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W3NBAHATENHA ATEKLUWA NO NEKAPCYBATA

Kpamxa xapaKrrmapucmuka Ra NDOGYWINa - [IDUACKeHUe |

Kiom Pee. Ne 0/0’?‘7@0}?

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Haburatpan etekcunat Buarpuc 110 mg Tebpam kancynu
Dabigatran etexilate Viatris 110 mg hard capsules

Lg_aoﬁpeﬂueﬁf

2, KAYECTBEH H KOJIHYECTBEH CLCTAB

Bcaxa Tebpaa kancyna cbabpxa jaburatpan eTekcuaaTt Mesunar, otrosapaw Ha 110 mg naburatpan
ETEKCHIIAT.

3a NbAHHA CITHCHK HA NMOMOLLHUTE BELLECTBA BUKTeE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

TBbpaa kancyna

Tebpaa xancyna oT Xxunpomenosa pasmep 1 (npubausutentol9 mm), CbC CBETIIOCHHBO HENPO3PAYHO
Kanmaue U CBETJIOCHHBO HENPO3PAuHO TANIO, ChAbPXKALLA CBETNOXB/TH 10 X BJITEHHKABH NIENETH, C
HaanucK ‘VTRS’ Han ‘DC110°, npHHTUPAHK C YePHO MACTH/IO ¥ BbPXY Kana4veTo, ¥ BLPXY TANOTO.

4. KJAMHUYHHA JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

[[bpBHUHA NpEeBEHUHA HA BEHO3HH TpoMboembonnuHHn cbbuTua (BTEC) npu Bb3pacTHU nauueHTH,
NOAJIOXKEHH HA NJAHOBO LAJNIOCTHO NIPOTE3UPAHE HA Tazo0eApeHa CTaBa UMK LUSAOCTHO NPOTE3MpaHe Ha
KOJISHHA CTaBa.

[IpeBeHLIHA HAa MO3BUYEH HHCYAT H CUCTEMEH eMO0IM3BM NPH Bb3PAaCTHH NAUMEHTH C HEKJIANMHO
npeacspaHo muexaere (HKIIM) ¢ eann unn noseude puckoeu haxtopu, KaTo npeaulecTall MO3bYeH
MHCYJIT UM NPEXOAHO HapylUeHUe Ha MO3bUHOTO KpbBoOOpauweHue (ITHMK); sb3pact =75 roaunu;
CbpacyHa HeaocTaThyHOCT (knac no NYHA > I1); 3axapeH anader; xunepToHHs.

JleueHue Ha AbAOOKa BeHO3Ha TpoMbo3a (JIBT) v 6enoapoben emoonnsbM (BE), KaKTO M npereHUUA HA
peunansu Ha JIBT n BE npu BB3pacTHH nauveHTy.

Jleuenne Ha BTEC u npeBenuns Ha peunausupaiid BTEC npy neanaTpH4HU NALUEHTH OT paxJaHETo 10
noja 18-roguilHa Bb3pPacT.

3a cboOpaseHy ¢ Bb3pacTTa 103081 HOPMU BHXKTE TOUKa 4.2,
4.2 /103HpOBKA H HAYHH HA NPHJI0KEHHE

Ho3upoBKka

JlaburaTtpan eTekcunat BuaTpHc xancyim Moxe Ja ce M3NoN3Ba NpH Bb3pacTHY W NEAHATPHUHH
Maljd€HTH Ha 8-rOAMLIHA Bb3PACT MJIH MO-TOJeMHU, KOWTO ca CNOCOBHY /1a NOTABIUAT KANCYIUTE LEHH.

TCNCCHOTO TCIAO H BR3pACTTa Ha ACTCTO.




ChllecTBYBAT APYrH NOAXOAALIHN 32 Bb3pacTTa IeKapCTBEHH POpMU Ha AaburaTpaH €TeKCUNaT 3a
A03WpaHe MpH NedYeHHE Ha Jela Ha Bb3pacT noa 8 roauHu. Koraro ce npeMuHaBa OT €1HA JEKAPCTBEHA
¢dbopma Ha Apyra, Moxe Aa e HeoOXOJNMO Ja ce NPOMEHH 103aTa.

ITvpeuuna npesenyun na BTEC npu opmoneouuna Xupypzus

[IpenopbUMTENHUTE 103K NaDUraTpaH ETEKCUIIAT U NPOABL/DKUTENHOCTTA HA TEPANUATA 32 NbPBHYHA
npeseHuus Ha VTE npu oproneanuHa Xxupyprug ca noxazaHu B Tabnauua 1.

Tabauua 1: [IpenopbKH 32 JO3HPOBKAT2 H NPOABLIKHTEAHOCT HA TEPANHATA 338 MbPBHYHA
npeBeHuua Ha BTEC npu oproneauuna xupyprus.

Hauano Ha [Moaaspxkatia [IpoabakuTETHOCT
JIeYeHHETO B JeHsl HA | 4034, HA NPUIOKECHHUETO
onepaunHATa, NPHJIOKEHHETO | HA NOLIbLPHXKALIATA
1-4 yaca cien HAa KOATO n03a
3aBbpIlIBAHE HA 3anovBa B
onepauuaTa NbLPBHA A€H
cael
onepauuaTa
[launeHTH ciien NIaHOBO 220 mg 10 aun
NpoTe3MpaHe Ha KOJISHHA CTaBa naburaTpaH
[laumeHTH cnen nnaHoBo eTEeKCHIaT,

¢AHa Kancyna ot

BEAHBXK JHEBHO,
110 mg naburatpaH A A

[MPUETH NOA

NpoTe3upane Ha TazobeapeHa cTaBa

eTeKCHNaT 28-35 aHmM
hopMara Ha
2 KancyJsju oT
110 mg
Ilpenopvuga ce Hamanneane Ha
dozama
[TaunenTH ¢ ymMepero 6bOpeuHo 150 mg
yBpeXAaHE (KPEaTHHHHOB KITIUPBHC paduraTpaH 10 AHMH
(CrCL) 30-50 ml/min) eTeKCUNAT (npoTe3npaHe Ha
€/Ha Karcyna ot
flauHeHTH, KOUTO oNyyasar BEAHBX AHEBHO, | KONSHHA CTaBa) HAY
. 75 mg naourarpas
CBNBTCTBALLO BepanamMun®, eTeKCHNaT MPUETH NOA 28-35 nHU
aMHUOAapOH, XHHHIUH (popMaTa Ha (MpoTe3npaHe Ha
[TauueHTH Ha WK Haa 75-roavuiHa 2 Kancyinu or TasobeapeHa crasa)
Bb3pacT 753 mg

*[1pu naLlMeHTH ¢ yMepeHOo 0BOpeUHO yBpexaaHe Ha ChIIbTCTBALLO JICHEHHE C BEpanaMull, BUXKTE
CneyuanHiu rnonynauung.

M npu ABaTa BHAa NpOTE3UpAHE, KO HE € OCUIYPEHA XeMOCTa3a, Ha4yaloTo Ha JieueHueTo Tpadea aa Obae
OTNOXEHO. AKO JIEUEHHETO HE € 3aMOYHATO B JleHs Ha onepauusaTa, To TpsdBa na 3anoyHe ¢ 2 Kancynu
BEAHBXK JAHEBHO.

Oyenka Ha 6vbpeunama GyHKyus nNpedu U o gpeMe Ha leveHuemo ¢ gabucampan emexkeuiam

[Ipy BCHUKK MALUEHTH H OCODEHO B CTapUueCKa Bb3PAcT (> 75 roAMHM), Thi KaTo OBLOPEYHOTO YBpEeXKAaHE
MO € ]1a € YEeCTO CPeLUaHo B Ta3W Bb3pacTosa rpyna:
. [Tpeau 3ano4yBaHe HA neueHUe ¢ aaburatpad erekcunar 6vbpeunarta GyHKUHA TE -.;....;..;
OLIEHEHA 4PE3 U3YNCIABAHE Ha KpeaTUHHHOBUA KIUPBHC (CrCL), 3a na ce Ko
Texko 6sOpedto yepexaane (T.e. CrCL <30 ml/min) (Bx. To4kn 4.3, 4.4 .r"

&



. brOpeunata dyHkuua TpAOBA 1A ObAE OLiEHEHA CBUIO U NTPH CbMHEHHUSA 3a BAOLLIABAHE HA
OnOpeuHaTa GyHKUHUS 10 BpeMe Ha JICYSHUETO (Hanp. XHNoBONeMHUA, AeXHapaTauus, H NpH
CbNBTCTBAMIA ynoTpeba Ha HAKOM JIeKapCTBEHH MTPOAYKTH).

MeToasT, ko#iTO TPAGBa Aa ¢c¢ M3N0N3Ba 3a olcHKA Ha ObOpeuHaTa pyHkuus (CrCL B ml/min), € MeTOABT
tHa Cockcroft-Gauit.

IIponychama 003q

anﬂ{}p'b'-{Bﬂ Ce€ Ada CC NIpOADBJIMKH C OCTAdHAJIMTC CKCIHCBHHU 103U ﬂﬂﬁHFHTpﬂH CTCKCHAAT MO CBUOTO BPCME
Ha CJICABdAlUIHS ACH.

He TpﬂﬁBa Aa CC [MpHeMa OBOHHA A03a, 3a Aa € KOMINICHCHPpAT MPpONYCHAaTHTE HHAHWBUAYANHH JO3H.

[Ipexpamsagane Ha npuema na dabucamparn emexcuiam

JleneHneto ¢ gaburatpaH eTexcunar He TpabBa Aa ce npekbesa 0e3 nekapeku cbBeT. [launenTure Tpadea
na 6baaT HHCTPYKTHPAHK Ja Cce CBLPKAT ¢ JIEKYBalllMA 1eKap, aKo Pa3BHsT CTOMALLIHO-YPEBHH CUMIMTOMH,
KaTo Aucnencus (Bx. Todka 4.8).

HED.MHH{I Hd 1EYCHUEMO

[IpeMrHaBaHe OT N€YEHHUE ¢ AaburaTpaH eTeKCHIAT KbM NapeHTepaneH aHTHKOarynauT,
[IpenopbuBa ce vU34akBaHe OT 24 yaca ¢iel NOCNEAHATa A03a IpeAd NpeMUHaBaHe oT aaburarpat
€TEKCUNAT KbM MapeHTEPaNeH aHTUKOAryIaHT (BX. Touka 4.5).

[IpeMUHaBaHE OT NEUEHKE C NIAPEHTEPANEH aHTUKOArY1aHT KbM JaduratpaH eTeKCcHaar:
[lapeHTepanHUAT AaHTUKOATYJIAHT TPAOBA Aa Ce NPEKbCHE ¥ Aa Ce 3anoyHe AaduraTpaH eTeKcHnaT

(-2 yaca npenu 4aca, Ha3HayeH 3a NPHEMAHETO Ha CleBalllaTa f103a OT aJITEPHATHBHOTO JIEKAPCTBCHO
CPEACTBO, UM IIPH NPEKPATABAHE HA AEUCHUETO, B C/IyHal HAa HENPEKbCHATO JieueHHe (Hanp.
HedpakLIMOHUPaH HHTpaBeHo3eH xenapuH (HDX) (Bx. Touka 4.5).

CneluanHy nonyJjauuu

bvbpeuno yapexcoare

JleyenueTo ¢ faburaTpaH eTekcUnaT NpY NauKeHTH ¢ Texcko 6b0peyto yepexaarne (CrCL <30 ml/min) e
NPOTUBONOKA3aHO (BX. TOYKa 4.3).

[Ipu naunenTu ¢ ymepeHo 6b0peuro yppexnase (CrCL 30-50 ml/min) ce npenopbysa HamangBaHe Ha
nozara (Bx. Tadavua t no-rope u Toukn 4.4 u 5.1).

Cwvnvmemeawya ynompeba na oabucampar emexkcuiam u caabu 00 yMepenu unxubumopu Ha
P-aauxonpomeuna (P-gp), Hanp. aMuodapos, Xukuoun wiu 8epandmit

Jlozara TpsaGBa na Gbae HaManeHa, KakTo € NocoueHo B Tabanua 1 (BXK. cbulo Toukh 4.4 1 4.5). B To3u
cyuaii, naburaTpaH €TEKCHJIAT U TE3H JIEKAPCTBEHH NMPOAYKTH TpAOBa Aa ObJaT NpHEMAHHK NO €AHO H

CbLUO BpeMme.




Cmapuecka ev3pacm

Ilpn maumeHT# B cTap4ecka Bb3pacT > 75 ro/MHY e NPenopbyBa HaMansaBaHe Ha fo3aTa (Bx. tabauua |
No-rope u TOMKK 4.4 u 5.1).

Tenecno meano

MMa MHOTO OrpaHHyeH KNHHHYEH OMMT C MpEenopbuMUTeIHATA JO3HPOBKA NPH NALUHEHTH C TENECHO TErNO
< 50 kg nunn > 110 kg. Kato ce umat npeaBHA HATMYHUTE KJIUMHHUYHU U KHHETHYHHW AaHHU, KOpEeKLHR Ha
A03aTa He € HeoDxoanuMa (BK. Touka 5.2), HO ce npenopb4Ba BHUMATENHO KIUHHYHO HabnoaeHHne {BiK.
TOYKa 4.4).

Ion
He ce Hanara kopurupase Ha go3arta (Bx. To4ka 5.2).
Hleduampuvuna nonynayus

Hsama choTBeTHa ynoTpeda Ha paburatpaH eTeKcuiar B neauaTpydyHaTa nonynalus 3a MoKa3aHHeTo
mbpBU4HA NpeseHuns Ha BTEC npu naunedTH, koUTO ca ONIK NMOAN0MXKEHH Ha NJIAHOBO UANOCTHO
[poTe3upane Ha TazodeapeHa CTaBa MM USUIOCTHO NPOTE3UPAHE Ha KOSHHA CTaBa.

Iipesenua Ha MOZbYEH UHCYAM U clucmeMen emM00au3pm npu ev3pacmuu nayuenmu ¢ HKIIM ¢ eoun
Il nogeue puckosu hakmopu (Rpegen A Ha MOIbYHEH UHCYIM NPU NPeOChpPOHO Mbicoene,

TIMHAIIM) Tevenue na /IBT u bE, kakmo u npeeenyun na peuuousu na b/JAT u BE npu ev3pacmuu
nayuenmu (IBT/BE)

[TpenopbuuTENHHTE 103H AaburatpaH erekcunat npu nokasanusara [IMHUIIM, JIBT v BE ca nokazanu B
Tabnuua 2.




Tabauua 2: [lpenopbku 3a nozuposkara npu [IMHUIIM, JIBT u bE.

[IpenopbKa 32 A03HPOBKATA

[IpeBeHUUS HA MO3bYEH UHCYJT H CUCTEMEH
eMOOIU3bM NIPH Bb3PACTHU NALMEHTH C

HKIIM ¢ eaHH Wian noBede pUCKOBH
dakTopu (ITMHUIIM)

300 mg nadburarpad eTeKCHAT, IPUEMAHU KATO eAHa
kancyna ot 150 mg nBa N'bTH JHEBHO

Jleuenue Ha JIBT u BE, xakto ¥ npesennus

Ha peunausu Ha BT u bE npu Bb3pacTHy
nauxedt (JIBT/BE)

300 mg paburaTtpaH €TeKCcHAAT, IPHEMAHH KaTo eHa
kancyna ot 150 mg aBa NbTH JHEBHO, CNEA ACUEHHUE C
napeHTepaneH aHTUKOArynaHT B MPOABIXKEHNUE HA
Hail-MaJIKO 3 HH.

IIpenopvuea ce namanasane Ha oozama

[TauueHTH Ha BB3pacT = 80 roanHM

[TauueHTH, KOUTO NPUEMAT CHNBTCTRALLO
Bepanamu

JiHeBHa n103a 220 mg naburarpaH eTekcHunar,
NpUEMaHa KaTo eaHa KancyJa ot 110 mg asa nuTH
AHEBHO

Tpabea oa ce 06cvOU HAMaNAGAHE HA
oozama

[lauueHTH Ha Bb3pacT Mexay 75-80 roguHu

[TaunenTu ¢ ymepeHo 6u0peyHo yBpexaaHe
(CrCL 30-50 ml/min)

[NauueHTH ¢ racTpuT, e30darut Uiu
racTpoe3oarcanet pedayKe

JIpyryu nalMeHTH ¢ NOBULIEH PUCK OT
KbpBEHE

TpsbBa na ce nabepe aHesHa ao3a 300 mg unu 220 mg
naduraTpas eTekcunar, basupanku ce Ha
HHAMBUAYANHATA OLUEHKA HA TPOMDOEMOONIHYHKA PHCK
M PUCKA OT KbpPBEHE

3a IBT/BE npenopbxata 3a npunaraHe Ha 220 mg nadburatpad €TekcunaT, NpueMalud KaTo eaHa Kancyna
ot 110 mg nBa mb-TH AHEBHO, C€ OCHORABA Ha (PAPMAKOKHHETHUYHH W PapMaKOAUHAMHUHHK AHAIU3H U HE €
[IPOYYBAaHa B KIMHUYHH YCI0BHA. BUXTe no-aony v Touku 4.4,4.5, 5.1 u 3.2,

B ¢cnyyai Ha HEMOHOCUMOCT KbM JaburaTpaH eTekcUnar nauueHrire Tpsadsa na Obaatr HHCTPYKTHPaHH Aa
Ce KOHCYATHpAT BeJIHAra ¢ NeKyBalliis CH nekap, 3a Aa Obje NpeanpueTo NPUEMIIMBO AITEPHATHBHO
JIEUEHNE 32 NPEBEHLUA HA MO3BYEH HHCYAT MU CUCTEMEH €MOONU3BM, aCOLMUPaHH € NPEACBPAHO
Mbicaexe, Hnu 3a JIBT/BE.

Oyenka Ha bvOpeuHama (pYHKYUS NPeou U NO 8peMe HA JeYeHUEemo ¢ 0abucampan emexcuiam

[Ipn BCHUKY NAUMUEHTH U 0COOEHO B CTapuecka Bb3pacT (> 75 roanHu), Thid KaTo ObOpPEUHOTO yBpeKaaHEe

MOXE J1a € UeCTO CPELLAHO B Ta3W Bb3pacTosa rpyna:

. [Ipean 3anouBaHe Ha neveHue ¢ naburarpa etekcunat 0bOpeunaTa pydxuus Tpadsa na obvae
OlLICHEeHa Ype3 U3YHUChsiBaHe Ha KpeaTUHUHOBHA KaupbHC (CrCL), 32 a ce M3KIYAT NAHEHTH C
Texko ObOpeuHo yBpexcaane (1.e. CrCL < 30 ml/min} (Bx. Touku 4.3, 4.4 u 5.2).

. brOpeunata pyHkuus TpsdOBa na 6bae oueHeHa CbLIO K IPH CbMHEHHSA 33 BAOLUABAHE HA
61OpeuHaTa pyHKUUSA 110 BPEME HA NIEYSHHETO (HAMP. XUIIOBONEMUSA, ACXHApaATALMA, U NPH
CbI'BTCTBALLA YNIOTpeha HA HIKOU JIEKAPCTBEHM MPOAYKTH).

JLONBIHUTEAHN U3UCKBAHHSA TIPKU MTALKMEHTH € JIEKO 40 YMEpeHO 0bOpedHOo YBpEKAAHE U TTPH NALUEHTH Ha

BBL3pacT Hald 75 roguHM:

. [To BpeMe Ha neuenne ¢ naburarpan etekcunar Obbpedunata ¢pyHkUNA TpadBa 1a 6bae oyeHABaHA
Hai-ManKo €IUH N'bT OAUMHO WM MO-4ECTO, NPH HEOOXOANMMOCT, B aneﬂene
CHTYaUWH, KOrato UMa CbMHEHU4, ue Ob0peuHaTa PyHKLHMSA MOXKe Aa ¢€ NOH




(Hanp. XMNOBONEMHUS, AexypaTaumsl, KAKTO W [TPYU CLITBTCTBALLA YIIOTPeOa HA HAKOH JIEKaPCTBEHH
NPOAYKTH).

MeTtoasbT, KoitTO TpabBa ga ce u3no3Ba 3a oucHka Ha Os0peunara pyHkuud (CrCL B ml/min), e MeToabT
ka Cockcroft-Gault.

Ilpodvaxcumennocm na ynompeba

[IpoabmkuTennocTTa Ha ynotpebara Ha naburarpad erekcunart npH nokazauusra [IMUIIM, JIBT n bE e
nokasaHa B Tabnuua 3

Tabauna 3: [Ipoavxkutensoct Ha ynorpeda npu [IMHUIIM n ABT/BE.

[Mokaszanne | [IpoabxHTENHOCT HA YNoTpeba

[IMUIIM JleueHueTo TpabBa fa € AbATOCPOUHO.

HBT/bE [TpoaAbMKUTENHOCTTA HA JIEYEHHETO TpADBa na ce ofpeAens HHAXBHAYAJIHO CNea
BHUMATE/IHA OLIEHKA HA N0/13aTa OT ICUEHUETO CMPSAMO PUCKA OT KbpPBEHE (BXK.
ToYKa 4.4).

Kpatkocpo4uHo nedexue (Hait-manko 3 meceua) Tpadsa aa ce npoBexaa NpH HanHvue
Ha NPEXOAHHN PUCKOBH haKTOPH (Hanp. CKOPOLITHA XUPYPruiHa Onepauus, TpasMma,
obe3nBuxKBaHe), a NO-NPOAL/HKHUTENHO NeueHHe — NpY TpaiHH PUCKOBH (hakTOpU UaH
nanonatuuHa JIBT wnu bE.

IIponychama doza

[TponycHata no3a naburaTpaH €TeKCHIaT MOXe Jla ¢e npueMe A0 6 yaca npeau cieasallaTta npearnucana
no3a. ['lpu no-Manxko o1 6 yaca 40 BPEMETO HA CJIEABAllMa TPUEM, MPOIYCHATATA 1034 He TpsdBa 1a ce
npueMa. He TpaGBa ga ce npuemMa ABOMHA 1034, 33 1a C& KOMIIEHCUMpAT NPONYyCHATUTE ONPEAEIAEHH A03H.

[Ipexpamsgane Ha npuema Ha 0abucampan emexcuIam

Jleuennero ¢ gaburatpaH eTexkcunat He TpabBa Aa ce npekbepa Oe3 nekapcku cbbet. [launenture TpsabBa
na 6baaT KHCTPYKTHPAHH [a C€ CBBLPXKAT C NEKYBALMA NEKAp, aKO pa3BUAT CTOMALIHO-YPEBHU CHMNTOMHU,
KaTo Aucnencus (Bx. Tovka 4.8).

llpomanag na nevenuemo

[IpeMuHaBaHe OT NevyeHue ¢ 1adUraTpaH eTeKCUIAT KbM NAPEHTEPANCH AHTUKOATYIaHT!
[IpenopbuBa ce U3vakBaHe OT 12 yaca ciiei nocaeaHara 203a nNpein npeMuHaBaHe oT Aadburatpat
€TEKCHJIAT KbM NAPEHTEPANEH aHTUKOAryJIaHT (BX. TOUYKA 4.5).

[IpeMHHaBaHe OT JIeUEHHE ¢ HAPEHTEpaAIEH aHTHKOAryJaHT KbM aaburaTtpaH eTeKxcunar.
[TapeHTCpaNHUAT aHTHKOArYNaHT TpabBa Aa ce NpeKbhCHE U J1a ce 3anouHe aaburarpan erexcynar

0-2 yaca npejad 4aca, Ha3HAYeH 3a NPUEMAHETO Ha Cel1BaulaTa 103a OT aNTePHATUBHOTO NEKAPCTBEHO
CPEACTBO, WM TPH NPeKpaTaBaHe Ha IEYEHUETO, B C/IyHal Ha HEMPEKBLCHATO NEYEHUE (Hamp.
HedpakuMoHUpaH HHTpaBeHOeH xenapuH (HOX) (Bx. Touka 4.5).

[lpeMuHaBaHe OT neueHUe ¢ paburaTpaH eTekcUaaT KbM aHTaroHUCcTyH Ha BUTaMuH K (ABK):
MomeHnTbT Ha 3anouBaHe Ha ABK TpsabBa aa ce kopurupa cnpsimo CrCL kakro ciejapa:
. CrCL > 50 ml/min, npueMbT Ha ABK TpabBa aa 3anoyse 3 aAHu rnpeaun npexkse
naduraTtpaH eTeKcunar
* CrCL > 30-< 50 ml/min, npuembT Ha ABK TpsabBa 1a 3ano4yHe 2 aHUW Open
naburatpad €TekcunarT




Tnit kaTo gaburarpan erexkcunatr MoOXe Aa MoBIuse Ha MexayHapoOAHOTO HOPMaNU3UPaHO CHOTHOLUEHHE
(INR), INR we orpasu no-nodpe edpexra Ha ABK enpa cnep crimpaHeTo Ha JaburaTpas eTekcunar 3a
Hail-manko 2 auu. Jlororasa, INR cToMHOCTUTE TpsiOBa Na €€ THJKYBAT ¢ BHHUMAHUE,

[IpeMunaBane ot nevyenue ¢ ABK kbM naburarpaH eTekcunar:

[IpuembT Ha ABK TpsiGBa na ce npeyctaHoBd. /[[aburatpaH eTeKCHNAT MOXE fa C€ NTpUaara BeAHara iom
INR e < 2,0.

Kapouosepsuo (IIMUITIM)

[TaumeHTHTE MOrar 1a [MPOABIEKAT [TPpHCMA Ha ﬂﬁﬁHFﬂTpHH CTEKCHIIAT 110 BpEME HA KApJAHOBEP3HO.

Kamemuvprna abiayusa Ha npedcvpono mvxrcoene (IIMUITIM)

JIUTICBAT IAHHH 33 JEYEHUETO C HHGHFHTPHH eTexkcunat 110 mg n8d IIbTH JHCBHO.

[lepxymanna koponapua unmepgenyus (IIKH) cve cmenmupane (IITMHITIM)

[lanpeHTH ¢ HEKNIANTHO NPEAChPAHO MbXKAEHE, KOUTO ca nojanoxeHu Ha [1KH ¢be creHTHpaHe, morat aa
OBJAT NEKYBaHU C 1a0uraTpaH eTEKCHNAT B KOMOMHALIMA ¢ TPOMOOLIMTHU aHTHArPeranTH, Clie] KaTo ce
MOCTHUIHE XEMOCTa3a (BxK. Touka 5.1).

Creyuannu nonyaayuu

Cmapuecka 8v3pacm

3a npoOMeHHW B A03aTa MpH Ta3u nonynanus BHxTe Tadnnua 2 no-rope.
[layuenmu ¢ pucx om KbpeeHe

[TauMeHTH ¢ MOBUILEH PUCK OT KbpBeHE (BXK. TOUKK 4.4, 4.5, 5.1 1 5.2) TpsabBa ga ObAaT CTPOro KIIHHHYHO
MOHHUTOPHPaHH (CNeASHE 3a MPU3HALIM Ha KbpBeHEe W aHeMua). Kopuripade Ha gosara tpadsa na ovae
pelleHO MO YCMOTPEHHE Ha NIEKYBALL K JleKap, clie/l OLEHKA Ha ChbOTHOLUIEHUETO TON3a/PUCK 34
KOHKpETHHA nauueHT (BXK. Tabnuua 2 no-rope). KoarynaudoHen TecT (Bx. Touka 4.4) MOXE Ja TOMOrHe
32 WASHTH{HULIMPAHE HA MTAUMEHTUTE ¢ TOBULLEH PUCK OT KbPBEHE, MPUUYUHEH OT MPEKOMEPHA €KCITO3HLUS
Ha gaburatpad. Korato ce yCTaHOBUM NpeKOMEPHA eKCIO3MLs Ha padurarpat, npy NaUKUEHTH ¢ BUCOK
PHCK OT KbpBEHE, C€ NPENOPbHUBA MpUNAraHe Ha HaMasleHa n03a 220 mg, npyuemMaHa KaTo €1Ha Kalcyna
110 mg aBa nbTH AHEBHO. [Ipy nosBa HA KIMHKMYHO 3HAYKMO KbPBEHE NEYECHHETO TPA0BA Aa ¢ NPEKbCHE.

[lopany NoBUILIEHHS PUCK OT CTOMALLIHO-YPEBHO KBPBEHE NPU NAUKWEHTH C raCTpHT, €30(aruT 1iu
racTpoezodardancH pedaykc Moxe Aa ce 0OMUCIM HaMasiBaHe Ha xo3arta (BxK. Tabnuvua 2 no-rope U
Touka 4.4).

bvbpeuno yepexcoane

JleueHueTo ¢ paburaTpaH eTeKCHIAT [P [AUHEHTH ¢ Texko ObOpeuHo yspexaare (CrCL < 30 ml/min) e
NMPOTHBOMOKA3aHO (BX. TO4YKA 4.3).

He e HeoOX0auMO KOpUTHpaHe Ha A03aTa NpY NAUMEHTH ¢ KO OBOPEUHO yBpexKaaHe
(CrCL 50-< 80 ml/min). [lpn nauuenTH ¢ ymepena 0n0peuna Heaocrarb4HocT (CrCL
NpenopbYUTENHATA A03a gaburaTpaH eTekcunar € cuio 300 mg, npueMaHu Kato 1 K
MbTH AHEBHO. BLApEeKH TOBA, NPH NALUEHTH C BUCOK PUCK OT KbpBEHE TpsOBa fa ce




HaMansiBaHe Ha A03ata jaburatpa etekcunar ao 220 mg, npuemaHu kato eiHa kancyna 110 mg aBa
MbTH AHEBHO (BX. TOYKH 4.4 U 5.2). BHUMaTEnHO KAHHHWYHO HABNKOAEHHKE C€ MPENOPBLYRA NPH NALMEHTH
¢ ObOpeUHO yBpexKIaHE,

Covnvmcemsawia ynompeba Ha 0abucampaHn emexcuaam u ciadbu 0o ymMepeHu ukxubumopu Ha
P-2nuxonpomeuna (P-gp), Hanp. amMuo0apon, XunuduH wiu gepanamuin

He ¢ HeoOX0aUMO KOpUrHpaHe Ha 103aTa NMpU ChNbTCTBALLO NPUAOKEHHE ¢ AMHUOapPOH UK XWHUIIHH
(Bk. ToukH 4.4, 4.5 u 5.2).

