| MTLIHNTERNA ATEHUMA N0 TEKAPCTBATA

ikl T
-

[..’-(immmi XAPAKTIENICITILIKG HE MOOV/RTTM - f}pumaﬁiua f

AoA30ALL

1. HUME HA JIEKAPCTBEHHMSI ITPOAYKT

L K'bM Poz, Me
F\H— o b

Haxcauno 110 mg TBbpay Kancynm  PaspetueHue Me

Daxanlo 110 mg hard ] Copf b -17-
axamo Mg Narc capsuies BG,fMﬁLfﬂuii’P-.,..é ........ e, ;D ........ 122823

LIQEPOHUR M8 oo e

L

2, KAYECTBEH A KOJIMYECTBEH CBCTAB

Beaka tebpaa kancyna csabvpxa |10 mg naburatpan etexcunar (dabigatran etexilate) karo
naduraTpaH erekcunar Me3unar (as dabigatran etexilate mesilate).

3a MBJIHMSA CNHUCHK HA MTOMOLWHMTE BEUIECTRA BUXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBbpaa kancyna (KancyJia)
Kanaueto Ha kancynara € CHHbO, TAJIOTO Ha KancyaaTa € CHHbO ¢ HAUTHKHO OTNEYAaTaH YCPEH 3HAK

110. KancyJHOTO CbLabpxuMO € XKBIATEHUKABOOEIH 10 CReTVIOKBITH neieTd. PasMep Ha Kancynara: |,
JLIDKHHA MPUOJIM3UTENHO 19 mm.

4. KJIMHHWYHHA JAHHU

4.1 TepaneBTHYHH NOKAZAHHNA

IlIepBuyHa npeBeHUHA HA BeHO3HY TpoMboeMOonnyHu cLOuTHs (BTEC) nipH BB3pacTHH MaliieHTH,
NOMIOKEHH Ha [U1AHOBO LAUJIOCTHO MpoTe3dpaHe Ha Tazo0eapeHa CTaBa HTH LBJIOCTHO NIPOTE3UpaHe Ha
KOJIAHHA CTAaBa.

[1peBeHUMA HA MO3BUYEH HHCYJIT H CHCTEMEH eMOOM3LM MPH Bb3PaCTHH NALMEHTH ¢ HEKNANHO
npeacbpaAHo MbxAeHe (HKIIM) ¢ e11H Miun noBeue pUCKOBH GAKTOPH, KATO APEAIIECTBALT MO3bUCH
HHCYT WIH MpexoaHa ucxeMuuHa ataka (I11IHA); sp3pact > 75 roarHy, chpaeyHa HEAOCTATBHHOCT

(knac no NYHA >1I); 3axaped nuader; xMnepToHus.

JleueHue Ha npaboka BeHo3Ha TpoMbo3a (JIBT) n 6enoapoder embonnzeM (BE), kakTo H npeBenuyd
Ha peuravBy Ha JIBT u BE npu 8u3pacTHH nalHeHTH.

Jlewenune Ha BTEC n npeseHuus na peunausupam BTEC npu neayaTtpyuHy MalMEHTH OT PAXKAaHETO
Ao nox 18-roaMiiiHa Be3pacTt.

3a cpO0Opa3eHH ¢ BL3pacTTa J030BH (DOPMM BIDKTE TOUKa 4.2

4.2 JlO3HpPOBKA H HAYHH HA NPHIOKCHHE

Jo3upoeKa

JIAKCAHIO KancyJIn MOXE [1a CE M3MOJI3BA NMPH Bb3PaCcTHH M NEAHATPHYHH NalHEHTH Ha 8-TOAHILHA

Koraro ce npeMHHaBa oT eniHa nekapcTBeHa opMa Ha Apyra, MOsKe Aa e Heodxo
noszarta. Jloszara, nocoueHa B Tab/MLaTa 3a 4O3UPaHE 3a ChOTBETHATA IEKAPCTBEH
CC MpeannUcBa Bb3 OCHOBA HA TEJECHOTO TErJI0 H Bb3pacTTa Ha AETETO.




Hhvpeuung npegenuuna na BTEC npu opmoneduuna xupypzus

[TpenopbyMTENHUTE 103K 1a0UraTpaH eTeKCUIAT K NPOABLIKMTEIHOCTTA HA TepanyaTa 3a MbPBUYHA
npeseHuns Ha BTEC nipu oproneanyHa XvMpyprus ca noka3aHu B Tadnuua 1.

Tat.auna 1: llpenopbkH 32 103HPOBKATA H NPOALHKHTETHOCT HA TEPANMUMATA 32 WhPBHIHA
npesenuns na BTEC npu oproneanuna Xupyprus

Hauano na nedennevollomappxama  |[Ipoanmxutennoct
B 1€HA HA 7034, HA NPHJIOKECHHETO
onepanuaTa, NPUJI0KEHHETO Ha HoAIbpkaniara
1-4 qaca ciea HA KOATO 1032
3ABbPUIBAHE HA 3AII0YBA B
oHepannaTa nLPBHS AcH
lcnen
onepanusaTa
[TanuenTH cinen MIAHOBO 220 mg 10 1um
NpOTE3HPaHe HA KONAHHA cTaBa naburaTpat
¢/IHa Karicysa oT ETEKCHIAT,
[lalMeHTH cnea miIaHoBso
~ 110 mg gaburatpad  [BEAHBX JHEBHO,
NpoTe3UpaHe Ha Ta3o0eIpeHa CTaBa
TEKCHJIIAT APUETH 1O
28-35 nuu
¢dopmara Ha
2 Kancyu ot
110 mg
[TaumenT ¢ ymepeHo 6b0peuro 150 mg
yBpekaaHe (KpeaTHHHHOR KTHPBHC naburarpaf 10 anu (npore3mpane
‘(CrCL) 30-50 ml/min) [ETEKCUIaT Ha KONAHHA CTaBRa)
eHA Kancy;1a oT 75 mgBEAHBAK AHEBHO, MM 28-35 aHU
Hanuenty, kouTO NOTYy4YaBar
. naGuraTpad eTexcHIaT [PHETH oA (mportesdpane Ha
CBHITLTCTBALLO BepanaMuiT®,
popmara Ha Tazo0epeHa cTaBa)
lAMHOJAPOH, XHHAAWH
2 Kancyiau oT
[NalpeHTH HA WY Haa 75~-roauiLHa 73 mg
Bb3pacT

L

*1ipu naunenTtu ¢ ymepeno 600pevHo yBpekIane Ha ChITBTCTBAUIO TEUSHHE C BEpAllaMHIL, BHIKTE

Criequanuy nonyauMu.

M npu aBata BHIa NPOTE3UPAHE, aKO HE € OCHTYPEHA XEMOCTA3a, HAYAIOTO Ha JICYeHNETo TPAOBa 1a
Obae OTN0KEHO. AKO JICYSHHETO HE € 3aMOYHATO B ASHA Ha ONEPaLMATa, TO TpAOBaA Aa 3a104HE C

2 Kancyau BEAHLXK AHEBHO.

Oyenka na OvOpeunama PyuryUs nPeou U O 8pemMe Ha TeYCHUCINO C OQOUeampPan emekCiam

[Tpy BCHUKK MAUMEHTH K 0COOEHO B CTapuecka Bu3pacT (> 75 roaduHH), Thid KaTo 6b0peHHOTO
YBPEXIAHE MOXKE J1a € HeCTO CPEIlaHo B TasH Bb3pacToBa rpyna:
- [Ipenn 3anoupane Ha JeweHne ¢ nadurarpaH eTekcunar ObOpeuHaTa PyHKIUA TPFOBa Ja Obae

- buopeunara ¢pyHKkuMs TpsOBa Ja Obae OLUCHEHA CHillo H IPU CbMHEHUS 32
ObOpeuHaTa GyHKUMS 10 BPEME HA IEYEHHETO { HATP. XUNIOBOJIEMMS, 1EXH

CLOBTCTBALLA YIIOTPEDa HA HAKOW NEKAPCTBEHU NMPOAYKTH).




MeToabT, KOHTO TpAOBa Aa ce U3noN3ea 3a oueHka Ha ObOpeunara dpyHkuus {CrCL B mi/min), e
MetoanT Ha Cockeroft-Gault.

IIponycuama 0osza

Hpenop"btma CC Aa ¢ MPOIBLIAAKYU C OCTAHAITUTE CKETHCBHH JO3H ,[I,Elﬁﬁl"anaH CTEKCHU1AT 10 CbULOTO
BpCME Ha CCABALINA OACH.

He Tpabsa na ce npuema apoiina no3a, 3a /ia c€ KOMNEHCHPAT NMPOMTYyCHATUTE HHIUBWIYAIHH J03H.

Iipexpamasane na npuema na dabuzampan emexcuram

JleuenneTo ¢ naburarpaH erekcunar He TpsadBa Ja ce npekbCeBa Oe3 neKapeku chBeT, 1lalneHTuTe
TpaOBa 1a ObAAT MHCTPYKTHPAHHU /1a C& CBbPIKAT C JIEKYBALLMA JeKap, aKo pa3BUsAT CTOMALIHO-YPEBHH
CUMNTOMH, KaTO aucnencus (Bxk. Touka 4.R).

lHpovsng na nevernuemo

[IpemunapaHe oT neueHue ¢ AaburaTpaH eTeKCHIAT KbM NapeHTepaieH aHTHkoaryyasT. [Ipenopsusa
cé M3uaksaHe oT 24 yaca cnen nocjegHaTa 103a npeau npeMrUHaBate OT 1abMraTpal eTEKCHIAT KbM
MapeHTepaneH aHTUKOarynaHT (Bx. Touka 4.5).

[IpemuHaBaHe OT NieueHHe ¢ NMApEHTEPANICH AaHTHKOArynanT Kbm Jaburarpad eTekcunar:
[lapeHTepanHUAT aHTHKOArynaHT TpaOBa Ja ce MpeKbCHe U J1a ce 3anoude naburatpan erekcrnar 1-2
yaca npeu 4aca, HazHauyeH 3a NMpHEeMaHeTO Ha CneABalata J103a OT aJITePHaTHBHOTO JIEKapCTBEHO
CPEACTBO, KM NPY MIPEKPATABAHE HA JICYEHHETO, B CTy4ail Ha HETNIPEKBLCHATO JIEHEHUE (Harp.
HedpakuuoHHpaH HHTpageHo3eH xenapuH (HOHX)) (Bx. Touka 4.5).

Creyuainu nonyaayuy

bvbpeuno yepescoane

JleueHneTo ¢ naburaTpaH eTEKCHIAT NPH NALHEHTH ¢ TeXKO 0b0Opeuro yepexnane (CrCL <30 ml/min)
€ NPOTHBOIOKA3aHO (BXK. ToUuka 4.3).

[ipu nauuwenTn ¢ ymepedo 666peuno yepexaane (CrCL 30-50 mi/min) ce npenopbuea HaMaNABaHe Ha
aozara (Bx. Tabmvua 1 no-rope u toukn 4.4 v 5.1).

Cvnvmemaaua ynompeba na oabueampan emexcuiam u c1abu 0o ymepeHu unxudumopu na P-
2auxonpomeuna (P-gp), nanp. aMuoOapoH, XUHUOUH UaU BePanAVuT

Jozata TpaOea 1a 6bAe HaMalleHa, KakTo € noco4eHo B Tabnuua | (Bk. cblio Touku 4.4 v 4.5). B 1o3u
Clyuai, naburarpaH eTeKCHIIAT U Te3H JEKapPCTBEHH NPOAYKTH TpAOBa na OnAar NpUeMaHy [0 eIHO H

ChILIO BpEME.

[lpu manmenTH ¢ ymepeHo OB0peyHO yBpeXk1aHe U ChITbTCTBALIO ACKYBAHH C BEPANaMuL, 103aTa Ha
AaburaTpaH eTEKCHNAT TpsAOBA a ce HaMany 0 75 mg AHEeBHO (BK. ToukH 4.4 u 4.5).

Cmapuecka sv3pacm

Tpu nauueHT! B cTapuecka Bh3pacT >75 rogvHM ce NpenopbpuBa HAMaNABaHE Ha /1034
| no-rope ¥ Touku 4.4 u 5.1).

Tenecro mezno



HMa MHOFO OrpaHMYEH KJIMHWYEH OIWT C NPENOPLYHTENHATA JO3UPOBKA NPH MAUHEHTH C TENIECHO
Terno <50 kg unu >110 kg. Karo ce uMaTt npeaBua HANHYHHUTE KIMHUUHH H KHHETHYHH JAHHM,
KOPEeKLUA Ha 103aTa He € HeoDxo uMa (BK. ToUKa 5.2), HO C€ Npenopb4Ba BHHMATEITHO KIIHHHYHO
HaOroaeHKe (BxK. Touka 4.4),

{loa

He ce Hanara kopurupaHe Ha jo3aTa (ex. To4ka 5.2).

Hleduampunrna nonyrayus

Hsama ¢poTBeTHA yIOoTpeda Ha 1abHraTpaHn eTeKCraaT B neAHaTpUYHaTa IOMmy/1alusa 3a NOKa3aHMeTO
nbpBHYHA peBeHUMs Ha BTEC npu nauvenTn, kouto ca OWIK NOANOXKEHH HA NIAHOBO LHNOCTHO

[MpoOTE3IUPAHE HA Taaﬂﬁeﬂpema CTara WiH UANOCTHO IIPOTE3NPAHE HA KOIAIHHA CTaBa.

{Ipesernyun na Mo3IvUCH UHCY.IM U CUCIEMEH emDo Uz M npu 8b3pacmiu nayuenmu ¢ HKIIM ¢

edun uiu nogeve puckosu paxmopu (ITHTIM)

Hevenue na ABT u BE, kakmo u npegernuua na peunoueu na JIBT u bE npu gp3pacmuu
nauuenmu (IBT/BE

[IpenopbvunTenture ao3u AaGurarpan erexcunar npu nokazanusata [MAIIM, IBT u BE ca nokazanu 8
TabnHua 2.

Tabanua 2: llpenopsku 3a nozupoBkara npu [IAIIM, BT u bE

IIpenopnxa 3a J03HPOBKATA

IlpereHLMA HA MOZBYSH UHCYJIT U CHCTEMEH

MOONU3BM NIPH Bb3PACTHH NAlIHCHTH C 300 mg gaduraTpaH eTeKCHIIAaT, PHEMAHH KaTo e/1Ha
HKIIM ¢ equH 1K noseue puckoBu GakTopH kancyna ot 150 mg asa obTH AHEBHO
[TUTIM)

Jleuenue Ha JIBT u BE, kakTo u npeseniisg na 300 mg naburatpaH eTeKCUnar, MpHeMaHt Kato €/1Ha
peuransy na JIBT u BE npu sw3pactuu kancysna or 150 mg aga nbtH JHEBHO, CNCJT JICHEHHE €
nauueHTH (JIBT/BE) [IapeHTEPANICH AHTHKOATY/IAHT B [IPOIB/IKCHHE Ha
Hail-MaJIko 5 AHM.

Upenopviea ce HAMAIASANHE H] 003QMA

[launenTu Ha Be3pact >80 roguuu JlHeBHa no3a 220 mg naburatpad eTekcusiar, npHeMaHa
KaTo ¢aHa xarncyna ot 110 mg apa oeTH AHEBHO

[ laLMEeHTH, KOUTO NPHEMAT CbITBTCTBAULO
BEpanaMmuJi

[TauwenTty Ha Bu3pacT mexay 75-80 roavHu

[ launenTn ¢ ymepeHno 6sbpeyHo yRpeskaane

(CrCL 30-50 ml/min) Tpatea fna ce u3bepe AHeBHa no3a 300 mg wim 220 mg

naburarpaH eTekcHunar, basMpaiku

[lauueHTH C racTpur, e30(aruT win
ractpoesodareasncH peduiyke




PYry DAUHEHTH ¢ NOBULUEH PUCK OT
KbpBEHE

3a JIBT/BE npenopwkara 3a npunarane Ha 220 mg jadburaTpaH €TeKCHNAT, NPUEMAHH KaTo €1Ha
kancyna ot 110 mg ABa MbTH JHEBHO, ¢€ OCHOBaBa HA (hapMaKOKMHETHYHH U (PApMAKOAHHAMHYHH
aHATH3HM H HE € NpoYyUBaHa B KIIHHU4HHK yCiIoBHMA. Bikre no-xony W toukd 4.4, 4.5, 5.1 n 5.2.

B cnyuait Ha HeMOHOCUMOCT KbM AabHraTpaH eTeKCHIaT NalMeHTHTe Tpa0dBa aa ObjaT HHCTPYKTHPAHM
Ja ce KOHCY/ITUpAT BE/IHAra C J1eKyBaLlus CH JIEKap, 3a Aa Ob/1e NPeAnprHETO MPUEMITHBO AITEPHATHBHO
JIEYEHHE 3a NPEBEHLIHS HA MO3bLYEH HHCYNT U CHCTEMEH emMOOIH3bM, aCOUMHPAaHHU C MPEJCHPAHO
MbicacHe, ik 3a JIBT/bE.

Oyenxa na Ovopeunama yuryun nPeou u nO BPeMe HAa JeYEHUCO C 0aDUZAMPan emeKCUIam

[Ipy BCHUKH NauMeHTH U 0cobeHO B cTapyuecka Bb3pacT (>75 roauHu), Tbi kaTo 6b0peyHOTO

VBPEKIAHE MOKE 1A € YECTO CPELiaHO B TA3M Bb3PacTORa IpyIia:

- [ipean 3anousane na neyenue ¢ nadurarpad etexcunar OLOpeuHara pyHkuMs TPAOBaA Aa Dbje
OLIEHEHA Ype3 H3YHCIISIBAHE HA KpeaTHHMHOBHMA knupbHC (CrCL), 3a Ja ce H3K04aT NAUMEHTH C
TexKo ObOpeuHo yepexkaane (1.e. CrCL <30 ml/min) (Bx. Touku 4.3, 4.4 n 5.2).

- brOpeunara hyHkuus Tpabea na 6bae OLEHEHA CBILC U NPH CbMHEHHA 32 BIOLLIABAHE HA
ObOpeuHaTa PyHKLMS IO BpEMe Ha TeUeHUETO (Hamnp. XUNOBOISMHSA, AEXHAPATALHA, U NTPH
ChIBTCTRALLA YTIOTPeDa HA HAKOHW IEKAPCTREHHU MPOAYKTH).

JONBAHATEIHA U3UCKBAHUA TIPH NALMEHTH C JIEKO 10 YMEPEHO OBOpeuHO YBpeXIaHe U MPH NalHeHTH

Ha Bb3PacT HaA 75 roAHHH:

- (1o Bpeme Ha feveHue ¢ nabvrarpan etekcuiat OnOpeynaTa Pynkums Tpsdsa aa Onae
OLICHSIBAHA HAH-MAJIKO €IMH NBT FOJMIUHO UM NO-YECTO, NPH HEODXOAUMOCT, B ONMPEACICHH
KJIHHHYHH CUTYallMH, KOTaTO HMa CbMHEHHA, Ye ObOpPEeUHATa Py HKLIMS MOXKE A C€ NOHWKH WY
71a ce BJIOIIM (Harp. XUNOBOJIEMHUA, AeXUAPATALIMS, KAKTO H NMpH CHITbTCTBALLA YNOTpeda Ha
HSIKOM JIEKAPCTBEHH [TPOIYKTH).

MeToabT, KOHTO TpAOBa na ce U3M03Ba 33 OlleHKa Ha ObOpedHaTa dyHkuus (CrCL 8 ml/min), e
meToabT Ha Cockcroft-Gault.

IIpodvaxcumennocm na ynompeba

[IpoabmkrTenHOCTTa HA yrioTpeOara Ha naduraTpad eTekcriat npd nokasanusTta [IUIIM, JIBT n bE €
nokaszaHa B Tadauua 3

Tatanna 3: lpoasrakntennocr Ha ynorpeta npu 1IMIIM n ABT/BE

Ilokaszanne [[Ipoab/LKHTENHOCT HA YHOTpeda

TTHUITM JleueHHeTo TpAOBA 12 € AbIAroCpOUHO.

JIB'T/bE | IpOALIKHTENHOCTTA HA JIEYEHHETO TPAOBa [1a ce onpeaens HHIHBHAYATHO Clign
BHMMATEJIHA OLIEHKA HA MOJ13aTA OT JICUEHUETO CIPAMO PUCKA OT KbPBEHE (BXK. TOUKA
4.4).

KpaTkocpouHo sedueHue (Hail-Maliko 3 meceria) TpAOBa na ¢e NPOBEKAA MPH HAJTHYNE
Ha NIPEXOAHN PUCKOBH (hakTOpH (HAIp. CKOPOIWLHA XUPYPruiHa OrepaLns, TpaBma,

00€3ABIKBAHE), a TTO-NIPOABIDKHTEHO JIcUeHHE — NPH TpaHHU PHCKOBH (PAKTOPH U1
nouonaruusa BT unu bE.

{Iponvcuama ooza




IlponychHaTa ao3a naburatpaH eTekCWiIaT MOXeE /1a ce pueMe 30 6 yaca npeau ciienBallara
npeanucada nosa. [ Ipy no-Maiko o1 6 yaca 10 BpeMeTO Ha CleABallUd [IPHEM, MPOIMYyCHATATa 1038 HE
TpaOea Ja ce npuema.

He Tpadea na ce npuema 1BOHHA 10724, 3a Aa C€ KOMITCHCUPAT MPONYyCHATHTE HHAHBUAYaJHH 1O3H.

Ipexpamsasane na npuema Ha OGOUCAMPAH_eMEKCUTAM

JleueHueTo ¢ naburarpaH eTekcunar He TpsaOBa 1a ce Nnpekbena 0e3 Tekapeku CbBET. [laudeHTHTE
TpAOBa Ja ObaaT UHCTPYKTHPAHU Aa CE CBbPXKAT C JIEKYBaLMA JeKap, aKo pa3BHAT CTOMAUHO-UPERHH
CHMIITOMH, KaTO AMciencHa (sx. Touka 4.8).

IIpomana na revenuemo

[IpeMHHaBaHe OT JieyeHHe ¢ Aa0UraTpaH eTeKCHIAT KbM NMapeHTepateH aHTUKOary1aHT:
[TpenopbuBa ce u3uakeaHe ot 12 yaca cyief Mocie/HAaTa 103a NPeau NpeMHHaBaHe oT Aaburarpat
ETCKCHIAT KbM NAPEHTEPANCH aHTHKOArynanT {Bx. Touka 4.5).

[lpeMuHaBaye OT A€4YEHHE C NTAPECHTEPANEH AaHTHKOArYMaHT KbM Ja0Hrarpan €TeKCHIarT.
Ilapenrepannuar anTukoarynant TpsOBa aa ce NpekheHe W 1A ce 3anouHe naburarpan etekcunar 0-2
yaca npead yaca, HasHaueH 3a NPMEMAHEeTO Ha ClIeABalllaTa [103a OT AJITCPHATHBHOTO JIEKApPCTBEHO
CPEZICTBO, WIH TIPH NPEKpaTABAHE HA JICUEHHUETO, B CYUAK HA HENPEKBCHATO JIeUeHue (Hanp.
He(ppakLosupaH HuTpaseHo3eH xenapud { HOHMX) (ex. Touka 4.5).

[lpemurHaBaHe OT N€YeHHE € AAOHraTpaH €TeKCUNAaT KbM aHTaroHMcTH Ha BuTamud K (ABKY.

MomeHTHT Ha 3anouraHe Ha ABK Tp#abea 1a ce kopurupa cnpamo CrCL xakto cnensga:

- CrCL 250 ml/min, npremsT Ha ABK Tpabea ga 3amoude 3 guu fipeay NPeKbCBAHETO HA
paduraTpaH eTekcunart

- CrCL >30-<50 ml/min, npueMbT Ha ABK TpabBa aa 3ano4He 2 AHH MpeaH NPeKbCBAHETO Ha
1abHraTpaH €TeKCUIaT

TBi xaTo Ja0HraTpaH eTEKCHIAT MOXKE Aa NMOoBAWAE Ha MeKayHaApOAHOTO HOPMANH3NPAHO
cvorHOoWweHHe (INR), INR m1e orpasu no-nobpe edexra va ABK eapa ciien cndpanero Ha Jadurarpan
€TEKCHJIAT 3a HaH-Manko 2 AHu. [lororasa, INR croiiHocTHTE TpAOBA 14 €€ THJKYBAT C BHUMAHHE.

[IpemuHaBane ot neueHue ¢ ABK kbM paburarpan erexkcunar:
iipuembT Ha ABK Tpadsa 1a ce npeycranoru. Jlaburatpan eTekCunaT MOKe 1a C€ Npuiara peHara
uoM INR ¢ <2.0.

Kapouosepzuo (11HIIM)

[l[aumenTHTE MOraT Aa Opok/KAT IPHEMa HA NabUraTpaH eTEKCHIIAT (10 BpeMe Ha KapaHOBEP3HO.

Kamemvpna abaayusa na npedcwbpono mvicoene (ITHIIM)

JIvrnicBaT 1aHHK 3a ledeHHneTo ¢ Aadurarpas eTekcunar | 10 mg ABa NbTH JHEBHO.

lHepxymanna koporapra unmepeenyus (HTKH) coc cmenmupare (ITHIIM)

[lauMenTH ¢ HeKNanHo NpeacLPAHO MbKAEHE, KoUTO ca noanoxkeHu Ha I1KH cwe crenTnpane, morar
na Obaat AeKYBaHH ¢ JaOHTaTpaH eTeKCHIaT B KOMOHHAINA ¢ TPOMOOLIMTHH aHTHATPETanT
KATO C€ MOCTUIHE XeMOCTa3a (Bxk. Touxka 5.1).

Creyuainu ronyiayuy




Cmapyecka ew3pacm
3a NpoMeHH B 103aTa NpH Ta3Kk NomnyJalus BiwxTe 1abnuua 2 no-rope.
Hayuenmu ¢ puck om xvpgene

[TaLueHTH ¢ NOBUILEH PUCK OT KbpBeHE (BK. Touku 4.4, 4.5, 5.1 u 5.2) Tpsbea ga 6baar cTporo
KIIMHHYHO MOHWUTOPHUPaHH (CNEIeHe 3a NPU3HALM HA KbpBeHe W aneMud). Kopurupane Ha nosara
TpAdBa na 6bae pelICHO O YCMOTPEHHE Ha NEKYBAILMA JIEKAp, CNel OLEHKA HA CBOTHOIICHUETO
NOJT3a/PUCK 32 KOHKPETHHS NaumMeHT (Bxk. Tabnuua 2 no-rope). KoarynauroneH tect (Bx. Touka 4.4)
MOKE 1A TIOMOTHE 32 MIEHTUPHUMPAHE HA NALIMEHTUTE ¢ MOBULIEH PUCK OT KbPBCHE, MPHYHHEH OT
peKOMEpHa eKcrmo3ulMa Ha Aaburarpad. Korato ce yCTaHOBH NPeKOMEPHA €KCIO3HUHA Ha
naburarpan, NpH MauMeHTH C BUCOK PHCK OT KbpBEHE, C€ NpenopbUsa NpHIaraHe Ha HamManeHa 103a
220 mg, npMemaHa kato eaHa karcyaa 110 mg nea netu AHeeHo. [Ipy nosBa Ha KIMHAYHO 3HAYMMO
KbPBEHE JIEUEHHETO TPAOBA A C€ MPEKLCHE.

[lopanu NOBULIEHHS PHCK OT CTOMAIHO-YPEBHO KHPBEHE MPH NALMEHTH € FaCTPUT, €30(0aruT Wi
racTpoesodaruanet peduyke Moxe a ce 0OMUCIM HaMaISBaHe HA Ao3aTa (BX. Tadnuua 2 rno-rope u
Touka 4.4).

bvbpeuno yepexcoare

JleyenueTo ¢ faGHraTpan €TEKCHAAT NPY TAUMEHTH ¢ Texko OBOpedno yapexaaHe (CrCL <30 ml/min)
€ MPOTHBOMNOKA3aHO (8K, TOYKa 4.3).

He € HeoOxonumo KopurupaHe Ha [103ara Npy NauueHTH ¢ Jieko ObOpeuHo yepeskaane (CrCL 50-
<80 ml/min). [lpu nauuenTH ¢ ymepena 6u0peuHa nenocrarbutoct (CrCL 30-50 ml/min),
NpenopbLYUTENHATA 1033 JadHraTpaH etexcunar € cslo 300 mg, npuemanu kato | kancyna 150 mg
/1Ba T5TH JHEBHO. Bbnpexy TOBa, npy nauyeHTH ¢ BUCOK PHCK OT KbpBeHe TpadBa Aa ce OOMUCIH
HaMaABaHE Ha Ao3aTa gqaburarpan eTekcuiar Ao 220 mg, npuemanu Karto efHa kancyna |10 mg asa
MbTH AHEBHO (BxK. TOUKH 4.4 1 5.2). BHumaTenHo KI1MHH4HO HabnoaeH e ce NpenopbUBa pH
NaLHEeHTH ¢ OHOPEUHO YBpEKaHE.

Cwvhvmemeauya ynompeda Ha oabueampan emexcuaam u caabu 0o ymepenu unxubumopu na P-
eauxonpomevynd (P-gp), nanp. aMuooapon, XUHUOUH Wil 8epanamuil

He € HeobX01UMMO KOpUripaHe Ha 403aTa TP ChITBTCTBALLO NPHIOKEHHE ¢ AMHOJAPOH HIH XHHHHH
(BxK. Touku 4.4, 4.5 1 5.2).

