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H3NBIHUTEARA AFEHUKA N0 NEKAPCBATA
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KDAITIKE XaPakimaDUCITILKE HA NDOGYKINE - (DUAOKEHUE 1
1. NME HA JIEKAPCTBEHHMA NPOAYKT
Kemt Poz, Ne ?zarz-go’f’;j rererninean |
Hakcanno 150 mg TBepam Kancysiy  PazpetieHue Ne
Daxanlo 150 mg hard capsules somamp- .. 5. (7"3'2;“122023
OgoBpenus Ne OO OOy (S DY VTS TV ST RITOIT]

2. KAYECTBEH U KOJIMMECTBEH CHCTAB

Beska Tebpaa kancyna chaspka 150 mg maburatpas erekcunart (dabigatran etexilate) kaTo
nabHraTpaH eTeKCWIaT Me3UIaT (as dabigatran etexilate mesilate).

3a MBJAHUA COUCHK HA MOMOUIHUTE BeleCTBa BUKTE To4ka 6.1,

3. JIEKAPCTBEHA ®#OPMA
Trbpaa kancyna (kancyna)
KanaueTo Ha Kancysara € CHHbO, TAJIOTO Ha Kancynara € 05810 J0 Mo4TH 054710 ¢ HAATBKHO OTnevaTaH

yepeH 3Hak 150. KancynHoTo Chabp»HMO € KbITeHHKaBOOEIH A0 CBETAOXKBIITH NEIeTH. PasMep Ha
kancynara: () npoaLAroBaTa, IbKyHHa npudnuzurento 24 mm.

4. KIHHHAYHU JTAHHH

4.1 TepaneBTHYHH HOKA3ZAHHS

[IpeBeHLIMA HA MO3BUECH HHCYAT H CHCTEMEH eéMOONIM3BM TIPH BL3PACTHH MALMEHTH ¢ HEKJIAITHO
npeacbpaAHo MuxkiaeHe (HKIIM) ¢ equn unu moseye puCKOBH (PaKTOPH, KaTO NPEALUECTBAII MO3bYCH
HMHCYIT WK npexoaHa ucxemuvHa ataka (ITHA); sw3pact > 75 rogmHy; cbpae4Ha HeAOCTATBYHOCT

(xnac o NYHA >11}; zaxapen nuaber; xunepToOHHSI.

Jleuenue Ha apSIOOKa BeHO3HA TpomDbo3a (JIBT) u 6enoapoben embonuszsm (BE), kakTo W ipeBeHLMS
Ha peuvavsH Ha JIBT v BE npd sb3pacTHH nauueHTH.

Jleuenue Ha BeHO3HHU TpoMboemGonnunu ¢rdnTua (BTEC) v npeBenuus Ha peuuansvpauy BTEC npu
MeAHaTpUUHU NALMEHTH OT paXKaaHeTo a0 noA 18-roauiiHa Bb3pacr.

3a croOpasenu ¢ Bb3pacTTa 1030BH JOPMH BHXKTE To4Ka 4.2.
4.2 J{03HPOBKA H HAYHH HA NPH/IOKEHHE

Ho3uposka

JTaKCaHIO Kancyu MOXE 1a C& M3MN05138a MPH Bb3PACTHH H [1SAHATPHYHH NALHEHTH HA 8-TOAHLIHA
Bb3PACT YK NO-rOJEMU, KOMTO ¢a CrIocoOHHM Ja MOTBILAT KancyauTe teiu. ChIecTBYBaT APYTH
CcbOOpa3eHH ¢ Bb3pacTTa JIO30BH (DOpMH 3a JIeUEHHE Ha [ela oA 8- rouuya Bb3pacr.

Koraro ce npemyHaBa OT e1Ha nekapcTeeHa GopMa Ha Apyra, MOXKE J1a € HEOOXOAHMO /12 Ce MPOMEHH
no3ara. Jlo3zara, nocodeHa B TabiMLATA 3a 103HPAHE 32 ChOTBETHATA JieKapcTBeHa dopma, TpadBa aa
Ce NPEANNACBA Bb3 OCHOBA HA TEJIECHOTO TErTIO M Bb3PacTTa Ha JIETETO.

Ipesenuus na MOIbYEH UHCYAM U CUCMEMEH eMBOTUTY.M NP Eb3pacmit nauubbipw, HEKIINVFC T,

oUWl ROBeYe PUCKOBU (PAKMOpU (NpeseH A HA UHCY.Im RPU NPEOCPOHO Hpiit

Jeuenue na ov160ka eenozna mpombosa (JIBT) u Herodpoben embouzvm (bE .' e '"*Q\ ;‘;

\




npesenuun na peyuoueu na ABT u bE npu enspacmnu nayuenmu (/IBT/BE)

[IpenoppuMTennure ao3u aaburarpaH etekcunar npu nokasanuara [IUIIM, /JIBT u bE ca nokazauu B
Tabnvua .

Ta6auna 1: Hpenopbku 3a 1o3uposkara npu [TMIIM, IBT n BE

IIpenopbka 3a 103HPOBKATA

[IpeBeHUMsA HA MO3BYEH MUHCYIIT H CUCTEMEH
leMOOIU3bM [IPH Bb3PACTHH MALIMEHTH C 300 mg naburaTpaH eTekcHUnar, IpUeMaHy KaTo €1Ha

HKIIM ¢ eaun wnu nopeyve puckoru hakTopH jKancyaa ot 150 mg aBa nbTH AHEBHO
(ITUIIM)

JTeuenue Ha JIBT u BE, kakto u nperenuus Ha300 mg nadburarpad erekcunar, npdeMaHH KaTo €JHa
peunauen Ha JIBT u BE npu 131.3pacmjlcancyna ot 150 mg aBa NuTH AHEBHO, CJIEA JIEYEHHE C
nauueHTH ([IBT/BE) NapeHTepaIeH aHTHKOAryJIaHT B NPOABIAKEHHE Ha
Hai-Manko 5 AHH.

Hpenopbyed ce nanaigeane na 0oiqma

INaienTr Ha BB3pacT >80 ronuHM JTnerna no3a 220 mg naburatpaH eTexcwiat, IpHeMaHa
KaTo e€Ha Kancyja oT 110 mg ABa MbTH JHCBHO

[lanuenTH, KOUTO NpHEMAT CHIIBTCTBALIO
BEPANAMMII

[TartuenTH Ha BB3pacT Mexay 75-80 roauHu

[TalmeHTH ¢ yMepeHO OLOpeuHo yBpexaaHe

220
(CrCL 30-50 ml/min) Tpadea na ce uzdepe aHeBHa no3a 300 mg niu mg

naburaTrpaH eTeKCcHIar, 0a3upaiku ce Ha
[MTalenTH ¢ racTpuT, €30darur HIH MHAKBHIYANHATa OLUEHKA HA TPOMOOEMOOTHYHHSA PUCK
ractpoezodareaneH pepaykc M PUCKA OT KbpBEHE

VIpyry nailMeHTH ¢ NMOBHLUEH PHUCK OT
KbpBEHE

3a JIBT/bE npenopbkaTa 3a npunarade Ha 220 mg gaburatpaH eTEKCHIAT, NPUEMaHH KaTo caHa
kancyna ot 110 mg aga nuTH AHEBHO, C€ OCHOBAaBa HA (DAPMAKOKHHETHYHH H (PAapMAKOAHMHAMHYHH
AHAJIM3HM H HE € MPOYYBaHa B KIIMHHYHH YCI0BHA. Buskre no-nony v touku 4.4, 4.5, 5.1 u 5.2.

B cayuaii Ha HENOHOCHMOCT KBbM JabHraTpaH €TEKCHAAT TTaldeHTHTE TPAOBa 1a ObAaT MHCTPYKTHPaHH
[1a C€ KOHCYJITHPAT BEAHAra ¢ JISKyBalllMsa CH JIEKAP, 3a 1a ObA¢ NPEANPHETO NPHEMIIHBO aJITCPHATHBHO
JIeYEHHE 3a MPEBEHLIUS HA MO3LUYEH HHCYIIT U CHCTEMEH €MOO0IM3bM, aCOLHMHUPAHH C MPEeICHPAHO
mbixeHe, wid 3a JIBT/BE.

Ouenra na bvbOpeunama QVHKYUS RPeou 1 o 8peme Ha JgYeHUemo ¢ 0abuzampan emeKcuIam

[{pu BcHuky naLyieHTH U 0coOEHO B CTapuecKa Bb3pacT (>75 rooguHu), Tbil Kato OBOPEUHOTO

YBpEKIAaHE MOKE Na € YECTO CPELIAHO B Ta3H Bh3pacTOBA IpyIa:

- [Ipenu 3anouBaHe Ha JeveHHe ¢ JaduraTpaH eTekcuiar ObOpeunara pyHKUHA TpA
OLIEHEHA Ype3 H3YUCNABAHE HA KpeaTMHUHOBHA KIMpbHC (CrCL), 3a na ce 3K
TexKO OBOpeuHo yBpexkaane (1.e. CrCL <30 mi/min) (Bx. Touxu 4.3, 4.4 1 5
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CBhITBTCTBALLA YNOTpeDa Ha HAKOHW JICKAPCTBEHN NPOAYKTH).



JOMbIHUTENIHH H3UCKBAHHUSA MPH NTALMEHTH C JIEKO A0 YMEPEHO ObOpeuHo yBPEKAAHE U MPU NAHHEHTH

Ha BB3PAacCT HAJl 75 FOAUHM:

- flo BpeMe Ha nedenue ¢ naburarpad etekcunat ObOpeyHaTa QyHkUHs TpOBa 1a Oblie
OLEHABAHA HAH-MAJIKO €/IMH ITT FOAMLIHO WITH FIO-4ECTO, NIPH HEOOXOHMOCT, B OTIPSACIECHH
KIMHUYHH CHTYALMH, KOraTO UMa ChMHEeHUA, 4e OnOpeunara pyHKIHA MOXKE [1a € MOHMKH HITH
Jla C€ BJOLLM (HAmNp, XMNIOBOJIEMHS, A€XUAPATALHs, KAKTO M TPH CLNBTCTBALLA YTIOTpeda Ha
HAKOH TEKapCTBEHH NPOJIYKTH).

MetoanT, xolTo TpaOea na ce M3nos3Ba 3a oleHKa Ha 6nLopeunara ¢yukuns (CrCL B mi/min), e
meToasT Ha Cockcroft-Gault,

[Ipoovasicumenrnocm va ynompeba

[MponsmkurennocTTa Ha yrioTpeOaTa Ha naburatpaH etekcunar npu nokasanusta [IUTIM, IBT u bE ¢
noka3saHa B Tabmuna 2.

Tabauma 2: IIpoavkuTennoct Ha ynorpeda npu IHAIIM u IBT/BE

Tloxkazanue IIponbKMTETHOCT HA YnoTpeda

TTHIIM Jleuennero Tpadea Aa ¢ 1bAroCpoOvHO.

JIBT/BE [ [poaBLIKMTENHOCTTA Ha JICUCHHETO TPAOBa Aa e onpeaens HHANBHIYAIHO Clell
BHMMATETHA OLIEHKA Ha MO3ara OT 1eUYSHHETO CIPSAMO PUCKa OT KbPBEHE (BiK. TOUKa
4.4).

KpatkocpouHo nevueHue (Hail-Manko 3 Meceua) TpadBa aa ce NpoBeX/a MNpy HalH4He
Ha MPEXOAHH PUCKOBH (PAKTOPH (HAIp. CKOPOLIHA XHPYPrU4Ha onepalms, TpaBMa,
00e3ABIKBaKE), & O-NPOAL/HKHTENHO IeUeHHE — TIPH TPaHHH PHCKOBH (DAKTOPH HIH
wavonatuyHa JIBT wmn BE.

{Iponycrhama dosa

[IponycHara no3a paburatpaH €TeKCUIaT MOXE Jia ce rpyuemMe 10 6 yaca npeau cieapalara
npeanvcana go3a. IIpy no-majiko ot 6 yaca A0 BpEMETO HA CNEABALIMA [IPHEM, [IPOMMYCHATATA 103a HE
TpAOBa aa ce npueMa.

He Tpsabpa ga ce npuema OpoiHa 4034, 3a 13 ¢e KOMIIEHCHPAT NPOIyCHATHTE HHAMBHAYATHM J03H.

IIpexpamsagane na npuema na oabuzampan emexcuiam

Jleuenuero ¢ naburaTpad erekcunar e Tpsabea na ce npekbeBa 0e3 nekapckd chBeT. lalHeHTHTE
TpaOBa a ObAAT MHCTPYKTHPAHU A Ce CBBPKAT C JISKYBALL[K4 JIEKAp, aKO pazBHAT CTOMALHO-YPEBHH
CHUMIITOMH, K&TO AUCNENCUA (BxK. Toyka 4.8).

lpomvarna na reuenuemo

[MpemunaBane ot nevenne ¢ naburaTpad eTEKCHIAT KBM NapeHTepajieH aHTHkoarynanT: [lpenopbusa
ce H3yakBaHe oT 12 yaca cnen nocneaHaTa 103a NpeId IPEMHHABAHE OT aDHraTpaH eTeKCunaT KbM
napeHTepaieH aHTHKOArynaHT (BXK. To4ka 4.5).

IlpemiHaBaHe OT JieueHHe C MapeHTepaNeH aHTHKOAryJJaHT KbM JabHraTpaH €TeKCH
[lapeHTeparHUAT aHTUKOAryJIAaHT TPsOBa J1a Ce MPeKbCHE K Aa CE 3aroyHe aadurar
4aca npeau yaca, HazHayeH 3a IPHEMAHETO HA CNE/IBAIaTa 4033 OT alTepHATHBHO
CPEACTBO, WK MTPH NPEKPATBAHE Ha JSUYEHHETO, B C/IyHald Ha HEMPEKBCHATO JICUe



HedpakLMOHUpaH unTpaBeHo3eH xenapud { HOPHUX)) (Bx. Touka 4.5).

[lpemuHaBaHe OT JicueHHe ¢ Aa0HraTpaH €TeKCHIAT KbM @HTAroHHCTH Ha BUTaMHH K (ABK):

MoMeHTBT Ha 3anouBaHe Ha ABK Tpsadga qa ce kopurupa cipsmo CrCL kakTo cseapa:

- CrCL 250 ml/min, npuembT Ha ABK Tpabea pa 3anoune 3 AHH Npead NPEKbCBAHETO Ha
naburaTpaH eTeKCcunar

- CrCL >30-<50 m¥/min, npuemsT Ha ABK Tpadea na 3anouHe 2 AW npeid NPeKbCBAHETO HA
naburarpaH eTekCHIaT

T'bi KaTO naburarpaH eTEKCHIAT MOXKE Aa NMOBAMAE HA MeXTyHapOHOTO HOPMAJIH3HPAHO
choTHOLIeHUe (INR), INR e otpasu no-106pe edexra na ABK eapa cnen cnupaneTo Ha naburarpaH
€TeKCUJIAT 3a Halt-manko 2 aHH. Jotoraea, INR croiiHocTHTe TpaOBa na ce ThAKYBaT C BHHMAHHE.

Ilpemmnasane ot neueHue ¢ ABK xbMm naburatpaH erekcunar:
[TpuembT Ha ABK Tpabsa na ce npeycradosu. /{laburaTpan erekcunar MOKe Ja CE€ Npuiara BeaHara
oM INR e <2.0.

Kapouoesepzuo (ITHIIM)

[IauyenTHTE MOrar Ada [IpOIdbJIAKAT NPpHEMA Ha ﬂﬂﬁHFanaH €TCKCHJIAT MO BpeME Ha KapAHOBCP3HO.

Kamemvpua abaayus na npedcbpono mvicoene (ITHIIM)

Ilpu nanueHTH Ha neyeHue ¢ nadburarpad erekcunat 150 mg ABa nbTH AHEBHO MOXE Ja CC MPOBE/e
kareTbpHa abnauma. He ce Hanara npekbeBaHe Ha JieueHHETO ¢ AaburaTpaH eTeKCUIaT (BxK. Touka 5.1).

Hepxymanna koponapna unmepeenyun (IKH) cvc cmenmupane (ITHIIM)

[TauneHTH ¢ HeKNTaMTHO NPEACHPAHO MBX/AEHe, KOUTO ca notoxkedH Ha [TKH ewe cTrenTHpane, Morar
Aa 6bAaT NeKyBaHH ¢ JabUraTpaH eTekCHIaT B KoMOMHauya ¢ TPOMOOLIMTHH aHTHATPETaHTH, Clieq
KAaTO C€ MOCTHUrHe XeMocTasa (BxK. Touka J5.1).

Creyuainu nonyaayuu

Cmapuecka ¢v3pacm
3a MpOMEHH B A03aTa NPH Ta3d nonynaauxs BikTe Tabnuua 1 nmo-rope.
Hayuenmu ¢ puck om Kvpeere

[TaumeHTH ¢ NOBHULIEH PHCK OT KbpBeHe {BXK. Touku 4.4, 4.5, 5.1 u 5.2) Tpabea na Obaar crporo
KJIMHM4YHO MOHHTOPHPAHH (ClIe/IEHe 3a NMpU3HALUM Ha KbpBEHE U aHeM#us). KopurupaHe Ha 1o3ara
TpsAdBRa Aa Obae pelueHo Mo YCMOTPeHHE Ha NIEKYBALLHA JieKap, €€/l OLEHKA Ha CHOTHOIIEHHETO
11013a/pPUCK 3a KOHKPETHUA NauMenT (BxK. Tabauiua 1 no-rope). KoarynaundoHeH TecT (BxK. Touka 4.4)
MOE Ja MOMOrHe 3a WASHTUPULIHpaHE HA MTALMEHTHTE ¢ MOBHIIEH PUCK OT KLPBEHE, IPHUHHEH OT
NPEeKOMEPHA eKCIIO3ULHA Ha faburaTpan. KoraTo ce ycTaHOBH fIpeKOMEPHA SKCMO3HLIMA HA
nadurarpas, fpH rnauyeHTH ¢ BUCOK PUCK OT KbpBEHE, Ce MpernopbUBa [pUaraHe Ha HaMmalJleHa 1034
220 mg, npuemaHa kato eaHa kancyna | 10 mg gBa mbTr AHCRHO. [IpH nosBa Ha KIIHHHYHO 3HAUYHMO
KbPBEHE JIEYSHHUETO TPAOBA A Ce NMPEKbCHE.

Touka 4.4).

bvopeuno yapescoane




Jleuennero ¢ naburaTpad eTekCcUNaT Npy NauMeHTH ¢ Texko Oubpeuno yepexaare (CrCL <30 ml/min)
€ NPOTHBOMNOKA3aHO (BK. Touka 4.3).

He e HeoOxoauMo KopurdpaHe Ha 103aTa NpM MalMeHTH ¢ JIEKO OBOpEeYHO YBpEKAaHE

(CrCL 50-<80 ml/min). Ipu naimenTy ¢ ymepeHa 6u6pevHa HepoctarbuHoct (CrCL 30-50 ml/min),
MpenopLYMTETHATA J03a Aaburarpan eTekcunar € coeiio 300 mg, npuemanu karo | kancyna 150 mg
ABa MbTH THEBHO. Bbripeku TOBa, 1P NAlMEHTH C BUCOK PHCK OT KhpBeHe TpAOBa 1a ce 0OMHUCIH
HaMaJIsiBaHE Ha A03aTa NadurarTpaH eTekcunar a0 220 mg, npueManu kato efHa kancyaa 110 mg nga
MBTH AHEBHO (BXK. TOUKH 4.4 ¥ 5.2). BHHUMaTenHo KAMHKHUHO Hab/I0AeHUE CE NMPenopbYBa MpH
NanHeHTH ¢ O6bOPEUHO yBpek1aHe.

Cunsmemaawa ynompeda Ha Oabueamparn emexculam u ciabu 0o ymepenu unxudbumopu na P-
zaukonpomeuna (P-gp), nanp. amuooapon, xunudur Wil 8epanamu

He e HeoOX0aMMO KOpHrHpaHe Ha A03aTa MPH ChITBTCTBALLO NPHIIOKEHHUE ¢ AMHOJAPOH WIH XUHHAWH
(81, Toukn 4.4, 4.5u 5.2).

[lpenopbura ce HaMansBaKe HA 103aTa NPY NALHEHTH, KOWTO MPUEMAT CHITBICTBALIO BEpanaMu (BK.
Tabnunua 1 no-rope v Toukd 4.4 u 4.5). B taxss ciyyaii paburatpaH eTeKCHNAT H Bepanami TpaOBa a
Ce TIPUEMAT F10 €/IHO W CHLUO BpeMe.

Tenecno mezio

He ce Hanara kopurvpasde Ha aozara (BxK. Touka 5.2), HO ce [IPENOpbUBa BHUMATEIHO KIIHHHYHO
HaONMHOAEHHE IPH NAUKMEHTH ¢ TesiecHo Terno <50 kg (Bxk. Touka 4.4).

llon

He ce Hanara kopuripaHe Ha fo3ara (BXK. To4yka 5.2).
{Teouampuuna nonyaayus

Hama cwoTBeTHa Ynotpeba Ha gaburatpaH eTekcHiaT B [1IEHAaTPH4YHATA MOy IALK 34 NOKa3aHNeTo
PEBEHLHSA HA UHCYJIT M cUcTeMeH eMOoIn3bM MpH nauyeHTH ¢ HKIIM.
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[Tpu neuenne Ha BTEC npu nequaTpuyHy nauMeHT! Ae4eHUETo TpaOBa Aa ce 3arouHe CJIe NEYCHHE ¢
NapeHTepaIed aHTHKOAryIaHT B IPOOb/KEHHE HA HAR-MaNKo 5 nHu. T1pHu npeseHuus Ha
peuvansupauid BITEC neyenuero TpgOea na ce 3anouHde ciien npeaxoaHo JICYEHHE,

JadurarpaH eTekcunaT kancynu TpaOBa 1a ¢€ MPUEMAT JBa TbTH AHEBHO, €/1HA J03a CYTPYH U €4Ha
103a BeUep, NPHOIH3HTENHO MO €1HO U ChILO BpeME BCEKH TeH. MHTepBansT MexXay A03MTE TpADBa Ja
€ KOAKOTO ¢& MOXKe No-0u30 1o 12 vaca.

[TpenopbunTenHata no3a naduraTpaH €TeKCHIAT KanCyJid ¢e onpeess Bb3 OCHOBA HA TENECHOTO
TErJIO ¥ Bb3PAcTTa HA MAIHEHTA, KAKTO € nokazaHo B Tadnuua 3. Ho3ara Tpabea na ce xopurupa
CTIOpe TeJECHOTO TETNIO M BL3PACTTa C HANPE/ABAHETO HA JICUEHHETO.

3a KOMOMHALIMMTE TEIECHO TErJIO M Bb3PacT, KOUTO HE ca Moco4YeHH B TabaMuara 3a
MoraT na ObAaT AalcHH MPENOPHKH 3a A03HPAHE.

Tadnnua 3: EAMHMUHYE B 001 A THEBHH 1034 JA0HTATPAH eTEKCHJIAT, B MHJIH
CHOpe] TEJIECHOTO Teryio B KHJA0rpaMu (kg) H sb3pacTra Ha nanHeHTa B rOAUHE



KoMOHHaUKH Te/lecHO Terso /Bb3pacT Eaunuuna xo3a O01ma aAHeBHA 10342

Tenecno terao B kg Bbipact B roiuHH B mg B mg
11 go <13 8 no <9 75 150
13 no <16 8 no <11 110 220
16 no <21 8 1o <14 110 220
21 no <26 8 10 <16 150 300
26 no <31 8 10 <18 150 300
31 no <41i 8 no <18 185 370
41 no <51 8 no <18 220 440
51 no <61 8 no <18 260 520
61 no <71 8 no <18 300 600
71 no <81 8 no <18 300 600
>3 1 10 1o <18 300 600

EnuHHYHK 3034, UBHCKBALIKM KOMOHHALIMHK OT MOBEYC OT €/1HA Kancyha:
300 mg: ase kancynu 150 mg
WK YeTUPH Kancyau 75 mg
260 mg: eqna kancyna 110 mg nmroc enHa 150 mg
WK eaHa kancyna |10 mg moc aee 75 mg
220 mg: karo aBe Kancynu 110 mg
185 mg: karo eana kancyna 75 mg wuoc eaHa 110 mg
150 mg: xaro eaHa karnicyaa 150 mg
HJ1M 1BE Karncynu 75 mg

Quenxa na 6vopeynama yHkyus npedu u no 8peme Ha AeHeHUeMmo

[Ipean 3anousane Ha 1eueHneTO TpAOBa 1a Ce ONPeaeH H3UMCIEHAaTa CKOPOCT Ha IIOMEPYHa
prrrpauus (MCI'®) no dopmynara Schwartz (MeToabT, M3MOI3BAH 32 OUCHKA HA KpeaTHHHHa, TPAOBa
na Obae NOTBLPAEH OT MECTHA NTAbopaTopH).

JleyeHueTo ¢ NabUraTpaH eTeKCHIAT € MPOTHBONOKA3AHO TPH NEAMATPHYHH nalueHTy ¢ HCT' P
<50 ml/min/1,73 m? (Bx. Touxa 4.3).

[Taupentn ¢ HCI'® >50 ml/min/1,73 m? TpaAOBa Aa ObaaT JISKYBaHH € A03a ChIIacHO Tabsiuua 3.
[To Bpeme Ha nedyennero 6LOpeyHara PyHKUMsS TpAOBa na C€ OLUEHABA IIPH ONPEIEICHH KITMHHYHH
CHTYALHH, KOTATO HMa CbMHEeHHKA, Ye Ob0peyHaTa QYHKLMA MOXKE Aa C€ TIOHWXH WK Ja C¢ BJIOIUH
(Hanp. XMMNOBOJIEMMS, IeXHIpATALIM, KAKTO H IPH CLIBTCTRALLA YTIoTpeda Ha onpeaeieHu

JIEKAPCTBEHH NPOAYKTH M 1Ip.).

Ipoovancumennocm na ynompeda

[IpoabmxuTenHOCTTa HA TIEYEHUETO TPIOBa Ja ce onpeae/s YHAMBUAYATHO B 3aBUCHMOCT OT OUCHKATa
noJ3a/puck.

lponychama ooza

[IponycHara no3a naduraTpaH eTEKCHIAT MOKE Aa C€ NpHeMe A0 O yaca NMpeaM cneBallara
rnpeanyvcana ao3a. I'lpy ocrasaium no-Manko ot 6 yaca 10 CAABALLUA MPHEM, TIponycHaTaTa
TpaOBa Ja ce npueMa.

B HuKakbss cnyyal He TpadBa na ce npyHeMa JBOHHA /1034, 34 1a ¢& KOMIEHCHPAT Npo
HHAMBHUOYATHH 103M.

