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1. HUME HA JEKAPCTBEHUA ITPOAYKT Kpamxa xapakmepuciuxa na npogyxma  [ousoxemue 1

-----------------------------

Ilpecrunon 10 mg/5 mg punmupann TabieTxku

llllllllllllllllllllllllllllllllll

Prestilol 10 mg/S mg film-coated tablets Paspewseriue Ne
Esrey 15-06- 2023
BG/MAMP - ... e e e
2. KAYECTBEH H KOJHUYECTBEH CBLCTAB | Dgobperue Ne s frnivaitnieseniriisiiiranacs..

Enna ¢punmupana tabnerka ceaspxa 10 mg 6uconpononos ¢pymapat (bisoprolol fumarate) exppsancHTeH Ha
8,49 mg Ouconponon (bisoprolol) w 5 mg nepunaonpuUn apruHMRB (perindopril arginine) eKBUBAICHTEH HA
3,395 mg nepuHOonpui (perindopril).

3a MTBJIHHA CIIMCHK HA NOMOIIHNTE BelllecTBa BIOKTE TOYKa O.1.

3. JIEKAPCTBEHA ©OPMA
OunMupana rabnerxa

Po3oBo-6ex0BH, KpeIH, ABYCHOHHE (GriMupady TabneTkH ¢ [uaMersp 7 mm, ¢ paguyc Ha H3MBKHAIOCT
12,7 mm, Ha efHaTa cTpaHA HA KOHTO € rPaBHPaHO ""@", a Ha Jpyrara crpaHa ¢ rpasupano ‘10/5°.

4, KIHHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3aAHHSA

IIpecTunon e nokasaH KaTo 3aMeCTHTENHA Tepamnds 3a JIeYeHHe Ha XUTMePTOHUA WM cTabHaHa KOpoHapHa
GonecT Ha Chpliero (MpH MaUMEHTH ¢ aHaMHE3a 33 MUOKAPACH HHOAPKT W/HIH peBacKynapH3aumA) H/HIH
cTabMNIHA XPOHHYHA CHPAEYHA HEJOCTATEYHOCT ¢ HAMAIEHA JIEBOKAMEPHA CHCTOJTHA (PyHKLHA PH BL3PacTHH
MAlHEHTH, KOUTO Ca aJeKBATHO KOHTPOMHPAHH ¢ GHCONPONION H NEPUHACIIPHI, IPHIATaHA €AHOBPEMEHHO B
¢IHAKBO HUBO Ha NO3HPOBKA.

4.2 J103HpOBKA M HAYHH HA NPHJIOKEHHE
O3HPOBKA
O6uyalinata A03HpoBKa € e[Ha TabneTKa BeAHBX JHEBHO.
[auueHTHTE TpAbBa Aa ca crabmmsupann ¢ GHConpPonON ¥ NEPHHAONPIUT NTPH €AHAKBO HHBO Ha 103aTa B

OpOObIXKEHHE Ha MAHHMYM 4 ceamuni. PUKkcHpaHaTa N030Ba KOMOMHAIMA HE € MOAXOAAIA 33 HAYATHO
JICUEHHE.

ITpy HEOOXO0AMMOCT OT MPOMSAHAE HA AO3HPOBKATA, TPAOBA 1a CE HIBHPIIH THTPHPAHE HA JO3HTE Ha OTACTHHTE
KOMITOHEHTH.

CrenmanHy nomyranum

bvbpeuno yvepexcoane (8ic. mouxu 4.4 u 5.2)
IIpH nManyeHTy ¢ HapyleHa OB0peuna QyHKIHsA, MpenopbIUTENHATa A03a Ha [Ipectinon 10 mg/S mg Tps6Ba
na ce 6a3upa Ha KpeaTHHHHOBHA KITMPBHC, KAKTO HaKPaTKo € onucano B Tabmuia 1 no-poiy:

Tabnuua 1: Xopekius Ha n103aTa NpH YEpeaeHa 0a0pedna (GpyHKLus

KpeaTnurHoB kanpbac (mL/min) IIpenopbUHTEIHA AHEBHA 032
Clcr = 60 Enna Tabnerka [Tpectuaon 10 mg/5 mg




Clcr < 60 He e nopxonsmo. [IpenopbuBa ce HHAHBHAY ATHOTO
THTPHpAaHE Ha A03aTa ¢ TUTPHpAHE HA OTHACTHUTE
KOMTIOHEHTH.

Heproopobro yvepesicoane (exc. mouku 4.4 u 5.2)
[1pn naupeHTH ¢ YepHOAPOOHM YBpeXkAaHAS HE C€ HaJlara KOpeKImsa Ha A03aTa.

Hayuenmu 6 cmapuecra 8v3pacm
[IpecTunon TpadBa na ce mpuiara B 3aBHCHMOCT OT ObOpeuHaTa PyHKLHA.

Heduampuuna nonynayun
besomacHocTTa H eexTHBHOCTTA Ha [lpecTHnon mpu Aena M MoApacTBAlIM HE ¢a yCTAHOBEHM. Jlumcear
naHHH. 1o Ta3n npaunHa He ce npenophYBa WINOI3BAHE NMPM Aella H NOJPacTBallH.