[IpenopbuBa ce HaMansBaHe Ha A034TA [P MTALHUEHTH, KOUTO [IPHEMAT ChNBTCTBALLO BEpanaMui (Bxk.
Tabnnua 2 no-rope ¥ Toukh 4.4 u 4.5). B TaknB cayyait nabMratpaH eTeKCHIaT W BEpanaMun Tpabsa aa ce
npueMar no €IHO U ChIIO BpeMe.

Terecno meeno

He ce Hanara kopurupaHe Ha no3ata (BXK. Touka 3.2), HO C€ NPenopb4YBa BHUMATEIHO KIHHUYHO
HabnoaeHUe Npy NALUKEHTH ¢ TesecHO Terno < 50 kg (Bx. Toyka 4.4).

Ilon
He ce Hanara xopurupasne Ha ao3ara (BX. Touka 5.2).
[Teduampuuna nonyrayus

Hsima ¢cboTBETHA ynoTpeba Ha faburaTpaH eTeKCHlaT B IeAUaTPHYHATA NONMYaauHs 3a NOKa3aHHETO
NpPEBEHLUA HA UHCYNIT K CUCTEMEH eMO0AH3bM NpH nauuedTy ¢ HKIIM.

Hevenue na BTEC u npegenyus na peyuousupaugu BTEC npu neduampuunu nayuenmu

[Tpu neuenue va BTEC rpu neanaTpryHy NaLHEHTH N€YEHUETO TPAOBA Aa Ce 3anoyHe Cliejl IeUEHHeE C
napeHTepaneH aHTUKOAryNaHT B NPOABLJIKEHHE HA HaW-Manko 5 aAHu. [lpy npeBeHUHA Ha peunaAHBUpalLH
BTEC neyeHueTo TpsadBa aa ce 3aMovHe cnej NPeaAXoAHO IEYEHHE.

JlaburaTpaH eTekcuiaT Kancyau TpadBa aa ce npueMar ABa NbTH AHEBHO, €4HA 1033 CYTPHH U €1Ha 103
Beyep, NpHOAN3UTENHO N0 €4HO M CbUIO BpeMe BCeKU AcH. MHTepBan®T MexAy n03uTe TpsbBa Aa e

KOJKOTO ¢e MOXe no-05u3o 1o 12 yaca.

[IpenopburTenHara go3a 1aburaTpaH eTeKCHNaT Kancynu ce onpeaens Bb3 OCHOBA Ha TENECHOTO TETrJO U
Bb3PAcTTa HA NALHEHTa, KaKTo € rnoka3aHo B Tabanua 4. Jlozara Tpabsa na ce kopurupa crnopea
TENECHOTO TEFAO W Bb3PacTTa ¢ HANPEABAHETO Ha NEYEHHUETO.

3a KOMOHHALIMKTE TENECHO TETTIO U BH3PACT, KOUTO He ca nocoueHy B Tabavuara 3a go3upaHe, He Morar
14 ObAAT JaficHH NPENOPBLKHU 3a 03U PAaHE.

Tadauna 4: EaunuyHy B 001K AHEBHH 403U AA0NraTpaH eTeKCHIAT, B MUSIUTrpamMHu (mg), cropea
TEeJEeCHOTO TerJio B KHorpaMu (kg) H Bb3pacTra Ha NAalHEeHTA B I'OJIMHH,

KomMOnHauuu Te1ecHo Terio /Bu3pact EanHuuHa no3a O061a au /,,--
TenecHo Terno B kg Bbipacrt B roAHHH B mg /% g_: )
11 po<13 8 10<9 75
13 n0o<16 8 no<l1l 110
16 no <21 8 po< 14 110




21 jo <26 8 no<16 150 300
26 no < 31 & no< 18 150 300
31 no <41 8 o< 18 185 370
41 no < 51 8 j0< 18 220 44()
51 no <61 8 10 <18 260 520
61 no <71 8 n0< 18 300 600
71 no < &l 8 10<18 300 600
> 81 10 no< 18 300 600

EJMHHYHY 003H, H3NCKBALLYM KOMOMHAUMYK OT NOBEYE OT €/1HA KaIlCcya:
300 mg: age karncynm 150 mg vam
YETUPH Kancysiu 75 mg

260 mg: eaHa karncyna 110 mg ntoc egHa 150 mg unu
enHa kancyna 110 mg nnroc ase 75 mg

220 mg: kaTo ABe kancynu 110 mg

185 mg: KATO efHa Karncyna 75 mg nmoc eana 110 mg

150 mg: KaTo eaHa kancyna 150 mg unu

JIBE Kancynu 75 mg

Oyenxa na 6vbpeunama GynxKyus npedu ¥ o 8pemMe Ha 1eHeHUemo

[Tpean 3anouBaHe Ha JieyeHKHeTo TpsbBa 4a ce onpeaeny U34yncieHaTa CKOpOCT Ha rOMepyJiHa
duarpaumns (¢GFR) no ¢opmynata Schwartz (MeToabT, H3NON3BAH 38 OLUEHKA HA KpeaTUHHHa, TpabBa na
Ob/e NOTBBLPAEH OT MECTHA tadopaTopui).

JleyeHueTo ¢ naburarpad eTeKCHIAT € NPOTHRONOKA3aHO NPU neauaTpuuHy nauueHT ¢ eGFR
< 50 ml/min/1,73 m? (Bx. Touka 4.3).

[Tanuentu ¢ eGFR > 50 ml/min/1,73 m? Tpsi6Ba ga 6baar jiekyBaHH ¢ A03a CbriacHo Tabnuua 4.

[To Bpeme Ha nedeHueTo 61B6peunaTa pyHxuus TpadBa Aa ce oUeHsBa [py onpegeneHU KIHHHYHM
CUTYAllWH, KOTATO HMa CbMHeHHS, Ye ObOpeuHaTa PyHKUWS MOXE J1a CE MTOHWXHW WK 4a ce BAOLWH (Hanp.
XUMOBOJNIEMHS, AeXHApaTalUA, KAKTO U NPH CbMBTCTBALA yNnoTpebda Ha onpellesieHn eKapCTBEH U

NPOAYKTH H Ap.).

lpoovaxcumennocm Ha ynompeda

[TpOABLMIKUTEHOCTTA HA NEUEHHETO TPAORA Aa CE ONpeaeis HHAHBHAYAIHO B 3aBUCUMOCT OT OLIEHKATa
Nnon3a/pUck.

[Iponycnama 0osa

[TponycHata q03a paburatpan eTeKCcuIaT MoXe za ce npueMe 10 6 yaca npeau cneasalara npeanucaHa
no3a. [1pu octaBaly no-manko Ot 6 yaca A0 cheaBalls NpUeM, IponycHarara fo3a He TpsOBa fa ce
npuema,

B HukakbB cay4ai He TpaOBa aa ¢ npueMa ABoitHa 4034, 3a Aa C€ KOMNEHcUupaT nponyCcCHaTUTE
WHAUMBHUAYAJIHH 103U,

IIpexvcaane Ha Aeuenemo ¢ oabuzampan emexcuiam

JieueHneTo ¢ nabUraTpaH eTeKCHNAT He TPAOBA A2 ce NPEKbCBa 063 KOHCYNTANUA ¢ ACKHIZT {AMMEHFITE
uau obrpuxealuMTe ru nuua Tpadea aa ObAAT UHCTPYKTHPAHU DA Ce CBBPIKAT C NTEKYHL -- :
NaUUEHTDbT Pa3BUE CTOMALIHO-YPEBHH CUMITTOMHU, KATO JUCNENCHS (BX. TO4YKa 4.8).
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HPG;MHH HQ JEYeHUEM O

[I[peMUHaBaHe OT NeveHue ¢ nadburaTpad €TeKCHAaT KbM NapeHTEpaieH aHTHKOAryNaHT:
[IpenopbtBa ce aa ¢e u34aka |2 4aca cnea nocneaHara ao3a npeaqd npeMuHaBaHe ot aaburarpad
€TEKCUJIAT KbM MAPEHTEPANEH aHTUKOArynaHT (BX. TouKa 4.5).

IlpemnHaBaHe OT NEYEHKE C NAPEHTEPAICH aHTHKOAryNaHT KbM JaduraTpaH €TeKCHNAT:
[TapeHTepanHUAT aHTUKOArynaHT TpAOBa Aa ce NPEeKbCHE K Aa ce 3anovHe 1adUraTpan eTeKCcUnaT
(-2 yaca rpeau Haca, onpeaesieH 3a NPUICKEHHETO Ha NapeHTEPATIHUA AHTHKOArylaHT, BIH Npu

NPEKPaTABAHE HA NEUEHHETO, B CIyYad Ha HEMPEKBCHATO NeveHue (Hanp. HedppaKUHOHHPaH
WHTpaBeHo3eH xenapuH (HPX) (Bx. Touka 4.5).

[IpeMuHaBaHe OT NeueHUe ¢ faduraTpaH eTeKCUNaT KeM aHTaroHUCTH Ha BuTaMHUH K (ABK):
[TaunenTute TpsadBaA Aa 3anoyHat npydeM Ha ABK 3 aHK npeau npekbeBaHeTo Ha fabHraTpaH eTeKcHnar.
Toit xato naburatpaH eTekcMaaT MOXe Aa NOBAKAE Ha Mex Ay HApORHOTO HOPMANIH3HUPAHO CHOTHOWICHHUE
(International Normalised Ratio, INR), INR e otpasn no-pobdpe edexra Ha ABK eaBa cnea cnupaneto
Ha paburatpaH eTeKkcuar 3a Hail-Manko 2 auu. Jortorasa, INR cToliHOocTHTE TpabBa Aa ce ThAKYBAT C
BHUMAaHUE.

Ipemunagane oT neyeHue ¢ ABK kbM aaburatpan eTekcunar:

IpuemsT HA ABK TpsabBa aa ce npeycraHosy. JJaburatpaH eTeKCUIAT MOXE J1a CE nNpuiara BeHara oM
NR e < 2,0.

HauyuH Ha NPUIOKEHHE

To3u nekapcTBEH NPOAYKT € 32 NepopanHO NPUNCKEHHUE.

Kancynute Morat aa ce npuemar ¢be uaun 6e3 xpana. Kancynute Tpadsa 1a ce NnornbilaT ueny ¢ valua
BOJA, 32 Aa CE€ YNECHH JOCTUIAHETO UM JO0 CTOMAXA.

[TayueHTuTe TpsbBA A3 6BAAT HHCTPYKTHPAHU A2 HE OTBAPAT KAINCYNaTa, Tbil KATO TOBa MOXE /14 NOBHLIH
pPUCKa OT KbPBEHE (BX. TOuKa 5.2 4 6.6).

4.3 IlpoTuBONOKA3aHHSA

. CBpbXUYYBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO KU KbM HAKOE OT MOMOLLUHHUTE BELLIECTRA,
U30poeHH B ToUKa 6.1

Texko 6b0peuno yspexcaade (CrCL < 30 ml/min) npu sb3pacTHH NallUEHTH
eGFR < 50 ml/mir/1,73 m? npu neAMaTpUUHKU NalHeHTH

AKTUBHO KTHHUYHO 3HAYHUMO KbPBEHE

Jlesus U CbCTOSHUE, KOETO CE& ONPEACHs KAaTO 3HAUMM PHCKOB (hakTop 3a ronaMo KepeeHe, ToBa
MOXKE 13 BKAKOYBA HACTOALLH KUY CKOPOLLHHA CTOMAIIHO-UPEBHH pa3fa3BABAHHUA, HANTHYUE HA
3J10KaYeCTBEHH HOBOOOpa3yBaHHs ¢ BUCOK PUCK OT KbPBEHE, CKOPOLIHO MO3ZBYHO HITH MPhOHAYHO
HapaHsABaHe, CKOPOLUHA MO3bYHA, rpbOHAYHA UM OYHA XHPYPruvyHa HHTEpBEH LKA, CKOPOLUHA
BbTpEUEPENHA XeMOparus, H3BECTHU W1 BEPOATHH BapHLM Ha XpaHONPOBOAA, aPTEPHOBEHO3HH
MandopMaLunHi, CbAO0BH aHEBPU3MU WK FOJIEMU BBTPErPLOHAUHHM WK BbTPEMO3BbUHY CHAOBY
aHOMAaJIUU

. ChIBTCTBALLO NIEYEHHE ¢ HAKOHW APYrH aHTHKOAryNaHTH, Hanp. HedgpakuvoHupal xenapud (HOX),
XEMapHHHU ¢ HUCKO MONEKYNHO Terno (eHOKcanapuH, AAJTENAPUH W AD.), IPOH3BOAHH HA XenapHHa
(boHIanaprMHYKC U Ip.), aHTHKOAryJaHTH 3a NepopanHO Npunoxenue (Bapdaprl, puBapokcadaH,
anukcabaH u ap.), OCBeH B cneUUPUUHH YCIOBUA. TOBA €A Cy4yauTe Ha NPOMAHA H

NOoAABbP)KAHE HA OTBOPEH LEHTpaNleH BEHO3EH UK apTepralieH KaTeTkp, UK
NpHJara no BpeMe Ha KareTbpHa abauus Mpy NPEeACHPAHO MbXAECHE (BXK. T
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. HeproapobHO yBpexaaHe UM yepHoApoOHO 3aboNsiBaHe, 3a KOETO Ce 0YaKBa /1a Ma OTpaxKeHue
BLPXY NPEKUBAEMOCTTA

. CBOBbTCTBALLO IEYEHHE ChC CIICAHUTE MOLLHH P-gp HHXHOUTOPH: KETOKOHA30/, UHKJIOCMOPHH,
HTPaKOHa30J1, APOHEAapOH U KOMOHHALKATA ¢ GUKCUPAHHU 003U rheKanpeBup/nubpeHTacBup 3a
CUCTEMHO NPUNOKEHHE (BXK. TOUYKA 4.5)

. ChbpIeyuHH KNanHu NpoTe3x, HIMCKBALLK aHTHKOAryJJAaHTHO neyeHue (B, Toyka 5.1)

4.4 CneuuajHH npeaynpexaeHus 1 npeaAnaiHd MEPKH NMpPH yiroTpeba

XeMoparu4eH pUck

JlaburatpaH eTekcunat TpsbBa aa ce npuiara ¢ NOBHLIEHO BHUMAHHE MPU ChCTOAHUA C NOBKLLIEH PHCK OT
KbpPBEHE UM NPH CHNBTCTBALLE YNIOTPE0a Ha IEKAPCTBEHH NPOAYKTH, MOBNUABALLNM XEMOCTAa3aTa Yype3
HHXWOUpaHe Ha TpoMOouuTHATa arperauns. [1o BpemMe Ha TepanuvsaTa KbpBEeHE MOXE 1A CE NOABU
HaBcsikbAe. [1pU HeoUakBaH cnaa Ha XeMorIoOMHA W/ MK XeMaTOKPpHTa, UMK CNaJ Ha KPbBHOTO HaNsraHe,
TpsabBa Aa ce U3BBLPILLHN NMperae] 3a YCTaHOBABaHE MACTOTO HA KbPBEHE.

[Ipu BB3paCTHU NALMEHTH B CNYYaK Ha XKHMBOTO3ACTPalUaABAULO UK HEKOHTPOJHPAHO KbPBEHE, KOraTo €
HEOOX0AUMO OBbP30 HEYTpaNU3HpaHe Ha aHTUKOoarynaHTHUA edekT Ha nadburaTpaH, MoXe a c€ W3M0a3Ba
CNELUHPHUUHOTO HEYTPATH3UPALLO CPEACTBO Haapyuuiymabd. EdpukacHocrTa # He30mnacHocTTa Ha
Haapyun3yMad He ca YCTaHOBEHHU NpH neavaTpuyHu nauuent. Haburarpan moxe na 6bae oTcTpaHeH
NOCpEeACTBOM XeMOoAuMann3a. [1pu Bb3pacTHU NALIMEHTH Ca Bb3MOXKHU APYFH OMLIUK KaTO H3MON3BAHE HA
NBJIHOUEHHA KPBLB MM MIPACHO 3aMpa3eHa nna3zMa, KOHUEHTpAT Ha KoarynauHoHHK GakTopH (aKTHBUPAH
WY HeaKTHBHpaH), pekoMOrHaHTeH aktop Vila uim TpomOoLMTHA Maca (Bx. CbLLO ToYka 4.9).

B KAHHWYHH W3nUTBaHUA JabHraTpaH eTeKCUIAT Ce CBbP3BA C NMO-BUCOKH HUBA HA MOJISIMO CTOMAILLIHO-
ypeBHo (CY) kbpseHe. IloBuilneH puck € HabJIIOAABAH MPH NTALUEHTH B CTapYyecKa BB3pacT (= 75 roAnHU)
npu cxema Ha npunarale 150 mg aBa nbTH AHEBHO. J{pyr¥ pucKoBH HakTopH (BX. Cbulo Tabnuua 5)
BKJIKQUBAT €IHOBPEMEHHO NieUeHHEe ¢ UHXUOUTOPU Ha TPOMOOLIMTHATA arperaius, KaTo KIonuaorpen H
anetuacanuuunona kucenuHa (ACK) unn HectepouaHyu npoTueoBb3nanuTeniu cpeactesa (HCITBC),
KaKTO U HAJTMMHETO HA €30(¢aruT, raCTPUT WK racTpoesodareancH peQaykc.
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Pucrosu ghaxmopu
Tabnuua 5 o6obuaea pakToprTe, KOUTO MOTraT 1a MOBHUILAT XEMOPArHU4IHHUS PHCK.

Tabnauua S: GaKTOopH, KOHTO MOraT 14 NOBHILAT XEMOPATrHUHHA PHCK.

Puckosu daxTopu
(DapMakOJIHHAMUYHH W KHHETHYHH DaKTOpH Bb3pacT > 75 roaHHH
PakTOpH, KOUTO MOBULLIABAT TNA3MEHUTE HMUBA | [ NaBHH:
Ha gadburarpat ° YMepeHo On6peuno yspexaaHe npu
Bb3pacTHU nauueHTH (30-50 ml/min CrCL)
. Moy P-gp HHXHOUTOpPH (BXK. TOYKH 4.3
1 4.5)
. CbBMECTHO NpHAarale Ha cnabu 10

ymepeHy P-gp uHxuburopu (Hanp.
AMHWOJAPOH, BepalnaMui, XHHHIANH Y
TUKArpenop, BX. Touka 4.5)

BTOpOCTENEHHH:
. Hucko tenecHo terno (< 50 kg) npu
Bb3PACTHH NALKEHTH
GapMakoAMHAMUYHH B3aUMOAECHCTBHA (BXK. ° ACK ¥ apyru HHXUOUTOPH Ha
TOuka 4.5) TPOMOOLIMTHATA arperauus, Kato
KJIOMHAOrpen
° HCIIBC
* SSRI nnu SNRI
. Hpyru neKapcTBEHH NPOAYKTH, KOUTO
MOraT Aa HapyLuaT XeMocTasara
3abonaBatus / NpoueRypH ¢ 0CODEH . BpoaeHu niau npuaobUTH HAPYUIEHHA Ha
XEMOparuyeH pucK KoaryJaauusra
. TpombouuToneHus uhu GyHKLHOHANHY
TPOMOOLIUTHU AehEKTH
o CkopolliHa OUOoNCcUs UM roasaMa TpaBMa
. bakTepHaneH eHIoKaApaAKUT
. Ezodarunt, ractput unu

racTpoezodareancH pegaykc

ChLIeCTBYBAT OrPaHHUEHH JaHHHW NPH Bb3pacTHU nauneHTy < 50 kg (BxkK. Touka 5.2).

CounbreTBamata ynotpeba Ha gaburatpad erekcunar ¥ P-gp HHXHOMTOPH HE € MpoyyYBaHa npH
neJHaTPHYHH NALMEHTH, HO MOXXE 1A YBENWUYM PUCKA OT KbpPBEHE (BX. TodkKa 4.5).

IIpeonasnu mepxu u 081a0A6aAHE HA XEMOPA UNHUA PUCK
3a 0BJIa/IBAHE HA YCIOKHEHHS ¢ KbPBEHE BHKTE CbLUO TO4KA 4.9,
OyeHKa Ha CLOMHOWEHUEMO NOA3A/PUCK

HanuuneTto Ha neauu, 3abonsapaHus, npoueaypu u/unu papmaxkonoruyso neueHue (karo HCIBC,
TpoMOOUMTHH aHTuarperauTd, SSRI # SNRI, Bx. Touka 4.5), KOUTO 3HAUMTENHO YBGAFIRIT RIORG.OT

. WA 1l
roJIAMO KbpBeHE, M3UCKBAT BHUMATENHA OLEHKA Ha CbOTHOLIEHUETO NOJI3a/PUCK. ,..-/. M hal pEreDNsaT
TpsAOBa Aa ce AaBa caMo ako 0Ji3aTa Ha/BH1LIaBa PUCKA OT KbPBEHE. I '
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HannuHUTE KNMHUYHKW JAHHM 3a MeANATPHYHU NALHUEHTH C PUCKOBH (DAKTOPH, BKIKOUHUTENHO NALKEHTH C
aAKTUBEH MEHHHIHT, eHUe(danuT ¥ BbTpevepeneH abcuec (Bx. Touka 5.1), ca orpaHuueHu. [Ipy Taknsa
naudeHTH aaburaTpaH erekcunat TpabBa Ja ce napa camo, aKO 04aKBAHATA [10J13a HAJBHLLIABA PUCKa OT
KbpPBEHE,

Brumamenno kaunuuno HabaooeHue

[Ipenopbupa ce BHUMATENHO HADMOACHKE 32 NPHU3HALM HA KBPBEHE UM AHEMUA TIPE3 LeNHs NEPHUOI Ha
neyexue, ocodEHO ako pUCKOBHTE (hakTopH ca KOMOHHUPaHKU (BX. Tabnuua 5 no-rope). TpaGea na ce
BHMMaBa 0COOEHO MHOro, KOraTto AaburaTpaH €TeKCHIAT Ce NpUaara eIHOBpEMEHHO ¢ BepanamMuil,
aMHONAPOH, XHHUAKH UNH KNApUTPOMUUHH (P-gp HHXUOUTOPH) U OCOOEHO NPH NOABA HA KbpBEHE, HaH-
BEUE MPH NaLKEHTH ¢ HamaneHa 6b0peuHa yHKkuMs (BXK. ToMKa 4.5).

[IpenopbuBa ce BHUMATENHO HAOMOAEHHE 33 NPU3HALHN HA KLPBEHE ITpY TTALUMEHTH, 1EKYBaHH
cbbpTeTBALO ¢ HCTIBC (BXK. TOUKa 4.5).

[Ipexvceane na revenuemo ¢ oabuzampan emexcuiam

ITanueHTHTE, KOUTO Pa3BUAT OCTpa ObOpEeUHA HEAOCTATBLUHOCT, TPAOBA Aa NPEYCTAHOBAT IIPUEMA HA
AaburatpaH eTeKCHAAT (BXK. CHIUO TOUKA 4.3).

KoraTo ce nofsu TexKo KbpBeHe, TpabBa Aa ce NnpekpaTH JIieHeHHETO, fa ce H3C/IeABa NpHYMHaTa 3a
KbPBEHETO M NTPH Bb3PACTHH NALlUEHTH MOXeE Aa ce 0OMUCIH IPUI0KEHHE HA cieUHPHHHOTO

HeyTpanu3upallo ¢cpeacTBo (naapyuusymad). EdukacHocTTa M 6e30nacHOCTTA Ha uAapy uKM3ymMad He ca
YCTAHOBEHH NPH neaHaTpuyuHu nayueHt. Jdaburatpan moxe aa Obje OTCTpaHEH NOCPEACTBOM

XxeMoaranu3a.
Vnompeba na unxubumopu na npomonnama nomvna

Moxe na ce 0Omucau npunoxkeHne Ha UHxuOUTOp Ha npotoHHara nomna (MUIIT) 2a npesenuns na CY
kbpBeHe. [Ipn neguaTpuvny nauuMenTy TpadBa na ce cieaBaT NPEenopLKUTE, ONUCAHU B KpaTKaTta
XapaKTePUCTHKA HA NPOAYKTA Ha ChOTBETHUA HHXUOMTOP Ha NPOTOHHATA NTOMIA,

Habopamopnu xoacyrayuonnu napamempu

Bbhnpek# ye To3M A€KApCTBEH NPOAYKT NO MPHHUKE HE HIUCKBA PYTUHHO MOHUTOpPHpAHE Ha

AHTHKOAry nauusTa, onpeac/isHETO Ha CBhp3aHaTa ¢ AaduratpaH aHTHKoaryiauMds Moxe aa 6b4a¢e oT nonsa
33 YCTAHOBABAHE Ha MPEKOMEPHO BUCOKA €KCMO3ULMA Ha JaduraTpaH NpH HaIMYHE Ha AONbJIHHTENHH
PUCKOBH (PAKTOPH.

TpoMmGuHOBOTO Bpeme upe3 paszpexmaane (dilute Thrombin Time, dTT), ekapUHOBOTO BpEME HA ChCHUPBAHE
(EBC) n akTuBHpaHoTO napunaiHo TpoMéonnactuHoBO Bpeme (activated Partial Thromboplastin Time,
aPTT) Morar Aa npeaoCcTaBaT noJie3Ha HHQOpMaLUa, HO pe3yATaTHTE TPADBA Z1a C€ ThIKYBAT C [MOBHLIEHO
BHHUMAHHE NOPaAH BApHAOHIHOCTTA MEXAY TECTOBETE (BXK. TOUKa 5.1).

TecTbT 3a onpeaensiHe Ha MEXAYHapPOAHOTO HOpManu3upaHo cboTHoleHHE (International Normalised
Ratio, INR) Ke e Hanex ieH NpH NaLKMEHTH Ha Ae€HEeHWE ¢ JaOHraTpaH eTeEKCUNAT H UMa AOKIaABaHH
cayuau ¢ ¢anindeo nosoxuTenHo noevuwenye Ha INR. 3arosa INR tectoBe He TpabBa na 6baar
[NPOBEXAHM.

Tabauua 6 nokasBa HaAH-HUCKUTE NpAroBe Ha KoaryJalHOHHUTE TECTOBE [TPU Bb3PACTHU MAUMEHTH, KOUTO
Morar na 6baT CBbp3aHH ¢ MOBUILEH PUCK OT KbpBeHe. CbOTBETHUTE NPArose MpH Net
NalLMEHTH HE Ca U3BeCTHHU (BX. TOUKa 5.1).
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Tabauua 6: Hali-unckH nparope Ha KOaryJakHOHHUTE TECTOBE TIIPH Bb3PACTHH NALHEHTH, KOHTO
MOraT a ObJaT CBbP3aHH C MOBHILEH PHCK OT KbpPBEHE.

TecTt (Hali-HUCKa CTOUHOCT) [lokazaHue
IIspeuuyHa npeeeHuna Ha | [IMUTIM u IBT/BE
BTE npu opronearyHa
onepauus

dTT [ng/ml] > 67 > 200

EBC [x-nbT# Haja ropHaTta rpaHuya Hama nannu >3

Ha HopMaT4]

aPTT [x-mbTy Haa ropHara rpaHuia >1,3 > 2

Ha HOpMaTa]

INR He TpsaOBa pa ce He TpsbBa na ce nposexa
NpoBeXAa

Ynorpeba Ha GUOPHHONUTHYHM NEKAPCTBEHH NPOAYKTH 32 fieHeHHe HA OCTbD MCXEMHUYEH UHCYJIT

Ynorpebarta Ha PUOPHHONIUTHYHHU NEKAPCTBEHH NPOAYKTH 34 JICUEHHETO HA OCTBP UCXEMHUUYEH UHCYAT
Moxe Ja ce o0Ccbau, ako ctoiHocTuTe HA dTT, EBC nnu aPTT He nansumasar ropHata rpaHudua Ha
Hopmata (ULN) criopel MeCTHUTE pedEePEeHTHU IrPaHULLK,

XUpYPrUuvHy onepaur U UHTEPBEHUHWH

[Ipn nauueHTH, npremMaluy aaburaTpaH eTeKCHaaT, KOMTO Ca OAOMEHH Ha XHPYpPryudHa HHTEPBEHLIKA
HJIH MHBA3MBHH NPOUEAYPH, CHUIECTBYBa PUCK OT KbpseHe. [To Ta3zn npUuKHa XUPYPruvHUTE
HHTEPBEHIIMH MOraT /1a HaNOXaT BPEMEHHO NPEKpaTIBaHE HA MPUEMAHETO Ha AaburaTpaH eTeKkcuar.

[TauMeHTHTE MOrar Aa npoAb/KaT pHeMa Ha aadurartpad eTeKCHIAT, KOraTo ca NoAaJoXeHH Ha
Kapadosep3no. JIuncear naHHM 3a neyeHueTo ¢ gaburarpad etekcunar 110 mg asa nbTH AHEBHO NPH
MaU{MeHTH, KOMTO Ca NMOANIOKEHHN Ha KaTeTbpHa abnalivg Ha NpeachpAHO MbXIeHe (BXK. Touka 4.2).

