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“MHITHWTENHA ATEHLMS N0 NEKAPCTBATA
. <pamKa .xap&nn%ucrﬁﬂxa Ha npogyxma - [Mpusoxerue 1

1. HMME HA JIEKAPCTBEHUS ITPOJAYKT Mot

- YazpeweHus Ne
Haburarpat erekcuaat Buatpuc 150 mg TBbpaAM Kancyiu
Dabigatran etexilate Viatris 150 mg hard capsules

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bcska TBbpAA Kancysia CbAbpKa AaduraTpaH eTekcuaaTt Mesuar, otropapsil Ha 150 mg naburarpan
€TeKCUJIaT.

3a MbJIHUSA CIMTUCHK HA MOMOLIHUTE BELLECTBA BUXKTE TOUKA 6.1.

3. JIJEKAPCTBEHA ®OPMA
TBbpaa kancyna

Tebpaa kancyna ot xunpomesnosa pasmep 0 (npubausutesHo 21 mm), CbC CBETIOCHHBO HENMPO3PAYHO
Karnaude u 0510 HEMPO3paUyHO TAJ0, ChAbPKALLA CBETA0XBJTH 10 K bJITEHUKABH MENETH, C HAANUAU
‘“VTRS’ Haa ‘DC150°, npuHTHpPAHH C YEPHO MACTHJIO U BbPXY Karnayeto, H BbpXy TAJIOTO.

4. KIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHS

[I[peBeHLIMS HA MO3bYEH UHCYJIT U CUCTEMEH eMOOJIM3bM IMPU Bb3PACTHU MALMEHTH C HEKAAMHO
npeacbpaHo mbxaeHe (HKIIM) ¢ eanH unu noseye puckoBu (hakTOpH, KaTo MpeallecTBall MO3byeH
HHCYJT MJIH TIPEXOAHO HapylIeHUEe Ha MO3bYHOTO KpbBOOOpauleHue (I IHMK); Bb3pacT > 75 roauHu;
CbpleyHa HegocTaTtb4HOCT (Kiac no NYHA > I1); 3axapeH auader; XunepToHHS.

JleueHue Ha nbAOoka BeHO3Ha TpomOo3a ([IBT) u 6enoapober emb60nn3bm (bE), kakTo U npeBeHLUs Ha
peunansu Ha JIBT u bE npu Bb3pacTHH nauueHTH.

Jleuenune Ha BeHO3HU TpomOoemboauyuuu cbouTus (BTEC) u npesenuus Ha peunauBupawid BTEC npu
neJIMaTPUUYHM NALMEHTH OT paXKJaHETO A0 noja 18-roauiHa Bb3pacT.

3a ¢cb0oOpa3eHH ¢ Bb3pacTTa 4030BH (OPMH BHXKTE TOUKA 4.2.
4.2 JIo3MpOBKA M HAYHH HA NMPUJIOKEHHE

J1o31poBKa

JlaburarpaH erekcunaar Buatpuc kancyiv MOXe [a ce U310J13Ba MPU Bb3PacTHU U NMEeAHATPHUYHH
MalMeHTH Ha 8-roJIMllHA Bb3PacT HJIK MO-TOJIEMH, KOUTO ca CNOCOOHH J1a NOrIbLIAT KanCyJUTe e,
Jlozarta, nocoueHa B CbOTBETHATa Tabauua 3a 103MpaHe, TpsAOBa J1a ce nNpeanucBa Bb3 OCHOBA Ha
TEJECHOTO TErJO U Bb3pacTTa Ha JIETETO.

CobluecTByBaT ApPYryd NOAXOASLLUM 3a Bb3pacTTa JiekapcTBeHU (pOpMHU Ha 1adburaTtpaH et

d)OpMB. Hd Apyra, MOKE Jla € HeoOXO0AUMO J1a ce [MPOMEHHK 103aTa.
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ITpeseHUUA HA MOTDYEH UHCYAM U CUCIEMeH emMO0au3bM npu 8vipacmuu nayuenmu ¢ HKITM ¢ edun

il nogeue pucKos

aKmopu { npegen s Ha MOIBYCH HHCY M NPl NPeoChPoHo J“JE‘)E’!E:

IIMHIIM) Jeuenue va IBT u BE, kakmo u npesenuun na peuuousu ia JIBT u PE npu evipacmuu

nauueamu (/IBT/BE)

[IpenopbunTendHuTe ao3mn gaburartpad ertexkcuaar npu nokasanuara [IMHIIM, JIBT v bE ca noxasanu e

Tabnvua 1.

Tabaunua 1:

IIpenopbku 3a nozuposkara npu IIMHUIIM, ABT » bE.

ITpenopbxka 3a 103HPOBKATA

[IpeBeHUMA HA MO3bUYEH HHCYAT U CHCTEMEH
eMOONN3bM NPH BL3PACTHYU NALIMEHTH ¢
HKITIM ¢ eauH unu noseye pUCKoRH

¢daxtopu (I IMHUIIM)

300 mg naburatpaH eTekcunar, mpueMaHuy KaTo eaHa
kancyna ot 150 mg ABa NbTH AHEBHO

Jleyenune na JIBT u bE, kakTo 1 npeseHuus

Ha peuuauey Ha JIBT v PE npu Bp3pactuu
nauueHtH (JIBT/BE)

300 mg naburatpaH €TeKCcUIaT, IPUEMAHHU KaTO eAHa
kancysa ot 150 mg aBa mbTH AHEBHO, CAEA JIEYEHHUE C
napeHTepaneH aHTUKOAryJIaHT B NPOABIKEHHE Ha
Hal-ManKo 5 aHu.

ngnn@ Y84 ce HAMAAREGANE HA 0o3ami

[TaniveHTH Ha Bb3pacT = 80 roanHu

[laniueHTH, KOUTO NPUEMAT CbITbTCTRALLIO
BepanaMui

HHesna nosa 220 mg padburatpad €Tekcunar,
npueMaHa kato eaHa karncyna or 110 mg asa nbTH
AHEBHO

Tprbsa oa ce 06cvOu Hamanrasale Ha
gozama

[TauueHTH Ha Bb3pacT Mexay 75-80 roguHu

[TanuenTn ¢ ymepeHo 0b0pedHO yBpeXaaHe
(CrCL 30-50 ml/min)

[TaliMeHTH ¢ racTpuT, e30(aruT HiH
racTpoesodareajieH pedaykce

Hpyrd nauneHTu ¢ MOBHIIEH PUCK OT
KbpBEHE

TpsbBa na ce u3depe aHesHa go3a 300 mg unu 220 mg
naburaTpaH eTekcunar, 0asupankn ce Ha
HHAMBHAYAJTHATA OlleHKa Ha TpoMBOeMBONNYHUS PUCK
H PUCKA OT KbpBEHE

3a JIBT/BE npenopbkara 3a npuiarade Ha 220 mg pabUratpad eTexXCcHAaT, MPHEMAHU KATO €Ha KancyJa
ot 110 mg aABa MbTH AHEBHO, C€ OCHORARBA HA (PapMAKOKUHETHYHH H (PapMaKOAHHAMHYHH aHANH3H U HE €

NpoyuBaHa B KIMHHAYHH YCNOBUA. BHkTe no-a0ny v toukn 4.4, 4.5, 5.1 1 5.2.

B cny4ai Ha HEMOHOCUMOCT KbM AabHraTpaH eTeKCHIaT nauMeHTuTe Tpad8a Aa 0bAAT UHCTPYKTHPAHM 1a
C€ KOHCYJITHpAT BeAHara ¢ IeKyBallUs CH nekap, 3a Aa 0bae npeanpHeTo NpHEMIUBO aaTEPHATUBHO
NeYyeHKe 3a MPEBEHLIUA HA MO3IBUYEH HHCYNT U CHCTEMEH eMOONH3BbM, ACOUUUPAHH C NPEACHPAHO
mbKaeHe, unu 3a JIBT/BE.

Quenka Ha Ovbpeunama hyHKyUus HPeoU U no 8peMe HA IeYeHUemo ¢ dabuzampan emexkcuiam

[Tpy BCUUKH NALKUEHTH ¥ OCOBEHO B CTAapyecka Bb3pacT (75 roguHH), Thit KaTO OBOPEYHOTO YBPEKAAHE
MOKE 12 € YeCTO CPElUaHO B Ta3u Bb3pacTosa rpyna:

° [lpeau 3anouBaHe Ha nedeHue ¢ aaburaTtpaH eTekcHnat 0bvOpeuHara GyHkuHns Tpabdsa na 6nae
OLUEHEHAa 4pe3 H3YUCTABAHE Ha KpeaTUHUHOBUA KNUupbHC (CrCL), 3a fa ce HBI{H H 7 ; TN
TeXKO O0bOpeuno yspexaaHne (r.e. CrCL < 30 ml/min) (BX. Touku 4.3, 4.4 4 5.2 l;&i'f 92,

. brOpeuHara pyHkuus TpsadBa na Obje OUEHEHA CHLLO U ITPH CbMHEHUA 3a BIIgLEBaHe
6bOpeuHaTa GyHKLUMSA 1O BPEME HA NCUEHHUETO (HaNp. XHNOBOAEMUS, NEXUASE
CbI'bTCTRALLA YIOTpeOa HA HAKOM IEKAPCTBEHH NPOAYKTH).
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HONBAHWUTENHH W3NCKBAHUA TIPH MALMEHTH € NEKO 10 YMepeHo ObOpetHO yBpexaaHe 1 Npy naudeHTH Ha
Bb3pacT Had 75 rOAHHHU:

» [To Bpeme Ha neveHue ¢ gaburarpan erexkcusar ObOpedHata gpyHKUMA TpabBa aa 6be oUeHABaHA
Hal-MaNKO eAUH TBT MOAULLHO WK NO-4€CTO, NPH HEOOXOAUMOCT, B ONIPEAS/ICHY KIMHHYHH
CUTYaALUH, KOraTo ¥Ma CbMHEHUS, Y& OBbOpeyHaTa QyHKUNSA MOXKE [a C€ MOHHKH UK Na Ce BOLIN
(HAMp. XUNOBONEMUA, AEXHAPATALKA, KAKTO K NPH CbMBTCTBALIA YNOTpeda Ha HAKOH EKapCTBEHH
IPOIYKTH).

MeToabT, KOWTO TPSAOBa Aa ce W3M0/38a 3a olueHKa Ha ObOpeuHaTa GyHkuusg (CrCL B ml/min), ¢ MeToAbT
Ha Cockcroft-Gault.

[Ipoodvasicumennocm Ha ynompeba

[TponemxuTenHoCcTTa Ha yniotpebara Ha gadurarpaH etekcunar npu nokazanuara [IMUIIM, JIBT u BE e
noka3aHa B Tabsuua 2.

Tabauua 2: [Ipoabixuteanoct Ha ynorpeda npu IIMUIIM u IBT/BE.

IToxa3zanue | IIpoab/xkuTenHOCT Ha ynoTpeba

[TIMHIIM JleueHneTo TpsdBa Aa € ABATOCPOUHO,

HBT/BE [TpoaAbAKNUTENHOCTTA HA ACYEHHUETO TPAOBA Aa ce ONpeaens HHAWBUAYAIHO cliel
BHUMATEHA OUEHKA Ha 10J13aTa OT JICHYEHUETO CIPAMO PUCKA OT KbpBeHe (BX.
TOuKka 4.4).

KparkocpouHo nedernne (Han-manko 3 meceua) Tpsadpa oa ce npoBexa Npy Hajiuane
Ha MPEXOAHH PUCKOBU (PAKTOPH (HAMp. CKOPOLUHA XUPYPru4Ha ofiepauus, TpaBma,
0be3/1BUKBaHE), a4 NO-NPOABKHTENHO NICUEHHE — NPH TPAHHH PUCKOBH QaKTOPH HIIH
panonatuuda JABT wav BE.

[Iponycuama do3a

[IponycHaTa go03a aaburatpaH eTekcuJiaT MoXe 1a ce npueme 10 6 yaca npeau cheasallara npeanycaHa
no3a. [Ipu no-mManko ot 6 yaca 10 BpEMETO HA CNeABALIMA IPHEM, NTPOINTYCHATATA A03a He TpsOBa aa ce
npuema.

He tpsabBa na ce npueMa ABoiHA 103a, 3a 13 C€ KOMIIEHCHPAT NPONYCHATUTE ONPEASNEHH JO3U.

Ilpexpamssarne Ha npuema Ha dabuzampan emeKcuIam

Jlewennero ¢ naburarpaH eTekcunar He Tpadea Aa ce npekbera 6e3 nekapcku cbBeT. [lauuenTture TpadBa
Aa 0bAaT UHCTPYKTHPAHH 1a C€ CRBPXKAT ¢ NEKYBALLUA JIEKAP, KO Pa3BUAT CTOMAWLIHO-YPEBHH CUMITTOMM,
KaTo aucnencus {Bx. Touka 4.8).

[Ipomsana na neyenuemo

IlpemuHaBaHe OT nedenue ¢ aaburaTpaH eTeKCUNaT KbM NapeHTepanteH aHTUKOAry NaHT:
[Ipenopbusa ce U3vaksane ot 12 yaca caes nocneaHarta 103a npead npeMuuasaHe ot gaburartpax
CTEKCUJIAT KbM NAPEHTEPAIEH AHTHKOArynaHT (BX. To4Yka 4.5).

[IpeMHHaBaHe OT NEUYEHHE ¢ NapeHTEepaeH aHTHKOArynaHT KbM naburaTpaH eTekcunar:
[lapeHTepanHUAT aHTHKOAryNaHT TpsaOBa 4a ce NPEeKbCHE U Aa Ce 3ano4He adurarpaH €
0-2 yaca npeay yaca, Ha3HaYyeH 3a NPHEMAHETO Ha CeBallaTa 403a OT aITEPHATHRH
CPEACTBO, UM NPH MPEKPATABAHE HA JICYEHHETO, B C1YUYAH HA HENPEKBLCHATO JICUEH
HepakuHOHUpaH UHTpaBeHo3eH xenapud (HOX) (Bx. To4ka 4.5).




[IpeMuBHaBaHe OT NEHEHUE C NAOUTATPaH €TEKCHUIAT KbM aHTaroHUCcTH Ha BUTaMuH K (ABK):
MomMeHTbT Ha 3anouBaHe Ha ABK tpabsa na ce kxopurupa cnpamo CrCL kakTo cneaBa:

. CrCL 2 50 ml/min, npueMbT Ha ABK Tpabga aa 3anouxe 3 AHKW pein NPEKbCBAHETO HA
JaburatpaH €TeKCHNAT
. CrCL 2 30-< 50 ml/min, npuemsbT HA ABK Tpa0Ba 12 3anouHe 2 AHU NpeaH NpeKbCBaHETO HA

naou ratTpaH CTCKCHUNAT

Tobit kaTo gaburaTpaH €TEKCHIAT MOXE a NOBAMSAE Ha Mex aYyHapOAHOTO HOPMAJIMZUPAHO CHOTHOLLUEHHE
(International Normalised Ratio, INR}, INR uie otpa3u no-a00pe edexra Ha ABK enBa ciea cnupaHeTo
Ha gaduraTpaH eTeKcUIiaT 3a Hail-Manko 2 aHU. JloTorasa, INR cToliHocTuTe TpsGBa aa ce ThakyBaT ¢
BHUMaHHeE,

[IpemyunaBaHe oT acueHne ¢ ABK kbM aaburatpan erekcunar:
[IpnemsT Ha ABK TpsiGBa aa ce npeycraHosy. /JlaburaTpan €TeKkcHaaT MOXKE J1a C& NPUIara BEAHara Lom
INR e < 2,0.

Kapouosepszuo (ITMHITM)

[TauneHTHTE MOraT aa MpOABLJKAT NpHeMa Ha Jaburatpad eTeKCUIaT No BpeMe Ha KapAHOBEP3HO.,

Kamemuvpra abaayus Ha npeocvpono mvacoene ({(TMUHITTM)

[Tpy nauneHTH Ha neuyeHue ¢ paburatpal erekcuaart 150 mg ABa NbTH AHEBHO MOXE A4 C€ NIPOBEAE
kareTbpHa abnauus. He ce Hanara npexbeBaHe Ha leUeHHEeTo ¢ JadKraTpaH €TeKCUAaT (BX. To4ka 3.1).

IHeprymanua xoponapra unmepgenyust (IIKH) cve cmenmupane (IIMHITIM)

[TaugeHTH ¢ HEKTanHO NPEACHPAHO MBXKAEHE, KOUTO ca noaoxeHH Ha [1IKH cve cTeHTHpane, Morar aa
ObaaT neKyBaHH ¢ gaburatpad etekcuaar B KOMOMHALKSA ¢ TPOMOOUNTHY aHTHArPeEraHTH, Cied KaTo ¢¢
NOCTUIHE XeMOCTa3a (BX. TOYKa 5.1),

CneydajiHu MnonyJjdluHH

Cmapuecka av3pacm
3a NPOMEHH B A03aTad HPH TA3H [TONYJNAaUHA BUXKTC Tabauvua 1 no-rope.
[Tayuenmu ¢ puck om KovpgeHe

[laumeHTH ¢ NOBHILIEH PUCK OT KbpBEHE (BX. Touku 4.4, 4.5, 5.1 u 3.2) Tpabsa ga 6bAAT CTPOTrC KIHHHUYHO
MOHHTOpUpaHH (CNCACHE 3a NMPU3HAUU Ha KbpBeHE U aHeMus). KopurupaHe Ha ao3ata Tpsbea na Obae
pEWEHO NO YCMOTPEHHE HA JIEKYBALWHA N€Kap, Cllel OUCHKA HA CLOTHOLLICHHUETO NOJ3a/PUCK 3a
KOHKpPETHHUA naluedT (Bx. Tadnaria 1 no-rope). KoarynauyoHen tect (Bx. Touka 4.4) MOXE 1a MOMOTHE
3a HWASHTHOUUMPAHE HA MAUUEHTUTE C MOBHUIEH PUCK OT KbPBEHE, MPHUYUHEH OT NIPEKOMEPHA EKCIO3H LKA
Ha naburatpad. KoraTo ce yCTAHOBM NPEKOMEPHA EKCNO3ULUMA HA 1aDUTaTpaH, NPH NaUUEHTH C BUCOK
PUCK OT KbPBEHE, C€ NPEeNOpbYBA NpUnaraHe Ha HamasleHa no3a 220 mg, npyYeMaHa KaTo €1Ha Kancyna
110 mg nBa nbTH AHEBHO. [1pH MoaBa HA KNIMHHYHO 3HAYKHMO KbPBEHE JeUYeHUETO TPAOBA 1a ce NIpeKbCHE.

[Topaay MOBKLLUEHNSA PHCK OT CTOMALLHO-4YPEBHO KbPBEHE NPH NMALMEHTH € FacTpHuT, e30¢a

Touka 4.4).




bvbpeuro vapescoane

JleueHneTo ¢ qaburaTpaH €TeKCHAAT NpH NauHeHTH ¢ Texko 6v6peuno yepexgane (CrCL < 30 ml/min) e
MPOTHBONOKA3aHO (BX. TOUKa 4.3).

He e HeoOXOAMMO KOpHTMpaHe Ha A03aTa Ipy NauMeHTH ¢ eko 6bOpedHo yBpexaaHe

(CrCL 50-< 80 ml/mun). [1pu naunenTu ¢ ymeperna 6nwdpeuna HegocratbuHocT (CrCL 30-50 ml/min),
NnpenopbuMTENHAaTa A03a Aaburatpad erekcuaar € cbuo 300 mg, npuemanu kato 1 kancyna 150 mg aBa
MbTH AHEBHO. Bbnpeku ToBa, NpU NaUWEHTH ¢ BUCOK PUCK OT KbpBeHe TpsOBa aa ce oOMuchH
HaMansiBaHe Ha Ao3ara gaburarpan etekcunar a0 220 mg, npuemanu kato eaHa kancyna 110 mg asa
NbTH JHEBHO (BX. TOYKH 4.4 W 5.2). BHUMATENHO KTUHWUYHO HabNIOAECHHE C€ NTpenopbyBa Npy NauHEHTH
¢ 6b0peuHO yBpeXKaaHe.

Cvnvmemeawa ynompeba na dabucampan emexcuaam u CAabu 00 yMepeHu UHXUbumopu Ha
P-cnuxonpomeuna (P-gp), nanp. aMuo0apoH, Xunuour Wi 8epanamun

He € He0OX0AUMO KOpUTHpaHE Ha N103aTa NPH CbIbTCTBALUO NPUAOKEHKE ¢ AaMHOLAPOH WM XHHHAWH
(Bx. Touku 4.4, 4.5 u 5.2).

[lpenopbuyBa ce HaManABaHe Ha [03aTa Npy NALUKEHTH, KOWTO NIPHEMAT CHMBbTCTBALLO BEpanaMH (BxX.
tabnuua 1 no-rope v Touky 4.4 v 4.5). B Taxbb cnyuait qjaburarpan eTekcunar v Bepanamua Tpadsa aa ce
NpUeMar 1o €JHO U CblLIO BPEME.

TenrecHo meeno

He ce nHanara kopurupate Ha fo3ara (BX. TOUKa 5.2), HO ¢e NPENopbUBa BHUMATENHO KIIMHUYHO
HaOAWAEHHE NTPU MAUMEHTH C TeecHO Terno < 50 kg (Bxk. Touka 4.4).

Ilon
He ce Hanara kopurupaHne Ha ao3arTa {(Bx. Toyka 5.2}

[Teduampuuna nonyrayus

Hsma cboTBeTHaA yrioTpeba Ha gaburaTpad eTeKCUAaT B redHaTpHUHATA NONYtauus 3a MOKa3aHUeTo
NPEeBEHLNSA HA HHCYNT U CHCTEMEH eMbonn3bM npu naudeHTH ¢ HKTIM.

Jevenue na BTEC u npegenyua na peyudusupawiu BTEC npu neduampuynu nayuenmi

[1pn neuendne Ha BTEC nipn neanarpyuyuHu nanueRTH neueHHeTo Tpabea Ja ce 3anoyHe Cnel NedeHue ¢
NnapeHTepancH aHTUKOATYNaHT B NPOABIKEHHUE HA Hali-manko 5 AHM. [1pn npeBeHUMs HA peunIMBHpaLLH
BTEC neyenuerto Tpa0Ba Aa ce 3anoyKe cled NPeAX0AHO JICHEHHKE.

JlaburatpaH etekcunart xkancyiy TpsabBa na ce npuemMar Jsa NbTH IHEBHO, €IHA 103a CYTPHH W €JHa 1034
Bevep, PUONM3UTENHO O €4HO U CbLIO BpEME BCEKH JeH. MHTepBanbT Mex Ay A03HTe TpsdBa Ja e
KOJKOTO ¢€ MOXe no-61u30 40 12 yaca.

[TpenopbuvTenHata Ao3a 4abUraTpaH eTeKCHIAT Kancyau ce onpejaens Bb3 OCHOBA Ha Bh3pacTTa o
TENECHOTO TErNIC Ha NMaLUEHTa, KakTo € nokalaHo B tabnuua 3. Jlo3ata Tpabea Ja ce KOpUTH
TENeCHOTO TEIJIO U BL3PACTTA C HAMPEABAHETO HA NEYESHHETO.

3a KOMOMHAUKMUTE TEJIECHO TEMI0 W Bb3PacT, KOMTO HE Ca NOCOYEHH B TabanuaTa 32
na ObAAT AAACHU NPENOPBKU 3a 103HPaHE,



Tabnauua 3: EAHHUYHKA H 00LIH JHEBHH 1031 Ja0HraTpaH eTeKCHAaT, B MUJIRIpaMu (mg), cnopen
TEJIECHOTO TEII0 B KHaorpami (Kg) H Bb3pacTra Ha NAalMeHTa B NOAHHH.

KoMOHHAUMY TENECHO TEr10 /Bh3pacT Eannuuna ao3a O6ma aHeBHA 034
Tenecno rerno B kg | Be3pact B roaunu B mg B g
11 po<13 8 no<9 75 150
13 p0< 16 8 o<1l 110 220
16 no <21 8 10 <14 110 220
21 no <26 8 10 <16 150 300
26 po <31 & 10 < 18 150 300
31 n0 <41 8 10 < 18 185 370
41 po < 31 g o< 18 220 440
51 no <61 8 10 < 18 260 520
6l po<7l 8 a0 <18 300 600
71 0o <8l 8 10 < 18 300 600
> 81 10 no < 18 300 600

EavMHMYHY 1034, n3MCKBAIM KOMOMHALIMK OT NOBEYE OT €/lHA Kancyna.
300 mg: ABe kancyau 150 mg uau
YETHUPHU Kancynu 75 mg
260 mg: e¢aHa kancyaa 110 mg naoce eana 150 mg unu
eHa kancyna 110 mg nnoc ase 75 mg
220 mg: kaTo Ase kancyad 110 mg
185 mg: KaTO eada Kancyna 75 mg nawc eada 110 mg
150 mg: KaTo efHa Kancyna 150 mg uau

JBE Kancynu 75 mg

Quenxa na Hvbpeynama ynxyus npedu u RO BPEME HA NeYeHUEmO

[Tpean 3anouBaHe HA NeYCHHETO TPAGBA Na ce ONpeacnH U3YHCAEHATa CKOPOCT Ha MoMepyaHa
dbunrpaums (€GFR) no ¢popmynara Schwartz {meToabT, M3Mon3BaH 3a OUEHKA HA KpeaTHHUHA, TpAOBa Aa
Obae NOTBLPACH OT MeCTHa nabopatopus).

JeueHueTo ¢ gaburaTpan eTekcuaar € NpoTUBONOKA3AHO Npu nearaTpuday nauueHty ¢ eGFR
< 50 ml/min/1,73 m® (Bx. Touka 4.3).

INauuentu ¢ eGFR > 50 mI/min/1,73 m? tps6ea na 6uaat nexkyBaHu ¢ 103a chriacHo Tabnuua 3.

[lo BpeMe Ha neyeHueTo 6LOpedHaTta GyHKUNA TpsabBa 1a ce OUeHSBA NPH ONPEAENEHH KINHHUYHH
CUTYalLMu, KOraTo HMa CbMHeHHS, He ObOpedHata hyHKUHUA MOXE 1a Ce NOHHXKHW WK J1a ce BJIOWH (Hanp.
XUNOBOJEMHSA, IEXHAPATALKA, KAKTO K NPH CBIIBTCTBALIA ynoTpeba Ha onpeneeHy NeKapcTBEHH

NPOAYKTH K Ap.).

lipodwasxcumenrnocm na ynompeba

[TpoabmxuTENHOCTTA Ha NeveHHeTo TpAOBa Aa ce onpeaesis HHAMBUAYATHO B 3aBHCHMOCT OT OUSHKATa
[1013a/pUCK.

lIponycnama 0o3a

[TponycHaTta a03a naburatpan eTekcHIaT MOXe Aa ce NnpueMe Ao 6 yaca npeau cielB
no3a. [1pu ocraBauwy no-manko or 6 waca 10 cneABalluns NpyUemM, nponycHarara 403a
npuema.



