 4.3)

KeToxonazon Ketoxonazon nopumrasa TOTATHATE AUC ..o I Crax CTOMHOCTH Ha gaburaTpaH
ChOTBETHO 2,38 IbTH U 2,35 MBTH cleA eAMHUYHA NTepopaiiHa 1o3a 400 mg u
CHOTBETHO 2,53 mbTH U 2,49 IBTHU CJIeT MHOTOKPATHO ITEPOPATHO MPIIIOKCHIE
Ha 400 mg KeTOKOHA30J1 BEAHEXK JHEBHO.

Jponenapon [Ipu chbTCTBAIIO NPUIOKCHHUE HA TA0UTaTpaH €TeKCHIIAT U APOHEIAPOH
TOTATHUTE AUC)0 M Cpnax CTOMHOCTH Ha JaburaTpan ce yBeIu4aBaT CbOTBETHO
0KO0J10 2,4 IhTH ¥ 2,3 IIBTH CIIe]] MHOTOKpaTHO mpmioxkeHue Ha 400 mg
JIPOHEIAPOH JBA IIBTH THEBHO M CHOTBETHO OKOJI0 2,1 bTH ¥ 1,9 rbTH Ciien
equanyaHa 103a 400 mg.

Wtpaxonazoun, B®3 ocHOBa Ha pe3ynTaTHTe in Vitro MOXe a ce 0uakBa mojo0eH eekT, KakTo ¢
LUKJIOCIIOPUH KETOKOHA301.

I'nmexanpeup / | ChIbTCTBaIATa yIOTpeOa HA Ja0UTaTpaH €TSKCHIIAT ¢ KOMOMHALIUATA C
nmuOpeHTacBup | (PMKCHUpaHH J03u HA P-gp MHXHOUTOPUTE TIIeKalpeBUp/TUOPEHTACBHUP TOKa3Ba
yBeIIMYaBaHe Ha eKCIIO3UIUATA Ha TAaOUTaTpaH U MOXKeE J]a MOBHIIH PHCKA OT
KbPBCHE.

Cvnvmcemesawama ynompebda ne ce npenopvusd

Takponmmyc In vitro € yCTAaHOBEHO, Y€ CTETICHTAa HA MHXUOUTOPHHUS €EKT Ha TAKPOIUMYC
BBpPXY P-gp e momo06Ha Ha Ta3u, Habro1aBaHa PY UTPAKOHA30M U
nuKIocnopud. ChIIbTCTBALIOTO NPUIIOKEHHE HAa Aa0UraTpaH eTeKCHIAT C
TaKpOJIUMYC HE € MMPOYYCHO KIMHUYHO. BBIIPeKu TOBa, OTPaHMUYCHUTE KITMHHYHU
JaHHHU OT OpyTH P-gp cyOcTparn (eBepoamuMyc) mpearmoiarar mo-ciado
nHxuOupane Ha P-gp oT TakponumMyc, B CpaBHEHHE C HAOIII0JaBAHOTO MPH CHUITHH
P-gp naxuburopu.

Heobxooumo e nosuweno suumanue npu convmemeauja ynompeda (6sic. mouxku 4.2 u 4.4)

Bepanamun Koraro gaburarpan erexcuiar (150 mg) ce mpuiara ChI’bTCTBALLO C IEPOPAICH
Bepanamuil, Cmax 1 AUC Ha gaburaTpaH ce yBelIn4aBaT, HO CTETIEHTa Ha Ta3u
IPOMSIHA € Pa3JIniHa B 3aBUCUMOCT OT BpeMeTO Ha IipueMane u ¢popmara Ha
BepamnaMui (BX. Touku 4.2 u 4.4).

Haii-ronsiMoTo noBuiIaBaHe Ha €KCIO3UIMATA HA JaburaTpaH ce HabJoaaBa
IpU IIbpBaTa J103a Ha BepanaMuil ¢ He3a0aBHO 0CBOOOKAaBaHe, IPUETA €AUH
yac npeau npruema Ha qaburarpan erekcunat (yBenndaBaHe Ha Crax OKOJIO
2,8 et 1 Ha AUC oxo7o0 2,5 mbTH). EQexkThT nporpecuBHO HaMalsiBa pu
HPUIOKEHUE Ha opMaTa ¢ yIbDKEHO 0cBOOOKJaBaHe (yBenmyaBaHe Ha Cmax
okouo 1,9 metr 1 Ha AUC okos10 1,7 IbTH) WK TIPH TIPHIIOKEHUE HA
MHOTOKPaTHH 031 BepanaMui (yBenndaBaHe Ha Cpax OKOJIO 1,6 TBTH 1 HA
AUC okomnol,5 metH).

He ce nabmronaBa 3Ha4MMO B3aUMOJIEHCTBUE, KOTATO BEpariaMull ce pruemMa
2 yaca cien gaburatpat etekcuiar (yBennuaBaHe Ha Cmax OKOJIO 1,1 TbTH M Ha
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AUC oxkomno 1,2 metr). ToBa ce 00scHsIBa ¢ mbIHATa abcopOuys HAa Ja0UTaTpaH
cieq 2 yaca.

AmMuonapoH

Koraro naburarpan eTeKcHiIaT ce mpuiara ChI'bTCTBAIIO C CIUHHIHA
nepopainHa go3a 600 mg aMroapoH, CTENEHTa U CKOPOCTTa Ha abcopOIus Ha
aMHO/IapOH M Ha aKTUBHHS My MeTabonuT DEA 1o chiecTBo He ce IPOMEHSIT.
AUC u Cpax Ha gaburatpad HapacTBaT CHOTBETHO OKOJIO 1,6 mbTH U 1,5 IBTH.
[Topaau MbJITHS MOTY)KUBOT HA aMUOJIAPOH BE3MOKHOCTTA 332 B3aMMOICHCTBUE
MOJKE J1a ChIIECTBYBA CSAMMIIU CJIE]] TIPEKPATSIBaHE HA JICYCHUETO C aMHOIapOH
(Bx. Touku 4.2 u 4.4).

XUHUIUH

XWHHIIMH € Tpriiarad kato qo3a ot 200 mg Ha Bceku 2 gaca J0 001ma g03a

1 000 mg. laburaTpaH eTeKcHUaT € Mpujarad JBa IbTH JHEBHO B
IPOIBJDKEHUE Ha 3 TIOCIIEI0BATEIHU IHHU, CbC WIN 0€3 XUHUJUH Ha TPETUs JICH.
AUC ss 1 Ciax,ss Ha TaOUTATpaH C€ YBEIWYIaBAT CPEIHO CHOTBETHO 1,53 IbTH U
1,56 IbTH IIpH CHI'BTCTBAILO MPUIOKEHUE HA XUHUAMH (BXK. Touku 4.2 1 4.4).

Knapurpomunun

Koraro xknapurpomunma (500 mg 1Ba mbTH JHEBHO) CE IpUIIara 3aeIHo ¢
JaburatpaH eTeKCHIaT P 3paBu JOOPOBOIIIH, ce HAOIII01aBa MIOBUIIIABaHE
Ha AUC okoio 1,19 nbti ¥ Ha Chax 0K0JI10 1,15 6TH.

Tukarpenop

Koraro enuau4Ha 1032 0T 75 mg naburaTpaH eTeKCHIaT ce Ipuiara
CBHIIBTCTBAILO ¢ HaToBapBama fg03a oT 180 mg tukarpenop, AUC u Cnax Ha
JmaburatpaH ce moBHIaBat ChoTBeTHO 1,73 mbth 1 1,95 meTu. Cien
MHOTOKPATHHU A03H Ha TUKarpenop 90 mg, nBa mbTU AHEBHO, YBEINYABAHETO HA
EKCITO3UIUATA Ha naburatpad ¢ 1,56 mbTi 1 1,46 bTH, CHOTBETHO 38 Cmax U
AUC.

ChIbTCTBALIOTO NPUIIOKEHHE HAa HATOBapBalla a03a Tukarpenop 180 mg u
naburatpan erekcunat 110 mg (B craumonapro cberosiaue) noBumasa AUC
1 Crnax,ss Ha TaOuraTpan coTBeTHO 1,49 mbTH 1 1,65 ITH B CpaBHEHUE C
naburaTpaH eTeKCUiIaT, Ipuiiaran camocroaresnHo. Koraro HaToBapBaiia 103a
ot 180 mg Tukarpenop ce naBa 2 yaca ciex npueMm Ha 110 mg gaburatpan
eTeKcwIaT (B CTAIIMOHAPHO ChCTOsTHUE), TOBUITaBAaHETO HA AUC, s B Cax Ha
JMaburatpaH HaMalsiBa CbOTBETHO 110 1,27 mbTH U 1,23 IHTH B CpaBHEHHE C
nJaburaTpaH eTeKCUIIAT, IPUJIAraH CaMOCTOSITENHO. TakbB He3acTHIIBALL Ce
IpUEM ce IpenopbyBa IpH 3all0UBaHe Ha TUKArpeop ¢ HaToBapBalla J03a.

ChITBTCTBAIIOTO MPHIIOKEHUE Ha 90 Mg THKarpenop JBa IMbTH THEBHO
(mopmwepikania no3a) u 110 mg naburaTpaH €TEKCIWIAT MOBUIIIABA KOPUTUPAHUTE
AUC s 11 Cnax,ss Ha TaOUTaTpat CHO0TBETHO 1,26 rbTH U 1,29 IBTH B CpaBHECHHE
C TaburaTpaH eTeKCUJIAT, MPUJIATaH CAMOCTOSITEITHO.

ITozakonaszon

Tlo3akoHazon CbIIO I/IHXI/I6I/Ipa B HJKAaKBa CTCIICH P—gp, HO TOBa HC € MPOYYCHO
KIIMHHUYHO. CT:H’bTCTBaH_IOTO IIPUJIIOKCHUE HA I[a6I/II‘anaH C€TCKCHUJIAT C
I103aKOHAa30JI Hajlal'a BHUMATCIIHO IPOCIICAABAHEC.

P-gp unoykmopu

CerpTcTBaIaTa YIioTpeda TpssOBa na ce u30sTBa.

Harmp.
pubaMIULIKH,
KBIIT
KaHTapHOH,
(Hypericum
perforatum),
Kapbama3zenuH
Wi GEeHUTONH

ChIBTCTBALIOTO MPHUIIOKCHHUE CE OYAKBa Ja TOBEE 10 MOHMKABAHE Ha
KOHIICHTpAITUATa Ha Ta0uTaTpaH.

[IpemenukanusTa ¢ U3ciaeABaHUS UHAYKTOP prudaMmuivH rmpu qo3a 600 mg
BEJIHBK JHEBHO 32 7 JIHU MOHMKaBa 00IaTa MAKOBA KOHIIEHTpAIIUs Ha
JaburaTpaH u o0miaTa eKCIo3uIus ChC ChOTBETHO 65,5 % 1 67 %.
WunynupamusaT eQekT e TOHWKEeH, KOSTO BOJIU JI0 HMBO Ha SKCIIO3UIUS Ha
naburatpaH, OJM3Ko /10 pedepeHTHaTa CTOWHOCT JI0 JIeH 7 clie/l CIIupaHe Ha
neueHneTo ¢ pudamnuirH. He e HabIro1aBaHO TO-HATATHIIIHO MOBUIIICHUE HA
OMOHAJIMYHOCTTA CJIe] omle 7 JIHU.
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Ilpomeasnu uqu6um0pu, Kamo pumoHasup

Cvnvmcemesawama ynompebda ne ce npenopvusd

Harp. Te nosmusBat P-gp (kakTo KaTO HHXUOWTOP, Taka M KaTo HHAYKTOp). Te He ca
PUTOHABUD H O IPOYYBaHU, TOPAJIHN KOETO HE CE MPEMOPHYUBAT 3a CHITBTCTBAIIO JICUYCHUE C
KOMOMHAIIUUTE | JaOuUraTpaH eTCKCHUIIAT.

My C IpyTH

MPOTEa3Hu

WHXUOUTOPH

P-gp cybcmpam

JlurokcuH B npoyuBane, mpoBeneHo ¢ 24 31paBu 10OPOBOJIIH, TIPH CHITBTCTBAIIIOTO
MIPUJIOKEHUE Ha Ja0uTaTpaH eTCKCUIIAT U IMTOKCUH HE ca HaOJIF01aBaHu
MIPOMEHH B €KCIIO3UIUATA HA JUTOKCHH U KJIMHUYHO 3HAYNMHU ITPOMEHHU B
SKCTIO3MITUATA Ha JaduraTpaH.

AHTHKOAryJIaHT{ ¥ JCKapCTBEHHU MPOAYKTHU CPEUly TPOMOOIMTHA arperamus

Jluricea WK CHIECTBYBA CAMO OTPAaHUYCH OIUT ChC CICAHUTE JICUSHHS, KOUTO MOTAT J1a TIOBHILIAT
pHCKa OT KbpBEHE, KOraTo ce IpuilaraT ChI’bTCTBALIO C Ja0UraTpaH eTeKCUIAT: aHTUKOAryJaHTH,
kato Hedpakuronupan xenapud (UFH), auckomonexynau xenapuau (LMWH) u xenapunosu
npou3BoAHU (POoHIATAPUHYKC, IE3UPYIUH), TPOMOOTUTUYHH JIEKAPCTBEHH MPOILYKTH U aHTarOHUCTH
Ha BuTamMuH K, puBapokca®aH WM Apyry aHTUKOAryJaHTH 3a [IEPOPATHO MPUIOKEHHE (BXK.

Touka 4.3), WK JEKapCTBEHHU MPOIYKTH cpely TpoMOoiuTHa arperanus, kato GPIIb/Illa petentopau
AQHTaroHUCTH, TUKJIONHUINH, IPacyrpesl, THKarpeaop, AeKCTpaH U CyAPUHIUPA30H (BXK. Touka 4.4).

Ot nannuTe, chOpanu no BpeMe Ha ¢asa Il npoyusane RE-LY (Bxk. Touka 5.1), e HabmromaBaHo, ue
CBITBTCTBAIATA yNIOTpeOa Ha APYTH NEPOPATHU WK aPEHTEPATHN aHTUKOATYJIAHTH TIOBUILIABA
YecToTaTa Ha rojsIMO KbpPBEHE NPUOIM3UTENHO 2,5 MbTH, KaKTO NP Ja0UraTpaH eTeKCHaT, Taka u
npu Bap¢apuH, TIaBHO B CUTYAIMH, CBbP3aHU C IPEMUHABAHE OT CJIMHHUS aHTUKOATYJIAHT KbM JIPYTHs
(Bk. Touka 4.3). OcBeH TOBa, CHITBTCTBAIIATA YIIOTpeOa HAa aHTUTPOMOOTHYHH cpeicTBa, ASA nin
KJIOMUAOTPET MPUOIN3UTEIHO YABOSBA YECTOTATa HA TOJSIMO KbPBEHE, KAKTO NP JaduratpaH
eTeKCHJIAT, Taka U Ipu BaphapuH (BXK. Touka 4.4).

UFH moxxe aa ce mpuiara npu 1031, HEOOXOJMMH 32 MOAIbPKaHe Ha MPOXOANMOCTTA Ha LIEHTPaJIeH
BCHO3CH WJIHM apTepHaleH KaTeThp WX 110 BpeMe Ha KaTeThbpHA aliaiys NpH NPeIChPIHO MBKICHE
(Bx. Touka 4.3).

Tadauua 9: B3anMoaelCTBHSI C AHTHKOATYJIAHTH U JIEKAPCTBEHH NPOAYKTH CpeLy
TPOMOOLMTHA arperamnust

HCIIBC IIpunaranure 3a kpatkocpodna aHanresuss HCIIBC He ce cBbp3BaT ¢ MOBUILIEH
PHCK OT KbpPBEHE, KOraTo ce Mmpujiarat ChbIIbTCTBAILO C Ja0UraTpaH eTeKCuar.
IIpu npoxpmkuTenHa yrnorpeda B mpoyuBanero RE-LY HCIIBC yBenmuaBar
pHCKa OT KbpBeHe ¢ 0koso 50 % KakTo mpu JaduraTpaH €TeKCHaT, Taka U IpH
BapdapuH.

Knommmorpen IIpu Mnaam 31paBu JOOPOBOIIIN OT MBXKKH TOJ ChITBTCTBAIIOTO MPHIIOKEHNE
Ha 1aburaTpaH eTeKCHIAT U KIOMUJOTPEeT He € IOBEJIO JI0 JOITBIHUTEITHO
yABIDKaBaHE Ha BPEMETO HA KalMJISIPHO KbPBEHE B CPABHEHHUE C MOHOTEPAITUS
¢ xnonuporpen. Ocsed ToBa AUC s B Cax,ss, 1 U3BMEPUTENINTE HA
KoaryJanusTa 3a epekTa Ha JaburaTpaH, WM HHXHOMPAHETO Ha
TpoMOOLMTHATA arperanus KaTo n3MepuTel Ha eeKTa Ha KIOMUI0TPe, 0
CBILECTBO OCTABAT HEMPOMEHEHHU IPU CPaBHABAaHE HA KOMOMHUPAHOTO
JIeUCHNE W CHOTBETHUTE MoHOTepanuu. [Ipu HaroBapsaimia no3a 300 mg wim
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600 mg xonuporpen, AUC: s 1 Crmax,ss HA JaOUraTpaH ce MOBHIIABAT C OKOJIO
30-40 % (Bx. Touka 4.4).

ASA ComrpreTBamoTo NpmiiokeHrne Ha ASA u 150 mg maburaTtpad eTeKcuiIaT asa
II'bTU THEBHO MO>KE J1a TOBUILIM PUCKA OT BCIKAKBO KbpBeHE OT 12 % 10 18 %
1 24 % cwvotBetHo mpu 1031 81 mg u 325 mg ASA (Bx. Touka 4.4).

Huckomonekyman | CpibpTcTBamara ynorpeda Ha HuckoMmonekynuu xenapuau (LMWH), kato
XeTapuHu €HOKCalapuH U 1aburaTpaH eTeKCUIIaT, He € CIieuaiHo npoyuBaHa. Cien
(LMWH) MIPEMHUHABaHe OT 3-AHEBHO JIedeHHE ¢ eHokcanapuH 40 mg s.c. BEAHBXK
THEBHO, 24 Jaca ciie/1 ociieIHaTa 103a eHOKCallapuH, eKCIO3HUIINATA Ha
nmaburaTpaH e OMiia MaJIko TO—HHUCKA, OTKOJIKOTO Ta3H, HETIOCPEICTBEHO CIIe]
NPUIOKEHUETO caMO Ha AaduraTpaH eTeKcuiar (equHu4Ha 1o3a 220 mg).
HaGmronaBana e mo-Bucoka antu-FXa/Flla akTHBHOCT ciie/1 IPUIIOKEHUE Ha
JaburaTpaH eTeKCHiaT ¢ MPeJBAPUTEITHO JIEYCHNE C €HOKCANIapUH B CPAaBHEHHE
C JISYEHHETO caMo ¢ Jaduratpa erekcuiar. Cunra ce, 4ye ToBa ce JbJDKU Ha
NPOIBIDKUTEIHOCTTA Ha e(heKTa Ha CHOKCANapHH clie]l JISYeHHeTo (carry-over
e(eKT) U CIEe0BATENHO HE € KIMHIUYHO 3HauuMOo. OCTaHAINUTE PEe3yITaTH OT
AHTHUKOATyJIAIIMOHHHU M3CIIe/BAaHNS, CBbP3aHH C JaburarpaH, He ca IPOMEHEHH
3HaYMMO OT JICYCHUETO C EHOKCAIApHH.

JIpyru B3aMOJIEHCTBUS

Ta6anna 10: Ipyru BzauMopeiicTBHs

Cenexmugnu unxubumopu Ha obpamuomo 3axeauwiane ha cepomonunda (SSRI) uau cenexmueru
UHXUOUmMOPU HA 0OpamMHOmMo 3axeauiare Ha cepomonuna u Hopenunedpuna (SNRI)

SSRI, SNRI SSRI u SNRI nosumasar prucka oT KbpBEHE BbB BCUUKH IPYITH HA JIEUECHUE B
npoyuBaHeTo RE-LY.

Bemecmea, Koumo noeiuieant CmomautHomo DH

[ManTompaszon | [Ipu chIbTCTBANO MPHUIOKEHHUE HA Ta0UTaTpaH €TEKCIIAT U MTAHTOIPA30JI ce
HabOmonaBa mpubausnTeHo 30 % namanenue Ha AUC Ha maburatpaH.
[TanTOompa3oi U Ipyru HHXUOUTOPH Ha IpoToHHaTa romiia (PPI) ca npunaranu
CBHITBTCTBAIIO C Ja0WUraTpaH eTeKCWIAT B KIMHHYHU MMPOYYBAHUS U
ChIBTCTBANIOTO JieueHue ¢ PPl He u3rnexna na HamansiBa e()UMKacHOCTTa Ha
JlaburaTtpaH eTeKCHar.

Panutnana IIpunokeHneTo Ha paHUTHANH 3a¢THO C Ta0uTraTpaH eTeKCHUIaT He OKa3Ba
KIIMHUYHO 3HAYUM €(DEeKT BHPXY CTENEeHTa Ha a0copOIHs Ha Ta0UraTpaH.

BsaumoneiicTus, CBbp3aHH ¢ METa0OTUTHHS MPOdHI Ha JaOUTaTpaH ETeKCHIIAT U TaburaTpaH
Jlaburatpan eTekcuiIaT u qaburatpad He ce METa0OJMU3UpaT OT CHCTEMaTa Ha IUToXpoM P450 u
HAMAT in Vitro eeKTH BbpXy YoBemKuTe NUToxpoM P450 ensumu. CrnenoBaTenHo, ¢ jaburarpat He
Ce 0YaKBaT CBbP3aHU JIEKAPCTBEHU B3aNMOICHCTBUSI.

HCZ[I/IEITDI/I‘-IHa DOonyJialusa
Hpoy‘lBaHI/I}ITa 3a BBaHMOﬂeﬁCTBHH Ca MPOBCKAaHU CaMO IIPHU Bb3PACTHH.

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ nerepoaeH noreHnyman
JKenu ¢ netepoieH noTeHnuai TpsAOBa ga u30areaT OPEeMEHHOCT 110 BpeMe Ha JICYCHHE ¢ Ja0uraTpaH
€TCKCHUIIAT.

BpemenHocT
WMa orpaHnyeHH JaHHU OT yroTpedara Ha na0uraTpaH eTeKCHIaT IPU OPEMEHHU JKEHHU.

93



[Ipoy4uBaHusATa IPH )KUBOTHH MTOKA3BAT PETIPOAYKTHBHA TOKCHYHOCT (BXK. ToUKa 5.3). [loTeHImMamHuST
PHCK TIpU XOpa He € U3BECTEH.

JlaburaTpan erekcuiar He TPsOBa Jla Ce Mpuiiara o BpeMe Ha OpEMEHHOCT, OCBSH B CITy4aid Ha
KaTeropuyHa HE0OXOIUMOCT.

Kspmene

Hsma xnmuHIYHN naHHY 3a epekTa Ha naduraTtpaH BbpXy KbpMaueTara 1o BpeMe Ha KbpMEHE.
Kspmenero Tps6Ba 11a ce IpeycTaHOBY IO BpeMe Ha JISYeHHE C TaOuraTpaH eTeKCHaT.

Peprunurer
Hsama nannu npu xopa.

[Ipu npoy4BaHuUs BEPXY )KUBOTHHU € HaOIr0IaBaH e(eKT BbPXY (QEPTUIUTETA MPH KEHCKUTE MO
(dopmarta Ha HaMalsIBaHE HA OpPOs HA UMIUIAHTAIIMUATE U TIOBUINIABAHE HA MPEIUMILTAHTAIIMOHHUTE
3aryou npu g03a 70 mg/kg (5-KpaTHOTO HMBO Ha IIa3MEHA €KCITO3UIIMS MpH manueHTH). He ca
HaOJro1aBaHu Ipyru eeKTr BbpXyY pepTuiureTa npH xKeHckure. HsiMa BIusHUE BBPXY GepTuinTera
npu MBXKHUTE. [IpH 71031, KOUTO Ca TOKCHYHH 3a MaiikuTte (5- 70 10-KkpaTHOTO HUBO Ha MIa3MeHa
€KCIIO3HITUS [TPH TIAIIMEHTH), TIPY TUTHXOBE M 3aMIN ce HaOIf0aBa HaMaJIsiBaHE Ha TEJIECHOTO TETJIO0 U
eMOpurodeTanHaTa )KU3HECIIOCOOHOCT, 3a€/JHO C MOBHIIIABaHE Ha (peTaTHUTE Bapuanuu. B
NPEHATATHOTO W MOCTHATATHOTO MPOYYBaHE ¢ HAOII0JaBaHO MOBHIIABAHE HA ()eTaTHATA CMBPTHOCT
TIPY JTO3H, KOUTO Ca TOKCHYHH 33 MalKHTE (71032, ChOTBETCTRAINA HA 4 TTHTH MO-BUCOKO HUBO Ha
I1a3MeHa eKCIO3UIINS OT HAOJIF0IaBaHOTO IPH MAIMEHTH).

4.7 EdexTn BpXy crioco0HOCTTA 32 WIorpaHe u padoTa ¢ MAIINHA

JaburaTpaH eTeKcHUIaT He MOBIUIBA WX TIOBJIHsBA TIPEHEOPEKUMO CIIOCOOHOCTTA 32 MopupaHe U
paboTa ¢ MalIvHY.

4.8 Hexenanu JekapcTBEeHH peaKINU

O0600611IeHMEe Ha npodiia Ha GE30IIaCHOCT

JlaburaTpaH eTekcuiar € OLleHEH B KJIMHUYHU M3IMUTBAHUS IPU 00110 NPUOIN3UTEIHO
64 000 marenty, ot Kouto npudbausutenano 35 000 mauueHTyH ca JeKyBaHU ¢ JaburaTtpaH eTeKCUIIaT.

0610 22% OT ManMeHTHUTe C MPEACHPIHO MBXK/IEHE, JIEKYBaHHU 3a TIPEBEHINS Ha WHCYIT U CUCTEMEH
eMO0IM3bM (ABATOCPOYHO JeueHue 10 3 ronuun), 14 % ot manuenture, iekysanu 3a DVT/PE, u
15 % ot maumenTHTe, JeKyBanu 3a npeseHuus Ha DVT/PE, ca monmyumnnu HexxenaHu peakiuy.

Haii-yecto cpobuiaBannTe CbOUTHS ca Cilydad Ha KbpBEHE, Bb3HUKBALIY NIPU NpHOIn3uTesHo 16,6 %
OT MAIMEHTUTE C NMPEACHPIHO MBKIEHE, IEKYBAHU ABITOCPOYHO 32 IPEBEHIINA HA MHCYIIT U
CHUCTEMEH eMOO0IH3bM, U 1pH 14,4 % OT Bb3pacTHUTE NalMeHTH, JekyBanu 32 DVT/PE. OcBen ToBa
uMa cliydau Ha KbpBeHe rpu 19,4 % oT manueHTHTe B M3NUTBaHeTo 3a npeBeHus Ha DVT/PE, RE-
MEDY (BB3pactHu nanueHTn), v npu 10,5 % OT manueHTUTe B M3NMUTBAHETO 33 IPEBEHLINS Ha
DVT/PE, RE-SONATE(Bb3pacTHU MALUEHTH).

TBif KaTo MOMyNaIMKUTE OT MAUEHTH, JIEKYBaHU 33 TPUTE IMOKA3aHUA, HE Ca CPAaBHUMH U CHOUTHSATA HA
KbpBEHE 00XBaIIaT HIKOJIKO cucTeMo-opranau kiaca (SOC), B 00001IeHO oNricaHue CHOUTHATA Ha
TOJIIMO Y Ha BCSIKAKBO KBPBEHE Ca Pa3MpeIe/icHH CIIOpe/] MOKAa3aHUETO U ¢a MOCOYCHHU B Tabmunu 12-
15 no-nomny.

B’preKI/I Y€ € C HUCKA 4€CTOTa IIPH KIIMHUYHU MIPOYyUBAHUA, MOXKE da HACTBHIIN I'OJISIMO HUJIU TEKKO

KBpPBCHE, KOCTO HE3aBUCHUMO OT MACTOTO Ha Bb3HHMKBAHE MOKEC Ja JOBEAC 10O MHBAJIMAU3UPAHE,
JKUBOTO3acTpamaBaiio CbCTOAHUE WU JOPU JICTAJICH U3XO0M.

CouchbK Ha HEOKETAHUTE PEaKITNH B TAOJUICH BUIT

94



B Tabmuna 11 ca noka3aHn HeXENaHUTE PEAKIMH, YCTAHOBEHH B MPOYYBAHUATA U TIOCTMAPKETHHIOBH
JAHHY TIPH [TOKa3aHHUATA MPEBEHIMA Ha TPOMOOEMOOIMYECH HHCYIIT M CHCTEMEH eMOOIN3bM IIPU
MAIUEHTH ¢ IPeICHPAHO MbxAcHe, neueHre Ha DVT/PE u npesenuuns na DVT/PE. Te ca rpynupanu
o cucteMo-opradeH kiac (SOC) u mo 4ecToTa ¢ U3MOJI3BaHE HA CIIEAHATA KOHBEHIUS: MHOTO YEeCTH
(= 1/10), wectu (> 1/100 no < 1/10), mewectu (> 1/1 000 go < 1/100), peaxu (= 1/10 000 mo < 1/1 000),
MmHoro penku (< 1/10 000); ¢ Hen3BecTHA YecTOTa (OT HATMYHUTE TaHHU HE MOJKE J1a ObJIc HallpaBeHa

OIICHKA).

Taéauna 11: Hexenanu peakuun

UYecToTa
SOC/TIpeanodntan TEPMHUH [IpeBenuus Ha uacynt u | Jledyenne na DVT/PE u npepennus
CHUCTEMEH eMOOIH3bM Ha DVT/PE
TIPH MAIUCHTH C
MPEICHPIHO MBKICHE
Hapymmennst Ha KpbBTa M TUMbHATa CHCTEMA
Anemus UecTtn Heuectu
[ToHmKeH XeMOTrI00uH Heuectn C Heu3sBecTHa YeCTOTa
TpomMOOIUTONICHHUS Heuectn Penxu
IToHM)KEH XeMaTOKPUT Penxu C HeW3BeCTHA Y€CTOTa
Heytponenus C Hen3BeCTHa YecToTa C Heu3BecTHA YeCTOTa
Arpanynonurosa C Hen3BecTHa YecToTa C Heu3sBecTHa YeCTOTa
Hapymiennst Ha MMyHHaTa CUCTEMa
JlexapcTBeHa Heuectn Heuectu
CBPBXYYBCTBUTEIHOCT
O6puB Heuectn Heuectn
[pypuryc Hewectu Heuectn
AHadmrakTHIHA peakius Penku Penxu
AHrHOEIEM Penxu Penku
YpTukapus Penku Penku
Bbponxocmazem C HeW3BeCTHA YECTOTa C HeW3BeCTHA Y€CTOTa

Hapyienns Ha HepBHaTa cucTeMa

BbTpedepenna xemoparus | Heuectn Penxu
Cb10BU HapylLICHUS

XemaTtoM Heuectn Heuectu

Xemoparust Heuectn Heuectu
PecrimparopHu, rpbJHI ¥ MEAMACTHHAIHU HAPYIICHUS

Enucrakcuc UecTtn UecTtn

XemodTHusza Heuectn Heuectu
CroManrHo-ypeBHU HAPYIICHUS

CroMantHo-4peBHA XeMOParus Yectu Yectu

AbomMuHaITHA OOJIKa Uectn Heuectn

Hunapus Yectu Heuectn

Jucnencus Yectn Yectu

lanene Yectu Heuectu

PexrtanHa xemoparus Heuectn Yectu

XeMopouJaaHa XeMoparus Heuectn Heuectu

CromanrHo-4peBHa s13Ba, Heuectn Heuectu

BKJTFOUUTEITHO e30(hareaaHa

sI3Ba

lactpoezodarur Heuectn Heuectu

l"actpoesogareanna pedaykcHa Heuectn Heuectn

0ozect

IToBpbiiane Heuectn Heuectu
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Jucharus Heuectn Penku

XemnaToOWIMapHA HAPYIICHUS

Hapymrena yepaoapoona Heuectn Heuectu

¢yskuns/OTKIOHEHHS BbB

(YHKINOHATHUTE

YEPHOAPOOHH MOKA3aTEIHN

[ToBrmenue Ha alaHuH Heuectn Heuectu

amMuHOTpaHchepasaTa

[ToBuienue Ha acnaprat Heuectn Heuectu

amuHOTpaHchepasaTa

[ToBumenn gepHOAPOOHH Penxu Heuectu

CH3UMU

XunepouaupyOrnHEeMHUsI Penxu C Heu3BecTHa 4ecToTa
Hapymenns Ha KokaTa ¥ MMOJIKO)KHATA ThKaH

KoXHU KphBOU3INBHU Yectu Yectu

Anonenus C Hemn3BecTHa yecToTa C Heu3BecTHa YyecToTa
Hapyriennst Ha MYCKYJIHO-CKeJISTHATAa CUCTEMa U CheIMHUTEIIHATA ThKaH

XemapTposa | Penku | Heuectu
Hapymiennst Ha Ob0peIuTe ¥ MUKOYHUTE IHTHINA

YporeHnuraiaHa xeMoparus, Yecrtu Yectu

BKJIFOUUTCIIHO XEMATYypUs

O6H_II/I HApYyHICHUSA U C(I)CKTI/I Ha MACTOTO Ha NPUIJIOKCHUC

Xemoparusi Ha MSICTOTO Ha Penxu Penxu
WHXEKTHpaHE
Xemoparus Ha MSICTOTO Ha Penxu Penxu

IMOCTABAHC HA KAaTCThpa

HapansiBaaus, oTpaBsiHUS U yCIIOKHEHNs], BP3HUKHAJIM B Pe3yJITaT HA MHTEPBEHINH

TpaBmaTuyHa XeMOparust Penxu Heuectu
Xemoparus Ha MSICTOTO Ha Penxu Penxu
WHIU3US

Onurcanve Ha N30paHN HEXKETAHU PEaKITHH

Peaxyuu na xvpeene

IMopagu dapmMakoIOrHIHUs MEXaHN3bM Ha JACHCTBHE yoTpebaTa Ha JaburaTpaH eTeKCHIaT MOXKe 1a
0bJc CBBbp3aHa C TIOBHUILEH PUCK OT OKYJITHO WJIM BUOUMO KbPBEHE OT KOATO U J1a € ThKaH WIJIM OpraH.
[Ipu3HanyTe, CHMOTOMHTE U TeKECTTa (BKIIOUUTENTHO U JIETAICH M3X0/) BapUpaT CIIOpEa MSICTOTO H
CTeNeHTa WM 00XBaTa Ha KbPBEHETO W/WIIM aHEMUSTA. B KIIMHUYHUTE IPOYYBAHUS MyKO3HOTO
KbPBEHE (Halp. CTOMAITHO-YPEBHO, YPOTCHUTAITHO) € Ha0JII0JaBaHO [I0-4E€CTO P IBITOCPOYHO
JeyeHne ¢ JaburaTpaH eTeKcuiar, B cpapHeHue ¢ eueHne ¢ VKA. Taka, B JonbIHEHHE KbM
MIOJIXOJISIIO KIIMHIUYHO HAOII0JICHNE, 1a00paTOPHOTO M3CIIeIBaHE HA XEMOTTIOOMH/XEeMaTOKPHUT €
[IEHHO 33 OTKPUBAHE Ha OKYJITHO KbpBEHE. PUCKBT OT KbpBEHE MOJXKE Jja C€ TIOBUIIIH IIPH OTPEIeTIEHU
rpyny NalMeHTH, HAlp. T€3U, KOUTO HMaT YMEPEHO ObOPEUHO YBpEKIaHe W/UITK ca Ha ChI'bTCTBAILO
JieYeHHe, 3acATallo XeMocTasara, Wik CuiiHu P-gp naxuburopu (Bx. Touka 4.4 XemMoparuueH pHckK).
XeMOparuuHUTe YCIOKHEHUSI MOXKE Ja Ce MPOSBST KaTo c1abocT, OJIeTHOCT, 3aMastHOCT, TI1aBo0OITHE
WM HEOOSICHUMO MOIyBaHe, TUCIIHES! U HEOOSICHUM LIOK.

Cro01maBa ce 3a Mo3HaTH YCIIOKHEHHUS C KbPBEHE, KATO KOMITAPTMEHT CHHJIPOM U OcTpa ObOpeyHa
HEIOCTATHYHOCT TIOPAIH XHUITOTIeP(y3Hus U CBbP3aHa C aHTUKOATYJIAHTH HEPPOTATHS NPH ITAIUEHTH C
Ipeapasmoaraiiy pucKoBU (akTopu, BB Bpb3Ka ¢ qaburarpan erekcunat. CienoBaTenHo, TpsOBa 1a
C€ OTYMTa BEPOSATHOCTTA 3a XEMOparus MpH OllEHKaTa Ha ChCTOSHUETO Ha BCEKM aHTHKOATYJTUPaH
NarueHT. 3a Bb3PaCTHHU MAIMCHTH UMa HATMYHO CIIeM(QUIHO HEYTPaIH3UPAIO CPEACTBO 32
naburatpaH, naapyLuu3yMa, B ciydaidl Ha HSKOHTPOJIUPYEMO KbpBeHe (BXK. Touka 4.9).

Ilpesenyus na uncyam u cucmemen eMO0IU3bM NPU 6b3PACMHU NAYUEHMU C HEKIANHO NPeocbPOHO
MwoHcOeHe ¢ eOuH unu noseye puckosu gpaxmopu (SPAF)
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Ta6mmma 12 mokas3Ba ChOUTHATA HA KEPBEHE, PAa3NPEISICHH KaTO CHOUTHS Ha TOJIIMO M Ha BCIKAKBO
KbPBEHE B OCHOBHOTO MPOYYBaHE, U3CJICABAIIO PEBEHIIUATA HA TPOMOOESMOOIHMYCH HHCYIIT H
CHUCTEMEH eMOOIM3bM MPH MAIUSHTHU C MPEACHPIHO MBXKIICHE.

Tabauua 12: CpOuTHS HAa KbPBeHE B MPOYYBaHe, H3CJIEABAII0 MPEeBEHIUATA HA
TPOM00eMOOIUYEeH HHCYJIT U CHCTeMeH eMOO0IN3bM NMPH NAIIMEHTH ¢ NMPeAChPIAHO

MbK/IeHe
Jaburarpan erexcunar | JlaburaTpan eTekcuiaT Bapdapun
110 mg nBa meTH 150 mg nBa mpTH
JTHEBHO JTHEBHO
PannmomMu3upany narueHTH 6015 6 076 6022
lonsimo kbpBeHE 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
BrTpeuepenHo KepBeHe 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
CU kbppBeHe 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
KbpBene ¢ neranen 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)
W3X0JT

Marnko KbppBeHE

1566 (13,16 %)

1 787 (14,85 %)

1931 (16,37 %)

Bcesxako KbPBCHC

1 759 (14,78 %)

1 997 (16,60 %)

2169 (18,39 %)

B parmomusupaHo npoydBaHe, IpH MAIMEHTHTE, pUeMain nadurarpan etekcunar 110 mg nBa mbTH
nHeBHO win 150 mg nBa MbTH AHEBHO € CHIIECTBYBAJ 3HAUYUTEIHO MO-HUCHK PHCK OT
KUBOTO3aCTPAIIaBAIlO KbPBEHE M BbTPEUEPEHO KbPBEHE B CPaBHEHHUE C TE3H, IpUeMain BapdapuH
[p <0,05]. U mpu nBeTE KOHIICHTPAIIMH HA JaOWTaTpaH eTEKCHIIAT € UMAJIO M CTATUCTUICCKH 3HAYNMO
M0-HUCKa 00I11a YeCTOTa Ha KbpBeHe. [Ipu nmanueHTure, npuemManu pangomMusupaso 110 mg
JaburaTpaH eTeKCUIaT JBa MbTU JHEBHO € ChIIECTBYBa 3HAYUTEIHO MO-HUCHK PUCK OT TOJISIMO
KbPBEHE B cpaBHeHUe ¢ BapdapuH (koedurmenT Ha pucka 0,81 [p=0,0027]). [1pu mammenture,
npueMaiy pannomusupano 150 mg naburaTtpaH erekcuiar ABa MbTH THEBHO € ChIIECTBYBAJ
3HAYUTEIIHO MO-TOJIsIM pUcK 0T CY kbpBeHe B cpaBHEeHHE ¢ BapdapuH (koepuueHT Ha pucka 1,48
[p=0,0005]). To3u edekT e HabIOAAaBAH ITTABHO NPU MALUEHTH > 75 TOUHH.
Knmangnata monsa ot 1aburarpaH 1o OTHOIIIEHHE Ha TIPEBEHIIUATA HA HHCYIT U CUCTEMEH
eMOO0JIM3bM U IOHMKEHUAT PUCK OT uHTpakpanuanHa xemoparus (ICH) B cpaBHeHue ¢ BapdapuH ce
3ama3BaT MPH OTIETHUTE MOATPYIH, HAlp. ObOPEYHO YBpeXKAaHe, Bb3PacT, ChbIIbTCTRAILA YIOTpeba Ha
JIEKapCTBEHHU MPOJYKTH KaTO HAMpP. aHTUTPOMOOTHIN WK P--p naxuburopu. Jlokaro HIKOU MOATPYITH
MAIMEHTH Ca ¢ TIOBUILIEH PHCK OT TOJIIMO KbPBEHE, KOTaTo ca JICKYBaHH C aHTHKOAryJIaHT,
MTOBUIIICHUAT PUCK OT KbPBEHE MpH JaburaTtpaH eTekcuiar e cBbp3aH cbc CU KbpBeHE, 0ONKHOBEHO
HaOJro1aBaHa mpe3 mbpBUTe 3-6 Mecera ciie]] 3all09YBaHe Ha JICUCHHUETO C aburatpaH eTeKCHar.