Hauun Ha mpunoxeHue

Tabnerkara [Ipectunon Tpabea xa ce nprHeMa KaTo eAHOKpATHA A03a, BEAHBXK JHEBHO CYTPHH NPEAH XPaHEHE.,
4.3 IHpoTHBONOKA3aHHSA

*  CBpPBbXYYBCTBHUTEHOCT KbM aKTHBHOTO BEIIECTBO HIIH KBM HAKOE OT MOMOIIHHUTE BELLECTBA, H30POCHH B
TOYKA 6.1 HIH KBM APYT HHXHOHTOp HA AHrMOTEH3UH-KOHRepTHpaIHA eH3uM (ACE HaxubuTODp)

* OcTpa chpaeYHa HEAOCTATHYHOCT HIH TAaKaBa MO BpeMEe Ha €MH30J Ha ICKOMIICHCHpana ChplgvHa
HCAOCTAaTHYHOCT, H3HCKBALUIA .V HHOTPOINHA Tepanua

« KapauoreHeH 1mox

AV 0nox ot Bropa WM Tpera creneH (0e3 KapIHOCTHMYJIATOD)

* Cunapom Ha OONHHSA CHHYCOB Bh3EJ

* CunoarpuaneH 010K

¢ CUMNTOMaTHYHa Opanukaprus

* CHMITOMaTHYHA XHIIOTOHHA

+  Texxa OpoHXHAHA aCTMa FUTH TEXKA XPOHHYHA oOCTpYKTHBHA OermoapobHa BGonect

« Texxu Ppopmu Ha nepudepHO apTepHATHA OKITY3HBHA 0OJIecT WK TEXKH POpMH Ha CMHApOMa Ha PeiHo
(Raynaud)

* HenexypaHa eoxpoMouuToMa {BXK. TOUKa 4.4)

* MerabonnTHa aupno3a

* AHaMHe3a 33 aHTHOEIEM, CBBP3aHa ¢ npenuumHo nevenne upes ACE naxuburopy (BX. Touka 4.4)

* HacneacTBeH WiIH HIMONATHYEH aHTHOEIEM

* BTOpH H TPETH TPHMECTHP Ha GpeMeHHOCTTa (BX. TOUKH 4.4 1 4.6)

* EnnospemeHHata ynorpeba Ha [lpecTHnon ¢ anMCKHpPEH-ChABpKALM MPOAYKTH IPH IAHHEHTH ChC
3axapeH Anaber wnu O6nOpeuHo yBpexknaHe (ckopoct Ha TnoMepyiHa ¢uarpaums (GFR <60
ml/min/1,73m?) (Bx. Touku 4.4, 4.5 u 5.1)

+ EnHoBpemennara ynotpeba npu JeueHHE ChC cakyOHTprUv/BancapraH, [lpectinon He Tpsabsa na ce
3aT0vuBa Ipean Ja ca U3MMHAAN 36 9aca OT MPHeMa Ha MOCAeAHaTa 1033 cakyOHTpWI/BalcapTaH (BX.
TO4YKH 4.4 1 4.5),

* ExcTpakopniopaiHH Jie4eHHs, BOACIIH A0 KOHTAKT Ha KPBBTA C OTPHIATEITHO 3apEAEHH IIOBRPXHOCTH (BXK.
TOuKa 4.5);

* 3HauMMa ABYCTpaHHAa CTeHO3a Ha OnOpeuyHHMTE apTepMH WIM CcTeHo3a Ha OnbpeyHaTta aprepus Ha
eIHHCTBEH PyHKUHOoHHpain O0peK (Bx. Touka 4.4).

4.4 CneaHaaHH nNpegynpexaeHHA H NPeANAa3HU MePKH Npu ynoTpeba

Bcuuxu npedynpexcoenun u npeonaznu mMepxu npu ynompeba €v€ Spb3Ka ¢ HAKOA om GKMUSHUME
cocmasku eaxcam u 3a Ilpecmunon.

XUNOTOHUA:




ACE vHXHOHTOpPHTE MOTAT Ja NpUYHKHAT MOHUXKAaBaHE Ha XPBBHOTO Hansrane. [TpU NanMeHTH ¢ HEYCI0KHEHA
XMIIEPTOHHA PAAKO ¢¢ HabmrodaBa CMMITOMATHYHA XHIOTOHHMA, KOATO € MO-BEPOATHO A& BB3IHHKHE NpH
XMIIOBOJIEMMYHH NMALMEHTH, HANP. BCNSACTBHE HA AWy PETUYHO JIeYEHHUE, TMETA ¢ ONPaHHUCH MPHEM HA COT,
AMATH3a, NHApys WK MOBPBIIAHE, MIH [IPY TAKHBA C TEXKKA PCHHH-3ABHCHMA XHITEPTOHHS (BX. TOYKH 4.5 U
4.8). Ilpn nanyMeHTH CBC CHMITTOMATHYHA ChpJeYHA HEJOCTAaThYHOCT ¢ WiH 6e3 mpuapykasalla ObOpeuHa
HEeAOCTAaTEYHOCT € Oula HabnaapaHa CHMIITOMATHYHA XHIIOTOHHA. TOBA € Hali-BepoATHO Ja ce HabmozaBa
NpH MAUHEHTH ¢ [O-H3PAa3cHH CTEMeHH Ha ChpPACYHATA HEAOCTATHYHOCT, KOETO peIeKTHPa B H3MOJM3BAHETO
Ha BHCOKH N03H OpHMKOBH AHypETHLH, XUNOHATPHEMHS IWIH HapylueHa 6b6peana dyHkuus. [Ipy nanmenTH,
HATOXECHH HA MOBHINEH PHCK OT CHMITOMAaTHYHA XMIIOTOHHA, TpAOBa Ja ce W3BbpIBA CTPOT KOHTPON II0
BpEME Ha HAYaIOTO HA TEpalmMATa ¥ KOpUTHpaHeTo Ha jo3urte. IlonoOHm cnoOpakeHHA ca B Cula W 3a
MAMEHTHTE C HCXEMHYHO CBPACHHO HIH MO3BYHOCHAOBO 3a00/IABaHE, MNPH KOHTO IMPEKOMEPHOTO
MOHHXABAHE HA KPLBHOTO HANATAHE MOKE Ja MPHYMHHN MHOKapAeH HHGAPKT WIH MO3BYHOCHA0B HHIHAECHT.

