. e
1. HME HA JEKAPCTBEHHUS ITPOXYKT V- ",‘;,Eﬁi IAA 110 JIERAFLTOATA

: KDamxga \-’;?ﬂ:';: hn’ muKa Ha np i'} 1Y KiIT Jd “,_ i f-"HrJ

Tenexkcep 110 mg TBbpAM Kancyiu i Bl 20 ,_,2,2 0,.(' 5' O

-----------------------------------------------------------

Telexer 110 mg hard capsules
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2. KAYECTBEH M KOJJMYECTBEH ChCTAB el
Beska TBbpaa kancyia ceabpka 110 mg naburarpan erekcunar (dabigatran etexilate) (kaTo

ME3MJ1aT).
3a NbJIHUA CMTUCHK HA NMOMOILIIHUTE BELLECTBA BUXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna.

Karicy/iu ¢bC CMHBO Karaye ¥ CbC CHHbO TS0 ¢ pazmep 1 (ab/pkuHa npubausurenHo 19,4 mm),
HaIbJIHEHO C XbJITCHUKaBM neseTd. KanaveTo e maMnoBaHo cbc cMMBOJ1a Ha komnanuaTa Gedeon
Richter, a Tayio010 - ¢be “1107.

4. K/IMHHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

[IbpBryHA npeBeHLMA HA BeHO3HU TpoMboeMOboauyHu cbOuTus (BTEC) npu Bp3pacTHH naumeHTH,
[MOIJIOXKEHH Ha IJIAHOBO LIAJIOCTHO MPOTE3WpaHe Ha Ta300eapeHa cTaBa WM LUAJOCTHO MPOTE3UpaHe
Ha KOJISHHA CTaBa.

[IpeBeHLIMA HA UHCYJIT H CUCTEMEH €MOOJIM3BM MPH Bb3PACTHH MALMEHTHU C HEKJIANTHO NMPEACHPAHO
mbxkaeHe (HKIIM) ¢ eauH unu noseye pucKoOBH (PakTOPH, KaTO MpeAleCTBall HHCYJIT WK
TpaH3UTOpHA UCXUMHYHA ataka (THUA); Bp3pacT =75 roauHu; cbpevyHa HEJ0CTaTbYHOCT (KJ1ac Mo
NYHA >II); zaxapeH nuaber; XMIepTOHUS.

Jleuenune Ha apaOOKa BeHO3HA TpoMmbo3a ([IBT) u 6enoapoden emb0oau3bm (BE), KakTo ¥ npeBeHLms
Ha peurauBy Ha JIBT u bE npu Bb3pacTHH.

Jleuenue Ha BTEC u npeseHuus Ha peuuausupaiid BTEC npu neanarpuyHu naumeHTH oT
paxkaHeTo 10 noj 18-roauuiHa Bb3pacT.

3a cboOpa3zeHu ¢ Bb3pacTTa 4030BH (OpMH BHXKTE TOUYKA 4.2.
4.2 Jlo3MpOBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Tenekcep kancyJjiv MoXe 1a ce U3M0J13Ba MPU Bb3PaCTHU U MEAUATPUYHH [MTALUMEHTH HA 8-roAULIIHA
Bb3PacT WJIM MO-roJIEMH, KOUTO ¢a CIIOCOOHHU /1a MOrJIbIIAT KalCyJIUTe LEIH.

ITvpeuuna npeeernyua na BTEC npu opmoneduyna xupypzus

[IpenopbunTenHUTE 103U AadUrarpaH €TeKCUaT M NMPOABb/DKMTEIHOCTTAa HA Tepalt1s
npeseHuus Ha BTEC npu oproneauyuHa Xupyprus ca rnokasaHu B tabiauua 1.

Tabauua 1: Ilpenopbku 3a 103MPOBKATA H NPOABL/IKHTEJIHOCT HA TEPANHATA
npeBeHusi Ha BTEC npu oproneanuna xupyprus

]




Hauano Ha gedennero ([Toxanpxkama  |[IpoabmkuTeHOCT

B /ICHA HAa ONepalHATAa, 1034, HA NPHJIOKECHHETO
1-4 yaca cien NPHJIOKEHHETO |HA NoAabpKamara
BaBLpPIIBAHE HA HA KOATO l1o3a
lonepanHATa 34I04YBA B
NLPBHA JIEH ¢aeq
lonepannaTa
[laupeHTH cnep raaHoBO MPOTE3UPAHE 220 mg
Ha KONAHHA CTaBa \naburarpan 10 nHu

CTCKCHIIAT BCIAHD
AHCBHO, [IPHCTH

noa popMarta Ha 2835 nHu
2 KancyJsiu ot

[MaumenTH cnea MIaHOBO NpoTE3UpaHe [eaHa Karcyna oT 110 mg
Ha Taszode/peHa crasa lnaburaTpaH erekcunar

110 mg
IIpenopvusa ce HAMANRBAHE HA
Do3ama
[TauneHTH ¢ ymepeHo 6ubpedHo
yBpexKaaHe (KpeaTHHUHOB KIIMPBHC 150 mg
(CrCL) 30-50 ml/min) \[maburarpat 10 nHu (npoTe3mpane

leaHa KarcyJsa oT eTEKCWIAT BeHbMHA KOJIIHHA CTaRa)

[launeHTH, KOUTO 1M0/Ty4aBart 75 mg** naburaTtpad  |[IHEBHO, npueTH  |Wwin 28-35 aHu
CHIBTCTBALLO BEPANamMui™, leTekcunar noa ¢opmara Ha 2 ((NpoTe3HpaHe Ha
AMHOAAPOH, XHHHUAHH Kancynu ot razobepeHa cTaBa)
[laumeHTy Ha WM Haa 75-roaviuHa 75 mg**

Bb3pacT

*[1pH nauueHTH ¢ yMEpeHO OBOPEUHO yBPEKAaHE HA CHITBTCTBAULO JICUCHUE C BEpAIIAMMIT, BUXKTE
,,CTIeLManHY TonyJanmi’.

**Ilo3ata ot 75 mg Tenekcep He € HANKW4YHA, MOPAAN KOETO HE € MOAXOAALIA 3a TOPECTIOMEHATHTE
rpynu nauueHTy. [lpy Te3u naumeHT TpAOBaA Aa ce U3NON3BAT APYIH JICKAPCTBEHH MPOAYKTH,
ChAbpAKALLK JadUraTpaH eTekcunat 75 mg.

H npu apara BUga rnpoTe3dpaHe, ako HE € OCUIYPEHA XEMOCTA3a, HAYAJIOTO HA JICHEHHUETO TpsOBa Na
Oblle OTN0KEHO. AKO JIeUEHHETO HE € 3aMO4HaTO B ICHA Ha ornepauusaTa, To TpAOBa Aa 3ano4He ¢ 2
Karcy/u BeAHDbXK AHEBHO.

Oyenka Ha 6vbpeunama QyHKyus npedu U no 6peme Ha Jeyeruemo ¢ oabuzampan emexcunram

[Tpu BCUUKH MaUMEHTH U 0cOo0eHO B cTapyecka Bb3pacT (=75 roamuu), Tt KaTo OBLOPEUHOTO

yBpEKAaHE MOXKE [1a € YeCTO CpeLlaHo B Ta3u Bb3pacTOBa [pyna:

. [Ipeau 3anouBaHe Ha feueHue ¢ nadurarTpaH erekcuiaTt ObOpeuHara dyHkuMs Tpsadsa Aa Obae
OLICHEHA upe3 U3uHCaABaHe Ha kpeaTMHUHOBUA KNupbHC (CrCL), 3a ga ce M3KIi0O4aT NaumeHTH
¢ TexXKo 6bOpeuHo ysperaate (T.e. CrCL<30 ml/min) (Bx. Touku 4.3, 4.4 u 5.2).

. br6peunara ¢pyHxums TpaORa 1a Ob/€ OUCHEHA CBILO H MTPU ChMHEHHUA 32 B/IOIIABAHE HA
ObOpevHaTa GYHKUMA N0 BpEME Ha JICYEHUETO (HANp. XHUIMOBOJIEMHA, AEXHUApATALMSA, H TTPH
CHITBTCTBALLA YNOTpeOa Ha HAKOM JIEKAPCTBEHM MPOAYKTH).

MeToabT, KOHTO TpsOBa 4a ce u3nosi3ea 3a oueHka Ha ObOpeunaTa pyHkuua (CrCL B ml/min), e
MeToasT Ha Cockceroft-Gault.

[Iponycnama 0o3a

ﬂpenop’bqﬂa CC a CC NpOoALIAAKH C OCTAHAIHUTC CHHCAHCBHH JO3H ,[],HSH raATpdH €TCKC
BpEME Ha CJICABALlIUA JICH.

He TpabBa na ce npuema JIBOMHA 034, 3a 14 C€ KOMIIEHCUPAT [POIYCHATHUTE HHIWAB



IIpexpamasane na npuema Ha dabuzampan emexcuiam

Jleuennero ¢ gaburarpad eTeKkCHIAT He TpAOBa [a ce npekbeBa 6e3 nekapckH cbeer. [launenture
TpAOBa Aa OBJAT HHCTPYKTHPAHM A C€ CBBPIKAT C JIeKYBaLMA JEKAp, akO pa3BUAT CTOMALHO-YPEBHHU
CUMITTOMM, KaTO AUCIIENCHsA (BX. Toyka 4.8).

Hpomana na reyenuemo

[IpeMuHaBaHe OT NeUEHHE ¢ AabUraTpaH eTeKCHWIAT KbM MIAPEHTEPAIICH aHTUKOAryJIaHT:
[IpenopbuBa ce n3uakBaHe OT 24 vaca Ciel NOCAeAHaTa 103a NpeaHd NpeMHHaBaHe oT gaburarpaH
ETEKCWIAT KbM MapeHTEpaNeH aHTHKOAryJIaHT (BX. TOHKa 4.5).

[IpemMuHaBaHe OT ICUEHHE ¢ NMAPEHTEPAIEH AHTUKOATYJIAaHT KbM Ja0UraTpaH €TEKCHAT:
[TapeHTepanHUAT aHTUKOAry1aHT TPAOBA Ja ce MPEeKbCHE U Ja € 3anoyHe aadburarpaH eTekcunar

0-2 yaca npenu yaca, Ha3HAYEH 3a PHEMAHRETO Ha CNEABALIATA J103a OT AITEPHATUBHOTO JIEKAPCTBEHO
CPEACTBO, WIH MPH NPEKPATABAHE HA JIEUEHHETO, B CIy4Yal Ha HENPEKBLCHATO JieyeHUe (Hanp.
HedpakIIHOHMPpaAH HHTpaBeHO3eH xenapruH (HD X)) (Bx. Touka 4.5).

(neyuannu nonyiayuu
bvbpeuno yepesicoane

Jlevennero ¢ naburatpad eTeKcWiar Nnpy NalrUeHTH ¢ Texko 0b0peuHo yepexaaHe (CrCL<30 ml/min)
€ NPOTUBOINOKA3aHo (BX. TouKa 4.3).

[Tpu nauuneHTH ¢ ymepeHo 6b0peuHo yspexaane (CrCL 30-50 ml/min) ce npenopbuBa HaMaligBaHE HA
nosara (k. Tabnuua 1 mo-rope v Touku 4.4 1 5.1).

Cwvnemcemeawa ynompeba na oabucampan emexcuwiam u caabu 0o ymepenu unxubumopu na P-
anuxonpomeuna (P-gp), nanp. aMuooapon, Xunuous wiu gepanamui

Jlozara Tpabsa na 6bac HaManeHa, KakTo € nocoueHo B Tabnuua 1 (Bx. cbiio Touku 4.4 u 4.5). B To3u
ciayvait, naburatpaH eTEeKCHNAT K TE3M JICKAPCTBEHH NPOAYKTH Tpabaa aa 6bAaT NPUEMAHH 10 CAHO H

ChLLIO BPEME.

[TIpu nauueHTH ¢ yMepeHo 61b0peuHo yBpexaaHe 1 CbITbTCTBALUIO JIEKYBAHHM C BEpanaMusl, 103aTta Ha
aaburarpaH eTekcuiat TpAadBa ga Hamanu a0 75 mg aAHeBHO (BX. To4kHd 4.4 u 4.5).

Cmapuecka év3pacm

[lpy nauveHTH B cTapyecKa Bb3pacT >75 roJvHM ce npencpbH4Ba HaMAIABAHE HA Ao3ara (BxK. Tabnuua
1 no-rope U Toukn 4.4 1 5.1).

Terecno mezno
HMMa MHOTO OrpaHHYeH KIIMHHUYEH OIMUT ¢ MPENopbYMTENIHATA JO3UPOBKA [IPH NALUKMEHTH C TENECHO
Terno <50 kg wnu >110 kg. Karo ce umaT npeaByux HATHHHUTE KIIMHUMHY U KHHETUYHH AAHHH,

KOpEK1MA Ha [03aTa He € HeoOxoauma (BxK. Touka 5.2), HO ce NpenopbyBa BHUMATENHO KIIMHUYHO
HabmroneHue (BK. Touka 4.4).

lon
He ce nanara kopurupaHe Ha ao3ara (BX. To4ka 5.2).

Ieouampuuna nonynayus

Hsama cwoTBETHA ‘_‘/HUTPE(SH Ha ﬂﬂﬁ HraTpaH €ETEKCHUIAT B NN€EAHATPHUYHATA MoNnYyJ1allnuA
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nspBruHa npeseHUA Ha BTEC npu naunenTy, kouTo ca Swin NoAI0KEHN Ha MJIAHOBO LIVIOCTHO
nNpoTe3MpaHe Ha Tazo0eApeHa CTaBa WiIH LIJIOCTHO MMPOTE3HPAHE HA KO/IAHHA CTaBa.

IIpesenqua na uncyam u cucmemen embonuzom npu evipacmuu nayiuenmu ¢ HKIIM ¢ eoun uiu

noseue puckosu paxkmopu (Stroke prevention in atrial fibrillation, SPAF - Ilpesenyun na uncyim

npu npeoceporo muvycoene, ITHIIM)

JTeuenue na ABT u bE, kakmo u npesenuua na peyuousu na /IBT u bE npu ev3pacmuu
(IBT/BE)

[IpenopbwunTenuure 03U gaburatpad erekcwiar npu nokasanuaTta [IMITM, Z1BT u bE ca nokasanu B
Tabnuvua 2.

Tabanua 2: llpenopnkn 3a gozupoBkara npu IIKIIM, IBT u BE

[IpenopntkH 32 J03HPOBKATA

[IpeBeHLIMA HA HHCYIT K CHCTEMEH eMOOIU3EM

NnpH BbL3pacTHH naureHTH ¢ HKIIM ¢ eaun wn300 mg paGuratpaH eTeKcunar, npueMaHH KaTto eaHa
noseve puckosu daxropu (ITUIIM) karcyna ot 150 mg aBa nuTH AHEBHO

Jleuenue va JIBT u BE, kakTo 1 npeseHuns Ha (300 mg gaburaTpaH eTekcuiar, npUueMaHy KaTo e/1Ha
peunaney Ha JIBT u bE npu su3pacTuun kancysa ot 150 mg ABa NbTH AHEBHO, CNEM JIEYECHHUE C
naupuenTH (JIBT/bE) NnapeHTepa/IeH AHTUKOATYJIAHT B IMPOAbIIKECHHE HAN-
MAJIKO 3 AHH

Ilpenopvusa ce namanaeane Ha oo3ama

[TanmenTH Ha BB3pAcT 280 roaMHu

JiHerHa no3a 220 mg naburarpaH eTekcuiiaT, npyeMaHu

[laneHTH, KOUTO NpUEMaT ChITHTCTRALLO KaTo efHa Kancynia ot 110 mg asa nbTH AHEBHO

BEpaliaMmI

Tpabea 0a ce 06CvOU HAMAIREAHE HA 0o3ama

[launeHnTH Ha BB3IpAcT MexkAy 75-80 roguHm

[TauuenTtu ¢ yMepeHo 660peuHo yBpexaaHe
> yMEPE P YEP Tpabea ga ce u3bepe anesHa no3a ot 300 mg unu
(CrCL 30-50 ml/min) ..
220 mg naburatpaH eTekcunart, Da3upaiku ce Ha
[TauueHTH C racCTPUT, €30aruT KM MH/IMBU/IYATHATA OLIEHKA HA TPOMDOEMOOTMIHNS PUCK U
ractpoe3sodarnasied pednykc PHCKA OT KbpBEHE

Jlpyry nauMeHTH C MOBUUICH PUCK OT KLPBEHE

3a JIBT/BE npenopbkaTa 3a npunaraHe Ha 220 mg naburarpas €TeKCHSIaT, IpUEeMaHH KaTo eaHa
kancyna ot |1 10 mg aBa MbTH AHEBHO, C€ OCHOBAaBA Ha PAPMAKOKUHETHYHHU U (hapMaKOAMHAMHYHH
aHATNA3KM M HE € NPOYy4YBaHa B KIMHWYHYM ycnoBusa. Buxre no-pony v rouku 4.4, 4.5, 5.1 n 5.2.

B cnyuaii Ha HEITOHOCKMMOCT KbM Jaburarpan eTeKcUnar nauueHTute Tpadbea aa 6naar
MHCTPYKTHpPAHH J1a CE KOHCYNTUPAT BeJHAra ¢ JIEKYBALLHUA CH JIEKap, 3a Aa 6b1¢ npearnpueTo
MPUEM/IMBO ANTEPHATHUBHO JIEYEHHE 32 MTPEBECHUKA HA HHCYAT U CUCTEMEH eMOOTU3BM, ACOLMHPAHH C
NnpeacsLpAHO MBAKACHE, Win 3a JIBT/BE.

Oyenka Ha bvbpeunama Qynxyus npeodu U o 8peMe HA JedeHuemo ¢ oabuzampan emexcuiam

[lpu BCcHYKHM NAUUEHTH W 0CODEHO B cTapuecka Bb3pacT (375 roauMHu), Thit KaTo OBLOpe &ng )
yBpeXKIaHe MOXE J1a € 4eCTO CpeliaHo B Ta3HW Bb3pacToBa rpyna. ~J¢ N\
° [lpenu 3anousaHe Ha jeueHue ¢ AaburaTpaH etekcunar ObOpevHaTa QYHKUM Whﬁ \
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OLIEHEHA YpE3 U3UMUCIsBaHE Ha KpeaTHUHOBKSA KnpbHC (CrCL), 3a aa ce nsfn@ydr naii
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- buOpeunarta ¢pyHxuuns Tpsadsa na 6bae Oli€eHEHa ChIUC U NPH CbMHEHHMSA 34 BOLIABAHE HA
ObOpeuHaTa PyHKIUMS M0 BPEME HA NTEHUEHHUETO (HaMp. XUIOBOJIEMMA, AEXUAPATALMS, U [IPU
CBLITHTCTBALLA YNIOTpeOa Ha HAKOU JICKAPCTBEHH MPOAYKTH).

JIONBIIHUTENHN U3UCKBAHUA TIPH NALUEHTH € JIEKO A0 yMepeHo ObOpedHo yBpexaaHe U npu

MaLMeHTH Ha Bb3pacT Hall 73 roaHHMU:

. [lo Bpeme Ha neueHHe ¢ gaburarpan eTekcunart ObOpeunara pynkuus Tpadsa na Onae
OLIEHABAHA HAH-MAIIKO €HH MbT MOAULIHO WITH [M0-4€CTO, MPH HEOOXOAUMOCT, B ONpEAEACHU
KIAHHYHH CHTYALMHM, KOraTo MMa CbMHEHHUA, e Ob0pedHara QyHKIIMA MOXKE a C€ MOHMKHU WY
Aa ce BJIOWHU (HArp. XUIMOBONEMHS, ACXUApaTallds, KaKTO ¥ NP ChABLTCTRAlIA ynoTpeda Ha
HAKOH IEKapCTBEHH MPOAYKTH).

MeTtoasT, KOHTO TpAOBa Aa ce M3MOA3Ba 3a oueHka Ha 6bvOpeuHaTa gyHkuus (CrCL B ml/min), e
meroasT Ha Cockeroft-Gault.

IIpoovaxcumennocm na ynompeba

[IpoabmkuTenHOCTTa Ha ynortpebara Ha naburatpan etekcuaar npy nokasanusata [IUIIM, JIBT u bE
¢ nokasaHa B Tabnuua 3.

Tab6anua 3: Hpoankutennoct Ha ynorpeba npu [IAIIM n JIBT/BE

Iloxkazanne ([IpoabaxuTEenHOCT Ha ynorpeda
[TUITIM JleueHnerto TpaOBa Ja € ABITOCPOUHO.
[ABT/BE [TpoabNKUTENHOCTTA Ha JIeYeHUeTO TPAOBa 1a ce onpeaens HHIAKBUAYATHO cnel

BHUMATEC/IHA OLCHKA HA 1M0J13aTa OT JHEUCHHUETO CIIPAMO PHCKA OT KbPBCHC (B}K. TOYKa

4.4).

KpaTkocpouHo seueHHe (Hail-Manxo 3 Meceua) TpadBa 1a ce MpoBexX/aa [PH HATHYHUE HA
NPEXOAHH PUCKOBHU PAKTOpH (Hanp. CKOPOUIHA XUPYPruyHa onepalus, TpaBMa,
lo0e31BHKBAHE), & MO-NMPOABLIDKUTENHO /IEUEHHE — NPU TPAHA PUCKOBH (PAKTOPH MU
wauonatuuHa JIBT unu BE.

IIponycuama doza

[IponycHaTa no3a naburaTpaH €TeKCHAaT MOXE Aa ce rpueme 1o 6 4yaca npeu clieaBatara
npeanucaHa ao3a. [Ipu no-Maiko ot 6 4aca 10 BpeMeTo Ha CNeABaLlMA IPUEM, MPONYCHATA 4032 He
TpaOBa J1a ce rnpuema.

He TpabBa na ce npuema ABOKHA 1034, 32 Ja C€ KOMIIEHCHUPAT NPONYCHATUTE MHANBHAYATHH JO3H.

Hpexpamaesane na npuema na dabuzampan emexcuiam

JleueHuneTo ¢ naburaTpaH eTeKCUIaT He TPAOBa J1a ce npekbeBa Oe3 nekapeku cbBeT. [lalueHTuTe
TpaAOBa Aa ObAAT HHCTPYKTHPAHU A CE CBbPXKAT C JICKYBALLMA JIEKap, aKo pa3BHUAT CTOMALUHO-YPEBHH
CUMNTOMH, KaTo AUcnencus (Bx. Touka 4.8).

lIpomsna na rewenuemo

[[pemuHaBaHe OT JieveHue ¢ gaburaTpaH €TeKCcUaaT KbM NapeHTepaneH aHTUKOAry 1aHT:
[lpenopbuBa ce m3vaksane oT 12 qaca cnen nocneanara n03a Npeaqd NpeMHHABAHE OT
ETEKCHJIAT KbM MAPEHTEPAINEH aHTUKOAryaaHT (BxK. To4ka 4.5).

[I[pemunaBaHe OT fieueHUE C NIAPEHTEPAIEH AHTHKOAT YJIAaHT KbM Ja0UraTpaH eTexc
[TapeHTepanHUAT aHTHKOAryTaHT TPA0Ba Ja Ce MPEKbCHE U [1a ce 3allo4He Jadburarpay \eﬁ-'emc ﬂm:
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0-2 yaca npeaM vaca, HA3HAUCH 3a MPUEMAHETO HA CJIEABALIATA 1034 OT ATEPHATHBHOTO JIEKAPCTBEHO
CPEACTBO, WM MPU NPEKPATABAHE HA JICUEHHETO, B CJIy4al HA HENPEKbCHATO JieueHue (Hamp.
HedpakuHoHUpan HHTpaBeHo3eH xenapud (HD X)) (k. Touka 4.5).

[IpemuHaBaHe OT ne4eHHe ¢ JaburaTpaH eTeKcUnaT KbM aHTaroHucTH Ha BuTamuH K (BKA):
MoMeHTsT Ha 3anouBaHe Ha BKA TpabRra aa ce kopurupa cnpamo CrCl. kakTo cneaga:

. CrCL >50 ml/min, npuemsT HAa BKA TpsbBa aa 3anoune 3 AHK Npeau NpeKbCBAHETO HA
naburatpaH erekcwiar
. CrCL >30-<50 ml/min, npuemsT Ha BKA TpabBa na 3anoune 2 AHH npean NpeKbCBAHETO HA

naburatpaH eTeKcunar
Toi kato gaburaTpaH eTeKCHUNaT MOXE J1a MOBNUAe HA MexayHapoAHOTO HOPMATIM3IUPAHO
choTHolueHue {(INR), INR we orpasu no-nobpe edexra Ha BKA easa caea cnupaHero Ha gaburaTpaH
eTCKCHNAT 3a Hali-Manko 2 aHd. Jlotoraea, INR croiinocTtuTe Tpsabea aa ce ThIKyBaT ¢ BHUMAHUE.

[IpemunaBane ot neueHue ¢ BKA kbm gaburarpal erekcunar:

[lpnemsT Ha BKA TpabBa na ce npeyctaHoru. JlaburarpaH eTekcHnar MOKE Ja ce nNpuiara BeaHara
oM INR e <2.0.

Kapouosepzuo (ITHTIM)
[TaueHTUTE MOTaT Aa NpOABb/BKAT MpUeMa Ha aaburaTpaH €TeKCHIAT N0 BpEME Ha KapIHOBEP3HO.

Kamemuwpna abrayua na npeocvpono muiicoene (HIHTIM)

Jluncear naHHu 3a neueHueTo ¢ aaburarpan erekcunar 110 mg asa 1T AHEBHO.

Ilepxymanna xoponapna unmepsenyus (I1KH) cvec cmenmupane (ITHIIM)

[TalMeHTH C HEKNAIMHO NPEeACHPAHO MBbiAEHE, KouTOo ca noaoxedy Ha [IKHM cve cteHTUpane, morat
1a ObaaT NeKyBaHM ¢ aaburarpaH eTeKCcuiaT B KOMOHHALHA ¢ TPOMOOLIMTHHY aHTHArperaHTH, ciei
KaTO Ce€ NOCTHUIHE XEMOCTa3a (Bx. Touka 5.1).

Creyuannu nonyaayuu

Cmapuecka ev3pacm
3a npoMeHH B A03aTa MpU Tasu rnonyaauus puxre tabnuua 2 no-rope.
Ilayuenmu ¢ puck om Kopgere

[TauveHTH C NOBUUIEH PUCK OT KbpBeHE (BXK. Touku 4.4, 4.5, 5.1 u 5.2) Tpabea aa 6baaT cTporo
KJIMHHYHO MOHUTOPUPAHU (cneaeHe 3a Npu3HalM Ha KbpBeHe U aHeMMs ). KopurupaHe Ha 103ata
TpabBa aa ObAe pelweHo N0 YCMOTPEHHE HA JICKYBAL KA IEKAp, ched OUEHKA HAa ChOTHOIUEHHETO
[0J13a/PHCK 3a KOHKPETHUA nauuedT (Bxk. Tabnuua 1 no-rope). KoarynauuoHeH tect (8. Touxa 4.4)
MOXKE Jia MOMOrHE 3a WACHTHUGULIMPAHE HA NALNEHTUTE ¢ MOBHUIUCH PHUCK OT KbpPBEHE, [TPUUMHEH OT
MpeKOMepHa eKkcno3uiua Ha gabvurarpad. Korato ce ycTaHOBH NPEKOMEPHA €KCIIO3HLMA Ha
naburarpaH, NpM MaLMEHTH C BUCOK PHCK OT KbpBeHe, Ce MpenopbyBa MpUaraHe Ha HaMasieHa 1034
220 mg, npuemaHa KaTo eaHa karncyna 110 mg nsa nbTU AHEeBHO. [Ipn Noasa Ha KIIMHUYHO 3HAUHMO
KbpBEHE SieHeHHUEeTO TpADBRa 1a Ce NIPEeKbCHE,

[lopaan nOBHUILIEHUA PUCK OT CTOMALIHO-UPEBHO KbPBEHE MPH MAUKEHTH C raCTPUT, €30
ractpoesodarvaieH pepayke Moxe ga ce 0OMUCTH HaMalsBaHe HA go3aTa (Bx. Tabn
TOuKa 4.4).

bvbpeuno yepexcoane



JleueHueTo ¢ JaOMraTpaH ereKCuIaT NPy MalueHTH ¢ TEXKO ObOpeuHO yBpeKaaHe
(CrCL <30 ml/min) e npoTHBOMOKa3aHO (BX. TO4Ka 4.3).

He e HEOOXOAWMO KOpHUIMpaHe Ha 103aTa MPpH NMaUHEHTH ¢ Jieko OBbOpeUYHOo yBpeKIaHe

(CrCL 50- <80 ml/min). [Ipu naunenTH ¢ yMepena 6u6peuna HegoctaTsyHOCT (CrCL 30-50 ml/min),
MPENOPbYHTENHATA 1032 JaburarpaH erekcunar € cbo 300 mg, npHeMaHH KaTo €1Ha Kancyna

150 mg ABa MbTH AHEBHO. BbIpekn TOBa, NPH NALUMEHTH C BUCOK PHUCK OT KbPBeHE TpadBa Aa ce
0OMHCSIM HAMaNABaHE Ha J03aTa nadburarpaH eTekcunar a0 220 mg, npHeMaHu KaTto eJHA Kancya
110 mg nBa nbTH AHEBHO (BXK. TOUKH 4.4 1 5.2). BHUMaTeNHO KTMHUYHO HADMOACHHE CE NPENnopLYBa
npy nauueHTH ¢ 660pedHO yBpeKIaHe.

