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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HWME HA JIEKAPCTBEHUS ITIPOAYKT

Tenekcep 150 mg TBbpAM Karcyiu

AL A E

Telexer 150 mg hard capsules

22 3&r  15-09- 2026
2. KAYECTBEH U KOJJMYECTBEH ChCTAB

Bcesika TBbp/ia Kancyna cbabpka 150 mg naburarpan erekcuiar (dabigatran etexilate) (kato
ME3uJIaT).

3a MbJIHUS CITUCHK HA MOMOIIIHHUTE BELIECTBA BUXKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyJia.

Karncynu cbe cuHBO Kanave M ¢ 0su10 1410 ¢ pazmep 0 (ab/pkuHa npubiausurento 21,7 mm),
HAIBJHEHO C XbJITEHUKAaBH nesieTy. Kanayero e mamroBaHo ¢bC cCMMBOUIa Ha koMnanusTa Gedeon
Richter, a Tss10T0 - ¢Be “1507.

4. KJIMHUYHHU JTAHHH

4.1 TepaneBTHYHH NOKA3AHUSA

[I[peBeHLIMS HA HHCYJIT U CUCTEMEH €MOOJIM3BM T1PU Bb3PACTHH MALMEHTH C HEKJIAITHO TMPE/IChPAHO
mbxaeHe (HKIIM) ¢ eauH uiam rnoBeye puckoBU (PaKkTopH, KaTo npe/aecTBall UHCYJIT WK
TpaH3uTOpHa ucxemuuHa araka (THUA); Bb3pacT > 75 roaMHH; ChpAeYHa HEAOCTATHYHOCT (KJ1ac Mo

NYHA > II); 3axapen quaber; XMnepToHus.

Jleuenue Ha abjOoka BeHo3Ha Tpombo3a (/IBT) u 6enoapodben embo0sim3bm (BE), kKakTO M npeBeHLUs
Ha peuuauBd Ha /IBT u bE npu Bb3pacTHM.

Jleuenue Ha BTEC u npeseHums Ha peunausupaiid BTEC npy neaMarpuyHy nauMeHTH OT MOMEHTA,
B KOMTO CTAaHaT CIOCOOHH J1a NMOorIbllaT MeKa XpaHa a0 noja 18-rojauiuHa Bb3pacr.

3a croOpa3eHu ¢ Bb3pacTra J1030BH (POPMH BHAKTE TOYKA 4.2.
4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Tenekcep KarncyJ/iu Moxe Ja C€ M3I10J13Ba MPHU Bb3PACTHH U M€IMATPUUHH MALIMEHTH HA 8-I0/1MLIHA
Bb3PacCT WJIM [10-TOJIEMH, KOUTO ca CIOCOOHHM /1a NMOrTbLIAT KalCyJIMTe UeJH. JIpyru nekapcTBeHH
¢opmu Ha JabUraTpaH €TeKCuIaT, HaJIMYHM Ha rnasapa (Hanp. rpaHyJiy ¢ IOKpPUTHE), MOTaT /a ce
W3110J13BaT NpH Jieua noj |2-roauiiHa Bb3pacT, ako Te ca CrocoOHH /1a MOrIbLIAT MeKa Wﬁﬂ[h?ﬁ““x
ot 75 mg Tesekcep He € HAJIMYHA, C/IEI0BATEIHO NPH BH3PACTHH, 33 KOUTO ce npenopkuna’ ——— % "
HaMaJIsBaHe Ha ji03aTa, TpSAOBa /1a ce W3I0JI3BaT JAPYIH JIEKAPCTBEHM MPOJAYKTH, Cb KA M) Ao\
naburarpaH erekcu/iat 75 mg, HaJIMYHU Ha nasapa.
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nozara. Jlozara, nocoyeHa B Tabnuuara 3a 103HMpaHe 3a ChOTBETHATA JiekapcTBeHa opma, TpadBa sa
ce MpeAnucBa Bb3 OCHOBA HA TEJIECHOTO TEMNO U Bb3pacTTa Ha JIETETO.

Ilpesenyun na uncyam u cucmemer eMG01u3bM IPU E6IPACMHU RAUREHMU C HKITM c eoun unu
nogeve puckosu paxmopu (Stroke prevention in atrial fibrillation, SPAF - Ilpeeenuun na uncyam

npu npedcoporo mwviycoene, ITHIIM)

JTeuenue na JIBT u BE, xakmo u npesenyus na peyuousu na /IBT u BE npu ev3pacmnu

(ABT/BE)

[IpenoprunTenuure 1034 AaburarpaH erekcunat npu nokasanuara [TUIIM, JIBT u bE ca noka3zanu B

Tabnuua t.

Ta6auna 1: Ilpenopbku 3a Ao3aposxata npa [IUIIM, IBT 1 BE

IIpenopbKH 3a J03HPOBKATA

[IpeBeHLHA HA MHCYAT U CUCTEMEH €MOOTHIBM
npu Bb3pacThu nanueHTy ¢ HKITIM ¢ equn unu
noeede puckoBH pakropu (ITUIIM)

300 mg naburaTrpaH eTEKCHIIAT, MPUEMaHM KaTo €/1Ha
kancyna oT 150 mg aBa MbTH AHEBHO

Jleuenue Ha JIBT u BE, KakTO 4 npeBeHUMA HA

peuuausy Ha JIBT u BLE npu BBb3pacTHH
nauueHTH ([IBT/BE)

300 mg aaburarpaH eTeKCWIaT, NPUEMaHH KaTo €1Ha
kancyna ot 150 mg aga MbTH JHEBHO, CNEA JICUEHME C
napeHTepaieH aHTHKOAryJIaHT B MPOAB/IXKEHHE HaMH-
MaJiKO 5 JHH

ITpenopvuea ce HaMaIREaHe HA 0o3ama

IMauueHTH Ha Bb3pacT = 80 roauHH

[TalMeHTH, KOUTO NPHEMAT ChITETCTBALIO
BEpanaMuJl

JlneBHa no3a 220 mg aaburarpaH eTeKkcunaTt, mpueMaHu
kaTo eaHa Kancy/a ot 110 mg ara msTH AHEBHO

Tprbea 0a ce 06cvrOu HaAMaII8AHE Ha 003ama

[TaumeHTH Ha Bb3pacT Mexay 75-80 roauHu

[TauueHTH ¢ yMepeHo 6bOpevHO yBpeKaaHe
(CrCL 30-50 ml/min)

Tpabea aa ce nzbepe aHeBHa 103a oT 300 mg niu
220 mg naburaTpaH eTekcunar, bazupaiikm ce Ha

[TauueHTH ¢ racTpHT, e30haruT uiu
racrpoesogarvaieH pediykc

MHAMBHAYA/HATA OlIEHKA HA TPOMOOEMOONTUYHHUS PUCK H
pPHCKa OT KbPBEHE

Hp}’I‘H nauHECHTH C MMOBHLICH PUCK OT KBPBCHC

3a JIBT/BE npenopbkaTa 3a npunarade Ha 220 mg naburatpaH eTEKCHIAT, IPHEMAHH KATO €JHa
kancyna ot 110 mg aBa NbTH AHEBHO, C€ OCHOBaBa Ha (HapMaKOKUHETHYHH H (PapMAKOAUHAMHUHH
AHAIIM3H U HE € NPOYYBaHA B KIIMHAYHHK YCMOoBHA. Buxre no-gony v touku 4.4, 4.5, 5.1 n 5.2.

B cinyuaii Ha HEMOHOCHMOCT KbM AaburatpaH etekcunar naLHeHTHTe TpsAadBa Ja 6baat

MHCTPYKTHPAHH [a C€ KOHCY/ITHPAT BEHAra ¢

JIEKyBalliUg CH JIeKap, 3a aa Obae npeanpHeTo

MPHUEM/TMBO ANMTEPHATHBHO JICYEHHUE 34 MPpEBEHUHA HA HHCYJIT U CUCTCMCH EMGOJ’IHSLM, aCOLUHHPpAaHH C

npeachpAHO MBKAcHE, wiH 3a [IBT/bE.

Oyenka Ha 6vbpeynama Gyuxyua npeou u no

GpeMe Hd JIEHEHUEMO C 0a6ueampan emexcuiam

[Tpu BcuukH nauveHTd U 0ocoDeHO B cTapyecka Bb3pacT (> 75 roauuu), Tbi kaTo 6BOpetH

yBpeXAaHe MOXKE Aa € 4eCTO CPELIaHO B Ta3W Bh3pacToBa rpyna:

o [Tpenu 3anousaHe Ha jJe4eHue ¢ naburarpaH erekcunat 6b0OpeunaTa QyHkUHA
OLIEHEHA Ype3 H3YHUCAIBaHE Ha kpeaTUHHHOBHMA KIHpBHC (CrCL), 3a na ce u3
¢ Texxko ObpeuHo yspexaane (T.e. CrCL <30 ml/min) (Bx. Touku 4.3, 4.4 Sg

. brOpeuHaTa pyHKUMUs TpAOBa Aa ObAe OLEHEHA CBILIO H IIPH CbMHEHHA 3a BT
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O1OpeunaTa GyHKLMA MO BPeME HA NeUCHHUETO (Hanp. XUIMOBOMEMHA, IEXHAPATALMS, H NIPY
CBLIIBTCTBALLA YNOTpeOa Ha HAKOH JIEKAPCTBEHHU NPOLYKTH).

JIOMBLIHMTENHY U3UCKBAHHSA TIPH NALIMEHTH C J1EKO 10 yMepeHo 6b0peuHo yBpexaaHe U npu

MalMeHTH Ha Bb3pacT Haj 75 rOAHHM:

. [To Bpeme Ha neueHue ¢ gaburatpan erekcunar 6n6peuHara ¢yskuus Tpabdsa na 6nae
OUCHABAHA HANW-MaJIKO €HH IThbT MOAMIITHO WIHK NMO-4ECTO, NMPU HEOOXOOHMOCT, B ONpEAEICHH
KJIMHMYHM CUTYALMM, KOTaTO MMa ChbMHeHuUs, ye 6n0peunaTa QyHKLUg MOXKe [1a CE MOHWXKH UITH
fa ce BAOLUM (Hanp. XHMOBOAEMUS, IeXHAPATALIMA, KAKTO H [PH ChITBTCTBALLA ynorpeda Ha
HAKOH JIEKAPCTBEHH MPOAYKTH).

MetoanT, KoTO TpsabBa Aa ce H3NnoA3Ba 3a olieHka Ha 6bOpeuHata GpyHkuus (CrCL 8 ml/min), e
metoasT Ha Cockcroft-Gault.

IIpoovadxcumennocm na ynompeba

[TpoAbIKHUTENHOCTTA Ha ynoTpebaTa Ha naburarpan erekcunar npy nokaszauuara I1UIIM, JIBT u bE
e nokazaHa B Tabnuua 2.

Tabauua 2: Ipoasmkutenuoct Ha ynorpeba npn [IMIIM n ABT/BE

Iloxaszanne [[IpoabJkATENHOCT HA YNOTpebda
[TUTIM Jleyenuero TpsaOBa a € ABITOCPOUHO.
JIBT/BE [TpoabmxuTENHOCTTA Ha JIeHeHHETO TpAdBa ia ce onpenesil HHAWBHAYATHO Cliell

BHHMATEIHA OLIEHKA HA No/13aTa OT JIEYCHHETO CIPAMO PUCKA OT KbPBEHE (BXK. TOUKA
4.4).

KpatkocpouHo neyenue (Hali-manko 3 meceua) TpabBa aa ce posexaa Npy HaIHYKe Ha
MPeXOAHH PUCKOBM (akTOpH (HaMp. CKOPOLUHA XHPYPrH4Ha onepalius, TpaBMa,
lobe3nBBAHE), 4 NO-TIPOABKHTENHO JICYEHUE — MPH TPAKHH PHCKOBH (DAKTOPH HITH
uauonatyHyHa JIBT unu bE.

IIponycnama 0o3a

[TpormycuaTa f103a naburartpaH eTeKkcHaaT MOKe [a ce mpHeMe Ao 6 yaca rnpeau cieapauara
npeanucana aAo03a. [Ipy no-manko or 6 4yaca A0 BPEMETO Ha C/IS/IBALIMSA MTPHEM, NMPOMYCHATa 1032 HE
TpaORa Aa ce npHeMa.

He Tpabea na ce mpueMa ABOIHA 1034, 34 [a ¢€ KOMIIEHCHPAT MPOITYCHATHTE WHAWBHAYANHH JIO3HM.

IIpexpamasane na npuema na oabuzampan emexcuiam

Jleuenuero ¢ naburarpan erekcunar He TpadBa Ja ce npekkeBa 0e3 nekapcku cbeeT. [lannWeHTrTe
Tpa6GBa 1a ObaAT MHCTPYKTHPAHH /1 C€ CBBPIKAT C JIEKYBalUMA JIEKap, aKO pa3BUAT CTOMaLHO-4YPEBHH
CUMIITOMM, KaTo aucnencus (BxK. Touka 4.8).

IIpomana na nevernuemo

[IpeMuHaBaHe OT JiedeHUE C JaburaTpaH eTeKCUNaT KbM NapeHTepaneH aHTHKOAry1aHT:
[Ipenopbusa ce »3uakpaHe oT 12 yaca ciiel nOC/AEAHATA 4032 NIPSAY NPEMHUHABaHE OT naburaTpan
eTEKCUIIAT KbM MMapeHTepaleH aHTHKOAryJaHT (BXK. Touka 4.5).

[IpeMHHaBaHe OT JieueHHE C MAPEHTEPAICH AHTUKOArY1aHT KbM AabMraTpaH eTeKCUnar;
[lapeHTepanTHUAT aHTHKOATryTaHT TPAOBa a c€ NPEKBbCHE M Ja Ce 3anouHe naburarpaH

0-2 yaca npeau 1aca, Ha3HaY€H 3a [[PHEMAHETO Ha CIEeABALIATa 103a OT AITEPHATHBHO §
CPEICTBO, WiH MPH NPEKpaTABAHE HA JIEYEHHETO, B ClIyyaii HA HEMPEKBCHATO JICHUEHHE
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HepakuMoHUpaH HHTpaseHo3eH xenapuH (HOX)) (Bxk. Touka 4.5).

[TpeMurHaBaHe OT jiedeHne ¢ AabHraTpaH eTeKcHIaT KbM aHTaroHHCTH Ha BuTamuH K (BKA).
MomenTsT Ha 3anousate Ha BKA Tpabea aa ce kopurupa cnpamo CrCL xakTo cieasa:

. CrCL > 50 ml/min, npuemsT Ha BKA Tps6Ba aa 3anoune 3 AHY NpeaAH NPEKbCBAHETO HA
AaburarpaH eTekcuiar
. CrCL > 30 - < 50 ml/min, npuemsT Ha BKA Tpsbea aa 3anoyHe 2 JHU nNpeau NpeKbCBAHETO Ha

naburatpaH €eTeKCHNaT

Toif kaTO JaburaTpaH eTeKCHAAT MOXKeE J1a NOBIHAE Ha MexXaYHapOAHOTO HOPMAJIH3HPAHO
cwrorHoueHue (INR), INR ute orpasu no-nod6pe edexra na BKA easa cnex cnupaxero Ha aaburarpas
eTekcuiar 3a Haii-manko 2 aHH. Jlororasa, INR croiiHocTHTE TpaOBa na ce ThJIKYBAT ¢ BHHMAHHE.

[IpemunaBane ot neveHve ¢ BKA kbm naburaTpaH eTexcuiar:
[Ipnemsbt Ha BKA Tpsn6Ba aa ce npeycraHosu. JaburatpaH eTeKCUnaT MOXe Jia CE Npuiara BejHara
oM INR e < 2,0.

Kapouoeepzuo (ITHITM)

[TauMeHTHTE MOraT Aa NpOoAbKAT MpHEMa Ha adurarpaH eTeKCHIIaT Mo BpeME Ha KapaAHOBEP3HO.

Kamemuvpna abaayun Ha npedcvpono muaucoene (ITHITM)

[1py naumeHTH Ha neyeHHe ¢ gaburarpad etekcunar 150 mg aBa NbTH AHEBHO MOXKE Aa C€ NpOBEAe
kaTerbpHa abnauus. He ce Hanara npexscBaHe Ha JIEUEHUETO ¢ Ja0KraTpaH eTeKCHar (BXK. TOUKa

5.1).

Ilepxymanna xoponapua unmepsenyua (INKH) coc cmenmupane (ITHIIM)

[TauKeHTH ¢ HEKNANHO NPEACHPAHO MBXKICHE, KOMTO ca noutoxkeHH Ha [IKH cue crenTHpaHe, morar
na 6uaaT nekyBaHu ¢ 1aburaTpaH €TeKCHIaT B KOMOUMHALMA C TPOMOOLIMTHH aHTHAIPErAHTH, Clie/
KaTo ¢€ MOCTUTHE XEMOCTa3a (BxK. To4Ka J.1).

Cneyuannu nonyaayuu

Cmapuecxka gv3pacm

3a npoMeHHM B /103aTA NPH Ta3H nonyjauus BuxTe Tabavua 1 no-rope.

Hayuenmu c puck om Kvpeee

[TauneHTH ¢ NoBuUIiIEH PUCK OT KbpBeHe (BX. Touku 4.4, 4.5, 5.1 u 5.2) tpabsa na 6vaar crporo
KUIMHUYHO MOHUTOpUpAHH (CleicHe 3a NMPH3HALM Ha KbpBeHe U aHeMus). Kopurupasne Ha nosara
TpadBa na 6bae peleHo N0 YCMOTPEHHE Ha JIEKYBalUUA JIEKap, cjel OUEeHKa Ha CbOTHOLUIEHHETO
non3a/pyck 3a KOHKpeTHUS nanueHT (Bxk. Tabnuua | mo-rope). KoarynauuoHeH tect (BxK. Touka 4.4)
MOJK€ J1a TOMOTHE 32 UAEHTUPHLHpAHE Ha NALUEHTHTE C NOBULIEH PUCK OT KbPBEHE, NMPUUHHEH OT
peKoMepHa excro3nuua Ha aaburarpad. Korato ¢¢ ycTaHOBH NPEKOMEpPHa €KCNO3UIIHA Ha
nadurarpas, NpH NanMeHTH C BHCOK PUCK OT KbPBEHE, CE MPENOPbYRaA MPUNAraHE Ha HaMaleHa 1034
220 mg, npueMana karo eaHa kancyna 110 mg asa mbTe AHeBHO. [1pH rosBa Ha KTHHHYHO 3HAUHUMO
KbpBEHE IeUeHUETO TPADBa [1a Ce NPEKLCHE.

[Topaay NOBKILEHHA PUCK OT CTOMAILIHO-YPEBHO KbpBEHE MPH MALMUEHTH C FaCTPHT, €30(parut
racrpoesodaruaieH pedhaykc Moxe aa ce obMMcnM HaMaNIBaHE Ha 103aTa (BX. TabJsu
TOUKa 4.4).

bvbpeuno yapeoicoare

JleuenureTo ¢ nabMraTpaH ereKCUIaT Npy NalHEHTH C TexKO 61x0peuto yspexaaHe
4 |



(CrCL < 30 ml/min) e npoTrBonoka3ano (Bx. To4ka 4.3).

He e HeoOX0auMO KOpHUTHpaHe Ha A03aTa MPU NAUKEHTH € 1eko 6b0pevHo yBpexaane

(CrCL 50 - < 80 ml/min). [1pu naunentu ¢ ymepeHa 6u6peuna HegocrarsyHocT (CrCL 30-

50 ml/min), npenoprYKHTENHATA 1032 faburaTpaH erexcuaar € cbiio 300 mg, npueMaHH KaTo eaHa
kancyaa 150 mg qsa mbTH AHEBHO. Bbrpeku TOBa, npy NALKEHTH C BUCOK PHCK OT KbpBeHE TpAOBa Na
ce OOMHC/IM HaMansBaHe Ha Ao3aTa gaburaTpaH erekcwiar Ao 220 mg, nNpHEMaHH KaTo €1Ha Kancyna
110 mg aBa muTH AHEBHO (Bx. TOUkH 4.4 U 5.2). BuumarenHo KIMHKUHO HAOIOACHHE Ce MPEnopbyBa

[py nauueHTy ¢ 6s6peyHo yBpexaaHe.

Cenvmcmeawa ynompeta na oabueampar emexcunam u caabu 00 ymepenu unxubumopu na P-
2auxonpomeuna (P-gp), nanp. aMuooapon, XURUOUH Ulu 8epanamun

He e HeoOXoqMMO KOpHIrHpaHe Ha 403aTa NPH ChIBTCTBALIC NPUIKEHHE ¢ AMHOAPOH WA XHHHIKH
(Bx. ToukH 4.4, 4.5 u 5.2).

[IpenopbuBa ce HAMANABAaHE HA 103aTa NP NMaLHUEHTH, KOUTO NPHEMAT CBHITHTCTBALIO BEpanaMun (Bix.
tabnuua 1 no-rope v Touku 4.4 1 4.5). B TakbB ciy4ai AabMraTpaH eTeKCHAAT M Bepanamui Tpsabsa

Aa Ce NnpUuemMart Nno €AHO H CbLIO BPCMC.

Tenecno mezno

He ce Hanara kopurvpase Ha A03ata (Ba. TOYKa 5.2), HO ce NPEnopbUBa BHAMATEIHO KITMHHAYHO
HaOnloJeHe NpH NauMeHTH ¢ TeaecHo Terno < 50 kg (Bk. Touka 4.4).

o
He ce Hanara kopuripaHe Ha go3ara (Bx. Todka 5.2).
leduampuyuna nonysaywi

Hsma cbhoTreTHa ynorpeba Ha naburarpaH erekcHIaT B NEAHATPHUYHATA NOIMYyNaLKa 33 NOKa3aHHETO
MPEBEHLIWA HA HHCYJIT U cHCTEMEH embonu3bM npH nauveHTd ¢ HKIIM.

Jeuenue na BTEC u npegenyun na peuuousupauiu BTEC npu neduampuunu nayuermu

[pu neuenre va BTEC npu neauaTpyuyHM MaLHEHTH JIEHEHUETO TPAOBA fa Ce 3amnoyHe cjiel JICHCHUe
C mapeHTEPANieH aHTHKOAryJIaHT B MpOab/bkeHHE Ha Halt-manko 5 AHK. [1pH npeseHins Ha
peunausupaiity BTEC neuenuero Tpsibea ga ce 3anouxe caeq 1NpeXoaHo NeHEHHE.

J{aGHraTpaH eTEKCHAAT KANCyau TpadBa Aa ¢e MpHeMAaT ABA MbTH JHEBHO, €1HA 1033 CYTPHH H
elHa A03a BeYep, NPHOJN3UTENTHO NO €IHO M CBhLIO BpeEME BCEKM [1eH. UHTepBaATLT MEXAY 103UTE
TPAOBA Ja € KOIIKOTO ce Moxe o-06au3o o 12 vaca.

[IpenoprunTenHaTa qo3a gaburaTpaH eTeKCHIAT Kancyau ce onpeaes Bb3 OCHORA Ha TENIECHOTO
TErJI0 ¥ Bh3PacTTa Ha MalUEHTa, KaKTO € rnoxaszaHo B Tabanua 3. Jlosara TpabBa aa ce KOpHrupa
CNOpel TENECHOTO TEIIO U BB3PAcTTa C HAMPEABAHETO Ha JICUSCHHETO.

3a koOMOHHALMUTE TEJIECHO TErJI0 U BL3PacT, KOHTO He ca NocoveHH B TabMLAaTa 3a A03MPaHE, HE
morar ja Obaar nageHu NpenopuKH 3a J03UpaHe.

Kom0uHaIHE Te1eCHO TErI0/Bh3PACT Eanau4dHAa 1032 8 mg
Tenecno rerio B kg | Bnipacr B roxHHH
11 no<13 8 no <9 75%*




13 00<16 8 no<11 110 220
16 no <21 | 8a0< 14 | 110 220
2] 1o <26 810<16 150 300
26 no <31 8 10 <18 150 300
31 npo <41 | 8m0<18 185* 370
41 no < 51 8 no<18 220 440
S1 no <61 8a0<18 260 320
61 fo <71 § 0<18 300 600
71 no < 81 | 8a0<18 300 600
> 81 10 po <18 300 600
EauHAYHK 003H, H3UCKBALUM KOMOMHALMM OT MTOBEYE OT €/IHA KarcyJ/a:
300 mg: ase Kancyau 150 mg unu
4eTUDPH Karncyim 75 mg*
260 mg: enHa Kancynaa 110 mg nuoc eana 150 mg unu
enHa karicyaa 110 mg nnroc ase 75 mg*
220 mg; nse kancyau 110 mg
185 mg*; eaHa Kancyna 75 mg* mmnoc eana 110 mg
150 mg: eaHa karncyna 150 mg wiu

aAse kancyan 75 mg*
*{o3ara ot 75 mg Tenekcep He € HAMMYHA, NOpaZAX KOETO HE € MOAXO0AALIa 33 rOPECNOMEHATHTE
rpynu nauyudenTy. [pyu Te3u nauneHTy TpsadBa 1a ce U3NOoM3BAT APYIH JIEKAPCTBEHH NMPOLYKTH,
cbhAbPAKALLK aburaTpad erekcunar 75 mg.

Oyenxa Ha bvbpeynama QyHKyus Npeou U No gpeme HA 1eNeHuemo

[Ipenu 3anouBane Ha Je4EeHHETO TPAOBA 1a CE ONpeeTH U3YKCIEHATa CKOPOCT Ha IrIIOMEpYJIHa
duarpaurs (MCI'®) no ¢opmynara Schwartz (MeToabT, H3N03BaH 3a OLIEHKA HA KpeaTHHMHA, TpAOBa
na 6bIe NOTBbPAEH OT MECTHA nadoparopus).

Jleuenuero ¢ jabyuraTpaH €ereKCHUIaT € NPOTHBOMNOKAa3aHO NPH NeAHaTpUuHy nauveHTH ¢ HCT'dD <
50 ml/min/1,73 m? (Bx. Touka 4.3).

Mauuentu ¢ uCI'd > 50 mi/min/1,73 m? Tpabsa na 6baar NEKyBaHU ¢ 103a ¢braacHo Tabnuua 3.
[To BpeMe Ha neuenneTo OBOpeuHaTa (pyHKUMU TPAOBa f1a Ce OLICHABA MTPH ONpeAeeHH KIHHHUYHH
CUTYALMH, KOraTo uMa CbMHeHH1, ue 6b0peuHaTa pyHKLMSA MOXKE A C€ MOHIKH HIIH 1A CE BIOLUH
(Hanp. XMNoBoneMus, AeXHAPATaLMA, KAKTO U MPH ChIIBTCTBALIA YIOTpeOa Ha Onpec/IeHH

JIEeKApCTBEHH NPOAYKTH U Ap. ).