Jleuenue na DVT u PE, kakmo u npegenyus Ha peyuousu na DVT u PE npu év3pacmuu nayuenmu

(DVT/PE)

B tabauna 13 ca mocouenu chOuTHS Ha KbpBeHE OT 00o01eHuTe ocHoBHU npoyuBanusi RE-COVER u
RE-COVER II, B kouto ce u3nutsa geueHnero Ha DVT u PE. B cOopaute npoyuBanus, ceOuTHsITa
Ha IbPBUYHUTE KpailHU TOUKH 3a 0€30IaCHOCT ,,FOJISIMO KbPBEHE, FOISIMO WIH KIMHUYHO 3HAYHMO
KbPBEHE H BCSIKAKBO KbPBEHE'* ca 3HAUYUTEIHO MM0-MAJIKO B CPaBHEHHE C BapPapuH NPU HOMHHATHO

anda HuUBO 5 %.

Ta6auuna 13: CbouTHs Ha KbpBeHe B npoyuBannaTa RE-COVER u RE-COVER 11, B kouro ce
u3nutBa jJeyennero Ha DVT u PE

JaOuraTtpan etexcumnar Bapdapun Koeduuunent na
150 mg aBa IpTH pHCKa CIIPSIMO
JTHEBHO BapdapuH
(95 %CI)
IlanmenTH, BKIIFOYCHH B 2 456 2462
aHaim3a Ha 0e30MacHOCTTa
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Cr0uTHS Ha TOJIIMO KBPBEHE 24 (1,0 %) 40 (1,6 %) 0,60 (0,36; 0,99)
BbTpeuepenHo KppBeHE 2 (0,1 %) 4 (0,2 %) 0,50 (0,09; 2,74)
Tonsimo CY kbpBeHe 10 (0,4 %) 12 (0,5 %) 0,83 (0,36; 1,93)
JKuBoTo3acTpamasaiio 4 (0,2 %) 6 (0,2 %) 0,66 (0,19; 2,36)
KbpBEHE

Cp0utHs Ha TOIAMO 109 (4,4 %) 189 (7,7 %) 0,56 (0,45; 0,71)

KbPBEHE/KIIMHUYHO 3HAYUMO

KbpBEHE

BcesikakBo KbpBEHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59; 0,77)
BcesikakBo CY kbpBeHe 70 (2,9 %) 55(2,2 %) 1,27 (0,90; 1,82)

CpOuTHsTa Ha KBPBEHE MPH ABETE JICUCHHS Ca OTYUTAHU OT IIBPBUS MPHEM Ha Aa0UraTpaH eTeKCHaT
win BapgapuH cie] npeKpaTsBaHe Ha apeHTepaIHaTa Tepanus (IepHoj caMo Ha IepopaIHo
neuyeHue). ToBa BKIIOUBA BCUUKH CHbOUTHS Ha KbPBEHE, Bb3HUKHAJIY [10 BpEME Ha TepanusiTa ¢
JaburaTpaH eTeKcuiaT. BritodeHu ca BCHUKH ChbOUTHS HA KbPBEHE, BE3HUKHAIN 110 BpeMe Ha
TepanusiTa ¢ BappapuH, OCBEH OHE3U, KOUTO Ca Bb3HUKHAJIM M0 BpeMe Ha IIeproja, B KOUTO ce
3aCTHIIBAT JIEYEHNETO ¢ Bap(haphH 1 mapeHTepaHaTa Teparnwsl.

B tabnuua 14 ca mocoueHu qaHHU 3a CbOUTHA Ha KbpBEHE B OCHOBHOTO npoyuBaHe RE-MEDY, B
koeTo ce m3nutBa npepernuaTa Ha DVT u PE. Hakou cp0uTHs Ha KbpBeHE (CHOUTHS HA TOJISIMO
kbpBeHe (MBE)/knuanuno 3HaunMo kbpBeHe (CRBE); BcakakBo KbpBeHE) ca 3HAUUTEITHO TIO-MaJIKO
IpY HOMHHATHO ajda HUBO 5% NpH ManreHTH, IpueMain JadUraTpaH eTeKCHiaT, B CPaBHEHHE C

TE3H, IpueManu BappapuH.

Ta6anna 14: CbouTHA Ha KbpBeHe B npoyuBaHe RE-MEDY, B koeTo ce H3MUTBa NpeBeHIUATA

Ha DVT u PE
Jlaburarpan Bapdapun KoeduiueHr Ha
erexcmwiat 150 mg pHcKa crpsiMo
JIBa ITbTH JHEBHO Bapdapun
(95 %mnoBepurenen
WHTEPBaI)
JlexyBaHM ManueHTH 1430 1426
CpOuTHSI Ha TOTISIMO KBPBEHE 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
BbrpeuepenHo kppBeHe 2 (0,1 %) 4 (0,3 %) He moxe na 6b1e
n3yuciIeH™
l'onsamo CY kbpBeHe 4 (0,3 %) 8 (0,5 %) He moxe na 6be
u34yucieH*
’Kuporo3acrpaluasaio 1 (0,1 %) 3 (0,2 %) He moxe na 6b1e
KBbpPBCHE H3YncIeH™
Cb0OUTHSA HA TOIIMO 80 (5,6 %) 145 (10,2 %) 0,55 (0,41, 0,72)
KbPBEHE/KIMHUYHO 3HAYNMO
KbpBEHE
BcesikakBo kbpBeHE 278 (19,4 %) 373 (26,2 %) 0,71 (0,61; 0,83)
BcesikakBo CY kbpBeHe 45 (3,1 %) 32 (2,2 %) 1,39 (0,87; 2,20)

*KP He Moxke Ja 6’]:}_16 H3YHCJICH TOpaaun JUIicaTa Ha CHLOUTHE B KOSITO U Ja € KOXOpTa/J'IC‘lGHI/IG

B tabnuia 15 ca mocodeHu 1aHHH 3a ChOUTHS Ha KbpBEHE B OCHOBHOTO npoyuBaHe RE-SONATE, B
koeTo ce m3nutBa npesennuaTa Ha DVT u PE. YUecrorara Ha komOunanusta MBE/CRBE u Ha
BCSIKAKBO KbPBEHE € 3HAYUTEITHO MO-MaJIKa MPY HOMUHAIHO aJia HUBO 5% MU MallUeHTH, TpUeMalii
miarne6o, B CpaBHEHHUE C TE3H, IPUEMATH Ta0UTaTpaH eTeKCHIaT.
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Tadauua 15: CpouTHns Ha kbpBeHe B npoyuBane RE-SONATE, B koeTo ce u3anuTBa
npeseHuusita Ha DVT u PE

Jlaburarpan IInamedo Koedwumuent na
erekcmwiat 150 mg pHCKa CIIPsSIMO
JIBa ITbTH JTHEBHO iane6o
(95 %mnoBeputenen
MHTEpBa)
JlexyBaHM ManMeHTH 684 659
Cw0uTHs Ha TONIIMO KbpPBEHE 2 (0,3 %) 0 He moxe na

ObJie U3YNCIIEH
*

Brrpeuepenno kspBeHe 0 0 He moxe nma

ObJie U3YNCIIEH
%k

lNomsimo CY kbpBeHe 2 (0,3 %) 0 He moxe na

ObJie U3YNCIIEH
%k

JKuBoTo3acTpamasario 0 0 He moxe na
KBbpPBCHE 0b1e M3UNCTICH
%

Cw0uTus Ha roJIIMO 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)

KbpBEHE/KIMHUYHO 3HAYNMO

KbpBEHE

BcesikakBo KbpBeHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
BesikakBo CY xbpBeHe 5 (0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)

*KP He Moxke Ja 6’]:)_16 H3YHCJICH TOpaaun JUIiCaTa Ha cnOuTHE IIpU KOCTO U A € OT JICUCHUATA

AepaHynoyumosa u Heymponerus

ATpaHyJoIMTO3a U HEYTPOIICHHUS ca ChOOIIaBaHU MHOTO PSIKO CIIE]] pa3peliaBaHe 3a yrnorpeda Ha
JaburaTpaH eTekcuiar. bl KaTo HeXXelaHUTE PeaKIIiy ca ChOOIIaBaHu P MOCTMAPKETHHTOBOTO
HaAOIIOIEHHE OT MOIIYJIAlKs C HEYCTAaHOBEH pa3Mep, YecToTara UM He MOKe Ja ObJie TOCTOBEPHO
ompeneneHa. Yectorata Ha chOOIIABAHE € H3UMCIIeHa Ha 7 ChbOUTHA Ha | MAIMOH NallMEHTOTOAWHH 32
arpaHyJIouuTo3a U 5 chOUTHS HAa 1 MUJIMOH MAIIMEHTOrOAWHH 332 HEYTPOIICHHSL.

[lenuarpuyHa nomyaus

BesomacHoctTa Ha qaburarpan erekcuiar npwu jiedeHrueTo Ha VTE 1 npeBeHIus Ha peruIuBUpaITi
VTE npu nenmuaTpudHy MaieHTy € npoydeHa B ase uanursanus ¢asza I (DIVERSITY u 1160.108).
O6mmo 328 neauaTpuIHY MAMCHTH Ca JICKYBaHU ¢ madurarpad eTekcuiat. [lanmmenture ca
MOJTy4aBaJIM afalTUPAHH CIIOPET Bh3pacTTa U TEIECHOTO TETJIO JI03U OT ChOOpa3eHa ¢ Bb3pacTTa
nekapcTBeHa hopMa Ha qaburaTpaH eTeKCHIIaT.

Karo 510 CE€ OYaKBa HpO(l)I/IJ'I’LT Ha 0e30macHOCT Inpu aena aa € CbIIUAT KaTO MPU Bb3PAaCTHH.

00610 26 % OT meAnaTpUYHUTE MAIMEHTH, JIEKYBaHU ¢ faburarpaH erekcuiar 3a VIE u 3a
npeBeHIus Ha peuuauBupaiiy VIE, ca noiyymin HeXXeJlaH! peaKiiuu.

Crnucvk Ha HedicelaHume peakyuu 8 madauyeH 8uo

B tabnuia 16 ca nmokaszaHu HEXeJIAHUTE PEaKI|K, YCTAHOBEHU B IIPOYYBaHUATA IpH jeueHue Ha VTE
U ipeBeHnus Ha peruauBupamy VTE npu nenuatpuyan nanuenTy. Te ca rpynmupaHu 0 CUCTEMO-
opraneH kiac (SOC) u 1o 4ecToTa ¢ U3MOJI3BaHe Ha ClIeHATa KOHBEHIHS: MHOTO Yectd (>1/10),
yectu (> 1/100 o <1/10), mewectu (> 1/1 000 no < 1/100), peaxu (> 1/10 000 mo < 1/1 000), mHOTO
peaxu (< 1/10 000), ¢ Hen3BecTHA YecTOTa (0T HAIMYHKUTE JTAHHU HE MOXKe Ja ObJie HarmpaBeHa
OIICHKA).
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Tadoauna 16: Hexenanu peakunu

YecToTa

SOC/TIpeanodntan TEPMHUH

neuyenne Ha VTE u npeBeHuus Ha peruauBupamy VIE

IIpU NCAUATPUYIHHA MAITMCHTH

Hapymenus Ha kpbBTa M AMMQHATA cCUCTEMa

Anemus UecTtn
[ToHmKeH XeMOTI00HH Heuectu
TpoMOOIUTONICHHUS Yectn
IToHM>KEH XeMaTOKPUT Heuectu
HeyTtponenus Heuectu
Arpanynonurosa C Heu3BeCTHA YEeCTOTa

Hapyienns Ha IMyHHaTa CHCTEMa

JlekapcTBeHa CBPBhXUYBCTBUTEIHOCT Heuectn
O06pus Yectn
[Ipypuryc Heuectn
AHadunakTHYHA peaknus C HEeHM3BECTHA YECTOTA
Amnruoenem C HeM3BeCTHA YECTOTA
Yprukapus Yectu
Bponxocnazem C HeM3BECTHA YECTOTA
Hapyienns Ha HepBHATa cCUCTEMa
Brrpeuepenna xemoparus Heuectn
CpI0BY HApYIICHUS
XemaTtom Yectn
Xemoparust C Heu3BECTHA YECTOTa
PecriuparopHu, rpbIHH ¥ MEAMACTUHAIIHU HAPYIICHUS
Enucrakcuc YecTtn
XemodTH3a Heuectn
CroMantHO-4YpeBHU HAPYIICHHSI
CromanrHo-4peBHa XeMOParus Heuectn
AOnomuHaigHa 00JIKa Heuectu
Huapus Yectu
Jucnerncus Yectu
TI'agene Yectn
PexTanna xemoparust Heuectn

XeMoponz[anHa XeMoparusa

C HeHn3BecTHA YECTOTA

CTOMaIIHO-4YpeBHA 53Ba, BKIFOUYHTEITHO
e3odareaaHa s3Ba

C Heu3BECTHA YECTOTA

l"actpoes3odarut Hewectn
l"actpoe3odareanta pedykcHa 6osect Yectu
IToBpbiliane Yectu
Jucharus Heuectu

XenaroOWwIMapHu HAPYIICHUS

Hapymena yeproapobna
¢yskuns/OTKIOHEHHS BbB
(bYHKIIMOHATHUTE YePHOIPOOHH

C Heu3BecTHA YeCTOTa

MOKa3aTeNH
[ToBuiienue Ha ajaHUH Heuectu
amuHOTpaHchepasaTa

IToBuiienue Ha acraprar Heuectu
amMuHOTpaHchepasaTa

[oBuieHn YepHOAPOOHU CH3UMH UecTtn
XunepOunupyOruHeMust Heuectu

Hap}’IHCHI/I}I Ha KOXXaTa M INIOAKOXHAaTa ThbKaH
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KoxHu KpbBOU3INBU Heuectn

Anonenus Yectu
HapymeHus Ha MyCKyJIHO-CKeJIETHATa CUCTEMa U ChEJMHUTENHATA ThKaH

XemapTposa C Heu3BecTHa yecToTa
Hapymenus Ha 6p0penuTe ¥ MUKOYHHUTE MBTHILA

YporenuranHa xeMmoparus, Heuectn

BKJIFOUUTCIIHO XEMATYpPU

O061u HapymieHus ¥ eheKTH Ha MICTOTO Ha MPHIIOKEHUE

XeMoparI/m Ha MACTOTO Ha C HEeHM3BECTHA YECTOTA
HWHKCKTHUPAHC
XCMOpaFI/IH Ha MACTOTO Ha ITOCTaBAHC C HeusBeCTHA YeCTOTa

Ha KaTCThbpa

HapaHHBaHI/IH, OTpaBsHHA U YCJIOXKHCHUSA, BbBHUKHAJIM B PC3YJITAT HA UHTCPBCHIIUU

TpaBmMaTH4yHa XeMoparus Heuectn

XCMOpaFI/IH Ha MACTOTO HAa MHIIM3HUA C Heu3BEeCTHA YeCTOTa

Peakuuu HA KbpBEHE

B nBe uznutBanus daza Il npu nokaszanueto yeyenune Ha VTE u npepennus Ha peruauBupaind VTE
IIpY TIETUATPUYHH TAIIMEeHTH 00110 7 nmanueHTH (2,1 %) ca uManu ch0UTHE Ha TOJIIMO KbPBEHE,

5 marentu (1,5 %) ca Manu chONTHE HAa KIMHUYHO 3HAYMMO HETOJIIMO KbPBEHE, a 75 ManueHTH
(22,9 %) ca umanu cpOMTHE HA HE3HAUMTEITHO KbpBeHe. Karto mso yectoTara Ha chOUTHATA HA
KbPBEHE € TI0-BUCOKA MPH Mo-Bb3pacTHaTa rpyma (12 mo <18 rogunam: 28,6 %), OTKOIKOTO B TPYTIHTE C
Mo-MaJiKa Bb3pacT (0T paxkaaHeto 10 <2 roaunu: 23,3 %; 2 no <12 rogunu: 16,2 %). 'onsamo wnu
TEXKO KbpPBEHE, HE3aBUCHMO OT MSCTOTO Ha Bh3HUKBaHE, MOXKE J1a JIOBEIE 10 MHBAIHIN3UPAHE,
’KMBOTO3aCTPAIIaBAIO ChCTOSHUE WIIH JIOPHU JIETAICH U3XO/I.

Cno0InaBate Ha MO03MPAHU HOWKEIIAHHU PEAKITUH

Cro0ImaBaHeTo Ha IMOIO3MPAHN HEKEJIaHHM PEaKIIMU ciie]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISABA a TIPOIBIDKH HAOIOICHUETO Ha ChOTHOIIICHUETO TOI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIUATUCTH CE U3UCKBA J]a ChOOIIABAT BCSKA
MOJI03UPaHa HeXellaHa Peakius Ype3 HalMOHAIHA CHCTEMa 3a ChOOIIaBaHe, TIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

I[OBI/I z[a6nranaH CTCKCWJIAT, Ha/IBUIIIaBalllU IIPCIIOPBUYUTCIIHUTEC NJO3U, U3JIaraT MalfucHTa Ha
IMMOBUILICH PUCK OT KbPBCHEC.

[Ipu ceMHEHME 3a TTpeIo3upaHe MPOBEKIAHETO HAa KOAryJIallMOHEH TECT MOYKE J1a TIOMOTHE 32
oTIpesielisTHE Ha PHCKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). Kanmubpupan xonmnuectsen dTT tect wiu
MuorokpatHu dTT n3mepBaHus MO3BOJISBAT MIPEABIDKIAHE HA BPEMETO, KOTaTo 11e 0BhAaT JOCTUTHATH
oTpe/ieJiCHN HUBA Ha maduratpaH (BX. Todka 5.1), ChIIO B CiIydail ue ca IpeapueTH JOTbIHUTETHH
MEpKHU — Harmp. AUaIu3a.

[IpekomepHaTa aHTUKOATYJIAIUS MOXKE J1a M3UCKBA NIPEYCTAaHOBSIBAHE HA JICUCHUETO C JaburarpaH
erekcwiat. Tl KaTo gaburaTpan ce eKCKpeTHpa NpeAnMHO upe3 Obp0pernure, TpsiOBa 1a ce HoAIbpKa
JocTarbuHa quypesa. Thil KaTo CBbP3BaHETO C MPOTEHMHHM € B HUCKA CTETeH, faburaTtpaH Moxe J1a
ObJic TUaTH3UPaH; UMa OTPaHIueH KIIMHUYCH OIUT, JEMOHCTPUPAII M0JI3aTa OT TO3H MOJIXO/ B
KIMHUYHYU TIPOYYBaHMS (BXK. TOUKa 5.2).

OgunajisiBaHe HA YCIOKHEHUS C KbPBEHE

B ciryqaii Ha XeMOparudHy yCIIOKHEHHS JICUSHUETO ¢ JaburaTpad eTekcwiat TpsoBa na Obe
MPEYyCTaHOBEHO, a MPUYKHATA 32 KbPBEHETO — n3cienBaHa. [1o mpereHka Ha JeKyBamus Jiekap U B
3aBUCHMOCT OT KJIMHUYHATA CUTYyaIl¥sl TPSIOBA Ja ce mpeAnprueMe MOAX OIS0 TOIbPKAII0 JICUCHHE,
KaTo XMPYpriuyHa XeMOCTa3a MM 3aMECTBaHE Ha KPhBEH 00eM.
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ITpu BB3pacTHM MAIMEHTH B CIIy4an, KOTaTo € He0OXOAMMO OBbpP30 HEyTpaIH3UpaHe Ha
AQHTUKOATYJAHTHHSA e()eKT Ha JaOUraTpaH, MOXKE J1a Ce U3MO0JI3Ba CIICIM(UIHOTO HEYTPATU3UPAIIIO
cpeacTBo (Mpapyumuzymal), KOeTo aHTaroHu3upa GpapMakogMHAMUYHHA €eKT Ha Jaburarpas.
Eduxacnoctra u 6e30macHOCTTa Ha HAAPYLIU3yMal He ca YCTAaHOBEHH MPH MEAUATPUYHH MAllUEHTH
(Bx. Touka 4.4).

Moxe fa ce Ma MpeBUA NpUilarane Ha KOHLEHTPATH Ha KOaryJauuoHHU (pakTopH (aKTUBHPAHU HIIH
HEaKTHBUPAHHW) WK pekoMOuHaHTeH dakTop VIla. iMa HAKOM ekcliepuMEeHTAIHH JOKa3aTeNICTBa B
MOJIKpena Ha PoJIsATa Ha TE3W JIEKapCTBEHH MPOIYKTH B OOpbIaHe HA aHTHKOATYJTaHTHUS €PeKT Ha
nJaburatpaH, HO JAHHUTE 3a 10J13aTa UM B KIIMHUYHM YCJIOBUS, KAKTO U 32 BB3MOXKHHSI PUCK OT
pubaynn Tpom60eMO0IHM3bM, ca MHOTO orpaHnueHy. KoarynaluoHHUTE TECTOBE MOTaT Jia CTaHaT
HEHAJISKIHHU CIIe/l TPUIIOKEHHE Ha IPENOPHYUTEIHUTE KOHIIEHTPATH Ha KOATyJIallMOHHH (DaKTOpH.
Tps0Ba ga ce BHUMaBa IPH THIKYBAHETO HA Te3U TecToBe. TpsiOBa 1a ce OOMHCIM NPUIIOKEHHE Ha
TpoMOOLIMTHA Maca B CIIy4auTe, KOraTo MMa TPOMOOLIUTOIICHHUS UM ca OMITM M3II0JI3BaHU
JIBJITOJICHCTBAIIN AaHTUTPOMOOTHYHH JIEKAPCTBEHU POAYKTH. Ls710TO cUMITTOMAaTHYHO JIeUeHre
Tpsi0Ba J1a ce Ipuilara Io IpeLeHKa Ha JIeKapsl.

B 3aBHCHMOCT OT MECTHUTE BB3MOKHOCTH, TPsIOBa Ja c€ OOMHCIN KOHCYJITAIUS ChC CIEHAINCT B
Cly4ail Ha roJisIMO KbpPBEHE.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapmakoTepaneBTUYHA IpyMa: aHTUTPOMOOTHUYHH CPEJCTBA, IUPEKTHH TPOMOMHOBH HHXHOUTOPH,
ATC xoxn: BOIAEO7.

MexaHu3bM Ha AecTBUE

JaburaTpaH eTeKcUaT € Majka MOJIEKyJa MpeJIeKapCTBO, KOETO HE NMOKa3Ba (hapMaKOJIOTHIHA
aktuBHOCT. Cliel] mepopaiHo MpUIIoKEeHHE JaduraTpaH eTeKcuiar ce abcopoupa Obp30 U ce
MpEeBpbhINa B JaOUTAaTpaH Ype3 KaTalu3upaHa OT ecTepa3a XUAPOoIn3a B Iula3Mara M B YepHUS ApoO.
Jlaburatpan e MOIIeH, KOHKYPEHTEH, 00paThM, TUPEKTEH TPOMOMHOB HHXUOUTOP B € OCHOBHOTO
BEIIIECTBO C aKTUBHO JACHCTBHE B IJIa3Mara.

Tbit kKaTo TPOMOUHBT (CEPHUHOBA IPOTEa3a) M03BOJIABA PEBPbIAHETO HAa (hUOpUHOreHa BbB QUOPHH
B X0J1a Ha KOAryJIallMOHHATa KacKa/la, MHXUOUPAHETO MY IPEI0TBpaTsBa 00pa3yBaHETO HAa ChCHUPEK.
Haburatpan naxubupa cBoOOIHHS TPOMOUH, GHUOPHH-CBBP3aHUs TPOMOHMH M TPOMOMH-UHTyLIUpaHaTa
TpOoMOOLIMTHA arperamus.

dapmakogHAMUYHA e(HEKTH

In vivo u ex vivo npoydYBaHUs MPU KUBOTHU JEMOHCTPHPAT aHTHTPOMOO3HA €PUKACHOCT H
AQHTHKOAryJIAHTHA aKTHBHOCT Ha Ja0UraTpaH clie]l MHTPAaBEHO3HO MPUIIOKEHHE U Ha JaburaTpan
eTEKCHJIAT CIIe]] IEPOPAITHO IPHIIOKEHHUE TIPH Pa3IMYHU KUBOTHHCKH SKCIIEPUMEHTATHUA MOJICIIH Ha
TpomOo3a.

ChIecTByBa OTUETIIMBA KOPEIAIUs MEXK]Ty TUIa3MEHATa KOHIICHTPALWS Ha JJa0UraTpaH U CTENeHTa Ha
aHTUKOATyJaHTHUA edekT, 0azupano Ha (aza Il mpoyusanus. JlaburaTpan yapinkaBa TPOMOHMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.

KanuGpupanust konnuectBer Tect Ha TT upe3 paspexnane (dTT) naa oneHka 3a miaa3mMeHaTa
KOHILIEHTpalMs Ha JaduraTpaH, KOsTO MOXe J1a Ob/ie CpaBHEHA ¢ OYaKBAaHUTE IJIa3MEHU
KOHIICHTpAIMK Ha gaburatpad. B ciydaii ye xanuOpupanusat dTT TecT mokaxke pe3y/Tar 3a
I1a3M€HaTa KOHICHTpalysa Ha z[a61/1ranaH, KOMTO € Ha HUIIN 1o rpaHruIaTa Ha KOJIMYCCTBEHOTO
oTIpezieTIsiHe, CIe/lBa a ce OOMUCIN MPOBEXKIaHE Ha JIOTBIHUTEITHO U3CJIeIBaHEe HAa KOATryJIalusiTa,
Hanpumep TT, ECT wm aPTT.
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ECT mMoxe J1a ocUrypH JUPEKTHA OllEHKA HA aKTUBHOCTTA HAa JTUPEKTHUTE TPOMOWHOBU HHXHOUTOPH.

TectbT aPTT e mMpoko TOCTHIICH U MTOKa3Ba MPUOIN3UTEIIHO AaHTUKOATYJIaHTHATa MHTCH3UBHOCT,
nmocturaara ¢ nadburatpad. O6aue, aPTT TecThT MMa orpaHrYeHa YYBCTBUTEITHOCT U HE € TIOTXO/ISIIIT
3a TOYHO KOJIMYECTBEHO OTpeNessiHe Ha aHTUKOATYJIaHTHUS €(PeKT, 0COOCHO MPH BUCOKH TUTa3MEHH
KOHIICHTpAIlMH Ha faburatpad. Beupeku de Bucoku croitHocTr Ha aPTT TpsiOBa fa ce ThIKyBaT C
MOBUIIEHO BHUMAHKE, T€ MOKA3BAT, Y€ NAIlUCHTHT € aHTUKOATYJIHPaH.

Karo 1510, MOXe 1a ce npreMe, 4e Te3 MMoKa3aTely 3a aHTHKOAryJIaHTHa aKTHBHOCT MOTaT Jia
OTpa3sT HUBATA HA a0UraTpaH, KAaKTO U J1a MPEJOCTaBAT HACOKHU 3a OIIEHKATa Ha PHCKa OT KbpPBEHE,
T.e. Hag 90" mepceHTUT Ha Hali-HUCKUTE HUBA Ha TaOWraTpaH WX KOAryJallMOHeH TECT, KaTo Hal-
HUCKY m3MepeHn croitHoctr Ha aPTT (3a mparosete Ha aPTT Bx. Touka 4.4, Tabmuia 5), MoXxe 1a ce
acoIMupa ¢ OBHIIICH PUCK OT KbPBEHE.

[Ipesenyus na Mo3vuen uHCyIm u cucmemer emooauzvm npu eb3pacmuu nayuenmu ¢ NVAF ¢ edun
unu noseye puckosu paxkmopu (SPAF)

CranuoHnapHara cpeJiHa reOMETpUYHA MMMKOBA TIa3MEHA KOHIICHTPAIHS Ha Ta0uraTpaH, u3MepeHa
0KOJI0 2 yaca cien npuiarade Ha 150 mg nqadurarpan erekcwiar, ¢ 175 ng/ml, ¢ rpanuiu 117-

275 ng/ml (B uaTepBana 25-tu-75-tu nepcenti). CpeHaTa reOMETpHYHA Hal-HUCKA KOHLIEHTPAIIUS
Ha paburarpas, U3MEpeHa CyTPHH B Kpas Ha J1030BHUs MHTEpBa (T.e. 12 yaca cien BeuepHaTa J03a
naburatpan 150 mg), e cpenHo okono 91,0 ng/ml, ¢ rpanuu 61,0-143 ng/ml (B untepBana
25-Tu-75-TH IEPCEHTHIN).

[Ipu nauuentu ¢ NVAF, nekyBanu 3a IpeBeHLINSI HA HHCYIT U CUCTeMEH eMO0oau3bM cbe 150 mg
JaburaTpaH eTeKCHUiaT Ba IMbTH JTHEBHO,

. 90-MsT IEPCeHTHIT HAa U3MEPEHUTE Hall-HUCKH IJIa3MEHH KOHIIEHTPAIIUH Ha Ja0uraTrpan
(10-16 gaca cnen mpueMa Ha IpeauITHaTa 103a) ¢ okojo 200 ng/ml,
° Haii-auckute crortHoctute Ha ECT (10-16 yaca cien mpruema Ha peInIIHATA 1032a), TTOBUIIICHH

NpUOIM3UTENTHO 3 IBTH HAJ TOpHATA TpaHUIla Ha HOpMaTa, ce OTHACAT A0 HabOiromaBanus 90-tu
nepceHTm Ha ynbwkaBane Ha ECT ot 103 cexkynam,

° Hali-HuCKHU cToiiHocTU Ha aPTT, moBeye oT 2 mbTH HaJ ropHaTa rpaHULa HA HOpMaTa
(ympmxaBane Ha aPTT c okono 80 cekynan), (10-16 vaca cnen nmpreMa Ha MpeAUIITHATA 103)
ca orpazenu Ha 90-us IEpCEHTHIT OT HAOIIOICHHUETO.

Jleuenue na DVT u PE, kakmo u npegenyus na peyuousu Ha DVT u PE npu 6b3pacmuu nayuenmu
(DVT/PE)

[Ipu nauuentu, nexysanu 3a DVT u PE cbe 150 mg naburatpan eTekcuiar ABa IbTH JHEBHO,
cpenHaTa reOMETpUYHA Hall-HUCKA KOHICHTpallys Ha gaburarpa, uamepena 10-16 yaca cien npuem
Ha 7032, B Kpasi Ha T030BUs MHTEpBAI (T.€. 12 yaca ciieq; BeUepHaTa g03a fadurarpad eTeKcuiaaT

150 mg), e 59,7 ng/ml, ¢ rpanunm 38,6-94,5 ng/ml (B unTepBana ot 25-tu g0 75-t nepcentun). [lpu
neuenueto Ha DVT u PE ¢ naburatpan erexcunat 150 mg 1Ba mbTH JHEBHO

. 90-uAT mepceHTHII Ha U3MEPEHNUTE HAl-HUCKH IIa3MEHH KOHIIEHTpauu Ha qaduratpad (10-
16 gaca cieji mpreMa Ha MpeuIlHaTa J103a) € okoso 146 ng/ml,
. Haii-Huckure croitHocTuTe HAa ECT (10-16 waca cnen mprema Ha MpeIuIIHATA 103a), TOBUIIEHU

MPUOIM3UTENHO 2,3 MBTH CIIPSAMO Ha4YaTHUTE CTOWHOCTH, C€ OTHACAT N0 HaOmonaBanus 90-tu
nepceHTw1 Ha yapkasane Ha ECT ot 74 cexyHau

. 90-usT mepceHTI Ha Hail-HUCKHU ctoitHocTH Ha aPTT (10-16 yaca cien npruema Ha
MIpeanIIHATA 103a) € 62 CeKyHIH, KOeTo € 1,8 MbTH CTOMHOCTTAa Ha U3XO0IHO HUBO.

Hsama nannu 3a hapMakOKMHETHKATA MPU MMAMEHTH, JICKYBaHH 32 TpEeBEHINS Ha penuauBupaiia DVT
u PE cbc 150 mg maburarpan eTekcmiar q8a IbTH THEBHO.

Knnanuna edukacHocT 1 0€300aCHOCT

Emmnuuecku npousxoo
He ce HaOnronaBaT KIIMHUYHO 3HAYMMU €THHYSCKU Pa3IIUKU MEXK/Ty MAIUCHTUTE OT €BPOIICHIHATA
paca, ¢ appo-aMEepUKAHCKH, JJATUHO-aMEPUKAHCKH, STIOHCKU WIIM KAUTAHCKU MPOU3XO/I.
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Ilpesenyusa Ha MO3bYeH UHCYAM U cucmemen emOoau3vM npu ev3pacmuu nayuenmu ¢ NVAF ¢ edun
wiu nogeye puckosu ghakmopu

Knuanyante nanau 3a euKkacHOCTTa Ha Ja0UraTpaH €TeKCUiIaT ca pe3ysTar ot npoyusaHeto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MynITUIIEHTPOBO, MyJITHHALTUOHAIIHO,
PaHIOMH3UPAHO TTAPAJICTHO CIIAI0 U3MUTBAHE C ABE M03u gaburatpan erekcuaar (110 mg u 150 mg
JIBa TBTH JTHEBHO) B CPABHEHUE C OTKPUT NPUEM Ha Bap(apHH MpH MALHEHTH C IPEICHPIHO MBbKACHE
C YMepeH JJ0 BUCOK PUCK OT MHCYAT U CUCTeMeH eMOonu3bM. [IbpBruUHaTa 11en Ha IpOy4BaHEeTo € Aa
OIIpeeNHN 1ayiu JaburaTpaH eTeKCWIaT OTCThIIBA HAa Bap(apyH MU MOHMKaBAaHETO HA CHOUTHATA HA
ChCTaBHATa KpaliHa TOYKa ,,AHCYJIT ¥ CUCTeMeH eMOomn3bM ‘. ChII0 Taka € aHAIN3UPaHO U
CTaTUCTUYECKOTO MPEBB3XOCTBO.

B npoyuBanero RE-LY ca pangommsupann o6mo 18 113 manuenTr Ha cpemHa Bs3pacT 71,5 ToauHu u
cpenes CHADS; c6op 2,1. [Tonynarusita ot naruerTu € 64% ot Mmbxku 1101, 70 % oT eBponenieH
npousxod u 16 % ot azuarcku npousxo. [lpu nauveHTuTe, paHIOMU3UpPaHH J1a OTydaBaT
BapdapuH, cpeHUSIT NpoIeHT Ha BpemeTo B TepareBTiueH o0xBat (TTR) (INR 2-3) e 64,4 %
(mennana Ha TTR 67 %).

IIpoyuBanero RE-LY mokasBa, ye gadurarpan eTekcuiar mnpu gao3a 110 mg aBa mbTH JHEBHO HE
OTCTBIIBA HA e)eKTa OT BaphapuH IIPH NPEBEHIINS HA HHCYIT U CUCTEMEH eMOOJIH3bM TPH MAIeHTH
C MPEICHPAHO MBKAEHE, ¢ MoHmKeH puck ot ICH, obmo kbpBeHe u rossimo kbpBeHe. Jlo3ata 150 mg
JIBa TbTH JHEBHO MOHM)KaBa 3HAYMMO PUCKa OT HCXEMHUYEH U XEMOpPAaruueH HHCYIT, ChA0Ba CMBPT,
ICH u 00110 kbpBeHe B cpaBHEHHE ¢ BapdaprH. YecToTaTa Ha rojsiMO KbpPBEHE TIPH Ta3H J103a €
cpaBHUMa ¢ BapdapuH. YecToTaTa Ha MUOKapAeH HH(APKT € JIEKO MOBHUIIIEHA TP Ja0uraTpal
erekcwiat 110 mg aBa ety fHEBHO U 150 mg 1Ba mbTH AHEBHO B CpaBHEHHUE ¢ BapdapuH
(rxoedunuent Ha pucka 1,29; p=0,0929 u koepunuent Ha pucka 1,27; p=0,1240, cborBeTHO). C
nojo0psiBaHe Ha npocieasBaneTo Ha INR, HaOmoqaBaHuTe MONM3U OT JabUTaTpaH eTEKCHIIAT B
cpaBHEeHHE C BapdapHH O0TcIadBar.

Tabmuim 17-19 nokas3eat moapoOHO KIHOYOBUTE PE3YJITATH B LisjIaTa MOMYJIalys:

Tadauua 17: AHaJu3 HA IBPBOTO CHOMTHE - HHCYJIT UM CUCTeMeH eMO0JM3bM (IbPBUYHA
KpaiiHa ToO4YKa) 10 BpeMe Ha Mepuoaa Ha npoy4yBane Ha RE-LY.

HaOuratpan erexcunar | Jlaburarpan erekcuiat Bapdapun
110 mg nBa bt fHeBHO | 150 mg ABa IbTH JTHEBHO
Pannomusupann 6015 6 076 6 022
MalUeHTH
Wucynt w/vnu
CUCTEeMEH eMOOIN3bM
Yecrorta (%) 183 (1,54) 135 (1,12) 203 (1,72)

Koeduuunent na
pucka c/y
Bapdapux

(95 %CI)

0,89 (0,73; 1,09)

0,65 (0,52; 0,81)

[IpeBb3X0OACTBO
p-CTOMHOCT

p=0,2721

p=0,0001

% ce OTHACS 0 TOOMIITHATA YECTOTA HAa CHOUTHATA

104




Ta6auuna 18: AHaau3 Ha THPBOTO CHOMTHE HA HCXEeMUYEH MU XeMOparuieH MHCYJIT N0 BpeMe
Ha nepuoja Ha npoyuBaHe Ha RE-LY.

Jlaburarpan erekcunar | J[aburarpan eTekcuiar Bapgapun
110 mg aBa mbpTH 150 mg nBa IbTH
JTHEBHO JTHEBHO
Pannomusupann 6015 6 076 6 022
MAIUCHTH
Hucynt
Yecrora (%) 171 (1,44) 123 (1,02) 187 (1,59)
Koedwumuent na 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
pucka c/y
Bapdapun
(95 %CI)
p-CTOMHOCT 0,3553 0,0001
CucremeH eMOOIN3bM
Yecrora (%) 15(0,13) 13 (0,11) 21(0,18)
Koedunment Ha 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
pHcka c/y
BapdapuH
(95 %CI)
p-CTOMHOCT 0,3099 0,1582
HcxemuueH HHCYIT
Yecrorta (%) 152 (1,28) 104 (0,86) 134 (1,14)
Koedumment Ha 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
pucka c/y
BapdapuH
(95 %CI)
p-CTOWHOCT 0,3138 0,0351
XeMOoparuieH UHCYJIT
Yecrorta (%) 14 (0,12) 12 (0,10) 45 (0,38)

Koeduuunent na
pucka c/y
Bapdapux

(95 %CI)

0,31 (0,17; 0,56)

0,26 (0,14; 0,49)

p-CTOMHOCT

0,0001

<0,0001

% ce OTHACS 0 TOOMIITHATA YECTOTA HAa CHOUTHATA
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Taoauna 19: Anaaus Ha CMBPTHOCTTA 110 BCAKAKBA IIPUYMHA M1 HA CBPACYHOCH/10BaTa

CMBPTHOCT 110 BpeMe Ha nepuojaa Ha npoyuBane Ha RE-LY.

Jlaburarpan erekcunar | J[aburarpan eTekcuiar Bapdapun
110 mg aBa mbpTH 150 mg nBa IbTH
JTHEBHO JTHEBHO
Pannomusupann 6015 6 076 6 022
MAIUCHTH
CMBPTHOCT T10 BCAKAKBa
MPUIMHA
UYecrota (%) 446 (3,75) 438 (3,64) 487 (4,13)
Koedwumnuent na 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pucka c/y
Bapdapux
(95 %CI)
p-CTOMHOCT 0,1308 0,0517
Cpl10Ba CMBPTHOCT
Yecrora (%) 289 (2,43) 274 (2,28) 317 (2,69)
Koedwumuent na 0,90 (0,77; 1,06) 0,85 (0,72; 0,99)
pHcka c/y
Bapdapun
(95 %CI)
p-CTOMHOCT 0,2081 0,0430

% ce oTHacs J0 roguiiHara 4€CTtoTa Ha crOUTHATA

Ta0muim 20-21 moka3Bat pe3yaTaTUTe OT IbPBUYHATA KPaiiHa TOYKA 3a €PUKACHOCT U OE30MMacHOCT B

CbOTBCTHUTC cy6n0nynaum/l:

3a mppBUYHATA KpaliHa TOYKA ,,HHCYJIT U CUCTEMEH eMOOJIM3bM  He ca UIICHTUDUIIMPAHU TIOATPYITH

(T.e. BB3pACT, Ter0, noj, 0b0peyna GyHKIMs, ETHHYECKa TPUHAUICKHOCT U Jp.) C pa3inieH
Koe(HIMEeHT Ha PUCKa B CpaBHEHHUE ¢ BapdapuH.