B HUKaK®LB cliyuyaH He Tpsa0Ba jJa ce npuvema ABoHHa 4034, 3a 14 C€ KOMINIEHCHpaT NMPoOnyCcHaTUTE
HHAHWBUAYATHH O3H.

llpexvcaane na aevenuemo ¢ 0abucampar emexcuIam

Jleuennero ¢ naburatpaH erekcunar He TpabBa aa ce npexseBa 0e3 KoHcyaTauus ¢ nekap. [lauuenTure
WK 0OrpHKBAlIMTE 'Y JIMLA TpAOBa Ja ObJaT UHCTPYKTUPAHH A4 CE CBBPXKAT C JIEKYBAlLlMA JIEKap, ako
MauMeHTHLT pa3BHE CTOMALLHO-YPEBHU CUMIITOMHU, KaTO AUCNENCHA (BXK. TOYKa 4.8).

{Ipomana Ha reyenuemo

[IpeMuuaBaHe OT feyeHHe ¢ gaburarpad eTeKCcHsaT KbM apeHTepaNeH aHTHKOAryNaHT:
[Ipenopsusa ce Aa ce M3yaka 12 yaca crel nocneanaTa 403a Npeav npeMuHasaHe ot aaburatpa
€TEKCUIAT KbM NapeHTepaeH aHTHKOArynaHT (B, Touka 4.5).

[I[pemMHHaBaHe OT NEHEHHE ¢ MAPEHTEpAeH aHTUKOAryJJaHT KbM AaburaTpaH €TeKCHaT:
[lapeHTepanHUAT aHTUKOATYAAHT TpADBa A4 Ce NPEKbCHE W aa Ce 3anouHe aaburaTpaH eTekcunar
0-2 4aca npelH yaca, onpeAeneH 3a NPUNOKEHHETO Ha NAPEHTEPATHUA aHTHKOATYIaHT, HITH NIPK
npeKparsBaHe Ha JIeYeHUEeTO, B CIyYail HA HENPEKBCHATO NeUeHue (Hanp. HedpakLUMOHHPaH
nHTpaseHo3eH xenapun (HOX) (Bx. Touka 4.5).

[IpeMuHaBaHe OT ieueHue ¢ Aadburatpad €TEeKCHNAT KbM aHTArOHUCTH Ha BUTaMUWH K (ABK):

[TaunentuTe TpsdOBa Aa 3anodxar rpuem Ha ABK 3 aHu npean npekbcBaHeTo Ha JaburaTpaH eTEKCHNAT.
Twi KaTo gabUraTpaH €TEKCUNAT MOXKE /1a TOBNMAEC HA MEXAYHAPOAHOTO HOPMANH3UPAHO CbOTHOLLICHHE
(INR), INR e otpasn nio-n00pe ehexra Ha ABK eaBa cnen CliMpaBeTo Ha gaburaTpaHl eTeKCMNaT 3a Hail-
Maiko 2 AHM. Jlotorasa, INR cToliHocTrTe TpsibBa a ce ThiKyBaT ¢ BHHMaHHE.

[Ipemunanane ot neyenue ¢ ABK ksMm gaburarpaH erekcunar:
[IpuemsbT Ha ABK Tpabea na ce npeycranoen. [laburatpaH eTekCHIIAT MOXE 1 CE MpHaara BeHara uom
INR e < 2,0.

HauyuH Ha NpUIOKEHUE

T03M IEKAPCTBEH MPOAYKT € 3a NepopanHoO NPHIOXKEHHE.

Kancynurte Mmorat na ce npuemart cbC WM 6e3 xpaHa. Kancynurte tpabsa na ce norabuaT UEIu ¢ vallia
BOJA, 34 Ja C€ YJIECHMW JOCTUTaHETO UM A0 CTOMAaxa.

[TaunenTuTe TpsabBa A3 O6LAAT HHCTPYKTHPAHU 1a HE OTBAPAT KaNcyaaTa, ThiH KaTo TOBa MOXE 1a [TOBU LU
PHUCKA OT KbpBeHE (BX. TOUKHU 5.2 1 6.0).

4.3 IlpoTHBOonoka3zanus

. CBpbXUyBCTBUTENHOCT KbM @KTHBHOTO BEUIECTBO WM KbM HAKOE OT NMOMOLLIHUTE BELIeCTBa,
n30bpoeHy B Touka 6.1

Texko 060peuHo yepexaane (CrCL < 30 ml/min) npy BB3pacTHH MalMEeHTH

eGFR < 50 ml/min/1,73 m? npu neMaTPpHUHH NAUHEHTH

AKTHBHO KJIHHKYHO 3HAYHMO KbPBEHE

JIE3Hs UNH CBCTOSHME, KOETO Ce Onpeaes Kato 3HauuM PHCKOB (hakTop 3a ronsmMo kbpeeHe. Toba
MOKE€ A2 BKIKOYBA HACTOALLM HNY CKOPOLLHW CTOMALLIHO-YPEBHH Pa3f3BABAHUA, HATHYHUE HA
3JI0KAYECTBEHH HOBOOOpa3yBaHUA C BUCOK PHCK OT KbPBEHE, CKOPOIIHO MO3bUYHO MK rpbOHAYHO
HapaHaBaHe, CKOpPOLHAa MO3b4HA, rpbOHAYHA UTM OYHA XHPYPrHYHAE HHTEPBEHLS 1
BbTPEUEPENHA XEMOPArus, M3BECTHH WU BEPOATHH BAPMUMH HA XpaHOI'IpOBG.ﬂ >BEH oﬂt;(d
MandopMaunu, CbA0BH aHEBPUIMH MU MONEMU BLTPerptOHauYHu UK BB TPYY %E | \
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. CBIBTCTBALLO JIEHEHHE C HAKOH APYTH aHTHKOArYIaHTH, Hanp. HedpakuoHWpaH xenapud (HDX),
XEMapHHU ¢ HUCKO MOJIEKYJIHO Ternio (€HoKkcanapuH, AanTenapruH U Ip.), NPOM3BOAHY Ha XenapuHa

(PoHAANaPHHYKC K ApP.), AHTHKOArYJaHTH 32 IepOpanHo npunoxeHue (Bapdaput, pueapokcadan,
anvkcadaH u ap.), ocBeH B cnieuHpHUHU ycnosus. ToBa ca chyvyauTe Ha MPOMAHA Ha

aHTHUKOaryJaHTHOTO Jiedenne (Bx. Touka 4.2), korato H®X ce npunara B 1034, HeobXoauMH 3a
MOJABbPXKAHE HAa OTBOPEH UEHTpPAIEH BEHO3EH UM apTePUANCH KaTeTbp, UM korato HOX ce
pujara no BpeMe Ha KaTeTbpHa abhaums Npu NpeacbpaHO MbXAEHE (BX. Touka 4.5)

. YepHoapoOHO yBpexkaaHe uny 4epHoApoOHO 3a00NgIBaHeE, 3a KOETO C& OUaKBa Aa UMa OTPaKEHHE
BbpPXY NPEeXUBAEMOCTTA
. ChOBTCTBALLO IEYEHUE CHC C/IEHUTE MOLUHY P-gp MHXNOUTOPH: KETOKOHA30, LIUKIOCTOPHH,

WTPaKOHa30/, IPOHENAPOH U KOMOUMHaUuUATa ¢ PUKCHpaHy J03M riexkanpesup/nubpeHTacsup 3a
CHCTEMHO NPUIOKEHHE (BXK. TOUKA 4.5)
. CbpACUYHH KNAaMHH NPOTE3H, U3UCKBALLKM aHTUKOAry1aHTHO jiedeHue (BX. Touka 5.1)

4.4 CneunrajJHH NpeiynpexIeHHs H NPeaAna3Hyd MEPKU NpH ynorpeda

XeMOparuyeH pUcK

Jlaburarpan etekcunar TpadBa a ¢ce npuiara ¢ NOBHLIEHO BHUMAHHE NPU ChbCTOSHHA ¢ MOBHLLUEH PHCK OT
KbpBEHE UNKU NPH CbOBTCTBALLA YIOTPeDa HA NEKAPCTBEHHW NPOAYKTH, MOBAHSBALLH XeMOCTa3aTta ype3s
HHXUOUpane Ha TpomOoumnTHATA arperauns. [1o BpemMe Ha TepanusaTa KbPBEHE MOXE A Ce NOsBH
HaBcakbAe. [Ipy HeoyakBaH cnaj Ha XeMOorno0HMHa /MU XeMaTOKPUTA, MY CNAJl HA KPBBHOTO HANAraHe,
TpsbBa Aa ce U3BBPIUM Mperies 3a YCTAHOBABAHE MSCTOTO HA KbPBEHE,

[Ipu BB3PACTHH MAUMEHTH B CAYYAH HA HUBOTO3ACTPALUABALLO UIH HEKOHTPOJIHUPAHO KbPBEHE, KOraTo €
HeoOX0auMO Obp30 HeyTpanu3upaHe Ha aHTHKOArynaHTHUs edeKkT Ha AaburartpaH, MOxe 1a ce U3Noa3sa
CNEUUPUUHOTO HEYTPAIU3UPALLO CPEACTBO HAaapyUn3ymad. EduxacHocrra n 6e3onacHoCTTa Ha
naapyuusymad He ca ycTaHOBEHHW NPU NEAHATPHUUHH nauueHTH. Haburatpas Moxe na 6sae OTCTpaHeH
NocpeACTBOM Xemoauanusa. [1py Bb3pacTHU NALMERTH ¢a Bb3MOXKHK APYrH ONUWHKH KaTo U3NONA3BaHe Ha
NbJAHOLEHHA KPBB KK NPACHO 3aMpa3eHa nia3mMa, KOHUSHTPAT Ha KOarynauMoOHHH $akTopH (aKTHBHpaH
WM HeakTHBHpaH), pekoMOnnanTed aktop Vila unu tpombouUTHA Maca (BX. Cbilto Touka 4.9).

B KAMHUYHY U3NUTBAHUA JadUraTrpal €TeKCHIIAT c€ CBbP3Ba C M10-BUCOKH HMBa Ha roNSAMO CTOMALLIHO-
ypeBHO (CH) kbpBene. [ToBuluen puck € HabnraaBaH Npy NaUKMEHTH B ¢TapuecKka Bb3pacT (= 75 roauHu)
Npd cxema Ha npunarade 150 mg ABa NbTH AHEBHO. JIpyry puckosyu gakTopH (BX. ¢billo Tabauua 4)
BKJIIOYBAT €AHOBPEMEHHO NEYEHUE ¢ UHXHOMTOPH Ha TpoMOOLUTHATA arperalus, KaTo KIONUAOTPeEN H
aueTuacanuunnoBsa kucesnnia (ACK) unu Hectepouanu npoTuBoBb3nanutentu cpeactea (HCITBC),
KaKTO W HaJTMUMETO Ha €30(]aruT, racTpUT UK racrpoesodareanet pedykc.




Puckosu ghakmopu
Tabnnua 4 oboOLaBa akTOpUTE, KOMTO MOraT Aa MOBULLAT XEMOPATHUHUSA PHCK.

Tabnnua 4: (PDakropd, KOHTO MOTaT 1a NOBUIIAT XeMOPArHYHHSA PHCK.

Puckos gaktop

(dapMakoAHHAMHYHU U KHHETHYHHU BaKTOpH Bb3pact > 75 roauHu
(DaKTopH, KOWTO NOBULLABAT MJa3MEHUTE HIUBa | [ nasuu:
Ha gaburartpaH . YMepeHno 0b0peyHo yBpexaaHe NpH
Bb3pacTHH nauueHTH (30-50 ml/min CrCL)
. Molusn P-gp urxuburopu (Bx. Touku 4.3
u 4.5)
. ChBMECTHO npuaraHe Ha cnabu ao

ymepeHu P-gp nuxuburopu (Hanp.
AMHOAApPOH, BepanaMuil, XMHHAWH ¢
TUKArpenop, Bx. touxka 4.3)

BropocreneHHu:
° Hucko Tenecuo rerno (< 50 kg) npu
BbL3PACTHU NAUMHEHTH
DapMakoAUHAMHWYHY B3aUMOAEHCTBUSA {BXK. . ACK v apyru HHXUOMTOPH Ha
TO4KA 4.5) TpoMOOUKMTHATA arperauus, KaTo
KJONMHAOrpe
. HCIIBC
. SSRI niu SNRI
. Jpyru exapcTBEHU NPOAYKTH, KOUTO
MOrat Ja HapyluaT XxeMocrtasara
3abonaBaHua / npoueaypH ¢ ocobex . Bpoaenu van npHaodUTH HApYLLIEHHS Ha
XEMOparn4yeH pHCK KoarynanusaTta
. TpombounTOoneHUs UNH PYHKLKOHAIHY
TPOMOOUHTHHU AedeKTH
. CkopowHa OMONCHA UM roisiMa TpaeMa
. bakTepuaneH eHn0oKapaIuT
. Esodarut, ractpuT Uan

ractpoesodareaneH pe@aykce

CbilleCTBYBAT OrpaHHYEHH JAHHU NPH BB3PAcTHU naunedTu < 50 kg (BxkK. Touka 5.2).

CobnpTeTBaluaTa ynotpeda Ha naburarpaH eTekcunart v P-gp HHXHOUTOPH HE € Npoyy4BaHa IpH
neANATPHYHH NMAUMEHTH, HO MOXE 1a YBEIUHM PUCKA OT KbpBEeHe (BX. Todka 4.5).

[TpeanazHy MepKH U OBIAASBAHE HA XEMOPArUYHUS PUCK

3a oBNajABaHE HA YCIOXHEHHA C KbPBEHE BHIKTE ChIO ToUuka 4.9,

OI{EHHH HA COOMHOQWEHUEM O HGJ’IBH/[)HCH

Hanuuunero Ha ne3un, 3abonspanus, npoueaypu W/ nuian GapMakonoruyso neueHue (KaTto
TpoMOOLUNTHY aHTUarperaHTd, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAHUTETHO YBe
rOJsMO KbpBE€HE, U3UCKBAT BHUMATENHA OUEHKA HA CBOTHOMIEHHETO non3a/pyck. Jla
TpabBa fa ce AaBa caMO ako [10/13aTa Ha/1BKMILIaBa PUCKA OT KbPBEHE.
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HannyHUTEe KNIMHUYHHY JAHHW 33 NEAHATPHUHM MTALMEHTH C PUCKOBH (aKTOPH, BKIIOUUTEIHO MAUHEHTH C
aKTUBEH MEHMHIHUT, eHUepanuT 1 BbTpeuepeneH abclec (Bx. Touka 5.1), ca orpaddueHu. [1pu Takusa
nauveHTy naburarpaH etekcunat TpsabBa na ce 4aBa caMo, ako OYaKBaHaTa Moa3a HajJBKILABA PHCKA OT
KbpPBEHE.,

Brumamenno xaunuuno Habmooenie

Ipenopbusa ce BHUMATENHO HAONIONEHHUE 3a NPU3HALIM HA KbPBEHE UK aHEMUA Npe3 LeJus NIEPHO Ha
JeyeHne, 0COOEHO aKo PUCKOBUTE (aKTopu ca KoMOHHWpaHH (Bx. Tabauua 4 no-rope). Tpsabsa na ce
BHUMaBa 0CODEHO MHOTO, KOraTo JabHraTpad €TeKCHAAT ce npuiara €HOBPEMEHHO ¢ BeparamMui,
aMUOJapOoH, XHHHAUH U KnapuTpoMUUKH (P-gp nHxnbuToph) 1 0cobeHo nNpy nosABa Ha KbpBeHe, Hall-
BEYE NPH NMallueHTH ¢ HaManeHa 0BopeyuHa GyHKUUA (BXK. Touka 4.5).

[IpenopbuBa ce BHUMATENHO HADMIOAEHHE 3a [IPU3HALM HA KbPBEHE NPU NMaUHEHTH, IEKYBaHH
cunbTcTBaWO ¢ HCIIBC (Bx. TOo4ka 4.5).

HPEKBCHHHE HQ JeYEHUEMO C c)aﬁu{?ampaﬁ emerkcluiam

[TauHeHTHTE, KOUTO pa3BUAT OCTpa 6BbOpeUHa HegocTaTbYHOCT, TPAOBA 12 MPeYCTAHOBSAT NIPHEMA Ha
nabvrarpaH eTekcHnart (Bx. Chlo To4Ka 4.3).

Koraro ce nosBM TEXKO KbpBEHE, TPAOBA 1A Ce NPEKpaTH JEUYEHHUETO, Ja C€ U3CNEABA NPUUHHATA 32
KLPBEHETO Y NPHU BLIPACTHY NAUHEHTH MOXE j1a ¢ce OOMUCIN NPUAOKEHNE Ha CNelHPUUHOTO
HEYTpalu3npallo cpeaAcTBo (Maapyuusymatd). EpukacHocTra ¥ 6e30nacHOCTTa HA Haapyun3ymab He ca
YCTAHOBEHH NPH NEAHATPHYHHN nauueHTH. /laburatpak Moxe na 6bae OTCTPaKEH MOCPEaCTBOM
XeMOAUaAN3a.

Ynompeba na unxubumopu Ha npomonrama nomna

Moxe na ce 0OMHUCAU NPUNIOKEHNE HA HHXHOUTOP Ha npoToHHaTa nomma (MI1IT) 3a npesenuus Ha CY
kbpBeHe. [Ipu neanarpruny nauneHTr TpadBa Aa ce cneaBaT NpenopbKUTE, ONUCAHK B KpaTKaTa
XapaKkTepuCTHKa Ha NPOAYKTA HA CbOTBETHUA HHXUOUTOP HA NPOTOHHATA NOMIMA.

Jabopamopnu xoazyrayuounu napamempu

Bbnpeku ue TO3M JeKapCcTBeH NPOAYKT 10 NPUHLIMUN HE H3WCKBA PYTHHHO MOHUTOPUPAHE Ha
GHTUKOArynaumuaTa, onpeaAensHeTO Ha CBbp3aHara ¢ Aaburatpad aHTHKoarynauusa Moxe aa 6bae oT nonla
33 YCTAHOBABAHE HA NPEKOMEPHO BHCOKA €KCMNO3MUMUA HA AaburaTpaH Npy HAJMYKE HAa AONbJAHUTEHU
PHCKOBH (haKTOPH.

TpomOBuHoBOTO Bpeme upes pazpexaaHe (dilute Thrombin Times, dTT), exapuHOBOTO BpeMe Ha
cweupsane (EBC) v akTupipanoto napuraino tpomdonnactnioBo speme {(activated Par[IHMKI
Thromboplastin Time, aPTT) morat aa npeaocTaBsaT nosie3Ha HHGopMauus, HO pesyararuTe TpsbBa na ce
ThJAKYBAT ¢ NOBUUIEHO BHUMAHUE NOpaaH BApHaOHIHOCTTA MEX Ay TeCToBeTe (BX. Touka 5.1).

TecTbT 3a onpeaesisHe HA MEXAYHAPOAHOTO HOpMaIU3MpaHo cboTHOoWEeHKUE (International Normalised
Ratio, INR) He € HanexAeH Npy NAMEHTH HA neueHre ¢ AaburaTpaH eTeKCHIAT U HMa AOK/1aaBaHH
cay4au ¢ danumso noaoxuTeaHo nosuwieHue Ha INR. 3aTosa INR tectoBe He Tpsbsa na Obaar
MPOBEXIaHH.

11




Tabnuua 5 noka3Ba HaW-HUCKHUTE NPAroBe Ha KOarynauHOHHUTE TECTOBE NPH Bb3PACTHH MALMEHTH, KOUTO
Morar a 6baaT CBbp3aHU C NOBULIEH PUCK OT KbpBeHE. CHOTBETHUTE NparoBe Npu neanaTpUUHH
NAalUEHTH He ¢a U3BECTHH {BxK. TOuka J.1).

Tad0nuua 5:  Hajdi-nuckn nparose Ha KOAryalHOHHHTE TECTOBE NPH BL3PACTHH NAIHEHTH, KOMTO
MOraT Aa 0bJaT CBbP3aHH € NOBHILEH PHCK 0T KbpBeHe.

TecTt {HaW-HUCKA CTOHHOCT) [TokazaHue
[TMUIIM u JIBT/BE
dTT [ng/ml] > 200
ECT [X-nmbTH Haa ropHata rpaHula Ha HopMara] > 3
aPTT [x-nbTH HaJ ropHara rpaHuua Ha Hopmaraj > 2
INR He TpadBa ja ce npoBex aa

Ynorpeba Ha GUOPHHONUTHYHU NEKAPCTBEHH MPOAYKTH 34 1€YEeHHE HA OCThP UCXEMHUYEH UHCYNT

Ynorpebata Ha PUOPUHONMTHYHHM JIEKAPCTBEHH NPOAYKTH 34 JTEUEHHETO HA OCTbP UCXEMHYEH HHCYAT
Moxe fa ce obcbau, ako ctorHocTuTe HAdTT, EBC v aPTT He HanBuiuaBaTt ropHaTta rpaHula Ha
Hopmata (ULN) cnopea MecTHUTE pedEepeHTHH rpaHULLK.

XUPYPruvyHu onepaury ¥ HHTEPBEHLIUH

I1p1 naueHTH, NpMemaluy nabUraTpaH eTeKCHAAT, KOUTO Ca NOAJIOMEHH HA XUPYPrHYHA HHTEPBEHLUA
HJIM UHBA3UBHU MPOUEAYPH, CHUIECTBYBA PUCK OT KbhpBeHe. [10 Ta3u npuunuHa XUPYPruvHUTE
HHTEPBECHIIHN MOTAT Ad HANOXKAT BPEMEHHO NPEKPATABAHE HA NPUEMAHETO Ha AabUraTpaH eTeKCUAarT.

[TanueHTHTE MOraT aa npoabLHKaT npyMeMa Ha aaburarpaH €TeKCUuaaT, Korato ¢a NnoaJIoKEHHU Ha
KapAMoBEp3HO. He ce Hanara npexbCBaHe Ha neueHueTo ¢ naburarpad erekcunart (150 mg aBa mbTH
JHEBHO) [IPU MALHEHTH, NOAJIOKEHH HA KATETLPHA abilaLKMa Ha NPEACBPAHO MbXACHE (BXK. To4uka 4.2).

HeobxoaMmo € nOBULLICHO BHUMAHHUE, KOMaTO AEYEHNETO BPEMEHHO C€ NPEKPATH NOPaAH HHTEPBEHLIMH
CE NMpenopb4Ba MOHUTOPHpPAHE HA aHTHKoarynanuara. [Ipu naunwenTty ¢ 6L0peuHa HeaOCTaTLYHOCT
KJIMPBHCBT HA AA0KraTpan MOXKe Aa NMPpoabky NO-abiro (Bx. To4YKa 5.2). Tosa TpsdBa aa ce B3eMe
npeaBua nNpeay Bcska npoueaypa. B Takusa cinyyad KoarynalMoHeH TecT (BX. Toukd 4.4 W 5.1) Moxke aa
[MOMOTHE fa Ce ONpeacsn AalK BCE OLIE MMa HapyLLIEHHUE Ha XeMOCTasara.

CrneliHn XUpYPruyHy onepaldy Wi HEOTIOXKHH NPOLIEAYPH

[IpueMsT HA fabvratpan eTekcunar TpsadBa ga 6bae BpeMeHHO npekpareH. AKo € Heobxoanmo 6bp30
HEeyTpanM3upaHe Ha AHTUKOAryNaHTHUA €DeKT, MOXKE Aa C€ H3NO0A3BA CNIEUUPHUUHOTO HEYTPANUIUPaALLLO
cpeacTso Ha AaburarpaH (Maapyuuszymad) 3a Bb3pacTHU naiueHTH. EdukacHocTTa ¥ 6e30nacHOCTTA Ha
naapyumnzymat He ca yCTAHOBEHU NpU NeAHaTpHUYHU nauueHTu. Jlaburatpan moxxe na 6bae oTcTpaHeH
NOCPeACTBOM XEMOAHANN3A.

[Ipu npeycTaHOBSIBaHE Ha TepanusTa ¢ JaburatpaH nalMeEHTHTE ca U3JIOKEHU Ha PUCK OT Tpombo3a,
CBbp3aH ¢ OCHOBHOTO UM 3abonspaHe. JleueHneTo ¢ gaburaTpaH eTEKCUIAT MOXKE Aa ¢ Bh30OHOBH
24 yaca cieq npuiokeHue Ha HAAPYLUH3yMad, ako NalMeHTbT € KIMHUYHO CTa0HWAEH ¥ e MOCTUIHATA
a/IEKBATHA XeMOCTAa3a.

XUPYPruyHy OnepalUu/MHTEPBEHLUNH TPU NTOAOCTPH ChCTOAHUS

[IpuembT Ha naburarpaH etekcunar Tpsbra BpeMeHhHo aa ce npekpatH. [1o Bb3aMox
ofepalMsA/HHTEPBEHLINS TpAOBA Aa C€ OTNOXKH 10 H3MHHABAHETO Ha Hali-Manko 12 4

12



nocneaHaTa n03a. AKO XUpYpruvHaTta onepauMs He MOXE 1a ¢€ OTI0XKH, CbLIECTBYBAa AOBUILIEH PHUCK OT
KbpBeHe. To3u pUCK TPSOBA A2 CE OLIEHY CNPAMO CNEHIHOCTTA HA HHTEPBEH LIUATA.

[lnaHoBa XUPYPruyHa onepaLus

[Ipy BB3MOXHOCT, TPUEMBT Ha faburatpaH eTekcunar Tpsabea 1a ce npekpard Hai-manko 24 yaca npeau
M3BLPLIBAHETO HA HHBA3WBHA UM XHPYpPruvHa npoueaypa. [Ipekparasane npreMa Ha aaburaTpan
eTeKCHIaT 2-4 AHW npeau XUpypruyHa onepauus Tpadea jga ce vMa NpeABHA NP NMaLUEHTH ¢ NOBHLIEH
PUCK OT KbPBEHE WK B CNydal Ha rosiaMa onepauus, [py KOATO MOXKe Aa € HeoOXoAuMa NbiHa
XeMOCTa3a.

Tabnuua 6 060bwaBa npaBunaTa 3a NpekparsBaHe Ha nNpUema npeay HHBa3UBHY HJIW XHPYPrUYHH
npouedypyd NpH Bb3PACTHH MMALIUEHTH.

