KPATKA XAPAKTEPUCTHKA HA INPOAYKTA

AR QL o

UME HA JIEKAPCTBEHUA ITPOAYKT
2290 15-09- 06

Tenekcep 110 mg TBBbpAM KarCyIu

Telexer 110 mg hard capsules

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB

Bcesika TBbpaa kancyJia ceabpka 110 mg naburarpan erekcunar (dabigatran etexilate) (kato
Me3uJiar).

3a MbJIHUS CITUCHK HA MOMOILIIHUTE BELIECTBA BUXKTE TOuka 6.1.

3. JIEKAPCTBEHA ®OPMA

I'Bbpaa kancy:a.

KarncyJin ¢bC CMHBO Kanaie ¥ CbC CUHBO TAJIO € pazmep | (abkuHa npudau3uTenHo 19,4 mm),
HAIbJIHEHO C X bJTEHUKaBH nesieTy. Kanauero e mamnoBaHo ¢bC CMMBOJIa Ha koMmraHusaTa Gedeon
Richter, a Tan1010 - cbe “1107.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHUS

[IbpBUUYHA npeBeHLMs HA BeHO3HHU TpomboeMOonuHu cbOuTus (BTEC) npu Bb3pacTHH naumeHTH,
[MOJUTOKEHU Ha IJIAHOBO LISJIOCTHO MPOTE3UpaHe Ha Ta300epeHa cTaBa WK LUSJIOCTHO MPOTE3UpaHe
Ha KOJISHHA CTaBa.

[[peBeHLIMS HA UHCYJIT U CUCTEMEH eMOOJIM3BM NPU Bb3PaCTHU MALMEHTH C HEKJIAITHO MPEeACHPAHO
mbxieHe (HKIIM) ¢ enuH wiau noseye puckoBU (DakTOpH, KaTO MpeLecTBalll HHCYJIT WK
TpaH3uTOpHA UCXxMMHUYHA aTaka (THA); Bb3pacT > 75 roAMHM; Cbp/I€4YHA HEI0CTATBYHOCT (KJ1ac 110

NYHA >II); 3axapeH auaber; XUnepToHus.

Jleuenue Ha ababoka BeHo3Ha TpoMOo3a ([IBT) u 6enoapoden emb0au3bm (BE), KakTo M npeBeHLIUS
Ha peuuauBu Ha /IBT u BE npu Bb3pacTHH.

Jleuenue Ha BTEC u npeBeHuus Ha peurausupaiid BTEC npu neamarpuyHy nauMeHTd OT MOMEHTA,
B KOWTO CTAHAT CNOCOOHM J1a MOrIbLIaT MeKa XpaHa 10 noja | 8-roauiuHa Bb3pacr.

3a cboOpa3zeHu ¢ Bb3pacTTa 1030BH GOPMHU BHIKTE TOUKA 4.2.
4.2 Jlo3HpoBKAa M HAYHH HA NPHJIOKEHHE

Jlo3upoBka

I




HaMangsaHe Ha J03aTa, TpaOBa Ja ce U3Mo3BaT APYrd JIEKapCTBEHH NMPOAYKTH, ChAbPXKALLH
naburaTpaH eTeKCUIaT 75 mg, HANTKYHKU HA nasapa.

Koraro ce npeMHHaBa OT €/1Ha TeKapcTBeHa dopma Ha Apyra, Moxe Ja € HeoOXoaMMO Aa Ce NMPOMEHH
no3ara. [fozara, nocodeHa B TabnuLaTa 3a A03MpaHe 3a CbOTBETHATA JIEKapcTBeHa opma, TpadBa 1a
ce NPEeANKCRA Bb3 OCHOBA Ha TEJIECHOTO TEr/I0 U Bb3pacTTa Ha AeTeTo.

ITvpeuuna npeseruun na BTEC npu opmoneduytia Xupypzun

[IpenopbunTENHUTE 1034 Ja0UraTpaH eTeKCHIAT M ITPOXB/DKHTETHOCTTA Ha TepanyuaTa 3a NbPBUYHA
npebeHuna Ha BTEC npu oproneayuHa Xxupyprus ca rnokasaHs s tabnuua 1.

Tabauua 1: IlpenopbKH 3a J103HPOBKATA H NPOAB/UKHTEIHOCT HA TEPANHATA 32 NbPBHYHA
npeseHuns Ba BTEC npu oproneanyHa Xupyprug

Ha4uano HA JieYeHHETO
B /1IeHN HA ONepanHATA,

HNopanpxama
\mo3a,

I1 POAB/IAKHTCITHOCT
HA MIPHJI0KEHHETO

2 xancyn# oT
110 mg

1-4 vaca cien NPHICKEHHETO |HA NOAALPXRAINATA
BaBLpUIBaHE HA HA KOSITO mo3a
onepanANTAa 3AN04YBA B
NLPBHNA €l CJIe/
omepanUaTa
[NauneHTH Cited TU1aHOBO MPOTE3IUPAHE 220 mg
Ha KOJISIHHA CTaBa naGurarpas 10 ouu
ETEKCU/IAT BEAHD
[TauueHTH ciiell MJIaHOBO NpoTe3vpaHe jeaHa Kancyna ot 110 mg
Ha TaszodeApeHa cTaBa inaburaTpad eTekcHnaT (AHEBHO, TIpHETH
noa popMaTa Ha 9835 nun

Ilpenopvuea ce HAMAIRBAHE HA
\Do3ama

[TauueHT ¢ ymepeHo 6u0peuHo

YBpEHKAAHE (KPEATHHUHOB KITUPBHC
(CrCL) 30-50 ml/min)

[lalHeHTH, KOUTO NOTy4aBar
CBLITBTCTBALLO BepanamMun®,
aMHOAapOH, XMHUIUH

leHa Karicyna oT
75 mg** paburarpas
[eTEKCUNAT

[TaneHTH HA WM HAa 75-roadiuHa
Bb3pacT

150 mg
naburarpan

NHEBHO, NPHETH
noa popmara Ha 2
KancyJu oT

75 mg**

10 nuu (npoTes3upaue

€TCKCUAT BCAHBAHA KOJIAHHA CTEB&)

unu 28-35 aHu
(mpore3upaHe Ha
TazobespeHa cTasa)

*TIpn naureHTH ¢ yMepeHo OBOpeuHo yBpexaaHe Ha ChIIbTCTBALLO NEYEHNE C BEPANIAMMIL, BHIKTE

,,CTIe{HATHH MOIMTYJIalLUA" .

** JlozaTta ot 75 mg Tenekcep He e HanW4Ha, MOPAAH KOETO HE € NOAXOAALIA 32 rOPECNOMEHATHTE
rpyny naudeHTty. [Ipy Te3u nauuenTy Tpabsa na ce H3NOA3BAT APYTH JEKAPCTBEHH MPOAYKTH,
ChABbPXKALKA Ja0uraTpaH eTekcunar 75 mg.

H npu asara BuAa MpoTe3npaHe, akO He € OCHIypeHa XeMOCTa3a, Ha4yaloTo Ha AeucHHeTo TpabBa na
OBJe OTI0KEHO. AKO JISUSHHETO He € 3aM04YHATO B ICHA Ha oriepauusTa, To TpAOBa a 3afoyHe ¢ 2

Karncynyi BEAHBXK JHCBHO.

Ouenxa na 6vbpeynama PyHKYUR npedu u no 8peme KHa 1eHexuemo ¢ oabuzsampar emexcuram

[Tpyu BcHukK naureHTH U 0cobeHo B cTapuecka Bb3pacT (> 75 roauMsu), Teit kaTo 616

yBpEKIaHE MOXKE [1a € YECTO CPELiaHo B Ta3H Bb3pacTosa rpyna:

2

[Tpenu 3amousaHe Ha jleyeHue ¢ gaburarpat etekcunar 6bOpeyHara QyHKuUH
OlLIeHeHa 4pe3 U3uMCIsBaHe Ha kpeaTHHUHOBHUSA KinpbHC (CrCL), 3a ga ce u3
¢ Texxko 6b6peuHo yspexaane (T.e. CrCL< 30 ml/min) (Bx. Touku 4.3, 4.4 ¢




. brbpeunara ¢yHkUHs TpsOBa ga ObAC OLEHEHA CBLUO U NPH ChMHEHHKSA 3a BJIOLIABAHE HA
O61OpeuHaTa GyHKLHA 110 BpEMe Ha JICUEHHUETO (HaMp. XHIIOBOJIEMHS, JEXHUAPATALIMA, U NTPH
CbITbTCTBALNA YIIOTpeOa HA HAKOM JICKAPCTBEHH MPOAYKTH).

MeroabT, KolTo TpabBa Oa ce u3non3Ba 3a otieHka Ha 6vOpeunaTa pynxums (CrCL B ml/min), e
meroasT Ha Cockcroft-Gault.

IIponycnama 0o3a

[TpenopnuBa ce a ce NPOABIKH C OCTAHANUTE €XKEAHEBHU J03H AabUrarpaH €TEKCHNIAT MO ChUIOTO
BpEME Ha CJIEABALINA JEH.

He Tpabea aa ce npyema gBO#HHa 1032, 3a Aa C€ KOMIEHCHPAT NPOITYCHATUTE HHIWBUAYANHH N03H.

Ilpexpamsasane na npuema na oabuzampan emexcunam

JleuenueTo ¢ naburaTpaH eTekcUnaT He TPAORA /1a ce npeKkbeBa Oe3 nekapcku cbaeT. [lauveHTuTe
TpaAGBa Ja OAAT HHCTPYKTUPAHM Ja CE€ CBBPIKAT C JIEKYBALIHUA JIEKap, aKO PAa3BUAT CTOMALIHO-4YPCBHH
CUMITOMM, KaTo gucnencus (Bx. Touka 4.8).

IIpomana na nevenuemo

[TpeMuHaBaHe OT IEUEHHE C AaOUraTpaH ETEKCHUIAT KbM [1aPEHTEPA/ICH aHTHKOATYJIAHT:
[Ipenopbuba ce H34akBaHe OT 24 yaca cie/ Noc/e/iHaTa A03a NpeAM NpeMuHaBaHe oT Jaburarpas
eTeKCHJIaT KbM MapeHTepaieH aHTUKoarynaHT (BxK. To4ka 4.5).

[IpemuHaBaHe OT J€YEHHE C NapEeHTEpaTCH AHTUKOAryJ1aHT KbM Aaburarpad eTekcunar:
[TapeHTepanHHAT aHTMKOAryIaHT TpAOBa Ja ce NPEeKbLCHE M Ja ¢e 3arouyHe qaburarpaH eTekcunar

0-2 yaca npead 4aca, Ha3Ha4YEH 3a MPHEMAHETO Ha CJIEIBAINATA 1033 OT AITEPHATHBHOTO JIEKAPCTBEHO
CPEACTBO, WIH MPH NPEeKPaTABAHE HA JIEYEHHETO, B CIyyald HA HEMPEKbCHATO JICYEHHE (Hanp.
HedpakuMOHHPAH UHTpaBeHO3¢H XenapuH (HDX)) (Bx. Touka 4.5).

Cneyuanrnu nonyiayuu

bvbpeuno yepeacoane

Jleuenrero ¢ gaburarpaH eTekCHUAaT NMpH NauHeHTH ¢ TeXKo O6bOpeuHo yBpexanane (CrCL<
30 m}/min) e npoTHBonokasaHo (Bxk. Touka 4.3).

[Ipu naumeHTH ¢ yMepeHo 6s0peuno yspexaaHe (CrCL 30-50 ml/min) ce npenopwuea HaMaIiBaHe Ha
no3ata (Bx. Tabnnua 1 no-rope u touku 4.4 1 5.1).

Conemcemeawa ynompeba Ha oabuzampan emexcunam u caabu 0o ymepenu unxubumopu na P-
zaukonpomeuna (P-gp), Hanp. amuo0apon, xuUHuouH unu eepanamiil

Ho3aTa Tpabpa na ObAe HaManeHa, KakTo € nocoueHo B Tabnuvua | (Bxk. cuino Toukd 4.4 n 4.5). B To3u
ciyuaii, naburaTpaH eTEKCHIAT U TE3M JIEKapCTBEHHU NPOAYKTH Tpabsa na 6bAaT NpHEMaH# NoO €IHO H

ChLUIO BpeMe.

[Tpu maumMeHTH ¢ ymepeHo 6x0peuHo yBpekaaHe H ChbITbTCTBALLO JICKYBaHH C BEpanaMul, 103aTa Ha
naburarpax erexcunar Tpabea aa Hamanu 4o 75 mg AHEBHO (BX. TO4kH 4.4 # 4.5).

Cmapuecka sv3pacm

[Ipy nauHeHTH B CTAPYECKA BB3PacT > 75 roAyMHH CE NPenopbyBa HaMasBaHe
tabnuua 1 no-rope v Touku 4.4 1 5.1).




Tenecrno meeno

HMa MHOro orpaHHyeH KIMHHYEH OTNMT C NPENOPbUUTENHATA A03HPOBKA MPH MALKEHTH C TEIECHO
Terno < 50 kg wnu > 110 kg. Karo ce uMar npeaBu HAIMYHHTE KIHHHYHA H KHHETHYHY JIaHHH,
KOpEKIHA Ha A03aTa He € HeobxonuMa (Bx. Touka 5.2), HO ¢e NpenopbuBa BHUMATENHO KIMHHYHO

Habmonenue (BXK. Touka 4.4).

Hon

He ce nanara kopurupase Ha nozara (BX. Toudka 5.2).

Ileouampuuna nonyrayus

Hsama cwhorBeTHa ynotpeba Ha naburarpaH eTekcunar B NEAHATPHYHATA MOMYJ1alHA 3a MNOKa3aHHETO
nbpBuYHa npesedHuus Ha BTEC npu nauuenTy, KOUTO ca OWM NMOATOXKEHH Ha MAHOBO LAJIOCTHO
npoTe3npaHe Ha TazobelpeHa CTasa UM LAJOCTHO NPoTE3HPaHe Ha KOJIAHHA CTaBa.

Ilpesenuun na uncy1m 4 cucmemen emboauIbM BpU 653PACHIHY RAUUEHMU C HKIIM c edun unu
noseue puckosu thaxmopu (Stroke prevention in atrial fibrillation, SPAF - Ilpeeenuun na uncyam

npu npeocvporo movxcoene, ITHIIM)

Jeuenue na /[BT u BE, xakmo u npeeenyun na peuudusu na /IBT u BE npu ev3pacmnu

{(IBT/BE)

[IpenoprunTennuTe A03u naburarpau erekcunar npu nokasanusara [TUIIM, JIBT u bE ca nokasanH s

tabnuua 2.

Tabanna 2: [Ipenopbku 3a go3uposxkara npu [IAIIM, BT a BE

IIpenopLKH 32 103HPOBKATA

[IpeBeHLIHA Ha MHCYJIT U CHCTEMEH eMOONU3BM
npu Bb3pacTHU naurentu ¢ HKIIM ¢ eaqun uin
noeeye puckosH ¢akropu (ITUI1IM)

300 mg naburarpad €TeKCHIaT, IPpYEMaHU KATO eQHa
kancyna oT 150 mg nga nbTH AHEBHO

Jleyenue Ha JIBT u BE, kakTo ¥ npeBeHuus Ha
peunausy Ha JIBT u bE npu Bp3pacTuu
nauueHTH (JIBT/BE)

300 mg naburarpaH eTeKCWIaT, MPUEMAHM KaTo €1Ha
kancyna or 150 mg aea 1bTH AHEBHO, CllEN JEUYEHHE C
napeHTePa/icH AHTUKOAry/IaHT B NPOABLKCHUE Haii-

MANIKO 5 QHH

Ilpenopruga ce HAMAIREAHE Ha do3ama

[TaneHT! Ha BB3pacT 2 80 roguHu

JueBHa no3a 220 mg aaburarpaH eTekcunar,

HRL[HEHTH, KOHTO MPpHUEMAT CbITbTCTBALLO
BCpallaMHJ]

PUEMaHu KaTo ¢1Ha kancyna ot 110 mg asa nuTH
ITHEBHO

Torbea o0a ce 006CHOU HAMAIRGANE KA 003ama

[TauueHTH Ha BB3pacT MeXay 73-80 roauHu

[TauneHTH ¢ yMepeHO OBLOPEUHO YBpEeKaaHE
(CrCL 30-50 ml/min)

Tpabsa na ce u3bepe aHesHa go3a ot 300 mg unu
220 mg naburarpaH eTtekcunar, 6a3upaikm ce Ha

[TauueHTH C racTpur, €30QaruT Uiy
racrpoe3odaruaieH peduiykc

MHAUBHYAHATa OLEHKA Ha TPOMOOEeMOOIMYHKSA PUCK
H PHUCKA OT KbpBEHE

J];p}’FH NaHCHTH € NMOBHLICH PUCK OT KbpPBCHC

3a JIBT/BE npenopbkara 3a npwiarade Ha 220 mg naburarpaH €TeKCHIaT, IPHEM
kancyna ot |10 mg Ba MbTH AHEBHO, C€ OCHOBaBa Ha (JapMaKOKHHETHYHYK K dapM
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aHaNW3H W HE € NPOY4BaHa B KIIHHHYHM ycnoBus. Buxre no-gony v Touku 4.4, 4.5, 5.1 u 5.2.

B cayuail Ha HENOHOCUMOCT KbM Ja0WrarpaH eTeKCHIaT NnaureHTHTe Tpadsa na Onaar
MHCTPYKTHPaHH Aa Ce KOHCYJITUPAT BE€Hara ¢ NeKyBAall1A CH JieKap, 3a 1a Obae ripeanpuero
MPHEMJIMBO AITEPHATHBHO JIEYEHUE 32 MPEBEHLMA HA HHCYJIT M CUCTEMEH eMDOJIU3DbM, AaCOLMHPAHM C
npeachpAHO MbXeHe, win 3a [IBT/BE.

Oyenxa na bvbpeunama pynxyus npedu u no speme Ha Aeveruemo ¢ dabuzampan emexcuram

[Ipy BcHukK nanyeHTd H ocobeHOo B cTapyecka Bb3pacT (> 75 roauHm), Thi kato 6b0pedHOTO

yBpex/JaHe MOXKE [a € YECTO CPEIlaHo B Ta3u Bb3pacToBa rpyna:

¢ [Tpenu 3anouBaHe Ha leyeHHeE ¢ Aaburatpan erexcunar ObOpeyHara gpyHkLUa TpadOBa xa Obvae
OLIEHEHA Ype3 M3YUCAsIBaHe HA KpeaTUHUHOBUA KIUPEHC (CrCL), 3a na ce U3KaoyaT nalueHTH
¢ TexKo ObOpeuno yepexaaue (T.e. CrCL < 30 mL/min) (Bx. Touku 4.3, 4.4 u 5.2).

. brOpeunata ¢pyHkuns TpaOBa ga 6bae olEHEHA ChILO H NPH CbMHEHMS 38 BNOLIABAHE HA
Ob6peuHaTa ¢pyHKLUMS NO BpeMe Ha NleHeHHETO (Harp. XUMOBOAEMU, ACXUAPATALIUA, Y MPH
CBHIILTCTBALA ynoTpeba Ha HAKOM JIEKAPCTBEHH MPOIAYKTH).

JIoMbIHUTETHKH H3WCKBAHUA NP MAILJMEHTH € JIEKO A0 yMepeHO ObOpeuHo yBpexaaHe U npu

MalWEHTH Ha BB3PACT HAX 75 MOAHHH:

¢ [To Bpeme Ha neyeHUe ¢ gaburarpaH erekcuiat Ob0peuHaTa pyHKuUUs TpaOBa na Ovae
OLEHIBaHa HaH-MaJIKO €IHH BT FOAHINHO WIH [10-4YE€CTO, NPH HEOOXOOUMOCT, B ONPEICIAcHH
KAWHUMHH CHTYALIHH, KOTaTO HMa CbMHEHHS, Ye ObOpeuHaTa pyHKUMS MOKe Aa Ce MOHUKH WK
Aa ce BAOLUM (HAnp. XKNoBOEMHUS, AeXHApaTaLus, KAKTO U MPH ChIbTCTBalLa yrnoTpeba Ha
HSIKOH JIEKAPCTBEHH MPOIYKTH).

MeTtoabT, KoHTO TpaOBA fa Ce U3M03Ba 3a oueHKa Ha ObOpeyHara ¢pyHkums (CrCL B ml/min), e
mMeToabT Ha Cockeroft-Gault.

IIpoowiancumenrnocm na ynompeba

INpoasiokuTenHOCTTa HA ynioTpedaTa Ha aabwratpaH erexcunar npu nokaszanusta [TUIIM, JIBT u bBE
€ nokasaHa B Tabsinua 3.

Tabanna 3: [Ipoabkareanoct HAa ynorpeba npu ITHIIM a ABT/BE

IToxazanue ([IpoankaTEeIHOCT HA YROTpeba
[MTUTIM Jleuenuero TpadBa aa € ALATOCPOUHO.
JABT/BE [TpoABLMKHTENHOCTTA HA IeYEHUETO TPAOBA 11a Ce Ornpeles HHAXBHAYATHO ClE]

l06e3aBHKBAHE), @ NO-NMPOALIAKHTEIHO JICUEHHE — [IPH TPaiHU PUCKOBH (PaKTOPH UITH

BHHMAaTC/THA OHCHKA HA NMOA3daTa OT JE€HCHUCTO CHPAMO PHCKA OT KbpPBCHC (B}l{. TOHKA
4.4).

KparkocpouHo neuenue (Hai-manko 3 Meceua) TpabBa aa ce NMpoOBekaa MPH HATUYUE Ha
NpPeXOAHH PHCKOBY dakTopH (Hanp. CKOPOLLHA XHPYpPruyHa onepauus, TpaBma,

uavonatuuna JIBT wnu BE.

IIponycnama 0o3a

[IponycHaTta no3a gaburarpaH €TEKCHAAT MOXE Aa Ce npueMe 10 6 4aca npeau cieapaiyara
npeanucaHa ao3a. [Ipu no-mManko ot 6 yaca 40 BPEMETO Ha CNEABALLMSA NIPHEM, MTPOITYCHE
Tp#OBa a4 ce NMPHEMA.

He TpabBa na ce npueMa ABOHHA 1034, 3a Aa CE KOMIICHCHUPAT IPOITYCHATHTE HHIUB

@ﬂﬁéﬂ




IIpexpamsagane na npuema na oabuzampan emexcuiam

JleuenuneTo ¢ naburaTpaH eTekcUIaT He TpaOBa a ce npexkneBa Oe3 nexkapeku cbiet. [launenture
TpabBa Aa ObAaT HHCTPYKTUPAHH A CE€ CBBPXAT C JEKyBAaLHA JIEKap, aKO Pa3BUAT CTOMALLUHO-YPEBHH
CUMITTOMH, KaTo aucnencus (Bx. Touka 4.8).

I[Ipomana na aevenuemo

[IpemuHaBaHe OT JieueHHe ¢ AaburarpaH €TeKCHIAT KbM MapeHTEPAIEH AaHTHKOATYJIaHT:
[Mpenopbusa ce u3yakpaHe oT 12 yaca ciea nocieAHaTa 103a Npeau NpeMHHaBaHe oT Aaburartpad
ETEKCWIAT K'bM NApEHTepalleH aHTHKOaryJaHT (Bx. Touka 4.5).

[IpemMunaBaHe OT JeHEHHE C NMAPEHTEPAJIEH AaHTUKOATYJIaHT KbM Aa0HraTpan €TeKCHIAT:
[MapenTepanHUAT aHTHKOAryJIaHT TPAOBA Ja ce MPEKBCHE H Aa CE 3aMoyHe JabHUraTpaH eTeKCUaT

0-2 yaca npeaq Yaca, HA3HA4YCH 3a MPUEMAHETO Ha C/IEBAllaTa 1034 OT ANTEPHATHBHOTO N€KaPCTBEHO
CPE/ICTBO, WK TIPU NpeKpaTABAHE Ha JIEYEHHETO, B CJIy4ai Ha HEMPEKbCHATO JICUeHHWE (Hanp.
HedpakuuoHHpaH uHTpaBenoseH xenaprH (HDX)) (Bk. To4ka 4.5).

[IpemHHaBaHe OT NeyeHHe ¢ JadUrarpaH eTeKCHIaT KbM aHTaroHMCcTH Ha suraMuH K (BKA):
MomMeHTsT Ha 3anousane Ha BKA Ttpabea na ce kopurupa cnpsamo CrCL kakTto citeasa:

o CrCL = 50 ml/min, npuemnsT Ha BKA TpabBa ga 3ano4yne 3 AHY npeay NpeKkbCBaAHETO Ha
gaburaTpaH eTeKcunar
° CrCL > 30-< 50 ml/min, npueMbT Ha BKA TpabBa na 3anouHe 2 JHH MpeaH rMpeKuCBAHETO HA

naburaTpaH eTeKcuaar
Tt kato gaburarpaH eTekchiatT MOXKe Ja nopausge Ha Mex1yHapoaAHOTO HOPMAaTU3UPAHO
cwotHowenue (INR), INR e orpasu no-no6pe edekra Ha BKA eapa cnen cnupaneto Ha naburarpas
eTEKCUIAT 3a Han-MaaKo 2 aHU. Jlotorasa, INR croiiHocTuTe TpaAOBa 1a ce ThAKYBAT ¢ BHHMaHHE,

[TpemuHaeaHe ot neveHue ¢ BKA koM paburatpan erekcunar:

[TpuembT Ha BKA Tpadea aa ce npeycranosu. aburatpan eTexcHaat MOXe 1a € npuiara BeiHara
oM INR e < 2,0.

Kapouoeepzuo (ITHIIM)

[TauueHTHTE MOTaT J1a MPOIB/XAT NpHeMa Ha Aa0MrarpaH eTekcHiaT o BpeMe Ha KapAHOBEP3IHO.

Kamemuvpua abrayun na npedcvpono muacoene (ITHIIM)

JIuncear JaHHH 3a neueHueTo ¢ gaburatpan erexkcuiaar | 10 mg asa mbTH JHEBHO.

Ilepxymanna xoponapua unmepeenyua (ITKH) cve cmenmupane (ITHIIM)

[MauueHTH ¢ HEKIAITHO NPEACHPAHO MbXKIAEHE, KOMTO ¢a noynoxkeHu Ha [IKH cwe ctenTupane, morar
na 6bJaT NeKyBaHd ¢ naburarpaH eTekcwiat B koMOMHaLUMs ¢ TPOMOOUWTHH aHTHArperaHTH, Chek
KAaTO Ce MOCTHUIHE XeMOocTa3a (BxK. Touka 3.1).

Cneyuainu nonyaayuu

Cmapuecxa ev3pacm
3a npoMeHH B A03aTa PH Ta3H NOMy/auus BuxTe Tabsinila 2 no-rope.

Ilayuenmu c pucx om xvpsene

[TaumeHTH ¢ MOBMIlIEH PUCK OT KbpBeHe (BXK. TOUkH 4.4, 4.5, 5.1 ¥ 5.2) Tpabsa 6‘; f g/




KJIMHWYHO MOHHMTOPHDAaHH (creaeHe 3a NpU3HaUM Ha KbpBeHe U anemus). Kopurupaxe Ha fozara
TpaAOBa Aa 6bJe pelICHO M0 YCMOTPECHHE HA JICKYBallHA JIEKap, CJie OLEHKA Ha CbOTHOUWICHHETO
MOA32/PUCK 32 KOHKPETHUA naureHT (Bxk. Tabnnua 2 no-rope). KoarynauuoHeH tect (Bx. Touka 4.4)
MOJKE J1a [IOMOTHE 3a HACHTHHHLMPAHE HA MaLHEHTUTE C MTOBHILEH PUCK OT KbPBEHE, NPUYHHEH OT
MpeKoMepHa eKCMo3uuua Ha aaburarpad. Korato ce ycTaHOBH NpEKOMEPHA EKCNIO3HLIMA Ha
naburarpaH, nNpy NaLKUEHTH C BUCOK PUCK OT KbPBEHE, C€ MPENOPHLYBA NPWIaraHe Ha HaMaJieHa J03a
220 mg, npuemana Kato efiHa kancyna 110 mg asa mxTe AHesHo. [IpM nosBa Ha KIIMHUYHO 3HAUUMO
KbpBEHE JieueHHeTo TpAOBa 1a ce npeKbCHe.

[Topaau MOBULIEHHA PUCK OT CTOMALLIHO-YPEBHO KbPBEHE MPH NALMEHTH C FaCTPHT, €30(aruT Win
racTpoe3odarnaieH peuyke MOXKeE Aa ce 0OMHCIM HamMansBaHe Ha qo3aTa (BXK. Tabirua 2 no-rope u
TOUYKa 4.4).

bvbpeuro yepexcoane

Jleyenuero ¢ naburaTpaH eTekCUNaT (PH NaLMUEHTH ¢ TEXKKO O6B0peyHo yepexaaHe (CrCL
< 30 ml/min) € npotuBonokazaHo (Bx. Touka 4.3).

