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1. HUME HA JIEKAPCTBEHHUA ITPOAYKT b"’ e s }%J"‘JF 10 -01- 2075

Jlaburatpan erexcusat Buatpuc 110 mg TBbpAM Kancyu |
Dabigatran etexilate Viatris 110 mg hard capsules - - AEEESS

2. KAYECTBEH U KOJIMHMECTBEH CbCTAB

Besika TBbpAA KarncyJjia ChAbpKa Jaburatpad eTekcuiar Me3uiar, orropapsul Ha 110 mg naburarpan
eTEeKCHJIaT.

3a NBbJHUS CITUCHK Ha NMOMOLIIHUTE BELIeCcTBa BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ©®OPMA
I'Bbpaa kancyna

I'Bbpaa kancyna ot xunpomesnosa pasmep 1 (npudanu3uTenHol9 mm), CbC CBETIOCHHBO HENPO3PAYHO
Karnaye ¥ CBETJIOCUHbO HEMPO3PaUuHO TAJI0, ChbAbPAKALLA CBETI0XKBJITH 10 XbJATEHUKABH MEJNETH, C
Haanucu ‘“VTRS’ Hag ‘DCI110°, npuHTHpaHH ¢ Y4EPHO MACTHJIO M BbPXY Kanayero, U BbPXY TAJIOTO.

4. KJ/JIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

[IbpBHYHA NpeBeHUHSA HA BEHO3HU TpomOoeMboanyHHU cbOuTHS (BTEC) npu Bb3pacTHHU NalUeHTH,
MOJJIOKEHH Ha MJIAHOBO LAJOCTHO MPOTE3MpaHe Ha Ta300eapeHa cTaBa WM LSJIOCTHO MPOTe3upaHe Ha
KOJISSHHA CTaBa.

[IpeBeHLMsA HA MO3BYEH HHCYJIT U CHCTEMEH eMOOJIM3bM MPH Bb3PAaCTHH NALMEHTH C HEKJIAMHO
npeacbpaHo MbxaeHe (HKIIM) ¢ eaqun uimn noseye puckoBu (pakToOpH, KaTO MpeAllecTBall Mo3byeH
HHCYJIT UJIK MPEXOAHO HapyLIeHrne Ha M03b4HOTO KpbBoOOpauieHue (I IHMK); Bb3pacT =75 roaunm;
cbpaeyHa HegocTaTb4yHOCT (Kjac no NYHA > II); 3axapeH auader; XunepToHus.

Jleuenue Ha pbndboka BeHo3Ha TpoMmbo3a ([IBT) u 6enoapobdben emboauszsm (bE), kakTo U npeBeHLIMS Ha
peunausu Ha JIBT u BE npu Bb3pacTHU nauueHTH.

Jleuenue Ha BTEC u npesenuus Ha peunausupaiuy BTEC npu neguaTpuyiu nauMeHTH OT MOMEHTA, B
KOMTO aeTeTo € cnocoOHO J1a noriablila Meka xpaHa a0 noj 18-roauiiHa Bb3pacT.

3a cboOpa3eHH ¢ Bb3pacTTa 1030BH (POPMH BHKTE TOUYKa 4.2.

4.2 JlozdupoBKa H HAYHH HA NPHJIOKEHHE

o3upoBKa

Jlaburarpan erexcunat BuaTpuc kancyju Moxe aa ce U31oJ3Ba Mpy Bb3pacTHU U MeAUATPUYHH
MalMeHTH Ha 8-roJUIlIHA Bb3pacT MJIH MO-T0JIeMH, KOMTO ca CrOCOOHM Aa MOrjbliaT KarncyJjauTe LeH.
Jlo3ara, nocoyeHa B CbOTBETHaTa TabaMLa 3a 103WpaHe, TpsOBa J1a ce npeaAnucBa Bb3 OCHOBA Ha
TEJIECHOTO TErJo ¥ Bb3pacTTa Ha JIETETO.




CohinecTByBaT ApYr NOAXOAALUM 34 Bb3PACTTA JEKAPCTBEHH (POPMU HA JabUraTpaH eTeKcunar 3a
AO3MpaHe npH neYyeHue Ha aeua Ha pb3pacT noa 8 roanky. KoraTto ce mpemMuHaBa OT €1Ha JeKapCTBEHA

¢opmMa Ha Apyra, MOXe Ja € HeoOX0AHUMO Jia ce TPOMEHH J103aTa.

Ivpeuuna npesenuua Ha BTEC npu opmoneduuna Xupypeus

[IpenopbYUTENHHTE A03M HaOUraTpPaH €TEKCHIIAT ¥ MPOAB/DKUTEIHOCTTA HA TEPANKATA 32 ITbPBUYHA
npeseHUMs HA VTE npu oproneanyHa xupyprus ¢a nokazaun B tabnuua 1.

Ta6anna 1: [IpenopbKy 32 J03MPOBKATA H MPOABIKUTEIHOCT HA TEPANHATA 32 THPBHYHA
npeseHiHsa HA BTEC npu opToneanyna xupyprus.

[TartvedTH Ha UMY HAO 75-roauiiHa
Bb3pacT

2 Kancynm or
75 mg

Hauano na Hoaabpxkama | IlpoabnaxuTeaHOCT
JIeYeHHETO B 1eHsI HA | 1034, HA MPHIOKEHHETO
onepanusTa, NPHIOKEHMETO | HA MOAABLPKALATA
1-4 yaca cnepn HA KOATO a034a
3aBbpUIBAHE HA 3aM04YBA B
onepanHaATAa NLPBHA AeH
o ()
onepanHATa
[TanueHTH caexa NIaHOBO 220 mg 10 num
npoTe3dpaHe Ha KONAHHA CTaBa naburarpas
[lauuentH cien niaaHoBO €TeKCHNaT,
NpoTe3upaHe Ha Ta300eaApena cTapa cARa Kanleyna ot BEOHBX JHEBHO
110 mg naburarpan ’
EeTEKCHNAT FPHETH TIOA 28-35 num
bopmara Ha
2 Kancynm or
110 mg
Ilpenopviea ce HAMAIRGAHE HaA
oo3ama
[TauneHTn ¢ ymepeno 6u6peuHo 150 mg
yBpexjaHe (KpeaTUHUHOB KIHPBHC naburatpaH 10 gHU
(CrCL) 30-50 ml/min) €TEKCUJIAT (npoTe3npate Ha
[lanykeHTH, KOUTO NONyYaBaT CAHa Karcyaa ot BEIHBX AHEBHO, | KOJITHHA CTaBa) MUK
N 75 mg naburarpaH
CBITBTCTBALLIO BEpAMnaMUI*, eTeKCUTAT [MPUETH MO 28-35 nHu
aMHONAPOH, XHHUIHH ¢opMarta Ha (Mpore3rpaHe Ha

TaszobeapeHa cTara)

*IIpu nanueHTH ¢ yMepeHo OB0peuHo YBpeXJaHe Ha ChITbTCTBALIO NEYeHHE C BEPANAMUJI, BHKTE

CneuHanHy nonynaius.

H [PH ABaTa BHUAA4 [IPOTCIHPAHE, aKO HE € OCHIYPEHAa XEMOCTa3a, HAYaJ10TO Ha NEYCHHETO TpﬂﬁBEl na 6pae
OTJIOKEHO. AKO JIEYEHHETO HE € 3aroYHaTo B A€HA Ha oncpauunaTa, To TpﬂﬁBﬂ J1a 3anoyvHe ¢ 2 KallCyJiu

BEAHDBXK JHECBHO.

Oyerka Ha 6vbpeynama QyHKyul npedu u no 8pemMe Ha AeyerHuemo ¢ dabusampar emexcuiam

[Ipu BcHukH nayueHTH 1 0coDEHO B cTapyecka Bb3pacT (> 75 rogunn), Toil kato 6B6peHHOTO yBpeKaaHe
MOMeE Aa € YECTO CPEellaHo B Ta3W BB3PACcTOBA rpyna:

. [Ipenu sanouBaHe Ha neyeHue ¢ gaburatpad erekcunar 6vbpeunara gpyHxuus Tpadsg2




. br6peunara ¢pynxuus Tpadea aa ObJe OLiEHEHA CBHLIO M MPH CbMHEHNA 32 BJAOLLlaBaHe Ha
6n6peuHarta QyHKUMA MO BpeMe Ha NeueHUeTo (Hanp. XMNOBONEMHA, AeXHApATALIMA, H TIPH
CBITBTCTRALLA YNOTpeOa HA HAKOW JEKAPCTBEHH MPOAYKTH).

MetoasT, KOATO TpAOBa Na ce nanonsea 3a oueHka Ha ObpOpeunara pyuxkuuns (CrCL B ml/min), e MeTOABT
Ha Cockcroft-Gault.

IIponycnama 003a

Hpenopﬁ.qﬂa CE Ada CC NMPOABJIKH € OCTAHAJIUTE €XEAHEBHHU J03H ,[l&ﬁHFﬂTpﬂH CTCKCHJIAT O CHLIOTO BPEME
Ha cacasaliuia ACH.

He tpsabBa pa ce npuema aBOHHa 8034, 33 Ja C€ KOMNIEHCHPAT NPONYCHATHTE HHAWBUAYATHY JO3H.

Ilpexpamasane Ha npuema na oabuzampan emexcuram

Jleuenueto ¢ gaburatpad erekcunar He TpadBa aa ce npexkbeBa 6e3 nekapcku cbier. [lauventure Tpadsa
Aa ObaaT HHCTPYKTUPAHHU Aa C€ CBBPXKAT ¢ JEKYBaLLUA JieKap, aKO pa3BUAT CTOMALLUHO-YPEBHH CUMIITOMH,
KaTo aucnencus (Bx. Touka 4.8).

IlIpomana na neyenuemo

[lpeMuHaBaHe OT NeyeHUe ¢ naburaTpaH €TeKCHIAT KbM NAPEHTEPATEH aHTUKOATY JIaHT;
[IpenopbyBa ce H3uakBaHe OT 24 4aca crnej nocjeAHara 103a npeam npeMHHapaHe oT gaburaTpax
€TeKCUIAT KbM NapeHTepaNieH aHTHKoAaryaauT (Bi. Touka 4.3).

[IpeMuHaBaHe OT JIEU€HHUE ¢ NTapeHTEpaieH aHTHKOAryJaHT KbM RaburaTpaH eTeKCHNAT:
[lapenTepaiHMAT aHTUKOAryNaxT TPAOBA a ce NPeKbCHE U Ja ce 3anoyHe JadurarpaH eTekcunar

0-2 yaca npeau yaca, Ha3HAUEH 34 MPUEMAHETO HA CASABALLIATA A03a OT AITEPHATUBHOTO JIEKAPCTBEHO
CPEACTBO, UIIH MPH NPEKPATABAHE HA JICUEHUETO, B CNyyai HA HENMPEKBCHATO NEYeHHKe (HAID.
HePpakUMOHUPaH UHTpaBeHO3eH xenapu (HDX) (Bxk. Touka 4.5).

CneunanHy nomynanuu

bwbpevno yepeoscoare

JleueHneTo ¢ AadburarpaH €TeKCUNAT NPHY MauMeHTH ¢ TeXKO 0bpOpeyuHo yBpexnane (CrCL <30 ml/min) e
NPOTUBONIOKA3aHO (BXK. TO4KA 4.3).

[Ipu naunenT c ymepeno 6606peuno yspexaane (CrCL 30-50 ml/min) ce npenopbyuBa HamansABaHe Ha
no3ara (Bx. Tabauua 1 no-rope u Touku 4.4 n 5.1).

Cenomemeawa ynompeba Ha dabucampan emexcuram u caabu 0o ymepenu unxubumopu na
P-enuxonpomeuna (P-gp), Hanp. amMuo0apor, XUHUOUK UL 8epanaMu

Ho3aTa Tpabea na 6bpae HaMaleHa, KakTo € nocoueHo B Tabnuua 1 (8. ¢buio Toukd 4.4 U 4.5). B To3u
cny4vai, nabMraTpaH €TeKCUNAT H TE3U JISKapCTBREHU NPOAYKTH Tpsadpa na 6bAaT NIpHEMaHH Mo €IHO U
CBILIO BpEME.




Cmapuecka ev3pacm

[Ip1 nauneHTH B CTapHEeCcka Bb3PacT > 75 roAMHy ce NpenopbyBa HaMansBaHe Ha Jo3ara (Bx. Tadbnuua 1
no-rope v Touku 4.4 u 5.1).

Tenecro meano

Mma MHOro orpaHiyuer KNMHUYEH OIUT ¢ NPENOPBUYMTENHATA A03UPOBKA NPH NALKMEHTH € TENECHO Terno
< 50 kg unn > 110 kg. Karo ce umat npeasua HanHMHUTE KIMHUYHU W KHHETHYHH JaHHH, KOpPEeKLHs Ha
no3ara He € HeobxoauMa (Bx. TOUKa 5.2), HO ce npenopbUBa BHUMATENHO KJIMHHYHO Habmoaenue (Bix.

TOUYKa 4.4).
Iion

He ce Hanara kopurupase Ha nosarta (Bx. Touka 5.2).
ITeduampuyna nonynayus

HsamMa cboTBeTHa yroTpeda Ha naburarpaH eTeKCHNaT B neanaTpuyHaTa nonyjianyds 3a moka3saHueTo
mepBrUYHA npeeHUMA HA BTEC npu nauuedTH, KOUTO ca OUNIM MOANOMEHH Ha NAAHOBO UAIOCTHO
npoTe3upaHe Ha Ta300edpeHa CTaBa WK UATOCTHO NPOTE3WPAHE Ha KOJISHHA CTaBa.

Ilpegenuun na MOIvYCH UHCYAM U cCUCMeMer eMboauzom npu evapacmuu nayuenmu ¢ HKITM ¢ edun
LU NOGeRe DUCKOBH Pakmopu (Npeseruiia Ha MO3bYEH URCYIM NpU npeoCcvPOHE MbicoeHe,

IIMHUIIM) Jleuenue na ABT u BE, kaxmo u npesenyun na peuuousu na bJAT u BE npu ev3pacmuu
nayuenmiu (IBT/bE)

[IpenopbunTenHuTe 1034 Aaburarpad erexcunar npu nokazauusra [IMUIIM, ABT u bE ca nokazanu B
Tabauua 2.




Tabauna 2: Ipenoprku 3a gosuposkara npu IIMHIIM, IBT n BE.

Ilpenopbka 3a A03HPOBKATA

HPBBBHHHH Ha MO3DbHE€H MHCYIT K CUCTCMCH

eMO00IH3BbM NPH BB3PACTHH MAUNEHTH C 300 mg naburarpaH eTekcuniat, MpUEMaHH KaTo €JHa
HKIIM ¢ eaun uiy NnoBeYE pUCKOBH kancyna ot 150 mg aBa mbTH AHEBHO
¢akropu (IIMUIIM)

Jleyeune Ha IIBT u BE, xaxto v npeperuus | 300 mg naburatpau eTekcunar, NpHeMaHHu KaTo eaHa
Ha peuraueu Ha [IBT u BE npu su3pactuy kancynaa ot 150 mg aBa NbTU AHEBHO, CNEM JEYEHHE C
nauueHtT™ (JIBT/BE) NapeHTepaseH aHTUKOAryaHT B MPOABLAKEHHE Ha
HaH-ManKo 5 auy.

Ilpenopvuea ce HaMaRsane HA Do3ama

[lauueHTH Ha Bb3pacT > 80 roauHu JAHeBHa nro3a 220 mg AaduraTpad eTeKkcunar,

[TauMeHTH, KOUTO NPHEMAT CHITBTCTBALILO npHeMaHa karo eida xancynaa ot 110 mg ABa nbtH

BEpanaMmui IOHEBHO

Tpab6ea 0a ce obcyOu Hamanagane Ha
oozama

IlauueHTH Ha Bb3pacT Mexay 75-80 roauHu

[TauueHTy ¢ ymepeHo Ob0peyHo yBpexaaHe

(CrCL 30-50 ml/min)

[laniueHTH C racTpurt, €30¢arut Uiy

ractpoesofareanet pedykc |
JIpyrH nalMeHTH C NMOBULIECH PUCK OT

KbPBEHE

Tpabea na ce uzbepe aHesHa no3a 300 mg wnu 220 mg
naduraTpaH erexcunar, 6aznpaiku ce Ha
MHAWBUJlyANHATA OLIEHKA Ha TpoMO0eMOONNYHKHA PHCK
H pPUCKa OT KbpBEHE

3a IBT/BE npenopbkara 3a npunarade Ha 220 mg naburatpaH eTeKCUNAT, MpUeMaHH KaTo eHa Kancyna
oT 110 mg aBa NbTH JHEBHO, C€ OCHOBABA HA (hapMAKOKHMHETHYHH U (GapMaKOIUHAMUYHY aHANTU3U U HE ¢
Npoy4yBaHa B KJINHWUYHH YCIIOBUA. BHikTe no-a0ny ¥ ToUkH 4.4, 4.5, 5.1 1 5.2,

B ciyuaii Ha HEMIOHOCHMOCT KbM JadHraTpaH eTeKCHIAT NauueHTHTE TpAOBa Aa ObAAT HHCTPYKTHPAHH Ja
ce KOHCYJTUpAT BeAHara ¢ IeKyBalliHa CH Jiekap, 3a Aa ObAc npeanpueTo npueMaHBO aNTepHaTHBHO
NneyeHHne 3a NMpeBeHLHa Ha MO3bYEH HHCYNT U CUCTEMEH eMOONU3BM, aCOUMMPaHt C NPEACHPAHO
MbxkaeHe, unH 3a JIBT/BE.

Ouenka na bvbpeynama QYHKYUS npedu ¥ no peme HA revenuemo ¢ oabuzampan emexkcuram

[Ipy BCHUKY MAUUEHTH H OCOOEHO B CTapUECKa BB3pacT (> 75 roORUHHU), ThiH KaTO OBLOPEUHOTO YBPEXKAAHE

MOXE Jla € YECTO CPELLiaHO B Ta3y Bb3pacTOBa rpyma.

. [Ipeau 3anoupaHe Ha JeyeHHe ¢ gaburatpaH etekcunat Opbpeunara ¢pyukuus Tpabea na 6vae
OlleHEHAa Ype3 U3YUCgBaHe Ha KpeaTUHHHOBHUA KIUPBHC (CrCL), 3a A2 ce M3KMoUaT NalMEHTH C
Tex ko 6bpbpeuno yepexaane (1.e. CrCL < 30 ml/min) (Bx. Touku 4.3, 4.4 1 5.2).

* brn6peuHara PyHkuus Tpabea ga 6bAe OLiCHEHA ChUIO H NPY ChbMHEHHUS 3a BJIOLIABAHE HA

OsbpeuHata QYHKIHUA N0 BpeMe HA JeHeHHeTO (Hamp. XUITOBONEMHA, NeXHAPATAlLMA, H IIPH
CBHITHTCTBAILIA YIIOTpeda Ha HAKOH NIEKAPCTBEHH MPOAYKTH).

JIOITBJIHUTE/THY U3NCKBAHUA NPH NALMEHTH C JIEKO A0 YMEPEHO OBOPEUHO YBPEXAAHE H IIPH ALMEHTH Ha

BB3IPACT HaA 75 rOAUHH:

. [1To Bpeme Ha neyeHue ¢ naburatpad erexkcunar Opdpeynata pyskuus Tpabsa na 6bJjc-omeRNBANA
Hali-Manko €AWH NbT FOAMUILHO HIH MO-YECTO, MPU HEODXOAUMOCT, B ONpeaeieH Z-y

7

CHTyauuH, KOraTo UMa chMHeHHsl, ye GbOpeunara dyHkuus Moxe 1a ce noHUH Q

ll 1
h o
&




(Hanp. XHNOBOJIEMHS, KEXUApATALUs, KAKTO H NIPH ChIBTCTBALLA YNOoTpeda Ha HAKOW JIEKapCTBEHU
MPOAYKTH).

MetonsT, KOWTO TpAOBa Aa ce M3nON3Ba 3a oueHkKa Ha ObOpeyuHara pyukuus (CrCL B ml/min), € MeTOABT
Ha Cockcroft-Gault.

lIpoovadcumenrnocm na ynompeba

[IpoarmxutenHocTTa Ha ynorpebara Ha aaburatpad erekcunatr npu nokasauvgara [IMHUIIM, IIBT u BE e
nokKa3aHa B Tabnuua 3

Tabanua 3: Ilpoabikurennoct Ha ynorpeba npu IIMAIIM n JIBT/BE.

ITokazanue | IIpoAbJokHTRAHOCT HA YynoTpeba

[TIMHUITIM JleyeHneTo TpsAbBa 1a € ABATOCPOUHO.

HBT/BE [Tpoav/okuTENIHOCTTA Ha NeveHUeTO TpAOBa Aa ce onpeaens HHAMBUAYANHO Clie],
BHEMATENHA OLEHKa Ha [10J13aTa OT JICUEHHETO CIPAMO PUCKA OT KbpBeHe (BXK.

TOYKA 4.4).

KpaTtkocpouHo neyenue (Hai-manko 3 Mecena) Tpabsa na ce NpoBexaa Npy HaJiHYue
Ha MPEXOAHHY PHCKOBH (PakTOpH (HAMp. CKOPOLUHA XHPYPri4Ha ofnepauus, TPaBMa,
00€e3ABHKBaHE), 4 NO-NPOALIKUTENHO IEUEHHE — NIPU TPAHHU PHCKOBU (DAKTOPH HITH
uauonaruuba JIBT nnu BE.

IIponycnama 0o3a

[IponycHata fo3a faburatpas €TEKCHNAT MOXE Aa cE MpyUeMe A0 6 yaca npeAu creABaliaTa npeanicaHa
nosa. [Ipy no-Manko OT 6 yaca A0 BPEMETO Ha ClleABaLIMA TIPHEM, IIPONYCHATATA 1034 He Tpa0Ba na ce
npuema. He TpsabBa aa ce npuemMa ABOiiHa n03a, 3a Aa ¢e KOMIEHCHPAT NPONYCHATUTE ONpeericHH JO3H.

Ilpexpamsasane na npuema na dabusampan emexcunram

Jleuenuero ¢ naburatpan etekcunar He Tpsbsa aa ce npexbeBa Oe3 nekapeku cbBeT. [NauneHTute Tpabsa
Ja ObAaT HHCTPYKTHPAHH Ja Ce CRBbPXKAT ¢ NeKyBallluA JIeKap, aKko pa3BUAT CTOMALLHO-YPEBHH CHMIITOMH,
KaTo aucnerncus (BxX. Touka 4.8).

[Ipomarna na nevenuemo

[IpemnHaBaHe OT NeueHUe ¢ naburaTpaH €TEKCHIAT KbM NapEHTEpaliesd aHTHKOAry 1aHT:
[IpenopbuBa ce H3uaxkBade OT 12 yaca cnep nocriejHara J03a Npeay NpeMUHaBaHe OT JaburarpaH
ETEKCHIAT KbM NApeHTEPAeH aHTUKOArynaHT (Bx. To4ka 4.5).

[IpeMHHaBaHe OT JIEUCHHUE C NApEHTEPAIEH AHTHKOArYaHT KbM Aa0UraTpaH €TEKCHJIaT:
[lapeHTepanHUAT AaHTUKOATYIAHT TPADOBA A Ce [peKbCHe U Aa ce 3anouHe naburarpaH eTekcHnat

0-2 yaca npeam yaca, Ha3HaueH 3a NPUEMAHETO HA CNEABAILIATA 1033 OT AJITEPHATHBHOTO JIEKAPCTBEHO
CPENCTBO, UJIH NIPH NIPEKPATABAHE HA JICYEHHETO, B CAYyYaH Ha HEMPEKbCHATO A€UeHHe (Hamp.
HedpakuHOHHUPAH UHTpaBeHO3eH xenapuH (HDX) (Bk. Touka 4.5).

[TpeMuuaBane oT neyeHue ¢ JaburaTpad eTeKCHAAT KbM aHTaroHucTH Ha BuTaMHuH K (ABK):

MomMeHnTsT Ha 3anouBade Ha ABK Tpabea na ce kopurupa cnpsmo CrCL kakTo cneapa:

. CrCL > 50 ml/min, npuemsT Ha ABK Tps6Ba na 3ano4yHe 3 AHK npeau npeKbCBaHe
naburatpaH erekcunar

. CrCL = 30-< 50 ml/min, npuembt Ha ABK TpsbBa aa 3anoyHe 2 IHU npeayd np
naburaTpaH eTeKcUunar




Toh kato paburarpaH ETEKCHUAAT MOXE A4 MOBAXAE HA MexXAYHapOAHOTO HOPMAIH3UPAHO CHOTHOLIEHHE
(INR), INR tue otpasu no-aobpe edexra Ha ABK easa cnen cnvpaneTo Ha agaburatpad €TeKCHIaT 34

rafi-Manko 2 nau. Jororasa, INR cTofiHOCTHTE TpsiOBa Aa ¢€ ThbAKYBaT ¢ BHHMaHHE.

[Ipemunabane ot nedyenue ¢ ABK koM gaburatpan erexcunar:
[TpuembT Ha ABK TpsbBa aa ce npeycraHoBy. Jlaburarpan eTekcuiaT MOXe Ja ce NpHjiara BefHara 1iom
INR e < 2,0.

Kapouosepsuo (IIMUIIM)

[lalineHTHTE Morar na npoas/KaT IIpUEMa Ha ﬂ&ﬁHl"&TpﬂH CTEKCH/JIAT M0 BPCME Ha KapAHOBCP3KO.

Kamemvpua abrayus Ha npedcvpono muoicdene (IIMHTIM)

JIdricBar JaHHU 3a AedeHueTo ¢ naduratpad erekcunar 110 mg ABa mbTH AHEBHO.

Ilepxymanna kopoxapna unmepsernyus (ITKH) cve emenmupane (ITMUITM)

[TauneHTH ¢ HEKNAMHO NPEACHPAHO MBXKAEHE, KOMTO ca noanoxedyu Ha [1IKH c¢be cTeHTHpaHe, MOrar ga
Obaat neKyBaHU ¢ Ja0HraTpaH €TeKCUIaT B KOMOHHALMA ¢ TPOMOOLIMTHY aHTHArPEraHTH, Cnej KaTo ce
MOCTHTHE XeMOcTa3a (BX. Touka 5.1).

Creyuariu nonyiauuu

Cmapuecka év3pacm
3a IpOMEHH B J03aTa IPH Tasu ronyjauus BuxTe Tabauua 2 no-rope.
Ilayuenmu ¢ puck om xvpeene

[TameHTH ¢ NOBHILUEH PACK OT KbpBeHe (BXK. ToUkH 4.4, 4.5, 5.1 1 5.2) Tpabea na 6baat cTporo KAMHUUHO
MOHHTOpUpaHHU (CNeAeHe 3a NPU3HALM HA KbpBeHe U aHemud). Kopurupane Ha no3ata Tpsibsa aa 6bae
PELICHO [0 YCMOTPEHNE Ha NeKYBALLUA J1eKap, cjlel OLUCHKA Ha CbOTHOLLEHHETO MOM3a/PUCK 32
KOHKpeTHH S nanueHT (Bx. rabnuua 2 no-rope). KoarynaluoHeH TecT (BXK. TouKa 4.4) MOXKE ia NOMOrHe
32 HAeHTHULHPaHEe Ha MAUHEHTHTE C NMOBUILIEH PHCK OT KbPBEHE, MPUUYUHEH OT MPEKOMEPHA EKCNO3U LM A
Ha naburarpad. KoraTo ce ycTaHOBH NPEKOMEPHA €KCNO3ULUA Ha JaOuraTpaH, rpHu MauMeHTU ¢ BUCOK
PHCK OT KbPBEHES, e Npenopbyuba np#iaraHe Ha HaMallieHa fo3a 220 mg, npueMaHa KaTo €/Ha Kancyna
110 mg npa nbTH AHEBHO. [1py NoABa Ha KIMHHYHO 3HAYUMO KbpBEeHE NeHeHUETO TpAOBA Aa Ce NPEKbCHE.

[Topagn noBUILEHHA PHCK OT CTOMAILHO-YPEBHO KbPBEHE ITPH MALMEHTH ¢ FacTPHT, €30daruT uiu
ractpoesodarvaneH pedguiykc Moxe na ce oOMHCIH HaMansBaHe Ha ao3ata (BxX. Tabauua 2 no-rope u
TOuKa 4.4).

bvbpeuno yspeoxcoane

JleyeHueTo ¢ JabUraTpaH eTEKCUAAT NpY NauMeHTH ¢ TeXk0 6L0peuno yepexaase (CrCL < 30 ml/min) ¢
NpOTHBONOKa3aHo (BXK. TOUKa 4.3).

He e HeoOX0aUMO KOpUrUpaHe HA A03aTa NMPHU NALMEHTH ¢ aeko ObOpeyHo yBpexaaHe

(CrCL 50-< 80 ml/min). IIpu naunenTu ¢ yMepeHa 6b6peuna HegoctaTeuHoCT (CrCL 3
MpenopspUUTENHATA 0032 AaburaTpan eTekeunar € ¢bio 300 mg, npuemaHu Kato 1 ka
nbTH AHEeBHO. Bbnpeku TOBA, MpH NalUeHTH ¢ BUCOK PUCK OT KbpBeHE TpsbBa fa ce



HaMaJjisBaHe Ha f03aTa Aaburatpad etekcnnat Ao 220 mg, npueMaHy kato egHa kancyna |10 mg aBa
NbTH AHEBHO (BXK. TOMKHU 4.4 1 5.2). BHUMaTenHO KIMHUYHO HabM0aeHNE ce NMPenopbhuBa NPU NaUEHTH

¢ ObpOpevHo yBpeKaaHe.