IIpexwvcsane na revenuemo ¢ oadbucampan emexcuIam




JleueHuero ¢ naburaTpan eTekcHiar He TpadBa fa ce npexbesa 0e3 koHcyarauus ¢ nekap. Ilaumenrture
HTH OOrPUAKBALLMTE T'W JiMUa TPAOBa na ObJaT MHCTPYKTHPAHH Ja CE CBbPHKAT C JICKYBALLUM JIEKAP, aKO
NAUMEHTHT Pa3BHE CTOMAUIHO-YPEBHU CHMIITOMHM, KaTO AWCTENCHS (BXK. TOYKa 4.8).

IHpomana na revenuemo

[IpeMyHaBaHe OT NeueHHe ¢ Ja0MraTpan eTEKCUIAT KbM napeHTepaieH aHTHkoarynaHT: Ilpenopsuaa
ce Aa ce u3uaka 12 yaca cnen nocaeaHara no3a Npeau nNpeMyUHABaHE OT Aa0HIaTpaH eTeKCHIIAT KbM
mapeHTepalieH aHTuKoarynaur (Bx,. Touka 4.5).

[[peMHHAaBaHE OT JICHEHHE C NAPEHTEPANEH aHTUKOArYJaHT KbM AaburaTpaH €TeKCHIIAT:
[lapeHTepanHUAT aHTUKOAry/IaHT TPAOBA Aa C€ MMPEKbCHE M /1a C€ 3anouHe Jadurarpad eTekcuiar (-2
yaca Mpeau yacd, ONpeacneH 3a NPUI0KEHHETO HA MAPSHTEPAIHAA aHTHKOATYJIAHT, HITH IIPH
MPEKPATABAHE HA JICUCHHUETO, B CyYail Ha HENPEKBCHATO JIeUeHUe (Hanp. HepaKUUOHUPAH
HHTpaBeHo3¢H xenapuH (HOUX) (Bxk. Touka 4.5).

[lpemyHaBaHe OT JieyeHue ¢ AAOHMraTpaH €TEKCHJIAT KbM aHTaroHMcTH Ha ButamMnH K (ABK):
[Nlaunenture Tpsadea Aa 3anounat npueM Ha ABK 3 qHu npey npekbeBaHeTO HA Aa0uraTpad €TeKCUar.
Thit KaTO pabUraTpaH eTEKCKIAT MOKE J1a MOBIUAE Ha MexAyHapOoAHOTO HOPpMATM3HPAHO
cvoTHoieHue (INR), INR e otpasu no-nobpe edexra na ABK enpa cien cmpanero Ha naburartpaH
€TEKCHIIAT 3a Hal-Manko 2 aHu. Jfororasa, INR croiinocTTe Tpabsa ga ce€ ThiAKyBaT ¢ BHHMAHHE.

[IpemuHaBane ot Jeyenue ¢ ABK xbM paburarpaH erekcunar:
[TIpuembT HAa ABK Tpa0Ba na ce npeycranoru. Jaburarpan eTekcHaT MoxKe Jla ¢e MpHjara BeaHara
oM INR e <2,0.

Hauunn Ha npungxeHue

To3m iekapeTBeH NPOAYKT € 3a NEPOPATHO NPHIIOKEHHE,

Kancynute moraT ga ce npuemar cbe Win 6e3 xpana. Kancynure TpsaOBa fa ¢€ morsisluar LeJTH ¢ Hala
BO/A, 3a A4 Ce YJICCHH AOCTUraHETO UM 0 CTOMaxa.

[TanuenTuTe TpsabBa na ObaaT HHCTPYKTHPAHU Aa HE OTBAPAT KancyJaTta, ThH KaTo TOBa MOXE 1a
NIOBHULIH PUCKA OT KbPBeHe (BK. TOuka 5.2).

4.3 IIpoTHBONOKA3aANHA

- CBpBEXYYBCTBHTENIHOCT KbM aKTHBHOTO BELIECTBO KM KBM HAKOE OT [TOMOLUHHTE BELLCCTRA,
130poeHH B Touka 6.1

- Texko 6bOpedHo yepexaade (CrCL <30 ml/min) npy Bb3pacTHU NALKEHTH

- UCT'D <50 mV/min/1,73 m* npM neauaTpUUHK NALMEHTH

- AKTHBHO KNHHHYHO 3HAYHMO KbpBEHE

- Jlesus v CbCTOAHME, KOETO Ce Onpe/ens KaTo 3HaAUYHM PHCKOB (JakTop 3a FojsiMO KbPBEHE.
ToBa MOXke a BKIIIOUBA HACTOALIEM HJIM CKOPOIIIHM CTOMALLHO-YPEBHH pa3sa3BABAHHA, HANHYHE
Ha 3JI0Ka4€CTBEHHA HOBOOOPAa3yBaHHA C BUCOK PMCK OT KbPBEHE, CKOPOLUHO MOZBYHO HITH
rPLOHAYHO HAPAaHABAHE, CKOPOLIHA MO3bYHA, rPbOHAYHA HUIH O4YHA XHPYPruiHa HHTEPBEHLIMA,
CKOpOUIHA BbTPEYEPEeTHA XeMOparus, W3BECTHH HIH BEPOSTHH BAPHULY HA XPaHOMPOBO/A,
apTEPHOBEHO3HH ManpopMaLIHH, CbAOBH AHEBPHU3IMH WIH FOJIEMH BLTPErpbOHAYHH WK
BbTPEMOZbYHU CHAOBH AHOMAJTHH

- ChbObTCTBAILO NI€YEHHE C HAKOHW JPYTH AHTHKOAry;1aHTH, Hanp. HepakuMOHHpaH
(HOHX), xenapunu ¢ HHCKO MOJIEKY.THO TErNO (€HOKCANIAPHH, JAITENAapHH H P
Ha xXenapuHa ((poHAATTAPMHYKC W Op.), AHTUKOATYJIAHTH 33 [IEPOPATHO NMPHUITONKE
prBapokcabaH, anukcabaH H Ap.), oceeH B crneluduyHu yenoBus. ToBa ca ciy




korato HOUX ce npusiara no speme Ha KaTeThpHa abnauus npy NpeachpaHo MBKASHE (BK.
Touka 4.5)

- HepHoapoOHO yBpekIaHe Wi YepHoaApoDHO 3a00:1BaHE, 32 KOETO € OUaKBa 1a MMa
OTPAKEHUE BbPXY NPEAKUBASMOCTTA

- CBIBTCTRALUO JIEHEHHUE ChC CIEAHATE MOLTHHA P-gp HHXUOHTOPU: KETOKOHA30, LIHKIOCNOPHH,
UTPAKOHA30J1, APOHENAPOH H KOMOUHALMATA ¢ (PUKCHUPAHH 103U ThekanpeBHp/ NUOPEHTACBHP 3a
CHCTEMHO MPUIOKEHHE (B3K. TOoYka 4.5)

- CbpaeyHH KIaNHH NPOTe3x, H3UCKBAILK AHTHKOAT YJIAHTHO JICHeHHE (BK. TO4Ka J.1)

4.4 CrnenyaaHy npeAynpexIeH s H npeana3ii MepKH NpH YHoTpeda

XEMOparuveH puck

Jlaburarpan erekcunar Tpa0OBa Ja ce npuara ¢ moBUUIEHO BHUMAHUE [PU CbCTOAHHA C MOBHUIIEH PUCK
OT KbPBEHE WM IIPH CHLITBTCTBALIA YNOTPeDa HA NEKAPCTREHH NIPOAYKTH, NOBAUABALLM XeMOCTa3aTa
ypes HHXxHOHpaHe Ha TpoMOOUMTHATA arperaliyd. [1o Bpeme Ha TepanuaTa KbpBEHE MOXKE 1a Cce MOABH
HaBCAKbAEC. [Ipd HeouakBaH cnag Ha XxeMornobuHa WKWK XeMaTOKpHTa, WIH Craj Ha KPbBHOTO
HAJISraHe, TpaOBa Ja ¢e W3BLPUIM NMperje] 3a YCTaHOBABAHE MACTOTO Ha KbPBEHE.

[1py BBL3pacTHY NALMEHTH B CIIy4al Ha KMBOTO3aCTPALIARALIO UK HEKOHTPOJIHPAHO KbPBEHE, KOraTo
€ HeoOXonHMo ObP30 HEYTPAIM3HPAHE HA AHTHKOAryJIaHTHHUSA €(eKT Ha aadvraTpaH, MOKe na ce
M3MOJI3BA CNCUHMHYHOTO HEYTPAIMIUPALLO CPENICTBO Waapylm3ymal. EdukacHocTTa H D€30MacHOCTTa
Ha Hoapylu3ymad He ca YCTAaHOREHH NPU MEHATPUYHU MalHEHTH.

JlaburarpaH moxe f1a Ob¢ OTCTPaHEH MOCPEACTBOM xemoarannia. [1py Be3pacTHH NaLMEHTH Ca
Bb3MOMHHU APYIH ONLUUK KATO W3NOI3BAHE HA MPSCHA LiAjia KPbB WK NPSICHO 3aMpas3eHa rjiasma,
KOHUEHTPAT Ha KoaryjailMOHHH (akTopy (aKTHBMPAH HJIM HEAKTHBHPAH), peKOMOHHaHTEH (PaKTOp
Vlla nnn tpomOouuTHa Maca (Bxk. cbIlo TOUKA 4.9).

B KaHHUYHH W3 TBAHWA Aa0UraTpad €TEKCHIAT ¢ CBLP3BA C M0-BUCOKH HABA HA FOMAMO CTOMALLHO-
ypesHO (CY) kbpeeHe, [TOBHILEH PHCK € HAGMIONaBaH MPH NALMCHTH B CTapyecka BB3pacT (=75
FOJAMHHU) NpHU cxema Ha npunarade 150 mg na ety AHeBHO. Jipyru puckopHr paxkTop (BiK. CbILO
TabauL@a 4) BIIOUBAT €IHOBPEMEHHO JICYUEHHE ¢ HHXUONTOPH Ha TPOMOOLIMTHATA arperauHs, Karo
KJOMUIOrPEN M alUeTHACATMLIMIOBA KHecenrHa (ACK) unu HecTepoHaHH NIPOTHBOBB3NATHTETHH
cpeactea (HCIIBC), kakTo ¥ HanuuMeTo Ha e30()aruT, racTpUT UnM ractpoesodarcaicH peduiyxc.

Puckosu paxmopu

Tabnuua 4 06o0wasa GpakTopHTe, KOMTO MOTAT Ja MOBUIIAT XEMOPArHUHUS PUCK.

Tabanma 4:  PakropH, KOHTO MOraT JA NOBHIUAT XeMOPATHIHHHA PHCK.

Puckop daxrop
DapMakOAHHAMHYHH ¥ KKHETHYHH (haKTOPH Bwspact =275 rogHHu

e 18 -
".""!:_?i - nek :'-’-T :
. 'r’}}drﬂi”rnﬁ B I:

e

—_- st
L T O Y T I
TR ke



l(D&KTOPH, KOHUTO INOBULLIABAT INNAZMEHHTC HUBA HA

I naeHu:

nadburaTpax

YmepeHo 6u0peuHo yepexaaHe (30-

50 ml/min CrCL) np4 Bb3pacTHH NaUHEHTH
Moiwnu P-gp uHxuOuTOph (BX. TOUKK 4.3 U
4.5)

CneMecTHO Mpuiarade Ha caabu 10
ymepend P-gp nHxubuTopu (Hanp.
aMHMOJapoH, BEPANaMuil, XUHWIHH U
THKarpenop, BkK. Touka 4.5)

BropocteneHHH:

Hiicko tenecHo Tersio (<50 kg) npu
BBH3PACTHH MALHEHTH

DPapMako1HHaMHYHK B3AUMONEHCTBHA (BXK.
Touka 4.5)

ACK ¥ gpyru yHXuOMTOpH Ha
TPpOMOOLIHTHATA arperalus, KaTo
KJ1oMHAorpen

HCIIBC

SSRI v SNRI

JIpyrH JieKapCTBEHH NPOAYKTH, KOMTO MOTar
Ja HApyIlaT XeMocTa3aTa

3ab0nsBaHUA/MPOLETYPH C OcobeH XeMoparuiex
PHCK

Bpoaeuu unv npuaodUTH HapylLIEHHS Ha
KOarynaumsra

TpombGouuroneHuns Wi PyHKUHOHATHH
TPpOMOOLIMTHH AedeKTH

CxopoliHa OHONcHA WK rosiiMa TpaBma
bakTepuanen engokapaur

E3odaruT, racTput WK racrpoesodareaieH

peduryxc

CpluecTByBaT OrpaHUYeHU AaHHK NPU Bb3pacTHH naumedTy <50 kg (Bx. Touka 35.2).

CerpreTBaliaTa ynorpeda Ha naduratpaH eTekcunat U P-gp MHXHOWTOPH He € NpoyuBaHa fmpH
[EAMATPHYHH NALMEHTH, HO MOXKE J1a YBEAHYH PUCKA OT KbpReHE (BK. TOUKa 4.5).

{Ipednaznu Mepru U 081A0ABAHE HA XEMOPACUMHUA DUCK

3a oBIIaAABaHE HA YCIIOKHEHUA ¢ KbPBEHE BWKTE ChILO TOUKA 4.9.

Oyenka Ha CoOMHOWEHUEMO NOA3W PUCK

Hannunero na nie3un, 3abonseauns, npouedypy w/niH (papMaxonoruuto neuerue (kato HCIBC,
TpoMOOUUTHH anTHarperanti, SSRI n SNRI, Bik. Touka 4.5), KOUTO 3HAYHTENHO YBEIWYABAT PUCKA OT
roJISMO KbpPBEHE, U3WCKBAT BHHMATE/THA OLEHKA HA CHOTHOLUEHHETO nmos3a/puck. Jlaburarpan
eTeKcu/1aT TpA0Ba A1a ¢e JaBa caMO aKo NoJ3aTa HAABHUIABA PUCKA OT KbPBEHE.

Hannunnre K1MHAYHY JaHHH 33 NEHATPUUHH ALUEHTH C PUCKOBH QAKTOPH, BKITIOUHTEIHO
NaLMeHTH C AKTHBEH MEHHWHIHAT, eHuedanur U BbTpedepeneH adcuec (BkK. Touka J.1), ca orpaHi4eHH.

Ilpu Takrea nauneHTH nadHraTpaH erekcynar TpaOea Aa ce 1aBa caMo aKO O4aKBaHa

HaABHLUABA PUCKA OT KbLPBCHE.

Buumameano iunuyrno natirooenue

Ilpenopbusa ce BHUMATENHO HA0NIOASHHE 32 NPU3HALM HA KbPBEHE WM AHEMHS AP




Ha JieYeHHe, 0cOBEHO aKO PUCKOBHUTE (hakTopH ca KoMOHHHpaHH (Bxk. Tabnuua 4 no-rope). Tpadea na
ce BHHMaBa OCOOEHO MHOI0, KOraTo JadMraTpaH e€TeKCHIIAT Ce NpUIara €JHOBPEMEHHO C BepanaMiu.l,
aMHONAPOH, XHHHAWH WK KI1apUTPOMULLMH (P-gp HHXHOHTOPH) H OCODEHO TpH MOSBA Ha KbPBEHE,
HaH-BeYe MpH MNauHeHTH ¢ HamaneHna OudpedHa pyHKINA (BK. TouKa 4.5).

[IpenopbyBa c€ BHUMATEIHO HaOMIOACHHE 3a [IpH3HAUH HA KbPBEHE {IPH NALHEHTH, JIEKYBAHH
cbrpTeTBaILO ¢ HCIIBC (Bx. TOUKa 4.5).

Ilpexvesane Ha reuenuemo ¢ dabuzampan emexcuiam

{launenTHTE, KOUTO pasBHAT OCTpa DBLOpeHHa HeJOCTATHLHHOCT, TPA0BA 14 NPEYCTAHOBAT NPHEMA HA
naburaTpaH eTekcunar (BxK. cbiuo Touka 4.3).

KoraTo ce nosiBH TeXKO KbpBeHE, TPOBA /1a €€ MPEKPATH JICUCHUETO, 1a C€ H3CAEABa NPHYMHATA 3a
KbpPBEHETO U NMPH Bb3PACTHU MAIMEHTH MOXKe 12 ¢e OOMHUCIH NPUIOKEHHE HA CNELM(UIHOTO
HEYTPIM3Hpall cpeAcTBo (naapyumnsymad). EgukacHocTTa 1 Ge30macHoOCTTa Ha MaapyuM3ymad He ca
YCTRHOBEHHU IIPH NEAUATPHUHHK NatyeHTH. JadvraTpan Moxke Ja Obae OTCTPaHEH NMOCPEACTBOM
XEeMOHAIN3a.

Ynompeta na unxubumopu na npomonnama HOMRQ

Moxke ga ce oOMMCIIH NpuIo:KeHHe Ha HHXHOKWTOp Ha npoTtoHHaTa nomna (MIIIT) 3a nperenuna Ha CH
KbpBEHE. [IpH eaHaTpHUHH TauMeHTy TpAOBa 4a ce CISABaT NPENopPbLKUTE, ONUCAHH B KpaTKaTa
XapaKTepUCTHKA HA NPOAYKTA Ha CLOTBETHHA UHXHOWTOP Ha MPOTOHHATA [TOMIIA.

Jlabopamopru KoazyaayuonHu napamempu

BBIIpekH ve TO3M JIEKaPCTBEH NPOAYKT MO NPUHIMIT HE H3UCKBA PYTHHHO MOHUTOPHPAHE Ha
aHTHKOAryaLMsaTa, ONpeaeSiiHeTO Ha CBbp3aHaTa ¢ 1aburaTpaH aHTHKOAryiauMs Moxe aa Obae ot
110J133 332 YCTAHOBABAHE HA MPEKOMEPHO BUCOKA €KCNO3MLIUA HA AOMraTpaH npu HaTHYHE Ha
AOMTBIHHTENHH PUCKOBY dakTopH.

TpombuuoBOTO BpeMe upes pazpexnane (Diluted Thrombin Time, dTT), exaprHOBOTO Bpeme Ha
cbeupBane (EBC) u aktusupanoTo napunanHo tpomboruiacTiHoBO speme (Activating Partial
Thromboplastin Time, aPTT) morar ga npefocTapsT noiiesHa HHGOpMALIHA, HO pe3yTaTuTe TpAOBA na
C€ TBJIKYBAT ¢ MOBHIIEHO BHUMAHHE NOpaal BapuabWUIHOCTTa MEXAY TeCTOBeTE (BiK. ToUKa J.1).
TecThT 32 ONpeAessiHEe HA MEKAYHAPOIHOTO HOPMATM3UPAHO ChOTHOLLEHHE (international normalised
ratio, INR) He € nane;xnen npu nauueHTy Ha TedeHHE © Ja0UraTpaH eTCKCHIAT U HMA JIOKIIaIBaHU
cayuau ¢ panuuepo nonoxureaHo nopuireHde na INR. 3arosa INR tecrose se Tpabra na Ov1at
POBEXKIAHH.

Tabnuna 5 nokazea Hal-HUCKHTE MPAaroBe Ha KOarynalldoOHHUTE TECTOBE MPH Bb3PACTHH MALIMEHTH,
KOMTO MOraT Aa ObJIaT CBhp3aHH C NOBULLEH PUCK OT KbpeeHe. CbOTBETHUTE Nparose mnpH
[IEIHATPHYHH MALMEHTH HE ca W3BSCTHHU (BK. TOUKa J.1).

Tabinna 5: Hail-aackH aparose Ha KOATYJALHOHHHTE TECTOBE MPH BLIPACTHH HAUHEHTH,
KOHTO MOI'aT Ja 0bLAAT CBBP3AHH ¢ MOBHIICH PHCK OT KbPBEHE.

Tect (HalH-HHCKA CTOHHOCT) I lokazanue
[TUIIM u ABT/BE
dTT [ng/ml] >200
EBC [x-nbTH Haj ropHara rpaHHIa Ha HOpMaTal >3
aPTT [x-mbTH Hag ropHaTa rpaHMLA Ha HOpMAaTa] >2 /.
INR e TpAOBA na ce Npoeexkaa /f ;!';

Ynorpeba Ha QHOPUHOMMTHIHN NEKAPCTBEHH NPOAYKTH 33 JJ€4EHHE HA OCThD ncxeml{leﬁ
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Ynorpebara Ha HUOPHHOTUTHYHM JEKAPCTBEHH NPOAYKTH 32 JICHEHHETO HA OCTbP HCXEMHUEH UHCYJIT
MOKe fa ce o0chan, ako ctoHocTuTe Ha dTT, EBC wnu aPTT ne HazaByiasaT ropHaTta rpaHdLa Ha
nopmara (ULN) criopex mectHMTe pedpepeHTHH rpaHuLUM.

XUPYPryuvHH onepaLin ¥ HHTCPBEHIIUN

[Ipu nanuedTH, npueMaiin AaduraTpaH €TEKCHIIAT, KOMTO Ca MOJIOAKEHH HA XHPYpruvHa
WUHTEPBEHLIMA WIH HHBA3WBHH NPOLIEAY DY, CBLUECTBYBA PUCK OT KbpBeHe. [1o Tasu npuunHa
XHPYPrUYHMTE HHTEPBEHLIMH MOTAT A4 HAIOKAT BPEMEHHO MPEKPATABAHE HA NPHEMAHETO Ha
naburaTpaH eTeKCUIar.

[TauueHTHTE MOraT Aa MpoabJKaAT MpUeMa Ha AadHraTpaH eTeKCHIAT, KOraTo ¢a Mmogm0KeH! Ha
kapauosep3vo. He ce Hanara npekbepatie Ha neueHueTo ¢ gaburarpan erekcunar (150 mg nga bty
JAHEBHO) MPH NMAUHEHTH, MOANOKEHH Ha KaTETbpHA abnaluus Ha IpeIChPAHO MBKIEHE (BXK,

TOouKa 4.2).

Heo®xonumo e noBUileHO BHUMAaHHE, KOraTo J€UeHUETO BPEMEHHO CE IPEKPaTH Nopajd HHTEPBESHUMH
H Cce nNpenopbYBa MOHUTOPHPAHE HA aHTUKOArynauuaTa. [1py nauueHTH ¢ OBOpeYHa HEJOCTaTbYHOCT
KJTHPBLHCBHT Ha Ja0MraTpaH Moke aa MpoIb/KH Mo-AbIro (BiK. Touka 5.2). Toa TpaOBa Aa ce B3eMe
NpenBHA NPEIH BCAKA Npolenypa. B Takusa cllyuan KoarynaldoHeH TecT (Bx. Toukd 4.4 u 5.1) moxe
[a IOMOTHE 1a CE ONpeaeny AAJIH BCE OLIE MMA HApYLUEHUAE Ha XEMOCTA3aT4a.

Cnewny xupypeuunu onepayul il HeOnI0ICHY RPOYeoypu

[TprembT Ha gabGuraTpan eTekcuaar TpadBa a Obae BpeMeHHO NpekpaTeH. AKoO € HeoOX0AnMOo OBP30
HEYTPANU3HUPAHE HA AHTHKOAryJJaHTHHS eeKT, MOXKE J1a C¢ H3IION3Ba CNEUUGHIHOTO HEYTpanu3npailo
CpPeACTBO Ha JaburaTpa eTekCunar (Mpapyun3yMad) 3a sp3pacThu nauueHT. EdukacHocrra H
De301acHOCTTa Ha HIAPYLIK3YMal HE Ca YCTaHOBEHH MPH NEAMATPHUYHH NauMeHTH, JJadburatpad Moske
na Obae OTCTpaHeH NOCPEACTBOM XEMOHATH3A.

[Tpw npeycTanoBsBaHe Ha TEPANHUATA C JaOUraTpaH NAMEHTUTE Ca M3JIOKEHH HA TPOMOOTHYEH PHCK,
CBbP3aH ¢ OCHOBHOTO UM 3a00/aBaHe. JleueHueTo ¢ 1adMraTpaH eTeKCHIIAT MOXKE 1A C€ Bb30OHOBH
24 yaca cre/ IPUACXKEHHE HA HIAPYLUH3YMal, ako MALMECHTHT € KITMHUYHO CTabHNeH H € NOCTUIrHATE
alEKBATHA XEMOCTa3za.

Xupypeuvry onepayuu/ unme peenHyun Npu ROOOCHPY CoCIOAHUA

IIpuembT Ha nabMraTpaH eTekcuiat TpabBa BpeMEHHO Ja ce npekpaT. I1o BE3MOXHOCT,
XHPYpryUuHaTa onepalus/HHTepBeHUMA TPAOBA Jla ce OTNOXKH 10 W3MHUHARAHETO Ha Hal-Manko 12 vaca
CIiEI NPUEMA HA MOCJIEAHATA 103a. AKO XMpYPru4HaTa onepauHs He MOXKe J1a ¢€ OTJIONKH, ChILECTBYBa
MOBHIIECH PHCK OT KbPBeHE. T03n pHEK TpAOBa [a ce OLUEHM CrIPIMO CIIEIIHOCTTA H3 HHTEPBCHLIHATA.

[lranosa xupypeuuna onepayus

[1IpH BBE3MOXKHOCT, MPHEMBT Ha Aaburarpad eTekcuiat TpsadBa 1a ce NpeKkpaTy Hal-Malko 24 yaca
MpeAn H3BLPLIBAHETO HA HHBAZMBHA WM XMpYpPruyHa rpouenypa. [IpekparasaHe npuema Ha
naburarpat erekcunar 2-4 JHU Opeau XUpypruyda ornepaia Tpadsa aa ce vma fApeaBH]I pH
MALMEHTH C NMOBHLLEH PHCK OT KbPBEHE HJIM B CJiy4al HA royigMa onepalus, [IpH KoATo MOXe [a €
HeoOXxoquma fIb/THa XemMocTasa,

Tabnuua 6 obodaBa npapyUaTa 3a NpekpaTABAHE HA IPHEMa Npeay HHBA3HBHH WH XH
NPOLEAYPH MPH Bb3PACTHH MALKUEHTY.

NpPONeXYPH HPH BL3PACTHA NANIHEHTH



brbpeuna pHOAU3HTENCH )i [TpueMbT Ha AaburatpaH eTekcHaart TpAOBa Ja e Cnpe npeiu
Gynkuusa (CrCL [nonykuBOT (dacoBe IJ1aHOBA XHUPYPrH4iHa onepauus

B ml/min) BUCOK pHCK OT KbpBEHE WK CraHaapTeH pUcK
roJiiMa XUpypruuHa onepaius

>80 ~ 13 2 [THY NPEABAPHTEITHO 24 yaca npeaBapUTE/IHO

>5(-<80 ~ 15 2-3 1HH NIPEIBaPHTEITHO |-2 AHH peaBaAPUTEIHO

>30-<50 ~ 18 4 nHH peIRaApUTEIHO 2-3 IHY PEeABAPHUTENHO
(>48 uaca)

[Ipapunara 3a npexkparsBaHe Ha NPUEMA NPEIH UHBA3UBHHU HITM XHPYPIrHUHH [1POLCIYPH NIPH
MeJIMaTPUYHH NaUHEHTH ca 0000meHH B Tabuna 7.