Ta6anna 20: Koedunument Ha pucka n 95 %CI 3a uncyar/cucreMeH eM00JIM3BM IO OATPYIIH

Kpaiina Touka JlaburaTpaH eTekcuiar JlaburarpaH eTekcuiar
110 mg aBa MbTH THEBHO C/y 150 mg aBa MbTH THEBHO C/y
BaphapuH BapdapuH
Bu3pact (roaunmn)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<u<75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
>75 0,88 (0,606; 1,17) 0,68 (0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30<u<50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50<u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mppBUYHATA KpaifHa TOYKA ,,LOJSIMO KbPBEHE ' Ma B3aMMOJICHCTBHE HA e()eKTa OT JICUCHUETO U
Bb3pacTTa. OTHOCHTEITHHUAT PUCK OT KbPBEHE C JaduraTrpaH B CpaBHEHHE C Bap(hapHH ce yBeIndaBa ¢
Bb3pacTTa. OTHOCUTETTHHUAT PUCK € HA-BUCOK MPU MalMeHTH > 75 ronunu. ChIrbTcTBaIIATa yIoTpebda
Ha aHTUTPOMOOTHYHHU cpeAcTBa, ASA Wiy KIONUI0rpes NpUOIU3UTETHO YABOsIBA YeCTOTaTa Ha
MBE, kakTto npu madburaTpaH €TeKCHaT, Taka U pHu BapdapuH. Hsima 3HauuMo B3aMMOACHCTBUE Ha
TepaneBTHYHUTE eeKTH Mpu noArpynure no 0p0peuna ¢pynkuus u CHADS; pesynrar.
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Ta6auuna 21: Koeduument Ha pucka u 95 %CI 3a cp0uTHSA HA TOIIMO KbPBeHe 10 NOATPYNH

Kpaitna Touka JaOuratpan etexcumnar JaburaTpaH eTeKcuiart
110 mg nBa TPTH THEBHO C/y 150 mg nBa IBTH THEBHO C/y
BaphapuH BapbapuH
Br3pact (roguan)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<u<75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
>75 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30<u<50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u<80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynotpeba Ha ASA 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
YmoTpeba Ha KIOMHAIOTPET 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (0v120CpouHO, MyTmuyeHmposo npooviiceHUe Ha USRUMBAHEMO HA Je4eHUEemO C
oabusampan npu nayuenmu ¢ nPeoCcvPOHO MviicoeHe, Koumo ca 3asvbpuuiu usnumeanemo RE-LY)

[Ipoxwsmxennero Ha n3nutBaneto RE-LY (RELY-ABLE) ocurypsia nonbinurenna nHopManus 3a
0e30macHOCTTa MTPH KOXOPTa MAIMeHTH, KOUTO ca MIPOIBIDKIIIH Jla IpUeMaT qadurarpad €TeKCUIaT, B
chIlaTa 103a, onpezeneHa B n3nursaneto RE-LY. 3a uznutBanero RELY-ABLE ca nz6pann
MAalKEHTH, KOUTO [0 BPEeMETO Ha MOCIeAHATa UM BU3UTa OT u3nutBaneTo RE-LY He ca npexbcHamu
OKOHYATEITHO MPUJIOKEHUETO Ha M3MUTBAHUS JICKAPCTBEH MPOAYKT. BKIIFOUEHNUTE TTAIUEHTH ca
MIPOIBJDKHIIH JTa IPUEMAT ChINlaTa JBOWHO-CIISIIA /1032 JaburaTpan eTeKCIIaT, paHJOMI3UPAHO
ompexaeneHa B RE-LY, 3a mpocnenssane no 43 mecerna cien RE-LY (0010 cpenHo npocnensBane
RE-LY + RELY-ABLE, 4,5 ronunn). [lonopanu ca 5 897 manuenTH, kouto npeacrapissat 49% ot
MAIMCHTUTE TbPBOHAYAIIHO, PAHIOMHU3MPAHO ONPEACICHHU Ja MPUEeMaT A1a0uraTpaH eTeKCUIIaT B
RE-LY u 86 % ot nz6panure nauuentu B RELY-ABLE.

ITo Bpeme Ha monmbanutennute 2,5 ronunu Ha igeuyeHue B RELY-ABLE, ¢ makcuManHa eKcrno3uuus
Haja 6 ronuuu (ooma ekcrosuius B RE-LY + RELY-ABLE), npodunsT Ha 6e30macHOCT Ha
JmaburatpaH €TeKCUiIaT B IBITOCPOUCH IUIaH € TIOTBBPACH 3a JABETe M3NUTBaHU 031 110 mg nBa mbTH
mHeBHO U 150 mg nBa mbTH JHeBHO. He ca HaOr01aBaHN HOBM HaXOJKH, CBBP3aHH ¢ 0€30MaCHOCTTA.
YecroTara Ha U3XOIHU CHOUTHS, BKIIOYUTEIHO TOISIMO KbPBEHE U JIPYTH CHOUTHUS Ha KbPBEHE,
CHOTBETCTBA Ha Ta3W, HaOmonasana B RE-LY.

Lannu om neunmepeeHyUOHAIHY NPOYUEAHUS

[Ipu enno HennTepBeHoHanHo npoyuBaHe (GLORIA-AF), npocniekTHBHO ca chOpaHu (BB BTOpaTa
My (¢a3a) JaHHU 3a Oe30MacHOCTTa U €(peKTUBHOCTTA IPH HOBOAMArHOCTUIMpaHH anueHTu ¢ NVAF
Ha maburatpaH eTeKCuiaT B peanau ycnoswus. [IpoyuBaneTo BkitouBa 4 859 marmeHTn Ha qaburarpan
erexcmwiart (55 % nexkyBanu cbe 150 mg nBa mbTU JHEBHO, 43 % nekyBanu ¢k 110 mg nBa mbTH
JTHEBHO, 2 % JexyBaHU ChC 75 mg ABa MbTU JHEBHO). [laniueHTHUTE ca mpoCieIBaHu B MPOABIKCHHE
Ha 2 ronunu. Cpegaure CHADS, n HAS-BLED ckopoge ca crotBeTHO 1,9 1 1,2. CpegHoTo BpeMe Ha
MpoceasBaHe 10 BpeMe Ha Tepanusara € 18,3mecena. ['onsimo kepBeHe € Bb3HUKHaNO0 npu 0,97 Ha
100 nmaruenToronuan. MiMa choO0IIEHNS 3a )KMBOTO3acTpaIiasaio kepeere mpu 0,46 Ha

100 manmeHTOrOAMHHM, BbTpeuepenHa xemoparus npu 0,17 va 100 manmeHTOroAMHN ¥ CTOMAIIHO-
uypeBHO KbpBeHe npu 0,60 Ha 100 mauuenTorogunu. MHCynT e Bp3HuKHaAN npu 0,65 Ha

100 nanueHTOroAuHHU.

OcBeH TOBa B €JHO HEMHTEPBEeHLUMOHAIHO nTpoyuBane [Graham DJ et al., Circulation.
2015;131:157-164] npu noseue ot 134 000 marmenTu B crapuecka Bb3pacT ¢ NVAF B CoenuHenure
maTH (qompuHecyo 3a moseue ot 37 500 manueHToroMH BpeMe Ha IPOCIeIsIBaHe ¢ MPUIOKEHUE Ha
Tepanus) gaburarpan etekcuiar (84 % oT manMeHTHTe ca JieKyBaHu cbC 150 mg ABa IbTH THEBHO,
16% OT manueHTuTe ca JeKyBaHHU CbC 75 mg ABa IbTH JHEBHO) CE€ CBBP3BA C MOHIKEH PUCK OT
UcXeMudeH UHCYAT (koeduieHt Ha pucka 0,80, 95 %noeepurenen unrepsai [CI] 0,67-0,96),
BbTpeuepenHa xemoparus (koeguuuent Ha pucka 0,34, CI (0,26-0,46) u cMbpTHOCT (KOS(DUIIUEHT HA
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pucka 0,86, CI 0,77-0,96) u yBeIn4YeH PUCK OT CTOMAIIHO-YPEBHO KbpBeHE (KOS(HHUIIUCHT Ha
pucka 1,28, CI 1,14-1,44) B cpaBHenue ¢ Bapdapun. He ¢ oTkpuTa pas3iivka 1o OTHOIICHHE Ha TOISIMO
KbpBeHe (koedurment Ha pucka 0,97, CI 0,88-1,07).

Te3u HaOMIOICHNS B PEATHU YCIIOBHS IOTBbPIKIIABAT YCTAHOBEHHS IPOQHIT HA O€30MacHOCT U
e(uKacHOCT 3a TaburaTpaH eTEeKCHIAT IPH TOBA IMOKa3aHue B MpoyuBaneTo RE-LY.

Tayuenmu, noonosicenu Ha KamemvpHa adAAYUS NPU NPEOCLPOHO MbIUCOECHE

[IpoBeneHO € MPOCTIEKTUBHO, PAaHIOMHU3UPAHO, OTKPUTO, MHOTOLIEHTPOBO, N3CIIEIOBATEIICKO
NpOYYBaHE ChC 3acieneHa, HeHTPaJIHO YCTaHOBEeHa olleHKa Ha KpaiiHaTta Touka (RE-CIRCUIT) npu
704 nauyeHTH Ha yCTAaHOBEHO aHTHUKOATyJIaHTHO JieueHue. B mpoyuBaneTo e cpaBHEHO
HETPEKbCHATOTO JIeUeHUE ¢ aburarpan erekcuiaT 150 mg 1Ba MTH JTHEBHO € HEMIPEKHCHATOTO
JieYeHHE C KOpUrupana Bb3 ocHoBa Ha INR 103a Bapdapun npu kaTeTbpHa adbnanus Ha
MapOKCHU3MAIHO WIN IEPCUCTHPAILNO NPEACHPAHO MBxaeHe. OT 704-Te BKIIOUEHH nanueHTy, 317 ca
MOJIJIOKCHH Ha a0Jjaius Ha MPEeAChPIHOTO MBXICHE IIPU HEMPEKbCHATO JICYCHUE ¢ JadburaTpas, a 318
ca MoJIIOKEHH Ha abJalsl Ha MPeJICHPAHOTO MBKCHE MPH HEMPEKbCHATO JieueHue ¢ Bapdaput. Ha
BCHYKH MMAIMEHTH € HanpaBeHa TpaHce3odareanna exokapauorpadus (TEE) npenu xateTspHarta
abnanusi. OCHOBHUSAT pe3yiTaT (yCTaHOBEHO rojisiMoO KbpBeHe criopes] kputepuute Ha ISTH) HacThiBa
npu 5 (1,6 %) nanyeHTy B rpynara Ha JIe4eHUe ¢ JaburatpaH erekcuiat u npu 22 (6,9 %) nanueHTn B
rpymnara Ha JieueHue ¢ BapdapuH (pasiuka B pucka —5,3%; 95 %CI —8,4, —2,2; P=0,0009). Hama
chOUTHE HAa MHCYIT/CHCTEMEH eMOomu3bM/pexoaHa ncxemnyna ataka (TIA) (komOnHUpaHO) B
PaMoTO Ha JICUCHUETO ¢ JaduraTpaH eTekcuiar u uma efaHo cpoute (TIA) B paMoTO Ha JICUEHHUE C
BapdaprH OT BpeMeTo Ha abianusara u 10 8§ ceaMuIly cien abnamwsra. ToBa U3CIe0BaTeICKO
MpoyYBaHe TMOoKa3a, 4e qaburaTpaH eTeKCHiIaT € CBbp3aH ChC 3HAYMTEITHO HaMallsIBaHe Ha YecToTara
Ha MBE B cpaBHeHHe ¢ KopurupaHna Bb3 ocHoBa Ha INR no3a Bapdapun B ycinoBusita Ha abJarusl.

Hayuenmu, xoumo ca bunu noonodceny Ha nepkymanua kopornapna unmepeenyus (PCI) cve
cmenmupare

[IpocniekTHBHO, paHIOMHU3UPAHO, OTKPUTO MPOYUYBaHE Che 3acieneHu kpaitHu Touku (PROBE)

(Pa3za Illb) 3a onienka Ha ABOIHA Tepanus ¢ Aaburarpan etekcuiar (110 mg unm 150 mg nBa mpTH
JTHEBHO) TUTIOC KIIOTIMOTPEN WM TUKarpeop (aHTaroHuct Ha P2Y 12) B cpaBHeHHE ¢ TpOifHA Tepamus
¢ Bapdapun (kopurupana kbM INR 2,0-3,0) mitoc kionuaorpen win Tukarpenop u ASA, e npoBeieHO
npu 2 725 mauueHTy ¢ HeKJIaHO NPEeACHPAHO MBKICHE, KOUTO ca ounn noanoxenn Ha PCI cbe
crearupane (RE-DUAL PCI). [laruenture ca paHIoMHU3NpaHy 3a IBOMHA Tepaus ¢ Ja0uraTpan
erekcwiat 110 mg aBa mbTH IHEBHO, BOWHA Tepamnus ¢ gadurarpan erekcuiat 150 mg 1Ba mbTH
JHEBHO WM TpoiiHa Tepamnus ¢ BaphapuH. [lanmenTu B crapuecka Bp3pactT u3BbH CAILL (Ha BB3pacT
> 80 roawHM 3a BCHYKH cTpaHd, > 70 roguHu 3a SlmoHus) ca pa3npeaeneHu Ha CIlydaeH MPUHITUIT KbM
rpynara Ha JIBOIHa Tepanus ¢ naduratpas erekcmiaT 110 mg uimm KpM rpynara Ha TPOWHA Teparmus ¢
BapdapuH. [IppBrYHAaTA KpaiiHa TOUKa € KOMOMHUpaHa KpaifHa TOYKa ,,cbOUTHS Ha TOJISIMO KbpBEHE
Ha 6a3ara Ha geduauMa Ha ISTH nan cp0nTHe Ha KIMHUYHO 3HAYMMO HETOJIIMO KbpPBEHE .

YecToTara Ha MbpBUYHATa KpaliHa Touka € 15,4 % (151 mauuenTtu) B rpynara Ha ABOMHA Tepanus ¢
naburatpan erexcunat 110 mg crpsimo 26,9 % (264 nauueHTH) B rpynaTta Ha TPOifHA Tepamus C
Baphapun (KP 0,52; 95 %CI 0,42; 0,63; P <0,0001 3a me mo-manka epukacaocT u P <0,0001 3a
npeBs3xoAcTBo) 1 20,2 % (154 mauneHTH) B rpynaTa Ha JBOWHA TEpaNus ¢ JadUraTpaH eTeKCUIaT
150 mg, B cpaBHenue ¢ 25,7 % (196 nauueHTH) B ChOTBETHATA TPYIIa 3a TPOiHA Tepamnus ¢ BapdapuH
(KP 0,72; 95 %CI 0,58; 0,88; P <0,0001 3a He mo-majka epuxacHocT 1 P=0,002 3a npeBb3X0JICTBO).
KaTo gacT oT onmcaTenHus aHATN3, YECTOTAaTa Ha CHONUTHS Ha TOJSIMO KbPBEHE IIPH TPOMOOIIN3a IPH
nHpapkT Ha Muokapaa (Thrombolysis In Myocardial Infarction, TIMI) e no-Hucka u B ABeTe rpynu Ha
JIBOWHA Teparusl ¢ JaduraTpaH eTeKCUIIaT, OTKOJIKOTO B TpyIaTa Ha TpoiHa Tepanus ¢ BaphapuH:

14 cv6urus (1,4 %) B rpynaTa Ha JIBOWHA Tepamus ¢ jadburarpan erekcmiat 110 mg, B cpaBHEHME ¢
37 cebutus (3,8 %) B rpynara Ha TpoiiHa Tepanus ¢ Bapdapus (KP 0,37; 95 %CI 0,20; 0,68; P=0,002)
u 16 cvOutns (2,1 %) B rpynara Ha ABOHHa Tepanus ¢ fadburarpan erekcuiaT 150 mg, B cpaBHEHHE C
30 cobutus (3,9 %) B choTBETHATA IpyIa Ha TpoitHa Tepanus ¢ Bapdapus (KP 0,51; 95 %CI 0,28;
0,93; P=0,03). 1 nBeTe rpymnu Ha IBOHA Tepanus ¢ JabUraTpaH €TeKCHIAT UMAT TO-HUCKH YEeCTOTH
Ha BbTPEUEpENHa XeMOParus, OTKOJIKOTO ChOTBETHATA IPyIla Ha TpPOWHA Tepamnus ¢ BaphapuH:

3 cv0Outus (0,3 %) B rpymnaTa Ha ABOMHA Tepanus ¢ Jaburarpan erekcuiat 110 mg, B cpaBHEHHE C
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10 cwoutus (1,0 %) B rpynara Ha TpoiiHa Tepanus ¢ Bapdapun (KP 0,30; 95 % CI 0,08; 1,07; P=0,06)
u 1 cebutne (0,1 %) B rpynara Ha nBOiTHA Tepamus ¢ naburaTpan erekcmiaaT 150 mg, B cpaBHEHHE C
8 cooutus (1,0 %) B choTBeTHATA rpyna Ha TpoitHa Tepamnus ¢ Bapdapun (KP 0,12; 95 %CI 0,02; 0,98;
P=0,047). YecroraTa Ha chOMTHATA OT KOMOMHHUpaHAaTa KpaiiHa TO4Ka 32 €PUKacHOCT ,,CMBPT,
TPOMOOEMOOIMYHN ChOUTHS (MH(PAPKT HA MHOKAP/Ia, HHCYJIT HIIK CHCTEMEH eMOOJIN3bM) MU
HEeIUIaHUpaHa peBacKyIapu3anus’ KOMOMHUPAHO B IBETE TPYIIHA HA JBOWHA TEepamus ¢ nadurarpaH
eTeKCHJIAT € C He MOo-MaJika e()MKacHOCT OT Ta3M B IpyliaTa Ha TpoiiHa Tepanus ¢ Bapdapux
(cvotBetHO 13,7 % crpsmo 13,4 %; KP 1,04; 95 % CI: 0,84; 1,29; P=0,0047 3a He mo-manka
edpukacHoct). Hsama ctaTucTuyecku pa3iiuKy B MHIWBUIYaTHUTE KOMIIOHEHTH Ha KPaHUTE TOUYKH 32
e(pUKaCHOCT MEKAY KOSTO U Jja OMJIO OT TPYIIUTE Ha ABOMHA Tepanus ¢ JaburatpaH eTeKCHIaT U
rpynara Ha TpOiHa Tepanus ¢ BappapHH.

[IpoyuBaneTo 1MokasBa, 4e ABOWHATA Tepanus ¢ Ja0UTraTpaH eTeKCUIIAT U aHTaroHucT Ha P2Y 12
3HAYUTEITHO MMOHIKABA PUCKA OT KbPBEHE, B CPABHEHHUE C TPOHHATA Teparus ¢ BaphapuH, ¢ He
no-malka euKacHOCT 3a KOMOMHHMpaHaTa KpaifHa To4Ka ,,TpOMO0eMOOITNYHN CHOUTHS  TIPU
MAIMEHTH C MPEACHPIHO MBbXKIEHE, KOUTo ca Omiu nomioxenu Ha PCI ¢be cTeHTUpaHE.

Jleuenue na DVT u PE npu éwv3pacmuu nayuenmu (newenue na DVT/PE)

EdukacHocTTa 1 6€30aCHOCTTA Ca MPOYYBAHU B JBE MHOTOIICHTPOBH, PAHIOMU3UPAHH, IBOWHO-
CJIETIH, IPOYYBaHMsI ¢ MOBTapAIIO ce eueHue u napanennu rpynu RE-COVER u RE-COVER 1I. B
TE3W NMPOYYBaHUs Ce CpaBHsIBa naduraTpan erekcmwiaT (150 mg aBa mbTH THEBHO) ¢ BapdapuH (1ieneBa
croriHocT Ha INR 2,0-3,0) npu nanuentu ¢ octpa DVT u/unu PE. OcHoBHata 11e11 Ha Te31
MPOYYBaHUS € JIa CE OTPEACTH Ay JaduraTpaH eTeKCHUIaT UMa He To-Malika e(hUMKacHOCT OT
BapdapyH Npy HaMaJlsIBaHe CHOUTHATA Ha MFPBUYHATA KpaifHa TOYKa, KOSTO MPECTABIIsABA
KOMOMHaIUATa OT peruanBupaina cumnromarnada DVT w/unu PE, u Ha cBbp3aHUTE CMBPTHH CITydau
B PAaMKHTE Ha 6-MECEUHUS NIEPHO]] Ha JICUCHHE.

B c6opuute nmpoyusanuss RE-COVER u RE-COVER 11 06110 5 153 manueHTH ca paHAOMU3UPAHA U
5 107 ca nexkyBaHHu.

[IpoapnkuTeTHOCTTA Ha JISYeHHETO ¢ (PMKCcHUpaHa fo3a gaburarpad e 174,0 mau Oe3 mpociensBaHe Ha
koarynanusta. [Ipu manueHTUTe, paHJIOMU3UPaHHU 3a IIPUEM Ha BapdapuH, MeIMaHaTa Ha BpEMETO B
tepaneBTrdeH uaTepBai (INR 2,0 mo 3,0) e 60,6 %.

W3nuTBaHusATa MMOKA3BAT, Y€ JICUCHUETO C JaburaTpaH erekcuiaar 150 mg qBa mbTH THEBHO € HE T10-

MaJiko e(h)MKacHO OT JICUCHUETO ¢ BaphapuH (TpaHuia 3a He nmo-mainka epukacHocT 3a RE-COVER u
RE-COVER II: 3,6 % 3a pa3nuka B pucka u 2,75 3a KoeQULIUEHT Ha PUCKa)

109



Tabauua 22: AHaJW3 HA MBPBHYHATA U BTOPUYHHUTE KpaitHu Touku 3a epuxacHoct (VTE ce
cberou oT DVT u/unu PE) 1o kpasi Ha nepuoaa cjiex jedyeHneTo B COOpHUTE
npoyuBanns RE-COVER u RE-COVER 11

JlaburaTpan eTekcuiar
150 mg aBa IbTH THEBHO Bapdapu
JlekyBanu manueHTu 2 553 2 554
Penunuupain u
cumnromatuueH VTE u 68 (2,7 %) 62 (2,4 %)
cBbp3ada ¢ VITE cmppT
KoedunueHr Ha prcka
crupsiMo Bap(dhapuH 1,09
(95 %noBepurenexn (0,77; 1,54)
WHTEpPBAN)
Bropuunu kpaiinu
TOYKH 32 €UKACHOCT
Penmnuupain
cumnromatuueH VTE u
109 (4,3%) 104 (4,1 %)
CMBPT 1O BCSKAKBa
MPUIMHA
o
93 Yonoseputeien 3,52, 5,13 3,34,491
HHTEpBAJ
Cumnromatuana DVT 45 (1,8 %) 39 (1,5 %)
o
93 Yonoseputeien 1,29; 2,35 1,09; 2,08
WHTEpBAJ
CumnromarnueHn PE 27 (1,1 %) 26 (1,0 %)
o
93 Yonoseputeien 0,70; 1,54 0,67; 1,49
HHTEpBAJ
Cepp3ana ¢ VTE cmbpt 4 (0,2 %) 3 (0,1 %)
0
93 Yonoseputeren 0,04; 0.40 0,02; 0,34
HHTEpBAJ
CMBPT MO BCAKAKBA 51(2.0 %) 52 (2,0 %)
MPUIMHA
0
93 Yonoseputeren 1,49; 2,62 1,52: 2,66
HHTEPBAJ

IIpesenyus na peyuousupawa DVT u PE npu ev3pacmuu (npegenyus na DVT/PE)

JBe panaoMu3upany, ABOMHO-CIIETIH IPOYUYBAHUS C TTApAJICTHU IPYIU Ca IPOBEJICHU IIPU MALUEHTHU C
npeaxoIHa aHTHKoaryiaanTHa Tepanus. B npoyusanero RE-MEDY, konTponupano ¢ BapgapuH, ca
BKJIFOUEHH MAlMEHTH, TIPEXOTHO JIEKyBaHH B IMPOIbIDKeHNE Ha 3 1o 12 Mecera, KOUTO ce HyKJasiT OT
JIOTBJIHATETHO aHTUKOATYJIaHTHO JICUCHHE, a Tutane0o-KoHTpoarpaHoTo npoyuBane RE-SONATE
BKITIOYBA TAIIMEHTH, MPEIX0/HO JICKYBaHU B IPOIbIDKEHNE Ha 6 710 18 Mecela ¢ HHXHOUTOPH Ha
BuTaMuH K.

Lenta nHa npoyuBanero RE-MEDY e na ce cpaBHAT 0e30macHOCTTa U €(hUKACHOCTTA Ha TIEPOPATHHS
naburatpan erexkcunat (150 mg aBa mbTH 1HEBHO) ¢ BapdapuH (neneBa crodHocT Ha INR 2,0--0) npu
MPOAB/DKUTEIHO JICUCHUE U MIPEBEHIIMS Ha petuauBupaina cumnromaruuda DVT w/unu PE. O610

2 866 nanueHTy ca paHIOMH3UpaHH U 2 856 ca nekyBaHU. [IpoIbIKUTENTHOCTTA HA JIEUEHUETO C
JaburaTpaH eTeKcuiaaT Bapupa ot 6 mo 36 mecena (mequana - 534,0 nau). [lpu nanueHTuTe,
paHIOMU3MPAHU Ha JIeYeHUe ¢ BappapuH, MeInaHaTa Ha BpeMeTo B TepaneBTuyieH nuama3od (INR
2,0-3,0) e 64,9 %.

RE-MEDY mnoka3sa, 4e iedeHnero ¢ qaburarpas erekcunar 150 mg aBa mbTH JTHEBHO € HE MO-MaJIKO

edpukacHo ot BapdapuH (rpaHuIa 32 He TIO-MajKa euKacHocT: 2,85 3a KoepHUIMEHT Ha prcka U 2,8 3a
pasirKa B PUCKa).
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Tabauua 23: AHaJU3 HA MBPBUYHUTE H BTOPUYHHNTE Kpaiinu Touku 3a epuxacHoct (VTE ce
cberou oT DVT u/unu PE) no kpasi Ha mepuoaa cJjie JeYeHueTo B MPOYyYBAHETO

RE-MEDY
JlaburaTpan eTekcuaaT Bapdapun
150 mg aBa mbpTH
JTHEBHO

JlexyBaHM ManMeHTH 1430 1426
Permmnusupant cumnromatuued VIE u
CBbP3aHa (I:)VTE CMBPT 26 (1.8%) 18(1,3%)
Koedwuruent Ha pucka cpsmo
Bapapun 0 7154 ; 64
(95 Y%pnoBepuTeneH HHTEPBAN) (0,78;2,64)
HE MO-MaJIKa epUKACHOCT 2,85
[NaruenTH, IpU KOUTO € BE3HUKHAIIO

22 17
crbutHe kpM 18" mecen
Kymynatusen puck kpM 18-us Mmecery

1,7 1,4
(%)
Pasnuka B prcka cripsimo Bapdapua

0,4
(%)
95 %mnoBepuTeneH HHTEPBAJ
HE M0-MaJIKa e(h)UKaCHOCT 2,8
Bropuunu kpaiiHu TOUKH 3a
e(UKaCHOCT
Penunusupain cumnromatuded VIE u 42 (2,9 %) 36 (2,5 %)
CMBPT 1O BCSKaKBa MPUYNHA
95 %noBepuTeNicH HHTEPBAI 2,12; 3,95 1,77; 3,48
Cumnromatuana DVT 17 (1,2 %) 13 (0,9 %)
95 Y%moBepuTEIIcH HHTEPBAIT 0,69; 1,90 0,49; 1,55
CumnromaruueHn PE 10 (0,7 %) 5 (0,4 %)
95 %noBepuTeNicH HHTEPBAI 0,34; 1,28 0,11;0,82
Csbpzana ¢ VTE cmbpt 1 (0,1 %) 1 (0,1 %)
95 Y%moBepuTeIIeH HHTEPBAIT 0,00; 0,39 0,00; 0,39
CMBPT 10 BCIKaKBa NIPUYNHA 17 (1,2 %) 19 (1,3 %)
95 %noBepuTeNicH HHTEPBAI 0,69; 1,90 0,80; 2,07

Ilenta Ha mpoyuBaneTo RE-SONATE e na ce omenn npeBbh3X0ACTBOTO HA JaOUraTpaH €TeKCHIAT
CIpsIMO T1a1e00 MPH MPEBEHIMATA Ha peruauupainy cumnromarnadu DVT w/unu PE mpu
MalKUeHTH, TPEMUHAIIN MIPEeaXoaHo JeueHue ot 6 1o 18 mecena ¢ VKA. [Inanupanoro nedeHue e
nmaburarpan etekcmiar 150 mg nBa TbTH THEBHO B IIPOIBJDKEHUE Ha 6 Mecera, 6€3 He00OX0IUMOCT OT
HaOIIOICHIE.

[IpoyuBanero RE-SONATE nokaza npeBb3X0JCTBO Ha Ja0UraTpaH €TeKCUIaT CIIpsMO 1anedo 1o
OTHOIIIEHHE TIPEBEHIUATA Ha ChOUTHS ¢ peunauBupaliy cumnromatnaad DVT/PE, Bkitountenno
CMBPT 10 HEOOSICHUMH NIPUYMHH, C IOHIKEHNE Ha pucka oT 5,6 % 10 0,4 % (HamansiBaHe Ha
OTHOCUTENHHS pUCK 92 % Oa3upaHo Ha Koe(HUIMEHTa Ha PUCKa) IO BpeMe Ha Mepruo/a Ha JIeUeHUE
(p <0,0001). Bcuuku BTOpUYHM aHAIM3H U aHAJM3K Ha YyBCTBUTEITHOCTTA HA MbPBUYHATA KpaiHa
TOYKA ¥ HA BCUYKH BTOPUYHH KPAHU TOYKH TIOKa3BaT MPEBH3X0/ICTBO HA TadUTaTpaH eTeKCHUIIaT
cpsMo 11aneoo.

[IpoyuBaneTo BkIrOUBa 12-MeceyHO Mpocie/sIBaHe 3a HAOMIOAeHUe ciell Kpas Ha JieueHuero. Ciex
NpeKpaTsBaHe Ha MPUJIAraHeTo Ha M3MUTBAHUS JIEKAPCTBOCH MPOJYKT, eHEeKTHT Ce 3ama3Ba 10 Kpas Ha
nepuo/ia Ha MPOCIEsiBaHE, KOSTO MOKa3Ba MOAIbpiKaHe Ha eheKkTa OT MbPBOHAYATHOTO JICYCHHUE C
nmaburatpan erekcuiar. He e HaOmoaBan pedayna edext. B kpast Ha ipociieisIBAaHETO ChOUTHSATA C
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VTE npu nmanmenTure, ieKyBaHH ¢ qaburarpan erekcunar e 6,9 % copsmo 10,7 % B rpynara Ha
rrane6o (koedumuent Ha pucka 0,61 (95 %CI 0,42; 0,88) p=0,0082).

Tabanna 24: AHaJM3 HAa TBPBHYHATA M BTOPHYHHMTE Kpaiinu ToukH 3a epukacHocT (VTE ce
cberou oT DVT u/unu PE) 1o kpasi Ha mepuoaa cJjie JeYeHHeTo B MPOYYBAHETO
RE-SONATE.

JlaburaTpan eTekcunat ITnane6o
150 mg aBa IbTH THEBHO

JlexyBaHM ManueHTH 681 662
Penunuupain
cumnromatuueH VTE u 3 (0,4 %) 37 (5,6 %)
CBBp3aHa C HEro CMBpPT
Koedunuent Ha prcka
CIpsMo iaredo 0,08
(95 %noBepurenexn (0,02; 0,25)
HMHTEpPBAN)
p-CTOitHOCT 3a <0,0001
MPEBB3XOJICTBO
Bropuunu kpaiinu
TOYKH 32 €UKACHOCT
PeunnuBupang
cumnromatuueH VTE u 3 (0,4 %) 37 (5.6 %)
CMBPT M0 BCSIKAKBa
MpPUYHHA
0
95 Yonoseputeren 0,09; 1,28 3,97; 7,62
WHTEpBAJ
Cumnromaruuna DVT 2 (0,3 %) 23 (3,5 %)
o
95 Y%noBepureneH 0,04: 1,06 221:5.17
WHTEpBAJ
Cumnromaruuen PE 1 (0,1 %) 14 (2,1 %)
0
95 Yonosepurencn 0,00; 0,82 1,16; 3,52
HHTEpBAJ
Csbp3ana ¢ VTE cmbpT 0(0) 0(0)
0
95 Yonoseputeren 0,00; 0,54 0,00; 0,56
WHTEpBAJ
CMBPT 110 HEOOSICHIUMHU 0 (0) 2 (0.3 %)
MPUYHHA
0
95 %mnoBepureneH 0,00: 0,54 0,04: 1,09
HHTEPBAJ
CMBPT MO BCAKAKBA 0 (0) 2 (0.3 %)
MPUIHMHA
0
93 Yonoseputeren 0,00; 0,54 0,04; 1,09
HHTEPBAJ

Knvangyay n3nurBanms 3a IMPEBCHIMUATA Ha T[}OM6OCM60HH3’LM IIpU ManuCHTHU CbC CHPACYHU KIAITHA

IpoTe3u
B usnutBane ¢asza Il gaburatpan etekcunar ¥ BapgapHH ca MpoyyeHH Ipu o010 252 manueHTH,

MPETHPIIEIN HACKOPO XUPYPTrUYHA OTIepalys 3a MOCTaBSIHE Ha MEXaHWYHA ChpJ/IcYHa Kiiana (T.c. B
paMKuTE Ha HACTOSIIATA UM XOCIIMTAIN3AIINSA), KAKTO U TPH MAIMEHTH, IPEThPIIETH OIepaIus 3a
MOCTaBsIHE Ha MEXaHMYHA ChbpACYHA KJlama IMpeay nmoseye oT Tpu Mecena. [loBeue Tpomboembonmnanu
CchOUTHS (OCHOBHO MHCYJITH M CHMITOMHHU/aCUMIITOMHH TPOMOO3H Ha TIPOTE3UPAHHUTE KIIalu) U
noBeve ChOUTHS Ha KbPBEHE ca HaOJI0JaBaHu TPpH JaburaTpaH eTeKCHIAT B CpaBHEHHUE ¢ BaphapuH.
[Ipu manmeHTHTE B paHHUS IOCTONIEPATUBEH MIEPHO/I, TOIIMOTO KbPBEHE CE € MPOSIBSIBAIO OCHOBHO
KaTO XeMOparuyueH NepUKapIeH U3JUB, MO-CIEHUATHO MPU HAI[UEHTH, 3aII0YHAIHN PUEM Ha
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JlaburatpaH eTeKcuiIaT ckopo (Ha 3-THs JeH) clie]] XUPYPrUdHaTa OTepalys 3a CMsSHa Ha ChpIeyHa
Kiama (BX. Touka 4.3).

Heduamputma nonyaayus

IIpegenyusa Ha MO3bYeH UHCYIIM U CUCTEMeH eMOoIu3bM npu gb3pacmuu nayuenmu ¢ NVAF ¢ edun
U nogeye puckosu ghakmopu

EBpomneiickaTta areHIus o JiekapcTBaTa 0CBOOOXKJaBa OT 3abKEHUETO 3a IIPElOCTaBsiHE Ha
pe3yiaTaTUTe OT NPOyUYBaHUATA ¢ peEePEHTHHUS JIEKAPCTBEH NPOLYKT JaOuraTpaH eTeKCUiIaT BbB
BCUYKH MOATPYIN HA MEANATPUYHATA MTOMyJIalKs 3a IOKa3aHUETO NMPEBEHIIMS HA MO3bUYEH HHCYIT U
cucteMeH emOonu3bpM npu nanuentd ¢ NVAF (Bxk. Touka 4.2 3a uHpopManus 0THOCHO ynoTpeda B
MIEUATPHSITA).

Jleuenue na VIE u npesenyus na peyuousupawu VITE npu neduampuynu nayuenmu

IIpoyusanero DIVERSITY e npoBeneHo, 3a a IeMOHCTpUpa e(UKaCHOCTTa U 0€30I1aCHOCTTA Ha
JaduraTpaH €TeKCHIaT B CpaBHEHUE Che cTaHmapTHO JieueHue (standard of care, SOC) Ha VTE npu
neInaTpUYHH MAUEeHTH OT paxIaHeTo 10 nox 18-roaumrHa Be3pact. Criopea An3aiiHa MPOYYBAHETO €
OTKPHUTO, PAHIOMU3UPAHO IPOYUYBAHE C IapajesIHU IPYIIU 3a JOKa3BaHE Ha HE M0-MaJjika e(pUKaCHOCT.
BruttouenuTe 3a yyactue NanyeHTH ca paHIOMU3UPaHU B ChbOTHOILIEHHE 2:1 1a mogyyaBat cboOpas3eHa
C Bb3pacTTa JieKapcTBeHa Gopma (Karcyiu, 0OOBUTH I'paHyJIv WK NepopalieH pa3TBOp) Ha Ja0UraTpan
eTeKcwiIar (C A03M, aAanTHPaH! CIIOPEA Bb3pacTTa U TenecHOTo Terio) min SOC ¢ HUCKOMOJIEKYTHH
xenapuau (LMWH) nnm anraronuctu Ha ButamuH K (VKA), nin ponmanapunayke (1 manueHT Ha

12 ronunm). [IppBUYHAaTa KpaiiHa TOUKa € ChCTaBHA KpaifHa TOYKa OT MALMEHTH C IIBJIHO pa3TBapsHe
Ha TpoMOa, ¢ nurnca Ha peuuauBupanio VTE u ¢ nunca va cmepTHOCT, cBbp3ana ¢ VTE. Kpurepuunte
3a U3KJIIOUBaHE BKJIFOYBAT aKTUBEH MCHHUHTHUT, eHIIC(aTuT U BhTpedepeneH adciec. OO0

267 manuenTH ca pangoMusupann. OT Tx 176 HalMeHTH ca JEKyBaHU ¢ Ja0uraTpaH eTeKCHiaT, a

90 marentu ¢ SOC (1 panzoMHU3MpaH MAlMEHT He € JIeKyBaH). 168 manuenTu ca Ha 12 10 nox

18 ronunu, 64 nanueHTH ca Ha 2 1o nof 12 roguHu, a 35 nauKMeHTy ca noj 2-roJuIIHa Bb3pacT.

Ot pangomusupanure 267 nanuenty 81 manuentn (45,8 %) B rpynaTa Ha naburaTpaH eTeKCHIaT U
38 marentu (42,2 %) B rpynara Ha SOC 0TroBapsT Ha KpUTEPUUTE 3a ChbCTaBHATA IbPBUYHA KpaliHa
TOYKa (II'BJIHO U3UYMCTBAHE HAa TpoMOa, urica Ha peruausupan] VTE u nmumca Ha CMBPTHOCT, CBBP3aHa
¢ VTE). CpoTBeTHaTa pasnyKa B 4ecTOTaTa IOKa3Ba He Mo-Maika e(pUKacHOCT Ha 1aduraTpan
erekcuinar B cpaBHeHue ¢ SOC. CpBMECTUMH pe3yITaTH KaTo LSJI0 ca HaOII0AaBaH! U B TOATPYITUTE:
HSIMa 3HAYUTENIHHU pasyinius B eheKTa OT JIeUCHUETO 3a MOArPYNUTE MO BB3PaCT, 10, reorpadcka
001acT ¥ HaJTM4YMe Ha ONpeie]ICHN PUCKOBU (akTopu. 3a 3-Te pa3inyHU Bb3PACTOBH CTPATH
CHOTHOIIIEHHETO Ha MAIMEeHTHTE, TOCTUTHAIN TbPBUYHATA KpaifHa TOYKa 3a €)UKACHOCT B IPYIIHTE
CchOTBETHO Ha madburatpaH erekcmnaTt u SOC, e 13/22 (59,1 %) u 7/13 (53,8 %) npu nanueHTHTE HA
BB3pACT OT pakaaHeTo 10 < 2 roauHu, 21/43 (48,8 %) u 12/21 (57,1%) npu manyeHTHTE Ha BH3PacCT 2
1o <12 romuam u 47/112 (42,0 %) u 19/56 (33,9 %) npu nanuenTute Ha Bb3pacT 12 1o < 18 rogunu.
[ToTBBpACHN CHOUTHS HA TOJSIMO KbPBEHE ca ChoOLIeHH 3a 4 mauuenTty (2,3 %) B rpynara Ha
nmaburarpaH eTekcunaT u 2 mauuentu (2,2 %) B rpynara Ha SOC. Hsma cratuctuyecku 3Haunma
pas3ynKa BbB BPEMETO J0 MOsIBa Ha MbPBO CHOUTHE Ha TOJISIMO KbpBEHE. TpUAECET U OCEM MaleHTH
(21,6 %) B rpynata Ha naburatpan erekcunat u 22 nauueHtu (24,4 %) B rpynata Ha SOC umar
MOTBBPACHO CHOUTHE Ha KbPBEHE, KaTO IPH IIOBEYETO OT TAX TO € KATErOpU3UPaHO KaTo
He3zHauuTeaHo. KomOnHMpaHaTa KpaiftHa TOUKa Ha MOTBBPJCHO CHOMTHE Ha TOJISIMO KbpPBEHE (Inajor
bleeding event, MBE) nnu knmuanyHo 3HaunMo Herossimo (clinically relevant non-major, CRNM)
KbpBeHe (KOTaTo MalMeHTHTe ca Ha JIeYeHne) ca choOImenu 3a 6 (3,4 %) manueHTH B Tpymnara Ha
nmaburarpan erexcunat u 3 (3,3 %) nauuentu B rpynara Ha SOC.

EnHo oTKpUTO, MPOCTIEKTHBHO, KOXOPTHO, MHOTOIIEHTPOBO Mpoy4BaHe 3a 6e3omacHocT ¢a3a 1l ¢
exao pamo (1160.108) e mpoBeneHo 3a olleHKa Ha 0€30ITacHOCTTa Ha JaOUTaTpaH eTeKCHIIAT IIPH
npeBeHnus Ha perauBupait VTE npu neauaTpruyHu MalueHTH 0T paKIaHeTo 10 moj 18-roaunrHa
BB3pacT. [lanueHTr, KOUTO ca ce HyKJaelii OT MO-HATATHIITHO AaHTUKOATyJIAHTHO JICUYCHHE TTOPaIH
HaIM4YMe Ha KIMHAYEH PUCKOB (aKTOp CIIe/ 3aBbPIIBaHE Ha HAYAIIHOTO JieueHne 3a MoTBspaeH VITE
(3a Haii-masiko 3 Meceria) wim ciieq 3apbpimBane Ha mpoyuBaneTo DIVERSITY, ca Bkimroduenn B
npoyuBaHeTo. [logxoasuTe 3a BKIIFOUBaHE MAIMEHTH Ca TOJyJYaBaJId aIallTUPAHU CIIOPE]l Bh3pacTTa
Y TEJIECHOTO TETJIO JO3HM OT ChoOpa3eHa ¢ Bh3pacTTa JeKapcTBeHa (opmMa (Karcyinu, 0OBUTH TpaHyTH
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WM TIepopajieH pa3TBOp) Ha JaduraTpaH eTeKCUIIAT 10 eTMMUHIpPaHe Ha KIIMHIUYHUS PUCKOB (haKTop
Wi 10 MakcuMyM 12 mecena. [IppBHUHNTE KpaitHU TOYKK HA TIPOyIBaHETO ca penuaus Ha VTE,
CHOUTHSA Ha TOJISIMO WJIM HE3HAYUTEIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB Bpb3Ka C TPOMOOTUYHU
Wi TpoMOboeMOonuH chOuTHA) Ha 6 U 12 Mecena. M3xoanTe oT cbOuTHATA ca TOTBHPAEHH OT
HE3aBHCHMa, 3aciielieHa KOMHUCHS 32 OIEHKA.