Convmcemeawa ynompeba na dabuzampas emexcuram u ciabu 0o ymepenu unxubumopu na P-
anuxonpomeuna (P-gp), nanp. amuooapon, Xunuoun uiu 6epanamui

He e HeoOxoanMO KOpUIHpaHe Ha J03aTa NP ChITBTCTBALLO MPHIOKEHUE ¢ AMHUONAPOH WU XHHUIUH
(B3K. TOukH 4.4, 4.5 n 5.2).

[IpenopbuBa ce HAMAIABAHE HA 103aTa MPH MALMUEHTH, KOUTO NMPUEMAT CHITLTCTBALIO BEpanaMuil (B,
tabnuua 2 rno-rope v Touku 4.4 u 4.5). B TakbB cnyuaii gaburarpan erekcunar ¥ BepanaMui TpaOpa
7a Ce NMpHMeMar no €JHO M CbLIO BpeMe.

Teaecno mezio

He ce Hanara kopurupaHe Ha go3arta (Bx. Touka 3.2), HO ¢€ npenopbuBa BHUMATETHO KIHHHYHO
HabJroaAeHWE NTPY NauMeHTH ¢ TenecHo terno <50 kg (Bxk. Touka 4.4).

lon
He ce Hanara kopurupaHe Ha go3ata (BxX. Touka 5.2).
[leouampuuna nonyiayun

Hama choTBeTHa ynorpeba Ha JaburaTpaH eTeKCeuiaT B eguaTrpyuHaTa nonyaauns 3a noKa3aHHETO
NMPEeBeHLIHA HA HHCYIIT U cUCTEMEH eMOonu3sM npu naureHTy ¢ HKIIM.

Jeuenue na BTEC u npesenyun na peuudusupauwiy BTEC npu neduampuunu nayuenmu

[Tpu neuenue Ha BTEC npu neguaTpU4HK NAUMEHTH JICHSHUETO TPAOBA [1a €€ 3aMOYHE ClIe] JIEYEHHE
C MapeHTepalieH aHTUKOAryNaHT B [POAbDKeHHUE HA Hait-manko 5 aHu. [lpu npeseHuus Ha
peurdansnpaid BTEC neuenuero tpabea na ce 3anoyHe clies NMpexoaHo JIEYEHHE.

Ja0HraTpaH eTeKCHJIAT KAMNCyAn TPROBA 12 ¢ NPHEMAT ABa TbTH AHEBHO, €/1Ha 1032 CYTPHH H
e/1Ha N03a Bevep, NPUONU3UTETHO N0 €IHO U ChLO BpeMe BCEKH JAeH. MHTepBanbT MEX Ly A03HTE
TpAOBa 1a € KONKOTOo ce Moxe no-6u3o 00 12 yaca.

[IpenopbuktTenHara n03a AabUraTpaH €TeKCUNaT Kancyiu ce onpeae/sa 8h3 OCHOBA HA TEAECHOTO
TErJI0 U Bb3PacTTa Ha MaUMeHTa, KaKTo e nokasaHo B Tabnunua 4. Jlozara tpabea aa ce kopurupa
cropes TENECHOTO TEr/IO U Bb3pacTTa ¢ HaNpeABaHETO HA JICUEHHETO.

3a KOMOHHALIMHTE TENECHO TENIO U Bb3PACT, KOMTO HE €a MOCOYEHH B TabHuaTa 3a 103upaHe, He
Morar Ja 0bpaT fajJicHH Npenopbky 3a A03UpaHe.

Tabauua 4: Exunuyunn u o0mH AHEBHH A034 Ja0HraTpaH eTeKCHJIAT, B MUJIHIP
COpPeA TENECHOTO TErao B KHJIorpamMi (Kg) u pp3pacTra Ha NalHenTa B FrOANH



KOMOHHAIIHH TeJIECHO TErJ10/Bb3pacT Eaunnuna 1032 O0ma aHeBHA N03a
Tenecno rerno B kg | BhipacT B roauHu B g B Mg
11 no <13 8 10 <9 75% 150
13 no <16 8 no <11 110 220
16 1o <21 8 no <14 110 220
21 no <26 8 1o <16 150 300
26 10 <31 8 no <18 150 300
31 no <41 8 mo <18 185* 370
41 po <5 8 10 <18 220 440
51 po <6] 8 no <18 260 520
61 no <7] 8 10 <18 300 600
71 no <8 8 10 <18 300 600
>81 10 go <18 300 600

EaAMHKHYHYU 1034, U3UCKBALM KOMOMHALMK OT MOBEYE OT €HA Kancya:

300 mg: ase kancynu 150 mg unu

yeTupHM kancynu 75 mg*
260 mg: ¢nHa kancyna 110 mg utoc eaxda 150 mg unu
efHa kancyaa 110mg runtoc aBe 75 mg*

220 mg: kato aBe kancyau 110 mg

185 mg*: KaTO €Ha Karicyaa 75 mg* rumoc eqxa 110 mg

150 mg: KaTo eaHa kancyna 150 mg unu

ABe Karcyau 75 mg*
*1o3ata ot 75 mg Tenexkcep He € HaM4YHAa, NOopaanu KOero He € MoAxXoAR11a 32 TOPeCNOMEHATHTE
rpynu nauueHTH. [Ipn Te3n naunenTr tpadea ga ce U3Noa3BaT APYry JEKAPCTBEHU MPOAYKTH,
ChAbpKaulM aaburarpad erekcunar /5 mg.

QOuerka na 6vOpeynama QYHKYUA NPeoU U RO 8PEME HA TEYEHUEMO

[lpeau sanouBaHe Ha Je4eHUETO TPAOBA [1a Ce ONPEAEM H3UHMCIIEHATa CKOPOCT HA I'IOMEpYJIHa
dwirpauns (WCID) no popmynara Schwartz (MeToasbT, U3NON3BAH 34 OLIEHKA HA KpeaTHHHHA, TpaOBa
na 6bae NOTBLPAEH OT MecTHA aabopaTopus).

JleuenueTo ¢ JabHMraTpaH eTeKCHIIAT € NPOTHBOIMOKA3AHO NPH NEAUATPHYHH NALHEHTH C
uCI'd <50 mi/min/1,73 m? (Bx. Touka 4.3).

[Tauventu ¢ UCI'D >50 ml/mir/1,73 m? Tpsabsa ga 6baaT NeEKyBaHH ¢ 403a cbhrylacHo Tabauua 4.

[To Bpeme Ha jieueHueTo OBOpeunaTa pyHKUMHK TpAOBa Na ce OLEHABA MPU ONpeAEIeHH KIHHHYHIA
CHUTYAallMH, KOTaTO UMa CbMHCHUA, ye OnOpeyHaTa PyHKLHMS MOXKE 1a C€ NOHMKM HNH [1a CE BIIOLIH
(Hamp. XHUIOBOJAEMMS, AeXHApPaTALMA, KAKTO M NPH CBITBTCTBALLA yHOTpeba HA ONpPeC/ICHH
JA€KApCTBEHH NPOAYKTH H Ip.).

[Ipodvrocumenrocm sa ynompeba

[TpoabIXKUTENHOCTTA HA JIEUEHHETO TPAOBa 1a ce onpeaens UHAHBHAYATHO B 3aBUCUMOCT OT
OLICHKATa MoN3a/pUcK.

IIponychama oo3a

TpabBa 1a ce npuema.
B Hukaxbe cnydai He Tp4bBa fa ce npuemMa ABOHHA 1034, 32 A3 C€ KOMIICHCHUPAT Ip
WHAWBHAYANHU J03H.

lipexvcaane Ha aeyenuemo ¢ oabuzampan emexcuram
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JlewenueTto ¢ gaburaTpaH €TeKCHIAT HE TPAORA Aa ce npexbeBa 6€3 KOHCYITALIMA C JIeKap.
[TaumedTHTe MK obrprksaluMTe v IMua TpadBa xa ObJAT MHCTPYKTUPAHM 1A CE CBBPKAT ¢

neKyBallus JieKap, aKo MaUMEHTBLT pa3BHE CTOMAUIHO-UPEBHH CUMNTOMH, KaTO AXCIENCHA (BXK. TOUKA
4.8).

[Ipomsina na aeyenuemo

[I[pemuHaBaHe OT NeUEHHE ¢ JabvraTpaH eTEKCHIAT KbM MapeHTepaieH aHTHKOArY/1aHT:
[TpenopbuBa ce 1a ce u3daka 12 yaca cnell noc/ieiHaTa A03a peaun NpeMHHAaBaHe oT aadurarpaH
€TEKCHIIAT KbM MapEeHTEPaICH aHTUKOArynaHT (BxK. Touka 4.5).

[IpeMuHasaHe OT JE€UEHHUE C MAPEHTEPAIEH AHTHKOAryJIaHT KbM J1aburarpaH eTeKchiar:
[TapeHTepaTHUAT aHTUKOAryJaHT TpAOBa [a Ce MPEKbCHE U Aa ¢ 3anoYyHe AabHraTpaH eTekcuiiar
(-2 daca rpeau Haca, Onpeae/ICH 3a MPUNIOKEHHUETO HA NMAPEHTEPATHNA AHTHKOAryJIaHT, WIH NpH
NPEKPATABAHE HA JICHCHUETO, B CIYYAH HA HENIPEKBCHATO JieueHHe (Harp. He(ppaKLIMOHKPaH
uHTpaBeHo3eH xenapuH (HDX)) (Bx. Touka 4.5).

[IpeMuHaBaHe OT JicHeHHE ¢ JabUraTpaH eTeKCHIaT KbM aHTaroHMcTd Ha ButamMud K (BKA);
[MauuentrTe TpsaOBa Aa 3anouHat npuem Ha BKA 3 nuu npeau npexkscraHeTo Ha aaburatpax
€TEKCHUAT.

Twii kaTo naburatpaH erekcHaaT MoXxe Aa NOBAHAE Ha MexXayHapoAHOTO HOPMaJIU3HPaHO
cboTHOWEHUE (INR), INR e orpaszu no-nodpe edexra Ha BKA esnga cnea cniupaHeto Ha gaburarpan
€TEKCHJIAT 3a Hail-Manko 2 aHH. [lororaea, INR crornoctTute TpadBa a ce ThJKYyBaT ¢ BHUMaHME.

[IpemunaBane ot neyenme ¢ BKA kvM gaburarpa eTekcunar:;

[TpuemsT Ha BKA TpabBa na ce npeyctadoBu. /laburaTpaH eTekcunar MOXKe Ja ¢e npuiara BegHara
twom INR e <2,0.

Ha4yuH Ha NpUAOKEHHUE

To3u nekapcTBeH NPOAYKT € 3a MEPOPATHO IPUTIOKEHHE.

Kancynute Morar aa ce npydemar ¢be Ui 0e3 xpada. Kancynurte Tpabea ga ¢e noribWAT LeH C 4aua
BOJA, 32 a CE€ YIIECHH AOCTUFAHETO UM /IO CTOMaXxa.

[TauneHtuTe TpsAbBa Aa OBLAAT HHCTPYKTHPAHHW Aa HE OTBAPAT KArcy/aTa, Thd KaTo TOBa MOXE 12
MOBHULIMA PUCKA OT KbpBEHE (BX. TOUKHU 5.2 1 6.6).

4.3 HpornBonokazanus

. CBpbXU4yBCTBUTEITHOCT KbM aKTHBHOTO BELIECTBO HJIH KBM HAKOE OT IMTOMOLUIHHTE BELIECTBA,
u30poeHHu B Touka 6.1

Texxo 6u0peuno yepexaade (CrCL <30 ml/min) npu Bb3pacTHHU NaALUEHTH

uClI'd <50 mVmin/1,73m? npu neauaTpM4YHU NAUMEHTH

AKTHUBHO KJIUHUUYHO 3HAYUMO KBPBEHE

JIeaus nitk CbCTOSHHUE, KOETO C€ Onpeaea KaTo 3HAUWM PUCKOB (haKTOP 3a rojIAMO KbPBEHE.
Tosa MOxe Aa BKTIOYBA HACTOALIM UM CKOPOLUHHA CTOMALLHO-YPEBHH pa3A3BABaAHUA, HATUUME
Ha 310KaY€CTBEHU HOBOOOpa3yBaHHs C BUCOK PUCK OT KbPBEHE, CKOPOLUHO MO3bUYHO WM
rpbOHaYHO HapaHsABaHe, CKOPOLLHA MO3bYHA, IPBEOHAYHA HIIM OYHA XUPYPTHYHA HHTEPBEHLIMA,
CKOPOILLUHA BbTPEYEPENHA XeMOParus, M3BECTHH WJIKH BEPOATHHA BApUUHK Ha XpaHOMpOBOAA,

aApTePHUOBEHO3ZHU MaPpOMALIMH, CHAOBH aHEBPU3MH WK FONIEMH BbTpErpbOHaUHN U
BbTPEMO3IBYHH CHAOBH aHOMAUK

* ChMBTCTBALUO IEHEHHE C HAKOW APYIrd aHTHKOArylaHTH, Hanp. HepaKLHOHUP ‘i
R
(HOX), xenaprHU ¢ HUCKO MOJIEKYTHO TEM0 (EHOKCANAPHH, JalTENAPHH H _ ‘*c‘;g; \
Ha xenapuHa (GOoHAANAPUHYKC U AP.), AHTHKOAryJIaHTH 3a NEPOPANTHO MPHJ e (aapdsipuy) )

!
t .-

pueapokcabaH, anukcabaH U ap.), ocBeH B crnielMduHU ycaoBua. Tora ¢a
Ha aHTHKOAryJ/aHTHOTO JieweHHe (BK. To4ka 4.2), korato HD X ce npunara

g3

e’ Ha'fipomana) ! |
~HeobXOnudn: =~ J}
) -ET;F. -l F .
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-
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33 MOUTbPIKAHE HA OTBOPEH LIEHTPAJICH BEHO3EH WK apTEPHANIEH KaTeThp, UK Korato HOX ce
npuwiara no BpeMe Ha KaTeTbpHa abnauus npy nNpeachpAHO NpH NPEACPAHO MBXKAECHE (B,

To4kKa 4.5)

. UepHoapobOHo yBpekaaHe Uau uepHOApPOOHO 3a00/19BaHe, 3@ KOETO OUaKBa 1d HMA OTPAKEHHE
BbpPXY NPEKHBIEMOCTTA

. ChHI'BTCTBAMIO JIEHEHHE CBC C/IEAHUTE MOLUHH P-gp MHXHOMTOPH: KETOKOHA301, UMKNOCIIOPHH,

MTPaKOHA30J1, APOHEAAPOH W KOMOHHALMATA ¢ DHUKCUHPAHH 103U racKanpesup/nudpeHTacrup
(BX. TOUKa 4.5)

. ChbpAcUyHHU KJIANHKU OPOTE3U, H3UCKBALLM AaHTHKOArYJIAHTHO JieueHHe (BXK. Touka 5.1).
4.4 CrhnennaJHHu npeaynpexIeHUs H OPeANAZHN MEPKH NpH ynorpeda

XeMoparu4eH pHcK

JTaburarpaH erekcunar TpabBa aa ce npuiiara ¢ moBUUIEHO BHUMaHHE MIPH ChCTOAHHA € MOBUILEH
PUCK OT KbPBEHE UM NMPH ChITHTCTBALA YROTpeba Ha JEKAPCTBEHU NPOAYKTH, MOBJAUABALLU
XE€MOCTa3aTa Ype3 HHXHOUpaHe Ha TpoMOouuTHATa arperauns. [1o Bpeme Ha TepanusaTa KbpBEHE
MOXE 13 Cce MOosiBK HancsakbAe. [IpU HeouyakBaH crnaa Ha XeMOrnoOuHa /WK XeMaTOKPHTA, HITH cnaj
HA KPbBHOTO HaJIATaHe, TPAOBA /1a Ce M3BBPILIH NPErie/] 32 YCTAHOBABAHE MACTOTO HAa KbPBEHE.

[Ipy BB3pacTHH NMALMEHTH B C/Iy4au HA XKHBOTO3aCTPALUABAILO HAKH HEKOHTPOIUPAHO KbPBEHE, KOraro
¢ HeoOxo0aHMO OBP30 HEYTpaNTU3UpaHe HA AHTHUKOArylaHTHHUA edeKkT Ha aaburarTpaH, MOxXe J1a ce
H3I10/13Ba CNCUUPHYHOTO HEYTPAJIM3UpaLilo CpeicTBO Raapyumn3ymabd. EdukacHocTTa M
Oe30nacHOCTTa HA HaapyLU3yMad He ca YCTAHOBEHH NpPH MEIKATPHUYHH MAUHEHTH,

JaburarpaH Mmoxe na 6bae OTCTPAHEH NOCPEACTBOM XeMoauanu3a. [Ipv Bb3pacTHU NaUHEHTH ca
BL3MOXKHHK JPYTH ONLHMH KAaTO U3MOI3BAHE HA NPACHA LAJA KPbhB WIH MPACHO 3aMpa3cHa Mmna3ma,
KOHLEHTPAT HA KOATYJIALMOHHH (PakTopH (AKTUBUPAH WIH HEAKTUBUPAH), peKOMOUHAHTEH daKkTop
VIla unu TpoMboumnTHA Maca (BxK. CbLLO TO4Ka 4.9).

B KAMHUYHYA U3NUTBAHUA AA0OMIaTpaH €TEKCHWIAT CE CBBP3Ba C MO-BUCOKH HUBA HA MOJIAMO CTOMALLHO-
upesHO (CY) kbpBeHe. [ToBuLLeH puck e HabaoaaBaH NPH NALKMEHTH B CTAPYECKA Bb3PacT

(=75 roguHKU) NpH cxema Ha npunarade 150 mg asa NbuTU AHEBHO. JIpyrH pUCKOBH GaKTopu (BXK.
ChiLo TabJIKMLa 5) BKAKOMBAT €AHOBPEMEHHO JieYeHNE ¢ HHXUOUTOPH Ha TpOMOOLIMTHATA arperauus,
KaTO KJIONMAOTpENn U auerwicanuumiora kucendHa (ACK) win HecTepoUHHM NPOTHUBOBBINATHTETHH
cpeactea (HCIIBC), kakTo u HanuuneTo Ha e30darut, raCTpHT WK ractpoeszodarnaineH pedykc.

Puckosu gpaxmopu

Tabnuua 5 obob1uaea pakTopure, KOUTO MOFAT [a NOBULLIAT XEMOparMiHUA PHUCK.

Tabauua 5: PaKkTopH, KOHTO MOTAT Ja MOBHUIAT XEMOPArH4YHHA PHCK.

PuckoBH (hakTopH

PapMakoJHHAMHUUYHH W KHHETUYHU PAKTOPH Bv3pact =75 ronuHu
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DaxTopH, KOUTO NOBHIIABAT IUIA3MEHHUTE HHBA  |[japHU’
Ha faburarpan . YMepeHo 6L6peuHo yBpexaaHe npy
pb3pacTHH nauMeHTH (30-50 ml/min CrCL)
. Mouwtu P-gp unxuburopn (k. Touku 4.3 1
4.5)
. CBBMECTHO NpuiaraHe Ha ciabu 410 YMEPEHU
P-gp uHxuburtopn (Hanp. aMHOZapOH,
BEparaMut, XHHHAUH H TUKArpesiop; BX.
TO4Ka 4.5)
BTopocTeneHHu:
. Hucku tenecHo terno (<50 kg) npu
Bb3PacCTHH NMAUMEHTH
[DapMaKoIMHAMHYHH B3aHMOACHCTBHUA (BXK. ° ACK W apyry MHXHGUTOPH Ha
TouKa 4.3) TpoMOOUMTHATA arperaums, Karo
KJIONMHA0rPE
. HCIIBC
¢ SSRI nnu SNRI
. Jpyru gexapcTBeHH MPOAYKTH, KOUTO MOrar
[la HapyliaT XxemMocra3sara
3abongpaHus/ NpoucaypH € oco0eH XEMOPAIrHY€CH e Bpoﬂeuu HIH anﬂUGHTH HapylLICHUA Ha
PHCK KoarynauuaTa
. TpombouuTONeHNHs LU PYHKUUOHATHH
TpoMOOUMTHH AedeKTH
. CkopolliHa buorncus, roasmMa TpaBMma
. bakTepuaneH eHaOKapAUT
. Ezodarut, ractput win racrpoesodarmaneH
peduykc

CobluecTByBaT OrpaHHUYCHH JaHHU MPU BB3PACcTHH HauMeHTH <50 kg (Bx. Touka 5.2).

CounbTcTBallaTa ynorpeda Ha nadburatpad erekcunart v P-gp UHXHUOMTOpH HE € NpoyuBaHa Mnpu
NEAHATPUUHK NMAaLMEHTH, HO MOXKE /1a YBEIMUYM PUCKA OT KbpBEHE (BiK. TOUKa 4.5).

lIpeOonasznu Mepxu u 06AACACAHE HA XEMODAZPUYEH DUCK

3a oB/1aasBaHE Ha YCJIOAKHCHHUA C KbPBCHC BHUAKTC CHLIO TOYKA 49,

OL{EHEH HAd COOMHOWIEHUeMo HGﬂRH/pHCF{

HanuuueTto Ha ne3uu, 3abonssaiud, npouenypu wuam ¢papmakonornyto neyeuue (karo HCIIBC,
TpomboUMTHHA anTUarperadty, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEIITHO YBEJIMYABAT PUCKA OT
rojaAMO KbPBEHE, M3UCKBAT BHUMATENHA OLICHKA HA CHOTHOLICHUETO non3a/puck. Jaburarpan
eTeKcWiaTt TpAOBa 1a ce JaBa caMoO aKo [10/13aTa Ha/IBKLLIaBa PUCKA OT KbPBEHE.

Hanu4yHdTEe KTIMHUYHU JaHHU 32 NCANATPHUUHH NTALIMEHTH C PUCKOBK (GAKTOPH, BKIIKOUHTETHO
MALHUEHTH ¢ AKTHBEH MEHHUHIUT, eHuedaut 1 BbTpeuepeneH abcuec (BX. Touka 5.1) ca orpaHuYeHH.
[Tpr TakuBa nauneHTn gaburarpan erekcunar TpAORa Aa Ce JaBa CaMO aKo OuakKBaHaTa MnoJI3a
Ha/BUINAB& PUCKA OT KbPBEHE.

Brumamenno xaunudno Habmooenue

[IpenopbuBa ce BHUMATENHO HAOMIOAEHHUE 34 NPU3HALM HA KbPBEHE WIIKH AHEMUS 11 tzilu ﬂl'lii mpﬂo,u

Ha JIEYEHHE, OCOOEHO aKko PUCKOBUTE paKkTOpH ca koMOMHHpaHH (Bx. Tabnuua 5 n %)1 Tpﬂﬁﬂﬂ,ﬂ& ""
cé BHUMAaBa 0CcODEHO MHOTO, KOraTo naburarpaH eTEKCUNAT C€ Npuiara eIHoBpemek ﬁ ol B‘epa,namun
W e,
NG
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aMHOJapOH, XUHHAWH WIH KIapUTPOMULKH (P-gp mHXUbHUTOPH) M 0coDEHO NMpU NMOsSBa HA KhPBEHE,
Haii-Be4e NMPH MAaLUMEHTH ¢ HaMmaneHa 61Opeuna pyHkms (BxK. Touka 4.5).

[[penopbuBa c€ BHUMATENMHO HAOIIOICHHE 3a IPU3HALM HA KbPBECHE MNPH NALMEHTH, JIEKYBaHH
cerpTeTBaumo ¢ HCTIBC (8. Touka 4.5).

Ilpexvcaane na aeuenuemo ¢ oabueampan emexcuiam

IMauuenture, KOUTO pazeuaT octpa 6bOpeuHa HeaOCTATEUHOCT, TPAOBA Aa NpeyCTaHOBAT NIpHEMa Ha
naburaTpaH €TEKCHIAT (BXK. ChIIO Touka 4.3).

Korarto ce nosBu TEXKKO KbpBEHE, TPAOBA 14 C€ NpexpaTH JISYEHHETO, J1a C€ U3CIIe/IBa MPUYHUHATA 32
KbPBEHETO H MPU BB3PACTHU MALMEHTH MOXKE Aa c€ 0OMUCIM MPUIIOKEHHE Ha CIIeLIM(DHYUHOTO
HeyTpaJiM3vpallo cpeacTro (Maapyuuszymad). E¢ukacHocTra 1 6€30nacHocTTa Ha HAAPYLM3yMad He
ca YCTAHOBEHH [pHU NeAMaTPUYHU naumeHTy. Jlaburarpan Moxe fa 0b4¢e OTCTpaHEH NOCPEACTBOM
XeMOIHA/TH3A.

Vnompeba na unxubumopu na npomonnama nomna

Moxke ga ce 0OOMHUCIH NpriIoKEeHUe Ha HHXHOUTOP Ha npotoHHaTta nomna (MITI) 3a npesenuns va CY
kbpBeHe. [Ipy nearaTpuyHy nauveHTy TpAOBA /1a ¢e CNeABaT MPEeNnopbKUTE, OMMCAHH B KPATKATA
XapaKTEpPUCTHKA HA MPOAYKTA HAa ChOTBETHUS HHXUOMTOP HA MPOTOHHATA MOMIIA.

Jabopamopru Koqzyrayuornu napamempu

BbnpekH 4e TO3M JIEKAPCTBEH INPOAYKT [0 NPHHLNIN HE U3MCKBAa PYTHHHO MOHUTOPHPAHE Ha
aHTUKOArynaiMara, ornpee/isHe Ha CBbp3aHaTa ¢ Jaburarpad aHTvukoarynauus Moxe Ja Obje oT
[0J13a 32 YCTAHOBSIBAHE Ha IPEKOMEPHO BMCOKA EKCMO3IULKEA HA AadburarpaH npH HAJIM4He Ha
OOIB/IHUTETHA PUCKOBH (DaKTOPH.

TpombunoBOoTO Bpeme upes pazpexnane (TBP), ekapunoBoro Bpeme Ha cheupBare (EBC) u
aKTUBHPAHOTO HapuranHo TpoMdomiacTuHoro BpeMe (aPTT) Morar ga npeaocTaBAT rone3Ha
HHbOpMaLIMA, HO pe3yTaTuTe TpabBa Aa ce THJIKYBAT ¢ MOBULLIEHO BHWMAHHE NTOpaau
BapnabWiIHOCTTa MeKAY TecToBeTe (BXK. Touka 5.1),

TecTsT 3a onpenessiHe HA MEXTYHAPOAHOTO HOPMATIM3UPAHO CLOTHOLIeHHE (international normalised
ratio, INR) He e HafexaeH npu nauyueHTH Ha JieyeHre ¢ JaburarpaH €TeKCUIaT U UMa JIOKJIaIBaHH
cnydau ¢ ¢aiiuuBo nonoxkuteano nosvuieHre Ha INR. 3atora INR Tectose He TpaOBa na Obaar
NMPOBEX/IAHH.

Tabnuua 6 nokasea Hal-HUCKUTE NPAroBe Ha KOAryJalHOHHHUTE TECTOBE MPU Bh3PaCTHU MaUMEHTH,
KOWTQ MOraT Aa Ob1aT CBBbpP3aHH C NOBUILICH PHCK OT KbpBeHe . ChOTBETHUTE MParoBe Npu
e JUATPUYHH MALHEHTH He ca U3BECTHH (BK. Touka 5.1).

Tabauua 6: Haéi-HUCKH nparose Ha KOAryJAHOHHHUTE TeCTOBE NPH BL3PACTHH HAUHEHTH,
KOMTO MOraTt ia 0bAaT CRLP3aHH ¢ NOBHIIEH PHCK OT KbpPBeHe.

I ~r -
TecT (Hali-HHCKA CTOMHOCT) [lokazanue

[IbpBUYHA peBEeHUHA HA [TUIIM n IIBT/BE
BTEC npu oproneguyHa

Ik

TBP [ng/mL] >67 >200
EBC [X mbTH Hax ropHara rpaHMua Ha Hama ganuu

Hopmara|]

aPTT [x mbTH HaJ ropHaTa rpaHULIa Ha >1,3

HopMaTa]

INR He Tpabea na ce nposexna

] T
i
YnorpeOa Ha PUOPHHOJIUTUYHY JCKAPCTBEHHU NPOIYKTH 3a JIEYEHHE HA OCThD cheLL

\
\ .
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VnorpebaTa Ha GUOPHUHOIUTHYHH JIEKAPCTBEHH TIPOAYKTH 3a JICYEHUETO HA OCTHP HCXEMHYEH UHCYAT
MOX¢ aa ce 0bcbay, ako ctoiHocTuTe HA TBP, EBC win aP 11 He HanBHwasart ropHaTa rpaHMLa Ha
HopMata {Upper limit of normal, ULN) cnopea MecTHUTE pedEPEHTHH rPaHULIK.

