KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JEKAPCTBEHMS ITPOAYKT

e A TRy ST — — i A ]y S g e, & e R i E -

n 40 mg/5 mg TabjeTKH [ I S A —
. N3MLARNTENHA ATEHUNA NO NEKAPCTBA
Tenaunun 40 mg/10 mg TabneTku s Ao

Kpamxa xapaxmepucmuka Ha npogyxma - [ IpuroxeHue | :

Tenaunuu 80 mg/5 mg Tabnerku
Teaaunux 80 mg/10 mg TabaeTku l,fw Poz. Ne ..

. s PaspeweHue e

Teldipin 40 mg/5 mg tablets e - . —-—
Teldipin 40 mg/10 mg tablets BG/MA/MP J/ ,6 t?d7 yg /%:k/y UL Y
Teldipin 80 mg/5 mg tablets | OgobpeHue | S S At sssses. '
Teldipin 80 mg/10 mg tablets

., P T T I R A A R R Y T TET s laa X R R T R s S N B R ]

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tenaunuse 40 mg/5 mg TabneTku
Besika TabreTka chabpika 40 mg TeamucapraH (telmisartan) v 5 mg amnoaunut (amlodipine) (kato
amuioaunuHoBs 6e3unar (amlodipine besilate)).

Tenaunusd 40 mg/10 mg TabneTku
Besika Tabnetka chabpxka 40 mg Tenmucapra (felmisartan) w 10 mg amnoaunux (amlodipine) (kato
amyioaunuHoB 6e3unar (amlodipine besilate)).

Tenaunun 80 mg/S mg TabneTku
Bcsaka TabieTka chabpxa 80 mg TenmucapraH (felmisartan) v 5 mg amnoaunuu (amlodipine) (kato

amaoaunuHoB 6e3unar (amlodipine besilate)).

Teaaunuu 80 mg/10 mg TabaeTku
Beska Tabnerka chabpxka 80 mg Tenmucapra (felmisartan) v 10 mg amnoaunus (amlodipine) (kato
amnoaunuHos 6e3unar (amlodipine besilate)).

3a MbJIHUSA CIIMCHK HA MOMOIIHUTE BELLECTBA, BHXKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

40 mg/5 mg: CeTn0KapsBO-)KbATH, KPBIUIH, JBOHHOM3MBKHAIN TaONETKH C B3MOXKHO BUIMMH I10-
CBETJIM WM NO-ThbMHM TOYKH M ¢ 0603Hauenue N1 ot eqHara ctpaHa. Pasmep Ha Tabnerkara:
AUMaMeTsp NpudaM3UTEIHO 9 mm.

40 mg/10 mg: CeeTI00paHKeBH, KPbIIIH, JBOHHOMW3MBKHAIN TabNETKH C B3MOXHO BHAMMH 110-
CBET/IH WM NO-ThbMHH TOYKH M ¢ 0603Hauenue N2 ot eaHarta ctpaHa. Pa3mep Ha Tabnerkara:
IMaMeThp NpUOIM3UTENHO 9 mm.

80 mg/5 mg: CeeTioOpaHKEBH, €JIMIICOBUAHH, ABOMHOU3MbKHAIIH TabNeTKH ¢ Bb3MOXKHO BUAHUMH MO-
CBET/IM WIH NO-ThbMHH TOYKH M ¢ 0603HaueHde N3 ot eaHara crpaHa. Pasmep Ha Tabnerkara:
Ob/DKHHA npubauzurenHo 17 mm.

80 mg/10 mg: CBeTnoKadaBO-XKBITH, EUNCOBUIHH, IBOHHOU3MBKHAIM TaONETKH C BB3MOXKHO
BUAMMM NO-CBETJIM WIH NMO-ThbMHH TOUKH M ¢ 0603HayeHue N4 ot eHaTa cTpaHa. Pa3mep Ha
Tabnerkara: Jb/DKMHA NpHOau3uTenHo 17 mm.

4. KJIMHAYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHS




Tengunuy € noKasaH KaTo 3aMeCTHTENTHA TEpanui 3a JICYCHHC Ha MMTAUHCHTH € CCCHHHATHA
XHIMEPTOHHS, NALUKCHTH C BCHE NOCTUIHAT KOHTPOJ € TCIMHCAPTaH H aMJIOAHIINA, nprunaraHy
¢AHOBPEMEHHO MNPH ChINOTO HAUBO HA AO3HPAHC, KAKTO C B kOMOHHaLUATA.

4.2 JIo3HpOBKA H HAYHH HA NPHJIOKEHHE

ﬂ(ﬂHQOBK&

[TpenopwunTennara A03a Ha TenaunUH € eAHa TabieTKa THEBHO.

duxcupaHaTa 1030Ba KOMOMHaUHMA HE € NOAXOAsLlIA 32 HA4YaJIHA Tepanus.

Ipean npeMuHaBaneTo KbM TenaunuH, nauneHTHTe TpabBa Aa 6BHAAT KOHTPOIHPAHH C MOCTOAHHH
1031 OT MOHOKOMITOHEHTUTE, IIPHEMaRH Mo ChloTo Bpeme. Jlosata Ha TenaunuH Tpabea aa ce

OCHOBAaBa Ha JO3WTE HA OTAENHUTE KOMIOHEHTH Ha KOMOHHALIMATA NO BpEeME Ha NPEMHHABAHE KbM
KOMOHHALIMATA.

MakcHManHaTta JHEBHa 103a Ha aMJIoaunHH € 10 mg, a MakcHManHaTa AHEBHA 1032 HA aMJIOJHIIHH €
80 mg.

Cneyuaanu nonyaayuu

Crapuecka Bb3pacT
[Ipyn nauueHTH B CTAp4ECKa Bb3pacT He € HeoOXOAUMO KOpPHIHpaHe Ha A03aTa, HO yBEIH4YaBaHETO Ha

no3ata TpAGBa aa ce W3BbLPUIB2 C BHUMaHHe (BX. ToukH 4.4 1 5.2).

b1OpeuHo yspexaaHe
He ce w3nckBa KOpUrHpaHe Ha J03HPOBKATa NPH NaLMEHTH € JIEKA 10 YMEpeHa CTeneH Ha ObOpeuHo

yspexkaaHe. OMUTHT NPH NALKEHTH C TeXKO HLOpEeYHO YBpEXKIaHe WK NPH Te3d Ha XeMOAHANIH3A €
orpannyeH. M3McKBa ce MOBHLICHO BHUMaHHe, ThH KaTO aMIOAHIIHH H TEJIMHCApPTaH He ce
AHATH3HPAT.

YepHoapobHO yBpexaaHe
TeaaunuH € NPOTUBONOKA3AH MPH MAUHEHTH C TEKKO YEPHOAPOOHO yBpexkaaHe (Bx. Touka 4.3).

[Tpu nawueHTH € Ieka 4O yMepeHa 4epHOAPOOHO YBpEXk1aHe HE Ca YCTAHOBEHH NPENOPbKH 32
Ao3upane, cneaoBatenno Tengunux Tpabea aa ce npuiara ¢ nosHileHo BHUManuKe, I1pu TakuBa
nalMEeHTH JHEBHATA 033 Ha TEJIMHUCAPTaH He TpaOBa na Haasuiasa 40 mg nHeBHO (BX. ToukKa 4.4).

Ieouampuuna nonyrayus
Be30nacHOCTTa ¥ €DUKACHOCTTA Ha TeJIMUCAPTaH/aMJIOAMITMH NIPH Jeua noA 18-roauiiHa BbL3pacT He
ca ycTaHOBeHH. JlunceaT NaHHH.

HausH Ha npuaQKeHHe

[lepopanHo nprinoKeHHE
Tenaunuu Moxe Ja ce nprueMa cbe UK 6e3 xpana. [Ipenopbusa ce npruemaHeTo Ha TenaAHUNHH C
MAaJIKO KOJHYECTBO TEYHOCT.

4.3 TIlporaBonoxa3aHuSd

- CBpBXYYBCTBUTETHOCT KbM aKTHBHHTE BELLIECTBA WM KbM HAKOE OT MMOMOUIHHTE BELUECTRA,
H3OpoeHn B TOUKa 6.1

- BTopH H TpeTH TpUMeCTLP OT OPEMEHHOCTTA (BXK. TOUKH 4.4 1 4.6)

- A rbuHH OOCTPYKTHBHU HApPYLUICHHA

- Texxo yepHoapoOHO yBpeKAaHe

- [Hox (BKIIOYMTENHO KAPAHOTreHEeH LIOK)

- Ob6CcTpyKIIMA HA H3XOAALLMA TPAKT Ha NABATA KaMepa (Hanp. BUCOKOCTENEHHA a0




- XeMoaMHAMHYHO HecTaOHNHA ChpAEYHA HEJAOCTATBYHOCT Clied OCThP MH(APKT HA MHOKapaa

- EnnospemenHara ynorpeba Ha TelaAUNHH ¢ ANUCKHPEH-ChABPXKALLH NPOAYKTH €
NPOTHUBONOKA3aHA NPH nauueHTy ¢ anabet nnu 6uOpeuHo yepexaane (GFR < 60 ml/min/1,73
m?) (Bx. Touku 4.5 u 5.1).

4.4 ChoenHaJHH OpeayNpeACHHN H NPeANRIHH MEPKH NPH ynoTpebha

HUHTecTHHANEH AHTHOEAEM

3a HHTECTHHAJICH aHI'HOEIEM ce cho0iluaBa NpH MAUKEHTH, TEKYBaHH ¢ aHrHOTEeH3uH Il penenTopHm
AHTArOHKUCTH (BXK. Touka 4.8). Tean nauueHTH UMaT KopeMHa O0/Ka, raaeHe, NOBPbLUAHE B AHApHUS.
CHUMIITTOMHTE OTIUYMSABAT CJicA NPEYCTAHOBABAHE HA AaHMHOTEH3UH Il peuenToOpHUTE AaHTATOHUCTH.
AKO ce AMarHOCTHLMPA HHTECTUHANEH aHTHOEEM, JICYEHHETO ¢ TeJIMUcapTaH TpsadBa aa ce
NpeyCTaHOBK K [1a CE 3aN0UHEe MOAXOAALL0 HabmoaeHHe N0 DTBIHOTO OTILYMABAHE HA CHMITTOMMTE,

bpeMeHHOCT

ITo Bpeme Ha OpeMeHHOCT He TpaAOBa Aa ce 3anouBa Tepanysa ¢ asrnoredsud Il peuenropuu
aHTAaroHHcTH. OCBEH KOraTro npoab/KABAHETO HA TeparnuATa ¢ aHruoTeH3un Il peuenrophy
AHTArOHHMCTH CE CMATA 34 HAJIOKHTE/THO, MALMCHTKUTE, MaHHWpallH na 3abpeMeHear, Tpabea na
NPEMHHAT Ha ANTEPHATHBHO AHTUXHMIIEPTEH3UBHO JIEYEHHE, C YCTAHOBEH Npodun Ha 6€30nacHoCT npu
ynorpeda no speMe Ha OpemeHHOCT. Ciel AMarHOCTULIMPaHe Ha OPEMEHHOCT, TEHEHHUETO ¢
aHrnoTeHsuH Il peuenTopHu aHTaroHMcTH TpaOBa aa ObAe npeycraHoBeHo He3abaBHO, U, NO
Bb3MOXHOCT, 14 C€ 3aMnO4YHEe ajITepHaTHBHA TepanuA (BX. TOUKH 4.3 1 4.6).

YepHo HO VB aHe

Ha He ce npunara TeaaunuH npy NaUMEHTH € XONECTa3a, C XIbYHH OOCTPYKTHBHH HAPYUIEHHS HITH
TEXXKO YepHOAPOOHO yBpexKaaHe (BXK To4Ka 4.3), Thif KaTO TEIMHCAPTAH CE €IMMHUHHPA Ype3
ATbuKaTa. [IpH Te3W nauMeHTH MOXXE Aa ce OMaKBa HaMalleH 4epHOApOoOEH KNHPBHC Ha TEIIMUCAPTAH.
[TonyxHBOTBHT Ha aMNIOAMIHH € YAB/DKEH H AUC CTOHHOCTH ca N0-BUCOKH NPHU TNMALIMEHTH ¢
HapyleHa yepHoapobHa dpyHkuua. He ca ycTaHOBEeHH 1030BH NPENOPHKH.

Cnenosarendo TenaunuH Tpabsa aa ce H3NOM3Ba ¢ NOBULIEHO BHHMAHWE NPU MALMEHTH C JIEKO A0
YMEPEHO YEPHOAPOOHO YBpEXKaaHe.

PeHOoBacKynapHa XUMEPTOHHS

KoraTo naukeHTH ¢ ABycTpaHHa CTeHO03a Ha ObOpeHHHTE apTepUM WK CTEHO3a HA apTepUA Ha
eMHCTBEeH (PYBKUHOHUpal ObOpek, ca ieKyBaHH C IeKapCTBEHH NMPOAYKTH, KOUTO 3a¢Arar CHCTeMara
peHHH-aHrHoTeH3HH-angocTepoH (PAAC), chbilieCTBYBA MOBHILEH PHCK OT TE€XKA XHITOTOHHUSA H
O616peuHO yBpexknaHe.

buOpeuHo yBpeXKaaHe M TpaHCIIaHTauna Ha OB0pek
Koraro TenMucapTai/aMJIOAMNKH CE H3NON3Ba 38 JICYCHUE HA NALMEHTH C HapylueHa 0u0peyuHa

(yHKUHA, C€ NPENnopbYBa NEPHOAUYHO MOHUTOPHPAHE HA CEPYMHHUTE HHBA HA KANIMH W KPEaTHHHH.
HsaMa ONUT B NPUIAraHETO Ha TEJAMHUCAPTAH/AMNOAMIHH MPH NALKUEHTH CbC CKOPOLLUHA
TpaHcrnaHTauusa Ha 61v0pek. Teamucapran 1 aMIOAMNUH HE C€ JHANH3HPAT.

BuTpechaoBa XMITOBOJIEMUS
[Ips naliueHTH, C XHNOBOJAEMHS W/ KWK M3UCPNBAHE HA HATPHA, HANPUMED NOPAAH UHTCH3UBHA

AMYPETHYHA Tepanus, HaMaleH MPUEM Ha CONMM NOPaau AueTa, AMapus WIH NMOBPbILUAHE. MOXKE /a
Bb3HUKHE CHMITTOMATHYHA XHIIOTOHHA, 0COOEHO cliell NpUiaraHe Ha MbpBaTa 033, TakvBa
CbCTOSIHMA TpAOBa Aa ObOAT NPEoAosIeHH Npeax NPIICKEHHETO Ha TeIMUCAPTAH/aMJIOIHITHH.
HenoctursT Ha HaTpUH W/HNH TeYHOCTH TPAOBa Aa ObAe KOPHIrUpaH Npeay NMPHICKEHHETO Ha
TEIMHUCAPTAH/aMJIOAHTTHH.

JBoiiHo GnokMpaHe Ha peHUH-aHTHOTEH3HH-anaocTepoHoBaTa cucteMa (PAAC)

Mma nanHM, ye enHospemeHHaTa ynorpeba Ha ACE HHXuOMTOPH, aHrnoTeH3uH ll-peuent




ABoiiHo 6nokupane Ha PAAC upes komOuHupaHara ynorpeba Ha ACE nnxuburopu, aHrnoreHsuH li-
peuenTopHHy 6/10kepy UMK aUCKUpPEH (BXK. TOYkH 4.5 1 5.1).

