1. UME HA JIEKAPCTBEHHUA ITPOAYKT "[J"Z'g 0"2"2‘3
Jlakcanno 150 mg TBbpaM Kancyiu - 684/ 0 7 -05- 2025

Daxanlo 150 mg hard capsules

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika TBbpaa kancyia ebabpka 150 mg naburarpan erekcunar (dabigatran etexilate) karo
naburaTpaH erekcunar me3unar (as dabigatran etexilate mesilate).

3a NbJIHUA CMTMCBHK HA NOMOILLIHUTE BElleCTBa BHKTE TOUKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

Tebpaa kancysa (karicysa)

KanaueTo Ha KancyJjiata € CHHbO, TAJIOTO Ha KarcyJiarta € 05,10 10 NoYTH 0410 C HAAJILXKHO OTneYaTaH
yepeH 3Hak 150. KancyHOTO CbABPKUMO € HKbITEHUKABOOEIIH /10 CBETJI0XKB/ITH nesieTH. Pazmep Ha
kancynara: 0 npoabiarosara, 1b/HKMHA NpHOIU3UTETHO 24 mm.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHUA

[IpeBeHLIMA HA MO3BUYEH UHCYJIT U CUCTEMEH €MOOJIM3bM IMPH Bb3PACTHU MALMEHTH C HEK/IAMHO
npeacbpaHo mbxaeHe (HKIIM) ¢ eaun wau noseye puckoBH GakTOpH, KaTo NpeaLlecTBalll MO3bUY€H
HHCYJIT WM npexojaHa ucxemuyHa araka (I11MA); Bb3pacT > 75 roaMHM; cbpae4yHa HEAOCTATbYHOCT
(knac no NYHA =>II); 3axapeH auabert; XunepToHus.

Jleyuenue Ha a1bnOOKa BeHO3Ha TpomOo3a (JIBT) u 6enoapoden emo0au3bm (BE), kakTo M npeBeHLMs
Ha peunauBHy Ha /IBT v bE npu Bb3pacTHH naumeHTH.

JleueHue Ha BeHO3HHU TpomOoeMOoIMYHH cbOUTUS (BTEC) 1 npeBeHums Ha peurauBupaiiy BTEC npu
neMaTpu4yHU NaUMEHTH OT paXkaaHeTo 10 noa |18-roauuiHa Bb3pacr.

3a cboOpa3eHH ¢ Bb3pacTra 4030BH (DOPMH BHIKTE TOUKA 4.2,
4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBkKa

JlakcaHJ10 Kancy/u MOKe /1a C€ M3M0J3Ba NPU Bb3PAaCTHU U NEJHAaTPHUYHH NALMEHTH HA 8-ro/1MiiIHa
Bb3PacT WJIK MO-TOJIEMH, KOMTO Ca CrIOCOOHHM J1a MOrabluaT KancyJ/iMTe uejid. CbluecTByBaT APYrU
CbOOpa3eHH ¢ Bb3pacTTa 1030BH (POPMH 3a JIeYeHHE Ha aeua noj 8- roauuuHa Bb3pacr.

Koraro ce npeMHHaBa OT eaHa ﬂBI{ﬂpCTBEHﬂ c¢opma Ha apyra, MOXe 1a € He0OX0/IMMO /1a ce ﬂpDM}HH\

CC npennucna Bb3 OCHOBA HA TCJICCHOTO TCIJIO H Bb3PAcCTTa Ha JACTCTO.

[lpegenyun HA MOZBYEH UHCYIM U CUCHICMEH eMDOIUTDM NPU 6b3PACHIHI RAWUECH M) HI(ﬂﬁJ e ‘\._ = \

COUH Wiu nogeue pUcKosu (hakmopu (npeeerHyun Ha UHCY,1Im npu nPeocbpPOHO MbIHCOCHE lHHﬂM o P f',[

Jleuenue na ovaooxa eenosna mpomoosa (/IBT) u benrodpoven emboruzsvm (BE), Kakmou . = =
Hxé:‘m H"-.::I_:j ‘ ”'Fh:"::;il



npegeryun Ha peuoueu na ABT u BE npu evipacmuu nayuenmu (IBT/BE)

[IpenopbuMTenHHTE 403K AaburaTpaH erexcunar npy nokasanusTa [IMIIM, ABT u bE ca nokazann B
Tabnuua 1.

Tabauna 1: Ilpenopbku 3a no3nposkara npu [IMIIM, IBT u BE

IIpenopnka 3a no3upoBxara

[IpeBeHLMA HA MO3BYEH HHCYIT M CHCTEMEH
leMOOIM3BM NPH Bb3PACTHHU MALHEHTH C 300 mg naburarpaH eTeKCHNAT, NPUEMAHH KaTO ¢1Ha
HKIIM ¢ eanH nnu noseve puckoBH pakTopH [Kancyna or 150 mg nra nbTH AHEBHO

K[THUTIM)

Uleuenue Ha [IBT u BE, kaxto u npeseHuuns Ha300 mg naburarpaH eTekcunar, NpMeMaHy Karto €aHa
peunaued Ha JIBT v BE npu pb3pacTHHKancyna ot 150 mg aBa mbTH OHEBHO, CIIEA JIEYEHHE C
inauxenTH (JIBT/BE) [MapeHTepaIeH aHTUKOAryNaHT B NpOAb/IKEHUE Ha HAl-
MATKO 5 AHH.

\[penopvy6q ce HAMANREAHE HA 003Qmd

IMawueHTH Ha Bb3pacT >80 roaunm IHeBHa no3a 220 mg naburaTrpan eTekcunaT, npuemaHa
KaTo €aHa kKarcyna ot | 10 mg 1Ba nbTH AHEBHO

ITalmueHTH, KOUTO MpUEMAaT ChITbTCTBALLO
BEpariamMulil

Ipadea 0g ce 0OChOU HAMATASAHE HG
Ooiama

[TaumeHTH Ha BB3pacT Mexay 75-80 roauuu

Haumeriy C YMCEPEHO OBOpetHo yBpexctane Tpsabea aa ce u3bdepe nHesHa ao3a 300 mg nnm 220 mg
KCrCL 30-50 ml/min) 8

inaburatpan erekcuiar, 0asupaiky ce Ha
[TaunueHTH ¢ racTpur, e30¢aruT Uian HHAMBMAYANHATa OLEHKA HA TPOMOOEMOOTHYHHA pHCK
racTpoesodareancH pedaykc U PUCKA OT KbPBEHE

Ipyru nauMeHTH ¢ NOBULIIEH PUCK OT
KbpPBEHE

3a IBT/BE npenopukara 3a npunarade Ha 220 mg naburarpaH erekcuiiar, NPUEMAaHH KaTo €1Ha
kancyna ot 110 mg aBa nbTH AHEBHO, C€ OCHOBABA HA (PAPMAKOKMHETHYHH ¥ (PapMAKOIMHAMHYHH
aHAIM3HW U HE € NPOY4YBAHA B KIMHMYHH YyCIOBHUA. BHXKTE no-noay v Touxku 4.4,4.5, 5.1 n 5.2,

B cnyy4aii Ha HEMOHOCHUMOCT KbM JabHraTpaH eTeKCHAaT NauKeHTUTe TpAOBa Aa ObAAT MHCTPYKTHPAHH
a c€ KOHCYNTHpAT BEAHAra ¢ IeKyBallig CH IcKap, 3a J1a Obae npeaAnpueTO NMPHEM/IMBO aITEPHATHBHO
NeuveHMe 3a NpeBeHLUM HA MO3bUEH HHCYAT H CHCTEMEH eMOOIM3bBM, aCOLMHPaHH ¢ NMPeACHPAHO
MbXxaeHe, wiu 3a J[BT/bE.

Ouenkxa Ha bvOpeunama Qyukyus npedu u no gpeme Ha aeueHuemo ¢ 0abueampan emexciam

Ilpy BcHuKH NALUMEHTH U 0COOEHO B CTapyecKa Bb3pacT (>75 roauHu), Thi kato 6B6peuHoTO

YBPEXKAAHE MOXKE [a € YECTO CPELLAHO B Ta3H Bb3pacToBa Ipyna:

- [Tpean 3anouBaHe Ha ieveHue ¢ aaburaTpaH erekchnar On0OpeuHara pyHkuus Tpadea na 6v
OLIEHEHAa Ype3 H3YKCAgBaHE Ha KpeaTHHHMHOBHA KiupbsHC (CrCL), 3a na ce u3kmoua T
TexKo 0bOpeyHo yspexnade (T.e. CrCL <30 ml/min) (Bxx. Touxn 4.3, 4.4 1 5.2).

- bubpeunata pyHkuMa Tpadea 4a Oble OLUEHEHA CBIIO H NMPH CbMHEHUA 3a BIIO
H61uOpevHaTa QyHKLKA NO BPEME HA NEUSHUETO (HaNP. XUNOBONEMHA, AEXUIpaAT
CBMbLTCTBALLA YNIOTpeda HA HAKOH NIeXapCTBEHH MPOAYKTH).




JIONBLAHUTENHHU U3UCKBAHHSA NPU MALIMEHTH C NIEKO 10 YMepeHO 01bOpeuHO YBpeKaAaHe H NPH NAUMEHTH

Ha Bb3pacT Hall 75 TOAHHM:

- [To Bpeme Ha neuenue ¢ naburarpaH eTekcunar 6bOpeuHara pyHkuua Tpadbea aa Obae
OLICHABAaHA Hai{-MallKO €1UH BT FOJHILHO WK NMO-4ECTO, NPH HeoOXOAUMOCT, B onpeaeeHH
KJIMHHYHH CHTYaLUH, KOFaTO HMa CbMHEHHA, Yye ObOpeuHaTa QyHKLUMA MOXKeE Aa Ce MORWKH HIH
Ja ce BROWMH (Hanp. XHNoBosieMud, AeXHapaTauna, KakTo ¥ NpY CbNbTCTBALUA ynoTpeda Ha
HAKOH JIEKAPCTBEHH NPOAYKTH).

MeToabT, KOHTO TpaORa Aa ce u3non3ea 3a oueHka Ha ObOpeuHaTa pyHkuua (CrCL B ml/min), e
metoabT Ha Cockeroft-Gault,

IIpogduiaxcumennocm na ynompeba

[TpoabkuTEnHOCTTAa HAa ynoTpedaTa Ha aadburaTpaH erekcunar npu nokasanuara [IUIIM, JIBT u bE e
nokasaHa B Tabnuua 2.

Tabéauna 2: [IpoawkuresHoeT ra ynorpeda npu IIMIIM u ABT/BE

Tlokaszanne [IpoabHKHTEHOCT HA ynoTpeda

TTUIM Uleuenunero TpabBa na € ALArOCPOUHO.

JIBT/BE [TpoabnKkKTENHOCTTa Ha NEYEHHETO TPADBA Aa ce onpesens HHAHBHAYANHO ClieA
BHMMaTe/IHa OLEHKA Ha NO/3aTa OT JISYEHUETO CNPAMO PUCKA OT KbpBEHE (BX. TOYKa
4.4).

KpaTtkocpouHO neyeHre (Hai-Manko 3 meceua) TpaOBa 1a ce NpoBexaa MpH Hallu4ue
Ha NpexXoAHH PHCKOBH PAKTOPH (Hanp. CKOPOLLHA XHPYPrH4YHa OnepaLus, Tpapma,
obe3nBrKBaHE), 4 NO-NPOABIKHTENIHO JIEHEHHE — NPU TpaliHU PUCKOBH PAKTOPH HIH
maunonaruuHa /JIBT wnu bE.

IIponycnama do3a

[lponycHara noza aaburarpaH eTekcwiat MoOXe Ja ce npueMe ao 6 yaca npeau cieapallara
npeanucaHa a03a. [lpu no-manko oT 6 yaca 40 BpEMETO HA CNEABAULIUR NPHEM, NPOITycHATaTa 103a He
TpabBea 4a ce npuema.

He TpﬂﬁBa Aa c€ fnprueMa ABOHMHA 1034, 3a Ja C& KOMIEHC HpaT NponycHaTuUTC HHAHBHAYAIIHH J0O3H.

IIpexpamsgane na npuema xa dabuzampan emexcuiam

JleueHueTo ¢ naburaTpaH eTeKcunar He TpAdBa Aa ce npekbeBa Oe3 nekapceku cbierT. [lauueHTuTe

Tpabsa 1a 0bAAaT HHCTPYKTHPAHH Ja CE CBBPXKAT ¢ JIEKYBALUHS JIEKap, aKO Pa3BHAT CTOMALLHO-YPEBHH
CHMIITOMHM, KaTo aucnencus (8x. rouxa 4.8).

IIpomana na nevenuemo

[IpeMuHaBade OT neueHUe ¢ nadUraTpaH eTeKCHNAT KbM NnapeHTepasneH aHTukoarynauT: Hpenopbuea
ce u34akeaHe oT |2 4aca ciien nocieaHara A03a Npean NPeMUHABaHE OT Ja0HraTpaH €TeKCWIAT KbM
napeHTepaneH aHTHKOAryNaHT (BXK. To4ka 4.5).

[IpeMuHaBaHe OT JICYCHHUE C NAPCHTEPANIEH AHTUKOAryNaHT KbM RaOUraTpaH eTekcunar
[lapeHTepanHUAT aHTHKOArY1aHT TpAOBA Aa CE€ NPEeKBbCHE U [1a ce 3anouHe xaburarpa
yaca npeayd 4aca, Ha3HaYeH 32 NPHEMAHETO Ha CNEABALIATA 1032 OT aJTEPHATHUBH
CPeACTBO, UM MPU MPEKpaTABAHE HA JEYEHHETO, B CNTyYaid HA HENMPEKBCHATO JSUEH



He(ppakunMoH1paH uHTpaseHo3eH xenapuH (HOPH X)) (Bxk. Touka 4.5).

[IpemMuHaBaHe OT neueHHe ¢ nabuUraTpan eTeKCUIaT KbM aHTaroHUCTH Ha BUTaMHH K (ABK):

MomeHTBT Ha 3anousaHe Ha ABK Tpabea aa ce kopurupa cnpamo CrCL kakTo cnensa:

- CrCL >50 ml/min, npuembT Ha ABK Tpsabsa na 3anoune 3 n1HM npeau npeKbCBAHETO HA
naburarpaH erekcunar

- CrCL 230-<50 ml/min, npuembT H2 ABK TpsAGBa aa 3anouHe 2 aHM Npeau NpekbCBaHeTo Ha
naburaTpaH eTeKcHnaT

Tbii KaTo naburaTpan eTexcHNIaT MOXE Ja NoBarae Ha MexayHapoaAHOTO HOpMaTHU3IHpaHO
cborHowieHue (INR), INR we otpa3u no-1o6pe edpexra Ha ABK eaBa cnea cnvpaHero Ha paburaTpas
ETEKCHJIAT 3a Hal-Manko 2 aHH. [lotoraea, INR cTtoiiHocTHTE TpaORa Na ce ThAKYBAT C BHHMaHHE.

[IpemunaBane ot neueHue ¢ ABK kbM naburarpaH erekcunar:
[puemsT Ha ABK 1psibea na ce npeycranHosu. JlaburaTtpan erekcunar MOXe Aa ce npuiara BeaHara
uioM INR e <2,0.

Kapouosepzuo (ITHIIM)

IlaupeHTUTE MOTAT A4 NMpOABb/LXKAT NpHEMaA Ha naﬁur‘a'rpaﬂ CTCKCHAAT N0 BpCMC HAa Kap/lIHOBCP3HO.

Kamemvpua abiayus na npeocvporno mwviucoene (ITHIIM)

[Ipn nauweHTH Ha NedeHue ¢ naburarpan erekcunat 150 mg ABa MbTH AHEBHO MOXKE [1a CE NMPOBEIC
kaTeTbpHa abnaums. He ce Hanara npexscsaHe Ha IeUEHUETO ¢ Aa0UraTpaH €TeKcHAaT (BxkK. Touka 5.1).

llepxymanna koporapua unmepgenyua (IIKH) cvc cmenmupane (ITHIT

[TaLMEHTH ¢ HEKTAITHO MPEAChPAHO MBKIAEHE, KOUTO ca noanoxewd Ha [IKU cbe cTeHTHpaHe, Morat
na 6baart nekyBaHu ¢ naburarpaH eTeKcunar B KoMOMHaLus ¢ TPOMOOLUTHH aHTHArPEraHTH, cnej
KaTO CE€ NMOCTHIHE XeMocTasa (BxX. Touka 3.1).

Creyuannu nonyiayuu

Cmapueckda gv3pacm

3a npoMeHH B A03aTa NPH Ta3K NOMy/lauus BrxTe Tabayua | no-rope.
ITayuenmu c puck om Kvpeene

[TaumMeHTH ¢ MOBHUILIEH PUCK OT KbpBeHe (BxK. ToukH 4.4, 4.5, 5.1 u 5.2) Tpabea naa 6baat crporo
KIHHHYHO MOHHTOPHPAaHH (C/IeACHE 3a NPH3HAUM HA KbpBEeHE U aHeMus). Kopurupaxe Ha ao3arta
TpadBa aa Obae pelueHo Mo YCMOTPEHHE Ha JIEKYBALLHA JeKap, CNEA OUEHKA HA CbOTHOLLEHUETO
NoJj3a/pycK 33 KOHKPEeTHUA nauneHT (BX. Tabnnua 1 no-rope). Koarynauuonen recr (Bk. Touka 4.4)
MO€E a MOMOrHe 3a UACHTH(PHLUHPaHE Ha NALUMEHTUTE ¢ NOBHLUEH PUCK OT KbPBEHE, NPHYUHEH OT
PEKOMEPHA eKCNOo3uLHA Ha aaburarpad. Korato ce ycTaHOBH NPEKOMEPHA EKCMO3ULIMA Ha
aaburatpaH, NpH MALMEHTH ¢ BUCOK PHCK OT KbPBEHE, C€ NPenopbuBa MpUiaraHe Ha HaMalleHa 4034
220 mg, npueMaHa Kato e¢aHa xancyaa 110 mg asa nbTH AHeBHO. IIpH nogsa Ha KIHHWYHO 3HAYHMO
KbPBEHE JIEYEHHETO TPAOBA Oa C€ NPEKBCHE.

[Topaau MOBHILEHHA PUCK OT CTOMALUHO-YPEBHO KbPBEHE MPH NAUHEHTH C FACTPHT, €
racTpoesodaruaneH pedaykc Moxe na ce 0OMHCIW HaMalsBaHe Ha 103aTa (BX. Ta
Touka 4.4).

bvbpeuno yepexcoane




JleueHueTo ¢ gaburaTpaH eTeKCUIaT MPH MALUMEHTH C TexXKo OBOpeuHo yspexaade (CrCL <30 ml/min)
e [IPOTHBOMOKA3aHO (BxK. Touka 4.3).

He e HeoOxoaMMO KOopUrKMpaHe Ha ao3ara fpH NauKdeHTH ¢ neko 6u0peuHo yepexaane (CrCL 50-
<80 ml/min). lpn nauneHTH ¢ ymepena 61x0peuna HegoctaTbyHOCT (CrCL 30-50 ml/min),
NpenopbYUTE/IHaTa 1033 aaburaTpaH erekcuiar € coulo 300 mg, npuemann kato | kancyna 150 mg
ABa IMTbTH JHEBHO. BBNpexku ToBa, Npy NALIMEHTH C BUCOK PHCK OT KbpBeHe TpabBa ga ce obmucnu
HaMma/lABaHe Ha no3ara aaburarpax erekcunar ao 220 mg, npuemanu karo eaHa kancyna |1 10 mg asa
NbTU AHEBHO (BX. TOukH 4.4 u 5.2). BuuMaTenHo K1MHUYHO HaOMIOAeHUE C€ MpenopbLYBa NPU
NauMeHTH ¢ OBbOPEUHO YBPEXKIRHE.

Cwnvmemsawa ynompeba na oabueampan emexcwiam u c1abu 0o ymepenu unxubumopu na P-
eruxonpomeura (P-gp), nanp. avuooapou, xunuoun wiu eepanavui

He e HeoOX0nuMO KopurvpaHe Ha A03aTa NMpH CbNBTCTRALLO NPHIOKEHHE C AaMUOAAPOH WK XUHHAHH
(Bxk. TouKkH 4.4, 4.5 1 5.2).

[IpenopbuBa ce HaMansBaHe Ha 103aTa NPH NaLHEHTH, KOUTO NMpUeMaT ChIIBLTCTBALIO BepanaMut (BiK.
Tabnuua 1 no-rope u Touku 4.4 1 4.5). B TakbB ciiyuai aaburatpaH erekcunar v sepanamun TpsadBa ga
CE€ NPHEMAT Mo €IHO H ChLIO BPEME.

Tenrecrno meano

He ce Hanara kopurupane Ha ao3ara (BxkK. To4Ka 5.2), HO Ce NpenopbruBa BHUMATENHO KITHHUYHO
HaONI0AeHHE NPH NALUMEHTH ¢ TenecHO Terno <30 kg (Bxk. Touka 4.4),

llon
He ce Hanara kopurupade Ha no3ara (BXK. TouKa 5.2).
[leduampuuna nonyrayus

Hsama cwoTrBetHa ynotpeda Ha naburatpaH eTeKkcuaar B eAMaTpHUYHATA MOIMMyIaLMA 33 NOKA3aHUETO
NPeBeHLMA Ha HHCYNT U cHcTeMEH eMOOnKU3BM Npy nauneHTH ¢ HKIIM.

w .

eyerue Ha L 4 FRDEGEH N HE PEHMUMO MULEMLE RV FREC L EarTRy VRS SR ad FRER AL RAC FEFFE S

[Tpu neuenne Ha BTEC npu neanatpuyHn nauMeHTH neveHHETO TPpsaOBa Aa ce 3anovHe clie]] TEHEHHE C
napeHTePaleH aHTHKOAryJIaHT B MPOAb/LKEHUE HA Hail-manko 5 avu. Ilpu npeseHuUs Ha
peurauBupaiin BTEC neuennero tpabea ga ce 3anouHe ciea NnpeaxoaHo JIEYEHHE,

JaburarpaH eTekcunar kKancyn TpadBa aa ce npueMar 4Ba MbTH AHEBHO, €1HA 1033 CYTPHUH U €AHa
A03a Beuep, NPUONUINTENHO MO €AHO H CbLUO BpeMme BCeKH AcH. UnTepBarsT Mexay ao3ute TpadBa na
e KOJIKOTO ¢e MOXe no-6nus3o go 12 yaca.

[lpenopbuuTenHara Ao3a naburatpaH eTeKCUIAT KancyJii ¢€ ONpeaens Bbx3 OCHOBA Ha TEIECHOTO
TErJIO ¥ Bb3PACcTTa Ha NALHEHTA, KaKTO € Noka3zaHo B Tabnuua 3. Jlozata Tpadea aa ce kopurupa
Cnopea TeNeCHOTO TEMTO H Bb3pacTTa ¢ HAMPEABAHETO HA ICUYCHHUETO.

3a xKOMOHHALMHTE TEJIECHO TEMN0 K BL3PACT, KOHTO HE Ca NOCOYEHH B Tabnuuara 3a
MOTraT Aa ObAaT JafAeHH NPenopbKH 3a NO3HPaAKE.




Kom0OHHaLlHH TeJ1eCHO TerJio /Bb3pacT Eaunuuna no3a O0wma auesna n03a
Tenecno terno B kg Bb3pacT B roAHHH B mg B mg
11 no <13 8 1o <9 75 150
13 no <16 8 no <11 10 220
6 a0 <21 8 no <14 10 220
21 1o <26 8 1o <i6 50 300
26 1o <31 8 no<I8 50 300
31 no <41 8 1o <138 85 370
41 po <51 8 no <18 220 440
31 no <61 8 no <18 260 320
61 ao <71 8 no <18 300 600
71 oo <81 8 no<I8 300 600
>3 1 10 no <18 300 600

EanHu4HH 1031, H3UCKBALIKM KOMOHHALIMHK OT MOBEYE OT €/1HA Kancyna:
300 mg: ase kancynu 150 mg
MW YETHUPM Karncysn 75 mg
260 mg: enna kancyna 110 mg nnoc egna 150 mg
unu eaHa kancyia 110 mg naoc age 75 mg
220 mg: xato aee kancyau [ 10 mg
185 mg: kaTo eaHa kancyna 75 mg nntoc eaHa 110 mg
150 mg: karo eana kancyna 150 mg
W/IH 1BE KANCyau 75 mg

Oyenka Ha bvbpeunama yHkyua npedu U O 8peme Ha NeNeHuemo

[Ipenu 3anousaHe Ha neueHUeTo TPAOBA na ce onpeacaH H3YHCAeHAaTa CKOPOCT Ha MNoMepyHa
duntpauusa (uCI'®) no popmynara Schwartz (MeToaAbT, H3NOA3BAH 3a OLIEHKA HA KpeaTHHHHA, Tpabea
na 6bae NoTBbLPACH OT MecTHa nabopatopus).

JleueHueTo ¢ 1a0HraTpaH eTeKCHIaT € NPOTHBOMOKA3AHO NMPH NEAHaTPHUHH nauneHTy ¢ HCI'd
<50 ml/min/1,73 m? (ex. Touka 4.3).

Mauuentu ¢ HCI'D >50 ml/min/1,73 m? tpabsa na 6baaT NEKYBaHH ¢ 103a CbrIAacHO Tabauua 3.
Mo sBpeme Ha neyeHueTo ObOpeyHaTa hyHkumus Tpabra Aa ce OLEHABA NP ONPEaCICHHU KIHHHYHA
CUTYALMH, KOraTO HMa ChMHEHMA, Ye OhOpeuHaTa pyHKUUA MOXKe 12 Ce NOHWXKH WIH Ja C€ BJIOLIN

(Hanp. XMNOBOMEeMH, IeXUaparauus, KakTo M NpyU CLMBLTCTRALLA YNoTpeda Ha onpeaeneHu
JIeKApCTBEHHW NPOAYKTH H Ap.).

[Ipodwixncumenrocm na ynompeba

[TpoabMKUTENHOCTTA Ha NeveHUueTo TpAdsa aa ce onpenens HHAMBUAYATHO B 3aBUCHMOCT OT OLIEHKATa
noJ3a/pUcK.

IIponycnama oo3a

HPOH}’CHETH A03a .IlElGHFﬂTpﬂH CTCKCHAAT MOXKE A CC TIpPUEME 10 6 yaca NpciH CJcABRallaTa

npeanucaHa no3a. [1pu octaBaiuy no-Manko ot 6 yaca no cneasalyds npyHeMm, nNporycHara 3

TpaOBa Na ce npHeMa. fgﬁw'aﬁz\\
B HukakbB cayuad He TpabBa fga ce npyMeMa ABOMHA 0034, 3a Aa ¢€ KOMIIGHCHUpAT Nnp
HHAWBHAYATHH A03H.

