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Tenexcep 150 mg TBBpaAM Kancynu

Bceska TBbpaa kancyna ceabpxka 150 mg naburatpan erexcunar (dabigatran etexilate) (xato
ME3WJ1aT).
3a MbJIHUA CIIMCHK Ha MOMOIIHUTE BELLIECTBA BMHKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancysa.
Karncynu ¢be CHHBO Kanaue U ¢ 6510 1410 ¢ pazmep 0 (abpmkuHa npubnusurenHo 21,7 mm),

HaMbJIHEHO C XXBJITEHHUKABHU NnesieTu. KanaueTo e maMnoBaHo ¢hC CUMBOJIa Ha koMmmnauusaTa Gedeon
Richter, a Tanoro - ¢cbe “150”.

4. KNIMHAYHHU JTAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA

[IpeBeHLIMs HA HHCYJIT M CUCTEMEH €MOOJIM3BM NPH BH3PACTHH MALMEHTH C HEKJIAMHO NPEACHPAHO
mbxaeHe (HKIIM) ¢ eann win noseye puckoBu pakTopH, KaTo rpeamecTsall HUHCYJIT WIX
TpPaH3UTOpHA HCXeMHYHa artaka (THA); Bb3pacTt >75 roauHH; Chp/ieuHa HEAOCTATHYHOCT (KJ1ac 110

NYHA >II); 3axapeH nuabeTt; XurnepToHuUs.

Jleuenne Ha 1bs100Ka BeHO3HA Tpom6bo3a (JIBT) u 6enonpoben em6onuzsm (BE), kakTo 1 npeBeHLus
Ha peunausu Ha /IBT v BE npu Bn3pacTHH.

Jleuenne na BTEC u npesennus Ha peuuauupaum BTEC npu neguaTtpuyay nauueHTH ot
paxxaaHeTo 10 rnoj 18-roauiiHa Bb3pacT.

3a cb00pa3eHu ¢ Bb3pacTTa 1030BH (JOPMHU BIDKTE TOYKA 4.2.
4.2 Jlo3MpOBKA M HAYHH HA NPHJIOKEHHE

Jo3upoBKa

Tenekcep kancynu Moxe J1a ce U3M0J3Ba NPU Bb3PACTHU M MEAHATPUYHH MALMEHTH HA 8-roguIIHA
Bb3PacT HJIM IO-TOJIEMH, KOUTO €a CIIOCOOHH []a NONTBLIAT KANCYJIMTE LIETH.

IIpesenuua Ha uHCYaIm u cucmemeH emoouzom npu svipacmuu nayuernmu ¢ HKIIM ¢ edun unu

noseue puckosu gaxmopu (Stroke prevention in atrial fibrillation, SPAF - Ilpesenuus na uncyam
npu npeocvpono mvcoene, ITHIIM)

Jleuenue na /IBT u BE, kakmo u npesenuun na peyudueu na /IBT u BE npu ev3pac
(/IBT/BE)

[IpenopbunTennure 103U Aaburatpad erekcuiat npu nokazauusta [TUIIM, JIBT
Tabnuua 1.

Tabauua 1: Ilpenopruku 3a go3uposkara npu ITUIIM, /IBT u BE
1



Ilpenopbkn 32 103HPOBKATA

IIpeBeHUHs HA MHCYJIT H CUCTEMEH eMOOTH3BM

npH BB3pacTHH nauenTH ¢ HKIIM ¢ eann win300 mg naburarpan erexcunar, npuemanu xato equa
noeede puckoeu daxtopu (ITUTIM) Kancysa ot 150 mg asa nuTH AHEBHO

Jleuenue Ha /IBT n BE, kakto 1 npeennus Ha 300 mg naburatpan erekcHIaT, IpUEMaHH KaTo eHA
peuuauBu Ha JIBT u BE npu Be3pactHu Kancyna ot 150 mg aBa mbTH gHEBHO, CJIe[ JICUEHHUE C
naumveHTH (JIBT/BE) MApEHTEePAICH AaHTUKOATY/IAHT B NMPOAb/DKEHHE Haki-
MAJIKO 3 THH

Ilpenopvusa ce namanneane na dozama

[laumentn Ha BB3pacT >80 roquuu

/lHeBHa n03a 220 mg naburaTpaH eTekcuiat, IpueMaHu

[lauueHTH, KOUTO MPHEMAT CBITETCTBALLO KaTo eaHa Kancyia ot 110 mg asa mbTH AHEBHO

BEparaMul

ITpabea 0a ce 006cvOuU Hamaraeane Ha 003ama

[laumenTH Ha BB3pacT Mexay 75-80 roquuu

[TaumenTu ¢ ymepeno 6b6pedHo yBpeskaaHe

(CrCL 30-50 ml/min) Tpabea na ce n3zbepe qHeBHa no3a or 300 mg win

220 mg naburarpaH erexcunar, Gasvpaiiku ce Ha
[laumeHTH ¢ racTpuT, e30garuT win HHAHBHIYadHATa OLIEHKA HA TPOoMOOEMOOINYHHA PUCK H
racrpoesogarvaneH pegaykc PUCKa OT KbpPBEHE

Z1PYTH MaLHMeHTH ¢ MOBULIECH PHUCK OT KbpPBEHE

3a JIBT/BE npenopbkara 3a npwiarade Ha 220 mg naburatpan eTeKcHIaT, IPHEMAaHU KATO €/Ha
karncyna ot 110 mg aABa MbTH AHEBHO, & OCHOBABA Ha (PapMAaKOKHHETHYHH U (apMaKoAUHAMHYHH
AHAJTU3K U HE € [IPOYYBAHA B KIIMHHYHH yCIOBHA. Brkre no-nony v toukn 4.4, 4.5, 5.1 u 5.2.

B ciy4ail Ha HEMOHOCHMMOCT KBbM JabUraTpaH eTeKCuIaT NalMeHTHTe Tpa6Ba aa 6naar
MHCTPYKTUPAHH J1a Ce KOHCY/ITUPAT BeHAra C JICKyBallMs CH JieKap, 3a 1a 0b1e NpearnpUeTo
MPUCMIINBO ANTCPHATUBHO JICYCHHUE 32 TIPEBCHLIHA HA HHCYNT H CUCTEMEH eMOOTH3IBM, ACOLMHPAHH C
NpeacbLpAHO MbXAcHE, WiH 3a /IBT/BE.

Oyenka Ha bvOpeunama Gynkyus npedu u RO 8peme Ha Reyenuemo ¢ 0abuzampan emexCuiam

Ilpu Bcuuku nauueHTH U 0cobeHO B cTapHecka Bh3pacT (>75 rofinHu), Thii kKaTo 6B6peUHOTO
YBpPEKIAAHE MOXKE [1a € YECTO CPELIAHO B Ta3W BL3PacToBa rpyna:

. Ilpeau 3anmouBaHe Ha eueHHe ¢ naburarpan erekcunat 6bOpeuHara GyHkuus Tpadsa na 6bae
OLICHCHA YPE3 U3UHUCIIABAHE HAa KpeaTUHHHOBHA KNUpbHC (CrCL), 3a na ce W3KMoYaT nauueHTH
¢ TexkKO 0BOpeuHo yspexxaane (1.e. CrCL <30 mi/min) (Bx. Touku 4.3, 4.4 u 5.2).

. bpOpeuHara GyHkums Tpabea na 6bae olieHeHa ChILO W PH CHbMHEHHA 3a BIOLIABAHE HA
6bOpeunaTa QyHKUMSA [0 BPEME Ha TEUESHHUETO (HAMD. XUIIOBONEMUS, EXHUAPATAlMSA, 1 IPH
ChITBTCTBAIIA YIIOTpeOa Ha HAKOM JIEKAPCTBEHM MTPOAYKTH).

JloNbIHATEHH H3HCKBAHKA TIPH MALMEHTH C JIEKO 10 YMEPeHo GbOpeuHo yBpekaaHe U pu
MALMEHTH HA BB3PACT HAJA 75 roavHu:

. [lo Bpeme Ha neyenue ¢ naburarpan etekcunar 6s6peunara GpyHkuus TpaOBa na 6bae
OLCHABAaHA HAW-MAJIKO €/IMH MIbT FOJMINHO WIH TTO-YECTO, IPH HEOGXOANMMOCT, B ONpeAeIeHH
KIHHAYHA CUTYallMH, KOTaTO MMa CbMHEHUsL, Ye Op0pednara dyHKUUS Moxe a UITH

Aa ce BIOLIM (Hanp. XMNOBOIEMHA, JEXUPATALHA, KAKTO U [IPH CHABTCTBA
HAKOW JIEKAPCTBCHH MPOJYKTH).

MeToasT HAa Cockceroft-Gault.



IHpodwvrorcumenrnocm na ynompeba

[IpoarmxkuTensocTTa Ha ynorpebara Ha faburarpan etekcunar npu nokasanuata [TMIIM, JIBT u BE
€ nNoKkazaHa B Tabnuua 2.

Tabauna 2: Ilpoaskarennoct Ha ynoTrpeba npn IIMIIM u J/IBT/BE

Ilokazanue (IIpoabaxuTeIHOCT HA ynoTpeba
[TUTTM leuenuero TpabBa aa e ABArOCpOUHO.
JIBT/BE [IpoAbIKATENHOCTTA Ha IEYEeHUETO TPAOBa J1a ce onpeaens HHAXBHIAYATHO ClE

BHUMATEJTHA OLIEHKA Ha 10J13aTa OT JICYEHHUETO CIPAMO PUCKA OT KbpBeHe (BXK. TOYKa
4.4).

KparkocpouHo neueHue (Hai-mManko 3 Meceua) TpsaOBa Jia ce MpoBekJia [Py HAJIMUHE Ha
PEXOJHH PUCKOBH (paKTOPH (HAMpP. CKOPOLIHA XMPYPrU4HaA OnepaLus, TPaBMa,
00e31BHXKBAHE), & MO-TIPOABHKUTENHO NEHEHHE — MPH TpaHK PHCKOBH (PAKTOPH HIH
uanonatuuHa JIBT wnu BE.

IIponycrama 0o3za

[IponycHara no3a naburarpaH eTeKCHIaT MOXKE Aa Ce npueMe 10 6 yaca npeay c/eABaLlaTa
npeanucana 1o3a. [lpu no-manko or 6 yaca 1o BpemeTo Ha cneaBalUA PHUEM, IPONYCHATA 1033 HE
TpaAOBa N1a ce npUeMa.

He Tpsabaa na ce npuema JBOHHA 034, 32 1a CE KOMIIEHCHPAT MPOMYCHATHTE HHAWBHAYATHH A03H.

llpexpamsasane na npuema na oabuzampar emexcuaam

Jleuennero ¢ naburaTpan erekcuiart He TpaGBa Ja ce npekbesa 6e3 nekapeky chieT. [launeHTure
TpsaOBa Aa ObAAT KHCTPYKTHPAHK 114 CE CBBPIKAT C JIEKYBAILMA JIeKap, aKO pa3sBUAT CTOMALLHO-YPEBHY
CUMIITOMH, KaTO aAucnencus (Bx. Touka 4.8).

lIpomana na reuenuemo

[IpeMuHasaue oT neyeHHe ¢ JaburaTpaH eTeKCHIAT KbM MapeHTepaned aHTHKOATY/IaHT:
[Ipenopbusa ce H34HakBaHe OT 12 yaca ciien nocneaHara 1o3a fpeau npeMUHasaHe oT gaburaTpas
ETEKCHJIAT KbM ApPEHTEPAICH aHTHKOAryIanT (BX. Touka 4.5).

[IpemrHaBaHe OT JiCUEHUE C IAPEHTEPANIEH AHTUKOAryIaHT KbM HaburaTpaH eTeKcunar:
[lapeuTepanuuaT aHTHKOArynaHT TpAOBa fa ce NPEKbCHE U Aa ce 3arnouHe AabMraTpaH eTeKCHIaT

0-2 yaca npeau yaca, Ha3HAYEH 3a NMPHEMAHETO Ha Clle/1BalliaTa 4032 OT alTEPHATHBHOTO JIEKAPCTBEHO
CPEICTBO, HIIH MPH NPEKpaTIBaHE HA JICYEHHETO, B CIIy4ai HA HEMPEKLCHATO JeueHue (Hanp.
He(pakLHOHUpaH UHTpaBeHo3eH xenapul (HOX)) (Bx. Touka 4.5).

[IpemunaBane oT neyeHue ¢ naburaTpan eTekCUIaT KbM aHTaroHMcTH Ha BuTamMua K (BKA);
MomenTbT Ha 3anouraHe Ha BKA Tpab6sa na ce kopurupa cropsamo CrCL kakrto cnepasa;

. CrCL =50 ml/min, npuemsT Ha BKA Tpsafsa na 3anoute 3 quu npeam npekbCBaHETO Ha
AaburaTpa eTeKcHiIaT
. CrCL 230-<50 ml/min, npuembT Ha BKA TpabBa na 3anouHe 2 AU npeau Mpekse

naburarpaH eTekcuaar

T'vhi kKaTO JaburaTpaH eTeKCHIAT MOXE Ja NoBiUAe Ha MexXayHapoJHOTO HOpMaI
chroTHOweHHe (INR), INR we orpasu no-n06pe edexra na BKA enpa cnen criupa
eTeKCHNAaT 3a Han-manko 2 aHMd. [lotorasa, INR croiiHocTuTe TpsabBa na ce Thiky



[TpemunaBase oT acueHne ¢ BKA kbM gaburarpas erekcunar:
[IpuemsbT Ha BKA Tpabea na ce npeycraHoBu. Jlaburarpan eTekCWIaT MOXE /1a C€ Mpuiara BeaHara
uioM INR e <2.0.

Kapouoeepsuo (ITHIIM)

IlannenTTe MoraTt aa NpoAbLJDKAT IIPHUCMA Ha naﬁurarpau CTCKCHIIAT MO BPpEME Hd KApAHOBCP3HO.,

Kamemuvpua abarayua na npedcvporo mvocoene (ITHIIM)

[Ipn nauueHTH Ha fleueHHUe ¢ Jaburarpar erekcwiat 150 mg aBa mbTH AHEBHO MOXKE 1A CE€ TIPOBE/C
kareTbpHa abnauus. He ce Halara npekbcBaHe Ha JedeHHeTo ¢ AaburaTpaH eTekcuaar (B, ToO4Ka

5.1).

Ilepxymanna xoponapra unmepeenywi (IIKH) cve cmenmupane (ITHIIM)
[TauueHTH ¢ HEKIAMHO NPEACHPAHO MBKAEHE, KOUTO ¢a noioxkeHu Ha [1KH cbe crenTupane, Mmorar

Aa 0baar NeKyBaHu ¢ gaburarpaH erekcuiat B KOMOMHALMA ¢ TPOMOOLIMTHY aHTHArPEraHTH, Cliejl
KaTO Ce MOCTHIHe XeMocTasa (BX. Touka 5.1).

Cneyuannu nonyiayuu

Cmapuecka evzpacm
3a NpOMEHM B [103aTa MPU Ta3u Nonynauus BikTe Tadauiua 1 no-rope.
Hayuenmu c puck om xvpéene

[TauMeHTH C MOBHULIEH PUCK OT KbpBEHE (BXK. Touku 4.4, 4.5, 5.1 u 5.2) Tpabea na 6baar crporo
KIIMHUYHO MOHUTOpHUpaHH (CrieeHe 3a IPHU3HALIM Ha KspBeHE W aHeMMs). KopurupaHe Ha go3ara
TpsAOBa a ObAe peleHo N0 YCMOTPEHUE Ha JIEKYBAllWA JIEKap, Cief OLEHKA HA ChOTHOLIEHHETO
MO/3a/pUCK 3a KOHKPETHUA nauyeHT (Bx. Tabnuua 1 no-rope). KoarynaumoneH tect (Bx. Touka 4.4)
MO€E J1a TTIOMOTHE 33 MWACHTU(PUIIMPAHE HA NALWEHTHTE ¢ MOBHLIEH PHUCK OT KbPBEHE, PUYNHEH OT
[(peKOMEepHa ekcno3ynuud Ha aaburatpad. Koraro ce ycTaHOBM MpeKOMEPHA EKCITO3HLUHA Ha
aaburarpaH, Npyu NaLyUeHTH ¢ BUCOK PUCK OT KbPBEHE, CE NpENnopbuBa NpWilaraHe Ha HaMajieHa 103a
220 mg, npuemaHa xaro ¢aHa kancyna 110 mg aea nmbTH aHeBHO. [Ipu nosea Ha KIMHUYHO 3HAYHMO
KbpBEHE JIEHEHHETO TPAOBa Aa ce MPeKbCHE.

[lopaau NoBUIIEHHUS PUCK OT CTOMALIHO-YPEBHO KbPBEHE NMPH MaLMEHTH C TACTPUT, €30(arutT Wiu
racTpoesodarvaneH pedaykc Moxe Ja ce oOMUCIH HaMalisBaHe Ha Ao3ara (BxK. Tabnuiua 1 no-rope u
ToYyka 4.4).

bvbpeurno yepexcoare

JleyeHueTo ¢ JaburaTpaH eTekCUIaT Npy NALUMEHTH ¢ TeXKO 60peUHO yBpeKnaHe
(CrCL <30 mi/min) e npoTtuBonokazado (Bx. Touka 4.3).

He e HeobxonuMo kopurupaHe Ha 403aTa MpU NaLHEHTH ¢ Jieko ObOpeuHo yepexaane (CrCL 50-
<80 ml/min). [Ipu nauuenTu c ymepeHa 6w6peuna HepocrarbyHocT (CrCL 30-50 ml/min),
MpenopbYHTENHATA N03a AaburaTpaH eTekcuiar € cbio 300 mg, npueMaHu KaTo €aHa KancyJia

110 mg nea nbTH AHEBHO (BxK. TOUKHK 4.4 ¥ 5.2). BuUmarenHo KIHHMUHO HabmoaeH
py NaUUCHTH ¢ OBLOPEUHO yBpexaaHe.

Cvnvmcemsawa ynompeba na oabuzampan emexcuram u c1abu 00 ymeperu uHxu
caukonpomeuna (P-gp), nanp. amuooapon, XunuoOuH uau 8epanamun



He e HeobOxoauMo KOpUrHpaHe Ha J03aTa [P ChIbTCTBALIO MPHIOKEHHE C aMHAOIAPOH WX XUHHIHWH
(Bxk. TOukH 4.4, 4.5 1 5.2).

[IpenopbuBa ce HaMajIABaHE Ha J03aTa MPH MALKEHTH, KOMTO NIPHEMAT CBHITETCTRAINO BepanaMul (BxK.
Tabnuiia 1 no-rope v ToukH 4.4 1 4.5). B TaksB ciyyai naburarpaH eTekcuiaT ¥ BepanaMui Tpadsa
J1a e IIPHEMAT 10 €IHO H ChII0 BPEME.

Tenecno mezno

He ce Hanara kopuripase Ha 103aTa (BX. TO4YKa 5.2), HO ¢€ [1penopb4Ba BHUMATETHO KJIMHUYHO
HabmogeHue Npy NauMeHTH ¢ TeecHo Terio <50 kg (Bxk. Touka 4.4).

flon
He ce nanara kopurupane Ha go3arta (Bx. Touka 3.2).
Heduampuuna nonyiayus

Hsama cvoTBeTHA ynorpeba Ha naburatpaH €TeKCUIaT B II€IMATPUYHATA [OMYJaLUA 33 MOKa3aHHETO
IIPEBEHLIMS HA MHCYJIT U cucTeMeH eMOonu3bM ripd naiueHTy ¢ HKIIM.

Jeuenue na BTEC u npeeenyun na peuudusupawu BTEC npu neouampuyunu nayuenmi

ITpu nedenune na BTEC npu neauaTpyyHU NaLMEHTH JIE4€HUETO TPAOBA [1a ¢€ 3alOUHE CNel ICUCHHUE
C MIapeHTEpaICH aHTHKOAryIaHT B IIPOABL/DKEHHUE Ha HaW-MaiIkoO 5 aHM. [Ipu npeBeHUs Ha
peunausupaimtd BTEC neuenuero tpadsa na ce 3anoude clies MpexoaHo JIeYeHHKE.

JaOHraTpan eTeKCHIAT KANCYJH TpadBa Aa ce NPHEMAT ABA MbTH JHEBHO, €HA 034 CYTPUH U
€lHa 1032 Beuep, NPUOIMIMTENTHO N0 €HO U CHIIO BPEME BCEKH ACH. MHTEPBATET MEXIAY NO3UTE
TpsaOBa Aa € KOJIKOTO ¢e MOxe no-6j1u30 qo 12 yaca.

[Ipenopbunrennara no3a gaburaTpaH eTeKCUIaT KarCyM ¢€ ONpeAcsis Bb3 OCHOBA HA TENECHOTO
TEIIO M Bb3pacTTa Ha NAalHeHTa, KaKTo € noka3aHo B Tabnuua 3. Jlozara Tpsabra qa ce Kopurupa
CMOpen TENECHOTO TEMI0 ¥ BB3PACTTA C HANPEABAHETO HA IEYECHHUETO.

3a KOMOMHALMKTE TENCCHO TETNIO M Bb3PACT, KOUTO HE ca MOCOUCHHU B TabiiMuara 3a Jo3upaHe, He
morar aa ObJaT JaliCHH NPeropbKy 3a A03UpaHe.

Tabauna 3: Expnutinn # oblH AHEeBHH 1034 1a0HIraTpaH €TeKCHIAT, B MHJIHIpaMu (mg),
CIiOpea TeJIECHOTO TErV10 B KHI0rpaMu (Kg) u Bh3pacTTa HA NANMEHTA B TOANHHA

KoMONHALNH TeJECHO TEIV10/BhIpacT ExuHHYHA 1032 O6ma gneBHA n03a
Tenecno Teriio B Kg | Br3pacrt B rogunu B Mg B Ing
11 mo <13 8 no <9 75% 150
13 no <16 8 no <11 110 220
16 no <21 8 1o <14 110 220
21 go <26 8 no <16 150 300
26 no <31 8 10 <18 150 300
31 no <41 8 no <18 185*
41 no <51 8 no <18 220
51 no <61 8 1o <18 260
61 no <71 8 mo <18 300
71 no <81 8 mo <18 300
>81 10 no <18 300

EAMHMYHHK 103U, U3UCKBALEY KOMOMHALUMM OT IIOBEYE OT €/1Ha KaIcyJia:

300 mg: aBe Karcynu 150 mg wiu




4EeTUPH Kancyinu 75 mg*

260 mg: eqHa xancyna 110 mg nroc eana 150 mg unu
eqHa Kancyua 110 mg nntoc nse 75 mg™

220 mg: kato aBe Kancynu 110 mg

185 mg*: KaTo eaHa Kancynaa 75 mg* nmoc egna 110 mg

150 mg: KaTo eaHa kancyna 150 mg wnu

IABE KancyJm 75 mg*
*Mo3sarta ot 75 mg Tenekcep He € HanKU4HA, NOPaaAH KOETO HE € MOAXOAMALILA 32 MOPECTIOMEHATHTE
rpynu nauveHTH. Ilpu Teau naumenTy TpabBa aa ce U3NOA3BAT APYTH NEKAPCTBEHHU NMPOAYKTH,
ChALPKALUM JadHuraTpan erekxcuiar 75 mg.

Quenka na bvbopeunama ynxyus npeou u no 8peMe Ha 1eYeHuemo

[Ipeau sanouBaHe Ha neyeHUeTo TpAOBa [a ce Onpeaeny UIUUCICHATAa CKOPOCT Ha IMOMEpPY./IHA
punrpaums (MCI'®D) no dopmynara Schwartz (MeToABT, H3MON3BAH 32 OLIEHKA HA KpeaTHHHHA, TpAGBa
Aa 6bae noTBBPACH OT MecTHA 1abopaTopH).

Jleuenmnero ¢ naburaTpaH €TEKCHIIAT € NPOTHBOIOKA3AHO MPH MEAMATPHYHH TALIMEHTH C
uCI'd<50 ml/min/1,73 m? (Bx. Touka 4.3).

MNMauuenty ¢ uCI'd>50 ml/min/1,73 m? Tpabpa na 6bAaT ACKyBaHK C 1032 ChIMIAcCHO Tabnmnua 3.
1o Bpeme Ha nedyeHHeTo OBOpeuHaTa pyHKUHH TpAOBA Ja Cce OLieHABA NP ONpPeNeNCHH KIMHHYHH
CUTYaUHH, KOTATO UMA CbMHEHHA, e OB0peuHaTa GyHKIMA MOXKeE J1a CE NTOHWKH WIH A4 Ce BIIOLIH
(Hanp. XHUTOBOJIEMHA, AEXHAPATALIMA, KAKTO H MPU ChITbTCTBALLA YyNOoTpeOa Ha onpeaesieHu

NIEKAPCTBEHH NPOAYKTH U p.).

Ipodvaoicumennocm na ynompeba

IIpoabmKHTEMTHOCTTA Ha JIeYeHHETO TpAbBa Aa ce onpeaesa HHAUBHAYATHO B 3aBUCHMOCT OT
OlIEHKATA MMo3a/pHUCK.

Iiponycwama ooza

[IponycHaTa no3a naburaTpaH €TeKCWIAT MOXE Aa ce npueMe 10 6 yaca npeau creasaliata
npeanucana gosa. [lpu ocraBauy no-Manko ot 6 yaca oo ClieABaLLMS NPHEM, NTPONTYCHATATA 1033 HE
TpabBa aa ce rnpuema.

B nukakbB cny4ait He TpaOBa 1a ce npuema ABOHHA 034, 3a 1a CE KOMIIEHCHPAT NPOIYCHATHTE
UHAUBUIYATHU 103H.

Ilpexvceane na arewenuemo ¢ oabuzampan emexcuiam

JleuenneTo ¢ naburaTpaH eTekcunar He TpabBa Aa ce npekbeBa Oe3 KOHCYNTALMA C JIEKap.
[TauneHTHTE WIH OOrpHIKBaLLIKTE MU JiMLA TpaOBa Aa 6bIAT MHCTPYKTHPAHU A3 CE CBLPKAT C
NEKyBallHA feKap, ako NAUMCHTHLT pa3BHE CTOMALUHO-YPERHH CHUMITTOMH, KATO JMCIIENCcHA (BXK. TOUKA
4.8).

Ilpomana na nevenuemo

IIpemuHaBaHe OT JieyeHKe ¢ 1abUraTpaH €TeKCUIaT KbM [apeHTepaied aHTHKOAryJIaHT:
| Ipenopbusa ce ga ce u3uaka 12 yaca cnen nocneayara no3a npeav NpeMHHaBaHe OT [
€TEKCWIAT KbM MAPEHTEPAJICH aHTHKOAryJiaHT (Bx. Touka 4.5).