[Ipn BB3HMKBaHE Ha XHIOTOHHSA MAIMEHTHT TPAOBA A3 C€ MOCTABH B JIETHANO MOJOXKEHHE 1o Tpud U ako €
HeoOx0anMO, Ia NONYYH RHTPaBeHo3Ha MHY3u ¢ pazTRop Ha Hatpuer xnopua 9 mg/ml (0,9%). IlpexonHnar
XHIOTOHHYEH OTTOBOP HE € MPOTHUBOMOKA3AHUE 33 MO-HATATHINHH HO3M, KOMTO OOHMKHOBEHO MOTAT jha Ce
Ipuiarar 6e3 saTpyaHeHHs, ¢e) KaTO KPbRHOTO HAJMIaHE Ce NOBHIIM CCH YBE/IHYaBaHe Ha obeMa.

I1pH HAKOH MAILMEHTH CBC 3aCTOHHA CBPACYHA HEAOCTATHYHOCT, KOUTO MMAT HOPMATHO HIIH HUCKO KPBBHO
HalnAraHe, BCJIEACTBHE HA ynioTpedara Ha NEPpUHAONPHA MOXKE Ia Ce IMOABH JOIRIHMTENHO NOHMKaBaHE Ha
CHCTEMHOTO KPBBHO HajAraHe. ToBa e 04akBaH ¢(PeKT M OOMKHOBEHO HE TPEACTaB/ABa OCHOBaHHE 33
NPEeKPaTABAHE HA JICUECHUETO. AKO XMIIOTOHHATA MPEpPAcHE B CHMITOMATHYHA TaKaBa, MOXKE Aa CE€ HAJIOXH
HAMaJIABaHe HA [03aTa WIK NOCTENEHHO NPEKpPaTABaHe Ha JICYCHHETO, KaTo ¢€ H3NOA3BaT HHIAHBHAYATHATE
KOMITOHEHTH.

CBpPBX9YYBCTBHTENHOCT/AHIHOCIEM:
Panko ce cpoblaBa 3a aHTHOEHEM Ha JIMIIETO, KPalHMLHTE, YCTHHTE, JTHTABHIMTE, €3HKa, INIOTHCA HW/ILUIH

JIApHHKCA TIPH NalHeRTR, JeKkyBaHi ¢ ACE uHxHOHTOpH, BIIIOUMTENHO NIEPHHAONPHI (BX. Tovyka 4.8). ToBa
MOXE /13 C€ CTY4H BBB BCEKH €IMH MOMEHT M0 BpeMe Ha Tepanmsrta. B Takusa cnyuau Ilpectinon Tpadsa
He3abaBHO Aa ce crpe. Jleuennero ¢ Oera-Onoxkepn TpabBa na nmponsivkH. TpadBa aa 3arouHe MOAXOIALLO
HaOmoAeHHe, KOeTO Ja MpOARIKHM IO MBHIHOTO MpEeMHHaBaHE Ha CHMITTOMHTE. B ciyyauTe, B KOHTO
NOAYBAHETO € OrPAaHMYEHO W 3acATa CaMo JHIETO H YCTHHTE, CHCTOSIHHETO IIPEMHHAaBa OOHKHOBEHO Oe3
JICYCHHE, BBIIPEKH Ye 33 00Nek4HaBaHe Ha CHMNITOMHTE € OT MM0JI3a MPHEMAHETO HA AaHTHXUCTaAMHHM.
AHTHOEIEM, CBBEP3aH ¢ OTOK Ha JIApHHKCA, Moske Aa Onae ¢artaneH. KoraTo e 3acersar €3mKa, rinoTuca Wil
NIAPHHKCA, KOETO BEPOATHO MOXKE J1a MIPHUMHH 3aNyIIBAHE HA NHUXATSIHHTE ITETHIIA, TPAOBA He3abaBHO Aa ce
NPUIOKHK CHEIIHO NeucHue. ToBa MoXe Aa BKHOYBA NPHIATaHe HA QApeHATUH W/HAW OOAABpKaHe Ha
JHXATEJIHUTE ITBTHINA Ha nanueHTa. [lanmeHThT TpAOBA A3 OCTaHe MOJ IPAKO JIEKAPCKO HAOMOAEHHE A0
IIBJIHO ¥ OKOHYATEIIHO MPEMHHABAHE HA CHMITTOMMTE.

[lalHenTy ¢ aHaMHeE3a Ha aHTHOEIEM, HECBhp3aH ¢ TepanuaTa ¢ ACE nHxnOuTOp, MOXE 1A ca M3NOXKEHH Ha
TIOBHIIEH PHCK OT aHFHOEEeM B Tiponieca Ha npueMane Ha ACE uaxnburopa (Bx. Touka 4.3).

