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KpaMkd XapaKkmepucmiKa Ha npogyxma  Npusomerue |

KPATKA XAPAKTEPUCTHKA

Paapeuwseriue N:

1. HME HA JJEKAPCTBEHHA ITPOAYKT [' BG/MA/MP . 4%3'3"-)/15-03202‘

Lf.lgnriue:fue N e

Habaxub 150 mg TRbpAM KarcyJu
Dabahib 150 mg hard capsules

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bcaka TBbpaa kancysa ceaspxa 150 mg naburarpan erexcunar (karo mesunar) (dabigatran etexilate)
(as mesilate).

3a nbNHUSA CHHCHK Ha TOMOILIHUTE BeLeCTBa BHKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

TeBpau kancymnu ¢ pasmep 0, ¢ 6410 a0 noyru OAIO TANO H CHHBLO Karade, ChABPXKALLM OYTH 6eTHn
10 6n1en0 XBJITH HEeTH.

4. KJAHAYHU JAHHA

4.1 TepanesTHYHH NOKAIAHHA

[IpeseH1s Ha MO3BUEH UHCYJIT H CUCTEMEH eMOOIN3BM NPH BE3PACTHH NALMEHTH C HEKJIATTHO
npeacspaHo MbxkaeHe (HKIIM) ¢ enun wiu noeeve puckoBy GakTopH, KaTo NMpeALIECTRALL
MO3BYECH HHCYJIT WIM NPEXOJHO HapylleHye Ha MO3bHHOTO KpeBoOoOpaleHue ([IHMK); Bbapact >
75 TOAHHM, CBPACHHA HEAOCTAaThUHOCT (Ktac no NYHA >II); 3axapen auabet; XunepToHus.

JIeuenue Ha xpnboka BeHozHa TpoM6o3a (JIBT) v 6enonpoben emboaussm (BE), kakTo u
NpeBeHUMA Ha peraMBH Ha JIBT v BE npu Bb3pacTHH nauHeHTH.

JleyeHne Ha BeHo3HH TpoMOoeMbomMuHK cHOHTHS (BTE) U npeseHums Ha peunausupainyd BTE
NpH NEAHATPHYHH NMALMEHTH OT paKJaHeTo A0 noj 18-romuiiHa Bb3pacT.

3a croOpa3seHun ¢ BB3pacTTa 030BH (POPMHM BIDKTE TOUKA 4.2.

4.2 [T0o3HpoBKAa H HAYHH HA NPHJIOKEHHE

Ho3npoeka

Jlabaxnb MOske na ce M3NOJI3BA IPH BB3PACTHH M MEJUATPUYHH NALIMEHTH HA 8-TOAMIIHA BB3PAcT WK
MO-TroJieMH, KOKMTO Ca CMOCOOHH Ja MOrMbIUAT KaMnCyJIUTE LEJTH.

Koraro ce npeMHHaBa OT €Ha iekapcTBeHa opMma Ha Jpyra, Moxe J1a € HeoOXOauMO Y.
nosata. Jlozara, nocoveHa B TabiMuaTa 3a 1O3UpaHe 3a ChOTBETHATA NEKAPCTBEHA (oA
C€ NpeAnuecBa Bh3 OCHOBA HA TEJIECHOTO TEIJIO H Bh3PacTTa Ha AETETO.
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KK MDEECHUHUAR HA DeRuois Ha dD I U bl bl 8b3p0acniil

[Ipenopbuutenture 1034 nabvratpaH etekcunar rnpu nokasanuara KAIIM, IBT u BE ca
nokasaHu B Tabnuua 1.

Ta0nuua 1: [lpenopnkn 3a nozuposkarta npn KAIIM, JIBT n BE

IlpenopbKa 3a J03HPOBKATA

anBEHLlPIH Hd MO3bYHYCH MHCYJIT H CHCTCMCH

¢MOOJU3BM NPH BH3PACTHU NALUEHTH ¢ 300 mg maburaTpaH eTeKkCWaaT, MPUEMAaHH KaTo €AHA

HKIIM ¢ eanH win noseve pUCKOBU
dbaktopu (KAITIM)

Kancyna ot 150 mg aBa IbTH AHEBHO

Jleuenne Ha JABT u bE, kaxTo 1 npeBeHUMUA

Ha peuuauBH Ha /IBT u BE npu b3pacThu
nauueHTH (/IBT/BE)

300 mg naburaTpaH eTeKCHIaT, NPHEMaHH KaTo e/1Ha
karncyna ot 150 mg ABa IbTH AHEBHO, CIEA NEUSCHHE ¢
NnapeHTepaTCH aHTHKOAryJIaHT B NPOJABLIKEHHE Ha

Hal-MaJIKO 5 NHH.

Lpenopri6a ce HAMANAGAHE HA 003GMA

[TaumenTH Ha BB3pacT >80 roauuu

JHeBHa n03a 220 mg naburaTpaH €TEKCHAT,
npxemMaHa Kato eaAHa kancynaa ot 110 mg aBa nbTH
JHEBHO

[TauWeHTH, KOWTO MPHEMAT CbITBTCTBALLO
BEparnamMmiI

dpabeg 0g ce 00CHOu HAMARAGAHE HA
Qozama

[launeHTH Ha Bb3pacT Mexay 75-80 roauHH

[TaurenTH ¢ ymepeHo HBOpEUHO yBpexaaHe

(CrCL 30-50 ml/min) Tpsbea na ce n3bepe aHesHa ao3a 300 mg win 220 mg

naburaTtpaH erekcunar, bazMpaiky ce Ha
UHAMBHIYaJIHATA OLIEHKA Ha TPOMOOEMOOTMYHHUA PUCK
1 PHCKA OT KbPBEHE

[TaureHTH ¢ racTpur, e3odaruT Win
ractpoesodareasieH pepnykc

Lpyryu nauMeHTHU ¢ MOBUILIEH PHCK OT
KbPBCHE

3a IBT/bE npenopbkara 3a npunarade Ha 220 mg naburaTpaH eTeKCWIaT, IPUEMAHH KaTo €1Ha
kancysa ot 110 mg nsa T AHEBHC, Ce OCHOBaBa Ha (PapMaKOKHHETHYHH H

(PapMaKOIMHAMHUHH aHAJIM3H M He € NPOYyUBaHa B KIMHHUYHH YCJI0BHA. BIOKTE M0-A0Ty U TOUKH
4.4.4.5.5.1ub.2.

B cayuail Ha HENOHOCHMOCT KbM JabHuraTpaH eTeKCHUIaT NalHeHTHTe TpAOBa aa Obaar
HWHCTPYKTUPaHH Aa C€ KOHCYJITHPAT BeAHara ¢ JIeKyBallys CH JeKap, 3a Aa ObAe NpearnpHeTo
NPHEMIMBO AN TEPHATUBHO JICHEHHE 34 MPEBCHLMA HA MO3BUEH HHCYIT U CUCTEMEH EMOONHIbM,
acOUMMpaHu ¢ NpeaAcChpAHO MbxaeHe, unu 3a JIBT/BE.

Quenxa na Ovbpennama Gyuxyus npedu U no gpeme Ha revenuemo ¢ 0abuzampan emexcuianm

YBPEXKIaHE MOXKeE J1a € YECTO CPELIAHO B Ta3H Bb3PACTOBA IpyIla:

. [Ipenu 3ano4BaHe Ha JiedeHHe ¢ naburarpal eTekcunar ObOpeuHaTa QpyHKLIMA
OBbAE oueHeHa Yype3 U34KCIIABAHE Ha KpeaTHHHHOBHA KiupbHC (CrCL), 3a a



MagueHTH ¢ TeXKKo OBOpeuHo yepexkaade (T.€. CrCL <30 ml/min) (Bx. Touku 4.3, 4.4 u 5.2).
. buOpeuHara pyHkHA TpadBa Na O/ OlIEHEeHa ChiLO U ITPU CBMHEHHS 34 BJIOLUABAHE HA

ObOpeyHara QYHKIMA 110 BpEME Ha JICUSHUETO (Hanp. XHUIIOBOJEMHSA, AeXUAPATALIUA, U

NMpPH CBHITBTCTRAlA YNIOTpeOa Ha HAKOH JIEKAPCTBEHH MPOIYKTH).

JONbLAHUTETHK M3UCKBAHUS TTPH NALUEHTH C JIEKO A0 YMepeHo ObOpeuHo yrpexaaHe U NpU

NallMEHTHA HA Bb3PACT HAJ 75 FOAHHH:

. [To BpeMe Ha JieueHHe ¢ naburatpaH etekcunaT OnOpeuHara GyHkuHA TpsaOBa aa 6bae
OLICHABAHA HAH-MAJIKO €IMH ITHT NOAHLIHO WIH NO-YECTO, MPU HEOOXOAHMOCT, B ONPEAcICHU
KIWHUYHHU CHTYaALWH, KOraTo UMa CbMHEHHA, Ye ObOpedHaTa GyHKUUA MOXKE Ja C€ NOHWXKH
WJIHM J1a C€ BJIOLIM (Ramp. XMUNOBONEMHS, JeXUApaTallui, KaKTO U MPH CHITBTCTBALWA ynoTpeda
HA HAKOH JIEKApPCTBEHH MPOAYKTH).

MeToabT, KOITO TpAOBA Aa ce U3NoJI3Ba 3a oueHka Ha ObOpeunara PpyHkuua (CrCL 8 ml/min), e
MeToabT HA Cockeroft-Gault.

{Ipooviocumennocm na ynompeba

[IpoasmxuTenHocTTa Ha ynorpebara Ha naburaTpad etekcuaar npu nokazanusra KAIIM, IBT u
bE e noka3zana B Tabinua 2.

Tabauna 2: Ilpoabvmxurennoct Ha ynorpeda npu KAIIM u IBT/BE

Ilokazanue | IIpoaABL/KHTEAHOCT HA ynorpeda

KAIIM Jleyenunero TpaOBa na € ABIFOCPOUHO.

ABT/BE [TpoAbKUTENIHOCTTA HA NeYEeHUETO TPAOBa Ja ce onpeae/ia HHAXBUAYATHO CIIe T
BHUMATEAHA OLICHKA Ha NOJI3aTa OT JIEYEHHETO CIIPAMO PUCKa OT KbpPBEHE (BXK.
TOuKa 4.4).

KpaTkocpouHo JeueHue (Hal-Manko 3 Meceila) TpsbBea j1a ce nporex/aa npu
HaJTWUHE Ha NMPEXOJHH PUCKOBH (hakTOpH (HAMNp. CKOPOUIHA XHPYPruiHa onepaius,
TpaBma, 00€3ABWKBaHE ), a NO-MIPOAbIAKHUTENIHO NEUCHHE — NPU TPaHHW PUCKOBH
¢axkTopHu wik uauomnatuyHa JIBT win BE.

[Iponycrama 0o3a

[IponycHaTa 103a naburaTpaH eTekcrunaT Moxe J1a ce npreMe A0 6 yaca npeay craeapaniara
npeanncana 103a. Hpu No-MAaJIKO OT 6 yaca A0 BPEMETO Ha CJICABALLMA [TPHEM, [IPOITYCHATATA 2034
He TpsOBa aa ce npHema.

He Tpabea na ce npuema asoitHa 103a, 3a 1a ¢e KOMIICHCHPAT NPOITyCHATHTE HHOUBHAYATHH J03H.

[Ipexpamsigane na npuema Ha 0abUzamMpan emexcunam

JleuenueTo ¢ nadUraTpaH eTekcuiar He TpsbBa na ce npexbeBa 06e3 ekapceky cbBeT. [lauueHTuTe
TpsAOBa na 6BAAT UHCTPYKTHPAHH Ja Ce CBbPXKAT ¢ JEKyBalUlHUs JIEKap, aKO pa3BHAT CTOMALLHO-
YPEBHH CUMIITOMH, KaTO JUCTICNICHA (BXK. TOUKA 4.8).

[ pomsng na nevenuemo




[IpenopbuBa ce H3uakBaHe OT 12 yaca ciiell nocne/iHaTa 103a NPEAH NPEMHHABAHE OT
naburarpal €TEeKCWIAT KbM MapeHTepalieH AHTHKOAryJIAHT (B3, TOUKa 4.5).

[[peMHHaRaHE OT JE€UEHHE ¢ NapeHTEePaANeH aHTUKOArynaHT KsM AabUraTtpaH €TeKCUIar;
[TapeHTEepanHUAT aHTUKOArynaHT TpAOBa Oa ce NPEKBbCHE U Ja ce 3ano4He naburatpaH eTekcwiar
(-2 yaca npeaM 4yaca, HA3HA4YESH 3a MMPUEMAHETO Ha CJISABAILATa J03a OT AJITEPHATUBHOTO
JIEKAPCTBEHO CPEACTBO, WM NPH NIPEKPATIABAHE Ha JICYEHUETO, B CIYYaH HA HEMPEKBLCHATO NEYEHHUE
(Hanp. dedpakuHoHHUpaH UHTpaBeHO3¢eH XxenapuH (HUX) (Bx. Touka 4.5).

[TpeMHHaBaHE OT Ji€UeHHE ¢ JabuUraTpaH eTeKCWIaT KbM aHTaroHucTH Ha BurtaMuH K (ABK):
MowmeHTBT Ha 3anouBaHe Ha ABK tpsadBa na ce xopurupa cnpsamo CrCL kakTo cnensa:

o CrCL >50 ml/min, npueMsT Ha ABK Tpadsa na 3anoude 3 1HW NpeaH NPeKbCBAHETO
Ha NadburaTpaH eTEKCUIAT
. CrCL >30-<50 ml/min, npuemsT Ha ABK Tpa0OBa na 3anoyHe 2 AHM Npeau MpekbeBaHeTo

Ha ﬂ.&ﬁHF&T’p&H CTCKCHJ1AT

Twi kaTO nabvraTpaH eTeKCHIAT MOXeE Aa MOBIUAe Ha MeXxaIyHapoAHOTO HOPpMATH3UPaHO
cvoTHolueHHe (Interantional Normalized Ratio, INR), INR uie otpasu no-no6pe edpekra Ha ABK
e/1Ba CJie/l CITMPAHETO Ha AaburaTpaH €TeKCHNar 3a Haill-manko 2 aHu. Jlotorasa, INR cToitHocTHTE
TpabBa Ja Ce ThAKYBaT ¢ BHUMaHMeE.

[IpemunaBane or seuenme ¢ ABK xbM gaburatpan erekcunar:
[TpuemsbT Ha ABK TpabBa n1a ce npeycranosu. Jlaburatpad eTekcunaTt MoXe a ce rnpuiara
peagHara oM INR e <2.0.

Kapouoeepsuo (KAIIM)

[TlaumeHTHTE MOTraT fa NpoaABJIKAT [MPpUCMAa Ha ,[l&ﬁHl"ﬂTpaH CTCKCHJIAT [10 BpEMC Ha KapAHOBCP3HO.

Kamemwpua abaayus na npedcovpono mwvocoene (KAIIM)

[1pv naumenTH Ha neydeHue ¢ naburatpad erekeunar 150 mg asa MbTH AHEBHO MOXKE 1A ¢€ NPOBEIEC
KaTeThpHa abnauus. He ce Hanara npekbCcBaHe Ha JIeUEHUETO ¢ AaburaTpaH eTeKCHaaT (BXK.
TOuKa 5.1).

Hepxymanna xkoponapna unmepeenyus (IIKH) cve cmenmuparne (KAIIM)

[lalieHTH ¢ HEKJTANHO APEACHPAHO MBXIEHE, KOMTO ca noginoxkeHH Ha 11K cbe ctenTHpane,
Morar a4 O6baarT IeKyBaHM ¢ JabHratpaH €TeKCHnaT B KOMOMHALIMA ¢ TPOMOOLMTHHU
AHTHATPETAHTH, CJIe]l KaTo C€ MOCTUIHE XeMocTasa (BxX. Touka 5.1).

Cneyuainu nonyiayuu

Cmapuecka ev3pacm
3a NpOMEHH B 103aTa NPU Ta34 NOMyIauus BrwxTe Tabauua 1 no-rope.
Hayuenmu ¢ puck om xvpeere

[lauMeHTH ¢ noBUUIEH PUCK OT KbpBEHE (BXK. TO4kd 4.4, 4.5, 5.1 u 5.2) Tpsabea na 6Gbvpat
KJIIMHUYHO MOHUTOPHUPAHU (ClieIEHE 3a MPU3HAUM HA KbPBEHE M aHEMHUS ). Kopnrupaﬂ
TpadBa Aa Obae peleHo No YCMOTPEHUE Ha JIEKYBALLIMA JIeKap, Clie/ OLiEHKA Ha ChOTHO

No3a/PUCK 3a KOHKPETHUA NauMeHT (Bx. Tabnuua 1 no-rope). Koarynauvonex recy
4.4) MOXe a OMOTHE 32 HACHTU(DULIUPAHE HA MAIMCHTUTE C TTOBUILEH PUCK OT K |
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[MPHYHHEH OT MPEKOMEpHa €KCIO3ULMa Ha AJaburatpaH. Korato ce yCTaHOBH INpeKkoMepHa
eKCIO3MLIMg Ha AaduratpaH, NMpu NalMEHTH C BUCOK PUCK OT KbPBEHE, CE MPEenopbU4Ba fpuiarate
Ha HaMasneHa a03a 220 mg, npueMaHa KaTo ¢aHa Kamcyna 110 mg aBa mbTH AHeBHO. 11pn nogra Ha
KJIMHUYHO 3HAYMMO KbpBEHE JieweHueTo TpaOBa fia C€ NMPEeKbCHE.

[Topaay NOBHILEHHS PUCK OT CTOMALIHCO-YPEBHO KbPBEHE IPH HALIMEHTH C FACTPHT, €30(arur wiu
racrpoesogarvanet pediyke Moxke aa ce 0OMUCIU HaMalsBaHe Ha no3ata (BX. Tabnnua 1 no-rope
N To4Ka 4.4).

bvopeuno yepexcoane

JlewenveTo ¢ JjaburaTpaH €TeKCHIaT Npy NALUUEHTH ¢ TEXKO ObOpevHO yBpeKaaHe
(CrCL <30 ml/min) e npoTHBOMNOKazaHo (BX. TO4Ka 4.3).

He € HeobX0aUMMO KOpUrHpaHe Ha 403aTa NpH MMALKEHTH ¢ Jieko ObOpedHo yBpexaaHe

(CrCL 50-<80 ml/min). Ilpx nauueHTH ¢ yMepeHa 0b0peuHa HegocTatbuHOCT (CrCL 30-50
ml/min), npenopsuMTENHATA A03a AaduraTpaH erekcunar € ¢blo 300 mg, npueMaHu kato |
kancyna 150 mg asa nbTH gHeBHO. Bbhrpeky TOBA, NpyU MaLUEHTH ¢ BUCOK PHCK OT KbpBEHE TpSOBa

na ce OOMMCIA HaMandaBaHe Ha Ao3ara aadburarpaH erekcunar 1o 220 mg, mpueMaHK KaTo exHa
kancyaa | 10 mg nsa 0bTH JHEBHO (BXkK. ToUKH 4.4 1 5.2). BHUMaTEnHO KIMHHYHO HAONIOAEHHE Ce

NpenopbYBa Npy MauueHTH ¢ 60peyHo yBpekaaHe.

Covnvmemeawya ynompeba Ha oabuzampan emexcunam u caabu 00 yMepenu unxubumopu
Ha P-znuxonpomeuna (P-gp), nanp. amuooapon, XunuOun wiu eepanamut

He e HeoOxoauMMO KOpHUrMpaHe Ha A03aTa MPU CbIIBTCTBALLO MPHIIOKEHHE C aMHOAAPOH WM
XHHUAHUH (BxK. ToukH 4.4, 4.5 1 5.2).

[IpenopbyBa ce HaManaBaHe Ha 103aTa NpHv NAUHEHTH, KOWTO MpHEMAaT CBITETCTBALLO BEpanaMul
(BK. Tabnuua 1 no-rope u Touku 4.4 v 4.5). B TakbB ciiy4aik naburaTpaH eTeKkcUnaTr U BepanamMul
TpaOBa na ce MPUEeMaT Mo €HO U ChLLO BpEME.

Terecno meeio

He ce Hanara kopurupase Ha 103aTa (BX. TOYKa 3.2), HO ce rnpenopb4Ba BHUMATETHO KIIMHUYHO
HAOJTIOAEHHE TIPH NaUuMeHTH ¢ TesecHo Terto <50 kg (Bx. Touka 4.4).

ot
He ce Hanara kopuripaHe Ha aozara (BX. Touka 3.2).
Heouampuuna nonyiayus

Hsama cvoTeeTHa ynoTpeba Ha gaburaTpaH eTeKCHUIAT B NeIMaTPMUYHATA MOITYJIALUA 34 MOKA3aHHETO
[MPEBEHLIMA HA HHCYAT U CUCTEMEH eMDO0M3bM Npu maueHTH ¢ HKIIM.
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Ilpu neyenue Ha BTE npu neanaTpuyHU NaLWeHTH Te4€HAETO TpAOBA /1a ¢e 3anoyHe ciien JeAeie 0
C MapeHTEepalicH aHTUKOAI'YJIAHT B NPOALJXKEHHE HA Haki-Manko 5 aHW. IIpu npeBeHUM §
peuuavsupauiy BTE neueHuero Tpabsa aa ce 3anouHe cjien npeaxoaHo EUSHHE.




JaburaTpaH eTeKCHIAT KancyJ/id TpAdGBa 1a ¢e NpHEeMAaT ABa NbTH AHEBHO, ¢1HA 103a CYTPHH H
e[Ha N03a Bevep, NPHOIH3UTENHO N0 €AHO U ChLUO BpeME BCEKH I€H. NHTEpBANBT MEXKAY JO3MTE
TpAOBa Ja € KOJKOTO ce MOKe 110-011M30 10 12 yaca.

[[penopburTenHaTta Jo03a jabMrarpaH €TEKCWIAT KarncyJ/H ce onpeles Bb3 OCHOBA Ha TEIECHOTO
TErJIO W Bb3pacTTa Ha MalMeHTa, KaKTo € nokazaHo B Tabauua 3. Jloszara tpabea aa ce KOpurupa
CNOpE] TENECHOTO TETJIO U Bb3PACTTa € HAMPEABAHETO Ha JICYCHHUETO.

332 KOMOHHALIMHTE Te/IECHO Terno U Bb3pPacT, KOUTO HE Ca MOCOUYECHU B TAbnNMLATA 332 JO3UPAHE, HE
MOTaT Ja ObAaT AaJeHH NPENOPbKY 3a A03UpaHeE.

Tadauna 3: EauHuyHyE 1 0OIIH JHEBHH A03H JA0MIraTpaH €TEKCHJIAT, B MUJIHIPAMH (mg),
CNIOpe] TeJ1IeCHOTO TerJ10 B KujorpaMu (kg) m Bb3pacTTa Ha NALHEHTA B FO/\HHH

KoMOHHALIHH TEJ1ECHO TEIJIO /BL3PACT Eannn4ua 1032 O01a axHeBHA 1032
Teaecno rerJio B kg Bh3pacT B roaMHH B Mg B Ing
|1 po <13 8 no <9 75 150
13 no <16 8 1o <11 110 _ 220
16 no <21 8 no <14 110 220
21 no <26 8 10 <16 150 300
26 no <31 8 no <18 150 300
31 no <4 8 no <18 185 370
41 no <51 8 no <18 220 44()
51 po <61 8 no <18 260 520
61 no <71 8 1o <18 300 600
71 mo <81 8 1o <18 300 600
>81 10 1o <18 300 600

EAMHHYHHA 103K, W3WCKBalXA KOMOHHALIMKU OT MOBEYE OT €1HA
kancynaa: 300 mg: aBe karncynu 150 mg unu
YETUPH Karcyu 75 mg

260 mg: eaHa kancynaa | 10 mg nwmroc eana 150 mg
HWNK eaHa kancynaa 110 mg naroc ase 75 mg

220 mg: kato ABe kancynu 110 mg

185 mg: KaTo €AHa Kancyna 75 mg nnoc eqna 110

mg 150 mg: kaTo eaHa kancyna 150 mg Unu
ABE Karcyiu 75 mg

Oyenxa nHa 6vbpeynama hyruxkyus npedu u RO BPeme HA ACHEHUemo

[lpeau 3anouBaHe Ha JeuyeHHeTo TpAOBa Aa ce onpedeny U3YHCIIeHaTa CKOPOCT Ha IJIOMepYJ/IHa
duntpauus (Estimated Glomerular Filtration Rate, eGFR) no ¢popmynara Schwartz (Metoasr,
M3IMON3BAH 32 OLEHKa Ha KpeaTUHUHA, TpAOBa aa Obae MOTBBPAEH OT MECTHA JlabopaTopus).

JleueHueTo ¢ naburaTpaH €TEKCHUIAT € MPOTUBOINOKA3aHO MpH NeaAHaTpUuHU nauuneHTu ¢ eGFR
<50 ml/min/1,73 m?® (Bx. Touka 4.3).

[Mauuenty ¢ eGFR >50 ml/min/1,73 m? Tpsabea na 6baaT JEKyBaHH € 1034 CbIIACHO Tabnuua 3.

[lo Bpeme Ha neyenrero 6bOpeuHaTa PpyHKUUS TpAOBA Ja C€ OLCHARA ITPH ONPEAEICHH KWWMY
CUTYaLMH, KOraTO HMa CbMHEHHUS, ye ObOpeyHaTa PyHKUMSA MOXKE Ja CE MOHWKH WM
(Hanp. XMNoBOJIEMUA, AeXHUApaATALMA, KAKTO U NPU CbITbTCTBALLA YIIOTPeDa Ha ONpPEAE
NEKAPCTBCHHU NPOAYKTU K Ap.).




Hpoovaxcumennocm na ynompeba

I IpOABIHKHTENHOCTTA Ha JIEHEHHETO TPAOBA 1a ce onpeaess UHAMBUAYATHO B 3aBUCHUMOCT OT
OlICHKATA [10J13a/PHUCK.

[Iponycnama 0oza

[TponycHarta no3a nadurarpaH erekcuaaT MoXke Aa ce pHeMe A0 6 yaca npeau ClieABalara
npeanycana ao3a. [pu ocrasaiy no-manko ot 6 4aca 70 cnefBaliMs NPUEM, IPOITYCHATATA 1034

He TpadBa f1a ce npuema.
B HUKAKbB Ciy4aii He TpA0OBa a ce npueMa ABOKMHA 103a, 33 A4 C€ KOMIMEHCHPAT MPOIMYCHATHTE
UHAWUBHWIYA/THH AO3H.

lIpexkveaane na aevenuemo ¢ oabucampan emekcuIan

Jlewenuero ¢ naburarpaH erekCHiIaT He TpgOBa Na ce NpeKkbeBa H€3 KOHCYJITALMA C JIEKap.
[launerTnTe WK oOrpwxBalMTe ' NMLUA TpOBa Aa 6bAaT HHCTPYKTHPAHH [Ia Ce CBBPHAT C
JIEKYBalllMA JIEKap, ako NaLMEeHTHT pa3BUE CTOMALUHO-YPEBHH CUMIITOMH, KAaTo JUCMencus (BxX.
Touka 4.8).

[Ipomsna na revenuemo

[I[peMuHaBaHe OT NeyeHHe ¢ AaOUraTpaH eTeKCUIAT KbM MapeHTEPaAieH AaHTHKOAry 1aHT:
[Ipenopnusa ce na ce m3uaka 12 yaca cnex nocneaHara A03a OpeAH MPEMUHABAHE OT
Jlaburatpan €TeKCWIAT KbM MAapeHTEPAIEH aHTHKOAryIaHT (BXK. Touka 4.5).