[Ipemunasane OT JieueHHE ¢ MapeHTEPA/ICH AaHTHKOAryJIaHT KbM JaburaTpaH eTekc g
[TapexTepanHuAT aHTHKOArynaHT TpAOBA /1a c€ NPEeKbCHE U Ja ce 3anouHe gaburatpa
0-2 yaca npeau yaca, onpeneseH 3a NPHIoKEHUETO Ha NapeHTEpaTHUA aHTHKOaTy ‘
MPEKPaTABAHE HA JICUCHUETO, B CIIy4aH Ha HENPEKBCHATO JieueHHe (Hanp. HepakLiu ﬁpgh--_m o
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MHTpaBeHo3eH xenapud (HP X)) (Bxk. Touka 4.5).

[IpeMHHaBaHe OT Je4YeHHe ¢ JaburaTpaH eTeKCHWIAT KbM aHTAroHHcTH Ha BUTaMuH K (BKA):
[laumeHTHTE TpaOBa Aa 3ano4nHat npHem Ha BKA 3 guu npeau npexkbeBaHeTo Ha aaburarpas
€TEKCUIAT.

Twi kaTto gaburaTtpaH eTekCHIaT MOXe Aa NMOBAMAE Ha MeXIYHAPOAHOTO HOPMATM3UPAHO
c¢boTHouleHHe (INR), INR e orpasu no-nobpe edexra na BKA enra cnea cnupanero Ha gaburatpan
€TEKCHJIAT 3a HaH-Manko 2 AHHU. Jlotoraea, INR cToitHocTuTe TpsibBa a ce THIKYBAT ¢ BHHMAHUE.

[Ipemunasane ot neueHue ¢ BKA xuM paburarpan erekcunar:

[IpuemsT Ha BKA Tp0Ba aa ce npeycranosu. JJaburarpad erekcunart Moxe a ce fipuiara BeiHara
oM INR e <2,0.

Ha4yWH Ha NpUNTOMKEHHUE

To3m nekapcTBEH NPOAYKT € 3a NIEPOPAITHO [IPHUIOHEHHE.

Kancynute Morar aa ce npueMar cbhe MM 6€3 xpaHa. Kancynure Tpabga fa ce NoribluaT ey ¢ yaiia
BOA4, 33 3 C€ YJIECHU JOCTUIaHEeTO HM A0 CTOMaxa.

[launenTure Tpadbea na ObAAT MHCTPYKTHPAaHHU Aa HE OTBAPAT KANCYyJaTa, Thil KATO TOBA MOXE Aa
[MOBHUILH PUCKA OT KbpBEHE (BX. TOUKH 5.2 U 6.6).

4.3 IIpoTuBonoxazaHus

. CBpBbX4yBCTBHTEIIHOCT KbM aKTHBHOTO BEILIECTBO MJIK KbM HSKOE OT IIOMOLLHHUTE BELUECTBA,

“30poeHu B Touka 6.1

Texko 6u6peuno yspexxaane (CrCL<30 ml/min) npu BB3pacTHH NaLMeHTH

uCIr'd<50 ml/min/1,73 m? npy negHaTpU4YHH NaLMEHTH

AKTHBHO KJIMHUYHO 3HAYHMO KbPBEHE

Jleaus UM CLCTOAHHE, KOETO Ce OTpeaAesa KaTO 3HAUYHM PUCKOB (DakTop 3a FOJIIMO KbhpPBEHE,

ToBa MoXe a BK/IIOYBA HACTOSALIM MITH CKOPOLIHM CTOMALIIHO-YPEBHU Pa3a3BABAHUS, HATHYUE

Ha 3JI0KaYeCTBEHH HOBOOOPA3yBaHHA C BUCOK PUCK OT KbPBEHE, CKOPOIIIHO MO3bYHO WJTH

rpbOHa4YHO HapaHsBaHe, CKOPOLIHA MO3bUHA, NPbOHAYHA WITH OYHA XUPYPrHYHa HHTEPBEHLUS,

CKOpOLLIHA BbTPEYEPENHa XEMOPAarus, H3BECTHH WK BEPOATHH BapMIM Ha XPaHOIMPOBO/A,

APTEPHOBEHO3HU MAIPPOMALMH, CHOOBH aHEBPHU3MH WITH FOJIEMH BbTPErphOHAYHH KM

BbTPEMO3IbYHH ChJ0BH aHOMAJTHH

. CBObTCTBaLO JICUEHHE C HAKOH OPYFH aHTUKOATYJIAHTH, HAMp. HePpakLMOHUPAH XENapUH
(HOX), xenap1Hu ¢ HUCKO MOJIEKYJIHO TEMNO (€HOKCANAPHH, AalTENaPHH M ApP.), NPOU3BOIHH
Ha XenapuHa (QoHJaNapHHyKC M Ap.), aHTHKOArYJIaHTH 33 NEPOPATHO ApWiIoKeHHe (BapdapuH,
puBapokcaban, anukcaban u ap.), oceeH B crieuduuHm ycnosus. ToBa ca CIyuuTe Ha NIPOMAHA
Ha aHTHKOAryJaHTHOTO Jie4eHHe (BxkK. Touka 4.2), korato HDOX ce npunara B 1031, HeoOX0auMH
33 MOAdBbPIKAHE H& OTBOPEH LIEHTPAaREH BEHO3€EH UIIH apTepHalicH kKaTeTsbp, WM korato HDX ce
npuiara rno BpeMe Ha KateTbpHa abnauus npyu npeacsbpaAHO NPH (IpeaChPAHO MBKIAEHE (BXK.

TOuKa 4.5)

. HepuoapobHo yspexxaaHe wiu uepHoapoOHO 3abossaBaHe, 3a KOETO 04aKBa [a MMa OTPaXKEHHE
BbPXY NMPEHHBAEMOCTTA

. ChobTeTBalIO JIEUEHHE ChC CIIEAHHTE MOLHHK P-gp MHXHOUTOPH: KETOKOHA30J1, LMKIOCIIOPHH,

HTPAaKOHa30/1, APOHENAPOH 1 KOMOMHALINATA C PUKCHPAHU O3M rjieKanpeBup/nMbpeHTacsup
(B>. TOUYKa 4.5)
. CobpaedHH KIIATIHHM NIPOTE3H, H3NCKBALLM AHTHKOAryJ1aHTHO JieueHHe (BXK. Touka 5.1).

4.4 Cnennajinn npeaynpexeHns H NpeAnasHH MEPKH NP ynoTpeba

XeMOoparv4ueH pucK

Haburarpan erexcunar TpabBa Ja ce npHiara ¢ MOBUIIEHO BHUMAHKUE MPH ChCTO
PHUCK OT KbpPBEHE WIH [IPH CBITETCTBAILA YNOTpeda Ha IEKapCTBEHH MPOAYKTH, 1O
XE€MOCTa3aTa 4ype3 HHXHOWpaHe Ha TpomOouMTHaTa arperauus. [To Bpeme Ha Tepa
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MOXCE Aa CC [10ABH HABCAKDBJC. HPH HEOYAKBaH Cnaja Ha XeMoriodbuHa wwim XCMATOKPHTa, HWIH Clian
Had KPBLBHOTO HAIATAHE, T‘PHﬁBE Aa CC H3BbPUIN TIPCTIIEA 34 YCTAHOBABAHC MACTOTC HA KbpPBCHE.

[Ipy BB3paCTHM NALMEHTH B CJIyYaH Ha )XUBOTO3ACTPALIABALIO WM HEKOHTPOJIHPAHO KbPBEHE, KOTATO
e HeobxoauMo ObP30 HEYTpaNTH3UpaHe HAa aHTHKOAryJIaHTHHA edeKT Ha faduraTpaH, Mosxe Ja ce
W3M03Ba CNEUM(PHUHOTO HEYTPaIM3UpaLLO CPeACTBO Haapyunzymat. EdukacHocTTa 1
OesonacHoCTTa Ha MaapyLM3yMab He ca YCTAaHOBEHH P NEAUATPUYHH NMALUEHTH.

Haburatpan Moxe aa 0bie OTCTpaHeH NMOCpeACTBOM XeMoauanu3za. [Ipu Bp3pacTHH NalMEHTH ca
Bb3MOXKHH JPYIH OILMH KATO U3MO3BaHE Ha NPACHA LANA KPbB WM NMPACHO 3aMpaleHa [uiazma,
KOHLIEHTPAT Ha KOarylauMoHHH GakTopu (aKTHBUPAH WM HEAKTHBUPAH), peKOMOHHAHTEH (aKTOp
VlIla unu TpoMmbourTHa Maca (BX. CbUIO TOYKA 4.9).

B Kx1HHWYHHK M3NUTBAHUA JaOHUraTpaH €TEeKCWIAT ce CBBLP3Ba ¢ NMO-BUCOKU HHBA Ha FoIAMO CTOMALIHO-
ypesHO (CH) xbpBeHe. [loBrueH puck € HabmogaBaH NpU NAUMEHTU B CTaApYeCKa Bb3PacT

(>75 roguHu) npu cxema Ha npuiarade 150 mg nea meTH gHeBHO. Jlpyri puckoBu daxtopH (BiK.
CBLIO Tab/IMLIA 4) BK/IIOYBAT €AHOBPEMEHHO JICHEHUE ¢ MHXHOUTOpH Ha TpOMOOLIMTHATA arperaums,
KaTo KIonMaorpen u auetwicanyuuiosa kuceauda (ACK) nim HeCTepoMIHH MPOTHBOBB3NATHTEIHH
cpeactsa (HCIIBC), xakto n Hanu4KeTo Ha e30¢arur, racTpuT Wik ractpoesodaruanes peduyxc.

Puckosu haxmopu

Tabnuua 4 ob6ob1masa ¢pakTopUTe, KOMTO MOTAT J1a OBHUILIAT XEMOPArH4HHMA PHCK.

Tabdauua 4: PakTOpH, KOMTO MOTAT 12 MOBRINAT XeMOPATHYHHA PHCK,

PuckoBu gaktopu
(dapMaKoAMHAMHYHU U KHHETHYHH (PAKTOPH Bb3pact 275 roavnu
IDaKkTOpH, KOWTO NMOBHULIABAT IJ1A3MEHUTE HHBA [aRHM"
Ha JaburaTpax e  VYmepeHo 6u6peuHo yBpexaaHe npu
Bb3pacTHH nayueHTu (30-50 ml/min CrCL)
. Mowuu P-gp uaxnburopu (Bxk. Touku 4.3 H
4.5)
o CsBMECTHO Npuiiaraie Ha cnabu g0 yMepeHH
P-gp nHxubuTopu (Hanp. aMHOAapOH,
BEpanaMui, XMHHUJIUH U THKArpesop; BixK.
Touka 4.5)
BropocTeneHHu:
. Hucku TenecHo terno (<50 kg) npu
Bb3PACTHH NMAIIUCHTH
MapMmakoAHHAMHUHH B3aHMOEACTEHA (BXK. . ACK v apyru uHxubutopH Ha
mouka 4.3) TpoMOOUMTHATA arperauys, Karo
KAOMUAOTPEN
. HCIIBC
® SSRI win SNRI
. JApyru nekapcTBeHU NPOAYKTH, KOUTO MOrat
Ja HapyluaT XeMoCTa3ara
3abonasanua / npoueaypu ¢ ocoben . BpoaeHun uny npuaoOMTH HApYLIEHHA Ha
XEMOparuueH pUuck KoaryJjanuaTa
. Tpombouutonenus wiu GyHKLUOH
TpOMOOUUTHHU AcheKTH
. CxopoluHa duoncus, rojisam
. bakTepHaneH eHOOKapaUT
. E3odarur, ractpur uau ra
pednykc




ChblUecTBYBAT OrpaHMYEHH JAHHH NP BL3pAcTHU mauueHTH <50 kg (Bk. Touka 5.2).

CerereTBalnaTa ynorpeba Ha nadburarpan erekcunar u P-gp uHxubuTopu He € npoyysaHa NnpH
NeAUATPHYHH NALIMEHTH, HO MOXKE [1a YBEITHYH PUCKA OT KbpBeHE (BX. Touka 4.5).

IHpeonasnu mepxu u 061a0A6AHE HA XEMOPAZULEH PUCK

3a OBIaAABAHE HA YCAOKHEHUSA C KbPBEHE BHXKTE ChILO TOYKA 4.9.
Oyenka Ha CbOMHOWEHUEMO ROA3A/PUCK

HanuuueTto Ha ne3un, 3abonapaHus, npoucaypu w/wiu papmakonoruyHo JeyeHne (karo HCIIBC,
TpoMOOLUWTHH aHTHarperaHTi, SSRI ¥ SNRI, Bx. Touka 4.5), KOMTO 3HAYUTENTHO YBEUYABAT PHUCKA OT
ro1aMo KbpBEHE, USHCKBAT BHHUMATENHA OLEHKA HAa CbOTHOLIECHHETO M10J13a/prcK. JJaburarpan
€TEeKCHJIAT TpAOBa Aa ce JaBa caMo aKo [1013aTa HAABHILIABA PUCKA OT KbpBEHE.

HanuyuuTe KWIMHUYHK JAHHM 33 NEAUATPUYHU NALUMXEHTH ¢ PHCKOBH (PAKTOPH, BKIHOUUTETHO
MaLMEHTH C AKTUBEH MEHHHIMT, eHUedalnT U BbTpeuepeneH abcuec (Bxk. Touka 5.1) ca orpaHHueHM.
[1pu TaknBa nauveHTH naburaTpaH eTexcwiar TpaOBa Aa ce JaBa CaMo aKko O4YaKBaHATA 110,13a
HaJBHLIARA PUCKA OT KbPBEHE.

Brumamenno xausuuno rabriooenue

[Ipenopbusa ce BHUMAaTEIHO HAOMIOAEHHE 32 PU3HALIM HA KbPBEHE HWIM aHEMHA NPE3 LEJHA NMEePHOA
Ha JieueHHue, 0codeHOo ako puckoBuTe daxkTopH ca komOUHUpaHK (Bxx. Tabnuua 4 no-rope). Tpabra ga
C€ BHMMaBa 0COOEHO MHOro, KOraTo 1aburarpaH €eTeKCHUaT ce Nnpuiara eIJHOBPEMEHHO ¢ BepammaMu,
aMHOAapoH, XUHHIHWH WiH KI1apuTPOMHULUH (P-gp HHXHOUTOPH) M 0cobeHo npH NosBa Ha KbPBEHE,
HaH-BeYE NP NMALUEHTH ¢ HaMmalleHa Ob0OpeuHa dyHkuua (BxkK. Touka 4.5).

I[IpenopbuBa ce BHUMaTENHO HaOMOAEHUE 3a TIPU3HALIM HA KbPBEHE NPH NMALMEHTH, JICKYBaHH
ceibTeTBaIne ¢ HCTIBC (BX. TOUKA 4.5).

[Ipexwvceane na aevenuemo ¢ oabuzampan emexcuram

[laumeHTUTe, KOUTO pasBusaT octpa O BOpeUHa HeaoCTATEHHOCT, TPAOBA Aa NPEYCTAHOBAT [IPHEMA Ha
naburarpan erekcunar (Bx. cblIO TOuKa 4.3).

Korarto ce nosBH TEXKO KbpBeHe, TpA0Ba Aa Ce NpeKpaTH JICUEHHUETO, [1a C€ H3C/IEABA IPHUHHATA 32
KbPBEHETO Y IPH Bb3PACTHH MaLUEHTH MOXKE a ¢€ OOMHUCTH MPUNOKEHUE HA CNELIUPHUYHOTO
HEYTpaJIM3Hpallo cpeacTso (Maapyuusymabd). EdukacHocTTa M 6€30MnacHOCTTa Ha MAapyLUH3yMal He
Ca YCTAHOBEHH IIpH NeAMaTpU4HH nauMeHTH. Jlaburatpan moxe na Obae OTCTpaHeH NOCpeacTBOM
XEMO,/THAIN3A.

Ynompeba na unxubumopu na npomonnama nomna
Moaxe 1a ce 0OMHCAK npunoxkeHue Ha HHXUOUTOP Ha npoToHHaTa nomna (MUI1IT) 3a npeeeniug Ha CU
KbpBeHe. | IpH nequaTpruyHy nauneHTH TpadBa Aa ce cneaBaT NpEenopbLKMTE, ONUCAHU B KpaTKaTa

XAPAKTCPHUCTHEKA Ha IPOAYKTA Ha CbOTBCTHHA HHXHGHTDP Ha [MPpOTOHHATA [I0OMIlA.

Jabopamopnu xoazyrayuonnu napamempu

Bbnpeky ye TO3HU NIeKapCTBEH MIPOAYKT MO MPUHUHMN HE U3UCKBA PYTHHHO MOHHUTOPHpapE T \

[10J13a 3a YCTAHOBSABAHE Ha MPEKOMEPHO BHCOKA EKCMO3ULIMA Ha JaburaTpan npu
AOITBJIHUTENIHYA PHCKOBH (PAKTOPH.

TpoMbuHOBOTO BpemMe upes paspexaade (TBP), ekapuHoBoTo Bpeme Ha chcHpBaHe |/
aKTUBMPaHOTO NapuManHo TpomborutacTiHOBO Bpeme (aPTT) morat na npenocTagdw
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BapHabunHocTTa MEXKAY TecToBeTe (BK. Touka 5.1).

TecTobT 3a onpeAcnsHe Ha MEXAYHAPOJHOTO HOPMAIH3UPAHO CHhOTHOLUEHHE (international normalised
ratio, INR) He € HagexaeH npu NauUEHTH Ha JIEUEHHE ¢ 1aDMraTpaH €TeKCHNAT U UMa JIOKJIaJIBaHH
CiIy4aH ¢ daaineo noaoxuTeNnHo nopuicHHe Ha INR. 3atoea INR tecToe He TpabBa na Obaar
MPOBEXKJAHH.

Tabnuua 5 noka3sa Hal-HUCKHKTE NparoBe Ha KOAryJJALUMOHHUTE TECTOBE MPH Bb3PaCTHU NMALIMCHTH,
KOUTO MOraT Ja Ob1aT CBbLP3aHHM ¢ MOBULIEH PHCK OT KbpPBEHE . CHOTBETHUTE NMparoBe Mpu
neauaTpUYHU MalLUEHTH HE ca M3BECTHH (BX. Touka 5.1).

Tabanua 5: Had-HACKH ApArose HA KOAIyJJAMHOHHETE TECTOBE NPH BL3PACTHH MANHCHTH,
KOHTO MOraT Aa 6bAaT ¢eBLP3aHH ¢ HOBHUIEH PHCK OT KhpBEHE.

Tect (Haii-HKCKa CTOMHOCT) [loxazaHue
[IMIIM u JIBT/BE
[TBP [ng/ml] >200
EBC [x nbTH HaJ ropHaTa rpaHyla Ha HopMata] >3
@PTT [x nbTH Hap ropHaTa rpaHyiUa Ha HopMaral >2
INR He tpsaOsa fa ce mpoBexaa

Ynorpeba Ha QUOPHUHONNTHYHY JIEKAPCTBEHU NPOAYKTH 34 IEYEHHE HA OCTHD HCXEMHYEH HHCYIT
Ynorpebara Ha GUOPHHONUTHYHH JICKAPCTBEHH NPOJTYKTH 32 JICYCHUETO HA OCTBHP HCXEMHUEH HHCYNT
MOXe aa ce 0bcbau, ako ctoiHoctuTe Ha TBP, EBC wiun aPTT He HaaBuinaBat ropHata rpaHMiia Ha

Hopmara (Upper limit of normal, ULN) cniopea MecTHMTE pedepeHTHH IPAHHLIH.

XHPYPryuYHH ONEPALMH H UHTEPBEHIIUH

[Ipy nauveHTH, npMeMailu fabMraTpaH €TeKCHIaT, KOMTO Ca MOAJIOKEHHU Ha XUpYPruuHa
HHTEPBEHLIHA HWIH HHBA3HBHU NMPOLICAYPH, CHILECTBYBA PUCK OT KbpBeHe. [10 Tazu npuunHa
XUPYPrHYHUTE HHTEPBEHUMHM MOTAT a2 HAI0XKAT BPEMEHHO NpEeKpariBaHe Ha NIPUEMAHETO HA
gaburatpaH €TeKcHUIar.

[MTaueHTHTE MOTAT Aa NPOAB/DKAT MPHEMA Ha Ja0MUraTpaH €TeKCHUIIAT, KOraTo ca MoAJI0KEHH Ha
kapauoBep3no. He ce Hanara npekscBaHe Ha nedeHueTo ¢ aaburarpan erekcunar {150 mg nsa nbTH

IHEBHO) NIpY NAUWEHTH, NOIOKEHHU Ha KaTeTbpHa abnaiug Ha NpeJcbpAHO MBbXKIEHE (BXK. TOUKA
4.2).

Heobxoaumo € NOBULLIEHO BHUMAHHE, KOTATO JIEYEHHUETO BPEMEHHO CE€ NMPEeKpaTH Mopajiu
UHTEPBEHLIMH M Ce NPenopbyBa MOHUTOpHpPaHEe Ha aHTHKoaryaauuaTa. [Ipu naudeHTu ¢ 6u0peuna
HeJOCTATBLYHOCT KIMPHHCHT Ha AaburarpaH MoXke /1a NpoJIb/KH No-Abiaro (Bx. Touka 5.2). Tosa
TpsiOBa na ce B3eMe NpeABUH Npelln Beska npouenypa. B TakuBa cnyuyau koaryaaluMoOHeEH TeCT (BK.
To4uKY 4.4 1 5.1) MOXe A2 MOMOrHE J1a € onpeaeau Jali BCE Ollle MMAa HAPYLUEHHWE HA XEMOCTAa3aTa.

Crewinu Xupypeuunu onepayuu uiu HeomaoJICHU npoyeoypu

[IpuemsbT Ha naburartpan erexcrunar TpAdBa a2 ObAE BpeMEHHO MpeKpaTeH. Ako € HeoOXoaumo OLp30
HEYTpaJM3upaHe Ha aHTHKOAryJJaHTHHA €(PEKT, MOXKE J]a Ce M3MNO0JI3RA CnelUdpUYHOTO

HEYTPaIM3MpalLO CPeACTBO Ha Naburarpad (Maapyunsymad) 3a sb3pacTHU naumeHTH. EdukacHocTTa
1 DesonacHOCTTa Ha MAAPYLIM3YMal He ca YCTAHOBEHM NPU NEIMATPHYHU NauneHTH. JlaburaTpan
MOXe 1a Obae OTCTpaHEeH NOCPEACTBOM XEMOAHAIM3A.

[Ipu npeycTaHOBABAHE HA TeparnuaTa ¢ JabUraTpaH NalMEeHTUTE ¢a U3NOKEHH Ha
CBBbp3aH ¢ OCHOBHOTO UM 3abonsapane. JlewenneTo ¢ nabMraTpaH eTEKCHNAT MOXKE
24 yaca cnea NpUnoKeHUe Ha naapyLM3yMad, ako nalMeHTLT € KIAMHUYHO ¢Tad
aJlCcKBaTHa XeMOCTa3sa.
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Xupypauunu onepayuu/unmepeeHyuyd Ha NOOOCMPYU CbCMOAHUA

[IpuembT Ha AaburaTpan erexcuiat TpaOBa BpeMEHHO J1a ce npekpari. [1o BE3MOXKHOCT,
XHpYpPru4HaTa onepanus/MHTepBeHU Y TpAOBa Ja ce OTNI0XKH A0 U3MHHABAHETO HA Hall-Mako 12 yaca
cie] MpyUeMa Ha nocrneHara 103a. AKO XUpYpru4Hara ornepaius He MOXE /1a C€ OTJIOXKH, ChIIECTBYBA
[IOBHIIIEH PHCK OT KbpBEeHE. TO3H pHCK TpA0Ba fa ce OLIEHH CIIPAMO CIIEHIHOCTTA HA UHTEPBEHLIMATA.

Iaanosa xupypzuuna onepayus

[1py BB3MOXKHOCT, MPHEMBT Ha Ja0UraTpaH eTekcunar TpadBa Ja ce npekpaTH Hali-Manko 24 yaca
Npeau M3BLPLIBAHETO HAa MHBA3WBHA WIIH XUpPYpru4vHa npouenypa. [Ipekparsapate npreMa Ha
naburatpaH erexcwnar 2-4 JHH Npein XMpYpruvHa ornepauds TpsOBa Ja ce HMa NpeaBu NpH
AIALHEHTH C MOBKILEH PUCK OT KbPBEHE WIH B CJIyyail Ha roifiMa Onepainms, NPy KOATO MOXKE J1a €
HeODXO0AHMa TBIHA XEMOCTA34a.,

Tabnnua 6 06061aBa npaBiuIaTa 3a NpeKpaTaBaHe Ha NpUeMa NIPEAH HHBA3UBHH WIH XHPYPrHUHH
MpOUEAYPH MPH Bb3PACTHH MALHEHTH.

Tabauua 6: IlpaBria 3a npekparaBane HA NPpHeMa NPeAH HHBAZHBHH UM XHPYPrHYHH
NPOUEAYPH NPH BL3PACTHHM MANHEHTH

bnOpeuna [IpubnuzurtencH [TpuembT Ha naburaTpaH eTexkcuaaT Tpabea Aa ce cripe npeau
pynkuua (CrCL [nonyxHBOT (4aCOBE)NIAHOBA XHPYPrHUYHa onepalms
in mL/min) BHCOK PHCK OT KbpPBEHE WIH  |CTaHIapTEH PHCK
roJisMa XUpypruyHa ofiepauus

>80 ~ 13 2 IH# IPEABAPUTESHO 24 yaca npeaBapUTENHO
>350-<80 ~ 15 2-3 IHH Npe/IBAPHUTETHO 1-2 qHH NpeBapHTENIHO

2-3 AHH npeaBapUTeaHo (>48
>30-<50 ~ 18 4 NHMW NpeaBapUTETTHO vaca)

[IpaBunaTa 3a npekparsBaHe Ha IPUEMA MPEAH UHBA3MBHHU WM XHPYPIrUYHH NPOLEAYPH TIPH
neauaTpH4HU NauueHTH ca odbodbienu B Tadbiuia 7.

Tabaunua 7: IIpapnaa 3a npekpaTaBaHe HA MPHEMAa NPeJH HHBAHBHH MJIH XHPYPIrHYHH
NPOUEAYPH NPH NEAHATPHYHA NANHERTH

brbpeuna pynkung (MCI'D B Cnupaxe Ha naburaTpaH npeau IU1aHOBAa XHPYpPru4Ha
ml/min/1,73 m?) onepaLms

>80 24 yaca npeaBapUTEIIHO

50-80 2 IHH NPEABAPHTENHO

<50 Te3n nauMeHTH He ca Mpoy4BaHH (BXK. TouKa 4.3).