HeoOX0AMMO € NOBHILEHO BHUMAHUE, KOFATO NEUYEHUETO BPEMEHHO CE NPEKPATH NOPAAH HHTEPBEHUHH H
ce MpenopbuBa MOHUTOPUPAHE HA aHTHKOarynauusaTa. [1pu nauneHTy ¢ ObOpeuHa HEAOCTATBUHOCT
KIUPBLHCHT Ha gaburarpad MOXe Aa NpoAbiiH NO-AbAro (BxK. Touka 5.2). Toea TpAOBa na ce B3eme
npeABUA TIpead BCAKa npoueaypa. B takuBa cnydau xoarylauloHeH TeCT (BX. TOYkH 4.4 1 5.1) moxe aa
MOMOTHE JIa C€ ONpEASNH JaH BCE Olle UMa HApYLIEHUE HA XEMOCTA3aTa.

Crewu xupypeusHu onepayuu Wil HeOMIOMCHU npoyedypu

[IpuembT Ha gaburaTpaHn etekcunat TpabBa ga Obae BpeMeHHO NpekpaTeH. AKO € HeobXoauMo ObP30
HEYTPAJIH3NPAHE HAa AHTHKOAryAaHTHUSE €PEKT, MOXKE AA C€ MU3TI0NA3BA CNEUHPHUUHOTO HEY TPATHIUPALLIO
CpencTBo Ha JaburatpaH (Maapyunsymad) 3a Bb3pacTHH NauueHTH. EdukacHocTTa ¥ Oe3onacHocTTa Ha
HaapyuM3ymad He ca YCTAHOBEHH [IPH NeARATPHUHM nauneHTu. Jaburatpad Moxe 1a Oble OTCTpaHeH
MOCPEACTBOM XE€MOAWaIN3A,

[Ipy npeycTaHOBsiBaHE Ha TepanuATa ¢ JaburaTpaH NALHEHTHTE ¢a U3N0KEHH Ha PUCK OT TpoMOO3a,
CBBP3aH ¢ OCHOBHOTO ¥M 3abonaBaHe. JleueHueTo ¢ paburatpad eTeKCHaaT MOXe 1a ¢€ Bb30OHOBH

24 yaca cnej nNpUAoKEHWe Ha naapyuu3yMal, ako nalyueHTbT € KIMHUYHO CTabUNIeH 1 € NOCTUrHaTa
aJIeKBATHA XeMOocCTasa.

Xupypeuunu onepayun/unmepeenyuu Npu ROOOCMPU CbCMOAHUA
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[IpnembT Ha aaburarpaH etekcunat TpabBa BPEeMEHHO Aa ce npekpatH. [1o Bb3MOXKHOCT, XUpYypryu4Hara
onepaula/MHTEPBEHUHA TpAOBa Aa ce OTAOXKY A0 U3MHHABAHETO HA Hall-Manko 12 4aca cien npueMa Ha
[ocjieaHaTa 403a. AKO XUpYpruyHara onepaiisa He MOXKe 1a €€ OTN0XKHU, ChLUIECTBYBA ITOBHLUEH PUCK OT
KbpBeHe. To3M pucK TpsAbBa Aa ce OUEHH COPAMO CNELIHOCTTA HA HHTEPBEHUMATA.,

Ilranosa xupypeuwna onepayus

[TpH BB3MOXKHOCT, NpHEMbT Ha AaburaTpaH eTekcunar TpadBa ga ce npexkpaTh Hal-Manko 24 yaca npeam

H3BBPLUBAHETO HA HHBA3KBHA WK XUPYpPrudHa npoueaypa. Ipekparsasate nprema Ha aaburaTpan
eTekcHnar 2-4 AHH NpeaH XHpyprudHa onepauuns TpsbBa Aa ce uMa NpeJBHA NPH NaLWEHTH C NOBHILIEH
DUCK OT KbPBEHE WK B Cliyyai Ha rongma ornepatis, NpH KOATO MOXE 1a € HeoOX0AHMa NbJHa

XEMOCTAasa.

Tabnnua 7 o6obuaBa npasunarTa 3a npexpaTsBaHe Ha NpUeMa npeayd HHBA3MBHU MITH XUPYPrUyHHU
NMpoUeaypy NPH BL3PACTHU MALHUEHTH.

Tadauua 7: IIpaBuia 3a npekpaTsBaHe HA pHeMa Npeid HHBAZHBHH HJIH XHPYPIHYHH
npoueaypy NpH Bb3PAaCcTHH MAUHEHTH

bnOpeuHa [Tpubnuzutenex [TpuemsT Ra gaburatpad erexcunar TpadBa aa ce cnpe
byHKUHUSA NONYXUBOT npend NaaHoBa XMPYPruyHa onepauns
(CrCL B (uacoBe) Bucok puck oT kbpBeHe unu | CTaHAapTeH pHCK
ml/min) ronsMa Xupypruvna
onepauuns
> 80) ~ 13 2 JIHW NPeABAPUTENHO 24 yaca npeABapUTENHO
> 50-<80) ~ 15 2-3 QHHU NpeaBapUTEHO 1-2 nHX NpeABaApPUTENHO
> 30-<50 ~ 18 4 AHW NpeaBaAPUTENHO 2-3 AHU NpEeBAPUTEIHO
(> 48 yaca)

[TpaBunaTa 3a npekpaTsaBaHe Ha NpUEMA NPeAN HHBA3UBHHU UK XHPYPTUUHK OPOUEAYPH NPH
NeJNATPUUYHHU NauUeHTH ca 0b6oblilenu B Tabivua 8.

Tabauua 8: IIpaBujaa 3a npekpaTsaBaHe Ha NPHEMA NpedH HHBA3ZUBHH HJIH XHPYPIrH4YHH
npoueaypH NpH NeJHATPHYHH NALHEHTH

bbOpeyuna QpyHKiiusA Cnupane Ha gaduratpaH npead nnadoBa XUpypruyta
(eGFR B ml/min/1,73 m?%) onepauus

> 80 24 yaca npeaBapUTeIHO

50 — 80 2 1HW NpPeaBaApPUTENHO

<30 Te3u nauneHTH He ca MpoyuBaHy (BXK. Touka 4.3).

Crnunanqa anecme3usd/enudypaina aHecme3us/ yMoanHa nyHKYUA

[Tponeaypy KaTo ciMHANHA AHECTE3US U3UCKBAT MBIAHOLEHHA XEMOCTAaTHHHA PYHKUMS.

PHCKBT OT CMTHHANEH UK eNUAYpPaNeH XEMAaTOM MOXE Aa €€ MOBULLM NPH Cy4yad Ha TPaBMATUYHU HIU
MHOIMOKpPaTHHU NYHKLUHMH W NIPH NpoAbKHTENHA ynoTpeba Ha enuaypanHy xareTpu. Crnen oTCTpaHsaBaHe
Ha KaTeThp TpaOBa Aa MUHAT HaK-MaNKo 2 yaca npean NpHACKEHHETO HA NbpBaTa A03a aaburatpaH

eTekcunaT. Te3u NalMeHTH U3HCKBAT 4eCTO HabNoIeHHE 33 HEBPOJOrUYHU TPU3HALM U
CTMIHHANEH MJIH eNHAYpalleH XeMaToM.

Hocmonepamusna ¢paza
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Cnen vHBa3MBHATA NPOUENYPa UIH XUPYPrUYHATA HHTEPBEHLHA fledeHHeTO ¢ AabUraTpaH eTeKCHIaT
TpAOBA Ja C& NOJAHOBH/3aN0YHE Bb3MONHO HAH-CKOPO, PH YCNOBHE Y€ KNTMHUYHATA CHTYaLUA N03BOJsBa
H KMa ajieKBaTHa XeMOCTa3a.

HeobxoauMo € NOBHILEHO BHUMAHHUE NPH NALUEHTH € PUCK OT KbPBEHE HJIM NALUEHTH C PHCK OT
CBPBXCKCNO3HIHA, 0CO0EHO MauueHT ¢ HaManeHa 6u6peyHa pyHkuuns (BxK. cbiio Tabnuua 5) (ax.
Touka 4.4 1 3.1).

[lalnenTy ¢ BUCOK ONEpaTHBEH PUCK OT CMbPTHOCT U C BLTPELIIHM PUCKOBH (PAaKTOPH 32
TPOMOOEeMOONHYHH CHOUTHS

CblECTBYBAT OrpaHUYEHH AAHHH 3a eUKAcHOCTTa U 6€30NacHOCTTa Ha AaburatpaH eTeKcunar npu Te3m
NnalMEeHTH U NOpaaH TOBA T¢ TpsaOBa Aa ObAAT IEKYBaHH € MOBHIIEHO BHUMAHHKE.

Onepauys npy dpakTtypa Ha Winiikata Ha deapeHara KOCcT

Hama nanuu 3a ynorpebara Ha naburatpaH €TEKCHIAT NPU NAUMEHTH, NOANOKEHY HA ONepauus npu
ppakTypa Ha lWuiikaTa Ha OeapeHaTa kocT. Cie0oBaTeNHO IEYEHHETO He Ce NpPenopbysa.

HepHoapoOHO YBpEXKAAHE

[TAaLlUEHTH C NOBULILUEHH YEPHOAPOOHU eH3uMH > 2 ULN ca u3KnueHu OT OCHOBHHUTE W3NWTBaHUA, Hama
HaJIH4YEH TepaleBTHYEH ONMUT 34 Ta3k cydmonynaumua ot NaUMEHTH U CASAOBATE/IHO MPH Ta3H NONY/IaLHs
ynoTpedata Ha naburarpad eTeKCHUIAT He ce npenopbysa. YepHoapoOHO yBpex1aHe UAK YEPHOAPOOHO
3a00N9BaHe, 3a KOETO CE 0YaKBa J1a UMa OTPAXKEHUE BbPXY NPEXUBAEMOCTTA, € MPOTHBONOKA3aHO (BX.
Touyka 4.3).

B3iauMozencTBHe ¢ P-gp HHAYKTOPH

CbIbTCTBALLOTO NPHIOKEHHE HA P-gp HHAYKTOPH €€ OUaKBa 1a NOHWXKH NNA3MEHUTE KOHUEHTPallKK Ha
padburaTtpan v tpadea na ce u3barea (Bx. TOUkH 4.5 u 5.2).

[TaiueHTH ¢ AHTUDOCHORUTUIEH CHHIPOM

HupekTHo aeicTBaly nepopandy autukoarynaitu (JJJINHOAK), BKIOUYUTENHO nadurarpad €TeKCHNar,
HE C€ MPenopbURAT MPY NAUMEHTH ¢ aHaMHe3a 3a TpoM003a, KOUTO €& JMAarHOCTHLIUPAHHU C
aHTHhochonunuacH cunapom. [lo-crietmanto npu TPORHONOIUTUBHHU NMALMEHTH (32 JyNnyceH
AHTUKOAryJIAHT, BHTHKAPAUOJUIMIHHOBY AHTUTENA K aHTUTENA cpellly DeTa-2-ruKonpoTenH [), AeueHueTo
¢ JAIMOAK mMoxe ga 6bae cBbp3aHO ¢ NOBUIUIEHA YECTOTA HA NOBTAPAUIY ce TPOMOOTHUHHW CHLOUTHS B
CpPaBHEHHWE C TEPATIMATA C AHTArOHUCT Ha BUTaMHUH K.

Undapkt Ha Muokapaa (UM)

B npoyusaneto RE-LY ¢aza III (TTMHIIM, 8x. Touka 5.1) oBwara yectora Ha UM e 0,82, 0,81 u
0,64%/roavna cLOTBETHO 3a gaburarpad etexkcunar 110 mg aABa nbTH AHEBHO, AabUraTpaH eTeKcuaar
150 mg nBa mbTH AHEBHO U Bap¢apuH — YBe/JIHUYEHHE B OTHOCUTENHHUSA pUCK 3a gaburatpaH ot 29% wn 27%
B cpaBHenue ¢ BapdapuH. He3zaBHcHMO OT neyeHuneTo, Hail-BUCOKHAT abcontoTel puck ot UM ce
HabJ/IlogaBa B CASAHUTE NOArpYNH, ¢ NOAOOEH OTHOCHTEIIEH PUCK: MAaUWeHTH ¢ npeaduwed UM, nauneHTH
> 65 rogvHy ¢ AHabeT MY KOpOoHApHa apTepHanta OonecT, NauUMeHTH ¢ 1eBoKaMepHa ¢

CAMOCTOATCHHO.
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B TpuTe akTUBHO KOHTpOJNIMpaHn npoyusanus (aza Ill 3a [IBT/bE ce chobluasa no-eucoka uectora Ha
cnyuad Ha UM npu nauueHTute, npyuemMaluy 1aduraTpad eTEKCUNIAT, B CPABHEHUE C TE3U, NpUeMaLLy
BapgapuH: 0,4% cnpamo 0,2% B xpaTtkocpounute npoyysaHus RE-COVER u RE-COVER 11 v 0,8%
cnpsamo 0,1% B abarocpoudorto vdnutBaHe RE-MEDY. YBenuueHneTo € CTaTUCTHUECKH 3HAYUMO B TOBA
npoyusane (p = 0,022).

B npoyusaneto RE-SONATE, koeto cpaBHsiBa qaburarpan erexkcunar ¢ naauebo, yectorata Ha UM e
0,1% npu nauHenTUTe, NpueMaln gaburarpan erekcunat, v 0,2% npu naudenTuTe Ha nnaiedo.

[TauneHTH ¢ aKTUBHO OHKOROrMYHo 3abonssade (JIBT/BE, BTEC npu neanarpyyHy NaLMEHTH)

He ca ycTanoBeHH eukacHOCTTa U DE30NaCHOCTTA NIPH NALUMEHTH, CTPaAALLH OT AKTHBHO OHKOJOTHYHO
3abonsasane v JIBT/BE. Mma orpaHuuyesy naHHU 3a €pUKacHOCTTa U 6€30MACHOCTTA NPH NEAHATPHUHH
NaluMeHTH C aKTUBHO OHKOJIOrMYHO 3a00/saBaHe.

[TeanaTpuiHa nonynanus

ITpH HAKOM NegHaTPUUYHK NAUHEHTH CbC CTPOro crieudPuyHH 3abonsBaHus, Hanp. nauMeHTH ¢ Bonect Ha
TbHKHTE 4epBa, NNPU KOHTO MOXeE Aa € 3acerHara abcopbumara, Tpsabsa ga ce 0OMHUCIH H3NOA3BAHETO HA
AHTHKOArynaHT, KOMNTO Ce npunara napeHTepanHo.

4.5 B3aumopelicTBHe ¢ APYIH JIeKAPCTBEHH NPOAYKTH H Apyru dopmMu HA BIAUMOACHCTBHE

B3auMOIEACTBHA C TPaHCIIOPTEPH

Jlaburarpan eTekcunar e cydcrpar 3a ednykcHus Tpancrtoprep P-gp. CeNbTCTBALOTO NPHAOKEHUE HA
P-gp nuxubuTtopu (BX. Tabauua 9) ce oyakea Aa JOBEAE 4O MOBHILIEHM HABA HA Mi1a3MeHaTa
KOHLEHTpalUus Ha Aaburarpa.

AKO HE € MTPEANUCAHO JIPYro, € HEOOX0AUMO BHHMATEIHO KIIMHHYHO HabatoaAeH e (CCACHE 3a nNpU3Hauy
Ha KbpBEHE WJIM aHeMus ), KOrato faburartpaH ce npuiara ¢JHOBpeMeHHO ¢ MOLHHW P-gp nuxuburopy.

Moxe aa ca HeoOX0AWMHY HaMansaBaHUA HA 403aTa B KOMOMHALKSA ¢ HAKOH P-gp uExubuTopu (BxX.
Touky 4.2, 4.3, 4.4 4 5.1).

TaGauua 9: BaauMogelcTBHA ¢ TPAHCIIOPTEPH.

P-gp unxubumopu

Cvnememsawama ynompeba e npomugonoxasia (8xc. mouxa 4.3)

KeTokoHazon KerokoHazo) nosuiuasa ToTanHuTe AUCh.o U Cnax CTOHHOCTH Ha gaburatpad
CbOTBETHO 2,38 IBTH W 2,35 NBTU CNel eANHHYHA nepopanHa 1o3a 400 mg u
CLOTBETHO 2,53 nbTHU WU 2,49 nbTH Cniel MHOTOKPATHO NEepopanHO MPHIIOKEHHE Ha
400 mg KeTOKOHA301 BeIHbXK AHEBHO.

JlpoHenapoH [Ipu enHOBpEMEHHO NPUNOXKEHHE HA NaOUraTpaH eTeKCHNAaT U JAPOHeJapOH
ToTaTHUTE AUCo.c H Cinax CTOMHOCTH Ha faburaTtpaH ¢€ YBEIHWUABAT CbOTBETHO
OKONO 2,4 NbTH ¥ 2,3 NBTH CNell MHOMOKpaTHO npuaoxedue Ha 400 mg npoHeaapoH
JABa NbTH AHEBHO H COTBETHO OKONO 2,1 MbTH 4 1,9 NbTH cea eAMHWYHA A034

400 mg.
HtpaxoHnason, B3 ocHOBa Ha pe3ynTaTuTe in vitro MOXE Jla ce O4aKBa 110400eH eEKT, KakTo ¢
LLWKTOCNOPHH KETOKOHA30J1.

[‘nexkanpesup/ | CenbTeTBalATa yNOoTpeda HA nadUraTpaH eTeKCHIAT ¢ KOMOHHE
nuOpeHTacBUp | A03H Ha P-gp HHXUOUTOpUTE raeKanpeBUp/MHOPEHTACBUD l'IDK
EKCMO3ULIMATA Ha JabUraTpad 1 MOXE Aa MOBUIUY PUCKA OT KMQE
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Cvnemcemeatyama ynompeba He ce npenopvyga

Takponumyc

In vitro € ycTaHOBEHO, Ye CTENeHTa HAa HHXHOUTOPHUSA e(PEKT HAa TAKPOJIIUMYC BbPXY
P-gp € nogoOHa Ha Ta3u, HabAKAaBaHa NPH UTPAKOHA30 H LHKIOCNOPHH.
EanoBpeMeHHOTO NpUNoKeHUe Ha gaburaTpaH eTexcunat ¢ TaKpoJIMMYC HE €
MpOy4e€HO KIHHHYHO. Bbnpekn ToBa, OrpaHUUYEHUTE KIHHUYHH JaHHK OT APYTH
P-gp cybcTpaTu (eBeponuMyc) npeanonarat no-ciabdbo uaxubupade Ha P-gp ot
TAKPOAHMYC, B CpaBHeHHe ¢ HaboaBaHOTO [IPH CHIIHK P-gp HHXUOUTODH.

Heobxooumo e noguiiero sBHUMAarue npu cenvmemeauya ynompeba (8xc. mouxu 4.2 u 4.4)

Bepanamun

Korato paburatpan etexkcunart (150 mg) ce npusiara ¢JHOBPEMEHHO C NepopaeH
BepanaMui, Cuax ¥ AUC Ha naburatpaH ce yBenuyasar, HO CTEMEHTA Ha Ta3u

MPOMSHA € paz/ityHa B 3aBUCHUMOCT OT BPEMETO Ha npueMane U hopmarta Ha
BepanaMun (Bx. Toukd 4.2 U 4.4).

Hail-ronamMoTo noBKHlIAaBaHe HA EKCNIO3MUMATA Ha naburaTtpan ce Haboaasa npy
TbpBaTa 403a Ha BepanaMun ¢ He3abaBHO 0CBOOOXKAABaHe, MPUETA EAMH Yac Npeau
npueMa Ha paaburatpad etekcunar (ysendaBaHe Ha Cmax OKOJO 2,8 MBTH M Ha
AUC okono 2,5 nbtH). EdexTbT nporpec¥BHO HaMansiBa NpH NPUIOKEHHUE Ha
¢opMaTa ¢ yabKeHo ocBobox aaBane (ypeauuaBate Ha Cupax OK0OMO 1,9 BTU U HA
AUC okono 1,7 0bTH) WU IPH NPUAOKEHHE HA MHOTOKPATHW 403K BEpanamMmuI
(yBenuyasaHe Ha Cmax OKONO 1,6 nbTH ¥ HA AUC okono 1,5 nwTH).

He ce Habnwpasa 3Ha4MMO B3aUMOJEHCTBUE, KOTaTO BEpanaMui ce npuema 2 vaca
cnen nadurarpad erekcuaart (ysennyasaHe Ha Cinax OKONO 1,1 mbTH M HAa AUC
okono 1,2 nbTH). Tora ce 00ACHABA ¢ N'baHATa abcopOuUrs Ha paburarpaH chel

2 yaca.

AMHOaApOH

Korato aaburarpaH eTeKCHNAT ce Npuiara eAHOBPEMEHRHO ¢ €AMHHUYHA NepopanHa
no3a 600 mg aMHOAapOH, CTENEHTA U CKOPOCTTA Ha abcopbuus Ha aMHOAAPOH W Ha
akTUBHUA MY MeTabonut DEA 1o ¢biuectBo He ce npoMeHAT. AUC U Cpax Ha
naburaTpaH HapacTBaT ¢bOTBETHO OKONO 1,6 nbTH M 1,5 nwTu. [lopaau Abarus
MOJYXKHUBOT Ha aMHWOAAPOH Bb3MOXHOCTTA 32 B3aUMOJEHCTBUE MOXKE 14
ChLUECCTBYBA CCAMHLUM CNEA NPEKpaTABaHE HA JICUEHHETO € AMHOAAPOH (BX.

To4uku 4.2 1 4.4).

XHUHUOUH

XHWHUAHH e npuaarad Kato go3a ot 200 mg Ha BcekH 2 yaca 0o obia nosa

1 000 mg. HaburarpaH eTeKCUNaT ¢ npuiarad ABa NbTH AHEBHO B [IPOAbIKEHKE Ha
3 nocaeaoBaTe/IHU AHH, CHC UM 6€3 XMHUAWH Ha TpeTus JeH. AUC s U Ciaxss HA
nadburaTpaH c¢ yBeNnM4asaT CPEAHO ChOTBETHO 1,53 NbTH U 1,56 NbTH NpH
CBI'BTCTBALLO TPHUIOKEHNE HAa XUHUIAWH (BX. TOUKH 4.2 U 4.4).

KnaputpoMuUHH

Korato knaputpoMuiuH (500 mg ABa NbTH AHEBHO) CE NpKnara 3aejHo ¢
paburarpaH €TeKCHIAaT Mpy 3apasyd A00pOBONLM, ce HaDNK1aBa NOBUIIABAHE HA
AUC 0kono 1,19 nbTH ¥ Ha Cpex 0koNo 1,15 nbTH.

Tukarpenop

Koraro eaMHW4Ha 103a oT 75 mg naburartpaH eTekCUiaT ce npuara
e1HOBPEMEHHO ¢ HaTtoBapeawa Ao3a o7 180 mg trkarpenop, AUC # Cirax Ha
naburatpan ce nosuiuaBat ¢boTBETHO 1,73 nbTH ¥ 1,95 nbTH. Ciex MHOrOKpaTHM
403K Ha THUKarpeaop 90 mg, 18a NbTH AHEBHO, YBENWYABAHETO Ha €KCIIO3MLMATA HA
naburatpan € 1,56 nTU M 1,46 NBTH, CLOTBETHO 34 Cmax ¥ AUC,

CbNbTCTBALIOTO NPUNOKEHKE HA HATOBApBALLA J03a TUKarpenaop 180 mg
naburatpad erekcunar 110 mg (B cTaMOHAPHO ChHCTOSSHUE ) MOBULLIABS
Chmaxss Ha gaburarpan ¢bo1BeTHO 1,49 nBTH ¥ 1,65 NBTH B Cpa
€TEKCHUNIAT, NpHAaraH caMocToaTeNnHo. Korato HatoBapBalla 2

(/

THKarpeop ce aasa 2 yaca cael npueM Ha 110 mg naburatphx
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CTALMOHAPHO CbCTOAHUE), NosutliaBaHETO Ha AUC s M Cimax Ha Haburarpax
HaMansBa CbOTBETHO 20 1,27 nbTH M 1,23 1bTH B cpaBHEHUE ¢ AaburaTpaH
€TEKCHNIaT, IpUJarad cCamoCcTosITeIHO. TaKkbB He3aCTbIIBALLL C& NPHEM CEC
[penopbysa py 3an04YBaHe HA TUKArpeJiop ¢ HaTOBRapRBallia J03a.

CbNbTCTBALLOTO NPHIIOKEHKHE HA 90 mg THKArpenop Aea MbTH AHEBHO
(nopaspxaia no3a) M 110 mg naburatpaH €eTEKCHIAT MOBHILABA KOPUTHPAHUTE
AUC: 55 M Cinax,ss Ha naburarpan cboT8eTHO 1,26 NbTH U 1,29 MbTH B CpaBHEHUE C
naburaTpaH eTexcunar, npuaaraH CaMoCTOATENHO.

[TosakoHa30n [TosaxoHazon cblUO HHXUOUPA B HAKAKBA CTENEH P-gp, HO TOBA HE € MPOYHEHO

KNHHUYHO. EAHOBpEMEHHOTO NpUioxkKeHUe Ha naburatpaH €TeKcHnar ¢
N03aKOHA301 HaJlara BHUMAaTENHO NpOC/IeAsBaKe,

P-gp unoykmopu

Cwvnwmemsawama ynompeba mpsatsa oa ce usbsosa.

Hanp. CbNBTCTBALLOTO NPUIOKEHKE CE 0YAKBA 1a AOBENE A0 MOHHXABAHE Ha

pudaMnuiivH, KOHUCHTpaUuusaTa Ha faburarpat.

BT

KAHTAPHUOH, [IpeMeankauuaTa ¢ U3CACABAHMA KHAYKTOP pudamnuLxy npu po3a 600 mg

(Hypernicum BEAHBK AHEBHO 32 7 AHHW MOHUXaBa 00LLaTa MMKOBA KOHLEHTPALHA Ha AaduraTpaH

perforatum), W 00llIaTa €KCNO3HUHA CbC COTBETHO 65,5% 1 67%. URAyunpaluaT epekr ¢

kapOaMaseHH NOHWKEH, KOETO BOJAM 10 HUBO HA €KCIIO3UUUA HA faburatpax, 61M3K0 1o

UK (DEHUTOHH pedepeHTHaTa CTOWHOCT 110 fleH 7 el criypaHe Ha NeYeHUeTo ¢ pudamnuuuy. He
¢ Hab/OJaBaHO MO-HATATHLIHO NOBHUICHUE HA OMOHAIMYHOCTTA ¢1ef otlle 7 JHMU.

[Ipomeasuy unxubumopu, Kamo pumonagup

Cenememeawama ynompeba He ce npenopviada

Hanp. Te noBnusaBart P-gp (kakTo KaTO HHXHOUTOpP, TAKA U KATO HHAYKTOpP). Te He ca

PUTOHABHD U OUJIM Npoy4BaHy, NOpaay KOETO He Ce MPEenopbYBaT 3a ChITbTCTBALLO jIEYEHHE C

KOMOWHALIUUTE AaburaTpaH eTekcunar.

MY C ApYTH

NpoTea3Hu

HHXHOHTOPH

P-gp cybecmpam

HAroKCHH B npoyusaHe, npoBeaeHo ¢ 24 3apaBy A0OPOBOLMK, NPU EAHOBPEMEHHOTO
MPHIOKEHHE Ha [adUraTpaH €TeKCHIAT H AMTOKCHH HE ca HaONoaBaHH [TPOMEHH
B @KCITO3HLMATA Ha JIMMOKCUH N KJIMHWYHO 3HAYMMHU NPOMEHH B €KCNO3NLMUATA Ha
naburatpat.,

AHTHKOAryJaHTH U N€KAPCTBEHHU NPOAYKTH CpeLLY TPOMOOLMTHA arperaus

JIKTMCBA UJTH CBUECTBYBA CAMO OrpaHHUYEH ONMUT CbC CAEAHUTE JIEUYEHUS, KOUTO MOI'aT Aa NOBMUILIAT pUCcKa
OT KbPBEHE, KOraTo ce NnpHjiarart CbI'bTCTBaULO ¢ AadHraTpaH €eTEKCHAAT: aHTHKOArynaHTH, KaTo
HedpakuuoHupad xenapud (HOX), HUckoMonekyTHH xenapiHi (HMX) M xenapHHOBH NPOU3BOAHH
(poHAANAPUHYKC, AC3UPYIHH), TPOMOOIUTHUHI NEKAPCTBEHH NPOAYKTH U aHTarOHMCTH Ha BUTAMKH K,
puBapokcadas UKW APYr¥ aHTUKOAryNaHTH 3a NepopaHO NPUIOoKEHUE (BX. TOHKA 4.3), WK JIeKapCTBEHH
NpoAYKTH cpelly TpombounuTHa arperauus, kato GPIIb/Illa peuenTopHK aHTArOHUCTH, THKNONUAHKH,
npasyrpe, THKarpenop, AEKCTPaH U CyNPUHNUPa3oH (BXK. Touka 4.4).

Ot naHHuTE, CHOpanu no Bpeme Ha ¢asza III npoyusane RE-LY (Bx. Touka 5.1), e HabarogasaHo, ue
CbhIBTCTRALLATA YIOTpeDa HA APYrH NEPOpaAsHU UIH MAPEHTEPANHU aHTUKOAry1aHTH NOBULLIABA
4YEeCTOTATa Ha IroisMO KbpBeHe NpubAU3UTENHO 2,5 MbTH, KaKTO NPH AadWratpaH eTeKCHMEP; T TR

)
BaptapHuH, F1aBHO B CUTYALKH, CBbP3aHH C NPEMUHABAHE OT €AKWHHA AHTHKOAryNaHT KEMEP YLK (B
Touka 4.3). OcBeH TOBa, CHIIBTCTBALLATA YIIOTpeOa HA aHTHTPOMODOTHYHY ¢cpeacTBa,/AGY AT TN /%g,
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KNOMUAOrpen NpUOIN3UTENHO YABOABA Y€CTOTAaTa HA rONSMO KbPBEHE, KAKTO NpH AaburaTtpaH eTekcunar,
Taka ¥ NpH BapgapuH (BXK. Touka 4.4).