Tabauua 6: IIpaBnaa 3a npexkpaTsiBaHe HA NpHeMa NMPeAH HHBa3HBHH WIH XHPYPrHYHH
npoueaypH NPH Bb3PACTHH NALHEHTH.

buOpeuna Ipubaunzntenex ITpuembT HA JabUraTpaH eTeKkcu.j1atT TpsabBa aa ce cnpe
byHKIUA MOJIYKHUBOT NpeaAH MJIAHOBA XHPYPTrHYHA onepauns
(CrCL 8 (4acoBe) BHcox pucK oT KbpBeHe Crangapren pucK
ml/min) HJM rOJ1SMA XHPYPrUYHa
onepaums
> 80 ~ 13 2 AHU NPEeIBAPUTENHO 24 yaca npeaBapUTEINHO
> 50-< 80 ~ 13 2-3 n1HY NpeABaApUTENHO 1-2 AHH NpEeaABAPUTENHO
> 30-< 50 ~ 18 4 AHU NpeABaApUTENHO 2-3 KW [PeABAPHTEIHO
(>48 yaca)

IlpaBunara 3a npexpatsaBaHe Ha MpHeMa Npeand UHBAa3WBHU WIW XUPYPTUUHU NPOLESYPH NPH
NeAUATPUYHH nauyedTu ca oboduenu B Tabnuua 7.

Ta6nuna 7: IIpasuJiia 3a npekparsiBade Ha npUeMa nNpead HHBA3HBHY HJIH XHPYPIrHUHH
NpoUeAYPH MPH NEeAHATPHYHH MAllHEHTH.

bLOpeuna (pyHKUHS Cnupane Ha aaburaTpan npeax MJIAHOBA XHPYPTrHYHA
(eGFR B ml/min/1,73 m?) onepauns

> 80 24 yaca npeaBaprUTeNHO

50 —80 2 HY NPEABapUTENHO

< 50 Te3n nauneHTH He ca npoyuBaHH (BX. To4Ka 4.3).

CnuHanHa aHecTe3nd/enuaypanHa aHecTe3ns/nym0anHa nyHKumns

[TpouenypH KaTo CMUHATHA aHeCTe3Us UBUCKBAT MbAHOLUEHHA XEMOCTATHYHA (DYHKLMS.

PUCKBT OT CWHANEH WAH eNHypaieH XeMaTOM MOXE J1a ¢€ NOBHLLIY MPpH Cyyau Ha TPaBMAaTHUHH UM
MHOIOKPaTHY NYHKUWHW U IPH NPOABLIKHTENHA YnoTpeOa Ha ennaypanii kaTeTpH. Cliel OTCTpaHABaHE
Ha KaTeTbp TpAOBa /la MUHAT Hali-Manko 2 4aca npead NpHIOKEHHUETO HA MbpBaTa 103a faburartpax

CITHHAJICH UJIKH ENHOYPAJICH XEMATOM.
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[locToneparuBHa aza

Chen MHBa3WBHATA NPOLEAYpPA MKW XUPYPruyHaTa HHTEPBEHUUS NEUYCHUETO ¢ AaburaTpaH eTekcunar
TpaOBa [a ce NOAHOBH/3aMOUHE Bb3MOXKHO HAl-CKOPO, MPH YCIOBUE Y€ KIWHHUYHATA CUTYAallMg NM03BOAABA
W MMa aJeKBaTHA XeMOoCTa3a.

HeoOxoanMo € NOBULLEHO BHUMAHKE NTPHA TAUMEHTH ¢ PUCK OT KbPBEHE WAH TMALHEHTH C PHCK OT
CBPBHXEKCNO3ULKSA, OCOOEHO NaUMEeHTH ¢ HamalleHa O6BOpeyHa byHkiKa (BXK. cblio Tadnuua 4) (Bx.

Touka 4.4 u 5.1).

[TalineHTHU C BUCOK QNIEPATUBEH PUCK OT CMBLPTHOCT W C BLTPELIHH PUCKOBH (DAKTODH 38
TpoMOoeMOONHYHHU CLOUTHUSRA

ChbuecTByBaT OFrPpaHHUYECHH JaHHH 3a ePUKACHOCTTA K 6€30NacCHOCTTA Ha faburaTpaH €TeKCUIaT NpH TE3H
MAUKMEHTH U NOopajiu ToBa T¢ TpadBa na OBbAAT JIEKYBAHHU ¢ NMOBUILEHO BHHMAHHE.

YepHoapobHO yBpexaaHe

[TaiiMeHTn ¢ MOBUUIEHH YepHOAPOOHH eH3uMi > 2 ULN ca M3knoueHn OT OCHOBHUTE U3NUTBaHUA. Hama
HAMKYEH TepaneBTUUEH ONUT 3a Ta3zu cybnonynauus oT NAUHEHTH U CASA0BATEAHO NPU Ta3u MOnynamus
ynotpebarta Ha Aaburatpad eTeKCUNaT He ce npenopbuBa. HepHoapoOHO yBpexaAaHe UK YepHOAPOOHO
3afonaBade, 3a KOETO CE€ OUAKBA Aa HMa OTPAXXEHHE BbPXY NPEXHUBAEMOCTTA, € NPOTUBOMNOKA3aHO (BiK.
TO4Ka 4.3).

Baaumoneincteue ¢ P-gp UHAYKTOpPH

CbnBsTCTBALLOTO NIPHIIOKEHHE HA P-gp NHAYKTOPH Ce OYaKBa Jla NOHWKH MJIa3MEHUTE KOHLIEHTPALIMK Ha
naburatpaH u TpsOBa aa ce u3barea (Bx. Touku 4.5 # 5.2).

[laumnenTH ¢ aHTUDOCPOIUNTHAEH CHHAPOM

HUApeKkTHO JencTBaluy nepopaniu auTukoarynaut (JITOAK), sknio4ynTENHO gaburaTpaHd eTekcunar,
HE Ce MpenopbLYBAT I1pY NaUKMEHTH ¢ aHAMHE3a 3a TpoMD03a, KOKUTO ¢a AHArHOCTHUMPAHH C
aHTHdOCHONUNKAEH CHHAPOM. [lo--cnelnanio npyd TPORHONO3UTUBHHU NTAUWEHTY (3a JIynyceH

AHTHKOArYJIaHT, AHTUKAPAHOIHIIHHOBH AHTHTENA W AHTHTENA cpeuly 0eTa-2-riankonpoTerH I), neyeHHeTo
¢ JATIOAK moxe na 6bae CBbp3aHO C NOBHIIEHA YECTOTA HA NOBTapsLLUK c€ TPOMOOTHUHH CHLOHUTHA B

CpaBHEHHKE C TepanMATa ¢ aHTarOHKUCT Ha BUTaMKH K.

Mudapkt Ha Muokapaa (UM)

B npoyupaneto RE-LY dasa [II (IIMUIIM, Bx. Touka 5.1) obulata wecrota Ha UM € 0,82, 0,81 u
(,64%/roauHa CbOTBETHO 3a Aaburartpan eTekcHnar 110 mg ABa nbTH AHEBHO, nadKraTpad eTekcunarT
150 mg npa NbTH AHEBHO U BapdapHH — yBEAWUEHUE B OTHOCUTENHHSA pUck 3a aaburatpaH ot 29% u 27%
B CpaBHEHUE ¢ BapdapuH. HezaBucUMO OT neueHUeTo, Hall-Bucoknat abcomoTreH puck ot UM ce
Habnwaaea B CAEAHUTE NOATPYIIH, C NOA00EH OTHOCKTENEH PHCK: NNauueHTy ¢ npeauined MM, naumeHTH
> 65 roanHu ¢ A4adeT UMK KOpOoHapHa apTepyuanta 00JeCT, NAUMEHTH ¢ JIEBOKaMEpHa (bpakilivs Ha
H3arnackBaHe < 40% u nanMeHTH ¢ ymepeHa ObOpeuHa aucpyHxkuus. B gonbaHeHHE NO-BUCOK PUCK OT
MM ce HabmoaaBa npy naUMEHTH, npuemMailn ¢onbTeTBao ACK nmoc k1onuaorpen Ui KIOnKAorpen
CaMOCTOATEIHO.

B TpuTe akTUBHO KOHTpOJKHpaHu npoyuBanus ¢asa [Il 3a JIBT/BE ce chobinasa no-su
caydau Ha UM npun nauHeHTHTe, NpUeMallli AaburaTpaH eTeKCHNAaT, B CpaBHEHHE C T
BapdapnH: 0,4% cnpamo 0,2% B kpatkocpouHuTe npoyusaHua RE-COVER n RE-C
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cnpamo 0,1% B aparocpouHoTto uanutTeave RE-MEDY. Yeennyenuero € cTaTMCTUYECKH 3HAYHMO B TOBA
npoy4sase (p = 0,022).

B npoyusaneTo RE-SONATE, koeTo cpaBHsira naburatpas etekcunar ¢ nnatebdo, yuecrorata Ha UM e
0,1% npu nauueHTUTEe, NpUeMali aaburatpaH etekcunat, 1 0,2% npu nauueHTUTe Ha nnauebo.

[TauMeHTH ¢ aKTHBHO oHKkonoru4Ho 3abonasane (JIBT/bE, BTEC npu neanaTpyiuHy NAUKEHTH)

He ca ycTaHOBEHH eMKACHOCTTa U HE30NAaCHOCTTA MPU NMAUMEHTH, CTPAAallld OT aKTHBHO OHKOJOTHYHO
3abonapane u JIBT/BE. Uma orpanuueHy aaHHH 3a €¢PUKACHOCTTA ¥ OE30MaCHOCTTA NPY NEARATPHUYHY
MauMeHTH ¢ aKTUBHO OHKONOTHYHO 3aD00nsABaHE.

[leqMatprvHa nonynanms

[Ipy HAKOM NeAnaTPUUHU NAUUEHTU CBbC CTPOro cneurgruuHY 3ad0nABaHNs, HATP. TALNEHTH ¢ DOJIECT Ha
TbHKHUTE 4epBa, NP KOUTO MOXe Aa € 3acerdara abcopbuusra, TpadBa na ce OOMUCIH U3NMON3BAHETO HA
aHTHKOAly IaHT, KOHTO Ce Npuara napeHTepasHo.

4.5 BzanMoaeiicTBHE C IPYrH JJeK2pCTBEeHH NPOAYKTH H ApYrd (pOpMH HA B3aUMOJeHCTBHE

B3auMoaeNCTBUSA C TPAaHCNOPTEPH

Haburarpan etekcHnar e cyocTpar 3a ednykcHus TpaHcnoptep P-gp. ChnbTCTBAILOTO NPHIOKEHHE HA
P-gp unxubutopu (BX. Tabnuua 8) ce o4aksa Aa A0BEAE 0 MOBHIIEHW HHBA Ha NJa3MeHarTa
KOHUEeHTpauus Ha JaburaTtpas.

AKO He € NPEANHCAHO APYro, € HeOOXOANMO BHUMATENHO KIHHHYHO HAOII0AeHHE (CNEAEHE 38 NPH3HALM
Ha KbpBEHE UMK aHEeMMA), KoraTo paburatpaH ce npHaara eHOBPEMEHHO ¢ MOLLUHH P-gp uHXHOUTOPMY.
Moxe fa ca HeoOXOIUMH HaMaNsgBaHUA Ha 103aTa B KOMOMHAUUSA C HAKOH P-gp HHXUOUTOPH (BXK.

Toukn 4.2,4.3,4.4 n 5.1}).

TaGauua 8: BzaumonelcTeue ¢ TpaHCIIOPTEPM.

P-gp unxubumopu

Cvnvmemeawyama ynompeba e npomugonoxkasna (8xc. mouxka 4.3)

KeTokoHazou Kerokonazon nosvuwasa ToTaaHUTe AUCq.. U Crax CTOHHOCTH HA gaburaTpaH
CbOTBETHO 2,38 bTH W 2,35 nbTH Chej eAMHYYHa nepopanHa 103a 400 mg u
CHOTBETHO 2,53 nbTH U 2,49 NbTH CJIeJ MHOIOKPATHO NEPOPATHO MPUIOKEHHE HA
400 mg KETOKOHA30/1 BEIHbX JHEBHO.

HpoHenapoH [Tpu €AHOBpPEMEHHO NPUIOKEHHWE HA AadHUraTpaH eTEKCHUNAT ¥ JPOHEAAPOH
ToTanHUTE AUCo 0 ¥ Ciax CTORHOCTH Ha gaburarpat e YBENHYaBaT ChbOTBETHO
okoa0 2,4 nbTH 1 2,3 NbTH cnea MHOrokpaTHO npuioxedne Ha 400 mg apoHeaapoH
J1Ba MbTH AHEBHO H CLOTBETHO OKOJIO 2,1 NnbTH ¥ 1,9 nbTH Cliea eAMHHYHA A03a

400 mg.
HTpakorason, Bb3 ocHOBa Ha pe3yNTaTHTE in vitro MOXE Aa C€ O4aKBa NoaoOeH eheKT, KAKTO C
UMKJIOCNOPHH KETOKOHA30,

['nexanpesup/ | CbhbobTcTBauUlaTa ynotpeba Ha naburatpad eTexcunar ¢ kKoMOHHaUHATA ¢ GHKCHPaHU
MUOpPEHTAcBHP | A03W Ha P-gp HHXHOHUTOPUTE rnekanpeBrup/nUOpPEHTACBUP NNOKA3Ba yBE/IHUaBaHe Ha
EKCMO3UMLIUATA Ha AaduraTpad 4 MOXe 12 MOBHILY PHCKA OT KbpBEHE. —

Coenememeawyama ynompeba He ce npenopvusda

Taxponumyc In vitro e yCTaHOBEHO, Y€ CTENEeHTa Ha UHXUOUTOPHUSA eeKT Ha faky
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EaHOBPEMEHHOTO NPUAOKEHNE HA 1aDUIraTpaH ETEKCHIAT ¢ TAKPOJIUMYC He €
IPOYUYEHO KIMHHUYHO. BbNpeku ToOBa, OrPAHUYEHUTE KIMHUYHYU JAHHH OT ApYru
P-gp cybeTpatu (eseponiMMyc) npeanosarat no-cnabo uuxubupane Ha P-gp ot
TAKpPOJUMYC, B CpaBHEHHE ¢ HAOMIOJABAHOTO NpU CHIHK P-gp HHXUOUTOPH.

Heobxooumo e nosuueno guumante npu cenememsawya yvhompeba (8. mouku 4.2 u 4.4)

BepanaMun

Korarto gaburatpan etekcunat (150 mg) ce npunara €aHOBpEeMEHHO ¢ Nepopanex
pepanaMun, Cnax 1 AUC Ha naburatpas ce yBenu4apar, HO CTEMNEHTAa Ha Ta3u
MPOMAHA € Pa3nnUyHa B 3@aBUCUMOCT OT BPEMETO Ha npHueMale H dopmara Ha
BepanaMmn (Bx. TOUKH 4.2 u 4.4).

Hali-ronamMoTo noBHllaBaHe Ha €KCNO3MLIMATA Ha AaburaTpaH ce Habnwaaea npu
MbPBATA 4033 HA BepanaMun ¢ He3abaBHO OCBODO AaBaHe, NpUETa ¢AUH Yac npeau
npueMa Ha aaduratpaH eTekcuaar (yeeauuaBaHe Ha Cpax 0KONO 2,8 NHTU U HA
AUC okono 2,5 nbTH). EdexTbT nporpecMBHO HAMANABA IPU IPUIIOKEHUE HA
dbopmarTa ¢ YAbIKEHO 0cBO0OK AaBaHe (yBelnyaBaHe Ha Chax OKOJIO 1,9 NBTH K Ha
AUC okono 1,7 NbTH) HAK NPH NPUAOKEHHE HA MHOTOKPATHHU 1034 BEpanamui
{(yBenn4asaHe Ha Cuax OKONO 1,6 bTH U HA AUC oko05i0l,3 nbTH).

He ce Habnonasa 3HaUMMO B3aUMOEHCTBHE, KOraTo BEpanaMui ce npuema 2 yaca
cnea naburatpaH etekcuiart (ysennuapase Ha Cgx OKoNO 1,1 mbTH ¥ HA AUC
okono 1,2 nbTH). Tora ce 004CHABA ¢ MbaHaTa abCopOLIMs Ha naburarpaH ciej

2 Yaca.

AMHOJAPOH

Korato naburatpaH eTekcunar ce npunara eIHOBpeMEHHO C €MHHYHA NEpOpaliHa
no3a 600 mg aMmnoaapoH, cTerneHTa ¥ CKOPOCTTa Ha abcopduust Ha aMHOAAPOH H Ha
akTHBHWA MYy MeTabonnT DEA no cbiuectBo He ce npoMeHaT. AUC n Ciax Ha
aaburatpaH HapacTeaT CbOTBETHO OKOJIO 1,6 bt U 1,5 nbTH. [lopaaun abarus
MOJIY»KMBOT Ha aMHOAAPOH BL3MOXHOCTTA 34 B3aUMOJECHCTBUE MOXE Aa
ChLUECTBYBA CEAMULM ClIEA MpeKpaTsaBaHe Ha IEYEHHUETO C aMHOAAPOH (BX.

TOuku 4.2 n 4.4).

XHWHUIUH

XHWHUAMH e rpunarad kaTto ao3a ot 200 mg Ha BcekH 2 vaca a0 oduia jio3a

1 000 mg. HaburaTpaHn eTekcunarT € npynarad ABa NLTH JHEBHO B NPOAb/KEHHE HA
3 nocnenoBaTeNnHyu AHH, ¢bC UK 03 XMHWAWH Ha TpeTus aeH. AUC, i U Cohaxss HA
AabuUraTpaH ce yBeJIM4aBaT CPpeaHOo CbOTBETHO 1,53 mbTH ¥ 1,56 MbTH 11pH
CLI'BTCTBALLO MPHUAOKERHE HA XMHHAUH (BX. TOoUkH 4.2 n 4.4).

KnaputpoMHLUH

Korato knapurpomuuipH (500 mg aABa nbTH AHEBHO) CE MpHUAra 3a¢HO ¢
naburatpaH eTekcunaT npu 3apasy A00poBoniH, ce HabAKAaBa NOBKILABAHE HA
AUC okono 1,19 nb1u ¥ Ha Chax 0K0ONO 1,15 nbTH.

Tukarpenop

Korato ennnuyuna 03a ot 75 mg naburaTtpaH eTeKcunar ce npuniara
eAHOBPEMEHHO ¢ HaToBapsalla Ao3a oT 180 mg tukarpenop, AUC H Chax Ha
aaduraTpaH ce noBUiLaBaT cboTBETHO 1,73 nbTH M 1,85 nbTH. Cnea MHOMOKpaTHH
1034 Ha Tukarpenop 90 mg, A1Ba N'bTH AHEBHO, YBEJIHYABAHETO HA EKCMIO3NLMATA HA
paburatpat € 1,56 nbTH W 1,46 MbTH, CHOTBETHO 38 Cnax H AUC.

ChIrbTCTBALLOTO MPUNOKEHUE HA HATOBapBauwla fo3a Tukarpenop 180 mg u
naduratpan etekcunat 110 mg (B crauoHapso ¢beTostHue) noBuinapa AUC, s U
Crnax ss HA JabUrarpan ¢cbOoTBeTHO 1,49 NnbTH W 1,65 MbTU B CpaBHEHKE ¢ faburartpad
€TEeKCHUIIaT, MPUNAaral caMocToATeNHO. Korato HatoBapBalua a03a ot 18

HaMaJIsiBa CbOTBETHO 10 1,27 nbTu ¥ 1,23 NbTH B CpaBHEHUE C
eTeKCHJIAT, MPHJIAraH caMOCTOATENHO. TaKbB HE3ACTbIBALL CE
npenopbyBa NPH 3aN04YBaHe Ha THKArpenop ¢ HaToBapBallia Ao
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CbnbTCTBALLIOTO NPUIOKEHHE Ha 90 mg THKarpenop ABa MbTH AHEBHO
(nopabpxkaiia no3a) M 110 mg paburaTpaHd eTeKCHAaT MOBHILIABA KOPHTUPAHUTE
AUC: ss U Cinaxss Ha Ja0UraTpal cboTBeTHO 1,26 bTH ¢ 1,29 1bTH B CpaBHEHUE C
RaburaTpad €TEKCHAAT, IPUAArad CaMOCTOATEINHO.

[lo3aKk0oHAa30N [lozakoHa3on ¢bLo HHXHOHWPA B HAKAKBA CTENEH P-gp, HO TOBA HE € NPOYUEHO
KNHHHYHO. EAHOBPEMEHHOTO NPHAOKEHHUE HA AabUraTpaH €TEKCHNAT C
[103aKOHA30,1 Hanara BHMMATEITHO NpOoCicAsBaHe.

P-gp HHAYKTOPH
Cwnvmemeawama ynompeba mpsbga 0a ce uzoszeaa.

Hanp. CobITbTCTBALLOTO NPUAOKEHHE CE OYAKBA 14 AOBEAE A0 NMOHHXKABAHE HA

pApaAMIHLUHH, KOHLUEHTPAUHATA Ha 1adUraTpaH.

BT

KAHTapPUOH, [IpeMeauKauuaTa ¢ U3CieBaHnus HHAYKTOP pudaMnuUMH npy Ao3a 600 mg

(Hypericum BEAHBXK AHEBHO 3a 7 AHU NTOHKWXKABA 0011laTa NUKOBAa KOHUEHTpaLKs Ha aaburatpax

perforatum), U 00L1aTa EKCNO3UUMA ChC CHOTBETHO 65,5% W 67%. UnayurpaluvsaT edekT e

KxapbaMasenuH MOHWKEH, KOETO BOAY A0 HMBO HA €KCMO3ULIKA HA aadburarpaH, 6J143K0 10

unv GeHUTOUH pedepeHTHATA CTORHOCT A0 A€H 7 Cled CIIHpaHe Ha NeUeHUeTo ¢ pudamMnuuuH. He
¢ HaOMI01aBaHO NO-HATATHLILUHO NOBUILICHKE HA OUOHANUYHOCTTA Clied OLe 7 AHM.

npOTEﬂL’.H:H PI}*Iélr'l(“:'IrJITl;‘r['.:l'lE KaTO PUTOHABHD

Convmemsawama ynompeba He ce npenopvusd

Hanp. Te noBnusasar P-gp (kakTo KaTo HHXUOUTOP, TaKA U KATO HHAYKTOP). Te He ca

PUTOHABHP U 6unu NpoyuYBaHy, NOpaaH KOETO He Ce MpenopbUBaT 3a ChIbTCTBALLO JIEUEHHE C

komMOMHaUuMuTe | 1aBuraTpaH eTeKCcunar.

MY C ApYTH

NpoOTEa3Hu

HHXHOUTOpH

P-gp cybcTpar

JurokcuH B npoyuBaHe, nposeacHo ¢ 24 3apasH A0OPOBONLM, TPU €AHOBPEMEHHOTO
npujloXkeHne Ha naburaTpaH eTeKCUnaT U AMTOKCHH He ca HabMAaBaHH TPOMEHH
B €KCMO3ULIMATA HA AWMOKCHH U KAHHUYHO 3HAYUMH NPOMEHH B €KCNO3ULMATA Ha
Aa0UraTpaH.

AHTHI{GHF_‘EIIHHTH H JCKADCTBCHH NPOAYKTH CPCLLLY T[}[}MGE}MHTHH darpcratinig

JIKNCBA MK CHLIECTBYBA CAMO OrpPaHHYEH ONUT CbC CHEAHNTE IEYEHUSA, KOUTO MOTAT Aa NOBHILLAT PHCKA
OT KbpPBEHE, KOrato ¢€ rpuiarart CbII'bTCTBALLO ¢ AaduraTpaH €TEKCHNAT: aHTHKOAarynaHTH, KaTto
HedpakLioHupaH xenapuH (HOX), HuckoMonekyuu xenapiii (HMX) v xenapyuHoOBH NpOU3BOAHU
(oHaanapuHykc, Ae3UpyauH), TPOMOOAHMTHYHH NEKAPCTBEHH NPOAYKTH U aHTArOHUCTH Ha BUTaAMUH K,
pHBapokcabaH MW APYTH aHTHKOAryJaHTH 3a NepopanHo NpUAOKEHNE (BXK. TOHKA 4.3), HIIH JIEKAPCTBEHU
NPOLYKTH cpeLuy TpomdourTHa arperauus, kato GPIIb/lila peuenTopHy aHTaroHWCTH, THKNONMHANH,
npasyrpeJi, THKarpenaop, AeKCTpaH U CyIPUHNNPa30H (BXK. To4YKa 4.4).

Ot paHHuTe, cbOpann no speme Ha Pasza Il npoyusane RE-LY (Bxk. Touka 5.1), e HabnrogaBano, 4e
CbABbTCTRALLATA YIIOTPeOa HA APy NEPOpanHU UKW NApEeHTEPATHU AHTHKOAry1aHTH NOBULLIABA
YyeCTOTATA Ha FOJIAMO KbpBEeHE NPUOAUINTENHO 2,5 TbTH, KAKTO Npi AadMraTpaH eTEKCUNAT, TaKa ¥ NpH
BapgapuH, rNaBHO B CHTYAUHK, CBbP3aHK C NPEMUHABAHE OT €ANHNA AHTHKOATYNaHT KbM ApPYTUA (BK.
To4ka 4.3). OcBeH TOBa, CbNBTCTRALIATA yNoTpeba Ha aHTUTpomMOOoTHUHYM cpeacTBa, ACK unu
Kaonuaorpen nprudIM3UTENHO YABOABA YECTOTATA HAa MONAMO KbPBEHE, KAKTO NpH 4a0ur
Taxka U npu BapdapuH (BXK. Touka 4.4).
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HMDX MOx¥e na ce npuiara npu G031, HeoOXO0AMMH 32 NOAABPKAHE HA NPOXOAUMOCTTA Ha LIEHTPANIEH
BEHO3CH MW apTepHalieH KaTeTbp WJIH [0 BPEME Ha KaTteTbpHa adlalus Nnpy NpeaAchpPAHO MBbXAEHe (BX.
TO4YKa 4.3).

Tabanuna 9: BianmoaeHcTBHA ¢ AHTHKOArYJAHTH H JIEKAPCTBEHH NPOAYKTH CPelly TPOMOOUHMTHA
arperaums.

HCTIBC [Tpunaranure 3a kpatkocpoura aHanre3auss HCIIBC He ce cabp3BaT ¢ noBuieH
PHCK OT KbpBEHE, KOraTo c€ NpHAaaraT CbN'bTCTBALLO ¢ AabHraTpaH eTeKCHIar.
[Tpu npoawmxuTenHa ynorpeba B npoyusaneto RE-LY HCTIBC yBenuuasat
pHCKa OT KbpBeHe ¢ okono 50% kakTo NpH gaburarpaH €eTeKCHNAT, Taka # NpH
BAp(APHH.