IIpoovaxcumeanocm na ynompeba

[IpoABIKUTENHOCTTA Ha JIeUeHHETO TpAbBa Aa ce orpeaens HHAMBHAYATHO B 3aBHCHMOCT OT
OLIEHKATa Mo/3a/pHCK.

IIponycnama do3a

[Tponycharta no3a naburarpaH eTeKCHIaT MOXeE Aa ce Ipyeme A0 6 yaca npeau cieapaiiara
npeanycada go3a. [Ipu ocraBaluy no-Manko ot 6 yaca A0 CieaBalIMA MTPUEM, MPOITyCHATaTa 103a He
TpsAOBa aa ce npuema.

B HukaksB cayuaii He TpaOBa ga ce NpyMeMa IBOHHA J034, 3a Aa C€ KOMIMEHCHPAT NMPOIMYCHATHTE
WHANWBUAYATHMY JO3H.

Ilpexvceane nHa nevenuemo ¢ dabuzampan emexcunam




o1

JICKYBaLLHA 1IeKap, aKO NAUHCHTHT PpA3BHE CTOMALLHO-YPCBHH CUMITTOMH, KaTO AXCTICNICHA (B}K. TOUYKA
4.8).

IIpomana na reveHuemo

[TpemuHaBane OT JieueHHe ¢ AabUraTpaH eTeKCUIaT KbM NapeHTepaneH aHTHKOAryJiaHT:
[Tpenoprusa ce ma ce u3yaka 12 yaca cnea nociieaHara Ao3a Npeiu NpeMHHaBaHe OT JaburarpaH
eTEKCHIAT KbM MAPSHTEPANICH aHTUKOAryNaHT {BK. TOYKa 4.5).

[TpemuHaBaHe OT JIeUeHHE C NAPEHTEPAJICH aHTHKOAIyJIAHT KbM JaOHraTpaH €TEKCHIAT:
[TapeHTepaIHHAT aHTHKOAryNaHT TPSOBa [1a ce MPEKbCHE M Aa €€ 3aro4He AabHraTpaH eTeKCuar
0 - 2 yaca npeaH yaca, ONpeac/IcH 3a NPUWIOKEHHUETO HA NAPEHTEPATHHA AaHTHKOArY1aHT, WIH MPH
MPEKPATABAHE HA JIEUEHHETO, B CTYYail Ha HENPEKBLCHATO JieYeHHe (Hanp. HePpaKIMOHHPaH
HHTpaBeHO3¢eH xenapud (HD X)) (Bxk. Touka 4.5).

[pemuHasane oT neueHue ¢ AabUrarpad eTeKcUIaT KbM aHTaroHMcTH Ha BuTaMuH K (BKA):
[MTaumeHTHTE TpaOBa aa 3anoyHaT npueM Ha BKA 3 anu npeau npekbscBaHeTo Ha naburarpan
eTeKCHJIAT.

Toii kaTo JabUraTpaH €TEKCUIAT MOXKE Ja NMOBAMAE Ha MexayHapoAHOTO HOPMATH3HPaHO
cwotHoLteHue (INR), INR e otpasu no-ao6pe edekra Ha BKA ensa cnes cnuparero Ha gaburatpaH
eTeKcuaT 3a Hali-maiko 2 guu. Jororasa, INR croitHocTHTe TpadBa 1a C€ THIAKYBAT C BHUMAaHHE.

[Ipemunaeane ot jeueHue ¢ BKA kM naburarpan erekcunar:

[TpuemsbT Ha BKA Tpsbea ga ce npeycranosu. JlaburaTtpaH eTekCHIaT MOXE Ja Ce npuiara BeaHara
oM INR e < 2.0,

Hayud Ha npuioxeHue

To3u nekapcTBEH NPOIYKT € 38 NEPOPATHO MPHIIOKCHHE.

Kancyiute Morar na ce npuemar cbe unu 6e3 xpaHa. Kancynure mpsabsa Aa ce noribulaT Liejy ¢ Yalia
BOJA, 3a A4 C€ YJIeCHH JOCTHIaHeTO UM [0 CTOMAaxa.

[TauuenTuTe TpabBa Na ObJAT HHCTPYKTHUPAHM Aa HE OTBAPAT KArcynara, ThH KaTO TOBA MOXE Aa
MOBMIIM PHUCKA OT KbPBEHE (BXK. TOUKH 5.2 U 6.6).

4.3 [IpormBonokazanns

. CBpbX4yBCTBHTEHOCT KbM aKTHBHOTO BEUICCTBO MKW KbM HIIKOE OT MOMOILUHHTE BEUIECTBA,

u3bpoeHU B Touka 6.1

Texko 6B0peuno yBpexxaane (CrCL < 30 ml/min) npu Bb3pacTHH NALHEHTH

HCI'd < 50 ml/min/1,73 m? npu neAMATPHYHH NALIKEHTH

AKTHMBHO KJIHHHUYHO 3HAYHUMO KBPBEHE

Jle3ua WK ChCTOSHHE, KOETO CE ONPEAC/IA KaTO 3HaAUUM PUCKOB (PAKTOP 3a rojIgMO KbpBEHE.

Toea MOke 7a BKJIKOUBA HACTOSALIM WM CKOPOLUHM CTOMALLHO-YPEBHY Passi3BsiBaHUS, HAJTHYHE

Ha 3710KA4YeCTBEHH HOBOOOpa3lyBaHHs ¢ BUCOK PUCK OT KbPBEHE, CKOPOLUHO MO3bYHO WM

rpsOHaYHO HApaHsABaHE, CKOPOLIHA MO3bYHA, rpbOHaYHa WK OYHA XHPYPrHYHA HHTEPBEHLIKA,

CKOPOIIHA BhTpeUepenHa XeMoparua, H3BECTHH WIA BEPOATHUA BapHLIM Ha XpaHONIPOBOAA,

apTEePHOBEHO3HHU MaN(PPOMALMK, CHAOBH AHEBPU3MH WIIH FOJIEMH BBTPErpbOHAYHM HITH

BLTPEMO3bYHHU CHAOBH AHOMATHH

. CbbTCTBALLO JIEYEHHE ¢ HAKOW APYI'HM AHTHKOAryJIaHTH, HAMpP. HEPPAKUHOHUPAH XENapKrH
(HOX), xenapHMHH ¢ HACKO MOEKYJIHO TEr10 (EHOKCcanapuH, AaNTenapiH W Ap.), pPOH3BOAHH
Ha xenapuHa {¢oHaanapuHYKC U Ip.), RHTHKOAry/IaHTH 33 NEPOPATHO MPHIIOKEHH
puBapokcabaH, anukcabaH ¥ Ap.), ocBeH B crieundpryHn ycnosua. Toa ca ci
Ha AaHTHKOAryfaHTHOTO JiedeHue (BK. Touka 4.2), korato HOX ce npunara
32 MO AbPIKAaHe HA OTBOPEH LCHTPAJICH BEHO3EH WJIH apTEPHANIEH KaTEThD,
Mpuaara rno BpeMe Ha KateThpHa absialus npu npeachpaHo ApH Mpeachpa
Touka 4.5)

. YepHoapoOHO yBpexxaaHe WK YepHOAPOOHO 3aboisBaHe, 338 KOETO O4aKBa
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BLPXY NPEKABAECMOCTTA

. CbIbTCTBALLO NEYEHHE ChC CNEAHUTE MOLHH P-gp MHXUOUTOPHU: KETOKOHA30J1, UMKJIOCTIOPHH,
UTPAKOHA30/1, APOHEAAPOH H KOMOHHaUuMsATa ¢ QUKCUPAHH 1034 IeKalpeBUp/MMOpEHTACBUP
(BxK. TOuKa 4.5)

. CupaedHH KI1anHu NpoTe3y, H3UCKBALKM AHTHKOAryNaHTHO JieueHue (BXK. Touka 5.1).

4.4 Coennaiad npejynpexicHns H npeANa3HHd MEPKH NPH yNOoTpeda

Xemoparu4veH puck

JlaGuraTtpaH eTekcunar TpaOBa Aa ce npwiara ¢ NOBULIEHO BHHMAHHE NPH CHCTOAHHA C NNOBHILEH
PHCK OT KbPBEHE WIHM NPH CHITbTCTBALIA ynoTpeba Ha 1ekapCTBEHH NPORYKTH, MOBIIHABALLH
XeMocTazaTa upe3 uHXuOHpaHe Ha TpomOoumnTHaTa arperauud. [lo BpeMe Ha TepanuaTa KbpBEHE
MOXKE /ia Ce Tosisu HaBcaKbAe. [IpH HeouaksaH cnajg Ha XeMOr1oOMHA WWIKM XEMATOKPHTA, WK Criaj
Ha KPhBHOTO Ha/IAraHe, TpsabBa Aa ce M3BLPLLIH NPErE] 32 yCTRHOBABAHE MACTOTO Ha KbPBEHE.

[Ipu BL3pacCTHH MALIMEHTH B C/TYYaH Ha )KHBOTO3aCTpallaBallo Wi HEKOHTPOJIMPAHO KbPBEHE, KOTMaTo
e HEOOX0AMMO OBP30 HEYTpANH3UpaHe HA AHTUKOAry/IaHTHHA e(eKT Ha gaburaTpaH, MoXe na ce
H3M0N3Ba CNEUKHPUYHOTO HEYTPATH3IUPALLO CpeACTBO HaapyuM3ymab. EdukacHocTTa H
Oe3onacHOCTTa Ha HAAPYLIH3YMal He ca YCTAHOBEHHU TPH NEIHATPHUHH HALHEHTH.

Jlaburarpan Moxke Aa 6bae oTcTpaHeH nocpeacTeom xemoauanu3a. [Ipu sb3pacTHH nanuuMeHTH ca
BBE3MOXKHH JIPYrd ONLHKM K&TO W3NOA3BaHE Ha MPACHA UAia KPbB HIH NPACHO 3aMpa3eHa Mnjia3ma,
KOHLIEHTPAT Ha KOAarynaudoHHH GakTopu (AKTHBHPaH MM HEAKTHBHpaH), pekoMbuHaHTEeH dakTOop
Vlila nin TpoMBoLMTHA Maca (BXK. ChLIO TO4Ka 4.9).

B xnMHHYHK U3NHTBAHWA aburaTpaH eTeKCHIAT e CBbP3Ba ¢ NO-BHCOKH HHBA Ha MOJAMO CTOMALLHO-
ypesHo (CY) kepeeHe. [loruuieH puck e HabniogaBaH NpH NaLMEeHTH B CTAPUYECKA Bb3pacT (Z 75
FOJMHHK) NIpH cxema Ha npuiarade 150 mg qBa nbTH AHEBHO. JJpyry puckoBu QakTopH (BiK. ChillO
Tabnuua 4) BRHOUBAT EAHOBPEMEHHO JIeUeHHE ¢ MHXUOUTOPH Ha TpOoMOOUMTHATA arperauus, KaTo
KIOMUAOrpen H aueTuincanuudiopa kucenyHa (ACK) wir HeCTEpOHAHH NPOTHBOBB3NATHTENHH
cpeactsa (HCIIBC), xakTo ¥ HATHYKHETO HA €30(aruT, raCTpUT WK ractpoesodaruaneH pedaykc.

Pucxoeu chaxmopu

Tabnuua 4 o6061taBa GakTOpUTE, KOMTO MOraT /12 NOBULLUAT XEMOPArHYHHA PUCK.

Tabanua 4: PakTOpH, KOHTO MOTAT A4 MOBHIIAT XEMOPArHYHHA PDHCK.

PuckoBu dakTopu
[DapMakoAMHAMHYHH M KHHETHUHH (PaKkTOpH Bb3pact > 75 roauuu

[PakTOpH, KOMTO NOBHILABAT MIA3MEHUTE HUBA  (Frony ..
Ha laburaTpax e  VYwmepeHo 6bOpeyuHo yBpexcIaHe npu
pb3pacTHU rnauueHTH (30 - 50 ml/min CrCL)
. MouiHu P-gp uHXHUOUTOPH (B, TOUKH 4.3 H
4.5)
. CbBMECTHO npujiaraHe Ha cnabu 10 yMepeHH

P-gp UHXUOUTOPH (Hanp. aMUOAAPOH,
BepanaMuil, XWHUAHH U THKArpenop; Bx.
TO4Ka 4.5)

IBTopocTeneHHu:
° Hucku TenecHo ter

BB3PACTHH NaLHeH




l_t:)apmamﬂuuamnqﬂu B3aHMOIEHCTBHA (BX. . ACK u gpyru uaxuburopu Ha
uKa 4.5) TpOMOOLIMTHATA arperanus, KaTo
KJIOTIHAOTPEN
. HCIIBC
. SSRI wnu SNRI
. JIpyry eKapcTBEHH NPOAYKTH, KOUTO MOraT
/1a HApYLIAT XeMocTa3aTa
3abonasanus/npoueaypH ¢ ocober xeMoparu4eH (e Bponeuu unu npuaobuTu HapyLUEHHUS Ha
PUCK KoarynauuaTa
. TpombouuToneHHa WK PyHKLHMOHAIIHH
TPOMOOUMTHH aedexTH
. CkopouiHa duoncusa, ronamMa Tpasma
* bakTep#aneH eHAOKapANAT
. Ezodardr, racTpuT unu racrpoesogarvaieH
pednyxkc

ChbitlecTBYBAT OrpaHHYEHN JAHHU NPH Bb3pacTHH nauueHTH < 50 kg (Bak. Touka 5.2).

Crnrwrersaniara ynotpeba Ha naburarpas erekcunat i P-gp HHXHOMTOPH HE € NnpoyuBaHa I1pH
eaMaTpUYHY NaLKMEHTH, HO MOXE 1a YBEIHYH PUCKa OT KbpBEHE (BXK. TOUKa 4.5).

IIpednazru Mepxu u 06AA0REGAHE HA XeEMOPACUYEH DUCK

3a oB/1aJABAHE HA YCIOXKHEHUA ¢ KbPBEHE BUXKTE ChUIO TOUKa 4.9.
Oyerxa Ha CbOMHOWEHUCINOG NON3A/ PUCK

Hanuuueto Ha ne3uu, 3abonspaHus, npoueaypH wWiuin gapmakoaoruvso geuenue (kato HCTIBC,
TpoMbGouuTHM anTHarperaHTd, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAUHUTENHO yBESIMUABAT PUCKA OT
FOJIAMO KbPBEHE, M3HCKBAT BHUMATEJIHA OLICHKA HAa CHOTHOLIEHWETO noala/puck. laburarpan
eTeKcunaT TpabBa Aa ¢e aaBa caMo ako oJ13aTa Ha/IBUILABa PUCKA OT KbPBEHE.

HanuuHuTe KIHHUYHHK JaHHH 33 NSAMATPUYHM NALUEHTH C PUCKOBK (aKTOPH, BRIHOYHTEITHO
nalHeHTH C AKTHBEH MEHUHTHUT, eHUeanuT U BeTpeuepencH abcuec (8k. Touka 5.1) ca orpaHHYeHH.
[lpu TakKBa nauMeHTH gaburaTpal erekcunar TpAOBa Ja ce Japa CaMO aKO O4aKBaHAaTa Iros3a
HaJBHLLIABA PUCKA OT KbPBEHE,

Brumamenno xaunuuno Habmooenue

[pernopbupa ce BHUMATENHO Hab/MOAeHUE 32 MMPU3HALIM HA KEPBEHE MITH aHEMMUS T1peE3 LIENUA NMEpHOA
Ha Jle4yeHne, 0CO0EHO aKko pUCKOBHTE (dhakTopu ca koMOuHUpaH# (Bxk. Tabnuua 4 no-rope). Tpadsa na
ce BHHMaBa 0cobeHO MHOIO, KoraTo aaburaTpaH €TeKCwiaT ¢e npuiiara eAHOBpeMEeHHO C BepanaMuil,
aMUOAAPOH, XHHHIWH WM KapUTPOMHUUMH (P-gp nHxubuTopu) M 0cobEHO NMpH NosiBa Ha KbPBEHE,
Haii-Beye Npu NaLMEHTH ¢ HamaleHa OLOpeuHa PyHKuHMs (BX. TOUKa 4.5).

[Ipenopbusa ce BHUMATENHO HADMOACHHE 32 NIPU3HALM HA KEPBEHE IMPH MALUKHEHTH, JIEKYBaHH
chbTeTBallO ¢ HCIIBC (Bk. TOuka 4.5).

IIpexwvceane na nevenuemo ¢ dabueampan emexcuram

[TauueHTHTE, KOUTO pa3BUAT ocTpa OLOpeuHa HEAOCTATHLUYHOCT, TPIOBA Aa NPEYCTAHOBAT I1
naburarpaH erexcwiat (Bx. ChILO Touka 4.3).

Koraro ce nogsH TeXKKO KbpBEHE, TPAOBa 1a Ce MPEKPATH JICYCHHETO, A CE U3Caea
KbPBEHETO ¥ NPH Bb3PaCTHH NALMEHTHU MOXE A3 ce OOMHCIY NPUIOXKEHHE Ha cliey
HeyTpanu3upaiio cpeacTBo (Maapyumsymabd). EdukacHocTra M 6e3onacHoCTTa Ha K
ca yCTaHOBEHH TMpH NeauaTpuydHK nauueHTy. Jaburatpan moxe na 6nae oTcTpaHeH
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XCMOQHUHaIH34a.

Vnompeba na unxubumopu na npomonsama nomna

Moaxe n1a ce OOMHCIIH NpUICKEHHE HA HHXUOUTOp Ha nporoHHaTa noMna (UI1IT) sa npesenuys na CY
kbpBeHe. [Ipyu neanaTpu4HY NauueHTH TpAOBa Aa ce caeaBaT NPEenopbKUTE, ONTHCAHH B KpaTKaTa
XapaKTEPUCTHKA HA MPOAYKTAa HA COTBETHHA UHXHOMUTOD HA [IPOTOHHATA NMOMITA.

Jlabopamopru xoazyrayuosuu napamempu

Bbnpexu ue To3M IEKaApPCTBEH MPOAYKT MO MPHHLMIT HE H3UCKBA PYTHHHO MOHHTOPHpPaHE Ha
aHTHKOATynauHATa, OnpeeiHe Ha CBbp3aHara ¢ gaburaTpaH aHTUKoaryJalms Moxe aa oObae ot
MoJi3a 3a YCTaHOBABAHE HA NPEKOMEPHO BUCOKA €KCIIO3HLHMA Ha JadUraTpaH Npy Hanu4ve Ha
AOMBJIHUTETHH PHCKOBH (PAKTOPH.

TpomGuHoBOTO Bpeme upe3 paspexaaHe (TBP), exapunosoTo sBpeMe Ha ¢cheupsaHe (EBC)
aKTUBHPAHOTO napuuanHo rpomdonnactuHoBo Bpeme (APTT) morar aa npeaocrasar noJjie3Ha
HHGOPMAaLIMg, HO pe3yaTaTuTe TpAOBa 1a ce ThAKYBAT C NOBHIIEHO BHHMAaHHUE NOpaIH
BAPHAOMIHOCTTA MEXAY TECTOBETE (BXK. TOUKaA 5.1).

TecTsT 32 ONpeaensHe Ha MEXAYHAPOAHOTO HOPMAIIM3UPAHO ChOTHOWEHHE (international normalised
ratio, INR) He e Hage/leH NPpH NaUMEHTH Ha JiCHEHHUE ¢ 1abUraTpaH €TeKCHIAaT H HMa JOKITaJRaHH
caydau ¢ banueo nonoxurtenHo nosuuwenue Ha INR. 3aToea INR tecrose ne Tpsabdsa na 6baar

MPOBEKIAHH.

Tabauua 5 noka3sa Hal-HUCKKTE MPArOBE HA KOAryJALUHOHHUTE TECTOBE TIPU BB3PACTHH MALHEHTH,
KOWTO MOTaT Aa ObJaT CBbP3aHU ¢ NOBUILEH PUCK OT KbpBeHE . CLOTBETHHTE Mparose MnpM
neAHaTPUYHH NMALKEHTH HE Ca U3BECTHH (BXK. TOYKA 3.1).

Tabauua 5: Hal-HACKA Nparope Ha KOAryJJALHOHNHUTE TECTOBE NIPH BL3PACTHH NANHEHTH,
KOHTO MOTAaT Aa ObJAAT CBLP3aHH C NOBHIIEH PHCK OT KbPBEHE.

Tect (HaH-HHCKA CTOHHOCT) [lokasanue
[INUIIM u IBT/BE
TBP [ng/ml] > 200
EBC [x nbTH Haa ropHaTa rpaHHLA Ha HopMmaTa) >3
APTT [x nbTH HaA ropHaTa rpaHduA Ha Hopmara] P2
INR He Tpabga na ce nmposexaa

Ynorpeba Ha GUOPUHONMTUYHHI IEKAPCTBEHH NPOIYKTH 34 JIeHEHHUE HA OCThP HCXEMHYEH HHCYIIT

Ynotpebara Ha QUOPHHOTUTHHHH JIEKAPCTBEHH MPOJYKTH 33 JIEHEHHETO HA OCTbP HCXEMHUYEH UHCYT
MOXe 1a ce 06cnan, ako croiiHocTHTe HAa TBP, EBC mnu APTT ue HaaBuinaBaT ropHaTa rpasHyua Ha
HopMata (Upper limit of normal, ULN) cnopea Mectaute pedepeHTHH rpaHHLH.

XHUPYPruyHH onepaiuvd H UHTEPBEHLIUH

[1pu nauuenTH, npuemalluy JadMraTpaH eTeKCUiIaT, KOMTO €a NMOAJTOXKECHH Ha XHPYpruvHa
MHTEPBEHIIAA WIM MHBA3HBHHU OPOLIEAYPH, ChIIECTBYBA PUCK OT KbpBeHe. [1o TasH nprunna
XHPYPru4HUTE HHTEPBEHLIMK MOTAT 1a HAJIOXKAT BPEMEHHO MpeKpaTABaHe Ha MPUEMAHETO Ha
aaburarpaH eTekcuar.

[laimenTHTE MOraT Aa NPOAL/KAT MpMEMa Ha AabHraTpaH €TEKCHAAT, KOraTo Ca NoLI0KEH

kapauoBep3no. He ce Hanara npekbcBaHe Ha edeHHeTo ¢ qaburarpaH erekcunat (150 W Je
,[lHeBHO) Mpy NaUKEHTH, NOANOKEHH Ha KaTeTbpHa abnalys Ha NPEACPAHO MBbIKACH (L /76;@ \'ﬁf
) L *]- .
ot iR )
Heo6XxonumMo e NOBUILIEHO BHUMAaHHE, KOTaTO JICUEHUETO BPEMEHHO C€ MPEKPaTH No e b ST
: - ey i.-"j g‘ /’
“x -~ . -
: 4
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HHTEPBEHLIHH H CE MPENOopBLYBa MOHUTOPHpaHE Ha aHTHKoaryaauvsara. Ilpu nauuenty ¢ 0L0peyHa
HEJOCTAThYHOCT KIMPBHCHT Ha AaburaTpan Mose 1a NpOABIKH NMO-AbAro (BXK. Touka 5.2). Tosa
TpsabBa Ja ce B3gMe NpesH]l NPeAU Beaka npouedypa. B Takvea ciyuad Koary/lauHOHEH TECT (BX.
TO4KH 4.4 1 5.1) MOXe 112 NOMOrHE 1a CE€ ONPeJAeH falH BCE OLle HMa HApYLUSHUE HA XeMOoCTa3ara.

Crewru Xupyp2usHiu Onepayuu Wiy HeQmiodCHYu Rpoyeoypu

[TpuemtbT Ha naburaTpad erekcwnaT Tpabea na 6bae BpeMeHHO npekpaTeH. AKo € Heobxoaumo OBp3o
HEYTPATH3MPAHE HA AHTHKOArylaHTHUA e(eKT, MOXKE [a CE€ U3NO/3Ba CNEUHPHUYHOTO
HEYTPaAJIH3HPAILO CPEACTBO Ha Aaburarpad (MaapyuusyMal) 3a Bb3pacTHH MaunHeHTH. EdukacHocTTa
u Hez0nacHOCTTa Ha aapyLH3yMal He ca YCTaHOBEHHW Npy neauaTpyuyHM nauueHTH. laburarpan
MOe Ja ObAe OTCTpaHEH NOCPEeACTBOM XEMOAHAIIH3A.

I[Ipy npeycraHoBABaHe HA TepanuATa ¢ AaburaTpaH NalMEeHTHTE ¢a UITIOKECHH Ha TPOMOOTHYEH PHCK,
CBBP3aH ¢ OCHOBHOTO MM 3abosnarane. JleueHHeTo ¢ naburaTpaH eTeKCHIaT MoXe J1a ¢e Bb30OHOBH 24
yaca CJIel NPUAOKEHHE Ha HaapyLM3yMal, ako NaUMEHTRT € KIMHHYHO CTabWiIeH W € NOCTUrHaTa
aJICKBATHa XEMOCTa3a.

Xupypeuunu onepayuw/usmepeenyuu Hd ROCOCMPU CHCMORHUR

[TpueMBT Ha gaburaTpan eTekcwiaT TpAbBa BpeMEHHO Ja ce npekpaTH. [1o Br3MOXKHOCT,
XHPYpru4HaTa onepauus/MHTEpBEHUMA TPAOBA Aa C€ OTNOXKH 10 H3MHHABAHETO HA Hall-Manko 12 vyaca
cnes NpUeMa Ha nocneaHara 103a. AKO XMpypru4yHaTa ornepanus HE MOXe [1a C€ OTJ0XKH, ChLIECTBYBA
MOBHLIEH PUCK OT KbpBeHE. TO34 pHCK TpAOBa /1a C€ OLIEHH CMPAMO CIEUIHOCTTa Ha HHTEPBEHLIMATA.

IInanosa xupypzusna onepayus

[Tpy BBE3MOXHOCT, MPHEMBT Ha AaburaTpaH eTekcunar TpAOBa [a ce npexpaTu Hail-manko 24 yaca
NpeaKr WIBHPIIBAHETO HA MHBA3WBHA WM XUPYpruuHa npouenypa. Ilpexparasase npHema Ha
naburaTtpaH eTekcuaat 2-4 IHA Npeau XUpypruyHa onepauus TpaOBa Aa ce UMa NpeaBuA IpH
NALMEHTH C NOBHIINEH PHCK OT KbpPBEHE HIIK B ClTyyait Ha roismMa onepauus, NpH KoATO MOXKE 1a €
HeoOX0KuMa MTBJIHA XEMOCTasa.,

Tabnuua 6 o6o611aBa MpaBuiaTa 3a NpekparapaHe Ha NIpHEeMa NPeAr HHBA3HBHU WM XHPYPrUuiHH
MpoUEeAYPHU NPHU BbIPACTHU MALUEHTH.