Cnunanna anecme3ust/enuoYpaing AHeCme3us/Aymbanria nyHKyus
[IpoueaypH KaTo CMHAIHA aHECTE3MA H3UCKBAT ITLIHOLIGHHA XEMOCTATHYHA PYHKLIHS.
PHCKBT OT CIIHHAJIEH HITH ENUAYPANIEH XEMATOM MOKE /13 CE [OBULLM TPH CJIYYad HA TPRaBMATHYHM

WAX MHOTOKPATHH NMYyHKLHH K NIPY NPOAL/DKUTENHA yIIoTpeba Ha enuaypanHu Katetpu. Cnen
OTCTpaHABaHE Ha KaTeTbp TpAOBa Aa MMHAT HaW-MaJIKO 2 yaca npeau NpUIOKEHHETO Ha [THPB

CHMIITOMH Ha CMIHHAJICH HIH CITHAYPAJICH XEMATOM.

Ilocmonepamuena gasza

Crnen MHBa3UBHATA MpOLIEAYPA WIKM XUPYPruyHaTa HHTEPBEHLIMA JIEUEHHNETO ¢ 1a0
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TpAOGBa Ja ce NOAHOBH/3aM0OMHE Bb3MOXHO HAal-CKOPO, NMPH YCIOBHE He KIIMHHYHATA CHTYaLHs
Mo3BOJIABA H MMA aIEKBATHA XEMOCTA3a.

HeobxoauMMO € MOBHILEHO BHUMAHHE NPH MALMEHTH C PUCK OT KbPBEHE WJIH MALIMEHTH ¢ PUCK OT
CBPBLXEKCNO3ULMA, 0cOOEHO MaLMEeHTH ¢ HaMasieHa ObpOpeuHa dyHKUMA (BXK. cblIo TabnuIa 4) (BxK.
To4ykH 4.4 u 5.1).

[TalueHTH c BUCOK ONIepaTUBEH PUCK OT CMbPTHOCT M C BLTPELIHU PUCKOBH (PakTOpH 3a
TpoMboeMOonHUHH CHLOUTHS

ColuecTByBaT OFpaHHYEHH JaHHH 3a edukacHocTTa 4 B6e3onacHocTTa Ha naburarpaH €TeKCUNaT npu
TE3U NALMEHTH U TIOpaaM ToBa Te TpabBa na 6baaT NeKyBaHH € MOBUILEHO BHUMAHHE.

Onepauus npu ¢paxkrypa Ha UiMidkaTa Ha OegpeHaTa KocT

HsamMa nannv 3a ynorpebara Ha naburatpan eTeKCHIAT NPy MaUMEeHTH, MOAOXKEHHM Ha Oonepatus Mnpu
¢ pakTypa Ha LIMiiKkaTa Ha HeapeHaTa KOCT.
CnenoBare/IHO NEYCHUETO HE CE MPErnopbuBa.

YepHoapoObHO yBpexaaHe

[TauneHTy ¢ noBHLWEeHU YepHOAPOOHH eH3vMH >2 ULN ca U3K/TIOYEeHH OT OCHOBHHMTE M3IHTBAHMA.
Hsama Hanu4eH TepanesTHYeH ONUT 3a Ta3H cyOnonyaaiMd OT NalUWEHTH ¥ CIIeJOBATEHO NPH Ta3u
nonyiauus ynorpebara Ha naburatpaH eTeKCWIAT He ce npenopbusa. YepHoApoOHO yBpeEXAaHe WIH
yepHOAPOOHO 3ab0nsABaHe, 3a KOETO CE€ OYAKBA /1a MMA OTPAXKEHHE BHPXY NMPEKUBAEMOCTTA, €
[IPOTHBOMOKA3aHO (BX. TouKa 4.3).

BaaumoaenctTerue ¢ P-gp HHAYKTOPH

CbNbTCTBALLOTO NPUITOKEHHE HA P-gp HHAYKTOpH c€ OYaKBa /1a MOHMXKH TUIa3MEHHTE KOHLEHTPaLUH
Ha naburarpaH u TpadBa aa ce u3dsArea (BxkK. Touku 4.5 u 5.2).

[TaumeHTH ¢ AaHTUPOCPHONUNMUAEH CUHAPOM
HupekTHo aercrawy nepopani antukoarynantd (JJIIIOAK), sxknouutenso naburarpan

eTEKCHWIAT, HE CE NPETIOPHUBAT NPH MAUUEHTH ¢ aHaAMHe3a 3a TpomO03a, KOMTO ca AMArHOCTHLIMPAHH
anTndochonunuaeH cHHaApoM. [lo-cneuuanHo npy TpoHHOMO3UTHBHH NAUXEHTH (3a NymyceH
aHTUKOAryjaHT, aHTUKAPAHONHUIIMHOBH aHTHUTENA W aHTUTeNa cpelty beta-2-rnukonporeuH I},
neyenueto ¢ JIJATTOAK Moxe aa 6bae cpbp3aHO ¢ MOBULLICHA HECTOTA HA MOBTAPALILH CE
TPOMOOTHYHM CHOUTHA B CPAaBHEHHE C TEPANMATA C AHTArOHUCT Ha BUTAMHUH K.

Undapkr Ha muokapaa (MM)

B npoyusanetro RE-LY daza III (ITUITM, 8. Touka 5.1) obiara yectora va UM e 0,82, 0,81 u
0,64% / ronuHa cbOTBETHO 3a Jaburatpak erekcunar 110 mg aBa nuTH AHEBHO, NaburaTpax
erekcwiar 150 mg nsa nbTH AHEBHO U BapdapHH — YBEIHYEHHE B OTHOCHTENHUA PUCK 3a naburarpaH
oT 29% u 27% B cpaBHeHKE ¢ BapPapuH. HezaBucuMo OT neveHueTo, Hal-BHCOKUAT aDCOMIOTEH PHCK
ot UM ce Habmonasa B ciieHUTE NOATPYIH, C NOACOEH OTHOCHUTEIEH PUCK: MALMEHTH ¢ NPEAMILEH
MM, nauvenTH >65 roaduy ¢ aHadber uny KopoHapHa aprepHaiHa 6onecT, mauueHTH ¢ JeBoKaMepHa
¢paxuus Ha uaTnackeare <40% u nauneHTH ¢ ymepena 6n0peuna aucdyukumnsa. B nonbiaHenue no-
puck ot UM ce Habnronara npu nauMeHTH, npuemMaium cenbTeTBamo ACK niaroc knonuaorpen wiu

KNOMUAOrPE CAMOCTOATEIHO.
‘ N ERLAA /}h
B TpuTe akTHBHO KOHTpONKUpaHu npoyuBaHus pa3a Il 3a JIBT/BE ce ¢cbhobiaea ng/sudgxs URETOR -

Ha ciydad Ha UM npu naumeHTyTe, npuemaun jaburaTpaH €TeKCUIaT, B CpaBHES f 8
npuemaity Bapdapun: 0,4% cnpamo 0,2% B kpaTkocpouHute npoyusauns RE-C{DEER H; ._ -

COVER II 1 0,8% cnpamo 0,1% B abarocpounoro nanureane RE-MEDY, YBeJ'I‘-I%H %m‘gﬁ’ "‘i" rﬂ* S )
CTaTUCTUYECKM 3HAYMMO B TORA npoy4saHe (p=0,022). R i f v
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B npoyuBanero RE-SONATE, koeto cpaBnasBa naburatpas eTekcuaar ¢ mauebo, yecrorara Ha UM e
0,1% npu naumeHTyTe, Npdemaiuun aaburarpad erekcuwiar, U 0,2% npu nauueHTHTe Ha Iwanedo.

[TauneHTy ¢ akTHBHO OHKOJIOruuHO 3abonssane (JIBT/bE, BTEC npu neauatpH4Hyu NalHEHTH)

He ca ycTaHOBeHM eHKacHOCTTa W 6€30MacHOCTTa NP NAlIMEHTH, CTpafallii OT aKTUBHO
oHkonoruyHo 3abonseane u JABT/BE. Uma orpannyenu naHHM 3a epukacHocTra H Oe3onacHoOCTTa
[pH NeAUATPHYHH NMALUEHTHU C AKTUBHO OHKOIOTMYHO 3a00naBaHe.

lleanaTpuuna nonyJjaius

[Ip1 HAKOM NEAUATPUYHH NALKMEHTH CBHC CTPOro cneunprUHH 3abonaeaHus, Hanp. nauMeHTH ¢ donecT
Ha TBLHKHTE Y€pBa, IPH KOUTO MOXKE Ja € 3acerHara abcopbumnara, Tpabea na ce oOMUCH
U3MOI3BAHETO HA AHTHKOArYJ/1aHT, KOUTO Ce NMpuUiara NapeHTepaHo.

4.3 B3auMoaeHCTBHE C IPYT¥ JeKAPCTBEHH NPOIYKTH H APYrH GopMH HAa B3aHMOAeHCcTBHE

B3auMoaeicTBUA ¢ TpaHCIOPTEPHU

Haburatpan etekcunar e cydbctpar 3a ednykcHus Tpascnoprep P-gp. ChmbTCTBALIOTO NPHIIOKEHHE
Ha P-gp uHxnubutopu (Bx. Tabauua 8) ce ouakea Ja AoBee N0 NMOBHLIEHH HUBA Ha I1a3MeHarTa
KOHLIEHTpall1a Ha AaburarpaH.

AKO He € NPearnucalo aApyro, € HeobXoaAMMO BHHMATEIHO KIIMHUUHO HabmoaeHHe (ClieaeHe 3a
NpU3HALK HA KbPBEHE WIH aHEMHSR ), KOraTto naburarpaH ce rnpuaara eJHOBpeMeHHO ¢ MOLIHH P-gp
HHXUOUTOpU. Moxe na ca HeoOX0aMMH HaMaIABaHHS Ha A03aTa B KOMOMWHALIMA C HAKOH P-gp
MHXubuTOpH (BX. TOukH 4.2,4.3,44 u 5.1).

Tabauna 8: BzaumMogelicTBHA ¢ TpaHCNOPTEpH

P-gp unxubumopu

Cynvmcemeawiu ynompeba e npomuonoxazana (6ac. moyxka 4.3)

KerokoHazon  [KerokoHnazon noBuinaBa TOTAIHHTE AUC).0 U Chax CTOMHOCTH Ha naburarpan
CcbOTBETHO 2,38 bty M 2,35 nbTH Ciel eAMHHYHA nepopaiHa zo3a 400 mg u
CBOTBETHO 2,53 MbTH U 2,49 bTH CNeJ1 MEOTOKPAaTHO MNEpPOPATHO MPWIOKEHHE Ha
400 mg KeTOKOHAa30/1 BEHBK JHEBHO.

poHexapon 1Ipu eqHOBpEMEHHO NPUICKEHHUE Ha TadurarpaH €eTekCuIaT U APpOHEJAPOH TOTATHHATE
AUCo o H Chax CTOHHOCTH Ha fa0HMraTpaH ce yBeMUYaraT ChOTBETHO OKOJIO 2,4 MbTH M
2,3 MbTH cea MHOTOKpaTHO npuioxenve Ha 400 mg apoHeaapoH Ba NbTH JHEBHO H
CHOTBETHO 0K0J10 2,1 mbTH M 1,9 nvTi cnes eaguHnyHa ao3a 400 mg.

Htpakonaszon, [Bb3 oCHOBa Ha pe3yntaTuTe in vitro MOXe Ja ce ovaksa nogobeH edekT, KakTo ¢
LMKJIOCNOPHH  |[KETOKOHA30JI.

[ 1exanpesup/ |CoobTerBalitata ynorpeba Ha qaburatpaH eTekcunaT ¢ KoMOMHAUMATA ¢ DUKCHPAHH
nuOpeHTacBup 103 Ha P-gp uHxubutopuTe riekanpeBHp/MHOpPEHTACBUp MOKAa3Ba YBEIHYABAHE HA
[EKCTIO3HLIMATA Ha NabHraTpaH ¥ MOXKe 12 MTOBULIM PUCKA OT KbPBEHE.

Convmcemeawgama ynompeba He ce npenopwsysa
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TakponuMyc

In vitro € yCTaHOBEHO, Y€ CTENEHTA Ha HHXUOTOPHHA €EKT HA TAKPOJIUMYC BpXY Pgp
e nonobHa Ha a3, HabmoaaBaHa NMpPU UTPAKOHA30JT U LIMKJIOCTIOPHH.
EAHOBPEMEHHOTO NPHIOKEHHUE HA JaOUraTpaH eTeKCHIAT C TAKPOIHMYC HE €
NPOY4E€HO KIMHUYHO. BBIIpeKH TOBA, OrpaHUYMEHUTE KIMHUYHU JaHHH OT Apyru P-gp
cybcTpatu (eBeponuMyc) npeanonarar no-cnabo nHxnbupane Ha P-gp oT Takponumyc,
B CpaBHEHHE ¢ HabMioAaBaHOTO npu criHK P-gp HEXUOHTOPK.

Heobxooumo e nosuweno enumanue npu conomcemeawya ynompeba (exc. mouku 4.2 u 4.4)

Bepanamui

Koraro gaburatpan erekcunar (150 mg) ce npuiara eTHOBPEMEHHO ¢ nepopaseH
BepanaMuil, Cmax H AUC Ha qaburarpan ce yBenMuaBar, HO CTENICHTA HA Ta3H NpOMsSHa
€ pa3/inyHa B 3aBUCHMOCT OT BPEMETO HA NMpHeMaHe U opMara Ha Bepanamu (Bx.

TOMKH 4.2 U 4.4).

Ha#-ronamMoTo nosyinasaHe Ha €KCNo3MuyaTa Ha aaburarpaH ce Habnoaasa npu
['bPBATA 103a Ha BepanaMwi ¢ HezabapHO 0cBOOOXKIaBaHe, MPUETA €IMH Yac Nnpeau
npueMa Ha faburarpaH erekcunar (yeennuaBaHe Ha Chax 0K010 2,8 e M Ha AUC
oxono 2,5 nbTH). EQEeKTsT nporpecuBHO HaMansBa Npyu NpuiokeHue Ha ¢opmara ¢
YALDKEHO OCBOOOKAaBaHe (yBenn4uaBaHe Ha Crax OK0JI0 1,9 nmbTH M Ha AUC okoJ1o
1,7 mbTH) WK NPH NPUNOKEHHE HA MHOTOKPAaTHHU 034 Bepanamun (yBenuyaBaHe Ha
Chmax 0x0J10 1,6 by H Ha AUC okono 1,5 nbTH).

He ce nabnrogara 3HauumMo B3auMoaeicTBHE, KOraTo BepanaMm ce npMema 2 yaca
icnen paburatpas erexcunat (yBenanuasaHe Ha Cpax okonio 1,1 meti 1 Ha AUC oxono
1,2 mbTH). ToBa ce obscHaBa ¢ meiHata abcopbuus Ha gaburatpat cnea 2 vaca.

AMHOOAPOH

Koraro maburatpan etekcunar ce npuiara €IHOBPEMEHHO C eIHHHYHA NEPOPAHa
ino3a 600 mg aMuonapoH, CTENneHTa U CKOpPOCTTa Ha abcopbilua Ha aMUOAAPOH U Ha
axTHBHMA MY MeTabonut DEA no ceuiectBo He ce npomeHaT. AUC v Chax Ha
aburaTpaH HapacTBaT CbOTBETHO 0KOJ0 1,6 nbTh M 1,5 neTy. [Topaau abnarus
NOJYKUBOT HA AMHOJAPOH Bb3MOXXHOCTTA 34 B3aMMOACHCTBHE MOXKE /1a CHUIECTBYBa
ICCAMHLIM CJIE/I IPEKPATABAHE Ha JICUEHHETO ¢ aMHOAapOoH {BX. TOYKH 4.2 U 4.4).

XHHUIHUH

XHHUAWH e npwiarad karo ao3a ot 200 mg Ha Bceku 2 yaca Ao obuia ao3a 1 000 mg.
Vlaburatpan erekcunar e npwiarad ABa ITbTH JHEBHO B NPOABL/DKEHHE HA 3
NOCNEA0BATE/THH JHH, CbC UK O€3 XMHUAKHK Ha TpeTud AeH. AUCT, i U Chax,ss HA
\InaburarpaH ce yBesM4aBaT cpeaHoO ChOTBETHO 1,53 T M 1,56 nbTH npy
CBOBTCTBALIO NPHIOKEHHUE HA XHHUAUH (BX. ToUkH 4.2 1 4.4).

KnapurpoMuumH

Koraro xnapurpomMuuuH (500 mg nsa nbxTH AHEBHO) CE NMpHIara 3aeHo ¢ nadburaTpax
CTEKCHJIAT TIpU 34paBH 200poBonuM, ce Habnogara nosuiiasate Ha AUC oxono 1,19
mbTH ® Ha Cmax oxono 1,15 nuTA.
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Tukarpenop

Koraro eauuununa no3a ot 75 mg qaburaTpaH €TCKCHIAT CE MPHJIara eJHOBPEMEHHO C
HaToBapBalia n03a ot 180 mg Tukarpenop, AUC u Cmax Ha qaburartpaH ce
MoBULIABAT CHOTBETHO 1,73 bTH U 1,95 nbTH. Cnen MHOTOKpaTHH AO3H HA
mukarpenop 90 mg ABa MbTH AHEBHO, YBENUYABAHETO HA EKCTIO3MIIMATA HA JaburaTpaH
e 1,56 nbti 1 1,46 nbTH, cHOTBETHO 34 Crax M AUC.

IChbrbTCTBALIC NPWIOKEHUE Ha HATOBapBalla Ao3a THKarpenop 180 mg u naburatpan
etexkcwiat 110 mg (B ctaumoHapHo cbcTofgHHE) NoBHIIABA AUCT,5s M Crax,ss HA
nadburatpan croTBeTHO 1,49 mbTH # 1,65 MbTH B cpaBHEeHME ¢ Aa0HraTpaH €TEeKCHIIAT,
Mpuiaral camocroaTesHO. Koraro HaroBapeaina no3a ot 180 mg Tikarpenop ce 1aBa
2 vaca cnef mpreM Ha 110 mg naburatpan etekcuar (B CTALIMOHAPHO ChCTOSHHE),
nopumaBaHeTo HA AUCT, i M Chax,ss Ha Jaburatpad Hamaisiea cboTBeTHO 1,27 ITbTH U
1,23 nvTH B cpaBHEHME ¢ AA0OUTaTpaH €TEKCHIAT, IPWIATAH CaMOCTOATENHO. TaKsa
HE3aCTHIBALLL CE MMPHUEM CE NMPENOpPhYBA [IPH 3aNIOUBAHE HA TUKATPEIOp ¢ HATOBAPBAIlla
lmo3a.

ChnbTeTBALOTO NPpWIOKEHUE Ha 90 mg TUKarpesiop Ba MbTH JHEBHO (MOLIBPXKAIIA
no3a) U 110 mg naburarpad erexcunar nopumana KopurupaHuTe AUCT,ss U Cuax,ss HA
inaburarpan 1,26 meti u 1,29 nbTH B cpaBHEHHE ¢ JaOUraTpaH eTeKCUIIAT, PHJIaraH
[CaMOCTOATETHO.

ITozakoHazon

1losakoHa30 ¢bUIO UHXHOHUpA B HAKAKBA cTeneH P-gp, HO TOBA He € TPOYUYEHO
KIIMHHYHO. EAHOBPEMEHHOTO MPUIIOKEHHE Ha AaduraTpaH eTEKCHIAT ¢ MO3aKOHA30]
HaJlara BHHMAaTEIHO TIpOCieAABaHe.

P-2p uHOyKmopuy

Conomemsawjama ynompeba mpabea oa ce uzbazeaq.

Harp.
puaMITULIMH,
KBIT KAHTAPHOH
(Hypericum
perforatum),
kapbamazenux
UK PEHHUTOUH

Ehnmcmamom [MPHIIOKEHHE CE OYAKBA A0 [OHMKABAHE HA KOHLCHTpALMATA HA
abwurarpas.

[IpemearkanmaTa c u3cneABaHUR MHIYKTOP pUGAMITUUMH rpy 03a 600 mg BeaHbK
THEBHO 3a 7 JHH MOHWKaBa 0011aTa MMKOBa KOHLEHTpAlUsA Ha JaburatpaH U obuiara
€KCIO3ULIMA ChC CHOTBETHO 65,5% n 67%. Ungyuupalmar edekt ¢ noHmKeH, KOSTO
BOJM JO HUBO HA €KCIMO3WULMsA HA AadurarpaH, O1u3ko 1o pedepeHTHaTa CTOMHOCT X0
\lEH 7 cliel criMpaHe Ha JieyeHHeTo ¢ pudammuii. He e HabmoaaBaHo no-HaTarbLIHO
MOBHILUCHHE Ha OMOHATTMYHOCTTA CJIER OLue 7 JHH.

[Ipomeaznu unxubumopu, kamo pumoHasup

Cwnememeaiya ynompeba ne ce npenopsusd

A KOMOUHALIMUTE

Hanp. pHTOHaEleTe noBauABaT P-gp (kakTo kato HHXUOUTOP, Taka U KaTo MHAYKTOpP). Te He ca 6w

NPOYYBAHH, IOPAM KOETO HE CE MPENOPBYBAT 3a CHITHTCTRALIO JIeYeHHe ¢ qaburarpan

MY C JpYIH €TeKCHIaT.

[pOTea3HH

HHXUOUTOPH

P-op cybcmpam

urokcusn B npoyuBaHe, nposeaeHo ¢ 24 3apaBu A0OPOBOJILM, IPH eﬂHone FFHOLO' % ',-f-’ I8

il

IIPHITOXXCHHUC Ha Ilaﬁﬂr‘anaH eTeKCHIaT M JNIOKCHH HE ¢ca HAOMIO AR R
- \ "H.

€KCIMO3HUMATA HAa JUIOKCHH W KIIMHUYHO 3HAYUMH MPOMEHH B €KC 3!/1[11{51
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AHTHKOAryNnaHTH H JIEKAPCTBEHH NPOAYKTH cpeuly TpoMOOLUMTHA arperaius

JIuncea WiH

ChLUICCTBYBA CAMO OI'paHHH4CH OIMUT CBC CIICAHHUTE NICUEHHA, KOUTO MOTaT Aa NOBULIAT

pHCKa OT KbPBEHE, KOraTo C€ [PHUIaraT CbIIbTCTBRAUIO ¢ AadUraTpaHd €TeKCHNAT: AHTHKOAry/1aHTH,
KaTo HeppakUHOHHpaH xenapuH (HOX), Huckomonexkynuu xenapuau (HMX) u xenapunosu

MPOU3BOJHH
Ha BUTAMHH

(PoHpanapuHykc, AEIUPYAHH), TPOMOOIHUTHYHH JIEKAPCTBEHH IIPOIYKTH H AHTATOHHCTH
K, pusapokcabas WM Opyrv aHTHKOATYIaHTH 3a NIEPOPATHO NMPUIIOKEHME (BXK. TOUKa

4.3), WK IeKapCTBEHHU NPOAYKTH cpelty TpomOounTHa arperaums, kato GPIIb/IIIa pelienrophu
aHTarOHUCTH, THKIONMUAUH, Npacyrpen, THKarpeaop, AEKCTpaH U cyldpuHnupasoH (Bx. Touka 4.4).

Ot naHHHuTE,

ceOpanu no Bpeme Ha daza III npoyusane RE-LY (Bik. Touka 5.1), e HabnionaBaHo, ue

CBITBTCTBAlIATA YIIOTPEOA HA IPYrH NEPOPATHHM WM MAPEHTEPANHH AHTHKOATYJIAHTH MOBUILIABA
YECTOTATA HA IOJIAMO KbpBEHE NPUOIIM3UTENHO 2,5 MbTH, KAKTO NpH JabHraTpaH €eTeKkcuiaT, Taka u
npu BapdapuH, r1aBHO B CHTYallMH, CBbP3aHH C IPEMHHABAHE OT €AHHUSA aHTHKOAI'yJIaHT KbM ApyrHs
(BX. Touka 4.3). OcBeH TOBa, CbBTCTBALIAaTa ynoTpeba Ha aHTHTpoMOoTHUHK cpeacTtBa, ACK vnu
KJIOMHAAOIPE NPUOIM3KTENIHO YABOABA HYECTOTATA Ha FOJAMO KbPBEHE, KaKTO MPH AaburaTpaH
€TEKCHJIAT, Taka U npu sapdapuH (BxK. Touka 4.4).

H®X moxe na ce npunara npy 4034, HE0OX0AMMHU 32 NOATBPXKAHE HA MPOXOJWMOCTTA HA LIEHTPaIcH

BEHO3€H WIHM apTEepHAIIEH KaTeThp WM 10 BPEME Ha KaTeTbpHa abnauus NpH npeachbpaHO MbiKIEHE
(BX. Touka 4.3).

Tadbnuna 9:

B3agMOJeHCTBHA ¢ AHTHKOATY/JAHTH H JEKAPCTBEHK NPOYKTH CPEINY

TpomMbouuTHA arperaung

HCIIBC

[Ipunaranure 3a kpatkocpouna aHanrezus HCIIBC He ce cBbp3BaT ¢ NOBHILEH PHCK OT
KbPBCHE, KOraTo €€ NMpUJIaraT ChIrbTCTBAlIO ¢ AaburatpaH eTekcuiar. Ilpu
npoab/ukuTenHa ynorpeda B npoyusaneto RE-L'Y HCIIBC yBenuuasar pucka ot
KbpBEHE ¢ 0kono 30%, KakTo fipy naburaTpad €TEKCWIAT, Taka K NpH BapdapHH.

Knonugorpen

[1pu Mmnaau 3apaBy JOOPOBOILUM OT MBIKKH MO CHITBTCTBANLOTO NPHIOKEHHUE HA
\1abMraTpaH eTeKCHIaT W KJIOTHAOTPEN HE € AOBEIO A0 JAOMWIHUTENHO yABb/HKaBaHe Ha
BPEMETO Ha KaMHJIAPHO KbPBEHE B CpaBHEHUE ¢ MOHOTepanua ¢ kionuaorpen. Ocsex
T0Ba AUCT, s M Crax,ss U H3MEPHTEIMTE HA KOArynauusita 3a edexra Ha faburaTpan, HiM
MHXHOHpAHETO Ha TPOMOOLIMTHATA arperauus KaTo H3MepHTEN Ha eeKTa Ha
KIIOMHAOTpE, MO CHIIECTBO OCTABAT HENPOMEHEHH NpPH CpaBHABaHE HA KOMOHMHHUPAHOTO
JICYCHHAE H CbOTBETHUTE MOHOTepanuH. [1pu HaTtosapsaia go3a 300 mg unu 600 mg

knonuaorpen, AUCT,ss M Crax,ss Ha Jaburatpat ce nosuuasar ¢ oxomo 30-40% (Bax.
rouka 4.4).

ACK

EnnospeMenHoro npunokeHue Ha ACK u 150 mg nabGurarpas erekcunar aBa mbTH

JITHEBHO MOXE 1a NMOBULIK PHCKA OT BCAKAKBO KbpBeHE OT 12% 10 18% 1 24% cboTBETHO
rnpu ao3u 81 mg n 325 mg ACK (Bx. Touka 4.4).