H®O X Moxce na ce nipuiiara npu 03, HEOOXOAUMH 3a NOAAbPXAaHE HA NPOX0AMMOCTTA HA LIEHTpaneH
BEHO3EH UIU apTEpHaJIEH KaTeTbP MK O BPEME Ha KaTeTbpHa abrauus npu NpeACbPAHO MBKICHE (BX.
To4yka 4.3).

Tabauna 10: BzanMoaeHCTBHA ¢ AHTHKOATYJIAHTH H JIEKAPCTBEHH NPOAYKTH cpewlly TpoMOOLIUTHA
arperamus.

HCIIBC [Tpunaranure 3a KkparkocpodHa adanre3zns HCIIBC He ce ¢Bbp3BaT ¢ NOBUILEH
PUCK OT KbPBEHE, KOraTo ce NpUaaraT CbNbTCTRAULY ¢ AaburaTpaH eTeKcunar.
[Tpu npoabmxkuTenHa ynotpeda B npoyusaHeto RE-LY HCIIBC ysennuasar

PUCKA OT KbpBeHE ¢ 0K0A0 50% KaKTO rpu aaburatpaH eTeKCHAAT, TaKka U NpH

BapdbapHH.
Knonuaorpen [Tpy Mnaan 3apaBu A0OPOBOILH OT MBIKKH T10J1 CHITBTCTRALLOTO IPHUAOKEHHE HA

naburaTtpal €TeKCUNaT U KNOMUAOTPEN HE € A0BENO AC AOMBIHUTENHO
yIbHKABAHE Ha BPEMETO Ha KaMUJISPHO KbPBEHE B CPABHEHHE C MOHOTEPANUA ¢
knonuaorpen. Ocsed ToBa AUC s B Chax,ss, U H3MEPHTENIHTE HA KOAry launATa 3a
edexra Ha JaburaTpaH, HaM HHXHOWpaHeTo Ha TpoMOOUHTHATA arperayns KaTo
H3MepHUTEN Ha eexTa Ha KIIONUAOTpeEN, NO CLLUECTBO OCTABAT HENPOMEHEHH TIPH
cpaBHSiBaHE Ha KOMOWHHPAHOTO IEYEHUE U CHOTBETHHTE MOHOTepanui. [1pu

HaToBapBalla f03a 300 mg unu 600 mg knonuporpen, AUC: s U Cinax.ss HA
Jaburatpad ce nosuuiasat ¢ okono 30-40% (Bx. Touka 4.4).

ACK Eanospemennoro npuaoxenue Ha ACK 1 150 mg nadurartpan eTekcunar asa
[MbTH AHEBHO MOXE 11 NOBULUKM PUCKA OT BCRKAKBO KhpBeHe OT 12% a0 18% u
24% cpvorBeTHO rnpy 103u 81 mg v 325 mg ACK (Bx. Touka 4.4).

Huckomonekynuy | CbnbTeTBaLiaTa yrnoTpeda Ha HUckoMonekynHy xenapuiu (HMX), kato
xenapuhd (HMX) | eHokcanapuH v faburaTpaH €TEKCHUAT, He € CNeLUAIHO npoyusaHa. Cnen
MpeMUHABaHE OT 3-AHEBHO NeYeHHE ¢ €HOKcanapHH 40 mg s.C. BeAHbX JHEBHO,
24 yaca ciel nocjaeaHaTa J03a eHOKCanapuH, eKCIIO3ULMATA Ha naburatpaH e
OHna MaJKo No—HUCKA, OTKONKOTO Ta3u, HENOCPEACTBEHO CNEL [IPHIIONEHHUETO
caMo Ha aaduratpan etekcunar (eaMHuyHa no3a 220 mg). Habnonasana e
no-sucoka antu-FXa/Flla akTMBHOCT cnen npunoxeHHe Ha 1abHraTpaHd eTekcunar
C NpeBaApPHTENHO ACYEHHUE C €eHOKCANAPHH B CPABHEHHE € JEYEHHUETO CAMO C
nadouraTpan etekcunar. Cyura ce, 4e ToBa €€ ABbJKU HA MPOABIKUTENHOCTTA Ha
e(peKTa Ha €EHOKCANapHH CNea JIeUeHHETOo (carry-over eQexT) U CACA0BATENHO HE €
KIMHHYHO 3HaUUMO. OCTaHaNNTE pe3yNTaTH OT AaHTHKOAryNaHTHUTE H3CNEABAHHA,
CBbP3aHU ¢ naburatpan, He Ca NPOMEHEHHU 3HAYUMO OT JIEHEHHWETO C €HOKCANnapyH.
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J1pyru B3auMOJENCTBUS

Tab6auna 11: Apyru B3aumoneicTBua.

CenekTUBHY MHXUOUTOPH Ha 00paTHOTO 3axBalliaHe Ha cepoToHKHa (SSRI) UM ceNeKTHBHY

 MHXMOMTOpY HA 0OPATHOTO 3aXBalllAHE HA CEPOTOHKHA M HOpennHegpHrHa (SNRI)

SSRI, SNRI SSRI u SNRI nosuuIaBaT pucka OT KbPBEHE BbB BCHUKH IPYNH Ha NEYEHHE B
npoy4ysaHeTo RE-LY.

Bewecmsa, xoumo nogausieam cmomawnomo pH
[lanTonpazon | Ilpu eNBOBPEMEHHO NPUAGKEHHE HA AAOUTATPaH €TEKCHIIAT U NAHTONPA30N ce

nHadtoaasa npubausntenno 30% vamanenue va AUC n1a paburartpad. [lavTonpaszon
H Apyrd vHxubuTopu Ha npotoHHaTa noMna (MI111) ca npunarann eqHOBpeMeHHO ¢
naburatpaH €TEKCHNAT B KTMHUYHU W3NHTBAHUA M CLNBTCTRALLOTO neyeHue ¢ UIIT
HE M3rnexJa aa HaMansasa eQUKACHOCTTA Ha JabUraTpaH €TEKCHIAT.

Panntuaus [TpunoxeHuero Ha PAHUTHAKH 3aeHO ¢ AaDUraTpaH €TEKCHNAT HE OKAa3Ba
KAYMHHWYHO 3HaYHUM eeKT BbpXy cTenedTa Ha abcopbums Ha naburarpas.

B3auMoaelicTBUS, CBbp3aHU ¢ MeTa0OAUTHUS Npodun Ha AadUraTpaH €TeKCHAAT U JaburaTpaH

Haburatpan etekcunar U nadburatpaH He ce MeTabonu3npar oT cucTeMara Ha LUTOXpoM P450 u Hamar
in vitro epeKTH BbpXy HoBelIKKTE UUTOXpoM P450 eHsumMu. CnegoBaTenHo, ¢ 4abUrarpaH He ¢e O4aKkBaT
CBbP3aHU NEKAPCTBEHHU B3aUMOAEHCTBUSI.

[lennaTpuyna nonynauus

[IpoyuyBanuATa 38 BIAaMMOJACHCTBUA €4 [IPOBEXAAHH CAMO NPU Bb3PACTHH.
4.6 PepTHanTeT, HpEeMEeHHOCT H KbpMEHe

HeHH ¢ ACTCPCACH HOTCHLHA

XKenu ¢ neTepoacH noteHuran Tpabdea aa M3bArsat OpeMeHHOCT Mo BpeMe Ha JieveHue ¢ naburaTtpas
eTEeKCUNAT,

bpeMeHHOCT

MUmMa orpaHuyenu AaHHKW OT ynotpedara Ha naduratpaH eTekcunat rnpu OpeMEHHH KEHU.

[IpoyuBaBusATA IPH KMBOTHH [MOKA3BAT PENPOAYKTHBHA TOKCHUYHOCT (BXK. Touka 5.3). IloTeHunanHust
PUCK TIPH XOpa He ¢ H3BecTeH. Jaburartpan eTekcunart He TpadBa 1a ce npuniara rno Bpeme Ha OpeMeHHOCT,
OCBEH B ciiyyail Ha KaTeropuuHa HeobXoauMOCT.,

KbpMene

HsaMa kiMHAYHKW NaHHy 32 edexTa HA JadUraTpaH BbPXY KbpMAUeTaTa [10 BpeMe Ha KbPMEHE,
KbpMeHeTo TpssiOBa Aa ce NpeyCTaHOBH N0 BpeMe Ha JieueHue ¢ gaburaTpaHd €TeKCUar.

OepTHadTET

Hsma gaHHM npy xXopa.

[Ipu npoyyBaHHSA BbPXY XXUBOTHH € HaboAaBaH edeKT BbpXY (PepTUNUTETA NPH H4h Aélpdomsmara
Ha HaMmaiABaHe Ha OpOs HA UMNIAHTALKMUTE U NOBYLLABAHE Ha peAHMNIAHTAUH ALK w \
70 mg/kg (5-KpaTHOTO HUBO HA NJA3MEHa CKCIO3ULIMA NPK NAUMEHTH). He ca He -a - {}L
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e(eKTH BbPXY QEepTUIMTETA NPH KEHCKUTE. HaMa BiUsgHUE BBpXY hepTuauTeTa NpyU MBKKUTE. [1pH
034, KOUTO Ca TOKCHYHH 3a Maikute (5- 10 10-KpaTHOTO HHBO Ha NJIA3MEHA EKCMO3HUWSA NPYU NALUEHTH),
Npy MIBXOBE U 3aillM ce HabnoaaBa HaMansABaHe Ha TEASCHOTO Terno U emOpuoderanHara
»}H3HeCNnocoOHOCT, 3aeAHO C NOBHLIABAHE HA (PpeTaaHuTe BapHauMi. B npeHaTanHoTO M NOCTHATAIHOTO
Nnpoy4ysaHe ¢ Ha00AaBaHO NOBULLIABAHE Ha (heTanHaTa CMBbPTHOCT MPH A03K, KOWTO €a TOKCHYHH 3a
MalkuTe (1033, CbOTBETCTBALLA HA 4 TBTH MO-BUCOKO HUBO Ha MJa3MEHA EKCNO3ULUSA OT HA0KOAaBAHOTO
[PH MaLHUEHTH).

4.7 EdexkTu BbpXy cnocobHocTTa 32 lUopHUpaHe ¥ paboTa ¢ MALLIHHH

JlaburaTpaHn eTekcuIaT He NOBNKSIBA UITH NIOBAUSABA NpeHedpex Mo cnocoOHOCTTA 3a o upaHe 1
paboTa ¢ MalllMHY,

4.8 Hexenann JleKapcTBEHH PeaKUMH

Ob6ob1eHHe Ha Npodgria Ha 6e30TacHOCT

JlaburaTpaH eTeKCHIAT € OLIEHEH B KJWHUYHH U3NHUTBAHUA MpH 00wo npudiausurento 64 000 nauneHTH,
oT KouTo npudausntenHo 35 000 nauneHTy ca nekyBaHu ¢ 1abOUraTpaH €TEKCUIIAT.

O6110 okono 9% OT NauneHTHTE, NEeKYBaHU 3a NAAHMUPAHO NPOTE3UPAHE Ha Ta300eAPEHa WK KONSHHA
cTaBa (KpaTKOCPOHHO neueHue A0 42 nHu), 22% OT NaUHEHTHTE ¢ NPEACHPAHO MBKASHE, JIeKYBaHH 32
NMPEBEHUHA HA MHCYJIT U cucTeMed eMOONU3LM (ABNrOCPOYHO NeueHHe 10 3 roauuu), 14% or
nauMeHTHute, nekysanu 3a JIBT/BE, u 15% oTt naunenTuTe, JeKyBaHh 3a npepeHuuns Ha JIBT/BE, ca
NOMYUNIH HEXENAHHN PeaKLMy.

Haii-uecTo ¢1ob1aBAHUTE CHOUTHA Ca C/lyUau HA KbPBEHE, Bb3HUKBALIW NpH Npubnn3uTento 14% ot
MalHEHTHTE, IEKYBAHH KPATKOCPOUHO 34 [JIaHWPaHO NPOoTe3upane Ha TazobeapeHa UK KOJISIHHA CTaBa,
npu 16,6% OT nauneHTHTe ¢ NPEACHEPAHO MBXKAEHE, J1EKYBAHH ABJITOCPOYHO 32 NIPEBEHUHS HA HHCYAT U
cHCTEMEH eMOONNILM, H 1IpH 14,4% OT BL3PACTHUTE NallldeHTH, AekyBaHH 3a [IBT/bE. Oceen ToBa Hma
cnyvaud Ha kbpBeHe MpH 19,4% ot nauneHTUTE B U3NKTBaHETO 3a npeseHums Ha JIBT/bE, RE-MEDY
(Bb3pacTHY nauyeHTH), U npu 10,5% o1 naunenTuTe B W3nyTBakeTo 3a npeseHuus Ha JIBT/BE, RE-
SONATE (Bb3pacTHH NalMeHTH).

Twi KaTO NonynauUuTe OT MALIMEHTH, NJeKYBaHH 3a TPUTE NMOKA3AHHUSA, HE Ca CPABHUMHU U CHLOUTHATA Ha
KbpBeHE 00XBaillaT HAKOIKO CHCTEMO-0praniy knaca (SOC), B 0600LLLeHO onHcaHne ChOUTHATA Ha
roJASMO M Ha BCAKAKBO KbpPBEHE Ca pasnpeliened cnopel Noka3aHUeTo U ¢a f10coueHu B Tabnuuu 13-17
no-A0ay.

B'I:HPEKH Y€ € C HUCKA HECTOTA NpH KNIWHHYHH U3INHTBAHWA, MOXKC 1a HACTBIIN 'OJIAMO HAH TCXKKO
KbpBCHE, KOCTO HE3ABUCHMO OT MACTOTO Ha Bb3HUKBAHE MOXKE [Ja A0BCAC 10 HHBAJIUAH3HPAHE,

AKHBOTO3ACTpallaBallO CbCTOAHHUE WK A0PH NETANCH U3XOA.

Cnuchbk Ha HEXEJIaHWTE peakllMy B TabanueH BUA

B tabnuua 12 ca noKazaHU HEXENaHUTE peakilui, YCTAHOBEHH B NPOYUYBAHUATA M NOCTMAPKETHHIOBH
JlaHHH TIpH NOKa3zaHWATa NbpBHYHA rpeseHUns Ha BTEC cnen npore3upaHe Ha Tazo0eapeHa UilH KOJIHHA
CTaBa, NpeBEeHUUA Ha TPOMDOEMDONHYUEH HHCYAT K CHCTEMEH EMOOAN3BM NPU NALKEHTH C NPEACHPAHO
MBbXKAeHe, neyedue Ha JIBT/bE u npesenuiws Ha JIBT/BE. Te ca rpynupanu no cuctemo-opratHeH Kiac
(SOC) u o yecToTa ¢ U3NON3BAHE BA ClleAHATA KOHBEHUHA: MHOTO YecTH (= 1/10), *"'""i":--- .

< 1/10), Heuecru (= 1/1 000 go < 1/100), peaxu (= 1/10 000 no < 1/1 000), MHOrO pepy ‘gﬂm ﬁGO@, .

HeHW3BECTHA 4ecToTa (OT HATMYHUTE AaHHH He MOXe f1a 6be HanpaBeHa OlLEHKa). § 1z,
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Tabauna 12: Hexenann peakiHH.
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YecToTa
SOC / IlpeanoynTad TepMUH [TbpBUYHA NTpEBEHUNA [lpeBeHnA Ha JIeueHHne Ha
Ha VTE cnen HHCYNT U CHCTEMEH ABT/BE u
[IpOTE3UpPaAHE Ha eMOONH3BM NpH [IpeBEHUHUA Ha
TaszodeapeHa UK NaLMeHTH ¢ JIBT/BE
KONsIHHA CTaRa NpeacLpAHO
MbXACHE
HapyuieHus Ha KpbBTa U JIMMGpHATA CUCTEMA
AHeMus HeuecTu YecTy HeyecTy
[ToHuXeH xeMornobHH Yect HeuecTu ( HEU3BECTHA
4eCTOTa
TpombounTorneHus Penku Heuvectn Penku
[ToHMXEH XEMATOKPUT HeuecTH Peaku C HEeHU3BeCTHA
4EeCcTOoTa
HeyTporienus C HeusBecTHa HecToTa C HeusBecTHa C HeHnsBecTHa
YEeCTOTA 4yecToTa
ArpaHynouMTO3a C Heu3BeCTHA YeCToTa C HeU3BeCTHa C HeusBecTHA
4yeCcTOTA 4yecToTa
HapylleHHUs Ha UMYHHATa CHCTEMA
JlekapcTBeHa Heuectn Heuectn Heuectu
CBPbXUYYBCTBHTENHOCT
Ob6pus Peaxu HeyectH Heuectu
[Ipyputyc Peaky HeuecTu Heuecty
AHa(HUNAKTHYHA PEAKLKS Penky PeIKH Peaxu
AHTHOEAEM Peaku e IKU Peaku
YpTHKapus Penku PeAKH Penku
Bpolxocnaibm C HenzBeCTHA YecToTa C Hen3BecTHa C HeussecTHa
4eCTOTA 4yecToTa
HapyuieHus Ha HEpPBHATA CHCTEMA
BvTpeuepenHa xemoparus Peaku HeuecTu Peaky
Cb10BH HapyLUEHHs
XeMaTtoMm HeuecTn Heuectn HevecTH
XeMoparus Penku HeuecTH HeuecTy
KpbBOTE4YEHHUE OT Heuectn -
OnepaTHMBHATA paHa
PecnupaTOpHH, TPLAHW H MEANACTHHAJIIHW HAPY ILEH U
Enucrakcuc HeuecTH HecTu HectH
XemodTria Peaxku HeuecTu Heuectu
CTomalHo-4YpeBHU HAPYLIEHHS
CromalHo-upesHa HeuecTH YectH YectH
XeMoparus
AbgomMuHanHa 60nka Peaku HecTu Hewectn
Huapud Heyecrn YecTH Heuvectu
Hucnencus Pelku YecTy YectH
I'aneue HeuecTH YecTu C
PekTaliHa XeMoparug HeyectH HeyecTu
XeMopoHaiHa XeEMOoparus HeuecTy HeuectH




CToMalllHO-upeBHA #3B4, Penku Heuectn HeuecTn

BKAKOYHUTENHO €30(areanta

13Ba

["acTpoezodarnt Penku HedecTy HeuecTy

["acrpoesodareanna Penku HeuecTH Heuectu

pednykcua bonect

|loBpblLaHE HeuecTH Heuecty Heuecty

Hucdarus Penky HevecTy Peaku

XenatoOuIMapHH HapyLIEHUS

Hapyiuena yepnoapobua YecTH Heuectu HeyecTy

GyHKUUR/OTKNOHEHHS BB

(PYHKLHUOHAJIIHUTE

4epHOAPODHH NOKa3aTeNH

[ToBHLIEHUE Ha anaHWH HeuectH HeuecTy Heuectu

aMUHOTpaHcdepaszarta

[lopuuIeHHE HA acnapTarT HeuecTH Heuectu HeuecTn

aMHHOTpaHcepazaTa

[ToBHLLIEHU YEPHOAPOOHH Heuectw Penku Heuectu

EH3IUMH

Xunepounupybunemns HeuecTw Peaku C HeuszBecTHA
4yeCcToTa

HapyLueHus Ha KoxaTa U MOAKOXKHATA ThKaH
KoxHY KpbBOH3NHBH HeuecTH UecTH Yectu

Anonenus

C Heun3BecTHa YecToTAa

C HeH3BeCTHa

C Heun3BeCTHa

4eCTOTa 4eCTOTa
HapylueHHs Ha MyCKY/HO-CKEJETHATA CHCTEMA M CHEAHHHTEIHATA ThKaH
XemaprTpoala HeuectH Penku HeuecTy
Hapywedus Ha 0b0peunTe H MUKOYHUTE NbTHLLA
YporeHutaliHa XeMOoparus, HeuectH YecTH YectH
BKIIHOYUTEJIHO XEMATYPHA
O6un HapylLIEHHS W €DEKTH HA MACTOTO HA NPUIOKEHHE
XeMoparus Ha MACTOTO Ha Penku Peaku Peaxu
MHXEKTUPaHE
XeMoparus Ha MACTOTO Ha Peaku Penku Peaxu
NOCTABAHE Ha KaTeThpa
KbpBaB cekpet Peaku -
HapaHsBaHWA, OTPaBAHUS U YCIOXKHEHUA, Bb3HUKHAIMU B PE3YITAT HA HHTEPBEH LU
TpaBMaTH{Ha XeMoparus HeuectH Peaky HevecTH
Xemoparus Ha MACTOTO Ha PeaKU Peaku Peaku
HHLM3UA
[locTnpoueiypeH XeMaToM Heuectu - -
[locTnpoueaypHa Heuectn -
XeMoparus
[TocTonepaTBHA aHEMMKS PeKY - -
[locTnpoueaypHa cekpelms HeuvecTn - -
Cekpenus OT OflepaTHBHATA HeuecTy - -

paHa

XHPYPrU4eCcK® U MEAHMUNHCKN HHTEPBEHLIUH

JpeHax Ha onepaTWBHATA Peaku -
paHa
locTnpouenypeH ApeHax Penku -
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OnucaHue Ha U3OpaHU HEXENAHU peaklUu

PE’HF{'I{HH Ha KDPDBEHE

[Topaan ¢papMakonoruyHNa MexaHu3bM Ha AcHcTBHE ynoTpebara Ha aaburatpaH eTexcuaaT Moxe 1a
OBbJE CBBP3aHa C NOBULUEH PUCK OT OKYJITHO HJIK BUJHMO KLPBEHE OT KOATO K A3 € TbKaH KK OpraH.
[IpH3HALKTE, CHMITTOMHUTE H TEXECTTA (BKIKOUUTENIHO U JIETANEH U3X0/) BapUpaT Cnopea MACTOTO H
CTENEHTA UK 0OXBATA HA KbPBEHETO /UK AHEMUATA, B KIHHHYHUTE NPOYUBAHUA MYKO3HOTO KbpBEHE
(Hanp. CTOMALLHO-4YPEBHO, NTEHUTOYPHUHAPHO) € HADIHAaBAHO NTO-HYECTO MPH ABJANOCPOUHO NEUECHHE C
naburatpaHn eTekcunar, B cpaBHenue ¢ nevenue ¢ ABK. Taka, B JONbAHEHUE KBM NOAXOAAWO KITHHUYHO
HaOnoaeHKe, N1abopaTOPHOTO U3C/EIBAHE Ha XEMOTTOOHH/XEMATOKPUT € LIEHHO 3a OTKPHUBAHE Ha
OKY/ITHO KbpBeHE. PUCKDBT OT KbpBEHE MOXKE [1a CE€ NOBULLHK NIPH ONPeAEsIeHH TPYNY NallMeHTH, Hanp.
Te3W, KOUTO UMAT YMEPEHO OBLOPEYHO YBPEHKAAHE U/ MK €4 Ha CHITLTCTBALLO JIEYEHUE, 3aCArailo
XeMocTasara, UK CUaHU P-gp nHxuOuTopH (BXK. Touka 4.4 XemMoparuueH puck). XeMOparHuHUTe
YCNOXKHEHHA MOXE 1A C€ NPOABAT KATO C1adoCcT, BAEAHOCT, 3aMasitHOCT, raBo00ONIME HITH HEODSACHNMO
NnoAyBaHe, AUCNHES U HEODACHHM WOK.,

Cpo011aBa ce 33 M03HATH YCNOXKHEHUS C KbpPBEHE, KATO KOMMAPTMEHT CHHAPOM H ocTpa ObOpedHa
HEeJIOCTATHUYHOCT Nopaayn Xunonepdysus U CBbp3aHa ¢ aHTHKOArynaHTyH HedponaTHa MPHU NAUKUEHTH C
npeapasnonaralid pUCKoBH GakTopH, BbB Bpb3Ka ¢ Jaburatpan etekcunar. CneaoparenHo, TpsadBa aa ce
OTYHMTA BEPOATHOCTTA 32 XEMOPATrUA NPH OLEHKATA HA CbCTOSHUETO HA BCEKH aHTUKOAryNupaH nauyeHT.
3a Bb3paCTHHU MaUMEHTH KMa HATHYHO ClieUH(PHUHO HEYTPAIIM3UPALLO CPEACTBO 3a nabHraTpas,
HAApyUM3ymao, B ciyyail Ha HEKOHTPOIUPYEMO KbpBEHE (BXK. TOuka 4.9).

ITepsuuna npegenyun va BTEC npu opmoneduuna xupypeus

Tabnuua 13 nokazsa Opos (%) Ha NAUHEHTHTE ¢ KbPBEHE, KaTO HEXKENAHA NEKapCTBEHA peakuus 1o
BPEME Ha NMEPUOJA Ha JIEYEHHE B JBETE OCHOBHH KJIMHHYHY W3NUTBAHKs 3a npeBeHlMa Ha BTEC, B

3aBUCHUMOCT OT H034Ta.

Tabauma 13: bpo# (%) nauneHTH ¢ KbpPBeHe, KATO HEXKEJ1aHA IEKAPCTBEHA peaKIHe.

JlaburatpaH etekcunat |JlaburatpaH etekcuaat | EHokcanapuH

150 mg BeaHbXx AHEBHO | 220 mg BEAHDBK AHEBHO

N (%) N (%) N (%)
JIeKyBaHH NMauMeHTH 1 866(100,0) 1 825(100,0) 1 848 (100,0)
[‘onaMo KbpBeHE 24 (1,3) 33 (1,8) 27 (1,5)
BCAKAKBO KbpBEHE 258(13,8) 251(13,8) 247(13,4)

[Tpegenyusn na MoszvueH uncynm u cucmemen emboauszbm npu evapacmuu nayuexnmu ¢ HKIIM ¢ eoun wnu
nogeye pUCKO8uU Gaxmopu

Tabnuna 14 noxka3zsa cbOUTHATA HA KbPBEHE, pa3nNpeAeNEeHN KaTo CbOUTHA Ha TONSMO U Ha BCAKAKBO

KbpBEHE B OCHOBHOTO MPOYYBaHE, H3C/IEABALLO NpEeBEHUHATA HA TPOMDOEMOONHYEH UHCYAT U CHCTEMEH
eMOO0MU3IBLM NPH NALUEHTH C NPEACHPAHO MBIKACHE,
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Tabnnna 14: CoOuTHSA HA KbpBeHE B NPOYUBaHe, H3CAeABaLNO TIPpeBCHUHATA HA TpoMOboemboIHIeH
HHCY/IT H CHCTEMEH eMBO/JTH3BLM NPH NAUHEHTH ¢ NPEAChPAHO MBIKAECHE.

Haourarpad erekcuaar |JlaburatpaH etekcunar BapdapuH
110 mg nea nbTH 150 mg aBa nbTH
INHEBHO JHEBHO

PaHIOMH3NPaHH NALMEHTH 6015 6 076 6 022
["01AMO KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)

BbTpeuepenHo KbpBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)

CY kbpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)

KbspBeHe ¢ netaneH u3xoa 26 (0,22%) 30 (0,25%) 42 (0,36%)
Manko KbpBEHE 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BcakakBo KbpBeHe 1 759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B panaoMu3upaHo npoydyBaHe, NpH NauueHTHTe, NpueMany gaburatpad etekcuaar 110 mg aBa nbTH
AHeBRO uiH 150 mg ABa NBTH AHEBHO € CLLUECTBYBAJ 3HAYUTEIIHO MTO-HHCBK PUCK OT
KUBOTO3acTpalllaBallo KbPBEHE U BbTPEUEPENHO KbPBEHE B CPABHEHHE € TE3H, NpreMany BapdapHH

[p <0,05]. M npu aBere KOHUEHTPALIMK HA JaDUraTpaH €TEKCHIAT € UMaNO U CTATUCTHUYECKH 3HAYUMO
10-HUCKa o0Lwa yectora Ha kbpBeHe. [Ipy naunenTure, npueMany paHgoMusupano |10 mg naburarpaH
€TEKCHJIAT ABA MbTH AHEBHO € CHLUIECTBYBAT 3HAUUTENHO NO-HUCHK PUCK OT NOJIAAIMO KbPBEHE B CPABHEHHE
¢ Bapdapuu (xoepuuneHT Ha pucka 0,81 [p = 0,0027]). [1py nauMeHTHTE, IPUEMAH PAHAOMH3UPAHO

150 mg naburatpan eTekcHUNaT ABa NbTH AHEBHO € CbLIECTBYBAI 3HAYUTENHO NO-roJsM pHck ot CU
KbpBeHe B CpaBHeHKe ¢ BapdapnH (koeduuneHT Ha pucka 1,48 [p = 0,0005]). To3u edekr ¢ Habnronasax
FM1aBHO NPH NAUHEHTH =75 rOANHU.