Knonuaorpen [Ipn mnanu 3apaen 0O0OPOBOIUH OT MBXKKHK MO ChIBTCTBALLOTO NPHIOKEHHE Ha
naburatpad €TeKCHIaT U KNONUAOrpes He e JOBEO A0 AOMbJHHTENHO
YABJIKaBAHE HA BPEMETO HA KANUAAPHO KbpPBEHE B CPABHEHHUE C MOHOTEPANHUS C
knonnaorped. Ocsen 1082 AUC ss ¥ Cinax,ss, ¥ I3MEPHUTENNTE HA KOArynaumara 3a
edexTa Ha JaburaTpaH, MaM tHXUOKMpaHeTo Ha TPOMOOLIMTHATA arperauus Kato
U3IMEPHUTEN Ha edeKTa Ha KNONKAOTPe, 110 ChIUECTBO OCTaBaT HENPOMEHEHH NPH
CpaBHsIBAHE H& KOMOMHHPAHOTO NeYeHUe U CHOTBETHUTE MOHOTepanuH. [Ipu
HaTtoBapsawa go3a 300 mg unu 600 mg knonnporpen, AUC, s ¥ Cipaxss HA
naduratpan ¢¢ nopuwanar ¢ okoao 30-40% (Bxk. Touka 4.4).

ACK ExanoepemeHHoTo npunoxenue Ha ACK n 150 mg naburatpan etekcunat apa
MbTU AHEBHO MOXE 14 NOBULUY PUCKA OT BCAKAKBO KbpBeHE OT 12% 10 18% n
24% cboTBeTHO npu 403K 81 mg ¥ 325 mg ACK (Bx. Touka 4.4).
HuckoMonekynuu | CenbTeTBaarta ynorpeda Ha HuckoMmonekynuu xenapudu (HMX), kato
xenapuid (HMX) | eHokcanapuH v naburatpaH eTeKCUaaT, HE € Creuraliio npoyusaHa. Cnep
npeMuHaBaHe OT 3-AHEBHO JieyeHHe ¢ eHokcanapuH 40 mg s.c. BEAHbXK AHEBHO,
24 yaca cnef nocnegHaTa 2032 €HOKCANApHH, eKCno3nLMAaTa Ha zraburaTpaH e
OMlla MaJIKO NO—HUCKA, OTKOJAKOTO Ta3u, HENOCPEACTBEHO CIeA NPUIOKEHHUETO
caMo Ha naburaTpaH erekcunar (eaMHudHa ao3a 220 mg). Habnionasata e
no-eucoka aHTU-FXa/Flla akTHBHOCT caell NpuaoKeHue Ha naburaTpaH eTekcUnar
C MPEeABAPUTENHO JIEUCHHE C €HOKCANAPUH B CPABHEHUE C NIEUYEHUETO CaMo C
naburarpad etekcunat. CuuTa ce, 4e TOB4 C€ AbJINKH HA NPOAbLIIKHTENHOCTTA Ha

edEeKTa Ha EHOKCanapuH ciael aeueHUeTo (carry-over €ekT) ¥ CCA0BATEHO HE €
KAHHUYHO 3HaYUMO. OCTaHANUTE Pe3yaATATH OT AaHTHKOArY 1aHTHHUTE M3C/IeABaHHA,

CBbP3dHH C .uaﬁnra*rpan, HE Ca NPOMCHCHH 3HAYHUMO OT JICYCHHUCTO C CHOKCAINAapHH,
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Apyru B3aumoaefcTBus

Tabauna 10: Ipyrn BzanmoaeiicTeug.

CenexTuBHU UHXUOUTOPY Ha OOpaTHOTO 3axBallaHe Ha cepoToHuHa (SSRI) UM ceNeKTUBHH
HHXHOUTOPH Ha OOPATHOTO 3aXBalllaHE Ha CEPOTOHUHA U HopenuHedpuna (SNRI)
SSRI, SNRI SSRI n SNRI nosuiasaT pucka oT KbpBEHE BLB BCHUKH FPYTTH Ha JIeYEHHUE B
npoyusaHeTo RE-LY.

Bewjecmeaq, xoumo nosauseam cmomawromo pf

[lanTtonpason | [lpu eqHOBpeMeHHO NpuIoKeHUe Ha naburatpad eTeKCHNAT K MAHTONPA30. Ce
HabmoaaBa npubnusntenHo 30% vamanenue na AUC Ha paburatpad. [TaHTonpason
U ApYTH HHXHONTOPH Ha rnporoHnarta nomna (MIII1) ca npunaranu eAHOBPEMEHHO ¢
naburaTpaH eTekcuNaT B KIMHUUHU U3NUTBAHMA M ChIIBTCTBALIOTO jeueHue ¢ UTIT]
He M3riaekaa Aa HaMassiBa eUKacHOCTTa Ha faburaTpaH eTexCcHaar.

PaHUTHIHH [TpunoxeHeTo Ha PAHUTUAHH 3ae2HO C 1adUraTpaH eTEeKCUNaT He 0Ka3ea
KIIMHHYHO 3HAYMM €EeKT BbPXY CTeneHTa Ha abcopbums Ha fgaburarTpaH.

B3auMoaencTBUs, CBbP3aHK ¢ META0ONIMTHUSA podu) Ha AaburaTpaHn €Tekcuaar ¥ gaburarpas

JlaburatpaH eTekcunat u JaburaTpaH He ¢e MeTaboIM3KpaT OT CUCTEMaTa Ha LMTOXpOM P450 u Hamar
in vitro €PEKTH BLPXY HoBelKkHTe MTOXpOoM P450 ensumu. CnenoparenHo, ¢ AabDMratpaH He ce ouakBaT
CBBP3aHH JIEKAPCTBCHH B3aMMOACNCTBHA,

[lendaTpudHa nonyjgauus

np{]}’IIEHHHHTH 34 B3AUMOJEHCTBHA Ca NMPOBCHKIAHN CaMO NpPH BB3PaCTHH.

4.6 @epTHaHTET, OPEMEHHOCT H KbpPMEHe

A eHHW ¢ aerepoeH NoTeHUMa

JKeHH ¢ aeTepOoAeH NoTeHUMan TpAdBa Aa H30ArBaT OPEMEHHOCT NO BPEME HA JleueHre ¢ gaburartpan
€TEKCUNAT.

bpeMeHHOCT

MmMa orpannuens AaHHu ot ynotpebara Ha JaduratpaH €Tekcunar npy OpeMEeHHH XEHM,
[TpoyuBaHusTa NPU XHUBOTHU NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BK. Touka 5.3). [loTenunanuust
PHUCK MpY XOpa HE € U3BECTEH.

Haburatpan erekcunat He TpabBa aa ce npuaara no BpeMe Ha OpeMeHHOCT, OCBEH B cliy4yail Ha
KaTeropuiHa HeoOXoaHMOCT.

Kbpmene

HsMa KNMHKYHY AaHHK 32 eeKTa Ha naburatpad BbpXy KbpMauyeTaTa Nno BpEeMeE Ha KbPMEHE,
KbpmeHeTto TpsiOBa a ce npeycTaHOBH MO BpeME Ha NeueHue ¢ AaburaTtpaH eTeKcunar.

DOEepTUAUTET

Hama nanHu npy xopa.

[Ipn npoyuBaHus BbPXY XKUBOTHHM € HaOM0AaBaH €PEKT BLPXY (PEPTHIUTETA MPH XK
Ha HaMajisBaHe Ha 6poA HAa UMIIIAHTALUMHUTE K NOBHILABAHE HA NPEAUMIIIAHTALHO
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70 mg/kg (5-KpaTHOTO HMBO Ha MJ1a3MEHA €KCNO3WLUUA NPH NaUuMeHTH). He ca HabnioaaBaHu Jipyru
edeKTH BbpXY QepTUAUTETA NPH MEHCKUTE. HAMa BAUgHUE BbPXY dDepTUINTETA MPU MBXKUTE, TIpH
N03M, KOUTO €A TOKCHUHH 32 mMalikuTe (5- 10 10-KpaTHOTO HUBO HA 11N1a3MEHa EKCNO3ULIHS NPY NaUKHEHTH),
Npy NAbLXOBE K 3ailM ce HabNKaaBa HaMalsiBaHe HA TENECHOTO TErno 1 eMopnoderandara
MHUIHECNTOCOOHOCT, 3a¢AHC € MOBUILIABAHE HA (PETATTHHTE BapHanMM. B npeHaTanHOTO U NOCTHATANHOTO
npoyusaHe € HabaroaaBaHO NOBUILABAHE Ha PeTanHaTa CMbPTHOCT NIPH 103U, KOUTO €& TOKCHYHY 34
MaHWKHTE (1033, CbOTBETCTBALWA Ha 4 MBbTH NO-BUCOKO HUBO HA MNA3MEHA €KCNIO3UMLMA OT HabMHAaBAHOTO
NpH NALUEHTH).

4.7 EdekTH BnpXy cnocodbHocTTa 3a modupane u padora ¢ MANIHHHA

HaburarpaH €TeKCunaTt He NOBMUSBA UK NOBIHABA NPEHEOPEKUMO CITOCOOHOCTTA 32 IIO(pHPAHE H
paboTa ¢ MallIMHM.

4.8 HexeaHH JeKAPCTBEHHN peaKHHH

O06obieHre HA Npodnna HA DE30MACHOCT

HaburaTpaH eTeKCHNAT € OLEHEH B KIIUMHUYHU HU3NUTBAHUA NTpu 006110 npubdaunzntento 64 000 nauuveHTH,
OT KOUTO NpHOnu3uTenHo 35 000 nauHeHTH ca NekyBaHy ¢ gaduratpan etexcunar. Oowo 22% ot
NARUEHTUTE C NPEACEPAHO MBXICHE, JIEKYBAHH 3a NPEBEHLINA HA MHCYNT H CHCTEMEH eMOONIN3bM
(ABATOCPOYHO JiedeHHe A0 3 roanuu), 14% ot naunenrure, nexkysauu 3a JIABT/BE, v 15% ot naunenrture,
NneKyBaHW 3a npeseHuusa Ha JIBT/bE, ca nonyunnu HexenaHy peakuuu,

Hali-uecTo cboOluaBaHWTe CbOMTHA ca Ciay4ad Ha KbPBEHE, Bb3HUKBALLMW NpH Npubnu3utendo 16,6% ot
MALHEHTUTE C MPEACHPAHO MbXKEHE, JIEKYBAHH ABANOCPOUHO 332 MPEBEHUMA HAa HHCYNT U CUCTEMEH
embonu3sM, 1 npu 14,4% ot Bb3apacTHHTE nauMeHTH, NekyBarnM 3a JIBT/BE. Ocsen ToBa uma cnyyau Ha
kbpBeHe 1py 19,4% oT nauueHTHTE B U3nuTBaHeTO 3a npeseHuns Ha JIBT/bE, RE-MEDY (Bb3pacTHH
namueHTH), 1 nipu 10,5% o1 nauueHTHTE B W3NKUTBAHETO 3a npeBenuns Ha JIBT/bE, RE-
SONATE(Bb3pacTHU NMALKMEHTH ).

TBh kaTo nonynauuuTe OT MALUUEHTH, NEKYBAHH 3a TPHTE IIOKA3AHUS, HE Ca CPABHUMU M CbOUTHATA HA
KbpBeHe 00XBaLIAT HAKONKO CHCTEMO-opraHHHU knaca (SOC), B 06001weHo onucanue cubuTHATa Ha
rONAMO W Ha BCAKAKBO KbLPBEHE ca pasnpele/ieHd cnopel MNoKa3aHMETO U ¢a MOCOUYeHU B Tadbnuuu [2-15
no-A01y.

Bbrnpeky ue e ¢ HUCKA YECTOTA MPU KIMHUYHW H3MUTBAHKA, MOXKE 1a HACTBNUW IOJISMO HIIH TEXKO
KbPBEHE, KOETO HE3aBUCUMO OT MACTOTO Ha Bb3HHKBAHE MOKE jJa JOBele 10 MHBAUAH3UpaHE,
KMBOTO3aCTPalllaBall0 ChCTOAHUE UK JOPH JIeTANleH W3XO/.

CHHCHK HA HEKEIAHUTE PEAKLIMU B TaDJIUYEH BUA

B rabnuua 11 ca nokazaHu HexenaHUWTE peakiii, YCTAHOBEHHU B MPOYYBAHUATA U NOCTMAPKETUHIOBH
A&HHH TIPU IOKA3aHKWATA NPEeBEHLMA HA TPOMOOEMOONUYEH HHCYNIT H CHCTEMEH €MOOIU3BM NPH
MaLMUEHTH ¢ NPEeaCcbpAHO MbXacHe, neueHue Ha JABT/bE u npeeHuus va JIBT/bBE. Te ca rpynupaHu no
cUCTeMO-0praHeH knac (SOC) W no YecToTa ¢ M3NON3BAHE HA CIeQHATa KOHBEHUUS: MHOIO H4ECTH

(= 1/10}, yect (= 1/100 no < 1/10), Heuectu (= 1/1 000 g0 < 1/100), peaxu & 1/10 000 go < 1/1 000),
MHOro peaku (< 1/10 000); c HeusBecTHa YecToTa (OT HATMYHNTE JaHHHM He MoXe aa Obae HanpapeHa
OLIEHKa).
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Tabnuua 11: Hexxenann peakuuu.

UecTOTa

SOC / IpeanoynTalH TEPMUH

[lpeBeHUIMA HA HHCYAT U

Jleuerue Ha JIBT/BE u npesenuus

CUCTEMEH EMDOMUILM Ha JIBT/BE
NPy NaLHEHTH C
NPEACHPAHO MbXKIEHE
HapyuieHus Ha KpbBTa U JUMQHATA CHCTEMA
AHeEMMS HecTH HeuecTu
[TouuxxeH xemornobuH Heuectn C HeW3BEeCcTHa 4YecToTa
TpoMboUHTONEH U HevecTH Peaku
[TOHHXKEH XeMaTOKPUT Peaku C HEeM3BECTHA YeCTOTa
HeyTtponeHHs C Heu3BeCTHA 4€CTOoTa C HeHn3BeCTHa 4eCToTa
ArpaHynoLUuTO3a C HEeM3BECTHA YeCTOTa C HEeH3BECTHA YecToTa
HapyuueHus Ha MMYHHATA CHCTEMA
JlekapcTBeHa HeuecTH HeuecTu
CBPBXUYBCTBHTEIHOCT
Obpus Heuectu Hedectu
Ilpypuryc Heuecrtu Heuyectu
AHauIaKTHYHA peaKLI U Peaku Pe KK
AHrunoegem Penku Pe 1KH
YpTUKkapu Penku PeIKH
bpotixocnaibm (C HEU3BECTHA YecToTa C Heu3BecTHAa YyecToTa

Hapyluenus Ha HepBHaTa CUCTEMA

byukurs/OTKIOHEHHS BB

BbTpeyepenHa xeMoparus HeuecTtn Penku
Cb10BY HapyuleHus
XEMaTOM HeuecTn Heuectu
Xemoparus HeuecTn Heuectu
PecnupaTopuy, 'pbAHM H MEANACTHHAIHU HAPYLWEHHUA
Enuncrakcuc YecTH YecTn
XeMopTH3a HeuecTH Heuectn
CTOMallHO-YPEBHK HAPYLLEHHUS
CTOMalIHO-YPEBHA XeMOoparus Yectu YecTH
AbIoMHHaNHA O0NKa UecTu Heuectu
Huapus YecTu HeyecTu
Jucnencus UecTu Yectu
IageHe YecTH Heyectu
PextanHa xeMoparus HeyecTH YecTH
XeMOPOUIATHA XeMOparus HeyecTu HeuecTu
CTomallHO-4pEeBHA 5384, HeuecTu Heuectu
BKAKOUHUTENHO e30dareanHa
S3Ba
["acTpoesotarur HeyecTn HeuecTH
["acTpoesodareanta pedykcHa Heuectn HeuyecTH
00J1eCT
[ToBpblaHe HeuecTy Heuectu
Hucarus HeyecTH
XenatobuMapHu Hapy LIEHKA
Hapywena yeproapodua HeuecTu
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(bYyHKUHOHANHKHTE

YyepHOAPOOHH NoKa3aTeNH

[loBUlNEHNE HA aNaHKUH HeuecTtu HeuecTH

aMMHOTpaHCcPepa3aTa

loBuiIeHKe Ha acmaprar HeuecTu HeuvecTH

aMmuHoTpaHchepasaTa

[ToBuieHu yepHOAPOOHH Peaky HeuectH

EH3HMHU

XunepOuanpyomndemus Peaxu C Heu3BecTHa yecToTa
HapylwieHHs Ha KoxKaTa U NOJKOXKHATA ThKaH

Ko0XHH KpbBOHU3AWBH YecTH YecTn

Anoneuus (C HEU3BECTHA YeCTOTa C HeW3BECTHA YeCTOTa
HapylieHus Ha MYCKYIHO-CKEJIETHATA CHCTEMA U ChEAMHUTEIHATA ThKaH

Xemaprtposa Peaku HeuecTH
Hapyuienus Ha O6p0penuTe ¥ MUKOUHUTE NbTHILA

YporeHutanHa xeMoparms, YecTH HecTu

BKJIOYHTENHO XEMaTYpus

OO6uM Hapyli€HHs U €QeKTH Ha MACTOTO Ha PUNIOKEHHE

XeMoparua Ha MSCTOTO Ha Penku Penku
MHXKEKTHPAHE

XeMoparu Ha MAaCToToO Ha Peakn Peaku
[MOCTaBAHE HA KATEThpa

HapaHHBﬂHHH, OTpaBAHHA H YCJOXKHEHHWA, Bb3HHKHAIIH B PE3YINTAT HA HHTCPBEHUHH

TpaBMaTH4Ha xeMmoparus Peaku Heuecty
XeMoparvs Ha MACTOTO Ha Penxu Peaku
HHUH3HUA

Onucanue Ha N30paHy HeXeNaHU PEAKLINH

PE&HI{HH HAd KbPEBCHE

[Topazu dpapMakonoOrniHus MEXaHH3bM Ha ACHCTBUE yrioTpebaTa Ha gaburaTpaH eTeKCHIaT MOXe Aa
Obae cBbp3aHa C NOBUILEH PUHCK OT OKYNTHO HAY BUAMMO KbPBEHE OT KOSTO W Aa € TbKaH KWAH OpraH.
[lpuzHauuTe, CHMITOMUTE U TEKECTTA (BKJIIOYHTENHO W NETaEH U3X0A) BapupaT Crnopes MACTOTO H
CTeMeHTa Uiy 00XBaTa Ha KbPBEHETO W/HIHM aHEMUATA. B KIMHUYHHTE MpOYyUBAHUA MYKO3HOTO KbpPBEHE
(Hanp. CTOMALLIHO-YPEBHO, TEHUTOYpPUHAPHO) € HADNOAABAHO MO-YECTO NPH AbJATOCPOMHO NEUEHHUE C
paburarpaH eTekcunar, B cpaBHeHue ¢ JieueHue ¢ ABK. Taka, B gonbiaHeHHEe KbM NOAXOAALLO KAUHHUYHO
HabmoaeHue, 1abopaTOpHOTO U3CAEABAHE HA XEMOMN0DHH/XeMaTOKPHT € LIEHHO 3a OTKPUBaHe Ha
OKYJTHO KbpBeHe. PUCKBT OT KbpBEHE MOKE 1a Ce NOBUILK MTPH ONIPEAEIEHU MPYIIH NalUEHTH, Hanp.
Te3Y, KOUTO UMAT YMEPEHO OBLOPEUHO YBPEXKAAHE /UK Ca Ha CBNBTCTBALLO JICUEHHE, 3aCATaAlL0
XeMOCTa3aTa, i CUaHU P-gp nuuxnbutopu (BX. Touka 4.4 XemoparnueH puck). XeMOparuuHUTe
YCAOKHEHHA MOXKE Na C€ NPOABAT KATo ¢naboct, OneaHoCT, 3aMasHOCT, r1aBo0ONHE HITH HEODACHUMO
noAyBaHe, IUCNHEA X HEODACHUM LLOK.

Cboluiasa ¢e 3a NO3HATH YCNOXKHEHHA C KbPBEHE, KATO KOMNAPTMEHT CHHAPOM H ocTpa 6b0peuna
HEA0CTATBYHOCT Nopaay xunonepdysus 1 cBbp3aHa ¢ aHTHKOAryJaaHTH HedponaTus Mpy NauHeHTH ¢
npeapasnofaraiii puckoBH gaktopH, BLB Bpbaka ¢ gaburartpad etekcunar. CnegoparenHo, TpsabBa aa ce
OT4MTa BEPOSTHOCTTA 32 XEMOPArks NpH OLEHKATa Ha CLCTOSHHETO Ha BCEKM aHTHKOAryIMPaH NaLMEHT.




lIpegenyun Ha uHCYIM U cucmemen emMo0.1U3bM NPU 8b3PACMHU NAYUEHMU C HEKAANHO HPEOCBPOHO
MuCOeHe ¢ eOuM wiu nogeue puckosu axmopu (IIMHIIM)

Tabnuua 12 nokaspa cbOUTUSATA HA KbPBEHE, pa3npeaeeHH KaTo CbOUTHSA HA FrOJSMO U HA BCHKAKBO
KbpBEHE B OCHOBHOTO MPOYYBAHE, H3CNEABALLO NPEBEHUMNATA Ha TPOMOOEMOONIHYEH HHCYNT U CHCTEMEH
eMOOIH3bM NPU NALMEHTH C NPEACHPAHO MBKIACHE.

Tadauna 12: Cr0UTHA HAa KbPBEHE B NpoyuBaHe, H3CJ1e/1Ball0 NPeBEHIHATA HA TpoMboembo/IHYeH
HHCYJIT H CHCTeMeH eMOOTH3bM NMPH NAUHEHTH ¢ NpeachpAHO MbXKAEHE.

Haburatpax etekcunar | JlaburarpaH etekcunar BapdapuH
110 mg 150 mg
JBa MNbTH AHEBHO J1Ba MbTH JHEBHO
PannoMu3npaHn naLUeHTH 6015 6076 6022
['0/15IMO KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BbTpeuepenHo KbpBeHE 27 (0,23%) 39 (0,32%) 91 (0,77%)
CY kbpeeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHe ¢ neraneH 26 (0,22%) 30 (0,25%) 42 (0,36%)
H3X01
Manko KbpBeHe 1 566 (13,16%) 1 787 (14,85%) 1 931 (16,37%)
BesikakBo KbpBEHE 1 759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B paHaoMu3KpaHo npoyysaHe, Npy NAUHEHTUTE, Npuemany gaburatpad etekcunat 110 mg nBa nbTH
AHeBHO MnH 150 mg ABa NbTH AHEBHO € ChLIECTBYBA 3HAYHTENAHO MO-HUCHK PUCK OT
’KUBOTO3ACTPALLABANIO KbPBEHE H BbTPEYEPENHO KbPBEHE B CPaBHEHUE C TE3U, NpHeMarnu BapdapuH

[p <0,05]. M npu apete KOHUEHTpaLKMH HA 1aOUraTpaH eTEKCUNIAT € WMano U CTATUCTHYECKK 3HAYUMO
ro-rucka odua yectora Ha kepBeHe. [1pn nanventure, npuemanu pasaomusrpano 110 mg naburarpan
€TEKCHUIAT ABa MbTH AHEBHO € ChUIECTBYBAN 3HAYHTEIIHO MO-HUCBK PUCK OT rOJIAMO KbpBEHE B CPABHEHUE
¢ Bapdapun (koedpuruuenT Ha pucka 0,81 [p = 0,0027]). Ilpu nanueHTHTE, NpUEMANN PAHAOMH3HPAHO
150 mg naburatpaH eTeKCHAAT ABA NbTH AHEBHO € CHIUECTBYBAJ 3HAYUTENHO NO-roasm puck ot CY
KbpBEHE B CpaBHEHUE ¢ Bapdapud (koeduuueHT Ha pucka 1,48 [p = 0,0005]). To3n edexT ¢ HabnonasaH
[AaBHO NPH NAUMEHTH = 75 rOJAUHHM.

Knunuunrara nonza or gaburarpasd no OTHOLWEHUE HA NPEBEHLIMATA HA HHCYAT W CUCTEMEH eMOOJINILM U

NOHHUXEHHUAT PUCK OT MHTpaKkpaHuaiHa xemoparua (MKX) B cpaBHeHue ¢ BapdapuH ce 3aMa3BarT IpH
OTAEJHUTE NOArpynHU, Hanp. O6bOpeUHOo yBpeXkaaHe, Bb3pacT, ChIIbTCTRALLA ynOoTpeba Ha JeKapCTBEHH
NPOAYKTH KATO HaNp. aHTUTpOMOOTULH UAK P-gp uHxubutopu. JJokato HAKOU MOArPYH NALIMEHTH Ca C
MOBULIEH PUCK OT rOJIAMO KbPBEHE, KOMATO €A TIEKYBAHH ¢ AHTHUKOATYJIAHT, MMOBULLEHUAT PHCK OT KbPBEHE
Mpu gaburatpaH erekcuiar € ¢sbp3aH ¢be CH KkbpBeHe, 00MKHOBEHO HADMIOAABAHA NPES [TEPBUTE

3-6 Mecella cnen 3anQuBaHe Ha JNCYEHUETO ¢ 1adUraTpaH eTeKCUIar.

Jlewenue wa /BT u BE, kaxmo u npesenyus na peyuousu va BT u bE npu eav3pacmuu nayuenmu
(/IBT/EE)

B tabnuua 13 ca nocoueHu cbOUTUSA Ha KbpBeHE OT 00001eHUTe OCHOBHHU npoyuBaHus RE-COVER u
RE-COVER II, B kouTO ce usanutea neuyenuero Ha JIBT u bE. B cbopruTe npoyusanus, CbLOUTHATA HA

MbPBUYHATE KpalHM TOUKH 32 6€30MacHOCT ,,rONAMO KbPBEHE, FONAMO HIIW KINHWYHO 3HAYHMO KbpPBEHE
W BCAKAKBO KbpBeHe™ ca 3HAMMTENHO [10-MAaJIKO B CpaBHEHHE ¢ BapdapHH NMpH HOMUHATHO anda HnBo 5%.
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Tabnnua 13: Cu6uTHs Ha KbpBeHe B npoyuyBaHuaTa RE-COVER u RE-COVERII, B KOHTO ce
u3nuTea Jedenuero Ha /IBT n BE.