Tabauna 6: Ilpasuia 3a npekpaTaBaHe HA NPHEMA NPEAH HHBAZHBHH HIH XHPYPrUiHH
NpoueIYPH NPH BLIPACTHHA NAUHECHTH

btbpeuHa [TpubnuzureneH ITpuembT Ha naburatpau erekcunar TpadBa ga ce crpe npeau
¢pyHxumna (CrCL  [nonykHBoT (YacoBe YryiaHOBA XHPYPruiHa onepauus
in mL/min) BHUCOK PHCK OT KbpBEHE WM |CTAHIAPTEH PHCK
roasiMa XMpypryaydHa ornepanys

> 80 ~ 13 2 THU NpeIBAPUTEIHO 24 yaca NpeaBapUTETHO
> 50 - <80 ~ 15 2-3 IHY OPEABAPUTEITHO 1-2 OHHW NPEABAPHUTEIHO

2-3 QHH ApPEABaAPHTEIIHO
>30-<50 ~ 18 4 NHH NPEIBAPUTEITHO i(>48 uaca)

[lpaBunara 3a npexkpaTaBaHe Ha NpHEMa NpeaAH HHBASHBHU MJIH XMPYPrHYHH MPOLEAYPH NpH
neaHaTPUYHK NaureHTy ca 0bo0eHy 8 Tabnuua 7.

NpOoLEAYPH NPH NCIHATPHAYHH HAUHCHTH

brOpeuna pyHkuus (MCI'D B Cnupane Ha naburarpaH Mpeay rulaHoB
ml/min/1,73 m?) onepauma

il




> 80 24 yaca npeaBapHTENHO
50 - 80 2 OHH NPEABAPUTETHO
< 50 Te3u nauUMEeHTH HE ca NpoyuBaHU (BX. Touka 4.3).

Cnunaana anecme3ust/enudypaiia auecmesus/aymbanina nynxyus

[TpoueaypH KaTo CIMHATHA AHECTE3HA WIHCKBAT ITHJTHOLICHHA XEMOCTATHYHA (DYHKLIUA.

PUcKBT OT CIIHHAIEH WK EMUAYPAJIEH XEMATOM MOXE Ja C€ NOBHUILIH MPH CIy4Yau Ha TPAaBMaTHYHH
WM MHOTOKDPATHH MYHKLIMM U NPH NpoAbIKuTeNHa ynoTpeda Ha enuaypannu karetpu. Cnen
OTCTPaHABaHE Ha KaTeThp TPAOBA 1a MMHAT Hal-Maiko 2 Yaca rpeau NPUIoKEHHWETO Ha MbpBaTa 034
naburarpaH erekcunar. Te3u nauMeHTH U3MCKBAT 4€CTO HAO0JIIOACHME 32 HEBPONOrHUHH MPH3HALY H
CUMITTOMH Ha CMTHHAJIEH WY eMUIYPAIEH XEMATOM.

Ilocmonepamusna ghaza

CneJ MHBA3MBHATA NPOLIEYPa WIM XHPYPruyHaTa UHTEPBEHLUMS JIEHEHHETO ¢ AabHraTpaH €TeKCHIaT
TpAOBa Aa CE MOJAHOBH/3aMOYHE BE3MOXHO HAH-CKOPO, IPH YCJIOBHE Y€ KITWHUYHATA CUTYALIHS
MO3BONABA H HMA aiCKBATHA XEMOCTAa3a.

Heobxoaumo e noBHILIEHO BHUMEHME TPH NMAaLMEHTH C PHCK OT KbpPBEHE WM MAUHEHTH C PHCK OT
CBPBXEKCIO3HIINA, 0COBEHO MaLUMeHTH ¢ HaManeHa 6b6petHa QyHkums (BX. Chio Tabnuua 4) (BX.
Touku 4.4 1 5.1).

[laLMeHTH ¢ BUCOK ONEPATHBEH PUCK OT CMBPTHOCT M ¢ BLTPELIHH PUCKOBH (akTopu 3a
TpomOoemMOoIuYHH CHOUTHS

ChblecTsyBaT OrpaHH4eHH AaHHK 3a edukacHocTTa ¥ He30macHOCTTa Ha 1abUraTpaH €TEKCHAT fnipH
Te3H NalMEHTH U NMOPaAH ToBa Te TpADBA Aa ObaaT JieKyBaHH C NMOBHUIEHO BHHMAHHE.

YepuoapobHo yBpexaane

[TauueHTH ¢ NOBHLIEHH HepHOOPOOHH eH3nMu > 2 ULN ca H3KOUEHHN OT OCHOBHHTE H3TTHTBAHUS.
Hsama HanuyeH TepaneBTHYECH OIUT 32 Ta3u CyOnonyauns OT MaLHEHTH W CIeIOBATETHO NPH Ta3H
nomyjanus ynorpebarta Ha gaburatpaH erexcuiaT He ce npenopb4sa. HepHoapobHO yBpexkKaaHe WK
yepHOApoOHO 3ab0ongBaHE, 32 KOETO c€ OUaKkBa 1a UMa OTPAXKEHHE BBPXY NPEKUBIEMOCTTA, €
[IPOTHBOMOKAa3aHO (BXK. Touka 4.3).

Biaumoseictaue ¢ P-gp UHAYKTOPH

CenbTCTBALOTO NPUWIcKEHHE Ba P-gp HHAYKTOpH Ce 04aKkBa Ja MOHHXKH IUIA3MEHHTE KOHUEHTpaLuH
Ha naburaTtpaH M TpabBa aa ce n3barea (Bx. Touku 4.5 m 5.2).

[TaumenTy ¢ auTudochonunuiaeH CHHIAPOM
JIupekTHo aAeiicTBauiy nepopaniu antukoarynadTth (JI/IITOAK), sxntounrenHo aaburatpas

ETEKCHIAT, HE C€ NPenopbLYBAT NPH MaLMeHTH C aHaMHe3a 3a TpoM003a, KOUTO ¢a QHArHOCTHLIMPAHH C
auTudochonunuaeH cunapom. [lo-cneuyanyo npu TpoHHONOIUTUBHH MALIMEHTH (38 JIyITyCEH
AHTHUKOATYJIaHT, aHTUKAPHO/IUITMHOBH AHTHTENA K aHTHTeENa cpelly Oera-2-rinMkonpoTenH ),
neuenuero ¢ JUIITOAK Moxe aa 6bae cBbp3aHO C MOBULIEHA Y€CTOTA HA MTOBTAPKLLH CE
TPOMOOTHUHH CEOUTHA B CPaBHEHHE C TEpaNNUiTa ¢ aHTarOHUCT Ha BUTamuH K.

HUHdapkT Ha Muokapaa (MM)

B npoyusauero RE-LY d¢aza III (TTUIIM, Bx. Touka 5.1) obiuara yecrora Ha
0,64%/roauHa cLOTBETHO 3a ﬂﬂGHl‘anﬂH erekcunar 110 mg aBa nbTH AHEBHO
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NauneHTH > 65 roauHu ¢ AMadet WK KOpoHapHa aprepraiHa O0neCT, NAaUMEHTH ¢ IeBOKaMepHa
¢pakums Ha u3tnackeaHe < 40% u nauMeHTH ¢ yMepeHa 6ubpeynHa auchyHkuua. B nonmbaHeHue no-
puck oT UM ce HabmonaBa npy nauueHTH, npyemaliy CeirsTeTBaito ACK mioc knonwaorpen win
KJIOMMAOTPesT CAMOCTOATEITHO.

B TpHTe aKTUBHO KOHTpO/MpaHu npoyuBaHus ¢aza 11l 3a JIBT/BE ce chobiuasa no-sucoka 4ectoTa
Ha cyiydan Ha UM npu nauueHTHTe, NpHemMaliy JadburarpaHd eTeKCHiIaT, B CpaBHEHHE C TE3H,
npuemainu BapdapuH: 0,4% cnpamo 0,2% B kpatkocpounure npoyusanus RE-COVER u RE-
COVER II v 0,8% cnpamo 0,1% B avarocpounoto usnurease RE-MEDY. YeennueHnuero e
CTATHCTHMECKH 3HAYMMO B TOBA npoy4sane (p = 0,022).

B npoyuBanero RE-SONATE, koero cpaBHsABa naburarpaH etekcHnar ¢ niauedo, yecrorara Ha UM e
0,1% npy naudeHTHTEe, NpHeMally gaburaTpaH erekcwnar, v 0,2% npu nauueHTUTe Ha ruauedo.

[Talunentn ¢ akTHBHO oHKONOrnuHo 3abonaeane (JIBT/BE, BTEC npy neauaTpuyHy NalMeHTH )

He ca ycraHOoBeHH epUKAaCHOCTTA ¥ §€30MacHOCTTA PY NALIMEHTH, CTpalallld OT aKTHBHO
oukonoruuHo 3abonssare u JIBT/BE. Uma orpannyenu AaHHH 32 €pUKACHOCTTA H O€30MacHOCTTA

[MpH NEAHATPHUHYHH NTALHCHTH C AKTHBHO OHKOJIOTUHHO 3abossBane.

[TeanaTpuyna nomysaiusg

[Tpy HAKOU MeNUaTPUYHH NALMEHTH CHC CTPOro crieubHUHH 3ab0n9BaHUA, HANP. [TALIKEHTH ¢ DonecT
HA ThHKUTE YepBa, PH KOUTO MOJKe Ja e 3acerHata abcopbuuara, Tpabsa na ce oOMuUCIH
H3MO3BaHETO HA AHTHKOAryNaHT, KOMTO ce MpUara napeHTepaiHo.

4.5 B3anmoaeHcTBHE € APYrH JeKapcTBeHH NPOAYKTH K APYrH GOPMH HA B3AHMOIEHCTBHE

B3anMOAEHCTEBHA ¢ TPAHCIOPTEPH

JlaburarpaH erexcunar e cybcTpar 3a ednykcHus rpaHcnoprep P-gp. CbAbTCTBALIOTO NPHIOKEHHE
Ha P-gp unxuburopu (Bxk. Tabnuua 8) ce oyakea Aa Aoseae A0 MOBHLUIEHH HHBA Ha IJ1a3MeHaTa
KOHLIEHTpauu1s Ha naburarpaH.

AKO He € NpeAnucaHo ApYro, € HeodXoaHMO BHUMATENTHO KIHHHYHO HabmoneHue (cieaeHe 3a

NpU3HALIM HA KbPBEHE WIH aHEMHA), Korato AadurarpaH ce npuiara e1HOBpPEeMEHHO ¢ MOLtHH P-gp
rHXuOUTOpK. MoXe aa ca HeoOX0AMMH HaMansBaHuA Ha Ao3aTa B kKoMOKWHaUuA ¢ Hakou P-gp

UHXUOuTOpY (BXK. TOUKH 4.2, 4.3, 4.4 1 5.1).

Tabanna 8: Bi3auMoaeHCTBHE ¢ TPARCNIOPTEPH

P-op unxubumopu

IConemcemeawiu ynompeba e npomueonoxazana (8c. mowka 4.3)

Kerokounazon  {KeroxoHazon nosuiiasa TOTaHUTE AUC) o U Crax CTORHOCTH Ha aaburarpaH
cboTBeTHO 2,38 MbTH K 2,35 NbTH cheld €AMHHYHA nepopanHa 103a 400 mg 1
CBHOTBETHO 2,53 MbTH 4 2,49 11BTH €€l MHOMOKPATHO NMEPOPATHO TTPUWIOKEHHE Ha
400 mg KeTOKOHA30/1 BEAHEXK JHEBHO.

UpoHeaapon [Tpu enHOBPEMEHHO MPWIOKEHHE HA Aa0uraTpaH eTeKCHIAT K [
AUCp« ¥ Cpax cTOMHOCTH Ha NaburaTpaH ce yBenIH4aBaT ChOT
2,3 mbTH cnel MHOMOKpaTHo npuaoxenue Ha 400 mg npoue
icbOoTBETHO OKOMT0 2,1 mbTH U 1,9 NBTH citea eZMHUYHA 003a
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Urpakonazon, |Bb3 OCHOBa Ha pe3y/NTaTHTE in vitro MOXe Aa c€ O4aKkBa Noao0eH edeKT, KaKTo ¢
LUKIOCHOPHH  |KETOKOHA3OJI.

Inexanpesup/ [CumeTcTBamaTa ynorpeba Ha naburaTpaH eTeKCHIAT ¢ KOMOMHALMATA ¢ (PUKCHpaHH
nubpenTacBup |103u Ha P-gp uHxubuTopuTe rnekanpeBup/mMOPEHTACBUP MTOKa3Ba YBEIUYABAHE HA

ICKCITO3HLIHATA Ha .ﬂ&ﬁHl".’ﬂ"EﬂH H MOXKE Na NMTOBHILIA PHCKaA OT KbpBCHC.,

Crnvmcmeanyama ynompeba ne ce npenopvu6a

Takponumyc

In vitro € ycTaHOBEHO, 4e CTENEHTa Ha HHXHOTOpHMA eeKT Ha TaKpOIMMYC BbpXY P-
gp e noaodHa Ha Ta3u, HabaoaaBaHa NMPY UTPAKOHA3O H LIMKAOCTIOPHH.
EAHOBPEMEHHOTO NPUIOKEHHE HA AabuUraTpaH eTeKCUIaT C TaKpOJIUMYC He €
MPOYYEHO KIMHKYHO. BLrpeky ToBa, OrpaHHYEHHTE INIMHYMYHHU JAHHH OT Apyru P-gp
lcyOcTpaTi (eBeponumyc) npeanosarat no-caabo uuxubupaune Ha P-gp ot Takponumyc,
B CpaBHeHME ¢ HabaoaBaHOTO NpU cWiHK P-gp HHXHOUTOPH.

Heobxo0umo e nosuueno eHuManue npu censmcemeauia ynompeba (exc. mouxu 4.2 u 4.4)

Bepanamui

Koraro naburarpan erekcunar (i 50 mg) ce npuwiara eAHOBpEMEHHO C MepopaicH
pepanaMui, Cnax 4 AUC Ha naburarpad ce ysenuyasar, HO CTENIEHTa Ha Ta3H NIPOMSHa

e pazIMyHa B 3aBUCHMOCT OT BPEMETO Ha NpHeMaHe M ¢popmara Ha BepanaMu (Bx.
mouxkH 4.2 u 4.4).

Haii-ronsMoTo noBMIlIaBaHE Ha €KCMO3MUKATa Ha naburaTpaH ce HabnoaaBa npu
MbpBaTa 032 Ha BepanaMui ¢ He3abaBHO ocBODOXKaaABAHE, MPHETA €AWH HAc MMPEeau
npuema Ha naburarTpaH erekciiar (yBeauuaBaHe HA Crax 0k010 2,8 mbTi 1 Ha AUC
lokosto 2,5 mutH). EdexTsT nporpecuBHO HaMasgBa [pH MPUIOKEHUE HA opMmaTa C
lyAb/DKeHO ocBoOOaaBaHe (yBenuuaBaHe HA Cmax OK0N0 1,9 nbTH W HAa AUC okono
1,7 TETH) HAK NIPY NPHIIOXKEHWE HA MHOTOKPATH# A03M BeparnaMul (yBelr4aBaHe Ha
ICmax okosio 1,6 mptv ¥ Ha AUC okono 1,5 nbTH).

He ce nabmonapa 3Ha4uMMoO B3aWMOAESHCTRHUE, KOTATO BEpANaMui ce npueMa 2 vaca
icnex naburarpaH erekcunar (ysenuvapaHe Ha Cmax Ok0N0 1,1 mbTH H Ha AUC okono
1,2 nu1H). ToBa ce 0bacHABa ¢ mwiHaTa 2bcopblLMs Ha naburaTpaH cinen 2 yaca.

AMWOJapOH

KoraTto naburartpat eTekcHNaT ce npujiara €IHOBPEMEHHO ¢ eIMHHYHA NEpOpaHa
lno3za 600 mg aMHoAapoH, CTENEHTa U CKOPOCTTa Ha abcopbuMa Ha aMHOIApPOH U Ha
lakTuBHUsA My MeTtabonut DEA no cbuiectBo He ce npoMeHAT. AUC v Crax Ha
lnaburaTpaH HApacTBaT CLOTBETHO OK0JIO 1,6 nbTH ¥ 1,5 meTU. [opanu abnarus
MOJYXKUBOT HA aMHOZAPOH BB3MOXHOCTTA 32 B3aMMOJAEHUCTBHE MOXKE 1a ChilleCTBYBA
[CeAMHLM crell peKpaTaBaHe Ha AeUeHUETO ¢ aMHoAapoH (BXK. ToukH 4.2 1 4.4).

XHUHUIWH

XHHUAHH € npunaraH kato ao3a o1 200 mg Ha Bceku 2 waca 1o odma no3a 1 000 mg.
[laburartpaH eTekcunar € npuaaraHd A8a MbTH JHEBHO B IPOAB/DKEHHE HA 3
NOCAEAOBaTENHH AHH, CbC MM 0€3 XUWHNAUH Ha TpeTud AeH. AUCT,ss M Chax,ss HA
lnaburarTpaH ce yBeJIMUaBaT CpeAHO CLOTBETHO 1,53 mbTH ¥ 1,56 nbTH NpH
ICBITBTCTBALIO MPHWIOKEHHE HA XUHUAMH (BXK. TOUKH 4.2 H 4.4).

KnaparpoMuuuH

Korato xnaputpoMuuuH (500 mg nBa nbTH AHEBHO) Ce npuiara 3aeaHo ¢ naburarpaH
leTexcwiat npH 3apasu godposonum, ce Habnoaasa nosuwasaHe Ha AUC okosio 1,19
nbTH M Ha Cmax okono 1,15 nbuTH.
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'TUKarpenop Korarto eguHuuHa 103a oT 75 mg gadurarpaH €TeKcunar ¢ npuiara eJHOBpEMEHHO C
Harosapsauia 103a ot 180 mg tukarpenop, AUC u Crax Ha naburarpau c€ noOBUIIABAT
icvorBeTHO 1,73 nvTH ¥ 1,95 nbTH. Ciien MHOrOKpaTHH 403K HA TUKarpenop 90 mg asa
NMbTH AHEBHO, YBEIMUABAHETO HA €KCIO3MLMATA HA fnaburaTpaH € 1,56 neTy M 1,46

NbTH, ChOTBETHO 34 Chax U AUC,

kcunat 110 mg (B craumonapHo cuctoaHue) NoBUINARa AUCT, s M Chax,ss HA
InaburarpaH cboTBETHO 1,49 mbTH 1 1,65 NbTH B CpaBHEHHE C AabWraTpaH eTEKCHAT,
fIipuiaral camocroatesiHo. Koraro Hatoeapsawa no3a ot 180 mg Tukarpenop ce gasa
2 yaca caeq npueM Ha 110 mg aaburarpad erexkcunar (B CTAHOHAPHO CHCTOSHHE),
nosuiiaBaHeTo Ha AUCT,ss H Chax,ss HA 1aburatpaH HaManasa CbOTBETHO 1,27 TbTH H
1,23 nbTU B ¢cpaBHeHMe ¢ naburarpad eTekCWiaT, ipuwiaraH cCaMOCTOATENHO. TakbB
He3acThIBAlL CE NPHEM CE NPENOPBLUYBA NPH 3AMOYBAHE HA THKArpesop ¢ HATOBapBalla

Ino3a.

EBHBTCTB&H.[D NpUIoKeHWe Ha HATOBapBalla Ao3a tukarpenop 180 mg u naburarpan

EBHBTCTBB]J.{OTO npwiokeHue Ha 90 mg THKarpenop Asa MbTH AHEBHO (NOAABpKALIA
o3a) ¥ 110 mg naburarpan erekcunar nosuiiasa KOpUrupaHuTe AUCT,ss M Ciax,ss Ha
inaburatpas 1,26 nbTu ¥ 1,29 0bTH B cpaBHEHHE ¢ JabUraTpaH €TEKCHIIAT, NpHIaraH

ICaMOCTOATENHO.
[Tozakonazon  {[lo3zakoHa3on cbulOo HHXKHOKpPa B HAKAaKBa CTENEH P-gp, HO TOBA HE € NMPOYUYEHO
KIHHHYHO. EJHOBPEMEHHOTO NPHAOKEHHE Ha AabUrarpaH €TeKCUNaT ¢ NO3aKOHA30!

HaJiara BHHMaTeIHO MpOC/ieASBaHE.

P-gp unoyxmopu

ICenvmemeawyama ynompeba mpabea oa ce uzbazea.

Harp. ChIbTCTBAWOTO MPUWICKEHHE C€ 0YAKBA 10 NOHMKAaBAHE HA KOHUEHTpaLHUATA Ha

prdaMnuLa, ilnaburarpaH.
OKBAT KAHTAPHOH

Hypericum [IpemeauKaUMATA ¢ U3CACABAHUA MHAYKTOP pUdaMMUUMUH npH ao3a 600 mg BeaHbXK

erforatum), UTHEBHO 3a 7 JIHH MOHM>Kasa ob111aTa MHKOBA KOHLEHTpaLUus Ha gaburarpaH 4 obiiara
kapbamasenuH |excrmosuims ¢be CHOTBETHO 65,5% U 67%. UnayuMpauMaT edexT € NOHIKEH, KOETO
WM PEeHUTOUH  [goau O HUBO Ha EKCMIO3ULMA Ha JaburaTpaH, 6/1M3K0 10 pedepeHTHATa CTOHHOCT 40
ieH 7 ciien cnupaHe Ha NeueHHeTo ¢ pudaMnuuuH. He e HabaioaaBaHo No-HaTaTbHUIHO
NOBHUICHHE HA OMOHATUYHOCTTA CJIEA OLUE 7 AHMH.

\[Ipomeaznu unxubumopu, kamo pumonasup

IConsmcmeawya ynompeba ne ce npenopousa

ITe noBnuaBat P-gp (KakTo KaTo MHXHOUTOP, TaKa M KaTo WHAYKTOp). Te He ca Gy
HArp. pHTOHABHPIPOYYBAHH, MOPAIH KOETO HE CE MPEenopbUBarT 3a ChIIBTCTBALILO JeYeHUe ¢ aaburarpaH

U KOMOHMHALMHUTEleTEKCUITAT.

MY C ApYrH
MpoTEa3HH
HHXUOHTODH

P-gp cybcmpam
VIHrokcHH B npoyugBane, npopeaeHo ¢ 24 3apaBu J0OPOBONLIM, NTPH €AHOBPEMEHHOTO

IEKCTIO3ULMATA HA JUIOKCHH U KIIHHHYHO 3HAYMMH [TPOMEHH B €KCI
(maburarpat.

AHTHKOAryJaHTH Y 1€KapCTBEHH NPOAYKTH cpelily TpoMOOUMTHA arperaius
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JIMNCBa UM CHIECTBYBA CAMO OTPAHHYEH OIMHUT CbC CICIHHUTE JICYCHHUA, KOUTO MOTAT Ja MOBHIIAT
PUCKA OT KbpBeHe, KOTaTo C€ Npunarar CbNbTCTBALIO ¢ JabHraTpaH eTeKCUIaT: aHTHKOoAaryJjlaHTH,
kaTo HedpakunoHHpaH XenapuH (HOX), Huckomonekynuu xenapuun (HMX) u xenapuHosH
nponssoanu (poHmanapuHyKc, 4E3MPYIHH), TPOMOOIUTHYHH JIEKAPCTBEHH NPOAYKTH U AHTATOHHUCTH
Ha BUTaMHH K, puBapokcabaH WM Jpyrd aHTHKOATYJIAHTH 32 [IEPOPATHO NPHIOKEHHE (BXK. TOYKA
4.3), vy NeKapcTBEHH NPORYKTH cpelly TpombounTHa arperauus, kato GPIIb/Illa peuernropHu
aHTArOHUCTH, THKJIONU/WH, MIPacyrpe, THKarpeaop, 1eKCTpaH U cynpuHnupasox (BxK. Touka 4.4).

Ot naHHuTe, cChOpaHu no Bpeme Ha ¢daza [l npoyusane RE-LY (Bxk. Touka 5.1), e HabnmiogaBaHo, ue
ChNBLTCTBALLATA YIIOTPeOa HA APYTH NEPOPATHH UM NAPEHTEPATHH AHTHKOAryJIAHTH MOBHLLIABA
4EeCTOTaTa Ha roIAMO KbpPBEHE NPHOIU3UTENHO 2,5 MBTH, KAKTO NMPH AadHraTpaH €TEKCHIIAT, Taka U
npu Bap¢apuH, rMaBHO B CUTYaUHH, CBbP3aHH C IPEMHHABAHE OT €AHHHA AHTHKOATYJIAaHT KbM JpYTHs
(8. Touka 4.3). OcBeH TOBA, CbOBLTCTRALATA YOoTpeba Ha aHTUTPOMOOTHYHYU cpeacTBa, ACK win
KJIOTIMOTPEJT PHOIM3UTEHO YABOABA YECTOTATA HA rOJIIMO KbPBEHE, KAKTO MPH Jaburarpad
€TeKCH1aT, TaKa U NpH BapdapuH (8. Touka 4.4).

H®X moxe na ce npunara npy ao3u, HeobOXxoaAKMH 3a NOAABPKAHE HA NPOXOIUMOCTTA Ha LICHTPaJieH
BEHO3€H WJIM apTepHANIEH KaTEThP WIK MO BPEME Ha KaTeTbpHAa a0/iauMs NpH APEACHPIHO MBXKAECHE
(BX. TOUKa 4.3).

Tabanna 9: BzanmMoaeHCTBAN ¢ ARTHKOATYJIAHTH H JIEKAPCTBEHH NPOAYKTH Cpemy
TPpOoMOOUMTHA arperanta

HCIIBC [TpunaraHure 3a kpatkocpouHa aHanrezus HCIIBC He ce ¢Bbp3BaT ¢ NOBUILIEH PHCK OT
KbpBEHE, KOraTo Ce NMpUAaraT cbbTCTBalO ¢ AaburaTtpaH erekcunar. [Ipu
npoab/okuTeHa ynorpebda B npoyusaHeTo RE-LY HCIIBC yBenuuyasar pucka or
KbpBeHe ¢ okoio 50%, kakTo npH naburaTpaH €TEKCHIAT, TAKa U NpH BapdapuH.

Knonuaorpen[lpu miaau 3apasi 406pOBOMUM OT MBKKH 1101 ChITBTCTBAIOTO NPHIAMKEHHWE Ha
InaburaTpaH €TeKCHaT U KNOMHAOrPeN HE € A0BEIO 40 AONWIHATEIHO yAb/LKAaBaHe HA
BPEMETO HA KAMWISPHO KbpBEHE B CPABHEHUE C MOHOTEpanHa ¢ kionuaorpen. OcseH
TOBa AUCT,ss 1 Crnax,ss # U3MEPHTENTMTE HA KoAry/ialidaTa 3a edekra Ha naburarpad, Win
HHXHOUpPaHETO Ha TPOMOOLMTHATA arperauma KaTto U3MEpPHUTEa Ha eexTa Ha
KIIOMUAOTPENT, MO CHIIECTBO OCTABAT HETIPOMEHEHHU MPH CPaBHABAHE Ha KOMOHHHPAHOTO
lleyeHHe U CLOTBETHHTE MOHOoTepanuu. [Ipu HatoBapsawa no3a 300 mg wiu 600 mg
wionunorpen, AUCT,ss H Crax,ss Ha Jaburatpan ce nopumasar ¢ okoio 30 - 40% (Bx.
rouka 4.4).