[IpeMKHaBaHe OT JIEYEHHE C MapeHTepalieH aHTHKOAryJIaHT KbM Ja0UraTpaH eTeKCUnar;
IlapeHTepaIHMAT aHTUKOArYJIaHT TPAOBa J1a ce NpeKbCHE U 1A ¢e 3ano4He naduraTpa-
erekcunar 0-2 4yaca npeau yaca, onpeaeseH 3a NPUWioKEeHHETO Ha MMapeHTEPATHHS
AHTHKOAryJIAHT, WIH NPH NPEKPaTABAHE HA IEHEHUETO, B CTYUAH HA HETIPEKbCHATO JICYEHHE
(Hanp. He@pakuuoHUpaH uHTpaBeHo3eH xenapud (HUX) (Bxk. Touxa 4.5).

[IpemuHaBate OT neucHHe ¢ AaburaTpaH eTeKCUIaT KbM aHTaroHuCTH Ha BUTaMuH K (ABK):
[launeHTuTe Tpadea na 3anounar npuem Ha ABK 3 nuu npenu npexseBaneTo Ha naburarpan
CTEKCHIAT.

I'vi kaTO naburaTpaH eTeKCWIAT MOXKE Aa MOBJIMAe HA MEXOyHAPOIHOTO HOPMATIH3UPAHO
choTHoweHUe (INR), INR e orpasu no-nobpe edekra Ha ABK ensa crnea cnupaHero na
naburatpal eTekcuiar 3a Hai-Manko 2 nHu. Jortoraea, INR cToiiHOcTHTE TpafBa Aa ce THIKYBAT C
BHUMAaHHE.

[IpemunaBane ot neyeHue ¢ ABK kbMm paburaTpan erexcunar:
[IpuembT Ha ABK TpabBa na ce npeycranosn. JaburatpaH erekcunar Mosxxe Aa ce npuiara

BeaHara oM INR e <2.0.

Ha4yuH HA OpHIOKEHHE

To3n nekapcTBeH NpoayKT € 3a nepopanHo NMPUIOKEHHE.

Yalla BOAA, 3a [a Ce YJIECHU AOCTUMAHETO UM 0 CTOMAXa.
[NaunenTnTe TpsAOBa 1a 6BAAT HHCTPYKTHPAHH A4 HE OTBAPAT KAICYJaTa, Thil KATG
NOBHLLH PHCKa OT KbpPBEHE (BX. TOUKH 5.2 1 6.6).



[lp¥ neauaTpUyHK NMauUEeHTH NOJA 8-TOAULIHA Bb3pacT WK NMPH Bb3PaCcTHH NALHEHTH, KOHTO HMAT
npobreMH C MOrTbIAHETO WK HE 3HAAT Kak Ja [ia NOrJIbLIAT, Ha ra3apa ca HAJIMYHH JIPYTH
MOAXOAALIH 334 Bh3pacTTa JICKapCTREHH GOPMH, KaTo:

- JlaOuraTtpaH eTekcunar oOBUTH rpaHyJjId MOXe Jla C€ M3NON3BaT NpPH JAeua noi ! 2-roquiiHa
BBH3PACT, aKO Te ¢a CIocoOHU Na MOorIblIAT MeKa XpaHa.

- JlabGuraTpaH eTeKcunar npax M pa3TBOpHUTEN 3a NEpopajieH pa3TBop TpaOBa Ja ce U3MNOoJI3Ba
caMo IpHU Jielia Ha Bb3pacT Noa | roauHa.

4.3 [IpoTHBONOKA3AHHS
. CBpPBXYYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO WIH KBM HAKOE OT MOMOLLHKHTE
BELLIECTRA, U30pOoeHH B TOUKA 6.1
. Texko 6B6peyHo yBpekaane (CrCL <30 ml/min) npu BE3pacTHU NALMEHTH
. eGFR <50 ml/min/1,73 m? npu neauaTpuuHy NALMEHTH
- AKTHBHO KJIMHHUYHO 3HAUUMO KLPBEHE
. Jle3us WK CBCTOAHME, KOETO CE OMNPEACNA KAaTO 3HAYHMM PHUCKOB (PaKTOp 3a roIIMO KbpPBEHE.,

Tosa Moxe ga BKIIOYBA HACTOALLM WA CKOPOLUIHH CTOMAIJHO-YPEBHH pa3sa3BABaHMS,
HAJIHYHE HA 3/10Ka4YE€CTBEHH HOBOOOPa3yBaHHA ¢ BUCOK PUCK OT KbpBEHE, CKOPOLUHO
MO3BYHO HWIH rPBOHAYHO HapaHABaHe, CKOPOLUHA MO3bYHA, 'pbOHAYHA MU OYHA
XHUPYPruiHa HHTEPBEHLIH, CKOPOLIHA BETPEHEPEHA XeMOparus, U3BECTHU WIIH BEPOSITHH
BApULIM Ha XPAHONPOBOAA, APTEPHOBEHO3HU MandgopMailii, Ch/IOBH aHEBPH3IMH WIH IOJIEMH
BETPErPBOHAUHU WIH BLTPEMO3BYHH CbAOBH AHOMAJIHH

. CBIBTCTBALLC JIEYEHHE C HAKOM APYTM aHTHKOAryJ1aHTU, Hanp. He(paKLIHOHMPAH XernapuH
(HDX), xenapuHH ¢ HUCKO MOJIEKY/IHO TErNO (€HOKCANApHH, AaTTENapiH U ap.), NPOHU3BOAHH
Ha xenapuHa ((poHAAMapHHYKC M Ap.), AHTUKOATYJIAHTH 33 MEePOpaHo NPWIOKEHHE
(Bapgapun, puBapokcabaH, anukcabaH U Ap.), OCBEH B CrieUMPHYHH YCaoBus. ToBa ca
C/y4YauTe Ha NpoMsH4 Ha aHTUKOATYJIAHTHOTO ficYeHHe (BX. Touka 4.2), korato HDX ce
[IpWfara B 1034, HEOOXOAHUMHU 3a MOAAbPXHKAHE HA OTBOPEH LUCHTpAlEH BEHO3EH UJIH
apTepyasiet KaTeTsp, WIK korato HOX ce npunara ro BpeMe Ha KateTbpHa adbnauus npu
[PEeACBPAHO MbK/AEHE (BXK. TO4Ka 4.5)

. YeproapobHo yBpexaaHe wiH depHoapoOHo 3adojiaBaHe, 3a KOETO Ce ouakna Aa
UMa OTpaXX€HHEe BLPXY NPEKHBASMOCTTA
. CBIBTCTBALLO ACYEHHUE CHC CIEAHHTE MOLUHH P-gp MHXHOUTOPH: KETOKOHA3011,

LMKJIOCTIOPUH, WTPAKOHA30/1, APOHEAAPOH M KOMOUHAUMATA ¢ (PUKCHPAHH 103U
raexkanpeBUp/MMOpEHTACBUp 32 CUCTEMHO NMPUWIOKEHHE (BXK. TouKa 4.5)
. ChpAeyYHH KNalHU NMPOTE3H, M3UCKBALIIM aHTUKOAI'yJJAHTHO Jie4eHHe (BX. Touka 5.1)

4.4 ChnenuHajaHH NpeAynpexIeHHA U IpPeANa3ZHH MePKH [IPH ynoTpeda

XEMDP&I’H'—IEH PHCK

[aburarpan eTekcunat Tps0Ba ga ce npuaara ¢ NOBULICHO BHUMAHHE TIPH ChCTOAHUA C MOBUILEH
PHUCK OT KbPBEHE WM NPH CBITHTCTBallA yoTpeba Ha iekapcTBEHH NPOAYKTH, NORIHABALLH
XeMOCTazaTa upe3 HHXHOHpaHe Ha TpoMOouuTHaTa arperaums. [1o BpeMe Ha TepanuiTa KbpBeHe
MOXE 1 ¢€ NOoABH HaBcAKbAE. [Ipn HeouakBaH cnan Ha xemMornoOWHa WWIM XEMATOKPHTA, WIH
cnaja Ha KpbBHOTO HansraHe, TpsaOBa 1a € U3BbPIUH Nperjies] 3a YCTaHOBARAHE MACTOTO HA
KbPBEHE.

| 1pn BB3pacTHH NAUMEHTH B CNy4aH HA JKUBOTO33CTPalLaBallO WX HEKOHTPOJIMPAHO Kb
KOraTo € HeOOXOAHMO ObP30 HeYTPATM3UPaHE Ha aHTUKOAryJIaHTHHA edekT Ha Aadura
Ja Ce U3MO0J3Ba CEUUPHYHOTO HEYTPATU3HPALI0 CPEACTBO HAAPYLIM3YMal.




EdrkacHocTTa 1 6€20MaCHOCTTA HA HaapyLM3yMad He ca YCTAHOBEHH MIPH NeAHATPUYHH NMAaLMEHTH,
HaburatpaH Moxe 1a 0bae OTCTpaHEH MOCPEACTROM XeMoauaansa. [Ipy Bb3pacTHH NaLUMEHTH ca
Bb3IMOX@HH JAPYTH OMUKAM KaTO U3IOJ3BAHE HA MPACHA 1ANIa KPBB WIH [IPACHO 3aMpa3cHa ruiasma,
KOHLEHTPAT Ha KOAryJaUuMOHHU (PaKkTopu (AKTUBHPAH HJIH HEAKTHBHPAH ), peKOMOHWHaHTEH (aKTop
Vlla unu TpombouMTHA Maca (BxX. Chio ToUKa 4.9).

B KIMHUYHHK W3NUTBAHHA JadUraTpaH eTeKCUIaT ce CBbP3Ba ¢ MO-BUCOKH HHMBA Ha IOJIIMO
cToMallHO- upeBHO (CH) kbpBene. [1oBuineH puck e HabNOIaBaH MpH MALKMEHTH B CTAp4YeCKa
Bbh3pacT

(=75 roauuu) npu cxema Ha npunarade 150 mg aBa nbTH AHeBHO. Apyru puckoBu (hakTopu (BXK.
cbLUO TabMua 4) BKIIOYBAT €AHOBPEMEHHO JICHEHHE ¢ MHXHOUTOpH Ha TpOMOOLIMTHATA arperaums,
KaTO KNOMKIAOTpen U aueThacannurnoBa kucenuHa (ACK) wid HectepouaHH
npoTtusoBb3nanurenHu cpeactsa (HCIIBC), kakTo H HaslnuKeTo Ha e30(arur, racCTpuT WiH

ractpoe3sodareaneH peayic.

Puckosu haxmopu

Tabnunua 4 obodLaBa PakTOPUTE, KOUTO MOTAT 12 MOBULLAT XEMOPAriuHHUA PHCK.

Tabnuna 4: @Pakropu, KONTO MOIAT 12 NOBHINAT XeMOPArHYHHA PUCK.

Puckor dakrop

(DapMaKOJIHMHAMHYHH W KHHETHYHH (aKkTopH Bb3pact 275 roauHH
(dakTopH, KOUTO NOBHILIABAT MNA3MEHUTE HUBa | | TaBHu:
Ha naburarpaH . YMepeHo 6u6peuHo yBpeKIaHe npu
Bb3pacTHU maureHTH (30-50 ml/min CrCL)
. MouHu P-gp naxuburopu (Bx, ToukH 4.3
u 4.5)
. CBBMECTHO npuiiarabe Ha cnabu 1o

yMEpEHHU P-gp nHxubOuTOpHU (Hanp.
aMHOJapoOH, BepanaMmwi, XUHHUIWH H
THKarpenop, Bxk. TO4Ka 4.5)

BTOpOoCTENneHHHU:
. Hucko Ttenecuo terno (<50 kg) npu
Bb3paCcTHH MNALMEHTH
PapmMakOAMHAMHYHH B3aUMOAEHCTBUSA (BXK. . ACK 4 apyru UHXUOUTOpH Ha
TOuKa 4.5) TPOMOOLIMTHATA arperaums, Karo
KIIONHKAOTpe
° HCIIBC
. SSRI nnu SNRI
. Hpyru nekapcTBeHH NMPOAYKTH, KOUTO
MOraT Ja HapyLuaT XeMOCTa3ara
3abosiaBaHus / npoueaypM ¢ ocobeH . Bponenu wiu npuaoOMTH HapyLLUEHHUS Ha
XEMOparu4eH pyuckK koaryJjlauusaTa
. TpombourTOneHMsa Win PyHKLUHOHAJIHH
TPOMOOUUTHH AedeKTH
. CropolHa OHONCHA HIIH rosmMa TpaBma
- bakTepHaneH eHIOKAPAUT
. E3odarut, ractput Wiu

racTpoe3ogareajicH pequyk




CernpTeTBawara ynorpeda Ha gaburarpan eTekcunar i P-gp HHXUOMTOPH He € IpoydBaHa Ipu
neavaTpyuyH{ NALUMEHTH, HO MOKE Ja YBEJIMUH PHUCKa OT KBPBEHE (BXK. Touka 4.3).

[Ipeonaznu mepxu u 081a0a6ane HA XeMOPAZUYHUR PUCK

3a OBN&/ISBAHE Ha YCIIOXKHEHH ¢ KbPBEHE BUKTE CHINO TOUKa 4.9.
Oyenrka Ha CbOMHOWERUEMO NOA3A/ PUCK

Hanuuuero Ha me3uu, 3a00a9BaHusA, NpoLeaypH WK (papmakosoruuno seuenue (kato HCIIBC,
TpomMOOLUUTHHU aHTUarperanti, SSRI u SNRI, Bx. To4ka 4.5), KOUTO 3HAYUTENHO YBEIM4ABAT PUCKA
OT TOJIIMO KbPBEHE, H3UCKBAT BHUMATEJIHA OLIEHKA Ha ChOTHOLIEHHETO nom3a/puck. Jaburarpan
eTeKcHunar TpgOBa Jia ce JaBa caMO aKo MoJ13aTa HaJIBHIIIABA PHCKA OT KbPBEHE.

HanuyHWTe KIMHUYHA JAHHM 32 NeAUATPUYHH TTALIMEHTH ¢ PUCKOBU (PAKTOPHU, BKIIOUHTETHO
MAlUEHTH ¢ AaKTUBEH MEHUHIHT, eHLe(aJINT U BbTpeuepeneH adcuec (Bxk. Touka 5.1), ca
OrpaHUYEHHU.

an TAKHUBA IMallHCEHTH ,[lﬁﬁHFanaH CTCKCHJIAT T’pﬂﬁﬂa Hd CC 1dBa CaMO dKO OYdKBdHaTa 110134
Ha/IBKHLI1aBad PHCKA OT KbpPBCHC.

Brumamenno xituHdHO HRAbAIoOeHUe

[IpenoprbuBa ce BHUMATENHO HalIoACHHE 3a TIPU3HALIM HA KBPBEHE WM aHEMMS Npe3 LeHs
[epUoA Ha JieueHue, 0co0eHO ako pucKOBHTe (hakTOpH ca KOMOMHHpaHH (BxK. Tadnuna 4 no-rope).
Tpabea na ce BruMapa 0cobeHO MHOIO, KOraTo AaduraTpaH eTekCHIaT ce Mpujiara eMHOBPEMEHHO C
BEpanamuil, aMuOAapOH, XHHUIUH WIIH KIApUTPOMHLIMH (P-gp HHXHOUTOPH) U OCOOEHO MPH 1NoABa
Ha KbpBEHE, HaH-Beue ITPU MAlMEHTH ¢ HaMalIcHa OBOpeUHa hyHKIUA (BXK. TO4YKa 4.5),

[Ipenopb4Ba ce BHUMATENHO HAOMIOAEHUE 3a TIPH3HALIM HA KhPBEHE MPH NalWeHTH, JSKYBaHH
ceprbTCTBaLLO ¢ HCIIBC (8. TOUka 4.5).

IIpexwveaane na aevenuemo ¢ oabuzampan emexcuniam

ITaupeHTHTE, KOWTO pa3BHAT ocTpa OBOpeUHa HeAOCTATBLYHOCT, TPAOBA Ja MPEeyCTAHOBAT MPUEMA Ha
JaburaTpaH eTekcunar {BxK. ¢blLIO TOYKA 4.3).

KoraTo ce NogaBH TeXKO KbpPBEEHE, TPAOBa [a ce NMpeKpaTH JSUESHHETO, Ja C& H3CJIEABa NPUYHHATA 34
KbpPBEHETO U [P BB3PAaCTHH MALMEHTH MOXKe J1a ce OOMHCIIM NPUIOKEHHNE Ha CTIICLIHHYHOTO
HEYTPaNM3npallo cpeacTso (Maapyuuszymald). E@ukacHOCTTa M 6€301aCHOCTTa HAa BAapylH3yMal He
Ca YCTAHOBEHM IIpY NeAHATPUUHH NalueHTH. Jadburarpad Moxe 1a Ob1€ OTCTpaHeH NOCPeaCTBOM
XeMOAUaIH3a.

Vnompeba na unxubumopu Ha RpomMoHHAmMa ROMRA

Moxe na ce oOMHCIY IPWIOKEHUE Ha UHXUOUTOP Ha npoTtoHHaTa mommna (UI1IT) 3a npesenLys Ha
CH xwpeene. [Ipn nenaTpuyHu NalHMeHTH TpAORA [1a ce cleaBaT NpernopbKHUTE, OTUCAHH B
KpaTKara XapakTepHCTHKa Ha NPOAyKTa Ha ChOTBETHUSA HHXUOUTOP HA NPOTOHHATA MOMIIA.

Jlabopamopru xoazyrayuonny napamempu

Bbrnpeku 4e TO3M IeKapCTBEH NPOAYKT 110 IPMHLMIT HE H3UCKBA PYTMHHO MOHUTOPUPagMia N0 N
aHTUKOAryJiauuaTa, onpeeITHETO Ha CBBP3aHaTa ¢ JaOUraTpaH aHTUKOAaryaalys Mo & VBT T PN
noJi3a 3a yCTaHOBABaHE HA MPEKOMEPHO BUCOKA EKCIIO3UIIMA HA Ja0MIaTpaH MpH Ha | "‘“'%, ‘%A
JOMBbAHUTENHHA PACKOBU (PAKTOPH. ( W ol

TpomOnHOBOTO BpeMe 4pes paspexaare ( TBP), ekapyHOBOTO BpeMe HA ChCHPBAHE |




AKTMBUPAHOTO napuuanHo TpoMbonnactiHoBo Bpeme (Activated Partial Thromboplastin Time,
aPTT) moraT ga npeaoctaBat nosie3Ha uHGOpMaLus, HO pe3ysiTaTuTe Tpabea aa ¢e ThJKYBAT ¢
NOBULIEHO BHUMAHHKE NOpaay BapHabWUIIHOCTTA MEKIY TECTOBETE (BX. TO4Ka 5.1).

TecTbT 3a onpeaensHe HA MEXAYHAPOAHOTO HOPMAITU3UPAHO CHOTHOLLEHKE (1nternational
normalised ratio, INR) He € HajexXaeH Npy NaLMeHTH Ha JIeyeHWe ¢ JabvraTpaHd eTekcuiaaT 1 uMa
N0KMNaABaHU CIy4aH ¢ anuiMeo nonoxkurenHo nosuiieHde Ha INR. 3atoBa INR TtectoBe He Tpsabea

na ObAaT NPOBEXKAAHH.

Tabnuua 5 nmoka3pa HAM-HUCKUTE NPArOBE Ha KOAryJallMOHHUTE TECTOBE MPH BH3PacTHH MALMCHTH,
KOMTO MOraT Ja ObJAaT CBbpP3aHH C NMOBULUEH PUCK OT KbpBeHE. CbOTBETHUTE Nparose 1pu
neaMaTpUM4HM MALUMEHTH HE C& U3BECTHH (BXK. TOUKa 3.1).

Tabauna 5: Hali-HMCKH NparoBe Ha KOAryJAALHOHHHTE TECTOBE NPH BL3PACTHH
NALHEHTH, KOHTO MOraT Aa 0b1aT CBHLP32HK ¢ NOBHILEH PHCK OT KbpPBEHE.

Tecr (Hali-HHCKA CTOMHOCT) [lokazaHue
KAIIM u IBT/BE
TBP [ng/ml] >200
EBC [x-0bTH Haj rOpHATa rpaHMUA HA HopMaTa] >3
aPTT [x-mbTH Hag ropHaTa rpaHHLIa Ha HOpMarTa] >2
INR He tpsbsa aa ce nposexaa

Ynorpeba Ha GUOPUHONUTHUHM JIEKAPCTBEHH NPOYKTH 3a JEYECHHE HA OCTbD UCXEMHUYEH HHCYAT

Ynorpebara Ha PUOPHUHONUTHUHH JEKAPCTBEHH NPOAYKTH 324 J€YEHHETO HA OCThP UCXEMHYEH
HHCYAT MOXe aa ce 00ChaH, ako ¢cTonHoCcTHTe Ha TBP, EBC unu aPTT He HaasuiIuaBaT ropHara
rpaHvua Ha Hopmata (ULN) criopea mectHuTe pedepeHTHH rpaHHLIM.

XUPYPru4HH onepauru U HHTEPBEHLIMH

[Tpn naureHTH, NpueMally gaduraTpaH €TeKCHIaT, KOUTO ca MOAIOKEHH Ha XUPYPryuvHa
MHTEPBEHLUMS WU MHBA3UBHU NPOUEAYPH, CHIECTBYBA PUCK OT KbpeeHe. [1o Tazu npuuurza
XHUPYPrHYHHUTE UHTEPBCHLIMH MOTAT J1a HAJIOXKAT BPEMEHHO NPEKPAaTABAHE HA TTPUEMAHETO Ha
naburaTpan eTekcuaar.

[TalMenTHTE MOraT Aa NPOABLLKAT NpyueMa Ha naburaTpaH €TEKCHIIAT, KOraro ¢a NmoUIoxKeH Ha
kapavoBep3no. He ce Hanara npexbcBaHe Ha JieueHHeTo ¢ faburarpaH erekcwiar (150 mg aBa meTH
JAHEBHO) MPH NALMEHTH, NMOAN0XKEHH HA KATETEPHA abnaaLMa Ha NPEAChPAHO MbXKIeHe (BK.

TOUKa 4.2).

HeobXx0aHuMO € MoBHILIEHO BHHMARKME, KOraTo JIEUEHHETO BPEMEHHO C€ MNPEKpaTH Nopaiu
HHTEPBEHLHH H Ce NIPENOPBUYBA MOHMTOPHUPAHE HA aHTUKOaryaaumara. Ilpu nanueHTu
OBbOpeyHa HEOOCTaTBUHOCT KIHPLHCHT Ha AaburaTpaH MoXe 1a NPoAb/HKH M0-AbIro (BX. TOYKa
5.2). ToBa TpabBa na ce B3eMe MpeABUA NpeaH BCKKa npoleaypa. B Takuea cnyyau
Koary/jauMoHeH TecT (BX. Touky 4.4 u 5.1) Moxke Aa MOMOTHE Aa ¢e onpeaenH Jalv BCce Olle UMa
HapylleHUE Ha XeMOCTa3ara.

Cnewny xXupypeuiHu Onepayuy Uil HEQMAONCHU NPoyeoypu

[IprembT Ha naburaTpaH eTekcunar TpabBa fa ObIe BPEMECHHO NpexpaTeH. AKO € HeoOXoaH
Obp30 HEyTpaTH3HpaHE Ha AHTHKOAryNaHTHHS eeKT, MOXe J1a ce H3MON3Ba CneurnpHUUHORS
HCY TPATH3HPALLIO CPeJCTBO Ha naburaTpaH (MaapyumM3yMad) 3a Bb3pacTHU NMaUuHeHTH.
EdukacHocTTa M 6€30MacHOCTTa Ha HAApYLH3yMal He ¢a YCTAHOBEHH MPH MeAHATPHYS
naudeHTH. Jlaburatpan Moxe aa 6bae OTCTpaHEH MOCPEACTROM XEMORMAIIHU3A.




[1pu npeycraHoBABaHE Ha TepanMaTa ¢ nabUraTpaH NallMeHTUTE ca U3IOKEHH Ha TpOMOOTUUYEH
PHCK, CBBP3aH C OCHOBHOTO UM 3abonaBaHde. JleueHueTo ¢ gaburarpaH erekcunar MOXe Ja ce
Bb300HOBH 24 yaca cnea NpyunoXkKeHWe Ha HaapyLu3yMad, ako NauMeHTHT € KIIMHHYHO cTabHIIeH M

€ MNOCTUIHATA aA€KBaATHa XEMOCTAa3Aa.

XHPVP@H'{HH GHEPHHHWHHHTEPHEHHHH npu nﬂdﬂcmpu CCMORAHUR

[IprembT HA naburaTpaH eTekcuiat TpsAOBa BpeMeHHO Ja ce npekpaTH. [1o Bs3MOXKHOCT,
XUpYpruyHarta onepauMsa/MHTEPBEHLMA TPAOBa Ja ce OTJIONH 10 H3MHHABAHETO HA HAKH-MAJIKO 12
yaca cliel NpPHEMa Ha NMOCNENHATa 1034, AKO XUPYPryuHaTa onepalys He MOXKE [ia C€ OTIIONKH,
CHUICCTBYRA MOBUILEH PHCK OT KbpBEeHE. 103U pUCK TPAOBa Aa ce OLEHH cNpsIMO CMIELHOCTTA HA
HHTEPBEHILYATA.

Il anosd xupypeutna onepays

[Ipv BBEIMOXKHOCT, MPUEMBT Ha JaOWraTpaH eTeKkcHnaT Tpa0Ba 1a ce NPEKpaTH Hail-Manko 24 yaca
Npeayd U3BBLPLUBAHETO HA HHBA3WMBHA WK XUPYPrudHa rpoueaypa. [Ipekparasade npuemMa Ha
nadburarpak erekcwiar 2-4 AHU npeav XMpypruHa onepauus Tpadsa Ja ce uMa NpeaBui Npu
NAUMEHTH C MOBHULLIEH PHCK OT KbPBEHE WJIM B CIIY4aH HA rojiaMa onepaums, [pd KoATO MOXE /1a €
HeoOX0/1MMa ITbJIHA XEMOCTa3a.

Tabavua 6 00o0imaBa npasuara 3a NpeKkpaTiaBaHEe Ha NNpUEMa NpPeaIH HHBA3HBHHU WJIH XHPYPrUYHH
NpoLeAYPU NMPH Bb3pacTHH MaLHCHTH.

Tabanua 6: [lpasuna 3a npekpaTaABaHE HA NPHEMA NPeAH HHBASHBHH HJIH
XHPYPrHYHH NPOUEAYPH NPH BL3PACTHH NANHEHTH

bEnbpeuna [Tpubnuznrenex [IpyeMbT Ha faburaTpaH eTekcUaaT TpAOBa 1a CE CIpe
byHKUUS MOJIY>KHBOT [peaM ILIAHOBA XUPYPrU4dHa ONepaLus
(CrCL B (1acoBe) Bucok puck oT kbpBeHe iy | CTaHaapTeH PHCK
m!/min) rosAMa XUpypruyHa
Ofnepatms
>80 ~13 2 JHH NpPEABAPHTENHO 24 vaca npeaBapHTENIHO
>50-<80 ~15 2-3 AHH Npe/BAPUTEIIHO 1-2 IHH NpPEABAPHTETHO
>30-<50 ~ 1 4 AHW NpeaBapHTENHO 2-3 IHN NpeABapUTEITHO
(>48 yaca)

[IpaBunara 3a npekpaTABaHe Ha NpHeMa NpPeAy HHBa3UBHU WK XUPYPTrUUHH MPOLECAYPH NPH
neAdaTpy4Hy NaumueHTy ca 0b6ob1ueHu e Tabinua 7.