XHUPYPru4HU ONEPALUK M HHTEPBEHUNH

[Ipu nauneHTH, NpUeMaluy JaburaTpaH eTeKCHAaT, KOUTO Ca MOAI0KEHH HA XUpYPrHUHa
HUHTEPBEHLHUA MK KHBA3WBHHU MPOLICAYPH, CLIULECTBYBA PUCK OT KbpBeHE. [10 Ta3u npuunHa
XHPYPrU4HHTE HHTEPBEHLIMM MOTAT Ja HAJIOXKAT BPEMEHHO NPEeKpaTABaHE HA IPUEMAHETO Ha
naburaTpaH €TEKCHIAT.

[TauneHTUTE MOraT Aa NPOABLIKAT NNpUEeMa Ha faburaTpaH eTeKCKiaT, KOTaTo ¢a NoA/I0KEHHU Ha
kapauoBep3uo. JIuncear AaHHU 3a JleyeHueTo ¢ gaburarpau erekcunar 110 mg aBa nbTU JHEBHO MpH
NalMeHTH, KOUTO ¢a NOJIOXKEHN Ha KaTeTbpHa abnauusa Ha NpeachpAHO MbXAEHE (BX. Touka 4.2).

Heobxoanmo € noBULLIEHO BHUMAHUE, KOTaToO JICUEHHETO BPEMEHHO CE NPEKPaTH Nnopasu
HHTCPBEHLHWH U CE MPEenopL4Ba MOHUTOPHpaHe Ha aHTyHKoarysauuarta. [Ipu naumeHTH ¢ 666peuna
HEeNOCTATBYHOCT KIWPBHCHT HA JabHuratpaH MOXe [a NPOABJDKH NO-abaro (Bx. To4ka 5.2). Tosa
TpabBa Ja c¢ R3eMe NPEABHA NPEAN BCAKa npoueaypa. B takuea cnyyau koaryiauHoOHEH TECT (BX.
TO4kH 4.4 u 5.1) MOXKE na NOMOrHE Ja ce onpeJesd JalH BCE OLIEe UMa HapYLUEHHE HAa XeMOCTa3ara.

Cnewnu xupypeuunu onepayuu wid HeOMAOICHYU RPOYEOYpU

[TpeMbT Ha gaburarpad etexcwnar Tpadea ga 6bae BpeMEHHO Npekpared. Ako € Heobxoaumo 6Bp3o
HEYTPATM3MpPaHe HAa AHTUKOAryJIaHTHUA edeKT, MOXKE [a C€ H3MNOI3Ra CMEUHPHUHOTO
HEYTPATH3Upalllo CPEACTBO Ha Aaburarpan (Maapyuu3ymald) 3a Bb3pacTHd nauveHt. EQukacHocTTa
n 6e30MacHOCTTa Ha HaapyUH3yMab He ca yCTAaHOBEHH MPH feAHaTpHUYHK nauneHTy. JaburarTpan
MOXe J1a ObJIe OTCTPaHEH MOCPEACTBOM XEMOIHANK3a.

[Ipu npeycTaHOBABaHE HA TEpAlKATa ¢ JA0OUraTPpaH MAUUEHTHTE ¢a U3NTOKEHH Ha TPOMOOTHUEH PUCK,
CBbP3aH ¢ OCHOBHOTO UM 3abonsaBaHe. JleyeHnero ¢ naburatpad erekcunar Moxe aa ce Bb30OHOBH
24 yaca cnea NpUIIoKEHHE Ha naapyuu3yMab, ako nauMeHTbT € KITMHHYHO CTADWIEH Y € NTOCTUrHaTa
aJleKBaTHA XeMOCTa3a.

XHQEPE‘HHHH UHEPHHHH/HHMEPGEHHHH HA HU@GCH?EH CHBLCIMOAHUR

[lpreMsT Ha naburarpan eTekcwiaT TpaOBa BPEMEHHO 1a c€ npekpatu. [1o Bb3MOKHOCT,
XKpYpruyHara onepauus/MHTepscHUns TpaOBa Ja ce OTN0XKH 40 U3MUHABAHETO HA Hal-Manko 12 yaca
cAea mpMeMa Ha NnocieaHaTa J032. AKO XHPYPrydvHaTa ornepaims HE MOXKe ia C€ OTJIOXKH, ChbLUECTBYBa
MOBHUIUEH PUCK OT KbpBeHE. T03u pUCK TPAOBa Ja c€ OUEHH CNPsMO CMEWHOCTTA HA UHTEPBEHLIAATA.

Ilnanosa xupypsuina onepayus

[Ipy BB3IMOXKHOCT, NpHUEeMbT Ha gaburarpax erekcunar TpadBa fa ce npekparu Hai-manko 24 4aca
npeau M3BbPILIBAHETO HAa HHBA3MBHA WIH XHpYpru4Ha npoueaypa. [Ipekparssane nprema Ha
naburarpaH eTekcwiar 2-4 AHM Npean XHpYpruyuHa ornepauus TpabBa Ja ce uMa rnpeasua npu
MALMEHTH C MOBUILIEH PUCK OT KLPBEHE WK B C/Iy4ad Ha rongMa ofnepawUu s, Npy KOATO MOXKE [a €
HeocOX0/AUMA MBIHA XEMOCTA3a.

Tabnuua 7 06061L1aBa NpaBUnaTa 3a NPEeKpaTABaHE HA [IpUeMa NpeaAyu HHBA3UBHU WJIM XUPYPrHYHH
NPOLEAYPH NPH Bb3PACTHH MALUECHTH.

Tabauna 7: [lpaBhia 3a npekpaTaiBane HA IpHeMa NpPeIH HHBAZHBHHA HJIN XHPY
NpoleAypH NPH BL3PACTHH NANHEHTH

buOpeuHa [TpubnuzutencH lpueMbT HA gaburarpaH eTekcuiaar Tpadbsa na ce
GyHKUUA MOJIYXUBOT [JIAHOBA XUPYPrU4Ha onepaiLus
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(CrCL in (4acoere) BHCOK DHCK OT KbpBeHe WIH  [CTAHAAPTEH PHCK

ml/min) roJisMa XHpypruiHa onepaums

>80 ~ 13 2 JHW NPEABAPHTEITHO 24 yaca npeaBapHTENHO

>5()-<80 ~ 135 2-3 IHHM NpeIBAPHTEHO 1-2 yaca npeasapuTeIHO

>30-<50 ~ 18 4 AHKU npeaBapUTEIHO 2-3 vaca npeaBapuTenHo (>48 yaca)

[lpapniara 3a npekpaTaBaHe Ha NPHUEMA P HHBA3UBHH WJIH XHPYPrHYHH MPOLENYPH IpH
neJHaTPUUYHU NAUMEHTH ca 00001LeHHu B Tabnuua 8.

Tabanua 8: Ilpasitiia 3a npekparsiBaHe HA NpHEMA NpeJH HHBAZKBHH HJIH XHPYPrHYHH
NpPOUEAYPH NPH NEAHATPUYHH NALHEHTH

bropeuna pynkuus (MClI'd 8 CnupaHe Ha gaburatpaH npeay r1aHoBa XUpyprudHa
ml/min/1,73 m?) onepauus

>80 24 4aca npeaBapUTENHO

50-80 2 JTHY MpEABAPUTEITHO

<50 Te3u naureHTH HE ca Npoy4BaHM (BXK. Touka 4.3).

Cnunanng anecme3us/enudyparHa anecme3us/iymbaina NYHKYus

[Tpoueaypm KaTo CMHaNHa aHECTE3NA H3UCKBAT MBJIHOLEHHA XEMOCTATHYHA QYHKLIUA.

PHCKBT OT CIIMHAMIEH WM EMUAYPAJCH XEMATOM MOXKE /1a CE MOBHLIM [IPU C1YYaH HA TPABMATHUYHU
WKW MHOTOKPaTHH MYHKLKY ¥ TIPH MPOAB/DKUMTENHA ynoTpeba Ha enuaypainu kareTpd. Cnea
OTCTPAaHsABaHE Ha KaTeThp TpAOBaA 1a MUHAT Hal-Mako 2 yaca Nnpeav NPUIOKEHUETO Ha TbpBaTa 1034
JadburarpaH €TeKCcUaaT. Te3u NalMeHTH U3UCKBAT YECTO HADIKOAEHHE 32 HEBPOJIOrMYHM NPU3HALM U
CUMITTOMH Ha CMUHAJIEH WIH €NUIYPAJIEH XEMATOM.

[locmonepamuena ¢paza

Cnen wHBa3MBHaTa MpoLEAYPa WIK XUPYPru4HaTa HHTEPBEHIINA JICUEHHUETO C 1a0UraTpaH €TeKCWIar
TpsabBa Aa ¢e NOJAHOBK/3aMOUHE Bh3MONCHO HAH-CKOPO, NPHU YCIIOBUE Ue KNUHUYHATA CHTYalUS
MO3BOJIABA M UMA AJICKBATHA XEMOCTa3a.

HBUﬁKOﬂHMD € NNOBHLICHO BHHMAHHEC MPH IMTAUHCHTH C PUCK OT KbpBCHE HJIHM MAUHCHTH € PHCK OT

CBPBXEKCMO3ULIMA, OCODEHO NaLMEHTH ¢ HamaneHa ObOpeuna pyHkuuns (Bx. cblo Tabnuua ) (BK.
TOUKHU 4.4 1 5.1).

[TalMeHTH ¢ BUCOK ONEPATUBEH PUCK OT CMBPTHOCT U ¢ BbTPELIIHH PUCKOBU (PAKTOPH 3a
TpomBoembonnuHu CHOUTHS

CbulecTBYBAT OrpaHUUYEHH JaHHU 3a €PUKACHOCTTA K Oe30nacHOCTTa HA faburaTpaH eTeKCUaT npu
TE3U MaUMEHTH W Nopaau ToBa Te TpAORa Ja OLJaT IeKyBaHU € MOBHINEHO BHUHMAHHUE.

Onepauua npy ¢pakTypa Ha LWKMHAKATA HAa BepeHaTa KOCT
Hsama nanHu 3a ynorpebara Ha gaburarpaH €TeKCHIAT NP NaLHEHTH, NOAI0KEHH Ha ONepaLins npy
¢pakTypa Ha WHiikaTa Ha OepeHara KocT.

CJ'IE,IIDHEITEHH'D JICHEHHUCTO HE CE€ IPCITOPDbYBA.

HepHoapobHo yBpexaane

S

[TaumeHTH ¢ noBuieHy YepHOoAPOOHH eH3uMHM >2 ULN ca U3KJIIOUEHU OT OCHOBHUTE :g[& uﬁ?‘,‘.&*\\\{? .,
Hama HaiM4eH TepaneBTHUEH OMMT 32 Ta3u CyOnonyaaluus oT MalMeHTH W Cle10BaT ﬁb pﬁ‘“;:a:}u“-'- o 1. 1:5;. \
nonyJjauus ynotpedara Ha naburarpaH eTeKCWwiar He ce rnpenopbusa. YepHoapobHo e‘maﬁe mm |

yepHOAPOOHO 3a00IABAHE, 32 KOETO CE€ OYaKBA a HMA OTPAXKEHHE BbPXY NPEKHUBAC LIS
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[POTHUBOIOKAa3aHo (Bx. TO4Ka 4.3).

BzaumMoaehcTeue ¢ P-gp HHAYKTOPU

ChIOBTCTBALIOTO [PHIIOKEHME HA P-gp MHAYKTOPM Ce OYaKRa J1a MOHWXKH M1a3MEHUTE KOHLUECHTPALUH
Ha gabvraTpaH U TpaOBa Ja ce U3dArBa (BxK. TOUKHA 4.5 1 5.2).

MaureHT ¢ aHTHDOCGHOIUNTHACH CHHAPOM

HAupekTHo ae#icTBamin nepopanHu antukoarynauty (JJAIIOAK), Bxmounrenno gaburarpan
ETEKCHJIAT, HE ¢E€ NPETOpHYBAT MPH NaUKUEHTH ¢ aHaAMHe3a 3a TpoMDO03a, KOMTO ca JHarHOCTHIUPAHH C
aHTH(ochonunuaeH cHHAPOM. [lo-cneunanHo nNpu TPOMHOMOZUTHBHH NALMEHTH (32 JIYIYCEH
aHTUKOAryJaHT, aHTHKAPAHONUIIMHOBH AHTHUTE/IA K aHTHTENa cpewty Oeta-2-ramkonpoteun [),
neuenHueto ¢ JUIITOAK Moxe ga 6b4€ cabp3aHO ¢ NOBULUEHA YECTOTA HA NOBTAPALLM CE
TpoMOOTHYHH CHOUTHA B CPaBHEHHKE C TEpaNUATA C AHTATOHUCT HA BUTaAaMHUH K.

HUudapkT Ha Muokapaa (MM)

B npoyuBanero RE-LY d¢aza III (ITUI'IM, Bxk. Touxa 5.1) obwara yecrora Ha KM ¢ 0,82, 0,81 n
0,64% / roguMHa cLOTBETHO 3a Aaburarpan erekcunar 110 mg asa nuTH AHEBHO, AaburaTpaH
eTekcunar 150 mg ABa MbTH AHEBHO M BapdaprH — yBeJIHUECHHUE B OTHOCHTENIHMA PUCK 3a Jaburarpad
oT 29% u 27% B cpaBHeHHe ¢ BapdapyH. HezaBUCHMO OT jieueHHETO, HaN-BHCOKHUAT abCOIIOTEeH PHUCK
ot UM ce HabarogaBa B cneaHUTE NOATPYIH, ¢ NOA00EH OTHOCHUTEACH PHCK: HALUMEHTH C MTPpeAULICH
UM, naumenTu >65 roanuu ¢ anaber uan KopoHapHa apTepuanta 60/ecT, NalueHTH € JICBOKaAMEpPHA
¢pakums Ha u3TnackBaHe <40% u nauueHTH ¢ ymMepena 6u0peuna gucdyHkums. B qonuiHeHue r1o-
puck oT UM ce Habnioaasa npu nauMeHTy, npueMauy coibTeTBamo ACK nmoc knonuaorpen wim
KNOMUAOTPEN CaMOCTOATENHO.

B TpuTe akTHBHO KOHTpoaUpaHu npoyuBaHus ¢aza [II 3a [IBT/BE ce cbobiasa no-Bucoka yectora
Ha ciyuad Ha UM npu naumMeHTUTe, NpUeMally 1abMratpaH eTeKCWIaT, B CpaBHEHHE C TE3H,
npuemauid sapdapun: 0,4% cnpamo 0,2% B kpatkocpounnTe npoyyusaHus RE-COVER u RE-
COVER II u 0,8% cnpsamo 0,1% B apnrocpounoro uznuteane RE-MEDY. Yeenuuenuero e
CTATUCTH4ECKH 3HAYUMO B TOBa npoyuyrane (p=0,022).

B npoyuBaHeTto RE-SONATE, koeto cpaBHsBa naburarpad etekcanar ¢ riaunedo, yectorara Ha UM e
0,1% npu nauueHTHTE, NpHEeMally gadbvratpad erekcunar, M 0,2% npu nauneHTrTe Ha ruianedo.

[lauueHTH ¢ aKkTUBHO oHKonoru4Ho 3abonsasaue (J/IBT/BE, BTEC nipu neaMaTpuvHu nalpmeHT!)

He ca yctaHoBeHH edukacHOCTTa U B€30MaCHOCTTA NPY NALMEHTH, CTpaJalllk OT aKTUBHO
oHkoJoruuHo 3abonasaxe U JIBT/BE. Mma orpannvenn aanHuM 3a egukacHocTTa U He3onacHocTTa
Mpy NeAUATPUYHH MaLMEHTH C aKTUBHO OHKOJIOTMYHO 3ab0/aBaHe.

[leauaTpryHa nonynauus

[lpy HAKOM MeJHATPHUYHH MALUMEHTH CbC CTPOro crneurduryHy 3abonsBaHus, Hap. MauUeHTyH ¢ 6oecT
Ha TBHKUTE Y€pBa, [PU KOUTO MOXKeE Ja € 3acerHara abcopbuusra, tpabBa aa ce obmMuciu
M3NOM3BAHETO HA AHTUKOATYJIAHT, KOUTO €€ nmpunara rnapeHTepaiHo.

4.5 BlaumoaeHcTBHE C APYIH JEKAPCTBEHH NIPOAYKTH H APYrd ¢opMH HA B3aUMOAEHCTBHE

B3auMO/I€NCTBUSA ¢ TPAHCNIOPTEPH

Jlaburarpau erekcunar e cybcrpar 3a epnykcHus tpancnoprep P-gp. CohbTeTBaLy
Ha P-gp uuxubutopu (Bx. Tabnuua 9) ce ouakea ga AOBEA€ A0 NOBHILIEHH HUBA HA
KOHLIEHTpauMa Ha aaburarpaH.

AKO HE € NPERNUCAHO APYIo, € HEOOXOAUMO BHUMATENHO KIIMHUYHO HADAKOICHUE
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MPHM3HALIM HA KbPBEHE WIH aHEMUS), KOraTo naburatpan ce npuiara eAHOBPEMEHHO ¢ MOLIHH P-gp
nuxubuTopu. Moxe na ca HeoOX0aAMMH HaManABaHMA Ha A03aTa B KOMOWHaLMA ¢ Hakou P-gp
uuxuouTopm (Bk. Touxu 4.2,4.3, 4.4 u 5.1).

Tabanrua 9: B3anmMoaeHcTBHR ¢ TPaHCIIOPTEPH

P-gp urixubumopu

Cwnvmemeawu ynompeba e npomusonokazana (8. mouka 4.3)

Ketokornazon  |[KerokoHazoun nosuiasa TOTAMHHTE AUCo.« # Crax CTOMHHOCTH Ha aaburaTpan
choTBeTHO 2,38 nibTH M 2,35 mbTH cnea eAuHUYHA nepopanHa ao3a 400 mg u
icboTBETHO 2,53 mbTH K 2,49 NbTH Cel MBOIOKPAaTHO HEPOPAHO MPUIOKEHHUE HA
400 mg KeTOKOHA30J1 BEAHDbK JHEBHO.

JlpoHenapou [Ipy eAHOBPEMEHHO MPUAMKEHHUE HA 1aOUraTPaH €TEKCUIAT ¥ ApoHEeNapPOH TOTAIHHTE
AUCq.0 M Cppax CTOHHOCTH Ha naburaTpaH ce yBelr4aBaT ¢bOTBETHO OK0OJIO 2,4 NbTHU U
2,3 bTH c1en MHOTOKPaTHO npunokeHue Ha 400 mg aopoHeZapoH J1Ba MbTH ZHEBHO U
CBOTBETHO OkoNno 2,1nbTh M 1,9 nbTH cnen eannnydHa gosa 400 mg.

Mrpakonason, |Bb3 0cHOBa Ha pe3yaTATHTE in Vilro MOXE Ja c€ O4akBa MOACOEH eeKT, KAKTo C

LMKJIOCHOPHH  |[KETOKOHA3O0JLI.

'nekanpesup/ |CobibTeTBallaTa ynotpeda Ha gaburarpaH erekcunart ¢ koMOMHaUUATa C GUKCHPAHH

nUOpeHTacBUp [103M Ha P-gp HHXHOUTOpHUTE riickanpesup/NHOPEHTACBHp NTOKAa3Ba YBEIHYaBaHE Ha

EKCNO3MUMATA HA abHUraTpaH U MOXE [1a MOBHUIUM PHCKA OT KbPBEHE.

ICvnvmemeawjama ynompe0a e ce npenopsieda

Takponumyc

In vitro e yCTaHOBEHO, Y€ CTENEHTA HA HHXHOTOPHUA €PEKT Ha TAKPOJIMMYC BLpXy Pgp
e nogobHa Ha Ta3u, HabMoaaBaHa NPU UTPAKOHA30.1 M LMKIOCITOPHH.
EnHOBpeMEHHOTO NpUIOKEHUE Ha JabUraTpaH €TEKCHIAT C TAKPOAUMYC HE €
POY4EHO KIMHUYHO. BbIipeku ToBa, OrpaHUUYEHUTE KIMHWYHU JaHHH OT Apyru P-gp

B CPaBHEHHE C HabJII04aBAHOTO TIPHU CHIIHH P-gp HHXHﬁHTDPH.

cyOcTpaTu (eBeposMMYycC) npearionarar no-cinado vHxuOupaHe Ha P-gp ot Takponumyc,

Heobxo0umo e nosuweno enumantie npu cbnbmemsawia ynompeoa (soic. mouxu 4.2 u 4.4)

Bepanamun

Koraro naburarpan erekcunar (150 mg) ce npunara e1HOBpEMEHHO € nepopaieH
sepanaMul, Cuax 1 AUC Ha paburarpan ce yBenu4aBar, HO CTElleHTa Ha Ta3u MPOMsHa
€ pa3l/IMvHa B 3aBHCHMOCT OT BPEMETO Ha NMpHeMaHe H opmara Ha sepanaMni (Bx.

TOUYKHU 4.2 n 4.4).

Hafii-ronaMoTo noBHILIABAHE HA €KCMO3ULIMATA HA AaburaTpaH ce Habmoaasa npu
TLpBATa J03a Ha BepanaMui ¢ HezabaBHO OCBODOXK1aBaHeE, FIPUETA €/IMH Yac Npeau
npvemMa Ha gaburatpaH eTekcunar (yreanuaBaHe Ha Cpax 0kON0 2,8 ibTH M Ha AUC
lokono 2,5 nbTH). EQekThT nporpecBHO HaMansBa NMpH NPUIOKEHNUE HA Gopmara ¢
yObJKeHO ocBoOOKAaBaHe (yBenuuaBaHe Ha Chnax 0x0s10 1,901 M Ha AUC okoito
1,7 NbTH) U1K NPHU NPUNOKEHUE HA MHOTOKPATHM 03 BepariaMun (yBejd4yaBaHe Ha
ICmax oko10 1,6 nbTi ¥ HA AUC okono 1,5 nbTH).

ciien gaburarpaH erekcunar (ypenuyasaHe Ha Chax 0k010 1,1 nbTH M Ha A WH
1.2 nuTH). Tosa ce o0scHABA ¢ NIHATa abcopbumsa Ha paburarpad clies
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AMHORapoH Koraro pabuvrarpaH eTekcwiaT ¢ npiiara €1HOBPEMEHHO C €AMHUYHA NepopaliHa
imo3a 600 mg aMHOIapoOH, CTENCHTA W CKOpOCTTa Ha abcopOuns Ha aMHOAAPOH U Ha

akTUBHUA MY MeTaboauT DEA no cbiuecTBo He ce npoMeHaT. AUC U Crpax Ha
\lnaburaTpaH HapacTBaT CbOTBETHO OKO0/10 1,6 nbTH 1 1,5 nuTH. [Topaan abarus
[OJTY>KUBOT HA aMHUOJAPOH Bb3MOXXHOCTTA 32 B3AMMOACHCTBHE MOXKE 1A ChLUIECTBYBA
ICEAMMLIM CEA MPEKPATABAHE HA JIEYEHHUETO ¢ aMKBOAApOH (BXK. TOUKH 4.2 n 4.4).
XWHUAUH XHAHUAMH e npunarad kato go3a ot 200 mg Ha Bceku 2 yaca 1o obuwa goza 1 000 mg.
JlaburarpaH erekcunar € npunaraH ABa MbTH AHEBHO B NPOAL/DKEHHE Ha 3
MOCJEAORATENHNA NHHU, CbC UNH Oe3 XMHUAUH Ha TpeTua JeH. AUCT,ss U Crax,ss Ha
\inaburatpaH ce yreaMuaBart cpeaHo croTseTHO 1,53 et v 1,56 nbTH Npu
ICBOBTCTBALLO NPUIOKEeHHe HA XHHUAUH (Bx. Touku 4.2 1 4.4).

Knapurpomuuud [Koraro knapurpomuunt (500 mg nBa nbTi JHEBHO) Ce Npuilara 3aeHo ¢ qaburarpaH
leTeKCHIIaT nNpH 3apasu nobpooinity, ce Habmogasa nopuisapaHe Ha AUC oxono

1,19 nbTH ¥ Ha Cmax oxono 1,15 nbTH.

Tukarpenop Koraro equnH4Ha a03a OoT 75 mg naburarpaH €TeKCUAaT ¢e npuiara € JHOBPEMEHHO C
HaToBapsata no3a ot 180 mg tukarpenop, AUC u Cmax Ha naburartpan ce
MOBHILABAT CHOTBETHO 1,73 nbTH 1 1,95 nbTH. Ciea MHOMOKpaTHU 1034 Ha
Tukarpenop 90 mg aBa MbTH AHEBHO, YBEAUYABAHETO HA €KCIO3ULIMATA HA AJaburarTpaH
e 1,56 nbTH 1 1,46 nbTH, cHOTBETHO 38 Chax 1 AUC.

CbnbTCTBALLO NPHN0KEHHE HA HATOBapBala 103a Tukarpesnop 180 mg n paburarpan
erekcwiar 110 mg (8 craunoHapHo cwcTtosHHe) noBuiaBa AUCT s 1 Cpax,ss HA
jjaburarpan cboTBeTHO 1,49 mbTH ¥ 1,65 NbTH B cpaBHEHHUE C JaDUraTpaH eTeKCUAAT,
npunaraH camoctoaTeaHo. Korato Harosapgraiua 403a ot 180 mg THkarpenop ce nasa
2 yaca cnea npuem Ha 110 mg gaburarpan erekcuiar (B CTaLlHOHAPHO CLCTOSIHUE),
nosuaBaHeTo HAa AUCT, s M Crax,ss Ha Jaburarpan namansasa cboTBETHO 1,27 1hbTH M
1,23 nbTH B CpaBHEHUE C gaburaTpaH €TEKCUAAT, [pUiarad CaMOCTOATENHO. TakbB
HE3aCTBbNBALL CE [IPHEM CE€ NPENopbYBa MPH 3alI0YBAaHE HA THKArpeJiop ¢ HaToBapBalla

J1034.

I(CbIbTCTRAWOTO NpUIIOKEHHE HA 90 mg THKarpesiop JBa [MbTH AHEBHO (noAaAbpKalila
ino3a) ¥ 110 mg naburarpad erexkcunar nosvwasa KopurupaHwre AUCT, s M Cmax,ss HA
nadurarpat 1,26 nbT M 1,29 nbTi B cpaBHEHUE ¢ qaburarpai eTeKCUAAT, npUlaraH

CAMOCTOSATEHO.
[Tozakona3on [lo3akoHa30n ¢HO HHXHOUpaA B HAKAKBa cTeneH P-gp, HO TOBA HE € MPOyH4EeHO
KAMHUYHO. EAHOBPEMEHHOTO NMPUNOXKEHUE HA naburarpaH eTeKCH/IaT ¢ No3aKkoHAa301

Hajiara BHUMATCITHO MNMPpOCIICHABAHE.

P-gp unoyxmopu

Cwnuvmcemeawgama ynompeba mpabea oa ce uzbazea.

Hanp. CBHbTCTBAULOTO NMPHUIOKEHUE CE O4aKBa A0 MOHHXKABAHE HA KOHUSHTPALMATA HA
puGamMIuLMH,  |naGuraTpaH.

HKBAT KAHTapUOH
(Hypericum [lpemenukauuaTa c U3caeaBaHUs HHAYKTOp prudaminuurH npu no3a 600 mg seaHbx

perforatum), IMHEBHO 3a 7 JHH MOHMWKaBa o0llaTa NMUMKOBA KOHUEHTpallMA Ha 1aburaTpaH U obliara
kapbaMaserMH  |excro3uiLUs CbC ChOTBETHO 65,5% U 67%. UHAYUMpPAWHAT edeKT € MOHHIKEH, KOETO
WIH QEHHTOMH  BoaM 10 HMBO Ha EKCAO3ULMA Ha naburaTpaH, 61uM3Ko 10 pedepeHTHATA CTOHHOCT 10
leH 7 cnea cnupaHe Ha eueHUeTo ¢ pudamnuuuH. He e Habmogapato no-H
NOBUUICHUE HA DMOHANUUHOCTTA Cejl oule 7 AHMU.

[Ipomeasznu unxubumopu, kamo pumoHasup
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Cvhnvmemsawa ynompeba He ce npenopubusa

Hanp. puroHasup; | € nosnuasar P-gp (kakTo kato MHXUOUTOD, Taka U Kato HHAYKTOp). Te He ca Ounu

MY C ApYyrH CTCKCHWIIAT.
[IPOTCA3HH
HHXUOHUTODPH

H KOMOMHAUMUTEIPOYUYBAHH, NOpa/IH KOCTO HE CC NMpENOPHUYBAT 34 CHNOLTCTBALILIO JCYCHHE C ﬂﬂﬁHFanaH

-gp cybempam

JIMrokcuH B npoyuBaHe, nposeaeHo ¢ 24 3apasu 100pOROALIM, NPH €THOBPEMEHHOTO
NPpUACKEHUE Ha naburaTpaH eTeKCHMNaT H AUMOKCKH He ¢a HabmoaBaHH MPOMEHH B
CKCTMIO3ULIMATA HA TUTOKCHH M KJIMHUYHO 3HAaYUMH TIPOMEHH B EKCITO3ULIMATA HA
faburaTpaH.