He e HeoOxonuMo KopurupaHe Ha 103aTa NpY NalLMEHTH ¢ neko ObOpeYHO yBpexaaHe

(CrCL 50- < 80 ml/min). [1px nauueHTH ¢ ymepena 6u6peuna negocrarsuHoct (CrClL 30-50 ml/min),
npenopbuHTeNHara 103a Aaburarpan erekcunar e cbiio 300 mg, npuemany KaTo eJHa Karncyna

150 mg apa nbTH AHEBHO. Bbrpeku TOBa, NPU NALKEHTH C BUCOK PHUCK OT KbpBeHE TpabBa aa ce
oOMHCIM HaMaNiaBaHe Ha ao3aTta jaburarpad eTekcuiar 40 220 mg, mpUeMaHH KaTo €1Ha Kancysa
110 mg apa mbTH queBHO (BXK. TOUKH 4.4 u 5.2). BHUMaTenHO KNIHHWYHO HabNiOJeHKe ce NMpenopuyBa

Mpy NauudeHTH ¢ 6OpeyHo yBpexKaane.

Cwnemcemeawya ynompeba Ha dabuzampan emexcuiram u caabu 0o ymepenu unxubumopu na P-
nuxonpomeuna (P-gp), nanp. amuooapon, xunuoun wiu epanamun

He e HeoOxoanMO KOpUrHpaHe Ha 103aTa MPH CbITbTCTBALLO MPUIOKEHHE C aMUOAAPOH MITH XHHUIHKH
(BX. TouKU 4.4, 4.5 1 5.2).

[TpenopbuBa c¢ HaMaNABAHE HA N03aTa NPU MALMEHTH, KOUTO NPHUEMAT CHITLTCTBALLO BeparnaMmul (Bx.
Tabnuua 2 mo-rope U ToukH 4.4 1 4.5). B TakbB cnyvai nabvrarpaH erekcunar 4 sepanamuil Tpabsa

a ce NpHEeMaT MO €JHO M ChILO BPpEME.
Tenecno meano

He ce Hanara kopurupaHe Ha no3ara (Bx. Touka 5.2), HO ce NpenopbYBa BHUMATEIHO KIIMHUYHO
Ha0AK0AeHHE NpH NaUMEeHTH ¢ TeecHo Terno < 50 kg (Bx. Touka 4.4).

Ion
He ce Hanara kopurupase Ha go3ara (Bx. TO4Ka 5.2).

Heouampuuna nonyaayus

Hsama choTBeTHA ynorpeba Ha gaburarpaH eTekcuiar B NEAXATPUHHATA MOMYJ1aUMs 32 MOKa3aHHETO
NPEeBEHLIUA Ha HHCYJIT U CUCTeMeH emMOoIn3bM npu nauyeHtd ¢ HKIIM.

Heuenue na BTEC u npesenuur na peuunousupauiu BTEC npu neouampunnu nayuernmi
-a’h\W' Nty 2

[Tpu neuenue Ha BTEC npu nieanaTpuyHU HALUKEHTH IeyeHHeTo Tpadsa ga ce 3ano
C MapeHTepaleH aHTHKOAryJIaHT B TPOABJIKEHUE Ha Hal-MalIko 5 aHM. [1pu npese

petmansupaiu BTEC seuennero Tpsbpa 1a ce 3anouHe ciefl NPEXOaHo jeueHue]| T
2\4
JabHraTpan eTeKCHJIAT Kancy./ a4 TpabBa aa ce npHeMar JBa NbTH AHEBHO, ek C&o
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elHa J03a Beuep, NPHOIN3UTEHO MO €IHO M ChLIO BpeMe BCEKH AeH. MHTepBantT MexAy A03UTE

TpaAOBa Ja € KOJKOTO ce Moxe no-dnuzo Ao 12 vaca.

[TpenopbuHnTeaHaTa A03a Ja0UraTpaH €TEKCHIAT KalCyJiH Ce ONpeaess Bb3 OCHOBA Ha TEJIECHOTO
TErJIO ¥ Bb3pacTTa Ha MalMeHTa, KakTo € nmokasaHo B Tabnuua 4. [lozara Tpabsa na ce KOpHrUpa
CNOpE/ TeAIECHOTO TErJI0 U Bb3PAcTTa C HanpeABaHETO Ha JIEYEHHETO.

3a KOMOHHALHMUTE TEJIESCHO TErJIO U Bb3pPacT, KOUTO HC Ca NMMOCOYCHHU B Tabnvuara 3a HO3HpAaHC, HC

MOrar aa ObJaT JageH Npenopbiy 3a JO3UpaHE.

Tabauna 4: EAvHnYnH n o0IH JHEBHE 1034 ARDHraTpaH €TEKCHUJIAT, B MHJIHIPaMA (mg),
cnopen TeNeCHOTO Ters1o B KuJorpamu (kg) m Be3pacTra Ha NANHEHTA B FOJAHHH.

KoMOHHAIHM T€JIECHO TErI0/Bb3pacT Eanangna 2032 O6ma aHeBHA 1032
Tenecno Tero B kg | Beipacr B rognun B g 8 Mg
11 po< 13 §n10<9 75" 150
13 n00< 16 8 jo< 11 110 220
16 no < 21 8§ o< 14 110 220
21 npo< 26 810< 16 150 300
26 1o < 31 8n0< 18 150 300
31 mo < 41 810< 18 185* 370
41 po < 51 | 800< 18 220 440
51 go < 61 8§ 10< 18 260 520
61 o< 71 810< 18 300 600
71 no < 81 8§10< 18 300 600
> 81 10 npo< 18 300 600

EaMHUYHK 0034, M3MCKBAIH KOMOMHALMHK OT NOBeye OT €Ha KarcyJa:

300 mg: ase xarcyau 150 mg wnu
yeTHpH Kancynu 75 mg*

260 mg; enHa kancyna 110 mg mmoc enHa 150 mg unu
enHa kancyna 110mg nmoc ase 75 mg*

220 mg; aBe kancynu 110 mg

185 mg*. enHa kancyna 75 mg* nmoc eana 110 mg

150 mg: eaHa xancyJsa 150 mg nu

ABe Kancynu 75 mg*

*No3aTta ot 75 mg Tenekcep He € HANKWYHA, NMOPAAH KOETO HE € MOAXOAALLA 34 rOpecliOMEeHATHTE
rpyny nauueHTH. [Ipy Te3r nauneHTH TpadBa 1a ce U3NoA3BaT APYrH JIEKAPCTBEHH NMPOAYKTH,
CLABLPXKALIK AaburaTpaH eTekcunar 75 mg.

Oyenka Ha bvOpeunama QyHKyus npedu U no 8peme Ha ieHeHuemo

[Ipenu 3anouyBaHe Ha A¢UYECHHETO TpAOBa Aa ce€ onpeae/n H3UUCAEHATa CKOPOCT Ha MIOMEpYJ/IHa
¢untpanus (MCI'®) no dopmynara Schwartz (MeToabT, HINOA3BaH 3a OLEHKA HA KpeaTUHHHA, TpaOBa
na 6bae NOTBLPACH OT MECTHA JlabopaTtopus).

JleueHueTo ¢ naburarpaH eTEKCUIAT € NPOTHBOMOKA3AHO MPH NeJHaTpHUHH nauueHTH ¢ nCl'd
< 50 ml/min/1,73 m? (8. Touka 4.3).

[Mauuentu ¢ uCI'O > 50 mYmin/1,73 m? psbea na 6baaT JeKyBaHH ¢ 1032 CHIVIACHO Ta

[lTo speme Ha neuyennero OnOpeuHaTa pyHKUKHK TpAOBa Aa ce oLeHABa MTPY ofipe
CUTYaLHH, KOraTo WMa CbMHEHHs, Ye ObOpevHaTa PYyHKIMS MOXKE A3 CE€ NMOHWKH
(Hanp. XUrioBoJIEMUSA, AEXUAPATALMA, KAKTO U MPH CbITbTCTBaILA ynoTpeba Ha on
NEKapCTBEHH NPOIYKTH M 1Ip.).



IIpoovaxcumennocm na ynompeba

[TpoAB/IDKUTENTHOCTTA HA E€YEHUETO TpAOBa [a ce ONpeac/A HHAHBUAYAIHO B 3ABUCHMOCT OT
OLIEHKATA MoJ13a/pUCK.

IIponycnama doza

[TporrycHara no3a naburaTpaH eTeKCHIaT MOXe Aa ce npyieme Ao 6 yaca npeau ciaeasaiuara
npeAnycana ao3a. [Ipu ocrasamu no-mManko or 6 yaca 10 CleaBal{s [IPHEM, NPOITyCcHAaTaTa J03a He
Tpabsa na ce npuema.

B Hukakss ciyuait He TpaOBa na ce npyema ABOHHA /1033, 32 1a C€ KOMMEHCHPAT MPOITYCHATUTE
HHAXMBUAYAITHHA JO3H.

Ilpexvceane na aewenuemo ¢ Oabucampan emexcuiam

JleuenuneTo ¢ fabUraTpaH erekcWiaT He TPAOBa [1a ce MpeKbCeBa Oe3 KOHCYITauus C JIeKap.
[TauresTHTe WIK OOrpHXBAaIUWTE I'M MLA TPAOBA Aa ObAAT MHCTPYKTHPAHHU [a CE CBLPXKAT C
JIEKYBAUIUA JIeKap, aKO NAaLMEeHThT pa3BHe CTOMALLIHO-YPEBHH CHMNTOMY, K&TO AUCNENCHA (BX. TOUKA
4.8).

Ipomana na reuenuemo

[IpeMHHaBaHe OT NeyeHKe ¢ naburarpaH €TEKCUIAT KbM NapeHTepaieH aHTHKOAry IaHT:
[Ipenoprusa ce 1a ce u34aka 12 vyaca ciaeq nocaenHara aosa [ipeau npeMHHaBaHe oT Aaburarpan
€TEKCHIAT KbM MapEeHTEPANICH AHTHKOAryJIaHT (BXK. Touka 4.5).

[IpemuHaBaHe OT AeYEHHE C apeHTepaieH aHTHKOArynaHT KbM JAabHraTpas eTeKCHAT:
[lapenTepaHUAT aHTHKOAryIaHT TpAOBa J1a ce MpeKbCHE M Aa ce 3anoyvxe AaburaTtpaH etexcunart (-2
yaca Mnpeay Yaca, orpeAesieH 3a MPUIOKEHHETO Ha NAPEHTEPAIHHA aHTHKOAryJIaHT, WH [pH
[peKpaTABaHE HA JIEYEHHETO, B CNy4ai Ha HENMPEKbLCHATO JIeHEHHE (Hanp. HedpaKLUMOHHPaH
uHTpaBeHo3eH xenapud (HO X)) (Bxk. Touka 4.5).

[TpeMyHaBaHE OT Je4yeHHe ¢ JabUraTpaH €TEKCHAAT KbM aHTaroHMCTH Ha BUTaMuH K (BKA):
[TauueHTyuTe TpaOBa Aa 3anouHaT npueM Ha BKA 3 nuu npeau npekscBaHETO Ha JabWraTtpaH
ETEKCHIAT.

Toii kato maburaTpaH €TEKCHIAT MOXKE Ja NOBIHIE Ha MeXIyHapoAHOTO HOPMaJTH3HPAHO
crotHoleHue (INR), INR we orpasu no-nodpe edpexra na BKA ensa ciien cnupasdero Ha gaburatpaH
eTeKkcuiaT 3a Haii-manko 2 AHd. Jlotorasa, INR croitHocTuTe TpaOBa Aa ce ThAKYRAT ¢ BHUMaHHE.

[TpemuHaBaune ot sieueHune ¢ BKA kbvm naburatpan erexcunar:
[TpuemsbT Ha BKA Tpa0Ba na ce npeyctanosu. J{aburarpan eTekcwiar MOXKE 4a C€ rpujara BeaHara
oM INR e < 2,0.

HayuH HA npUNOKEHHE

To3u nekapcTBeH MPOAYKT € 3a NEPOPATHO NPHUIIOKEHHE.

Kancynure Morar Aa ce npuemart cb¢ WiM 6e3 xpana. Kancyaure TpgaOBa aa ce nornbiuar LEH ¢ Yaia
BOJIA, 33 /id C€ YJIECHH AOCTUTAHETO UM 0 CTOMaxa.

[TauuenTrTe TpaAOBa Ja ObAAT HHCTPYKTHUPAHH [ia HE OTBAPAT KarcyJaTa, Thid KaTo TOBa MOXE 1a
IOBHIIIH PUCKA OT KbpBeHE (BXK. TOUkH 3.2 # 6.6).

4.3 IlporHBonoKazaH4d

. CBpbX4YBCTBUTEIHOCT KbM aKTUBHOTO BELUECTBO HITH KbM HAKOE OT NOMO
n36poenu B Touka 6.1

Texko 6u6peuno yspexaaHe (CrCL < 30 ml/min) npu Bb3pacTHH faLueH
uCI'd < 50 ml/min/1,73 m? npu neAYaTpUUHH MALUMEHTH
9




. AKTHBHO KJIMHHYHO 3HA4HMO KbpPBEHE

. Jleaus wiH CHCTOAHHE, KOETO CE ornpe/ens KaTo 3HauuM PHUCKOB (akTop 3a rojIAMO KbpPBEHE.
Topa MOKe J1a BKTHOUYBA HACTOSIIH WIH CKOPOUIHM CTOMALUIHO-YPEBHU pa3fA3BABaHUA, HATHUHE
Ha 3/TOKAaYECTBEHH HOBOOOPa3yBaHUA C BUCOK PUCK OT KbPBEHE, CKOPOLLUHO MO3BYHO WIH
rppOHAYHO HapaHABaHe, CKOPOILHA MO3bYHA, IPLOHAYHA UM OYHA XUPYPIrHUHA HHTEPBEHLIHA,
CKOpPOILIHA BbTPEUEpernHa XeMoparis, H3B€CTHH WIH BEPOATHH BapHLIM HA XpaHOMPOBOAaA,
apTepHOBEHO3ZHU Ma(PpOMALIKH, ChAOBH AHEBPHIMH HITH F'OJIEMH BLTPErphOHAUHU KM
BLTPEMO3bYHH CHAOBH AHOMATHUH

. CbObTCTBALILO JIEYEHHE C HAKOHU JPYTr¥ aHTUKOAryJIaHTH, Hamp. HEQpakLMOHWpaH Xenap1H
(HDX), xenapuHK ¢ HUCKO MOJIEKYJIHO TerNo (€HOKCaNapyH, JanTeNapyH H Ap.), IPOU3BOAHH
Ha xenapuHa (boHAANAPUHYKC W Ap.), AHTHKOATYNaHTH 3a EepOpaTHO NPHIOKEHUe (BapdapuH,
puBapokcabaH, anukcabaH U ap.), OcBeH B crnelkprunn yciosus. Tosa ca CiryunTe Ha NpOMsHA
HA AHTHUKOATryNaHTHOTO neyeHue (BxK. Touka 4.2), korato HOX ce nmpunara 8 1034, HEOOXOAUMH
3a NOJIbPKAHE HA OTBOPEH LUEHTPAIEH BEHO3EH WK apTePHANIEH KaTeThp, WK korato HPX ce
MpHJIara 1o BpeMe Ha KaTeTbpHa abnaius npy NpeachpAHO NPH NPEACHPAHO MBXKAECHE (BX.

Touka 4.5)

. YepHoapoOHO yBpexcaane Wi YepHOapoOHO 3aboigBaHe, 3a KOETO 04aKBa 1a HMa OTPAXKCHHE
BbPXY [PEXUBAEMOCTTA

. CbObTCTBALLO JIEYSHHE ChC CIIEAHHTE MOLIHH P-gp HHXHOUTOPU: KETOKOHA30J1, RHKIOCOPUH,

HTPAKOHA30J1, APOHEIAPOH U KoMOMHaLMATA C PHKCUPAHU A03U [NieKanpeBUp/MHOpeHTacBUp
(Bk. TO4YKa 4.5)
. CobpIeyHH KIanmHK NPOTe3H, M3UCKBALH aHTUKOAry/JJAHTHO JeUeHHe (BXK. Touka 5.1).

4.4 ChnenHaaHu npeaynpexaeHHs H NPeaia3HH MEPKH NPH ynoTpeda

XeMoparuieH pHcK

JlaburarpaH erekcunar TpsOBa 1a ce rpuiara ¢ NOBHILIEHO BHHMAHUE NPH ChCTOAHHA € NMOBHILEH
PHUCK OT KhPBEHE WIH NpH ChITBTCTBALIA yrnioTpeda Ha JIEKapCTBEHH NPOAYKTH, MOBIHABALLH
XeMocTasara ype3 HHXHOUpaHe Ha TpomOouMuTHATa arperauds. [1o BpeMe Ha TepanuaTa KbpBEHe
MOXKE 113 Ce MOSABY HaBcAKbAE. [Ipy HeouakBaH cnaj HAa XxeMornoduHa WWiIM XeMaTOKpHUTa, WY Crajl
HAa KPBBHOTO HalsraHe, TpaOBa Aa ce U3BLPLIM Nperie] 3a yCTaHOBABAHE MACTOTO HA KbPBEHE.

[IpH BB3paCTHH MALMEHTH B C/lyyayd Ha XKHBOTO3aCTPALIABALLO WIH HEKOHTPOIHPAHO KhPBEHE, KOTATO
e HeoOXOoAMMO OBP30 HEYTpanH3HpaHE HAa aHTUKOATYNaHTHUA eekT Ha gaburaTpaH, MOxe Aa ce
M3NoJI3Ba cnelnpUYHOTO HEYTPATM3UPALLIO CPEACTBO HAapyLu3yMab. EpukacnocTTa m
6e3onacHOCTTa Ha MIApPYLH3yMal He ¢a YCTAHOBEHH IPH NEJHATPUYHH MALMEHTH.

Jaburarpan moxe fa Obe OTCTpaHEH NOCPEACTBOM XeMoauanusa. Hlpu pb3pacTHH NnanHeHTH ca
Bb3MOXCHH JAPYTH ONL{UYU KATO M3MO/3BAHE Ha MPACHA UAJIA KPbB WM MPACHO 3aMpa3eHa rasma,
KOHUEHTPAT Ha KoaryJaldoHHH (GakTopH (AKTUBUPAH WM HEAKTUBHPAH), PeKOMOHWHAHTEH dakTop
VIla unn TpombouMTHA Maca (BxkK. cbLIO TOYKa 4.9).

B x1HHHYHH H3NHUTBaHHA Ja0UraTpaH €TEKCUJIAT Ce CBbpP3Ba C N10-BHCOKH HMBA HA roJIAMO CTOMAUIHO-
ypeBHO (CY) kbpBene. [ToBulueH pyuck € HadMOAaBaH NMPH MALKHEHTH B CTApYE€CKa Bb3pacT

(> 75 roanHH) NpH cxema Ha rpunarase 150 mg aBa mbTH AHEBHO. [pyru puckosH dakropu (Bxk.
chILO TabnHia 5) BKIIOUBAT €4HOBPEMEHHO JieHeHHE ¢ MHXUOHUTOpH HA TpOoMOOLUMTHATa arperauus,
KaTO K10onuaorpen v auetuncanuunosa kucenuta (ACK) win HecTEpOUAHHM NPOTHBOBB3NMATUTEC/IHH
cpeactea (HCIIBC), kakTo 1 Hanu4ueTo Ha e30¢haruT, raCTpHT WK ractpoe3odarnaiieH pediykc.

Puckosu ghakmopu

Tabnuua S obobulaBa dhaKkTOpUTe, KOUTO MOTaT Aa MOBULUAT XEMOParu4yHUs PHUCK.

Tabanna 5: PakTopH, KOATO MOIAT A2 MOBHUIAT XEMOPATHYHAA PHCK.

| IPuckoBH dakTopH
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DapMakoAHHAMHYHH M KHHETHYHH (aKTOpH Bb3pact > 75 roamsu
[DaKTopH, KOUTO MOBUILABAT MJA3MEHUTE HUBA  [[naguu:

Ha naburarpaH o Ymepeno 6b0peuHo yBpexxaaHe npu
eb3pacTHu naudeHTH (30-50 ml/min CrCL)
® MouiHu P-gp HHXHOUTOPH (BK. TOYKH 4.3 4
4.5)
o CHBMECTHO npuiaraHe Ha c¢nabu 40 yMEpeHH

P-gp UHXHOMUTOPH (Hanp. aMHOAAPOH,
Bepanamuil, XMHWIUH U TUKarpesop; B,

Touka 4.5)
BropocTeneHHH:
o Hyicku Tenecno terno (< 50 kg) npu
Bb3PACTHH NALUEHTH
dapmakoqMHAMHYHH B3aUMOJCHCTBHA (BXK. o ACK u npyrui uHxubuTopH Ha
ITouka 4.5) TpoMOOLIMTHATA arperatus, KaTo
KIOnMI0rpen
° HCTIBC

° SSRI unu SNRI

JIpyry nekapcTBeHH NPOAYKTH, KOUTO Morar
Ja HapyllaT XeMocTasaTa

3abonaBaHusa/mpoueaypH ¢ 0COOEH XEMOPAruycH e Bpoaenu uau npuaoOMTH HapyLIEHHA Ha
PHUCK Koarynauusara
o TpombouuToneHus unu GyHKUHOHATHH
TPOMOOUUTHH nedeKTH
o Ckopoiuta Ouoncus, ronsMa TpasMa
L bakrtepuaneH eHIOKaApAUT
° E3zodardr, racTpuT win racrpoe3odarmancH
pedayke

CobliecTBYBaT OrPaHMMEHH JaHHHU MpH Bb3pacTHU nauveHTH < 50 kg (Bxk. Touxa 5.2).

ConbrcTBaItaTa ynorpeba Ha qaburarpaH erekcunat W P-gp uHxuOMTOpHM He e nNpoy4BaHa npu
neIHaTPHYHHY NALWEHTH, HO MOXKE 112 YBE/IMYH PUCKA OT KbpBEHE (BX. TOuKa 4.3).

IIpeonasuu mepxu u 063a086AHE HA XeEMOPpA2UYEH PUCK

3a oBnafAABaHe HA YCI0XKHEHHSA C KbPBEHE BIKTE ChLLO TOWKa 4.9,
Oyenxa Ha ceomuouweHUemo noA3A/ puck

Hanuuuero Ha ne3uu, 3abonasanus, npoueaypu wunu gapmakonoruiHo jgeueHue (kato HCIIBC,
TpoMbouuTHH anTHarperadti, SSRI n SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEJIHO YBEIHYABAT PHCKa OT
roJIiMO KbPBEHE, H3UCKBAT BHUMATEIHA OLEHKA Ha ChbOTHOLWEHHETO noa3a/puck. JlaburarpaH
eTekcunar TpadBa Aa ce AaBa caMo aKO NOJI3aTa HaABULLABE PUCKA OT KLPBEHE.

HanuuuuTe KIHHHUYHHA A2HHH 33 MeJHATPHYHH NALHEHTH C PUCKOBU PAKTOPH, BKITIOUHUTENTHO
MALIMEHTH C aKTHBEH MEHHHIUT, eHUe(aHT U BbTpedepeneH adbcuec (Bx. Touka 5.1) ca orpaHuueHH.
[Tpu TakKBa nauMeHTH AaburaTpaH eTekcuwiar Tpa0Ba Aa ce Aasa CaMoO aKO OYaKBaHATA MoJI3a
HaJBULIABa PHCKA OT KbpPBEHE,

Bruumameno kiuHuRo Habaooerue

[IpenopryBa ce BHUMATENHO HAOMIOAEHUE 3a NPHU3HALIM HA KbPBEHE WM AHEMHA NIp
HA JIedeHHe, ocobeHo ako pucKkoBuTe dhakTopH ca koMOHHHpaHHM (BK. Tabiuua 5 rno-
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ce BHHMaBa 0coDEHO MHOFO, KOoraro gaburaTpaH €TeKCHNAT ce Nnpuiara eAHOBPEMEHHO C BepanaMmi,
aMMOJapOH, XMHHHAKH WK KNapuTpoMHLMH (P-gp HHXUGHTOPH) H OCODEHO NPH NOABA HA KLPBEHE,
Haki-Beue NPU NalMeHTH ¢ HamaneHa 6v0peyHa PyHkLMS (BXK. ToO4Ka 4.5).

[Ipenopbuea ce BHUMATENHO HabnroaeHKe 3a IPH3HALM HA KbPBEHE NPH MALHEHTH, JIEKY BAHH
cwireTeTBal0 ¢ HCIIBC (Bxk. Touka 4.5).

IIpexwceane na revernuemo c dabuzampan emexcuiam

[TauueHnTHTE, KOMTO pa3BHAT ocTpa OBOpeuUHa HEAOCTATHYHOCT, TPADBA 1a NPEYCTAHOBAT NPUEMa Ha
gaburaTpaH eTeKCHIAT (BXK. CbLIO ToHKa 4.3).

Koraro ce nosBy TeKKO KbpBeHe, TpROBa a ce NPEKPATH JICYEHUETO, Ad CE€ M3CJIC/IBA NPUYMHATA 32
KbPBEHETO M MPH BL3PACTHH NALHUEHTH MOXE Ja c€ ODMHC/IH NMPUIIOKEHHE Ha CIELIMPHYHOTO
HEYTpATH3KpaILO cpeAcTBO (Maapyuusymatd). E¢ukacHocTTa M He3omacHocTTa HA HAApYLIH3yMal He
Ca YCTAHOBEHHM MPH NeauaTpuuHu nauueHTu. laburatpas Moxe na 6bae OTCTPaHEH NOCPEACTBOM
XeMoauanu3a.

Vnompeba na unxubumopu na npomonnama nomna

Moske 1a ce oOMHCAH NpUIOKeHHe HA MHXHOUTOp Ha npoToHHaTta niomna (UII1I1) sa npesenuus va CY
Kbpsene. [IpH neaMaTpuyHy NauMeHTH TpsbBa 1a ce ciieBaT MPENOPbKUTE, ONKUCAHH B KPAaTKaTa
XAPAKTEPHCTHKA HAa MPOAYKTA HA ChbOTBETHUSA HHXUOMTOP Ha NPOTOHHATA NOMIIA.

Jabopamopru koazynayuonnu napamempu

Bhnpeku ue TO3H EKaPCTBEH NPOAYKT MO NPHHLIUIT HE H3HCKBA PYTHHHO MOHHUTOPDHPAHE Ha
aHTHKOAryJJaLMNATa, ONpee/IsHE Ha CBbp3aHaTa ¢ /aburaTpaH aHTHKoaryaaluus Moxe 1a 6nae ot
10J13a 32 YCTAHOBSBAHE HA MPEKOMEPHO BUCOKA EKCMO3ULIMA HA JaburaTpad npH HANHYKE Ha
AOMBIHUTETHH PHCKOBH (PAKTOPH.

TpombuHosoTO BpeMe upe3 paspexaane (TBP), exapuHosoTo BpeMe Ha cbeupBaHe (EBC) u
aKTHBHPaHOTO napuuanto TpomdorutactTiHoBO BpeMe (APTT) morar na npeaocTasdr ronesqa
rHpopmMaiusa, HO peayaraTiure TpAOBa fa ce THJIKYBAT C MOBHLUICHO BHHMAHHE NOPAIH
BapHaOMIHOCTTA MEXKIY TECTOBETE (BXK. TO4Ka 5.1).

TecTuT 32 OnpeaensHe Ha MEXKAYHAPOAHOTO HOPMANTM3HPaHO cboTHOLWIEHHE (International normalised
ratio, INR) He e HanexxaeH rpy NalMeHTH Ha Je4yeHue ¢ faburarpaH eTexCcHIaT 4 UMa AOK/IaJiBaHH
cnyvau ¢ ¢aniumeo nonoxurento nopuwerye Ha INR. 3atosa INR Tectose e Tpabsa na 6bnar

[TPOBCAAAHH.

Tabnuila 6 noka3pa Hal-HUCKUTE NPArOBE HA KOAryJallMOHHHUTE TECTOBE NPH BH3PACTHH NALUEHTH,
KOHWTO MOraT ja ObaaT CBbpP3aHU C NMOBUILLIEH PUCK OT KbpBeHe. CHOTBETHUTE NparoBe rpu
neaHaTpPHYHH NAUMEHTH He ¢a H3BECTHH (BXK. Touka 3.1).

Tabauna 6: Hali-auckH aparose Ha KOAryJJallHOHHHTE TECTOBE NPH BLIPACTHH NALHEHTH,
KOHTO MOTAT Aa OBaaT CBbP3aHH ¢ NOBHIUEH PHCK 0T KbpBEHeE.

TecT (Haii-HUCKA CTOMHOCT) [lokazaHue
[1bpBHYHA NPEBEHLKSA HA [TUIIM u ABT/bE
BTEC npu oproneanyua
onepauus

TBP [ng/mL] > 67

EBC [x mbsTH Haj ropHata rpaHuyiia Ha Hsama naHHH

HOpMaTa

APTT [x mbTv Haa ropHata rpaiuna va P 1,3

HopMaTa]

INR He tps0sa f1a ce npopexa
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Ynorpeba Ha ¢HOPHHONMTHYHU JEKAPCTBEHH NPOAYKTH 3a JTEHYEHHE HA OCTbD UCXEMHUYEH WHCYT

YnorpebaTa Ha GUOPHHONUTHUHH IEKAPCTBEHH NPOAYKTH 3@ JIEYCHUETO HA OCTBP HCXEMHYEH HHCYAT
MO3Ke aa ce obcham, ako croifHocTHTe HA TBP, EBC unu APTT He HaaBuLaBaT ropHaTa rpaHuua Ha
Hopmata (Upper limit of normal, ULN) cnopen mectHHTE pedepeHTHH rpaHHLIM.