IIpexvceane Ha 1euenuemo ¢ oabueampan emexcuiam




Jleuenuero ¢ nadburarpaH erekcuiar He TpAOBa Aa ce npekbeBa 0€3 KOHCYNTaLMA ¢ aekap. [launeHTHTe
Wi obrpuxkBalinTe rd n1uua Tpadsa na 6baaT MHCTPYKTHPaHHU Aa CE CBBbPXKAT ¢ JIEKYBAILUA JEKap, ako
NMALHEHTHT Pa3BUE CTOMALIHO-YPEBHHU CUMITTOMH, KATO AUcNencus (BX. Touvka 4.8).

IIpomana na revenuemo

[TpeMunasaHe oT ne4yeHHe ¢ AaburaTpaH €TEKCUIIAT KbM NMapeHTepaieH aHTukoarynanT: [lpenopbusa
ce Aa ce Wi3yaka |12 waca cien nocjieaHara 103a rnped NnpeMuHapase Ot aaburaTpaH €TeKCHIIAT KbM
napeHTepaieH aHTHKOarynaHT (Bx. Touxa 4.5).

IlpemuHasaHe OT NEUSCHHUE C MAPEHTEPATIECH aHTUKOAryJIaHT KbM 1a0MraTpaH €TeKCHAaT:
[TapeHTepanHUAT aHTHKOAry/1aHT TpAOBA 1a Ce NPEKbLCHE W Aa ce 3anoyHe naburarpaH erekcunar (-2
yaca NpeaH 4Yaca, onpeaesieH 3a NpUAOKEHHETO HA NapeHTepanHus aHTHKOAryNaHT, HAU 1py
npeKpaTaBaHe Ha ICYEHUETO, B CTY4Yaid HA HENPEKBCHATO Ae4eHHe (Hanp. HePppaKUHOHUPaH
HHTpaBeHo3eH xenapud (HOHUX) (BK. Touka 4.3).

[IpeMuHaBaHe OT JleycHHEe C JadMraTpaH €TEeKCHAAaT KbM aHTaroHMCTH Ha ButaMMH K (ABK):
[launenture TpadBa aa 3anouHat npuem Ha ABK 3 aHM npeaun npekbeBaHEeTO Ha JabMraTpaH €TeKCHar.
Tobi kaTo gaburarpad eTekcunaT MOXe 4a rnosiuse Ha MexayHapoAHOTO HOPMAAW3UPAHO
choTHowleHKe (INR), INR e otpasu no-nobpe edexra Ha ABK ensa ciien cnupavero Ha paburarpan
eTeKCUNAT 3a Hai-Manko 2 AHU. Jlotorasa, INR cToHOCTHTE TpaOBa A4 C€ THAKYBAT C BHUMAHHE.

[lpemnnasave ot sieveHue ¢ ABK kbM naburatpan erekcHnar:
[IpuembT Ha ABK TpabBa aa ce npeycraHoBH. [Jaburarpad eTekcunar MoKe aa ¢e npunara peaHara

oM INR e <2.0.

HayuH Ha NpuiIOKEHHE

To3H4 nekapCTBEeH NPOAYKT € 33 NEPOPAIHO NPHIOKEHHE.

Kancysaure Morar ga ce npueMar ¢be Wi 0e3 xpaHa. Kancyaure TpabBa aa ce mornsLuaT Lieau ¢ yailua
BOJA, 32 [a C€ YJECHU JOCTUIaHETO UM 10 CTOMAaxa.

[NaunenTHre TpaOBa ga ObAAT MHCTPYKTHPAHHU Aa HE OTBAPAT KArcynara, Tb KaTO TOBAa MOXKe jJa
MOBHULIH PHCKA OT KbpBEHE (BXK. TOUuKa 5.2).

4.3 IIporuBonoKalaHAN

- CBpbLXUYBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO WIM KbM HAKOE OT NMOMOLLIHHTE BELUECTRA,
n36poeHH B Touka 6.1

- Texko 6B0peuHo yBpexxaaHe (CrCL <30 ml/min) npu Bb3pacTHH NaLUEHTH

- rCI'® <50 ml/min/1,73 m’ npy neanaTpyU4HK NALIMEHTH

- AKTUBHO KIIMHHYHO 3HAMUMO KbpPBEHE

- Jle3us UM CLCTOSHHKE, KOETO CE ONpEAcns KaTo 3Ha4UM PUCKOB (JakTop 3a rojiiMoO KbpBeHe.
ToBa MOXE Aa BKJIOUBA HACTOALUM WK CKOPOLUIHH CTOMAIHO-YPEBHH pa3i3BABaHUA, HATHYHE
Ha 3/IOKAYECTBEHH HOBOOOpa3yBaHKsA ¢ BUCOK PUCK OT KbpBEHE, CKOPOLLHO MO3BLYHO HIIH
rppOHAYHO HapaHABaHe, CKOPOLIHA MO3bUHA, FPbOHAUYHA WK OUHA XMPYPrUvHA HHTEPBEHLHS,
CKOPOLIHA BLTPEHEPENHA XEMOPArua, H3BECTHUY HITM BEPOATHH BAPHLIY HA XPaHONpPOBO/A,
apTEpPHOBEHO3HH MaN(PopMaLHH, CbAOBH aHEBPH3MH WM FONEMH BLTPErpbOHAYHH UK
BbTPEMO3bYHH CHAOBH AHOMAITHH

- CbNbTCTRAIUO JICUEHHE C HAKOHW APYrH aHTHKOAryJIaHTH, Hanp. HedpakLIHOHHUpa
(HOHX), XxenapuHu ¢ HUCKO MONEKYNHO Terno (€HoKcanapuH, AANTeNapyH U
Ha xenapuHa (oHaanapMHYKC M Ap.), AHTHKOAryJIaHTH 332 NEPOPATHO NPHIO




korato HOUX ce npunara no speMe Ha KareTbpHa abJaLHa npu NPeaChbPAHO MbXIEHE {BXK.

TOUKa 4.5)

- UepHoapoOHO yBpekKaaHe HIH yepHOApoOHO 3a00nsaBaHE, 3a KOETO Ce 0YaKaa Ja UMa
OTPaRKEHHE BBPXY MPEXKHUBAEMOCTTA

- CbNbTCTBALLO JIeYEHHE CbC CIEAHUTE MOILHH P-gp HHXUOMTOPH: KETOKOHA30/1, UHKJIOCTIOPUH,
MTPAKOHa30, ApOHEAapOH U KOMOHHaUHATA ¢ PUKCHPAHH AO03M rieKanpesHp/nubpeHTacByp 3a
CHUCTEMHO MPUTOKEHHE (BXK. TOUKa 4.D)

- CbpaeyHH KnarnHH NpoTe3d, H3UCKBALUM AHTHUKOAryJaHTHO Ae4eHHe (BxK. To4ukKa 5.1)

44 CpnendaiHH OpeaynpeXxACHHA H OPeANa3IHH MEPKH ApH YNOTpeda

XeMOparHyeH puck

HaburaTpaH eTekcunar TpAOBa Aa ce Npwuara ¢ NOBUIIEHO BHUMAaHHE NMPH CLCTORHHUSA C MOBHLLIEH PHCK
OT KbPBEHE WIIH NPH CbIBTCTBALILA YNOTpeda Ha NTEKAPCTBEHH NPOAYKTH, NOBIHABALLM XeMOCTa3aTa
upe3 HHXHOHUpaHe Ha TpomOounrTHaTa arperauus. [1o BpeMe Ha TepanuATa KbPBEHE MOXKE Aa C€ NOSRBH
HaBcsikbae. [Ipn HeouakBaH crnaa Ha XeMor1o0MHa WKWK XeMaTOKPHTA, WIH cnaj Ha KPbBHOTO
Hansarade, TpAOBa 1a ce U3BbPIUM Nperies 3a YCTAHOBABAHE MACTOTO Ha KbpBEHE.

[Ipn BB3pacTHH NALKHEHTH B CJ1yYan HA JXMBOTO3ACTPALLIABALLO WK HEKOHTPOIUPAHO KbpPBEHE, KOTATO
e HeoOXoauMO OBLP30 HeYTpaNM3UPaHE Ha AHTHKOATY/IAHTHHA edeKT Ha gaburarpaH, Moxe Aa ce
M310/13Ba CNELHPHIHOTO HEYTPATM3HpPaLLO CPEACTBO HAapyuusyMad. EdukacHocTTa H He3onacHocTTa
Ha waapyLu3ymMab He ca yCTaHOBEHH NPH NeAHaTPUYHH NALHEHTH.

MlaburarpaH moxe aa 6bae OTCTpaHeH NOCPEACTBOM XeMoaAHanu3a. [Ipy Bb3pacTHH NaLMEHTH ca
Bb3MOXKHH APYTH ONLMH KaTO W3MON3BAHE Ha MPACHA LA1a KPbB WIH NPACHO 3aMpa3cHa 1JlazMma,
KOHLIEHTPAT Ha KoaryJlaluHOHHHW (akTopH (aKTUBHPAH WIH HEAKTUBUPAH), pEKOMOWHAHTEH ¢akTop
Vla nan tpomGounTHa Maca (BX. Cbllo To4Yka 4.9).

B K1HHWYHKW M3NKUTBAHHA Aa0OWraTpaH €TEKCHAAT CE€ CBbP3Ba € MO-BUCOKU HUBA HA roNIAMO CTOMALIHO-
ypeBHO (CY) kbpBeHe. [loguiueH puck € Ha0dMOAABaH NPY MALMEHTH B CTap4YeCKa Bb3pacT (=73
roaAMHH) nNpy cxema Ha npuiaraHe 150 mg nBa mbTU AHeBHO. JlpyrH pUcKOBH (PaKTOpH (BXK. CbLLO
TabauLa 4) BKIOUYBAT €AHOBPEMEHHO JieueHHe ¢ HHXUOMTOPH Ha TpOMOOLIMTHATA arperaLus, KaTo
KITOMUAOrpen ¥ aueTuicanuuuiosa kucenua (ACK) win HecTepoHIHH NPOTHBOBB3NATKTENHH
cpeactea (HCTIBC), kakTo ¥ HAIMUHETO HA €30¢aruT, raCTpUT WiH racrpoesodareaneH pe@ykc.

Puckosu ghaxmopu

Tabnuua 4 06001masa PaKkTOpHUTE, KOMTO MOTAT ]2 NOBHILAT XEMOPArHYHHS PHCK.

Tadbnuna 4: (DHKTOPII, KOHTO MOTaT Ja NOBHIIAT XeMOpariuHni pHCK.

Puckos axrop

PapMakoIHHAMHYHU W KHHETHYHH (PAKTOPH Brapact >75 roaunm




kbamopu, KOWTO NOBHLIABAT MJa3MeHUTE HHBA HA|l 1aBHM:

InaburarpaH -

Ymepeno 6b06pedHo yBpexaaHe (30-

50 ml/min CrCL) npn Bb3pacTHH NaLMEHTH
MoluHHu P-gp HHXHOUTOPH (BXK. TOUYKU 4.3 H
4.5)

CbBMECTHO nNpunaraHe Ha ciadu oo
ymepeHu P-gp HHXHOWTOpH (Hanp.
aMHOJapOH, BepanaMiil, XHHUIHH W
THKarpesaop, Bx. Touka 4.5)

BropocTeneHHu:

Hucko renecHo Terno (<50 kg) npu
Bb3PAaCTHH MALMEHTH

xbapmakoaHMHaMHUHY B3aHMOAEHCTBHA (BK. -
mouka 4.5)

ACK u apyrd nHxubuTopu Ha
TpoMOOUMTHATA arperauns, KaTo
Kjionuaorpen

HCIIBC

SSRI unu SNRI

Hpyry nekapcTBeHH NPOAYKTH, KOUTO MOrar)
Aa HapyllaT XeMocTas3arTa

BabonaBaHug/mpoueaypH ¢ 0cobeH XxemoparuueH | -
PHCK

BpoaeHn unu npuaoOMTH HapyLLEHHs Ha
KoaryJjauusra

TpoMmGouuToneHus WKW QyHKUHOHANHH
TPOMOOUMTHU AedeKTH

CkopotilHa OHONCHA WK roisMa Tpasma
bakTepuaneH eHAOKapAHT

E3zodarut, racTpuT Wid racrpoesodareaneH

pedykc

CbluecTBYBaT OrpaHHYMEHM JaHHU NMPH Bb3pacTHU nauueHTH <50 kg (Bxk. Touka 5.2).

ConbreTBalnaTa ynorpeda Ha gaburarpad eTekcunar M P-gp HHXUOUTOPH He € MpoyyBaHa npu
NeAHATPUYHM NAUHEHTH, HO MOXKE a YBE/IUUH PUCKA OT KbpBEHE (BX. TOYKa 4.5).

IIpedna3znu mepxu ¥ 06100860HE HA XEMOPACUYHUA DUCK

3a OBNAAABAHE HA YCITOXKHEHHA C KbPBEHE BIDKTE CbILO TOuKa 4.9,

Oyenka Ha CoOMHROWERUEMO NOA3A/ PUCK

Haanuuero Ha ne3unu, 3adbongapatui, npoueaypnH HWunu gapmakonoriuHo sedyenune (karo HCIBC,
TpoMbouuTHH aHTHarperaHTH, SSRI u SNRI, BxK. Touka 4.5), KOHTO 3HAYUTESTHO YBEIHUYARAT PUCKA OT
roniMo KbpBEHE, M3UCKBAT BHUMATE/IHA OLIEHKA HA ChOTHOLUEHUETO non3a/puck. Jlaburarpas
eTeKCcHNar TpadBa Aa ce AaBa CaMO ako NON3aTa HAABHLLABA PUCKA OT KbPBEHE.

HanuyHuTe KTUHUYHK JaHHH 32 NEAWATPHYHH NAUKEHTH C PUCKOBH (PaKTOPH, BKAIOYUTENHO
NaluHeHTH C aKTHBEH MEHUHTHT, eHuedanuT u BbTpeueperieH abcuec (BA. To4ka 5.1), ca orpaHH4YeHH.

HaJlBHALLIABA PUCKA OT KbpPBCHE.

Brumamenno KIUHUYHO HADIOOEeHUe

l'lpenophqﬂa ce BHUMATE/HO HabnaeHHe 3a NMpH3HALIH Ha KbpPBCHC HJIH aHCMUA 1)




Ha jieyeHHe, ocobeHo ako PHCKOBHTE (PakTopy ca KOMOUHHUpaHH (BX. Tabnurua 4 no-rope). Tpadea aa
ce BHMMaBa 0co0eHO MHOro, KOraTo AaburaTpaH eTeKCKHNAT Ce npunara e1HOBpEeMEHHO C BepanaMmi,
aMHOAAPOH, XMHUAWH UK KnapHTpoMUuHH (P-gp nuxubutopu) 1 ocodeHo npH nodBa Ha KbpBEHE,
Hait-Beye NpPH NaLIMEHTH C HaManeHa ObOpeyvHa PyHKLUMA (BXK. TOUuKa 4.5).

[penopbuBa ce BHUMATENHO HA0MI0AEHHKE 3a NPU3HALIY HA KLPBEHE NPH NAUHEHTH, NEKYBaHH
cbnbreTBaLo ¢ HCIIBC (B, Touka 4.3).

IIpexvceane na reyenuemo ¢ oabuzampan emexcuiam

[TauneHTHTE, KOUTO pa3BHAT ocTpa ObOpeuHa HeaoCcTaThYHOCT, TPAOBA Na NPEYCTAHOBAT NPHEMA Ha
naburatpaH erekcunar (BxkK. ChLIO TOUKa 4.3).

Koraro ce nosaBH TEXKKO KbpBeHE, Tpa0Ba 44 C€ MNPeKpaTH IeUeHHETOo, Aa ce H3C/IeBa NpHUKHaTa 3a
KbPBEHETO W NMPH Bb3PACTHH MALMEHTH MOXKeE 11a ¢ OOMHCAH NPUIOKEHHE Ha CNIEUUPHUHOTO
HeyTpan13upalo cpeacteo (naapyumusymad). EdukacHocTTa M 6e30nacHocTTa Ha HaapyLuM3ymad He ca
YCTAHOBEHH NPH NEAMaTPUYHU naureHTd. Jaburatpad Moxe aa Obae OTCTpaHEeH NoCpeaCTBOM
XeMO/IHATHU3A.

Ynompeba na unxubumopu na npomonrnama nomna

Moske 0a ce OOMHUC/IM npHUIcKeHUue Ha HHXUOUTOP Ha nporoHHaTta nomna (UI1I1) 3a npeseHuna Ha CH
KbpBeHe. [1pu neanaTpuiHu naudeHTy TpadBa a ce ciaeapat NpernopbKUTE, ONKUCAHU B KpaTKaTa
XapaKTEPHCTHKA Ha NMPOAYKTa HA CbOTBETHUA HHXHOUTOP Ha NPOTOHHATA MOMINA.

Jlabopamopnu koazyrayuoxuyu napamempu

Bbnpeky ue TO3MW IeKapCTBEH NPOAYKT 10 MPUHLKN HE H3UCKBA PYTHHHO MOHHUTOPHPAHE Ha
aHTHKOArynaluaTa, onpeaeNsHETO Ha CBbp3aHaTa ¢ aadurarpaH aHTHKOAryauus Moxe aa 6bae ot
Mo/13a 3a YCTAHOBABAHE HAa NMPEKOMEPHO BUCOKA EKCMO3ULMA HA nabUraTpaH npu HaJlu4dHe Ha
JOITLIIHHTENHN PUCKOBH PAKTOPH.

TpombunHoBOTO Bpeme upes paspexaane (Diluted Thrombin Time, dTT), ekapuHOBOTO BpeMe Ha
cbcupBade (EBC) n aktuBupanoTo napunanno rpombonnactuHoeo epeMe (Activating Partial
Thromboplastin Time, aPTT) morar aa npeaocTaBaAT none3zHa uHgopMaLMa, HO pe3ynTaTuTe Tpadbea aa
Ce ThJIKYBAaT ¢ MOBULIECHO BHUMAHHE NOpaadH BapHaOMIHOCTTA MEXAY TecTOBETE (BXK. TOYKa 5.1).
TecTbT 3a ONpenensHe Ha MEXAYHAPOAHOTO HOPMaNH3UPAHO ChOTHOUWIEHHE (international normalised
ratio, INR) He € HanexkaeH npu NaLKMEHTH Ha JIeHeHHe ¢ JadHraTpaH eTekCHNaT U HMa J0KNA/ABaHH
ciydad ¢ panuunso nonoxkuTenHo nosHweHue Ha INR. 3aroea INR TecTose He TpabBa na Obaar

MPOBEXAAHU.

Tabnuua 5 nokasea HaA-HHCKUTE NParoBe Ha KOaryJalMOHHUTE TECTOBE NMPH Bb3PACTHH NAUMEHTH,
KOMTO MOrar aa 6baaT CBbP3aHu ¢ NOBULUEH PUCK OT KbpBeHEe. CbOTBETHUTE MNparoee Mnpu
NEAHATPHYHH NALUMEHTH HE Ca HIBECTHH (BXK. TOUKa 3.1).

Tafanua S: Hali-auckH nparose Ha KOATY/IAIHOHHHTE TECTOBE NPH BE3PACTHH NALUHEHTH,
KOHTO MOTaT A2 6L1aT CBbLP3aHH ¢ NOBHUIEH PACK OT KbpPBeHeE,

TecT (Haii-HUCKa CTOMHOCT) [ lokazanue
[TAIIM v IBT/BE

dTT [ng/ml] >200

EBC [x-nbTH Haa ropHara rpaHydua Ha Hopmara|] >3 ~
aPTT [x-nbTH Hag ropHaTa rpaHyua Ha HopMaTa] >2 R 13 )
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Ynorpebara Ha PuOPHHONHUTUYHK NEKAPCTBEHH NPOLYKTH 3a JEYCHHUETO Ha OCTBP HCXEMHUYEH HHCYNT
MoOKe aa ce o6cbau, ako ctorHocTute Ha dTT, EBC wnuw aPTT He Hagsuiwasat ropHaTa rpaHyLa Ha
HopMmaTa (ULN) cnopea MecTHHTE pepepeHTHH rpaHULH.

XHUDYDPrd4HHU onepaurHi U HHTEPBEHLIHH

[Tpy nauMeHTH, NpueMaiuy 1aduraTpad eTeKCUIAT, KOMTO ¢a NOAN0KEHH Ha XHPYPriyHa
WHTEPBEHLIUA WJIXM UHBa3UBHHU NPOLEAYPH, CbLUECTBYBA PUCK OT KbpBeHe. [1o Tazu npuunHa
XHPYPruyHHTE UHTEPBCHLIMM MOraT Aa HAN0XaT BPEMEHHO MPEKpaTABAHE HA NPHEMAHETO Ha
naduvraTpaH eTEKCHIAT.

[MayueHTHTE MOraT a NpOAL/KAT MPUEMa HA NabMraTpaH €TEKCHJIAT, KOraTo ca NoAJI0KEHH Ha
kapanoBep3no. He ce Hanara npexkscBade Ha neveHHeTo ¢ naburarpan erekcunar (150 mg asa muTH
AHEBHO) NIPH NALMEHTH, MNOAJI0KEHH HA KaTeTbpHa adnaLus Ha NPEAChPAHO MbXAEHE (BXK. TOUKa 4.2).

Heo®xonuMo e moBUilieHO BHUMAaHHE, KOFaTo JCUCHHETO BPEMEHHO CE NIPEKPaTH NOpagu UHTCPRECHUHY
1 ce MPenopbYBa MOHHMTOpHUpaHe Ha aHTUKoarynauuara. [lpu naunenTu ¢ 6u0peuna HeaoCTaTEYHOCT
KIMPbHCHT Ha fadyrarpaH MOXe Ja NpOAb/LKHU No-Awaro (Bx. Toyka 5.2). Tosa Tpsadea 1a ce B3ieme
npeJABHA Npeay BCAKa npoueaypa. B Takusa cnyuau koarynauuoHeH tect (Bx. Toukd 4.4 v 5.1) moxke
Ja NOMOrHe Ja ce onpeleny Jald BCe OLLe HMa HapyLIEHHEe HA XeMOCTa3aTa.

Crewnu xupypeuiHu onepayuy Wiy HeOMAOICHU RPOYeOYPU

[TpnemsT Ha paburaTtpaH etekcuaar Tpadea na Obae BpeMeHHO npekpaTeH. Ako e Heobxoaumo Hbp30
HeyTpaNH3HpaHe Ha aHTHKOAryIaHTHHA €eKT, MOXKE Aa ce U3NOJ3BA CNeUHAHYHOTO HEYTPATH3IUPALLRO
CpeACTBO Ha aaburatpaH etekcuiar (MAapyur3ymMad) 3a Bp3pacTHH nauveHTH. EdukacHocrra u
Oe30nacHOCTTa Ha MAApPYLH3yMal He Ca YCTAHOBEHH NPU NEAHATPUYHH NatueHTH. [laburarpan moxe
na 6bae oTCTpaHeH NOCPEACTBOM XEMOAHATN3A.

[Mpu npeycTaHOBABAHE HA TEpAnUATa ¢ 1adUraTpaH NauMEHTHTE Ca H3NOXEHH HA TPOMOOTHYEH PHCK,
CBBLP3aH C OCHOBHOTO MM 3a0onsaBaHe. JleueHHeTo ¢ nadburaTpaH eTekchuiaT MOXKe Ja ce Bb30OHOBH 24
yaca /e MPHIOKEHHE Ha MaapyLun3yMad, ako NauMeHTbT € KMMHUYMHO CTabWiieH ¥ e NoCTUrHaTta
afieKBaTHa XEMOCTa3a.

Xupypeuunu onepayui/ unmepeesyun npu no0OCHPU CoCMOIHUR

[MpueMbT Ha AaburartpaH eTekcunar Tpabea BpeMeHHO a ce npekpaty. [1o Bb3MOxMcHOCT,
XHpYPruHYHaTa onepaurs/MHTepBeHUH TpAOBa Aa C€ OTIOXKH A0 H3MHHABAHETO HA HaH-Manko 12 vaca
c/ieq ripMemMa Ha nocjaeaHaTa 4o3a. AKO XUpYpPrudHarta onepauus He MOXKe [a Ce OTJIOKH, ChLIECTBYBA
MOBUILIEH PUCK OT KbpBeHE. 103U puck TpadBa Aa ce OLEeHK CNPAMO CNELIHOCTTA HA HHTEPBEHLIMATA.

ITaanosa xupypeuuna onepayus

[Ipu BB3IMOXKHOCT, NpHEMBT Ha AabMraTpaH erekcunar TpadBa Aa ce npekpaTtv Hail-Maiko 24 yaca
npeau U3BbPLIBAHETO HA HHBA3MBHA WIM XUPYpPruuHa npoueaypa. [lpekparasare npuema Ha
naburarpax erekcunar 2-4 AHW Npeax XUpYPru4Ha onepauua TpadBea qa ce uMa NnpeaBus npu
NALUMUEHTH C MOBHULIEH PUCK OT KbPBEHE MM B ClTy4aid Ha roisiMa onepaurs, NpH KOSTO MOXKE 4a €
HeOO0XO0AMMA ITHJIHA XEMOCTA3a.

Tabauua 6:  IlpaBuja 3a npexpaTaBane Ha NpHeMa NpelH HHBA3HBHH HJIH X ﬁ __
npoueaypH NpH Bb3PACTHH NANHEHTH




B1OpeuHa [puGnu3nreneH [MpuemsT Ha gaburaTpad eTekcWiaT TpaOBa aa ce cnpe npeau
byHkuma (CrCL Inony>XuBoT (vacose) MJJRHOBAa XMUPYPryuyHa ornepawms

B ml/min) Bucox pucK OT KbpBEHE WK CraHaapTeH puck
ronsMa XupypruiHa onepauus

>80 ~ 13 2 AHW NPEABAPUTENHO 24 yaca npeaBapHTENHO

>30-<80 ~ 15 2-3 AHK NpeABapUTENHO [-2 AHH NpeaBapUTENHO

>30-<50 ~ 18 4 NHY NpeaBapHTENIHO 2-3 AHH NPeOBAPUTENIHO
(>48 uaca)

[lpasunara 3a npekpaTaBaHe Ha NPUEMA NPeAH HHBA3MBHHU WK XHPYPrHiHH NPoUeaypH MpH
neguaTpy4HHU NALMEHTH ca 0600ieHn B Tabnuua 7.