[IpenopruBa ce HaMaNABaHE HA A03ATA NPH NALWCHTH, KOUTO NTPUEMAT CHITLTCTBAILO BEpanamMul (Bx.
Tabnuua 2 no-rope v Touku 4.4 v 4.5). B TakbB cnydail naburatpan erekcunar u sepanamui Tpabea jaa
Cce [IpMeMaT 1o €LHO U ChILO BpeMe.

Terecuo meeno

He ce nanara kopHripane Ha goszara (Bx. TO4Ka 5.2}, HO ce IpENOpbYBa BHHMATEIHO KIIMHHYHO
Hab/lodeHHEe NPpY NALMEHTY C TedecHo Terto <50 kg (Bxk. Touka 4.4).

[Ton
He ce nanara xopvrupane Ha qozara (BxK. Touka 5.2).

Hecuampuyna nonyrayus

Hsama choTBeTHA yrioTpeda HA AadUraTpaH €TeKCHIAT B NEAMATPUYHATA NOMYallks 3a




NpEeBEHLMS Ha MHCY.IT U CUCTEMEH eMOoNn3bM npu nauneHTH ¢ HKITIM.

Jdevernue na BTEC u npesernyun na peunousupaiu BTEC npu neduampuunu nauuermu

ITpu neuenre Ha BTEC npu neanaTpyuHi nalMeHTH N1eUeHHETO TpaOBa 1a ce 3aloUuHe CIIeA JICUCHHE ¢
napeHTepaJICH aHTUKOArylaHT B NnpoabIGKEHHE Ha Hal-Manko 5 anu. lpu npeBeHLms Ha
peuransupawid BTEC neueHueTo TpsabBa aa ce 3anouHe ciea ApeaxoAHO JICUEHHE.

Jaburatpan eTeKCUAAT Kancylu Tpsadsa Ja ce npueMar ABa MbTU AHEBHO, €Ha A03a CYTPHH H ¢/1HA
1034 Be4ep, MPUOJH3HTENHO II0 €OHO H ChIIO BpeMe BCekH AeH. MHTepBabT MEx Iy A03HTE TpAOBA 1a
e KOJIKOTO ¢e MOsKe mo-01M30 10 12 4yaca.

[IpenopbunTtennara 103a fadMrarpaH eTeKCHIaT Karcy.au ce onpenelis Bb3 OCHOBA HA TEIECHOTO
TErJ10 1 Bb3pacTTa Ha NAaUMEHTA, KakTo € roka3zaHo B Tabnuua 4. [lozara Tpadea aa ce Kopurupa
CIIOpE TEJIECHOTC TENO H Bh3PAcTTa C HANPEABAHETO HA JCUEHUETO.

3a KOMOHHAUMUTE TENIECHO TETJI0 U Bh3PacT, KOMTO HE Ca NMOCoUeHU B TabHALaTa 3a A03HpaHe, He
morar ga ObaaT JaJeHH MpenopLKH 3a 103HPaHE.

Tabanna 4: Enuaaysn u 00111 AHEeBHH 1038 Ja0HraTpaH eTeKCHJIAT, B MAIMI pAMH (mg),
cnope] TeJIeCHOTO TErI0 B KHJIorpamH (kg) v BL3pacTra HA NAIHEHTA B TOAHHH

KoMOHHANHH TEJIECHO TETJI0 /Bh3pacT EAHHHYHA 1032 O6ma JTHEBHA 1033

Teaecno teryio B kg Br3pacTt B roiHnn B Mg B mg
11 po <13 8 no <9 75 150
13 no <16 8 no <11 110 220
16 no <21 8 no <14 110 220
21 po <26 8 no <16 150 300
26 no <51 8 no <18 150 300
31 no <41 8 no <18 185 370
41 no <51 8 no <13 220 440
51 a0 <61 8 no <18 260 520
61 no <71 8 1o <18 300 600
71 no <81 8 no<18 300 600
>81 10 po <18 300 600

EayHuuHM 1034, H3HCKBALLM KOMOUHAIIMH OT MOBEYE OT €/1Ha Karcyna:
300 mg: aBe kancyau 150 mg |
M YeTUPH Kancyad 75 mg
260 mg: enHa kancya | 10 mg moc eapa 150 mg
uaH exxa kancyna 110 mg mmoc age 75 mg
220 mg: karo aBe kancynu 110 mg
185 mg: karo egHa Kancyna 75 mg oc eaHa 110 mg
[50 mg: xaro eana kancyna 150 mg
WJIH ABE€ KallCynu 75 mg

Quenxa na bvopeunama PYHKYUa npecu U Ho 8peme Ha AeHeHUemo

Ilpeay 3anouBaHe HA Ne4EHHUETO TPAOBA 1a ce ONpe/IeNH U3UHCIeHATa CKOPOCT Ha IIIoMEpyJ/1Ha

dunrpauus (uCI'®@) no popmynara Schwartz (MeToabT, H3NON3BaH 34 OLIEHKA HA KpeaTHHHHA, TPAOBA
na Obe NOTBBLPAEH OT MecTHa nabopaTopus).
Jlewenunero ¢ gaburaTpaH €TEKCHIIAT € TIPOTHUBOMNOKA3AHO TPH NEJHATPUYHH MALMUEHT
<50 ml/min/1,73 m* (Bx. Touka 4.3).
Maupentn ¢ HCI'D >50 mI/min/1,73 m? tpabea na 6baaT NeKyBaHu ¢ 1033 ChIACH
[To Bpeme Ha nedenneTo OLOpeuHaTa pyHKUMUA TPAOBA 1a C€ OLEHABA NPH ONpe/el




CUTYallHH, KOTAaTO MMa ChMHEHKS, ye ObOpedHaTa yHKUMA MOXKE Na c€ MOHWAKM HIIH /ia ¢€ B.IOLIH
(Hanp. XHNOBOAEMMUS, AEXHAPATALIMSA, KAKTO M NPU ChITLTCTRAILA yNOTpeba Ha OnpeacieHH
NEKApPCTBEHH MPOAYKTH K Ip.).

{Ipodvircumenrnocm na ynompeba

ITpoabmxHTENHOCTTA HA TeueHueTo TpAOBa aa ce onpeaens HHAMBHAYAIHO B 3aBHCHMOCT OT OLICHKATa
Non3a/puck.

{Iponycnama 003a

[IpommycHara go3a naGuraTpaH eTekcunaT MOXKe Aa € [pHeMe 10 6 4aca npeaH ciaeaBallara
npenfnucada a03a. [1py octapauu no-manko ot 6 yaca g0 CAeABaUius NPHeM, MPOIYCHATATaA 103a HE
Tpa0ga aa ce rnpHemMa.

B nukakbB cityuai He TpsOra ga ce npueMa ABOMHA 1034, 32 Jia €& KOMIICHCUPAT NPOIlyCHATHTE
HHAMBHIYATHH TO3H.

lipexveeane na AeNenuemo ¢ OabUCAMPar emexcuian

JleueHueTo ¢ 1abMraTpaH eTekCHIaT He TPAOBa 1a ce peKkbepa be3 KoHcyaTauua ¢ ekap. [landenture
HITH OOMpHXBALIMTE I'H AHLUA TpAOBa aa ObaT HHCTPYKTHPAHH A Ce CBbPIKAT C JIEKYBALLHA AeKap, ako
NaLMEHTET Pa3BHEe CTOMAILHO-UPEBHH CUMITTOMM, KaTO AMCNETICHS (BX. TOYKa 4.8).

Hpomana na aevenuemo

[IpemHHaBaHe OT fieueHHe ¢ NabHraTpaH eTEKCHIAT KbM MapeHTepaieH aHTukoaryiadt: [Ipenopeusa
ce Aa ¢e u3uaka 12 vaca cnen nocieqHata 103a npeay NnpeMHHaBate ot JaduraTpaH €TEKCHIIAT KbM
napeHTepalieH aHTHKOAryaHT (BXK. Todka 4.5).

[IpeMHHaBaHe OT NEUYECHHE ¢ MApPEeHTEPATIeH aHTUKQANY1aHT KbM JabMrarpaH eTeKCHIAT
[lapeHTepanuuaT aHTUKOAry/IaHT TPAOBa Aa ce NPEeKbCHE U Aa ce 3anovHe adburarpad erekennar (-2
4aca Npeay Yaca, ONpeneeH 3a IPHIOKECHHETO Ha NapeHTepanHusa AaHTHKOATY/IaHT, HITH [TPH
npeKpaTABaHe Ha JICUSHHETO, B CTy4ail Ha HEMPEKHCHATO JICHEHHE (HANp. HePPaKLHOHHUPAH
UHTpaBeHo3eH xenapud (HOUX)) (Bx. Touka 4.5).

[IpeMyHaBaHe OT JicueHMe ¢ Aa0UraTpaH eTeKCHAaT KbM aHTaroHMeTH Ha BuTaMuH K (ABK)
[TauueHTHTE TpsadOea na 3anounat npueM Ha ABK 3 gHu npeau npexnseBaHeTo Ha 2adMraTpay eTeKCHIAT.
ToH KaTo naburaTpad €TeKCHNAT MOXKE 1A NOBIHAC HA MesKay HapOAHOTO HOPMATH3HPAHO
cpoTHoLueHue (INR), INR e otpazu no-no6pe edexra na ABK exsa cnea cnupasero na nabvrarpat
eTEeKCHNAT 3a Hali-manko 2 auu. Jlotoraea, INR croliHocTuTe TpAaOBa Aa ce ThIAKYBAT ¢ BHHMAHHE,

[IpemunaBane ot neyeHue ¢ ABK kum gaburaTpaH eTekcuiar:
[IpuenmsT Ha ABK tpsabsa na ¢e npeycranoBy. Jlaburarpad eTeKCHIaT MOKE J1a & Npuiara sejatara
mom INR e <2.0.

HauuH Ha npunoxenve

To3u nexapcTeeH NPOAYKT € 3a MepopanHO NPUIOKEHUE,
Kancynure MoraT 1a c€ npyemar ¢bhe WM 0e3 xpaHa. Kancynure TpaOBa ga ce norabuiar uelly ¢ Yaia
BOJA, 34 /1a C€ YJIECHH AOCTUTAHETO MM 10 CTOMAxa.

[Maunenture Tpadea 1a 6bAAT MHCTPYKTHPAHMU 0a HE OTBAPAT Kancynara, ThH KaTo To
MOBUIIIK PHUCKA OT KbPBEHE (B3K. TOUKA 5.2).

4.3 NporuBonoxkazanns



- CBpBbXYYBCTBUTE.IHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HAKOE OT NOMOLLUHHUTE BELWECTRA,
H30pocHH B Touka 6.1

- Texko 0bOpeuno yepexaane (CrCL <30 ml/min) npu pb3pacTHH nauMeHTH

- HCT'P <50 mI/min/1,73 m? npu neaHaTpHYHH NALKHEHTH

- AKTHBHO KIIMHHYHO 3HAYUMO KbPBEHE

- Jle3us ui ChCTOAHUE, KOETO ¢ ONpesielid KATO 3HAYUM PHCKOB (PAKTOP 32 FOAMO KbPBEHE.
Toea Moxke Aa BKNKOUBE HACTOSLIK HITH CKOPOLIHH CTOMALIHO-YPEBHH pa3si3BABaHHUs, HATIMUUE
Ha 3/10KaY€CTBEHH HOBOOOPa3yBaHHA C BUCOK PUCK OT KbPBEHE, CKOPOLIHO MO3bUYHO UITH
FPOHAUYHO HApaHABaHe, CKOPOILIHA MO3b4HA, FPbOHAYHA WIH O4HA XHMPYPri4Ha HHTEPBEHUHUA,
CKOpOILIHA BbTPEUEPENHA XeMOparus, U3BECTHN HAK BEPOATHHU BAPULHM HA XPAHOMPOBO/A,
APTEPUOBEHO3ZHM MAT(HOPMALIHK, CHAOBH AHEBPHU3MH HITH FOIEMH BBTPErpLOHaA4YHH WITH
BLTPEMO3IbYHH CHAOBH AHOMANUH

- CHNbTCTBALLO NEYEHHE C HAKOM APYIH AaHTHKOAry;1aHTH, Hanp. HeppakLiIMOHUPAH XeNnapuH
(HOHUX), xenapnHu ¢ HACKO MOJEKYIHO TErNo (€HOKCanapHH, JAATENAPHH H Ap.), MPOU3BOAHH
Ha xenapHHa (GoHaamapUHYKC U Ap.), AHTHKOAryJaHTH 32 NEPOPATHO NPHIMKEHUE (BapdapHH,
puBapokcabaH, anmmkcadaH U Ip.), OCBeH B cneUHdH4HHE ycloBHs. TOBA ca Cly4anTe Ha NPOMSHA
Ha aHTHKOArYJIAHTHOTO JieyeHHe (BK, Toyka 4.2), koraro HOHX ¢e npunara B 103H,
HEOOXOAMMH 32 NMOAXBPKAHE HA OTBOPEH LIEHTPAJIEH BEHO3CH HIIH apTEPHAJIEH KATETHP, WITH
korato HOUX ce npunara no speMe Ha kateTbpHa adiiaLiva nNpu NpeachpaHo MBXKIEHE (BK.
Touka 4.5)

- HepHoapoOHO yBpex/1aHe UK yepHoapodHo 3abonaBaHe, 3a KOSTO CE 04aKBa J1a UMa
OTpaXKEHYE BbPXY NMPEKHBASMOCTTA

- ChIbTCTBAIIO AEHEHHUE ChC CIICIHUTE MOLUHH P-gp HHXMOHTOPH: KETOKOHA30J1, LIHKIOCTIOPHH,
MTPaKOHA30, IPOHEJAPOH H KOMOHHALMATA ¢ (PUKCUPaHK 1031 [JIeKanpeBUpP/ IHOPEHTACBHD 3a
CUCTEMHO NPUIIOXKEHUE {BXK. TOYKA 4.5)

- CbpaeusH KanHy NpoTesH, H3HCKBALIH aHTHKOATYJIAHTHO JIeYeHHe (BK. ToUKa J.1)

4.4 Cnennajny npeaynpexxaeHns H NpeAna3sHd MEPKH NpH ynorpebdba

XeMoparvieH pyuck

Jaburarpan erekcunar Tpabsa fa ce npuiara ¢ NOBHLICHO RHHMAHUE NMPH CHCTOAHHUA ¢ TIOBHLLIEH PUCK
OT KbPBEHE HITH TIPYU CBITLTCTBALLA YOTpeba HA IeKapcTBeHU NPOAYKTH, NOBIMABALLKM XEMOCTA3aTa
upe3 HHXHOKMpaHe Ha TpoMOouMTHATA arperaiyd. [lo Bpeme Ha TepariiaTa KbPBEHE MOXKE [a C& NOABH
HaBcskbae. [pH HeovakraH cnaa Ha XeMOrnOOUHA W/HIY XEMATOKPHTA, HJIH Crnalt Ha KPbBHOTO
Hansaraxe, TpAOBA [a ce€ N3BbPILIK MPerie] 3a YCTAHOBABAHE MSCTOTO HA KbPBEHE.

[1pu BL3pacTHH MALKEHTH B C/Ty4ad HA )KUBOTO3ACTPALIABALIIO MW HEKOHTPOTHPAHO KbPBEHE, KOraTo
€ HeoOXOAMMO OBP30 HEYTPAIM3HpaHe HA aHTHKOAryNaHTHUA eeKT Ha naduraTpaH, MOXKe Ja ce
U3NON38a CeunGHUHOTO HEYTPATH3KPAILO CPEACTBO HaapyUu3yMad. EdukacHocTTa H DesonacHocTTa
Ha UAapyLy3ymal He ca yCTAHOBEHH NpH NeavaTpudHu nanueHTty. Jlaburarpan Moxe 1a obie
OTCTPAHEH MOCPEACTBOM XeMoaMati3a. 1IpH 8b3pacTHH NALMEHTH ca BL3MOMHHU JPYTH OMMUKMKU KaTo
M3ITO/I3BAHE Ha MPACHA LIANA KPBB UM NPACHO 3aMpaseHa MiazMa, KOHLUEHTPAT Ha KoaryJJaluHOHHH
(pakTopu (AKTHBUPAH WM HEAKTUBHMPaH), pekoMOuHaHTeH (axrop Vila unu rpombounTHa Maca (BiK.
ChIIO TOUKa 4.9).

B KIMHMYHA M3TIHTBAHKS JaOMraTpaH €TEKCUNIAT c€ CBBLP3BA € MO-BHCOKHM HMBA HA TOJIIMO CTOMALIHO-

upesHO (CY) kppeeHe. [loruileH puck € HAOAAABAH NIPH NALIMEHTH B CTAPYECKA BL3pacT
(=75 ronuHn) npu cxema Ha npunarane 150 mg asa muTH 1HEBHO, JIpyry puckoBy akTopH (Bx. Chillo

Pucrosu pakmopiut




Tabauna 5 obobmara pakTopuTe, KOMTO MOraT /12 NOBULLAT XeMOPAarHYHUs PUCK.

Tabanna 5:  @axkTopH, KONTO MOraT 1a NOBHHIAT XEMOPArAYHHS PHCK.

| Pucxoen thaktopy

EDEI[)M&KOL[HH&MHHHH 1 KMHETUYHH (haKTOPH Bt3pacTt >75 rogunu
Dakropu, KOWTO NOBHILABAT MMAA3MEHHUTE HHBa Hal 1aBHH:
naburatpan - YmepeHo 6B0peuHo yBpe:kaaHe npu

Bh3pacTau nauueHTd (30-50 ml/min CrCL)

- Mouitu P-gp uuxubuTopH (BiK. TOUKH 4.3 H
4.5)

- CBbBMECTHO NpHIIaraHe Ha ciabu 1o
yMeperu P-gp uuxubutopy (Hanp.
aAMHOJAPOH, BepanaMuwi, XMHHIHH 1
THKArpeaop, B, Touka 4.5}

BTopocTeneHHH:
- Hucko tenecHo terao (<50 kg) npu
BB3IPACTHH MAUHEHTH

PapMakoIHHAMHUUHY B3AUMOOCUCTBHA ( BXK. - ACK u 1pyrn yuHxubUTOpH Ha
TouKa 4.5) TPOMOOUMTHATA arperauus, KaTto
KNOMHAOrpen
- HCIIBC
- SSRI unu SNRI

- Jpyru nexapcTREHUW NPOLYKTH, KOUTO MOraT
a4 HapyuiaT XeMocTasara

3abonaBaHuA/ NIPOLEIYPH ¢ OCODEH XEMOParvyeH | - Bpoaexd Ui npyacOUTH HapyLIeHHs Ha

PHCK Koarynaumsara

- TpombouToneHys WiH QyHKUHOHANHY
TpoMOOLUTHH aedeKTH

- CkopoluHa OMOIICHS WIA rofisMa TpaeMa

- bakrepuanen eHAOKapIAUT

- Ezodarur, racTpuT MM ractpoesodareanen

pedayKe

ColIecTBYBAT OrpaHHyueHH JaHHY TPy Bb3pacTHU mauueHTn <50 kg (Bak. Toka 5.2).

CuibreTBaLLATA YIIOTPEOa Ha naduraTpad eTeKCuaaTr 1 P-gp HHXHOUTOPH He e poyuBaHa NpH
NeMAaTPHYHH NALHEHTH, HO MOXKE 14 YBEJIMUH PHCKA OT KbpBeHe (BK. Touka 4.5).

[Ipeonaznu mepku U 061U0AEAHE HA XeMODAZUYHIUA PUCK
3a oBnagsBaHe Ha YCIOKHEHHA C KbpBEHE BIDKTE CHLIO TOYKa 4.9,
OyeHKa HA COOMHOWEHUCINO NOA3A/ PUCK

HanwnuuneTo Ha ne3uu, 3abonsBanus, npoueaypy u/vnu papmakonoruuno aevenue (kato HCIIBC,
TpoMOOLIMTHY aHTHarperaHTH, SSRI u SNRI, Bxk. Touka 4.5), KOUTO 3HAUMTENHO YBEIHYABAT PHCKA OT

eTeKCUIAT TPSOBA Na ce JaBa camMO aKo NON3aTa HAABHILABA PUCKA OT KbPBEHE.

Hannuuute KIMHUYHM JaHHHM 32 NEHATPHUHH NAIIHEHTH C PUCKOBH (PAKTOPH, BKJI
NayMEHTH C AKTHBEH MCHHUHTHUT, eHUedanuT v BbTpedepeneH adbcuec (BxK. TOUKa .




Ilpy TakuBea nauveHTn JadUMraTpaH eTekcuaar TpAdBa aa ce AaBa caMo ako 0YaKkBaHaTa nojsa
HA/|BULIABA PUCKA OT KbPBEHE.

Brunmamenno xauniuno Habnooenue

[Ipenopbupa ce BHUMATENHO HAOMIOICHHE 3a TIPU3HALM HA KbpPBEHE UNH aHEMUWA fIpe3 eI Neproa
Ha JIEYEeHHUE, OCOOEHO aKO PUCKOBHTE (hakTopu ca KoMOuHMpaHu (BK. Tabnuua 5 no-rope). TpsabBa aa
Ce BHHMAaBa 0cODEHO MHOTO, KOrato AadUraTpaH €TeKCHIaT CE NpUIara €HOBPEMEHHO C BEpanaMuil,
AMHOJAPOH, XHHWIWH HIH K1APUTPOMHLMH (P-gp UHXHOUTOPH) U OCOOEHO NPH NOABA HA KbPBEHE,
HaM-Beue IIPH NALMEeHTH ¢ HamaneHa ObOpeuHa QyHKUMA (BX. Touka 4.5).

[IpenopbuBa ce BHUMATENHO HAO/IIOACHHKE 32 MPH3HALH HA KbPBEHE [TPU NMALHEHTH, JIEKYBaHH
chbTeTBAWO ¢ HCTIBC (B, TOUKa 4.5).

lpexvceane ua rewenuemo ¢ Oabueampan emeKcuIam

[TauveHTHTE, KOUTO pa3BUAT OCTpa ObOpPeUHA HENOCTATHLUYHOCT, TPADBA A MpeyCTAHOBAT MPUEMA HA
aaburarpaH ereKCwiIaT (BxkK. Chlo Touka 4.3),

Korato ce nosBH TEXKO KbpBEHE, TPAOBA /la ce NMpeKpaTH ACHEHHETO, a €€ H3CAEABa NPHYKHATA 32
KbPBEHETO H [IPH BL3PAaCTHH NALMEHTH MOKE Aa ce OOMHC/IM NPHIOKEHHUE Ha CNELIHPHUYHOTO
HeyTpanH34paLlo cpeacTso {Haapyunsymat). EdukacHoctra M 6e3onacHocTTa Ha HAApY LM3yMad He ca
YCTaHOBEHH MPH NearaTpHyHK NaumenTn. JJaburarpaH Mmoxe na 0bAe OTCTPAaHEH MOCPEACTBOM
XEMOAHav3a.

Ynompeba na unxubumopu na npomonnama nomna

Moke na ce oOMHUCHH NpHIOKEHHE Ha HHXHOUTOp Ha npoTtoHHata nomra (M) 3a npeseduuna na CH
kbpBeHe. [Ipn neauaTpudHy nammenTH TpadBa na ce caeaBaT NPeNopbKUTE, ONHCAHKW B KPaTKaTa
XapaKTePHCTHKA HA MPOAYKTA HA ChOTBETHUA HHXMOHTOP HA NPOTOHHATA NOMIA.

Habopamopru xoazyaayuonnu napavempiu

Boripeku 4€ TO3M IEKAPCTBEH MPOAYKT [0 NPHHIMI HE K3UCKBA PYTHHHO MOHHTOPHUpAHE Ha
AHTUKOATYJIalMATa, OTIPeAcNIHETO HA CBbP3aHaTa ¢ Aa0KWraTpaH aHTHKOArylaiHs Moxe 1a 0bae oT
noa3a 32 YCTAHOBABAHE HA NPEKOMEPHO BUCOKA eKCTO3MIIMA Ha nabHraTpaH npy HaJIH4HeE Ha
ACHBAHUTCTHA PUCKOBH PaKTOPH.

TpomOuHOBOTO Bpeme upes paspexcnare (Diluted Thrombin Time, dTT), ekapuHOBOTO Bpeme Ha
cbevpiade (EBC) n akrHBMpaHOTO napumaiHo tTpoMOonnactuHoro BpeMe (Activating Partial
Thromboplastin Time, aPTT) morar fia npeaoctapar nonesHa uHGOPMALMA, HO pe3yITaruTe Tpabsa aa
CE THLIIKYBAT ¢ NMOBHILIEHO BHUMAHKWE TIOPaId BapuabUNHOCTTa MEX/TY TECTOBETE (BX. ToUKa 5.1).
TecTbT 3a onpeeaHe HA MEXKAYHAPOIHOTO HOPMATHIMPAHO CHOTHOWEHHE (international normalised
ratio, INR) He € HaieXXA€H NpPH NaLKeHTH Ha JieuyeHHe ¢ JabHraTpaH eTEKCHIIAT M UMa JIOKJTaIBaHU
clydaM ¢ GaaiMeo noaoxuTento noeuinenue Ha INR, 3arosa INR TectoBe He TpadBa aa Obaar
NPOBEXKAAHH.

Tabnuua 6 nokasea Hai-HUCKKTE NMparoke Ha KOAryn1alHOHHUTE TECTOBE fPU Bb3PACTHH NALHEHTH,
KOMTO MOraT aa Obaat CBhp3aHy ¢ NOBHILEH PUCK OT KbpeeHe, CHLOTBETHUTE MPArose Mpy
NeaHATPHYHY NALMEHTH He Ca U3BECTHH (BXK. TOUuka 3.1).

Tadnana 6: Hafi-nuekn nparose Ha Koary/1aHOHHHTE TECTOBE NPH BE3PACTHH NANHEHTH
KOHTO MOTAT Aa ObJAT CBBP3AHH ¢ IOBHIIEH PHCK OT KbpPBEHe.

TecT (HaH-HHCKA CTOHHOCT) Ilokazanue




ITepBuyuHa npesenuma na  (J1UIIM n JIBT/BE
BTEC npu oproneauuna
onepauls ]
dTT [ng/ml] >67 >200
EBC [x-1ibTH Hag ropHarta rpaddua Ha |[Hava nannu >3
HOpMaTa]
{aPTT [X-nbTH Hax ropuara rpaHuua Ha 1,3 >2
HOpMATA]
INR He Tpabea na ce nposeskaa |He Tpadsa na ce nposexka
| J

Ynorpeda Ha GUOPHHOIUTHYHH JICKAPCTBEHH NMPOAYKTH 34 JICUSHHUE HA OCThP UCXEMUYEH HHCYJIT

Ynorpedarta Ha GHOPHHONUTHUHH TEKAPCTBEHH MPOAYKTH 32 JICUEHHETO HA OCTBP UCXEMUYEH HHCYIIT
MoKe J1a ce 0bchau, ako ctoiinocture Ha dTT, EBC unu aPTT He Haapuwarart ropHara rpaHila Ha
HopmaTta (ULN) ciopea MectHuTE pedepeHTHH rpaHULiy.

XHUPYPrHYHH ONepauuy H KHTEPBEHLIUH

Ilpu naunenTy, npuemaluy naburaTpal eTEKCHNAT, KOHTO Ca NMOATOMEHY Ha XUPYPruuHa
HHTEPBEHIMA HITH HHBA3UBHHM IIPOLUEAYPH, ChILECTBYBA PHCK OT KbpBeHe. [To Tazh nmpHunHa
XUPYPrUYHHUTE UHTEPBEHUHH MOTAT J1a HAJIOXKAT BPEMEHHO NPEKPaTABAHE HA IPHEMAHETO HA
naburarpas eTekcuaar.

[TauveHTHTE MOraT Ja NPOALMKAT [IPHEMA HA 1a0yraTpaH eTeKCHIIAT, KOTaTo ¢a MNOAT0KEHN Ha
Kapauosep3uo. JInncear ganHu 3a aeueHHeTo ¢ qaburatpad ertexkcynar 110 mg 1Ba mbTH AHEBHO NPH
MAaLMEHTH, KOHTO ¢a MOMAJIONKEHH HA KaTeThpHA abnauus Ha NpeachbPAHO MBXAEHE (BXK. ToUKa 4.2).

Heo6x011MO € NOBHILEHO BHUMAHKE, KOraTo JISUEHUETO BPEMEHHO CE MPEKPATH ITOPaJH WHTEPBEHLHU
M ce MPENopbYBa MOHUTOPUPAHE HA aHTHKoarytauuaTa. [1py nauveHtn ¢ 6u0peyHa HEAOCTATLYHOCT
KIHPbHCHT Ha 1abMrarpad MoxKe Aa Npoab/bky no-obaro (Bxk. Touka 5.2). Toa TpsabBa f1a ce R3eMe
npenByA NPeAU Besika npolieaypa. B takusa ciyuad KoarynauuoHeH TecT (Bx. Touku 4.4 v 5.1) moxe
Aa MOMOrHe fa ¢e ofipeaeiv Aany BCe OIUE HMa HApPYILCHHE HA XEMOCTA3aTa.