AKO ce NpeucHH, Ye TepanuaTa ¢ ABoitHO OokupaHe € abconTHO HeoOXoaHMa, ToBa TpaOBa Aa
CTaBa caMo Noa HabMIOAEHUETO HA CIELHANHUCT K NPH YE€CTO BHUMATEITHO MOHHTOPHpPAaHE Ha
O0bOpeynaTa PyHKUHSA, EJICKTPOJMTHTE M KPLBHOTO HaJIAraHe.

ACE uuxubutopH u anrnorensut ll-penenropun 6nokepu He TpabBa 1a ce H3NOA3BAT €JHOBPEMEHHO
MpH NauHeHTH ¢ a4abeTHa HedponaTus.

EQ! I'd CbCTOAHHA ChC CTHMVYIAUA HA CHCTEMATAa PCHHH-aAHTHOTCH3HH-aNA0CTCPDOH

[py naUHEHTHTE, YUUTO CHIOB TOHYC H OBOpeuHa PyHKLUMA ca B 3aBUCMMOCT Hail-Beue OT AeiHOCTTa
Ha PEHUH-aHIMOTEH3HH-AJOCTEPOHHATA CHCTEMA (HAMP. MALUEHTH C TEXKKA KOHICCTHBHA ChpACYHA
HEIOCTATBYHOCT WIIH OCHOBHO OBbOpeuHo 3abonsaBaHe, BKIIOYHTENHO CTEHO3a Ha ObOpeuHuTe
apTepHH), NEYEHHUETO C JIEKAPCTBEHH NPOJYKTH, NOBIHABALIH TA3H CHCTEMA, KATO TEIMUCAPTaH, C€
CBbP3BAa C OCTPa XHHOTOHHSA, XHNEPA3OTEMHUS, OAHTYPHA, WIH PAAKO ¢ TEKKO O60peuHo yBpexkaaHe
(BX. TOuKa 4.8).

[TopBHYEH ANAOCTEPOHHIBM

[TauneHTHTE ¢ NBPBUYEH ANAOCCTEPOHUIBM B O0LIHA ciyuaild HE ce MOBIUABAT OT
AHTHXHIMEPTEHIUBHUTE JIEKAPCTBEHHU MPOAYKTH, RCHCTBALLM Upe3 HHXHOHpaHE Ha peHHH-
aHrBoTEeH3HHOBaTa cuctema. [lopanu ToBa, ynorpedbara Ha TeMHCapTaH He C€ MPEenopbUBa.

Creno3a Ha aopTHATA M MHTpANHATA Kiana, 0OCTPYKTHBHA XHIIEPTPO(HUHA KADIHOMHONATHS
Kakro npu apyryre ¢hbAOpasINpABaLLY CPEACTRA, CNELMANHO BHUMaHHE ce 0Ophilla HA MALMEHTHTE,
CTpajalild OT CTEHO3a HAa aOpTHaTa H MMTPA/THaTa KJ1ana, Wi oOCTPYKTHBHA XHNEpTpodHUuHa
KapAHOMMONATHA.

CobpiieyHa HEAOCTATHYHOCT

[TalHeHTHTE CBC CHPASHHA HEAOCTATHYHOCT TPAOBA Aa OBIAT JIEKYBaHH ¢ MOBHIIIEHO BHHMaHUE. B
ABIrOCpoUYeHo, Mnauecdo-KOHTPONIMPAaHO NPOYYBAHE (IPH NMALMEHTH C TEXKa ChpAcYHa
HepocraThuHOCT (NYHA knac 1l u IV) otuereHara 4ecrora Ha GenoapobeH OTOk € no-Bucoka B
aMJIOAMNHKH JIEKYBaHaTa Ipyna, OTKOJIKOTO B rpynara Ha ruianebo (Bx. Touka 5.1). baokepu Ha
KATI{MEBHTE KAHAITH, BKJIIOUHTENHO aMIOOUINKH, TPAOBa Aa C€ H3NOA3BAT C MOBUILECHO BHAMAHHE TTPH
NAaLUEHTH ChC 3aCTOMHA CBPAEYHA HEJOCTATHLYHOCT, ThH KATO T€ MOIaT Ja YBEIWUYAT PUCKA OT
Obaelii ChLPACYHOCHAOBH CHOUTHSA K CMBPTHOCT.

[NaimeHTH ¢ AHa0ET, NEKYBAHU ¢ HHCYJIMH MJIKW NpOTHBOAHAOETHH CpeacTea
[Tpu neuenHe ¢ TenMHUCapTaH, NMPH TE3H MALKEHTH MOXE Ja Bb3HHKHE XHIMOTINKEMHA. 3aTOBa NpH

TE3H fIALIMEHTH € HGOﬁKOﬂHMO da CC 060’]:-.[[“ CBOTBCTHO NPOCJICAABAHEC HAa HHBOTO Ha I'/TIOKO3a B
KPbBTA H MOXKE [id CC HANOKH KOPUI'HPAHE Ha 003aTa HHCYJINMH H/TH ﬂHTHﬂHHGCT HO CPpCACTBO, KOraTo €
MOKa3aHo.

XHnepKanueMHus
Ynorpe6ara Ha TeKAPCTBEHH NPOAYKTH, KOHTO NMOBJIMABAT PCHHH-AHTMOTEH3HH-AJIA0CTEPOHHATA

CHCTCMA, MOXC Ja MTPDHYHHH XHIICPDKA/INCMHA.

[1pu naiMeHTH B CTapyecKa Bb3pacT, NaUMeHTH ¢ 0s0peuHO yBpexnaHe, nauueHT ¢ guader,
NalWeHTH Ha ChITHbTCTBALLA TEPANMA C JCKAPCTBEHH NPOAYKTH, KOUTO MOraT Aa NoBULIAT
KOHLEHTPALUUATA HA KANTHH, W/HIH NPH NALMUEHTH ¢ APYTH CHITbTCTBALUM ChbCTOAHUA,
XHNEPKAIIMEMHATA MOXKE 13 MPHYHHU CMbPT.

[Ipenn na ce B3eme peleHHe 38 €AHOBPEMEHHO NMPWIOKEHHE HA JICKAPCTBEHH MPOAYKTH, KOUTO
MOBJHABAT CHCTEMATA PEHHH-AHTMOTEH3HH-A1I0CTEPOH, TPAOBA Oa ce NpeleHH CbOTHOLLIEHHETO
noa3a/pHck.
OcHOBHUTE pHCKOBH (DakTOpH 3a Bb3HUKBAHE HA XUIIEPKATHEMHA, KOUTO TpabBa na ce B3eM
BHHMAHHE ca:

- 3axapeH nuaber, 0vOpeuHo yBpexaane, Bu3pact (>70 roauHn)




- KOMOMHAUKA ¢ €AMH UH NOBEUYE NEKAPCTBEHH NPOSYKTH, KOMTO TNOB/IMABAT CUCTEMATa PEHHUH-
AHMHOTEH3UH-A/1IOCTEPOH W/HUNH ChAbLPKALIM KAaTHH XpaHuTeHH 100aBkH. JlekapcTBeHHTE
MPOAYKTH UK TEPANeBTUHHUTE rPyNH, KOUTO MOraT Ja NPEAH3UBHKAT XHNECPKATHEMHA ca
3aMECTHUTEJIM Ha COJITA, ChAbPKALUM KAUTHH, KATHH-CbXpaHABaluH AKypeTHur, ACE
HHXHOHTOPH, aHrHOTEH3HH Il peuenTopHHd aHTArOHUCTH, HECTEPOUIHH NPOTHBOBBLINAIUTENHH
cpenctea (HCIIBC, skntountenHo cenekTupHuTe COX-2-HHXHOUTOPH), XENapHH,
MMYHOCYNPECOPH (UMKIOCMOPHH WK TAKPOIUMYC) H TPHMETOMNPHM.

- CBNBTCTBALUH CHOUTHA, B YACTHOCT ACXHAPATALHA, OCTPA ChPACHHA ACKOMIMEHCALINA,
MeTabDOJINTHA alKa034a, BioLiaBaHe Ha ObrOpeuHaTa QyHKLMA, BHE3AMHO BIOLIABAHE HA
ChCTOAHHETO Ha ObOpeLUTe (Hanp. HHOEKUMO3HH 3a00NABaAHKMA), KIIEThYHA NK3a (Hanp. ocTpa
HCXEMHS Ha KpaiHuK, pabaoMuonnsa, ronsma TpasMa).

HeoGxoauMo € aa ce NpoBexKaa BHUMATETHO MOHHTOPHPAHE Ha CEPYMHHTE HUBA HA KAIKA MPHU TE3H
nauMeHTH (BK. Touka 4.3).

ETHHYECKH pa3znuyns

Kakro e HaOnoAaBaHO NPH HHXHOUTOPHUTE HA AHTMOTEH3UH-KOHBEPTHPALIIMA SH3HM, TEJIMHUCAPTAH H
APYTUTE aHrHoTeH3MH [l pellenTOpHH aHTarOHMUCTH Ca OYEBHAHO NO-MANIKO €(PEKTHBHH NPH
MOHWXKABAHE HA KPBLBHOTO HAJAraHE MPH XOpa OT YEpPHaTa paca, OTKOJKOTO MPH APYTHTE PacH,
BEPOATHO NOPAAH MO-4YE€CTO OTYETEHOTO HUCKO HUBO HA PEHMH B NOMYAaLMsATa HA XHIICPTOHHULH OT
YepHAaTa paca.

ﬂp_‘t‘ '

Kakro npu Apyryd aHTHXHIMIEPTEH3WBHH areHTH, NPEKOMEPHOTO NOHMWKEHUE HA KPbBHOTO HAIAraHE
NPY NalKHEeHTH C HCXEMHYHA KapAHOMHOMATHA HIH UCXEMUYHO ChbPACYHOCHIOBO 3a00/1ABaHE MOXKE Aa
noBeae A0 HH(PApPKT HA MHOKApa WM KHCYIIT.

bezonacHocTTa H €(pHKACHOCTTA Ha AMJIOAHITHH NPH XHNEPTOHUYHA KPU3a HE € YCTAHOBEHA.

B cTapuecka Bb3pacT yBEJMHABAHETO HA A03aTa TPAOBA [a Ce H3BLPLUBA C NOBUIIICHO BHUMAHUE (BXK.
TOUKH 4.2 H 5.2).

Hampuii
Tosa nekapcTBo ChAbpXka NOo-manko or | mmol Hatpui# (23 mg) Ha Tabnerka, T.€. MOXKE Aa ce KaKe,

Yye NpakTHUYECKH HE CHABPIKa HATPHHA.
4.5 BiaaMopaelicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH ¥ APYrH GOpMHE HA BIAHMOACHCTBHE

Biaumoldeuicmeus, cebp3anu ¢ meamucapman

JAUrokcHH

Korato TenmucapraH ce npriara eJHOBpEMEHHO C AUTOKCHH ce Hab/ioaaBa MOBHILIABAHE HA
MeaHaHaTa Ha rukoBaTa (49 %) 1 Hall-HucKaTa rutazMeHa koHueHTpauus (20 %) na aurokcu. Koraro
Ce 3aroyBa, KOpUrupa ce 103aTa WM Ce NpeKpaTaBa TeJIMUcapTaH, Tpadea aa ce HabnoaaBatT HUBATA
Ha AWrNOKCHH, 3a Ja CC MOAABPXKAT B TEPANeBTHYHUA HHTCPBAJ.

Kakro 1 npy Apyry nekapcTeeHu NpOoAYKTH, MOBAHUABAILH PEHHH-GHI'HOTEH3HH-aJIIOCTEPOH,
TEJIMHCAPTAH MOXE Ja NPeAU3BHKa XHNEPKATHeMHs (BxK. Touka 4.4). PUCKbLT MOKe /1a C€ YBEITHYH B
cIy4daii Ha KOMOMHHPAHO leYeHHE ¢ APYIrH JEKAPCTBEHH NPOAYKTH, KOUTO MOTaT Aa MIPpeAU3BHKAT
XHNEePKANTHEMHA (COJIEBH 3AMECTHTENH, ChAbPXKALUM KAUTHH, KATHR-CbXpaHABALUM IHYPETHUH,
UHXHOUTOPH, aHTHOTER3UH ] peuenTOpHHA aHTarOHKUCTH, HECTEPOHIHH NTPOTHBOBB3TIAIUTE
nekapcteeHd npoaoyktd (HCTIBC, exatountenno cenekruBun COX -2 yuxuburopn), xena
HMYHOCYNPECOPH (LLUKAOCNIOPHH KWK TAKPOJIHMYC)) H TPUMETOIIPHM.
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B13HMKBAHETO HA XMIICPKAJIHEMHSA 3aBUCH OT CBBP3AHHTE ¢ TOBA PUCKOBH (PAKTOPH. PUCKDLT ce
yBEJMYaRa NPH MNo-rope CHOMEHAaTHTE TepaneBTHYHH KOMOUHALUMH. PUCKBT € 0cODEHO BHCOK B
KOMOMHALINA ¢ KATUH-ChXPAHABALIM AMYPETULIM U KOFaTO ce KOMOHHHpA CBC COIEBH 3aMECTHUTEIH,
CbhAbpKALUM Kanuit. A ripu komOuHauug ¢ ACE nuxuburopu win HCTIBC, pucksT € no-Mansk, npu

YCNOBHE, HE CTPHKTHO CC CNia3Bar npcaAnaidid MCpKH IpH }’HOTPQGH.

He ca ycTaHOBEHH 83aMMOACHCTBUA MEXKIY ABATA KOMIMOHEHTA Ha Ta3H PUKCHpaHa KOMOMHALUA MO
BpeMe Ha KITHHHYHHTE H3MHTBAHHA.

He ce npenopvusa convmcemeawa ynompeba

Kanunii-cbxpaHaBaiiy JUYPETHLM WK ChAbPHKALIN KAJIMA XPAHUTENHH J00aBKH

AnrvoreuanH Il peLenTopHHTE aHTArOHUCTH, KAKBBTO € TENMUCAPTaH, HAMAIABAT 3arybara Ha KajuH,
NPUAN3BHKAHA OT AWYpeTHLUHTe. Kaani-ChXpaHaBallHTe AUYPETHLIH KATO CIMPHHOIAKTOH,
€IUIEPEHOH, TPHAMTEPEH, WM aMWJIOPH, CBAbPKALUMTE KaJIMA XPAHWUTETHU NO0OABKH, HIH
ChABLPKALUMTE KAUTHH 3aMECTUTENH Ha CONTa, MOraT Aa AOBEAAT A0 3HAYHUTENIHO MOBUILICHHE Ha
CepyYMHMS KaHii. AKO € nokasaHa eJHOBpEMEHHA ynorpeda, nopagy JOKyMEHTHPAHA XMINOKAHEMHS,
€ HeeOXOAUMO NNIEKAPCTBEHHTE NPOAYKTH Aa ObAaT H3MOA3BAHH C NOBHILIEHO BHHMAHHE, H C
NOCTOAHHO MOHUTOPUPAHE HA CCPYMHUTE KOHLICHTPALIMM HA KA/IMA.