ACK EnnospemenHoTo npunoxenude Ha ACK u 150 mg naburarpan erexkcunar aBa MbTH
IMHEBHO MOKE [a MOBUILK PUCKA OT BCAKAKBO KbpBeHe oT 12% no 18% u 24% croTBeTHO
npH o34 81 mg u 325 mg ACK (BX. Touka 4.4).

Huckomone- |Cynprerainara ynorpe6ba Ha HUCKOMONEKYIHH xenapuiu (HMX), KaTo eHOKcanapuH u

KYJTHH \naburaTpaH eTeKCHIAaT, He € crneuranHo npoyusana. Cnen npemuHasaHe OT 3-AHEBHO
XCUAPHHH  Ineyenue ¢ eHokcanapri 40 mg s.C. BEAHBX AHEBHO, 24 yaca cliea nocneaHara 1o3a
(HMX) l€HOKCAIlapyH, EKCMNO3MLMATA Ha AaburaTpaH e OWna Manko Nno-HUCKA, OTKOJIKOTO Tas3uy,

HETIOCPEICTBEHO CNe/ NPWIOKEHHETO CaMO Ha JaburaTpaH eTekcuaar (€AMHUYHa A03a
220 mg). HabnionaBsaHa e no-Bucoka aHTu-FXa/Flla akTuBHOCT cnea npuiioxeHne Ha
\lnaburaTpaH €TeKCUNaT ¢ NMpeaBapPHTENHO IEUEHHE C EHOKCAMAPUH B CPABHEHHE C
leyeHneTo camo ¢ aaburatpaH erekcunar, CuuTa ce, Ye TOBa Ce Ab/KH Ha
MPOJAB/DKATETHOCTTA Ha eheKTa Ha EHOKCATIapMH ClIE/l IEYEHHETO (carry-over eeKT) u
IC/IeXOBATETHO HE € KJIHHWYHO 3HauuMo. OcTtaHanure pe3yTaTH OT aHTUKOaryaaluMOHHH
H3CeBaHH, CBbP3aHHK ¢ JaburarpaH, He ¢a IMIPOMEHEHU 3HAUYUMO OT JICHEHHETO C
leHOKCATNapUH.

pyru B3aumoaencTeus

Tabnanua 10: Apyra gzanMoaeicTesng
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iCenexmusru unxubumopu na obpamromo 3axsawjane xwa cepomonuna (SSRI) wiu cenexmugHu

""'!' N0 2AXBARIAHE HA CEePOMONUNA U HODERURE WPUHG i:_

SSRI 1 SNRI nosuiaBaT pycKa OT KbPBEHE BbB BCUUKH IPYNH HA JICUEHHE B
SSRI, SNRI npoyusaHeTo RE-LY

Bewecmesa, koumo nosauream cmomawnomo ptH

[lanTonpason  [lpu enHOBPEMEHHO NPHIOKEHHE HA Na0HraTpaH €TEKCHIaT H NAHTONPA30 Ce
HaGmoaasa npubnusurento 30% nHamanexdue Ha AUC na gaburarpan. [lanronpason u

pyru HHXuOuTOpH Ha npotoHHara noMna (MI1I]) ca npunaranu eqHoBpeMEHHO C
EaﬁuranaH ETEKCHIAT B KJIMHHHYHH NPOYy4BaHHUA U CbITbTCTBALLOTO ieueHHe ¢ UIIIT He
W3CNIEXKA Ja HaManABa edhHKAacHOCTTA Ha fabvraTpaH €TeKCHNar.

PaHuTaauH [TpriI0KEHHETO HA PAHUTUAWH 3aCAHO ¢ JaDUraTpaH eTeKCUIAT HE 0Ka3Ba KITHHHYHO
3HaunM eeKT BBPXY cTeneHTa Ha abcopbuus Ha naburarTpa.

B3aumozeiicTeug, cpbp3anu ¢ merabonuthus npodua Ha naburatpaH erekcunar U faburarpas

JlaburaTpan erekcuiiat M naburatpaH He ce MeTabonM3vpar OT cucreMata Ha uMToxpom P450 n
HAMAT in vifro edextd BbpXy YoBeLnkuTe uuTOXpoM P450 ensumu. Cnenosarento, ¢ naburarpaH He
Ce OYAKBAT CBbHP3aHM IEKAPCTBEHHU B3aUMOACUCTBHSL.

[TleauaTpuuna nomyJauus

IlpoyuBaHuMATa 3a B3aUMOACHCTBHS ca NPOBEXAaHH CaMO MPH BB3PACTHH.
4.6 DPeprannTer, OpeMEHHOCT H KbpMeEHe

JKeHH ¢ AeTepoJeH NOTEHLHaN

Xenwu ¢ aereponen noreHuuan TpabBa aa u3bareat GpeMEHHOCT 110 BpeMe Ha jeueHHe ¢ Tenekcep.

bpemeHHOCT

Hma orpanuueny JaHHH oT yriotpebata Ha gaburarpaH €eTeKCHAAT 1PpH OpeEMEHHH JKEHH.
[TpoyyBaHusATA NNPH KUBOTHH MOKA3BAT PENPOLYKTUBHA TOKCHYHOCT (BXK. TOuKa J.3). [loTeHunanHuaT
PHMCK PH XOPa HE € UIBECTEH.

Tenexcep He TpabBa 1a ce npuiiara o BpeMe Ha OPEMEHHOCT, OCBEH B CTY4YaH HA KATEropuiHa
HEOOXOIUMOCT.

KnpMeHe

Hsama xiMHuuHM JasHy 3a edekTa Ha gaburarpaH BbpXY KbpMadeTa no BpeMe Ha KbPMEHE.
KbpMeHeTo TpaOBa a ce NpeyCTaHOBH MO BpeMe Ha nevcHUue ¢ Tenekcep.

DepTUINTET

Hsma gaHHM npu xopa.

I[1pu npoyuBaHHA BBPXY KMBOTHH € HaOmoRaBaH eexT BbpXy PEPTUIMTETA NPH KEHCKKHTE NOA
¢opMaTa Ha HamansBaHe Ha 6pOd Ha UMIVIAHTALMUTE W NOBHIIABAHE HA NMPEANMILUIAHTALIMOHHHUTE
3aryou npu noza 70 mg/kg (5-KpaTHOTO HMBO Ha IU1a3sMEHa €KCMO3MLHMA NPU nauMeHTH). He ca
HabmonaeaHu aApyru edeKTd BupXy deprunurera npy xeHckure. Hama sinaHue Bbpxy
npu MeKKHUTE. [1pH 103K, KOMTO ca TOKCHYHH 33 MalkuTe (5- A0 1 0-KpaTHOTO HHBO Ha
EKCIO3HLIHA NTPH NANUEHTH), MPH TULTEXOBE H 3aHUM ce Habmoaasa HaMaIABaHe Ha Te
emOpHrodeTaNHATA JKM3HEHOCITOCODHOCT, 3a€/1HO C NOBHIIABAHE HA (DETATTHHTE BapH
MPEHATAJHOTO W NOCTHATAIHOTO NpoyuBaHe € HAOMOJABaHO NOBUIUABAHE HA deTan
MpY 103U, KOKUTO Ca TOKCHUYHM 32 MaikuTe (1032, CbOTBETCTBALLA HA 4 THTH MO-BHCO
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riasMeHa eKCro3nLIKs OT HabMI0AaBaHOTO MNPH MALUMEHTH).
4.7 EdexTn Bupxy cnocofHocTTa 32 modHpaHe H padoTa ¢ MANIHHHK

JlaburaTpaH eTeKCHAAT HE NOBJIMABA WIH NMOBIHABA NpeHeOpekUMo crnocobHOCTTA 3a Wodupate H
paboTa ¢ MallUHHU.

4.8 Hexenanu JexapcTBEHH peaKIHMA

O6061enne Ha mpoduna Ha He30MacHOCT

JlaGuraTtpaH eTeKCHIAT € OLICHEH B KIIMHUMHU U3NIUTBaHUA NMpH obuio npubdaunsutento 64 000
MaLyeHTH; OT KOUTo Npubau3zutento 35 000 nauueHTH ca neKyBaHH ¢ AadUraTpaH eTeKcwiar.

0610 22% oT MaLHEHTHTE ¢ NMPEACHPAHO MBXKIEHE, TEKYBAHH 34 [PEBEHUHS HA HHCYJIT U CUCTEMEH
eMOOAH3BM (IBArOCPOUHO neveHHe 10 3 roauHH), 14% ot naumeHTHTe, ekysaHu 3a [IBT/bE, n 15%
OT MaLMEHTHTE, JeKyBaHH 3a npeseHuMs Ha JIBT/BE, ca nonyunin HexenaHu peakivu.

Haii-uecto cbobitaBaHuTe CHOUTHA ca Clly4dau Ha KbpBEeHEe, Bb3HUKBaLIM NpyH npudnusurenyHo 16,6%
OT MALMEHTHTE C NMPEACHPAHO MbXAEHE, IEKYBaHH ABJINOCPOYHO 32 MPEBEHLIMA HA HHCYAT H
cucTeMeH eMOonH3IbLM, ¥ npu 14,4% oT Bb3pacTHMTE NauveHTH, nexkysaxu 3a JIBT/BE. Ocsen Topa
MMa CTy4au Ha KbpseHe npu 19,4% ot nauueHTUTe B H3NMTBaHeTO 3a ApeBeHUMs Ha JIBT/bE, RE-

MEDY (BB3pactHun nauueHTy), u nipu 10,5% oT nauMEeHTHTE B U3NUTBAHETO 3a MpeBEeHLIUA Ha
JIBT/BE, RE-SONATE (pb3pacTHM NALKEHTH).

Toii KaTO MOMYyAUMHTE OT NALMEHTH, JIEKYBaHH 34 TPUTE NOKAa3aHWA, HE Ca CPAaBHUMH U CbOMTHATA HA
KbpBeHE 0OXBawar HAKONKO cucTeMo-opradHu kinacoee (SOC), B 06061eHo onucanue ChOUTHATA Ha
rOJIAMO M Ha BCAKAKBO KbpPBEHE Ca pa3npeaeseHH cnopej Noka3aHWeTo U ca NOco4eHu B Tabnauua i2-
15 mo-nony.

B'bﬂpel{l-‘l Ye € C HUCKAa veCTOoTa NPH KMTHHHYHRK MPOYYBAHHA, MOXC J1a HACTBITH IroJiAMO HIH TEXKKO
KbpPBECHE, KOETO HE3ABHCHMO OT MACTOTO HA Bb3HHKBAHC MOXKC ia JOBCAC 10 HHBA/IWIH3IHPDAHC,
KHBOTO3AaCTpaLlaBalllO ChCTOAHHE WIH JOPH JI€TAJICH H3X0A.

CnuchK HA HEXKETAHHUTE PCaKLIHH B TabIHUeH BH]

B Tabnuua 11 ca nokalaHW HeXeNaHKUTE peaKiliH, YCTAHOBEHH B IIPOYUHBAHHATA U MOCTMAPKETHHIOBH
JAaHHH TIPH MOKA3IAHUATA NPEBEHLUA Ha TpOoMOOEMOOIUUEH HHCYJIT H CHCTEMEH eMOOJTH3IBM NpH
MalIMEHTH ¢ NPEACHLPAHO MbXaeHe, neyenue Ha JIBT/BE w npesexuns Ha JIBT/BE. Te ca rpynupanu
no cucremo-opraveH kinac (SOC) W no yecTora ¢ M3NON3BAHE Ha CNEAHATA KOHBEHIIHA: MHOTO Y€CTH
(> 1/10), uectnt (> 1/100 mo < 1/10), Heuectu (= 1/1 000 go < 1/100), peaku (= 1/10 000 no < 1/1 000),
mHoro peakH (< 1/10 000), ¢ Hen3BecTHa YecTOTa (OT HATUUHHTE JAHHU He MOXe Aa Ob/ie HanpaseHa
OLICHKA).

Tabanua 11: Hexenann peaknun

YecToTa

SOC / l[lpeanoyuTaH TEPMUH. [Ipesenums na uucynt U |Jleuenue va JIBT/BE u npesenuus Ha
icuctemeH embonnabm rpu |[JIBT/BE
NaUHEHTH C MPEACHPIHO

MbXIEHE
Hapyiuenss Ha KpbBTa H IMMQHATa CHCTEMa
AHEMHA YectH Heuectu
[Monmxen xemMornoduH Heuectn
TpombouuToneHus HeuectH
[ToHwkeH xeMaTOKpUT Penku
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Heytponenus C HensBecTHa yecTora  |C HEW3BECTHA YECTOTA

ArpaHyiouHTO3a IC Heun3BecTHa uecTOTA C Heu3BeCTHA YECTOTA
HapyuieHud Ha HMyHHaTa CHCTeMa

JlexapcTBeHa

CBPBXYYBCTBHTEJIHOCT HeuyecTH HeuvecTH

OO6pus HeuecTH HeuecTn

[IpypHTyC Heuectu HeyecTn

AHapniaKTHYHA pCaKLIns Penky Penku

AHruoeaeMm Peaky Peaku

Y pTHKapHs Peakwu Penku

bpoHxocnasbm |C HeM3BECTHA YeCcTOTA |C HEU3BECTHA YECTOTA
HapyieHHUs Ha HEpBHATA CHCTEMA

BbTpeuepenHa xemoparus HeuecTn Peaku
CbO0OBH HapyLIEHHA

XEMaTOM HeuecTy Heuectu

Xemoparus HeuectH HeuecTH
PecnidpaTopHH, rpbAHH H MEAHACTHHANHH HADYUICHUS

EnucTakcue Yectu YecTH

XemodTH3a HeuecTn HeuectH
ICTOMaIIHO-4YPEBHHA HAPYLUICHHS

CromawiHo-4ypeBHa xeMoparua  [Hectu YecTH

AbaoMuHanHa bonka YectH HeuectH

HHapus YecTH Heuectn

Hucnencus YecTH YecTH

["agene YectH HeuectH

PekranHa xemoparms HeuecTu Yectn

XeMopouaaiHa XxeMoparus HeuecTH HeuecTH

CroMalliHO-4ypeBHa A3Ba, Heuectu HeuecTH

BIJIIOMUTEIHO €30¢arealHa f38a

["acTpoesodaruTt Heuectn Heuectw

["acTpoesodareanHa pedaykcHa

Bonect HeuecTH Heuectn

[lospbilane HeuectH Heuectn

Hucdarus HeuecTH Penku
XenaTobHiKapHH HapyLUEHHS

Hapyuena uepraogpobHa HeuectH HeuyecTun

(G YHKLMA/OTKIOHEHHA BB

byHKLMOHATHUTE YePHOAPOOHH

[loBHUIEHHE HA AJTAHHH HeuecTH HeuecTH

aMHHOTpaHchepasara

[losuinenye Ha acnaprar HeuecTn Heuectu

amuHoTpaHcdepasara

[ToBuiteHH YepHOAPOOHH eH3uMH(Peaky Heuectu

XunepdbuinpyoHHemus Penky |C Hen3BECTHA YECTOTa

HapylueHHs Ha KoXaTa W ITOAKOXKHAaTa ThKaH

KOXXHH KpbBOUIHBH

YecTH

‘chTH

Anoneuys

IC HEeH3BECTHA 4€CTOTa

IC Heu3BecTHa uecToTa

Hapyluenss Ha MYCKY/THO-CKE/JIETHATAa CHCTEMA H CHEHHHTE/IHATA ThKAH

BK/TIOYHTEHO XEMATYpH1

Xemaprpo3la Pesiku HeuecTty
HapyuieHua Ha ObbpeurTe U NUKOYHHTE MBTHLLA
YporesuranHa xemoparus, YecTuH YecTH

001K HapylueHHA H ePeKTH Ha MACTOTO Ha NPUNOXKEHHE
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Xemoparus Ha MACTOTO Ha

HMHXKECKTHpaHe Peaku Penku
Xemoparus Ha MACTOTO Ha

MOCTABAHE HA KATETHpA Penxu Peaku

HapaHsBaHHsA, OTPaBAHUA ¥ YCJIO0XKHEHUS, Bb3HHKHAJIY B pE3y/TaT HA MHTEPBEHUHH

TpasmaTHuHa XeMoparus Peaxy HeuecTH
XeMoparus Ha MACTOTO Ha

MHLM3UA Peaku Peaku

Onucanve Ha n30paHu HeXeaHy PeaKLHY

Peaxyuu na xvpgene

[Topanu dapMakoSOrHUHKA MEXAHHU3bM Ha AcicTBHE ynoTpebara Ha nabUraTpaH €TEKCHIIAT MOXKeE Ja
6bae CBbP3aHa C MOBULIEH PUCK OT OKYJITHO HJIM BHAMMO KbPBEHE OT KOATO H 1a € ThKaH WK OpraH.
[IpH3HaUHTE, CHMITTOMHTE U TeXKECTTa (BITIOUHUTEIHO U NIETAIEH H3X0[) BAPHPAT CNOPe MACTOTO U
cTerneHTa Wid 06XBaTa Ha KbPBEHETO WKWK aHeMHUATa. B xIHHUYHHWTE NPOYYBAHHA MYKO3HOTO
KbpBEHE (Hamnp. CTOMAaUIHO-YPEBHO, FEHUTOYPHHAPHO) € HabAIOAaBaHO NO-YECTO NMPH ABIrOCPOYHO
neyenue ¢ AaburarTpaH eTexcunar, B cpasHeHue ¢ eueHue ¢ BKA. Taka, B nqonbiHeHHe KbM
NOOXOAALLO KIMHHWYHO Ha0aoaeH e, 1abopaTOPHOTO H3C/IEIBAHE HA XEMOITIOOHH/XeMaTOKPHUT €
[IEHHO 3a OTKPHBAHE HA OKYATHO KbpBEHE. PUCKBLT OT KbpBEHE MOXKE Aa CE€ MOBHILH IIPH ONpeeSICHH
rPyINy NaUMEHTH, HANP. Te3W KOUTO UMAT yMepeHo OLOpeuHo yBpexaaHe W/ WM €& Ha ChITETCTBALIO
NeYeHHe, 3aCArallo XeMocTa3aTa, WiH CWIHK P-gp nHxuOuTOpH (Bx. TOuKa 4.4 XemoparuieH puck).
XeMoparHuHHUTE YCIIOXKHEHHA MOJXKE [1a Ce MPOSABAT Kato cnabocTt, 6aeaHoCT, 3aMadHOCT, rnaBobonue
WK HeoDACHHMO NoAyBaHe, AUCITHEA U HEODACHUM 1HOK.

Cpnofuiasa ce 3a N03BATH YCIOXKHEHHS ¢ KEPBEHE, KATO KOMIIAPTMEHT CHHAPOM M ocTpa 61n0peyna
HEJOCTATBYHOCT NOpaaH xunonepdy3us M CBLP3aHA C AHTUKOATYJIAHTH HEQPONATHSA IMPH MALHEHTH C
npeapasnoaraliid puckosu GakTopH, BbB Bpb3ka ¢ JafuratpaH erexcunar. Cienosarento, Tpabsa na
ce OTYMTA BEPOATHOCTTA 3a XeMoparus NpH OLEHKATa HA ChCTOSHHETO Ha BCEKH aHTHKOAryJInpaH
MauveHTH. 3a Bh3pacTHH NALHEHTH HMA HATMYHO CrieUMPHYHO HEYTPAIM3MpaLlO CPEACTBO 34
naburarpaH, ugapyuusyma0, B cllydaid Ha HEKOHTPOJHUPYEMO KbpPBEHE (BXK. Touka 4.9).

ITpesenyusn na uncyrm u cucmemeHn emM0aUIbM NPU BLIPACMHU RAYUCHMU C HEKAQNHKO RPEOCBPOHO
MBICOeHe ¢ eOun unu nogeue puckosu haxmopu (I[1HIIM)

Tabauua 12 nokassa cuOMTHATA HA KbPREHE, pa3npeeNieHH KaTo CbOMTHUS Ha rOISMO ¥ Ha BCIKaKBO
KbpBEHE B OCHOBHOTO MPOY4YBaHe, H3CIEBALIO MPEeBEHLUATa HA TPOMOOEMOOIHIEH HHCYJIIT H
CHCTeMEH eMOO0IU3 LM MPH NMALMEHTH C MPEACHPAHO MBbAKIEHE.

Tabanua 12: CrOHTHR HA KbDBEHE B IPOyYBaHE, H3C/I€1BAIN0 NPEBEHIHATA HA
TpomGoem6o.1HYeH HHCYJIT H CHCTeMeH eMD0IH3 LM NPH HANHEHTH € NPEACHPAHO MBLKACHE

\a6buratpau erexkcunarylaburaTpaH etekcunatiBapdapus
110 mg apa nbTH 150 mg nsa nbTH
INHEBHO UTHEBHO
PauzoMH3upanu naudenty |6 015 6 076 6 022
['onsiMO KbpBeHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BurpeuepenHo kbpseHe 127 (0,23%) 39 (0,32%) 91 (0,77%)
CH kbpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KnpBeHe ¢ netancH wixoa 126 (0,22%) 30 (0.25%) 42 (0.36%
Marko KbpBeHe 1 566 (13,16%) 1 787 (14,85%) 1 931416
BcsakakBo KbpBEHE 1 759 (14,78%) 1 997 (16,60%) 21 '
B panaoMu3upaHo npoyysaHe, NPH NaLMEHTUTE, premMany aaburaTpaH eTexkcun EH mg 7%
AHEBHO WiM 150 mg ABa MbTH AHEBHO € CHLUIECTBYBAN 3HAUUTEIHO NO-HACHK PHUC (jﬂ: ERC Y ;= " /
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>KHBOTO3aCTPALIABAILO KbPBEHE U BLTPEYEPENHO KbPBEHE B CPABHEHHUE C TE3H, NPHEMAITH Bap(apuH
[p < 0,05]. U npu nBeTe KOHUEHTPALMH HA 1aDMTaTPaH ETEKCHIAT € UMAJIO M CTATHCTHYECKH 3HAYHMO
no-Hucka obiia yectora Ha KbpeeHe. [IpH nauueHTuTe, npyemMaty paHaomusvpato 110 mg
naburatpaH €TEKCHJIAT J1Ba MbTU JHEBHO ChLLECTBYBA/I 3HAYHTEIHO MO-HHCBK PHCK OT rONIIMO
KbpBEHE B cpaBHeHHUe ¢ BappapuH (koeduumeHT Ha pucka 0,81 [p = 0,0027]). [Ipn naumenTUTe,
npueMaiu paHaoMusdpaHo 150 mg naburarpan erekcunar ABa MbTH JIHEBHO € CHLIECTBYBAJI
3HAYMTENHO NO-ronsaM puck ot CY xbpBeHe B cpaBHeHHe ¢ BapdapuH (koeduLuenT Ha pucka 1,48

[p = 0,0005]. To3u edekt € HabnoAaBaAH ITIABHO MPH MALKEHTH > 75 TOAUHM.

KnvHuHuHATa non3a oT JaburarpaH no OTHOLUEHHUE Ha NPEBEHUMATA HA HHCYIT H CHCTEMEH
eMOOAM3BLM M NOHIKEHUAT PUCK OT HHTpakpaHuanHa xemoparusa (MKX) 8 cpaBHeHuMe ¢ BapgapuH ce
3ana3BaT MpH OTAEHHMTE MOATPYNH, Hanp. 6LOpeuHo yBpekaaHe, B3pacT, ChITbTCTBALA yiioTpeba Ha
JIEKAPCTBEHH TMPOAYKTH KaTO Hanp. aHTHTpoMboTHLIM miak P-gp nuxuOuTOpu. JIoKaTo HAKOH
MOATrPYIH NALMEHTH Ca ¢ MOBMILEH PUCK OT MOJAMO KbPBEHE, KOTaTo Ca JIEKYBaHH C AHTHKOAryJIaHT,
MOBHIIEHHAT PHCK OT KbpBeHe Nnpu aaburarpaH erekcunar € cBbhp3al ¢b¢ CUY kbpBeHe, OOMKHOBEHO
HabmoaaBaHo npe3 MbpBUTE 3-6 Mecella clie]] 3aMmoYBaHe Ha EUYEHUETO ¢ AabUraTpaH eTekcuiar.

Jevenue na /BT u BE, kxaxmo u npesenyun na peyuoueu na BT u bE npu év3pacmnu nayuenmu
([{BT/BE)

Tabauua 13 ca nocoyeHu cLOMTUA HAa KbpBeHe OT 00001EeHUTE OCHOBHH npoyuBaHua RE-COVER u
RE-COVER Il, B kouto ce n3nutea neueHHero Ha JIBT u BE. B cOopuuTe npoyuBanus, cbOUTHATA Ha
NbPBHYHHTE KpalHHU TOUYKH 3a H€30MacHOCT ,,roNAMO KbPBEHE, FOJIAMO MTH KITHHHYHO 3HAYHUMO
KbPBEHE H BCAKAKBO KbpBeHe™ ca 3HAUHTETHO NO-MAIKO B CPAaBHEHHE ¢ BaphapHH NPH HOPMANHO
anda HABO 5%.

Tabanna 13: Crn6uTHs HAa xbpeeHe B npoyuBannaTa RE-COVER u RE-COVER 11, B kouTo ce
uanuTBa JedenHero na /1BT n bE

/laburarpan erexcunar |BapdgapuH KoeduuMeHT Ha pUCKa
150 mg apa nbTH crpsAMO BapdapuH
UTHEBHO (95% posepuTeneH
HHTEpBa)
[MaupeHTH, BKIKOUEHH B 2 456 2462
laHanKn3a Ha He30nacHOCTTA
ICb6uTHs Ha ronamo kbpeeHe 24 (1,0%) 140 (1,6%) 10,60 (0,36, 0,99)
BrsTpeuepenHo 2 (0,1%) [4 (0,2%) 0,50 (0,09, 2,74)
KbPBEHE
[osamo CY xepeene |10 (0,4%) 12 (0,5%) 0,83 (0,36, 1,93)
XupoTosacrpaiuasauioié (0,2%) 16 (0,2%) 10,66 (0,19, 2,36)
KbpBEHE
ICLOUTHSE Ha TOIAMO 109 (4,4%) 189 (7,7%) 10,56 (0,45, 0,71)
KbpBEHE/KITMHHYHO 3HAYUMO
KbPBEHE
BcakakBo KbpBeHe 354 (14,4%) 503 (20,4%) 10,67 (0,59, 0,77)
BeakakBo CY kbpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90, 1,82)

C10MTHATa HA KbPBEHE MPH JIBETE JICUCHHS Ca OTYMTAHH OT MbPBHUsA NPUEM Ha AabHraTpaH eTeKcuiar
wiu BapdapuH cChea NpeKpaTiBaHe Ha NapeHTepaiHaTa Tepanus (NepHoa caMo Ha NMepopanHo
neuyeHue). Toa BKNIOYBA BCUYKH ChOUTHA HA KbPBEHE, Rb3HMKHAIH N0 BpEME Ha TEpanuAaTa ¢
naburaTtpaH etekcuaar. BKIoueHH ca BCHUYKHM ChOMTHS HA KbPBEHE, BE3HUKHAIH 10 BpeMe Ha

koeTo ce uanuTea npeseHuuara Ha JIBT u BE. Hakou cxbuTHa Ha kbpBeHe (CBO
kbpBeHe (CI'K)/xnnnuuno 3Haunmo kbpeeHe (K3K); BcaxkakBo KbPBEHE) ca 3Ha
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TE3H, MpUEMany BappapHH.