Tabasna 7: [IpaBrna 3a npekparsBane HA MPHEMA Npe1H RHBAZABHH HJIH XHPYPIru4HH
NpouexypH NpH NeAHATPHYHH NANHEHTH

bropeuna pyuxuus (MCI'd ICniupaHe Ha 1a6HraTpaH NpeaH M1aHOBa XHPYPruyHa
B ml/min/1,73 m?) onepaLms

>80 24 yaca NpeBapHTEIHO

50 - 80 2 QHHU NpeIBaPHUTENHO

<50 Te3u naLUeHTH HE ca NPOY4YBaHH (BX. Touka 4.3).

Cnunanna anecme3zus/enudypatia anecme3us/aymbarna RyHxkyus

l'[pouenypu KaTO CIIHHATHA AHECTE3IHUA HINCKBAT IMTBJIHOLCHHA XEMOCTATHHHA (by'HKLlHFI.

PHCKBT OT CNIHHAJIEH WM eNWIYPAIEH XEMaTOM MOXE /1a C€ MOBULLY MPH CAYYaH Ha TPABMAaTUYHM HAM
MHOFOKPATHH MYHKUMHK K NPH NPOABDKUTENHA ynoTpeba Ha envaypaniH katetpd. Cnen
OTCTpaHABaHe HA KaTeTbp TPAORA 1a MHHAT Hal-Manko 2 Yaca Npeay NPWIOKEHHETO HA ITHPBATa 1034
naburarpaH etekcunart. Tesuw nauMeHTH W3UCKBAT HecTO HabMIOAEHHE 32 HEBPOJNOTHYHH NPU3HALM U
CHMNTOMH HAa CNHHANEH WK €MHIYPaJIeH XEMATOM.

I[Tocmonepamusgna gpaza

Crnen WHBa3HBHATA NPOLEAYPA WIH XHPYPrHYHATA HHTEPBEHLHS IEYEHHETO C AA0HraTpaH eTeKCHNaT
TpAOBA Aa ce MOAHOBKH/3anovHe Bb3MOXXHO HalH-CKOPO, MPH YCIOBHE Y€ KIIMHUYHATA CUTYALIHSA
MO3BOJISIBA M UMA a/I€KBATHA XEMOCTa3a.

Heo06x0oUMO € NOBHILUECHO BHHMAHHAE MPH NALIUEHTH € PUCK OT KbPBEHE UJIH NALIMEHTH C PUCK OT
CBPBXEKCMO3HLIMA, OCOOSHO NMaLMEeHTH ¢ HaManeHa 0b0peyHa PyHkuud (BXK. Cblo Tabanua 4) (Bik.

Touka 4.4 u 5.1).

[TauHeHTH ¢ BUCOK ONEPATHBEH PHCK OT CMbPTHOCT W C BbTPELIHH PUCKOBH (DaKTOpH 3a
TpomMOoeMboInYHH CHLOUTHS

ChulecTBYBaT OrpaHHUYEHH AaHHH 3a eUKacHOCTTA M Oe3onacHoCTTa Ha gadMraTpaH €TEKCUNAT NIPH
TE3H MaLHEeHTH W NopaaH Tosa Te TpAOBa Aa ObAAT 1EKYBaHH C NOBHILIEHO BHHMAHKE.

HepHoapoOHo yBpexkaaHe

[TaieHTH ¢ NOBULIEHH uepHOAPOOHH eH3umy >2 ULN ca H3K104eHH OT OCHOBHHUTE H
Hsama HaiMyeH TepaneBTHYEH OTNMT 33 Ta3u ¢cybnonynaunua ot nauMeHTH W CNe10BaTe
nomnynauua ynorpebara Ha AabMrarpaH €TEKCHIAT HE Ce npenopbusa. HepHoapoOHO
yepHoApoOHO 3ab0ngBaHe, 3a KOETO CE OYaKBa a HMA OTPAXXEHHE BLPXY NPEKHUBACM




NPOTHBONOKa3aHo (Bx. Touka 4.3).

BiauMoaencTere ¢ P-gp HHAYKTOPH

CbNbTCTBAWOTO NpUAcKEHHe HA P-gp HHAYKTOPH C€ OYaKBa Aa MOHHXKH MJIa3MEHUTE KOHUEHTPaUHH
Ha naburarpaHd u TpadBa na ce n30sarea (Bx. TOUkH 4.5 1 5.2).

[launeHTH ¢ AaHTHDPOCHONMNMUAECH CHHIPOM

JInpexTHo aeitictBawy nepopanyy aHtukoarynauty (JJITTOAK), sxnounrenno gaburarpan
ETEKCHNAT, HE Ce MPENnopLYBAT NPH NMAUKUEHTH ¢ aHAMHE3a 3a TpoMO03a, KOMTO ¢a AMArHOCTHUMPAHH C
anTrdocponunuaeH cuHapom. [o-cneunanHo npy TpORHONOIUTUBHM NALMEHTH (32 TyNyceH
AHTHKOATY/aHT, aHTHKApAHOJHITHHOBH aHTHUTENIA M aHTHTENA cpeLly 6eTa-2-rnukonpoteHH 1),
neyenuero ¢ JUITIOAK moxe na 6bae cBbp3aHO € NOBHLIEHA YECTOTA HA NOBTAPALUH C€ TPOMOOTHUHM
cbOUTHA B CPAaBHEHHE C TEPANUATA C aHTArOHUCT Ha BHTaMKH K.

HUudapxT Ha Muokapaa (MM)

B npoyuBaneTo RE-LY ¢aza III (TTUIIM, Bx. Touka 5.1) obuiata wecrora Ha UM e 0,82, 0,81 u
0,64%/roanHa ceoTBETHO 3a AaburarpaH erexcunar 110 mg ABa nbTH AHEBHO, A20MraTpaH eTeKcHaaT
150 mg aBa MbTH AHEBHO U Bap¢apUH — YBEIHUYECHHE B OTHOCHTENTHHA PHCK 3a aaburatpaH oT 29% u
27% B cpasHeHHe ¢ BapdapuH. He3aBUCHMO OT 1€YEHHETO, HaH-BUCOKHAT abcomoTeH puck oT UM ce
HaONnoAaBa B CNEOHHTE MOArpyny, ¢ NoaobeH OTHOCHTENEH PUCK: NAaLMEHTH ¢ npeguiued UM,
nauxdeHTH 265 roanHy ¢ Adaber wiu KopoHapHa aprepHanta 601ecT, NnauMeHTH ¢ NeBoKaMepHa
¢pakuma Ha uarnacksaHe <40% K nauueHTH ¢ yMepeHa ObOpeyvHa AucyHkuua. B nonmwjiHeHue ro-
Brcok puck ot UM ce Habniogaea npu nauuenTu, npuemaium ¢bnbTeTBAWE ACK naroc xnonuaorpen
KM KOMKAOTPEN CaMOCTOATETHO.

B TpuTe akTHBHO KOHTpOnupaHHu npoyuBaHus ¢azsa 1l 3a JIBT/BE ce chobiuasa no-BrMcoka 4ecToTa Ha
ciayyau Ha UM npu nauyeHTHTe, npruemauly AabUraTpaH eTekChiaT, B CpaBHeHHe C Te3H, IPHEMALLM
sapdapHuH: 0,4% copamo 0,2% B kpaTtkocpouynute npoyusanus RE-COVER u RE-COVER 11 n 0,8%
cnpamo (,1% B abarocpounoTo uznuteane RE-MEDY. YBeanueHueTo € cTaTUCTHYECKH 3HAUHMO B
ToBa npoyusake (p=0,022).

B npoyusanero RE-SONATE, xoero cpaBHsiBa paburartpan etekcunar ¢ rauebo, wecrorata Ha MM e
0,1% npu nauneHTUTE, Npremalty naburarpad erekcunar, v 0,2% npy nauneHTUTE Ha naauedo.

[MaumenTty ¢ akTuBHO oHKonoruvHo 3abonseade (JIBT/BE, BTEC npy neAHaTPpUYHH NALMEHTH)

He ca YCTAaHOBCHH ecbmcacnocm u Oe3onacHocTTa INPH NAUHCHTH, CTpajalllH OT aKTHBHO

oHkonoruyHo 3abonseane U JIBT/BE. Uma orpannueHu gaHHU 3a eHUKACHOCTTA M O€30MacHOCTTa MpH
NeAHaTPHYHH NALHEHTH C aKTHBHO OHKONOrH4YHO 3ab01saBaHe.

[MeaunaTpuuHa nomnynauuns

[Ipy HAKOH NeABATPHUHM NALMEHTH CbC CTPOro crieuHdUUHK 3abonaBaHUg, Hanp. NaLueHTH ¢ donecT
Ha TbHKHTE 4YEpBa, [PH KOMTO MOXKE Aa € 3acerHara abcopbuusra, Tpadsa na ce odMuCaH
H3MO/I3BAHETO HA AHTHKOArylaHT, KOMTO ce MpHiiara napeHTepasiHo.

4.5 BiaumMojaelicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3IAHMO,

B3auMoaeHCTBHSA ¢ TPAHCIOPTEPH
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KOHUCHTpPALUHUA HA II,EIGHI‘HTPHH.

AKO He € NpeInucaHo aApyro, € HeoOXOAMMO BHHMATENHO KNHHUHMHO HabnmoaeHue (cneaeHe 3a
NPU3HALM HA KbPBEHE WM AHEMHA), KOraTo 1abHraTpaH ce npuiara eJHOBPEMEHHO ¢ MOLLHH P-gp
HHXHOHTOPH. MOXe 1a ca HeoOXOAMMH HaMaNABaHHUA Ha 103aTa B KOMOMHAUKA C HAKOW P-gp
HHXUOHTOPH (BXK. TOukH 4.2,4.3,4.4 n 5.1).

Tabanua 8: BianmogeiicTBHRA ¢ TPAHCIOPTEPH

P-gp unxubumopu

Cynvmemeawiama ynompeba e npomueonokdasna (8xc. mouxa 4.3)

KeTokoHa30:

Kerokonazon nosuiuapa toranHuTe AUC(Q-0 H C,,, CTOHHOCTH Ha

\naburatpan cpoTBeTHO 2,38 NMbTH U 2,35 MHTH C1eA eAMHHYHA NepopanHa
ino3a 400 mg 1 cboTBETHO 2,53 NBTH U 2,49 NbTHU cliel MHOTOKPATHO
nepopatHo npuinokeHue Ha 400 mg KEeTOKOHA30M BEAHBXK AHCBHO.

JponeaapoH

[Tpu eaAHOBPEMEHHO NMPHIOKEHUE HA AA0HUraTpaH €TeKCUIIAT U
inpouenapod ToTaTHHTE AUCQ-00 U C 5 CTOHHOCTH Ha JabHraTpaH ce
[YBEJIMHABAT CHOTBETHO OKOJO 2,4 MbTH H 2,3 NbTU ClIeA MHOFOKPaTHO
npunoxenve Ha 400 mg apoHeaapoH ABa MbTU AHEBHO U ChOTBETHO
okoso 2,1 mbTy ¥ 1,9 nbTH Cniea eawHuuna ao3a 400 mg.

HTpakoHaszol,
LIHKJTOCTIOPHH

B13 0CHOB2 Ha pe3yaTaTuTe in vitro MOXe aa ce ouaksa noaodeH edekr,
KaKTO ¢ KETOKOHA30/1.

I"nekanpesup/nubpentaceupCbnbTCTBaLLATA YNIOTPEOa Ha aaburaTpaH eTeKCHaaT ¢ KOMOHHaluATa ¢

ibukcHpanH 1034 Ha P-gp wHxubutopuTe rackanpeBrp/nubpeHTacBup
NOKa3pa yBe/iM4aBaHe Ha €KCMNO3WLUATA Ha JaburaTpaH U MOxe Ja
OBHIUW PHCKA OT KbpBEHE.

Convmcecmeawgama ynompeba He ce npenopvy4ea

Takponumyc

Eﬂ Vitro € YCTAaHOBEHO, Y€ CTeNeHTa Ha HHXHOUTOPHHNA edeKT Ha
akponumyc Bbpxy P-gp e nogobHa Ha Tazu, HabnronasaHa npu
IMTPAKOHA301 K LMKJIOCNOPHH. EAHOBPEMEHHOTO NPWIOKEHHE HA
lnaburaTpaH €TEKCUIIAT € TAKPOIHMYC HE € MPOYHEHO KIWHHYHO.
Boripeku T0Ba, OrpaHUMEHHTE KIHHUYHK AAHHU OT ApyTru P-gp cybeTparu
(eBeponuMyc) npeanonaraTt no-cnabo nuxubupaue Ha P-gp ot

TaKpOJIUMYC, B CPABHCHHKEC C Haﬁﬂlﬂﬂaﬂaﬂmﬂ MPpH CUJIHH P-gp
LIV LA IITAN

Heobxooumo e nogutuerno erumanie npu cenvmemeauja ynompeba (sxc. mouxu 4.2 u 4.4)
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Bepanamun

Koraro naburarpas erekcunar (150 mg) ce npunara €AHOBPEMEHHO C
nepopaneH pepanaMuil, Cnax H AUC Ha naburatpaH ce yBeaH4aBar, HO
CTENEHTAa Ha Ta3K NMPOMAHA € pa3/IUYHA B 3aBUCUMOCT OT BPEMETO HA
npuemale ¥ fopmara Ha BepanaMun (Bx. ToOUkH 4.2 1 4.4).

Haii-ronaMoTo noeUuIaBaHe Ha €KCNO3MUMATA Ha AaduraTpaH ce
HabnoaaBa NpH MbpBaTa 103a Ha BepanaMui ¢ HeabasHo
oceoOoxcaaBaHe, NpyeTa eAuH 4ac npeay npHeMa Ha gaburarpan
eTekcunar (yeenuyaBaHe Ha Cra okono 2,8 nvtu M Ha AUC okono 2,5
nbTy). EdekTsT NporpecusHo HaMaaga nNpuy NpUaoKeHHe Ha opMaTa ¢
lyABJKEHO ocBOOOKaAaBaHe (yBenHyaBane Ha Cmax okono 1,9 nbTH H Ha
AUC okono 1,7 nbTH) UHU NPU NPHUNOKEHHE HA MHOMOKPATHHU 203U

BepanaMu (ysenanuasaHe Ha Cuax 0k000 1,6 nbTH 1 Ha AUC okonol,S
NbTH).

He ce HaOn01aBa 3HAYHMO B3aUMOAEHCTBUE, KOraTo BEpanaMuil ce
npyema 2 yaca cieq gaburarpaH etekcunart (yeesiHyagaHe Ha Cmax
okosio 1,1 nvTH B Ha AUC okono 1,2 nbtH). Toea ce 0bsacHABA C

AMHOAAPOH

+

Koraro paburatpaH eTekcwiaTce npwiara €AHOBPEMEHHO ¢ €AHHAYHA
nepopanHa 2o3a 600 mg aMmuogapoH, CTENEHTA M CKOPOCTTA Ha
labcopOLmMa Ha aMHONAPOH W HA AKTUBHHSA MY meTabonuT DEA no
cbLuecTBO HE ce npoMeHaT. AUC u C,, Ha naburartpan wapacrsar
ICbOTBETHO OKOJIO 1,6 NbTH M 1,5 nbTH. [lopaaun AbArus NONyXKUBOT Ha
AMHOAAPOH Bb3MO)KHOCTTA 32 B3aUMOACHCTBHE MOXE 1a ChILECTBYBA
CeAMHLIY cell MPEKPATABAHE Ha JIEYUEHHETO C aMHOAapOoH (BX. ToukH 4.2

XHHHAUH

XWHHAHMH € puaarad Kato aoza ot 200 mg Ha Bceku 2 4aca a0 obuia
inoza 1 000 mg. [faburatpaH eTekcunar e npwiaraH Asa rbTH JHEBHO B
NPOAL/DKEHUE Ha 3 MOCIeA0BATEIHH JHH, CBC HITH 0€3 XHHHAHH Ha
mpeTHs aeH. AUCt,ss 1 Cmax,ss Ha gaburaTpaH ce yBeauuaBaT CpeaHo

cbOTBEeTHO 1,53 nbTH U 1,56 NbTH NPYU CHLABTCTBALLO MPUNOKEHHE HA
XHHUAHUH (BXK. TOYkH 4.2 n 4.4).

KnapuTpoMHUHH

Koraro xiaputpomuudH (500 mg aBa mbTH AHEBHO) C€ NpUiara 3aeaHo ¢
inaburaTtpaH eTeKcwnaT npu 3apasy 1o6poBonuy, ce Habnoaasa
noeHwaeraHe HA AUC okono 1,19 neTH v Ha Cmax okono 1,15 nbTH.




'Tuxarpenﬂp Koraro eaunnuHa no03a ot 75 mg naburarpaH eTekcunar ce npuiara
eAHOBpEMEHHO ¢ HaToBapsalua ao3a o1 180 mg Tukarpenop, AUC u Chax
Ha naburaTpax ce nopuilaeat cbOTBETHO 1,73 mbTu u 1,95 nuTH. Cnen
MHOFOKpPAaTHH 1034 HA THKarpeaop 90 mg, Asa NbTH AHEBHO,

lyBE/IHYABAHETO HA €EKCMO3HLWATA HA naduraTpaH € 1,56 mbTu 1 1,46
MBTH, CHOTBETHO 33 Chnax H AUC,

CBHMBbTCTBALLIOTO NPHIOKEHHE HA HATOBapBaila ao3a Tukarpenop 180 mg
H aaburatpaH erekcynar |10 mg (B cTaUMOHAPHO CBCTOSHUE) NOBUILIABA
AUCT,ss 1 Cmax,ss Ha gaburatpaH cboTBeTHO 1,49 nbTH U1 1,65 NnbTH B
CpaBHeHHe ¢ JaburaTpaH €TeKCHAAaT, npydaaral camocroaTenHo. Koraro
HaTOoBapBalua 103a oT 180 mg Tukarpenop ce naea 2 yaca cjiel NpUeMm Ha
110 mg naburarpan eTekcunar (B crallHOHapHO ChCTOAHHE),
noBuwiaBaHeTo HAa AUCT,ss H Cnax Ha aaburatpaH HaMansaBa CbOTBETHO
no 1,27 mbtv 1 1,23 NbTH B cpaBHEHHE ¢ 1abHraTpaH €TeKCHAAT,

rnpunarad CaMOoCTOATETHO. TakbB HE3ACTBIBALLL CE NPpHUCM CC NIPCNopbpHBa
[MPH 3aMO4YBaHE HA THKArpEjaop C HATOBAPBaALla N034.

CbIBTCTBALLOTO NPHUNOKEHHe HA 90 mg THKarpesaop ABa MbTH JHEBHO
{nonabpkaiia ao3a) M 110 mg naburatpaH eTekcdnat nosuiLaBa
kopurupaHute AUCt,ss 1 Cmax,ss Ha naburatpaH cboTBeTHO 1,26 nbTH

1 1,29 nbTH B cpaBHeHHE ¢ 1aburaTpaH eTekcinar, NpUnarax
CaMOCTOATEHO.

[loaamuaaoﬂ [To3akoHason cbilto HHXHOHpa B HAKAKBA CTENEH P-gp, HO TOBA HE €
Npoy4YeHO KIHHUYHO. EnHOBpeMEHHOTO NpunoxeHue Ha aaburarpaH
ETEKCHNAT C 103aKOHA30J/1 Hajlara BHHMaTENHO NpoCaeasBaHE.

P-gp undyxmopu

IConememeawama ynompeba mpabea oa ce uzbscaa.

Hanp. pudaMnuuyy, xbaT CHIbTCTBALLOTO NPHIOKEHHE C& OYAKBa A2 0BEAE N0 NOHWXKABAHE Ha

kaHTapuoH, (HybEricum  [koHUeHTpaumaTa Ha naburarpan.

bErforatum), kapbamazenun

HAH (PeHUTOHNH [IpemMeaukauuaTa ¢ W3CIECABAHUA HHIYKTOP PHAMNHLIHH NPU 1034

00 mg BeAHBK AHEBHO 3a 7 IHM NMOHKWXKaRa 0011aTa NMKOBA

KOHUEHTPAaLUHA Ha aaburatpad 4 obu1aTa eKCno3uLMA CbC ChOTBETHO
5,5% u 67%. UHnyuupalivat edekT € NOHWKEH, KOETO BOAU 1O HHBO

Ha eKcno3uuusa Ha gaburarpaH, OSnH3Ko 00 pedepeHTHATA CTORHOCT [0
€H 7 ciiea cnMpaHe Ha JICHEHUETO ¢ pUdammuLMH.

He e HaOat00aBaHO MNO-HATATHLILHO NOBUILEHHE HA OHOHAIMYHOCTTA cnen
e 7 DHH.

Ipomeaznu unxubumopu, kamo pumonagup

Conomemesawiama ynompeba He ce npenopvysa

I
Hanp. pUTOHaBHp H Te nosnuasar P-gp (KaKTO KaTO HHXHOUTOp, TaKa K KaToO U . 'F’ \
KOMOMHaUHHWTE MY C APYFrH |He ca OWIM NpOyvBaHH, NOpagH KOETO HE CE€ NMPENOPHYUBAT
nporeas’H MHXUOUTOPH  (CHITBTCTBALIO JCHEHHE C JabHraTpaH eTekcuiar.




P-gp cybcmpam

UIMrOKCHH B npoyusaHe, nposeacHo ¢ 24 3apasy noOpoBOIILH, NPH

€ JHOBPEMEHHOTO NPHJIOXKEHUE HA AaDdUraTpaH €TeKCWIaT H AHrOKCHH He
ca HabnmaaBaHKH NPOMEHH B €KCTIIO3ULMATA HA AWIOKCHH W KITHHHUYHO
BHAYUMM NIPOMEHH B €KCNO3HLIMATA HA NabHraTpaH.

AHTHKOAryJIaHTH K IEKADCTBEHH NPOAYKTH cpeuly TpoMbounTHa arperauus

Jluncea WK CBUIECTBYBA CAMO OTPAHUYEH ONUT ChC CEAHUTE eHEeHUA, KOUTO MOTraT Ja NOBULLIAT
PUCKa OT KbPBEHE, KOraTo ¢e npuarar CbNbTCTBAUIO ¢ Aa0MraTpaH €TEKCHIIAT: AHTHKOAry/laHTH, KaTo
nedppakuronnpan xenapuH (HOHUX), nuckomonekynuu xenapuui (HMX) 1 xenapuHoBH NpOH3BOAHY
(hoHaanapHHyKC, Ae3UPYIHH), TPOMOOAHTHYHH JIEKAPCTBEHH MPOAYKTH H AHTArOHHCTH Ha BUTAMHH
K, puBapokcabaH WM ApYrd aHTHKOAryJaHTH 3a NEPOPATHO NPUIIOKEHHUE (BXK. TOUKa 4.3), UiH
NeKapCTBEHH NMPOAYKTY cpelly TpoMbounTHa arperauus, kato GPIIb/Ila peuentopHy aHTaroHUcTH,
THKIONMKUIHH, NPACyrpe, THKArpeaop, AeKCTpaH U cyaduHnupa3oH (BXK. Touka 4.4).

Ot gauHuTe, chOpaHu Mo BpeMe Ha ¢aza [l npoyusane RE-LY (Bxk. Touka 5.1), e Habmoaasano, ue
CbMBTCTBALLIATa YNoTpeda Ha APYTH NMEpOPaNHH UK NapeHTEPATHH AaHTHKOAry/1aHTH NOBYLIARA
4eCTOTATA HA FONIAIMO KbpBeHe NPUOAMIUTENHO 2,5 THTH, KAKTO NPpH JaDMraTpaH €TeKCHNaT, TaKa U
npH BapdapuH, MaBHO B CUTYALIHK, CBbP3aHU C IPEMUHABAHE OT €AHMHHUA AHTHKOArYJaHT KbM ADYIrHA
(Bx. Touka 4.3). OcBeH TORa, CHTBTCTBALATA YrioTpeba HA AaHTHTPOMOOTHUYHH cpeacTBa, ACK nnu
KJIONHAOrpen NpuGMIU3IUTENHO YABOABA 4ECTOTATA HA FONSAMO KbPBEHE, KAKTO NpH Aadurarpas
€TEKCUIIAT, TaKa U NpH BapdapHH (BK. Touka 4.4).

HDOUX moxe aa ce npuaara npy 1034, HEOOX0AHMH 3a NOATBPAKAHE HA NPOXOAUMOCTTA Ha LICHTPAJIEH
BEHO3€H WJIH apTEPUATICH KATETLP KM NO BPEME HAa KaTeTbpHa abiaLuua NpUu NpEACkPAHO MBKIEHE
(Bx. TOuKa 4.3).

Ta6anna 9: B3aumoaeiCTBHA ¢ AHTHKOATY/IAHTH H JIEKAPCTBEHH NPOAYKTH cpeiny
TPOMOOILHTHA arperannsg

HCIIBC I IpunaranuTe 3a kpatkocpouHa aHanreszns HCIIBC ne ce cBbp3BaT ¢ NnOBULIEH
PHCK OT KbPBEHE, KOTaTO C€ NpUaaraT ChITLTCTBALLO ¢ JaburarpaH eTeKCHUNaT.
IMpu npoavmkuTenHa ynorpeda B npoyusaHero RE-LY HCIIBC yseanduasar
[pHUcKa oT KbpBeHe ¢ okono 50% kakTo npu nadurarpaH €TEKCHUNAT, TAKa U NPH
BapgapuH.

Knonuaorpen [Tpu Maaau 3apaBy AOOPOBOILM OT MBXKH 1071 ChIBTCTBALLIOTO MPHIOKEHHE HA
\naburarpaH eTeKCHAAT H KIIONHAOTPeNT He e J0BeNIO A0 AOMbIAHHTEMHO

Y Ib/DKaBaHe Ha BPEMETO Ha KaNMUAAPHO KbPREHE B CPaBHEHHE ¢ MOHOTEpANUS C
knonuaorpes. Oceen ToBa AUCt ss M Cmax,ss, H H3MEPUTEIMTE HAa KoarynauMaTa

Ba edpexra Ha gaburaTtpaH, WK HHXHOMpaHeTO HAa TPOMOOUMTHATA arperaLus Karto
M3IMEPHTEN Ha edexTa Ha KINONHIOrpeEN, MO ChUIECTBO OCTABAT HETPOMEHEHH NpHU
CpaBHABaHe HA KOMOWHHPAHOTO NEYEHUE U CHOTBETHUTE MOHOTepanuu. [Ipu
HaToBapBaiwa 1033 300 mg unu 600 mg wionuaporpen, AUCrt ss H Cmax,ss Ha
imaburarpan ce nopuwasar ¢ okono 30-40% (ex. Touka 4.4).