Tabnuna 7:  IIpaBuna 3a npekparapaHe HA NpHEMA NPeIH HHBA3HBHH HJIH XHPYPTHYHH
nNponelypH NpH NeAHATPHYHH NANHCHTH

buOpeuna pyukuus (MCI'd ﬁnupaﬁe Ha nabuvraTpaH npeau MJ1aHoBa XUpypruyHa
B mI/min/1,73 m?) nepauys

>80 24 yaca rnpeJBapHTETHO

50 — 80 2 HH NPeBaApUTEIIHO

<50 Te3u NAUMEHTH He ca MpoyuBaHH (Bx. Touka 4.3).

Crunanna anecme3nus/enuoypaisa anecme3ust/aymoaina NyHKyus

[IpoueaypH KaTo cNMHAIHAE AHECTE3HUS U3HMCKBAT MLJAHOLICHHA XEMOCTATHYHA (PYHKIIHA,

PrckBbT OT CIMHANEH KWK E11HTypalieH XeMaTOM MOXKE Ja C€ NOBULIY [IPH CIyYad Ha TPABMATHIHU WIH
MHOTOKPaTHH MMyHKLMH W [IPH NMPOALLKHATENHA yroTpeda Ha enmuaypaniy kateTp. Crien
OTCTPaHABAHE HA KaTeTbp TpAOBa Na MUHAT HAN-MAJIKO 2 Yaca Mpean NMPHIKEHHETO HA TbPBATA /1032
paburaTpal eTekcHnar. Te3H nandeHTH W3HCKBAT YECTO HAOMOIEHHNE 32 HEBPOJIOTHYHH MPU3HAUM M

CUMITTOMH Ha CIMHAJICH WX eNnMIyPaleH XeMaToM.

locmonepamusna gaza

Cien uHBa3MBHATA NPOLETYPa WM XHPYPrHYHATa HHTEPBEHLIMA JeYEHHETO ¢ JaburaTpaH eTekcunar
Tp0Ba Ja ce NOJHOBH/3aII04HE BB3MOXKHO HAI-CKOPO, [IPH YCJIOBHE Y€ KIIMHHYHATA CHTYaLUs
MO3BOJIABA M HMA aJICKBATHA XEeMOCTasa.

Heobx01uMMo € 0BHIIEHO BHUMAHHE NMPH NAaLHEHTH ¢ PUCK OT KbPBEHE MK MALMEHTH ¢ PHCK OT
CBPBXEKCIIO3ULHA, 0CO0eHO MalHEHTH ¢ HaManeda 6b0pedna pynkuma (Bx. b0 Ta0mua 4) (BX.
TOuka 4.4 u 5.1).

[TaieHTyH ¢ BHCOK OnepaTUBeH PHCK OT CMBPTHOCT H € BhTPELIHH PUCKOBY HAKTOpH 34
TPOMOOEMOOIUYHHN CHLONTHA

ChiecTsyRat OrpaHHuCHH JaHHH 3a epUKaAcHOCTTA H De30NacHOCTTa HAa NabAraTpay €TeKCHNaT npu
TE3M NAUHEHTH H MOpaJiK TOBa Te TpAGBa Aa ObAT JIeKyBaHH ¢ IIOBHUIEHO BHHMAaHHE.

YepHonpobHo yBpexknane




uepHOAPOOHO 3aD0JIABAHE, 32 KOSTO Ce 04YaKBa [ja UMa OTPAXKEHUE BLPXY NMPESKUBACMOCTTA, €
MPOTUBCNOKA3aHO { BK. Touka 4.3).

Bsaumoneiicteue ¢ P-gp HHAYKTOpPH

CHIbTCTBALLOTO NPpHIOKeH e Ha P-gp HHAYKTOPY ¢¢ OYaKBa 14 NOHHKH ILIa3MEHHTE KOHLUCHTPALH M
Ha fabMrarpad W Tpsdea na ce u3dsrea (Bxk. Toukd 4.5 1 5.2).

[TaunenTu ¢ aHTHochonunnaeH CUHIPOM

JlupekTHo AelcTBaIMW nepopantu aHTuxkoaryaanTy (JJAMOAK), BknroudTenso naburarpaH
€TCKCHIIAT, HE C€ MPENOPBLUBAT NPH NALKMEHTH ¢ aHaMHE3a 3a TpoMD03a, KOHTO €a JHArHOCTHLMPAaHH C
antugocdonunuaeH cuHapom. [o--crienHanHo npu TPOHHOMO3HTHUBHH MAUMEHTH (38 JIyMyCeH
AHTUKOATYJIAHT, AHTHKAPAHOIMITMHORH aHTUTENIA M aHTHUTENA cpewy Oera-2-riukonpoTtenH 1),
neuenuero ¢ JJITOAK moxe na 6b/e cBbP3aHO ¢ NOBHIIEHA YECTOTA HA MOBTAPALLM € TPOMOOTHYHY
CHOMTHA B CPABHEHHE C TEPANMAITA C AHTAOHUCT Ha BUTaMHH K.

Hudapkr Ha Mmuokapaa (MM)

B npoyupaneto RE-LY da3za III (ITMIIM, Bx. Touka 5.1) obmara yecrora Ha UM € 0,82, 0,81 ¢
0,64%/roauHa cbOTBETHO 3a nabdburarpan erekcunat 110 mg iBa METH JHEBHO, NA0HraTpaH CTEKCHNAT
150 mg nBa mbTU AHEBHO H BapdapHH — YBETHYEHHKE B OTHOCHTENHHS PHCK 3a faburarpad oT 29%
27% B cpaBHeHue ¢ Bapdapun. He3aBHCHMO OT NIe4eHHeTO, Hak-BUCOKHAT abcomoTeH puck o MM ce
HaOMIoNABa B CIIEAHWTE NOArPYIIM, ¢ NOA0DEH OTHOCHTENEH PHCK: NALIMEHTH ¢ npeauwen UM,
MALMCHTH 205 rOAMHHU ¢ 1Ha0ET WM KOPOHApPHA apTepHaiHa OONECT, NAlHEHTH C JIEBOKaMEPHA
$dpakums na uztnackBane <40% u nauueHTH ¢ ymepeHa 6u0peuHa nucyHkima. B 1onsiHeHHe
no-BUCOK puck oT UM ce Habmogasa npu nauMeHTH, MpHeMally cbmbTeTBalo ACK mioc
KAOMMUAOTPEST WIH KIOMUAOrPes CAMOCTOATEITHO.

B Tpute akrHBHO KOHTpONtMpany npoyueaHus (asa Il 3a [IBT/BE ce chobiliapa no-Bucoxa 4ecrTora Ha
ciTyuan Ha UM npu nauvenTute, npuemaiuy gaburaTpal eTeKCHIIAT, B CPaBHEHHE C T€3H, NPHUEMAlLK
papdapun: 0,4% cnpsamo 0,2% B kparkocpounure npoyusatusi RE-COVER u

RE-COVER II u 0,8% cripamo 0,1% B avarocpounoto uznureane RE-MEDY . Y peinuennero ¢
CTATHCTHYESCKH 3HAUYUMO B TOBA npoyusaHe (p=0,022).

B npoyueaneTo RE-SONATE, koeTo cpasHsBa jaburarpad erekcunar ¢ waunedo, yectorara Ha MM ¢
0,1% mpH nauMenTHTe, NpUeMallH fadburatpan erekcuar, U 0,2% npy narueHTATE Ha MU1aueodo.

[ManuenTH ¢ akTHBHO oHkomoruyno 3abonseane (JIBT/BE, BTEC npu neaMarpuiHy NaMeHTH)

He ca yctaHoBeHM edrkacHocTTa ¥ H30IaCHOCTTa NPY NALMEHTH, CTPAJAIlH OT AKTHBHO
oHkoJioruuHo 3abonasare U JIBT/BE. Mma orpannuesn naHHu 3a edykacHocTTa U 0€30MacHOCTTA MpH
MeAHaTPUYHA NAUHECHTH ¢ aKTHBHO OHKOJIOTHYHO 3ab0onsBaHe.

[lennatpuyHa nonyaauus

[Ipy HAKOM NEeAYATPUYHH NAUMEHTH CbC CTPOrO crelMuIHU 3a00/sIBaHUA, HAMP. MAUHEHTH C DOJIECT
HA THHKUTE YEPBa, NPH KOUTO MOXE Ja € 3acerHata abcopdiumaTa, TpadBa na ce 0OMHUCIH
M3110JT3BAHETO HA AaHTUKOArYIAHT, KOUTO € MpUiara rnapeHTepaiHo.

4.5 BianMoneiicTBHe ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYTH GOpMH HA B3a
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P-gp nuxnouTopu (Bxk. Tadauia 8) ce ouaksa Aa nopene 10 NOBULIEHH HHBA HA I1a3MeHaTa
KOHUEHTpauus Ha 1adburarpaH.

AKO He e NpeanucaHo Apyro, ¢ HeoOX0 MO BHUMATENHO KIHHHYHO HAOnoaeHHe (ChejieHe 34a
MPU3HALK HA KbPBEHE WIH aHeMHs ), Korato JaburarpaH ce npuiara eIHOBPEMEHHO ¢ MOIIHHU P-gp
HHXHOHUTOpH. MoXKe na ca HeoOXoAHMHU HaMansiBaHKs Ha Jo3aTa B KoMOMHAUKA ¢ HAKoW P-gp
MHXUOMTOPH (B3K. Toukk 4.2, 4.3, 4.4 n 5.1).

Tabaunoa 8: BiaumoaelicTBHA ¢ TpAHCHOPTEPH

P-gp unxupumopu

ICenvmemsaigama ynompeda e npomugonokasna (8. mouxa 4.3)

KeToKOHAZO0N KetokoHazon nopuiapa toraaute AUCQ-00 U Cmax CTOHHOCTH Ha

naburatpad croteeTHO 2,38 mbTi ¥ 2,35 MbTH Cliel eAHHAYHA NEpOpaHa
no3a 400 mg u cboTBeTHO 2,53 mbTH H 2,49 NbTH Clie] MHOMOKPATHO
nepopanio npunoxeHue Ha 400 mg keToOKOHa30a BeJHLK JHCBHO.

{poteaapox [Tpu eAHOBPEMEHHO NIPUIOKEHHE HA 1aDUraTpaH eTeKCHIaT 1
npouenapon TotanHute AUC(-c0 M Cmax CTOHHOCTH Ha JabHrarpax ce
YBENHYaBaT CbOTBETHO OKOJIO 2,4 IbTH U 2,3 IbTH CJ1EX MHOTOKPATHO
npunoxernne Ha 400 mg ApoHeaapoH JBa MBTH AHEBHO H CHOTBETHO
okono 2,1 nbTH ¥ 1,9 mbTH cnest ennunyba nosa 400 mg.

HrpakoHazon, Bb3 OCHOBA HA PE3YNITATUTE M Vilro MOMKE /12 C€ O4aKBa MOJ00EH edEKT,
HUKJIOCOPUH KAKTO C KETOKOHA30JI.

I'nexanpesup/mubpentaceupChibTeTBaIaTa Yrorpeda Ha 1aburatpaH eTEKCHIAT ¢ KOMOWHAUMATA C
GUKCHPAHHY 1034 Ha P-gp MHXUOMTOPHTE reKanpeBHp/ MHOPEHTACBHP
MOKA3Ba YBE/AMUYaBaHE Ha €KCMOZULIMATA HA Ja0duraTrpaH U MOXKE Aa
NOBHLIN PUCKA OT KbPBEHE.

\Convmemeauama ynompeoa ne ce Rpenopwrusq

Takponumyc /n vifro & yCTAHOBEHO, Y€ CTEMEHTA Ha HHXUOHTOPHHA €QEKT Ha
TAKpPOAMMYC BBPXY P-gp € noaobHa Ha Tasu, HabiroaaBaHa npu
HTPAKOHA30]1 H UMKJIOCTIOPHH. EHOBpEMEHHOTO MPUIOKEHHE Ha
naburaTpaH €TeKCHIAT C TAKPONHMYC HE € NPOydEHO KITHHHYHO.
Bhnpekd TOBA, OTpaHUMEHUTE KITHHWYHH NaHHY OT Apyru P-gp cybcTpary
r(eBeponumyc) npeanonarat no-cnado uHxudbupase Ha P-gp or
TAKPOJHUMYC, B CPaBHEHHE ¢ HAOMIOAABaHOTO NMpH CUNHU P-gp
MHXHUOUTOpPH.

Heobxo0umMo e NoGUIueHO SHUMARYE HPU CoNBICMEaa ynompeba (6xc. mouku 4.2 u 4.4)




Bepanamun

Korato naburarpan etekcinar (150 mg) ce npunara e1IHOBPEMEHHO C
nepopasieH sepanamun, Cmax u AUC Ha naburarpal ce yBEIHYaBAT, HO
CTEMEHTA Ha Ta3H NMPOMSHA € pa3iiH4Ha B 3aBUCUMOCT OT BPEMETO HA
npremMane ¥ GopMara Ha BepanaMui (Bx. Touku 4.2 u 4.4).

Haii-roasmMoTo NOBMILABAHE Ha eKCNO3HIMATA Ha Jaburarpan ce
Ha0moaapa Npy NbpBaTa 403a HAa BEpanamuil ¢ HezabaBHO
Ecseﬁomaaaﬁe, InpueTa e/lMH Yac Mpeay npruema Ha nadburarpan

Texcuaar (yBesivyapaHe Ha Cmax okono 2,8 nuti M Ha AUC okoT0 2,5
nbTH). EQekTbT nporpecMBHO HAMANSBA MPH MPUIOKEHHE HA hopMaTa ¢
VIBIDKEHO 0CBOOOsKAaBaHe (yeenuuaeaHe Ha Cmax okono 1,9 mbTu v Ha
AUC oxosio 1,7 0bTH) WK Npy DPHNOKEHHE HA MHOTOKPATHH A03H
BepanamMui (yBeanyasane Ha Cmax okono 1,6 netut U Ha AUC okonol,5
NbTH).

He ce HabmonaBa 3HauUMMO B3aUMOJCHCTBHE, KOTaTO BepanaMui ce
npueMa 2 yaca ciieq aadurarpad eTekcunar (yBenyduaegaHe Ha Cmax
okono 1,1 nbty 1 na AUC okono 1,2 mbrH). Toea ce obgcHsBa ¢
nenHaTa abeopOLHa Ha AaburatpaH caea 2 yaca.

AMHOIAPOH

Korarto maburaTpaH eTeKCHIIaTCE MpHJiara €4HOBPEMEHHO ¢ eIMHUYHA
nepopantHa a03a 600 mg aMHOAapOH, CTENENTA H CKOPOCTTa Ha
aGcopOLMs HAa aMHOJAPOH ¥ HA akTHBHUA My meTaboaut DEA no
cbLuecTBO He ce npoMeHAT. AUC n Cmax Ha paburaTtpaH HapacTBar
ICBHOTBETHO OKOIO 1,6 nbTH K 1,5 nbTH. [lopaan ABIrka NOAYKHBOT HA
aMHOAPOH BB3MOMKHOCTTA 3a B3aUMOIEHCTBHE MOXKE A CbLIECTBYRA

CeIMUILIH cjie] TIPeKpaTIBaHe Ha JIEYEHHUETO C AaMHOAAPOH (BXK. TOYKY 4.2
u 4.4).

XHHHIHH

XHHHAMH € puiarad karo go3a or 200 mg Ha ecexu 2 yaca 10 o0uIa
no3a 1 000 mg. Jlaburarpan eTexkcunar € npunaraH ABa NbTH AHEBHO B
npoab/KeHHe Ha 3 MOCTENOBaTENIHH THW, ChC HiH 0€3 XUHHAKH Ha
TpeTHs aeH. AUCT ss M Cmax,ss Ha naburatpaH ce yBelIn4aBaT CpeHO
CLOTBETHO 1,53 mbTH M 1,56 bTH (IpH CHITBTCTBALUO OPHIIOKEHUE HA
XHHHIHH {BXK. TOUkH 4.2 1 4.4).

KorapurpomMuumH

Koraro kwiapurpomuind (500 mg ABa mMbTH IHEBHO) CE€ MPHJIAra 3a€IHO ¢
naburaTpad eTeKCUIAT MPH 31paBH JoOpoBonLM, ce HabJoaaBa
nosHulwasane Ha AUC okoso 1,19 by 1 Ha Cmax okono 1,15 nbTw.




Tuxarpenop Korato enuHuuHa no03a ot 75 mg qaburaTpaH eTeKcyiar ¢¢ npuara
¢1HOBPEMEHHO ¢ HaToBapBaula 103a oT 180 mg Tukarpenop, AUC u
Cmax Ha gaburatpal ce nopuiuasaT cboTeeTHO 1,73 neTu 4 1,95 nbTH.
Criea MHOTOKpATHM 1034 Ha THKarpeaop 90 mg, iBa [TbTH JHEBHO,
VBEIKHUABAHETO HA EKCIIO3HLMATA Ha naburaTpad e 1,56 nbTH 1 1,46
NbLTH, cboTBeTHO 3a Cmax H AUC.

(ChObTCTRALTOTO NPHIOKEHWE Ha HATOBApBAILa 103a THKarpenop 180 mg
1 naburarpad erekcunar 110 mg (B cTAMOHAPHO CHCTOSHHE) MOBHILIABA
AUCT,ss 1 Cmax,ss Ha naburarpat ceoTeeTHO 1,49 mptv ¢ 1,65 nbTH B
|cpaBHeHHe ¢ JaburarpaH €TeKCHAAT, IpUJIaraH caMmocrogresino. Koraro
Hatorappaiua ao3a ot 180 mg Tuxkarpenop ce aasa 2 Haca ciae npueM Ha
110 mg naburatpax eTexcunar (B CTALHOHAPHO CLCTOAHHE),
noprinaBaneTo Ha AUCT,ss 1 Cmax Ha maburatpan HamanABa CbOTBCTHO
no 1,27 obTd ¥ 1,23 mbTH B cpaBHEHHE ¢ AaduraTpaH €TeKCHIAT,
NPHJIAraH caMoCTOATENHO. TakbB HE3ACTBIBALL C€ NIPHEM €€ TNPENOPHYBY
[IpY 3an04YBaHe HA THUKArpenop ¢ HaTOBapealla J034a.

ICebTCTBALLOTO MpHAOKeHUe HA 90 mg THKarpenop Asa MbTH THEBHO
(noaabpxaiwa no3a) 4 110 mg paburarpaH ereKcunar rosHIiNaBa
kopurupanute AUCT,ss 1 Cmax,ss Ha naburatpaH CbOTBETHO 1,26 nbTH
H 1,29 nbTH B CpaBHEHHE ¢ qaburarpan eTeKcunar, npujiaran
CaMOCTOATENHO,

[TozakoHason Ilo3akoHaz00 ChIO HHXHOMpPA B HAKAKBA cTenen P-gp, HO TOBa He €
MPOYYEHO KIMHUYHO. ENHOBpeMEHHOTO NpUioXeHUe Ha 1adurarpaH
€TEKCUIIAT ¢ MO3aKOHA30JI Hajlara BHUMAaTeIHO NPOCIesABaHE.

P-op unovkmopu

ICvnvmemeaiyama ynompeba mpapea oa ce uzbnzea.

Hanp. pudaMnuaumt, kT |CLHLTCTBam0To NPUWIOKEHHE C¢ OUAKRA 1A JOBE/IE 10 MOHWKaBaHe Ha
kantapuoH, (HybEricum  koHueHTpauuaTa Ha aadurarpaH.

BErforatum), kapGamazenun
WIH PeHHTONH IIpeMeauKaumMaTa ¢ H3CACIRAHMA HHAYKTOp pudamMnuuMHy Npu 03a

600 mg BeAHBK IHEBHO 32 7 IHU MOHKABa OOWIATA THKOBA
KOHLIEHTpaLUMa Ha gaburaTpaH v odLaTa eKCro3HLHA CbC ChOTBETHO
65,5% u 67%. Unnyuupaliuar eQekT € NOHWKEH, KOETO BOAM 10 HUBO
Ha €KCMO3MLMS Ha qaduratpan, 61u3ko 1o pedepeHTtHara CTOMHOCT A0
AeH 7 cieq cnMpaHe Ha TeUeHHETO ¢ pHpaMITHLIHH,

He e nabaonaeato no-HaTaThIIHO NOBHILSHHE HA DHOHATTHYHOCTTA Cle/
owe 7 OHH.

[ [pomeasi unxuOUmopu, Kamo pumonasup

Cenvmemsaiyama ynompeba He ce npenopuvisd

Hanp. puTroHaBup u ¢ nosnuABaT P-gp (KakTo KaTo HHXMOHTOP, TaKa U KaTo
KOMOHHALIMKATE MY € APYFH |HE ¢a OWIIH NPOyuBaHH, MOPaAH KOETO He CE Mpenophy
npoTeasH MHXUOUTOPH CBITBTCTBALLO JIEHEHHE C NA0HUraTpaH eTeKCHaT.
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P-gp cyocmpam

JMrokcuH B npoyusaxe, npoelieHo ¢ 24 3apaBy 100pOBOLH, NPH
€AHOBPEMEHHOTO NPUIOKEHHE Ha JaDUraTpaH eTEKCHIAT H TUTOKCHH HE
Ica HabnoAaBaHU MPOMEHH B EKCIIO3MLIMATA H& JIUTOKCHH H KIIWHHYHO
3HAYMMH [IPOMEHM B €KCNO3HLMATA HA AaburaTpaH.

AHTHKOAIYJIAHTH M JCKAPCTBEHH NPOAYKTH cpellly TPOMOOUHMTHA arperauys

JIMMCBA WK CHIECTBYBA CAMO ONPAHHYCH OIUT CbC CIEAHNTE JISHUEHHS, KOUTO MOrar /1a NoBULIAT
PHCKA OT KbPBEHE, KOTATO €€ MPUIAraT CbIbTCTRAILO ¢ Ja0UraTpaH €TeKCHIaT: AHTHKOAry/JaHTH, KaTo
Hedpakunonupad xenapud (HOMX), nuckoMonekynnu xenapuiu {(HMX) v xenaprunosy npoH3BoAHH
(ponnanapHHyKC, AE3UPYAMH), TPOMOOIMTHYHH JEKAPCTBEHU NPOIYKTH H AHTArOHHCTH Ha BUTAMMH
K, puBapokcabaH WIH Apyrd aHTHKOAryIaHTH 3a ePOPaHO NPUNOKEHHE (BXK. ToUKa 4.3), Wiu
NEKapCTBEHH MPOAYKTH cpewy TpomOouuTHa arperaums, karo GPIIb/llla peuenTopHH aHTArOHUCTH,
THK/IONUAMH, NPACYTPeNi, THKArPesop, ASKCTPaH U cyadunnupazoH (Bx. Touka 4.4).

Ot pannnTe, cxdOpaHn no Bpeme Ha daza [l npoyusane RE-LY (8. Touka 5.1), € HabmoaasaHo, e
CBOBTCTBALIATA YNIOTpeda HA APYTH NEPOPAIHY HITH NAPSHTEPATHU AHTHKOAryJIaHTH NMOBHILIARA
4ECTOTATA HA FOJIAMO KbpBEHE MPHOMHU3UTENHO 2,5 MbTH, KAKTO MPH Ja0MrarpaH €TeKCHIIAT, Taka H
MpH Bap(hapuH, [MABHO B CUTYALWH, CBbP3aHH C IPEMWHABAHE OT €AMHUA aHTHKOAryJIaHT KbM JpYrUs
(Bx. TouKa 4.3). OcBeH TOBa, ChIbTCTRAIATA ynoTpeba Ha anTuTpoMboTHunK cpenctea, ACK uan
KJIOMUAOTpes NPHOIU3UTEIHO YABOSBA YECTOTATA HA TOJIAMO KBPBEHE, KAKTO NMpU Aabnrarpan
€TEKCHJIAT, Taka M Npu BaphapuH (BxK. Touka 4.4).

H®DIX Moxke [a ce npunara npy 1034, HeOOX0AHMH 3a NOIABLP/KAHE HA NPOXOJIHMOCTTa Ha LIEHTPAfiEH

BEHO3EH UJIM apTEPHAIICH KaTeThP WAH [0 BPeMe Ha KaTeThbpHa adnauMs 1pH NPeAchpAHO MbKACHE
(B, TOuKa 4.3).

Tabauna 9: BzaumoaeHcTBAS ¢ AHTHKOATYJIAHTH H JIEKAPCTBECHH NMPOAYKTH Cpeiy
TPOMOOIHTHA arperanua

HCIIBC I Ipunaranmte 3a kpatkocpouna ananresnss HCIIBC se ce cBBp3Bat ¢ NoBUILCH
PHCK OT KbpPREHE, KOTaTo ¢e fIpUIIaraT ChIrbTCTBAILO C JA0UraTpaH €TEKCH.IAT.

I Ipu npoawixurenda ynorpeda B npoyusaHeto RE-LY HCIIBC ysennyasar
IPUCKA OT KbpeeHe ¢ okolo 50% kakTo npu AabHraTpaH €TeKCHIIAT, TaKa U NpH
BapdapuH.

Krionunorpen | Ipn MiaaH 3apaBu 1OOPOBOALM OT MBXKKH MOJT ChITETCTBAIIOTO NPHIOKEHME HA
naburaTpaH eTeKCHIAT U KIIONKWAOTPEN HE € JIOBENO A0 AOMBAHHTENHO

YV IB/DKABAHE HA BPEMETO HA KANWIAPHO KbPBEHE B CPABHEHHE C MOHOTEPAIHA C
knonuaorpelr. Ocsed ToBa AUCt ss 1 Cmax,ss. H H3MEPHTEIMTE Ha KOary1alMara

34 edekTa Ha gaburarpaH, WiH HHXHOMpaHeTo Ha TPOMOOLIMTHATA arperauus KaTo
HIMEPUTEN Ha epeKTa Ha KJIONHAOTPEl, MO ChIWECTBO OCTABAT HEMNPOMEHEHH TPH
cpaBHABaHE HAa KOMOHHHPAHOTO JICYEHHE H CHOTBETHUTE MOHOTEpanuH. [Tpu
HaTosapBaila A03a 300 mg wnu 600 mg knonuagorpen, AUCt ss 1 Cmax,ss Ha
naburarpal ce nosuiasat ¢ oxoso 30-40% (Bxk. To4ka 4.4).