AHTHKBHI‘}*’HHHTH H JICKAPCTBCHH NPOAYKTH CPpCILY TEOMﬁOHHTHﬂ arperaums

JIMncBa ©au CHILIECTBYBA CAMO ONPaHHYEH OMHT CbC CICAHUTE JIEUEHUA, KOUTO MOTaT Aa MOBUILIAT
PHCKA OT KbPBEHE, KOIaTo €€ NMPUJIAraT ChIbTCTBALO ¢ AadMraTpaH €TeKCHIIAT: AHTUKOArYJIaHTH,
kaTo HedpakuuoHupaH xenapuH (HDX), vuckomonekynuu xenapuny (HMX) u xenapuHoBu

MpoU3BOAHHM ((POHAANIAPDHMHYKC, AE3UPYAUH), TPOMOOJIMTHUYHH JIEKAPCTBEHH MPOAYKTH U aHTArOHHUCTH

Ha BUTaMHH K, puBapokcabaH UM pyru aHTHKOAry/JaHTH 3a NEPOpaHO NPUAOKEHUE (BXK. TOoUKa
4.3), unv NeKapcTBEHH NMPOAYKTH cpeuly TpoMOouuTHa arperaums, karo GPIIb/IIIa peuentopuu
AHTArOHUCTH, TUKJOMUAUH, Npacyrpell, TUKArpeaop, ACKCTPaH U CYIPHHNUPA3OH (BXK. TouKa 4.4).

Ot naHHuTe, cbOpaHn no BpeMe Ha daza lll npoyusane RE-LY (Bx. Touka 5.1), ¢ Habno1aBaHo, ue
CBITbTCTBALLATA YNIOTpeda Ha APYTH NEPOPAHU Wil NapEeHTEPaTHH aHTHKOAr YIaHTH NOBUILIABA
4eCTOTATa HAa IrOASMO KbPBEHE NPUOIH3HTENHO 2,5 NBTH, KaKTO NpH AaburaTpaH €TeKCHar, Taka u

npy BapcapHH, rMaBHO B CUTYALMH, CBbP3aHH C peMHHAaBaHe OT €AMHUA AHTHUKOArylaHT KbM ApYrys

(Bxk. Touka 4.3). OcBeH TOBa, CHIBLTCTBALLATA yrIOoTpeOa Ha aHTUTpoMOOTHUHM cpeacTBa, ACK wiu
KIonuaorpen NpubIU3MTENHO YABOABA YECTOTATA HA rOJAMO KbpREHE, KaKTO MpH jgaburarpaH
eTeKCHWIAT, Taka U 1npu BapdapuH (Bx. Touka 4.4).

HDOX mMoxe fa ce npunara apu JA03M, HeoOX0AMMU 3a NMOAABPKAHE HA NPOXOAMMOCTTA HA LUSHTPAJICH

BEHO3EH WJIM APTEPHAJIEH KATEThP WIH 10 BpEME Ha KaTeThpHa abauns npy npeacbpaAHO MBKIAEHE
(BXK. To4ka 4.3).

Ta6auna 10: BzaumMoaecTBHA ¢ AaHTHKOATYJIAHTH H JIEKAPCTBEHH NMPOJYKTH Cpeiy
TpoMOOUHTHA arperauus

HCIIBC [Ipunaranute 3a kparkocpouda akanresuss HCIIBC ne ce cBbp3Bar ¢ NOBUIUEH PUCK OT
KLPBEHE, KOraTo C€ NpujaraT CbbTCTBALLO ¢ gaburatpan erekcunar. [1pu
npoab/kuTeNiHa ynotpeda B npoyusaneto RE-LY HCIIBC yesennuaBat pucka ot
KbpBeHe ¢ OK010 50%, KakTo npu aaburaTpaH eTeKCHIaT, Taka U NpH BapdapHH.

Knonuaorpen|[Ipu maaau 3apasu A06pOBOILHM OT MBKKH [10]1 ChITLTCTBALLIOTO NPHIIOKEHHE Ha
HabHraTpaH ETEKCHIIAT M KIOMTMIOrPeN HE € JOBENO 0 AOBIHHTENHO YABKABAHE Ha
BPEMETO Ha KaNWJIAPHO KbPBEHE B CPABHEHHE C MOHOTEpanus ¢ Kionuaorpen. OcBeH

MHXHWOMUpaHeTo Ha TPOMOOLIUTHATA arperalusa KaTo u3sMepuTes Ha eexkTa Ha
KIOMUAOTPEN, MO ChIIECTBO OCTABAT HEMPOMEHEHU NPH CpaBHsIBaHe HA KOMO
JICYECHHE U CLOTBETHUTE MOHOTEpanuu. [1pu HaTtosapraiua no3a 300 mg wi
itonuaorpen, AUCT,ss U Crmax,ss H2 AadUraTpaH ce NOBKIIABAT ¢ 0K0J10 30
TOuKa 4.4).
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ACK EnHoBpemenHoTo npuioxenne Ha ACK u 150 mg naburarpan erekcunar asa ImbTH
JTHEBHO MOXE [a NOBULIY PUCKA OT BCAKAKBO KbpBeHe 0T 12% a0 18% u 24% cborBeTHO
npu 1034 81 mg 1 325 mg ACK (BXk. Touka 4.4).

Huckomone- [ConbTcTBatnara ynorpeda Ha HUCKoMoneKkyiaHu xenapuun (HMX), kaTo eHokcanapui n

KYJ/THH naburarpad eTeKcunar, He € cneuranHo npoyusana. Cnen ripeMHMHaBaHE OT 3-AHEBHO

XernapyuHU  [ie4eHHe ¢ eHoKcanapui 40 mg s.C. BeAHbX AHEBHO, 24 yaca cie/ MocneaHaTa 4032

(HMX) €HOKCAIIApHH, EKCMO3WUMATA Ha JaburaTpaH € OMna MaTKO NO-HHUCKA, OTKOJIKOTO Ta3H,

HENMOCPEACTBEHO CIIEA MPUIOKEHHETO caMo Ha aaburartpaH eTeKCWIaT (€AMHHYHA 032
220 mg). HabaronaeaHa e no-Bucoka anTu-FXa/Flla aktHBHOCT clie npuiioxkeHue Ha
naburaTpaH €TEKCHIAT ¢ NMPEABAPUTETHO NCYECHHE C €HOKCANapyH B CPaBHEHHE C
neveHreTo camo ¢ gaburarpaHd erekcunar. CuuTa ce, 4e TOBa ¢e AL/DKH Ha
MPOAb/HKUTENHOCTTA Ha eheKTa Ha €eHOKCAMApHH clie]l JeueHHeTo (carry-over edekT) U
CNIEe0BATENHO HE € KIIMHAYHO 3HauYrMo. OCTaHAIMTE PE3YITATH OT aHTUKOAryJ1alMOHHU
M3CJICABAHH, CRBP3aHU ¢ 1abUraTpaH, HE ca MPOMEHEHH 3HAUYUMO OT JICYUEHHUETO C

CHOKCAIIdAPHH.

Apyru B3aUMOJEUCTBUSA

Tabanua 11: Apyrn B3aumoaeiicTBun

Cenexmustu unxubumopu na obpamuomo 3axeawane Ha cepomonura (SSRI) uwru cenrexmusnu

unxubumopu Ha ebpamuomo 3axeauiane Ha cepomonung u nopenunedpuna (SNRIs)

SSRI, SNRI

SSRI u SNRI noBumiaBat pucka OT KbpBEHE BbB BCHUKH IPYITH HA JIEUEHHE B
npoyusaHeTo RE-LY

Bewecmea, koumo nosiauasam cmomauwinomo pH

[laHTOnpason

[lpu e THOBPEMEHHO MPUIOKEHHE HA 1a0UraTpaH €TEKCUIAT U NAHTOMNPA3o ce
Habatoaaea npudnusurenno 30% unamanenue Ha AUC Ha paburarpan. [ladronpazon u
pyru uHxuburopu Ha nporonHara nomna (MUIIT) ca npunaraiu eqHOBpEMEHHO ¢
1abMraTpaH €TEKCUNaT B KJIMHUYHH NpOoy4uBaHUA M cbITbTCTBaULOTO neuerue ¢ UK He
M3rJIexX/1a 1a HaManaBa eukacHoctra Ha Tesekcep.

PanuTunuu

[lpnnoxeHHeTO Ha PAHUTHAMH 3a€AHO ¢ Ja0UraTpaH €TEKCHNAT HE OKA3Ba KIKHUYHO
3HauYuM € EKT BhpXY CTENeHTa Ha abcopOung Ha nadburatpat.

B3anMoaeidcTBUg, CBbp3aHu ¢ MeTabonuTHus npodun Ha Aaburarpad eTrekcunar u gaburarpaH

JlaburaTtpaH etekcwiar v naburarpaH He ce Metabonuidpar ot cucteMara Ha uuMtoxpoM P450 u
HAMAT in vitro epeKTH BLPXY YoBelWKHTe LHToXpoM P450 enzumu. CirenosarenHo, ¢ gaburatpaH He
Ce OYAKBAT CBBP33HH JICKAPCTBEHH B3aUMOICHCTBHA.

[leamaTpuyHa nonynauus

l'lpqusaﬂnﬂ'ra 3a B3aUMOACUCTBHA Ca NPOBCKAAHH CaMO I1DKH Bb3PDACTHH

4.6 PepTHAHTET, OPEMEHHOCT H KbpMeHe

AKeHH ¢ IETEpOAEH NOTEHIHAN

JKeHu ¢ eTepodeH noTeHuyan TpsaOBa 1a u3dbarasat OpeMeHHOCT NO BpeMe Ha aeueHue ¢ Tenekcep.

bpeMeHHOCT

MUma orpanndeHun nganHy ot ynorpedara Ha JabMraTpaH eTeKCHUIaT NpH OpEMEHHM HEHMU.

[IpoyuBaHHMATa NPH KUBOTHU NOKA3BAT PENPOAYKTHUBHAE TOKCHUHMHOCT (BX. TO4Ka 5.3). [loTe
PHUCK NPHY XOpa HE € U3BECTEH. 2
Tenekcep He TpsadBa aa ce npunara no BpemMe Ha OPEeMEHHOCT, OCBEH B Cly4ail Ha KaTeropugH
HeOBXOJUMOCT. ARl
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KbpMeHe
Hsima kKNMHUYHU JaHHM 33 edekTa Ha 1abUraTpaH BLpXy KbpPMadeTa 1o BpeME Ha KbpMEHE.
KbpMmeHeTo TpAOBa fa ce npeycTaHOBM 110 BpeMe Ha JIeYeHHUe ¢ Tenekcep.

QepTUIUTET

Hama naHHu npu xopa.

[lpy npoyuBaHus BbPXY XMBOTHH € HabnonaeaH edekT BLpXY (PepTUIUTETA MPH KEHCKUTE MO
¢opMaTa Ha HaMaIaBaHe Ha OposA Ha UMIIAHTALMHATE W NMOBHILIABaAHE HA MTPEAUMILIAHTALIUOHHHUTE
3ary6u npu nosa 70 mg/kg (5-xpaTHOTO HMBO Ha [L1a3MEHa €KCNO3ULIMA Npy nauyMeHTH). He ca
HabmonasaHu Apyru eexTH BLPXY hepTunuTeTa nNpH keHckute, Hama BnuaHue BbpXy QepTUIHTETA
npyu MbKKHUTE. [IpH 103H, KOUTO Ca TOKCHYHH 32 MalKHTE (5- 10 10-KpaTHOTO HHUBO HA ITUIA3MEHA
EKCIO3HLMS NPH NALUMEHTH), IPH TWTbXOBE U 32K ce HabaaBa HaMATIABAHEe Ha TEJIECHOTO TEMNO U
embOpHodeTanHarta )HU3HEHOCMOCOOHOCT, 3a¢AHO C MOoBULLIABAHE HA eTATHHTE BapraLHH. B
MPEHATATHOTO M MOCTHATATHOTO NpoyuBaHe € HabngaBaHO NOBUIlIaBaHE HA peTanHaTa CMbPTHOCT
[pPH 403H, KOUTO €a TOKCHUYHH 3a MaHkUTe (1033, CbOTBETCTBALLA HA 4 ITBTH NO-BUCOKO HUBO HA
[1a3MEeHa EKCNO3MLMA OT HabnoAaBaHOTO MPK NALIHEHTH).

4.7 EdexTH BLpXY cnocoOHOCTTa 32 WodupaHe H padoTa ¢ MAINHHA

HaburarpaH eTekcHnaT He NMOBIMABA WIM MOBIHABA NpeHebpexnMo crnocobHocTTa 3a wodupaHe
paboTa ¢ MallKHH.

4.8 Hexenann rekapcTBeHH PeaKIHH

O600uenre Ha npoguna Ha He3onacHOCT

JaburatpaH eTekcunar € OLUEHEH B KIMHUYHK U3NKWTBaHUA npy 06wo npubnusurento 64 000
nauueHTH; oT Kouto npubdnuszurenHo 35 000 nayuenTu ca ekysaHu ¢ paburaTpaH eTeKcunar.

0610 okono 9% OT nauMeHTHUTE, JIEKYBAHHK 33 ILTAHUPAHO POTe3MpaHe Ha Ta3o0eApeHa UKW KOIAHHA
cTaBa (KpaTKOCPOYHO JieueHue 70 42 aun), 22% 0T MauMeHTUTE ¢ NPEACHPAHO MBKAEHE, JIEKYBaHH 32
MPEBEHLIMA HA HHCYJIT MU CUCTEMEH €MOOTU3BM (IBATOCPOUHO NedeHUe N0 3 roauHu), 14% ot
nauuneHTHTE, NeKyBaHu 3a JABT/BE, u 15% o1 naunenTnTe, nekysanu 3a npeeeHims Ha JIBT/BE, ca
MOJIYHHUIIM HEXKETAHW PEaKLHH.

Haii-uecto chobiuaBannTe cbOMTHA €a Cllyvau Ha KbpBEHE, Bb3HUKBALLM NIpH npHONH3uTeNnHo 14% ot
MAUMEHTHUTE, IEKYBAHH KPAaTKOCPOYHO 3a IUIAHMPAHO NIPOTE3UpaHe Ha Ta300eApeHa MM KONsAHHA

cTasa, 1pH 16,6% OT nauneHTHTE C NPEACHPAHO MBIKICHE, TEKYBAHHM ABAMOCPOHHO 32 MNPEBEHLIMA Ha
MHCYJIT U CUCTEMEH €MOOIM3BM, H TipK 14,4% OoT BB3pacTHMTE NauUeHTH, jJexysadu 3a [IBT/BE.

OcBeH TOBa MMa Clly4au Ha KbpBeHe npu 19,4% OT naLUMEHTUTE B U3MKTBAHETO 3a NMPEBEHIUA Ha

ABT/bE, RE-MEDY (Bb3pacTHn nauuentH ), u npu 10,5% oT nauueHTUTE B M3NUTBAHETO 34
npeseHumna Ha JIBT/BE, RE-SONATE (Bb3pacThn nauveHTH).

TB# KaTO MONMyJNaAUMHTE OT NMNALMEHTH, JIEKYBaHHU 332 TPUTE MOKa3aHHA, HE Ca CpaBHUMH M CHbOUTHATA Ha
KbpBeHe 0DXBalaT HAKOJIKO cHCTEMO-opradiM Kiacose (SOC), B 06001eHo onrcanne cxOUTHATA Ha
rOJISMO M Ha BCAKAKBO KBPBEHE Ca pa3fipee/ieHy Crope] Noka3aHUeTo U ¢a Noco4eHu B Tabnnua 13-
17 no-aony. Bbnpeky 4e € ¢ HUCKA HeCTOTa MPpH KIMHWYHU NMPOYUYBAHUSA, MOXKE /1a HACTHIM I'OJIIMO
WU TE€KKO KbPBEHE, KOETO HE3aBUCUMO OT MACTOTO Ha Bb3HMKBAHE MOXKE Jia JOBEAE 10
WHBAINAN3UPAHE, XKMBOTO3AaCTpaLlLABaIlO ChCTOAHHUE HIW AOPH NETANIeH U3XO/I.

CrHUCcbhK Ha HEXeJlaHHTe PEAKLIHH B TablinueH BH/1

B Tabanua 12 ca nokaszaHu HexeNnaHMTE peaklMi, YCTAHOBECHHW B IIPOYHYBAHUATA H ITOCTMAPKETHHIOBH
NaHHM TIPU NOKa3aHUATa MbpBHU4YHa npereHuMs Ha BTEC cnea npore3snpane Ha Tazobeapena |

npeaAckpAHO MBbXKAcHE, AcucHue Ha JABT/BE v nperenuna Ha JIBT/BE. Te ca rpynupas
opradeH kiac (SOC) H 1o 4ecToTa ¢ U3NMON3BAHE HA CNE/1HATa KOHBEHLUUA: MHOIO 4ecT
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OLIEHKA).

Tabanua 12: Hexetanu peakiuu

YecToOTa

SOC / INpeanountan repMun. [[Topsnuuna nperenums |[[IpeseHuns Ha uucynt Jlewenune na JABT/BE n
Ha BTEC cnen M CHCTEMEH npeseHuna Ha JIBT/bBE
[IPOTE3IUPAHE Ha eMOOTU3IBM TIpH
ra3zobeapeHa Uy NalMEHTH ¢

KOJISHHA CTABa NPEAChPAHO MBXK/ICHE

HaEyI.I.IEHHH Hd KpbBTa Y JIMM(HATA CHCTCMA

AHeMus HeuecTH YecTH HeuecTH

[loHuxeH xemorniobun  (HecTH HeuecTu IC Heu3BECTHA HECTOTA

TpombounTonexus Penxy HeuectH Penku

[TOHHXEH XEMAaTOKPHT Hevectn Peaku IC HEeH3BECTHA YecTOTa

HeytrponeHus IC HeusBecTHa YyecToTa |[C Heu3BecTHA 4ecToTa [C HEH3BECTHA HECTOTA

ArpaHyJIOLIHTO3a IC Heu3BecTHa yecToTa |C HeW3BeCTHA YeCcTOTa [C HEM3BECTHA YECTOTA
Hapyuiesns Ha HMYHHATA CHCTEMA

JlekapcTBeHa

CBPbXYYBCTBUTEHOCT HevecTn HeuecTy HeuecTn

Obpwus Peaku HeuectH HeyecTH

IlpypuTyc Penku HeuectH HeyecTH

AHadunakTuyHa peakumna (Peakwu Penxu Penkwu

AHruroenaem Penkmu Penku Penxu

Yptukapus Peaxu Penku Penxu

bpoHxocnazsm i(C Hen3BecTHA yecToTa [C Her3BecTHA 4ecTOoTa [C HEM3BECTHA YECTOTA

H&leI]EHHﬂ Hdd HCPBHATd CUCTCMA
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BuTpeuepenHa xemMoparus Peaku HeuecT Peaxu
I(CbAOBH HApYLUEHHSA
X€eMaTOM HeuectH HeuectH HeuecTn
Xemoparus Peaxu HeuecTn Heuectn
KpbBOTEHEHHE OT HeuectH
onepaTHBHA paHa - -
PecnupaTOpHH, rpbAHU U MEAUACTUHANTHH HApYLUSHUS
Enucrakcuc HeuectH YecTu YectH
XemoTH3a Peaxu HeuecTu Heuectn
I(CToMalIHO-YpEeBHH HapYyUIEHHUS
CromainHO-4YpeBHA
XEMOpArus HeuwecTn Yectn YectH
AbpomuHanHa 6oaka Penku YecTH HeuecTu
Juapud Heuectn YecTH HeyecTH
Jucnencus Penkwu YecTH YecTH
["apeHe HeuecTH YectH HeuecTu
Pexranda xemoparud HeuecTH HeuecTu Yectn
XemMopoMaaina Heuectn HeuecTu HeuecTH
CTtoMauHO-4YpEBHA 43B4, Penxu Heuectn Heuectn
BKJIFOUHUTEITHO
e3o¢areanHa s3sa
["acTpoezogarur Penkn Heuectn HeuecTy
["acTpoesofareanHa Peaxu HeuecTn HeuectH o
pediykcHa GosiecT 5/ APTGEN &,
[loBpbuiane HeuecTy HeuecTu HeuecTH % [ . : 4
Hucdarus Penxu HeuecTn Peakn \ S, _# Y -



XenatoOuarMapHu HapyleHNs

Hapywena yepHoapobHa [Hectu HeuecTn HeuectH

(b YHKLMA/OTKIOHEHHA BbB

(YHKLIMOHAITHUTE

4yepHOAPOOHU NOoKa3aTe/IH

[TouwseHue Ha anaHud  {Heuect HeuectH HeuecTH

aMUHOTpaHcdepasaTa

[lopuineHue Ha acnaptat |HeuectH HeuecTn HeuecTH

aMUHOTpaHcdepasata

[ToBuiueHH yepHOAPOOHKN HeudecTH Peaku HeuecTH

CH3UMH

XuneponnupyouHemus  [HeuecTH Penxu I(C HEeU3BECTHA YeCcToTa
HapylieHHs Ha KOXAaTa ¥ NOAKOXKHATA ThKaH

KoXHH KpBBOU3IMBH Heuectu HecTH YecTn

Anoneuus

I(C HeusBecTHa YecToTa |C Heu3BecTHA yecToTa [C HEM3BECTHA Y€CTOTA

HHE}'I.I.IEJHHH Ha MYCKYJIHO-CKEJI€THATA CHCTCMA U ChCAMHHUTCIIHATA ThKaH

XemapTpo3a HeuectH Peaku HeuecTH
Hapytuexrns Ha Ob0pelyTe ¥ MUKOYHUTE MBTHLIA
YporesutanHa xemoparus,[Heuectu YectH YectH
BKJIKQYUTENHO XEMATYDPUS
O61uM HapylIeHHs U €PEKTH Ha MSCTOTO Ha MPHIOKEHHE
XeMoparus Ha MACTOTO Ha
MHIKEKTHpAHE Peaku Penxu Penku
XeMoparus Ha MACTOTO Ha
MOCTABsHE Ha KateTbpa  |Peaku Peaxu Peaku
KbpBae cekper Peaku - -

HapﬂHHBHHHH, OTPpaBAHHA H YCINOXKHCHUA, Bb3HHKHAJIN B PC3YJTAT HA HHTCPBCHLIMH

TpasmaTnuHa Xemoparuws [HeuecTu Penxu HeuecTH
XeMoparua Ha MACTOTO Ha

UHLIH3HA Peaku Penxu Peaku
[focTnipoueaypex HedecTu - -
[TocTtnpouenypha He4vecTu

Xemoparus - -
[locrornepaTvMsHa aHeMus  |Peaku - -
[locTnpoueaypHa HeuecTu - -
Cekpeums oT HeuectH

OlepaTMBHATA paHa - -

XH[!Z[!FH‘IECI{H H MCOHUHWHCKH HHTECPBCHLHH

Hpenax Ha oneparusHara
paHa

Peaku

IlocTnpoueaypeH JpeHax

Penku

OnucaHue Ha U30paHU HEXENAHW PEAKLIUN

PEHHHHH HA KbP6EHE

[lopanu papMakonoOrMyHUA MEXAHW3BM HA AeiicTBUe ynoTpebara Ha naburaTpad eTekcwiat Moxe aa
Ob2ie cBbp3aHa ¢ MOBHILEH PUCK OT OKYJITHO WIH BUAMMO KbpPBEHE OT KOATO M [1a € ThKaH HMJIK Oprai.

CTENEHTa UK O0XBATa HA KbPBEHETO W/KHNY aHeMUATAa. B KIMHNUHNATE NpoyyuBaHUA MYKO3
KbpBEHE (Hanp. CTOMAIIHO-YPEBHO, FEHUTOYPHUHAPHO) € HAOMIO1aBAHO NO-YECTO MPH Ib
JIe4CHHUE ¢ naburaTpaH erekcuaar, 8 cpasHeHue ¢ neueHne ¢ BKA. Taka, B 1onbaHeHHe
NMOAXOAALLO KNMHHYHO HabnogeHUe, 1abopaTopHOTO H3CAeABAHE HA XeMOrnooun/xema
LIeHHO 32 OTKPUBAHE HA OKYNTHO KbpBeHE. PUCKBT OT KbpBEHE MOXKE /12 CE TOBHILHM TPH




rpyNH NALKHEHTH, HAMP. TE3U KOUTO UMAT YMEpPEHO OBLOpEUYHO yBpeXK1aHE W/HMNKU Ca HA CHITHTCTRALLO
NeYeHHe, 3acArallo XeMocTas3aTa, Wid CWIHK P-gp unxubutopu (BK. Touka 4.4 XeMoparuieH puck).
XeMOparHuHUTE YCIIOXKHEHHA MOXKE [a ce TIpOoABAT KaTo ¢nadoct, bneqHocT, 3amasHoCT, rinasobosime
WX HEOOACHUMO MOAYBaHE, AUCIIHER K HEOOACHHUM LLOK.

Crpobiuasa ce 3a Mo3HATH YCIOMHEHHSA ¢ KbPBEHE, KaTO KOMIIAPTMEHT CHHAPOM Y ocTpa 61-0peuHa
HEAOCTATbYHOCT NMopaax XUionepdy3ns U CBbp3aHa C AHTUKOAryJ1aHTH He(ponaTUd Npy NaLUEHTH ¢
npeapasnosaraiiy puckoBy (pakTOpH, BbB Bpb3Ka ¢ Aaburarpan erekcunat. CnenoBaresiHo, TpsadBa ga
Ce OTYHTA BEPOATHOCTTA 32 XeMOparus MpH OlIeHKaTa Ha ChCTOSHUETO HAa BCEKH aHTUKOAryHUpaH
MAUMEHTH. 3a Bb3PACTHU MALMEHTH UMA HAITUYHO CIIEUU(PHUYHO HEYTPANH3IUpaLlo CPEICTRO 3a
gaburaTpaH, Uaapyuu3symMad, B ciy4yaid Ha HEKOHTPOJIIMPYEMO KbpBEHE (BK. Touka 4.9).

ITvpsuuna npegenyus na BTEC npu opmoneouuna xupypeus
Tabnuua 13 nokassa 6pos (%) Ha NAUMEHTHTE ¢ KbpBEHE, KATO HEXKeJlaHa IEKAPCTBEHA peaKUHs 1o
BpEME Ha MEpPUO/1a HA JICYEHUE B IBETE OCHOBHH KIMHHUYHU NPOYyuBaHUA 3a npeseHuus Ha BTEC, B

3daBHCHMOCT OT J1034Ta.

Tabauua 13: Bpoii (%) NnauHeHTH ¢ KbpBeHe, KATO HEXKEJ/IAHA JTEeKAPCTBEHA PeaKIHA

HaburatpaH Haburarpan EHoxkcanapuH

erekcinar 150 mg etekcunar 220 mg

BEAHDBXK JHEBHO BEIHBK AHEBHO N (%)

N (%) N (%)
JlekyBaHH NALUEHTH 1 866 (100,0) 1 825 (100,0) 1 848 (100,0)
['onsgMo KbpBEHE 24 (1,3) 33(1,8) 27 (1,5)
BcakakBO KbpBEHE 258 (13,8) 251 (13,8) 247 (13,4)

[Ipeaernyun na uncyam u cucmemer emboauzom npu evzpacmuu nayuenmu ¢ HKITM ¢ eOun unu
nogeve puckosu gpaxmopu

Tabnuua 14 nokaszea cvOUTHATA HA KbpPBEHE, pa3npeieneHn KaTo ChOUTHA Ha roNsAMO U Ha BCSAKAKBO
KbpBEHE B OCHOBHOTO MPOYUYBAHE, H3CIEABALLO NPEBEHUMATA HAa TPOMOOEMOOTHUEH HHCYNT U
cucTeMeH eMOONHU3IBLM NPH NALMEHTH € NPEACHPAHO MBAKACHE.

Tabanua 14: Cu06nTHA HA KEPBEHE B NPOYYBAHE, H3C/ISABANIO IPEBEHIHATA HA
TpoM0O0eMOO/IHYEH HHCYJIT H CHCTEMEH eMBOMIBM NPUH NANHEHTH € NPEACHPAHO MbXKACHE

Jlaburatpan erekcunar
110 mg nBa mbTH

/laburaTpaH erexkcunar
150 mg aga nbTH

BapdapuH

THEBHO THEBHO

PanaoMH3vpaHy MalUeHTH 6015 6 076 6 022

["'onsiMO KbpBeHe 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
BorpeuepenHo kbpede 27 (0,23 %) 39 (0,32 %) 91 (0,77%)
CH xnpBeHe 134 (1,13 %) 192 (1,60 %) 128 (1,09%)
Kspeene ¢ neranen uzxon 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)

Manko kbpBEHE

1 566 (13,16 %)

1 787 (14,85 %)

1931 (16,37%)

BCsakakBo KbpBEHE

1 759 (14,78 %)

1 997 (16,60 %)

2 169 (18,39%)

B paHaoMu3upaHo npoyyBaHe, NpU NalMEeHTHTE, NpueMasin gaburarpan etekcunar 110 mg asa mbTh
AHeBHO niau 150 mg 1Ba NbTH AHEBHO € CHLUECTRYBAN 3HAUUTETHO NO-HUCHK PUCK OT

>KMBOTO3aCTPAlABALIQ KbPREHE U BETPEUEPENHO KLPBEHE B CPABHEHHE C TE€3H, TIPHEMAITH Ba
[p<0,05]. U npu aBeTe KOHUEHTpauKHn HA AaDMraTpaH eTEKCHIAT € UMATO U CTaTHCTHUECKH
no-H1cka obwa 1Hecrtora Ha Kbpeede. [Ipu naumenTHTe, npuemManu paHaomuszupaso 110 m
nabMraTpaH €TeKCHIaT [IBa MbTH JHEBHO CHUIECTBYBA 3HAUYUTEIHO MO-HUCHK PHCK OT [OJI
KBPBEHE B cpaBHEHHKE ¢ BapdapHH (KoeduuueHT Ha pucka 0,81 [p=0,0027]). [1pn naumeHT
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npueManu paHaoMusupado 150 mg nabyvrarpaH €TekCWiaT ABa MbTH AHEBHO € ChLUECTBYBAJI
3HAYMTEIHO Mo-ronaM puck ot CH kbpBeHe B cpaBHEHHE ¢ BapdapuH (KOepHUIIMEHT Ha pucka 1,48

[p=0,0005]. To3u edekT ¢ HaONIOAABaH rIaBHO MPU MALKEHTH >75 TOAHHM.