Crewny Xupypeudnu onepayui Uiy HeONJIOICHYU npoyeodypu

ITpuembT Ha naburaTpaH eTexcuiar TpAOsa n1a GbAC BpEMEHHO NIPEKPATEH. AKO € He00XoAHMO OBp30
HEYTPANU3UPAHE HA AHTUKOAry1aHTHUS eeKT, MOXKE f1a c€ H3MOM3BA CNEUMPHYHOTO HCYTPATHU3IHPALIO
CPEACTRO Ha JadHuraTpaH eTekcunaT (HaapyuH3ymad) 3a Bb3pacTHH MaUMEHTH. EukacHoCTTa M
OezonacHOCTTa HA HAAPYLU3YyMal He ca YCTAHOBEHH TIpy NeTHaTPUYHK nanyeHTH. Jlaburarpan moxe
na ObAe OTCTPaHEH NMOCPEACTBOM XEMOHANIU3A.

Ilpu npeycTaHORABaHE HA TepanuaTa ¢ JaburaTpaH €TEKCUNAT NAUMEHTHTE Ca HITOKEHH Ha
TPOMOOTHYEH PUCK, CBLP3aH € OCHOBHOTO WM 3a0onaBaHe. JleueHUeTo ¢ JaburaTpat eTeKCWIaT MOKe

na ¢e Bb300HOBH
24 vaca cnep npUIOXKEeHHWE HAa UAAPYIIM3YMaD, aKO NALHEHTHT € KIMHHYHO cTadUIIEH U € TOCTHIHATA

AACKBATHA XEMOCTa3a.

XUpYPeUHU OREPAYNL UHMEPBEH LN HPU NOCOCHIPY ChCIMOARUA

IIpHembT Ha nadburarpan erekcuiar Tpabea BpeMeHHO f1a ce npexpatH. [1o BE3MOKHO
XUpYpPruyHara onepauus/MHTeppeHuMA TpsadBa Ja ce OTJI0KH 10 H3IMHHABAHETO HA H
CIeM MIPUEMa Ha [TOCHESHATA J03a. AKO XMPYPruyHarta onepanys He MOoXe 1a ¢ OT
MOBHIUEH PHCK OT KbpBeHE. 103U pHUCK TpaOBa Aa ce OLEHU CpAMO CNEWHOCTTA Ha



[Inanosga xupypeuuna onepayiis

IIpy BL3MOMKHOCT, NPHEMBT HA Ja0HraTpaH eTeKcunar TpsaORa 1a ce MpeKpaTu HaH-Manko 24 yaca
npeax W3BbPLIBAHETO HA HHBA3WBHA WM XHPYPruuHa npoueaypa. [IpekpaTaBave npHema Ha
AaburatpaH eTekcunar 2-4 qHu npear XMpypruvna onepauus Tpadea aa ce HMa NpeABUAa NpH
[MALHEHTH C TIOBHIIEH PHCK OT KbPBEHE WK B C/Ty4aH Ha rojiumMa ofiepauHd, Npyu KOATO MOMKE A2 €
HEOOX0AMMA MbJIHA XEMOCTA3A.

Tabnuua 7 obobinapa npaBuiaTa 3a npeKpaTaBaHe HA NPHEMA NPEIH HHBA3UBHH WIH XHPYPrHYHH
MpoUEIYpPHY MNPHA BL3PACTHH MALIMEHTH.

TabGnnuwa 7: [Ipasuna 3a npekpaTABaHe HA NpAeMa HpeiH HHBAZHBHH H.ITR XHPYPIrHYHH
npoueaypH NPH BL3PACTHH NANHCHTH

b1Opeuna Hpubnusurenen [ IpreMBLT Ha nadMraTpaH eTekcunar Tpsadea aa ce Crpe npeau
byHruusa (CrCL nonyxuBoT (4acoBe YiaHoBa XUPYpruiHa ornepauns B
B ml/min) BHCOK PHCK OT KbpBEHE WK CTaHJapTeH PUCK

rojiAMa XMpypruyHa onepaus

>80 ~ 13 2 RHH NPeIBAPHTEITHO 24 yaca npeaBapyUTETIHO

>350-<8(0 ~ 15 2-3 HU NpeBAPHTENHO 1-2 AHKH NpeaBapHTETHO

>3(-<50 ~ 18 4 aHyU NpeABAPHTENIHD 2-3 mHU NpeIBapUTENIHO
(>48 uaca) |

[IpaBunarta 3a npexpaTaBaHe Ha MMpUeMa Npear HHBA3MBHH WIH XUPYPryuHH NPOLEAYPH NPU
NeJUMATPUHHE NaLUMeHTH ca 00ob1eHy B Tabamlia 8.

Tabauna 8: Ilpasua 3a npekparsipane HA NPHEMA NpeJd HHBA3HBHH HJIH XHPYPrU1HH
NPONEIYPH NPH NeAHATPHYHH TIANHEHTH

buopeuna gynkuma (nCIr'd MpaHe Ha jaburaTpad NpeaH NJIaHOBa XUpypryuyHa
8 ml/min/1,73 m?) [epanus

>80 24 yaca npe/(BApHTENHO

50— 80 2 OHH TIPEBAPHUTEHO

<50 Te31 MauueHTH He ¢a MpOoYyYBaHH (BXK. ToUuKa 4.3).

Cnunaing guecmesust/eHUQYDAUIHA GHECMEIUL/TYMOAINA NVHKYUA

[Tpouexypy KaTo CrMHATHA AHECTE3HA H3HCKBAT MLIHOLEGHHA XEMOCTATHYHA (PYHKIMS.

PHUCKET OT CIMHANEH WK eNIMAYypaNeH XEMaTOM MOXKE 1A ¢€ MOBMIIHK MPH Cy4ad Ha TPABMaTHYHM WIH
MHOTOKPATHU [TYHKLHH K TIPH NMPOABIKHUTENHA ynoTpeba Ha enuAypaliHb KaTeTpu. el
OTCTPaHABAHE HA KATETHLP TPAOBA Ja MUHAT HAH-MAJIKO 2 4aca npeay NPUIKEHHETO Ha ThpBaTa 1032
gaburarpaH eTekCunaT. Te3r nauMeHTH M3HCKBAT 4€CTO HAOMoAeH e 3a HEBPOJIOTHYHH NPU3HALIH U
CHMITOMH Ha CIIMHANEH UM ENHAYPANEH XEMATOM.

[locmonepamusha haza

Cnen vHBAaZWBHATA NPOLIEAYPa HIH XUPYPruiHATA HHTEPBEHLIMA NeUCHHETO ¢ naburarp
TpAOBA [a ce NOAHOBU/3aNOYHE Bb3MOXKHO HAH-CKOPO, MTPH YCJI0BHE He KIIMHHYHATA CH
NO3BOAABA U HMA a1CKBAaTHA XEMOCTAa3a.

Heobxoaumo € noBulIeHO BHUMaHuE NPH NaUEHTH C PUCK OT KbPBEHE WM MALMEHT
CBPBXEKCMO3HLMSA, OCODEHO NalMeHTH ¢ HaMasleHa ObOpedna dyHKUMS (BXK. Cblo Tadn



Touka 4.4 u 5.1).

TlauseHTH ¢ BUCOK ONEPATMBEH PHCK OT CMBPTHOCT M ¢ BLTPELIHM PUCKOBY (DAKTOPH 32
TpoMOoeMOQIMYHHN CHLOUTHA

ChlLecTBYBAT OrpaHUiEH! JaHHH 33 ehUKaCcHOCTTA U 0€30MacHOCTTA Ha JadUraTpaH €TeKCHIaT fpu
TE3H MALKEHTH W NOpanu TOBA Te TPpAOBa Aa ObAaT NeKyBaHH C MOBULIEHO BHUMAaHHE.

Onepauus npy PpaKTypa Ha liKikara Ha OeapeHaTa KoCT

HaMa haHHW 3a ynorpebara Ha pabUrarpaH eTEKCHIAT NPH NAUHEHTH, ON0KEHH Ha onepauus npy
Ppakrypa Ha lKikaTa Ha DepeHaTa KocT. CNeOBATEIHO JIEYSHUETO HE CE MPENOPbYBA.

YepHoapoOHo yBpex/aare

[TauneHTH © NOBHILEHH YepHOAPOOHM en3uMu >2 ULN ca U3KmoUYeHH OT OCHOBHHUTE H3MHTBAHHA.
HsaMa HajiHueH TepaneBTUYEH ONMUT 3a Ta3M cyOnomynauus OT NAUMEHTH U CIIEA0BATENHO NPH Ta3H
noiyaauMs ynoTpedara Ha 1aburaTpaH eTeKCHIAT He ¢e nMpenopbusa. UepHoapobHO yBpexKaaHe Uy
uepHoApodHO 3abosiaBaHe, 33 KOETO ¢e OYAKBa Aa HMa OTPAKEHHE BbPXY NPEKHBAEMOCTTA, €
POTHBOMNOKA3aHO (BAK. TO4YKa 4.3).

Bzaumoanencteue ¢ P-gp uHAYKTODH

CBIBTCTBALIOTO NPUWIOKEHHE HA P-gp MHAYKTOPH CE O4aKpa a [TOHIKH MIa3MEHHTE KOHUEHTPAUHK
Ha JaburaTpaHn W TpaOBa 1a ce n3darea (Bx. Touku 4.5 n 5.2).

[Taimenty ¢ anTHdOCHOAUNHACH CHHAPOM

JMpekTHO aeiicTrallK nepopantud antvxoarynanTd (JJITTOAK), BkarounTenHo nadburarpan
€TEKCHIAT, HE CE IPENOPBUYBAT NPH MALMEHTH C aHAMHE3a 34 TpomDO03a, KOUTO €A AHATHOCTHUHPAHH C
aHTHpochoaunuaeH CHHapom. [To-cneuranHo npu TPOMHOMIO3UTHBHH MALUKWEHTH (34 JIYIMyCeH
AHTHKOArYJIAaHT, AHTHKAPAUOIAUIMUHOBH AHTUTENIA W aHTUTENA cpelly 0eTa-2-rITHKonpoTenH 1),
nedenunero ¢ JJIMOAK moxe na 6bae cBbp3aHO ¢ MOBHUICHA YECTOTA HA TIOBTAPALUH €€ TPOMOOTHUHH
CHOUTHS B CPABHEHME C TEPANMATA ¢ AHTATOHUCT HA BHTaMHH K.

HMudapkT Ha Muokapaa (M)

B npoyuraneto RE-LY caza 111 (ITHITM, Bk, Touka 5.1) obuiara yecrota Ha UM ¢ 0,82, 0,81 n
0,64%/roavHa ceoTBETHO 3a Jaburatpan etekcunar 110 mg nBa mbTH AHEBHO, JaburaTpal eTekcunar
150 mg nBa NbTH AHEBHO ¥ BapdapuH — yBEJHYEHHE B OTHOCHTENTHMUS pHCK 33 naburarpad ot 29% u
27% B cpasHenne ¢ apdapus. Hesapucumo ot neuenveto, Hail-BucokusT abcomotel puck ot UM ce
Ha0N10JaBa B CJICAHUTE NOArPYIIH, € MOA00EH OTHOCHTENEH PUCK: NALMEHTH ¢ npearued MM,
NMaUuMeHTH >65 roauHy ¢ A4abeT Wiu KOpOHapHa apTepuaiHa HONECT, NALMEHTH ¢ IEBOKaMepHa
¢pakuys Ha usTnacksave <40% v nauueHTH ¢ ymepena 6ubpeuna nuchynkuma. B nonbiHeHue
no-Bucok puck ot UM ce nabniogaea npu naunedTH, npuemainn ceribTeTBamo ACK moc
KIIONKIOrpen WK KIOMUAOTPEN CAMOCTONTENHO.,

B TpuTe akTHBHO KOHTpOSIMpany npoyuBanus daza Il 3a JIBT/BE ce crodluaBa ro-BUcoka 4ecToTa Ha

ciayuay Ha UM npu naupeHTuTe, npreMauid 1adHrarpat eTCKCHIIAT, B CPABHEHHE € TE3U, NPUEMAILLH
papdapun: 0,4% cnpamo 0,2% B kparkocpounuTe npoyysanud RE-COVER u RE-COVER ]

ToBa npoyysane (p=0,022).

B npoyusanero RE-SONATE, koevo cpasnasa naburarpan etekcuiar ¢ niauedo, ueqfoEaryiawny
ol qa*., A
0,1% npu mauneHTHTE, NpueMaluy raburatpan etexcuar, u 0,2% npu nauveHTHTE HA\MEALCDEn T



ITauMeHTH ¢ aKTHBHO oHKoMOrHYHO 3abonasane ([IBT/bE, BTEC npu neanaTpyyHH NauHeHTH)

He ca ycTaHOBeHH eDHKACHOCTTA H Oe30iacHOCTTa IPH RALMEHTH, CTPanalld OT AKTHBHO
oHkonoru4Ho 3abonaeane v JIBT/BE. MUma orpaHiveHH gaHHu 3a eprkacHoCcTTa M Oe30nacHOCTTa NPH
MeaUaTPHYHH MaLUMEHTH ¢ aKTHBHO OHKOJOMHHHO 3aDonABaHe.

Heanarpuuna nonynaimys

IlpH HAKOW NEAHATPMYHH NALIMEHTH ChC CTPOTO CrielH(HuHY 3ab0MaBaHKA, Hanp. NaLMPEHTU ¢ GonecT
Ha THHKHTE YepBa, MPH KOHUTO MOXKE J1a € 3acerHara abcopbumsara, Tpsabsa na ce oOMucny
H3TIO/I3BAHETO Ha AaHTHKOATYJIAHT, KOHTO C¢ NpyAiara napeHTepatHo.

4.5 B3aumoaeHcTBMe ¢ APYIH JIEKADCYBEHH HPOAYKTH H APYrH (hopME HA B3aBMOIEeHCTBHE

B3aumMoneicTBHd C TpaHCNOPTEpH

HaburarpaH eTexcyat e cyderpar 3a ep.aykcads tpaHenoprep P-gp. ChbTCTBAOTO NPHIOKEHHE HA
P-gp unxuburopu (BK. Tabnuua 9) ce ouaxksa aa aoBeae A0 NOBULIEHH HMBA HA MU1a3MeHaTa
KOHLIEHTpallHsa Ha qa0durarpat.

AKO He € IPeANUCcaHo APyro, € HeoOX0IMMO BHRMATEIHO KTHHHYHO HaOmoAeHUE (CrieIeHe 3a
NpU3HALIA HA KbPBEHE UM aHEMHKA ), KOraTo NabUraTpaH ce npujiara eJHOBPEMEHHO ¢ MOLLHH P-gp
HHXMOUTOPH. Moxe 1a ca HEOOXOAMMUM HaMaTABaHMA HAa J03aTa B KoMOuHalMa ¢ Haxkou P-gp
UHXKUOUTOPH (BK. TOUKH 4.2, 4.3, 4.4 u 5.1).

Tabadua 9: BzanmoaelcTBau ¢ TpaHcnoprepu

P-gp unxubuTopu

CribTcTRAATA YNOTPe6a € NpoTuBonokasHa (px. Touka 4.3)

KeTokoHaszon Keroxonazon noevmaga ToranHure AUCO-c0 1 Cmax CTOHHOCTH HA fadMraTpaH
BOTBETHO 2,38 mbTH ¥ 2,35 mbTH ciiea egHUYHa nepopanHa Jo3a 400 mg u
L(.‘:BOTBETHD 2,53 nvTH K 2,49 0bTH cAel MHOTOKPATHO NEPOPATHO MPHAOKECHHE Ha
400 mg KeTOKOHA30 BEAHEK JAHEBHO.
JIpoHenapoH [TpH € AHOBPEMEHHO NPHIOXKEHHE HA AA0UIraTpaH €TeKCWIaT U JPOHEAAPOH
ToTaiHuTe AUC)-00 ¥ Cmax CTOMHOCTH HA Na0MraTpaH c¢ YBEIHYABAT CbOTBETHO
lokono 2,4 nbTH M 2,3 MbTH ciedl MHOTOKPATHO Npunokenue Ha 400 mg apoHesapoH
BA MBbTH AHEBHO H CLOTBETHO OKoJio 2.1 mbTH ¥ 1,9 MBbTH clied eaHHHYHA 1034

400 mg.
Hrpakonason, BEa 0cHOBa Ha pe3yNTaTHTE in vitro MOXKE J1a ce OuakBa Nofo0eH edeKT, KakTo ¢
LMKJIOCTIOPHH KETOKOHA30]1.
I niexanpesup/ CripTcTBaaTa yrnoTpeba na qaburatpat eTekcuaar ¢ kombuHanuaTa ¢ GukcupaHu

nUOpeHTacBUp no3u Ha P-gp uuxuburopuTte riexanpesup/HOpEeHTacBUP NoKa3Ba yBEIMYaBaHe Ha
EKCNO3MUMATa HA NadUraTpan ¥k MOXE J1a fIOBHLIH PHCKA OT KbPBEHE.

IConememeauyama ynompeba He ce npenopvued




‘Takponumyc \In vitro e YCTAHOBEHO, Y€ CTETNEHTA HA HHXUOUTOPHHSA ePeKT HA TAKPOSTHMYC BLPXY
P-gp e nopoGHa Ha Ta3y, HAOnAaBaHa NPH UTPAKOHA30/ U LMKJIOCTIOPHH.
EaHOBpeMEHHOTO NpyUI0KEHHE HA 4adUraTpaH eTeKCH/IaT ¢ TAKpPOIHMYC HE €
MPOYYEHO KIIMHUYHO. BBIIpeKy TOBa, OrpaHUYEHUTE KIIHHMYHH JaHHW OT APYTH
P-gp cyOcrpaTh (eBeponuMyc) npeanonarat no-¢1ado naxudupane xHa P-gp ot
TAKPOIMMYC, B CpABHEHUE € HAOMIOIABAHOTO MPH CHIIHK P-gp MHXMOUTOPH.

HeoOxooumo e nosuueno enumanue npu conbmemsaya ynompeoa (6xc. mouxu 4.2 v 4.4)

Bepanamui Koraro nadurarpa erekcunar (150 mg) ce npunara eTHOBpEMEHHO € NEpopalleH
epanamMu.l, Cmax M AUC Ha naduratpat ce yBend4aear, HO CTETICHTa Ha Ta3H
MPOMSAHA € PaNHUHA B 3aBHCUMOCT OT BPEMETO Ha npuemMaHe u gopmara Ha
BepanamMu (BxK. Touku 4.2 u 4.4).

Hali-roaamMoTo noBMitiaBaHe HA €KCNO3HUMATA Ha naduraTpad ce HabMoAaBa rnpu
MbpPBATA 1034 Ha BEpanamMu ¢ HezabaBHo oCcBOOOXKIaBaHE, NPUETA €1HH Yac NPCu
npreMa Ha gaburarpa etekcuiar (ysenuuasaHe Ha Cmax 0Ko0 2,8 MbTH W Ha
AUC okono 2,5 nbTH). EQeKkThT NporpecUBHO HaManABa npH fMpHIKEeHHE Ha
khopmarta ¢ yabmKreHO ocBODMKIaBaHe (yeenruaeane Ha Cmax 0x0i10 1,9 mbTH U Ha
AUC okono 1,7 nbTH) WK py NpUIOKEHHE HA MHOTOKPATHH 103H BepanamMu.l
{yBenuuasane Ha Cmax oxojio 1,6 mbtu 1 Ha AUC oxono 1,5 nbth).

He ce nabnronasa 3HauMMO B3aHMOCHCTBHE, KOTATO BepanaMui ce npuema 2 yaca
cren naburatpad etexcunar {(yeenyvasane Ha Cmax okoryo 1,1 nbty M Ha AUC
ijm 1.2 muh). ToBa ce 0DsACHSBA ¢ IThIHATA a0cOopOLIMs HA naburarpaH ciej 2

ac4.

AMHOAAPOH Korato naurarpaH eTekcuiar ¢ npuJjara €JHOBPEMEHHO ¢ €HHHYHA NICpopaHa
no3za 600 mg amuoAApOH, CTENEHTA U CKOPOCTTa Ha a0COpOLIMg Ha aMHUOapOH KU Ha
akTHBHYS My MetaboauT DEA nio cnitecTro He ce npomeHsaT. AUC u Cmax Ha
naduraTpaH HapacTBaT ChOTBETHO OKOMO 1,6 bTH M 1,5 mpTH. Tlopaan abnrvs
NOJYXHBOT Ha aMHOJJAPOH Bb3MOXKHOCTTa 33 B3aMMOJCUCTBHE MOXKE 1a ChLUECTBYBA

eAMMLM CIEeN [IPEKPaTABaHE HA NEUEHHETO ¢ aMHUOIapOH (BX.
Toukd 4.2 u 4.4),

X MHUIKMH XHHHAHH € nipiularand karo go3a ot 200 mg xa Bcekd 2 yaca 1o obula po3a

1 000 mg. JJaOvraTpaH €TeKCUNAT € NPUIAraH ABa bTH JHEBHO B MPOABILKEHHE H
3 NOCICAOBATE/IHH AHH, CbC HIH Oe3 XMHWAKH Ha TpeTusa feH. AUCt ss 1 Cmax,ss
Ha gaduraTpaH ce yBenu4asaTt ¢peaHo cbOTBeTHO 1,53 nbTH 1 1,56 0bTH 11pH
CHITLTCTBAIIO NPHIMKEHUE HA XHMHHAHH (BX. Touky 4.2 1 4.4).

[Cnaputpomuund  [Korato xnapurpoMuiyH (500 mg ABa mbTH JHEBHO) CE NpUJIAra 3aeQHO ¢
NadUraTpaH eTexcuIar NpM 3apasy AcOPOBOILY, c€ HAaDIMIOIaBa TIOBUILIABAHE HA
AUC oxono 1,19 nb1tu v Ha Cmax okoso 1,15 nbTH.




THxarpesop

OraTo €IMHUYHA A03a OT 75 mg naburaTpaH eTeKCHUNaT Ce Ipyunara €AHOBPEMEHHO

HaTtoBapsaila no3a ot 180 mg Tukarpenop, AUC u Cmax Ha8 paburarpaH ce
NnoBuilaBat ¢boTBeTHO 1,73 nbTH ¥ 1,95 nvTu. Cnea MHOroKpaTHd 4034 Ha
THKarpenop 90 mg, ABa NbTH AHEBHO, YBE/IUYABAHETO HA EXCNIO3ULIMATA HA
naburatpad e 1,56 nuti 1 1,46 mu1H, ¢hoTBeTHO 32 Cmax n AUC.

ChOBTCTBALLOTO NPUIOKEHHE HA HATOBapRalA 1032 Tukarpenop 180 mg u
naburarpa etekcuiar 110 mg (B crauHoHapHo cberosgHue) nosuwasa AUCt ss u
Cmax,ss Ha naGurarpat ceoTeeTHO 1,49 mbTh ¢ 1,65 NbTH B CpaBHEHHE C
nadburarpaH eTeKCHIAT, Npuiarad caMocTosaTenHo. Koraro HaToBapBalwa a03a orv

180 mg Tukarpesnop ce naea 2 yaca ciien npuem Ha 110 mg naburatpan erekciunar (B
CTalMOHAPHO ¢heToaHMe), nosumabaHero Ha AUCt ss 1 Cmax na naburarpan
HamManABa ¢LoTBeTHO 10 1,27 mbTH 1 1,23 mbTH B CpaBHEHHE ¢ JabUraTpaH
eTeKCHITAT, NpHiIaran caMocTodTenHo. TaKkbB HE3aCTBIBALL e MPHEM C¢ NPENopbYBa
NpH 3an04BaHe HA THKArpenop ¢ HaTORapeaila J03a.

BIIBTCTRALIOTO NPHAOKEHHE Ha 90 mg TUKArpenop Asa MbTH JHEBHO
Eloﬂ,uhp}mama noza) ¥ [ 10 mg naburarpaH eTeKcH/IaT TOBUIIABA KOPUIHPAHHTE
AUCTt,ss 1 Cmax,ss Ha gaburarpan cboTeeTHO 1,26 nbTH 1 1,29 nbTH B CpaBHEHHE C
NnadburaTpaH €TeKCHJIaT, NpUiaraH caMocTOATENHO.

I lo3akoHaz0n

[ lo3akoHa301 ¢bIO HHXMOMpA B HAKaKBa cTened P-gp, HO TOBA HE € APOYUCHO
KJIMHAYHO, EAHOBpEMEHHOTO NPHIOKEHHE Ha Ja0UraTpal eTEKCHIAT ¢ M03aKOHA30/1
Hanara BHUMAaTeNHO NPoCieAsBaHE.

P-gp unoyxkmopu

iCbnbmcmemqama ynompeba mpabea oa ce uzonsa.

Hanp.
pUpaMITALIMH,
HKBJIT KAHTAPHOH,
{HybEricum
BErforatum),
KapOaMaszenuHd Hid
heHUTOUH

CbOBTCTBALLOTO NPHIIWKEHHE C& OYAKBA 1A J0BE/IE IO MOHMKABAHE Ha
KOHUEHTpaLHATa Ha Jaburarpan.

[IpeMeuKaUUaTa ¢ H3CIENBAHUA UHIYKTOP pHMAaMIMIMH Npy Ao3a 600 mg BenHbK
NHEBHO 3a 7 IHK NOHIDKABa 00llaTa MHKOBA KOHUEHTpaliHs Ha naburarpad u oduiara
€KCIIO3HIIMA Che CHOTBETHO 65,5% W 67%. UHayuMpawmsar eQekT € NOHWKEH, KOeTOo
Eonu A0 HHBO HA €KCMO3MLHA Ha naduratpaH, 6u3Kk0 10 peepeHTHATa CTORHOCT 0
J€H 7 Clenl CMpaHe Ha JICYEHHETO ¢ PHPAMNHLIMH,

He e Habmoaasano no-HaTaTbLIRO NOBHIEHHe HA DMOHAIWYHOCTTA Ciell oule 7 JHH.

[Ipomeasny uHXuUOUMOPpU, Kamo PUMOHAsUp

Convmemeaiyama ynompeoa ue ce npenopuysead

Harnp. puroHaBup u
KOMOHHALMHATE MY

€ ApYrd NpoTeasHu
HHXUOUTOPH

Te nosnuasat P-gp (kakTo KaT0 WHXMOKTOP, TAKa W KaTO UHAYKTOP). Te He ca Oniw
TIPOY1BaHH, NOPAJHX KOETO HE ¢ MPENOpbhUBAT 3a ChIILTCTBALLO JIEYCHHE C
NaburaTpaH erekcunar.




P-gp cyocmpam

JIMrokcHH B npoyuBane, NnpoBengHO ¢ 24 3ApaBy 10OPOBOILM, [IPH €AHOBPEMCHHOTO |
MPHIKEHHE Ha Ja0MraTpaH eTeKCHAAT U IMIOKCHH HE ¢a HabMoaBaHH [IPOMCHH B
EKCITO3HMLIMATA HA JUIOKCHUH M KITHHUYHO 3HAYHMH [IPOMEHH B EKCIIO3NUMATA Ha
naduraTpas.

AHTUKOAry/JaHTH W IEKAPCTBEHY NPOAYKTH cpelly TpoMOQUHTHA arperaljus

JInncea “iU ChILECTRYBA CAMO OrPaAHHUYEH OMNMT ChC CIEAHUTE JIEYEHUA, KOUTO MOTaT Aa NOBHUIAT
PUCKA OT KbPBEHE, KOraTo Ce (IpWaaraT CbiibTCTBAMIO ¢ Ja0HraTpan eTeKCHAAT. aHTHKOAryYJIAHTH, KaTo
negpakuronupan xenapud (HOUX), nuckomonexkynuu xenapuuy (HMX) 1 xemapHOBH NpOH3BOAHH
(pouaganapHHyKS, ACIUPYAHH), TPOMOONHTHYNY AEKAPCTBEHY NMPOAYKTH U aHTArOHUCTH HA BUTAMMH
K, puBapokcabaH WiIH ApyTrH aHTHKOAryaHTH 3a EPOPATHO NpHIIoKeHWe (BXK. TouKa 4.3), U
NEKapCTBEHH [IPOAYKTH cpewy TpombounTHa arperaums, kato GPIIb/1a penientopHl aHTaroHMCTw,
TUKJIOTIHAMH, Ipacyrpes, THKarpenop, AeKCTpaH H cy/ipuHmupasod (Bx. Touka 4.4).

Ot mannute, cbOpanu no speMe Ha dasa Il npoyusane RE-LY (Bxk. Touka 5.1), € Habntomasano, ye
CBHIBLTCTBAIATA YNOTpeGa HA APYTH NEPOPATHH HIIM NAPEHTEPATHH aHTUKOATYJIAHTH MOBHIIABA
YECTOTaTa HA FONIAMO KbPBEHE TIPHOJIU3HUTEIHO 2,5 IThTH, KAKTO NPy AaOMraTpaH €TEKCHUIAT, TaKa Y
NPpH Bap(PapHuH, IIABHO B CUTYALHH, CBLP3aHH C PEMUHABAHE OT €JMHHUA AHTHKOAryJIaHT KbM ApYTUs
(k. Touka 4.3). OcBeH ToBa, chIbTCTBaIAaTa YNoTpeba Ha aHTUTpoMOOTHYHY cpeacTBa, ACK riu
K10NUACT e NPUOIH3HTEIHO YABOABA YECTOTATA HA MO/IAMO KbPBEHE, KAKTO NPH JaduUraTpaH
ETEKCHJIAT, TaKa M Npu BapdapuH (BX. Touka 4.4).