JIumnii

CoobluagaHH ca ciiyyan Ha oOpaTHMH MOBHILUEHHA B CEPYMHUTE KOHLIEHTPALIMM HA IUTHA H
TOKCHYHOCT, NPH €AHOBPEMCHHO NPHJIOKEHHE Ha TUTHHA ¥ HHXUOATOPH HA AHFHOTEH3UH
KOHBEPTHpaLLHA €H3HM, KAKTO H ¢ AHF'MOTEH3HH I peuenToOpHH aHTArOHHCTH, BKIKOYHTEAHO
TeaMucapradH. AKo kOMOHHHMpaHaTra ynotpeda ce okake HeoOX0AHuMa, € NPEeNOPbUNTEIICH BHUMATEIICH
MOHHTOPHHI Ha CEPYMHHUTE HHUBA HA JIMTHA.

Convmcemeawia ynompeba, uzuCKeauja NOSUILEHO BHUMAHUE

Hecrepouanu npotusopbinanurenyy cpencraa (HCTIBC)

HCIIBC (1.€. aueTmiicanMuunoBa KHCEIHHA B NIPOTHBOBBLINAMUTENHH 0034, COX-2-uHxudburopu, 4
HecenekTusHH HCITIBC) MoraTt aa HaManaT aHTHXHINIEPTEH3UBHHA ePeKT HaaHrHOTEeH3uUH I
pPeLEeNTOPHUTE AHTATOHHCTH.

[Ipy HAKOM NMaUKEHTH ¢ HapylueHa 6b0peyHa QyHKUMA (HANp. MALMEHTH C AeXHIpaTalMA WK
MAaUMEHTH B CTAPUYECKA BB3PACT ¢ HapylieHa 6b0peuHa dyHKLUA), SAHOBPEMEHHOTO NPUIIaraHe Ha
aHrHoTeH3uH Il peuenTopHM aHTarOHKUCTH K IEKAPCTBEHU CPEACTBR, KOUTO HHXHOHpAT LHKII0-
OKCHIeHa3aTa, MOXKE [a MMa KaTO pe3yJITaT NO-HaTATLLIHO BAOWAaBaHe Ha ObOpeuHaTa QyHKuuA,
BKJIIOMHTEAHO Bb3MOXKHO TEXKO Ob0peuHo yBpexaane, KoeTo OOHKHOBEHO € 0OpaTHMO. 3aTOBa,
xkoMOnHanuara Tpabpa na 6bae npunaraHa ¢ NOBHILEHO BHHMaHHE, 0cObeHO NpH NalMEHTH B
crapuecka Bb3pacT. [lauueHture Tpsadra Aa ObAaT aAEKBATHO XHAPATMPAHH, KATO N0/ BHHMaHHE
TpaOBa na ce B3eMe M NpocaeasBaHeTo HA 6L0peuHaTa PyHKUMS ¢l1e 3anOYBaHE HA CHITETCTBALLATA
Tepanus 4 NepuoaAHYHO CICH TOBA.

Pamurnpui

B eaHo npoyuBaHe, eIHOBPEMEHHOTO MPUIATaHe Ha TEJIMHCAPTAH KU pPaAMHUIIPW € A0BENio 40 2,5
KkpaTtHO nosHuieHHe B AUCo24 H Crax Ha pamMunpun v pamunpuiat. KnMHuuHaTa 3HaYMMOCT Ha TOBA
HaONMneHye e HeU3BeCTHA.

Ouypetvuy (THazuaHu Hin SPUMKOBY JHYDETHLH)

[IpeauiecTsailio Ne4eHHE C BUCOKH 034 AMYPETHLM KaTo Qypo3emMua (OpuMKOB uuype(




XHAPOXJOPOTHA3HA (THA3HAEH AWYPETHK) MOXKE [1a AOBENE 1O NOABATA HA XUMOBOJAEMHA U PUCK OT
Bb3HHKBAHE Ha XYMOTOHWA MPH 3arO4BaHE HA NeUeHue C TEIMUCAPTAaH.

Coenvmcmeawja ynompeba, koamo mpabea 0a ce uMa npeosuo

Hpyry aHTHXHIIEPTEHIUBHH ICKADCTBEHH NPOAYKTH

[ToHKABALLMAT KPbBHOTO HaisraHe edekr Ha TeTMHcapTaH MOXe Aa Obae 3ackieH NpHy ChITETCTRALLA
ynorpeda Ha APYTH AHTHXHIIEPTECH3UBHY JICKAPCTBEHH NPOAYKTH.

JIaHHH OT KIHHHAYHH NPOYYBAHHUSA MOKA3BAT, Y€ ABOHHOTO OIOKMpaHE HA CHCTEMATa PEHHH -
aHrnotensuH angocrepoH (PAAC) upes komOuuupanara ynorpeba Ha ACE HHXUOHTOPH,
aHrHOTEH3uH [I-peLenTopHH OIOKEPH WIH ATHCKHPEH CE€ CBBP3BA C MTO-BUCOKA YECTOTA HA HEXKENaHH
CHOUTHA, KATO HANPUMEP XHIMOTOHHUS, XHIIEPKATHEMHA U HaMansBaHe Ha OLOpeuHaTa PyHKups
(BKITIOYHTENHO TeXKO 6L0peuHo yBpexaane), B cpasHeHHe ¢ ynorpebara camo Ha eaHO CpeacTBo,
neiicrpailo BbpXy PAAC (Bxk. Touku 4.3, 4.4 1 5.1).

C ornen Ha papmMakoNOrH4HHTE UM CBOMCTBA, MOXKE Aa C€ OUYAKBA, Y€ C/ICHHTE JICKAPCTBEHH TPOIYKTH
MOTaT Aa 3aCWIAT XHNOTOHHYHUTE €(PEKTH HA BCHYKH aHTHXHIEPTEH3HBHHU CPEACTBA, BKIOUNTEIHO TO3H
NIEKAPCTBEH NPOAYKT, HaMp. baknodeH, aMUGOCTHH, HEBPOMEITTHLM WM aHTHAeNpecaHTH, ChLIo Taka,
OPTOCTATHYHATA XMIIOTOHUA MOXKE Aa Obae 3acHicHa H OT aATKOXOUL.

KopTukocTeporaH (3a CHCTEMHO MIPHIOKEHHE)

HamangaBaHe Ha aHTHXHNEPTEH3HBHHA €(EKT.

B3aumooeticmaun, cebp3anu ¢ aMaoounuy

Edpexmu na opyzu nexapcmeernu npodyxmu 6vpxy amaoounux

Huxuburopu Ha CYP3A4

EnnospemenHaTa ynotpeda Ha aMIogunHH ¢ MowHK uny ymepeHd CYP3 A4 unxuburopu (nporteasuu
MHXHOXTOPH, A30N10BH AHTUMHKOTHLIH, MAKPOJIHAHA KATO CPHTPOMHLIMH WIH KJIApHTPOMHLIUH,
BepanaMiwl Wid JHITHAZEM ), MOXKe [a LOBeAe N0 3HAYUTEJIHO YBENHYEHHE HA eKCNO3KHIIHATA Ha
aMJIOAHIKH, BOAELUO A0 MOBHLUEH PUCK OT XHMNepToHHA. KnuHHYHHTE npoasH Ha Te3n DK npoMeHH
Morar aa Obaart no-w3ipa3eHd NpM NMalHeHTH B HanpeaHana Bb3pact. Moxke aa ce HaNoXKH KIHHHYHO
HaOMOOEeHHE H KOpUTHpPAaHe Ha fo3ara.

Unnykropu Ha CYP3A4

Hpu exHoBpEMEHHO NPHIOKEHHUE HA H3BECTHH HHAYKTOPH Ha CYP3 A4 nnasMeHaTa KOHUEHTpAUKA Ha
aMJTOMIMHUH MOXKe Ja Bapupa. Ilopaan ToBa KpBBHOTO HansAraHe TpadBa Aa ce npociaensasa U 1a ce
obMucIn aganTHpaHe Ha J03aTa KakTo [0 BpeMe, TaKa W ciie]l eAHOBpEMEHEH NpHeM, 0COOEHO ChC
cuwiid CYP3 A4 unaykropu (Hanp. pudaMnuimH, }KbJAT KAHTAPUOH).

[peiindpyT ¥ cok ot rpedndpyT
He ce npenopbusa ynotpedaTa Ha rpeiindpyT U COK OT rpendpyT, Thit KaTO NPU HAKOH NMALUHEHTH
OHOHANHUHOCTTA MOJXKE Ja Ce MMOBMLIK K 1a A0BEAC A0 3aCH/IBAHE Ha AHTHXHIIPETCHIUBHUTE e(eKTH,

JaHTtponer (MHQy3Ha)

[Ip1 )KHBOTHM Ca HAZMIOJABAHH JICTATHO KAMEPHO MBXKAEHE H ChPACUHOCHAOB KOJANC BBB BPb3Ka C
XHOEPKANHEMHUS ClieN TIPUNoKEHHE Ha Bepanamuil H HHTpaBeHO3eH JaHtpoieH. [lopagu puck or
XHNEPKANHEMHUA, CE NIPENOPBUBA, Ja C& U3OArBA €NHOBPEMEHHOTO NPHIOKEHUE ¢ ONOKepH Ha """“*\Q\
KAJILUHEBHTE KaAHA/IH, KAaTO aMJIOAMINHH NPH NaLlUeHTH, NPeapasnoNioKEHU KbM MATUIHEHA m
XANCPTEPMHUA H NPH OBNAAABAHE HA MAJIHTHEHA XHINIEPTEPMHA.,

Egexmu na avnoounun evpxy opyzu aexapcmeeHu npooykmu




IIpyry aHTUXMNEPTEH3UBHH NEKAPCTBEHH NPOAYKTH
[ToHKKaBaLHTe KPbLBHOTO HANAraHe e(peKTH Ha aMAOAKNHH Ce 100aBAT KbM NOHWKABALIMTE

KPBBHOTO HanaraHe eQeKTH Ha JIPYTH JIEKAPCTBEHU NTPOAYKTH C aHTHXHIIEPTEH3NBHH CBOHCTBA.

Takponumyc

MMa pHCK OT YBE/IHUYEHHE HA HUBATA HA TAKPOJIOMYC B KPbBTA NPH €JHOBPEMEHHO MPHIIOXKEHHE C
aMJIOLMIIHH, BbIIPEKH Ye (apMAKOKMHETHUHHST MEXAHH3IBM Ha TOBA B3aUMOJEHCTBHE HE € HAMBIHO
H3ACHeH. 3a Ja ce u3berHe TOKCUMHOCT Ha TaKPOIUMYC, B Ciy4al Ha €AHOBPEMEHHO MPUIIOKEHHE Ha
aAMIIOJMMNHH MPH MAaUKHEHT, JIEKYBaH ¢ TAKPOIIMMYC, € HEOOXOAUMO MOHUTOPUPAHE HA HUBATA Ha
TaKPOJMHUMYC B KPbBTa H CbOTBETHO KOPHUIMPAaHE Ha 103aTa TaKPOIHUMYC NPH HEOOXOAHMOCT.

Mpuuensu 3a panamMmuund (mTOR) nHxuburopn

mTOR HHXHOUTOPH KaTO CHPOJIUMYC, TEMCHPOITHMYC H eBeponuMyc ca cyocTpatu Ha CYP3A.
Amnoaunul e cnabd uuxubutop Ha CYP3A. [Ipu eanospemennara ynorpeba Ha mTOR uuxuburopw,
aMJIOJUNHH MOXeE Aa yeenuyy ekcnosuuusata Ha mTOR unxuduropure.

LivknocnopuH

He ca nporexxaaHH NpOy4YBaHHUA 33 B3AHMOACHCTBHE MEXAY UMKITOCMOPHH H aMJIOAUINUH NPH 34PABH
ROOpOBONLM W IPYrH MOMYJAUWH, C HIKTIOYEHHE Ha NaliMeHTUTe ¢ 0LOpeyYHa TpaHcnaHTaLus, nNpy
KouTO € HabnoaaBaHo NpoOMAHATA Ha Hali-HHCKATa KOHUEHTPaLHA Ha LIMKIIOCMIOpHH a ce NOBHUILaBa
(cpeano 0-40%). CneaBa na ce yma npeaBHA MOHUTOPKpAHE Ha HUBATA HAa LIMKJIOCTIOPHH NpPH
naiHeHTHTE ¢ 6BOpeyHa TpaHCIIaHTALMA, JIEKYBAHH C aMJIOJHITHH, KAKTO H CbOTBETHO HAMAIABAHE
Ha J03aTa MKIOCTIOPHH MPH HEOOXOAHMOCT.

CuMBacTaTHH

EnnoBpeMEHHOTO NPUNAraHe Ha MHOTOKPATHHU Ao3d oT 10 mg amnoaunuH ¢ 103 ot 80 mg
CHMBACTATHH BOAM A0 77% yBenuueHHe Ha eKCro3MLMATA Ha CHMBACTATHH B CpaBHEHHE CBHC
CAMOCTOATENHOTO NMPUNOKEHHE HA CHMBAcTaTHH. Jo3ara Ha CHMBACTATHH NPH NALWEHTH, KOUTO
MpUEMAT aMIOAMNHH, TpA0Ba fa ce orpaHuud no 20 mg AHEBHO.

[1o BpeMe Ha KIHHHYHHTE U3NKUTBAHHA 34 OUEHKA HA B3aUMOACHCTBUATA, AMITOAUIMUH HE € MOBIMAN
(hapMaKOKMHETHKATA Ha ATOPBACTATHH, JUIOKCHH WK Bap(apHH.

4.6 PepTHIAHTET, (PEMECHHOCT H KbpPMEHE
bpeMeHHOCT

He ce npenopbuBa ynorpebara Ha Tenaunuu rno epeMe Ha ITbPBHA TPUMECTbP Ha OpeMeHHOoCTTa (BXK.
TouKa 4.4).

TenaunuH € NpoTHBONOKA3aH M0 BpeME Ha BTOPHA H TPETHA TPHUMECTLP Ha OpeMEHHOCTTa, NOpany
TE/IMMCAPTAHOBATA KOMITOHEHTA (BK. TOUYKH 4.3 U 4.4).

TenMucapraH
HaMa nocTaTbuHO AaHHH 3a ynoTpebaTa Ha TeaMUcapTaH npu 6peMeHnn keHu. [lpoyusanusra ¢
TEJIMHCAPTAaH NPH KMBOTHH Ca NOKA3a/1H HAIHYHE HA PenpOXYKTHBHA TOKCHYHOCT (BX. TOUKa 3.3).