JlaburaTtpaH eTekcunar Bapdapun KoepuLHeHT Ha
150 mg nBa nbTH pUCKaA CNPIMO
JTHEBHO BapdapuH
(95% CI)
flauveHTH, BKJIIIOYEHHU B 2 456 2 462
aHanv3a Ha 6e3omacHOCTTA
CbOMTHA HA TONAMO 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)
["onamo CY kbpBeHe 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
KunsoTo3acTpaliasamo 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE
CoOuTUg Ha rongMo 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)
KbpBeHE/KITHHHYHO 3HAHUMO
KbpBEHE
BcsakakBO KbpBeHe 354 (14,4%) 503 (20,4%) 0,67 (0,59; 0,77)
Beakakso CY kbpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90, 1,82)

CbOuTHATA HA KbPBEHE NPY ABETE NEUEHUA CA OTYNTAHHU OT NbPBHA NPHEM Ha AabHraTpaH eTEKCHAT HAH
BapdapHH ciel npekpaTsABaHe Ha NapeHTepaliHaTa Tepanus (MepHo caMo Ha AepopaliHo nedeHue). Toba

BKHOUYBA BCHUKH CHOMTHS Ha KbpBEHE, Bb3HMKHANW MO BpeMe Ha TepanuaTa ¢ faburaTpaH eTeKCHar.
BknroyeHu ca BcHuky ChbOMTHA HA KbpBEHE, Bb3HWKHANH 10 BPEME Ha TepanuAara ¢ papdaprH, OCBEH
OHEe3MW, KOUTO ca Bb3HHUKHAU 10 BPpEME Ha NEpHOAa, B KOHTO C€ 3aCTbNBAT NEYEHHETO ¢ BapgapuH H

napeHTepaiHaTa Tepanus,
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B tabnnua 14 ca nocoyenn naHHy 3a cbOUTHSA Ha xbpBeHe B OCHOBHOTO npoyupate RE-MEDY, B koeTo
ce uanutea npeseHuunTa Ha JIBT v bE. Hsaxou ceOutus Ha kbpBeHe (CHOUTHS HA rONSIMO KbpBEHE
(CI'K)/knuunyno 3navnmMo kepeeHe (K3K); BCAKakBO KbpBEHE) ca 3HAYUTENHO MO-MANKO NPU HOMUHANHO
anga HUBO 5% INpu MauxeHTH, npueMand aaburatpad eTeKCHIIaT, B CpaBHEHHKE ¢ TE3H, NpHeMalu

BaptapuH.

Ta6auua 14: CeOuTnd HA KbpBeHe B npoyuBane RE-MEDY, B KoeT0 ce H3MHTBA NpeBeHLHATA HA

JIBT u BE.
HaburarpaH erekcuiar BaptapuH KoethuiimeHr Ha
150 mg aBa nbTH PHUCKA CNPAMO
OHEBHO Bapdapun
(95% noseputeneH
HUHTEpBAa)
JIEKYBaHH MalUMEHTH 1 430 1426
CuOHnTHS HA rOJIIMO KbpPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
BbTpeuepenHo KbpPBEHE 2 (0,1%) 4 (0,3%) He moxe ga Obae
H3uucieH*
["onsmo CH kbpBEHE 4 (0,3%) 8 (0,5%) He moxe ga Obae
HU3yucaeH*
A(MBOTO3aCTpallIaBalllo 1 (0,1%) 3 (0,2%) He moxe ga 6buae
KbpBEHE H3qucae™*
CubuTHA HA rosiaMo 80 (5,6%) 145 (10,2%) 0,55(0,41, 0,72)
KbpBeHE/KNIHHUYHO 3HAYUMO
KbpBEHE
BcakakBo KbpBEHE 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
BeskakBo CH kbpBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87 2,20)

*KP e Mmoxe aa 6bae n3uuceH MnopaiH JIHNCAaTa Ha CHOWTHE B KOSITO U J1a € I{OXOpTa/J'IE'-IEHHe

B Tabnnua 15 ca nocoyeHu AaHHM 3a CbOUTHURA Ha KbpBEHE B OCHOBHOTO npoyuBaHe RE-SONATE, B
KoeTo ce nanuTea npeseHuuaTa Ha JIBT v bBE. Uectorata Ha komOuHauuata CI'K/K3K w Ha BcakakBo
KbPBEHE € 3HAYUTENHO NTO-MankKa npy HoMUHaNHO anda HUBO 5% NpH nauMeHTH, npuemMany niauebo, B
CpaBHEHMWE C TE3H, [IPUEMANIK fadUratpaH eTeKcunar.
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Tabauna 15: CrO6uTna Ha kbpBeHe B npoyuBaHe RE-SONATE, B KoeTo ¢e H3NUTBA NpeBeHUHATA

Ha IBT u bE.
Haburartpan etexcunar [1nauedo KoehuuueHT Ha
150 mg nBa nbTH PUCKA CIPAMO
JIHEBHO mianebo
(95% noeepureneH
HHTEpPBaN)
JlexyBaHH NMauUeHTH 684 659
Cb0uTHS HA FONSAMO KLPBCHE 2 (0,3%) 0 He moxe na
Obae uzuuchneH *
BbTpeuepenHo KbpBEHE 0 0 He Moxe na
Obae U3HKUCcHeH ¥
['onamo CY kbpBeHe 2 (0,3%) 0 He moxe aa
Oblle UBHNUCTICH *
’KuBoTo3acTpaluapallo 0 0 He mMoxe na
KbpBEHe Obae n3uncheH *
CH0UTHA HA TONIMO 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KbpPBEHE/KIHHUYHO 2HAYUMO
KbPBEHE
BcakakBo KbpBEHE 72 (10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
Besakakso CY kbpBeHe 5 (0,7%) 2 {0,3%) 2,38 (0,46; 12,27)

*KP He moxe aa 6bae H3vUCReH Nopaau ANncara Ha CLOUTHE NpH KOETO M f1a € OT JIEHEeHUATA

ATPaHYJIOUXTO34a K HEYTPONEHHUSA

ATPaHyNOLMTO3a ¥ HEYTPONEeHuA ca Ceo0LAaBaHKU MHOTO PAAKO chiell pa3pellaBaHe 3a ynotpeda Ha
NaburaTpaH €TEKCHAAT. ThH KAaTO HEXENAHUTE PeakUuUU ca CbOOLWABAHN ITPH TOCTMAPKETUHIOBOTO
HabNaAeHHe OT NoNynauus ¢ HEYCTAHOBEH pa3Mep, HECTOTaTa UM HE MOXE J1a 6Bbae A0CTOBEPHO
onpeaeneHa. HectoTtata Ha ¢hoOULABAHE € W3UKCIeHa Ha 7 CbOWTHA HAa | MUNHOH NALIMEHTOrOAUHY 32
arpaHyJJiouuTo3a v 5 ¢bOUTHA Ha 1 MUNHUOH NALMEHTOrOAHHM 32 HEYTPONEHHUH.

[eanaTpyuHa nonyaailus

be3zonacHocTTa Ha paburarpad erekcunar npd aeuednero Ha BTEC v npeBeHUMs Ha peLHAWBHpallH
BTEC npu neguatpdyHy NauMeHTH € npoyyeHa B ase uanutsanus ¢aza [ (DIVERSITY u 1160.108).
Obuo 328 neanaTpUYHU NAUMEHTH Ca JeKyBaHU ¢ aaburatpaud etekcunar. [launeHTHTe Ca Nony4yaBau
aganTUpaHy CNopej Bb3PacTTa U TENECHOTO TEMQ 403K OT CboOpa3eHa ¢ Bb3pacTTa IEKapCTBEHA (popMa
Ha naburaTpaH eTekcHuar.

Kato UAJI0 C€ OYdKBd HPOCI)I-‘Iﬂ'bT Ha 0e30MacHoCT [IPH AcU4 A4 € CbUIHAT KATO [TPH Bb3PaCTHH.

Obuio 26% oT nearaTpUYHUTE NALUEHTH, NekyBaHy ¢ faduratpan etekcunar 3a BTEC u 3a npesenuus
Ha peuuansupauin BTEC, ca nonyuynnu HeenaHH peakuuu.

Crucvbk Ha HeenaHume peaxyuu 8 mabauyern guo

B tabnuua 16 ca nokazaHu HexenaHWTE peakurH, YCTAHOBEHH B NpoyuBaHWATA npu neveHue Ha BTEC u
npeBeHUHUA Ha peunarsupauly BTEC npu neaMatpuuHu nauveHTn. Te ca rpynupanu 1o ¢

(= 17100 po < 1/10), Hedectut (= 1/1 000 go < 1/100), peaxu (= 1/10 000 no < 1/1 00
(< 1/10 000), ¢ HenssecTHA YecTOTA (OT HAJTMYHUTE AAHHU He MOxe aa 6bae Hanpa

26




Tabauua 16: Hexenanu peakuun.

YecTOTa

SOC / llpeanoyutad TepMHH

Jleuenue Ha BTEC w npesenuus Ha pelldanBHpaLlH

BTEC npu neanaTpHyHy nauneHTH

Hapywexus Ha KpbBTa U IMM(HATA CUCTEMA

AHeMUa YecTH
[ToHWxeH xeMorJoOHuH HeuecTH
TpomMbounTOnEHn YecTH
[TOHUKEH XEMATOKPHT Heuectn
HeyTponeuus HeuecTn
Arpasyou1To3a (C HCH3BECTHA 4eCTOTA
Hapywexus Ha HMyHHaTa CHCTEMA
JleKapcTBEHA CBPbXYYBCTBUTENHOCT HevecTu
O0pus HectH
[lpyputyc HeuecTu
AHaQHNaKTUUYHA PEAKLIUA C HEN3BECTHA YeCcToTa
AHrvoenem C Heu3BeCTHa 4ecToTa
YpTUKApHS Yecru
bpohxocnasmm C Hen3BeCcTHa 4ecToTa
HapylueHus Ha HepBHATa CHCTEMA
BosTpeuepenHa xemoparus HevectH
Cb0BH HApYLIEHUS
XEMaToOM YecTn
Xemoparus C HeW3BecTHa yecToTa
PecnupaTopHH, TPbAHN W MEIHACTHHAJIHY HApYLIEHUs)
ENMHUCTAKCHUC YecTH
XeModTH3a HeuecTn
CTOMAIIHO-YpEBHH HAPYLIEHHUS
CToMaluHO-4YPEBHA XEMOparus HevyecTu
AbaoMHHanHa 60Jika HeuecTH
JMapus HecTn
Hucnencus YecTu
['agene YecTH
PexTanHa xemoparus Heuecty

C HeHu3BeCTHA HecToTa

XEMOPOUIATHA XEMOPAruS

e3odareanta A3Ba

CTDM&U.IHO-'—I[JEBHEI A3Ba, BKNHOYHUTEIHO

C Heu3BeCcTHA 4YeCcTOTA

["acTpoeszodaruT Heuectn
["acTpoesodareanta pepnykcHa bonect HecTH
[TospbllaHe YecTH
Tucharus HedecTy

XenaToOuIHapHi HapyllleHHS

Hapywena uepHoapotua
bYyHKUNA/OTKNOHEHHS BB
(PYHKUHOHATHUTE YEPHOAPOOHH
nokazaresu

C HeH3BECTHA YecTOoTa

[loBuLLIEeHHe Ha aNaHHH
aMMHOTpaHcdepaszarta

HeuecTH
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[ToBHlEHHE HA acniapTar HeuecTtn

aMHHOTpaHcPepasaTa

[ loBHILEHH YepHOAPOOHM EH3UMHU Yectu

XunepOuaupyOuHemns Heuecty
HapylueHHs Ha KOXaTa M MOAKOKHAaTa ThKaH

K0XHH KPbBOH3IUBH Heuect

Anonenns YecTu
HapylueHusa Ha MYCKYJTHO-CKENETHATa CHCTEMA U ChbEAMHUTEIHATA ThKaH

XeMaprpo3a C HEeH3BECTHA 4ecToTa
HapylueHHs Ha ObpOpeunTe H NUKOYHHTE NBTHIIA

YporeHuTanHa xeMoparu, Heuecry

BKJIIOYMTENHO XEMATYPUS
O61H HapyuleHHA N €PEKTH Ha MACTOTO Ha NPHIIOKEHHE

XeMoparust Ha MACTOTO Ha C Heu3BeCTHA YeCcTOoTa
MHKEKTUpaHE
Xemoparvs Ha MACTOTO Ha [10CTaBsAHE C Hen3BeCcTHA 4ecToTa
Ha KaTeThpa

HapaHsBanus, OTpaBAHUS W YCIOKHEHMS, Bb3HUKHANY B PE3YNTAT HA UHTEPBEH LU
TpasmaTu4Ha xeMoparusi HeuecTu
XeMoparusa Ha MACTOTO HA MHLH3H S C Heu3BeCTHA HeCTOTa

Pearxuyuu Ha xepsete

B nBe nanuteanmns pasza Il npu nokazanuero neuenne Ha BTEC u npesenuns Ha peurausupawin BTEC
Opy NeaUaTpUYHH nayMenty obwo 7 naureHTH (2,1%) ca uManu cLOMTUE Ha rofiiMO KbpBEHE,

5 mavuenTH (1,5%) ca UManu cbOMTHE HA KNMHHYHO 3HAYHMO HEMONAMO KbpPBEHE, a 75 nauneHTH (22,9%)
ca UMalu CbONTHE HA HE3HAUMTENHO KbpBeHe. KaTo usano yectorara Ha cuOUTHATA HA KbPBEHE € 110-
BUCOKA NpH No-Bb3pacTHata rpyna (12 1o <18 roanHu: 28,6%), OTKONKOTO B FPyNnUTE ¢ No-Manka
Bb3pacT (OT paxaaHeTo A0 < 2 roauHu: 23,3%; 2 no < 12 roaunu: 16,2%). [ on19M0 N TEXKO KbpPBEHE,
HE3ABMCHUMO OT MACTOTO Ha Bb3HUKBAHE, MOXE 14 J10BEAE N0 MHBANUAN3UpPAHE, KUBOTO3ACTpALLABALLO
CbCTOSAHHWE HJIH A0PH NETANEH H3XOA.

CrobiiiaBaHe HA NOAOZMPAHY HEKENAHN PEAKUU U

Cpo0laBaHeTO HA MOAO3UPAHN HEXEIAHH peaKUHy ciel paspeluaBane 3a ynoTpeda Ha nexapcTBEHMNS
NPOAYKT € BaXXHO. ToBa No3B0AABa A NPOABLIXKH HAONIOAEHHUETO HA ChOTHOLWLEHHETO NON3a/PUCK 34
neKkapcTBeHds NpoaykT. OT MEAHMLIMHCKHTE CNIELHAIMCTH C€ M3WCKBA Jla chOoOLABAT BCSKA NOJ03KMpaHa
HeXenaHa peakumns 4pes HaUMOHAaNIHa CHCTeMa 3a chobLilaBaHe:

Hsnbnnutenda areruus no nexapceraa (MAJI)
yn. [lamsan ['pyes Ne §

1303, rp. Codus

P. brarapus

Ten.: +359 2 8903 417

Pakc: +359 2 8903 434

e-mail: bda@bda.bg

4.9 Ilpenozupane

Jlo3u naburaTpaH eTeKcunar, HaABHILABALLK NPENOpPbUMTENHUTE A03M, H3laraT nau
PHCK OT KbPBEHE.
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[Ipy cbMHEHUWE 32 Npeao3upaHe NPOBEXAAHETO HA KOArYJAllMOHEH TECT MOXE 1a TOMOTHE 3a ONnpeaensHe
Ha pUCKa OT KbpBEHE (BXK. Touka 4.4 4 5.1). Kannbpvpan konuuectsed dTT TtecT unu MHorokpatiy dTT
H3MEpPBaHHA NO3BOJABAT NIPEABHKIAHE HA BPEMETO, KOTraTo Lie ObAAT AOCTHTHATH ONpeNeNeHy HUBA Ha
paburatpad (BX. Touka 5.1), CbLIO B clyuai, ye ca npeaAnpyUeTy ACTBAHUTENHU MEPKK — HAMNpP. AManH3a.

[IpexomepHaTa aHTHKOAryfaUnug MOXe Aa U3KCKBA NPEYCTAHOBABAHE Ha JIEUCHHETO ¢ Aaburarpan
eTekcunat. TeH KaTo AadHUraTpaH ce EKCKpETHpPA nNpeanuMHOo upes 6b0peumTe, Tpabea 1a ce noaabpxka
JOCTaThuHa AUYpe3a. [HH KaTo CBLP3BAHETO ¢ NPOTEUHHU € B HUCKA cTeneH, aaburatpan moxe aa 6bae
AHANU3NPaAH; KMaA OIPaHH4eH K/IMHUWYEH ONUT, AEMOHCTpUpALL [ton3aTa OT TO3H NMOAXO0A B KAWHHYHH
NpoyuyBaHus (BXK. TOUKA 5.2).

OsjaagBaHe Ha YCIMKHEHUS C KbPBEHE

B cnyvait Ha xeMoparMuHu yCIOXHEHKA JEUEHUETO ¢ jaburatTpal erexcuaar Tpaoea aa owae
[MpPEeYCTAHOBEHO, & NPUUYMHATA 32 KbPBEHETO — HicheaBaHa. [1o npeugHka Ha neKyBallMA AeKap U B
3aBUCUMOCT OT KJIMHMYHATA CUTYauus TpabBa Aa ce npeanpyeMe NoAXOAALLO NOAABPKALIL0 JeUeHHe,
KaTO XMPYPruyHa XeMOCTA3a UK 3aMECTBAHE HA KPpbBEH 00EM.

[Ip4 BBL3paCTHM ALUMEHTH B CNY4aH, KOraTo e HeoOX0aAUMOo Obp30 HeyTpanu3rpaHe Ha aHTHKOAryJaHTHUS
eheKT Ha aaburaTpaH, MOXE a e H3N0A3Ba CrIeUU(PHUHHOTO HEYTPANU3UpaLlo CpeacTBO {Haapyud3ymab),
KOETO aHTaroHu3upa papMakoaMHaMHUUHKA edekT Ha naburatpad. EHukacHOCTTa H O€30MaCHOCTTA Ha
HaapyuuzyMab He ca yCTaHOBEHM NTPH NEAHATPHHHY NALUMEHTH (BX. To4Ka 4.4).

Moxe na ce uMa npeaBul NpU/araHe Ha KOHUEHTPATH Ha KoarynaunoHiu GakTopd (AaKTUBHPAHU HIIY
HEaKTUBUPAHH) UK pekoMOKHHaHTeH QakTop Vila. Uma HAKOM ekcnepuMeHTaNHM J0KA3aTeCTBA B
MOAKPENa Ha pONATA HA TE€3H NEKAPCTBEHU NPOAYKTH B 0OpBIIAHE HA AHTUKOATYIAHTHUA e)eKT Ha
naburartpaH, HO IAHHUTE 33 MOA3aTa UM B KJIMHUYHKW YCIIOBHS, KAKTO W 32 Bb3MOXHUS PUCK OT
peunaAnBHpaLL TPOMOOEMBONIN3BM, Ca MHOMO OrpaiiueH. KoarynauMoHH1Te TeCTOBE MOraT Ja CTaHaT
HEHAJEX/IHH CNell TPUNIOKEHHE HA NPeNoOpbYUTEIHHTE KOHUEHTPATH Ha KoarynallMoOHHY (hakTopH.
TpabBa Aa ce BHUMABA [Py ThJKYBAHETO Ha TE3M TeCTOBE. TpsaOBa na ce OOMUCAN NPHIIOKEHUE Ha
TPOMOOLHMTHA Maca B CIY4YauTe, KOrato MMa TPOMOOUMTOIEHHUS UK ¢a OUAN U3NON3BAHH
ABITOAEHCTBALIN AHTUTPOMOOTHYHH NEKAPCTBEHH NMPOAYKTH. LIAA0TO CHMITOMATHHHO JIedeHUe TpsOBa
Ja ce npunara no npeleHkKa Ha Jekaps.

B 3aBHCUMOCT OT MECTHUTE Bb3MOXKHOCTH, TPAOBA ga c€ OOMUCIH KOHCYITAUHUS CbC CNELHATUCT B
C/iyyaif Ha ronAMO KbpBEHE.

5. ®GAPMAKOJIOTrHYHHU CBOUCTBA

5.1 <PapmMaKoAHHAMHUYHH CBOKCTBA

dapMakoTepanesTHHHA rpyna: aHTUTPOMOOTUUHY CPEACTBA, ANPEKTHU TPOMOUHOBH UHXUBUTOpKH, ATC
koa: BOIAEQ7.

MexaHn3bM Ha geiicTBUe

H&GHF&TD&H CTECKCHAAT € MaJIKa MOJNCKYJld MPEANCKAPCTBO, KOCTO HE MNOKA3Ba CI)HPMHI{OHO




MOLLIEH, KOHKYPEHTeH, 00paTuM, IHPEKTEH TPOMOMHOB HHXUOUTOD ¥ € OCHOBHOTO BEIISCTBO C AKTHBHO
JEeHCTBHUE B Mia3Mara.

TBit kKaTo TPOMOUHBT (CEpUHOBA NPOTEA3a) NO3BONSARA NPEBPBIUAHETO HA PUOpUHOreHA BbB PHUOPHH B
X0Ja Ha KoaryialuvoHHaTa Kackaja, MHXUOUpaHeTo My npeloTBpartsea 0dpa3yBaHETO Ha ChCHPEK.
JlaburaTtpan nuxudupa cBoboaHUS TPOMOMH, QHOPHH-CBBP3aHUA TPOMOHH W TPOMOMH-HHY LLMpaHaTa
TPOMOOUMTHA arperawus.

(PapmakoaAMHAMHUYHH €DEKTH

In vive v ex vivo NnpoyuBaHHA NMPH XXHUBOTHH JEMOHCTPUPAT aHTHTPOMOO3HA e(PUKACHOCT K
AHTHKOArynaHTHa aKTUBHOCT Ha AaburartpaH cliei HHTPABCHO3HO NPUJIOKEHHE U Ha aadurarpax
ETEKCUNAT CJIEA NEPOPATTHO NPUIIOKEHKE NIPH Pa3NHUHH KUBOTHHCKY EKCNEPUMERTAIHY MOAENH Ha
TpoMOO3a.

C'hI.I.IBCTByBEl OTHCTJINBA KODEHAUHUA MEXK Y TUIA3MCHATA KOHUCHTPALHA Ha nabu raTpaH 1 CTCNCHTA HaA

aHTUKOAryJNaHTHHA edekT, 6a3upano Ha (asza [l npoyusanus. Jaburarpan yasikaBa TpPOMOHHOBOTO
Bpeme (TB), EBC, kakto u aPTT.

KanuOpupaHusTt konuuectBeH Tect Ha TB upes paspexnane (dTT) naBa oueHka 3a nna3MeHara
KOHLEHTpalus Ha faburatpaH, KoATo Moxe Aa ObJe CpaBHEHA C OYaKBAHUTE NMNa3MEHH KOHLUEHTPAUMH Ha
naburarpas. B ciyuail ue kanubpupanvat dTT TecT nokaxe peayTaT 3a nnasMeHaTa KOHUEHTpaUHs Ha
paburarpas, KOMTO € Ha UM NOJ TpaHKLATa Ha KONTHYECTBEHOTO ONpeaenaHe, ciaeaBa Aa ce obmucau
NPOBEXAAHE HA JOMBJHUTENHO U3CNeABAHE HA Koaryaauusara, Hanpumep B, EBC unu aPTT.

EBC Moxe aa ocHrypy AMpeKTHa OLleHKA Ha aKTUBHOCTTA Ha AUPEKTHUTE TPOMOHHOBH HHXHOUTODH.

TectbT aPTT e wUpoko AocThNEH K 11OKA3BA MPHONUINTENHO AHTUKOAYIAHTHATA UHTEH3UBHOCT,
AOCTUrHaTa ¢ gaduratpad. Ooade, aPTT TecTbT MMa OrpaHUHEHa YYBCTBUTEHOCT M HE € NOAXOAAL 34
TOYHO KOJMUYECTBEHO ONpEAeNAHE HA AHTUKOAryTaHTHUSA eeKT, 0COOEHO NMPU BUCOKH NNa3MeHH
KOHUEHTpauuy Ha gaburatpaH. Benpeky ue BUCOKM cTolHOCTH Ha aPTT TpsabBa aa ce ThaKyBar €
NOBHLIEHO BHUMAHKE, TE NOKA3BaT, Y€ NAUHUEHTHT € aHTHKOaryiMpaH.

Kato usao0, MOXE 12 c€ pHeMe, e Te3W MOKA3ATENH 338 AHTUKOAry1aHTHA aKTUBHOCT MOTaT Aa oTpassT
HHBAaTa Ha Ja0UraTpaH, KakTo M Ja NpeAOCTaBAT HACOKH 33 OLIEHKATA HA PUCKA OT KbPBEHE, T.€. Hall

90" nepceHTHN Ha Hak-HUCKMTE HMBa Ha aabvraTpaH MW KoarylauHOHEH TeCT, KaTO Had-HHCKH
n3Mepenyu ctofHocTr Ha aPTT (3a nparosete Ha aPTT Bxk. Touka 4.4, Tabnanua 5), MOXKE Aa ce acounmpa ¢

NOBHLLUCH PHCK OT KbpPBCHC.

[Ipesenyus Ha Mo3vueH uHCcyam u cucmemer emboauzsm npu evipacmyu nayueumu ¢ HKIIM ¢ edun wau
nogeye puckosu gaxmopu (IIMHIIM)

CTauMoHapHaTa CpeiHa reOMETPHYHA NHUKOBA 1J1a3MeHa KOHUEHTPauUA Ha 2aburaTpaHd, H3MEpEHa OKOAO
2 yaca caell npunarade Ha 150 mg naburarpaH etekcunar, € 175 ng/ml, ¢ rpanuuu 117-275 ng/ml (B
HHTepBana 25-Tu-73-Tu nepceHTu). CpeaHaTa reOMETpHUYHA HalH-HMCKA KOHLUEHTpAUUA Ha aadburarpas,
HU3MEpEHa CYTPUH B Kpasd Ha A030BUA UHTEpBan (T.¢. 12 yaca cnaej BeuepHara J03a aaburarpad 150 mg), e
cpeado cxono 91,0 ng/ml, ¢ rpaunum 61,0-143 ng/ml (B nHTEpBana 25-TH-75-TH NEPCEHTHUN).

| Ipy natenT ¢ HKTIM, Aicky Baii a0 npeseratiist Ha HieyJrm 1 encreMeH CMOOJ3hal ohe 130 my
SGIOHTTPAL @TEKCHAAT JIBA IMhTI HHCBHO,
. GO-Ha1 Nepeeti N Ha HSMCPCITHTS HAH=HTRT 1@3MCHE KOHTICHTPALHH 14 I

(10-16 yaca cie: npueya na npetig1a o) e okogo 200 ngiml.
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. HARE=HHCKNTC Ccrodtrog rire sa BBC (T0-T6 vaca coae/t PRSI NP THITHATL 10700, HOBHUICTH
HPHOUH3HTCIHO 3 16 TH HALTOPHATO UPATITHT H HOPMATA, CC OTHACST 10 HAO IO 1aBa IS Y0-T11
HEPCCHTH. HA v ibawasare Ha 1-BC or 103 ceryvHLH.