006110 214 marueHTy ca BKIIOYCHH B MpoyuBaHeTo. OT Tsx 162 manueHTy ca BbB Bh3pacToBa cTpara 1
(ot 12 o mox 18 roamnm), 43 manMeHTy ca BEB Bh3pacToBa cTpata 2 (0T 2 1o oA 12 roguHn) u

9 marnmeHTH ca BB Bb3pacToBa cTpara 3 (0T paxaaHeTo A0 MoJ 2-ToAnITHa Bb3pacT). I1o Bpeme Ha
nepuosa Ha yiedenue 3 manueHTH (1,4 %) ca pa3Buwiu NOTBBPACH OT KoMucHusTa penuaus Ha VTE B
pamkuTe Ha IbpBUTE 12 Mecena cies 3ano4YBane Ha JeueHueTo. [IoTBbpAeHN OT KOMHUCHATA ChOUTHS
Ha KbpBEHE 110 BpeMe Ha MepHuo/ia Ha JIedeHue ca cho0eHH 3a 48 nanuents (22,5 %) B paMKuTe Ha
nbpBuTe 12 Mecena. [ToBedero chOUTHS Ha KbpBeHE ca He3HauuTeaHu. [1pu 3 manuentu (1,4 %) uma
NOTBBPACHO OT KOMHCHUSTA CHOUTHE HA TOJSIMO KbpBEHE B paMKuTe Ha mbpBuTe 12 Mecena. [lpu

3 manmentu (1,4 %) uma moTBBpACHO OT KoMmucusaTa chouTre Ha CRNM KbpBeHE B paMKUTE Ha
mbppBuTe 12 Mecena. Hsima cMbpTHE ciyyan 1o BpeMe Ha nepuoja Ha jiedenue. [lo Bpeme Ha nepuoza
Ha Jiedenue 3 naruent (1,4 %) ca pa3Buim mocTTpOMOOTHYEH CUHIPOM (post-thrombotic syndrome,
PTS) nnu ca umanu Bnomasane Ha PTS B pamkute Ha mbpBuTe 12 Mecena.

5.2 ®apmakokMHETUYHH CBOWCTBA

Cren nepopajiHO NPUIOKEHUE JaduraTrpaH eTeKCHiIaT Obp30 U HAITBJIHO ce IPEeBphINa B Jaburarpax,
KOHTO e akTHBHAaTa (hopMma B TuiazMaTa. PasienBaHeTo Ha MpeIeKapcTBOTO NaburaTpaH eTeKCUIaT
ype3 KaTaJu3upaHa OT ecTepasa XUAPOoJIn3a O aKTUBHOTO BEIIECTBO Aa0UraTpaH € npeobiasaBamaTa
MeTaboIUTHA peakuus. AOCo0THaTa ONOHANUYHOCT Ha JaOUraTpaH ciiel NepopaTHo MPUI0KEHUE
Ha naburatpaH eTeKCuaT € mpuoIu3uTesHo 6,5%.

Cren mepopaiiHO MPUIOKECHUE HA Ta0UraTpaH eTeKCUIIaT MPH 34paBu T00POBOJIIIH,
(hapMaKOKMHETUYHHAT PO I HA TaOUraTpaH B TUIa3Mara ce XapakTepu3upa ¢ Obp30 HapacTBaHe Ha
IUIA3MEHUTE KOHLEHTpaluu ¢ JocThuraie Ha Cmax B pamkute Ha 0,5 u 2,0 yaca cieq mpuiioKeHHUETO.

AOcoporus
IIpoyuBaHe, OIEHSBAIIO TTOCTONIEPaTHBHATA aOCOPOIHs Ha Jaburatpan erekcunat 13 vaca cien

orepanus, IEMOHCTPUPA OTHOCUTEITHO OaBHA aOCOPOITHS B CPAaBHEHHUE C Ta3M IPH 3IpaBU
JIOOPOBOJIIIH, TOKA3BAMKY TUIaBEH MPOQWIT Ha TUIa3MeHaTa KOHIICHTPAIUS BB BpeMeTo 0e3 BUCOKU
MMUKOBY IUTIA3MEHU KOHIICHTpanuu. [IMKOBY TUTa3MEeHH KOHIICHTPAIMK CE TIOCTUTAT 6 Yaca clej
NPUIOKEHUETO B IOCTONIEPATHBHUS MIEPUO]T TIOPAIH JOTPUHACAIIH (HAKTOPH, KATO HAIpUMeEpP
aHecTe3usl, CTOMAITHOYPEBHA Mape3a U XUPYPrudHU e(heKTH, He3aBUCUMO OT TiepopaliHaTa
nekapcTBeHa ¢opma. [Ipyro npoyusane JeMOHCTPUPA, Ye OaBHA U 3aKbCHSBAIIA a0COPOIUs
0OMKHOBEHO ce HalJro/1aBa caMo B JIcHs Ha orepanusara. Ha cnensammre qau abcopOIusiTa Ha
JaduraTpaH € Obp3a U MMKOBH IUIa3MEHHM KOHIICHTPAIIMU CE IOCTHUIaT 2 Jaca Cjie/l NPUIOKEHHUE Ha
JIEKapCTBEHUS IPOAYKT.

XpaHaTa He MOBIUsBA OMOHATMYHOCTTA Ha JaOUraTpaH eTeKCHiar, Ho 3a0aBsi BpEMETO JI0 TMKOBUTE
TJIa3MEHU KOHIICHTpAITUH ¢ 2 Jaca.

Cinax 1 AUC ca pornopIinoHaTHA Ha J103aTa.

BuonannyHOCTTA Cen IepopaTHO MPUIIOKESHUE MOXKE J1a Ce TTOBUIIHU Che 75% ciie/] mpuitoKeHrue Ha
eMHUYHA 11032 1 ¢ 37% B CTallMOHAPHO CHhCTOSHHE, B CpaBHEHUE ¢ pedepeHTHATa KancyIHa Gopma,
KOTaTo TeJIETUTE ce mpueMat 0e3 kamncynarta ot xunpomenoza (HPMC). CnenoBarenHo 1e10cTTa Ha
karicynute oT HPMC Bunaru Tps6Ba 1a e 3armaseHa npu KIMHWYHA yrnotpeda, 3a /1a ce n3derne
HEYMHUIIUICHOTO TOBUIIIABaHE HAa OMOHATMYHOCTTA Ha JaburarpaH erekcuwiar (Bxk. Touka 4.2).

Pasnpenenenue
Habmronasa ce cnabo (34-35%), He3aBUCUMO OT KOHIICHTpAIIUITa CBhP3BaHE HA TaOUraTpaH ¢

YOBEIIIKUTE TIa3MeHu npotenHu. O0eMBT Ha pasmpeneneHue Ha qaburarpas ot 60-70 1 mpeBumiaBa
o01mrs 06eM Ha TeJIeCHUTE TEUHOCTH, KOSTO O3HAYaBa, Ye MaduraTpaH uMa yMEepeHO ThKaHHO
pasnpezesneHue.
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buotpanchopmanms

MeTaboau3MBbT U eKCKPEIUsITa Ha Ja0uraTpaH ca MpoydYeH! TPH 3IPaBH MBIKE JOOPOBOJIIIH CIIE]
eIMHUYHA HHTPABEHO3HA /1032 AaburaTpaH, Oessi3an ¢ paanoakTuBeH n3ororn. Cieq HHTpaBeHO3HATA
J103a TIPOM3X 0K AaIaTa OT JaburaTpal paIdoakTUBHOCT Ce SIMMUHKpPA INIaBHO ¢ ypuHata (85%).
®dekanHaTa eKCKpenns oTroBaps Ha 6% oT npuiiokenara no3a. JJo 168 gaca cnen npusoxeHne Ha
Jo3aTa odmaTa paJInoakTHBHOCT C€ Bh3CTAaHOBABA B paMKuTe Ha 88-94% oT mpuiokeHaTa 1o3a.
JlaburaTtpaH ce mojsara Ha KOHIOTAIs, MPU KOETOo ce 00pa3yBaT (hapMaKoJIOTHUHO aKTHBHU
anmuIrToKypoHuan. ChIECTBYBAT YETUPHU O3UITMOHHN n3oMepa, 1-0, 2-0, 3-0, 4-0-
aIWITIIIOKYPOHUT, BCEKH OT KOUTO CHCTaBJIsIBa MO-Maiko OoT 10 % oT 00I0TO KOJIMIECTBO
naburatpad B miasmara. Cieau oT Apyrd MeTabOMTH Ce YCTAHOBSIBAT CAMO C BUCOKOUYBCTBUTCITHH
AHATUTUYHU MeTou. JlaburaTpaH ce enMMUHHUpA IJIAaBHO B HEITPOMEHEH BH/] C YPHHATA C
npubu3uTenHa ckopoct 100 ml/min, chOTBETCTRAILIA HA CKOPOCTTA Ha TIIOMEPYJIHA (QUIITPALIHSL.

Enumunupane
IIma3sMeHuTE KOHIIEHTPAITMN Ha Ta0uTaTpaH MoKa3BaT OMEKCIIOHEHITHAJICH CITa]l ChC CPEIcH

TepMUHAJIEH MOy KMBOT 11 yaca mpu 3apaBy HHAWBUAN B cTapyecka Bb3pacT. Ciiel MHOTOKPATHO
npuarane ce HaOMIo1aBa TEPMUHAJICH MOJTYKHUBOT 0K0y10 12-14 yaca. [Toy>KHBOTHT € HE3aBUCHM OT
no3ara. [TomyXMBOTBT € yIb/KEH, ako ObOpedyHaTa (GyHKIMS € HapyIleHa, KaKTo € TOKa3aHo B
Tabauma 25.

CHCLII/IEIJ'IHI/I nomnyjaanunu

bvopeuna nedocmamvunocm

B npoyuBanus dasza I excriosunusta (AUC) Ha gaburaTpas ciiefi epopaiHo NPUIOKEHHE Ha
JlaburatpaH eTeKCHUIaT € MPUOIU3UTEITHO 2,7 TBTH MT0-BUCOKA IPH BH3PACTHHU JOOPOBOIIIH C YMEPEHA
0b0peuna HegocraTbuHoCT (CrCL Mexay 30 u S0 ml/min), OTKOJIKOTO IpH Te3u 0e3 ObOpeuHa
HEIOCTAaThYHOCT.

[Ipu Manbk Opoii BE3pacTHU T0OPOBOJIIHM ¢ TeKKa 0b0peuHa HegoctaTbyHOCT (CrCL 10-30 ml/min),
excriosuiaTa (AUC) Ha gaburatpas € npuOIM3UTETHO 6 THTH TIO-BUCOKA, a TIOTYKUBOTHT
MPHUOM3UTENTHO 2 IHTH MO-IBJIBI OT HAOIIOJaBaHUTE B MOMMyJaIus 0e3 0b0peyHa HeJJ0CTaThYHOCT
(Bx. Toukn 4.2, 4.3 u 4.4).

Tabanna 25: Iloxy:kuBOT Ha 00IIMs Ja0UTaTPaH NPH 3APABH HHIAUBUIM M MHAUBUIHU C
HapylieHa 0bOpeyHa GyHKIMUSA

Crop (;;Ef;a;ﬁhd(%)rygg) Hata Cpenen reomerpuueH (gCV%; rpaHUIN) MOTYKUBOT
[ml/min] [h]
>80 13,4 (25,7 %; 11,0-21,6)
> 50-< 80 15,3 (42,7 %; 11,7-34,1)
>30-<50 18,4 (18,5 %; 13,3-23,0)
<30 27,2 (15,3 %; 21,6-35,0)

JIOTBITHUTETHO, EKCIIO3UINATA Ha JaburaTpan (Hal-HUCKA U TTMKOBA) € OIlEHEHA B €HO
MPOCTIEKTUBHO, OTKPUTO, PAHIOMU3UPaHO, PapMaKOKHHETUIHO MIPOYYBAHE TIPH MAIUCHTHU C HEKJIAITHO
npeacspaHo MexaeHe (NVAF) ¢ Texko 6p0pedHo yBpexaaHe (OmpenesieHo KaTo KpeaTHHUHOB
kiaupbHC [CrCl] 15-30 ml/min), mosy4aBaiy qaduraTpal eTeKcuiaT 75 mg aBa IbTH JHEBHO.

To3u pexxuM e JoBe J0 Hall-HUCKa cpe/iHa reoMeTpryYHa KoHieHTpanust 155 ng/ml (gCV 76,9 %),
M3MepeHa HEeMOCPEACTBEHO MpeIu MPUIOKEHUETO Ha ClleABallaTa 103a, U 10 MUKOBa CpeIHa
reomeTrpryHa kKoHueHTpauusa 202 ng/ml (gCV 70,6 %), n3smepeHa aBa 4yaca cie[] IPHIOKEHUETO Ha
MOCTIeTHATA 103a.

KimmpbHCHT Ha maburaTpan 4pe3 XeMOAnaan3a € U3CIeIBaH PH 7 Bb3PACTHH MAIMIEHTH C TEPMIHAITHA
0b0peuna HegocratbuHocT (ESRD), 6e3 npenchpaHo mbxacHe. [luanu3ata € mpoBecHa ChC

700 ml/min guanu3eH AeOUT, IPOABIDKUTSIHOCT YSTUPH Yaca U CKOPOCT Ha KpbBHUS ToK 200 ml/min
i 350-390 ml/min. ToBa Bonu 10 oTcTpansBane choTBeTHO Ha 50 % 10 60 % OT KOHIIEHTpaIUsITa
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Ha naburarpad. KoJm4ecTBOTO Ha BEMIECTBOTO, OTCTPAHEHO Ype3 TUali3a, € MPOMOPIMOHATHO Ha
CKOPOCTTa Ha KPbBHUS TOK, IIPU CKOPOCT Ha KPbBHHUS TOK /10 300 ml/min. AHTHKOAryjaHTHATa
aKTUBHOCT Ha Ia0UraTpaH HaMmalsBa C HaMaJsBaHE Ha TIa3MEeHUTE KoHIeHTparun u OK/D]]
Bpb3KaTa HE € 3aCeTHaTa OT MPOoIeaypara.

Mennanara va CrCL B RE-LY e 68,4 ml/min. [Tourn nonoeunara (45,8 %) ot manpenture B RE-LY
umat CrCL > 50-< 80 ml/min. Ilaumentute ¢ 650peuno yBpexaane B ymepena crenet (CrCL mexay
30-50 ml/min) umar cpeaHo 2,29 nbTi U 1,81 IbTH MO-BUCOKA MIa3MEHA KOHIICHTPAIIHS, ChOTBETHO
MIpeIn U CJIe] IPUEM Ha J103aTa Ha JaduraTpaH, B CpaBHEHHUE C MAMEHTH 0€3 0hOpEeUHO yBpEKIaHe
(CrCL = 80 ml/min).

Mennanara va CrCl B mpoyuBanero RE-COVER e 100,4 ml/min. [Tpu 21,7 % oT narnuenTure e
umaino 6s0peuHo yBpexaane B Jieka crerneH (CrCl > 50-< 80 ml/min) u npu 4,5 % ot 14x — 660peyHO
yBpexaane B ymepeHa crerneH (CrCl mexay 30 u 50 ml/min). [Taupenture ¢ 650peuHO yBpeKaane B
JIeKa U yMEpPEeHa CTEICH ca HMaJId B CTAIlHOHAPHO CHhCTOSTHUE CHOTBETHO CpenHo 1,8 mbTH U 3,6 mbTH
MO-BUCOKH TJIA3MEHU KOHIICHTPALIMH ITPEIU MIPHIIOKEHUE Ha J103aTa 1aburatpaH B CpaBHEHHE C
naruerTute ¢ CrCl > 80 ml/min. Cxomnu ctotinoctu Ha CrCl ca ycranosenu B RE-COVER 11.

Menuanara Ha CrCl B npoyuBanusta RE-MEDY u RE-SONATE e cwotrBeTHO 99,0 ml/min u
99,7 ml/min. IIpu 22,9 % u 22,5 % ot namuenture croitHocTute Ha CrCl ca > 50-< 80 ml/min, a mpu
4,1 % un 4,8 % ot tax CrCl e mexxay 30 u 50 ml/min B npoyuBanusita RE-MEDY u RE-SONATE.

Tayuenmu 6 cmapuecka 8v3pacm

Crenupnyan hapMaKOKHHETUYHY IPOyYBaHUS (a3a | mpu maueHTy B crapyecka Bh3pacT MoKa3BaT
yBemmuenwue oT 40 go 60 % na AUC u moBeue oT 25 % Ha Cpax B CPaBHEHHE C MIIQAH MAITUCHTH.
EdekTnbT Ha Bb3pacTTa BbPXY SKCIO3MIMATA Ha JaOUraTpaH € MOTBbPACH oT npoyuBaHeTo RE-LY ¢
oko0J10 31% Mo-BUCOKO HUBO HA HA-HUCKATa KOHUEHTPALMS 332 HHAUBUAM > 75 TOIUHU U C OKOJIO

22 % Mo-HUCKO HUBO Ha Hal-HUCKAaTa KOHLUEHTPALM MPU UHAUBUAN < 65 rOAUHU B CPABHEHUE C
WHIUBUAIU MEXIy 65 u 75 ronunan (BXK. Touku 4.2 u 4.4).

Yeprnodpobno Hapyuenue
He ce naGmromaBa mpoMsiHa B €KCIIO3HIFSITA HAa JaburaTpad npu 12 Be3pacTHU MAIMEHTH ¢ YMEpPEeHA
yepHoapoOHa HegocraTbuHOCT (Child Pugh B) B cpaBuenue ¢ 12 kouTponu (Bxk. Touku 4.2 u 4.4).

Tenecno meano

Haii-auckure KoHIEHTpamu Ha naburatpas ca okoso 20 % mo-HUCKY IpU BH3PACTHU MAIUEHTH C
tenecHo terio >100 kg B cpaBuenue ¢ 50-100 kg. Muo3unctBoTo (80,8 %) OT MHAUBUANTE Ca B
kareropusta > 50 kg u < 100 kg, 6e3 ycranoBena sicHa pasznuka (Bx. Touku 4.2 u 4.4). [Ipu Bp3pacTHn
MAIMEHTH C TenecHO Tero < 50 kg KJIMHUYHUTE JaHHU Ca OTPaHHYCHU.

Llon

IIpu marueHTUTE ¢ MPEACHPAHO MBXACHE, MAIIMCHTUTE OT KEHCKH IT0JT ca uMaiu cpexaHo 30 %
MO-BUCOKHM CTOMHOCTH Ha Hali-HUCKa U MOCT-/1030Ba KOHLIEHTpanus. He ce n3uckBa KOpEKIus Ha
no3ata (BX. Touka 4.2).

Emnuyecku npouszxod

HsMa kxTHHHYHO 3HAYMME MEXTYSTHHYCCKHU Pa3IHIUs MEK/Ty MAIlUSHTH OT eBPOIICHIHATA paca,
MAIMCHTH ¢ appo-aMepHUKaHCKH, TaTUHO-aMEPHUKAHCKH, SITTOHCKH U KATAHCKHU MPOU3X0]T TIO
OTHOIIIEHUE Ha (papMaKOKWHETHKATa U (hapMaKOAMHAMIKATA Ha Ta0uTaTpaH.

Ileouampuuna nonynayus

[Ipu nepopanHo NpuiIoKeHUE HA Aa0UraTpaH €TeKCUIaT, CIIOpe]l ONPEAEIeHUs B IPOTOKOJIA
QJITOPUTHM 32 JI03UPaHe eKCIIO3MLMATA, € B PAMKHUTE Ha Ta3H, HAOJ01aBaHATa IPH BB3PACTHH C
DVT/PE. COopHusT ananu3 oT papMakOKMHETHUHH JaHHU oT npoyuBanusita DIVERSITY u
1160.108 mokasBa, 4e CpeAHUTE TEOMETPUYHN Hal-HUCKU eKcro3uuu ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml crorBeTHO npH 0 10 < 2-roauiiHu, 2 10 < 12-roautnau U 12 10 < 18-rogumHu
neauaTpuuHy nauuentu ¢ VIE.
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PapMaKOKHMHETUYHU B3aUMOJACHCTBUS

In vitro mpoyduBaHus 3a B3aUMO/JICHCTBHATA HE TIOKAa3BaT WHXUOMpPaHEe WM UHIYIHpaHe Ha TTIaBHUTE
n30eH3uMH Ha IUTOoXpoM P450. ToBa ce mOTBBpKIaBa OT in Vivo IPOYYBAHUS C YYACTHETO HA 3/IPABH
JI0OPOBOJIIIM, KOUTO HE TIOKAa3BaT B3aUMOJICHCTBHE MEXK Ty TOBA JICUCHUE U CICTHUTE aKTUBHU
Bemecta: aropactatuH (CYP3A4), nurokcuH (B3anMOACHCTBUE C TpaHCTIOPTHUSA P-gp) u
nmukiaodenak (CYP2C9).

5.3 IlpenkJUHUYHH JAHHHU 32 0€30MACHOCT

Hexnuananaure JaHHHU HC IIOKa3BaT ocobeH PHUCK 3a XOpa Ha OazaTa Ha KOHBCHIIMOHAJIHUTEC
(bapMaKOJ'IOFI/ILIHI/I MMpOy4BaHUA 3a 6630HaCHOCT, Mpoy4BaHHd 3@ TOKCUYHOCT IIPpU MHOT'OKPATHO
nmpujarane 1 rcHOTOKCHYHOCT.

Edexrure, HabmogaBaHu B IPOYYBAaHUATA 32 TOKCUYHOCT IPH MHOTOKPATHO NPWJIATaHE, C€ IBIDKAT
Ha 3acwiieHus papmakoguHaMu4eH eeKT Ha faburarpaH.

Edexr Bbpxy hepTrnuTeTa npu )KEHCKH KUBOTHU € HAO01aBaH 1o (opmara Ha HaMalsIBaHe Ha
Opos Ha UMIUTAHTAIIMKMTE U TOBHUIIIABAHE HA NMPEIUMIUIAHTAI[MOHHUTE 3aryou npu no3a 70 mg/kg
(5-KpaTHOTO HMBO HA TUIa3MEHA EKCIIO3UITUS IIPH ManueHTn). [lpu 1031, KOUTO ca TOKCUYHHU 3a
Mmaiikute (5- 70 10-KpaTHOTO HMBO Ha IJIa3MeHa eKCIIO3UIHS TIPH MMAlMeHTH ), TIPY TUIbXOBE U 3ailn ce
Ha0ITI0/]aBa HaMaJIsiBaHE Ha TEJIECHOTO TETJIO U )KU3HECIIOCOOHOCTTA Ha (eTyca, 3aeTHO C TIOBHIIIABaHE
Ha (eTaTHUTE BapHaluy. B npeHaTaqHUTe U NOCTHATATHUTE IPOYYBAHUS € HAOJI0JaBaHO
MMOBUINIaBaHE Ha (peTaHaTa CMBbPTHOCT IIPH JTO3HM, KOUTO Ca TOKCUYHU 3a MalikuTe (103a,
CHOTBETCTBAINA Ha 4 ITBTH MMO-BICOKO HUBO Ha IJIa3MeHa eKCIIO3UIUS OT HaOJIF01aBaHOTO TPU
MAIUEHTH).

B enno npoyuBane 3a 10BEHHIIHA TOKCHYHOCT TIPH ILTBXOBE OT mopoja Wistar cMbpTHOCTTA €
CBBbp3aHa ChC CHOUTHS Ha KbPBEHE MPHU MOAOOHH HHMBA Ha €KCIIO3UITHUS, IPH KOUTO € HabIrogaBaHo
KBbPBEHE MPH Bb3paCTHUTE KUBOTHHU. CunTa ce, e KaKTO MPH Bb3PACTHUTE, TaKa U MPH MIIaJUTe
IUTbXOBE CMBPTHOCTTA € CBbp3aHa ChC 3achiieHaTa (papMaKoIOrniHa aKTUBHOCT Ha 1a0UraTpaH BbB
BpPB3Ka C YIPXHIBAHETO HA MEXaHWYHH CHJIM IO BpEMe Ha MPUJIaraHeTo U TpeTupanero. /lanaure ot
MPOYYBAaHETO 32 FOBEHWIHA TOKCHYHOCT HE ITOKa3BaT HUTO MOBUIIIEHA YYBCTBUTEIHOCT KbM TOKCHYHHU
NPOSIBH, HUTO TOKCUYHOCT, CTIeU(pHUYHA 32 IOBEHUIHU )KUBOTHHU.

JBIrocpoyHnTE TOKCUKOJIOTMYHH MMPOYYBAHUS IPH TUTHXOBE M MHIIIKY HE TTOKA3BaT JaHHU 32
TYMOPOTEHEH MOTeHIMAal Ha gadurarpan 10 Makcumanau go3u 200 mg/kg.

JlaburatpaH, akTUBHATA YacT OT Ja0UTaTpaH €TEKCUIAT MEe3WiIaT, € yCTOWIUB B OKOJIHATA Cpea.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BeHIECTBA

KancysHo cbabpkumMo

Bunena xucenuna (E334)
Xunpomenosza (E464)

Tank (E553b)
Xunpoxcumnponuiienynosa (E463)
Kpockapmenosza narpuii (E468)
Marnesues creapat (E572)

CrcTaB Ha KarcyJiara
TuranoB nuoxcun (E171)
Xumnpomenosa (E464)
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YepHO NE€YaTHO MACTUIIO
[emnax (E904)
[Ipormmnenrnukon (E1520)
UYepen xenezen oxcua (E172)
Kammer xumpokcuna (E525)

6.2 HecnrBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roguHU

byrunka: Crnen mepBo oTBapsine: 60 qau

6.4 Crhnenuananm yca0oBHs HA CbXpaHeHHe
Ha ce cexpanssa nox 30°C

6.5 Buau chabpkaHUe HA ONIAKOBKATA

OPA/Alu/cymmuren PE-PET/Alu/PE 6nuctepn, ceappskamu 10, 30, 60 u 180 TBEpaM Karncynu B
KapTOHEHA KYTHS.

OPA/Alu/cymuren PE-PET/Alu/PE nepdopupanu 6nucrepu ¢ emuHUYHN 1034, chabpikamm 10 x 1,
30x1,60x 1u 180 x 1 TBppAa Kancya B KAPTOHEHA KyTHSL.

[MonmunponuieHoBa OyTHIIKa ChC 3alllUTa OT OTBApsIHE OT Jiela, Chabpkaiia 60 TBbpAM Karncyiu B
KapTOHEHa KyTHsl.

He Bcuuky BHIOBE OMaKOBKH MOTar Aa ObAaT MyCHATH Ha masapa.
6.6 CrnenuajaHu npeanaHu MepKHU NP U3XBbPJIsiHe U padoTa

Hewusnon3sanusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIU OT HETO Tpﬂ6Ba Ja C€ USXBBPIIAT
B CBOTBCTCTBUEC C MCCTHUTC N3HUCKBAHHA.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6* Planta

Barcelona, 08039

Hcnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/017
EU/1/22/1665/018
EU/1/22/1665/019
EU/1/22/1665/020
EU/1/22/1665/021
EU/1/22/1665/022
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EU/1/22/1665/023
EU/1/22/1665/024
EU/1/22/1665/027

9. JATA HA II'BPBO PA3ZPEIIABAHE/IIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jara Ha repBO pazpemanane: 26 mait 2023 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MoapoOua nHpOpMAIHS 32 TO3M JIEKapCTBSH NPOIYKT € peJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIys 1o JieKapcTBaTa http://www.ema.europa.eu/.
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IMPUJIOKEHHUE IT

MMPON3BOINTEJ (M), OTTOBOPEH(HM) 3A
OCBOBOKJIABAHE HA IAPTUIN

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUSA U UBUCKBAHUSA HA
PASBPEHIEHHMETO 3A YIIOTPEBA

YCJOBUA NJIN OTPAHUYEHNS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA
IHPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTUU

Hme n agpecC Ha HDOI/ISBOI[I/ITCJ'IH(I/ITC), OTFOBODCH(HI/I) 3a 0CB060)K}_'[aBaHe Ha MapTUuauTe:

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50

95-200, Pabianice,

TTonma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000

Marnra

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht
Hunepnannus

IleyaTHaTa aMCTOBKA Ha JICKApCTBCHUS NPOAYKT Tpﬂ6Ba Ja CbAbprKa UMETO U aJpeCa Ha
IMPOU3BOJUTECIIA, OTTOBOPEH 3a OCBO60)KI[3B3HCTO Ha CbOTBETHATA MapTUaA.

b. YCJI0OBUA NWJIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

HeKapCTBeHI/IHT IIPOAYKT CE€ OTIIYCKa I10 JICKaApPCKO NPEANMNCAHUE.

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npaHm aokjaaau 3a oezonacuoct (ITAZIB)

MsuckpanusTa 3a nogaBane Ha [TAJIb 3a To3u JeKapCcTBEH MPOAYKT Ca MMOCOYEHU B CIIUCHKA C
pedepentauTe natu Ha EBpomnetickus cpio3 (EURD crucok), mpensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIICABAIIN aKTyaIN3alllH, TyOJUKYBaHU HA €BPOICHCKHS
yebmopTai 3a JiekapcTBa.

r. YCJI0BUsA NI OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOJAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemeHuero 3a ynorpeda ([IPY) TpsOBa na n3BbpiIBa U3UCKBAHUTE JEHHOCTH U
JIEHCTBUS, CBBP3aHU C TIPOCIICAsIBaHE Ha JIEKapCTBEHATa O€30MacHOCT, TOCOYeHH B of00peHus [TVP,
npeznctaBed B Moayn 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKH CIICABALIHN 0J00pEHH
akTyanu3auuu Ha [TYP.

Axtyanmusupan [1YP Tps6Ba na ce momaBa:
e 110 UckaHe Ha EBpormelickaTa areHus o JeKapcTBaTa;
® BHHArW, KOTaTo ce U3MEHS CHCTeMaTa 3a yIpaBJICHUE Ha PUCKA, OCOOSHO B Pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OPMAIHs, KOATO MOXKE Ja JOBEJIE 10 3HAYMMU IIPOMEHH B
CHOTHOIIIEHUETO TOJ3a/PUCK, WK CIIe/T JOCTUTAaHE Ha BaKEH eTal (BbB Bpb3Ka C IIpoCyc/siBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT HIJTH CBEXKJaHE Ha PHUCKa 0 MUHIUMYM).

L4 I[OII'I)JIHI/ITeJIHI/I MEPKH 32 CBECKAAaHE HA PUCKA 10 MUHUMYM
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3a BCSAKO OT TepaneBTUIHHTE MToKa3aHus, [IPY TpsOBa na mpemocTaBu o0ydnTesICH MaKeT,
Npe/IHa3HAYCH 32 BCHYKH JIEKapH, 38 KOUTO Ce MPEIoiara, ue me mperucBaT/u3moi3Bar
Jlaburatpan erekcunar Accord. OOyYUTETHUST MAKET € MPEIHA3HAYCH 32 MMOBUIIIABAHE HA
BHUMAHHUETO KbM MOTCHIIMAIHUS PUCK OT KbPBEHE 110 BpeMe Ha Tepanusra ¢ Jlaburatpan eTrekcunat
Accord v mpeocTaBsiHe Ha PHKOBOZCTBO 32 YIPABICHAETO HA TO3U PHUCK.

[IPY TpsabBa na chriacyBa ChIbpKaHHETO U (hopMaTa Ha OOYUUTEITHUS MaTepHall, 3a¢/IHO C TUIaHa 3a
KOMYHUKAIHSI, ChC ChOTBETHUS HAIIMOHAICH PETYJIaTOPEH OPTaH, MPEIn Ja pa3IpOCTPpaHH
o0yuuTenHus nakeT. OOYyUUTETHHUAT MAKET 32 BCUYKKM TEPAIICBTUYHU [TOKa3aHUs TPpsiOBa 1a Objie
TOTOB 3a pa3NpOCTPaHEHUE MIPEeaU IyCKAHETO Ha Ma3apa B Ibp>KaBa WICHKA.

OOy4YnTETHHUAT TTAKET 3a JIeKapu TPsiOBa J1a ChIbpKa!
o KpaTka xapakTepucTHKa Ha MIPOAYKTa
e PBKOBOJICTBO 3a MpennucBaIIys JeKap
o CurHaiHu KapTy Ha MMayuCHTa

PBrOBOACTBOTO 3a MpeAnucBalys jJekap TpsOBa 1a ChAbpiKa cleaHaTa KIo4oBa HHQopManus 3a
Oe3omnacHocTTa:
e [logpoOHa nHpOpMaLHs 3a NOMyJalUUTE C TOTEHIUAIHO I10-BUCOK PUCK OT KbPBEHE
e Mudopmarus 3a tekapcTBEHUTE NMPOAYKTH, KOUTO A IMPOTHUBOMOKA3aHU MM KOUTO TpsiOBa 11a
ce mpuJjiaraT ¢ IOBUIICHO BHUMaHHUE TIOPaJIH MOBUIIIEH PUCK OT KbPBEHE M/HMJIH MOBUIIICHA
€KCIO3MLMS Ha faburarpan
e [IpoTruBonoka3aHue Npy MAUEHTH ChC CHPACYHM KIAITHH [IPOTE3H, U3UCKBALT
AHTHUKOAryJIaHTHO JICYEHHUE
o Tabmuiy 3a Mo3upaHe 3a pa3IudHUTe JeKapcTBeHn dopmu (camo 3a VTE mpu neauatpudHu
TAI[UEeHTH)
¢ [Ipenopbka 3a u3mMepBane Ha ObOpedHaTa GYHKIUS
o [Ipenopbku 3a HaMaIsIBaHE Ha J103aTa IPU PUCKOBH MOIYJIALMH (CaMo 3a TIOKa3aHHsl U
BB3PACTHH)
e Mepku, B Cilydau Ha peI03UpaHe
e VnoTpeba Ha KOaryJallMOHHH TECTOBE W MHTEPIIPETAlUsITa UM
e Ha Bcuuku nanueHTH TpsOBa Aa ce npegoctasu CUTHANHA KapTa Ha MAlMeHTa U 1a ce 00Chau
CJIEIHOTO:
* [Ipu3Hany WiIK CUMIITOMH Ha KbPBEHE U KOTa J]a Ce MOTHPCU KOHCYITAIUS ¢ METULIMHCKU
CHELUAINCT
* 3HaYeHMETO Ha NPUABPKAHETO KbM JICUEHHETO
* Heo0xoanMocTTa HauMeHTHT Ja HOCH BHHATH Che ceOe cu cBosita CUrHAIHA KapTa
* Heo0xoaumocTTa 12 HHPOPMUPAT MEAULMHCKHUTE CTICLIMAIUCTH 32 BCUUKHU JIEKAPCTBa,
KOHUTO NIPUEMaT B MOMEHTa
* Heo0xoaumocTTa A2 HHPOPMHUPA METUIIMHCKUTE CIIELUATUCTH, ye puemat Dalbigatran
etexilate Accord B ciy4aii, ye Ha MalMEHTa MY MIPEICTOM ONEPALUs UM HHBa3UBHA
polexypa
e Muctpykuus kak na ce npuema Dalbigatran etexilate Accord

OcBeH TOBa, BbB BCSIKA ONIAKOBKA Ha JIEKapCTBEHUs MpoaykKT, [IPY TpadBa na ocurypu u curnanna
KapTa Ha alUEeHTa, TEKCThT Ha KOATO ce chabpxka B IIpunoxenue II1.
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ITPUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEP 75 mg

1.

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erekcuiaar Accord 75 mg TBBPIH Karcyiu
JmaburaTpaH eTeKCHUIaT

| 2.

OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcsika TBBEpAa Kancyna chabpika 75 mg madurarpaH eTeKcuaaT (KaTo ME3HIaT).

| 3.

CIIMCBK HA TIOMOIIHUTE BEINECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

10 xancymu
30 xamncynu
60 xamncymu

5.

HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

I'bntaiite xancynara usia. He 1pBueTe u He yyneTe KarcyJsaTa.
[Ipenu ynotpeba npoyerere JINCTOBKATA.

IlepopanHo npunioxeHue.

BxiroueHa e curHangHa KapTa Ha MalKeHTa.

6.

CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIaA.

7.

JAPYTI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

B

CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/001-003

13.

NAPTUJAEH HOMEP

ITapt. Neo

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jaburarpan erekcuiar Accord 75 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIByn3MepeH 0apKo/l C BKIIIOUEH YHUKAJICH UACHTU()UKATOD

‘ 18. YHUKAJIEH HWAEHTUDPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJUCTEP 3A 75 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erexcunar Accord 75 mg kancymau
JmaburaTpaH eTeKCUIaT

‘ 2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA BJIMCTEP C EITMHUYHU 103U 3A 75 mg

1.

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erekcuiaar Accord 75 mg TBBPIH Karcyiu
JmaburaTpaH eTeKCHUIaT

| 2.

OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcsika TBBEpAa Kancyna chabpka 75 mg madurarpaH eTeKkcuaaT (KaTo ME3wIarT).

| 3.

CIIMCBK HA TIOMOIIHUTE BEINECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

10x1 kxamncyna
30x1 xancyna
60x1 xancyna

5.

HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

I'bntaiite xancynara usina. He 1pBueTe u He uyneTe KarcyJsaTa.
[Ipenu ynotpeba npoyerere JINCTOBKATA.

IlepopanHo npunioxeHue.

BxiroueHa e curHangHa KapTa Ha MalKeHTa.

6.

CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIaA.

7.

JAPYTI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

B

CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/004-006

13.

NAPTUJAEH HOMEP

ITapt. Neo

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jaburarpan erekcuiar Accord 75 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOP.

‘ 18. YHUKAJIEH MIJEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP C EAMHUYHU 103U 3A 75 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erekcuiaar Accord 75 mg Karncyau
JmaburaTpaH eTeKCUIaT

‘ 2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BYTHJIKA 75 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erekcuiaar Accord 75 mg TBBPIH Karcyiu
JmaburaTpaH eTeKCHUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika TBBEpAa Kancyna chabpika 75 mg madurarpaH eTeKcuiaaT (KaTo ME3HiIaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

60 karcymu

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

Ilepopanno npunoxeHue

Bxurodena e curaaiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHaA.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
Crenn mbpBOTO OTBapsiHE OYTHIIKATa MOKE Ja c€ M3Moi3Ba 10 60 THH.
Jara Ha oTBapsiHe:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/025

13.

NAPTUJAEH HOMEP

ITapt. Neo

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jaburarpan erekcuiar Accord 75 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIBynsmepeH 6apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH HWAEHTUDPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

ETUKET 3A BYTUJIKA 75 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erekcuiaar Accord 75 mg Karncyau
JmaburaTpaH eTeKCUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika TBBEpAa Kancyna chabpika 75 mg madurarpaH eTeKcuaaT (KaTo ME3HIarT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

60 karcymu

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBueTe u He dynieTe Kamncysara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

ITepopanHo mpunoxkeHue.

BxirodeHa e curaaiiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
Crenn mbpBOTO OTBapsiHE OYTHIIKATa MOKE Ja c€ M3Moi3Ba 10 60 THH.

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/025

13.

NAPTUJAEH HOMEP

ITapt. Neo

HAYYH HA OTITYCKAHE

YKA3AHMA 3A YIIOTPEBA

HH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUKAJIEH UAEHTUOPUKATOP — JIBYU3MEPEH BAPKO/1

YHUKAJIEH TAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEP 110 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erekcuiar Accord 110 mg TBBpAU Kancyiu
JmaburaTpaH eTeKCUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBBEpaa kancyna ceaspika 110 mg naburarpan erekcunar (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

10 xancymu
30 xancynu
60 xamncymu
100 xancynm
180 xancynm

5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

I'bnTaiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

IlepopanHo npuiioxeHue

Bxirodena e curaaiiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEINA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CIHEHHUAJIHM ITPEAYIIPEXXKJEHN A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 30°C.

10. CIHEIWAJHU IIPEAITAZHU MEPKHU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/007-011

13. TIAPTUAEH HOMEP

ITapt. Neo

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HH®OPMAIIUS HA BPAIJIOBA A3BYKA

Jaburarpan erekcunar Accord 110 mg

‘ 17. YHUKAJIEH UWAEHTUDPUKATOP — IBYU3SMEPEH BAPKO/I

JIByn3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HACHTH()HKATOP.

‘ 18. YHUKAJIEH NJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA

PC
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP 3A 110 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaourarpan erexkcuiat Accord 110 mg kancynu
JmaburaTpaH eTeKCHUIaT

‘ 2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHH, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C BJIMCTEP C EJMVHUYHHU J1O3U 3A 110 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erekcuiar Accord 110 mg TBBpAU Kancyiu
JmaburaTpaH eTeKCUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBEpaa kancyna ceaspka 110 mg naburarpan erekcuiar (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

10x1 kxamncyna
30x1 xancyna
60x1 xancyna
100x1 kamcymna
180x1 kamcymna

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

I'bnTaiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

IlepopanHo npusioxeHue.

Bxirodena e curaaiiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEINA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 30°C.

10. CIHEIWAJHU IIPEAITAZHU MEPKHU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/012-016

13. TIAPTUAEH HOMEP

ITapt. Neo

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HH®OPMAIIUS HA BPAIJIOBA A3BYKA

Jaburarpan erekcunar Accord 110 mg

‘ 17. YHUKAJIEH UWAEHTUPUKATOP — IBYU3SMEPEH BAPKO/I

JIByn3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HACHTH()HKATOP.

‘ 18. YHUKAJIEH NJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA

PC
SN
NN

139



MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJUCTEP C EAMHNYHU TO3U 3A 110 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaourarpan erexkcuiat Accord 110 mg kancynu
JmaburaTpaH eTeKCHUIaT

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BYTUJIKA 110 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erexkcuiar Accord 110 mg TBBpaN Kancyiu
JmaburaTpaH eTeKCUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBBEpaa kancyna ceaspika 110 mg naburarpan erekcunar (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

60 karcymu

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

Ilepopanuo npunoKeHue.