Tabauna 7: IIpasuna 3a npekpaTaBaHe HA NpHeMA NpelH HHBA3ZHBHH HJIH
XHpPYPruuHH NpoueaypH NPH NeJHATPHYHH NALNHEHTH

bbOpeuna byHKUHSA CnMpaHe Ha naburaTpaH npeau UIaHOBAa XHPYPruvHa

(eGFR B m{/min/1,73 m?) onepaLms

>80 24 yaca npeaBapHTEIHO

50 — 80 2 [IHH NIPEABAPHTENHO

<50 Tea3n nauneHTH He ca npoy4BaHH (BXK. TOUKa 4.3).
Crunatna anecme3us/enudypaina aHecme3w/aymMoatia RyHKyust g\w no

§

[Ipouenypu kaTo cnUHAIHA aHECTE3UA M3UCKBAT MBJIHOLICHHA XeMOCTATUYHA (hyHKIIUH. g
o

=
PHCKBT OT CNHHAJICH WK ENMUIYPATEH XeMaToOM MOXE Ja Ce IMOBULIH MPH CTyuad Ha Rpg



MM MHOTOKPAaTHH NYHKUMH H [IPH TIPOABILKUTENHA YIIOTpe0a Ha enuaypanHy katerpu. Ciex
OTCTpaHABAaHE HA KaTeThp TPAOBA a MUHAT Hail-MaJIKo 2 yaca npeav NpUuIoXEeHWEeTO Ha ITbpBaTa
11032 nabvrarpaH erekcunar. Tesn nauMeHTyd U3UCKBAT YeCTC HalIIIOIEHHE 38 HEBPOJIOTHYHH
MPHU3HALM ¥ CUMIITOMH HA CIIMHAIEH WM ENHAYPAIEH XEMaTOM.

[Tocmonepumuena aza

Cnen MHBa3MBHATA NpoLeaypa WK XUPYPruyHaTa MHTEPBEHLMA IEUEHHETO ¢ JaburaTpan
eTeKcHUaaT TpaOBa na ce NoAHOBH/3aMouYHE Bb3MOXHO HaH-CKOpPO, NPH YCJIOBHE Y€ KIMHHYHATA
CHTYalLHs NO3BOJIABA H HMa afleKBAaTHA XeMOCTa3a.

HeoOxonMmo € noBUiLeHO BHUMEHHUE NPU MAUMEHTH C PUCK OT KbPBEHE WIIH MALHEHTH C PUCK OT
CBPBXEKCNO3HIMA, 0COOEHO MaUWEHTH ¢ HaMaleHa Op0peyna gyHKUMA (BikK. cblo Tabnuua 4) (Bx.
touka 4.4 u 5.1).

[TauneHTH ¢ BUCOK ONEPATHBEH PUCK OT CMBPTHOCT H C BTPELWHH PUCKOBH (QAKTOPH 34
TpoMO0eMOOIMYHU CHOUTHS

C'bU.[ECTB}fB&T OIrpaHH4¢HH JaHHH 34 Ed)HH&CHDCTTa ¥ De30MacHOCTTa Ha ﬂﬂﬁHFanaH CTCKCHUIIAT
[NpH TE3HW NAUNCHTH H TOpaJdU TOBa TC Tpﬂﬁﬂa na 6’}::,[[&'1" JICKYBaHH C IMOBHIIEHO BHUMAHHE,

HepHoapoOHO YBpEeXAaHe

[laLlneHTH ¢ NoBULIEHH YepHOAPOOHH eH3uMH >2 ULN ca H3KII0UYeHH OT OCHOBHUTE H3IIMTBAHMA.
Hsama Hanv4veH TepaneBTHYEH OMUT 3a Tazu cyOnonynalma OT NALUMEHTH M CIEA0BATENTHO MPY Ta3u
nonyJjauuds ynorpedara Ha AaburarpaH €TEKCHIAT HE ce npenopbyBa. YepHoapobHo yBpexkaaHe
HJIM YepHOApoOHO 3ab0nsBaHe, 3a KOETO C€ OYaKBa JAa HMa OTPaXKeHHE BbPXY MPEXKHUBAEMOCTTA, €
MPOTHUBONOKAa3aHoO (BXK. TOuKa 4.3).

Bzaumoneiicteue ¢ P-gp HHAYKTOpU

CuIIBTCTBALLOTO NMPUWIOKEHHE Ha P-gp MHAYKTOPH CE€ oUaKkBa 1a MOHIKH IU1a3MEeHHTe
KOHLEHTpaUHn Ha gaburatpan U TpabBa 1a ce u30srea (Bx. Touku 4.5 u 5.2).

[lauuenTy ¢ aHTHdOCHONUNUIEH CUHAPOM

HUpekTHO AcHCTBALLH nepopaiuu antuxkoarynanTi (JITTAK), skaountenHo gaburarpan
€TEKCHJIAT, HE Ce MPEenopLYBAT IPH NaLUMEHTH ¢ aHaMHe3a 3a TpomM003a, KOMTO ca
AHArHOCTUUHpaHHU ¢ aHTHhochoaunuaeH cunapoM. [lo--cneunasiHo Npy TPORHOMOIUTHBHH
MALKEHTH (38 TYNMyCEH aHTHKOAryJ1aHT, aHTUKapJAHOIHITUHOBH aHTUTE/a ¥ aHTHTENA cpelry Oera-
2-raukonpoteuH I), nevenneto ¢ JJ/IIIAK Moxe na 6bae cBbP3aHO ¢ IOBHIIEHA YECTOTA Ha
[MOBTAPALLUM C& TPOMOOTHYHH CHOUTHA B CPAaBHEHHE ¢ TEPAIMATA C AHTATOHHUCT Ha BUTaMHH K.

HMudapkT Ha muokapaa (UM)

B npoyusaneto RE-LY d¢aza III (KAIIM, Bx. Touka 5.1) obwara uecrora Ha UM e 0,82, 0.81 u
0,64%/roanHa cboTBETHO 3a naduratpaH erekcunar 110 mg aBa MbTH AHEBHO, NabUraTpaH
eTekcuaar 150 mg aBa MbTH AHEBHO H BapapHH — YBEJIMYCHUE B OTHOCHTEIHHSA PUCK 34
naourarpas ot 29% u 27% B cpaBHeHue ¢ BapdapuH. He3aBucHMO OT ieueHUETO, HAH-BUCOKUAT
abcomoreH puck or UM ce HabmojaBa B CICAHUTE NOATPYIH, C NOAOOGEH OTHOCHTENEH PHCK!
nauneHTy ¢ npeauileH MMM, nanuenTd 265 roauny ¢ auadeTt Wik KOpoHapHa apTepHaiHa Qo
MalUMeHTH C JIEBOKaMepHa (pakuus Ha n3TnacksaHe <40% u mauMeHTH ¢ ymepeHa On0pg /
IMcPyHKUMA. B nonmpineHue no-Bucok puck ot UM ce Habnronaea npy nauyeHTH, np / .

ChMbTCTBALIO ACK TUI0C KIONUAOTpe WM KIOMKAOrpea CaMOCTOSTEIHO. S % \
B TpHTe akTHBHO KOHTpOIMpaHHU npoy4sanus ¢asza Il 3a JIBT/BE ce crobinapa no-s Cgﬁ;{ & "ﬁ;{' s A ; ¥
-‘." ::1-.1',.;':: . P " '.
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yecToTa Ha c1ydau Ha IM nipu nauneHTHure, npyeMalnd naburaTtpaH €TeKCWIAT, B CPABHEHHE C
Tesu, npuemawiy sapgaput: 0,4% cnpamo 0,2% B kparkocpounute npoyuBanid RE-COVER u
RE-COVER II u 0,8% copsamo 0,1% B gparocpodnoro unurBaie RE-MEDY . VeenuueHuero ¢
CTAaTUCTU4ECKH 3HAYUMO B ToBa npoy4uBane (p=0,022).

B npoyueanero RE-SONATE, xoeto cpaBHsaABa naburatpaH €TeKCHIaT ¢ iauebo, 4ecToTara Ha
UM e 0,1% npu naumedTure, npueMauiy 1aburatpan eTekcuiar, v 0,2% npu nauueHTure Ha

rJiauedo.

[lanenTH ¢ akTMBHO OHKOIOrMYHO 3abonapane (JIBT/BE, BTE npu nenuatpuyHy NAlMEHTH )

He ca ycranoBeHu edukacHOCTTa M 0€30MaCHOCTTA MPY NALUEHTH, CTPAAAIIH OT aKTHBHO
oHxonornyHo 3abonsaeade u JABT/BE. MMa orpaHnueHn gaHHM 3a €(pUKACHOCTTa H
0€30NaCHOCTTA NMPU NEAHATPHYHH NMMALIMEHTH ¢ AKTHBHO OHKOJIOTHYHO 3a0onsaBaHe.

[leguaTpu4Ha 0Oy IaLms

[Ipy HAKON neAVATPUYHU NALMEHTH ChC CTPOTO CriEUMUIHU 3a00NsIBAHUSA, HATIP. [ALIMEHTH C
OO0JIECT HA THHKUTE YePBa, IIPA KOUTO MOXKe Jia € 3acerHata abcopbumsara, Tpadea na ce oOMHCIH
W3NO3BAHETO HA AHTHKOATyJIaHT, KOHTO Ce [Ipuiara napeHTepaHo.

4,5 BsaumoJgeHcTBHE ¢ APYIrH J€KAPCTBEHH NPOAYKTH U APYTrH GOpPMH Ha B3aHMOAEHCTBHE

B3aUMOASUCTBUSA ¢ TPAHCIIOPTEPH

Haburarpan eTexcunar € cybctpart 3a epaykcHus Tpancnoprep P-gp. CenbTeTBALIOTO
NPpUIMKEHHE Ha P-gp uHxuOuTOpHM (BK, Tabnuua 8) ce oyaxBa 1a JOBEAE /10 MOBHIIICHA HHBa Ha
[1J1a3ME€HaTa KOHLEHTpaLua Ha JaOUraTpaH.

AKO He € MPeNHCaHo ApYro, € HeOOXOAMMO BHUMATEIHO KJIMHAYHO HabroneHue (ClieeHe 3a
[IPU3HALM HA KbPBEHE WIHM aHEMMS ), KOraTo AaburaTpaH ce Tpuiara ¢IHOBPEMEHHO ¢ MOLIHH P-gp
MHXHOUTOPU. MOoe na ca HeoOXoAMMU HaMaJIIBaHHA Ha ao3ara B KoMOMHaOms ¢ Hakou P-gp
HHXUOUTOPH (BXK. Touku 4.2, 4.3, 4.4 u 5.1).

Tadnmua 8: BsaumogeHicTBHA ¢ TPAaHCHOPTEPH

P-gp HHXHOHTOpPH

Cvnvmemeawama ynompeba e npomueonokazra (8xc. mouka 4.3)

KeTokoHazon Keroxonazon nosuiaea totaaHuTe AUCO-00 1 Cmax ¢cTOHHOCTH Ha
JaburatpaH cLOTBETHO 2,38 nbTH ¥ 2,35 NMBTH CAel €AHHUYHA
nepopaida 103a 400 mg ¥ cboTBETHO 2,53 TbTH KM 2,49 bTH e
MHOT'OKPATHO NepopaHO NpuiioxkeHne Ha 400 mg KETOKOHA3O/T
BEAHBK JHEBHO.

Jpouenapon I1py eqHOBpEeMEHHO TIPWIOKEHHE HA Ja0UraTpaH eTeKCuIaT 1
ApoHenapoH Totanaute AUCO-c0 1 Cmax ¢ToiMHOCTH Ha faburaTpaH
C€ YBEJMYaBaT CbOTBETHO OKOM0 2,4 MBTH U 2,3 MbTH Clie]
MHOCOKpaTHO npunoXeHue Ha 400 mg apoHeaapoH ABa MbTH AHEBHO H
CbOTBETHO OKoso 2,1 mbTH M 1,9 neTH cnen eaau4Ha Aosa 400 mg.

Hrpakonason, B13 OCHOBA Ha PE3yJITATUTE 1N VITro MOXe J1a Ce OYakBa nogodeH
UM KIIOCTIOPHH e(PEKT, KAKTO ¢ KETOKOHA30JI.

["nexanpesup / CrneTCTBalLATa YIIOTpeOa Ha naburaTpaH eTeKCHIaT ¢ KOMOHHAL
MUOPEHTACBHP ¢ (puxcupanu 0031 Ha P-gp nHxubuTopure

rnexanpeBup/ mMOpeHTacBHp MOKa3Ba yBeTHYaBaHe Ha eKCHl
Ha naburartpaH M MOKe Ja MOBHLIM PHCKA OT KbPBEHE. /




Cenvmemeawiama ynompebda He ce npenopvued

Takponumyc

In vitro € yCTaHOBEHO, 4€ CTENECHTa Ha HHXHOUTOPHHS e(EeKT Ha
TAKpONUMYC BbPXY P-gp € nogoOHa Ha Ta3u, HabaroaaBaHa MpH
UTPAKOHA30/1 H UMKJIOCTIOPUH. EAHOBPEMEHHOTO NPUNOKEHHE Ha
naburarpaH €TeKCWIaT ¢ TAKPOJIMMYC HE € MPOYUYEHO KJIHHHYHO.
Bbnpeku ToRa, OrpaHU4EHHATE KIIWHMYHHK JaHHH OT Apyry P-gp
cybcTpatu (eBeponumyc) npeanosarar no-ciabo HHxubUpaHe Ha P-gp
OT TaKpONUMYC, B CPaBHEHUE ¢ HADNIOOABAHOTO [IPH CUJIHH

P-gp HHXHOHTOpH.

Heobxooumo e nosuweno snumarnue npu convmemsawya ynompeba (6xc. mouxu 4.2 u 4.4)

Bepanamun

Korato gaburarpan etekcunar (150 mg) ce npunara eIHOBPEMEHHO C
nepopasneH sepanamui, Cmax 1 AUC Ha naburarpaHn ce yReaM4aBar,
HO CTEMNEHTa Ha Ta3H MPOMAHA € pa3jiM4Ha B 3aBUCUMOCT OT BPEMETO

Ha NpueMaHe v popmMara Ha sepanaMun (BxK. TOUKH 4.2 U 4.4).

Hali-ronaMoTo noBviLaBaHe Ha €KCNO3HUUATA Ha AaburaTpad ce
HabJoaBa npy MbpBaTa A03a Ha BepanaMui ¢ He3abaBHo
0ocBOOOXJaBaHe, NPHETA €AWH Yac NIpeay nprueMa Ha gaburarpaH
eTekcunar (yBenMuapaHe Ha Cmax okoo 2,8 meti M Ha AUC okono
2,5 nbTH). EQEKTLT NpOorpecUBHO HAMAIABA NPU NPUIOXKECHUE HA
dopMara ¢ yaAbJKeHO 0cBODOKAaBaHe (yBe/lH4aBaHe Ha Cmax

okono 1,9 nvty u Ha AUC okono 1,7 0bTH) WK TP IPUITIOXKEHHE HA
MHOTOKpaTHU 1034 Bepanamui (yeenryapaHe Ha Cmax okoao 1,6 nbtu
1 Ha AUC okoao 1,5 neTH).

He ce nabnrogaBa 3Ha4MMO B3aUMOACHCTBUE, KOraTo BeparaMmi ce
npuema 2 yaca cnea gaburarpad eTekcunar (yBenndaBane Ha Cmax
okono 1,1 nbTH 1 Ha AUC okono 1,2 npTH). ToBa ce obacHsABa ¢
mbaHaTa abcopbuusa Ha JaburaTpaH criel 2 Jaca.

AMHOAApOH

Koraro gaburarpan eTekcuiar ce rpunara € JHOBPEMEHHO ¢ €JMHMYHA
fiepopaiida no3a 600 mg aMHogapoH, CTENEHTa M CKOPOCTTA Ha
abcopObuns Ha aMHOaapOH K Ha aKkTUBHHA My meTtabonut DEA no
cbliecTBo He ce npoMeHaT. AUC nm Cmax Ha naduratpaH HapacTBar
CBOTBETHO OKOJO 1,6 nbTU M 1,5 ibTH. [lopaau abarvi rojyKMBoT Ha
aMHUOJAPOH BB3IMOXKHOCTTA 33 B3aMMOJICHCTBUE MOXKE Ja ChIIGCTRYBA
CCAMMUM CJIeA NPEKPATABAHE HA JICHEHHETO ¢ AMHOIAPOH (BXK. TOUKH
4.2 n 4.4).

XHUHHIHH

XHWHHAHH € npynarad kato J03a ot 200 mg Ha Bceku 2 yaca oo oduia
no3a | 000 mg. Jaburarpan erekcuiar € ripwiarad ABa i'bTH AHEBHO B
NMPOAbKEHHE HA 3 NOCIEAOBATENHH JIHH, CbC WM 0€3 XMHHUAMH Ha
TpeTus AcH.AUCT,ss H Cmax,ss Ha 1aburarpaH ce yBeaH4aBaT Cpe/HO
ChOTBETHO 1,33 nbTH M 1,56 bTH NPH CBIBTCTBALUG TIPHIOXKEHHE HA
XUHUAUH (BxK. TOMKK 4.2 n 4.4).

KaapyuTpoOMHULIMH

Korato xnaputpoMuuuH (500 mg aBa nbTH AHEBHO) CE NpWiara
3a€/1HO ¢ Ja0UraTpaH e€TeKCUaaT MpH 3ApaBU JOOPOBONLUM, C€
Ha0monasa nosuinasaHe Ha AUC okono 1,19 ety H Ha Cmax oKono
[,15 mbTH.

Tuxarpenop

Korato eanHuyna no3a ot 75 mg gaburarpaH eTeKCHIAT ce Ipuiara
€IHOBPEMEHHO ¢ HaToBapBaia a03a ot 180 mg tukarpenop, AUC u
Cmax HagaOuraTpaH ce noBHLUaBaT CHOTBETHO 1,73 mbTH U 1,95 0%
Cnea MHOrMOKpaTHH A03M Ha Tukarpenop 90 mg, aBa ITeTH 2K
YBEJIMYABAHETO HA €KCTIO3ULIMATA HA Ja0uraTpaH ¢ 1,5

NMbTH, CHOTBETHO 3a Cmax n AUC.
ChnbTCTBALLOTO NPUIOKEHHE HA HATOBApRAllla 1034 T
mg u naburarpas erekcunar 110 mg (B craudoHapHo




nosuiuaBa AUCT,ss 1 Cmax,ss Ha gadburarpaH ¢xOTBETHO 1,49 nbTH M
1,65 mbTH B CpaBHEHHKE ¢ Ja0MraTpaH €TEeKCUWIAT, NpWjiarad
camocToaTenHo. Korato HaTtoBapsaia ao3a ot 180 mg Tukarpenop ce
naea 2 yaca cieq npueM Ha ! 10 mg paburarpan erekcunar (B
CTALIMOHAPHO ChCTOAHKE ), noBULHaBaHeTO Ha AUCT,ss U1 Cmax Ha
naburarpaH HaMaJisiBa CbOTBETHO A0 1,27 mbTh 1 1,23 NbTU B
CpaBHEHME ¢ 1aburaTpaH €reKCUiIaT, NpUlaraH CaMoCTOATENHO. TaKbs
HE3aCTBIBALL CE MPUEM CE NPENOPBLUBA NPU 3aNOUBAHE HA THKATPENOP
¢ HAaTOBapBalla n034.

CbIBTCTBALLOTO NPUAGKEHHUE HA 90 mg TUKArpesiop ABa MBTH JHEBHO
(nopabpxaina paoza) M 110 mg paburarpan eTekcunar NoBvaBa
kopurupanure AUCt,ss 1 Cmax,ss Ha naburatpat cLoTBeTHO 1,26
NbTH U 1,29 MBTH B cpaBHEHUE ¢ NabUraTpaH €TEKCHIAT, MpUnaraH
CAMOCTOSTEHO.

WKW (PEHUTOUH

[1o3akoHazon [lozakoHazon cbo HHXHOHpaA B HAKaKBa cTernieH P-gp, HO TOBa HeE €
NPOYYEHO KNHHHYHO. EAHOBPEMEHHOTO MIPHNIOXKEHUE Ha faburatpan
€TEKCHUIAT C NO3aKOHA30J Hajlara BHUMATEIHO NPOCaeAABaAHE.

P-gp undykmopu

Cwnwmcmeawgama ynompeba mpabsa oa ce usbszea.

Hanp. CbIbTCTBAWOTO MIPUIOXKEHHE C& OYAKBA Ja OOBEAE J0 MOHMIKABAHE HA

pyupamMIHLKMH, KOHLUECHTPALMATA Ha AaburaTpas.

ABJIIT [IpeMenunkauuaTa ¢ U3CneABaHU HHAYKTOP pUPaMNUUKH MPH 1032

KaHTapHOH, 600 mg BeaAH®K NHEBHO 3a 7 AHW NOHHWXKaBa o0LIaTa MTHKOBa

(Hypericum KOHLIEHTpaLKa Ha aadurarpaH H o011aTa eKCIIO3MUHSA ChC CHOTBETHO

perforatum), 65.5% u 67%.

kapOaMa3zenuH Unayuupamat edekT € NOHHXKEH, KOeTO BOAX A0 HHBO Ha

€KCINO3ULMA Ha JgaburaTtpaH, 6aM3Ko A0 pedepeHTHaTa CTOMHOCT A0
A€H 7 CI€R CIUPAHE Ha JIEUEHHETO ¢ prudamMnuurH. He e HabaroaaraHo
[MO-HATATBbIUHO NMNOBHILIEHHE HA OHOHANMYHOCTTA CJIeA OWe 7 OHH

fIpomeaznu unxubumopu, xamo DUMOHABUD

Cwhnvmemsawama ynompeba He ce npenopviea

Hanp.
PUTOHABHD U
KOMOHUHaALIMHUTE
MY C ApYTH
NpOTEa3HK
UHXHUOUTOPH

Te nosnusaeart P-gp (KakTo kaTo HHXHOUTOp, TaKa U KaTO MHIYKTOP).
Te He ca Husu NpoyyBaHH, NOPAaH KOETO HE C€ NMPEenopbLYBarT 3a
CBHITBTCTRALILO JCHEHHE ¢ Aa0UraTpaH €TEeKCHIIAT.

P-gp cydocmpum

J1MroxkcHH

B nipoyusaxe, npoeeaeHo ¢ 24 3apasyu 100poROILM, NTPU
€AHOBPEMEHHOTO NPHIOKEHHE Ha JadUraTpaH eTeKCUIaT U JIMTOKCHH
He ca HabnaraHy MPOMEHH B €KCIO3ULMATA Ha JUMOKCHH H
KJTHHHYHO 3Ha4YHMH ITIPOMEHH B €KCNO3HLIMATA Ha AabUraTpaH.

AHTHKOArynaHTH 1 NEKAPCTBEHU NMPOAYKTH cpeury TpoMOOIIMTHA arperaiys

Jluncea wnu CbUICCTBYBA CaMO OI'DAHHUYECH OITHT CbC CACAHHUTE JICHEHHA, KOUTO MOTaT Aa MOBHLIAT
PHCKA OT KBEPBCHC, KOIATO CC IMPpW/Arat ChbNbTCTRALLO C ﬂ&ﬁHF&Tp&H CTCKCHWJIAT. aHTHKOATI'YJ1aHTH,

KaTo He@pakunoHupaH xenapuH (HD X), nuckoMonekynuu xenapuin (HMX) u xenapuHoeu
[MPOU3BOAHY (POHAANMAPHHYKC, AEC3UPYAHH), TPOMOOIMTHYUHH JIEKAPCTBEHH MPOAYKTH H
AHTArOHUCTH Ha BUTaMHuH K, puBapokcabaH WK IpyryH aHTHKOAryJIaHTH 3a NIEpOPATTHO
NPUIOKEHHUE (BX. TOYKA 4.3), UM JIEKAPCTBEHHW NIPOAYKTH CpeLy TpoMOOLIMTHA arper
GPIIb/I11a peuenTopHUA aHTArOHUCTH, TUKNONUANH, NPACYTPEl, THKArpesop, AeKCTpa
CydHUHIIUPpa3oH (BXK. Touka 4.4).




Ot nanuute, cubpanu no BpeMe Ha dasza I1l npoyurane RE-LY (Bxk. Touka 5.1), ¢ HabmogaBaHo, ye
CBITBTCTBALILATA YNIOTPE0a HA AAPYTH NNEPOPATIHA WIIH MAaPEHTEPAIHA AHTHKOATyJIAHTH NNOBHLLIABA
4ECTOTATA HA rOAAMO KbpBEHE NPUOIU3UTENHO 2,5 MbTH, KAKTO NpH AadbUraTpas €TeKCWiaT, Taka U
npv BapgapHH, IMaBHO B CUTYallM4, CBBP3aHHU ¢ NPEMHUHABAHE OT €XHHHUA aHTHKOAryJIaHT KbM
npyrua (Bx. Touka 4.3). OcBeH TOBa, CBIBTCTRAILATA YIIOTpeda Ha AHTUTPOMOOTHYHH CPEACTBA,
ACK wnu knonuaorpen npubanM3nTeNIHO YABOABA YECTOTATA HA MOJISIMO KbPBEHE, KAKTO MMpH
naburaTpaH eTexCWIaT, Taka U Npu BappapuH (Bx. ToMKa 4.4).

H® X moxe na ce npunara npu 1034, HEOOXOAUMU 3a NOAABPXKAHE Ha IPOXOJUMOCTTA Ha
LEHTPAIEH BEHO3EH WM apTEpUAIEH KATEThp WIM MO BpeMe Ha KaTeThpHa abmauus npu

npeaChpAHO MbXKIEHE (BXK. To4dKa 4.3).

Tadanua 9: BianMonelcTBHA ¢ AHTHKOAIYJIAHTH K JIEKAPCTBEHH HPOAYKTH
cpemly TpoMOOMHTHA arperanus

HCIIBC

[Ipunaranure 3a kpatkocpouna aHanreszus HCIIBC He ce cBbp3BaT ¢ NoBHIICH
DMUCK OT KbPBEHE, KOTaTO €€ NpWIaraTt CbbTCTRALO ¢ Ja0UMrarpaH €reKCHIaT.
[Tpu npoawvmxutenHa ynotpeda B npoyuBaneto RE-LY HCIIBC yeenuuagar
PHCKa OT KbpBeHe ¢ 0k0a0 50% kakTo nNpu gadMraTpaH €TeKCWIaT, Taka v NpH

BapdapuH.

Krnonnaorpern

[Ipu Mnagu 3apaBu J00POBOJILH OT MBXKKH M0JT CHIBTCTRALLOTO IIPHIOKEHUE
Ha JaburaTpaH €eTEKCUJIAT M KIOIMAOrpes He € J0Be0 A0 AOMBJIHUTEIHO
YABJKaBaHE Ha BPEMETO HA KalIW/IAPHO KbPBCHE B CpaBHEHHE ¢ MOHOTEpanus
¢ konuaorpen. Ocsed ToBa AUC s M Crnaxss, H HAMEPHUTESTHTE Ha
KOAryJialuaTa 3a eeKTa Ha qaburarpan, Win UHXHOUPAHETO Ha
TpOMOOLIMTHATA arperaliMs KaTo U3MEPUTEN Ha eeKTa Ha KNONUAorped, o
CBUIECTBO OCTABAT HEMPOMEHEHH NPH CpaBHABAHE HA KOMOMHUPAHOTO
JI€4eHHE U CHOTBETHUTE MOHOTepanKy. [1pu HatosapBawa aosa 300 mg wnu
600 mg xnonuaorpes, AUC s U Craxss Ha JaDHraTpaH ce MOBMILIABAT ¢ OKOJIO
30-40% (Bxk. TouKa 4.4).