XHUpPYPruyHH OnepaLu U UHTEPBECHIIUH

[lpu naudeHTH, NpMemMalnu faburarpas €TeKCHiIaT, KOMTO Ca MOJIKEHH Ha XHPYPruyHa
MHTEPBEHUUS WK UHBa3WBHH NMPOUEIyPH, ChLLECTBYBA PHCK OT KbpBeHe. [1o Tazu npuunHa
XHPYPrU4HUTE HHTEPBEHLIMH MOTAT Ja Hal0)KaT BPEMEHHO TIPEKPAaTIBaHE HA NPUEMAHETO Ha
naburarpaH eTeKCUNar.

[TayeHTHTE MOraT Aa NpOoIbL/DKAT NpyeMa Ha AaburaTpaH €TeKCHIAT, KOraTo ¢a NoyJIoKEHHU Ha
KapAXOBep3HO. JIKNCBAT AaKHH 3a JeveHHeTo ¢ AaburarpaH erekcunar 110 mg ABa nbeTH AHEBHO NPH
NauWeHTH, KOHTO Ca NMOIOKEHH Ha KaTeThpHa abnauus Ha NMpeAChpAHO MbXKAEHE (BK. TOUKa 4.2).

Heobxo0aMMo € MOBHLIEHO BHUMAHKE, KOTATO JICUCHHETO BPEMEHHO CE MPEeKpaTH Nopaiu
WHTEPBEHLIMM M Ce TIPEeNopbYBa MOHUTOPHpPaHe Ha aHTHKoaryaauuarta. [1pu naunedTn ¢ 660peuna
HEAOCTATHYHOCT KIHPBHCHLT HAa AaburarpaH Moxke Ja Mpoab/uKK No-aunro (Bx. Toyka 5.2). Tosa
TpAOBa Aa ce B3eMe NpeJBHUA Npear BCAKa npoucaypa. B Takuea ciy4yad koarynaloHEH TECT (BK.
ToukH 4.4 ¥ 5.1) MOXe 1a NOMOTHE Aa c€ ONpeacay ATk BCE OLUE UMA HAPYLIEHHE Ha XeMOoCTa3ara.

Crnewrtu Xupyp2uvHu onepayuu Ul HeOMAONCHU NPOYeOYpU

[IpuembT Ha gaburaTpaH eTekcuat TpsbBa aAa Obae BpeMEHHO npekpaTteH. Ako € HeobxoaumMo 6Bp3o
HEYTPAIN3HPAHE Ha AHTHKOATYJIAHTHHA eQieKT, MOXKe Ja CE U3I0J3Ba CNELUPUUHOTO
HEYTpaJu3MpalIO CpeACTBO HA AaburaTpaH (Maapyuu3ymad) 3a Bb3pacTHu nauueHTH. Edukachocrtra
¥ 6e30nacHOCTTa Ha UIAPYLIH3YMab He ca YCTAHOBEHH NPH NeauaTpuyHy nauueHTH. Jaburatpan
MOX¢e J1a ObJe OTCTPAaHEH NOCPEACTBOM XEMOAHATHAA.

[Ipu npeycTaHOBABAHE HAa TepanuATa C JaburaTpaH MalMeHTUTE Ca H3I0KEHHU Ha TPOMOOTHUYEH PHCK,
CBBbP3aH ¢ OCHOBHOTO UM 3abonssane. JleyenneTo ¢ paburarpad eTexcwiaT Moxe Aa ce Bp3obHosH 24
yaca cjie]l NPUIOKEHUE HA HAAPYLIM3YyMa0, ako MalHEHTHT € KIKHHYHO CTaDWIEH H € NOCTUrHaTa
aJICKBATHA XEMOCTA3a.

Xupypzuinu onepaytiu/ uHmepeeHyyuy Ha NOOOCMpPY CbCMOSHUA

[TpvemMbT Ha nabHraTpaH eTekcuaaT TpabBa BpeMeHHO Aa ce npekpaTu. [1o BL3MOoXKHOCT,
XHPYPrU4HATA ONepaLMa/MHTEPBEHLIMA TPAOGBa Ja ce OTIOXKH 10 H3MHHABAHETO Ha HaW-Manko 12 yaca
clieJ MpreMa Ha NMoc/ieAHaTa 103a. AKO XMpypruyHara onepalus He MOXe [1a ce OTJIOKHU, ChLUECTBYBa
MOBHILEH PUCK OT KbpBeHE. T0o3H puck TpaOBa 1a ce OLUEHHU CNPAMO CIELUHOCTTA HA HHTEPBEHLIMATA.

I[Ihanosa xupypzuuna onepayus

[Ipu BB3MOXKHOCT, IPHEMBT HA AadUraTpaH eTekcHIAT TPAOBA Aa ce npekpaTy Hak-manko 24 vyaca
MpeAy W3BBLPILIBAHETO HA MHBA3HBHA WUJTH XMPYPruvHa npoueaypa. [lpekparasaHe npuema Ha
naburarpaH erexcunaar 2-4 AHM Npead XUpypruyHa onepauus TpadbBa Ja ce uMa npeasua ApH
MalLHEeHTH C MOBULUEH PUCK OT KbPBEHE WIH B CJIyyad Ha roisiMa onepaums, 1pu KOSTO MOXKE Aa €
HeoOX0AHMa MbJIHA XEMOCTA3A.

Tabaunua 7 obobuiaea npaBynara 3a NpeKpaTsaBaHe Ha NIPHEMAE NPEAX UHBA3UBHH KU X
MPOLEAYPH NPH BL3PACTHH MALIMEHTH.

Tabarua 7: IlpaBua 32 npexpardBane HA NPHEEMA KPEAH HHBAUBHH HJIH XHPY
NpONEAYPH OPH BL3IPACTHH NAllHEHTH
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b16peuHa [TpubnuznureneH [IpuembT Ha 1aburaTpaH eTeKCUaAT TpAOBA [1a Ce Crpe MpeaU
pyHKLUKS [OJTY>KUBOT [UIaHOBa XUpYPryu4Ha onepaitus

(CrCL n (qacose) Bucok pHcK OT kbpBeHe WM [CTaHAapTeH PHCK

m!/min) roJiiMa XMpypru4Ha onepauus

> 80 ~ 13 2 RHY NpeiBAPHTENTHO 24 yaca NpeaBapUTENHO

> 50-<80 15 2-3 AHY NIPEABAPHTEHO 1-2 yaca NpeABAPHTEITHO

> 30-<50 |~18 4 NHHU PEeABAPHTENIHO 2-3 yaca npeaABapHUTEIHO (> 48 yaca)

[TpaBunara 3a NpeKpaTABaHE HA NPHEMA NPEAU WHBA3UBHU UM XHPYPrHUHH NPOUEAYPH NpH
reHaTPUYHH naiMeHTH ca 06obuenu B Tabnuua 8.

Tabanna 8: [IpaBHJa 3a npekparsaBane HA NPAeMA NPeAH HHBAZHBHA HIH XHPYPrH1HH
npoueAypn NpH NEARATPHYHH NALHEHTH

bu6peuna dynkuua (MCI'D B Cnupane Ha naburaTpaH npeaH M1aHoBa XUpypruyHa
ml/min/1,73 m?) onepaums

> 80 24 vaca npeJBapUTEIHO

50 - 80 2 1HU NPEBARPHTEJIHO

<30 Tesu maumeHTH He ca NMpoyusaHH (BK. TOUKa 4.3).

Cnunanna anecme3us/enudypania anecmesu/aymbanna nyRxkyus

[Mpoueaypy KaTo CMIMHANHA aHECTE3HA M3UCKBAT [ThJIHOLICHHA XEMOCTATHYHA (PYHKLIMA.

PHCKBLT OT CIIHHANEH WM ENUAYPAIEH XEMATOM MOXE 21a Ce TOBULLY MPH CIyYau Ha TPABMaTHUYHH

MM MHOTOKPATHH MyHKLWW U fIpH NPOAb/DKKTENHA YNOTpeda Ha enugypanHy karerpu. Cien
OTCTpaHsBaHe Ha KaTeThp TpabBa na MMHAT Hall-Manko 2 yaca npeau NPUIOKEHHETO Ha MbpBaTa 4032

naburarpaH erekcunar. Te3n naideHTH H3UCKBAT 4€CTO Ha0MOACHHE 32 HEBPOJIOTHYHH NPH3HALM U
CHMNTOMH Ha CIIHHAIEH WIH eNHAYpaleH XEMaTOM.

IHocmonepamusna ¢haza

Cnen MHBa3uWBHATA MPOLEAYPA HIH XUPYPruMHaTa HHTEPBEHLMUS JICHEHHETO ¢ 1adUraTpaH eTeKcunar
TpaOBa [1a ce NOJHOBH/3aMO4YHE BL3MOXHO Hali-CKOPO, NPH YCIOBHE Y€ KIMHHYHATA CUTYaLHA
[103BOJIABA H MMA a1€KBaTHA XEMOCTa3a.

Heo6xoauMMO € MOBKHLIEHO BHUMAHHE NPH MALMEHTH C PUCK OT KbPBEHE WK [IALIMEHTH C PUCK OT
CBPBXEKCMO3HIIUA, 0co0eHo nauueHTy ¢ HamaleHa OpOpeuHa QpyHKLMsA (BXK. Cbio Tabnuua 5) (Bk.

Touku 4.4 u 5.1).

[lauueHTH ¢ BUCOK ONEPATUBEH PHCK OT CMBPTHOCT M C BBTPEIUIHU PUCKOBH (DAKTOpH 32
TpomboembonuuHu crduTHs

CrhlecTByBaT OrpaHHYeHH JaHHH 3a e(UKacHOCTTa ¥ Oe30nacHOCTTa Ha JaburatpaH eTeKCHIIAT pU
TE3WU MALMEHTH M [10paau ToBa Te TpAOBaA 12 Obaar eKyBaHU C NMOBUILLIECHO BHUMAaHHE.

Onepauns npy dpakTypa Ha ludiikara Ha OeapeHara KOCT

Hsama naunu 3a ynorpebara Ha naburarpad eTekcuiiaT Npy MauHeHTH, NOJUIOKEHH Ha ONePaLMs NpH
dpaxTypa Ha wmiikara Ha OegpeHara KOcCT.
CrneaoBaTesHO IEYEHHUETO HE Ce MPEenopLYRa.

YepHnoapobHo yepexaaHe

[TaumeHTH ¢ noBHiLERH YepHOAPOOHH eH3umu > 2 UULN ca U3KNI0UYEHH OT OCHOBH
HamMa Hanwv4eH TepaneBTUYEH OIMT 3a Ta3W cyOnomynaums or nalMeHTH U cAe]0BarTe
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nonynauus ynorpebarta Ha gaburaTpan eTeKCWiaT HE ¢e npenopbusa. HepHOAPOOHO yBpeKIaHE WIH
uepHOApoOHO 3abonABane, 3a KOETO C€ OMAaKBa /1a UMa OTPAXKCHHE BbLPXY NPEKUBAEMOCTTA, €
MPOTHBONOKAa3aHO (BX. Touka 4.3).

B3aumonencTeue ¢ P-gp MHAYKTOPH

CHMbTCTBAWOTO NPHIOKEHHE HA P-gp MHAYKTODH CE€ OYaKBa Ja NOHWKH IUTa3MEHHTE KOHUCHTPAaLuH
Ha naburarpaH ¥ TpAOBa na ce u36area (Bxk. TOUkH 4.5 U 5.2).

[TaunenTn ¢ anTHdochHONUNHUACH CHHAPOM

Hupekrdo aekcTBawu nepopantu aHTukoarynaHtd (JTTOAK), snounTrenno naburarpan
ETEKCHJIAT, He CE MPENOPBLYBAT MPH MALMEHTH C aHAMHE3A 3a TpoMO03a, KOUTO ca ANArHOCTHLIMPAHH C
aHTudoconunuaen cuapoM. [lo-cneuranHo npy TPOHHOMOIHTHBHY MALMEHTH (33 NYITYCEH
AHTUKOArYJIAHT, AHTHKAPAUOIMUITMHOBHY aHTHUTENA ¥ aHTHTENA cpellly OeTa-2-riTHKonpoTeuH 1),
nedenmeto ¢ JUITIOAK Moxe na Obae cBbp3aHO ¢ MOBHILEHA YECTOTa Ha MOBTAPALLH Ce
TPOMOOTHYHH CBOMTHA B CPABHEHHE C TEpANMATa ¢ AHTArOHHWCT Ha BUTAMHH K.

Undapkr Ha muokapaa (M)

B npoyusanero RE-LY ¢azsa 1l (TTUI1IM, Bx. Touka 5.1) obimara yectora Ha UM ¢ 0,82, 0,81 u
0,64%/roauHa cbOTBETHO 33 AaburarpaH erekcunat 110 mg ABa MbTHU AHEBHO, JabMUraTpaH €TeKCHiaT
150 mg asa TbTH AHEBHO W BapdapHH — yBelMveHUE B OTHOCHUTE/IHUS PUCK 3a aaburatpaH ot 29% u
27% B cpaBHenHe ¢ BapdapuH. HezaBUCHMMO OT neueHHETO, HAH-BUCOKHAT abcontoTed puck ot M ce
Ha0M00aBa B CAEIHHATE MOArPYINH, C NOJ00EH OTHOCHTENICH PHCK: NALKEHTH ¢ npeaviued UM,
nauueHTH >65 roauHu ¢ IHabeT WK KopoHapHa aprepyaiHa 60ecT, NalMCHTH ¢ JICBOKaMepHa
dbpakuus Ha uztnackeaHe < 40% u nauveHTH ¢ ymepeHa 0b0peuHa qucpyHkuusa, B pomrbiaHeHue rno-
puck oT UM ce HabnropaBa npu nauueHTy, npueMauy ceibTeTBalo ACK nitoc knonuaorpen wiu
KJIONMHAOTPEN CAMOCTOSRTEIHO.

B TpuTe akTMBHO KOHTpONHpaHH npoy4eaHus ¢asa 1l 3a JIBT/BE ce crobimasa no-evcoka yectora
Ha caydan Ha UM npu nagueHTuTe, npuemainy aaburarpaHd €TeKCHIAT, B CPABHEHHE C TE3H,
npuemaiiiy Bapdapud: 0,4% capamo 0,2% B kparkocpouHuTe npoyusaHus RE-COVER u RE-
COVER I n 0,8% cnpamo 0,1% B awarocpouHoto nanuteane RE-MEDY. Yeennuenuero e
CTATUCTUYECKH 3HAYUMO B TOBa npoy4saHe (p = 0,022).

B npoyusanero RE-SONATE, xoeto cpaBHaBa naburatpan etekcunar ¢ nnaledo, uectotata Ha UM e
0,1% npu naLMeHTHTE, NpHeMaily gaburaTpaH erekcunar, 1 0,2% npu nauneHTure Ha rauedo.

[MTaumenTn ¢ akTUBHO oHKonoruyHo 3abonasade (JIBT/BE, BTEC npu negnarpy4Hy NaUMEHTH)

He ca yctaHoBeHM eUKacHOCTTA H OE€30MACHOCTTA fIPH AALIHEHTH, CTpajalilh OT aKTUBHO
oHkonoruuHo 3abonssane u JIBT/BE. Mma orpaHnueHH AaHHH 3a ePHUKACHOCTTA U D€30nacHOCTTa
[IPH NeAHaTPHYHM MALUEHTH C AKTUBHO OHKOJIOTHYHO 3a0015BaHe.

[leanaTpuyna nooynauus

[Ipy HAKOM NeAHaTPUHHH NTALIMEHTH CbC CTPOro cneuuPUUHH 3a00NABaHMA, HATIP. MAUHEHTH C OOJIECT
Ha THHKHTE 4€pBa, NPY KOMTO MOXKE J1a e 3acerHara abcopduusra, Tpsadsa aa ce odMHUcItH
M3NOI3BAHETO HA AHTHKOAry/IaHT, KOUTO Ce NpHiara napeHTepaiHo.

4.5 BiaumoaeilicTBHe ¢ APYTR JIeKapCTBEHH NPOAYKTH H ApYrd dopMu Ha B3aH

B3aumoaeHcTBUA C TPaHCIIOPTEDPH

JlaGurarpaH eTekcunat € cyOcTpar 3a euiykcHus Tpancnoprep P-gp. Cunurerauy
Ha P-gp unxuburopw (B:k. Tabnuua 9) ce oyakea jaa A0BE€E A0 NOBHILIEHH HHBA HA
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KOHUEHTpaLMa Ha aaburarpaH.

AKO He € NpeAnHcaHo aApyro, € Heo6X0AWMO BHHMATEIHO KTHHHYHO HabmoaeHue (cnegeHe 3a
[MPU3HALIK Ha KbPBEHE WM aHEMHMA), KOraTo Aaburarpa ce npunara eHOBpEMEHHO ¢ MOLHK P-gp
MHXHOHTOPH. MOXe J1a ca HeoOX0AMMH HaMansBaHMs HA 103aTa B KOMOMHALMS C HAKOH P-gp

uHxubuTOpH (BXK. Toukun 4.2, 4.3,4.4 u 5.1).

Tadbanua 9: B3aumoaeHCTBHA C TPAHCIIOPTEPH

P-gp unxubumopu

IConemcemeawyu ynompeba e npomugonoxaszana (8. movxka 4.3)

Kerokonason  [KerokonHazon nopuiuasa TOTAMHUTE AUCp.« H Crax CTOHHOCTH Ha naburarpat
icborBeTHO 2,38 nbTH M 2,35 NMbTH ¢liea eAMHKYHA niepopanHa no3a 400 mg u
icboTBETHO 2,53 bTH U 2,49 NbTH Cled MHOTOKPATHO NEPOPANHO NPUIOKEHHE Ha
400 mg KeTOKOHa30.1 BEAHBXK JIHEBHO.

JlpoHenapoH [Tpy eqHOBpEMEHHO NPHIOKEHHE Ha AabUraTpaH eTeKkcunaT U JpoHeAapoH TOTAIHHTE
AUC). H Cax CTOMHOCTH Ha aburaTpaH ¢€ yBeau4aBaT CbOTBETHO OKOJIO 2,4 MbTH U
2,3 NBbTH cjie] MHOTOKPATHO npuioxkeHrne Ha 400 mg npoHenapoH Asa MbTH AHEBHO U
ICLOTBETHO 0KO0M0 2,1nbTH 1 1,9 msTH cnea eAnHHYHa ao3a 400 mg.

UtpakoHazon, |Bb3 OCHOBA Ha pe3yNTaTHTE in vilro MOXe [a ce ouakBa noaodeH edekT, KakTo ¢

IIMKJIOCMIOPHH _ [KETOKOHA301.

Inexanpesup / [CwpavTcTBamiaTa ynorpeba Ha naburarpaH erekcunaT ¢ KoMOHHAUKWATa C PUKCHPaHU

nubpenrtacaup |103u Ha P-gp nHxuOuTOpUTE rNekanpeBUp/nUOPEHTaCBUp NOKa3Ba yBEIUHABAHE HA

IEKCITO3HUIHATAE HA ﬂaﬁura'rpan H MOJKC [1d NMOBHULUH DHUCKA OT KbpPBCHC.

IConememeawyama ynompeba ne ce npenopvisa

Takponumyc

In vitro € yCTaHOBEHO, Y€ CTeNneHTa Ha HHXHOTOPHHUA eeKT HA TaKPOJIHUMYC BbpXY P-
gp e noxobxa Ha Ta3u, HabniogaBaHa npy UTPAKOHA30J1 H LIMKIIOCMIOPHH.
EAHOBPEMEHHOTO MPHUJIOKEHHE Ha JaDUraTpaH €TEKCWIAT C TAKPOIHMYC HE €
NMPOyYeHO KNMHUUYHO. BBpeku TOBA, OrpaHHUEHUTE KIHHUYHU JaHHH OT ApyrH P-gp

yocTparu (eBepoauMyc) npeanonarar no-cnado nuxuodupaxe Ha P-gp ot Takponumyc,
B CpaBHEHHE ¢ Habn10aasaHoOTO Npu CHNHKM P-gp HHXHOUTOPH.

Heobxo0umo e nosuiuero sHumanue npu censmemeaiya ynompeba (8xc. mosxu 4.2 u 4.4)

Bepanamun

Koraro paburarpan erexkcunar (150 mg) ce npunara eAHOBPEMEHHO € NepopasieH
pepanaMuil, Cnax 1 AUC Ha gaburarpaH ce yBelnM4aBaT, HO CTENEHTA Ha Ta3y NpoMaHa
e pa3nHYHA B 3aBUCHMOCT OT BpEMETO Ha NpueMaHe U opMara Ha BepanaMuil (Bx.
mouku 4.2 u 4.4).

Haii-roagmMoTo nosuiiiapaHe Ha €KCNO3MUMATA Ha naburarpaH ce Habmoaasa npu
MbpBaTa A03a Ha Bepanamui ¢ He3abaBHO OCBOOOKAABaHE, PUETa €AHH Yac MpeaH
npuema Ha AaburatpaH eTexcwnar (yBeanuaBaHe Ha Cnax 0K0I0 2,8 muTH M Ha AUC
E)/mno 2,5 nbTH). EdeKThT nporpecHBHO HaMaJIsBa NNPH NPUNIOXKEHHUE HA fopmara C

AbIKEHO ocBoOOX AaraHe {yBenruuyaBaHe HA Cmax OKONO 1,90bTH M Ha AUC oxono
1,7 0bTH) WK NpH NPUAOKEHHE HA MHOTOKPATHH A03H BEpanaMui (ysell
ICmax okono 1,6 mbtu 1 Ha AUC okoso 1,5 nbTH).
He ce Habnroaasa 3HaYHUMO B3aUMOIEUCTBUE, KOraTO BEpanaMMi ce
cnen naburarpan erekcynar (ypenuuaBaHe Ha Crgy 0ko0J10 1,1 MbTH
1,2 npTH). ToBa ce 06sacHABa ¢ MbyiHaTa abcopduums Ha naburartpan
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AMHOAApPOH

Koraro paburaTpaH eTeKcunar ce npuiara e1HOBpEMEHHO ¢ EAHHHYHA MEPOPATHA
o3a 600 mg amuoaapoH, cTeNeHTa ¥ CKOpOCTTA Ha abcopbilMa Ha aMHO1apOH U Ha
akTUBHHA My MeTabonut DEA no cbiectBo He ce npoMeHAT. AUC ¢ Cra Ha
\ImaburarpaH HapacTBaT ChOTBETHO OKOMO 1,6 mbTH U 1,5 meTH. [lopann abarus
NOJYKHUBOT H2 AMHOJIAPOH Bb3MOXXHOCTTA 32 B3aMMOJAEHCTBHE MOXE [1a ChILECTBYBA
ICeAMHLIM CJie]l NPEKPaTIABaHEe HA JICUEHHETO ¢ aMHOAapoH (BxK. TOYKHU 4.2 1 4.4).

XHHHOHH

XuHuanH € npunarax karo go3a ot 200 mg Ha Bceku 2 yaca g0 obmwa go3za 1 000 mg.
JTaOHraTpaH eTekCH/IaT € NpuilaraH ABa ITbTH AHEBHO B MPOABIDKEHHE Ha 3
MOC/1e10BATENHU IHH, Che WK Oe3 XMHUAUH Ha TpeTua AeH. AUCT,ss ¥ Crax,ss Ha
\naburarpaH ce ysenyuaBaT cpeaHO ¢bOTBeTHO 1,53 mbTH M 1,56 mbTH Npy
ICBTBTCTBALLO IPWIOKEHHE HAa XUHUAHMH (BXK. ToukH 4.2 1 4.4).

Knaputpomuuux |Koraro knapurpoMuusus (500 mg Asa MbTH AHEBHO) C€ NpHnara 3aeHo ¢ JaburatpaH

leTEKCUIIAT MpH 3aApaBu gJoOporoiy, ce Habnroaasa rnopuwasade Ha AUC okono
1,19 npt!t 1 Ha Cmax okono 1,15 nuTH.

[Tukarpenop

KoraTto eauHuuHa go3a ot 75 mg gaburatpaH eTEKCHJIAT CE Npuiara e1HOBPEMEHHO C
narosappaiia no03a oT 180 mg Tukarpenop, AUC v Cmax na naburarpaH ce
nosuLaeat ¢boTeeTHO 1,73 et M 1,95 metTH. Cllea MHOrOKpaTHH J0O3H HA
IrHkarpenop 90 mg 1Ba MbTH AHEBHO, YBEJIHYABAHETO HA EKCIIO3MLIMATA Ha AabUraTpaH
le 1,56 nbTH 1 1,46 mbTH, cHOTBETHO 32 Chax H AUC.

IChowpTeTBaLO MPUITOKEHHE Ha HaTOBapBallia Jo3a THKarpeaop 180 mg u naburarpan
eTexcunar 110 mg (B crainonapHo cwerosHue) nopuwiaba AUCT,ss U Crax,ss HA
lnaburarpan cbotBeTHO 1,49 nbTH ¥ 1,65 MbTH B cpaBHEHHUE ¢ AadUraTpaH €TeKCHAT,
npunaraH camoctosaTenHo. Korato HatoBapsaiua ao3a ot 180 mg THkarpesnop ce napa
2 yaca caen npueM Ha 110 mg naburarpaH eTekcunar (B CTaLHOHAPHO CBCTONHHE),
nosuwaBaHeTo HA AUCT,ss M Crax,ss H2 2aburatpaH HaMansiBa ChOTBETHO 1,27 MbTH U
1,23 nuTH B cpaBHEHUE C Aa0UraTpaH €TeKcUnar, Mpuiaral camoCcToATENHO. TakbB
He3aCTHIIBALL Ce MPUEM Ce NPENopbYBa NPH 3aMOYBaHE HA THKArPEJIoOp C HATOBapBalla
lno3a.

ICBITbTCTBALROTO NpMAoKeHue Ha 90 mg TUKarpenop ABa MbTH AHEBHO (IOAABPKALLA
ino3a) ¥ 110 mg naburarpan erekcunar nosyiasa KOpurupaHuTe AUCT,ss M Chax,ss Ha

\naburatpau 1,26 nvTi ¥ 1,29 MbTH B CpaBHEHKME ¢ faburaTpak eTekciiaT, npuiarax
ICaMOCTOSTENHO.

[To3zakoHazon

[To3aKoHA30/ Chio HHXHOUpA B HAKAKBa cTeneH P-gp, HO TOBa He € MPOYyYEHO

KITHHHUYHO. EJIHGBPEM@HHGTG MPUWIOXKCHHE HA naﬁnra"rpaﬂ €TCKCHJIAT C NMO3dKOHA30./1
HaJjlara BHUMAarTC/IHO NPOC/ICAABAHEC.

P-gp undyxmopu

IConemcemeayama ynompeba mpabea oa ce uzbnzea.

Hanp.
pUbaMITULHH,

(Hypericum
\perforatum),
kapbamasernux
UM GeHUTOUH

I(CBbIIbTCTBALOTO MPHUJIOAKEHHE CE€ OYAKBA O NMOHHXABAHEC HA KOHLUCHTPALIMATA Ha

DK'BJIT KAHTAPpHOH _[laﬁp]ra'l‘paﬂ_

[IpeMenukauuaTa ¢ W3caeABaHUA HHAYKTOP pudamMnuuuH npu go3a 600 mg seanbK
lnHeBHO 3a 7 IHM NOHKWXKaBa 0011aTa MUKOBa KOHLEHTpaUHa Ha naburatpan v obuiara
IEKCMO3HLMA CBC CHOTBETHO 65,5% M 67%. HHayuMpalunsaT eeKT € MOHMKEH, KOETO
BOAM [0 HUBO Ha eKCITO3HWIMA Ha naburarpaH, OnM3Ko 10 pedepeHTHATa CTOHHOCT A0

eH 7 caea cnupaxe Ha fedeHuero ¢ pudamnuuud. He e HabaroaaBaHO no-HaTaThLUIHO
HOBHILEHWE HA ODHOHANTMYHOCTTA el oule 7 AHHM.

[Ipomeaznu unxubumopu, Kamo pumonasup

Cwnvmcmeawa ynompe6a He ce npenopvyea
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Hanp. putonasup{Te nosnuasar P-gp (kakTo kato MHXUOMTOD, TaKa H KaTo UHAYKTOp). Te He ca Omu
H KOMOHMHALMKTE[TPOYUBaHH, IOPAAM KOETO HE CE€ MPENopbUBAT 3a CHILTCTBALIO JIEUEHHE ¢ AadHraTpaH

MY C APYTH IETCKCWIAT.

NMpoTea3HH

HHXHOHTOpH

P-gp cybcmpam

,HHFOKGHH B npoyuBaHe, npoBeacHO ¢ 24 3a1paBH nobposoauH, NPH €IHOBPEMEHHOTO

NMpUIOKEHHE Ha Aa0UraTpaH eTeKCUNaT U IMFOKCHH HE ¢a HabmonaBaHy NPOMEHH B
EKCITO3MLMATA Ha AUTOKCHH M KIHHUMHO 3HAYHMH NPOMEHH B €KCMO3ULIMATA HA

\naburaTpaH.