ACK EnHoBpeMenHoTo npunoxkenHue Ha ACK v 150 mg naburatpan eTekeunar 1sa IbTH
NHEBHO MOKE Jla MOBHILK PHCKAa OT BCAKAKBO KbpBeHe OT 12% A
cpoTBeTHO nipy no3M 81 mg u 325 mg ACK (BX. Touka 4.4).




Huckomonekyanu  ChbTCTBALIATA YIIOTPeHa Ha HHCKOMONeKyanH xenapuru (HMX), karo
xenapuuy (HMX) eHokcanapuu v naburatpaH €TeKCHIIAT, HE € CNeUMalIHO npoy4saHa. Caen
NpeMUHABaHe OT 3-IHEBHO JIeYeHHE ¢ eHokcanapuH 40 mg s.c. BEAHBK HEBHO,
24 yaca cnej AOC/AEAHATA 1033 €HOKCANapUH, eKCMO3UIUATA Ha adurarpaH €
OnIa MAJIKO NO—HKUCKA, OTKOJIKOTO Ta3W, HENOCPEACTBEHO CJIE MPHI0KEHHETO
aMo Ha qaduraTpad eTekcu1at (eanHHyna ao3a 220 mg). Habmoaasana €
no-eucoxa autu-FXa/Flla akTHBHOCT Crie npUIoKeHKe HA JaduraTpal €TeKCHIIAT
IC IpeABAPUTENHO JEHEHHE C EHOKCANAPHH B CPABHEHHE C JICUEHHETO CaMo C
nadburatpan erekcunar. CuMra ce, Y€ TOBA C€ ALJDKH HA TIPOAB/DKATETHOCTTA HA
edeKTa Ha eHOKCaNapHH e/l JCUEHUETO (Carry-OVer e(beKT) H CICI0BATSTHO HE
KITHHUYHO 3HAYMMO. UCTaHANIMTE Pe3yATaTi OT aHTHKOAryJIaLHOHHH
U3CACABAHMS, CEBP3aHU ¢ Aa0UraTpaH, He ca MPOMEHEHH 3HAYUMO OT JIEYEHHUETO
EHOKCanapuH.

JApyru B3auMoaeHCTBHS

Tabdanna 10: Jpyru Bzanmoneincrens

Ceaexmugnu UHXUOUMOPU HA 0bpamHomo 3axeauiane na cepononunda (SSRI) wiu ceaexmuenu
UHXUDUMOPU HA 0OPAMHOMO 3aX8AUAHE HA CePOMORURA U Hopenune@puna (SNRI)

SSRI, SNRI SSRI n SNRI noeuinasat pucka OT KbpBEHE BbB BCHUKH I'PyITH Ha JICYEHHE B
npoyusaHeTo RE-LY.

Bewgecmeq, koumo noeauseam cmomawromo pH

[TanTonpazon  [IIpu enHOBpeMeHHO NMpWwickeHHe Ha AadUraTpaH M NAHTONPa3soJl e HabJIoaaBa
npudusuTentHo 30% namanenne Ha AUC na naburatpas. [lantornpason v Apyru
MHXUOKUTOPH Ha ripoToHHata noMna (UI1IT) ca npunaraHi e THOBPEMECHHO €
naburaTpaH B KIMHHYHW Mpoy4BaHus | cunbTeTBawoTo nedeHue ¢ HIII we
H3rJISKAA Aa HamansaBa euKacHOCTTa Ha AaburaTpaH.

PanuTuauH [IpyMnOXXEHHETO Ha paHATUAMH 3aeIHO C JadUraTpaH €TeKCHIAT HE OKa3Ba KJIWHUYHO
3HAYUM edekT BbpXY cTenenTa Ha abcopbims Ha AaduraTpa.

BsanmoneHcTBrA, CBBbP3aHK ¢ MeTabONHTHUA npodin Ha AaburaTpad eTekcwiar ¥ laburarpad
Jaburatpan eTekcunar v nadurarpaH He ce MeTaboIM3KPAT OT cHcTeMara Ha LUTOXpom P450 n HaMar
in vitro epekTH BbPXY YoBellkuTe IUTOXpoM P450 ensumu. CnenoarenHo, ¢ gaburatpaH He ce

OYaKBAaT CBbP3aHH JEKAPCTBEHH B3aHMOACHCTBHA.

[leaMaTpHuHa NOMyIaLMA

[TpoyuBaHuATA 32 B3aUMOACHCTBHS ¢4 APOBEXKIAHH CAMO IIPH Bb3PACTHH.
4.6 D epTHIANTET, OPEMEHHOCT H KbLPMEHE

KeHu ¢ geTepoaeH NoTeHUal

XKeHd ¢ nereponeH noTeHIMan TpAGBa na U3GArBaT OPEMEHHOCT MO BPEME HA SIEUEHHE
€TEeKCHNAT.

bpemMeHHOCT

HMma orpaHnyuenu naHHH ot yriorpebata Ha JaburaTpaH eTekeuw;1aT npyu OpeMeHHH 5 ECERA



[IpoyuBaHHsTa NPH XKHUBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BXK. To4Ka 5.3). [loTeHUunaHHAT
PUCK NIPH XOpa HE € U3BECTEH.

Jlaburarpan eTekcuiiatr He TpaOBa 1a ce npynara 1o BpeMe Ha OPEMEHHOCT, OCBEH B CJIy4aH Ha
KaTCrOpUu4Ha HEOOXOMUMOCT.

Kbpmede

Hama KJTHHYYHYU A3HHH 34 epeKTa Ha AabHrarpaH BbpXY KbpPMa4eTaTa M0 BPEME HA KbPMEHE.
KupmeneTo TpadBa Ja ce npeycTaHoBH NO BPEME Ha JIEYCHHeE ¢ 1aburarpaH eTeKcuiar.

Oeprunurer
Hsma raHHM OpH Xopa.

[Ipu npoy4YsaHHs BbPXY »HUBOTHY & HabmoaasaH e(peKT Bbpxy (PEPTHAHTETA MPH KEHCKHATE 1101
jopmaTa Ha HamansBaHe Ha OpPOA HA UMNIAHTALIMMTE U NIOBULIABAHE HA MPEIVMIUTAHTALIMOHHHTE
3ary0u ripu go3a 70 mg/kg (5-xpardHoTo HUBO Ha Ia3MeHa eKClIo3HUHA TIPH naulmeHTH). He ca
HaOMIOAaBaHH APYTH eheKTH Bbpxy (depTinureTa npu skeHckure. Hama BavaHUe BLPXY PepTunurera
pu MBXKKUTE. [IpH 1034, KOUTO Ca TOKCHUYHH 3a MalkuTe (5- o 10-KpaTHOTO HMBO HA IUIa3MeHa
EKCTNIO3HLIHMS [1PH NALHEHTH), NPH ILTLXOBE H 3aiily ce HabmoaaBa HaMansaBaHe HA TEJICCHOTO TEITIO H
emOpHOdeTATHATA KUIHECTIOCOOHOCT, 38€AHO ¢ NMOBHIABAHE HA (PETATHUTE BapHaUuuH. B
NPEeHATANHOTO H MOCTHATATHOTO MpOYyUBaHe € Ha0M0AapaHo NIOBUILIABAHE HA (PETANHATA CMBPTHOCT
NpH 103K, KOMTO Ca TOKCHYHHU 3a MaUKWTE (1032, CbOTBETCTRAILA HA 4 NBTH NO-BHCOKO HUBO HA
nJ1a3MeHa EKCIIO3ULINA OT HADMOAABAHOTO TIPH NALHEHTH).

4.7 EdekTn BBpPXY cnoco0HOCTTA 32 1o HpaHe H padoTa ¢ MAIIHHH

JlaburaTpan eTeKCHJIaT He NOBINABA HIIK NMOBIHABA NPeHeOpeKUMO ¢niocoOHOCTTa 3a LIOgHpaHe H
paboTa C MaLIHHH.

4.8 Hexe1aHH JIEKAPCTBEHH peaKUHM

O6061enne Ha mpoduaa Ha 6e30nacHOCT

JlaburaTpaH eTeKCHIIAT € OLICHEH B KIIHHHYHY M3MUTBAHNUA [Tpu 0010 nipudnusurento 64 000
MauMeHTH, OT KOUTO npubaunsurenno 35 000 nauMeHTH ca NeKyBaHH ¢ 1a0draTpaH €reKCHIAT.

O0wo 22% or nauueHTUTE ¢ NPESACHPAHO MIKIEHE, IEKYBaHH 33 NPEBEHLIMA HA HHCYJIT H CHCTEMEH
eMOONIH3BM (IBITOCPOUHO NeueHke 10 3 roauuu), 14% ot nanuenTure, nekysanu 3a IBT/BE, n 15%
OT fIAUMEHTHTE, JIEKYBaHH 3a nipeBeHUus Ha [BT/BE, ca monyduny Hexenany peakuyu.

Haii-uecTo cboOlaBanuTe cuOMTHUA ca cyvad Ha KbpBEHe, Bb3HUKBALLM NP NPHONU3HTENHO 16,670
OT MALHEHTUTE C NPEACHPAHO MBXKAEHE, JEKYBAHH ABJATOCPOYHO 33a NPEeBCHUMS HA HHCYNIT H CHCTEMEH
eMOonn3bMm, ¥ nipu 14,4% oT Bp3pacTHMTE NauueHTH, JekysanH 3a JBT/bE. Ocsed ToBa ¥iMa ciydau
Ha KbpBeHe npyu 19,4% ot naunentuTe B u3nutBaHeto 3a npepexius va JABT/BE, RE- MEDY
(Bb3pacTHH naumeHTy), ¥ npH 10,5% or naunenTTe B H3nUTBAaHETO 3a npeBeHUns Ha /IBT/BE, RE-
SONATE(Bb3pacTHH nauHeHTH).

rojifMO H Ha BCAKAKBO KBPBEHE €a pasnpeaec/ieHy Cropel NokasaHHueTo H ¢a Nnoco
15 no-poay.

Bunpeku 4e e ¢ HUCKA Y€CTOTA NPH KIIMHUYHH TPOYYBAHHA, MOKE Ja HACTBIIH o
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KbpPBCHE, KOCTO HE3ABHCHMO OT MACTOTO HA Bb3HUKBAHE MOXKE [a J0BCAC 10 UHBATHAH3HPAHC,
KHUBOTO3ACTPpALIABALLO CECTOAHHUE WIH A0PH JIETAJICH H3XO0A4,

CnUChbK HA HEKETAHUTE peaKiMK B TaDAHYEH BHUJ

B Tabnuua 11 ca nokazaHu HEXENAHUTE PeaKuMM, YCTAHOBEHH B NMPOYHUBAHUATA U NOCTMAPKETHHIOBU
JAAHHH [PH NOKA3aHUATA NPEBEHLMA HA TPOMOOEMOQIHUEH MHCYIT U CUCTEMEH eMOOJTU3BM NPH
MAaLKeHTH ¢ NpeAcbpPAHO MbKIeHe, neueHHe Ha JIBT/BE u npesenuns Ha JABT/BE. Te ca rpynupanu
no cucreMo-opradHeHd Knac (COK) m no vectoTta ¢ ¥3n10/13BaHE HA CJIEAHATA KOHBEHIHA: MHOIO YCCTH
(> 1/10), vectu (> 1/100 no < 1/10), neuectu (> 1/1 000 go < 1/100), peaxu (= 1/10 000 no <1/1 000),
MHoro pefiku (<1/10 000); ¢ Her3BecTHA YeCTOTa (OT HATHYHKTE AAHHH HE MOXKE 1a Ob/e HanpaBeHa
OLICHKA).

Tabnnua 11: Hexxenann peaknan

YecToTa

COK/TIpeanounran TepMuH

[IpeBeHIMA Ha UHCYAT H
CHCTEMEH eMOOIHU3BM TIPH
MALKEHTH C MPeIChPAHO

JIBT/BE

Jleyenne Ha JIBT/BE u nipeseHuMa Ha

MbACICHE

HapylueHds Ha KpbBTd M TUMQHATA CHCTEMA
AHeMHA Yectr HeuectH
IMoHwKeH xeMoroOuH Heuectu C HeM3BECTHA YeCTOTa
TpombounToneHus HeuecTH Penku
[ToHMIKEH XEMATOKPHT Penxu C Hel3BECTHA YeCTOTA
HeyTponeHus C HEH3BECTHA YECTOTA C HeH38eCcTHA YECTOTA
ArpaHynouurosa (C HeM3BEeCTHA YE€CTOTa C HeH3BECTHA YECTOTa

HapyieHHs Ha HMYHHATa CHCTEMA
JlekapcTeeHa Heuectn Heuectu
CBPbLXYYBCTBUTETHOCT

. Obpus HeuecTH Heuectn
Iipypuryc HeuectH Hedectn
AHadunakTH4YHA peakuus Penku Penku
AHruoeaem Penku Peaxu
Yprukapus Peaxu PenkH
bpoHxocnaznm C Heu3BeCcTHA YecTOTa C Heu3BeCcTHA 4ECTOTa

HapyuieHHs Ha HEpBHATa CHCTEMA
BbrpeuepenHa xemMoparus HeuecTH Penku

CbI0BH HapyllIeHHS
XeMaToMm HeuecTu Heuectn
XeMoparuns Heuectu HeuecTtu

PecnupaTopHy, FpbIHH H MEJHACTHHAIHH HAPYLICHHSA _
Enucrakcuc Yectun Yectu
XemohTH3a HeuectH Heuectu

(TOMaLIHO-YPEBHH HAPYLUCHUS B
CroMalino-ypeBHa XeMoparks UectH UecTH %\“‘“
AbHaoMHHanHa donka YecTH HeuecTH
Huapus YeceTH Heqecﬂ;{/ -
Jlncnencus YecTH ‘-le:cm’
['aneHe Yectu HetfeC]ljd &
PexTanHa xemoparus HeuectH LIEGTI’l\” -




XEMOPOHIATHA XEMOpars HeuectH HeuectH
CroMalllHo-ypeBHa A3BA, HeuecTH HeuectHu
BKTIOUMTENIHO e30dareanta 13sa

I"acTpoesodarut HeuectH Heuectu

['acTpoesodareanua pedaykcHa HeuecTu HeuecTn

donaecr

lloBpbuiane HeuectH Heuectn

Hucdarus Heuectu Peaxu
XeaToOUIHAPHU HAPYLUCHHUS

Hapyuiena yepHoapoOHa HeuecTu HeuecTH

GYHKIMA/OTKNOHEHHA BLB
by HKUHOHATTHHTE YePHOIPOOHH

[1OKA3aTEJIH

IloBuilienne Ha ajlaHWH HeuectH HeuecTH

aMUHOTpaHChepazarTa

IToBuilieHHe Ha acnapTar HeuectH HeuectH

aMHHOTpaHchepasarta

[oBuwieny yepHOAPOOHH Penxu HeuecTn

€H3UMU

XunepOHAHpyOHHEMHS Penxwu C HeH3BECTHA YeCTOTA
Hapyli¢HHA Ha KOXKaTa H NOJKO;KHATA ThKaH

K0O>KHH XpBBOW3IHUBH YectH Yectu

Anonenus C HEH3BECTHA YECTOTA C neH3BecTHa 4ECTOTA
HapyieHHsa Ha MyCKYJHO-CKeJIeTHaTa CHCTEMAa U ChbeAMHUTEIHATA ThKAH

XeMapTposa Peaku Heuecty
HapyweHus Ha Op0peurTE H NMKOYHHTE MBTHILA

Y poreHutanHa xeMoparus, Yectu UectH

BKJIFIOUUTENHO XEMATyPHsI
(001M HapyLieHUd U eDEKTH Ha MACTOTO HA NPHITOXKEHHE

XeMoparua Ha MAcTOTO Ha Penku Penkn
MHKEKTHpaHE
XeMoparua Ha MACTOTO Ha Peaku Peaku

MOCTABAHE HA KATETHLPA
HapaHABaHHA, OTPABAHHA H YCACKHEHHA, Bb3HHKHAIH B PE3YITaT Ha HHICPBEHLIHH

TpasmaTnuHa XeMoparus Peakn Heuecty
XeMoparusa Ha MACTOTO Ha Penks Penku
HHLIA3UA

OnucaHue Ha W30panyu HEXENAHU peakliiy

Pearxyuu na xvpsene

[fopaay @apMaKkonoOrMuHKsa MexaHH3BM Ha JeHCTBHE yoTpedaTa Ha aDUraTpaH €TEeKCHIIAT MOXKE 1a
Ob/1e CBbP3aHa C MOBHILLEH PUCK OT OKYJITHO WIH BUAMMO KbPBEHE OT KOATO U a4 € TbKaH WK OpraH.
[Tpu3HauHTe, CUMIITOMUTE H TEXKECTTA { BRTHOUKTENHO W IETANECH H3X0/) BapUpaT CIope MACTOTO H
CTEMEHTA WK 00XBaTa Ha KbPBEHETO W/ HJIM aHEMHSITA. B KIMHMYHHTE NPOy4BaHHA MyKO3HOTO
KbpBEHE (HAfNp. CTOMALIHO-YPEBHO, TEHUTOYPHHAPHO) € HaDIKAABAHO N0-YECTO MPH ABITOC

JIEWEHHE ¢ TadHUraTpaH €TeKCUAT, B cpasHeHue ¢ ieueHne ¢ ABK. Taka, B nonbiaHeHHe Hm
NOAXOASINO KJIUHUYHO HADNoAeHHE, TadOPATOPHOTO U3CIE/IBAHE HA XEMOII00HH/XeM
HEHHO 38 OTKPHBAHE HA OKYJTHO KbpPBEHE. PUCKDT OT KbPBEHE MOXe 1a CC MOBULIN 11
rpynu NaluHEeHTH, HANP. Te3H, KOHUTO HMAT YMEpeHO ObOpEUHO YBPESKIAHE W/HIIH ca Ha
JIEYSHHKE, 3acaralio XeMocTasaTa, M CHIHH P-gp HHxnﬁnTopu (Bx. TOuka 4.4 Xemop




HJIU HEOOACHUMO NOAYBaHe, TUCTHES H HEOOACHUM LIOK.

Cpo0LIaBa ce 3a MO3HATH YCAOKHEHUA C KbPBEHE, KATO KOMIIAPTMEHT CHHAPOM H 0CTpa DubpeuHa
HEAOCTATLYHOCT NIOpaay XHNonepdy3usa U CRbP3aHa C AHTHKOATYJAHTH HEMPPONATHA NIPH NMALIKEHTH C
npeapasnonaraliy pHckoBH (hakTOpPH, BBB Bpb3ka ¢ AaburaTpan eTekcunar. CaenoBareiHo, Tpaosa 1a
Ce OTUHTA BEPOATHOCTTA 332 XEMOparua NpH OLIEHKATa Ha ChCTOAHAETO Ha BCEKH aHTHKOAaryJjupaH
[MALMEHT. 34 Bh3PACTHH MALMEHTH UMA HAIMYHO cnelinUIHO HEYTPAITH3HPALLO CPEACTBO 323
nadurarpaH, uaapyuusymad, B ciiyyalt Ha HEKOHTPONHPYEMO KbpBeHe (BX. Touka 4.9).

{Ipesenyus Ha uHcyam u CUCeMer eMOOTUIbM NPU GLIPACHIHY RAYUSHIMU C HEKAATTHO NPEJCHPOHO
MBHCOCHE C e0un uau noseve puckosu axmopu (ITHITM)

Tabnuua 12 noxkaspa ceOUTHATA Ha KbPBEHE, PA3NpeAesiCHH KaTO ChOMTHA Ha TOIIMO U Ha BCAKAKBO
KbPBEHE B OCHOBHOTO MPOYUBAHE, H3CAEIBAIIC NPEREHIHATA Ha TpoMOOeMbonnyer HHCYNT U
CHCTEMEH €MOOIM3BM NPHU NALMEHTH C NIPEACHPAHO MBKIEHE.

Tabnuna 12: Cx0uTHA HA KbpBEHE B MPOYYBaHE, H3CICABAIMO NPEBCHIHATA HA
TpoMOoeMOOIHYEH HHCY/IT H CHCTeMeH eMOOIH3bM IIPH NANHEHTH ¢ HPEAChPAHO MbKaeHe

Haburarpan etexcunat | Jlaburatpas erekcunar Bapdapun
110 mg ABa NBTH JHEBHO 150 mg nBa nuTH
AHEBHO

PaHIOMH3HpaHH NALIUEHTH 6015 6 076 6 022
I'onaMo KbpBeHe 347 (2,92%) 409 (3,40%) 426 (3,61%)
BrrpeuepenHo kbpeeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)
CY xbpBEHE 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHE ¢ nerased H3Xo/ 26 (0,22%) 30 (0,25%) 42 (0,36%)
Majko 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 paHAOMH3MpaHO Npoy4BaHe, [P MaUMEHTHTeE, npueMani gaburarpan erekcwnart 110 mg asa nbTH
AHeBHO WK |50 mg ABa OBTH AHEBHO € CHUECTBYBAJI 3HAYUATE/THO MNO-HHCBK PUCK OT
)KHBOTOQ3aCTPAlaBallO KbPBEHE U BLTPEUCPENHO KbPBEHE B CpABHEHHE C Te3M, NpreMany BapdapuH [p
<0,05]. M npu nBeTe KOHLEHTpaLUKMH HA fa0UraTpaH €TEKCHIAT € HMAITO M CTATHCTHYECKH 3HAYHMO 110-
HUCKa 001l YecToTa Ha KbpeeHe. I1pu nauueHTTe, npuemManu panaomMusdpano 110 mg paburarpas
€TEKCUNAT ABa IMbTH JHEBHO € CBHIECTBYBAJI 3HAYUHTEIIHO MO-HHCBK PUCK OT rojisMO KbpPBCHC B
cpasHeHHe ¢ BaphapuH (koeduuueHT Ha pucka 0,81 [p=0,0027]). [Ipu naunenrute, npHeMau
paHaoMu3upado 150 mg nabuvrarpaH €TeKCHIIAT ABa NBTH AHEBHO € CHUIECTBYBAT 3HAYHTEITHO MO-
roiim puck oT CY kbpBeHe B cpaBHeHHe ¢ BapdapuH (koepuureHT Ha pucka 1,48 [p=0,0005]). To3u
e(pexT € HabNaBaH rIABHO NPU NAUMEHTH =75 roaHHU.

KnuHuuHata nojza ot AabHrarpal 1o OTHOUICHHE HA NIPEBEHLIUATA HA UHCYT U CUCTEMEH eMOOIN3BM
d MOHWKEHHAT PHCK OT UHTpakpanuanna xemoparus {MMKX) B cpaBHeHuHe ¢ BapdapHH ¢

3aI1a3BaT MPH OTACMHUTE NOArPyNH, Hanp. 6LOpeuHo YBpeKaaHe, Bb3pacT, ChbObTCTBALIA YIIoTpeda Ha
JIEKAPCTBEHH MPOAYKTH KATO HAMP. AHTUTPOMOOTHUM HTH P-gp WHxubuToph. [lokaTo HAKOW noarpynH
MALMEHTH Ca C MOBHILIEH PHCK OT rOJAMO KLPBEHE, KOTaTO Ca NEKYBAaHH C aHTHKOAryJIaHT,
MOBHILIEHHUST PUCK OT KbpPBeHE Npy AaburarpaH eTekcniar e cebp3ad cbe CH kbpeeHe, 00K

(/IBT/BE)

.....



B tabnuua 13 ca mocoueHu chOuTHS HA KbPBeHe OT 0000UIeHHTe 0cHOBHH npoydBanksd RE-COVER ¢

RE-COVER II, e kouto ce u3nwurea aeuenviero Ha JIBT u BE. B cOopHHTe npoyuBaHus, CbOHTHATA
Ha MLPBHYHHATE KPAMHKH TOUKH 3a 0€30IIaCHOCT ,,TONAMO KBPBEHE, MOJIAMO MNH KIIHHHYHO 3HAYUMO
KbpBEHE M BCAKAKBO KbPBEHE™ ¢a 3HAYHTENHO NO-MAIKO B CpaBHEHHE ¢ Bap(apHUH MPK HOMHHATHO
anda HBo 5%.

Tabauna 13: CuonTus Ha KbpBene B npoyuypanuara RE-COVER 1 RE-COVER 11, B konTo ce
m3NHTBA JedeHnero HA /IBT u BE

| Haburarpau etexcuiar BapdgapuH KoeduuueHnT Ha
150 mg nBa nbTH pHCKa CIpsiMO
AHEBHO BapdapuH
(95% CI)

[NaupenTH, BKIIOUEHHK B aHAIMRa 2 456 2 462

Ha 0e30NacHOCTTA

ICHOUTHS HA TrONsIMO KbPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)

BuTpeyepenHo KbpBeHe 2(0,1%) 4 (0,2%) 0,50 (0,09; 2,74)

lNonamo CY kbpeeHe 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)

DKHMBOTO3aCTpalIaBalllo KbpBEHE 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)

ICHOUTHA HA TONIAMO 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)

KbpPBEHE/KITHHHUHO 3HAYHMO

KbpBeHe

BcakakBo KbpBeHe 354 (14,4%) 503 (20,4%) 0,67 (0,59, 0.77)

Beakakso CH kbpeete 70 (2,9%) ] 55 (2,2%) 1,27 (0,90; 1,82) |

CHOuTHATa HA KbpPBEHE MPH JBETE NeUeHUA Ca OTUYHTAHH OT ITbPBUA MPUEM Ha AabHraTpaH eTeKCH.IaT
UnH Bap(dapHH clell NPEeKpaTaBaHe HA NapeHTepaHaTa Teparnus (eprUo CaMo Ha MEPOPATHO
neyeHue), Tora BKIIOYBA BCHUUKH CHOMTHA HA KbPBEHE, BB3HHKHAIU 110 BpEMe Ha Tepanusata C
aadburarpad eTekcuiar. BKIOUeHH ca BCHUYKY ChOHTHA HA KbPBEHE, BB3HHKHAIM N0 BPEME Ha
TepanuAaTa ¢ BappapyH, OCBEH OHE3H, KOUTO Ca BEIHUKHAIH M0 BpeMe Ha NepuoLa, B KOHTO ce
3aCTRMBAT JIEYCHUETO ¢ BaphapHH KU NapeHTepanHara Tepanus.

B Ttabnuua 14 ca nocoyeHu naHHu 3a CHOMTHA HA KbpBEHE B OCHOBHOTO NMpoyusane RE-MEDY, B
KOETO ce M3NUTRa npepeHLyiaTa Ha JIBT u BE. Hakou c1b0HTHA Ha KbpBEHE (CHOMTHA HA rojigMo
kbpBeHe (CI'K)/ knnnuuno 3Haunmo kbpeene (K3K); BCAkakpo KbpBEHE) €a 3HAUUTEHO NO-MANKO NpH
HOMHHAJIHO anda HUBO 5% MpuU NauMeHTH, NpHeManH AadurarpaH €TeKCHIaT, B CPABHCHUE C Te3H,
pyUeMaiy BapQapuH.