HMa peaxu ¢poGimeHMs 3a UpeBeH AaHTHOHEBPOTHYEH OTOK NpH MaumMeHTH, JekyBanu ¢ ACE uHXHOHTOpH.
OnnakBaHHATA [PA TE3N NALHEHTH BKIIOYBAT 00JKH B KopeMa (ChC WIH Oe3 rajieHe U NOBPBINAHE); B HAKOH
ClIyvau He € YCTaHOBeH NpeALiecTBall aHTHOeIEM Ha JIHIETO B HuBaTa Ha C-1 ecTepasara ca OMIH HOPMANHH.
AHrnoeneMsT € O AMArHOCTHLIMPAH Y9pe3 NpoueaypH, kouto skmousar CT wiy yarpa3ByKoBO H3CIeABaHE
Ha KOpeMa, HJIM [IPH XHPYPruyHa OnepalHa, KaTo CHMITTOMHTE ¢a OT3BYYQIH clel CIIMpaHe Ha NpHEMa Ha
ACE unxuburopa. HeTecTHHANHAAT aHTHOeAEM TpadBa Aa ce BKMIOYM B AudepeHIrantaTa JHarHo3a npu
nauveHTH, npHeMailly ACE aaxubuTopH, KOUTO NONMYyYaT OIJIAKBAHHSA OT KOPEMHH OONKH.

KoMbuHupaneTo Ha nepuHAONPUI ChC CaKyOHTPWI/BAICAPTaH € NPOTHBOMOKA3aHO NOPadN YBENHYCH PHCK
OT aHrvoeieM (Bxk.Touka 4.3). Jleuyenne cue cakyOuTpH/BaiicapTal He TpAOBa Aa ce 3anovBa IPEAH Ja ca
H3MHUHATH 36 4aca OT MPHEMAHETO Ha MOC/AESAHATA 1032 OT JICUCHHETO ¢ NEPHHAONPHL AKO JICYCHUETO CBC
CaKkyOHUTpHJI/BaJicapTaH € MPeKpaTeHo, JIeYeHHETO ¢ MEPHHAONPWI He TpAOBa Aa ce samouBa npead Ja ca
H3MHHATIH 36 uYaca OT NMpHEMAaHETO HA MOCNEeAHAaTa A03a cakyOouTpwi/BarcapraH (Bx.Touku 4.3 H 4.5).
EnnoBpemenHara ynotpeba va ACE unxuburopu ¢ NEP unxuturopu (sanmp. pauekagorpwn), mTOR
HHXHOUTOPH (HAIp. CHPONHUMYC, EBEPOJHMYC, TEMCHPOIMMYC) M [IHOTHHM (Hanp. JTHHAITUITHH,
CaKCarJIMITHH, CHTArJIMITHH, BWIAATJIMITTHH) MOXKE Ja NOBEAE AOC NMOBMIICH PHCK OT aHrHoeHeM (Hamp.




CHPOJIHMYC, €BEPOJIUMYC, TEMCHPONHAMYC) H ITANTHHH (HANp. JTHHATMHITTHH, CAKCAITIAIITHH, CHTArJIHNTHH,
BIJIRArMHITHH) NMPU NALUWEHT, KokTo Beue mpHeMa ACE uaXHOHTOD.

YeproapoOHa HEAOCTATHYHOCT:
B penxu ciydan uHxuburopute Ha ACE ca CBBpP3BaHH ChC CHHAPOM, KONTO 3amovBa KaTo XOJICCTATHYHA

KBITCHHLA U porpecHpa 10 ¢yaMHHaHTHa YepHOAPOOHa HEKPO3a U (B HAKOU CIIydaH) CMBpPT. MexanusMbT
Ha TO3H CUHApPOM Bce ome € HeusBecTeH. ITanmentH, monmydasamd ACE MHXWOMTOpH, KOHTO PpasBHAT
*KBITCHHLIA HIH 3a0eexUMO NOBHINABAHE HAa HUBATa Ha YepHOApoGHNTE eH3uMH, Tpabea na npekparat ACE
HMHXHOHUTOpA ¥ Aa TONYHAT NOAXOAAIIO KOHTPOIHO HAOMOACHHE OT JeKkap (Bxk. ToUKa 4.8).

Paca:

ACE umxubuTopuTe mpHUUHABAT [TO-BHCOKA YECTOTd HA QHTHOEAEM IPH YEPHOKOXKH NAaLHEHTH, OTKOJIKOTO
MPH HE YEPHOKOXKH.

[lonoOHo Bma ocranHanute ACE MHXHOHTOpPH, MEpHHIONPHN MOXe Aa Ople No-Malko edexTuBeH 3a
HaMaIABAHE HA KPBBHOTO HAffAraHe MPH YEPHOKOXH, OTKOJKOTO NMPH HE YEPHOKOKH, BEPOATHO MOPAIH
npeodnaaBaHeTO HA O-HUCKH PEHHHOBH HHBA Cpell 9EPHOKOXKATA NOMyNIalHg OT XHIIEPTOHHIIH.

Kannuna:
HMa cproOmenns 3a mnospApaHe Ha Kauumdna npd um3nonspaHe Ha ACE uuxuburopu. Ilo cBoATa
XapaKTEPHCTHKA KALUIMEATA € HEOPOAYKTHBHA, YMOpPHTa H NPEMHHABA CIIE[ CIHPAHE HA JICYCHMETO.
Ipuynnenara or ACE mHxnbuTopy Kanuikia TpaGBa Ja ce BKMIOYH B AudepeHLHATHATa OHArHO3a Ha
KauUIHLA.