Cynememsawa ynompeba na oabuzamparn emexcuaam u crabu 00 yMepenu uHxubumopy Ha
P-2nuxonpomeuna (P-gp), nanp. amMuo0apor, XUHUOUH UAU Gepanamuut

He e HeoOX0aHMO KOpUrupaHe Ha A03aTa NpH CLILTCTRALLC NPHAOKEHHE ¢ aMHOJapOH MJIM XUHUAUH
(Bx. Touku 4.4,4.5 1 5.2).

[lpenopbuBa ce HaMaNABaHE HA A03ATA NPU NMAUMEHTH, KOUTO MPUEMAT CbI'BTCTRALIO BepanaMui (Bx.
Tabauua 2 rno-rope v Touku 4.4 u 4.5). B Takss chyuvali faburarpan eTekcunart 4 BepanaMun Tpsbsa na ce
MIPHEMAT A0 €IHO U CHII0 BpeMe.

Tenecno mez2no

He ce Hanara xopurupate Ha A03aTta (B, TO4Ka 5.2), HO ce npenopbyYBa BHUMATENHO KIKHNYHO
HabnoACHHE NPHU NALUMEHTH ¢ TenecHo Terno < 30 kg (Bxk. Touka 4.4).

Ilon
He ce nanara koparupase Ha go3ara (BXx. To4ka 3.2).

[leduampuuna nonynayus

Hsma cpoTBeTHA ynoTpeba Ha gaburaTpaH eTekCuaar B neauaTpuyHaTa nomnyjauus 3a NoKasaHUeTo
[PEeBeHUUS Ha KHCYNT U cUcTeMeH eMOoau3eM npu nauneHtu ¢ HKIIM.

Jeuenue na BTEC u npegenyun na peyuousupauiis BTEC npu neduampuiny nauuenmu

[Ipu neyenue Ha BTEC tipu neanatpruyHy NaLHEeHTH N€UCHHETO TpAOBa Ja ce 3anoyHe cliell leyeHue ¢
[apeHTepaieH AHTHKOArynaHT B NPOAb/KEHHE Ha Hal-Masiko 5 fHU. [1pH npeBerUMs Ha peLuaRBUpaALIH
BTEC neuvennero TpadOBa 1a ce 3anovHe ciael ApeaxoJHO eUEHHeE.

HaburarpaH eTekcuiar kancynu TpsaGsa Aa ce npreMar ABa I'bTH AHEBHO, €1HA 103a CYTPHH M eJHAa A03a
Beyep, MpUONU3INTENHO N0 €AHO H CBLLO BpeMe BCeKHU JieH. MHTepBanbT Mexcay no3uTe Tpadra aa e
KOJNKOTO ce Moxke no-6nu30 no 12 yaca.

[NpenopbukTenHara no3a gaburarpaH eTeKCUAaT Kancyau ce onpeaens Bb3 OCHOBA Ha TERECHOTO TErJO H
BB3pacTTa Ha NaLMeHTa, KaKTo € nokasaHo B Tabiuua 4. Jozara tpabBa na ce kopurupa cnopen
TeNIeCHOTO TErJIO H Bb3pacTTa C HallpeABaHEeTO Ha JIeYEeHHETO.

3a KOMOMHALMUTE TEJECHO TErIO U Bb3PAacT, KOUTO HE Ca NOCOYEHH B TabInuarTa 3a J03UpaHe, He MoraT
na 6baat nageHd NPENopbKH 3a 103upase.

Tabnuna 4: EauHuyHA B obn AHeBHN 1034 Na0UraTpan eTeKCHIAaT, B MHAKRTpaMu (mg), cnopen
TEeJIECHOTO Teryo B KujtorpaMu (kg) v Bb3pacTTa HA NAUNUEHTA B FOAMHH.

KoMOHHALHY TENECHO TEr/I0 /Bb3pacT EnuHHYHA J032a Ob61ma AHeBHA 1034
Teaecno Terno B kg | BoipacT B roanHu B g B mg
11 no<13 8A0<9 75
13 10<16 8rno<l1l 110
16 no <21 8r1o0<14 110




21 no <26 8no<16 150 300
26 oo < 31 B1o<18 150 300
31 npo <41 Bno<18 185 370
41 npo <51 8 10 < 18 220 440
51 go <61 8 no<18 260 520
61 no< 71 8 no< 18 300 600
71 no < 81 SA0<18 300 600
> 81 10 no <18 300 600

EnvHu4HY 1034, H3UCKBAIIM KOMOHHALIMK OT HOBeYe OT €/1Ha Kancya:
300 mg: Ase kancynu 150 mg nan
YETHPH Kancyayd 75 mg
260 mg: eaHa xaricyna 110 mg naroc eana 150 mg unu
egHa xancyna 110 mg nawoc ase 75 mg
220 mg: nse kancynu 110 mg
185 mg:  eauna kancyna 75 mg nuoc eaHa 110 mg
150 mg: eaHa kancyna 150 mg unu
ABe Kancyinu 75 mg

Ouyenka Ha OrOpeunama PyHKYUL npeodu U o 8peMe Ha AeHeHUemo

[Ipean zanoyBaHe Ha NeyeHHETO TPAOBa a ce ONpeRe/d U3UUCIEHATa CKOPOCT Ha IOMEPYIHa
¢unrpauus (eGFR) no ¢popmynara Schwartz (MeToALT, H3ANON3BAH 33 OLIEHKA HA KpeaTHHUHA, TpsadBa Aa
Obae NOTRBPAEH OT MeCTHa nabopaTtopus).

JleuenueTo ¢ maburarpan eTeKCHIAT € MPOTHBOMNOKA3aHO NPK NeaHaTpuudy nauenty ¢ eGFR
< 50 ml/min/1,73 m? (Bx. Touka 4.3).

[TaguenTs ¢ eGFR = 50 mli/min/1,73 m? TpabBa na 6baat NekyBanu ¢ Jo3a cbhrnacHo Tabnauua 4.

[To Bpeme Ha neueHneTo ObOpeuHaTa pyHKLMA TPACBA Aa Ce OlLieHABA NPK OnpejielieHH KNHHHYHK
CHTYaLHH, KOraTo HMa CbkMHEHUA, ye ObOpeuHaTa GyHKUMS MOXE [a CE MOHHXKH KM Ja Ce BAOLIM (Hamp.
XHITOBOJIEMHA, EXHAPATALNA, KAKTO Y NIPH CHITTCTBRALIA YOTpeba Ha onpeAeneHy NeKapCTBEHH

NPOAYKTH H IP.).

[Ipodwaxcumennocm na ynompeba

[IpoabKUTEIHOCTTA Ha JIEUeHHeTO TpsAbBa 4a ce onpeaens HHAWBUIYATHO B 3aBHCHMOCT OT OlleHKaTa
10138/ PUCK.

IIponycrhama 0o3a

[TponycHaTra go3a paburarpaH €TEKCUNIAT MOXE A4 CE MPUEME 10 6 yaca nNpeau cleapallara npeanucaHa
no3a. [1pn ocrasawuu no-Manko oT 6 yaca A0 CleldBalllMs IPHEM, NponycHaTaTa Ao3a He TpabBa aa ce
MpUema.

B HHKaK®B CiTy4ail He TpsabBa na ce npueMa JBoiHa 1034, 3a 1a ¢€ KOMIIEHCHPAT fIPONyCHATHTe
HHAMBHAYAIHH J03H.

Ilpexvceane Ha aeyenuemo ¢ odabuzampar emexcuram

Jleuenuneto ¢ naburaTpaH eTekcunar He TpAOBA Ja ce npexbeBa 6e3 KoOHCyATauus ¢ nekap. [lasmmtese
niau obrpmkBalluTe Y NMUA Tpadea a2 ObAaT HHCTPYKTHPAHM J1a C€ CBBPXKAT ¢ JIEKYBa .1-
MalHeHTHT pa3BHe CTOMALUHO-YPEBHY CUMITTOMH, KaTO AUCNencus (Bx. Touka 4.8).
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IIpomana na nevenuemo

[IpemuHaBane OT neyeHue ¢ Jadurarpan €TEKCHIAT KbM [apeHTEPAIEH aHTUKOAryJIaHT:
[IpenopbuBa ce aa ce u34yaka 12 yaca ciea nocheaHara A03a npeau npeMHHaBaHle OT AaburaTpan
eTeKCHNAT KbM NapeHTepaleH aHTUKOAryIaHT (BX. Touka 4.5).

[IpeMuHaBaHe OT NeUEHHE C MapeHTEPaleH aHTUKOAryAaHT KbM AaburaTpaH €TEKCHIAT:
[TapeHTepanHUAT aHTHKOArylaHT TpAOBa Aa C€ NPEKbCHE U Aa ce 3anouse aaduratpaH eTeKCcHaar
0-2 yaca npean yaca, onpeeneH 3a NPUNOKEHUETO Ha NAPEHTEPATHUS AHTHKOATYIAHT, UM TIPH
peKpaTsBaHe Ha JEYEHHETO, B ClyUail HA HENPEKBCHATO JIeYeHHe (Hanp. HedpakLiMOHHPaH
HuHTpaBeHo3eH xenapul (HOX) (mxk. Touka 4.5).

[IpeMuHaBaHe OT NeueHue ¢ JaburaTpaH eTexcunar KeM aHTaroHucTH Ha ButaMHH K (ABK):
[launenTuTe TpadBa Aa 3amoyHat npueM Ha ABK 3 aiu npeau npekbcpaHeTo Ha JabHraTpaH eTexcuiar.
Tbit kKaTo JabUraTpaH €TEKCHIAT MOXKE Ja MoBauge Ha MexayHapoAHOTO HOPMAJIU3UPAHO CHOTHOLLEHHE
(International Normalised Ratio, INR), INR wie otpasu no-go6pe edexra Ha ABK enpa cneg cnupaHeTo
Ha paburaTpaH etekcuaar 3a Hafi-masnko 2 AHM. lororaea, INR croiinocTuTe TpsOBa Aa ce ThAKYBAT ¢
BHHMAaHHUe.

[lpemiHaBane ot neueHue ¢ ABK kM gaburatpaH eTekcunar:
[lpuembT HAa ABK TpsabBa na ce npeycranopn. JaburatpaH eTeKCHNAT MOXKE 1A ¢c€ NPUNara BeaHara oM
INR e < 2,0.

HaunH Ha NPUITOKCHHC

To3u nexkapcTBEH MPOLYKT € 3a NePOpaliHO NPUIOKEHHE.

Kancynure Morar aa ce npueMar ¢b¢ Bid 6e3 xpaHa. Kancynurte Tpadsa f1a ce norabilaT UesH ¢ Yalla
BO/la, 34 JIa C€ YJIECHHU AOCTHIaHETO UM [0 CTOMAaxa.

[TaumentnTe TpabBa Aa OBbAAT HHCTPYKTHPAHU Aa HE OTBAPAT KalcynaTta, Thil KaTo TOBa MOXe Jla MOBKILY
pUCKa OT KLPBEHE (BXK. TOYKa 5.2 1 6.6).

4.3 IIpoTHBONOKA3AHHSA

. CBpBbXYYBCTBHTEIIHOCT KbM AKTUBHOTO BELISCTBO UJIH KbM HAKOE OT MOMOILLHUTE BEIIIECTRA,

n30poeHH B ToUKa 6.1

Texxxo 6b6peuHo yepexaaHe (CrCL < 30 ml/min) npu Bb3pacTHH NAlMEHTU

eGFR < 50 m/min/1,73 m? npy neaMaTpuyHy auKeHTH

AKTHBHO KJIMHHYHO 3HA4YHMO KbpBEHe

Jleaust 1M CbCTOAHME, KOETO Ce ONpPEaes KaTo 3HaUYUM PUCKOB (PAKTOop 3a rolaMo KbpeeHe. Tosa

MOJKE Z1a BK/IHOUBA HACTOALM UNH CKOPOLUHH CTOMALLIHO-YPEBHU pa3si3BIBAHUSA, HANTUYHE HA

3/10KA4ECTBEHH HOBOOOPa3yBaHUR ¢ BUCOK PUCK OT KbPBEHE, CKOPOUIHO MO3bHHO UIIH rppbHavHO

HapaHsaBaHe, CKOPOLUIHA MO3bUHa, rpbOHaUYHA UK OUHA XHPYPTrHYHA HHTEPBEHUHMA, CKOPOLLHA

BbTpeUEpelHa XeMOparus, U3BECTHH UK BEPOATHH BAPULIM HA XPaHONPOBOAA, APTEPHOBEHO3HH

mMasipopMalLIHi, CbA0BH AHEBPH3MH WIIH FOMIEMH BETPErpbOHAYHH HIIH BETPEMO3BYHH ChAOBH

aHOMAaJIUH

. ChITBTCTBALLO JICUCHHUE C HAKOM APYrH aHTUKOAryJIaHTH, Hamp. HedpakuuonupaH xenapud (HOX),
XEMapruHU ¢ HUCKO MOJIEKYJIHO TEMNO (€HOKCANapUH, JanTelNapyuH U Ap.), NPOH3BOAHH HAa XEnapuHa

(poHaanapuHyYKC M Ap.), AHTUKOAryJIAHTH 32 NMEPOpanHO NpuioxeHue (BapdapuH, pHBapoxcaﬁaH

anukcabaH v ap.), OCBEH B CI‘IELlHdJHHHH ycnoBHA. ToBa ca cnyvauTe Ha NPpOMAHA Ha
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. YepHoapobHO yBpexaaHe uan 4epHoApoOHO 3a60nABaHE, 3a KOETO C& OMAKBA J1a HMa OTPaAXKEHHE
BbPXY NPEXUBAEMOCTTA

. CBNBTCTBALIO JIEYEHHE CLC CASAHUTE MOLIHU P-gp MHXUOUTOPH: KETOKOHA30M, HUKJIOCIIOPHH,

HTPAaKOHAa30J, APOHEJapOH H KOMOHHAUUATA ¢ PUKCHPAHU A03U rlieKanpesup/mubpeHTacBup 3a
CHCTEMHO NPHIOXKEHHE (BXK. TOUKAE 4.5)

. CbpaeyHH KJIANMHU NPOTe3U, H3NCKBALLM aHTHKOAryNaHTHO JeueHHe (BX. Touka 5.1)
4.4 ChneuuanHu npeAynpeKAcHUA U NPEeANA3ZHHE MEPKH NPK yrnoTpeba

XEeMOparnieH puck

JaburaTtpaH eTexcunar TpsOBa Ja ce npuiara ¢ NOBHILIEHO BHUMAHHE MPH CHCTOAHHA C MOBUILECH PHUCK OT
KbPBEHE HJTH NIPH ChI'bTCTBALLA YIIOTpeDa Ha NeKapCTBEHHM MPOAYKTH, NOBJIMABALLIMA XEMOCTA3aTa ypes
uHXKOHpaHe Ha TpOMOOUKTHATA arperauus. [1o BpeMe Ha TEpanuaTa KbpPBEeHe MOXe [a ¢e MoIBH
HaBcskbJe. [IpH HeouakBaH craj Ha XeMOrJnoOWHa U/HIIM XEeMATOKPHUTA, UIX Call HA KPbBHOTO HanAraHe,
TpsOBa na ce H3BLPILIH NIpernes] 3a yCTaHOBABAHE MACTOTO Ha KbpBEHE.

[Ipn BB3pacTHM NALMEHTH B CNIyUay HA XKMBOTO3ACTPALLABALLO WIH HEKOHTPOJIHPAHO KbPBEHE, KOTATO €
HeoOX0AUMO OBP30 HEYTPAIN3IUPAHE HA AHTHKOArYNaHTHUA edekT Ha naburaTpaH, Moxe Ja ce H3Moa3Ba
CNELUPUYHOTO HEeYTpanu3Kpallo cpeacTBo naapyuusymad. E¢ukacHocTra u 6e30nacHOCTTa Ha
Haapyuu3ymMal He ca yCTaHOBEHHU NIPH MeauaTpuyHi nauneHTd. Jaburarpad moxe aa Obae oTCTpaHeH
NOCPEACTBOM XeMoaAuanu3a. [Ipu pe3pacTHi NALUUEHTH Ca Bb3MOXHH APYTH ORLHH KATO U3MOA3BAHE HA
NBJIHOUEHHA KPBbB UM MPACHO 3aMpa3eHa Mia3Ma, KOHUEHTPAT HA KOarynaunoHHH (PakTopy (akTHBRHpPaH
KJIM HeaKTHBHpaH), pekomMOHHaHTeH ¢akTop VIla Hnu TpoMOOIMTHA Maca (BX. CBINO TO4YKA 4.9).

B KAMHWYHM U3MUTBAHUA JaburaTpaH eTekCcUaT ce CBbpP3Ba C MO-BUCOKH HMBA HA IOJISMO CTOMALLHO-
upeBHO (CY) kbpBeHe. [losuined puck € HabOJaBaH MpYU NALUUEHTH B CTapyecka Bb3pacT (= 75 roauHu)
Mpy cxema Ha npuharade 150 mg aBa nbTH JHEBHO. Apyrd pucKoBH akTopH (BXK. CbIO Tabauua 5)
BKJIIQUBAT €AHOBPEMEHHO JeYeHHe ¢ HHXHOUTOPY HA TPOMOOLIMTHATA arperauus, Kato KAonuaorpen u
ayerdncanuiunosa kucenda (ACK) wau HecTepouainu npotydBoebananutetdu cpeactea (HCIIBO),
KaKTO U HAJIHYKETO Ha €30(aruT, raCTpUT UM racTpoesodareanet pediykc.
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Puckoeu gpaxmopu
Tabnuua 5 06061masa dpakTopuTe, KOKTO MOTAT Aa MOBULLIAT XEMOParHiHHA pPHCK.

Tabanna 5: GakTopH, KONTO MOTraT Aa NOBHINAT XeMOPArHMHHA PHCK.,

PuckoBH dakTopH

QapMakoAMHAMHYHH H KMHETHUHH PaKTOPH Bwapact > 75 roguHu
dakTopu, KOUTO MOBHILABAT NMNa3MeHHTe HWBa | [ NaBHHU:
Ha aaburatpan . YmepeHo 0u0peuno yBpexaaHse npu
BbapacTHU nauneHTy (30-50 ml/min CrCL)
. Mounu P-gp unxubutopn (Bx. Touku 4.3
H4.5)
. CLBMECTHO NpunaraHe Ha cnabu ao

yMmepeHH P-gp uuxubutopu (Hanp.
aMHOAapOH, BepanaMuil, XHHUIWH U
THKarpenop, Bx. Touka 4.5)

BTOpOCTENEHHH:
. Hucko TenecHo rerno (< 50 kg) npu
Bh3PACTHH NaLUEHTH
dapMakoaAUHAMHYHY B3auMoleHcTBHA (BXK. . ACK u 1pyru HHXHOUTOPH Ha
TO4Ka 4.5) TpoMOOLiUTHATA arperalus, KaTo
KJIonuaorpen
. HCIIBC
. SSRI unn SNRI
* Hpyry nekapcTBeHU NPOAYKTH, KOUTO
MOraT Ja HapylLuaT XeMocTasarta
3abonaBaHus / npoueaypy ¢ ocobex . Bpoaenn uian npuaobUTH HapylieHus Ha
XeMOparuieH pUcK KOarynauusra
. TpombounToneHus WiH QyYHKUHOHANHH
TPOMOOUKTHH AeEKTH
. Ckopoiina 6HONncHd WM rojigMa TpaBMa
° bakTepHaneH eHAOKapaAUT
. E3odarur, raCTpuT uiu

racrpoesodareaned pedayke

ChlliecTBYBaT OrpPaHUUCHY JAHHU NPU Bb3pacTHU nauueHTH < 50 kg (Bxk. TOoUKa 5.2).

CoenbTcTRallaTa ynorpeba Ha naburarpas erekcunar v P-gp HHxubutopH He e npoyuBaHa npu
NeAUATPHYHH NALKEHTH, HO MOXKE [1a YBENTUYHM PUCKA OT KbpBeHe (BX. TO4Ka 4.5).

[Ipeonasnu mepxu u 081a0ABAHE HA XEMOPAZUMHUR PUCK

3a OBNaJAABAHE Ha YCJIOXHEHHA C KbPBEHE BUXTE CBUIO TOUKA 4.9,
Oyenka Ha CbOMHOUWEHUEMO NOR3A/PUCK

Hanuunerto Ha ne3uw, 3abonsBaHns, npoueaypy H/uiu papMakoJIOriyHo JeyeHHue (K
TpoMOOUUTHHY anTHarperaiTH, SSRI u SNRI, ax. Touka 4.5), KOWTO 3HAUHUTENHO YBE

rojisMoO KppBEHE, H3NCKBAT BHHMATC/NHA OUEHKA Ha ChbOTHOLCHHCTO HOJI?-&/]JHCK. H
Tpﬂﬁﬁa Add C€ OdaBa CaMO aKO Non3arta HaaBruulaBa PUCKA OT KbPBCHE.
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HanuyuuTe KNMHUYHH AaHHK 32 NeAHaTPUUHM MAUHEeHTH ¢ PUCKOBH (PaKTOPH, BKITIIOYHTENHO NALUEHTH ¢
aKTMBEH MEHUHIUT, eHLedaluT 1 BbTpeyepeneH abcuec (Bxk. Touka 5.1), ca orpannueru. I1py Takusa
MmalMeHTH AaduraTpad eTekcuiar TpsadBa fa ce JAaBa caMo, aKO OUaKBAHATA 110/13a HAABHLIABA PHUCKA OT
KbPBEHE.

Brumamenno xrunuwuto Habaiodenue

[lpenopbuBa ce BHUMaTENHO HaOMIOACHHE 33 IPH3HALUN HAa KLPBEHE HJIM aHEMHUA Npe3 Uenns Neproj Ha
NieyeHHne, 0co0eHO aKo pUCKOBHTE (akTopu ca KoMOMHMpary (Bx. Tabnuua 5 no-rope). Tpsabpa aa ce
BHHMAaBa 0COOEHO MHOT0, KOraTo nadburatpaH €TEKCHNAT Ce [pHUaara eiHOBPEMEHHO ¢ BEpanaMm/,
aMHMOAAPOH, XHHUAUH WJIH KAapHTpOMHUMH (P-gp nHxuOHTOpU) 1 0cO6€HO NpH NosABa Ha KbpBEHE, Hal-
Be4e NpH NalMneHTH ¢ HaMaleHa Ob0peyHa PyHKLMA (BxK. ToUKa 4.5).

[IpenopbuBa ¢&¢ BHUMATEIHO HAOMIOASHHUE 32 IPU3HALIY HA KbPBEHE NMPH MALMEHTH, TEKYBaHH
cepreTBallo ¢ HCIIBC (Bx. Touka 4.5).

Ipexvceane na nevenuemo ¢ oabucampan emexcuram

[TauneHTHTE, KOUTO pa3BUAT OCTpa ObOpeuHa HEAOCTATHUYHOCT, TPAOBA 14 NMPEYCTAHOBAT NpHEMa Ha
naburaTtpaH eTeKcunar (B, CblIo TO4YKa 4.3).

KoraTo ce mosBH T€xK0 KbpBeHe, TPAOBA 1a ce NpeKpaTH JICYEHKETO, Jia Ce H3C/IeABa NPUYHHATA 3a
KbpPBEHETO M MPH BB3PACTHHU NMAIMEHTH MOXE Ja c€ OOMHUCIIH NPUACKEHHE HA CIIELIHPHYHOTO
HEYTpaJH3upallo cpeactro (uaapyuusymad). E¢ukacuocrra v 6ezonacHocTTa Ha MAAPY1LH3yMab He ca
YCTAHOBEHH NpH NeAuaTpUUuHU rnauneHTH. JJaburarpan Moxe 1a 6bae oTCTpaHeH NOCPEACTBOM
XeMOAHAI13a.

Ynompeba na unxubumopu Ha npomonHama nomna

Moxe aa ce 0OMHUCIHN NPUNOKEHHE HA HHXUOUTOP Ha npoToHHarta noMna (MIIIT) 3a npesenums Ha CY
KkbpBeHe. [Ipy nearatpuyHu nauuedTH TpadBa Aa ce cieaBaT NPEenopbKUTE, ONKMCAHU B KpaTKaTa
XapaKTEepHCTHKA HA NMPOAYKTa HA CHOTBETHUA HHXHMOUMTOP HA NPOTOHHATA MOMITA.

Jlabopamopru koazyrayuonru napamempu

Bonpexd ye TO3H 1eKapCTBEH MPOAYKT 110 NPURLUIT HE H3UCKBA PYTHHHO MOHUTOpHpaHEe Ha
aHTUKOArynaluaTa, ONpeAeaHETO HA CBbp3aHaTa ¢ faburatpal aHTHKoarynaluus Moxe aa 6vae ot nonsa
3a YCTAHOBSBAHE HA NPEKOMEPHO BUCOKa EKCMO3MUMA Ha nadurarpaH rpu HaJIu4Yue Ha JOMBIAHUTENHH
PUCKOBU (PakTOPH.

TpombrHOBOTO Bpeme upe3 paspexcaane (dilute Thrombin Time, dTT), ekaprHOBOTO BpeMe Ha CbCHpPBaHe
(EBC) u akTHBHPaHOTO Nnapuuaszo TpoMbonaactHHORO BpeMe (activated Partial Thromboplastin Time,
aPTT) Morat aa npeJoCTaBAT Moie3Ha HHpOpMAaLINA, HO pe3yaTaTuTe Tpsadea Na ce TbAKYBAT C NOBHILEHO
BHUMAaHHE Iopaau BapHabHIHOCTTa MEXAY TecToBeTe (BX. TouKa 5.1).

TecTnT 3a onpejensHe Ha MEXAYHAPOAHOTO HOPMAIMIUPAHO ChOTHOWIeHHE (International Normalised
Ratio, INR) He e HaaexieH Npu nalHeHTH Ha JIeYSHHKE ¢ AaburaTpaH €TeKCHIAT U MMa JOK1aasany
cny4ay ¢ panmuKso nonokuTenHo nopuuleHue Ha INR. 3atosa INR tecrose He Tpsbsa na Obaar
MpOBEKAAHH,

Tabnuua 6 mokaspa Hak-HUCKKHTE MPArose Ha KoaryJallMOKHUTE TECTOBE MPH Bb3PACTHH MALUEHTH, KOUTO
Morat Aa 6nLaaT CBbp3aHH C NMOBULLIEH PUCK OT KbpBeHe. CHOTBETHUTE Mparose Npu AeAHaTpHy
MallMeHTH He ca H3BECTHH (BX. Touka 5.1).
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Tabanna 6: Hali-HucKkH nparose Ha KOATYJIANHOHHHUTE TECTOBE MPH Bb3PACTHH NANHEHTH, KOHTO
MOTAaT Ja 0bJAaT CBbP3aHHU C NOBHILIEH PHCK OT KbpPBeEHe.

TecT (HaH-HHUCKA CTOHHOCT) [Tokazanue
[IbpBuyHa npepeHuus Ha | [IMHAIIM u JIBT/BE
BTE npu oproneanuta
orniepauus

dTT [ng/ml] > 67 > 200

EBC (x-nbTH Hap ropHaTta rpaHuua Hsma gaHHu >3

Ha HopMarTa]

aPTT [x-mbTH HAZd ropHara rpaHdua | > 1,3 >2

Ha HopMara)

INR He TpsibBa aa ce He tpsabea na ce npopexcaa
[IpOBEXIA

Ynorpeba Ha GUOPHHONUTHYHH NEKAPCTBEHH MPOAYKTH 33 JIEYEHHE HA OCTbD HCXEMHYEH HHCYT

Ynorpebara Ha QHOPHHOIHUTHYHY NIEKAPCTBEHH NPOAYKTH 32 IEYEHHUETO HA OCTBP HCXEMHYEH KHCYJIT
MOXe na ce 00chau, ako crornocTute Ha dTT, EBC unu aPTT He HaaBuiuaBat ropHata rpaHuLa Ha
#HopMmara (ULN) cnopen MecTHUTE pedepeHTHH rpaHHLMN.

XHQ!QI‘H‘IHH One€panryd H HHTEPBEHLIUY

[Ipk naiueHTH, NpHeMalLlyi Ra6UraTpaH €TeKCHIAT, KOMTO Ca MOAIOXKEHH HA XHPYPrHuHa HHTEPBEHLIUA
WM HHBA3WBHH NMPOLEAYPH, ChLIECTBYBA PUCK OT KbpBeHe. [1o Tasu npuuuHa XHPYPruYHUTE
HHTEPBEHIIMM MOTAT Ja HAN0XKaT BPEMEHHO NMPEKPATABAHE HA MPHEMAHETO Ha KabHUraTpaH eTeKCHIar.

[launeHTHTE MOTaT Aa NPOABJDKAT NTpUEMa Ha AaburaTpaH €TEKCHIAT, KOraTo ¢a NOANOMKEHHN Ha
KapauoBep3no. JINnceart naHHU 3a nedeHuneto ¢ aaburarpal erekcunar 110 mg ABa bTH AHEBHO MpPH
NalMeHTH, KOUTO Ca NOMIOKEHH HA KaTeThbpPHA abaaliug Ha NPEACHEPAHO MBXIEHE (BX. TouKa 4.2).

HeobxoauMo € noBuileHO BHUMAHUE, KOTATO JICYEHHUETO BPEMEHHO C€ MPEeKpaTH Nopaaud HHTEPBEHUKHH H
ce npenopbyYBa MOHKTOPUpaHe HA aHTUKoaryaauuata. [1pu nanuenTu ¢ 6b0pevHa HeAOCTATBYHOCT
KNUPBHCHT HA RaburarpaH MoXe Aa NpogsXky No-Abaro (Bx. Touka 5.2). Toa TpabBa aa ce Bzeme
npeaBu] Npeau Besaka npoueaypa. B takupa cayudaud KoaryiauuoHeH Tect (BK. ToukHd 4.4 4 5.1) Moxe aa
MOMOTHE Jia c€ ONnpeAe)in Rajiv BCE Ollle MMa HApYLIEHHE HAa XeMOCTAa3arTa.