Tabnauna 14: CuéuTHH B2 KBpBeHe B npoydpane RE-MEDY, B koeT0 ce H3MHTBA NPEBEHITHATA
Ha JIBT u BE

JlaburarpaHn eTexcudnar Bapdapuu KoepHuKEHT Ha pHCKal
150 mg aBa NbTH JHEBHO| cnpsaMo BapdapuH
(95% noseputenex
WHTEpBaN)
JIeKyBaHH NaLHEHTH 1430 1426
CbOUTHA HA rONAMO KbpBEHE 13 (0,9%) 25 (1,8%)
BhTpeyepenHo KbpBeHE 2 (0,1%) 4 (0,3%)

T'onsamo CH kuprene 4 (0,3%) 8 (0,5%)




DKupoTozacTpaiuasallo KbpBeHe I (0,1%) 3 (0,2%) He mosxe na Obae
H3YyHCIeH™

CHOMTHA Ha TOTAMO 80 (5.6%) 145 (10,2%) 0,55 (0,41, 0,72)

KbpBEHe/KIMHHYHO 3HAUKMO

KbpBEHE

BcsakakBo KbpBEHE 278 (19,4%) 373 (26,2%) 0,71(0,61; 0,83)

Beskakso CH xbpBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87 2,20)

*KP ne moxke aa Oboe M3UHCIEH NOPaAU JTHICATA HA CBOHTUE B KOATO H [1a € KOXOPTa/IeueHHe

B Tabauua 15 ca mocoyeHH gaHHM 3a CbOHTHA Ha KbpBeHE B 0CHOBHOTO npoyusaHe RE-SONATE, B
koeto ce u3nuTea npeeeHmaTa Ha JIBT u BE. YectoTtaTa ha komOunauuaTa CIK/K3K n Ha BesikakBo
KBbPBEHE € 3HAUMTETHO MO-MAJIKa [IPH HOMMHAJIHO anda HUBO 5% TNpH NALHeHTH, NpHeMann niauedo,
B CPaBHEHME C TE3H, MpUEMAITA JaburaTpaH eTeKCIar.

Tadaxua 15: CnouTHn Ha KbpBeHe B npoyuBane RE-SONATE, B koero ce H3nHTBA
npeeeHnusaTa va JIBT u BE

JaburatpaH erekcunar [Inaue6o KoeduuueHT Ha pUcka
150 mg nsa NbTH OHEBHO) crpaMo mialedo
(95% noeepuTEncH
MHTCPBa)
JIeKyBaHHW NTaLMEHTH 684 659
CrOHTHS HA rOSISMO KbpPBEHE 2(0,3%) 0 He moxe na
Obje H3UMCIICH *
BbrpedepenHO KbpBEHE 0 0 He moxe na
Oble U34YUCeH ¥
["onamo CY kvpeeHe 2 (0,3%) 0 He moxxe na
Obje u3dHcned *
JKHBOTO3aCTpalllaBaillo KbPBEHE 0 0 He moxe na
Obae u3uucaeH *
Cb6uTHA Ha ronsMo 36 (5,3%) 13 (2,0%) 2,69 (1,43;5,07)
KbpBEeHE/KIIHHUYHO 3HAYHUMO
KbPBEHE
BcsakakBo KbpBeHe 72 (10,5%) 40 (6,1%) 1,77 (1,20, 2,61)
Beakako CH xupBene 5 (0,7%) 2 (0,3%) 2,38 (0,46; 12,27)

*KP ne mo:xe 1a Oboe H3YMCACH MOpany JUNcaTa Ha ChbOHTHE MPU KOETO M Aa € OT ICYEHHTa

Azpanyaoyumosq y Heymponenus

ATpaHyIOUMTO3a H HEYTPOIIEHHA ¢a ChOOLIABAHH MHOFO PAAKO C/e/] pa3pelnaBaHe 3a ynorpeda Ha
nabuMrarpaH €TeKcHat. Tbi KaTo He)esaH|Te PEakLMH ¢a ChoOLIaBaHH MPH NOCTMAPKETHHIOBOTO
HabmoaeHHE OT ToNyNaUHs ¢ HEYCTAHOBEH Pa3Mep, YeCTOTaTa HM He MOXe 1a Ob/le IOCTOBEPHO
onpeaeiieHa. Hecrorara Ha chobulaBaHe € w3yKcaeHa Ha 7 ChOMTHS HAa | MHUJTHOH MAUMEHTOrOIMHHM 3a
arpaHyJIOLMTO3a W 5 CHOMTHA Ha | MUJIMOH NAUKMEHTOrOIHHHU 32 HEYTPONEHHS.

leanaTpyiuna nonyaauus

besonacnocTra Ha gaburarpad ertekcuiar npu JeueHueto Ha BTEC u npesenuus Ha pern|
BTEC npu neanaTpuuHm MauMenTH € npoydeHa B B¢ u3nureauus ¢gaza II1 (DIVERSI
Q0o 328 nequaTpuyHH MALKMCHTH ca JeKyBaHK ¢ AaburatpaH etekcwiar. [TalMeHTHT
MOTY4aBalv a/aNTUPAHH CNIOPe Bb3PacTTa W TEJISCHOTO Terio 1034 OT choOpa3eHa ¢ B
nexapcTeeHa ¢opma Ha naduraTpaH eTeKCHIAaT.



KaTo ugno ce ouaksa npod@uibT Ha 6€30MaCHOCT MPH Ie1a fa € ChLUMAT KaTo MPH Bh3pacTHH.

00w 26% OT NEAHaTPHUHUTE NAlMEHTY, JIeKyBaHH ¢ naburarpaH erekcunar 3a BTEC w3a
npeBedLMs Ha peuuaneupaiid BTEC, ca nonyuniv HEeXEeNaHu peaKiiuu.

CRUCHK HA HEXHCCIQHUME PEARYUN 6 MADTUYeH 8UD

B taGnuua 16 ca noxazaHu HexKeNaHWTE PEaKLMK, YCTAHOBEHH B NPOYYBAHUATA NpH Nedenue Ha BTEC
H NpepeHUMA Ha penpaueupauin BTEC npy nenuaTpyuyHH nauMeHTH. Te ca rpymUpaHH 1o CUCTEMO-
opradeH Kknac (COK) # no decTora ¢ W3noa3BaHe HA CeIHATa KOHBEHLIMSI: MHOTrO uectH (> 1/10),
yectu (> 1/100 no < 1/10), Heuectn (> 1/1 000 no < [/100), peaxu (> 1/10 000 no <1/1 000}, muoro
penkn (< 1/10 000), ¢ HewsBecTHa yecToTa (OT HATHYHHTE JAHHH HE MOYe /ia Obe HanpaBeHa
OLIEHKA).

Tabauua 16: Hexenanu peaknumn

YecrtoTa
neyedve Ha BTEC 4 npeseHuMa Ha peurauBHpally
BTEC npu neamaTpHuny DALMEHTH

ICOK/lIpennounTtad TepMuH

Hapywexus Ha kpbBTa 1 iuMdHaTa cHcTeMa

AHemus YecTn
[ToHmxeH xemMornoOuH HedectH
TpombouvTONEHNS YectH
[loumKxeH XeMaTOKPHT HeyecTH
HeyTponeHus Heuectu
ArpaHynoLuTosa C HEM3BECTHA YECTOTA
Hapyienys Ha HMyHHaTa CHCTeMa
JlekapcTBeHa CBPBXUYBCTBHTEHOCT Heuectu
Obpus Yectu
IIpypuryc HeuectH
AnadunakruiHa peaxius C HEW3BECTHA 4ECTOTA
AHruoeaem C Hen3BECTHA 4YECTOTA
VpTUKapus Yectr
bpoHxocnazsm C HEH3BECTHA YECTOTA
HapyiueHusi Ha HEpBHATA CHCTEMA
BbrpeuepenHa xemoparus HeuecTn
Cba0BU HAPYIIEHHS
XeMaToM Yectu
XeMoparvs C HEeu3BEeCTHA YECTOTA
PecrnuparTopHH, rpbAHH H MEIHACTHHAIHH HAPYIHEHHS
Enuncrakcuc Yectn
XemoTHza Heuectu
(CToMalIHO-4PEBHH HAPYIIEHHUA
CToMalIHO-4YpeBHa XeMOparus Heuectu
AbGaoMHHanHa donka HeuecTH
Hunapus Uectn
Jucnencus Yectn
I"'aneHe YecTu
Pekraiina xemoparus HeuectH

XeMOopoKaajiHa XeMOparus

€3othareanHa a3sa

CroMallHo-upeRHa A3BA, BKTIOYHWTENHO




' Tactpoesodarut HeqectH
["acTpoesodareanna ped.iykcHa Hosect YecTH
[loBpbluaHe YectH
Jucharna HeuectH

XenarobunuapHu HapyLI¢HHUS
Hapywena yepHoapobHa C HeW3BECTHA 4eCTOoTa
dyHKUHUE/OTKTOHEHHA BBB
Y HKLMOHATTHUTE YepHOAPOOHH
MOKA3aTENH
[MoBuinleHHe HA anaHHH Heuectu
aMHHOTpaHchepasarta
[ loBuuienne na acnaprar Heuectn
aMWHOoTpaHcdepasarta
TloBHIIEHH YEpHOAPOOHH EH3INMH YecTH
XunepounupyOnHeMus Heuectu

HapylueHys Ha KoxaTa H NOJKOKHATA ThKaH
K0»XHHU KPBBOH3ITUBH Heuectu
Anonenus UecTH

Hapylenus: Ha MyCKYJ/IHO-CKE/1€THATa CUCTEMA U ChEAVUHUTE/IHATA ThKaH
XemMaprposa C HEeHW3BECTHA YecTOTa

Hapywienns Ha Ob0peiiuTe U MUKOYHHITE ITLTHLIA
YporeHuTanta xeMoparus, HeuecTtH

BKJIKQUHMTENIHO XEMaTYypHsl

O6un HapyeHHs M ePeKTH Ha MACTOTO Ha NPHIIOKEHUE

XeMoparud Ha MACTOTO Ha MHKEKTHPAHE C HEeM3BECTHA YECTOTA
XeMoparus Ha MACTOTO Ha MOCTaBsHE Ha C HEU3BECTHA YeCcToTa
KaTeTbpa

HapaHssanus, OTpaBsAHHA M YCIIOXKHEHHS, Bb3HHKHAIW B PE3YITAT HA HHTEPBEHUIHH
TpasmaruyHa xemoparus Heuectu
XeMoparusi Ha MACTOTQ HA WHLIU3HA C HEeM3BECTHA 4ECTOTA

Peaxyuu na xvpaene

B nBe ninuTeaHug ¢asza Il npu nokazanuero meuenue Ha BTEC v npeBeHLids Ha peUHAHBHPAILIH
BTEC npu neauarpuyHu naumeHTH 06uto 7 rauueHtd (2,1%) ca umaTu csOUTHE Ha TONIMO KbPBEHE,
5 nauuenTH (1,5%) ca iManu cuOHMTHE HA KITHHUYHO 3HAYHMO HErOIAMO KbpPBEHE, a 75 NAaLHEHTH
(22,9%) ca uManu cs0MTHE HA HE3HAUYMTENHO KbpBeHe. KaTo usno yectotata Ha CHbOHTHATA HA
KbPBEHE € [10-BHCOKA [IPH 110-Bb3pacTHaTa rpyna (12 ao <18 ronnHu: 28,6%), OTKONKOTO B IPYINIHTE ©
[I0-MaJKa BbL3PACT (OT paxkaaHeTo 1o <2 roguuu: 23,3%; 2 no <12 rogaunu: 16,2%). 1 onamo unu
TEKKO KbPBEHE, HE3aBUCUMO OT MACTOTO HA Bh3HMKBAHE, MOXKE J1a JORE/E 10 WHBATTMAU3HPAHE,
JKHBOTO3ACTPAWABALULO CHCTOSHNAC HITH JOPH JETATCH W3XO.

CrobwapaHe Ha NOJO3UPAHH HEKENAHHW PEaKLIHU
Cpo011aBaHeTo Ha NOAO3UPAHH HEXENAHW peaklMi Cliejl pa3peliaBare 3a ynorpeba Ha IeKapCTBEHUS
npoayKT e Baxkno. ToBa no3gonsasa aa Npoasmky HabNKAEHUETO HA CHOTHOIIEHHETO 110/13a/PUCK 32
JIeKapCTBEHHUs NMpoAYKT. OT MEAMLMHCKHTE CHELMATIMCTH Ce U3MCKBA [1a ChODIasar BCsika
MOAO3HpPaHa HEXKENAaHa PeaKlHA upes
HM3nbanuTenHa ArcHLHA I10 JICKapCTBaTa
yi1. ,.JamsaH ['pyes” Ne §

1303 Codus

Tea.: +359 2 890 3417

yebcalT: www, bhda.bg.




4.9 [Ipexosupane

Jo3n nadurarpaH erekcunar, HaaBMILABALLM NPETTOPLUHTENIHHTE JO3H, H3NAraT NalMeHTa Ha NOBHULUEH
PHCK OT KbpBEHE.

ITpH cebMHEHHE 3a NpeRO3UpaHE TIPOBSKAAHETO HA KOATYJIALIMOHEH TECT MOKE /1a IIOMOTHE 34
orpeaesiiHE Ha PHCKA OT KbpBeHe (Bk. Touka 4.4 u 5.1). Kanubpupan konuuectBed dTT TecT HiH
MHorokpaTHH dTT u3MepBaHus NO3BOISBAT NpeABHX/IAHE HA BPEMETO, KOraTo e 0bJaT AOCTUrHATH
ofnpejaeacHy HHBa Ha 1aburaTpan (BK. TOUKa 5.1), CbINO B ¢/iyval 4e ¢a npeaAnpHETH JOMTbIHHTETHH
MEPKH — Harp. JHaiH3a.

[TpekoMepHaTa aHTHKOATYTALIMSA MOXKE A U3HCKBE NPEYCTAHOBABAHE HA JIEUEHHETO ¢ AaduraTpan
etekcunar. ThHA Karo gaburaTpan ce eKCKpeTHpa npeauMHo upes Ox0peunre, Tpadea na ce noaxbpxa
AOCTaTbuHa AHype3a. Tbit KaTO CEbLP3BAHETO ¢ NPOTEHHH € B HUCKA CTENeH, Aa0dHUraTpaH Moxe aa Obje
AHAU3MPaAH; HMA OFpaHMYeH KIMHHYEH OIHUT, AEMOHCTPHPALL fOI3aTa OT TO3H NMNOAXOA B KIHHHYHH
npoy4parus (BXK. Touka 5.2).

OBnaasBaHe HA YCIIOKHEHUS ¢ KbPBEHE

B cnyuaii Ha XeMOparuuHi yCIOKHEHHS NeveHneTo ¢ 1aburatpaH eTeKcuiat Tpiaosa na ovae
NpeyCTAHOBEHO, & MPUYMHATA 3a KBPBEHETO ~ u3censaHa. [1o npeueHka Ha JIeKyBalllUs JieKkap H B
3aBUCUMOCT OT KJIMHHYHATA CHTyallud TPAOBa Aa ce NpeANpyUeMe MOAXOAIIO MTOAAbPXKALLO JICUEHHE,
KaTO XUPYPruiHa XeMocCTas3a HITH 3aMeCTBaHE Ha KPbBEH 00eM.

[IpH BB3pacTHH NALKMEHTH B C/IyUaH, KOFaTO € HeoOX0auMO OBbP30 HEYTpaTH3UpaHe Ha
AHTHKOAryMaHTHHA edeKT Ha 1aburaTpaH eTeKCHIaT, MOXE J1a ce W3MOJ3Ba CNEHH(PUIHOTO
HeYTpanu3Hpalio cpeAcTro (Maapyuu3yMal), KOeTo aHTaroHu3upa (GapMakOIHHAMUYHHA €PEKT Ha
paburarpat. EgukacHocTTa M §€30naCHOCTTA Ha M1apyLIM3yMad He ¢a YCTaHOBEHHM MPY NneAUaTPUIHH
nauveHTH (BXK. Touka 4.4).

Mosxke na ce “Ma npeABMA NMpHIIaraHe Ha KOHLIEHTPATH HAa Koary/lallHOHHH (PaKTOpH (AKTHBMPAHH WIH
HEAKTUBHPAHH) UK pekomOuHaHTeH daktop Vila. Mma nakou ekcrniepyMeHTalIHH A0Ka3aTeJICTRA B
MOJKpena Ha posisTa Ha Te3U JIEKAPCTBCHH MPOAYKTH B OOPbIlaHE HA AHTHKOArYJIAHTHUA eeKT Ha
naburarpas, HO AAHHHTE 3a MON3aTa UM B KITHHHYHY YCJIOBMSA, KAKTO H 3a Pb3MOXKHHS PHCK OT
pubayH TpoMboemboH3IBbM, Ca MHOTO OrpaHyyend. KoarynauHoHHHTE TECTOBE MOTAT 1a ¢TaHaT
HEHAEIK/HH CJIE] IIPUIOKCHHE HA TIPENOPHLYHTETHUTE KOHUEHTPATH Ha KOAryJalHOHHH QAaKTOPH.
Tpabea na ce BHHMaBa NPH THIKYBAHETO Ha Te3u TecTose. Tpabea na ce€ OOMUCIIH IIPHIOKEHHUE Ha
TPOMOOLWTHA Maca B CIy4aHuTe, KOraTo MMa TPOMOOIIMTONEHUS MK ¢a OWIM U3N0/I3BaHH
AbJrOACHCTBALIM AHTUTPOMOOTHYHH JIEKAPCTBEHU MPOAYKTH. L{410TO CUMNTOMATHYHO JICUEHHE
TpA0Ba aa ce npHnara no NpeieHKa Ha JieKkaps.

B 3aBUCHMOCT OT MECTHHTE BB3MOKHOCTH, TpAOBa Aa c€ OOMMC/IH KOHCYJITALUS ChC CMCLUHAINCT B
CIyUaH Ha roisiMo KbpBeHeE.

5. ®APMAKOJOI'MYHUA CBOUCTBA

5.1 PapMaKkoIHHAMHYHHA CBOHCTBA

dapmMaKkoTepaneBTHUHA rpyla; AHTHTPOMOOTHYHH CPeICTBA, AUPEKTHH TPOMOHHOBH HHX
ATC kon: BOIAEO7.

MexaHHu3bM HA OelicTBHe

JlaGuratpan eTexcuiar e Manka MoneKyia NpeaiekapcTBO, KOETO He NoKa3sa (papmax



akTHBHOCT. Clie/l nepopallHO NpUnoXKeHHe nabyraTpaH eTekcunar ce abcopbupa OBp30 U CE NPeBpbLINA
B AaGuraTpaH upe3 KaraaM3upada OT ecTepasa XHApo/an3a B 11a3MaTa M B yepnust 1pod. Jaburarpad e
MOUIEH, KOHKYPEHTEH, OOpATHM, UPEKTEH TPOMOUHOB HHXUOHTOP U € OCHOBHOTO BEUIECTBO C
aKTHBHO [ICHCTBHE B IL1a3MaTa.

Tvi kaTo TPOMOHHBT (cepUHOBA NpOTEa3a) NO3BONABA NPEEPBLILAHETO Ha pudpHHOreHa BbB PUOpHH B
X0/1a Ha KOAry;1aLOHHATa Kackaja, MHXHOUpaHeTo My NpeaoTepaTsBa 00pa3yBaHETO Ha ChCUPEK.
J[aburarpan nHxubupa ceroboauna TpoMOHH, (PUGPHH-CBbP3aHHA TPOMOUH M TPOMOHH-HH/Y LLUpAHATA
TPOMOOLIMTHA arperanms.

®apmakoIMHAMKWYHU ePEKTH

{n vivo W ex Vivo Npoy4BaHHA MPH KUBOTHU JEMOHCTPUPAT aHTUTPOMOO3HA €(hHKACHOCT M
AHTWKOAI'YJIAHTHA aKTHBHOCT Ha Jaburarpad cjiel HHTPABEHO3HO NPUIOXKEHHE U HA JaburarpaH
€TEKCHNAT e TTIEPOPATHO NPHNIOKECHHE NIPH pa3TUYHU XHBOTHHCKH €KCNEPHMEHTAIHH MOJACAH Ha
TpomMOO3a.

CpluecTBYBa OTUETIIMBA KOpETalMa MEXTY NJIa3MEHATa KOHLIEHTPALMs Ha JabnuraTpal U CTENEHTa Ha
aHTMKoarysaHTHus edexT, Gasuparo Ha dasza Il npoyusanus. laburarpaH yawmkasa TpOMOMHOBOTO
speme (1B), EBC, kakrto n aPTT.

KanubpupaHuaT kosudecTBeH TecT Ha TB upes paspexnane (dTT) 1aBa OLEHKA 3a IU1a3MeHAaTa
KOHLEHTpaLKA Ha JaburarpaH, KOATO MOKe Ja Obae cpaBHeHa ¢ OYAKBAHWTE TUIA3MEHH KOHLCHTpaUuUH
Ha naburatpad. B cnyyait ye kanubpupanuaT dTT TecT nokaske pe3yiTar 3a IUia3MeHaTa
KOHUEHTPALMA Ha 1aDUraTpat, KOMTO € Ha WKW NOj FPpaHHLIAaTa HA KOTHYECTBEHOTO OIPE/IEIIAHE,

CrenBa 1a ¢c& OOMMCIIM NPOBEKIaHe HA JOMBAHHTENHO H3C/IeABAHE HA KOaryJaluusaTa, HanpHMep TB,
EBC wunm aPTT.

EBC Moske 12 ocurypu JUPEKTHA OLIEHKA HA aKTHBHOCTTA HA JUPEKTHHTE TPOMOMHOBU HHXHOHUTOPH.

Tecrer aPTT € uMpoko aocTeneH U nokasea NpuOAM3KTENHO AHTHKOATYIAHTHATA HHTEH3UBHOCT,
noctirHara ¢ aadurarpad. Obaue, aPTT TecThT HMa orpaHiueHa 4y BCTBUTE/THOCT H HE € NOAXO0A41l 32
TOYHO KOJIMUYECTBEHO OINPEACIISIHG HA AHTHKOAry1aHTHUS edekT, 0ocobeHo NpH BHCOKH Ii1a3MeHH
KOHLICHTpaLlMK Ha faburarpaH. Bunpeku de pucoku ctoitHocTd Ha aPTT tpabea na ce Thakyear ¢
NOBHUILEHO BHUMAHHE, TE NOKA3BAT, Ye MAUHEHTHT € AHTHKOaryJiupaH.

Karto usno, MOxe na ce npueMe, 4ye Te3H NOKA3aTeNH 3a aHTHKOAryJIaHTHA aKTUBHOCT MOTaT jJa
OTPa3AT HUBATA Ha AadUraTpaH, KakTo U J1a Npea0CTaBAT HACOKH 3a OLIEHKATA Ha PHCKA OT KbPBCHE,
T.€. HaJ 90—THs nepCeHTHI Ha HAW-HUCKUTE HUBA HA JadurarpaH Wiv KOaryfallHOHEH TeCT, KaTO HaH-
HMCKH U3MepeHH cToMHOCTH Ha aPTT (3a nparosere na aPTT ex. Touka 4.4, tabnuua 5), MOXxe Ja ce
ACOLMHPA C MOBHILIEH PHCK OT KbPBCHE.

IIpegenyun na Mosvyen uncyim u cucmemer_emboruzbm npu sv3pacnviu nayuenmu ¢ HKIIM ¢ egun
unu nogewe puckoeu chaxmopu (IHHIIM)

CrauroHapHaTa cpeAHa reOMeTpHYHA [THKOBA MNa3MeHa KOHLIEHTpaLHs Ha 1a0KraTpaH, U3MepeHa
oKono 2 yaca cien npunaraie Ha 150 mg paburartpan erekcunar, € 175 ng/ml, ¢ rpaHuLu

117-275 ng/ml (B uHTEpBana 25-tu-75-tu nepcenrun). Cpeanara reoMeTpriHa Hai-HUCKA
KOHLICHTPALIMA Ha MaburaTpaH, H3MepeHa CyTpHH B Kpas Ha 030BHA WHTepBal (T.¢. 12 vaca cnea
BeuepHaTa J03a gqaburartpad 150 mg), e cpeano okono 91,0 ng/ml, ¢ rpanunm 61,0-143 ng/
MHTEpBaa 25-TH-73-TH NIEPCEHTHUN).

ITpu nauuentu ¢ HKTIM, nexyBanu 3a npeseHUMs HA UHCYAT U CHCTEMEH eMDOJTH3bM

AalduraTpaH eTeKCHIAT ABA TbTH JHEBHO,

- F0-HAT NCPCEHTUA HA HIMEPEHUTE HAH-HUCKM NIA3MEHU KOHUCHTPANHUK Ha A3
yaca cile/l MpueMa Ha fpeuiuHaTa 403a) € okoao 200 ng/ml,



- Hail-HucKuTe cToinocTute Ha EBC (10-16 yaca cnen npueva Ha NpeaydilHaTa 103a), [IOBULLICHH
MPHOAU3UTENHO 3 MMBTH HAJ FOPHATA FPAHMUA HA HOPMATA, CE€ OTHACAT 10 HaOAtoJasaHus 90-TH
MepeeHTUI Ha yabkasane Ha EBC ot 103 cexynau,

- HAH-HHUCKH CTOHHOCTH Ha aPT T, moBeue o1 2 NbTH HAA rOopHATA MPaHKHLA Ha HOpMATa
(vabaxasane Ha aPTT ¢ okono 80 cexyuan), (10-16 uaca cnen npuema Ha npelHiHaTa 103a) ca
oTpa3eHd Ha 90-ud nepcenTua oT HabaAEHUETO.