ACK

EnHoBpeMeHHOTO npunoxkeHne Ha ACK n 150 mg naburatpaH eTekcuiar aBa
MbTH JAHEBHO MOXE Ja MOBUILK PUCKa OT BCIKAKBO KbpBeHe oT 12% 10 18% u
24% crotBeTHO npu no3u 81 mg u 325 mg ACK (Bxk. Touka 4.4).

Huckomonekynnm
xenapuHu (HMX)

CrreTeTBallarta ynorpeba Ha HUCKoMoeKynHU xenapuHu (HM X), kato
€HOKcamnapmiH U JaburaTpaH €TeKCWIAT, He € ClieuManHo npoy4deasa. Crnelt
npeMHHaBaHe OT 3-JHEBHO NedeHHUe ¢ eHokcanapHH 40 mg s.C. BEAHBX
IOHEBHO, 24 4aca cledl nocieAHaTa A03a €HOKCAMApUH, EKCIO3MUMATA Ha
naburarpan € 6una MaJiko NO—HUCKAa, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Cle
NPUIOKCHHUETO caMo Ha jJaburatpaH eTekcunar (eauHuuHa aoza 220 mg).
HabnionasaHa e no-eucoka aHTH-FXa/Flla akTUBHOCT cnel NpHIoKEHME HA
naduraTpaH €TEKCHIIAT C NPEIBAPUTENHO ICUEHHE ¢ €HOKCANIapUH B CPaBHEHUE
C JIgUEHHETO caMo ¢ AaburaTpaH etekcunar. Cuura ce, ue TOBa C€ AbJKHU HA
MPOIBIKUTENIHOCTTA Ha €EKTA HA €HOKCANapHH CJIe] JEYEHHUETO (carTy-over
e()EKT) ¥ CeA0BATENIHO HE € KIIHHWYHO 3HaYMMO. OcTaHaIuTe pe3yJITaTy OT
AHTUKOAryJ/JJallAOHHH H3CNE/IBaHUA, CBbP3aHU ¢ JaburaTpaH, He ¢a NPOMEHEHH
3HAYHUMO OT JICYEHHETO C SHOKCAIIapHH.

Jlpyru B3auMOIEUCTBUA

TabGauna 10: Apyru B3aumMoaeHcTBuS




CerexmueHu unxubumopu va obpamuomo zaxsawyane Ha cepomonuna (SSRI) wiu cenexmugnu
UHXUOUMOPU HA OOPAMHOMO 3AXBAWANHE HA CEPOMONUNA U Hopenuneppuna (SNRI)

SSRI, SNRI SSRI 1 SNRI nopuiaBat pucka OT KbpBeHE BbB BCHUKH I'PYIIM Ha JieYeHHUE B
npoyusaHeto RE-LY.

BE’H{E’CHIB&', KoUmo ROGJAURCAM CMOoMAauiiomo pH

[lantonpason | [Ipu enHoRpeMeHHO npHnoxeHne Ha J1abaxnd u naHTonpason ce Habmonaga
npubnusutento 30% namanenne Ha AUC na paburatpan. [laHTonpason u# qpyrn
HHXUOMTOpH Ha npotoHHaTa nomna (HUI1IT) ca npunaranm eiHOBpEMEHHO ¢
Habaxu® B KITHHHYHH Npoy4BaHHA H CBHITBTCTBALIOTO JieveHHue ¢ UIIII He
M3rnexjaa 1a Hamasnsaea edukacHocTTa Ha /fabaxuo.

PanuTHIMH [Ipuno)KeHUEeTO HA PAHUTUAKH 3a€AHO ¢ AaduraTpaH eTeKCW1aT HE OKa3Ba
KJIMHMYHO 3HA4UM e(eKT BbpXY cTeneHTa Ha abcopbums Ha naburartpaH.

B3zanmoaencTBUA, CBbp3aHU ¢ MeTaboIMTHUA Npod K Ha AabUraTpal €TeKCWIAT M JadurarpaH

Haburatpan eTekcunar v paburaTpaH He ce MeTabonM3upaT OT cucTemara Ha LMToXpoM P450 u
HAMAT in vitro €PEKTH BbPXY UOBEIIKUTE UMTOXpOM P450 eHsumu. CneaosarenHo, ¢ gaburarpan
HE C€ O4YAKBAT CBbP3aHM JIGKAPCTBEHH B3aUMOEHCTBHAL.

[ lenMaTpudHa nomynauus

[IpoyuBaHHUsTa 32 B3AWMOACHCTBHS CA NPOBEXKAAHW CAMO IPH Bb3PACTHH.
4.6 DeprTHIANTET, OPEMEHHOCT H KbpPpMEHe

KEHN ¢ N1eTEePOAEH NOTEHLHA

JKenu ¢ aeTepoacH NoTeHUMan Tpadea aa u3bareat OpeMEeHHOCT IO BpeMe Ha JiedueHue ¢ J[abaxuo.

bpeMeHHOCT

/IMa orpaHuMueHyd AaHHH oT ynotpebara Ha Jabaxu®b npu OpeMeHHH KeHH.
IpoyuBaHuATa IPH XKUBOTHH NOKA3BAT PENPOIYKTUBHA TOKCHYHOCT (BK. TO4YKa 5.3).
I loTeHUHANHUAT PUCK NPH XOpa HE € U3BECTEH.

Jlabaxub He Tpadea na ce npunara no BpeMe Ha OPEMEHHOCT, OCBEH B Clyvai Ha KaTeropH4Ha
HEO0X0NMMOCT.

KbpMeHe

HsaMa KTHHHYHK AaHHK 32 edekTa Ha faburaTpaH BbpXY KbpMaveTara 1o BpeMe Ha KbpPMEHE.
KbpMmexeTo TpsORa a ce NnpeyCcTaHORH IO BpeMe Ha nedeHMe ¢ Jlabaxub.

OeprunureT

Hsama ganHM nipy Xopa.
[lpy npoy4Banus BbpXy XUBOTHH € HabJr0gaBaH e(eKT BbPXY (PEepTHINTETA [PH XKEHS
Gopmarta Ha HaMallaBaHe Ha Opos Ha MMIUIAHTALMKMTE U NOBULLIABAHE Ha NpeJUMINaHaHppfaEE i = - | 2



3arybu npu ao3a 70 mg/kg (5-kpaTHOTO HHBO Ha IUIa3MEHA €KCNO3MUKA INpU nauueHTH). He ca

HaOronaBaHu Apyry eheKTH BbPXY (pepTUIMTETa NpH XeHCKUTe, HiiMa BnusHHE BbpXYy
deprTuauTeTa NpyU MBXKKUTE. IIpH 03K, KOUTO ca TOKCUYHHM 3a MalkuTe (3- 10 10-kpaTHOTO HUBO
Ha NJA3MEHa €KCIIO3ULNA NPU NMAMEHTH ), ITPH IUTbX0BE W 3aiLM ce Hab/110aaBa HaMaNIBaHe Ha
TEAECHOTO TEMIO U eMOpHOdeTaNHaTa XKU3HECTIOCOOHOCT, 3a€AHO ¢ NMOBULIABAHE Ha PETATHUTE
BapuaLlMH. B npeHaTanrHOTO U MOCTHATANIHOTO IPOYUBaHE ¢ HA0J/101aBaHO NTOBHIIIABAHE HA
(peTanHaTA CMBPTHOCT NPH AC3H, KOWTO Ca TOKCHYHHU 3a MalkuTe (1033, ChbOTBETCTBANIA HA 4 TTHTH
NO-BUCOKO HUBO HA MN1a3MEHa EKCNO3HUMA OT HabNKOJABAHOTO NPH MALMEHTH ).

4.7 EdexkrTn BbpXY cnnocoOHOCTTA 32 iogupaHe H pabora ¢ MAIIKMHH
JaburatpaH €TeKCHAAT HE MOBIMABA WIH NOBIHABA MpeHeOpexkUMO CTOCOOHOCTTa 3a WwodHpaHe H
paboTa ¢ MallIMHMU,

4.8 Hexenanun JeKapCcTBEeHH peaknHH

(O60061IeHHe Ha Mpodwia Ha Be30nacHOCT

JlaburaTpaH €TEKCUNIAT € CUECHEH B ISTMHMYHHU H3MUTBAHUA NPH 0010 NPUOIH3HTETHO
64 000 naumeHTH, OT KOMTO Npubnu3uTenHo 35 000 nalKueHTH ca IeKyBaHH ¢ JabUraTpaH eTeKCHUnar.

Obu10 okono 9% o1 naureHTHTe, 1eKYBaHN 3a IUTAHKMPAHO MPOTE3UpaHe HA Tazo0eapeHa Hid
KOJIAHHA ¢TaBa (KpaTKOCPOYHO JieueHHue 10 42 aHu), 22% OT NaUMEHTUTE C MPEACHPAHO MBXKICHE,
JEKYBAHH 338 NPEBECHUMA HAa HHCYNT U CUCTEMEH eMOONU3BM (IBIrOCPOUHO JIEYEHHE A0 3 rOAMHH),
14% ot nmaunenture, nekyeanu 3a [IBT/BE, u 15% ot naiiueHTUTE, JEKYBAHH 32 NNPEBEHUMUA Ha
JABT/BE, ca nofyuniun HexxenaHd peakLuu.

Haii-uecTo choblulapanrTe ChOMTHA ca cTy4ad Ha KbpPBEHE, Bb3HHKBAILIH [MPH NPHONH3HTENHO 14%
OT NAaUHUEHTHTE, JIEKYBAaHH KPaTKOCPOYHO 3a IUTAHWPAHO MPOTE3HpaHe Ha TazobeapeHa WK KOJISHHa
craea, rpu 16,67 OT NaLMeHTHTE ¢ NPEACHPAHO MBXKIAEHE, IEKYRAHH IbLJTOCPOHHO 32 NPEBEHIUS
Ha UHCYJT W CHCTEMEH eMOonu3bM, U npu 14,4% oT BL3pacTHUTE raLMeHTH, JekyBanu 3a JIBT/BE.
(JOCBEH TOBA MMA CITy4aH Ha KbpBeHe npd 19,4% oT nauMeHTUTE B U3NMHUTBAHETO 3a NPEBEHLIHA HA
JABT/bE, RE-MEDY (Bb3pacTHu naumeHTu), # npd 10,5% ot nallHeHTHTE B U3NUTBAHETO 34
npeseHUMs Ha JIBT/BE, RE-SONATE (Bb3pacTHH MalLMeHTH).

Tsh kaTo nonynauuHuTe OT NALMEHTH, JICKYBaHH 3a TPUTE MOKa3aHHs, HE Ca CPABHUMH H CHOHMTHSTa
Ha KbpBEHE 00XBALLAT HAKOJIKO CHCTeMO-opraHHH Kinacose (SOC), B 06061eHo onrHcaHH1e
CbOUTHATA HA TOJAMO M Ha BCSKAKBO KBPBEHE Ca pa3fipeAc/IeHH Crope NOKa3aHUETO H ¢a
nocoueHu B Tabnuuy 13- 17 no-gony.

Bbnpeku ye € ¢ HUCKa YeCcTOTa NMPH KITMHUYHH MPOYYBAHMA, MOXKE 13 HACTBITH rOMAMO WIH TEKKO
KbPBEHE, KOETO HE3ABUCHMO OT MACTOTO HAa BB3HUKBAHE MOXKE [a A0BeAe A0 UHBAIIMAH3HPAHE,

AHNBOTO3aCTpalllaBallo CbCTOAHHUE WITH JOPH JICTANIEH U3X0.

CNUCHK Ha HEXeIaHWTE peakUWH B TAOAHWUEH BUJ

B Tabnuua 12 ca nokazaHu HeXkeIaHUTE PEaKiiui, YCTAHOBEHH B ITPOYYBAHHMATA U
NOCTMapKETUHIOBH JaHHH MPH NMOKa3aHnuaTa MbpeUUHA NpeseHuns Ha BTEC caen npo ) o QAN g X
ra300eJpeHa WK KOJIHHA CTaBa, NPEeBeHLH Ha TpoMO0eMO0AMYEH MHCYIIT U CHCTE 2ofi @ Do E/t{;‘ \
[pH NALHEeHTH ¢ NPeachpaHO MBXKAeHe, tevyeHue Ha JIBT/BE w npesenuuns Ha JIBT/BER
CPYTNIHpaHu No cucremMo-opradeH Knac (SOC) ¥ no yecTtoTa ¢ U3NOJA3BAHE HA CNeNHa ' K
MHOIO yectH (= 1/10), yectn (=1/100 no <1/10), Heuectn (>1/1 000 go <1/100), pery lé
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a0 <1/1 000), mHoro peaky (<1/10 000); ¢ Her3BecTHA YECTOTA (OT HATMYHHUTE JJAHHH HE MOXKE Aa

Obe HarpaBeHa OLEHKA).

Tabauua 11: Hexenanu peaxkuuu

YectoTa
SOC / Ilpeanoyunrad TepMHH [IbpBHUHA NMpeBEeHLIUA [IpeBeHuls Ha JleueHue Ha
Ha BTE cnen HHCYNT H CUCTEMEH ABT/bE n
NpoTe3UpaHe Ha eMOONH3BM NIpH npeBecHUHS Ha
TazobeapeHa Wuiu MALMEHTH C JBT/BE
KOJISHHA CTaBa NpeacbpaHO
MBKACHE
HapylueHus Ha KpbBTa M IHM(HAaTa CHCTEMA
AHEMHUS Heuectu Hectu Heuectn
[ToHmwkeH xeMornoduu HectH HeuecTH C Heu3BeCcTHA
4eCcTOTa
TpomBOLHTONEHHS Penku HeuectH Penku
[ToHKEH XEMATOKPHT HeuectH Peaku C HeunsBeCTHA
4eCTOTa
HeyTtponeHus  HEW3BECTHA YECTOTA C HeusBeCTHa C Heu3BecTHa
$4eCTOoTa 4EeCTOTa
ATpaHyJ0UMATO3a ( Hen3BeCTHA YECTOTa C Heu3BeCTHA C Heu3BecTHA
4yeCcTOoTa 4ECTOTA
HapylueHHsa Ha HMYHHATa CHCTEMA
JlekapcTBeHa HeuectH HeuectH HeuectH
CBPBXYYBCTBUTEHOCT
Ob6puB Peaku HeuecTu HeuyecTn
[1pypHuTyc Peaxu HeyectH Heuectu
AHa(QUIaKTHYHA peaKLus Penku Peaxu Penku
AHTHoeneM Penku Penku Peaku
Y pTHKapHs Peaku Penku Peaku
bponxocnazbm C Hen3BeCcTHA YECTOTA C Heu3BeCTHa C HeusBecTHA
4ecToTa 4yecToTa
HapyiueHHnsa Ha HepBHaTa CHCTEMa
BhTpeuepenHa xemoparus Peaku Hedectn Penku
ChAOBH HAPYLIEHUS
XEMATOM HeuectH HeuecTH HeuyecTH
XeMoparus Peaku HeuecTH HeuecTu
KpbLBOTEUYEHHE OT Heuectn -
OlepaTHBHATa paHa
PecnipaTopHy, rpbAHA ¥ MEHACTHHAIIHY HApyUICHHS
Enucrakcuc HeyecTy HectH YectH
XemopTuia Peaku HeuecTH HeuecTH
CToMallIHO-UPEBHH HAPYLIEHHS
CToMalHo-4YpeBHa Heuectu YecTu YectH
XeMoparus
AbaoMHHanHa Oonka Penku YecTH Heue
Juapus HeuecTu Yectu GaT
Jucnencus Penku YecTH
[ aneHe HeuectH Yectn e B\ [Ca
PekTanHa xemMoparus Heuectn HeuecTH . Vg %
XeMopoMaaiHa XeMoparus HedecTH Heuectu e T2 | >
kT Al A / &/
N s“ I
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CTroMaluHO-4peBHa 4384, Peaku HedecTH Heuectu

BKJIKOUYUTETHO €30¢arcanta

3Ba

["acTpoe3odarut Peaku Heuectu HeuecTu

["acTpoe3odareanta Peaxu Heuyectn Heuectn

peduiykcHa bonect

[loBpbluaHe Heuecty Heuectn HeuecTH

Aucharus Peaxu HeuecTu Penxu

XenatobUnuapHH HapylIEHHS

Hapyluena yepHoapoOHa HecTH HeuectH HeuectH

¢yHKUMA/OTKIOHEHUS BbB

(pYHKLIMOHAITHATE

4yepHOAPOOHH NMOKa3aTeNu

[ToBulIEHKE HA aNaHHH Heuectr HeuectH Heuectn

amMHHOTpaHchepasara

[loBHlueHHE Ha acnapTaT HedecTn HeuecTtu Heuectn

aMUHOTpaHcdepasara

[TosuineHH yepHoApOOHU Heuectn Penku HeuectH

CH3MMH

XunepdbunupyOuHeMus HeuecTH Penkwu ( Heu3BeCTHA
4eCTOTA

HapylueHHs Ha KOXKaTa M NOAKOXKHATA ThKaH
KOXHH KpbBOUITHBH HeuecTn YecTn Yectn

AJtoneLus

C Heu3BeCcTHA 4YecToTa

C Heu3BeCTHA

 HeM3BECTHAa

paHa

4eCTOTA YECTOTA
HapylieHuns Ha MyCKyJIHO-CKeJIETHaTa CHCTEMa H CbeAMHHUTEIHATA ThKaH
XeMapTposa Heuecty Peaku HeuectH
Hapylenus Ha Ob0peLiMTe U MMKOYHHUTE TbTHLIA
YporeHuraiHa XxeMoparus, HeuectH YecTn Yectu
BIJIKOUMUTEIHO XEMATYDHS
OO01uK HapyUIeHUS ¥ €PEKTH HA MACTOTO HA MPWIOKEHHUE
XemMoparmus Ha MICTOTO Ha Penku Penxnu Penku
MHXXEKTUpaHE
XeMoparus Ha MACTOTO Ha Penku Penxu Peaku
MOCTaBAHE HA KaTeTbpa
KbpBaB CCKpeET Penku -
HapansBahus, oTpaBaHUS K yCIIOMKHEHUA, BB3HUKHAITU B Pe3YJITAT Ha
WHTEPBEHLUHHU
TpaBMaTuuHa xemoparus HeuecTH Pesaku HeuecTu
XeMoparus Ha MACTOTO Ha Peaku Penku Penkuy
HHUU3US
[lTocTripoueaypeH xeMaTom HeuecTH - -
[TocTnpoueaypHa HeuecTH -
XEMOparus
i locToneparMBHa aHeMMA Peaku - -
[locTopoueaypHa cekpeLms HeuecTH - -
Cekpelus OT onepaTUBHaTa Heuectn - -

XHPYPrU4YeCKH i MEAWUMHCKH HHTEPBEHLIUH

JlpeHaxx Ha oneparuMBHarTa Penku -

paHa

[locTrpoueaypeH ApeHax Peaku - [
OnxcaHue Ha U30paHKU HeXeJIaHW peakLIMK ;




Pearyuu Ha KbpeeHe

[lopaau ¢apMakoJOrMuHUA MEXAHH3IBM Ha ACACTBHE yrioTpedaTa Ha nabUraTpaH eTeKCHIIaT MOXKe
na 6bae csbp3aHa ¢ MOBUIUEH PUCK OT OKYJITHO WIM BUAUMMO KBPBEHE OT KOATO W 4 € TbKaH WK
oprad. [Ipu3HauuTe, CHUMIITOMMTE M TEKECTTA (BKJIKOHUTEHO M JIETAJIEH U3XO0[1) BapUpaT Cnopen
MACTOTO U CTENEHTA WK ODXBATA HA KbPBEHETO W/WIH aHeMHATA. B KIMHHUHHATE NpOoyYBaHUS
MYKO3HOTO KbpBeHE {Hanp. CTOMAallHO-YPEBHO, FTEHUTOYPHHAapHO) € HabNoaaBaHO NO-4E€CTO NpU
OBLJACOCPOYHO JICUEHHE ¢ AadMraTpaH eTekcuiar, B cpaBHeHue ¢ nedende ¢ ABK. Taka, B
AOMBAHCHUE KbM MOAXOAALLC KIMHUYHO HaOMoAeHUE, 1ab0paTOPHOTO M3CIIEABAHE HA
X€MOTJIOOMH/XeMaTOKPHT € LUEHHO 3a OTKPUBAHE HA OKYJITHO KbpBEHE. PUCKBT OT KbpBEHE MOXKE
1a C€ NOBHILK NPH ONpeAeseHH FPYNy NAaUUEeHTH, HaNp. TE3H, KOUTO UMaT yMepeHo Ob0peuHo
YyBPEXAAHE W/WIM ca Ha CbITBbTCTBALLO JICYEHUE, 3aCArallo XeMoCcTa3aTa, Wi CWIHK P-gp
HHXHUOUTOPH (BXK. TOYKA 4.4 XeMOparv4eH pucK). XeMOpartdyHHTE YCIOKHEHHA MOXKE A Ce
NPOARAT KaTo ¢cnaboct, GneaHOCT, 3aMasHOCT, MIaBOOONHE WM HEOOACHMMO MTOAYBaHe, JUCTIHES U

HEOOACHNM LOK.

Cbobiuara ce 3a NO3HATH YCI0XKHEHHMS ¢ KbPBEHE, KaTO KOMIMApPTMEHT CHHAPOM U ocTpa ObOpeuHa
HEAOCTATBYHOCT NOpaau Xxunonepdysnus U CBBpP3aHa ¢ aHTHKOAry1aHTH HEBPOraTusa IIpH NaLKeHTH
¢ npeapasnoaratiid puckoBH (pakTOpH, BbB Bpb3Ka ¢ JadHraTpaH erekcHiaT. CieaoBaTeNHo,
TpAOBa a ¢e OTUMTA BEPOATHOCTTA 32 XEMOpAarus MpH OLICHKAaTa Ha CbCTOSHHUETO Ha BCEKH
AHTHKOAaryJupaH NnauMeHT. 3a Bb3pACTHH NAaLHEHTH UMa HAJIMYHO CelM(UIHO HEeYTPaJIN3UpaLlo
CpeacTBo 3a aaburaTpaH, Maapyuu3yMad, B cilydal Ha HEKOHTPOJHPYEMO KbpBEHE (BXK. TOMKa 4.9).

TIpesenyua na uncyam u cucmemer emooau3bM NPU 8b3PACMIHYU NAYUEHMU C HEKIANHO NPEOCHPOHO
MBNCOEHE ¢ eOUnH unu nogeye puckosu axmopu (KAIIM)

Tabnuua 12 nokassa CbOUTHATA HA KbPBEHE, pa3Npeae/icHH KaTo CbOUTHA Ha roJIIMO U Ha
BCAKAKBO KBbPBEHE B OCHOBHOTO NMPOYYBaHe, U3CACABALIO MPEeBSHUWATA Ha TpoMOOoeMOOIHYEH
HHCYAT U CUCTEMEH eMOONMU3BM NMPH NALUMEHTH C MPEACHPAHO MBKACHE.

Tabauna 12: CoOuTHA HA KbpBeHE B NPOYUYBAHE, H3C/IEIBAIINO NPEBEHUHATE HA
TpoMOoeMOOoIHUYEH HHCYAT U CHCTEMEH eMOOIH3IBM NPH NALHEHTH ¢
NpeacLpPAHO MBbXKIEHe

JlaburartpaH etekcunar | JaburarpaH eTekcunar Bapdapun
110 mg aBa nbTH 150 mg asa nbTH
JAHEBHO JAHEBHO
PaHnoMU3HpaHH MallueHTH 6015 6 076 6022
["'0nsAMO KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BbTpeuepernHo KbpBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)
CY xnpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHe ¢ aeTanes 26 (0,22%) 30 (0,25%) 42 (0,36%)
H3XO0/1
MaJIKO KbpBEHE 1 566 (13,16%) 1 787 (14,85%) 1 931 (16,37%)
BcskakBo kbpeeHe 1 759 (14,78%) 1 997 (16,60%) 2169 (18,39%)

B pannoMu3MpaHo Npoy4BaHe, NPy NaLMEHTUTE, IpUeManu radurarpan etexcuiar | 10 mg nga
MbTH AHEBHO UM |50 mg nBa MBTH AHEBHO € CBHINECTBYBAJ 3HAUHTENHO NO-HHCBK PUCK OT




|p=0,0027]). Ilpn naumenture, npuemand panaoMusupado 150 mg nadburarpaH erekcunar aBa
[MbTH AHEBHO € CHIICCTRBYBAJ 3HAYUTENHO NO-rojissM puck ot CU kbpBeHe B cpaBHEHUE ¢ BapdapuH
(koedpruueHT Ha pucka 1,48 [p=0,0005]). To3u edexT e HabmoaaBaH IMABHO MPH MALUEHTH >75
FONHUHHU.

KnavauuHata nonsza ot JadMratpaH rno OTHOLLIEHUE Ha NPEeBEHUMATA HA HHCYJIT ¥ CUCTEMEH
eMOOTH3BM U MOHIKEHHUAT PUCK OT HHTpakpaHuainHa xeMoparua (MKX) B cpaBHeHHE ¢

rapdapuH ce
3ana3Bat IpH OTACITHUTE FIOATPYNIH, Hanp. OBOpevyHo yBpexxaaHe, Bh3pacT, ChIIBTCTRALLA

ynoTpeda Ha NNIEKapCTBEHH [IPOAYKTHU KaTO HaMp. aHTUTPOMOOTHIIM WIH P-gp unxuGuTtopu. Jokaro
HAKOM MOACrPYNH MALMEHTH Ca C MOBUILIEH PUCK OT FOMSIMO KbPBEHE, KOraTO Ca JIEKyBaHH C
AHTUKOQAryJaHT, MIOBULIEHUAT PUCK OT KbPBEHE NpH JadurarpaH eTeKCHaT € CBbp3aH ¢hec CY
KbPBEHE, OOMKHOBEHO HalmronaBaHa rpes NbpPBUTE 3-6 Mecena ciiel] 3aI0YBaHe Ha IEYEHHETO ¢
nadUraTpaH €TeKCUiar.

HHevenue na J[BT u BE, xaxmo u npesenyus na peyuousu na [{BT u bE npu ev3pacmuu nayuernmu
(/[BT/BE)

B Tabnuua 13 ca nocoueHu cpOuTHA Ha KbpBEHE OT 00001EHUTE OCHOBHH NpoyuBaHUsA RE-
COVER u RE-COVER II, B xouTo ce uznutea geueHuero Ha JIBT v BE. B cbopuuTe npoyuBanus,
CbOMTHUATA HA IBPBUYHUTE KPAaWHH TOUYKH 3a 0€30MaCHOCT ,,[ONAMO KBPBEHE, TONAMO WIH
KIIMHUYHO 3HAYMMO KbPBEHE U BCAKAKBO KBPBEHE™ Ca 3HAYUTE/THO [10-MAJIKO B CPABHEHHE C
pap(apyH NPY HOMUHAIHO alida HUBO 5%.