Knunuynara non3a ot gaduratpaH no OTHOUIEHUE HA MPEBEHUMUATA HAa MHCYIT U CHCTEMEH
eMOOU3IBM M MOHMKEHHUAT PUCK OT UHTpakpaHuanHa xemoparua (MKX) e cpaBnenue ¢ sapgpapuH ce
3a1a3sar npyu OTACIHUTE IOArPYIIH, HaMp. ObOpeUHO yBpeKAaHEe, BH3pacT, CbIIbTCTBALLA YiioTpeba Ha
NEKapCTBEHH IMPOAYKTH KATO Hamnp. aHTUTPoMOOTHLM WK P-gp mHXuOuTOpH. JloKaTO HAKOH
[MOArpyny NAalUEeHTH Ca ¢ NMOBHULIEH PHCK OT rOJSMO KbPBEHE, KOraTo Ca EeKYBaHU ¢ aHTHKOATryJIaHT,
[MOBHILEHHAT PUCK OT KbPBEHE NpH aaburarpaH ertekcuiar € cBbp3aH cbe CY kbpseHe, 0OUKHOBEHO
HaOIroJaBaHo Mpe3 NLPBUTE 3-0 Mecella CJie 3aN04YBaHE Ha JICUCHHUETO ¢ fadurarpaH €TeKCUIar.

Jevenue na BT u bE, xakmo u npeeenyun na peyuousu na BT u bE npu gv3pacmuu nayuenmu

(/IBT/BE)

B tabnuua 15 ca nocoueHun cbbUMTUA Ha KbpBEHE OT 00001IeHHTE OCHOBHH NpoyuBaHusd RE-COVER u
RE-COVER II, B kouto ce uanutea neueHuero Ha JIBT u bE. B cbopuuTe npoyusanug, crdurusta Ha
MbPBUYHHTE KPAaHHHU TOUKH 33 O€30MACHOCT ,,FOJIAMO KbPBEHE, MOJASMO WIH KIMHKYHO 3HAYUMO
KbPBCHE U BCAKAKBO KBPBEHE™ Ca 3HAUUTETHO MO-MAJIKO B CpaBHEHHUE ¢ BapdapUH NMPU HOPMAITHO

anda Hueo 5%.

Tatauna 15: CuOuTHd Ha KbpBeHe B npoyuBaduaTa RE-COVER u RE-COVER 11, B KouTO Ce
n3nuTea Jeuennero Ha BT u BE

Haburatpan erekcunar Bapdapun KoeduuueHT HA puCKa
150 mg nea reTH CIIpAMO Bap(apuH
THEBHO (95% noBeputeneH
HHTEpBAJI)
[TauHeHTH, BXKITHOUEHY B 2 456 2 462
aHaJiM3a Ha 6e30MacHOCTTA
CrOuTus Ha ronsmMo kbpBeHe |24 (1,0%) 40 (1,6%) 10,60 (0,36, 0,99)
BrxTpeuepenHo 2 (0,1 %) 4 (0,2 %) 0,50 (0,09, 2,74)
KbPBEHE
['onamo CY kbpeene |10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
XXusotoszactpawasawwo4 (0,2 %) 6 (0,2 %) 10,66 (0,19, 2,36)
KbpBEHE
ICvOuTHA Ha ronsamo 109 (4,4%) 189 (7,7%) 0,56 (0,45, 0,71)
KbPBEHE/KJIMHMYHO 3HAYUMO
KbpBEHE
Bcsakaxso KbpBeHE 354 (14,4%) 503 (20,4 %) 0,67 (0,59, 0,77)
Beakakpo CY KbpBeHe 70 (2,9 %) 55 (2,2 %) 1,27 (0,90, 1,82)

Cu0UTHATA HA KBPBEHE TIPH JIBETE JICUSHHUA €& OTUMTAHHU OT ITbPBUA NPHUEM Ha 3adHraTpaH eTeKCUnar
WIn Bapgapud clel NpeKpaTaBaHe Ha napeHTepanHaTa Tepanus (mepuoj caMo Ha NepopaiHO
neueHue). Tora BKMOUYBA BCUYKH CHOUTHA HA KbpPBEHE, Bb3HHUKHAIIM IO BpeMe Ha TEPAINMUATA C
naburatpaH eTekcuaat. BKiryeH ¢a BCHUKH CbOUMTHA HA KbPBEHE, Bb3HUKHAIH 10 BpEMeE Ha
Mepyuoaa, B KOUTO Ce 3acThbNBaAT ACUCHUETO ¢ BapdapHH M NapeHTepalHaTa Teparnus.

B Tabnuua 16 ca nocoveHn JaHHM 38 CbOMTHA Ha KbpBEHE B OCHOBHOTO npoyusaHe RE-MEDY, 8
koeTo ce ninursa rpeseHumsTa Ha JIBT v BE. Hakou cbOuTHA Ha kbpBeHe (¢10UTHS HA ronamo
kbpBeHe (CI'K)YknuHuuHo 3HaunMo kbpBeHe (K3K); BcsikakBO KbhpBeHe) ¢a 3HAYUTENHO NO-MaJIKO

NMpU HOMUHATHO atda HHBO 5% IpU NaUKEHTH, NpUeMany 1aburaTpaH €TeKCUIaT, B CPAaBHEHHE C

Te3M, NpUeMalii BapdapHH.

Tabauua 16: CrOuTHR HAa KbpBeHe B npoy4Bane RE-MEDY, B koero ce HanuTBa npe
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Ha /IBT u BE

JaburaTpan
lerexcunar 150 mg
\ABa ITbTH AHEBHO

Bapdapun

KoeduuneHT Ha pucka
cripamo BapdapuH (95%
[TOBEPHUTENEH HHTEPBA)

KbpBEeHE/KTHHUYHO 3HAYHMO
KbpBEHE

JlexyBaHH NMauUEHTH 1430 1 426

ICb0UTHA Ha rONAMO KbPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25, 1,16)
Brrpeuepernuo kppaere |2 (0,1 %) 4 (0,3 %) He moxe aa 6bac nauncnen™
["'onamo CY kbpeere |4 (0,3%) 8 (0,5%) He moske na 6bae uzuucnen™
}KHBDTUfiaCTpﬂIJJﬂBaHID 1 (0,1 %) 3 (0,2 %)) He moxe na 61:,[[8 H3uucneH *
KbPBEHE

ICLEUTHS HA FTOTAMO 80 (5,6%) 145 (10,2 %) 0,55 (0,41, 0,72)

BcsikakBo KbpBEHE

278 (19,4%)

373 (26,2 %)

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

Beakakso CY kbpsene

45 (3,1%)

32 (2,2%)

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

*KP He Moxe fa Obae U3UMCIEH MOPaJy IMINCcaTa Ha ChOUTHE, B KOATO M JIa € KOXOpTa/leueHHE

B tabnuua 17 ca nocoyeHmn AaHHM 3a CbOUTHE Ha KbpBEHE B OCHOBHOTO npoyuBaHe RE-SONATE, B

koeTo ce u3nuTra npeseHuuaTa Ha /IBT v BE. HecroTaTta Ha komOuHauuaTa CI'K/K3K u Ha BcakakBo
KbpPBEHE € 3HAYMTE/THO NO-MAJIKa [IpKH HOMHHATHO aida HUBO 5% Mpu nauneHTH, npueMasnu niauedo,
B CpPaBHEHHE C Te3H, MpUeMaH gaburaTpaH €TeKCuiar.

Tabaunua 17: CrOuTHA Ha KbpReHne B npoyuBane RE-SONATE, B KoeTo0 ce H3nuTRa

npescHinnaTa Ha /IBT u BE

J{aburaTpax [1nauebo
lerexkcunar 150 mg
\IBa MbTY JHEBHO KoedHuneHT Ha pUcKa CIIPAMO
miauedo
(95% noeepuTesieH HHTEpBA)
JleKyBaHH NMaLMEHTH 684 1659
ICHOMTHA HA roNsiIMO KbpPBEHE 2 (0,3 %) 10 He Moske 1a 6ba€ H3uHCeH™
BrTpeuepento kupeete |0 0 He Moxe na 0bae uzuucien™
['onsmo CY kspeeHe |2 (0,3%) 0 He moxe na 6bae u3uncieH*
Ausorozacrpawasauo (0 0
KbpPBEHE He Moxe qa Onae usuucieH™
C1O0UTHA HA TONAMO 36 (5.3 %) 13 (2,0%) 2,69 (1,43, 5,07)
KbPBEHE/ KIIHHUYHO 3HAYUMO
KbpPBEHE
BcsakakBO KbpBEHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20, 2,61)
Besakakso CH kepeede (5 (0,7%) 2 (0,3%) 2,38 (0,46,12,27)

*KP ne moxke ga 6bae U3UMCNeH NopajiM JuncaTa Ha ChbOUTHE, MPU KOETO U J1a € OT Ne4YCHHATA

AE‘pﬂH VAOYUMO3A U HEeYIMPpoOneHuA

AFPEH)/J'IDL[HTGEH H HCYTPONEHHA Ca CLOﬁULﬂB&HH MHOTO paRIKO CJIE] palpclIaBaHe 3a ynﬂTpeﬁa

HaOMIoAeHHe OT NonyJialks ¢ HEYCTAHOBEH pa3Mep, 4eCTOTaTa UM He MOxe /1a Obje noCT
onpeaenexa. Yecrorara Ha crobuiaBane € u3uKMcaeHa Ha 7 cOuTHS Ha | MUITHOH nauue
arpaHyJIOUUTO3a U 5 ¢bOUTHA HA | MUJIMOH NALIMEHTOrOAYHU 33 HEYTPOINEHHS.

[leanaTpu4Ha nonynauus
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besonacHocTTa Ha naburatpaH etekcuwiat npu JieueHuero Ha BTEC v npesexnuma Ha peumMansupauiu

BTEC npu neanaTpyydHy NauueHTH ¢ NPOy4CHa B ABC U3NUWTBaHKA ¢a3za |

T (DIVERSITY 1

1160.108). O6wo 328 neguaTpMyuHH MaLMHeHTH ca JiIeKyBaHu ¢ Aaburarpad erekcunar. IlauneHrure ca
MOJy4YaBaiyd afaNTHPAHM CIIOPEA Bb3pacTTa M TEAECHOTO TErI0 103U OT ChoOpa3eHa ¢ Bb3pacTra

nekapcTBeHa GopMa Ha JaburarpaH eTeKCHar.

Kato usamno ce oyaksa HpO(bHH'hT Ha Oe30nacHoCT MpH AcLa Aa € CHLUHKUAT KaTO NMPH BH3PACTHH,.

O6wo 26% oT NneAUaTPUUHUTE NAlLMEHTH, JeKYBaHH ¢ AaburaTpan etekcunar 3a BTEC v 3a

npeeeHUMs Ha peunausupalid BTEC, ca nonyynin Hexenanu peaxkLni.

Cnucwvk Ha Hedceranume peaxyuu 8 mabauneH uo

B tabnuua 18 ca nokazaHH HEXENIAHUTE PEAKLIMH, YCTAHOBEHHM B IPOYYBAHMATA MPH JIEHEHUE HA
BTEC un npesenuus Ha peurmausupaiy BTEC npu neanaTpuunn nauueHTty. Te ca rpynupady no
cucremo-opraseH kiac (SOC) v no 4ecToTa ¢ U3MOA3BAHE HA CEAHATA KOHBEHLIMA: MHOI'O Y€CTH

(>1/10), yectu (=1/100 go <1/10), HeuecTu (>1/1 000 no <1/100), peaku (>1/10 000 ao <1/1 000},
mHoro peaku (<1/10 000), ¢ HerzsecTHa yecToTa (OT HATMYHHUTE JaHHU HE MOXe Ja Ob/Je HanpareHa

OLICHKA).

Tabnnrua 18: Hexxenann peakuus

YecTOoTa

SOC / llpeanoydTaH TEPMHH. nedyeHre HAa BTEC u npeBeHuya Ha peuMauBUpallM
BTEC npu neauwarpu4Hu NauueHTH

HapylueHus Ha KpbBTa M JIMM(HATA CUCTEMA

AHemus YectH
[MoHmkeH xeMornobuH Heuectn
TpoMmGouuTONEeHUs Yectn
[IOHMXKEH XEMATOKpUT HeuecTH
HeyTtponeHnus HeuecTn
ArpaHyaouuTosa iC HEHU3BECTHA 4€CTOTA
Hapywenns Ha HMyHHATa CHCTEMA
JlekapcTBEHA CBPBXYYBCTBHTEITHOCT HeuecTn
O6puE Yectu
[Ipypuryc Heuectn
AHadHNaKTHYHA peaKLH1a C Hen3BeCTHa 4ecToTa
AHIMHoOEIEM C Heu3BeCTHa YeCcToTa
YpTHUKapus Hecrn
bpoHxocnaibm I(C HEM3BECTHA 4YeCcToTa
Hapyuienus Ha HEpBHATa CUCTEMA
BuTpeuepenHa xeMoparis Heuectn
CbJ0BH HAPYILIECHHS
XeMarom YectH
XeMmoparus C HeHu3BeCcTHA 4ecToTa
PeciupaTOpHH, rPbAHK H MEAHACTHHAJIHK HAPYLUCHUS
Enucrakcuc Yectn
XemodTH3a HeuecTn T
CToMalllHO-YPEBHHU HAPYLIEHHS NEWAT \1\
CromaluHo-YpeBHa XeMOoparus Heuectn 3 . ¢} \-; ~.
AbnoMuHanHa donka HeuectH N = ?#5\1%‘1\
napus Yect = f i o R }
Jncnerncus YectH \\ = '-Tr-?;;;l ; - :
apeHe YecTH A\ e &
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PexranHa xemoparus HeyecTH

XeMOpoUaiHa XeMoparus IC HEeU3BECTHA YECTOTA

CTOMaIlHO-YpEBHA A3Ba, BKJIIOUHTEIIHO IC Hen3sBecTHA YecTOTA

e3odareasita f13Ba

["acTpoesodarur Heuectn

["acTpoesodareanta pedaykcHa Hoaect Yectn

[loBpbiuane HecTn

Hucgarns Heuectu
XenartoOuInapHH HapyLICHHUS

HapylueHa yepHopoOHa pyHKUMSA/ C Heu3BeCTHA YeCTOTa

OTKJIOHEHUA BbB PYHKI[UOHATTHHUTE
yepHOAPOOHH NOKAa3aTeNH

[loBuileHME Ha AIaHWH aMHHOTpaHcdepasata  |HedecTH
[Topniienue Ha acnapraTr aMmuHoTpancdepasara Heuectn

[loBruiieHY 4epHOAPOOHH €H3IUMH YecTH

XunepbunupybuHemus HeuecTH
HapylueHus Ha KOXaTa U MOAKOXKHATA ThKaH

K0)XHH KpBBOH3IHBH Heuectn

Asoneuus Yectu

Hagymenuﬂ Hd MYCKYJIHO-CKCJICTHATA CACTEMA H CHBCAUHUTCE/THATA ThbKaH

Xemaprposa ( HEM3BECTHA YECTOTa
Hapyuwienus Ha 6b0peuMTe 1 NHKOYHHKUTE (IBTULLA

YporeHuTaiHa XeMOparvs, BKIIOUHMTETHO HeuecTu

XE€MaTypHS
IO6un HapyuieHHs U eeKTH Ha MACTOTO Ha MPHIIOKEHHE

XeMoparus Ha MACTOTO Ha HHXKEKTHpaHe C HEU3BECTHA YECTOTa

XeMoparvg Ha MACTOTO Ha NMOCTaBgHE Ha

KaTeTbpa C HeU3BeCTHA 4eCTOTa
HapaHsBaHus, OTpaBSHUSA U YCIOKHEHHS, Bb3HUKHAM B PE3YNTAT Ha MHTEPBEHLMH

TpasmaTnuHa XeMoparus HeuecTH

XeMoparuvs Ha MACTOTO Ha MHUHU3HA C Heu3BECTHA 4ECTOTA

Peaxyuu na xvpaee

B age nanureanus ¢aza Il npu nokazanuero neueHne Ha BTEC n npeBeruMs Ha pellMINBUpALIM
BTEC npu neanarpuyiHy nauydedTy oowo 7 nauuentu (2,1%) ca uManu ¢cubduTHe HA rojigMO KbPBEHE,
5 nauuentu (1,5%) ca uManu cHOUTUE HA KIMHUYHO 3HAYMMO HEMOIAMO KbPBEHE M 75 NaUMEeHTH
(22,9%) ca uManu cCbOUTUE Ha HE3HAUMUTENTHO KbpBeHe. KaTo Ls10 uectoTara Ha chduTusTa Ha
KbPBEHE € [10-BUCOKA NPH MO-Bb3pacTHata rpyna (12 4o <18 roaunu: 28,6%), OTKONKOTO B IPYIIUTE C
MO-MajiKa Bb3pacT (OT paxkaaHeTo A0 <2 roauHu: 23,3%; 2 1o <12 roguun: 16,2%). I'oasmo wiu
TEXKO KbPBEHE, HE3aBUCMMO OT MACTOTO HA Bb3HUKBAHE, MOXKE J1a 10BEAC A0 HHBAJINAU3HPAHE,
YKUBOTO3ACTpAlIaBAHE WIN 1IOPH NIETANEH U3XOA.

CnobuiapaHe Ha NOJO3UPAHN HEXKETAHU PEAKIIMH
Cro0ilaBaHeTO Ha NOAO3IUPAHU HEXKENAHU PeaKIIMM CNel pa3peluaBaHe 3a yrorpeda Ha JiekapCTBEHHUA
IPOAYKT € BaxkHO. TOBa NO3BOJIABA [a MPOABIHKU HaAbMKOAEHUETO HA CHOTHOLICHHETO TMOI3a/PUCK 34
AEKapCcTBEHUA NMPOAYKT. OT MEAUUMHCKUTE CNEUHATTHCTH CE€ M3UCKBA Aa ChoOuUIaBaT BeaKa
MOAO3MPAHa HEXE/TaHa PeaKLna Ype3 HallMOHATHA CUCTEMA 32 ChoOLIaBaHe kbM U3mbnHuTenHaTa
AreHLIMA 10 JIeKapeTrara, yi. ,,Jlamau ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebcaiT:
www.bda.bg.

4.9 IIpenosupane

Jlo3u naburatpan eTekcunar, HaJIBULLIABALLM MPEMOPBUNUTEHHTE JO3H, HAJIAaraT NalHeHT
MOBHUIIIEH PUCK OT KbPBEHE.
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[Ipn cvbMHEHHME 32 Npeao3upadHe NPOBEXAAHETO HA KOArylallMOHEH TECT MOKE Ja NOMOTHE 3a
onpejeNaHe HA pUCKa OT KhpBeHe (BXK. Toukd 4.4 1 5.1). Kanubpupan konuuecteed TBP TecT unu
MHOrOKpaTHH TBP namepBaHUs NO3BONABAT NPEABHIKIAHE HA BPEMETO, KOraTo Lie 0baaT AOCTUTHATH
(BK. TOuKa 5.1), CbO B chyyaH ye ca NPeAnprUETH AOMBIHUTEIHH MEPKH — HANp. IHANTK3A.

[IpekoMepHaTa aHTHKOAryJlallig MOXe J1a H3UCKBA NPEYCTaHOBARAHE Ha JeUEeHUEeTO ¢ aaburarpan
etekcunar. Tbit kato naburatpaH ce ekckpeTupa npeauMHo upes 6nbpeunte, Tpadbsa na ce nogabpxka
NOCTaThuHa AUype3a. Thi KaTO CBLP3BAHETO C NPOTERHM € B HACKA CTencH, nadburaTtpal Moxe Ja
Obe ANANU3UPAH; HMA OPraHUYEH KIMHHUYEH OMUT, ACMOHCTPHpALl 11013aTa OT TO3M MOJX0/ B
KIMHHUYHW NPOYUYBaHHUA (BX. TOUKA 5.2).

OpnajisBaHe HA YCIOKHEHHUATA C KbpPBEHE

B cnyuait Ha XeMOparuyHyu yCI0XHEHHWSA IEYEHHETO ¢ faburaTtpaH erekcunar TpadBa na 6wae
NMpeyCcTaHOBEHO, A IPMUYMHATA 3a KbPBEHETO N K3caeaBaHa. [1o npeucHka Ha sieKyBaulds 1IeKap 4 B
3aBUCHMOCT OT KJIMHMYHATA CHTYauus TpAOBa Aa ce npeAnprueMe NOAXCAALLO TOANBPIKALLO JIEUEHHE,
KaTo XMPYPruuHa XeMocTa3a WiH 3aMecTBaHe Ha KpbBeH 0beM.

[Tpu BB3pacTHH NALMEHTH B Clly4aH, KOrato € HeoOXoaAuMO ObP30 HEYTPANM3UPAHE HA
aHTHUKOAryJlaHTHHA ePeKT Ha naburarpaH, MOXe Ja ¢€ U3N0/3Ba CNEUUPHUHOTO HEYTPATH3IUPALLO
cpeAcTBO (MAapyur3ymab), KOETO aHTaroHM3Mpa papMakoAMHAMHUHKSE €PEKT Ha JaburaTpaH.
EdukacHoctTa ¥ 6€30nacHOCTTa Ha Uaapyuu3ymad He ca yCTAHOBEHHW NPH NEIHATPUUHH MALUKHEHTH
(Bx. Touka 4.4).

Mosxe n1a ce HMa NpeIBUA NPUIaraHe Ha KOHLIEHTPATH Ha KoaryJauMoHHHU GakTopu (AKTUBHPAHH WIIN
HEAKTUBHpaHU) WK pekoMbuHaHTed akTop Vila. UMa HAKOM ekcnepyuMeHTATHHA A0KA3aTENCTBA B
MOAKPENA Ha POJIATA Ha TE3U JICKAPCTBEHHU MPOAYKTH B OOpbLUAHE HA AaHTHKOATYN1aHTHHA €(PEKT Ha
naburaTpaH, HO JAHHUTE 32 NOJI3aTA UM KIIMHUYHH YCIOBHSA, KAKTO M 32 Bb3MOXHHA PHCK OT pubayHa
TpoMO0eMOONIH3BM, Ca MHOrO orpaHudeH. KoarynauuoHHHUTE TECTOBE MOraT Ja CTaHar
HEeHaAEXKAHH ClIe]l PUIOKEHHUE Ha NPENOPLYHTETHUTE KOHLEHTPATH Ha KOaryjallMOHHH (aKTOpH.
Tpnabea na ce BHHMABA MPU THIKYBAHETO Ha Te€3H TecToBE. 1pabea aa ce oOMUCIM NpUIOKEHHE Ha
TpoMOOLIMTHA Maca B Cy4auTe, Korato uMa TpoMOOUKTONEHUS UM ca OWITK M3NQI3BAHH
ABJIrOEHCTBALLM AHTUTPOMOOTUUHM JIEKAPCTBEHH NPOAYKTH. LI410TO CHMITTOMATHUYHO JIeUeHHE
TpAOBa Aa ce npuiara ro fnpeucHka Ha jJeKkaps.

B 3aBUCUMOCT OT MECTHHUTE BB3IMOXKHOCTH, Tpa0Ba Na ce OOMUCIN KOHCYNTALMA CHC CHELMAIMCT B
C/ly4yal Ha rojsiMo KbpPBEHE.

5. @OAPMAKOJIOTr'HYHU CBOHCTBA

5.1 dapMaxoIHRAMHYHH CBOHCTBA

dapMakoTepanieBTUYHA IPyNa; AHTUTPOMOOTHUYHH CPEeACTBA, AUPEKTHH TPOMOHHOBH HHXUOUTOPH,
ATC xon; BO1AEQ7.

MexaHU3bhM Ha JEMCTBUE

J{aburaTpaH eTekcunar e Maika MOJIEKY]1a NPEAJIEKapCTBO, KOETO HE NOKa3Ba (papMakoIoruvyta
akTuBHOCT. Cllen nepopanHo npunoxeHue gaburarpad etexcunar ce abcopbupa 6bp30 U ce
npeBpbila B Aaburarpad upes KataJau3MpaHa OT ecTepasa XMAPOa13a B rjiasMara U B UepHus apoo.

BEILIECTBO C AKTMBHO ACHCTBUE B N1a3Mara.
Twnii kaTo TPpOMOKMHBT (CEpHMHOBA NpOTEa3a) NO3BONABA NPEBPBIUAHETO HA GHOpPHUHOTEHA B

JlaburatpaH HHXHMOUpa cBoOOAHKA TPOMOKH, GUOPUH-CBBP3aHHA TPOMOHUH W TPOMONH-H
TpOMOOILIUTHA arperauus.
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dapMakogUHAMUYHH €PEKTH

In vivo n ex vivo NpoyuBaHHUA NPH KUBOTHH AEMOHCTPHPAT aHTUTPOMOO3HA €(UKACHOCT H
AHTHKOAryJaHTHA AKTUBHOCT Ha naburarpaH ciej HHTPaBEHO3HO MPUIoKEHUE U Ha AaduraTpaH
€TEKCHNAT CNIE/L MEPOPATTHO TPUNOKEHHE INPH PA3TUYHU KUBOTUHCKH EKCTIEPUMEHTAITHH MOJIENHU Ha
TpoMbo3a.

CobllecTByBa OTHET/IMBA KOPEIalUa MEX(Ty IU1a3MEHATa KOHLEHTpalMa Ha 1aburaTpaH ¥ CTENEHTa Ha

aHTUKoarynaHTHus edexr, 6azupaHo Ha daza Il npoyusanus. Jlaburatpan yabmkasa TpOMOHHOBOTO
gpeme (TB), EBC n aPTT.

Kanubpupanuar konuuectseH TecT Ha B upes pazpexknare (TBP) nasa oueHka 3a niaiMeHara
KOHLICHTpaLusA Ha AaburarpaH, KOATO Ja ObjJe CpaBHEHA ¢ OYAKBAHHMTE TIA3MEHK KOHLEHTPALIMH Ha
naburarpad. B cnyuait e kaaubpupaHuat TBP TecT nokaxke pe3ysTar 3a I1azMeHaTa KOHUEHTPALIUS
Ha gaburatpaH, KOWTO € Ha WK 1O/l rpaHULIATA HA KOJIM4ECTBEHOTO OMNpeEesHe, Clie1Ba Aa ¢
0OMHCIHM NPOBEXAAHE HA AOMBJIIHHUTEIHO H3cjieABaHe Ha KoarynauuaTa, Hanpumep TB, EBC uin

aPTT.
EBC mMoxe na ocUrypu AUMpeKTHA OLIEHKA Ha aKTUBHOCTTA Ha AWPEKTHUTE TPOMOMHOBU HHXHUOUTOPH.

TectbT aPTT € tWMpoKo AOCTHNECH W NOKa3Ba NpuUdIM3IUTENIHO aHTUKOArYJIAHTHATA MHTEH3UBHOCT.
Obaue, aPTT TecTbT MMa OrpaHH4EHA HYBCTBHTETHOCT H HE € MOAXOANI 32 TOUHO KOJTHYECTBEHO
OnNpee/IAHE Ha AHTHKOATrYJIaHTHUA €DeKT, 0coOEHO NpHU BUCOKH MNAa3MEeHH KOHLICHTPAaLMH Ha
naburatpad. Bunpexu ue rucokH cToiHocTH Ha aPTT 1p4aOBa na ce ThIAKYBAT ¢ MOBULLEHO BHUMAHHE,
TE [10KA3BaT, Y€ MIAUMHEHTHT € aHTUKOAryJHpaH.

Kato usiino, MOXe 1a ce mpueMe, Ye Te3M NMOKA3ATENM 3a aHTHKOAryJaHTHa aKTHBHOCT MOTAT i
OTpa3aAT HUBATA H& NabMrarTpaH, KakTo M Aa NpeJoCTaBAT HACOKH 34 OLICHKATAa HA PHCKA OT KbpPBEHE,
T.€. Haa 90™ nepceHTUN HA HAK-HUCKUTE HUBA Ha 1adUraTtpaH UK KOarynalMOHEH TeCT, KaTO HaM-
HUCKHK U3MepeHH cTOWHOCTH Ha aPTT (3a nparosere Ha aPTT Bx. Touka 4.4, Tabnunua 6), Moxe aa ce
aACOLIMHMPA € NMOBHLLIEH PHCK OT KbpBEHE.