Ta6auna 14: CrouTHA Ha kbpBeHe B npoyusane RE-MEDY, B Koero ce H3INUTBA NPEBEHIHATA

Ha /IBT » BE
Jlaburarpan erekcunar {Bapgapus KoeduuneHT Ha pucka
150 mg nBa NbTH cnpaMo BapdapuH
IAHEBHO (95% noseputenen
MHTEPBA)
UlekyBaHH NaUHEHTH 1430 1426
(CbOUTHS HA rONIAMO KbPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25, 1,16)
BbTpeuepento He Moxe na Obae
KbpBEHE 2 (0,1%) 4 (0,3%) H3UHCIEH *
He moxe na Onae
[onsamo CH xepsene |4 (0,3%) 8 (0,5%) H34YUCTIeH *
Kusotozactpaiasaiuo |1 (0,1%) 3 (0,2 %) He Moxe aa 6bae
KbpBEHE H3uMcsIeH *
ICEOMTHA Ha ronaMo 80 (5,6%) 145 (10,2%) 0,55 (0,41, 0,72)
KbpBeHEe/KAMHHYHO 3HAMUMO
KbpBeHe
BcakakBO KbpBEHE 278 (19,4%) 373 (26,2%) 10,71 (0,61, 0,83)
BeskakBo CH kbpeeHe @45 (3,1%) 32 (2,2%) 1,39 (0,87, 2,20)

* KP He Moxe aa 6bae H3UMCIIEH MTOPaaH JiMrcara Ha ChOMTHE, B KOATO M A4 € KoxopTra/ieyeHue

Tabnuua 15 ca nocoueHH NaHHH 3a CHOMTHA HA KbpBEHE B OCHOBHOTO nipoyuBaHe RE-SONATE, »

koeTo ce u3nuTtea npeseHuuaTa Ha JIBT u BE. YectoraTta Ha komOuHaumsTa CI'K/K3K v Ha Besakakso
KbpPBEHE € 3HaUUTETHO MO-Majlka NMpHW HOMWHATHO ajipa HHBO 5% NpH NAUMEHTH, NpUEMANH Nnauebo,
B CPABHEHHE C TE3H, MpUEMaNH 2a0HraTpaH €TEKCHAT.

Tadanua 15: CnOuTHa HAa kbpBeHe B apoyuBaHe RE-SONATE, B koero ce nanursa

npepenunsTa Ha [IBT u bE

\laburarpax erexcunar ([Lnauebo KoethHiHMeHT Ha pHCKa
150 mg ABa muTH npsMo mauedo (95%
JAHEBHO OBEPHUTEIEH HHTEpBaN)
UlexyBaHH NALMEHTH 684 659
IC1hOuTHA Ha rosiamMo kbpBeHe |2 (0,3%) 0 He moxce ra 6bae
u3uucneH *
BxTpeuepenHo 0 0 He moxe na 6bae
KbPBEHE U3uMcIeH *
['onamo CY kbpBene 2 (0,3%) 0 He moxe na 6bae
U3YMCIEH *
JKuBoTto3zacrpaiuasaio (0 0 He moxe pna 6bae
KbpBEHE H3YHCIEH *
ICLOUTHA HA TOJIAMO 36 (5,3%) 13 (2,0%) 2,69 (1,43, 5,07)
KbpBEHE/KIIMHHYHO 3HAYHMO
BcskakBO KbpBEHE 72 (10,5%) 40 (6,1%) 1,77 (1,20, 2,61)
Beakakeo CYH xbpaene |5 (0,7%) 2 (0,3%) 2,38 (0,46, 12,27

*KP He moxe na 6be M3YHCIIEH Nopaaq JiMncara Ha cbOMTHE, P KOSTO M 1a € OT JieY

Azpanyroyumosa u Heymponenun
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HabJIIOIGHHE OT MOMYJIALMA C HEYCTAHOBEH pa3Mep, YeCTOTaTa MM HE MOXeE 14 OBb€ NOCTOBEPHO
onpeaenesa. Yecrorara Ha chobLuaBaHe e U3quciaeHa Ha 7 CbOMTHA Ha | MMITHOH MALMEHTOrOAMHH 32
arpaHyJIounTo3a U 5 chOMTHSE HA | MWIMOH NAaLIMEHTOrOWHH 38 HEYTPOIEHHA.

[TennaTpyyHa NOMyauus

BesonacHocTTa Ha naburarpaH erekcunar npu acdeHnero Ha BTEC 1 npeseHuns Ha peLiMaAHBHpALIN
BTEC npu neguaTpyHuHM MaUWeHTH C Ipoy4eHa B Ase u3nutTeaHua ¢asa Ll (DIVERSITY w
1160.108). 0610 328 neqyMaTpUyHH NALIMEHTH €a JieKyBaHH ¢ faburaTtpan erekcunar. [lauventure ca
[oNy4yaBajii afanTHPaHH CMOPEN Bb3pacTTa M TEIECHOTO TErIO A03H OT CboOpaseHa ¢ Bbh3pacTTa

nekapcTBeHa opMa Ha 1aburaTpaH eTeKCHiar.

Karo usno ce ouaksa npo¢uabT Ha 6€30NaCHOCT NpH JAeHa A4 € ChIIHAT KaTo MPH Bb3PACTHH.

O6wo 26% oT neAHaTpHUYHHTE MALUEHTH, IEKyBaHH ¢ qaburarpaH etekcuiar 3a BTEC u 3a
npepeHUKA Ha peunauBupawiy BTEC, ca nomyunnu HexeNaHW peakiivH.

Cnucek Ha HeJceranume peaxyuu 6 mabauuen euo

B tabnuua 16 ca nokasaHU HEXEAAHHUTE p€aKUHH, YCTAHOBCHH B IMPOYHBAHHATA MNPH JICHCHKC HA

BTEC u npesenuma Ha peupaneupaiiy BTEC npu neanatpduny nauneHty. Te ca rpynupaHu no
cucremo-opradeH Knac (SOC) u o yecToTa ¢ H3NOA3BAHE Ha ClleAHATA KOHBEHLHA: MHOTO Y€CTH
> 1/10), uectu (> 1/100 no < 1/10), Heuectu (= 1/1 000 mo < 1/100), peaxu (> 1/10 000 go < 1/1 000),

MHoro peaks (< 1/10 000), c HensBecTHa YecToTa (OT HATHYHHMTE JaHHU HE MOXe J1a Oble HanpaBeHa

OLIEHKA).

Tabauna 16: Hexxkenanu peaknun

YecTOTa

SOC / Ilpeanovntad TEPMHH,

lneyeHne Ha BTEC 4 npeseHUMs HAa peunanBHApalH
BTEC npu neauaTpuyHA NAUHEHTH

HapyuieHus Ha KpbBTa M TMM(HATA CHCTEMA

AHEMuUA UectH

[TouwxeH xemorsiobuH HeuecTu
TpombouxTONEHHUS YecTn

TToHHXKEH XEMATOKPHUT HeuecTH
HeyTtponexus HeuectH
ATpaHyJIoUMTO34 IC HeH3BECTHA 4ECTOTA

HapyuieHus Ha UMyHHaTa CHCTEMA

JlekapcTBEeHa CBPbXYYBCTBHTETHOCT HevecTH
O6pus YecTH
[Ipypuryc HeuecTH
AHaduIaKkTH4Ha peakuus XC HEH3BECTHA YeCTOTa
AHTHOEAEM IC HEH3BECTHE HYECTOTa
Y pTHKapHs YecTn
bpoHxocnazmm C HEHU3BECTHA YECTOTA
HapyueHus Ha HEpBHATA CHCTEMA
BoTpeuepenHa xemoparus Heuectn
I(CbAOBM HapyLUEHHs
XeMarom YecTH R}
Xemoparus (C Hen3BECTHA HeCTOTa /48 e,
PecnupaToOpHH, MPbhAHN U MEAWACTHHAIHY HApYLUCHHA [/ £ N 2,
Enucrakcuc Yecrn [ < f cE ;if;f‘:i-** *-E‘
XemodTH3a Heuectn | % R
ICTOMAIIHO-YpEeBHU HAPYUIEHUA \\?"ﬂ_\\: Sar ) 1:_;
N 7
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CroMalulHo-YpeBHa XxeMoparus Heuectu
AbaomuHanHa 6onka Heuectu
Huapus YecTH
Jincnencus Yectu
["aneHe HecTH
PekTanHa xeMoparus HeuecTH

IC Heu3BECTHA HeCcTOoTA

XeMopoHaaniHa XxeMoparus
IC HeH3BECTHA YECTOTa

CromMat HO-HpE€BHA A3Ba, BRJIHOYHUMTCTHO

ezoareanna f138a

["acTpoesodarur Heuectu
"actpoesodareanta pedaykcHa donect YecTd
IlospbliaHe YecTH
Hucarus HeuecTH

XenarodwiHapHU HapyILLICHHS
Hapywena ueproapobHa pyHkuus/
OTxJI0HEHHA BbB PYHKLIHOHAITHHUTE
yepHOApOOHH NoKazarenu
[ToBHlIEHHE Ha anaHWH aMHHOTpaHCc(epa3ara |HeuecTH

[TosHiieHHe Ha acnapTar aMHHoTpaHcdepasaTa [HeuecTu

lC HCHU3IBCCTHA HCCTOTAa

[ToBuLIEHH YEPHOAPOOHH EHIUMH YecTH

Xunepbunupybunemus Heuectu
HapyuieHHs Ha KO)XaTa M NOAKOXHATa ThKaH

KoxHU KpbBOHINTHBH HeuecTH

AJoneuud HecTn

H&E}’IHBHHH Ha MYCKYJIHO-CKCJI€THATA CHCTCMA H ChCAWHHUTEIIHATA ThKdH

XemapTtpo3a IC HeM3BECTHA YECTOTA
Hapyiienns sia 650peunTe 1 NMKOYHHTE MLTHILA

YporeHuranHa XxeMoparusa, BKIIOUYHTEITHO HeuectH

XEMaTypHs

[O6iLK HapylleHHs U ePEKTH Ha MACTOTO Ha MPHJIOKEHHE
Xemoparus Ha MACTOTO Ha HHXKEKTHPaHe IC HeuzBecTHa YecTOTa

Xemoparua Ha MACTOTO Ha TIOCTaBAHE Ha
KaTeThpa HEHU3BECTHA YECTOTA

HapaHﬂBaHm, OTpaBsHHA H YCJIOKHCHHUS, Bb3HUKHAJIM B PE3YJITAT Ha HHTCPBCHLINH

TpasmaTH4Ha xemMoparus HeuecTy
XeMoparusa Ha MACTOTO Ha HHLIM3HS IC HEeM3BECTHA YECTOTA

Peaxyuu na xvpgeue

B nse uznuTBaHus asa 111 npu nokasanuero neuerne Ha BTEC v npeseHLus Ha peLiHAWBHpALLY
BTEC nipu neauarpuusu nauueHTy obduo 7 nauueHTH (2,1%) ca nManu ceOHTHE HA rONISAMO KbPBEHE,
5 naumentH (1,5%) ca uManu CbOMTHE HA KITMHHYHO 3HAYUMO HETONAMO KbPBEHE M 75 NaLWeHTH
(22,9%) ca uManu cHOMTHE Ha HE3HAUMTE/IHO KbpBeHe. Kato uano yecrorara Ha chOMTHATA Ha
KbpBEHE € Mo-BUCOKA IIpK No-Bb3pacTHaTta rpyna (12 ao < 18 roanuu: 28,6%), 0TKONKOTO B rpynuTe
C Mo-Maska Bb3pacT (0T paxaaHero A0 < 2 roguHu: 23,3%; 2 po < 12 rogunu: 16,2%). NonaMo viw
TEXKKO KbPBEHE, HE3aBUCUMO OT MACTOTO Ha Bh3HUKBAHE, MOXKE /12 IOBEJE 10 HHBAIIHAH3KpaHe,
KHBOTO3ACTpALIaBAHE WITM AOPH JIETANICH HU3XOA.

CrobuiaBaHe Ha HOAO3MPAHH HEXKEIAHHW PEeaKIIUH

Cwo0liiaBaHeTO Ha NOJ03MPAHHU HeXKeNlaHM peakLMH Clel paspeluaBaHe 3a ynorpeda
NMPOAYKT € BayKHO. TOBa MO3BO/IABA Aa NPOILIKHA HA0NHOAEHHETO Ha CHbOTHOLUEHH
nexapcTBEeHU NPoAYKT. OT MEOHLIMHCKHTE CNICUMATTMCTH Ce U3UCKBA Ja chollaBsa
AOAO3HpAHa HEXeNaHa peakUHA KbM M3nbiHWTEHATA areHuMsa 110 JIeKapcTBarta, ¥y
Ne 8, 1303 Codusn, Ten.: +35928903417, yebeaitr: www.bda.bg.
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4.9 Ilpexo3upane

Jlo3u naburarpaH eTeKCHIar, HaABULIABALLK MPENOPBUMTENHHTE JO3H, U3/AraT NMalHEHTa Ha
MOBHWLIEH PHUCK OT KbPBEHE.,

[Ipy ChbMHEHME 3a MPEAO3UPAHE NMPOBEKAAHETO HA KOAryJIalMOHEH TECT MOXKe Ja NOMOTHE 3a
ofnpeaeNsHe Ha pHCKa OT KbpBeHe (BxK. Touku 4.4 u 5.1). Kanubpupau xonnuecrsed TBP tect win
MHorokpatHd TBP n3mepBanus no3sonssar NpeaBHKAAHE HA BPEMETO, KOraTo 1iie ObAaT JOCTHIHATH
(8. To4Ka 5.1), CBILLO B CJIy4Hal Y€ ca MpeANPHUETH AOTBIHUTEIIHH MEPKH — HAIMD. AHANH3A.

[IpekomMepHaTa aHTHKOATyIaLMs MOXKe [1a H3UCKBA NPEYCTAHOBABAHE Ha JIEYEHHETO ¢ AaburaTpaH
erekcwnar. T kaTO AabHraTpaH ce eKCKpeTHpa npeauMHo upe3 0u0peunre, TpsadBa 1a ce noaabpxa
NOCTaTbYHA Auype3a. Thil KaTO CBLP3BAHETO C MPOTEHHU € B HUCKA CTENEH, AaduraTrpaH Moxe [1a
Obae qUanu3vpaH; UMa OpraHHveH KIWHHUYEH OMHT, AEMOHCTPUPALL 10/13aTa OT TO3H NOAXO/ B
KAMHHYHH NPOYyYBaHuUA (BXK. TOYKA 5.2).

OsjangsaHe Ha YCIOKHEHUATA C KbPBEHE

B cayuait Ha xeMOparM4HH YC/IOXKHEHHS JIe4YeHHeTo ¢ AaburaTpaH erexkcwiar Tpsbea j1a 6bae
MPEYCTAHOREHO, a MPHYXHATA 32 KbPBEHETO N u3caeasaHa. 1o npeLieHka Ha eKyBallys JI€Kap U B
3aBUCHMOCT OT KIIHHHYHATa cHtyalus Tpsabpa Ja ce npeanpueMe noaxoaswo NojabpxKailo JICUCHHE,
KaTO XMpYpPrudHa XeMOCTa3a Wik 3aMECTBAHE Ha KPbBEH 00EM.

[Tpu BB3PACTHU MALKEHTH B Ciy4aH, KOraTto € Heobxoanumo 6»p30 HEyTpalH3UpaHe Ha
aHTUKOATYJIAHTHHA edekT Ha JaburaTpaH, MoXke a ce U3No/3Ba cnetupHUHOTO HEYTPATU3HPALLO
cpeacTso (Maapyuusymab), KOETo aHTaroHH3|pa papMakoauHaMHUHHS ePEKT Ha JabUraTpaH.
EduxacHocTTa v 6e30macHOCTTa HA MAApPYLH3yMal He ¢a YCTAHOBEHH NIPH NEIHATPUYHH NMALIHEHTH
(BK. Touka 4.4).

Moske Aa ce MMa NpeiBK/ NpUIaraHe Ha KOHLUCHTPATH Ha KoaryJallMOHHH (akTopH (aKTHBHPaHHU WK
HEAKTUBUPAHH) WU pekoMOrHaHTeH ¢akTop Vila. MMa HAKOH eKCriepHMeHTalTHH 10Ka3aTeliCTBa B
MOAKpPENa Ha POJIATA HA TE3H JIEKAPCTREHM MPOAYKTH B OOpbLIAHE HA AaHTUKOATYAAHTHHA €(EKT Ha
naburarpaH, HO JaHHMTE 34 110/13aTa UM KITHHHYHH YCIOBHA, KAKTO H 3a BE3MOXKHHS PHCK OT pubayHj
TpomMO0eMD0IH3IBM, Ca MHOIO OrpaHuyeHd. KoarynauHoHHHHTE TECTOBE MOTAT Ja CTaHat
HEHAJESKAHH ClIe]] NPUIIOKEHHE HA MPENOPBHYMTETHUTE KOHLUEHTPATH HA KOAry/JIalMOHHH (GakTopH.
TpsaOra aa ce BHUMaBa NpH ThJAKYBaHETO Ha Te3u Tectose. TpadBa na ce 0OMHCIH NPHAOKEHHUE HA
TpoMOOLIUTHA Maca B CAY4YanTe, KOraTo UMa TpOMOOLIMTONEHUA WK ca OHUAKM M3M0I3BaHH
ABLIAroaedcTBaly aHTHTPOMOOTHYHH NEKAPCTBEHH NPOAYKTH. LISN0TO CHMNTOMATHYHO JICUCHHE
TpAGBA #a ce npuaara rno npeueHka Ha jgekaps.

B 3aBMCHMOCT OT MECTHHTE BL3MOXKHOCTH, TPAOBA 1a ce 0OMUCIH KOHCYTALIMA ChC CIIELIHAIHCT B
cnyyaid Ha rolaMo KbhpBeEHE.

5. ©®OAPMAKOJIOT'HYHH CBOUCTBA

5.1 apmakogHHAMHYHH CBOHCTBA

(dDapmakoTepaneBTUUHA rpyna: aHTUTPOMOOTUYHM CPEACTBa, AMPEKTHH TPOMOHHOBH HMHXHOHTODH,
ATC koa: BOTAEO7.

MexaHu3bM HA JeUCTBHE
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JlaburarpaH € MoleH, KOHKYpeHTeH, 06paTUM, AMpEKTEH TPOMOMHOB HHXHOUTOP M € OCHOBHOTO
BEUIECTBO ¢ AKTHBHO ACHCTBHE B IUla3Mara.

Toit kaTo TPOMOMHBT (CEpHMHOBA NMpOTea3a) NO3BOABA NPEBPBILAHETO Ha PHOpHHOreHa BBB (GHOPHH
B X0/1a Ha KOary1allHOHHATa Kackaaa, MHXubHpaHeTo My NpeAoTBpaTiIBa 0Opa3yBaHETO Ha CbCHPEK.
Ja6uratpan unxubupa ceobogHus TpoMOuH, GUbprH-CBBP3aHUA TPOMOMH U TPOMOMH-HHAYLIHpaHATa
TpoMOOLIMTHA arperaLms.

dapMakoIWHAMHUHY ePEKTH

In vivo ¥ ex vivo npoy4YBaHus NPH KUBOTHH JEMOHCTPHpAT aHTUTPOMOO3Ha €PHKACHOCT H
aHTUKOAry/JaHTHa aAKTHBHOCT HAa JabWraTpaH cjie/] MHTPAaBEHO3HO NPWIOKEHHE K Ha AaburaTpaH
eTexcwiIaT cjied NEpOPATHO MPHIOKEHHE NPH Pa3TUYHHA KUBOTHHCKH EKCIIEPUMEHTANTHH MOJE/IY HA
TpombO3a.

CroluecTByBa OTHETIMBA KOpenalusa Mexy IUla3MeHara KOHUEHTpauusa Ha gaburarpaH M CTENEHTa Ha
aHTHKOArynaHTHus edekT, 6asupano Ha da3a Il npoyusanus. JlaburarpaH yawpkasa TpoMOHHOBOTO
speme (TB), EBC u APTT.

KanubpupauusaT xonuuectsed tecT Ha TB upes paspexxaane (TBP) nasa oueHka 3a nia3mMeHaTta
KOHLEHTpaLus Ha aaburarpaH, KoaTo Aa Obje cpaBHEHA C OYAKBaHHTE fL1a3MEHH KOHLUEHTPALIMH Ha
naburarpan. B cnyuaii ue kanubpupanuat TBP TecT nokaxe pesynrar 3a ruiazMeHaTa KOHUEHTPaLHS
Ha AaburaTpaH, KOHWTO € H& WK MO NPaHMLATA Ha KOJWYECTBEHOTO ONpeeasHe, C/IeABa Aa Ce
OOMMCIIM NIPOBEKIRHE HA AOITBITHUTETHO U3C/EIBAHE HA KoaryiauuaTa, Hanpumep TB, EBC nnm

APTT.
EBC moske 1a ocuryp# IMpeKTHA OLEHKA HA aKTHBHOCTTA HA JUPEKTHUTE TPOMOMHOBU MHXHOHUTODH.

TectsT APTT e wuiMpoko AOCTHNEH M NOKa3Ba NPUOAN3UTENIHO AaHTHKOAIy/IAHTHATA HHTEH3UBHOCT.
O6aue, APTT TecTbT MMa OrpaHuyeHa YyBCTBUTETHOCT M HE € NMOJXOOALI 32 TOYHO KOJUYECTBEHO
onpeaensHe Ha aHTHKOAry/JIaHTHUA €(PEKT, 0cOOEHO NPy BUCOKH MJIa3MEHH KOHLIEHTPALHH Ha
naburatpax. Brnpexu ye Bucoku croiiHocTH Ha APTT Tpa68Ba 1a ce ThilKyBaT ¢ NOBHILECHO
BHHMAHHeE, T€ MOKAa3BaT, Y€ MALUMEHTBLT € aHTUKOAryJIHpaH.

Kato udno, Moxe Aa ce puemMe, Ye Te3u NoKa3aTe/IH 3a aHTHMKOalryJIaHTHA aKTHBHOCT MorarT Ja
OTpa3fT HMUBaTa Ha aaburaTpaH, KAKTO M Aa NMPEAOCTABAT HACOKH 3a OLICHKAaTa Ha PHCKA OT KbPBEHE,
T.€. Hag 90"* nepceHTHA Ha HAH-HUCKUTE HMBA Ha NaburaTpaH WIK KoaryJlalldOHeH TeCT, KaTo Ha-
HHCKH M3MepeHH cToitHocTH Ha APTT (3a nparosete Ha APTT Bxk. Touka 4.4, Tabnuua 5), MOXe 1a ce

aCOLIMHMPa C MOBHINEH PUCK OT KBPBEHE.

IIpesenyun na uncyam u cucmemen emboauzvm npu sv3pacmuu nayuenmu ¢ HKIIM ¢ eoun uau
nogeve puckogu axmopu (ITHIIM)

CrauvoHapHaTta cpelHa reoOMeTpHYHa MUKOBA IU1a3MEHa KOHLIEHTpauuMa Ha fnaburarpaH, H3MepeHa
ok0A0 2 uaca cneq npunarade Ha 150 mg naburarpan erekcunar, € 175 ng/ml, ¢ rpannun

117 - 275 ng/ml (25™-75™ nepcentun). CpeaHara reoMeTpMUuHa Hal-HHUCKA KOHUEHTpaALIMA Ha
naburaTpaH, H3MepeHa CyTpHH B Kpas Ha 1030BWA UHTepBan (T.€. 12 uaca ciieq BeuepHaTa 103a
naburatpau 150 mg), € cpeaso okono 91,0 ng/ml, c rpannun 61,0-143 ng/ml (25™- 75™ nepcentnn).

[Tpn naunentu ¢ HKIIM, nekyBaH# 3a NpeBEeHLIMA HA HHCYJIT U CUCTEMEH eMOOIMIBM CbC 150 mg
naburaTpaH €TeKCWIar ABa MbTH ZHEBHO,
. 90™ nepceHTH Ha U3MEPEHUTE Hali-HUCKU MIa3MEHH KOHLICHTPaLUK Ha naburaTpas

yaca ciej NpUeMa Ha npeauinHara no3a) e okono 200 ng/ml, 7R

e  Haii-HuckuTe cToiHocTH Ha EBC (10-16 uaca cnen npuema Ha npeauuIHaTa Q}Wﬁu\eﬂi\
NpUONUIUTETHO 3 MBTH HAJ FOPHATA IpaHUlla Ha HOPMATA, C€ OTHACAT 10 H Fagmﬂ B
nepceHTUN Ha yabmkasane Ha EBC ot 103 cekynan, S RN

. Ha¥i-HUCKH CTORHOCTH Ha APTT, noseue or 2 nbTH HaA ropHaTa rpaHHiia HY a;na RRE ;i'}“ g
(yonmxaBane Ha APTT ¢ okono 80 cexynan), (10-16 gaca cirey npuemMa Ha éﬁu HB.’Ta z[{)aa). &/

't"-». ..r'f’
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ca oTpaseHd Ha 90"* nepceHTHN OT HAONIOAECHHETO.

Sevenue na J[BT u BE, xaxmo u npeeenyun na peyuousu na J[BT u bE npu evspacmnu nayuenmu
(ABT/BE)

I[Tpu nauuents, nexysanu 3a JIBT u BE cuwe 150 mg naburaTtpan eTekcunar aBa IeTH JHEBHO,
CpeAHaTa reoMeTpyuyHa Hali-HUCKa KOHLeHTpaLus Ha gaburarpaH, usmepexa 10-16 yaca caen npuem
Ha [103a, B Kpas Ha JO30BHA UHTEpBa (T.e. 12 4yaca caeq BeuepHaTa a03a AaburaTpaH eTeKCHar

150 mg), e 59,7 ng/ml, ¢ rpannun 38,6-94,5 ng/ml (25™-75™ nepcentun). Ilpu neuyenuero Ha JIBT u
BE ¢ naburarpan erexcunar 150 mg aBa mbTH AHEBHO,

° 90™* nepceHTHN Ha U3IMEPEHUTE Hal-HUCKH IUIa3MEHM KOHLEHTpaumy Ha Aaburatpan (10-16
yaca cJiel NPUEMa Ha NpeAMIIHATA 103a) € Oko/o 146 ng/ml,
. Hali-HuckuTe ctoifHocTH Ha EBC (10-16 uaca cnea nprema Ha npeavuiHaTa 103a), MOBUILEHH

npubausurenHo 2,3 MbTH CIPAMO HAYATHHUTE CTOMHOCTH, C€ OTHACAT A0 HabmoaaBaHus 90-TH
nepceHTH Ha yabnnkaBane Ha EBC ot 74 cekyHau,

. 90" nepceHTHA HAa HA-HUCKHM CTOHHOCTH Ha APTT (10-16 yaca cnea nprema Ha npeaniIHaTa
no3a) e 62 cexkynau, koeto € 1,8 NbT¥ CTOHHOCTTa Ha H3XOAHO HUBO.