Tabaunma 13: Cu0uTHs Ha KhLpBeHe B npoyuBanuaTa RE-COVER u RE-COVER 11, B konToO
ce H3nuTBA JedeHueTo HA /IBT u BE

JaburarpaH eTekcuiaT BapdapuH KoeduieHT Ha
150 mg nBa nbTH PHCKa CIIpAMO
NHEBHO BapdapuH
(95% CI)
IlauyHeHTH, BKIIOYEHH B 2 456 2 462
aHanM3a Ha 0€30MacHOCTTa
CLOMTHA Ha rojisIMO KbPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)
BeTpeuepenHo KppBeHe 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
["onamo CY kbpBEHE 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
JKnsoTtoszacTpamapaliio 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbPBEHE
CBOMTHA Ha roJsaMo 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)
KbpPBEeHE/ KIIHHHYHO 3HAYHMO
KBPBEHE
BcskakBO KbpPBEHE 354 (14,4%) 503 (20,4%) 0,67 (0,59, 0,77)
BcesakakBo CH kbpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90; 1,82)

CbOUTHATA HAa KBPBEHE MPU ABETE JICUECHHS Ca OTYUTAHH OT ITbPBHA MPHEM Ha JabHraTpaH
ETEKCHUJIAT WM BapdapuH ciieq NpeKpaTIBaHe Ha NapeHTepalHaTa Teparnus (epruon camo Ha
[IepopaiHo JieueHne). ToBa BKIFOYBA BCHUKH CBOUTUA HA KbPBEHE, BE3HUKHAIH 110 BpEME Ha
TepanuiaTa ¢ 1aburaTpaH eTekcwiar. BkiroyeHH ca BCHUKH CHOMTHS HA KbPBEHE, Bb3HHMKHAIH [10
BpeME Ha TepanuaTa ¢ Bap(papHH, OCBEH OHE3W, KOUTO Ca Bb3HUKHAIIM [0 BpEMe Ha IIEPHOJA, B
KOHTO €€ 3aCTBIBAT JIEUEHHETO ¢ BapdapuH U NMapeHTepaiHaTa Tepannd. B Tabnuia 14 ca

MOCOUECHHW JaHHU 3a ChOUTHS HA KbpBeHe B 0OCHOBHOTO Mpoy4BaHe RE-MEDY, B koeto ¢

u3nuTBa npeseHumaTa Ha [ABT u bE. Hakou cvburus Ha kbpBeHe (CHOUTHS Ha rosis
(CT K)/xomman4yno 3naunmo kbpBeHe (K3K); BCAKaKBO KbpBeHe) ca 3HAYMTENIHO [10-
HOMHMHAJIHO aliha HUBO 5% IPU NALMEHTH, NPHEMaKH JaburaTpaH eTeKCHIar, B cp
T€3M, NPUEMAIIA BapapuH,




Tadnuna 14: CoOnrTHs Ha kbpBeHe B npoyuBane RE-MEDY, B koeTo ce nanutea
npeseHUuATa HA /IBT u BE

HaburaTtpas BapgapuH KoeduuueHT Ha
etekcuiaar 150 mg nBa PUCKa CIPAMO
NbTH AHEBHO BapdapHH
(95% nosepuTeneH
HHTEpBa)
JIEKyBaHH NALIHEHTH 1 430 1 426
CHOHTHSA Ha roNIIMO KbPBEHE 13 (0,9%) 25 (1,8%) (0,54 (0,25; 1,16)
BrTpeuepenHo KbpBeHe 2 (0,1%) 4 (0,3%) He Moxe na Obae
H3YHCIIEH”
["onamo CH kbpBeHe 4 (0,3%) 8 (0,5%) He Mmoxe na 6nae
H34YHcineH*
JKHBOTO3acTpaulaBallo 1 {(0,1%) 3 (0,2%) He Moxke na 6vae
KbpPBEHE M3YyHcaeH*
ChOUTHSA Ha roJIMO 80 (5,6%) 145 (10,2%) 0,55(0,41,0,72)
KbPBECHE/KJIHHHYHO 3HAYMUMO
_KbpBEHE
BcskakBO KbpReHE 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
Beskakso CH kbpsene 45 (3,1%) 32 (2,2%) 1,39 (0,87 2,20)

*KP ne moxe na Obae M34MCNIEH Mopaau auncara Ha ChOMTHE B KOSTO H [1a € KOXOPTa/leueHme

B tabiuua 15 ca mocoyeHu naHHK 3a CbOUTHA Ha KbpBEHE B OCHOBHOTO npoyysaHe RE-SONATE,
B KOETO ce HanuTea npeseHuMsta Ha JIBT u BE. Uectorara Ha komOunaumnsaTa CI'K/K3K u Ha
BCAKAKBO KbPBEHE € 3HAUMTE/IHO NIO-MANKa P HOMMHAJTHO anga HUBO 5% npu nauMeHTy,
npHeMau Mnaiedo, B CPaBHEHHE C TE€3H, NpUeMani naburaTpaH eTeKkcunar.

Tabunua 15: CurOHTHA Ha KbpBeHe B npoy4yBane RE-SONATE, B xoeTo ce

HinuTea npeseHunaTa Ha BT u BE

HaburatpaH [lnauebo KoeguuueHT Ha
eTekcuiar 150 mg aga pHCKa CIIPAMO
NbTH JHEBHO rtauebo
(95% nosepuTeneH
HHTEpBaJl)
JlekyBaHU NMaLMeHTH 684 659
CuOUTUS HA rOJIAMO KbPBEHE 2 (0,3%) 0 He moxe na
Obae U3UMCIICH
L
BbTpedepenHo KbpBeHe 0 0 He Moxe aa
ObAE U3UHUCAEH
¥
["'onamo CY kbpBeHe 2 (0,3%) 0 He moxe na
ObIe U3UMCIIEH
sk
JKUBOTO3aCTpaLLIABALO 0 0 He moxe na
KbpBEHE Obae H3UNCTISE
o
,m 0D
C10OUTHA HaA ronsMo 36 (5,3%) 13 (2,0%) 2,69 (1,427/50)—
KbpBEHE/ KIIMHUYHO 3HAUUMO S P
KbpBEHE [ 5 g s
BeakakBo kbpaeHe 72 (10,5%) 40 (6,1%) 1,77 (11262611, A,
.\ gl o
AN



Beakakso CH kbpBeHe 5(0,7%) 2 (0,3%) 2,38 (0,46; 12,27)

*KP He MOxke 1a Obe U34YHUCIICH NOpaiv JIKIcAaTa Ha CHOUTHE NPH KOETO M [1a € OT JICUEHHATA

A CPARYAOUUMOIA U HEYMPOREHUA

ATpaHyJIOUKTO3a U HEYTPOMNEHUS Ca ChOOILIABAaHK MHOTO PAJIKO C/IEA paspellaBaHe 3a yrnoTpeda Ha
naburatpaH erekcuiar. Thi KaTo HEKENaHKHTE peaKLUMH ¢a CbOOLLABaH!U [TPYU NOCTMAPKETHHIOBOTO
HA0NIOACHUE OT MOMYNALM% C HEYCTAHOBEH pa3Mep, YECTOTATA UM HE MOXKe a Objie JOCTOBEPHO
onpeaencHa. Hecrtorata Ha croOmaBaHe € U3yMcaeHa Ha 7 ¢bOUTHA HA | MWITHOH NAUMEHTOrOJIMHU
33 arpaHysIouuTo3a H 5 ¢b0UTHS Ha | MUIHMOH NAalMEHTOTOAMHY 32 HEYTPOTICHUA.

Heﬂuamuqﬂa mornvjaanns

be3onacHOCTTA Ha pabUraTpaH eTekcunar ripy aedyeHdero Ha BTE v npeBeHLMA HA peLUMOUBHpALIM
BTE npn neayarpu4Hy nauMeHTH € npoy4veHa B JBe uanutBaHua ¢aza [l (DIVERSITY w
1160.108). O6wo 328 neaarpuiHKu NALUMEHTH ca N€KYBaHU ¢ naburarpaH erekcunar. [laupeHTHTe
Ca NOMyYyaBanM aflalTUPaHK CIIOPE Bh3PacTTa M TENECHOTO TErJIO A03U OT ¢hoOpa3eHa ¢ Bb3pacTTa
nexapcTBeHa ¢popMa Ha 1abUraTpaH eTeKCH/IaT.

Kato usa10 ce o4akBa Hp{)qJHJIT::T Ha De30nacHocCT NnpHy Aclia Ad € CHLIHAT KAaTto IPH Bh3PACTHH.

O6wo 26% oT neaMaTpUUHUTE NALMEHTH, JeKyBaHu ¢ naburarpaH erekcunar 3a BTE u 3a
[peseHUMA Ha peunansupallin BTE, ca nofy4uiy HexenaHH peaKkLHrH.

CHUCHE HA HEXHCeIdHUMEe Peakyuy 8 mad.IuyeH suo

B tabnuua 16 ca nokazaHd HEXKeJlaHUTE peakuuK, YCTAHOBEHH B MPOYYBAHUATA TIPU JIEYEHHE HA
BTE w npeseHuua Ha peudausupaind BTE npu neguarpuunu nauMeHTy. Te ca rpyndpaHy no
cAcTeMO-opraneH Kiac (SOC) ¥ no yecToTa ¢ U3MNOJI3BaHE Ha Clle1HaTa KOHBEHLIHA: MHOIO YeCTH
(=1/10), uectu (=1/100 o <1/10), Heuectu (=1/1 000 o <1/100), peaxu (=1/10 000 ao <1/1 000),
MHOro peaku (<1/10 000), ¢ HeuzsecTHA yecTOTa (OT HATMMHUTE JaHHH HE MOXKeE J1a Obae
HANIpaBEHa OLIEHKA).

Tabianua 16: Hexenanu peaknnu

YecTOTA

SOC / [IpennounraHd TepMHH neueHue Ha BTE u npeseHuna Ha peudausupaii BTE
[pY NEAHATPUYHM NALUHEHTH

HHE}JLLIEHHH Ha KDbBT4 H J'[HM(})H&T& CHUCTCMA

AHeMus YecTH
[ToHHxeH xeMornoOuH HeuecTH
TpombouuTOneHHS UecTH
[ToHMKEH XEMAaTOKPHUT Heuectn
HeyTtporniexnus HeuecTH
ArpaHyJIOLHTO3a C Hex3BeCTHa YecToTa

HapyuieHHs Ha HMyHHaTa CHCTEMA
JlexapCTBEeHa CBPBXYYBCTBHTEIIHOCT HevecTn
O6pus YecTu
[IpypuTyc He4vecTH e
AHaUIaKTHYHA peakLus C HEH3BECTHA YECTOTA m
AHruoenem (C HEH3BECTHA qecm"r oY TN
YpTHKapHs Yecrn s e 34
bpoHxocnazsm C HEU3BECTHA HECT




HaEymeHuﬂ Ha HEPBHATA CUCTEMA

BbTpeuepernHa xemoparus Hevectu
CHA0BH HapYLUCHUS

XeMaToMm YecTu

XeMoparus C Heu3BecTHa yecToTa
PecninpaTopHH, rpbIHHA H MEAHACTHHAIHH HapyLUEeHUs

EnMcrakcuc YecTH

XeMogdTH3a HeuecTn
CToMallHO-YPEBHH HAPYLIEHHS

CTOMaLIHO-YpeBHA XeMOoparus HeuecTH

AbaomuHanHa Do0aKa HeyecTH

Hdnapus Yectu

Jucnencus YecTu

["aneHe YecTH

PekTanHa xemoparus Heuectu

XeMOpOHAATHA XeMOoparus

C HeUu3BReCTHA 4YecToTa

CTOMaLHO-YPERHA A3BAa, BKJIHOYHTETHO
¢30(areanHa s3pa

 HeH3BeCTHA YeCcTOTa

["acTpoesodarur HeuecTH
["acTpoesodarcaina pedaykcHa donect Yectn
[ToppbluaHe Yectn
Hucarus Hevectn

Xenarodbun HapHH HAPYIlEHUs

Hapyuwiena yepHoapobna C Hen3BEeCTHA 4eCTOTAa

dbyHKUMA/OTKIOHEHHS BB

bYHKLUHOHATHUTE YePHOAPOOHH

noKazareiu

IloBHIIEHYE HA anaHUH HeuecTtu

aMUHOTpaHcdepasara

[loBHLIEHHE Ha acnapTaT HeyectH

aMUHOTpaHcdepasaTa

[ToBuLIEHU HEPHOAPOOHH €H3IUMH Yectu

XunepOuanpybuHemus HeuecT
HapyweHns Ha Koxarta ¥ noAKOXKHATa ThKaH

K0XHH KPbBOH3JIHBH HeudecTH

Anoneuus YecTH

Hapymeﬁuﬂ H4 MYCKYJ/IHO-CKCJICTHATA CUCTEMA N CBCIHHHTEIIHATA ThKaH

XemapTposa

(C HEeu3BeCcTHAa YeCcTOoTa

HapylieH1s Ha 0s0pente ¥ MUKOYHHTE MbTHILA

YporenuraiiHa xemoparmus,
BKJIKOUHTEIHO XeMaTypHs

HeuyecTH

OOuin HapylueHHA ¥ ePEKTH HA MACTOTO Ha MPUIOKEHHE

XeMoparva Ha MACcToOTO Ha
HHXKEKTHpaHE

C Heu3BeCcTHA 4YecToTa

XeMoparvs Ha MACTOTO HA NOCTaBAHE
Ha KaTeTbpa

C Heu3BECTHA YecToTa

HapaHsBaHus, OTpaBAHMA W YCIOKHEHHS, BLIHHKHAIHN B Pe3yJITAT HA HHTEPBEHLIMH

TpaBMaTH'-IHa XeMoparus

Heuectu

XeM{)PaFHH HA MACTOTO Ha UHIIH3US

C HEen3BeCTHA YeCTOoTa

Peaxyuu na Kvpeene

B nBe nanureaHus dasa Il npy nokazanuero seuenne Ha BTE v npeseHums Ha peuusn
BTE npu neauatpuynn naunenTu oburo 7 naumedTu (2,1%) ca umanu cxOUTHE Ha rong)




KbpPBEHE,
5 nauuentn {1,5%) ca nMan cbOMTHE HA KNTHHMUYHO 3HAYHMMO HETONIAMO KbPBEHE, a 75 NalUeHTH
(22.,9%) ca uManu ¢cpOWTHE HA HE3HAYMTENTHO KbpBeHe. Karo w10 yectorara Ha chOMTHATA Ha
KbPBEHE € TI0-BUCOKA NPU No-Bb3pacTHaTa rpyna (12 go <18 roauuu: 28,6%), OTKOJKOTO B
CPYIIATE C MO-MaiKa Bb3pacT (0T pakaaHero A0 <2 roauHm: 23,3%; 2 xo <12 rogunu: 16,2%).
[[0J1IMO W/IK TEXKKO KbpBEHE, HE3aBUCHMO OT MACTOTO Ha Bb3HMKBAHE, MOXKE /1a A0BEE A0
WHBATHAU3HPaHe, X)XMBOTO3acTpalliaBall0 ChbCTOSHUE WM JOPH JIETalleH U3XO.

CbobuiapaHe HAa NOAO3UPAHH HEXKENAHU peakUUH

Cro0luaBaHeTo Ha NOAO3HMPAHH HEXEIAHH peaKkLIMK Clel pa3pelnaBaHe 3a ynorpeda Ha
JIEKApCTBEHMUA NPOIYKT € BaXKHO. ToOBa MO3BONABA Aa NPOAB/DKY HAOMOAEHHETO Ha

CBLOTHOLUEHHMETO MON3a/PUCK 3@ JIEKAPCTBEHUSA NMPOAYKT. OT MEAULIMHCKHTE CIELIHAIINCTH C€
M3HUCKBA Ja ¢hOoOLIABaT BCAKA MOA03HpaHa HeXXeTaHa peaKLds Ypes:

ManbaHdTENHA areHUMA [10 IeKapcTBaTa
vi. ,,JdamsaH ['pyep” Ne 8
1303 Codus

brirapus
Ten.: +359 2 8903417

yebcanT; www.bda.bg
4.9 Ilpexozupane

/71031’1 ,HHGHI'EITPEIH CTEKCHUIIAT, HAABHIIABALUIH ITPECTIOPDHHYHTCIHHUTC 03U, H3J1ArdT NdUHCHTd Ha
[MOBHUICH PHCK OT KbPBCHC.

ITpy cebMHEHUE 3a Npeao3dpaHe MPOBEKAAHETO Ha KOarylalMOHEH TeCT MOXKE a MOMOTHE 34
onpeaesigsHe Ha pyUcKa OT KbpBeHe (BX. Touka 4.4 u 5.1). KanubpupaH konuuectseH TBP tect wiu
MHOrokpaTHu TBP u3MepBaHusa no3BoisBaT NpeABHXAaHE HA BPEMETO, KOrato e 6baar
JOCTUTHATH OlpeeNeHH HHBA Ha AaburarpaH (BxK. TodKa 5.1), ¢blIO B ClIy4an 4ye ca NpeafpHeTH

JOIMBIAHATCIHH MCPKH — HAIIP. AHaJIH3A.

[IpekoMepHATa aHTUKOATYJIalMa MOXe 1a U3UCKBA NMPEYCTAHOBABAHE Ha JIeUeHHETO ¢ JaburatpaH
eTeKcuaar. I'vl KaTo 1adUraTpas ce €KCKpeTHpa NpeauMHO Ypes Ob0peunTe, TpaOBa 1a ce
NoAabpPKa A0CTaThb4YHA IHype3a. 1bil KaTO CBBP3IBAHETO C MPOTEHHH € B HUCKA CTeNeH, naburarpax
MOXKe da Obae AHaNK3UpaH; UMa OrpaHUHCH KIMHUYEH OMUT, JEMOHCTPHpAalll N0oN3aTa OT TO3M
MOAXOA B KIMHUYHU MPOYUBAHUSA (BXK. TOYKA 5.2).

OgJiagsBaHe Ha YCJIONKHCHHA € KBEPBCHC

B cayuait Ha xeMoparvyuHH yC/I0)KHEHUA AeYeHUeTO ¢ aaburatpad erekcunat Tpsadea na 6vae
[IpeyCcTaHOBEHO, a4 MPWYUHATA 32 KbPBEHETO — M3cjieaBaHa. [o npeueHka Ha neKyBalliis 1eKap 4 B
3aBUCHMOCT OT KJIMHHUYHATA CUTYyallud TpaOBa Aa ce npeaArpueMe NoAXoAAII0 HOATbPKALLIO
JIEeYEHHE, KaTO XHPYPrudHa XeMocTasa WiH 3aMeCTBaHe Ha KpbBEH o0eM.

[1py BB3pacTHHU NALMEHTH B CJIyYaH, KOraTo € Heo0xoaumMo 6bp30 HeyTpalu3nupaHe Ha
aHTHKOAryJIaHTHHA e€QeKT Ha Jaburarpal, MOXe 1a ce M3M0J13Ba CrieHPHUYHOTO HEYTPATH3NPALLIO
CPEACTBO (MAapyUu3yMad), KOETO aHTaroHk3upa (papmMakoAHHaAMUUHHUA epeKT Ha naburarpan.
EdukacHocTTa M 0€30MacHOCTTa Ha Haapyun3yMad He ca yCTAHOBEHH NMPH NMearuaTpUYHHU nalj
(BkK. TOUuKa 4.4).
Moxe 1a ce UMa NpEeABUI NPWIAraHe Ha KOHLUEHTPaTH Ha KoarynalyuOHHH (PakTopH (a
MUKW HEaKTHBHPAHHW) WK peKkOMOUHAHTEH dakTop Vila. MMa HAKOM eKCrnepuMeHTaIH
NOKA3aTEJICTBA B MTOAKPENA HA POJIATA HA TE€3H JIEKAPCTBEHH NPOAYKTH B 00pBLUAHE H




AHTUKOAryJIaHTHUA ePeKT Ha JaduratpaH, HO JaHHUTE 34 M0A3aTa UM B KITHHHYHH YCJIOBHS, KAKTO
1 33 BL3MOXXHHA PUCK OT pUOayHA TpoMOoeMOONIN3BM, ca MHOTO orpaHHueHH. KoarynaluoHHuUTe
TECTOBE MOraT Aa CTaHAT HEHAJICXK/IHH Clie/ NPWIOKEHHE Ha NPenopbUUTEIHUTE KOHLIEHTPAaTH Ha
KOarynailMOHHHU (DaKTOpPH.

TpsaGea na ce BHHUMAaRA IMpH THIKYBAHETO HA Te3H TecToBE. TpAdBa na ce 0OMHCIKM NPWIOKEHHUE Ha
TPOMOOLIMTHA Maca B CITYYauTe, KOraro HMa TpoMOOLIMTONEHUA WIH ca OWIH WU3IION3BaHA
IbAroAeHCTBAIIN aHTHTPOMOOTHYHHM JICKAPCTBEHU NPOAYKTH. LIA10TO CHMOTOMATUYHO JIGUSHUE
TpsabBa fa ce npuiara 1o nNpeUeHKa Ha JieKap4.

B 3aBUCUMOCT OT MECTHHUTE BB3MOXKHOCTM, TpsiOBa Ja ce 0OMMCIIM KOHCYATALINA ChC CINELMANHCT B
CIIYYaH Ha [ONSIMO KbPBEHE.

5. @OAPMAKOJOI'NYHM CBOUCTBA

3.1 PapmakogHHAMHYHH CBOHCTBA

QapMakoTepaneBTUYHA IPyTia: aHTUTPOMOOTHYHU CPEeACTBA, AMPEKTHH TPOMOUHOBHU MHXHOUTOPH,
ATC koa: BO1IAEO7.

MexaHW3bsM HA JeHCTBUE

JlaburatpaH eTekcunaT € Majlka MOJIEKYJIA IPEJIEKAPCTBO, KOETO HE MOKa3Ba (papMaKoJIOrHyHa
aKTUBHOCT. (CJ1e/] MepopalHO NPUIOKeHHe fadburaTpaH eTeKCUAAT ¢ce abcopOupa Obp30 U ce
npeBpblla B JabUraTpaH ypes KaTtaau3dpaHa OT ecTepas’a XMAPOIU3a B M1a3MaTa U B UepHus 1pobd.
HaburarpaH € MOLIEH, KOHKYPEHTEH, 00paTuM, JUPEKTeH TPOMOUHOB HHXHOHUTOP H € OCHOBHOTO
BEUICCTBO ¢ aKTHBHO NCHCTBUE B IUIA3MATA.

TweH kaTO TPOMOUHBT (CEpUHOBA MPOTEa3a) MO3BOJIABA MPEBPBIIAHETO HA GUOPHHOTEHA BB
Gubpud B X0Ja Ha KOaryJauMOHHATA KacKana, HHXMOUPAHETO My IIpeoTBpaTaABa 0Opa3yBaHETO
Ha CbCUPEK.

JlaburatpaH HHXHOWpa CBODOIHMUSA TPOMOHH, PHOPHH-CBBP3aHHUS TPOMOHH H TPOMOUH-
MHAyUUpaHata TpOMOOLIMTHA arperauus.

PapMakOAHHAMHYHH €DEKTH

{n vivo " ex vivo IpOyYBaHHUA TIPH KUBOTHH AEMOHCTPUPAT aHTUTPoMOO3HA e(hHUKACHOCT H
AHTHKOAryJIdHTHa& aKTHUBHOCT Ha JaluratpaH cie/l HHTPABEHO3HO NPWIOKEHWE M Ha JaduraTpaH
€TEKCHJIAT ClIe MIEPOPATHO NPUITOKEHHE NP PA3IMYHH KHBOTHHCKH €KCIIEPUMEHTATTHU MORENY
Ha TpombO3a.

ChLUECTBYBA OTYETIIMBA KOpENalysi MEXIY IIa3MeHaTa KOHLISHTpaUys Ha JaburaTtpaH ¥ CTENeHTa
Ha aHTHKOAarynaHTHHS eQekT, Oazupano Ha ¢aza Il npoyusanma. [aburarpau yabnpkasa
TpoMOUHOBOTO BpeMme (TB), EBC, kakto u aPTT.

Kanubpupanusar konuuectBeH TecT Ha TB upes paspexxnane (TBP) gasa oueHka 3a rutasMeHaTa
KOHLIEHTpaUMs Ha aburarpaH, KOsTo MOXe Ja ObJe CpaBHEHA ¢ OYAKBAHHTE IUIa3MEHH
KOHLIEHTpaLUHuH Ha aaburarpad. B cioy4aii ye kanuOpupanusat TBP tect nokaxke pesyirrar 3a
Mnia3sMeHaTa KOHLUEHTpalHd Ha naduraTpaH, KOMTO € Ha WM MO TPAHUIIATA HA KOJIMYECTBEHOTO

orpeAensHe, CJ¢/IBa J1a ¢€ 0OMHUCIIH MPOBEKIAHE HA TONBIHUTEIHO U3C/IEIBAHE HA KOaryJalmsra,
nanpumep TB, EBC unn aPTT.

EBC Moxe 1a ocUrypH IUpeKTHA OLiCHKA HAa aKTHBHOCTTA Ha JUPEKTHUTE TPOMOHHOR

Tecrvr aPTT e mMpoko AocTEIIEH M TOKa3Ba NPUOIHM3MTETHO aHTHKOArYJIAHTHATA K




nocruriara ¢ gaburarpan. Obaue, aPT'T TecTbT MMa OrpasyvycHa UyBCTBHTEIHOCT U HE €
NOAXOAALL 32 TOYHO KOJIHYECTBEHO ONpeAeIsHE HAa AaHTHKOAryJIaHTHHA edekT, 0coDEeHO npH
BUCOKHM [UTa3MEHH KOHLIEHTpaLKH Ha aaburarpaH. Benpexu ye Bucokn ctoiHocTH Ha aPTT tpadea
Ja ce ThIKYBAT ¢ MOBULLIEHO BHUMAHHKE, T¢ NOKA3BaAT, Y€ MALMEHTHT € aHTHKOaryJjHpaH.

KaTo ua10, MOXKE Ja C€ NpUeME, Y€ TE3M NMOKA3aTeH 32 aHTUKOArylaHTHA AKTHBHOCT MOTrar Aa
OTpa3aT HUBATa Ha AaduraTpaH, KakTo 4 Aa NpeJOCTaBAT HACOKH 3a OLICHKATa Ha PUCKa OT
KbpBeHe, T.e. Haa 90" nepceHTUN HA HAM-HUCKMTE HMBA Ha JabUraTpaH WiH KOAryaalHOHEH TecT,
KaTo Hal- HHUCKKH U3MepeHH cToiHocTH Ha aPTT (3a nparoeere na aPTT Bx. Touka 4.4, Tabanua
5). MO3Ke 1a ce acouMHupa C MOBUILEH PUCK OT KbpBEHE.

TIpeaenyus na MO3bYEH UHCYAM U cucmemen embonuzom npu gvzpacmuu nayuenmu ¢ HKIIM ¢
eoun uau noseve puckosu gaxkmopu (KAINIM)

CrauMoHapHaTa cpe/lHa reOMeTpHYHA [THKOBA TUla3MeHa KOHLIEHTpalldd Ha JaburaTpaH, usMepeHa
ok0J10 2 4aca cneq npunarade Ha 150 mg naburarpaH eTekcunar, € 175 ng/ml, ¢ rpaHuim

117-275 ng/ml (B uuTepBana 25-tn-75-tv nepcentun). CpeaHara reoMeTpuUHa Hau-HHCKa
KOHUEHTpaLHa Ha naburarpas, U3MEpEeHa CYTPHH B Kpasd Ha 1030BUA UHTepBa (T.€. 12 yaca cien
BeyepHaTa 103a gaburarpan 150 mg), e cpeaso okono 91,0 ng/ml, ¢ rpanuum 61,0-143 ng/ml (8
HHTepBana 25-TH-75-TH NEPCEHTHI).

[Tpn naumenty ¢ HKIIM., nekyBaHu 3a npeBeHLMSE HA UHCYJIT U CHCTEMEH eMOonu3bM cbe 150 mg
AA0OHTATPaH €TEKCHNAT ABA NMbTH AHEBHO.