AHTHKOAryJJaHTH M JIEKAPCTBEHM MPOAYKTH cpelly TpOMOOLMTHA arperanus

JIurcea WiM CbLECTBYBA CAMO OrPaHHYEH OIMT CbC CICAHUTE fieHeHUs, KOUTO MOraT Ja NoBHLIAT
PHCKA OT KbPBEHE, KOTAaTO Ce MPUJIaraT ChIIbTCTBALLO ¢ Ja0KMraTpaH €TEeKCWIAT: aHTUKOAry/laHTH,
kaTto He¢pakuuoHupaH xenapud (HOX), HuckoMonekyiHH xenapuuu (HMX) n xenapnsosu
npou3BoAHH ((POHAATIAPUHYKC, AE3UPYAHH), TPOMOOIIMTHYHH JIEKAPCTBEHH IIPORYKTH H AHTarOHHCTH
Ha BUTaMHH K, pHBapokcaGaH WM Apyrd aHTHKOAryNaHTH 3a NEPOPAITHO TIPHIOKEHHE (BXK. TOUKA
4.3), WY JIEKapCTBEHH MPOOYKTH cpelly TpoMOouuTHa arperauus, karo GPIIb/Il1a peuenropun
AHTArOHUCTH, THKJIOMHUAKH, NPAacyrpes, TUKarpenop, AeKCTpaH U CyN(PHHITHPa3oH (BXK. TOYKa 4.4).

Ot naHuuTe, cpOpann no Bpeme Ha ¢asa III npoyusane RE-LY (Bxk. Touka 5.1), e HabGnioaaBaHo, ye
CbIbLTCTBALLATA YNIOTpeda Ha APYTry NEPOPAJIHHA MM MAPEHTEPATHH AaHTHKOAryJIAHTH NMOBULLIABA
YECTOTATA HA MOJIAMO KbpPBEHE NMPUOIM3UTENHO 2,5 MbTH, KAKTO Npy AA0HraTpaH eTeKCHNAT, Taka U
NnpH BapgapHH, r1aBHO B CUTYaUHH, CBLP3aHH C IPEMHHABAHE OT CIMHUA AHTHKOATYJIAHT KbM APYIrHA
(Bx. Touka 4.3). OcBeH TOBa, CHITBTCTBaNIATA YIOTpeOa HAa aHTHTpOMOOTHYHH cpeacTBa, ACK wnu
KIOTMAOTPE NPHOIM3ATENHO YABOSBA Y€CTOTATa Ha rOISMO KbpBEHE, KAKTO NpH AaburaTpaH

€TEKCHIAT, TaKa W rpu BapdapuH (BXK. Touka 4.4).

H®X moxe ga ce npunara npu 4034, HeoOXoaUMHU 3a NOAABbPKAHE Ha NPOXOAUMOCTTa Ha UCHTpaJICH
BEHO3€EH WM apTEPHATIEH KATETHP WIH 110 BpEME Ha KateTbpHa abialua NpH NpeacbpAHO MbXACHE

(Bx. TOuka 4.3).

Tabauna 10: B3auMoaCHCTBAR ¢ AHTHKOATYJ/IAHTH W JICKAPCTBCHH NPOAYKTH cpemy
TPOMOOUHMTHA arperandas

HCIIBC [IpunaranuTe 3a kparkocpouHa aHaire3ns HCIIBC e ce cBbp3BaT ¢ NOBUILEH PUCK OT
KbpBEHE, KOraTo Ce NpuiaraTt cbirbTcTBallo ¢ gaburatpas erexcuiar. [pu
npoab/xuTenHa ynotpebda B npoyusatero RE-LY HCIIBC ysennuasar pucka ot
KbpseHe ¢ okoio 50%, kakTo npH gaburaTpas eTeKCUIaT, Taka v Npy BapapHH.

Knonuaorpen ITpu Mmnaau 3apaBy AOOPOBOJILM OT MBXKKH MOJT CHITETCTBALIOTO NPHIIOXKEHHE Ha
\lHaburarpaH eTeKCHNAT K KIOTHAOrPe)l HE € JOBEN0 A0 AOMBJIHHTENHO YABKABAHE HA
BPEMETO Ha KanWJIAPHO KhpBEHE B CpaBHEHHE C MOHOTepan#s c Kionuaorpes. OcseH
roea AUCT,ss H Crax,ss U H3MEPUTENIMTE HA KoaryJjauvaTa 3a edekra Ha aaburarpaH, vuiu
HHXUOHUpaHeTO HA TPOMOOLMTHATA arperalus KaTo M3MepUTen Ha eeKkra Ha
KJIIONMUAOTPEN, NO ChILECTBO OCTABAT HENMPOMEHEHH NPH CPAaBHSABAHE HA KOMOHWHUPAHOTO
eyeHue H CbOTBETHHUTE MoHoTepanuu. [Ipu HaToBapealia ao3a 300 mg unu 600 mg
ronuaorpen, AUCT,ss M Crax,ss Ha faburatpat ce nosuwasar ¢ oxkoao 30-40% (Bx.
rouka 4.4).

ACK Ennospemennoro npunoxenue Ha ACK u 150 mg naburarpan erekcunar
THEBHO MOXKE Ja NMOBHIHK PHUCKa OT BCAKAaKBO kKbpBeHe OoT 12% no 18%
npy ao3u 81 mg u 325 mg ACK (Bx. Touka 4.4).
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Huckomone- [ConercTBalljata ynorpeda Ha HHCKOMONEKYTHHU xenapuiu (HMX), kaTto eHoKcanapuH H

KYJIHH inaburaTpas eTekCuiar, He € cneluraHo npoyusaHa. Ciea NpeMUHaBaHe OT 3-IHEBHO
XENMapuuu  |neyeHue ¢ eHokcanapuH 40 mg s.c. BEAHBXK AHEBHO, 24 yaca ciel NnocjaeaHaTa 1034
(HMX) IEHOKCAMapHH, eKCMNO3ULIMATA HA Aa0uraTpaH € Ouia MaJIKO No-HUCKA, OTKOJIKOTO Ta3H,

HEMOCPEACTBEHO Cliel MPUIIOKEHHETO caMo Ha Aaburatpad eTekcwiat (€AHHHYHa K032
220 mg). Habmogasana e no-sucoka anTH-FXa/Flla akruBHOCT ciie NpuioKeHue Ha
ilnaburaTpaH eTeKCHNaT ¢ NpeIBapuTEeHO JICYEHHE ¢ EHOKCanapuH B CPaBHEHHUE ¢
lneyeHueTo caMo ¢ naburarpan erekcunat. CuMTa ce, Y€ TOBA C€ /KM Ha
MPOABDKHTENIHOCTTA Ha e)eKTa Ha EHOKCANapHH clef JEHEHHETO (Carry-over epexT) 1
ICJ/1etOBATENHO HE € KIIMHMYHO 3Ha4uMO. OCTaHAIUTE PE3yITaT OT AHTHKOAryJIJALHOHHH
H3cJiedBaHK, CBLP3aHu ¢ AadUraTpaH, HE Ca NPOMEHEHH 3HAUMMO OT NEUEHHUETO C
IEHOKCATapHH.

Hpyru B3anMoeHCTBHA

Tabanaua 11: {pyrs B3aamMoaeHCTBRS

CenexmusHu unxubumopu na obpamuomo zaxeawyarne na cepomonuna (SSRI) unu cesexmugnu

uUHXUOUMODY HA QODQIMHOMO 3AX6AULAHE HA CeDOMOHUNA Y HopenuHedpuna (SNK

SSRI u SNRI noBuiuasar pucka OT KbPBEHE BbB BCUUKHU I'PYIH Ha JICUEHHE B
SSRI, SNRI npoyusaHeTo RE-LY

Bewecmaa, xoumo nosauream cmomaurnomo pH

[lanTOonpaszon  [[Tpy eaHOBPEMEHHO NPUAOKEHHE Ha JaGMraTpaH €TEKCHIIAT W MAHTONPa3oN ce
Habmoaasa npubnusurento 30% Hamanenue Ha AUC Ha nadburarpad. Ilanronpason
lnpyrd HHXubuTOpH Ha nporonnara nomna (A1) ca npunaranmn eaHOBpeMEHHO C
lnaburaTtpaH eTeKCHIaT B KJIMHUYHH NpOoy4YBaHUs H CbIbTCTBAWOTO jeueHue ¢ UITIT ne
H3IJIeXAa A2 HamansBa eHKkacHOCTTZ Ha Tenekcep.

PaHuTHIMH [TpHI0XKEHHETO HA PAHUTUAMH 3a€HO C JaOHUraTpaH €TEKCWIAT HE OKa3Ba KIIHHHYHO
3Ha4MM eeKT BbpXY cTeneHTa Ha abcopbuus Ha gaburaTpan.

BzaumogeiicTBus, CBbP3aHH ¢ MeTAOONHTHHA Npodu Ha AaburaTpaH eTEKCUIAT U JaburaTpaH

JlaburaTpan eTekcunart u raburarpaH He ce MeTaboIM3UPAT OT CHCTEMATA Ha LMTOXpoM P450 1
HAMAT in vitro edhexTy BbpXY YoBelikuTe unToxpom P450 ensumu. CaenoparenHo, ¢ naburarpan He
Ce€ O4YaKBAaT CBbP3aHH JIEKAPCTBEHU B3aUMOACHCTBHA.

IleguaTpruyHa oonyjaaius

[IpoyuBaHusATa 32 B3aMMOAECHCTBHA Ca MPOBEXAAHH CaMO ITPHU BB3PACTHH.
4.6 OepraanTeT, OpeMEHHOCT H KbLPMEHE

JKeHM ¢ neTepoaeH NOTEHIHA

XeHH ¢ aetepoaeH noreHuyan TpadBa Aa u3bAreaT OpeMEHHOCT 110 BpeMe Ha JieueHHe ¢ Tenekcep.

bpeMeHHOCT

Wma orpaHrueHu AaHHM OT yriotpebara Ha gaburaTpaH €TEKCWIAT [TPpH OPEMEHHH JKEHH.
[TpoyuBaHMATa NpPH HKHUBOTHYU NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. Touka 3.3). Ilo
PHCK NPH XOpa HE € U3BECTEH.

Tesekcep He TpsaOBa Aa ce nMpuiara No BpeMe Ha OpEeMEHHOCT, OCBEH B ClTyYaH Ha KaTer
HeODX0AHMOCT.
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KbpmeHe

Hama kivHuuHH AaHHM 323 edekTa Ha aaburaTpaH BepXY KbpMadeTa o BpEME Ha KbpMEHe.
KbpmeHeTo TpsiOBa f1a ¢€ MpeyCTaHOBM MO BpEME Ha jedeHue ¢ Tenekcep.

Oeprunurer
Hama nasHu npu xopa.

[Ipn npoyuBaHKs BBPXY KMBOTHH € HaOntoaasaH edext BbpXy QPEPTHAHTETA MPH KEHCKHTE N0
¢opmMara Ha HaMaIABAaHE Ha Opos HA UMIUIAHTALMKATE W NOBUIIABAHE HA MPSAWMILIAHTALUHOHHHUTE
3ary6u npu no3a 70 mg/kg (5-kpaTHOTO HUBO Ha U1a3MEHa EKCMO3HLMA NpH nauxeHTH). He ca
HaGmoaaBaHu apyry ehekTH BbpXyY eprrnuTera npu keHckute. HaMa BausHHe BbpXy PepTriMTeTa
npu MbXkuTe. [IpH 1034, KOUTO ¢a TOKCHUHH 3a MaikuTe (5- 10 10-KpaTHOTO HHBO Ha NJia3MeHa
EKCMO3WLIMA NIPY TIALIKEHTH), TIPH IUTEXOBE W 3aitiid ce HaboaaBa HamansBaHe Ha TENECHOTO TErJIO H
emOpHOderanHaTa XU3HEHOCITOCOOHOCT, 3a€AHO C MOBYIlLIABAHE Ha (eTaHUTE BapualMK. B
NMPEHATAIHOTO H TIOCTHATAIHOTO NPOYYBaHE € HaOII0AaBAHO [TOBUILABAHE HA (PETANHATa CMBPTHOCT
NPy 034, KOUTO €& TOKCHYHY 3a MaikuTe (1033, CbOTBETCTBALNA HA 4 MbTH NO0-BUCOKO HHBO Ha
IasMeHa eKCrno3unusa oT HabnAaBaHOTO MPH MALHEHTH).

4.7 Edexrn BLpXy cnocobHOCTTA 32 modupane n padoTa ¢ MAIIAHHK

JlaGuraTpaH eTeKCHIIAT HE MOB/IMABA WITH MOBIHABA TPEHEOPEHHUMO CIOCOOHOCTTA 32 OPUPAHE U
paboTa ¢ MalluHH.

4.8 HexenaHu JeKAPCTBEHH PeAKIHH

O6o61uenune Ha npoduia Ha HezonacHOCT

JlaburatpaH eTekcuiiaT € OLEHEH B KIMHHYHH U3MIUTBAHUA TIPH o0wio npubnusutenno 64 000
MaLdeHTH; OT KOUTO npubnusutenno 35 000 naumeHTH ca eKyBaH# ¢ JabUraTpaH eTekcunar.

O6wo 0Kkon0 9% OT NALKEHTHTE, JICKYBaHH 3a IU1aHWPAHO NPOTE3UPAHE Ha Ta300eApeHa UM KONSHHA
cTaBa (KpaTKOCPOYHO jJeveHue 10 42 auu), 22% oT nauHeHTHTE ¢ NPEACHPAHO MBKIEHE, TIEKYBaHH 3a
MPEBEHLMA HA MHCYIT H CHCTEMEH eMOONU3bM (ABATOCPOYHO NI€UeHHue A0 3 rojinHu), 14% ot
nauxdeHTuTe, nexysand 3a JIBT/BE, u 15% ot nauuenTHte, nexyBsaHu 3a npeseHuds Ha JIBT/bE, ca
MONYYKUIIH HEXKEJTAHH PEAKLIHH.

Haii-uecTo choblLiaBaHuTe CHOMTHA Ca ClTy4ad HA KbPBEHE, Bb3HUKBALIY NMpH npubaunsurento 14% ot
MAaUMEHTHTE, JIEKYBAHH KPaTKOCPOUYHO 3a IUTaHKPaHO NTPoTe3upaHe Ha Tazo0eapeHa WK KONsIHHA
cTaBa, npu 16,6% OT MaLMEHTUTE C MPEACHPAHC MBXKIEHE, IEKYBAHH ABJATOCPOYHO 32 MPEBEHLUA Ha
HHCYJIT U CUCTEMEH eMOOH3BM, 1 ipy 14,4% oT BB3pacTHHUTE NMaLWEHTH, JeKyBanu 3a IBT/bE.
OcBeH TOBa HMa CITy4ad Ha KbpBeHe NpH 19,4% oT nauMeHTUTE B H3NIHTBAHETO 33 NPEBECHLIUA Ha
HBT/BE, RE-MEDY (Br3pacTau nauueHTu ), 1 1npu 10,5% o1 nauMeHTHTE B H3INUTBAHETO 32
npeseHuus Ha JIBT/BE, RE-SONATE (BBb3pacTHu nauueHTH).

Twit kaTo nomyNauMUTe OT NALMEHTH, JTeKYBaHH 3a TPUTE [I0KA3aHUA, HE Ca CPABHHMH ¥ CHLOUTHATA Ha
KbpBeHe OOXBallaT HAKONKO cUcTeMo-opraHHH kiacose (SOC), B 0606uieHo onucanue cuOUTHATA Ha
roJISMO Y Ha BCAKAKBO KbPBEHE Ca pa3npeacieHy Cropes MOKa3aHUeTO ¥ ¢a nocoyeHu B Tabauua 13-

| 7 no-gony. Berpexky ye € ¢ HUCKa 4€CTOTa NPH KIWHUYHHK MPOYUYBaHHA, MOXKE [a HACTBITH rOsAMO
WIH TEXKO KbpPBEHE, KOETO HE3aBUCUMO OT MACTOTO HAa Bb3HHKBAHE MOXE Aa AOBeAE A0
HMHBATHAU3HPAHE, XKWBOTO3ACTPAIABALLO CHCTOAHHE WIH JOPH JIETaJIEH H3XO0A.

CoHMcbK Ha HEXeNaHWTE peaklvy B TabnnyeH By
B TaGnnua 12 ca nokasaHH HEXENaHHTE peaKlMH, YCTAHOBEHHU B NMPOYYBAHHATA U I
AaHHY NPH NOKa3aHUATA MbpBHYHa npeseHuus Ha BTEC caea nporesupaxe Ha
KOJAHHA CTaBa, MPEBEHLMA Ha TPOMOOeMOOIMYEH WHCYNIT ¥ CUCTEMEH €MOOIH3IbM
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opradeH Kiac (SOC) # 1o 4ecToTa ¢ H3N0A3BaHE Ha CNEAHATA KOHBEHLIMA: MHOTO YecTH (= 1/10),
yect (> 1/100 go < 1/10), neuectu (> 1/1 000 go < 1/100), peaku (= 1/10 000 no < 1/1 000), MHoro
peakn (< 1/10 000), ¢ Hen3secTHa decToTa (OT HATMYHUTE JAHHU HE MOXe Na ObJe HanpaseHa

OlIEHKA).

Tabnuna 12: Hexenann peakinH

YecTOTa

SOC/TIpennounTad TEPMHH.

[I'bpBHUUYHA NpeBEHLHA
Ha BTEC cnen
[IpOTE3UPaHe Ha
razobenpena unu
KONAHHA CTaBa

IIpeseHLHS HA HHCYAT
U CUCTEMEH
leMOOIN3BLM NTpH
NALMEHTH C
NpeACHPAHO MBXKICHE

Jleuenue ua JIBT/BE u
npeeeHuus Ha JIBT/bE

HapyuieHus Ha KpbBTa H idMdHaTa CHCTEMA

AHxemus Heuecrtn YecTH HeuectH

[Tourxen xemornobun  [HecTH HeuectH C HEW3BECTHA YECTOTA

TpombouuTOneHus Penku HeuectH Peaku

[TonmxeH xemarokpur  (Heuectu Peaku C Hen3BecTHa 4eCcTOTa

HeyrponeHus IC Hen3BecTHa yecToTa [C HeM3BeCTHA YecToTa |C HEM3BECTHA YECTOTA

ArpaHyJoLHTO34 C HeusBecTHa yecToTa |C HEM3BECTHA 4€CTOTa |C HEM3BECTHA YECTOTA
HapylieHns Ha MMyHHaTa CHCTEMA

JlekapcTBeHa

CBPBXYYBCTBHTEJHOCT HeuecTH HeuyecTH HeuecTH

Obpus Peaku Heuecrn HeuectH

[Ipypuryc Peaku HeuecTH HeuecTH

AxajunakTnuHa peakuus [Peaku Penxu Pesku

Anrvoenem Peaku Penku Peaku

YpTHKapus Peaku Peaxu Peaku

bponxocna3bM KC HenssecTHa yecToTa |[C Hen3BecTHA yecToTa |C HEU3BECTHA YECTOTA

Hapyuwenys Ha HCpBHAaTa CUCTEMA

BrmpeuepenHa xemoparus |Peaku HeuecTu Penku
(Cb10BH HApYLIEHHA

XeMaTom HeuecTtH Heuectu HeuecTH

XeMoparusi Peaxu HeuecTu Heuectnn

KpnBOTE€UEHHE OT Heuectu

OllepaTHBHA paHa - -
PecnupatopHH, rpbAHUA U MEIHACTHHAIHY HapYWIEHNA

EnucTakcuc HeuecTH YecTH YecTH

XemodTH3a Penku Heuectu Heuect
(CTOMALUIHO-YPEBHH HAPYILCHHUSA

CromallHO-YpeBHa Heuectu

XeMoparus YecTu YecTH

AbpomuHaiHa O0Ka Pegku YecTu HeuecTH

Huapus Heuectu HecTH HeuecTu

Jlucnencud Peaku YecTH UecTH

["aneHe Hedectn HectH Heuectu

PexTanuna xemoparusg Heuectn HeuectH YecTH

Xemapounanua HeuecTn HeuectH HeuectH

CToMallHO-4YpeBHa A3Ba, |PelKH HeuecTu

BKJIIOYHTENTHO

e3odareanHa a38a

"acTpoe3odarur Penku Heuectu




I"acTpoesodareanHa Penku HeuecT Heuectu

ped@aykcHa 0oecT

[losptuiuaHe HeuecTn HeuecTn Heuectw

Hucgarus PeakH Heuectu Peaku
XenatobunMapHU HapyLUICHHS

Hapyiuena uepHoapobua [Uectn HeuecTu Heuectu

GYHKLNA/OTKIIOHEHUA BbB

byHKLHOHATTHUTE

yepHOApOoOHHM NOKa3aTe U

[loBuineHue Ha anaHdH  |HeuecTH Heuecrn Heuectu

amMHoTpaHcdepa3arta

[ToBuiieHHe Ha acriaprar |HeuecTH HeuectH Heuectn

aMUHOTpaHcdepa3aTa

ITosuiuenu yepnoapoduu |Heuectu Peaky HeuecTH

€H3UMHU

Xunepbunupybunemus  HeuecTH Peaxu KC HEH3BECTHA YeCTOoTa
HapyieHus Ha KOXaTa M NOAKOKHATA ThKaH

KoXHU KpbBOU3IUBHU HevyecTu UecTH YecTH

Anoneuus

jC HCH3IBECTHA 4YE€CTOTa ‘C HEH3BCCTHA HCCTOTA

C HEeM3BEeCTHAa 4YeCTOTA

HapyuieHus Ha MYCKYJIHO-CKEJIETHATa CHCTEMA H CHEAMHHTENHATA ThKaH

Xemaprpo3a HeuecTu Penkn HeuvecTH
HapyuieHus Ha 6B0peuMTe U MUKOUHUTE MBTHLIA
Yporenuranna xemoparus,HeuecTu YecTu YecTH
BKIKOUUTENHO XEMATY DU
[O61M HapyLueHHS H €(PEKTH Ha MACTOTO HA NPUIOKEHHUE
XeMoparus Ha MACTOTO Ha
HHXKEKTHpaHe Penku Penxu Peaxu
XemMoparusa Ha MACTOTO Ha
noctaBdHe Ha KareTbpa  |Penkw Penku Penkn
KbpBaB CekpeT Penku - -

Hap&HﬂBﬂHHH, OTpaBAHUA H YCIOXKHCHHA, BE3HUKHAJIK B PC3YJITAT HA HHTCPBCHLIKH

TpaBmaTu4Ha xemoparus |Heuectu Peaku HeuecTH
XemoparHs Ha MACTOTO Ha

HHLIH3 KA Penxu Penku Penku
[locTnpoueaypeH Heuectu - -
[ToctnpouenypHa HeuvectH

XeMoparus - -
[locTonepaTtusHa aHeMHa [PenKH - -
[locTnpouenypHa HedecTn - -
Cekpeuus OT Heuectu

OlIepaTHBHATa paHa - -

XUpypruyeckd H MEAULIMHCKH HHTEPBEHLIMH

Jpenax Ha onepaTHBHATa
paHa

Penku

[locTripoueaypeH ApeHax

Penku

Onuncanye Ha H3OpaHHU HEKEIAHH PEAKLIHH

Peaxyuu na xepeene

[Nopanu ¢apMaKONOriuHUs MEXaHU3BbM Ha AedcTBME ynoTpebara na naburarpa
OB/l CBbp3aHa ¢ MOBHIIEH PUCK OT OKYJITHO WIH BUAHMO KHPBEHE OT KOSATO H [
[Tpu3HalMTE, CHMIITOMHATE M TEXECTTA (BKITIOYMTENHO H JIETANICH U3X0/1) BAPHP
cTeneHTa Wiy 00XBaTa Ha KbpBEHETO W/W/IM aHemMusnaTa. B KiMHHuHHUTE npquna 5

KbpBeHE (Hanp. CTOMALIHO-YPEBHO, FEHUTOYPUHAPHO) € Hab1104aBaAHO MO-4ECTON ﬁt NG
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neqyeHue ¢ naburaTpaH eTekCHiar, B cpaBHeHKE ¢ ieueHHe ¢ BKA. Taka, B nomuiiHeHHE KbM
MOAXOASLIO KTHHHYHO HabnoaeHHe, 1a0opaToOpHOTO H3C/IEABAHE HA XeMOTIOOHH/XEMATOKPHT €
LIEHHO 33 OTKPHBAHE HA OKYJITHO KbpBeHe. PUCKBT OT KbpBEHE MOXKE Aa C€ NMOBHIIM PH ONPEAETICHH
[PYMH NAaLKEHTH, HANp. TE3H KOUTO MMAT yMepeHo OLOpeuHo yspexaane /MK ca Ha ChIBTCTRALLO
neveHue, 3acArallo XeMocTasaTa, WK CWiHH P-gp nHXuOUTOpH (BX. TOUKa 4.4 XeMoparuueH pHUcK).
XeMoparnuHHUTE YCIOKHEHUs MOXe Ja ce npoasaT kato cnaboct, GneaHocT, 3aMasHOCT, rnasodosive
M1 HEOOACHHUMO MOJYBAHE, AUCTTHEA U HEOOACHUM LIIOK.

CrobuiaBa ce 3a NO3HATH YCI0XKHEHHA C KbPBEHE, KaTO KOMNAapTMEHT CUHAPOM M ocTpa O16peuHa
HeJOCTAaThbYHOCT Mopaau Xunonepdysus W CBbP3aHa C aHTUKOATyJIAHTH HEPPONAaTHA MPH NALUKEHTH C
[peapasnoaralii pUickoBy (pakTopy, BbB Bpb3ka ¢ AaburaTpaH etekcunar. Cnegosarenio, Tpabsa na
ce OTYMTA BEPOATHOCTTA 32 XeMOparus NpH OLEHKATa Ha CHCTOAHMETO Ha BCEKH aHTUKOAIryTHpaH
MaLKeHTH. 32 Bh3PACTHHU NALMEHTH MMa HANWYHO CrielM(PHUUHO HEYTPAITU3HPALLO CPEACTBO 32
naburartpaH, Haapyuusymat, B clyqait Ha HEKOHTPOJIMPYEMO KBPBEHE (BXK. ToUKa 4.9).

Tepeuyna npesenyus va BTEC npu opmoneduuna xupypaus
Ta6nuua 13 nokassa Opos (%) HA NAUMEHTHTE C KbPBEHE, KATO HEXKE/IAHA JIEKAPCTBEHA pEeaKL s Mo
BpEME Ha MEPHOIA Ha JICUCHHUE B IBeTe OCHOBHU KIMHHYHH Npoy4BaHus 3a nipeseHuus Ha BTEC, B

3aBUCHMOCT OT A034Ta.

Tabauna 13: bpoii (%) nanuenTH ¢ KbpBeHe, KATO HEXKEJIAHA JICKAPCTBEHA PeaKIHA

Haburarpan Haburarpan EHOKcanapuH

erexcuwiat 150 mg erekcunar 220 mg

BeHB?K AHEBHO BeAHbK AHEBHO N (%)

N (%) N (%)
JlexyBaHu MaLMEHTH 1 866 (100,0) I 825 (100,0) 1 848 (100,0)
['onaMO KbpBEHE 24 (1,3) 33 (1,8) 27 (1,5)
BcsikakBO KEpBEHE 258 (13,8) 251 (13,8) 247 (13,4)

IIpesenyus na uncynm u cucmemer embonuzvm npu ew3pacmuu nayuernmu ¢ HKIIM ¢ eoun wiu
nogeue pucKkosu gaxmopu

Tabnuua 14 noka3ea chOMTHATA HA KbPBEHE, pa3npeAeNeHH KaTo CbOMTHA Ha roIIMO H Ha BCAKAKBO

KbPBEHE B OCHOBHOTO MPOYYBaHe, U3CIIe/1BaLIO MPEBEHLMATA Ha TPOMOOEMOOIHYEH HHCYIT H
cucTeMeH eMOOTN3BM [TPU MALMEHTH C IIPEACHPAHO MbX/IEHE.

Tabanua 14: CnOATHR HA KbPBEeHE B IPOY4BAHE, H3C/I€ABAINC NPEBEHIHATA HA
TpomMO0oeMOOIHYEH HHCYJIT H CHCTeEMEH eMOOIA3IBM NMPH NANHEHTH ¢ MPEACHPAHO MbKICHE

Jlaburarpan erekcunar|laburaTpaHn etekcunar|BapgapuH
110 mg aBa nbTH 150 mg nBa nbTH
|[AHEBHO {MHEBHO
Paunomuzupaly nauuestn 6 015 6 076 16 022
[‘otaMo KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
Brrpeuepento kbpeene 27 (0,23%) 39 (0,32%) 91 (0,77%)
CY knpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KspBene ¢ neranen usxoa (26 (0,22%) 30 (0,25%) 42 (0,36%)
Manko KbpBEHE 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%
BCAKAKBO KbPBEHE 1 759 (14,78%) 1 997 (16,60%) 2 Y69 ( )

B panaoMH3npaHo NpoyuBaHe, MpH NALMEHTHTE, NPHEMANH JabHraTpaH eTeKy
aHeBHO win 150 mg ABa MbTH AHEBHO € ChIUECTBYBA 3HAUMTETHO NO-HUCBK :
’KUBOTO3aCTPALIABALIC KbPBEHE U BLTPEUCPEITHO KbPBEHE B CPaBHEHHE C TE3! ? ek
[p < 0,05]. U npu aBere koHUEHTpaUuK Ha AadUraTpaH eTexcHiaT € UMaJIo ¥ Cyaty 'Hq S
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no-HKUcka o61ia YecToTa Ha kepBeHe. [lpy nauneHTuTe, npuemany pavaomusupano 110 mg
NabMraTpaH €TEKCUIAT ABA IbTH JHEBHO CHLUECTBYBAT 3HAYHTEITHO NO-HUCHK PHUCK OT rOAMO
KbpBEHE B cpaBHeHUe ¢ BapdapuH (koedHuunedT Ha pucka 0,81 [p = 0,0027]). I1pn naumenture,
rnpuemany panaomusuparo 150 mg aaburatpaH €TEKCHIAT [1BA MbTH JHEBHO € ChiLECTBYBAN
3HauYUTENHO No-roJiaM puck oT CY kbpBeHe B cpaBHEHME ¢ BapdapHH (koedHLHEHT Ha pHUcka 1,48

[p = 0,0005]. To3u edekT € Habn0AaBaH FJIABHO NpU MALMEHTH > 75 FOARHH.