Huckomone-
KYJAHH
XEnapHuHu
(HMX)

CoowsTeTBaliaTa ynorpedba Ha HUCkoMonekysHn xenapuun (HMX), kato eHokcanapuH
lnabMraTpaH €TeKCWIaT, He € cneurdanHo npoyusaHa. Cnea npeMHHaBaHe OT 3-JHEBHO
JiedeHHe ¢ eHokcaraprH 40 mg s.c. BeAHbX AHEBHO, 24 yaca crell Noc/ieaHaTa Jo3a
IEHOKCANapuH, eKCIO3UMLIMATA Ha JaburaTpaH € OMna Manko rno-HHUCKa, OTKOJIKOTO Ta3H,
HEMOCPEACTBEHO CJIEA MPHIOKEHHETO caMO Ha faburaTpaH erekcHaat (€ MHHYHA 1034
220 mg). Habmonasana e no-sucoka antu-FXa/Flla akrusHocT cnen npuwioxeHue Ha
AabHraTpaH eTeKCUIaT C MPEABAPHTETHO JIEUEHHE ¢ €eHOKCANAPHH B CPABHEHUE C
JICYEHUETO caMo ¢ gaburarpan erekcunar. CuuTa ce, ve TORa CE ABb/DKHM HA
MPOABL/DKHUTENHOCTTA Ha €(eKTa Ha €HOKCAMapHH Clief] TeUeHHUeTo (¢
CIICNOBATENIHO HE € KIAWHHUYHO 3HAYUMMO. OCTAHAIIATE Pe3YJITATH OT

M3CJIEBAHH, CBbP3aHH ¢ JadHUraTpaH, He ca MPOMEHEHH 3HAYUMO
€HOKCanapHH.

pyru B3anMonencTBHs
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Tabnana 10: Apyru s3anmogedcrens

Cenexmuenu unxubumopu na obpamnomo 3axeawane na cepomonuna (SSRI) uau cenrexmueru

unxubumopu Ha 0OPamKHOmMo 3axsauiane Ha cepomonuna u nopenunedpuna (SNRIs)

SSRI 1 SNRI nosuIaraTt pucka oT KbpPBEHE BBB BCHUKH IPYIH Ha JICHEHHE B
SSRI, SNRI npoyusaHeTro RE-LY

BEM{ECIHE‘H, KOHMoO nosauAasam cmomMauwiHomao pH

[laHTOMpa3’on  [pu exHoBpeMeHHO NpHIOKEHKE Ha NabUraTpaH eTeKCHAT M [MAHTOMNPA30JI Ce
Habmoaasa npubnuzurento 30% namanenue Ha AUC Ha naburatpan. ITantonpason v
\Apyrd HHXUOUTOPU Ha npotoHHata nomna (MUIIIT) ca npunaraHn e THOBPEMEHHO ¢
laburaTpaH €TeKCWIAT B KJIMHUYHYK NPOYURAaHHUA K ¢bObTCTBAILOTO Jedenue ¢ UITIT e
M3rNeXKAa Aa HaMansBa edukacHocTTa Ha Teaekcep.

PauutuauH I1puno)keHHETO Ha PaHUTHAMH 3a€AHO ¢ AaburaTpaH eTeKCUIAT HE OKa3Ba KJIWHHYHO
3HauMM edexT BPXY cTeneHTa Ha abcopbuuns Ha nabHrarpaH.

BiaumoneicTens, CBbpP3aHH ¢ MeTabONUTHUA Npod il Ha AaburatpaH eTekcuIaT U AaburaTpan

HNaburarpan eTekcunar n faburarpan He ce MeTaboIM3UpaT OT CUCTEMaTa Ha uuMToXpoM P450 u
HAMAT in Vitro eQexT BbpXy YoBewkuTe uutoxpoMm P450 ensumu. CneaosarenHo, ¢ naburarpaH He
C€ OYaKBaT CBbp3aHH JIEKAPCTBEHH B3aUMOLACHCTBHS.

[leanaTpnyHa nonynanus

[IpoyuBaHusTa 32 B3aUMOASCHCTBHA Ca ITPOBEXIAAHH CaMO MPH Bb3PACTHH.
44 @epraauter, DPpEMEHHOCT U KbpMeEHe

JKeHu ¢ feTepocH NOTEHUHA
Xenu ¢ aereponen noteHUMan Tpadea ga u3barsar OpeMeHHOCT M0 BpeMe Ha JieueHHe ¢ Tenekcep.

bpeMeHHOCT

HMma orpaHnueHM JaHHH OT ynorpedara Ha qaburatpaH etekcunar npyd OpeMeHHH XKEHH.
[IpoyuBaHHATA NIPH XKUBOTHM MOKA3BAT PENPOAYKTUBHA TOKCHYHOCT {Bx. Touka 5.3). [loTeHuunanHuar
PHMCK MPH XOpa HE € U3BECTEH.

Tenexcep He TpabBa f1a ce nMpunara no speMe Ha OpeMEHHOCT, OCBEH B Cy4ai HA KATEropHYHa
HEOOXOIUMOCT.

KnpMeHe
Hsama k1MHUYHM AaHHU 33 edekTa Ha 1aduraTpaH BbPXy KbpMa4eTa No BpeMe Ha KbpMEHE.
KbpMeHeTo TpabBa 1a ce npeycTaHOBU 10 BpeMe Ha nedeHHe ¢ Tenekcep.

QEepTUAUTET

Hsma naHHuW npu xXopa.
[Ipu mpoyuBaHus BLPXY *KMBOTHH € HabNOAAaBaH €PEKT BbPXY GEPTIWIMTETA IPH XKEHCKHUTE TOA
dopmaTa Ha HaMalsBaHe Ha OpOod Ha UMIUIAHTAUMKTE U [IOBHUILABAHE Ha NPeAWMILUIAHTALIMOHHUTE
3aryou npm n03a 70 mg/kg (5-kpaTHOTO HHBO Ha IU1a3MeHa €KCNO3MUMA Nipy nauueHTH). He ca
Haba0naBaHU ApYTH eeKTU BhpXY PepTUIMTETA NpH KeHCeKuTe. Hama BausHMe BBLpX

PU MBXKKHTE. [IpH 103H, KOUTO ca TOKCHYHY 3a MaikuTe (5- 1o 10-kpaTHOTO HUBO 2 /
€KCITO3UIlU%E TP NAUWEHTH), IIPH ILIBLXOBE U 3aiiLiM ce HabMoAaBa HaManaBaHe Ha / :i' 10T
emOprodeTanHaTa )XU3IHEHOCNOCOOHOCT, 3aeAHO C NMNOBHLIABAHE HA (peTATHHTE B

—

"*t-l. - "?0/?

+

v S L T L :_--_‘
MPEHATAJIHOTO H NMOCTHATATHOTO NPOyU4BaHe € HA0MI01aBaHO NIOBHUILIABAHE Ha ¢ ‘ ; HPTHOCT, | 5. } |
npyu 2031, KOUTO Ca TOKCUHYHM 3a MalkuTe (/103a, CbOTBETCTBAILA HA 4 MbTH MO-BI HRQHY L >
& ) * ;
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[1a3MEHa EKCMO3ULMA OT HAbN10AaBAHOTO MPH MALKHEHTH).
4.5 Edexru snpxy cnocobnocrta 3a modrpane v padora ¢ MAIIHHH

JlabvraTpan eTeKCHNAaT He NOBIHABA WIH NOBJIMABA NMPEHEOPEKUMO cniocobHOCTTA 32 wodHpaHe
paboTa ¢ MaIIKHHH.

4.6 Hexenans JJeKapCTBeHH PeaKIHH

O6o6uieHue Ha npoduna Ha He3onacHOCT

HaburarpaH eTeKCWIAT € OLEHEH B KIMHUYHM M3NMHTBAHKA MPH 00110 npubnusurento 64 000
MAaUHEHTH; OT KOMTO npudbm3uTenHo 35 000 manpeHTH ca NekyBaHH ¢ JabUraTpaH eTeKcHIar.

O6uio 22% oT nauMeHTHTE ¢ NPEAChPAHO MBIKAEHE, JICKYBAHH 3d MPEBEHIUA HA MHCYAT W CHCTEMEH
eMb0IM3BM (ABArOCpOUHO eyeHre no 3 roaunu), 14% ot nauunertrre, nexysanu 3a JIBT/BE, u 15%
OT MALUMCHTHTE, JIeKyBaHH 3a npeseHuUMa Ha JIBT/BE, ca nonyuunu HexenaHu peakumu.

Haii-uecto cbobiasaHuTe CHOUTHA ca cliyyad Ha KbPBEHE, Bh3HUKBALLH NPH Npubausutento 16,6%
OT MALUEHTUTE C NMPEACHPAHO MBXK/IEHE, JIEKYBAHH ABITOCPOYHO 32 NIPEBEHLIMA HA UHCYIIT U
cuctemMeH eMO0n3BM, W npu 14,4% ot BB3pacTHuTEe nauueHTH, nekysanu 3a JIBT/BE. OceeH ToBa
HMMa CJTy4uad Ha kbpBeHe np 19,4% ot naumenTure B n3nurBaHeTo 3a npesenuus Ha /IBT/BE, RE-
MEDY (Bb3pactiu naunedtn), H npu 10,5% ot nauueHTHTe B M3NHTBAHETO 34 MPEBEHLMA HA
HBT/BE, RE-SONATE (sb3pacTHH maLMeHTH).

T®# KaTo NMoMynaurUTe OT MALMEHTH, JIEKYBaHH 3a TPUTE MOKa3aHHA, HE ¢a CPaBHHUMH U COMTHATA Ha
KbpBeHe 00XBaLIAT HAKOMKO cUcTeMo-opraHHM kinacose (SOC), B 06001eHo onucanue cbOUTHATA Ha
rOJIAMO H HA BCSAKAKBO KbpPBEHE ca pa3npee/ICHH Crope/ NMOKa3aHHETO U ¢a oco4deHu B Tabnuua 12-
15 nmo-pony.

Bunpeku ye € ¢ HUCKa 4ecToTa NPpY KIIMHHYHH NMPOYYBAHHs, MOXE Ja HACThIIU rONAMO HITH TEXKO
KbPBEHE, KOETO HE3ABUCHMO OT MACTOTO Ha Bb3HMKBAHE MOXE 2 IOBEIE JO HHBAIHIMINPAHE,

AHNBOTO3aCTpallaBall0 ChCTOSAHHE WIH JOPH JIETAJICH H3XOA.

CHHCHK Ha HEXKENAHUTE peakLiMK B TAOIHUYEH BU/

B rabnuua 11 ca nokasaHn HeXENaHUTE PEAKLMH, YCTAHOBSHM B IPOYUBAHHUATA H IOCTMapKETHHIOBH
AQHHH TPH NOKA3aHMATA NPEBEHLIKUA Ha TPOMOOEMOONHUEH HHCYIT M CUCTEMEH eMOOIIUIBM NPYU
MaLMEHTH ¢ NpEeACHPAHO MBXKAEHE, AeueHue Ha JIBT/BE u npesenuma Ha JIBT/BE. Te ca rpynupanm
no cuctemo-opraHet iac (SOC) ¥ no uecToTa ¢ U3MON3BAHE HA C/IEAHATA KOHBEHLMA: MHOTO YeCTH
(>1/10), yectn (=1/100 no <1/10), Heuwectn (>1/1 000 po <1/100), peaxu (>1/10 000 ao <1/1 000),
MHoOr0 penku (<1/10 000), ¢ HeussecTHa yecTOTa (OT HAJIMMHUTE JAHHH HE MOXKe 1a Obe HarpaBeHa
OLICHKA).

Tabauua 11: Hexenann peakuun

YecTOTA

SOC / [IpeanounTad TepMHH. [lpesenuna Ha uncynt v Jleuenue Ha JIBT/BE u npeBenims Ha
cucrtemed eMobonussm npu |[IBT/BE
MAaUUEHTH C MPEACHPAHO

MBXKIEHE

HapyiueHust Ha KpbBTa U TMMQHATa CHUCTEMa

AHeMHuA YecTH HeuecTH

[loHxkeH xeMornobuH Heuectu C HeM3BECTHA YECTO

TpombouuTonenus HeuecTy Penku & |

[ToHmKEH XeMaTOKPUT Penku C HeusBecTHa uecto [ Vi )y ® Ty

HeyTponetus C HeW3BECTHA YECTOTA C Heu3BecTHa YecTOTR | . sich S awid &

ArpaHyJOLHUTO3a C HeM3BECTHA YECTOTA C HeH3BeCTHa qecﬂ\ra": SHEFS
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HapyuueHys Ha MMYHHATa CHCTEMA

JlexapcTBeHa

CBPbX4YBCTBHTEIHOCT Heuectu Heuectu

O6pus Heuectu HeuyecTH

IIpypuryc HeuectH Heuectn

AnabunaxTHyHa peakuus Penku Peaxu

AHruoeaem Peaku Peaku

Y pTHKapu4 Penku PenkH

bponxocnaszsm C HEeHU3BECTHA YECTOTA IC HeHU3BECTHA YECTOTA
HapylicHus Ha HEpBHATa CHCTEMA

BrrpedepernHa xeMoparus Heuectn Penku
CraoBH HapyuieHHs

XeMaToM Heuectn Heuyectn

XeMoparus HeuecTH HeuectH
PecnupaTtopHH, rPbAHUA U MEIMACTHHAIIHH HAPYLICHHSA

Enucrakcue YectH YectH

XemogTH3a HeuecTu Heuectn
(CToMalHO-4pEeBHH HAPYLIEHHS

CroMaiHo-uypeBHa XeMoparua  [YectH YectH

AbaomuHanHa Dosika Yectn Hevectu

HAuapus Yectu Heuectu

Hucnericus YectH YectH

["ageHe Yectu Heuectu

PekTasiHa XeMoparHs Heuecty Yectu

XeMopouaaJIHa XxeMoparus HeuecTy Heuectu

CToMallHO-YpeBHA A3BA, Heuectn HeuectH

BKJIIOUHTENTHO e30¢areanHa s3Ba

["acTpoe3odarur HeuectH Hevectn

["acTpoesodareasHa pedykcHa

oonecT HedectH Heuectn

[loBpbuiane Heuectn HeuecTtu

Hucdarus HeuecTH Penkn
XenaroOunvMapHu HapyLIEHHA

Hapymiena yepHoapoOHa HeuecTH HeuectH

b YHKUMA/OTKIIOHEHHS BB

bYHKLIMOHATHHTE YepHOAPOOHH

IloBuilieHne Ha aiaHWH HeuecTn HeuecTu

aMMHOTpaHcdepasaTa

[ToBuienne Ha acnaprar Heuectn HeuecTn

aMHHOTpaHcepas3aTa

[Topuiienn yepHOAPOOHH €HIUMH|PeaKku HeuecTr

XunepbunupybuHemss Penku C Heu3BeCcTHA YeCTOTA

Hﬂp}fLHEHHH Ha KOXKAaTa U IIOJKOXKHATA ThbKaH

KoXHH KpbBOM3INBU

YecTH

YecTH

Anorneuus IC Heu3BeCcTHA 4eCTOTA C HeM3BeCTHA 4YeCTOTa
HapyliieHus Ha MyCKY/THO-CKe/1€THATA CHCTEMA U CheAMHUTENHATA ThKaH

Xemaprposa Penxu Heuectn
Hapyuresns Ha Op0peuMTe U NUKOYHUTE MBTHIIA

YporeHuranHa XxeMoparus, Yectn YectH

BKJIIOYMTENTHO XEMATYPUS
(O011M HapyILIEHUs U €PEKTH Ha MACTOTO HAa MPHJIOKEHHE

XemMoparus Ha MACTOTO Ha

MIDKEKTHPAHE Penkmu Penku




XeMoparus Ha MACTOTO Ha
MOCTaBAHE Ha KaTeThpa Penku Peaku

HapaHsBanus, OTpaBAHHA ¥ YCJIOKHEHHWA, Bb3HMKHAIM B PE3YJITAT HA HHTEPBEHLIMH

TpaBMaTHuUHa Xemoparus Penxu HeuecTH
XeMoparus Ha MACTOTO Ha
HHLN3UA Penku Penkwu

Onucanue Ha u3bpanu HeXxenaHK peaKLHH

Peaxyuu na xvpsene

[Topaau papmMakonoruuH1s MEXaHU3bM Ha JeHcTBHE yriorpedara Ha JaburaTpaH €TeKCHIaT MOXe Aa
6ba€ CBBp3aHa ¢ MOBHILEH PHCK OT OKYJITHO MIIH BUAHMO KbPBEHE OT KOATO M []a € ThbKaH WM OpraH.
[IpusHauMTe, CHMITTOMHUTE U TEKECTTA (BKIIIOYMTENHO U JIETAJIEH K3XO/) BAPUPAT CMIOPE] MACTOTO H
CTEMeHTa K 00XBaTa HAa KbPBEHETO W/HWIM aHEMUATA. B KIIMHUYHHTE NPOYUYBAHUA MYKO3HOTO
KbpBEHE (Hanp. CTOMALIHO-4YPEBHO, TEHUTOYPHUHAPHO) € HabMIOJaBAHO MO-YECTO MPH ALIrOCPOYHO
JedeHre ¢ fadHraTpaH eTekcunar, B cpaBHeHHe ¢ JiedeHne ¢ BKA. Taka, B 1omsiHeHHe KbM
MOAXOAALIO KITHHUYHO HabiogeHue, 1abopaTopHOTO H3C/IeIBaHe HA XEMOTJIOOMH/XEMATOKPUT €
LIEHHO 33 OTKPHBAHE HA OKYJITHO KbpBEHE. PUCKLT OT KbpBEHE MOXE J1a C€ MOBHUIUM MPH ONPEACIEHH
rpynu MaLMeHTH, Halp. TE3H KOMTO UMAT yMepeHo 6OpeuHo yBpexKaaHe H/WIH ¢a Ha ChITBTCTBALLO
JIEYCHHE, 3acAralllo XeMocTasara, KM CHIIHH P-gp nuxuburopu (BX. Touka 4.4 XeMoparuueH prck).
XeMOparH4HUTE YCIOKHEHHUS MOXKE 1A C€ MPOABAT Kato cnabocTt, 61eAHOCT, 3aMasHOCT, r1asobonue
WK HeOOACHUMO OAYBaHe, AMCNHES W HEOOACHHUM HIOK.

Crpob1aBa ce 3a 103HaTH YCJIOXKHEHHWA C KbPBEHE, KATO KOMITAPTMEHT CHHAPOM H ocTpa Os0peyna
HEAOCTATLUHOCT MOpaay XxMnonepgdy3us # CBbP3aHa C aHTUKOAryJIaHTH He()PONIaTHA NPH NMalUEeHTH C
npeapasnonaraily pHcKOBH GakTopH, BbB Bpb3Ka Cc Aa0UrarpaH etekcunar. CneosarteHo, TpsOBa aa
CC OTHYHMTA BEPOATHOCTTA 3@ XEMOPArus NPH OLICHKATa Ha CbCTOAHUETO Ha BCEKH aHTHKOAry/IupaH
MaLHEeHTH. 32 Bb3PaCTHH NAUHEHTH UMa HATTMYHO CNEUMPHUYHO HEYTPAITH3HpPaLO CPEACTBO 32
nRaburarpaH, naapyunsymMab, B ciyuaii Ha HEKOHTPOSMPYEMO KbpBeHE (BX. Touka 4.9).

Iipegenyus na uncyam u cucmemen emMboAUIOM NPU 6LIPACMHU RAYUEHMU C HEKIANHO NPEOCHPOHO
MBIHCOEHE C eOuH wiu noeeve puckosu axmopu (ITHITM)

Tabnuua 12 noxasea ceOMTHATA HA KbpBEHE, pa3npenecHH KaTO ChOMTHS Ha roNsMoO U Ha BCAKAKBO
KbpBE€HE B OCHOBHOTO MpPOYy4BaHe, H3CACABAIIO MIPEBEHLHATA HA TPOMOOEeMOOTHYEH HHCYT U
CHCTEMEH eMDON3BM MPU NAUKUEHTH ¢ NPEACHPIHO MBIKICHE.

Tabauua 12: CuéuTnsa Ha KbpPBeHe B NIPOYYBaHe, H3C/IEXBAIN0 NPEBEHIHATA Ha
TpomboeMOo/IHYeH HHCYJAT H CHCTeMeH eMOO0TH3BM NPH NAUHEHTH ¢ NPEACHPAHO MbiKACHE

Jlaburatpan erexcunar|/{aburatpan erexcuiat|Bapdapuu

110 mg nea nbTH

150 mg aBa mbTH

THEBHO JITHEBHO
Panaomuzvpanu nauwentn 6 015 6076 6 022
["0naMO KkbpBEHE 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
BrvrpeuepenHo kbpBeHe 27 (0,23 %) 39 (0,32 %) 91 (0,77%)
CY kbpBeHe 134 (1,13 %) 192 (1,60%) 128 (1,09%)
KspseHe ¢ neranen u3xoa |26 (0,22 %) 30 (0.25 %) 42 (0.36 %)

Manko KepBeHe

1566 (13,16 %)

1 787 (14,85 %)

1 931 (16,372

BcsakakBo KbpBEHE

1 759 (14,78 %)

1 997 (16,60 %)

B panaomMu3npano npoyusaHe, npy NalHEHTHTE, NPHEMAIH RabUraTpaH erexcuna
nuesHo Wny 150 mg nBa NbTH THEBHO € CHILECTBYBAJ 3HAUMTENHO MO-HUCHK PHC
KMBOTO3ACTPALLIABALIO KbPBEHE H BbTPEYEPEINHO KbPBEHE B CPABHEHHE C TE3M, MNP
[p<0,05]. U npu aBeTe KOHUCHTPaLMy HA JaOUraTpaH ETEKCHIAT € MMaN0 U CTATH
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o-HUCKa ob1a 4yectota Ha KbpeeHe. [Ipy nauuenTuTe, npuemanu pannoMuadpatro 110 mg
AaburarpaH €TeKCUNAT /IBa METH THEBHO CHLUECTBYBA 3HAYMTENIHO TIO-HUCHK PUCK OT roJISMO
KbpBEHE B CpaBHEHHE ¢ Bapdapus (koeduuueHT Ha pucka 0,81 [p=0,0027]). IIpu nauneHTUTE,
[preMaiu pagaoMusuparo 150 mg naburarpas eTekcwiar ABa ITbTH JHEBHO € ChLIECTBYBAJI
3HAYHUTETHO MO-roIM pucK OT CY kbpBeHe B cpaBHeHHE ¢ BapdapuH (koeduuueHT Ha pucka 1,48
[p=0,0005]. To3u edekT € HabArOgABAH INTABHO NMPH NMALMEHTH >75 rOAUHM.

Knunnunara monsa ot JaburarpaH no OTHOUIEHUE HA MPEBEHLUATA HA HHCYJIT U CHCTEMEH
eMOO/IM3BM M MOHKWKEHUAT PUCK OT HHTpakpaHuanHa xemoparua (MKX) B cpasHeHue ¢ BapdapuH ce
3an1a3BaT NMpH OTACAHUTE MOAIPYIH, Hamnp. OLOpeYHO yBpexKaaHe, Bb3pacT, ChITBTCTRALIA ynoTpeba Ha
NIEKapPCTBEHH NMPOJIYKTH KaTo Hanp. aHTUTpoMboTHUM Wik P-gp urxunburopu. Jlokato Hikou
MOArPYIH MALHEHTH Ca C MOBHILIECH PHUCK OT T'OJIAMO KbPBEHE, KOraToO Ca JIEKYBAHHU ¢ AHTHKOATY/IaHT,
MOBHILCHUAT PHCK OT KbPBEHE MpH AaburaTpaHd erekcuiar € ¢cBbp3aH cbe CY KbpBeHe, OOUKHOBEHO
Habmogasano npes nbpBUTe 3-6 Mecelia cief| 3arnoyYBaHe Ha JIEUEHHETO ¢ nabMraTpaH eTekcuiar.

Jlevenue na JIBT u BE, xaxmo u npeaenyua na peyuousu na /[BT u BE npu ev3pacmuu nayuenmu
(IBT/BE)

Tabauna 13 ca mocoueHu cbOMTHA Ha KbpBeHE OT 00001IeHnTe ocHOBHM npoyuBaHus RE-COVER u
RE-COVER 1I, B kouTo ce usnuTBa neyeHueTo Ha JIBT u BE. B c6opHUTe npoyuBanus, cuOUTHATA HA
MbPBUYHUATE KpaHHK TOUYKH 332 6€30NaCHOCT ,,[OJIAMO KbPBEHE, MOJIMO HWIH KIHHAYHO 3HAYHMO
KbpPBEHE K BCAKAKBO KbPBEHE™ Ca 3HAYHTEAHO I0-MAIKO B CPaBHEHUE ¢ Bap(apHH NpH HOPMATHO
anda HuBo 5%.

Tabauna 13: CnouTHa Ha kbpBeHe B npoyuBanHaT2 RE-COVER B RE-COVER 11, B xouToO ce
u3nuTea JeyeHuero Ha JIBT u BE

laburarpan erexcwiar Bapgapun KoeduuueHT Ha pHcka
150 mg nBa reTH ICIIPAMO Bap¢apuH
THEBHO (95% nosepurenen
HHTEpBa)
[launeHTH, BKIIOUEHH B 2456 2462
[aHanu3a Ha 6€30MacHOCTTA
CuOurHa Ha ronsaMo kepBeHe (24 (1,0%) 40 (1,6%) 0,60 (0,36, 0,99)
BwsTpeudepento 2 (0,1 %) 4 (0,2 %) 3,50 (0,09, 2,74)
KbPBEHE
[‘onamo CY knpeene (10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
Xupotoszactpamagatuold (0,2 %) 6 (0,2 %) 0,66 (0,19, 2,36)
KbpPBEHE
C1OMTHUA HA FrONAMO 109 (4,4%) 189 (7,7%) 10,56 (0,45, 0,71)
KbPBEHE/KIIHHHYHO 3HAYHUMO
KbpBEHE
BcsakakBO KbpBEHE 354 (14,4%) 503 (20,4 %) 10,67 (0,59, 0,77)
Bcakakeo CY kspBeHE 70 (2,9 %) 55(2,2 %) 1,27 (0,90, 1,82)

CbOMTHATA HA KbPBEHE NPH JIBETE JICHEHUS CA OTYUTAHM OT ITbPBHA NIPHEM Ha JaburaTpaH eTekcwiar
WIH BapdapuH Ciie] NpeKpaTABaHe Ha NapeHTepanHaTa Tepanus (epHo CaMo Ha NnepopaiHo
nedyenune). ToBa BKIIIOUBA BCHYKH CHOMTHA Ha KbPBEHE, Bb3HUKHAIIH 10 BPEME HA TEPAIMiTA C
AaburarpaH eTekcunaT. BritoueHH ca BCHUYKH ChOUTHA Ha KbpBeHe, Bb3HHUKHA/M 10 BPEME Ha
MePHO/a, B KOWTO C€ 3aCThIIBAT JIECUEHHETO ¢ Bap(hapuH U NnapeHTepaiHaTa Tepanms.