. aki-Hieky croidvocti sa aP T T, nosewe o1 2 s nisl ropHaTa rpatdia Ha HOPMATA (Vb KABAHL
na al L'l ¢ oroao S0 cervin i), (10-16 yaca Cie T HPHEMa Ha NP UIiaTa 03a) ¢ o1 pasei 4a
QO-HST HEPCCHTIIT OT HaO OISO,

Jdevenue na BT u BE, kakmo u npeacryus Ha peyuousu na /BT u PE npu ev3pacmuu nayuenmu
(/IBT/FE)

[1py nauunedTH, nexkyeandu 3a BT v bE cbe 150 mg naburatpan etekcunar Aa bTH JHEBHO, cpeaHara
reoOMeTpU4Ha Hali-HYCKa KOHUEHTpallks Ha Aadburarpad, uaMepeHa 10-16 yaca cneag npueM Ha 103a, B
Kpas Ha N030BUA HHTepBan (T.e. 12 yaca caea seyepHara go3a aaburatpal erexkcuaar 150 mg), €

59,7 ng/ml, ¢ rpaHuun 38,6-94,5 ng/ml (B vuTepBana ot 25-T4 no 75-TU nepceHTHN). 1Ipu neyenueTo Ha
JBT u BE ¢ naburarpaH erexcunar 150 mg aBa MbTH JHEBHO

o 90-MAT NepCeHTUN Ha UIMEPEHUTE HAU-HUCKY NJIA3MEHN KOHUEHTpaUKWH Ha gadburartpan
(10-16 uaca cnen npyvema Ha npeavlIHaTa Ao3a) e okono 146 ng/ml,
. Hal-HUCKHTE cTOHHOCTUTE HAa EBC (10-16 waca cnej npuema Ha npeauLHaTa A034a), TOBHIUEHU

NpUdAUINTENHO 2,3 MBTH CIIPAMO HAYAIHUTE CTONHOCTH, ce OTHACAT A0 Habaoaaeanua 90-tu
NepCeHTUN HA yAbMKaBaHe Ha EBC ot 74 cekyHau

* 90-UAT nepCceHTH Ha Hal-HuckHn cToHocTy Ha aPTT (10-16 yaca cnea npuemMa Ha NpeaAWILIHATA
no3a) e 62 ceKyHAH, KoeTo € 1,8 MbTH CTOHHOCTTA HA U3XOJHO HUBO.

Hsama naHHH 3a PapMakOKHHETUKATA MPU MAalMEHTH, ICKYBAHK 34 IPEBCHUMA Ha peuraneupaiua JIBT u
BE cne 150 mg naburatpaH eTekcuiaT aBa MbTH JHEBHO.,

KnnnnysHa epHKacHOCT ¥ 0€30MacHOCT

Emnuuecku npousxoo

He ce HabnonaBaT KMMHHYHO 3HAHUMH €THUYECKH pasnuKH MCXKAY NallHCHTHUTE OT CBPONCHAHATA p4dca, C
aq:)po-amepm{aﬂcxn, NaTHHO-aMEPHUKAHCKH, ANOHCKH HIHN KUTAHCKH NpoOU3Xoa.

[IpeBeHL MR HA MO3bUYEH UHCYJIT U CHCTEMEH eMOONIH3LM NMPH Bb3pacTHU naunerT ¢ HKIIM ¢ eanH way
NnoBe4Ye PUCKOBH (hakTOpH

KNAMHHYHUTE JaHHH 3a €DUKACHOCTTA Ha JaOUraTpaH €TeKCUAT ca pe3ynTaT oT npoyusaHeTo RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MynTHUEHTPOBO, MYJITHHALMOHATHO,
PaHAOMH3UPAHO NApANENaHO CAANO U3NUTBAHE C JBe A03MW faburatpad etekcuaar (110 mg m 150 mg nea
NbTH AHEBHO) B CPaBHEHHE C OTKPHUT NpUeM Ha BapdapHH NPH NALKMEHTH C NMPEACHPAHO MBKIAEHE C
YMEPEH 10 BUCOK PHCK OT MHCYNIT U cUCTEMEH emO0In3bM. [IopBUUHATA Lies HAa TPOYYBaHETO € Aa
onpeaeny gany nadburatpal eTekcunaT OTCTLNBA Ha Bapdapuy NpH NOHWIKABAHETO HA CLOUTHSTA Ha
ChCTABHATA KpalHa TOUYKa ,,HHCYJT U CUCTEMEH eMbonnabM™. ChlUO TaKa € aHAJTM3UpPAHO U
CTATHCTHYECKOTO NMPEeBb3X0ACTRO.

B npoyusaHeto RE-LY ca paHaomMusupasy ooulo 18 113 nauMenTH Ha cpeasa Bp3pact 71,3 roauHu ¢
cpeaerd CHADS: ¢bop 2,1. [Monynauusara ot nauHeHTH € 64% oT MbxKH non, 70% oT eBponenacH

npou3xoA ¥ 16% ot asnatcku nponsxoa. [lpu naunentuTe, paHA0MU3UPaHU Aa MONYYaBaT BapdapHH,
CPEAHMSAT NPOLEHT Ha BpemeTo B TepanestuueH odxsart (BTO) (INR 2-3) e 64,4% (Menua
67%).

[TpoyuBaneTo RE-LY nokasba, ue naburatrpaH eTekcunar npv ao3a 110 mg apan
OTCTBMNBA Ha e(eKTa OT BapdapuH Npy NMPEBEHUKNSA HA UHCYT U CHCTEMEH eM0Oo
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NpeAchPAHO MBXAEHE, ¢ NOHUXEH PUCK OT UKX, 0010 kbpBeHe n ronamo xopsene. JlozaTta 150 mg aBa
NbTH JHEBHO MOHWKABA 3HAUMMO PUCKA OT UCXEMUUEH U XEMOPArHUYeH MHCYNT, ChaoBa cMBPT, MKX u
o610 KbpBeHe B CpaBHeHHe ¢ BapdapuH. YecToTata Ha rofsMo KbPBEHE NPH Ta3H A03a € CPaBHHWMA ¢
BapgapuH. HecToTaTa Ha MHOKap/eH WH(apKT € Nexko NnoBuuleHa npy gadburartpan erekcunar 110 mg aBa
NbTH AHEBHO W 150 mg ABa mbTH AHEBRO B CPABHEHHKE ¢ BapPapuH (KoePUUHMEHT HA prcKka 1,29;

p = 0,0929 u koepuurerT Ha pucka 1,27; p = 0,1240, cvorBeTHO). C nopobpaBaHe Ha MpoCAeASBaHETO Ha
INR, HabnOJaBaHuTE NON3K OT gaduraTpaH eTEKCHIAT B CpaBHEHKE ¢ BapdapuH oTcnabaar.

Tabnuum 17-19 nokazeat noapobHO KAOHOBUTE pe3yaTaTH B US1aTa NONyNauus;

Tabuuua 17: ARaau3 HA OLPBOTO CHOHTHE - HHCYJAT HJIH CHCTEMEH eMO0IH3BM (NbPBHYHA KpakiHa
TOYKA) M0 BpeMe HA nepHoaa Ha npovyBaHe na RE-LY.

Haburarpad erekcunaar | JdaburarpaH eTekcunar Bapdapux
110 mg 150 mg
JiB4 MbTH JHEBHO JBA MbTH AHEBHO

PasgoMusupanu 6015 6076 6022
MnayMeHTH
MHcynt n/uny
CHUCTEMEH EMOOJIHIBM

YecrtoTa (%) 183 {1,54) 135 (1,12) 203 (1,72)

KoedpHuUUeHT Ha
pUCKa C/y
papdaput (95%
Cl)

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

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

1 IpeBB3X0ACTBO
pP-CTOHHOCT

p=0,2721

p = 0,0001

% ce oTHacA A0 roAULUHATA Y€CTOTa Ha ChOUTUATA

Tabauna 18: AHa/IH3 Ha NBPBOTO CHLOHTHE HA HCXEMHYEH HJIH XeMOparHueH HHCYJ/IT M0 BpeMe Ha
nepuoaa Ha npoyusane Ha RE-LY,

JaburarpaH etexcunar | JlaburartpaH erekcuniar BapdapuH
110 mg 150 mg
ABA N'bTH AHEBHO ABa NbTH AHEBHO
PaHaoMu3upaHu 6 015 6076 6 022
NalHeHTH
Mucyar
YectoTa (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduuueHT Ha 0,91 (0,74, 1,12) 0,64 (0,51; 0.81)
pUcKa ¢/y
papgpapHH (95%
Cl)
P-CTOHHOCT 00,3553 0,0001
CncremeH eMB0JIH3LM
Yectora (%) 15 (0,13) 13 (0,11) 21 {0,18)
KoeduurenT Ha 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
PUCKA C/Y
BapdapuH (95%
CI)
P-CTOHHOCT 0,3099 0,1582

McxeMHUYEH HHCY T
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Hectora (%)

152 (1,28)

104 (0,86)

134 (1,14)

KoehHLUMEHT Ha
DHCKA C/y
Bappapu (95%
CI])

1,13 (0,89; 1,42)

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

P-CTOHHOCT

0,3138

0,0351

XeMOoparu4eH HHCY AT

Yectorta (%)

14 (0,12)

12 (0,10)

45 (0,38)

KoepuuneHr ua
pUcKa c/y
BaptdapuH (95%
CI)

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

0,26 (0,14 0,49)

pP-CTOHHOCT

0,0001

< 0,0001

% C€ OTHacA A0 roJIMIIHATa 4eCTOoTa Ha ChOHTHATA

Tabauua 19: AHAJIH3 HA CMBPTHOCTTA MO BCAKAKBA MPHYNHA U HA CHPAEHHOCHLI0BATA CMBPTHOCT

Nno BpeMe Ha nepuoaa Ha npoyusaHe Ha RE-LY.

Haburatpan etexcunar | Jlaburatpan erekcunar BapdgapuH
110 mg ara NnbTH 150 mg nBa nbTH
ILHEBHO NIHEBHO
PanaoMu3npaHy 6015 6 076 6 022
[MALKEHTH
CMBPTHOCT NO BCAKAKBA
IpUYKHA
Yecrtora (%) 446 (3,75) 438 (3,64) 487 {(4,13)
KoeduuueHT Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pHCKa C/y
BapdapHH
(95% Cl)
P-CTOMHOCT 0,1308 0,0517
CbaoBa CMBPTHOCT
Yecrora (%) 289 (2,43) 274 (2,28) 317 (2,69)

KoeduuneHt Ha
pUcKa ¢’y
BapdapuH (95%
Cl)

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

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

pP-CTOHHOCT

0,2081

0,0430

% ce OTHacs 00 roAMLIHaTa YeCcToTa Ha CLOUTHATA

Tabnuuu 20-21 nokassart pe3y iTaTHTE OT MbpBUYHATA KpaiiHa TOYKA 33 €PUKACHOCT U DE€30NacCHOCT B
CHLOTBETHUTE CYOnonmynaunu; 3a nbpBMUHATA KpaiHa TOYKA ,,MHCYIT H CUCTEMEH eMBONIU3BLM He ca
HACHTHPUUMPAHHU NOArpYNH (T.€. Bb3PAcT, TErno, noj, 6b6pedHa GyHKUHS, ETHUYECKA NPHHALNEKHOCT U
Ap.) € pasnnYeH Koe(pHUUEHT HA PUCKA B CPaBHEHUE C BappapHH.
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Tabauua 20: Koedunueut Ha pucka v 95% Cl 3a uncyar/cucremerd eM60I13bM O NOATPYTIH.

KpaliHa TOouka HaburatpaH etexcunar HaburatpaH eTekcunar
110 mg ABa NbTH AHEBHO C/Y 150 mg aABa MbT AHEBHO C/y
BapdapuH BapdapHuH
Bbapact (rogutn)
< 65 1,10 (0,64, 1,87) 0,51 (0,26, 0,98)

65 <u<id 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)

> 75 0,88 (0,66; 1,17) 0,68 (0,50, 0,92)

> 80 0,68 (0,44; 1,05) 0,67 (0,44, 1,02)
CrCL(ml/min)

30 <u <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)

30 <u <80 0,91 (0,68; 1,20) 0,65 (0,47, 0,88)

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

3a NbpBUYHATA KpaliHa ToYKa ,,FONIMO KbPBEHE™ UMa B3aUMOAEICTBHE Ha edeKkTa OT JICUEHHETO U
Bb3pacTTa. OTHOCHTENHUAT PUCK OT KbpBEHE ¢ gqaburaTpaH B cpaBHeHHe ¢ BaphapHH ce yBelH4ana ¢
Bb3pacTTa. OTHOCHTENHUST PHCK € Hai-BUCOK NIPH MauMueHTH > 75 roanny. CbeobTeTBaLIATA yrIoTpeda Ha
aHTUTPOMOOTUYHH cpeacTBa, ACK uinu knonugorpen npubausurenno yasosea yectotata Ha CI'K, kakTo
npy naburaTpaH €TeKCUAaT, Taka ¥ npu sapdapuH. Hama 3HauuMo B3anMoaelcTBHE Ha TEPANEBTHUHKTE
edexTH npu noarpynute no 6s6peuna pyHkuus u CHADS; pesynrar.

Tabnuna 21: Koedbuunent Ha pucka u 95% CI 2a cn0uTHA HA ronaMo KbpBeHe MO NOACPYIH.

Kpaiha Touka HaburatpaH etexcunar HaburaTpaH eTekcunar
110 mg n1Ba MbTH AHEBHO C/y 150 mg Ba NBTH AHEBHO C/y
BapdapuH BapgpapuH
Bb3pacTt (roanmHu)
< 65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65 <y <735 0,71 (0,56, 0,89) 0,82 (0,66; 1,03)
> 75 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
> 80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30 <u <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50 <un < 80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
> 80 0,59 (0,43, 0,82) 0,87 (0,65;1,17)
Ynotpeba Ha ACK 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Ynotpeba Ha Kkyionuaorpen 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (0v120CpONHO, MYAMUYEHMPOBO NPOOBINCEHUE HA UBNUMBAHEMO HA NEYEHUEMO C
dabuzampan npu NayueHMu ¢ RPeOCLPOHO MBICOEHE, KOUMO €A 3as8bpiau usnumearemo RE-LY)

[Ipoawmkenuero Ha uanutTeaHeTo RE-LY (RELY-ABLE) ocurypsBa ZONbAHUTENHE HHPOPMALHA 33
O€30NaCHOCTTA MPH KOXOPTa NALMEHTH, KOUTO ¢a MPOIb/KUIW 1A NpyueMart gaburatpaH eTeKcuaar, B
chbllaTa 803a, onpeacneHa B uanuTeateTo RE-LY. 3a nanursaneto RELY-ABLE ca n3bpaHu naumeHTH,
KOWTO MO BPEMETO Ha MOcAeJHaTa UM BU3MTa OT uanuTBaHeTo RE-LY He ca npekbCHan M AeyeHueTo 3a
MOCTOAHHO. BKIIOUEHWTE NMAUMEHTH €A NPOABMKHIN Aa NMPUEMaT cbhllaTa ABOHHO-cAANA A03a JaburaTpaH
€TEKCHNAT, paHaoMHu3npaHo onpeaeneHa B RE-LY, 3a npocnaeassate no 43 meceua cneg REEYteb1uo
cpeduo npocneassaHe RE-LY + RELY-ABLE, 4,5 roaunn). [Nonbpanu ca 5 897 na -/‘: A ﬁmﬁ\
npeacTasnsBat 49% OT naluMeHTUTE IHPBOHAYANHO, PAHAOMU3UPAHO ONpPeaeICH /XA BT EMAT \
naburatpaH etekcunat B RE-LY 1 86% ot u3bpanute naunentv B RELY-ABLE

ol BN~ TR
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[lo BpeMe Ha ponwbnHuTENHUTE 2,5 roautin Ha neyeHue B RELY-ABLE, ¢ MakcuManHa ekcnosuuus Haa
6 roanuH (o0ua excnosuuus B RE-LY + RELY-ABLE), npountsT Ha 6e3onacHocT Ha gaburarpan
€TEKCHNAT B JBJIFOCPOUCH MJaH € [IOTBbPAEH 3a ABETE W3NHTBaHHY 1034 110 mg aABa NBTH AHEBHO H

150 mg nBa nbTH aAHeBHO. He ca Habnogasann HOBHM HaxoaKH, CBbp3aHu ¢ He3onacHoCTTa.

HecToTata Ha H3X0AHYU CHOUTHS, BKIIFOYMTENHO FONSMO KbpBEHE U APYTH ChOMTHS HA KbPBEHE,
CbOTBETCTBA Ha Ta3n, HabmonasaHa B RE-LY,

ﬂﬂHHH OM HEURMEPBEHYUOHAIHU NPOYVYBANUA

[Tpy enHo HenHTepBeHUHOHANHO npoyuBaHe (GLORIA-AF), npocnekTHBHO ca cbOpaHu (BbB BTOpaTa My
(paza) naHuH 3a 6€30MaCHOCTTA U e(PEeKTUBHOCTTA NPH HOBOAMArHOCTHUMpaHy naunenTd ¢ HKIIM Ha
naburatpaH €TeKCHIaT B peajiHn ycnosus. [Ipoyusanero sxitouBa 4 859 nauneHTd va gaburarpas
etexcHnar (55% nekysanu c¢bve 150 mg aAsa nbTH AHEBHO, 43% nekyBaHu cbe 110 mg ABa MbTH AHEBHO,
2% NEeKYBaHM CbC 75 mg ABa NbTH AHEBHO). [launeHTuTe ca npocneasBaHi B NPOABIKEHHUE HA 2 TOAHHMN.
Cpeanure CHADS; n HAS-BLED ckopose ca cboTBeTHO 1,9 1 1,2. CpeAHOTO BpeMe Ha NpocieAnBaHe
o BpeMe Ha TepanusTta e 18,3Mecena. ['onsamo xbpBeHe € Bb3HUKHANO npu 0,97 na 100 naudeHTOroaANHM.
Fma cbobwienus 3a )xuBoTo3acTpaluasailo knpeeHe npu 0,46 Ha 100 nauMeHTOroaAMHM, BLTpeUepenHa
xemoparua npu 0,17 Ha 100 naueHTOroAMHNA 1 CTOMAILHO-UYpeBHO KLpBeHE npy 0,60 Ha

100 naunenToroaunu. Mucynt € se3HukHan npu 0,65 va 100 naumeHTOroAuHM.

OcBeH ToBa B €JHO HEMHTEPBEHIIMOHANHO npoyuBane [Graham DJ et al., Circulation. 2015;131:157-164]
npu noseye oT 134 000 naumeHTH B cTapuyecka sb3pacT ¢ HKIIM B CheanHeHuTe Wwatu (aonpuHecno 3a
nopede oT 37 500 mauMeHTOroAMHHU BPEME HA NTPOCNeAdBaHe ¢ NPHIOKEHHE Ha Tepanus) gaburaTpaH
eTekcuat (84% OT NauMeHTUTE ca JeKyBaHH ¢bC 150 mg nBa bt AHEBHO, 16% OT NalMeHTHTE ca
NEKyBaHH ChC 75 mg ABa NbTH AHEBHO) Ce CBBLP3BA ¢ MOHWXEH PUCK OT HCXEMUUEH UHCYNT (KoepuuMeHT
Ha pucka 0,80, 95% poseputeneH nutepsan [CI] 0,67-0,96), BbTpeuepenHa xeMoparis (koedHLUHEHT Ha
pucka 0,34, CI 0,26-0,46) u cmbpTHOCT (Koe(puumneHT Ha pucka 0,86, CI 0,77-0,96) n yBennueH puck ot
CTOMALLIHO-4PEBHO KbpBEHE (KoeduuueHT Ha pucka 1,28, CI 1,14-1,44) B cpaBHeHue ¢ BapdapuH. He e
OTKPUTA PA3KKa 110 OTHOLIEHUE HA TOASMO KbpBeHE (koedpHUMeHT Ha pucka 0,97, Cl 0,88-1,07).

Te3u nabnrogeHns B peandu ycaoBUa NOTBbPXKAABAT YCTAHOBEHHS Npodua HA 6e30MacHOCT U
ePUKACHOCT 3a AaduratpaH eTEKCHAAT NPH TOBA NoOKa3aHHe B npoyusaHeTo RE-LY.

[layuernmu, noodnoocenu Ha kamemuvpHa abaayus npu NPeochPOHO MbICOEHE
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[TpoBeieHO € NIPOCNEKTUBHO, PAHAOMU3UPAHO, OTKPHTO, MHOMOUEHTPOBO, U3CAEA0BATENCKO NPOYYBaHE
CbC 3acNienena, UEHTPaNHOo yCcTaHOBEeHa olieHKa Ha KpaKnaTa Touka (RE-CIRCUIT) npu 704 nayueHT# Ha
YCTAHOBEHO aHTUKOATYJIaHTHO JIEYEHUE. B NPOYyUYBAHETO € CPABHEHO HEMPEKBCHATOTO JEUEHHE ¢
nadburarpan erexcunat 150 mg aBa NbTH AHERHO ¢ HEMPEKLCHATOTO NEUeHHe ¢ KOPUIHpaHa Bb3 OCHOBA
Ha INR no3a Bapgapus npu KateTbpHa abnauus Ha NapoKCU3MamHO WM MEPCHCTHPALLO NPeaChPAHO
MbxcaeHe. OT 704-Te BKIIIOYEHH NaLueHTH, 317 ca noanoxeHy Ha abnauus Ha NpeAChPAHOTO MbXACHE
Npyd HEMPEKBCHATO NeUEHHeE ¢ Jadburatpax, a 318 ca noanoxeHy Ha abnalus Ha NPeAChbPAHOTO MBI AEHE
NpH HENPEKBLCHATO JNIEUEHUE ¢ BapdapyH. Ha BCHUYKK NallMEeHTH € HanpaseHa TpaHcesodareanHa
exokapauorpadus (TEE) npeaun kateTbpnata abnaums. OCHOBHUST pe3yaTaT (YCTAHOBEHO FONSAMO
KbpBeHE cnope] kputepuuTe na ISTH) Hactbnea nipu 3 (1,6%) nauneHTH B rpynara Ha n€4YeHHue ¢
naburatpad eTekcniar u npu 22 (6,9%) naureHTH B rpynara Ha AcdeHue ¢ BapdapuH (paznyka B pucKa
-5,3%; 95% CI —8,4, —2,2; P=0,0009). Hama cubuTue Ha HHCYAT/CHCTEMEH eMOOIH3BM/NPEXOIHO
HapylleHye Ha MO3bYHOTO KpbBOoOOpbLUeHHe (ITHMK) (koMbHHHpaHo) B paMOTO Ha NEUYEHUETO ¢
paburarpan eTekcunat v uma eaHo cboutTHe (ITHMK) B paMoTo Ha neueHue ¢ BapdapuH OT BpeMeTo Ha
abnauusaTta U 10 8 ceamuuy cnen abianusta. Tosa nscneaoBaTencko npoyyBaHe nokasa, 4e gaburarpa
ETEKCHJIAT € CBBP3aH ChC 3HAYUTENHO HaMalisgBaHe Ha yecToTaTta Ha CI'K B cpaBHeHHMeE C KOPUTUPAHA Bb3
ocHoBa Ha INR n034 BapgapuH B yCi0BUATA Ha abnatius.

Hayuenmu, xkoumo ca bunu nocroxcenu Ha neprymauna koporapHa unmepgenyusa ({1IKH) cve
CMEHMUpPane

[IpocnexTHBHO, PAHAOMH3HPAHO, OTKPUTO NPOYyHBaHe Che 3acneneHy kpaidu Touku (PROBE) (da3a I11b)
3a OLICHKA Ha JBOHHa tepanua ¢ aaburarpan erekcunat (110 mg unu 150 mg ABa MbTH AHEBHO) MJIHOC
kaonuaorpen Hay THkarpenop (aHTaroHUCT Ha P2Y 12) B cpaBHEHHE ¢ TpoitHa Tepanud ¢ BapdapHH
(kopurupana KuM INR 2,0-3,0) nmoc knonuaorpen wau tukarpenop 1 ACK, e npoBeaeHO npu

2 725 NauMENHTH ¢ HEKJIANMHO NPEACHPAHO MBXAESHE, KOUTO ¢a Oun noanoxeHy Ha [1KH cbe ctentupane
(RE-DUAL PCI). [launenture ca paHAOMU3HpaHy 3a ABOHHA Tepanus ¢ aaburatpad etekcunar 110 mg
NBa N'bTH IHEBHO, ABOHHA Tepanud ¢ aaburatpaH etekcunar 150 mg aga nbTH AHEBHO WK TpOHHA
Tepanus ¢ BapgapuH. [launenty B ctapuecka sb3pacT U3BEH CALL (Ha Bb3pacT > 80 roaMHH 3a BCHYKH
cTpand, = 70 roaMHY 3a AnoHua) ca pa3npeac/icHH Ha Cliy4acH NMPUHUMI KbM IpynaTta Ha 4BOMHA
Tepanus ¢ naburarpaH erexkcunar 110 mg oy KbM rpynarta Ha TpoitHa Tepanus ¢ BapgapuH. [TbpBUUHaTa
KpalHa Touka e koMOMHUpaHa KpalHa TOUKa ,,cbOUTHS Ha roaamMo KbpBeHe Ha ©a3aTa Ha AeHHULUSA Ha
ISTH unu ceOUTHE HA KNYHKYHO 3HAYUMO HEMONAMO KbPBEHE",

YecToTara Ha nbpBUYHaTa Kpaitna Touka € 15,4% (151 nauMeHTH) B rpynarta Ha ABOiHA Tepanud ¢
gaburarpan erexkcunat 110 mg cnpamo 26,9% (264 nauvenTr) B rpynara Ha Tpo#Ha Tepanus ¢ BapdapuH
(KP 0,52; 95% C1 0,42, 0,63, P <0,0001 3a He no-manka epukacHocT ¥ P < 0,0001 33 npeBb3XOACTBO} H
20,2% (154 nauMeHTH) B rpynara Ha ABCoHHa Tepanus ¢ aadburarpaH erekcuiar 150 mg, B CpaBHEHHE ¢
25,7% (196 naunMeHTH) B CLOTBETHATA I'pyna 3a TpoitHa tepanua ¢ Bappapus (KP 0,72; 95% CI 0,58;
0,88; P < 0,0001 3a ne no-manka epukacHoct v P = 0,002 3a npers3x0a¢TBo). Kato 4acT oT onucaTenHus
aHa/IM3, YecToTaTa HA CHOMTHUSA HA TONAMO KbPBEHE NpH TpoMOOAKH3a Npy MH(papKT HAa MHOKapaa
(Thrombolysis In Myocardial Infarction, TIMI) € no-H1cka W 8 ABETE rpyny HA ABOHHA TEPaANUA C
AadurartpaH eTeKCHaT, OTKONIKOTO B rpynara Ha TpoiHa tepanis ¢ BapdapuH: 14 cu0uths (1,4%) B
rpynara Ha ABOiHa tepanus ¢ gaburarpan erekcuiat 110 mg, B cpaBHenue ¢ 37 cpdbutua (3,8%) B
rpynara Ha Tpo#Ha tepanus ¢ Bapdapur (KP 0,37; 95% C10,20; 0,68; P =0,002) u 16 cubutua (2,1%) B
rpynara Ha ABoiiHa Tepanus ¢ gaburatpad etekcunat 150 mg, B cpaBHeHue ¢ 30 ¢cubuTua (3,9%) B
ChOTBETHATA rPyna Ha TpoiiHa Tepanus ¢ Bapdaput (KP 0,51; 95% CI 0,28; 0,93; P = 0,03). Y asete
rpyny Ha JBOHHA Tepanus ¢ AaduratpaH €TeKCHIaT UMaT NO-HUCKHK H4ECTOTH Ha Bmpe 3 ..- : R
XeMoparus, OTKOAKOTO CbOTBETHATA IPyNa Ha TPOiHA Tepanus ¢ Bapjapuh: 3 C'bﬁ ,‘g&, B Pomra

Ha ABO}Ha Tepanus ¢ aaburatpaHd erekcunat 110 mg, B cpaBHenue ¢ 10 cuOuTHS AN .fj\
TpoiiHa Tepanis ¢ Bapgapu (KP 0,30; 95% C10,08; 1,07; P =0,06) u 1 C'bﬁHTHE: “u) _’B'de,' &

r,‘::-'l : rd e -,'5':"' 'I'f 4
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Ha Tpolina tepanus ¢ BapgapuH (KP 0,12; 95% CI 0,02; 0,98; P = 0,047). UecToTara Ha cbOUTHATA OT
KOMOUHHMpaHaTa KpailHa To4ka 3a eQMKaCHOCT ,,CMBPT, TPoMOBoeMbONNUHY CHOUTHA (MHDAPKT Ha
MUOKAapAa, HHCYAT UJIH CUCTEMEH eMOONIU3BM ) UM HEMNMaHupada peeackynapusauua’” KoMOUHUPAHO B
JBETE I'PYiy HA ABOHHA Tepanus ¢ AabUraTpaH eTeKCHNIAT € C HE NO-Mallka e)MKAaCHOCT OT Ta3u B rpynara
Ha TpoiiHa Tepanus ¢ BapgapuH (cbotBeTHO 13,7% cnpamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29;

P = 10,0047 3a He no-Manka edukacHoCcT). HaMa cTaTHCTUUECKH pa3iuKH B HHAMBHAYANHHTE KOMNOHEHTH
Ha KpalHUTE TOUKH 33 e(hMKACHOCT MEXAY KOSTO M Ja BUNI0 OT rpyiuTe Ha ABOHHA Tepanus ¢ naburarpas
eTEeKCHJIAT W Ipynara Ha TpoiHa Tepannus ¢ BapgapuH.