EnuaeMHONOrHUHUTE JAHHH 33 PHCKA OT TepaTOoreHHocT cnen ekcnoznums Ha ACE waxuburopu npes
MLPBHUA TPHMECTBP Ha OpeMeHHoCTTa He ca yOoeanTennu. Bee nak, He MoXke a ce H3KTouH
MNOBHUILICHWE HA pUCKa. JloKaTO NTHMNCBAT NAHHH OT KOHTPOJHPAHO ENMHASMHONIOTMYHO H3C/IEIBAHE 38
pUCKa OT ACHCTBHETO HA AHTHOTEH3UH ]l peuenToOpHK aHTArOHHCTH, 33 TO3H Kiiac IEKApCTBEHH
[IPOAYKTH TAKHBA PHCKOBE BUHAru MOXxe 1a uMa. OCBEH KOTaTo NPOALIDKHTENHOTO JICHEHUE

nokaszana 6ezonacHocT 3a OpeMeHHH. KoraTo ce ycTaHOBM OPEMEHHOCT, ICUCHHETO c
aHruoteH3rH Il peuenTopHy aHTaroHUCTH TpAOBa 1a ObAE NpeycTaHOBEHO HE3abAaBHO H,




BBL3IMOXKHO, a C€ 3aMNouHE aJITCPHATHHO JICHUCHHC.

HU3BecTHO e, Y€ eKCMO3ULMATA Ha aHIFHOTeH3HWH Il peuenTOpHM aHTarOHMCTH MO BPEME Ha BTOPHUS U
TpeTHs TPUMECTPH, HHAYUUPpaA PEeTOTOKCHUHOCT (oHHxeHa Ob6peuHa yHKUNA, OTHIOXHAPAMHHOH,
3a0aBsgHe OcHPHKALMATA HA YEPENA) H HEOHATANTHA TOKCHYHOCT (OBOpevHO yBpexKaaHe, XUITOTOHHA,
XHNepKaaTueMHs) (BXx. Touka 5.3).

[Tpy ekcno3uUKMA HA AHTHOTEeH3UH Il pelenTOpHH aHTArOHUCTH MO BPpEME Ha BTOPHA TPHUMECTLP Ha
OpeMEHHOCTTA, C€ NPENOPbYBA W3BBLPLIBAHE HA YATPa3BYKOB nperniel Ha 6n0peunara dykums U
yepena.

KnpMadeTaTa, YHHTO MAiKH Ca ca npuemany aHrnoteHsuH Il penenropuu aHtaroHMcTH Tpabsa na
O6bpat HabnoaaBaHH 3a MOoARAa HA XHIMOTOHHA (BHKTE TOUKH 4.3 n 4.4),

Amaoounun
Be3onacHocTTa Ha aMAOAHIIHH NO BpeMe Ha OpeMEHHOCT He € YCTAHOBEHA.
I1ps npoyuBaHHUs BLPXY KMBOTHHU € HaONioAaBaHa pENpOJyKTHBHA TOKCHYHOCT NPH BUCOKH A034 (BX.

TOYKA 35.3).

KbpmMmene
Ynorpebara Ha TenaynuH He ce npenopbUBa M € HEOOXOAUMO Aa C€ MPUCTBNH KbM AITEPHATHBHO
NeYeHHe ¢ JoKa3aHa 0e30MacHOCT Mo BpeMe Ha KbpMEHE, 0CoO€HO KoraTo c€ KbpMH HOBOPOAEHO

WM HEAOHOCeHO 6ele.

Hama HanuuHa uHGOpMaUHs OTHOCHO ynoTtpebara Ha TeIMUCAPTaH NO BpEME Ha KbPMEHE.
AMIOJIHIHH CE€ EKCKpPEeTUpa B KbpMata npu xopa. YacTtra oT Ao3aTa 3a MalkaTa, NoJy4YeHa ot
KbpPMAaueTO, € H3YHC/ICHA C MHTEPKBAPTHIEH auana3oH 3-7%, makcumyM 15%. EdexrosT Ha

AMJIOAMIIHH BbpPXY KbpMAaucTaTa € HCH3IBCCTCH.

DepTUAMTET

Teamucapman
B npeAKIHMHAYHY NPOYUYBAHKA HE ca HabNoJaBaHH €PEKTH Ha TEIMHCAPTAH BHPXY MBXKKHA H

KEHCKHA QepTUINTET.

AMmnoounun
O6paTHMu OHOXMMHYHH MPOMEHH B IMAaBHYKATA HA CNEPMATO3OMIHTE ca OWNH NOKNAaABAHH NpH
HAKOH MAalLHEeHTH, IeKXYBaHH ¢ ONOKEPH Ha KanuMeBHUTe KaHanH. KNMHHYHHTE JaHHM ca HeAOCTAThYHH

110 OTHOLISHHE HA MOTCHIHANHKUS €QEKT Ha aMIOAMNHH BBPXY pepTriuTeTa. B e1HO npoyuBaHe npH
[UTBXOBE, Ca JOKIaaBaHU HeOnaronpuaTHH edeKTH BLPXY MbKKHA deprunuTter (BXK. TOHKA 5.3).

4.7 EdexkTH Bopxy cnocobrocTTa 32 modprpane H padoTa ¢ MAIIHKHA

Tenpunns cnabo wan yMepeHo noBnusBa BbPXY CIOCOOHOCTTA 3a wodupaHe u pabora ¢ MallIHHM.
[Tpn wodupaHe unu padbora ¢ MaLLIMHU TPAOBA Na ce B3EME ITPEIBU/L, Y€ BHEHE Ha CBAT WM
CBHIHMBOCT NOHAKOra MOXKE 1a Bb3HUKHE NPH aHTHXHUINIEPTEH3IUBHA Tepanus, KaTo HallpuMmep
TenaunuH. AKO NALIMEHTHTE, NMPHEMALIH aMIOJUITHH CTPAaaT OT CBETORBPTEK, riiaBobonue, ymopa
WK rajieHe ¢cnocoOHOCTTA 3a pearupaHe Moxke na 6bae HapyweHa. [IpenopbsuBa ce NOBKLIEHO
BHUMaHHE, 0COOECHO B HAYANIOTO HA JICYEHHETO.

4.8 HexelaHH 1eKAPCTBEHH PeAKIHH

O60561eHKe Ha npoduaa Ha Be3zonacHoCT

Teamucapman S N
CepHO3HHTE HEXKENAHH NEKAPCTBEHH peakLuy BKIIOYBAT aHaPHWIAKTUYHM PeakLiMy U aHTHOoeH M,:
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OGwAaTa YeCTOTa Ha HeXEeNaHU NeKAPCTBEHHU PEaKUHH, ChOOLLEHH NpH yNoTpeda Ha TENMUCApTaH €
cpaBuuMa ¢ mnauedo (41,4% cpeuy 43,9%) B KOHTPOIMPAHH NPOYYBAHHSA NPH MALMUEHTH, JIEKYBaHH
33 XUNEPTOHHA. CydanuTe ¢ NPOABEHH HEXKECIAHUTE PeakliiK He Ca CRBbP3aHH C [103aTa U He NoKa3BaT
3aBHCHMOCT OT 1012, Bb3pacTTa WK pacaTta Ha nauueHTuTe. [Ipo¢unbt Ha Be3onacHOCT Ha
TEIMHCAPTAH MPH NaUKHeHTH, JIEKYBaHH 33 HAMANABaHE Ha ChPAEYHOCHAOBATA 3aboneBaeMocCT ¢
CXO/IEH C TO3H NPH NMALUKECHTH ¢ XUNEPTOHMUSL.

HesxenaHuTe peakuuu, M30poeHH No-a0J1y, OTpa3saBaT Pe3yJITATHTE OT KOHTPOMUPAHH KITUHUYHHU
NPOYYBAHMA NMPHU NALMEHTH, NEKYBaHH 32 XHIIEPTOHUA M OT NOCT-MAPKETHHIOBH AOKIAIH.
HabposBaHeTO OTUHTA U HACTBINWIK CEPHO3HH HEXEAHH pEaKLMH U HEXKEJIAHW PeakLIuy, BOAEUIN 10
NPEKBCBAHE HA JIEYEHHETO, JOKIAABAHH MPHU TPH ABANOCPOYHH KIMHHYHH NMPOYYBAHHA, BKIIOYBALIM
21 642 mauMeHTH, NeKyBaHH ¢ TENIMUCAPTAH 32 HAMaJIABaHe Ha CbpACYHOCHAOBaTA 3a00NIEBAEMOCT 34

NEPUOA 40 WECT FOAVHH.

AMIOOMNHH
Haii-uecTo cboOLIABAHUTE HEKENAHH PEAKLIMH MO BPEME HA JICYEHHETO ca CbHJIMBOCT, BUEHE HA CBAT,

rnasoboiHe, chpledMeHe, 3auepBaBate, 601kH B KOpema, rajieHe, NoAyBaHe Ha rNie3eHUTE, OTOK U
yMopa.

CnHUChK HA HEXENAHWTE IEKAPCTBEHH peakunu noa ¢opmara Ha Tabnaunua.
Hexenaunre peakuyu ca onpeaesieHk CHOPE] YeCTOTaTa Ha Bb3HHKBAHE, ChINAaCHO C/ICAHATA

Knacupukauusa: MHoro yectd (>1/10); yectv (=1/100 pno <1/10); newectn (=1/1 000 no <1/100);
peak (=1/10 000 po <1/1 000); muoro peaku (<1/10 000), c HeuzBecTHA YecTOTa (OT HANHYHHUTE
JAHHH He MoXe 1a Obae HarpaBeHa OLIEHKA).

Bbs BcAka rpyna, HEXETaHUTE PeaKLMK ca NPe/CTaABEHU B HU3XOAAL pell MO OTHOUIEHUE Ha TAXHATA
CEPHO3HOCT.

MedDRA Hexenanu peaknusd YectoTa
CHcTemMo-Opranen Kiac AMJOIHORH Teamucapran
Hudexyuu u unpecmayuu | Undexuuu Ha nHKOYHUTE - He4YecTH

[TbTHILA, BKIl. LIACTHT,

HH}EKIUH HA TOPHUTE

AMXATEJHM ITTHLIA, BKIL.

 QapHHIHT H CHHY3HT

CencHc, BKIIOYHTENHO ¢ - PEAKH

JIETAJIEH H3XOA !
Hapywenus na xpvema u AHemud - HeueCTH
aumpnama cucmema _

EozuHodunus - pelaKH

TpombouuTOneHUs MHOI'0 peaKH pPEOKH

JleBkouUTONECHHS MHOTO PEeKH -
Hapywienur na umynnama | AHapunakriiHa peakums, - pEaKHY
cucmema CBPBXYYBCTBHTEITHOCT

AnepruvHa peakLms MHOTO peaKH -
Hapywienus na XHNepKaiueMus - HEYECTH
Memaboauma u
YPAREREMO XunoravukeMus {npH -

nalHeHTH ¢ Auaber)




XHNeprivKeMus

MHOTO PEAKH

IHcuxuunu napymenun Henpecus, be3cbHUE HEYEeCTH HeYeCcTH
[IpoMsHa Ha HACTPOEHHETO HEYECTH
(BKJIIOYMTENHO 0€3n0OKOUCTBO)
be3noKOHCTBO - pEAKH
O6bpKaHoCT _PpeaKH -
Hapywienun na nepenama CbHAUBOCT YyecTH PEAKH
cucmema 3aMasiHOCT, riapodonue YeCTH -
(0ocobeHO B HAYANOTO Ha
JIEYEHHETO)
Tpemop, aucreysus, HEYECTH -
XHITOECTE3UA, NapecTe3us
CHHKon HeYeCTH HEUYESCTH
[ToBHLIEH MYCKYNEH TOHYC, MHOTO PEAKH -
nepudpepHa HeBponaTUs
ExcTpanupaMuied CHHAPOM C HEU3BECTHA -
4yeCToTa
3pumennu napyienun 3pHTENHH CMYILEHUA 4YECTH penoKH
(BKJIFOYMTETHO JUNIONNA)
Hapywenus na yxomo u TuauTyc HEYECTH -
nabupurma CBeTOBLPTEXK - HEYECTH
Copoeunu HapyueRun [Nannuraumu YECTH -
bpaavkapans HEUYECTH He4YeCTH
Taxukapaus - PEIKH
ApUTMHSA (BKTIOYUTETHO HEYECTH -
KaMepHa Taxukapaua,
[MPEACLPAHO MBKACHE)
Hudapxr Ha Muoxapaa MHOI0 pefIKH -
Cvoo6u napyuwenun 3auepBABaHe Ha JTHUUETO 4YECTH _
Xunoronus HEUYECTH HEYECTH?
OprocTaTH4Ha XHITOTOHHA - HEYECTH
Backynur MHOI'0O PeIKH -
Pecnupamopnu, 2pvonu u HucnHes YECTH HEUYECTH
MEOUACMUHANHY PUHHT HEUYECTH -
HapyuieRun Kamnuua HEUECTH HeYecTH
UnTepcTuunanua GenoapobHa MHOTO peaku?
bonect
Cmomawuno-upesru [IpoMsHa B puTHEMA HA YECTH -
HAPYUIeHUR Acedexauys (BKIIOUYHTENHO
OHAPHA ¥ KOHCTHNALIHA),
rafacHe
AOgomMHHaHa OoJIKa, YecTH HEYecTH
AHUCTIENCHSA
Huapus, pnartyneHums - HEYECTH
[loBpbllaKe HeYyecTH
CyxoTta B ycTara HEUYECTH

CromalueH auckomgpopr,




AUCrey3ua

[Tankpearur, raCTpmT,
rMHrHBaJIHA XUIEPIUIA3HA

MHOI'O pCOKH

Xenamobunuapru
Hapyenun

Xenarur

MHOIo pCiaKH

Hapyiuexna yepHoapobna
$byKuMa, YepHOAPOOHH
HapYLIIEHHA

pefku’

JXvarensua

MHOrO Pe/IKH

[loBHilIeHH HHBA HA
l{e_pHOIlpC)ﬁHHTE CH3IKWMH

MHOTO peaku*

Hapywenus na xoxcama u
NOOKOXNCHAMA NMTLKAH

Yprukapus

HCYCCTH

pEOKH

Koconan, mypnypa,
JeMUrMeHTaLIMA Ha KOXKaTa,

CK3aHTCMa

HC4YCCTH

[Tpyputyc, obpHB

HCYECCTH

HCYCCTH

Xunepxuaposa

HEUYCCTH

HCYECTH

Epurema myntrdopme,
ekc(hONHATHBEH ACPMAaTHT,
CHHApOM Ha Stevens-Johnson,
oTok Ha Quincke,

 $OTOUYBCTBHTENHOCT

MHOI'O PeaKH

Ex3eMa, epuTeMa, ypTHKapus,
nexapcTaeH 0OpuB, TOKCHYEH
KOX€eH 0OpHB

peaxu

AHruoenem

MHOTI'0 PEIKH

PEaKH

ToxkcuyHa enHaepManHa
HEKPOJIM3a

C HCH3BCCTHA
HeCcTOTAa

Hapywenun na Mycxyano-
cKenemHama cucmema u
CHCOURUMECTIRAMA M KAN

OTOK Ha rne3eHa, MyCKYJIHH
Kpamnu

YECTH

Muanrus

HCUHECTH

HCYCCTH

bonka B l"bpﬁa

HCUYCCTH

HCYCCTH

Aﬂpaﬂma

HCUYCCTH

PCAKH

MyCKynHY cna3Mu

HEUYCCTH

bonkH B kpaliHnuure, 60IKa B
cyxoxunue (nogobHU Ha
TeHIHUHHUT CHMITOMH)

PEAKH

Hapywenun na ornbpeyume
U RUKOYHUME Momua

.

brbpeuHo yBpexaaHe,
BISTIOUHMTEITHO TEIKKA
ObOpeuHa HETOCTATBYHOCT

HCUYECTH

HapYLUCHHE Ha YPHHUPAHETO,
YECTO YPUHHPAHE, HOILHO
ypHHHpaHe

HCYCCTH

Hapywenun na
8DINPOUIEOOUMeETHAMA
cucmema u zvpoama

EpekriunHa QuchyHKLMA,
FMHEKOMAaCTHA

HEYECCTH

Obuiu napywenus u
epexmu Ra@ MACMOMO HA

RPUIONHCERUE

. Enem

MHOI'O 4€CTH

YMopa

HECTH

AcCTeHu#

YCCTH




bonka B I'bPONTC HCHCCTH HEYCCTH

OO0110 HEPA3MOIOKEHHE, HEYECTH -
bonka
I'punononobHo 3abonssaHe - peaKu

Hicheoeanun [loBHLLIEHO TEIECHO TErno, HEYECTH .
MOHWXKEHO TENECHO TEro
[IoBvwIeH HUBA Ha - HeyecTH
| KpEATHHHH B KPBBTA
IToHUKeHH HHBA Ha - peaKH
XeMOTr10o0OHH, YBENHYEHA
KOHLEHTpPALMA Ha NHKOYHA
KHCENHHA B KPbBTa,
[MOBHiIIIEHHA HHBA HA
YEPHOAPOOHHUTE EH3UMM,
NOBHILEHH HHBA HA
docdokuHasa B KpbBTA

1, 2, 3, 4: 3a nOIMBAHHATENHU ONUCAHHSA, MO, BIDKTE noapasnen "Onucanue na uzbpanu nexceranu
peaxyuu”

* Hait-Beue B CbOTBETCTBHE C X0A€CTa3a

Onucanve Ha HW30PaHU HEXENAHH PEaKLHH

Cencuc

B npoyusanetro PROFESS ¢ HabnmoaaBaHa MOBHINEHA YECTOTA Ha Bb3HHKBAHE Ha CENCUC NPH
TeIMUCApTaH B CpaBHEHHE ¢ rianebo. CrbuTruero Moxke Aa e ciryyaidHa HaxoJKa HIH CBbp3aHa ¢ A0
MOMEHTA HEH3BECTEH MeXaHH3BbM (BXK. CbLIO TOUKA 5.1).