KnunsuHara ron3a ot paburatpas no OTHOLIEHHE HA NPEBEHLUUATA HA UHCYIT H CHCTEMEH
eMOO0IM3BM M MOHKKEHHAT PHCK OT UHTpakpaHHanHa xemoparusa (MKX) B cpaBuenme ¢ BapgapuH ce
3aMa3BaT NPH OTACTHHUTE MOArPYyNH, Harp. 6b6peuHo yBpexaaHe, Bb3pacT, CbbTCTBaLIA ynorpeba Ha
NIEKAPCTBEHU IPOJTYKTH KATO Hamnp. aHTUTpoMOoTHUM Wi P-gp uHxuburopu. Jlokato HakoH
NOArpYNH NALHEHTH Ca C NMOBULIEH PHUCK OT roMsiMO KbpPBEHE, KOraTo €a JIEKYBaHH C AHTHKOATYJIaHT,
MOBHLIESHHAT PUCK OT KbpBEHE TNIPH JabKWraTpaH erekcunar e cBbp3al cbe CH xbpBeHe, 0OMKHOBEHO
HabmoaBaHo npe3 mbpBUTE 3-6 Mecella cliek 3aNoYBaHE HA JIEYEHHETO ¢ AabHraTpaH eTeKCHar,

Meuenue na JIBT u BE, kakmo u npesenyua na peyuoueu va BT u bE npu év3pacmuu nayuenmu

(IBT/BE)

B Tabnuua 15 ca nocoueHu crOHUTHA Ha KbpBeHe OT 0000IeHuTe ocHOBHH nMpoyusaHus RE-COVER #
RE-COVER I, B xouro ce usnursa neuenvero #Ha JIBT u BE. B cGopxute npoyuBanus, chbutuaTa Ha
NbPBHUHUTE KpaHHH TOYKH 3a 6€30nacHOCT ,,roIAMO KbPBEHE, MOISAMO HIH KITHHHYHO 3HAYHMO
KbPBEHE M BCAKAKBO KbPBEHE" ca 3HAUMTETHO MO-MAIKO B CpaBHEHHE ¢ BaphapuH MPH HOPMAITHO

anda Hueo 5%.

Tabauna 15: CuonTaa na xepeene B npoyysaHuaTa RE-COVER u RE-COVER 11, B korTO ce

u3nHTBa JeueHHeTo HA BT u BE
/laburaTtpan erekcunar Bapdapun KoeduuneHT Ha pHcka
150 mg aBa nbTH icnpamo BapdapHH
IHEBHO (95% noseputeneH
HHTEpBA)
[TaiueHTH, BKJIYOYECHH B 2 456 2 462
laHau3a Ha 0e30macHoCTTa
ICuOuTHA Ha ronaMo kepBeHe |24 (1,0%) 40 (1,6%) 0,60 (0,36, 0,99)
BovTpeuepenHo 2 (0,1%) 4 (0,2%) 0,50 (0,09, 2,74)
KbpPBEHE
I'onamo CY kepBede (10 (0,4%) 12 (0,5%) 0,83 (0,36, 1,93)
JKusoroszacTpatuasaiyo 4 (0,2%) 6 (0,2%) 0,66 (0,19, 2,36)
KbPBEHE
ICbOuTHA HA ronamMo 109 (4,4%) 189 (7,7%) 0,56 (0,45, 0,71)
KbpBEeHE/KIIMHUYHO 3HAYUMO
KbPBEHE
BcAKakBO KbpBEHE 354 (14,4%) 503 (20,4%) 0,67 (0,59, 0,77)
Besakakso CY kbpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90, 1,82)

CH0HTHATA HA KbPBEHE MPH [BETE JEHEHHA €4 OTUYMTAHH OT MbPBUSA NpUEeM HAa NaOHraTpaH eTeKCUIaT
Wiy BaphapHuH ciea npekpaTaBaHe Ha NapeHTepaiHaTa Tepanus (MepHoI CaMo Ha NEPOPaTtHoO
nevenune). ToBa BKJIHOYBA BCHMKH CEOUTHA Ha KbPBEHE, Bb3HUKHAIM 110 BpEMe Ha TeparHaTa C
aaburatpaH eTekcwiart. BimoyeHd ca BCHUKH ChOHTHA Ha KbpBEHE, Bb3HHKHAIIK 110 BPEME Ha
[epuoda, B KOMTO ce 3aCThIBAT JIEUEHHETO ¢ BapdapyH W rapeHTepanHaTa Tepanns.

B tabnuua 16 ca nocoyeHu JaHHH 3a CbOUTHA Ha KbLPBEHE B OCHOBHOTO NpoyuBaHe R¥F-M
koeTo ce uanuTea npeseHuuata Ha /IBT u BE. Hakou cxOuTus Ha knpBeHe (¢1d
kbpBeHe (CI'K)/xknuHnyHo 3Haunmo kbpeeHe (K3K); BcakakBo kbpBeHe) ca 3Hay
[P HOMUHANHO anda HUBO 5% npu NauUMEeHTH, MpHeMaiy AabUraTpaH eTeKCHIz

TE3H, MPUEMAJIH Bap(apHH.
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Ta6auna 16: Cnb6aTHA Ha KbpBeHe B npoyuBane RE-MEDY, B koeTo ce H3INHTBA NpeBeHIHATA

Ha JIBT u BE
JaburarpaH BapdapuH KoeduuueHT Ha pycKa
lerekcunat 150 mg cnipaMo Bapdapun (95%
Ba [TbTH JHEB JIOBEDHUTENCH HHTCDBAT)
UlekyBaHH NALKMEHTH 1430 1426
IChOuTHA HA rOIAMO KbpPBEHE 13 (0,9%) 25 (1,8%) 10,54 (0,25, 1,16)
Brrpeuepento kbpaexe 2 (0,1%) 4 (0,3%) He moxe na 6bae Hauncnen®
lonsaMo CH kbpsene 14 (0,3%) 8 (0,5%) He moxe ga 6bae uauucnen™*
}KHB{}TOSEC'TPEUIEIB&[HG ] (0,1%) 3 (0,2%) He moxe na Obae n3uucieH *
KbpBEHE
ICHLOUTUS HA COTAMO 80 (5,6%) 145 (10,2%) 0,55 (0,41, 0,72)
KbPBEHE/ KIIMHUYHO 3HAYUMO
KbpBEHE
BcesikakBO KbpBEHE 78 (19,4%) 373 (26,2%) 0,71 (0,61, 0,83)
Beakakso CY kppeene 45 (3,1%) 32 (2,2%) £,39 (0,87, 2,20)

*KP ne Mmoxe aa Oblie M3UKCIIEH MOPAIH JIANCAaTa Ha CbOMTHE, B KOATO M J1a € KOXOpTa/eHeHue

B tabauua 17 ca nocouyeHH AaHHM 3a cLOUTHA Ha KbpBeHe B OCHOBHOTO npoyusaHe RE-SONATE, B

koeTo ce uanursa npeseHuuaTa Ha JIBT u BE. Yecrorata Ha komOuHauusTa CI'K/K3K u Ha Bcakakso
KBEPBEHE € JHAYHTENTHO MO-MalKa NPU HOMHHAIHO ajida HUBO 5% MpPH NAUKEHTH, MPHEMaTH T1a1edo,
B CpaBHEHHE ¢ TE3M, TpHEMaIK faburaTpaH eTeKCHIaT.

Tabanna 17: Cnonrus na xppeere B npoyusane RE-SONATE, B koeTo ce n3nuTBa

npescHnuaTa HA /IBT n bE

Jlaburarpat [rauebo KoehHLHMEHT Ha PUCKA CIIPAMO
eTexcunar 150 mg nnane6o
(182 MbTH AHCBHO 95% NOBEpHTENEH HHTEPBAN )
JleKyBaHH mauM{eHTH 684 659
ICbOUTHA Ha rONAMO KbpBEHE 2 (0,3%) 10 He moxe 1a 6b1e u3unchen®
Brrpeuepento kbpaete [0 0 He Moxe na Obae uzuncnex™®
"onamo CH xepsene 2 (0,3%) 0 He moxe aa 6bae u3uucnen*
JrBoTO3acTpaliaBauo 10 10
KbpBEHE He Moxe na Obae HaunciieH*
Cp0uTHS HA ronsaMo 36 (5,3%) 13 (2,0%) ,69 (1,43, 5,07)
KbpPBEeHEe/KITMHHYHO 3HAUYHMO
KbPBEHE
BcsAkakBO KbpBEHE 72 (10,5%) 40 (6,1%) 1,77 (1,20, 2,61)
Beakakeo CY xbpaene 5 (0,7%) 2 (0,3%) 2,38 (0,46, 12,27)

*KP "e Mmoxke na Oblie H3UHCIIEH Nopaay JUIcaTa Ha ChOMTHE, NPH KOETO M Aa € OT JIeYEHHUATA

Azpanyaouyumosa u HeymponeHus

ArpasyioumMTo3a U HEYTPOIEHHs ca choblllaBaHH MHOIO PAAKO CNIEA pa3peluaBaHe 3a ynoTpeba Ha
naburarpas erekcunar. Thit KaTo HEXeEJIAHWTE pPeakuHH ¢a CboOIIaBaHK MPH NOCTMAPKETHHTOBOTO

arpaHyJouMTo3a ¥ 5 cbOuTHA Ha | MUJIHOH NMALUEHTOrOAMHH 32 HEYTPOTICHHS.

[leanaTpuyHa NoMyalHs
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BTEC npu neaHarpyuHu rauMeHTH ¢ npoyyeHa B Ase vanureanus ¢asa [l (DIVERSITY u
1160.108). O6wo 328 neavaTpyuHM NMAlMEHTH ca neKyBaHu ¢ Jaburatpad erexcwiar. Ilauuenrure ca
MOy4asaly aAanTHPaHH CIIOpe Bb3pacTTa M TENECHOTO TEro A03HM OT ChobpaseHa ¢ Bb3pacrra

nekapcrBeHa opMa Ha naburaTpaH eTekCcuar.

Kato usno ce ouaksa npodguabT Ha 6€30MacHOCT NPy ela Aa € ChIUMAT KaTo NPH Bb3PACTHH.

O61wo 26% OT NeaUaTpHYHKHTE NALMEHTH, NeKyBaHH ¢ naburarpaH erekcuiar 3a BTEC n3a
npeseuuua Ha peunadupaiid BTEC, ca nosyyrin HexenaHH peakuHH.

CrRucvk Ha Hedxceranume peaxyuu 8 mabauieH guo

B Tabnuua 18 ca nokaszaHHW HeKeNaHWTE peaklii, yCTAHOBEHH B MTPOYUYBaHHUATA [IPH ICYEHHE HA
BTEC u npeseHuua Ha peunausupamiy BTEC npy neanaTtpHynyn nauueHTH. Te ca rpynupaHH no
cucTemo-opradeH kiaac (SOC) u o yecToTa ¢ M3N0JI3BAHE HA ClieAHATa KOHBEHLIUA: MHOTO YECTH

(= 1/10), yectu (> 1/100 no < 1/10), Heuectu (= 1/1 000 no < 1/100), peaku (= 1/10 000 no < i/1 000),
mHoro peaxu (< 1/10 000), ¢ HeussecTHa yecToTa (OT HAUIHUHUTE AaHHH HE MOXe d Ob/ie HanpaseHa

OLICHKA).

Tabaana 18: Hexenauu peaxuuH

YecTOTa

SOC/TIpeanoynTaH TEPMHUH.

lneuenue Ha BTEC u npesenuns Ha peLIMAMBHpaLLH
BTEC npu neaMaTpyyHH NMaumeHTH

Hapyuenus Ha KpbBTa 4 JIMM(PHaTa cucreMa

AHeMmus YecTH

[ToHvkeH XeMOrIo0UH Heuectn
Tpombouuronesuns YecTH

[TOHHOKEH XEMATOKPHT HeuectH
HeyTponeHus HeuecTH
ArpaHyJIoLHTO3a {C HEH3BECTHA YE€CTOTa

HapyuieHHs Ha UMMYHHATa CHCTEMA

JlekapcTBEHA CBPBXUYBCTBHTENHOCT HeuecTH
Ob6pus YecTH
IpypuTyc HeuecTH
AHadunakTH4HA peakLius IC Hen3BeCTHA YECTOTA
AHrHoeaem IC HEM3BECTHA Y4ECTOTA
YpTHKapHs HecTH
bpoHxocnaszem |C HEM3BECTHA YECTOTA
Hapyiuenust Ha HEpBHATA CHCTEMA
BbTpeuepenta xeMoparus Heuectu
(CbI0BH HapyWIECHHA
XeMaToM YecTH
XeMmoparus IC Hen3BeCTHA YECTOTA
PecnupaTopHHU, MPbAHH H MEIMACTHHAIIHH HapYILICHHS
EnucrakcHc YectH
XemodTH3a Heuyectu
TOMAIUHO-YPEBHH HAPYLUCHHA
CToMallHO-4YpEeBHA XEMoparus HeuecTH e
AbaomunaaHa 60JKa Heuectu /7 S 1N
Huapus Yectu ) PR
Jucnerncus YecTu RO e
[aacHe YecTu S
PekTanHa xemoparus HeuecTtu
N A R
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XemopouaaiHa XeMoparus IC HensBecTHa uecTOTa

CTomauiHo-4peBHa A3Ba, BKAOUUATETHO IC Heu3BecTHA YECTOTA

e3otareanHa s3Ba

["acTpoesodarur Heuectn

"acTpoesodareanna peduiykcHa Gonect YectH

[ToBpbluane UecTu

Juncdarus Heuecty
XenaroOuauapHH HapyLICHHS

HapylueHa yeproapobHa yHkuMs/ IC HEH3BECTHA YeCTOTa

OTKI0HEHHA BbB (PYHKLIHOHATHHUTE
YepHOApOOHH MOKa3aTelH

[NoBuiieHHe HAa aTaHWH aMUHOoTpaHcdepasara [HeuecTH
[ToBuiIeHHE Ha acniapTaTr aMMHoTpaHcgepalara [HeuecTu

[ToBuuieHH Y€pHOAPOOHH €H3HMH YecTH
XnnepOouaupyOUHEMHA HeuecTH
HapylieHus Ha Ko)KaTa M MMOAKOXKHATA ThKaH
Ko>xXHH KPLBOH3IHBH HeuectH
Anoneums Hectn
Hapyutenus Ha MyCKy/1HO-CKEIETHATa CHCTEMA H CheAHHHMTEIHATA ThKaH
XemapTposa IC HensBecTHa yecToTa
Hapyuenus Ha 656peLmTe H MUKOYHHTE MbTHILA
YporeHHTaIHA XEMOPArus, BKTIOYUTEIHO Heuectn
XEMaTypHA
O61um HapyuieHHA U ePEeKTH Ha MACTOTO Ha NPHIOXKEHHE
XeMoparusg Ha MACTOTO Ha HHXEKTHpaHe C Hen3BeCTHA HeCTOTa
XeMoparusi Ha MACTOTO Ha MOCTABAHE HA
KaTeThpa IC HeM3BECTHA UecTOTa
HapaHsBaHHs, OTPaBAHHSA H YCIOXKHEHHS, Bh3HHKHANH B pEe3Y/ITAT Ha HHTEPBCHLMH
TpaBMaTH4YHA XEMOparus HeuecTH
XeMoparus Ha MACTOTO H3 HHLIH3US IC HEM3BECTHA YECTOTA

Peaxyuu na xvpsene

B npe usnurBauus ¢asza Il npu nokazanuero neueHve Ha BTEC v npeseHuua Ha peunauBHpaily
BTEC npu neauaTpHyHU nauueHT oowo 7 nauMeHTH (2,1%) ca umanu cuOMTHE Ha roJisMO KbLPBEHE,
5 nauueHtH (1,5%) ca uManu ceOHUTHE Ha KITHHHYHO 3HAYMMO HETOJIIMO KbpBEHE M 75 MauueHTH
(22,9%) ca uManu cuOMTHE HA HE3HAYMTENHO KbpBeHe. KaTo ua10 yectorara Ha cLOUTHATA Ha
KbPBEHE € M0-BUCOKa MPH no-ph3pacTHarta rpyna (12 go < 18 roaunu: 28,6%), OTKOAKOTO B rpynure
¢ HO-MaJiKa Bh3pacT (OT paxaaHeTo A0 < 2 roaunu: 23,3%; 2 o < 12 roguun: 16,2%). I'onamo win
TEXKKO KbPBEHE, HE3aBMCMMO OT MACTOTO Ha Bb3HHKBAHE, MOXE /1a AO0BEAE K0 HHBAIMIH3HPAHCE,
AHBOTO3ACTpALLlaBAHE WIH AOPH JIETANIEH H3XO0/.

CrnobuiaBaHe Ha NOJ03UPAHH HEXETAHU PEAKLIMH

CrobuiapaHeTo Ha NOAO3IHPAHH HEXKEAHH PeakLMy ¢iie] pa3peluaBaHe 3a ynorpeda Ha neKapcTBEHHUA
NpOAYKT € BaxkHO. ToBa No3B0/ABA Aa NPOABHKY HAOMIOAEHUETO HAa ChOTHOLIEHHETO NMO/13a/pUCK 3a
NIEKapCTBREHMS NPoaykKT. OT MEAHUMHCKHTE CIIELMAITMCTH CE W3HCKBA Ja ChoOLIaBaT BCAKa
MOAO3HpPaHa HeXeNaHa peaKLus 4pe3 HALIMOHA/IHA CMCTEMA 3a ChoOlaBaHe KbM M3nmbnHuTeHaTa
areHLUHs Mo JeKapcTnara, yi. ,.Jlaman [pyes” Ne 8, 1303 Codus, ten.: +35928903417,
www.bda.bg.

4.9 Ilpenosupane

HDBH ﬂﬂﬁHFanaH CTCKCHAAT, HaABHIIABALLIX NPCNIOPBUHUTCIHUTE A03H, H3Jlarart I1
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MOBHILEH PHCK OT KbPBEHE.

[Ipyn chMHeHHe 3a npeAo3upaHe MPOBEKAAHETO Ha KOAryl1aRHOHEH TECT MOXE /12 ITOMOTHE 32
onpenae/siHE HA PUCKa OT KbpBeHe (BxK. ToukHd 4.4 u 5.1). Kanubpupan konnuectsen TBP tect win
MHorokpaTH# TBP u3aMepBaHus MO3BOIABAT NPEABIKIAHE HA BPEMETO, KOraTo LWE ObaaT JOCTHIHATH
(BX. TOuKa 5.1), CBLUO B CITyUal He ca NpeaAnpueTH JOMbIHUTEHA MEPKH — Hanp. JHaJIH3a.

[IpekomepHaTa aHTHKOAryJiauua MOXKe J1a H3UCKBA MPEyCTaHOBABAHE Ha JIEYEHUETO ¢ AaburarpaH
eTekcunar. Thit kaTo AabUrarpaH ce exCKpeTHpa NpeauMHO upe3 Onbperuure, TpadOBa na ce noaabpxKa
NOCTaThYHa Auype3a. Thil KaTO CBLP3BAHETO C MPOTCHHM € B HUCKA CTENEH, JaburarpaH MoXe 1a
Oble AMATH3UPAH; MMA OpPraHW4YeH KJIWHWYEH ONMUT, A€MOHCTpPHpalll non3aTa OT TO3H NOAXOA B
KNWHHYHH MpoyvBaHud (BXK. TO4YKA 5.2).

OBnajsBaHe Ha YCIOXKHEHUATA C KbPBEHE

B ciyuait Ha XeMOparuHy yCJIOKHEHUS JiedeHueTo ¢ Jaburarpas erekcunar Tpabsa aa 6nae
[peycTaHOBEHO, 4 MPUYKHATA 32 KbpBEHETO N udcneasana. [1o npeuenka Ha neKyBalius Jiekap 4 B
3aBUCHMOCT OT KIMHHYHATA CHUTyaLus TpAOBA aa ce npeanpueMe noAxXoA4io NoaIbpxKauo JeYeHHe,
KaTo XMPYpPruyHa XeMOCTa3a WK 3aMECTBAHE Ha KPbBEH 00EM.

[Tpy BBL3pAcTHM MALIHEHTH B C/Iy4aH, KOrato € Heodxoanmo 6bp30 HeyTpaH3HpaHe Ha
aHTUKOAry/JaHTHHUSA edexT Ha faburaTpaH, MOXe [1a € H3MOA3Ba CNELMPUUHOTO HEYTPATH3HPALIO
cpeacTso (Maapyun3yMat), KoeTo aHTaroHusupa gapmakoanHaMHuHKs epekT Ha naburaTpaH.
EduxacHocTTa ¥ 6e3onacHOCTTa Ha MAApyUM3yMad He ca YCTAHOBEHHM NPH NMEAHATPHYHH NaLMEHTH
(Bk. TO4Ka 4.4).

Moxe na ce Ma NPeABH NPHIaraHe Ha KOHLIEHTPATH HA KOArylatMoHHH GaKTopH (aKTHBUPAHH HIIH
HeaKTHUBUPaHH) WK pekoMOHHaHTeH dakTop Vila. UMa HAKOM eKCIEpHMEHTANIHH 40Ka3aTeNCTBa B
[OJAKPENa Ha po/ATa Ha TE3U NEKAPCTBEHU NPOAYKTH B 0OpbllaHE HA aHTHKOAryJIaHTHHA eexT Ha
naburarpaH, HO JAHHWTE 32 N0J13aTa UM KIHHHYHH YCIOBHA, KAKTO H 32 B3MOXHHS PHCK OT pubayH.
TpoMO0eMOOJIH3BbM, Ca MHOTO OrpaHM4eHd. KoaryJallHOHHHHTE TeCTOBE MOrar Ja CTaHaT
HEHAJEX/IHH CJIe MPUJIOKEHHE Ha NPENOpbUYMTEIHUTE KOHLEHTPATH Ha KoarynauuoHHH $akTopy.
Tpsa6pa na ce BHUMaBa MPH ThAKYBAHETO Ha TE3W TecToBe. Tpabsa na ce oOMHCAK NpUIOKEHHE HA
TpoMOOLIMTHA Maca B ClyvauTe, KOraTo UMa TpOMOOLIMTONEHHA HH ¢a OHAH M3NOI3BAHH
ABJAFOAEHCTBAIY AHTHTPOMOOTHYHH JIEKAPCTBEHH NPOAYKTH. LIAN0OTO CHMNTOMAaTHYHO JIeUeHHE
TpAOBa /1a ce npuiara no npeueHKa Ha jekaps.

B 3aBMCMMOCT OT MECTHHTE BL3MOXKHOCTH, TpAOBa Aa ce OOMHCIH KOHCYNTALHS ChC CNELHAIUCT B
C/y4ad Ha roinsMo KbpBEHE,

5, ®APMAKOJIOrHYHHU CBOUCTBA

5.1 PapmMaxkoiHHAMHEYHH CBOWCTBA

MdapMakoTepaneBTH4HA MPyna: aHTUTPOMOOTHYHH CPEeACTBa, JHPEKTHY TPOMOHUHOBH HHXHOHTOPH,
ATC kxoa: BOIAEOQ7.

MexaHH3BLM Ha IEHCTBUE

npespbila B faburaTpaH 4ypes karaiH3npaHa OT ecTepa3a XWApOoJiu3a B [J1a3MaTa K B
JlaburarpaH € MolleH, KOHKYpPEHTEH, 00paTHM, AUPEKTEH TPOMOHHOB HHXHOHKTOD H
BELIISCTBO C AKTHBHO AEHCTBHE B Nila3Mara.

Tbii kaTo TPOMOUHBT (CEPHHOBA NMPOTEa3a) MO3BOJABA MPEBPBILAHETO HA HUOPHHO
B X0/Jla Ha KOary/iallMoHHaTa Kackaga, MHXuOupaHeTo My MpeaoTBpaTasa oopasysa
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JTaburatpaH uuxubupa cBoboaHHA TPOMOUH, HUOPUH-CBBP3aHKs TPOMOMH U TPOMOHMH-HHIyUHpaHaTa
TpoMOOLMTHA arperams.

dapMaKkOJHHAMHYHH eﬂgmu

In vivo W ex vivo NpoyyuBaHHs NPH }KUBOTHH AEMOHCTPHUpPAT aHTUTPOMOO3Ha €PHUKACHOCT H
aHTMKOAry/JAaHTHA AKTUBHOCT Ha faburaTpaH ciie MHHTPABEHO3HO NPUIOKEHHE K Ha AaduraTpaH
ETEKCHAAT CJIe/] NEPOPATHO NPUWIOKEHHE ITPH Pa3NHYHH KHBOTHHCKH EKCMEPUMEHTAIHH MOAENTH HA
TpoMOO03a.

ChbluecTByBa OTYET/IMBA KOPENALMA MEXIY IVIa3MeHaTa KOHLUEHTpaLuus Ha JaburaTpaH ¥ CTeneHTa Ha
aHTHKOary/JaHTHUSA edekT, 6asupaHo Ha ¢a3a Il npoyusaHus. laburatpan yawpkara TpoMOMHOBOTO
speme (TB), EBC u APTT.

KanubpupaHuaT KonuuecTBeH TecT Ha TB upes pazpexaaHe (TBP) nasa ouenxa 3a rnia3meHara
KOHLEHTpaLus Ha faburarpaH, KoaTo 4a Obae cpaBHEHA C OYAKBAHUTE I1a3MEHH KOHLIEHTpALIMH Ha
naburarpan. B cnyuyaii ue kanubpupanusat TBP tect mokaxke pesynrar 3a nnamMeHaTa KOHLIEHTpaLHs
Ha Aaburarpan, KOMTOo € Ha WM NOJ IpaHKLIATa HA KOIIMYECTBEHOTO ONpeAesaHe, cleBa aa ce
oOMHMCAH MpoBEXIAHE HAa NOMBJIHUTENHO M3C/ieaBaHe Ha koarynauusTa, Hanpumep TB, EBC nunu

APTT.
EBC moxe ka ocMrypH AMpeKTHA OLIEHKAa HAa aKTUBHOCTTa HAa AMPEKTHUTE TPOMOHHOBH HHXHOHUTODH.

TectbT APTT € LIMpOKO AOCTBIIEH M noka3ea NpUOIH3HUTEIHO AHTUKOAryJJaHTHATA UHTEH3UBHOCT.
Obaue, APTT TecThT MMa OrpaHUyeHa YyBCTBMTEIHOCT W HE € NMOAXOAALUI 32 TOUHO KOJHYECTBEHO
oTipee/ITHE Ha AHTUKOAryJJaHTHUA €PEKT, 0COOEHO NpPH BUCOKH UTa3MEHH KOHLIEHTPAaLUH Ha
naburaTtpad. Benpeku ue sucoku croiiHocTr Ha APTT Tpabsa aa ce ThiKyBaT ¢ NOBUIIEHO
BHUMAHHE, TE [TOKA3BAT, Y€ MAUMECHTHT € AHTUKOATYTUPAH.

Karto usio, Moxe Aa ce rpueMe, 4e Te3d NTOKa3aTe/u 32 aHTHKOoaryJiaHTHa akTUBHOCT MOrar Jia
OTPa3AT HABATA Ha AaburaTpaH, KAKTO M [a NPEAOCTABAT HACOKH 3a OLIEHKATa Ha pHCKAa OT KbPBEHE,
T.€. Haa 90" nepceHTHN HA HaH-HUCKUTE HUBA Ha JAOMraTpaH WM Koary/jJauMOHEH TECT, KATO HaK-
HHCKH u3MepeHH cToiHocTy Ha APTT (3a nparosere Ha APTT Bx. Touka 4.4, Tabnuua 6), Moxe 1a ce
AaCOLMMPA C MOBHIIEH PUCK OT KbpPBEHE.

ITvpsuuna npegsenyus na BTEC npu opmoneduyna Xxupyp2us

CralroHapHHTE CpeHa reOMETPHUYHA MTHKOBA f1a3MeHa KOHLeHTpaLu (cien JeH 3) Ha aaburarpad,
“3IMepeHa oKoJio 2 yaca cnen npwiokeHue Ha 220 mg naburarpas erexcuiar, e 70,8 ng/ml, c
rpatuuy 35,2-162 ng/ml (B unreppana 25™-75™ nepcentrn).Cpeanarta reoMeTpuiHa Hal-HHCKA
KOHLEHTpauua Ha gaburatpaH, u3mepeHa B kpas Ha JO30BHA MHTEpBAT (T.€. 24 yaca cnen 103a
naburarpau 220 mg), e cpeano oxkono 22,0 ng/ml, e cpeato okono 13,0-35,7 ng/ml (B unTepBana 25-
TH-75-TH NEPCEHTHI).

B eaHo crieljMaiHO Npoy4BaHe caMO NP MaLMEHTH ¢ yMepeHO ObOpeuHo yBpexaane

(CrCL 30-50 ml/min), nexyBaum ¢ aaburarpat erekcunar 150 mg BeaHBK AHEBHO, CpeHATa
reoMeTpHYHA Hal-HUCKA KOHLICHTpauua Ha AaburaTtpad, M3MEpPEHA B Kpas Ha A030BHS HHTEPBAJL, €
cpeano 47,5 ng/ml, ¢ rpanuum 29,6-72,2 ng/ml (25™ -75™ nepcentun).