XHUIIepXaTHeMus:

[loBHInaBaHuA Ha CepyMHHS Kaiwif ce HaOMoAaBaT MPH HAKOH mainueHTH, NekyBarnn ¢ ACE nHxuOHTOpH,
BKIFOYMTENHO [epuHaonpwi. ACE MHXHOHMTOpHMTE MOrar Aa Npeau3BHKAT XHICPKATHEMHA, THH KATO
HHXUOHpaT ocBoOOXKAaBaHETO Ha anocTepoH. QOOHKHOBEHO e(eKTa HE € 3HAYHM NPH MNAlMEHTH ¢ HOPMaJTHa
OvOpeyna dyHkims, Puckopure GpakTopH 3a pa3BHTHETO HAa XHNEPKANTHEMHESA BKITIOYBAT MalMeHTH ¢ OpOpevHa
HEOCTaTBYHOCT, BIomasaHe Ha OsOpeyHaTa GyHKIA, HanipeqHasna B3pact (> 70 roaMHH), 3axapeH auader,
BMETHATHTE CHOUTHA, NO-CNIELMAIHO IEXHAPATALHA, OCTpa ChPACUHa ACKOMIIEHCalHsA, MeTaboIMTHA alHA03a
H eJHOBpPEMEHHa YNoTpeba Ha Kalul-CTIECTABAIM AMYPETHIM (Hanp. CIHPOHOJAKTOH, EIUICPEHOH,
TPHAMTEPEH MJIM AMIJIOPHA), KanieBH N00ABKM MIH KAIHI-ChIBpXKaIH 3aMECTHTEIH HA roTBapckara Coll;
HJIH MALVEHTH, NpUEMaIIK JPYTH JeKapCTBa, CBBP3aHM ¢ MIOBHITABAHWS HA CEPYMHHS KAAHH (Hap. XeNnapHH,
KO-TPHMOKCA30J, M3BECTEH OILUE KaTo TPHMETONPHM/CyndaMeToKca3’o) W ocobeHO aHTaroHHCTH Ha
ATOCTEPOHA MITH aHTHOTEH3HH pelenTopHy Oaokepu. Ynorpedara Ha KanueBH 100aBKH, KATHH-CIIECTABALIH
AUYPETHLH HWIH KATHA-CHIBPXKAIIH 3aMECTHTENH Ha TOTBAPCKaTa CoJl, 0COOCHO NMpH MallHEHTH ¢ HapyIueHa
OBOpeuna PyHKOAS, MOFAT Aa AOBEAAT IO 3HAYHMO NOBHINABAHE HA CEPYMHHA Kaili. XHIIEpKATHEMHATA
MOXE Ja MNpHYHHU CEPHO3HHM, MOHAKora ¢aranHd apuTMHH. Kanmii cbhXpaHABAIMTE AHYPETHIH H
aHTHOTCH3HH peHenTOpHUTE GIoKepH TpAOBA Ja Ce H3MON3BAT ¢ BHHMAHHE IPH MAlMEHTH, pueMailid ACE
HHXHOHTOPH, B cepyMHHMA Kanuii H OnOpeuHara ¢yHxims TpaOBa ga ce HabmoaaBaT. AKO CBBMECTHOTO
NpHjIaraHe Ha MOCOMEHMTE MO-TopPe CPeAcTBa € OHIo IpeleHeHo 3a YMECTHO, Te TpA0Ba na ce HM3IOJI3BaT
BHHMATEJHO NPH Y€CTO MOHHTOPUPAHE Ha CepyMHMA Kauii (BK. To4uKa 4.5).

KoMOuHanms ¢ IUTHii:
KomOuHHpaHeTo Ha TUTHH ¢ MEPHHAONPWI MO NIPHHLKN HE ¢& NPetophYBa (BX. To4kKa 4.3).

KomOuuaims ¢ Kanui-ChbXpaHABAlIY JIeKapcTBa, KanyueBH J00aBKA WK KAIHH-ChABPIKALM 3AMECTUTENH Ha

rOTBApCKaTAa COJI;
Ilo npHHIMN HE ce npenopbyYBa KOMOWHHPAHE HA TIEPUHACTIPHI M KATHIl ChbXPaHABAILH JICKAPCTBA, KATHEBH
A00aBKH WIH ChABPXKAILN KATHHE 3aMECTHTEH Ha Tpale3Ha coll (BXK. Touka 4.5).

IIBoiiHo OioKMpaHe Ha CHCTEMaTa peHHH-aHTHOTeH3RH-anaocTepol (RAAS):
HmMa noxazaresncrsa, e eanoBpeMennara ynotpeba Ha ACE mxuburtopn ¢ anrdoteHsuH Il penentopHH

ONIOKepH WIM aNUCKHpeH YBENWYaBa PUCKA OT XHIEpKanuemus H Browasane Ha On0ped
(BKIIOUMTENHO OCTpa 0B0peuHa HeOCTATHYHOCT). 3aT0Ra HE C€ TIPENophaBa ABoiHAa 0110

xombuHalus or ACE uHxubuTopn ¢ anrnoteHsun 11 peilenTopHu 611okepy Win alHCK
5.1).
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AKO ce TIpeneHH, Ye JIeYeHHeTo ¢ ZBOHHa 610Kkama e aGcomoTHO 3aABDKHTENHO, TO TPAOBa Na ce W3BBpINRa
CaMo 101 HabMOCHHE Ha CIELIHANHCT M []a BKITIOYBA PEAOBHO BHUMATENHO MpocieaBaHe Ha Ou6peunara
GYHKIHS, €REKTPOIIHTHTE H KPBBHOTO HASTAHE,

Ilpn nauwmenTu ¢ nuaGerna HeponaTHa He TpabBa Aa Ce HWINONBBAT eanospeMeHHO ACE uHxuOuropn u
aHruoreHsu I peuenropun 6iokepn.