XHIMOTOHHA

Tasu HexxenaHa peakuua € cbodlileHa KaTo YecTa MpH NAUMEHTH ¢ KOHTPOJIMPAHO KPLBHO HAJIATAHE,
KOMTO Ca JIEKYBaHH ¢ TEJIMHCAPTAH 3a HAMaNABAHE HA CLPASHHOCHAOBATA 3aboneBaeMoCT nNpu
NpoBEAECHO CTAHAAPTHO JICUCHHE.

Hapyuiena yepHoapobHa dyHkuus/uepHoaApoOHO HapylieHHe
[ToBeueto ciryyan Ha abHOpMHA YepHOAPOOHAa QYHKLNA/MepHOAPOOHO HApYLUEHHE OT NOCT-
MAPKETHHIOBHA OIMKT Ca HACTBIWIM NMPH NAUHEHTH OT AMOHCKH npousxoA. IlpH mauueHTH OT ANOHCKH

Nnpor3xXoa UMa no-rojiMa BEPOATHOCT 34 pa3BHUTHE HA Ta3H HEXKCIAHA ICKADCTBCHA pCaKLIUA.

HurepcTnunanta 6enoapodbua donecr

Cnyuau Ha nHTepcTHUManHa Genoapodbua 6onect ca qoknagBaHH OT MOCT-MAPKETUHIOBHUSA ONUT BB
BpeMeBa BpBh3Ka ¢ PHEM Ha TeIMUcapTaH. BbpekH ToBa, MPUYHHHO-CIICACTBEHA BPb3Ka HE €
YCTaHOBEHa.

CpoblieHn ca cilyyad Ha HHTECTHHANICH aHruoeneM cael ynorpeda Ha anruoteHsuH 1l peuenropum
aHTArOHMCTH (BX. TOUKA 4.4).

Copo0liaBaHe Ha MOAQ3IUPAHH HEXKENAHU DEAKLIUH
Cpob1aBaHeTo Ha NOA03MPAHH HEXKE/TAHN PEaKLUMHK C/ICR pa3pellaBaHe 3a ynorpeda Ha nexapcrBeHHs
NPOAYKT € BakHO. TOBa NO3BOMABA 1A NPOOBDKHA HAOMIOACHHUETO HA ChOTHOLLIEHHETO MOI3a/PHCK 3a
nekapcTBeHHa NPOoRYKT. OT MeIULIMHCKHTE CNEeLHAHCTH CE H3HUCKRA Ja ChoOILAaBaT BCAKA
MOZO3UpAaHA HEXeJlaHa peakliMa 4Ype3
H3mpanKTEIHA areHUHKa 110 JISKApCTBaTa
ya. ,.,Jlaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417




yebcaiiT: www.bda.bg.
4.9 Ilpeaosnpane
Ha pa3nonoxeHue uma orpaHuyeHa HHpopMaLKsa NO OTHOLWECHHE HA NPEAO3HPaHE NPH Xopa.

CHUMNTOMH

Haii-aBHHTE NPOABICHUA HA NPEAO3UPAHE C TCIMHCAPTAH Ca XHNOTOHHA W TAXMKAPAHA; HMA
ChOOLIeHH U 3a OpaauKapaHs, 3aMagHOCT, IOBHILIEHWE HA HUBATA HA CEPYMHHS KPEATHHHH, TEXKO
6u6peuHo yBpexaaHe.

Hanu4Hata nadopMauus npenosara, 4e 3Ha4HTETHO NMPEAO3HPAHETO ¢ AMIIOLKITHH MOJKE 1a HMa KaTo
pe3ynTaT TBbpAe 3HauKuMa nepudepHa BazoaniaTallsi, KakTo U peduiekcHa Taxukapauns. CrobulaBa ce
M 33 U3ABEHA M BEPOATHO NPOABIKHTENHA CHCTEMHA XMITOTEH3HA, KOATO Aa NPEMHHE B LUOK,
BIUTHOUMTEHO LIOK, 3aBBPLIBALY CBC CMBPT.

HexapaunoredeH 6enoapobeH oTok ce cbobluapa pAaaKo Karo fnocheadua ot npeao3supaHe ¢
aMJIOJIMNIMH, KOUTO MOJXKe a Ce nposBH cbe 3abapeHO Havano Ha edekra (24-48 yaca cnen
MOTbLIAHE) U A3 U3UCKBA M3KYCTBEHA BEHTHAALMA. PAaHHUTE peaHUMALMOHHH MEPKH ( BKITIOUHTENHO
HATOBAPBAHE C TEUHOCTH) 3a NOAABLPAKAHE Ha Nepdy3uATa H ChpAeHHUs AeOUT MoraT fa onaar
yCKOpABaALUM HaKTOpPH.

JIeueHue

[MauneHTsT TPAOBA N2 ObAE BHUMATENHO HabaiofaBaH, a eyeHHeTo TpadBsa 1a € CHMNITOMATUYHO M
noaanpkaue. Cxemara 3a JIeUeHHE 3aBHCH OT BPEMETO OT MOMEHTa Ha MOrNblllaHe, KakTo 4 OT
TEXECTTa Ha cuMnroMure. [IpeanaraHure MepKky BKIIOUBAT NpeAU3BUKBAHE HA NOBPBLUAHE W/ HIIH
NnaBak Ha cTomaxa. B ciyyaM Ha npenosHpaHe, KakTo Ha TeIMUCApTaH, Taka U Ha aMJIOAUNKH, KaTo
CPEACTBO MOXKE 12 CE H3NOJ3Ba U AKTHBEH BLIJIEH.

Hupara Ha cepyMHHUTE €ICKTPOJIMTH H KpeaTHHHHA TpaOBa na 6saaT nsmepsaHy yecto. [lpH HanHuue
Ha XMIOTEH3K, NMAUHEHTHT TPAOBA Na ce MOCTaBH AerHan no rpud, karo yecto My HbAE NMpunaraHo
OBp30 BNIMBaHE HA CONH H 00EMO3aMECTHTENH.

BasokOHCTPHKTOp MOXKeE A1a € OT NOJT3a 32 Bb3CTAHOBABAHE HA CHAOBHSA TOHYC U APTEPHATHOTO
HaJAraHe, fpH yCIOBHE, Y€ HAMA NPOTHBOMNOKA3AHUSA 34 NPUNOKEHHETO MY. MHTpaBeHO3HOTO
MPUJIOKEHHE Ha KafIUWEB IMIFOKOHAT MOXKE /14 € OT NON3a 3a NpeoaoiaBaHe Ha edexkTHTe oT bnokanara
HA KA/NUMEBHUTE KaHaNH. Thi KaTO aMNOAHNKHH ce CBBP3BA 3APABO C MU1a3MEHUTE NPOTEHHUTE,
AUanu3aTa BepoATHO HAMa aa Obae ot non3a. Cuillo Taxka, TEJIMHCAPTAH HE CE€ OTCTPaHABA upe3
XEMOAHANIH3A.

5. ©®APMAKOJIOTHYHH CBONCTBA
5.1 dapMakoJHHAMHYHH CBOHCTBA

QapmakoTepaneBTUUYHA rpyna: AKTUBHH BELLECCTBA, ACHCTBALIM HA PCHUH-@HTHOTCH3INHOBATA
cucrema, anrvoreHsuH Il peuentopuu 6nokepu (APD), 610kepu Ha kanuueBuTe KaHaiu, ATC kon:
C09DB04.

Teamucapman

MexaHH3bM Ha QEECTBHG

Tenmucapran e akTUBEH NpH NEPOPANEH NPHEM H e cneurdryed aHrnorensuH Il peuentopeH
aHTaronuct (Tin AT1). Tenmucapran u3mecTea ¢ MHOTO roiaMm apHHUTET aHTHOTeH3HH 11 oT ..,,..«-r""";"'""‘“\\

cneugpUYHHUTE My MECTA 3a CBbpP3BaHE KbM pelenropa oT cydTun AT, kOHATO € OTroBopeH

AeAcTBHETO Ha aHrHoTeH3uH I1. TesiMHcapTaH He NokasBa HHKAKBA aKTHBHOCT Ha nNapuHane
Ha AT] - peuerrropa. Tenmucapras ce CBbp3Ba CENEeKTHBHO KbM AT | — peuenropa, KaTo c




e TpaiiHo. TenmMucapTaH He NOKa3Ba aPHHUTET KbM APYTH peuenTopy, BkmounTeaHo AT2 u apyru no

cnabo npoyuerHu AT- peuentopu. PyHKUIHOHANHATA POAA HA TE3W PELENTOPU € HEU3BECTHA, KAKTO U
e(eKTbT Ha Bb3MOKHATA UM CBPBLXCTHMYJIALM OT aHTHOTEeH3HH [, YHHTO HHBA Ce MOBHLLABAT OT
TeNMHUCapTaH. TeIMUCapTaH HAMANABA TUIA3MEHUTE KOHLEHTPALMH Ha alAoCTEPOH. TenmMucapraH He
HHXHOHPA YOBELIKHAT NNa3sMeH peHHH d He biokupa HoHHUTE KaHand. Tenmucapral He HHXHOHpa
AHFHOTEH3HH-KOHBEPTHPALLHA eH3uM (kuHKHAa3a [f), kouTo pasrpaskna U 6paaHKHWHHH. 3aTOBA He ce
OYaKBa 3aCWIBAHE HA ONOCPEACTBAHUTE OT OPAAMKUHUH HEXKeNaHH JIEKAPCTBEHH PEAKLIMU.

[Tpu yoseka, no3a ot 80 mg TenMucapTad NOYTH K3LAIO MTOTHCKA NPEIH3IBHKAHOTO OT AHTHOTEH3KH 1
MOBHIUEHHE HA KPBBHOTO Hanarane. EQekTsT Ha NOTUCKAaHE NpOoALKABA 24 uaca M € M3MEPUM 0

48 yaca.

KnnunuuHa eprkacHOCT W OezonacHoCT

JleyeHHe Ha eCeHUUATHA XHICPTOHHA

Cnen TbpBATA 034 TCAMHCADTAH, AaHTUXHNCPTCHINBHATA aKTHBHOCT TU1aBHO 3anoOYyBa Ja CE MnposBaBa
ciien okoJ1o 3 yaca. MakcHManHoToO NMOHHKEHHE Ha KPBEBHOTO Ha/isAraHe C€ rnocCTura B o0 HA CJTY‘-I&F'I
3a 4 00 8 ceaAMULH ciieq 3aoYBAHETO HA JIEHEHHETO, H CE noaabpxKa no BpcMe Ha LUCAHA MEPHOI HA
JICHCHHC.

AHTHXHIICPTCH3IUBHHUAT e(PEKT ce MOAABPKA B TEUEHHE Ha 24 yaca Ccne/l NPUEeMaHe H BKJIIOYBA
nocjacqHUTE 4 yaca npeau caeapalara a03a, KOero € yCTaHOBSBA YPE3 U3MEPBAHE HA KPBBHOTO
Hangarane B amGynatopHu ycnoBus. ToBa ce NOTBbPKAABA OT ChOTHOLICHHUATA Ha [MHKOBETE, KOWTO ca
uacHTH4YHU HaZ 80 % cnen npuemade Ha n03M oT 40 ¥ 80 mg TenmMucapraH B ranedo-KOHTPOIUPAHU
KJIMHUYHH K3MUTBAHHA. YCTAHOBABA ce 3abenekuma TeHASHUHMA KbM 3aBUCUMOCT HA A03aTa OT
BPEMETO 3a BL3CTAHOBABAHE HA HAYATHOTO CHCTONHYHO KPpbBHO Hansrane (CKH). B To3u cMucha
OAHHHWTE OTHOCHO AMACTOMMYHOTO KpbBHO HansiraHe (JIKH) ca nporusopeunsu.

[Ipy nauHeHTH ¢ XHNEPTOHHA, TEIMHCAPTAH peAyLHpPa CHCTONHYHOTO H JHACTOMTHYHOTO KPbBHO
HanaraHe, 6e3 Ja 3acara yecrorara Ha cvpuedbuene. IIpHHOCHT HA AYUPETHYHHS U HATPHYPETHUHHSA
e()eKT Ha JIEKApPCTBEHHUS NPOAYKT KbM HErOBaTa XHINOTEH3KBHA AKTHBHOCT € B MPOLIEC HA
YCTRHOBSIBAHE. AHTHXHMITEPTEH3HBHATA e(PMKACHOCT Ha TEAMHUCAPTAH € CPpaBHMMA C Ta3u Ha
BCLICCTRATA OT APYTH KNACOBE AHTHXHMINIEPTCH3HBHY NEKAPCTBCHU MPOAYKTH (KOETO € N10Ka3aHO B
KIHUHUYHK W3NUTBAHUA, KbACTO €DEKTHBHOCTTA HA TEIMUCAPTAH € CPABHEHA ¢ Ta3W Ha aMJIOJHITHH,
aTCHONOJ1, CHANANPWN, XHAPOXIOPOTHAZHA, U JIHIHHOINPHIT).