Krnnnuudara nonsa ot paburarpaH o OTHOLIEHWE Ha [PEBEHIIMATA HA MHCYAT U CUCTEMEH €MOOIH3BM H
MOHUKEHHUAT PUCK OT HHTpaKpaHnasina xemoparus (MKX) B cpaBHeHune ¢ BapdapuH Ce 3ara3Bar npu
OTACNHUTE NOArpyNH, Hanp. 6LOpeUHO yBpEXKAaHE, BH3PACT, ChbIbTCTRBALLA YIOTPpEDA HA NEKAPCTBEHU
[MPOAYKTH KATO HANp. aHTHTPOMOOTHUM UIH P-gp HHXUOMTOPH. JJOKaTO HAKOW NOATPYNH NALMEHTH ca ¢
MOBHLIEH PHCK OT I'OSMO KbPBEHE, KOraTo €a NEKYBAHHW C aHTUKOAT'YJIAHT, MOBULLIEHUAT PHCK OT KbpPBEHE
npu gaburaTpaH eTekcuiar € ¢ebp3aH ¢bC CH kbpreHe, 0OOMKHOBEHO HAOMONABAHA NPE3 MBPBUTE

3-6 Mecela cnel 3an0yBaHe Ha NIEYEHHUETO ¢ naduraTpaH eTeKCHIar.

evenue na [IBT u BE, kakmo u npegenyusa na peyuousu va BT u bE npu ev3pacmuu nayuenmu

([{BT/bE)

B Tabaunua 15 ca nocoyeHu cpOUTHA HA KbpBeHE 0T 0600UIeHUTE OCHOBHU npoyuBaHus RE-COVER u
RE-COVER I, B konto ce uanutea nedenreto Ha JIBT u bE. B cOopHuTe npoyuBaHus, cuOUTHATa Ha
MTbPBUYHUTE KPAHHHU TOUKH 32 D€30MaCHOCT ,,fONAMO KbpBEHE, MNOAAMO UK KAHHUYHO 3Ha4YUMO KbpBeHE
W BCSIKAKBO KbPBEHE® Ca 3HAYUTEIHO NO-MANKO B CpaBHEHHUE ¢ BaphapUH NPH HOMHHAIIHO a/da HUBO 5%.

27




Tadauua 15: CrOuTHa HAa KbpBeHe B npoyuBanuaTa RE-COVER u RE-COVER 11, B KoHTO Ce
H3inuTRa JedenHeTo Ha JIBT u BE.

HaburatpaHn etekcunar BapdapuH KoedguuneHT Ha
150 mg aBa NbTH pPHCKA CRIPSIMO
AHEBHO pap(apuH
(95% CI)
[lauveHTH, BKAKOUYEHHK B 2 456 2462
aHanu3a Ha De3onacHoOCTTA
CbOHTHS HA rONAMO KbpPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)
BrTpeuepenHo 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
KbpBEHE
[onsimo CH kbpBeHe 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
AuBoTo3acTpalunaBatllo 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE
CpbuTHS HA rOonAMO 109 (4,4%) 189 (7,7%) 0,56 (0,45;0,71)
KbPBEHE/KIIMHUYHO 3HAYHMO
KbpBEHE
BcsikakBo KbpBeHE 354 (14,4%) 503 (20,4%) 0,67 (0,59, 0,77)
Besikakso CY kbpsene 70 (2,9%) 55 (2,2%) 1,27 (0,90; 1,82)

CbOUTHATA HA KbPBEHE NMPH ABETE NCUYCHUS Ca OTHHTaHK OT NbPBHA NIpHeM Ha aaburaTpaH eTekcHaaT HiH
BapdhapHH CNea NpekpaTaBaHe Ha NapeHTepannara tepanus (nepuoa caMo Ha NepopanHo AeueHue). Toea
BKJIIOYBA BCHUYKH CbOUTHS HA KbPBEHE, Bb3HKKHAJIH MO BpEME Ha TepanuaTa ¢ JaburaTpaH eTeKcunar.
BxntoueHH ca BCHUKH ChONTHSA HA KbpPBEHE, Bb3HWKHANIHN NO BpEME Ha TepanudaTa ¢ BapgapHH, OCBEeH
OHE3H, KOUTO Ca BL3HHKHAMH 10 BPEME Ha nepuoa, B KOHTO ce 3acThilBaT NEUYCHHUETO ¢ BapdapHH H
NnapeHTepalHaTa Teparus.

B rabauua 16 ca noco4eHu A1aHHH 3a ChbOMTHA HAa KbPBEHE B OCHOBHOTO npoyusaHe RE-MEDY, 8 koeTto
ce uanutea npepeHunara Ha JIBT W BE. Hakou ¢s0MTHR Ha KbpBeHE (CHOUTHSA HA rOASMO KbPBEHE
(CI'K)/kniHHYHO 3HaunMO KbpBeHE (K3K); BCAKAKBO KBPBEHE) Ca 3HAYUTENHO NO-MaNKO NPH HOMHHAHO
anga HUBO 5% NpU MALUEHTH, IIpHeMalIK AaburaTpad eTeKCHNAaT, B CpaBHEHUE C TE€3M, NTPUEMANH

BapdapuH.
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Tabauua 16: Créutna Ha kbpBeHe B npoyuBaHe RE-MEDY, B k0eT0 ce H3NHTBA NpeBeHUUATA HA

ABT u BE.
JHadburatpaH eTekcunar Bapdapun KoeduiuueHT Ha
150 mg nBa nbTH pUCKa CnpsaMO
AHEBHO BapdapuH
(95% noeepureneH
HHTEpPBaN)
JleKkyBaHH MauneHTH 1 430 1426
CpOHTHA Ha rONAMO KbpPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
BuTpeuepento 2 (0,1%) 4 (0,3%) He moxe na Obac
KbpBEHE H3YUCIEH™
['onsmo CY kbpBeHe 4 (0,3%) 8 (0,5%) He moxe na 0bae
H3yHCneH™*
AKuporoszacTpallaballo 1 (0,1%) 3 (0,2%) He Moxe ga 6sae
KbPBEHE H34UChEH™
CbOHuTHA Ha roasMo &0 (5,6%) 145 (10,2%) 0,55(041, 0,72)
KBPBEHE/ KJITMHUMHO 3HAYUMO
KbpBEHE
BcakakBo KbBpBeHe 278 (19,4%) 373 (26,2%) 0,71 (0,61, 0,83)
BeskakBo CH kbpBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87; 2,20)

*KP He Mmoxe na Obje M3uucieH nopaau auncara Ha CbOHTHE B KOATO U J1d € KOXOpTa/IeueHuUe

B tabnuua 17 ca nocouyeHu gaHHU 33 CbOUTHA HA KbpBEHE B OCHOBHOTO npoyuBaHe RE-SONATE, B
KoeTo ¢e U3nuTea npeseHuuata Ha IIBT u BE. YecTtoTara Ha komOnHauuata MBE/CRBE u Ha Bcsikakso
KbpBEHE € 3HaYMTEMHO NO-MaNKa NpH HOMUHANHO anda HUBO 5% Npw nauMeHTH, npueMany nnauedo, B
CpPaBHEHHUE C TE3M, NpHeMalid AabUraTpaH eTeKcuar,

Tadnauna 17: CuOuTHA HA KbpBeHe B NpoyuBaHe RE-SONATE, B KoeT0 ce H3IIHTBA NpeBeHUHSATA

na BT u BE.
JabwuratpaH eTexkcunar [Trauebo KoegpuumneHT Ha
150 mg aBa nbTH PHUCKa CIIPAMO
JHEBHO rnaunebo
(95% AoBepuTeneH
HHTEpPBRAJ)
JlexyBaHH MaLUEHTH 684 659
CubuTHA HA rONIIMO KbPBEHE 2 (0,3%) ¢ He Moxe na Obae
W34ucacH *
BbTpeuepenno 0 0 He moxke aa obae
KbpBEHE H34YucneH *
["'onamo CH kvpeeHe 2 (0,3%) 0 He moxe n1a 6bae
H3UUCneH *
JKuBoTo3acTpaluaBailo 0 0 He Moxe na Obae
KbpBEHE H3YUCIEH *
CpOuTHA HA rONSAMO 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KbpBEHE/KIIMHUYHO 3HAUUMO
KbpBEHE
BcakakBo kbpBEHE 72 (10,5%) 40 (6,1%) 1,77 (1,2
Beaxakso CY kbpaeHe 5 (0,7%) 2 (0,3%) 2,38 (f

*KP He Moxe aa 6bae U3uuCneH nopaau Juncata Ha COUTHE NPH KOETO U Aa € OT JeYE
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ArpanynouyTos’a U HEYTpOoneHusd

ArpaHyloLHMTO3a H HEYTPOMEHN ca cboOLaBaHi MHOIMO pSiKO Cliel paspeluaBaHe 3a ynorpeda Ha
paburatpaHd erekcunat. Thid KaTo HexenaHKUTe peakluu ¢a cbobliaBaHd NpH MNOCTMAPKETHHIOBOTO
HabmoaeHue OT Nonynauus ¢ HEYCTAHOBEH pasMep, UECTOTaTa UM He Moxe Aa 6bae A0CTOBEPHO
onpejaeneHa. Hecrorarta Ha cboOLHaBaHe € U3YKCeHa Ha 7 ¢uONTUS Ha | MUTHOH MALHEHTOrOAMHHU 34
arpaHynoNuTO3a U 5 ChOUTUS HA | MUIMOH NAUMEHTOIOAWHHN 3a HEYTPONEHHA.

[Tenuatpuusa nonviaumns

be3onacHOCTTa Ha naburarpad erekcuiart npH fieyeHneto Ha BTEC u npeBeHumMs Ha peunanBrpalLiu
BTEC npu neanatpuydn nauMeHTH € npoy4eHa B Ae nanuteaHus dasa Il (DIVERSITY u 1160.108).
Oo6wo 328 neanarpuyHM NaLMEHTH €A JIEKyBaHHU ¢ naburartpaH etekcunar. [lauMeHTHTE Ca nony4aBany
aRanTUpaHM CIIOpea Bb3pacTTa ¥ TEAECHOTO TErNIO 103U OT ¢boOpaseHa C Bb3pacTra NekapcTBeHa dpopma
Ha gaburaTpaH eTekcunar.

KaTto usano ce ouakpa I'l]JO(l)H.H'bT Ha De30nacHoCT IMpH ACUa Aa € CBLUKAT KaToO [TPpH Bb3pPAdCTHH.

06110 26% OT NneAnaTpHYHUTE NMAUHEHTH, JJeKyBaHU ¢ paburaTtpat etexcunat 3a BTEC u 3a npepens
Ha peuuauBupawin BTEC, ca nonyunnu Hexxenanu peakuuu.

Cnucevk Ha Hexcelanume peakyuy 8 mabiuuen suo

B Tabnuua 18 ca nokasaHy HeXeJaHUTE peakiiuy, YCTAHOBEHU B NpoyuBaHUATa NpH AeveHue Ha BTEC u
npeBeHL KA Ha peurauBupawyd BTEC npu neanarpyiny nauveHTd. Te ca rpynupaHu no CUCTEMO-
opradeH Kkjaac (SOC) « Mo 4ecToTa ¢ H3NOJA3IBAHE HA CIeAHATA KOHBEHUHMA: MHOIO HeCTH (= 1/10), yectt
(> 1/100 go < 1/10), neuvectu (= 1/1 000 no < 1/100), peaku (= 1/10 000 ao < 1/1 000), MHOIrO peaku

(< 1/10 000), ¢ Her3BeCcTHa yecToTa (0T HATHHUHHUTE JaHHW HE MOXKE 1a ObJe HallpaBeHa OUECHKA).
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Tabnuna 18: He:xxenanu peakuumu.

HecToTa
SOC / [IpeanouuTan TEPMUH Jieyenue Ha BTEC W npeBeHLMSs HA peunaUBUpaLLH
BTEC npu neanatpu4Hy nauueHTH

HapyuleHus Ha KpbBTa U JMM@HATa CHcTeMa

AHeMus Yectu

[ lonnxken xemMornoOuH HeuecTw

TpombouuTONEHMUH Hecty

[ToHMXEH XeMaTOKPHT HeyecTH

HeyTponeHHus HeyecTn

ArpaHyaouuTosa C HeH3BECTHA 4€CTOTa
HapyweHus Ha KMyHHaTa cCHCTEMA

JlexapcTBeHa CBPbX4YBCTBATENHOCT HevecTH

O6puB Yectu

[Ipypuryc HeuecTH

AHapUNAKTHYHA PEAKIHUS C HEeW3BECTHA YeCcToTa

AHrnoeaem C Heu3BECTHA YecToTa

YpTHKApHA YecTu

bpouxocnassm C HeU3BECTHA YECTOTa
Hapyineduns Ha HEpBHaTa cHcTeMa

BbTpeuepenna xemoparus HeuvecTH
Cba0BH HapyUICHUSA

XEeMaToM Hectu

XeMoparus ( HEeU3BECTHA YECTOTA
PecnnpaTopHU, rpbAHH H MEJHACTHHANIHH HApyLIEHHS

Enucrakcuc YectH

XeMoTH3a HeuecT
CTOMalHO-YPEBHH HAPYLUEHHS

CromalIHO-YPEBHA XeMoparus Heuectu

AbOnomunansa 6onka HevecTtu

Huapus HecTu

Jducnencus YecTH

[‘aneHe YectH

PekranHa xeMmoparus HeuecTu

XeMopoUuaanHa XxeMoparus C HEen3BECTHA 4YECTOoTA

CToMaLIHO-YpeBHa A3Ba, BKIOUYHTEIHO C HEH3BECTHA YECTOTA

ezoareasHa s3Ba

["acTpoesodaruT HeuecTH

["actpoesodareanta pedaykcHa donect YecTn

[ToBphllaHe HecTH

Hucdarus Heuectu
XenaroOHANapHU HapyIeHHs

Hapyiuena yepHoapotua C Heu3BecTHA YeCcToTa

byHKUKK/OTKNIOHEHNS BB

GOYHKUWOHATHUTE YEPHOAPOOHH

MOKA3aTeH

[ToBuiieHHe Ha anaHuH HeuecT

aMHHOTpaHchepasara
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[ToBuLIgHHUE Ha acnapTaT HeuecTu
aMUHOTpaHchepas3aTa
[TopHiLEeHH YEPHOAPOOHH CHIUMMU YecTH
XunepbunupybuHemus Heuectw
HapyuieHus Ha KOXaTa ¥ NOAKOXKHATa ThKaH
KoXHU KpbBOU3IHBH Heuyectw
Anoneuus HecTH
HapyuieHHa Ha MYCKYTHO-CKEJIeTHaTa CUCTEMA ¥ ChEAMHHUTENHATA ThKaH
XemapTposa C HEM3BECTHA YeCToTa
Hapyienna Ha 650penuTe ¥ NHKOYHKUTE TbTHLIA
YporeHuTainHa Xemoparus, HeuectH
BKAXOUHTEIIHO XEMATYpHS
OO0 HapyLIeHHs U eheKTH Ha MACTOTO Ha NPHIOKEHHNE
XeMoparus Ha MACTOTO Ha C HeU3BeCTHA 4eCTOTa
HHXXEKTHpaHe
XeMoparus Ha MACTOTO Ha MOCTaBsIHE C HEH3BECTHA YECTOTa
Ha KaTeTbpa
HapaHnsiBsaHus, OTpaBAHUA H YCAOKHEHUS, Bb3HHKHAJH B pe3yATaT Ha NHTEPBEHLUH
TpasMmaTHuHa xeMoparms HeuectH
XeMoparus Ha MACTOTO HA HHLIU3US C HEU3BECTHA YeCTOTA

PE‘HI{I{HH HO KbPDEEHE

B nee npoyusauus ¢aza Il npu nokazanuneto nevenue Ha BTEC u npeeHumns Ha peunansupawid BTEC
Np4d NeAMATPUUHU NaUKeHTH oOwo 7 nauneHTH (2,1%) ca uManun ceOuUTHE Ha roJIIMO KbPBEHE,

5 nauuenTH (1,5%) ca uManu crOUTHE Ha KIMHUYHO 3HAYUMO HEroNaMo KbpBeHe, a 75 nauuenTy (22,9%)
ca umMand ¢cbOuTHE Ha HE3HAYUTENHO kbpBeHe. KaTo 1g10 yecToTaTta Ha CbOUTHATA HA KbPBEHE € NOo-
BUCOKA NMPpH No-Bb3pacTHaTa rpyna (12 no < 18 roauHu: 28,6%), OTKONKOTO B IPyINUTE C NO-ManNKa
BL3pacT {OT paxaAaHETo 10 < 2 roannu: 23,3%,; 2 no < 12 roauun: 16,2%}. ['onamMo UiH TEXKO KbpPBEHE,
HE3aBHCHMMO OT MACTOTO HAa Bb3HUKBAHE, MOXeE Aa A0BEAEC A0 HHBAJIMAU3MpAHE, }KUBOTO3aCTpaLllaBallo
CLCTOSSHUE WU JIOPH NeTaneH U3XO/L.

CwobllaBaHe Ha Nnoao3npaHd HEXEJdHH PEAKUHH

Coof1apaHeTO Ha MOA03UPAHH HEXENAaHH peakuUuy Chell paspellasade 3a ynotpeda Ha JeKapcTBeHU
NPOAYKT € BaXHO. ToBa 03s0asABa Aa NPoAbakUd HAbIIOAEHUETO HA CbOTHOLLEHUETO N1013a/PUCK 34
NeKapcTBEHHUA NMPOAYKT. OT MEAWUHMHCKUTE CIIEUHANUCTH C€ H3MCKBA Aa ¢bOoOLLaBaT BCAKA 10/103MpaHa
HeXeNnaHa peaKuus 4pe3 HaUMOHANHA CUcTEMA 3a ChobLIaBaHe:

UsnbhHuTEenHa arenuns no nekapctaa (MAJI)
yn. Hamsad [ pyes Ne &

1303, rp. Codus

P. boarapus

Ten.: +359 2 8903 417

Mdaxc: +359 2 8903 434

e-mail: bda@bda.bg

4.9 Ilpeaosupane

Jlo3u naburatpaH eTekcuaart, HaaBHUILABALLY MPENOPbYHTENHHUTE 03U, H3NaraT NaUUeHTa
PHCK OT KbpBEHE.
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[Ipy cbMHEHHE 32 NPEN03UPAHE NPOBEXAAHETO HA KOATYNaLMOHEH TECT MOYKE A2 NOMOTHE 33 onpeaelisHe
Ha PUCKA OT KbpBeHe (Bx. Touka 4.4 ¥ 5.1). Kanubpupan konnuectsed dTT Tect unu mHorokpatHn dTT
H3MEpPBAHUA MO3BOAABAT NPEABHKIAHE HA BPEMETO, KOTATO L€ ObAaT ZOCTUTHATH ONIPEAECNIEHN HUBA HA
aAaburarpan (Bx. To4ka 3.1), CbLUO B CAyyaH, ye ca NpeaAnpueTy A0NBIHHTEIHN MePpKK — Hanp. Axanu3a.

[IpekoMepHaTa aHTHKOarynaluMa MOXKeE 1a H3UCKBA NPEYCTAHOBABAHE HA JIEUEHHETO ¢ naburarpaH
eTekCunart. T xaTo gaburarpal ce eKCKpeTHpa NpeauMHo dpe3 OubpeunTe, TpadBa Aa ce noaabpKka
AOCTAaTLYHA AHYpe3a. ThH KATO CBBbP3BAHETO C NPOTEHHH € B HUCKA ¢TeneH, naburatpad moxe na Obae
AHANU3NPAH; MMa OIPAaHUYEH KIIMHWYEH ONHUT, IEMOHCTPUPALL 10J13aTa OT TO3H NOAXOA B KNIHHHYHHU
npoy4Banyy (BXK. Touka 3.2).

OBﬂﬂ,ﬂHBﬁHE Ha YCIOMHCHHA C KbpPBCHE

B cayuall Ha xemMoparuuHi YCNOXHEHUS NeueHHETOo ¢ AaburaTpaH erexkcunat Tpabea aa 6vae
MpeyCTaHOBEHO, @ MPUUNHATA 3a KbPBEHETO — M3cneABaHa. [0 npeueHKa Ha eKyBallKs NeKap U B
3aBUCUMOCT OT KJIMHHYHATA CUTYyaLus TpaOBa Aa ce npeanpydeMe NoAXoasiuo NoAabpXKaLlo NeHEHHE,
KaTO XUPYPrUyHa XeMOCTaza Hiu 3aMeCTBaHe HA KpbBeH 00eM. [1pK Bb3pacTHM NaLMEHTH B Cay4au,
KOraTo € HeobxoAuMO ObpP30 HEeYTpanu3MpaHe Ha aHTHKOAryiaHTHUS edexT Ha 2aburaTpaH, MOXe Ja ce
H3Non3Ba cneyuUHHOTO HeyTPaNH3upallo CPeaAcTBO (Maapyuu3ymabd), KOETO aHTaroHu3upa
papmakoaMHaMHuHUa edexT Ha paburparad. EdgukacHocTTa » bezonacHoOCTTa Ha HaapyumiymMabd He ca
YCTAHOBEHHU NP NeAHaTPUHHU fantueHTH (BXK. Touka 4.4).

Moxe aa ce uMa nNpeaBu Npuiaraie Ha KOHUEHTPATH Ha KoarynauuoHHu GakTopu (aKTUBUPAHU MU
HEAKTHBHPAHH) UK pekoMOMHaHTeH dakTop VIia. UMa HAKOH eKCTIEpUMEHTATHMA AOKA3aTeNCTha B
MOAKpPEna Ha poJiATa Ha Te3W JIEKapCTBEHU NPOAYKTH B 0OpbLIAHE HAa aHTUKOArYJIaHTH!A €DEeKT Ha
JaburatpaH, HO JaHHHWTE 32 [1013aTa UM B KIKHHHYHH YC/IOBHS, KAKTO H 32 Bb3MOXHHA PHCK OT
peurauBUpaul TpoMBoemMOb0ONn3BLM, Ca MHOrO OrpaHHveH. KoarynaluHOHHHTE TECTOBE MOTAT Aa CTaHaT
HeHaACKARHN CNEll IPUIIOXKEHHE HA NMPENOPbUNTENHUTE KOHLUEHTPATH Ha KoaryJauMOHHHN (PakTopH.
TpabBa 1a ce BHUMAaBa NPpHY ThJAKYBAHETO HA Te3u TecToBe. TpsbBa na ce oOMUCIH NPUNOKEHNE Ha
TpoMOOLMTHE Maca B CyyanuTe, KOraTo UMa TPOMOOLMTONEHUA KK ca OUITW H3N013BaHH
AbLAToAeHCTBAILM AHTHTPOMOOTHUYHU ACKAPCTBEHN NPOAYKTH. LlA0oTO CHMNTOMATHUHO AcUeHUE TPaDBa
Ja ce npuiara 1o npeueHKa Ha leKaps.

B 3aBHCHMOCT OT MECTHUTE Bb3MOXHOCTH, TpsAOBa Aa ce OOMHUCIN KOHCYNTAUKMA ChC CNELIMANTHCT B
ciay4ail Ha roJIiMO KbpPBEHE.

8. ®APMAKOJIOTHYHHU CBOUCTBA

5.1 @apMakOAMHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: aHTHTPOMOOTHYHY CPEACTBA, AMPEKTHU TPOMOUHOBU HHXWOUTOPKH, ATC
koa: BOIAEQ7.
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MexaHH3bM HA JelCTBHE

JlaburaTtpaH eTeKCcHNaT € MaJiKa MONEeKya NpeAlekapcTBO, KOETO He NOKa3Ba HapMaKoJIoryiHa
akTHBHOCT. Cren nepopanBro NpuioKeHne gaburatpan erekcunar ce abcopbupa O6bp30 1 ce npeBpblla B
naburatpaH upes KaTajlu3upaHa oT ecTepasa XUAponu3sa B ilasMara ¥ B uepHus apob. [laburarpaH e
MOLLEH, KOHKYPEHTEH, OOPATHM, AHPEKTEH TPOMOUHOB HHXHUOHUTOP U € OCHOBHOTO BELLECTBO ¢ AKTHUBHO
AciCcTBUE B nna3mara. Toi kaTo TpOMOMHBLT (CEpHHOBA NPOTEasa) NO3BONABA NPEBPBLLUAHETO Ha
¢ubpHHoreHa suB (UOPUH B X0/Ja HA KoarynallMOHHAaTa Kackaaa, HHXHOUpaHETO My NpeaoTBpaTABa
obpa3yBaHeTO Ha cheHpek. JlaburaTpan nHxnbupa csobogHua TpoMOUH, pubpHH-CBbp3aHUA TPOMOKH U
TPOMOHH-UHAY U HpaHaTa TpOMOOHUTHA arperamus.

(dapMakoAHHAMHUYHH eDEKTH

In vivo u ex vivo IpOyYBaHUs NPU MHUBOTHHU AEMOHCTPHPAT aHTHTPOMOO3HA €DUKACHOCT U
aAHTUKOAry/aHTHA aKTUBHOCT Ha AaburaTpaH ciel HHTPaBEHO3HO NpHJIokeHHe ¥ Ha naburarpax
ETEKCHIIAT CJIe]l NEPOPasTHO NPHIIOKEHHE NIPH pa3IiuHH X HUBOTUHCKH €KCIEpHMEHTATHN MOZENH Ha
Tpombo3a.

ChblUecTBYBa OTUET/IMBA KOPENALMSA MEXY MIA3MEHATA KOHLUEHTpaUUA HA 1a0UraTpaH U CTENEHTa Ha
aHTUKOAryNaHTHHA edekT, 6azupano Ha ¢asa [l npoyusanus. JaburatpaH yabmkasa TPOMOUHOBOTO

epeme (TB), EBC, kakTo u aPTT.

KanubpupaHusT konuuecTBeH TecT Ha TB upes pazpexaane (dTT) gaBa oueHkKa 3a nnasMeHaTa
KOHUEHTpalKa Ha faburatpan, KOSTo Moxe Aa Obae cpaBHEHA ¢ O4AKBAHHUTE N1J1a3MEHH KOHUEHTPALUMWH Ha
naburarpau. B cnydail ue kanubpupauuat dTT TecT nokaxe pe3yaTarT 3a niasMeHaTa KOHLUEHTpauus Ha
naburatpaH, KORTO € Ha WJIK NOJ FpaHKLiaTa Ha KOJKYECTBEHOTO OllpeleniaHe, CieaABa 4a ¢€ OOMHCTH
NPOBEX/JaHe Ha JOMbJHUTENHO H3CNEARaHe Ha Koarynauusarta, HanpuMep TB, EBC nan aPTT,

EBC moxe na ocHrypu AHpEeKTHa Ol{€HKa Ha aKTUBHOCTTA HA AUPEKTHUTE TPOMOHHOBH HHXHOUTODH.

TectbT aPTT € WwWnpoko aocThieH U nokasea NPUOIUIUTENHO AHTHKOArya1aHTHaTa HHTEH3HBHOCT,
AOCTUrHaTa ¢ naburarpan. Obaue, aPTT TecTsT MMa OrpaHMYeHa YYBCTBHTENHOCT U HE € NOAXOAALL 33
TOYHO KOJIMYECTBEHO ONpe/ie/isHe HAa aHTUKOAryJIaHTHUS ePEeKT, OCOOEHO MIPH BUCOKH NJIa3MEHH
KOHLEHTpaUKH Ha gaduratpad. Bbenpekn dye BUCOKH ¢CTOHHOCTH Ha aPTT TpsibBa na ce ThbaKyBar ¢
NOBHMLLEHO BHHMaHWE, T€ NOKA3BAaT, Y€ NaUUEHTbT € AHTHKOAryaupaH.

Karo usan0, MOXE 1a C€ NpHeMe, ue Te3U NoKa3aTeny 3a aHTUKOArynaHTHAa aKTUBHOCT MOTraT Aa OTpassT
HUBATa Ha naburaTpaH, KakTo W [a NpeaoCcTaBAT HACOKH 33 OLIEHKATA HA PUCKA OT KbPBEHE, T.€. HAJl

90" nepCeHTUN Ha HAaN-HUCKUTE HUBA Ha AaburaTpaH MY KOArynalnMOHeH TeCT, KaTo HaH-HHUCKH
HaMepeHu cToRHOCTH Ha aPTT (3a nparosere Ha aPTT Bxk. Touka 4.4, Tabnuna 6), MoXxe 1a Ce acoLHKpa C
NOBHILIEH PUCK OT KbPBEHE.

ITvpsuuna npesenyust na BTEC npu opmoneduurna xupypaus

CranMoHapHaTa cpelHa reOMeTpUYHa NMUKOBA NNasMeHa KOHUEHTpauua (cnea aeH 3) Ha naburarpas,
W3MEpPEHA OKOJNO 2 yaca cieq npunoxeHue Ha 220 mg gaburartpad erekcuaar, ¢ 70,8 ng/ml, ¢ rpaHnuy
35,2-162 ng/ml (B wutepBana 25-tu-75-TH nepceHTrn). CpeaHarta reOMeTpHYHa HaH-HUCKaA
KOHLUEHTpAUHUA Ha 1adUratpaHl, U3MEpeHa B Kpas Ha 1030BUg HHTEpBaAn (T.€. 24 yaca cnel 1034
naburatpan 220 mg), e cpeaHo oxkono 22,0 ng/ml, ¢ rpanuun 13,0-35,7 ng/ml (B uHTEpRaNa 25-tu-75-TH
MEPCEHTU).

B eaHO cneudanHo npoy4BaHe caMO NpU NAUUEHTH ¢ yMepeHo OL0OpedHo yBpexaaH
(CrCL 30-50 ml/min), nexyBaHu ¢ aaburatpan etexcuaar 150 mg BeaHbK AHEBHO,
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reoMeTpuHHa Hal-HUCKa KOHUEHTpaUKWs Ha faduraTpaH, U3mMepeHa B Kpas Ha JO30BHS UHTEPBAJ, € CPEAHO
47,5 ng/ml, ¢ rpannuu 29,6-72,2 ng/ml (B vuTEpBaNna 25-t1-75-TH NEPCEHTHIT).

| Tpit natMeHTH, NeKyBaHu ¢ 220 mg naburatpaH eTeKCUNaT BEAHBXK AHEBHO 3a npeBeHuus Ha BTEC chen
npoteszupaHe Ha TazobeapeHa UIH KOMAHHA CTaBa,

° 90-usT NepceHTUN HA HAH-HUCKWTE NJa3MEHHU KOHLEHTpaUWy Ha paburaTtpad e 67 ng/ml,
(20-28 vaca ciea npreMa Ha npeamiiHaTa 103a) (Bx. Touk4d 4.4 u 4.9),
. 90-uaT nepceHTHs HA HAK-HUCKHTE cTOHHOCTH Ha aPTT (20-28 vaca cneg npuema Ha npeadiuRara

no3a) e 51 cekyHau, koeto € 1,3 mbTH HajJl rOpHATA I'paHXUA Ha HOPMAaTA.