I[Ivpeuuna npegenyuna na BTEC npu opmoneduyna xupypeus

CrauyoHapHHTE CpeHAa reOMEeTPHYHA MUKOBA IU1a3MeHa KOHUEeHTpauus (cien aeH 3) Ha naburaTpan,
H3MEPEHA OKONO 2 vaca ciea npunokeHue Ha 220 mg naburarpaH erekcunar, € 70,8 ng/ml, ¢
rpaHiud 35,2-162 ng/ml (B unTeprana 25™-75™ nepcedtun).CpeaHara reoOMeTpUUYHA Hai-HUCKA
KOHLICHTpaUUs Ha faburaTpaH, U3MEpeHa B Kpasd Ha 1030BUA UHTEpBa (T.¢. 24 yaca cien f1o3a
naburarpad 220 mg), e cpeaHo oxono 22,0 ng/ml, e cpeaHo okono 13,0-35,7 ng/mi (B uHTtepsana 25-
TH-73-TU MEPCEHTU).

B eqHo cneudanHo npoy4BaHe caMo MPH NMALHEHTH C yMepeHO ObOpevHO yBpexaaHe

(CrCL 30-50 ml/min), nexyBaHnu ¢ gaburarpan erekcunat 150 mg BeIHBXK AHEBHO, CpeAHaTa
reOMeTpHUYHA Ha-HACKA KOHLIEHTpalKMa Ha JaduraTpaH, H3MepeHa B Kpasi Ha JO30BHA HHTEpBaJl, €
cpeano 47,5 ng/ml, ¢ rpanuum 29,6—72,2 ng/ml (25™ -75™ nepceHTHI).

[Ipu nanuenTu, nekyBanu ¢ 220 mg naburatpaH erekcusaaT BeAHbXK AHEBHO 3a npeBeHUns Ha BTEC
cnel NpoTe3rpaHe Ha Ta3o0eapeHa WK KOJISHHA CTaBa,

- 90" nepceHTHIT HA HAU-HUCKHATE TJIa3MEHH KORLIEHTpaUUMHK Ha aadburartpaH € 67 ng/ml,
(20-28 4yaca ciepn npyUeMa Ha npeAnWHaTa 103a) (BXK. Toukn 4.4 1 4.9),
. 90 nepceHTUNT HA Hall-HUCKUTEe cTorHOCTH Ha aPTT (20-28 yaca cnen npuema Ha

npeadiuHaTa 103a) € 51 cekyHau, koeTo € 1,3 mbTH Haa ropHaTa rpaHMLa Ha HOpMATa.

npeseHuus Ha BTEC cnea npore3upane Ha ta3zobeapeHa MW KOJIAHHA CTaBa.

5 [ 2R N T
[Ipesenyus na uncyam u cucmemen em601usvm npu gv3pacmiu nayuesmu ¢ HKIIM ¢ eousumdyf 7. 3 L:j\
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okoJ10 2 uaca cnes rpunarade Ha 150 mg naburarpas erekcunar, e 175 ng/ml, c rpanuum 117-

275 ng/ml (25™-75™ nepcentun). CpegHara reoMeTpH4Ha Hall-HMCKA KOHLICHTpaUus Ha aaburarpat,
H3MEPEHA CYTPHH B Kpasd Ha A030BUA HHTEpBa (T.e. 12 yaca cnen e4yepHaTta ao3a Jadurarpas

150 mg), e cpeano okomne 91,0 ng/mi, c rpannun 61,0-143 ng/ml (25™- 75™ nepcentun).

[Ipn nauuenTu ¢ HKIIM, nexkyBanu 3a npescHUMS HA MHCYIAT H CUCTEMEH eMOON3bM ¢be 150 mg
AaburarpaH €TEKCWIAT JIBa TBTU THEBHO,

. 90™ nepceHTH HA U3MEPEHUTE HaW-HUCKH [NTa3MEHHN KOHUEHTpauuu Ha Raburarpan (10-
16 yaca ciea npyuema Ha npeauilHaTa 103a) ¢ okono 200 ng/ml,
. Ha#i-HuckuTe ctoiiHoCcTH Ha EBC (10-16 yaca cnea npuema Ha npeaviuHara 303a), MOBULLCHH

NPHOJIU3UTENHO 3 MbTH HaA FOpHAaTa rpaHUla Ha HOpMATa, CE€ OTHACAT 10 HabmoaaBaHug 90™
nepceHTU) Ha yabnkaBaHe Ha EBC ot 103 cexkynau,

. Hail-HUCKHM CTOMHOCTH Ha aPTT, noBeve oT 2 mbTHU HaA ropHaTa rpaHdLa Ha HOpMara
(yawxaBane Ha aPTT ¢ okono 80 cexynau), (10-16 vaca ciea npuema Ha npeaviuHaTa 103a)
ca oTpa3eHH Ha 90" nepceHTUN OT HAOJKOAEHUETO.

Hevenue na JIBT u bE, xakmo u npesenyust na peyuousu na JIBT u b npu ev3pacmuu nayuenmu
(JIBT/BE)

[Tpn nayueHTH, nexysadu 3a /IBT u bE cke 150 mg naburarpas erekcunart Asa MbTH JIHEBHO,
cpedHaTa reOMETPHYHA HaAH-HUCKA KOHUEHTpalMs Ha qaburatpad, uaMepeHa 10-16 yaca cnen npuem
Ha J03a, B Kpas Ha J030BUs UHTepBaN (T.€. 12 yaca cnej BeuepHarta A03a Aaburatpad eTeKcunar

150 mg), e 59,7 ng/ml, c rpannum 38,6-94,5 ng/ml (25™-75™ nepcenrun). Ilpu neyenunero Ha JIBT u
BE ¢ paburarpan erexcunat 150 mg ABa MbTH AHEBHO,

. 90 nNepceHTH 1 HA U3MEPEHUTE HAH-HUCKH TU1a3MEHH KOHLIEHTpaLuu Ha naburarpad (10-
16 yaca cinen npdema Ha nNpeavLIHaTa 103a) € okoyo 146 ng/ml,
. Hai-HuckuTe cToMHOCTH Ha EBC (10-16 uvaca cnen npreMa Ha npeavLuHaTa 4034), HOBHILIEHU

[PUOMU3UTENHO 2,3 MbTH CNPAMO HAaYAJIHUTE CTOHHOCTH, C€ OTHACAT 40 HabmoaaBanusa 90-tu
nepceHTW1 Ha yabipkaBaHe Ha EBC ot 74 cekyHau,

. 90" nepceHTun Ha Hal-HUcKU cToHHOCTU Ha aPTT (10-16 yaca cnex npuema Ha npeguinHaTa
no3a) e 62 cekyHau, KoeTo € 1,8 IbTU CTOMHOCTTA HA U3XOAHO HUBO.

Hama paxnm 3a papMakOKHHETUKATA [APY MALUECHTH, JICKYBaHU 3a NPEBEHUMWA Ha peurausupama BT
n BE ¢bc 150 mg naburarpan erexcunar ABa mbTH JHEBHO.

KanHuyHa edprukacHOCT U H€301acHOCT

Emuunvecku npouzxoo
He ce HabnropasaT KIHHUYHO 3HAUUMH €THUUECKH PA3NTUKH MEXY NAllUSHTUTE OT €BpONerIHATa
paca, ¢ adppo-aMEPUKAHCKHU, TATUHO-aMEPUKAHCKHU, AMOHCKH UK KUTAHCKU MPOU3XO/I.

Knunuunu npoyusanus svpxy npeseuyusma va BTEC cned npomesupaine na 201emu cmasu
[TaueHTH, NOANOKEHH HA IIAHOBA MO/1sSIMa OPTONEAKWYHA oNnepaLusa B 2 rojieMH paHAOMU3UPaHH,
NapajieIHO-TPYNOBH, JIBOWHO-CIICH, A03a-MIOTBbPAaBallld POyUBaAHHUS (MTPH €THOTO — NPOTE3IUPAHE
Ha KOJISHHATA CTaea, a MpH JpYyroto — Ha TazobeApeHara cTaea), noaydaear /5> mg wiua 110 mg
naburartpan erexcunar 1-4 1aca cien onepauusra, a caeld toa no 150 mg wiu 220 mg BeaHBK
JHEBHO, IIpH rapaHTupaHa XxeMocTasa, win 40 mg eHoOKcanapyH B ACHS IIPEAM ONepaLMaATa, a ciel
TOBA — BEJHbK JHECBHO.

B npoyusanero RE-MODEL (nipore3upaHe Ha KONAHHA CTaBa) Jie4eHUEeTO Npoabikaea 6-10 nHu, a B
npoyusaneTo RE-NOVATE (nporesupate Ha tazobeapenara crasa) - 28-35 gun. O6wuar 6poii
NEeKYBaHH MAaLMEHTH € cbOTBETHO 2 076 (konaHHA cTaBa) U 3 494 (TazobeapeHa crapa).

Crpuetanrero ot obwara cmbptHocT nopagr BTEC (sxnountenno 6enoapoben embonnzsm (b ;&m

MPOKCHMAJTHA M AHMCTAJIHa AbI00Ka BeHo3Ha TpoMOo3a (/IBT) — cumMnToMHa WM aCHMITTOMH \gﬁ'& ‘ RN
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KIIHHUYHO 3HAYEHME.
PesynraTute OT ABETE MPOYUYBAHUA NOKA3BAT, Y€ AaHTHTPOMOO3HHUAT edekT Ha 220 mg 1 150 mg
naburaTpaH eTEeKCHIAT He OTCTBIIBA CTATUCTUYECKH Ha €HOKCanapuH Nno oTHoweHue Ha ob0wuus BTEC
1 o01aTa cMbupTHOCT. KpailHUAT pe3ynTar 3a ciaydaute Ha ronaMm BTEC 1 embptHOCT nopaau BTEC
npu go3a 150 mg e Manko no-noi, OTKONKOTO ITPU eHokcanapuH (Tabnuua 19). [To-306pu pesynratu
ce HaOmoaasar npu ao3a 220 mg, KbAETO KpalHUAT pe3yaTar 3a ronasM BTEC e manko no-go0sp,
OTKONKOTO npu eHokcanapuH (Tabauua 19).

KnuHUYHUTE NPOy4BaHUSA Ca MPOBEACHHU IMPH MOMNYJIaLyd NAIMEHTH ChC CpEeAHA BB3pACT >0 roAnHH.

Hama pazinka B JaHHHTE 33 €PHUKACHOCT U HE30MACHOCT MEHKAY MBXKE M KEHU B KITHHUUHUTE
npoy4saHus asa 3.

B uscnenpanara nonynauuns nauueHTH Ha RE-MODEL u RE-NOVATE (5 539 nexkyBaHM nauyeHTH),
51% vMmat npuapyxkasaula XurneproHus, 9% umar npuapyxasaul auadet, 9% umat npuapyxasaino
3a00/i1BaHe HA KopoHapHaTa aptepus U 20% uMaT aHaMHe3a 3a BEHO3HA HEJAOCTaThb4HOCT. HUTO eqHO
OT Te3u 3a00N9BaHUs HE NOKa3Ba Bb3AchHcTBHE BLPXY edekTrTe HA aaburatpaun 3a BTEC npesetuus
MJIU YE€CTOTAaTa Ha KhPBEHE.

IanHuTe 3a kpanHaTta Touyxa ,,roaM BTEC n cMepTHOCT nopaard BTEC™ ca xoMoreHHu no
OTHOUIEHHE HA (I'bPBUYHATA KpaiHa TOUKa 33 e(pMKACHOCT U ca Noka3aHu B Tabauua 19.

JlanuuTe 33 KpaiHarta Touka ,,0011a cMbpTHOCT nopaad BTEC ¥ cMBpTHOCT Nopaau BCAKAKBA
npuuMHa™ ca nokaszaHy B Tabnuua 20.

JlaHHHTE 32 KpaiHHUTE TOYKH ,,.yCTAHOBEHH CHOMTHA Ha ro/IIMO KbpBeHe™ ca nokasaHH B Tabauua 21
no-noay.

Tabauma 19: Anaan3 na ciayyante Ha roaamM BTEC u cqupTHOCT mopaau BTEC npes
TepaneBTHYHATA ¢da3a Ha npoyuasaHuaTa RE-MODEL 1 RE-NOVATE npu oproneauynn
ONEpALHH.

HUanureaHe Jlaburatpan erekcunar | JlaburatpaH erekcunar

220 mg Beanwx axesHo| 150 mg seantk AHeBHO |[EHOKcanapuH 40 mg
RE-NOVATE (tazobenpena crara)
bp. nekyBaHu NaLMeHTH 909 888 917
YectoTa (%) 28 (3,1) 38 (4,3) 36 (3,9)
KoeduumeHT Ha pucka
lcOpAMO eHOKCaNapuH 0,78 1,09
95% JIU 0,48, 1,27 0,70, 1,70
RE-MODEL (konsaHo)
bp. nexyBaHH NaUNEHTH 506 527 511
Yecrtora (%) 13 (2,6) 20 (3.8) 18 (3,5)
KoeduuueHT Ha pycka
[CIpsAMO €HOKCarnapuH 0,73 1,08
95% JIHU 0,36, 1,47 10,58, 2,01

Tabanua 20: Ananus na odmara cMbepTHOCT nopaad BTEC u na cMBpTHOCTTA NOpaan
BCAKAKBA NPHYHHA npe3 TepaneBTHYHATA ¢pasa Ha npoyuBaHuaTa RE-NOVATE 1 RE-
MODEL npu opTOneAHYHH ONEPALHH.

HanuTBane adurarpan erexcunar |[[laburartpaH eTekcumar
220 mg BeaAHBXK AHeBHO 150 mg BeAHBXK AHEBHO

RE-NOVATE (TazobenpeHa crtasa)
bp. nekyBaHH MauUHEHTH 830 874

Yectora (%) 53 (6,0) 75 (8,6)
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KoeduumeHT Ha pucka

CNpPAMO EHOKCArNapuH 0,9 1,28

95% A (0,63, 1,29) (0,93, 1,78)

RE-MODEL (xonano)

bp. n1ekyBaHu nauneHTH 503 526 512
Uectota (%) 183 (36,4) 213 (40,5) 193 (37,7)
KoeduiueHT Ha pUcKa

CIIpSEMO €HOKCAlNapHuH 10,97 1,07

95% JIH (0,82, 1,13) (0,92, 1,25)

Tadauna 21: Cu0uTHd HA roIEMO KLPBEHE B 3aBHCHMOCT OT JIe4eHHeTO B npoyuBanua RE-

MODEL u RE-NOVATE, npeacraBeHH nooTaeHo.

HanuTBaHe

HaburatpaH eTekcunar
220 mg BEIHBXK JHEBHO

JlaburarpaH eTekcunar
150 mg BeAHBK AHEBHO

Enokcanapun 40 mg

RE-NOVATE (Tazobexapena cTaBa)

bp. NekyBaHH MALHEHTH 1146 1163 1154
C10uTHA Ha roasMo

KbpBeHe( %) 23 (2,0) 15(1,3) 18 (1,6)
RE-MODEL (koasH0)

bp. 1eKyBaHH NMayHeHTH 679 703 694
ICbrOHTHS Ha rONsAMO

KbpBeHe(%0) 10 (1,5) 9(1,3) 9(1,3)

Ilpegenyun na uncyam u cucmemen emboauzom npu evipacmuu nayuenmu ¢ FHKITM ¢ edun uu

nogeve puckoeu gakmopu

KnuHuuHHTE 1aHHK 32 epUKACHOCTTA Ha JaburarpaH eTekCcwiar ca pe3yarar ot npoyusaneto RE-LY
(Randomised Evaluation of Long -term anticoagulant therapy) — MHOrOUEHTPOBO, MYJITUHALIMOHASTHO,
PaHAOMU3UPAHO NApaENHO CAArO H3NUTBAHE C ABe 1034 gaburaTpaH erekcunar (110 mg u 150 mg
1Ba IMbTH JHEBHO) B CPaBHEHHUE C OTKPUT NpHEM Ha BapdapHH (IPpH NAUUEHTH C NPEACHPAHO MbKICHE
C YMEPEH A0 BHUCOK PUCK OT MHCYJIT M CHCTeMeH embonu3bM. [IbpBHUHATA LEen HAa MPOyYBaHETO € aa
onpeaenu Ay 4aburarpaH €TeKCWIaT OTCThbBA HA BapdapuH NPH MOHHKABAHETO Ha CbOMTHATA Ha
ChCTABHATA KparHa TOUYKA ,,HHCYJIT H CHCTEMEH eMOOMH3BLM ™. CBINO TaKa € aHATU3UPpaHO U
CTATUCTHYECKOTO NPEBB3IXOACTRBO.

B npoyuBanetro RE-LY ca pangpomusupanu obuio 18 113 nauueHTH Ha cpeaHa Bb3apacT 71,5 rOAUHH M
cpeaeH CHADS2 cbop 2,1. INonynauusara ot nauueHTH € 64% ot muxku noma, 70% ot eBponeunacH
npousxoa v 16% ot a3znaTcku npousxod. [pu naumeHTHTe, paHAOMHU3KMPAHHU 1A 10Ay4aBaT BapdapuH,
CPSAHMAT NPOLIEHT Ha BpeMeTo B TepaneBTH4eH odxear (BTO) (INR 2-3) ¢ 64,4% (Meanana va BTO

67%).

[Ipoyusaneto RE-LY noka3ssa, ue gaburatpaH erekcunat npy ao3a 110 mg Ara NbTHU AHEBHO HE
OTCTHbIBA HA epekTa oT BapdapHH MPH NPEeBEHIIMA HA MHCYAT H CUCTEMEH eMOO/IH3IBM MPH NMaUHEeHTH
¢ NPEACHPAHO MBKACHE, ¢ NoHWXKeH pUack oT MK X, obuio kbpseHe u ronamo kupeeHe. Jlo3ara

150 mg aga muTU AHEBHO NOHWXKABA 3HAYMMO PUCKA OT HCXEMHUYEH W XEMOPArM4eH HHCYIT, CbAOBa
cMbpT, HKX 1 00110 kKbpBeHE B cpaBHEHHE ¢ BapdapHH. YecToraTta Ha MHUOKapaeH HHOAPKT € N1EKO
noBuiL¢Ha Npu naburarpad erekcunar 110 mg ABa mbTH AHeBHO W 150 mg ABa MBbTH AHEBHO B
cpaBHEHHE ¢ BapdapuH (koeduumreHT Ha pucka 1,29; p=0,0929 u koeduuuenT Ha pucka 1,27;

p=0,1240, cvorBeTHO). C nogobpsasaHe Ha npocaeassaveTo Ha INR, nabnonasaunre nonam or ..

,uaﬁuranaH €TEKCWIAT B cpaBHeHME ¢ BapdapuH orcnadpar.

Tabavum 22-24 noka3paT noApoOHO KIIOUOBUTE pe3yNTaTH B LANATa MOMYAaLM:
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aburatpan eTekcunar
110 mg nBa 0bTH JHEBHO

JlaburaTtpan erekcunar
150 mg 1Ba bTH JHEBHO

Bapdapmun

Panpomuinpaum nauueHt |6 015 6 076 6022
HucynT u/unmu CUCTEMEH
leMDONTH3BM

HectoTa (%) 183 (1,54) 135 (1,12) 203 (1,72)

KoednuneHT Ha pUCKa
c/y BapgapuH (95 % JIH)

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

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

[1peBb3xX0OACTBO
P=CTOHHOCT

=0,2721

=(0,0001

% ce OoTHacs N0 roJHUUIHATA YecToTa Ha CLOUTHATA

Tabanna 23: AHA/IM3 HA NTBPBOTO CHOHUTHE HA HCXEMHYEH HIIH XEMOPATrHYeH HHCYJIT N0 Bpeme

HA NEPHOJA HA MPOYYBAHC H

a RE-LY.

JlaburaTpaH erekcunar
110 mg nBa NbTH NHEBHO

UlaburarpaH eTekcuaar
150 mg aBa NbTH AHEBHO

Bapdapun

PanaoMuy3vpaHy MaLtUEHTH 6 015 6076 6 022
Hucynr
YecToTta (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduuueHT Ha pUcka c/y 0,91 (0,74, 1,12) 0,64 (0,51, 0,81)
papdapuH (95% JIH)
p-CTOHHOCT (0,3553 10,0001
ICucTemeH eMO0IH3BM
Yecrora (%) 15 (0,13) 13 (0,11) 21 (0,18)
Koeduuunent Ha pucka c/y 0,71 (0,37, 1,38) 0,61 (0,30, 1,21)
papdapuH (95% JINU)
p-CTOMHOCT 0,3099 10,1582
HMcxeMH4eH HHCYIIT
Yecrora (%) 152 (1,28) 104 (0,86) 134 (1,14)
KoeduruueHT Ha pHcka c/y 1,13 (0,89, 1,42) 0,76 (0,59, 0,98)
apdapkH (95% [IH)
p-CTOHHOCT 00,3138 0,0351
XeMOparuyeH HHCYIT
Yectora (%) 14 (0,12) 12 (0,10) 45 (0,38)

KoepuLueHT Ha prcka

papdapuH (95% J1N)

cly 0,31 (0,17, 0,56)

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

pP-CTOMHOCT

0,0001

<0,0001

04 ¢€ OTHACH N0 I'OJAMILHATA 4eCTOTa HA CLOUTHUATA

Tabauna 24: AHAIH3 HA CMBPTHOCTTA N0 BCAKAKBA NPHYHHA H HA CHLPAECYHO-CHA0BATA
CMLPTHOCT N0 BPpeMe HA nepHoaa Ha npoyuBaHe Ha RE-LY.

/laburaTpan erekcunar

110 mg aBa 0BT AHEBHO

Jlaburatpan erekcuiar
150 mg nBa mbTH JHEBHO

Bapdapun

PanaoMu3npaHy NauneHTy 6015 6 076 6 022
ICMBPTHOCT NO BCAKAKBA
NpH4HHA

YecroTa (%) 446 (3,75) 438 (3,64)

KoepuuueHT Ha pUCKa

c/y sapdpapuH (95% [JH)

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

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

P-CTOHHOCT 10,1308 10,0517
ICb10Ba CMBPTHOCT
YectoTa (%) 289 (2,43) 274 (2,28)
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KoeduumenT Ha pucka 10,90 (0,77, 1,06) 0,85 (0,72, 0,99)

c/y sBapgapuH (95% JIH)

P-CTOHHOCT 0,2081 0,0430
% ce OTHAcA 10 FOAHMIIHATA YecToTa Ha chOuTUATa

Tabnuuu 25-26 nokassat pe3yJTaTUTE OT ITbPBUUYHATA KpaiHa TOYKA 34 €PUKACHOCT 4 O€30MacHOCT B
CHLOTBETHHUTE CyDnonynauuu:

3a MbpBUYHATA KpaiHa TOYKA ,,MHCYJIT H CUCTEMEH eMOONM3bM" HE ca MAECHTU(PHLUHPAHU NOATPYNH
(1.€. BB3paCT, TErNO, noi, 6ubpeuna GpyHKUUE, CTHHYECCKA MPUHALICKHOCT U JIp.) € pa3IMYeH
KOoe(DHLMEHT HA PHCKA B CPaBHEHHUE C Bap(apHH.

Tat6anua 25: Koedpnuuent Ha pucka u 95% /JAH 3a uncyaT/cHCTeMeH eM00IH3ILM NO NOATPYNH

KpaitHa To4ka JlaburartpaH eTekcunar Jaburarpan erekcunar
110 mg apa 0bTH AHEBHO C/Y 150 mg apa mbTH AHEBHO C/y
BapdapuH BapgpapuH
Bw3pacT (roauHy)
<65 1,10 (0,64, 1,87) 0,51 (0,26, 0,98)
65< K <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)
ICrCL(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) 10,69 (0,43, 1,12)

3a NbpBUYHATA KpaiHA TOMKA ,,FOIAMO KbPBEHE™ UMA B3aMMOACHCTBHUE Ha €(eKTa OT JICUSHHETO H
pb3pacTTa. OTHOCHTENHHAT PUCK OT KbpBeHE ¢ JabHraTpaH B cpaBHEHHMe ¢ BapdapHH Ce yBEIHM4aBa C
Bb3pacTTa. OTHOCHTEIHHUAT PUCK € Hal-BUCOK NpH nauueHT =75 roguuun. CoribTcTRamara ynorpeda
Ha auTuTpoMboTHuHM cpeactea, ACK unu knonugorpen npubiuinresHo yasosea yecrorara Ha CI'K,
KaKTo npu gaburarpaH eTekcunar, Taka v npy sapdapud. Hama 3HauMMoO B3aUMOAECHCTBUE HA
TepaneBTHYHHTE ePEeKTH NpHU noarpynure no 6uopeuna pyruxkumsa u CHADS2 pesynrar.

Tabnnna 26: Koedpnuuent na pucka u 95% /IM 3a ¢cbOHTHR HA ro/I9M0 KXbLpBEHE MO NOATPYNH

KpaiHa Touka JlaburaTpaH eTekcunar Jlaburarpan eTekcunar
110 mg nBa nbTH AHEBHO c/y 150 mg nBa mbTH JHEBHO C/Y
BapdapuH BapdapHH
Bb3pact (roanHu)
<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)
ICrCL(mL/min)
30<u <50 1,02 (0,79, 1,32) 0,94 (0,73, 1,22)
50< u <80 3,75 (0,61, 0,92) 0,90 (0,74, 1,09)
>80 0,59 (0,43, 0,82) 0,87 (0,65, 1,17)
Ynorpeda na ACK 0,84 (0,69, 1,03) 0,97 (0,79, 1,18)
Yrnorpeba na knonuaorpen 0,89 (0,335, 1,45) 0,92 (0,57, 1,48

RELY-ABLE (Owvazocpouno, MHO20YeHmpo8o RPOOBANCEHUE HA USNUMEBAHEMO HA EYE
oabucampan npu nayuenmu ¢ NPEOCbPOHO MBICOEHE, KOUMO CA 3A6bPUIUIU UZRUMEA

0€3011aCHOCTTA MPU KOXOPTa MaLUUEHTH, KOUTO ca NPOAB/DKUIIM A& nipremaT Aaburartpad etretccnna:r B | & __
cbllara ao3a, onpeaencHa B uanureaHeTo RE-LY. 3a nanuteanero RELY-ABLE ca 1«136 aﬁt} RS
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MauueHTH, KOUTO O BPEMETO Ha 1TOCHEAHATA UM BU3NUTA OT U3nuTRaHeTro RE-LY He ca npexncHanu
JICYEHHETO 3a NMOCTOAHHO. BKAOUYeHUTe NauMEeHTH ca NPOABLDKWIN Ja MPUEMAT CblIATa ABOMHO-CANa
103a JaburarpaH eTekcuiar, pangoMuzvpano onpegencHa B RE-LY, 3a npocneassane no 43 meceua
citien RE-LY (obwo cpeano npocneasasaHe RE-LY + RELY-ABLE, 4,5 roaunn). [Toabpanu ca 5 897
NnauMeHTH, KOUTO NpeAcTaBafBaT 49% OT NaUMEHTHTE MbPBOHAYAIHO, PaHAOMHU3HPAHO ONpPEAEIEHH
na npueMmar gaburatpan erekcunar B RE-LY u 86% ot uzbpanute nauuent B RELY-ABLE.

1o Bpeme Ha aonbaHMTENHUTE 2,5 roarHM Ha neueHHe B RELY-ABLE, ¢ MakcumanHa ekcnoznuus
Haa 6 roaunu (o6wa exkcriozuuus B RELY + RELY-ABLE), npodunsT Ha 6e30nmacHOCT Ha
AaburaTpaH €TeKCWIAT B ALJAFOCPOUEH IU1aH € NOTBBPAEH 32 ABETE H3anuTBaHu Ao3u 110 mg ara nuTH
aHesHo ¥ 150 mg nea neTH AHeBHO. He ca Habn0aBaHN HOBM HAXOAKM, CBbpP3aHH € DE30MacHOCTTA.
YectoTaTta Ha U3XO/HU CHOUTHA, BIJTIOUATENHO FOJIAMO KhpPBEHE M ApYru ChOUTUHA HA KbpPBEHE,
ChOTBETCTBA HA Ta3u, HabmoaaeraHa B RE-LY.

,ﬂannu oM HEUHMEPBEHYUOHAINU NPOYYEAHUA

[1py enHo HenHTEpBeHUHOHATHO npoyyBaHe (GLORIA-AF), npocnektrBHO ca cubpaHu (BLB BTOpaTa
My (pa3a) naHHHM 3a O€30macHOCTTa M EUKACHOCTTA NMPH HOBOAHArHOCTULIMpaHu naiueHTH ¢ HKIIM
Ha naburaTpaH eTEKCHUNAT B pealHu ycnoBua. [Ipoyusanero Bkmousa 4 859 naunenTy Ha gaburarpas
eTekcHnar (55% nexkyeaHu ¢nve 150 mg aBa mbTH AHEBHO, 43% nexkyBaHu ¢be 110 mg nBa mbTH
IIHEBHO, 2% NexyBaHH ¢bC 75 mg aBa MbTH AHEBHO), [lailHeHTHTE ca MpOCNEASBaHH B [MPOBIKEHHE
Ha 2 roauHu. Cpeanure CHADS?2 1 HAS-BLED ckopose ca cvorsetHo 1,9 n 1,2. CpeaHoTo Bpeme
Ha npocieasBaHe no BpeMe Ha tepanusTa € 18,3 meceua. ['onsaMo KkepBeHe € Bb3HUKHANO 11py 0,97 Ha
100 nauunentoroguuu. MMma cbobuieHus 3a )uBOTO3acTpallaBailo KepBeHe npu 0,46 Ha

100 nauneHTOrOAMHHK, BbTpeuecpenHa xemoparus nipu 0,17 Ha 100 nalueHTOroAHHU U CTOMALIHO-
ypesHO KbpBeHe npu 0,60 Ha 100 naunenToroauuun, UHCynar € Bb3HUkHaI nipu (0,65 Ha

100 maLMeHTOroguHH.