Jlevenue na J{BT u bE, kaxmo u npesenyus na peyuousu na JIBT u bE npu ev3pacmuu nayuenmu
({BT/BE)

[1pu naunenTy, nexypanu 3a JIBT u BE ¢bc 150 mg padurarpaH €TekCcHNAT ABa THTH JHEBHO,
Cpe/iHaTa reoMeTpUYHA HAM-HUCKA KOHLIEHTpauus Ha Aadurarpai, usmepena 10-16 qaca criea npyeM
HA 1034, B Kpast Ha 1030BMA UHTepBall (T.e. 12 yaca cnen BeyepHaTa 1034 JadHrarpaH €TeKCHIaT

150 mg), € 59,7 ng/ml, ¢ rpanunu 38,6-94,5 ng/ml (B uHTepsana ot 25-tu 1o 75-tv nepceHTH). [1pu

neyenuero Ha /IBT v bE ¢ naburarpan erekcunar 150 mg 1Ba nbTH AHEBHO

- 90-HAT NEPCEHTHIT HA H3IMEPEHHTE HAW-HMCKM TL1A3MEHH KOHLIEHTpaUMWK Ha naduraTpan (10-16
yaca Ciej npueMa Ha npeauuiHata 103a) e okono 146 ng/ml,

- Hail-HuckHTe croiiHoctuTe HAa EBC (10-16 yaca ciea npueMa Ha npegqiliHaTa 103a), MOBHIIEHH
NpUOIH3UTENHO 2,3 IBTH CIIPAMO HAYAIHUTE CTOMHOCTH, C€ OTHACAT A0 Habaronasanuns 90-Tu
NepPCeHTU 1 Ha YaAbbKaBaHe Ha EBC ot 74 cekyHnu

- 90-uaT nepceHTHN HA HAaH-HUCKK CTOHHOCTH Ha aPTT (10-16 vaca clien npueMa Ha npeaMInHaTa
A03a) e 62 ceKyHAH, KoeTo e 1,8 mbTH CTOHHOCTTAa HA N3XOJHO HHBO.

Hsama naHHW 3a papMakOKWHETHKATA [IPH MALIMEHTH, JICKYBAHH 32 NIPEBEHIMs Ha peLauBupawa BT
H BE cu¢ 150 mg naburatpan erekcnnaT ABa IIbTH JHEBHO.

KauHKryHa edurkacHOCT M Oe30nacHoCT

Emnuecrku hpousxoo

He ce HabmonaBaT KIMHHYHO 3HAUMMH €THHYECKU Pa3iuKi MEKIY TALHEHTUTE OT €BPONCHIHATA
paca, ¢ ahpo-aMEPUKAHCKH, IATHHO-AMEPUKAHCKH, SAMOHCKH MW KHTAHCKH NPOH3XOA.

[Ipesenyun na Mosvyuen uncyam u cucmemen emboauzbm npu eb3pacmuu nayuermy ¢ HKIIM ¢ eoun
WU HOBEYE PUCKOBU (DAKmopu

KiiMHHUHHMTE AaHHH 32 €PHKACHOCTTA HA Aa0UraTpaH eTeKCHaT ca pe3ynTar ot npoyusaHeTo RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyJTHUEHTPOBO, MYJTTHHAIHOHATHO,
pPaHIOMH3MPAHO NAPAIETTHO CIIANO U3MMTBAHE ¢ ABe 103 aaburarpad etekcunar (110 mg u 150 mg
ABA MbTH JHEBHO) B CPABHEHHE ¢ OTKPUT MpPUeM Ha BapdapHH Npu MALUEHTH ¢ OPEAChPAHO MbKIACHE
C YMEPEH 10 BUCOK PHCK OT MHCYNT U cUCTeMEH eMO0IM3BM. [IbpBUUHATA UEN Ha MPOYUYBAHETO € /a
ornpeaeny faiu naburarpaH eTeKCHIaT OTCThNBA Ha BaphapHvH npy MOHW)KaBaHETO HA CHOMTHSTA Ha
CbCTABHATA KpaliHa TOUKA ,,MHCYNT U CHCTeMeH eMOonn3bpM™. CbLIO TaKka € aHaIM3HPpaHoO H
CTATHCTHYECKOTO NPERBHIXOACTRO.

B npoyuBaHeto RE-LY ca panpomuzupanu oburo 18 113 nanueHT Ha cpeaHa eu3pacT 71,5 roaMHH v
cpeaed CHADS?2 cbop 2,1. ITonmynauuata or naumeHTH € 64% OT MBXKKH 101, 70% OT eBponeuaeH
npou3xoA u 16% ot azuatcku npousxon. [Ipy naunenTute, paHAOMHU3UPAHHK 1 NONY4YaBAT BaphapHH,
CPELHHAT NPOLICHT Ha BpeMeTo B TepanceBTHuUeH obxpar (BTO) (INR 2-3) e 64,4% (mMenuana Ha

67%).

[ipoyuBanero RE-LY nokxazra, ye naburaTpad erekcwnar npu gosa i 10 mg 18a nbTH 4H MV E Ly
OTCTBbIBA Ha eexTa oT BaphapuH MpU NPEBEHLIMA HA MHCYIT U CHCTEMEH eMOOIM3BM N s R
MPeAChPAHO MBXKIIEHE, ¢ NOHIKEH pyck oT KX, 00110 KbpeeHe U ronamo kbpeeHe. /] a@ 1%95;1 r :
ABa NbTH AHEBRHO MOHMKABA 3HAYUMO PHCKA OT UCXeMHUEH B XEMOPArHieH HHCYIT, Ch0B ggﬂtp@j R
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HMKX u 000 kppBeHe B cpaBHeHHe ¢ BapdapuH. UecToTaTa Ha ronaMo KbpBeHe MPH Ta3d 1034 €
cpasH¥Ma ¢ BapdapuH. Yectorata Ha MHOKapaeH HH(APKT e JIEKO MOBHLICHA MPH JadHraTpaH
erexcunat 110 mg npa bty AHesHo M 150 mg ABa NbTH AHEBHO B CPABHEHHE ¢ BapapHH
(koedutueHT Ha pucka 1,29; p=0,0929 u koeduumenT Ha pucka 1,27, p=0,1240, cvorBeTHO). C
nonobpasaHe Ha npocnendasaneto Ha INR, HabaronaBaHuTe non3um o 1abHraTpaH €TeKCHNaT B
CpaBHeHuUe ¢ BapdapyH oTcadBar.

Tabnmuwm 17-19 nokazear noapodHO KIIIOHOBUTE pEe3Y/ITaTH B LISU1ATA MOITYJIalHig.

Tabauna 17: Asann3 Ha NLPBOTO CHLOHTHE - HHCYJIT HJIH CHCTEMEH eMOO.IH3BM (IHLPBHYHA
Kpaiina TOUKa) N0 BpeMe Ha nepuoa Ha npoyuyBane Ha RE-LY.

Haburarpan etexcunat | J[aOuratpan erekcunar Bapdapun
110 mg nBa mbTH gHeBHO | 150 mg ABa MbTH AHEBHO
Panaomusiipanu 6015 6 076 6 022
NalMEHTH
HucynT w/unmu cucremed
eMOOIM3BM
Yectora (%) 183 (1,54) 135 (1,12) 203 (1,72)

KoeduumeHT Ha pHcka
c/y Bapdapun (95% Cl)

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

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

[Ipesb3x0acTBO p-
CTOHHOCT

=(0,2721

p=0,0001

% ¢e OTHACA A0 TOAMUIHATA YECTOTAa HA ChOUTUITA

Tabnuna 18: Aranu3 HA NLPBOTO CHOUTHE HA HEXeMHYEH HTH XeMOPArH4eH HHCYAT M0 BpeMe
HA NepHOoAA Ha npoyuBaHe Ha RE-LY.

Jaburarpan erexcunar | laburarpan eTekcunar Bapdapuu
110 mg apa nbTv AHeBHO|150 mg nBa MbTH AHEBHO
PaHpoMwu3npaHu 6015 6 076 6 022
NaLMEHTH
MHucynT
Yectora (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduoueHT Ha pHcka ¢fy 0,91 (0,74; 1,12) 0,64 (0,51;0,81)
papiapus (95% CI)
-CTOHHOCT 0,3553 0,0001
ICucTemen eMBOAHIBM
Uectora (%) 15(0,13) 13 (0,11) 21(0,18)

KoeduuueHT Ha pucka cfy
papdapuH (95% CI)

0,71 (0,37; 1,38)

0,61 (0,30; 1.21)

-CTOHHOCT 0,3099 0,1582
cXeMHUYCH WHCYNT
Yecrora (%) 152 (1.,28) 104 (0,86)




KoeduuueHT Ha pucka ¢/y
papdapuH (95% CI)

1,13 (0,89; 1.42)

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

-CTOHHOCT 0,3138 0,0351
XeMOparu4eH HHCYJIT
UYectora (%) 14 (0,12) 12 (0,10) 45 (0,38)

KoedhuUHeHT Ha pucKa ¢/y
BapipapuH (95% CI)

0.31(0,17; 0,56)

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

~-CTOHHOCT

0,0001

<0,0001

% Cce OTHACH M0 rOAMILHATA YeCTOTA HA ChOMTUATA

Tabsmna 19: Anajni Ha CMBPTHOCTTA 10 BCAKAKBA NPHYHHA H HA CHPACYHOCHI0BATA
CMBbPTHOCT NO BpeMe HA Neproaa Ha npoyuypade Ha RE-LY.

HNaburarpan etekcunat | JlaburarpaH eTekcunar BapdapuH
110 mg nBa bty AHeBHO|1 50 mg ABa NbTH AHEBHO
PanaoMHU3HpaHA 6015 6 076 6 022
MalHeHTH
CMBPTHOCT MO BCAKAKBA
NpUYHHA
Yectora (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoeduLumeHT Ha pUcka ¢/y 0,91 (0,80; 1,03) (0,88 (0,77, 1,00)
pappapHH
(95% CI)
CTOHHOCT 0,1308 0,0517
IC510Ba CMBPTHOCT
Uecrora (%) 289 (2,43) 274 (2,28) 317 (2,69)

KoedMLMenT Ha pucka cly
BapthapuH (95% CI)

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

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

P-CTOHHOCT

0,2081

0,0430

% ¢e OTHACH A0 FOAMLIHATA YeCTOTa HA ChOUTHUATA

Tabamim 20-21 nokazear pe3y TaTHTE OT IbPBHUHATA KpaliHa TOUKA 32 e(hHKACHOCT K O€30MacHOCT B
CBHOTBETHUTE CyOIONMyaaLmHu:

3a MbPBUYHATA KpaiiHa TOUKA ,,HHCYT U CUCTEMEH eMOOTH3bM™ HE ¢a HIEHTHRHLMPAHH TTOArPYITH
(T.e. BB3pACT, TEr0, Mo, 0b0Opeuna QyHKUMS, ETHHYECKA NPUHAUICIKHOCT U JIp.) ¢ pa3nH4eH
KOoe(DHLIMEHT Ha PHUCKa B CPaBHEHHE ¢ Bap(apuH.

Tadnauna 20: Koegpnunent na pucka u 95% CI 3a uHcy.ar/cucTemed eMO0IHIBM MO NOArPYHH

Kpaiina Touka

JlaburaTpaH eTekcHnar
110 mg gBa MbTH AHEBHO C/y

BapdapuH

Bb3pacTt (roaunn)

<65

1,10 (0,64; 1,87)

65< n <75

0,86 (0,62; 1,19)




>75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
B >80 0,68 (0,44; 1,05) 0,67 (0,44: 1,02) |
CrCL(mI/min) )
30< u <50 0,89 (0,61: 1,31) 0,48 (0,31: 0,76)
50< u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,38) ]

>80 0,81 (0,51; 1,28) 0,69 (0,43, 1,12)

3a NbPBUYHATA KpaiHa TOYKA ,,LONIMO KbPBEHE™ MMa B3aHMOICHCTBHE HA edeKTa OT ICHECHHETO U
pb3pacTTa. OTHOCHMTETHUAT PHCK OT KbPBEHE ¢ JaburarpaH B CpaBHEHHE ¢ Bap(apHH Ce yBEIM4aBa ¢
Br3pacTTa. OTHOCHTESIHUST PHCK € HAll-BHCOK NPH MaluueHTH >75 roaudd. ChibIcTBaLlaTa ynorpeba
Ha aHTMTpOoMOOTHYHH cpeacTRa, ACK unu Kinonuaorpen npuoau3dTenHo ynsossa yectorara Ha CIK,

KaKTo NpH AaduraTpaH eTeKCHIAT, Taka W npu Bapdhapud. Hama 3HauMMO B3aHMOJEHCTRBHE Ha
TepaneBTUYHUTe edeKkTn npy noarpynure no 6xdpeuna yHxkuus 1 CHADS? pesyarar.

Tabanua 21: Koedgnuuert Ha pucka n 95% CI 3a ¢xO0HTHA Ha roJIIMo KbPBeHE 110 BOArPYNH

KpaitHa Touka JlaburarpaH eTekcHnaT JaburarpaH ereKkcuiar
110 mg aga IrbTH AHEBHO C/y 150 mg ABa NBTU AHEBHO C/Y

B BapdapuH BapdapuH

Bo3pacTt (roauaum)

B <63 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)

B >80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)

ICrCL(ml/min)

30<u <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)

50<u <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)

Ynorpeda Ha ACK 0,84 (0,69, 1,03) 0,97 (0,79; 1,18)

Ynorpeda Ha KIIONHAOrpe 0,89 (0,55; 1.45) 0,92 (0,57, 1,48)

RELY-ABLE (Ovrzocpoyno, Myamuyenmpo8o npoovIdCeHue Ha U3NUMBAHemo Ha 1eYEHULIO C
dabucampar npu RAYUEHMU ¢ NPedcLPOHO MbXcOene, Koumo ca 3aevputiiy wnumearemo RE-LY)

Ilponwikenuero Ha uanureadeTo RE-LY (RELY-ABLE) ocurypsiea IOTBIHHTENHA HHPOPMaUHA 32
6e30MacHOCTTa pH KOXOPTA MaLMEHTH, KOUTO Ca NPOXb/DKWIH Aa pUeMar gaburaTpan eTekcuiar, B
CblLUATa 1034, onpeaeneHa B usnursaHeTo RE-LY. 3a usnureanero RELY-ABLE ca u3bpaxu

[altMEHTH, KOUTO [0 BPEMETO Ha NOCJeHaTa UM BH3HTa OT M3nuTBaHeTo RE-LY He ca npekbCHaIn
JIeYeHHETO 34 NOCTOSHHO. BKIIOYEHUTE MallMeHTH ¢a NPOABIHKWIM Ja NPUEMAT ChLIATa ABOHHO-CJTATIA
llo3a 1aburaTpaH eTeKCHIaT, paHgoMusupaHo onpeaenena B RE-LY, 3a npocneassane 1o 43 mecena
cnea RE-LY (o060 cpearo npocnenssane RE-LY + RELY-ABLE, 4,5 roaunu). [Tonbpanu ca 5 897

NaLMEeHTH, KOUTO NpeaAcTaBaaBaT 49% oT nailHeHTUTE MbPBOHAYAIHO, PAHAOMH3UPAHO ONpeAC/ICHH Na

npuemMat gaburarpan erexcuaar B RE-LY u 86% ot u3bpanure naunentu B RELY-ABLE.

[1o Bpeme Ha JONMBLIHUTENHHTE 2.5 roauHH Ha neuende B RELY-ABLE, ¢ MakcuManta ekenosnius
Haja 6 roauuy (o6wa ekcnosuika B RE-LY + RELY-ABLE), npodwibT Ha 6e30MaCHOCT Ha
JaburaTpaH eTeKCHIIAT B Ab/ITOCPOYEH IUIaH € MOTBLPACH 3a ABeTe U3NMWTBaHW 1034 110 mg aBa nbTH
nuesHo ¥ 150 mg aBa mbTH aHesHo. He ca nabmoaaBatin HOBM HaXO/IKH, CBBP3aHH ¢ DE30MacHOCTTA.
YHecroTaTa Ha ©3XOOHHU CHOUTHSA, BKIIHOYHTEIHO MOJIAMO KbpPBEHE U APYrH cbOXUTHA HA KBPBCHE,
CHLOTBETCTBA Ha TasM, Habnonaesana B RE-LY .

Lanuu om neunmepeeHyuoHAHY NPOYHBANUS

[Tpu eaHo HenHTepBeHUMoHanHO npoyueaHe (GLORIA-AF), npocnekTHBHO ca chOp u% _ paTa
My (haza) naHHy 3a 0e30NacHOCTTa K e(PeKTHRHOCTTA MPH HOBOAHAIHOCTHLIMPAHH Tall eE;r h_- o LV




Ha 1aburatpaH eTekcunar B peaintu ycnoeus. [IpoyusaHero skmouBa 4 859 naumenTH Ha gaduraTpas
eTekcunat (55% nexkyBanu ¢be 150 mg aBa My AHEBHO, 43% jekyBanu cbe 110 mg a8a nbTH
AHEBHO, 2% NEKYBaHH CbC /5 mg aBa IbTH AHEBHO). IlaliuenTHTE Ca NPOC/IeAABaHH B [IPOALIKEHNUE
Ha 2 roaunu. Cpeaunte CHADS?2 v HAS-BLED ckopose ca ¢hotBeTHO 1,9 1 1,2. CpenHOTO BpeMe Ha
mpoc:iesBaHe no peMe Ha Tepanuarta e 18,3mecena. ['019M0 KbpBeHe € Bb3HUKHAIO npH 0,97 na 100
nauneHTOoroAUHHU. MMma chobuierus 3a skBoTo3acTpaluagauo kbpeeHe npu 0,46 na 100
NAUKMEHTOrOIMHHM, BbTpeuepera xemoparus rnpu 0,17 na 100 nauneHTOroAHHH U CTOMALIHO- YPEBHO
kbpeede npH 0,60 na 100 naunentoroanun. MHeynT € Bb3uMkHan np# 0,65 Ha 100 nauneHTOrouHH.

OCBeH TOBa B €1HO HEWHTEPBEHLIMOHATHO NpoyysaHe [Graham DI et al., Circulation.
2015;131:157-164) npu noseve or 134 000 nauuenTH B cTapuecka Bb3pact ¢ HKIIM B CheanHeHHTe
lwary (aonpuHecsio 3a nosede o1 37 500 nauMeHTOroAuHY BpeMe Ha MpOoCcAeAABAHE ¢ NIPUNOIKEHHE Ha
Tepanus) gaburarpat erekcunar (84% oT nanMeHTUTS ca NekyBaHu ¢be 150 mg aBa NbTH AHEBHO,
16% OT nauMeHTHTE ca IEeKYBaHK CbC 75 mg ABa MbTH JHEBHO) C€ CBBP3BA € MOHHMKEH PHUCK OT
HCXEMHUEH HHCYIT {koeduuuenT na prcka 0,80, 95% noeeputenex wurepean [Cl] 0,67-0,96),
BbTpeyepenHa xemoparus (koeduuueHT Ha pucka 0,34, CI {0,26-0,46) 1 cMbpTHOCT (KOE(QHUIIHEHT Ha
pucka 0,86, C1 0,77-0,96) u yBenuyeH pucK OT CTOMALIHO-YPEBHO KbpPBEHE (KOS(PHLUMEHT Ha pUCKa
1,28, CI 1,14-1,44) B cpaBHeHHe ¢ BaphapuH. He e OTKpUTa paznyka N0 OTHOUIEHHE Ha TOJISMO
Kbpeere (koeduuueHT Ha prucka 0,97, C1 0,88-1,07).

Te3n HabnroAeHUs B pealiH YCI0BHA NOTBbPKAABAT YCTAHOREHHA Mpodun Ha DE30MACHOCT U
¢(puKacHOCT 3a JaduraTpaH ETEKCHJIAT NPH TOBA NOKa3aHHe B npoyusaHero RE-LY.

Hayuenmu, nodiosceny Ha kamemvpHAa aOIGUUA NPU BPEOCBPOHO MBICOCHE

IIpoeeneso e npocneKTuBHO, PAaHAOMH3HPAHO, OTKPUTO, MHOTOLEHTPOBO, H3CIEAOBATEICKO
NPOYUYBaHE ChC 3ac/IEleHa, LEHTPATHO YCTaHOBEHA oLeHKa Ha kpaiHata Touka (RE-CIRCUIT) npu
704 nalMeHTH HAa YCTAaHOBEHO AHTUKOArYJIAHTHO NeueHHe. B npoy4YBaHETO e CPpaBHEHO
HENPEKBCHATOTO JeueHHe ¢ Jaburarpan erekcunar 150 mg n18a MhTH AHEBHO ¢ HENPEKBCHATOTO
JIeYeHHE ¢ KOPHUIupaHa B3 0OCHoBa HAa INR 1032 Bapdapun npM kareThpHa abiaauus Ha
MapOKCU3MAIHO WK MEPCUCTUPALLO NpeachpaHo MkaeHe. Ot 704-te BkmoyueHH nauueHTH, 317 ca
NOAJIOPKEHU Ha abiauus Ha NPEAChPAHOTO MBKICHE NPH HEMPEKBCHATO JIeUEHHE ¢ AaburaTpat, a 318
ca NOMJIOXKEHH Ha adals Ha NpeAchpPAHOTO MBXKICHE MPH HENPEKbCHATO TeueHHe ¢ BapdapyH. Ha
BCUUYKH NALIHEHTH € HanpaBeHa TpaHce3odareanta exokapanorpadgua (TEE) npenu kaTeTbpHaTa
abauust, OCHOBHHAT pe3yiTar (YCTaHOBCHO rofaMo KbpBeHE cniopea kpurepuure Ha ISTH) HacToniBa
npu 5 (1,6%) naLueHT B rpynara Ha JedyeHue ¢ AaburarpaH eTekcunar v npu 22 (6,9%) nauuenTH B
rpyrnara Ha nedeHue ¢ Bapdaput (pasnnka B pucka —5,3%; 95% CI —8,4, -2,2; P=0,0009). Hama
CBbOWTHE HAa HHCYJIT/CHCTEMEH eMDO0IMIBbM/IpexoaHa ucxemuuHa ataka (TTHA) (komOunnpaHo) B
pPaMOTO Ha JIEYEHHETO ¢ AaduraTpan eTekcHnar U uma enHo coutue (1THA) B pamoTo Ha neueHue ¢
Bapdapyd OT BpeMeTO Ha abaanuara 1 A0 8 ceaMuLu cfiel abnaiuara. ToBa U3CIeN0BATENCKO
MPOYUBaHE MT0KA3a, Ye Ja0UraTpaH €TeKCHIAT € CBbP3aH CbC 3HAYUTETHO HAMAIABAHE HA HECTOTATa
Ha CI'K B cpaBHEHHe ¢ KOpHUTHpaHa Bb3 ocHOBa Ha INR 103a sapdapuH B ycnosuaTa Ha abiaLui.

[Tayuenmu, xoumo ca 6unu ROOKVINCEHU HA ReprymManHa Koponapua unmepeenyus (IIKH) cve
CMeHmupane

[TpocnekTuBHO, paHIOMH3HPaHO, OTKPHTO MPOYyYBaHE Che 3acienenH Kpaitnu Touku (PROBE) (Paza
[1Ib) 3a oueHka Ha nroiiHa Tepanus ¢ naburarpan erekcunar (110 mg unu 150 mg nBa nbTH

JHEBHO) ILNOC KNIOTTHIOTPES HITH THKArpeaop (aHtaroHueT Ha P2Y 12) B cpaBHEHHE C TPOHHA Tepanus
¢ aptapuH (kopurupada ksM INR 2,0-3,0) runoc knonuaorpen wiay THkarpenop v ACK, e
pH 2 725 NaLKUEeHTH ¢ HEKIANHO MPEAChPAHO MBKAEHE, KOUTO ca OMIH NOJTOKEHH H
cTeHTupane (RE-DUAL T1KH). TTaunentvre ca paHaoMu3upaHu 3a ABOHHA Tepanus
erekcuiar 110 mg aga mbTH iHEBHO, BOMHA Teparnus ¢ 1adMrarpaH erexcunar 150
IOHEBHO WM TPOHHA Tepanus ¢ papdapuH. [latueHT B cTapuecka Bb3pact u3BbH L
>80 roavHy 3a BCHUKH cTpaHy, =70 roavHu 3a SInoHus) ca pa3npencieHy Ha ciyva




rpynaTa Ha jBoiiHa Tepanusa ¢ gaburaTpat etekcunar 110 mg uaM kbM rpynara Ha TpOMHA Tepanus ¢
papdapuH. [IbperyHaTa Kpaina Touka € KOMOMHHpAaHA KpaiHa TouKa ,,CbOUTHA Ha rOJIIMO KbPBEHE Ha
Oazata Ha aeduHuuua HA [STH unu cubuTHE HA KAIMHWYHO 3HAYHMMO HErO/IAMO KbpBEHE™ .

HecToTraTa Ha MbpBUYHATA KpaiiHa Toyka € 15,4% (151 nauMeHTy) B rpynara Ha ABOHHA TEPaNMs C
naburarpan erexcunat 110 mg cnpamo 26,9% (264 nauneHTH) B rpynara Ha TpoHHA Tepanus ¢
apdapun (KP 0,52; 95% Cl1 0,42; 0,63; P <0,0001 3a He no-manka eduxacHocT u P <0,0001 3a
npesb3xoacTso) H 20,2% (154 naumenTH) B rpynata Ha BoiiHa TepanHs ¢ Aaburarpati eTeKcuiar
150 mg, B cpaBHeHue ¢ 25,7% (196 naumeHTH) B CHOTBETHATA rpyNna 3a TPOHa Tepan#d ¢ BappapHH
(KP 0,72; 95% CI 0,58; 0,88; P <0,0001 3a "ge no-manka edukactoct ¥ P=0,002 3a npesu3X0ACTRO).
Karo yact oT onucaTeTHIS aHATH3, YeCTOTATa HA CHOUTHA HA FOIAMO KbpPBEHE NPH TPOMOOIIM3A MPH
uHpapkT Ha myokapaa (TMH) e no-Hucka 1 B iBE€TE TpYNH Ha ABOMHA TEpanua ¢ nadyrarpat
€TEKCHJIAT, OTKOJIKOTO B IPYTIaTa Ha TPOHHA Tepanys ¢ saphapHH:

14 cubuTus (1,4%) B rpynara Ha ABOiiHa Tepanusa ¢ naburatpan erekcunar 110 mg, B cpaBHEHue ¢ 37
cpOuTHs (3,8%) B rpynarta Ha tpoitna tepanug ¢ sapdaput (KP 0,37, 95% C1 0,20; 0,68; P=0,002) u
16 cvbuTus (2,1%) B rpynara Ha ABO¥HA Tepanus ¢ gaburatpan erekcunar 150 mg, B cpaBHeHHe ¢ 30
cbbuTHe (3,9%) B choTBeTHATa rpyna Ha Tpoiina tepanua ¢ sapdapuu (KP 0,51; 95% C1 0,28; 0,93;
P=0,03). K aeete rpynu Ha nBoitHa Tepanus ¢ gabWraTpaH eTekcunaT MMAaT Mo-HUCKY Y€CTOTH Ha
BBTPEYEPEITHA XEMOPArHs, OTKOJIKOTO CbOTBETHATA IPYNa HAa TPOHHA Tepanus ¢ paphapun:

3 cpouTHs (0,3%) B rpynara Ha ABoiiHa Tepanna ¢ faburartpad erekcunat 110 mg, B cpaeHenne ¢ 10
cpOuTHs (1,0%) B rpynara Ha TpoitHa Tepanus ¢ sapdapsH (KP 0,30; 95% CI 0,08; 1,07; P=0,06) n 1
ceOuTHE (0,1%) B rpynarta Ha aBoiiHa Tepanus ¢ gadurarpan erekcunart 150 mg, B cpasHeHue ¢ 8
cuOuTns (1,0%) B choTBeTHATa rpyma Ha Tposida tepanus ¢ sapdapud (KP 0,12; 95% CI 0,02; 0,98,
P=0,047). YecTtoTaTa Ha chOMTHATA OT KOMOMHKpaHaTa KpaHHa To4Ka 3a e(PUKacHOCT ,,CMBDT,
TPOMOOEMOONHUYHH CHOUTHS (MHGDAPKT HA MUOKAPAA, HHCY/IT HITH CUCTEMEH EMOQIHIBM) HITH
HETUIAHHpaHa pepacKynapHsauMs’” KOMOMHHPAHO B ABETE rPyMM Ha ABOHHA Tepanus ¢ aaburarpan
€TEKCHIIAT € C HE NO-Manka ehMKACHOCT OT TA3M B rPYNATA HA TPOFHA Tepamnus ¢ BapdapuH (CbOTBETHO
13,7% cnpsamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29; P=0,0047 3a ne no-manka eduxacHoct). Hama
CTATUCTUYECKH PA3THKH B HHAUBHIYATHUTE KOMIIOHEHTH Ha KpalHUTE TOYKH 32 SPHKACHOCT MEKITY
KOSATO K ja OWJIO OT rPyIIMTE Ha ABOHHA Tepanus ¢ JadMraTpaH €TEKCWIAT M IpyfnaTa Ha TpOHHa
Tepanus ¢ BappapuH.