HDOUX moxke aa ce npunara npu 1034, HEOOXOIMMHU 3a MOAABPKAHE Ha MPOXOIUMOCTTA Ha ICHTPATICH
BCHO3€H KWW apTEPHAJIEH KATETLP KK M0 BpeMe Ha KaTeTbPHa abnanus npy NpeAChPAHO MbKICHE
(B3K. Touka 4.3).

Tabsmua 10: BzaumoaeiicTBug ¢ aHTHROATYIAHTH M JIEKAPCTBEHH NPOAYKTH Cpemly
TPOMOOLHTHA arperanua

HCIIBC punaranuTe 3a kparkocpoyuna aHanreszus HCIIBC He ce CBBP3BAT ¢ NOBHUIEH PHUCK
T KbPBEHE, KOIATO C€ NPWIAraT CbNbTCTBALIO ¢ Jaburarpay erekcdnar. [pu

npoaAwDKHTENHA ynoTpeda B npoyuBaHeto RE-LY HCIIBC yrenuuasar pucka ot

KhpBEHE ¢ OKON0 50% KaKTo Mpu AaburaTpaH eTeKCUIAaT, Taka i NpH BapdapHH.

Knonuporpen py MJIajIH 34paBu JOOPOBONILIA OT MBIKKH [OJI CBITBTCTBAIOTO PHICKEHHUE HA
naburaTpad €TeKCHIAT U KIOTIHAOrPEN HE € AOBE/IO A0 NOMBIHUTENHO YIb/KaBaHe
Ha BPEMETO Ha KAMWIAPHO KbPBEHE B CPaBHEHHE C MOHOTEPAMUsA ¢ KI0NHIOT PO
Ocgen ToBa AUCT,s5 ¥ Cmax,ss, 1 U3MEPHTEINTE HA KOAryJlauusaTa 3a edexra Ha
nadburaTpan, KK HHXHOKWPaHETO HA TPOMOOLWTHATA arperailia Karo HW3MEpHTEN Ha
le(beKTa HA KIAONMUAOTPE, 110 ChUCCTBO OCTABAT HEMPOMEHEHH IIPH CPABHABAHC HA
KOMOWHUPAHOTO JICYEHHE U CLOTBETHUTE MOHOTEpanuu. [ Ipyu HaTOBapBalla 1o3a
300 mg unn 600 mg knomuporpen, AUCt,ss 1 Cmax,ss Ha naburaTtpaH ce
noerxasar ¢ oxkoao 30-40% (sx. Touka 4.4).

ACK E.axoBpemeHHoTo npunokende Ha ACK u 150 mg naburarpan e€TekcHnar asa bTH
[IHEBHO MOJKE [a MOBHMLUH PHCKA OT BCAKAKBO KbpBeHe or 12% no 18% m_ 24%
choTBeTHO Tipy 4034 81 mg u 325 mg ACK (Bxk. Touxa 4.4).




HucKoMoneky:1Hu Ehnmcmamam ynorpeda Ha HUckoMonexkynhu xenapuuun (HMX), karo
xenapiHu (HMX) |eHokcanapvH u maburatpad eTeKcHIaT, He € caeundanHo npoy4sada. Ciaen
NPEeMUHABAHE OT 3-AHEBHO NIeUeHHe ¢ eHokcanapvH 40 mg s.c. BeAHbK AHEBHO, 24
yaca cied OCAEeAHATa 1033 CHOKCANAPHH, eKCIO3UIMATA HA naburaTtpal e Ouna
MAJIKO NO—HMCKA, OTKONKOTO Ta3H, HEMOCPEACTBEHO CIIEA NPUNOKEHHETO ¢amMo Ha
naburatpan etexcwnar (eIuHuuHa qo3a 220 mg). Habnonasana e no-BUCOKA aHTH-
FXa/Flla akTBHOCT ¢cned npuiokeHue HA aadvrarpal €TEKCHNAT C NPEeABAPUTETHO
JIeUCHUE ¢ eHOKCANlapHH B CPABHEHHE C JICYCHHETO CaMo ¢ AabHraTpaH €TeKCUIar.
CuuTa ce, ue TOBA C& ABDKM HA NPOIBLIDKMTETHOCTTA Ha eeKTa HA CHOKCATIAPHH
CJIe]) SIeHEHUETO {(carry-over e(eKT) U CIIeI0BATENHO HE € KIMHMYHO 3HAYKMO.
OcTaHanuTe pe3yaTaTv OT aHTHKOAryJauMoOHHH KW3CNEIBAHHA, CBBP3aHH C
nadurarpan, He ca NPOMEHEHH 3HAYHUMO OT JIEUEHHETO ¢ €HOKCAIlapHH.

pvru B3auMoaeHCTBUS

Tabsnua 11: Apyru s3aumMoneiicTeus

C enexmusnu unxubumopu Ha copamuomo 3axequiane na cepomonuna (SSRI) uiu ceaexmushu
UHXUOUMOPU Ha 0OPAMHOMO 3axX6quane na cepomoruna u nopenune@puna (SNRI)

SSRI, SNRI SSRI v SNRI nopuiuaBaT pUcka OT KbpBEHE BbB BCHUKH [PYNH HA JIEYEHHUE B
npoyusadero RE-LY,

Beuecmea, koumo nosauasam cmomauinomo pH

[TanTonpaszon  [lpu egHOBpeMEHHO NMPUIOKEHKE Ha AadMraTpaH eTeKCUNAT H NaHTONPa30)I Ce
HabntonaBa npuousuTento 30% Hamanende Ha AUC Ha aadburarpan. [Tantonpaszon v
APYrB MHXMOWTOpHU Ha npoToHHaTa nomna (UIIII) ca npunaranu e3HOBPEMEHHO C
naburarpaH eTekcunaT B KIHHHYHH [IPOYYBAHHUSA H CHIIBTCTBAILOTO eueHue ¢ UI1IT ne
B HU3ITICKIA 1a HAMAaIsiBa ehMKacHOCTTa HA pabWrarpaH eTeKCHnar.

PaHuTHAMH I IpHaoxeHHETO Ha PAHMTHANH 33€HO C Ja0NraTpaH eTeKCHIAT He 0Ka3Ba KJIMHUYHO
3HAYUM e(heKT BbPXY CTeneHTa Ha abcopOliusg Ha fabvraTpaH.

B3aumonelcTBUS, CELP3aHH ¢ MeTaboNMTHUS NTpodil Ha nabyraTpad eTekcuaar U gadurarpad
JlaburaTtpat eTekcunar v 1aburarpan He ce MeTabOMM3UPAT OT cHCTeMarta Ha uHToxpom P450 u Hamar
in vitro epekTy BbpXy HYOBCUIKMTE uMToXpoM P450 ensumu. CnefnosaTento, ¢ faburaTpaH He ce

QUAKBaT CBbLP3aHU JIEKAPCTBEHNA B3aUMOAEHUCTBUA.

[leanatpuyHa nonyaauus

IpoyusaHuAaTa 32 B3auMoJeiicTBMS ca NPoOBEXKIAHHN CAMO NPH BH3PACTHH.
4.6 PDepTHAHTET, OPEMEHHOCT H KbpMCHE

JKeHu ¢ JeTeposeH NOTeHLKA

Kenu ¢ nerepoaen noteHunan Tpadea Aa n30ArBaT OPeMEHHOCT MO BPEME Ha NeucHue ¢ 1ad

bpemeHHocT
Hma orpanHueHn AaHHH OT ynotpebara Ha 1aburatpat npH OpeMeHHH XKeHU.




Jaburarpas ne TpadBa Ja ce npusara rno BpeMe Ha OpPeMEHHOCT, OCBEH B CIy4ai Ha kaTeropuyHa
HEOOXOIHMOCT.

KbpMmeHe

Hama KTMHUYHU NaHHH 3a edekTa HA NadHraTpaH BbpXy KbpMadeTaTa Mo BpeMe Ha KbpMEHE.
KbpmedeTo TpadBa na ce npeycTaHoBH M0 BPEME Ha JICYEHHE ¢ Ba0HraTpaH.

DepTHAHTET

Hsma nanHu nmpu xopa.

Hpu npoy4uBaHUA BLPXY KHBOTHH € HaD/MOAaBaH ePEKT BbPXY (PeDPTUANTETA IPH JKEHCKHTE 110
dopmara Ha HamansBaHe Ha Opod HA UMIUIAHTALMHTE W TIOBUIIIABAHE HA NPEAMMILIAHTALIMOHHHUTE
3aryoun npu fo3a 70 mg/kg (5-kparHoTo HUBO Ha NUIa3MeHa €KCnO3WLIMS Npy nanueHTy). He ca
HabmogapaHu ApyYrH ePeKTH BLPXY (PEPTHIMTETA NPH KeHCKUTE. HAMA BiHAHME BEPXY QEPTHIHTETA
npu MBXEHTe. I1pu 1034, KOUTO ¢a TOKCHYHY 332 MaiikuTe (5~ 1o 10-kpaTHOTO HUBO HA NUIa3MeHa
EKCNO3HUKA MPH NALMEHTH), MIPH NJIBLXOBE H 3akiH c¢ HaOM0QaBa HAMATIBAHE HA TEJIECHOTO TETIIO H
emMDpHOdETANHATA KUIHECHOCOOHOCT, 3a€HO C NOBHILIABAHE HA (eTaiHUTE BapHallvi. B
MPEHATAIIHOTO U NOCTHATAIHOTO TIPOYUYBaHe € HabNIOAaBaHO NOBUILABAHE HA (peTaTHaTa CMBPTHOCT
IIPU 1034, KOMTO Ca TOKCHYHH 3a MaHkuTe (1033, ChOTBETCTRAWA HAa 4 THTH NO-BUCOKO HHBO HA
a3MeHa eKCIo3HUMA OT HabMIoAaBaHOTO NPH MALHEHTH).

4.7 EdexTi BBpXY cnocobHocTTa 32 modgupane n paboTa ¢ MAMKHHY

JlaburaTpaH eTeKCHNAT He NORITUABA WIH MOBJIMABA NPEHEDPEXHMO ¢cnocobHOCTTa 3a iI0QHUpaHe
paboTa ¢ MalIMHH.

4.8 Hekenanu nekapcTBeHH peaknny

Oboduienne Ha npoduna Ha 6e3oNaCHOCT

JlaburaTpaH eTeKCHNarT € OLEHeH B KIHHUYHH W3NUTBAHHUS NIpH 0010 HPHOIHIUTETHO
64 000 nauneHTH, OT KOUTO NpUbAM3UTENHO 35 000 mauveHTH ca JeKyBaHu ¢ AaDHIaTpaH eTekcunar.

O6u1o okono 9% oOT nalueHTHTe, JeKyBaHH 32 MIAHUPAHO pOTE3HpaHe Ha Ta300C6ApeHa HH KOJIAHHA
CTaBa { KPATKOCPOUHO JieueHHe 10 42 aum), 22% 0T nauueHTUTE C NpeaChPAHO MBXKACHE, JIEKYBAHH 3a
NPEBEHLIUA HA HHCYJIT ¥ CUCTEMEH €MO0AH3BM (IBITOCPOHHO JeueH e 20 3 roaunn), 14% ot
nauueHTuTe, nekysanH 3a JIBT/BE, u 15% ot naimenTuTe, NeKyBanu 3a npesesuus Ha JIBT/BE, ca
MOTYHHTH HEKCAAHH PCAKLIMH,

Haii-uecto ¢hobLiaBaHnTe ChOUTHA Ca CTYHAH HA KbPBEHE, Bb3HUKBAIUK NpH npudmusutento 14% ot
MaLMEHTHUTE, NIEKYBAHH KPAaTKOCPOUHO 34 IVIAHHPAHO NPOTE3HpaHe Ha Tazo0e4peHa WK KOJISIHHA
craga, (pu 16,6% ot nauHenTHTE C NPEACHPAHO MBXKIEHE, JICKYBAHH TBJINOCPOYHO 3a NPEBEHUMA HA
HHCYNT U CUCTEMEH eMOOIN3bM, ¥ Npu 14,4% oT Bb3pacTHUTE NaLMeHTH, nexyeany 3a JIBT/BE.
Oceen ToBa Ma Ci1yuan Ha KbpBeHe npRr 19,4% oT nauueHTUuTe B H3MHTBAHETO 34 MNPeBEHUHA HA
HABT/BE, RE-MEDY (Bb3pacTHu naupentn), v upy 10,5% oT nailueHTUTE B M3NHTBAHETO 3a
npeseHums Ha JIBT/bE, RE-SONATE (pn3pacTHHA MauHeHTy).

T'bH KaTO NONYNALUKKTE OT NALKWEHTH, JIEKYBAHH 33 TPWTE [IOKA3aHNs, HE Ca CPaBHHUM
KbpBeHe 00XBallaT HAKOJIKO cHcTemMo-opraHin knaca (COK), B 00001meHo onucaHu
TONAMO H Ha BCAKAKBO KbPBEHE Ca Pa3pPeAceHH CNopel NOKA3aHUETO Y Ca II0CoY
17 no-pony.



B’bnpelm He € C HHCKA HECTOTa NPH KNHHWYHH MPOYUBAHMA, MOXKC Jd HACTHMH FOIAMO HJiH TCHKKO
KBPBCHE, KOCTO HE3ABHCUMO OT MACTOTO HA Bb3HHKBAHE MOKE [a J0BCAC N0 HHBATHAW3HPAHC,

KHUBOTO3ACTPALUABALLO CHCTOAHHE HITH OPH JIETANCH H3X0M.

CNYCHK HA HEXKENAHNTE peakliMH B TaDIUYEH BU/

B rabauua 12 ca nokazaHH HEKENAHUTE PeaKUUH, YCTAHOBEHH B IPOYUBAHMATA U NOCTMAPKCTUHIOBH
AAHHY N1PU NOKA3aHUATa bpBrUYHA npeeeHUMA Ha BTEC cnea npore3upane Ha TazodeApeHa WU
KOJITHHA CTaBa, [IPEBEHIHA HA TPOMOOEMOOTMUEH HHCYNIT U CUCTEMEH eMOOJIM3BM MPH MAUMEHTH C
NpeACHPAHO MBXKICHE, eueHue Ha JIBT/BE u npepenuus va JIBT/BE. Te ca rpyniupaly no cHCTEMO-
opradet knac (COK) u no yecroTa ¢ M3MON3BAHE HA CJIeIHATA KOHBEHLIMA: MHOTO 4eCTU (= 1/10),
yectH (> 1/100 mo < 1/10), nevectu (= 1/1 000 mo < 1/100), peaxu (> 1/10 000 no < 1/1 000}, muoro
peaxy (< 1/10 000); ¢ Hew3BecTHA YecTOTA (OT HATHUYHHTE JAHHK He MOXKE Aa Ob/e HampaseHa

OLICHKA).

Tadnnna 12: Hexerann peakmmd

YecroTa
ICOK/IpennoynTaHd TepMMdH [TbpBHUHA npeBeHuMA Ha |[IpeseHuuns Ha uHCyaT| Jleuenue Ha
BTEC crnen nportesupane M CHCTEMEH JIBT/BE u
Ha Tazole/lpeHa Wiy eMOOJIH3bM IpH IPEBEHLUS HA
KOJIAHHA CTABA MALMEHTH C JIIBT/BE
NpeACHPAHO MBXEHE
HapyineHnus Ha KpbBTa M JIHM(Q)HATA CHCTEMA
AHeMHus Heuectn HecTH HevyecTu
[Tounxen xemornoOuH UecTH Heuectn C HeH3BeCTHa
HECTOTA
TpomOoLuTOneHUA Penku HeuectH Peaku
[ToHHkeH XeMaTOKPUT Hedectu Penxn C Hem3pecTHa
YECTOTa
Heyrponenus C uemssectHa yecrota | C newspecTHa vectora) C HEHU3BECTHA
4yecToTa
ArpanynouiTosa C HeusmecTHa yectora |C HeussecTHa decTtoTa| ( HEWM3BECTHA
4eCTOTA
HapyiueHusi Ha MMyHHaTa CHCTEMa
JlekapcTeHa HeuecTu Heuecty HeuectH
CBPBXYYBCTBUTENHOCT
O0pus Penxu HeuecTu HeuecTtu
ITpypuTyc Penxu Hevectu HeyecTn
AHaUIAKTHYHA peaKiius Penku Penkn Peaku
AHTHOENEM Penku Penxu Penku
Y pTHKapH Peaky Penku Peaku
bponxocnazsm C nenseecTHa uectota |C HewssecTHa yectora| (C HEW3BECTHA
4ECTOTA
Hapyienns Ha HepBHaTa cHcTeMa
Brrpeuepenna xeMoparus Penku Heuectu Peaxu
ICBbA0BH HapyLIEHMS
XeMaroMm Heuectu HeuecTn 0.
XeMoparus Penku HeuecTu / 3 ,_
KpnBOoTEUCHME OT HeuectH - S mf_’."‘;“{
OnepaTUBHATA paHa P RS Y
[PecniypaTopHy, rpbaHyM ¥ MEOHACTHHATHH HAPYLUEHUS 5, oF _,,.’ﬂ '
/N
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Enucrakcuc Heuecty YecTw YeeTu

XeMo(TH3a Peaxu Heuectu HevecTy
ICTOMAIIHO-4PEBHU HAPYILCHHS

CToMallHO-4YpeBHA HedecTH UecTH HectH

AdnomuHanHa Oonka Peaku Yectu HeuecTH

Juapus HeuyectH YecTu Heuectu

Jvcnencus Penxu YectH YecTH

[‘aneHe HeuecTu YecTH Hevecrw

PekTajiHa XeMoparus HedecTn Heuectn Hectu

XeMOporIaIHA XeMoparus HeuectH HeuectH Heuectn

CTOMALLHO-YpERHA A3Ba, Peaku Heuectn HeuecTy

BKJIOYMTENHO e30(areaita

a3Ba

["actpoe3odarut Penku HeuecTH HeuectH

["acTpoesodareanta Penkwu HeuecTn Heuectn

pedutykcHa Donect

[loBpbinane HeuecTn HeuecTu HeuecTu

Hncdarus Peaku HeuecTn Penku
XenaToOKiHapHy HapyuIeH s

Hapytuena uyepHoapobHa YecTu Heuyecty Heuecty

hyHKUus/OTKIOHEHHS BbB

$byHKIMOHATHHUTE

YepHOAPOOHH M0KAZATENH

floBHileHUE HA ajlaHKH HeuecT HeuecTtu HeuecTn

aMHHOTPAaHCQepasara

IloBHiuenne na acnaprar Heuectu HeuectH Heuectu

aMHHOTpaHc(hepazaTa

[ToBuieBH YepHOAPOOHH HeuecTu Penku HeuectH

CH3HMH

XUneponTupyOHHEMHSA HeuecTu Penkwu C HeusBecTHA

4eCTOTA

HapylueHHs Ha KOXKATA H NIOAKOKHATA ThKaH

KO3HH KpbBOH3INHBH HeuectH Yecru YectH

Anonenus

C HeuzBEeCTHA UeCToTa

C Hen3BecTHA 4yecToTa

C "ensBecTHA

| 4eCTOTa

Hapyluenys Ha MyCKYJTHO-CKeNeTHATa CHCTEMA M CheIMHHUTETHATA ThKaH

XeMaprposa Heuectu i Peaxu HeyecTH

Hapyinenrs Ha 0b0peunTe 1 MHKOYHHTE MbTHILA

¥ porenuranna xemoparys, HeuecTn YecTH Hecrn

BKJIIOYHTENHO XEMATYPHSA

OOWH HAPYIUCHHSA H €PEKTH HA MACTOTO Ha TIPUIOKEHHE

XeMoparus Ha MACTOTO Ha Penxu Penkn Peaxu

HHXKEKTHpaHe

XeMmoparus Ha MACTOTO Ha Penku Penku Penku

MOCTABSHE HAa KATEThpa

KbpBaB cekper Peaku -

HapaHsBaHus, OTPaBAHKUSA H YCJIOXKHEHHA, Bb3HUKHAIN B PE3YNTAaT HA HHTCPBEHIIHH

TpaBmaTH4Ha XeMOparHs Heuectn Peakn
XeMoparus Ha MACTOTO Ha Peaxu Peaxw
HHIIH3HA

lloctnpoueaypet xemarom HevecTy -




IocTnpoueaypHa xeMoparus HeuecTH -

[TocToneparHBHa aHemMus Peaku - -
IlocTnpouenypHa cekpeinins Heuectu - -
Cexkpenuma OT onepaTUBHATA HeuvecTn - -
paHa

XHPYPru4eckn U MEIMIIHHCKY HHTEPREHUHH

JpeHax Ha onepaTHBHATA Penxu - -
paHa
[TocTnpoueaypeH apeHaK Penku - -

Onucanne Ha U30paHU HEXKEJIAHH PeaKliuH

Pearxyuu na xvpsene

[Topanu dapMakoIOrHUHUs MEXAHH3bLM HA AcHCTBHE yrnoTpebaTa Ha JabHraTrpan eTexcunaT MoXe Ja
Oblle CBBP3aHA ¢ ITOBHUILEH PHCK OT OKYJITHO WX BUOMMO KbPBEHE OT KOATO M [a € ThKAH W/H OpraH.
[lpH3HALNTE, CAMTIITOMUTE U TEKECTTA (BKIIKOYUTEITHO U NETATIEH H3XOA) BAPHPAT CNIOPEN MACTOTO H
CTENEHTA WM 00XBATA Ha KBPBEHETO W/WIH aHEMHATA. B IKCIMHUYHHTE NPOYYBAHHA MYKO3HOTO
KbPBEHE ( HANp. CTOMAILIHO-YPEBHO, FEHUTOYPUHAPHO) ¢ HADFOAaBaAHO MO-4eCTO NMPU AbJITOCPOUHO
JieUeHNE ¢ nadurarpat eTeKcunar, B cpaBHeHue ¢ JieyeHnue ¢ ABK. Taka, B fonbAHEHHE KBM
MOAXOAAILO KIMHUYHO HaboaeHUe, TabopaTOPHOTO H3C/IeABAHE Ha XeMOrIOOHH/XEMATOKPHT €
[ICHHO 32 OTKPHBAHE HA OKYJITHO KbpBEHE. PUCKBLT OT KbpBEHE MOXKE [1a C€ MOBHIUH IPH ONIPEAC/IeHY
rpYMY NAUMEHTW, HAMP. T€3H, KOUTO UMAT yMepeHO ObOpedHO yBpexaaHe H/WIH ca Ha ChIlbTCTBALLO
JICYEHHE, 3aCATALLO XEMOCTa3aTa, HilH CUIHH P-gp nHxuduTtopu (BK. Touka 4.4 XeMOparuieH puck).
XeMoparniaHUTE YCIOKHEHU MOKE 1 C€ IPOABAT Kato ¢1aboct, HieIHOCT, 3aMasHOCT, INIaBo00SHE
HJIM HEODACHUMO NOJYBAHE, THCITHES H HEOOACHUM ILIOK.,

Cpobuiasa ce 3a No3HaTH yCII0KHEHUs C KbPBEHE, KaTO KOMNAPTMECHT CHHAPOM U ocTpa Oubpeuna
HELOCTATLYHOCT MOPAAH AOpagH XUNonepdy3us U CBLP3aHa ¢ AHTHKOATyJIAHTH HE(QPpONaTHs Ipy
MayHeHTH ¢ Npeapas3nonarauid puckoBy hakToOpH, BLB BPpb3Ka ¢ AabMraTpaH eTeKCHIAT.
CnepoBaTenno, TpadBa ja ce OTUUTA BEPOATHOCTTA 32 XEMOPards NpH OligHKaTa Ha CBCTOAHHETO Ha
BCCKH AHTUKOAry/IMpaH NAUMEHT. 3a Bb3PacTHU MALMEHTH UMa HATHYHO CiELAPHYHO
HEYTPATH3MPALIO CPEACTBO 3a AadHuraTpaH, HAapyuM3yma0, B c/Iy4aid HaA HEKOHTPOIHPYEMO KbPBEHE
(B3, TOUKa 4.9).

Hopewina npesenyus na BTEC npu opmoneouuna xupypeust
Tabnuua 13 nokasea Opos (%) Ha nallHEHTHTE ¢ KBPBEHE, KaTo HEXKeNaHa JIEKAPCTBEHA PEaKUMA N0
BPEME HA [1EPHOJA HA JIEUCHHE B IBETE OCHOBHM KJTMHHYHU [IpOy4BaHus 3a npeseHuns va BIEC, B

3ABMCHMOCT OT J034Ta,.

Ta6auna 13: bpoit (%) nauneATu ¢ KbpBeHe, KATO HEAKEJIAHA JEKAPCTBEHA peaKnus

HaburarpaH etekcunar | laburarpaHn eTekcuiar Enokcanapun
150 mg Beanbx AHeBHO | 220 mg BeAHBXK JHEBHO
N (%) N (%) N (%)
JlexyBsany nauneHTy ] B66(100,0) ] 825(100,0) 1 848 (100,0)
['0nAMO KbpBEHE 24 (1,3) 33(1,8)
Beakakso KbpBeHE 258(13,8) 251(13.8)

[Ipegenyun na Mo3vbuen uHCy. 1M U cucmemen eMOOTUILM NPU GL3PACHIHY NAYUEHMU

U nOBEUE PUCKOBY (hakmop




Tabnuua 14 noxazsa cebuTHATA Ha KbPBEHE, Pa3npencaeHy kaTo C50MTHA HA FOIIMO M Ha BCAKAKBO
KbPBEHE B OCHOBHOTO MPOYYBAHE, H3CNEARALLO NPEBEHUMATA HA TPOMOOEMOONHYEH HHCYIT H
CHCTEMEH EMDOJIM3BM NPH NALKMEHTH ¢ NPEICHPAHO MBKIEHE.

Tabauua 14: CrOnTHA Ra KbpBeHe B APOYUBaHe, A3C1€ABAIN0 NPEBEHIMATA HA
TpomMO0oeMOO.ITHMEH NHCYJIT H CHCTeMEH €MO0.IN3bM NPH NALHEHTH ¢ NPeICHPIH0 MbXIeHEe

Haburatpan eTekcunar | /laburartpan erekcunar Bapdapun
110 mg nBa NbTH THEBHO 150 mg aBa MbTH
JHEBHO

PaHaoMHU3MpaHu naudeHTH 6015 6 076 6 022
["'onaMo KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3.61%)
BLTpeuepenHo KepBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)
CY kbpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHe ¢ neTaneH u3xom 26 (0,22%) 30 (0,25%) 42 (0,36%)
Masko KbpBeHE 1 566 (13,16%) 1 787 (14,85%) 1 931 (16,37%)
BCAKakBO KbPBEHE 1 759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B panaoMu3MpaHo npoyyBaHe, NPH NauHEHTUTE, NMpHEMalK qaddraTpad etexcunar | 10 mg asa nuvTH
AHEBHO MK 150 mg ABa MbTU AHEBHO € ChLUECTBY BA 3HAUHTENHO NTO-HUCHK PHCK OT
JKABOTO3ACTPALLARAINO KLPBEHE H BLTPEYEPENHG KbPBEHE B CPABHEHHE C TE3H, IpHeManH Bapdapus [p
<0,05]. U npu nBeTE KOHLEHTpAUKMY HAa 1a0HraTpaH €TEKCHIAT € UMAJIO H CTATHCTHYSCKH 3HAUHMO T10-
HUCKa 00ILa JecToTa Ha KbpBeHe. [Ipu nauueHTuTe, NnpueManu pasgoMusupano 110 mg maburarpan
€TEKCHJIAT J1Ba IMbTH JHEBHO € CHIHECTBYBAI 3HAUHTENHO [10-HUCHK PHCK OT TONAMO KbPBCHE B
cpaBHeHHe ¢ BapdapuH (koedrument Ha pucka 0,81 [p=0,0027]). Ilpn nauueHTUTe, NpUEMaiy
pasaoMusdpaso 150 mg gaburatpan eTekCHaaT B2 MbTH AHEBHO € CHLUECTBYBAN 3HaYMTENHO NO-
ronsiM pack oT CY kbpBene B cpaBHeHue ¢ Bapdapu (xoetuureHT Ha pucka 1,48 [p=0,0005]). Tosu
epext € HabaroaBax FRaBHO NPH NALHMENTH >75 roauHy.

Knnunnynata nonsa ot paburarpas 1o OTHOIIEHHE HA NPEBEHLMATA HA HHCYJIT K CHCTEMEH €MOO0IN3BM
U NIOHMKEHUST PUCK OT MHTpakpaHuasita xemoparusa (MKX) B cpaBHenHe ¢ sapdapHH ce 3ana3paT npu
OTAENHUTE NOATPYNM, Rarip. HLOPEHHO YBpekKIaHE, Bb3PAcT, ChIBTCTBAA YNOTPEDa HA NNEKAPCTBEHH
IPOTYKTH KaTO HAMp. aHTHTPOMOOTHLM Wik P-gp nHxuOuTOpH. J10KaTo HAKOH NOArPYNH MNaLMEHTH Ca
C [IOBULUEH PHCK OT roJIAMO KbPBEHE, KOTaTO Ca JIEKYBaHW ¢ aHTUKOATYIAHT, MOBUIICHHAT PHCK OT
KbpPBEHE NpU JaduratpaH eTekcunar € cebp3aH ¢bC CYH KbpBeHe, 0OMKHOBEHO HadMOAaBaHa npe3
MbpBUTE 3-6 MEceua clieq 3anoupaHe Ha jieueHUeTo ¢ AadburarpaH eTeKcHar.