B tabnuua 14 ca nocouyeHn naHHM 3a CbOHTUA Ha KbPBEHE B OCHOBHOTO npoyusaHe REAVFRT)
KOeTO c¢ M3nHUTBa npeseHuunTa Ha /IBT u BE. Hakou cuOuTHA Ha kbpBeHe (cHLOMT /

kbpseHe (CI'K)/xunnnyHo 3HaumMo kbpeeHe (K3K); BcakakBo kbpBeHe) ca 3Hay

T€3H, [MpUueMain BapdapuH.
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Tabanna 14: Cu6HTHA HA KbpBeHe B MpoyuBaHe RE-MEDY, B KoeTo ce H3NMTBA NPEeBEHIHATA

Ha JIBT u BE
Haburarpan erexkcunar |Bapdapun KoeduimeHT Ha pucka
150 mg aBa meTH icnpaMo BapdapuH
|THEBHO (95% nosepurteneH
HWHTEpBAaN)
UlekyBaHH NaLHEHTH 1 430 1426
(CuOMTHA Ha rOJIIMO KbpBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25, 1,16)
BbvTpeuepenHo He Moxe na obae
KbPBEHE 2 (0,1 %) 4 (0,3 %) U3YHCIIEH *
He moxe na Obae
[Nonamo CY xepBeHe |4 (0,3%) 8 (0,5%) M3YUCIACH *
Kusoro3actpawasamo |1 (0,1 %) 3 (0,2 %)) He moxe na Obe
KbpPBEHE M34YHCACH *
ICrOuTHs HA rongMo 80 (5,6%) 145 (10,2 %) 0,55 (0,41, 0,72)

KLPBEHE/KJ]HHHLIHO 3JHaA4YHNMO
KbpBCHC

Bcaxakso KbpPBCHC

278 (19,4%)

373 (26,2 %)

0,71 (0,61, 0,83)

Besakakso CH kbpBeHe

45 (3,1%)

32 (2,2%)

1,39 (0,87, 2,20)

* KP He moxke na Obae u34HUCIeH NopaaM JIMNCaTa Ha CbOUTHE, B KOATO M 14 € KOXOPTa/JieueHHne

Tabauua 15 ca nocoyeHH AaHHHK 33 CHLOUTUR Ha KbpBeHE B OCHOBHOTO ipoyuBaHe RE-SONATE, B

KoeTO ce n3nurea npeseHumara Ha JBT v bE. HectoTraTa Ha komOuHauuara CI'K/K3K 1 Ha Bcakaxso
KbPBEHE € 3HAYMTEJTHO NTO-MaNKa NP HOMHHAIIHO anda HUBo 5% npH NalLKeHTH, NpHeMaii ruianedo,
B CpaBHEHHUE C TE3M, MpUeMain JaburarpaH eTeKCHIaT.

Tabanma 15: Cu6nTHA Ha KbpBene B npoyuBane RE-SONATE, B koeTo ce H3nHTBA

npeseHuunaTa Ha /IBT u BE

laburarpan erexcunar |ILnanebo KoeduimeHT Ha pUCKa
150 mg asa mpTH cnpamo rauedo (95%
ITHEBHO \MOBEPUTEEH
MHTEPBAN)
JlekyBaHH TIALIWEHTH 684 659
ICvOuTHAa Ha ronamo kbpBeHe (2 (0,3 %) 0 He moxe na Onne
M34YUC/IEH *
BbTpeuepenHo 0 0 He moxe na 6vae
KbpPBEHE H34yHucieH *
['onsmo CY ksprene 2 (0,3%) 0 He moxe na Onae
HU34HCJIEH *
XKnpotoszactpawasauo |0 0 He moxe na 6bae
KbpPBEHE M34YHUCTIeH *
ICuOuTHS Ha ronsaMo 36 (5,3 %) 13 (2,0%) 2,69 (1,43, 5,07)
KbpBEHE/KIIMHUYHO 3HAYUMO
BcAkakBo KbpBEHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20, 2,61)
Beskakso CH knpeene {5 (0,7%) 2 (0,3%) 2,38 (0,46, 12,27)

*KP ne moxe aa 6bae uzuncineH nopaay Auncara Ha cb0UTHE, NPH KOETO U /1a € OT JIEYeHH

AE’pﬂH YAOYUIMO3A ¥ REYMPONEHUA

ArpaHyNnoOLMTO3a U HEYTPOMNEHUS ¢a CLOOLABAHH MHOIO PAAKO CJIEA paspellaBa
naburarpaH eTtekcHaart. Thil KaTo HEXENIaHUTE peaKLHU ca ChOOINABAHH NPH 110C
HaOJIIOICHUE OT NOMNYJIaUUA ¢ HEYCTAHOBEH pa3Mep, 4eCToTaTa UM He MOXe 21a Ob

onpeaeeHa. Hecrorara Ha crobilaBaHe € U3UKcIeHa Ha 7 CHbOUTHA HA 1 MHJTMOH I ﬁa(g‘rumnuuu 3&% Vs
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al'paHYJIOIIUTO34d H 5 cuOuTug Ha 1 MUIHOH IMALHCHTOIOAMHN 3a HCYTPOIICHHA.

HE}IH&TPH‘-IH& Monvialui

be3zonacrocTTa Ha JaburaTpad eTekcunar rpu sedyeHHeto Ha BTEC u npeBeHLM] HA peuMIHBHPALLH
BTEC npu neavaTpyyHy NayMeHTH ¢ mpoydyeHa B aBe uanureanusa ¢aza Il (DIVERSITY u
1160.108). Obwto 328 neaMaTpy4HU NALMEHTH Ca JIGKYBAHHU ¢ AadurarpaH etexkcunar. [lauuenTrre ca
MOJTy4aBaJIM adaNTUPAHHU CIIOPE] Bb3PacTTa ¥ TENECHOTO TErJO A03M OT ChoOpazeHa ¢ Bb3pacTTa
nexkapcTBeHa Gpopma Ha gaburaTpaH eTeKCUAaT.

Kato uano ce ouakpa npoduiisT Ha 6€30MaCHOCT MpH AeLa [a € ChIUMAT KaTO NPHU Bb3PACTHH.

00610 26% ot neguaTpUvHKTE NALMEHTH, JIeKyBaHU ¢ qaburarpan erekcunat 3a BTEC u 3a
npeseHUMs Ha peuuauBrpaii BTEC, ca nomyuyrnu HeXXelaHu peakiyH.

Cnucvk Ha Hediceaanume peaxyuu 8 mabauyen 8uo

B Tabnuua 16 ca nokazaHu HEXEJIaHUTE peaklMK, YCTAHOBCHH B MPOYYBAHUATA MPH JIEYEHHE HA
BTEC u npeseHums Ha peunausupamy BTEC npy neamarpryudm naineHTd. Te ca rpynyvpadi 1o
cucteMo-opranet kiac (SOC) ¥ Mo yecToTa ¢ U3NON3BaHe Ha C/ieHaTa KOHBEHLIMA: MHOTO YeCTH
>1/10), yectu (=1/100 go <1/10), veuectn (=1/1 000 go <1/100), peaku (=1/10 000 go <1/1 000),
mHoro peaxky (<1/10 000), ¢ Hew3BecTHA YecTOTa (OT HAIMYHHUTE JaHHU HEe MOXe Ja ObJe HanpaBeHa
OLEHKA).

Tabauna 16: Hexenann peakuun

YecToTa

SOC / [Ipeano4uTaH TepMMAH. neuenue Ha BTEC u npereHuUs HA peudaUBHpALLH

BTEC npu negnarpuyHy nauMeHTH

Hapyuienuns Ha KpbBTa H TMMGHaTa CUCTEMA

AneMHs UecTH

[lonnxeH xemornobuH HedecTH

TpomboumuTOoneHus Yectu

[ToHmkeH XeMaTOKPHUT Heuectu

Heytponenus HeuectH

ArpaHyJiouuTosa C HEH3BECTHA YeCcToTa
HapylieHus Ha HMYHHaTa CUCTEMa

JlekapcTBeHa CBPBXUYYBCTBUTEIHOCT HeuectH

Obpur Yectu

[ Ipypuryc Hevectn

AHa(HIAKTHHHA peaKUuus C HEUZBECTHA YECTOTA

AHrnoeaem C Hen3BeCTHA YECTOTA

YpTUkapus Yectu

bponxocnaszsm C HEH3BECTHA YECTOTA
HapyllieHHUsl Ha HEpBHATa CHCTEMA

Brrpeuepenna xemoparus Hedyectu
ICp10BH HApYUIECHHS

XeMaTom YectH

XeMoparus C HeU3BECTHA YecToTa
PecniupaTopHH, (PbAHU U MEJIMACTUHAIIHY HAPYLIECHHS

Enuvcrakcuc YecTH

XeModTH3a HeuyecTu
ICroMaLlHO-YPEBHH HAPYLICHUS

CroMalllHO-4YpeBHA XEMOparus HedecTH

AbpomurHanHa 60JiKka HeuecTu
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Hunapus Uectu

Jucnencus YecTu

'aneHe Yectu

PextasiHa xemMoparus HeuectH

XEeMOpOHAATHA XEMOparus IC Hen3BECTHA YecTOoTa

CromamHo-4peBHA A3Ba, BKJIIOYHATETHO IC HeusBecTHa YecTOTa

e3o¢areajHa A3Ba

["acTpoesodarut HeuectH

["acTpoesodareanta pedaykcHa donect Yectn

IloBpBsliaHe YectH

Hucoarus Heuecti
XenatoOMIHaApHH HapYLUICHH!S

Hapyuena yepHoapobHa pyHKums/ IC HEH3BECTHA YeCTOTa

OTKJIOHEHHUS BbB QYHKUMOHATTHUTE
4yepPHOAPOOHH [10Ka3aTe 1
[ToBHuUIEHHE Ha alaHHH aMHHOTpaHcdepaszata |[HeuecTH

[TosHuIeHHEe HA acnapraTr aMMHOTpaHcepasata [HeuecTu

[ToBHlIEHH YePHOAPOOHH CH3UMH UectH
XunepbuinpybuHeMu HeuecTH
Hapyuienus Ha koxkarta ¥ MOAKOoKHATa ThbKaH
KOXHM KPpBBOM3IIHBH HedectH
Anonenus YecTH
HapyilieHHa Ha MYCKYJIHO-CKEJIETHAaTa CHCTEMa W CheAWHHUTENHATA ThKaH
XeMapTposa IC Hen3BECTHA HeCTOTA
HapyweHns Ha 6b0peluHTe U NMKOYHHUTE MBTHLIA
YporeHuTanHa XeMoparus, BKIOYUTENHO Heuectn
XEMaTypHs
1O61M HapyuIeHHs M e)eKTH Ha MACTOTO HA MPHJIOKEHHE
Xemoparus Ha MACTOTO Ha HHXKEKTHpaHE IC HEH3BECTHA 4eCTOTA
Xemoparus Ha MACTOTO Ha IMOCTaBAHE Ha
KATeThPa C Hen3BecTHA 4ecToTA
Hapanssanus, OTpaBgHHS H YCIIOKHEHHS, BE3HHKHAIH B PE3Y/ITAT Ha HHTEPBEHLIMH
TpaBmaTn4Ha xeMoparus Heuectn
XeMoparus Ha MACTOTO HA MHLIM3US C HEM3BECTHA 4E€CTOTA

Peaxyuu na xvpaene

B nee usnuteanug ¢asa Il npu nokazanuero neyeHue Ha BTEC u npeseHLiMs Ha pelyauBHpalli
BTEC npu negpatpuunM naumeHtyd obwo 7 nauuedTtn (2,1%) ca umanum cuOMTHE Ha rOSMO KbpPBEHE,
5 nauuenTH (1,5%) ca uManu cbOUTHE HA KIIMHUYHO 3HAYHUMO HETOJIAMO KbPBEHE H 75 MaLHeHTH
(22,9%) ca umanu cbOUTHE Ha HE3HAUMTENHO KbpeeHe. KaTo usno uectoTata Ha cbOUTHsI T HA
KbPBEHE € MO-BUCOKA INMPH NMo-Bb3pacTHata rpyna (12 go <18 roauuu: 28,6%), OTKONKOTO B rPYNUTE ¢
NO-ManKa BB3pacT (0T paxaaseTo A0 <2 roauHu:; 23,3%,; 2 no <12 roaunn: 16,2%). I'onsamo unm
TE€XXKO KbPBEHE, HE3aBUCUMO OT MACTOTO Ha Bb3HHKBAHE, MOXKE Jla JOBEIE 10 WHBANHAH3IUpAHE,
YKUBOTO3ACTPALIIARAHE WA IOPH JIETalIEH U3XO0I,

Cpo0llaBaHe HA MOJO3UPAHH HEKENAHU PEaKLIMU
Cpob11aBaHeTO Ha NOJO3UPAHN HEXEIAHW PeakUMH Clell paspeuiasaHe 3a ynorpeba Ha 1eKapcTREHHA
NPOAYKT € BaXXKHO. TOoBa NO3BOJIABA A4 NPOAB/DKK HAOMIOAEHHETO Ha CBOTHOLIEHHETO ncmaafpncx 34

V.

4.7 Ilpeno3upane
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,[[03“ naﬁura'rpaﬂ CTCKCH/IAT, HaAByllIaBalllH IIPCTIOPBUHTCIIHNUTE N03H, H3J1arat MnamrHeHTa Ha
MOBHLIECH PHCK OT KbpPBCHC.

lpy CbMHEHHME 3a NTpeIo3HpaHe NPOBEXKIAAHETO HA KOAry/lallHOHEH TECT MOXKE /1a MOMOTHE 3a
orpeensHe Ha PUCKA OT Kbpsene (Bx. Touku 4.4 u 5.1). Kanubpupan konnuectsed TBP tecT nnn
MHOrOKpaTHH TBP n3mepBaHus no3sosisgBaT npeaBWKIaHe Ha BpeMeTo, Korarto e 6baaT A0CTUTHATH
(B2k. TOUKa 5.1), CbLIO B ciyyaid ye ca NpeaAnpUETH JOMBIHUTEIHH MEPKH — HaMp. AHAIK3A.

[IpexoMepHaTa aHTUKOArYIALIMA MOXKE Ja H3UCKBA MPEYCTAHOBABAHE Ha JICYEHHETO ¢ Jaburarpan
eTekcunar. Tei KaTo KabUratpaH ce eKCKpeTHpa npeiuMHo upes Ob0peuuTe, TpabBa aa ce noaabLpxa
aocrarbyHa guypesa. Tbil KaTo CBBP3BAHETO C MPOTEUHU € B HUCKA CTEMNeH, naburarpaH Moxe 1a
Obae Auanu3upaH; UMa OpraHuuYeH KIMHUYEH ONMT, AEMOHCTPUpALl M0J13aTa OT TO3H MOAX0/] B
KIIMHHUYHHY NMpoy4BaHMA (BXK. TOUKa 5.2).

OBHQQS_IBHHE Ha YCAOXKHCHHATA C KbPBCHE

B cnyuai Ha xeMOparMyHy YCIOXKHEHHS JIeUEeHHETO ¢ JaburaTpan eTeKcHIaT Tpadbsa aa Onae
MpeyCTaHOBECHO, a NPUYMHATA 3a KbPBEHETO N U3cneasaHa. 1o npeneHka Ha JIEKyBaLIMA JIeKap K B
3aBHCUMOCT OT KJIMHUYHATa CHTYallus Tpabsa xa ce npeanpueMe NOAXOAALLO MOANBPKALLO JICUESHHE,
KaTo XMpYpPruiHa XeMocTasa WIN 3aMeCTBAHE Ha KPbBEH 00eM.

[Ipy Bb3pacTHH NALMEHTH B ClyYdH, KOraTo € Heobxoaumo Obp30 HEyTpaIH3HpaHe Ha
aHTUKOArynaHTHUA edekT Ha naburarpaH, MOXe Aa C€ M3MO/3Ba CIELMGHUUHOTO HeYTPATU3IUPaIIO
cpeacTso (Maapyuusymal), KOETO aHTaroHH3upa papMakoaAHHaMHYHHA edekT Ha JaburarpaH.
EdukacHocTTa M 6€30MacHOCTTa Ha MAApYLUM3yMal HE ca YCTAHOBEHH MPH NEeAMATPHYHH NALWEHTH
(Bx. TOuka 4.4).

Moske aa ce UMa NpeaBUa NpUNaraHe Ha KOHLIEHTPATH Ha KoaryjauHoHHH GakTopH {(aKTHBHPAHHU HITH
HeaKTHBHpaHU) WiH pexomOuHaHTeH dakTop Viia. HMa HAKOU eKCriepuMeHTATHH I0KA3aTeNICTRA B
MoAKpena Ha poJsiATa Ha Te3H JIEKAPCTBEHH NPOOYKTH B OOpblIaHE HA AHTUKOAIYIaHTHUA edEeKT Ha
naburarpan, HO JaHHHUTE 33 110/13aTa8 UM KIMHHYHK YCJIOBHA, KAKTO M 33 Bb3MOXHHSA PUCK OT pubayHa
TpoMboeMOOIK3bM, ca MHOrO orpaHuyeHH. KoarynauMoHHHUTE TECTOBE MOraT Ja CTaHaT
HEHAJEHKHH CIIE] MTPHIIOKEHHE HA NPENOPbUATEIIHUTE KOHLIEHTPATH Ha KOaryiaaluvoHHH (akTopH.
Tpabsa na ce BHHMaRa NPH THIAKYBaHETO Ha Te3U TecToBe. 1padBa na ce 0OMHCIIM NPUNIOKEHHE HA
TpoMOOLMTHA Maca B CIy4auTe, KOraTo UMa TPOMOOLIMTONIEHHS WIH ¢a OUIIK H3MOoN3BaHu
ABAroAeHCTBALIM AHTUTPOMOOTUYHHU JIEKAPCTBEHN NPOAYKTH. LIA10TO CUMITOMATHUYHO JlIgueHHE
TpsOBa fa ce mpunara no rnpeueHka Ha Jiekaps.

B 3aBHCMMOCT OT MECTHUTE BB3IMOXHOCTH, TpAOBa Aa ce OOMHUCIN KOHCYNTALUMA CbC CHELIHATTACT B
Cly4an Ha rojiiMo KbpBREHE.

3. ®APMAKOJIOIT'HTYHH CBOUCTBA

5.1 dapmakoaHHAMRBRYHH CBOHCTRA

(dapmaxkoTepaneBTHYHA rpyna: RHTHTPOMOOTHUYHY CPEACTBA, AMPESKTHH TPOMOUHOBH HHXHOHUTOPH,
ATC xon: BO1AEO7.

MexaHW3IbM Ha JEHCTBUE
HaburarpaH eTeKCHIIAT € ManKa MOJIEKY1a NPeANeKapcTBO, KOETO He NMoKa3Ba papMaKkoaorHyHa
akTHBHOCT. CJte/l nepopasiiHO NpUiIoxKeHHe gaburarpaH eTekcunar ce abcopoupa 6bp3
npeBpblUa B 4abUraTpaH 4Ypes KaTaTM3UpaHa OT ecTepa3a XHAPOoJiu3a B M1a3MaTa u
Haburarpax e MOLLEH, KOHKYPEHTEH, OOpaTUM, JIUPEKTEH TPOMOHHOB HHXHOUTOP
BELIECTRO ¢ aKTHBHO ICUCTBUE B (1a3MATA.

Twi kaTo TPOMOUHDBT (CeprHOBA NpOTEa3a) NO3BOAABA NMPEBPbLIAHETO HA HHOpH
B X012 Ha KOaryJjauHOHHAaTa Kackajaa, MHXUOUpaHeTo My NpeaoTBpaTaBa odpa3sy
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Haburarpan niaxubupa csoboauus TpomOuH, GUOpUH-CBBLp3aHKA TPOMOMH W TPOMOMH-MHAYLMpaHaTa
TpoMOOLIMTHA arperaums.

DapmakoauHaAMHYHH ePeKTH

{n vivo ¥ ex vivo NpoyuBaHHA MPH XKHUBOTHH AEMOHCTPUPAT AaHTUTPOMOO3Ha €PUKACHOCT U
aHTUKOAryJIaHTHa AKTHBHOCT Ha 1a0MraTpaH ciell MHTpPaBEHO3HO NpPWIOKEeHUe U Ha AaburaTpaH
€TEKCWIAT CJIe/l IEPOPATHO MIPUIIOKEHHE MPH PATTHYHH XKUBOTHHCKH EKCIIEPHMEHTATHH MOJAE/IH HA
TpomboO3a.

ChilecTByBa OTYETIIMBA KOpElauMa MEXAY IUIa3MEHaTa KOHLEHTpaLMsa Ha AaburaTpaH M cTeneHTa Ha

AHTHKOAry/JJaHTHHA €peKT, Dazupano Ha ¢a3a Il npoyusanua. JJaburarpaH yabikasa TpOMOHHOBOTO
BpeMme (TB), EBC u aPTT.

Kannbpupanust xonuuectsed Tect Ha TB upe3 paspexxnane (TBP) naBa oueHka 3a niasmenara
KOHLEHTpauus Ha nadurarpaH, KosTo Aa Obe cpaBHEHA C OYAKBAHHUTE IUIA3MEHH KOHLIEHTPALIMM HA
naburatpaH. B cayuait ue kanubpupanuat TBP TecT nokase pe3ynTar 3a ritaameHaTa KOHUEHTpPALIMS
Ha naduratpaH, KOMTO € Ha WK NOA IPaHULIATA HA KOJIMYECTBEHOTO ONpeEeIgHe, ClieaBa a Ce
OOMMCAH NPOBEXKIAHE HA JOIMBIIHUTENHO U3C¢ABaHE HA Koarynauuara, Hanpumep TB, EBC wiu

aPTT,.
EBC moxXe 1a OCUTypH IMPEKTHA OLIEHKA Ha aKTHBHOCTTA HA AMPEKTHUTE TPOMOUHOBH HHXHOUTOPH.

Tecter aPTT € WiHpoKo AOCTBIEH M NOKa3Ba MPUOIM3UTEIHO AHTHKOATYJAHTHATA HHTEH3HBHOCT.
Obauye, aPTT TecTsT Ma OrpaHHUyYeHa YYBCTBHTENHOCT H HE € NOAXOIALL 32 TOYHO KOJIUYECTBEHO
ONnpeacaAHE Ha aHTHKOAryJIAHTHHA €(PeKT, 0CODEHO NPH BHCOKH TJIa3MEHHY KOHLIEHTPALIMH Ha
naburatpas. Brnpekn ue Bucoku croiiHocTu Ha aPTT TpaORra 1a ce ThIKYBAT C NMOBHLICHO BHUMAHKE,
TE MOKAa3BaT, Y€ NALMEHTHT € AHTUKOAryIHpaH.

Karo usio, MOXe Aa ce mpueMe, He Te3M MOKa3aTeNH 3a aHTHKOAry/JaHTHA AKTHBHOCT MOTAT Aa
OTpa3AT HHBaTa Ha JabUraTpaH, KAKTO U Aa NMPEIOCTaBAT HACOKH 3a OLIEHKATA HA PUCKa OT KbpPBEHE,
T.€. Haa 90™ nepceHTHN HA HAl-HUCKUTE HHRA HA NaOHraTpaH WIH KOaryjlauKoHEH TECT, KaTo Hail-
HUCKU U3MepeHHU cToitHOCTH Ha aPTT (3a nparosere Ha aPTT Bx. Touka 4.4, Tabnuua 6), Moxe [a ce
acoLMHpa C MOBHUILIEH PHCK OT KbPBEHE.

Ilpesenyun na uncyam u cucmemen emboauzbM npu ev3pacmuu nayuenmu ¢ HKIIM ¢ edun wiu
noseue puckosu haxmopu (ITHIIM)

CraunoHapHaTa cpeiHa reOMEeTpHUHA NMKOBa [U1a3MeHa KOHLIEHTpaUus Ha naburaTpan, H3MepeHa
0KO0J10 2 yaca cnell npunarase Ha 150 mg naburatpau erexcunar, € 175 ng/ml, ¢ rpauuum

117-275 ng/ml (25™-75™ nepcentun). CpenHara reOMeTpUYHa HAH-HHCKa KOHLIGHTPALMS Ha
flaburaTpaH, ¥3MepeHa CYTPHH B Kpas Ha J030BMA WHTepBa (T.e. 12 vaca cnej BeyepHaTa 1032
naburarpan 150 mg), e cpeano okono 91,0 ng/ml, ¢ rpaumnum 61,0-143 ng/ml (25™- 75™ nepcenTin).
Ipn naurentu ¢ HKITIM, nekyBann 3a NpeBeHLUA HA MHCYAT U cucTeMeH eMOonu3bM cbe 150 mg
naburaTpaH eTeKCWIAT ABa MbTH AHEBHO,

. 90™ repceHTH HA M3MEPEHHTE Hal-HUCKH MIa3MEHW KOHLEHTPAIUY Ha Jaburarpan
(10-16 uyaca cnen npuema Ha ripeaMiIHATA 1034a) € okoJio 200 ng/ml,
. HaH-HHUCKHTE CTOHHOCTHU HA EBC (10-16 yaca cien nprema Ha npegviHaTa go3a), NoBUHIEHH

NpUOIU3UTENHO 3 IBTU HAJ ropHaTa rpaHMUA Ha HOPMATa, CE OTHACAT A0 Habnoaasanus 90™
MEPCEHTHA Ha yabbkasane Ha EBC ot 103 cexynau,

. HaW-HUCKHU CTONHOCTH Ha aPTT, noseue ot 2 meTH Hag ropHaTa rpaHMLa Ha HOpMaTa
(vavikasaHe Ha aPTT c okono 80 cekynan), (10-16 waca cnea npruema Ha npeaHILIHAFES
ca oTpa3eHu Ha 90" nepceHTHN OT HabMIOAEHHETO.

Jeyenue na JIBT u bE, kaxmo u npegenyus na peyudusu na JIBT u BE npu ev3pag
(/I[BT/bE)

[Tpu naumenrtu, nexyranu 3a JIBT u BE c¢be 150 mg gaburaTtpan etekcunar Apa ey
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CpeaHaTa reoMeTpU4Ha Hal-HHUCKA KOHLIEHTpalHA Ha aaburarpan, nsmepera 10-16 yaca caen npuem
Ha 1034, B Kpasd Ha 0030BUA uHTepBan (T.€. 12 yaca ciies BeyepHara n03a gaburarpaH eTreKcuiar

150 mg), e 59,7 ng/ml, ¢ rpanuun 38,6-94,5 ng/ml (25™-75™ nepcenrun). [lpu neyenuero Ha JIBT u
bE ¢ gaburarpan erekcunar 150 mg nea nbeTH JHEBHO,

. 90™ nmepceHTH1 HA U3MEPEHUTE Ha-HUCKM IL1a3MEHH KOHLIEHTpaLUU Ha Ja0UraTpaH
(10-16 uaca cnen npuema Ha npeauiliHaTa Ao3a) € okono 146 ng/ml,
. Han-HUCkHUTE cToHHOCTH Ha EBC (10-16 yaca cnea npuema Ha npeauuiHarta 103a), MOBHILEHH

NpUOIH3UTENHO 2,3 IBTU CIPAMO HAYATHHUTE CTOHHOCTH, C€ OTHACAT A0 HaOaronasaHus 90-tu
nepceHTHI Ha yabpkasaHe Ha EBC ot 74 cekyHawm,

. 90 nepcenTw Ha Haii-HMCKH cTOMHOCTH Ha aPTT (10-16 yaca cnen npuema Ha npeaAMLIHATA
n03a) € 62 cekyHaH, KoeTo € 1,8 NbTH CTOHHOCTTA HAa U3XOHO HHUBO.