Bxurodena e curaaiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
Crenn mbpBOTO OTBapsiHE OYTHIIKATa MOKE Ja c€ M3Moi3Ba 10 60 THH.
Jara Ha oTBapsiHe:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/026

13.

NAPTUJAEH HOMEP

ITapt. Neo

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jaburarpan erekcunar Accord 110 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIByn3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HACHTH()HKATOP.

‘ 18. YHUMKAJIEH WJIEHTUHO®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

ETUKET 3A BYTHUIKA 110 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaourarpan erexkcuiat Accord 110 mg kancynu
JmaburaTpaH eTeKCHUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBBEpaa kancyna ceaspika 110 mg naburarpan erekcunar (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

60 karcymu

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

Ilepopanuo npunoKeHue.

Bxurodena e curaaiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
Crenn mbpBOTO OTBapsiHE OYTHIIKATa MOKE Ja c€ M3Moi3Ba 10 60 THH.

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/026

13.

NAPTUJAEH HOMEP

ITapt. Neo

HAYYH HA OTITYCKAHE

YKA3AHMA 3A YIIOTPEBA

HH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUKAJIEH UAEHTUOPUKATOP — JIBYU3MEPEH BAPKO/1

YHUKAJIEH NJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEP 150 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erexkcuiar Accord 150 mg TBBpIU Kancyiu
JmaburaTpaH eTeKCHUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBBEpaa kancyna ceaspka 150 mg naburarpan erekcmiat (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

10 xancymu
30 xancynu
60 xamncymu
180 xancynm

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynotpeba npoyerere JINCTOBKATA.

Ilepopanuo npunokeHue.

BxurodeHa e curaanHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. APYI'U CHEIIUAJIHU NIPEAYIIPEXIEHUSA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

MHa ce cexpansaBa nog 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/017-020

13.

NAPTUJAEH HOMEP

ITapt. Neo

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jaburarpan erekcunar Accord 150 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIBynsmepeH 6apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH UAEHTUDPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP 3A 150 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaourarpan erekcuiat Accord 150 mg kancynu
JmaburaTpaH eTeKCHUIaT

‘ 2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHH, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C BJIMCTEP C EJMVHUYHHU J1O3U 3A 150 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erexkcuiar Accord 150 mg TBBpIU Kancyiu
JmaburaTpaH eTeKCHUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBBEpaa kancyna ceaspka 150 mg naburarpan erekcmiar (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

10x1 kxamncyna
30x1 xancyna
60x1 xancyna
180x1 kamcymna

5. HAYYH HA ITPUJIOKEHUE U ITbT(MILIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynotpeba npoyerere JINCTOBKATA.

Ilepopanuo npunokeHue.

BxurodeHa e curaaiiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. APYI'U CHEIIUAJIHU NIPEAYIIPEXIEHUSA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/021-024

13.

NAPTUJAEH HOMEP

ITapt. Neo

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jaburarpan erekcunar Accord 150 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIByn3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HACHTH()HKATOP.

| 18.

YHUKAJIEH HAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN

MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP C EJUHNYHMU 103U 3A 150 mg

1.

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Haburatpan erexcunar Accord 150 mg kancynu

149




JmaburaTtpaH eTeKCHIaT

2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. IMAPTUJIEH HOMEP

Lot

|5.  JPYToO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BYTUJIKA 150 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaburarpan erexkcuiar Accord 150 mg TBBpIU Kancyiu
JmaburaTpaH eTeKCHUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBBEpaa kancyna ceaspka 150 mg naburarpan erekcmiat (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

60 karcymu

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

Ilepopanuo npunoKeHue.

Bxurodena e curaaiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
Crenn mbpBOTO OTBapsiHE OYTHIIKATa MOKE Ja c€ M3Moi3Ba 10 60 THH.
Jara Ha oTBapsiHe:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/027

13.

NAPTUJAEH HOMEP

ITapt. Neo

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jaburarpan erekcunar Accord 150 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JIBynsmepeH 6apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH UAEHTUDPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

ETUKET 3A BYTHUJIKA 150 mg

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jaourarpan erekcuiat Accord 150 mg kancynu
JmaburaTpaH eTeKCHUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika TBBEpaa kancyna ceaspka 150 mg naburarpan erekcmiat (KaTo Me3uyaT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

60 karcymu

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXKJIAHE

I'bnraiiTe kancynara msuia. He 1bBUeTe U He dymeTe Karcysiara.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

Ilepopanuo npunoKeHue.

Bxurodena e curaaiHa KapTa Ha MaIfeHTa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU NTPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
Crenn mbpBOTO OTBapsiHE OYTHIIKATa MOKE Ja c€ M3Moi3Ba 10 60 THH.

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cexpanssa mox 30°C.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 6 Planta

Barcelona, 08039

Hcnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1665/027

13.

NAPTUJAEH HOMEP

ITapt. Neo

HAYYH HA OTITYCKAHE

YKA3AHMA 3A YIIOTPEBA

HH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUKAJIEH WAEHTUPUKATOP — JIBYU3MEPEH BAPKO/1

YHUKAJIEH UAEHTUOUKATOP — JJIAHHU 3A YETEHE OT XOPA

154




b. JUCTOBKA

155



JIucToBKAa: I/lH(l)OpMaIll/Iﬁ 3a maMeHTa

Jaodurarpan erexkcuiaar Accord 75 mg TBbPAM KaIncyJIu
naburatpan erexcunar (dabigatran etexilate)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, IIPEIH 1A 3all04YHeTe 1A IpUeMaTe TOBa JIEKapCcTBo,

Thil KaTO T ChAbPsKAa BaskHa 32 Bac nndgopmanus.

- 3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HaJIOXKU J1a s IIPOYETETe OTHOBO.

- AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, onuTaiTe Bamms nekap nnm ¢papmanesT.

- ToBa nexapcTBO € mpeanucano JnaHo Ha Bac. He ro nmpeotcremnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpe.v, HE3aBUCHMO Y€ TIPU3HAIMTE Ha TSIXHOTO 3a00JIsIBaHe ca ChIUTe KaTo Bammre.

- AKO MoNTyynTe HAKaKBU HEXEJaHU peakuH, yBegomere Bamms nexkap uwinu dapmanest. Toa
BKJIFOUBA M BCHUKH Bb3MOKHHU HEKEIAHN PEAKIIMY, HEOIIMCAHH B Ta3M JINCTOBKA. Brkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakgo npencraensBa [Jaburatpan erexcunar Accord 1 3a KaKBO €€ H3I0JI3Ba
Kakgo Tps6Ba na 3nHaere, npeau na npuemere Jladburarpan erekcunart Accord
Kax na npuemare /laburatpan erekcunart Accord

BBb3M0OKHM HEXEIaHU pEeaKIUU

Kak na cexpansBare Jlaburatpan erekcmiat Accord

ChbappkaHye Ha ONIaKOBKATa M JOIMBIHUTEIHA HH(POPMALIUS

A e

1. Kakso npeacrasiasipa [laburarpan erekcuiaat Accord M 3a KAaKBO ce M3I10JI3Ba

Haburatpan erexcunar Accord chabpkKa aKTUBHOTO BEIIECTBO NAaOUTaTpaH €TeKCHIIAT U IPHUHA KU
KBbM I'pyIIa JIEKapCcTBa, HAPEUEHU aHTHKOAryJIaHTH. Toil OJ0Kupa JeCTBHETO Ha BELIECTBO B
OpraHu3Ma, KOeTo y4acTBa B 00pa3yBaHETO Ha KPbBHHU ChCHPELH.

I[a61/1ranaH erekcriat Accord ce M3mon3Ba IIpyu BB3pPAaCTHU 34a:

- mpeaOTBpaTdBaHC HA o6pa3yBaHeTo Ha KPbBHU CbCUPCIU BBB BECHUTC CJIC IMPOTC3MPAHE HA
KOJIsITHHA WJIH Ta306ezlpeHa CcTaBa.

Jlaburatpan etexcunar Accord ce U3IOI3Ba IIPH JIeTIa 3a;

- pasTBapsiHe Ha Beue 00pa3yBalid ce KPhbBHU ChCHPEIIU U MPEJOTBPATIBAHE Ha TOBTOPHOTO MM
obpazyBaHe.

2. Kaxso Tpsa0dBa na 3Haere, npeau 1a npuemere Jladurarpan erekcuiaar Accord
He npuemaiite ladburarpan erexkcuiaat Accord

- aKo CTe aJepru4Hu KbM JaburaTpaH €TeKCUIaT WM HAKOSI OT OCTAHAJIUTE ChbCTABKH Ha TOBA
JeKapcTBO (M30pOeHHU B TOUKa 6);

- aKo MMaTe CHIIHO MOHIKeHa 0h0pedHa pyHKINS;

- aKO B MOMEHTA UMAaTe KbpPBEHE;

- aKo nMmare 3a00JIsIBaHe Ha OpraH, KOETO yBelIHYaBa PUCKa OT CEPHO3HO KbpBeHE (Harp.,
CTOMaIlIHA A3Ba, HAPAHSBAHE WK KbPBEHE B MO3bKa, CKOPOILIHA ONEpaLysi HA MO3bKa HIIH
ouuTe);

- ako rpu Bac nMa moBHIeHa CKIIOHHOCT KbM KbPBEHE, KOSITO MOXKE JIa € BPOJICHA, C HEH3BECTCH
MPOM3XO0JI I Jia ce IBJIKH Ha IpHUeMa Ha JIPYTH JIEKapCTBa,
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- aKo IpHeMare JIeKapcTBa 3a MpeJI0TBpaTsIBaHe Ha 00pa3yBaHETO Ha KPhBHU ChCUpEIH (Harp.,
BapdapuH, puBapokcadaH, alMKcadaH WM XEMapHH), OCBSH MPHU MPOMsIHA Ha
AHTUKOATYJIAHTHOTO JICUCHHE, JJOKaTO BH € mocTaBeH KaTeThp BHB BEHA WU apTEpHsl, KOWTO ce
MIPOMUBA C XEIapHH, 3a JIa Ce MOTbPKa MPOXOANMOCTTA, WK B CITydail KoraTo, 3a Jia ce
BBH3CTAHOBH CHPJICUHUAT Bu pUTHM JI0 HOpMaJIeH, ce Mpujiara eJiHa nporeaypa, HapeueHa
KaTeThpHA a0Jalysl Ha MPEIChPIHO MBXK/ICHE;

- aKO MMaTe CHITHO MOHIKEHa YepHOAPOOHA (PYHKIUS WM YEPHOAPOOHO 3200 sIBaHe, KOETO €
BB3MOXKHO JIa IPUYUHU CMBPT,

- aKo rpuemMare KeTOKOHA30JI HITH HTPAaKOHA30JI TIepOpaITHO, JIEKApCTBa 3a JICYCHUE Ha I'bOUYHU
MH(EKINY;

- aKo TpueMare repopaneH MUKIOCIIOPUH, IEKaPCTBO, MPEAINA3BaI0 OT OTXBHPISHE Ha OpraH
CJIe]] TPaHCTUIAHTAIHS,

- aKo TpueMare JpOoHeIapoH, JeKapCTBO, U3MOI3BAHO 32 JICUSHHE HA HAPYIIIEH ChPIICYeH PUTHM;

- aKo TIpueMaTe KOMOMHHPAH MPOAYKT OT TIIEKANPEBUP U MUOPEHTACBUP — AaHTUBUPYCHO
JIEKapCTBO, U3IIONI3BaHO 3a JieueHue Ha xernaTut C;

- ako Bu e mocraBeHa n3kycTBEHa ChpjcUHa KJama, IPH KOETO Ce Hajlara HempeKbCHATO
paspexaaHe Ha KPbBTA.

IlpenynpesxaeHust U MpeanasHu MEePKH
T'oBopere ¢ Bamus nekap, npeau aa npuemere JJaburatpan erexcunat Accord. Moxe cbIo aa ce
HaJIO’KU J1a TOBOpUTE ¢ Bamust jgexap 1o BpemMe Ha JIEUCHHETO C TOBA JIEKApCTBO, aKO YCETUTE

CHMIITOMH W1 aKko Bu IPEACTOU XUPYPTUIHaA OIICpaIus.

TpsioBa 12 KakeTe Ha Baunus jJiekap, ako UMaTe WK CT€ UMaJIH HAKAKBH OOJIECTHU ChCTOSHHS HUITH
3a00JI9BaHUs, 0COOEHO HIKOE OT BKIIFOUEHUTE B CICIHUS CIIMCHK:

- ako mpu Bac nMa noBuIIeH PUCK OT KbPBEHE, HATIPUMED:

. aKO HAaCKOPO CT€ MMall KbpBEHE;

. aKo XUpypru4Ho Bu e B3eta mpoba OT ThKaH 3a u3cieaBane (OMOICHs) B TOCTETHUS
Mecelr;

= aKo CTe MMaJld CEPHO3HO HapaHsBaHe (Hamp. CUylBaHEe Ha KOCT, HapaHsBaHe Ha
rJlaBaTa WM HAKAKBO HapaHsBaHE, U3UCKBAILO XHUPYPTrHYHO JICUCHHUE);

. aKo CTpajare OT Bh3MalICHHE Ha XPAaHOPOBO/Ia MITH CTOMAXa;

= aKo “Mate IpoOJIeMH ¢ BpbILaHE HA CTOMAIIECH COK B XpaHOIIPOBO/A;

= aKo Mmpuemare JIeKapcTBa, KOUTO MOTaT Ja MOBUIIAT PUCKa OT KbpBeHe. BrxkTe
»Jpyru nekapcTBa u Jlaburarpan etexcunat Accord® mo-mouy;

] aKo TpueMare MPOTUBOBB3MAIUTEIHH JIEKapCTBa, KaTo AUKIO(pEeHaK, HOympodeH,
MMUPOKCHKAM;

] aKo nMaTe MHPEKIHs Ha ChPIEeTo (0aKTepruaneH eHIOKapIuT);

. aKo 3HaeTe, 4e MaTe HaMajeHa Ob0peuHa GYHKIHUS WU aKo CTpajgaTe OT

Jaexuaparanyst (CHMITOMUTE BKJIFOUBAT KaXKAa U OTIEJISIHE HA HAMAJIEHO KOJTMYECTBO
TBMHO OIIBeTeHa (KOHLEHTPUPaHa)ypHuHa/ypHHAa, B KOSTO UMa IIHA);

. aKo cTe Haj 75 TOOWHM;
. aKo CTe Bbh3pacTeH NanueHT u Texute 50 kg umm mo-manko;
= caMo aKo ce M3II0JI3Ba MPH JIeIa; aKo ACTETO NMa MHQEKIUI OKOJIO WU B MO3BKA.

- aKo cte uMaiy MHQapKT WK ako npu Bac ca auarHoctunupanu 3a009BaHNs, KOUTO
MOBHIIABAT PUCKA OT UH(APKT.

- aKo UMate YepHOIPOOHO 3a00JIsIBaHE, KOETO € CBBP3aHO C IPOMEHHU B KPHBHHUTE M3CIIC/IBAHMUS.
B To3u ciyuaii ynmorpedara Ha TOBa JIEKapCTBO HE C€ PENOopPbhYBa.

BuumagaiiTe oco6eHo MHOro npu ynorpedara Ha JlaburarpaH etekcuiaat Accord

- ako Bu mpeaACTOU orepamnus:
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B to3m ciyqaii Jlaburatpan erekcmiat Accord TpsiOBa f1a ce crpe BpeMEHHO IMOpaan YBEIUICH
PHUCK OT KbPBEHE IO BpeMe Ha M MaJIKO CJIeI orepanusTa. MHOTO € Ba)KHO Ja IIpreMeTe
Jlaburarpan erekcuinar Accord mpeny U cie oneparusaTa TOYHO BbB BPEeMETO0, YKa3aHO OT
Bamus nekap.

aKo oIepanusTa BKII0YBa IOCTABsIHE HA KATEThp WM MHKEKIUS B IPbOHAYHHMS CTHIO (Hamp. 3a
enuaypaliHa WM CIIMHATHA aHECTE3Us WK 3a O0JIeKYaBaHe Ha 00JKarTa):
" MHOTO € Ba)KHO J1a npuemete Jlaburarpan erekcunar Accord npeau M ciej onepanmsiTa
TOYHO BB BPEMETO, YKa3aHO OT Barust jiekap;
* TpsiOBa He3a0aBHO J1a KakeTe Ha Bams jgekap, ako yceTure n3TpbliBaHe WM CIa00CT B
KpakKaTa WU MpoOJIeMH C YepBaTa WM MUKOYHUS MEXYp CJIe/l Kpasi Ha aHeCTe3HATa,
3aI10TO ca HEOOXOIUMH CIICTITHH TPHKH.

aKo TaJTHeTe WM Ce HapaHWTE M0 BpeMe Ha JIeUeHHe, 0COOCHO aKo CH yAapuTe TliaBaTa, MOJIA,
MOTHPCETE CIIELIHA MEIUIIMHCKA oMo, Moske J1a ce Halloku Ja Bu nperniena jiekap, Tbid KaTo
MOJKE JIa CTE C IMOBUIIIEH PUCK OT KbPBEHE.

aKo 3HaeTe, ue umare 3a00sBaHe, HapeueHO aHTU(HOCHONNINIACH CUHAPOM (HapylIeHHe Ha
UMYHHATa CHCTEMa, KOETO MPUYMHSIBA MTOBUIIIEH PUCK OT 00pa3yBaHe HA KPBBHHU ChCHUPEIIH),
KaxeTe Ha Bamms nexap, KOHTO 11ie B3eMe pelIeHne 3a He0OX0JUMOCTTa OT IIPOMSIHA Ha
JICYEHUETO.

JApyru nexapcerBa u laburarpan erekcuiaar Accord

Tps0Ba na kaxere Ha Bamms nexap wim GapmaieBT, ako IpueMare, HaCKOpO CTe MPUEMali WIH €
BB3MOXKHO J1a ipuemMaTte apyru jekapctia. [lo-cnenmaino, TpsidBa 1a kaxxere Ha Bammus Jexap,
Npeau 1a 3ano4yHere Aa npuemare JladuraTpad erekcujaart Accord, ako npuemMare eIHO OT
JIeKapcTBaTa, U30POEeHH M0-10J1Y:

JlexapcTBa, KONTO HaMaJsBaT ChCHPBAHETO HA KPHBTA (HAIp. Bap(aprH, PEeHITPOKYMOH,
aIleHOKYMapoJl, XeTapyH, KJIOMUAOTPel, IpacyTrpel, TUKArpesIop, puBapoKkcadax,
aleTUIICANTUIINIIOBA KUCEIINHA).

JlexapcTBa 3a JleueHue Ha TbOMYHU HHPEKIMH (Halp. KETOKOHA30]1, HTPAaKOHA30J1), OCBEH aKo
T€ C€ HaHACST CaMO BbPXY KOXKaTa.

JlekapcTBa 3a JiedeHHE Ha HApYyIIEeH ChbpACUYECH PUTHM (HAIp. aMHOJapOH, IPOHEIAPOH,
XUHUJIMH, Bepanamu).

AKo mpueMaTe JIeKapcTBa, ChAbPXKALY aMUOAAPOH, XMHUANH WM BepanaMul, Bamusr iexap
MOke 1a Bu kaske nma m3mon3Bate HamaieHa mo3a Jlaburatpan erekcunar Accord B 3aBHCHMOCT
oT 3a00JABaHeTO, 32 KoeTo Bu e mpeanucan. Buxkre Touka 3.

JlexapcTBa 3a npeamna3BaHe 0T OPraHHO OTXBBPIISIHE CJie]l TpaHCIUIaHTauus (Hamp. TaKpoJIMMYC,
IIAKJIOCTIOPYH).

KomOuHMpaH mpoayKT OT rieKanpeBup u NUOpeHTacBUp (AHTUBUPYCHO JIEKaPCTBO, U3IOI3BAHO
3a neyenue Ha xenatut C).

[IpoTHBOBB3NAIUTENIHU CPENCTBA U OOJIKOYCIIOKOSIBALIM JIEKAPCTBa (HAIP. alleTHICaIULIOBa
KrcenuHa, noynpodeH, AuknodeHax).

KbnT xantapuon (Hypericum perforatum), pacCTUTEITHO JIEKAPCTBO 3a JICUEHUE HA JICTIPECHSL.
JlexapcTBa 3a JieueHUE Ha JIeNpecysi, HApEUEH! CEJIEKTUBHU UHXUOUTOPU HAa OOpaTHOTO
3axBalllaHe Ha CEPOTOHMHA WM MHXUOUTOPU Ha 0OpPaTHOTO 3aXBalllaHE Ha CEPOTOHUH-
HOpENUHEPPHUH.

PudamMnunuH nin KIapuTpOMHIIKMH (J[Ba aHTHOUOTHKA).

AnTtuBupycHu nekapctsa cpeury CIIMH (mamp. putonasup).

Omnpenesenu neKkapcTBa 3a JIeUeHUE Ha enwiencus (Hamp. kapoamasenuH, QEeHUTONH).

BpemMeHHOCT M KbpMeHe

Edexrure na laburarpan erekcunat Accord BbpXy OpeMEHHOCTTa U BCE OILE HEPOAEHOTO AETE HE ca
u3BecTHHU. Bue TpsOBa 1a mprueMare ToBa JIGKaApCTBO, aKO CTe OpeMeHHa, OCBEH ako Bamusat sekap Bu
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Kake, 9e € 0€30IacHo J1a To IpaBUTe. AKO CTe JKeHa B IETEPOIHA BB3PACT, TPsIOBa Ja N30sSTBATE
3abpeMeHsBaHe, TokaTo nmpuemMare Jlaburatpan erekcmiat Accord.

Bue He TpsiOBa na kbpMute, [okaTo Npuemate laburarpan erekcunar Accord.
Ilodupane u paéoTa ¢ MAIIMHH

He ca u3Becthu edexrn Ha Jlaburarpan erekcunat Accord BbpXy criocoOHOCTTA 32 modupane wiu
paboTa ¢ MaIlIMHU.

Jaodurarpan erekcuiaar Accord cbabpika HATPUH

ToBa ekapcTBO ChIbPIKa MO-MaKo OoT 1 mmol HaTpui (23 mg) Ha exHa Karcysa, T.. MOXe J1a ce
Ka)Ke, 4e MPaKTUYECKH He ChIbpKa HATPHH.

3. Kak na npuemare /ladburarpan erexkcuiar Accord

Haburatpan erexcunar Accord TBBp/IH KaliCyJIl MOXe Jia C€ U3I0JI3BaT MPH Bh3PACTHH U Jiela Ha
8-roxuIIHa Bb3pacT WM MO-TOJIEMH, KOUTO €A CIIOCOOHU J1a IbATAT KancyuuTe nenu. ChIiecTByBaT U

Apyruy, C’LO6paSeHI/I C Bb3pacTTa J030BU (1)OpMI/I 3a JICHCHUEC Ha Ac1a Ioa 8—1"OIHKIH_IHa BB3pPacCT.

Bunaru npuemaiite ToBa J1eKapcTBO TOUYHO KakTo Bu e ka3zan BamusT nexap. Ako He CTe CUTYPHH 3a
Hello, nmonuTaiite Bamwus nekap.

IIpuemaiite JlaburaTpan erekcuaat Accord cbIJIaCHO NMPENOPbKUTE NMPU CAETHUTE
3a00JIIBAaHMA:

IIpenoTBparsiBaHe Ha 0OPa3yBaHETO HA KPbBHU CHCUPELH CIIE] IIPOTE3UPAHE HA KOJIIHHA WIN
Tazo0epeHa cTaBa

IIpenoprunTennara go03a ¢ 220 mg BeAHbK AHEBHO (TTpHETH KaTo 2 Karcyim oT 110 mg).

Axo 0b0peunaTa Bu ¢pyHKIMA e HaMaJleHA TTOBEYE OT HAMOJIOBUHA WK CTE Ha Bb3PACT 75 roAuHuU
WIHN NoBeYe, IperopbhunTeIHaTa 1032 ¢ 150 mg Beanbk THeBHO (TIpHETH KaTo 2 KalCyiu oT 75 mg).

AKO npreMare JeKapcTBa, ChIbpKaIll aMAOAAPOH, XMHHIWH WJIH BepanaMuJI, IpenopbUYuTEIHaTa
no3a e 150 mg BenHbK qHEBHO (TIPUETH KaTo 2 Karcyad oT 75 mg).

AKO npreMare JIeKapcTBa, ChbAbPiKAIM BepanaMui, 1 QyHKIusaTa Ha Bammre 0b0penn e
HaMaJleHa T0BeYe OT HAINIOJIOBUHA, TPsIOBa Aa ObAeTe JeKyBaHU ¢ HAMaleHa /1033 OT 75 mg
Jlaburarpan erekcuiar Accord, 3a0To pUCKbT BH 0T KbpBEeHE MOXKE Ja € TIOBHIIICH.

u IIpu ABAaTa BUAA MPOTC3UPAHC HE TpSI6Ba Ja C€ 3alio4Ba JICUCHHUEC, aKO CC Ha6moz[aBa KBPBCHEC OT
MSCTOTO Ha OoIi€panusTa. AXO JIeUeHHETO HE MOXKE Ja 3alo4He A0 ACHA CJIC orepanuAaTa, IpucMbT

TpsIOBa Ja 3am0YHe C 2 KarCyiId BEAHBXK JHEBHO.

Cneo npomesupane Ha KoJiIHHama cmaea

Tps6Ba na 3amounere nedenue ¢ Jaburatpan erexcunar Accord B pamkute Ha 1-4 gaca cieq
NPUKJIIOYBaHE Ha ONepalusiTa ¢ IpueM Ha eqHa karncyna. Ciex ToBa Bue Tpa6Ba na npuemate aBe
Karcyu BEAHBXK JHEBHO 3a 0010 10 gam.

Crneo npomesupane Ha mazobeopenama cmaed

Tpsa6Ba na 3anmounete nedyenwne ¢ Jlaburarpan erekcmiatr Accord B pamkute Ha 1-4 gaca cien
MIPHUKITIOYBAHE HA OTIepaIusiITa ¢ IprueM Ha efHa karcyna. Cien ToBa Bue TpsOBa 1a npuemate 1Be
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KarcyJyu BEAHBXK JHEBHO 3a 0010 28-35 qau.

Jledenue 3a pa3TBApAHE HA BCYC 06Da3VBaﬂI/I CC€ KPBbBHHU CHCHUPCIIM U TPEAOTBPATABAHC HA IOBTOPHOTO
M O6Da3VBaHe Opu acna

JlaburaTpan erekcuiar Accord TpsioOBa 1a ce mpueMa JBa IMbTH JHEBHO, ¢/IHA /1033 CYTPHH U €IHA
Jl03a Beuep, MPUOIM3UTEITHO 110 €THO M CHIIO BpEeMe BCEKH JicH. IHTEpBaIbT MEX Iy T03UTe TPsAOBa 1a
€ KOJIKOTO c€ MOKe 110-011m30 1o 12 4gaca.

[IpenoppunTenHara 103a 3aBUCH OT TEJIECHOTO TEIJIO U Bb3pacTTa. BamusaT nekap e onpeaenu
TOYHATa J103a. BamusaT nexkap Moxke Aa KOpUrupa J03ara ¢ HallpeIBaHETO Ha JICYEHHUETO.
IIpoxbmxaBaiiTe 1a U3M0I3BATE BCUUKU JIPYTH JIEKAPCTBA, OCBEH ako BamusT siekap He Bu kaxe na
CIIPETE J1a U3II0N3BATE HAKOU OT TX.

Tabmnuiia 1 mokasBa eqUHUYHYU U OOIIHM THEBHU /103U JJaburaTpan erekcunatr Accord B MAJIMTPaMU
(mg). Jo3uTe 3aBHCAT OT TEIECHOTO TETJIO B KWiiorpamu (Kg) v Bb3pacTTa Ha MallMeHTa B TOJUHU:

Tabmuia 1: Tabnuna 3a nosupane Ha Jlaburarpan erekcuiar Accord Kancyiu

KoMOuHannu Terino/Bn3pact Ennnnyna no3a B mg | O0ma q1HeBHA 1032 B

TerJo B kg Bb3pact B ronuHu mg

11 g0 mo-Majako oOT 8 10 To-MajgKo OT 75 150

13 kg 9 roguHN

13 10 mo-majako ot 8 10 1Mo-MajKo oT 110 220

16 kg 11 rogunu

16 1o mo-mMajnko ot & 10 mo-MaJIko OT 110 220

21 kg 14 roguHK

21 10 mo-Majko OT 8 10 1Mo-MaKko oT 150 300

26 kg 16 roauHu

26 10 mo-MajKo OT 8 10 Mo-MaiKko OT 150 300

31 kg 18 roauHu

31 [0 mo-Majako OT 8 10 1Mo-MaJKko oT 185 370

41 kg 18 roguHK

41 mo mo-MaJKo oT 8 10 To-MajgKo OT 220 440

51kg 18 roauHu

51 [o mo-majako ot 8 10 1Mo-MaJKko oT 260 520

61 kg 18 roguuu

61 1o mo-majako ot 8 10 Mo-ManKko oT 300 600

71 kg 18 roauHu

71 1o mo-majako ot 8 10 1Mo-MaJKko oT 300 600

81 kg 18 roguuu

81 kg nnmu moseye 10 1o mo-manko ot 300 600
18 roguaNM

Enuandan 1037, M3UCKBAIM KOMOWHAIIMH OT TIOBEUE OT €Ha KaIlcyia:

300 mg: nBe karncynu 150 mg v
YETHPH Kancyiu 75 mg
260 mg: enHa xarcyna 110 mg rroc exna karcyna 150 mg uimm
enHa xaricyna 110 mg rroc aBe Kancyiu 75 mg
220 mg: Karto aBe Kancyau 110 mg
185 mg: KaTo eIHa Karcyyia 75 mg mioc eaHa karncyna 110 mg
150 mg: KaTo efHa Karcyna 150 mg wim

JIBE Karcynu 75 mg

Kak na npuemarte laburaTpan erekcuiaart Accord

Haburatpan erexcunar Accord Moxe J1a ce mpuema cbe i 0e3 xpana. Kamncynara tpsioBa na ce
HOIIBbIIA LisJIa, C Yallla BOJA, 3a Jja C€ OCUTYPH JOCTUraHeTo i o ctomaxa. He uynere, He npBUeTe
KarcyJiaTa 1 He BaJieTe MeJIeTUTE OT KalcyJaTa, Thil KaTo TOBa MOXe J1a TIOBUIIIM PHCKa OT KbpPBEHE.



IIpomMsiHa HA AHTHKOATYJIAHTHOTO JICYeHHUe
He npomenstiite Bamero aHTuKoaryaHTHO JedeHue 6e3 KOHKPETHO yKa3aHue oT Bamms nekap.
AKo cTe npueJM nopeye oT HeoOxonumara 103a Jlaburarpan erekcuiaar Accord

IIpueMbT Ha npekaieHo royisiMa J103a OT TOBA JIEKapCTBO MOBUIIABA pUCKa OT KbpBeHe. CBbpKETE ce ¢
Bamus nexap He3abaBHO, ako CT€ MPHUETH TBHP/IE MHOTO Karncyiu. MiMa Ha pa3noioxeHune
BB3MOXKHOCTH 32 CIICIUPUUHO JICUCHUE.

AKO cTe ponycHaJIM 1a npueMere /laburarpan erexkcuiaar Accord

[IpenoTBparsBaHe Ha 00pa3yBaHETO HA KPHBHH ChCUPEIH CIIS/ MPOTE3UPAHE HAa KOJISHHA WIH
Ta300e/IpeHa cTaBa

[Ipoabinkere ga npuemare Barure octaBariu JHeBHH 1031 JlaOurarpan erekcuiar Accord 1mo
CBIIIOTO BPEME Ha CIICIBAIIHS JICH.

He B3emaiiTe aBoifHa 03a, 3a Ja KOMIIEHCUpATE MpoIlycHaTaTa J103a.

Jleuenne 3a pasrBapsHe Ha Beue 00pa3yBaau ce€ KPBEBHHU CHCHUPE M IPEAOTBPATIBAHE HA IOBTOPHOTO
UM o0pasyBaHe IpH Jena

[IpomycHara 103a MoXe Jia ce mpreMe 70 6 yaca Mmpeid BpeMeTo 3a IPUeM Ha clie/iBaliaTa J03a.
IIpomycHara f03a He TPsOBa a ce MpHeMa, aKo 0CTaBaIllOTO BpeMe 10 CieaBallara 103a € I0-Majiko
oT 6 Jaca.

He B3emaliiTe nBoiiHa /1032, 3a Ja KOMIIEHCHpATE MPOITyCHATAaTA J103a.

AKo cTe cripesu npuema Ha Jlaburatpas erekcuiaart Accord

[Ipuemaiite Jlaburarpan erekcunat Accord Touno kakto Bu e npennucano. He cnimpaiite npuema Ha
TOBA JIEKAPCTBO, 0e3 Half-HaIpex Aa cTe TOBOPHIIM ¢ Bammst sekap, 3a110To puCKBT OT 00pasyBaHe Ha
KPBBEH CHCUPEK MOXKE Ja C€ YBEIMYH, aKO CIPETE JIEYEHNETO TBBpJE paHo. CBbpikeTe ce ¢ Bammsa
JieKap, ako UMaTe JIOIIO XpaHOCMHJIaHe clies pueM Ha Jlaburatpan erexcunat Accord.

AKO UMaTe HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamms nexap niam ¢papManenT.

4. Bb3MOXKHN He:KelaHU peaKkuun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEAMN3BHUKA HEXKCIIaHU pE€aKIIuH, BBIIPEKU Y€ HC
BCCKH I' ITIOJTy4aBa.

Haburatpan erexcunar Accord nieiicTBa BbpXy Ipolieca Ha KpbBOCHCHPBaHE, TTOPaH KOSTO TOBEYETO
HE)KEJIaHU PEeaKIliy ca CBBbP3aHH C MPOSIBU KaTo oOpa3yBaHe HA CHHUHH WM KbpBeHe. Moxe nia
HACTBIIH TOJIIMO WJIM TEXKO KbPBEHE - TOBA Ca HAH-CEPUO3HUTE HEXKETIAHN PEaKIMU ¥ HE3aBUCHMO OT
MSICTOTO Ha Bb3HHKBaHE, MOTAaT J]a JOBEAAT 10 MHBAIMAN3UPAHE, )KUBOTO3aCTPAIIABAILO CHCTOSIHUE
WIN JIOpU CMBPT. B HsKOM cilyuan TOBa KbpBEHE MOXKE J]a HE € BUANMO.

Axo nipu Bac ce mosiBu KbpBeHe, KOETO HE CIHpa CaMo T aKO UMaTe MPU3HAIM Ha TIPEKOMEPHO
KbpBeHE (M3KIIIOYUTEHA ¢1a00CT, yMOpa, OJIeIHOCT, 3aMasHOCT, II1aBO0OINE UK HEOOSCHUM OTOK),
He3a0aBHO ce MochBeTBalTe ¢ Bamms nekap. Bammsr nekap moxe na perm ga Bu HabmomaBa
MO-CTPOTO WJIU J1a IPOMEHH JiedeHneTo Bu.

Tps0Ba He3abaBHO Aa KakeTe HA Bammus nekap, ako yceTuTe cepruo3Ha ajlepruyHa peakius, KOsTo
NPUYHHABA 3aTPYIHEHO JHIIAHE WU 3aMaliBaHe.

Bb3MoxHUTE HEXEIaHU pCaKknuu ca I/I36pOCHI/I IMo-a0J1y, KaTo Ca rpynrpaHu 1o ToBa KOJIKO 4€CTO CC
IIOABsABAT.
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IIpenorBparsiBane Ha 00pa3yBaHETO HA KPHBHU CHCUPELH CIIE] IPOTE3UPAHE HA KOJISTHHA WU
Ta300eapeHa cTaBa

Yectu (Morar ga 3acersar jo 1 Ha 10 qymmm):
- cIaj Ha HUBOTO Ha XeMOTJIOOMHA B KPBBTa (BEIIECTBOTO B YCPBEHUTE KPHBHH KJICTKH )
- OTKJIOHCHHMS B PE3YJITATUTE OT JIAOOPATOPHUTE M3CIICABAHMS HA YePHOAPOOHATA PYHKIIHS

Heuectu (Morat ma 3acernar go 1 ma 100 gymm):

- KbPBEHE MOJKE /12 Bb3HUKHE OT HOCa, B CTOMaxa MJIM YepBarta, OT IIeHHca/BarnHaTa uin
MMUKOYHHUTE ITHTHUINA (BKIFOUYUTEIHO KPBB B ypPUHATA, KOSITO OLBETSABA YPUHATA B PO30BO WIIH
YepBEHO), OT XEMOPOUJIH, OT PEKTyMa, TI0/I KOJKaTa, B CTaBa, OT WK clie]l HapaHsBaHe, WU CIIe]T
orepauus;

- oOpa3yBaHe Ha KpbBOHACAJAHE MJIM CUHUHU CIIEI OTIECPALHTA;

- KPBB B U3NPAKHEHUTA, YCTAHOBEHA Upe3 JTa00OPaTOPEH TECT;

- crnajl B Oposi Ha YepBEHUTE KPHBHU KIIETKHY;

- HaMaJIsIBaHE Ha MPOIIEHTa HA KPHBHUTE KIICTKH;

- aJlepruvHa peaxiys;

- IIOBPBIIAHE;

- YEeCTO M3X0XKIaHe HA KaIllaBU WITH BOJAHUCTH U3MPAKHCHHUS,

- rajicHe;

- CeKpelys OT paHaTa (OT/AeIsSHE Ha TEYHOCT OT ONepaTUBHATA paHa);

- MIOBHUIIICHU YEPHOIPOOHU SH3UMU;

- MOXKBITSIBAHE HA KOXKATa WIK OSIIOTO HA OYKMTE, MPUYMHEHO OT YEPHOIPOOHHU MPOOIEMH WITH
npo0JIeMu ¢ KpbBTa.

Penxu (Morar ma 3acernar g0 1 Ha 1 000 gymm):

- KBbPBCHE;

- KbPBEHE MOXKE J]a Bb3HUKHE B MO3bKa, OT XUPYpPrHUUCH pa3pe3, OT MACTOTO Ha MOCTABSIHE Ha
WHXKEKIIUS WK OT MSICTOTO Ha TIOCTABSIHE HA KaTeThp BbB BEHA,

- OTJIeNIsTHE Ha KbPBEHUCTA TEYHOCT OT MSACTOTO Ha TIOCTABSHE HA BEHO3EH KaTeTh;

- W3KAIUISIHE HA KPBB WIIM KbPBaBa XPauKa;

- crniaji B Oposi Ha TPOMOOITUTHTE B KPBBTA;

- crniazl B Oposi Ha YepPBEHUTE KPBBHU KIIETKH CJIe]] OTIeparius;

- CEPUO3HA AJIEPTUYHA PEAKIIUs, KOSITO PUYHHSBA 3aTPYIHCHO JUIIAHE WK 3aMaliBaHe;

- CEpUO3HA AJIEPTUYHA PEAKIIMs, KOSITO MPUYHHSBA [TOIyBaHE HA JIMIIETO WIH I'bPJIOTO;

- KOXEH OOpUB B pe3yJITaT HA aJleprHIHa PEaKIUs, U3ABSBAIIl CE KATO ThMHOYCPBCHH,
HAJIUTHATH, CHPOSIIH BITKH;

- BHE3aITHA TIPOMSHA B [[BETA M BUJIA HA KOXKATA;

- CBpOeK;

- s3Ba HA CTOMAaxa WU 4epBaTa (BKIFOUUTETHO sI3Ba HA XPaHOIIPOBO/IA);

- BB3IAJICHUE Ha XPAHOMPOBOJIa H CTOMAXa,

- BpBII[aHE HAa CTOMAIIIHA COKOBE B XPaHOIIPOBOJIA;

- 0oJka B KOpeMa HIJIM CTOMaxa;

- JIOIIO XPAaHOCMUJIAHE;

- 3aTPyTHEHO T'BITAHE;

- OTJIeJISTHE Ha TEYHOCT OT PaHaTa,

- OTJICNISTHE HA TEYHOCT OT paHaTa cjie]| ONepalys.

C Heu3BecTHA 4ecTOTa (OT HAIMYHUTE JaHHU HE MOJKE J1a ObJic HallpaBeHa OIICHKA Ha YeCTOTAaTa)

- 3aTPyIHCHO AMIIAHE WM XPUIITCHE;

- HaMaJsiBaHe Ha Opos WM JOPH JUIca Ha Oeu KPhBHU KJIETKH (KOMTO romarat B bopOarta ¢
HHQEKIUNTE);

- KOCOIIaI;
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Jledenue 3a pa3TBapsHe Ha Beue 00pa3yBald ce KPbBHU ChCUPELN U IPEAOTBPATIBAHE HA [IOBTOPHOTO
AM 00pa3yBaHe IIpH Jela

Yectu (Morar ga 3acersar jo 1 Ha 10 qymmm):

- crag B Opost Ha YepBEHUTE KPHBHU KIICTKH;

- crajg B Opost Ha TPOMOOIIUTUTE B KPHBTA,;

- KOXCH 0OpPHUB B pE3yJITAT HA AJIEPTUYHA PEAKIIH, U3SIBSIBAIIl CE KATO THMHOYCPBCHH,
HaJUTHATH, CHPOSIITH ITBIKY;

- BHE3aITHa TIPOMSHA B I[BETA U BHA HA KOXKATa;

- o0Opa3yBaHe Ha KPbBOHACS/IaHE;

- KbpPBEHE OT HOCA;

- BpBIIIAHE Ha CTOMAIITHA COKOBE B XPaHOIIPOBO/IA;

- MOBPBIIIAHE;

- rajicHe;

- YECTO M3X0XKTAHE HA KaIllaBHU WU BOJHHUCTU U3MPAXKHEHUS;

- JIOTIIO XPaHOCMIJIAHE;

- KOCOIIAaI;

- MTOBUIIICHU YePHOJIPOOHU SH3UMHU.