Kombunaims ¢ KAJIMEBH AHTANOHMCTH, aHTHAPMTMHYHH CpeAcTBa oT | Kj1ac ¥ HeHTpanHo AeHCTBALINTE
AHTHXUNENTCHIUBHH CPENCTEA:

lo mpuHiMN He ce npenopbuBa KOMGHHALMATA Ha OMCOMpONIONI ¢ KAIHEBH AHTATOHUCTH OT BE€panaMHIOB
HIH  JUUITHA3EMOB THII, ¢ AaHTHADHTMMYHM CpencTBa oT [Kmac u UCHTPAJIHO AeHcTBalnMTe
AHTHXMNEPTCH3WBHH CPEACTBa (BXK. TOUKa 4.5)

ChHpante Ha nevenuero:

Paskoro cuinpane Ha newennero ¢ bera-6noxepn Tpabpa na ce H3barea, ocobeHo IIPH NALHEHTH C HCXEMHYHA
OonecT Ha chpueTo, ThHit kaTo Moxe Aa JOBEAC N0 MPEXOAHO BJIOUIABAHE HAa CHPJACYHOTO 3abojsBaHe.
HosupoBkara TpaGBa na ce Hamangsa TIOCTETICHHO, KaTO C¢ M3NON3BAT WHAHBHAYANTHUTE KOMIIOHEHTH, B
HACAIHHA CITyMaH B paMKHMTE Ha ABE CEAMHIM, KATO CIHOBPEMCHHO C TOBA C€ 3allOYHE H 3aMECTHTEIIHA
TEPAIHA, aKO TOBa € HeOOXOIHMO.

bpanukapnus:

AKO TIO BpeMe Ha JieveHHe CbpACYHATa YecToTa B Moko# ce 3abau a0 moa 50-55 ynapa B MHHYTa HIH
OALUCHTET MNOMYYH CHMITTOMH, CBBp3aHH ¢ Opamuxapausa, TpaGBa Na ce NPHUCTBIA KbM MTOHKDKABAIIO
THTpHpaHe Ha nosata Ha Ilpectinon ¢ u3nomssaHe Ha HHAWBHAYATHUTE KOMIIOHEHTH NPH MOAXOIALIA 1032
Ha Guconposon.

AV-6n0k ot mbpRra crenen:
Karo ce nma npenpun Heratusmus um JPOMOTPONEH eeKT, NPEATHCBAHETO Ha GeTa-BoKepHTe Ha TaleHT]
¢ AV-6s10k oT hpBa cTeneH TpAGBa a CTaBa ¢ IOBHINEHO BHHMAHHE.

AOPTHA CTEHO3a M CTEHO3a HA MUTPATHATA Kiiana / XHIle HIHA KapIHOMHOIIATHA:
Kakro u ocrananure ACE HHXHOHTOPH, MEPHHAONPHN TPAGBA f]a Ce HA3ZHAYABA C [OBHLICHO BHHMaHHE Ha

AHTHHA Ha Prinzmetal:

Habmonasanu ca cnyuan na KOpPOHapeH Bazocna3kM. BrIpekH BHcokara cu Gera-1 CEJICKTHBHOCT, [IOABATA
Ha aHTMHO3HH PHCTHIIH He MOXE Aa OBbAe HAITBIIHO H3KMIOYEHA B Cy4aH, B KOMTO GHCOTIpOaon ce npueMa
OT NTAIIMEHTH C aHruHa Ha Prinzmetal

brbpeuno yepexnane:
B cnyuan Ha Hapymena 0b0peuna QyHkumMs aHeBHaTa no3a Ha Ipectunon Tpabea ga ce KOpHTHpa B
3ABUCHMOCT OT KPEaTHHHHOBHA XKIHPBHC (BX. TOUYKa 4.2). Ilpu Te3n maumenTH YacT OT OGMYaiiHaTa
MCAHLMHCKA NIPAKTHKA € PYTHHHOTO NPOCITEASBaHE Ha KATHS K KpeaTHHHHA (BXK. TO4YKa 4.8).

[lpy namyents che cuMmmoMaTHUHA CbpPACHHA HEAOCTATHHHOCT Pa3sBHTHETO HA XUIIOTOHUS CJIe]] 3aNoqBaHe
Ha Tepanua ¢ ACE nHxuGHTOpH MO3Ke Nia I0BeMe N0 AOIThIHHTEIHO yBpeKaane Ha 6s0peunara Gynkims. B
TasH CHTyallHd NMa CHOOINEHUS 32 BB3HUKBaHE Ha OCTpa 056peiHa HeAOCTaTEYHOCT, OGHKHOBEHO o6paruMa.
[lpk Hikom naumeHTH ¢ ABYCTpaHHa cTeHO3a Ha Ob6peunara aprepus HmH cTeHO3a Ha apTEePHATA NPH €AHH
(yHKUMOHMpan 6LGpek, nexyBany ¢ ACE wHxuGHTOpH, ce Habmonasa yBenuuenme Ha KPBBHaTa ypes H
CCPYMHHA KPEATHHHH, KOCTO OOMKHOBEHO € 06paTHMo NpH ClMparne Ha JiedeHHeTo. Toa e ocobero BepoaTHO
TIpH NauMeHTH ¢ 650peuHa HeloCTATEYHOCT. AKO € HANHLE M PCHOBACKy/IapHaTa XHIICPTOHHA, CBIECTBYBA
TIOBUIICH PHCK OT TEXKa XMITOTOHHA ¥ 6b6peuna HeOCTATHYHOCT., Ilpu Te3u naumeHTH JedeHueTo TpaGea aa
3al0HE NPH CTPOr MCIMUMHCKHM KOHTPON ¢ HHCKM [O3H H THXHOTO BHHMATESHO THTPHDASS T EIRz
JICICHACTO C IMyPETHLIM MOXKe 14 NIPEACTABIABA JOMPHHACAL ¢akrop 32 ropenocoueHoTy ! W
MUYPETHIHTE TPAOB2 Ia CE NPEKpPaTH U B TEYCHME Ha [TbPBUTE CCAMHIH Ha TEpanHATa ¢ JEKApeTRoeo, Tt
114 ce HpﬂCHﬁ,IlH GBGPB‘IHH.TH (IJYHKHHH- ,_'__S ‘ M i Se R
Haxon xmneprommynn naumentd Ges BHAMMO TPSNHIIHO CHIIECTBYBALIO &Gpeqﬂ BAQR]
Pa3BHBAT NOBHILIEHHE HA KPHBHATA ypes H CEPYMHHA KPEATHHHH — OGHKHOBEHO C1abo H Wis