Jlewenue na JIBT u BE, kakmo u npegenyus na peyuousu na BT u BE npu év3pacmuu nayuenmu
(IBT/bE)

B Tabnnua 15 ca nocouenu cuOUTHA Ha KbpBeHe oT 0000LeHnTe 0cHOBHU npoyusanus RE-COVER u
RE-COVER II, B kouto ce u3nuTsa nedennero va JIBT u BE. B cbopuure npoyusaHus, cxOMTHATA

Ha ITbPBUYHMTE KpailHu TOYKH 3a 0€30MacHOCT ,,fONAMO KbpPBEHE, MONSMO HNM KJIHMHHYHO 3HAUYKHMO
KbPBEHE H BCAKAKBO KBPBEHE™ Ca 3HAYHTENHO NO-MAJIKO B CPAaBHEHME C BaphapHH NP HOMMHAJIHO aji(a
HUBO 5%.

Tabanna 15: CuOouTHa Ha KLpBene B npoyuBanuata RE-COVER n RE-COVER 11, B xouro ce
n3AnTBA NedeHHeTo Ha JIBT n BE

JlabvrarpaH eTekcunar BapdapuH KUE:d)uuHe"'"
150 mg asa nbTH cnpaMo $apg HpL /?5&7
JTHEBHO (9 (A2 e
TlauneHTH, BKIIOYEHH B | 2 456 2 462 \\m .
lanann3a Ha GesonacHocTTa '@_.,3
N,




ICLOMTHA HA TONSIMO KbPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)
BoTpeuepento KbpBeHe 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
I'onsimo CY kbpBene 10 (0,4%) 12 (0,5%) 0,83 (0,36, 1,93)
AKusoTozacTpatasaio 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2.36)
KbpPBEHE

CBOUTHA Ha FOAMO 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)
KbpBeHe/KITHHHYHO 3HAYUMO

KbPBEHE

BcakakBo kbpBeHe 354 (14,4%) 503 (20,4%) 0,67 (0,59, 0.77)
Besakakeo CH kbpeeHe 70 (2,9%) 35 (2,2%) 1,27 (0,90; 1,82)

C1OuTddTa Ha KHPBEHE TIPH IBETE JIEUEHHs Ca OTUMTAHHU OT MbPBUA NpUeM Ha AabuUraTpaH eTeKkcHnar
HITH BaphapuH CJieq NPeKpaTaBaHe Ha NapeHTePaHaTa Tepanus (MEpUOL Camo Ha MEPOPaHO
neveHue). Tosa BKIIOUBA BCHUKH CHOMTHA HA KbpBEHE, Bb3HHKHAIY 0 BPeMe Ha Teparnusira ¢
nabHraTpaH eTeKCcHnat. BiunoueHu ¢a BCUUKH CHOMTHS Ha KbpBEHE, B3HHKHAIH 110 BPEME Ha
TEpanusTa ¢ BappapHH, OCBEH OHE3H, KOUTO Ca Bb3HWUKHAIH MO BPeME Ha NEPHOaa, B KOKHTO ¢e
3aCTBIBAT JICYEHHETO ¢ BAPPAPUH U NAPEHTEPAIHATA TSPl

B tadnuua 16 ca nocoueHd JaHHH 3a ChOUTHA Ha KbpBeHe B 0CHOBHOTO npoyuBane RE-MEDY, B
KOETO ce M3nHuTBa npeseHuMaTa Ha JIBT u BE. Hakou ¢b0MTHS HAa KbpBeHe (CHOWUTHA Ha TOAMO
kbppeeHe (CI'K)/rmnnyHo 3saunmo kppeeHe (K3K); BeakakBo KbpBEHE) ¢a 3HAYUTENHO NO-MAJIKO NpH
HOMHHANHO all(a HHBO 5% MpH NaUKEeRTH, MpHEMAIK Ja0UraTpaH eTeKCHIIaT, B CPaBHEHHE ¢ Te3H,

npHeMaiy eapdapuH.

Tabanna 16: CronTHS Ha KbpBeHe B npoyuBane RE-MEDY, B k0eT0 ce H3MATBA NpeBEeHIHSITA

Ha JIBT u BE
HaburatpaHs eTekcunar Bapdapuu KoeduuuneHT Ha pucka
150 mg aBa nbTH CIIpsiMO BapdapuH
OHEBHO (95% nomepurenen
WHTEPBAT)
JleKyBaHH ALMEHTH 1430 1426
CpbUTHS Ha roNsIMo KLpBEHe 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
Bbrpedepento KbpBeHe 2 (0,1%) 4 (0,3%) He moxe 1a Obae
M3UMCiIeH ™
Fonamo CY kbpBene 4 (0,3%) 8 (0,5%) He moxe na 6nae
M3UNUCIEH™
DKHBOTO3acTpallIaBaLlo 1 (0,1%) 3 (0,2%) He moxke 1a Obae
KbPBEHE u3uMciieH*
ICbOUTHS HA roigMo 80 (5,6%) 145 (10,2%) 0,55 (0,41, 0,72)
KbPBEHE/KITHHHYHO 3HAYHMO
KbpPBEHE
BCakakBo KbpBEHE 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
Beakakso CH kbpBene 45 (3,1%) 32 (2,2%) 1,39 (0,87; 2,20)

*KP He Moxke na 6B/e H3UMCIeH nopaay Jidicata Ha ChOHTHE B KOATO M Ja € KOXOPTa/JIeYCHH

B rabamua 17 ca nocoueny nanny 2a cxOHTHS Ha KbpBeHe B OCHOBHOTO NipoyuBane RE-
KOETO ce n3nuTea npeseHumagra Ha JIBT u BE. YectoTtara Ha komOunatmsta CT'K/K3K
KbPBEHE € 3HAYHTENHO NO-MAJKA IIpY HOMHHANHO anda HUBO 5% Npu MAUWEHTH, NIpHe

B CPABHCHUEC € TE3H, TIpUEMATTA ﬂﬂﬁHF&TpaH CTCKCHUAT,




Tabauna 17: CuonTHa Ha KbpBeHe B npoyuBane RE-SONATE, B koero ce n3nursa
npesenuuaTa Ha /BT u BE

J

HaburarpaH eTekcunar [1nauedo KoeduureHnT Ha phcka
150 mg aBa 0bTH crpAMO Iialedo
JHEBHO (95% nosepuTeaeH
HHTEPBA)
JIeKyBaHH ITaLlMEHTH 684 659
C1bUTHA Ha ronsMo KbpBeHe 2 (0,3%) 0 He moxe na Obae
H34ucneH *
BrTpeuepenHo KbpBeHe 0 0 He moxe na Obae
M34HCIIeH *
[lonsmo CY kbpBene 2 (0,3%) 0 He moxke na Obae
U3YUCTEH *
PKuBoTO3acTpaluasailo 0 0 He moke na Obne
KbPBEHE M3UYHCIIEH *
CbOKTHA Ha FOJIAMO 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KbPBEHE/KIMHUYHO 3HAYUMO
KbPBEHE
Besakakso kbpBene 72 (10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
Beakakeo CY kbpeene 5(0,7%) 2 (0,3%) 2,38 (0,46; 12,27)

*KP we Moxe 1a Obae H3uuciaeH nopaau JTUNcara Ha CbOMTHE NPU KOETO U AA € OT JIEYEHHATA

Aepanyroyumo3sa u neymponenus

ATPaHyJIOUMTO3a U HEYTPOMEHUA Ca ChOOILABAHH MHOIO PALKO CIICA pa3peluaBaHe 3a yrnorpeba Ha
naburarpaH eTekcuaar. Thid KaTo HeKENAHUTE PeaklMy ¢a CHODIIABAHN NIPH TIOCTMAPKETUHIOBOTO
HaOMoAcHME OT NONYJIALHA C HEYCTAHOBEH PazMep, HeCTOTATA UM He MOXKe 213 Dbjae NOCTOREpHO
onpeneaena. Hecrorara Ha chodlllaBaHe € H3UHCIeHa Ha 7 ¢LOMTHA Ha | MUNHUOH MALUMEHTOrOAUHH 34
arpaHyaounTo3a 4 5 cuOMTHS Ha | MUJTHOH MALKMEHTOrOAMHH 33 HEYTPONCHUA.

[lenuarpuusa nomviauus

bezonacHocTTa Ha JaduraTpaH eTexcrinar npu Aededneto Ha BTEC v npeseHuUMs Ha peLiMaHBHpaIM
BTEC npu nenuatpuyHu NauxeHTH e npoyueHa B aee n3nureanus ¢asza [[1 (DIVERSITY u 1160.108).
061110 328 nenyaTpUuHK NMalMeHTY ca JieKyBaHHu ¢ naburarpan erexcunar. [lanpenture ca
NOTy4YaBaId aAaNTHUPAHK CIIOpen Bh3pacTTa U TEJIECHOTO TErIo A03U OT CLOOpa3eHa ¢ Bh3pacTTa
nexkapcrseHa popMa Ha aburaTpaH eTeKkcunar.

KaTto wsano ce odaxea popunsT Ha OE30NIACHOCT NPH ASUA Aa € ChUIMAT KaTo [Py Bb3pacTHH.

0610 26% OT neagMaTpHUHKTE TIALIMEHTH, NeKyBaHH ¢ AaburatpaH etekcunar 3a BTEC v 3a
npeBeHUMd Ha peuuausupad BTEC, ca noyyuHId HEKEAAHH peakL{H.

CHUCHK HQ HEHCEIAHUINE PEARUU 8 MAOIUYCH GUO

B tabiiuua 18 ca nokazaHu Hexe1aHUTe peakUMy, YCTAHOBEHH B MPOYYBaHUsITa NpH nedenme Ha BTEC
U npeeeHuuds Ha peudausypaiid BTEC npu nenuatpuydy nauueHTy. Te ca rpyniupaHy Mo CHCTEMO-
opraned xnac {COK) u 110 yecToTa ¢ M3NOI3BAHE Ha Clie/THATa KOHBEHLMA: MHOTO 4ecTH (=1/10), qecTH
(=1/100 no <1/10), vewectu (>1/1 000 no <1/100), penxy (=1/10 000 oo <1/1 000), MHOTO peaku
(<1/10 000), ¢ Hen3pecTHA YeCTOTA (OT HANIMUHHTE JAHHH HE MOXE Aa Obje HanpaBeHa OUE

Tabauna 18: Hexenann peaxknun

YecroTa
COK/Ilpeano4nTan TepMHH neuvenune Ha BTEC u npesenius Ha p




Hapyuenns Ha KpbBTa U JIMMpHATa cHCTEeMa

AHEMHuA YectH
[loHwnskeH XxeMornoouH Hevectu
TpomMGOUHTOTICHUA Yectu
[ToHMKEH XEMATOKPHT HeuecTH
HeyTporneHus HeuecTH
ArpanynouHTosa C HEHW3BECTHA YECTOTA

HﬂpyLlIEHHH Ha HMYHHaTa CHCTCMA

JlekapcTBeHa CBPBXYYBCTRHTENHOCT Heuecty

Obpus YecTu

lipypuryc HeuecTu

AnadunakTHyHa peakums C Hen3BecTHA 4eCTOoTa

AHrHoeaem C Heu3BeCTHA YecToTa

Yprukapus YeceTu

bpoHxocnaism C Her3srecTHa 4eCTOoTa
Hapyuienns Ha HEpBHATa CUCTEMA

BhTpeuepenta xemoparis HeuecTy
Cb108H HapyLLEHUS

XeMaToM Yectu

Xemoparus C HEeH3BEeCTHA 4eCTOTa
PecnupaTopHy, MpbJAHH H MEIMACTHHAIHY HADYLICHHS

Enucrakcue YecTu

XeMO(TH3a HedecTH
CTOMallIHO-YPEBHHU HAPYILEHUS

CTOMaUIHO-4YpeBHa XeMOoparigd Heuectu

AbaoMHHaNHa Donka HeuecTn

Huapus Yectu

Jlucnermcus YecT

I'apeqe YectH

PexranHa xemoparusa HeuecTn

XeMOpoKaATHA XeMOoparus

C HeusBecTHA YeCTOTA

e30(areaitHa fA38a

CTOMAILHO-UPEBHA A3BA, BKIIIOUKHTENHO

C HEeH3BEeCTHA 4eCcTOoTa

($yHKUHA/OTKIIOHEHHS BbB
¢y HKUMOHATHATE YCPHOIPOOHU

["acTpoesodarur Heuectu

I"acTpoesodareanna pedaykcHa donect Yectn

[loppblaHe YecTH

Hucdarus Heuecru
XenaToOuIHapHH HAPYLUEHHKS

Hapyiueda yepuoapobHa C Hewn3BeCTHa 4eCToTa

lloBHineHHe HA ajlaHWH HeuectH

IloBHiIeHHe Ha acnapTaT Heuectu
| amHHoTpaHcdepasara

[ loBHIIEHH YepHOAPOOHH EH3HMH YectH
_ XunepOHaupyOuHeMus HeuecTH
HapylLieHus Ha KOaTa K NOJKOXKHATA ThKaH

KO»HH KPLBOHU3NTHBH Heuectn
- Anoneuns YecTu

HEIE}'HJEHHH Ha MYCKYJTHO-CKEJ/ICTHATA CHCTEMA H ChCIHHHUTE]/IHATA ThKaH

XeMaprpo3a

C HeM3BECTHA UEeCTOTAa

Hapyuwienns Ha 6u0peunTe U NMKOUHUTE MbTHIIA




Y porenutanna xemoparua, | HeuecTH
BIUTIOUHTENHO XEMATypHS
O0wmH HapyweHHA Y eDeKTH Ha MACTOTO HA NPWIOKEHHE
XeMoparus Ha MACTOTO HA MHIKEKTUpPaHe C HeM3BECTHA YecTOTa
XeMoparus Ha MACTOTO Ha NOCTABAHE Ha  HEeU3BECTHA YECTOTA
KaTeTbpa
HapauasaHus, OTpaBsAHHS U YCIOKHEHHA, Bb3HUKHANIM B PE3YITAT HA HHTEPBEHIHH
TpaBMaTuyHa XeMOparus HeuecTn
XEMOparusa Ha MACTOTO Ha MHLH3HA C HeM3BECTHA YECTOTA |

Peaxyuu na kvpeene

B nse uznureanus ¢aza lll npu nokazanuero neuenue Ha BTEC 1 npeBenuns Ha peuyaBApaiiu
BTEC npu neavarpruny naudesTy o0mo 7 nauneHtH (2,1%) ca UManu ¢cxOMTHE Ha TONAMO KbPBEHE,
5 mauyeHTH (1,5%) ca UManu cbOMTHE HA KIMHUYHO 3HAYHMO HETOAAMO KbPBEHE, a 75 NallMeHTH
(22,9%) ca uMasin cuOWTHE HA He3HAYUTEHO KbpBeHe, KaTo uAno yectorara Ha CbOMTHATA Ha
KbPBCHE € NO-BUCOKA TIPH NO-Bh3pacTHara rpyna (12 ao <18 roaunu: 28,6%}, OTKONKOTO B IPYIHTE C
O-Manka Bp3pacT (0T paxkaaHeTo a0 <2 roaunu: 23,3%; 2 1o <12 roausn: 16,2%). I'onaMo niu
TEXKKO KbPBEHE, HE3aBUCHMO OT MSCTOTO Ha Bb3HUKBAHE, MOXKE J1a 4OBEAE N0 HHBATHAM3HPAHC,
YKUBOTO3aCTPAlIaBAULO ChCTOAHHE WM J0PH JICTAIEH H3XO.

Cp00111aBaHE HA MOI03WPAHN HEHENAHH PEAKIIHH

Cr001waBaHeTo Ha NOA03HPaHH HEKEIaHH peakuunH Che paspeinasaHe 3a ynorpeda na JekapCTBeHus
NPOAYKT € BakHO. ToBa no3eo/siBa 4a NPOALIKH HAONIOIEHHETO Ha ChOTHOILIEHHETO NOJ3a/PHCK 32
AeKapcTBEeHUA NPoaAyKT. OT MENHUMHCKHTE CIIELIHAINCTH C€ M3UCKRA 1A cbOOLIaBaT BCAKA
MOAOC3UpaHa HEXKeNlaHa peaKLius upes

H3nbaauTenHa areHUMs no JekapeTeara

yn. .. Jdaman I'pyer” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcalT: www.bda.bg.

4.9 Ipenozupane

Jlo3u nabMraTpaH eTeKCunart, HaABUINABALIM MPENOPBHUTETHUTE AO3M, H3IAr4T NAltHEHTA HA TIOBULLIECH
PUCK OT KbPBCHE.

[Ipv ceMHEHHE 32 Mpeao3vpaHe IPOBSKIAHETO HA KOAryJl1auMOHEH TECT MOXKe Ja ITOMOTHE 34
OTpencNiaHe Ha pucka OT KbpeeHe (B, Touka 4.4 v 5.1). Kanubpupan konuuecteed dTT Tect nan
MHOroKpaTHd dT T U3MepBaHHA MO3IBONABAT IPEABIKAAHE HA BPEMETO, KOraro e ObAAT JOCTHIHATH
onpeneneHyu HUBa Ha aadurarpad (Bxk. To4ka 5.1), CbIUO B C/Iy4al ye ca npeAnpHeTH TOMbIHUTC/THH
MEPKH — Hanp. AHaIM3a.

ITpekoMepHaTa aHTHKOAryJTaling MOKE 12 M3UCKBA NPEYCTAHOBABAHE HA NEUYEHHETO ¢ 1adHraTpay
erekcunar. Tl kKaTo nabuvraTpan ¢ eKCKpeTHpa nNpeaIuMHoO wpe3 GubpeuuTe, TpsadBa na ce noaabpKa
AocTaThYHa AHYype3a. Thit KATO CBBP3BAHETO C NPOTEHHH € B HMCKA CTeleH, AaburaTpan Moxe J1a Obae
AHATTA3NPAH; HMaA OTPAHWMEH KJIIMHHYEH OMKT, AEMOHCTPHPALL N0N3aTa OT TO3H NOJIXO0A B KIMHUYHU
NPOYUYBaHMA (BXK. TOUKa 5.2).

OpJajisiBaHe HA YCAOXKHEHHA C KbPBEHE

o

aﬁqm ,

B cayqali Ha XeMOparuuHU Y 105KHEeHHUs 51IeHUSHHETO ¢ qaduraTpaH eTekcunar TpadBa
NPeyCTaHOBEHO, a NPUYMHATA 3a KbpBEHETO — HM3cnearaHa. [lo npeueHka Ha ieKy Bally
3aBUCUMOCT OT KJIMHH4HATA CHTyauusa TpAdBa Ja ce npeanpHemMe MoaAXoaio noiIbp
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KaTO XMPYpryiuHa XeMocTasa Uiy 3aMeCTBaHe HA KPbBEH O0EM.

IIpH BB3PACTHH NALUKMEHTH B CITY4Yay, KOraTo € HeodXoaumo OBp30 HeyTpaIu3dpaHe Ha
AHTUKOATYNAHTHHUA eEeKT Ha 1a0uUraTpaH eTeKCHIIAT, MOKE Ja C€ W3MOI3Ba CNELHPUUHOTO
HEYTPAM3MPALLO CPeACTBO (MAapyUH3yMal), KOETO AHTArOHU3KPA (hapMakOJHHAMHYHUA EPEKT Ha
AaduUrpaTaH €TeKCHAAT,

EdukacnocTTa n 6e30nacHOCTTa HA HAAPYLUM3YMad HE ca YCTAHOBEHH NIPH NMEAHATPHYHH MALMEHTH
(BxK. TOuka 4.4).

Moske Aa ce HMa npeaBKA NPUIAraHe Ha KOHUEHTPATH HA KOArYTAUHOHHK GaKTopH (aKTHBHPAHH HITH
HEaKTHBHUPAaHH) U pekoMOMHaHTeH dakTop Vila. MMa HAKOM exCnepyUMeHTANIHH 10KA3aTeCTRA B
MOAKPENA HA POJIATA Ha Te3W AEKaPCTBEHH NMPOAYKTH B O0PbUIAHE Ha aHTHKOAry1aHTHHA e(pekT Ha
AaduraTpas, HO IaHHHTE 3a NOM3aTa UM B KIIMHUYHW YCIOBUSA, KAKTO W 33 Bb3MOXKHHSA PHCK OT
pubayH Tpom0DOeMDOTHNZBM, ca MHOrO orpaHriveny. KoarynauMoHHUTE TECTOBE MOTAT Aa CTaHAT
HEHAAEKAHH CNel NPHIIOKEHHUE HA NIPENOPLUNTEIHUTE KOHUEHTPATH HA KOAryJJalHOHHH (aKkTopH.
TpsabBa na ce BHHMaBa NMpy THIKYBAHETO Ha TE3W TECTOBE. 1 padBa ja ce OOMHUCNH NIPUITOKEHKHE HA
TPOMOOLIMTHA Maca B ClTy4auTe, Koraro iMa TpoMOOLUMTONEHHS WK ca OHIH W3NON3BAHH
ABATOAEUCTBAILY aHTUTPOMOOTUYHH IEKAPCTBEHH NIPOAYKTH. L1A0TO CHMNTOMAaTHYHO JICYEHHE
TpAOBA 214 Ce fpunara no NpeueHKa Ha Jiekaps.

B 3aBMCUMOCT OT MECTHUTE BB3MOMKHOCTH, TPAOBA fa ce OOMHUCTH KOHCYATALHSA CBC CIMEUHATIMCT B
C.Iy4aH Ha rofiiMO KbpBEHE.

5. OAPMAKOJOI'AYHH CBOMCTBA
3.1 PapMakoIHHAMHYHHE CBOKCTBA

(DapmakoTepaneBTHYHA rpyna: aHTHTPOMOOTHYHH CPEACTBA, AUPEKTHY TPOMOHHOBH HHXHOWTOPH,
ATC kon: BO1AEOQ7.

MexaHU3bLM HA JIeHCTBHE

HabdraTpan eTeKCHIAT € MaJIKa MOAEKY12 TIPEANEKAPCTBO, KOETO HE NOKA3BA (PapMaKOIOrHyHa
axTUBHOCT. Cnen nepopanHo npunokeHue nadbvraTpaH eTekenar ¢ce abcopdrpa OBp30 U ce npeBpbilla
B Aaburarpan 4pes KaTANM3UpaHa 0T eCTepa3a XUAPOSN3a B IL1a3MaTa ¥ B uepHus npob. [laburartpan e
MOUICH, KOHKYPEHTEH, 00paTHM, AMPEKTEH TPOMOHHOB HHXHOUTOP U € OCHOBHOTO BELIECTBO C
aKTUBHO ICHCTBHE B IL1a3MATA.

Twit kaTo TpOMBHHBT (ceprHOBa TIPOTEA3a) MO3BOIABA MPEeBPbIUaAHETO HA PuUbpHHOreHa BbB HHOPHH B
X0Ja Ha KoaryJlauMOHHATA KacKaja, HHXHOHpaHeTo My TIPeIOTBPaTaBa O0pa3yBaHETO Ha ChCHPEK.
Jlaburarpan HHxuOUpa cBoOoaHus TpOMOUH, PUOPHH-CBBP3aHKS TPOMOKH U TPOMOHH-HHIYHPAHATA
TpoMOOLIMTHA arperaums.

PapMaKoaUHAMHYHH edeKTH

In vivo ¥ ex vivo NpOyYBaHU MPH }KUBOTHH AEMOHCTPUPAT AHTUTPOMOO3HA E(PHKACHOCT U
AHTHKOArYJJAHTHA aKTHBHOCT Ha Ja0uratpat clieq] HHTPaBEeHO3HO NPIIOKEHHE U HA Jaburatpan
€TEKCHUNAT CIIE NTEPOPATHO NPUAOKEHHUE MPH PA3THUHM KUBOTHHCKH CKCIIEPUMEHTANIHU MO/1€JIH Ha
TpomOO3a.

CBUICCTRYBa OTUET/IMBA KOPENaLMg MeXy M1a3MeHaTa KOHUEeHTpauKs Ha 1adurarpan u CT¢
AHTHUKOArYJIAHTHHS edexT, Dazuparo Ha daza |1 npoyusanusa. Jlabrrarpan yabokasa Tpo
spemMe (IB), EBC, kakto u aPTT.

KanuOpupannar konuuecteeH tect Ha TB upes pazpesxnane (dTT) nasa oucHka 3a nia
KOHLICHTPaLkA Ha 1aburarpad, KOATO MOKE /1a ObAE CPaBHEHA € OYAKBAHUTE NJ1a3MEHH



Ha gaburaTpau. B ciyyaii ue xanuGpupanuat dTT TecT nokaxke pe3yarar 3a n;1a3MeHara
KOHLICHTpaLlMA Ha AadUraTpaH, KOWTO € Ha WM [0/ rPaHHLATa Ha KOJTHYECTBEHOTO OIPEACIsHE,

cieaBa 1a ce oOMHCIM MPOBEeKIaHe HA NOMBIHUTETHO U3C/IEABAHE Ha KoarylauusTa, Hanpumep 1B,
EBC v aPTT.

EBC Moxe 1a OCHrypH AMPEKTHA OUEHKA Ha aKTUBHOCTTA HA JHPEKTHHUTE TPOMOUHOBH HHXUOUTOPH.

Tecrer aPTT e wimpoko noctenen ¥ nokaszea NPHOIW3HTENHO AHTHKOATYJIAHTHATA HHTEH3UBHOCT,
aocTurnara ¢ aaburarpan. Odave, aPTT TecTbT MMa OrpaHH4eHa YyBCTBUTEIHOCT H HE € NOAXO0AALL 3
TOYHO KOJIMMECTBEHO OfpeIe/IfiHe Ha aHTUKOAry;IJaHTHUSA eeKT, 0COOEHO NpH BUCOKH ILTa3MEHH
KOHLIEHTpAlMM Ha faduratpaH. Bunpeku ye Brcoku cToiiHocTn Ha aPTT TpsadBa ga ce ThaKyBaT ¢
MOBKINEHO BHUMAHKE, T€ [IOKA3BAT, Y€ NAUHEHTHT € AHTHKOAry/IHpaH.

Karo w10, MoXxe fa ce nprueMe, Y€ Te3r MmoKasaTe/IH 3a aHTHKOAry/laHTHa aKTHBHOCT MOTaT aa
OTpa3AT HUBATa HA 1a0HMraTpaH, KakTo M Ja NPeAOCTABAT HACOKH 3a OLIEHKATa Ha PHCKA OT KbpBEHE,
T.€. HAJ

90-pa nepceHTUN HA HAH-HUCKUTE HMBA HA AabMraTpad UM KoaryJlallMOHEH TeCT, KATO HaW- HHMCKU
usmepenn crofiHoctd Ha aP'I'T (3a nparosere Ha aPTT px. Touka 4.4, Tabauua 6), MoXe na ce
acoUYUpa C MOBMILUEH PHCK OT KbpBEHE.

IIvpsuuna npegenyus na BTEC npu opmoneduyna Xupypeust

CTaunoHapHaTa cpeHa reOMeTpHYHa MAKOBA NIa3MeHa KOHLEHTpauus (cnen AeH 3) Ha aaduraTpax,
M3MepeHa OKoJio 2 yaca ¢rnel npusokerue na 220 mg naburarpaH erekcunar, e 70,8 ng/ml, ¢ rpannum
35,2-162 ng/ml (B unTeprana 25-tu-75-TM nepcenTyn). CpeaHara reoMeTpyyHa HaW-HUCKA
KOHLEHTpalus Ha naburatpaH, H3MepeHa B Kpas Ha T030BUS HHTepBaJ (T.e. 24 yaca cien no3a
padurarpan 220 mg), e cpeaHo okono 22,0 ng/ml, ¢ rpasuum 13,0-35,7 ng/ml (B unrepsana 25-tu-75-
TH NEPCEHTH).

B eano cneumanHo npoyuBaHe ¢caMo npH NauHeHTH ¢ ymepeuo 6u0peduHo yepexaade (CrCL 30-

50 ml/min), nexysaHu ¢ padburaTpan etekcu1ar 150 mg BeAHDHK AHEBHO, Cpe/iHATA T€OMETPHYHA HaK-
HUCKa KOHUEHTpAalHsA Ha JabMraTpaH, M3MepeHa B Kpas Ha A030BHs HHTepBal, € cpeato 47,5 ng/ml, ¢
rpaHnuy 29,6-72,2 ng/ml (B unrepBana 25-tu-75-tu nepceHTHN).

[Tpu raumeHTH, NekyBanu ¢ 220 mg naburaTpaH eTEKCHNAT BeAHBK THCBHO 3a npeBeHUMA Ha BTEC

cJe] OpoTe3rpaHe Ha Tazo0epeHa M Ko/IaHHA CTaBa,

- 90-UST NePCEHTHT HA HAH-HUCKUTE UTA3MEHK KOHLIEHTpaUHy Ha naburatpan ¢ 67 ng/ml, (20-28
4aca cjien npyeMa Ha npeauuiHaTta 103a) (BxK. Touku 4.4 1 4.9),

- Q0-usat nepceHTHN Ha Hal-HHCKkHTE cTolHoCcTH Ha aPTT (20-28 vaca caen npuemMa Ha
npeauuHara a03a) € 31 cekyuau, koero ¢ 1.3 MbTH HajJ ropHaTa rpaHylia Ha HOPMAaTa.