HpH BHE3AITHO MNPCKBCBAHE HA N€YHCHHETO C TENIMHUCAPTAH, B pPAMKHTE Ha HAKOJIKO JHH KDBBHOTO
HalIATaHe NMOCTCNMEHHO CC BB3CTAHOBABRA N0 MPPBOHAYAIINTEC NapaMETpH OTNIPELH 3aH0YBaAHETO HaA
JJEYEHHUCTO, KATO HC € [JOKa3aHO BB300OHOBABAHE HA XHIICPTCH3HUATA.

YecToTaTa Ha CyXa KalLTHLA € 3HAYMTE/IHO NMO-HHCKA NPH NaLMEHTHTE, JIEKYBAHH ¢ T€JIMMCAPTAH,
OTKOJIKOTO MNPH TE€3H, KOUTO €a JIEKYBaHH ¢ HHXHOMTOPU HA AHTHOTEH3HH-KOHBEPTHPAILIUTE EH3UMM,
KOETO Ce YCTAHOBABA B KIIMHHYHH W3MHTBAHHUA, JHPEKTHO CPaBHABALIM ABATA THMNA
AHTHXUIIEPTEH3HBHO JICYEHHE.

CopaeuHocba0Ba NPEBEHUMS

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABA €(PEKTUTE OT MPUAOKECHHETO HA TEIIMHCAPTAH, PAMHUIPHI K KOMOHHALIMATA OT TEJIMHCApPTAH
H PAMMIIPUJI BbPXY PE3YATATUTE O OTHOWEHHE HA CHPACYHOCHAOBATA CUCTEMA, ITph 25 620
NaLHEeHTH Ha Bb3pacT = 55 roaAMHM, C aHaMHe3a 3a KOpOHAapHa apTrepHanHa 001ecT, MO3bUEH HHCYIIT,
NPEXOAHO HAPYLIEeHHE Ha MO3BYHOTO KPbBOOOpalleHHe, YBpexxaaHe Ha nepudepHHn apTepuu UiIH
3axapeH guadeT TMN 2, ChIBTCTBAH ¢ JAHHM 38 YBPEXKAAHE Ha NPHLEIHHTE OpraHH (KaTo
PETHHOMNATHA, ICBOKAMEPHA XUnepTpodua, MaKpo- WK MUKpoanbyMuHypHrs), KOUTO ca
PHCK OT HacTBbIBAHE HA ChbPACYHOCHAOBH HHLIMAECHTH.




[TauMeHTHTE ca paHAOMH3IHPaHH B €11Ha OT CJIEAHWTE TPH TPYIH 3a JieyeHue: Teamucaprad 80 mg
(n=8 542), pamunpun 10 mg (n=8 576) wnu komObuHaumus or renmucapran 80 mg v pamunpun 10 mg
(n=8 502), mocaeaBaHo OT NpoCeAsBaAHE CbC CPEAHA MPOABIKHTEIHOCT OT 4,5 rOAUHH.
TesmucapraH nokassa cxofeH eQeKT ¢ paMMIPUII 10 OTHOLLEHHE HaMAJIIBaHe Ha MbpBHYHATA
CBhCTaBHA KpaitHa TOUYKa OT CbPACYHOCBHAOBA CMBLPT, HeaTaleH HHAPKT Ha MUOKapa, HedaTaneH
MO3BYEH HHCYAT WIK XOCMHTAIH3ALMA NOpaaH 3aCTOHHA ChpASYHA HEAOCTATHYHOCT. YecTroTara Ha
MbPBMYHATA KpakHa TOYKa € CXOAHA B rpynudTe Ha TenMucaprad (16,7%) n pamunpun (16,5%).
KoeduuueHTHT Ha pUCK NpH TeaMHucapTad cnpamo pamunpun € 1,01 (97,5% C1 0,93 —1,10; p (ne no-
masika eduxacHocT) = 0,0019 npu Mapx ot 1,13). [1pouenTsT Ha ciiydauTe Ha CMBPT 110 BCIKA
npu4uudHa € cboTBeTHO 11,6% u 11,8% npu naumeHTHTe, IEKYBaHU C TENMHUCAPTAH U PAMHIIPUIL.

YceTaHoBeHO e, de eheKTHBHOCTTA HA TEJIMHCAPTAH € CXOIHA ¢ TA3U Ha PAMUIIPUI TIPH NIPEABAPUTEHO
onpeAeneHaTa BTOPHYHA KpaHHa Lea OT CbpAeYHOCHI0BA CMBPT, HeaTaneH HHPAPKT Ha MHOKapa
nedaraneHd MozbueH HHCynT [0,99 (97,5% CI1 0,90 —1,08; p (ve no-Manka epuxacHoct) = 0,0004)),
MbpBH4HA KpaiiHa uen B pedepeHtHoTo npoyuBane HOPE (The Heart Outcomes Prevention
Evaluation Study), koeto uscacasa edekra Ha paMHIPHI CnpAMO Maue6o.

B npoyusanetro TRANSCEND ca panaoMU3HpaHid NaLUEHTH ¢ HEMOHOCHMOCT KbM ACE-]
HHXHOHTOPH, HO HHAYE CHC CXONHM KPUTEPHH 3a BKIIOYBaHE KakTo B rpoy4yBaHeTo ONTARGET B
rpyna, npiemaina tenmucaprad 80 mg (n=2 954) unu nnauebo (n=2 972), kaTo U nBaTa NPOAYKTA C€
pUIaraT B AONMbIHEHHE KbM CTaHAAPTHOTO Jieuende. Cpeanara NpoAL/DKHTENHOCT HA NPOCeAsBaHe
e 4 ronuHH U 8 Mmeceua. He ce ycraHOBABA CTATUCTUYECKH 3HAUKMMA Pa3idKa B YECTOTATa Ha
MbpBHYHATA CbCTABHA KpalHA TOUYKA (CbpACYHOCHAOBA CMBPT, HedaTaneH HHGAPKT HA MHOKapAa,
HedaTaleH MO3bUYEH HHCYJIT HITH XOCIHTATH3ALMA NOPAaAH 3aCTOHHA ChPACYHA HEAOCTATBYHOCT)
[15,7% B rpynara Ha Tenmucapran H 17,0% B rpynarta Ha nnauebo, ¢ koepuureHnTt Ha puck 0,92

(95 % CI1 0,81 -1,05; p = 0,22)]. Uma aanHuU 32 non3ara OT TE/IMHCAPTAH B CpaBHEHHE ¢ ruiauedo no
OTHOUIEHHE Ha NMpeABaAPHUTENHO ONpeesieHaTa BTOPUYHA CbCTABHA KpaiiHa TOUYKa OT ChbpIeUHOCHA0BA
CMBPT, HedaTaneH HHPaApKT Ha MHOKapaa H HedataneH Mo3bueH nHcyar [0,87 (95% C1 0,76 —-1,00;

p = 0,048). Hama naHHM 3a N013a O OTHOLICHHE HA HAMAJIABAHE HA CHPACYHOCHIOBATA CMBPTHOCT
(koedsumeHT Ha puck 1,03, 95% CI 0,85 -1,24).

Kaunyua 4 anHrvoeeM ce cpbob1aBat NO-pAAKO IMIPpH NAaUHCHTH, NCKYBAHH C TCJIIMUCApPTaH, OTKOJIKOTO
IﬂnlH&HHGHﬂ&JﬁH@%&HH(:pmHHHpHﬂ,ﬂUKEH)HpHTﬁpﬂﬂHﬂﬂfﬂﬂmﬂﬁﬁqﬂHH[HPHBﬁHJCGCBOﬁEwmaBa
CJIYYaH Ha XHINNOTOHHUA,

KoMOHHNpPaHETO HA TETMHCAPTaH ¢ PAaMHITPWI HE JaBa JOMWIHHTENHA MOJ3a CIIPAMO
CaMOCTOATEHATA TEPANUA C paMHNIPHI WiH TeiMucapTad. ChpAedHOChAOBATA CMBPTHOCT H
CMBbPTHOCTTA MO BCAKA NPHYKHA, KATO YHCIECHO H3PAKEHHE, ca NO-BHCOKH fIPH KOMOHHHPAHOTO
neqyeHue. OcBeH TOBa, HMAa 3HAYHMO MO-BHCOKA Y€CTOTa Ha XHIepKandeMus, ObOpeuHa
HEIOCTATBYHOCT, XHMOTOHUA ¥ CHHKOII B P@4MOTO € NALMEHTH Ha KoMOHWHUpaHO nevenue. [lopaau
Ta3u NMPHYMHA, €AHOBPEMEHHATa ynoTpeba Ha TeAMUCAPTaH U PaMHUIIPUI He ce MpenopbyBa MpH Ta3u

[MonmyJalHA.

B npoyusasnero “[IpopHnakruueH pexuM 3a ePpeKTHBHO NPEANA3BAHE OT MMOBTOPEH MOYBYEH HHCYIT
("Prevention Regimen For Effectively avoiding Second Strokes"” (PRoFESS)) npu nauuenTu Ha 50
rOJAWHH WIH NMO-Bb3PACTHH, KOMTO HACKOPO Ca NOMYUYHIM MO3bYEH HHCYNT, ce 3abesig3Ba NoBULLIEHA
YeCTOTa HA BL3HUKBAHE HA CETICHC NMPH TEJIMUCAPTAH B cpaBHeHuKe ¢ nauedo, 0,70% cnpamo 0,49%
[RR 1,43 (95 % noseputenen unrepsan 1,00 — 2,06)]; yuectorara Ha Bh3HUKBAaHE Ha CEMNCHC ¢ (aTanex
H3XOJ € MOBHLIEHA NPH NALHEHTHTE, npuemMainy Tenmucapran (0,33 %) cnpaMo nanHeHTUTe Ha
miauebo (0,16 %) [RR 2,07 (95 % nosepurencH uHtepean 1,14 — 3,76)]. Habnonapanara nosuiueHa
4eCTOTa Ha Bh3HUKBAHE Ha CENCHC, CBbp3aHa ¢ yroTpedara Ha TeIMHCApTaH MOXKE 1A € CIYYaHHO
OTKPHTA WIH A € CBbP3aHa C MEXAHH3bM, KOHTO € HEMO3HAT 33 MOMEHTA.

JBe roneMu paHaoMu3npaHu KoHTponudpaHu npoyusaHus — ONTARGET (ONgoing Telmi
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rno6anso H3nNUTB
KpaiiHH TOYUKH Ha TEIMUCAPTAH, CAMOCTOATEIHO U B KOMOuHaLug ¢ pamunpwi) u VA NEP
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(KnHHn4HO Npoy4BaHe CBbP3aHO ¢ Pa3BUTHE HA HedponaTHs Mpy AUadET, NpOBEACHO OT
MUHHCTEPCTBO NO BLAPOCHTE HA BETEPAHUTE) — MPOYUBAT ynotpedarta Ha koMOuHauuaTa ot ACE
HHXHOMTOp U anruoteHsuH ll-peuentopen 6nokep.

ONTARGET ¢ npoyusaHe, npoBeASHO NPH NALMEHTH C AHAMHE3a 32 CbPAEYHOCHA0BA HIH
MO3BYHOCHA0BA D0NECT, WK 3axapeHd AuabeT THN 2, NPUAPYKEHH ¢ JAHHH 32 YBPEKIAHE HA
edexropHu opraid. VA NEPHRON-D e npoyuBase npy nayueHTH che 3axapeH auaber tvn 2 4
auabetHa Hedponarus.

Te3sn npoyusaHus He MOKa3BaT 3HAUKUM OnaronpuATeH edekT BbpXY ObOpeuHuTe u/unu
ChPACYHOCHA0BHUTE MOCNEAHLIH H CMBPTHOCT, KATO CHLUCBPEMEHHO ca HA0MOAaBaHH TTIOBUIEH PUCK
OT XHIIEPKATUEMHS, OCTPO YBpEeXkKAaHe Ha ObOpeLHTe H/HIW XHIMOTOHHS B CPaBHEHHE ¢
MOHoTepanuaTa. Kato ce umar npeaBua CXOAHHTE UM PapMaKOLHHAMUYHH CBONCTBA, TE3H pe3y/ITATH
ca mpunoXkHMY 4 33 Apyrd ACE nHxuburopu u aHrnoreHsmn ll-penenropau 0a0okepu.

ACE unxubunropu n aHrvorensuH Ill-peuernrropan 6s10kepu ciieaoBaTeIHO He TpAOBa Aa ce H3MNon3Bar
€HOBPEMEHHO NMPH NAUMEHTH ¢ AWabeTHA HedponaTu.

ALTITUDE (KnuHH4YHO NpOYyYBaHE NPOBEACHO C AIMCKHPEH NPH NALHEHTH CBC 3aXapeH AnadeT TUM
2 ¢ H3MOA3BaHE HAa CHPIECYHOCHAORH U OBOpeuny 3abonsBaHus KaTo KpaiHHW TOUKH) € Npoy4YBaHe,
NpeaHa3sHa4YeHO a H3C/ICABA M0J13aTta OT RO0ABAHETO HA ANHCKHPEH KbM cTaHaaptHa tepanus ¢ ACE
nuXHOuTOp My anruoteHsun [I-petenropen Ha0Kkep NpH NaLUKMEHTH CbC 3axapeH anader THn 2 K
XpoHH4HO 61LOpeuHo 3abonaBaHe, CbpAEHHOCHAOBO 3abonaBaHe WaH H aBeTe. [IpoyuBaHeTo €
NPEeKpaTEHO NMPEXACBPEMEHHO NMOPaiH NOBHILIEH PHCK OT HebnaronpuaTHu nocneauud. Kakro
ChPOEHHOCHAOBATA CMBPT, TAKA U HHCYJITET €A MO-4E¢CTH B IPyNaTa Ha ATUCKUPEH, OTKOJIKOTO B
rpynara Ha riaucfo, a npeacTaBIsBaLUTe HHTEPEC HEXKENaHU CbOUTHSA H CEPHO3HH HEXKEJIAHK
cHOMTHS (XHNEPKANIHEMHA, XHNOTOHUA U 0BOpeuHa nuchyHKIHA) ce ChOOIIABAT 10-4eCTO B rpynara
Ha anHCKUPEH, OTKOJIKOTO B rpynara Ha mnauebo.

Amroounuxn

AMIOAMNHH € HKHXUOUTOP Ha HHQITYKCA HA KANLIMEBUTE HOHH OT AUXMAPONUPHAHHOBATA Ipyna
(bnokep Ha DaBHUTE KAHANK WM AHTANOHHMCT Ha KAMUMEBHTE HOHM) H HHXUOUpa TpaHCMeMOpaHHUA
HHQJTYKC Ha KAILMEBH HOHM B MNIAAKUTE MYCKYH HA ChPLIETO H KPBBOHOCHHTE ChAOBE.