ACK EnHospemeHHoTO npuioxkeHue Ha ACK u 150 mg naburarpan erekcunar asa nbTH
ITHEBHO MOKE Ja NOBHLUH PHUCKA OT BCAKAKBO KbpBeHe OT 12% a0 18% w
choTBeTHO npu 034 81 mg 1 325 mg ACK (BX. Touka 4.4).




HuckoMoneKkyHu ICbnbTCTBALIATA ynotpeba Ha HuckoMoekynHn XxenapuHi (HMX), kato
xenapuuv (HMX) eHoxcanapud W gaburarpas eTeKcunar, He € cneuManso npoyqsana. Chaen
NpeMHHaBaHe OT 3-AHEBHO NIeUeHHe ¢ eHoKcanapuH 40 mg s.c. BeAHBbXK JHEBHO,
24 yaca cnea nocneaHaTa n03a €HOKCcanapMH, €KCno3MUKATA Ha naburarTpaH €
OUJ1a MAJTKO NMO—HUCKA, OTKOIKOTO Ta3H, HENOCPEACTBEHO CNell MPHUIOKEHHETO
amMo0 Ha gaburarpaH etekcunar (eauHuvHa ao3a 220 mg). HabnionasaHa e no-
Bucoka aHTH-FXa/Flla akTMBHOCT cnea npunoxxeHue Ha naburatpaH eTekcHiar ¢
NpeABapUTENHO JEUYEHHE C EHOKCANAPHH B CPABHEHHE C IEUYEHHETO CaMO C
aburarpaH erekcunar. CyuTa ce, 4e TOBa Ce Jb/KH HA MPOAb/IKUTENHOCTTA HA
edeKTa HA EHOKCANapyH CNeR JIeYeHUETO (carry-over eeKT) i CeaoBaTeHO He €
KAWHUYHO 3HaUuMO. OCTaHAIKTE pe3yNTaTH OT AHTHKOAryJalHOHHH
!mcneunauna, CBBP3aHHM C AaOUraTpaH, He ca MPOMEHEHH 3HAYUMO OT JICYEHHETO C

Jpyru B3auMoOAEHCTBHA

Tatauua 10: Apyru B3anMoaeiicTBHA

ICerexmugHu unxudumopu Ha obpamuomo 3axeaujane Ha cepomonuna (SSRI) unu cerexmugnu
UHXUDUMOPUY Ha 0OpAmMHOmMO 3axeauiane Ha cepomonuna u Hopenune@puna (SNRI)

SSRI, SNRI SSRI 1 SNRI noeuuiaBat pucka ot KbpBeHE BbB BCHYKH IPYIH Ha JIEYEHHE B
npoyuBaHeTo RE-LY.

Beugecmea,_xoumo nosaugsam cmomawuromo pH

[Manronpason |[IpH eaHOBpeMEHHO NMpUIOAKEHHE HA JabyrarTpaH u naHTonpason ce Habmoaasa

npubnusutenHo 30% Hamanesue Ha AUC Ha nqaburatpaH. [laHTonpason u apyru

uHXxubuTOopu Ha nporoHHata nomna (MI1I1) ca npunarann eaHOBpeMeHHO C
aburaTpaH B KIMHMYHH NPOYUBAHHA U CBIBTCTBALIOTO Neyenue ¢ UIIIT He

Earne}ma Aa HaMaJ1sBa e(PHUKACHOCTTA Ha JaburaTpaH.

PaHUTHINH t’[puﬂomeunﬂo Ha paHUTUIKH 3a€HO ¢ AaDUraTpaH CTEKCHNAT HE OKa3Ba KIMHUYHO
HA4YMM eeKT BbpPXY CTeneHTa Ha abcopbuka Ha JaburaTpaH.

BiaumoneiicTeus, cebp3anu ¢ Metabonurhusa npodun Ha aaburarpaH erekcunar v naburarpat

Jlaburarpan etekcunar u naburarpa He ce MeTabonuaupar oT cuctemara Ha UMTOXpoM P450 U Hamar
in vitro epekTH BupXy yosewxute uuroxpoM P450 enzumu. Cnenosarento, ¢ naburarpaH He ce
OUYAKBAT CBbP3aHH JIEKAPCTBEHH B3aUMOAECHCTBHA.

[lenuatpyuuna nornynauus

HPOY'-IB&HHHT‘& 33 B3AUMOAEHCTBUA Ca NMpPpOBCKAdHH CaMO I[IPH Bb3PAaCTHH.

4.6 DepTHAHTET, OPEMEHHOCT H KbPMEHE

XKeHM ¢ geTepoAeH NnoTeHUHAN

XeHu ¢ nerepoaeH noTeHLHan Tpadea aa u3bArsaT OpeMEHHOCT MO BpeMe Ha JieueHue ¢ aaburarpad
€TeKCHNAT.

BpemeHHoCT I/ e N,

Wma orpannueHun naHHuW ot ynorpebaTta Ha faburatpaH eTekcHnar npu OpeMeHHH XKeH




[IpoyuBaHHATa MPU KMBOTHHU NMOKA3BAT PENPONYKTHUBHA TOKCHYHOCT (BX. TOUKa 5.3). [ToTeHuHanHUAT
DHCK NMPH XOpa HE € U3BECTEH.

JlaGurarpaH eTekcuaart He TpabBa 1a ce npuaara nO BpeMe Ha OpeMEHHOCT, OCBEH B Clyuaii Ha
KaTeropuyHa HeobXoAuMOCT.

KbpmeHe

Hsama K1THHHYHKM N&HHH 3a epeKkTa Ha AadMraTpaH BbpXy KbpMaderaTa Mo BpeMe Ha KbpMEHE.
KbpmeHero TpabBa ga ce npeycTaHOBH 10 BpEME HA JIeueHHeE ¢ naduraTpaH eTeKcHUnar.

QepTUAUTET

Hama naHHu npu xopa.

[Ipx npoyuBaHus BLPXY *KHUBOTHH € HaOMOAaBaH eeKT BbPXY (PEPTHIMTETA NPH KEHCKUTE Noa
¢opMaTa Ha HaMasiABRaHe Ha Opoa HA UMIUIAHTALIMUTE U MNOBULLIABAHE HA NPEAHMIVIAHTAUHOHHUTE
3aryou npu no3a 70 mg/kg (5-kpaTHOTO HHBO HA MJIA3MEHA EKCNO3ULMA NPU nauMeHTH). He ca
HabnoaaBaHu Apyry edexT BbpXy eprunurera npu skeHckute. Hama pausgHue supxy peprunurera
npu MbXKKUTe. [IpH 1034, KOWTO ca TOKCHUYHH 3a MaikuTe (5- 10 10-KpaTHOTO HUBO Ha MNa3MEeHa
€KCIO3HLIMA fPH MALKMEHTH), NIPH TLTBXOBE H 3aHUHM ¢ HadnoaaBa HAMANARAHE HA TENECHOTO TErNO H
eMOpHodeTaTHATA XHIHECNOCOOHOCT, 3a€IHO ¢ NOBHLUABAHE Ha (eTaNHUTE Bapyauyd. B
NPEHATAIHOTO # MOCTHATATIHOTO NPOYYBaHE € HAaD/I0AaBaAHO NOBHLLIABAHE HA (PETANHATA CMBPTHOCT
MpH JO3H, KOUTO Ca TOKCUYHH 33 MaiKkuTe (1033, ChOTBETCTBALIA HA 4 ITbTH NO-BHCOKO HUBO HA
[U1a3MeHa €KCMO3HLUMA OT HabMIOAABAHOTO NPH NALHUEHTH).

4.7 Edexrn Bupxy cnocofHOCTTA 32 o HpaHe H padoTa ¢ MANIAHH

JlaburarpaH eTeKCHIAT He MOBJIKABA WIH NOBAMABA NMpeHeOpexUMo cnocoOHOCTTa 3a WodHpaHe U
paboTa ¢ MalllHHH.

4.8  HexelanH JIeKAPCTBEHH peakKuHR

O6o6weHne Ha npoduna Ha Ge30nMacHOCT

JaburaTpaH eTeKCUNaT € OUEeHEH B KTMHHYHH U3NMUTBaHHA NpH ob1o npudausurenHo 64 000
nauMeHTH, oT KouTo NpubnuzutenHo 35 000 nauMeHTH ca JIEKyBaHH ¢ AaburarpaH eTeKCHar.

O6wo 22% OT nauMeHTUTE C NPEACHPAHO MBIKICHE, NEKYBAHH 33 MPEBEHLIMA HA HHCYJIT U CUCTEMEH
eM00aU3BM (ABJIFOCPOUHO NeueHHe 10 3 roaunu), 14% ot nauneHTure, nexkysauu 3a JIBT/bE, u 15%
OT MalMeHTHTE, NeKyBaHH 3a npeeeHuus Ha JIBT/BE, ca nonyunnn Hexxenanu peakuuH.

Haii-uecto choOluaBaHuTe CHOMTHA €a Cy4aHn Ha KbPBEHE, Bb3HUKBALULH NpH npubnusutenHo 16,6%
OT NALUMEHTUTE C NPEACHLPAHO MbXKIAEHE, NEKYBaHH ABIATOCPOUHO 3a NPEBEHUNA HA HHCYIT H CUCTEMEH
embonuipM, U npu 14,4% ot BB3pacTHUTE NauMeHTH, NeKkyBany 3a JIBT/BE. OcBeH ToBa uMa ciiydau
Ha KbpBeHe npu 19,4% ot nauneHTHTE B U3NKUTBaHETO 3a npeBeHums Ha IBT/BE, RE- MEDY
(Bb3pacTHH nauneHTH), U nipu 10,5% ot nauueHTHUTE B M3nKUTBaHeTO 3a npeBeHuus Ha JIBT/BE, RE-
SONATE (Bb3pacTHH NauyeHTH).

Toi KaTo NoNyJaulHHTC OT NAUHUCHTH, JICKYBAHH 34 TPHUTC MOKa3aHHA, HC C4 CPABHHMH H chHO

FOISMO M HA BCAKAKBO KbPBEHE C4 Pa3NpencsieHy CNopea NOKAZAHUETO H €A MOCOYEHH \
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anpel-m Ye € C HAUCKaA 4YeCcTOoTa NPH KIHHUYHH NPOYUBAHHA, MOXKE J1a HACTHIH IoJIAM e)ls.l«j »




KbpPBEHE, KOETO HE3ABUCHMO OT MACTOTO HA Bb3HHKBAHC MOXKC [a JO0BEAEC 10 HHBAIIUAWINDAHE,
AKHBOTO3ACTpALLABALIO CHhCTOAHUE WK JOPH JICTAJICH H3XO0.

CnHCHK HA HEXENaHUTE peaklWy B TabavyeH Bu

B Tabnuua 11 ca noka3zaHu HexKeNaHUTE peakitMi, YCTAHOBEHH B NPOYUYBAHUMATA U NOCTMAPKETHHIOBH
NaHHH MPH NOKa3aHUATA NMPEBEHUMA HA TPOMOOEMOOIMUEH HHCYIIT U CHCTEMEH eMOONH3BM MnpH
NaLMEHTH C NpeACHPAHO MbXaeHe, neueHne Ha JIBT/BE v npesenums na IBT/BE. Te ca rpynupanu
no cucremo-opraded Kiac (COK) u no yectoTa ¢ M3NON3BaHE HA ClleAHATA KOHBEHLIMA: MHOIO YE€CTH
(> 1/10), vectt & 1/100 ao < 1/10), veyectu (= 1/1 000 oo < 1/100), peaxn (= 1/10 000 oo <1/1 000),
mHoro peaku (<1/10 000); ¢ nenssecTHa yecToTa (OT HATHYHHTE JAHHHU HE MOXKE Aa ObAe HanpaseHa
OLIEHKA).

Tabauna 11: Hexenann peakuun

YecroTa
OK/IlpeanounTaH TepMHH [TpeseHuus Ha HHCYAT H [leyeHune Ha JIBT/BE u npeseduus Ha
cuctemeH emOonusvM npu|/IBT/BE
NALMEHTH C NPEACHPIAHO
MBXKACHE
HapyiieHns Ha KpbBTa M NMM@HATa CHCTEMA
AHemus YecTH HeuecTn
[ToHKKEH XEMOrNOOHH HeuecTH C HEW3BECTHA YECTOTA
TpombounToneHus Heuectn Peaku
[ToHMXKEH XEMAaTOKPHT Penku C HeHu3BeCTHa HecToTa
HeyTtponeHus C Hen3BeCTHa yecToTa C HEW3BeCTHa 4ecToTa
ArpaHy/ioLHTO3a C HeH3BeCTHa YecToTa C HeH3BECTHA 4ECTOTA
HapylneHvs Ha KMyHHaTa CHCTEMa
JlekapcTBeHa Hevectn Heuecth
CBPBXYYBCTBHTENHOCT
O0pwua Heuectn HeuecTy
[IpypHTYC HeuectH HeuecTH
AHnaunakTHYHa peakLHs Peakwu Penku
AHruoenem Penkwu Penku
Y pTHKapHs Peaku Peaxu
bponxocnassM C HEeH3BECTHA YeCToTa C Heun3BecTHa yecToTa
HapyuieHus Ha HEpBHATa CHUCTEMA
BrTpeuepenya xemoparus HeuvecTu Penku
ICbaOBH HapyLueHHUA
XemaToM HevecTH HeuectH
Xemoparus Heuectn HeuectH
CCMIHPATOPHH, NPBAHH H MEAHACTHHATIHHU HAPYLUEHHA
Enncrakcuc YecTH YecTu
XemodTHia HeuecTu Heuectn
TOMAIHO-YPEBHH HAPDYLUEHHA
CTOMALUHO-4YPEBHA XEMOparus YecTH YectH
AbaomuHanHa bonka YecTu Heuyectn N
JArapus YecTH HeuectH i‘;&
Jucnencus YecTH Yectn/f &/ Saad b\ “a
[aneHe YecTy Heuectlh & (. 5%, "% |\ %)
Pektanna xemoparus Heuectw ‘-Iecn{{ = '\.1" " f“ i s
""E;’_ SO " )

-




XeMOpoHaaHa XeMoparus HeuectH HeuecTu

CroMauHo-4peBHa 1384, Heuectu HeuecTH

BKJIIOUHMTENHO e30thareanHa 13ea

["acTpoesogarut HeuecTH HeuectH

["acTpoeszodareanHa pednykcHa Heuectu HeuecTH

0oJIeCT

[loBpbiuane HeuectH HeuecTy

Huncdarus HevecTH Penku
XenaroOWIHapHH HapYLIEHHS

HapyuieHa uepHoapobna HeuectH HeuecTH

¢yHKUMA/OTKIIOHEHHA BLB

(byHKLHOHANHUTE HePHOAPOOHHU

NnoKa3aTe/

[oBullIeHHE HA ANAHHH Heuectu Heuyect

aMHHOTpaHc(epaszara

[losuineHMe Ha acnaprar HeuectH Heuectu

aMHHOTpaHcdepazara

TlosuineHu yepHOAPOOHH Peaku HeuectH

CH3UMH

XunepouiupyoHHeMus Peaku C HeH3BeCTHa uMecToTa
HapyweHnna Ha koxaTa v NOJK0XKHATa TbKaH

{OXXHH KPLBOHATHBH YecTH Yectn

Anoneuyms C HeU3BECTHA 4ECTOTA C HEU3BECTHA YECTOTA
Hapywenna Ha MyCKyAHO-CKEJIETHATA CHCTEMA U CheJUHHUTE/HATA ThKaH

XemapTposa Peaku HeuecTH
Hapyiuenus Ha 6n0peLure v NHKOYHHTE MbTHILA

YporeHuTanHa XemMoparus, Yectn Yectu

BK/KOMHUTEHO XEMATYPH3
O6uKH HapyLeHNs U epeKTH Ha MACTOTO Ha NIPHIOKEHHE

Xemoparusa Ha MACTOTO Ha Peaku Penxn

HH)KEKTHPaHE

XeMoparus Ha MACTOTO Ha Peaku Peakn

NMOCTABAHE HA KaTeTbpa

HapansBaHHs, OTPaBSHHA H YCJIOXKHEHHS, Bb3HHKHANHN B PE3YyJITAT HA HHTEPBEHLHH

TpaBmaTHyHa xeMoparus

Peakw

HeuecTi

XEMﬂpﬂ[‘HH HA MACTOTO HA
HHLUH3IHA

Peaxw

Penku

OnucaHue Ha M30paHK HeXenaHu peakLny

Peaxyuu na xypeeie

[Topagu papMakoAOrHYHHA MEXAHH3bM Ha AeHCTBHE ynoTtpebara Ha nabMraTpaH eTeKCHAaT MOXE J1a
Obae CBbp3aHa C MOBUILEH PUCK OT OKYJATHO WIH BHOHMO KbPBEHE OT KOATO U [a € ThKaH WM OPraH.
[Tpu3HAKUTE, CHMIITOMMTE M TEXKECTTA (BKJIIOUHMTENHO W IETANIEH U3X0) BapUpaT ¢cnopel MACTOTO U
CTENEHTa UK 00XBaTa Ha KbPBEHETO WKWK aHEMUATA, B KIHHUYHWTE NPOYYBAHHA MYKO3HOTO
KbpBE€HE (Hanp. CTOMALIHO-YPEBHO, FEHUTOYPUHAPHO) € HabnioAaBaHO NO-YECTO NPU ObAMOCPOUHHO
neueHHe ¢ naburarpaH eTekcunar, B cpaBHeHHe ¢ edyeHne ¢ ABK. Taka, B nonbnHeHue kem 2~
MOAXOAALLO KIHHHYHO HabNaeHHe, NabopaTOPHOTO M3CIEABAHE HA XeMOTI00HH/XeMaTo
LIEHHO 332 OTKPHBAHE HAa OKYNTHO KbpBeHe. PUCKBT OT KbpBEHE MO3Ke Aa Ce MOBHIUH NPH
rPYNK NaLKEHTH, HANP. T€3H, KOMTO UMAT yMepeHo O1uOpeuHo yBpexaaHe Wuiid ca Ha Cb
NeUYeHMe, 3aCAraLl0 XeMOCTa3aTa, WK CUAHW P-gp HHXUOHTOpH (BXK. TOuka 4.4 Xemopar
XeMOparuuHHTe YCIO0XHEHHS MOXE A2 Ce NPOABAT KaTo cnadocT, GieAHOCT, 3aMasHOCT,




HIH HEODACHUMO NMOAYBaHE, AUCITHEA H HEODACHUM LLIOK.

Cpo0iuaBa ce 33 NO3HATH YCIOXKHEHHS C KbPBEHE, KATO KOMMNAPTMEHT CHHAPOM H ocTpa OOpedHa
HEeZOCTAaTbHUHOCT Nopaad Xxunonepdys3ns U CBbP3aHa ¢ AHTUKOAryJIAHTH HEPPONATHS NPH NAUUEHTH C
npeapa3nonarauy puckoBu $akTopH, BbB Bpb3Ka ¢ naburarpan erekcunar. CnenosaresiHo, TpabBa na
C€ OTYMTA BEPOATHOCTTA 334 XEMOPArus NPy OLUEHKATa Ha CbCTOAHHETO HA BCEKHU aHTHKOAaryjaupad
MalLMEHT. 3a Bb3PaCTHH NALIUEHTH UMA HATMHYHO CIELUPUYHO HEYTPATU3IHPALIO CPEACTBO 32
naburatpaH, uaapyunsymal, B ciyyal Ha HEKOHTPOIHPYEMO KbpBeHe (BxK. Touka 4.9).

IIpesenyun na uncyam u cucmemeHr emMO0AUIBM HPU 8bIPACMHU NAYUEHMU C HEKTANHO NPEOCHPOHO
MBXCOEHEe ¢ eOUH wiu nogeye puckosu paxmopu (ITHIIM)

Tabnuua 12 nokasea CbOMTHATE HA KbpPBEHE, PA3NPEAC/ICHH KaTO CHOMTHR HA rOAAMO U HA BCAKAKBO
KbPBEHE B OCHOBHOTO NPOY4BaHe, H3CNEABALLO NPEBEHLMATA HA TPOMOOEMOOMTHYEH HHCYNT U
cHcTEMEH eMOONM3IbM NPU NALKMEHTH C MPEACHPAHO MBXKICHE.

TaGanna 12: CrLOHTHA HA KLPBeHe B IpoyvBaHe, H3C/1e1BAIN0 NPEeBeHIHATA HA
TpomMboemboIHYeH HACYIT H CHCTeMeH eMOOIH3IBM NPH NMANHEHTH ¢ NPeXChPAHO MBXKACHE

Habwratpau erexcunar | Jlaburarpax erexcunar Bapdapus
i 10 mg aABa NbTH NHEBHO 150 mg apa nbTH
IOHEBHO

PangoMu3HpaHH NalueHTH 6015 6076 6 (022
[‘OnAMO KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BbTpedepenHo KbpBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)

Y xbpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHe ¢ teTaneH H3xoa 26 (0,22%) 30 (0,25%) 42 (0,36%)
Manko KbpBeHe 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BcakakBo KbpBEHE 1 759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B panpoMu3kpaHo npoyuBaHe, NpY NaUKWEHTHTE, NpUeMany aadburarpax etekcunar 110 mg asa neTH
nHeBHO Wik 150 mg nBa MbTH AHEBHO € CHLIECTBYBA 3HAYHUTEHO NMO-HUCHK PUCK OT
’KHBOTO03aCTPAILABALIO KbPBEHE M BLTPEUEPENHO KbPBEHE B CPABHEHHE C TE3H, MpUeMany BapdapHH [p
<0,05]. Y npu aBeTe KOHLEHTPALMHK Ha AaburaTpaH €TEKCHNAT € HUMAT0 M CTATHCTHYECKH 3HAUYHMO NO-
HHCKa o0L1a YyecToTa Ha KbpBeHe. [lpy nauueHTUTe, npuemanu paHaomusrpauwo 110 mg gaburarpax
€TEKCHJIAT ABAa MbTH AHEBHO € CHUICCTBYBA 3HAYHUTENHO NO-HUCBK PUCK OT TONSIMO KbpPBEHE B
cpaBHeHue ¢ BapgapuH (koeduuneHT Ha pucka 0,81 [p=0,0027]). [Ipy nauuenTuTe, NnpuemManmu
paHaoMH3upaHo 150 mg naburarpaH eTekcuiaTt ABa MbTH JHEBHO € CbUIECTBYBAN 3HAYHTENHO MO-
rojiaM puck ot CY kbpBeHe B cpaBHeHue ¢ BapdapHrH (koepurumeHT Ha pucka 1,48 [p=0,0005)). To3u
edexT € HabnoAaBaH rIaBHO MPH NAUMEHTH =75 ronHH.

Knunu4yHara nonsa ot gabyratpaH no OTHOIUEHHE HAa NPEBEHLIMATA HA MHCYJIT H CHCTEMEH eMOONH3bM
H NOHWKEHUAT PUCK OT UHTpaxpaHuanHa xemoparua (MKX) B cpaBHeHue ¢ BapdapuH ce 3ana3BaT NpH
OTIAEJHHUTE NOATrPYIMH, Hanp. 6bOpedHO yBpEKAaHE, BL3PACT, ChIIbTCTBALIA YNOTPeda Ha JIEKapCTBEHH

MPOAYKTH KATO HAMp. aHTHTPOoMOOTHLM WM P-gp uHXubuTopu. J0KaTo HAKOM NOArpyNH NAUHWEHTH ca
¢ NMOBHILEH PUCK OT rofiMO KbpBEHE, KOTraTo Ca JIEKYBAHH ¢ AaHTUKOATyNaHT, MOBULUICHHUAT PUCK
KbPBEHE NPH Aa0HraTpaH eTekcHnar € cebp3al cbe CU kbpBeHe, 0OMKHOBEHO HadmOnaBaHa
MbpBHTE 3-6 MeceLa cieql 3ano4YBaHe Ha JISUCHHETO ¢ 1adUraTpaH eTeKCHnar.

Jevenue na [[BT u BE, kaxmo u npesenyun na peyuousu va BT u bE npu év3pacmnu
(/[BT/BE)



B tabauua 13 ca nocoueru CbOUTHA Ha KbpBeHe 0T 0bo0UIeHuTe 0CHOBHY NMpoyuBaHug RE-COVER u
RE-COVER I, B xouto ce w3nursa neveHnetro Ha JIBT u BE. B cbopHuTe npoyuBaHus, cbOUTHATA Ha
MbPBHYHHUTE KPaiiHH TOUKH 32 6€30NaCHOCT ,,MOIAMO KbPBEHE, rONAMO WIN KJIMHHYHO 3HAYUMO
KbpPBEHE H BCAKAKBO KbpBeHe ca 3HAYHTENHO MO-MAIKO B CPaBHEHHE ¢ BapdapyH NpH HOMHUHAITHO

anda HuBo 5%.

Tabanua 13: CronTHa Ha kbpBene B npoyuBadiaTa RE-COVER u RE-COVER 11, B xonTO ce
ninuTea JeueHnetro Ha JIBT n BE

Haburarpan etekcunar |Bapdapun KoeduuueHT Ha
150 mg nea nbTH pUCKa CIpaMoO
AHEBHO gapdapHH
(95% CI)
[TaumeHTH, BIJIKOUYEHHW B aHaAHW3a 2 456 2 462
Ha 6e30nmacHOCTTa
C1H0UTHA HA rONAMO KbPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36, 0,99)
BbTpeuepenHo KbpBeHe 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
I'onamo CY kupBeHe 10 (0,4%) 12 {0,5%) 0,83 (0,36; 1,93) |
PKuBoTO3acTpaliaBailo KbpBEHE 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
ICs0uTHA HA TONMAMO 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)
KbpBEHE/KTHHHYHO 3HAYUMO
[KbDBEHE
BcakakBo KbpBEHE 354 (14,4%) 503 (20,4%) 0,67 (0,59, 0,77)
Beskakso CH kbpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90; 1,82)

CHOMTHATA Ha KbPBEHE NPH JIBETE JICYSHHA Ca OTHUTAHH OT TLPBUA NpHEeM Ha JadUraTpaH eTexcuiar
Wiy BapgapuH cjiea NpeKpaTABaHe Ha MapeHTepanHaTa Tepanus (Nepuos CaMo Ha NepopanHo
neyeHue). Toea BIUIIOYMBA BCHUYKH CHOMTHA HA KHPBEHE, Bb3HUKHAIHM MO BPEME HA TEPANMATA C
naburarpaH erekcunat. BiiloueHH ca BCHUKH CEOHTHA Ha KbpBEHE, BL3HHKHAIM MO BPEME Ha
TepanuaTa ¢ BappapHH, OCBEH OHE3H, KOHTO Ca Bb3HUKHANH NO BPpeME Ha MepHOIa, B KOHTO ce
3aCTBINBAT JICYCHHETO C BapdapHH K NapeHTepaiHaTa Teparnus.