EBC He e u3MepeaHO IpH naluUeHTH, teKypaHy ¢ 220 mg nadburarpan €TeKCHNAT BEAHBXK JHEBHO 33
npescHumg Ha BTEC cnen nporezupare na TazofesipeHa WIK KOJISHHA CTaBa.

IIpesenyia na MOIBYEH YHCYUN U CUCMEMEH embo UM npu ev3pacmuy nayuenmu ¢ HKIIM ¢ eoun
uru nogeye puckosu axmopu (ITHIIM)

CTalMoHapHaTa cpeAHa reOMeTpHYHA NHKOBA MJ1a3MEHA KOHUCHTpaLMs Ha faduraTpaH, HimMepeHa
OKOJI0 2 uaca cien npunarade Ha 150 mg naGuratpan etekcunar, e 175 ng/ml, ¢ rpanuum

117-275 ng/ml (B uureppana 25-t14-75-14 nepcentun). CpeHara reoOMETpHUHA Hal-HUCKA
KOHLEHTPAiKUA Ha Aa0MraTpaH, W3MepeHa CyTPHH B Kpas Ha 1030Bus UHTepBan (T.€. 12 ya
BeuepHarta f03a naburarpan 150 mg), e cpento okono 91,0 ng/ml, ¢ rpanunm 61,0-143
UHTEpBaNa 25-TU-75-TH NEPCEHTUN).

[1pu maimentr ¢ HKIIM, nekyBaHu 3a NMpeBeHUMS HA MHCYAT U CHCTEMEH eMOOIN3bM



aaburatpaH eTeKkCUIaT 4Ba MbTH AHEBHO,

- 90-pAT NEPCEHTHN HA U3MEPSHUTE HAN-HMCKH NNa3MEHH KOHLEHTpalud Ha gadurarpan (10-16
yaca cied NPHEMA Ha NIpeaviiHaTa no3a) € okono 200 ng/mli,

- HaH-HUCKHTe cToiHocTHTe H2 EBC (10-16 uaca cnen mpueMa Ha npeaMiuHaTa n03a), NOBHIICHU
MPUOITM3NTENHO 3 MBTH HAJ ropHaTa rpaHWLia Ha HOpMaTa, ce OTHacAT Ao Hadmoaasanusa 90-1u
nepceHTUn Ha yvasmkaBane Ha EBC ot 103 cekynam,

- HAH-HHCKU CTOHHOCTHU Ha aP'IT, nosedye OT 2 mbTH HaA ropHarTa rpaHyUa Ha HOpMAaTa
(yawmxkaBane Ha aPTT ¢ okono 80 cekynam), (10-16 yaca caen npremMa Ha ApeAMLIUHATA 103a) Ca
oTpaizeHH Ha 90-KUs nepceHTUn OT HADNKOAEHHETO.

Jlewenue na /{BT u bE, kakmo u npesenyus na peyuousu na J{BT u bE npu ev3pacmuu nayuenmu
([BT/BE)

I1pn nauuenty, rexysand 3a JJBT v BE cbe 150 mg naburarpaH eTeKcwIaT [ABa nbTH JHEBHO,
cpeaHaTa reoMeTpUYHa Hal-HUCKa KOHLIEHTpalua Ha nadurarpad, uamepena 10-16 uaca cneq npuem
Ha 103a, B Kpas Ha 1030BMA MHTepBan (T.e. 12 yaca cae BedepHara 1034 jadirarpaH eTekcunar

150 mg), e 59,7 ng/ml, ¢ rpanuuy 38,6-94,5 ng/mi (B unreprana ot 25-tu ao 75-tn nepcentun). [pu

neyenveTo Ha JIBT v bE ¢ gaburarpan etekcdiar 150 mg aga mbTH AHEBHO

- Q0-u8T MePCeHTHIT HA M3MEPEHUTE Hali-HUCKH MJIA3MEHH KOHLUGHTpauuH Ha faburatpan (10-16
yaca cijiel pueMa Ha npeauilliHara Jo3a) € oxkono 146 ng/ml,

. Hah-HuckHuTe cToiiHocTuTe Ha EBC (10-16 yaca cnen npyema Ha fipeAMINHATA 1034), NOBULIEHH
npubAM3ATENHO 2,3 NETH CNPAMO HayaIHUTE CTOHHOCTH, C€ OTHACHT J10 HabmoaasaHus 90-Tu
NIEPCEHTUN HA yabmkasaHe Ha EBC ot 74 cexyHam

- 90-usT NnepceHTHN HAa Ha-HUCKK CTOMHOCTH Ha aPTT (10-16 uaca cnen nprema Ha npeIMLIHATA
no3a) e 62 ceKyHaH, koeto € 1,8 nbTH ¢TOHHOCTTa Ha H3X0JHO HHBO.

Hsama nanHu 3a papMakoKMHETHKATA NPY NMALMEHTH, JIeKYBAHH 3a NpeBEHIMA Ha peuvausrpaila JIBT
1 BE cbe 150 mg naburarpaH erekcuiaT ABa NbTH AHEBHO.

KiannuyHa epuKacHOCT W O€300acHOCT

Emnuuuecru npousxoo

He ce HaOnmonaBaT KIMHHYHO 3HAYMMH €THH4ECKH Pa3INKy MEXKAY NaLHeHTHTe OT €BpONeUHaTa
paca, ¢ appo-aMEpUKAHCKH, JJATHHO-AMEPHUKAHCKH, AMOHCKH KT KUTAACKH HPOU3XOA.

Kaunwurny npovusanus sepxy npeeenyuama va BTEC cred npomeupane na 2oaemu cmasi

IlaunenTy, NON0KEHH HA IIAHOBA IoNAMa OPTOICAMYHA ONEpaLyg B 2 roJIeMH paHIOMH3HPaHH,
NapaieAHO-TPYTIOBH, ABOHHO-CACHAM, 1033-NOTBLPKAARAILM [POYHBAHHA {IPH €AHOTO — MPOTE3UPAHE
Ha KOJISHHATA CTABA, a IPH JPYroTo — Ha Tazobeapenara ctasa), noaydasar 75 mg wid 110 mg
naburaTpaH eTekcuiat 1-4 yaca cnes onepauuaTa, a caeq toea no 150 unu 220 mg BeaAHbK THEBHO,
[P rapaHTHpaHa xeMocTasa, Wi 40 mg €HOKCanapyH B ACHA npeau onepauysaTa, a cne/l Topa —
BEJAHEXK JHCBHO.

B mpoyusateto RE-MODEL (npote3upane Ha konsiHHa CTaBa) JISUSHHETO NpoabiKasa 6-10 10K, a B
npoyuBaHero RE-NOVATE (npotesupane na tazobeaperara crasa) — 28-35 quu. O0wusT Opon
NeKyBaHU NAalMeHTH € choTBeTHO 2 076 (KonsHHa cTasa) M 3 494 (tazobenpena cTasa).

CpueraHuero oT obwara embprHocT nopaau BTEC (ekmouurento Genoapoben emOonuswem (bE),
[MPOKCUMAJIHA ¥ AMCTaHA ABA00Ka peHo3Ha Tpombo3a (LB T) — cHMNTOMHa 1K aCHMITTOMHA,

TbPBMYHATA KPalHHa TOUKA W Ha ABeTe npoy4sanua. Cruerannero ot rossi BTEC (B
W pokckumMasieH JIBT — cMMOTOMEH Wik aCUMITOMEH, YCTAHOBEH YPE3 PYTHHHA BEHO
cmbpTHOCT nMopagu BTEC npencrasnsea sTOpHYHA KpaiHa TOUKA H CE CUHTA, Y€ MM
KJTHHM4YHO 3HAUCHHE.



PesyirraTuTe oT AABETE NPOyUYBaHUS MOKA3BAT, Y€ aHTUTPOMOO3HUAT e)eKT Ha JabUraTpaH eTeKcuaar
220 mg n 150 mg He OTCTBIIBA CTATHCTHYECKM HA €HOKCUNAPHH MO OTHOWEHHE Ha oOwua BTEC u
obwara cMbpTHOCT. Kpaitnuat pesyaTar 3a ciyqante Ha ronam BTEC n embprHOCT nopaau BTEC mpu
n03a 150 mg e Manko Mo-1oulL, 0TKOJIKOTO NpH eHoxcanaput (tabnuua 19). Tlonodpu pesynraTu ce
HabAKOAaBaT npu A03a 220 mg, KbASTO KpalHUAT pe3ynrar 3a roiaM BTEC e manko no-a06sp,
OTKOIKOTO MPK eHOoKcanapuH {Tabnuua 19).

KrauHA4HUTE NpOyYBaAHMS CA MTPOBEICHH MTPU MOMY/1AlKs NALKWEHTH CbC CPEAHA BL3PacT >05 TOAHHH.

Hsima paznuky B JaHHUTE 332 €PHKACHOCT H 0E30NaCHOCT MENTY MBKE H KEHH B KIIHHUYHHUTS
npoy4sanus $aza 3.

B u3cnepsadara nonynauus naudeHTd Ha RE-MODEL » RE-NOVATE (5 539 nekyBaHy nauneHTH),
51% uMar npuapy»kapaiia XMIeproHus, 9% umar npuapykasaill guader, 9% vMaTt npUapyKaBallo
3a00/15BaHe Ha KopoHapHaTa apTepusa M 20% UMaT aHaMHe3a 32 BEHO3HA HEAOCTaThYHOCT. HHTO €1HO
OT Te3H 3a00/1%BaHHA HE NOKa3Ba Bb3AelicTBHE BbpXY edekTuTe Ha nadburatpad 3a BTEC npesenuus
WJIKM YECTOTATA HA KbPBECHE.

Jannute 3a Kpaitnara Touka ,,ronaMm BTEC u cMuprHOCcT nopaau BTEC* ca xoMoreHuu no
OTHOLUIEHUE Ha TbPBHYHATa Kpa#iHa Touka 3a e()MKaCHOCT 4 ca nokasaHu B Tabnuua 19.

JaHHuTe 3a KpailHaTa Toyka ,,00u1a cMbpTHOCT nopaau BTEC u cMbpTHOCT Nopaay BCAKaKBa
MpUYHHA" ca TIOKa3aHu B Tabnuua 20.

JaHHuTe 32 KpalHHTE TOYKH ,,YCTAHOBEHH CLOMTHS HA TORAMO KbpBEHE” ca Noka3aHu B TabyiHua 2|
o-101Y.

Tabanua 19: Asanus na caywanrte aa roaam BTEC u embprHOcT nopagn BTEC npes
TepanesTHYnaTa ¢aza Ha npoyuBanuaTa RE-MODEL # RE-NOVATE npu oproneaniiu
onepanHH

H3nuTRane Haburarpan erekcunar | Jlaburatpan erexcunar| Enokcanapun 40 mg

220 mg BeaHmxk aHeBHO{1 50 mg BEAHBK THEBHO)

l

RE-NOVATE (Tazobeapena c¢rasa)
bp. NneKyBaHH NalLMeHTH 909 888 917
Uecrora (%) 28 (3,1) 38 (4,3) 36 (3.9)
KoedmupeHT Ha pucka 0,78 1,09
CNpsAMO eHOKCANapuH
95% CI 0,48; 1,27 0,70, 1,70
RE-MODEL (konsHo)
bp. nekyBanu nauHeHTH 506 527 511
Hectora (%) 13 (2,6) 20(3,8) 18 (3,5)
KoeduiueHT Ha pucka 0,73 1,08
CNpAMO eHOKcallapvH
195% (I 0,36; 1,47 0,58; 2,01

Tabanna 20: Ananus Ha odmara eMbpTHOCT nopaau BTEC 4 Ha cMbpTHOCTTA MOpPanH
BCAIKAKBA NIPHMHHA Npe3 TepanesTuunara paza Ha npoyusanuara RE-NOVATE n RE-MODEL
NpH OPTONEIAYHH OTIePANHA

HznuTeane

Jaburarpau erekcuaar
220 mg BeAHBXK AHECBHO

Jlaburarpan eTekcunar
150 mg BeaHDBK AHEBHO




RE-NOVATE (razobenpena crapa)

bp. NeKyBaHH NauMEHTH 880 | 8§74 897
Uectora (%) 53 (6,0) 75 (8,6) 60 (6,7)
KoeduLmeHT Ha pHCKa 0,9 1,28

ICIPAMO EHOKCANlapyH

95% Cl1 (0,63; 1,29) (0,93; 1,78)

RE-MODEL (xonsH0)

bp. NekyBaHH NalHCHTH 503 526 512
Yectora (%) 183 (36,4) 213 (40,5) 193 (37,7)
KoebuuHeHT Ha pycka 0,97 1,07

ICHPAMO €HOKCATTAPHH

05% CI (0,82: 1,13) (0,92; 1,25)

Tadamana 21: CrOuTHS HA ro/I9MO0 KbPBEHe B 3aBHCHMOCT OT JieueRneTo B npoyusanus RE-
MODEL u RE-NOVATE, npeacragens nootiesno.

H3nuTBane JaburarpaH erekcunar | [laburarpan erekcunar | Enokcanapun 40 mg
220 mg peaHbxK AucHO |150 mg BeAHBXK JHEBH
RE-NOVATE (razobenpena crapa)
bp. IeKyBaHH NAUHEHTH | 146 1163 1154
CBHOHUTHA HA FOJIAMO KBPBEHE 23 (2,0) 15(1,3) 18(1,6)
(Yo)
RE-MODEL (konsHo)
bp. JIeKyBaHH NAUMEHTH 679 703 694
HOUTHS HA TONIMO KBPBEHE 10(1.5) 9(1,3) 9(1,3)
()

lIpegenyusn Ha MOZoUeH UHCYIM u CHCIEMeH emboauzem npy sb3pacmuu nayuenmu ¢ HKIIM ¢ eoun
uIY nosede PUcKoeU dhaxmopu

Knvununure nanHu 3a edukacHocTTa Ha AaburaTpaH eTeKCUIaT ca pe3yiTar oT npoyusaneto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyATHUEHTPOBO, MYJITHHALMOHAIHO,
PaHIOMMIMPAHO MAPAIENHO CAN0 MANMKUTBAHE C Be 103M AaburarpaH eTekcunat (110 mg u 150 mg
JBA [IbTH JIHCBHO) B CPABHEHUE ¢ OTKPUT MpUEM Ha BapdaprH [1PH NALUECHTH ¢ NIPEACHPAHO MBKACHE
C YMEPEH 0 BUCOK PUCK OT MHCYNT U cUCTeMEH eMOonu3bM. [IbpBHUHATA LiEjl HA MTPOYUBAHETO € Ja
ofnpenean nanuv naburatpad eTeKCuIaT OTCThIBA HA BaphapuH MPU NOHWKABAHETO HA CHOWTHATA Ha
ChCTaBHATA KpaWHa TO4YKA ,,MHCYIT K cMCTeEMEH eMDOonn3bM™ . ChlI0 TAKA € aHA/TM3UPaHO H
CTATHCTHYECKOTO NPEBB3X0ACTRO.

B npoyuBanero RE-LY ca panzomuzupann obio 18 113 nauynenTy Ha cpensa Bb3pact 71,5 roaniy u
cpeacH CHADS?2 ¢bop 2,1. IMonynauusara ot nauMeHTH € 64% ot Mbxku non, 70% ot epporicyvacH
npousxon u 16% ot azuartckd npousxos. [Ipu OatiMeHTHTE, paHROMH3HPaHu 4a 10JIy4aBaT Bap(apuH,
CPEAHMAT MPOLEHT Ha BpeMeTo B TepaneeTrueH o0xsat (BTO) (INR 2-3) e 64,4% (Meanana na BTO
67%).

[poyuraneto RE-LY noxasea, ye naburarpan erexcunar npu ao3a 110 mg aga 0bTH AHCBHO HE
OTCTBIBA HA epeKTa OT BapdapyuH NPH NPeBeHLIMA HA MHCYNT H CHCTEMeH eMOOJTH3BM [IPH TTALIMEHTH ¢
MpeacbpAHO MbXKAEHE, ¢ NoHwKeH puck ot MKX, obwo kbpseHe v ronsmo kbpeeHe. Jozata |

MKX u 0o kbpseHe B cpaBHeHHe ¢ BaphaprH. YecToTara HA ronaMoO KbPBEHE TIIPH T
cpasHuMa ¢ BapdapuH. Yecrorata Ha MMoKapeH HGMAPKT € JIEKO TIOBULIEHA NPH 1ad
erekcunar 110 mg nea nbTH aHeBHO ¥ 150 mg npa IbTH OHEBHO B CPaBHEHHE € Bapd
(Koed@uLMeHT Ha pucka 1,29; p=0,0929 u koeduruueHT Ha pucka 1,27, p=0,1240, cwoT



noaoOpasaye Ha npocheassaHeTo Ha INR, HabnrogasanuTe 1oa34 ot 1abMraTpaH €TeKCHIIaT B
CpaBHEHKe ¢ Bap(apuH oTcna0Bar.

Tabnnuy 22-24 nokaspar noApOOHO KJIOHMOBUTE Pe3y/ITaTH B LsJIATA NOMy AU

Tabanua 22: AHaiv3 HA TbPBOTO CHONTHE - HHCYAT HJIH CHCTeMEH eMDO0IH3bM (TbPBHYHA
KpafiHa TO4YKa) 110 BpeMe Ha nepHoaa Ha npoyusaHe Ha RE-LY,

Jaburarpan erekcunar | J{aburarpad etekcunar Bapdapun
110 mg aBa N&TH HEBHO 150 mg nBa mbTH
JHEBHO
PannoMM3npany namueHTH 6015 6 076 6 022
WNHucynt w/win cucremeH
eMOOAH3BM
Hecrora (%) 183 (1,54) 135 (1,12) 203 (1,72)

KoeduuueHT Ha prcKa ¢/y
Bapdapun (95% CI)

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

0.65 (0,52, 0,81)

[ [peBb3X0ACTRO p-
ICTOHHOCT

p=0,2721

p=0,0001

% Ce OTHACA [0 roJAMIIHATA YeCTOTa Ha ChOHUTHATA

Tabnnua 23: AHAJIN3 HA TBPBOTO CHOKHTHE HA HCXEMHYCH HJH XeMOPATHYEH HACYJIT 10 BpeMe
HA mepHoaa Ha npoyusBane Ha RE-LY.

I JlaGuratpad erexcunar | Jlaburatpan eTekcuiar Bapdapux
110 mg apa nbTH AHeBHO| 150 mg nBa MbTH AHEBHO

PangoMu3Hpany NamueHTH 6015 6 076 6 022
Mucynt
Yectora (Y0) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduuureHt Ha prcka cfy 0,91 (0,74; 1,12) 0,64 (0,51, 0,81)
Bapgapun (95% CI)

-CTOHHOCT 0,3553 0,0001
CucTeMeH eMBOJTHIEM
Yecrora (%) 15 (0,13) 13 (0,11) 21(0,18)
Koeduuuenr Ha pucka c/y 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
papdapun (95% CI)

-CTOWHOCT 0,3099 0,1582
HMexemuueH HHCynT
Hecrorta (%) 152 (1,28) 104 (0,86) 134 (1,14)

KoepHieHT Ha pucka ¢y
papgapuH (95% CI)

1,13 (0,89; 1.42)

0,76 (0,59; 0,98)

pP-CTOHHOCT

0,3138

0,0351

XeMOoparu4eH HHCYAT




Yectora (%) 14 (0,12) 12 (0,10) 45 (0,38)
KoedguuneHT Ha pucka ¢/y 0,31 (0,17; 0,56) 0,26 (0,14; 0,49)
Baptapun (95% CI)

p-CTOMHOCT 0,0001 <0,0001
% ce oTHACYH OO NOAHWIIIHATA YeCTOTAa Ha ChOUTHATA

TaGauna 24: Anand3 Ha CMBPTHOCTTA IO BCHKAKBA NPHYHHA H HA CHPAEYHOCHI0BATA
CMEPTHOCT [0 RpeMe HA nepuoja Ha npoyusane Ha RE-LY.

Jlaburarpan erexcunar | Jlaburarpan erekcunar Bapdapun
110 mg aBa nbTy AHeBHO| 150 mg aga ITBTH AHEBHO

PanoMH3IHpaHd NauMeHTH 6015 6 076 6 022

(CMBPTHOCT MO BCAKAaKBa

NPUYKHA
YectoTa (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoeduumenT Ha pucka ¢fy 0,91 (0,80; 1,03) 0,88 (0,77; 1,00}
BapdapuH
(95% CI)
CTOHHOCT 0,1308 0,0517
ICba0Ba CMBPTHOCT
UecTora (%) 289 (2,43) 274 (2,28) 317 (2,69)
KoeduuueHT Ha pHcKa c/y 0,90 (0,77; 1,06) 0,85 (0,72; 0,99)

sBapdapuH (95% CI)

-CTOMHOCT 0,2081 3,0430
% Ce OTHACK A0 rOAMIIHATA YeCTOTA HA CLOUTHATA

Tabnuum 25-26 nokaspar pe3ynTaruTe o7 MbpBUUHATA KpaliHa TOUKa 32 €pHKaCHOCT M O€30MacHOCT B
CBOTBCTHHUTE CYOIIONyAalMK:

3a mbpBHYHATA KpakHa TOYKA ,,MAHCYT W CHCTEMEH eMOOIM3LM™ HE ca WASHTHQUIMPAHHK MOArPYNH
(T.€. BB3pAcT, TErno, noja, ObOpeuHa (yHKLHA, ETHHYECKA MPUHAMIEKHOCT H AP.) ¢ pajiHieH
KOSPHULMEHT Ha PHCKA B CPaBHEHME ¢ BapgapHH.

Taéauna 25: Koepauuent na pucka u 95% CI 3a uncyar/cacreMed €eM00.IM3BM MO AOATPYNH

KpaiiHa Touka JaGurarpan erekcunar JlaburarpaH eTexcHnar
110 mg nBa neTH AHEBHO C/Y 150 mg ABa MbTH IHEBHO C/y
sapdapHH BaphapuH
Bu3pact (roauuu)
<65 1,10 (0,64 1,87) 0,51 (0,26; 0,98)
65<n <75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
>75 0,88 (0,66; 1,17) 0,68 (0,50; 0,52
>80 0,68 (0,44; 1,05) 0,67 (0.44; | 2
CrCL(ml/min) / ave N
30< u <50 0,89 (0,61; 1,31) 0,48 (0,31 L
50< u <80 0,91 (0,68, 1,20) 0,65 (0,41 Y Voo ag =N
>80 0.81(0,51; 1,28) 0,69 (0,430\ - A )27
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3a NbpBHYHATA KPalHA TOYKA ,.[OJAMO KbPBEHE™ HMA B3aHMOACHCTBHE HA €eKTa OT JICUEHHETO H
Bb3pacTTa. OTHOCHTENHHUAT PUCK OT KbPBEHE ¢ 1adurarpaH B CpaBHeHHe ¢ BapdapyH c¢ yBeIu4asa ¢
Bb3pacTTa. OTHOCHTENHHAT PUCK € HAii-BUCOK NPH nauueHTH >75 rogunu. ChibTerBamlara ynorpeda
HA aHTHTPOMOOTHYHM cpeacTea, ACK win xionwaorpen NpudAU3HTENHO yaBoaBa dyectotata Ha Ci K,
KaKTO npH gadHMraTpad eTekcuiar, Taka u npu sapgapud. Hama snauumo B3aumMoaeicTBHE Ha
TepaneBTUYHHTE ePeKTH npu nogrpynurte no Oudpedna pyHkuna u CHADS?2 pesynrar.

TaGanna 26: Koepuunenrt na pucka u 95% CI 3a cuOnTHA HA ronAMo KEpBEHE O HOAFPYIIA

Kpaiina Touka Jlaburatpa eTekcunar JHaGurarpan erexcuiar
110 mg aBa MbTH JHEBHO C/Y 150 mg nBa NbTH AHEBHO C/Y
BapQapuH papdaput
BoapacT (rojivunn)
<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) i,35(1,03; 1,76)
ICrCL(mI/min)
30< u <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50< u <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynorpeba na ACK 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
'Ynorpeba Ha KJIONHAOTPEN 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (0vacocpoyuno, Myamuyenmposo npodvidceHue Ha U3nUmMeanemo Ha 1e4eHuemo ¢
oabu2ampan npu NAYUEHRMU C NPEOCLPOHO MblcOene, KOumo ca 3aebpucitu usnumsanemo RE-LY)

[TpoabmxenueTo Ha uanuTeaHero RE-LY (RELY-ABLE) ocurypsisa nonbnHuresina uHpoOpMaiis 3a
De30nacHOCTTa NPY KOXOPTA NAallMEHTH, KOUTO Ca MPOAb/DKWIM Aa NpUeMaT AadurarpaH eTekeunar, B
chlIaTa JA03a, onpeaenena B vanureaneto RE-LY. 3a usnureadero RELY-ABLE ca u3bpaHu
NAaLMEHTM, KOHTO F10 BPEMETO HA NOCISAHATA UM BH3MTa OT u3nuTBaneTo RE-LY He ca npekkcHamn
JIEUEHHUETO 32 NOCTOSHHO. BKIIIOYEHUTE MALMEHTH ¢a POAR/DKWIH 1a [PUEMAT ChIIaTa ABOHHO-CIIANA
no3a naburarpaH eTekcMiat, panjgomMusupaso onpeaenena B RE-LY, 3a npocnendsane no 43 Meceua
cnen RE-LY (obwio cpeano npocieassade RE-LY + RELY-ABLE, 4.5 ronunn). [TonGpanu ca 5 897
HauHeHTH, KOWTO npeactapassart 49% or nanMeHTyTe MbPBOHAYANHO, PAHOMM3HPAHO ONpECIesICHHU 1a
npuemar naburarpan erekcunar B RE-LY u 86% ot uzbpanure nauuentt B RELY-ABLE.

I'lo Bpeme Ha nonwinutenuuTe 2,5 ropqunu Ha aeuende B RELY-ABLE, ¢ MakcHManina eKCno3rLns
Han 6 roaunu (od1a ekcnozuumsa B RE-LY + RELY-ABLE), npodwribTt Ha Ge3zomacHoOCT Ha
AabHraTpaH €TEKCHAAT B AbJITOCPOdEH [1aH € MOTBBPACH 3a ABETe H3NKuTBakwy 1034 110 mg nBa MbTH
nueBHO U 150 mg ara nbTu AHeBHO. He ca HabmoAaBaHK HOBY HAXO/KH, CBLP3aHM ¢ DE30IacHOCTTa.
HectoTara Ha H3XOAHH CBOUTHS, BIKIKOUMTCIHO rojIIMO KbPBEHE H APYTH CHOHTHA HAa KbPBCHE,
CbOTBETCTBA HA Ta3H, HaOmogasaHa B RE-LY.

Hannu om neunmepeeHyUOHATHU NPOYHEAHUA

IIpu enHo HerHTepseHuMoHanHo npoyuBade (GLORIA-AF), npocnexTuBHO ca cb0OpaHH (BbB BTOpATA
My da3a) faHHu 3a Ge3omacHOCTTa H e)eKTHBHOCTTA NPU HOBOAMATHOCTHLMpPaHH nadenTH ¢ HKIIM

na 2 roaunn. Cpeannre CHADS?2 u HAS-BLED cxopose ca cbotBeTHO 1,9 1 1,2. Cpe

MpoCNeNsBaHE NO BpeMe Ha TepanusaTa € 18,3 Meceua. ['onamMo KbpeeHe € Bb3HHKHAJIO
nauxMeHToroAuHu. Mma croduienuns 3a xuBorosactpawasalio KbpseHe nipk 0,46 Ha 10
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MalWEHTOrOMHH, BbTpeuepenHa xemoparus npy 0,17 xa 100 naudenToroaMHi H CTOMaHO- YPEBHO
kbpeene npu 0,60 Ha 100 naumenToroaunu. Mueynt e pp3HuxHan npu 0,65 Ha 100 naLMEHTOrOANHH.

OcBeH TOBA B €1HO HEUHTEPBEHLMOHANHO npoyusane [Graham DJ et al., Circulation.
2015;131:157-164] npu noseue ot 134 000 naukenTy B cTapyecka eb3pact ¢ HKITM B Creannenure
LaTH (AonpuHecno 3a noseve oT 37 500 nayHeHTOroAMHH BpeMe Ha NPOC/ICIABAHE C NPHIOKEHHE Ha
Tepanusi) naduraTpan erekcuat (84% or nauueHTuTe ca NekyBaHu ¢be 150 mg npa MbTH JHEBHO,
16% OT mauMeHTUTE Ca JIEKYBaHU CbC 75 Mg ABA ITETH QHEBHO) CE CBBP3BA C MOHHKEH PUCK OT
MCXEMUYEH MHCYAT (KoeduuueHT Ha pucka 0,80, 95% aoeepurenen unrepran [ClI] 0,67-0,96),
pbTpEUepenna xemoparus (koeduument Ha pucka 0,34, Cl (0,26-0,46) 1 cMBPTHOCT ( KOS(PHLUEHT Ha
pucka 0,86, C1 0,77-0,96) v yBelnueH PHCK OT CTOMALLHO-UPEBHO KbpBeHE (KOSPHLIMEHT HA pUCKa
1,28, Cl 1,14-1,44) B cpaBHenue ¢ Bapdaput. He e 0TKpHTA pa3/THKa 110 OTHOMICHHUE HA FOJISIMO
KbpBeHe (koeduuueHT Ha pucka 0,97, CI 0,88-1,07).