Crewnu xupyp2uinu onepayuu uii HeOMAOUCHU NPpoYeoypu

[IpneMbT Ha naburaTpal erekcunat Tpabsa aa Oble BpeMeHHO npekpaTeH. AKo € HeobxoauMo 6Bp30
HEYyTPANW3UpaHe HA AaHTUKOArynaHTHUA edexT, MOXKE Ja Ce U3NOA3BA CISUMPHIHOTO HEY TPaIH3HPAaLIO
cpeactro Ha AaburaTtpad (Maapyuud3ymab) 3a pbapacTHM nauueHTH. Eduxacuoctra u 6e3onacHocTTa Ha
naapyuusyMald He ca YCTAHOBEHHU NMPU NEAUATPUYHH nauueHTy. JlabrurarpaH Moxe aa 6be oTcTpaHeH
MOCPERCTBOM XeMOAHaANN3a.

[Ipn npeycTaHOBsBaHE HA TepanuaTa ¢ AaduraTpaH NaMeHTUTE ca HATOKEHH Ha PUCK OT TpoMGo3a,
CBBLP3aH ¢ OCHOBHOTO UM 3abonspane. JleueHueTo ¢ gaburarpal eTeKcHnaT MOXKe Ja ¢e Bh300HOBH

24 qaca cieq npuioKeHHe Ha HAapyLM3yMad, ako MAUEHTHT € KIMHUYHO cTabUeH ¥ € NIOCTHIrHaTa
aJleKBaTHA XeMOoCTa3a.

Xupypeuunu onepayu/unmepeeHyuu npu nOOOCMPU CbCMOAHUS
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[IpueMsT Ha gaburatpaH eTeKcUNaT TpAOBa BpeMEHHO Ja ce npexpati. [1o Bb3MOXHOCT, XUpypruyHaTa
onepauns/UHTEPBEHUHUS TPAOBa Aa ce OTJIOXKH A0 M3MHHABAHETO Ha Haii-Manko 12 vaca ciel nmpHeMa Ha
nociejHaTta 403a. AKO XHPypruyHara onepalus He MOXe Ja CE€ OTNO0XH, ChILIECTBYBa MIOBHILEH PUCK OT
KbpBeHe. To3u puck TpAbBa ga e OLUEHH CNPAMO COCIUBOCTTA HA MHTEPBEHLIMATA.

ITrhanoea xupypeuuna onepayus

[1pu BL3MOXHOCT, NPHEMBT Ha fabuUraTpaH erexcunar Tpsbsa aa ce npeKpaTH Hai-Manko 24 Jaca npeam
H3BBLPLUBAHETO HA MHBA3WBHA MM XUpypruvHa npoueaypa. [pekparasaue npuemMa Ha gaburarpan
eTeKkcunar 2-4 IHM Npean XUpypruvHa onepalus Tpsaobpa a ce MMa NPeaBUA NPH NAUNEHTH ¢ MOBHLUEH
PHCK OT KbpBEHE UJIH B Cllydaii Ha rosisiMa onepawLHs, NpH KOATO MOXeE f1a e HeoOXoAHMa NbAHa

XEMOCTAa3a.

Tabnuua 7 060011asa npasunaTa 3a NpeKpaTABAHE HA PUEMA NpeaAd HHBA3UBHHU WU XUPYPTrHUYHH
NpOLESAYPY NPKH Bb3PACTHH MallHEHTH.

Tabauua 7: IIpaBuJa 3a npekpaTaBaHe HA NpHeMAa NpeaH MHBAZHMBHE HJIH XUPYPrUYHH
NpoueaypPH NpH BbIPACTHH NANHEHTH

brbpeyna [IpubnusureneH [IpuembT Ha AaburaTpaH eTekcunar TpadBa Ja ce cnpe
hyHKLIHSA [MOJNYKUBOT pelH NJaHOBa XHpYPruuHa onepauus
(CrCL B (vacoBe) Bucok puck oT kbpBeHe unu | CTaHRApTEH PHUCK
ml/min} rojisiMa XupypruuHa
onepaups
> 80 ~ 13 2 JIHU NPEABAPHTEIIHO 24 yaca npeJBapHTENHO
> 50-<80 ~ 15 2-3 1HU NpeABapHTERHO 1-2 1HH NpeABapUTEIHO
> 30-<30 ~ 18 4 IHU NpeaBapHTEIIHO 2-3 IHHU NpeaBapUTENHO
(> 48 yaca)

[IpaBunara 3a npekpaTsBaHe HA NpHeMa Npead HHBA3UBHN UIH XUPYPTHUYHH NPOLEAYPH NPH
NeAUATPHYHH MaLHeHTH ca 0006weHH B Tabnuua 8.

Tabauna 8: [Ipasuna 3a npekpaTaBaHe HA NPUEMA NpeaHd HHBA3ZMBHH HIH XHPYPruvHH
npouneaypH npH neauaTpuuHH NaUEeHTH

brbpeyna pyHkLUS Cnupande #a gaburarpas npeiu nj1aHoBa XUpypruida
(eGFR B ml/mirn/1,73 m?) OnepaLys

> 80 24 yaca npeJBapUTENHO

20 - 80 2 IHH NMPEABAPHUTENHO

< 50 Te3un nauneHTH He ca npoyyBaHH (BX. Touka 4.3).

Cnunanna anecme3susn/enudypania anecme3ust/aymoOaIHa nyHKyus
[TIpouenypu KaTo CNMHANHA AHECTE3UA U3NCKBAT MBIHOUEHHA XEMOCTAaTUUHA (PYHKLIUA,
PHCKBT OT CIIMHAJIEH WJIK ENMUAYpPAJIeH XeMaTOM MOXKE Jla ce MTOBUILIM NPU CIyYad HA TPaBMaTHU4YHH HJIH

MHOIOKPATHH ITYHKLHH H NPU NPOABJDKUTENHA yroTpeba Ha enuaypannd kateTpu. Cinen oTcTpaHABaHe
Ha KaTeTbp TpsOBa Ja MUHAT HAll-MaJKO 2 yaca npead NPUAOKEHUETO Ha MbpBaTa A03a Jaburarpat

CITHHANCH HJIH CIIHAYPANICH XEMATOM.

ITocmonepamusna ghaza
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Cnen vHBa3WBHATA MPOUEAYPa MW XUPYPIrUYHATA MHTEPBEHLIUA IEYEHHETO ¢ NAaOHTaTpaH eTEKCHAT
Tps0OBa Aa ce NORHOBY/3AMOUYHE BH3MOXKHO HAA-CKOPO, NPH YCJIOBUE HE KIIMHUYHATA CHTYALIMs N03BOJiABA
W UMa aJleKBaTHa XEMOCTAa3a.

Heo6x0aHMO € NOBHILIEHO BHUMAHHUE NPH NMaUHEHTH C PUCK OT KbpPBEHE MM MALIMEHTH C PHCK OT
CBPBLXEKCNO3ULHSA, ocoDeHO nauudeHT! ¢ HaManeHa 6bOpeuda pynkuns (Bx. cbigo Tabnuua 5) (sx.
To4YKka 4.4 u 5.1).

[TauueHTH ¢ BUCOK ONMEPATHBEH PUCK OT CMBPTHOCT U ¢ BHTPEHIHU PUCKOBH (PakTOpy 3a
TpoMboeMbonuyHu crOUTHS

ChluecTByBAT OrpaHH4YeHH JaHHK 3a epuKacHOCTTa U De3onacHoCTTa Ha AaburaTpaH eTeKCHIaT MpH Tesu
nauveHTH W opaau ToBa Te TpadBa Aa ObAaT eKyBaHH C NOBHILEHO BHUMAaHHE.

Onepating npy dpakTypa Ha MikaTa Ha OeapeHaTa KocT

Hama nanuu 3a ynorpebara Ha faburatpaH €T€KCHNAT NPH NaUUEHTH, TIOANOKEHH Ha ONEepaLus IIpH
(ppaxTypa Ha wHikaTa Ha Deapenata kocT. CneJoBaTENHO IEYUEHHETO HE CE NMPENophyYBa.

YepHoapobHO yBpexAaHE

[lauMeHTH C MOBHILEHHU UepHOAPOOHH eH3rMMu > 2 ULN ca U3KIHOUEeHH OT OCHOBHUTE H3NNTBaHUA. Hama
HaJIH4YEeH TepaneBTHYEH ONUT 3a Tasu cyOnonynauUs OT NALMEHTH H CASAOBATEIIHO NMPH Ta3Hu NONyJ/aLus
ynoTpebara Ha JaburaTpaH eTeKCHNaT He ce fpenopuusa. YepHoapobHo yspexaaHe uiu yepHoapoOHo
3a00n4BaHe, 332 KOETO CE OHAKBA 1a KMA OTPAXKEHHE BBPXY MPEKUBAESMOCTTA, € NPOTHBOINOKA3aHO (BX.
TOYKa 4.3).

BiauMmonencTBye ¢ P-gp HHAYKTOPH

ChnbTCTRAWOTO NPUNIOKEHHE HA P-gp MHAYKTOPH Ce 04aKBa Aa NOHHXH NJIa3MEHHTE KOHLICHTPALMK Ha
naduraTpas u Tpabea aa ce u3barea (BX. Touku 4.5 u 5.2).

[TauneHTH ¢ aHTHOOCHONUNKHAEH CHHAPOM

HupekTHo gelicTBalu nepopanniy autukoarynaitv (JJAI10AK), skmountento naburatpan eTekcunar,
HE C€ MpPenopbUBAT [PU MALHEHTH ¢ aHaMHe3a 3a TpoMb0o3a, KOUTO Ca AHATHOCTHLIKPAHH C
aHTH(HOCHONUIIUAEH CUHAPOM. [lo-cneurando npyu TpOHHOMO3INTHBHYU NALMEHTH (32 NyNny¢eH
AHTHKOAryNaHT, AHTUKAPAUONMNIMHOBH AHTHTENA U aHTUTENA cpetyy OeTa-2-rnUKonpoTeuH [), nteyeHnero
¢ JATIOAK Moxe na 6bae ¢BbP3aHO ¢ MOBHIIEHA YECTOTA HA MOBTAPSILM e TPOMDOTHYHH CLOMTHA B
CPaBHEHME C TCpANMUATA ¢ AHTArOHUCT Ha BUTaMUH K.

Hudapkt Ha Myokapaa (MM)

B npoyusanero RE-LY ¢a3a III (TIMUIIM, Bx. Touka 5.1) obuiara yecrora Ha UM e 0,82, 0,81 u
0,64%/roauHa CbOTBETHO 3a AaburaTpan eTekcunat 110 mg ABa NbTH AHEBHO, Ja0HraTpaH eTeKCHaar
150 mg aBa MeTH JHEBHO M Bap(dapHH — yBeJIHUYEHHE B OTHOCHTENIHUA PUCK 3a aaburarpan ot 29% u 27%
B cpaBHeHHe ¢ BapdapuH. HezaBHCUMO OT NedenueTo, Hai-eucokusaT abcomoTeH puck ot UM ce
Habnofasa B CNeIHUTE NOATPYIH, C NoROOEH OTHOCUTENEeH PUCK: MAUHEHTH ¢ npearined MM, natuenTi
> 65 roauHu ¢ guabet wiKn KxopoHapHa apTepranta HonecT, MayHeHTH ¢ NeBoKaMepHa L ~
n3Tnackpane < 40% v nauueHTH ¢ yMepeHa Ob0peuna auchyHkursa. B nombnHeHve no-sCow BHEK (10
VM ce nabmoaasa npu nauueHTH, npueMawu cenbrerBaiio ACK nnroc knonunaorpe '
CaMOCTOATENHO.
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B TpuTe akTHBHO KOHTpONHpaHHu npoyyeaHus daza IIl 3a JIBT/BE ce choblliaBa no-sucoKa 4ecToTa Ha
cnyyau Ha UM npu nauueHTure, npueMatiiy faburaTpal eTeKCHIIaT, B CpaBHEHHUE C TE3HU, IPHEMAILH
papdapuu: 0,4% cnpamo 0,2% B kpaTkocpounuTe npoyusaHusi RE-COVER u RE-COVER 11 1 0,8%
cnpamo 0,1% B gearocpounoto uanureane RE-MEDY. VeennueHHeTo e cTaTUCTHYECKH 3HAYUMO B TOBA
npoyusaxe (p = 0,022).

B npoyusakiero RE-SONATE, koeto cpaBHsiBa naburaTtpad etekcanart ¢ niaauebo, yecrorara Ha UM e
0,1% npu nauuenture, npueMailu aaburarpan etekcunat, ¥ 0,2% npu nayHedTUTe Ha naanebo.

[TauveHTy ¢ akTuBHO oHkonoruyHo 3abonsasane (JIBT/BE, BTEC npu neavaTpUyHy MaleHTH)

He ca yctaHoBeHH epHKAaCHOCTTa H 6€30NaCHOCTTA NPU MALUMUEHTH, CTPAAALUM OT AKTHBHO OHKONOMHYHO
3abonssane u JIBT/BE. Vima orpannyenu naHHM 3a eduKkacHOCTTA H 0€30MacHOCTTA NPH NEANaTPHYHH
MalHeHTH C aKTUBHO OHKONOrMYHO 3a00/14BaHe.

[leguaTpyuHa nonynauus

[Ipy HAKOHU NeaUaTpUYHH MMALMEHTH CbC CTPOro cneundruHy 3abonspaHus, Hanp. nNamKeHTH ¢ 6oJecT Ha
THLHKWTE HepBa, PN KOUTO MOXKe Aa € 3acerdara abcopbuusra, Tpsdea na ce obMUCAY H3NON3BAHETO HA
AHTUKOArYNAHT, KOUTO C€ npuiara NapeHTEPaHO.

4.5 BiauMojeiicTBHe C ApYrH JeKapCTBeHH NPOAYKTH H Apyru ¢popmMu Ha B3auMoaelcTBHe

Baaumone#icTBHA ¢ TpaHCIOPTEPH

Jlaburarpan erekcunar e cybcTpar 3a epaykcHus tpancnoprep P-gp. ChnbTCTBAIIOTO NPUIOKEHHE HA
P-gp nuxubutopu (Bx. Tabnuua 9) ce ovakna Ja AoBeae K0 MOBUIIEHH HUBA HA MJa3MeHaTa
KOHLEHTpalKs Ha Aaburarpa.

AKO He e MpeRnHCcaHo ApYyTro, € Heo0X0AMMO BHHMATENHO KNMHHUHO HabnoneHHe (cnejeHe 3a mpu3Hal
Ha KbpBEHE WJIM aHEeMHUA), KOraTo AaburaTpaH ce npuiara eQHOBPEMEHHO ¢ MOIHH P-gp uHxubutopm.
Moxe na ca HeoOX0aMMHN HaMaNgBaHHUA Ha J103aTa B KOMOUHaUUs ¢ HAKOU P-gp uHXUOHTODHK (BX.

Touxkn 4.2,4.3, 44 u 5.1).

Tabauna 9: BianmoaeiicTBHA ¢ TPAHCNIOPTEPH.

P-gp unxubumopu

Cvnvmcemsawama ynompeba e npomugonoxasna (8xc. mouxa 4.3)

KeTokoHazon KerokoHaszon moBuwasa ToTaNHUTE AUC).o U Chex cTONRHOCTH Ha naburarpan
CHOTBETHO 2,38 MBTU ¥ 2,35 NBTH cje] eAHHH4HA nepopanda A03a 400 mg u
CBOTBETHO 2,53 NbTH K 2,49 NbTU cNel MHOMOKPATHO NEPOpanHo NPHIOKeHHEe Ha
400 mg KeTOKOHA30J1 BEIHbK JAHEBHO.

HpoHeaapoH Ilpu eaHOBpeMEHHO NpUNIOKEHHe HA faburarpan eTeKCUIaT U ApOHeapoOH
TOTATHUTE AUC ). U Crax CTOHHOCTH Ha faburaTpaH ¢€ YBERHYABAT CbOTBETHO

0K0/10 2,4 MeTH U 2,3 MbTH Ciea MHOrOKPaTHO npuioxkeHre Ha 400 mg OpoHeapoH
NIBA ITbTH AHEBHO ¥ CLOTBETHO OKOJ0 2,1 mbTH ¥ 1,9 NbTH cnen eAMHUYHA 4034

400 mg.

HtpakoHa3odn, B13 ocHOBa Ha pe3yaTaTHTE in vitro MOXe [1a ce o4akBa nmoaobeH edekT, KaKTQ
UHKIOCTTOPHH KETOKOHA30J1.
['mexanpesup/ | CwvnvreTBaunara ynorpeda Ha faburarpad eTekcunar ¢ komOuHanugh
nubpeHracsdp | A03d Ha P-gp unxuburopurte rnexanpesup/mUOpeHTaCBUp MOKa3BYH

18



Convmcemsawama ynompeba He ce npenopwviea

Taxponumyc In vitro e yCTaHOBEHO, Y€ CTENEHTA HA KHXHOUTOPHHUSA eeKT Ha TAKPONKHMYC BBHPXY
P-gp e nonobua Ha Ta3n, HabmoAaBaHa IPH UTPAKOHA30J M LIUKJIOCIIOPHH.
EaxoBpeMeHHOTO NpunoxeHue Ha AabUraTpaH eTeKCHIAT ¢ TaKpOJUMYC He €
NPOYYEHO KIHHHYHO. Bbnpeku TOBa, OrpaHHYEHUTE KNHHUYHU JaHHH OT JAPYTH
P-gp cybctpaTH (eBeponnmMyc) npeanonarat no-cnabo nHxubupane Ha P-gp ot
TAKPOJIMMYC, B CPABHEHHE ¢ HAaOJIHOAABAHOTO NpH CUNHU P-gp UHXHOUTOPH.

Heobxodumo e nosuwerno enumanue npu cenvmemaeawa ynompeba (8oxc. mouxu 4.2 u 4.4)

Bepanamun Koraro naburarpan erekcunar (150 mg) ce npunara eaHOBpeMeHHO C nepopaieH
pepanaMuil, Cnax H AUC Ha Jaburarpal ce yBend4aBaTt, HO CTeneHTa Ha Ta3y
IPOMSIHA € pa3nMyHa B 3aBUCUMOCT OT BPEMETO Ha NpUeMaHe U GopMarta Ha
BepanaMui (Bx. Touku 4.2 n 4.4).

Hali-ronsaMoTo noeuiiasaHe Ha eXCNO3MLIUATA Ha faburaTpaH ce HabaAaBa npu
f’bpBaTa J03a Ha BepanaMun ¢ He3abaBHo ocBoboxaaBaHe, NpUeTa €OUH vac npeau
npueMa Ha naburaTtpar erekcunar (yBenanuaBaHe Ha Cpax OKOJIO 2,8 MBTH U Ha
AUC okono 2,5 nbTi). EdexrsT nporpecuBRO Hamanssa Mpy NpHIoKeHHe Ha
Gopmara ¢ yapJbkeHo ocBoboxaaBare (ysenuyansaHe Ha Cmax 0K010 1,9 NBTH ¥ Ha
AUC oxono 1,7 NbTH) HAH NPH NPUNOKEHHE HA MHOTOKPATHHU [03M BEpanaMm.l
(yBenuuaBaHe HA Chax OKk0ONO 1,6 nbT ¥ HA AUC oko10 1,5 npTR).

He ce sabmoaaBa 3HaUMMO B3aUMOAEHCTBHE, KOTATO BEpanaMHJl ¢ce pHeMa 2 yaca
cnelt naburatpaH eTexkcunar (ypeanuaBale Ha Chpax 0K0J10 1,1 nbTH M Ha AUC
okoJo 1,2 neTH). ToBa ce obacHaBa ¢ nbaHaTa abcopOuus Ha naburatpax cnea

2 4yaca.

AMHMOOAPOH Koraro gaburatpaH €TeKCHIaT ce Mpujara eIHOBPEMEHHO ¢ €IMHUYHA NepopaHa
no3za 600 mg aMHoapoH, CTENEHTA H CKOPOCTTa HA abcopOLUA Ha aMHOAAPOH M Ha
axTHBH#A My MeTa0ONMUT DEA no celiectso He ce npoMeHAT. AUC U Chax Ha
naburatpaH HapacTBat ¢bOTBETHO 0K0/10 1,6 nbTH U 1,5 nbTH. [lopanu abvarus
MONYXHBOT HAa aMHOJAPOH Bb3MOXKHOCTTA 33 B3aKMOACHCTBHE MOXKE Aa

CBLIECTBYBA CEAMHLH CAe/l NPEKPATABAHE HA TCUCHHETO C aMHOAApOH (BX.
TOYKH 4.2 1 4.4).

XHHUINH XHHHUJMH ¢ npunarad kato go3a ot 200 mg Ha Bcexu 2 vyaca ao obia no3a

1 000 mg. NaburarpaH eTexcHNar € npuiarad gBa NbTH JHEBHO B MPOABLMKEHNE Ha
3 nocnenoBaTENHU JHH, CbC UK 6€3 XUHUAKH Ha TpeTHS AeH. AUC: s H Cmaxss Ha
fAaburaTtpan ce yBenduasaT CpeRHO ChOTBETHO 1,53 mbTH # 1,56 NbTH npH
CbII'BTCTBALLO NPHIOKEHHE H8 XHHUIKUH (BX. TOUKH 4.2 U 4.4).

Knaputpomuuun | Korato xnaputpoMuuun (S00 mg aoa NbTH AHEBHO) e IMpuJiara 3a¢Ho C
naburatpaH €TEKCHIAT MPH 3apaBd 1006poBonLHM, ce HabloaaBa NOBUILIABAHE Ha
AUC okoo 1,19 b4 ¥ Ha Chax 0x0J10 1,15 nbTH.

Tuxkarpenop Korato equHnyHa 1032 oT 75 mg naburatpan eTexcunaT ce npunara
€AHOBPEMEHHO ¢ HaToBappalua A03a 0T 180 mg tukarpenop, AUC u Cpx Ha
JaburatpaH ce noBullaBaT CbOTBETHO 1,73 nbTH 1 1,95 nbTH. Cnea MHOMOKPATHH
034 Ha THKarpenop 90 mg, ABa NbTH AHEBHO, YBENWYABAHETO HA EKCIIO3HLMATA HA
naburatpan e 1,56 nbTH 4 1,46 nbTH, CHOTBETHO 338 Crax U AUC.

CBNBTCTBALLOTO NPHIOKEHHUE HA HATOBApBALLla J03a THKarpenop 180 mg u
naburarpan erexcunar 110 mg (B cTauMOHAPHO CHCTOSHUE) NOBU LA
Cuax,ss H2 naburatpat cb0TBeTHO 1,49 nbTH M 1,65 nbTH B Cpasy Ak
eTeKCHNAT, pUNarad caMocToaTesHo. Korato HaTopapsaiia A '

THKarpeJop ce fasa 2 yaca cnef npveM Ha 110 mg naburartpg
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CTAUHOHAPHO CbCTOAHKE), noBULIaBaHeTO Ha AUC, ; # Cnax Ha naburatpan
HaMaJjiABa CbOTBETHO A0 1,27 nbTH K 1,23 NbTH B cpaBHEHHUE ¢ gaburaTpaH
eTeKCHNAT, pHUNarad camMocTosTeNHO. TaKbB HE3acThIIBALLL CE€ [IPUEM Ce
[pernopbYBa MpH 3aMo4BaHe Ha TUKArpeaop ¢ HaToBapBallla A03a.

CuNbTCTBAOTO NPUAOKEHHE HA 90 mg THKarpenop ABa MbTH AHEBHO
(moambpikauia no3a) U 110 mg naburarpad eTeXCHNAT NOBULLIABA KOPUTHPAHUTE
AUC: ss U Cmax,ss HAa 1a0HraTpan ¢bOTBETHO 1,26 mbTH ¥ 1,29 MBTH B CpaBHEHHE C
naduratpaH €TEKCUaT, NpUiarad CaMOCTOATENHO.

[TozakoHazon [lo3akoHazon ¢BILO HHXHOMpPA B HAKAKBA CTEMEH P-gp, HO TOBA He € NpoyueHo
KIWHUYHO. EQHOBPEMEHHOTO NMPUioXKEeHHE Ha JaburaTpaH eTeKCHIaT ¢
M03aKOHA30A Hajlara BHUMATENHO NpOCaesBaHe.

P-gp uHoyxmopu

Cvnvmcemsawama ynompeba mpabsa 0a ce usbsizea.

Hanp.
pudaMIHLHH,
XBAT
KaHTapHOH,
(Hypericum
perforatum),
kapbaMaienuH
U PEHUTOHUH

CuIBTCTBALLIOTO MPHIOKEHHE C€ 0OYaKBa Aa AOBEME KO NOHMUXKABaHe Ha
KOHUEHTpAaLHUATa Ha JaburaTpas.

[IpeMeaukanusara ¢ HacneaBaHus HHAYkTop pudamnuuut npu go3a 600 mg
BEJAHEX JHEBHO 3a 7 AHH NMOHMUKaBa obliaTa NMKOBa KOHUEHTpauus Ha naburarpan
1 00111aTa €KCIO3KMLMNA CbC CHOTBETHO 653,5% U 67%. UHayLuupalLuaT epekT e
MOHKXKEH, KOETO BOAK A0 HUBO HA €KCIO3ULMSA Ha naburatpaH, 6113K0 A0

pedepeHTHaTa CTOWHOCT JI0 A€H 7 C/IeR CNUpaHe Ha NledyeHneTo ¢ pudamMnuuuH. He
e HabMoaaBaHo NO-HATATHUIHO NOBHIIIEHHE Ha GHOHAIMYHOCTTA cles oule 7 JHM.

IIpomeaznu unxubumopu, xkamo pumoHaeup

Covnvmcemeawama ynompeba ne ce npenopsusa

Hanp. Te noBausBat P-gp (KakTo KaT0 HHXHOHTOD, TAKa H KaTO HHAYKTOP). Te He ca
PUTOHABUP M Ounu npoyyusaHu, NOpaau KOETO He C€ MPENOPBYBAT 32 CbABLTCTBALIO JEUEHHUE ¢
komMOHMRauunTe | gaburatpaH eTekcunar.

MYy C ApYTH

NpoTea3Hy

HHXHOHUTOPH

P-gp cybcmpam

JurokcuH B npoyupaHe, npoeaeHo ¢ 24 3apaBu A0OPOBONLIM, NPH €THOBPEMEHHOTO

NPHIOKECHHUE Ha nabtu raTpaH €TCKCHNaT H JHTMOKCHH HE Ca HabniopaBaHH [MTPpOMCHH
B EKCNO3ULIMATA HA AHTOKCHH H KTHHHYHO 3HAYHUMH IMPOMEHH B CKCITO3HIIUATA Ha

gaburarpa.

AHTHKOATYJAHTH U JEKAPCTBEHW NPOAYKTH cpelly TpoMOOUNTHA arperaius

JINNCBa MK CHLUECTBYBA CAMO OrpaHUuYeH OMMUT CbC CASAHUTE JIEUEHHA, KOMTO MOTraT Ja MOBULLIAT PHCKA
OT KbpBEHe, KOTaTO C€ NMPUNaraT CbIIbTCTBAWIO ¢ fabUraTpaH eTeKCUNIAT: AHTHKOArylaHTH, KaTo
Hedpakuuonupad xenapud (HOX), HuckoMonexyaiu xenapyuiu (HMX) u xenapuHOBU NMPOU3BOAHH
(poHganapMHyKe, AE3UPYAUH), TPOMOOIUTHYHH NEKAPCTBEHH NPOAYKTH M aHTATOHUCTH Ha BUTaMHUH K,
pUBapokcabaH UM ApYrH aHTHKOAr'YJAHTH 3a NEPOPASIHO NPUIOKEHHE (BX. TOUKA 4.3), HITH IeKapCTBEHHU
NpoAYKTH cpenyy TpoMbouuTHa arperauus, kato GPIIb/Illa peuenTopHi aHTaroHUCTH, THKJIONMUAMH,
pasyrpen, THKarpeaop, ACKCTpaH ¥ CYJPUHIHPA3OH (BXK. ToUKa 4.4).

Or nanHure, chbpanu no epeme Ha ¢aza [II npoyusade RE-LY (Bx. Touka 5.1), e HabmoaasaHo, ue
ChITBTCTBALLATA YNOTpeda Ha ApYrd NepOpaTHU WX NMapeHTepalHH aHTUKOAryJIaHTH MOBKILABA

YECTOTATa Ha roJIIMO KbpBEHE NPUOIN3NTENHO 2,5 MBTH, KAKTO NPH AadUraTpaH eTEKCUNAT, TaKgUAp)
Bap(hapuH, r1aBHO B CHTYalllH, CBbP3aHH ¢ NPEMHHABaHE OT €AHHHA AHTHKOAryNaHT KbM JRFTLAh (BN,
rouxa 4.3). OcBeH TOBa, CHITbTCTBALIATa yrioTpeba Ha AaHTUTpOMOOTHYHH cpeacTBa, AC
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KJIonuaorpen npubau3UTeNHo yABOABA YECTOTATA HA FONAMO KbpBEHE, KAKTO NPH AaburaTpaH eTekcunar,
TaKa W NpH BapdapuH (Bx. Touka 4.4).

H®X Moxe na ce npuiara npy A03H, HEOOXOAUMH 3a MOALBPXKaHe Ha MPOXOAUMOCTTA Ha UEHTpaJIeH
BEHO3€H MJIM apTEPHASICH KaTeThp WM NO BpeMe Ha KATeTbpHA abnauua npu npeacbpaHO MbXIeHe (BXK.
TOYKa 4.3).