Hsima naHHH 3a papMakOKMHETHKATA NPY NALMEHTH, JIEKYBaHH 3a NPEBEHLH Ha peurdausupaia JBT
4 bE cve 150 mg naburarpan erekcunar asa nbTH AHEBHO.

KnuHWYyHa eDUKACHOCT U 0€30IIaCHOCT

Emnuvecku npousxoo
He ce HabnionaBat KIIMHUYHO 3HAYUMM €THHHYECKH Pa3fIMKH MEXAY NalUEeHTHTE OT €BpOTeuaHaTa
paca, ¢ appo-aMEpPHKAHCKH, JIATHHO-aMEPHUKAHCKH, ANOHCKH WIH KHTAHCKH NPOH3XO.

Ilpegenyun Ha uncyam u cucmemen embonruzvm npu ebzpacmuu nayuesmu ¢ HKIIM ¢ edun wiu
noeeye puckosu paxmopu

KnHHUYHHUTE JaHHU 3a epUKACHOCTTA Ha Aa0MraTpaH eTeKCIIAT ca pe3ynTar ot npoy4saHeto RE-LY
(Randomised Evaluation of Long -term anticoagulant therapy) — MHOroueHTpPOBO, MYJITHHALMOHAITHO,
PaHAOMM3HPAHO NapajICJTHO CNANO HINHTBaHE ¢ ABE A03HW AaburaTpan erekcunar (110 mg u 150 mg
ABa MbTH AHEBHO) B CPABHEHHE C OTKPHT MPHEM Ha BapdapHH NpH NAUUEHTH C NPEACHPAHO MBXKIECHE
C YMEPCH 0 BUCOK PHCK OT HHCYJIT H CHCTEMEH emMbonu3bm. [IbpBHYHATA Lien Ha IPOYUBAHETO € J1a
onpenesy AailH J1abUraTpaH €TeKCUIaT OTCThIIBA HAa BaphapHH NMPH NMOHHWKABAHETO HA CHOMTHATA HA
ChCTaBHATA KpadHa TOYKA ,,MHCYIT U cucreMeH eMOonu3sM™. Chll0 TaKa € aHATTH3UPAHO H
CTATUCTUYECKOTO NPEBb3XOCTRO.

B npoyusanetro RE-LY ca panaomuzupanm obio 18 113 naumenTd Ha cpeana sb3pact 71,5 ronuuu u
cpeaeH CHADS2 cbop 2,1. [Tonynaumsara or nauueHTH € 64% ot Mbxku non, 70% ot eBponenaeH
npou3xoa H 16% ot azuarcku nponsxod. [Ipu nauueHTHTE, paHIOMHIHpPaHH 1a NOAy4aBaT BapdapuH,
CPEHUAT MPOLEHT Ha BpeMeTO B TepanesTHueH 00xeat (BTO) (INR 2-3) e 64,4% (Mmeauana na BTO
67%).

[Ipoyusanero RE-LY noka3ssa, ue naburarpan erekcuiar npu Ao3a 110 mg aBa nbTH AHEBHO HE
OTCTBHIIBA Ha €(PEKTa OT BapapHH NpH NPEBEHLIMA HA UHCYJIT H CUCTEMEH eMOOIM3IBM NPH MaUNEHTH
C NMpeACHPAHO MbXKAEHE, ¢ MOHHKEH pHCK oT MKX, obwo kbpreHe u ronamo kepeene. Jlozara

150 mg ABa MbTH AHEBHO MOHKKABA 3HAYMMO PUCKA OT HICXEMHUYEH H XeMOparuyeH UHCYJT, ChA0Ba
cMbpT, MKX 1 oo kbpsere B cpaBHeHue ¢ BapdapuH. YectoraTa Ha MUOKapaeH HHBAPKT € JIEKO
nosuieHa npy aaburarpax erekcunar 110 mg aa ribTH AHEBHO U 150 mg ABa I'BTH JAHEBHO B
cpaBHeHHe ¢ BapdapuH (koeduumeHT Ha pucka 1,29; p=0,0929 u koepuumenT Ha pucka 1,27;
p=0,1240, croTreeTHO). C nonobpasane Ha npocneageanero Ha INR, HabmogaBanuTe non3u ot
naburaTpaH €eTeKCHIAT B CpaBHEHHUE ¢ BapdapHH oTcinabBar.

Tabnuuu 17-19 nokassat nogpo6HO KIIIOUYOBUTE PE3YATaTH B LIA/ATA NOMYJIALIMS:

Tabauna 17: Ananu3 Ha MBLPBOTO CLOHTHE — HHCYJIT HJIH CHCTEMEH eM00JTH3 D
KpaiHa TO4YKa) N0 BpeMe Ha nepuoaa Ha npoyuBane Ha RE-LY.

/laburarpan erexkcunar  |J[aburarpan eTekcun .
110 mg nBa meTu AHeBHo |150 mg nBa mbTH aHE @\ﬂ* "&.J- -

PanaoMu3upaHH aLMeHTH 6015 6 076
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HNHcynT w/unu cucTeMeH
lembOOnU3IBM

Yectora (%)

183 (1.54)

135 (1.12)

203 (1.72)

KoeduuneHT Ha pucka ¢y
Bapgapun (25% OHN)

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

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

IIperb3xoacTBo
p=CT0ﬁH00T

=(),2721

p=0,0001

% ce OTHACA RO roAvilHaTa 4ecTora Ha ¢hOUuTuATa

Tabsanna 18: Ananu3 HA TEPBOTO CHOHTHE HA HCXEMHYEH HJIH XEMOPATHYEH HHCYJIT N0 BpeMe
Ha nepuoaa Ha npoyusane Ha RE-LY.

JaburarpaHn erekcunar  |[[laburarpan erekcunar (BapgapuH
110 mg nBa neTH AHeBHO (150 mg nBa NbTH AHEBHO
PangoMu3upadi nauneHTU 6 015 6 076 6022
MHcyar
Yectora (%) 171 (1.44) 123 (1.02) 187 (1.59)
KoeduimeHT Ha pucka c/y 0,91 (0,74, 1,12) 0,64 (0,51, 0,81)
papgaput (95% JAH)
P-CTOHHOCT 0,3553 10,0001
I(CucreMeH eMO0OIH3BM
Yectorta (%) 15 (0,13) 13(0,11) 21 (0,18)
KoeduuneHT Ha pucka c/y 0,71 (0,37, 1,38) 3,61 (0,30, 1,21)
papdapuH (95% JIH)
P-CTOHHOCT 0,3099 10,1582
McxeMHuueH WHCYAT
Yectora (%) 152 (1,28) 104 (0,86) 134 (1,14)
KoedpuumeHT Ha pyacKa ¢/y 1,13 (0,89, 1,42) 0,76 (0,59, 0,98)
BapdapkH (95% i)
p-CTOMHOCT 0,3138 0,0351
XeMOparuueH HHCYJIT
YectoTa (%) 14 (0,12) 12 (0,10) 45 (0,38)
KoeduuneHT Ha pucka cfy 0,31 (0,17, 0,56) 0,26 (0,14, 0,49)
BaptapuH (95% [AH)
p-CTOMHOCT 10,0001 <(0,0001

% ce oTHacs 10 rogduIHaTa 4eCcToTa Ha ChOMTUATA

Tabanma 19: Anaau3 Ha CMBPTHOCTTA N0 BCAKAKBA NIPHYAHA H HA CHP/A€YHO-CBHZ0BATA
CMBPTHOCT MO BPEME Ha NepHoAa Ha npoyuBaHe Ha RE-LY.

JlaburaTpaH eTeKkcHaaT
110 mg nBa nbTH ZHEBHO

Jlaburarpan erexkcunar
150 mg aBa NbTH AHEBHO

Bapdapun

PanaoMHu3npaHH MaLdeHTH 6 015 6 076 6 022
ICMBPTHOCT O BCIKAKBa
YectoTa (%) 446 (3,75) 438 (3,64) 487 (4,13)

KoeguuneHT HA pUcka
c/y Bapdaput (95% JIH)

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

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

p-CTOMHOCT (0,1308 0,0517
CboBa CMBPTHOCT
YecroTa (%) 289 (2,43) 274 (2,28)

KoeduuueHT Ha pHcka
c/y Bapdapun (35% JIH)

0,90 (0,77, 1,06)

0,85 (0,72, 0,99)

pP-CTOMHOCT

0,2081

10,0430

% ce OTHACH OO roJMiIHATA YeCTOTa HAa ChOUTHUATA
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Tabnuuu 20-21 noka3par pe3ysTaTUTE OT NBPBHYHATA KpailHa TOUKA 3a €PHKACHOCT H H€30NaCHOCT B
CBOTBETHHUTE CYOTOMY IaLIMMK:

3a MbpBUYHATA KPAHHA TOYKA ,,MHCY/T U cUCTeMeH eMOONU3bLM™ He ca HAEHTHOULMPAHH IOArPYIH
(T.€. BB3pAcT, Terno, noiu, 6nopeuHa GyHKUMA, ETHUUECKA NMPHHANIEXHOCT 4 [Ip.) C pa3jiuyYeH

koeHLIMEHT HA PUCKA B cpaBHEHHUE C BapdapHH.

Tabauua 20: Koebunuent na pucka u 95% /AU 3a uncyar/cucreMed eM00H3BM 10 ROATPYNH

KpaiiHa Touka Jlaburatpan erexcunar

150 mg nsa mbTH AHEBHO C/y

Jlaburarpan erexcunar
110 mg nBa NbTH AHEBHO ¢/y

BapgapHH BapdapuH
Bw3pacT (roauu)
<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 ,68 (0,44, 1,05) 0,67 (0,44, 1,02)
ICrCL{mL/min)
30< un <50 0,89 (0,61, 1,31) 0,48 (0,31, 0,76)
50< un <80 0,91 (0,68, 1,20) 0,65 (0,47, 0,88)
>80 0,81 (0,51, 1,28) 0,69 (043, 1,12)

3a MbpBUYHATA KpaiiHa TOYKA ,,rOJIAMO KbpBEHE HMa B3aUMO/IEHCTBUE Ha €PeKTa OT JCUEHHETO U
Bb3pacTTa. OTHOCHTEIHUAT PHCK OT KbPBEHE ¢ faburarpaH B CpapHEeHHE ¢ BapdapHH ce YBEIHMAaBA C
Bb3pacTTa. OTHOCHMTENHHAT PUCK ¢ HaH-BUCOK [IpH NaLMeHTH =75 roguuu. ChirbTeTBalIaTa ynorpeba
Ha aHTUTpoMOOTHUHH cpeacTBa, ACK unu knonunaorpen npudbiausurenHo yasoasa wecrorarta Ha CI'K,
KakTo npu AadurarpaH eTeKcuiar, Taka v npu BapdapuH. HaMa 3HaunMo B3auMoaeHcTBHE Ha
TepaneBTHYHUTE edeKTH npu noarpynute no Obopeuna gpyukuus u CHADS?2 pesynTar.

Tabnuua 21: Koepuuuenr ua pucka u 95% U 3a chOHTHA HA roafaMo KbpBeHE N0 NOATPYIH

Kpaiina Touka JlaburarpaH erekcunar JlaburaTpaH eTekcuiar
110 mg ara NbTH AHEBHO C/Y 150 mg nBa msTH AHEBHO C/Y
BapdapuH BapgapuH
Bb3pacTt (rogHHH)
<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)
>8() 1,14 (0,86, 1,51) 1,35(1,03, 1,76)
{CrCL{(mL/min)
30< u <50 1,02 (0,79, 1,32) 0,94 (0,73, 1,22)
50< u <80 0,75 (0,61, 0,92) 0,90 (0,74, 1,09)
>80 0,59 (0,43, 0,82) 0,87 (0,65, 1,17)
Ynorpeba na ACK 10,84 (0,69, 1,03) 0,97 (0,79, 1,18)
Ynortpeba Ha xnonugorpen 0,89 (0,55, 1,45) 0,92 (0,57, 1,48)

RELY-ABLE (0Ova20Cpouno, MHOZOYEeHMPOEO NPOOBANCEHUE HA USNUMBAHEMO HA JICYEHUEMO C
oabucampan npu nayuermu ¢ npeocbPOHO MbICOEHE, KOUMO ca 3asvpuiuny usnumearnemo RE-LY)

[Tpoavmxenuero Ha wanuteaHeTo RE-LY (RELY-ABLE) ocurypasa gonmbiHUTeIHA #H
Oe30nacHOCTTa NMpU KOXOpTa MaLUUeHTH, KOUTO ca MPOABL/DKAIN Aa npueMart gaburarp
chlllaTa 034, onpeacacHa 8 usanuteaHeTo RE-LY. 3a usnursanero RELY-ABLE ca (

[IALHCHTH, KOUTO 10 BPCMCTO HA IIOCJICAHATA HM BH3IHTA OT H3INMKATBAHCTO RE-LY He

JIEYEHHETO 32 OCTOSHHO. BKIIOUeHHTe NaLMEHTH ca NPOABDKIWIH Jla IPUEMAT ChLYRTE ABOHAG-C/lara, | 7 ||
gl W g W P
1032 naburaTpaH eTeKCHIaT, paHIoMH3upaHo onpeaenena B RE-LY, 3a npocnenssanes #ﬁ;ﬁﬁgﬁa-:ﬁé IE

cnen RE-LY (06wmo cpeato npocnensnane RE-LY + RELY-ABLE, 4.5 roguun). ndﬁﬁmgu ca’5 897 . /
| e ”': o
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MALUECHTH, KOUTO [IpeacTaBIaBaT 49% OT NaLHEHTUTE MbPBOHAYAIHO, PAHIOMU3HPAHO ONMpPEOCICHH
na npuemart aaburarpan erexcunar B RE-LY u 86% ot w3bpauure nauuentu B RELY-ABLE.

[lo Bpeme Ha gombaHuTenHuTe 2,5 roguuu Ha JieyeHue B RELY-ABLE, ¢ MakcuManHa excnosuuus
Haa 6 roguuu (obuia excnosuuma B RELY + RELY-ABLE), npodunsT Ha Oe3onacHOCT Ha
gaburarpaH €TeKCWIAT B ABJITOCPOYEH [L1aH € NMOTBBLPACH 32 ABETE U3NUTBAHU N03H 110 mg nra nbvTH
nHeBHO ¥ 150 mg aAsa nbTH aHeBHO. He ca HabnroaasaHH HOBU HAXOAKH, CBBP3aHH ¢ HE30MacHOCTTA.
UecToTaTta Ha M3XOAHHM CHOUTHUA, BIUTIOYUTETHO rOAAMO KbpPBEHE M APYrd ChOMTHUA Ha KbPBEHE,
CBHOTBETCTBA Ha Ta3u, HaOmonasada B RE-LY.

Hannu om HeunmepeeHYUORAIHU NPOYYBAHUA

I[Ipu eaHO HenHTepBeHUKMOHATHO npoyuBaHe (GLORIA-AF), npocnekTHBHO ca chOpaHu (BB BTOpaTa
My (paza) JaHHHM 3a Oe30MacHOCTTa U €UKACHOCTTA NPH HOBOAMArHOCTHUMpPaHHU nauneHTH ¢ HKIIM
Ha 1abMraTpaH €TeKCHIAT B pcanHu ycnosus. [Ipoyusanero sknrodBa 4 859 nauueHT Ha aaburarpas
etekcwiar {55% nexyBanu csc 150 mg aBa T AHEBHO, 43% nexyBanu cbe 110 mg aBa mbTH
OHEBHO, 2% NeKyBaHM CbC 75 mg ABa NbTH AHEBHO). [launeHTHTE Ca MpOCIEeaAsiBaHU B MPOAB/DKCHHE
Ha 2 ronuHu. Cpeaguure CHADS2 u HAS-BLED ckopose ca chotBeTHO 1,9 M 1,2. CpegHoTO Bpeme
Ha MpocieasiBaHe Mo BpeMe Ha TepanuaTa € 18,3 meceua. [ onamo kbpseHe e Bb3HUKHaATO npH 0,97 Ha
100 nauyeHToroguHu. UMa cpob1eHUs 3a KUBOTO3acTpaluaBailo kspeeHe npu 0,46 Ha 100
[MAUUEHTOTOAMHM, BbTpeuepenta xemoparusa npu 0,17 Ha 100 nauueHTOroAMHY ¥ CTOMALIHO-YPEBHO
kbpBeHe MpH 0,60 #a 100 nauuentToroanHn. MHCcynT e Bu3HukHaI npH 0,65 Ha 100 nauneHTOroIMHH.

OcpeH TOBa B €1HO HEHHTepBEeHLIMOHANHO npoyuBaHe [Graham DJ et al., Circulation. 2015;131:157-
164] npu noseue ot 134 000 naumeHTH B cTapuecka Bu3pacT ¢ HKIIM B Creauuenure waru
(monpuHecao 3a noseue oT 37 500 naumeHTOroAMHU BPpEME HA MPOCIEIABaHE ¢ MPHIOKEHUE Ha
Tepanua) naburatpat erekcunar (84% oT nalUEeHTHTE Ca JIeKYBaHU cbe 150 mg ARa MbTH AHEBHO,
16% OT NauMEHTHTE ca NEKYBAaHU CBC 75 Mg NBa [TbTH JHEBHO) C€ CBBHP3BA C NOHUIKEH PUCK OT
HexeMH4eH MHCYAT (KoeduuneHT Ha pucka 0,80, 95% pnosepurenen nurepsan [JHU] 0,67-0,96),
BbTpeuepenHa xemoparus (xoepuuueHdT Ha pucka 0,34, 1A 0,26-0,46) u cMbpTHOCT (KOS ULIMEHT HA
pucka 0,86, I 0,77-0,96) u yBenn4eH PUCK OT CTOMALIHO-4YPEBHO KbpBeHe (KOeHLIMEHT Ha PHUCKa
1,28, JiN 1,14-1,44) B cpaBHeHue ¢ Bapgapun. He € OTKkpuTa pazivka no OTHOUIEHHUE Ha MOIAMO
KkbpReHe (koeduuueHT Ha pucka 0,97, [IX 0,88-1,07).

Teau HaOMIOAEHHUA B peaiHH YCIIOBMS NOTBbPXKIABAT YCTAHOBEHHUA Npod it Ha 6e30MacHOCT U
e(prKacHOCT 3a JaburaTpaH €TEKCHIIAT [PH TOBA NnoKazaHue B rnpoyusaHeTo RE-LY.

Hayuenmu, nooaooceru Ha kamemvpHAa abaAyUR NPpU NPeoCcsLPOHO MbHCOEHE

[IpoBeneHO € MPOCNEKTHBHO, PAHAOMHU3IHPAHO, OTKPUTO, MHOTOLIEHTPOBO, HACIEJ0BATEICKO
[POYYBAHE CbC 3ac/ieNeHa, UEHTPAIHO YCTaHOBEHA OLeHKa Ha KparHaTa Touka (RE-CIRCUIT) npn
704 nayMEeHTH Ha YCTAHOBEHO aHTHKOAryJIAaHTHO JieueHHe. B npoyuBaHETO € CpaBHEHO
HEMPEKbCHATOTO NieueHHKe ¢ gaburarpat erekcunar 150 mg aBa mbTH AHEBHO ¢ HEMPEKbCHATOTO
JeueHHe ¢ KopyurupaHa Bb3 ocHOBa HA INR no3a BapdapuH npu kaTeThpHa abnaums Ha
MAPOKCU3IMAIIHO WK NEPCUCTHPALLO NpeachpaHO MbxaeHe. Ot 704-Te BIOueHH nauneHTy, 317 ca
MOAJIOKEHH HA abnalusa Ha NpeAChPAHOTO MBXAEHE [IPH HEMPEKBCHATO JieueHHe ¢ Bapdapul. Ha
BCHYKH MaLMEHTH € HanmpaBeHa TpaHce3odareanHa exokapauorpagus (TEE) npeaw kateTspHata
abnaiua. OCHOBHHUSAT pe3yarar {YCTAHOBEHO rofasMo KbpeeHe cnopen kputepuute Ha ISTH) HacTenBa
npu 5 (1,6%) naureHTH B rpynara Ha Jie4eHHe ¢ JaburaTpaH erekcunar M rpu 22 (6,9%) nauueHTH B
rpynara Ha JiedeHue ¢ Bapdapus (pasnuka B pucka -5,3%; 95% U -8.4, -2,2; P=0,0009). Hama
CbOMTHE HAa MHCYAT/CHCTEMEH eMOOIM3BM/IIPEX0aHa HCXEMHYHA araka (KOMOMHHUpaAHO) B pAMOTO Ha
neyeHueTo ¢ gaburarpat erekcunar U uMa eaHo cobutne (TUA) B pamoTo Ha nieueHue ¢ Bapds
BpeMETO Ha absiaumarta v 10 8 ceaMuuu cien abnauusta. Tosa uacneqoBaTencko rpo
ye JaburarpaH €TeKCHJIAT € CBbP3aH ChC 3HAYMTE/IHO HaManaBaHe Ha YecToTtara Ha C
¢ KOpMrupaHa b3 ocHosa Ha INR no3a BapdapuH B ycnoBuaTa Ha abnauus.

Hayuenmu, xoumo ca buau noonolCceHu Ha NePKYMARKA KOPOHAPHA UHMEPBSHYUA
cmeHmupane
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[lpocnexTUBHO, paHOIOMU3IUpAHE, OTKPUTO MPOYYBaHe ChC 3acaeneHy kpatH Toukn (PROBE) (¢a3a
[1Ib) 3a ouenka Ha aABoHHA Tepanus ¢ aadburarpa erekcunat (110 mg unu 150 mg ABa NMbTH JHEBHO)
ILUTIOC KJIONHAOIPeNn WiM THKarpenop (aHTaroHucT Ha P2Y 12) B cparHeHHe ¢ TpoitHa Tepanus ¢
Bapgapun (kopurdpana kM INR 2,0-3,0) nnroc knonuaorpen unu tukarpenop v ACK, e nposeaeHo
pH 2 725 nauMeHTH ¢ HEKIAMHO NPEACHPAHO MbKACHE, KOUTO ca Ounu nognoxeHu Ha [1KH cne
creHTupaHe (RE-DUAL PCI). Ilaunentute ca paHaoMHu3dpaHe 3a JABOHHA Tepanus ¢ naburarpat
erekcunar 110 mg ABa NbTH AHEBHO, ABOWHA Tepannd ¢ gaburarpaH etekcuaar 150 mg apa muTH
JHEBHO WK TPOWHA Tepanus ¢ Bapdapud. [launenTn B crapuecka Bb3pacT u3sbH CAIlLl (Ha BB3pacT
>80 rogyHH 3a BCHUKH cTpaHH, >70 roauHy 3a SAnoHus) ca pasnpeaenceH! Ha CIyqaeH NPpHHUHKI KM
rpyrara Ha JBOHHA Tepanus ¢ Jaburatpad erexcuwiat 110 mg unu KbM rpynara Ha TpOHHA Tepanus ¢
BapgapuH. [IspsuuHaTa kpaiiHa To4Kka € KOMOHHHpaHa KpaifHa TouKa ,,cbOMTHA Ha rOIAMO KbpPBEHE
Ha Oazara Ha nedununua Ha ISTH unu cs6uTHE HR KIIMHMUYHO 3HAYHMO HETONAMO KhPBEHE™.

YecToTara Ha ITbpBHYHAT2 KpaiHa Touka € 15,4% (151 nauveHTH) B rpynarta Ha aBo¥Ha Tepanus ¢
naburarpaH erekcuiar 110 mg cnpamo 26,9% (264 nauuenTH) B rpymnarta Ha TpoiHa Tepanms ¢
sapgpapuH (KP 0,52; 95% JIA 0,42, 0,63; P<0,0001] 3a e no-Manka edukacHoct ¥ P<0,0001 3a
npeBb3xoAcTBO) U 20,2% (154 naudeHTH) B rpynata Ha ABOWHA Tepanua ¢ J1adurarpaH €eTeKcHiaT

150 mg, B cpaBuenue ¢ 25,7% (196 nauueHTH) B CHOTBETHATA Ipyila 3a TPpOHA Tepanus ¢ BapdapyH
(KP 0,72; 95% AW 0,58, 0,88; P<0,0001 3a ne no-Manka epukacHoct u P=0,002 3a nperb3X0CTBO).
Kato yacT oT onucaTenHus aHajlu3, 4ecToTara Ha CHOMTHA Ha rojiaMoO KbpBEHE Npu TpoMOoau3a npu
uH¢papkTa Ha MUoKapaa (Thrombolysis In Myocardial Infarction, TIMI) e no-Hucka ¥ B BeTE Ipynu
Ha ABOIHA Tepanus ¢ xaburaTpaH eTEKCHIIAT, OTKOJIKOTO B rpyrnara Ha TpoiHa Tepanusa ¢ BapdapuH:
14 ¢cuOuTus (1,4%) B rpynara Ha aApoHHa Tepanus ¢ naburarpan erekcunat 110 mg, B cpaBHenue ¢ 37
crbutus (3,8%) B rpynara Ra Tpoino Tepanus ¢ Bapdpapun (KP 0,37; 95% JIH 0,20, 0,68; P=0,002) un
16 cvOuTHA (2,1%) B rpynara Ha aBoiHa Tepanus ¢ gaburarpan erexcunar 150 mg, B cpaeHeHre ¢ 30
cbOuTHA (3,9%) B choTBEeTHATa rpyna Ha TpoiHa Tepanus ¢ BapdapuH (KP 0,51; 95% JIU 0,28, 0,93;
P=0,03). U neete rpynu Ha nBoiHA Tepanua ¢ NadMrarpaH €TEKCHIIAT UMAT [0-HHCKK Y€CTOTH Ha
BLTpeYepenHa XeMoparus, OTKOJIKOTO CbOTBETHATA I'pyna Ha TpoiHa Tepanus ¢ BapdapuH: 3 crOuTHA
(0,3%) B rpynara Ha nBoiHa Tepanusa ¢ naburatpad erekcunar 110 mg, 8 cpaBHeHue ¢ 10 crOUTHA
(1,0%) B rpynara Ha Tpo#ida repanua ¢ Bapdapus (KP 0,30; 95% JIK 0,08, 1,07; P=0,06) u 1 cnbuTHe
(0,1%) B rpynara Ha aBoiHa Tepanus ¢ aaburarpan erekcunar 150 mg, B cpaBHeHHe ¢ 8 ¢HOUTHA
(1,0%) B cvoTBETHATA rpyna Ha TpoiHa Tepanua ¢ BapdapuH (KP 0,12; 95% JIH 0,02, 0,98; P=0,047).
YecroTara Ha chOHMTHATA OT KOMOMHUpaHaTa KpaiiHa Touka 32 epMKACHOCT ,,.CMBPT,
TpoMBoeMOOIHYHU CHOUTUS (MHDAPKT HA MHMOKap/Aa, HHCYJIT WKW CHCTEMEH eMOOIM3BbM) WK
HETUTAaHUPAaHA peBacKyapru3anua” KoMOMHUPpAHO B IBETE rPyNM Ha ABOKHA Tepanus ¢ faburaTpan
€TEKCHIIAT € C HE Mo-Masika epHKaCHOCT OT Ta3H B rpynarta Ha TpoiHa tepanua ¢ BapdapuH (13,7%
crupamo 13,4%; KP 1,04; 95% [IH: 0,84, 1,29; P=0,0047 3a ne no-manka epukacHocT). Hama
CTaTUCTHYECKH PA3TMKHU B HHAWBHAYATHHTE KOMIIOHEHTH HA KpaHHUTE TOYKH 33 €PUKACHOCT MEXIY
KOATO ¥ 1a OUI0 OT rpynara Ha ABOHHA Tepanus ¢ naburatpaH €TeKCHIAT W I'PyIaTa Ha TPOMHa
Tepanus ¢ sBapdapuH.