OcBeH TOBa B eJHO HEMHTepBeHLUHOHATHO npoyuBaHe [Graham DJ et al., Circulation. 2015;131:157-
164] npu noeeue ot 134 000 nauneHTH B crapuecka sb3pact ¢ HKIIM B CveanHenure watu
(rornpuHecno 3a noseye otr 37 500 naumMeHTOrOANHK BpeMeE Ha NPOCHEASBAHE C NIPHUIOKECHHE HA
Tepanua) gaburarpan etexcunat (84% oT naLMeHTHTe ca JeKyBaHH cb¢ 150 mg aBa NbTH AHEBHO,
16% oT nauueHTUTE ca JeKyBaHH CbC 75 mg JBa MbTH JHEBHO) C€ CBBLP3Ba ¢ MOHMXKEH PUCK OT
HcxeMudeH HHCYNT (koehunuueHT Ha pucka 0,80, 95% nosepurenen uutepsan [[AU] 0,67-0,96),
BbTpeueperntHa xemoparua (koepuumeHt Ha pucka 0,34, 1T 0,26-0,46) 1 cMbpTHOCT (KOSPULIMEHT Ha
pucka 0,86, 11 0,77-0,96) u yBenuyeH puCK OT CTOMAWHO-YPEBHO KbpBeHE (KOE(ULIMEHT HA PUCKa
1,28, I 1,14-1,44) B cpaBHeHHe ¢ BapdapuH. He € OTKpUTa pa3iiuka no OTHOLEHHUE Ha MoisMo
KbpBeHE (koeduuueHT Ha pucka 0,97, /1M 0,88-1,07).

Te3u HabJil0ACHUS B pEAJIHM YC/I0BHS MOTBBPXKAABAT YCTAHOBEHHA MpodHn HA Oe30NacHOCT U
eUKacHOCT 3a AaburarpaH €TeKCHUIaT NpK TOBRA NMoKasaHue B npoy4saHeTo RE-LY.

Iayuenmu, koumo ca buau nooaosxcenu Ha nepxymarnna koponapra unmepsenyus (I1HKH) cvc
cmenmupare

[IpocnekTUBHO, paHNOMU3UPAHE, OTKPUTO MPOYUBAHE ChC 3acieneHyd kpaHu Touku (PROBE) (daza
[IIb) 3a oueHka Ha aBo#tHa Tepanus ¢ gaburarpad erekcunar (110 mg unun 150 mg ABa NbTH AHEBHO)
UTIOC KJIONUMAOrpe UM TUKarpesaop (aHTaroHUeT Ha P2Y 12) B cpaBHeHuUe ¢ TpOHHA Tepanus ¢
papdaput (kopvrupada keM INR 2,0-3,0) nntoc knonunorpen vnu Tukarpenop u ACK, e nposeaeHo
npu 2 725 NaUMeHTU ¢ HEKJIAMTHO MPEAChPAHO MBbKICHE, KOUTO ca OUuny noanoxeHu Ha [IKH cne
creHTupaHe (RE-DUAL PCI). I'lanuentyTe ca paHaoMu3upaHe 3a ABOHHA Tepanys ¢ aadburarpad
erekcunat 110 mg n8a nbTH AHEBHO, ABOMHA Tepanus ¢ nadburarpan erekcunar 150 mg as |
JIHEBHO WJIM TpoWHaA Tepanusa ¢ BapdapuH. [laiuenTr 8 cTapuecka sb3pacT n3sbH CALLL B
>80 roanHu 3a BCHUKH cTpanu, >70 roansn 3a Anonus) ca paznpejaeneHy Ha ciiyqacH rfput
rpynara Ha JBoiiHa Tepanus ¢ gaburarpad erekcunar | 10 mg unu kbM rpynara Ha Tp HE
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YectoTaTta Ha MbpBUUYHATA KpaiHa Touka € 15,4% (151 nauneHTH) B rpynara Ha ABOWHA Teparius C
naburarpad erekcunar 110 mg cnpamo 26,9% (264 nauneHTr) B rpynara Ha TpOHMHA Tepanus C
sapdapuH (KP 0,52; 95% JAU 0,42, 0,63; P<0,0001 3a ne no-manka epuxkacHoct 1 P<0,0001 3a
npepu3xoAcTro) 4 20,2% (154 nauneHTH) B rpynata Ha ABOHHA Tepanus ¢ gaburaTpaH eTekcunar

150 mg, B cpaBHeHHUE ¢ 25,7% (196 nauneHTH) B CHLOTBETHATA rpyna 3a TpoiHa Tepanud ¢ BapdapuH
(KP 0,72; 95% AU 0,58, 0,88; P<0,0001 3a He no-manka edpukacHocT u P=0,002 3a npeBb3X0aCTBO).
Karo yacT OT OnMcaTeIHHA aHAIW3, 4eCTOTaTa Ha ChbOMTHA Ha rONIAMO KbpBEHE NpH TpoMOoOn3a 1pH
vuHpapkra Ha muokapaa (Thrombolysis In Myocardial Infarction, TIMI) e rno-Hucka n B ABeTe rpynu
Ha ABOWHA Tepanus ¢ naburaTpaH €TeKCHNaT, OTKOJIKOTO B rpynara Ha TpoHHa Tepanus ¢ papdapuH:
14 cubutns (1,4%) B rpynara Ha aBo#iHa Tepanus ¢ gaburarpan etekcunar 110 mg, B cpasienue ¢ 37
crOuTHA (3,8%) B rpynara Ha TpoiHo Tepanus ¢ Bapdapus (KP 0,37; 95% JIU 0,20, 0,68; P=0,002) u
16 ¢vbutna (2,1%) B rpynara Ha aBoitHa Tepanusa ¢ gaburarpan erexcunar 150 mg, B cpapHeHne ¢ 30
cvOuTHA (3,9%) B CbOTBETHATA rpyna Ha TpoiHa Tepanua ¢ Bapdapud (KP 0,51; 95% JIX 0,28, 0,93;
P=0,03). X nseTte rpynu Ha NBOHHA Tepanud ¢ AadurarpaH eTeKCUNaT UMAT NO-HUCKH YECTOTH Ha
BbTpEYepernHa XeMoparus, OTKOJIKOTO CbOTBETHATA I'pyria Ha TPOWHA Tepaitus ¢ BapgapHH: 3 chOUTHS
(0,3%) B rpynarta Ha aABo#Ha Tepanua ¢ Aadurarpan erexcunart 110 mg, B cpasHeHue ¢ 10 crOuTHS
(1,0%) B rpynarta Ha Tpoiida tepanus ¢ Bapdapux (KP 0,30; 95% /1M 0,08, 1,07; P=0,06) u 1 cubuTHe
(0,1%) B rpynaTa Ha ABOHHA Tepanua ¢ gaburarpal erexcunat 150 mg, B cpaBHeHHe ¢ 8 chHOUTHS
(1,0%) B chOTBETHATA rpyna Ha TpoiHa Tepanus ¢ sapgapus (KP 0,12; 95% JIU 0,02, 0,98; P=0,047).
YectoTara Ha cvOUTHATA OT KOMOMHMpaHAaTa KpaitHa TOUKa 3a €PUKACHOCT ,,CMBPT,
TpoMOoeMOONHUHH CHOUTHA (MHGDAPKT Ha MHOKap/a, MHCYIT MITH CUCTEMEH eMOOJTH3BM) MU
HEIUIaHMpaHa peracKynapu3alud’® KoOMOUHUPAHO B JIBETE FPYNM Ha ABOMHA Teparnus ¢ gaburarpax
€TEKCHJIAT € C HE MO-Masika €PHKaCHOCT OT Ta3M B rpynara Ha TpoiHa Tepanusa ¢ sapdapuH (13,7%
cipamo 13,4%; KP 1,04; 95% JIN: 0,84, 1,29; P=0,0047 3a He no-manka edukacHocT). Hiama
CTATHCTHYECKH Pa3iUKH B HHAUBUAYATHUTE KOMIIOHEHTH HA KPAHHHUTE TOYKH 32 €(PUKACHOCT MEXKAY
KOATO U Aa OMNO OT rpynara Ha ABOHHA Tepanus ¢ AaburaTtpaH eTeKCUnaT M rpynara Ha TpoiHa
Tepanus ¢ BapgapuH.

[Ipoy4BaHneTo nMokasea, ue ABOHHATA Tepanusa ¢ gaburarpaH eTeKCHNaT K aHTAaroHUCeT Ha P2Y12
JHAUHMTETHO MTOHMKABA PUCKa OT KbpPBEHE, B CPAaBHEHHE C TPOWHATA Tepanus ¢ BapdapuH, ¢ He No-
MaiKa e(PUKACHOCT 32 KOMOMHHMpaHAaTa KpanHa TouKa ,,TpoMO0eMBONTHUHH CEOMTHA® IPH MALUEHTH C
MPeACHPAHO MBXAEHE, KOWTO ca 6unn noanoxeHu Ha [TKH cue cteHupane.

Jeuenue na JIBT u bE npu ev3pacmnu nayuenmu (neuenue na JIBT/bE)

EdukacHocTTa ¥ 6€30MacHOCTTA ¢a NNPOYHBAHH B B€ MHOIOLICHTPOBH, paHAOMH3HPAHH,
JBOHHO=CJIEIIH, MPOYUYBAHHUR ¢ MOBTAPALLUC ce nedeHue U napanendu rpynu RE-COVER u RE-
COVER II. B Tte3u npoy4Banus ce cpaBHaBa aadurarpan erekcunar (150 mg nBa neTv AHEBHO) ¢
papdapuH (ueneBa ctorHocT Ha INR 2,0-3,0) npu nauuenTv ¢ octpa JIBT w/unu bE. OcHoBHaTa uen
Ha TE3W NPOYUYBAHMA € Aa ce onpeaeny aaiu aaburarpaH €TeKCHIAT MMa HE NO-Maika €(PUKACHOCT OT
BapdapuH Npu HaMaiABaHe CbOMTHATA HA MbPBHUUHATA KpalHA TOUKA, KOATO Ipe/ICTaB/IARa
koMOHHaLMATA OT peurauBrpatia cumnromartuuHa JABT w/unu bE, v Ha cBbp3aHuTe CMBPTHH CAyYau
B PAMKHTE Ha 6-MECCYHHA IEPHUO/ HA JIEYEHHE.

B c6opuute npoyusanus RE-COVER u RE-COVER Il obuo 5 153 nauveHTH ca paHAOMU3HPAHU K
5 107 ca nekyBaHM.

[lpoabikuTENHOCTTA HA NEYEHUETO ¢ (PUKCUpaHa no3a gaburarpad ¢ 174,0 auu 6e3 npocneassaHe Ha
koarynaumsra. [ [pu nauveHTATE, paHIOMHU3HpPaHH 32 NpHUeM Ha BapdapuH, MEAHAHATA HA BPEMETO B
teparnesTuueH UHTepBat (INR 2,0 xo 3,0) € 60,6%.

Tadsmua 27: Anajins Ha MLPBHYHATA ¥ BTOPHYHATA KPaiHH TOYKH 3a epHKa &imq (BTEC ée | .
cbetou oT IBT n/unu BE) 10 kpas Ha nepuoja caen geuennero B ¢c6opuuTe an\zﬁlﬂnﬁHﬂ'ﬂE - ;‘3 "
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COVER » RE-COVER 11

JlaburaTpan etekcunar
150 mg ABa NbTH JIHEBHO Bapgapun

JlekyBaHW NaliMEHTH 2 553 2 554
Peuunausupaill
cumnroMaTiued BTEC u 68 (2,7 %) 62 (2,4 %)
cebp3aHa ¢ BTEC cMbpT
KoednuueHT Ha pHCKa CIIPSIMO
BapgapuH (95% nosepurenen (1,09 (0,77, 1,54)
MHTEpBal)
BTopuuH#u KpaiHU TOUKH 3a
ehHUKACHOCT
Peunausupaiil
icumnroMaTuen BTEC u 109 (4,3 %) 104 (4,1 %)
ICMBPT NO BCAKAKBA IPUUHHA

0
05% noBepUTENIEH HHTEPBAI 352,513 3.34. 4,91
ICumnromatryHa JIBT 45 (1,8 %) 39 (1,5 %)

0
95% NOBEPUTENIEH UHTEPBAT 1.29. 2.35 1.09, 2.08
CumnromarnuieH bE 27 (1,1 %) 26 (1,0 %)

Q
95% ROBEPUTENIEH HHTEPBA 0.70. 1.54 0.67. 1.49
Csbp3ana ¢ BTEC cmbpt 4 (0,2 %) 3 (0,1 %)
| 0
95% noBepUTENIEH HHTEPBA 0.04, 0.40 0.02. 0.34
(CmbpT no Besikaksa npuquHa 51 (2,0 %) 52 (2,0 %)
- 0
95% noBepHUTENIEH HHTEPBA 1.49. 2.62 1,52, 2.66

IIpegenyus na peyuousupawa [{BT u BE npu sv3pacmuu (npegenyus na /IBT/bE)

JIBe paHAOMHU3HPAHH, ABOHHO-CJICMH NPOYYBAKHA C NAPAJIETHH IPYINH Ca NPOBEACHU IMPH MALIHEHTH C
npexoaHa aHTuxkoarynanwtHa tepanud. B npoyusaHeto RE-MEDY, xonrponupaHno ¢ sBapdapus, ca
BKJIKOUEHH MALMEHTH, TIPSAXO/IHO NEKYBAHH B NPOABL/IIKEHHE HA 3 10 12 Meceua, KOUTO ce HYKAasT OT
MeceLa, KOUTO ¢€ HYXKAAAT OT JOIMbAHUTETHO aHTHKOAryJIAHTHO JIE4eHHe, a ruiauedo-
koHTpoupaHoTo npoyuBane RE-SONATE skirousa nanenTy, NpeaxoaHO JIEKYBAaHH B
npoabKeHHE Ha 6 20 18 Mecenla ¢ HHXMOUMTOPH Ha BUTaMHH K.

[lenta ka npoyuBarHeto RE-MEDY ¢ na ce cpaBHAT 6e3onacHocTTa M eMKACHOCTTa Ha NEpOpaTHUA
nadurarpan erekcunar (150 mg apa nbuTU AHeRHO) ¢ BapdapuH (uenesa ctoitHocT Ha INR 2,0-3,0)
pH NPORLKHUTEHO JICHEHHE M [PEBEHLIMA Ha peuranBUpawa cumnromaruyHa JIBT w/wnu bE.
O6wo 2 866 nauMeHTH ca paHAOMU3UpaHU U 2 856 ca nekyBaHH. [IpoABIAKUTENIHOCTTA HA TEHEHUETO
¢ naburartpad erekcunar sapupa ot 6 10 36 meceua (Meauana 534,0 nuu). [lpu naunenrure,

paHAOMH3HpaHH Ha JeyeHHe ¢ BapdapuH, MeaMaHaTa Ha BpeMeTo B TepaneBTH4eH aManasoHl (INR
2,0-3,0) e 64,9%.
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Ulaburatpasn Bapdapuu
lerekcrar 150 mg
InBa IMBTH THEBHO
JlekyBaHHU MaLHEHTH 1 430 1 426
Peunausupatl cumnromatiueH BTEC u
cebp3aHa ¢ BTEC cMbBpT 26(1,8 %) 18 (1,3 %)
KoeduuueHT Ha pyucka CnpaMo
BapdapuH (95% nosepurenen uurepsan)|1,44 (0,78, 2,64)
HE [10-MaJIKa €PUKACHOCT 2,85
[lauueHTH, NpH KOMTO € BB3HHUKHAJIO
chOuTHE KbM 18-Ha Mecen 22 17
KyMynarused puck KbM 18 meceu (%) 1,7 1,4
Paznuka B prcka cnpamo BapgapuH (%) (0,4
95% noBepuTENEH HHTEPBAN
HE MO-MallKa €DUKaCHOCT 2.8
BTopuuHH KpaHHH TOMKH 332 ePUKACHOCT
Peunaueupaily cumnromatuueH BTEC u
ICMBPT N0 BCAKAKBA MPHUHHA 42 (2,9 %) 36 (2,5 %)
95% noBepHTEIEH HHTEPBAN 2,12, 3,95 1,77, 3,48
ICnmnromatuyna JABT 17 (1,2 %) 13 (0,9 %)
95% nosepuTENEH HHTEPBAN 0,69, 1,90 0,49, 1,55
I(CumnToMaTtnueH BE 10 (0,7 %) 5 (0,4 %)
95% ROBEpHTENIEH HHTEPBAI 10,34, 1,28 0,11, 0,82
ICebp3ana ¢ BTEC cmbpt 1 (0,1 %) 1 (0,1 %)
95% moBepuTEEH HHTEPBAN 10,00, 0,39 0,00, 0,39
ICMBPT 110 BCAKAKBA MPUYMHA 17 (1,2 %) 19 (1,3 %)
95% nosepureneH HHTEpBA [0,69, 1,90 [0,80, 2,07

Llenta Ha npoyuBaneTo RE-SONATE e aa ce oueHn npeb3xoacTBOTO HA AaburarpaH eTeKkcunar
CpAMO TU1auedbo Npu NnpepeHuUATa Ha peudaMsupaiuy cumnroMatiydd JIBT w/nnu bE npwu
NALMEHTH, MpeMUHanu npeaxoaHo jJedyeHue ot 6 10 18 Meceua ¢ BKA. [lnanupanoro sieuenue e
naburatpaH erexcunar 150 mg ABa NbTH AHEBHO B NMPOAbL/DKEHHE HA 6 Mecella, Oe3 HeoDXOIUMOCT OT
HabIIOAeHKE.

[TpoyuBanero RE-SONATE noka3sa npeBb3XOACTBO HA 1a0MraTpaH €TeKCHNaT CNpsaMo Ianedo no
OTHOIUEHHE NPEBEHLMATA Ha cHOUTHA ¢ peunauBHpaluy cumnroMatiunu JIBT/bE, srmountento
CMBPT MO HEOOACHUMH NPUYKUHH, C TOHHIKEHHE Ha pUcKa OT 5,6% a0 0,4% (HamansBaHe Ha
OTHOCHTETHHA PUCK 92% Ga3upaHo Ha xoedHLIMEeHTa Ha pYMCKa) M0 BpeMe Ha NepHoaa Ha JICHEHNUE
(p<0,0001).

BCUYKH BTOPHYHHM aHAJIM3W K AHATU3W HA HYBCTBUTCAHOCTTA HA MbpPBUYHATA KpaiHa TOYKA M Ha
BCHMUYKH BTOPHYHH KPAHHH TOYKM NOKA3BaT NMPEBb3IXOACTBO HA JadUraTpaH eTeKCHUIAT CpaMo
niawnedo.

[IpoyuBaHeTo BKIHO4BA 12-MeCe€UHO npocaeassBaHe 3a HaboaAeHUe ciea kpad Ha nedeHueTo. Cnea
npekpaTABaHe Ha NPUIAraHeTO HA M3MHUTBAHOTO JIEKapCcTBO €EKTLT CE 3ara3ea A0 Kpasd Ha nepuoaa
Ha MpOCIeasBaHe, KOECTO NOKa3sa MOALbpKaHE Ha ePeKTa OT MbPBOHAYANHOTO N€UYEHHE ¢ faburarpaH
erekcunat. He e Habmopnaran pubayna edexr. B kpas na npocneassaHero chbutuara ¢ BTEC npu
MalHeHTUTE, NeKYBaHW ¢ naburarpan erekcunar e 6,9% cnpamo 10,7% B rpynara Ha nnauebo

(xoepuuueHT Ha pucka 0,61 (95% JIA 0,42, 0,88), p=0,0082).

Jlaburatpan etekcunar  [lnauebo
150 mg n8a MbTH AHEBHO
JlexyBaHM NalMeHTH 681 662
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Peunaueupail CUMNTOMATHUYEH

BTEC u csbp3ana ¢ Hero cmbpT |3 (0,4 %) 37 (5,6 %)
KoeduuHeHT Ha pUcKa crpamo

rutanedo (95% nosepurenex 10,08 (0,02, 0,25)

HHTEpBaJl)

p-CTOMHOCT 3a npeBb3xoAacTso  [<0,0001

BTopH4HU KpaHHH TOYKH

PeuyauBupail CHMOTOMATHYEH

BTEC v cMBbpT 110 BCIKAKBa 3 (0,4 %) 37 (5,6 %)
NpUHMUHA

95% nOBEPHUTEJIEH MHTEPBAI 10,09, 1,28 397, 7,62
ICumnromaruuna JIBT 2 (0,3 %) 23 (3,5 %)
95% noBepuTesIeH HHTEpBA 10,04, 1,06 2,21, 5,17
ICumrrromarrucH bE 1 (0,1 %) 14 (2,1 %)
95% noBEPHUTE/IEH HHTEPBAI 0,00, 0,82 1,16, 3,52
Cebp3ana ¢ BTEC cMmbpT 0 (0) 0 (0)

05% NOBEPHTENICH MHTEPBAJT 0,00, 0,54 0,00, 0,56
CMBpT N0 HEOOACHUMH NPHYHHH 0 (0) 2 (0,3 %)
95% noBepuTeneH HHTEPBA 0,00, 0,54 10,04, 1,09
CMBpT N0 BCAKAKBA NPU4YHHA 0 (0) 2 (0,3 %)
95% nosepuTesicH HHTEpBa 0,00, 0,54 3,04, 1,09

Knunuunu uznumeanus 3a NpeseHyuama Ha mpomboemboauzsm npu nayueHmu CsC CopOeHHU KAaniu
npome3su

B usnursane ¢asa Il gaburatpaH erekcunar ¥ sapdapHH ¢a Npoy4eHH npu oduo 252 nauueHTH,
MpETHLPIENH HACKOPO XHPYPrHiHa Orepailis 3a NOCTaBAHE HA MEXAHHWYHA ChPACYHA Kkiana (T.c. B
PAMKHTE Ha HACTOSALIATA UM XOCMHMTANHU3ALMA ), KAKTO M (1P NALIMEHTH, MPETHLPIIEH Onepaums 3a
MOCTaBAHE HA MEXAHHWYHA Chp/EYHA KJ1amna npeau noseuve ot Tpu Meceua. [loeeue tpomboeMObONHUHH
chOMTHA (OCHOBHO HHCYITH U CUMITTOMHH/aCHMIITOMHH TPOMOO3M Ha MPOTE3UPAHUTE KIIATH) M
noBeue ChOHTHA HA KbPBEHe ca HaOJ0AaBaHM MPU AabUraTpaH eTeKCHUnaT B CpaBHEHHE ¢ Bap(apuH.
IIpy rauneHTH B paHHHA NOCTONEPATUBEH NEPUOA, MOJIAMOTO KbPBEHE CE€ € NPOABABANC OCHOBHO KaTO
XeMOparvueH nepruKapaeH H3iuB, Mo-crieUManHo NPy NalUeHTH, 3aMOYHaNH npyMeM Ra Jaburarpas
eTEKCHJIAT CKOPO (T.€. Ha 3-UA JEH) Ciell XMpPYpPryu4yHaTa onepauus 3a CMsHa Ha CbpAeUHa Kiana (Bx.
Touka 4.3).

Heouampuuna nonyaayus

Knunuynu npoyusanua npu npesenyuama na BTEC caed npome3upane na 2oiemu cmagu
Ilpesenyun na uncyam u cucmemern emboauzvm npu ev3pacmuu nayuenmu ¢ HKIM ¢ edun uru
nogeue puckosu hakmopu

EBponeiickaTa areHuus 110 gekapeTsara ocro00d/1aBa OT 3aABJDKEHHETO 3a NPEOCTaBAHE HA
PE3YATATHUTE OT NMPOYUBAHUATA C pedEePEHTHUR NEKAPCTBEH NPOAYKT, ChAbpaKalll naburarpaH
€TCKCHJ1aT BbB BCHUKHM MOArPYIM Ha NNEAHATPHUYHATA [10MY/1a1iM4 3a NOKa3aHKETO NbPBHYHA
npeseHUHUa Ha BTEC npu nauMeHTH, KOUTO ca OUAH NOANOKEHN Ha IUIAHOBO USAIOCTHO NPOTE3UPaHE
Ha Ta3o0eApeHa cTaBa WM USJIOCTHO NPOTE3UPAHE HA KOJISIHHA CTaBa M NOKA3aHWETO MPEBEHLIMA Ha
HHCYIIT U CHCTEMEH eMbonn3bM npu naudedTn ¢ HKITIM (Bx. Touka 4.2 3a undopmauks OTHOCHO
yniorpeba B neauaTpusiTa).
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C Bb3paAcTTa JieKapcTBeHa popma (karncyid, 0OBUTU rpaHylu UK NEpopaieH pa3TBop) Ha aaburarpaHx
eTeKCHIaT (C I03H, aJaNITHPAHHU CIOPE BB3PACTTA H TENECHOTO Ter10) HiH SOC ¢ HUCKOMONEKYTHH
xenapuiu (HMX) win antaronucru Ha eutamuu K (BKA), unu donganapuHykce (1 mauMeHT Ha

12 roguuu). IepBUYHAaTa KpaiHAa TOUKA € CbCTABHA KpaklHa TOYKa OT MALMEHTH C [ThJIHO pa3TBAPAHE
Ha TpoMOa, ¢ nurca Ha peuyausupauo BTEC v ¢ nunca Ha embpTHOCT, cebp3ana ¢ BTEC.
KputepumTe 3a M3KIIIOUBaHE BKIIOYBAT AKTUBEH MEHMHIUT, ¢HUEGATUT U BbTpeUeperieH adbcuec.
O6wwo 267 naunenTy ca paHaomuzupadu. Ot Tax 176 nauueHTH ca nexyBaHHW ¢ aaburarpaH
etekcunar, a 90 nauuentn ¢ SOC (1 panaoMH3MpaH NauMEeHT He € nekyBad). 168 nauneHT ca Ha 12
no ooa 18 roguHun, 64 naumeHT ca Ha 2 ao nea 12 ronuHy, a 35 nauMedTH ca noa 2-roavilHa
Bb3PacT.

Ot pangoMuzupaHuTe 267 nauveHTH, 81 nauneHTu (45,8%) B rpynara Ha naburarpaH eTekcuaar v 38
nauueHTH (42,2%) B rpynara Ha SOC OTroRapsT Ha KPpUTEPUMTE 3@ ChCTABHATA MbPBUYHA KpaiHa
Touka (IMbJIHO U3YUCTBaHEe HA TpoMDa, nunca Ha peuuaueupai BTEC v aunca Ha cMBpTHOCT,
ceep3aHa ¢ BTEC). CvorBeTHaTa pa3iivka B HecToTara [oKa3sa He Mo-Majika €epUKacHOCT Ha
naburarpaH erekcwiar B cpapHeHre ¢bC SOC. CbBMECTUMM Pe3yATaTH KaTo L0 ca HabogaBaHun U
B MOArPYIHUTE; HAMA 3HAUMUTENHU PaVIHUHA B €PEKTa OT JEUYSHHETO 3a MTOAFPYINUTE M0 Bb3PAcT, Mo,
reorpadcka 001aCT ® HAIMYKE Ha OTpeaAcICHH PUCKOBU dakTOpH. 3a 3-T¢ pa3IMYHK BL3PACTOBH
CTPATH CBOTHOLLUEHHUETO HA [MALMEHTUTE, MOCTUTHAJIM NBPBUUHATA KpaiHa TOUKaA 32 €PHUKACHOCT B
rpynure ¢bOTBETHO Ha gaburarpan erekcunart v SOC, e 13/22 (59,1%) u 7/13 (53,8%) nipu
MalMEHTHTE Ha Bb3pacT <2 roauiu, 21/43 (48,8%) u 12/21 (57,1%) npn nauueHTUTE HA Bb3pACT 2 10
<12 ronunv 1 47/112 (42,0%) n 19/56 (33,9%) npu naunenTrHTe Ha Bb3pacT 12 o <18 roguuy.
[ToTebpleHH cbOUTHA HA FONAMO KbpBeHE ca cbobileHH 3a 4 nauvenTH (2,3%) B rpynara Ha
naburatpad erekcunaar M 2 nauvenTu (2,2%) B rpynara Ha SOC. Hama cTaTUCTUYECKH 3HAUYMMA
pa3iiMKa BbB BPEMETO JI0 NMOABA HA NbPBO CEOUTHE HA roJIAMO KbpBEeHE. TPHAECET U OCEM MALIMEHTH
(21,6%) B rpynara Ha nabvraTpaH erekcunar u 22 naundeHTH (24,4%) B rpynara Ha SOC nmar
MOTBBLPAEHO CLOUTHE Ha KbPBEHE, KATO MPU MOBEUYETO OT TAX TO € KaTErOpU3UpPaHO KaTo
He3HaunTenHo. KomOunnpaHara kpalHa Touka Ha (IOTBbPACHO CHOUTHE Ha ronaMo kbpeeHe (CIK)
WIH KJIMHAYHO 3HauuMo Heronamo kbpeeHe (K3HI'K) (koraro nauueHTHTE Ca Ha Jie4eHue) ca
cbobineHM 3a 6 (3,4%) naumenTd B rpynara Ha gabwurarpas erekcunat ¥ 3 (3,3%) naumeHTv B
rpynara Ha SOC.