[IpoyuBaHeTo nokasBa, 4e ABOHHATA Tepanus ¢ JaburaTpaH eTeKCHIAT H aHTaroHKWCT Ha P2Y 12
3HAYUTENHO NOHUKABA PHUCKA OT KbPBEHE, B CpABHEHHE ¢ TpoiiHATA Tepanus ¢ BaphapHH, ¢ HE 110-
MaJika e()MKacHOCT 3a KOMOKMHHpaHaTa KpakHa To4Ka ,,TPOMO0eMOOMHYHH CHOUTUS ™ MPH NMALMEHTH C
NPEACHPAHO MBXKAEHE, KOUTO ca Ounn noanoxeHH Ha [IKH cbe erenTupane.

Jevwenue na /[BT u BE npy evspacmuu nayuenmu (reywenue na JIBT/BE)

EdukacHocTTa 1 O€30nacHoOCTTa ¢a IPOyYBaHy B JBE MHOIOLIGHTPOBH, PAHAOMH3HWPaHH, ABOHHO-
CJIETH, NpOYYBaHUA ¢ NOBTapALO ce neucHue u napanenH rpynd RE-COVER u RE-COVERII. B
TE3H NPOYUBAHHA Ce CpaBHsaRa JaburarpaH erexcuaar (150 mg nea nbTH JHEBHO) ¢ BapdapHH (ueepa
cToUHOCT Ha INR 2,0-3,0) npu naumentu ¢ ocrpa JIBT u/nnu BE. OcHOBHATA Li€/1 HA TE3HW MPOYYBaHHS
¢ J1a cE ONpele/M Jajn Ja0UraTpaH eTeKCHAaT HMa HE fIO-MaJika €HUKACHOCT oT BapgapuH rpu
HaMaJIfBaHe CbOMTHATA Ha MbPBUYHATA KpaiHa TOUYKA, KOATO MPEACTaBIsSBa KOMOUHALMATA OT
peuyamBupaila cumnToMarvuda JIBT w/unu PE, ¥ Ha cBbp3aHuTe CMBPTHH ClTydau B PAMKHTE Ha 6-
MECEUYHHA NIEPHOI HA JICHEHME,

B coopHure npoyusanus RE-COVER u RE-COVER 1l 00w 5 153 naunedTn ca paHaoMH3H
107 ca nekyBaHM.

[TponbikuTenHOCTTA Ha eUeHHeTOo ¢ pukcupana no3a naburarpax e 174,0 nuun 6e3 np
xoaryJjauuara. [lpy nauveHTyTe, paHAOMM3MpaHU 3a MPHEM HA Bap(apHH, MeIHaHATa
TepanesThueH nHTepsan (INR 2,0 no 3,0) ¢ 60,6%.



H3nuTBaHuATa nokasear, ye sieueHHeTO ¢ AaburarpaH erekcuaar 150 mg nsa ObTH THEBHO € HE MO-
MASIKO e(UKACHO OT JieYeHHeTo ¢ BapdapuH (rpanuua 3a He no-maska eduxacHocet 3a RE-COVER u RE-
COVER II: 3,6% 3a pa3nuka B pucka u 2,75 3a koedM1IMEHT Ha pUCKa).

TaGanua 22: Ana/in3 Ha TbPBHYHATA H BTOPHYHATE KPaiiHn ToUKH 3a eduxacHocr (BTEC ce

chetol oT JABT w/uau BE) 10 kpas Ha nepuona cnea Jieuenuero B coopuuTe npoyusanns RE-
COVER u RE-COVER II

Haburarpas erekcunat 150 mg nea Bapdapun
OBbTH JHEBHO

JlekyBaHH MAIMEHTH 2 553 2554
Peuunusrpai »
cumMnroMatHuen BTEC u 68 (2,7%) 62 (2,4%)
cBbp3aHa ¢ BTEC cmbpT
KoeduuunesT Ha prcka
cnpsamo Bapdapun (95% 1,09
JIOBEPUTEIICH UHTEPBA) (0,77; 1,54)
BTopuunm KpatiHi TOUYKH 3a )
€pHKaCHOCT ]
PeunguBHpanl
cumnromatuuen BTEC u 109 (4.3%) 104 (4,1%)
ICMBPT MO BCAKAKBA MPHYHHA
95% qoBepuTENRCH HHTEPBAN 3,52, 5,13 3,34, 4,91
T — BT 45 (1,8%) 39 (1,5%)
95% noBepUTEIEH UHTEpRAN 1,29; 2,35 1,09; 2,08
(CumnrroMaTuucH BE 27 (1,1%) 26 (1,0%)
195% nOBEpPHUTENCH MHTEPBAJ 0,70; 1,54 0,67; 1,49
ICrwp3ana ¢ BTEC cmbpT 4 (0,2%) 3 (0,1%)
95% noBepuTENEH UHTEPBA 0.04; 0,40 0,02; 034
CMBpT 10 BCAKAKBA NPHYHHA 51 (2,0%) 52 (2,0%)
|95% [IOBEPUTE/IeH HHTEPBA 1,49; 2,62 1,52; 2,66

fIpegenyus na peyuousupauia JIBT u BE npu éw3pacmuu (npesenyus na /[BT/BE)

J{B€ PaHAOMU3UPAHH, JBOAHO-CIIENH IPOYUBAHHA C TTAPAICIIHH IPYIIH €A IPOBEIEHH MPH MALHEHTH C
NpeaxoAHa aHTUKoaryiaHTHa tepanus. B npoyusanero RE-MEDY, koHuTponupaHo ¢ sapgapuH, ca
BKJIFOUYEHH MALIMEHTH, NMPEAXOAHO JICKYBAHU B NIpoAb/keHue Ha 3 10 12 Meceua, KOMTO ce HYKIaAT OT
JOMBJIHHTE/IHO aHTHKOAryJ1aHTHO JIeYEHHE, a rlauebo-koHTposMpanoTo npoyusane RE-SONATE
BKJIIOYBA MAUHMEHTH, TIPEIXOIHO JIEKyBaHM B NPOIBDKeHHE Ha 6 a0 18 Mecena ¢ HHXHOHTOPH Ha
BuTaMHH K.

Llenta Ha npoyusaHeTo RE-MEDY € na ce cpapusaT Oe3onacHocTTa M epukacHOCTTa Ha ne
naburarpan etekcuiaar (150 mg 1Ba nbTH AHEeBHO) © BapdapuH (uenepa crolinoct Ha INR
MPOABIKHTESIHO JICUEHUE U NPEBEHLIMA HA PeLUIMBUpala cumnTomaruyina JIBT wnim =
866 NaLMeHTH ca paHAOMU3UpaHKu K 2 856 ca nekyeaHu. HpoawekurenHocTra Ha eHeHy @,sc\
naburarpaH eTekcuiar Bapupa ot 6 40 36 Mecelia (Meauana - 534,0 gan). [pw l'IaLlHeHTHTE'- -
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PaHAOMH3MPAHH Ha JieueHHe ¢ BapdapHH, Me1MaHaTa Ha BPeMETO B TepaneBTHUEH Anana3oH (INR
2,0-3,0) e 64,9%.

RE-MEDY nokassa, ue ieueHrero ¢ gaburatpan erekcuaar 150 mg ABa mbTH JHEBHO € HE M0-MATKO
ehkacHO OT BapdapuH (FpaHuua 3a He no-Manka eprkacHocT: 2,85 3a KoeduureHT Ha pucka ¥ 2,8 3a
pasjliKa B pUCKa).

Tabnna 23: Anajnus na ILPBHYHHTE H BTOPHYHHTE KpaiHH ToO4YKH 3a edukacHoct (BTEC ce
cbeTod 0T JIBT n/naun BE) 10 kpan Ha nepuona cien ieueHuero B npoyusanero RE-MEDY

JlaburarpaH eTeKcHaaT Bapdgapun
150 mg gBa IMbTH AHEBHO
JlekyBaHH NALMEHTH 1430 1426
Peunausupam cumnromatuueH BTEC u 26 (1,8%) 18 (1,3%)
cebp3ana ¢ BTEC cMbpr
KoednupmenT na pucka cripamo BapdhapHH 1,44
(95% nmoBepuTeacH UHTEpBAT) (0,78; 2,64)
HE NO-MAaNKa eQUKACHOCT 2,85
IlauuenTy, NpH KOUTO € BB3HUKHAIO ChOUTHE 22 17
KM 18" Mecen
KymynatuseH puck kM 18-us mecen, (%) 1,7 1,4
Pa3nuka B pucka cnpamo Bapdapus (%) 0,4
95% NOBEPUTENCH HHTEPBAN
He TI0-Manka eQrKkacHOCT 2,8
BTopHYHHM KpaiHH TOYKH 32 ePUKACHOCT
Peunaueupai cumnroMatiden BTEC v 42 (2,9%) 36 (2,5%)
CMBPT MO BCAKAKBA MPHYHHA
95% noBepUTENEH MHTEpPBA 2,12;3,95 1,77; 3,48
Cumnromatiuna BT 17 (1,2%) 13 (0,9%)
95% noBepHTENEH MHTEPRAT 0,69; 1,90 0,49; 1,55
Cumnromatruen bE 10 (0,7%) 5 (0,4%)
95% NOBEPHTENICH HHTEPBA 0,34: 1,28 0,11; 0,82
Cenpzara ¢ BTEC cMmbpT 1 (0,1%) 1 (0,1%)
|95% JOBEPUTEIICH HHTEPBAJT 0.00; 0,39 0,00; 0,39
MBPT MO BCAKAKBA MPHYHMHA 17 (1,2%) 19 (1.3%)
5% JOBCPHUTENIEH HHTEPBAJ 0,69; 1,90 0,80; 2,07

LlenTa Ha npoyuBaHeTo RE-SONATE € ga ce onieHH npeBbh3xoacTBOTO HA NabUrarpa eTekcunar
CIIpAMO Mianedo Npy npeBeHUMsITa Ha peurauBypaiy cumnroMatuyen JIBT w/viu bE npu
NALKMEHTH, MPEMMHAIIH TipeaxoaHo acueHue ot 6 a0 18 meceua ¢ ABK. TInanupanoto neyeHue e

naburarpaH erexcunar 150 mg 1pa T AHEBHO B NPOIBJRKEHHE HA 6 Mecena, €3 HEOOXOAUMOCT OT

HaOIIO/ICHHUE.

[Ipoyusanero RE-SONATE nokasa npesb3xoAcTBO Ha JaburaTpaH ETEKCHIIAT CIPAMO
OTHOLLICHHE TIPEBEHLHATA HA CHOMTHA ¢ peLayBrpaly cumnroMatiiHy JIBT/bE, B
CMBPT N0 HEOOACHHUMH NPUYHHH, ¢ TTOHIKEHHE Ha PHCKa oT 5,6% no 0,4% (Hamanasa
OTHOCHTENTHHA pUCK 92% DazupaHo Ha Koe()MlIMEHTa HAa PMCKA) 110 BpeMe Ha NepHoa
<(,0001). Bcyuuky BTOpHYHY aHANM3H ¥ AHANIM3H HA YYBCTBUTEIHOCTTA Ha MbPBHYHATA




M Ha BCHYKH BTOPHYHHW KpaHHU TOUKH IMOKA3BAT NPEesb3X0ACTBO Ha N1adUraTpaH eTeKCu:1aT CapaMo
mianedo.

[IpoyuBaneTo BrIOURa 12-MeCeUHO NMpocieaaBaHe 3a HaboaeHue cnea Kpas Ha nedenueto. Crea
[IPEKPATABAHE HA MPHJIAraHETO HA U3MHTBAHOTO JICKAPCTBO e(PEeKTHT Ce 3ana3sa 10 Kpasd Ha nepuoaa Ha
[TPOCAEAABAHE, KOETO MOKa3Ba NOATbpKaHe Ha eeKTa OT MbLPBOHAYAIHOTO JIEUSHHE ¢ nadHraTpaH
erekcuiaT. He e HabmonaeaH pedayHa edext. B xpas Ha npocaensasaneto cbouTuaTa ¢ BTEC npu

NaLMEeHTHUTE, JIEKYBaHH ¢ Aaburarpan etekcuaar e 6,9% cnpamo 10,7% B rpynara Ha rwiauedo
(koeduipeHT Ha prcka 0,61 (95% C1 0,42; 0,88) p=0,0082).

Tabauna 24: AHaJIH3 HA THPBHYHATA W BTOPHYHHTE Kpalind ToukH 32 epukacnoct (BTEC ce
cberon ot JIBT u/uan BE) Ao kpas Ha nepuona ciien Jedenuero B mpoyusanero RE-SONATE.

Haburatpan erexcunar 150 mg nBa [Lnauebo
MbTH AHEBHO

JleKyBaHH MALUEHTH 681 662
Peunnviapaiiy
cumnromaTiycH BTEC u 3 (0,4%) 37 (5,6%)

CBBLP3aHa C HEro CMBPT
KoeduuuneHT Ha pucKa crpsaMo

niauedo 0,08
\(95% JOBCPHUTEICH HHTEPRAI) (0,02; 0,25)
P-CTOMHOCT 3a IIPEBRB3IXO/ICTRO <0,0001

BTOpHUYHH KpalHHH TOYKH 33
ePUKACHOCT

Peuuausupain

icumnroMaTuueH BTEC u 3 {0,4%) 37 (5,6%)
CMDLPT 110 BCAKAKBA NPHUYHHA
95% NOBEPHUTENEH UHTEPBA 0,09; 1,28 3,97, 7,62
Cumnromarnuna BT 2 (0,3%) 23 (3,5%)
95% noBepuTesieH WHTEpBAn 0,04:; 1,06 2,21; 5,17
ICumrromatueH BE 1 (0,1%) 14 (2,1%)
95% noBepuTeNeH UHTEpBA 0,00; 0,82 [,16; 3,52
Cebp3ana ¢ BTEC cmbpt 0(0) 0 (0)
95% poBepHTENEH HHTEPBA 0,00:; 0,54 0,00, 0,56
ICMBPT 110 HEOOSICHUMHM 0 (0) 2(0,3%)
MPHYMHH
05% nosepuTeneH HHTEpBAN 0,00; 0,54 0,04; 1,09
ICMBLPT N0 BCAKAKRA NIPHYMHA 0(0) 2(0,3%)
95% noBepHreNeH HHTEpBaIl 0,00; 0,54 0,04; 1
X
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B nsnurBane dasa Il paburatpad eTekcunar 1 sapdapuH ca MpoyueHn Npu 00mo 252 AAUMEHTH,
[IPETHPREIN HACKOPO XMPYPru4YHa onepauHs 3a nocTapiHe Ha MEXaHWYHA Chp/eyHa Kiamna (T.€. B
paMKHTE Ha HACTOALLATA UM XOCOHTAJIU3ALIMA ), KAKTO WU PH NALUUEHTH, MPETLPIICIH ONepaLms 3a
MOCTABAHE HA MEXAHUYHA CbPAEYHA Kilana npeau nosede ot Tpu meceua. [Toeue TpoMOOEeMOOTHUHH
CBOUTHSA (OCHOBHO HHCYJITU W CUMIITOMHH/ACHMAOTOMHU TPOMOO3H HA NPOTE3HPAHUTE KJarM) H
noee4e CbOMTHA HA KbPBEHE ca HAOIIOAABAHM ITPH Ja0UraTpaH eTEeKCUIAT B CPABHEHUE C Bap(apHA.
[1py NauHEeHTHTE B paHHMA TOCTONEPATUBEH NEPHO/, FOJMOTO KbPBEHE CE € NPOABABAJIO OCHOBHO
KaTO XEMODPArH4€H NEPHKAP/IEH H3/TUB, MO-CNEUHAIHO IIPH NALUEHTH, 3aM104HATH MPHEM Ha
AabUraTpaH eTeKCUNarT CKopo (Ha 3-THA A€H) CIe XHpYpru4dHara ofnepalus 3a CMAHA Ha ChpAeyHa
knana (Bx. Touka 4.3).

[leanaTpyyHa nomynanus

llpesenyun Ha Mo3zvbyen uncym u cucmemen emooausbm npu ev3pacmuu nayuenmu ¢ HKIIM ¢ eoun
Wil ROBEYE PUCKOBY (haxmopu

EBpOnencKara areHuus Mo AeKkapeTpaTa ocBOOMmKIaBa OT 33bJSKEHUETO 3a TIPEOCTABAHE HA
pE3yNITATUTE OT NPOYUBAHUATA C pehepeHTHMs JEKapPCTBEH MPOAYKT, ChAbpKall JabHTraTpaH BbB
BCHYKH MOATPYHHM HA [IEAHATPHYHATA MTOMyJalMs 38 MMOKa3aHUETO NPEeBEHLHA HA MO3BYCH HHCYIT H
cucTeMeH eMOonu3bm npu naumenTd ¢ HKIIM (Bk. Touka 4.2 3a undopMaLus OTHOCHO yriotpeda B
eJANaATPUATA ).

Jlevenue na BTEC u npeeenyus na peyuousupawu BTEC npu neduampuunu nayuenmu

[Tpoyusanero DIVERSITY e npoeeneHo, 3a na JeMOHCTpHpa edUKkacHOCTTa M 6e30nacHoCTTa Ha
Aa0UraTpaH €TEKCUNAT B CPABHEHHE Che CTaHIapTHO NeueHue (standard of care, SOC) Ha BTEC npu
neJHaTPHYHH NALMEHTH OT paxkaaHeTo 1o noj | 8-roauinHa pb3pacT. Cnope JH3adHA NPOYYBaHETO €
OTKPUTO, PAHLOMH3HPAHO [IPOYUBAHE ¢ MAapasIelIH| Py 33 JOKA3BAHE HA HE MO-Ma/IKa e(hUKaCHOCT.
BraoueHure 3a ydyacTHe NALUEHTH ca paHAOMH3UPaHUM B ChOTHOLLIEHHWE 2:1 na rnomyvasat ¢robpaseHa
¢ Bb3pacTTa nekapereena gopma (karcyau, o0BHTH MpaHy/TH WIH IEPOpaieH Pa3TBOP) Ha gaburarpaH
ETEKCHIIAT (C 103M, aTanTHPaHH Cnopel BL3pacTTa H TeJeCHOTO Terno) wid SOC ¢ HUICKOMOIEKYTHH
xenapuHd (HMX) unu anraronvcty Ha sutamul K (ABK), unun dornanapunyke (1 naguent Ha 12
roavuu). [ IepBHyHaTa KpaiiHa TOYKa € ChCTaBHA KpaiiHa TOYKa OT NALMEHTH C IThJIHO pa3TBapsHe Ha
TpoMOa, ¢ nunca Ha peuuaEBrpano BTEC u ¢ nunica Ha cMbpTHOCT, cBbp3aHa ¢ BTEC. Kpurepuure
3a M3KIIOYBAHE BKJIIOYBAT AKTHBEH MEHHHTHT, €HUeATHUT K BbTpeyepencH adcuec. Odwwo 267
MalMeHTH ca panaoMu3upadd. Ot Tax 176 nauMeHTH ca NieKyBaHM ¢ JadHrarpaH eTekcuiar, a 90
nauuenTu ¢ COK (1 pannoMu3Mpan nauneHT He e nexysan). 168 nauvenTu ca na 12 mo non 18
rOJIMHHA, 64 nauHeHTH ca Ha 2 10 noAd 12 roauxx, a 35 namueHTH ¢a noa 2-roauiya pe3pacrt. Ot
paHIOMH3HpaHuTe 267 matpentu 81 naument (45,8%) B rpynata Ha naduraTpaH eTekchiar u 38
naudeHTH (42,2%) B rpynara Ha SOC OTrorapaT Ha KPpUTEPUHUTE 3a CHCTABHATA NMBPBHYHA KpaHHa
TOuKa (ITLJIHO W3UMCTBaHE HA TpoMOa, nurca Ha peuraueupall BTEC u nunca Ha CMbpTHOCT,
cebp3ana ¢ BTEC). CroTBeTHaTa paznuka B 4eCTOTATa MOKA3BA HE MNO-MA/IKa €PUKACHOCT Ha
naburarpan etekcuiar B cpasHete ¢ SOC. CbBMECTHMH Pe3yNTAaTH KaTo LsUTO ¢a Habi0AaBaHH U B
MOArPYIIMTE. HAMA 3HAYHTECIHH pajiMuHA B €(PeKTa OT JICYEHHETO 3a NOJArPYIIHTE N0 Bh3PacT, Mo,
reorpagpcka obnact U HAIMYKE Ha ONpeesIeHH pUCKOBH GakTopH. 3a 3-T¢ pa3IiYHH Bb3pPacTOBU
CTPaTH ChOTHOLIEHHETO HA NALKWEHTHTE, MOCTHIHAAY IMbPBUYHATA KpaiHa TOYKa 33 €(OUKAaCHOCT B
rpylMTe ChOTBETHO Ha aaburarpan erekcunat U SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu
NALMEHTUTE HA BL3PACT OT PAKAAHETO A0 <2 roauHH, 21/43 (48,8%) n 12/21 (57,1%) npn na
Ha Bb3pacT 2 no <12 roguuun 1 47/112 (42,0%) v 19/56 (33,9%) npy nauMeHTHTE Ha Bb3pa
<18 roauHu.

nadurarpad erexcunar v 2 naumedTH (2,2%) B rpynara Ha SOC. Hama cratuctHuecku
pa3znivKa BbB BPEMETO JI0 MOsBa HA IMbPBO CLOMTHE Ha roIAMO KbpBEHE. TpHaeceT M oce
(21,6%) B rpynara na naburarpan etekchiar v 22 naumnenTH (24,4%) B rpynara Ha SOC ¢



NOTBbLPACHO CHOMTHE HA KbPBEHE, KATO IPH NOBEUYETO OT TAX TO € KATErOpU3UPAHO KATO
He3HauuTenHo. KombuHMpaHaTa KpaiiHa Touka Ha AOTBbpACHO cbOuTHe Ha ronamo KbpeeHe (CI'K)
WITH KITHHHYHO 3HaunMo Heronamo (K3HK) kbpeetie (koraTo nauMeHTHTE ca HA JIEYEHHUE) Ca

cbOOWEHH 32 6 (3,4%) naureHTH B rpynara Ha AaburarpaH erekcHnar v 3 (3,3%) naudeHTH B rpynara
na SOC.

EaHO OTKPUTO, MPOCHEKTUBHO, KOXOPTHO, MHOTOLEHTPOBO NpoydsaHe 3a GesonacHocT dasza Il ¢ eano
pamo (1160.108) e npoBeaeHo 3a oueHKa Ha He30MaCHOCTTA Ha AadHraTpaH €TEeKCUIAT NpH MPeBeHLMA
Ha peuraHBupau; BTEC npu neavaTpuudy nauueHTy OT paskaaHeTo A0 noj | 8-roauinHa Bb3pacr.
[TaLMeHTH, KOUWTO ca ce HYKAACNH OT NMO-HATATLLUHO aHTHKOAryJIaHTHO JIEYEHHE NIOPaay HAJIHYHEC HA
KJIMHHYEH PHUCKOB (DAKTOP CHEX 3aBbpLUBAaHE HA HAYATHOTO AeueHue 3a notespaed BTEC (3a Hait-
MaJTKO 3 Mecelia) Wik clief 3apbpilBade Ha npoyusaHeTo DIVERSITY, ca eittoueHu B Npoy4BaHETO.
HoaxoaswuTte 3a BRIKOHYBAHE NALHWEHTH Ca NMOTYYaBaid aJaNTUPAHU CMIOPE] Bb3pacTTa M TCASCHOTO
TErNO A03H OT ChoOpaseHa ¢ Bb3pacTTa JiekapeTseHa GopMa (Kancynu, OOBUTH rpaHyJii Win
NEPOPASICH pa3TBOP) Ha AabHraTpaH €TeKCHIAT IO elIMMHUHHUDPAHE Ha KJIMHUYHHA PHCKOB (PaKTOp KK
10 Makcumym 12 meceua. ITbpBUdHHTE KpaiiHu TOukH Ha MpoyusaHeTo ca peuraus Ha BTEC, cuouTus
Ha TOSAMO WM HEIHAYMTENHO KbPBEHE M CMBPTHOCT (00111a 4 BBB Bpb3Ka ¢ TPOMOOTHUYHH HITH
TpoMOoeMOoIMYHH CHOMTHA) Ha 6 U 12 meceua. Msxoaure oT CbOUTHATA ¢4 MOTBBPACHH OT
HE3aBUCHMA, 3aC/IENCHa KOMUCHA 3@ OUEHKa,

O0wo 214 naureHTH ca BKIKOYCHH B npoyusaHeto. Ot Tsx 162 nauMerTH ca BBB Bb3pPacToBa cTpara |
(or 12 no noa 18 roaunn), 43 nauueHTH ca BLB Bh3pacTtoea cTpara 2 (ot 2 1o noa 12 roquHu) u 9
NAaLKHEHTH ca BBB Bb3PACcTOBa cTpara 3 (0T paxaAaHeTo A0 noA 2-roamHa pu3pact). Ilo BpeMe Ha
nepvoja Ha Jedenue 3 nanueHTH (1,4%) ca pa3euin NOTBbLPAEH OT kOMUcUATA peunans Ha BTEC B
paMKHUTE Ha TILpBHTE 12 Meceua clies 3anouBane Ha jeueHueTo. [IoTBbpAeHH OT KOMUCHATA ChOMTHS
Ha KbPBEHE MO BpEME HA NEpHOa HA ieyeHWe ca cbobuIeHH 3a 48 mauureHTH (22,5%) B paMKuTe Ha
mbpeuTe 12 Meceua. [ToBedero ¢uOUTHA HA KbpBeHe ca HesHauuTenHu. [Ipu 3 maumenTy (1,4%) uma
MOTBBPAEHO OT KOMHUCHATA ChOUTHE HA TONAMO KbPBEHE B paAMKUTE Ha MbpBUTe 12 Meceia. 1lpn 3
nauueHTH (1,4%) uMa NOTBBPACHO OT KOMHUCHATA CHOUTHE HA KIMHUYHO 3HAYHUMO HETOJIAMO KbPBCHE
(K3HK) B pamkrTe Ha nbpBute 12 Mecena. Hama cMbpTHH cnydan no BpeMe Ha MEpHOAA HA JIEYCHUE,
[To BpeMe Ha nepuona Ha neuyenue 3 nauueHTH (1,4%) ca pazsunu nocrrpomborrdeH cuHapoM (I1TC)
WM ca Umanu Bnowasade Ha [ITC B pamkuTe Ha nbepBUTe 12 Meceua.