. 90-UAT NEPCEHTHUN HA U3MEPEHUTE HAW-HHCKH TUTa3MeHH KOHUEHTPaUHWK Ha
naburarpan (10-16 vaca cnen npvema Ha npeauiilHaTa nosza) e okono 200 ng/ml,
® HaW-HHCKHTE CTORHOCTHTE HAa EBC (10-16 vaca cnea npyuema Ha npeayiuHaTa 1034a), NOBHILIEHH

NPUOIUIKTENHO 3 NBbTH HAA FOPHATA rPaHuLId HA HOPMATA, ce OTHACAT a0 HabnoaapaHusa 90-
TH HEepCceHTUl Ha yabmkasaHe Ha EBC ot 103 cekyHan,

. Hah-HUCKK CTOHHOCTY Ha aPTT. nosede ot 2 nbTH Haa ropHaTta rpaHnLa Ha HOpMATa
(yabmxasane Ha aPTT ¢ oxono 80 cexynam), (10-16 waca cnea nprema Ha npeauuHaTa
103a) ca oTpaseHn Ha 90-Uus NepCceHTUN OT HADAKAEHUETO.

Hevenue na BT u bE, xaxmo u npesenyun nHa peyuousu Ha BT u bE npu eb3pacmuu nayuenmu
(/[BT/FE)

[Ipu nauuenTH, nexyBanu 3a JABT n BE ¢ne 150 mg naburatpaH eTekcWiar aBa MbTH IHEBHO,
CpeaHaTa reoMeTpH4Ha Hai-HHUCKA KOHUEHTpauMs Ha aaburarpal, usamepena 10-16 yaca cnen
MPUEM Ha 03a, B Kpasg Ha JO30BHA HHTepBan (T.€. 12 yaca cie BeyepHaTa 103a Aaburatpat
etekcunart 150 mg), e 59,7 ng/ml, ¢ rpanuuy 38,6-94,5 ng/ml (B uuTepBana or 23-ty 10 73-TH
nepceHtun). [Ipn neyennero Ha JABT u BE ¢ naburatpaHn erexcuiar 150 mg nsa mbTU IHERHO

. 90-UAT NEPCEHTHA HA UIMEPEHUTE HAN-HUCKM MIa3sMeHH KOHLEHTPALUM Ha
naburarpan (10-16 yaca cnen npyeMa Ha npeauiiHaTa n03a) € okono 146 ng/ml,
. Hail-HUckuTe cToiHocTuTe Ha EBC (10-16 4aca cien npuemMa Ha npeamilnHaTa 103a),

MOBHULIEHH TNPUOAHIUTENHO 2,3 MbTH CAPAMO HAYAJIHUTE CTOMHOCTH, C€ OTHACAT 10
Habnronasanug 90-Ty nepceHTU Ha yabakasaHe Ha EBC ot 74 cekyHau

. 90-uaT nepceHTHN HA HAW-HUCKK CTOMHOCTHU Ha aPTT (10-16 vaca cnea npuema
Ha NMpEIMIIHATA A033a) € 62 CeKyHan, KoeTo e 1,8 bTH CTOHHOCTTA Ha U3XOAHO
HUBO.

Hsama nasnu 3a papMakoKHHETUKATa MpU NallUeHTH, JIEKYBaHH 3a MPEBEHIMSA Ha pe
JABT u BE ¢be 150 mg naburarpaH eTekcunaT ARa MbTH JHEBHO.

KaMHWYHA ePHUKACHOCT M He3omacHocT




Emnuvecku npousxoo

He ce HabaonaBat KIMHHMYHO 3HAUYMMU €THHUECKH PA3IUKHA MCACLY MNALIMCHTHTC OT CBPOIICHAHATA

paca, ¢ apo-aMepUKaHCKH, JTATHHO-aMEPHUKAHCKH, ATIOHCKH MJTH KUTaHUCKH NIPOHU3XOA.

Ipesenyun na Mo3vbuen uHCYyam u cucmemern emooruzvm npu evipacmuu nayuenmu ¢ HKIIM ¢

COUH UTU HOBeYe PUCKOBU aKmopu

KnuHUYHKTE JaHHU 3a €PUKACHOCTTA Ha NabUraTpaH eTeKCcHiar ¢a pe3yarar oT npoyusaHeTo RE-

LY (Randomised Evaluation of Long-term anticoagulant therapy) — MynTuLeHTpoBRo,

MYJITHHALIMOHATHO, PaHAOMU3UPAaHO MapanenHo /o U3MATBAHE C ABE 03U JaduraTpaH
erekciar (110 mg 1 150 mg aBa NbTHU IHEBHO) B CPABHEHHE C OTKPUT IPHEM Ha BapdapHH MpH
MALUMEHTH C NPEACHPAHO MBKICHE C YMEPEH A0 BUCOK PUCK OT HHCYJIT H CHCTEMER eMOOMIU3bM.
[IbpBHUHATA L€ HA MPOYUBAHETO € Aa ONpPEAENM JaaM JadHraTpas ETEKCHIAT OTCThIIBA HA
BaphapuH NpH NOHWKABAHETO Ha CLOMTHATA HA CbCTABHATA KpalHa TOUKA ,,MHCYJIT H CHCTEMEH
emMb0aK3BM™, CbLLO TaKa € AHAJU3UPAHO U CTaTHCTHYECKOTO NPERB3XOACTRO.

B npoyueaHeTo RE-LY ca panpomuzupanu oburo 18 113 nmauueHTH Ha cpeHa BB3pact 71,5 rognnam
n cpeaed CHADS; cbop 2,1. [lonynauusara oT naliueHTH € 64% oT Mbkku noa, 70% ot

€BpONEeHNEH npou3xod M 16% oT1 azvaTcku npousxod. Ilpy naumneHTuTe, paHAOMH3HPaHHU 3
nony4aBar BapdapyH, CpeJHUAT OPOLEHT Ha BpeMeTo B TepaneBTHueH obxBaT (BTO) (INR 2-3) e
64.4% (meanana na BTO 67%).

[IpoyusaHeTro RE-LY nokasea, ye naburarpan erekcuwiar npu ao3a 110 mg nBa mbTH IHEBHO HE
OTCTBIIBA HAa €eKTa OT BaphaprH NPH NPEBEHLIMA HA UHCYJIT U CUCTEMEH eMOOIU3bM NPH
NalHeHTH ¢ NMPEAChPAHO MBXKAEHE, C TOHWXKEH PUCK OT MHTpakpaHHanHa xemoparus (MKX),
00O KbpPBEHE U rOMAMO KbpBeHe. Jlozara 150 mg aBa MbTH JHEBHO NOHIDKARA 3HAYMMO PUCKA OT
HCXEMUYEH M XEMOPArH4eH HHCYIIT, ¢baoBa cMbpT, KX 1 00110 KbpBEHE B CpaBHEHHE C
Bap(apuH. HecToraTa Ha rojiiMO KbpBeHe P Ta3u 103a € ¢paBHHUMa ¢ BapdapuH. Yectorara Ha
MHOKapAEH MHGAPKT € NEKO NOBHLIEHA NpH faburaTpad etekcuiar | 10 mg npa ITbTH IHEBHO H
150 mg n1Ba nbTH IHEBHO B CpaBHEHHME Cc BapdapuH (koedHuUeHT Ha pucka 1,29; p=0,0929 u
koeduuueHT Ha pucka 1,27; p=0,1240, choTeeTHo). C nogobparane Ha npociaeassaHeTo Ha INR,

HabIloAaBaHKTE NOJ3Y OT AabUraTpaH €TeKCUIAT B cpaBHEHMe ¢ BapdapHH oTcaabear.

TaGaumum 17-19 nokaszsar noapoOHO KIOHOBUTE PE3YATATH B LIANATA MOMYJIALUA:

Tadanuma 17: AHAAH3Z HA NTBPBOTO CHOHTHE - HHCYJIT HJIH CHCTEMeH eMO0JIH3IBM (MbPBHYHA

KPaHHA TOYKA) 0 BPeME HA NepHoaA HA npoyiBaHe Ha RE-LY.

pP-CTOHHOCT

HaburatpaH erekcunar | JdaGurarpad eTekcunar Bapdgapun
110 mg nsa nvTh aAHeBHO | 150 mg nBa nbTH AHEBHO
PanpoMusnpanu 6015 6 076 6 022
NauMeHTH
UHCyaT Wunu
cHcTeMeH eMOONU3IBM
Yecrota (%) 183 (1,54) 135(1,12) 203 (1,72)
KoedunuuneHT Ha 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
pUCKa C/y
BapdapuH (95%
CI)
[TpeBb3XOACTRO p=0,2721 p=0,0001

% Ce€ OTHaC# 10 FOAMIIHATA YeCTOTA HAa ChOUTHATA



Tabauua 18: AHanau3 Ha NBPBOTO CHLOMTHE HA HCXEMHYEH HJ/IH XeMOPATHYEH HHCYJIT M0
BpeMe HAa nepHoaa HA npoy4uBaHe Ha RE-LY.

HMabGuratpan etekcunart | JlaburarpaH eTekcunar BapdapuH
110 mg aBa mbTH 150 mg asa nuTH
JHEBHO AHEBHO
PanaomMu3upaHu 6 015 6 076 6 022
NALMEHTH
UHcynT
YecToTa (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduuneHT Ha 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
pUCKa C/y
BapdapuH (95%
CI)
p-CTOMHOCT 0,3553 0,0001
Cucremed eM00IH3BM
Yecrora (%) 15 (0,13) 13(0,11) 21 (0,18)
KoedHuMeHT Ha 0,71 (0,37, 1,38) 0,61 (0,30; 1,21)
pUcka c/y
papgapHH (95%
CI)
P-CTOHHOCT 0,3099 0,1582
McxeMHyeH HHCYIT
YecTota (%) 152 (1,28) 104 (0,86) 134 (1,14)
KoeduuueHT Ha 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
pUCKa c/y
paphaput (95%
CI)
P-CTORHOCT 0.3138 0,0351
XEMOoparmveH HHCYAT
Yecrora (%) 14 (0,12) 12 (0,10) 45 (0,38)

Koe(ruuueHT Ha
PUCKA C/y
gapdapHH (95%
CD)

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

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

p-cml‘«i HOCT

0,0001

<0,0001

% ce oTHaca Ao rogjumiHaTa 4cCtoTd Ha crOuTHATA

Tabanua 190 Anaani Ha CMBPTHOCTTA MO BCAKAKBA NPHYHHA H HA CHPJEYHOCHAOBATA

CMLPTHOCT 110 BpeMe HA NepHoaa Ha npoy4BaHe Ha RE-LY.

Haburarpau erexcunar | J{aburarpaH eTekcunar Bapdapun
110 mg nBa mbTH 150 mg aBsa nbTH
OHCBHO JHEBHO
PaHaoMU3KUpaHH 6015 6 076 6 022
1aUMEHTH
CMBPTHOCT MO BCAKAKBa
NpHUNHA
Yectora (Yo) 446 (3,75) 438 (3,64)

KoepuuueHT Ha
pUCKa C/y

BapdapHH
(95% CI)

0,91 (0,80; 1,03)

0,88 (0,77; 1,00)

p-CToﬁHocT

0,1308

0,0517




CbJ0Ba CMBPTHOCT
YecTota (%)
KoedpuiimeHT Ha
pYcKa c/y
papdapul (35%
Cl)
p-CTOMHOCT 0,2081

% ce OTHaca A0 rOAMILIHATA YeCTOTA HA CHOUTHATA

289 (2,43)
0,90 (0,77; 1,06)

274 (2,28)
0,85 (0,72; 0,99)

317 (2,69)

0,0430

Tabnanum 20-21 nokaspar pe3ynrarure OT ITbPBUYHATA KpaiHa TOUKa 3a €(pUKaCHOCT U Oe30macHoCT
B CHOTBETHHUTE CYOMNOMyaLMH:

3a MbpBHYHATA KpaiiHa TOYKa ,,MHCYJIT M CHCTEMEH eMOONU3LM™ He ca WASHTH(HIMPAHH NOArpyMH
(T.e. Bb3pACT, Terno, non, 0uopeuHa QyHKIMs, €eTHUYECKA NPHHALJICKHOCT U Ap.) C pa3/IMueH
KOe(HLMEHT Ha PUCKA B CPaBHEHHE C BapdapuH.

Tabtauna 20: KoedunuenTt Ha pucka u 95% CI 3a nHeyaT/cHcTeMeH eMOOIHIBM M0 MOATPYNH
KpaiHa Touka HaburatpaH eTekcunar JlaburarpaH eTekcunar
110 mg ABa mbTH AHEBHO C/y 150 mg npa mbTH AHEBHO C/Y
BappapvH BApapHH
Bb3pacT (roaqMHu)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<u <75 0,86 (0,62; 1,19) 0,67 (0,47, 0,95)
>75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30<u <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50<u <80 0,91 (0,68, 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51, 1,28) 0,69 (0,43; 1,12)

3a MbpBHYHATA KpaWHa TO4YKaA ,,[OJAMO KbPBEHE™ HMa B3aUMOeHCTBYE Ha edeKTa OT JIEUEHHETO U
BL3pacTTa. UTHOCUTEIHUAT PUCK OT KbpBeHE ¢ abUrarpaH B cpaBHEHUE C Bap(apuH Ce YBE/IHYaBa C

Bb3pacTTa. OTHOCHUTEIHUAT PUCK € HAN-BUCOK NIPH NMAUMEHTH =75 roauHu. CrreTeTRalnaTa ynorpeba
Ha aHTHTpOMOOTHUHM cpeacTBa, ACK wnu knonuaorpen npubansutenHo yasosea uectorata Ha CI'K,

KAKTO NpH 1abUraTpaH €TeKCHUNarT, Taka H Npu BapdapuH. Hama 3HauuMo B3auMoaeiCTBHE Ha
TEpaneBTUYHUTE eheKTH npr noarpynure no 6x6peuna ¢pynkuns 1 CHADS; pesynrar.

Tabaunua 21: Koepuunenr na pucka u 95% CI 3a ch0uTHA HA ro1siMo KbpBeHe N0 NOATpYNH

Lo

Kpaiina Touka Haburarpan erexcunar Jaburarpan eTekcuiar
110 mg nBa MbTH AHEBHO C/Y 150 mg aga mbTH OHEBHO C/Y
BapdapuH papdapuH
Bb3pacT (roauHu)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<un <75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
=75 1,01 (0,84, 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30< u <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22 _,m
50< n <80 0,75 (0,61; 0,92) 0,90 (0,74 /' 5{'%
>80 0,59 (0,43; 0,82) 0,87 (0,6/ §V o,
Yrorpe6a na ACK 0,84 (0,69; 1,03) 0,97 (0, {E[r m %
2 #fl::_. T .
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Ynorpeba Ha KJondaorpe 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (Ovicocpouno, My imuyenmposo RPpOOBINCEHUE HA UINUMBAHEMO HA AEYEHUEMO C
dabueampan RPpU RAYUEeNmMu ¢ nPeoCvPOHO MbIICOEHe, KOUMO ca 3agvpuiuau uznumeanemo RE-LY)

[Ipoabiikenunero Ha uanureaHeTo RE-LY (RELY-ABLE) ocurypssa aonwisuTeHa HHGOpMaLUa

3a 6€30MacHOCTTA NPH KOXOPTA NALMEHTH, KOUTO ¢a NPOAL/DKHIM Aa npueMar gaburarpaH
€TEKCHJ/IAT, B ChlaTa 1034, onpeaeseHa B uanuraadeTo RE-LY. 3a uanuteanero RELY-ABLE ca

U30paHU NaLUEHTH, KOMTO 110 BPEMETO HA MOCNeAHATAa MM BU3HTa OT M3nuTtBaHeTo RE-LY He ca
NpeKbCHANK JIEYEHHUETO 3a MOCTOSHHO. BKIIOYEHHTE NALMEHTH ¢a NPOABIKIIH Ja IPHEMAT
cbllaTa JBOMHO-CNANA 1033 AadUraTpaH eTeKCHIAaT, paHaoMu3upaHo onpeaeneHa B RE-LY ), 3a
npocieassade a0 43 meceua cneq RE-LY (obwo cpeaHo npocneaspane RE-LY + RELY-ABLE,
4.5 roguHn). I[lopbpanu ca

5 897 nauMEHTH, KOMTO npeacTasisasar 49% ot naureEHTUTE [TbPBOHAYAIHO,

PAHAOMHK3UPAHO OMNpeaeneHHn aa npuemar gadburarpad erekcunar B RE-LY u 86% ot

niopanuTe nauveHTd B RELY-ABLE.

[Io BpeMe Ha ponbaHuTenHure 2,5 roguan Ha neueHue B RELY-ABLE, ¢ MakcuManHa ekcrno3uums
Haa 6 roauHy (obwa excnosuuus B RE-LY + RELY-ABLE), npodunbT Ha Oe3onacHoOCT Ha
naburaTpaH eTeKCUIIaT B ABJITOCPOYEH IUIaH € NOTBBPAEH 3a ABETE W3NUTBaHU 103M 110 mg nea
nbTH aHesro U 150 mg aBa nbTHU AHEBHO. He ca HabnronaBaHKM HOBY HAXO/IKH, CBBP3AHHU C
Oe3onacHocTTa, YecToTaTta Ha U3XOAHH CHOUTHA, BKIIIOYHUTENHO IOJIAMO KbPBEHE U APYIrH CHOUTHA
HAa KbPBEHE, CHOTBETCTBA HA Ta3u, HabnmroaaraHa B RE-LY.

Haunu om HeurmepeeHyuoOHIHU RPOYYEAHUSA

[Ipy enHo HenHTepBeHUMOHAMHO IpoyusaHe (GLORIA-AF), npocniekTuBHO ca ¢bOpaHH (BbB
BTOpaTa My (paza) JaHHH 3a 6€30MacHOCTTa H e(PeKTHBHOCTTA [IPH HOBOAHAT HOCTHLIMPAHHK
naumeHTH ¢ HKITIM Ha naburarpaH erekcunar B peasHu ycnoeus. [lpoyusanero BriniouBa 4 859
nauueHTy Ha naburatpan erekcunar (55% nexysanu ¢be 150 mg aBa et AHEeBHO, 43% NeKyBaHuU
cke | 10 mg aABa nbTH AHEBHO, 2% JIEKYBAHM CbhC 75 mg ABa MbTH AHEBHO). [laLiMeHTHTE ca
npocneasaBaHy B npoabxenue Ha 2 ronnHu. Cpeannre CHADS; n HAS-BLED ckopose ca

croTBeTHO 1,9 1 1,2. CpeiHOTO BpeMe Ha rnipocaeaBaHe Mo BpeMe Ha TepanuaTa € 18,3Mecela.
["'onsiMo KbpeeHe € Bb3HMKHAIO rnpu 0,97 Ha

100 naunentoronrMHu. Mma crobiuenus 3a )xuBoTo3acTpaiaBae kspseHe npu 0,46 Ha

100 naumenTOroaAMHH, BrTpedepenta xeMoparua npy 0,17 Ha 100 naupeHTOorogMHM ¥ CTOMAILHO-
ypeBHO KbpBeHe npH 0,60 Ha 100 naunentoroauan. UHCynT € Bb3HUKHaN npH 0,65 Ha

100 nauneHTOroanHM.

(OcBeH TOBa B €1HO HEMHTEPBEHIIMOHATHO npoyuBaHe [Graham DJ et al., Circulation.
2015;131:157-164] npu noseue or 134 000 naumeHTH B cTapyecka Bb3pacT ¢ HKIIM B
CheanHeHWTE waTtH (aonprHecno 3a noseye ot 37 500 nauMeHTOroAnHU BpeMe Ha NpOoCieIaBaHe
C MPUIOXKEHKE HA Tepanus) nqaburatpat erekcunar (84% oT nNauUeHTUTE ca JIeKyBaHH ¢be 150 mg
ABa MbTH AHEBHO. 16% OT MaUUEHTUTE Ca JICKYBAHH CbC 75 mg ABa MbTHU JHEBHO) CE€ CBBP3Ba C
MOHHIKEH PUCK OT HCXEMHUYEH UHCYNT (koeduuneHT Ha prcka 0,80, 95% noseputeneH UHTEpRA
[CI] 0,67-0,96), BpTpeuepenHa xemoparusa (koeduuneHT Ha pucka 0,34, CI (0,26-0,46) u
CMBPTHOCT (Koe@HLUMEHT Ha pucka (0,86, CI 0,77-0,96) u yBenuueH puck oT CTOMALLIHO-YPEBHO
KbpBeHe (KkoepuuueHT Ha pyucka 1,28, CI 1,14-1,44) B cpaBHeHHe ¢ BapdapuH. He e oTkpuTa
paznykKa no OTHOUIEHHE Ha ronsaMo KbpBeHe (koeduruuedT Ha pucka 0,97, C1 0,88-1,07).

Te3n HabntoneHKd B peaiHy yCIIOBUA NOTBBPK/IABAT YCTAHOBEHUA NMPodun HAa 0e30macHoCT
eHKacHOCT 3a JaduraTpaH ETEKCWIAT MPU TORA NOKa3aHue B npoyusaHeto RE-LY.

[ayuenmu, neonosicenu na xamemvpHa abAAYUS NPU NPEOCHPOHO MbHCOEHE



[IpoBeneHO € MPOCMNEKTUBHO, PAHIOMH3UPAHO, OTKPHUTO, MHOT'OLIEHTPOBO, H3CTIC10BATE/ICKO
NpoOy4YBaHEe ChC 3ac/eneHa, UEHTPAIHO YCTaHOBeHa OLeHKa Ha kpaiiHata Touka (RE-CIRCUIT) npwu
704 nauMEHTH HA YCTAHOBEHO aHTUKOATYJIAHTHO JiedeHHe. B NpoyuBaHeTo € CpaBHEHO
HETIPEKbCHATOTO NEYCHME ¢ JaburaTpan eTekcunar 150 mg apa MbTH JHEBHO C HEMNPEKBCHATOTO
NledyeHre ¢ KopurupaHa Bb3 ocHoBa Ha INR fo3a Bapdaput npu kateTbpHa abnanus Ha
NapoOKCH3IMAIIHO KWK NMEPCUCTUPALIO NPeAChPAHO MbxaeHe. OT 704-Te BKIIOUYECHHU MAUHEHTH, 317 ca
[I0IJI0KEHH Ha ablalMs Ha MpeAChPAHOTO MBXKACHE NPH HETIPEKBCHATO JICYEHUE ¢ AaduraTpas, a
318 ca NoANoXKeHU Ha abiaums Ha NPeACHPAHOTO MBXKIEHE NPH HENPEKBCHATO NICUEHHUE C
papdapvH. Ha BCHYKH MalmeHTH e HanpaseHa TpaHceszodareanta exoxkapauorpagus (TEEK) npean
kaTeTbpHaTa abnauus. OCHOBHUAT pe3yaTar (YCTAHOBEHO roJiIMO KbPBEHE CTIOpE/l KPUTEPUUTE Ha
ISTH) HacTenBa nipu S (1,6%) nauuMeHTH B rpynara Ha JieueHHe ¢ Jaburarpal eTeKcunar U npy 22
(6,9%) nauMeHTH B rpynara Ha je4yeHue ¢ BapdapuH (pasiuka B pucka —5,3%; 95% Cl1 —8.4, 2,2,
P=0,0009). Hama c1u0uTHe HA HHCYIT/CHCTEMEH €MOOTH3BM/TIpEXOHA UcXeMU1HA araka (T1A)
(KOMOMHHpPAHO) B paMOTO Ha NeueHWeTo ¢ AaburaTpad eTeKcunaT ¥ UMa enHo cebutue (T1A) B
PAMOTO Ha JicueHHe ¢ BapdaprH OT BPEMETO Ha abnaumsaTa U 0o 8 ceaMuLuM cnen adbnanmaTa. Topa
M3C/IEA0BATENICKO NMPOYYBAHE NMOKa3a, 4e AaburarpaH €TEKCHNAT € CBbP3aH ChC 3HAYUTENIHO
HaMaJisBaHE Ha YECTOTATA

Ha CI'K B cpaBHeHHe ¢ KopUrupaHa Bb3 ocHOBa Ha INR no3a BapdapuH B ycnoBuaTa Ha abnaums,

IHayuenmu, xoumo ca dunu nooA0XNCeHU HA REPKYManHa Koponapra unmepeenyus (IIKH) cvce
CIEHMUPAHE

[TpocneKTHBHO, pAHAOMH3NUPAHO, OTKPUTO NPOYUYBAHE ChC 3acnerneHH kpaiHd ToukH (PROBE)
(haza I1Ib) 3a onenka Ha aBokHa Tepanus ¢ xaburarpad erekcunar (110 mg unu 150 mg na
MbTH JTHEBHO) ILTIOC KJIOMHAOIPEN WK THKarpesop (aHraroHucT Ha P2Y 12) B cpaBHEHME ¢
TpoiHa Teparnus ¢ BapdapuH (kopurupana keM INR 2,0-3,0) niroc knonuaorpen wiu
Tukarpenop u ACK, e nposeaeHo npu 2 725 mauueHTH ¢ HEKNANHO MPeachbpAHO MBXKACHE,
kouto ca Ounu noanoxeHd Ha [TIKU ¢be crenrnpade (RE-DUAL IIKH). INatwenture ca
paHIOMH3MpaHM 3a JBOMHA Tepanus ¢ gaburarpatd etekcunart | 10 mg aBa MbTH JHEBHO, 1BOMHA
Tepanus ¢ AaburarpaH etekcunat 150 mg 1Ba NbTH AHEBHO MM TPOMHA TEparHs ¢ BapdapuH.
[laumenTH B cTapuecka Bb3pacT U3BbH CALL (Ha Bb3pact >80 rogMHH 3a BCHYKH CTpaHu, =70
FOAMHM 3a SnoHus) ca pasnpeacicHU Ha CIy4yaeH NPUHUMIT KbM I'PyniaTa Ha ABOHHA Tepanms ¢
aaburarpa erekcunar 110 mg uau kbM rpynaTa Ha TpokHa Tepanus ¢ BapdapuH. [1tupBuUHaTa
KpaiHa TOUKa ¢ kKoMOMHHpaHa KpalHa TouKa ,.,cb0MTHA Ha roiiMoO KbpBeHE Ha Hazara Ha
aeprHuuma Ha [STH win cbbutie Ha KTUHUYHO 3HAUHMO HEroaaMoO KbpPBEHE" .

YecToTaTta Ha mbpBUYHATA KpaHHa Ttovka € 15,4% (151 mauneHTH) B rpynata Ha ABOUHA TEPANHi ¢
nadurarpaHl erekcuaat 110 mg cnpamo 26,9% (264 nauveHTH) B rpynara Ha TpOHHA Tepanus ¢
Baphapun (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a nHe no-manka epukacHoct u P <0,0001 3a
npesb3xoacTso) U 20,2% (154 nauudeHTH) B rpyrnara Ha ABOiHa Teparina ¢ AadUMrarpaH eTekcHIaTt
150 mg, B cpaBHeHHE ¢ 25,7% (196 nauneHTH) B CHOTBETHATA MPYyNa 3a TPOMHA Tepalui ¢
gapdapun (KP 0,72; 95% CI 0,58; 0,88; P <0,0001 3a He no-manka epuxacHoct u P=0,002 3a
[PEBB3XOACTRBO).