HsamMa nasum 3a dhapMakoKMHETHKATa NPH NALMEHTH, JIEKYBaHH 3a NpeBeHLUs Ha peudausupaiua JIBT
H BE cuc 150 mg naburaTpan eTekcunar ABa NLTH AHEBHO.

KiaunuuHa edukacHocT ¥ He30nacHOCT

Emnuvecxu npousxoo

He ce HabmonasaT KIMHUYHO 3HAYKMMH ETHHHECKU PATHKH MEXKAY NALKUEHTUTE OT €BPONEHIHATA
paca, ¢ appo-aMepPHKAHCKH, JTATHHO-AMEPHKAHCKH, SMOHCKH WIH KUTaHCKH NPOU3XO.

IIpeaenyun Ha uncyam u cucmemen emboausvm npu ev3pacmuu nayuenmu ¢ HKIIM ¢ edun wiu
nogeyve puckoeu Gaxmopu

KnuHuuHuTe 1aHHH 3a ePyKacHOCTTA Ha AabUraTpaH eTeKCHIaT ca pesynrar ot npoyysaHeto RE-LY
(Randomised Evaluation of Long -term anticoagulant therapy) — MHOrOLIEHTPOBO, MY ATHHALIHOHAJTHO,
paHAZOMH3UPAHO NapaiesHo CIANO u3nuTBaHe ¢ ABe o34 Aaburarpas erexcunar (110 mg u 150 mg
N1Ba MbTH AHEBHO) B CPABHEHHUE C OTKPHUT MPHEM HA BapdapHH NPH NAUHEHTH C MPEICHPAHO MbKAECHE
C yMEpeH A0 BHCOK PHUCK OT HHCYJT M cHcTeMeH eMbonusbM. [TbpBHYHATA 11€N HA MPOYYBAHETO € /a
onpezaeny AajK naburarpaH eTekcuiaTr OTCTbIIBA Ha Bap(apHH NPH NOHMKABAHETO HA CHOMTHATA HA
ChCTABHATA KpaiiHa TouKa ,,MHCYAT U cucTeMeH emBoan3bm™. ChbLito Taka € aHATH3UPAHO M
CTaTHCTHYECKOTO MPEBb3XOACTBO.

B npoyusanero RE-LY ca paHaomusupanu o6mo 18 113 nmaunenTi Ha cpenna Bu3pacT 71,5 rogdHu u
cpened CHADS?2 c6op 2,1. [Tonynauusra ot nauneHTH € 64% oT MBXKKH noa, 70% oT eBponenuacH
npousxoa u 16% ot asuatcku npousxon. [lpu nauxeHTUTe, paHAOMH3WPaHH Aa NON1Y4YaBaT BapgapHH,
CPEAHMAT NPOLEHT Ha BpeMeTo B TepanestTHueH obxear (BTO) (INR 2-3) e 64,4% (meaunana na BTO
67%).

[TpoyuBauero RE-LY nokazsa, ue gaburarpax erexcunat npH ao3a |10 mg asa mbTH AHEBHO He
OTCThIIBA Ha €(eKTa OT BapdapuH NpU NPEBEHLIAA HA MHCYJIT U CUCTEMEH €eMOO/IM3bM NPH TALHEHTH
C MPEACHPAHO MbX¥JeHe, ¢ MOHMKeH puck oT MKX, obuio kepseHe u roasMo kbpBeHe. Jlo3aTa

150 mg aea meTH AHEBHO MOHMXKABA 3HAYHUMO PHUCKA OT UCXEMHYEH U XeMoparuieH HHCYIIT, Cb/10Ba
cMbpT, HKX 1 06110 kbpBeHe B cpaBHeHHE ¢ BapdapuH. HecToTaTa Ha MHOKApAEH HH(APKT € JIEKO
nosuileHa npu Raburarpad erekcuwnat 110 mg asa mvTH gHeBHO U 150 mg ABa NbTH AHEB
cpaBHeHHE ¢ BapdapHH (koepuumeHT Ha pucka 1,29; p = 0,0929 u xoeduLMEHT HAa PHC
p = 0,1240, croreerHo). C nogobpasane Ha npocneaasaHero Ha INR, nabmonasanure
NaburaTpaH €TeKCUIaT B CpaBHEHHUE ¢ BapghapuH oTcniadBar.

Tabauuu 17-19 nokassar noaApoOHO KNIOYOBUTE pe3ynTaTH B LAJIATa MOITyJalHA: TANERAE -
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TaGanna 17: AHAIH3 HA MBPBOTO CLOHTHE — HHCYJT KB CHcTeMeH eMB0/IH3ILM (TbPBHYHA
KpaiiHa TO4KA) Mo BpeMe HA NepHoja Ba npoy4ysane Ha RE-LY.

Jaburarpan erexcunar  [Jlaburatpau erexcunar  (Bapgapun
110 mg npa mpTH qHeBHO |150 mg ABa NbTH JHEBHO
PanaoMHM3MpaHH NaLHEHTH 6015 6 076 6 022
HHcynT n/unu cucremeH
lembonuibm
Yecrora (%) 183 (1.54) 135 (1.12) 203 (1.72)
Koeduimenr Ha pucka ¢/y (0,89 (0,73, 1,09) 0,65 (0,52, 0,81)
BapdapuH (95% JIH)
[Ipesb3x0ACTBO
P=CTOHHOCT P=0,2721 P=0,0001

% ce OTHacd 0 roaAUlIHATa YeCTOTa Ha CrOUTHATA

Ta6auua 18: AHAIH3 HA NBPBOTO CHOHTHE HA HCXEeMHYEH HJIH XEMOPArHYeH HHCYJIT N0 BpeMe
Ha neprojaa HA npoy4saHe Ha RE-LY,

Jlaburarpan erexcunar  |[laburarpas etekcunar  (Bapgapus
110 mg nea nvTH aHeBHO [150 mg nBa NMbTH JHEBHO
PaHOIOMH3UPaHH MALHEHTH 6015 6 076 6 022
HHCyNT
Yectora (%) 171 (1.44) 123 (1.02) 187 (1.59)
Koedpuuuenr Ha pucka ¢/y (0,91 (0,74, 1,12) 0,64 (0,51, 0,81)
sapdapud (95% J11)
p-CTORHOCT 0,3553 0,0001
ICucTemMen eM60AH3BLM
Yectora (%) 15 (0,13) 13 (0,11) 21 (0,18)
KoeduumenT Ha pucka ¢/y |0,71 (0,37, 1,38) 10,61 (0,30, 1,21)
papdapuH (95% JIN)
p-CTOHHOCT 0,3099 10,1582
HcxeMuyeH HHCY T
YecroTa (%) 152 (1,28) 104 (0,86) 134 (1,14)
KoeduuuenT Ha pucka c/y (1,13 (0,89, 1,42) 10,76 (0,59, 0,98)
gapdapuH (95% )
P-CTOHHOCT 0,3138 10,0351
XeMOparHyeH HHCYNT
Yecrtora (%) 14 (0,12) 12 (0,10) 45 {0,38)
KoeduuuenT Ha pucka c/y 0,31 (0,17, 0,56) 0,26 (0,14, 0,49)
sapdapud (95% JIH)
p-CTOMHOCT 0,0001 < (,0001

% ce oTHaca A0 roaUlIHaATA YeCcTOoTa Ha chrOUTHATA

Tabauua 19;: Asann3 HA CMBPTHOCTTA N0 BCAKAKBA APDHYHHA H HA ChPAEYHO-ChA0BATA
CMBPTHOCT 0 BPeMe HA NepHoAa Ha npoyusane Ha RE-LY.

laburarpan erexcunar |[/laGuratpan erexcunar (Bapdpapun
110 mg nBa mbTH AHeBHO |150 mg 1Ba TLTH JIHEBHO
PanzoMH3MpaHy MaLMEeHTH 6 015 6 076
ICMBPTHOCT IO BCAKAKBA
Yectota (Vo) 1446 (3,75) 438 (3,64)
KoeduumnenTt Ha pucka 0,91 (0,80, 1,03) 0,88 (0,77, 1,00)
c/y sapdapun (95% JIH)
P-CTONHOCT 10,1308 0,0517
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ICbIOBA CMBPTHOCT
Yecrora (%) 289 (2,43) 274 (2,28) 317 (2,69)
KoepuumeHnr Ha pucka 0,90 (0,77, 1,06) 10,85 (0,72, 0,99)
c¢/y Bapdaput (95% JH)
p-CTORHOCT 10,2081 10,0430

% Ce OTHACH A0 rOAMIIHATA YeCTOoTa HA CHONTHATA

Tabauun 20-2] nokassaT pe3y/iTaTHTE OT MbPBUYHATA KpaiHa TO4KA 33 ePUKACHOCT H DE30MacHOCT B
CBHOTBETHHUTE CyONOMynaluHu:

3a mbpBU4HATA KpaiiHa TOYKA ,,MHCYJIT H CHCTEMEeH eMO0IH3BbM ™ He ¢a HACHTHOHUMPAKH NOATPYNH
(T.€. BB3pACT, TErno, noj, 6s6peuHa GyHKUNSA, ETHHYECKA MPHHAUICKHOCT M P.) C pa3NUUEH

Koe(pHLIMEHT Ha PUCKA B CPaBHEHHUE C BapgapHH.

Ta6anna 20: Koeprunenr na packa n 95% /M 3a ancyar/cacremen em60au3BM N0 NOATPYNA

Kpaiina Touka JlaGuratpan erekcunat JlaburaTpaH eTeKkcHaT
110 mg ABa 0bTH AHEBHO ¢y 150 mg aBa meTH QHEBHO C/Y
papdapuH BapdapHH

BwapacT (roanuHH)

<65 1,10 (0,64, 1,87) 0,51 (0,26, 0,98)
65<u<75 0,86 (0,62, 1,19) 0,67 (0,47, 0,95)
> 75 0,88 (0,66, 1,17) 0,68 (0,50, 0,92)
> 80 0,68 (0,44, 1,05) 0,67 (0,44, 1,02)
CrCL (mL/min)
30<u<50 0,89 (0,61, 1,31) 0,48 (0,31, 0,76)
50 <u <80 0,91 (0,68, 1,20) 0,65 (0,47, 0,88)
> 80 0,81 (0,51, 1,28) 0,69 (0,43, 1,12)

3a NbpBHYHATA KpaiiHa TOUKa ,,rOJIIMO KbpPBEHE™ HMa B3aHMOACHCTBHE Ha eeKTa OT ACUEHHETO U
pb3pactta. OTHOCUTENHHUAT PUCK OT KbpBEHE ¢ AaburaTpaH B CPABHEHHE ¢ BaAp(QapHH Ce YBEIMYaBa C
Bb3pacTra. OTHOCHTEIHHAT PHCK € Hal-BUCOK NMpH NauMeHTH > 75 roauud. CensTeTalara ynorpeba
Ha aHTuTpoMboTHunu cpenctsa, ACK unu knonugorpen npubauzurento yapossa yecrorata Ha CI'K,
KaKTO MpH AabHraTpaH eTeKCuiar, Taka M npu sapgapuH. Hama 3HauMMO B3aHMOACHCTBHE Ha
TepanesTHUYHUTE epeKTH Npu noarpynure no Hnbdpetuna pyHkuns v CHADS; pesynrar.

Tabanna 21: Koedpuunent na pucka 4 95% [N 3a ¢cxO0nTHA HA roJIAMO KbpPBEHE MO NOATPYNH

KpaitHa Touka HaburarpaH eTekcunar HaburarpaH eTekcunar
110 mg nBa NbTH AHEBHO C/y 150 mg aBa nbTH AHEBHO c/y
papdapuH Bap¢apuH

Bb3pacT (rogvMHH)

< 65 0,32 (0,18, 0,57) 0,35 (0,20, 0,61)
65 <u <75 0,71 (0,56, 0,89) 0,82 (0,66, 1,03)
> 75 1,01 (0,84, 1,23) 1,19 (0,99, 1,43)
> 80 1,14 (0,86, 1,51) 1,35 (1,03, 1,76)
CrCL (mL/min)
30<u<3() 1,02 (0,79, 1,32) 0,94 (0,73, 1,22)
50<u<80 0,75 (0,61, 0,92) 0,90 (0,74, 1,09)
> 80 0,59 (0,43, 0,82) 0,87 (0,65, 1,17)
Ynotpeba na ACK 0,84 (0,69, 1,03) 0,97 (0,79, 1,18)

Ynorpeba ha Kionuaorpen 0,89 (0,55, 1,45) 0,92 (0,57, 1,48)




[poawinkerneto Ha uanuteaHeTo RE-LY (RELY-ABLE) ocurypsisa nonwnudrenta dapopmaums 3a
6e30MacHOCTTa NMPH KOXOPTA NALIMEHTH, KOMTO Ca NPOAL/KUIIH Ja npHemar aaburarpaH eTeKCH/AT, B
cblllaTa A03a, onpeaeneHa 8 u3nursaHeTo RE-LY. 3a usnursanero RELY-ABLE ca u3bpann
NaLMEeHTH, KOUTO O BPEMETO Ha MocneHaTa MM BU3MTa oT u3nurBaHeTo RE-LY He ca mpekbeHau
JEYEHHMETO 32 MOCTOAHHO. BKIIIOUEHHTE NaLMEHTH Ca NPOAL/KHIN 1a MPUEMaT ChillaTa ABOHHO-CNAna
n03a naburatpaH eTekcunar, paHjgoMusupano onpenenena B RE-LY, 3a npocneassane 1o 43 Meceua
cnen RE-LY (060 cpeano npocnenssave RE-LY + RELY-ABLE, 4,5 roaunn). Iloagbpanu ca 5 897
NayHEHTH, KOHTO npeacTaesnaBat 49% OoT nauMeHTUTe MbPBOHAYATHO, PAHAOMH3IHPAHO ONPERE/ICHH
na npuemat gaburarpad erekcunar B RE-LY u 86% ot u3bpanure naunent 8 RELY-ABLE.

[To Bpeme Ha nombaHuTenHUTE 2,5 roaMHy Ha neveHue B RELY-ABLE, ¢ Makcumainna ekcnioautius
Haa 6 ronvud (o6wa excnosuuus B RELY + RELY-ABLE), npodunsT Ha 6e3onacHOCT Ha
naburaTpad eTekcwIar B AbJrocpoYeH flaH € MOTBBPAEH 3a ABETE UM3NUTBaHU Ao3u 110 mg asa nbTH
naHesHo M 150 mg aBa vt AHeBHO. He ca HaGnionaBaHu HOBH HaXOAKH, CBBP3aHH C O€30MacHOCTTA.
YecToTaTa HA W3XOAHH CHOUTHA, BKIKOUYUTENHO rOJAMO KbPBEHE U APYTrH ChbOUTHA Ha KbpBEHE,
CHOTBETCTBA Ha Ta3MW, HabmonaraHa B RE-LY.

Hanunu om neurmepeeHyuonHaAH U NPOYHEBAHUA

[Tpu eano nHeunrepeeHunonanHo npoyysaHe (GLORIA-AF), npocnexTHBHO ca CbOpaHu (BB BTOpaTa
My ¢asa) naHHM 33 6e30NMacHOCTTa M ePUKACHOCTTA NPH HOBOAHArHOCTHUMPaHH nauuvenTy ¢ HKIIM
Ha naburaTpaH eTexcunaT B peasiHy ycaoBus. [IpoyusaHeTo Bmousa 4 859 nauvenTu Ha raburarpaH
erexcunar (55% nexysaHu cbe 150 mg nBa mbTH AHeBHO, 43% nexyBanu ¢ue 110 mg aga mbTH
IHEBHO, 2% JieKyBaHH ¢be 75 mg nBa nbTH AHEBHO). [launeHTHTe Ca NnpocaeasBaHH B NPOABLIDKEHHE
Ha 2 roauud. Cpennure CHADS2 w HAS-BLED cxopose ca cbotBeTHO 1,9 1 1,2. Cpeanoro speme
Ha NpocieasBaHe No BpeMe Ha TepanusaTa € 18,3 mecena. 'onsMoO KbpBEHE € Bh3HYKHANO NipH 0,97 Ha
100 naumenroroanHu. Uma cbroblueHus 3a )xHBOTO3acTpalasauo kepeene npu 0,46 na 100
Nau{eHTOroAHHY, BbTpedepenna xemopardsa npu 0,17 na 100 natijHeHTOroAHHH ¥ CTOMAaIIHO-YPEBHO
kbpaere npu 0,60 na 100 naumenrorogunn. UHcynr e pp3nukHan npu 0,65 Ha 100 nauveHToroamum.

OcBeH TOBA B €JHO HEMHTEpBEeHLIMOHANHO npoyyBaHe [Graham DJ et al., Circulation. 2015;131:157-
164] npu noseue ot 134 000 nauuenTu B crapyecka Bu3pacT ¢ HKIIM B CheauHeHHTe 1HaTH
(nonpuHecao 3a noseue oT 37 500 nauMEeHTOroAMHH BpEME Ha MPOCICAABAHE ¢ NTPHUIIOKEHHE Ha
Tepanus) naburarpan eTekcunar (84% ot nauMeHTUTe ca neKyBaHu ¢b¢ 150 mg aBa mbTH AHEBHO,
16% OT NauMeHTHTE ca JIEKYBaHH CbhC 75 mg ABA NbTHU JHEBHO) CE CBBbP3RA C [TIOHWXKEH PUCK OT
HexeMHueH MHCYNT (koeduuneHT Ha pucka 0,80, 95% nosepurenen uurepsan [/IH] 0,67-0,96),
phTpeuepenHa xemoparua (koepuument Ha pucka 0,34, JIH 0,26-0,46) u cMbpTHOCT (KOEPULUHEHT Ha
pucka 0,86, JIU 0,77-0,96) ¥ yBenuueH PUCK OT CTOMALUIHO-UYPEBHO KEPBEHE (KOCHLIMEHT Ha PHCKa
1,28, U 1,14-1,44) B cpaBHeHHe ¢ BapdapuH. He € OTKpuTa pa3yivKa Mo OTHOLIEHHE Ha rosMo
KbpBeHe (KoeuuueHT Ha pucka 0,97, ]I 0,88-1,07).

Te3n HabMOAEHUA B peanHM YCIIOBUA NOTBBHPKAABAT YCTAHOBEHHs Npodi1 Ha Oe30MacHOCT H
epuKkacHOCT 3a naburarpaH €TEKCWIAT [IPH TOBA NoKa3aHKWE B npoyuBaHeTo RE-LY.

IHayuenmu, nooroxcenu na kamemvpHa abaayus npu npeoCbPOHO MbICOEHE

[IpoBeneHo e NPOCNEKTHBHO, PAHAOMH3UPAHO, OTKPHTO, MHOIOLIEHTPOBO, HIC/IEA0BATE/ICKO
IPOyYBaHE CHC 3ac/IeNeHa, UEHTPaJIHO yCTAHOBEHA ollerka Ha kpaiHara Touka (RE-CIRCUIT) npu
704 nmauHeHTH Ha YCTAHOBEHO AaHTHKOAry/laHTHO JjieueHue. B mpoyyBaHeTo € CpaBHEHO
HEeNpPeKbCHATOTO JieYeHHe ¢ Raburarpad erexcunat 150 mg aBa MbTH AHEBHO ¢ HEMPEKBLCHATOTO
JIEUEHHE C KOpHUrupaHa Bb3 ocHoBa Ha INR poza BapdapuH npH kateTbpHa abnauus Ha
NapoOKCH3MAJIHO HITH MEPCHCTUPALLO NPeACHPAHO MbxkKAcHE. Ot 704-Te BKIIOYEHH NALUHUEHT
[HOAI0KEHH HA abnalns Ha NMPEACHPAHOTO MBXKACHE MNPH HEMPEKBCHATO ICUYEHHE ¢ Bap
BCHUKH MMALMEHTH € HanpaseHa TpaHcedogarcanna exokapauorpagpus (TEE) npeau xa
abnauusa. OCHOBHHUAT pe3ynTaT (YCTAHOBEHO rONIAMO KbPBEHE CIIOPEN KPHTEPHHTE Ha ASJT]) Hact
npu 5 (1,6%) naumedTH B rpynarta Ha nedyeHue ¢ faburaTpaH eTekCHiIaT M npu 22 (6,%")% HHEHT
A
"N

rpynara Ha feyeHue ¢ BapgapuH (pasznuxa B pucka -5,3%; 95% /I -8,4, -2,2; p= 0,0
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CbOMTHE HA HHCYIT/CHCTEMEH eMOOIM3LM/TIpEXoJHa HeXeMHYHA aTaka (KOMOHHUPAHO) B paMOTO Ha
NIeYEHHETO C NaburaTpaH ereKcunaT ¥ uma eano cuburne (TUA) B pamoTo Ha neveHue ¢ BapdapHH ot
BpeMETO Ha abnaumaTa v 1o 8 ceaMuum cnen abnaumsra. Toa H3CEOBATEICKO NMPOYUBaHE MOKa3a,
ye naburarpaH €TEKCHIIAT € CBbP3aH ChC 3HAYHTENHO HaManaBaHe Ha yectoTata Ha CI'K B cpaBHeHue
¢ KOopHrupaHa Bh3 ocHoBa Ha INR n03a BapgapuH B ycioBuaTa Ha abnaius.

ayuenmu, koumo ca 6uAU NOOAOICERU Ha nepKymanHa koporapra unmepgenyus (ITKH) cve
cmeHmupane

[IpocneKTHBHO, PAHAOMH3HpaKe, OTKPUTO fIpoyuBaHe Che 3acnencHy kpainu Touku (PROBE) (dasa
[11b) 3a oueHka Ha ABoiHA Tepanus ¢ gaburarpad erekcunat (110 mg wan 150 mg ABa MbTU AHEBHO)
UIIOC KITOMHIOTPeN WK THKarpenaop (aHraroHuct Ha P2Y 12) B cpaBHeHHE ¢ TpOoHHA Teparug C
papdapuH (Kopurrpasa kuM INR 2,0-3,0) mmoc knonuagorpen wiau tukarpenop u ACK, e nposeaeHo
npy 2 725 nauMeHTy ¢ HEKIAMHO NPeAChPAHO MbXKAEHE, KOUTO ca 6WIH noanokenH Ha 11KH ¢ue
creHTHpane (RE-DUAL PCI). [launeHtuTe ca panaoMu3HpaHe 3a ABoifHa Tepanus ¢ gaburarpan
erekcuaar 110 mg aBa nbTH JHEBHO, ABOIHA Tepanus ¢ faburatpan etexcuiar 150 mg nsa nbTH
JIHEBHO WJIM TPO#HA Tepanus ¢ BapdapuH. [lauueHTH B cTapuecka Bb3pact u3sbH CALLl (va Bb3pact
> 80 roAMHHM 33 BCHUKH CTPaHH, = 70 roguHu 3a AnoHKs) ca pa3npeaesieHd Ha CIIyYaeH TTPHHLHI KbM
rpynata Ha JBoiiHa Tepanua ¢ gaburatpan erekcuiar |10 mg nwin kbM rpynara Ha TpOHHA Tepanus ¢
papdapuH. [TopsuuHaTa kpaiHa Touka ¢ kKoMOHHHpaHa KpaKHa ToUYKa ,,CbOMTHA Ha ronAMO KbpBeHe
Ha Oa3aTa Ha nedrHULUA Ha ISTH nnu cubutHe Ha KITMHUYHO 3HAYHMMO HErOJAMO KbpBEHE™,

YecToTaTa Ha ITbpBHYHATA KpaHHa Touka € 15,4% (151 nauuenTH) B rpymnara Ha JBOWHA Tepanus ¢
naburarpan erekcunar 110 mg cnpamo 26,9% (264 nauuenTH) B rpynara Ha TpOWHA Tepand ¢
papdapus (KP 0,52; 95% JIN 0,42, 0,63; p < 0,0001 3a He no-manka edpukacHocT U p < 0,0001 3a
npesb3xoAcTso) U 20,2% (154 naudeHTH) B rpynara Ha AsoiiHa Tepanus ¢ faburarpaH erexcuar
150 mg, B cpaBHeHHE ¢ 25,7% (196 nauneHTH) B CLOTBETHATA MPyNa 3a TPOiHa Tepanus ¢ Bapdaput
(KP 0,72; 95% JIA 0,58, 0,88; p < 0,0001 3a ne no-manka epukacuoct 4 p = 0,002 3a
MpeBb3X0ACTBO). KaTo 4acT OT onucaTenHHA aHATH3, YeCTOTaTa Ha ChOUTHA Ha roaMO KbpBeHe NpH
tpomGonnsa npu uHdapkra Ha muokapaa (Thrombolysis In Myocardial Infarction, TIMI) e no-uucka
W B ABETE IPyNny Ha ABOiiHA Tepanus ¢ 1abUraTpaH €TeKCHIaT, OTKOJKOTO B rpynara Ha TPOHHA
Tepanus ¢ sapdapud: 14 csbutus (1,4%) B rpynara Ha ABO¥HA Tepanus ¢ JaOHraTpaH €TEKCHIIAT
110 mg, B cpaBHenue ¢ 37 cubuTus (3,8%) B rpynata na tpoiHo Tepanus ¢ sapdapun (KP 0,37, 95%
JIH 0,20, 0,68; p = 0,002) u 16 cuOuTHs (2,1%) B rpynara Ha ABoHHa Tepanus ¢ gaburarpax
erekcunar 150 mg, B cpasHenue ¢ 30 cvbuTHsa (3,9%) B croTBETHATA IpyNa Ha TPOHHA Tepanud ¢
papdapus (KP 0,51; 95% JIU 0,28, 0,93; p = 0,03). U nsere rpynu Ha nBoitHa Tepanus ¢ gaburarpaH
ETEeKCHIAT MMAaT MO-HUCKH YECTOTH Ha BLTPEUEPEIiHA XeMOparus, OTKOJIKOTO ChbOTBETHATA Irpyna Ha
Tpo¥iHa Tepanus ¢ sapdapuH: 3 cvbutus (0,3%) B rpynata Ha ABo#Ha Tepanus ¢ gaburarpaH
erexcunat 110 mg, B cpasrenue ¢ 10 cuburus (1,0%) B rpynara Ha Tpoiina Tepanus ¢ sapdapus (KP
0,30; 95% JIH 0,08, 1,07; p=0,06) u 1 cxOmTHe (0,1%) B rpynara Ha qBoiHa Tepanus ¢ Aadburarpan
erexcunar 150 mg, B cpaBHenue ¢ 8 cubutus (1,0%) B choTBETHATA rpyna Ha TpoHHa Tepanud ¢
sapdapun (KP 0,12; 95% JIU 0,02, 0,98; p = 0,047). YecroTara Ha cuOUTHATA OT KOMOMHHpaHaTa
KpaiiHa Touka 3a e(pUKaCHOCT ,,CMbPT, TpoMOOeMOOIHYHM CHOUTHA (MH(DAPKT HE MHOKAapAa, HHCYIIT
WK CHCTEMEH eMOONH3BbM) WIH HEIUTaHKpaHa peBacKyapu3aluysa’ KOMOHHHPaHO B ABETE IPYIIH HA
ABOIHA Tepanud ¢ Aa0UraTpar erekcwiar € ¢ He No-mMajika ePUKacCHOCT OT Ta3H B IpynaTa Ha TPOHHA
Tepanus ¢ sapdapuH (13,7% cnpamo 13,4%; KP 1,04; 95% /1U: 0,84, 1,29; p = 0,0047 3a He no-
MaJika edpukacHocT). Hama cTaTUCTHYECKH Pa3/IMKU B HHAWBHAYANTHHTE KOMITOHEHTH Ha KPAHHHTE
TOUYKH 33 ePHKACHOCT MEXY KOATO U Aa OWTO OT rpynara Ha ABOHHa Tepanus ¢ faburarpas
€TEKCWIAT W IPYIaTa Ha TpOiiHa Tepanus ¢ BaphapHH.