Heuectu (Morat na 3acernar o 1 va 100 qymm):

- HaMaJIsiBaHe Ha Opos Ha OeNy KPhBHU KIIETKH (KOUTO rmoMaraT B OopOara ¢ nHpekuunre),

- KbPBEHE MOJXKE J1a Bb3HUKHE B CTOMaxXa WU YyepBaTa, OT MO3bKa, OT PEKTyMa, OT
NIEHHUCa/BarnHaTa Wik MMKOYHHUTE IbTHIIA (BKIIOUUTEIHO KPBB B YPUHATA, KOSITO OL[BETSBA
ypuHAaTa B pO30BO WJIM YEPBEHO), WM MOJ KOXKaTa,

- craJl Ha HUBOTO Ha XeMOIJIOOMHA B KPBBTA (BEIIECTBOTO B YUEPBEHUTE KPBBHH KIICTKH);

- HaMmaJsBaHe Ha MPOIEHTA HA KPHBHUTE KIICTKH;

- CBHpOEK;

- M3KallITHE Ha KPbB WIM KbPBaBa Xpadka,

- 0oJka B KOpeMa WM CTOMaxa,

- Bb3MAJICHUE Ha XPaHOIPOBO/A M CTOMAaxa;

- aJiepruvHa peaxius;

- 3aTpyAHEHO I'bJITAHE;

- MOXBITSABAHE HA KOYKAaTa WU OSUIOTO Ha OYMTE, IPUIMHEHO OT YepHOAPOOHH MPodIeMU I
Mpo0OIJIeMH C KpBBTa.

C Hen3BecTHA 4ecTOTA (OT HAIMYHUTE JAHHU HE MOXKe a ObJie HalpaBeHa OI[CHKa Ha YecToTaTa)

- yurica Ha O6enu KphBHU KIIETKH (KOWTO momarat B 6opbara ¢ MHPEKIUITe);

- CepHO3Ha aJlepruiHa peakiys, KOSTO MPUYNHSIBA 3aTPYAHEHO JHIIaHE WK 3aMaiBaHe;

- CEpHO3HA aJlepruyHa Peaklys, KOsSTO MPUYUHSIBA OAyBaHE Ha JIUIIETO WK I'bPIIOTO;

- 3aTPyJHEHO IUIIaHe WM XPUITEHE;

- KBbPBEHE;

- KbPBEHE MOJKE /12 Bb3HUKHE B CTaBa WM OT TPaBMa, OT XUPYPTUYEH pa3pes, OT MICTOTO Ha
MOCTaBsIHE Ha WHXKEKLUS WK OT MSICTOTO Ha MOCTaBsSHE HA KAaTEThP BbB BEHA;

- KBbPBEHE MOJKE J]a Bb3HUKHE OT XEMOPOU/IN;

- A3Ba HA CTOMaxa WM yepBaTa (BKIIOUUTETHO sI3Ba HA XPaHOIIPOBOJIA);

- OTKJIOHEHHS B PE3YJITATUTE OT JTa0OPaTOPHHUTE U3CICIBAHHUS Ha YePHOAPOOHATA (PYHKIIHSL.

Cpo0maBaHe Ha HesKeJIaHU peakIun

AKO TIOJTyYUTE HAKAKBU HEXEJIaHU JIGKAPCTBCHH PEeaKIMU, yBeaoMeTe Barms nekap win hapMarieBT.
ToBa BKJIIOUBa BCUYKHM Bb3MOYKHH HEOMMCAHH B Ta3U JINCTOBKA HE)KEJIAHU peakiuu. MoxkeTe ChIIo Aa
CHOOIINTE HEXKEIAHU PEeaKIMU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a ChoOIaBaHe, I0CoUYeHa B
[Mpunosxxenue V. Kato choOIiaBaTe He)KEIaHU PEaKIIMK, MOXKETE Ja JaJeTe CBOS IMMPUHOC 3a
MoJiydyaBaHe Ha MmoBeue HH(POpMaIMs OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKapCTRO.
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5. Kak 1a cexpansiBate JladuraTpan erekcuiaat Accord

[la ce cpxpaHsBa Ha MSCTO, HEJJOCTBITHO 32 JICLA.

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa Ha TOIHOCT, OTOEINsA3aH BhPXY KapTOHEHATa OITaKOBKa,
osnctepa u OyTuiakata cien ,,['oger 10:“. CpoKbT Ha TOAHOCT OTrOBaps Ha MOCICIHUS I€H OT
MOCOYEHUS MECEIL.

Ha ce cexpanssa mox 30°C.

Cren mbpBo OTBapsiHe OyTHIIKaTa MOKeE Jla ce M3Mo3Ba 10 60 qHH.

He usxBbpsTe gexapcTBaTta B kKaHanuzanuaTa. [lonuraiite Bamus gpapManeBT Kak 1a U3XBBPIATE
JIEKapCcTBaTa, KOUTO Beue HE U3Moi3BaTe. Te3u MEpKH 1ie CIIOMOTHAT 3a OMNa3BaHE Ha OKOJIHATA Cpelia.
6. Chbabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HHpOpManus

KakBo chabp:axa Jlaburarpan erekcunar Accord

- AKTUBHO BellecTBO: naburatpad. Beska TBbpa Karcyina chabpxa 75 mg qaburatpan
eTeKkcmiaT (KaTo Me3War).

- Jpyru cberaBku: BuHeHa kucenuHa (E334), xunpomenosa (E464), Tank (E553D),
xuapokcumnponmienynosda (E463), kpockapmenosa Hatpuit (E468) u marnesues creapat
(E572) (BmxkTe TOUKA 2).

- Kamcynara ceappxa TutanoB auokcug (E171) u xunpomenosa (E464).

- UepHoTO MeyaTHO MacTUiIo chabpxka mesuiak (E904), nponunenriukon (E1520), yepen
xeneseH okcua (E172) u kanues xuapoxcun (E525).

Kak u3raexna Jladurarpan erekcmiat Accord U KakBO ChIAbP:Ka 0NAKOBKATA

Haburatpan erexcunar Accord 75 mg ca TBpIU Karcyiau pa3mep 2 (mpubausurenHo 18 x 6 mm) ¢
05710 HEeNPO3payHo Kamaye ¢ oTnevaTraHo ,,MD* u 65110 HENMpPoO3pavyHO TSUIO ¢ OTHEYATaHO ,,75“ C
YEepHO MAaCTHIIO, ChBbPIKAIIN CMEC OT O€JIN 10 CBETIIOKBITH IEJICTH U CBETJIOKBIT IPaHyJar.

Haburatpan erexcunar Accord 75 mg TBBpAM KaIlCyJIX ce Mpeiiara B ONaKOBKH, ChAbPKaIln
OPA/Al/cymuren PE-PET/Al/PE 6muctepn, cpappkamu 10, 30 u 60 kancynu, B KapTOHEHA Ky THSI.

Jlaburarpan erekcuiar Accord 75 mg TBBpAM KaICyJu CE Mpejyiara B OMAaKOBKHU, ChIbPIKAIIU
OPA/Al/cymuten PE-PET/Al/PE nepdopupann 6muctepu ¢ equHAYHE 103U, chabpkamm 10 x 1,
30x 1, u 60 x 1 xarcynu, B KapTOHEHA Ky THS.

Jlaburarpan erekcuiar Accord 75 mg TBBpAM KaICyJu CE Mpejiara B ONMaKOBKHU, ChIbPIKAIIU
MOJIMIIPOIMICHOBA OYTHIIKA ChC 3aIMTEHA OT JIela Karnauka, Chabpkaina 60 Kalcyiu, B KapTOHEHa
KYTHSL.

He Bcuuku BHIOBE ONAKOBKK MOTraT Ja ObJaT IyCHATH Ha Ia3apa.

IIpurtexaTes Ha pa3pelIeHNETO 32 yIOTPeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6* Planta
08039 Barcelona
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Hcnanus
IIponsBoauTen

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50

95-200, Pabianice

TTonma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park
Paola PLA 3000

Marnra

Accord Healthcare B.V.
Winthontlaan 200

3526 KV Utrecht
Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJIsI, CBBPKETE CE C JIOKAJTHUSA
MNPEACTABUTCII HA IPUTECIKATCIIS HAa Pa3pClICHUCTO 3a yHOTpe6a:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IS/IT/LT/LV/LX/MT/NL/
NO/PT/PL/RO/SE/SI/SK/UK(NI)/ES

Accord Healthcare S.L.U.

tex: +34 93 301 00 64

EL
Win Medica Pharmaceutical S.A.
e +30 210 7488 821

I[aTa Ha IOCJCIHO NMpepasrjaeckaaHe Ha JIUCTOBKaTa

ITonpoOHa nHpOpMaIUs 3a TO3M JEKAPCTBEH NPOAYKT € MPeI0CTaBeHa Ha yebcalita Ha EBponeiickara
areHITs 110 JIeKapcTBaTa http://www.ema.europa.eu/
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Jaourarpan erexkcuiaar Accord 110 mg TBbpaM KancyJ/m
naburatpan erexcuiar (dabigatran etexilate)

IIpoyeTeTe BHUMAaTETHO LAJIATA JUCTOBKA, IIPEIH 1A 3all049HeTe 1A MpUeMaTe TOBa JIEKapCTBo,
Thil KaTO TS ChAbP3Ka BaskHa 32 Bac uHdopmanms.

- 3amaseTe Ta3y JUCTOBKAa. MoOKe /1a ce HaJIOXKU J1a s IIPOYETETe OTHOBO.

- AKO UMaTe HIKaKBU JOITBJIHUTEIHN BBIIPOCH, onuTaiTe Bamms nekap nnm ¢papmanesT.

- ToBa nexapcTBO € mpeanucano JngHo Ha Bac. He ro nmpeotcrenBaiite Ha apyru xopa. To Mmoxe
Jla UM HaBpeJlv, He3aBUCHMO Y€ TIPU3HAIMTE Ha TSXHOTO 3a00JIsIBaHe ca ChIIUTe KaTo Bammre.

- AKO TOITyunTe HAKaKBU HEXXEJIaHU peakiuH, yBeaomere Bamms nexkap winu dapmanest. Toa
BKJIFOUBA Y BCHUKH BB3MOKHHU HEKEIAHN PEAKIIMY, HEOIIMCAHH B Ta3M JINCTOBKA. BrkTe
TOuKa 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakgo npencrapnsBa [laburatpan erexcunar Accord 1 3a KaKBO C€ H3I0JI3Ba
Kakgo Tpsi0Ba n1a 3Haete, npeau aa npuemere JJaburarpan erexcunat Accord
Kak na npuemate [laburarpan erexcuiar Accord

BB3MOXHU HEXeTaH! peakuu

Kak na cexpansiBare Jlaburatpan erekcuiat Accord

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIIHUTEIHA HH(POPMALIUS

AR

1. Kaxkso npeacraBassa Jadurarpan etekcuiaart Accord M 3a KaKBO ce U3M0JI3Ba
[Jaburatpan erexcunat Accord chabpa aKTUBHOTO BEILIECTBO NaOUIraTpaH €TeKCHIAT U NPUHAICKH
KBbM T'pyIIa JIeKapcTBa, HAPEUEHU aHTHKOATryJIaHTH. Toi OJOKHMpa JeCTBUETO Ha BELIECTBO B
OpraHu3Ma, KOeTo y4acTBa B 00pa3yBaHETO Ha KPbBHHU ChCHPELH.

Jaburarpan erekcuiat Accord ce M3I0J3Ba IPU Bb3PACTHU 3a:

- IpefoTBpaTsIBaHe Ha 00pa3yBaHETO HA KPBBHU ChCUPELM BbB BEHUTE CJIE] MPOTE3UpaHe Ha
KOJISIHHA WM Ta300epeHa cTaBa.

- MIPEeIOTBpaTsIBaHE Ha KPHBHH CHCUPEIM B MO3bKa (MHCYIIT) M IPYTH KPHBOHOCHU CHIIOBE B
TSJIOTO, aKO MMate popMa Ha HEPaBHOMEPEH ChP/ICUeH PUTHM, HapedeHa HEKJIAITHO

npeaACHPAHO MBKACHE U MOHE OLIC €IUH PUCKOB (baKTOp.

- JieYeHne Ha KPHBHHU ChCUPEIM BHB BEHHTE Ha Kpakarta 1 Oennurte IpoOoBe, KaKTo U 3a
MPEeIOTBpaTsIBaHE Ha IOBTOPHOTO UM 00pa3yBaHe.

Jlaburatpan etexcunar Accord ce U3IoI3Ba MPH JIeTia 3a;

- pa3TBapsiHe Ha Bede 00pa3yBasid ce KpbBHU ChCHPELU U MPEIOTBPATIBaHE HA TOBTOPHOTO UM
obOpasyBaHe.

2. Kakso Tpsa0Ba 1a 3HaeTe, npeau Aa npuemete Jladuratpan etekcuaart Accord

He npuemaiite /ladburarpan erexkcuiaar Accord

- aKO CTC aJICPru4HU KbM )1a61/1ranaH €TCKCHUJIAT NJIN HAKOA OT OCTAaHAJIUTEC CbCTABKU HA TOBA
JIeKapcTBO (M30pOeHU B TOUKA 6);

- aKO MMaTe CHIIHO TOHIKeHa ObOpedHa QyHKINS;
- aKO B MOMEHTA UMAaTe KbPBEHE;
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- aKo nMmare 3a00JIsIBaHe Ha OpTraH, KOETO YBeIHYaBa PUCKa OT CEPHO3HO KbpBeHE (Harp.,
CTOMaIITHA s13Ba, HApaHsSBaHE WK KbPBEHE B MO3bKa, CKOPOIITHA OTIepAIrs Ha MO3bKa I
OuHUTEe);

- aKko mpu Bac nMa moBHIIIEHA CKIIOHHOCT KbM KBPBEHE, KOSITO MOXKE J1a € BPOJICHA, C HEM3BECTCH
MPOM3XO]T WITH JIa Ce IBIKH Ha MpHUeMa Ha JIPYTH JIEKapCTBa,

- aKo IpHeMare JIeKapcTBa 3a MpeJI0TBpaTsIBaHe Ha 00pa3yBaHeTO Ha KPhBHU ChCUpEIH (Harp.,
Bap(dapuH, puBapokcabaH, anukcabaH WK XeMapyH), OCBEH MPH MPOMSIHA Ha
AHTHUKOAryJJaHTHOTO JICUCHHUE, 1OKATO Bu e mocTaBen KaTCThbp BB BEHA UJIN apTCPUs, KOMTO ce
IPOMUBA C XETIAPHH, 3a J1a Ce TObpKa MPOXOJANMOCTTA, HJIH B CIy4ail Korato, 3a Ja ce
BBH3CTAHOBH CHPACYHUAT Bu pUTHM 710 HOpMAaJIeH, ce Mpujiara eHa mporeaypa, HapeueHa
KaTeThpHA abyals Ha MPEACHPIHO MBKICHE;

- aKO MMaTe CHJIHO MTOHIKEHA YSPHOAPOOHA (PYHKIIMS WK YePHOIPOOHO 3a00IsIBaHe, KOCTO €
BBH3MOXHO J1a MPUYUHH CMBPT;

- aKo MmpHueMaTe KeTOKOHA30JT HITH UTPAKOHA30JI TIEPOPaITHO, JICKAPCTBA 3a JICUCHUE HA IbOUYHU
UH(EKIHY;

- aKo TpreMare mepopaseH MUKIOCIIOPHH, JEKapCTBO, MPEANa3Baiio OT OTXBbPIISHE HA OpraH
CJIe]] TPAHCTUIAHTAIHS,

- aKo TpreMare IPOHEIAPOH, JIEKapCTBO, U3IMOJI3BAHO 32 JICUCHUE HA HAPYIIICH ChP/ICUCH PUTHM.

- aKo rmpuemMare KOMOMHUPAH MPOYKT OT IJIeKAIPeBUpP U MMOPEHTACBUP — AHTUBUPYCHO
JIEKapCTBO, U3MOJI3BAHO 32 JieueHue Ha xernatut C;

- ako Bu e mocraBeHa M3KyCTBEHA ChpJCUHA KJamna, MPH KOETO Ce Hajlara HeMmpeKbCHATO
paspexaaHe Ha KPbBTA.

IIpexynpesxnenusi U NpeaAnasHu MepKU

I'oBopete ¢ Bamust nexap, npeau aa npuemere laburatpan erekcunat Accord. Moxe cbIo 1a ce
HaJIO’KH [1a TOBOpUTE ¢ Bamus jgexap mo BpemMe Ha JI€UYEHHETO C TOBA JIEKapCTBO, aKO YCETUTE
CHUMIITOMH WJIM ako Bu nmpeacrou xupypruyHa oneparusi.

TpﬂﬁBa aa KaxkeTe Ha Bamus JIEKap, ako UMaTe WJIu CTC UMaJIN HAKaKBU 0O0JIECTHU CHCTOSHUS HITH
3&60J’I5{BaHI/IH, 0CO0EHO HIKOE OT BKIIFOUCHUTE B CJICOHHUA CIIMCBK:

- ako mpu Bac nMa MoBHIIIEH PUCK OT KbpBEHE, HATIPHMED:

®  aKO HACKOPO CTE MMaJi KbPBEHE;

=  ako XupypruyHo Bu e B3eTa mpoOa oT TesnecHa ThKaH 3a u3ciensane (Ouormcusi) B
TOCTIEAHNS MECelT;

®  aKO CTe MMaJM CEpHO3HO HapaHsBaHE (HAIp. CUyIlIBaHE Ha KOCT, HApaHsIBaHE Ha IJ1aBara
WIN HIKaKBO HapaHsBaHE, N3MCKBAIO XUPYPTUYHO JEUCHUE);

" aKo CTpajJiaTe OT Bb3MAJEHHE HA XPaHOIPOBOJIA WK CTOMAaxa;

"  aKo uMaTe npoOJeMu C BpbIIAaHE HA CTOMAIIIEH COK B XPaHOIIPOBO/a;

"  aKo IpHeMaTe JEeKapcTBa, KOUTO MOTaT Jia MOBUILAT PUCKA OT KbpBeHe. Buxre ,,Jlpyru
nexapcTBa u JJaburarpan erexcunat Accord” mo-godmy;

"  aKo mpueMaTe NPOTHBOBB3MAINTEIIHY JIEKAPCTBA, KaTO TUKIO(EeHaK, HOypodeH,
IUPOKCHUKAM;

"  aKo uMaTe MHQEKIHs Ha ChpLeTOo (OaKTepruaneH eHI0KapIuT);

" aKo 3HaeTe, Ye uMaTe HaMalleHa ObOpevHa QYHKIMS WK aKo CTpajaTe OT AeXHApaTanus
(cuMITOMMTE BKIIOUBAT KaX/1a ¥ OTJEIIIHE HA HAMAJICHO KOJIMYECTBO ThMHO OLIBETEHA
(KOHIIEHTpHUpaHa) YpUHA/yPHUHA, B KOSITO MMa IIsHA);

= aKo CTe HaJ 75 TOAVHMU,

" aKo cTe Bb3pacTeH ManueHT u Texxute 50 kg uimm mo-Maiko;

" caMo aKo ce M3IOJ3Ba MPH JIella: aKo JeTETO MMa HHMEKITUSI OKOJIO UK B MO3bBKA.

- aKo CTe MMaJId UH(APKT WIK aKko NpHu Bac ca auarHocTuimpany 3a00IIBaHUs, KOUTO
MOBHILIABAT PUCKA OT HH(APKT.

- aKo UMaTe YePHOPOOHO 3a00IIIBaHE, KOETO € CBBP3aHO C IPOMEHH B KPBBHUTE TECTOBE. B
TO3M Cily4ail ynorpebara Ha TOBa JIEKAPCTBO HE CE IPENOPHYBA.
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BHumagaiiTe 0co6eHO0 MHOTO Mpu ynoTpedarTa Ha JlaburaTpan erekcuaat Accord

- ako Bu npezncron onepanus:
B To3u ciyuaii [laburatpan erexcunar Accord TpsiOBa a ce cripe BpeMEHHO MOpaan yBEIHUYCH
PHCK OT KbPBEHE 110 BpeM€ Ha U MAaJIKO CJIe/l onepanusita. MHOIo € BaXKHO Jla IpUeMeTe
Jaburarpan erekcuiat Accord peay U cies onepanusaTa TOYHO BB BPEMETO, YKa3aHO OT
Bamms nekap.

- aKO or€panuAaTa BKIF0OYBa IIOCTABsAHEC HAa KaTEThP WU WHXKXCKIHUA B Fp’b6Ha‘IHI/I$[ CTBJIO (HaHp. 3a
enuaypaliHa WM CIIMHATHA aHECTE3Us WK 3a o0JIeKYaBaHe Ha 0oJKara):
" MHOTO € Ba)XHO 1a npuemere [laburarpan erekcuiat Accord peny U ciel onepanmsiTa
TOYHO BB BPEMETO, YKa3aHO OT Barus jiekap;
* TpsiOBa He3a0aBHO J1a KakeTe Ha Bamms jgekap, ako yceTuTe n3TphblIBaHe I CIa00CT B
KpaKaTa WU MpoOJIEMH C YepBaTa WM MUKOYHUS MEXYp CJIe/l Kpasi Ha aHeCTe3HATa,
3aI10TO ca HEOOXOIUMH CIICIITHH TPHKH.

- aKo TaJIHeTe WM Ce HapaHWTE M0 BpeMe Ha JIeUueHHe, 0COOCHO aKo CH yAapHuTe TliaBaTa, MOJIA,
MOTHPCETE CIELIHA MEIUIIMHCKA oMol Moke 1a ce Halloxu Ja Bu npersiena jekap, Thil KaTo
MOJK€ JIa CTE C MOBUIIIEH PUCK OT KbPBEHE.

- aKo 3HaeTe, 4e uMate 3a00JsBaHe, HapedeHo aHTH(ochoIMIHIIECH CHHAPOM (HapylleHne Ha
UMYHHATa CHCTEMa, KOETO MPUYMHSIBA MOBUIIIEH PUCK OT 00pa3yBaHe HA KPBBHHU ChCHUPELIH),
KaxeTe Ha Bamms nexap, KOHTO I1ie B3eMe peLIeHre 3a He0OX0UMOCTTa OT IIPOMSIHA Ha
JIEYEHUETO.

Jpyru gexaperBa u [laburarpan etekcuiaar Accord

Tps6Ba na kaxere Ha Bammus nexap win GapmaneBT, ako IpueMare, HaCKOpO CTe IPUEMAalIi WIH €
BB3MOXKHO J1a ipuemMaTte apyru jexkapcria. [lo-cnenmnaino, TpsidBa 1a kaxxere Ha Bammus jekap,
Npeau 1a 3ano4yHere Aa npuemare JladuraTpan erekcujaat Accord, ako npuemMare eHO OT
JIeKapcTBaTa, H30POeHH MO-10J1Y:

- JlekapcTBa, KOUTO HAMAJSIBAT CHCUPBAHETO HA KPBBTA (Hamp. BappapuH, GEHIPOKYMOH,
aIleHOKYMapoJl, XeIapyH, KJIONUAOTPel, IPacyTrpe, TUKArpesIop, puBapoKkcadax,
aleTUIICANUINIIOBA KUCEIINHA).

- JlekapcTBa 3a JleueHue Ha TbOMYHYU HHPEKIMH (Hamp. KETOKOHA30]1, HTPAKOHA30J1), OCBEH aKo
T€ c€ HaHACST CaMO BbPXY KOXKaTa.

- JlexapcTBa 3a Jie4eHHE Ha HapyIleH ChbPACYEH PUTHM (HAIp. aMUOJApOH, IPOHEIAPOH,
XUHUAWH, BEparaMun).

AKo npueMaTe JIeKapcTBa, ChAbPXKALIY aMUOJAPOH, XMHUANH WM Bepanamuil, Bamusr iexap
MOke n1a Bu kake na m3mon3Bate HamaieHa mo3a Jlaburatpan erekcmnar Accord B 3aBHCHMOCT
oT 3a00JIABaHeTO, 32 KoeTo Bu e mpeanucan. Buxkre Touka 3.

- JlekapcTBa 3a mpeana3BaHe 0T OPraHHO OTXBBPIISIHE cJie]l TpaHCIUTaHTauus (Hamp. TaKpoJIuMYyc,
IIAKJIOCTIOPYH).

- KomOuHmMpaHn mpoayKT OT rieKanpeBup U MUOpeHTacBUp (AHTUBUPYCHO JIEKAPCTBO, U3MOI3BAHO
3a neyenue Ha xenatut C).

- [IpoTHBOBB3NAIUTENIHU CPENCTBA U OOJIKOYCIIOKOSIBALIM JIEKAPCTBA (HAIp. alleTHICaIULIOBA
KHCEIUHa, HOynpodeH, TUKIodheHaK).

- Kobnt xantapuon (Hypericum perforatum), pacTUTEIHO JIEKAPCTBO 3a JICUEHHE Ha JCTIPECHUSL.

- JlexapcTBa 3a nedeHre Ha JeTpechsi, HAPEUCHH CEJICKTUBHA HHXUOUTOPH Ha 0OpaTHOTO
3axBalllaHe Ha CEPOTOHHMHA MM MHXUOUTOPH Ha 0OpaTHOTO 3aXBalllaHe Ha CEPOTOHUH-
HOpENUHEPPHUH.

- PudamMnuumy nim KIapuTPOMHULKH (JBa aHTHOHMOTHKA).

- AnTtuBupycHu nekapcrsa cpeury CIIMH (mamp. putonasup).

- OnpeeneHu IeKapcTBa 3a JICUCHUE Ha ermiernicus (Harp. kapoamaszenuH, QEHUTONH).
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BpeMeHnHoCT U KbpMeHe

Edexrure na laburarpan erekcunat Accord BbpXy OpeMEHHOCTTa M BCE OILE HEPOAEHOTO AETE HE ca
u3BecTHU. Bue He TpsAOBa na mpuemare ToBa JISKapCTBO, aKO cTe OpeMeHHa, OCBeH ako BammsaT nekap
Bu kaxxe, ue ¢ 6e30macHo J1a To mpaBuTe. AKO CTe )KE€Ha B JIETEPOHA Bb3pacT, TpsOBa ja n3osAreare
3abpeMeHsBaHe, TokaTo nmpuemMare Jlaburatpan erekcmiuat Accord.

Bue He TpsiOBa na kppMuTe, JoKaTo ipueMate Jladuratpan etexcunar Accord.
Hlo¢pupane u padoTa ¢ MAILIMHA

He ca u3Becthu edpexrute Ha [Jaburatpan erekcunar Accord BbpXy CIOCOOHOCTTA 3a MIOGUPAHE WITH
paboTa ¢ MalluHY.

JaoduraTpan erexkcuiaar Accord cbIbpika HATPUH
ToBa jekapcTBO ChABPKA MO-MaKko 0T 1 mmol Hatpuii (23 mg) Ha eHA KalcyJa, T.e. MOXE Ja Ce
KaXKe, 4e MPaKTUIEeCKH He ChbpiKa HATPUU.

3. Kak 1a npuemare Jlaburarpan erekcuiaart Accord
Jaburarpan erekcmiat Accord TBBpAM KalcCyIu MOXe Jla c€ W3M0I3Ba IIPH Bb3PAaCTHH U Jela Ha
8-roxuIIHa Bb3pacT WM MO-TOJIEMH, KOUTO €A CIIOCOOHU J1a IbATAT KancyauTe nenu. ChIiecTByBaT U

Apyry, C’BO6paBeHI/I C Bb3pacCTTa J030BU (1)0pMI/I 3a JICYCHHUC Ha Ac€1a 110 8—1"OIHKIH_IHa BB3pPacT.

Bunaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e kazan Bamust ekap. AKO HE CT€ CUTYpHU 32
Hewlo, nonuTaiite Bamus nekap.

IIpuemaiite Jlaburarpan erekcuaat Accord cbIJIacCHO NMPENOPbKUTE NMPU CJAETHUTE
3a00JIIBAaHMA:

IIpenorBparsiBane Ha 00pa3yBaHETO HA KPHBHU CHCUPELH CIIE] IPOTE3UPAHE HA KOJISTHHA WU
Ta300eapeHa cTaBa

IIpenoprunTennara go03a ¢ 220 mg BeaHbK AHEBHO (TTpHETH KaTo 2 Karcyim oT 110 mg).

Axko 0bOpeuynaTta Bu ¢pyHknms e HaMajieHa IOBeY€e OT HAMIOJOBUHA WM CTE HAa BB3PacT 75 roAMHA
WJIH No0BeYe, IperopbunTenHara 103a ¢ 150 mg BegHb:k THeBHO (IPUETH KATO 2 KaIcysu oT 75 mg).

AKO npreMarte JeKapcTBa, ChbpKaIll aMAOAAPOH, XMHHIWH WJIH BepanaMuJi, IpernopbUYuTEIHaTa
no3a e 150 mg BenHbK AHEBHO (IPUETH KaTo 2 Karcyad oT 75 mg).

AKO npreMaTe JIeKapcTBa, ChAbPKAIIM BepanaMu, 1 GyHKIusTa Ha Bammre 6b0penn e
HaMaJieHa TI0BeYe OT HAITOJIOBUHA, TPAOBA J1a ObJeTe JICKyBaHU C HAMAaJICHa J103a OT 75 mg
Jlaburarpan erekcuiar Accord, 3a0To puUcKbT BH 0T KbpBEeHE MOXKE Ja € TIOBHIIICH.

u IIpu ABAaTa BUAA MPOTC3UPAHC HE TpSI6Ba Ja C€ 3alo4Ba JICUCHHUEC, aKO CC HaGJ’IIO,Z[aBa KBbpPBCHC OT
MSICTOTO Ha OoIiepanusTa. AXO JIeYeHHETO HE MOXKE Ja 3all04HC A0 ACHA CJICA OIcpaluAaTa, IpUCMbT

TpsIOBa Ja 3am0YHE C 2 KaICyId BEAHBXK JHEBHO.

Cneo npome3supane Ha KoJiIHHama cmaea

Tpsa6Ba na 3anmouneTe nedenwne ¢ Jlaburarpan erekcmiar Accord B pamkute Ha 1-4 gaca cien
NPUKJIIOYBaHE Ha ONepanusiTa ¢ IpueM Ha eqHa karncyna. Ciex ToBa Bue Tpa6Ba na mpuemate aBe
KarlCyJIM BEAHBHK AHEBHO 3a 00mo 10 nHu.

Crneo npomesupane Ha mazobeopenama cmaed

169



Tpsi6Ba na 3anounete JeueHue ¢ Jadurarpan erekcunar Accord B paMkute Ha 1-4 gaca ciief
NPUKITIOYBaHe Ha OlepalusiTa ¢ IpueM Ha eqHa karcyna. Ciien ToBa Bue TpsOBa ia mpuemate jaBe
KarcyJi BEIHBX JHEBHO 3a 00110 28-35 aHu.

IIpenoTBpartsiBaHe Ha 3amylIBaHe HA KPHbBOHOCEH ChJ B MO3bKa MJIN TSUIOTO OT KPbBEH ChCHUPEK,
00pa3yBaH BCICACTBUC HA HAPYIIICH ChPJICUYCH PUTHM, U JICUCHHE HA KPBBHU ChCUPEIN BB BEHUTE HA
KpakaTta u oenute Z[DO6OBC, BKJIIOYUTCIIHO NPEAOTBPATABAHC HA MIOBTOPHOTO MM 06Da3VBaH€

IIpenopruntennara qo3a ¢ 300 mg, mpueTn KaTo eaHa Kamncyaa ot 150 mg nBa mbTH THEBHO.

Ako cte Ha 80 rogHM MM NMO-BB3PACTHH, IPENOphUUTENHATA 4032 € 220 mg, MPUETH KaTo eAHA
kamncyJia oT 110 mg 1Ba nbTH THEBHO.

AKo mpreMaTe JieKapCTBeHH MPOAYKTH, ChIbP:KALIU BepanaMuJl, TpsOBa 1a ObaeTe JeKyBaHH C
HamaseHa jio3a ot 220 mg /laburarpan erexcunar Accord, mpueTH KaTo eqHa Kamcyaa ot 110 mg
JABa MbTU THEBHO, 3allI0TO PUCKBT BU OT KbpBEHE MOXKE J1a € ITOBHIIICH.

Ako npu Bac nMa moTeHIuaIHO MO-BHCOK PHCK OT KbpBeHe, Bamusat jiekap Moxe na pemn 1a Bu
npeanuiie g03a ot 220 mg Jlaburarpan erexcunar Accord, mpueT Kato eaqHa kamcyJa ot 110 mg
JIBa TbTH THEBHO.

Moske 1a mpoAbIDKUTE 1a pUeMaTe TOBa JIEKapCTBO, KOTaTo ce Hajara CbpAeyHUIT Bu putreM na ce
BBH3CTAHOBH J0 HOPMAJICH Upe3 €1Ha Mpoleaypa, HapeueHa kapanosep3uo. [Ipuemaiire Jlaburarpan
erekcwiat Accord Taka, kakto Bu e kazan Bammst nekap.

AKO B KpPbBOHOCEH ChJI € TIOCTABEHO MEIUITMHCKO M3/ene (CTEHT), 3a J1a Ce TOIbpKa
MPOXOAUMOCTTA, Ype3 MPOLEAYpa, HapeueHa NepPKyTaHHAa KOPOHAPHA UHTEPBEHIIUS CbC CTEHTUPAHE,
e Moke fa ce JiekyBate ¢ Jlaburarpan erexcunar Accord, koraTo ekapsat Bu npenenu, ye Beye e
MOCTUTHATO HOPMAITHO HMBO Ha KOHTPOII Ha ChbCUPBAaHETO Ha KpbBTa. [Ipuemaiite /laburatpan
erexcunat Accord Taka, kakto Bu e xazan BamusT nekap.

Jledenue 3a pa3TBapsiHe Ha Beue 00pa3yBald ce KPbBHU ChCUPELN U IPEAOTBPATIBAHE HA IIOBTOPHOTO
“M 00pa3yBaHe IIpH Jela

JlaouraTpan etekcuiaat Accord TpsdOBa 1a ce mpueMa JIBa MbTH JHEBHO, ¢/THA 71034 CYTPUH U €IHA
J103a Beuep, MPUOIM3UTEIHO 110 €IHO M ChILO BpEME BCEKH JIeH. IHTepBaIbT MEX Ay 103UTe TPSOBa 1a
€ KOJIKOTO ce€ MOKe I10-011130 10 12 4daca.

[IpenoppunTenHara q03a 3aBUCH OT TEJIIECHOTO TEIJIO U Bh3pacTTa. BammusT nekap e onpeaenu
TOYHATA J103a. BammsT nekap MoXke a KOpUrupa J103ata ¢ HalpeJBaHeTO Ha JICYCHHUETO.
[IpoabirkaBaiiTe qa U3MON3BaTEe BCUYKHU JAPYTH JIEKAPCTBA, OCBEH ako Bammst iekap He Bu kaxe na
CIIpETe J1a U3I0I3BATE HAKOU OT TSIX.

Tabmuua 1 mokas3pa eqMHUYHE U 00K THEBHU 103U [laburarpan eTekcuiar Accord B MUITUTpaMu
(mg). JIo3ute 3aBHCAT OT TEIECHOTO TErJIo B Kuiorpamu (Kg) v Bb3pacTra Ha MallUeHTa B TOJIMHU.
Tabmura 1: Tabnuua 3a no3upane Ha Jlaburarpan erekcuiar Accord Karcyiu

Terno (kg)

-
~
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KomOnHanmm Terjio/Bb3pact Ennanyna no3a B mg | O0ma qHeBHA 1032 B

TerJio B kg Bo3pacT B ronunn mg

11 go mo-majako ot 8 10 1Mo-MajKo oT 75 150

13 kg 9 roguHu

13 1o mo-mManko ot & 10 mo-MaJko OT 110 220

16 kg 11 rogusn

16 1o mo-majako ot 8 10 1Mo-MaJKko oT 110 220

21 kg 14 roaunan

21 1o mo-mMaJjko ot 8 10 To-MajaKo OT 150 300

26 kg 16 roguHK

26 10 I0-MajKo OT 8 10 1Mo-MajKo oT 150 300

31kg 18 roauHK

31 710 MO-MaJIKO OT 8 10 To-MajgKo OT 185 370

41 kg 18 roguHK

41 10 mo-MajKo OT 8 10 1Mo-MajKo oT 220 440

51kg 18 roauHK

51 ;10 MO-MaJIKO OT 8 10 To-MajgKo OT 260 520

61 kg 18 roguuu

61 1o mo-majako ot 8 10 1Mo-MajKo oT 300 600

71 kg 18 roauHu

71 no mo-mMajako ot 8 10 Mo-MaiKko OT 300 600

81 kg 18 roauHu

81 kg nau moseue 10 10 mo-Maiko ot 300 600
18 roauHM

E,I[I/IHI/IIIHI/I J03H1, U3UCKBaIll KOM6I/IHaI_[I/II/I OT IMOBCYC OT €HA KallcyJa:

300 mg:

nBe karncynu 150 mg wu

YETUPH Kancyiu 75 mg

260 mg:

eana karcyna 110 mg mttoc eana kancyna 150 mg wm

eana karncyna 110 mg mttoc aBe kancynu 75 mg

220 mg:
185 mg:
150 mg:

Kato aBe Karcymu 110 mg
KaTo eJlHa Kancyia 75 mg mitoc eana kancynaa 110 mg
Kato efHa kancyna 150 mg unun

JIB€ Karcyiau 75 mg

Kak na npuemare /ladburarpan erexkcuiat Accord

Jlaburarpan erekcuiar Accord MoXke aa ce pueMa che win 0e3 xpana. Karncymnara TpsoBa na ce
TIOTITBIIA II51J1a, C YaIlla BOJa, 3a Jla Ce OCUTYPH JIOCTUTAHETO i 10 cToMaxa. He uymere, He npBUeTe
KarcyJara ¥ He BaJieTe MeJIETUTE OT Karcyara, Thil KaTo TOBa MOJKE Jia TIOBHIITH PUCKa OT KbPBEHE.

HpOMﬂHa Ha aHTUKOATr'yJIAHTHOTO JJ€YCHUE

He npomensiiite BarieTo aHTHKOAryIaHTHO jieueHHE 0€3 KOHKPETHO yKa3aHue oT Barus jekap.

AKo cTe npuesiu noBeye oT HeoOxoaumarta n03a ladburarpan erekcuiaar Accord

IIpuembT Ha IpekaeHo roysAMa J103a OT TOBa JIEKAPCTBO IIOBUIIIABA PUCKA OT KbpBeHE. CBBpIKETE CE C
Bammus nekap He3ab6aBHO, aKo CTE MPUENIN TBBPIE MHOIO Kancyid. MiMa Ha pa3nojokKeHue
BB3MOKHOCTH 32 CIIELU(PHUYIHO JICUEHHE.

AKO cTe ponycHaJu Aa npueMete /ladurarpan erexkcuiaat Accord
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IIpenoTBparsiBaHe Ha 00pa3yBaHETO Ha KPHBHH ChCUPEIH CIIE/ MPOTe3UpaHe Ha KOJISHHA WIH
TazobenpeHa cTaBa

[Ipoxpmxere qa npuemare Bammre ocraBamm qHeBHH 031 [laburatpan erekcunar Accord mo
CBIIIOTO BpPEME Ha CJeBallys JCH.

He B3emaiiTe qBOMHA /1032, 32 1a KOMIIEHCUpATE MPOITyCHATATa J103a.

Ynome6a IIpH Bb3pacTHU: [IpeoTBpaTsiBaHe HA 3alyIIBaHEe HA KPhbBOHOCCH ChJ B MO3bKa UJIH
TSJIOTO OT KPBbBEH ChCHUPEK, 00pa3yBaH BCIACACTBHE Ha HAPYIIIECH ChPACUYCH PUTHM, U JISUCHUC HA
KPBBHU ChCHUPEIM BHB BEHUTE HA KpakaTa M OelnTe Ipo0oBe, BKIIOYHUTEIIHO MPEAOTBPATIBAHE Ha
OOBTOPHOTO UM O6Da3VBaHC

VYnorpeba npu gena: Jleuenue 3a pa3TBapsHe Ha Bede 00pa3yBalIHd ce KPBBHHA CHCUPELM U
pEeAOTBpaTIBaHe Ha IOBTOPHOTO UM 00pa3yBaHe

[IpomycHara 103a MoXe Jia ce mpreMe J0 6 yaca Mmpeid BpeMeTo 3a IPHeM Ha clie/iBaliaTa J03a.
IIpomycHara 103a He TPsOBA a ce MpHeMa, aKo 0CTaBaIl[OTO BpeMe JI0 CiieaBallara 103a € I0-Majiko
oT 6 yaca.

He B3emaliiTe nBoiiHa /1032, 3a Ja KOMIIEHCHpATE MPOITyCHATAaTa J103a.

AKo cTe cripesu npuema Ha Jlaburatpas erekcuiaar Accord

[Ipuemaiite JJaburarpan erekcunat Accord Touno kakto Bu e npennucano. He cnimpaiite npuema Ha
TOBA JIEKApPCTBO, 0e3 Hall-HaIpex Aa cTe TOBOPHIIM ¢ Bamust ekap, 3a110To puCKBT OT 00pa3yBaHe Ha
KPBBEH CHCUPEK MOXKE Ja C€ YBEIMYH, aKO CIPETE JIEYEHNETO TBhpJE paHo. CBbpikeTe ce ¢ Bammsa
JieKap, ako UMaTe JIOIIO XpaHOCMUJIaHe cliesl pueM Ha Jlaburatpan erexcunat Accord.

AKO UMaTe HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamus nexap niam ¢papManenT.

4. Bb3MOxKHN He:KelaHU peaKkuun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIaHU pE€aKIIuH, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

Haburatpan erexcunar Accord nieiicTBa BbpXyY Ipolieca Ha KpbBOCHCHPBaHE, TOPaH KOSTO TOBEYETO
HE)KEJIaHU PEeaKIliy ca CBBbP3aHHM C MPOsIBU KaTo oO0pa3yBaHe HA CHHUHH WM KbpBeHE. Moxe nia
HACTBIIH TOJIIMO WJIM TEXKO KbPBEHE - TOBA Ca HAH-CEPUO3HUTE HEXKETIAHN PEaKIMU H HE3aBUCHMO OT
MSICTOTO Ha Bh3HUKBAHE, MOTaT J]a JOBEAAT JI0 MHBATMIN3UPAHE, dKHUBOTO3aCTPAIABAIIO ChCTOSTHUE
WIN IOpU CMBPT. B HsIKOM cilyuan TOBa KbpBEHE MOXKE J]a HE € BUANMO.