[lpoyuBaHeTo mokasBa, Y€ ABOHHATA Tepanus ¢ JaddraTpaH €TEeKCHUIaT U aHTaroHMCT Ha P2Y12
3HAYUTETHO NOHKWKABA PHCKA OT KbPBEHE, B CPaBHEHHE ¢ TPOHHATa Tepanms ¢ sapdapHH, ¢ He No-
Manka eUKacHOCT 3a KOMOUHMpaHaTa KpaiHa TO4Ka ,, TpoMO0eMOOIHUHH ChOUTHUA® NPH NALUMEHTH C
NPEACHPAHO MbXIEHE, KOUTO ca Ounun noanoxenu Ha [1KH cbe cTeHupaue.

Jlewenue na /BT u bE npu ev3pacmuu nayuenmu (nevenue na /IBT/BE)

EduxacHocTTa M 6€3011acHOCTTA Ca MPOYYBAHU B JIBE€ MHOTOIIEHTPOBH, PAHIOMH3NPAHH,
JIBOWHO=CJ/IENH, NIPOYYBAHUS C MOBTAPALLO ce JeueHue U napanentu rpynd RE-COVER u \
COVER II. B re3n npoydyranus ce cpapHfaBa gaburarpan erekcunar (150 mg qea nuT

BapdapuH (uenesa ctoitHoct Ha INR 2,0-3,0) npu nauneHTH ¢ octpa JABT w/wnu BE.
Ha TE3W MPOYYBAHUA € A CE¢ onpeaenu Janu aaburaTpaH €TeKCUIaT UMa He o-Mal

{-] '-..
" -
papdapyH NpH HaMalsiBaHe CbOWTHATA Ha MMLPBHUYHATA KpaiHa TOUYKa, KOATO [Ipec ) } 0 \
koMOWHauuaTa OT peurauBHpaila cumnroMaryuia JIBT w/unu BE, 1 Ha cabp3anHur péiGny Ul | ¥

B paMKHUTE Ha 6-MeCeyHUs NEPUHOJT Ha NEUCHHUE. Nl s
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B c¢bopHute npoyusaHus RE-COVER u RE-COVER II obue § 153 nauMeHTH ca paHAOMH3UPAHH H
5 107 ca nekyBaHH.

[lpoabmxuTEnHOCTTA HA JIUEHHETO ¢ (pHKCUpaHa Ao3a aaburartpad e 174,0 quu 6e3 npocnensBaHe Ha

koarynauusTa. [Ipyn naumentTuTe, paHIOMH3MpAHH 3a MPHEM HA BapbhapyH, MEJHaHaTa Ha BPEMETO B
tepanesTHueH UHTEpBa (INR 2,0 1o 3,0) e 60,6%.

HManuTBaHMATa MOKA3BAT, Y€ JIeueHHETO ¢ naburarpan erekcunar 150 mg aABa MbTH AHEBHO € HE IO-
MaKO €(pHKACHO OT JICYEHUETO ¢ BapdapuH (rpaHHLa 32 He no-Majika epukacnocT 3a RE-COVER u
RE-COVER II: 3,6 3a pa3znuxa B pucka 4 2,75 3a KoOe(DULMEHT Ha PHCKA).

Tabauna 22: AHAIH3 HA ThPBHYHATA H BTOPHYHRATA KpaiHH ToukH 1a ebrxacHocT (BTEC ce

c¢beTod oT ABT n/unk BE) no kpas Ha neproaa cien aevennero B cOopuute npoyupanus RE-
COVER n RE-COVER 11

laBuraTpas eTeKCHIIaT

150 mg nBa MLTH AHEBHO Bapgaphs
JlexyBaHHY NaLMEHTH 2 553 2554
Peunaueupall CHMITTOMATHYEH
BTEC u cepp3ana ¢c BTEC cmbpr 168 (2,7 %) 62 (2,4 %)
KoeduureHT Ba pycKa CipaMo
BaptapuH (95% nosepureneH 1,09 (0,77, 1,54)
MHTEPBAIT)
BTOpHYHH KpalHU TOYKH 34
ledUKaCHOCT
Peunansupalil CHMIITOMATHYCH
BTEC u ¢cMBPT NO BCAKAKBA 109 (4,3 %) 104 (4,1 %)
[PUMHHA
95% nosepuTeneH HHTEpBA

3,52,5,13 3,34, 4,91
ICumnromatnunia JIBT 45 (1,8 %) 39 (1,5 %)
- 0
95% HIOBEPUTENEH HHTEPBAI 1,29, 2.35 1,09, 2.08
CumnromaTuveH bE 27 (1,1 %) 26 (1,0 %)
I L)
95% noBepuTEECH HHTEpBaN 0.70. 1,54 0,67 1.49
Cabp3ana ¢ BTEC cmbpr 4 (0,2 %) 3 (0,1 %)

L
95% noBepUTEnEH HHTEPBAN 0.04. 0,40 0,02, 0.34
CMBPT 10 BCAKAKBA NPUYHHA 51 (2,0 %) 52 (2,0 %)
J

95% noBepUTENEH HHTEPBA 1,49, 2,62 1.52.2.66

IIpegenyus na peyudusupawa /[BT u bE npu év3pacmuu (npeaenyus na {BT/HE)

J1Be paHAOMH3HpaHH, IBOHHO-CIIEMHU NPOYUBAHUA C MMAPANIENIHUA MPYTIM Ca NPORCACHM [PU NALMEHTH C
npexoaHa aHTHKoarynaHTHa repanus. B npoyusanero RE-MEDY, konTponupano ¢ sapgapmuH, ca

KOHTpoAUpaHoTO npoyuBaHe RE-SONATE skitoura nanueHTH, mpeaAXoaHO NEKY
npoab/mkeHye Ha 6 1o 18 Meceua ¢ UHXUOMTOPH HA BUTaMUH K.
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MPH NPOABLIKHTEIHO IeUeHHE U NMPEBEHUMA Ha peuuansupania cumntomatuyHa JIBT w/unu bE.
Obwio 2 866 nanveHTH ca paHaOMU3HpaHH H 2 856 ca nekyraHH. [Ipoab/KUTEIHOCTTA HA JIEUEHHETO
¢ naburarpaH eTekcHIaT Bapupa or 6 a0 36 meceua (Meanana 534,0 auu). Ilpu nauueHTUTE,
paHIOMU3MPAHY HA JeYEHHE C Bap(apuH, MeMaHaTa Ha BpeMeTo B TepaneBTHUeH auanaizoH (INR

2,0-3,0) e 64,9%.

RE-MEDY noka3sBa, ue nedeHuero ¢ naburatpas erekcunar 150 mg nsa nbTH AHEBHO € HE MO-MAJIKO
e(pHKacCHO OT BapgapHH (rpaHHLA 32 He No-Manka epHKacHocT: 2,85 3a koe(HIMEHT Ha pHcka M 2.8 3a
pa3/iiKa B PUCKa).

Ta0aHna 23: AHATTH3 HAa DBPBHYHHTE H BTOPHYHATE KPAiiHR TOUKH 32 epnkacHocT (BTEC ce
c¢beToH o7 JABT n/unun BE) a0 kpas va neproaa cien Jedenneto B npoyusaneto RE-MEDY

aburarpaH erexkcunar Bapdgapun
150 mg nBa NvTH AHEBHO
UlexyBaHH NaLMEHTH 1430 1426
Peunauenpauw cumrrromatyeH BTEC u
cebp3ada ¢ BTEC cMbpr 26(1,8 %) 18 (1,3 %)
KoeduuueHT Ha pUcKa CpaMo
BapgapHH (95% nosepureneH unrepsan)|1,44 (0,78, 2,64)
HE MO-Ma/IKa eéPUKACHOCT 2,85
[lateHTH, NIPU KOKUTO € Bb3HHKHANO |22 17
1,7 1,4
KymynaruseH puck kM 18 mecels (%) ’
Pa3ziuka B pucka cnpamo sapdaput (%) 0,4
95% moBepuTesieH HHTEPBA
HE [MO-MallKa e(pUKACHOCT 2,8
BTOpHYHHU KpaiHH TOYKH 34 €DUKACHOCT
Penmausupain cumnromardyued BTEC u
CMBPT IO BCAKAKBA MPUYHHA 42 (2,9 %) 36 (2,5 %)
95% nOBEpHTENCH HHTEPBAI 212, 3,95 1,77, 3,48
CumnromaTtuusda JI[BT 17 (1,2 %) 13 (0,9 %)
95% pnosepuTesieH HHTEpPBAN 0,69, 1,90 0,49, 1,55
CumnroMmatiued BE 10 (0,7 %) 5 (0,4 %)
95% noBepUTENEH HHTEPBA 10,34, 1,28 0,11, 0,82
Bbp3aHa ¢ BTEC cmbpr I (0,1 %) 1 (0,1 %)
95% noeepureneH HHTEpBan 10,00, 0,39 10,00, 0,39
ICMBPT MO BCAKAKBA NMPHUHHA 17 (1,2 %) 19 (1,3 %)
95% nosepuTEneH uHTEpBan 10,69, 1,90 10,80, 2,07

[lenrra Ha npoyusaneTo RE-SONATE e fa ce ouenn npess3XoACTBOTO HAa JaOHraTpaH eTeKCHIAT
cipsaMo nnanebo Npu NpeBeHUUATa Ha peudausupaiy cumnromatiunu JIBT w/unu BE nipu
MaUMEeHTH, NPEMUHAIH NpeaXo/Ho neueHue ot 6 no 18 mecena ¢ BKA. Ilnanupanoro neyenue e
nabduratpaHn erekcunar 150 mg aABa mbTH AHEBHO B NPOABLIDKEHHE Ha 6 meceua, He3 HeobXoauMocCT OT
HabmoaeHue.

[IpoyuBanero RE-SONATE noxa3ssa npeeb3xoacTso Ha naburarpaH eTekcHaaT CripaMo ruiaueso no
OTHOLUEHHE NpeBeHLUATA Ha cHOMTHUA ¢ peunauBrpaiy cumnromatiudn JIBT/BE, siunouunte
CMBPT O HEOOACHUMH MPUUHHH, C NOHKEHHE HA pycKa OT 5,6% 10 0,4% (HamaisnBa
OTHOCHTENHHA pUCK 92% DOasupaHo Ha koeHULIHEHTA HA PUCKA) MO BPEME HA [IEPHO
(p<0,0001).

BcHuky BTOPMYHH aHAJIM3H U aHAIM3W HAa YyBCTBUTENHOCTTA HA MbPBUYHATA Kpai
BCUYKH BTOPHYHH KpaHHH TOYKH MOKAa3BaT NPEBb3XOACTBO HA 4a0MraTpaH eTekc
niauedo.
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[IpoyuBaHeTo BUItOUBA | 2-MeceuHo nmpocneasBaHe 3a HAbNIOACHUE ciel Kpad Ha iedeHueTo. Cnen
peKpaTsiBaHe Ha MPUJIAraHETO Ha U3MKUTBAHOTO JE€KAPCTBO epeKThT CE 3aIMa3Ba /10 Kpas Ha Nepuo/ia
Ha NpocJiefaBaHe, KOETO NoKa3Ba NOAAbpKaHe Ha e(PEKTA OT MbPBOHAYAIHOTO JIEYEHHE ¢ JaburaTpaH
erekcuwiar. He e Habmogasan pubayHa edexr. B kpas Ha npocneassaneto cxbutuara ¢ BTEC npu
MnaLMeHTHTE, TEKyBaHu ¢ naburarpad erekcuaar e 6,9% cnpamo 10,7% B rpymnara Ha ruiauebo

(xoeduuueHT Ha pucka 0,61 (95% IIH 0,42, 0,88), p=0,0082).

Tabnana 24: ARajin3 HA ILPBHYHATA H BTOPHYHATA KpaiHHn ToukH 3a epuxacHoct (BTEC ce
cweTon oT JABT n/uau BE) a0 xpas na nepuona caex geseanero B npoyusanero RE-SONATE.

JlaburaTpaH eTekcuaaT [Tnauebo

150 mg nBa NbTH JHEBHO
JleKkyBaHM NAaLMEHTH 681 662
PeumuBupail CHMIITOMATHYEH
BTEC u cBbp3aHa ¢ Hero eMbpT 3 (0,4 %) 37 (5,6 %)
KoeduineHT Ha pUcKa CIpAMO
iauedo (95% noeepurencH 3,08 (0,02, 0,25)
MHTEPBA)
P-CTOMHOCT 3a npeBbaxoacTso  <(0.0001
BropHyHHM KpaHH TOYKH
PeunauBupail] CHMIOTOMATHYCH
BTEC u cMBpT NO BCAKakKpa 3 (0,4 %) 37 (5,6 %)
[pUHUHA
95% noBepHUTENIEH HHTEPBAN 0,09, 1,28 3,97, 7,62
ICumnromaruuna JIBT 2 (0,3 %) 23 (3,5 %)
95% nosepurenieH UHTEPBaN 0,04, 1,06 2,21, 5,17
\CumnromarrHueH bE 1 (0,1 %) 14 (2,1 %)
925% noBepuUTesIeH UHTEPBA 10,00, 0,82 1,16, 3,52
Ceep3ana ¢ BTEC cmbpT 0 (0) K0 (0)
95% noBepHTENIEH HHTEPBAN 0,00, 0,54 10,00, 0,56
CmbpT N0 HeobsacHrumu nipuynHul0 (0) 2 (0,3 %)
95% noseputesieH UHTEPBA 0,00, 0,54 10,04, 1,09
ICmbpT No Besikakea npuurHa 0 (0) 2(0,3 %)
95% noeepuTeneH HHTEPBAN I0,00, 0,54 10,04, 1,09

Knunuunu uznumsanus 3a RPCECHYURINA HA mpﬂﬂﬁﬂEMﬁﬂﬂm npu nayuenmu coc C‘hp()EIIHH KAdnHu
npomesu

B usnutraHe ¢aza Il paburatpax eTekcHnat W BapdapuH ca npoy<eHH npu odbio 252 nauueHTH,
NPEThPIIEIK HACKOPO XUPYPruuHa ofnepaLus 3a MNocTaBsHe Ha MEXaHUYHA ChbpAeyHa Kiana (T.€. B
PAMKHUTE Ha HACTOALLATA MM XOCIIMTANIM3ALIMA ), KAKTO M [IPH MMALUEeHTH, IPETLPIIEIN onepauMs 3a
MOCTaBsHE HA MEXaHWUHA ChbpJeyHa Kjana npeau nosede ot Tpu Meceua. [loeede pomboeMmboInuHH
CbOUTHA (OCHOBHO MHCYNTH ¥ CUMITTOMHW/ACMMIOTOMHH TPOMOO3X Ha NPOTE3UPAHHTE KJIAMNH) U
nopeue CbOUTHA Ha KbpBeHE ca HabnoaaBaHH NpH naburaTpaHd €TEKCUIAT B CpaBHEHHE C BapdapHH.
[1pu naumeHTH B paHHHA NOCTONEPATUBEH NEPHO/, FONAMOTO KbPBEHE CE€ € NPOABABAIO OCHOBHO KaTO
XEMOpAru4eH rnepUKapacH U3JHB, MO-CNEUHATHO MPU TIALUMEHTH, 3anodHany npueM Ha gabvrarpan

TOuKa 4.3).

[leduampuuna nonyaayus

IIpegenyun na uncyam u cucmemet emboauzsM npu 8vapacmuu nayuermu ¢ HKIT
nogeue puckogu gpaxmopu
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Esponeiickara areHuMs o JekapcTeaTa 0cBo00XKIaBa OT 3ab/UKEHHACTO 3a IPEAOCTABIHE Ha
pe3yJITATHTE OT NPOYYBAHHATA ¢ peePEHTHHA JIEKAPCTBEH ITPOAYKT, ChAbpiKalll JaburaTpaH
eTEKCWIAT BbB BCHYKH MOArpyINH Ha NeJAHaTpU4HaTa NONyAauus 3a NoKasaHHETO NPEeBEHUMA Ha
MHCYAT U cucTeMeH eMbonnasm npu naumeHtr ¢ HKIIM (Bk. Touka 4.2 3a uadopMalug OTHOCHO
ynioTpeba B neaMaTpHuaTa).

Jevenue na BTEC u npesenyus na peyudusupawu BTEC npu neduampuyunu nayuenmu

[Ipoyusanero DIVERSITY e nposeneno, 3a aa aeMoHCTpHpa epHUKacHOCTTa H Oe30rnacHoCTTa Ha
naburaTpaH €TeKCUIaT B cpaBHEHHE CbC cTanaapTHo neveHue (standard of care (SOC)) va BTEC nipu
neAMaTPHYHHU MALKEHTH OT paxaaHeTo A0 noA 18-roauiuxa Bw3pact. Cniopea AW3alHA NMPOYUBAHETO €
OTKPHUTO, PAHIOMHM3HWPAHO NPOYYBaHE C MAPANEIHM IPYNH 32 JOKA3BAHE HA HE NO-MAJIKa €(PUKACHOCT.
BrioueHdTe 32 YUACTHE MAUWEHTH Ca paHAOMU3HPAHH B CHOTHOLUEHHE 2:]1 ga nomy4yasar crobpaseHa
C BB3pacTTa JeKapcTBeHa dopma (Kancyiny, oOBHTH rpaHy/IH WK NEpOpaNicH pa3Teop) Ha AaburarpaH
eTeKcuaaT (¢ K03M, alanTHpPaHU CNOPE Bb3pacTTa H TENECHOTO Terio) WiH SOC ¢ HUCKOMOIEKYJ/THH
xenapuHi (HMX) wnu anraronuctu Ha ButamuH K (BKA), win ¢poxpanapuHyke (1 nauueHt Ha

12 roaunu). [TepBHYHaTA KpaiiHa TOUKA € ChCTABHA KpaiHa TOMKA OT MAaUMEHTH C [TJIHO pa3TBapaHe
Ha TpoMO0a, ¢ nunca Ha peunausupawo BTEC u ¢ nunca Ha cmbpTHOCT, cBbp3aHa ¢ BTEC.
KpuTtepunTe 33 M3KIHOYBAHE BK/IIOYBAT aKTHBEH MEHHHIUT, EHLEQaJIUT | BbTpeuepeneH adciec.
O6wo 267 nauuenTH ca pangoMuanpanu. Ot tax 176 nauveHTH ca JIEKYBaHH ¢ gaduraTpaH
eTtekcunar, a 90 naunenTH ¢ SOC (1 pangoMH3MpaH NaUMUEHT HE € JIEKyBaH). 168 nauueHTy ca Ha 12
no nod 18 roguuu, 64 nauveHTH ca Ha 2 a0 noxa 12 roauHM, a 35 naluedTH ca noj 2-rogviiHa
Bb3pAacT.

Ot panpomusnpanuTe 267 nauuenty, 81 naunenrtu (45,8%) B rpynara Ha gaburarpas eTekcunar y 38
nauneHTH (42,2%) B rpynarta Ha SOC oTroBapaT Ha KPUTEPUMTE 3a ChCTABHATA ITbPBUYHA KpakHa
Touka (IMLIHO H3YKUCTBaHE Ha TpoMba, sunca Ha peudausupail BTEC 1 nunca Ha CMBPTHOCT,
cebp3aHa ¢ BTEC). CroTBeTHaTa pa3/iuka B UECTOTATa MOKa3Ba HE MO-Ma/IKa €(PHUKACHOCT Ha
naburarpad erekcunar B cpaBHeHHEe CbC SOC. CoBMECTHMHM PE3YJITATH KaTO LAITO ¢a HabMoaaBaHH v
B MOArPYIUTE: HAMA 3HAUMTE/IHH PA3IM4HA B eeKTa OT JIEHESHHETO 3a NOArPYIHUTE 110 Bb3pacT, Mo,
reorpadcka obJ1acT U HANMUYKME HA ONpPene/IeHH PUCKOBH ¢akTopH. 3a 3-Te pa3IuuHU BL3PACTOBH
CTPaTH CLOTHOILIEHUETO Ha NALUEHTUTE, MOCTUTHAIM TbPBHYHATA KpaiHa TOYKA 32 e()UKAaCHOCT B
rpynuTe ¢bOTBETHO HA AaburaTpaH etexkchnatr H SOC, e 13/22 (59,1%) n 7/13 (53,8%) npu
NMalUHEHTHUTE Ha Bb3pacT <2 roguuu, 21/43 (48,8%) u 12/21 (57,1%) npu nauMeHTUTE Ha BB3pacT 2 10
<12 rogunu u 47/112 (42,0%) n 19/56 (33,9%) npu nauneHTuTe Ha BB3pacT 12 no <18 roauHu.
[TorebpaeHH CEOMTHA HA FONAMO KbpBEHE ca cboOlieHu 3a 4 nauvedTH (2,3%) B rpynara Ha
naburaTpaH erekcuiaT U 2 nmauveHTH (2,2%) B rpynara Ha SOC. Hama cratucTHYeCKH 3HaYUUMa
pa3nyKa BB BPEMETO A0 NOSBA Ha MbPBO CLOMTHE Ha rOJIIMO KbpBeHE. TPHUIECET K OCEM NMauHeHTH
(21,6%) B rpynara Ha gaburarpan etekcuiat ¥ 22 nauueHTH (24,4%) B rpynara Ha SOC umar
MOTBLPAECHO CHOUTHE HA KBPBEHE, KATO MIPH NOBEYETO OT TAX TO € KATErOPHIUPAHO KATO
He3HauuTenHO. KomOuHupaHaTa kpaliHa ToUka Ha NOTBBLPACHO CHOMTHUE Ha MOIAMO KBPBEHE (major
bleeding event (CI'K)) unu knnnanuHo 3Hauumo Heronsmo {clinically relevant non-major (CRNM))
KbpBEHE (KOraTo nauMeHTHTE ca Ha neveHure) ca crobiueHu 3a 6 (3,4%) mauyeHTH B rpynara Ha
naburarpad erekcunart 4 3 (3,3%) nauuenTtH B rpynara ra SOC.

EaHO OTKpHTO, MPOCNEKTHBHO, KOXOPTHO, MHOTOLIEHTPOBO NMpoy4BaHe 3a Oe3zonacHocT ¢a3a Il ¢
eaHO paMo (1160.108) e npoBeaeHo 3a oueHka Ha He3zonacHocTTa HA gaburarpaH €TEKCWIAT NPH
npeseHUHA Ha peunavBupall BTEC npu neauaTpHyuBy NauydeHTH OT paXJaHeTo X0 noA 18-roamuiHa
Bb3pact. [lauMEeHTH, KOMTO Ca C€ HYX/AE/NH OT MO-HATATHIIHO aHTHKOATyJIAHTHO JISUYEHHE NOpaaH
Hanuuse 3a noTebplaeH BTEC (3a Hali-manko 3 Meceua) WM cnell 3aBbLpliBaHe Ha MPOYYBAHETO
DIVERSITY, ca BkatoueHH B npoy4BaHeTO. [loaxoasuiMre 3a BKIHOYBAHE MALMEHTH €A I
ananTUpaHM Cropell BL3PACTTa M TENECHOTO TErN0 034 OT ChoOpa3eHa ¢ Bb3pacTTa
dopma (kancysu, OOBUTH IpaHY/IK WIH fEpOpalicH pa3rBop) Ha fabMrarpaH eTekc
€TMMHHUPAHE Ha KIIMHWUYHHUA PHCKOB (aKTOp MW A0 MakcHMyM 12 meceua. [Tsp
TOUKH HA npoyuBaHeTo ca peunaus Ha BTEC, cubutre Ha ronamMo wiu HezHay
CMBPTHOCT (0b111a U BLB Bpb3Ka ¢ TPOMOOTHUHH WM TpoMOOeMOONHYHU CLOUTH
Haxoante oT chOUTUATA Ca MOTBLPACHU OT HE3ABUCHMA, 3aC/ICIICHA KOMUCHUS 33 O
O6uio 214 nauMeHTH ca BKIIOYEHHM B NPOYUYBAHETO; OT TAX 162 nauMeHT4 ca BbB B
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(ot 12 go mon 18 roavuu), 43 naureHTH ca BB Bb3pacToBa cTpata 2 (o1 2 10 noa 12 roguun) u 9
MalLMEHTH Ca BLB Bh3pacToBa cTpara 3 (oT paxxaaHeTo Ao noa 2-roauiiHa Bb3pact). [To Bpeme Ha
nepyuoza Ha ae4yeHue 3 nauMeHTH (1,4%) ca pa3Buiu NoTBBLpAEH OT KOMHCHATA peunaus Ha BTEC B
pPaMKHATE Ha MbPBHTE 12 Mecela cnel 3arno4YyBaHe Ha JICYEHHETO.