EaHO OTKpUHTO, MPOCNEKTHBHO, KOXOPTHO, MHOTOLICHTPORO MpoyyBaHe 3a 6e3onacHocT a3a Il ¢
eaHo pamo (1160.108) e npoeeaeHo 3a oueHKa Ha 6€30MACHOCTTA HA AadUraTpaH €TeKCUIaT NnpM
npeseHLMA HA peunauBupaiy BTEC npu neanarpuydnmn nauueHT! OT pakaaHero Ao noj 18-roanmna
Bb3pacT. [lauMeHTH, KOUTO ca ce HY>KAAaeu OT NMO-HATATBLIHO aHTHKOAr'yYJIAHTHO JIEHEHHUE [10Pa/Iu
Hanuuue 3a noTebpaeH BTEC (3a Hai-manko 3 Meceua) uny ciea 3aBbpiiBaHe HA MPOYYBAHETO
DIVERSITY, ca BKIOYEHHM B NpOy4BaHeTO, [loaxoasuwu4re 3a BKIIOYBAHE NALMCHTH €A MOJ1Yy4aBa/Iu
aJanTHPaHH CIIOpe] Bb3pacTTa M TENECHOTO TEIUIO 1034 OT ¢cbobpaleHa ¢ Bb3pacTTa JieKapcTBEHa
dopma (Karicynn, 0OBUTHU rpaHy; I WU NepopanieH pa3TBOp) Ha AabUraTpaH €TeKCHUIaT A0
€/IMMUHUpAHE Ha KIIMHUYHHUA PUCKOB (DaKTOp WM 10 MakcuMyM 12 meceua. [TbpBrudHHTE KpaliHu
TOUKH Ha NpoyuBaHeTo ca peurdaus Ha BTEC, cuOnTHEe HA roisiMoO WK HEZHAUKTENIHO KbPBEHE M
CMBPTHOCT (00WIa ¥ BBB Bpb3Ka C TPOMOOTHYHU WiKn TpoMOoeMbONHYHH chOUTHS) Ha 6 U 12 Meceua.
H3xoaute oT cbOUTUATA Ca NOTBBLPACHH OT HE3ABUCHMA, 3aCICNEHA KOMUCHS 33 OLICHKA.

O6110 214 nauveHTH ca BKIHOUMEHHU B IPOYYBAHETO; OT TAX 162 nauydeHT ca BbB Bb3pacToBa cTpara |
(oT 12 1o noa 18 roaunn), 43 nauueHTH Ca BLB Bb3apacToBa cTparta 2 (ot 2 ao noa 12 roguHu) n 9
NalyMEHTH Ca BbB BB3pacTOBa ¢TpaTta 3 (0T paXAaHeTo 10 noj 2-roauiliHa swipact). [1o Bpeme Ha
nepyoaa Ha jJeueHue 3 nauneHTtH (1,4%) ca pazBunu noTBbpAEH 0T KoMHUcHATa peldaus Ha BTEC B
PaMKHUTE HA MMbPBUTE 12 Meceua caea 3arnouyBaHe Ha JICUEHUETO,

[loTBbpAEHH OT KOMHUCUATA CHOUTHA HA KbpPBEHE MO BPEME Ha MEpHO/a Ha JIEYeHHME ca CboOLIeHH 3a
48 nauueHTH (22,5%) B pamkuTte Ha nbpBUTE 12 Mecena. [ToseueTo CHOUTHA HA KBPBEHE ca

B paMKHTe Ha nibpBuTe 12 meceua. [lpu 3 naumenTtu (1,4%) uMa NOTBBPAEHO OT KOM

Ha K3HI'K knpBeHe B pamkute Ha nbpBuTe 12 Meceua. HamMa cMBpTHU ciiyuau no B qﬁ;@i{a, \i‘% \
Ha neuenue. [lo Bpeme Ha nepuosa Ha nevenue 3 nauventu (1,4%) ca passnnu nocyfp@MedTaen < . " |
cuunpom (ITTC) unu ca umanu snowasane Ha [1TC B pamkuTe Ha nbpeuTe 12 Meceliais, \ g T
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Crnen repopaiHo NpuioxeHue gaburatpas eTekcwiar 6bp30 U HAMbAHO CE NMpeBpbLLa B JabUraTpa-,
KOHTO € akTMBHaTa ¢dopma B 1azmara. PasueneaHero Ha npeanekapcTROTO Ja0UraTpaH eTekcunar
4ype3 KaTalu3upaHa OT ecTepasa XMAPOJH3a A0 aKTHBHOTO RElUECcTBO AaburarpaH € npeobnagasauara
MetabonyTtHa peakuusa. AGcomoTHaTa OMOHATHYHOCT Ha aaburarpad cie/l NEpopanHO MPHIOKEHHUE
Ha aaburaTpaH eTekcunart € npubauszurento 6,5%.

Cnea nepopaiHO NPHUNOHKEHHE Ha AabHUraTpaH eTeKCcuiaT fnpy 34paBH 40OPOBOIILM,
dbapMaKOKHHETHYHUAT NPpodun Ha AaduraTpan B 1azMara ce xapaxkrepusupa ¢ Obp30 HapacTBaHE Ha
MJIA3MEHUTE KOHLEHTpauuu ¢ aocTuraHe Ha Cmax B pamkuTe Ha 0,5 v 2,0 yaca cnea NpuioKeHHETO.

Abcopbums

[IpoyuBaHe, OUEHABRALIO NOCTONECpATHBHATA adDcopObunsa Ha naburaTpad etekcunar 1-3 gaca cien
onepauus, AeMOHCTPHpa OTHOCHTENHO OaBHa abcopOLMa B CpaBHEHHME C TA3H NPH 3/1paBH
A006pOBOLIN, NOKA3BANKKM NJaBeH NPO(dHN Ha MIa3MEeHaTa KOHLIEHTpaLMA BbB BpEMETO 0€3 BUCOKH
MUKOBY TUIa3MEHUTE KOHUEHTpalUMu. [Inkoeu nrazMeHy KOHLIEHTpaLMHU ce gocturat 6 yaca cief
MPUIOKEHHETO B NMOCTONEPATHBHUA NEPHUOA NOPAAM AONPHHACALLIM DAKTOPH, KATO HanpUMeEp
aHectesud, CY napesa U XUpypruuHH edeKTH, HE3aBUCHMO OT NEPOPATIHATA JICKAPCTBEHA opMa.
JIpyro npoyuBaHe JeMOHCTpUpA, ve ¢ DaBHA M 3aKbeHABaLUA abcopbumnsg obukHoBeHO ce Habnonana
caMo B AeHA Ha onepauusaTa. Ha cinegsawmre auu abcopdbuuarta Ha qaburarpaH e Oup3a ¥ MUKOBH
J1a3MEHH KOHLIEHTPALMH C€ JOCTHIaT 2 4aca Clied NPUIOKEHHE HA JIEKAPCTBEHHUA NMPOAYKT.

XpaHaTa He noBauABa ODHOHAIMYHOCTTA Ha aaburaTpaH €TeKcunar, HO 3adaBd BPEMETO 10 NMUKOBHTE
MIa3MEHHU KOHUEHTPALHUH ¢ 2 yaca.

Cmax 1 AUC ca nponopuMOHaiHH Ha 103aTa.

buoHanH4yHOCTTA C/IE] NEPOPATHO MPUIOKEHHE MOXKE A1a Ce MOBUILH CbC 75% cnel npuioXXeHue Ha
eJUHHYHA 1032 U ¢ 37% B cTAUMOHAPHO CLCTOAHME, B CPABHEHHUE C pedepeHTHATa KancynHa jpopma,
KOTaTo MEeNeTHUTE ce npueMart 6e3 Kancynara ot xunpomenola (KX). CnenosarenHo uenocrra Ha
karicynute oT KX BuHarv tpabea aa e 3anazeHa npu KIMHAYHA yroTpeda, 3a 1a ce uzderHe
HEYMHULIEHOTO NOBHLIABaHe Ha OMOHAIMYHOCTTA HA aaburaTpan erekcuaar (BX. Touka 4.2).

PasnpeneneHue

Habniogasa ce cnado (34-35%), He3aBHMCHMO OT KOHLEHTpaLUHATa CBbP3BaHe Ha JaburaTpad ¢
YOBEIUKHTE TL1asMeHu nporenHn. ObemMbT Ha pasnpeaeneHue Ha gaburatpan ot 60-70 | npesuiuasa
oO11Ma 00eM Ha TENECHUTE TEYHOCTH, KOETO 03HAYaBa, ye AaduraTtpaH uMa yMEpeHO TbKaHHO
pasnpeAcICHUE.

buotpaHchopmalus
MeTabonMaMbT K eKCKpeLusTa Ha aduraTpaH ¢a NpoyyveHU 1npu 31pasu 100pOoBONILH cnell eAUHHYHA
MHTpaBeHO3Ha 103a Jaburarpan, Oens3zan ¢ pagHoakrueeHd H3oTorn. Cea HHTpaBeHO3HaTa 1034
NpoU3XoKaaula ot gaburartpaH pagHoOaKTHBHOCT ¢€ eIMMUHHUPA IrI1asHo ¢ ypuHaTa {(85%). dekanHara
eKCKpelua oTroBapa Ha 6% oT npunoxeHara no3a. lo 168 yaca caen npunoxenue Ha ao3ara obulara
PaMOAKTHBHOCT C€ Bb3CTAHOBABA B pamkHTe Ha 88-94% oT npuaoxkeHaTa 103a.

Jaburatpat ce nojyiara Ha KOHIOralus, Nnpy KOeTo ce oOpasyBar PapMaKkoJOryuHO aKTHBHH
aluIrIroKypoHuan. CelIECTBYBAT YETUPU NO3MIIMOHHU u3omMepa, 1-0, 2-0, 3-0, 4-0-
allWICTIOKYPOHH, BCEKH OT KOUTO ChCTaBligBa no-manko ot 10% ot oduwoto konuyectso gadurarpar
B njazmara. Csieid oT Apyru MeTaboJIMTU Ce YCTAHOBABAT CAMO C BUCOKOUYYBCTBUTETHH AHATHTUYHHM
meToau. /laburaTpan ce enMMUHHAPA rMaBHO B HEMIPOMEHEH BH]I C YPHUHATA C NPUDIU3IUTENIHA CKOPOCT
100 ml/min, cxoTBETCTBALLA HA CKOPOCTTA HA [NIOMEpYyHa QHIATPALUA.
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CrneunanHy nonyiaauuH

bvbpeuna nedocmamupuHocm

B npoyuBanus ¢a3za I ekcnozuumnara (AUC) Ha naburaTpaH cnex nepopanHo MPUIIOKEHHUE Ha
AabvrarpaH eTeKCHIAT € NpUONUIUTENHO 2,7 MBTH NO-BMCOKA NPH BL3PACTHH AOOPOBONLM C YyMEpeHa
oB0OpeuHa HepocTatbuyHOCT (CrCL mexay 30 u 50 ml/min), otkonkoto rpu Te3u He3 ObOpeyuna
HEJOCTATbYHOCT.

[Tpn Manbk Opoi Bb3pacTHr A00poBONUM ¢ Texka ObvbpeuHa HeaocTarbuHOCT (CrCL 10-30 ml/min),
ekcno3numata (AUC) na gaburarpat € npuOAH3UTENHO 6 IBTH NO-BUCOKA, 4 MONYKUBOTBT

npubAUIUTENHO 2 TLTH MO-ABIbI OT HabNMogaBaHWTe B Nonysauua 6e3 6b0peyHa HeJOCTATBEUHOCT
(8. Toukn 4.2, 4.3 u 4.4).

Tabanua 30: IlonyxkuBoTLT Ha 00INKNA JabHraTpaH NpH 3APABH HHAHBHIH H HHAKBHIHN C
HapyuicHa 0L,0peuna pyHkuua.

ICI{DPUCT Ha rIoMepynHa CpeneH reoMeTpuueH (gCV %,; rpaHuuu)
ibuntpauus (CrCL,) MOJYXHBOT

[ml/min} [h]

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

>5(-<80 15,3 (42,7%;11,7-34,1)

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

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

JlombAHUTENHO, EKCIIO3UUHATA HA AaburaTpad (Hal-HUCKa ¥ MTHKOBA) € OLUEHEHA B €1HO
NPOCNEKTHBHO, OTKPUTO, paHAOMHU3HPAHO, (PAPMAKOKHUHETHYHO NPOYYBAHE NPH MAUUEHTH C HEKIAMHO
npeackpaHo MexkaeHe (HKIIM) ¢ Texxko 610peyuHo yBpexxaaHe (OnpeaeneHo KaTo KpEaTHHHHOB
kinpbHC [CrCl] 15-30 ml/min), nony4aBamiy gaburatpaH erekcunar 75 mg 1Ba NbTH AHEBHO. TO3M
PEXHM € JOBCI A0 Hal-HMCKA CpeaHa reoMeTpH4Ha KoHueHTtpauus 1335 ng/ml (gCV 76,9%),
“U3MEPEHA HEMOCPEACTBEHO NIPEAM NPHUIOKEHUETO Ha CNeABalara 103a, 1 10 NUKOBa CpeAHa
reomeTpr4Ha koHueHTpauuns 202 ng/ml (gCV 70.6%), namepeHa aBa yaca cnej fMprUIoKEHHETO Ha
nocjigaHarTa ao3a.

KAMpLHCHT Ha faburaTpaH upes XeMOAHAIH3a € U3C/eIBaH NP 7 Bb3PACTHH MALIMEHTH C TEPMHUHATHA
61x0peuHa HegocTaTbuHOCT (ThH), 6e3 npeacwypano MbxaeHe. [lnanusara € poBeAcHa CbC

700 ml/min nuanuien nebUT, NPOABLIHKUTENHOCT YETUPH Yaca M CKOpOCT Ha KpbBHUA TOK 200 ml/min
nny 350-390 ml/min. Tosa Boau Ao orcTpaHseaHe cboTBETHO Ha 50% no 60% oT KoHUEeHTpauusaTa Ha
naburarpad. KoinuecTROTO Ha BELIECTBOTO, OTCTPAHEHO 4pe3 JUaANU3a, € NMPONoPLUUOHATHO Ha
CKOpPOCTTA Ha KPbBHHUA TOK, NP CKOPOCT HA KpBbBHUA TOK 40 300 ml/min. AHTUKOarynaHTHaTA
AKTHBHOCT Ha JaburaTpaH HaMaJaBa ¢ HAMAISBAHE HA I1a3MEHUTE KOHUeHTpauun 1 OK/D /]
BPBH3KATA HE € 3acernara oT npoueypara.

Meauanara Ha CrCL B RE-LY e 68,4 ml/min. [louru nonosunara (45,8%) or naumerrure B RE-LY
uMat CrCL >50-<80 ml/min. [laumenTtuTe ¢ OL0peuHo yspexaade B ymepeHna crerned (CrCL Mexnay
30 u 50 ml/min) umar cpeano 2,29 itbTd ¥ 1,81 fbTH NO-BUCOKA UTA3MEHA KOHUEHTPALMA, CHOTBETHO

peJy ¥ CAeA MPHUEM Ha Ao3ara Ha gaduratpad, B CpaBHEHHE ¢ nauneHTH 6e3 6OpeuHo yBpeXxaaHe
(CrCL >80 ml/min).

Menuanara Ha CrCL 8 npoyuBaHeTo RE-COVER ¢ 100,4 ml/min. ﬂpu 21, 7% ot nauueHTHTe [

yepexaaHe B ymepeHa creneH (CrCL mexnay 30 u 50 rnlfmm) [TauneHTHTE C 61;6p
JleKa ¥ YMepeHa CTEMNEeH ¢a UMAJIH B CTALLMOHAPHO ChCTOSHHE ChOTBETHO CpeAHO |
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Meauanara Ha CrCL B npoyusandusta RE-MEDY u RE-SONATE ¢ csoTBeTHO 99,0 ml/min u
99,7 ml/min. Hpu 22,9% u 22,5% ot nauuenrure croiiHocTuTe Ha CrCL >50-<80 ml/min u 4,1% u
4,8% ot Tax CrCL mexay 30 u 50 ml/min B npoyuBanuata RE-MEDY u RE-SONATE.

llayuenmu 6 cmapyuecka gb3pacm

Crneunprunm papMaKOKMHETHYHU [TPOYHBaHUA ¢aza I npy naLHeHTH B CTAPYECKA BB3PACT 110Ka3BaT
yeenuueHHe oT 40 10 60% Ha AUC u noseue o1 25% Ha Chax B CpaBHEHHE ¢ MIIAH DALIUEHTH.
EdexTbT Ha Bb3pacTTa BbpXY €KCITO3ULUATAE HA JaburaTpaH € NoTebpAeH ot npoyusaHeTo RE-LY ¢
o0k0N10 31% NMo-BUCOKO HUBO HA HAH-HHUCKATA KOHLUEHTPALKA 38 MHAUBHAHK >75 roaMHy M ¢ okomno 22%
MO-HUCKO HUBO Ha HaM-HHUCKATA KOHLEHTPaUMsA NpH HHAUBUAMU <65 roJHHU B CpaBHEHHE ¢ HHAUBUIH
MEXKAY 65 u 75 roanuu (Bxk. Touku 4.2 n 4.4),

Yeprnodpobuo yepexcoare
He ce nabnronasa npomsHa B ekcno3uuugTa Ha gaburatpa npy 12 Bu3pacTHH NALMEHTH C YMEPEHA
qyepHoApodna HegoctaTbuHoCT (Child Pugh B) B cpaBHenue ¢ 12 koHTponm (Bxk. Touku 4.2 u 4.4).

lenecno mezao

Hal-HUCKWTE KOHUEHTpaLKMH Ha 1aburaTpaH ca okoio 20% no-HUCKHU NMPH Bb3PACTHH NMALHEHTH C
TenecHO Terno >100 kg B cpaBHeHue ¢ 50-100 kg. MuozuucTeoTo (80,8%) or vnauBuauTe ca B
kareropusta 250 kg n <100 kg, 6e3 ycraHoBeHa sicHa paznuka (Bx. Touku 4.2 n 4.4). [Ipu Bh3pacTHH
MALMUEHTH C TENSCHO Terao <50 Kg KIMHHUYHKMTE JaHHH Ca OrpaHH4YEHH.

Ioa

EkcnosnumsTa Ha aKTHBHOTO BELLECTBO B NPOy4BaHUATA 3a MbpBUYHA npeBeHuna Ha BTEC e oxono
40% no 50% no-BHcoka NpH NaLKMEHTH OT KEHCKHU M0J1, HO HE CE NMPENOPbYBA KOPEKLHM HA J034Ta.
[Ip1 nauneHTHTE C NPEACHPAHO MBKACHE, MAaLlMEHTUTE OT XKEHCKHU oA ca umaiu cpeado 30% mo-
BUCOKH CTOMHOCTH HAa HAH-HUCKA M [TOCT-030Ba KOHLIEHTPALIMAL.

He ce n3KckBa KOopekuus Ha 1o3aTa (Bx. To4ka 4.2).

Emnuvecku npousxoo

Hama KIHHHYHO 3HAYMMH MEKAYCTHHYECKH Pa3iMyua MEXKAY MalMEHTH OT €BPOIEHAHATA paca,
MaLMEHTH C adDpO-aMEPUKAHCKH, TATHHO-AMEPHUKAHCKH, AMOHCKHA W KUTAHCKW NPOU3X0A 10
OTHOLUEHHE HA $HAPMAKOKHHETHKATA U (papMaKoIHWHAMMKATA Ha Jaburarpa.

Heduampuuna nonyiayus

[1py nepopanHo npunoxeHyde Ha faburarpaH eTeKcUaarT, Criope OnpeaesieHUsa B MPOTOKOJIA
aJITOPHTEM 33 J03WUpaHE, EKCMO3ULMATA € B PAMKHUTE HA Ta3d, Habnio1aBaHa MpHU Bbh3PACTHMU C
JIBT/BE. COopHuAT anan3 oT papMAKOKHHETHYHM JJAHHH OT npoyusanusta DIVERSITY u
1160.108 nokazsa, ue cpeaiHnTe reoMeTpUiHH HaHOHUCKH ekcno3uuuM ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml crorBeTHO npu 0 10 <2-roauiuny, 2 Ao <12-roguuiHu ¥ 12 go <1 8-roguuHu
neguatpuyudH naumedtn ¢ BTEC.

DapMaKOKMHETHYHN B3aUMOACHCTBUA

In vitro npoyuBaHHs 3a B3aUMOACHCTBUATA HE NOKA3BAT MHXUOWpaHe UMK HHAYLIMPAHE HA IMABHUTE
H30€H3IUMH Ha uMTOXpoM P450. Tosa ce noTBbpKaaBa OT in Vive MPOYUBAHUA C YUYACTHETO Ha 31paBH
NO0OPOBOJILM, KOMTO HE NOKA3BAT B3aUMOAECHCTBUE MEKAY TOBA JICUHCHHUE W CIIETHUTE aKTHBHH

Bewecrsa: aropsacTatiH (CYP3A4), aurokcuH (B3auMoaencTsue ¢ TpaHCNOPTHHS P-gp) u
auknogeHak (CYP2C9).

5.3 [lpeAKNHHHYHH JaHHK 32 ynoTpeda

HekNHHHUHHTE JaHHH HE 110Ka3BaT 0COOCH PUCK 3a Xopa Ha 0a3ara Ha KOHBEHLHOHAN
(apMakoIOrHYHH NpoyuBaHHUs 3a 6e30MacHOCT, MPOYYBAHHUA 32 TOKCHUHOCT [PH MH
npUaraHe ¥ reHOTOKCUYHOCT.

1'_ -

Edexture, Hab1100aBaHH B NPOYYBAHUATA 33 TOKCHYHOCT MPH MHOTOKPATHO npnﬂarAHe be ,[t'hJ'IH{aT "
Ha 3aCHIEHHA papMaKoIuHaMu4eH eeKkT Ha JaburaTpaH. N RS
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EdexTt Bbpxy epTHINTETA NIPH HKEHCKH XKUBOTHH € HabmiogasaH noa GopMaTa Ha HAMAIABAHE Ha
Opos Ha HMIINAHTALMKUTE M NOBULIABAHE HA NPEAMMIUIAHTALHOHHMTE 3aryou npu qo3a 70 mg/kg (5-
KpaTHOTO HUBO Ha M1a3MEHa €KCNO3UUnA NpH nauueHTH). [IpU 1031, KOUTO ca TOKCHUHU 32 MAUKHTE
(5- 20 10-kpaTHOTO HHBO Ha MIA3MEHA EKCTNIO3ULIMA NIPY NALUMEHTH), TIPH ILTBXOBE H 3aiiLy ce
HabJ110AaBa HAMAJIABaHE HA TENECHOTO TETO U JKM3HECTIOCOOHOCTTA Ha deTyca, 3a€IHO C MOBHIIABAHE
Ha (peTaiHWTE BapualMu. B npeHataiHUTe U MOCTHATAIIHMTE NPOYYBAHHUA € HAO/II0AaBaAHO
[MIOBHMILABAHE Ha (eTaNHaTa CMBPTHOCT MPH 103H, KOKTO Ca TOKCHYHH 3a MailkuTe (103a,
CHOTBETCTBALLA HAa 4 MTH NO-BUCOKO HHBO Ha IU1a3MEHA eKCIIO3HUMA OT Hab110JaBAHOTO NPH
HALHEHTH ).

B e1HO npoy4BaHe 3a IOBEHWIHA TOKCHUYHOCT TPH IUTEXOBE OT nMopoaa Wista CMBbPTHOCTTA € CBbP3aHa
CbC CHOMUTHA Ha KbpBEHE NPH NOJOOHW HHBA HA €KCTIO3ULIAS, PH KOUTO € HalJi0AaBaHO KbPBEHE MPH
Bb3PACTHHUTE KHBOTHH. CuHTa CE, Y€ KAKTO NPH BL3PACTHUTE, TAKA H MPH MIAJIUTE MLIbXOBE
CMBPTHOCTTA € CBbP3aHa CbC 3aCHNEHATA (PapMaKOTOTMUHA aKTUBHOCT Ha JaburarpaH BbB BPbH3KA C
YIIpaXXHABAHETO HA MEXAHHUYHU CHIIM O BPEME HA [IPWIAraHeTO M TpeTUpaHero. /laHHHTe OT
MPOY4BAHETO 38 FOBEHWIHA TOKCHYHOCT HE MOKA3BaT HUTO MOBULICHA YYBCTBUTEIHOCT KbM TOKCHUHH
[POsABHU, HUTO TOKCHYHOCT, CNeLMPHUIHA 32 FOBEHHUTHU XXHUBOTHH.

HbIroCpoOMHUTE TOKCUKONOIHYHHU [IPOYYBAHHUA NPH [UTHXOBE M MHILLKH HE MTOKA3BaT JAHHU 32
TYMOPOUE€HEH NOTEHLMAT Ha JaburaTpaH 10 Makcumanuu 1034 200 me/ke.

JaburarpaH, akTHBHATa YacT Ha AabUraTpaH CTEKCHIIAT ME3HIAT, € YCTOHYMB B OKOJIHATA cpela.

6. @GAPMALIEBTHYHU JAHHU

6.1 CnuchbK H2 NOMOILHHTE BelIeCTBa

ChAbpXaHUE HA KANCynaTta
BuHeHa KMcenHa
Xunpomenosa

JlnmeTurkon 350

Tank
XHAPOKCHNPONMUALENY/103a

OO0BMBKA HA KANCynaTa
KapareHan (E407)
Kanuer xnopnn

Turanos auokcun (E171)
HUuaurorvn — FD&C Cuneo2 (E132)
Xunpomesosa

YepHo nevaTHO MACTUIO

[Liennak (E904)

Yepen xeneseH okcua (E172)
[Ilponunenrnunkon (E1520)

Cunen pa3reop Ha amoHAK (E527)
Kanues xuapokcug (E525)

6.2 HecvBMecTEMOCTH
Henpuioxumo.
6.3 Cpok Ha rogHoct

2 TOJUHH.
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6.4 CoenuaiHH YC/I0BHA HA ChbXpaHeHHE

To3u nexapcTBeH NPOAYKT HE U3UCKBA CNICUMAIIHA TEMNEPATYPHU YCIIOBUA HA ChxpaHeHue. Ja ce
CbXpaHABa B OPUI'HHANIHATA OMaKOBKa, 3a A4 Ce NpeAna3u oT BJara.

6.5 BrancbabpxaHde HA ONAKOBKATA
Al/Al 6nuctepure ce cvetoat or OPA/ALU/PE Meko oMo ¢ BrpajieH H3CYIIWTEN H TBLP/O
aTyMMHUERO (oo, Cbabpikallo 10 TBbpaun kancynu. Beska kapTonena onakoBka ¢habpxa 10, 30

unr 60 TBBLPIM Karcyiu.

['pynoea onakoska, cbabpKaLia 3 onakosku oT 60 Teepam kancyau (180 Teepam kancynu). Beska
OTJI€NHa OMAKOBKa OT IPynoBara OrnakoBka cpabpxka 6 A/Al 6nuctepa no 10 TBmpau xancynmu.

Al/Al nepdopnpann 6auctepu ce cwetosaT ot OPA/ALU/PE Meko ¢oMo ¢ BrpajieH M3CyLUMTeN U
TBBPAO BTYMHHHEBO (POIHO, ChAbPKaWO 10 TBbpaK kancynu. Beska kapToHeHa ONakoBKa ChAbpKa

10, 30 nnu 60 TBBpAM Kancynu.

[ pynosa onakoska, cbabpkaiia 3 onakosku oT 60 Tebpam kancynu (180 tBepau kancysu). Beska
OTAe/IHA OMaKoBKa Cbabpxa 6 Al/Al neppopupano 6nucrepa ot 10 TBBbpaM Kancynm.

He BcHukM BHAOBE onakoBku MoraT aAa Obaar mycHaTv Ha nasapa
0.6 Crneunannn npeanaiHn MepKH NPH HIXBLPJaAAHE H paboTa

[Ipy ussaxxnane Ha Tenexkcep kancyiu ot OiMcTeEpHaTa ONakoBKa TpAOBa Ja ce Cria3paT CleAHUTE
YKa3aHUA:

. B cnyuaid Ha nepdopupaHo GonUo: €aMH oTAEHEH 6aucTep TpabBa 1a ce OTKbCHE OT
OaucTepHara Kapta no nepdopupaHaTa JIHHUS.
. Tebppaure kancynu He TpadBa ga ce n3dyTBar npe3 GaucrepHOTO HONTHO.

HensnonssaHuAT NnekapcTBEH MPOAYKT HIHM OTNaAbHHATE MATEPUATU OT HETO TPAOBa Aa C€ UIXBLPIIAT
B CHOTBETCTBHE C MECTHHTE H3UCKBAHMUA.,

7. IIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEEA

Gedeon Richter Plc.

1103 Budapest

Gyomron ut 19-21.

YHrapus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20220260

9. JAATA HA ITBPBO PA3PEIHIABAHE/TTIOJAHOBSIBAHE HA PASPEUIEHUETO 3A
YIIOTPEBA

Jata Ha nbpBO pa3peuwasate; 21.09.2022

JlaTa Ha nocneaHo NOAHOBsABAHE:

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA
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