[IpoyuBaHeTo MOKa3Ba, 4Ye ABOHHATA TEpanus ¢ AabUraTpaH eTeKCHNAT K AHTArOHKUCT Ha P2Y 12

MaiKa ehHKAcCHOCT 3a KomMOMHUpaHaTa KpaliHa Touka ,,TpoMO0eMO0IHYHH CHOUTHA™
NnpeAChPAHO MEX/ieHe, KOUTO ca Ounu noanokeHd Ha [1IKH cwe cTeHnpate.

Jleuenue na /IBT u BE npu ev3pacmuu nayuenmu (revenue va [IBT/BE) \ AL Ly
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EdukacHocTTa ¥ 6€30MaCHOCTTA Ca MPOYYBAHH 8 ABE MHOTOLICHTPOBH, PAHAOMH3IHPAHH, NBOHHO-
CJTETH, NPOYYBAHHUSA C NOBTApALIO ce Jieverne U napanenHu rpynd RE-COVER u RE-COVER L. B
Te3H NMpOoY4BaHHA ce cpaBHABa aaburatpaH erekcunar (150 mg asa mbTH AHEBHO) ¢ BapdapuH (uenera
croitHocT Ha INR 2,0-3,0) npu naunenTH ¢ octpa ABT u/unn bE. OcHoBHaTa nen Ha te3n
MPOYUBAHHS € Aia CE OTPEAEnH AanH AabUraTpaH eTeKCHIaT HMa HE N10-Malka epHKACHOCT OT
sapdapHiH NpH HaMaIABaHe CHOMTUATA HA MbPBHYHATA KpaitHa TOYKA, KOATO NpEICTaB/IsABa
xoMOMHaLuuaTa oT peunansupania cumnromariuuyda JIBT w/unm BE, v Ha CBbp3aHHUTE CMBPTHH ClIy4YaH
B PAMKHUTE Ha 6-MeCeuHHs NepUo/] Ha JIEYEHHE.

B c6opuute npoyusanus RE-COVER u RE-COVER II o6wo 5 153 nauuedTH ca paHAOMH3IHDaHH H
5 107 ca neKyBaHu.

[TpOABIKHUTETHOCTTA Ha 1eHeHUeTO ¢ PukcHupaHa fo3a Aaburatpan e 174,0 nHu 6€3 npocnieasBaHe Ha
koaryjauusTa. [Ipy nauMeHTUTe, paiJOMHU3MPaHH 3a PHEM Ha BapPapyH, MeJHaHaTa Ha BPEMETO B
TepanesTHuer uHTepBan (INR 2,0 no 3,0) e 60,6%.

UsnuTBaHUATA MOKA3BAT, Ye JieueHHeTo ¢ faburarpaH erexcunar 150 mg nga nbTH AHEBHO € HE MO-
MaKo edHKACHO OT JICUEHHETO ¢ BapdapuH (rpauuiia 3a He no-mMasika edpuxacHocT 3a RE-COVER #
RE-COVER II: 3,6 3a pa3inka B pucka ¥ 2,75 3a KOE(PULIMEHT Ha PHCKa).

Tabauna 22: ARaIH3 HA NHLPBHYHATA K BTOPHYHATA KpaHHH ToYKkA 3a epuxacHocT (BTEC ce

ceeron ot JIBT n/nnn BE) ao kpas Ha neproaa ciiea Jevennero B chopuute npoyusanns RE-
COVER »m RE-COVER 1]

JlaburaTpaH eTekcunar

150 mg nBa MbTH AHEBHO Bapdaput
UlekyBaHH NaUHEHTH 2 553 2 554
PeunanBupailil CAMIITOMaTHYEH 0
BTEC u cepp3ana ¢ BTEC cMbpT 63 (2,7%) 62 (2,4%)
KoeduuueHT Ha pucKa CpaMo
Bapdapus (95% nosepureneH 1,09 (0,77, 1,54)
HHTEpBaJ1)
BTopu4Hu KpaiHH TOYKH 3a
ePHKACHOCT
Peuuausupall CAMNTOMATHYCH
BTEC 1 cMBpT NO BCAKAKBA 109 (4,3%) 104 (4,1%)
[MPHYHHA
95% noBepUTENEH MHTEPBA 3,52,5,13 3,34, 4,91
Cumnromatuna JIBT 45 (1,8%) 39 (1,5%)
195% nosepuTENieH HHTEPBAN 1,29, 2,35 1,09, 2,08
CumntomaTryeH bE 27 (1,1%) 26 (1,0%)
195% noBepuTeneH uHTepBa 0,70, 1,54 0,67, 1,49
Cebp3ana c BTEC cMmbpT 4 (0,2%) 3 (0,1%)
195% moBEpUTENIEH HHTEPBAN 0,04, 0,40 0,02, 0,34
ICMBPT MO BCAKaKBa MPHYHHA 51 (2,0%) 52 (2,0%)
‘95% JOBCPHUTCIICH UHTCPBAJ 1,49, 2,62 1,52, 2,66

Ilpesenyun na peyuousupawa JIBT u BE npu ev3pacmuu (npeeenyun va JIBT/bF)

MeCeLIa, KOHTO C€ HYKIAAT OT JAONBIHUTE/IHO aHTHKOATYJIAHTHO JICUCHHE, a IIALC
KOHTponHpanoto npoy4sade RE-SONATE BiitouBa nauneHTH, NPeAXOHO JEKY
npoaAbL/keHue Ha 6 1o 18 meceua ¢ HHXMOUTOPH Ha BUTAMHH K.
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Llesnta Ha npoyusaHero RE-MEDY € aa ce cpaBusT 6e30macHocTTa H €QHKaCHOCTTa Ha NMEpOpallHus
naburatpas erexcunart (150 mg asa nbTH AHERHO) ¢ BapdapuH (uenesa croiHocT Ha INR 2,0-3,0)
[IPH NPOABTKHMTENHO JIEYEHHE W MpeBeHLUs Ha peuvausupaina cumnromarudda JIBT w/unu bE.
O6wo 2 866 naiMeHTH ca paHAOMU3HpaHH U 2 856 ca nekyBaHH. [1pOABIKHTEIHOCTTA HA IEYEHHETO
¢ naburarpas erekcunar Bapupa ot 6 1o 36 mecena (meauana 534,0 guu). llpu naumeHTure,
paHIOMH3UpaHH Ha fIeUeHHe ¢ BapdapHH, MeyaHaTa Ha BpEMETO B TeparneBTHUYeH auana3oH (INR
2,0-3,0) e 64,9%.

RE-MEDY noka3sa, ye aeueHHeTo ¢ Aaburarpad erekcunar 150 mg aBa meTH AHEBHO € HE NO-MalKo
eduxacHo ot BapdapuH (rpaHula 3a He mo-Mayka epuxacHocT: 2,85 3a koedHLMeHT Ha pucka u 2,8 3a
pa3/uKa B pUCKa).

Tabauna 23: AHAIH3 HA TLPBHYHHTE H BTOPHYHHATE KpadHA To4kH 3a epukacHocT (BTEC ce
cweron ot JIBT n/mau BE) 1o kpas Ha nepuoaa ciej Jewennero B npoyusanero RE-MEDY

JaburaTpaH erekcunar Bapdapu
150 mg nBa mbTH AHEBHO

UlexyBaHH nauM{eHTH 1430 1 426
PeunauBupail cumnromatuded BTEC u
lcebp3aHa ¢ BTEC cMbpr 26 (1,8%) 18 (1,3%)

Koe¢uuueHT Ha pucKa CrnpsMo
Bapdapud (95% nosepurenicH nurepsan) 1,44 (0,78, 2,64)

HE NMo-MaJiKa eUKaACHOCT 2,85
[layHeHTy, MPH KOUTO € Bb3HUKHAJIO 22 17
KymynaruseH puck kbm 18 meceu (%) | 1,7 1,4

Pasnuka B pucka cnpamo Bapdapun (%) | 0,4

95% NOBEpHUTENEH HHTEPBAN
HE No-MasiKa e(UKacHOCT 2,8
BropHuH# KpaifHH TOMKU 32 €PUKACHOCT
Peunausupain cumrromatiueH BTEC u

CMBPT N0 BCAKAKBA MPHYHHA 42 (2,9%) 36 (2,5%)
95% noBepUTENEH HHTEPBA 2,12, 3,95 1,77, 3,48
CumnromatuuHa JIBT 17 (1,2%) 13 (0,9%)
95% noBepuTENneH HHTEPBRA 0,69, 1,90 0,49, 1,55
Cumnromaruuex bE 10 (0,7%) 3 (0,4%)

95% noBepuTeneH UHTEPBA 0,34, 1,28 0,11, 0,82
Cebp3ana ¢ BTEC cmbpr 1 (0,1%) 1 (0,1%)

95% noBepuTENicH HHTEPBAI 0,00, 0,39 0,00, 0,39
(CMBLPT N0 BCAKAKBA MPHYHHA 17 (1,2%) 19 (1,3%)
95% nosepHTENneH HHTEpBAL 0,69, 1,90 0,80, 2,07

LlenTa Ha npoyusaseto RE-SONATE e na ce olieHM NPeBB3XOACTBOTO HA JabHraTpaH eTeKcuiar
cripaMo naauebo NpH NpeBeHUMATa Ha peunauBHpaiiyd cumnromatiydd JIBT wwvnu bE npw
naLHeHTH, MPpeMHHAIN NpeaxoaHo JeueHue ot 6 1o 18 Meceua ¢ BKA. [lnannpaHoro sieuenue e
naburarpan erexcunar 150 mg aga mbTH JHEBHO B NpoALHKEHHE HA 6 Mecena, 6e3 HeoOXoaAUMOoCT OT

HaOmOAEHHE.

OTHOLLEHHE NpeBeHLNATa Ha CHOMTHSA ¢ peunauBupawiu cumnromaruudu JIBT/BE, Bkn
CMDBPT NO HEOOACHUMU MTPHYMHH, C MOHKWKEHHE HA pucka oT 3,6% 1o 0,4% (Hamangs
OTHOCHTEJIHMA pUCK 92% Ga3upaHo Ha xkoehHLIMEHTA HA PHCKA) [10 BpEME Ha MEPHO/ m?eqm“
(p <0,0001). S i :
BCHYKHK BTOPHYHH aHAIM3H H aHAJIM3KW HA YYBCTBUTEIHOCTTAa HA MbPBUYHATA KpaiH kau Ha v r“"- j 2
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BCHYKH BTOPHUYHM KpaHHH TOYKH NOKA3BaT MPEBL3XOACTBO Ha AaduraTpaH eTekcUnaT CnpaMo
niauedo.

[TpoyusateTo BimouBa 12-MeceuHo npocneassane 3a HabmoaeHue cnel Kpas Ha neueHuero. Cnen
MpeKpaTaBaHe Ha MPWIAraHeTo Ha W3MHTBAHOTO JIEKAPCTBO €(EKTHT CE 3aa3sa A0 Kpas Ha nepHoaa
HA NpOC/eAsBaHe, KOETO MoKa3sa NoAIbpiaHe Ha edeKTa OT MbPBOHAYATHOTO JIeYeHHe ¢ JaburaTpaH
erekcwiat. He e nabnmroaasan pubaynn edexr. B kpas Ha npocneasBaHero cudbutHaTa ¢ BTEC npu
NaLMEHTHTE, JIEKYBaHH ¢ naburarpaH erekcunar e 6,9% capamo 10,7% B rpynata Ha rianedo

(koedHumnenT ua pucka 0,61 (95% U 0,42, 0,88), p = 0,0082).

Tabauna 24: ARaIA3 HA NLPBHYHATA H BTOPHYHATA KpainH TouKH 32 epuxacroct (BTEC ce
cuerou ot JIBT n/unu BE) a0 xpar Ha nepuoaa ciaen edeHnero B npoyusaHero RE-SONATE.

JlaburaTpaH eTekcunar [Inauebo
150 mg apa M-TH JHEBHO

UlexyBaHH NalLMEHTH 681 662
PenyauBupatli CHMIITOMaTHUYEH
BTEC u cebp3aHa ¢ Hero cMbpT | 3 (0,4%) 37 (5,6%)

KoeduupeHT Ha pHCKa cnipaMo
miatedo (95% nosepurencH
WHTEpBA)

pP-CTOMHOCT 3a NMPEBB3IXOACTBO < 0.0001

0,08 (0,02, 0,25)

BTOpUYHH KpaHHH TOYKH
Peuuaysupaul CUMITTOMaTHYEH

BTEC u cMBbpT NO BCAKaKBa 3 (0,4%) 37 (5,6%)
NpU4YHHA

195% noBepuTeneH UHTEPBAN 0,09, 1,28 3,97, 7,62
ICumnromatuuda BT 2 (0,3%) 23 (3,5%)
95% noeepuTeneH HHTEPBAN 0,04, 1,06 2,21, 5,17
ICumrromarutieH bE 1 (0,1%) 14 (2,1%)
95% nosepuTeseH HHTEpBAN 0,00, 0,82 1,16, 3,52
ICebp3aHa ¢ BTEC cmbpt 0(0) 0 (0)
95% nosepuTeneH HHTEPBAN 0,00, 0,54 0,00, 0,56
ICMBPT No HeoOACHHMH npyuyHHH| 0 (0) 2 (0,3%)
95% pnoeepuTEeneH HHTEPBAN 0,00, 0,54 0,04, 1,09
ICMBpT O BCAKAKBA MPHYHHA 0 (0) 2 (0,3%)
|95% AOBEPHTENEH HHTEPBAJ 0,00, 0,54 0,04, 1,09

Knunuunu uanumesanus 3a npeseHyusima Ha mpomboemOoiuzem npu nayuenmu CbC CbPOYHU KA1anuu
npome3u

B uanurteane daza 1l naburarpan erekcunar ¥ BapgapHH ¢a npoy4eHu npy oo1o 252 nauueHTH,
MPETHPMEIH HACKOPO XMPYPrHyHa orepaiys 3a NocTaBiHE HA MEXaHH4YHA CbpAeYHa Knana (T.€. B
pPAMKHTE HA HACTOALLATA UM XOCIIHTANU3ALMUA ), KAKTO H NPH MALIHEHTH, NPETHLPIIEJH onepaims 3a
IOCTABAHE HA MEXAHWYHA Chp/ICUHA KJIana npeau noseyve ot Tpu Meceua. ITosewe rpomboeMbonnyHK
CHOMTHA (OCHOBHO UHCYJITH H CUMIITTOMHHU/AaCHMITOMHHY TPOMOO3H Ha IMPOTE3UPAHKTE KIIAIH) H
noseve CLOMTHA Ha KbpBEHE ca HabsiofaBaHH Npy faburarpaH eTexcuiaTr B CpaBHEHHE C BappapHH.
[Tpu nauMeHTH B paHHHA NOCTONEPATHBEH NIEPUO, FOIAMOTO KbPBEHE CE € NMPOABABAJIO OCHOBHO KaTO
XEMOPArHucH NepUKapacH HIJTHUB, MO-CMEUHATHO NMPH NALKUEHTH, 3aN0YHaNH NMpHEM Ha 1adu

Touka 4.3).

[leouampuuna nonyrayus
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IIpesenyun na uncyam u cucmemen emooausvm npu ev3pacmuu nayuenmu ¢ HKIIM c eoun uru
nogeye puckosu haxmopu

EBporieiickaTa areHuus 1o aekapcTsaTta ocBOOOXK/1aBa OT 3ab/UKEHHETO 32 NIPEAOCTABAHE HA
PE3YATATHTE OT MPOYUYBAHHUATA C peePEHTHHA JICKAPCTBEH MPOAYKT, ChbpxKaul AaburatTpad
ETEeKCHJIAT BLB BCHUYKH MOArPYIH HA NMEeJUATPUUHATA AOIMyNalns 3a I0Ka3aHUETO MPEBEHLUHA Ha
MHCYJIT H cucTemeH embonuasMm npu nauueHTy ¢ HKIIM (Bxk. Touka 4.2 3a HHpOpMaLIUA OTHOCHO
ynorpeba B neaaTpuTa).

JTewernue na BTEC u npesenyua na peyuousupawyu BTEC npu neouampuunu nayuenmu

[Mpoyusanero DIVERSITY e nposeaeHo, 3a aa neMOHCTpHUPa €HHUKACHOCTTA K DE30MACHOCTTA Ha
naburaTpaH €TeKCHNaT B CpaBHEHHE ChC cTaHAApTHO JeueHue (standard of care (SOC)) na BTEC npwu
MeAUaTPUUHM MALMEHTH OT pakaaueTo Ao noy | 8-roauiuHa su3pact. Cnopel AU3aiHa Mpoy4BaHETO €
OTKPHTO, PAHAOMHM3HPAHO MPOYUBaHE ¢ NMAPAICIHU MPYIH 3a A0Ka3BaHE HA HE M0-MalKa e()UKaCHOCT,
BionoueHuTe 3a yuacTue nalyeHTH ca paHIOMH3KMpaHu B CbOTHOLIEHHE 2:] ga nomyvasar cboOpaseHa
C BB3PACTTa JiekapcTeeHa GopMa (karncynu, oOBUTH FpaHy/M WIH NEpOpaJIEH pa3TBOp) HA aaburaTpad
eTeKCWIAT (C 103H, aJanNTHPAHU CIOpe] Bb3pacTTa U TeNECHOTO Terj0) WiH SOC ¢ HUCKOMONEKYJIHH
xenapuHu (HMX) unu antaronucty Ha ButamuH K (BKA), win donaanapurykce (1 nauvent Ha 12
roavuu). [TbpBUyHAaTa KpaifHa TOYKA € CbCTaBHA KpakHa TOYKA OT MAaUMEHTH € IThJIHO pa3TBapsHe Ha
TpoMbGa, ¢ aurnca Ha peunausupawo BTEC u ¢ nunca Ha cMbprHOCT, cebp3ada ¢ BTEC. Kpurepuure
3a M3KJIIOYBAHE BIUIFOYBAT aKTHBEH MEHWHTHUT, eHUeaTuT U BbTpedepeneH abcuec.

O6110 267 nauMeHTH ca paHaoMu3npaHd. Ot Tax 176 nauueHTH ca JeKyBaHH ¢ aaburarpaH
erexcunar, a 90 nauuenTH ¢ SOC (1 paHnOMU3MpaH NALMEHT HE € JIeKyBaH). 168 nauneHTH ca Ha |12
10 noa 18 roguuu, 64 nalyedTH ca Ha 2 ao nof 12 rogMHy, a 35 nauMeHTH ¢a noa 2-roamiiHa
BbL3pPACT.

Or panaomMusupaHuTe 267 naunenTy, 81 nauuenTtu (45,8%) B rpynara Ha gaburarpaH eTeKcuiiaT u 38
nauueHtH (42,2%) B rpynara Ha SOC oTroBapsTt Ha KpHTEpPUHUTE 3a ChCTaBHaTA NbPBHYHA KpaHHa
TOuKa (ITEJHO H3YMCTBaHE Ha TpomOa, nunca Ha peuuausupail BTEC ¥ nunca Ha cMBpTHOCT,
cebp3ana ¢ BTEC). CboTBeTHaTa pa3nvKa B HECTOTATa MOKA3BA HE MO-MAJKa ePUKACHOCT Ha
paburarpaH erekcuiar B cpaBHeHHe cbe SOC. CbBMECTHMH Pe3yTaTH KaTo Lsio ¢a Habmoaasanu 1
B MMOJArPYITUTE: HAMA 3HAYMTENHHU pa3Niuuud B €deKTa OT JIEYEHUETO 3a NOATPYNHTE MO Bb3PACT, MO/,
reorpadcka 001acT M HATHYUE HA ONPEACNAEHH PUCKOBH QaKTOpH. 3a 3-T€ paljIMMHHA Bb3pacTOBH
CTPaTH ChOTHOUIEHHETO Ha NALMEHTUTE, NOCTUIHATA NMbPBUYHATA KpaKiHa TOUKa 32 ePHKaCHOCT B
rpynuTe ChOTBETHO Ha AaburatpaH erexcunar u SOC, e 13/22 (59,1%) n 7/13 (53,8%) npwu
MAlHEHTHTE HA BL3PAcCT < 2 roaunu, 21/43 (48,8%) n 12/21 (57,1%) npu nauuenTnTe Ha BB3pacT 2 10
< 12 ropuuu ¥ 47/112 (42,0%) u 19/56 (33,9%) npu naumMeHTUTe Ha Bb3pacT 12 Ao < |8 roauHH.
[MoTebpacHH CHLOMTHS HA FONIAMO KbpBEHE ¢a ChobLIeHH 3a 4 nauueHTH (2,3%) B rpynara Ha
naburatpan erekcunar u 2 nauuesTH (2,2%) B rpynara Ha SOC. HiAMa CTaTHCTHUYECKH 3HAYUMA
pa3jiMka BbB BPEMETO A0 M04Ba Ha MbPBO CHOUTHE HA FONAMO KbpBeHE. TpHAECET ¥ OCEM MALIUEHTH
(21,6%) B rpynara Ha naburarpan erekcunat v 22 nauueHTH (24,4%) 8 rpynara na SOC umar
NOTBbPACHO ChOUTHE HA KbPBEHE, KATO IPH NOBEYETO OT TAX TO € KATErOPH3HPAHO KaTo
He3HaunTenHo. KoMOMHHpaHaTa KpaiiHa TO4YKa Ha NOTBbPIAEHO CbOUTHE HA rOAMO KbpBEHE (major
bleeding event (CI'K)) nnu knunuyHo 3naunmo Herossamo (clinically relevant non-major (CRNM))
KbpBeHe (KoraTo MalMeHTHTE ca Ha JieueHue) ca chobieHH 3a 6 (3,4%) nalMeHTH B rpynara Ha
naburarpan erekcunar u 3 (3,3%) nauneHty 8 rpynara sa SOC.

EaHO OTKpHTO, MPOCNEKTHBHO, KOXOPTHO, MHOTOLIEHTPOBO NMpoy4BaHe 3a bezonacHocT ¢aza lll ¢
eaHo pamo (1160.108) e nporeaeHo 3a oleHKa Ha O6e30MacHOCTTA Ha JabUraTpaH €TEKCHIAT NPH
npeseHUUA Ha peunausupail BTEC npu neanaTtprysy NaLMeHTH OT paKAaHETO A0 noa | 8-roguiuna
Bb3pacT. [laumeHTH, KOUTO €a Ce HYXAae/IH OT NO-HaTaThLUHO aHTUKOAry/IaHTHO JIEYEHHE Nopaan
HaauuMe 3a norebpiaed BTEC (3a Haii-manko 3 Mecela) WM C/Ie] 3aBbPUIBAHE HA TPOYY
DIVERSITY, ca sxnroueHHu B npoyusaHeTo. [loaxoadimre 3a BKNIOUYBAHE MALMEHTH
afanTHPaHU Crope Bb3pacTTa W TEJECHOTO Terjio 03U OT ChoDpa3eHa ¢ Bb3pacTra
dopma (kancyau, oOBUTH rpaHyIH Uy NepopaneH pa3TBOp) Ha AaburarpaH eTekc
eIMMUHHPaHE Ha KIMHAYHHA PUCKOB (akTop WK J0 Makcumym 12 meceua. [Tupeu
TOUYKH Ha NpoyuBaHeTo ca peuuaus Ha BTEC, cxbrTHe Ha ro1saMo WK HE3HAUHTET
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cMBPTHOCT (061112 ¥ BLB Bpb3ka ¢ TpOMOOTHUYHH WK TpomboeMbonHuHH CLOUTHR) Ha 6 U 12 Mecela,
Hixoaure ot chOUTHATA Ca NOTBBbPACHH OT HE3aBHCKHMA, 3acnelneHa KOMHCHA 3a OLICHKA.

O6wo 214 nauyeHTH ca BKJIOYEHH B MPOYUYBAHETO; OT TAX 162 nauMeHTH ca BLB BH3pacToBa CTpara |
(o1 12 no nop 18 roausn), 43 nauMeHTH ca BbB Bb3apacToBa cTparta 2 (0T 2 no nox 12 roauHu) u 9
nauMeHTH Ca BbB Bh3pacToBa cTpaTa 3 (0T paxaaHeTo A0 noj 2-roavuiHa se3pact). [lo Bpeme Ha
nepuo/ia Ha neveHue 3 naumeHTy (1,4%) ca pa3sunu noTebpAeH OT KOMHCHATaA peunaus Ha BTEC B
paMKHTe Ha MbpBUTE 12 Meceua ciiel 3amoyBaHe Ha JIEYCHHETO.