[loTBBEpAECHH OT KOMHCHATA CHLOMTHA Ha KBPBEHE MO BPEME HA MEPHUOA Ha JIeeHH e ¢a ChOOILIEHH 32
48 naumeHTH (22,5%) B pamkuTe Ha MbpBUTE 12 Meceua. [ToBeyeTo cLOMTHA HA KbPBEHE Ca
He3HauuTeNHU. [Ipu 3 naumenty (1,4%) MMa NOTBBLPAEHO OT KOMUCUATA CHOUTHE HA FOJIAMO KBbPBEHE
B paMKHTe Ha ITspBUTE 12 Meceua. [1pu 3 naumenrv (1,4%) UMa NOTBBLPAEHO OT KOMHUCHATA CHOUTHE
Ha CRNM kspBeHe B pamkure Ha mepBUTe 12 Meceua. Hama cMBpTHM cy4an no BpeMe Ha nepHoaa
Ha neuenue. Ilo speMe Ha neproaa Ha neueHue 3 naumentu (1,4%) ca pazBuwin MOCTTpoMOOTHHEH
cuHapoM (post- thrombotic syndrome (PTS)) unu ca umanu snowasare Ha PTS B pamxuTte Ha
nspBUTE 12 Mecewa.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Cnea nepopajiHo NpuioxeHUe 1aburaTpaH eTekcunat 6bp30 M HAITBIHO CE NPEBpPbILA B AabHraTpaH,
KOHTO € aKkTHBHaTa popma B I1a3Mara. PasuenBaHeTo Ha IpeaneKapcTBOTO JaGHraTpaH eTeKchnaT
ype3 KaTalH3upaHa OT ecTepa3a XHIpoan3a 10 aKTUBHOTO BEUeCTBO Aa0HraTpaH € npeobnanasauara
MeTabonuTHa peakums. AGconoTHaTa BHOHATMYHOCT Ha JaburaTpaH ciie] NEpOPaATHO IPHIIOHKEHHE
Ha AaburarpaH eTekcwiat € npubnusurento 6,5%.

Cnea nepopajHo NpUiIoKeHHe Ha JaburaTpaH €eTeKCHIAT NIPH 3APaBH 100pOBOILM,
(papmakokrHEeTHUHHMAT NpodHi Ha JaburaTpaH B [U1a3MaTa ce Xapaktepusupa ¢ Gbp3o HapacTBaHe Ha
[U1a3MEHHWTE KOHLIEHTPALHH ¢ nocTHraHe Ha Crmax B pamkuTe Ha 0,5 n 2,0 4aca cie npuioxkeHHETO.

Abcopbuns

[IpoyuyBaHe, oueHABallO nocroneparusHara abcopbuus Ha naburarpan erexkcwiar 1-3 yaca cnen
ornepauus, JEMOHCTpUpa OTHOCHTENHO HaBHa abcopOuUKA B CpaBHEHHE ¢ Ta3u NpHu 3paBH
A0OpoBOIILM, MOKa3BaliKK [U1aBeH NpodH Ha NNa3MeHaTa KOHLIEHTPaUMU BbB BPEMETO 6e3 BUCOKH
MMKOBH IUTA3MEHUTE KOHLEHTPaLMH. [ITMKOBY M1a3MeHH KOHLEHTpaUMK € AOCTHraT 6 yaca cien
[IPHIOKEHHETO B MOCTONEPATHBHHUA NEPHO/ MTOPAAH JONPHHACAIIH (PaKTOPH, KATO HANPHMeEP
anectesus, CY napesa ¥ Xupypruudu eQeKTy, HE3aBUCHMO OT NMEPOPATHATA JIEKAPCTBEHA PopMa.
JApyro npoyuysaHe AeMOHCTpPHPA, ue € OapHa M 3aKbCHABAIA abcopOLMs 0OHKHOBEHO ce Habnwaasa
caMoO B AcHsA Ha onepauusaTa. Ha caeapammre nuu abcopbuusra Ha naburatpad € Obp3a M NHKOBH
JIZ3MEHH KOHLEHTPALMH CE€ AOCTHraT 2 4aca cnel NPUI0KEHHE HA TEKAPCTBEHUS [IPOIYKT.

Xpanara He noBJxMABa OMOHAIMHHOCTTa Ha a0UraTpaH eTeKCUNaT, HO 3a0aBs BPEMETO 10 NUKOBHTE
[UIA3MEHU KOHLUEHTPALUH ¢ 2 yaca.

Cmax 4 AUC ca nponopunoHaiHK Ha N034aTa.

bHOHATNYHOCTTA CJie]] EpOPATHO MPHIIOKEHHE MOXE /1a C€ NMOBUILIM Che 75% clied NpWIoKEHHE Ha
eIMHHYHA 1032 U ¢ 37% B CTALIMOHAPHO CLCTOSHUE, B CpaBHEHME ¢ pedepeHTHATa KancysiHa gopma,
KOraTo nejeTyuTe ce npuemar 6e3 kancynara ot xunpomesiosa (HPMC). CnegosatenHo uesnocTra Ha
kancynute oT HPMC sunaru Tpabsa na e 3anasena nipu KIMHAYHA ynoTpeda, 3a 1a ce usberue
HeYMHILICHOTO NMOBHILIaBaHe Ha OMOHANMYHOCTTa HA naduraTtpaH eTekcuiat (BK. Touka 4.2).

PasnpeneneHuve
Habmonaea ce cnabo (34-35%), He3aBHCHMO OT KOHLUEHTpaUMATa CBbP3BaHe Ha Naburatpan ¢
YOBCUIKKTE IUIa3MEeHH NMpoTeuHU. ObeMbT Ha pasnpeaenenye Ha qaburatpad or 60-70 1 npesuinasa
ob1IMA 0OeM Ha TenecHUTE TEUHOCTH, KOETO O3HA4aBa, Ye 1aburarpad UMa YMEPEeHO TbKaHHO
pasnpeaeieHHe.

buoTpanchopmalius

Metabonu3mMbT M ekckpeLMaTa Ha faburaTpaH ca npoy4eHd NpH 34paBu A0OPOBO
HHTPABCHO3HA 1032 naburarpaH, 6ens3aH ¢ paauoakTusen u3oron. Cnea HHTpase
IPOH3X0XKAalla OT JaburaTpaH paguoakTHBHOCT C€ €IMMKHKPA I1aBHO C YPUHATA
eKCKpeuus oTrosaps Ha 6% oT npuioxenara no3a. /o 168 vaca cnen npunoxenue
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PaAMOaKTUBHOCT C€ Bh3CTAHOBABRA B paMKHTE Ha 88-94% OT npunoxeHarta n03a.

HaburaTpaH ce nojgiara Ha KOHIOrauus, NpH Koeto ce odpa3ysat papMakOIOrHYHO aKTUBHH
alMArmIOKYpoHHAM. CBLIECTBYBAT HETUPH NTO3ULUMOHHU H3oMepa, 1-0, 2-0, 3-0, 4-0-
aAlMINTIOKYPOHHA, BCEKH OT KOUTO ChCTaBAABA No-Majiko oT 10% or 061moTo konu4yecTBo aaburarpan
B ruia3Mara. Crneau oT Apyrd MeTabOoIMTH C€ YCTAHOBABAT CaMO C BUCOKOUYBCTBUTEHHM aHATUTUUHH
meToAdu. JJaburarpaH ce e1MMHHHPA ITABHO B HEMPOMEHEH BU/ ¢ YpPHHATA ¢ NPUOIH3UTENHA CKOPOCT
100 ml/min, chOTBETCTBALLA HA CKOPOCTTA HA INIOMepYJiHA (UIITPALIMA.

EnnmuHupase

[InazamMeHUTE KOHLIEHTPALMH Ha 1aburaTpaH nokassat OMEKCIIOHCHUMAIEH Cajl CbhC CPeACH
TEPMHUHAJIEH NONYXHMBOT 11 yaca npu 31paBu HHAMBUIH B CTap4yecka Bb3pacT. Cea MHOTOKPATHO
npusarade ce HabaoaaBa TEpMUHATIEH NONYXXUBOT oKOno 12-14 yaca. [lony:KMBOTBT € HE3aBUCUM OT
no3ara. [lonyXMBOTBT € yabkeH, ako 6b0pevHarTa (pyHKLMA € HapyuIeHa, KaKTO € [T0Ka3aHo B
Ttabnuua 25.

CrneuMaiHy nonyianuu

bvbpeuna nedocmamvunocm

B npoyuBanus ¢aza I excnozuiuara (AUC) Ha gaburaTpat cieq nepopaiHo NPUIOKEHHE Ha
naburaTpaH eTeKCWIaT € NpUONU3MTENHO 2,7 BTH MO-BUCOKA NPH Bb3PacTHHU A0GPOBONILIM C yMEpeHa
0pbpeuHa HepoctaThbyHOCT (CrCL mexny 30 u 50 ml/min), oTkonkoTo npu Te3u O6e3 OBOpeuHa
HeA0CTaTbYHOCT.

{Ipn manbk Opoit Bb3pacTHH 100pOBONLH ¢ TexKa ObOpeuHa HegocTaTbuHOCT (CrCL 10-30 ml/min),
excriozuumaTa (AUC) Ha gaburatpaH € npudan3uTeIHO 6 MbTH [10-BUCOKA, a MONYKUBOTDT

NMPUOAH3BHTEAHO 2 ITBTH NO-ABJIBI OT HabnogasaHuTe B nonynauusa 6e3 6bOpedHa HeJOCTATBYHOCT
(Bx. Toukn 4.2, 4.3 n 4.4).

Tabanna 25: [lonyxuBoThLT HA 00IHA JAOHraTpaH NPH 3APABH HHAHBHAH H HHAHBH/H C
HapymeHa 0b0peuna pysxuus.

CKOpOCT Ha riaoMepyJiHa Cpenen reomerpudeH (gCV %; rpanuiin)
ibunrpauus (CrCL,) MONYXHUBOT

[mL/mn] [h]

>80 13,4 (25,7%; 11,0-21,6)

>50-<80 15,3 (42,7%;11,7-34,1)

>30-<50 18,4 (18,5 %,13,3-23,0)

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

JIONBAHUTENHO, eKCINO3ULMATA HA AaburaTpaH (Hak-HUCKA U NNMKOBA) € OLE€HEeHa B €HO
NPOCHNEKTUBHO, OTKPUTO, paHAOMH3UPAHO, HapMaKOKHHETHYHO MTPOYUYBAHE MPHU NALMEHTH C HEKIAMHO
npeacbpaHo mbxaeHe (HKIIM) ¢ texko 6u06peyno yepexaane (onpeneneHo KaTo KpeaTHHHHOB
kinpbHe [CrCl] 15-30 ml/min), nonyuyaeamu gaburarpaH erekcunar 75 mg npa mbTH JHEBHO. To3u
pEKHM € JOBE/ 00 Halk-HKCKa cpeiHa reoMeTpuyHa koHUeHTpauus 155 ng/ml (gCV 76,9%),
H3MEPEHA HENOCPEACTBEHO NPEAX MPHIOXKCHHUETO HA ClIEABALLATA /1034, H 10 ITHKOBA CpeliHa
reomeTpuyHa koHIeHTpauHs 202 ng/ml (gCV 70.6%), uamepeHa nBa yaca C.1eA NPHIOKEHHUETO Ha
nocieHaTa J103a.

KiaupeHCHT HA gaburarpaH upes Xxemoauanusa € u3cieaBaH npu 7 Bb3pacTHH NALKWEHTH ¢ TEPMUHAITHA
O6bOpeuHa HegocTaThuHOCT (TBH), 6€¢3 npeacwpaHo MbxkaeHe. JluanuMzarTa € NpoBeAEHa ChbC
700 ml/min gnanuieH aedUT, NPOABIDKUTENHOCT YETHPK 4aca ¥ CKOPOCT Ha KPLBHHMSA TQRZ0S
iy 350-390 ml/min. Tosa Boan A0 oTcTpaHaBaHe cbOTBeTHO Ha 50% 10 60% OT KO f’-/-,..g )
naburarpadH. KoJM4ecTBOTO Ha BELIECTBOTO, OTCTPAHEHO Ype3 Avalu3a, e npornopLudyaxo
CKOpPOCTTa Ha KPbBHHA TOK, MPH CKOPOCT Ha KpbBHHUA TOK 40 300 ml/min. AHTHkodf v3e _, 5
aKTHBHOCT Ha JabUraTpaH HAMAJIABA ¢ HAMAISABAHE HA IU1a3MEHHUTE KOHLEHTPALIUK 5{(4 171 S

BPB3KaTa HE € 3aCErHara oT MpoLeaypaTa. A ey T
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Meauaunata Ha CrCL 8 RE-LY e 68,4 ml/min. IToytn nonosuHara (45,8%) ot maumenture B RE-LY
uMat CrCL >50-<80 ml/min. IaiueHntute ¢ 6806peuHo yBpexkaaHe B ymepeHa creneH (CrCL mexay
30 ¥ 50 ml/min) umar cpegHo 2,29 nbTH ¥ 1,81 NBLTH Mo-BHCOKA I1a3MEHA KOHLICHTPALU], ChOTBETHO
[IpedX U ceq MPUEM Ha A03aTa Ha AaburaTpaH, B CpaBHEHHE ¢ nauMeHTH 6e3 60peUHO yBpeAKIaHe

(CrCL >80 ml/min).

Meauanara Ha CrCL B npoyuBaneto RE-COVER ¢ 100,4 ml/min. I1pu 21,7% ot nauuenrure €
uMaso 6s0peuHo yBpexaaHe B eka creneH (CrCL >50 - <80 ml/min) v npu 4,5% o1 Tax — 0b0OpeuHo
yppexxaaHe B ymepena crerneH (CrCL mexay 30 u 50 ml/min). ITaunenture ¢ 6650peuHo yBpexxaaHe B
NeKa ¥ YMEPEHa CTEIEH ¢a UMaJIM B CTALlMOHAPHO CHCTOSHHE CHOTBETHO Cpe/IHO 1,8 NbT4 ¥ 3,6 NbTH
[10-BUCOKH TJTA3MEHH KOHLIEHTPALUM NTPEeaH NMPHIOKEHHUE HA J03aTa AaburarpaH B CpaBHEHHUE C
nagreHTuTe ¢ CrCL >80 ml/min. Cxonum croiinoctv Ha Cr(CL ca ycranoenu B RE-COVER 11

MeauaHata Ha CrCL 8 npoyuBanusta RE-MEDY n RE-SONATE e crorseTHO 99,0 ml/min u
09,7 mi/min. [Ipu 22,9% u 22,5% ot naumenture croitHocTUTe Ha CrCL >50-<80 ml/min u 4,1% u
4,8% ot Tax CrCL mexay 30 u 50 ml/min B npoyusanuata RE-MEDY u RE-SONATE.

Hayuenmu 6 cmapuecka eb3pacm

Crneumduruam dapMakoKMHETHUHH Npoy4BaHua ¢a3a [ npu nauueHTH B cTapuecka Bb3pacT MOKa3BaT
yeenuyerue ot 40 no 60% Ha AUC v noseue ot 25% Ha Cpax B CpaBHEHHE C MJIAJH MAUMEHTH.
EdexkTsT Ha BH3pacTTa BbpPXY €KCNO3MUMATA Ha Aa0MraTpaH € NnoTebpacH oT fpoyuBaHeTo RE-LY ¢
0K010 31% mo-BMCOKO HUBO Ha Hal-HUCKATA KOHLICHTpALMA 32 UHAUBKWAKW =75 roIMHU U ¢ 0KoNo 22%
MO-HHCKO HUBO HA HaW-HUCKATA KOHLUCHTpALMA MPY HHAXBUAK <65 roAHWHHU B CPaBHEHHUE C UHAHBHIN
mexay 65 1 75 roguHu (Bxk. Touku 4.2 n 4.4).

Yeproopobro yepexcoane
He ce nabatonasa npomMaHa B eKCNO3MLMATA Ha AadbvraTpaHd npu 12 Bb3pacTHH NALIMEHTH ¢ YMEPEHA
yepHoapoOHa HerocTtaTbuHOCT (Child Pugh B) B cpasHeHue ¢ 12 kouTponu (Bx. Touku 4.2 u 4.4),

Tenecro me2jo

Haii-Huckure koHleHTpaUuMu Ha fadburaTtpaH c¢a 0koao 20% no-HUCKH NpH BB3pacTHYU NAIlHEHTH C
tenecHo Teryno >100 kg B cpasrenue ¢ 50-100 kg. MuosunctBoTo (80,8%) oT HHAMBUAUTE ca B
kareropusaTta >50 kg 1 <100 kg, 6e3 ycTaHoBeHa scHa pa3iuka (BxkK. ToUkH 4.2 1 4.4). [Ipu Bb3pacTHH
MAUMEHTH ¢ TeJIECHO Terno <50 kg KIMHUYHUTE NaHHHU ¢a OTPaHUYEHH.

Hon
HpH NaLfUeHTHTE C NPeAChPAHO MBIKIECHE, NALMEHTHUTE OT XKEHCKHA NON ¢a UMaJIM CpeaHo 30% no-

BUCOKM CTOMHOCTH Ha Ha¥-HUCKA U MOCT-0308a KOHLIEHTPALIMA.
He ce H3uckBa KOpeKUMA HA go3aTa (BxK. To4Ka 4.2)

Emuuyecxu npouszxoo

HaMa KIMHHYHO 3HAYMMH MEXAYETHHYECKH paiUund MEKAY NaliHEHTH OT €BpONECHIHATA paca,
NalLKREHTH ¢ adpO-aMEePUKAHCKH, TaTHHO-aAMEPUKAHCKH, ATIOHCKH W KUTAWCKH MTPOU3XO0/ O
OTHOLIEHHE Ha (hapMaKOKHMHETHKATa ¥ hapMaKoJHHAMHUKATa Ha AaburaTpaH.

lleduampuuna nonyaayus
[Ipn nepopanHo NpuIoKeHHE Ha NaburaTpaH €TEKCWIAT, CIIOPEA OfNPEACTICHHNA B TPOTOKOA

AJITOPUTHM 3a JO3MPAHE, EKCIIO3ULIMATA € B pAMKHTE Ha Ta3y, HabnrogasaHa 1py Bb3pacTHH C
JABT/BE. COopHUAT aHanu3 OoT ¢papMakOKHHETHHHH AaHHH OT npoyuBaHusTa DIVERSITY u
1160.108 noka3Ba, 4e CPpEeAHUTE reOMETPHUMHHM HAH-HUCKH eKCMO3ULKHK ca 53,9 ng/ml, 63,0
99,1 ng/ml cvorBeTHO npu 0 fo <2-roauiuny, 2 10 <12-roguiiHy U 12 po <18-roguuiHK
neagaTpuyHH nauneHTd ¢ BTEC.

DapMakKOKHHETHYHU B3aUMOREHCTBUA
In vitro npoyuBaHu4 3a B3aUMOACHCTBUATA HE NMOKA3BAT KHXUOUpaHe WK MHIYUHpaHe
H3oeH3umMu Ha uuToxpom P450. Toea ce noTBbpxcaasa OT in vivo NpOYy4BaHUA C y4aCTH
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A0OPOBOILM, KOMTO HE MOKA3BAT B3AUMO/ICHCTBUE MEXKAY TOBA JICHEHHE U CNETHUTE AKTUBHU
gellecTa: aropsacTaTtiHd (CYP3A4), TUrokCHH (B3aumoaeicTeue ¢ TpaHcnoprHua P-gp) u
auknodenak (CYP2C9).

5.3 IlpeaxaHHHYHH JAHHH 34 YnoTpeda

HeknuHHYHKUTE JaHHH HEe MOKAa3BaT OCOOEH PHCK 3a XOpa Ha 0a3aTa Ha KOHBEHUHOHATHUTE
(l)&pM&KDHOFH‘IHH NMpoy4YBaHUA 3a GESOHaCHC}CT, [MPpOYUYBAHHA 32 TOKCHYHOCT ITpH MHOTOKpPATHO
Nnpujaral€ H rCHOTOKCH4YHOCT.

Edextute, HabntoaaBaHu B NpoOy4BaHHATA 32 TOKCHYHOCT MPY MHOMOKPATHO MpHIaraHe, ¢e Ih/oKaT
Ha 3acHneHun papmakoaUHaMUUeH edekT Ha raburaTpaH.

Edexr Bbpxy pepTHAHTETA NPH XKEHCKH XUBOTHH € HabmoaaBaH 1o ¢opMara Ha HaMasigBaHe Ha
Opos Ha UMIUIAHTAUXHTE U OBULLIABAHE HA MPEAMMILIAHTALUOHHHTE 3aryou npu ao3a 70 mg/kg (5-
KpaTHOTO HUBO Ha [U1a3MeHa €KCNO3HLUS Npy nauueHTH). [1py 103u, KOMTO ca TOKCHUYHH 32 MAHKHTE
(5- 1o 10-kpaTHOTO HHUBO Ha IUIa3MEHa €KCMO3UIUHMA NIPH NALMEHTH), NIPH IUTEXOBE U 3aMilU ce
HabnioaaBa HamMaNsABaHE HAa TEJIECHOTO TEF/IO U XKU3HECIOocoOHOCTTa Ha deTyca, 3aeIHO C MOBHUILABaHE
Ha ¢deTanHuTe BapMauHi. B npeHaTaHUTE M NOCTHATAJIHUTE NMPOYUYBaHHA € Ha0M0AaBaHO
[OBHILIaABaHe HA (eTanHaTa CMBPTHOCT MPH JA03H, KOHTO ¢a TOKCHYHH 3a MaikuTe (1034,
ChLOTBETCTBALUA HA 4 TETH [10-BUCOKO HHUBO HA IUIA3MEHA €KCIO3ULIMA OT HabM0AaBaHOTO [IPH
MALUECHTH).

B eano npoy4saHe 3a I0BEHUIHA TOKCHYHOCT MPH ILTBXOBE OT nNopoaa Wista CMbPTHOCTTA € CBbp3aHa
CbC CHOMTHA Ha KbpBEHE IIPH MOAOOHH HMBA HA EKCIIO3WLIMA, [IPH KOMTO € Hab/i0AaBaHO KbPBEHE TPH
Bb3PACTHHTE XXMBOTHH. CYHTA C€, YE KAKTO [PH Bb3PAaCTHUTE, TAKa U MPH MIAIHTE IUTHXOBE
CMBPTHOCTTA € CBbP3aHa ChC 3acHileHaTa papMaKkoIOrdyHa akTHBHOCT Ha naburaTpaH BbB BPB3Ka C
yNPaOKHABAHETO HA MEXAHMYHHU CWIH IO BpEME HA MIPUIAraHeTo U TpeTHpaHeTo. JlaHuure ot
[POYUYBAaHETO 33 IOBEHUNHA TOKCHYHOCT HE MOXa3BaT HUTO MOBHILECHA YYBCTBUTEIHOCT KbM TOKCHYHH
[POABH, HUTO TOKCHUHOCT, crieluduyHa 3a FOBEHWTHH KHUBOTHH.

HBLIArocpovYHHUTE TOKCHKOJIOMMYHH NMPOYYBAHHA NPH IUTHXOBE M MHUIIKH HE NMOKa3BaT JaHHM 3a
TYMOPOT€HEH NOTEHLMAN HAa JaburatpaH a0 Makcumannu 1034 200 mg/kg.

Haburatpan, akTHBHATa 4acT Ha AabDMraTpaH eTeKCHIAT ME3WNAT, € YCTOMUYHB B OKOJTHATA Cpeaa.

6. PAPMAIIEBTUYHHA JAHHHN

6.1 COoHCHLK HA NOMOIIHHTE BEIIECTBA

CrabpikaHUE Ha KancyaaTa
Bunena kncenvna
XHnpomesosa

Humetuxon 350

Tank
XUAPOKCHNTPONUALIENY1034

OOBMBKA HA Karcynarta

Kaparenan (E407)

Kanues xnopua

Turanos auokcua (E171)
HMugurorns — FD&C Cunbo2 (E132)

XHnpoMenosa

YepHo neyaTHO MACTHIIO
[Hlennak (E904)
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Yepen xeneseH okcua (E172)
[Mponunenraukon (E1520)

Cunen pazTeop Ha aMoHsAK (ES527)
Kanunes xuapokcua (E525)

6.2 HecnBMecTHMOCTH
Henpuioxumo.

6.3 Cpoxk Ha roanoct

2 rOAKHH

6.4 ChnenuajHH YCJIOBHA HA ChXPaHEHHE

To3n nekapcTBeH NPOAYKT HE H3UCKBA CMIELIMANHY TEMIIEPATYPHH YCJIOBHA Ha chxpanexue. Jla ce
CbXpaHABa B OPUIrHHAIHATA O1aKOBKa, 3a Ja C¢ MPEeANnasH oT Bjara.

6.5 BuancuabpkanHe HA ONAKOBKATA

AVAl 6mcrepute ce cectoar ot OPA/ALU/PE meko ¢donno ¢ BrpajeH HICYLIUTEN U TBBPAO
aYMHUHHUEBO (OIHO, chabpxkao 10 TBepaun kancynu. Beska kapToneHa onakoBKa cbabpaka 10, 30
i 60 TBbLpAK KancyJiu.

[ pynosa onakoska, cbabpxawia 3 onakoeku ot 60 Teepau kancynd (180 TBupau kancynu). Beska
OTAENHa ONaKOBKA OT IPynoBaTa onakoBka cbAbpkKa 6 AV/Al 6nucrepa no 10 TBbpaM kancynu.

AVAl nepdopupanu 6aucrepu ce cueroat ot OPA/ALU/PE Mexo donuo ¢ BrpajseH H3cyluTen 1
TBBPIO a1YMHHHEBO (DOTHO, ChAbpKAINO 10 TBBpAM Kancynu. Beska kapToHEHa ONakoBKa ChALPXKA

10, 30 win 60 TBBpAM Kancynn.

['pynoBa onakoeka, cbabpxaiia 3 onakoBky ot 60 tespau kancynu (180 tewpan kancynu). Beska
OT/EJIHA ONaKoBKa chabpika 6 Al/Al nepdopupano Gmactepa ot 10 TBBpAKM KaNCyy.

He BCHUKH BUAOBE ONAKOBKU MOrart Aa 0bJaT NyCHATH Ha nasapa.
6.6 Cneunannu EpeinasHH MEepPKH MPH HIXBLPJAHEe H padoTa

[1pu n3saxnane Ha Tesekcep kancynu ot 6ancTepHaTa onakoBka TpabBa Aa ce Cna3BaT CleIHHTE

YKa3aHHA:

. B cnyuait Ha nepdopupaHo $ponuo: eauH oTaeseH dauctep TpAOBa Ja ce OTKbCHE OT
OaucTepHara Kapra o nepgopupaHaTa JIMHHUA,

. TebpauTe kancynu He TpAOBa xa ce W30yTBaT npe3 OAUCTEPHOTO HONHO.

Hen3nomBaHUAT NEKapCTBEH MPOAYKT WK OTHAAbYHUTE MATEPUATH OT Hero TpaOBa 11a ce H3XBLPIIAT
B CbOTBETCTBUE ¢ MECTHUTE H3UCKBAHHA.

7 IIPUTEXATEJI HA PAZPEHIEHHUETO 3A YIIOTPEBA

Gedeon Richter Plc.
1103 Budapest
Gyomréi ut 19-21.
YHrapus
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8 HOMEP(A) HA PAJPELHIEHHUETO 3A YIIOTPEBA

Per. Ne 20220261

9 JATA HA IIBPBO PAZPEINABAHE/TMIOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mbpBO pasperuasaxe: 21.09.2022
JaTa Ha nociieAHO MOAHOBABAHE:

10 TATA HA AKTYA/IMINPAHE HA TEKCTA

08.02.2024
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