TaGauua 10: BzauMoaeicTBHS ¢ AHTHKOATYJIAHTH H /1eKAPCTBEHH NPOAYKTH cpeiny TpoMOoLMTHA
arperamnus.

HCIIBC [Mpunaranure 3a kpatkocpouna aHanresuss HCTIBC He ce cBBbp3BaT ¢ NOBHILEH
PUCK OT KbpPBEHE, KOraTo ce MpuiaraT CbbTCTBALIO ¢ JabUrarpaH eTekcunar.
[Ipu npoasmxuTenHa ynotpeda B npoyusaHeto RE-LY HCIIBC ysenuyaBar
pucKa OT KbpBeHE ¢ 0K0J0 50% KakTo npu aaburaTpaH erekCuiar, Taka H Npu

BapdapuH.

Knonuporpen [1pn Mnagu 3apaByd AOOPOBOMLIM OT MBKKH MOJ CBIIBTCTBALLIOTO TPHIOKEHHE HA
naburatpaH eTEKCUIAT U KJIOMHAOIrPEN He € A0BENO 10 JOMbIHATENHO
YAbJDKABAHE Ha BPEMETO HA KanW/IAPHO KbpPBEHE B CpaBHEHUE ¢ MOHOTEpANHS C
knonuaorpen. Ocsel ToBa AUC s M Craxss, # ”BMEPHTENHTE HA KOArynalusTa 3a
edexta Ha naburarpad, Uny MHXUOUpaHeTO Ha TpOMOOLIMTHATA arperaims KaTo
M3MEPHUTEN Ha eeKTa HA KIIOMUIOOTPEN, O ChILECTBO OCTABAT HENPOMEHREHH NPH
CpaBHABaHE Ha KOMOMHMPAHOTO EYEHHE H CbOTBETHUTE MOHOTepaniy. [Ipu
HaTosapsalua £o3a 300 mg unu 600 mg knonuaorpen, AUC; ss U Crnaxss H
Jaburatpan ce nopHwasar ¢ okoa0 30-40% (Bx. Touka 4.4).

ACK EanospeMeHHOTO npuiaokeHue Ha ACK n 150 mg naburarpaH erexcunart asa
BT JHEBHO MOXKE Ja MOBHILM PHCKA OT BCAKAKBO KbpBeHe oT 12% 1o 18% wu
24% crorBeTHO npH po3d 81 mg 1 325 mg ACK (Bx. Touka 4.4).

Huckomonekynuu | CrnbTeTBaLlaTa ynoTpeba Ha HHCkOMonexynHH xenapuin (HMX), xato
xenapvHu (HMX) | eHokcanapuH ¥ JaOuratpal €TeKCHiar, He e CrieManHo npoyusana. Cnesa
[IpeMHUHaBaHe OT 3-AHEeBHO NeYeHKe ¢ eHokcanapuH 40 mg s.c. BEAHDXK OHEBHO,
24 yaca cnez nocaeaHara A03a €eHOKCaNapyH, eKCnO3WUMATa Ha JaburaTpaH e
Oula Manko No—HMUCKA, OTKORKOTO Ta3u, HEMOCPEACTBEHO Cle PHJIOKEHHETO
caM0 Ha naburaTtpaH eTekcunar (eaMHHU4Ha 1032 220 mg). Habmonasana e
no-sucoka aHTu-FXa/Flla akTUBHOCT cnea npunoxeHue Ha aaburaTpaH erekcunar
C NpeABAPUTENIHO JIEUEHHE ¢ €HOKCANlapHH B CPABHEHME C NIEUYEHHETO CaMoO ¢
raburatpan erexcunar. CuuTa ce, 4€ TOBa C€ IbJDKU HA MPOABIKHTEIHOCTTA Ha
edexTa Ha EHOKCANAPHH Cilel neueHHeTo (carry-over eheKT) H CIEIOBATENHO HE €
KAHHHYHO 3HAaYUMO. OcTaHAIMTE pe3yNTaTd OT AHTHKOAryIaHTHUTE U3CIEABaHuA,
CBbP3aHu ¢ paburaTpad, He ¢a NPOMEHEHY 3HAYUMO OT JIEYEHHETO C €HOKCAaMapHH.

21




Hpyru B3auMoaelcTRUS

Tab6nuua 11; Apyru B3auMoaeicTBus.

CenexktHBHU UHXHOUTOPH Ha OOPATHOTO 3axBaltaHe HA cepoTOHMHA (SSRI) HAK CENEKTHBHH

OTOH¥HA H HOpenuHedprHa

SSRI, SNRI SSRI u SNRI noBuiLuasat pucka OT KbPBEHE BbB BCHUKH I'PYITH Ha JIeYEHHNE B
npoyusaHero RE-LY.

Bewecmea, xoumo noeausgam cmomawiomo pH
[Tantonpazon | Ilpu eaHOBpPEMEHHO NPUNIOKEHUE HA RabuUraTpaH eTeKCHIAT U ITAHTOIMPa3o ce
Habmoaasa npudansutento 30% namanenue na AUC Ha gaburarpan. [TanTonpazo:n
U Apyru HHXuOuTOpH Ha npotoHHaTa nomna (MUI11) ca npunarainu enHOBpEMEHHO ¢
naburarpaH €TEKCHNAT B KIMHUYHHA H3NUTBAHUA H ChITBTCTBAILOTO JieyeHue ¢ LTI
He M3r/Iexja /la HamansBsa ePUKaCHOCTTa Ha JlabHraTpaH eTeKCUar.
PaHuTHAUH [IpunoxeHHEeTO HA pAHUTHAMH 3aeHO € Aa0UraTpaH eTEeKCUIAT HEe OKa3Ba
KJIMHHYHO 3HaUUM e(eKT BbpXYy CTeneHTa Ha abcopbius Ha AaburarpaHs.

BaaumopelicTeusa, CBbp3aHu ¢ MeTabonUTHHA npodun Ha faburaTpad eTekcunar v gaburarpan

Jaburatpan erekcunar 1 gaburarpaH He ce MeTaboNMU3HpaT OT CUCTEMaTa Ha UMTOXpoM P450 u Hamar
in vitro e(peKTH BbpXY HYOBEWIKUTE UUTOXpOM P4350 ensumu. CnenosatenHo, ¢ gaburarpad He ce ouakBaT
CBBbP3aHH NIeKApCTBEHH B3aMMOICiiCTBUS,

[leppaTpyyHa monyaalus

[IpoyusaHnsTa 3a B3aHMOAECHCTBHS Ca MPOBEXKAAHH CaMO NPH BL3PACTHH.
4.6 @epTUAHTET, 6PEMEHHOCT U KbpMeHe

XKenu ¢ nereposieH noTeHiuan

XKeHu ¢ gerepoaeH noreHuuan TpAbGBa Aa uzbarear OpEMEHHOCT MO BpEeME Ha ieueHue ¢ JaburaTpaH
eTeKCUnar.

bpeMEHHOCT

MNmMa orpaHuyeHy AaHHU OT ynorpebata Ha naburaTpaH eTekcunar npi OpeMeHHH KEHH.

[IpoyyBaHUATA NPHU XKHUBOTHH NOKA3BAT PENPOAYKTUBHA TOKCUYHOCT (BXK. TO4YKa 5.3). [loTeHUHANHUAT
PUCK NpPH Xopa He € U3BecTeH. JlaburarpaH eTekcunar He TpaOBa a ce npuiara rno Bpeme Ha OpeMeHHOCT,
OCBEH B C/Ty4yal Ha KaTeropuyHa HeoOXOAMMOCT.

KxpMeHe

Hama kJIMHUYHHM JaHHH 32 e(eKTa Ha JaburaTpaH BbpXy KbpMaueTaTa o BpeMe Ha KbpMEHe,
KbpMeHeTo TpsabBa Aa ce NpeyCTaHOBH 110 BpeMe Ha JieueHUe ¢ JabHraTpaH eTeKCHIIAaT.

DepTUANTET

Hama parHuM npH xopa.

[1pu npoy4BaHHA BBEPXY XKHBOTHH € HaON0AaBaH eEeKT BbpXY QepTUIHTETA NPH KEHC
Ha HaManaBaHe Ha OpOA HA HMITIAHTAUUHMTE U NOBHLIIABAHE HA NpeAUMIUIAHTALlHOHHH
70 mg/kg (5-xpaTHOTO HKBO Ha MiazMeHa eKCMOo3uLua npy nauuenT). He ca Habnw
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e(eKTH BbpXY (PepTHRMTETA NPH KEHCKNTE. HAMa BausHUe BbpXy depTunuTeTa Npu Mbxkkute. Ipu
J03H, KOUTO €a TOKCHYHH 3a MalkuTe (5- 10 10-KpaTHOTO HUBO Ha MUIa3sMeHa EKCNO3ULIHS NPH NALMEHTH),
NpU NILXO0BE U 3afily ce HabnaaBa HaMaIABaAHE HA TEJIECHOTO Terno U eMOpuoderantHaTa
KU3HECTIOCODHOCT, 3a€HO C NOBUILIABAHE HA QETANTHUTE BapHallMK. B npeHaTaNTHOTO H MOCTHATANIHOTO
[poyuyBaHle € Hab/oaaBaHo NOBUILIABAHE HA QeTANTHATA CMBPTHOCT NPH A03H, KOMTO €A TOKCHUYHH 32
MaikuTe (4034, CbOTBETCTRALLA HAa 4 IBTH MM0-BUCOKO HUBO HA MJ1a3MeHa eKCIo3uLHA OT HabnoaasaHoTo
MPH MALHEHTH).

4,7 EdexkTn Bopxy cnocobHocTTa 32 110dHpane u paboTa ¢ MaIIHHK

HaburaTtpaH eTekCHIAT He MOBANABA UJIH NOBANABA NpeHebpexuMoO cnocoOHOCTTA 3a WodupaHe H
paboTa ¢ MallIuHH.

4.8 HexeJaHH JJEKADPCTBEHN PEAKIIHNA

O6o6uieHne Ha npoduna Ha 6e30nacHOCT

JlaburatpaH €TeKCHIAT € OLICHEeH B KIMHUYHY U3NUTBaHUA NpU 06wo npubauzutenHo 64 000 nauuexTy,
0T konto npudauszntentHo 35 000 nauneHTH ca NeKyBaHHu ¢ nadburarpaH eTekcunar.

06110 okono 9% OT nauueHTUTe, JICKYBaHH 3a MJIAHUPAHO NPOTE3NpaHe Ha Ta30benpeHa unu KoasaHHa
cTapa (KpaTKOCPOYHO JeueHHe A0 42 aHHU), 22% OT NALUEHTHTE C NMPEACHPAHO MBXKIACHE, JIEKYBaHH 3a
NpeBeHL KA Ha HHCYNT W CHCTEMEH eMOONH3bM (AbJrOCPOUHO JieveHUe A0 3 roauHu), 14% ot
nauveHTuTe, JeKyBaHu 3a ABT/BE, u 15% ot nauuentute, nekyBaiu 3a npeseHuus Ha JJBT/BE, ca
MOJYHHJIH HEXEeNaHU PeaKIHH.

Haii-uecto crobuiapasHnte CbOUTHR ca cliyyad HA KbPBEHE, B3HUKBALIU NpH npubaunsurentso 14% ot
NAalLHEHTUTE, JIEKYBaHH KPaTKOCPOUYHO 3a NNaHHPaHOo NPoTe3UpaHe Ha TazobeapeHa Wi KOJNAHHA CTaBa,
npu 16,6% oT NaLHUEHTHTE C NPEACHPAHO MbXKIACHE, TEKYBAaHH AbJATOCPOYHO 34 NPEBEHLUHUA HA HHCYT H
cucreMeH eMOONUIBM, U NIpH 14,4% OT Bb3pacTHUTE NMalUeHTH, nekyBanu 3a JIBT/BE. OcBeH ToBa nMa
cjlyuyay Ha KppBeHe NpH 19,4% oT nauMeHTHTE B U3NUTBAHETO 3a npeeHUUA HA IBT/BE, RE-MEDY
(Bb3pacTHM nauMeHT#), ¥ npu 10,5% ot nauueHTHTe B M3nuTBaneTo 3a npeseHuns Ha JIBT/BE, RE.
SONATE (BBb3pacTHHU NauHEHTH).

TBH KaTO MONYyNALUUTE OT NMNALMEHTH, JIEKYBaHU 3a TPMTE NOKAa3aHHA, HE ca CpaBHUMH ¥ CbOHMTHATA HA
KbpBeHe 00XBalAT HAKOJIKO CUCTEMO-0OpraHiu Knaca (SOC), B 00001ueHO onucanue CxOUTHATA Ha
ro/IsIMO H Ha BCAKAKBO KbPBEHE Ca PA3NpPEACAEHH CNopea MOKa3aHHETO W ca MocoveHH B Tabauuu 13-17

no-aony.
Bbnpeku ye € C HUCKa YeCTOTa NP KJIMHWYHH U3NMTBAHWS, MOXeE a HACThIM TONAMO HIIH TEXKKO

KbPBCHE, KOCTO HC3ABUCHUMO OT MACTOTO HA BbIHHKBAHE MOXC Aa NOBEAC 10 RHBAJIHAW3IHUPARE,
KHBOTO34CTpAalllaBalllO ChCTOJAHNUE WIH JOPH JICTAJICH H3XO0A.

CnycEK Ha HEXeNnaHUTe peakliiH B TaOJUYEH BUJ

B tabnnia 12 ca noka3aHu HeXENaHUTE peaklKH, YCTAHOBEHH B NPOYYBAHUATA H NOCTMAPKETHHIOBH
JAHHH NpH NOKa3aHUATa IbPBUYHA npeseHns Ha BTEC cnen npote3upare Ha TazobepeHa WIH KOJIsSHHA
CTaBa, NpeBEeHUMA Ha TPOMOOEMOONHYEH UHCYNT H CHCTEMEH eMOOIU3BM TIPH NMALKEHTH ¢ NPEACHPIAHO
MBXJeHe, teyeHue Ha JIBT/BE u npesenuus na JIBT/BE. Te ca rpynupasu no ¢HCTeMO-0OpraHeH Kiac

por i Wy

(SOC) 1 no 4ecToTa ¢ U3MOA3BAHE HA CNEAHATA KOHBEHUHS: MHOTO YecTH (= 1/10), uecTy f2=HT00R:
< 1/10), neuvectu (> 1/1 000 no < 1/100), peakn (= 1/10 000 go < 1/1 000), MHOrO per ;’/,
HEeM3BECTHA 4eCTOTa (OT HAIMYHHTE JaHHHU He MOXKe Ja Oble HanpaBeHa OUEeHKa). J ‘
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Ta6anua 12: HexenaHH peakumu.

24

YectoTa
SOC / IlpeanoynTaH TepMuH [TbpBHUUHA MpeBEHL NS [IpeBeHLMA HA JleueHue Ha
Ha VTE cnen UHCYJIT U CUCTEMEH JBT/BE u
MpoTEe3HpaHe Ha eMOONH3bM TIPH MpeBEHUNA HA
TazobeapeHa unu NALUEHTH C IBT/BE
KOJIIHHA CTaBa NPEeACHPAHO
MBbXIECHE
HapylueHnus Ha KpbBTa H IHM(QHATA cHCTeMa
AHemus Heuectu YecTu HeuecTu
[ToHnxkeH xemornoOuH Yectu HeuecTu C HeH3BeCTHa
4yecToTa
TpombBouunToneHHs Penku HeuecTH Penku
IIOHWXKEH XeMaTOKPUT HeyecTtn Penxu C HeH3BeCcTHa
4YeCTOTa
HeyTponeHnusa C Heus3BeCTHa 4ecToTa C HeusBecTHA  Hen3BecTHA
4eCcToTa 4YeCToTa
ArpaHyJIOLUTO3a C HeU3BECTHA 4eCcToTa C Hen3BsecTHa C HEH3BECTHA
YecToTa YeCTOTa
HapyiueHHd Ha KMYHHaTa CUCTEMa
JlekapcTBeHa HeuecTu Heuectu HeuecTH
CBPBXUYBCTBHTEJHOCT
O6pus Peaku Heuectu HeuectH
[IpypHTyC Penku HevecTH HeuecTn
AHapunaKkTHYHa peakuHs Penku Peaxu Peaku
AHrdoeaemM Peaku Peaku Penku
YpTHKapHs Penku Peaku Penku
bponxocnasbm (C HeW3BeCTHA YecToTa C Heu3BecTHa C HeunszBeCTHA
4eCTOTa 4eCTOTa
HapywieHus Ha HEpBHATA CHCTEMaA
BbTpeuepenya xemMoparus Penku HeuecTu Peaku
CbA0BY HApYLICHUS
XeMaToM HeuecTH HeuecTu Heuectn
Xemoparus PeakH HeuecTH HeuectH
KpbBoOTEueHue ot Heuectu -
ollepaTHMBHATA paHa ,
PecnipaTopHM, rpBAKM H MEAMACTHHAIHU HapYUIEHHS
Enucrakcuc HeuecTH YectH YecTH
XeMoTH3a Peaku HeuecTn HeuecTy
CTOMaLIHO-YPEBHH HAPYILECHHUS
CToMallHO-upeBHA HeuecTH YecTH Yectu
XEeMOparus
AOnomMuHanna Sonka Penxu YectHt Heuectn
Huapns Heuectu Yectu HevecTtu
Hucnencus Peaxu YecTH YecTH
["'afgeHe Heuectn YecTH HevecTH
PextanHa xeMoparus Hevecty HeuecTH
XeMOpoH1aNiHa XeMoparus HeuectH HeuvecTH




paHa

CroMalllHO-YpEeBHA A3Ba, Penku Heuectn Heuectu
BKIFOYMTENHO e30(areanHa
3Ba
["acTpoe3ogarut Penku HeuectH Heuectu
["acTpoesogareaita Peaxu Hevecrtu HeuecTtu
pedaykcha donect
[loBpblnate HexecTu HevectH HeuecTn
Hducarng Peaku HeuectH Peaku
XenaTtoOuIHapHK Hapy LUEHNS
Hapyiena yepHogpobHa YecTH HeuectH Heuectn
byHRKLUHA/OTKNOHEHUS BHB
(PYHKLHOHAIHUTE
yepHOAPOOHH NoKa3aTeu
[TosuilieHMe Ha anaHUH HeuecT# Heuectn Heuectn
aMUHOTpaHC(epa3ara
[TosuilieHHE HA acnapTar HeuectH Hedectn HeuecTy
aMHHOTpaHchepasaTa
[ToBulueHH YepHOAPOOHH HeuecTu Penku HeuecTn
€H3UMH
XunepbunupyOunemMus HeuecTu Peaxu C Heu3BecTHA
YeCTOTA
Hapyuiesus Ha KoXXaTa U MOJKOXKHATA ThKaH
KO>XHU KPBbBOHM3NMHBH HeuecTH Yectu Hectn
Anoneyus C HEH3BECTHA YECTOTA C Heu3BEeCTHA C HeusBecTHA
4yeCcToTa 4ecToTa
HapyuieHHsA Ha MYCKYJIHO-CKeJIETHAaTa CUCTEMA H CheIMHUTEIHATA ThKaH
XemapTtpo3sa HeuecTH Peaxu HeyecTH
HapyuieHus Ha 6b0peLuTe 1 MHKOYHHUTE NBTHINA
YpOoreHHuTanHa XeMoparus, HeuectH Yectu Yecty
BKJIIOUNTEIHO XEMATYpHSA
OO6wu HapylieHUs W eheKTH HA MRCTOTO HA NPUJIOKEHUE
XeMoparus Ha MACTOTO Ha Penxu Peaxu Peaku
HHXXEKTHpaHe
XeMoparus Ha MACTOTO Ha Penxu Penku Penxu
NOCTaBSHE Ha KaTeTbpa
KbpBaB cekper Penkn -
HapaHsBaHHus, OTpaBsiHUS U YCIOXKHEHHU s, Bb3HUKHAIIM B PE3YJTAT HA HHTEPBEHLIMH
TpaBmaTHuHa XeMOparus HeuecTH Penku Heuecty
XeMoparua Ha MACTOTO Ha Peaku Peaku Penxwu
HHIIH3USA
[locTnpolieAYPEH XeMaTOM HeuecTH - -
[locTnpoueaypHa Heuectn -
XeMoparus
[TocToneparuBHA aHEMUS Penku - -
[locTnpoLeaypHa ceKpeLus HeuecTH - -
Cekpenus OT olepaTHBHaTA Heuectn - -

XHEZPFH‘IECKH H MCAHUUHUHCKH HHTCPBCHIIHH

JipeHax Ha onepaTUBHaTa Penku -
paHa
[TocTnpoueAypeH ApeHax Penku -
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OnucaHue Ha U30paHy HEXEIAHH PEAKIIHH

Peaxyuu na xvpsene

[Mopanu dapmMakoIOrHUHKUS MeXaHU3ILM Ha JeiicTBUe ynoTpebara Ha naburatpaH eTeKCHIAT MOXKE Aa
Obae ¢BBP3aHa C MOBUILEH PUCK OT OKYNTHO WIH BUAUMO KbPBEHE OT KOATO U 12 € ThKaH WY OpPraH.
[TpuzHaUHuTE, CHMNTOMUTE U TEKECTTA (BKIIOUHTENHO M JETANEH U3X0A) BapUpaT CIIopea MECTOTO U
CTENEeHTa KK 00XBaTa Ha KbPBEHETO W/ UM aHeMHATA. B KIMHKWYHHUTE NpOyYBaHHS MYKO3HOTO KbPBEHE
(Hanp. CTOMAILHO-YPEBHO, TEHUTOYPUHAPHO) € HaOJMI0AABAHO MO-YECTO NPH ABJTOCPOUYHO JIEUEHHE C
naburatpaH eTekcunar, B8 cpaBHeHue ¢ eueHue ¢ ABK. Taka, B 10MbIHEHHE KbM MOAXOAALLO KIHHHYHO
HaOnmoaeHHe, 1abopaToOPHOTO H3CAEABAHE Ha XeMOTIOOUH/XEeMATOKPHT € LIEHHO 3a OTKpHBaHE Ha
OKYJITHO KbpBEHE. PUCKBET OT KbpBEHE MOXE fa C& NMOBHUILHU MPH ONpefeNeHH Ipyny nauyueHTH, Hanp.
Te3H, KOKTO UMAT yMepeHO ObOpeUHO yBpeXaaHe W/ WM ¢a Ha CbITbTCTBALLO JIEUEHHE, 3acCATalllO
XEMOCTa3aTa, Wik CUNHHU P-gp nHXuOUTOpH (BXK. TOMKA 4.4 XeMopariieH puck). XeMoparu4HuTe
YCNO@CHEHHS MOXKeE Aa ce NpoaBAT KaTo cnaboct, OneaHoCT, 3aMasHoCT, rnapobonue M HeoOICHUMO
MNoAYBaHe, AUCITHER U HEODACHUM LLOK.

CrobuiaBa ce 3a NO3HATH YCNOXKHEHUS ¢ KbpPBeHe, KATO KOMIIAPTMEHT CHHAPOM U ocTpa 6bbpeura
HEJOCTATHLYHOCT NOPaJH XUNnonepgy3ns H CBbp3aHa ¢ AHTUKOAryIAaHTH HeponaTHs MPY MALHEHTH C
npeapasnonarauiy puckosu (paxTopH, BbB Bpb3ka ¢ aaburartpaH erekcunar. CnegosatenHo, Tpsbsa pa ce
OTYMTA BEPOATHOCTTA 32 XEMOpArus Npy OLEHKATa Ha CbCTOSHUETO HA BCEKH aHTUKOAryJIMpaH MauHeHT.
3a Bb3pacTHHU MalltMEHTH HMa HaNNYHO cneuudUUHO HEYTPANH3HPaLlO CPEACTBO 3a AaburarTpaH,
uaapyunszymab, B ciyuail Ha HEKOHTPONUPYEMO KEpBEHe (BxK. Touka 4.9),

ITvpeuuna npegenyus na BTEC npu opmoneduuna xupypaus

Tabnuua 13 noka3sa 6pos (%) Ha NallIMEHTHTE C KbPBEHE, KATO HEXE/AHA JlexapCTBEHA peaKLus Mo
BpeMe Ha NepHoaa Ha JICUeHHe B ABeTe OCHOBHU KIMHKYHK U3NIWTBaHHA 3a npeBeHuns Ha BTEC, B
3aBHCHMOCT OT A03aTa.

Tabnanna 13: Bpoii (%) nanneHTH ¢ KbpPBeHe, KATO HEXKEIAHA IEKAPCTBEHA PeaKIHsl.

JlaburarpaH erekcunar | llaburarpan erexcunat | EHoOkcamapus

150 mg BeaHbXK AHEBHO | 220 mg BeAHBK JHEBHO

N N (%) N (%)
JlekyBaHH MalUHEHTH 1 866(100,0) I 825(100,0) 1 848 (100,0)
[ OnAMO KbpBEHE 24 (1,3) 33 (1,8) 27 (1,3)
Bcakakso KbpBEHe 258(13,8) 251(13,8) 247(13,4)

IIpegenyus Ha Mo3vueH UHCYAm u cucmemer emooausem npu gvapacmuu nayuenmu ¢ HKITM ¢ eoun unu
nogeve puckosu axmopu

Tabnuua 14 nokassa ¢chLOUTHATA HA KbPBEHE, pastipefesieHd KaTo CbOUTHA HA FONAMO ¥ HA BCAKAKBO
KbPBEHE B OCHOBHOTO NPOYHBAHE, U3CAEABALLIO NPEeBEHUHATA HA TpoMOoeMOONHUeH HHCYIT U CUCTEMEH
eMOOMU3BM TIPH NAUHEHTH C NIPEACRPAHO MBXKIEHE,

26




Tab6auna 14: CrOuTHA HA KbpBeHe B IPOYUBaHe, H3CAEABALIO HpeBeHIHATA HA TpoMGoeMbGosinueH
HHCYJT H CHCTeMEH eMOO0H3IBM NPU NAHHEHTH ¢ NPEAChPAHO MbKAEHE.

Haburatpas erekcunar |Haburatpan eTekcunar Bap¢apun
110 mg apa NbTH 150 mg aBa nbuTH
OHEBHO AHEBHO

Pannomu3HpaHy NalHEHTH 6015 6 076 6 022
['01AMO KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)

BbpTpeuepernHo KspBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)

CY xbpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)

KbpBeHe ¢ netaleH H3XoA 26 (0,22%) 30 (0,25%) 42 (0,36%)
Masiko KbpBEHE 1566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BcsAkakBO KbPBEHE 1759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B panaoMu3upaHo npoyuBaHe, Npu MauxeHTuTe, npueMany gaburatpad etekcunar 110 mg asa mutH
AHeBHO Uau 150 mg ABa MBTH JHEBHO € CBLUIECTBYBAN 3HAYUTENHO MO-HUCHK PHCK OT
YKHBOTO3aCTPAILABAILO KbPBEHE U BHTPEUEPENHO KbPBEHE B CPaBHEHUE C TE3M, NpHeManH sapdapHH

[p < 0,05]. U npu gBeTe KOHUECHTpAUUH HA NabUraTpaH €TEKCHUIAT € UMaNo U CTaTUCTHYECKHN 3HAYHMO
no-HKUCKa obllla yecTotra Ha KkbpBeHe. [Ipu nauueHTHTE, MpHEManu panagoMusripado 110 mg gaburarpas
€TEKCUJIAT Ba MbTH AHEBHO € CHIIECTBYBAN 3HAUMTENHO NO-HUCHK PHCK OT rOJIAMO KbPBEHE B CpaBHEHUe
¢ papdapuH (koepuuueHT Ha pucka 0,81 [p = 0,0027]). Ilpu nauneHrtute, npuemMany paHAOMHU3HPaHO

150 mg gaburatpan eTeKCHJIaT ABa NbTH AHEBHO € ChLUSCTBYBAJ 3HAYUTENHO No-ronsaM puck ot CU
KbpBEHE B cpaBHEHUE C Bappapul (koepuuueHT Ha prcka 1,48 [p = 0,0005]). To3u edekT ¢ HabmonaBaH
[JIABHO NPH NALMUEHTH 275 FrOJUHH.

KnuHuuHaTa nossa ot paburarpad no OTHOLUEHUE HA ITPEBEHLIMATA Ha MHCYNT U CHCTEMEH eMOONTH3bM H
MOHUKEHUAT PUCK OT UHTpaKkpaHuanHa xemoparus (UKX) B cpasHeHHe ¢ BapdapHH ce 3anasBar Mnpu
OTACHAHHTE MOArpyNu, Hamnp, 6b0peyHO yBpexKIaHe, BB3PACT, CENBTCTRALLA YIIOTpeOa Ha IeKAPCTBEHH
MPOAYKTH KaToO HaNp. aHTUTPOMOOTHLH Unu P-gp HHXUOUTOpHU. JloKaTO HAKOM MOArPYNHY MALMEHTH ca ¢
MOBRILEH PUCK OT MOJIAMO KbpPBEHE, KOTATO €a JIEKYBaHH ¢ aHTHKOATYJIaHT, MOBUILEHHUAT PUCK OT KhPBEHE
npyu gaburarpaH eTekcuaar € cauvpiaH ¢ CH kbppBeHe, 0OOUKHOBEHO HAONOJaBaHA Npe3 MbPBUTE

3-6 Mecela ciiel 3anQ4BaHe Ha JEYEHHETO ¢ Ja0UraTpaH eTeKkcuniar.