B Tabanua 14 ca nocoueHu aaHHU 3a cbOUTHA HA KbpBEHE B OCHOBHOTO npoyusaHe RE-MEDY, 8
KoeTo ce u3nuTea npeseHuuaTa Ha JIBT u BE. HakoM ¢1u0uTHA HA KbpBeHE (CHOUTHA Ha roisaMo
kbpBeHe (CI'K)/knunuuno 3nauumo kbpeeHe (K3K); BcakakBO KbpBeHe) ca 3HAUHTENHO NO-MaANKO NpH

HOMHWHAJTHO EUICI)EI HUBO 5% NMpyU NALHUCHTH, MPUEMATTH ﬂ&ﬁHFETpaH CTCKCHJIAT, B CPABHCHHE C TEC3H,

npueMany BaphapuH.

Tatanua 14: CrOnTHA Ha KbpBeHe B npoyusade RE-MEDY, B KoeTo ce H3INHTBA NpeBeHIHATA

Ha JIBT u BE

Haburarpan eTexcunaTJ Bapdapun

150 mg ABa NbTH AHEBH

KoeduuueHT Ha pHcka
crnpamo sapgapuH
(95% poeepureneH

UHTEpBAN)
€KYB2HH NaLYEHTH 1 430 1426
BOUTHA HA FOJIMO KbPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25416 rf}
BbTpeuepenHo KbpPBEHE 2 (0,1%) 4 (0,3%) He MO ngoyae- i‘iﬁgﬂ\\
H3 f_-r-;r * A o) EAE ﬂ.p
Fonamo CY kbpBeHe 4 (0,3%) 8 (0,5%) He mfie 5 a Bene", \ has
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AKHMBOTO3aCcTPaILABALLO KBPBEHE 1 (0,1%) 3 (0,2%) He moxe na Obae
H3yHcneH*

IC1LOUTHUA HA FONAMO 80 (5,6%) 145 (10,2%) 0,55 (0,41,0,72)

KbpPBEHE/KJTHHHYHO 3HAYUMO

KbPBEHE

BcakakBo KbpBeHE 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)

Beakakeo CY kbpeene 45 (3,1%) 32 (2,2%) 1,39 (0,87 2,20)

*KP He Moxe Ja Obae H3YUCIEH NOPAaH JIMNCATa Ha CbOMTHE B KOATO W Ja € KoXopTa/neueHue

B Tabnnua 15 ca nocoueHu gaHHu 3a CbOMTHA HA KbpeeHe B oCHOBHOTO npoyuBaHe RE-SONATE, B
KoeTo ce u3nuTea npeseHuusaTa Ha J{BT v BE. Yectorara Ha kombuHaumsara CI'K/K3K un Ha BCcskakBo
KbPBEHE € 3HAYUTENHO NO-MAIKA NPY HOMHUHAIHO aida HHBO 5% npH nauMeHTH, NpMemMany mnnaueodo,
B CpaBHEHHE ¢ Te3u, npueMaii naburaTpaH €TEKCUAT,

Tabauuna 15: CronTa na xepiene B npoyusaHe RE-SONATE, B koeTo ce H3nHTBa
npeseanuaTa na /IBT u BE

HaburarpaH erekcunar [Tnauebo KoeduuneHT Ha pHcka
150 mg ABa MBTH AHEBHO| cnpaMo mauedo
(95% nosepurenen
HHTEpBan)
UlexkyBaHH NALHEHTH 684 659
ICBOUTHA HA rONAMO KbpBEHE 2 (0,3%) 0 He moxe na
Obae u3uucneH *
BbTpeuepenHo KbpBeHe 0 0 He moxe na
Obae n3uncnex *
["onamo CY kbpBeHe 2 (0,3%) 0 He moxe aa
O6bae mauucneH *
DKuBOTO3acTpallaBallo KbpBEHE 0 0 He Moxe na
Obae M3YHCTIEH *
ICb0UTHA Ha rONAMO 36 (5,3%) 13 (2,0%) 2,69 (1,43, 5,07)
KbPBEHE/KAHHHYHO 3HAYHMO
KbpBEHE
BCcAakakBO KbpBEHE 712 (10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
BeakakBo CY kbpBeHe 3 (0,7%) 2 (0,3%) 2,38(0,46; 12,27)

*KP ne Moxe na 6bae v3uunciieH nopaau adncara Ha CbOUTHE NPH KOETO U 1a € OT JICUCHUATA

Aepanyioyumosa u HeymponeHus

ArpaHyNoOUMTO3a M HEYTPOMNIEHUA ca cboOLaBaHH MHOFO PAKO Clied paspeliasaHe 3a ynorpeba Ha
AadburarpaH eTekcuaaT. TbH KaTo HEXENAHNTE PEAKLMH ¢a ChOOLIABAHH NPH NOCTMAPKETHHIOBOTO
HaOIOAeHHE OT NONYNalUHs C HEYCTAHOBEH pa3Mep, HECTOTATA HM He MOXKe Aa Ob/e AOCTOBEPHO
onpeaeneHa. Yectorara Ha cbobliiaBaHe € M34Hc/eHa Ha 7 CbOUTHS Ha | MHJIHOH NaLMEHTOrOHHH 3a
arpaHyJouMTo3a ¥ 3 cu0uTHA HA | MIJIHOH NALUEHTOTOAWHH 33 HEYTPONEHHS.

[leanaTpHyHa nonyaaiuHa

bezonacHocTTa Ha nadburarpaH eTekcuiar rpH aeuweHHeTo Ha BTEC 4 npeBeHuus Ha peuy
BTEC npu neanaTpuy4H#d nauMEeHTH € NpoyUeHa B ABe wanuTeaHua ¢a3sa il (DIVERSI
O0wo 328 neaMarpHyHM NALKEHTH €A IeKyBaHH ¢ AaburaTpaH erekcunar. flaunenthre
Mony4aBaiy aJanTHPaHH CNOPEA Bb3PacTTa W TENeCHOTO Terno A03M OT chobpazena c B

nekapcTseHa popma Ha naburaTpaH eTekcunar.




Kato usno ce ouaksa npouasT Ha H€30NnacHOCT NPH Aela Aa € ChIUMAT KAaTo NPH BB3PAacTHH.

0610 26% oT neanaTpuHHUTE NALIKEHTH, NEKYBaHU ¢ Aaburarpad etekcunar 3a BTEC u 3a
npeBeHUUA Ha peuransupawiy BTEC, ca noayunnn HexenaHy peakumH.

Cnucek Ha HeJceAaHume peaKyuu 8 mabauyer suo

B Tabnuua 16 ca nokasaHu HeXenaHuTe peakLiii, YCTAHOBEHH B Npoy4YBaHUATa npH neuerne Ha BTEC
Y npeseHUHA Ha peunausupaiiy BTEC npu neanatpuunun naumeHTH. Te ca rpynypanu no cucTemo-
opraHeH Kiac (COK) u no yectoTa ¢ M3Noa3BaHe HA CNeAHATa KOHBEHLIMSA: MHOrO YecTH (> 1/10),
yectH (& 1/100 no < 1/10), Heuectu (= 1/1 000 no < 1/100), peaku (= 1/10 000 ao <1/1 000), mHOro
peaky (< 1/10 000), ¢ Hen3BecTHa YecTOTa (OT HAJIKYHHTE JAHHH HE MOXE 1a Obae HanpaseHa

OLCHKA).

Tabanua 16: Hexenann peakuas

HYecrora
ICOK/TlpeanounTan TepMuH neuyernue Ha BTEC 1 npeBeHUHs Ha peudaHBHpaLLy
BTEC npu neaMaTpHuYHH NaLHEHTH
HapyuwieHuns Ha KpbBTa U NTHM(PHATA CHCTEMA
AHemus UectH
[MoHwxeH xemMornoduH HeuecTu
TpomboLuTOneHus YecTu
[loHrwkeH XeMaTOKpHT HeuectH
HeyTtponexus Hevectu
ArpaHynoudrosa C Heu3BecTHa yecToTa
HapyiiieHHus Ha HMYHHaTa CHCTEMa
JlekapCTBEHA CBPBXUYBCTBUTE/THOCT HevecTH
Obpus Yectu
[IpypHTyC Heuecty
AHa(MIaKTHYHA peakLus C HeH3BECTHA YECTOTA
AHruoegem C HeM3BECTHA 4EeCTOTA
Y pTukapms YecTH
BpoHxocna3bm C HEH3BECTHA YECTOTA
HapyiileHHs Ha HEPBHATA CUCTEMa
BrTpedepenHa xeMoparus HevectH
CbaoBH HApYLIECHHUS
XEMATOM YecTH
XeMmoparud C Heu3BeCTHA 4YECTOTA
PecnupaTopHH, IPbAHH U MEAHACTHHATHK HApPYLIEHHA
EnucTakcue YectH
XemohTH3a HeuectH
CTOMaHO-YpEBHHU HApYLUEHUS
CToMaluHO-UYpEBHA XEMOPArus HeuectH
AbaomuHanHa bosnka HeuecTu
JAnapus YectHn
Huvcnencus YecTH
['aneHe YecTH
Pexranna xemoparus HeuecTu
XeMopoHIanHa XeMoparus C HeH3BECTHA 4eCToTa
CroMallHO-4peBHa A3Ba, BKIIIOUKHTENHO C HEU3BECTHA YECTOTA
e3o(iareajiHa A3Ba




¢y HKUMS/OTKNIOHEHHS BbB
(bYHKUHOHATHHTE YepHOAPOOHH

["acTpoe3oaruT HeuecTu

["acTpoesodareanHa pedsyxcHa bonect YecTH

[loepbluaHe HecTH

Hucdarns HeuecTH
XenaTobunMapHH1 HapyLUEHHs

HapyuweHa yepHoapoOHa C Heu3BECTHA YeCTOTA

nokKasarenu
[foBMLiIEHHE HA ANaHHH Heuectn
aMUHOTpaHcdepasara

[loBHiIeHHEe Ha acnapTat HeuectH
aMUHOTpaHcdepa3aTa

[ToBHilIEHH YepHOAPOOHH EH3HMH YecTH
XunepounupyoutHemus HeuecTH

HapylueHusi Ha KoxXata W NOJKOXKHATa TbKaH

KoXHH KpbBOUITHBH HeuecTn
Anoneuus YecTwH

HEEYI.[IGHHH Hd MYCKYJTHO-CKECJICTHaTA CHCTCMA H ChCAHHUTCNHATA ThKaH

XeMapTposa

C Hen3BeCTHaA 4eCcToTa

HapyweHns Ha 6u0peunTe 1 NMKOYHHTE NbTHILA

Y poreHuranHa xemoparus,
BIJTIOUHTENHO XEMATYpHS

HeuecTH

O61H HapylUEHHA H ePeKTH Ha MACTOTO Ha NPHIOKEHHE

XCMOP&I‘HH Ha MACTOTO HaA HHXXCKTHPAHC

C HeH3BeCTHa decToTa

XeMoparus Ha MACTOTO Ha MOCTaBAHE Ha
KaTeThpa

C Heun3zBeCcTHA YECTOTA

HaPaHHBaHHH, OTpaBAHHA H YCJIOXKHCHHA, BB3HHKHATIH B PC3Y/ITAT HA HHTCPBCHLUHH

HevectH

TpaBmaTH4Ha xeMoparus
XeMoparus Ha MACTOTO Ha HHLU3HS

C HeH3BeCTHA 4ecToTa

Peaxyuu na xvpsene

B aBe nsnursauus ¢aza Il npy nokazanuero neyeHue Ha BTEC W npeBeHUns Ha peunanBApaLiu

BTEC npw neauatpuyHy nauveHTH o6uwo 7 nauneHty (2,1%) ca nmann cubutHE Ha ronamMo Kbpsene,

5 nauuedTH (1,5%) ca HManu cbOHTHE HA KATMHUYHO 3HAYHMO HEroasMoO KbpPBEHe, a 75 NMauHeHTH
(22,9%) ca nManu crOUTHE Ha HEe3HAYMTEHO KbpBeHe. KaTo 1ano yectorara Ha cbOUTHATA Ha

KbPBEHE € MNO-BUCOKA NpK No-sb3pacTHaTa rpyna (12 no <18 roauuu: 28,6%), OTKONKOTO B rpynuTeE ¢

no-MaJika Bb3pacT (0T paxaaHeTo A0 <2 roaudu: 23,3%; 2 no <12 roaunu: 16,2%). 'onamo unu
TEXKO KbpPBEHE, HE3aBUCHMO OT MACTOTO HA Bb3HHKBaHE, MOXE Aa NOBEAES A0 UHBANWAU3HPAHE,

AKHBOTO3aCTpaIABANO ChCTOAHHE KITH JOPH JICTAICH H3XO0A.

CLOGQHBRHG Ha MNMoJ03HpaHH HCXKC/NAHH PCAKLIHH

Crob1aBaHeTo Ha NOAO3UPAHH HEXENAHH PeakLiuK Clen palpelsaBane 3a ynorpeba Ha nekapcTBeHHUs
MPOYKT € BaXHO. TOBa NO3ROABA Aa NPOABLKK HAONIOAEHUETO Ha CHbOTHOLUEHHUETO NON3a/PHCK 32

JNCKAPCTBCHHA NPOAYKT. OT MEAHLIHHCKHTE CNELHANIUCTH C€ U3UCKBA Aa ChOOLIABAT BCAKA

NOAO3HPAHA HEXENAaHA PeaKLHA upes
H3nwnHWTENHE areHUds No NeKapeTBara
ya. ,,JdamaH I'pyes” No 8

1303 Codus

Ten.: +359 2 890 3417
yebcaiiT: www.bda.bg.
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4.9 Ilpeaosnpaue

Io3u gaburaTpaH eTekCHIaT, HaABMLIABALUY MPENOPLUYHTENHUTE 103K, H3NaraT NalMeHTa Ha NOBULICH
PHUCK OT KbPBEHE.

[Tpy cbMHEHHE 3a Mpeao3HpaHe NPOBEKIAHETO HA KOAryl1auHOHEH TECT MOXKE a MOMOTHE 3a
onpeeNaHe Ha pUcKa oT KbpBeHe (Bxk. Touka 4.4 u 5.1). Kanubpupan konuvectsen dTT Tect unu
mHorokpatuui dTT u3MepeaHus NO3BONABAT NPEABWKAAHE HA BPEMETO, KOraTo Liie ObAaT AOCTHIHATH
onpeaeeHH HUBa Ha gaburarpaH (BX. ToYKa J.1), cbINO B C1y4YaH 4e ca NPEANPUETH AOMBJIHHTEHH
MEPKH — Hamp. Axanusa.

[IpekoMepHaTa aHTHKOATyIALIMA MOXKE 12 W3UCKBA NPEYCTAHOBABAHE HA NEYEHHETO ¢ naburarpau
eTekcunar. ThH KaTo abHraTpaH ce eKCKpeTypa rnpeauMHo vpes 6ubpeumTe, TpaOBa 1a ce NoAAbPKA
NocTaTbuHa Auype3a. Tbil KaTo CBLP3BAHETO C NPOTEUHH € B HUCKA CTeNeH, aaburaTtpaH Moxke aa Obae
AXANU3UPEH; UMA OTPAHHYEH KJIMHHUYEH ONMUT, AEMOHCTPUpaLL [1013aTa OT TO3U NOAX0A B KIMHHYHH
Npoy4BaHua (BX. Touka 5.2).

OBnangBaHe Ha YCNOKHEHHS C KbPBEHE

B cnyuaii Ha XeMOparuyHHM yclloXKHEeHHs NeYEHHETO ¢ aaburaTpaH erekcunar Tpabea aa Obae
NpeyCTAHOBEHO, a NPHUYHHATA 3d KbPBEHETO — U3cneBaHa. [1o npelieHka Ha IeKyBallus 1ekap 4 B
3ABUCUMOCT OT KJIMHWYHATA CUTyauus TpadBa na ce npeanpueMe noAXoaso NOAABPHKALLO JISHEHHE,
KaTO XMpYpru4iHa XeMoCTa3a Wid 3aMECTBAHE Ha KPBbBEH 00eM.

[Ipy BL3pacTHU NAUKHEHTH B ClIy4aH, KOrato € HeoOXxoanumo 61p30 HeyTpanusvpaHe Ha
aHTHKOAryNaHTHHA eeKT Ha faduraTrpaH €TeKCHIaT, MOXKE J1a C€ U3MON3Ba CNELUHPHUUYHOTO
HEYTpaANM3UpaLlo CpeacTBO (Maapyun3syMab), KOETO aHTAroHM3npa papMaKkoaAMHAMHYHUA ePEKT Ha
naburarpad. EduxacHocTTa u 6e30nacHocTTa Ha Haapyuu3ymab He ca yCTaHOBEHH MPH NEJUATPUYHH
nauueHTH (B:K. ToUuka 4.4).

Moske 0a ce MMa npeaBUJ NpuiaraHe Ha KOHUEHTPaTH Ha KoarylauMOHHH (akToOpH (AKTHBHPAHHU WM
HeaKTHBUpaHHU) UM pekomOuHaHTeH pakrop Vila. UMa HAKOH ekcnepHMEHTaNHH AOKA3aTE/ICTRA B
noaKpena Ha poJisSTa Ha TE3H JIEKAPCTBEHH MPONYKTH B 0OpbLiaHe Ha AaHTHKOAryJJAHTHHA e(eKT Ha
aadburarpaH, HO JAHHUTE 33 MON3aTa UM B KIIMHUYHH YCIO0BUSA, KAKTO U 34 Bb3MOXXHHUA PHUCK OT
pubayHa TpoMboeMOOIU3LM, ca MHOro orpadiHueHHd. KoarynaunodHUTe TeCTOBE MOraT 1a CTaHaT
HeHAJEXKAHH CNel NPHIOKEHUE Ha NPENOPBbYUTETHHTE KOHUSHTPATH HA KOAry1aUMOHHHU (PaKTOpH.
Tpabsa Oa ce BHUMaBa NpH THAKYBAHETO HA Te3H TecToBe. Tpabea aa ce OOMUCIH NPUIIOKEHHE Ha
TpoMOOLIMTHA Maca B ClIyyauTe, Korato uMa TpomMOoOUMTONEHHA UK ca OWIH U3NON3BaHH
ABICOASHCTRALM AaHTUTPOMOOTHYHH JIEKAPCTBEHH MPOAYKTH. LI4n0TO CUMNITOMATUUHO EeHEeHHE
TpsaOBa 1a ce npuiara no NpeLeHKa Ha JeKaps.

B 3aBUCHMOCT OT MECTHHTE Bb3MOMKHOCTH, TpaOBa Aa ¢€ OOMKMCIH KOHCYNTALMA CbC CIEUMANTHCT B
C/Y4aH Ha rojiiMO KbpBEHE.

S. GAPMAKOJIOTHYHN CBOHCTBA

5.1 PapMaxKOAHHAMHYHE CBOHCTBA

@dapmakoTepaneBTUYHA rpyfa: aHTHTPOMOOTHYHH CpeaCTBa, AHPEKTHH TPOMOMHOBH MHXH V0 e,
ATC xon: BO1AEO7. i

MexaHH3IbLM Ha IEHCTBHE

JaburarpaH eTekcunart € Maika MoJleKyna npeaiekapceTro, KOETo He nokassa d)apmaxon




akTUBHOCT. Ciea nepopaliHo NpuiokeHue aaburarpan erekcunar ce abcopdupa 6bp30 U ce npespblua
g nabMraTpaH upe3 KaTaau3HpaHa OT eCTepa3a XMAPOnM3a B Jia3Mara U B YepHus apod. Jaburatpan e
MOLLIEH, KOHKYPEHTEH, 00paTHM, IHPEKTEH TPOMOHUHOB HHXHOUTOP M € OCHOBHOTO BELLECTBO C
aKTHBHO J€HCTBHE B Mna3mMara.

Tbit kKaTo TPOMOKHBT (CepyHOBA NpoTeEasa) NO3BONABA NPEBPBLUAHETO HA (PUOPHHOreHa BLE PHOPHH B
X0/a Ha KoarylallMOHHATa Kackaaa, HHXWOHpaHeTO My NpeaoTBparasa 00pa3yBaHETO Ha ChCHPEK.
HMaburarpaH uHxubupa csoboaHns TpoMOMH, PUOPUH-CBBLP3aHHA TPOMOHH U TPOMOUH-HHAYLLMpAHATA
TpoMOOLMTHA arperauus.

(dapMakonHHAMUYHH ePEKTH

In vivo v ex vivo npoy4BaHHA NPH KHBOTHHY JEMOHCTPUPAT aHTHTPOMOO3Ha eHKACHOCT U
aHTHKOAryJllaHTHAa aKTUBHOCT Ha 1a0uratpaH cfie] HHTPaBEHO3HO NMPHIOKEHHE U Ha JaburaTpan
€TEKCHIIAT ClIe NEpOPaNnHO NPUIOKEHHE NPH Pa3IMYHH XXUBOTHHCKH EKCTIEPUMEHTANHKY MOJE/H Ha

Tpombo3a.

CblUeCTBYBa OTYETIIMBA KOPENaLUsl MEXY NNa3MeHaTa KOHLIEHTpaUMa Ha 1aburaTpaH ¥ CTeneHTa Ha
aHTHKOAryn1aHTHHA edekr, 6a3upaHo Ha dasza Il npoyusanua. [laburarpan yawmxasa TpoMOMHOBOTO
speme (TB), EBC, kakto u aPTT.

Kanubpupanuat konuuectsen Tect Ha TB upe3 paspexxaane (dTT) nasa oueHka 3a nnasmenara
KOHLIEHTpauua Ha JaburaTpaH, KOsATO MOXKe Aa ObJe CpaBHEHA C OYAKBAHNUTE NNA3MEHH KOHLIEHTPALMH
Ha naburarpad. B cayuaii ye kanubpupanuat dTT TecT nokaxe pe3ynTar 3a ruiasMeHara
KOHLEHTPaLWA Ha AaburarpaH, KOHTO € Ha WK 10 PaHuLIATA HAa KOJTHYECTBEHOTO OfIpEIEsaHE,
cneasa Aa ce oOOMWCIH NPOBEXKAAaHE Ha NOMLJIHUTENHO H3CNEARAHE HA KoaryaauuaTa, Hanpumep TB,
EBC wnu aPTT.

EBC moxe 1a oCHrypH AHPEKTHA OLIEHKA HA aKTHBHOCTTA HA JUPEKTHHUTE TPOMOUHOBH HHXHOHTOPH.

TecteT aPTT € WHWpOKO NOCTBIEH W MOKa3Ba NPUOIUIUTENHO AHTHKOArY/IaHTHATa HHTEH3UBHOCT,
aocTHrHara ¢ aaburarpas. O6aue, aPTT TecTsT MMa OrpaHnyeHa YyBCTBHTENHOCT U HE € NOAX0AAL 34
TOYHO KOMTHYECTBEHO ONPEACAHE HA AHTHKOArY1aHTHUA €deKT, 0COOEHO NMPU BUCOKH TU1a3MEHH
KOHLEHTpauKH Ha naburarpan. Bunpeku ye BcokHu cToitHocTH Ha aPTT tpabea ga ce ThbaKyBar ¢
MOBHLIEHO BHHMAHHE, T€ MOKA3BaT, Y€ MALUUEHTLT € AHTHKOAryJIUpaH.

KaTto uano, MoXe 1a ce npueMe, Ye T€3M NoKa3aTe/M 32 aHTUKOAryNnaHTHA akTHBHOCT MOTaT aa
OTpa3aT HHBATa Ha AaburaTpaH, KaKTo H Ja NPEACCTABAT HACOKH 33 OLICHKATA HA PUCKA OT KbPBEHE,
T.€. HaA 90—THA nepceHTHN Ha Hal-HUCKKUTE HWBA Ha JalHraTpaH WiK KoaryJauMOHEH TECT, KaTo Hak-
HHCKH H3IMepeHH cToitHocTH Ha aPTT (3a nparosere Ha aPTT Bx. Touka 4.4, Tabauua 5), Mmoxe ra ce
acoLiMHpA C NMOBHIUEH PUCK OT KbPBEHE.

[Ipesenyus Ha MO3bYCH UHCYAM U cUcmemer emboauzvm npu ev3pacmuu nayuermu ¢ HKIIM ¢ eoun
wiu nogeve puckosu paxmopu (ITHIT

CraLoHapHaTa cpefHa reoMeTpHUYHa NUKOBA TUIa3MeHa KOHUEHTpauMa Ha AadurarpaH, H3MepeHa

OKOJI0 2 yaca caej npunarade Ha |50 mg naburaTpan erekcunar, € 175 ng/ml, ¢ rpannum 117-275

ng/ml (8 unTepBana 25-Tu-75-Tv nepceHtwn). CpeaHaTra reoMeTpHyHa Hall-HHCKAa KOHLUEHTPaLHUsA Ha
nabwrarpaH, M3MepeHa CYTpHH B Kpasi Ha 1030BMs UHTepBal (T.e. 12 yaca ¢cnep BedepHara n03a
naburarpad 150 mg), e cpeano okono 91,0 ng/ml, ¢ rpannum 61,0-143 ng/mi (B uuTepBana 25-tH-73" .z
TH NIEPCEHTH). /;_ﬁn;m” 0 20

[Tpu nauyenTu ¢ HKIIM, nekyBanu 3a npeBeHLUs HA HHCYAT U CHCTEMEH EMOO/THIBM CbC

naburaTpaH eTeKkcuiaTt ABa NbTH AHEBHO, | C ) e

- 90-UAT NEPCEHTUA HA U3MEPEHHTE Hali-HUCKK Na3MeHH KOHUEHTpauuK Ha nabura aﬁ Qﬂ}-lﬁi S i !
yaca ciej pyema Ha npeauiiHara no3a) e okono 200 ng/ml, a SOy



- Hal-HUckHTe cToiiHOCTHTEe Ha EBC (10-16 4aca cnea npuvemMa Ha npeadiuHaTta 103a), NOBHIUEHH
npuoIH3KUTENHO 3 NBbTH Haa rOpHATa rpaHWlA Ha HOopMaTa, ce OTHacAT A0 Habmwoaasanua 90-Tu
nepceHTHN Ha yabaxkaeaHe Ha EBC ot 103 cexyHamu,

- Hal-HUCKH cTOHHOCTH Ha aPTT, nopeue OT 2 NbTH HAA ropHaTa rpaHyuUa Ha HopMara
(yabixkasaHe Ha aPTT ¢ okono 80 cekyHawu), (10-16 yaca caen npuema Ha npeadiinaTa 103a) ca
oTpa3eHH Ha 90-ug nepceHTHN OT HAOMIOASHHETO,

Jeuyenue na [IBT u bE, xaxmo u npesenyus na peyudusu na [IBT u bE npu eév3pacmuu nayuernmu
(/IBT/BE}

[Tpn nauuenTn, nexysanu 3a [IBT u BE cbc 150 mg paburarpad erekcHiar ABa NbTH AHEBHO,
cpenHaTa reOMETpHUYHA Hal-HUCKA KOHUCHTpAaLMUa Ha aaburatpaH, uamMepeHa 10-16 uaca cnen npuem
Ha 103a, B Kpas Ha 10308BHs HHTepBan (T.e. 12 yaca cnien BeyepHaTa n03a AabMrarpaH €TeKCHnar

150 mg), e 59,7 ng/ml, ¢ rpanuum 38,6-94,5 ng/ml (B unTepsana ot 25-t1t o 75-TH nepcentin). [pu

neuenunero Ha JABT v BE ¢ paburarpan erekcunar 150 mg ABa MbTH AHEBHO

- 90-uaT NepceHTHUN HA UBMEPEHHUTE HAM-HUCKH [L1a3MEHH KOHLEHTpaUuHuu Ha gqaburarpan (10-16
yaca cieJ NpueMa Ha fnpeauiiHarTa 4o3a) € okono 146 ng/ml,

- Har-HHCKHUTE cTolHocTHTe Ha EBC (10-16 1aca ciep npuema Ha npeauiiHarTa 103a), nOBHLUEHH
npUONH3NTENHO 2,3 MBTH CNPAMO HAYAJIHKTE CTOMHOCTH, Ce OTHACAT A0 Hal/moaasauvsa 90-Tu
nepceHTU Ha yabvmkaeaHe Ha EBC ot 74 cexyHau

- 90-usT nepceHTun Ha HaH-HUCKU cToWHOCTH HA aPTT (10-16 4aca cnea npvemMa Ha npeayIIHaTa
n03a) e 62 cekyHau, koeto € 1,8 NbTH CTOMHOCTTA Ha H3XOAHO HHUBO.