MexaHnu3MBT Ha aHTHXUNEPTEH3UBHO AeHCTBHE Ha aMIIOJUITMH Ce ABJKH HAa IUPEKTHHS PEIaKCRpalll
edeKT BbPXY CbAOBATA rNiaJKa MyCKYyJIaTypa. TOUHHAT MEXaHH3bM, Upe3 KOHTO aMAOAHITHH
obneKyaBa CTEHOKApAUATA, HE € HAMBJIHO H3ACHEH, HO AMJIOAHIMUH HAMAIABA OOLIOTO HCXEMHYHO
HATOBAPBAHE NO CIEAHUTE JBa MEXAHU3MA:

1.  AMnoaunuH NpeaAU3BHKBA AWAATALHA Ha NepU(EepHHTE apTEPUONH H 110 TO3M HAYHH HaMalIaBa
o0LOTO nepHdepHO CHIPOTHBIEHHE (Ce/] HATOBAPBAHETO), CPELly KOATO ChpLETO paboTH.
Trit kKaTO chbpAeYHaTa YecTOTa OcTaBa crabuHa, ToBa oOpemMeHABaHE Ha CbPLETO HAMANIABA
eHeprufiHaTa KOHCyMaluua U HYXKAUTe OT KUCJIOpPOA Ha MHOKap/a.

2.  MexaHH3MBT Ha AEHCTBHE HA AMJIOOMITHH BEPOATHO BIUTIOYBA AWIATALMA HAa OCHOBHHTE
KOPOHAPHH apTEPHH H KOPOHAPHUTE apTEPHOJIM, KAKTO B HOPMAIHUTE Taka U B ICXEMHYHHTE
obnacru. Tasu Aunarauua yBeiHuaBa NPHTOKA HA KHCAOPOA KbM MHOKApAa NPH NMALlMEHTH C
KOPOHapeH apTepyaneH cna3bM (aHruHa Ha Prinzmetal unu BapuaHTHa cTeHOKpanus).

I1pu nauKeHTH ¢ XMNEPTEH3HUA JO3UPAHETO BEAHBbXK JHEBHO OCUTYPABA KIIHHUYHO 3HAYHUMO
HaMaJICHHE HA APTEPHANTHOTO HAJIATAaHE B JIETHAJIO H H3MPABECHO NOMOMXKEHHE B NPOABJKEHHNE Ha

24 yaca. [lopaau 6aBHOTO Ha4yano HA ACHCTBHE OCTPATA XHITOTOHKA HE CE CpeLla NPH NPUIIOKEHHETO
Ha aMAOAUITHH.

l'[pn [atHCHTH CHC CTEHOKAPAHA TIDWIOXKCHUCTO Ha aM/I0OQHITHH BCOHBX JHECBHO YBC/IHUYaBa BDEMETO
Ha {l)HBH‘lBCKO HATOBdAPBAHC, BpCMCTO 1O NTPOCBOKHPAHE HA aHI'HO3HHA [TPUCTBIT H BPEMETO 3a

ACMPCCHA Ha ST cermenra ¢ Imm v HaMaIfaBa KaKTO YE€CTOTATA Ha I[PHCTDBIIMTC HA CTCHOKApPAHA
1 INpHCMA Ha TabNETKM FTHUCPWI TPHHHTPAT.
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Ynompeb6a npu nayuenmu c xoponapua 6onecm na copyemo (HEC)

EdexTHBHOCTTa HA AMIIOAMINTHH NPH NPEAOTBPATABAHE HA KIHHHYHU NPOABH INPH NAUHEHTH C
kKoponapHa bonect Ha cbpueTo (UbC) e oueHena B HE3aBHCUMO, MYJITH-USHTPORO, paHAOMHU3HPAHO,
ABOHO-CNANO, Mm1auebo-KoHTpoaHpaHo npoyuBaHe npy 1997 naunentu. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Or Te3u naunentn, 663 ca Ounu
A€KyBaHH ¢ amnoaunuH 5-10 mg, 673 nauneHTH ca Ounn aexyeann ¢ eHananpun 10-20 mg u 655
laLHEeHTH ca JIEKYBaHHU ¢ rnauebo, B JONBIHEHHE KbM CTaHJapTHATA Tepanus Ha CTaTHHM, bera-
Onokepu, AMYPETULH U ACNIKPHH, B MPOAB/DKEHHE HAa 2 roAuHHU. KNIO4OBHTE pe3yTaTH 3a
e(pHKACHOCT ca npeacTaseHy B Tabauua 1. PesynraTure nokassar, 4e ICUEHHETO ¢ aMJIOJMITHH €
CBBP3aHO C MO-MAJIKO XOCNHTANH3ALHH NOPaay CTEHOKAPAWA U NPOLCAYPH 3a peBacKyJJlapH3alus npu
nauueHTH ¢ UBC.

Tabnnua 1. Hecrora Ha 3HaunMHKTE KIHHHYHHA cbOHTHE npy CAMELOT

CbpAeUYHOCHAOBH CHOUTHA, AMNOANDIHH ¢/y

No. (% [ Lnauebo
Peavicaty ChOoTHOLIEHHE p

Y Amnoannud | Ilnaue6o | Enananpun | Ha pucka I
(95% CI)

|IbiBHYHA KpaiHa TO4YKa
HesxxenaHH CbpacYHOCHIAOBH 151 0,69 (0,54-
LBTHS 110 (16,6) 23,1) 136 (20,2) 0.88) 003
OTaenHUTE KOMITOHEHTH
KoponasnHa pesacKynapulanvs 103 0,73 (0,54-

78 (11,8) (15.7) 95 (14,1) 0.98) .03
XOoCNHUTAMH3AUUA NOpaaH 0,58 (0,41-
CTeHOKApIHA 51(7,7) 84 (12,8) | 86 (12,8) 0.82) 002
Hedgaranen MU 14 (2,1) 19(2,9) | 11 (1,6) ?,Zg)(o,s?- 37
Ancyar wm [HA 6 (0,9) 12(1.8) |8(1.2) ?’gg)m"g' 15
CrpaevyHocha0Ba CMBPT 5(0,8) 2(0,3) 5(0,7) ?,24%(0,48- 57
Xocnuranusaums nopaaw 3CH 3(0,5) 5 (0.8) 4(0,6) g,ig)(o,lal- 46
[ToBTOpEH CHpACYEH apecT 0 4 (0,6) 1(0,1) NA 04
Hoeonosaewuio ce nepudepro
CBIOBO 3a60N9BaHE 5 (0,8) 2 (0,3) 8 (1,2) 2,6 (0,50-13,4) | .24

Coxpainesus: 3CH 3actoitHa chpacuna HeaocrarbuHocT; Cl- noepurenen nntepean; MU- ungapkr
Ha Muokapaa; [THMA npexoana ucxeMHuvHa artaka.

YHOTPQG& MNpH NAUHCHTH CbC ChpACHHA HEAOCTATBYHOCT

XeMOIHHAMHUYHHUTE H3CNEABAHMUA U KOHTPOJIUPAHUTE KIIMHAYHH MPOYYBAHUA C (PUIHUECKO
HaTOBapBaHE NPH NMalLMEHTH CbC ChpAEHHA HeaocTaThYHOCT OT knac 1I-1V or NY HA nokassar, 4e
aMJIOUNMHH He BOAH A0 KIMHHUYHO BJIOLIABAHE, OLCHEHO Ype3 TOACpaHca KbM PU3HYECKo
HaTOBapBaHe, PPaKLMATE HA H3TIACKBAHE HA NABATA KAMEPA U KJIMHAYHATA CHMITTOMATHKA.

Ilnauebo korTponupaHoTo npoyuBaHe (PRAISE), npenHazHaueHo aa olieHH NaLlMEHTHTE Che

chpaeuHa HepocTaTb4HOCT Knac I1I-IV NYHA, noayuasaiun aurokcut, auypetuum U ACE # L
MHXUOUTOPH, NOKa3a, Ye aMIIOAMNUH HE BOAH R0 NOBHILABAHE HA PHCKA OT CMBPTHOCT M N P\‘
KOMOHHHpaHa CMBPTHOCT H 3a001€BaEMOCT CbC ChPACHHA HEAOCTATBYHOCT. S |

[Ipu npocnensBallo, ALArocpouHo, naauedo koutpoaupaHo npoyusate (PRAISE-2) ¢




npu NaUHeHTH ¢ cbpaeyHa HegocTaTbuHoCcT NYHA 111 v IV 6e3 knuHuuHU CUMNTOMM WIH O0EKTHBHH
HaxOAKH 33 Bb3MOXXHA WK HAJIMYHA HCXEMHYHa 60MECT Ha CBbpUETO, NpH nocTogHHA Tepanus ¢ ACE
HHXHOHTOPH, AUTMTAIMC M IUYPETHLM, aMIOIHUIMHH HAMA €(EKT BbpXy 0o01iaTa CbpaeHHOCHA0BA
CMBPTHOCT. [1pH chwiara nonynauds aMnoAUNUH CE CBBP3BA C YBEAHUEHA 4ECTOTa Ha ChoOIIeHHA 3a
OenoapobeH oTOK.

HManursaHe Ha neyeHue 3a npodunakTHKa Ha cbpaeueH npuctei (ALLHAT)

PaHaoMH3HpaHO ZBOMHOCIANO NpOyYBaHe 3a 3abonepaeMocT M ¢CMBPTHOCT ALLHAT
(AHTHXHNEPTEH3UBHO H AUTIHAONOHWKABAO JIeHEHHE 38 NPOPUIAKTHKA HA ChpAeUEH NPUCTHI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nporeaeHo ¢ uen
CpaBHABaHE Ha HOBUTE TEparnuu: amMnoaunuH 2,5-10 mg/aeH (kanuneB aHTaTTOHUCT) KK JTU3HHONIPHI]
10-40 mg/nex (ACE unxubutop) ¢ THAZHOHHA IHYPETHK XJIOpPTaIWaoH 12,5-25 mg/aeH xaTo fneueHue
OT ITbPBA JIUHHA NPH NALMEHTH ¢ JIEKA 10 YMEPSHA XUTTEPTOHMA.

Obuio 33 357 nauMeHTH ¢ XHNEPTOHHA HA Bb3pacT 55 roaMHH 1 noeeve ca OUNU paHAOMH3HPAHH H
npocieneHH 3a cpeaHo 4,9 roanHu. [lauMeHTyuTe ca UMaIH NOHEe €AHH OMbJIHHTENEH PHCKOB (haKTop
33 KOpOHapHa 60ecT Ha ChPUETO, BIUTIOUUTENHO NpeAllecTBall MHOKApAEH WHGAPKT UKW HHCYAT (>6
Mecella MpeaH BKIKOYBAHE B MNPOYYBAHETO) HAHM JOKA3AHO APYTro aTEPOCKIEPOTHYHO ChPACYHOCHIOBO
3abonagane (Han 51,5%), 3axapeH quaber tun 2 (36,1%), nMNONPOTEHHH C BUCOKA TTBTHOCT -
xonectepon <35 mg/dl wm <0,906 mmol/l (11,6%), nesokamepHa xuneprpod#s, THArHOCTHIIKPAHA
ype3 enekTpoKkapadorpamMa Wil enekrpokapauorpagceku (20,9%), Hactoawm nywauu (21,9%).

[TbpBuuHaTa KpaiiHa TO4Ka € Ouna cheTaBeH NoKa3aTes OT (paTaneH KOPOHAPEH HHLHIAEHT WIH He-
¢aTaneH MHokapacH HHpapkT. He ca HabmoaaBaHy 3HAUKMMH Pa3iMUHA MO OTHOLUEHHE Ha
NbPBUYHATA KpaiiHa TOUKAa MEXIy TepanuaTa ¢ aMJIOANIIYH U TEPANHATA C XJIOPTAIHAOH: KoePHLIHEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [Ipu BTOpHUYHHTE KpalHH TOYKH, YECTOTATA HA ChpIACYHA
HEAOCTATHHHOCT (KOMIIOHEHT HA ChCTaBHATA KOMOHHHMpaHa CHPACHHOCHAOBA KpakiHa Touka) e Ouna
CUMHH(PMKAHTHO NO-BHCOKA B IPynaTa Ha aMJIOAWIHH, OTKOJIKOTO B rpynarta Ha xnopraaunoH (10,2%
cnpsMo 7,7%, RR 1,38, 95% CI[1,25-1,52] P <0,001). Bbnpeku TOBa, He ce HabGnoAaBaT 3HAUNMH
pa3nHuug MO OTHOWICHHE Ha oDlaTa CMBbPTHOCT MEXIY I'pynara Ha Teparnna ¢ aMJIOMNHH U Ta3K Ha
Tepanus ¢ xnopranuacH RR 0,96 95% CI [0,89-1,02] p=0,20.

5.2 dDapMaAKOKHHETHYHH CBOHCTBA

Teamucapman

Abcopbuusa

AbcopbuuaTa Ha TeniMUcapTaH e Obp3a, BLIIpeky Ye abcopOupaHoTo KoMHUYeCTBO Bapupa. CpeaHaTa
abconoTHa OMOHANTMHHOCT 3a TenMucapTaH e okono 50 %. Korato TeamicapraH ce npueMa ¢ Xpana,

HaMa/IsIBaHETO Ha IUIOLITA O KPHBATA Ha ChOTHOLUEHHETO Ia3MeHa KOHUeHTpauus-epeme (AUC()-
o) BapHpa oT npubnusurenHo 6 % (ao3a ot 40 mg) no npubanzurenno 19 % (nosa or 160 mg). o 3

yaca clief] [IpHeM, IU1a3MEeHHUTe KOHUSHTPALMH Ca NOAOOHH, HE3ABUCHMO JATH TEAMHCAPTAH CE
npuema ¢ wid 6e3 xpaHa.

JINHEHHOCT/HEJTHHEHHOCT

He ce ouaksa cnaboro nonwkasave Ha AUC 3a renMucapraH, A3 NOHHXXH TEPANEBTHYHATA MY
epukacHocT. Hama nuneitna 3asucuMocT Mexay Ao3uTe H nna3MeHuTe Huea. [1pu go3mn Han 40 mg
Crmax B, B no-Manxa crened, AUC ce noBHINIABAT HENPOMOPLIHOHAIIHO.

Paznpenenenue
TenMHcapTaH ce CBbp3Ba BbB BUCOKA CTENEH C [U1a3MEHHUTE NPOTEHHH (>99,5 %), OCHOBHO
ana-1 kucennre rankonporeuud. CpeaHUAT CTalMOHApEH NpuBUIeH o0eM Ha pasnpenen
e npudanzurento 500 nurpa.

buorpanchopmanus




Teamucaprat ce metabonuzupa upe3 KOHIOraluMs KbM rNIOKYPOHHIA HA OCHOBHOTO ChelHHeHue. He e
HaOmonaBaHa hapmMakonoruyHa aKTUBHOCT MPH KOHIOraTa.

EnuMuHupane

TenmucapraH ce Xapakrepu3npa ¢ 1ByEKCIIOHEHLIHANHA KUHETUKA Ha pasrpaykaaHe, ¢ TepMUHANEH
CIHMHHALIHOHEH NoyxuBoT OT >20 yaca. MakcumanHata nmnazmeHa kOHUeHTPauHUs (Cuax) H, B NO-
MaJika CTeneH, IJIoLITa oA KpHBaTa “mnasMena koHueHTpauus-epeMe” (AUC), ce noeuinasar
HENpOMOPUHOHAIHO Ha fo3aTa. HaMa noka3arencTso 3a KTMHHYHOZHAYHMO HATPYNBaHe Ha
TENMHUCAPTaH, NPHET B NpenopbyHTENHaTa 1033, [InasMeHHTe KOHUEHTpaLMK ca NO-BHCOKH TIPH
YKCHUTE, OTKOJIKOTO NP MBXKETe, 0e3 Aa € HANHLIE 3HAMUTENHO NOBAMABAHE HAa eHKACHOCTTA.