Jevenue na BT u BE, xakmo u npegenyus Ha peyuousu na BT u BE npu evapacmuu nayuenmu
(/IBT/FE)

B tabnuna 15 ca nocoueHu crOUTUA HA KbpBEHE OT 00001LeHuTe OCHOBHY npoy4uBanng RE-COVER u
RE-COVER II, B xouto ce uznurea nedenneto Ha ABT u bE. B cbopuuTe npoyusanus, cLouTHATA Ha
MbPBHYHKTE KPAHHU TOUKH 3a 6€30MacHOCT ,,MOJIAMO KbPBEHE, MONAMO MY KITMHUYHO 3HAUMMO KbDBEHE
M BCAKAKBO KBbPBEHE™ Ca 3HAYMTENHO MO-MANKO B CpaBHEHUE ¢ BapdapHH (1pH HOMHHANHO anda Hueo 5%.
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Tabnuua 15: Cu6nTia HA KbpBeHne B npoyuBaHuaTa RE-COVER u RE-COVERII, B kouTo ce
n3nuTea neucnnero Ha /[IBT un BE.

HaburarpaH eTekcunar Bapdapun KoeduuuneHT na
150 mg nBa nbTH PUCKa CNpaMo
AHEBHO gapdapuH
(95% CI)
[laineHTH, BKJIKOUEHH B 2 456 2 462
aHanuia Ha HezonacHocTTa
CrOUTHA HA roNSIMO KbpBeHe 24 (1,0%) 40 (1,6%) 0,60 (0,36, 0,99)
BrrpeuepenHo 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
KbpBEHE
['onaMo CY kbpBeHe 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
JKupoTo3acTpatuasailo 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE
CnOuTHA Ha ronsaMo 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)
KbpBeHe/ KITMHUYHO 3HAUYHMO
KbpBEHE
BcskakBo KbpBEHE 354 (14,4%) 503 (20,4%) 0,67 (0,59, 0,77)
Bcsakakeo CUY kbpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90, 1,82)

CobuTHsATa Ha KBPBEHE MIPH ABETE NEUSHHA ¢a OTUYWTAHU OT MbPBHA NPUEM Ha AabHraTpaH eTeKCHnaT UiH
BapgapuH cren NpeKpaTaBaHe Ha NnapeHTepalHaTa Tepanus (nepuoa ¢aMo Ha MepopasiHo JeueHHue). Tosa
BK/JIIOYBA BCHUKH ChOUTHUSA HA KbPBEHE, Bb3HHUKHAJM MO BpEME Ha TepanusTa ¢ AaburarpaH eTeKCHar.
BraoyeHn ca BCHUKH CbOUTHA HAa KbpBeHe, Bb3HHKHAIH 110 BpEMe Ha TepanuiaTa ¢ BapdapHH, OCBEH
OHe3H, KOUTO €a Bb3HUKHANH MO BpeMe Ha NMepuoa, B KOHTO ce 3aCThIBAT JICYEHHETO ¢ BapdapHH H
[napeHTepanHara Tepanus.

B Tabnuua 16 ca nocouyeHu AaHHU 32 CbOUTHA Ha KbpBEHE B OCHOBHOTO npoyusaHe RE-MEDY, B xoeto
ce uanutea npeseHuuaTa Ha JIBT u BE. Haxkou cbOuTHA HA KbpBEHE (CHLOUTHA HA rONAMO KbpBEHe
(CT'K)/knnHKB4yHO 3Haunmo KbpBeHe (K3K); BCAKAKBO KbPBEHE) Ca 3HAYUTENHO NO-MANKO NMPH HOMHHAJIHO
anda HUBO 5% NpH MALUEHTH, NpHEeMaNii AabUraTpaH ETEKCHAAT, B CPaBHEHHE C TE€3H, TPUEMANH

sapdapHH.
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Tabanna 16: CrOMTHA Ha KbpBeHe B nnpoy4yBate RE-MEDY, B koeTo ce H3nHTBA NpeBeHUUATA HA

ABT u BE.
JaburatpaH eTekcunar Bapdapun KoeduumneHT Ha
150 mg nBa mbTH PUCKA CIIPAMO
JHEBHO Bapdapur
(95% nosepuTtenen
HHTEPBAJ)
JleKkyBaHH NaLHEHTH 1430 1426
CpbHuTHA HA TONAMO KbpPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
BbTpeuepenHo 2 (0,1%) 4 (0,3%) He moxe aa Onae
KbpBEHE H3uucaeH™*
["onsmo CH kbpBeHe 4 (0,3%) 8 (0,5%) He Moxe na 6wae
H34YHCIEH*
JKuBoTo3acTpaiiasailo 1 (0,1%) 3 (0,2%) He moxe na bbpae
KbpBEHE H3uncney™®
CobuTHa HA TONAMO 80 (5,6%) 145 (10,2%) 0,55(0,41, 0,72)
KbpBeHe/KIHHHYHO 3HAYHMO
KbPBEHE
Bcesikakso KbpBeEHE 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
BesikakBo CH kbpBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87; 2,20)

*KP He moxe na 6bae H3uKcneH nopaad axuncata Ha CbOUTHE B KOATO ¥ 1a € KOXOpTa/ieueHue

B Tabnuua 17 ca mocoueuu JaHHU 3a CbOUTUSA HA KbpBEHE B OCHOBHOTO npoyusaHe RE-SONATE, B
koeto ce HanuTBa npeseHuMATa Ha JIBT u BE. YecroTata Ha komMOHHauusta MBE/CRBE k Ha BcskakBo
KbpBEHE € 3HAYHTENHO NO-MaNIKa MpH HOMUHANHO aipa HUBO 5% NpH nauueHTH, npueManu nnaunebo, B
CPaBHEHHE C TE3H, NPHEMATIH 1a0UraTpaH eTeKCHIIAT.

Tabanua 17: CubuTHn Ha KppBese B npoyuBane RE-SONATE, B koeTo ce H3NHTBA NPEeBEHIHATA

Ha /IBT u BE.
Haburarpax eTexcunar [Tnauebo Koeduuueut Ha
150 mg aBa nbTH PUCKA CITPAMO
JHEBHO nnayedo
(95% nosepuTtenex
HHTEpBa)
JlekyBaHH NMalHEHTH 684 659
CebuTHs HA rONAMO KbpPBEHE 2 (0,3%) 0 He Moxe na 6vae
H34ucaeH *
BrnTpeuepernHo 0 0 He moxe ga 6boe
KbpBEHE H3YUCeH *
["onsmo CH xkbpBeHe 2 (0,3%) 0 He moxe na 6nne
H34YUCael *
JKnpoTo3acTpalaBauo 0 0 He Mmoxe na 6n1e
KbpBEHE U3UUCTIEH *
CubuTHa Ha roNAMO 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KbpBEeHE/KIIMHHYHO 3HAYUMO
KbpBEHE I
BeskakBo KbpBEHe 72 (10,5%) 40 (6,1%) 1,77 (12677 Bddar X
Besikakso CY xnpBene 5 (0,7%) 2 (0,3%) 2,38 AP 22 R Yl
*KP He Moxe Aa 6bie H3UMCIIEH NOpaay JIMNCaTa Ka chOUTHE MpH KoeTo U Aa e ot N¢hehvATa &5ks ‘%

” T -] ] t- .
T q ) Sy,
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ArpaHyJoLUTO3a U HEYTPONEHHUS
ArpaHyNoUHTO3a H HEYTPONIEHUA ca ChOOIIaBaHU MHOTO PANKO CNIER paspelliapase 3a ynorpeba Ha

naburaTpad erekcHaar. Thil KaTo HEXENAHKTE peakiuy ¢a ¢hLofBLUaBaHu NPH MOCTMAPKETHHIOBOTO
HabnoAEHHE OT HONyNaLMs ¢ HEYCTAHOBEH pa3Mep, YeCTOTaTa UM HE MOXe Ja Obje JOCTOBEPHO
onpenenexa. Yecrorata Ha ChodliaBaHe € n3uucneHa Ha 7 cLOUTHS Ha | MHITHOH MAallHeHTOroiMHH 3a
arpaHyJIOUNTO3a ¥ 5 CoOUTHA Ha 1 MUJIHOH NAUKMEHTOrOIMHHU 34 HEYTPOINEHHUA.

[leanatpuynHa nonynauus

be3zonacHoCTTa Ha AafurarpaH erekcunar npu nedeHnetro Ha BTEC u npeseHUMA Ha peUdaNBHpALLH
BTEC npuy neaMaTpH4Hy NalUeHTy e apoyyeHa B ABe u3nuteanus dasa III (DIVERSITY u 1160.108).
Obwo 328 neguarpuuHy NayUeHTH ca IEKyBaHy ¢ aaburarpax erekcunar. [laumueHTuTe ¢a noayyaBanu
aaanTUpaHu CIIOpPEa Bb3pacTTa U TENECHOTO TErNIO 103K OT chodpaseHa ¢ Bb3pacTTa NeKapcTBeHa ¢opma
Ha naburaTpas €TEKCHIAT.

Kato usino ce ouaksa npodunbT Ha 6€30MaCHOCT NPH AeUa Aa € ChLIUWAT KaTo NMPH Bb3pacTHH.

O6110 26% OT negHaTPHYHHTE MALUEHTH, IEKYBaHH ¢ gaburarpad etexcunatr 3a BTEC u 3a npeseHuus
Ha peuuausupaiy BTEC, ca noayyunu gexenany peakumu.

Cnucvk Ha Hexceranume peaxyuu 8 mabauyer auo

B Tabnuna 18 ca nokasaHu HEXENaHUTE peaki Uy, YCTAHOBEHH B Npoy4BaHUATa npy neyenue Ha BTEC u
npeseHUHa HA peuuauBupaiiy BTEC npu neaaTpuyiy nalueHTH. Te ca rpynupaHu rno CHCTEMO-
opraden knac (SOC) ¥ no 4ecToTa ¢ U3MON3BAHE HA CNEIHATA KOHBEHUMA: MHOIO 4ecTH (= 1/10), yecTH
(= 1/100 go < 1/10), Heuectn (= 1/1 000 a0 < 1/100), peaxu (= 1/10 000 go < 1/1 000), MHOrO peaku

(< 1/10 000), ¢ HensBecTHA YyecToTa (OT HANTMHHKTE JAHHH HE MOXe Ja ObJie HanpaBeHa OLeHKA).
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Tabauna 18: Hexenanu peaknuu.

YecrtoTta
SOC / [lpeanounTaH TEpMUH Jleuenne Ha BTEC 1 npeBeHuMa Ha peuuaMBUPAILH
BTEC npu neavatpuuny NauneHTH

HapyiueHusi Ha KpbBTa H IMMQHATA CHCTEMA

AHeMHA YecTH

[TlonuxxeH xeMorno0uH HeuecTH

Tpombouutonexus JecTH

[loHuKeH XeMaTOKpHT Heuectu

HeyTponenus HeuecTu

ArpaHynouuTo3a C Hen3BecTHa 4eCTOTa
HapylueHus Ha MMYHHATa CHCTEMa

JIekapCTBEHa CBPBXUYYBCTBUTENHOCT Heuectu

Obpus YecTH

[Ipyputyc HeuectH

AHa(H1aKTHYHA peakuus C Heu3BecTHa YeCTOTa

AHruoegem C Heu3BeCTHA HECTOTA

Yprukapus UecTH

bpoHxocnazbpM C Heu3BecTHA 4eCTOTa
HapyuweHHs Ha HEpBHATA CHCTEMA

BeTpeuepenHa xeMoparus HeuyecTH
CbII0BH HapyIlIEHHS

XEMATOM Yectu

Xemoparus C HEeH3BECTHA YECTOTA
PectinpaTOpHH, TPbAHU X MEAWACTUHANIHY HApYILEHH

EnHcTakcuc YecTu

XeModTH3a HeuecTy
CToMaLIHO-YPEBHH HAPYLUEHUS

CroMaluHO-4peBHa XeMoparus HeuectH

AbnomuHanya 6oJika HeuecTH

Jnapus HectH

JHucnencus YecTH

["aneHe HecTu

PekTaHa XeMoparus HeuectH

XemopoHaanHa XxeMoparus C HeM3BECTHA YECTOTA

CToMallHO-4pPEBHA A3Ba, BKIIIOYHTETHO C Heu3BeCTHA YECTOTA

e3odiareasiHa s38a

["actpoesodarut Heuectn

["acTpoesodareanta peduykcHa Honect YectH

[lospbitiane YectH

Hucdarus HeuecTu
XenaroOHaHapHH HApYIUEHHS

Hapywmena yepHoapobxa C HEeH3BEeCTHA 4eCTOTA

byHkuns/OTKAOHEHHS BBB

¢$byHKUHOHATHHTE YEPHOAPOOHH

NOKa3aTenH

HosuilieHne Ha anaHuH HeuecTn

aMHHOTpaHcpepasara
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[ToBuieHue Ha acnapTar Heuectu

aMHHOTpaHcdepa3aTa

ToBH1ICHH UepHOAPOOHH EH3UMH HectH

XunepOouaupyOoHHeMHUS HeuvecTy
Hapywenus Ha KoxXaTa ¥ MOAKOXHATA ThKaH

KO0XXHH KpbBOH3JIHBY HeuecTH

Anoneums UecTH
Hapywenus Ha MyCKYJIHO-CKEJIETHATa CHCTEMA W CHEANHHUTENHATA ThKaH

XeMapTpo3a C HeH3IBECTHA YecToTa
Hapywenus Ha 656penire ¥ NHKOYHHUTE MBTHIIA

YporenuTtanHa xeMoparus, Heuvecty

BK/JOUHTENHO XEMATYpHS
O61um HapylleHHs ¥ eQeKTH Ha MACTOTO Ha MPHIIOKEHHE

XemMoparus Ha MACTOTO Ha C Heu3BeCcTHA 4YECTOTA
HH)KEKTHPaHE
Xemoparus Ha MACTOTO Ha& MOCTaBAHE C Heu3BeCcTHA YeCTOTa
Ha KaTeThpa

HapansiBaHHs, OTpaBAHHSA H YCJIOKHEHHS, Bb3HHKHAIM B PE3y/ITAaT HA HHTEPBEHLHH
TpaBMaTH4YHa XeMoOparus | HeuecTH
XeMoparus Ha MACTOTO HA MHLIN3USA C Heu3zBecTHa 4e€CTOTA

Peaxyuu Ha kvpsene

B ape npoyupanua ¢asa Il npu mokaszanuero neyenue Ha BTEC u npesenuss Ha peunauBupaiin BTEC
NpU NEJHATPHYHH NalueHTH 0bwe 7 naumenTy (2,1%) ca umManu cbOnTHE Ha roNsiMO KbpPBEHE,

5 napuent (1,5%) ca uManyu cHLOHTHE HA KJIHHHYHO 3HAYUMO HErOJISMO KbPBEHE, a 75 nauueHTH (22,9%)
ca UMaju CbOUTHE HA HE3HAUHTENHO KbpBEeHE. KaTo LAl0 YecToTaTa Ha ChbOMTHATA HA KhPBEHE € T10-
BUCOKaA IIPpH No-Bb3pacTHata rpyna (12 no < 18 ronuuu: 28,6%), OTKOIKOTO B IPYNUTE ¢ [10-MaJKa
BL3pacT (o1 paxaaHero A0 < 2 roauuu: 23,3%,; 2 1o < 12 roaunn: 16,2%). [ onaMo Wian Te€XKO KbpBeHe,
HE3aBUCHMO OT MACTOTO Ha BE3HUKBaHe, MOXe J1a A0BeJe 10 UHBATHAK3IHPAHE, )KHBOTO3ACTpalllaBalllo
CBHCTOAHHE WM AOPH NEeTafNeH U3XO/.

CrofliapaHe Ha NOA03UPAHU HEXETAHW PeaKLuK

CrobluaBaHeTO Ha MoAO3UPAaHH HCXKENZHH peaKUnH CliC pAa3pPCLUdBaHC 34 _VI'IOTPESE Hd JICKApPCTBCHHA
[IPOAYKT € BaAXXHO. Tosa no3BonsBa fa MmpoabJXH HabNIOAEHHETO HAa ChOTHOLUICHHETO nﬂnaa/pumc 3a
JCKAPCTBEHNA [TPOAYKT. OT MEAHLMHCKHUTE CRELIHANHCTH C€ U3HCKBA Ja ChoO1IaBaT BCIKA Mnmoao3npaHa
HEXEJ/IaHa pC€aKluga Ype3 HAUHOHAJTHA CHCTEMA 34 ¢ho0LaBaHe;

ManbanuTenna areduus no gexapcraa (MAJD)
yi. amsn I'pyes Ne 8

1303, rp. Codus

P. bbarapus

Ten.: +359 2 8903 417

Dakc: +359 2 8903 434

e-mail: bda@bda.bg

4.9 TIlpenozupate

PUCK OT KbpBEHe.
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[Ipt ceMHEHHE 33 NpeNO3HPaHE NPOBEXKAAHETO HA KOaryaUHOHEH TECT MOXE Ja NOMOTHE 3a oNpeaensHe
Ha pUCKa OT KbpBeHe (BXK. Touka 4.4 u 5.1). Kanubpupan konudectBeH dTT Tect unu muorokpatHu dTT
U3MEpPBaHHUA MO3BONABAT MPEABUKAAHE Ha BPEMETO, KOraTo uie 6b1aT AOCTHIHATH ONpeAe/eHH HHBA Ha
naburarpad (BXK. Touka 3.1), CbI10 B CnyyaH, ye ca NpeANPHETH AONBJHUTEIHH MEPKH — HAMp. JHANH3A.

IIpekomepHaTa aHTHKOArynalus MOXe Aa H3UCKBA NMPpeyCTAHOBABAHE HA nevyeHueTo ¢ gaburarpaH
eTekcunar. Thi KaTo na0UraTpan ce€ eKCKpeTHpa npeluMHo upe3 6xOpeunre, Tpabea na ce nogabpxka
JOCTaTb4Ha AMype3a. Tuit KaTo CBbP3BAHETO C NPOTEHHH € B HUCKA cTeneH, gaburatpan Moxe Jaa Obae
JUanu3upaH; HMa OrpaHUYEH KIIMHUYEH OIMUT, AEMOHCTPHpAlll NOA3aTa OT TO3U NOAXOA B KJIMHUYHMU
Npoy4YBaHUA (BXK. TOuka 5.2).

Os/saasBane Ha YCJIOXHEHHNS C KbPBEHE

B ciayuail Ha xeMOparHyHH YCAOXXHEHHSA IeYSHUETO ¢ JaburaTpaH etekcunar tpabsa na 6bvae
NpeyCcTaHOBEHO, a MPHYHHATA 32 KbPBEHETO — H3cheaBaHa. [10 npeleHKa Ha eKyBallus jekap 1 B
3aBHCHMOCT OT KJIMHHYHATA CUTyalus TpAbBa Aa ce npeanpueMe noAxXoasao NoLIbpKallo NeUeHHeE,
KaTO XMpYpruyHa XeMocTasa UM 3aMecTBaHe Ha KpbBeH 00eM. [1pu Rb3pacTHH mauKedTH B cayyau,
KOraTo € HeoOxoAuMO OBP30 HEYTPANU3NPAHE HA aHTUKOArynaHTHUA edekT Ha qaburarpaH, Moxe Ja ce
U3MOI3Ba CIIeLUPHIHOTO HEYTPANTH3UPALLO CPeACTBO (MaapyLun3yMal), KoeTo aHTaroHM3upa
(papmakoauHaMu4HuA ebdekT Ha gaburparad. EpukacHocTTa u 6e3onacHoCTTa Ha Haapyln3ymab He ca
YCTAHOBEHH NPU NEJHATPUYHY MALUUCHTH (BX. Touka 4.4).

Moxe aa ce uMa nNpeiBUA NpuiaraHe Ha KOHUEHTPATH Ha KOaryNalHOoHHU GakTopH (AKTHBHDAHH WK
HeaKTUBHPaHH) UK pekoMOuHaHTeH dakTop Vila. MMa HAKOU exCnepUMeHTAIHM J0Ka3aTeNCTBa B
NnoAKpena Ha poJifiTa Ha Te3n JIEKAPCTBEHH MPOAYKTH B 00pblllaHe HA aHTHKOATYJIAHTHHA eekT Ha
JaburaTpaH, HO JaHHHTE 34 [10J13aTa UM B KJIMHUYHHU YCNOBHA, KAKTO H 32 Bb3MOXKHHUS PDHCK OT
peuuauBUpail TpoMOoeMO0ONH3IBLM, ca MHOIO orpaHuueHd. KoarynallmOHHHTE TECTOBE MOTAT [a CTaHaT
HEHAOCKAHM CICA NMPHAOKEHHE HA NPEMOPHUNTENHHUTE KOHUCHTPATH HA KOAryIallMOHHH QaxKTOpPH.
TpsOBa na ce BHUMaBa NP THJIKYBAHETO Ha TE3W TECTOBE. TpsidBa na ce 0OOMUCAH NPUIIOKEHUE HA
TpOoMOOIIHTHA Maca B ClydauTe, Korato iMa TpoMOOLIMTONEHUS HNH ca OUK H3NON3BaAHH
ABJArOACHCTBAIUM aHTUTPOMOOTHUHY JIEKAPCTBEHHU NPOAYKTU. LI410TO CHMNTOMATHYHO hedeHHe Tpabaa
1a ce npuara no MpeucHKa Ha nekaps.

B 3aBUCHMOCT OT MECTHHTE 8Bh3IMOXHOCTH, Tpﬂﬁl?-ﬂ na ce obMHucIH KOHCYJITallHA CbC CNNICIHHANHUCT B
cnyqaﬁ Ha I'oJAaMO KBPBCHE.

5. @GAPMAKOJIOTMYHU CBOMCTBA

3.1 apMakoIHHAMHYHY CBOHCTBA

dapMmaKoTepaneBTHYHA I'pyna: aHTHTPOMOOTHYHY CpeACTBa, IUPEKTHH TPOMOUHOBH uHXxubuTopu, ATC
koa: BOIAEO7.
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MexaHu3bM Ha IeHCTBHE

JlaburaTpaH €TeKCHUNAT € ManKa MONEeKYJia NpeaiekapcTBO, KOETO He MoKassa gapMaKoJloriyHa
aKTHBHOCT. CyieQl nepopaliHo NpUnoxeHue naburatpad erekcunar ce abcopbupa 0bp30 U ce npespoila B
aaburaTpaH upes KaTaJu3upaHa OT ecTepasa XMApOo/K3a B N1a3mMara H B uepHus apob. Jaburarpan e
MOILLleH, KOHKYPEHTEH, 00paTHM, AHPEKTEeH TPOMONHOB HHXUOUTOP K € OCHOBHOTO BEILECTBO ¢ AKTHBHO
aAe#icraune B nnasmata. Tbi xato TpOMOUHBT (CEpPHHOBA NPOTEA3a) NO3BOABA NPEBPBIIAHETO Ha
dbubpuHoreHa Bb8 pudpHH B X044 Ha KOAryJalMOHHATA Kackana, MHxubupaHeTo My nNpenoTBparTasa
obpa3zyBaHeTO Ha CbcHpek. Jaburatpan uHxubupa csoboAHHA TpOMOUH, PUOPUH-CBBP3aHUS TPOMOUH H
TpOMOUH-HHAYLMpaHaTa TpOMOOLMTHA arperaums.

DapmaxouHAMUYHH eDEKTH

In vivo u ex vivo npoy4yBaHHs MPH KUBOTHH REMOHCTPUPAT aHTUTPOMOO3HA epHKACHOCT U
AHTKKOATYJIAaHTHA AaKTHBHOCT HA AaburaTpaH c/e] HHTPABEHO3HO NPUICKEHUE W Ha JaburaTpas
eTeKCUAT clie] MEPOPATHO TIPUIOKEHHE TIPH PA3NHUHH KUBOTHHCKH €KCNEPHMEHTANIHU MOJEIH Ha
TpoMOO3a.

ChliecTByBa OTHETIIMBA KOpenalus MEXIY iasMeHaTa KOHUEHTpauua Ha nab|raTpaH U CTeneHTa Ha
aHTHKOoarynaHTHua edekt, 6a3npano Ha daza Il npoyusanund. JaburarpaH yasmxasa TPOMOHHOBOTO
ppeMe (TB), EBC, xakto u aPTT.

KanubpupauuaTt konuyecTseH TecT Ha TB upes paspexaane (dTT) /1aBa olieHKa 3a NJa3MeHaTa
KOHUEHTpaUHA Ha aaburarpaH, KOATO MOXe Aa ObAe CpaBHEHa C OYAKBAHHTE NIa3MEHH KOHLEHTpaLHH Ha
naburarpan. B cnyuaii ue kanu6bpupauuar dTT TecT nokaxe pe3y.TaT 3a [11a3MEHATA KOHLEHTPALIUA Ha
naburarpad, KOUTO € Ha WM NOJ rpaHMLAaTa HA KONHUYECTBEHOTO ONpeAeste, cieaBa Ja ce 0OMHUCIH
[IpOBEXJaHe Ha AOMBIHUTENHO H3CAEIBAHE Ha KoaryaanugTa, HanpuMep 1B, EBC unu aPTT.

EBC mMoxe ga ocUrypH AMpeKTHA OLIEHKA HA AKTUBHOCTTA HA AUPEKTHUTE TPOMOMHOBH HHXHMOUTODH.

TecrbT aPTT € lBPOKO AOCTRNEH U MOKA3Ba NPUONH3IUTENHO AHTHKOAryJaHTHATA HHTEH3HBHOCT,
aocTurHarta ¢ aaburarpad. O6aue, aPTT TecThT HMa OrpaHHYE€Ha HYBCTBUTEIHOCT U HE € NMoAXOAsLLY 32
TOYHO KOJIHYECTBEHO ONpee/isHe Ha aHTHKOAryMaHTHHUSA eeKT, 0coOEHO NMPH BUCOKH MNJIa3MEHH
KOHLEHTpAalluK Ha gaburarpaH. Borpexy ye BUcokU cTOHHOCTH Ha aPTT TtpabBa aa ce ThiKyBar ¢
MOBHILEHO BHUMAHHE, TE NIOKA3BAT, Ue NALHEHTHT € AHTUKOAryJIMpaH.

Kato usn10, MOXe Jia Cc€ IpHemMe, He TE3H 10Ka3aTe M 3a AHTHKOAryJaHTHAa akTHBHOCT MOTraT Aa OTpassT
HHBaTa Ha AaburaTtpaH, KakTo U 1a NPeaoCcTaBAT HACOKK 3a OLeHKAaTa Ha pUCKA OT KEPBEHE, T.€. HaA

90" nepceHTHN HA HAK-HHCKUTE HUBA HA RabUraTpaH UM KoaryjalHOHEH TeCT, KaTO Hal-HUCKH
uiMepeHH cToiHocTy Ha aPTT (3a nparosere Ha aPTT Bxk. Touka 4.4, Tabnuua 6), MOXe fa ce acouuupa ¢
MOBUIUEH PHCK OT KbPBEHE.

IThvpauuna npeeenyus na BTEC npu opmoneouuna xupypaus

CraluoHapHara cpeiHa reoMeTpHyHa NUKOBa NniaiMeHa KOHUeHTpauusa (cnea aex 3) Ha gaburaTpas,
H3MepeHa OKoNo 2 yaca cnen npuioxkenue Ha 220 mg gaburatpas erexcuiaar, e 70,8 ng/ml, ¢ rpasnuum
35,2-162 ng/ml (B nHTEpBana 25-TH-75-TH nepceHTn). CpeaHaTa reoMeTpruyYHa Hafl-HUCKA
KOHUEHTpauMs Ha naburatpad, ¥3MEPEHa B Kpad Ha A030BUSA UHTEPBA (T.€. 24 yaca clie] 1034
paburarpan 220 mg), e cpeaHO okoi10 22,0 ng/ml, ¢ rpaHuuy 13,0-35,7 ng/ml (B nHTepBana 25-tH-75-tu
MEPCEHTHIT).

B eaHo cnenuasHo NpoyyBaHe caMo MpH NaLMEHTH ¢ yMepeHo 0b0peyHo yBpexaane
(CrCL 30-50 ml/min), nekyBaHu ¢ naburarpad etekcuiar 150 mg BeiHBX AHEBHO, Cpf
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reOMETpHYHA Hal-HHCKA KOHUCHTpalus Ha AaburarpaH, H3MepeHa B Kpasi Ha A030BHA UHTEPBAJl, € CPeAHO
47,5 ng/ml, ¢ rpauuuu 29,6-72,2 ng/ml (B urTEpBana 25-tu-75-TH nepceHTHN).

[1pn nauueHTH, NekyBann ¢ 220 mg naburatpad eTekcuIaT BeiHbX JHEBHO 3a npeBeHLMs Ha BTEC cren
NpoTE3HpaHe Ha Tazo0eapeHa WK KOJNAHHA CTaBa,

. 90-uAT NEPCEHTHIT HA Hal-HUCKUTE Ma3MeHH KOHUEHTpauuu Ha naburarpaH € 67 ng/ml,
(20-28 yaca cnej npueMa Ha npeaAnLlHAaTa 103a) (BX. ToUku 4.4 1 4.9),
. 90-uAT nepceHTH Ha Hal-HUCKUTE cToHHOCTU Ha aPTT (20-28 yaca cien npuema Ha npegHILHATA

103a) e 51 cexyHau, koero e 1,3 MbTH Haj ropHATa rPaHULA HA HOpMaTa.

EBC He e H3MepBaHO NPH NALKUEHTH, NeKyBanHu ¢ 220 mg naburaTpaH €TeXCHNAT BEAHBX AHEBHO 3a
npepeHUUs Ha BTEC cnen nporesupaHe Ha Ta3zofepeHa WaK KONSHHA CTaBa.