Axo nipu Bac ce mosiBu KbpBeHE, KOETO HE CIHpa CaMo I aKO UMaTe MPU3HAIM Ha TIPEKOMEPHO
KbpBeHE (M3KIIIOYUTENHA ¢1a00CT, yMOpa, OJIETHOCT, 3aMasHOCT, II1aBO0OINE UK HEOOSCHUM OTOK),
He3abaBHO ce MmochBeTBaliTe ¢ Bamus nexap. Bammsr nekap moske na pemu n1a Bu Habmronasa
MO-CTPOTO WJIU J1a IPOMEHH JiedeHneTo Bu.

Tps0Ba He3abaBHO Aa KakeTe HA Bamus nekap, ako yceTuTe cepruo3Ha allepruyHa peakius, KOsTo
NPUYHHABA 3aTPYIHEHO JWIIaHE WU 3aMaliBaHe.

BB3MmoxHUTE HEXEIaHU pCaKknum ca I/I36pOCHI/I IMo-a0J1y, KaTo Ca rpynrpaHy 1o ToBa KOJIKO 4€CTO CC
IIOABsABAT.

IIpenorBparsiBane Ha 00pa3yBaHETO HA KPHBHU CHCUPELH CIIE IPOTE3UPAHE HA KOJISTHHA WU
Ta300eapeHa cTaBa

Yectu (Morar ga 3acersar jo 1 Ha 10 qymmm):
- cliaj Ha HUBOTO Ha XeMOTJIOOWHA B KPBBTa (BEIIECTBOTO B YCPBEHUTE KPHBHH KJICTKH);
- OTKJIOHCHHS B PE3YJTATUTE OT JIAOOPATOPHUTE M3CICABAHMS HA YePHOAPOOHATA PYHKIIHS;
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Heuectu (Morat aa 3acersar no 1 Ha 100 mymm):

KBbPBEHE MOJKE J]a BB3HUKHE OT HOCa, B CTOMAaxXa WM YepBaTta, OT IIeHNCA/BarnHaTa WK
NUKOYHHTE MMbTHIIA (BKIIOYUTEIHO KPBB B yPUHATA, KOSITO OL[BETSABA YPHHATA B PO30BO HIIH
YEPBEHO), OT XEMOPOUIH, OT peKTyMa, O] K0’KaTa, B CTaBa, OT WJIU CJIE/ HapaHsABaHE, WU CIEN
orepanus;

o0Opa3yBaHe Ha KpbBOHACAJAHE WU CUHUHU CIIS/ ONIepaLysTa,;

KPBB B U3NPAKHEHHSITA, YCTAHOBEHA Ype3 1ad0paTOPEH TECT;

cnajl B Oposi Ha YepBEHUTE KPHBHU KIIETKHY;

HaMaJIABaHE Ha MPOLIEHTa Ha KPbBHUTE KJIETKH;

aJiepruyHa peaxius;

MOBPBIIIAHE;

YEeCTO M3X0K/IaHe Ha KalllaBH UM BOJHUCTH M3MPAKHEHHUS,

rajieHe;

CeKpelus OT paHaTa (OTAEISIHE Ha TEYHOCT OT ONEpaTUBHATA paHa);

MOBHILIEHN YEPHOAPOOHH €H3UMU;

MOXBJTSABAHE HA KOXKAaTa WU OSUIOTO Ha OYHTE, TPUIMHEHO OT YepHOPOOHH MPodIeMU T
poOJIeMH C KPbBTA.

Penxu (Morar na 3acersar g0 1 #a 1 000 mgymm):

KbPBEHE;
KbPBEHE MOJKE /1a Bb3HUKHE B MO3bKa, OT XUPYPrU4eH pa3pes, OT MACTOTO Ha MOCTaBsIHE Ha
WHXCKIUA UK OT MACTOTO Ha NOCTaBAHC HAa KaTECThP BbHB BCHA,

OT/IEJISIHE HA KbPBEHHUCTA TEYHOCT OT MSICTOTO Ha IMOCTABSIHE HA BEHO3EH KATEThHP;
U3KAIUITHE HA KPHB WM KbpPBaBa Xpayka;

cra B 6post Ha TPOMOOITMTHTE B KPHBTa,

criaa B 6p0$1 Ha YCPBCHUTC KPBbBHU KIICTKHU CJICA OIICpals;

CepHO3HA aJIePrUvHa PEAKIHsl, KOSTO MPUYNHSIBA 3aTPYAHCHO JIMIIIAHE WK 3aMaiBaHe;
CepHO3HA aJIepruvHa PEAKIHs, KOSTO MPUYMHSBA MTO0IyBaHe Ha JINIETO HIH I'bpPIIOTO;
KO’KEH OOpPHB B pe3yJiTaT Ha aJepruIHa PEaKIfus, U3sSBABAIIl CE KATO ThMHOYEPBECHH,
HaJIUTHATH, ChPOSIIH THIIKH;

BHE3aITHA IIPOMSHA B [IBETA M BUJIA HA KOXKATA;

ChpPOCK;

s3Ba Ha CTOMaxa WM yepBara (BKIIOYHTEITHO s13Ba HA XPaHOIPOBO/A);

BB3MaJIeHHE Ha XPaHOMPOBOIa U CTOMAxa,

BPBIIAHE HAa CTOMAIITHA COKOBE B XPaHOIPOBOA;

00JKa B KOpeMa WIIH CTOMAaxa;

JIOIIIO XPaHOCMHUJIAHE;

3aTPyIHEHO T'hJITAHE;

OTJICeNITHE HA TEYHOCT OT PaHaTa;

OT/IEJISIHE HA TEYHOCT OT paHaTa CJe]] OTepaIys.

C Hen3BeCTHA 4eCTOTA (OT HaJIMYHUTC JaHHHU HC MOXKE aa 6’])):[6 HalpaBCHa OIICHKA Ha ‘-IeCTOTaTa)

3aTpyIHEHO JAMIIAHE WU XPUIITCHE,
HaMaJsiBaHe Ha OpOs WM JOPH JIUIICA Ha Oei KpBBHH KJIETKH (KOUTO TIoMaraT B 6opbara ¢
UH(EKIHUUTE);

Kocomna.

HDCI{OTB‘DHT}IBHHC Ha 3aiylmBaHC HaA KPbBOHOCEH CHJ B MO3bKa WIH TAJIOTO OT KPBBCH CHbCHUPCK,

00pa3yBaH BCICACTBHC HA HAPYIIICH ChPACUYCH PUTHM

Yectu (Morar ga 3acersar jo 1 Ha 10 qymmm):

KbPBEHE MOJXKE J1a Bb3HUKHE OT HOCa, B CTOMaxa MM YepBarta, OT IeHca/BarnHaTa Ui
MUKOYHHTE MHTHINA (BKIIOYUTEIHO KPBB B ypUHATA, KOSTO OIBETSBA YPHHATA B PO30BO HIIH
YEPBEHO), WIH TT0]] KOKATa;

criaj B Oposi Ha YepBEHUTE KPBBHU KIICTKH;

0oJka B KOpeMa HJIM CTOMaxa,

JIOIIO XPAaHOCMUJIAHE;
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- YECTO U3XO0XKIAHEC HA KalllaBU WJIM BOAHUCTHU U3IIPAXKHCHUSA
- ragcHe.

HeuecTu (Morat fa 3acernat 10 1 Ha 100 qymm):

- KbPBEHE;

- KBPBEHETO MOXeE JIa CE CIIy4H B CTaBa WU OT HapaHSIBaHE,;

- KBPBEHETO MOXKE J1a CE MOJYYH OT XEMOPOH/IH;

- HamaJIssBaHe Ha OpOs Ha YEPBEHUTE KPbBHU KJICTKH;

- 0o0pa3zyBaHe Ha XeMaTOM;

- W3KalUITHE HA KPHB WM OIIBETEHA C KPBB XPayKa,

- aJiepruyHa peaxius;

- BHE3aITHA IIPOMSHA Ha KOXKaTa, KOATO CE OTpa3sABa Ha IBETa M BHHIIHMS M BUJI,
- CBhpOeXK;

- s3Ba HA CTOMAaxa WJIM YepBara (BKIFOUUTEIHO 51382 HA XPaHOIPOBO/IA);

- Bh3MAJICHUE Ha XPaHOIPOBO/Ia M CTOMAxa;

- pedIryKc Ha cTOMAIIEH COK B XpaHOIIPOBO/IA;

- rajicHe;

- MOBPBIIAHE;

- 00JIKa B KOpeMa MM CTOMAaxa;

- YeCTH BOJHUCTH WM TEYHH U3IPAKHEHUS;

- HeoOWYaifHN pe3yiTaTH OT JIA0OPATOPHU U3CIEIBAHUS HAa YePHOIPOOHATa (DyHKIIHS,
- MTOBHUIIICHU YSPHOAPOOHU CH3UMH.,

Penku (morar ga 3acernar o 1 Ha 1 000 mymmm):

- KBPBEHE MOXKE J1a C€ MOy4r OT XUPYPIUUCH pa3pe3, WK OT MSICTOTO Ha BIIM3aHE Ha
MHXXEKIUATA WK OT MACTOTO Ha BJIM3aHE Ha KaTEThP BB BEHA WK OT MO3bKa,

- HaMaJsiBaHe Ha Opos Ha TPOMOOIIUTUTE B KPBHBTA;

- CepHO3Ha aJIEpTUYHA PeaKlys, KOSITO MPUINHSABA 3aTPYIHEHO NUIIAHE WIH 3aMasiHOCT;

- CepHo3Ha aJlepruyHa PEAKITHS, KOSITO MPUUHMHSIBA TOTyBaHE HA JIUIIETO WU I'bPJIOTO;

- KOXXHH OOpUBH, KOUTO C€ OTJIMYaBaT C ThMHOYEPBEHH, TOBAUTHATH, CHPOSIIN IOy THHH,
MIPUYHUHEHU OT aJleprudHa PEeaKIvs;

- TPYJHOCT MPH MPETIIbIIaHE.

C Heu3BecTHA 4ecTOTa (OT HATMYHUTE TaHHU HE MOXKE /1a ObJIe HallpaBeHa OIIEHKA Ha YeCTOTaTa)

- 3aTPpyAHEHO AUIIAHE WIH XPHUIIOBE;

- HaMaJIsIBAHE HA KOJMYECTBOTO XEMOTJIOOMH B KPBhBTA (BEIIECTBO B USPBCHUTE KPHBHU KIICTKH)

- HaMallsiBaHe B ChOTHONICHUETO HA KPhBHUTE KIICTKH;

- HaMaJlsIBaHE Ha OpOs I TOPH JUIICa Ha O€TH KPBbBHH KJICTKHU (KOWTO IToMarar 3a bopoa ¢
UHQEKIUNTE);

- MOXKBJITSIBAHE HA KOKATa WIK OsIIOTO HA OYKMTE, IPHYMHEHO OT MPOOJIEMH C YEPHUS IPo0 Win
KpPBBTA;

- KOocoma.

ITo BpeMe Ha KIMHUYHO MPOYYBAHE, CIydanTe Ha Bh3HUKBAaHE Ha MH()APKT HA MUOKap/a Mpu
npuitoxkenue Ha Jlaburarpan erexcminar Accord ca OWIM YHCIEHO TTOBEYE, OTKOJIKOTO TPU
MpUIoKeHue Ha BapdapuH. Karto 115110, 4ecToTara Ha Bh3HUKBAHE € OMiia HUCKA.

JledeHue Ha KPBBHU ChCUPCIIM BbB BEHHTE HA KpaKaTa U Oeaute )I[)O60Be, BKJIIOYUTEITHO
IpeaoTBpaTIBaHe HAa TOBTOPHOTO UM 00pa3yBaHe

Yectu (Morar ga 3acersar jo 1 Ha 10 qymmm):

- KbpPBEHE MO’KE J]a Bb3HUKHE OT HOCa, B CTOMaxa WM YepBaTa, OT PEKTyMa, OT IIeHHCa/BarMHaTa
WJIM TMKOYHUTE MIBTHUINA (BKIIFOYUTETHO KPBB B YPHHATA, KOSATO OIBETSBA YPHUHATA B PO30BO
WJIH YEPBEHO), WU TI0]] KOXKAaTa,

- JIOIIO XPAaHOCMUIIAHE;

HeuecTu (Morat na 3acernar o 1 va 100 qymm):
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HamalsBaHe Ha Opos HA YEPBEHHUTE KPHBHU KIICTKH;

HaMaJjsBaHe Ha Opost Ha TPOMOOITUTUTE B KPHBTA,;

KOXHH OOpPUBH, KOUTO C€ OTJINYABAT C THhMHOYCPBEHH, TOBIUTHATH, CHPOSIIY MOy THHH,
MPUYUHEHH OT aJepriuyHa PeaKkius;

BHE3aITHa TIPOMSIHA Ha KOXKaTa, KOSATO Ce OTpa3siBa Ha [IBETA U BHHIIHUS 1 BUJI,
00pa3zyBaHe Ha XeMaTOM;

KbpPBEHE OT HOCA;

peduryKc Ha cTOMAIIEH COK B XPaHOIIPOBO/IA;

IOBPBIIIAHE;

raJicHe;

YEeCTH BOJHUCTH WM TSYHH U3IPAKHEHUS;

JIOIIO XPaHOCMUJIAHE;

KOCOTIaJ;

MTOBUIIIEHU Y€PHOAPOOHN CH3UMH.

Peaxum (morar na 3acersat mo 1 Ha 1 000 gymmm):

KbpPBEHE MOXE J1a Bb3HUKHE OT XUPYPruyeH pas3pe3, OT MIACTOTO HA MOCTAaBIHE HA MHXKEKLUA
WJIM OT MSICTOTO Ha IOCTABSIHE HAa KATEThP BbB BEHATA, WM OT MO3bKA;

cnaz B Oposi Ha TPOMOOIIUTUTE B KPBBTA;

CepHO3Ha aJlepruyHa peaKiysi, KOsITO MPUUMUHSBA 3aTPYJHEHO JUIIAHE WM 3aMaliBaHeE;
CepHO3Ha aJlepruyHa peakysi, KOsITO MPUUMUHSIBA OyBaHE HA JIMLETO WU I'bPJIOTO;

KOXXEH 0OpHUB B pe3yJITaT Ha ajlepruyHa peaxius, U3sBsIBalll ce KaTo ThMHOYEpPBEHH,
HAJWTHATH, ChPOSIIN ITBIIKH;

3aTPyAHEHO I'bITaHE.

C Hen3BeCTHA 4eCTOTA (OT HATMYHUTE IAHHU HE MOJKe J1a ObJIc HallpaBeHa OIICHKA Ha YeCTOTAaTa)

3aTPYJHEHO UIIaHEe WINA XPUITEHE;

CIIaJ Ha HUBOTO HAa XEMOTJIOOWHA B KPBBTa (BEIIECTBOTO B YEPBEHUTE KPHBHHU KIICTKH);
HaMmallsiBaHe Ha MPOIICHTa HA KPbBHUTE KIIETKH;

HaMaJsiBaHe Ha Opos WK JOpH JUIca Ha Oer KPhbBHH KJIETKH (KOWTO romarat B OopOara ¢
WH(pEKINNTE);

MOXKBJITSABAHE HA KOXKAaTa WIK OsUIOTO HA OYMTE, MPUYMHEHO OT YSPHOIPOOHH MPOOJIEMHU W
npo0JIeMHu ¢ KpPbBTa;

KOCOTIaI.

B mporpamMara Ha mpoydYBaHETO, CIy4anTe Ha Bh3HUKBAaHE HAa MH(APKT HA MUOKap/a MPH MPHUI0KECHUE
Ha JlaburaTpan erekcmiat Accord ca Omu oBede, OTKOJIKOTO MPH MPHIIOKeHue Ha BapdapuH. KaTo
IISUT0, YECTOTaTa Ha Bh3HUKBaHE ¢ Omta Hucka. He ce HabmomaBa qucbanaHc B YecToTaTa Ha
BB3HHUKBaHE Ha MH(PAPKT HA MUOKap/ia NIPY NAIlMEHTUTE, JICKYBaHU C Na0uraTpaH, B CPaBHCHHE C
MaIMeHTHTE, IEKYBaH! ¢ Tuare6o.

JleueHwne 3a pa3TBapsHe Ha Beue 00pa3yBaau ce KPbBHU ChCUPEIU U IPEAOTBPATIBAHE HA IOBTOPHOTO

MM 00pa3yBaHe IIpH Jela

Yectu (Morar ma 3acertat o 1 Ha 10 gymm):

crnaj B Oposi Ha UePBEHUTE KPbBHU KIIETKY;

cnal B Opost HA TPOMOOLIUTUTE B KPHBTa,

KO>KEH OOpHB B pe3yNTaT Ha aJepruvyHa peaKiys, U3sSBsIBall ce KaTO ThMHOYECPBEHH,
HaJUTHATH, CbPOSIIM IIBIIKY;

BHE3allHa IIPOMsIHA B LIBETA U BUJA Ha KOXATa;

o0Opa3yBaHe Ha KpbBOHACAJAHE;

KbpBEHE OT HOCAa,

BpBIIIaHE HAa CTOMAIIIHA COKOBE B XPaHOIIPOBO/A;
MOBPBIIIAHE;

rajicHe;

YEeCTO U3X0K/IaHe Ha KalllaBH UM BOJHUCTU MU3MPAKHEHHUS,
JIOIIO XPaHOCMUIIAHE;
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- KOCOTIa;
- MOBHILIEHN Y€PHOAPOOHHU CH3UMHU.

HeuecTu (Morat fa 3acernat 10 1 Ha 100 qymm):

- HamaJIsBaHe Ha Opos Ha OeNIM KPhBHU KIIETKH (KOUTO rmoMaraT B bopOarta ¢ uHpeKkuuure);

- KbPBEHE MOJXKE JIa Bb3HUKHE B CTOMaxa WM 4yepBaTa, OT MO3bKa, OT PEKTyMa, OT
MCHKCA/BarnHaTa WK MHKOYHKUTE MbTHINA (BKIFOUUTEIHO KPBB B YPHUHATA, KOSATO OI[BETSBA
ypuHAaTa B pO30BO WJIM YEPBEHO), WM TOJ] KOXKATa,;

- crajl Ha HUBOTO HA XEMOTJIO0MHA B KPBBTA (BEIIECTBOTO B USPBEHUTE KPHBHU KIICTKH);

- HaMaJsIBaHEe Ha MPOIICHTA HA KPhBHUTE KIICTKH;

- ChpOEK;

- M3KAIISTHE HA KPbB WIIM KbpPBaBa Xpauka;

- 0oJKa B KOpeMa WM CTOMAXa;

- Bh3MAJICHUE Ha XPAHOIPOBOIa U CTOMAxXa;

- ajJiepruyHa peaxius;

- 3aTPYAHEHO T'hJITAHE;

- MOXBITSABAHE HA KOXKATA WU OSIIOTO HA OYMTE, MPUIMHEHO OT YSPHOAPOOHH MPOOIEMHU HITH
npo0JeMu ¢ KpBBTa.

C Hen3BeCTHA 4eCTOTA (OT HUIMYHUTE JAHHU HE MOXKe a Objie HalpaBeHa OLIEHKa Ha YecToTaTa)

- nurica Ha O6e KpbBHU KJIETKH (KOWTO rmomarat B 6opOara ¢ MHPEKIUUTe);

- CEpUO3HA allepriuyHa PeaKius, KOsSTO MPUYUHSIBA 3aTPyTHEHO TUIIAHE WX 3aMaliBaHe;

- CepHO3Ha aJiepruiHa PeakIys, KOsSTO MPUYMHSBA IT0IyBaHe Ha JINIETO WIH I'bpPIIOTO;

- 3aTpyJHEHO IUIIaHe WA XPUITEHE;

- KBbPBEHE;

- KbPBEHE MOJKE J1a Bb3HUKHE B CTaBa WM OT TPaBMa, OT XUPYPTUYEH pa3pes, OT MICTOTO Ha
NOCTaBsTHE HAa MHKEKIUS WM OT MSCTOTO Ha IIOCTaBsIHE HA KaTeThp BbB BEHA;

- KBbPBEHE MOJKE J1a Bb3HUKHE OT XEMOPOU/IN;

- A3Ba HAa CTOMAaxa WK yepBaTta (BKIIOUUTEIIHO s3Ba HA XPAHOIPOBO/A);

- OTKJIOHEHHS B PE3YJITATUTE OT Ja0OPAaTOPHUTE M3CIIEABAHMS Ha YePHOAPOOHATA (PYHKIIHS.

Cno01aBaHe Ha HeXKEeJIAHH PeaKINA

AKO TOITyunTe HAKAKBU HEKEJaH! JICKapCTBEHH Peakliy, yBeaoMeTe Bamus nexap unu gpapmanesT.
ToBa BKIIIOYBa BCHYKH BH3MOXKHH HEOTIMCAHH B Ta3H JINCTOBKA HEXKEIAHU peaknuu. MoxkeTe ChIo Aa
CHOOLINTE HEXENAaHU PEeaKK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, TOCOUeHa B
[punoxenue V. Kato crobmaBare HeXeIaHA PEaKITAN, MOXKETE Ja JaJeTe CBOS MMPUHOC 3a
NoJy4aBaHe Ha ToBeue HH(OpMAaLKs OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiate Jlaburatpan erekcuiaart Accord

[a ce cpxpaHsBa Ha MSCTO, HEJJOCTHITHO 32 JICTa.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKA HA TOJHOCT, OTOENI3aH BEPXY KapTOHEHATA OMAKOBKA,
ommctepa wim OyTriikara cien ,,l 'ofneH 10:“. CpoKbT Ha TOMHOCT OTTOBaps Ha MOCIETHUS ACH OT
MTOCOYEHHUS MECEII.

Ha ce cexpanssa mox 30°C

Crnen mbpBO OTBapsiHEe OyTHIIKaTa MOXKE Ja Ce M3M0/3Ba 10 60 1Hu.

He HU3XBBPJIATC JICKAPCTBATA B KaHAJIM3al[UATA. IlonmraiiTe Bammms (I)apMaL[CBT KaK J1a U3XBBPJIIATEC
JICKapCTBAaTa, KOUTO BEYC HC U3IIOJI3BATC. Tes3n MCPKH L€ CIIOMOTrHAT 3a OIla3BaHC HA OKOJIHATA Cpcaa.
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6. ChbabpikaHue HA ONIAKOBKATA U JONbJIHUTEIHA HHpOpManus
Kakspo cbabpixka Jlaburatpan erekcuiart Accord

- AKTHBHO BelIecTBO: qaburarpat. Beska TBepaa kamncymna ceabpika 110 mg qaburatpan
eTeKkcmiaT (KaTo Me3WIar).

- Jpyru cberaBku: BuHeHa kucenuHa (E334), xunpomenosa (E464), Tank (E553b),
xunpokcunponuinenynosa (E463), kpockapmenosa narpuit (E468) n marnesues creapat
(E572) (BnxTe Touka 2).

- Kamncynara ceabpska Tutanos guokeun (E171) u xunpomenosa (E464).

- UepHOTO MeuaTHO MacTUiIO Chabpxka mentak (E904), npommnenriukon (E1520), uepen
xene3eH okcua (E172) u kanues xuapokcun (E525).

Kak m3raexna laburarpan erekcuiar Accord 1 KaKBO ChIbp:Ka ONAaKOBKATa

Haburatpan erexcunar Accord 110 mg ca TBbpan Kancyniu pazmep 1 (mpubnmsutenHo 19 x 7 mm) ¢
0510 HETIPO3pavyHo Kamaue ¢ oTredaTano ,,MD* u 05510 Hempo3payHo TsUI0, ¢ OTIIeYaTaHo ,,110“ ¢
YEPHO MACTHIIO, ChABPIKAIIH CMEC OT O€JH IO CBETIIOKBITH TMENETH U CBETIOXKBIT IPaHyIIaT.

Jaburarpan erekcmiat Accord 110 mg TBbp/AM KaICylu ce Mpeziara B OaKOBKH, ChIbpKaIn
OPA/Al/cymuten PE-PET/AI/PE nepdopupann 6aucrepu, cpabpxamum 10, 30, 60, 100 n
180 xancynu, B KapTOHEHA KyTHSL.

Jaburatpan erekcuiar Accord 110 mg TBBpAM KamCyiu ce Tpeuiara B OIIaKOBKH, ChIbPIKaIIH
OPA/Al/cymuten PE-PET/AI/PE nepdopupanu 6auctepyu ¢ eAMHUYHE 1034, chabpxkamu 10 x 1,
30x1,60x 1,100 x 1 u 180 x 1 karcyna, B KapTOHEHA KyTHS.

Jaburatpan erekcuiar Accord 110 mg TBBpAM KamCyiH ce Tpeiara B OIaKOBKH, ChIbPIKaIIH
HOJIMIPONIICHOBA OyTUIIKA ¢ Kalayka ChC 3alllUTEeHa OT Jella Kamnadka, chabpikaiia 60 kancynu, B
KapTOHEHa KyTHs.

He Bcnuky BUAOBe ONakOBKK MOrat Aa ObAaT MycHATH Ha masapa.
IIpureskaTesn Ha pa3pelIeHUETO 32 ynorpeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanus

IIpousBoauTen

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50

95-200, Pabianice

Tlomma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park
Paola PLA 3000

Manta

Accord Healthcare B.V.
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Winthontlaan 200
3526 KV Utrecht
Hunepnannus

3a gombIHUTENIHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
TIPEJICTAaBUTEN Ha MIPUTEXKATEN Ha pa3penIeHneTo 3a ynorpeoa:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IS/IT/LT/LV/LX/MT/NL/
NO/PT/PL/RO/SE/SI/SK/UK(NI)/ES

Accord Healthcare S.L.U.

ten: +34 93 301 00 64

EL
Win Medica Pharmaceutical S.A.
Tei: +30 210 7488 821

I[ara Ha MOCJICAHO MpepasrjacKaaHe Ha JUCTOBKaTa

IToapoOHa uHOpMaLKs 3a TO3M JICKAPCTBEH IMPOAYKT € IMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHus 1o JieKapcTBaTa http://www.ema.europa.eu/.
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Jaodurarpan erexkcuiaar Accord 150 mg TBbpaAN KancyJm
naburatpan erexcuiar (dabigatran etexilate)

IIpoyeTeTe BHUMAaTETHO LAJIATA JUCTOBKA, IIPEIH 1A 3all04YHeTe 1A IpUeMaTe TOBa JIEKapCcTBo,
Thil KATO T ChAbPsKA BaskHa 32 Bac nndgopmanus.

- 3amaseTe Ta3u JUCTOBKA. MOXKe /1a ce HaJIOXKU [J1a s IIPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, onuTaiTe Bamms nekap nnm ¢papmanesT.

- ToBa nexapcTBO € mpeanucano Jn4Ho Ha Bac. He ro mpeotcremnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpe.lv, HE3aBUCHMO Y€ TIPU3HAIMTE Ha TSIXHOTO 3a00JIsIBaHe ca ChIIUTe KaTo Bammre.

- AKO MoJTyynTe HAKaKBU HEXEJIaHU peakuH, yBegomere Bamms nexkap uwinu dapmanest. Toa
BKJIFOUBA M BCHUKH BB3MOKHU HEKEIAHN PEAaKIMY, HEOIIMCAHH B Ta3M JINCTOBKA. Brkre
TOuKa 4.

KakBo cbabp:ka Ta3u JHCTOBKA

Kakgo npescrasnsia JJaburatpan erexcunar Accord u 3a KaKBO c€ H3I0JI3Ba
Kakgo Tpsi0Ba n1a 3Haere, npeau Aa npuemere JJaburarpan erexcunat Accord
Kax ma npuemare /laburatpan erekcunat Accord

BB3MOXHU HEXeTaH! peakuu

Kak na cexpansiBare Jlaburatpan erekcuinat Accord

ChbappkaHye Ha ONIaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

A

1. Kaxkso npeacrapassa Jadurarpan etekcuiaart Accord M 3a KaKBO ce H3M0JI3Ba

Jaburatpan erexcunat Accord cbabpa aKTUBHOTO BEILIECTBO Ja0UraTpaH €TeKCHIaT U NPUHAIICKH
KBbM TpyTIa JIeKapcTBa, HApEUeHU aHTHKOAryJIaHTH. Toi OJoKHMpa JeCTBHETO Ha BELIECTBO B
OpraHu3Ma, KOeTo y4acTBa B 00pa3yBaHETO Ha KPbBHHU ChCHPELH.

Jaburarpan erekcuiat Accord ce M3I0JI3Ba IPU Bb3PACTHU 3a:

- MpPEeIOTBpaTsIBaHE Ha KPHBHU CHCUPEIM B MO3bKa (MHCYIIT) M JPYTH KPHBOHOCHHU CHIOBE B
TSJIOTO, aKo UMaTe (hopMa Ha HEpaBHOMEPEH ChpJeUeH PUTHM, HapeueHa HEKJIAITHO NPEAChPAHO
MBIKACHE W TIOHE OIlle eIUH PUCKOB (hakTop.

- JIeYeHne Ha KPHBHHU CHCUPEIM BHB BEHUTE Ha Kpakarta i OennTe Ipo0oBe, KaKTo U 3a
MpPEeIOTBpaTsIBaHE Ha IOBTOPHOTO UM 00Opa3yBaHe.

Jlaburatpan etexcunar Accord ce U3IoI3Ba MPH JIeTia 3a;

- pasTBapsHE Ha Beue 00pa3yBaiv ce KPbBHU ChCHUPEIH U MPEIOTBPATABAHE HA TOBTOPHOTO UM
oOpa3syBaHe.

2. Kakso Tps0Ba 1a 3HaeTe, npeau Aa npuemere JlaburaTpan erekcuiaart Accord
He npuemaiite JladuraTpan erexkcujaat Accord

- aKo CTe aJleprU4HU KbM JJa0UraTpaH eTeKCUIIAT WITH HIKOS OT OCTAHATINTE ChCTABKH HA TOBA
JIeKapCcTBO (M30pOEHU B TOUKA 6);

- aKo MMaTe CHJIHO MOHWKeHa ObOpeuHa QyHKuus;

- aKO B MOMEHTa UMaTe KbPBEHE;

- aKo nMmare 3a00JIsIBaHe Ha OpTraH, KOETO YBelIHYaBa PUCKa OT CEPHO3HO KbpBeHE (Harp.,
CTOMaIlTHA 3Ba, HApaHsABaHE WIH KbPBEHE B MO3bKa, CKOPOIIIHA OTIepaIvsl Ha MO3bKa I
0uuTe);
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- ako mpu Bac nMa moBuIleHa CKIIOHHOCT KbM KbpBEHE. AKO Ipu Bac uMa moBHIleHa CKIIOHHOCT
KbM KBPBEHE, KOATO MOXKE JIa € BPOJICHA, C HEM3BECTEH MTPOM3XO0/T UITH JIa C€ JIBJDKH Ha TIPHEM
Ha JIPYTH JICKApPCTBA;

- aKo mpueMare JISKapcTBa 3a MPeJ0TBPATIABaHE Ha 00pa3yBaHETO HA KPHBHU ChCUpEIH (Hamp.,
BapdapuH, puBapokcadaH, anrKcabaH WM XEIapHH), OCBSH MPHU MPOMSIHA Ha
AHTHUKOAryJIaHTHOTO JICYCHHUE, JOKATO BU € IOCTaBeH KaTeThp BB BEHA MIIH apTepHsi, KOWTO ce
MPOMHMBA C XCTAPHH, 3a Jia Ce MOIAbPKa MPOXOAUMOCTTA, HJIH B CITydail Korato, 3a Ja ce
BB3CTAHOBH ChPJACYHUAT BU pUTHM 710 HOPMAaJIEH, Ce Tpriiara ejiHa mpoieaypa, HapedeHa
KaTeThbpHa a0Jalus Ha MPEAChPAHO MBbXK/ICHE,

- aKo MMaTe CHJIHO MOHIKEHA YepHOApOoOHa (DYHKIHMS WK YePHOIPOOHO 3a00IIsIBaHE, KOETO €
BB3MOXHO J1a MPUYUHH CMBPT;

- aKo TpreMaTe KeTOKOHA30J1 MIIM UTPAKOHA30J1 EPOPAIIHO, JICKAPCTBA 3a JIeUeHHE Ha T'bOMYHN
UH(EKINY;

- aKo mpueMarte mepopascH UKIOCIIOPHH, JIEKAPCTBO, MPEANAa3BaIlo OT OTXBBPIISHE HA OpraH
Clie/l TPaHCIUIAHTALIHS,

- aKo TpreMare IPOHEIAPOH, JEKapCTBO, 3IOJI3BAHO 32 JICUCHHE HA HAPYIIICH ChP/ICUCH PUTHM;

- aKo mpuemMate KOMOMHUPAH MPOJYKT OT IIICKAMPEBUP U MUOPEHTACBUP — AHTUBUPYCHO
JIEKapCTBO, U3MOJI3BAHO 3a JiedeHue Ha xenatut C;

- ako Bu e mocraBeHa N3KyCTBEHA Chp/IevHa Kilamna, IPU KOETO Ce Hajlara HeMpeKbhCHATO
paspexaHe Ha KPbBTA.

IIpenynpesxaeHust U MpeanasHu MEePKH
I'oBopere ¢ Bamms nekap, npenu ga npuemere Jlaburatpan erekcunatr Accord. Moxe chIIo aa ce
HaJIO’KU J1a TOBOpUTe ¢ Bamus jgexap 1o BpemMe Ha JIEUYEHHETO C TOBA JIEKAPCTBO, aKO YCETUTE

CHUMITOMM WIM ako Bu npencton xupypruysa onepamusi.

Tps6Ba 1a kaxere Ha Bauus Jekap, ako UMaTe WK CTe UM HAKAKBH OOJIECTHU ChCTOSHHUS HIIH
3a00JI9BaHUs, 0COOEHO HIKOE OT BKIIFOUEHUTE B CIICIHUS CIIMCHK:

- ako mpu Bac nma noBuIIeH PUCK OT KbPBEHE, HATIPUMED:

. aKO HaCKOPO CTE UMaJli KbPBEHE;

= ako xupypruuHo Bu e B3eta mpoba oT TenecHa ThKaH 3a u3cieaBane (Ouorncus) B
TOCIICTHUS MECeIT;

= aKo CTe MMaJli CEpHO3HO HapaHsABaHe (Hamp. KOCTHA ppakTypa, HapaHsSBaHE Ha rllaBaTa
WM HAKAKBO HapaHsSBaHE, M3UCKBAIIO XUPYPTUYHO JICUCHHUE);

. aKo CTpajare OT Bh3MaJICHHE Ha XPaHOIPOBOIA UITK CTOMAXa;

. aKo nuMate po0JIeMH ¢ BpbIllaHe Ha CTOMAIIICH COK B XpPaHOIIPOBO/Ia;

= aKo TIpueMaTe JeKapcTBa, KOUTO MOTAT Jia MOBUINIAT PUCKA OT KbpBeHe. Bukre ,,J[pyru
nekapcrsa u Jlaburatpan erekcmiat Accord® mo-moiy;

] aKo TpreMaTe MPOTUBOBB3MAIUTENHH JIEKapCTBa, KaTo AUKIo(heHak, noympodeH,
MUPOKCHUKAM;

] aKo uMate WHQEKIWs Ha ChpIeTo (0aKTepuaIcH eHIOKaPIUT);

. aKo 3HaeTe, Ue UMaTe HaMajieHa Oh0pedHa GyHKINS WIH aKO CTpagaTe oT

Jexuaparanys (CHMITOMUTE BKIIIOUBAT KaKJa U OTAENAHE Ha HAMAICHO KOJIMYECTBO
THMHO OLBeTeHa (KOHLIEHTPHPaHa) ypuHa/ypruHa, B KOSATO UMa IIHA);

. aKo cTe Haj 75 TONWHM,;
. aKo CTE BB3pacTeH manueHt u Texute 50 kg mmm mo-mManko;
] caMo aKo Ce U3IT0JI3Ba IPH JIeTa: aKo JETETO nMa HH(EKIHs OKOJIO UIH B MO3bKa.

- aKo CTe UMasTd HHPAPKT MK aKko Mpu Bac ca yCTaHOBEHU ChCTOSHUS, KOMTO MOBHIIIABAT PUCKA
OT UH(DAPKT.

- aKo MMaTe YepHOAPOOHO 3a00isIBaHe, KOETO € CBBP3aHO C IPOMEHH B KPBBHUTE TECTOBE. B
TO3M ciy4ail ynmorpebara Ha TOBA JISKAPCTBO HE CE IPETOPHUBA.
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BHumagaiiTe 0co6eHO0 MHOTO Mpu ynoTpedarTa Ha JlaburaTpan erekcuaat Accord

- ako Bu npezncron onepanus:
B To3u ciyuaii [laburatpan erexcunar Accord TpsiOBa a ce cripe BpeMEHHO MOpaan yBEIHUYCH
PHCK OT KbPBEHE 110 BpeM€ Ha U MAaJIKO CJIe/l onepanusita. MHOIo € BaXKHO Jla IpUeMeTe
Jaburarpan erekcuiat Accord peay U cies onepanusaTa TOYHO BB BPEMETO, YKa3aHO OT
Bamms nekap.

- aKO or€panuAaTa BKIF0OYBa IIOCTABsAHEC HAa KaTEThP WU WHXKXCKIHUA B Fp’b6Ha‘IHI/I$[ CTBJIO (HaHp. 3a
enuaypaliHa WM CIIMHATHA aHECTE3Us WK 3a o0JIeKYaBaHe Ha 0oJKara):
" MHOTO € Ba)XHO 1a npuemere [laburarpan erekcuiat Accord peny U ciel onepanmsiTa
TOYHO BB BPEMETO, YKa3aHO OT Barus jiekap;
* TpsiOBa He3a0aBHO J1a KakeTe Ha Bamms jgekap, ako yceTuTe n3TphblIBaHe I CIa00CT B
KpakKaTa WM MpoOJIEeMH C YepBaTa WM MUKOYHUS MEXYp CJIe/l Kpasi Ha aHeCTe3HATa,
3aI10TO ca HEOOXOIUMH CIICIITHH TPHKH.

- aKo TaJIHeTe WM Ce HapaHWTE M0 BpeMe Ha JIeUueHHe, 0COOCHO aKo CH yAapHuTe TliaBaTa, MOJIA,
MOTHPCETE CIELIHA MEIUIIMHCKA oMol Moke 1a ce Halloxu Ja Bu npersiena jekap, Thil KaTo
MOJK€ JIa CTE C MOBUIIIEH PUCK OT KbPBEHE.

- aKo 3HaeTe, 4e uMate 3a00JsBaHe, HapedeHo aHTH(ochoIMIHIIECH CHHAPOM (HapylleHne Ha
UMYHHATa CHCTEMa, KOETO MPUYMHSIBA MOBUIIIEH PUCK OT 00pa3yBaHe HA KPBBHHU ChCHUPELIH),
KaxeTe Ha Bamms nexap, KOHTO I1ie B3eMe peLIeHre 3a He0OX0UMOCTTa OT IIPOMSIHA Ha
JIEYEHUETO.

Jpyru aexapcrBa u Jladburatpan erexkcunat Accord

Tps6Ba na kaxere Ha Bammus nexap win GapmaneBT, ako IpueMare, HaCKOpO CTe IPUEMAalIi WIH €
BB3MOXKHO J1a ipuemMaTte apyru jexkapcria. [lo-cnenmnaino, TpsidBa 1a kaxxere Ha Bammus jekap,
Npeau 1a 3ano4yHere Aa npuemare JladuraTpan erekcujaat Accord, ako npuemMare eHO OT
JIeKapcTBaTa, H30POeHH MO-10J1Y:

- JlekapcTBa, KOUTO HAMAJSIBAT CHCUPBAHETO HA KPBBTA (Hamp. BappapuH, GEHIPOKYMOH,
areHOKyMapoJI, XeTapyH, KIOMUAO0TPEIN, TIPacyTpel, THKarpeaop, puBapokcabdaH,
AlETWICAINIUIOBA KUCEIHNHA).

- JlekapcTBa 3a JleueHue Ha TbOMYHYU HHPEKIMH (Hamp. KETOKOHA30]1, HTPAKOHA30J1), OCBEH aKo
TE€ Ce HaHACST CaMO BbPXY KOXKaTa.

- JlexapcTBa 3a jiedeHNe Ha HAPYIIEH ChP/IeYeH PUTHM (HAIp. aMHOJapOH, IPOHEIAPOH,
XUHUAWH, BEparaMun).

Axo pueMare JekapcTBa, ChAbprKallld Bepanamui, Bamudar nekap moxe na Bu xaxe na
M3II0NI3BaTe HamMasieHa o3a Jlaburatpan etexcminaT Accord B 3aBUCHMOCT OT 3a00JIIBaHETO, 32
koeto Bu e npennucan. BuxTe Touka 3.

- JlekapcTBa 3a mpeana3BaHe 0T OPraHHO OTXBBPIISIHE cJie]l TPaHCIUTaHTauus (Hamp. TaKpoJIUMYC,
IIAKJIOCTIOPYH).

- KomOunmnpaHn mpoayKT oT rieKanpeBUp ¥ MUOpPEHTacBUpP (AHTUBUPYCHO JIEKapCTBO, U3MOI3BAHO
3a neyenue Ha xenatut C).

- IIpoTHBOBB3NAINTENHN CPEACTBA U OONKOYCIIOKOSBAIIIN JIEKApCTBa (HAIp. alleTHICAIUIIIIOBA
KHCeIrHa, noynpodeH, TuKiIodheHax).

- Kvnt xantapuon (Hypericum perforatum), pacCTUTETHO JIEKAPCTBO 32 JICUEHUE HA JICTIPECHSL.

- JlexapcTBa 3a nedueHre Ha JeNpechsi, HAPEUCHH CEeJICKTUBHA HHXUOUTOPH HA 00paTHOTO
3axBalllaHe Ha CEPOTOHMHA WJIM HHXUOUTOPH Ha OOpaTHOTO 3aXBalllaHe HA CEPOTOHHUH-
HOpENUHEPPUH.