Te3n HaGnoaCHUS B pealiHu YCIIOBHA NOTBLPK/IABAT YCTAHOBEHHS Npod il Ha 0e30NacHOCT H
eprkacHoCT 3a naburaTpaH eTeKCUnaT Npy TORA OKazaHue B NpoyuBaneTo RE-LY.

Hayuenmu, xoumo ca HWw NOOAOXHCEHU HA REPRYMAHNA KOpoHapHa unmepsenyun (IIKH} cbe
CIMeHmupane

[TpOCNeKTHBHO, paHAOMHU3MPAHO, OTKPHTO NPOYUBAHE ChC 3aC/IENEeHH KPAHHHA TOYKH (PROBE) (®aza
[1[b) 3a oucHka Ha aBO¥HA Tepanus ¢ naburarpan etekcraar (110 mg win 150 mg aa MbTH AHEBHO)
ILMOC KNOTIMAOTPE Wiy THKarpenop (aHtaronucr na P2Y 12) B cpaBHenye ¢ TpolHa Tepanys ¢
papdapuH (kopurupana kbm INR 2,0-3,0) runoc knonuaorpen uiu tvkarpesiop U ACK, e npoeeaeHo
npu 2 725 AauHeHTH ¢ HEKAAITHO NPEACHPRHO MbKACHE, KouTo ¢a Ounn noxioxkenu Ha [TKH cbe
creHTupate (RE-DUAL ITKH). [TaumedTrTe ca panIoMHU3UpaHH 3a JROMHHA Tepanud ¢ aadHrarpaH
etekcuiar ! 10 mg aBa MbTH AHEBHO, ABOMHA Teparika ¢ RaburaTpaH erexcuaar 150 mg nsa npTH
JIHEBHO WK TpOiiHa Tepanus ¢ BapdapuH. [TaumeHTy B ctapyecka sb3pacT u3pbH CALLL (na Bb3pacT
>80 rognHy 3a BCUYKH cTpaHu, > 70 rogyHn 3a AnoHHd) ca pasnpese/ieHHd Ha CIydacH MpHHUHI KbM
rpyrnara Ha nBoiiHa Tepanva ¢ naburarpad erekcunar 110 mg vnu KeM rpynara Ha TpoHHa Tepanms ¢
sapdapus. [IbpeuyHarTa kpaiiHa Touka e KoMOHHHpaHa kpaiiHa Touka ,,cbOMTHA Ha FOMIMO KbpPBCHE Ha
6a3ara Ha neduuuLms Ha [STH unu crOUTHE HA KIMHWYHO 3HAYHMO HETOJAMO KbpBEHE™ .

YecToTaTa Ha MbpBUYHATA KpaiHa Touka € 15,4% (151 nauueHTH) B rpyfiaTta Ha JBOHHA TEpAnus ¢
paburarpat erekcunat 110 mg ecnpamo 26,9% (264 nauneHTH) B rpyliaTa Ha TPOMHa Tepanus ¢
sapbapuu (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a ne no-manka eduxacHoct u P <0,0001 3a
npeBb3X0acTBO) 1 20,2% (154 naumeHTH) B rpynaTa Ha ABOHHA Tepanua ¢ 1abHUraTpan eTeKCHIarT

150 mg, B cpasnenue ¢ 25,7% (196 nauueHTH) B CHOTBETHATA IPyTa 3a TPOiiHA Tepanksg ¢ BaphapuH
(KP 0,72; 95% CI1 0,58; 0,88; P <0,0001 3a ne no-manka edpuxacuoct 1 P=0,002 3a npesBb3IX0ACTBO).
Kato qact or onvcarennus aHaIM3, 4ecToTata Ha ¢L0MTHS Ha roagMo KspBeHe NpH TpomOonu3a npu
unobapkT Ha myokapaa (TMH) e no-Hucka v B ABeTe rpyId Ha ABOHHA Tepanus ¢ AaburarpaH
€TEKCHIIAT, OTKOJAKOTO B rpynarta Ha TpoiHa TepandA ¢ sapgapHH:

14 cv6utna (1,4%) B rpynara Ha aBoliHa Tepanus ¢ Jabdrarpa erekcunar 110 mg, B cpaBHeHue ¢ 37
cbOuThs (3,8%) B rpynara Ha Tpoiina Tepanus ¢ papdapus (KP 0,37; 95% CI 0,20; 0,68; P=0,002) u
16 crouTua (2,1%) B rpynara Ha nBoiina Tepanusa ¢ naburatpat erekcunar |50 mg, B cpaphenue ¢ 30
cuOuTHa (3,9%) B ChoTBETHATA IpyTIa Ha TpoiiHa Tepanua ¢ Bapdapun (KP 0,51; 95% CI 0,28; 0,93;
P=0,03). H asere rpynu Ha JBo#iHa Tepanns ¢ naburatpaH eTekCuiaT UMaT No-HUCKH YeCTOTH Ha
BbTPEUCPenHa XeMOpParus, OTKOJIKOTO ¢hOTBETHATA FPyNIa Ha TPOKHA Tepanus ¢ BapapHH:

3 cuOurua (0,3%) B rpynara Ha asoiina Tepanus ¢ naburatpad erekcunar 110 mg, 8 cpaphenue ¢ 10
cuOuTHs (1,0%) B rpynata na TpoiiHa tepanus ¢ sapdapun (KP 0,30; 95% C1 0,08; 1,07, P=
cprOuTne (0,1%) B rpynara Ha neoiina Tepanus ¢ naburarpan erekcwiar 150 mg, B cpasH
cvOnTHs (1,0%) B choTBeTHATA rpyna Ha TpoiiHa Tepanus ¢ sapdapun (KP 0,12, 95% C
P=0,047). YecToTata Ha CHLOMTHATA OT KOMDMHUPAHATA KPalHA TOYKA 3a eYIKACHOCT ,,




STEKCUNAT € C HE M0-MaJIKa e(DHKACHOCT OT Ta3u B rpynara Ha TpokHa Tepanus ¢ BapapuH (CbOTBETHO
13,7% cnipamo 13,4%:; KP 1,04; 95% CI; 0,84; 1,29; P=0.0047 3a ue mo-mdika edukacHocT). Hima
CTAaTHCTHUYECKHU Pa3IUKH B HHAUBHAYAJIHHTE KOMIIOHEHTH HA KPAHHHUTE TOUKH 38 €QUKACHOCT MCKAY
KOATO Y 12 OUIIO OT IpynMTe HA ABOIHA TepanHs ¢ AaburaTpan €TeKCHAAT K rpynara Ha TpoHHa
Tepanus ¢ sappapHH.

[IpoyuBaHeTO MOKA3Ba, Y€ ABOHHATA Tepanus ¢ AaburaTpaH eTeKCHIaT U aHTaroHueT Ha P2Y 12
3HAYUTEITHO NOHKYKARA PUCKA OT KbpPBEHE, B CPABHEHHWE ¢ TpoliHAaTa Tepanud ¢ apdapul, ¢ He Mo-
Malka e(hUKACHOCT 33 KOMOHHHpaHAaTa KpalHa ToUKa ,,TpoMO0oeMOOTMYHN CEOUTHA™ TIPH MALHEHTH ¢
NPEACHPAHO MbKAECHE, KOMTO ca 01K nouioxkenn Ha [IKH cue crenTupane.

Jevenue na BT u bE npu ev3pacmny nayuenmuy (revenue na /{B1/bE)

EdukacHoctTa 11 6830NaCHOCTTA ca fIPOy4BaHH B JBS MHOTOLCHTPOBH, PAHIOMH3HMPAHH, 1BOHHO-
chenu, Npoy4BaHHA C NOBTApAlo ce neueHue M napaienny rpymu RE-COVER u RE-COVER L. B
TE3U TIPOYYBAHHA ce CpaBHABA NaburarpaH erekcuiar {150 mg nra nuTH AHEBHO) ¢ Bap(apHH (UC/1EBa
crorrocT Ha INR 2,0-3,0} npu nauuesdtu ¢ octpa BT n/vnu BE. OcnoBrnaTa uen Ha Te34
MPOYYBaHKA € Aa Ce ONMpeAe/n Jand JTabUraTpaH eTeKCIIaT MMa He Mo-MaiKa epHKacHOCT OT
Bap(lapyH NpH HaMansBaHe CHOMTHATA HA TbPBUYHATA KpaiiHa TOYKA, KOATO NPEACTaBIBAa
koMOUHaUMATa OT peurarBupalia cuMmnromatudda BT w/vuan PE, 1 Ha cBBp3aHUTE CMBPTHH Cl1y4aH
B PAMKHMTE Ha 6-MeCeyHHs NEPHO/1 Ha NIeYEeHHE.

B cOopuure npoyuganus RE-COVER u RE-COVER II o6wo 5 153 nanMeHTy ca paHIOMH3HpaHd 1 S
107 ca nexkyBanu.

[TpogpmkuTEIHOCTTA Ha JieueHHeTOo ¢ PpuKcHpaHa no3a nadwratpas € 174,0 aHu Oe3 npocnenssaHe Ha
koarynaumaTa. [[py nauveHTyure, paHAOMH3MPaHH 3a fipHeM Ha BapdapuH, MEAHAHATA HA BPEMETO B
tepaneBTH4eH HHTepsan (INR 2,0 1o 3,0) e 60,6%.

M3nuTBanMATA OKA3BAT, Y€ NEYSHHUETO ¢ JaduratpaH etekeunar 150 mg aABa 1WbTH JIHEBHO € He I10-
MAJIKO eQHKACHO OT JIeUeHHETO ¢ Bap(apuH (rpaHuua 3a He no-manka edukacHoct 3a RE-COVER u
RE-COVER II: 3,6% 3a paznuka B pucka 4 2,75 3a kOeHIUUEHT HA PHCKA).

Tabunna 27: Anaau3s Ha PLPBAYHATA H BTOPUYHHATE Kpaiinn ToukH 3a epuxacnoct (BTEC ce
cberon oy ABT u/nan BE) 1o kpas na nepnona ciex Jiedenunero B cfopuure npoyysanus RE-
COVER u RE-COVER 11

| Haburarpan erexcinar 150 mg Aga Bapdapun
MTbTH AHEBHO

JleKyBanu nauueHTH 2 553 2554

Peuuaueupain

cumrromatiueH BTEC u 68 (2,7%) 62 (2,4%)

icebp3aHa ¢ BTEC cmbpr

KoedHUuHEeHT Ha pUCKa

cnpsaMo BapdapuH (95% 1,09

NOBEPUTENCH HHTEPBAI) (0,77; 1,54)

BTOpHUYHK KpaiHy TOYKH 32
(PHKACHOCT

Peuyaneupatu

cumrromarayedH BTEC u 109 (4,3%)

ICMBPT [0 BCAKAKBA MPHYUHA




05% J0BEPHTE.IEH HHTEpBAN 3,52:5.13 3,34, 4,91
Cumnromatuita JIBT 45 (1,8%) 39 (1,5%)
195% noeepuTENEH MHTEpPBAN 1.29; 2,35 1,09; 2,08

umnToMatuued BE 27 (1,1%) 26 (1,0%)
05% noseputeneH uuTepsai 0,70; 1,54 0,67; 1,49
Cewpiana ¢ BTEC cmbpr 4 (0,2%) 3 (0,1%)
FS% AOBEPUTEJICH WHTEpBAN 0,04; 0,40 0,02; 0,34
CMBPT 110 BCAKAaKBa NPUUHHA 51 (2.0%) 52 (2,0%)
IQS% AOBEPUTENIEH KHTEPBA 1,49: 2,62 1,525 2,66

Ipegenyus na peyuousupauwa JIBT u BE npu ev3pacmuu (npesenyus na [{BI1/bE)

JIBe paHIOMU3HPaHM, ABOHHO~C/IETIN NPOYYBAHHS ¢ NAPANIC/HN IPYNH €A MPOBEACHH NPH NALUEHTU C
npeaxo/Ha aHTHKoarynantHa tepanus. B npoyusasero RE-MEDY, xontponupato ¢ BapgapuH, ca
BIJTHOUEHU NALIMEHTH, NPEAXOAHO JIEKYBAHH B NPOABLKESHHUE HA 3 A0 12 Mecella, KOHTO C€ HYIKAAAT OT
MOITbAHHUTE/IHO AHTHKOAryJIAHTHO JISUeHHe, a Milanebo-KoHTpoanpaHoTo npoyuBane RE-SONATE
BKJTIOYBA NAlWEHTH, MPEAXOAHO IEKYBAHH B MPOIbDKeHUE Ha 6 10 18 Mecella ¢ HHXHOMTOPH Ha
BUTaMHH K.

[{enta na npoyusaneto RE-MEDY ¢ na ce cpaBrsat 6€30MacHOCTTa H €QHKACHOCTTAa Ha NEPOpaIHns
naburartpan erekcunar (150 mg nBa myTH AHEBHO) ¢ BapdapuH (uenesa croifnocT Ha INR 2,0-3,0) npu
POTBKUTENHO JEHEHME H [IpeBeHLAIA Ha peunausupaina cumnromatiyna JIBT wumn BE. Obwo 2
866 nauMeHTH ca paHaoMHU3KpaHu U 2 856 ca nexyBaHu. [IpogbmKYTETHOCTTA HA JICYEHHETO C
naburarpan erekcuaar papupa ot 6 10 36 mecena (memnasa - 534,0 nun). llpu nauvenTuTe,

paHOOMU3HPAHH Ha JIeHEeHWe ¢ BapdapHH, MEIHAHATA HA BPEMETO B TepaniesTHueH Adanasod (INR
2,0-3,0) ¢ 64,9%.

RE-MEDY nokazsa, ue neuenuero ¢ naburarpan erekcuaar 150 mg 18a rbTH AHEBHO € HE MO-MANKO
edukacHo OT BapthapuH (rpaHulia 3a He no-manka edukacHocT: 2,85 3a xoedHUMEHT Ha PUCKa M 2,8 3a
pa3jiMKa B PUCKa).

Tabnuua 28: AHa;u? HA NLPBHYHNATE H BTOPHYHHTE KpaiiHu Touku 3a epuxacnoct (BTEC ce
cbetoH o1 IBT w/nan BE) 10 kxpas sa nepuoja cien n1edennero B npoyisanero RE-MEDY

JlaburaTtpaH eTexcuiar Bapdapiu
150 mg nBa nbTH AHEBHO

JIeKyBaHH MALIHEHTH | 430 1 426
Peuyausupant cumnromatiued BTEC w 26 (1,8%) 18 (1,3%)
kaﬁgsal{a ¢ BTEC cmbpr
Koe(uuueHT Ha pucka cnpsmo BapdapuH 1,44
95% nosepuTenen HHTEPBaAN) (0,78; 2,64)
HE No-Manka ehUKacHOCT 2,85
[TalMenTH, IIpH KOUTO € BE3HUKHAIO ChOUTHE 22
ki 1R yyocpr

KymymatuseH pruck Kbm 1 8-kg mecen (%) 1,7




Paznuka B prcka cnpsmo sapdapun (%) 0,4

95% nosepuTENEH UHTEPBAI

HE NMO-MAJIKa ePHKACHOCT 2,8

BropHuny KpaHHU TOUKH 33 ePUMKACHOCT

Peunausrpain cumrroMaruded BTEC u 42 (2.9%) 36 (2,5%)
CMBPT M0 BCAKAKBA NPUYHHA

95% poBepuTe.IeH HHTEPBA 2,12; 3,95 1,77: 3,48
ICumnromatuuta JIBT 17 (1,2%) 13 (0,9%)
95% AOBEPHTENICH HHTSPBAN 0.69; 1,90 0,49: 1,55
CumnromartryeH bE 10 {0,7%) 5 (0,4%)
95% jOBepUTEIEH MHTEPBA 0,34; 1,28 0,11; 0,82
Cropszana ¢ BTEC cmupr 1 (0,1%) 1 (0,1%)
95% AoBepUTENEH UHTEPBAN 0,00; 0,39 0,00; 0,39
CMBLPT M0 BCAKAKBA IPUUHHA 17 (1,2%) 19 (1,3%)
95% noBepHTENICH HHTEPBAT 0,69; 1,90 0,80; 2,07

LHesTa Ha npoyusaHeto RE-SONATE e na ce oueHu npeBb3XOACTBOTO HA KAdMraTpaH €TeKCHnar
cnpamo mauebo NPpH npeseHIUsTa Ha pelyauBrpaiy cumnromatiyi JIBT w/unu BE npu
MaLUMEHTH, OPEMUHATIH NPESIXOaHO NeueHHe oT 6 1o 18 mMeceua ¢ ABK. IlnanyvpaHoTo neyeHue e
Aaaburarpan etekcunar 150 mg asa nuTH AHEBHO B Npoab.DKeHUe Ha 6 Mecena, 6e3 HeoOXoAUMOCT OT
HabmI0ACHHE.

[Ipoyuranero RE-SONATE nokaza npesb3xoactso Ha gaduraTpad eTeKCUIaT cnpsMo mauebo no
OTHOWIEHHE (PEeBEHUMATA HA CBOMTHUS ¢ peuradenpaiiy camntomatadin JIBT/BE, smounTento
CMBPT NO HEODACHUMH NMPHUKHHH, ¢ MOHKKEHKE Ha pHcKa oT 5,6% no 0,4% (HamaiaBaHe Ha
OTHOCHUTETHHA pUCK 92% Ga3upaHO Ha KOE(ULMEHTA Ha PUCKa) [T0 BPEME Ha nepHoaa Ha 1edeHne (p
<0,0001). Becnuku BropuyYHA aHaIK34 ¥ aHANTH3K Ha YYBCTBUTEIHOCTTA HA NbPBYUYHATA KpaHHa TOUKa

M Ha BCHYKH BTOPHYHM KpaiHW TOUKH MOKAZBAT NPEBh3XOACTBO Ha Jaburarpad eTekCHiaar CcrnpamMo
maanedo.

[IpoyueaneTo Bo1OUBa 12-MeceuHo npocnienasane 3a HabAoaeHUE clie Kpasg Ha edeHneTo, Cnel
MpeKpaTABaHE Ha MPHIATAHETO HA U3MHTBAHOTO NEKAPCTRO ePEeKTHLT CE 3ara3sa JO Kpas Ha nepuoaa Ha
NPOCIEIABAaHE, KOETO NMOKAa3Ba NOAAbpKAHE HA €dEKTa OT NbPBOHAYAIHOTO JIeYEHHE ¢ AadbMraTpaH
evexkcunar. He e nabnronasan pebayna edexr. B xpas na npocneaspanero choutusra ¢ BTEC npu
NaLUMEeHTHTE, NeKyBaHu ¢ aburatpan eTekcuar e 6,9% cnpamo 10,7% B rpynara Ha rmnacedo
(koeduuueHT Ha pucka 0,61 (95% Cl1 0,42; 0,88) p=0,0082).

Tabanua 29: Asanu3 HAa HbPBHYHATA H BTOPUUHHTE KpaiHu TouKH 32 epukacHocT (BTEC ce
cbeToH oT JIBT n/nnn BE) 1o kpast na nepuona cien jeuennero B npoyusanero RE-SONATE.

Jlaburatpan etekcunar 150 mg nga [Inauebo
MBTH AHEBHO

JlekyBaHH{ ITALKEHTH 681 662
Peunaueipain
cumnTomMarTuied BTEC u 3 (0,4%) 37 (5,6%)

CBBP3aHA C HEro CMBPT
KoeduiuueHT Ha pHcka cnpsaMo
nnamnedo 0,08

(95% nomepuresien HHTEpBA) (0,02; 0,25)




pP-CTOMHOCT 34 <0,0001

MPEBb3XOACTBO

Bropnuny KpaiiHu TOYKH 3a

e UKACHOCT

PeuydABHApPAL

tnmnmmamqeﬁ BTEC u 3 (0,4%) 37 (5,6%)
MBPT M0 BCAKAKBA MPHUHHA

95% JOBEPUTENEH HHTEPBAN 0.09: 1,28 3,97, 7,62

CumnTomaTiuna JIBT 2 (0,3%) 23 (3,5%)

95% noBepRTENEH HHTEpPBAN 0,04: 1,06 2,21; 5,17

Cumromaryuen BE t (0,1%) 14 (2,1%)

05% noBepuTeseH WHTEpBan 0,00; 0,82 1,16; 3,52

Cerp3ana ¢ BTEC cmupr 0 (0) 0(0)

95% noBepHUTENICH HHTEPBAI 0,00, 0,54 0,00; 0,56

CMBPT 110 HeoOACHUMMU 0(0) 2 (0,3%)

[IPHYMHH

95% noBEpHTENIEH HHTEPBAN 0.00; 0,54 0,04; 1,09

CMBPT 10 BCSIKAKBA NMPHYMHA 0 (0) 2 (0,3%)

95% AOBEPHTENCH HHTEPBAN 0,00; 0,54 0,04; 1,09

Kaunuynu uznumeanus 3a npeseHyusma Ha mpoméoemboAUILM NPU RAYUEHMYU CHC CHPOCYHYU KAANHY

RpOme3u

B usnurBaHe dasa 1l nabvrarpan etekcunar 4 BapdapuH ca npoyyeHu fMpyu o010 252 nauueHTH,
NpeTbpIIeNN HACKOPO XUPYPrH4Ha ONepaliMs 3a NOCTABAHE HA MEXAHMYHA ChpASUYHA Knana (T.€. B
pPaMKHTE Ha HACTOALIATA HM XOCTIHTAIM3ALIMSA ), KAKTO M TIPH NALMEHTH, NPEThPIIENN Onepauys 3a
IOCTABAHE Ha MEXaHHYHa ChpAcUHa Knana npeau noseye or Tpu Mecena. INoseue TpoMboeMOONHUHH
ChONTHS (OCHOBHO MHCY/ITH H CUMITTOMHHW/ aCHMIITOMHH TPOMOO031 Ha MPOTE3UPAHHTE KI1ANH) H
nose4e cbOMTHA Ha KbpBeHe ¢a HalM01aBaHK Mpy JAGUTraTpaH eTEKCHIIaT B CPRBHEHHE C Bap(papHH.
lpu naineHTHUTE B pAHHHA NOCTOMEPATUBEH NIEPHOL, FONAMOTO KbPBEHE CE € MPOABSBA/IO OCHOBHO
KaTO XeMOpAarvyex NnepyukapaAcH UinB, No-CleLHalHO IPY NaLHEHTH, 3aM0YHATH NPHEM Ha
MabMraTpaH eTEKCHIAT CKOpO (Ha 3-THs A€H) Cle/l XUpypPrHYHaTa OIepals 3a CMAHa Ha CbpACUHA

Knana (BxK. Touka 4.3),

Heouampuuna nonyviayus

Knunuunu npoyugansr npu npegenyuama na BTEC cied npomesupane na zonemu cmasy

[Ipesenyus na Mo3bUCH UHCYAM U CUCMeMeN eMO0TUs M HpY gb3pacmui nayuexmy ¢ HEKIIM ¢ edun

UIU HOBEYUE PUCKOBU (DAKMOpU

EBponeiickara areHUHs 110 IeKapeTBaTa OCBOOOMKIaBA OT 33b/HKEHUETO 32 NIPEOCTaBAHE Ha
pe3yNTaTUTE OT IIPOYYBAHKATA € peepeHTHHA NEKAPCTBEH NMPOAYKT, ChAbpKall Aad1raTp

npeseHuns Ha BTEC npu nauneHTyH, KoWTO ca 61Uy noaaoKeHy Ha NJIAHOBO LAI0CTH
Ha Ta300€/PeHa CTaBa WIH LANOCTHO IIPOTEIUPAHE HA KONSIHHA CTaBA U NIOKA3aHHETO
MO3BYEH UHCYIIT H CHCTEMEH eMO0au3bM npH niatvedTy ¢ HKIIM (Bx. Touka 4.2 3a




OTHOCHO ynoTpeda B negqHaTpusiTa).

Jlevenue na BTEC u npesenyust na peyudusupawu BTEC npu neduampunny nayuenmu

[Ipoyuraneto DIVERSITY e nposeneto, 3a ga aemoHcTpupa epHkacHOCTTa M O€301aCHOCTTA Ha
nadHraTpaH €TeKCHIAT B CpaBHEHKE Che CTaHAapTHO NiedeHue (standard of care, SOC) va BTEC nipu
NEIHATPHUYHM NALMEHTH OT paxkaaHero 1o noj 1 8-roauimxa pu3pact. Cnopen AM3aiHA NPOYYBAHETO €
OTKPUTO, pAHIOMU3MPAHO NPOYUYBaHE ¢ ApaneTHH IPYIM 3a JOKA3BAHE HA HE M0-Ma/Ka EPUKACHOCT.
BrunloueHuTe 3a yuacTie NallMeHTH Ca paHIOMU3HPAHH B CHOTHOLIEHHE 2:1 qa nmosy4yasaT cho0pa3eHa
¢ Bb3pacTTa JiekapctBeHa ¢opma (Kancysid, OGBHTH MPaHyJTA WITH MEPOPANEH pa3TBOp) Ha AaduraTpaH
€TEKCUNAT (C 03H, aJallTHPaHH Crope] Bb3pacTTa v TeSIeCHOTO Ter10) win SOC ¢ HUCKOMONEKY/THH
xermapuan (HMX) wnu anraronuetv na sutamun K (ABK). wim donganapunykce (1 naunent Ha [2
roauHy). [IepBUYHaTa KpalHa TOYKa € ChCTaBHA KpaiHa TOYKA OT MAUMEHTH ¢ ITBJIHO pa3TBapsHE Ha
TpoMOa, ¢ nunca Ha peurauBupaino BTEC u ¢ munca na cmbpTHOCT, CBbp3ata ¢ BTEC. Kpurepuure
34 M3KJIIOYBAHE BKJIIOYBAT AKTHBEH MEHHHIHT, eHIIe(DaauT M BbTpeuepeneH adbcuec.

00610 267 nauuenTH ca paHaoMu3upanu. Ot Tax 176 nauueHTH ca JieKyBaHH ¢ Jadurarpan eTeKcuiar,
a 90 naupwenty ¢ SOC (1 paHZOMU3HPaH NALMEHT HE € ieKyBaH). 168 nauuenTu ca Ha 12 no noa 18
rOAMHH, 64 nauveHTH ca Ha 2 o noa 12 roauHi, a 35 naunenTH ca noxy 2-rofgyinHa Bh3pacT.

Ot pannomusupanmte 267 nannedty 81 nauueHTn (45,8%) B rpynara Ha faduraTpaH €TEKCHIAT H 38
nauueHTH (42,2%) B rpynara Ha SOC oTrosapsT Ha KPUTSPUMUTE 34 CbCTABHATA MbPBHUYHA KpalHa
TOUKa (IT6JIHO H34YMCTBaKe HA Tpomba, nunca na peumauBupail BTEC W auica Ha CMBPTHOCT,
cebp3aHa ¢ BTEC). CroTeeTHaTa paznuka B 4ECTOTATA NMOKAa38a He MO-ManKa €pHKaCHOCT Ha
aaburarpan etexcunart B cpasHerye ¢ SOC. CbBMECTUMH Pe3yiITaTH KaTo L0 Ca HaOMoJ1aBaHK U B
NOArpYNHTE: HAMA 3HAUUTEIHM paziiudKd B €peKTa OT NEHEHHUETO 3a MOArPYNHATE MO BB3pacT, nodl,
reorpadcka obaacT v HaTKWUKHE Ha ONPEASICHH PHCKOBH (paKTOopu. 3a 3-Te pa3nyyHK BbL3pacTOBH
CTPaTH CHLOTHOILEHUETO HA MALMEHTHTE, MOCTHIHAIH MbPBHYHATA KpakiHa TOUKa 32 €PHKACHOCT B
TPYNUTE CHOTBETHO Ha Aaburarpan etekcrnatr i SOC, e 13722 (59,1%)} u 7/13 (53,8%) npu
NALMEHTHTE HA Bb3PacT OT paxKaaHeTo A¢ <2 rogund, 21/43 (48,8%) 1 12/21 (57,1%) npy napMeHTUTE
Ha BB3pacT 2 10 <12 roaunu u 47/112 (42,0%) u 19/56 (33.9%) npu nauueHTUTE HA BBL3pacT 12 jo
<18 roaunmu.

[loTREpASHM CHOMTHS HA TOMIIMO KbPBEHE ca choOLIEHH 3a 4 mauurenTy (2,3%) B rpynaTa Ha
nadurarpan eTekcunar v 2 naumenTH (2,2%) B rpynara Ha SOC. HaMa cTaTHCTHYECKH 3HaYUMa
pa3nyKa Bb8 BpEMETO 110 HOABA Ha OBbPBO CHOUTHE HA rofidMo KbpeeHe. TPHAECET K OCeM MaLHCHTH
(21,6%) B rpynara Ha padburatpat eTekchiar U 22 nangueHtd (24,4%) B rpynara Ha SOC umar
NOTBBLPIASHO CHLOMTHUE HA KbPBEHE, KATO MPH MOBEYETO OT TAX TO € KATErOPHIUPAHO KATO
He3HauHTenHo. KomMGuHHpaHaTa kpaiiHa TOuKa Ha NOTELPAEHO ChOHTHE Ha ronamMo kbpeeHe (CI'K)
WK KTHHHYHO 3Ha4uMO Heronamo (K3HK) xbpeene (korato mayuMeHTHTE ca Ha JIeueHHe ) ca
choOwweHu 3a 6 (3,4%) nauMeHTd B rpynarta Ha naburarpaH erekeunar M 3 (3,3%) nauveHTH B rpymnara
na SOC.