Hama nanHu 3a papMakoKHMHETHKATa NpY NALMEHTH, IEKYBAHH 3a NpEBEHUMA Ha peunaueupawa BT
u BE cbe 150 mg naburarpan erexcunar Aga NbTH AHEBHO.

KiinHuyHa epUKacHOCT ¥ D€30MacHOCT

Emnuvecku npouszxoo

He ce Habmoaaeat KTHHHYHO 3HAYUMH ETHHHECKH PaIUKH MEKAY MaUMEHTUTE OT EBpOINCHAHATA
paca, ¢ adpo-aMEpPHUKAHCKH, NaTHHO-aMEPUKAHCKH, ATIOHCKY WIM KHTAHCKH MPOH3XOA.

[Ipesenyun Ha MO3IbYEH UHCYIM U CUCMEMEH eMDoAuzvM Npu ev3pacmuu nayuenmu ¢ HKIIM ¢ eoun
Wil nogeve puckosu gpaxmopu

KnvuHuuHATE JaHHH 32 €PUKACHOCTTA Ha 1adWraTpaH eTeKCUIIaT ca pe3yarar ot npoy4BaHeTo RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyITHLIEHTPOBO, My ATHHALIHOHATHO,
PaHAOMU3MPAHO MAPANENHO CAANO U3MTBaKE C AB¢ N03H Aadurarpan erekcunar (110 mg v 150 mg
ABa MbTH AHEBHO) B CPABHEHHE C OTKPUT MPHEM Ha BapgapHH NPH NALUEHTH C NPEACHPAHO MBIKAEHE
C YMepeH [0 BUCOK PUCK OT HHCYJIT U CHCTeMeH emMbonu3bM. [TupByuuHaTa uen Ha npoyusaHeTo € aa
onpeaeny aanu gabvuraTpaH €TEKCUIAT OTCTHNBA HA BapdapuH MpH NOHH>KABAHETO HA CHLOMTHUSATA Ha
CbCTABHATA KpalHA TOYKA ,,MHCYAT U CHCTEMEH EMOOIH3IBM™. CBILO Taka € aHATH3HPAHO H
CTRTHCTHYECKOTO MPEeBBL3XOACTBO.

B npoyusanero RE-LY ca panaomusupanu obuio 18 113 nauuenTy Ha cpeana Bbipact 71,5 roauum v
cpeaeH CHADS? cbop 2,1. IMonynaumara ot nauneHTH € 64% ot MBexKH no1, 70% ot esponeunncH
npousxon u 16% ot azuarcky npousxod. [1py nauueHTUTE, pAHAOMHU3HPAHH Aa NOJy4aBaT BapdapuH,
CPEAHHAT MPOLEHT Ha BpeMeTo B TepanesThueH obxeat (BTO) (INR 2-3) e 64,4% (menuana na BTO
67%). :

OTCTBbNBA Ha edekTa OT BapapyHH NPH NPEBEHLMA HA UHCYAT U CUCTEMEH eMOOAU3LM 1
NpeACbPAHO MBXKAECHE, C NoHKXKeEH puck oT MKX, o010 kbpBeHe H ronamo kbpseHe. [l ﬁa Wﬁ Ijhg
ABa NbTY JHEBHO MOHWKABA 3HAYMMO PHCKA OT HCXEMHUYEH M XEMOpArHyeH HHCYJIT, C‘bnépzmhmp'r, ol e




KX v 06110 kbpBEHE B cpaBHeHHE ¢ BapdaprH. UecToraTa Ha roNaMo KbpBEHE MPHU Tazu 1034 €
cpaBHHMa ¢ BapdapuH. YecTtorata Ha MHOKapaeH HHGAPKT € IeKO MOBULiIEHA NpH xaburarpaH
erekcunar | 10 mg aga mbTH AHeBHO M |50 mg aBa MbTH AHEBHO B CPaBHEHHE ¢ BapdapuH
(koedHumeHT Ha pucka |,29; p=0,0929 u koedpuruueHT Ha pucka 1,27; p=0,1240, cvoTseTHo). C
nogobpsaeaHe Ha npocieassaHeTo Ha INR, HaOntoaaBaHuTe non3u oT naburartpaH eTEKCUIIAT B
cpaBHeHHe ¢ BapapuH oTciabBar.

Tabnuum 17-19 nokazeat noaApoOHO KKOUOBHTE pe3yaTaTH B UANATa NONY./IALUHA:

Tabauua 17: AHANH3 HA NBLPBOTO CHLOUTHE - AHCYAT HJIH CHCTEMeH eM00IH3BbM (MLPBHYHA
KpaH#HAa TOYKA) N0 BpeMe Ha nepHOoaa HA npoy4Bane Ha RE-LY.

HaburarpaH erexkcunat | daburatpaH erekcunar Bapdapun
| 10 mg aBa nbTi aHeBHo | 150 mg OBa MbTH NHEBHO
PangoMuznpaHH 6015 6 076 6 022
NMaUUEHTH
HUucynT w/nnun cucremer
eMO0IN3BM
Yecrora (%) 183 (1,54) 135 (1,12) 203 (1,72)

KoedHureHT Ha pycka
k/y BapgapuH (95% Cl)

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

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

[1peBb3x0ACTBO p-
ICTOMHOCT

0=0,2721

0=0,0001

% Ce OTHACH N0 rOAMIIHATA YeCTOTa HA ChOuTHATA

Tabauna 18: AHaIH3 Ha NBPBOTO CHOHTHE HA HCXEMHYECH HJTH XeMOpArHYeH HACYJIT N0 BpeMe
HA nepHojAa Ha npoyuBaHe Ha RE-LY.

Haburarpan erekcunar | [JJaburarpaH erekcunar BapdapuH
110 mg nea n»TH aHeBHo|150 mg ABa NbTH AHEBHO
PaHAOMH3HpaHH 60135 6 076 6 022
NayueHTH
HMHCynT
YecroTa (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduumneHT Ha pucka c/y 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
sapdapun (95% CI)
E—cmﬁuoc*r 0,3553 0,0001
HCTEMEH eMO0IN3BM
Yecrota (%) 15 (0,13) 13 (0,11) 21(0,18)

KoeduumeHnT Ha pucka cly
papdapuH (95% CI)

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

0,61 (0,30; 1,21)

[P-CTONHOCT (0,3099 0,1582
HcxeMuieH HHCY AT
YecroTta (%) 152 (1,28) 104 (0,86)




- [KoedpuuneHT Ha pHcka c/y 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
papdapun (95% CI)
P-CTOHHOCT 0,3138 0,035]
X eMoparuueH HHCYIT
Yectora (%) 14 (0,12) 12 (0,10) 45 (0,38)

KoepuluKneHT Ha pUcka c/y
BapdapuH (95% CI)

0,31 (0,17; 0,56)

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

[p-CTOHHOCT

0,0001

<0,0001

% ce oTHaca 4O roguiliHaTa YecToTa Ha cuOHuTHATA

Tabanna 19: AnanHi Ha CMBPTHOCTTA M0 BCAKAKBA NPHYHHA H HA CHPACYHOCHI0BATA
CMbLPTHOCT O BpeMe HA neproaa HA npoyuysane Ha RE-LY.

Haburarpau etekcunar | JlaburarpaH eTekcunar Bapdapun
110 mg na nbTt AHeBHO|150 mg ABAa NbTU AHEBHO

PaHaoMH3HPaHH 6015 6076 6 022
NnauHeHTH
CMBPTHOCT NO BCAKAKBA
NpHYHHA
Yectora (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoedgHuneHT Ha pucka ¢/y 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
BapdapuH
95% CI)

CTOHHOCT 0,1308 0,0517

bAOBA CMBPTHOCT
Yectora (%) 289 (2,43) 274 (2,28) 317 (2,69)
KoedhuuneHT Ha pHcka c/y 0,90 (0,77, 1,06) 0,85(0,72; 0,99)
sapdapuH (95% CI)
p-CTOHHOCT 0,2081 0,0430

% ce OTHACA OO FOIMINHATA 4YecToTa HA ChOuTUATA

Tabnuum 20-21 noka3pat pe3yJiTaTuTe OT MbPBHUHATA KpaiHa TOUYKA 3a €PHUKACHOCT U OE30MacHOCT B
CBHOTBETHHUTE cyOnomynaluu:

3a nbpBUYHATA KpaiiHa TOYKA ,,HHCY/IT ¥ CHCTEMEH eMbOnu3bM* He ca HACHTHOHLUMPAHH NOArPYIIH
(T.e. BB3pACT, TEMNO, MO, ObOpeYHa PYHKUMSA, ETHUYECKA NMPHUHALNEAKHOCT W AP.) C paziHueH
Koe(HUMEHT HA PHCKA B CPaBHEHHE C BapdapHH.

Tatanna 20: Koepunuenr na packa H 95% CI 3a uHcyar/cHcTeMed eMOOIH3IBM MO NOArPYNH

KpaiHa Touka HaburaTtpaH eTekcHnar
110 mg nBa MbTH OHEBHO C/y
Bapdapvy
Bb3pacT (roAHHH)
<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)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
ICrCL(ml/min)
30<u <50 0,89 (0,61;1,31) 0,48 (0,31; 0,76)
50< u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mMbpBHYHATA KpaiHa TOYKA ,,FOIAMO KbPBEHE™ UMa B3aUMOAECHCTBHE HA eEeKTa OT NEYEHUETO U
Bb3pacTra. OTHOCUTENIHHUST PHCK OT KbpBeHE ¢ 1abUraTpaH B CpaBHeHHE ¢ BapdapHH ce yBeau4ana ¢

Bb3pacTTa. OTHOCHTEIHUAT PUCK € Hal-BUCOK MpPH NAUMEHTH =75 roaHu. CbAbTCTBaLIATa yrioTpeda

Ha aHTUTpoMOoTHUHH cpeacTea, ACK unu knonuaorpen npubausurento yasoaea yecrorara Ha CI'K,
KaKTo npv AadburatpaH eTekcunar, Taka U npv sapdapuH. Hima 3Ha4uMO B3aHMOACHCTBHE HA

TepaneBTHUYHHTE edekTH nNpy noarpynurte no Oudpeuna GyHkuus u CHADS? pesynrar.

Tabauna 21: Koepuuuenr Ha pucka # 95% ClI 3a cuhaTHA HA ro19MO KbpBeHe IO BOATPYILH

Kpaiina Touxa JaburarpaH eTekcuniar HaburatpaH eTekcunar
110 mg aBa mbTH AHEBHO C/Y 150 mg apa nbTU AHEBHO C/y
BapdapuH BapdapuH
Bb3pacT (rOIHHH)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65< u <75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
>73 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30< 1 <50 1,02 (0,79, 1,32) 0,94 (0,73; 1,22)
50< n <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynorpeba Ha ACK 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Ynorpeba Ha Ki1onuaorpe: 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (Ovneocpouno, Myamuyenmposo npOOBINCEHUE HA UZNUMBAHEMO HA AeHEHUEmO C
oabuzampan npu nayuermu ¢ npeoCcLPOHO MBICOEHE, KOUmo ca 3asbpuiunu usnumearemo RE-LY)

IIpoarnxennero Ha usnuteaHero RE-LY (RELY-ABLE) ocurypasa gonbiaHuTenHa nagopMatms 3a
Oe3onacHOCTTa NPU KOXOPTa NALMEHTH, KOMTO Ca NMPOALLKKAY Aa npydemaT naburaTpaH eTeKCINaT, B
cbluaTa 403a, onpeaeneHa B uanuteaHeto RE-LY. 3a msnursaHero RELY-ABLE ca u3bpanu
NauMeHTH, KOUTO MO BPEMETO Ha NOCeAHAaTa UM BH3KHTA OT W3nuTBaHeTo RE-LY He ca npexbcHanu
JICYECHHETO 3a NOCTOAHHO. BKIIOUEHHTE NALHEHTH ca NMPOABL/KKIK Aa NPUEMAT CblliaTa JBOHHO-CIANa
no3a naburarpaH eTekcunar, paHaoMusupaHo onpeaenena B RE-LY, 3a npocnenasane a0 43 meceua
cnea RE-LY (obuio cpeano npocneassane RE-LY + RELY-ABLE, 4,5 rogunu). [lonopanu ca 5 897
NALUEHTH, KOUTO NMpeacTasngasar 49% OoT nauMeHTHTE bpBOHAYATHO, PAHAOMHIHPAHO ONPEACICHH Ja
npuemar nadurarpad erekcunar 8 RE-LY u 86% ot u3bpanure naunenrn 8 RELY-ABLE.

[10o BpeMe Ha nonbanuTenHuTe 2.5 roguHd Ha neucHue B RELY-ABLE, ¢ MakcuManHa excnozuuus
Haa 6 roauuu (obwa exkcnoszuuna B RE-LY + RELY-ABLE), npodunsT Ha Be30nacHOCT Ha
naburatpaH €TEKCHIAT B AbJATMOCPOUEH [UIAH € NOTBBPAEH 3a ABeTe u3nuTBaHu 4034 | 10 mg asa nuTH
nHesHo H 150 mg aea nbTy AHesHO. He ca HabniopaBaHu HOBH HAXOJKH, CBLP3aHH ¢ De30nacHocTTA.
YecroTara Ha H3XOJHHU CHOUTHA, BKIIOUHTETHO rONAMO KbPBEHE H APYrH CbOMTHA HA KbpBEHE,
CbOTBETCTBA Ha Ta3u, HabnionasaHa B RE-LY.

Lannu om neunmepeeHYUOHATHU NPOYVUBARUA

[1pn eano HeunTepeeHunoHanHo npoyusane (GLORIA-AF), npocnektiBHO ca ch0pa
My (haza) 2aHHHU 3a He3onacHOCTTa U ePEKTUBHOCTTA NPH HOBOJWATHOCTHLIMPAHH NaLy




Ha aduraTpaH eTekcunar B peaiHH ycnosua. [Ipoyusanero Btodsa 4 859 naumeHTH Ha qaburarpad
etekcHaat (55% nekysanu ¢b¢ 150 mg ARa NbTH OHEBHO, 43% neKysaHu ¢be 110 mg aa nbTH
NHEeBHO, 2% NeKyBaHH Che 75 mg ABa MbTH AHEBHO). IlauneHTHTE ca MpOCNEasBaHH B NPOALIKEHHUE
Ha 2 roguun. Cpeannre CHADS2 n HAS-BLED ckopoge ca ¢cvoTseTHo 1,9 U 1,2. Cpesnoto Bpeme Ha
npociaeAsBaHe no BpeMe Ha TepanusaTa € | 8,3Meceua. ['onimMo KbpBeHe € Bb3HHkHAMO npH 0,97 Ha 100
navupeHTOroanHu. Uma ¢choblilenns 3a »HBOTO3acTpallaBauio xbpseHe npu 0,46 na 100
NALMEHTOTOAWHH, BbTpeuepenHa xemoparus npH 0,17 Ha 100 nauMeHTOroAWHU ¥ CTOMAaLLHO-4YPEBHO
kbpeeHe npH 0,60 Ha 100 naunenToroanHn. Mucynt e Bu3nukHan rpu 0,65 Ha 100 naumeHTOroAMHM.

OcBeH TOBa B €1HO HEHHTEepBEHUHOHANHO npoyusaHe [(Graham DJ et al., Circulation.
2015;131:157-164] npu noseve ot 134 000 naureHTH B cTapyecka Bb3pacT ¢ HKIIM B CreauHenunTe
uiaTu (aonpuHecso 3a noeeue ot 37 500 nauUeHTOroAMHHU BpeMe Ha NPOCIEAABAHE C MPHIOKEHHE HA
Tepanud) aaburarpan etekcunar (84% ot nauyeHTHTE ca iekyBaHH ¢be 150 mg ABa MbTH AHEBHO,
16% OT NaLMEHTHTE Ca JIEKYBAHH CbC 75 Mg ABA [TbTH AHEBHO) CE€ CBBLP3BA C NOHKKEH PUCK OT
HCXeMHYEH HHCYAT (koedHuueHT Ha pucka 0,80, 95% nosepurenen nurepsan [Ci} 0,67-0,96),
BbTpeuyepenHa xemoparua (koepuuueHT Ha pucka 0,34, CI (0,26-0,46) u cMbpTHOCT (KOSDUUMEHT Ha
pucka 0,86, C1 0,77-0,96) 1 yBennuen puck OT CTOMALLIHO-YPEBHO KbpBEeHe (KOEDULIMEHT HA pUCKA
1,28, CI 1,14-1,44) B cpaBHeHUe ¢ BapdapuH. He € oTkpuTa pa3nvka no OTHOLWEHUE Ha roasaMo
KbpBeHe (koeduuuenT Ha pucka 0,97, Cl 0,88-1,07).

Te3u HabAOAEHHA B peaHH YCIOBUSA NOTBbLPXK/IABAT YCTAHOBEHUA Npodua Ha He30nacHOCT U
e()MKACHOCT 3a AaburaTpaH eTeKCHIAaT NPH TOBa nokasaHue B npoyusaHeTo RE-LY.

Tayuenmu, nodA0MCERU HA KaMeMbPHA ADAAYUA NPU NPEOCBPOHO MBICOEHE

[lpoBeaeHO € NPOCNEKTHBHO, pAHAOMH3HPAHO, OTKPUTO, MHOTOLIEHTPOBO, U3C/IEJOBATEICKO
NPOYYBAHE ChC 3aCNENEHA, LIEHTPATHO YCTaHOBEHA oLieHKa Ha KpaitHaTa Touka (RE-CIRCUIT) npu
704 nayHeHTH Ha YCTAHOREHO @aHTHKOAryNaHTHO JieueHHe. B npoyyBaHETO € CPABHEHO
HENPEKBLCHATOTO JICHEHUE ¢ JaburaTpaH erekcunar 150 mg ABa nbTH AHEBHO C HENPEKBCHATOTO
Je4yeHHe C KOpHrupasa Bb3 ocHoBa Ha INR no3a Bapiapus npu karerbpHa abnauus Ha
NapoKCH3MATHO KAH NEPCUCTHPALLO NPeachPAHO MBXAeHE. Ot 704-Te BKNIOYEHH NAUMEHTH, 317 ca
NOAAMKEHH Ha abnauys Ha NPeACHPAHOTO MBXKIACHE NMPH HENPEKLCHATO JIeueHuUe ¢ naburarpad, a 318
ca MoA/10keHH Ha abnauua Ha NPeJChbPAHOTO MBIAEHE TIPH HEMPEKbCHATO JieyeHHue ¢ BapdapuH. Ha
BCHYKHM MALUEHTH € HanpaBeHa TpaHcesodareanHa exokapavorpadus (TEE) npeny karerbpHara
abnauma. OCHOBHHAT pe3ynTaT (YCTAHOBEHO rOJSMO KbpBeHe cnopea kputepuute Ha ISTH) nactbnsa
npu 5 (1,6%) nauueHTy B rpynara Ha JcycHHe ¢ naduraTpaH eTekcuiar v npu 22 (6,9%) nauueHTH B
rpynara Ha JieyeHHue ¢ BapgapuH (paznuka B pucka —35,3%; 95% Cl —8.4, —2,2; P=0,0009). Hama
cbOUTHE Ha HHCYAT/CHCTEMEH eMOonTu3bM/IIpexoaHa ucxeMuyna araka (I11MA) (koMbuHHUpaHo) B
pPaMOTO Ha JiedeHHeTo ¢ faburarpaH eTekcunat u uma eaqHo cvourue (IIMA) B pamoTo Ha nedeHue ¢
papgapHH OT BpeMeTO Ha abaauuara v 10 8 ceaMuuM cnea abnauusara. Tosa uzcneaoBaTencko
MPOy4BaHE NOKAa3a, Ye JaburaTpaH eTeKCWIAT € CBbP3aH ChC 3HAYHTEITHO HAMAIABAHE HA YECTOTATA HA
CI'K B cpaBHeHHE ¢ kOpHUTrHpaHa Bb3 0cHOBA Ha INR no3a sapdapuy B ycnosuaTa Ha abnanus.

[layuenmu, xkoumo ca bwiu nodroxcenu Ha nepxymania koponapua unmepeenyus (I1KH) cve
cmenmupane

[TpocneKTUBHO, paHAOMHU3IUPAHO, OTKPUTO NPOYyYBaHE CbC 3acneneHu KpahHu Toukd (PROBE) (®aza
[11b) 32 ouieHka Ha ABoMHA Tepanus ¢ naburarpan erekcuiar (110 mg wam 150 mg aABa NbTH AHEBHO)

MAOC KIONMUAOrpen Win THKArpenop (aHTaroHucT Ha P2Y 12) B cpaBHEHME ¢ TpoOiHa Tepanus ¢
papdapurH (kopurdpana KksM INR 2,0-3.0) natoc knonuaorpen wiu THkarpenop H ACK, e n
npy 2 725 nauueHTH ¢ HEKIIANHO NPEAChPAHO MBbXAEHE, KOHTO ca OWiH noanoxkeHH Ha [1
creHTHpaHe (RE-DUAL [MKH). [NaunenTrTe Ca panaoMU3MpaHy 3a ABOHHA Tepanus ¢ A
erexcunar 110 mg nBa mbTH JHEBHO, ABOIHA Tepanus ¢ gaburarpad erekcwnar 150 mg
QHEBHO WY Tpo#Ha Tepanus ¢ BapdapuH. [launeHTH B crapuecka Bb3pacTt uisbH CALLLY




rpynara Ha aBo#Ha Tepanus ¢ nadburatpan erekcunar 110 mg wad kbM rpynarta Ha TpoHHa Tepanus ¢
papdapu. [TbpBUuHaTa KpafiHa Touxa e KOMOHMHHpaHa KpaiHa TOuKa ,,CbOHTHA HA roAsAMO KbpPBEHE HA
6a3aTta Ha aepuHuums Ha ISTH win cbuTHe Ha KTHHHYHO 3HAYHMO HEMOIAMO KbPBEHE™.

Yectorata Ha mbpBHYHATA KpaidHa Touka € 15,4% (151 nauneHTH) B rpynara Ha ABOHHA Tepanus ¢
naburarpaH erekcunar | 10 mg cnpamo 26,9% (264 nauneHTH) B rpynara Ha TpOHHa Tepariva ¢
papdapuH (KP 0,52; 95% C1 0,42; 0,63; P <0,0001 3a He no-manka edukacHocT U P <0,0001 3a
npeBb3xoAcTeo) v 20,2% (154 nauueHTH) B rpynara Ha ABOHHA TepanHsa ¢ fadUraTpaH €TeKcHaaT
150 mg, B cpaBHeHue ¢ 25,7% (196 nauneHTH) B CLOTBETHATA rPyNa 3a TPOiHA Tepanus ¢ BapdapHH
(KP 0,72; 95% C1 0,58; 0,88; P <0,0001 3a ne no-manka epuxacHoct v P=0,002 3a npepb3x0acTBO).
KaTo yacT oT onucaTeIHMA aHAIW3, 4Y€CTOTATa Ha ChOWTHA Ha roNAMO KbpBeHe NMpH TpoMOonu3a npu
nHpapkT Ha Muokapaa (TMU) e no-HucKa M B ABETE IPYNH HA ABOKHA Tepanyi ¢ AaburarpaH
eTEKCHJIAT, OTKOAKOTO B rpynaTa Ha Tpo#Ha Tepanus ¢ BapdapHH:
[4 cuOutHa (1,4%) B rpynara Ha aABo#Ha Tepanus ¢ gaburarpan erekcunar 110 mg, B cpasuenue ¢ 37
cbuOuTHA (3,8%) 8 rpynaTa Ha TpoiiHa Tepanua ¢ BapdapuH (KP 0,37; 95% CI 0,20; 0,68; P=0,002) u
16 cvOuTHA (2,1%) B rpynaTa Ha aBo#iHa Tepanus ¢ aaburatpan etekcuiar 150 mg, B cpasHeHue ¢ 30
cvOuTH (3,9%) B chOTBeTHATA rpyna Ha TpoitHa Tepanusa ¢ BapdapuH (KP 0,51; 95% CI 0,28; 0,93;
=0,03). U ngete rpynu Ha ABOKHHA Tepanus ¢ nadurarpaH €TEKCWIAT UMAT NO-HUCKH HECTOTH HA
BLTPEUEPENHA XEMOpAarus, OTKOJIKOTO CbOTBETHATA Ipyna Ha TpoiHa Tepanus ¢ BapQapHH:
3 ¢vOuTna (0,3%) B rpynaTta Ha aBoiiHa Tepanus ¢ naburartpad erexcunar |10 mg, B cpasHeHue ¢ 10
cvOuTHi (1,0%) B rpynara Ha TpoiiHa Tepanus ¢ BapdapuH (KP 0,30; 95% CI 0,08; 1,07; P=0,06) u |
cpOuTHe (0,1%) B rpynara Ha asoiiHa Tepanus ¢ gaburarpan erekcunart 150 mg, B cpaBHeHHe ¢ 8
cuOuTua (1,0%) B cboTBETHATA rpyna Ha TpoiiHa Tepanua ¢ Bapdapul (KP 0,12; 95% CI1 0,02; 0,98;
P=0,047). YecToTara Ha cLOMTHATA OT KOMOHHHUpaHaTa KpaiiHa Touka 3a ¢(pUKacHOCT ,,CMbPT,
TpoMboemMboanYHMN CHOUTUA (MHPAPKT Ha MHOKapaa, HHCYT WK CUCTEMEH €MOOTH3EM) WK
HernaHupaHa peBacKynapH3aLma’” KOMOWHMPAHO B ABETE IPYNH HA ABOHHA Tepanua ¢ aadurarpax
€TeKCHJIAaT € ¢ He rno-mManka epUKacHoCT OT Ta3H B Irpynara Ha TpoiHa Tepaniua ¢ BapgapuH (CbOTBETHO
13,7% cnpamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29; P=0,0047 3a He no-manka edukacHocT). Hama
CTATHCTHYECKH Pa3IMKH B HHIHBHIYAIHUTE KOMNOHEHTH HA KPAKHHUTE TOYKH 33 ePHKACHOCT MEXIY
KOSTO H Aa OKWNO OT rpynHTE Ha JABOHHA Tepanua ¢ JabyraTpaH eTekCHunaT W rpynara Ha TpoiHa
Tepanus ¢ BapgapuH.