Cnen nepopanHo (M HHTPaBEHO3HO) MPHICKEHHE, TEIMHCAPTAH CE OTAENA NOYTH U3LANO ¢ deLeca,
OCHOBHO B HenpoMeHeH Bua. KyMynaTHBHaTa ekckpeuus upe3 ypuHata € <l % ot aosara. O0wmusT
rnasmMeH KIHpBHC (Clia) € Bucok (npubnusurento 1 000 ml/min) B cpaBHeHue ¢ TO3M OT
4epHOAPOOHHA KpbBeH TOK (0koso 1 500 ml/min).

CrnieuManH4d NonynaunH

[ion
HaOnionaBaHH ca pa3ivKH B N1a3MEHHUTE KOHLIEHTPALMH Ha TEIMHCAPTAH, € 2-3 KPaTHO MO-BHCOKM

Cmax # AUC, cbOTBETHO, NPH KEHH, B CPABHEHHE C MBXKE.

Cmapuecka ev3pacm
DapMakOKHHETHKATA HA TEIMHCAPTaH He Ce Pa3/inyaBa Mpy MU MNALKUEHTH M NAUHEHTH.B
cTapyecKa Bb3pacT (Haj 65-roauilHa Bb3pacT).

Bbvbpeuno yepexcoane
[Ipu nauMeHTH C Nexa, 20 yMepeHa U TexKa cTeneH Ha 6b6peuHo yBpexaaHe, ce Habnroaapa

YABOABAHE HA MNA3MCHHTE KOHLIEHTPALMK Ha TeamucapTad. Bee nak, npu nauneHTH ¢ 660peuHo
YBpEKAaHe, NOAIOKEHH Ha AManu3a, ce HabnloaaBaT NO-HUCKH IUTa3MEeHH KOHUEHTpauMu. [1pH
nauneHTuTe ¢ 6pOpedHo yBpeKaaHe, TENMUCAPTAH € BbB BUCOKA CTEMEH CBBP3AH C ILU1a3MEHMTE
MPOTEHHH U He MOXe Na ObAe oTCTpaHeH Ype3 pHanu3a. [1o/yKHBOTBT Ha EJIMMHHHPAHE He ce
NpoMeHA NpH nauxeHTure ¢ H1OpeuHo yspexxnate.

Heprodpobro yepexcoane
DapMaKOKHHETHYHHUTE NPOYUBAHHSA MPH MALMEHTH € YEPHOAPOOHO YBpEXXAaHe MOKA3BaT YBeTUYABAHE
Ha abcomoTHaTa OHOHANHYHOCT Ha TeIMHcapTaH A0 6nn30 100 %. MonyXUMBOTHLT HA ETMMHHMPaHE Ha

TEJIMHCAPTaH HE C€ NPOMEHA NPH NALMEHTHTE C YBPE)KAAaHe Ha YepHus Apob.

Amaoounun

Abcopbuus, paznpenensne, CBLP3BAHE C MUIAIMEHUTE NI

Cnen nepopaiHo NpHIokKEHHE Ha NEKAPCTBEHHTE AO3H, aMJIOAMNHKH ce abcopbupa 1o6pe, ¢
MaKkCHMAalIHa KOHUEHTpalunA B KpbBTa MeXAy 6-12 yaca cnen npueMaHe. YcraHoseHaTa abcomoTHa
OnoHanuuHocT € Mexay 64 1 80 %. bHOHANHYHOCTTa Ha AaMJIOAHIIHH HE CE NOBJIMABA OT APHEMAHETO
Ha XpaHa.

O0eMBT Ha pasnpeac/icHUE Ha aMNoOAKNHH e npubnuzutenyo 21 kg, In vitro npoy4pauunaTa
MOKa3Bar, ue npubdausuTesHo 97,5 % OT UMpKYNUpAIUMAT AMIOAMITHH € CBHP3aH C IUIa3MEHHTE
MIPOTEHHHU MNPH NANHEHTHTE C XHMEPTOHMA.

brOHaNHYHOCTTA Ha aMJIOJAMITHH HE Ce MOBJINABA OT MPHEMA HA XpaHa.

buoTtpanchopmaums/enuMuHupaHe
TepmMHHANEHHAT €NMMHHALIMOHEH INa3MeH MONYXKHBOT € npubauzutento 30 o 50 yaca, pw. / ¢
€AHOKpaTHa NHEeBHA 1034 AMIIOAHITHH ce MeTabonu3Hpa H3KIIOUUTENTHO {MPHOAH3HTENHO 9q /ﬁ}g/
YyepHMUA Apo0 A0 HEAKTHBHH MeTaGONUTH. M




Cneyuannu nonyaayuu

HepaonopbHo vepexkaaHe

Hannunu ca orpaHuyeHH KIMHHYHH JaHHH OTHOCHO NPUNAraHe Ha aMJIOHUITHH MPH NAUUEHTH C
yepHOZOpHOHO yBpexaane. [lauueHTuTe ¢ yepHOAPOGHO yBpexkaaHe ca ¢ NOHMKEH KIHPBHC Ha
aMJIOAUNHH, KOETO HMaA 3a pe3ynTaT yeeanuaeaHe Ha AUC ¢ npubnusnrento 4060 %.

Ctapuecka Bb3pacT

Bpemero 3a A0CTUraHe Ha NHKOBHUTE I1a3MEHH KOHLIEHTPALUMH aMJIOAHINHH € NOAOOHO NMPH HHAWBUIH
B CTap4ecka Bb3PacT U Miaau HHAUBHIHK. [Ipu nauMeHTUTE B cTapuecka Bb3pPacT, KIHPBHCHT Ha
aMnoAMNKHH HAMAJIABA, KOETO HMA 32 pe3ynTaT yBeauuasane Ha AUC U enMMUHBaLMOHHHA NONYKHBOT.
YpenndeHHero Ha AUC ¥ enMMHHALMOHHHA MONTY)KHBOT 1IPH NALMEHTH ChC 3aCTOHHA ChpIEYHA
HEAOCTATLYHOCT ca OUNK cnopel o4akBaHeTO 3a CLOTBETHATa BH3pacToBa Ipyna.

5.3 [IIpeax/IHHEYHH JAHHH 33 6e3omacHOCT

Teamucapman

[Ipu npeakAHHHYHKWTE HINHUTBAHHA 38 6€30NACHOCT, AO3HTE, ONpPEAENALLHA EKCMO3HLIHA, CPABHHUMA C
Ta3d B KIIHHHYHMA T€PaneBTHUEH OOXBAT Ha J€KapCTBOTO, NpeAN3BHKBAT HAMAJICHH NAPAMETPH Ha
YepBEHHUTE KPBBHH KJIETKH (EPHTPOLIMTH, XEMOTJIOOHH, XEMaTOKPHT), U3MEHEHHA B OBOpeyHaTa
XeMOJHHAMHKa ([TOBHLIEHA HABA HA YPEHHHA a30T, H KPEATHHHH), KAKTO H MOBUILIEHH HHBA HA KaNuii
B C€pyMa MPH XXUBOTHH ¢ HOPMAJIHO KpBBHO HandraHe. [Ipu kyuera, ce Habnmoaaeat aquiarauus K
atpotus Ha 6ubpeunuTe Ty6ynu. Ilpu Kyyera v NABXOBE, CHILO TaKA, CE OTYHTA H YBPEXKAAHE HA
CTOMAlIHATA THraBHLA (€po3Hs, yLepauuy WK Bb3nancHue). Tesn ¢papMakoloOrHyHO- MeIHHPaHH
HEXEJIAHH €PEKTH, H3BECHH OT NPEAIIHHHYHHTE H3NHTBAHHA ¢ HHXHOHTOPH Ha aHTHOTEH3HH-
KOHBE€PTHPALLH €H3HMH H aHTHOTeH3HH 1] peuenTopen aHTaroHUCT, ce NpeAOTBPaTABAT Ype3 OPATHO
MPHIOKEHHE HA COJIEBH Pa3TBOP.

M npu aBaTa BMA2 )KHBOTHH, ce Habn0aaBaT H NOBHLIEHA AKTHBHOCT Ha IUIA3MEHHS PEHHH H
xunepropus/xunepruiazig Ha 6L6peuHHTE IOKCTArNIOMEPYJIHH KiteTKH. Te3n NPOMEHH, KAKTO M Kiiac-
cneuduUHHA eeKT Ha HHXHOHTOPH HA AHFMOTEH3HH-KOHBEPTHPALIHA EH3HMH H APYTH AHTHOTEH3HH
11 peuerrropen aHTArOHMCT, H3rNEKAA HAMAT KITHHUYHA 3HAYHMMOCT.

He e HabntoaaBaHO 1OKAa3aTEncTBO 3a TepaToreHeH edeKT, BbIPEKH Y€ TEAMHCAPTaH B TOKCHYHHU J03H
0Ka3Ba e(eKT BbpXY NOCTHATANHOTO Pa3BUTHE H& MOTOMCTBOTO, KATO NO-HUCKO TEIECHO TENO U
KbCHO NporjexaaHe.

Hsama gokasatencTeo 3a MyTareHeH eeKT WM KJaCTOr¢HHA aKTHBHOCT 110 BpEMeE Ha in vitro
MPOYUBAHHA, KAKTO H JOKA3aTE/NCTBA 34 KAPLUMHOTEHHOCT NPH ILUTHXO0BE M MHIUKH.

Amnoounun

PenpoayKTHBHA TOKCHHHOCT

PeNnpoAYKTHBHHTE NTPOY4BaHHA MPH IUTBXOBE U MHIUKH MOKA3BAT 3aKbCHAIO PaXAaHe, YAL/DKEHO
pakaaHe H HAMAJICHA NPEeXMUBACMOCT HA MAJIKHTE MPH A03H Npuban3uTeaHo 50 mMbTH NO-BHCOKH OT
MaKCHMAaJIHATa [penopbUYHTEHA 103a NpH Xopa Ha Oa3aTa Ha mg/kg

Hapyiuenue Ha depriuivrera
He ¢ ycraHOBeH eekT BbpXy (PepTHIUTETA Ha TUTBXOBE, HA KOMTO € NPHIIOKEH NEPOPATHO
aMNOAMITHHOB MasleaT (Ha MbXXKH 3a 64 OHH H Ha JKEHCKH 3a 14 aHM npeaH uudrocsane) NpH 103H
Ao 10 mg amaoaunuw/kg/ack (okono 8 nbTu* MakcHManHaTa nNpenopsYMTENHA 1034 MPH Xopa

10 mg/nen na bazara Ha mg/m2 ). B apyro npoy4BaHe NPH IILXOBE, B KOETO HA MBKKH ILTbX
npunarad aMJoOAHNHHOB Oesunat B npoab/keHue Ha 30 QHU NpH 103a, CPABHHMA C A03aTa
Ha Oa3ara Ha mg/kg, Ca YCTAHOBEHH NMOHMIKEHM ILTa3MEeHH HHBA Ha HONHKYIOCTUMYITHPA
TECTOCTEPOH, KaKTO H HaMalleHa ILTBTHOCT Ha criepMara U HamaneH Opoii 3penu cnepma

knetkd Ha Ceprony.




KaH HEPOrCHE3a, MYTArcHe3a

Flnbx0oBe W MHLIKH, HA KOHTO € NPHNAraH aMJIOAKIIHH C XPaHaTa B POIb/XKEHHE Ha IBE FOAHHH, B
KOHUEHTpaLKH, H34HCACHH Taka, 4€ 1a OCHrypaBaTt AHEBHHU 1030BH HuBa 0,5, 1,25 u 2,5 mg/kg/neH,
HE NOKAa3BaT JaHHH 33 KaHLeporeHHocT. Hali-BucokaTa no3a (3a MHIWIKK nonoSHa Ha, a 33 mIbXOoBe
ABOItHO NMO-BHCOKA™ OT MaKCHMAJIHATA MPENopbUHTENHA KNHHKYHA 1033 oT 10 mg Ha 6asara

Ha mg/m2 ) e Ouna 6an3ka 10 MaKCHMATHATA MOHOCHMA 1034 33 MHMLLUKH, HO HE U 32 IUTbXOBE.

[IpoyuBaHusaTa 332 MyTareHHOCT HE NMOKA3BAT CBBbP3aHH C NEKAPCTBOTO €PEKTH HUTO HA F€HHO, HUTO
Ha XpOMO30MHO HHBO.

*basupana Ha nauueHT ¢ TenecHo terno 50 kg
6. GOAPMAHEBTHYHH JAHHU

6.1 Cnrchbk HA NOMOUIRHTE BellleCTBA
[losnaon K30

Harpuer xuapokcHa

MauuTon

Llenyno3a, MUKpOKpHCTaANHA

Mernymus

Kpockapmenosa HaTpHii

Kenezen oxcua, xwir (E172)

Marnesues creapar (E470b)

Kenesen okeny, yepse (E172) [camo 3a 40 mg/10 mg u 80 mg/5 mg]
6.2 HechBMeCTAMOCTH

Henpunoxumo.

6.3 Cpok na roasoct

3 roaMuH

6.4 Croennannu ycjOBHS HA CHXpAHEHHE

To3u iekapcTBEH NPOAYKT HE U3NCKBA CMNELHMATHH TEMIEPATYPHH YCIIOBHSA 34 CbXPaHEHME.
Jla ce cbXxpaHABa B OpHIrMHaNHaTa ONAKOBKA, 34 [ CE Npe/Nnasy oT Biara.

6.5 /lanun 3a oNaKkoBKATa

bnucrep/u (OPA/AVPVC donuo — Al donuo): 14, 28, 30, 56, 60, 84, 90 n 98 Tabnerkwy, B KyTu.
He Bcuuku BHAOBE ONAKOBKK Morar Aa 6baaT IyCHATH Ha rasapa.

6.6 Coennanan npeANasHH MEPKH NPH H3XBLPIAHE

Hama cneunaniu uauckpsanus.

Hen3non3sanuAT neKapcTBeH NPOAYKT WIH OTNAIBYHHTE MATEPHANH OT Hero TpabBa aa ce usx
B CbOTBETCTBHE C MECTHHTE H3KCKBAHMA. ¢ @HA Af\

7.  IIPHTEXATEJI HA PASPEIREHHETO 3A YIIOTPERA
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KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. ‘HOMEP HA PABPEIIEHHUETO 3A YIIOTPEBA

Teaaunuu 40 mg/S mg — Per.Ne 20170072
Tenaunuu 40 mg/10 mg — Per.Ne 20170073
Teaaunuu 80 mg/S mg — Per.Ne 20170074
Tenaunun 80 mg/10 mg — Per.Ne 20170075

9. JATA HA ITbPBOTO PA3PEINABAHE/TIOJHOBSIBAHE HA PABPEIIEHUETO 3A
YINIOTPEBA

Jlata Ha mbpBO pa3peLuaBaHe 3a ynorpeda: 15.02.2017
Jara Ha nocneaHo noaHoesaBaHe: 06.04.2022

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

27 Maprt 2026

[Tonpobna uHdopmalMs 3a TO3M NeKapcTBEeH NMPOAYKT € NpeaocTaBeHa Ha yebcaiira Ha U3nbaHuTenHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