EnHO OTKPHUTO, NPOCNIEKTHRHO, KOXOPTHO, MHOTOLIEHTPORO NpoyuBaHe 3a fezonacHocT ¢asa (Il ¢ eano
pamo (1160.108) € nposeneHo 3a oueHka Ha 6€30nacHOCTTa HA JAOMIaTpaH €TEKCHIAT NIPH NPEBEHIIHSA
Ha peunaueupaul BTEC npu neayaTpyyHy nauMeHTH OT PAXKAAHETO 10 NoJ 18-roauiliya Bb3pacT.
[TauneHTH, KOMTO Ca ce Hy>KJaeJ K OT NO-HATATHUIHO AHTHKOATYNaHTHO NICHeHHE NIopanyd HanuuKue Ha
K/IIKHYYEH PHCKOB (akTop clie/] 3aRbpLIBAHE HA HAYANHOTO JiedeHue 3a notebpacH BTEC (3a Han-
MAJIKO 3 Meceua) Wik cinen 3aBbpiuBade Ha npoyusaneto DIVERSITY, ca BkaodenH B MpOYUBaHETO.
[ToaxoaaumTe 3a BKIIIOUBAHE NALMEHTH €A MOAYYABAIH AJANTUPaHK CHOPE] Bb3PacTTa M TENECHOTO
TEMIO JO3H OT choOpA3EHa ¢ Bh3PAcTTa NekapeThena hopMa (Karcyi, OOBHTH MPpaHy/n HIU
repopaieH pasTBOP) Ha nabHraTpaH eTeKCHIAT JIO €THMHHMPAHE Ha INTMHUYHUS PUCKOB daKTop HAn
A0 MakcuMyM 12 mecena. [TepBHYHMTE KPaiiHM TOUKM HA TIpoyUYBaHeTo ca peunans Ha BTEC
Ha roNAMO WJIH HE3HAYHTEIHO KbPBEHE K CMBPTHOCT (0011a W BB BPb3Ka ¢ TPOMOOTHYH
TpoMboeMmbomiunN cbOuTHA) HA 6 K 12 Mecena. M3xonnTe or ceOMTHATA ca NOTBBLP/IEH
HEe3aBHCHMA, 3aClICeHa KOMUCHS 33 OLICHKA.




(or 12 no noa 18 roauny), 43 nauyvenTy ca BuR Bb3pacToa ctpara 2 (ot 2 no noa 12 roauHu) 1 9
MAaLKMEHTH Ca BbB Bb3PAcToBa cTpara 3 (0T paxaaHeTo 4o noj 2-roavuiHa sb3pacT). [lo BpeMe na
nepuoa Ha fieueHue 3 nauventy (1,4%) ca pa3Buiu NMOTBLPAEH OT KOMHcHATA peunaus Ha BTEC B
paMKHTe Ha nbpBuTE 12 Mecea ciiel 3anouBane Ha JieueHHeTo, TIOTBbpAeHH OT KOMHCHATA ChOHTHA
Ha KbPBEHE IO BPEME Ha MEPHOAA Ha JieueHHe ca choduieHH 3a 48 nanvenTy (22,5%) B paMkHTE Ha
nbpBuTe 12 Mecena. [loeueto cbOUTHA Ha KbpBeHe ca He3HauuTennu. [Ipu 3 nauuentd (1,4%) uma
MOTBBPACHO OT KOMHUCHSATA CHOUTHE HA FOAMO KbPBEHE B paMKuTe Ha mbpaHTe 12 Meceua. [pu 3
nauueHTH (1,4%) uma noTebpAeHo o1 KoMucHsATa cbOUTHEe Ha CRNM KbpBEHE B paAMKHTE HA MBbPBUTE
12 meceua. Hama ¢cMBbpTHH CTyuad Mo BpeMe HA nepuoaa Ha seuedue. [1o BpeMe Ha meproaa Ha
neyeHue 3 naunenT (1,4%) ca passuin noctrpomGoTUueH cunapoM (post-thrombotic syndrome, PTS)
WIH ca uManu BiowmasaHe Ha PTS B pamkuTe Ha nbpBuTe 12 Mecela.

5.2 PapMaKOKHHETHYHH CBOlcTBa

Criea nepopaiHo NpUIGKeHUe nabvraTpaH eTeKCHIAT Obp30 W HAITBHO Ce MpeBpbiua B naburarpat,
KOHTO € aKTuBHaTa popma B NiazMara. PasiienBaHETO Ha NpeaieKapcTBOTO AaburaTpal €TeKcHaar
upes KaTAIU3UpaHa OT ecTepasa XHAPOJIH3a 0 aKTHBHOTO BELECTBO naduraTpax e npeodagasanlara
MeTa0OIUTHA peakiua. AOCOIOTHAaTa OHOHATHYHOCT Ha 1A0UraTpaH C/Ie NEPOPATHO NPHIIOKECHUE HA
aadurarpat eTekcuiar € npubdiauzureaHo 6,5%.

Citel nepopanto NpuacKeHkHe Ha JaburaTpaH eTekcyunarT NpH 34paBy JOOPOBO/ILMK,
dapMakOKUHETUHHHAT Npodun Ha gaGHraTpaH B naa3MaTa ce XapakTepusdpa ¢ Obp30 HapacTBaHe Ha
UIA3MEHHTE KOHUEHTPauuH ¢ jJocturane Ha Cmax B pamkuTe Ha 0,5 u 2,0 yaca ciiefl npuloKeHHeTo.

Abcopbumg

fIpoyusaHe, oLUEHsBAILO MOCTONEpaTHBHATA abcopOuns Ha naburarpal €rekcHnar 1-3 vaca cnen
oriepauus, AEMOHCTPHpa OTHOCUHTENHO GaBHa abcopOuus B CpaBHEHHE C Ta3H NP 34paBH A0OPOROILM,
MoKa3BaiKK niaBeH Npodui Ha rIa3MeHaTa KOHIEHTPALMS BB BPEMETO 0€3 BUCOKH TTHKOBU
Na3sMEHHA KOHLIEHTpaUMU. [ IHKOBH NTa3MEHHA KOHLICHTPALIMK ce JOCTUraT 6 yaca caea NpUIoKEHHETO
B [IOCTONEPATHBHUA NEPHOA NIOpaiH fonpuHacainy (axropu, karo Hanpumep aHectesuns, CY napesa v
XHPYPru4Hu eeKTH, He3aBMCHMO OT MepopanHara nekapcTeena popma. Jlpyro npoyusaHe
AEMOHCTpHpa, Ye 0aBHa u 3aKbeHABala abcopbuus oOUKHOREHO ce HAbNoAaBa caMO B ICHA Ha
onepauuiaTta. Ha cnensaumre quu abeopbuunsaTa na AaburatpaH € Onp3a ¥ MUKOBU NJIa3MEHH
KOHLUEHTPALMH C€ JOCTUraT 2 yaca ¢nell NMpUIOKEHHE Ha JICKapCTBEHH MPOAYKT.

XpaHata He noBIvABa OHOHAIKYHOCTTA Ha Ja0HUraTpal eTeKCHNaT, HO 3a0aBs BpEMETO 10 ITHKOBUTE
I1a3MEHK KOHLEHTpauuH ¢ 2 yaca.

Cmax u AUC ca aponopunoHalIHy Ha go3ara.

buonanuunocTTa CNea NepopanHo NPWIOKEHHE MOXKE 12 Ce NTOBUIUM B¢ 75% cren NpuiIoKeHUe Ha
eMHKYHA 1034 U ¢ 37% B CTALMOHAPHO CHCTOAHWE, B CpaBHeHUE ¢ pediepeHTHATA KarcyJHa dhopma,
KOraTo nejeTure ce npuemar 0e3 kancyJara ot xurpomenosa (HPMC). Creposarenato uenocTra Ha
kancynure ot HPMC Bunaru tpabpa aa € 3anazena npu Knunp4Ha ynoTtpeba, 3a 1a ce usberne
HEYMHULIUIEHOTO NMOBMILABAHE HA OMOHANIMYHOCTTA Ha JaburaTpaH eTekcuaar (BX. Touka 4.2).

Pasnpenenenue

Habnionasa ce cnabo (34-35%), HeraBHCHMO OT KOHUEHTpALMATA CBbp3BaHe Ha AadxraTpan
YOBEIIIKHMTE rIa3MeHn npotennd. OBeMbT Ha paznpeaecneHHe Ha Aadurarpan ot 60-70 [ np
o01IHs 00EM Ha TEJIECHUTE TEYHOCTH, KOETO 03HAYaBa, ue 1aburaTpaH MMa yMepeHO ThK
pasnpenesncHye.

buoTtpanchopmalius




MeTaboTM3MBT U eKCKpeuusaTa Ha JabMraTpaH ca npoy4eHH NpH 3ApaBH Mbe 10OPOBOILIH C.IEx
€IHHUYHA WHTPABEHO3HA 1034 naburarpan, Oena3aH ¢ paaHoakTUBeH H3oTon. Clie HHTPaBeHO3HATA
A03a MPOUM3XKAALLATA OT AabHraTpaH paavoaKTHBHOCT Ce SMTUMHMHHpA INIaBHO ¢ ypHHaTa (85%).
DexanHaTta eKCKpelHs oTroBaps Ha 6% oT rnpuaokeHata f1o3a. Jlo 168 vaca caen npunoxeHde Ha
f03aTa odLaTa PagHOaKTHBHOCT c€ BL3CTaHOBsBA B pavkuTe Ha 88-94% oT npHuinoxeHnara 103a.
JlaburarpaH ce nojlara Ha KOHIOralMs, NpH KoeTo ¢e o0pa3yBar (apMaKonOrHUHO aKTHBHH
AUMITIIOKYpoHyAH. CBLLISCTBYBAT YeTHPH NO3HLIMOHHH v3omepa, 1-O, 2-0), 3-0,

4-Q-auMiITIIOKY pOHHA, BCEKH OT KOKMTO ¢hCTaBaaBa Mo-manko ot 10% o1 061010 KOJHYECTBO
naburarpan B nnazMata. Caeau oT apyrd MeTabONHTH Ce YCTAHOBABAT CAMO ¢ BACOKOUYYBCTBHTEIIHH
aHANHTHYHHY MeToaN. JlaburaTpan ce eMMUHMAPA MIaBHO B HENPOMEHEH BUA C YPUHATA C
npuomanTenHa ckopocr 100 ml/min, cboTBETCTRALLA HA CKOPOCTTA HA IFIOMepYIHa (pUITpanus.

EnyvMHHUpaHe

[11a3mMeHuTe KOHUEHTPAUKKH Ha JadWraTpaH nokaseat OHEKCIIOHEHUMAJIEH ¢naj ¢bC CPeAeH
TEPMHHANEH NOTYkUBOT 11 yaca npu 3ApaBu HHAMBUAM B CTapuecKa BB3pacT. Cnea MHOrOKpaTHO
NpHiarade ce Hab/IIOAaBa TEPMUHAIEH NOTYKHBOT 0KoJo 12-14 yaca. [lonyXHBOTBT € HE3aBMCHM OT
po3ara. [Hony>XMBOTBLT € yAB/DKEH, ako ObOpedHaTa GYHKLHMA € HAPYIUeHa, KaKTO € OKa3aHo B
Tabnuna 30.

Creuyaling OOIyaaluu

bvbpeuna nedocmamvunocm

B npoyuBanus ¢aza | ekcnozuuuara (AUC) Ha naburarpaH cnea repopajiio NpHaoKeHHe Ha
AaburarpaH € Npubin3HTENHO 2,7 MibTH NO-BHCOKA NMPH Bb3PACTHH JOOPOROILM ¢ ymepeHa 0LOpeUHa
HenoctaTbuHocT (CrCL Mexay 30 u 50 ml/min), oTkonkoTo npu Te3u Oe3 OLOpeUHa HeA0CTaTHHHOCT.

[Tpu mannk Opoii Bb3pacTHH noOpoBoNLHM ¢ Texka Ob0peuna nepocraThdHOCT (CrCL 10-30 ml/min),
excriozduuara {AUC) na aaburatpan ¢ npuGAH3HTEAHO 6 ITBTH NO-BHCOKA, a NOJIY>KHBOTHT
NMPHOJIM3UTENHO 2 TbTH NMO-IBJIBI OT HAbIDAaBaHUTE B nonyaauusa 6e3 0LOpedHa HEAOCTATHLYHOCT
(Bxk. TOukn 4.2, 4.3 1 4.4).

Tadauua 30: Hoxy:xuBoT Ha 00muga 1aduraTpan Npy 3ApABH HHAHBHAH H RHAHBH/IH C
Hapymeua 6bOpeuna pyHKnHA.

CkopocT Ha rsioMepynapHara Cpenen reomerpudeH (gCV%; rpaHdum) rosry;kMBOT
dunTpaums (CrCL) [h]
[mi/minj
>80 13,4 (25,7%:; 11,0-21,6)
>50-<80 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2 (15,3%; 21,6-35,0)

JIombAHUTETHO, eKCIIO3HUMATA Ha naburarpaH (Hai-HMCKa M TMKOBA) € OLICHEHA B €THO
NPOCMEKTHRBHO, OTKPUTO, PAaHAOMW3UPAHO, (hapMAKOKHHETUYHO NPOYHBAHE MPH NALMEHTH C HEKNTATTHO
npencbpaHo MbxkacHe (HKIIM) ¢ Texko Ob0peuno yepeknane (onpeaeieHo KaTo KpeaTHHUHOB
ipbHE [CrCl) 15-30 ml/min), nonyyapawn naburarpas erekcwaar 75 mg ABa MbTH AHEBHO. T03U
PEXKKM € JOBEJ A0 Hal-HUCKA CPENHA reoMeTpudHa KonueHTpanus 155 ng/ml (gCV 76,9%), vusmepena
HEMOCPENCTREHO NpeAr NPHIOKCHHETO Ha CIICABALLATA 1034, U J10 TUKOBA CPeiHA IeoM
KOHUeHTpaLua 202 ng/ml (gCV 70,6%), usMepena aBa yaca ciea NPUIOKEHHETO Ha N0




wiH 350-390 ml/min. Tosa Boan a0 orcTpadasane cborseTHO Ha 50% go 60% oT KoHueHTpalusATa Ha
naburarpad. KofM4ecTBOTO Ha BELIECTBOTO, OTCTPAHEHO YPE3 AHANIU3A, € MPOTIOPUHOHATHO HA
CKOpPOCTTa HA KPbBHHUA TOK, MPH CKOPOCT Ha KPBRHUA TOK 20 300 ml/min. Anrvkoarynanrnara
AKTHBHOCT Ha JaDMraTpaH Hava1aBa ¢ HAMAaNABaHE HA Ma3MeHUTe KoHueHTpaukdd 1 OK/DJ spbikara
HE € 3aCernara oT rpoueaypara.

Mepamnanara Ha CrCL B RE-LY e 68,4 ml/min. [ouru nosnosunara (45,8%) ot nanuenrnre B RE-LY
umar CrCL >50-<80 ml/min. [launeHture c 6p0peuno yepesknaHe B yMepena crened (CrCL mexay 30
1 50 mi/min) umar cpeano 2,29 motv v 1,81 nbTU 110-BHCOKA MI43MEHA KOHIIEHTPAUHA, CHOTBETHO

ripe/id M cie MpUeM Ha 103aTa Ha Jafuratpat, B cpaBHEHHE ¢ NAlLMeHTH Oe3 OB0pedHo yBpexnane
(CrCL =80 ml/min).

Menunanara Ha CrCl 8 npoyuBaneto RE-COVER ¢ 100,4 mi/min. [Tpu 21,7% OT nauuerTHTE € HMATO
OBOpeuHo yepexkaade B 1eka crened (CrCl >50-<80 mi/min) u npu 4,5% ot Tax — OpOpeuno
yBpexaaHe B ymepeHa crenet (CrCl mexxny 30 v 50 ml/min). [Tauuenryre ¢ 6uOpedHO YBpEKIAHE B
JIeKa ¥ YMEPEHa CTENEH C2 UMANH B CTAlIHOHAPHO CHCTOSHHUE CHOTBETHO CpeAHO 1,8 mbTH ¥ 3,6 0bTH
[10-BUCOKH [UTA3MEHH KOHUEHTPALHH NPEeAH MPHNOKEHYe HA fo3aTa Aa0urarpaH B CPaBHECHHE ¢
naydeHTute ¢ CrCl >80 ml/min. Cxonnu croiinocTtd Ha CrCl ca yecraHoseny 8 RE-COVER L

Meauanara Ha CrCl B npoyusaumnara RE-MEDY u RE-SONATE e chorseto 99,0 ml/min u
99,7 ml/min. ITpu 22,9% u 22,5% ot naupeHTnTe croitHocThTe Ha CrCl ca >50-<80 ml/min, a npu
4,1% un 4,8% ot Tax CrCl e mexry 30 u 50 ml/min B npoyusanuara RE-MEDY u RE-SONATE,

Hayuenmu 6 cmapuecka ev3pacm

Crneumduuuy papmMakOKMHETUUHH NpoyHBaHus (a3a | npy nalMeHTH B CTApUECKa Bh3PACT [TOKA3BaT
yBenuderue oT 40 1o 60% na AUC u noeeue oT 25% Ha Cmax B CpaBHEHHE ¢ MN1AJTH MTALIMEHTH.
EdexTbT Ha Bb3pacTTa BhpXy €KCIO3HLMATA Ha naburaTtpad € NOTBbpAeH OT npoyusaHeTo RE-LY ¢
0k0J0 3 1% MO-BUCOKO HHBO HA Hali-HMCKATa KOHLEHTpALKs 33 MHOMBUAH >75 OJMHH H ¢ 0K010 22%
MNO~HHUCKO HHUBO HA HaH-HUCKATA KOHUEGHTPALIMA NMPU UHAMBUIM <05 rolMHHU B CPABHEHHE C HHAWBUAM
MEXTY 65 1 75 roaunu (B, Touku 4.2 u 4.4).

Uepnoopobro napyuierue
He ce Hadmonasa npoMsiHa B €KCMIO3MUMATA HA AaduraTpad npy 12 BE3pacTHH NAUMEHTH C YMEPEHa
uepHOApoOHa HeaocTaTbyHOCT (Child Pugh B) B cpaBHenue ¢ 12 xoHTpons (BxK. ToHKH 4.2 1 4.4).

Tenecno mezao

Hai-HHUCKHATE KOHIEHTpAUMH Ha paburarpa ca okono 20% no-HHCKH NPH Bh3pacTHH MAUMUEHTH C
TesecHo Terno >100 kg B cpashenue ¢ 50-100 kg, Muosuncreoto (80,8%) ot unausuaute ca B
kaTeropuara >50 kg n <100 kg, 6e3 ycTaHOBeHa acHa pa3ivka (B, Toukd 4.2 u 4.4). [1py Bb3pacTHH
NAauUEeHTH ¢ TeNeCHO Terno <50 kg KIMHUYHWTE JaHHH €a OrpaHNUYEHH.

llon

Excro3numsara Ha akTMBHOTO BEIIECTBO B MPOYYBAHHSATA 3a nbpeyHvHa npeBeHuus Ha BTEC e okono
40% no 50% no-pHcoka NPy NAUHEHTH OT JKEHCKM 1100, HO He Ce TIPENOpbyBa KOPEKLKA Ha fo3ata. [pu
MALUEHTHTE ¢ NPEACHPAHO MBbXKJEHE, MAUMEHTHTE OT XKEHCKH MoJl ca umanu cpeano 30% no-BUcokM

CTOHHOCTH HA Hal-HHCKA M NOCT-1030Ba KOHUEHTpaLKs. He ce 3ncKBa KOpEeKUMA Ha 4o3aTa (BXK. TOUKa
4.2).

Emnuyecxu npousxoo
Hsama KinHIHO 3HAMHMH MEXAYETHHUECKH PAIHINS MEXTY NALMEHTY OT €BPONEeHIHAT
TALMEHTH € aQpO-aMEePHKAHCKH, JATHHO-AMEPHKAHCKU, ANIOHCKH 1 KHTAHCKH [TPOU3X0/L
OTHOLUEHHE Ha (apMaKOKHHETHKATA H PapMakoIuHAMHBKATa Ha 1aDurarpaH.

lleduampuura nonyiayus AR
[py nepopanno NpuIokKeHUe Ha 1abHraTpaH eTEeKCHNAT, CTIOPe/l ONPEienelys B NPOTOKO1E” .




anroOpUTHM 3a JO3HPaHE, EKCIIO3MLMATA € B pAMKMTE Ha Ta3u, Habnoaaeana npn eu3pactun ¢ JIBT/BE.
COOpHHAT aHATU3 OT apMaKOKHHETHYHY AaHuu oT npoyusanuata DIVERSITY u 1160.108 nokasea,
ye CPEAHUTE TEOMETPHYHH Hal-HUCKH ekcTo3uuUMu ca 53,9 ng/ml, 63,0 ng/mlu 99,1 ng/ml cvoTBeTHO
npu 0 1o <2-roamvuidu, 2 10 <12-rogvwiHi u 12 po <[ §-roguuinn neguarpuuds nauueHTd ¢ BTEC.

BapMaKOKWHETHUYHY B3aUMOACHUCTBHA

In vitro NpoyuBaHuA 33 B3aUMO/ICMCTBHATA HE MOKA3BAT HHXWOUpAHE HITY WHIYLIUPAHE Ha MTaBHUATE
H30CH3HMMH Ha LMTOXpoM P450. Toea ce nmoTebpAacaaBa oT in vivo NpOYyUBAHHS ¢ YHaCTHETO Ha 3/ipaBy
AOOPOBOLM, KOHTO HE TIOKA3BAT B3aUMOAEHCTBHE MEXY TOBA J€YSHHUE U ClIeAHUTE aKTHBHH
geutecTea: atopeactaTud (CYP3A4), nUrokcrH (B3anMoaeHCTBUE ¢ TPAHCNOPTHHA P-gp) u
auiogerak (CYP2C9).

3.3 IlpeakJNHHHYHH JaHHH 32 0e30MaCHOCT

HeximHUuHHMTE aHHK HE NOKa3BaT 0COOEH PUCK 3a XOpa Ha Da3aTa Ha KOHBEHUHMOHATHUTE
dapmakoToruyHy NMpoy4YBaHHs 3a 6€30MacHOCT, NPOYHBAHHA 38 TOKCHYHOCT NPH MHOTOKPATHO
MPUNAraHE H TEHOTOKCHYHOCT.

EdekTure, HabnogapaHy B NpOyYBaHMUATA 32 TOKCHUHOCT MPH MHOrOKPaTHO NpUharaHe, ce Ab/bKar Ha
3aCHIeHUs (papmMaKoauHaMHueH eeKT Ha nabhrarpaH.

EdexT Bbpxy depTUIMTETa NPH KEHCKHA XHBOTHH € HabmoAaeaH noJ (hjopmMarTa Ha HAMAJIABAHE HA
OpoA Ha UMIIAHTALMMTE H MTOBHILABAHE HA NpeIWMILIAHTaLHOHHKTE 3aryOu npu mosa 70 mg/kg (5-
KPaTHOTO HHUBO Ha T1a3MeHa €KCNO3ULUKA NPpH nauueHTH). 11pu 1034, KOMTO ca TOKCHYHY 32 MAHKHTE
(5- no 10-xkpaTHOTO HHUBO Ha MJIA3MEHA €KCNOZULUA TIPU MALMEHTH), TIPH TUTHXOBE H 3aHLH Ce
HaONI01aRa HaMaIABaHE HA TEIECHOTO TErN0 H KH3HECTIOCOOHOCTTA Ha (PeTyca, 3a€HO ¢ NOBUUIABAHE
Ha (eTanHuTe Rapualuy. B npenarannuTe ¥ MocTHaTaIHUTE NPOYYBAHKMA € HabntonaBaHo
MOBHLIABAHE HA (PpeTaHaTa CMBLPTHOCT TIPH I03H, KOMTO €A TOKCHYHM 33 MaHKkHTe (1034,
CHOTBETCTBALLA HA 4 ITbTH NO-BUCOKO HUBO HA MJIa3MEHA EKCMO3MIMA OT HA0I10AABaHOTO NMPU
NALHEHTH).

B eanoc npoyueaHe 3a tOBEHHJIHA TOKCHUHOCT NP ILTLXOBE OT nopoaa Wistar CMEpTHOCTTA € CBbp3aHa
CbC CBOMTHA HA KBPBEHE IIPH NOJ00HM HUBA HAa €KCTIO3MLIMS, NPH KOUTO € HAbMI01aRaHO KbPBEHE MpH
Bb3PACTHHTE JKUBOTHH. CUMTa Ce, UE KAKTO NPU BBL3PACTHHUTE, TaKa H NPH MJIAAHMTE [UTbXOBE
CMBPTHOCTTA € CBbP3aHa CbC 3acHieHaTa $apMaKoIOruiHa aKTHBHOCT Ha JabHUraTpaH BbB BPb3KA €
YNPOKHABAHETO HA MEXAHUYHH CHIIM 10 BPEME Ha MPHIATAHETO H TPETUPaHeTO. JJaHHHKTE OT
[IPOYYBAHETO 3d FOBEHH/THA TOKCHYHOCT HE MOKA3BaT HHTO MOBHLIEHA YyBCTBHTE/IHOCT KbM TOKCHUYHH
MPOsABH, HUTO TOKCHYHOCT, CrieLiHPHUYHA 33 FOBEHHTHN KUBOTHH.

HbArOCPOYHHTE TOKCUKORKOTMYHY MPOYYBAHUS MPH MJBXOBE W MULIKH HE 110Ka3BaT JaHHH 32
TYMOPOI€HEH NOTeHMaN Ha gadurarpaH Ao MakcuManHu aozu 200 mg/ke.

JaburarpaH, akTUBHaTA YacT OT JaburaTpad eTeKCHIIAT ME3WJIAT, € YCTOMUMB B OKOIHATA CPelId.

6. ©®APMALEBTHUHH IAHHM

6.1 CnHcebK HA HOMOIHHTE BellecTBA

KancyaHo chbAbpXKHMO
BuHeHa kucenuHa
Xunpomenosa
XHAPOKCUNPONKLIETY1034a
Tasik




CBCTaB Ha KancyaaTa
Tutaros auoxcHA (E171)
Huaurokapmun (E132)
Kaparenan

Kanwues xnopun
XUIpPoMeNno3a

YepHo IeYaTHO MAcTHIIO
Ilennak

Kenesen oxcun, Yepe (E172)
KanueB XuApoKCcH

6.2 HeChLBMEeCTHMOCTH

Henpunoxxumo

6.3 Cpok Ha rogaoct

2 roaHHH

6.4 Cnennannm yc/IoBHS HA ChXpaHeHHE

baucrep

To3u JCKAPCTBCH NPOAYKT HE H3MCKBA CIIELHATHH TEMNIEPATYPHH YCJIOBHA Ha CHXPAHCHHE.
,[[a CC CbXpaHiBa B OPHIHHANTHATaA ONIAKOBKA4, 34 [1a ¢€ Npearnasy oT cBETJIHHA H BJIara.

OnakoBka

To3u nexapceTBeH NPOAYKT HE W3UCKBA CTIEUHATTHH TEMIIEPAaTYPHH YCIOBHS Ha ChXPaHEHUE.
Jla ce chxpansBa B OPMIHHATIHATA ONAKORKA, 32 Aa C€ MPEANas3y OT CBET/IHHA Y Bjiara.
CobXpaHsBalTe ONAKOBKATA 32 KANCYITH ILTETHO 3aTBOPEHA.

6.5  BnA u chbIBPKAHAHE HA ONAKOBKATA

Ilephoprpan 6aucTep ¢ enuHHYHHE 1034 ¢ omiensamo ce poauo OPA/AVPE+DES//AVPE: 10 x 1,
30x1,60x 1,100 x | TREpAa Kancyaa WM rPyHoBH ONIAKOBKH, ChABpKaIIH 100 (2 onakoBKH OT
50 x 1) e 180 (3 onakoBku ot 60 X 1) TBEpAM KancCyny, B KYTHA.

HDPE onakoBka ¢bC 3all{dTeHa OT AeLia MOTHIPOITHASHOBA Karnavka: 60 TBBpIM Karicym i 3
OTIAKOBKH 10 60 TBEpAU Kancyin, B KyTHS.

He BCHUYKHM BMAOBE OMAaKOBKH MOrat aa ObAAT MYCHATH HAa masapa.
6.6 Cnenuannu npeAna3sHu MepKH NpH H3XBbLPJaHE H padoTa

Heu3mon3BaHHAT JEKAPCTREH IPOAYKT HIH OTHAABYHHTE MATEPHANH OT HeTo TPAOBa Ja Ce H3XBBPIIAT
B CHOTBETCTBHE ¢ MECTHHTE M3HCKBAHHA.

7. INPUTEXATE] HA PABPEIIEHHETO 3A YIIOTPERA

KRKA, d.d., Novo mesto, §marj eSka cesta 6, 8501 Novo mesto, CrioBeHud

8.  HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA




Per. Ne

9. JATA HA ITBPBO PA3ZPELHIABAHE/INOJHOBSABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

JlaTta Ha NbpBO pa3peluaBaHe:
Jlata Ha nocneaHO NOAHOBABAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
20 Okromepu 2023

[MoapoGua uHpopMalKs 3a TO3M IEKapCTBEH NPOJIYKT € NMpeAocTaBeHa Ha yebcaiita Ha U3nbinuTenHa
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