ITpesenyus na Mo3vuen uHCYAM u cucmemer embonuzvm npu evapacmuu nayuernmu ¢ HKIIM ¢ edun uau
nogeve pucxosu axmopu (IIMUTIM)

CrauvoHapHaTa cpeHa reOMeTpHuHa MMKOBA N1a3MeHa KOHLUEHTpalUua Ha gaburaTpaH, H3MepeHa OKOoJo
2 yaca caen npunarade Ha 150 mg gaburarpan erekcunar, € 175 ng/ml, ¢ rpauunm 117-275 ng/ml (B
MHTepBana 25-tu-75-Tu nepcenTn). CperHara reoMETpUYHA HAl-HUCKA KOHLCHTpALKA Ha Jaburarpan,
M3MEpEeHa CYTPHH B Kpas Ha J030BHA HHTEpBan (T.€. 12 yaca ciaeq BeyepHarta fo3a aaduratpad 150 mg), e
cpeaHo okono 91,0 ng/ml, ¢ rpanuum 61,0-143 ng/ml (B nuTeppana 25-tu-75-TH nepceHTHN).

[Ipu naumentu ¢ IIMHUIIM, nexyBanu 3a npeBeHUUS HA MHCYNIT N CHCTEMEH eMO0NIN3bM cbe 150 mg
naturarpaH eTeKCUNAT ABa MbTH JHEBHO,

. 90-HAT NepceHTH HA UIMEPEHUTE HaH-HUCKH M1a3MeHH KOHLEHTPaLuKH Ha gaburarpat
(10-16 yaca cnepn rnpueMa Ha npeamiIHara no3a) € okono 200 ng/ml,
. Hali-HHCcKkHUTe ¢ToHHOCTUTE HA EBC (10-16 4aca cnea npueMa Ha ripeMiiiHaTa A034a), MOBUILEHH

MPHUONU3KUTENHO 3 MbTH HAR FOPHATA IPaHULIA HA HOpPMATa, Ce OTHACAT N0 Habmoaasanug 90-tu
nepceHTUN Ha yaemkaBaHe Ha EBC ot 103 cexkynau,

. Hal-HUCKH cTOWHOCTH Ha aPTT, noBeye oT 2 MbTH HAJ rOpHATA rpaHulia Ha HopMaTta (YaAbJDKaBaHe
Ha aPTT c okono 80 cekyHan), (10-16 yaca cien npueMa Ha NpeayILHAaTa J03a) ca OTpa3eHH Ha
90-us nepceHTHN OT HAONMOACHNETO.

Jevenue na BT u BE, kaxmo u npegenyus na peyuousu na BT u PE npu sv3pacmuu nayuenmu
({{BT/EE)

Hpu nauueHT!, nekysanu 3a JIBT u bE ¢be 150 mg naburarpan etekcunar Aa MbTH AHEBHO, CpEAHATA
reoMeTpHyHa Hal-HUCKa KOHUEHTpalys Ha paburarpaH, uaMepeHa 10-16 vaca cnen ripyeMm Ha 1033, B
Kpas Ha 030BUs HHTepBal (T.e. 12 yaca clefi BeuepHaTa ao3a Aaburartpas etexcuiar 150 mg), e

59,7 ng/ml, ¢ rpanuuu 38,6-94,5 ng/ml (B uurepsana ot 25-tu g0 75-tv nepcentun). [lpu neyeHneTo Ha
JABT u BE ¢ naburarpas erexcunat 150 mg aBa nbTH AHEBHO

. 90-UAT NEPCEHTUIT HA U3MEPEHUTE Hal-HUCKH NAA3MEHH KOHUEHTpaUuu Ha gaburaTpaH
(10-16 vaca cnea npuema Ha NpEAMIIHATA 03a) € okono 146 ng/mi,
. Hali-HUCKHTe cToHHocTHTe HA EBC (10-16 yaca cnea npuema Ha npeauuIHaTa A03a), NOBULIEHRN

NpuOINIUTENHO 2,3 MHTH COPAMO HAYaIHUTE CTOHHOCTH, C& OTHACAT A0 HabmogaBaHusa 90-Tu
MEPCEHTHN Ha yabmkaBaHe Ha EBC ot 74 cexkyHan

. 90-HAT nepceHTHN Ha Hal-HUCKH cToMHOCTH Ha aPTT (10-16 yaca cnea npueMa Ha npeAMIIIHATA
no3a) € 62 ceKkyHau, KoeTo € 1,8 MbTH CTOHHOCTTA Ha U3XOAHO HUBO.

Hama pannu 3a dpapMaxokHHEeTHKATA NPU MALIMEHTH, JIeKyBaHH 3a NpeBeHLMs Ha peunauBupaia JIBT u
bE cbc 150 mg naburaTpaH eTexcHiIaT ABa MbTH AHEBHO.
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Knutnyna eduxacHoct U 6e30nacHOCT

Emuuuecku npousxoo

He ce HabnionasaT KIMHHYHO 3HAYHMH €THUYECKH Pa3MUKK MexX Ay NalMeHTUTE OT €BPONEHIHATA paca, ¢
a(po-aMepUKAHCKH, TaTHHO-AMEPUKAHCKH, AMTOHCKH HJIM KHTAaACKH NPOU3XOA.

Knunuunu usnumeanus evpxy npesenyuama na BTEC cne0 npomesupane Ha conemu cmasu

[TaunenTH, NOAJIOKEHH HA NJIaHOBA rojiAMa OPTONMEAHYHA OnEPaLUa B 2 rojieMy paHAOMM3HpaHH,
apaneiHo-TpynoBH, ABOHHO-CENH, A03a-NOTBbPACAABALLK U3NHTBAHKA (NPH €JHOTO — MPOTE3UpPaHe Ha
KOJIIHHATa CTaBa, a [TpH ApyroTo — Ha Ta3zobespeHara cTasa), noay4asar 75 mg unu 110 mg naburarpax
erexcunar 1-4 yaca cies onepauuaTa, a caeg rosa no 150 mg unu 220 mg BeAHbXK AHEBHO, NIPH
rapaHTHpaHa XeMocrasa, unu 40 mg eHokcanapHvH B JIEHA Npeay OonepanunTa, a cjell ToBa — BEAHbXK
AuesHO. B usnuteanero RE-MODEL (nporesupake Ha KONAHHA CTaBa) IEUEHUETO NPOAbIKABA

6-10 auu, a B usnureanetro RE-NOVATE (npote3upaHne Ha TazobenpeHara crapa) — 28-35 auu. O61uaT
Opoill nexyBaHu nalueHTH € ChOTBETHO 2 076 (konsiHHA cTaBa) ¥ 3 494 (TazobeapeHa crasa).

ChueTtaHueTo oT obiiata cMbpTHOCT nopaiu BTEC (Bkmiountento 6enoapoben embonnssMm (BE),
NMPOKCHMAJIHA U AUCTaNtHa ABJ0O0KA BeHo3Ha TpoMbo3a (JIBT) — cuMnTOMHA UM aCHMITTOMHA,
YCTAaHOBEHA Ype3 PYTUHHA BEHOTrpadus) U CMbPTHOCTTA NMOPaAU BCAKAKBA NMPUYMHA NMPEACTABASBA
MBbPBUYHATA KpalHA TOYKA U Ha aBeTe npoyuBaHus, ChuetanueTo ot ronsiM BTEC (BkmounutrenHo BE u
npoxkcumaneH JIBT — CHMNITOMEH UK aCHMIITOMEH, YCTRHOBEH Upe3 pYTHHHA BEHOrpadus) ¥ CMbPTHOCT
nopaau BTEC npeacTasigBa BTOpHYHA Kpaiida TOUKA M C€ CUUTA, u€ UMA MO-TOISIMO KIHHUYHO
3HAYECHHUE.

PeayntaTvTe OT ABETE NPOYUBAHUS NOKA3BAT, Y€ aHTUTPOMOO3HMAT edexT Ha 220 mg u 150 mg
naburatpaH €TEKCHAAT HE OTCTHIIBE CTATHCTUYECKH HA €HOKCHIIAPHH NO OTHoLIEHHE Ha obima BTEC u
obiara cMBLPTHOCT. KpaHMAT pe3ynrart 3a caydaute Ha ronsam BTEC u embprrocT nopaau BTEC npwu
Ao3a 150 mg e Manko Mo-yoLl, OTKOJAKOTO NpH eHokcanapuH (tabauua 19). [loacOpu pesyartatu ce
Habnwoaasat npH go3a 220 mg, KuASTO Kpalinuat pesynrar 3a rojasm BTEC e Mmanko no-ao6sp,
OTKONKOTO npH eHokcanapul (tabnuua 19).

KNIMHHYHHATE MPOYyYBAHHA Ca NPOBEASHH NPU NOMYAALMSA [TALUHEHTH CbC CpEAHA Bb3PacT > 65 roAMHH,

Hsama paznvku B JaHHUTE 32 €PHKACHOCT U DE30MaCHOCT MEXAY MBXKE H )KECHH B KIIHHUYHHUTE
npoy4BaHHA (asa 3.

B uscnensaHata nonynanua nauueHtd Ha RE-MODEL u RE-NOVATE (5 539 nekyBaHu nauueHTH),
51% umat npuapyxapailia XMNepToHna, 9% nmar npuapysxasaiy araber, 9% nmart npuapyXaatlo
3abonaBaHe Ha KOpOHapHaTa apTepus H 20% vMaT aHaMHe3a 3a BeHO3HAa HejocTaThuHoct. Huto enHo ot
Te3u 3abonaBaHus He NOKa3Ba Bb3AEHCTBHE BBPXY edexTuTe Ha paburarpan 3a BTEC npepeHuns niu
YeCcTOTaTa Ha KbpPBEHE.

JaHHuTe 3a KpaiHaTta To4Ka ,,roiiIM BTEC u cMbpTHOCT nopaau BTEC* ca XOMOreHHH 110 OTHOLWIEHUE
Ha MMbPBUYHATA KpaliHa TOUKA 3a e(pMKACHOCT M ca noka3aHu B Tabnuua 19.

HauuuTe 3a kpafiHaTa TouKa ,,001a cMbpTHOCT nopaad BTEC u CMBPTHOCT nopanu Beskaksa npuuuHa™
ca nokaszaHu B Tabauua 20.

JlaHHHTE 38 KpalHHUTE TOYKH ,,YCTAHOBEHU CHOUTHA HA rONSIMO KbPBEHE” Ca NOKA3aHH §
aony.




Tabauna 19: Ananaus va ciyuante Ha roassM BTEC u emspTHOeT nopagun BTEC npes
TepanesTHuHaTa ¢a3za Ha npoyusaHusiTa RE-MODEL u RE-NOVATE npu
OPTONEANYHH OMEepanuH.

M3nutBaHe Haburatpan erexcunar | [JaburarpaHn etexcunat| EHokcanapuH
220 mg BeAHDBXK 150 mg BeaHBX 40 mg
OHEBHO IOHEBHO
RE-NOVATE (Tazobeapeua crasa)
bp. nekyBaHH NaLHEHTH 909 888 917
Uectota (%) 28 (3,1) 38 (4,3) 36 (3,9)
KoeduunenT Ha pucka 0.78 1,09
 CIIPSIMO EHOKCaNapuH
95% CI 0,48; 1,27 0,70; 1,70
RE-MODEL (xonsHo)
bp. nekyBaHH MauueHTH 506 527 511
YecroTa (%) 13 (2,6) 20 (3,8) 18 (3,5)
KoeduuveHT Ha pucka 0.73 1 08
CIIpAMO EHOKCaNapHH
95% CI 0,36; 1,47 0,58; 2,01

Tabauna 20: Ananu3 Ha oduiaTa CMBPTHOCT Nopaan BTEC H Ha ¢cMBPTHOCTTA NOpAH BCAKAKBA
npUYUHA Npe3 TepaneBTHYHATA (Ppaza Ha npoyyBaHusaTA RE-NOVATE u RE-

MODEL npu opToneanuRn ONepanuH.,

HanutBane Jlaburatpan erekcunar | Jaburarpan erexcunar | EHokcanapus
220 mg BeAHDBK OHEBHO | 150 mg BeAHBX 40 mg
AHEBHO

RE-NOVATE (TazobeapeHa crasa)
bp. leKyBaHH NalKEeHTH 880 874 897
Yecrota (%) 53 (6,0) 75 (8,6) 60 (6,7)
KoeduHEeHT Ha pHCKa 0,9 1,28
CNpPSAMO EHOKCANAPHH
95% CI (0,63, 1,29) (0,93; 1,78)
RE-MODEL (koJsiHO)
bp. eXyBaHH NALHEHTH 503 326 512
Yecrora (%) 183 (36,4) 213 (40,5) 193 (37,7)
Koe(HULHEHT HA pHCKa 0,97 1,07

_CNpAMO eHOKcarnapHH
95% CI (0,82; 1,13) (0,92; 1,25)

Tabnuoa 21: CubuTHA HA rONAMO KbpPBEHE B 3aBHCHMOCT OT JIEYEHHETO B NMPOyUBAHMNS
RE-MODEL u RE-NOVATE, npeacTaBeHH NMOOTACJHO.

HanutsaHe Haourarpas erexcunar | Jlaburatpan erekcunat| EHokcanapus
220 mg BeaAHDBXK AHeBHO| 150 mg BeAHBK 40 mg
JHEBHO

RE-NOVATE (ra3obeapeHa cTasa)
 bp. nekyBany nNalHEHTH 1 146 1163

CuOHTHA HA FONAMO

KbpBeHe (%) 23 (2,0) 15 (1,3)

RE-MODEL (kxonsHo)
 bp. 1eKyBaHH NaUHEHTH 679 703
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CpOHTHA HA FONISMO

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

Ipesernyun Ha mo3vyen uncynm u cucmemer embonuzvm npu ev3pacmnu nayuenmu ¢ HKITM ¢ eoun uru
nogeve puckosu axmopu

KnMHUYHHTE JaHHK 34 €PUKACHOCTTA HAa AaburaTpaH eTeKCUNAT ca pe3ynTart oT npoyuBaHeto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MynTHUeHTPOBO, My ITHHALIHOHAJTHO,
PaHAOMU3UPAHO MapaneaHo CNAno U3NMUTBAHE ¢ ABe 03U aaburatpan erekcunar (110 mg u 150 mg aBa
MbTH AHEBHO) B CPABHEHUE C OTKPHUT NMPUEM Ha BapdapHH NMPU MAUKHEHTH C NPSACHPAHO MBXKAEHE C
YMEpPEH A0 BUCOK PHCK OT HHCYNT U cUcTEMEH eMDO0au3bM, [TepBUYHATA el HAa NPOYyYBaHETO € Ja
onpenenu ganu naburarpaH €TEKCHIAT OTCTRIIBA HA BapdapuH NpH NMOHMXaBAHETO HA CHLOUTHATA Ha
ChCTAaBHATA KpalHHa Toukxa ,,MHCYJIT U CUCTEMEH eMboNnu3bM™. ChLUO TaKa ¢ AHAJIM3HUPAHO H
CTATHCTHYECKOTO NPEeBbL3XOACTBO.

B npoyusanero RE-LY ca pangoMuzupanu obiwo 18 113 nauueHTH Ha cpeaHa Bw3pacT 71,5 roaMHu n
cpenen CHADS; cbop 2,1. [lonynauusta oT nauueHTH € 64% ot Mbxcku non, 70% ot esponenaeH
npousxoa U 16% ot azuarcku npousxo. [lpu nauueHTure, paHaOMHA3UpaHK Ja NoJay4asat BapdapuH,
CpPeIHMAT NPOLIEHT Ha BpeMeTo B TepaneBTHueH 06xsar (BTO) (INR 2-3) e 64,4% (MennaHa Ha BTO
67%).

[MpoyuBaneto RE-LY noxassa, ue gaburatpaH erekcunar npu Ao3a 110 mg aBa nbTH AHEBHO HE
OTCTBIIBA Ha eekTa OT BapdapuH NMpPH MpeBeHLIMs HA HHCYIT H CUCTEMEH eMOONHIBM MPH Nal{HeHTH C
MPEeACLPAHO MBXAEHE, ¢ NoHMxeH puck oT UKX, 06110 kbpeeHe v ronamMo kepeeHe. [lo3ara 150 mg asa
MbTH AHEBHO MOHWXKABa 3HAYUMO PUCKA OT HCXEMHYEH W XeMOparu4yeH UHCY T, ¢bioBa cMbpT, MKX 1
00110 KbPBEHE B CpaBHEHHE ¢ BapdapuH. YecToTara Ha roNAMO KbPBEHE NIPH Ta3M J03a € CpaBHHMA C
BapdapuH. YecToTata Ha MUOKapeH HHAPKT € JIeKo NnoBullieHa npu AaburatpaH erekcunar 110 mg apa
NbTH JHEBHO M 150 mg ABa mbTH JHEBHO B ¢CpaBHEHUE C BapdaprH (KOoeULIMEHT Ha pHcKa 1,29,
p=0,0929 1 koeduuueHT Ha pucka 1,27; p = 0,1240, cvotBetHo). C nopobpsasane Ha NpocaeaIBaHETO Ha
INR, sabnrogaBasute nosisk oT JaburatpaH €eTeKCHIaT B CpaBHEHHUE ¢ BapdapuH oTcnabaar.

Tabnuuu 22-24 nokassatr noApoOHO KMIOYOBUTE PE3YATATH B LUAIATA MONYAalIUA:

Tabanua 22: AHANH3 HA TLPBOTO CHLOUTHE — RHCYT WIH cHCTeMeH eMO0NH3BM (MHPBHYHA Kpaifna
TOYKAa) 110 BpeMe HA nepHoAa Ha npoyuBaHe Ha RE-LY.

HaburatpaH erekcunat | Jlaburarpax erekcunar BapdapuH
110 mg ABa nbTH 150 mg aABa NbTH
JIHEBHO JHEBHO
Pannomusupanu 6015 6 076 6 022
NalHEeHTH
HucynT u/unu cucTeMeH
eMOOTH3bM
Yectota (%) 183 (1,54) 135 (1,12) 203 (1,72)
KoeduuneHT Ha 0,89 (0,73; 1,09) - 0,65 (0,52; 0,81)
pucKa c/y |
BapdapuH (95%
CI)
[IpeBB3X0ACTBO p=0,2721 p=0,0001
p-CTORHOCT |

% ce OTHAacd 00 roaMilHaTa yecToTa Ha CLOUTHATA
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Tabanna 23: Asanu3 Ha NbpBOTO CHLOHTHE HA HCXEeMHUYEH H/IH XeMOpParHu4eH HHCYJT [0 BpeMe Ha

nepuoia Ha npoyuraHe Ha RE-LY.

Haburatpan erekcunar | Jaburarpan etekcunar Bapdapun
110 mg npa nbTH 150 mg aBa mbTH
IJHEBHO AHEBHO
PanaoMusnpanm 6015 6 076 6 022
NalUEHTH
Hucynr
YectoTta (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduiueHT Ha 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
PHCKA C/Y
Bapdaput (95%
CI)
p-cToHHOCT 0,3553 0,0001
CucteMer eMb0H3bM
Yecrora (%) 15(0,13) 13 (0,11) 21 (0,18)
KoeduiuuenT Ha 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
pHCKa ¢/y |
BapgapuH (95%
CI)
P-CTOHHOCT (,3099 0,1582
HcxemuueH HHCYT |
Yecrota (%) 152 (1,28) 104 (0,86) 134 (1,14)
KoeHLIMEHT Ha 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
pHUCKa c/y
BappapuH (95%
CI)
p-CTOHHOCT 0,3138 0,0351
XeMoparuueH HHCYNT
Yecrora (%) 14 (0,12) 12 (0,10) 45 (0,38)

KoepuuueHt Ha
pHCKA c/y
papdapuH (95%
CI)

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

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

P-CTOHHOCT

0,0001

< 0,0001

% Ce OTHACH N0 roAMLIHATA YeCTOTa HA ChOUTUSITA
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no BpeMe Ha nepuoaa Ha npoyunane Ha RE-LY.

Tabanna 24: Ananu3s Ha CMbLPTHOCTTA MO BCAKAKBAR NPHYHHA H HA CHPAEYHOCHA0BATA CMbLPTHOCT

Haburarpan erekcunar | Jdaburarpan erekcuiar Bapdapuu
110 mg aBa NbTH 150 mg nBa nbTH
IHEBHO IHEBHO
PaHaoMU3UpaHu 6015 6 076 6 022
MalyeHTH
CMBPTHOCT 1O BCAKAKBA
MpHYKUHA
YecToTa (%) 446 (3,75) | 438 (3,64) 487 (4,13)
KoedpHuueHT Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pPHCKa C/y
Bap(dapHH
(95% CI)
D-CTOHHOCT 0,1308 0,0517
CbaoBa CMBPTHOCT
Yectota (%) 289 (2,43) 274 (2,28) 317 (2,69)
KoeduuueHT Ha 0,90 (0,77, 1,06) 0,85 (0,72; 0,99)
pHCKa C/y
papdhapun (95%
CI)
P-CTOHHOCT 0,2081 0,0430

% ce OTHACH 10 rOAULIHATA Y€CTOTa Ha ChOUTHATA

Tabnuuu 25-26 nokassar pe3yaTaTuTe OT IMbPBUYHATA KpalHa TOUKA 3a €PUKACHOCT H 6e30macHoCT B
CBOTBETHHTE CyOnonynaLmm:

3a nbpBryHaTa KpalHa TOYKA ,,MHCYJT U CUCTEMEH eMO0IU3bM™ HE ca UACHTH(RULUPAHH NOArpyny (T.€.

Bb3pacT, Terno, non, Opbpeuna GyHKUNA, CTHHUECKA NPHHAANEKHOCT U Ap.) C pa3snuyeH KoeQUUHEHT Ha
PUCKA B CpABHEHHE C BapdapuH.
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Tabanua 25: KoeduuueHt Ha pucka u 95% Cl 3a uncynt/cucreMen eM60JIH3BM MO NOATPYIA.

Kpaiina Touka Haburarpan etekcunar 110 mg Haburarpaun erekcunar 150 mg
IBa MbTU AHEBHO C/Y BapdapHH ABa TbTH AHEBHO C/y BapdapuH
Bo3pact (roaHuH)
<65 1,10 (0,64, 1,87) 0,51 (0,26; 0,98)
65 <u<75 0,86 (0,62; 1,19) 0,67 (0,47, 0,95)
> 75 0,88 (0,66, 1,17) 0,68 (0,50; 0,92)
> 80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30 <u <350 0,89 (0,61; 1,31) 0,48 (0,31, 0,76)
50<u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
> 80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mbpBUYHATA KpaHHa TOYKa ,,IOJIAMO KbpBeHe' MMa B3aUMOEHCTBHE HA edeKTa OT IeYEHHETO U
Bb3pacTTa. OTHOCUTETHUAT PUCK OT KbpBEHe ¢ naburaTpaH B cpaBHeHHUE ¢ BapdapHH Ce YBeIHyaBa C
Bb3pacTTa. OTHOCHTENHUAT PUCK € HAk-BUCOK NpH nauueHTH > 75 roaunu. CenbTCTBalaTa yRoTpeba Ha
aHTUTPOMOOTHYHH cpeacTea, ACK unu knonvaorpen npudauszurenHo yaosea yectorara Ha MBE, kakto
npu paburatpaH eTekcunart, Taka v npu Bapdapus. Hama 3Hauumo B3auMoaecTBHE HA TepaneBTHYHHTE
edexTu npy noarpymnure no 6udpeuna pyukuusa v CHADS; pesyarar.

Tabanua 26: Koepunuenr na pucka u 95% ClI 3a ¢bOuTHA HA roagMo KbpBeHe 110 NOATPYNH.

KpaitHa Touka JHaburatpan erexcunar 110 mg | Jaburarpau erekcunar 150 mg
ABA MbTH AHEBHO C/y BapdapuH | JBa IBTU AHEBHO c/Y BapdapuH
Br3pact (roquHu) |
< 635 0,32 (0,18, 0,57) 0,35 (0,20; 0,61)
63 <n<75 0,71 (0,56, 0,89) (0,82 (0,66, 1,03)
> 75 1,01 (0,84, 1,23) 1,19 (0,99; 1,43)
> 80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30<u <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u <80 0,75 (0,61, 0,92) 0,90 (0,74; 1,09)
> 80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynorpeta Ha ACK 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Ynotpeba Ha KjoIHJOrpern 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (Ovazocpouno, Myamuyermpo8o npoowadCenue Ha U3NUMEaHemo HA AeYeHuemo C
dabuzampan npu nayuermu ¢ npedCLPOHO MbicAeHe, Koumo ca 3agvpuinau usnumearemo RE-LY)

[Tpoabmkenuero Ha uanuteavetro RE-LY (RELY-ABLE) ocurypsaBa nonsaHuTeHa HHpOpMaLINA 3a
fe30nacHOCTTa NpU KOXOPTA NALMEHTH, KOMTO ¢a NPOALJDKUIN Aa pUeMar JaburaTpaH €TekcHunar, B
chluaTta A03a, onpeneneHa B u3nuTeanero RE-LY. 3a usnureadeto RELY-ABLE ca u3bpanu nanyenTy,
KOMTO 10 BPEMETO Ha NOCNEAHATa MM BU3HTA OT H3NUTBaHEeTO RE-LY He ca npeKbCHaMM JieueHHeTo 3a
NOCTOAHHO, BKAIOUEHHUTE NAILMEHTH Ca NNPOALIKHIIN Aa NPHEMAT CbllaTa ABOHHO-CIIANA A03a& aaburaTpaH
eTEeKCHIAT, paHAOMH3npaHo onpeaeneta B RE-LY, 3a npocnensasane g0 43 Meceua cineg RE-LY (o61o
cpegHo npocaeassadHe RE-LY + RELY-ABLE, 4,5 roagunu). [Togbpasu ca 5 897 nanueHTH, KOUTO
npeacTasngBaT 49% OT NallMeHTUTE ITbpBOHAYANHO, PAHAOMH3IUPAHO ONPEACIEHH Aa [PHEMAR=——
naburarpad erexcunat B RE-LY u 86% ot usbpauute nanuedtt B RELY-ABLE.
[lo Bpeme Ha aonbiaHuTenHuTe 2,5 roanHd Ha nededne B RELY-ABLE, ¢ MakcuManHg£
6 roauHu (obia excro3uuus B RE-LY + RELY-ABLE), npodunbt Ha He3onacHocT
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ETeKCHNIAT B ABJIFOCPOUEH IIaH € NMOTBbPALH 3a IBeTe UNUTBaHHU 4034 110 mg nBa MbTH AHEBHO H
150 mg aABa nbTH AHEBHO. He ca HaOnroaaBaHW HOBU HAXOJKH, CBbP3aHHU ¢ H€30MacHOCTTA.
HecToTaTa Ha U3XOAHU CHOUTHA, BKIHOYKHTENHO rONAMO KEPBEHE U APYTH ChOUTHUA Ha KbPBEHE,
CLOTBETCTBA Ha Ta3u, Habmwoaasaua B RE-LY.

Lanru om HeunmepeaeRyyUoHaIHU NPOYYEAHUS

IIpn eano HewHTepBeHuHonanHo npoyusaHe (GLORIA-AF), npocnekTurHO ca cx6paHu (BbB BTOpaTa My
¢aza) naHHHM 3a Oe30nacHOCTTa U €(peKTUBHOCTTA MPpH HOBOAMArHocruuMpany manuedTs ¢ HKIIM Ha
paduraTpaH eTeKkCHJIaT B peaniHy ycnosua. [Ipoyypadero Biumouea 4 859 nauuenty Ha naburatpal
eTekcunart (55% nexkysanu cbe 150 mg aABa NbTH AHEBHO, 43% nexysanu ¢b¢ 110 mg ABa NbTH AHEBHO,
2% nekyBaHM CbC 75 mg ABa 0bTH AHEBHO). IlaupnenTuTe Ca NpocaeaiBaHH B NPOAbIKEHHE Ha 2 TOAUHH,
Cpeanure CHADS; n HAS-BLED ckopose ca cvotBeTHO 1,9 4 1,2, CpeaHoTo BpeMe Ha npocieasBaHe
[o BpeMe Ha tepanuarta ¢ 18,3 Meceua. ['ongaMo kepBeHe € Bb3HukHano npu 0,97 Ha

100 nauuenroroivHy. MiMa c1»o011eHNA 34 XUBOTO3acTpallaBallo KepeeHe npu 0,46 Ha

100 nauneHTOroAHHHK, BbTpeyepenHa xemoparua rnpu 0,17 Ha 100 nauHeHTOrOAUHH W CTOMALLHO-YPEBHO
KkbpBeHe npu 0,60 Ha 100 mauneHroroauHu. UHcynT e pb3dukHan npu 0,65 Ha 100 nauneHTOroaHHH!.

OcCBeH TOBa B €HO HEUHTEpBEeHKOHANHO npoyyuBaHe [Graham DI et al., Circulation. 2015;131:157-164]
npu noeede OoT 134 000 nauneHTH B ctapuecka Bb3pact ¢ HKIIM B CrenHeHuTe 11aTH (JonpHHeCno 3a
noseue o1 37 500 nauUeHTOroAUHYU BPEME Ha NIPOCEasBaHe ¢ NPUNOKEHHE Ha Tepanus) gaburarpax
erekcunat (84% oT nauueHTUTE ca siekyBaHu cbC 150 mg aABa rbTH AHEBHO, 16% OT MauueHTHTe ca
JIEKYBaHU CbC 75 mg 1Ba MLTH AHEBHO) CE CBbP3Ba C IOHUXKEH PUCK OT UCXEMHUYEH MHCYNT (KoedHLHEHT
Ha pucka 0,80, 95% nosepurened unreppan [CI] 0,67-0,96), BbTpeuepenHa xemoparus (KOepUUHEHT Ha
pucka 0,34, CI (0,26-0,46) u cMBbpTHOCT (kOehULIMEeHT Ha pucka 0,86, CI1 0,77-0,96) u ysennyeH puck ot
CTOMAIIHO-4PEBHO KbpBeHe (KoeduuHueHT Ha pucka 1,28, CI 1,14-1,44) B cpaBHenue ¢ BapdapuH. He e
OTKPHTA pa3/iuKa 1o OTHOUIEHHE Ha roNsAMO KbpBeHe (koeduuueHT Ha pucka 0,97, CI 0,88-1,07).