5.2 DapmMaKOKHHETHYHH CBOHCTBA

Crea nepopaiHO NPUIOKEHHS 1abUraTpaH eTeKCHIAT ObP30 U HAITBLIHO C€ NPEBpbhilla B Ja0HraTpay,
KOHTO € akTHBHATa pOpMa B naazmara, PazueneaHeTo Ha Npe1eKapcTBOTO AabUrarpaH erekcunar
Ype3 KAaTATH3WPaHa OT ecTepasa XHPo/iK3a 10 aKTHBHOTO BelllecTBO Jadurarpad € npecdiiaaasaiiaTa
MeTabouTHa peakuud. AGcon0THaTa OHOHANHYHOCT Ha fa0urarpaH ciied MepOpaTHO MPUIIOKEHHE Ha
naduraTpaH eTekcunar e npubnusurento 6,5%.

Chiea nepopanHo NpuiokeHuve Ha naburarpaH eTeKCcHnaT Npu 3paBH A00pOROJILN,
(papMaKOKHHETHYHUAT Npodua Ha aburaTpaH B Ma3Mara ce XapakTepu3npa ¢ Obp30 HapacTBaHe Ha
IUIA3MCHHTE KOHLUEHTpaLuK ¢ A0CTHraHe Ha Cmax B paMkuTe Ha 0,5 1 2,0 yaca cnea nNpHIoKEHHETO.

Abcopbuus

[IpoyuBaHe, oueHsABAIIO NTOCTONEPaTHBHATA abcopOLIMA Ha naburaTpas eTekcHnar 1-3 yaca cren

OTiepaLus, JEMOHCTPHPA OTHOCUTEHO HaBHA abcOpOLIMS B CPABHEHME C Ta3H IIPH 3APABH 100POBOJILIM,
[I0Ka3BaHKH MTaseH MpodHi Ha N1a3MeHaTa KOHUEHTpPaLHA BbB BpeMeTO 0€3 BUCOKH TTHKOBH
MJIa3MEHH KOHUEHTPaLHH. [IMKOBH Mna3mMeHn KOHUEHTpaUWH ce AocTHraT 6 yaca cyien np
B NOCTONEPATHBHUA NIEPHO/ NMOPaaH JONPUHACALLH (PAKTOPH, KATO HANPHMEDP aHECTE3MA,
XHPYPIrHYHH e(eKTH, HE3aBUCHMO OT IepopaiHara jekapcTBeHa ¢opma. Jpyro npoyys
NEMOHCTpUPa, ue OaBHA W 3aKbCHABALA abcopOLMa OOHKHOBEHO ce HAOMIOaBa CaMo B
onepaumnsta. Ha cneasawunre nHu abeopbuusta Ha naburarpas € 6bp3a U NHKOBH MJIa3M
KOHLCHTpaLKH c€ JOCTHraT 2 Yaca cnea NpHIOKEHHE Ha ICKapCTBEHMS NPOJYKT.




Xpanata He MOBJIHABRa OMOHAIIMYHOCTTA HA NabHraTpaH eTekcuar, Ho 3abaps BpeMETO 10 TMKOBHTE
[171A3MEHH KOHLIEHTpaUuH ¢ 2 yaca.,

Cmax 1 AUC ca nponopuUHMOHATIHH HA 103aTa.

broHanHYHOCTTA CIEM MEPOPATIHO TIPIIOKEHHE MOXKE Aa CE NMOBUILIM CBC 75% chel NPHIOKEHHE Ha
€IMHHYHA 1034 H ¢ 37% B CTALMOHAPHO ChCTOAHME, B CPABHEHME ¢ pedepeHTHATa KancysiHa (opma,
KOraro nejieTure ce npuemar 6e3 kancynata ot xunpomenosa (HPMC). Cnenosarenno LesiocTra Ha
kanrcynure or HPMC BuHaru tpsa0Ba aa € 2anazeHa npu KIMHU4HA ynoTtpeba, 3a na ce uiderne
HEYMHUIIUIEHOTO MOBULIABAHE HA OHOHATHUHOCTTA Ha naburarpad eTeKCHiaT (Bx. Touka 4.2).

PaznpeneiceHue

Hatmopaea ce ¢nado (34-35%), He3aBUCUMO OT KOHLIEHTPALMATA CBhp3BaHe HA Ra0UraTpaH ¢
YOBEILKHTE MNa3MeHH npoternn. O0eMbT Ha pasnpeseneHue na aaburarpan ot 60-70 | npesuuiasa
o0 00EM Ha TENECHUTE TSYHOCTH, KOETO O3Ha4ara, ue Aaburarpal MMa yMEpeHO ThKaHHO
pasnpeeneHue.

buotpaHchopmalis

MeTabOoNHM3MBT U eKCKpELIMATA Ha 1aburaTpaH ca NpOoy4eHH NpH 3ApaBH MbXe A0OPOBO/ILH ClEA
eMHHYHA MHTPAaBEeHO3HA 003a JadHrarpaH, Oens3aH ¢ paaAHOoaKTHBEH H30TOM. (el MHTPaBEHO3HATA
N03a NPOH3X0HAaLLAaTa OT AA0UraTpaH paaAHOaKTHBHOCT C€ eTHMUHUAPA IMABHO ¢ ypuHarta (85%).
DekanHara ekckpeLysa oTrosapa Ha 6% oT npunoxeHara Jos3a. Jlo 168 4aca cnen npuyioXXeHUe Ha
no3ata oblara pajHoaKTHBHOCT Ce Bb3CTaHOBsBa B paMkute Ha 88-94% ot npunoxeHara ao3a.
Jlaburarpan ce noasiara Ha KOHIOrauMa, MpH KoeTo ce oOpaszysat (papMaKkONOrHuHO aKTHBHH
aLHIrTOKYPOHUIN. CblUECTBYBAT YETHPH NO3HLUMOHHH H3oMepa, 1-0, 2-O, 3-0,
4-O-auUNriloKypoHRI, BCEKU OT KOUMTO ChCTaB/IfRa No-Manko oT 10% o1 0611oTo KOMHYECTBO
naburatpaH B asMarta. Ciaegun ot apyri MeTaboJIHTH CE€ YCTaHOBABAT CaMO ¢ BHCOKOYYBCTBHTCTHU
aHATUTHYHH MeToau. JlaburaTpaH ce enHMHHHpPa rAaBHO B HEMPOMEHEH BHA C ypHHATA C
npubnuzuTensa ckopoct 100 ml/min, chOTBeTCTBALLA HA CKOPOCTTA HA MIOMEPYJIHA QUNTpaLuMA.

EaMMHHHpaHe

[na3MeHHTe KOHUCHTpaLWK Ha faduraTpaH rnoka3eat OMEKCMOHEHUHANEH Clia ChC CPeAeH
TEPMUHANEH NOTYXUBOT 1] yaca ripu 3a4paBu MHIHBHAM B cTapyecka Bb3pacT. e MHOTOKPATHO
npuiaraHe ce HabMoAaBa TEPMHHANIEH NOMYKUBOT OKOJIO 12-14 vaca. [1oyHBOTHT € HE3aBUCUM OT
nozara. [lonyxMBOTET € yaRmAKeH, ako 0b0peyHaTa PyHKLHS € HApYUICHA, KAKTO € MTOKA3aHO B
Tabnuua 235.

CrneuranHi NOmyJIalLuH

bvopeuna Hedocmamvunocm

B npoyusanua ¢aza | excnoznuuara (AUC) na gadburatpan cjieA nepopaiHo MPHIOKEHHE Ha
naburaTtpa €TeKCHIAT € MPUOAH3UTENHO 2,7 MbTH [10-BHCOKA NPH Bb3PACTHH OOPOBOJILM C yMEPEHa
O0uOpeuna HepoctarsuHoeT (CrCL mexay 30 u 50 ml/min), orkonkoTo npu Te3u de3 OndOpeuna
HEJOCTATBYHOCT.

[Ipn Manbk Opoii Bb3pacTHH 100poBOILIM ¢ Tekka OB0peuna HepoctareuHocT (CrCL 10-30
excrosuuuaTa (AUC) na naburarpan e npubaM3nTenHo 6 mbTU NO-BHCOKA, a NOJYKHBOTL

NPUOIN3UTENHO 2 NBTH NO-AbABI OT HabMloIaBaHkTe B nonynaums 6e3 OnOpeuHa HeQocT
(k. Toukun 4.2, 4.3 u 4.4).



HapymeHa 0bp0peuna pynkuus

CKOpoOCT Ha rfioMepyJiapHaTa Cpenen reomerpuder (gCV%; rpanuuy) nonyxusot [h]
¢dunrpauus (CrCL)
[ml/min]
>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)

JOombAHNTENHO, €KCNO3ZHUMATA Ha JadWraTpaH (Hai-HUCKa U MUKOBA) € OLIEHEHA B €HO
MPOCMEKTHBHO, OTKPHUTO, PAHAOMH3HPAHO, (PAPpMAKOKHHETHYHO NIPOYUYBAHE NP NAUMEHTH C HEKNAITHO
npeacbpaHo MbkaeHe (HKITIM) ¢ Texko 6u6peuHo yppexkaaHe (ONpeaesieHo KaTo KpeaTHHHHOB
knupbHE [CrCl] 15-30 ml/min), noayuasawm jadburatpad eTekcunar 75 mg aBa IbTH AHEBHO.

To3u peskuM e 1oBen A0 Hali-HMCKa cpe/lHa reomeTpHyHa koduenTpauus 155 ng/ml (gCV 76,9%,),
U3MEPEHA HEMOCPEACTBEHO NpeH MPHIOKEHHUETO HA ceasaluara 103a, M 10 MHKORa CpeaHa
reoMeTpdyHa KoHuentpauus 202 ng/ml (gCV 70,6%), nsmepeHa ABa uaca ciell NpHIOKEHHETO Ha
noc/eaHaTa 1034.

KinnpbHesT Ha qaburatpan upe3 XeMoAHAIM3a € 3C/IeBaH MpH 7 Bb3PACTHH NALIMEHTH C TCPMHHAJTHA
ovOpeuna nepocrateunoct (TBH), 6e3 npeacepano MexaeHe. Juamnszata e npoeeaena ¢x¢ 700 ml/min
MaTu3eH AeOUT, NPOALIKUATETHOCT YSTHPH Yaca ¥ CKOPOCT Ha Kpbeuug Tok 200 mi/min nau 350-

390 ml/min. ToBa BoaK 10 oTcTpaHssaHe CbOTBETHO Ha 50% no 60% OT KOHLIEHTpaluATa Ha
AaburartpaH. KOIMYECTBOTO Ha BELECTBOTO, OTCTPAHEHO UPe3 AMAIN3A, € [PONOPLIMOHAIHO Ha
CKOPOCTTa Ha KPBBHKSA TOK, NMPH CKOPOCT Ha KPpEBHHA TOK J10 300 ml/min. AHTUKOarynaHTHara
aKTHBHOCT Ha TabMraTpaH HaMaj1ABa ¢ HAMAISIBAHE HA niasmeHuTe koHueHTpauun 1 PK/DJI spr3kara
He € 3acerHara oT npouenypara.

Meaunanata Ha CrCL B RE-LY e 68.4 ml/min. [loutn nonosuHata (45,8%) ot mauuenture B RE-LY
umat CrCL >50-<80 ml/min. [Mauuenrrnte ¢ 6p0peuHo yepeskaane B ymepeHa cteneH (CrCL mexxay 30-
50 ml/min) uMar cpeaHo 2,29 mbTH ¥ 1,81 MbTH NO-BHCOKA TJTA3MEHA KOHIEHTPALMA, CbOTBETHO NMpeaH

W C/leJ MpMeM Ha f03aTta Ha JaduraTpaH, B CpaBHCHHE C MauueHTH Oe3 OBbpeuHo yppexkaaHe (CrCL
>80 ml/min).

Meaunanara Ha Cr(Cl 8 npoyuranero RE-COVER e 100,4 mV/min. IIpu 21,7% oT nauMeHTdTE € UMANIO
OuOpeuto yepexaane B neka ¢reneH (CrCl >50-<80 ml/min) u npu 4,5% ot Tiax — 6s0peyuHo
yBpexaaHe B ymepeHa crenen (CrCl mexay 30 u 50 ml/min). INTaiuenture ¢ 660peyHo yBpEKIaHE B
NIEKAa U YMepeHa CTEIICH ¢a UMAJIH B CTALIMOHAPHO CbCTOAHHE CHLOTBETHO cpeaHo 1,8 mbTH # 3,6 TbTH
MO-BHCOKH MIA3MEHH KOHLUEHTPALIMK TIPE/IH IPUIIOKEHHE HA 103aTa Jaduratpad B cpaBHeHue ¢
nauyenTuTe ¢ CrCl >80 ml/min. Cxognu ctoiiHoctu Ha CrCl ca ycranosenu B RE-COVER 11

MeauanaTa Ha CrCl B npoyysanusta RE-MEDY u RE-SONATE e ¢chorsetHo 99,0 ml/min u
99,7 mi/min. Ipu 22,9% u 22,5% ot naumentute croiinocTute Ha CrCl ca >50-<80 ml/min, a npw
4,1% u 4,8% ot 1iax CrCl e mexxay 30 v S0 ml/min B npoyusanusara RE-MEDY u RE-SONATE.

lHayuenmu 6 cmapuecka ev3pacm

Cretdduuru ¢apMakOKMHETUUHH npoy4BaHuA ¢a3a [ npys NaliUEHTH B CTapyecKa Bb3pacT MOKa3B

yeeanuenue ot 40 a0 60% na AUC v noeeue ot 25% Ha Cmax B CpaBHEHHE ¢ MJIaJH Halxe

EdekTsbT Ha BB3pacTTa BbPXY €KCIO3HLIMATA HA Aa0UraTpaH € NOTBbPAEH OT NPOYYBAHETO

oK010 3 1% no-BHCOKO HHBO HA HaH-HUCKATA KOHLIEHTpALMA 338 WHAWBHAMW =75 rOIHHH H Qit0 0.4 _ \
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Yeprodpobuo napyuterve
He ce Habmopnasa npoMsiHa B EKCNIO3MUMATA Ha faduraTpad npy |2 Be3pacTHH MAUKMEHTH C YMepeHa
yepHoApoOHa HexocTarbuHocT (Child Pugh B) B cpaBueHue ¢ 12 xoHTpoaH (Bx. Toukn 4.2 u 4 4).

Tenrecno mezno

Hai-HHCKHTE KOHUEHTpalMK Ha gaburarpaH ca oko10 20% no-HUCKH 1IpH BB3PACTHH NMAlUEHTH €
TenecHo Terso >100 kg 8 cpasHenue ¢ 50-100 kg. Muosuncreoto (80,8%) oT vnauBuaHTe ca B
kateropuara >50 kg 1 <100 kg, 6e3 ycraHoreHa scHa paznuka (Bx. Touky 4.2 u 4.4). [lpu Bb3pacThy
MMALIMEHTH C TeJIeCHO Tero <50 kg KNMHUYHWTE JaHHH Ca OrpaHHYEHH.

Hon

[Tpy nAuMEeHTUTE C NPEACHPAHO MBLAKISHE, MALIMEHTHTE OT >KEHCKH MOJT ¢a HMaJli cpeaHo 30% no-
BHCOKH CTOHHOCTH Ha HAM-HUCKA M MOCT-A030Ba KOHUEHTpauus. He ce H3HCKBa KOPEKLHA HA 103aTa
(B3K. TOUKA 4.2).

Emuunecru npousxod

HsaMa KIMHUYHO 3HAYUMHU MEXKAYETHHUCCKH Pa3Iuuds MEX/TY NAaLMERTH OT eBPOINCHIHATA Paca,
MalUeHTH ¢ adypO-aMEPUKAHCKH, JIATHHO-AMEPHKAHCKH, ATIOHCKH U KHTAHCKY [POU3X04 10
OTHOLIEHHE HA (PapMAaKOKMHETHKATa W papMakoHHaAMMKaTa Ha AaburarpaH.

Heduampuuna nonyrayus

[lpn nepopanHO NPHIOKEHHE HA NadUraTpaH eTeKCcUNaT, Cnope/l oNnpeacICHHd B MPOTOKOAA
aNrOpHTHM 3a JO3HPAHE €KCIIO3ZHIINATA, € B PAMKHUTE Ha TasH, HabllkoaBaHaTa NPH Bb3PACTHHM C
JIBT/BE. CGopHHAT ananu3 oT papMakOKMHETHUHH JanHK oT 1poyusaHusaTa DIVERSITY u 1160.108
[I0KA3Ba, Y& CPEeIHUTE reOMETPHYHH Haii-HUCKH excrosuumu ca 53,9 ng/ml, 63,0 ng/mlu 99,1 ng/ml
CHOTBETHO NpH O 10 <2-roauuiHM, 2 1o <12-roguudd # [ 2 go <18-roguiiiiy NeaHaTpHYRy NaUHeHTH
¢ BTEC.

DapMaKOKHHETHYHH B3aHMOISHCTBHS

In vifro npoyuBaHus 3a B3aUMOASHCTBUATA HE MOKA3BAT UHXUOMpaHE WIN AHAYLUHpAHE HA TTIaBHHTE
H30€H3HMH HA LuToXpoM P450. Tosa ce moTBLp:KAaBa OT i7 Vive NIPOyYBAHHA ¢ YYaCTHETO HA 3paBu
A0OPOBOILIM, KOUTO HE MOKA3BAT B3aHMOACHCTBHE MEXTY TOBA JIEUEHHE M CNEIHHTE AKTHBHH

seitectsa: aropeactatul (CYP3A4), aurokcnd (B3aumMoelicTeme ¢ TpaHcriopraus P-gp)
nuxnodenax (CYP2C).

5.3 IlpeakInHUYHH AAHHH 32 6€300ACHOCT

HeknuHuunMTe AaHHH HE [T0KAa3BaT 0CO0EH PHCK 3a X0pa Ha 0a3aTa Ha KOHBEHUHOHATHUTE
(hapMaKOITOrHyHHU NpOy4BaHU4 3a 0e30MacHOCT, MPOYYBAHUA 32 TOKCHUHOCT NPH MHOTOKPaTHO
NPWIAraHe U reHOTOKCHYHOCT.

Edexrure, HaOMr0AaBaHU B IPOYUBAHUATA 3d TOKCUYHOCT [P MHOTOKPATHO NpHUIaraHe, ce€ Ib/KaT Ha
3aCHNEeHHUA (papMaKOAHHAMUYEH edekT Ha naburaTpaH.

Edekt Bbpxy epTHIHMTETA MPH KEHCKH XXUMBOTHH € HadmoaasaH noa gopmara Ha HaMaIaBaHe Ha
Gpos HA UMILIAHTALIMUTE W IOBHLUABAHE HA NPeIHMILIaHTAIIMOHHNTE 3aryon nipy nosa 70 mg/kg (5-
KPaTHOTO HHUBO HA MUTA3MEHA EKCNO3KLUNMA TPY NauUeHTH), [Ipy 1034, KOHTO €a TOKCUYHY 33
mMaikuTe (5- 10 10-KpaTHOTO HYRBO HA [L1A3MEHA €KCNO3ULMA MPH MALIMEHTH ), [IPH TUIBXOBE H
HaONl01aBa HAaMANTABAHE HA TEIECHOTO TETIIO U KU3HECNOCOOHOCTTA Ha (heTyCa, 3aeHO C
Ha (eTaTnuTe Bapyalyy. B npeHaTannuTe U HocTHATATHHTE NPOy4YBaHKs € HadMonasa
MOBHLUABAHE HA (eTajIHATA CMBPTHOCT NPH 03H, KOUTO Ca TOKCHUHH 3a MakkuTe (103
CbOTBETCTBALLA HAa 4 ITBTH NO-BHCOKO HUBO HA MUIa3MEHA eKCNOo3HWUMA OT HabonasaH
MALMEHTH ).




B enHo npoyuBaHe 3a 10OBEHW/THA TOKCHYHOCT NPy MAbX0BE 0T nopona Wistar CMbPTHOCTTa € CBbp3aHa
ChC CHOUTHS HA KbPBEHE NMPH NOAOOHH HMBA HA €KCHO3MIIMS, IPH KOUTO € HAaOII01aBaHO KbPBEHE NpH
Bb3PACTHUTE XKHUBOTHU. CUMTA CE€, Y€ KAKTO MPH BL3PACTHUTE, TAKA M NPU MIAJAHTE TUTHLXOBE
CMBPTHOCTTA € CBbp3aHa Cbe 3acHICHaTa (hapMakoiorHiHa aKTHBHOCT HA AADUraTpaH BbB BPh3Ka C
YMPAKHABAHETO HA MEXaHUYHH CHIH MO BPEME Ha NPUNAraHeTo H TpeTHpaHeTo. JlaHHHUTE OT
NpOYYBAHETO 33 KOBEHHJIHA TOKCHYHOCT HE MOKa3BaT HUTO [OBULIEHA YYBCTBHTENHOCT KBM TOKCHYHH
IPOSIBH, HUTO TOKCUYHOCT, CreHU(UYHA 32 FOBEHHTHH dKUBOTHH.

J[bAroCpOUHUTE TOKCHKONOIHYHM MPOYUYBAHHS MPH MJIHXOBE U MUIIKH HE 10Ka3BaT JaHHH 33
TYMOPOFEHEH NOTEHUMA HA naburaTpan 210 Makcumainh qo3u 200 mg/kg.

Jlaburarpan, akTHBHaTa 4acT oT JaburaTpaH €TEKCHIaT ME3U/IAT, € YCTOHUYHB B OKOJIHATA Cpeaa.

6. PAPMANEBTUYHHA NTAHHHU

6.1 CnucbK HA NOMOLWIMHTE BelllecTBA

KancyJiHO CbIbpKHUMO
BuHeHa KucenuHa
XUPOMETIo3a
XHUAPOKCHNPONHIILIENY103a
Tank

(CnbCcTaB Ha KarncyJsara
Tutanos nuokcHa (E171)
Huaurokapmun (E132)
Kaparenan

Kanues xnopuna
XunpoMenosa

YepHo neyaTHO MacTHIO
[Hennax

Kenezed okeun, yepeH (E172)
Kanues xuapoKcuy

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

2 rOJAURH

6.4 CpoeuHannd ycJOBHS HA ChXPAHEHHE
bancrep

To3u exapcTBEH NPOAYKT He M3MCKRBA CIIELIMASTHH TEMMEPATYPHU YCIOBYS Ha ChXPaHEHHE.
Jla ce chxpaHABa B OpUTHHAIHATA ONAKOBKA, 3a Aa C€ NPEeAnasy OT CBETIMHA M Biara.

OnakoBKa

To31 NCKapcTBEH NPOAYKT HE U3MCKBA CNEUHAIHU TEMINIEPATYPHY YCIOBUA HA ChXpaHe
Jla ce chxpaHABa B OPUIrMHANHATA OIIAKOBKA, 332 1a ¢e Nperna3d OT CBET/IMHA H BJara.
CbxpaHaBanTe OIIAKOBKATA 33 KATICYNIM IL1BTHO 3aTBOPEHA.




6.5  Bnau cbaAbpKaHHE HA ONAKOBKATA

[Tepdopripan 6nucTep ¢ equHUYHA 1034 ¢ oTaenBamo ce Gonruo OPA/AI/PE+DES/AI/PE: 10 x 1,
30x1,60x 1, 100 x 1 TBBpIa Kancysia Wik rpyrnoBH ONaKOBKH, Chabpkamu 100 (2 omakoBKy OT
50 x 1) wnu 180 (3 onakoBku ot 60 X 1) TBHpAM KarncyJu, B KyTHA.

HDPE onakoBka cb¢ 3aMTeHa OT Jela NoJMNpoNnuIeHoBa Kanauka: 60 TBbPAM Kancy/au WM 3
OMakKOoBKH 1o 60 TBbpAM Karncyu, B KYTHS.

He BcHYKH BHIIOBE ONaKOBKH MOraT a ObaT MyCHATH Ha Na3apa.

6.6 Creunajnu npeanasHu MEPKH NPH H3XBBLPJIsHe H paboTa

Hewuznon3paHusar JICKAPCTBEH MPOAYKT WK OTNaABbYHHUTE MAaTEePHAIIH OT HErO TpﬂGBa Aa C€ U3XBBPJIAT
B CbOTBETCTBHE C MCCTHHUTE U3UCKBAHHA.

1s IMPUTEXATEJI HA PASPELIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne

9. JAATA HA ITbPBO PABPEIIABAHE/ITIOAHOBSAABAHE HA PA3ZPEIIEHUETO 3A
YIIOTPEBA

JlaTa Ha MbPBO paspellaBaHe:
Jlata Ha NoclenHO MMOAHOBSIBaHE:

10. AATA HA AKTYAJIM3UPAHE HA TEKCTA

20 OkromBpu 2023

== e Srie— S ] s ST VT R S g I e e T [T =
el e T S g e S e e ESnilES o . e =

= r Ti1lfatTa ':n.}-nr'_:-r T L TFE AROTITYS LI 2 T TT -]
e = CHAOCTABCHA HA YVCUCAdHMTIAd Ha ¥ Sl bJlh

=l wd £ % o I U b o e TR - e {o ST S g 5 ot oo T Tt T o T T

i "