[IpoyuBaneTo nokasea, 4e ABOHHATa Tepanus ¢ naburatpaH €TeKCHNaT ¥ aHTAroHUCT Ha P2Y 12
3HAYMTEJTHO TOHUW@ABa pyUCKa OT KbpBEHE, B CPAaBHEHHWE C TpoHHATa Tepanus ¢ BapdapuH, ¢ He No-Manka
eUKACHOCT 3a KOMOMHHUpaHaTa KpaiHa TO4YKa ,,TpoMBoeMOOIHYHY ChOUTHA' NMpH NALIMEHTH C
NpeaACHPAHO MBXACHE, KOUTO ca Ounu noanoxeHy Ha [TKH cbe crenTupane.

Jleuenue Ha JIBT u BE npu Bb3pacThy nauveHTu (neuenne Ha JIBT/BE)

EdukacHocTTa 1 De30macHOCTTa ca MPOyYBaHU B IBE MHOMOLIEHTPOBH, PAHAOMHUINPAHH, IBOHHO-CIENH,
npoy4BaHusa ¢ nostapawlo ce acdyerue Y napanennu rpynu RE-COVER #n RE-COVER Il B Tean
npoy4BaHus ce cpasHsBa gadburarpad etekcunar (150 mg aBa nbTw AHEBHO) ¢ BapdapuH (unenesa
cToiHoCcT Ha INR 2,0-3,0) npu nauuvenTsn ¢ octpa JIBT w/unu bE. OcHosxaTa uen Ha te€3u npoyusaHus €
Ja ce onpeAeny fand gaburaTpaH eTeKCUNaT UMa He Mo-Manka eUKacHOCT OT Bap(apHH NpH
HaMalIsiBaHe CbONTHATA HA MbpBUYRATA KpaiHa TO4YKa, KOATO NpeACTaB/isBa KOMOMHALUUATA OT
peuuanBupamia cumnromatiuia BT v/unu BE, v Ha CBBP3aHNUTE CMBPTHH CIIYHAH B PAMKUTE HA
6-MeCe4yHU MEPHO HA JICHYEHHE.

B c6opnute npoyusaiusa RE-COVER u RE-COVER II 006110 5 153 nauunenTu ca paHIOMHU3UPAHM H
5 107 ca nekyBanu,

[lpoapmxuTeHOCTTA Ha ledeHneTo ¢ PpukcupaHa go3a gadbvrartpan e 174,0 aHu 6e3 npocneassaHe Ha
koarynauusTa. Flpy nauMeHTUTE, pAaHAOMU3MPAHK 3a NpUeM Ha BapdapuH, MEAHaKaTa Ha BPEMETO B
TepaneBThieHd HHTepBal (INR 2,0 no 3,0) e 60,6%.

M3nuTBanndara [MOKA3B4dT, Y€ JICHCHHUCTO C ﬂﬂﬁHFHTpaH eTekcuiat 150 mg ABa IMbTH AHEBHO € HE NO-MaJIKO

ePHKaAcHO OT nedeHUueTo ¢ BapdapuH (rpaHuua 3a He no-mManka epuxacHoct 3a RE-COVER u RE-
COVER II: 3,6% 2a pa3nivka B pucka 1 2,75 3a KoeuUHEHT Ha pHCKa)
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Tabauna 22: AHAJIN3 HA NBPBHYHATA H BTOPHUYHHTE KPaHHH ToUuKH 34 epuracHocT (BTEC ce

¢beTOoH oT JIBT n/uan bE) 10 Kpas Ha neproaa caea NedeHnero B cOopuure
npoyusanua RE-COVER u RE-COVERII.

JadburaTtpaH eTekcunar
150 mg ABa MbTH AHEBHO Bapgapii

JlekyBaHu nauMeHTH 2 553 2554
PeuuausHupan 1
cumntTomatHued BTEC . o
i cBbp3aHa ¢ BTEC 68 (2,7%) 62 (2,97%)
CMBPT
KoedutiueHT Ha pucka
cnpsaMo sapgapuH 1,09
(95% nosepuTeneH (0,77, 1,54)
HHTEpBaJ)
BTopuuHu kpaitHu
TOUYKH 33 €PUKACHOCT
Peunaneupalil
cumniromatieH BTEC 109 (4.3%) 104 (4,1%)
U CMBPT O BCAKAKBA
NpHYKHa

0O
957 NOBEpUTENEH 3,52, 5,13 3,34, 4,91
HHTEpBaN
CumnromartiuHa JIBT 45 (1,8%) 39 (1,5%)

0
957 NOBEpUTENCH 1,29: 2,35 1,09: 2,08
HHTEpBaN
CumnromMatudeH bE 27 (1,1%) 26 (1,0%)

0
95% NoBEepUTENEH 0.70: 1,54 0.67: 1.49
HHTEpBa
Cebp3aHa ¢ BTEC 4 (0,2%) 3 (0,1%)
CMBPT

0
9970 AOBEpHTEIIEH 0,04; 0,40 0,02: 0,34
HHTEpBA
CMBPT 110 BCAKAKBA 51 (2,0%) 52 (2,0%)
NpHYKHA

0
957 posepuTencH 1,49; 2,62 1,52; 2,66
HHTEPBAJI

[IpepeHuuMs Ha peunausupaiia JIBT v bE npu Bb3pacTHU (npesenuuda Ha JIBT/BE)

JIBe paHIOMH3UpaHH, ABOHHO-CJIENH NMPOYYBAHUSA C NapajiesiHi Ipynu ca rMpoBeaeH NPH NauHEHTH C
MnpeAXoaHa aHTHKoarynaHTHa tepanus. B npoyusaneto RE-MEDY, koHTponupaHo ¢ BapgapuH, ca
BKIKOHMEHH NALUKEHTH, NIPEAXOAHO JNEKYBAaHH B IPOAbL/HKEHUE HA 3 10 12 Mecela, KOUTO C& HYXKIAAT OT
DOIMbJAHMTENHO aHTHKOArY NaHTHO JieYeHue, a nnauedo-KoHRTpoNHpaHoTo npoyysaHe RE-SONATE
BKJIKOHBA MALMEHTH, NPEAXOOHO JIEKYBAHU B npoAb/pkeHne HA 6 10 18 Meceua ¢ HHXHONTOPH Ha
BUTaMKH K.

[lenta Ha npoyuyBaHeTo RE-MEDY e na ce cpaBHAT 6e30nacHoCcTTa ¥ €hUKACHOCTTA HA nepoaﬂﬂnﬂ
naburarpan erekcunart (150 mg ABa NbTH AHEBHO) ¢ BapdapuH (uenesa CTORHOCT HEt e - W0
[IPOAB/IKUTENHO JIEYEHUE W NTPEBEHUMA Ha peudanBupalla cumnromatiusa BT u,’ 8

[MalUECHTH Ca paHAOMHW3HUPAHH H 2 856 ca JICKYBdHH. npﬂﬂ'bﬂ}i{HTeﬂHGC'l"Ta Ha J]ELIE 4 a;f;a. ?—j \\.
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¢TEeKCHUNaT Bapupa ot 6 10 36 Meceua (Meanana - 534,0 auu). llpy naureHTHTE, pAHAOMHU3UPAHU HA
nedeHue ¢ BapapuH, MeAMaHaTa Ha BpeMeTo B TepaneBTHYeH AuHana3oH (INR 2,0-3,0) e 64,9%.

RE-MEDY nokaszsa, 4e NeuyeHHeTo ¢ 4aduratpaH etekcuaar 150 mg ABa NbTH AHEBHO € HE NO-MAaJKo
eduKacHo oT BapdapuH (rpaHKLA 3a HE NO-Manka ePUKAcHOCT: 2,85 3a koeduUMeHT Ha pucka 1 2,8 3a
pa3NMKa B pHcCKa).

Tabanua 23: AHAIN3 HA NLPBUYHUTE U BTOPUUYHHTE Kpaiiny ToukM 3a ebukacHoct (BTEC ce
¢cb¢TOoH oT ABT u/unu BE) 1o kpas Ha nepuoaa caep geueHneTo B npoyuBaHeTo RE-

MEDY
JlaburatpaH eTekcHnart BapdapuH
150 mg aBa nuTH
JHEBHO

JlekyBaHu NauueHTH 1 430 1426
Peunausrpau cumnroMatuued BTEC o
H CB’bp3aH§ ¢ BTEC cmbpr 26 (1,8%) 18 (1,3%)
I{ne{gmuuem Ha pHUCKA CIIPAMO | 44
BapdapHH ’
(95% poBeprTENEH UHTEPBA) (0,78, 2,64)
HE NO-Majika epPUKaCHOCT 2,85
[TalneHTH, MPU KOUTC € Bh3HUKHANO

22 17
cpOuTHE KM 18" Mecel
KymynaTuseH puck kM 18-Usl Mecel

1,7 1,4
(Vo)
Paznuka B pMcka cnpsaMo BapgapHH

0,4
(%)
95% NOBEPUTENCH HHTEpPBAN
HE NO-MaNnKa epUKACHOCT 2.8
BTopuyHH KpaliHU TOUYKH 33
e(PUKACHOCT
Peunaueupaw cuMmntoMatiued BTEC 42 (2.9%) 36 (2,5%)
M CMBPT MO BCAKAKBA NPUHYHHA
95% noBepuTENneH HHTEPBAJ 2,12: 3,95 1,77; 3,48
CuMmnromMaTtuuna JIBT 17 (1,2%) 13 (0,9%)
95% poBepuTEeIeH HHTEPBAN 0,69; 1,90 0,49; 1,55
Cnmntomaruued bE 10 (0,7%) 5 (0,4%)
95% noBepUTEIEH HHTEpBAN 0,34; 1,28 0,11;0,82
Cenp3ana ¢ BTEC cmupr | (0,1%) 1 {0,1%)
05% poBepuTeJieH HHTEPBAJ 0,00; 0,39 0,00; 0,39
CMBPT MO BCAKAKBA NPHUYHHA 17 (1,2%) 19 (1,3%)
05% NoBepUTENIEH HHTEPBAN 0,69; 1,90 0,80; 2,07

Llenta Ha npoy4BaHeTo RE-SONATE € na ce oueHn npeBb3xoACTBOTO Ha JabMraTpaH eTekcUunar cnpamMo
nnauebo npy npeBeHUUATa Ha peuMAnBUpalIu cumntomatiunm JIBT u/uan BE npy nanumenTy,
MpeMUHaNy NpeaxoaHo neueHue ot 6 no 18 mMeceua ¢ ABK. [lnanupanoro neuenune e gaburarpas
eTekcunar 150 mg npa MbTH AHEBHO B IPOALJAKEHUE HA 6 Meceua, 6e3 HeODXOAUMOCT OT HabMOAEHHKE.

[TIpoyuBaneTo RE-SONATE noka3za npesb3xoacTso Ha aaburaTpaH eTekcuniar cnpﬂ Wﬁ?\
OTHOLIEHHNE MPEBEHUMNATA HA CLOUTUS ¢ peurauBHpalin cumntomaTiutiu 1B T/BE, £ To-CM
o HeOoOACHUMH NPUUWHU, C MOHWXKEHHE HA pUcKa OT 5,6% no 0,4% (HaMmansBaHe A q STHO

92% GasnpaHo Ha Koe(HIIMCHTA Ha pHCKa) 110 BpEeMe Ha nepyoaa Ha nedeHue (p 9 C@Qﬁf'_ .'ﬁ }C.H o )n
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BTOPMUYHH aHAJIU3H M aHANU3H Ha YYBCTBHTENHOCTTA HAa NbPBUYHATA KPaliHA TOYKA H HA BCUUKH
BTOPHYHH KpaliHHM TOUKU MOKa3BAT NPeBb3XOACTBO Ha JaburaTpaH eTekcunar cnpamo niauebo.

[IpoyuBaHeTO BKAOUBA 12-MecevHo npoclieddBade 3a HAbNACHUE cnel Kpas Ha JieueHuneTo, Cnen
NpeKparsiBaHe Ha NPUAAraHeTo Ha U3NUTBAHOTO JNEKAPCTBO €(DEKTHLT CE 3ana3sa g0 Kpas Ha nepuoja Ha
npocieasiBaHe, KOETO NOKa3Ba NojaAbpiKkaHe Ha edeKkTa OT MbPBOHAYANIHOTO NeueHue ¢ nadburaTpaH
eTekchnat. He e HabnwaasaH pebayna edexkt. B kpas Ha npocneasBaHeTo cvonThara ¢ BTEC npu

NAlLUEHTHTE, JeKyBaHu ¢ aadburatpan etekcunar € 6,9% crnpamo 10,7% B rpynata Ha nnauebo
(koedHuMeHT Ha pucka 0,61 (95% CI1 0,42; 0,88) p = 0,0082).
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Tabnuna 24: AHaaM3 H2 NbPBHYHATA W BTOPHUYHHTE KpaiHH ToukH 32 epuracHocT (BTEC ce
¢beToHn oT IBT u/nnu BE) no kpas na nepuoaa caea nedyernero B npoyuBanero RE-

SONATE.
JlaburaTpaH eTekcHAaT [Inauebo
150 mg nBa NBTH AKEBHO

JlexyBaHU nauHeHTH 681 662
Pennausupain
cumntomatuyden BTEC 3 (0,4%) 37 (5,6%)
M CEbP3aHa C Hero
CMBPT
KoepHuneHT Ha pucka
crnpsmo naaueo 0,08
(95% noBepuTEneH (0,025 0,25)
HWHTEPBA)
D-CTORHOCT 33 < 0.0001
[peBb3XOACTBO
BTopr4HH KpanHH
TOUKH 3a €PUKACHOCT
Peuunavsupaty
cumntoMatuyed BTEC 3 (0,4%) 37 (5,6%)
K CMBPT NO BCAKAKBA
NPUYKHA

0
95% noBepHTENEH 0.09: 1,28 3.97; 7,62
HHTEpBA
CumnrtomaThuna JIBT 2 (0,3%) 23 (3,97%)

0
95% noseputenen 0.04: 1,06 2.21: 5,17
HHTepBan
CumnTtomaTtnueH BE 1 (0,1%) 14 (2,1%)

0
95% poBeputeneH 0.00: 0,82 1,16; 3,52
HHTEpBAJ
CebpaaHa ¢ BTEC 0 (0) 0 (0)
CMBPT

0
95% nosepHTeneH 0.00: 0,54 0,00; 0,56
HHTEpBA
CMBPT MO HEODACHUMMH 0 (0) 2 (0,3%)
NPUYHHH

0
95% aoBepuTencH 0.00: 0,54 0,04: 1,09
HHTEPBAN
CMDBPT No BCsIKAKBA 0 (0) 2 (0,3%)
[IPHYKHA

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

KKJIMHMYHMY U3NKMTBAHUA 33 NPEREHUMATA HA TPOMOOEMBOAN3IBM NPH NALUEHTU CbC ChPACYHH KNAMHH
NpOTE3H

NOCTABAHC HA MEXdHHYHA ChpPACHHA Kialld NpeaHn Nnoseye oT TpH MECELaA. [Toseye P
CHOHTHS (DCHDBHD HHCYINTH H CUMIITOMHHW/aCUMITTOMHHU TpDMﬁDSH Ha MpPpOTC3HPAaHH
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CbOWTHA Ha KbpBEHE ca HabNoAaBaHU NPY JaburaTpas eTeKCUNaT B CpaBHEHHUE ¢ BapdapuH. [1py
MauMeHTUTE B paHHUA NOCTONEPATUBEH NEPHO, MOJISIMOTO KbPBEHE CE € NMPOABABAIO OCHOBHO KaTo
XEMOparu4ieH rnepukapiacH W3anus, no-Crneuranto Mpy NayMeHTH, 3aNOYHanNK p1ueM Ha aaburaTpan
€TEKCHUAAT CKOPO (Ha 3-TUA OeH) CleL XHPYpPruiHata onepauns 3a CMsHa Ha Cbp/ieyHa Kiana (Bx.
TOYKa 4.3},

Heoduampuuna nonynayus

[Ipegernyusi HG MO3BUEH UHCYAM U CUCMEMEH eMO0au3bM NpU 8b3pacmiu nayuexsmu ¢ HKITM ¢ edun wiu
nogeue puckosu paxmopu

EBponeiickara areHuMs no JekapcTeata ocBo00M1aBa OT 3abJDKEHHETO 3a NPEA0CTaBAHE Ha
pe3yNTaTUTE OT NPOYUBAHUATA ¢ Ja0UraTpaH eTEKCHIAT BbB BCHUYKH MOArPYNK HA NeAHATpHYHATA
MONyNauus 3a NOKA3aHUETO NPEBEHLNSA HA MO3bYEH HHCYAT U CUCTEMEH eMBOAN3IbM NPH NAYHEHTH C
HKIIM (Bx. Touka 4.2 32 uHpOpMaALWA OTHOCHO ynoTpeba B neanaTpuaTa).

Hevernue na BTEC u npesenyus na peyuousupawju BTEC npu neduampuunu nayuenmu

[TpoyusaneTo DIVERSITY e npoBeneHo, 3a Aa AeMOHCTpHPa e(hpUKACHOCTTA U O€30NacHOCTTA Ha
nabUraTpaH eTeKCHJIaT B CpaBHEHHE Cbe cTanaapTHO nededue (CJ1) na BTEC npu neanatpnunm
MaHEHTH OT paxkaaHeTo 10 noa 18-roauiuHa Bb3pact. Cnopea gu3aiHa Npoy4vBAHETO € OTKPUTO,
PaHAOMHU3NPAHO MPOYUBAHE C NapalietHy IPYIH 3a 10Ka3BaHe Ha HE No-Mafika ePuKacHOCT. BktoueHuTe
3@ y4acTHe NMaLUHEHTH ca paHAOMH3HWPpAHH B CHOTHOWEHKE 2: 1 Aa noayyasaTr cho0paseHa ¢ Bb3pacTTa
neKapcTBeHa gopma (Kancyau, 0OBUTH Mpanysiy KK NEPOPANIeH pa3TBOp) Ha AaburaTpan eTexcunar (¢
J03K, aAanTHPaHHU CNOpel Bb3pacTTa ¥ TenecHoTo Terno) Hin CJI ¢ HUCKOMONEKYTHH xenapiud (HMX)
nay aHtaroHucTy Ha BuTaMuH K (ABK), unu ¢ponaanapruykc (1 naunenT Ha 12 roauHu). llbpBuyHaTa
KpaiHa TOUYKA € CbCTABHA KpaiHa TOYKa OT NALMEHTH C NbJIHO pa3TBapsaHe Ha TpoMOa, ¢ Ihnca Ha
peuranBupalilo BTEC v ¢ nunca Ha cMBpTHOCT, ¢Bbp3aHa ¢ BTEC, Kputepunrte 3a NaknroupaHe
BKJIKOUBAT 2aKTHBEH MEHUHIUT, CHUEHANUT 1 BbTpeYepeneH adcuec,

Obuwio 267 nauueHTH ca paHaomMuzupadn. Ot Tax 176 nayueHTH ca NEKyBaHu ¢ JaburaTpaH eTeKCUNAT, a
90 nmaunenTty ¢be CJl (1 paHAOMHW3HPpaH NALMUEHT HE € NTekyBaH). 168 nauMenTH ca Ha 12 1o noa
18 roopnnn, 64 nauMeHTH ca Ha 2 10 noa 12 roguHK, a 35 nauneHTy ca rnoa 2-rojnliHa Bb3pacT.

Ot pangoMu3npaluTe 267 nauneHT 81 naumeHTH (45,8%) B rpynara Ha AaburartpaH €TeKCHAT H

38 nauuentu (42,2%) B rpynara Ha CJ1 oTrosapst Ha KpdTEpUHUTE 32 CHCTAaBHATA TbPBUYHA KpaliHa TOYKa
(NBJIHO H34YKUCTBaHE Ha Tpomba, aunca Ha peunansvpail BTEC 1 nunca Ha CMBPTHOCT, CBBp3aHAa ¢
BTEC). CvoTBeTHAaTa Pa3/HKa B 4ECTOTATa M10KAa3Ba HE [10-MAJIKA ePUKACHOCT Ha JabHraTpaH eTekcunar
B cpaBHeHue ¢ CJ1. CbBMECTUMH pesynTaTi KaTo UAJ0 ca HabnoaaBaHu 1 B IOArPYNHUTE: HAMA
3HAYUTENHH pa3finvKs B €PeKTa OT NEYEHHETO 3a NOATPYIIHTE N0 Bb3PACT, 10, reorpadcka obnacrt u
HAMM4YKHE Ha ONpPEACNEHH PUCKOBH (PAKTOPH. 34 3-T€ Pa3HYHH Bb3PaCTOBH CTPATH CbOTHOLIEHHETO HA
Mau¥eHTHTe, MOCTHIHANAW NbPBHYHATA KpaiiHa TOUKa 32 €HUKACHOCT B IPYNHTE ChOTBETHO HA naburatpax
etekcunat U CJ1, e 13/22 (59,1%) v 7/13 (53,8%) npu naureHTUTE HA Bb3PAcT OT paxJaHeTo A0

< 2 roanuu, 21/43 (48,8%) n 12/21 (57,1%) npy nauyMeHTUTE Ha BL3pacT 2 10 < 12 roanHu n 47/112
(42,0%) v 19/56 (33,9%) npu nauMEHTHTE Ba BB3PAcT 12 10 < 18 roauHn.

floTebpacHH CHOUTHSA HA roIIMO KbpBeHE ¢a ChoOLeHH 3a 4 nauueHTH (2,3%) B rpynara Ha gaburatpat
eTekcunar ¢ 2 nauueHTH (2,2%) B rpynarta Ha CJI. HaMa cTaTUCTHUYECKH 3HaUWMa pa3iika BbB BPEMETO
A0 NOSBA HA TbPBO CHOUTHE HA ronsaMo KbpBeHe, TpuaeceT U ocem nauueHTH (21,6%) B rpypasass

naburatpad erekcunat 4 22 nauneHTH (24,4%) B rpynarta Ha CJI uMaT noTebpacHO cBh ST
KaTO [PH NOBEYETO OT TAX TO € KATErOPHU3IUPaAHO KAaTo He3HAUYUTENHO. KoMOMKUpaHaT;
MOTRBPAECHO ChOUTHE Ha TroAIMO KbpBeHe (CI 'K} M KNHHUYHO 3HAYUMO HEroNIAIMO
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(KoraTo NalMeHTHTE Ca Ha NeUveHue) ca cbolbIueHH 3a 6 (3,4%) nauueHTy B rpyiaTa Ha aaburarpax
eTexkcunat u 3 (3,3%) naunenTtH B rpynara Ha CJL.

EAHO OTKPUTO, NPOCNEKTUBHO, KOXOPTHO, MHOTOLEHTPOBO npoyuBaHe 3a fe3onacHocT daza Il ¢ eaHo
pamo (1160.108) € npoBeaeHO 3a oueHKa HA B€30NaCHOCTTA HA Aa0UTraTpaH €TeKCKHAaT NpU NpeBeHLUs Ha
peunanerpan] BTEC npu neauatpuuny nauneHTH OT paxxNaHeTo 10 noA 1 8-roautiHa Bb3pacT.
[TaureHTH, KOUTO Ca C€ HYXIOAECNK OT NO-HATATBLILUHO aHTUKOArYAAHTHO JISHEHHE NOPAAK HATMYHE HA
KAMHHYEeH pUCKOB (aKTOD CAEA 3aBbpUIBAHE HA HAYAMHOTO neyeHHne 3a notebpacH BTEC (3a Hail-manko
J Mecena) uaM cnea 3apbpluBade Ha npoyusaHeto DIVERSITY, ca BkatoyeHM B npoyuBaHeETO.
[MoaxoasiuuTe 3a BRAKOUBAHE NAUEHTH €A NOJYUABAINM aanNTHPaHK COpea Bb3pacTTa ¥ TENECHOTO
TEr10 403K OT ¢hobpa3eHa ¢ Bb3pacTTa nekapcTeeHa gopmMa (kancynu, oOBUTH rpaHy/IM HAH nepopaneH
pa3TBOP) Ha AaburaTpad eTexcunat A0 eNAMMUHUPaHE Ha KIIHHUYHUSA PUCKOB PAKTOP WK 10 MAKCHMYM
12 mecena. [TbpBUUYHMTE KpafiHH TOUKHW HA NIPOyuBaHeTO ca peunans Ha BTEC, cubutua Ha roasmMo nnu
HE3HAYHTEIHO KbPBEHE U CMBPTHOCT (0011a N BbB Bpb3Ka ¢ TPOMOOTHUYHK UNK TpoMOoeMOONNYHH
cbOuTHA) HA 6 W 12 Meceua. MsxoanTte oT cCbOMTHATA Ca NOTBBPAEHH OT HE3aBUCHMA, 3aCAeNeHa KOMUCHS
3d OLICHKA.