[ToTBBpAEHH OT KOMUCHATA CHOMTHA Ha KbpPBEHE MO BPEME Ha MEPHOAA Ha JIEYEHHE ¢a ChODLIEeHH 32
48 naumentu (22,5%) B pamknTe Ha nbpBUTE 12 meceua. [ToBeuero cbOMTHA HA KbpBEHE Ca
HesHaurTenHu. [Tpu 3 maumentu (1,4%) uma MOTBBLPACHO OT KOMHCHUATA CHOUTHE HA rOIAMO KbPBEHE
B pamkuTe Ha mepsuTe 12 meceua. [Tpu 3 nauuenrtu (1,4%) umMa MOTBBPAEHO OT KOMUCHATA CHOUTHE
Ha CRNM kupBeHe B paMkuTe Ha nbpBUTe 12 Mecela. HaMa CMbPTHH Cily4aH Mo BpeMe Ha nepHona
Ha neuenue. [To sBpeme Ha nepuoaa Ha nevenue 3 nauvedTH (1,4%) ca pazBuinu NOCTTPOMOOTHYEH
cuHapoM (post- thrombotic syndrome (PTS)) niau ca umanu siotasase Ha PTS B pamkuTe Ha
mepBUTE 12 Meceua.

5.2 @PapMaKkoKHHETHYHH CBOHCTBA

Cnen nepopaiHo npunoxeHue aaburarpaH eTrekcHaaT 6bp30 U HAMTBJIHO CE NPEBPLILA B Aa0MraTpaH,
KOWTO e akTMBHaTa hopma B mnazmara. PasiiensaHeTo Ha NMpEeICKAPCTBOTO AabUratpaH €TeKCHaar
ype3 KaTATH3HPaHa OT ecTepa3a XHAPOIH3a IO AKTHBHOTO BELLECTBO JlaburarpaH € npeobnanapainara
MeTabonHTHA peakuus. AOconoTHaTa OHOHANTHMYHOCT Ha JaburaTpaH ciiell MepopaiHO NPHIOKEHHE
Ha gaburaTpa erekcunar € npudausurenso 6,5%.

Crel nepopajiHO NPUIOKEHUE Ha AabUraTpaH eTekCUIaT NpH 3ApaBu A00pOBOJILK,
tapMaKOKMHETHUHMAT Npodui Ha naburaTpan B 11a3mMaTa ¢ XapakTepusnpa ¢ 6xp3o HapacTBaHe Ha
NJ1a3sMEHHTe KOHUEHTpAaWH ¢ focTUraHe Ha Cmax B pamkuTe Ha 0,5 1 2,0 yaca cien nprioKeHHETO.

Abcopbuus

[TpoyuBaue, oueHsBauio nocTonepatupHaTa abcopbuua Ha naburarpas erexkcunar 1-3 vaca cien
OrnepauMs, JEMOHCTpHpa oTHOcUTETHO HaBHa abcopbums B cpaBHEHME C Ta3H NPH 31paBH
n10OpOBOJILIM, NOKA3BAMKH TUIaBeH Npogisl Ha IU1a3MEHATa KOHLIEHTPALMA BB BpeMeTo 0€3 BUCOKH
MUKOBH Ia3MEHUTE KOHUEHTPaUuH. [IMKOBH mnasmMeHu KOHUEHTPAUUH ce 1ocTUraT 6 yaca ciel
MPHUIMKEHHETO B OCTONEPATUBHHA NEPHOJ NIOpPany AOIPHHACAIIH PAKTOPH, KATO HanpUMep
anectesrsn, CY napesa M xupypruuHu edeKTH, HE3aBUCHMO OT NepopanHaTta JekapcTseHa Gopma.
Jpyro npoy4saxe AeMOHCTpHpa, Y€ ¢ HaBHa W 3aKbCHABALA abcopbumsa obuxkHoBeHO ce Habmonasa
caMo B ZicHs Ha onepauuaTa. Ha cneasawuure auu abcopbumsita Ha nabvrarpaH € Obp3a U NHKOBH
[UIa3MEHH KOHLEHTPALMK ce JOCTUraT 2 Haca Cie] NPUIOAKEHHE HA JIEKAPCTBEHHS NPOAYKT.

XpaHaTa He MoBaHABA OHOHATHYHOCTTA Ha JaburaTrpaH eTeKCWIaT, HO 3abaBs BpeMETO A0 NHKOBUTE
MIa3MEHH KOHUEHTPAlLMH ¢ 2 yaca.

Cmax 1 AUC ca nponopuMOHaIHH Ha 103aTa.

BHOHANHYHOCTTA Clie/l NePOPATHO MPUIOKEHKRE MOXKE Aa Ce NOBHULUM CbC /5% cnel NpHIIcKEHHE Ha
eIMHWUYHA A03a K ¢ 37% B CTaLMOHAPHO ChCTOAHUE, B CPABHEHUE C pedepeHTHATa KancyiHa gopma,
KOraTo nejeTure ce npuemMart 6e3 kancynara ot xunpomenosa (HPMC). CnenposarenHo uesnocTra Ha
kancynute ot HPMC suHaru tpaGpa /1a e 3ana3eHa npy KIHHHYHA ynotpeda, 3a aa ce uiberne
HEYMMLILIEHOTO MOBHUILABAHE Ha OMOHATMYHOCTTa Ha AaburaTpaH erekCuaT (BK. Touka 4.2).

PasnpeaeaeHue

Habatonasa ce cnabo (34-35%), He3aBMCHMO OT KOHLIEHTPALKATa CBbp3BaHe Ha Xabura
YOBELIKHTE M11a3MeHH nporeHd. O0eMbT Ha pasnpeacicHHe Ha aaburarpas ot 60-70 p& a,n.a, ‘\\‘
ob1us 06eM Ha TEIECHUTE TEUHOCTH, KOETO O3HAa4aBa, ue AaburaTpaH WMa yMEpeHo 0> X X0y
pa3npeeeHHe. W |
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buotpanchopmaums

MeTabGonu3aMbT M eKCKpELIMATa Ha JaburaTpaH ca Mpoy4YeHH NpH 3ApaByd A0OPOBOILIM CleA eAMHHYHA
WHTpaBeHO3Ha 103a Aaburarpad, OensizaH ¢ pagdoakTUBseH u3oron. Clea MHTpaBeHO3HATa 1034
MpOM3X0Xaauia oT AabHraTpaH paAMOaKTHBHOCT CE €JIMMHHHPA T1aBHO ¢ YpHHaTa (85%). Dexanuara
eKCKpeLHs oTropapa Ha 6% oT npuioxeHara nosa. Jlo 168 uaca cnen npuioxenue Ha Ao3aTta oduuara
paJHOaKTHBHOCT C€ Bb3CTAHOBABA B paMKHUTE Ha 88-94% oT npuioxkeHara 103a.

JlaburarpaH ce noj/iara Ha KOHIOralus, npu koero ce obpasysat GapMaKoJI0rHyHO aKTHBHH
aLMIrmOKYpoHHaH. ChliiecTByBaT YeTHPH MO3ULIHOHHM W3omepa, 1-0, 2-0, 3-0, 4-0O-
aLMJITIIOKYPOHU, BCEKH OT KOHTO CheTaBnaBa no-Manko ot 10% ot obiuoro xonuuectTso gadburarpat
B iasmara. Cheau oT Apyrd MeTabOaMTH Ce YCTAHOBABAT CAMO C BHCOKOUYBCTBHTE/IHH aHAJTHTHYHH
metoad. Jlaburarpad ce eTMMHHHpA [N1IaBHO B HEMPOMEHEH BUA € YPHHATA ¢ NPHOIHUIUTENHA CKOPOCT
100 ml/min, ¢LOTBETCTBALLIA HA CKOPOCTTA HA INIOMEPYJIHA (PUATPALHA.

EnuMHHUpaHE

[InazMeHHTE KOHLIEHTpALIMKM Ha AaburaTpaH nokassat OHEKCIIOHEHLIMANEH CMaj ChC CPESICH
TepMHHAIEH NONYXuBOT | | uaca npu 34paBu HHAMBHAK B cTapyecKa Bhipact. Cnea MHOrOKpaTHoO
npwiaraHe ce HabnoAaBa TEpMHHAIEH N0aYXUBOT okono 12-14 yaca. [loayXMBOTHT € HE3ABUCHM OT
nosara. [1ony>xMBOTBT € YABIKEH, ako ObOpeuHaTa pyHKLHA € HapylleHa, KAKTO € NOKa3aHo B
Tabnuua 25.

CneuManHy nonyiaaiyy

hvbpeuna nedocmamuvyrocm

B npoyusaHus ¢aza | excnozuumara (AUC) na paburatpaH cnel nepopaiHo NPUICKEHHUE Ha
naburarpas eTekcunar € npubnausuTenHo 2,7 NbTH NO-BUCOKA MPH Bb3PAaCTHH 200POBOJILH € YMEPEHA
6uOpeuna HenoctaTbyHOCT (CrCL mexay 30 u 50 ml/min), oTkonakoTo 1ipH Te3u 6e3 ObOpeuHa
HENOCTATHLYHOCT.

[Mpu Mansk Gpoit Bu3pacTHU gobposonus ¢ Texka 6u6peuHa HenocrarbyHocT (CrCL 10-30 ml/min),
excnosuuusaTa (AUC) Ha naburatpan e npuban3uTENHO 6 IbTH NO-BUCOKA, a MOJSY>KHBOTHT

MPUOIH3MTENHO 2 IbTH NO-ABBI OT HabmoaasaHuTe B Nomynauua 6e3 6b0peuHa HeroCTaTbYHOCT
(Bx. Touku 4.2, 4.3 1 4.4).

Tabauua 25: HoayxuBoThT HA 00MHsI AAOHraTPaH NPH 3ApPaBH HHAHBUAN H HHAHNBHIH C
HapymeHa 0bOpeuna pynkuud.

CKOpOoCT Ha rmoMepyJ/iHa CpeaeH reomerpudeH (gCV%; rpaHuuM)
duntpauus (CrCL,) MOIYXHBOT

(mL/min] [h]

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

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

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

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

JIoNbIHUTENHO, eKCTO3uLMATa Ha JaburaTpaH (Hai-HMCKAa M NUKOBA) € OLICHEHA B €/1HO
MPOCTIEKTUBHO, OTKPUTO, PAHAOMH3UPAHO, PAPMAKOKHHETHYHO NPOYYBAHE MPH NAUKMEHTH C HEKNAIMHO
npeacspaAHo MbxaeHe (HKIIM) ¢ texxko 610peuHo yspexaane (onpeaeneHo KaTo KpeaTHHHHOB
iupbHC [CrCl] 15-30 ml/min), nonyuasaiuy gaburatpad eTeKCHIAT 75 mg ABa MbTH AHEBHO,
pEXHM € JOBEN [0 Hali-HUCKa cpeHa reoMeTpHyHa koHUeHTpauua 155 ng/ml (gCV 76,9%4], g&.‘r’*wﬁ Ny
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H3MEPEHa HEMOCPEACTBEHO Npey PUIOKEHHETO Ha Ciie[BalliaTa 1033, H A0 MHKOBA C it Ao, ~z,
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KiiupbHCHT Ha AaburartpaH 4pe3 XeMOAHaNK3a € U3C/IE€ABaH NPy 7 BL3PacTHHU MALMEHTH C TEPMUHAHA
6u6peuna HegoctaTbuHocT (TbH), 6e3 npeacwpano mbkaeHe. /lnanusaTa € npoBeacHa Che

700 ml/min ananuzex aebur, MPOABIKHTETHOCT YETHPH Yaca M CKOPOCT Ha KpbBHHA Tok 200 ml/min
unu 350-390 ml/min. Toea Boau Ao orcrpaHaBaHe cboTBeTHO Ha 50% a0 60% OT KOHUEHTpauMaTa Ha
naburarpad. KonMuecTBOTO Ha BELIECTBOTO, OTCTPAHEHO YPE3 AHAN3A, € NPONOPLIHOHAIHO Ha
CKOPOCTTA HA KPbBHHSA TOK, P# CKOPOCT Ha KpbBHHA TOK 10 300 ml/min. AnTHkoarynanTHara
aKTHBHOCT Ha AaburaTpaH HaMaldea ¢ HamansBaHe Ha nnasMeHuTe koHueHTpauuH 1 GOK/D]]
BPb3KaTa HE € 3acerHara OT Npoleaypara.

Menuanara Ha CrCL B RE-LY e 68,4 ml/min. [Toutu nonosunara (45,8%) ot naunerture B RE-LY
umat CrCL > 50 - < 80 ml/min. [TaimenTure ¢ 660peuHo yBpexkaaHe B yMepeHa creneH (CrCL mexny
30 1 50 ml/min) umar cpeano 2,29 nbti 1 1,81 0bTH no-BHCOKA rU1asmMeHa KOHLEHTPAUHA, ChOTBETHO
MpeaM M CJIEJ MpUEM Ha 03aTa Ha AaburarpaH, B cpaBHEHHWE ¢ nauueHTy Oe3 6bbpeuto yBpexaane

(CrCL = 80 ml/min).

Meauanara Ha CrCL B npoyuBanero RE-COVER e 100,4 ml/min. Ilpu 21,7% oT nauueHTHTE €
uMano 6u6peuro yspexaaHe B jeka creneH (CrCL > 50 - < 80 ml/min) v npu 4,5% ot Tax —
6n0peuHo yspexaate 8 ymepeHa creneH (CrCL mexay 30 v 50 mi/min). ITauuenTure ¢ 650peuHo
YBpPEXIAHE B JIEKA H YMEPEHA CTeNeH ¢a HMaJIM B CTRLIMOHAPHO ChCTOSIHHE ChOTBETHO CpeHo 1,7
MbTH M 3.4 MbTH NO-BUCOKH IL1a3MEHH KOHUEHTPALMH TNPeaH NMPUIIOKEHHE HA A03aTa gaburaTpaH B
cpasHenne ¢ nauuertute ¢ CrCL > 80 ml/min. Cxoanu croitrocTn na CrCL ca ycraHosetn B RE-

COVER 1.

Meauanara Ha CrCL B npoyuBaHuaTa RE-MEDY u RE-SONATE e cvorBetHo 99,0 ml/min u
99,7 ml/min. Ipu 22,9% u 22,5% ot nauueHTute croitHocTUTe Ha CrCL > 50 - <80 ml/min u 4,1% u
4,8% ot Tax CrCL mexay 30 u 50 ml/min B npoyusauunsata RE-MEDY u RE-SONATE.

Ilayuenmu e cmapyecxa ev3pacm

Crneumdurunu ¢papMaKOKHHETHYHH NPOYUYBaHHSA ¢a3a | npy NaLMEeHTH B CTapyecka BL3pacT NOKa3BaT
yBeanueHue ot 40 1o 60% Ha AUC u noseue oT 25% Ha Crax B CPaBHEHHE ¢ MNAAH MALKEHTH.
EdexTbT Ha Bb3pacTTa BbPXY €KCNO3ULMATA Ha AaDMraTpas € NOTBbPACH OT npoyuBaHeTo RE-LY ¢
okoJ10 3 1% NO-BHCOKO HMBO Ha Hal-HUCKATA KOHLICHTpAaLUA 32 HHAMBH/IH = 75 FOJMHH K C OKOJ0
22% no-HUCKO HHBO HA Haii-HUCKATa KOHLUEHTPALHA NPH HHAMBUAK < 65 rOAHHH B CPABHEHHE C
WHIMBUAM Mexay 65 u 75 roarHu (Bxk. Touku 4.2 U 4.4).

Yeprodpobno yepescoane
He ce nabniogaBa npoMsaHa B €KCNO3MUMATA Ha AaburarpaH npy 12 Bb3pacTHH NALHEHTH C YMEPEHa

yepHoapobHa HenocTaTbuHOCT (Child Pugh B) 8 cpaBHenHe ¢ 12 kosTponu (BxK. ToukH 4.2 n 4.4).

Tenecno mezio

Haji-uuckHTe KoHLIeHTpauuH Ha JaburaTpaH ca okono 20% 1o-HHUCKH NPH Bb3pacTHH NAUMEHTH C
TenecHo Terno > 100 kg B cpasHenue ¢ 50-100 kg. Muo3suucrsoro (80,8%) ot vHaAuBHAWTE ca B
kateropuaTa > 50 kg u < 100 kg, 6e3 ycraHoBeHa sacHa pa3nuka (BX. Toukd 4.2 4 4.4). [1pu Bb3pacTHH
naLudeHTy ¢ TenecHo Terno < 50 kg KNTMHHYHHUTE JAHHH Ca OrPaHHYEHH.

Ion

[Ipy nalMeHTUTE C NPEACHPAHO MBXKIEHE, MAUUEHTHTE OT XKEHCKH Mo ¢a uManu cpeaHo 30% mno-
BHCOKH CTOWHOCTH HA HAH-HHCKA W MOCT-1030Ba KOHLUEHTpalLHA.

He ce u3nckBa kopekuya Ha xo3ara (BxK. Touka 4.2)

Emnuvecxu npouzxoo
Hama KIMHHYHO 3HAYHMH MEXIYETHHYECKH pa3InY{A MEXKIY NaliHeHTH OT €BPOTNEHIH
MaLMeHTH ¢ ahpo-aMEePHKAHCKH, TaTHHO-AMEPUKAHCKH, AMOHCKH H KHTAHCKH MPOH3X
OTHOLUIEHHE Ha PapMaKOKHHETHKATa W (hapMakoAMHAMKUKaTa Ha JaburarpaH.

ITeouampuuna nonyrayus \ "
[Tpn nepopanHO NPUICKEHHE HA JadMraTpaH eTeKCHAaT, Criope/] OnpeeseH|s B 1p
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AIrOPUTHM 33 03MpaHE, eKCIIO3ULIMATA € B PAMKHTE Ha Tasu, Hab/MoaBaHa MpH Bb3PaCTHH C
JIBT/BE. COopHHAT aHa1K3 OT (apMaKOKHHETHYHM AaHHH OT npoyusanusTa DIVERSITY u
1160.108 noka3spa, ue CpeAHUTE reOMETPHYHY Hali-HUCKHM ekcno3uluM ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml cboTBeTHO npu 0 A0 < 2-roguLIHH, 2 A0 < 12-roamilHu K 12 10 < | 8-roaMIuHH
neauaTpiudy nauumedtu ¢ BTEC,

DapmMaKOKMHETHYHH_B3AUMOACHCTBUA

In vitro npoyuBaHH1 3a B3aUMOJCICTBUATA HE NOKa3BaT MHXHOHpaHe WIN HHAYLIMPAHE HA MMaBHUTE
H30eH3UMH Ha uMToXpoM P450. Tosa ce noTBLpxKAABA OT in Vive NPOYUBAHHSA C YYACTHETO Ha 3IpaBH
A0OPOBOJILM, KOUTO HE MOKA3BaT B3aHMOAEHCTBHE MEXKAY TOBA JIEYEHHUE M CJICIHHTE aKTHBHH
pewiecTsa: aropsactatuH (CYP3A4), nurokcuH (B3aumMoaeiicTaue ¢ TpaHCOPTHUA P-gp) K

auxknogenak (CYP2C9).
5.3 Ilpeaxknunn<HH JaHHH 33 ynoTpedHa

HexkIMHMYHHTE JAHHK HE NMOKa3BaT 0cobeH PHCK 3a XOpa Ha 0a3aTa Ha KOHBEHLMOHATHHTE
dapmaxkonoruyHH npoy4usaHua 3a 6e30MnacHOCT, NPOy4YBaHMS 3a TOKCHYHOCT NpPY MHOFOKPATHO
NMpujaraHe ¥ reHOTOKCUYHOCT.

EdekruTe, HabnroapaHu B NPOYyYBAHHATA 32 TOKCHYHOCT MIPH MHOTOKPATHO NpHIaraHe, ¢€ Ab/DKaT
Ha 3acuneHua apMakoIuHaMUYeH eeKkT Ha naburartpaH.

EdexT Brpxy depTrdTETa NPH XKEHCKH XKXUBOTHH € HabntoaaeaH noa ¢opMaTa Ha HAMAIABAHE Ha
Opos Ha MMIUIAHTALIMKMTE Y MOBULIABAHE HA NPEAMMIUIAHTALMOHHUTE 3aryOu ripu no3a 70 mg/kg (5-
KpPaTHOTO HHBO Ha IU1a3MeHa EKCNO3HUHKA NPH nauueHTH). [Ipn 103K, KOHTO ca TOKCHYHH 38 MAHKHUTE
(5- no 10-kpaTHOTO HHBO HA ILTA3MEHA €KCMO3KLMA NPH NALYEHTH), TPH NMIHXOBE W 3aHULH CE
HabMI0NaBa HAMANABAHE Ha TEJIECHOTO TErJI0 M *HU3HECNOCODHOCTTA HA eTyca, 3aeIHO € MOBULLIABAHE
Ha (eTanHuTe BapyHalMy. B npeHaraniHuTe W NOCTHATATHHATE NpOy4YBaHus € HabmoaagaHo
MOBUIIABAHE Ha (eTaTHATA CMBPTHOCT NPH A03HU, KOUTO €8 TOKCHYHH 3a MalKuTe (1034,
CBHOTBETCTBALA HAa 4 MbTH NO-BUCOKO HUBO Ha TU1a3MEHA €KCMO3HLMA OT HaO0/M03aBaHOTO MMPH
MaLKUeHTH).

B eaHo npoyuBaHe 3a IOBEHWIHA TOKCUYHOCT NPH IUTLXOBE OT nopoaa Wista CMbpTHOCTTA € CBLP3aHa
ChC CHOMTHA HA KbPBEHE NPU NoAOOHU HKMBA HA €KCIMO3ULIMA, IPH KOUTO € HAbNIoAaBaHO KbPBEHE NpHU
Bb3pacTHHUTE KUBOTHH. CUWTA Ce, Y€ KAKTO 1Py BbL3PACTHUTE, TAKA H MPH MIIAZIUTE IUTbXOBE
CMBPTHOCTTA € CBhP3aHa ChC 3acHieHaTa (papMaKQJIOrHUHa AKTUBHOCT Ha fabvraTpaH BbB BpPb3Ka ¢
YApaXXHABAHETO HA MEXAHHMHH CHIIH 110 BpEME HA MPHIAraHeTo H TPETHpaHETo. JlaHHHTE OT
MPOYYBAHETO 32 FOBEHMUTHA TOKCMYHOCT HE N0Ka3BaT HATO MOBUIIECHA YYBCTBHTENHOCT KbM TOKCHYHH
MPOABH, HUTO TOKCHYHOCT, CrieUUdHYHA 32 FOBCHWIHH XHBOTHH.

JIBAroCcpoUHUTE TOKCHKOJIOrHYHYA NPOYYBAHMA [PH TUTbX0BE M MHILKH HE MOKA3BAT AAHHH 32
TYMOpPOTE€HEH NMOTeHLInaN Ha AaburarpaH a0 makcumanHn Ao3u 200 mg/kg.

ﬂ&ﬁHFanaH, aKTHUBHAaTa 4aCT Ha naﬁnranaH CTEKCHIAT MC3HJIAT, € YCTDH‘-IHB B OKOJIHATA Cpca.

6. ©OAPMAIIEBTHYHH JAHHM

6.1 ChnHcebk HA IOMOINHATE BelllecTBa

ChabpKaHKWE Ha Kancyaara
BuHeHa KHCEAHHA

XHUnpomesosa

JlumeTukoH 350

Tanx
XHIPOKCHIPONUWILIENY. 1034
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OOBuBKAa HA KafncyaaTa

Kaparenan (E 407)

Kanues xnopua

Turanos avoxcua (E 171)
Uunurorun — FD&C Cunbo2 (E 132)

XHUnpoMeno3a

YepHo neyaTHO MacTUIO

[Hennak (E 904)

Yepen xenesen okeua (E 172)
Hponunenrnukon (E 1520)

PasrBop Ha aMOHsK, KoHUeHTpupaH (E 527)
Kanuer xuapokcua (E 525)

6.2 HecbBMeCTHMOCTH

Henpuioxumo.

6.3 Cpox Ha roguocr

2 FOOWHH

6.4 CnenuanHm yCiOBHSE HA ChXpAHEHHE

To3u nekapcTBeH MPOAYKT HE U3UCKBa CrIeLMANHM TEMNEPATYPHH YCI0BHS Ha CbXpaHeHHeE. [la ce
CbXpaHABa B OpUrHHAJHaTa ONAKOBKa, 3a Aa ce Npeana3y oT Bjara.

6.5 BuaH cLALPKAHHE HA ONAKOBKATA

Al/Al 6aucrepure ce cueroar ot OPA/ALU/PE mexo ¢onvo ¢ BrpaaeH H3CYLIHUTES # TBRHPAO
aNnyMHUHHERO onuo, chabpxaiio 10 Teepau kancynu. Beska kaproHena onakoska cbabpka 10, 30
UK 60 TBBPAK KaNCyJIx.

['pynora onakoBka, CbAbpKaiia 3 onakosku ot 60 TBbpau kancynu (180 Teppau kancynn). Besika
OTAE/IHA ONAaKOBKa OT rpynoBaTta onakoska chasnpxa 6 Al/Al 6nucrepa no 10 Teepau kancynu.

Al/Al nepdpopupann barcrepu ce cbetoat oT OPA/ALU/PE Mexo ¢onuo ¢ BrpaaeH U3CcylunTen u
TBBLPAO ANYMUHHEBO Ponuo, cbhabpxao 10 TBbpan Kancyad. Begka kapToHeHa ONakoBKa ChAbpiKa
10, 30 nau 60 TBLpAM Kancyau.

['pynosa onakoska, cCbabpxailia 3 onakoBku oT 60 T8bpau xancynu (180 Tespau Karncynu). Beska
OTHe/IHA OMaKOBKa chabspka 6 Al/Al nepdopuparo daucrepa ot 10 TBBpAU KanCymu.

He BCHUYKH BHAOBE ONAKOBKH Morar ja ObAaT MyCHaTH Ha nasapa.
6.6 ChnenuanHk NpeanaH® MEPKH NpH HIXBbPJAKHE H padoTa

[Ipu u3spaxgane Ha Tenekcep kancyau oT OaMCTEpHATa ONMAaKoBKA TpAOBA fa ce cna3BaT C/IeJHUTE

YKa3aHHA:

. B cnyuait Ha nepgopupaHo Qoano: eaHH oTaeseH OHCTep TpAOBA 1a C& OTKBbCHE
OJMcTEpHATa KapTa no nepdopupaHara JUHHA.

. TBupauTe kancynu He TpAOBa na ce u3dbyTBat npe3 6AUCTEpHOTO GONMO.

Hen3non3saHUAT JieKapCTBEH NPOAYKT HIIH OTN&IbYHHUTE MAaTEPHAIH OT HEro TpadB
B ChOTBETCTBHE C MECTHHUTE H3HCKBaAHUA.

B T A
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7 HNPHTEXATEJ HA PAZPEUIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.

1103 Budapest

Gyomroi at 19-21.

YHrapus

8 HOMEP(A) HA PA3SPEINEHHETO 3A YIIOTPEBA

Per. Ne 20220261

9 JATA HA ITHPBO PA3PEIHABAHE/TIOJHOBABAHE HA PAZPEIIIEHHETO 3A
YIIOTPEBA

JlaTa Ha nmbpBo paspeiwrasaye: 21.09.2022
JlaTa Ha NocieaHo NOAHOBABAHE:

10 JATA HA AKTYA/IM3NPAHE HA TEKCTA

02.07.2026
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