[Ipu mauueHTH, nekysaHu ¢ 220 mg aaburatpaH eTekcHnaT BEAHBXK JHEBHO 3a npeBeHUuUs Ha BTEC
cJie]1 IpoTeaupaHe Ha TazobeapeHa UK KOJICHHA CTaBa,

. 90™ nepCeHTHJ1 Ha Hail-HUCKMTE TUTa3MEHH KOHLIEHTpaLUU1H Ha Aaburarpat e
(20 - 28 yaca cnen npHema Ha npeAULIHAaTa A03a) (BXK. TOMKH 4.4 1 4.9),
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npeseruna Ha BTEC cnen nporesupaHe Ha Tazofeapesa M KoJi€HHa CTaBa.

Ipesenuun na uncyam u cucmemen emboausvm npu gv3pacmuu nayuenmu ¢ HKIIM ¢ edun wiu
nogeye puckogu paxmopu (ITHITM)

CTauMoHapHaTa Cpe/iHa FeOMETPHYHA MHKOBA [U1a3MEHa KOHLEHTpaLUA Ha AaburaTpaH, H3MepeHa
ox0s10 2 yaca cnen npunarade Ha 150 mg naburarpan etekcunart, € 175 ng/ml, ¢ rpannus 117-

275 ng/ml (25™-75™ nepcentn). CpesHaTa reOMETpH4HA Hali-HHCKA KOHLIEHTpAUHs Ha faburarpa,
M3MepeHa CYTPHH B Kpas Ha 1030BHs HHTepBan (T.e. 12 yaca ciell Beyeprara 103a faburarpas

150 mg), e cpeano oxono 91,0 ng/ml, ¢ rpanuum 61,0-143 ng/ml (25™- 75°™ nepcenrun).

[Tpu naumentu ¢ HKIIM, nexyBaHu 3a ApeBEHLMA Ha HHCYJIT M CHCTEMEH eMOONHU3BM CbC 150 mg
naduraTpaH eTeKCWIAT [1Ba NbTH JHEBHO,

° 90™ nepceHTU Ha H3MEPEHWTE Hal-HUCKY TUIa3MEHH KOHLEHTpauuK Ha naburarpa (10-
16 uaca caen npyueMa Ha npeauLIHaTa A03a) € okoJio 200 ng/ml,
o Hak-uuckuTe croHocTH Ha EBC (10-16 yaca cnea npyeMa Ha npeaMilHaTa 103a), NOBHIUECHH

nMpuOIH3UTENHO 3 MHTH HaJl FOPHATA MPaHMLA HAa HOpMaTa, ce OTHacAT Ao HabmogasaHus 90™
nepceHTHN Ha yaAbbkaBake Ha EBC ot 103 cexyHzau,

. Hait-HUCKH cToiHOCTH HA APTT, noseye oT 2 nbTit HAA ropHaTa rpaHyLia Ha HopMara
(yasmxasaHe Ha APTT c okono 80 cexynam), (10-16 uaca cnen npuema Ha npeauilHaTa 103a)
ca oTpaseHu Ha 90™ nepcenTnn ot HabnOAEHHETO.

Jevenue na JIBT u BE, xaxmo u npegenyus na peyuoueu na /[IBT u bE npu ev3pacmunu nayuenmu
(ABT/BE)

ITpu naumenty, nekysanu 3a JIBT u BE cnec 150 mg aaburatpan erexcunar Asa nbTH AHEBHO,
cpeaHaTa reoOMeTpHYHa Hal-HMUCKa KOHLIGHTpanusa Ha gaburartpax, namepena 10-16 yaca cneq npvem
Ha 1033, B Kpas Ha JI030BHs WHTepBan (T.e. 12 yaca cnea BeuepHaTa A03a AabUraTpaH ereKCHiIar

150 mg), e 59,7 ng/ml, ¢ rpanum 38,6 — 94,5 ng/ml (25™-75™ nepcenrun). [1pu neyennero Ha JIBT
v BE ¢ naburatpau erexcunar 150 mg asa nbTH AHEBHO,

. 90 nepceHTWT HA HIMEPEHHUTE Hal-HHUCKM M1a3MeHH KOHUEHTpaLUuu Ha qaburarpan (10-
16 yaca cieq npUeMa Ha NpeadilHaTa 103a) € okojo 146 ng/ml,
. Hal-HuckuTe cToiiHocTH Ha EBC (10-16 uaca cnea npyHeMa Ha npeJuLUHaTa J034), NIOBULUCHH

PHGIU3HTENHO 2,3 MBTH CIPAMO HAYaJIHHTE CTOMHOCTH, Ce OTHACAT A0 Habmonasanus 90-tu
nepceHTHN Ha yabbkasane Ha EBC ot 74 cexynam,

. 90" nepceHTUN Ha Hal-HUCKkH ctoiiHocTH HAa APTT (10-16 uaca cnea npueMa Ha npeaAHILIHATA
no3a) e 62 cexkyHan, koeto € 1,8 nbTH CTORHOCTTa Ha H3XOAHO HMBO,

Hsima nanau 3a GpapMakoKMHeTHKATA NPH NAaLKMEHTH, JIEKYBAHH 3a NpeBeHUU Ha peunausurpalwa [1BT
u bE cue 150 mg naburarpaH erekciuiar ABa NHTH AHEBHO.

KnunsuHa eUKacHOCT H 6€30MmacHOCT

Emunuuecku npousxoo

He ce HabmioaaBaT KAMHUYHO 3HAYUMH €ETHHYECKH PA3NIMKKA MEXIY NMALMEHTUTE OT EBPONEKHIHATA
paca, ¢ appo-aMepHKaHCKH, TATHHO-aMEPUKAHCKH, AMOHCKH HITH KHTafiCKH MPOH3XOA.

Knunuunu npoyusanus evpxy npesenyuama na BTEC caed npomesupane Ha 2oremu cmasu

napalneJHO-rpynoBH, BOHHO-C/ENH, 103a-NOTBBPKAABALIY [TPOYUBAHHA (NPH €AH
Ha KOJISHHATA CTaBa, a MpH APYroTo — Ha TazobeapeHara crapa), moJy4aBar 75 mg
naburarpau erekcunar 1-4 yaca crneq onepaumaTa, a ciea Toea no 150 mg wau 22

TOBA — BEAHBXX JHCBHO.
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B npoyusaneto RE-MODEL (npore3HpaHe Ha KOJISHHa CTapa) JI€4eHUETo npoawnkasa 6-10 axu, a B
npoyusaneto RE-NOVATE (npotesupane Ha TazobenpeHara cTasa) - 28-35 anu. O6muar Opo#
TEKyBaHM MALMEHTH € CboTBeTHO 2 076 (konaHHa cTaBa) U 3 494 (Tazobeapena crasa).

Cwuetanuero ot obuara cmspTHocT mopaau BTEC (BkmounTtenno Oenoapoben embonuism (bE),
NMPOKCHMAIHA M JKCTanHa Abiboka BeHo3Ha TpoMbo3a (JIBT) — cuMnToMHa Wi aCUMITTOMHA,
YCTAHOBEHA Ype3 PYTHHHA BeHOrpadusa) H CMEPTHOCTTA IOPARH BCAKAKBa MPHYHHA MPEACTARIABA
ITLPBUYHATA KpaifHa TOYKa U Ha ABeTe npoyuBaHus. CpueranueTo oT rojaM BTEC (sxmountenno bE
u npokcumanes JABT — cMMIITOMEH WM aCMMNTOMEH, YCTAHOBEH UPE3 PYTHHHA BEHOrpagua) 1
cmepTHOCT nopaau BTEC npencrasnssa BTopuyHa kpalHa TOYKA H C€ CUMUTA, Y€ KMa NO-TOMAMO

KIHHHYHO 3HA4YCHHC.

PesynTaTvTe OT ABETE NPOYUBaHUA NMOKA3BAT, 4€ aHTUTPOMOO3HUAT edext Ha 220 mg v 150 mg
Na6GMraTpaH eTeKCHIAT He OTCTHIBA CTATHCTHYECKH HA EHOKCANapHH No oTHoweHue Ha obmma BTEC
u obata cMbprHocT. KpaitHuaT pesynrar 3a cimy4aunte Ha roiasmM BTEC u embpTHocT nopanu BTEC
npu go3a 150 mg e Manko no-ioL, OTKOJIKOTO NpH eHokcanapuH (Tabaunua 19). [lo-ao6pu pesynratu
ce Habmopasar npu 103a 220 mg, kbaero kpaiinusT pesyarar 3a roasm BTEC e manko no-go6sp,

OTKOJKOTO Npy eHokcanapuH (tabauua 19).

KJIMHUYHUTE NpOyYBaHUA ca MPOBEACHH MPH AOIMYJIALKA NAUKEHTH CbC CPEAHA BB3pacT >65 roAuHH.

Hsama paznnka B JaHHUTE 32 €PUKACHOCT K OE€30MaCHOCT MEXKAY MBXKE K )KEHH B KITMHHYHHTE

npoyuBaHus ¢a3za 3.

B u3cnensanara nonynaunua nauneHTH Ha RE-MODEL 4 RE-NOVATE (5 539 nekyBauu nauueHTH),
51% umar npyapyxaBaila xunepronus, 9% vMat npuapyxkasall auabet, 9% umar npuapyxKasaluo
3a0oisBaHe Ha KopoHapHaTta aprepua ¥ 20% wmar aHaMHe3a 3a BEHO3Ha HEAOCTAaTbYHOCT. HHUTo eaHo
OT Te3u 3aDoJIgBaHUA HE NOKa3Ba Bb3ackHcTBUE BLPXY eexTuTe Ha naburarpan 3a BTEC npesenuus

WITH 4ECTOTATA HA KbPBEHE.

JlaHHuTe 3a Kpainara Touka ,,ronaM BTEC n cmbprHOCT nopagu BTEC™ ca xomorensu no
OTHOLUEHHME HAa NbPBHYHATA KpaiHa TOYKA 32 €)MKACHOCT M Ca nokKasaHu s Tabnvua 19.

JTaHHMTE 3a KpaitHaTa To4Ka ,,001ua cMbpTHOCT nopaad BTEC u cMbpTHOCT NOpaaH BCAKAKBa
MpUYMMHA™ ca MoKa3aHu B Tabnmua 20.

JlaHHHUTE 32 KpatHWUTE TOUKH ,,yCTAHOBEHH CHOMTHA Ha rONAMO KbPBEHE™ €a Moka3aHH B Tabauua 21

no-07y.

Tabauna 19: Anaani na ciaysante Ha rojsM BTEC n embptroct nopaagn BTEC npes
TepaneBTHYHATA (pa3a Ha npoyuBanraTa RE-MODEL »n RE-NOVATE npsx oproneantxn

ONnepanHH.

HanuTBaHe

JlaburaTtpaH erekcunar
22() mg BeAHBK AHEBHO

Haburarpan erekcunar
150 mg BeAHBK JHEBHO

Enokcanapus 40 mg

RE-NOVATE (Tazobeapena crasa)

bp. nekyBaHH MauHUEeHTH 909 888 917
YectoTta (%) 28 (3,1) 38 (4,3) 36 (3,9)
KoeduuueHT Ha pucka

CIPAMO EHOKCAMAPHH 0,78 1,09

95% AH 0,48, 1,27 0,70, 1,70

RE-MODEL (konaHo)

bp. NeKyBaHHW NALMEHTH 506 527

YecTora (%) 13 (2,6) 20 (3,8)

KoednuuedT Ha pHcKa

lcnpsiMo eHOKCarnapHH 10,73 1,08

95% JIU 0,36, 1,47 0,58, 2,01
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TaGauna 20: Anaan3 aa obmara cMmbepTHOCT nopaan BTEC u Ha cMuLpTHOCTTA Nopaax
BCNKAKBA NPHYRHA npe3 TepanesTHIHATA (pasza ua npoyuBanuuTa RE-NOVATE u RE-
MODEL npu oproneaHHH ONEpPalHH.

HanuTBaHe

\JJlaburaTpaH erekcunar
220 mg BeaAHDbK JHEBHO

‘ﬂaﬁurarpau eTeKCUAT
1

30 mg BeaHwk gHesHo[EHOkcanapuu 40 mg

RE-NOVATE (Tazobenpena crasa)

bp. nexyBaHH NalUEHTH 880 874 897
YectoTa (%) 53 (6,0) 75 (8,6) 60 (6,7)
KoeduumeHT HA pHCKa

CNPAMO EHOKCanapuH 0,9 1,28

95% ]I (0,63, 1,29) (0,93, 1,78)

RE-MODEL (kongH0)

bp. 1E€KyBaHH NallHEHTH 503 526 P12
Uecrora (%) 183 (36,4) 213 (40,5) 193 (37,7)
KoeduruneHT Ha pUCKa

CNpAMO EHOKCANapHH 0,97 1,07

95% 1A (0,82, 1,13) 10,92, 1,25)

Tabanna 21: CrORTHE HA roIAMO KhpBEHE B 3AaBHCHMOCT OT Jie4eRHeTo B npoyusaHus RE-

MODEL u RE-NOVATE, npeacraBenu NoOTAEJIHO.

HanuTBaHe

{aburarpaH erekcunar
220 mg BEAHBXK JHEBHO

laburaTpas eTekcunar
150 mg BEAHBXK AHEBHO

ExokcanapuH 40 mg |

RE-NOVATE (TazobeapeHa craga)

bp. IeKyBaHH NMaLKEHTH | 146 ! 163 1 154
ICbOUTHA HaA rOJIAMO

KupBeHe(%) 23 (2,0) 15 (1,3) 18 (1,6)
RE-MODEL (xonsHo)

bp. N1eKyBaHH NALWEHTH 679 703 694
C1buTHA Ha ronaMo

kbpaeHe(%) 10 (1,5) 9(1,3) 9 (1,3)

Ipesenyus na uncynm u cucmemen emboruzIbM RPU 8BIPACMHYU NAYUCHMU C HKIIM ¢ eoun wiu

noseve pucKosu gaxkmopu

Knunnunute n1aHHu 3a edpuxacHocTTa HAa AaburaTpaH eTexcunar ca pesyiarar ot npoyusaHero RE-LY
(Randomised Evaluation of Long -term anticoagulant therapy) — MHOrOLIEHTPOBO, MYJNTHHALIMOHAITHO,
PAHAOMH3MPAHO NapaneHo CIANo M3NKWTBaHeE ¢ ABe No3u aAaburarpad erekcwiat (110 mg u 150 mg
ABa [TbTH AHEBHO) B CPABHEHHE C OTKPHUT NPHEM Ha BapapHH MPH MAUKMEHTH C NPEACHPIAHO MBXICHE
C YMEPEH JI0 BUCOK PHCK OT HHCYAT W cucTeMeH embonuabM. [TnpeHUHaTa uen Ha Npoy4YBaHeTo € Ja
onpeAenH Janu gaburaTrpaH eTekcuiaT OTCTbNBA Ha BapdapHH 1Py NOHMKABAHETO Ha CHOUTHUATA Ha
CLCTABHATA KpaiiHa TOYKA ,,AHCYNT ¥ CUCTEMEH eMOOIN3BM ™. ChILIO TaKa € aHATH3HPAHO H
CTATHCTHYECKOTO NMPERB3XO/ICTRO.

B npoyuBaHeTo RE-LY ca paaomusupann odwo 18 113 naumueHTH Ha cpeaHa Bb3pact 71,5 roauHy U
cpeaed CHADS; c6op 2,1. [Tonynaumsara ot nauneHTd € 64% ot mbxku non, 70% ot esponenaeH
npousxon U 16% ot azuarcku npouzxod. [Ipu mauueHTure, paﬂmmuanpaﬂu Aa rojty4asat Bapcl)apuﬂ




150 mg aBa NbTH AHEBHO MOHHXKABA 3HAUYUMO PHCKA OT HCXEMHYEH K XEMOParuyeH HHCYNT, CbJ10Ba
cmbpT, MKX 1 06uio kbpBeHe B cpaBHeHHME ¢ BappapuH. HecToTata Ha MHOKapAeH HHGAPKT € JIEKO
nosuieHa npu gaburatpax etexkcwiar |10 mg asa nbTH AHEBHO U 150 mg aBa MbTH AHEBHO B
cpaBHeHHe ¢ papdapuH (koeduumeHT Ha pHcka 1,29; p = 0,0929 u koeduumeHT Ha pucka 1,27,
p = 0,1240, croTeetHo). C nopobpaeaHe Ha npoceaaBaneTo Ha INR, HabmonasaHuTe NoA3K OT
aaburaTpaH eTekcunar B cpaBHeHue ¢ BapdapuH oTciadear.

Tabnuuy 22-24 noka3pat noapoOHO KIKOHOBUTE PE3YIITATH B Lis/IaTa NOMYyJallHA:

Tabanua 22: AHAAH3 HA OThPBOTO CHOHUTHE — HACYJIT HJIH CHCTeMeH eMOOJIH3IBM (TLPBHYHA
Kpaiiga To4YKa) N0 BpeMe HAa NeproJa Ha npoy4sane na RE-LY.

JlaburaTtpan erekcunar  [J[laburatpad etexcunar  |Bapgapun
110 mg nea msTH AHEBHO |150 mg ABa MbTH AHEBHO
Panjomusupanu naugeHtd |6 015 6 076 6 022
Hucynt wwiu cucreMeH
IeM00J143BbM
YectoTa (%) 183 (1,54) 135 (1,12) 203 (1,72)
Koeduumuenr na pucka 0,89 (0,73, 1,09) 10,65 (0,52, 0,81)
c/y BapgapuH (95% JIH)
[IpeBBb3X0OACTBO
P=CTOMHOCT . P=0,2721 P =0,0001

% Cc€ OTHACH 10 roAMIIHATA 4YeCTOTA HA CHOUTHATA

Tabanna 23: AHAJIN3 HA MBPBOTO CHOHTHE HA HCXEMHAYEH HJIH XEMOPArdHYeH HHCYJIT O BpeMe
HA NepHojAa Ha npoyusaHe Ha RE-LY.

Jlaburarpat erekcunar  |[JlaburaTpan erekcunar  |Bapgapun
110 mg aAsa nbTH AHEBHO |150 mg 183 MbTH IHEBHO
PaH1OMH3HpaHH NALHEHTH 6015 6 076 6 022
Hucyar
Yecrorta (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduuueHt Ha pucka c/y 0,91 (0,74, 1,12) 0,64 (0,51, 0,81)
BapdapuH (95% JIN)
pP-CTOHHOCT 10,3553 10,0001
ICucteMeH eMO0JIUIBM
YecTtoTa (%) 15 (0,13) 13 (0,1 1) 21 (0,18)
Koeduuuent Ha pucka ¢/y (0,71 (0,37, 1,38) 0,61 (0,30, 1,21)
BapdapuH (95% )
pP-CTOHHOCT 10,3099 0,1582
HcxeMUueH HHCYJIT
Yectota (%) 152 (1,28) 104 (0,86) 134 (1,14)
Koedunyenr Ha pucka c/y 1,13 (0,89, 1,42) 0,76 (0,59, 0,98)
BapdapuH (95% J1H1)
p-CTOKHOCT 10,3138 0,0351
XemoparvyeH HHCYIT
Yectora (%) 14 (0,12) 12 (0,10) 45 (0,38)
KoeduumenT Ha pucka c/y (0,31 (0,17, 0,56) 0,26 (0,14, 0,49)
paptbapuH (95% JIH)

p-CTOHHOCT

10,0001

< 0,0001

% Cce OTHACH 10 rOAMLIHATA YeCcToTa Ha ChOUTHATA

Tabanua 24: AHANA3 HA CMBPTHOCTTA N0 BCAKAKBA NPHYAHA H HA Chp/AEsH
CMBPTHOCT IO BpeMe HA nepuoaa Ha npoyusaHe Ha RE-LY.
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Jlaburarpan erexcunar  |[Jlaburarpan erekcunar [Bapdapun
110 mg nsa nbTH AHEeBHO |150 mg ABa MbTH AHEBHO
PanaoMH3UpaHH NAUHEHTH 6 015 16 076 16 022
CMBPTHOCT I10 BCIKaKBa
MPUYHHA
Yecrora (Y0) 46 (3,73) 1438 (3,64) 487 (4,13)
Koeduuuenr Ha pucka 0,91 (0,80, 1,03) 0,88 (0,77, 1,00)
c/y Bapgaput (95% 1)
pP-CTOHHOCT 10,1308 10,0517
Cba0Ba CMbPTHOCT
Yectora (%) 289 (2,43) 274 (2,28) 317 (2,69)
Koeduuuent Ha pucka 0,90 (0,77, 1,06) 10,85 (0,72, 0,99)
c¢/y BapdapuH (95% 1K)
p-CTOAHOCT 10,2081 10,0430

% ce OTHacA A0 rofdiiHara 4ecTota Ha chOMTHATA

Tabnuuy 25-26 nokas3sar pe3yJITATUTE OT ITbPBHUHATA KpaiHa TOYKa 3a €(PUKACHOCT U 6€30MacHoOCT B

ChOTBETHHTE CyONONYIALIMHM:

3a nupeHuHATA KpakHa TOYKA ,,MHCYIT U CHCTEMEH eMOOIM3IBM™ HE Ca HACHTHOHLIMPAHH NOArpyNnH
(T.e. Bb3pacT, Terno, noia, 6s0peuHa QyHKLU#MA, ETHHYECKA NMPHUHALNCKHOCT U Ap.) C pa3inyeH
KOe(UIIMEHT HA PHCKA B CpaBHEHHE C Bap(apHH.

Tabauna 25: Koepunnent Ha packa u 95% /U 3a uncyar/cucremen eM00,1H3IBM N0 NOATPYNH

KpaiiHa Touka JlaburaTpaH eTekcuaar JlaburaTpaH erexkcunar
110 mg aBa nbTH AHEBHO Cfy 150 mg nBa MbTH AHERHO C/y
BapdapHH BapgapuH
Bu3pact (roanHu)
<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)
> T3 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)
ICrCL{(mL/min)
30<u<30 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 nbpBUuHATA KpaifHa TOUKa ,,FOIAMO KbPBEHE MMa B3aMMOJICHCTBHE HA €EeKTa OT JIEUEHHETO U
pp3pacTra. OTHOCHUTENHHAT PUCK OT KbpBeHe ¢ gaduraTpaH B CpaBHEHHE ¢ BapdapyH Ce yBeJIHYaBa ¢
pb3pacTTa. OTHOCHTENHUAT PUCK € Hali-BUCOK NP nauyeHTH > 75 roausH. CenbrcTBalara ynorpeda
Ha aHTHTpoMOOTHYHM cpeacTBa, ACK wiu knonuaorpen rnpubausurento yasossa yectorara Ha CI'K,
KaKTO NpH JaburaTpaH €TEKCUIIAT, Taka U 11py BapgapuH. HaMa 3HaunMo B3aHMOACHCTBHE Ha
TepaneBTHYHHTE eexTH NpH noarpynure rio 6x0peuna pyukumsa u CHADS; pesynrar.

Tabauna 26: Koebpuunent na pucka 1 95% /JH 3a chOuTHa HA roJaMo KbEPBEHE NO NOATPYIH
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KpaiiHa Touka
JlaburarpaH erekcunar 110 mg nsa |[laburarpax erekcuinat 150 mg
TbTH JHEBHO C/y Bap(papHH \ABa ITTH AHEBHO C/y Bap¢apuH
Bn3pact (roAHHH)
< 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, 1,0 ,’ |
> 75 1,01 (0,84, 1,23) 1,19 (0,99, 1,40 /cinaciiie \ 2
> 80 1,14 (0,86, 1,51) 1,35 (1,03, 1,16 ;l%é&ﬂ g
)CrCL{mL/min) j
30 <n <50 1,02 (0,79, 1,32) 0,94 (0,73, 1,2




50 < u < 80 0,75 (0,61, 0,92) 0,90 (0,74, 1,09)
> 80 10,59 (0,43, 0,82) 0,87 (0,65, 1,17)
Ynotpeba Ha ACK 0,84 (0,69, 1,03) 0,97 (0,79, 1,18)
Vrorpe6a Ha kionuaorpen (0,89 (0,55, 1,45) 0,92 (0,57, 1,48)

RELY-ABLE (Ovazocpouro, MHO20YeHMPOBO RPOOBANCERUE HA USNUMBAHEMO HA JeYeHuemo ¢
oabuzampan npu nAYUeHmMu ¢ npeocbPOHO MbIICOeHe, KOUmOo ca 3asvpuiunu usnumearemo RE-LY)

ITpoabmkenunero Ha uanuteaHeto RE-LY (RELY-ABLE) ocurypsasa nonbaHuTenHa uHgopmauus 3a
6e30MacHOCTTA MPH KOXOPTA NalHeHTH, KOUTO ¢a MPOBL/LKHIN [1a MpHeMaT AaburatpaH erekcuiar, 8
chlaTa 4032, onpenenexa B uanutsaHero RE-LY. 3a uanuteanero RELY-ABLE ca nibpann
NALlHEHTH, KOWTO {10 BPEMETO Ha NOCIEAHATA UM BH3WTA OT M3nUTBaHeTO RE-LY HE ca npekbcHanu
NICYECHHETO 33 NOCTOAHHO. BK/IIOMEHHTE NalLIMEHTH ca NPOAB/LKWIK A NPHEMAT ChLuATa ABOHHO-C/ANA
no3a jabvrarpan eTekcunar, paHaoMusupato ornpeaencHa B RE-LY, 3a npocnengsane no 43 meceua
cnen RE-LY (o6wo cpeaHo npocnenssane RE-LY + RELY-ABLE, 4,5 rogunu). Ilonbpauu ca 5 897
NalMeHTH, KOUTO npeactaenasat 49% oT naUUEHTUTE MHPBOHAYATHO, PaHIOMH3HPAHO ONpeaC/IEHA
na npuemart naburarpan erekcwiar B RE-LY u 86% ot n3bpanure naumeHTd B RELY-ABLE.

[To Bpeme Ha qonbaHWTENHHTE 2,5 roauHu Ha redyenne B RELY-ABLE, ¢ makcuMaliHa ekcno3niums
nan 6 roguHy (obma excnozuumusa B RELY + RELY-ABLE), npodunsT Ha 6e30nacHOCT Ha
AabWUraTpaH eTeKCHIAT B ABATOCPOUEH [U1aH € MOTBbP/AEH 3a ABeTe H3NUTBaHH 1034 110 mg xBa mbTH
nxHeBHo M 150 mg aBa mbTi queBHO. He ca HabmionaBaHyu HOBM HAXO[KH, CBbP3aHH ¢ G€30MacHOCTTA.
YecToTaTa HA MU3XOAHHM CHOUTHSA, BKIIIOYHTENHO roIIMO KbPBEHE M APYrd ChOUTHA HA KbPBEHE,
CHOTBETCTBA HA Ta3u, HabmoaapaHa B RE-LY.

Haunu om neunmepeeHyuoHaA Y NPOYHBAHUA

[Ipu enno HeuHTepBeHuMoHaHo npoyusaHe (GLORIA-AF), npocnekTHBHO ca cuOpanH (BbB BTOpaTa
My ¢haza) naHHH 3a He3onacHocTTa M ePUKAcHOCTTa NNPY HOBOAHATHOCTULIMPaHU mauuenTd ¢ HKIIM
Ha naburaTtpaH €TeKCHaaT B peanHu ycaosus. [IpoyuBanero Bkatousa 4 859 nauwmentu Ha naburarpas
erekcwiat (55% nexysaHd ¢cbe |50 mg nra meTH aHEBHO, 43% nexkysaHu ¢be 110 mg aBa muTH
NHEBHO, 2% JeKyBaHM CbC 75 mg asa MbTH AHEBHO). [lauuenTrTe ca npociaeasBaHH B NPOABIKEHHE
Ha 2 roauHu. Cpeanure CHADS2 u HAS-BLED ckopose ca cvoteeTHO 1,9 M 1,2. Cpeanoro Bpeme
Ha npocieasaBaHe 110 Bpeme Ha TepanusTta € 18,3 Meceua. | ongMo KbpBeHe € Bb3HMKHANO npH (0,97 Ha
100 naumenToroguHu. MMa cboblueHHs 3a )KHBOTO3acTpaltasailo KbpseHe npu 0,46 na 100
NaluueHTOroAHHHU, BvTpeuepenta xemoparus npy 0,17 va 100 naumeHTOroAHH H CTOMaLIHO-UPEBHO
kepBene npu 0,60 na 100 nauuenroroavnu. Mucyr e su3uukHan rpu 0,65 va 100 nauueHTOroaMHM.