KaTo 4yacT oT OnMcaTenHUs aHaIu3, YeCTOTATa Ha ChbOUTHA Ha roIiMoO KbPBEHE NPU TpoMOONK3a
npy HHpapkT Ha MUokapaa (Thrombolysis In Myocardial Infarction, TIMI) e no-Hucka u B apete
TPy Ha ABOHHA Tepanus ¢ AaduraTpaH eTeKCHIaT, OTKOJIKOTO B rpyraTa Ha TpOHHa Teparmsa ¢
BapdapuH: 14 cubutusa (1,4%) B rpynata Ha nBoiiHa Tepanus ¢ gaburarpad erekcunart 110 mg, B
cpaBHeHME ¢ 37 ¢cubuTHd (3,8%) B rpynata Ha TpoiHa Tepanua ¢ BapdgapuH (KP 0,37; 95% C1 0,20
0,68; P=0,002) n 16 cxbutua (2,1%) B rpynara Ha 1BOHHa Tepanus ¢ gaburatpaH etekcunar 150
mg, B cpasHeH#e ¢ 30 cuOuTHa (3,9%) B cboTBEeTHATa rpyna Ha TpoiHa Tepanus ¢ BapdapuH
0,51; 95% C1 0,28; 0,93; P=0,03). K nBeTe rpynu Ha ABOHHA Tepanus ¢ gaburarpaH eTek @‘ﬁ\mﬂ Mg
MMaT TMO-HUCKHW YECTOTH Ha BbTpEUEpenHa XeMoparus, OTKOJKOTO ChOTBETHATA Ipyrna
Tepanus ¢ papdapuH: 3 cedutra (0,3%) B rpynata Ha ABoiiHa Tepamua ¢ JabUrarpax e
1 10 mg, 8 cpaBHeHMe ¢ 10 cubutua (1,0%) B rpynara Ha TpoitHa Tepanua ¢ BapdapuH {
95% C10,08; 1,07; P=0,06) u | cubuTHe (0,1%) B rpynaTa Ha ABOIHA Tepanus C na6ur,




etekcunar 150 mg, B cpapueHune ¢ 8 cubuTHa (1,0%) B CHOTBETHATA rpyna HA TPOHHA Tepanus ¢
BapdapuH (KP 0,12: 95% (1 0,02; 0,98; P=0,047). YectoraTra Ha ¢bOMTHATA OT KOMOHHHpaHaTa
KkpaifiHa To4Yka 3a e(PMKACHOCT ,,CMBPT, TPOMOOEMOONHYHH cBOMTUA (HH(DAPKT HA MHOKapaa, HHCYAT
WA CHCTEMeH eMOOIN3BM) WM HETUIaHWpaHa peBacKyapH3aluMsa KOMOMHHpPAHO B ABETE I'PYIH Ha
JABOMHA Teparnua ¢ AaburaTpaH €TeKCWIAT € ¢ He Mo-MaiKa e(pHUKacCHOCT OT Ta3H B Irpyrara Ha
TpoiHa Tepanus ¢ BapdapuH (cboTBeTHO 13,7% cnipamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29;
P=0,0047 3a He no-manka edpukacHocT). HamMa cTaTUCTHUYECKHU pa3iIMKK B HHAWBUAYATHUTE
KOMMOHEHTH Ha KpaHHMTE TOUKH 32 e()MKACHOCT MEXAY KOATO W Aa OWIIo OT rpynuTe Ha ABOHHA
Tepanus ¢ JaburaTpaH €TeKCWIAT M I'pyIllaTa Ha TPOMHA Tepanua ¢ sapgapuH.

[Ipoy4yBaKHeTO NoKazpa, 4e ABOHHATA Tepanua ¢ JabHraTpaH €TEKCUIAT Y aHTarOHKUCT Ha
P2Y'12 3Ha4YMTE/IHO MOHHKABA PUCKA OT KBPBEHE, B CPABHEHHE C TPOHHATA Tepanu4i ¢
papdapuH, ¢ He No-Masika e(pUKaCHOCT 3a KOMOUHHpaHAaTa KpaiiHa TOUKa
~TpomMO0emMOOIUYHK CHOMTHA PH MALMEHTH C NPEACHPAHO MBKIAECHE, KOUTO ¢a OrMnu
nognoxeHy Ha I1KH ¢be ctenTnpane.

Hewenve na BT u bE npu ev3pacmuu nayuenmu (nevenue na JIBT/BE)

EdukacHocTTa 1 6e30macHoCTTa ¢a MPOy4YBaHU B AIBE MHOMOLIEHTPOBH, PAHIOMM3UPAHH, JBOHHO-
CJEMU, NPOYUYBAHUA C MOBTapALLe ce nedyeHHe U napanenHy rpynu RE-COVER u RE-COVER I1. B
TE3M NMPOYUBAHMA C€ CpaBHABA naburatpad eTekcunar (150 mg aBa NbTH AHEBHO) ¢ BapdapuH
(uenera ctorHocT Ha INR 2,0-3,0) npu naumenTH ¢ octpa JIBT w/unu BE. OCHOBHAaTa 1i€n1 Ha TE3H
MPOYYBaHHUA € N1a ce ONPENcH Jany 1aburaTpaH €TeKCHIaT UMa HE N0-Malika €pUKACHOCT OT
BapdapuH MpyU HamansaBaHe CbOUTHATA Ha MbPBUMHATA KpaiHa TO4YKa, KOATO NpPeACTaBIIsABA
kOMOHWHauuATa OT peuraveypallna cumnromaTiuHa JABT wunu bE, ¥ Ha ¢BbLp3aHHTE CMBPTHH
CIy4au B PaMKHWTE Ha 6-MeceuyHHs MePHOA Ha JICUEHHE.

B coopuute npoyusanus RE-COVER u RE-COVER Il 06wo 5 153 nauneHTH ca paHAOMH3HpaHH
u 5 107 ca nekyraHH.

[I[poabmxUTENnHOCTTA HA JIeUeHHETO ¢ (PUKCHpaHa f103a naburarpad € 174,0 aHu 6e3 npocieasBaHe
Ha koaryJsauuata. [Ipu naupeHTuTe, paHIOMM3UpaHH 3a TIPUEM Ha BapapHH, MeaxaHaTa Ha
BpeMeTO B TepaneBTU4deH HHTepBad (INR 2,0 no 3,0) e 60,6%.

M3nuTeaHuATa HOKa3BaT, 4e JICHEHUETO ¢ JaburaTpad erekcunar 150 mg nea NbTH AHEBHO € HE M0-
MAaJIKO e(pUKACHO OT NeUYeHUeTo ¢ BapdapuH (rpaHuila 3a He no-Manka eduxkacHocT 3a RE-COVER
u RE-COVER II: 3,6% 3a pasnuka B pHcka 4 2,75 3a koedHLMEHT Ha pHCKa)

Tabnamna 22: AHaau3 HA NBPBHYHATA H BTOPHYHHTE KpaiHu ToukH 33 epukacHocT (BTE ce
c¢beToM OT JIBT n/nau bE) no xpas Ha nepnoaa cJiea J€4eHHETO B COOPHHUTE
npoyusanusa RE-COVER u RE-COVER 11

JaburarpaH erekcunar

150 mg Ba OIBTH JTHEBHO Bapgaprn
JlexyBaHM naLuUeHTH 2 553 2 554
Peuuaueurpaw
cumnToMaTtudeH BTE u 68 (2,7%) 62 (2,4%)

c¢Bbp3aHa ¢ BTE cmbpT

KoebhuliMeHT Ha pucka
CrpaMo BapgapuH 1,09

(95% nosepurenen (0,77; 1,54)
HHTEpBa)




Bropuunu KpanHu
TOUYKH 38 e()HKACHOCT
Peunausupali
cumniromaruded BTE # 109 (4,3%) 104 (4,1%)
CMBPT [0 BCHKAKBA
pUYKUHa
0
95% noeepuTeneH 3.52.5.13 3,34, 491
HHTEpBAaJl
CumnromatuuHa /IBT 45 (1,8%) 39 (1,5%)
0
957 noBepHTENeH 1,29; 2,35 1,09; 2,08
MHTEpBaJI
Cumrnromaruyes bE 27 (1,1%) 26 (1,0%)
g
95% noeepureneH 0,70; 1,54 0,67; 1,49
UHTCpRA
Cebp3ana ¢ BTE embpt 4 (0,2%}) 3(0,1%)
a
95% norepuTeNeH 0,04: 0.40 0,02; 0,34
MHTEPBAJ
CMBPT MO BCAKAKBA 51 (2,0%) 52 (2,0%)
IIpUYMHA
0
95% norepureneH 1.49: 2.62 1,52 2.66
WHTEpBall

{Ipesenyus na peyuousupawa J[BT u bE npu sv3pacmnu (npesenyus va JIBT/FE)

J1Be paHOIOMU3HPAHH, ABOHHO-CIIENH MTPOYUBAHUS ¢ NapaesiHi IPYIH ¢a MPOBEASHH MPH NaLUHeHTH
C MPEeAXOJIHA aHTHKoaryJ/aHTHa Tepanusi. B npoy4sanere RE-MEDY, koHTpOIupaHo ¢ BapdapHH,
Ca BK/IOYEHH NMALHUCHTH, [IPeaXOAHO JIEKYRAHHU B MPOABIKEHUE HA 3 A0 12 Mecena, KOHUTO ce
HY>KNasaT OT AOMBJIHUTEIHO AHTHKOAryJIaHTHO JIEYCHHUE, A Taleb0o-KOHTPOJIMPAHOTO NIPOYYBAHE
RE-SONATE BrmouBa NalMEHTH, NPEAXOOHO JIEKYBaHHA B Npoab/xkeHHe Ha 6 10 18 Mecena ¢
HHXUOHTOPH Ha BUTaMuH K.

Lienra Ha npoyusanero RE-MEDY e na ce cpaBHAT 0e30m1acHOCTTa H €(PHKACHOCTTA HA
nepopainHus padurarpaH etekcwiar (150 mg aa msTH JHEBHO) ¢ BapdapuH (LieeBa cCTOMHOCT Ha
INR 2,0-3,0) npH nDpoab1KUTEIHO JEYEHUE U MIPEBEHUKS HA pELiM/IABHPAIa CHMIITOMATHYHA
ABT w/van BE. O6wo 2 866 nauuenTty ca paunomusupady U 2 856 ca nexyBanm.
[IpoABIDKUTENHOCTTA HA JIeUEHHETO ¢ Ja0uraTpaH eTeKCHIAT Bapupa ot 6 10 36 Mecena (MeauaHa
- 534,0 onu). [Ipn nalMeHTHTE, pAHXOMH3UPAHU Ha JieueH e ¢ BapdapuH, MeAHaHaTa Ha BPEMETO
B TepaneBTH4eH Avana3on (INR 2,0-3,0) e 64,9%.

RE-MEDY nokassa, u¢ neyenuero ¢ gaburarpan erekcunar 150 mg apa msTH JHEBHO € HE I10-
MajIKO €(HKaCHO OT BapdapuH (rpaHHLa 3a He No-Malika ehuKacHocT: 2,85 3a koedpHIHEHT Ha
pyucKa ¥ 2.8 3a pa3auka B pUCKa).

Tabauua 23: AHaIH3 HA ThPBHYHHTE H BTOPHYHHTE KPaiHH TOYKH 32 eduxacuoct (BTE ce
cbeToH oT [IBT w/nau BE) 10 kpan Ha nnepuoaa c/iel leueHHETO B NPOYYBAHETO

RE-MEDY
Haburatpan eTekcuuart BapdapuH
150 mg nBa nbTH
JHEBHO .
JIeKyBaHH NalUEHTH 1 430 1 426 fé”{f ; _--l-_ 03
Peunausupain cumnromatuues BTE u o S
cbpsasa ¢ BTE cmbprt 26 (1,8%) 18 (1,3%) U\ E};‘\ R Sl

Q



KoethulMeHT Ha pHcKa CripaMo 1 44

papdapHH ’

(95% NOBEPHUTEICH HHTEPBA) (0.78; 2,64)

He No-MaJika e()UKaCHOCT 2,85

[TauHeHTH, IPH KOMTO € Bb3HHKHANO 59 (7

ctrOuTHe KM 1 8% Mecen

KymynatuBeH puck KbM 18-ud Mecen 1 7 "

(o) ’ ’

Paisidka B pyMCKa cripsMo BapdapuH 0.4

(7o) ’

95% NOBEPUTENICH HHTEPBA

HE MO-MaJ1Ka €PHKACHOCT 2,8

BTopyuuHU KpaHHH TOYKH 34

€(PHUKACHOCT

Peunaneurpaw cuMmnromMatvyed BTE u 47 o o
(2,9%) 36 (2,5%)

CMBPT N0 BCAKAKBa NPUUHHA

95% mOBEPHTENEH HHTEPBAT 2,12: 3,95 1,77; 3,48

CuMmntomatuuna JIBT 17 (1,2%) 13 (0,9%)

95% nosepuTeNieH MHTEPBA 0,69; 1,90 0,49; 1,55

CumnromMarHueH BE 10 (0,7%) 5 (0,4%)

95% noBepuTeeH HHTEPBaJ 0,34;: 1,28 0,11; 0,82

Cebpsana ¢ BTE cmbpt 1 (0,1%) 1 (0,1%)

95% noBepUTEIEH HHTEPBA 0.00; 0,39 0,00; 0,39

CMBPT NO BCAKAKBA TPHYHHA 17 (1,2%) 19 (1,3%)

95% noBepHTENEH HHTEPRAT 0,69; 1,90 0,80; 2,07

LlenTa Ha npoyuBaHeTo RE-SONATE € na ce oueHH NMpeBb3XoacTBOTO Ha JaburaTpaH eTekcuiar
CnpAMO Nnauedo nNpy npeBeHUHUATa Ha peudaMBHpalid cumnroMaTtidHH JIBT w/unu BE npu
NaUXEHTH, NPEMHHAIH NMPEAXOAHO neueHHe oT 6 10 18 Meceua ¢ ABK. [InanupanoTo neyecHue e
naduraTtpaH erekcwiat 150 mg ABa NbTH AHEBHO B MpOoAbLJDKEHHE HAa 6 Mecella, 0e3 HeoOXOAUMOCT
OT HabNaeHHeE.

[Ipoyusanero RE-SONATE noka3sa npeeb3xoAcTso Ha qaburatpaH eTekcuaaTt cnpsamMo naauebo
10 OTHOLLUEHHE MPEeBeHUMATA Ha CbOMTHA ¢ peLiauBHpalyd cuMmrromatiudu IBT/BE,
BKJIOYUTENHO CMBPT {10 HEOOACHUMHU MPUUHHHU, ¢ MOHUKEHHUE Ha pHCKa OT 5,6% 10 0,4%
(HamMansgBaHe Ha OTHOCUTENHMA pUcK 92% OazupaHo HA KOS(PUIIHEHTA HA PUCKA) 10 BpeMeE Ha
neproaa Ha gedenue (p <0,0001). Bcnuky BTOPUYHH QHAM3H H AHAJIM3H Ha YYBCTBHTENHOCTTA
Ha NMbPBHYHATA KpPaHHA TOUYKA U Ha BCHUKH BTOPUYHH KpPalHHM TOYKH MTOKAa3BaT NMPEBB3IXOACTRO
Ha JaburaTpaH eTeKchaaT cnpsaMo rauebo.

[Ipoyusanero BkmouBa |2-MeceuHO npocnensaBane 3a HabMOAEHUE Cnel Kpas Ha nedenuneTo. Crnen
NpexpaTaBaHE Ha MPUIATaHETO Ha W3NUTBAHOTO JIEKAPCTBO €(DEKTHT CE 3ana3Ba A0 Kpas Ha

Nepuoa Ha NpocneidBaHe, KOeTo NoKa3Ba noIbp)KaHe Ha €(eKTa OT MbPBOHAYATIHOTO IEYEHHE ¢
nadurarpan etekcunar. He e Habmonasan pebayHn edekT. B kpas Ha npocieasBaHETO CHOUTHATA C
BTE npu nauueHTHTE, JIeKyBaHu ¢ naburarpad erekcunar € 6,9% cnpamo 10,7% B rpynara Ha

maauedo (koeuuueHT Ha pucka 0,61 (95% C1 0,42; 0,88) p=0,0082).

Tabinua 24: AHaAH3 Ha NHPBHYHATA H BTOPHYHHTE KpPadHH TOYKH 33 epHKACHOCT

npoyusaneto RE-SONATE.



HaburarpaHn erekcuaar [Lnauebo
150 mg aBa mbTH AHEBHO
JlekyBaHU NalMEHTH 681 662
Peunausupalll
cumntomatydueH BTE u 3 (0,4%) 37 (5,6%)
CBbP3aHA C HETQ CMBPT
KoedhHUuMeHT Ha pycKa
cnpsaMo rnaiebdo 0,08
(95% noeepuTenex (0,02; 0,25)
HUHTEpBal)
P-CTOMHOCT 3a <0.0001
PEBBIXOACTBO
BTOpHU4YHU KpaUHU
TOYKH 38 €PUKACHOCT
Peuraneupai
camnitomatHueH BTE n 3 (0,4%) 37 (5,6%)
CMBPT M0 BCAKAKBA
[IpUYHHA
0
95% noBepUTENEH 0.09: 1.28 3.97: 7.62
HHTEpBAJ
Cumnromarudsa JIBT 2 {0,3%) 23 (3,5%)
0
957 nosepuTencH 0,04; 1,06 221; 5,17
MHTEPBAJI
Cumiromarryed bE 1 (0,1%) 14 (2,1%)
0
95% noBepureneH 0.00: 0.82 1.16: 3.52
MHTEPRA
CsbpsaHa ¢ BTE cmbpt 0 (0) 0 (0)
Q
95% noeeputeneH 0,00: 0.54 0.00: 0.56
WHTEPBAJ
CMBPT 110 HEODACHUMH 0 (0) 2 (0.3%)
NPAYHHH
0
»>70 loBepUTeneH 0,00; 0,54 0,04; 1,09
MHTEPBAJ
CMBPT 110 BCAKAKBRA 0 (0) 2 (0.3%)
npU4vHa
0
95% nopepuTeneH 0.00: 0.54 0.04: 1.09
HHTEpBaN

KJIMHUYHH M3NWTBAHUA 33 MPEBEHUMATA HA TPOMOOEMOOIN3BM MPH NAUKMEHTH ChC ChPAEYHH
KJalNHK NpOTe3H

B u3snutsane ¢asa Il gaburarpan erexcunat u BapdapuH ca npoyyeHd npu ob1o 252 nauMeHTH,
NPETHPIICIIH HACKOPO XUPYPruuHa orepalus 3a NocTaBsHe Ha MeXaHHYHa Chp/ledHa Kana (T.e. B
PAMKHTE Ha HAaCcTOALIATA HM XOCITHTAIM3ALHA ), KAKTO U NPH NALUEHTH, NIPEThPIEIH OMNepaLus 3a
[MOCTAaBAHE HA MeXaHWYHA ChpAEYHa KJarna npey rnoee4ye otT Tpu Meceua. [loeeye
TpoMDOeMOOIHUHH CHOMTHA (OCHOBHO MHCYATH U CHMITTOMHW/aCHMIITOMHH TPOMOO3H Ha
MPOTEe3HPAHHUTE KNaNH) H NoBe4e ChOUTHA HA KbpBEHE c¢a HaOIOAaBaHW NpU JaduraTpaH
€TEKCUJIAT B CpaBHEHHWe C BapgapHH. 1Ipu nauyMeHTUTe B paHHHA NIOCTONEPATHEEH MEPHO / “Mﬂ No
roJIIMOTO KbpPBEHE C€ € NPOABRABAIIO OCHOBHO KATO XEMOparuyeH nepukapiaeH H3nus, nG/ 35 0%
CrEUMAnHO NP NALKEHTH, 3aM04HAIM NIPHEM Ha JaduraTpaH eTekcunat ckopo (Ha 3-Tum£ )
XHpYpruyHara onepauus 3a CMaHa Ha CbpJeyHa kjiana (Bx. To4ka 4.3). 2




[HHeduampuuna nonyrayu

IIpesenyus na MO3b4eH UHCYAM U CUCMEMEH eMboau3bM npu 8vapacmuu nayuenmu ¢ HKTIM ¢
eoull Wil NOBEYE DUCKOBU (DAKMOPU

Eaponeickara areHLusa Nno JiekapcTrara 0CcB0o00KaaBa OT 3aB/EKEHHETO 3a OPEIOCTaBAHE Ha
pe3ynTaTUTe OT Mpoy4yBaHMsaTa ¢ J]Jabaxub BLR BCHUKH MOArPYIH Ha NE€AXAaTPUUHATA MOMY/alus 34
MOKA3aHUETO MPEBEHLIMA Ha MO3bYE€H HHCYAT K cucTeMed eMOon3bM npu naureHTd ¢ HKIIM (Bx.

Touka 4.2 3a HHdOpMaLUI OTHOCHO ynoTpeda B NeAHaTPHATA).

Hevwenue na BTE u npesenyua na peyuousupawgu BTE npu neduampuynyu nayuenmu

[ Ipoyusanero DIVERSITY e nposeneHo, 3a na AeMOHCTpHpa epuKacHOCTTa U HE€30NacCHOCTTA Ha
qaburaTpaH eTeKCWIaT B CpaBHEHHUE Cbe cTanaapTHo nedeHue (CJI) na BTE npH neauwatpuyuHU
NMaUHeHTH OT PAKIAHETO 10 oA 18-roanwHa Bh3pact. Criopea Au3aiHa NpoyYBaHETO € OTKPUTO,
pPaHIOMH3HUPAHO NPOYUBAHE C MAPaNENHU I'PYIH 32 A0KA3BAHE HA HE NO-Masika e(pUKaCHOCT.
BrnroueHHTe 3a yyacTHe MAaLlMEHTH ca paHAOMHU3HpaHH B CHOTHOLIEHHUE 2: 1 1a momydaBaT
cboOpa3eHa ¢ Bb3pacTTa JiekapcTBeHa GopMa (Kancysii, OOBUTH IpaHyik WM MEPOPAIEH PasTBOp)
Ha naburarpan erekcunar (¢ 1034, alaNTHPaHHU CIIOPE Bb3pacTTa H TENECHOTO Terno) Wik CJl ¢
HUCKOMOJIEKYJIHA XenapuHd (HMX) vnu antaronucTi Ha BuTtaMuH K (ABK), nnu ponnanapunyke
(1 nauneHdT Ha 12 roguHu). [1spBHYHATA KpaliHa TOYKA € ChCTaBHA KpaliHa TOYKa OT NMAaUMEHTH ¢
MbJHO pa3TBapsaHe Ha Tpomba, ¢ nunca Ha peudauBrpailo BTE U ¢ aunca Ha cMBPTHOCT, CBBp3aHa
¢ BTE. KputepunTe 3a M3KIKOYBaHE BKIKOUYBAT GKTHBEH MEHUHIHT, CHUE(PAJTUT U BbTPEUEpENeH
abcuec. O61wo 267 nauMeHTH ca paHaoMu3upasd. Ot 1ax 176 nauMeHTH ca 1eKyBaHH ¢ nabvrarpaH
eTekcunat, a 90 maumenty ¢ CJI (1 panaoMuzupaH nauMeHT He € jexyBaH). 168 naumedTn ca Ha 12
a0 noa 18 roguuu, 64 nalMeHTH ca Ha 2 10 noA 12 roauHY, a 35 nauueHTH ¢a nop 2-rojuiiHa
pb3pacT. OT panaoMusdpanute 267 nauveHTd 81 nauneHTH (45,8%) B rpynara Ha gaburatpaH
erekcuaar u 38 nauneHTu (42,2%) B rpynara Ha CJI oTroBapAT Ha KpUTEPUUTE 34 CHCTABHATA
NbpBHYHA KpaliHa TOUKa ([TBEJIHO W3YMCTBAaHE HA TpoMOa, nunca Ha peuuavsupall BTE w nunca Ha
CMBPTHOCT. ¢cBbp3ana ¢ BTE). CboTBeTHaTa pasiiMKa B 4eCTOTATa [10Ka3Ba HE MO-MaJIKa €PUKACHOCT
Ha naburatpaH erexcunar B cpaBHeHHe ¢bC CJI. CbBMECTUMH pe3yATATH KaTo LUIO ca
HabnroaaBaHU K B MOATPYINHTE: HAMA 3HAYUTEIHHU pa3znnuuus B €(PEKTa OT IEUECHHETO 3a NOATPYIIHTE
[10 BB3PacT, N0oJ, reorpadcka odacT U HATHYHE Ha ONpeAeICHH PHCKOBY (paKTOpH. 3a 3-Te
pa3jIM4HU Bb3PACTOBM CTPATH CbOTHOLIEHUETO HA NALUMEHTHTE, NOCTUIHAIM MBPBUYHATA KpakHa
TO4YKa 338 €(PUKACHOCT B IPYIUTE CHOTBETHO Ha nadurarpad erekcunar u CJ1, ¢ 13/22 (59,1%) u
7713 (53.8%) npy nauMeHTUTE Ha Bb3PacT OT PAKIAHETO A0 <2 roavHu, 21/43 (48,8%) n 12/21
(57,1%) npyn nauneHTHTE HA BB3pacT 2 a0 <12 roauHu n 47/112 (42,0%) n 19/56 (33,9%) npwu
NauUEHTUTE Ha Bb3pacT 12 10 <18 roauHy.

[ToTBbpaecHN CBOMTHA HA roJaAMO KbpBeHe ¢a choOlIeHH 3a 4 nauueHTH (2,3%) B rpynara Ha
naburaTpad €TeKkcunat M 2 nauueHTu (2,2%) B rpynara Ha CJ1. HamMa cratucTHueck# 3Haunma
pa3liMKa BbB BPEMETO 4O MTOABA HA ITbPBO CHOMTHE HA rOJIAMO KbpBEHE. TPHUAECET U OCeM NALHEHTH
(21,6%) B rpynarta Ha naburatpaH eTekcunat M 22 nauueHTtH (24,4%) B rpynata Ha CJ] uMmar
MOTBLPAECHO CbOMTHE HA KbPBEHE, KaTO NPH NMOBEYETO OT TAX TO € KaTeropu3upaHo KaTo
He3HayuTesHo. KomMOHHUpaHaTa kpaiiHa ToUYKa Ha NOTBbPAEHO chOUTHE Ha ronaMo KbpeeHe (ClK)
WU KITWHKWYHO 3HaUYUMO Heroaamo KepeeHe (K3HK) (korato mauueHTUTE Ca Ha JIeUeHHe ) ca
chODUIEHH 32 6 (3,4%) nauueHTH B rpynaTta Ha gaburarpan erexcunart W 3 (3,3%) nauueHTH B
rpynata Ha CJI.

EOHO OTKPHTO, ITPOCIIEKTHBHO, KOXOPTHO, MHOTOLUCHTPOBO INPpOYYBAHE 34 0e30MacHoOCT [b

npeeeHUHA Ha peunausupanl BTE npu neaHatpuyHy rauneHTH OT paxaaHeTo 10 No
Bb3pacT. | laLMEHTH, KOUTO ca ¢& HYXXAAENH OT M0-HAaTATBbLIHO AHTUKOAry/JJaHTHO JieY
HAJUYHE HA KIMHHUYEH PUCKOB (PAKTOp CNe] 3aBbpIlIBAHE HA HAYANHOTO J€UYEHHE 34 11
{3a Haii-Manko 3 Meceua) Wik ¢iel 3apbpluBaHe Ha npoyyeaHeTo DIVERSITY, ca s



npoy4BaHeTo. [loaxoasmmre 3a BKIIOYBAHE NALKEHTH ca MOJyUaBa/iv aJanTHPaHHU Criopen
Bb3PACTTa U TEJAECHOTO TEMIO 103U OT ChoOpa3eHa ¢ Bb3pacTTa JIEKAPCTBEHA (popma (KancyJiu,
OOBKTH IpaHyH WK TePOpalieH pa3TBOP) Ha JaburaTpaH €TeKCWIAT 40 €TMMHUHHPAaHE Ha
KJIMHHYHUS PHUCKOB QAKTOp WM 10 MakcUMyM 12 mecena. [1spBUuHUTE KpaitHH TOYKH HA
MpOYy4YBaHeTO ¢a peUMAHB Ha BTE, ¢b0HTHA Ha roJiIMO MITW HE3HAYMTETHO KbPBEHE U CMBPTHOCT
(0DO11a M BbB Bpb3Ka ¢ TPOMOOTHUHM MU TpoMOOoeMOONIHUHM chOUTHUA ) Ha 6 1 12 Meceua.
H3xoauTe oT chOUTHATA ¢a IOTBBPAESHU OT HE3aBUCHMA, 3aciieneHa KOMHUCHA 3a OLIEHKa.