- PudamnuumH nim KIapuTPOMHULKH (JBa aHTHOMOTHKA).

- AnTtuBupycHu nekapctsa cpeury CIIMH (mamp. putonasup).

- OnpeesneHu JieKapCcTBa 3a JICUCHUE Ha emierncus (Harp. kapoamaszenuH, QEHUTONH).
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BpeMeHnHoCT U KbpMeHe

Edexrure na laburarpan erekcunat Accord BbpXy OpeMEHHOCTTa M BCE OILE HEPOAEHOTO AETE HE ca
u3BecTHU. Bue He TpsAOBa na mpuemare ToBa JISKapCTBO, aKO cTe OpeMeHHa, OCBeH ako BammsaT nekap
Bu kaxxe, ue ¢ 6e30macHo J1a To mpaBuTe. AKO CTe )KE€Ha B JIETEPOHA Bb3pacT, TpsOBa ja n3osAreare
3abpeMeHsBaHe, 10KkaTo npuemare Jlaburarpan erexcuiat Accord.

Bue He TpsiOBa na kppMuTe, JoKaTo ipueMate Jladuratpan etexcunar Accord.
Hlo¢pupane u padoTa ¢ MAILIMHA

He ca u3Becthu edpexrute Ha [Jaburatpan erekcunar Accord BbpXy CIOCOOHOCTTA 3a MIOGUPAHE WITH
paboTa ¢ MalluHY.

JaoduraTpan erexkcuiaar Accord cbIbpika HATPUH
ToBa jekapcTBO ChABPKA MO-Mako OT 1 mmol Hatpuii (23 mg) Ha eHA KalcyJa, T.e. MOXE Ja Ce
KaXKe, 4e MPaKTUIEeCKH He ChbpiKa HATPUU.

3. Kak 1a npuemare Jlaburarpan erekcuiaart Accord

Jlaburatpan erekcuiar Accord TBBPIIU KaICy/IH MOXKE Jia C€ U3I0JI3BaT IIPU Bh3PACTHU U Jiela Ha
8-roauirHa Bb3pacT WK MO-TOJIEMH, KOUTO ca CTIOCOOHU J1a TBATAT Karncynute mnenn. ChInecTByBaT U
JIPYTH, ChOOPa3eH! C Bb3pacTTa J030BU (hOPMH 3a JIEYSHHE Ha JIela 1Mo/ 8-TOUIIIHA Bh3pacT.

Bunaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e kazan Bamust ekap. AKO HE CT€ CUTYpHU 32
Hewlo, nonuTaiite Bamus nekap.

IIpuemaiite Jlaburarpan erekcuaat Accord cbIJIacCHO NMPENOPbKUTE NMPU CJAETHUTE
3a00JIIBAaHMA:

IIpenoTBpartsiBaHe Ha 3amylIBaHe HA KPbBOHOCEH ChJ B MO3bKa MJIN TSUIOTO OT KPbBEH ChCHUPEK,
00pa3yBaH BCIEACTBUEC HA HAPYIIICH ChPJICUYCH PUTHM, U JICUCHUE HA KPHBHU ChCUPEIN BB BEHUTE HA
Kpakara u oenute I[DO6OB€, BKJIIOYUTCIIHO NPEAOTBPATABAHC HA IOBTOPHOTO MM 06Da3VBaHe

IIpemopruntennara go3a ¢ 300 mg, mpueTn KaTo eaHa Karncyna ot 150 mg n1Ba mbTH THEBHO.

Ako cte Ha 80 rogHM MM NMO-Bb3PACTHH, IPENOPBUUTENHATA A03a € 220 mg, MPUETH KaTo eAHA
kamncyJia oT 110 mg 1Ba nbTH THEBHO.

AKo mpreMaTe JieKapcTBeHH MPOAYKTH, ChIbP:KALU BepanaMuJi, Tps0Ba n1a ObaeTe JeKyBaHH C
HamaneHa jio3a oT 220 mg /laburatpan erexcunar Accord, mpueTH Kato eqHa Kamcyaa ot 110 mg
JIBa MbTU THEBHO, 3allI0TO PUCKBT BU OT KbpBEHE MOXKE J1a € ITOBHIIICH.

Axo ipu Bac 1ma noTeHIMAJIHO MMO-BUCOK PUCK 0T KbpBeHe, Bamusar nexkap moxe na pemu aa Bu
npeanuiie g03a ot 220 mg Jlaburarpan erexcunar Accord, mpueT Kato eaHa kamcyJa ot 110 mg
IBA TBTH JHEBHO.

Moske aa mpoAbDKUTE 1a pUeMaTe TOBa JIEKapCTBO, KOTaTo Ce Hajara CbpAeyHUAT Bu putreM na ce
BBH3CTAHOBH [0 HOPMAJICH Upe3 €Ha NPoLeaypa, HapeueHa KapArOBEeP3U0 WK Ype3 Npoueaypa,
HapedeHa KaTeTbpHa alianus Ha IpeaAchbpAHO MbxaeHe. [Ipuemaiite JJaburarpan erekcunat Accord
Taka, Kakto Bu e ka3an Bammsar nexap.

AKO B KPBBOHOCEH Ch/]I € IIOCTABEHO MEIUITMHCKO M3/IeNne (CTEHT), 3a 1a e TOAIbpKa

HPOXOANMOCTTA, Ype3 NpoLeypa, HapeuyeHa IepKyTaHHa KOPOHApHA MHTEPBEHIIMS ChC CTEHTHUPAHE,
e MoXke J1a ce JiekyBare ¢ Jlaburarpan erexcunat Accord, koraTo jekapsat Bu npenenu, ye Beue e
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MMOCTUTHATO HOPMATHO HUBO Ha KOHTPOJI HA ChCHUPBAHETO Ha KpbBTa. [Iprematite J[aburaTpan
erekcuat Accord Taka, kakTo Bu e kazan BamusaT nekap.

JleueHue 3a pa3TBapsiHe HA Beue 00pa3yBaIM c€ KPbBHU ChbCUPEN U IIPEJOTBPATIABAHE HA IIOBTOPHOTO
MM 00pa3yBaHe IIpH Jela

Jaodurarpan erexkcuiaar Accord TpsidBa 1a ce mpuemMa Ba IbTH JHEBHO, €/1HA /1032 CYTPHH U €/1Ha
71032 Be4ep, MPHOIU3UTEIHO 110 €IHO U CHII0 BpeMe BCEKH JIeH. IHTepBabT MEeX 1y JO3UTE TPsiOBa 1a
€ KOJIKOTO ce MOyKe 10-0sm30 10 12 gaca.

HpCHOp’B‘lI/ITeJ'IHaTa J03a 3aBUCHU OT TCJICCHOTO TCTJIO U BB3pacTTa. Bammsr JICKap HIc onmpeacin
TOoYHaTa J03a. Bammusar JICKap MOXKE Ja Kopurvpa go3ara ¢ Harip€ABaHETO HA JICUCHUCTO.
Hpom,ﬂxcaBaﬁTe Aa U3M10JI3BAaTC BCUYKU APYT'U JICKAPCTBA, OCBEH aKO Bammsar JICKap HE Bu kaxe Ja
CIIPETC 1a U3MO0JI3BATC HAKOU OT TAX.

Tabmnuiia 1 mokasBa eqUHUYHYU U OOIIM THEBHU /103U JJaburaTpan erekcunatr Accord B MAJIMTPaMu
(mg). Ho3uTe 3aBUCAT OT TEJIECHOTO TETJ0 B Kuiiorpamu (kg) u Bp3pacTTa Ha MaldeHTa B TOUHH.
Tabmuia 1: Tabnuua 3a no3upane Ha Jlaburarpan erekcuiar Accord Karcyiu

KomOnHanmMm Terjio/Bb3pact Ennnnyna no3a B mg | O0ma qHeBHA 1032 B
Terso B kg Bn3pacT B ronunn mg
11 g0 mo-Majako oOT 8 10 To-MajgKo OT 75 150
13 kg 9 roguHu
13 1o mo-manko ot 8 10 mo-ManKko ot 110 220
16 kg 11 rogunn
16 1o mo-mMajnko ot & 10 mo-MaJIko OT 110 220
21 kg 14 roaunan
21 1o mo-manko ot 8 10 mo-MaJnKo oT 150 300
26 kg 16 roguHK
26 10 mO-MaJKo OT 8 10 mo-MaJnKo oT 150 300
31kg 18 roauHu
31 no mo-manko ot 8 10 mo-mManko ot 185 370
41 kg 18 roguHK
41 no mo-mManko ot 8 10 mo-MaJnKo oT 220 440
51kg 18 roauHK
51 ;10 MO-MaJIKO OT 8 10 To-MajgKo OT 260 520
61 kg 18 rogunu
61 o mo-manko ot 8 10 mo-MaJnKo oT 300 600
71 kg 18 roauHK
71 no mo-manko ot 8 110 mo-mManko ot 300 600
81 kg 18 roguuu
81 kg nau moseue 10 10 mo-Maiako ot 300 600
18 romuan
EnuanyHmn 1034, M3UCKBAIM KOMOWHAITUH OT ITOBEYE OT €HA KaICyJia:
300 mg: nBe karncynu 150 mg unu
YETUPH Kancyiu 75 mg
260 mg: enHa xaricyna 110 mg wrroc enna karcyna 150 mg umm
eana karncyna 110 mg mttoc aBe kancynu 75 mg

220 mg: Kato ase Karcymu 110 mg

185 mg: KaTo eIHa Karcyia 75 mg mioc eaHa karncyna 110 mg

150 mg: Karo efHa kancyna 150 mg unu

JIBE Karcynu 75 mg

Kak na npuemare /ladburarpan erexkcuiar Accord
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Jaburatpan erekcuiaar Accord MoXke aa ce IpueMa che uin 0e3 xpana. Karcymnara TpsoBa na ce
MOTITBINA IS4, C Yallia BoJIa, 3a J]a C€ OCUTYPH JOCTHTaHeTo i Jio ctoMaxa. He uynete, He apBUeTe
KarcyJiaTa M He BaJIeTe TeJICTUTE OT KaICyJiaTa, Thil KaTo TOBA MOXE J1a TIOBUIIIHM PHCKa OT KbPBEHE.

IIpomMsiHa HA AHTHKOATYJIAHTHOTO JICYeHHUe
He npomenstiite Baieto aHTuKoaryIaHTHoO JedyeHue 6€3 KOHKPETHO yKa3aHue oT Bamms nekap.
AKo cTe npueJN nopeye 0T Heodxonumara no3a Jlaburarpan erekcuiaart Accord

IIpueMbT Ha npekaieHo royisiMa J103a OT TOBa JIEKapCTBO MOBUIIABA pUCKa OT KbpBeHe. CBbpKETE ce ¢
Bamus nexkap He3abaBHO, ako cTe MPHUETH TBHP/IE MHOTO Karncyiau. FiMa Ha pa3nosoxeHue
BB3MOXKHOCTH 32 CIIEIIUPUIHO JICUCHUE.

AKo cTe ponycHaJu 1a npueMete /ladburaTpan erexkcuiaart Accord

IponycHara 103a MOXe Jia ce mpreMe 10 6 yaca peid BPEeMETo 3a MPUEM Ha CIie/IBaIlaTa J03a.
[IpomycHara n03a He TPsiOBA Ja ce MpUeMa, aKo 0CTaBaI[OTO BpEMe JI0 CiieIBallara 03a € Mo-Majiko
oT 6 yaca.

He B3emaiite BOMHA /1033, 32 Jla KOMIICHCUPATE MPOIyCHATAaTa 7034,

AKo cTe cripeju npueMa Ha /laburaTpan erekcuiaart Accord

IIpuemaiite Jlaburarpan etexcunat Accord Touno kakto Bu e mpennucano. He crimpaiite mpuema Ha
TOBA JIEKApCTBO, 0€3 Hail-HaIpes Aa cTe rOBOpUIM ¢ Bamust nekap, 3a10To pUCKBT OT 00pa3yBaHe Ha
KPBBEH ChCUPEK MOXKE Ja C€ YBEJIHMUH, aKO CIPETe JIEYeHNEeTo TBhpe paHo. CBbpkeTe ce ¢ Bammus
JeKap, ako UMarte JIOIIO XpaHOCMIJIaHe cien pueM Ha [laburatpan erekcuiar Accord.

AKO UMaTe HAKaKBH JIOTBJIHUTEIHNA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamus nexap wnu gpapMarieBT.

4. B13MOKHY He:KeIaHU peakiun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMU3BHKA HEKCIIAHU PCAKIIUN, BBIIPEKU Y€ HC
BCCKH I'M TIOJTy4aBa.

Jaburatpan erexcunar Accord nieiicTBa BbpXy Ipolieca Ha KphbBOChCHPBaHE, TIOPaJIH KOSTO MTOBEYETO
HEXXEJTaHU PEaKIINU ca CBbP3aHM C MPOSBH KaTo 00pa3yBaHe HA CHHUHM WM KbpBeHE. MoKe J1a
HACTBIIH TOJIIMO WJIM TEXKO KbPBEHE - TOBA Ca HAH-CEPUO3HUTE HEXKEJIaH! PEaKIMU 1 HE3aBUCHMO OT
MSICTOTO Ha Bh3HUKBAHE, MOTaT J]a JOBEIAT JI0 HHBATMIN3UPAHE, )KUBOTO3aCTPAIIABAIIO ChCTOSTHUE
WK IOPY CMBPT. B HSIKOM ClTyyau TOBa KbPBEHE MOXKE Jla HE € BUAUMO.

Axo nipu Bac ce mosiBu kbpBeHe, KOETO HE CIHMpa CaMo HJIM aKO UMaTe MPU3HAIM Ha IPEKOMEPHO
KbpBeHE (M3KIIIOYUTENHA c1aboCcT, yMopa, OJIETHOCT, 3aMasHOCT, II1aBO0OOINE WK HEOOSCHUM OTOK),
He3a0aBHO ce MOChBeTBalTe ¢ Bamms nekap. Bammsr nekap moxe na perm ga Bu HaGmonaBa
MO-CTPOT'O WJIK J1a IPOMEHH JIeueHHEeTO Bu.

Tps0Ba He3abaBHO Aa KakeTe HA Bamus nekap, ako yceTuTe cepruo3Ha ajlepruyHa peakius, KOsTo
MIPUYMHSIBA 3aTPYAHEHO TUIIAHE WIN 3aMaiiBaHe.

Bb3MoxxkHUTE HEeXEnaHU pCaKknuu ca I/I36pOCHPI IMo-A0J1y, KaTo €a rpynnrpaHu 1o ToBa KOJIKO 4€CTO CC
IIOsABsABAT.

IIpegoTBparsaBane Ha 3amyIllBaHEe HA KPhbBOHOCCH ChJ B MO3bKa UJIH TSUIOTO OT KPbBEH ChCHUPEK,
00pa3yBaH BCIICACTBHC HA HAPYIIICH ChPACUYCH PUTHM
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YecTu (Morar ma 3acerrat o 1 Ha 10 gymm):

- KbPBEHE MOJXKE J1a Bb3HUKHE OT HOCa, B CTOMaxa WM YepBarta, OT IeHca/BarnHaTa Ui
MUKOYHHUTE ITHTHUINA (BKIFOYUTEIHO KPBB B ypPUHATA, KOSITO OLBETSABA ypPUHATA B PO30BO MIIH
YEPBEHO), WIH TT0]T KOKATa;

- crnaz B Oposi Ha YepBEHUTE KPHBHU KIIETKHY;

- 0oJika B KOpeMa HJIM CTOMaxa;

- JIOIIO XPAaHOCMUIIAHE;

- YECTO U3XO0XKIAHEC HA KalllaBU WJIM BOAHUCTU U3IIPAXKHCHUSA

- rajJicHe.

HeuecTu (Morat na 3acernar o 1 va 100 qymm):

- KBpBECHE;

- KbpPBEHE MOXKE J1a Bb3HUKHE OT XEMOPOUIH, OT PEKTyMa WU B MO3bKa;

- o0Opa3yBaHe Ha KpbBOHACS/IaHE;

- M3KaIUISTHE HAa KPBB WM KbPBaBa XPayuKa,;

- crnajl B Oposi Ha TPOMOOIUTUTE B KPHBTA,

- CIa/l Ha HUBOTO HA XEMOTJIO0MHA B KPBBTA (BEIIECTBOTO B USPBEHUTE KPHBHU KIIETKH);
- ajiepruyHa peaxius;

- BHE3aITHA TIPOMSIHA B [[BETA M BUJA HA KOXKATa;

- CBHpOEK;

- s3Ba Ha CTOMaxa WM YepBara (BKIFOUMTEITHO sI3Ba Ha XPaHOIIPOBO/IA);

- BB3MaJICHUE Ha XPaHOIPOBOJA U CTOMAXa;

- BpBIIlaHE HAa CTOMAIITHA COKOBE B XPaHOIIPOBO/IA;

- MOBPBIIIAHE;

- 3aTpyJHEHO I'bJITAHE;

- OTKJIOHEHHS B PE3YJITATUTE OT JIA0OPAaTOPHHUTE M3CIICIBAaHHS Ha YepPHOAPOOHATa (PYHKITHSL.

Penku (morar ma 3acersar g0 1 Ha 1 000 gymm):

- KbPBEHE MOXKE Jla Bh3HUKHE B CTaBa, OT XUPYPrUUCH pa3pes, OT HapaHsIBaHe, OT MACTOTO Ha
MOCTABSIHE HA WHXKEKIUS WIIH OT MSICTOTO Ha IMOCTaBSHE HA KATETHP BbB BEHA;

- CEpUO3HA allepriyHa PEaKIUs, KOSTO MPHUYUHSIBA 3aTPyTHEHO TUINIAHE WK 3aMaliBaHe;

- CEpHO3HA aJIeprUYHa PeaKlus, KOATO IPUYMHABA [I0QyBaHe Ha JIMIETO WU I'bPIOTO;

- KOXCH OOpPHUB B pE3yJITAT HA aJICPTUYHA PEAKITH, U3SIBSIBAIIl CE KATO THMHOYCPBCHH,
HAJIMTHATH, ChPOSIIN THITKY;

- HaMaJIIBaHE Ha MPOIICHTA Ha KPHBHUTE KIICTKHY;

- MOBUILIEHU YEPHOAPOOHHU CH3UMU;

- MOXBITSIBAHE HA KOXKATa WU OSUIOTO HA OYHTE, MPUIMHEHO OT YEPHOPOOHH MTPOOIEMHU HITH
poOJIeMH C KPBBTA.

C Hen3BecTHA YecTOTA (OT HATMIHHUTE TAHHU HE MOXKe Ja OBbJe HalpaBeHa OIICHKA Ha 9eCTOTaTa)

- 3aTPYAHEHO JIUIIAHE WIH XPHUIITEHE;

- HaMaJIsIBaHe Ha OpOs WK JOPH JIUICca HA Oely KPhbBHU KJIETKH (KOMTO rmomarat B Oopbata ¢
MH(EKIHUUTE);

- KOCOIIaI.

[To BpeMe Ha KITMHUYHO MTPOyYBaHE, CIIyJYanuTe HA Bh3HUKBaHE Ha MH(PAPKT Ha MUOKapAa MPH
npuioxxenue Ha Jlaburatpan erexcunar Accord ca OMIIM YHCIIEHO TTOBEYE, OTKOIKOTO MPH
npuiokeHue Ha Bapdaput. KaTo 115510, yecToTata Ha Bb3HUKBAHE ¢ OHJIa HUCKA.

Jleduenue Ha KPBBHH CHbCHUPEIH BbB BCHUTC HAa KpakKaTa 1 Oeaute ):[DO6OB€, BKJITIOYUTEITHO
OpeaoTBpaTaABaHC HAa IOBTOPHOTO UM O6Da3VBaHC

YecTu (Morar ma 3acerrat o 1 Ha 10 gymm):

- KbpPBEHE MOKE J]a Bh3HUKHE OT HOCAa, B CTOMaxa WX YepBaTa, OT PEKTyMa, OT IICHNCa/BarMHaTa
WM TUKOYHUTE ITHTUINA (BKIIOYUTEIHO KPBB B ypUHATA, KOSITO OILIBETSABA ypUHATA B PO30BO
WM YEPBEHO), WK TIOJ] KOXKaTa,

- JIOIIO XPaHOCMUJIAHE.
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Heuectu (Morat aa 3acersar no 1 Ha 100 mymm):

- KbPBEHE;

- KbpPBEHE MOKE J]a Bh3HUKHE B CTaBa WU OT TPaBMa;

- KbPBEHE MOXKE J]a BE3HUKHE OT XEMOPOU/IH;

- crnazl B Oposi Ha YepBEHUTE KPHBHU KIIETKHY;

- oOpa3yBaHe Ha KpbBOHACSIAHE;

- W3KaIUITHE HA KPBB WM KbPBaBa Xpayka,

- ajiepruyHa peaxiusi;

- BHEC3aITHa IMMpOMsHA B [IBE€TA U BUJIa HA KOXKaTa,

- ChpOEIK;

- s13Ba HA CTOMAaxa WU YepBara (BKIIOYUTEITHO S3Ba HA XPAHOIPOBO/IA);
- BB3IAJICHUE Ha XPAHOIPOBO/IA M CTOMAXa,

- BpBII[aHE HAa CTOMAIIIHA COKOBE B XPaHOIIPOBO/IA;

- rajicHe;

- MIOBPBIIIAHE;

- 0oJka B KOpeMa HJIM CTOMaxa;

- YEeCTO M3X0XKIAHE HAa KAIllaBU MITH BOJAHUCTH U3MPAKHCHHUS,

- OTKJIOHCHHMS B PE3YJITATUTE OT JIAOOPATOPHUTE M3CIIEABAHMS HA YePHOAPOOHATA (PYHKIIUS;
- MOBHILIEHU YEPHOAPOOHHU EH3UMHU.

Penxu (morar ma 3acersar g0 1 Ha 1 000 gymm):

- KBbPBEHE MOKE J1a BE3HUKHE OT XUPYPrudeH pa3pes, OT MICTOTO Ha MOCTABSIHE HA MHKEKIINS
WA OT MSICTOTO Ha TIOCTaBSHE HAa KaTEThp BbB BEHATA, FITH OT MO3bBKa;

- criaja B Opost Ha TPOMOOITUTHTE B KPBBTA;

- CepHO3Ha aJIeprUyYHa PEAKITUS, KOSTO MPUUMHSIBA 3aTPYIHEHO IUIITaHE WA 3aMaiiBaHe;

- CepHO3Ha aJIeprHUyYHa PEAKITUS, KOSTO MPUIMHIBA TIOIyBaHE HA JIULIETO WX I'bPIOTO;

- KOXeH 0OpHB B pe3yJITaT Ha alleprUyIHa PEaKIlis, u3pa3sBall ce B ThMHOYEPBEHH, HAIUTHATH,
CHPOSIIN TTOTy THHH;

- 3aTPyAHEHO T'bJITaHE.

C Heu3BecTHA 4ecTOTa (OT HATMYHHUTE JTAHHU HE MOKE 1a ObJle HarpaBeHa OI[eHKa Ha 9YeCTOTaTa):

- 3aTPYAHEHO JUIIAHE UIU XPUIITECHE;

- craJl Ha HUBOTO Ha XeMOIJIOOMHA B KPhBTA (BEIIECTBOTO B YEPBEHUTE KPBBHH KIICTKH);

- HaMaJsBaHe Ha MPOIIEHTA HA KPhBHHUTE KIICTKHU;

- HamaJsBaHe Ha OpOs WK IOpH JIUIca Ha OeJM KPbBHU KJIETKH (KOUTO IoMarat B 6opbata ¢
UH(EKIHUUTE);

- MOXBITSIBAHE HA KOYKATa WU OSUIOTO HA OYHTE, TPUIMHEHO OT YSPHOIPOOHH MTPOOIEMHU HITH
po0JIeMH C KPBBTA,

- Kocomaf.

B mporpamara Ha mpoydBaHeTO, CllydanTe Ha Bh3HUKBaHE Ha MH(MAPKT Ha MUOKapAa MIPH MPIIIOKEHUE
Ha Jlaburatpan erekcmiat Accord ca OmiM oBede, OTKOJIKOTO IPHU NPUIIOKeHHEe Ha BapdapuH. KaTto
1510, YECTOTaTa Ha Bh3HUKBaHE ¢ Ouia Hucka. He ce HaOnronaBa aucOanaHc B 4ecToTaTa Ha
BB3HMKBAaHE Ha MH(PAPKT HA MUOKap/a IPH MAIIMEHTHUTE, JIEKYBaHH C TaburaTpaH, B CpaBHEHHE C
MAIUCHTHUTE, JIEKyBaHH C TUIaIe0o.

Jledenue 3a pa3TBaApAHEC HA BCYC 06D33VBaJ'H/I CC€ KPBbBHHU CHCHUPCIH U TPEAOTBPATABAHEC HA TIOBTOPHOTO
M O6Da3VBaHe Opu acna

Yectu (Morar ga 3acersar jo 1 Ha 10 qymmm):

- crniaj B Oposi Ha YePBEHUTE KPBBHU KIICTKH;

- KOJKEH OOpHUB B pe3yJITaT Ha aJIeprudHa PEaKITus, U3sBSIBAII e KaTO ThMHOUYEPBEHH,
HaJUTHATH, CHPOSIITH ITBIIKY;

- BHE3aIHa NPOMSHA B [IBETA U BUJA HA KOXKATa;

- o0Opa3yBaHe Ha KPbBOHACS/IaHE;

- KBpPBEHE OT HOCA;

- BpBIIIAHE Ha CTOMAIIIHA COKOBE B XpPaHOIPOBO/IA;
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- MOBPBIIIAHE;

- rajieHe;

- YECTO U3X0XKIaHE HA KalllaBH MM BOJHUCTH U3MPAXKHCHHUS,
- JIOIIO XPAaHOCMUIIAHE;

- KOCOTIa;

- MOBHILIEHN Y€PHOAPOOHHU CH3UMHU.

Heuectu (Morat ma 3acernar go 1 ga 100 gymm):

- HamalsBaHe Ha Opos Ha OenM KPBhBHU KJIETKH (KOUTO rmoMarart B 6opbara ¢ uadeknumre);

- KbPBEHE MOJKE /12 Bb3HUKHE B CTOMaxa WM YyepBaTa, OT MO3bKa, OT PEKTyMa, OT
NeHKCa/BarnHaTa Wik MMKOYHHUTE MBTHILA (BKIIOUYUTEIHO KPbB B YpUHATA, KOSITO OL[BETSABA
ypuHAaTa B pO30BO WJIM YEPBEHO), WIIH TOJ] KOXKATa,;

- craJl Ha HUBOTO HAa XeMOIJIOOMHA B KPBBTA (BEILIECTBOTO B YEPBEHUTE KPBBHH KIIETKH);

- HaMaJsiBaHE Ha MPOLIEHTA Ha KPBBHUTE KIICTKH;

- ChPOCIK;

- W3KalUIsSTHE HA KPBB WIH KbPBaBa Xpayka,

- OoJika B KOpeMa HIH CTOMaxa;

- Bh3NAJICHHE Ha XPAaHOTIPOBO/Ia M CTOMAxa;

- ajyiepruvHa peaKiys;

- 3aTpyJHEHO I'bJITAHE;

- HOXBJITSBaHE HA KOXKaTa WM OsUIOTO HA OYMTE, IPUYMHEHO OT YEPHOIPOOHH POOIEMHU WK
npo0JIeMH ¢ KpbBTa.

C Hen3BecTHA 4ecTOTA (OT HUIMYHUTE JAHHU HE MOXKe Aa ObJe HalpaBeHa OLIEHKA Ha YecToTaTa):

- nurca Ha 6eM KPbBHHU KJIETKH (KOWTO MmoMarat B Oopbata ¢ uH(pekuunre);

- CepHOo3Ha aJlepruiHa Peakys, KOsITO IPUINHABA 3aTPYJHEHO JUIIaHE WM 3aMaliBaHe;

- CepUO3Ha aJIepruyHa PEeakLysl, KOsITO IPUYNHSBA IOAyBaHE Ha JIMLIETO WIN I'bPIIOTO;

- 3aTPYyAHEHO AUIIAHE WIN XPUIITCHE;

- KBbPBEHE;

- KbPBEHE MOJKE /12 Bb3HUKHE B CTaBa WIM OT TPaBMa, OT XUPYPIUUEH pa3pes, OT MICTOTO Ha
MOCTaBsIHE Ha MHXKEKLUS I OT MSICTOTO Ha ITOCTaBsHE HA KaTeThp BbB BEHA;

- KbpPBEHE MOKE Jja BB3HUKHE OT XEMOPOU/IH;

- A3Ba Ha CTOMAaxa WK yepBaTta (BKIIOUUTEIHO sI3Ba HA XPAHOIPOBOJA);

- OTKJIOHEHHS B PE3yJITATUTE OT JIa0OPaTOPHUTE U3CIEIBAaHNUS Ha YePHOAPOOHATA (PYHKIIHS.

Cpo0ilaBaHe HA He:KeJIAHU peaKIun

AKO TIONTyYHTe HAKaKBU HEXEJIaHU JIEKAPCTBEHH PEaKINH, yBeqoMeTe Bamms nexap wim hapmaienT.
ToBa BKIIIOYBa BCHYKH BH3MOXKHH HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIAHU peaknuu. Moxkere ChIo Aa
CHOOIINTE HEKEIAHU PEaKIMU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOI[aBaHe, TOCOYeHa B
[punoxkenne V. Karo cho0I1aBare HexXeIaHU PEaKIMH, MOXETE Ja JaJIeTe CBOS ITPUHOC 3a
MoJTyJaBaHe Ha MoBeue MH(POpPMAIIHI OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKAPCTRO.

5. Kak na cexpansiate Jlaburatpan erekcuiaart Accord
Jla ce cpxpaHsiBa Ha MICTO, HEIOCTBITHO 32 JACLa.
He u3non3Baiite ToBa eKapcTBO Cilel] CPOKa HA TOAHOCT, OTOENA3aH BHPXY KapTOHEHATa OIaKOBKa,

ommcrepa wim OyTrikara cien ,,l ofneH 10:“. CpoKbT Ha TOMHOCT OTTOBaps Ha MOCIETHUS ACH OT
MOCOYCHHS MECELL.

Ha ce cexpanssa mox 30°C.

Cren rbpBO OTBapsiHEe OyTHIIKaTa MOXKE Ja €€ M3M0/13Ba 10 60 1Hu.

He usxBbpisate jgekapcTBaTa B KaHanuzanusaTa. [lonuraiite Bamus dpapMalieBT Kak 1a U3XBbPIIATE
JIEKapCTBaTa, KOUTO Beue He U3Ioi3BaTe. Te3u MEPKH 1e CIIOMOTHAT 3a OIa3BaHE Ha OKOJIHATA CPeJia.
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6. ChbabpikaHue HA ONIAKOBKATA U JONbJIHUTEIHA HHpOpManus
Kakspo cbabpixka Jlaburatpan erekcuiart Accord

- AKTHBHO BemIecTBO: madburarpaH. Beska TBepaa kamncymna ceabpika 150 mg qaburatpan
eTeKkcmiaT (KaTo Me3WIar).

- Hpyru ceeraBku: BuHeHa kucenuna (E334), xunpomenosza (E464), numetrnkon 350, Tank
(E553b), xuapoxcunponmiuenyno3a (E463), kpockapmenosa natpuii (E468) n marunesues
creapat (E572) (BmwxTe TOouKa 2).

- Karcynara ceappxa TutanoB auokcun (E171) u xunpomenosa (E464).

- YepHOTO MEYaTHO MACTIIIO Chabprka meimak (E904), npormunenriaukon (E1520), gepen
xeneseH okcua (E172) u kanues xuapokcun (ES525).

Kak n3raexna laburarpan erekcuiar Accord M KaKBO ChIbp:Ka ONAaKOBKATa

Haburatpan erexcunar Accord 150 mg ca TBbpan Kancyiu pazmep O(pubnmzurento 22 X 8 mm) ¢
051710 HEMTPO3pavHO Karave ¢ OTredaTano ,,MD* u 051710 HEpo3payHo TS0, ¢ OTIEeYaTaHo ,,150% ¢
YEPHO MACTHUIIO, ChABPIKAIIM CMEC OT OEJIH JI0 CBETIOXBJITH IEJIETH U CBETIOXKBJIT IPaHyJIaT.

Haburatpan erexcunar Accord 150 mg TBbpAM Karcyau ce mpeiara B OakOBKH, ChIbprKaIln
OPA/Al/cymuten PE-PET/AI/PE nepdopupanu 6aucrepu, chabpxamu 10, 30, 60 u 180 kancynu, B
KapTOHEHA KyTHS.

Jlaburarpan erekcuiaar Accord 150 mg TBBpAM KaICy/IM ce Ipejyiara B OIaKOBKH, ChAbPIKaIIH
OPA/Al/cymuten PE-PET/AI/PE nepdopupanu 6auctepu ¢ eAMHUYHE 1034, chabpxkamu 10 x 1,
30x 1,60 x 1u 180 x 1 kancynu, B KapTOHEHA KyTHS.

Jaburarpan erekcuiaar Accord 150 mg TBBpAM KaICy/IM ce Ipeyiara B OIaKOBKH, ChAbPIKaIIH
MOJUTIPOTIIIIEHOBA OYTHIIKA C KaladKa ChC 3allUTEeHa OT JIella Kanadka, chabpkaia 60 Kancymim, B
KapTOHEHA KyTHS.

He Bcuuku BHIOBE ONAKOBKK MOTraT Ja ObJaT IyCHATH Ha Ia3apa.
IMpuTtexaTtesn Ha pa3pelIeHNETO 32 yOTPeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanus

IIpousBoauTen

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50

95-200, Pabianice

Tlomma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park
Paola PLA 3000

Manta

Accord Healthcare B.V.
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Winthontlaan 200
3526 KV Utrecht
Hunepnannus

3a gomBIHUTENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
TIPEJICTAaBUTEN Ha MIPUTEXKATEN Ha pa3penIeHneTo 3a ynorpeoa:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IS/IT/LT/LV/LX/MT/NL/
NO/PT/PL/RO/SE/SI/SK/UK(NI)/ES

Accord Healthcare S.L.U.

ten: +34 93 301 00 64

EL
Win Medica Pharmaceutical S.A.
Tei: +30 210 7488 821

I[ara Ha MOCJICAHO MpepasrjacKaaHe Ha JUCTOBKaTa

IToapoOHa uHOpMaLKs 3a TO3M JICKAPCTBEH IMPOAYKT € IMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHus 1o JieKapcTBaTa http://www.ema.europa.eu/.
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CUI'HAJIHA KAPTA HA TAIMEHTA

(;toro Ha Accord)
Haburarpan erexcunar Accord
nJaburatpaH eTeKCUIaT

e Ta3u kapra TpssOBa BUHArH na Obje ¢ Bac/nuiero, mojaramio rpuku
e VYBepere ce, ue U3MO0I3BATE aKTyalHaTa Bepcus [xxxx 202xx]

YBakaemu HaIII/IeHTI/I/JII/IIIa, nmoJiaraiiy rpuskv 3a neAMaTpuiHu naumeHTu,

Bammsr nekap/nexapsat Ha nereto Bu e npennuican nedenue ¢ Jlaburarpan erekcunar Accord. 3a
Oe3onacHata ynotpeba Ha Jlaburarpan erekcunar Accord, Mo, OObpHETE BHUMAaHUE HA Ta3u BaKHA
UH(OpPMAIHS B IUCTOBKATA.

Tbit kaTo Ta3u CUrHAJIHA KapTa Ha MallMeHTa ChbpikKa BaxkHa nH(opMalius 3a Barrero
JieuyeHHe/IeYeHneTo Ha aeTeTo Bu, Ta3u kaprta TpsOBa BuHaru aa 0vae y Bac/nerero Bu, 3a na
nH(POPMUPA MEAUIIMHCKUATE CIICIIUANKCTY 3a MpueMa Ha Jlaburatpan erexcunat Accord.

HNndopmanus 3a nanueHTHTE/INIATA, MOJArAlH IPHAKHA 32 NeIMATPUYHU MANUEHTH OTHOCHO
Jadurarpan erekcuaar Accord

3a Bamrero siedeHune/nevuenrero Ha neteto Bu

e Jlaburatpan erekcuiat Accord pa3pexaa KpbpBTa. Tol ce N3Moi3Ba 3a JeUCHNUE Ha Beue
CBILECTBYBAIM KPHBHU CHCUPEIH WM 32 MPEOTBPATABaHE HA 00pa3yBaHETO HA ONIACHU
KPBBHU ChCUPEIIH.

e CrenpaiiTe ykazaHusTa Ha Bamms nexap/nekaps Ha gerero Bu, qokaro npuemare/nerero Bu
npuema Jlaburatpan ertekcuiat Accord. Hukora He mpomyckaiiTe 103a ¥ He criupaiiTe npuema
Ha [laburatpan erekcunat Accord, mpeau Aa ce KOHCYJITHpaTe Hail-Hanpes ¢ Barmms
nexap/nekaps Ha gerero Bu.

e Hudopmupaiite Bamms nexap/nexaps Ha geteTo Bu 3a Bcuuku ekapcTBa, KOUTO
Bue/Bamero aere npuemate/mpreMa B MOMEHTA.

e UNudbopmupaiite Bammst nexap/nexaps Ha gerero Bu 3a ynmotpebara Ha J[aburaTpan eTekcuimaT
Accord nipein BCsIKakBa XUPypruvecka Wid Jpyra HHBa3WBHA MPOILeIypa.

e JlaOurarpan erekcuiar Accord KarcyJiv MOXKe Jia ce MpueMar cbe min 0e3 xpana. Kamncynara
TpsiOBa J1a ce MOrIblIa LsIa, ¢ yana Boja. Kamncynara He TpsiOBa ia ce d4ynu Win AbBYE U
neyieTHTe He TPSOBa Ja ce 3BAXKIAT OT Karcynara.

Kora Tps6Ba 1a moThpcuTe METUIIMHCKA TIOMOII

e IlpuemsbT Ha [laburarpan erekcuiat Accord MOXKe Jla OBUILHM PHCKa OT KbpBeHe. ['oBopeTe ¢
Bamms nexap/nexapst Ha geteto Bu nHezabaBHO, ako momydnTe/nereto Bu momydn npusHany u
CUMITOMH Ha KbpPBEHE KaTo: MOyBaHe, TUCKOMQOPT, HeoOnJaiiHa O0JKa HITH TI1aBOOOIHE,
3amaiiBaHe, OJICTHOCT, CJIa00CT, HeOOMYatHO 00pa3yBaHe Ha CHHUHH, KbPBEHE OT HOCA,
KBPBSILIU BEHIIN, HCOOWYAHHO MPOIBIDKUTEIHO KbPBEHE MPH MOPsI3BaHE, HApYIICHA
MEHCTpYaIys WK BariHAIHO KbPBEHE, KPBB B YPUHATA, KOATO MOKe 1a Ob/Ie pO30Ba HIIH
KaQsBa, YSPBCHU/YCPHH U3IPAKHECHUS, U3KALUISTHE Ha KPbB, OBPbBIAHE HA KPBB WITH
noJ00Ha Ha CMIISTHO Kade MaTepusl.

e B ciyuaif Ha najgane WM HapaHsBaHe, 0COOEHO aKo ce y/apu IiiaBara, CIelIHo TpsioBa 1a ce
MOTHPCH MEAUIIMHCKA TOMOLII.

e He crimpaiite npuema Ha Jlaburarpan erekcunat Accord, 6e3 a cte roBopwiu ¢ Bamms
JeKap/IeKaps Ha gerero By, ako momyunTe/nerero Bu momyun kucennHu B cromaxa, rajieHe,
MOBpBIAHe, CTOMAIICH TUCKOM(OPT, IoyBaHe WK OOJIKAa B TOPHATa YacT Ha CTOMaxa.

HNnadopmanus 3a MeIMIMHCKATE CIIEIAATACTH OTHOCHO JlaburaTpan erekcuiaar Accord

e Jlaburarpan erekcuiar Accord e aHTHKOATryJIaHT 3a IEPOPATHO MPUIIOKECHUE (IMPEKTCH
TPOMOMHOB HHXUOHUTOD).

190



e Moxe aa ce HajJoXu pueMbT Ha JlaburaTpan erekcmnat Accord ma ce cripe mpeau
XUPYPTUUECKH WITH JPYTH WHBA3UBHH TPOIICIYPH.

e B ciyuaii Ha rojsiMo KbpBeHe pueMbT Ha Jaburarpan erexcunat Accord TpsiOBa ia ce cipe
He3a0aBHoO.

* 3a BB3PACTHH NANMCHTH € HATMYHO CHENU(UIHO HEYTPATU3UPAIIO CPEICTBO
(nmapyumsyma0). EdukacHocTTa 1 6€30macHOCTTa Ha CIEHU(PUYHOTO HEYTPAIU3UPAIIO
CPEICTBO UAAPYIIU3yMad He ca YCTAHOBEHH MPH MEIUATPUYHH MAIIMEHTH. 3a TIOAPOOHOCTH U
JOIIBJIHUTEHN ChBETH KaK J1a HeyTpaJlu3upaTe aHTHKoarynanuoHHus edekt Ha aburatpan
erekcwiat Accord, moist, BkTe KpaTkara xapakrepucTuka Ha mpoaykTa Ha [laburatpan
eTekcwiat Accord 1 unapynuzymao.

e JlaOuratpan erekcunat Accord ce eMMHUHUPA TJIaBHO Ype3 ObOpenuTe; TpsAOBa J1a ce
noJIbpKa afekBaTHa quypesa. Jaburarpan erekcumiat Accord oAJeKy Ha THAIN3A.

Mouist, monmbJIHETe TO3H pa3aes] Hiu noMosere Bamus jexap/iexkapst Ha qerero Bu 1a ro
HANPaBH.

HNndopmanus 3a nanuenTa

HNwme Ha nanmenra

Jara Ha paxane

IloxazaHue 3a NpUIIOKEHNE HA aHTUKOATyJIaHTHA Tepamus

[o3a [laburatpan erekcunar Accord
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