[TpoyuBaHeTO NOKAa3Ba, 4e ABOHHATA Tepanua ¢ adHraTpaH €TEKCHWIAT H aHTaroHHCT Ha P2Y 12

3HAYHTENIHO MOHWKABA PHCKA OT KbPBEHE, B CPaBHEHHUE C TPOiHATa Tepanysa ¢ BapapHH, C HE M0~
MaJtka e(pMKacHOCT 3a KoMOMHHpaHaTa KpatHa Touka ,,TpoMO0eMOONTHYHHN CLOUTHA® NPH NMAUUEHTH C

npeachPAHO MbXKAEHEe, KOWTO ca 6unn nognokeHu Ha [1KH cue creHTrpane.

Jeuenue na BT u BE npu gv3pacmuu nayuenmu (neuerue na IBT/bE)

EduxacHocTTa ¥ 6€30nacHOCTTa Ca NPOy4BaHU B 1B€ MHOMOLEHTPOBH, paHAOMHU3UPAHH, ABOHHO-
CNeny, NpoyHBaHKa ¢ NoBTapaWo ce AeueHHe ¥ napanenHu rpynd RE-COVER v RE-COVERIL. B
TE3W NPOoy4BaHHA ce cpaBHABa naburarpaH ertekcunar (150 mg npa nbTH AHesHO) ¢ BapdapuH (Lenera
ctoitHocT Ha INR 2,0-3,0) npn nauventy ¢ octpa BT w/unu BE. OcHoBHarTa uen Ha Te3u npoy4BaHHA
€ [a ce onpeneny aanu naburaTpad erekCunaT MMa HE no-mManka epuKacHoOCT OT BapgapHH NpH
HaManfiBaHe ChOMTHATA HA MbPBUYHATA KpaHHAa TOUYKA, KOATO NpEIACTaBiABa KOMOHHaUMATa OT
peurausupawia chmntomatu4dHa BT u/unu PE, U Ha cBbp3aHdTE CMBPTHH ClTy4aHd B paMKHTE Ha 6-

MCCCHHHA NEPHUOI HAa JICHCHHC,

B c6opnunTe npoyusanus RE-COVER n RE-COVER 1l obwo 5 153 nauneHTH ca paHaOMHA3UpaHU K 5
107 ca nexyBanHh. < ==

[TpoaAbMKUTENHOCTTA HA JIEYEHHUETO ¢ (PUKCHpaHa fo3a naburarpad € 174,0 aun 6e3 n
koarynauusaTa. [Tpy nauneHTHTE, pAaHIOMHU3HWpPaHH 3a NPHEM HA BapdapuH, MeaAUaHaT
repanesTHyeH HHTepBan (INR 2,0 1o 3,0) e 60,6%.



HM3nuTBaHHsTa Moka3sat, 4e jeueHdeTo ¢ Aaburatpan erexcunat 150 mg aea NbTH AHEBHO € HE MO-
MaJ1KO e(PMKACHO OT neveHUeTo ¢ BapdapuH (rpanuua 3a He no-manka epukacHocT 3a RE-COVER u RE-
COVER lI: 3,6% 3a paznuka B pucka M 2,75 3a koedHUHEHT Ha pHCKA).

Tabanua 22: AHaJIH3 HA MBPBHYHATA H BTOPHYHHTE Kpaiinn To4kH 3a epuxacnoct (BTEC ce
cbeToH oT [ABT n/man BE) o kpas Ha nepuoaa cirea aedennero B coopuure npoyusanus RE-
COVER u RE-COVER 11

Jaburarpan erexkcunar 150 mg nea BapdapuH
NbTH AHEBHO

UleKkyBaHH nauMeHTH 2 553 2 554
Peunausupau H
cumnTomaTHyeH BTEC u 68 (2,7%) 62 (2,4%)
cebp3aHa ¢ BTEC cmbpT
KoedbHuneHT Ha pucka
cripamo BapgapuH (95% 1,09
MOBEPUTENEH UHTEpBa) (0,77; 1,54)
BTopU4HH KpaHHU TOYKH 34
epHKacHOCT
Peunansupalil
cumnromaTtuded BTEC u 109 (4,3%) 104 (4,1%)
CMBPT MO BCAKAKBA NMPHUKHA
95% moBepUTENICH WHTEPBAN 3,52, 5,13 3,34, 4,91
Cumnromatnuna JIBT 45 (1,8%) 39 (1,5%)
95% noBepyTENEH WHTEPBRA 1,29: 2,35 1,09; 2,08
CumnromatnueH bE 27 (1,1%) 26 (1,0%)
95% noBepUTENeH HHTEPBAI 0,70; 1,54 0,67; 1,49
Cebp3ata ¢ BTEC cMbpr 4 (0,2%) 3 (0,1%)
95% posepUTENEH HHTEPRA 0,04; 0,40 0,02; 0,34
ICMBPT NO BCAKAKBA NPHUYWHA 51 (2,0%) 32 (2,0%)
95% nosepuTEneH HHTEPBA 1,49; 2,62 1,52;2.66

IIpesenyusn na peyuousupawa /IBT u bE npu ev3pacmuu (npegenyun na [J{BT/HE)

JlBe paHaAOMH3UpaHH, JBOHHO-CAENH NMPOYYBAHHKA C NApaieNHH FPYH ¢a NPOBEAECHH NPH NMALUEHTH C
npeaxo/aHa aHTHKoarynaHTHa tepanus. B npoyusasero RE-MEDY, koHTponupaHo ¢ sapdapuH, ca
BKJIHOYEHH NAUNUEHTH, MPEAX0AHO NEKYBaHH B NPOAbJKEHHE HA 3 10 12 Mecela, KOUTO €€ HYXKAAAT OT
JOMBJIHHTENHO AaHTHKOAryIaHTHO feveHue, a auebo-koHTponpanoTo npoyusane RE-SONATE
BKJHOYBA NALMEHTH, NPEAXOAHO JIEKYBaHH B NPOoAb/KEHHE Ha 6 10 18 Meceua ¢ HHXHOWTOPH Ha
BuTaMuH K.

LlenTa Ha npoyusanero RE-MEDY e aa ce cpaBuaTt 6e30nacHocTTa M €PHKACHOCTTA HA M€

. N,
aaburarpan erekcunar (150 mg npa nbTH AHEBHO) ¢ BapdapuH (Lenesa CTOMHOCT Ha INR/Z, DI, N O
NPOABKHTENHO JIeYeHUe U NPEBEHUMA Ha peurdadBypalla cumnroMariuasa JBT w/nin ﬂ %}.&0’ 2.4 \%
866 nauxeHTH ca paHAOMH3HPpaHH H 2 856 ca nekyBaHH. [IpoabhKHTENHOCTTA Ha ICUeH L EE ] ” |
naburarpaH erekcunar papupa ot 6 1o 36 meceua (MeanaHa - 534,0 auu). Ilpu naunemm o e
. A e
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paHAOMH3UPAHHU Ha JieueHHe ¢ papdapyuH, MEAMAHATA HA BPEMETO B TepaneBTH4YeH aAnanasol (INR
2,0-3,0) e 64,9%.

RE-MEDY noka3ga, ye neueHueTo ¢ naburatpan erekcunar 150 mg ABa mbTH AHEBHO € HE NO-MAaNKO
e(pHKacHO oT BapdapuH (rpaHHLa 3a He no-manka epukacHocT: 2,85 3a koedrumeHT Ha pyucka 1 2,8 3a
pa3ikKa 8 pHcKa).

Tabauna 23: Avaan3i HA NBPBHYHHTE H BTOPHYHHTE KpaliiHd To4KH 33 epuxacHocT (BTEC ce
c¢beToH OT JIBT u/uau BE) 1o kpast Ha neprHoaa chel aedeHHeTo 8 npoyesanero RE-MEDY

Haburarpan erexcunar BapdgapnH
150 mg aBa nbTH AHEBHO

VlekyBaHH MALUHEHTH 1 430 1 426
Peuuaneupaul cumnromatiueH BTEC w 26 (1,8%) 18 (1,3%)
cebp3ada ¢ BTEC cmbpr
KoeduuneHT Ha pucka cnipaMo BapdapHH 1,44
(95% pmoBepuTenEeH HHTEPBAN) (0,78; 2,64)
HE N0-Maika ePUKACHOCT 2,85
TTauueHTH, NPH KOKUTO € Bb3HHKHANO CHbOUTHE 22 17
kpM 18" Mecell
KymynaTHeeH pucK KbM 18-ua mecent (%) 1,7 1,4
Paznuka B pHcka cripamo sapgapud (%) 0,4
95% goBepuTeNneH HHTEPBRAI
He no-Majka epuKacHOCT 2,8
BropuuHH KxpaHK TOYKH 3a €(PUKACHOCT
PewriauBupain cumnromatiued BTEC u 42 (2,9%) 36 (2,5%)
ICMBPT MO BCAKAKBA MPHYHHA
95% mosepuTEneH MHTEpBAN 2,12; 3,95 1,77; 3,48
ICumnromarnuna JIBT 17 (1,2%) 13 (0,9%)
95% AOBEPHTENEH MHTEDBAT 0,69; 1,90 0,49; 1,55
CumntomaTyyed BE 10 (0,7%) 5 (0,4%)
95% noBepHTENIEH HHTEPBAT 0,34; 1,28 0.11;:0,82
ICebp3ana ¢ BTEC cMbpT 1 (0,1%) 1 (0,1%)
195% noBepUTENEH HHTEPBA 0,00; 0,39 0,00; 0,39
(CMBPT MO BCAKAKBA MPHYHHA 17 (1,2%) 19 (1,3%)
95% [OBEPHUTENEH HHTEPBAIT 0,69; 1,90 0,80; 2,07

Llenta Ha npoyuBakeTo RE-SONATE e aa ce oueHu npesb3xoacTBOTO Ha Jaburatpal eTekcunar
cnpsaMo niauedo npy NpeBeHUMATA Ha peuranBUpaiy cumnromMatiyuHd BT v/unu BE npu
NalMEeHTH, NPEMUHATH NpeaxoHOo feveHre oT 6 1o 18 Meceua ¢ ABK. [lnanupaHoTO neyeHue e

ﬂﬂﬁHFﬂTp&H erekcunar 150 mg Asad [ibTH JHCBHO B NMNPOAB/LIKCHHC HA 6 MECCLA, 0€3 HeoDX0AUMOCT OT

HaOnoaeHue.

[MpoyusaHero RE-SONATE noka3a npeeb3xoacTeo Ha naburarpaH eTeKCHIAT CnpaMo naa
OTHOLLEHHE NPeBEHUUATA HA CbOKTHA ¢ peunaveHpalty cumnroMatiudy JIBT/BE, srio

CMBPT MO HEOGACHUMH NPHYHHY, C IOHIKEHHE Ha pricka oT 5,6% 00 0,4% (HamanaBaHe/Aay /e Mz J}_
OTHOCUTENHHUA pHCK 92% 6a3vpaHO Ha KOoe(PHLMEHTA HAa PHUCKA) 110 BPpEME Ha NepHoaa H lﬁ'ﬁﬂ eulp v L, :
L :
<0,0001). BcuukH BTOPHYHHM aHANTH3H U AHAIN3H HA YYBCTBHTEIHOCTTA HA MbPBHYHATA % 3 Touka, -
o N BT s W




Y HA BCHYKH BTOPHYHH KpaiiHH TOYKH NOKA3BaT NPEBbL3XOACTBO HA Aa0UraTpaH eTeKcHIaT CnpsiMo

naauedo.

[IpoyuBaHeTO BK/IKOUYBa | 2-MeceqHO npocaeasBaHe 3a HabawaeHHe cnen Kpas Ha nededweTo. Cnen
ApeKpaTaBaHe HA NPHJIAraHeTO HAa H3MUTBAHOTO NEKapcTBO €EKTHT CE 3ana3ka 10 Kpas Ha nepHoaa Ha
npocieAABaHe, KOETO MOKa3Ba NoAAbPIKAHE Ha €(PeKTa OT MbPBOHAYATHOTO JIeYeHKe ¢ AadHraTpaH
etekcunat. He e Habmonaean pebayna edexrt. B kpas Ha npocneasaaseTo ¢cubdbutnara ¢ BTEC npu
MaLHEHTHUTE, NeKyBaHH ¢ AaburatpaH erekcunar ¢ 6,9% cnpamo 10,7% B rpynara Ha riauebdo

(koepuumuenT Ha pucka 0,61 (95% CI 0,42; 0,88) p=0,0082).

Tabauna 24: Ana/IH3 HA NBPBHYHATA H BTOPRYHATE KpaiiHH ToYKH 32 epukacaoct (BTEC ce
c¢b¢TOH OT BT n/nan BE) 1o kpas Ha neproaa caen Jeuennero B npoyasanero RE-SONATE.

Haburatpau erekcunar 150 mg asa [lnauebo
TbTH AHEBHO

UlexyBaHH NaLHEHTH 681 662
Peunansupali
cumnToMaruuedH BTEC u 3 (0,4%) 37 (5,6%)
ICBBbP3aHa C HEr0 CMbPT
KoedHLHEHT Ha pUCcKa CrIpAMO
niauebo 0,08
(95% noBepuTeneH UHTEpRAN) (0,02; 0,25)
[P-CTORHOCT 3a NMpPEBbL3IXOACTBO <0,0001
BTopHuHH KpaiHH TOYKH 3a
€dHKacHOCT
PeutnauBupalil
cumnToMaTiiyeH BTEC u 3 (0,4%) 37 (5,6%)
CMBPT MO BCAKAKBA NPHUMHA
95% noBepuTENCH HHTEpPBAN 0,09; 1,28 3,97 7.62
ICumnromarhuna [IBT 2 (0,3%) 23 (3,5%)
95% HOBEPHTENEH HHTEPBA 0,04; 1,06 2.21:5,17
ICumnromaruyeHs bE 1(0,1%) 14 (2,1%)
[95% NOBEPUTENEH HHTEPBA 0,00; 0,82 1,16; 3,52
ICebp3ana ¢ BTEC cMupT 0 (0) 0 (0)
95% AOBEPHTENIEH HHTEPBAN 0,00; 0,54 0,00; 0,56
ICMBPT N0 HEOBACHHUMY 0(0) 2 (0,3%)
NPUYHHH
95% DOBEPHUTENIEH UHTEPBA 0,00; 0,54 0.04; 1,09
ICMBPT NO BCAKAKBA MPUYMHA 0(0) 2 (0,3%)
95% nosepuTteneH HHTEpBAN 0,00; 0,54 0,04; 1,09 .

Kaunuynu usnumsanun 3a npeeenyuama na mpomboemboIuzvm npu NAYUERMU CbC Cb

npome3su




B usnuteaxe daza Il paburatpat eTexcunar ¥ BapapuH ca rnpoy4yeHy npu oduio 252 nauueHTy,
NpeTLPNEIN HACKOPO XUPYPruiHa ONepaums 3a MOCTABAHE HA MEXAHUYHA ChPACUYHA Knana (T.¢. B
PAMKHTE HA HACTOALIATA UM XOCIHUTANTU3ALLMS ), KAKTO W [IPH NALMEHTH, NPETHPNEIH Onepaums 3a
MOCTABAHE HA MEXaHHYHA ChpAeyHa Kiana npead noseye ot Tpu meceua. [Noseue TpomboemboNHUHK
cbOMTHA (OCHOBHO HHCYITH H CHMITTOMHW/ ACUMIITOMHHK TPOMOO3M Ha NPOTE3HPAHHUTE KJIanu) 1
nopeye cCLOUTHA Ha KbpPBEHE ¢a Hal/aapaHu Npy JabMraTpaH €TeKCU/IaT B CpaBHEHUE C BapdapHH.
[Ipy nauMeHTHTE B paHHUA MOCTONEPATHBEH NEPHO, MOJAMOTO KbPBEHE CE € ITPOABABAIO OCHOBHO
KATO X€MOPArvueH nepukapacH Hius, No-CNeLHanHo NpH NauUeHTH, 3ano4YHanu npuem Ha
1a0HMraTpaH €TeKCHAAT CKOPO (Ha 3-TUs AeH) ClleA XUPYPruiHaTa onepauus 3a CMAHa Ha CbpAeHHa
Kiana (BX. Touka 4.3).

[leguaTpuyia_nomynayus

[Ipesenyusn Ha MO3bYEH UHCYAM U cuCMEMEH emb0.TuzbM npu ev3pacmuu nayuexwmu ¢ HKIIM ¢ edun
UAU NOBEYE PUCKOBU (hakmopu

EBponeiickaTa areHius Mo JeKapcTaarta 0CBOOOXKAaBa OT 3aAb/DKCHHUETO 33 NPEAOCTABAHE HA
pe3yNTaTUTE OT NPOYYBAHHUATA ¢ pePepeHTHHUA NEeKapCTBeH NPOAYKT, ChAbpiKal JaburaTpaH pba
BCHYKH MOArpynH Ha NeAHATpUYHATA NONYyJjaluMs 3a fIOKA3aHUETO NPEBEHLIMA HA MO3bYEH KHCYIIT U
cucremeH embonnzbM npu nauueHTY ¢ HKIIM (Bx. Touka 4.2 3a vHdopmauus oTHOCHO ynoTpeba B
NeAHaTPUATA).

Jevenue na BTEC u npegenyus Ha peyuousupawu BTEC npu neduampuysu nayuenmu

[IpoyuBatero DIVERSITY ¢ nposeaeno, 3a n1a neMoncTpupa edukacHoCcTTa M He30NacHOCTTA Ha
nadburarpaH €TEKCHIAT B CpaBHEHHE CbC CTAHAAPTHO Nedenue (standard of care, SOC) va BTEC npu
neAdaTpHYHH NALKMEHTH OT paXaaHeTo 1o noA 18-roavuida suapacT. Criopea Au3ailHa NPOyUBaHETO €
OTKPHTO, paHAOMH3UPAHO MPOYYBAHE C NAPAIENHY IPyIH 3a JOKA3BAHE HA HE NO-MaAIKa €PHKACHOCT,
BJ1loyeHHTE 3a YYacTHE NAUMEHTH ¢a PaHAOMHU3HPAHHU B CbOTHOWEHUE 2: 1 Aa noay4aBar cbobpa3zeHa
C Bb3pacTTa JiekapcTBeHa dopMa (Kancyid, 0OBHTH rpaHy/IM UK NIepopalicH pa3TBOp) Ha aaburaTpaH
eTekcunar (C 103M, aAanTHUpaHHU CNope Bb3pacTTa M TENECHOTO Terio) WIH SOC ¢ HUCKOMOIEKY/THH
xenapuiu (HMX) w antaronuctu Ha ButamuH K (ABK), win ponaanapudykc (1 naumeHT Ha 12
roanHu). [1bpeutiHaTa KpaiiHa TOUKA € ChCTaBHA KpaiHa TOYKA OT NMAUMEHTH C MBHJIHO pa3TBapsAHe Ha
TpoMba, ¢ nunca Ha peunausrpatlo BTEC u ¢ amnca Ha cMbpTHOCT, cBbp3aHa ¢ BTEC. Kpurepuure
33 W3KJIKOUBAHE BKIIOYBAT aKTUBEH MEHHMHIUT, €HUE(aTHT U BbTpeuepeneH adbcuec. O0wo 267
NalMEeHTH ca paHaoMusupaHu. Ot Tax |76 nauneHTy ca nekyBaHH ¢ gaburartpan erexcunar, a 90
nauneHTH ¢ COK (1 paHaoMH3upaH nauMeHT He € NeKyBaH). 168 naunentu ca Ha 12 no mon 18
rogMHH, 64 nauMeHTH ca Ha 2 1o noa 12 roanHu, a 35 nauKHeHTH ca noa 2-roaMiiHa sb3ipact. Ot
pasaoMusupaHuTe 267 naunentd 81 naunenth (45,8%) B rpynara Ha naburartpaH erekcuiar H 38
nauyeHTH (42,2%) B rpynaTta Ha SOC OTroBapsT Ha KPUTEPHHUTE 32 ChCTABHATA MbPBHYHA KpaiiHa
TouKa (MbJIHO U3YHCTBaHE HA TpomMOa, nunca Ha peunanBupaiy BTEC u ninca Ha CMBPTHOCT,
cebp3aHa ¢ BTEC). CroTeeTHaTa pa3zivka B 4ECTOTATa NMOKAa3Ba HE NO-MalKa €PHUKACHOCT Ha
naburarpaH etekcunar B cpasHeHue ¢ SOC. CbBMECTUMHU pe3ynTaTH KaTto UANo ca HabaoaaBaHW v B
MNOArpynMuTe: HAMZ 3HAUUTENIHH pasiHuyUa B €PEKTa OT JICUEHUETO 3a NOArpYNUTE MO Bb3pacT, Mo,
reorpadcka 00JIACT W HATHUHE HA Orpeae/leHH PUCKOBH (akTOPH. 3a 3-Te paziU4HH BbL3PaCTOBH
CTPAaTH CbOTHOLICHKUETO HAa NAUKEHTHUTE, MOCTUMHANH ITbPBUYHATA KPaiiHa TO4YKA 3a €(PUKACHOCT B
rpynure CbOTBETHO Ha naburatpan erexcwnat U SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu
MALUAEHTHTE Ha BB3PACT OT PAXKAAHETO A0 <2 roavHu, 21/43 (48 8%)u 12/21 (57,1%) npu NALHEHTHTE

<18 roavHu.

[loTBbpaeHH ¢cLOHUTUA HA rONAMO KbpBeHe ¢ca ¢cbhobileHH 3a 4 naumentd (2,3%) B rpynar
naburarpad erekcunat U 2 nauueHTH (2,2%) B rpynara va SOC. Hama cTaTHCTHYECKH
pa3iika BbB BPEMETO OO MNOSBA HA MbPBO COUTHE HA FONAMO KbPBEHE. TPHAECET M OCE hauﬂe]m«l
(21,6%) B rpynarta Ha naburatpaH eTekcunar M 22 nauuentH (24,4%) B rpynara Ha SOG: ..HMkaT
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MOTBbPAECHO ChOUTHE HA KbPBEHE, KATO MPH MOBEUYETO OT TAX TO € KATETOPU3UPAHO KATO
He3naduTenHo. KomMOuHupaHara kpafiHa ToUKa Ha NOTBLPACHO cbOuTHE Ha ronamMo kupaeHe (CI'K)
MM KIHHHYHO 3HaYUMO Heronamo (K3HK) kbpBeHe (korato nauMeHTUTe Ca Ha ieYeHHue) ca
cpoOLueHH 3a 6 (3,4%) nauueHTH B rpynarta Ha naburatpad erekcunar u 3 (3,3%) nauueHTH B rpynara
Ha SOC.

E1HO OTKPHUTO, MPOCNEKTHBHO, KOXOPTHO, MHOMOLEHTPOBO NnpoyusaHe 3a 6ezonacHocT dasza Il ¢ eano
pamo (1160.108) e npoeegeHo 3a oueHka Ha O€30NacHOCTTA Ha NadHUraTpaH eTeKCHNaT NPH NPEBEHUMA
Ha peunauBupail BTEC npu neanatpuyHi NauyeHTH OT paxaaHeTo 10 nox |8-roaviuHa Bb3pacr.
[TaLKeHTH, KOWTO €A C€ HYXKAACJIH OT MO-HATATbLIHO AHTHKOATY/IAHTHO JIEYEHHUE NOPAAH HAJTMYHME HA
KNHHHYEH PHCKOB (haKTOp cliell 3aRbpLIBAHE HA HAYANHOTO AcueHHue 3a noTebpacH BTEC (3a Hali-
MaNKo 3 Mecela) WiH ciel 3asbpluBaHe Ha npoyusaHeTro DIVERSITY, ca BxiioueHH B Npoy4YBaHeTo.
IMoaxoaduiuTe 3a BKIIOUBAHE MALKHEHTH €a NOJYYABAIM a4anTHPaHH CMOpeA Bb3pacTTa U TENECHOTO
Terno A03H OT ChoDpazeHa ¢ Bu3pacTTa ekapereeHa ¢popma (Kancynu, OOBUTH rpaHy/iH WiK
nepopajicH pa3sTBop) Ha JabUraTpaH €TeKCUNaT A0 eJIMMUHHPaHe Ha KIMHHYHHA pHCKOB (PAKTOp WK
a0 Makcumym 12 meceua. [TbpBHuHKTE KpaiiHM TOUKH Ha Npoy4BaHETO ca peunans Ha BTEC, cuOutus
Ha roJIAMO KU HEIHAYHUTENHO KbPBEHE H CMBPTHOCT (001112 U BLB Bpb3Ka ¢ TPOMOOTHUYHH HMNH
TpoMOoemboaHUHM cbOUTHA) Ha 6 |2 meceua. U3xoauTte oT chOUTHATA Ca NOTBBLPACHH OT
He3aBUCHAMA, 3aC/IeNIEHa KOMHCHA 3a OLEHKA.