NpH €IHOBPEMCHHO MPHIAraHe Ha MEPUHAONPHI W OMYpPETHK. ToBa € MO-BEPOATHO J1a BB3HUKHE NpH
MalMEHTH ¢ Bede ChILEecTBYBRailo O60peano yspexaane. Moxe Ja ce HATOKH HAMANABAHE HA A03aTa BW/HH

PEKPATABAHE HA IHYPETHKA W/ WIH NEPUHAOIPUIL.

PeHoBacKynapHa XHIEPTOHHS:

IIpM nauMeHTH ¢ OByCTpaHHa cTeHo3a Ha OnOpedHara aprepHus WIH CTEHO3a HA apTEpHATA MPH EAHH
pyukunonupall, Ou6pek, nexkyBaHd ¢ ACE MHXHOUTOpDH, ChLIeCTBYBa MOBHUILUEH PHCK OT XHMOTOHHA H
O01OpeuHa HeAOCTATHYHOCT (BXK. To4ka 4.3). JledeHHeTo ¢ NHYPETHIM MOXKE Ja CTaHe AOMPHHACAL (PaKTop.
Jarybara Ha 650peuna yHKIMA MOXKe Aa HACT'BIM NPH MUHHMATHK H3MCHEHHA B CEPYMHIA KpeaTHHHH IOpH
MpH NALHEHTH ¢ STHOCTPAHHA CTEHO3a Ha OBOpeYHaTa apTepu.

bsOpeyna TpaHCHIAHTALNA
Jlunicea onMY OTHOCHO TPWIATaHETO HAa HEPHHIONPWI ApTHHWH MPH DAlMEHTH ¢ HACKOpPO H3BBLPHICHA

Ov0OpevHa TpaHCIUTaHTALAA.

[TaupeHTH Ha XEMONHAJIHN3A;

[Ipn namMenTH, nuanu3vpaHd ¢ MeMOpaHH ¢ BHCOKAa ckopocT Ha mortoka (high flux) u eaHoBpeMeHHO
nexyBaHi ¢ ACE uHXMOHTOD, ce ¢h00IIaBa 3a BR3HMKBaAHEe HA aHaduIakTouaHM peakumy. Ilpu Takupa
nanMeHTH TpadBa na ce pasriela H3NOA3BaHETO HA padNiMueH BHA AMANH3Ha MeMbpaHa WiH
AHTUXMNCPTEH3WBEH areHT OT PA3IHYEH KJIAC.

AHabUIAKTONIHM pEeaklHH N0 BpeMe Ha adepesa HA MUOONPOTEUMHHTE ¢ HUCKA MIbTHOCT (LDL):

Panxo nauuentH, nonydasamm ACE unxuGuTopH no Bpeme Ha LDL-adepe3a ¢ aekcTpanos cyidar, ca
MOJTy9aBaTH )KUBOTO3ACTPAIIABAIM aHAPHUIAaKTOHAHY peakiH. Te3u peakiyy ce H30Arsar Ype3 BpeMEHHO
npexparapade Ha TepanuiaTa ¢ ACE uaxuOuTop npeau Beaka adepesa.

AHaQUNAKTHYHH PEAKLIMHY 10 BPEME HA JECEHCHTH3AINS:
[TarpienTn, npuemaiii ACE mHXHOHTOpH MO BpeMe Ha JECCHCHTHIMpPALO JEUeHHe (Hamp. ¢ OTpOBa OT

XHMEHOIITEPA), Ca NMoNyYaBalH aHAQHIAKTOMAHH peakuny. [IpH chnMTe NalMeHTH TOCOYCHHTE PEAKLIMU Ca
O n3berHa™ upes BpeMeHHO npekparasane Ha npueMa Ha ACE MHXHOMTOPHTE, HO Te ¢a Ce NOABABAIH
OTHOBO MPH HEBHHMAHKE NPH [TOBTOPHOTO HATOBAPBAHE.

ITonoGxa Ha apyrure Gera-GnokepH, GHCOMPONOIBT MOXKE /14 MOBHINH UYBCTBHTENHOCTTa KbM aI€PreHd H
TEXeCTTa Ha aHADUIAKTHYHHTE peakimu. JleueHHeTo ¢ enMHepHH He BHHATH 1aBa OYaKBAHHS TEPaNeBTHICH
edeKT.