OcBeH ToBa B €1HO HEHHTEpPBEHUHOHANHO npoy4saHe [Graham DJ et al., Circulation. 2015;131:157-
164] npu noseue ot 134 000 naunenTH B crapyecka pripact ¢ HKIIM B Cregunenure maru
(monpunecno 3a nopeye o1 37 500 nauMEeHTOroAMHH BpEME Ha MPOCIeAIBaHE C MPHIOKEHHE Ha
Tepanui) naburarpas erekcunart (84% ot nauveHTHTe ca nekyBaHH che 150 mg ABa MbTH AHEBHO,
16% OT nauveHTUTE Ca JIeKYBaHH CbC 75 mg ABA ITLTH JHEBHO) CE CBBLP3BA C MOHKEH PUCK OT
ucxeMHueH HHeyaT (koedHuMeHT Ha pucka 0,80, 95% nosepureneH uurepnan [/1H] 0,67-0,96),
BbTpeuepernHa xemoparus (koepuumneHT Ha pucka 0,34, JIU 0,26-0,46) # CMBPTHOCT (KOEPHUHEHT Ha
pucka 0,86, /1K 0,77-0,96) n yBenutieH puck OT CTOMALUIHO-4YPEBHO KbpBEHE (KOCDHULIUEHT HA PHCKa
1,28, IH 1,14-1,44) B cpaBHenue ¢ BapdapuH. He € oTkpUTa paznKKa Mo OTHOLLUEHHUE HA IOJIAMO
KbpBeHe (koepuumeHT Ha pucka 0,97, JIU 0,88-1,07).

Te3u HaOnoAeHHA B PEATTHH YCIOBHS NMOTBLPXKAABAT YCTAHOBEHHS Mpoghii Ha Oe30nacHOCT U
e(pHKaCHOCT 3a JaburarpaH €TeKCWIaT IIPH TOBA NMoKa3aHue B npoyuBaHeTo RE-LY.

H b

[1Ib) 3a ouiexka Ha ABoiiHa Tepanus ¢ naburarpad erekcunat (110 mg unu 150 m
IJIOC KIONMUIOrpen Wik THKarpenop (aHraronuct Ha P2Y 12) B cpaBHeHHe ¢ Tpoit
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papdapus (kopurupasa kem INR 2,0-3,0) runoc knonuaorpen wiau tukarpenop M ACK, e nposeaeHo
npu 2 725 MaUMeHTH ¢ HEKITAMHO NPEeACHPAHO MBXKAEHE, KOMTO ca Ounn nonnoxkeHu Ha [1KH cne
crentupane (RE-DUAL PCI). [TauneHTHTe ca panaoMu3vpaHe 3a ABoHHa Tepanus ¢ aAaburatpad
erekcunar |10 mg ABa mbTH IHEBHO, ABOIHA Tepanus ¢ AaburarpaH etexcunar |50 mg ABa nbTH
NIHEBHO WM TpoiHa Tepanus ¢ BapdapuH. [launenTu B crapyecka Be3pacT u3sbH CALL (Ha Bb3pacT
> 80 roaMHH 3a BCHUKH CTpaHH, = 70 roguHu 3a fnoHusa) ca pasnpeaenedy Ha Cy4aeH MPHHLIMI KbM
rpynara Ha ABOHHa Tepanua ¢ paburarpad erekcwiar | 10 mg MK KbM rpynara Ha TpOHHA Tepanus ¢
papdapun. [ThpBHuHaTa KpaiHa TOuka € KOMOMHMpaHa KpaiHa To4Ka ,,cbOUTHA HA TONAMO KbpPBEHE
Ha Oasara Ha JeguuuuMa Ha ISTH MW ch0uTHE HA KITMHUYHO 3HAYMMO HETOJISMO KbhpBEHE".

YecToTaTa Ha mbpBUYHATa KpaliHa Touka € 15,4% (151 naunenTH) B rpynara Ha ABO#iHa Teparus ¢
naburarpan erekcunar 110 mg cnpamo 26,9% (264 nauueHTH) B rpynata Ha TpoOiHa Teparius ¢
sapdapus (KP 0,52; 95% JIH 0,42, 0,63; p <0,0001 3a He no-mainka epukacHocT 1 p < (,0001 3a
npesb3xoacTro) # 20,2% (154 naumenTy) B rpynara Ha JBOiHa Tepanus ¢ AabWraTpaH eTeKcHIaT
150 mg, B cpaBHenue ¢ 25,7% (196 naumeHTH) B CHOTBETHATA IPyNia 3a TPOHHA Tepanus ¢ BapdapuH
(KP 0,72; 95% JIU 0,58, 0,88; p <0,0001 3a He no-manka edpukacHocT 4 P = 0,002 3a
NpeBBL3X0ACTBO). Karo vacT ot onucaTesHUs aHaJIn3, YECTOTATa HA CHOMTHA HA roJIAMO KbPBEHE NpPH
Tpombonu3a ripu uHdapkra Ha muokapaa (Thrombolysis In Myocardial Intarction, TIMI) € no-H1ucka
W B BETE rPYMH Ha ABOHHA Tepanus ¢ JabMraTpaH €TeKCHNAT, OTKOJIKOTO B rpyrnarta Ha TpoHHa
tepanus ¢ Bapdapun: 14 cubutnsa (1,4%) B rpynara Ha ABOHHA Tepanus ¢ 1abUraTpaH eTeKkcHiart
110 mg, B cpaBHenue ¢ 37 cvOuTHa (3,8%) B rpynarta na Tpoiivo Tepanus ¢ sapgapun (KP 0,37; 95%
TN 0,20, 0,68; P = 0,002) u 16 cxbuTHsa (2,1%) B rpynara Ha ABoiHa Tepanus ¢ gaburatpan
erekciwiar |50 mg, 8 cpaBHeHue ¢ 30 cuOuTHA (3,9%) B choTBETHATA rpyna Ha TpoHHa Tepanus ¢
sapgapun (KP 0,51; 95% JIU 0,28, 0,93; P = 0,03). U geeTe rpynu #Ha nBO#HA Tepanus ¢ naburatpaH
ETEKCHJIAT UMAT [O-HUCKH Y4eCTOTH HA BLTPEeYEpernHa XeMoparus, OTKOAKOTO ChOTBETHATA IPyna Ha
TpoiiHa Tepanus ¢ Bapdapud: 3 cuOutusa (0,3%) B rpynara Ha aBoiHAa Tepanus ¢ gaburaTpaH
erekcwiar 110 mg, B cpaBHenue ¢ 10 cuOuTHa (1,0%) B rpynara Ha TpoiiHa Tepanus ¢ BapdapuH (KP
0,30; 95% JIA 0,08, 1,07; P =0,06) u | cuouTue (0,1%) B rpynara Ha nBovHa Tepanus ¢ qaburarpas
etexcwiat 150 mg, 8 cpapHeHUe ¢ 8 cprOuTHA (1,0%) B chOTBETHATA rpyna Ha TPOHHA Tepanug C
sapdapun (KP 0,12; 95% 1A 0,02, 0,98; P = 0,047). YecTtoTara na csburusiTa OT KOMOMHHpaHaTa
kpaiiHa TouKa 3a epHKaCHOCT ,,cMBPT, TpoMOOEMOONHUHK CHOUTHA (MH(DAPKT HAa MHOKapAa, HHCYJIT
WM cucTeMeH eMOOIM3BM) HAH HeNNTaHNpaHa peBacKyaapu3anus’ KoMOMHUPAHO B ABETE TPy Ha
NBOIiHa Teparnus ¢ JabMraTpaH eTEKCUNAT € ¢ He Mo-MajiKa €pHKacHOCT OT Ta3W B rPyNAaTa Ha TPOHHA
Tepanus ¢ Bapdapuk (13,7% cnpamo 13,4%; KP 1,04; 95% JIU: 0,84, 1,29; P = 0,0047 3a ne no-
Masika epuracHOCT). HAMa CTATHCTHYECKH pa3IHKH B HHAWBHAYATHUTE KOMIIOHEHTH HAa KPaHHHTE
TOYKH 33 e(PMKACHOCT MEXITY KOATO U Aa Owio oT rpynara Ha ABoiiHa Tepanus ¢ naburarpax
ETEKCH/IAT M rpyrnara Ha TpoiHa Tepanus ¢ BapgapHH.

[IpoyuBaHeTO MoOKa3Ba, ue ABOMHATA Tepanus ¢ AaduraTpaH €TEKCHAAT U aHTaroHucT Ha P2Y 12
3HAYUTE/IHO MOHHKABA PUCKA OT KbPBEHE, B CpaBHEHHE C TPOHHATA TEpanud ¢ BapdapuH, ¢ He No-
Majika epHKacHOCT 3a KOMOWHHMpaHaTa KpaitHa TOUYKa ,,TpoMOOeMOONHYHH CHOUTHS™ TPH MALUEHTH C
peACHPAHO MBXKIEHE, KouTo ca 6unu noanoxeHny Ha [IKH cue crennpane.

Heuenuve na JIBT u BE npu ev3pacmuu nayuenmu (revenue na /[IBT/BE)

EduxacHoctra 1 6e30MmacHoCTTa €a NpOYYBaHH B /18€ MHOIOLEHTPOBH, PAaHAOMHIHPAHH,
[IBOMHO=C/EMNH, NpOy4BaHUA C NOBTapALIo ce neueHue u napanennu rpynu RE-COVER u RE-
COVER II. B Te3n npoyuBaHus ce cpaBHaBa gaburarpaH erekcunar (150 mg a8a nbTH AHEBHO) C
BapgapuH (uenesa croitHocT Ha INR 2,0-3,0) npu nauvenTu ¢ octpa BT w/unu BE. OcHosHara uen
HA TE3M MPOYUYBaHHA € Ja ce onpelenu aanu AaburaTpaH eTeKCHIaT UMa He Mo-MasiKa €(PUKACHOCT OT
papdapHH NpH HaMaIABaHe CLOMTHATA HA MbPBHYHATA KPaHHA TOYKA, KOATO MNpeACTaB
KOMOHHALMATA OT peuuausypania cumnromMariuuHa JIBT w/uiu BE, u Ha cebp3anuTe
B PAMKHTE Ha 6-MEeCEeYHHA NEepUOo] Ha JICUECHHE.

B c6opuure npoyusanus RE-COVER u RE-COVER II obuo 5 153 nauvenTt ca
5 107 ca nexyBaHH.
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[MpoanbKHTENHOCTTa Ha JiedeHHeETO ¢ PHKcHpaHa ao3a naburarpau € 174,0 nuun 6€3 npocnenssate Ha
koaryaauuaTa. [Ipu nauMeHTHTE, paHIOMH3UPAHH 3a IPHEM Ha BapdapHH, MEIUAHATA HA BPEMETO B
tepanesThueH uHTepBai (INR 2,0 no 3,0) ¢ 60,6%.

N3anuTeaHusTa MOKA3BAaT, Ye JieyeHHeTo ¢ aaburarpad erekcwnar 150 mg aBa MbTH JHEBHO € HE NO-
MaTKO e(MKACHO OT JIeYeHHETO ¢ BapdapHH (rpaHuLa 3a He no-manka egukacHoct 3a RE-COVER u
RE-COVER II: 3,6 3a paznuka B pyucKa B 2,75 3a KOe(pULIMEHT Ha PHCKA).

Tabauna 27: AHANHA3 HA NHLPBAYHATA H BTOPHYHATA KPaiiHH To4ukH 3a epuxkacHocr (BTEC ce
cheroH ot JIBT w/unu BE) no xpas Ba nepnoaa caeq Jedennero B coopunTe npoyuBanus RE-
COVER 1 RE-COVER 11

JlaburaTtpaH eTekcuiar

150 mg nBa NbTH AHEBHO Bapdaph
JleKyBaH{ MaUMEHTH 2 553 2 554
PeunauBupall
cumrroMaTHueH BTEC u 68 (2,7%) 62 (2,4%)
icebp3adHa ¢ BTEC cmbpT

KoedHUUMEHT Ha pHUCKa CNPAMO
sapapuH (95% posepurenen (1,09 (0,77, 1,54)

HHTEpPBaJ)
BTOpHYHM KpaHHH TOYKH 3a
ledukacHoCT
Peuuausupallil
lzﬂmmﬂmamqen BTEC u 109 (4,3%) 104 (4,1%)
MBPT N0 BCAKaKBa NPHYHHA
0
195% nosepuTeneH HHTEPBAI 3.52.5.13 334, 491
Cumnromaruuda JIBT 45 (1,8%) 39 (1,5%)
| d
95% nosepHUTENIeH HHTEPBAJ 129, 2.35 1.09, 2.08
CumnromaruueH bE 27 (1,1%) 26 (1,0%)
0
95% nosepuTencH UHTEpPBA P,m, .54 0.67. 1.49
Csbpzana c BTEC cmept 4 (0,2%) 3 (0,1%)
l d
95% norepUTENEH HHTEPBAI 0.04. 0,40 0.02. 0.34
CMmBbpT N0 Besikaksa npuurHa |51 (2,0%) 52 (2,0%)
| )
95% noBepUTENEH HHTEPBAJ 1,49, 2,62 1,52, 2.66

[Ipegenyun na peyudusupawa JIBT u bE npu ev3pacmuu (npesenyur na /IB1/bE)

JIBe paHIOMH3KpaHH, ABOAHO-CIENH NPOYYBAHKA C NApPAJICSIHYA IPYMH Ca NMPOBEJEHH NMPH NALHEHTH C
NpexoaHa aHTuKoaryiaHTHa tepanus. B npoyusadeto RE-MEDY, konTponupano ¢ sapdapuH, ca
BIJIIOYEHH IMALMEHTH, NPEAXOAHO JIEKYBAHH B MpOAbLKEHUE HA 3 o 12 meceua, KOUTO ce HYKAafAT OT
MECELa, KOMTO C€ HYXXAAAT OT JOMBJHHUTENHO aHTUKOATYJIaHTHO JIeYeHHE, a nnauebo-
KoHTpoaupaHoTo npoyueade RE-SONATE pwiouRa nauMeHTH, NpeaxXoaHO JEKYBaHH B
npoab/ikeHue Ha 6 1o 18 Meceua ¢ HHXHOUTOPH Ha BHTAMHH K.

e
LienTa Ha npoyusakeTo RE-MEDY e na ce cpasHsT Ge30nacHOCTTa U eMKacHOCTTa gmﬁﬁhhﬂa;;“%
naburarpaH etexcwnart {150 mg aBa nbTH QHEBHO) ¢ BapdapHH (LieneBa CTOMHOCT H %
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2,0-3,0) e 64,9%.

RE-MEDY noka3Ba, 4ye JleueHHeTo ¢ naburarpaH erekcunar 150 mg aBa nmbTH AHEBHO € HE MO-MAJIKO
edukacHo ot BapdapHH (rpauuua 3a He no-Mayka epuxacHocT: 2,85 3a koedHuUHeHT Ha pucka 1 2,8 3a
paz/iiKa B pHCKa).

Tabauua 28: AHa M3 HA ILPBHYHHTE H BTOPHYHHETe Kpaind ToukH 3a edaxacnoct (BTEC ce
cweron ot JIBT u/nam BE) ao xpas Ha neproaa caen Jedenrero B npoyusanero RE-MEDY

Jlaburarpan BapdapuHx
erekcwiatr 150 mg
\nBa MbTH JHEBHO
UlekyBaHH NaLHEHTH 1430 1 426
Eeuﬂﬂnﬂupam cumiroMaTHueH BTEC n
pbp3aHa ¢ BTEC cMbpT 26(1,8%) 18 (1,3%)
KoeduureHT Ha packa cripaMo
BapdapuH (95% nosepureneH nurepsan) 1,44 (0,78, 2,64)
He Mo-MaikKa e(pUKACHOCT 2,85
[TauveHTH, NPH KOUTO € BE3HUKHAIO
lcbbuTHEe KbM 18-Ha Mecell 22 17
KymynatuseH puck kbm 18 mecenl (7o) 1,7 1,4
Pasznuka B pucka cripamo BapgapuH (%) (0,4
95% nosepureneH HHTEPBA
HE MO-MaJIKa EPUKacHOCT 2,8
BropuuHu KpalHH TOYKH 33 eQHKACHOCT
Peuunusupain cumnromatudeH BTEC u
CMBDT MO BCAKaKBa NPHYHHA 42 (2,9%) 36 (2,5%)
95% noBepHUTESNEH HHTEPBA 2.12, 3,95 1,77, 3,48
ICumrrromaruyHa JIBT 17 (1,2%) 13 (0,9%)
95% noBepuTENEH HHTEPBAN 0,69, 1,90 0,49, 1,55
ICumnromaruued bE 10 (0,7%) 5 (0,4%)
95% noBepUTeAEH HHTEPBA 10,34, 1,28 0,11, 0,82
Csbp3aHa ¢ BTEC cMbpT 1 (0,1%) 1 (0,1%)
95% nosepuTENEH HHTEPBAI 10,00, 0,39 10,00, 0,39
ICMBPT N0 BCAKaKBa NpHYKHA 17 (1,2%) 19 (1,3%)
95% nosepHTeneH HHTEPBAN 10,69, 1,90 0,80, 2,07

Ltenta Ha npoyusaHeTo RE-SONATE € ga ce oueHH npesb3XoACTBOTO Ha JabUraTpaH eTeKCHIaT
CIpAMO MJ1auebo npy npeBeHiiuATa Ha peuuauBupaiid cumnromatudnd JIBT w/unu BE npu
MALHEHTH, MPEMHHAM npeaxoaHo nedyeHue ot 6 o 18 meceua ¢ BKA. [LnaHupaHoTo jieueHue €
naburarpaud etekcunar 150 mg nBa MbTH AHEBHO B NPOAWDKEHHE HA 6 Mecela, 6€3 HEOOXOAUMOCT OT
Habo1eHKE.

[Mpoyusanero RE-SONATE noka3pa npeBb3XxoicTBO Ha gabHrarpaH erekcwiat cnpsamMo mnauedo no
OTHOWEHHE NPEBEHLMATA Ha CHOUTHS ¢ peruauBupaluy cumnromariusu JIBT/BE, Bxmounrenno
CMBPT N0 HeoOACHUMH NMPUHKMHK, C MOHKWXKEHHE HA PHCKa OT 5,6% 1o 0,4% (HamansBaHe Ha
OTHOCHTETHUsA prcK 92% OazupaHo Ha koeHULMEHTA HAa PUCKA) N0 BpEME Ha NEPHO/A HA JieYeHHe (p
< 0,0001).

BcHYKH BTOpHYHH aHATM3H U aHAJIM3HU Ha YYBCTBATEIHOCTTA Ha ITbpBHYHATA KpalHa T
BCHMUYKH BTOPHUYHH KpaiHM TOUKH MOKa3BaT NPEBb3XOACTBO Ha AaburaTpaH eTekcun
rutanebo.
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erekcwiat. He e HabmonasaH pubayHa edexr. B kpas Ha npocinenasaHero cebutusata ¢ BTEC npu

MaLMEHTHTE, TEKYBaHH ¢ JaburarpaH erekcunar e 6,9% cnpamo 10,7% B rpynata Ha mauebo
(koeduument Ha pucka 0,61 (95% 1A 0,42, 0,88), p = 0,0082).

Tabauna 29: AHAIA3 HA ILPBAYHATA H BTOPHYHATA Kpafinn TouKH 32 eprkacuHocT (BTEC ce
cbeTou ot JABT u/nau BE) no kpas Ha nepnoaa ciex JedeHHero B npoyusanero RE-SONATE.

Jlaburatpan erexkcunar  [[Lnauebdo

150 mg nBa MbT# AHEBHO
UlekyBaHH NaLMEHTH 681 662
Peumansupal| CHMITTOMATHYEH
BTEC u csbp3anda ¢ Hero cMepT 3 (0,4%) 37 (5,6%)
KoeduLueHT Ha pUcCKa CHpsaMO
rutauebo (95% nosepureneH 10,08 (0,02, 0,25)
WHTEpPBaN)

-CTOMHOCT 3a npeBb3xoAcTeo < 0,0001

Bropuunu kpaliHU TOUYKH
PeupnauBupall CHMITTOMaTHYEH
BTEC u cMBpT N0 BCsikakBa 3 (0,4%) 37 (5,6%)
NpHYHHA
195% noBepHTENCH HHTEPBAI 10,09, 1,28 3,97, 7,62
ICumrrromaTnuna BT 2 (0,3%) 23 (3,5%)
5% RoBEpUTENEH HHTEPBAN 0,04, 1,06 D21,5,17
ICumnromMaTnueH bE 1(0,1%) 14 (2,1%)
95% nosepuTeneH HHTEpBaN 10,00, 0,82 1,16, 3,52
Cebp3aHa ¢ BTEC cMbpT 10 (0) 0 (0)
95% nosepuTencH untepsan (0,00, 0,54 0,00, 0,56
ICMBpT Mo HeobscHUMH npuinHK [0 (0) 2 (0,3%)
95% nosepuTesieH HHTEpBAN 10,00, 0,54 0,04, 1,09
ICMBpT NO BCAKAKBA pHYMHA 0 (0) 2 (0,3%)
95% nosepuTeNeH UHTEPBAN 0,00, 0,54 10,04, 1,09

Knunuutu uanumeanus 3a npeeenyuama Ha mpomboemoboauswm npyu nayueHmu CbC CbPOLYHYU KIANKu
npome3u

B usnuteaHe da3a Il gaburatpan eTekcunar v BapdapyH ca Npoy4eHH npH obwwo 252 nauueHTH,
MPETHLPNEIN HACKOPO XHPYPrUvHa ONepaLMs 3a NOCTaBIHE Ha MEXAHHYHA ChpAeyHa kiana (T.e. B
paMKHTE Ha HACTOALLATA UM XOCMUTAIM3ALIMA ), KAKTO H NPH NALHEHTH, NPETLPIEIH ONEpaLH 3a
NOCTABAHE HA MEXAHUUYHA CHPJACYHA KJIana npeaq nosedye or Tpu Meceua. [loseue TpomboeMbonuyHH
cbOHUTHA (OCHOBHO HHCYJITH M CHMITTOMHHA/aCUMITTOMHU TPOMOO3M HA MPOTE3UPAHHTE KIIAIH) H
noseye cLOUTHA Ha KbpBeHe ca HabmoaaBaHH MpyY JabUraTpal eTEKCHIAT B CPaBHEHHE C Bap(apHH.
[py nauueHTH B paHHUA [IOCTONEPATHBEH NEPHO, TOIAMOTO KbPBEHE CE € NPOABABAI0O OCHOBHO KaTo
XEMOparnyeH nepHKapIcH U3JIUB, MO-CIIELHATIHO MPH NaUKEHTH, 3aMOYHAIH PHEM Ha AaburaTpaH
eTeKCHIAT CKOpO (T.e. Ha 3-HA AeH) Clel XUPypruyHaTa onepauus 3a CMsIHa Ha ChpAcuHa Kiana (BxK.
Touka 4.3).
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EBpornieiickaTta areH1Us No JekapcTeaTa ocBO0OMKIaBa OT 3aJb/IHKEHHETO 3a NPEY
pe3yJITATHUTE OT MPOY4YBAHHATA C pePEPEHTHHA JIEKAPCTBEH MPOAYKT, ChAbpXKa
ETCKCHWIAT BbB BCHYKH NOATPYNH HA NICAHATPUYHATA NMOMYJ1ALMA 32 nOI{aSaHHETO\ 'th
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npeseHuMa Ha BTEC npu naunenTu, KOMTO ca OHAH NOANTOXKCHH Ha TUIAHOBO LSIOCTHO MPOTE3MpaHe
Ha Ta300eapeHa cTaBa WiH LISUIOCTHO IPOTE3UPaHE HA KONSAHHA CTaBa H MOKa3aHUETO NPEBEHLMA Ha
HHCYJIT W cucTemMeH eMbonu3bM npu nmauueHTy ¢ HKITIM (Bxk. Touka 4.2 3a vHPOpMaUMUA OTHOCHO

yrnorpeba B neIHATPUATA).

JTevenue na BTEC u npesenyus na peyuousupawyu BTEC npu neduampuunu nayuenmu

[TpoyusaneTo DIVERSITY e nposeaeHo, 3a ga neMoHcTpUpa edukacHOCTTa W 6€30MacHOCTTa Ha
fabyraTpaH eTeKCHNAT B CpaBHEHHE Che cTaHmapTHO neueHHe (standard of care (SOC)) Ha BTEC npu
NeJHaTPHYHH MALKMEHTH OT paxaaHeTo a0 noa 18-roanmna swu3pact. Cnopes Au3aiiHa NpoyYBaHETO €
OTKPHTO, PAHOMH3HPaHO NPOY4YBaHe C NapaleaHH PyIH 3a JOKa3BaHe HA HE NO-MaKa €(PHUKaCHOCT.
BKIIOUYEHHTE 3a YYACTHE MALKUEHTH ca paHAOMU3UPAHH B ChOTHOWIEHHE 2:]1 aa nony4asaT choOpa3eHa
C Bb3pacTTa JekapcTeeHa ¢popma (Kancynu, O6BUTH rpaHyIH WK NEpopajieH pa3Tsop) Ha aaburarpan
eTrekcwiat (¢ JO3H, aAlITHPaHK CIope] Bb3pacTTa H TeJIeCHOTO Tero) v SOC ¢ HHCKOMONEKYTHH
xenapuuu (HMX) wnu antaronucty Ha ButamuH K (BKA), wiu donpanapuuykce (1 naguesT Ha

12 roauyu). [InpeuuHaTa KpalHa TOUMKA € CHCTABHA KpalHHa TOYKA OT MALMEHTH C MTbJIHO pa3TBapsaHe
Ha Tpomba, ¢ nunca Ha peunausrpauio BTEC u ¢ nunca Ha emepTHOCT, cBbp3aHa ¢ BTEC.
KpuTepunTe 3a M3KNIOYBAHE BKNIOYBAT aKTUBEH MEHMHTHT, eHUedaluT i BETpedepeneH adcuec.
0610 267 natdedTr ca paHaomusupadu. Ot tax 176 nayueHTH ca nekysaHu ¢ gabvrarpas
etexcuwnar, a 90 nauuenTy ¢ SOC (1 paHIOMH3MpPaH NAUMUEHT HE € NekyBaH). 168 naunenTy ca Ha 12
no noa 18 roauuu, 64 nauvedT ca Ha 2 go noa 12 rogMHy, a 35 nauMeHTd ca noj 2-roamiuHa
Bb3pacT.

Ot panaomusnpanute 267 nauneHTH, 81 nauuenty (45,8%) B rpynaTa Ha naburarpas erekcunar u 38
nauueHTn (42,2%) B rpynara Ha SOC oTropapart Ha KpYTEpUMTE 32 ChCTaBHATA IThPBHUYHA KpaHHa
Touka (ITLJIHO H3YHCTBaHe Ha TpomOa, nunca Ha peauausupatl BTEC u a1unca Ha cMBPTHOCT,
cebp3aHa ¢ BTEC). CroTBeTHaTta pasiika B 4ECTOTATA NNOKA3BA HE NO-Ma/IKa e(PUKACHOCT Ha
naburatpaH etekcunart B cpaBHeHHe ¢b¢ SOC. ChrBMECTHMHM pe3yTaTH KaTo UsAn0 ca HabmoaasaHy
B MOATPYNUTE: HAMA 3HAYMTENHM pasdiMius B eQexTa OT NeHeHHETO 3a NOArpynuTe rno Bu3pacT, non,
reorpadcka 00/1aCT ¥ HATTMYKE HA ONpeAencHH pHCKoBH akTopH. 3a 3-Te pa3IuyHHU Bb3PacTOBH
CTPaTH CLOTHOIWIEHHETO HA MALMEHTHTE, MOCTUTHANIKA TLPBHYHATA KpaiHa TO4KA 32 €PHKACHOCT B
rpyndTe chboTBEeTHO Ha AaburaTtpaH erekcwiar U SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu
NnalMeHTHTE Ha BBL3pacT < 2 roauHu, 21/43 (48,8%) n 12/21 (57,1%) npr nauueHTHTE Ha Bb3pacT 2 A0
< 12 rogunm 41 47/112 (42,0%) u 19/56 (33,9%) npu naureHTUTE Ha Bb3pacT 12 00 < 18 roauHm.
[TorebpaeHH CHOUTHA Ha FONIMO KbpBeHe ca choOweHu 3a 4 nauueHTH (2,3%) B rpynara Ha
naburarpaH erekcunar 4 2 naumeHTH (2,2%) B rpynara Ha SOC. Hama cratucTHYECKH 3HaYHMa
pa3/iiKa BB BPEMETO JI0 NOABA Ha MbPBO CHOMTHE HA MOJIAMO KbPBEHE. TPHAECET H OCEM MALHEHTH
(21,6%) 8 rpynata Ha naburaTtpan eTekcunar 1 22 naureHTH (24,4%) B rpynara na SOC umar
MOTBBPAEHO CHLOMTHE HA KbPBEHE, KATO MPH [IOBEYETO OT TAX TO € KaTErOPU3UPAHO KATO
He3HaunteaHo. KomGuHUpaHaTta kpakiHa ToYka Ha noTsbpAeHO chbuTHe Ha roaMo KepeeHe (CI'K)
MITY KJIIMHAYHO 3HauuMo Heronamo kbpBeHe (K3HI'K) (koraTo nauneHTuTe ca Ha JIEUEHHE) ca
cboOLueHy 3a 6 (3,4%) nauMenTH B rpynara Ha gaburarpaH erexcunar 4 3 (3,3%) nauveHTy B
rpynara Ha SOC.