Ob6110 214 nauMeHTH ¢a BKIOYEHH B npoyuBaHeTo. OT Tax 162 nauueHTy ca BbB Bb3pacToBa cTpaTta | (oT
12 no noa 18 roauHn), 43 nalMeHTH Ca BbB Bb3pacToBa ¢Tpata 2 (0T 2 10 noA 12 roanHH) 1 9 nayueHTH
ca BbB Bb3pacToOBa cTpaTa 3 (OT paXAaHeTo A0 NoA 2-roAulliHa Bb3pacT). [lo BpeMe Ha nepuoaa Ha
nedyerue 3 nauuerty (1,4%) ca pa3Buau NOTBbPAEH OT KOMHcHATA peuranB HA BTEC B paMkuTe Ha
nbpBUTE 12 Mecela cnen 3anousake Ha nedeHneTo. [ToTBbpPASHH OT KOMHCHATA CHOUTHSA HA KBPBEHE NO
BpEME Ha NMepUoaa Ha JeUueHUe ca CboOLWEHH 3a 48 nauueHTh (22,5%) B paMKUTE HA NbpBUTE 12 Mecela.
[ToBeyeTo CLOUTHA HA KbpBEHE ¢a He3HAUMTENHHU. [Tpu 3 naumenTH (1,4%) MMa NOTBLPAEHO OT
KOMUCHATA ChOMTHE HA IMOASMO KbpBEHE B paMkuTe Ha NbpBuTe 12 Meceua. [lpu 3 nauuentu (1,4%) uma
NOTBBPAEHO OT KoMucHaTa cbbuTHe Ha K3HK KkbpBeHe B pamknTe Ha nbpeuTe 12 Meceua. HaMma cMbpTHH
clyuan no BpeMe Ha nepuojia Ha nedeHue. [1o Bpeme Ha mepuoaa Ha neyeHue 3 nauueHTH (1,4%) ca
pa3Buin noctrpomboTUueH cuaapoM (11TC) nnu ca umanu snouiasade Ha [1TC B paMkuTe Ha NBPBUTE
12 Meceua.

5.2 (@apMaKOKHHETHYHH CBOHCTBA

Cnen nepopajHO NPUROXEHUE NaduraTpaH eTekcunaT Obp30 M HAN'LJIHO CE NpeBpbLla B Jaburatpat,
KONTO e akTHBHaTa ¢opmMa B nnasmara. PasuenBaHeTo Ha NpeANeKapCcTBOTO AabUraTpaH eTeKCUNaT upel
KaTaJu3upaHa OT ecTepa3a XHApoiu3a 10 aKTHBHOTO BEWECTBO Aaburarpad e npeodnajnasaiiara
MeTabonuTHA peakuus. A6CoMOTHATA OUOHATWYHOCT Ha AadUraTpaH cael nNepopanHo NPUACKEHNUE HA
naduraTpaH eTekcuaart e npudbnusuTtenHo 6,5%. Crnel nepopando NpunexKeHHe Ha AaburaTpaH erekcuiar
npy 3apaBu A00poBOLH, PAPMAKOKHHETHHRUAT Npodun Ha AaduratpaH B N1a3MaTa ce XapakTepHu3upa ¢
OBbp30 HAPACTBAHE HA MJIA3MEHUTE KOHUEHTPAUMKU ¢ A0CTUTaHe HA Cax B paMKkuTe Ha 0,5 1 2,0 yaca cien
NPUITOMEHHETO.

Abcopbuus

[IpoyuBatie, OLEHABALLO NOCTONEpaTHBHATA adcopOuuna Ha naburatpaH erekcunar 1-3 yaca cnep
onepaums, IeMOHCTPHPA OTHOCHTENHO DaBHa abcopOuna B CpaBHEHUE ¢ Ta3n NpH 3aApasd 100pOBONLH,
NnokKa3BalKH NJaBeH MPOQHI Ha [J1a3MeHaTa KOHUEHTPAL K BbB BpEMETO 0e3 BUCOKU MUKOBH MN1a3MEH!
KOHLieHTpaurMH. [TMKOBH NNa3MEHU KOHLUEHTPALUMKU C€ JOCTUIAT 6 yaca e NPUIOXKEHHUETO B
NOCTONEPATUBHHUA NIEPUOA NOPAAN ACNIPUHACAILM (haKTOpH, KaTO HanpumMep aHecTe3us, CH napesa
XUPYpruduu eekTy, He3aBUCHMO OT Nepopannara jiekapetseHa popma. [Ipyro npoyusaH

cneaBaudTe AHK abcopbumsta Ha gaburatpaH € Obp3a U NUKOBH MAA3MEHHU KOHLUEH
2 yaca cnenl NpUIOXKeHKHe Ha JIEKAapCTBEHUSA NPOAYKT.
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XpaHara He MoBNUABAa OMOHANMYHOCTTA Ha aburaTpaH eTeKCHIAT, Ho 3abaBs BpeMETO 10 MUKOBUTE
Mna3MeHM KOHUEHTpaUMK ¢ 2 yaca. Chpax U AUC ca nponopuHoOHanHy Ha go3ara.

brHoHanH4HOCTTA Caea NepopantHO NPUIOKEHHE MOXKE Aa e NOBUILHU CbC 75% cnea npuaokeHune Ha
eAMHMYHA 1033 U ¢ 37% B CTAUMOHAPHO CbCTOAHHUE, B CpaBHEHKe ¢ pedepeHTHATA KarnicylHa dopma,
KOraTo nejeTute ce npuemMar 0e3 kancynara ot xunpomenosa (HPMC). CnenosatenHo uenocrra Ha
kancynute oT HPMC Bunary TpsOBa aa e 3anaseHa npu xaMHU4Ha ynoTtpeda, 3a 1a ce u3berte
HEYMULINEHOTO NOBUWIABAHE HA OHOHATMYHOCTTA Ha AaburaTpaH eTekcuiaT (Bx. Touka 4.2).

PasnpeaeneHue

Habnatonapa ce cnado (34-35%), HE3aBUCHUMO OT KOHUEHTpAUMATa CBbp3BaHe Ha gaburaTpaH ¢ YOBEILUKHTE
naasMeHu npotenHu, O0eMbT Ha pasnpeacnesye Ha gaburarpad ot 60-70 1 nperniuapa obius obem Ha
TEJECHUTE TEUHOCTH, KOETO O3HauaBa, 4e 1adburarpal iMa YMEpeHO TbKAHHO pasnpenencHme,

buoTpaHchopmauuns

MeTabonU3MbT ¥ eKCKpeUUaTa Ha 1aDUTraTpad ca NPOyUYeHH NpU 34paBH Mbxe J0OPOBOLH Chel

e IHHHYHA HHTPaBEHO3HA A03a AaburatpaH, benszaH ¢ paavoakTuseH H3oTon. Cnen HHTpaBeHO3HATa 1034
NPOU3X0KaaillaTta OT JaduraTpaH paluOaKTHBHOCT Ce €JIMMHUHKPA rNaBHoO ¢ ypuHaTa (85%). dekanHara
eKCKpeLna oTroeaps Ha 6% OT npuioxkeHaTa Ao3a. o 168 yaca ciael npuaoxenue Ha ao3ata obuiara
PAAXW0AKTUBHOCT C€ Bb3CTAHOBABA B paMKHTe Ha 88-94% OT npunokeHara Ao3a.

JaburatpaH ce nojnara Ha KOHIorauus, Npu KoeToe ¢e obpasysar (papMakONOrMUHO aKTHBHH
AUUITIIOKYPOHUAU. ChUIECTBYBAT YETUPH NMO3ULMOHHY H30MeEpa, 1-0, 2-0, 3-0, 4-0-aunnritoKypoHua,
BCEKH OT KOMTO CbCTaBNABa No-Manko ot 10% ot obworo konuvecTBo aaburarpad B nnasmara. Cneau or
aApyru mMetadoNUTH C€ yCTAHOBABAT CAMO ¢ BUCOKOYYBCTBUTENHH aHANUTHYHHY MeToAH. JlaburaTtpaH ce
eNMMHHHUPA MAaBHO B HENPOMEHEH BUA ¢ YpUHaATa ¢ npudausuTenta ckopoct 100 ml/min, ¢cboTBeTCTRALLA
Ha CKOPOCTTA HA rNoOMEpYJiHa hunTpauus.

EnumuHupane

[1nazmMeHuTe KOHUEHTpAUMH Ha JaOMraTpaH nokassaT OUEKCNOHEHUHANEgH ¢naj cbC CPEACH TEPMHHANECH
MOMYXHUBOT 11 Yaca npu 3apaB¥ HHAUBUAHU B CTapuecka Bb3pacT. ClieA MHOTOKPATHO NpHlaraHe ce
HabnonaBa TEPMUHATIEH NONYXUBOT OKOJIO 12-14 yaca. [1onyKuBOTBLT € HE3ABUCHM OT A03aTa.
[TonyxuBOTBT € yabMXKeH, ako O6bOpeuHaTa PYHKLUKUA € HapyLlUeHa, KaKTO € NoKa3aHo B Tabauua 25.

CrneuyainHu nonynauuu

bvbOpeuna Hedocmamusurocm

B npoyuBanuns ¢asa I excrnoznumusara (AUC) Ha naburatpad ciea nepopanHo NpuioxeHHne Ha gaburaTpax
eTeKCHNIaT € NpUOAU3UTENHO 2,7 N'bTH NO-BUCOKA NPH BB3pacTHH A00OpPOBOALM C yMepeHa ObOpeyHa
HepocTaTeyHOCT (CrCL mexay 30 4 50 ml/min), OTKOAKOTO NpH T€3W 6e3 OLOpeyHa HEJOCTATBYHOCT.

Ilpu Mantk Opoi Bb3pacTHH foOpoBoaLM ¢ Texka OxOpeuHa HenocTaTsuHOCT (CrCL 10-30 ml/min),
ekcnozuyuata (AUC) Ha paburatpas € npuban3nTeNnto 6 NbTH NO-BUCOKA, a NOJNYXHUBOTBHT
NPUHONMU3UTENIHO 2 NBTH NO-ABLALI OT Hab/0gaBaHUTE B nonyJauns 6e3 Obp0peyuHa HEAOCTATHUHOCT (BXK.
Touku 4.2, 4.3 n 4.4),

44




Tabauna 25: HoayxkuBoT Ha 001IKHA Ja0HraTpaH NpH 34paB¥ HHIHBHAH H HHAUBHAH ¢ HAPYIIEHA
O0bOpeuyHa pyHKIHNA.

CKOP;E;:;;“;M(?ESE?HaTa CpeaneH reometpuueH (gCV%; rpaHiuM) MORYXUBOT
(ml/min] (]
> 80 13,4 (25,7%; 11,0-21,6)
> 50-< 80 15,3 (42,7%; 11,7-34,1)
> 30-< 50 18,4 (18,5%; 13,3-23,0)
< 30 27,2(15,3%; 21,6-35,0)

JIOMBAHUTENHO, EKCNO3KULUATA HA naburaTpaHd (HalH-HUCKA M [TMKOBA) € OUeHEHA B €AHO NTPOCIEKTHBHO,
OTKPHTO, PaHAOMU3KPAHO, PaPMAKOKUHETUYHO NPOYUBAHE NPH NALMUEHTH C HEKIAMHO NPEACHPAHO
MbxaeHe (HKIIM) ¢ Texko 6b0petino yBpexaaHe (onpeaeneHo Kato KpeaTHHUHOB KnUpbHC [CrCl]
15-30 ml/min}, nonyuaBawu gaburatpaH eTekcunar 75 mg ABa NbTH AHEBHO.

To3u pexum ¢ 10BEN 10 Hall-HUCKA CpeaHa reoMeTpUiHa KodleHTpauus 155 ng/ml (gCV 76,9%),
M3MepeHa HENOCPEACTBEHO NPEAM NTPHIOKEHHETO Ha clieaBalllaTa 1034, H A0 NHKOBA Cpe/Ha
reoMeTpHuHa koHueHTpauura 202 ng/ml (gCV 70,6%), namMepeHa aBa yaca ciel] NpUN0oKEHHETO Ha
nocneaHaTa jo3a.

KARPBHCHT Ha faburatpad upes3 XeMoAnanusa € u3caeaBaH npu 7 Bb3pacTHU MAUKHEHTH ¢ TEPMUHANHA
O0b0peuHa HeaocTaTbuHOCT (ThbH), 0e3 npeacbpaHo MbxaeHe, [lnanusara € nposeaeHa cbe 700 ml/min
avany3eH AcOUT, NPpOABMKUTEAHOCT YETHPH HACa K CKOPOCT Ha KpbBHHUA Tok 200 mi/min unu

350-390 ml/min. Tosa Boau 10 oTCcTpaHsiBaHe CLOTBETHO HA 50% 10 60% OT KOHUEHTpALMUATA Ha
paburarpad. KosnuecTBOTO Ha BELECTBOTO, OTCTPAHEHO YPE3 AKaln3a, € NponopUHOHAIHO Ha CKOPOCTTa
Ha KPbBHKA TOK, NPH CKOPOCT HA KPpbBHUA TOK 20 300 ml/min. AHTHKOaryJaHTHAaTa akTHBHOCT Ha

naduratpalH HaMansaBa ¢ HaMalsBaHe Ha nja3dMeHuTe koHueHTpaluu 1 OK/M]] BpuikaTa He € 3acerHara
OT MpoLEeAypara.

MeananaTta Ha CrCL B RE-LY e 68,4 ml/min. [1outu nonosuxara (45,8%) ot naunentute B RE-LY umar
CrCL > 50-< 80 ml/min. [TauneHTtute ¢ 660peyHo yBpexaate B ymepeHa crened (CrCL mexnay

30-50 ml/min) uMmar cpearo 2,29 nbTu ¥ 1,81 NbTH NO-BUCOKA NNa3MeHA KOHLEHTPALMS, CbOTBETHO
Npean U caea NMPUEM Ha A03aTa Ha aaburaTpaH, B cpaBHEHUE ¢ nauueHTH 6e3 6L0peyHo yBpexaane

(CrCL > 80 ml/min).

Meaunanara Ha CrCl B npoyusaHeTo RE-COVER e 100,4 ml/min. [1pu 21,7% OT nauuMeHTHTE € UMano
ObOpeuHo yBpexkaaHe B neka crened (CrCl > 50-< 80 ml/min) u npu 4,5% ot Tax — 660peuHo yBpexkaaHe
B ymepeHa crened (CrCl mexay 30 w 50 ml/min). IlauveHTuTe ¢ 6bOpeyto yBpexnaHe B IEKa U yMepeHa
CTENECH Ca UMANH B CTAUUOHAPHO ChCTOAHUE CHOTBETHO CPeAHO 1,8 MbTH M 3,6 NBTH NO-BUCOKHU NNA3MEHH
KOHLUEHTPALUKWH NPeau NpUIoKEeHHUE Ha 103aTa naburaTpaHd B CpaBHEHHE C MAUUEHTHUTE C

CrCl > 80 ml/min. Cxoann ctolnocTH Ha Cr(l ca yctanoseHH B RE-COVER 1.

Meaunanara Ha CrCl B npoyuBanusita RE-MEDY u RE-SONATE e choreetHo 99,0 ml/min u
99,7 ml/min. Ilpu 22,9% u 22,5% ot nauuentute cToiiHoctute Ha CrCl ca > 50-< 80 ml/min, a npu 4,1%
U 4,8% ot 1ax Cr(l e mexcay 30 u 50 mi/min B npoyusaunsta RE-MEDY u RE-SONATE.

HHI{HEHH?H 8 CMAPYHECKA 6b3PdCm

CneundpnyHu dapMakOKHHETUYHH npoy4ysaHua ¢asa | npu nauKMeHTH B CTApUYECKa Bb3
yBennyeHue ot 40 1o 60% na AUC u noseue oT 25% Ha Chnax B CpaBHEHUE ¢ MNaau

EdQexTbT HA BB3PACTTA BLPXY €KCNO3ULUMATA HA AaduraTpaH € NOTBLPAEH OT NPOoyy
0Kono 31% no-BUCOKO HHUBO HA HAN-HUCKaTa KOHUEHTpaL KA 328 HHAUBWAK = 75 10
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[MO-HUCKO HUBO HA Hal-HUCKATA KOHUEHTpaUHA NPH UHAMBHUAHK < 65 rOAHHHN B CPaBHEHHE C HHANBUIH
Mexay 65 u 75 roanuu (BXx. ToukH 4.2 n 4.4).

HeprodpobHno napyuernue

He ce HabnroaaBa MpoMAHA B €KCNO3MuUuATa Ha naburatpaH npy 12 BL3PaCcTHW NaLHEHTH C YMepeHa
yepHoapobHa HepoctaTbuHOCT (Child Pugh B) B cpaBHenue ¢ 12 konTponu (Bxk. Touku 4.2 u 4.4).

Tenecrno meano

Hafi-HuckuTe xOHUEHTpauny Ha nadburaTtpad ca okono 20% no-HUCKW NPH Bb3PAaCTHH NALHEHTH ¢
TenecHo Terno > 100 kg B cpasHenne ¢ 50-100 kg. MuozunctBoTo (80,8%) oT MHAKMBHANTE ca B
kateropuaTa = 50 kg u < 100 kg, 6e3 ycranoseHa sicHa paznvka (BK. Toukd 4.2 1 4.4). [1pu Bb3pacTHH
nauMeHT! ¢ TenecHo rerio < 50 kg KNMHUUYHUTE JlaHHHW ¢a OrpaHUyYeHM,

[lon

[1py nauneHTHTE C NPEACHPAHO MBXKAEHE, MALHEHTUTE OT KEHCKH MO ¢a umany cpegHo 30% no-BHCOKH
CTORHOCTH Ha Hal-HHUCKA W NOCT-A030Ba KOHUEHTpauUHR. He ce 3ncKkBa KopekLins Ha a03aTta (BX.
Touka 4.2).

Emnuyecxu npouszxoo

HaMa KIHHHYHO 3HAaUUMK MEXAYETHHUECKHU pa3jinuns MeX 1y NalMeHTH OT eBponeuaHaTa paca,
nayueHTu ¢ ahpo-aMepHKaHCKH, TATHHO-AMEPUKAHCKH, ATIOHCKY H KHTaCKH NPOU3X0 MO OTHOLUEHHE Ha
dapMakoKWHeTHKATa U PapMaKoaAHMHaMUKaTa Ha JaburaTpa.

IHeouampuuna nonynayus

[Tpyu nepopanHo NpUACKEHHE HA AadKraTpaH eTEKCHIAT, CNOped ONpeaeAeHUs B MPOTOKOAa afirOPUThM
3a JO3WpaHe eKCIIO3nUUATA, € B pAMKUTE HAa Ta3u, HabakpaaBaHata npH Bb3pacTHH ¢ JIBT/BE. Coopunar
aHanu3 ot gapMakoKHUHeTHYHHU aaHHK oT npoyuBaHuaTa DIVERSITY u 1160.108 noka3ssga, ue cpensure
reOMETPHYHHU Hal-HUCKY ekcno3ulinu ca 53,9 ng/ml, 63,0 ng/ml # 99,1 ng/ml cwotseTHO npu 0 no

< 2-rOAMLUHM, 2 30 < 12-roauiunn U 12 po < 18-roauiuny neanatpuddy nauneHtn ¢ BTEC,

PapMaKOKHHETHYHH B3aUMOJEHCTBHA

In vitro npoyusaHus 3a B3aMMOAEHCTBUATA HE NOKA3BAT HHXUOHWPAHE WY HHAYLUpAaHEe Ha I'JIaBHHTE
H30€H31UMH Ha uHToXpoM P450. ToBa ce nOTBbLp¥KAaBa OT in Vivo NPOYUYBAHUA C yHaCTHETO HA 3[]paBu
100pOBOAUK, KOUTO HE NOKA3BAT B3aMMOACHCTBUE MEHAY TOBA ICHEHUE U CHEAHUTE aKTHBHY BELIECTBA:
atopBactaThH (CYP3A4), aurokcuH (B3aumoaeicTeye ¢ TpaHenopTHUs P-gp) w auknodenak (CYP2C9).

5.3 IlpeaKNHHUYHH ARHHH 332 De3onacHOCT

HeknWHUYHWTE JaHHH HE NOKa3BaT ocobeH PHUCK 3a xopa Ha 0a3aTta Ha KOHBEHUHOHAITHUTE
(apMaKONOrHYHH NPOYyUBaHUs 32 0€30NacCHOCT, NPOYYBAHUA 32 TOKCHYHOCT NPH MHOTOKPATHO NpHAaraHe
U Ff€HOTOKCHYHOCT,

Edextute, HabarwJaBaHu B NpOYYBAHUATA 3a TOKCHYHOCT NPHW MHOTOKPATHO fipHAarase, ce
3aCHJIEHNA PAPMAKOAMHAMHYEH e(eKT Ha AaduraTpaH.

EdexT BbpXy hepTHINTETA NPH AKEHCKH HUBOTHH € HabnioaaBaH noa gopmara Ha
Ha UMILIAHTALUUTE U MOBHULIABAHE HA NMPEAUMIUIAHTALMOHHUTE 3aryOu NpH po3a 7/
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HUBO Ha Na3MEHA EKCNO3MLIKA NPH MagHeHTH). [IpH 1034, KOMTO ca TOKCHYHU 3a MaiikuTe (5- 10
10-kpaTHOTO HUBO Ha NAa3MEHA EKCMO3HUKA NPU NALMEHTH), [IPY NIIbXOBE W 3alLU ce HadntoaaBa
HaMasBaHE Ha TENECHOTO TEMIO H XU3HECNOCODHOCTTA Ha (PeTyca, 3aeIHO € NOBHLIABAHE Ha PeTanHuTe
BapHauuu. B npeHaranHuTe ¥ NOCTHATANIHUTE NpoyUBaHHA € HabnaaBaHo NoBKilaBaHe Ha detanHara
CMBPTHOCT NPU 103K, KOUTO €& TOKCHUYHHU 33 MAHKWUTE (1032, CbOTBETCTRALA HA 4 IBTH NTO-BUCOKO HUBO
Ha Ma3MeHa eKCno3ULMA OT HabNoAaBaHOTO NPH NALHEHTH).

B eaHo npoyusaHe 3a IOBEHWIHA TOKCHHHOCT MPH NBXOBE OT nopoaa Wistar CMbPTHOCTTa € CBbp3aHa
ChC CBOUTHA HA KbPBEHE NP NMOA00HW HUBA HA €KCNO3ULIMS, [TPH KOUTO € HabmoJapaHo KbpBEHE NpH
BH3PacTHUTE XUBOTHU. CuuMTa Cce, 4e KAKTO NPH Bb3PACTHUTE, TAKA M MPH MJAJAUTE MIBXOBE CMbPTHOCTTA
¢ CBbp3aHa CbC 3acHieHaTa GpapmMakonoryuyia akTHBHOCT Ha 1abUraTpaH BbB BPb3Ka € YIIPAXHABAHETO Ha
MEXAHWYHH CHJIM NO BPEME Ha NPUNAraHeTo ¥ TpeTHpaHeTo. JaHHUTe OT MpoyuBaHETO 3a KOBEHUIHA
TOKCUUYHOCT He MTOKa3BaT HUTO NOBULIEHA YYBCTBHTEAHOCT KbM TOKCHUHH NPOSBH, HUTO TOKCHUHOCT,
cneuHpHUHa 3a KOBEHHUIHH KHBOTHH.

HBbAroCpoOHHHTE TOKCHKOJIOTHYHH NPOYUBAHUSA NPH MITBX0BE ¥ MUILKH HE NOKA3BaT JaHHMU 33
TYMOPOreHeH noTeHunan sa gaburatpas ao makcuManiu nosm 200 mg/kg.

I[aﬁn raTpaH, aKTHBHATA H44CT OT ,uaﬁnra*rpaﬂ CTCKCHUNIAT ME3NJIAT, € yCT{}ﬁ HHB B OKOJIHATa CpAaa.

6. OPAPMAINEBTHYHH JAHHH

6.1 ChnHcebK HA NTOMOLIHHUTE BelllecTBA

Kancynko ChbALDKHMO

Buhena kucennna (E334)
Xuapokcunponunuenynosa (E463)
Tank (E553b)

Xunpomenosa (E464)

CsCTap HA Kancynara

bpunsHtao cuHbo FCF (E 133)
Turanos anoxcua (E171)
Xunpomenosa (BE464)

C1bCcTaB HA MACTHIOTO

[Hennak (E904)

[ponunenraunkon (E1520)

KoHueHTpHupaH pa3Teop Ha aMoHsk (E527)
Uepen xkenesen okeup (E172)

Kanuer xuapoxcua (£325)

6.2 HecbeMecTUMOCTH
Henpuaoxumo
6.3 Cpok Ha roaHocT

2 TOUHHU.
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6,4 CneuHajJHH YCJIOBHS HA ChXpaHeHHe

Jla ce CbXpaHsBa B OpUTHHANHATA ONAKOBKa, 3a Ja ce nNpeanasy oT Baara.

6.5 BulH CBALPKAHHE HA ONAKOBKATA

bmucTep ot anyMuunit-OPA/anymunuii/PVC, cbabpxkaly 30, 60 unn 180 Tebpau kancynu.

[lepdopupanu Onuctepu oT anyMuRUN-OPA/anyMUHUB/PVC ¢ eaAnHuuHy 103K, chabpxawy 10 x 1,
30x1,60x1,100x 1 unu 180 X | TBBPAH KallCy M.

benn OyTUAKH OT noaneTuneH ¢ Bucoka nabTHOCT (HDPE) cbe 3atiuTeHH 0T aeua 6enn HerpospayHu
noaunponuieHoBy (PP) kanaiku Ha BUHT, MHAYKUMOHHO 3ane4aTaly ¢ anyMUHHEBO GONHO. by THAKKTE
cbabpxat 100 unu 180 TBLpAK KANCYIW U CYLIUTEN (CUAMKAren).

He BCcHukK BUAOBE ONAKOBKM MOrar ja 0b4aT NnyCcHATH Ha nasapa.

6.6 Cneuna/JiHu nNpeana3HK MepKH NPH N3XBbLPJIAHE

Heuznon3paHUAT AeKapCTBEH NPOAYKT HIIM OTNAAbYHHUTE MATEPHANY OT Hero TpAbBa A2 ce U3XBBLPIAT B
CBOTBETCTBHE ¢ MECTHUTE H3UCKBAHUA.

7. ITPUTEXATEJI HA PASPELILEHHUETO 3A YIHOTPEBA
Viatris Limited

Damastown Industnal Park

Mulhuddart

Dublin 15

DUBLIN

HMpnanaus

8. HOMEP(A) HA PABPEILEHHUETO 3A YIIOTPEBA

Per. Ne

9. JATA HA ITbPBO PA3PEINABAHE/I1IOJHOBABAHE HA PASPEHLIEHUETO 3A
YIIOTPEDBA

JlaTa Ha NbpBO pa3pellaBaHe:
Jlata Ha nocnegHoO NOAHOBSABAHE:

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

02/2024
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