EBC He e u3mMepBaHo NpH NalMeHTH, NeKyBaHHU ¢ 220 mg nabvraTpaH eTeKcUnaT BEAHbAK AHEBHO 3a
npeseHuus Ha BTEC cnen nporeanpane Ha TazobeapeHa Uy KONsiHHA cTasa.

IIpesenyust Ha MO3bYEH URCYAM U CUCMEMeH emMO0au3IbM Npu 8b3pacmHu nayuenmu ¢ HKIIM ¢ edun wiu
nogeye puckogu chaxmopu (IIMHUIIM)

CraildoHapHaTa cpe/lHa reOMETPHYHA NUKOBA [J1a3MEeHa KOHUEHTpauUs Ha aadburatpaH, UaMepeHa oKoAno
2 yaca cnen npunarade Ha 150 mg paburarpan etekcunar, € 175 ng/ml, ¢ rpanuumn 117-275 ng/ml (8
HHTepBana 25-Tu-75-Ty nepceHTH). CpeaHarta reoMeTPpUUHa Hal-HUCKA KOHLEHTpau4a Ha aaburaTpan,
H3MEpeHa CYTPHH B Kpas Ha 10308us WHTepBas (T.€. 12 vaca cnel Beyepdara go3a aaburatpan 150 mg), €
cpeaHo okonio 91,0 ng/ml, ¢ rpaunumn 61,0-143 ng/ml (B vHTEpBana 25-TH-75-TH nepcerHTHN).

[1pn naunenty c IIMUIIM, nexyBaHH 3a IpeBEHUKA HA MHCYNT H CUCTEMEH eMO0AN3bM ¢be 150 mg
AaburatpaH eTeKcunart ABa NbTH AHEBHO,

. 00-uAT NePCEHTUII HA H3MEPEHHTE HAH-HHUCKH T1J1a3MEHU KOHUEHTpailuK Ha aadurartpan
(10-16 vaca cnea npreMa Ha npeaMiliHarta ao3a) € okono 200 ng/ml,
. Haft-HHCKUTE cToHHocTUTe HAa EBC (10-16 4aca cnea npyeMa Ha NpeaulliHaTa A03a), NOBULLIEHH

npubAU3NTENHO 3 MLTH Hal FOpHATa MpaHKua Ha HOpMaTa, ce OTHacAT 10 Habmoaasauus 90-TH
nepceHTUN Ha yabvmxkasare Ha EBC ot 103 cekyHam,

. Haifi-HUCKH cTOMHOCTH Ha aPTT, noBede oT 2 MbTH HaJ rOpHATa I'paHULa HA HOpMATa (Yab/kasaHe
Ha aPTT ¢ okono 80 cekyuau), (10-16 yaca caeg npyeMa Ha npeayIHaTa 403a) €a OTpa3eHy Ha
00-ud NEPCEHTUN OT HaDJIHOAEHHUETO.

Hevenue na ABT u BE, xaxmo u npesenyua na peyuousu na /BT u PE npu sav3pacmuu nayuenmu
(IBT/BE)

[Ip# nauueHTH, nexysanu 3a JIBT u bE ¢be 150 mg nadburarpan erekcunar Asa MbTH AHEBHO, CpEAHATA
reoMeTpHYHA Hal-HMCKA KOHLEHTpAaUuWa Ha naburarpas, Hamepena 10-16 yaca cneq npveM Ha 1034, B
Kpas Ha J1030BUs WHTepBan (T.e. 12 yaca cies BeyepHara A03a Aaburatpas etekcunar 1530 mg), e

59,7 ng/ml, ¢ rpannun 38,6-94.5 ng/ml (B uHTepBana ot 25-t1t no 75-tu nepcedtui). [lpu neyeHnero Ha
JBT u BE ¢ naburatpan erekcunat 150 mg apa nbT¥ AHEBHO

. Q0-HAT NEPCEHTUN HA U3MEPEHHUTE HAH-HHUCKHU 1a3MEHY KOHLUEHTpaUWHy Ha naburaTpaH
(10-16 yaca cnen npuema Ha npeauliHaTa 4o3a) € okono 146 ng/ml,
* Haili-HuckuTe cToHHocTHTe Ha EBC (10-16 uaca ¢cnea npueMa Ha npeaMILHaTa 403a), NOBULIEHHU

npudNU3ATENHO 2,3 NbTH CNPAMO HAYAJIHHTE CTOHHOCTH, Ce OTHAcAT Ao HabnoaaBaHua 90-Tu
nepceHTUN Ha yabmkasaHe Ha EBC ot 74 cekynan

. 90-UAT nepceHTHN Ha Hall-HUCKH cToiiHocTH Ha aPTT (10-16 yaca caen npyema Ha npeayilHaTa
1103a) € 62 CeKyHAH, KoeTo € 1,8 NbTH CTOMHOCTTA HA U3XOOHO HUBO.

Hsama naHHm 3a papMakoKMHETHKATa NPY NALMEHTH, J€KYBAaHH 34 IIPEBEH LU Ha PELX
BE ¢be 150 mg naburarpan eTekCHIaT ABa ObTH AHEBHO.
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KnuruuHa edukacHocT U 6e3onacHocT

Emnuvecxu npousxoo

He ce HabnroaaBaT KAMHHYHO 3HAYHMH €THUUYECKH PAa3nUKH MECAKAY NAUHUCHTHUTE OT €BpPOITICHAHATA paca, €
El(pr-ﬂMEpHK&HCKH, JdTHHO-@aMCPHKAHCKH, AITOHCKK WU KUTAHCKH [TPON3XO0.

Kaunuunu usnumeanus evpxy npesenyusma na BTEC creod npomesupane na 2o1emMu cmagu

[lauMeHTH, NOANOXEHH Ha [1JIAHOBA IONAMa OPTONEIHYHA onepauus B 2 rojleMu paHaoMU3HpaLi,
apajieIHO-rpy10BH, ABOHHO-CNENH, A03a-NOTBLPXK AaBalllH H3NWTBAHUA (TTPU €4HOTO — NPOTE3HMpPaHe Ha
KOJISHHATA CTaBa, a [pH ApyroTo — Ha TazobeapeHaTa cTapa), nonydasat 75 mg unu 110 mg naburartpan
eTekcuaar 1-4 yaca cnej onepauusaTa, a ciel tosa no 150 mg wnu 220 mg BeJHBXK AHEBHO, MPH
rapaHTHpana xemocrasa, uny 40 mg eHokcanapuH B A€HA Npeay onepauuysaTa, a Cel ToBa — BEIHbX
aHeBHO. B uanureaHeto RE-MODEL (npotesznpaHe Ha KONSSHHA cTaBa) NTEUSHHETO NPOAbAXKaBa

6-10 anu, a B usnutBaHeTo RE-NOVATE (npote3npane Ha TazobeapeHara ¢rapa) — 28-35 oHu. O6wmar
Opo#t nekyBaHU nauMeHTH e cboTBeTHO 2 076 (konsHHa cTaBa) ¥ 3 494 (TazobeapeHa crapa).

ChuetanueTo oT obuara cmbpTHOCT nopaau BTEC (skntouutento denoapodben embonuszum (BE),
NPOKCUMANHA U JUcTanHda A1u100ka BeHo3Ha TpoMbo3a (JIBT) — cHMNTOMHA WK ACHMINTOMHA,
YCTAHOBEHA Hpe3 pYTHHHA BeHOrpadusa) H CMbPTHOCTTA IOPAAM BCAKAKBa MPHYHHA NPEACTaBIIsBA
NbPBHYHATA KpakHa TOYKA M Ha ABeTe npoyuBaHusa. Cbhuetanueto oT roaam B 11.C (Bkarouutentio bE u
npokcumalied BT — CHMIITOMEH WM aCHMNTOMEH, YCTAHOBEH Ype3 pyTHHHA BeHOrpadus) ¥ CMbPTHOCT
nopaau B11.C npeacrapisgpa BTOpHMYHA KpaHHa TOHMKa H C€ CUHTA, Y€ HMa NO-TFONAMO KAHWHHYHO
3HAYEHHE.

PezyntaTuTe OT ABETE NPOYUYBAHUA NOKA3BAT, 4€ aHTUTPOMOOZHUAT edexT Ha 220 mg u 150 mg
naburatpaH €TeKCUNAT HE OTCTBITBA CTATUCTHHECKH Ha €HOKCHNAPHUH 1O OTHOWMEHHWE Ha obuus B[ HC ¢
oburara cMbpTHOCT. KpaliHUAT pe3yntat 3a cayuante Ha ronsm BTEC u embprHocT nopaau BTEC npw
no3a 150 mg e Manko no-noll, oOTKOAKOTO NpH eHokcanaput (Tabauua 19). ITonodpu pesynrartu ce
HaOJioaasar npH ao3a 220 mg, kbaeTo kpakuuat pesyatar 3a ronaM BTEC e manko no-go0sp,
OTKONKOTO MNPy €HokcanapuH (tabnuua 19).

KAMHUYHUTE NpOYUBAHKMA Ca NPOBEACHU NPHU NOMYyJALUNA NAUKUEHTH CbC CPEaHA Bb3pacT > 65 roaAHHH.

Hsama paznuku B JaHHHUTE 33 ePpHKACHOCT K 6€30MaCHOCT MEXKAY MDbIKE H XKECHU B KIIMHUYHHUTE
npoyuBaHus ¢asa 3.

B nacnensanata nonynauus naunenty Ha RE-MODEL v RE-NOVATE (5 539 nekyBaHHW NalUEHTH),
51% uMaTt npuapykaeaiia XunepToHua, 9% umar npuapyxasaul auader, 9% nmat npuapykasauio
2aD0NIsBaHe Ha KOpoHapHarTa apTepus U 20% WMaT aHaMHe3a 32 BEHO3HA HeJoCTaTbYHOCT. HUTO eaHO OT
Te3u 3a00NABAHUSA HE [TOKa3Ba Bb3JeiCTBHE BbpXY edekTuTe Ha gaburatpad 2a 31 [:C npeseHUNs wau
YEeCTOTATa HA KbpBEHE.

JanuuTe 3a Kpahnarta Touka ,,ronaM BTEC u cmbpTHOCT nopaau BTEC ca XoMOreHHH no OTHOILLUEHHE
Ha NbpBHYHATa KpailHa Touka 3a epMKacCHOCT M ca noka3aHMu B Tabnuia 19.

JlaHHuTe 32 KpaiiHara Touka ,,001ma cMbpTHOCT nopaard BTEC ¥ cMBPTHOCT Nopaau BCAKAKBA NPHUUKHA®

ca NnokasaHu B tabnuua 20.

aony.
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Tabauna 19: Ananui Ha cayyaute Ha 1o BTEC u embpTHOeT nopaan BTEC npes
TepaneBTHUHATA (pa3a Ha npoyuBaunsaTa RE-MODEL u RE-NOVATE npu
OpPTONEAHYHH ONEPALIHH.

H3nurBane JHaburatpan erekcunar | JJaburatpan erexcunar| EHokcanapuy
220 mg BeHDBXK 150 mg BeaHDBXK 40 mg
NIHEBHO OHEBHO
RE-NOVATE (trazo0enpeHa cTaga)
bp. nexyBaBu MaUMEHTH 909 888 917
Hectora (%) 28 (3,1) 38 (4,3) 36 (3,9)
KoeduuneHT Ha pHCKa 0.78 1.09
CIpPAMO €HOKCANlapUH
95% CI 0,48, 1,27 0,70; 1,70
RE-MODEL (xonsaHo)
bp. NEKYBaHHU NMALUEHTH 06 527 511
Yecrora (%) 13 (2,6) 20 (3,8) 18 (3,5)
KoeduuueHT Ha prcka 0.73 1.08
CNpAMO EHOKCAnapvH
95% CI 0,36; 1,47 0,58; 2,01

TabGauna 20: Apanus Ha odmwaTa cMbpTHOCT nopaan BTEC » Ha CMBPTHOCTTA NOPAAH BCAKAKBA

ApHYHHA npe3 TepaneBTHYHATa $a3a Ha npoyuBaHuaTa RE-NOVATE n RE-

MODEL npu opToneAHYHH onepaliHH.

HanuTBaHe Haburatpan etexkcunat | Jlaburarpan etekcunar | EHokcanapuu

220 mg BeaAHBXK AHeBHO | 150 mg BEAHBXK 40 mg
JHEBHO

RE-NOVATE (Tazobenpena crapa)

bp. 1EKYBaHH NAUHEHTH 880 874 897

YectoTta (%) 33 {6,0) 75 (8,6) 60 (6,7)

KoeduuueHT Ha pucka 0,9 1,28

CTIPSIMO €HOKCANapHH

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

RE-MODEL (konsHo)

bp. NekyBaHN NnauUHEHTH 503 526 512

YecToTta (%) 183 (36,4) 213 (40,5) 193 (37,7)

KoedyuuneHT Ha pUcka 0,97 1,07

CIIPAMO €HOKCANAPHH

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

Tabnuua 21: Co0UTHSA HA MOJIAMO KbpPBeHe B 3aBHCHMOCT OT JIEYEHHETO B NPOYYBAHHA
RE-MODEL u RE-NOVATE, npeactaBenn nootaesHo.

Hanutpakue

HaburarpaH eTekcunar

JaburarpaH eTekcunar

EHOKCcanapuH

220 mg BeAHDBK AHEBHO| 150 mg BeAHBXK 40 mg
JHEBHO
RE-NOVATE (razobeapena crapa)
bp. nekyBaHH MaLUEHTH 1146 1 163
CeOMTHA HA TONsMO
chpBene (%) 23 (2,0} 15(1,3)
RE-MODEL (konsaHo)
bp. 1eKyBaH NALHEHTH 675 703
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CuOHTHA HA ronsiMo

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

[Ipesenyusn Ha MO3bUEH UHCYAM U cucmemen emboauzbm npu gv3pacmuu nayuenmu ¢ HKIIM ¢ eoun wru
nogeue pucKkosu axmopu

KAnHUUHKUTE JaHHM 32 ehMKACHOCTTA HA aaduratpaH eTekcuaar ca pesyarar ot npoyuBaHeto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyaTHUEHTPOBO, MY ITHHALIMOHANHO,
PaHAOMH3INPAHO NapanenHo ClAno UnuTeaHe ¢ ABe 103K aaburarpat etekcuiar (110 mg w 150 mg nsa

NbTH AHCBHO) B CPABHEHHE C OTKPUT NpUEM Ha BapdaprH NPH MAUKEHTH C NPEACHPAHO MbXKIEHE C
YMeEpeH 0 BHCOK PUCK OT HHCYIIT H CHCTEMEH eMO0H3bM. [TbpBUUHATA LIEN HA MPOYYBAHETO € Aa
onpeaeny ganu paburatpaH €TeKCUNAT OTCTbIIBA Ha BapgaprH NpH NOHKHXKaBaHETO Ha CHOUTHATA Ha
ChCTaBHAaTa KpaiiHa TOuKa ,,HHCYNT U cUcTeMeH eMOoin3bM™ . ChlI0 Taka € aHAMH3UPaHO U

CTATHCTHYECCKOTO NPERB3IX0ACTBO.

B npoyusaneTo RE-LY ca pangomusupadu oowto 18 113 nalMeHTH Ha ¢cpeaHa sb3pacTt 71,5 roguHu u
cpeaeH CHADS; cbop 2,1. [lonynauusara or naumentu € 64% ot Mexxku non, 70% ot eBponenacH
npou3xoa U 16% ot azuatcku npousxo. [lpu nauueHTUTE, paHAOMHU3WPAHHK J1a NOTy4YaBaTt Bap(apuH,
CPEAHUAT NPOLEHT Ha BpemeTo B TepaneBTHueH ooxBart (BTO) (INR 2-3) e 64,4% (Meauana Ha BTO
67%).

[lpoyusaHero RE-LY nokasea, ye naburatpan erexcunar npy fo3a | 10 mg ABa NbTH AHEBHO HE
OTCTBNBA HA edeKTa OT BapPapHH NP NPEBEHUNA HA UHCYNIT U CUCTEMEH eMBOIM3BM NPH [TALHEHTH C
NpeachpAHO MBXJEHE, ¢ TOHWKEH pHcK oT UK X, o6o kbpBeHe U ronamo kbvpeeHe. Jlo3ata 150 mg aBa
MbTH JHEBHO NOHIXKABA 3HAYHMO PHCKA OT HCXEMHUYEH K XEMOoparuyeH HHCYNT, cbaoBa cMbpT, MKX u
00110 KbpBEHE B cpaBHEHHKE ¢ BapdapHH. HecToTaTa Ha ronsaMo KbpBEHE PU Ta3H 034 € CPaBRUMA C
papgapuH. UecToTata Ha MHOKApAeH HH(APKT € AeKO NoBUllieHa npy nadburatpad etekcunat 110 mg asa
NbTH AHEBHO K 150 mg 1Ba NbTH JHEBHO B CpaBHEHHUE C BapdapuH (KoeduUeHT Ha pucka 1,29;

p = 10,0929 n koebuuneHT Ha pucka 1,27; p=0,1240, cvorBeTHO). C nonodpaBaHe HA NPOCNEAEBAHETO HA
INR, HabmoaaBaHdTe n1oa3u ot AaduraTpaH eTEKCUAAT B CpaBHEHHE ¢ BapdapuH oTcnabsar.

Tabnuuu 22-24 nokassar noiApodHO KAOUYOBUTE pe3ysITaTH B LA1aTa NoNyJlauns:

Tabauua 22: AHAJIK3 HA NBPBOTO CHLOHTHE — HHCYAT HJIM CHCTEMEH eMO0NH3IBLM (MbPBHYHA KpaiiHA
TOUKA) MO BpeMe HAa nepHoaa HA npoyuBaHe Ha RE-LY.

Haburatpan etexcunart | /laburatpan erekcunar Bapdapus
110 mg aBa NuTH 150 mg ABa NBTH
JHEBHO AHEBHO
PasaomMu3upanu 6015 6076 6022
NaLHEHTH
MHCYNnT u/Mnu CUCTEMEH
eMOOIK3BM
Yecrota (%) 183 (1,54) 135 (1,12) 203 (1,72)
KoedpuiuneHT Ha 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
PDHCKA C/y
BapdapHH (95%
Cl)
IlpeBB3X0ACTBO =(),2721 p=0,0001
p-CTOHHOCT
% ce oTHacd A0 rogMliHaTa 4ecToTa Ha CbOUTHATA
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Tabauna 23: AHaIu3 HA TLPBOTO ChOHTHE HA HCXEMHYEH HJIH XEMOPATHYEH HHCYJIT N0 BpeMe Ha
nepuoxa Ha npoyusaHe Ha RE-LY.

Haburatpad etekcunar | Jaburarpan etexcunar BapgapuH
110 mg nea nbTH 150 mg aBa NbTH
OHEBHO JAHEBHO
PangoMusupanu 6015 6 076 6022
MaLHEeHTH
MHcynT
YectoTa (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoehruUueHT Ha 0,91 (0,74, 1,12) 0,64 (0,51; 0,81)
pHCKa ¢/y
BapdapuH (95%
Cl)
P-CTOHHOCT 0,3553 0,0001]
Cucremer eM60113bM
Yectota (%) 15(0,13) 13(0,11) 21 (0,18)
KoedruueHT Ha 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
PUCKa C/Y
papapuH (95%
CI)
P-CTONHOCT 0,3099 0,1582
MIcCXeMHUEH HHCYNT
Yectora (%) 152 (1,28) 104 (0,86) 134 (1,14)
KoeduruueHTt nHa 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
pUcKa c/y
BapdaphH (95%
Cl)
pP-CTOHHOCT 0,3138 0,0351
XeMOparuueH HHCYIT
YectoTa (%) 14 (0,12) 12 (0,10) 45 (0,38)

KoethuuueHT Ha
pUCKa C/y
BapgapuH (95%
CI)

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

0,26 (0,14; 0.49)

D-CTOHHOCT

0,0001

< 0,0001

% ce OTHacs J10 roJAuIIHATA YeCTOoTa Ha ChOUTHUATA
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Tabanua 24: AHaju3 HAa CMBLPTHOCTTA MO BCAKAKBA HPUYHHA H HA CBPAEYHOCBA0BATA CMbBPTHOCT

10 BpeMe Ha nepHoaa Ha npoyuBaHe Ha RE-LY.

JaburarpaH etexcunat | Jlaburatpau etekcunar BapdgapuH
110 mg aBa nbTH 150 mg apa MbTH
AHEBHO AHEBHO
PaHI0OMHW3HUpPaHy 6015 6076 6 022
MaMUEHTH
CMBPTHOCT NO BCRKAKBA
MPUYHHAE
YecTtora (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoednuneHT Ha 0,91 (0,80; 1,03) 0,88 (0,77, 1,00)
pHUCcKa c/y
BapdapuH
(95% CI)
p-CTOHHOCT 0,1308 0,0517
CbnoBa CMBPTHOCT
YectoTta (%) 289 (2,43) 274 (2,28) 317 (2,69)
KoeduuneHt Ha 0,90 (0,77, 1,06} 0,85 (0,72; 0,99)
pUCKa C/y
Bapdapun (95%
CI)
pP-CTOHHOCT 0,2081 0,0430

% ce oTHAacs 40 rogullHaTa 4ecToTa Ha CLOUTHSATA

Tabnuuu 25-26 noka3par pe3ynTaTHTE OT MbPBHYHATA KpalHa TOYKa 3a epUKacCHOCT # 6€30NacHOCT B
CBHOTBETHUTE CyDONoOnNynanum:

3a NbPBUYHATA KPAMHA TOUYKA ,,MHCYIT H CUCTEMEH eMDOMU3bM®™ HE ca HASHTU(PULHUPAHHU NOATPYNH (T.€.
Bb3pacT, TErAo, non, 6b0peuHa GyHKUUA, ETHHYECKA TPHHAANEKHOCT K AP.) C pasnnyueH KOoehULMEHT Ha

pPUCKa B CpaBHEHHUE C Bap(papHH.
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Tabanrua 25: KoepunueHT na pucka v 95% CI 3a uncyar/cucremer eM60AH3IBEM MO NOATPYIIH.

Kpaiina Touka Haburarpas etekcunart 110 mg HaburatpaHn erexcunar 150 mg
1Ba bTH AHEBHO ¢/y BapdhapuH JBa N'bTH KHEBHO ¢/y BapdapuH
Bb3pacT (roaAHHK)
< 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<30 0,89 (0,61; 1,31) 0,48 (0,31, 0,76)
50sn<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 NbpBHYHATA KpaliHa TouKa ,,rONAMO KbpBEHE" Ma B3aUMOACIHCTBHE Ha eEKTa OT NEUECHHUETO H
Bb3pacTTa. OTHOCUTENHUAT PUCK OT KbPBEHE ¢ 1adUraTpaH B CpaBHEHHKE ¢ Bap(apuH Ce yBENUUaBa C
Bb3pacTTa. OTHOCUTEIHUAT PUCK € HAK-BUCOK NPHU naumeHT 2 75 roauHud. CenbTCTRALLATA YHOTpeba Ha
aHTUTPOMOOTHYHH cpeacTBa, ACK unu knonuaorpen npubnn3vTenHo yasosBa yectorata Ha MBE, kakTo
npu gaburarpad eTekcHnar, Taka W npu sapdapud. Hama sHauuMo B3anmMoaeiCcTBUE HA TEPANeBTHYHUTE
edexTi npu noarpynute no 6ubpeura pyukuna u CHADS, pesyarar.

Tabanua 26: Koedpuunent Ha pucka n 95% CI 3a cbONTHA HA TON1MO KbpPBEHE 110 NOAPYy M.

KpahHa Touka Haburarpan erekcunat 110 mg | Jlaburarpan erekcuinar 150 mg
IBa MbTH JHEBHO C/y BapdgapHH | Ba MbTH JAHEBHO ¢/y BapdapHH
Bb3pacT (roAHHH)
< 65 0,32 (0,18, 0,57) 0,35 (0,20; 0,61)
65 <u<75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
> 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<30 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u <80 0,75 (0,61; 0,92) 0,90 (0,74, 1,09)
> 80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynorpeda Ha ACK 0,84 (0,69; 1,03) 0,97 (0,79, 1,18)
Ynorpeba Ha KNONKHAOTPES 0,89 (0,535; 1,45) 0,92 (0,57, 1,48)

RELY-ABLE (Ova20cpouno, Myamuyenmpo8o npoowuidicerue Ha usnumeanemo Ha 1eYeHUemo ¢
dabucampar npu nayuenmu ¢ nPedcbPOHo MbXICOEHE, KOUMO ca 3agbpruuau usnumearnemo RE-LY)

[Ipoabnxkenneto Ha uanuteaHeTo RE-LY (RELY-ABLE) ocurypsasa aonbiknTe Ha HH(popMaLHA 3a
0e30MacHOCTTA fIPH KOXOPTa MaliMEHTH, KOUTO ca NPOABL/KHIIN Aa pHeMaTt naburatpaH eTekcHnar, B
chblllaTa fAo3a, onpegeneHa B uanuteaHeto RE-LY. 3a usnuteanetro RELY-ABLE ca v30paHu nauHeHTH,
KOMTO NO BPEMETO HA NOCNEAHATA UM BU3KWTA OT u3nuTeaHeTo RE-LY He ca npekbcHany neyeHHeTo 3a
NOCTOSHHO. BK/IOYEHUTE NaLIHEHTH Ca NMPOALILKUIIM 4a NpUeMar chliara ABoMHO-csana 103a paburatpad
eTEKCHJIAT, panioMuiupano onpeaencra B RE-LY, 3a npocneassane no 43 Meceua cnea RE-LY (obuio
cpeano npocneassade RE-LY + RELY-ABLE, 4,5 ronuun). [Toadbpanu ca 5 897 nauHeHTH, KONTO
npeactasnasat 49% oT flauMeHTHTE NbPBOHAYAIHO, PAHAOMH3HPAHO onpeaeneHH Aa M
naburatpax erekcunar B RE-LY u 86% ot u3bpanunte naunentu 8 RELY-ABLE.
[1o Bpeme Ha ponbauuTennuTe 2,5 roauHu Ha neueHue B RELY-ABLE, ¢ Mmakcum _
6 roguuy (o6wa excnosuins B RE-LY + RELY-ABLE), npotdnabTt Ha Ge3onacH 'géﬁ ""
oy
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€TEKCHUIIAT B ABJIFOCPOUEH IJIaH € NOTBBLPAEH 3a ABETE W3NuTBaHU A03u 110 mg aBa NbTH AHEBHO K
150 mg aBa nbTH AHEBHO. He ca HabonaBaHu HOBH HAXOAKHU, CBLP3aHU ¢ De30nacHOCTTA.
YecroTaTa Ha U3XOAHM CHOUTHA, BKIKOYKUTENHO MONIAMO KbPBEHE H ADYTH CbOUTUSA HA KbpBEHE,
CbOTBETCTBA Ha Ta3u, Habnwaaepasa B RE-LY.

annu om Heunmep@eH yUOHAIHU NPOYHBAHUA

[ipu eqHo HerHTepBeHUWOHaNHO npoyuBaHe (GLORIA-AF), npocnekTuBHO ca cxbpanu (BLB BTOpaTa MY
da3za) AaHHHU 32 0€30MaCHOCTTA U eDEKTUBHOCTTA MPU HOBOAWATHOCTHLHpAaHHW nauueHTH ¢ HKIIM Ha
naburaTtpaH eTekcunart B peasiHu ycnosud. [1poyueadeto sknouBa 4 859 naunmeHT Ha gabuvrarpas
eTekcunar (55% nexkysaHu cbe 150 mg aBa mbTH AHEBHO, 43% nekyBaHU ¢be 110 mg aABa NbTH AHEBHO,
2% nekysaHu ¢bC 75 mg aBa NbTH AHEBHO). [launeHTHTE ca npocaeaAsBaHW B NPOABIKEHHE Ha 2 FOAHHY.
Cpeaxure CHADS; n HAS-BLED ckopoge ca ¢boTBeTHO 1,9 1 1,2, CpenHoTo BpeMe Ha npocneassaHe
o BpeMe Ha tepanunTa e 18,3 meceua. [ onaMo kbpBeHe € BbaHUKHAaNo opu 0,97 Ha

100 nauueHToroguun. Mima cpo0ueHns 3a )KkMBOTO3acTpallaBalio kspeeHe npu 0,46 Ha

100 nauneHTOroAUHN, BeTpeuepenHa xemoparus npu 0,17 ra 100 nauHeHTOroaAuH" U CTOMALLHO-4YPEBHO
kbpBeHe npu 0,60 Ha 100 naumenToroauHu. Mucynt e sb3vukHan npu 0,65 Ha 100 naumenTOroAnHHY.

OcBeH TOBa B €1HO HEHMHTEpPBEHUHOHANHO npoyuBaHe [Graham DJ et al., Circulation. 2015;131:157-164]
npu nose4e oT 134 000 naunenTu B ctapuecka Bb3pact ¢ HKIIM s CheaunennTte Wwaty (AonprHECO 3a
nosede oT 37 500 nauneHTOroAKHN BpeMe Ha NPOCNEASBAHE C NPUNIOKEHHUE HA Tepanus) aaduraTpaH
erekcunar (84% oT nauHeHTHUTE ca JeKyBaHu ¢be 150 mg aga nbTH AHEBHO, 16% OT NaUUEHTHTE ca
JIeKyBaHH ¢bC 75 mg ABa NbTH AHEBHO) C€ CBBLP3BA C MOHUNKEH PUCK OT UCXEMHUUYEH HHCYNT (KOCPHUUEHT
Ha pucka 0,80, 95% poseputenen uurteppan [Cl] 0,67-0,96), BbTpedepenHa xeMoparua (KOeGHUMWEHT Ha
pucka 0,34, CI (0,26-0,46) u cMmbpTHOCT (KoedrunenT Ha pucka 0,86, CI 0,77-0,96) 1 yBeauueH puck ot
CTOMALLHO-YPEeBHO KbpBeHE (koeduumeHT Ha pucka 1,28, CI 1,14-1,44) B cpaBHeHHe ¢ BapdapuH. He ¢
OTKPUTA Pa3NMKa MO OTHOLWEHUE HA TOJIAMO KbPBEHE (KoePuUKHeHT Ha pucka 0,97, CI 0,88-1,07).