Teau HaOnOACHUA B pEallHH YCAOBHS NOTBBLPXKAABAT YCTAHOBEHUSA NMpodu/ Ha 6€30NaCHOCT U
epnkacHoCT 3a JabHraTpaH eTeKCcnaaT fpy ToBa nokasaHue B npoyusaHeto RE-LY.

Hayuenmu, xoumo ca bunu noorosiceru Ha nepxymarnta xoponapra unmepgenyus (I1KH) cve
CMERMUpane

[TIpOCMEeKTUBHO, PAHAOMHINPAHO, OTKPHUTO NpoyYBaHe che 3acnene’u kpaiiHy Toukd (PROBE) (¢a3a IIIb)
3a OLl€HKA Ha ABo¥iHA Tepanua ¢ Aaburatpad erekcunar (110 mg unu 150 mg aABa MbTH AHEBHO) NJIIOC
KJonuaorpen Uiy Tuxarpenop (aHTaroHucT Ha P2Y 12) B cpaBHEHMe ¢ Tpo¥HHa Tepanus ¢ sapdaprH
(kopurupaHa kbM INR 2,0-3,0) nmoc knonnaorpesn uam thkarpenop u ACK, e nposeaeHo npu

2 725 nauMeHTH ¢ HEKNANHO NPEeACHPAHO MBXKACHE, KOUTO ¢a Ounu noanoxeHu Ha [1IKH cbe ctentupaune
(RE-DUAL PCI). ITaureHTuTE ca paHaoMy3uMpaHy 3a JBOHHA Tepanns ¢ naburatpas etekcunart 110 mg
J1Ba MbTH JHEBHO, ABOHHA Tepanus ¢ AaburarpaH erexcunat 150 mg aBa NbTH AHEBHO WK TPoOiiHA
Tepanus ¢ BapdapuH. [lauuenty B crapyecka pb3pacT U3BbH CAILLl (Ha pb3pacT > 80 roMHMN 3a BCHUKH
cTpaHu, > 70 roAMHH 3a ANOHUA) ca pasnpele/cHy Ha Cly4yaeH NPUHLUI KBM rpyrnaTta Ha JBOHHa
Tepanus ¢ gaburarpad erekcuaar 110 mg wiu kbM rpynata Ha Tpo#iHa Tepanus ¢ BapgapuH. [ITspBuyHaTa
KpaliHa Touka € KOMOMHUpaHa KpaiiHa Tovka ,,cbOUTHS HA roaMo KbpeeHe Ha §aszata Ha neHHHLIMS Ha

[STH vnn ¢p0uTHE HA KIMHHYHO 3HAYHMO HErOJAMO KbpPBEHE™,

YectoTrara Ha MepBHYHATA KpakHa Touka € 15,4% (15] nauueHTH) B rpynara Ha ABO#HA Tepanﬂﬂ c
aaburarpan erexkcunat 110 mg copamMo 26,9% (264 nauueHTy) B rpynara Ha TpOHHA Tepaily 5
(KP 0,52; 95% C1 0,42; 0,63, P < 0,0001 3a He nmo-manka epuxacHocT U P < 0,0001 3a /
20,2% (154 nauueHTH) B rpynara Ha ABoliHa Tepanui ¢ AaburaTpai erekcunaar 150 mf
25,7% (196 nauueHTH) 8 CHOTBETHATA I'pyna 3a TpoliHa Tepanus ¢ Bapdapud (KP0,74;
P < 0,0001 3a He no-Manka edpukacHocT ¥ P = 0,002 3a npesb3xoactro). Karo vact
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aHANH3, 4eCTOTaTa Ha CbOUTHA HA roNAMO KbpBEHE MpH TpoMOon3a npy MHpapKT Ha MHOKapaa
(Thrombolysis In Myocardial Infarction, TIMI) e no-HucKka U B ABeTe rpynu Ha ABOHAHA TEpamnug ¢
RaburaTpaH eTeKCUaaT, OTKOIKOTO B rpylnara Ha TpoiiHa Tepanus ¢ BapdapuH: 14 crbuths (1,4%) B
rpynaTa Ha ABoiHa Tepanus ¢ JaburatpaH etexcunar 110 mg, 8 cpaBHeHue ¢ 37 cubutns (3,8%) B
rpynata Ha TpoiiHa Tepanus ¢ eapdapud (KP 0,37; 95% CI10,20; 0,68; P = 0,002) u 16 ¢ubutua (2,1%) B
rpynara Ha ABOHHa Tepanus ¢ jaburatpad erekcunar 150 mg, B cpaBHenue ¢ 30 cubuTHA (3,9%) B
CbOTBETHATA Cpyna Ha TpoitHa Tepanus ¢ Bapdapun (KP 0,51; 95% C1 0,28; 0,93; P =0,03). U nsete
rpynu Ha IBOHA Tepanus ¢ AaburatpaH eTeKCUNAT UMAT MO-HHUCKH YECTOTH Ha BhTpeuepenHa
XeMoparus, OTKOJIKOTO CbOTBETHATa rpyna Ha Tpo#Ha Tepanus ¢ BapdapuH: 3 cuOutus (0,3%) B rpynara
Ha JBOMHA Tepanusd ¢ gaburatpad erekcunar 110 mg, B cpaBHenue ¢ 10 cubutug (1,0%) B rpynara Ha
Tpoiina Tepanus ¢ apdapun (KP 0,30; 95% CI1 0,08; 1,07; P =0,06) n 1 cxburne (0,1%) B rpynaTa Ha
IBO¥HA Tepanys ¢ gaburatpad etekcunar 150 mg, B cpasheHue ¢ 8 cuGutusa (1,0%) B choTBeTHATa rpyna
Ha TpoiHa Tepanus ¢ Bapgapun (KP 0,12; 95% CI1 0,02; 0,98; P = 0,047). YecroTraTa Ha cbOuTHATA OT
koMOMHUpaHaTa KkpaiiHa To4ka 3a e(pUKaCHOCT ,,CMBbPT, TpOMOoeMOOAYHH CEOHTHSA (MHPAPKT Ha
MHOKAapAa, HHCYJT WK CHCTEMEH €MOOMH3IbM) HIH HEMJIAHHPaHa peBacKynapHu3anua’” KOMOMHHPAHO B
ABETE TPyMH Ha ABOHHA Tepanus ¢ 1abUraTpaH eTEKCHIAT € ¢ HE O-Malka e(PUKaCHOCT OT Ta3u B rpynara
Ha Tpo#ina Tepanua ¢ BapdapuH (cCborBeTHO 13,7% cnpamo 13,4%,; KP 1,04; 95% CI: 0,84; 1,29;

P = 0,0047 3a He no-manxa epukacsoct). HiMa cTaTUCTUUECKY PANUKH B MHAWBHIYANHHUTE KOMIIOHEHTH

Ha KpaltHHTE TOYKH 32 ePUKACHOCT MEXIY KOATO U 11a OMNo OT rpynuTe Ha ABoiHA Tepanus ¢ gaburarpaH
€TEKCHNAT Y Ipynara Ha TpoiiHa Tepanus ¢ BapgapHH.

[IpoyuBaHeTO Noxa3Ba, ye ABONHATA Tepanus ¢ JaburaTpaH eTeKCUIAT K AHTArOHUCT Ha P2Y 12
3HAYUTEITHO ITOHHKABA PUCKA OT KbPBEHE, B CPaBHEHHE ¢ TpoiiHaTa Tepanud ¢ BapdapuH, ¢ He mo-Manka
epuKaCHOCT 3a kOMOMHHpaHaTa kpaiHa Touka ,,rpoMOoeMOOIHYHY CEOUTHA NPH MALUKEHTH ¢
NpeACHPAHO MBXKJACHE, KOMTO ¢a OrnKn noanoxeHHn Ha [1KHM cue cTreHTHpaHe.

Mevenue na BT u BE npu ev3pacmnu nayuerimu (neuenue na JBT/bE)

EdukacHocTTa M 6€300aCHOCTTA ca MTPOYUYBAHH B JBE MHOMOLIEHTPOBYH, PAHAOMHU3UPAHH, ABOMNHO-CNIENH,
MpOYyYBaHMS C NMOBTAPALLC ce nedyeHue H napanendy rpynd RE-COVER # RE-COVER 1I. B te3u
Ipoy4BaHHUA ¢ce cpaBHaBa gaburaTpad etexkcunar (150 mg aBa nbTH AHEBHO) ¢ BapdapuH (uesiepa
crofiHocT Ha INR 2,0-3,0) npu naunenty ¢ octpa BT u/unn bE. OCHOBHaTa Ll HA T€3U MPOYYBAHHSA €
la Ce olpelend Jand AaburarpaH €TEKCHIAT HMa HE MO-Malika e(PUKACHOCT OT BapdapuH HpH
HaMaNisBaHe CLOMTHATA HA MBPBUYHATA KpaHHA TOUKE, KOATO NpPEACTaBaABa KOMOUHALIKATA OT
peunauBupaila cuMntoMatudsa JIBT w/unu BE, n Ha CRBbP3aHUTE CMBPTHH ClyHau B PAMKHTE Ha
6-MeCeYHMA NEePHOA HaA JICUYEHHE,

B c6opuute npoyysanus RE-COVER u RE-COVER II o6wo 5 153 nauveHTHd ca paHAIOMH3HPAaHH H
5 107 ca nexyBaHM.

[Tpoab/xUTENHOCTTA HA JIeyeHneTo ¢ GUKCHpaHa n03a Aaburatpat e 174,0 nuy 6e3 npocnendasaHe Ha
xoaryaauusTta. [Ipy nauneHTuTe, paHAOMU3UPAHU 3a NpUeM Ha BapdapiH, MEAHAHATA HA BPEMETO B
TepaneptHueH uHTepsan (INR 2,0 no 3,0) e 60,6%.

HManuTBaHMATA NOKA3BAT, Y€ NEYEHHETO ¢ JaburatpaH etekcuaar 150 mg ABa NBTH JHEBHO € HE MO-MAaJKO
epuKacHo OT NedyeHHeTo ¢ BaphapuH (rpaHuiia 3a He no-Maika epukacHoct 3a RE-COVER n
RE-COVER II: 3,6% 3a pa3znuka B puCKa H 2,75 3a KOSPHLIUESHT Ha PHCKA).
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Tabauna 27: AHaIH3 HA NLPBHYHATA H BTOPHYHHTE KpaiiHH ToukHu 3a epukacHoct (BTEC ce

cb¢eTOH OT JIBT n/uan BE) 1o kpas Ha nepunoaa ciej JeydeHuero B c6opuuTe
npoyusanns RE-COVER u RE-COVER 11.

HaburatpaH eTekcHnar
150 mg aBa MbTH AHEBHO Bapgapun
JIekyBaHU NauHEHTH 2 553 2 554
Peunausupain
cumnroMarinyes BTEC 5 o
1 cebp3aHa ¢ BTEC 68 (2,7%) 62 (2,4%)
CMBPT
KoeduLueHT Ha pHCKa
crnpaMo BapgapuH 1,09
(95% nosepurenex (0,77; 1,54)
HHTEPBAJ)
BropuuHu KpahHu
TOUKH 32 epUKaCHOCT
Peunausupaill
cumirromariued BTEC 109 (4,3%) 104 (4,1%)
H CMBPT IO BCAKAKBA
IPHUMHA
)
937 ROBEPUTEIICH 3,52: 5,13 3,34, 4,91
MHTEpBAT
Cumnromathyda [IBT 45 (1,8%) 39 (1,5%)
0
95% nOBEpUTENCH 1,29; 2,35 1,09; 2,08
HHTEPBAJI
CumnromatuueH BE 27 (1,1%) 26 (1,0%)
0
95% BOBEPHTEICH 0,70: 1,54 0,67; 1,49
HHTEpBAJT
Cebp3ana ¢ BTEC o o
CMBPT 4 (0,2%) 3 (0,1%)
0
¥37 OBEpHTElICH 0,04 0,40 0,02; 0,34
HHTEpBa
CMBPT N0 BCAKAKBA 51 (2,0%) 52 (2,0%)
NpPHYHHA
0
9570 IOBEPHTENCH 1,49: 2,62 1,52: 2,66
HHTEPBAJI

IIpesenyus na peyuoueupawya /BT u BE npu ev3pacmuu (npeeenyus va [{BT/BE)

JBe paHIOMHM3NPaKH, JBOUHO-CIIEIIH NMPOYYBAHUS C NApaie/HU I'PYIH ¢a NPOBEHEHH NPH NALMEHTH ¢
npeaxoaHa aHTHKoaryiaHTHa Tepanusa. B npoyusaneto RE-MEDY, koHTpoaunpaHo ¢ Bapdapun, ca

BKJHOYEHH MMALMEHTH, NPEIXOAHO JIEKYBAaHH B NPOALIDKEHNE Ha 3 0 12 Mecela, KOUTO C& HYKIAAT OT
JNOITbJIHUTENHO AHTHKOAryJJaHTHO JieyeHue, a nnauedo-KoHTponupatoTo npoyusae RE-SONATE
BKJIKOUBA MMALMEHTH, [IPEAXOAHO IeKYBaHH B NpoAbDKeHHe Ha 6 10 18 Meceua ¢ HHXUOUTOpH Ha
BUTaMHH K.

Lienta Ha npoyuBa"eTo RE-MEDY e na ce cpaBHaT 6€30nacHOCTTa U e(pUKaCHOCTTa Ha NepOopaliHuA




PAHAOMH3HPAHH Ha JNICHUCHUE C B&de&pHH, MEAHAHATA Ha BPEMCTO B TEPANEBTHYCH AWAIIa30H
(INR 2,0-3,0) e 64,9%. |

RE-MEDY noka3sa, ue ne4yeHuero ¢ jaburarpan erekcuaar 150 mg aga mbTH AHEBHO € HE M0-MaJIKo
eukacHo oT BapdapuH (rpaHuua 3a He Mo-maka epukacHocT: 2,85 3a koepuLHUEHT Ha pucka ¥ 2,8 3a
pa3fikKa B pUCKa).

Tabanna 28: AHa/IH3 HA MTHbPBHYHHTE H BTOPHYHUTE KpaiiHH ToukHu 32 epukacHocT (BTEC ce
cbeTon oT ABT n/unu BE) g0 kpast Ha nepHoaa cie JieueHHETO B npoyuBaHeTo RE-

MEDY.
Haburatpan erexcunar Bapdapun
150 mg nBa nbTH
JAHEBHO

JlekyBaHH MatMeHTH 1430 1426
PeunauBupail cumntoMatiued BTEC

3! CB‘bpSaHE ¢ BTEC cMmbpT 26 (1,8%) 18 (1,3%)
KoeduiieHT Ha pHCKa CITPSIMO

g
(95% nosepuresieH HHTEpBa) (0,78; 2,64)

He Mo-MaJika epUKacHOCT 2,85

[TauneHTH, NPH KOUTO € B3HHKHANO

o 22 17

cbbuTHe KbM 18" Mecell

KyMynaTuseH puck KbM 18-ns mecen { 7 1 4
l%) ¥ *
Pasnuka B pHucKa crpsmo sapdapuH 0.4
(%) =

95% NOBEpUTENEH MHTEPBAI

HE N10-Majika ePHKacHOCT 2,8

BTopHuHH KpaiHH TOYKH 32

e(PUKACHOCT

Peuuausupan cumnromatiyed BTEC

¥ CMBPT 10 BCAKAKBA NPHYHHA 42 (2,9%) 36 (2,5%)
95% nosepureneH HHTEPBA 2,12; 395 1,77; 3,48
Cumnromatuuna JIBT 17 (1,2%) 13 {(0,9%)
95% [NOBEPUTENIEH HHTEPBA 0,69; 1,90 0,49; 1,55
Cumnromatnyex bE 10 (0,7%) 5 (0,4%)
95% AoBEpHTENEH HHTEPBAII 0,34; 1,28 0,11; 0,82
Cebp3ana ¢ BTEC cMbpT 1 (0,1%) 1(0,1%)
05% NOBEPHUTENECH HHTEPBAN 0,00: 0,39 0,00; 0,39
CMBPT 110 BCSIKAKBa MPUYKHA 17 (1,2%) 19 (1,3%)
95% NOBEPUTENCH HHTEPBAT 0,69; 1,90 (0,80; 2,07

Lienta Ha npoyuBaHeTo RE-SONATE e 1a ce oueHu NpeBbs3X0ACTBOTO HA Aaburarpad eTEKCHIaT CnpaMo
nnauedo npH npeBeHUHATa Ha peunausrpaiud cuMntomatiyad BT w/unu BE npu nauuenTy,
MpeMHHaNIU npeaxoaHo nedeHue ot 6 a0 18 meceua ¢ ABK. Ilnauupanoro neuenue e gaburarpan
erekcuaar 150 mg aABa NbTH AHEBHO B MPOab/DKEHHE HA 6 Mecela, 63 HeobxoauMocT oT HabnioaeHHe.

[1IpoyuBaneto RE-SONATE nokasza npepb3xoAcTBO Ha aabyraTpaH eTeKCHNAT cnpﬂm 00 \
OTHOLLUEHHUE NPEBEHUHUATA HA CHOUTHA ¢ peunanBupally cuMinroMatiyHu JIBT/BE, ) 1‘““ 14
o HEOOACHUMH MPUYHHH, C MOHMMKEHHE HA pHUCKa OT 5,6% 1o 0,4% (HaMansaBaHe a2 pdc B

T

92% Oa3upaHo Ha KOe(PHULIMEHTA HA PHCKA) NO BpEME Ha NepHOAa Ha NeyeHue (p 4 D00 LndHTNS
iy R oY T -
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BTOPHYHH aHAJIM3W ¥ aHANIU3U HA YYBCTBHTCJIHOCTTA HAa MbpBUYHATA KpaHHAa TOYKA U Ha BCHUYKH
BTOPHYHH KpaliHH TOUKH MOKA3BAT NPEBBAXOACTBO HA NaBMraTpaH eTeKCHIAT COpAMO mnaue6o.
[IpoyyBaneTo BKIIOUBA 12-MeceuHo npocaeassade 3a HabnoaeHue cnel Kpasd Ha nedeHdeTto. Cnen
MpeKpaTABaHe Ha NPHJIAraHeTo Ha U3NKTBAHOTO J€KAPCTBO €PEXTHT ce 3ana3pa J0 Kpas Ha nepHoja Ha
npocieaspaHe, KOETO NOKA3Ba NOAAbPKaHe Ha edexTa OT NbPBOHAYANHOTO JIeueHUe ¢ gaburarpaH
eTekcunat. He e HabmonaBan pebayHa edekTt. B kpas Ha npocneasBadeTo cuduthata ¢ BTEC npu
MALUEHTHUTE, IEKYBaHU C AaburartpaH erekcunar e 6,9% cnpamo 10,7% B rpyrnara Ha naauebo

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

Tabauna 29: AHaJAH3 Ha MHPBHYHATA M BTOPHYHHTE KpaliHn ToukH 33 epuxkacnoct (BTEC ce
cheror oT ABT n/nan BE) 10 xpas Ha nepHoga ciie JeveHueTo B npoyusaneTo RE-

SONATE.
Jlaburarpau eTekcunar Mnauebo
150 mg nBa NbTH BHEBHKO
JlekyBaHH MauuesTH 681 662
Peuuaueupall
cumnromatnyes BTEC 3 (0,4%) 37 (5,6%)
H CBbP3aHa C HETO
CMBPT
KoeduuneHT Ha pHcKa
cnpsaMo naue6o 0,08
(95% noBepUTEneH (0,02; 0,25)
 MHTepBa)
P-CTORHOCT 34 < 0,0001
 NPesb3XOACTBO
BTopuuHH KpaiHH
TOUKH 33 PUKACHOCT
Peunaupupalil
cumnToMaTiueH BTEC 3 (0,4%) 37 (5,6%)
H CMBPT MO BCSKaKBa
IpHYHHA
L1
95% nosepuTeneH 0.09: 1.28 3,97 7,62
HHTEpBaJl
CumntoMatuuna JIBT 2 (0,3%) 23 (3,5%)
0
95% nosepuTENEH 0,04: 1,06 2.21:5,17
MHTEpBan
CumntomatiyeH BE 1 (0,1%) 14 (2,1%)
0
95% noseputeneH 0,00; 0,82 1,16; 3,52
HHTEpBa
Cebp3ana ¢ BTEC 0 (0) 0 (0)
CMBPT
0
95% noseputeneH 0.00, 0.54 0,00; 0,56
HHTEPBA
CMBPT 110 HEOOACHHMH 0 (0) 2 (0,3%)
NpHYHHH
0
95% nosepurenex 0,00: 0,54 0,04: 1,09
HHTEpBA
CMBPT N0 BCAKaKBa 0 (0) 2 (0,3%)
[IPHUYHHA
0
95% nosepuTeNeH 0,00; 0,54 0,04; 1,09
HHTEpBAa
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Krunuunu usnumeanus 3a npesenyusma Ha mpom6oembonusum npu NayueHmu e CopOSHU KAGHHY
npome3su

B wanutade ¢a3za Il gadburatpah etekcunar u BapdapuH ca rnpoyyeHH npH od1o 252 nanyesTH,
MpeTbPIEIN HACKOPO XUPYPrHyHa OllepaLs 3a NOCTaBsiHe Ha MeXaHHYHa Cbp/ledHa KJana (T.e. B
PAMKHTE Ha HAaCTOALLIATA UM XOCTTUTANIU3aLHA), KAKTO H NPH MAUNWEHTH, NPETHPIENH Onepaiud 3a
MoCTaBsiHE Ha MEXaHUYHA ChPACUHA KNana Nnpeau noseue ot Tpyu Mecena. Iloseye tpomboembonnuHH
CbOMTHA (OCHOBHO UHCYJITH H CUMIITOMHH/aCUMIITOMHM TPOMOO3H HA MpOTE3HpaHUTE KJalH) U noBeue
chOMTHA Ha KbpBeHE ca HabmoasaHu npu aaburaTpaH eTeKCunar B cpaBHeHUE ¢ BapdapuH. [1pu
NalMEHTHTE B paHHHA NOCTONEPATUBEH NEPUOJ, FONAMOTO KbPBEHE Ce € NMPOABABANIO OCHOBHO KATO
XeMOparuyeH nepuKapAeH H3nus, MO-CNELMANHO IPY NALUEHTH, 3aOYHANK NPUEM Ha JaburaTpaH
eTEKCHJIAT CKOpO (Ha 3-Tus AeH) cheli XKpypruyHaTa onepauus 3a CMIHa Ha CbpJeYHa Kiamna (Bx.
Touka 4.3).

Heduampuuna nonyrayus

Knunuynu usnumearnua npu npegenyuama va BTEC cred npomesupare Ha 2olemu cmagu
IIpegenyus Ha Mo3bYUeH UHCYIM U cucmemer emboruzvm npu evipacmuu nayuenmu ¢ HKIIM ¢ edun wiu
noseue puckosu chaxmopu

EBponeiickara areHuud no nekapcrsata 0cBo00kKAaBa OT 3aAbJ/DKCHUETO 33 IPEAOCTABAHE HA
pe3yNTaTHTE OT MPOYUBAHUATA C JabUraTpaH eTEKCHNAT BbB BCHYKH NIOArPYNHU HA NTeJHaTpHUHATA
nonyJaius 3a 1oka3laHueTo nepBHYHa npeseHuMs Ha BTEC npy nauuedTH, KOUTO ¢a OMITH NOANI0XEHH
Ha MJIAHOBO LANOCTHO NPOTE3dpaHe Ha TazobefpeHa CTaBa WK LUANOCTHO NPOTE3WpaHe Ha KONAHHA CTaBa
1 TOKA3aHHUETO NPEBEHUMS HA MO3IBUEH UHCYIIT U cHCTeMeH eMOonu3bsM npu naureHTy ¢ HKIIM (Bx.
TO4Ka 4.2 3a HHOpMaLHMg OTHOCHO ynoTpeda B neauaTpusira).

Jleyenne Ha BTEC u npeseHuus Ha peunausnpaiuy BTEC npy neanarpuysy naudeHTH

[Ipoyusaneto DIVERSITY e nposeneHo, 3a 1a AeMOHCTpUpa €(pUKACHOCTTA U 6e30NacHOCTTa Ha
RabMraTpaH eTeKcuaar B cpasHeHye ¢ue cTanaaptHo nedeHune (CJ1) va BTEC npy neanatpuynu
MalHEHTH OT PaKAAHETO A0 MoA 18-rofuiuna Bb3pacT. Crnopes Au3ainHa MpoyuBaHETO € OTKPHTO,
paHAOMH3KHPAHO NIPOYYBaHE C MapaielHy Ipyny 3a A0Ka3BaHe Ha HE No-Masika e(pMKacHOCT. BxmoyeHute
33 y4yacTHe NaUMeHTH ¢a paHIOMHM3HPAaHU B CbOTHOLIEHHE 2.1 fa nonydaBaT chobpaseHa ¢ Bh3pacTra
nekapcTBeHa popMa (Kancynu, o6BHTH rpaHy/IM YUK NEPOpaneH pa3TBop) Ha gaburaTpaH erekcunar (¢
J03H, aflanTHPaHH CNOpeA BB3PacTTa H TENECHOTO Terno) uan SOC ¢ nuckomonexynHu xenapuuu (HMX)
WY aHTaroHMcTH Ha BUTaMuH K (ABK), unu doraanapunykce (1 nauuest Ha 12 roguHu). [TbpBHUHAaTA
KpaHHa TOYKA € CbCTaBHA KpaiiHa TOMKA OT MALHEHTH C IIBJIHO pa3TBapsHe Ha TpoMOa, ¢ Tunca Ha
peunauBupaliio BTEC u ¢ nunca Ha cMbpTHOCT, CBbp3aHa ¢ BTEC. KputepuuTe 3a H3KIHOUBaHE
BKJIIOYBAT AKTHBEH MEHHHIHUT, eHuUedanuT U BbTpeyepeneH abeuec.

O6wo 267 nauneHnTtu ca panaoMusupanu. Ot Tax 176 nauueHTH ca NekyBaHu ¢ Aaburarpad eTeKcHNar, a
90 nauuenTH ¢ CJI (1 paHroMU3MpaH MaUMEHT HE e JeKyBaH). 168 nauuentn ca Ha 12 g0 mog 18 roaunu,
64 nauueHTH ca Ha 2 10 NoA 12 roauHH, a 35 NauueHTH ca oA 2-roJUiliHa Bb3apacT.

Ot panaoMusupanute 267 naureHt 81 naunentu (45,8%) B rpynara Ha gqaburarpat €TeKCHnar U

38 nauuenTtu (42,2%) B rpynara Ha CJ1 oTrosapst Ha KpUTEPUATE 34 CHCTABHATA MBPBUYHA KpaiiHa TOUKA
(NBNHO U3UUCTBAHE HA TpoMOa, nunca Ha peuuausupallt BTEC n nurnca Ha cMBbPTHOCT, CBE
BTEC)., CroTBeTHATA pa3/iMKa B YECTOTATA MOKA3Ba HE NO-Maka e(pUKACHOCT Ha Ja
B cpasHeHHe ¢ CJI. CbBMeCTHMM pe3yNTaTH KATO UsN0 ca HAOMIOAaBaHH U B OATPY ]
3HAYMTENIHH pasiuuus B €(PeKTa OT JeUeHHEeTo 3a MOArPYIUTE MO Bb3PacT, MoN, reg
HaJIKuKe Ha ONpeleNcHH PUCKOBH (paxTopu. 3a 3-Te pa3iItyHH BL3PACTOBH CTpaT
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NalHEHTHTE, NOCTHTHAIM MbPBUUHATA KpaiiHa TOYKa 3a e(PHKACHOCT B I'PYIIMTE CbOTBETHO Ha AaburaTpaH
erekcunar u SOC, e 13/22 (59,1%) n 7/13 (53,8%) npu naumeHTHTE Ha BB3PACT OT paXKAAHETO A0 < 2
rofiuHu, 21/43 (48,8%) n 12/21 (57,1%) npn nanueHTHTe Ha BB3PAcT 2 00 < 12 roauuu 1 47/112 (42,0%)
n 19/56 (33,9%) npu nauMedTyTe Ha Bb3pact 12 10 < 18 roauHu,

[loTBbpaeHu cbOMTUA HA FOJIMO KbpPBEHE ¢a ChOOLIEHN 33 4 nauueHTH (2,3%) B rpynara Ha aaburartpan
eTeKcHIaT H 2 nauuenty (2,2%) B rpynara Ha CJ1. Hama cTATHCTHYECKH 3HAYHMA PA3/IHKa BBB BPEMETO
10 NOSBa Ha IbPBO CLOHUTHE Ha ronsIMo KbpBeHe. Tpuaecer u oceM nauueHTH (21,6%) B rpynara Ha
paburarpat erekcunat u 22 nauuerrtu (24,4%) B rpynara Ha CJI umar noTBbpAEHO ChOUTHE HAa KbPBEHE,
KaTo MpH MOBEYETO OT TAX TO € KaTeropU3UpaHo kaTo HesHauuTenHo. KomOnHHpaHara kpafiHa Touka Ha
NoTBbpAEHO crOHTHE Ha ronamo kbpsede (CI'K) unu knuHu4Ho 3HaunMo Heronsamo (K3HK) kbpeene
(koraTto mauHeHTHTE ca Ha JeueHHe) ca ChboOlerH 3a 6 (3,4%) nauMeHTH B rpynara Ha gaburarpad
erekcunart ¥ 3 (3,3%) nauuenTy B rpynara Ha CJI.