O6wo 214 nauueHTH ca BKIKOUYEHH B npoyuBaHeTo. OT 1aX 162 nauveHTH ca BbB Bb3pacToBa cTpara |
(ot 12 go noa 18 roannu), 43 nalMeHTH ¢a BbLB Bb3pacToBa ¢Tpara 2 (or 2 Ao noa 12 roaAuHU) U 9
flallMeHTH ¢a BbB Bb3pacToBa ¢Tpata 3 (OT paxaaHeTo A0 noa 2-roauuiHa Bb3pact). [1o Bpeme Ha
nepydoaa Ha iedeHde 3 nauveHTH (1,4%) ca pa3Buau NoTBbpAEH OT KOMHCcHATaA peunane Ha BTEC B
paMKHTE Ha mepBHTE 12 Mecewa cnen 3anovBaHe Ha jsiedeHueto. [lorebpaeHn ot koMucusaTa cudbUTHA
Ha KbPBEHE MO BPEME Ha MEPHOAa Ha JieveHHe ca cbodlueHH 3a 48 nauvenTtH (22,5%) B paMKuTe Ha
nbpBHTE 12 Meceua. [loseueTo ¢cubuTHA Ha KbpBeHe ca He3HaunTenny. [1py 3 nauuentu (1,4%) uma
NOTBBPACHO OT KOMUCHATA CLOUTHE HA rONAMO KbpBeHE B paMKHuTe Ha NbpBUTE 12 Meceua. [1pu 3
nauneHTH (1,4%) nma NOTRbPACHO OT KOMMCHATA CHOMTHE HA KIIMHUYHO 3HAYMMO HEFOAMO KbpPBEHE
(K3HK) B pamkuTe Ha nmbpBuTe 12 Meceua. HamMa CMBbPTHH ¢hy4ad no BpeMe Ha nepuoaa Ha JieHeHHe.
[lo BpeMe Ha nepuona Ha neuerne 3 nauneHTH (1,4%) ca paseunn noctrpomboTHueH cuHapom (II1TC)
WY ca uManu sBioiuapaHe Ha [TTC B paMKkuTe Ha mupBHUTE |12 MeceLa.

5.2 OapMaKOKHHETHHH CBOHCTBA

Cnen nepopanHo npuioxeHue naburarpaH erekcunar 6sp30 ¥ HAMbIHO ce MpeBpbila B8 JaburarpaH,
KOHTO ¢ akTHBHAaTa opMma B rU1azMara. PazuensaHeTo Ha NMpeaIeKkapCcTBOTO JabUraTpaH €TeKcunaT
Ype3 KaTanH3upaHa OT eCTepa3a XHApoan3a A0 aKTHBHOTO BellecTBo AaburaTpaH ¢ npeobnaaasauiara
meTabonuTHA peakuusa. AbGcomoTHata OMOHANMUHOCT Ha JaburaTpaH cren nepopaHO NPHIOKEHHUE Ha
naburarpaH erekcuiar € npubnusurenHo 6,5%.

Cnea nepopaiHO NpUIOKEHHE HA AabUraTpaH €ETEKCHNAT Npy 34pasH Z00pOBOSILA,
¢dbapMaKOKHHETHUYHUAT npodun Ha naburarpaH B NJj1azMarta ce XapakTepusupa ¢ Obp30o HapacTBaHe Ha
MNJa3MEHUTE KOHLEHTpauuK ¢ nocturane Ha C,,, B pamxure Ha 0,5 u 2,0 vaca cnen npunoxeHHeTo.

Abcopbums

[lpoyuBaHe, oLeHABallO nocTonepaTipHaTa abcopbuns Ha naburarpat erekcunar 1-3 vaca cnen
onepauns, 1eMOHCTpHpa OTHOCHTENHO DaBHa abcopOuusa B cpaBHeHWE © Ta3K NMpH 34paBy 1006poBoaLM,
NOKa3Baiky rnaseH npodnil Ha MIa3sMeHaTa KOHLEHTpaLUua BbB BpeMeTo O6e3 BUCOKH MMHKOBH
JIa3MEHH KOHUEHTpauHK. [1nkoBH mnasMeHH KOHLEHTpauMu ce JocTturar 6 4aca cnea npu

XUPYPrudHH edeKTH, He3aBUCHMO OT NepopanHaTa JekapcTeeHa dopMa. Jdpyro npoyu g‘i““ H;'?‘?“‘;.ﬁ-tl‘ “H 2NN\
AEMOHCTpHpA, 4ye OaBHaA M 3aKkbcHABalLa abcopOuua obukHoBEHO ce Habnrogaea camo q@;{ HAW 0 5\
onepauunaTa. Ha cheapamure aHu aGecopOuuara Ha naburarpad € Obp3a U NMKOBH T IR AN R N

KOHUCHTPAUNUH CC AOCTHIraT 2 yaca cnen MNPHJIOKCHHUC Ha JICKAPCTBCHUA NMPOAYKT.



XpaHara He NoBAUABa DUOHATMYHOCTTA HA JabHraTpaH eTEKCHNaT, HO 3a0aBs BpEMETO 10 NMUKOBHTE
M1a3MEHH KOHLEHTpauMH ¢ 2 Jyaca.

Cmax 1 AUC ca nponopuHoHanHH Ha ao3ara.

BHoHanH4HOCTTA Clea NEpPOPaTHO NPHUIOKEHHE MOXKE 1a C€ MOBULUK CbC 75% criea npuiaokeHHe Ha
eanMHH4Ha 203a U ¢ 37% B CTALMOHAPHO CHCTOAHKE, B CPARHEHUE C pepepeHTHATA KancyaHa ¢opma,
KOraTo neneTuTe ce npuemart 6e3 kancynara ot xunpomenosa (HPMC). CneaosarenHo uenoctra Ha
kancynure ot HPMC sunaru tpsibea aa e 3anaseHa npu KivsuuHa ynorpeda, 3a aa ce uzberue
HEYMHMIILTIEHOTO NOBWLIaBaHe Ha OHOHATMYHOCTTA HA Na0uraTpaH eTekcriaT (BxK. To4Ka 4.2).

PasnpeaeneHne

Habmozasa ce cinabo (34-35%), He3aBHCUMO OT KOHLIEHTPALIMATA CBbP3BaHe HA AaburaTpaH
YOBELIKHTE MU1a3MeHH npoTtenHn. O0eMbT Ha pasnpeaeneHue Ha saburatpad ot 60-70 | npeeuuasa
obuiHa 00eM Ha TEIECHUTE TEUHOCTH, KOETO O3Ha4aBa, ye RaburaTtpaH UMa yMEPEHO TbKaHHO
pa3npeaeneHue.

buoTpaHchopmauus

MeTabonu3MbT U eKCKpeLMaTa Ha 1aburaTpaH ca Npoy4eHHU NpH 3ApaBy MbKe A00poBOILM Chel
eHHHYHA HHTPaBEHO3Ha J03a AaburaTpaH, bens3aH ¢ paaMoakTHBeH H3oTorn. Cnea HHTpaBeHO3HaTa
1034 [pou3XoxKaallara otr AabUrarpaH pagHoakTUBHOCT CE€ €IMMHUHUPA raBHO ¢ YpuHata (85%).
MdekanHaTa exckpeluusa otrosaps Ha 6% ot npunoxenara no3a. JJo 168 daca cnen npunoxerde Ha
no3aTta obuara paaHoaKTHBHOCT CE Bb3CTaHOBABA B paMKHTE Ha 88-94% OT npunoxkeHata n03a.
JlaburarpaH ce noajlara Ha KOHKOraLms, npyu Koero ce odpasysar ¢papMaKkoJOrHUHO aKTHBHH
aUWIrMOKYpPOHHIH. ChlUeCTBYBAT YETHPH NO3MUHOHHKM W3oMepa, 1-0, 2-0, 3-0, 4-0O-
aUWITIIOKYPOHM, BCEKH OT KOMTO CheTaBagBa no-mManko ot 10% ot o6woto konuyuecTBo AadurarpaH
B nia3Mara. Cneau ot Apyru MeTaboIUTH C€ YCTAHOBABAT CaMO C BUCOKOYYBCTBUTEIHH aHATIMTHYHH
meToaM. {aburarpan ce eIMMUHUMPA MTABHO B HEMPOMEHEH BHI C YPHHATA ¢ NpUONH3KTENHA CKOPOCT
100 ml/min, ¢boTBETCTBALLLA HA CKOPOCTTA HA rNOMEpYIHa GUNTpaLm.

EAUMUHHpaHE

[ThazMeHHUTE KOHLUEHTpaLKKH Ha AadMraTpaH noka3epaT OMEKCIIOHeHUHANEH Cnaj CbC CpeaeH
TepMHUHANEH nonyxueoT 1 | yaca npu 31paBn HHAMBHAM B CTapuecka Bb3pacT. Criel MHOTOKPATHO
npuiarade ce Habnwaara TepMHUHAIEH NONYXKHBOT okono 12-14 yaca. [lonykMBOTBHT € HE3ABHUCHM OT
no3zara. [1onyXMBOTHT € yawkeH, ako Obdpeunara QyHKLMA € HapyLleHa, KaKTo € MNoKa3aHo B
Tabnuua 25.

CneunajHu nonynauum

bvbpeuna nedocmanmvynocm

B npoyusanus dasa 1 ekcnozuumata (AUC) na naburarpan cinea nepopanHo NpWioKEHHE Ha
naburatpaH eTeKCHNaT € npuONU3KTEeNHO 2,7 NbTH NO-BUCOKA NPH Bb3PacTHU A0OPOBOIUM ¢ yMEpeHa
obOpeuna HeaoctaTbuHOCT (CrCL Mexxay 30 u 50 ml/min), otkonkoto npu te3u 6e3 6v6peuna
HEAOCTATBHYHOCT.




HapyuieHa 6n0peuna pynkuus

CkopocTt Ha raoMepyJiapHara CpeneH reOMeTpHUYEH (gCrV%; FpaHULLKM) NOAY>KUBOT [h]
punTpauus (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 I - 27,2(15,3%; 21,6-35,0) -

JOMbAHUTENHO, EKCNO3IULIMATA HA JadHUraTpaH (Hai-HHUCKa Y MUKOBA) € OLICHEHA B €HO
NPOCIEKTHBHO, OTKPUTO, paHAOMHU3HPAHO, (apMaKOKHHETHYHO NPOYYBAHE NPY MNALUEHTH C HEKIAIHO
npeacwtpaHo MbxaeHe (HKIIM) ¢ Texxko 6b6peuHo yBpexxaaHe (onpeaeneHo KaTo KpeaTHHUHOB
kaupbHC [CrCl] 15-30 ml/min), nonyvaBawy naburarpan etekcuaar 75 mg ABa IMbTH AHEBHO.

To3u pexxum e aoBen A0 Hail-HUCKA CpeHa reoMeTpuyHa koHueHTpaums 155 ng/ml (gCV 76,9%),
H3MepeHa HENOCPEACTBEHO NPEAH NPUIOKEHHETO HA CNICABAILATA 4034, W 0 NMKOBA CPEAHA
reomeTpuuHa KoHueHTpauus 202 ng/ml (gCV 70,6%), uaMepeHa ABa yaca ciel NPHIOKEHUETO HA
rnocnegHara ao3a.

KnupbHebhT Ha JabvratpaH upe3 XeMOJHaN13a € U3CNE€ABAH NpH 7 Bb3pacTHU MALMEHTH C TEPMHHAJIHA
OnOpeuHa HegoctarbyHocT (TbH), 6e3 npeacbpano mbxaeHe. [nanu3arta € nposeneHa cbe 700 ml/min
Jdanuvsed aebuT, NPOABKMTENHOCT YETUPH Yaca H CKOPOCT Ha KpbBHHA TOK 200 mi/min nnu 350-

390 ml/min. Tosa Boau a0 oTcTpaHsABaHe CbhOTBETHO HA 50% no 60% oT KOHUEHTpaLMATA Ha
aaburarpaH. KonvuyecTBOTO HA BELIECTBOTO, OTCTPAHEHO UPE3 AUANN3A, € TPONOPLIHOHATHO Ha
CKOPOCTTA Ha KPBLBHUA TOK, NPH CKOPOCT Ha KpbBHUA TOK 10 300 ml/min. AHTHKOaryl1aHTHara
AKTUBHOCT Ha naburaTpaH HamMansABa ¢ HaMalABaHe Ha MNa3MEHUTE KOHUEHTpaluu H OK/DJ] Bpb3kaTa
HE € 3acerHara OT Npoueaypara.

MeauaHata Ha CrCL B RE-LY e 68,4 ml/min. [Toutn nonoeunara (45,8%) or nauuenture B RE-LY
umar CrCL >50-<80 ml/min. [Taunenture ¢ 6L0peuHo yrpexxaaHe B ymepeHa creneH (CrCL mexay 30-
50 ml/min) umar cpeano 2,29 mvot 1 1,81 mpTH NO-BHCOKA MNa3MEHa KOHLUEHTPALMSA, CbOTBETHO Mpeau
U CJIea NpHeM Ha no3ara Ha nadurarpaH, B CpaBHEHHME ¢ nauueHtd 0e3 0b0peuno yepexaane (CrCL
>80 ml/min).

Menauanara Ha CrCl B npoyusaHero RE-COVER ¢ 100,4 ml/min. [1pn 21,7% ot nauxeHTHTE € HMANO
6u6peuto yBpexnaHe B neka creneH (CrCl >50-<80 ml/min) n npu 4,5% ot Tax — 6u6peuno
yepexxaane B ymepena crened (CrCl mexcay 30 u 50 ml/min). Tlaunenture ¢ 0b0peyHo yBpexaaHe B
NeKa U yMEpPEeHa CTeleH ¢a MK B CTALMOHAPHO CCTOSHUE CLOTBETHO cpeaHo 1,8 mbTu ¥ 3,6 mbTH
NO-BHCOKH U1a3MEHH KOHLIEHTPALMU APEAH NIPUIOKEHUE Ha 103aTa JaduraTtpaH B CPaBHEHHE C
nauveHTHTe ¢ CrCl >80 ml/min. Cxoanu crodivocT Ha CrCl ca ycranosenn B RE-COVER 11

Menuanara Ha CrCl B npoyusanusata RE-MEDY 1 RE-SONATE e cworBetHo 99,0 ml/min 4
99,7 ml/min. ITpu 22,9% u 22,5% ot nauneHTuTe CToMHOCTUTE HA Cr(l ca >50-<80 ml/min, a npu
4,1% u 4,8% ot 1ax CrCl e mexay 30 n 50 ml/min B npoyusanuaTa RE-MEDY u RE-SONATE.

Hayuenmu 6 cmapuecka ev3pacm
Cneunduunn GpapMakOKMHETHYHH NPOyUBaHUA (a3a | npyu nauneHTH B cTapyecKa Bb3pacT NOKa3BaT

ysenuuenue ot 40 10 60% Ha AUC u noseue o1 25% Ha Cp, B CPABHEHHE C MJIAAM MAUHEHTH. - o
EgexkTbT Ha BB3pacTTa BbPXY €KCNO3ULMATA Ha AadKUraTpaH e NOTBBPAECH OT NPOYUBAHETO
okono 3 1% no-BUCOKO HUBO Ha HAH-HUCKATA KOHLUEHTPALMA 33 HHAUBHAY =735 MOAUHHU H C
NO-HKUCKO HMBO HAa HAH-HMUCKATa KOHUEHTPALMA NPH MHAUBUANA <65 roanHyu B CPAaBHEHHE
mexxty 65 H 75 rogunu (BX. Toukn 4.2 n 4.4).
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Yeprodpobro napyuiernue
He ce Habnioaasa npoMsHa B €KCNO3WUMATA HA JaburatpaH npy 12 Bb3pacTHU NALIMEHTH C YMepeHa

yepHoapodna HegocrarrunocT (Child Pugh B) B cpaBHeHHe ¢ 12 koHTponu (Bx. Touku 4.2 n 4.4).

Tenecno mezio
Hail-H1McKuTe KOHUEHTPaLKy Ha nadburaTpaH ca okono 20% no-HUCKK Npy BL3PACTHH MALKEHTH C

TenecHo terao >100 kg B cpasHenue ¢ 50-100 kg. MuozuncTeoTo (80,8%) oT MHAMBUANKTE ca B
kareropuaTa >50 kg u <100 kg, 6e3 yctaHoBeHa AcHa pa3znuka (BXK. TOUKH 4.2 U 4.4). [1pu Bb3pacTHH
NaLMeHTH ¢ TenecHo Terno <50 kg KnMHHUYHMTE AAHHH ca OrpaHHYEHHU.

[lon
[Ipr NALUKEHTUTE C NPEACHPAHO MBKIACHE, MALMEHTUTE OT KEHCKH NON ¢a UMaitk cpeaHo 30% no-
BUCOKH CTOMHOCTH Ha HAl-HUCKA M NOCT-1030Ba KOHLIEHTpaLua. He ce n3uckBa kopekuya Ha ao3ara

(BAK. TOUKa 4.2).

Emuiecku npouzxoo
HaMa KIMHUYHO 3HAYHMH MEXAYETHHHYECKH Pa3THUMA MEXAY NalMEHTH OT €BPONEH/IHATA paca,

NauMeHTH ¢ appo-aMePUKAHCKH, TATHHO-aMEPHKAHCKH, SMOHCKY H KHTAalCKH MPOU3X0A M10
OTHOLLUEHHE Ha PApMAKOKHHETHKATA ¥ hapMakoaHHAMHUKATA Ha NabUrarpaH.

[Teouampuyuna nonyaayus

[Tpu nepopaHO NPUNOKEHHE HA JaOUraTpaH €TEKCUNAT, CNIOpE] ONpeaeNneHUs B NPOToOKOa
AIFOPUTBLM 33 JO3UpaHe €KCNO3HLMUATA, € B PAMKHTE Ha TazH, Hab/oaapaHaTa nNnpy Bb3PaCTHHU C
JABT/BE. COopuuaT asanns oT papMakOKMHETHHYHH JaHHU OT npoyusanustTa DIVERSITY u 11606.108
MoKa3Ba, Y€ CPEAHUTE rEOMETPUUHH Hall-HUCKHU ekcno3uuuu ca 53,9 ng/ml, 63,0 ng/ml w 99,1 ng/ml
CHOTBETHO NpH § 10 <2-roaMuiHM, 2 10 <12-roavwHu v 12 ao <18-roguiuHyd neanaTpUyHU NalUeHTH
¢ BTEC.

@apMaKOKHHETHYHH B3aHMONECHCTBHUS

In vitro npoy4BaHHuA 3a B3aMMOJEHCTBUATA HE NOKa3BaT MHXHOWpAHE WIH UHAYLIHPAHE Ha [JIaBHHTE
H30eH3MMH Ha uuToxpoM P450. Tosa ce noTebpKaasa OT in vivo NpOYUYBAHMA C YHACTHETO HA 3paBH
AoOpOBOMLH, KOHTO HE MOKA3BAT B3JAMMOACHCTBHE MEXKAY TOBA JIEHEHHUE U CIIEIHUTE AKTHBHH

BetiiecTra: aropBacTaTtuH (CYP3A4), IMrokcuH (B3aMMOAECHCTBHE ¢ TpaHCNOPTHUA P-gp) K
auknodpenak (CYP2C9).

5.3 [IpeaxkaHHHYHH JaHHK 32 De30macHOCT

HexknnHUuHKTE 1aHHKM He NOKa3BaT 0CO0EH PUCK 3a Xxopa Ha Ha3zaTa Ha KOHBEHLIHOHATHHTE
¢apMaKoNOruyHHM NPOYUBAaHUA 3a H€30MAaCHOCT, NPOYUBAHHUA 32 TOKCHUYHOCT NPHU MHOTOKPATHO
npuharaHe 4 reHOTOKCHYHOCT.

Edexrute, HaONoAaBaHHA B MPOYYBAHUATA 32 TOKCHYHOCT MNPH MHOMOKPAaTHO fIpHiaraHe, ce AbMKaT Ha
3aCHiIeHHUd (hapmakoaHHaMHuyeH eekT Ha aaburarpaH.

EdexT BbpXy pepTrnvTETa NPH XKEHCKHU XKUBOTHH € Habmoaasan noa popMara Ha HamandBaHe Ha

Opos HA HMILTAHTALIMKTE H MOBKLUABAHE HA NPEAUMILIAHTALHOHHHKTE 3aryou npu go3a 70 mg/kg (5-
KpaTHOTO HUBO Ha FU1a3MEHa EXCNIO3ULIMA NMPpH nauneHTH). [IpyH 103K, KOUTO ¢4 TOKCHUHH 33 MalHKKTE

(5- no 10-KpaTHOTO HUBO Ha NIA3MEHA €KCMO3ULMA NPH NALMEHTH), PH ILTLXOBE W 3alill CE, 4 \\
HaOni0AaBa HAMAABAHE HA TEIECHOTO TENIO U XH3HECNOCOOHOCTTA Ha (heTyca, 3a€AHO ¢ ' .
Ha (peTanHuTe BapHauMHi. B npeHaTaiHUTE H NOCTHATAJIHUTE MPOY4BaHHA € Habntoaasa
NOBHUILABAHE HA deTanHaTa CMBbPTHOCT MPH N03H, KOHTO Ca TOKCHYHH 3a MaikuTe (10
ChOTBETCTBALLA HA 4 [TbTH NO-BHCOKO HMBO HA M1a3MEHa €KCMO3HUMA oT HabnosaBaHo
NMALMEHTH).




B eaHo npoyuBaHe 3a K0BEHUIHA TOKCUUHOCT NPH MUTLXOBE OT Nopoaa Wistar CMbPTHOCTTA € CBbP3aHa
CbLC CLOUTHA HA KbpPBEHE NMPH NOAO0HKW HUBA HA €KCNIO3ULMUA, TPU KOKUTO € HabMl01aBaHO KbLPBEHE NpH
Bb3PACTHUTE KUBOTHH. CHMTA C€, YE KAKTO NPH BbL3PACTHUTE, TAKA M NPH MJIAJUTE ILTbXOBE
CMDBPTHOCTTA € CBbP3aHa CbhC 3aCHNEHATa (PapMaKOJOrHyHa akTHBHOCT Ha naduratpaH BbB BpbH3Ka C
YOPOKHABAHETO HA MEXaHHUYHM CHM MO BpeME Ha MpUIaraHeTo H TpetupaHeTo. JdanHuTe ot
MPOYYBAHETO 33 IOBEHWIHA TOKCHYHOCT HE M0Ka3BaT HUTO NMOBULUEHA H4YBCTBHTENHOCT KbM TOKCHYHH

POABYU, HUTO TOKCHYHOCT, CNELUMPHYHA 32 KOBEHWTHH JXHUBOTHH.

JIbArocpouyHHTE TOKCHKOJIOFHUYHHW MPOYYBAHHA NPHU [UTHX0BE H MULUIKHA HE NOKA3BaT JaHHH 34
TYMOpPOT€HEH NOTeHLMaN Ha aaburaTpan ao MakcuMatHy 1o3M 200 mg/kg.

HaburarpaH, akTHBHATa 4acT OT AaburarpaH eTeKCWIaT ME3UJIaT, € YCTOHUKB B OKOJIHATA Cpea.

6. OAPMAHEBTHUYHHA JAHHHU

6.1 CoHcbK HA NOMOUIHHTE BellecTBa

KancynHo Cbabp)XKHMO
BuHeHa kucenlHHa
XHnpomMenosa
XHAPOKCHNPOHHALENYT03a
Tank

CncTas Ha KancyJjara
Twuranos avokeug (E171)
HUuanrokapmuu (E132)
KapareHaH

Kanues xnopua
Xunpomenosa

YepHo neyaTHO MacTuio
Hlennak

XeneseH okcua, yepeH (E172)
Kanuer XUAPOKCHA

6.2 HechBMECTHMOCTH
Henpunoxumo

6.3 Cpok Ba rogHocT
3 roarHH

6.4 Cneunanyy ycJIOBHA Ha ChXpABREHAE

baucrtep
To3u nekapcTBEH NPOAYKT HE H3HUCKBA CTICUMATHH TEMINEPATYPHH YCIOBHA HA CbXPAHECHHE.
Jla ce chxpaHsRa B OpHIrHHaiHaTa ONaKoBRKa, 3a Ja Ce Npeana3sy OT CBET/IMHA W BJiara. —

Onakogka X A, |
To3u nekapcTBeH NPOAYKT HE M3HCKBA CMIELMATHM TEMIEPATY PHH YCIOBHA Ha ChbXpayeh) pfﬂm bt \
Ha ce cbxpaHaBa B OPHIrYHAIHATA OMAKOBKA, 3a A& Ce Nnpeanasy oT CBETNIHHA H BNa R A |
CbxpaHABaHTE ONAKOBKATA 33 KANCY/H MILTHO 3aTBOPEHA. 1\\ B L L S




6.5 Bua u chaAbpKaHHE HA ONNAKOBKATA
[Tepdopupan Giamuctep ¢ eanHUuHU 103M ¢ otaensailo ce ponno OPA/AI/PE+DES//AI/PE: 10 x 1,
30x 1,60 x 1, 100 x 1 TBbpAA Kancyna Ui rpyrnoBy onakoBkH, cbabpxkaud 100 (2 onakoBKH OT

50 x 1) uam 180 (3 onakoBku ot 60 X |) TBBpAHK Kancy/im, B KyTHs.

HDPE onakoBka ¢bC 3alllMTEHA OT Jl€La NOJUNPONKICHOBA Kanayka: 60 TBbpAW KancyJiv HiM 3
OMakoBKH NMo 60 TBLP/AM KarcyJjiu, B KyTHS.

He BcHUKM BMAOBE OMAKOBKM MOrar ja Ob/aT nycHaTH Ha rnasapa.
6.6 CrnenHa/JIHH npeAna3sHH MepPKH NPH H3XBbLPJ/IsiHEe H padoTa

Heu3non3BaHUAT JEKAPCTBEH IMPOAYKT HJIH OTNAABYHHUHTC MATCPHAJIH OT HCT'O T]JHGBEI Ad CC U3XBBPJIAT
B CbOTBCTCTBHC C MCCTHHUTC U3UCKBAHHAL.

IMPUTEXATEJ HA PASPELHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CnoBenus

8. HOMEP(A) HA PASPEIHLIEHUETO 3A YIIOTPEBA
Per. Neo: 20230223
0. JIATA HA ITBbPBO PASPEHIABAHE/INIO/ITHOBAABAHE HA PAZPEHIEHHETO 3A

YIIOTPEBA

Jlata Ha nbpBo paspewasane: 04.12.2023
JlaTa Ha NocaeaHO MOAHOBSIBAHE:

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

|8 Anpun 2025

[ToapoOHa nHpopMauus 32 TO3M JIEKaApPCTBEH NMPOAYKT € NMpeAocTaBeHa Ha yeOcaitta Ha M3nbnHuTenHa
Arenuus no Jlekapcrara (MAJI) http://www.bda.bg.