Tesn HaOnoneHNs B peasiHy YC/IOBUA NOTBbXAaBaT YCTAHOBEHHA Npodua Ha 6e30nacHOCT ¢
e(huKacHOCT 3a aadburaTpaH eTeKCHaar Ipy ToBa nokasaHue B npoyusaHeTo RE-LY.

Hayuenmu, xoumo ca buru nodaoNCEHU HA NepKymMaHra Koporapia uimepgenyus (IIKH) cve
cmeHmupane

[IpocnexkTHBHO, paHAOMU3UPAHO, OTKPUTO MpOyUBaHe CbC 3acneneHy Kpaiuu Touku (PROBE) (dasa I1b)
3a OLIEHKA Ha ABOHHA Tepanus ¢ gaburatpad etekcunar (110 mg nan 150 mg ABa NbTH AHEBHO) NAOC
KNOMUAOrpen Uik THkarpenop (aHraroHucT Ha P2Y 12) B cpaBHeHUe ¢ TpoiiHa Tepanud ¢ sapdapHH
(xopurupaHa xbM INR 2,0-3,0) natoc knonuaorpen nnu tnkarpenop k1 ACK, e nposeaeHo npu

2 725 nauMeHTH ¢ HEKNAMNHO NpeachpAHO MbXxACHE, KOMTO ca 6unKn noanoxeny Ha [1KH c¢be cTeHTHpaHE
{(RE-DUAL PCI). IlaunenTtrte ca paHAOMHU3MpaHH 32 ABOHHA Tepanua ¢ gaburarpan etekcuiar 110 mg
[Ba NbTH JHEBHO, 1BOHHA Tepanus ¢ faburaTpad etekcunat 150 mg ABa MbTH AHEBHO MU TPOHHA
Tepanus ¢ sapdapHH. [launentu B cTapyecka Bb3pacT U3ebH CALLL (Ha Bb3pacT > 80 roaMHM 3a BCUHKH
cTpaHH, = 70 roanHu 3a AnoHus) ca pasnpeaeieHy Ha CNyJyaeH NpUHLUKN KbM TpyaTa Ha IBOHMHA
Tepanua ¢ gaburartpad etekcunart | 10 mg unu KbM rpynara Ha TpokiHa tepanus ¢ Bapdapui. [TepsHuHaTa
kpalHa To4Yka € KOMOMHHpaHa KpaliHa Touka ,,chOMTHA Ha roNsSMO KbpBeHe Ha H6a3aTa Ha AedUHHULMA Ha
ISTH uny ¢»0uTHE HA KJIMHHUYHO 3HAYUMO HEroNsaM0O KbpBeHE™,

YectoTata Ha nbpBHYHATA KpalHa TouKa € 15,4% (151 naunenTy) B rpynara Ha ABOHHA Tepanus ¢
paburatpaH erekcunar 110 mg cnpamo 26,9% (264 naumneHTH) B rpynaTta Ha TpOHHa TEpRAER ":‘:ﬂ
(KP 0,52; 95% C1 0,42, 0,63; P < 00,0001 33 He no-manka epuxacHocT U P < 0,0001 %ﬂg}m«ggc 28 1

20,2% (154 nauneHTn) B rpynaTta Ha ABOWHA Tepanus ¢ Ja0MTaTpaH eTeKCUNaT /t e, B THa
25,7% (196 nanyeHTH) B CbOTBETHATA Ipyrna 3a TpoiHa Tepanus ¢ BapdapuH (K Ugd 4
P < 0,0001 3a He no-manka eduxacHocT u P = 0,002 3a npesb3xoactso). Karo
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aHa/lM3, 4ecTOoTaTa Ha CbOUTUSA Ha rofaMo KbpBeHe npHu Tpombonusa npu HHPAPKT HA MHOKapAa
(Thrombolysis In Myocardial Infarction, TIMI) € no-HUCKa ¥ B IB€TE rpynH Ha ABO}HA Tepamnus ¢
naburaTpaH eTeKCHIAT, OTKOJAKOTO B rpynarta Ha TpoiHa Tepanus ¢ BapdapuH: 14 cubutus (1,4%) B
rpynaTa Ha ABo¥HHa Tepanus ¢ nadurarpaun etekcunart 110 mg, B cpaBHerue ¢ 37 cubutus (3,8%) B
rpynara Ha TpoiHa tepanus ¢ sapdapuH (KP 0,37; 95% C10,20; 0,68; P =0,002) u 16 cubutua (2,1%) B
rpynarta Ha ABo#Ha Tepanui ¢ aaburatpan etekcunar 150 mg, B cpasHerue ¢ 30 cubutua (3,5%) 8
ChOTBETHATA rpyna Ha TpoliHa tepanus ¢ sapdapun (KP 0,51; 95% CI0,28; 0,93; P = 0,03). U aseTe
rpyIMU Ha ABOMHA Tepanus ¢ naburarpad eTeKCUIaT HMAT NO-HUCKKW YeCTOTH Ha BbTpeUepernHa
XEMOparusf, OTKOJIKOTO CbOTBETHATA rpyna Ha TpoitHa Tepanua ¢ saphapyH: 3 ¢udbuths (0,3%) B rpynara
Ha ABOHHA Tepanus ¢ paburatpad etekcunart 110 mg, B cpaBHenue ¢ 10 cubutug (1,0%) B rpynara Ha
TpoilHa Tepanus ¢ Bapgapus (KP 0,30; 95% CI1 0,08; 1,07; P=0,06) 4 | ¢cbutue (0,1%) B rpynara Ha
ABOHHA Tepanus ¢ gaburarpat erekcunar 150 mg, B cpaBHeHue ¢ 8 ¢cvbutna (1,0%) B cboTBETHaTa rpyna
Ha TpoHHa Tepanusa ¢ Bapdapud (KP 0,12; 95% CI1 0,02; 0,98; P = 0,047). YectoTata Ha cbOUTHUSATE OT
KOMOKMHHpaHaTa KpaiHa TOYKa 3a €PHKACHOCT ,,CMBPT, TPOMOOEMOONHYHH CBOKUTHA (MHDAPKT Ha
MHOKapAa, MHCY T HIIH CUCTeEMEH eMOONH3bM) HAX HENNTAaHHPpaHA peBacKynapu3auus’” KOMOUHHPAHO B
JBETE rpynH Ha ABOMHA Tepanus ¢ AabUraTpaH €TEKCHAAT € ¢ HE NO-MaiKa €PUKACHOCT OT Ta3W B rpynara
Ha TpoiHa Tepanus ¢ BapgapuH (cboTBeTHO 13,7% cnpamo 13,4%; KP 1,04; 95% CI: 0,84, 1,29;

P =0,0047 3a He no-manka epukacHocT). HaMa CTaTHCTHYECKH pa3nnKH 8 HHAWBHAYAJIHUTE KOMMOHEHTH
Ha KpalHHUTE TOUKH 32 epHKACHOCT MEXAY KOATO ¥ Aa OO OT rpynuTe Ha ABOWHA Tepanus ¢ nabdrarpan
€TEKCUNAT W Tpynara Ha TPOHHA Tepanus ¢ BapdapHH.

[1IpoyuyBaHeTO NoKa3sa, ye ABOHaTa Tepanus ¢ JaburaTtpaH €TeKCHAAT U aHTaroHucT Ha P2Y 12
3HAYHTENHO NOHMKABA PUCKa OT KbPBEHE, B CpaBHEHUWeE C TpoHHATa Tepanus ¢ BapapuH, ¢ He 110-Maka
ePUKaCHOCT 3a koMOWMHHUpaHaTa Kpaitda Touka ,,TpoMboeMbONHUHY CHbOUTHA" TPH NALKUEHTH €
NMpeAChPAHO MBXAEHE, KOMTO ca Ounu noanoxenn Ha [TKH cbe cTeHTHpane.

Jleyenue na /[BT u BE npu ev3pacmuu nayuenmu (reuexque na J{BT/BE)

EdukacHocTTa M De30macHoCTTa ¢a AIPOYyUBAHM B AB€ MHOIOUEHTPOBY, pavJOMU3HPaHH, ABOHHO-CNENH,
Npoy4YBaHua ¢ NOBTapALLo ce jeueHue U napanenHu rpyni RE-COVER n RE-COVER 11, B Teau
poy4YBaHKuA ¢e cpaBHsBa gaburatpan etekcuaat (150 mg aABa mbTH AHEBHO) ¢ BapdapHH (uenesa
ctoiiHocT Ha INR 2,0-3,0) npu nauueHTH ¢ octpa ABT u/unu bE. OcHOBHATA L€ HA TE3U NPOYYBAHUA €
1a ce ofnpeneny aanu gaburatpad eTeKCcHIaT UMa He Nno-manka epUKacHOCT OT BapdapHH IpH
HaManABaHe CbOMTHATA HA MBPBUYHATA KpaliHa TOYKA, KOATO NpeacTasnsea KOMOMHALIMATA OT
peunanBrpawia cumntomatiyna JABT w/uau BE, 4 Ha cBbp3aHUTE CMBPTHU ClIyHau B paMKUTE Ha
6-MeceuyHMUs NEPROL Ha JIeYEHNUE.,

B coopuure npoyusainga RE-COVER u RE-COVER Il o6uio 5 153 nauuneHTy ca paHAOMHU3UPAHU Y
5 107 ca nexyBaHu.

[IpoabIXHTENHOCTTA HA JIGYEHHUETO ¢ PUKCHUpaHa ao3a gaburatpad e 174,0 nHu 6e3 npocneassaHe Ha
koarynauusita. [1py naudeHTHTE, paHAOMU3UPAHHU 3a NpUEM Ha BapdapuH, MeEAWaHATa HAa BPEMETO B
TtepaneBTH4eH nHTEpBaJ {(INR 2,0 no 3,0) e 60,6%.

M3nuTBaHusTa MOKAa3BaT, 4 NeYEHKUETO ¢ Aaburatpan etekcunat 150 mg aBa MbTH JHEBHO € HE NO-MalKo
e(pUKaCHO OT JIGUECHUETO ¢ BaphapuH (rpaHnua 3a He no-manka eduxacHocT 3a RE-COVER u
RE-COVER II: 3,6% 3a pa3nuka B pucka U 2,75 3a KOCDPULUEHT HA PUCKa).
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Tabauna 27: AHANH3 HA ITBLPBHYHATA M BTOPAYHATE Kpaiinn TouKH 3a epukacHocT (BTEC ce
¢beToHn OT ABT u/un bE) no kpast Ha nepuoaa chea nevyednero B cOOpHHTE

npoyupaiuss RE-COVER u RE-COVER I1.

JladuratpaH €TeKCHNAT

150 mg ABa NBTH AHEBHO Bapgaphn
JlekyBaHM nalUeHTH 2 553 2 554
Penausripalll
cumnroMaruyen BTEC o o
H ¢cBbp3aHa ¢ BTEC 08 (2,77) 62 (2,4%)
CMBPT
KoeduuneHT Ha pucka
cnpsMo BapdapHH 1,09
(95% noBepuTeneH (0,77; 1,54)
WUHTEPBA)
BTOpPHYHH KpaHHH
TOYKH 338 ePUKACHOCT
Peuuansmpalil
cumntoMartudeH BTEC 109 (4,3%) 104 (4,1%)
H CMBPT MO BCAKAKBA
npuyuHa
95% poeepuTeneH _

3,52; 5,13 3,34,4,91
HHTEpBan
CumnroMaTuyHa /IBT 45 (1,8%) 39 (1,5%)
9970 AOBEpHTENEH 1,29: 2,35 1,09; 2,08
MHTEPBAJ
Cumnromatrded bE 27 (1,1%) 26 (1,0%)
0
9570 IOBEPHTEIIEH 0,70: 1,54 0,67: 1,49
HHTEpRAJ
Csbp3ana ¢ BTEC 4 (0.2%) 3 (0,1%)
CMBPT
9576 nosepuTenen 0,04; 0,40 0,02; 0,34
MHTEPBAJ
CMBPT 1O BCAKAKBA 51 (2,0%) 52 (2,0%)
NpU4YHHAa
0

95% noBepuTeneH 1,49; 2.62 1.52: 2.66

WHTEpPBa

ITpesenyus na peyuousupawia BT u BE npu ev3pacmnu (npesenyus wa JBT/BE)

JIBe paHAOMHM3NPaHH, ABONHO-CNENK NPOYYBaHKA C Napale/iHU IPyny ca NPOBEAEHH IIPH TTALLUEHTH C
NpeAX0Ha aHTUKoarynaHTHa Tepanus. B npoyusaneto RE-MEDY, koHTponupato ¢ BapdapuH, ca
BKJIFOYEHH MALMEHTH, NPEAXOAHO JEKYBAHH B NPOABLIXKEHHE HA 3 40 12 mecela, KOUTO C€ HYXAAsT OT
AOTBJIHUTENIHO AaHTHKOAryJaHTHO NeyeHye, a niauedo-KoHTpoanpaHoTo npoyueade RE-SONATE
BKJIFOYBA NMALMEHTH, IPEAXOHO JIEKYBAHY B NpOoAbKEHHE HA 6 10 18 Mecena ¢ UHXHOUTOPHU Ha

BUTaMHH K.

Llenta Ha npoyuBaHeto RE-MEDY e na ce cpaBHAT 6e301acHOCTTa M €¢PUKACHOCTTA Ha, Dk
naburarpad etekcunar (150 mg ABa nMbTH AHEBHO) C BapdapyH (1eeBa CTORHOCT
MPOABIKUTENHO IEHERKE U NPEeBeHLUA HA pellHaAHBHpalla CHMNTOMATHYHA HBT
2 866 nauMeHTH ca paHaoOMHU3upaHy U 2 856 ca nekysaHu, [1poABMIKUTENHOCTTS
naburaTtpad eTekcuiart Bapupa otT 6 A0 36 meceua (Meanana - 534,0 auu). [pu
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PAHAOMU3BNPAHHU HA NeueHue ¢ BapdaprH, MEJIMaHATA Ha BPEMETO B TepaleBTHUEH AKala3oH
(INR 2,0-3,0) e 64,9%.

RE-MEDY nokasBa, 4e neueHueTo ¢ aaburatpan erexcuaat 150 mg aABa nbTH ZHEBHO € HE MO-Malko
eprkacHO OT BapdapuH (rpalnia 3a He No-Manka ePukacHoCT: 2,85 3a kOePUUHKEHT Ha pUCKa ¥ 2,8 3a
pa3jKKa B pHCKa).

TabGauua 28: Anajn3 HA NEPBHYHUTE U BTOPHYHHUTE KpaiiHH To4KH 332 epukacHocT (BTEC ce
cbeToH oT JABT w/uau bE) a0 Kpas Ha nepuoaa ciel nAetdeHUeTo B npoyuBaHetro RE-

MEDY.
HaburaTtpan eTekcunar Bapdapun
150 mg aBa nbTH
AHEBHO
JleKyBaHH NaUUEHTH 1 430 1426
Peunavpupatl cumnromatiued BTEC o .
u cebp3aHa ¢ BTEC cmbpt 26 (1,8%) 18 (1,5%)
KOEdE:!)HuHEHT Ha PUCKA CMPAMO | 44
Bap@apuH .
(95% AoBEPUTENEH UHTEPBAN) (0,78, 2,64)
He N0-MaJika e(OMKACHOCT 2,85
[TaunEeHTH, NPU KOUTO € BL3HUKHAIO 59 17
cbOHUTHE KbM 18" Mecel
KyMynatuBeH puck kbM 18-ua mecen {7 1 4
0 ¥ bl
(%)
Paznuka B pucka cnpaMo Bap@apuH
0,4

(%)
95% moBEpUTENEH HHTEepRAN
He No-MaJika epUKaCHOCT 2,8
BTopuyHH KpaHH TOUKH 3a
e(PMKACHOCT
Peunaneupatu cumntToMatuued BTEC 42 (2.9%) 36 (2.5%)
M CMBDT M0 BCAKAKBA NPHYUHA
95% nosepHTeNeH HHTEpBan 2.12; 3,95 1,77: 3,48
CumnroMatnyHa /BT 17 (1,2%) 13 (0,9%)
95% NOBEPUTENEH UHTEPBAN (,69; 1,90 0,49; 1,55
CumnromatHueH bE 10 (0,7%) 5 (0,4%)
95% DOBEPUTENEH HHTEPBAT 0,34: 1,28 0,11; 0,82
Cebp3ana ¢ BTEC cmbpt | (0,1%) 1 (0,1%)
95% AoBepUTENEH HHTEPBAT 0,00; 0,39 0,00; 0,39
CMBPT NTO BCAKAKBA TPUYHHA 17 (1,2%) 19 (1,3%)
95% NOBEPUTENEH HHTEPBA 0,69: 1,90 0,80; 2,07

lenTa Ha npoyuBaHeTo RE-SONATE e ga ce oleHU MpeBb3IXOACTBOTO HA Aa0HraTpaH €TEKCHIaT CnpamMo
nnauefo npH NpeBeHUUATa Ha peuraueupauin cumnromarnuiy JIBT w/unu BE npu nauuneHTy,
npeMHHaNu NpeaxoaHo neuerue ot 6 10 18 meceua ¢ ABK. IlnaHnpanoto neuenue e gaburarpan
erexcunar 150 mg ABa MbTH AHEBHO B NPOAbIXKEHHE HA 6 Mecela, 6€3 HeoOX0AUMOCT OT HabMoAeHHE.

[Tpoyusaneto RE-SONATE noka3a npeBb3x0ACTBO Ha Aa0UraTpaH eTekcuaar cn DA
OTHOLUEHHE NMPEBEHUHUATA HA CbOUTHA C pEUUANBUPAIUY CUMIITOMATHYHH ,[[BT E

no HeoGACHUMHU NPUYHHH, C MOHHXXEHUE Ha PUCKa OT 5,6% A0 0,4% (Hamansasgf
92% 6a3upaHo Ha KoedHLIMEHTa Ha PUCKA) O BPEME Ha Nepyuoaa Ha eveHHelfr
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BTOPHYHH aHAJIM3U ¥ 2HAJIM3W HA YyBCTBHTENHOCTTA HA MbPBUYHATA KpailHa TOYKa ¥ Ha BCHUKHY
BTOPUUHH KpaHHH TOUKH MOKa3BaT MPEeBbL3IXOACTBO Ha AaburaTpaH eTekcunar cnpsamo naauebo.
[IpoyuBaHeTo BKNKOUBaA 12-MeceuHo npocneasBane 3a HabnoaeHue cliell kpas Ha nedyeHueto. Cnea
NPeKPaTABAHE Ha NPUIArakeTo Ha M3MUTBAHOTO NEKapCcTBO eEeKTHT CE 3ana3Ba A0 Kpas Ha Mepruoaa Ha
NPOCAEAABAHE, KOETO NOKA3Ba NOAAbPKAHE HA eEeKTa OT IMbPBOHAYAITHOTO IEYEHUE ¢ naburaTpaH
etekcunar. He e HabmogaBaH pebayna edext. B kpas Ha npocneassaHeTo ¢hbuTuara ¢ BTEC npu

NauUEHTUTE, NEKYBaHU ¢ faburatpaH etekcuar ¢ 6,9% cnpsamo 10,7% B rpynarta Ha naauebo
(koeduunenT Ha pucka 0,61 (95% C1 0,42; 0,88) p = 0,0082).

Tabauua 29: AHAIN3 HA IBPBHYHATA ¥ BTOPHUHHUTE KpaitHU ToUukH 3a epurkacHoct (BTEC ce
cbeToM OT JABT u/nau bE) no kpas Ha nepuoja cnea jgeyeHunero B npoyuBaHeTo RE-

SONATE.
JlaBuraTpaH eTexcunar [Tnauebo
150 mg ABa NbTH AHEBHO

JlekyBaHH MALMEHTH 681 662
Peunaueupait]
cumnromatuued BTEC 3 (0,4%) 37 (5,6%)
W CBbp3aHa C HEro
CMBPT
KoeduuneHT Ha pucka
cnpamMo nuauebo 0,08
(95% noBepuTeneH (0,02 0,25)
HHTEpBAJ)
p-CTOMHOCT 3a < 0,0001
Npesb3XoACTBO
BTopuuHU KpalHH
TOUKH 32 ePUKACHOCT
Peuunansupaitl
cumnromatuued BTEC 3 (0,4%) 37 (5,6%)
W CMBPT MO BCAKAKBA
MPUUYHHA

0
95% nosepuTeneH 0,09: 1,28 3,97: 7.62
WHTEpBaJl
CumntoMatiyna JIBT 2 (0,3%) 23 (3,5%)

0
95% nosepHuTEneH 0.04: 1,06 2,21; 5,17
HHTEPBAJI
CumnroMaTtuyeH BE 1 (0,1%) 14 (2,1%)

0
95% nosepureneH 0.00: 0.82 1,16; 3,52
HHTEpBA
Cebpsana ¢ BTEC 0 (0) 0 (0)
CMBDT

0
95% nosepureneH 0.00, 0,54 0,00: 0,56
MHTEpBaJl
CMBPT 10 HeoBACHNM Y 0 (0) 2 (0,3%)
NPUYHHHU

{
95% nosepuTeneH 0.00: 0,54 0,04; 1,09
nHTepsaln
CMBPT N0 BCAKAKBA 0 (0) 2 (0,3%)
PUHHHA

0
95% nosepuTeneH 0.00: 0,54 0,04; 1,09
HHTEpBAaN
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Knunuunu usnumeanun 3a npegenyuama Ha mpomboemborusvbm npu nayueHmy cvC CoPOe HY KIanHu
npome3su

B wanutsaHe a3a Il naburatpan eTexcunaTt v BappapHH ca NpoydYeHU npy obu10 252 NalHeHTH,
NPETbPNENM HACKOPO XUPYpIrHiHa onepaurs 3a noctaBsiHe Ha MeXaHu4Ha cbpaeyHa Knana (r.e. B
PAMKUTE HA HACTOSALLATA UM XOCMHUTANIU3ALKA), KAKTO U 1PH MTALUHEHTH, IPEThpPNEIU onepauuns 3a
NOCTABAHE Ha MEXAHHMUYHA CbPJEYHA KNana npeay noseue oT Tpy meceud. [loseuwe TpomboeMObONTUYHH
CbOUTHA (OCHOBHO MHCYNTH W CHMMOTOMHH/aCUMNTOMHH TPOMOO3H Ha NPOTE3IUPAHUTE KNaAMH) W NOBEYE
CbOMTHUA Ha KbpBeHe ca HabnwJaBany npn aadburarpad eTexcuiar B cpaBsHeHue ¢ Bapdapud. [1pu
NauMEeHTUTE B PaHHUSA NOCTONEPATUBEH NEPUOA, NOJAMOTO KBPBEHE CE€ € NPOABABANO OCHOBHO KaTo
XEMOparvueH nepukapacH U3ams, [o-cneLydanto npy naueHTH, 3anoyHany npueM Ha aaburartpas
ETEKCHNAT CKOPO (Ha 3-TUst AeH) cnea XUpypruyHara onepagus 3a cMsHa Ha Cbp/JieuHa Kiiana (Bx.
TOoyka 4.3).

[leduampuuna nonyiayus

Kpunuunu usnumeanus npu npegenyusima na BTEC cred npomesupane Ha 2oremu cmagu
[Ipegenyus Ha MO3BbYEH UHCYAM U cucmemer emboauzvm npu gv3pacmiuu nayuenmu ¢ HKIIM ¢ edurn uau
nogeue PUcKogu Qaxmopu

EBponelickaTa areHuus no nekapcTpata ocBo60XAaBa OT 3aJbKEHUETO 32 NPEAOCTABAHE HA
pe3yATATUTE OT [IPOYUYBAHUATA ¢ Jaburarpat €TeKCHIAT BbB BCHYKH NOATPYNH Ha MeAHATPHUHATA
NonyiauMs 3a N0Ka3zaHHEeTo NbpBHYHA npeBeHUHs Ha BTEC npu naumeHTH, KOKTO ca OUAH NOANOKEHH
Ha MJAHOBO LIMOCTHO NpOTE3Wpane Ha Ta3zobepeHa cTaBa WK LRNOCTHO NPOTE3UpaHE Ha KOJSIHHA CTaBa
M MOKa3aHHETO NPEBEHLIMA HA MO3IBbYEH HHCYAT H CUCTEMEH eMOonn3bM fipu naurMeHTH ¢ HKITM (Bx.
Touka 4.2 3a vHQOpMaLUUA OTHOCHO ynoTpeda B neanaTpuara).

Jleueune Ha BTEC u npeBenuus Ha peunanBHpawid BTEC npy neanaTpHyHy nauHeHTH

[TpoyusaneTo DIVERSITY e npoBeaeHo, 3a A& AeMOHCTpHUpa ePHKACHOCTTA W ©€301nacHOCTTa Ha
npaburatpal eTeKCHaaT B CpaBHEHHE ¢bC cTaHaapTHO neyeHue (CJ1) na BTEC npu neanarpuyHy
nalHeHTH OT paxjaHeTo A0 noj 18-roautiiHa Bw3pact. Cnopea Ax3aiiHa NpoyYBaHETO € OTKPUTO,
paHIOMH3HPAHO NPOYYBAHE ¢ Napajie/iHy I'PyNHy 3a 10Ka3BaHe Ha HE MNO-MaNika ePUKaCHOCT. BrmouenuTe
33 YYacTHE NalKMeHTH ca PaHIOMU3HPaHHU B CLOTHOLIEHKE 2:1 na nonyyasaT cboOpa3eHa ¢ Bb3pacTTa
nexapcTseHa popmMa (kancynu, 00BHTH rpaHyd UK [EpPOPAICH pa3TBOp) Ha naburaTpax etexcunar (C
1034, aaanTUPaHU CNOpe Bb3pacTTa ¥ TenecHoTo Terno) iy SOC ¢ HUCKOMoneky iy Xenapuiuy (HMX)
uiy antaronncTH Ha BuTaMuH K (ABK), nnu donpanapuryke (1 nauueHTt Ha 12 roauHu). [1speuunara
KpaiHa TO4YKa € CbCTAaBHA KpaiHa To4Ka OT NalHeHTH C NbJHO pa3TsapsHe Ha TpomOa, ¢ IMNca Ha
peunansupaino BTEC u ¢ aunca Ha cMbpTHOCT, cBbp3aHa ¢ BTEC. Kputepuure 3a H3katouBaHe
BKJIIOYBAT aKTUBEH MEHUHTHT, EHUEMAIIUT H BbTpPEUEPENneH adeuec.

O6uio 267 nauneHTH ca paHiaoMusupani. OT Tax 176 nallMeHTH ca IeKyBaHM ¢ AaburaTpaH eTekcunar, a
90 mauyuenTu ¢ CJI (1 pasgoMu3vpaH NauKEHT HE € NeKyBaH). 168 nauneHTH ca Ha 12 a0 noa 18 roayHy,
64 nauMeHTH ca Ha 2 Jo nojg 12 rojinHy, a 35 naurMeHTy ca noj 2-roJUMiltHa Bb3pacr.

Ot panaoMusnpanure 267 naunentd 81 nauvenTty (45,8%) B rpynara Ha gaburatpaHn eTekcunar U
38 maunenTu (42,2%) B rpynata Ha CJI OTroBapaT Ha KpUTEPUHTE 34 CbCTABHATA [IbPBUYHA KpalHa TOUYKa
(MbAHO U3UKCTBAHE Ha TpoMba, nunca Ha peumaueupalll BTEC v ninca Ha eMbpTHOCT




NaLUeHTUTE, MOCTUTHANIM NbPBUYHATA KpaiHa TOYKa 3a eUKACHOCT B rpyNuTe CbOTBETHO Ha naburarpan
erexcunat H SOC, e 13/22 (59,1%) n 7/13 (53,8%) npH NauUMEHTUTE HA Bb3PACT OT PAXKAAHETO A0 < 2
roauuu, 21/43 (48,8%) u 12/21 (57,1%) npu nauMeHTHTE HA BB3pacT 2 A0 < 12 roanun u 47/112 (42,0%)
n 19/56 (33,9%) npy nauMeHTHTE Ha Bb3pacT 12 10 < 18 roauny.

[ToTebpaeHH cuOUTHA HA rONAMO KbpBeHe ca CboOUIeHH 3a 4 naunenTy (2,3%) B rpynarta Ha naburarpas
eTekcunar ¥ 2 nauueHTH (2,2%) B rpynarta Ha CJ1. HsaMa cTaTHCTHUECKH 3HAYMMa Pa3iivka BbB BPEMETO
10 MOSBA Ha MbPBO CHOUTHE HA roAaMO KbpBeHE. Tpuaecer n ocem naunenty (21,6%) B rpynara Ha
paburatpad erekcunar v 22 naunentu (24,4%) B rpynara Ha CJI uMaT noTBbpAeHO ¢bOWTHE HA KbpBEHe,
KaTo NpPH MOBEYETO OT TAX TO € KaTEropU3upaHro kaTo HezHauutenHo. KomOuHupaHaTa kpaiiHa Touka Ha
NOTBbpACHO cbOKHTHE Ha ronsaMo KbpBeHe (CI'K) unn knuHuuyHo 3sauumo HeronsiMo (K3HK) kbpeene
(KOraTo NauMEHTHUTE Ca Ha JieyeHHe) ca cbobenu 3a 6 (3,4%) mauneHT B rpynara Ha aaburatpat
eTekcunar ¥ 3 (3,3%) naunenty B rpynarta Ha CJI.