EaHo oTkpHUTO, NPOCNEKTHBHO, KOXOPTHO, MHOTOLIEHTPOBO Npoy4BaHe 3a OezonacHocT ¢asa I ¢
eaHo pamo (1160.108) e nposeneHo 3a oueHka Ha H€30NaCHOCTTa Ha JabMraTpaH €TEKCHIAT Npu
npeseHuMa Ha peurausupawl BTEC npy neavaTpyyHW NaUMEHTH OT paxaaHeTo 10 nox | 8-roauiuHa
Bb3pacT. [laliHeHTH, KOUTO ca c€ HY>KIaelH OT MM0-HAaTATHLIHO AHTHKOAryJIaHTHO JIeYeHHe nopaau
Hanuuue 3a noTespacH BTEC (3a Hait-manko 3 Meceua) WM cliell 3aBbpLUBAaHE HA NPOYYBAHETO
DIVERSITY, ca BkntoueHH B npoyusaHeTo. [loaxoasiuure 3a BKIKOYBAHE MALHEHTH Ca NOJTyYaBaln
aJlanTHPaHH CIIOPE/ Bb3PAcTTa M TEJIECHOTO TEr10 A03H OT CboOpa3eHa ¢ Bb3pacTTa JICKapCTBEHa
dopma (karcynu, oOBUTH rpaHy/IM WIIH MepopasieH pa3TBOp) Ha AaburaTpaH eTEKCUIAT [0
e/IMMHUHHPaHEe Ha KIWHMYHHAS PUCKOB (akTop Wi 10 MakcHMyM 12 mecena. I1spBHYHH /,
TOYKH Ha NpoyuBaHeTo ca peuuauB Ha BTEC, cuburue Ha ronsiMo Uin HE3HAYHTENHO 4
cMBPTHOCT (001Ia ¥ BLB BPb3ka ¢ TPOMOOTHUUHH Wik TpoMOGoeMbonuyHK crOUTHS) / @
Haxoanre oT ChOHTHATA ¢a NOTBLPAECHH OT HE3ABHCHMA, 3aCCNECHAa KOMHCHA 34 ou b
O6wo 214 nauMeHTH ca BIIOYEHH B NPOYUBAHETO; OT TAX 162 NalMeHTH ca BLB 31:.5: obi
(ot 12 ao noxa 18 roaunn), 43 nauMeHTH ca BLB Bb3pacToBa cTpara 2 (o1 2 fo nox | ‘ r@g ity 3

40 \{,‘.ﬁ:‘. S




NaUMEHTH ca BB Bb3PacToBa cTpara 3 (0oT paxaaHeTo A0 NMoj 2-roavwya se3pacT). [o BpeMe Ha
neprona Ha jedeHue 3 naumeHTH (1,4%) ca pa3Buiu NOTBbLPACH OT KOMKUCHATA peunans Ha BTEC B
pamMKMTEe Ha MbPBUTE 12 Mecena cie 3aMoYBaHE Ha JIEUEeHHETO.

[ToTBBpAEHU OT KOMHCHATA CHOMTHSA Ha KbpPBEHE MO BpeMe Ha Meproa Ha JISYEHHE ca ChoDLIeHH 3a
48 naumenty (22,5%) B pamMknTe Ha NbpBUTe 12 Meceua. [loBeueTo cLOKUTHA Ha KbpBEHE ca
HesHauuTenHu. [lpu 3 naumenTy (1,4%) MMa NOTBBPAEHO OT KOMHCHATA CHOUTHE HA FOIAMO KbpBEHE
B paMkuTE Ha mbpBHTE |2 Meceua. Ilpu 3 nauuenTu (1,4%) nma NOTBBLPAEHO OT KOMHUCHATA CLOMTHE
Ha K3HI'K kbpBeHe B paMkuTe Ha mbpBuTe 12 Meceua. Hama cMBbpTHH Cityyan no BpeMe Ha nepuojia
Ha neuenne. [lo BpeMe Ha nepuoaa Ha neuenue 3 nauueHTH (1,4%) ca pa3sunm NOCTTPOMOOTHYEH
cunapoM (ITTC) nnu ca imanu BrnowapaHne Ha [ITC B pamkuTe Ha nbpBuTe 12 Mecela.

5.2 @OapMAKOKHHETHYHRH CBOHCTBA

Cnea nepopaiHo NpWioxkeHue naburarpat etekcunar Obp30 U HAITBLJIHO € NpeBpblUa B Jaburarpa,
KOWTO € akTHBHaTa popMa B ruiazMara. PasuenBaHETO Ha NPEAIEKAPCTBOTO Aa0HIaTpaH ETEKCUIIAT
ype3 KaTATH3HPaHa OT ecTepasa XUAPOIH3a 0 aKkTHBHOTO BellecTBo Jaburarpas e npeobianasaiiara
MeTabonuTHA peakuus. AGcomoTHATa OMOHATMMHOCT Ha AaburarpaH ciiell NepopaiHo NPUIOKEHHE
Ha JaburaTpaH eTekcHiaar € npubausurento 6,5%.

Cnen nepopaiHO NpWiokKeHHe Ha JaburaTpaH eTEKCHIAT NPU 3ApaBH A0DPOBOILIH,
papmakokHHETHYHHAT Npodun Ha aaburaTpaH B ru1a3Mara ce XapakTepuanupa ¢ Obp30 HApacTBaHe Ha
MNa3sMEHHTE KOHLEHTPalUMH ¢ gocturaie Ha Cmax B pamkute Ha 0,5 u 2,0 vaca cne NpuIOKEHHETO.

Abcopbums

[IpoyuBase, oLeHABALIO NOCTONEpaTHBHATA abcopbums Ha Jaburarpan eTekcunar 1-3 yaca cnen
onepauMs, 1EMOHCTpUpa oTHOCKTENHO OaBHa abcopbLys B cpasHeHME ¢ Ta3H MPH 3ApaBH
f0OpoBonLH, NOKa3BaiKy IUTaBeH MPOdUi Ha M1a3MEHATa KOHLIEHTPALKMA BbB BPEMETO O€3 BUCOKH
MUKOBY TMN1a3MEHHUTE KOHUEHTpaLuH. [1HkoBM nia3sMeHH KOHUEHTpaUuWH ce qocturar 6 vaca ciaen
[PUIOKEHHETO B MOCTONEPATUBHHMSA NMEPHOA NOPAAH ACTIPHHACALIM (PAKTOPH, KaTO HANPHUMEP
anecresuna, CY napesa ¥ XUpypruvyHy eQekTH, HE3aBUCUMMO OT MepopanHata JeKapcTBEHa gopma.
Jpyro npoyusaHe NEMOHCTpHpa, ue ¢ OaBHa U 3aKbcHABala abcopObuuns obrnkHOBEHO ce HabnoaaBa
caMo B AeHsd Ha onepauuaTa. Ha caegsamure quu abcopbuusara Ha naburarpad € Obp3a v IMKOBH
1J1a3MEHHU KOHUEHTPALIMHU Ce JOCTHIraT 2 yaca cliel Mpyui0kKeHHe HA JIEKAPCTBEHHA NPOAYKT.

XpaHarta He noBnusa OHOHATHYHOCTTA HA JaburaTpaH €TeKCHaT, HO 3a0aBs BPEMETO 10 MHKOBHTE
MJIa3MEHH KOHLEHTPAUKH ¢ 2 yaca.

Cmax 1 AUC ca nponopuMOHaAIBK HA A03aTa.

BuoHan®UHOCTTA ¢ie/l NEPOPANHO NPHIOKEHHE MOXKE a ce MOBULLHM CbC 75% Ccnea NpUnoXXeHUe Ha
eMHWYHA 1033 U ¢ 37% B cTallHOHAPHO CHCTOAHME, B CPaBHEHUE C pedepeHTHATa KancyiHa popma,
KOTaTo MeJIeTUTE ce npuemart 6e3 kancynara ot xunpomeno3sa (KX). CnegosartesHo LEn0CTTa Ha
kancyaute ot KX BuHary TpsOBa aa € 3anazeHa rnpu WiMHUYHA ynoTpeba, 3a ga ce uiberue
HEYMHIILJIEHOTO MOBHLIIABaHE HA OMOHANTMYHOCTTA Ha AaburaTpaH eTeKcWiaT (Bx. Touka 4.2).

PasznpenesieHyue

Habnronasa ce cnabo (34-35%), He3aBUCHMO OT KOHIIEHTPALIMATA CBLP3BaHE HA AaburarpaH ¢
YOBELUKUTE M1a3MeHH npoTeuHy. O6eMbT Ha pasnpeaesieHHe Ha qaburarpan ot 60-70 | npesuiuasa
obuiusa obeM Ha TeIeCHHTE TEYHOCTH, KOETO 03Ha4aBa, Y€ gaburatpaH MMa yMEPEHO ThKAHHO
paznpeaeneHHe.

buorpaHchopmalms

MeraboaH3MBbT W EeKCKpeLuaTa Ha AaburaTpaH ca NPOYYeHH MpH 34paBu 100pos
MHTPaBEHO3HA 1032 Aaburarpan, Hena3aH ¢ pagnoakTueeH H3oTon. Cnea HHTpaB
MPOM3X0X/1allia OT faburatpaHd paioaKTHBHOCT CE €JIMMHHHMPA [NIABHO C ypPUHAT
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eKCcKpeLns oTrosaps Ha 6% ot npunoxenara go3a. Jfo 168 yaca cien npunoxende Ha ao3ara odlara
PaAMOaKTHBHOCT Ce Bb3CTAHOBABA B pamKuTe Ha 88-94% oT npunoxeHara no3a.

JlaburaTpan ce nojjlara Ha KOHIOraLMs, NpH KoeTo ce obpasysar GapmMakoI0rHYHO aKTHBHH

AT TIOKYpOHUAH. ChILECTBYBAT YETHPH NMO3ULMOHHH H3oMepa, 1-0, 2-0, 3-0, 4-0-

ALMIITIIOKY POHI/L, BCEKHM OT KOMTO ChCTaBgsa no-mainxo ot 10% or o61oro koaxHyecTso gadurarpaH
B ruiasmara. Cneau ot ApyTrH MeTabOIMTH c€ YCTAHOBABAT CAMO C BHCOKOYYBCTBHUTEIHH aHAIHTHYHH
MeTOH. JlaburarpaH ce eNMMHUHHPA I1aBHO B HEMPOMEHEH B/l C YpHHATA C NPUOIU3MTENHA CKOPOCT
100 ml/min, cLOTBETCTBALLA HA CKOPOCTTA Ha IJIOMEpYJ/IHa Guirrpauus.

EiuMuHKpaHe

[TnasmeHuTe KOHLIEHTpaLMK Ha naburaTpaH noka3saT OMEKCMOHEHUHAIEH CNajl ChC CPEaCH
TEpMHHANEH NONYXKUBOT | | yaca npu 31pasy HHAUBHAY B CTapuecka Bb3pacT. Cel MHOrOKpaTHO
npunaraHe ce Habmoaasa TepMUHAIEH NONYXHBOT 0KO10 12-14 yaca. [1onyHBOTLT € HE3ABMCHM OT
no3ara. [TonyxUBOTBT € yab/KeH, ako ObOpeunaTta (pyHKLHMs € HapylIEHa, KAKTO € NOKa3aHo B
Tabamua 30,

Crneuyaniy noiyaauuu

bvbpeuna nedocmamuvunocm

B npoyusaHus ¢aza | excnozuumara (AUC) Ha gaburaTtpan cnea nepopaiHo NpuiokeHHe Ha
naburarpax eTekcunat € npuéansuTenHo 2,7 mbTH MO-BHCOKA MPH BB3PaCTHH A0OPOBOIILH C yMEpPEHa
616peuna HegoctaTbuHocT (CrCL Mexcay 30 u 50 ml/min), oTkonkoTo npu Te3u 6€3 6Bbpeuna
HEAOCTATHYHOCT.

[Tpu Manbk 6poit BB3pacTHH BoOpoBonuM ¢ Texxka 6vbpeuna HegoctarhunocT (CrCL 10-30 ml/min),
excriosuumaTa (AUC) Ha naburatpaH € npuOnM3UTENHO 6 TETH NMO-BUCOKA, & MOJYXKUBOTHT

NPUOAKU3ZUTENHO 2 MbTH MO-ABIBI OT HabsogaBaHKTe B nomynauua 6e3 ObOpeuHa HEAOCTATLUHOCT
(Bx. Touku 4.2, 4.3 u 4.4).

Tabauna 30: [ToayxHBoTHLT Ha 00 KBA JabMraTpaH NPH 3APABH HHAHNBHIAHM H HHAHBHAH C
HapyuieHa 6b0peuna QyHKUNS.

ICxopocT Ha raoMepy/Ha Cpenen reometpuieH (gCV %; rpaHnum)
puarpaums (CrCL,) [ml/min] [Nonyxwusot [h]

> 80 (3,4 (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)

JlonbAHUTENHO, EKCMO3MUMATA Ha JaburaTpad (Hak-HUCKA U MUKOBA) € OLEHEHA B €1HO
IPOCNEKTUBHO, OTKPUTO, paHAOMHU3HPAHO, PaPMAKOKMHETUHHO NPOYYBAHE MPH MALIMEHTH C HEKNAIMHO
npeacbpaHo MuxaeHe (HKITM) ¢ Texxo 6u6peuHo yBpekaaHe (onpeaAcieHO KaTO KpeaTHHHHOB
knupbHC [CrCl] 15-30 ml/min), nomyuasamm xaburatpaH erekcunar 75 mg asa MbTH AHEBHO. To3u
PEXHM € JI0Be 0 Hal-HUCKa CpeiHa reoMeTpuyHa KoHueHTpauus 155 ng/ml (gCV 76,9%),
H3MEPEHa HEMOCPEACTBEHO NPEH NPUIOKEHHETO Ha CJIC/IBALNATa 1034, U A0 MHKOBA CpelHa
reoMeTpruHa koHuentpauus 202 ng/ml (gCV 70.6%), uamepena 1Ba yaca ciell PHUAOKEHHUETO Ha
[OCJIeAHATA 1034.

KnupBHCHT Ha gaburaTpaH 4pe3s XeMOAMAIN3A € U3CICABaH NPH 7 BL3paCTHH NaLuye
6b0peuna HenocrarbuHocT (TBH), 6e3 nmpeacspaHo MbxkaeHe. JlHanusara e npoBepens
700 ml/min auanuseH gebuT, NPOABIKUTENTHOCT YETUPH Haca ¥ CKOPOCT HA KPHB 7 3P
win 350-390 ml/min. Tosa Boau a0 oTcTpaHsBaHe cbOTBETHO Ha 50% no 60% of/xphen
naburarpan. KonMuecTsoTO Ha BELIECTBOTO, OTCTPAHEHO Hpe3 AHATH3A, € MPonogLIBOH
CKOPOCTTA Ha KPbBHHS TOK, IPKH CKOPOCT Ha KpbBHUA TOK A0 300 ml/min. AHTHK(g ho T
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aKTMBHOCT Ha AaburaTpaH HaManiBa ¢ HAMAJIABaHE Ha rUa3MeHuTe koHueHTpauun 1 OK/Q [
Bpb3KaTa HE € 3acerHara oT npoueaypara.

MenuauaTta Ha CrCL B RE-LY e 68,4 ml/min. [Toutu nonosuHara (45,8%) ot naumenture B RE-LY
umat CrCL > 50 - < 80 ml/min. [TauuenrHTe ¢ 6B6peuHo yBpexaane B yMepeHa cteneH (CrCL Mexay
30 1 50 ml/min) umar cpeato 2,29 nmsTH M 1,81 NbTH NO-BHCOKA MIa3MEHA KOHLIEHTPALHA, CbOTBETHO
fpeau ¥ ciie]l IPHeM Ha Ao3aTta Ha AaburaTpaH, B CpaBHEHHE C nauHeHTH be3 6n0peuHo yBpexaaHe

(CrCL > 80 mI/min).

Menauanara na CrCL 8 npoyusaneto RE-COVER e 100,3 ml/min. I1pu 21,7% ot nauuenture e
uMano ouopeyHo yepexaaHe B neka crened (CrCL > 50 - < 80 ml/min) u npu 4,5% oT 14X -
616peuno yspexaare B ymepena crenet (CrCL mexty 30 u 50 ml/min). flaunenture ¢ 6u6peuno
YBpEX/IaHE B JIEKa U YMEPEHA CTENEH Ca HMaTH B CTALMOHAPHO CbCTOAHWE ChOTBETHO CpeaHO 1,7
MbTH U 3,4 MbTH O-BUCOKH MIA3MEHHM KOHLEHTPALMK NIPEAN NPUJIOKEHHE HA no3aTa JaburaTpaH B
cpaBHenue ¢ naudeHTute ¢ CrCL > 80 ml/min. Cxoanu croitHoctu Ha CrCL ca yctaHoseru B RE-

COVERII.

Menuanara Ha CrCL B npoyuBanuata RE-MEDY u RE-SONATE e cvoreetHo 99,0 ml/min u
99,7 ml/min. Ilpu 22,9% u 22,5% ot naumenrure croHocTuTe Ha CrCL > 50 - <80 mi/min n 4,1% u
4,8% ot tax CrCL mexay 30 u 50 ml/min B npoyusanusara RE-MEDY u RE-SONATE.

[layuenmu 6 cmapuecka ev3pacm

CrneurduyHu GapMakOKMHETUYHU Npoy4BaHua da3a [ mpu nauueHTH B CTapueCKa Bb3pacT roKassar
yeesauuenue ot 40 o 60% Ha AUC 1 noseue ot 25% Ha Crax B CPABHEHHE C MIAH MTALIKEHTH.
EdexThT Ha Bb3pacTTa BHPXY €KCIIO3HLMATA HA JaburaTpaH e noTebLpACH oT npoyusanetro RE-LY ¢
0K010 3 1% no-BUCOKO HMBO HA Hal-HKWCKATA KOHLEHTpaLMA 3a HHAUBKAM > 75 FOJAMHH U € OKOJO
22% Mo-HUCKO HHMBO HA Hall-HACKATa KOHLEHTpAaUUa NpH HHAYMBUAM < 65 FOAHHH B CpAaBHEHHE C
MHAMBHAMA MEXAY 65 ¥ 75 roaun (Bx. Touky 4.2 u 4.4).

Yeprodpobro yépedcoare
He ce wabmonaea npoMaHa B €KCMO3MLUMATA HA aduratpaH npH 12 pe3pacTHH NALMEHTH C yMEpeHa
yepHoapobHa HegoctaTb4HOCT (Child Pugh B) B cpaBHeHue ¢ 12 koutponu (BXx. Touku 4.2 u 4.4).

Tenecno mezio

Haii-uvckuTe KOHUeHTpauuM Ha aaburatpaH ca okono 20% no-HUCKH NpHU Bb3pacTHH MaUHEHTH C
tenecHo tersio > 100 kg B cpasrenue ¢ 50-100 kg. MuozuHcreoro (80,8%) o uHAMBHAMTE ca B
kateropuaTa > 50 kg u < 100 kg, 6e3 ycrasHoBeHa scHa pa3nnka (Bx. To4kH 4.2 1 4.4). [Ipu Bp3pacTHH
NaLMeEHTH ¢ TenecHo Terno < 50 kg KTHHMYHHMTE JaHHY Ca OTPaHHUYECHH.

Ilon

ExcriosMumaTa Ha akTMBHOTO BELLECTBO B NIPOYYBAHUATA 32 NNbpBuyHA npeBeHlMs Ha BTEC e okono
40% no 50% no-BHCOKA NPH [MALIWEHTH OT KEHCKH 104, HO HE ce MpenopbyBa KOPEKUMA HA 103aTa.
[Ipy naumenTHTE C NPEACHPAHO MBXAEHE, MALMEHTHTE OT XKEHCKH MO ca uMau cpeano 30% no-
BMCOKH CTOMHOCTH Ha Hal-HHUCKA W NIOCT-2030Ba KOHLUEHTpauMa. He ce U3HCKBa KOPEKLIHMA Ha Jo3aTa
(BX. TO4Ka 4.2).

Emnuvecku npouzxoo

HsiMa KIMHHYHO 3HAYMMH MEXIYETHHYECKH pa3IHyKA MEXAY NalMEeHTH OT €BpOoNenHaTa paca,
naLHeHTH ¢ appo-aMEePUKAHCKH, TATHHO-AMEPUKAHCKH, AMOHCKHA 1 KHTAHCKH MPOH3X0A 10
OTHOLLIEHHE Ha apMAKOKMHETHKATA M (papMakoarHaMHKaTa Ha aaburarpaH.

ITeouampuuna nonyaayun

[1pu nepopanHo npuioxkerue Ha faburaTpaH eTeKCUNaT, Crnopel ONpeNeICHHS B
aJITOPHTHM 33 J03UPaHE, eKCNO3ULIMATA € B pAMKHMTE Ha Ta3l, HaboaasaHa npy
JIBT/BE. CO0pHHAT aHANH3 OT PapMAKOKMHETHYHH JaHHH OT npoyy4BaHusTa DI
1160.108 nokassa, ye cpeAHUTE T€OMETPHUUHU HAKOHHUCKH €KCMO3uUMM ca 53,9 n
99,1 ng/ml cvorBeTHO npu 0 g0 < 2-roauuiHH, 2 10 < 12-roguuwiHK K 12 go < 18-r
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neauaTpuddM naumeHTn ¢ BTEC.

(PDapMaKOKHHETHUYHH B3aHMOJEHCTBHUSA

In vitro npoyuBanus 3a B3aHMOJeHCTBUATA HE NOKA3BaT HHXUOMpAHE WIH HHAYLIMPAHE HA FIABHHTE
H3oeH3uMH Ha uuroXxpom P450. Tora ce noTebpKIaBa OT in vivo NPOYyUYBaHHUA C YYaCTHETO Ha 34paBH
106poBONIUH, KOUTO HE MOKA3RaT R3aUMOACHCTBHE MEXIY TOBA JICUCHHE U CIICAHUTE AKTHBHH
etecTa: aropsactaTuH (CYP3A4), nurokcus (B3auMoefiCTBUE C TpaHCIOPTHUR P-gp) H
mknodenak (CYP2C9).

5.3 TIlpeak/HHHYHHA JaHHH 3a ynorTpeda

HexnuHUuHHMTE JaHHH HE NOKa3BaT 0cOOEH pHCK 3a xopa Ha f6a3zata Ha KOHBCHLIMOHATTHKTE
dapMakKoJIOrH4HH NPOoyUBaHuA 3a BezonacHoOCT, MPOYYBAHHUA 32 TOKCHYHOCT NPH MHOTOKPAaTHO
fipHjiaraHe ¥ reHOTOKCHYHOCT.

EdexTuTe, HabnoaaBaH! B NpOy4BaHHUATA 33 TOKCHYHOCT MIPH MHOTOKPATHO MPHIAraHe, ce AbKaT
Ha 3aCWIeHHs (apMaKoaHHaMuYeH eeKT Ha JaburaTpa.

EdexT Bbpxy HepTHIHTETA TPH KEHCKH XXUBOTHHW € Habmogasad noa ¢opMara Ha HAMAABaHe Ha
Opos HA MMILIAHTAUMMTE M NTOBULLABAHE HA NMPEABMILIaHTaLMOHRUTE 3ary6u npu ao3a 70 mg/kg (5-
KpaTHOTO HHBO Ha TU1a3MeHa eKCMno3uLus NpH nauueHTH). [Ipyu n03H, KOUTO Ca TOKCHYHH 33 MAWKHTE
(5- Ao 10-KkpaTHOTO HUBO HA IUTA3MEHA EKCMO3HLIMA NPH NTALKHEHTH), NPH TUTLXOBE K 3aHLM Ce
HabmogaBa HAMAIABaHE Ha TEJIECHOTO TErIO M XXH3HECNOcoOHOCTTa Ha PeTyca, 3aeIHO C NTOBULABAHE
Ha eTanHuTe BapHalMK. B npeHaTanHuTe M NOCTHATANHUTE NMPOYYBAHHA € HAOMIO1ABAHO
MOBHILIABAHE HA (PETATHATA CMBLPTHOCT NPH 03U, KOUTO Ca TOKCHYHH 3a MailkuTe (103a,
ChLOTBETCTBALNA HA 4 IThTH NO-BUCOKO KUBO Ha MAA3MEHA eKCno3uuus oT HabnoaaBaHoTO NpH

MALKUEHTH).

B eaHO npoyuBase 3a KOBEHWIHA TOKCHYHOCT NPH [LUTbXOBE OT nopoja Wista CcMbPTHOCTTA € CBbp3aHa
cBLC CHOMTHN Ha KhDPBEHE NMPH MOAOOHM HUBA HA EKCMO3HLMA, [TPH KOUTO € HabN10JaBaHO KbpPBEHE MPH
Bb3PACTHHTE XKUBOTHH. CuMTa C€, UE KAKTO NPH Bb3PACTHHTE, TAKa H NPH MIAAHTE MIIHXOBE
CMBPTHOCTTA € CBbP3aHa ChC 3aciileHaTa (papMakoI0orHiyHa aKTHBHOCT Ha JaburaTpaH BLB Bpb3Ka C
YIIPAKHABAHETO HA MEXAHUYHM CHIH N0 BPEME Ha MPUNaraHeTo U TpeTupaHeTo. [JJaHuuTte ot
MPOYYBAHETO 34 IOBEHWIHA TOKCUYHOCT He MOKa3BaT HUTO NOBHUILEHA HYBCTBUTETHOCT KbM TOKCHYHH
MPOSBH, HHTO TOKCHYHOCT, CIEUA(HYHA 32 KOBEHHJIHH XXUBOTHH.

JIbAroCpOYHUTE TOKCUKOIOIHYHH MPOY4BaHHUA NPH TUTBXOBE M MULIKK HE MOKA3BAT JAHHH 34
TYMOPOT€HEH NoTeHUKan Ha naburarpan a0 Makcumanny 1034 200 mg/kg.

JlaburaTpaH, akTMBHATa 4acT Ha naburaTpaH eTeKcHnaT Me3WIaT, € YCTOHYHMB B OKOJIHATA cpea.

6. OAPMAIEBTHUYHHA JAHHHU
6.1 ChnHcbK HA NOMOIIHHTE BElLleCTBA

ChaABpKAHUE HA KANCYJIATA
ByHeHa KuceluHa
XHNpoMenosa

Humeruxkon 350

Tank
XHAPOKCHNIPONMUIILIENYJIO3a

Ob6BuRKa Ha KancyJarta
KaparexaH (E 407)
Kanues xn1opua
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Turanos auokeng (E 171)
Uuaurotud — FD&C Cunbo2 (E 132)
XHnpomenosa

YepHo nevyaTHO MacTUIIO
lHlennak (E 904)

Yepen xeneseH okcun (E 172)
[Tponunenrnukon (E 1520)

PasTeop Ha amoHAK, KOHLIeHTpHUpaH (E 527)
Kanues xunpoxceun (E 525)

6.2 HecnBMecTHMOCTH

Henpuhoxnmo.

6.3 Cpox na roanocrt

2 roAMHH.

6.4 CoenualiHHd YCJIOBHS HA ChXpaHeHHe

To3u nekapcTBEeH NPOAYKT HE H3UCKBA CNCLMAIHH TEMIIEPATYPHH YCIIOBHA Ha ChxpaneHue. [la ce
CbXpaHsABa B OPMIMHAHATA ONIAKOBKA, 3a [a CE NpEeAna3H oT Bjara.

6.5 BuancnabpkaHAe Ha ONAKOBKATA
Al/Al 6nuctepure ce cuerosT oT OPA/ALU/PE Meko ¢onmo ¢ BrpaaeH U3CYLUMTET M TBLPIO
anyMuHHeBo ¢onuo, cbabpkaiio 10 Teepan kancynu. Beska kapToHeHa onakoBka cbhabpika 10, 30

unu 60 TBBpAY Karcyu.

['pynoBa onakoBKa, chabpxkaia 3 onakoBku oT 60 TBepau kancyau (180 Tebpan kancynu). Besika
OTAEMHA ONAKOBKA OT I'PyrnoBaTa onakoska chabpxka 6 Al/Al bnucrepa no 10 T8bpayn kancyu.

Al/Al nepdopupann OGaucrepu ce cbetosT oT OPA/ALU/PE Meko ¢onno ¢ BrpaaeH H3CyLWIKTEN U
TBLPAO AIYMUHUEBO oo, chabpxkalio 10 Teepam kancynd. Beska kapToHeHa OnakoBKa ChAbpiKa

10, 30 unu 60 TBLPAHK KanCynH.

I'pynosa onakoBka, cbabpikaria 3 onakoBky oT 60 TBspau kancynu (180 Tebpau kancynu). Beska
oTAenHa onakoska ceabpxka 6 Al/Al nepdopupano baunctepa ot |0 T8BEPAM KanCyny.

He BcHuKM BUOOBE ONAaKOBKKM Morat aa ObaaT myCcHATH Ha nasapa
6.6 CroeuHaTHH NpeINA3HH MEPKH NPH N3XBLP/sHE H padoTa

[1pn u3Baxxaaue Ha Tenekcep kancysiy ot OMCTepHATa OfTaKOBKa TpsOBa na ce Cra3Bar ClieAHUTE

yKa3aHUs:

. B cayuait Ha nepgoprparo donuo: eauH oraeneH dauctep TpaOBa 1a ce OTKbCHE OT
baucTepHaTa KapTa no nepopupaHara JIMHHA.

. TeopauTe kancynu He TpsOBa na ce H3byTBat npe3 SaucTepHOTO PoHO.

B CbOTBETCTBHE C MCCTHHUTC H3HCKBAHHA.

7. NNPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.
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1103 Budapest
Gydémrd at 19-21.
YHrapus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20220260

9, JATA HA ITIBPBO PAZPEIHLIABAHE/TIOJHOBABAHE HA PAZPEIIEHHETO 3A
YIIOTPEDBA

Jata Ha mepso pa3pewaeane: 21.09.2022
JlaTa Ha nocneaHO NOAHOBABAHE:

10. JIATA HA AKTYAJIMZUPAHE HA TEKCTA

02.07.2026
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