O6u1o 214 nauHeHTH ca BKIKOYEHH B npoyusadeTo. OT Tax 162 nauueHTy ca BbB Bb3pacToBa
c¢tpata 1 (ot 12 no nox 18 roamHun), 43 nauveHTH ca BbB Bb3pacToBa cTpata 2 (ot 2 10 noa 12
rOAXHHU) H 9 MalMeHTH ¢a BbB Bb3pacToBa cTpata 3 (0T paXKAaHeTo A0 oA 2-roauitHa Bu3pact). [lo
BpEME Ha nepuoja Ha JieyeHue 3 nauMdeHTtd (1,4%) ca pa3Buny NOTBbPAECH OT KOMUCHUATA PELIA/IUB
Ha BTE B paMkuTe Ha bpBUTE 12 Mecewa ciieq 3ano4YBaHe Ha JieueHHeTO. I1oTBbpAeHH OT
KOMHCHATA ChOUTHA HA KbPBEHE [0 BPEME Ha MEPUOA Ha JIEUEHHE ca CbODLLEeHH 3a 48 nauuveHTH
(22,5%) B paMmkuTe Ha bpeUTe 12 Meceua. [ToseueTo cCHOUTHA Ha KbpBEHE ca HE3HAUYUTENTHU. [Ipu
3 nauueHTH (1,4%) UMa NOTBBPAECHO OT KOMUCHATA CHOUTHE HA rOMAMO KbPBEHE B PAMKHTE Ha
nbpeuTe 12 Meceua. [lpu 3 nauuentH (1,4%) uma norebpacHo or KoMHcHATa cbOUTHE Ha K3HK
KbpBE€HE B paMKUTe Ha nbpBuTe |2 Mecena. HiaMa CMBPTHH Cliydau 110 BpeMe Ha NEpHoaa Ha
neveHue. [1o Bpeme Ha nepuoaa Ha nevyeHue 3 nauueHTH (1,4%) ca pa3suny nocTrpoMOOTHHEH
cuHapoM (ITTC) unu ca uManu Bnowaeane Ha [TTC B paMKUTe Ha MbPBUTE 12 Mecela.

Caen nepopaiHo npuiiokeHHe AadurarpaH eTeKcunat Obp30 W HAITBJIHO Ce MPeBpbiia B
aaburarpaH, KOMTO ¢ akTHBHaTa (opMa B nasmara. PazuensaHeTo Ha NpEeA/IEKAPCTBOTO
JaOMraTpaH €TEKCHUIAT YPE3 KaTajlM3MpaHa OT ecTepas’a XUApoiu3a 10 aKTHBHOTO BELIECTBO
Jaburarpan € npecOaanapailiata MeTadONUTHA peakuus. AdcomoTHaTa OHOHAIMHHOCT HA
aaburatpaH ciaea nepopanHo npuwioxkeHue Ha /labaxub e npubnuzurento 6,5%.

Cnien nepopaiHo MpUIOKEHHe Ha 1adMraTpaH €TEKCHIAT NpHU 3ApaBUu A00poBOILA,
dapMaKOKMHETHYHHUAT MPOPWI Ha nadHraTpaH B IU1a3Mara ce Xapaktepusupa ¢ Obp30 HapacTBaHe
Ha TUTA3MEHUTE KOHUEHTpaLHU ¢ AocTUraHe Ha Cnax B paMkute Ha (0,5 v 2,0 vaca cnen

NPUIOKEHUETO.

AbcopOLms

[IpoyuBaHe, OlieHABALLO NocTonepaTuBHaTa abcopbuma Ha naburartpan erekcwnar 1-3 yaca cnen
onepauMsa, AEMOHCTpHUpa OTHOCUTENHO 6aBHa abcopbuna B CpaBHEHHE ¢ Ta3H NPH 31paBu
J0OpOBOJILIM, MOKA3BAHKH TUIaBEH NPO¢HI Ha MUIa3MEHATa KOHLEHTPALHUA BB BPEMETO 0€3 BUCOKH
[MUKOBH IVIA3MEHHN KOHUEHTpaurH. [IMKOBHM IU1a3MeHH KOHUEHTPALUMH ¢€ N0CTHraT 6 vaca cief
MPWIOKEHUETO B NOCTONEPATUBHHUA NEPUO NOpaAX ACNPHUHACALINA GPAKTOPH, KATO HalpHUMep
aHecTe3us, CH napesa u XupypruvHu eekTvi, HE3aBUCHMO OT NEpOpaHaTa JeKapCcTBeHa Gopma.
Hpyro npoy4BaHe 1eMOHCTPHpa, Y€ OaBHa U 3aKbeHABaLLa abcopbuus oOMKHOBEHO ce HabnoaaBa
caMmo B JleHs Ha onepaumara. Ha cneasauyre gy abcopOumsaTa Ha gaburarpas € Obp3a U MHKOBH
U1a3MEeHU KOHLEHTPALUMU ce JOCTUraT 2 yaca cres NPWIOKEHHUE Ha IEKaAPCTBEHUA MPOOYKT.

XpaHaTa He NOBNUABA OUOHAIUMUHOCTTA Ha AadburaTpaH €TeKCUIAT, HO 3abaBs BpEMETO 10
MWKOBHUTE IUIa3MEHH KOHLIEHTPALIMM € 2 yaca.

Cmax 4 AUC ca nponopuxoHanHu Ha no3ara.

bUOHAMTUYHOCTTA Clel NEPOPATHO NPUIOKEHHE MOXE 14 Ce MOBHLIN ¢bC 75% cnen npuiioxkeHHe Ha

¢opma, KOraro neneTure ce npuemar des Kancynam ot xunpomenosa (Hydroxypropy
methylcellulose, HPMC). CaepoparenHo uenoctra Ha kancyiure or HPMC sunaru
3arnas3eHa Npy KIIHHWYHA ynioTpeba, 3a 1a ce n3berHe HeyMHLLIEHOTO NMOBHLIABAHE Ha,,_

OMOHANTHYHOCTTa Ha JadurarTpaH eTeKCHaT (BX. Touka 4.2). IS



Paznpeaenenue

HaGntonaea ce ¢cnabo (34-35%), He3aBUCHMO OT KOHLIEHTpAUMATa CBbP3BaHE Ha JadHraTpaH ¢
YOBELUKUTE T1a3MeHH npoTeuHu. OBeMbT Ha pasnpenenetue Ha paburatpas ot 60-70 1 npenuiasa
oOLMs 06eM Ha TenecHHTE TEYHOCTH, KOETO 03HAYABA, Ye JaburatpaH UMa yMepeHo TbKaHHO
pasfnpeneneHHe.

bruorpaHcgopMmar s

MeTaboIM3MBT M EKCKpeLiMaTa Ha Ja0HraTpaH ca Mpoy4eHH NMpH 3ApaBU MBKe A0OPOBOJILM CleEA
eIMHMYHA MHTPABEHO3HA 103a NaburaTpaH, Oelisa3aH ¢ paauoakTUBeH n3oron. Cnen
MHTpPaBEHO3HATa 103a MPOU3XOXKAAllAaTa OT AA0HUraTpaH paaHOAKTHBHOCT C€ €JIMMHHHpPA INTaBHO C
ypHHata (85%).

(dekanHaTa ekckpeuus oTroBaps Ha 6% ot npwoxkeHarta go3a. Jlo 168 yaca ciien npUNOKEeHHE Ha
no3ara obllaTa paliHoaKTHBHOCT C€ Bb3CTaHOBABA B paMKHTE Ha 88-94% oT nprioxeHara no3a.
Jlaburatpat ce roanara Ha KOHIOTalys, Ip4 KOeTo ce oOpa3yBar (hapMakolorMiHO aKTHBHH
auunrnioKypourad. ChlIecTBYBAT YETHPH MO3ULMOHHH HU3oMepa, 1-0, 2-0, 3-0,
4-O-auMNrIOKYPOHUL, BCEKH OT KOUTO CbCTaBigBa no-manko ot 10% ot odmoro konnyecTso
naburarpad B niazmara. Caeqn ot Apyru MeTaboNuTH ¢e YCTaHOBABAT CAMO ¢ BHCOKOUYYBCTBUTEITHA
aHATATUYHU MeToau. JaburaTpaH ce eJtIMMUHUPA MTAaBHO B HENPOMEHEH BH/ C YpHUHATa C
npubansurenda ckopoct 100 ml/min, CHOTBETCTBALLA HA CKOPOCTTA Ha IIGMEPYJiIHA (PUITPALIKA.

EAuMUHHpaHe

[TnazsMeHHTE KOHLUEHTpaLWKU Ha naburarpaH roka3sar OMEKCIOHEHLUHANIEH Cajl CbC CpedeH
TEpMHUHAJIEH NONYXHUBOT | | yaca npH 3ApaBy HHAXMBUAYK B CTapuecKa Bb3pacT. Cliel MHOTOKPaTHO
npwiaraHe ce HabAIOAABa TEPMUHATIEH NOMYXHBOT 0k010 12-14 yaca. [1omyKMBOTBT € HE3aBHCHM
oT aoa3ara. [Tojiy:KHBOTBHT € YABKEH, ako Ob0peuHaTa QyHKUHMA € HapyLUEHa, KAKTO € NOKa3aHo B
Tabnuua 25.

CrneyyaiHy aonynayuu

bvbpeuna nedocmamvynocm

B npoyusanus dasza [ ekcnosuuuara (AUC) na paburatpaH cien nepopaiHo NprUIoXKEHHE Ha
naburaTpaH €TeKCUNaT € NPUOIU3UTENHO 2,7 ITBTH NO-BUCOKA MIPH BL3PACTHH AOOPOBONLM ¢
yMepeHa ObOpeuna HeaocTaTbuHOCT (CrCL mexay 30 1 50 ml/min), oTkonkoro npu Te3u oe3
ObpOpeuHa HeAOCTATHLYHOCT.

[Tpu mansk Opoi Bb3pacTHH N0OpoBoLH ¢ Texka 6s0peuHa HegocraTbunocT (CrCL 10-30
ml/min), ekcnozuuuara (AUC) Ha gaburarpaH ¢ npuOIU3MTENHO 6 MBTH NO-BUCOKA, a
NONYXKUBOTHT NMPUONM3IUTENHO 2 ITBTH MO-IBIBI OT HA0MIOAaBaHHUTE B NomyJaLusa 0e3 Ob0peuna
HeJoCTaTbYHOCT (BXK. TOukU 4.2, 4.3 n 4.4).

Tadbauua 25; Tloayxusor Ha 00mHA JAOHraTpan npH 3ApABH HHAHBHIH H HHAHBHAH C
HapymeHa ObOpeuna PpyHKuUHA

CxopocCT Ha raoMepyJiapHara Cpenen reometphueH (gCV%; rpaHuLK) [I0MyXHBOT

dunTpauus (CrCL) (h)
[ml/min) _
>80 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%: 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23.0)

<30 27,2(15,3%,; 21,6-35,0)




JloMbAHUTENHO, €KCNO3ULIMATA Ha JabMraTpaH (Haii-HHCKa H [MMKOBA) € OLleHEHa B €0HO
NPOCNIEKTHBHO, OTKPHUTO, paHAOMH3HPaHO, (PApMAKOKMHETHYHO NMPOYUBAHE MPH NALMUEHTH C
HEKIAIHO npeachpaHO MBbacHe (HKIIM) ¢ texko 6u6peuno yspexnane (onpeaeneHo kato
kpeaTHHUHOB KINpBHC [CrCl| 15-30 ml/min), nosyyasawmm gaburarpad erekcnnat 75 mg ABa MbTH
AHEBHO.

To3u pexxum e loBen Ro Hali-HUCKa CpeHa reoMeTpUYHA KOHLeHTpauusa 155 ng/ml (gCV 76,9%),
M3MEPCHA HETIOCPEICTBEHO NMPEIH MPHIIOKEHHETO Ha CJI€BallaTa 034, M 0 MWKOBA CPeaHa
rcoMeTpuiHa koHUueHTpauua 202 ng/ml (gCV 70,6%), nsMepeHa apa 4aca ciel NPHIOKEHHETO Ha
nocjeaHaTa 103a.

KJMpBbHCHT Ha AaburaTpan upes XeMOoaHANN3a € U3C/IENBaH NpH 7 BB3PaCcTHU NALIMEHTH C
TepMHHanHa 0bOpeuna HepocTarsuHocT (TBH), 63 NpeAChpAHO MBXKACHE. Jluanusara e
nposefeHa cbe 700 ml/min ananuseH ne6UT, NPOALIKUTENHOCT YETHPH Yaca U CKOpPOCT Ha
kpBBHUA TOK 200 ml/min W 350-390 ml/min. Toea Boau o oTcTpanssate cboTBETHO Ha 50% 10
60% oT KOHueHTpaumnaTa Ha Jaburatpan. KonuuecTBOTO Ha BEIECTRBOTO. OTCTPAHEHO Ype3
AHd1N3a, € NPOIIOPLUHOHATHO HA CKOPOCTTa Ha KPLbBHUA TOK, IPH CKOPOCT HAa KPLBHUA TOK 10 300
ml/min. AHTHKOAry/laHTHaTa aKTHBHOCT Ha 1a6UraTpaH HAMAJIABA C HAMATSBAHE HA MUIA3MEHMTE
konLeHTpaumy 1 PK/D/T Bph3kara He e 3acerHata ot npouexypara.

Meauanara Ha CrCL 8 RE-LY e 68,4 mI/min. Moyt nonosuHaTa (45,8%) ot naumenTure B RE-
LY umar CrCL >50-<80 ml/min. ITaunenTuTe ¢ 666peuHo yBpeKIaHe B yMepeHa cteneH (CrCL
mexay 30-50 ml/min) umar cpearo 2,29 mbru u 1,81 bTH 10-BHCOKA TUIA3MEHA KOHLIEHTpaLy,
CHOTBETHO [PEAH W CJIEA NPHEM Ha [03aTa HA JabHraTpaH, B CpaBHEHHUE C NALMEHTH 6e3
ObOpeyno yBpexaade (CrCL >80 ml/min).

Mennanara Ha CrCl B npoyusaneto RE-COVER e 100,4 m)/min. I1pu 21,7% ot naumeHTHTE €
MMano 0BOpedHO yBpexaane B neka crene (CrCl >50-<80 ml/min) u npu 4,5% ot Tax — 60peuHo
yBpexKaaHe B ymepeHa crened (CrCl mexay 30 v 50 ml/min). [launeHtuTe ¢ O61OpeuHo yBpeknane
B JICKA M yMCPEHA CTENCH Ca HMAJIM B CTALLMOHAPHO CbCTOAHHE CHOTBETHO cpeaHo 1,8 mBeTH U 3,6
[TbTH TIO-BUCOKH IU1a3MCHH KOHUCHTPALIMH NPe/iM IPUIIOKEHHE Ha 103aTa 1a6uraTpaH B CpaBHEHHE
¢ naunenture ¢ CrCl >80 ml/min. Cxoanu croiinocty Ha CrCl ca yeranoeenn B RE-COVER 1L

Mennanara Ha CrCl 8 npoyusanunsta RE-MEDY n RE-SONATE e crotsetHo 99,0 ml/min u
99,7 ml/min. [1pu 22,9% u 22,5% ot naumenTure croitHocTute Ha CrCl ca >50-<80 ml/min, a npu
4,1% 1 4,8% ot Tax CrCl e mexxay 30 ¥ 50 ml/min B npoyusanusta RE-MEDY u RE-SONATE.

llayuenmu 6 cmapuecka ev3pacm
Cneunduynn papMakokMHETHYHH poyuBaHua dasa I [P NALMEHTH B CTapyecKa Bb3pacT
nokazsat yBenHueHue or 40 10 60% na AUC u noseve oT 25% Ha Cpax B CPaBHEHHE © MU

MaLKEHTH,
EdekTesT Ha Bb3pacTTa BbPXY €KCHO3WLIMATA Ha AadMraTpaH € NoTBLPAEH OT npoyysaneto RE-LY ¢
0k0710 31% 10-BUCOKO HMBO Ha HAH-HUCKATA KOHUEHTPALIMA 32 HHAMBHAM >75 FOMHHH U C OKOJIO
22% 10-HUCKO HUBO HA HAH-HUCKATA KOHLEHTPALIA MPYU UHAWBHIH <65 rOAMHH B CPABHEHHE C
WHINBRIW MeXAy 63 1 75 rogunu (Bx. Touku 4.2 u 4.4).

HeproOpobro nHapyiuenue
He ce nabnmonaBa npoMsAHa B €KCIIO3HLIMATA Ha naburatpaH npu 12 B3pacTHH NMaLMEHTH ¢
yMepeHa 4epHoapoOHa HenoctarbuHocT (Child Pugh B) B cpaBHeHHe ¢ 12 KOHTPONH (BX. TOUKH

4.2 u4.4).

lenecno meaio
Haii-HHCKMTe KOHUEHTPaLMH Ha AafuraTpaH ca okoso 20% Mo-HHCKH [IPU Bb3pacTHH
TenecHo Terno >100 kg s cpaBienue ¢ 50-100 kg. MrO3HHCTBOTO (80,8%) oT vHAUBE
kareropusTa >50 kg u <100 kg, Ge3 ycraHoBeHa sicHa paznuka (Bx. ToukH 4.2 u 4.4)."




5.3

Bb3PACTHN NMALMECHTH C TENCCHO TETJI0 <50 Kg KNIMHUUYHUTE JaHHU €4 OFPaHHYEHH.

fon

[Tpy naLMEHTHUTE ¢ NPEACHPAHO MBXKICHE, NALMEHTHUTE OT KEHCKK MOJ ¢a HMATH cpeano 30%
MO-BUCOKH CTOMHOCTH Ha Hal-HHUCKA M NOCT-030Ba KOHLEHTpauus. He ce u3KckBa KopekIHs
Ha ao3ara (Bx. Touka 4.2).

Emnuyeciu npousxoo

Hsama KWIMHHYHO 3HAYMMH MEXTYETHHYECKH Pa3TH4Us MEXAY NAlMEHTH OT EBPONEWHATA paca,
MaLUHEHTH ¢ adpo-aMEPUKAHCKH, JTATHHO-AMEPUKAHCKH, ATIOHCKH M KMTAMCKH TIPOU3XOM MO
OTHOLUEHHE Ha PapMaKOKHHETHKATA M (JapMaKOAWHAMHKATA Ha 1aOUraTpaH.

Heduampuuna nonyaayus

[ipu nepopanso npunoxenve Ha faburarpad eTeKCHIAT, cnope/ ONpeaesicHUs B MPOTOKOIIA
aITOPATHEM 33 TO3HPAHE EKCMO3NLMATA, € B PAMKHTE Ha Ta3M, HabioaaBaHATa MPH BE3PACTHH C
ABT/bE. COopHMAT aHanu3 0T hapMakOKMHETHYHM JaHHH OT npoyuBanuata DIVERSITY u
1160.108 nokasea, ye CPEAHHUTE FEOMETPHUHM HAH-HUCKH €KCNO3HUMH ca 53,9 ng/ml, 63,0 ng/ml
n 99,1 ng/ml cvorBeTHO Nput 0 00 <2-roauiunmy, 2 o <12-roauwwsu 1 12 o <18-roavmHK
neauaTpuyYHu nauveHTH ¢ BTE.

®apMakOKHHETHYHH B3auMOAEHCTBHA

In vitro NpOyYBaHHA 32 B3aHMOJEHCTBHATA He MIOKA3BAT UHXHOHpAHE WK HHAYUHpPaHE HA [NIaBHUTE
H30CH3UMU Ha LUTOXpoM P450. ToBa ce NoTBbpKAABA OT in Vivo NPOYUBAHHS C YHACTHETO HA
3ApaBH J100POBOJILIH, KOUTO HE MOKA3BAT B3AUMOACHCTBHE MEXIY TOBA JIEYCHUE U CIIEAHUTE

AKTHBHHM BEWIECTBA: aTopBacTaTHH (CYP3A4), nurokcuH (B3auMozeiicTere ¢ TpaHCNOPTHHA P-gp)
n auxnodenak (CYP2C9).

[IpeaAkAMHHYHH JaHHH 32 6€30MACHOCT

HekTHHWYHHTE JaHHU HE NOKA3BAT 0COGEH PUCK 3a Xopa Ha 6a3aTa HA KOHBEHLIMOHAIHHUTE
(hapMaKoJIOrMUHH NPOYUBaHHA 32 6€30MaCHOCT, NPOYUBaHHMA 32 TOKCHYHOCT IIPH MHOTOKDPATHO
[IpWiaraHe ¥ re HOTOKCHYHOCT.

EdexTuTe, HabmonaBaHW B NPOYYBAHHATA 3@ TOKCHYHOCT NPU MHOFOKPATHO MPHJAraHe, ce
TbJDKAT Ha 3aCHICHHA PapMakoAHHAMHYeH eeKT Ha JaOUraTpaH.

Edexr Bbpxy hepTunureTa npu xeHeKkH KHBOTHH € HaGMroAaRaH 1o hopMaTa Ha HAMAIIIBAHE

Ha OpoA Ha UMIUTAHTALIMHTE W [TOBHILIABAHE HA NPEAUMILIAHTALHOHHHTE 3ary6u Apy no3a 70
mg/kg (5-KpaTHOTO HUBO Ha MJ1a3MeHa €KCII03ULIMA NIPH NALIUEHTH). [1pu no3u, KouTo ca
TOKCHYHMY 3a

MaHKUTe (5- 10 10-KpaTHOTO HMBO Ha IUIa3MeHa eKCHO3WIMA NPH MALMEHTH), TIPH FLUTBXOBE H
3aHUM ce HabofaBa HaMANABaHe Ha TEJIECHOTO TErVI0 U XKH3HECTIOCOOHOCTTa Ha deTyca, 3aeIHO ¢
[OBHILABAHE HA (PeTaNHUTE BapHALMM. B npeHaTaiHuTe M NOCTHATATHUTE MPOYUYBAHUA €
HaOJIF0aBaHO MOBHLIABAHE Ha deTanHaTa CMBPTHOCT IIPH 1034, KOHUTO Ca TOKCUYHH 33 MaliKUTe
(1033, cbOTBETCTBALIA Ha 4 ITBTH NO-BUCOKO HUBO Ha T1a3MEHA €KCIO3HLMSA OT HabII01aBaHOTO
NPH [1ALIUEHTH).

B eaHo npoyusaHe 3a IOBEHH/IHA TOKCHUHOCT NPH TLIEXOBE OT nopoga Wistar CM’prHOC '
CBbp3aHa CbC COMTHA Ha KbpPBEHE NIPH NMOAOOHH HMBA HA €KCMO3ULMA, TPH KOUTO € HatK WE\W N
KbPBEHE NPH Bb3PACTHUTE XKHUBOTHH. (CUHTA Ce, Ye KAKTO MPH BL3PACTHHTE, TAKa U Np /

NABXOBE CMBbPTHOCTTA € CBbP3aHa CbC 3aCHIIeHAaTa (hapMakoNOriuyHa akTUBHOCT Ha A (i DAttt
Bpb3Ka € YMPaXHABAHETO HA MEXAHHWYHH CHIIM NO BPEME Ha NPWIAraHeTo H TpeTHpaH¢ '

OT MPOYUYBAHETO 34 KOBCHH/IHA TOKCHUYHOCT HE NOKA3BAT HUTO NTOBHIIIEHA HYBCTBHTC}

.l ML
f L




TOKCHYHHM NPOABH, HUTO TOKCHUYHOCT, CI'IELI,H(])H‘IHEI 3d KDBCHHWJIHH XXHBOTHH.

JBArOCPOUHNTE TOKCHKONOTHYHHM NPOYYBAHHSA [TPH ILTLXOBE M MULIKM HE MOKA3BaT JaHHH 32
TYMOPOI€HCH MOTEHIMAN Ha naburaTpaH 10 Makcumantiu aosu 200 mg/kg.

JaburarpaH, akTHBHATa 4acT OT 1abHraTpaH eTeKCHNAT Me3WIAT, € YCTOHYMB B OKOJIHATa cpeja.

6. DAPMAHNEBTUYHH JAHHH
6.1 Codcbk HA NOMOLITHHTE BelllecTBA
Karncyiin oT XHApOKCHNPONHIMETHALIENY 032

KancyJjHO CbALPKHUMO
BuHeHa xucenuHa
Apabcka ryma
Xunpomenosza 2910
JIuMmeTukoH 350

Tank
XUAPOKCHNPONKILEY103a

Kancyixa oOBHBKA
KapareHaHn

Kanues xjgopun

Tutanor anokcua (E-171)

Xunpomenosa 2910
FD&C cuubo 2/Mnaurokapmun (E-132)

6.2 HecnBMecTUMOCTH
Henpunoxumo

6.3 Cpox na rognocr

2 rOAMHH
0.4 CrneunajJHH yCJIOBHA HA CbXPAHEHHE
Jla ce cpxpaHnsaga noa 30°C.
/la ce cbXxpaHsaBa B OpMIrMHanHaTa ONaKoBKa, 3a Ja C€ NPEeAnasy OT Bjara.
6.5 Bua H cbAbLPXKAHHE HA ONAKOBKATA
3 x 10 unum 6 x 10 TBBLpAM Kancynu B nepdopupaiu atymunuesn/OPA-ALU-PVC 6nucrepn.

He BcHukH BuaoBE onakoBky Morat na 6baaT nycHaTH B npoaaxba.

6.6 CpenMa/HH NpeaNa3HH MePKH NPH H3XBLPJ/AHE




[Ipy n3paxkaane Ha J[abaxub kancynu ot OJAUCTepHaTa OMAaKOBKa TPAORA /1a e CMa3BaT CICIHNATE
YKa3aHHA:

. Bcska kancyna Tpgbra ga ce otaens ot Gummcrepa o nepdopupaHarta JTMHHUA.

. donmnoTto Ha bnucTepa TpsAOBa Aa ce OTNEeIH, el KOETO KarcylaTa MOXe J1a Ce U3Ba/N.
. TeBbpaAMTE Kancyu He TpsaOBa Aa ce u30yTBat npes OIIUCTepHOTO GONHO.

. baucreproTO dosno TpAORA /1a ce OTNENBA CaMO KOraTo € HeO0X0IMMO [1a Ce IIPHEME

TBBpAA KaricyJa.

Heuznonzpauuar JICKAPCTBCH IIPOAVKT WIH OTIIAABYHHTC MATCPHATIN OT HET'O TPHGB& da Ce
H3XBBLPJIAT B CHhOTBCTCTBHEC C MCCTHHTC H3HCKBAHHAA.

7. IIPUTEXATEJ HA PAZPEINIEHHUETO 3A YIIOTPEBA
G. L. Pharma GmbH
Schlossplatz 1

8502 Lannach
ABCTpHA

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Perucrpauunonen Ne 20230051

9. HATA HA ITbPBO PASPEIIIABAHE/IIOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jara Ha mbpBO paspewasane: 07.03.2023
JlaTa Ha mocaeaHo NOAHOBABAHE:!

10. JAATA HA AKTYAJIM3ZUPAHE HA TEKCTA

02/2024