EnHO OTKPUTO, MPOCNEKTUBHO, KOXOPTHO, MHOIOLEHTPOBO NpoyyBaHe 3a 6ezonachoct dasza Il ¢ eano
pamo (1160.108) e npoBeaeHo 3a oueHKa Ha 6€30MacHOCTTA Ha JaburaTpaHd eTexCuaaT npH npeBeHLUUa Ha
peunausupawl BTEC npu neguaTpHyuHy nalMeHTy OT paxJaaHeTo A0 noj 18-roauiiHa BL3pAact.
[TaupeHTH, KOHTO ca c€ HyXJae/IH OT NO-HATATHLIHO aHTUKOArYNaHTHO JIEUCHHE MOPaJH HalHUYHE Ha
KITHHHYEH PHCKOB QaKTop c/e/ 3aBbpliBaHe Ha HA4alHOTO JedeHue 3a notebpaeH BTEC (3a Halt-manko
3 Mecena) win ciel 3aBbpuiBaHe Ha npoyusaHeTo DIVERSITY, ¢a Bk/O4€HH B MPOYYBaHETO.
[loaxoadiuuTe 3a BKIKOUBAHE NMALMEHTH €A NOJyyaBalid aNanTHpaHy Cope Bb3pacTTa H TeNeCHOTO
TErJI0 AO3M OT ch0oOpa3eHa ¢ Bb3pacTTa JiekapcTBeHa dopMa (Kancyny, 00BHTH rpaHy/in WK NepopaeH
pa3TBOp) Ha AadUraTpaH ETEKCUAT A0 CTHMUHUPAHE HA KITHHHYHHA PHCKOB (paKTOp HIIH A0 MAaKCHMYM
12 meceua. [TspBrUYHHTE KpaliHi TOUKH HA npoyuBaHeTo ca peunaus Ha BTEC, ¢cbbuTtug Ha roaamo unu
HE3HAYHTENHO KbPBEHE H CMBPTHOCT (061112 U BBB Bpb3Ka ¢ TPOMOOTHUHH UITH TPOMOOeMOONTHYHH
¢cbOuTHA) Ha 6 U 12 Meceua. M3xoauTte oT chOUTHATA Ca NOTBBPAEHH OT He3aBHCHMA, 3aclIeneHa KOMUCHS
38 Ol{eHKa.

O61mo 214 nauneHTH ca BKIKOYEHH B poyuBaHeTo. Ot Tax 162 mauneHTH ca BbB Bb3pacTosa cTpaTa | (ot
12 no nox 18 roanHyu), 43 nalUneHTH ca BLB Bb3pacToBa ¢ctpata 2 (o1 2 10 noA 12 roauHu) U 9 nauuMeHTH
ca BbB Bb3PacTOBa CcTpaTa 3 (OT paXRaHEeTo A0 nNoj 2-roJuitiHa Bbapact). [1o BpeMe Ha nepHona Ha
neueHue 3 nauueHTy (1,4%) ca pa3Buiy NOTBBPACH OT KOMUCcHsTa peunaus Ha BTEC B pamkuTe Ha
MbpBUTE 12 Mecella cnel 3aro4yBaHe Ha NeYeHUETo. [1oTBepAeHHN OT KOMUCHUATA CBOUTHA HA KBPBEHE MO
BpEME Ha nepHoaa Ha JIieyeHHe ca choOlleHH 3a 48 nauueHTH (22,5%) B paMkuTe Ha nbpBUTe 12 Mecela.
[ToBeueTo cbOUTHA HA KbpPBEHE ca HesHayuTenHu. [lpu 3 naunenTu (1,4%) uMa nOTBBPAEHO OT
KOMHUCHATA CHOUTHE HA rONAMO KbpBEHE B paMkuTe Ha nbpBuTe 12 Meceua. [pu 3 maumentn (1,4%) uma
NoTBbpAEHO OT koMHUcHATa ChOuTHe Ha K3HK kbpBene B paMkuTe Ha nbpBHTE 12 Meceua. Hama cmbptHY
claydyau 1o BpeMe Ha nepuoja Ha neueHue. I11o speMe Ha nepuoja Ha neueHue 3 naiueHT# (1,4%) ca
pa3uiu nocrrpoMboTiyeH cunapoM (I1TC) nnu ca umanu Bnowasane Ha [1TC B pamkuTe Ha nbpBHTE

12 mecena.

5.2 DapMAaKOKHHETHYHH CBOHCTBa

Crnen nepopanHo npuiokeHue aaburarpan erekcunar Obp30 M HaBJIHO ce Npesphlla B faburarpaH,
KOWTO € akTHBHaTa ¢opma B nnasmara. PasuenBaHeTo Ha nmpeanekapcTBoTo aaburarpaH eTeKCHnar upes
KaTanuaMpaHa OT ecTepasa XMAPOAK3a A0 AKTHBHOTO BELUEcTBO aaburarpaH e npeobnanaeainara
MeTtabonuTHa peakuus. AbconioTHaTa OMOHATHYHOCT HAa naburaTpaH cnen rnepopanHo NPHIOKeHHe Ha
naburatpaH erekcunar e npubausutento 6,5%. Cnen nepopanHo npuioieHne Ha naburaTpaH eTeKCHIaT
npu 3Apasu JOGPOBONLH, HAapMAaKOKUHETHUHHAT MPpodKa Ha AaburaTpaH B 11Ja3MaTa Ce XapakTepu3upa c
OLp30 HapacTBaHE HA MIABMEHHUTE KOHUEHTPALU KN ¢ JOCTHIaHe HA Cpax B pamkuTe Ha 0,5 1 2
MPUIIOKEHHETO.

Abcopbuug
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[IpoyuBaHe, oLeHABAIL0 ROCTONEpaTUBHATA abcopbLns HA naburaTpaH eTekcunar 1-3 waca cien
ornepauus, AeMOHCTpUpa OTHOCKHTENHO DaBHa abcopbuna B cpaBHERME C Ta3u NpU 3apasu QoGpoOBOLH,
MoXa3BaiKy rjased NPogu Ha NJa3MEeHaTa KOHUEHTPALHS BbB BpeMeTo 6e3 BUCOKH MUKOBH MMJa3MeHH
KOHLeHTpauuu. [IMKOBH niazMeHH KOHLEHTpaLKK ce JoCTHraT 6 Yyaca cnel NpUIIoKEHHETO B
MOCTONEPATHBHHA NEPHOA NOPanu AOMpHHACKIH PaKTOPH, KaTo HanpuMmep aHecTesusi, CY napesa u
XHpYpruuHH eQ)e€KTH, HE3aBHCHMO OT NepopaliHaTta JekapcTBeHa gopma. Jpyro npoyusane JeMOHCTPHPA,
ye 0aBHa U 3aKbCHsBaLLA a0copbLKMA 00MKHOBEHO ce HabnloaaBa caMo B ieHs Ha onepanusaTa. Ha
clenBauiuTe AHK abcopbumnaTa Ha faburarpak e 6bp3a U MUKOBHU MIA3MEHH KOHUEHTPALIMY C€ AOCTHIAT

2 yaca cnell NPUHNOKEHHUE Ha JIEKAPCTBEHUS NPOAYKT.

XpaHara He noBnugBa OHOHAIMYHOCTTA Ha JaburaTpaH €TeKCUIaT, HO 3a0aBs BpEMETO N0 THKOBUTE
MJa3MeHH KOHLEHTpaLUMu ¢ 2 yaca. Crmax H AUC ¢a nponopuroHalHy Ha A03aTa.

buOHANMUUHOCTTA C/IEA NEPOPANHO NIPHIOKEHHUE MOXKE Aa C€ NOBULLIK ¢BC 75% cnen npuioKeHue Ha
€AMHHYHA 1032 U ¢ 37% B CTALIHOHAPHO CHCTOSHUE, B CPABHEHUE C peepeHTHATA KancyaHa Gopma,
KOTaTo nmeneTute ¢e npueMar Oe3 kancynara otr xunpomenosa (HPMC). Cnenoparento uenocTra Ha
xancynute or HPMC Bunaru TpabBa ga e 3ana3eHa npH KIMHUYHA ynorpeba, 3a na ce usberue
HEYMHLLIEHOTO NOBULIABaHE Ha OUOHATHYHOCTTA HA JaburaTtpaH eTekcuaart (Bx. Touka 4.2).

PasnpeneneHue

Habmonaea ce cnabo (34-35%), He3aBUCHMO OT KOHLUEHTpalMATA CBbP3BaHE HA Ja0HUraTpaH ¢ YOBELIKHTE
riasMend nporeunu. ObeMbT Ha pasnpeaenenue Ha gaburatpau ot 60-70 1 npesuiaBa obuHsa 00eM Ha
TENeCHUTE TeHHOCTH, KOETO 03HAUaBa, 4e AaburaTpal uMa yMepeHO ThbKaHHO pasnpeieneHue.

buotpaHchopmanus

MeTabonu3MbT 4 EKCKpELUATa Ha JaburaTpan ca Npoy4YeHU NpH 34paBu Mbxke A0OPOBOJILH cien
eNMHHYHA MHTPaBeHO3Ha 03a AaburaTpaH, Oens3ad ¢ paavoakTuBeH u3oton. Cnej HHTpaBeHO3HaTa 4032
NPOH3X0XJallaTa OT JaburaTpaH paiHOaKTHBHOET Ce eJIMMUHHpA rNaBHo ¢ ypHHaTa (85%). ®ekanHara
eKCKpelust 0OTroBaps Ha 6% oT npunoxkesarta 103a. 1o 168 yaca cnes npunoxeHue Ha go3ara obujara
PafAHOAKTHBHOCT CE BB3CTAHOBSBA B paMKUTE HA 88-94% oT npuioxeHaTa J034.

Haburatpas ce noajara Ha KOHKOraums, Npu KOETo ce obpazysat ¢GapMaKkoJIOrHYHO aKTHBHH

AUHJITTIIOKY POHHAH. ChLUECTBYBAT YETHPU MO3HUHOHHHN H30oMepa, 1-0, 2-0, 3-0, 4-0O-auunrnoxypoHus,
BCEKH OT KOUTO ChCTaBNABa Mo-Manko ot 10% ot 0bwmoTo KonuuecTBo naburarpal B nnasMara. Cneau ot
ApYrH MeTabOJIMTH Ce YCTAHOBABAT CaMO ¢ BUCOKOMYBCTBUTENIHH aHaNUTHUHU MeTOoAU. [laburaTpaH ce
eUMHUHUPA INIABHO B HEMIPOMEHEH BU] ¢ ypHHAaTa ¢ npubausntensa ckopoct 100 ml/min, choTBeTCTRAILLIA
Ha CKOPOCTTA HA rMOMEPYNHA (PUITPALIUA.

EnumMuHupane

i

[Ina3MeHuTE KOHUEHTPALIMY HA a0UraTpaH noKassar Gnem;inoﬁeriuuaneﬂ C1naj CbC CPEAEH TEPMHUHANEH
MnonyXUBoT 11 yaca npu 3apaBu HHAMBUAM B CTapuecKa Bb3pact. Cnel MHOMOKpaTHO NpHJaraHe ce
Habnmonasa TepMHHANEH NONYKHUBOT 0K0JI0 12-14 yaca. [TonyXKHBOTBLT € He3aBMCUM OT J03aTa.
[TonyKHBOTHT € yAbIDKEH, ako OhOpeuriaTa hyHKIMA € HApYIleHa, KaKTo € nokasaHo B Tabauua 30.

{

CrielHaaHH NOMNYJIAlny

bvbpeuna Hedocmamvunocm

B npoyuBanus ¢aza I excriosununsra (AUC) Ha naburatpaH ciiefl IepopanHo NpHIoiG
ETEKCUNIAT € MPUONUIUTENHO 2,7 MBTH NO-BHCOKA NMPH BB3PACTHH J0OPOBONLH C Y
HepoctaTbuHOCT (CrCL Mexay 30 u 50 ml/min), oTkonkoTo npu Te3u 6e3 616peu
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[Mpn manbk 6pod Bb3pacTHU Aobposonu ¢ Texkka 6bOpeura HepoctaTbyHOCT (CrCL 10-30 ml/min),
excnozuuuaTa (AUC) Ha paburaTtpan e npubaAn3uTeNnHo 6 MbTH NO-BUCOKA, 4 MOJY>XHBOTHT

NpUONU3UTENHO 2 MbTHU MO-AbNBI OT HabMO aBaHUTE B nonynauus 6e3 GxOpeuHa HENOCTATHEYHOCT (BXK.
Toukn 4.2, 4.3 1 4.4).

Ta6auna 30: Iloayxusor HA 06us faburaTpaH npH 3ApaBH HHAHBMAH H HHAHBHAN C HAPYIIEHA
6L0peuna pyHKuHA. | |

Cmpgf:lﬁa;”;;“(egggmﬂa CpeieH reOMeTpHUeH (g(.[’,;o/i%; FPAHULIN) TIONYXKHBOT
[m]/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)

JHONBbIHUTENHO, EKCMO3ULUMATA HA JaduraTpad (Kal-HMCKA U TTHKOBA) € OLEHEHA B €HO MPOCIEKTHBHO,
OTKPHTO, PaHAOMH3HPaHO, JapMaKOKHHETHYHO NPOYYBAHE NPH MALHEHTH C HEKNANMHO NPEACLPAHO
mMbxaeHe (HKIIM) ¢ Texxo 666peuHo yepexaane (onpeaeseHo KaTo KpeaTHHHHOB KNUpbHC [CrCl]
15-30 ml/min), nonyyasaiuyd gaburatpaH eTeKcunar 75 mg aBa IbTH JHEBHO.

To3u pexuM e noBen 30 HAK-HUCKA CpeiHa reOMETPHYHA KOoHUeHTpauud 155 ng/ml (gCV 76,9%),
U3MEPEHA HENOCPEACTBEHO Npeay NPUAMKEHHUETO Ka CNejBalllata A03a, # 10 THKOBA CpeaHa
reomeTpuuHa koHueHTpauus 202 ng/ml (gCV 70,6%), u3mepeHa aApa 4aca ciel NpuaoXKeHUeTo Ha
nocjieaHaTa J103a.

KnupbuehT Ha gaburarpaH ypes xeMofHanuaa e U3C/AeBaH NpU 7 Bb3pacTHYU NALMEHTH ¢ TEPMHHAJHA
Ob6peuna HeaocTaTbuHOCT (TBH), 6e3 npeactpaHo MbxacHe. Jlnanusara e nposeseHa ¢sc 700 ml/min
AHAH3eH NeOUT, MPOABIKUTENHOCT YETUPH Yaca U CKOPOCT Ha KpbBHUS TOK 200 ml/min uiau

350-390 ml/min. Tosa Boan go otcTpaHsaBaHe CHOTBETHO Ha 30% A0 60% OT KOHUEHTPALIMATA Ha
paburatpaH. KOJIUYECTBOTO Ha BELIECTBOTO, OTCTPAHEHO YPe3 AUann3a, € NPONnopLMOHAIHO Ha CKOPOCTTA
Ha KPbBHUA TOK, [IPH CKOPOCT Ha KpbBHHUA TOK A0 300 ml/min. AHTHKOAryJaHTHaTa aKTHBHOCT Ha
nabHraTpad HaManaBa ¢ HaMaJiABaHE HA NNa3MEHUTE KoHLeHTpaunu 1 OK/DJ] Bpp3xara He e 3acerHara

OT Npoueyparta. |

Megnuanara Ha CrCL B RE-LY e 68,4 ml/min. [1gutu nonoeuHata (45,8%) ot nauueHtute B RE-LY umar
CrCL >50-<80 ml/min. INauuentuTe ¢ 616peuno yespexaaHe B ymepea cteneH (CrCL mexay 30 u

50 ml/min) nmar cpearo 2,29 meTH 1 1,81 mbTH NO-BHCOKA MJIA3MEHA KOHLEHTPALMA, CBOTBETHO NPEAU U
Cneq MpueM Ha ao3arta Ha JaburatpaH, B CpaBHEHHE ¢ nauueHT 6e3 6p0peyHo yBpexaane

(CrCL >80 ml/min).

Meananara Ha CrCl B npoyusaneto RE-COVER e 100,43 ml/min. [1pu 21,7% OT NaLUMEHTHTE € UMAJIO
6u6peuno yepexaasde B neka crened (CrCl >50-<80 ml/min) u npu 4,5% ot Tax — 66peyHo yBpexaaHe
B yMepeHa creneH (CrCl mexay 30 u 50 mi/mm). ITauuentuTe ¢ 666peuHo yBpexAaHe B IeKa U yMepeHa
CTEIEH ca UMAJH B CTALMOHAPHO CBCTOAHUE CHOTBETHO CPeAHO 1,7 NbTU ¥ 3,4 TBTH MMO-BHCOKH NJIA3MEHH
KOHLIGHTPALIMH NMPEIH NPUAOKEHHUE Ha Jo3aTa naburaTpaH B cpaBHeHHe ¢ nanueHTuTe ¢ CrCl >80 ml/min.
Cxoauu crofinoctd Ha CrCl ca ycraroeerd B RE-COVER 1I.

Meauanata Ha CrCl B npoyuBanusra RE-MEDY u RE-SONATE e crorBeTHO 99,0 mi/mip#
99,7 ml/min. Ilpu 22,9% u 22,5% ot nauneHTHTE cTOHHOCTHTE Ha Cr(l ca >50-<80
4,8% ot Tax CrCl e mexay 30 u 50 ml/min B npoyuBanusata RE-MEDY u RE-SONA/Z

[layuenmu 8 cmapuecka evipacm




Cneunduynn papMakOKMHETHYHH POYYBaHUA (pa3a | npu mauMeHTH B cTapyecka Bh3pacT Moka3BaT
yBennueHue ot 40 no 60% Ha AUC u noseye oT 25% Ha Cpax B CpaBHEHHE C MJIAAH MALIMEHTH.
EdexTbT Ha Bb3pacTTa BbpXy €KCII03MLMATA HA 1aburaTpaH € NoTBbpAEH OT npoyusaHeTo RE-LY ¢
oxono 31% mo-BHCOKO HUBO HA HAH-HUCKATA KOHUEHTpaLKs 32 MHAWBUIM > 75 roAUHU H € 0KoN0 22%
NO-HUCKO HUBO Ha Hali-HUCKATAa KOHUEHTpAUMS NPH HHAUBUAU < 65 rOAHHH B CpaBHEHHE ¢ HHAMBUIN
Mexay 65 U 75 roauHM (Bx. Toukd 4.2 u 4.4).

Yeproopobro Hapywierue

He ce HabmogaBa IpoMsHa B ekcno3uuusATa Ha Jaburarpad npu 12 Bb3pacTHU NaljMeHTH C yMepeHa
yepHoapoOHa HepocTateuHOCT (Child Pugh B) B cpaBhene ¢ 12 konTponH (BXx. ToukHu 4.2 1 4.4).

Tenecrno meano

Hal-HUCKUTE KOHLEHTpaLUHu Ha gaburaTtpas ca okono 20% no-HUCKU NPH Bb3PACTHY MALMEHTH C
TenecHo terno > 100 kg B cpasuexne ¢ 50-100 kg. MuoauHcTeoTo (80,8%) OT HHANBHAUTE Ca B
kareropusara > 50 kg # < 100 kg, 6e3 ycraHoBeHa sicHa pa3nuka (BXK. To4ku 4.2 U 4.4). [1pu BB3pacTHH
MAUMUEHTH C TeNeCHO Terno <50 kg KNMHUYHUTE NaHHU Ca OFPAHHYCHH.

Hon

ExcrnosuuuaTa Ha akTHBHOTO BELIECTBO B NPOy4BaHUATA 3a nbpBHUYHA npeBeHlNsa Ha BTEC e okono 40%
10 50% NO-BMCOKA NPH MALHEHTH OT XKEHCKM MO, HO HE CE MPenophyBa kopekuys Ha jgo3ara. [Ipn
NALMEHTHTE ¢ NPEACHPAHO MBXAEHE, MALUEHTUTE OT HEHCKHU NoJ1 ca uManu cpeato 30% no-BHCOKH
CTOHHOCTH Ha HaH-HHUCKA W NOCT-A030Ba KOHLUEHTpauus. He ce uanckea KOpeKLHA Ha 103aTta (BX.

TOUKa 4.2).

Emnuuecxu npousxoo

HsaAMa kIHHUYHO 3HAYHMH MEXYECTHHUECKH Pa3THyns MeXy NalKHEeHTH OT eBponeu/Hara paca,
MauueHTH ¢ ahpo-aMePUKAHCKH, TATHHO-aMEPUKAHCKH, ATIOHCKH M KNTaHCKH NPOM3X0J 0 OTHOLIEHUE HA
gapmakoknHeTHKATa U dapMaKOJIHHAMHMKATA Ha faburaTpaH.

Teduampuuna nonyrayus

IIpu nepopanHo npuiokeHHe Ha naburaTpaH eTeKCUnaT, Cnopel onNpeicieHHs B NPOTOKONA alrOPHTbM
32 JO3UpaHe, EKCITO3KIMATA € B paMKHUTE Ha Ta3u, HabmoaaBaHa npu eb3pacTHu ¢ JIBT/BE. CoopHuar
aHaju3 oT (papMaKOKMHETHYHU AaHHU OT npoyynaHusTa DIVERSITY u 1160.108 nokassa, ue cpeqHuTe
reoMeTpu4YHH Hall-HUCKH eKCrno3uuuu ca 53,9 ng/ml, 63,0 ng/ml u 99,1 ng/ml cvorBeTHO NpH 0 g0

< 2-FOAUIUHM, 2 00 < 12-roauwunu U 12 0o < 18-<roguiuHu neauaTpudni nauueHTd ¢ BTEC.

DapMaKOKHHETHYHU B3AUMOACHCTBUA

In vitro npoy4yBawus 3a B3aMMOACHCTBUATA HE MOKa3BaT HHXUOHUpaHe UK HHAYLMPAHE Ha [IaBHUTE
H30€H3UMH Ha uuTOoXpoM P450. ToBa ce NOTBLPXAABA OT in vivo POYUBAHUS ¢ YHACTUETO Ha 3/paBU
BOOPOBONLH, KOHTO HE NOKA3BaT B3aWMOACHCTBUE MEX Y TOBA JIeueHHe U CIEIHHTE aKTUBHH BELECTBA:
aTopBacTaTHH (CYP3A4), aurokcur (BiaumoaeictTeue ¢ TpaHcnoptHus P-gp) u aukinodeHak (CYP2C9).
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5.3 IlpeakKAHHHYHM JAHHH 32 0€30NaCHOCT

HeknuuuuHuTe AAHHHK HE Noka3BaT 0cobeH puck 3a xopa Ha 0azaTa Ha KOHBEHIIHOHANTHUTE
(dapMaKoNOrH4HK NpoyuBaHus 3a 6€30MacHOCT, NPOYYBAHUA 32 TOKCHYHOCT [TIPH MHOTOKPATHO NPUNaraHe
H F€HOTOKCHYHOCT.

Edextute, HabnoaaBaHt B NpOyYBAHUATA 32 TOKCHUYHOCT NpH MHOTOKPATHO NIPHJIAraHe, ce Ab/KaT Ha
3aCUICHHUSA PapMaKOAUHAMHYEH €PEKT Ha BaduraTpa.

Edekt BbpXy QepTHIUTETA MPH KEHCKH XKUBOTHHM € HabnoaaBaH nod ¢popMaTa Ha HaMmallaBaHe Ha Opos
Ha UMINJIAHTALIMKTE U MOBULIABAHE HA NIpeAUMIIaHTALIMOHHUTE 3ary0u npu go3a 70 mg/kg (5-kpaTHOTO
HHBO HA MJIa3MeHa EKCNO3ULMA NPy nauudeHTH). ITpH 103K, KOUTO ca TOKCHYHY 32 Maiikute (5- 0o
10-KpaTHOTO HMBO HA ANIA3MEHA EKCIIO3NLMS NPH TTALMEHTH), IPH MTbXOBE U 3alLy ce Habmoaasa
HaMaJIABaHE Ha TEJAECHOTO TErIO M XU3HECNOCOOHOCTTa Ha deTyca, 3a€JHO C MOBUILIABAHE HA ETATHHUTE
BapHalui. B npeHaTalHUTE U NOCTHATAIIHUTE NMpOoyHBaHUsA € Habaio aBaHO NOBUILIABaHE HA eTanHaTa
CMBPTHOCT NPH A03H, KOUTO Ca TOKCHYHH 3a Malikure (1032, CbOTBETCTBALUA HA 4 TTBTH NO-BHCOKO HUBO
Ha nJa3MeHa eKCno3uUMs oT HaGNoAaBaHOTO NPU MALUEHTH).

B eano npoy4paHe 3a FOBEHUJIHA TOKCHUHOCT NMPY AIbX0BE OT nopoaa Han Wistar cMBpTHOCTTA €
CBBP3aHA Che CHOUTHA HA XbpBEHE NpH noAoHHN HMBA HA eKCNO3MLKA, TPH KONTO € HabnioaasaHo
KbPBEHE IPH Bb3PACTHUTE XKUBOTHU. CUMTA ce, Ye KAKTO MPH Bh3PaCTHUTE, TAKa U MPH M/AJHTE TUIbXOBE
CMBPTHOCTTA € CBBLP3aHa ChC 3acHicHaTa (papMaKonoriuHa akTHBHOCT Ha JaburarpaH BbB BPb3Ka C
YNpaXXHABAHETO HA MEXAHHYHH CHJIH 1O BPEME HA NPUIAraHeTO M TPETUPAHETO. JJAHHHTE OT
MPOYYBaHETO 34 FOBEHU/IHA TOKCUYHOCT HE NoKAa3BaT HUTO MOBHILIEHA HYBCTBUTENHOCT KbM TOKCHYHH
MPOSBH, HUTO TOKCUYHOCT, cneuudrHyHa 3a IOBEHWIHH XHUBOTHH.

HBAroCcpoUHHTE TOKCHKOAOMHUHH MPOYYBAHUA NPY MALXOBE H MHILKH HE MOKA3BaT JaHHU 32
TYMOPOTeHeH MOTeHUMan Ha faburaTpaH [0 MakcHManHi no3u 200 mg/kg.

JlaburarpaH, akTUBHATA 4acT OT gaburaTpaH eTeKCH/IaT Me3naT, € YCTOHYHMB B OKOJIHAaTa Cpeaa.

6. ©APMAIIEBTHYHH JAHHH

6.1 CHHcbK HA HOMOLIHHTE BEILlECTBA

KancyaHo ChAbPKHMO |
BuneHa kucenuxa (E334) "
Xnapokcunponuauenynosa (E463)

Tank (ES53b)

Xunpomenosa (E464)

CbeTas HA Kancyaara
bpunsutao cuub0 FCF (E 133)
Turanos auoxcun (E171)
Xunpomenosa (E464)

CbCcTaB H& MACTUIIOTO

[Hlennax (E904)

[Tponunenrnuxon (E1520)

KoHueHTpHpaH pa3TBOp Ha aMOHAK (ES527)
Yepen xenezed okcun (E172)

Kanues xuapokcua (E525)
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6.2 HecnLBMeCcTHMOCTH

HenpunoxuMo

6.3 Cpox ua roaHocr

2 TOOMHH,

6.4 CuneunanHi yCJIOBHH HA ChXPaHEeHHE

Jla ce cbxpaHaBa B OpUTrHHANHATA OMAKOBKA, 3a fla ce npeanasu OT Bara.
6.5 Buja ¥ cpABPXKAHHE HA ONAKOBKATA

baucTepu CbCTABEHHU OT anyMHHHH-OPA/anyMHHHH[PVC cpabvpxat 10, 30, 60 unn 180 TBBLpAM
KancyJiu. |

[Tepdopupanud 6auctepu oT anyMUHHHA-OPA/anyMuHui/PVC c eAMHUYHHU 0034, Chabpxaluy 10 x 1,
30x1,60x1,100x 1 unmn 180 x 1 TRBpAH KaANCYIH.

benu OyTHNKH OT NONHETHIIEH C BUCOKA IIJI’LTHUCT (HDPE) cxe 3amtnTeny ot peua 0enu HenpospavHu
nonvnponuncHosy (PP) Kanaykn Ha BUHT, HHJI_YKLIHDHHG 3aleyaTaHu ¢ anyMHHHEBO Ponno. by THIKHTE
chabpxat 100 uan 180 TBbpAK Kancyau ¥ CywuTen (CHIMKaren).

I

He Bcuukn BuaoBe onakoBku morat aa 6baaT nyCHATH HA nasapa.
6.6 Cneunannu npeanas’Hu MePKR NpPH HIXBLPJIAHE

Heu3non3saHusT NeKapcTBEH NPOAYKT HIH OTNAAbYHHUTE MaTepHaH OT Hero TpadBa a €€ U3XBHLPJIAT B
ChbOTBETCTBHE C MECTHHTE H3HCKBAHHUA. |

7. IIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

|
Viatnis Limited
Damastown Industrial Park
Mulhuddart
Dublin 15
DUBLIN

Wpnanaus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. No 20240078

9. HJATA HA ITBPBO PA3PEINABAHETIOAHOBABAHE HA PAZPELHIEHHUETO 3A
YIIOTPEBA

JlaTta Ha mbpBO pa3peluaBaHe: 25 mapt 2024 1.
IaTa Ha nocaeaHO NOJHOBABAHE!
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10. JATA HA AKTYA/IM3ZUPAHE HA TEKCTA

10/2024
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