EAHO OTKPUTO, NPOCIEKTHBHO, KOXOPTHO, MHOTOLIEHTPORO NpoyuBaHe 3a 6ezonacHocT ¢aza Il ¢ eano
pamo {1160.108) e nposegeHo 3a oueHka Ha De30nacHOCTTa HA 1adUraTpaH €TEKCUIAT NPY NPEBEHUNS Ha
peunausupall BTEC npu neanaTpudHmn nauMeHTy OT paxaaHeTo 40 noj 18-roaviuHa BL3pacT.
[lauuenTH, KOMUTO Ca C& HYKAAENH OT NO-HATATBLIUHO AHTHKOArYJAHTHO JIEYEHHUE NTOPAAH HaJMUUE HA
KMWHUYEH PUCKOB (PAKTOP CNEl 3aBbpLUBAHE HAa HAYaJIHOTO fieueHue 3a noTebpaeH BTEC (3a Haki-manko
3 Meceua) Ui cnef 3apbpilBaHe Ha npoydysadHeTo DIVERSITY, ca BKNHOYEHHN B NPOYYBaHETO.
IToaxoasalMTe 3a BKAOUBAHE MALMEHTH Ca NONy4aBany aaanTHPaHH CIIOPEA Bb3pacTTa U TENECHOTO
TErN0 A03M OT CboOpaseHa ¢ Bb3pacTTa JeKapcTeeHa gopma (Kancysiv, 00BUTH FpaHyJ/Id WK N1epopaieH
pa3TBOp) Ha AaduraTpaH eTeKCUIaT A0 €IMMUHMPAHE HA KIIMHUYHHUS PUCKOB (PAKTOP KJIM 10 MAKCHUMYM
12 mecena. [TbpBUYHHTE KpalHH TOYKM HA Npoy4BaHeTo ¢a peunaus Ha BTEC, cubuTHA Ha ronamo unu
HE3HAUYWTENHO KbPBEHE ¥ CMBPTHOCT (00112 U BBB Bpb3Ka C TPOMOOTHURH HAKU TPOMDOEMOONNUHY
cbOuTna) Ha 6 ¥ 12 Mecela. MaxoauTe 0T cLOUTHATA Ca NOTBLPASHU OT HE3aBHUCHMA, 3acNENeHa KOMHCHA
3a OLIEHKA.

06110 214 nauMeHTH ca BKAKOUYEHHU B NpoyuyBaHeTo. OT TaAX 162 nauneHTH ca BLB BhapacToBa ¢Tpata 1 (oT
12 no noa 18 roauHu), 43 nal{HEHTH €a BbE Bbh3pacToBa cTpaTta 2 (0T 2 A0 noA 12 roauHK) U 9 nauUeHTH
ca BbB Bb3pacToBa cTpaTa 3 (OT paxiaHeTo a0 noj 2-roavuiHa 8u3pact). [1o BpeMe na nepuoaa Ha
neyexue 3 nauveHTH (1,4%) ca pazBunu NOTBbLPAEH OT KOMHCUATa peunauB Ha BTEC B paMKuTe Ha
nepBUTE 12 Meceua cnes 3ancyBaHe Ha neueHHeTOo. [1oTBbpaeHU OT KOMHUCHATA CHLOUTHSA Ha KLPBEHE NO
BpeME Ha Nepuoaa Ha JeUeHHe ca cbobuIeHU 3a 48 nauueHTH (22,5%) B paMKUTE HA mbpBUTE 12 Meceua.
[Tose4veTo ¢HLOMTHS Ha KbpBeHE ca HesHAUUTENHU. [1pn 3 naunenTty (1,4%) MMa NOTBBLPAEHO OT
KOMHCHATA CbOUTHE HaA FOIAMO KbpBeHe B paMKUTe Ha NepBuTe 12 meceua. [1pu 3 nauunentu (1,4%) uma
NOTBLPACHO OT KoMUcuATa ¢xOuTHEe HAa K3HK xbpBeHe B pamkuTe Ha nbpBUTe 12 Mecena. HaMa cMBpPTHH
cly4yau 1o BpeMe Ha nepuoaa Ha nedenue. Ilo BpeMe Ha nepuoga Ha nevenune 3 nauuents (1,4%) ca
pa3Buax nOocTTpoMOOTHYEH cuHapoM (ITTC) nnn ca umanu Bnowasare Ha [TTC B paMKUTE Ha NbpPBUTE

12 Mecena.
5.2 (@apMaKOKHHETHYHH CBOICTBa

Cnel nepopanHo npunoxeHue AaburaTpal eTekcunat 6bpp30 M HANBAHO CE NpeBpbila B Jaburatpay,
KOHWTO € akTUBHATA (popMa B n1aiMarta. Pa3uenBaHeTo Ha npeanexapcTBOTO AaOMraTpaH €TeKCHaaT 4pes
KaTanu3KWpaHa OT ecTepasa XUAPOJIu3a A0 AKTHBHOTO BelleCTBO AaburatpaH e npeobnanapawara
MeTaboNMTHA peakuks. AOCOMOTHaTa OHOHANWHYHOCT HA JadKUraTpaH clel nepopaiHo NPUIIOKEHHUE Ha
naburarpaH etekcunart € npubnusutentHo 6,5%. Cnea nepopanHo NpuAOKEHUe Ha naburaTpaH eTekcunar
npH 3apasy A0OpoBOALH, GapMAKOKHHETHYHHUAT npodun Ha gaburaTpaH B M/1a3Mara ce Xxapakrepusupa ¢
Obp30 HApaCTBAaHE HA MNA3MEHUTE KOHLUEHTpAUMHU ¢ fJocTUraHe Ha Chnax B paMKuTe Ka 0 0 yaca cnea
MPUIOKEHHETO.

Abcopbuus
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[IpoyyBaHe, oLieHABaLLO NocTONepaTHBRHaTa abcopbuua Ha naburatpan erexcunat 1-3 yaca cnen
onepauuns, AEMOHCTPHPA OTHOCHTENHO 0aBHA abcopOLUKMA B CpaBHEHHKE € Ta3M NpK 3ApaBu 100pOBOALH,
[oKa3zBalKky NAaBeH Npodun Ha NNA3MEHATA KOHLEHTPALIMA BB BpeMeTO 06e3 BUCOKHU MUKOBH NJA3MeHH
KOHUEHTpaUWH. [THKOBH MAa3MeHy KOHLEHTpaLUK1H ce nocTurat 6 yaca cieq NpuiaoKEHUETO B
[1OCTONEePaTHBHUA NEPHOA Mopaay JonpyuHacaiuy (pakTopu, KaTo HanpuMep anecte3ns, CY napesa
XUPYPrHUHH €DEeKTH, HE3aBHCUMO OT NEpopanHaTta JiekapcTeeHa dhopMa. lpyro npoyypate 1eMOHCTPHPA,
ye OaBHA Y 3aKbCHABaLLA abcopOuns OOMKHOBEHO ce HabmoaaBa caMo B gHS Ha onepauusaTa. Ha
creaBaluTe AHU abcopOuHgTa Ha nadburaTpad ¢ Obp3a U NHKOBH NJIA3MEHH KOHLEHTPALIHY CE JOCTHIaT

2 yaca cieq NpHNOXEHHE HA NEKAPCTBEHUS MTPOAYKT.

XpaHaTa He NoBaKsBa OMOHAIMYHOCTTA Ha JaburaTpaH eTeKCH/aT, HO 3abaBst BPEMETO [0 NTHKOBUTE
Ja3MeHH KoHUEeHTpaumu ¢ 2 yaca. Cmax ¥ AUC ca nponopuuoHaniy Ha ao3ara.

bHOHANHYHOCTTA Clie/l IEPOPATHO NTPUINOKEHNE MOXKE 1a C€ NOBUUIH CbC 75% cnen NpunokKeHWe Ha
elMHHYHA A03a K ¢ 37% B CTALHOHAPHO CbCTOSSHWE, B CpaBHEHUE C pedepeHTHATA KarlcyHa dopmMa,
KOraTo NeneTHTe ce npueMar He3 kancynara ot xunpomMeno3a (HPMC). CneaosaTenHo uenocrtra Ha
karcyaute or HPMC BHHary TpabBsa fa € 3ana3cHa [py KIMHUYHa ynotpeda, 3a fa ce uiberune
HEYMULIICHOTO MOBUILUABEHE HA OMOHANUYHOCTTA HA Ja0uraTpaH €TeKCHAaT (BX. Touka 4.2).

PasnpeneacHue

Habnronara ce cnadbo (34-35%), He3aBUCHMO OT KOHLIEHTPALUMATA CBbP3BaHe HA AabUraTpaH ¢ HOBCIIKUTE
niasMeHH nNpoTenHU. O0eMBbT Ha paznpeaeneHue Ha gaburatpad ot 60-70 | npesuwasa obuus odem Ha
TENEeCHHUTE TEYHOCTH, KOETO 03HaA4aBa, ue 1aduraTpadH MMa yMEPEHO ThKaHHO pa3npeaclieHue.

buotpancdopmauus

MeTabonuaMbT U exckpelraTa Ha 1aburatpaH ca NPOyUYEHH NP 3APaBU MbXeE A00POBOJILIH Cliel
eAMHUYHA UHTPABEHO3HA A03a Aa0WraTpad, 0ens3aH ¢ paauoakTuaeH uzorton. Cnea HHTpaBeHO3HAaTa 1034
MPOM3XOKAallaTa OT 4aburaTpaH pagdOoaKkTHBHOCT Ce €NTMMHHMPA rMaBHo ¢ ypuHata (85%). dekannara
eKCKpeuna otroapa Ha 6% oT npuinoxkeHarta Ao3a. /lo 168 yaca caeg npunoxeHue Ha no3ata obLiaTa
PaguOaKTUBHOCT C€ Bb3CTAHOBABA B paMKHTE Ha 88-94% OT npunoKeHara 103a.

JaburaTtpaH ce noanara Ha KOHWOraluus, Npy KoeTo ce odpasysar (papMakoJIOruiHO aKTHBHH
AUMATNOKYpOoHUAK. ChUISCTBYBAT YETHPH NO3ULUMOHHY H30Mepa, 1-O, 2-0, 3-0, 4-O-auunrinoKkypoHua,
BCEKH OT KOMTO CbhCTaBisBa no-Manko ot 10% ot 0binoTto konuyectBo aaburarpal B ruiazmarta. Cneau ot
APYTH MeTAabONUTH ce YCTaHOBABAT CAMO C BUCOKOMYBCTBUTEIHY AHAIMTHYHY MeTOAMU. JlaburarTpan ce
eJIMMUHUPA MNAaBHO B HEMPOMEHEH BHJ ¢ YprHaTa ¢ npubansutenHa ckopoct 100 ml/min, CLOTBETCTRALLA
Ha CKOPOCTTA Ha rNoMepyHa QUATpaums.

EnvMuHHpane

[InazaMeHHTE KOHUEHTPAUHK Ha aadvratpad nokas3sar OHEKCIIOHEHUMANEeH CNajd CbC CpPeicH TEPMHHANEH
noay»uBoT 11 yaca npu 3pasy MHAKBUIHU B cTapuecka Bb3pact. Cnesl MHOrOKpaTHO NpHAarake ce
HabMOAAaBa TEPMUHAIIEH NOJNYKUBOT 0K00 12-14 yaca. [1oayXUBOTHT € HE3aBUCHUM OT J03ara.
[Tony>XHBOTBT € yAbXKeH, aK0o ObOpeyHaTa QYHKUUSA € HapYyLUEHa, KaKTo € ToKa3aHo B Tadbnuua 30,

CneldanHy nonynaaumu

bvbpewna HedocmamuvuHocm

B npoyuBanusa daza [ ekcnoznumata (AUC) Ha aaburatpaH ciea nepopanHo
eTeKCHNaT € NPUSAN3UTENHO 2,7 NBbTU NO-BUCOKA NPH Bb3PACTHH A00pOBOL
HeaocTaTbUHOCT (CrCL mexcay 30 ¥ 50 ml/min), oTkonkoTo npu Te3mn 0e3 6B
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[Tpy manbk 6poil Bb3pacTHU ACOPORONLM ¢ TeXKa ObOpeuna HepocTaTbuyHoCT (CrCL 10-30 ml/min),
ekcno3uuusTa (AUC) Ha naburatpaH € npubAU3ATENHO 6 TbTH NO-BUCOKA, @ ONYXKUBOTHLT

NpUOAM3UTENHO 2 TbTH NO-ABJLI OT HAOMOAaBaHUTE B nonynauua Oe3 Op0peuHa HEAOCTATHUHOCT (BXK.
ToukW 4.2, 4.3 1 4.4).

Tadauua 30: [Moay:xupoT Ha 001UA Aa0HraTpaH NMpH 3ApaBH HHAHBHAK H HHANBUAHK C HAPYUIECHA
0bLOpeuna pynxkuusa.

CKGP;E?:;L?‘;M(%?SE];HM& CpeaeH reoMeTpuyeH (g%:.;%; PAHULIH) NOJTYXKHBOT
[ml/min]
> 80 13,4 (25,7%, 11,0-21,6)
> 5(0-< 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)

JIOMBAHHUTENHO, €KCNO3MUHATA HA JaburaTpal (Hai-HUMCKA M NKMKOBA) € OLUEHEHA B €1HO [IPOCINEKTUBHO,
OTKPUTO, PaHROMH3UPaHO, GapMAKOKHHETHHHO NTPOYHBAHE MPH NALHEHTH ¢ HEKIANHO NMPEACHPAHO
MbkaeHe (HKIIM) ¢ texkko 660peuHo yepexaare (ONpeaeicHo KaTo KpeaTHHHUHOB KAUPBHC [Crll]
15-30 ml/min), nony4aeatiii gaburatpaH eTekcunart 75 mg aABa NbTH AHEBHO.

To3u pexxuM € A0BEN A0 Hall-HUCKA CpejlHa reoMeTprYHa KoHLieHTpauus 155 ng/ml (gCV 76,9%),
H3MepeHa HEMOCPEACTBEHO NMPEAH NMPUICKEHHETO Ha ClIeABAlLATa 034, K 0 NMUKOBA CpeaHa
reoMeTpuuHa koHueHTpauus 202 ng/ml (gCV 70,6%), uaMepeHa ABa yaca clied NpUA0KEHHETO Ha
nocneaHara jo3a.

KAMpBHCHT Ha aaburatpaH upes3 XeMOAHAIN3A € U3CNIeBAH [IPH 7 Bb3PACTHU NALMEHTH C TEPMHUHAIHA
O6LOpeuHa HepocTaTbuHOCT (TbH), Oe3 npeacbpaHo MbxkaeHe. dnanuniarta e nposeaeta ¢ou¢ 700 ml/min
AMannieH AebUT, NPpoABHKUTENHOCT YETHPH Yaca ¥ CKOPOCT HA KpbBHUSA ToK 200 ml/min vnu

350-390 ml/min. ToBa Boau A0 OTCTpaHABaHe CbOTBETHO Ha 50% a0 60% OT KOHUEHTpALMUATA Ha
aAaburarpad. KonuuecTBOTO Ha BELLECTBOTO, OTCTPAHEHO Ype3 AWaiu3a, € NponopuUHOHAIIHO HA CKOPOCTTA
Ha KPbBHHUS TOK, [TPH CKOPOCT HAa KpbBHHUA TOK A0 300 ml/min. AHTHKOAryiaHTHATAE aKTUBHOCT Ha
naburaTpaH HaMansea ¢ HamanaBaHe Ha Nia3MeHuTe koHueHTpauuu u OK/D]] BprikaTa He € 3acerHara

OT NpoLeaypara.

Meauanarta Ha CrCL B RE-LY e 68,4 ml/min. [louty nonosuHara (45,8%) ot nauueHtHte B RE-LY umar
CrCL >50-<80 ml/min. [lauxeHTHTe ¢ 0BOpeYHO yBpexaaHe B yMepeHa ctenen (CrCL mexay 30 u

50 ml/min) umat cpeavo 2,29 nbti ¥ 1,81 NbTH NO-BHCOKA M1a3MEHA KOHUEHTPALIMA, CHOTBETHO NPEIH U
cAel nNpveM Ha Jo3aTta Ha AaburaTpaH, B CpaBHEHUE ¢ NaUMUEHTH Oe3 ObOpeUHO yBpexkaaHe

(CrCL >80 ml/min).

Meaunanara Ha CrCl B npoyuBaHeto RE-COVER e 100,4 ml/min. [Ipn 21,7% OT nauueHTUTE € UMaNo
610peuHo yBpexaaHne B neka crenel {CrCl >50-<80 ml/min) v npu 4,5% o1 tax — 660peuHO yBpexaaHe
B yMepeHa cteneH (CrCl Mmexay 30 4 50 ml/min). [NanxentrTe ¢ 660peuno yBpexaaHe B 1eKa 1 yMepeHa
CTENEH ¢a UManH B CTAIIUOHAPHO ChCTOAHUE CHOTBETHO CPeAHO 1,8 MbTH W 3,6 NBTH NO-BUCOKU NJTA3MEHU
KOHIIEHTpaUMH Npean NprUIoKEHHe Ha no3aTa gaburaTtpad B cpasHeHue ¢ nauneHTHTe ¢ CrCi >80 ml/min.
CxonHu cToiiHocTH Ha Cr(l ca ycraHoBeHyd B RE-COVER IL

Meauanarta Ha CrCl B npoyuBanusta RE-MEDY v RE-SONATE ¢ ¢b0oTBETHO
99,7 ml/min. [1pu 22,9% u 22,5% ot naunentute croiHocTute Ha Crl ¢a >5(
4,8% ot 1ax CrCl e mexxay 30 1 50 ml/min 8 npoyusaHusata RE-MEDY u RE#E

Hayuenmu 6 cmapuecka gv3pacm
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CneunduuHn papMakoKHHETHYHHU NpoyyuBaHus ¢pasa | npy nauMeHTH B cTapyecka Bb3pacT okKa3par
yeenuueHue ot 40 10 60% Ha AUC n noseue OT 25% Ha Chax B CpaBHEHUE ¢ MNIAAH NTALIMEHTH.
EQekTbT Ha Bb3PacTTa BbPXy €KCNO3ULKUATA Ha AaduraTtpaH € noTBbPACH OT NpoyuBaHeTo RE-LY ¢
okon0 31% MO-BHCOKO HUBO Ha HalN-HUCKATA KOHUEHTPALMA 32 MHAUBUAKN = 75 TOAMHH U € oKono 22%
NO-HUCKO HHBO Ha Hali-HHUCKaTa KOHLEHTpauus NPpH HHAKBUAK < 65 MOAHHU B CpaBHEHWE ¢ MHAMBUAU
Mexay 65 u 75 roauHu (B8x. ToukH 4.2 u 4.4).

Yeproopobro napyuierue

He ce nabnronasa npoMsiHa B €KCMO3UKMATA HA faburatpad npu 12 Bb3pacTHU NALMEHTH ¢ YMEpeHa
yepHoapobHa HegocTaTbuHOCT (Child Pugh B) B cpaBHeHue ¢ 12 koHTpoau (BXK. Touknd 4.2 u 4.4).

Tenecno meaio

Haii-HuckuTe KOHUeHTpauudy Ha naburarpad ¢a okoio 20% no-HKUCKU NpU Bb3pacTHU NALMEHTH C
TenecHo terno > 100 kg B cpaBHenne ¢ 50-100 kg. MuosunctsoTo (80,8%) OT HHAUBUANWTE Ca B
kareropusta > 50 kg n < 100 kg, 6e3 ycTaHOBeHa acHa paznuka (Bx. TOUKH 4.2 11 4.4). I1p# BB3pacTHH
MaHeHTH ¢ TesiecHO Terno <50 kg KIMHUYHHATE AaHHHW Ca OFPAHHYEHM.

[on

Excno3niyaTa Ha akTHBHOTO BELIECTBO B MPOYUBAHUATA 33 ThpBUuHa npesesura Ha BTEC e oxono 40%
10 50% no-BUCOKa NPY NALMEHTH OT MKEHCKH 11071, HO He Ce NpenopbYyBa KopeKUuus Ha aosarta. [lpu
NauKUeHTUTE C NPEACHPAHO MBACACHE, NAUHEHTUTE OT XKEHCKHU MO ca uManyu cpeaHo 30% no-BUCOKH
CTOMHOCTH Ha HaM-HHUCKA Y MOCT-A030Ba KOHUEHTpaUus. He ce W3NCKBA KOpEeKUHA Ha A03aTa (BXK.

TOUKa 4.2).

Emuuvecku npousxoo

HsMa KNMHUYHO 3HAMUMN MEXKAYETHUYECKH pa3inyms MEXy NMalUEHTH OT €BPONEWRHATA paca,
NaLUUeHTH ¢ aPpo-aMEPHKAHCKH, TATHHO-aMEPHUKAHCKH, AMOHCKH U KHTAHCKHY MPON3X0A NO OTHOLIEHHUE HA
dapmakokMHeTHKaATa H apMaKOAMHAMHKKaTa Ha fgaburarpaH.

[Heduampuuna nonyrayus

[Ipn nepopalHO NPUAGKEHUE HA JaDUraTpaH €TEKCHIAT, CNOpPEA ONpeaesieHHA B TPOTOKONA aNTOPUTHM
3a JIO3UpaHe, eKCIO3HLUHATA € B paMKUTE Ha Ta3H, HabnwoaasaHa npy Bb3pacTHU ¢ ABT/bE. Coopuuar
aHanu3 OoT dapMakOKUHETHYHM JaHHU OT npoyusanuaTa DIVERSITY v 1160.108 noka3sa, 4e cpeaHuTe
reoMeETPUUYHY Haf-HUCKHM excmo3nuru ca 53,9 ng/ml, 63,0 ng/ml u 99,1 ng/ml cvotBeTHO Npn 0 Q0

< 2-rOoAMilHHY, 2 10 < 12-roguiuHd ¥ 12 po < 18-roaviuHn neaHatrpyiuHy nauveHtd ¢ BTEC.

DapMakOKHHETHYHH B3aUMOLEHCTBUA

In vitro npoyuBaHHA 3a B3aMMOICUCTBUATA HE NMOKA3BAT UHXUOHpPAHE HIIKM HHAYLUUPAHE Ha TNTABHHUTE
H30€H3UMH Ha LUTOXpoM P450. Tosa ce NnoTBbPkAABA OT i vivo NPOYYBaHUA C YHaCTHETO Ha 3/1paBH
J00POBOMLH, KOMTO HE NOKA3BAT B3aMMOACHCTBHE MEKAY TORA NEeYEHHE U CNEAHUTE AKTUBHH BELLECTBA!
atopeacTaTiH (CYP3A4), avrokcuH (B3aumoaeiicTeue ¢ TpaHCNopTHHA P-gp) n auknodenak (CYP2CI).

51




5.3 IlpeakNWHHYHH AAHHH 32 (6e30MACHOCT

HekJIMHUUHUTE JJAHHM He NOoKa3BaT ocobeH pUCK 3a xopa Ha 6a3aTa Ha KOHBEHIIMOHATTHUTE
(apMaKONOrHYBH NMPOY4YBaAHHUA 3a 6€30MacHOCT, RPOYYBAHHA 32 TOKCHYHOCT MPH MHOMOKPAaTHO NpUNiaraHe
H reHOTOKCHYHOCT.

Edexrure, HabnoaaBaHn B poOyYBaHHATA 32 TOKCHYHOCT NPH MHOTOKPATHO NpHJaraHe, ce Abaxar Ha
3acuNeHus dhapMakoaMHaAMUUEH ePeKT Ha naburaTpaH.

Edext sbpXy hepTHAKTETA [IPH KEHCKH KUBOTHH € HabnogaBaH noa ¢popMaTta Ha HaMansBaHe Ha Opos
Ha UMNJIAaHTaUMUTE H NOBHLLABAHE HA MpeaAuMnaaHTayuoHHuTe 3arybun npu ao3a 70 mg/kg (5-kpaTHoTO
HKHBO Ha [11a3MEHA eKcno3uumna npyu nauneHTH). [Ipn 403K, KOUTO Ca TOKCHYHH 32 MaHKHTE (5- 10
10-KpaTHOTO HUBO HA NIA3MEHA EKCMO3IMUNA NPU NALMEHTH), MPY NAbXOBE U 3aiuu ce HabnoJaBa
HaMaJIiBaHe Ha TENECHOTO Terjo ¥ XKHU3HECNoCcOOHOCTTa Ha (PeTyca, 3a€/1HO ¢ NOBHILIABaHEe Ha (eTaNHUTE
BapHallMi. B npeHaTasiHUTE ¥ MOCTHATAIIHWTE NPOYUBaHKA € HabM0AaBaHO NOBHLLABAHE Ha peTanHaTa
CMBPTHOCT MIPH 403U, KOUTO Ca TOKCHYHM 32 MaHKKTE (1034, CbOTBETCTBALIA HA 4 MBTH NO-BHCOKO HHBO
Ha IJ1a3MeHa €KCIO3WUNA OT HaBNIOAAaBAHOTO NPH TALUEHTH).

B eaHo npoyuBaHe 3a IOBEHU/THA TOKCHYHOCT OPH NABXOBE OT nopoaa Han Wistar cMbpTHOCTTA €
CBbP3aHa CbC CLbOMTHS HAa KbPBEHE NIPH NOACOHW HUBA Ha €KCIIO3ULIUS, MPH KOUTO € HAbN01aBaHo
K-PBEHE MPHU Bb3PACTHUTE XUBOTHU. CUHTA Ce, Ye KAaKTO NPH Bb3PACTHHUTE, TAKA ¥ MPU MIAAHTE MABHXOBE
CMBPTHOCTTA € CBbP3aHa CbC 3acuiieHaTa (PapMakoNOrHyHa akTUBHOCT Ha JaduratpaH BbB Bpb3Ka €
YNPAXKHABAHETO HA MEXAHWYHM CUJIK MO BPEME Ha NpUNIAraHeTO U TpeTupaHeTo. Januute or
NPOY4YBaHETO 34 FOBEHUIIHA TOKCUHYHOCT HE NOKA3BaT HUTO MOBHULIEHA YYBCTBUTEIHOCT KbM TOKCHUYHH
[NPOSiBU, HUTO TOKCUYHOCT, CeUU(PUIHA 32 FOBEHHUIHN XUBOTHH.

JABLArOCPOUHHUTE TOKCHKONOTHYHY NPOYUBAHUS NPY NIBXOBE U MHUILLIKY HE NMOKA3BaT JaHHU 3a
TYMOPOIreHeH noTeHu an Ha gaburarpad 1o makcumanau aozun 200 mg/kg.

JaburarpaH, akTHBHATA 4acT OT AabHraTpaH eTeKCcHJiaT Me3unaT, € YCTOHYHB B OKOAHAaTa cpeaa.
6. GGAPMAILEBTHYHUA JAHHH
6.1 CnHcbK Ha NTOMOUIHHTE BellleCTRA

Kancy/IHO ChABPKUMO

Bunena xucennHa (E334)
XUapokcunponuauenynosa (E463)

Tank (E553b)
XunpoMmenosa (E464)

CbCTaB Ha Kancvyiaarta

bpunaHTHo cuHbO FCF (E 133)
TuranoB guokcug (E171)
Xunpomenosa (E464)

CbCTaB Ha MACTHJIOTO

Llennak (E904)
[Tponunaenraunkon (E1520)
KoHLeHTpupaH pa3TBop Ha aMOHsiK (E527)
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Yepen xenesed okcua (E172)
Kanues xuapoxcua (E525)

6.2 HechBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 roausn.

6.4 Cpoeunantu ycnoBus Ha ChXxpaHeHHe

Jla ce cbxpaHsBa B OPUrHHAJIHATA ONAKOBKA, 3a Ja ce nMpeanasH OT Biara.

6.5 Buau cbanpKAHHE HA ONAKOBKATA

baucrtep ot anyMuHHin-OPA/anyMmunuit/PVC, crabpkain 10, 30, 60 nnu 180 TBbpAK Kancynm.

[lepgopupanu dbnuctepu or anyMUHHA-OPA/anyMuuuil/PVC ¢ eAMHUYMHH 103U, chabpkau 10 x 1,
30x1,60x1,100x 1 vunu 180 X 1 TBBPAH KANCyNM.

benu OYTHAKHK OT NONHETHNIEH ¢ BUcoKa NnbTHOCT (HDPE) cbe 3aiiMTeny oT Aeua 6enn HenpoapauHy
nonunponuaeHosu (PP) kanauky Ha BUHT, HHAYKUHOHHO 3a1€HATAHW ¢ ANYMHUHUEBO POAHO. ByTUIKKTE
chabpakar 100 unn 180 TBEpAM Kancynu W cywuuTen (CUAUKaren).

He BCHUK#® BWAORBEe ONaKOBKW Morar aa O6baaT nycHaTi Ha nasapa.

6.6 CneunanHu NpeaAna3zHU MepKH NPH U3IXBbLDJISHE

Heuznon3BaHusAT JNEKAPCTBEH NNPOAYKT HJIH OTNAABHYHHUTE MATEPHANHN OT HETO Tpﬂﬁﬂa Ha CC U3XBLPJIAT B
CbOTBCTCTBHE C MECTHHUTE H3HCKBAHHA.

7. INPUTEXATEJI HA PASPEILIEHHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

DUBLIN
Vipnanaus

8. HOMEP(A) HA PASPELILEHHETO 3A YIIOTPEBA

Per. No
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9. JATA HA ITBPBO PASPEHIABAHE/TTIOJHOBSBAHE HA PABPEILIEHUETO 3A
YIIOTPEBA

Jlata HA MbPBO pa3pellaBaHe:
Jlata Ha NocaeAHO NOJAHOBSBAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

0272024
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