Heyrponenns/arpaHynonuTo3a/TpoMOOLHTONEHHS/aHEMHA
[Ipy nauments, npuemaum ACE wuaxHOHTOpH, ca HabmiomapaHM HeEyTPOMEHHW/ arpaHyJoLoTO3a,

TPOMOOUNMTONICHHA H aHeMuA. [1pn manpednTd ¢ HopManHa 6n6pedrHa ¢yHKIHA U 6€3 APYIH YCIOXHABAIIH
¢axropn psaako ce HabGmrogaBa HeyrporneHusa. HeoOxopmMo € U3KIIOYHTENIHO roiAMO BHUMAHHE MPH
TIpHIaraHe Ha NMEpHHIONPUI NPH NMAMEHTH ¢ KOJIareHHH ChI0BH 3a00nsBaHuA, HMYHOCYIIPECHBHA TEpaNus,
JIEYCHHE C ATOMYPHHON WIH IPOKARHAMUA WM KOMOHHAIIMS OT NMONOOHH ycnoxHABalM (hakTopH, 0cobeHo
aKo € HalnHLE H ChIIECTBYBAILO OT NMPESAM HapylueHue Ha 6b0peunara pyHkuua. [1py Te3n DalHEeHTH MOHAKOra
CE pPa3BUBAT CCPHOIHH HHOEKIMH, KOMTO B HAKOH CIy4aH HE C€ TIOBIHABAT OT HHTCH3HBHA AHTHOMOTHYHA
TEpanHiA. AKO HA TAKHBA MALMEHTH C¢ HA3HAYM MEPHHAONPHII, CE NPENOpbYBa PEAOBHO TIPOCICAABAHE HA
JI€BKOrpaMaTa ¥ naupeHTHTE TpAOBa na OBJAT npenynpeneHd Ja choOImaBaT 3a BCAKAKBH NPH3HALH Ha
HH(pEKIHA (HanpUMep BR3MTAIIEHO I'bpPJIo, TEMIIEpATypa).

bponxocnazsM (OponxuanHa actMa, 0OCTpYKTHBHH Genoapofnu Gonectu):

IlpH OpoHxHanHa acTMa WIH JPYTH XpOHHYHH OOCTPYKTHBHH OenoapoOHH Oonectd, KOMTO MOXE na
Ope/IH3BMKBAT CUMIITOMH, TpA0Ba €ITHOBpPEMEHHO Nla ce mpwiara OpoHXoaunaTHpyio AcvyeHHe. B Hiakon
CNyYaH MOXKE Aa HAcThIIM MOBHIIABAHE HA CHIPOTHMBIEHHETO Ha AMXATENHHTE MBTHINA, Korato Oera-
OnokepHTe ce NMPWIArar Ha MalMeHTH C acTMa, MopagH KOeTO € BBh3MOKHO Ja c€ HaNOXH NOBHIIABaHe Ha
no3aTa Ha Deral-CTHMYIaHTHTE.

IlanuenTH ¢ Auader:




CrBerBa ce aa ce neficTBa BHUMATETHO NPU H3MON3BaHETo Ha [IpecTiuton MpH NaHEHTH ChC 3axapeH Auader
¢ rosieMH (pIyKTyalsu Ha CTORHOCTHTE HA KpbBHATA 3axap. bera-6nokepute MOTaT 1a MACKHPAT CUMITOMHTE
Ha XHIIOTTIHKeMHUS.

CTpHKTHO Flia/iyBaHe:
CeBeTBa Cce Aa Ce MOAX0kK/ta BHHMATETHO IIPH TIAIMEHTH, KOMTO CIIa3BaT CTPUKTHO [NTadyBaHE.

OxnysuBHa nepudepHo aprepuanna Gomecr:

Moxe Aa HacThITH 33AEN009aBaHe HA CHMITTOMHTE NPH NpwiaraHe Ha Oera-6nokepy, 0coOeHO NpH 3ano4YBate
Ha JIEYECHUETO.

AHecre3us:

[Ipn naupeHTH, Ha KOMTO NMPeAcToH o0ma aHecTesud, OeTa-OToKepHTE HAMAISBAT YECTOTATA HA ApUTMHH H
MHOKapJiHa MCXeMHS B IEepHOJa Ha MHAYKLMA H MHTYOHMpaHe H B MoOCTONeparvBHMs nepHod. Cera ce
[IPEIOPEYBa NONAbPXKAHETO HA OeTa-0NI0KanaTa 1a MPOXBLIKH MEPHONICPATHBHO. AHECTE3HONOIBT TpAOBa 1a
3Hae 3a O6eTa-0NokaaaTa nopagHy MOTEHIHAN 328 B3aHUMOACHCTBHA ¢ APYTH JIEKapCTBA, KOMTO MOraT Ja loBeaar
no dpaauapuT™MuK, orcnadBane Ha pedieKCHATa TaXHKapAUA 1 HaMalgBaHe Ha pedrieKCHUTe crrocobHOCTH Aa
CE€ KOMIMIEHCHPA KpbBo3aryfba. Ako ce npHeMe, Je CIIMPAaHETo Ha Ie4eHUeTo ¢ Oera-0okep npeiaM onepanuara
€ HeoOXOHHMMO, TO TPAOBA Na CTaHE MOCTENEHHO U Ja 3aPBPIIH OKOJIo 48 yaca [Ipeiv aHECTE3HATA.

[Ips mauMeHTHTE, NOIOKEHH Ha TEXKAa XHPYPrHIHA ONEpaliiA MM aHECTe3Hd ¢ BELUECTBA, IPHYMHABAIIN
XHTIOTOHHA, TIEPpHHAONPUIBT MoXe JAa Onokvpa oOpasyBaHero Ha aHrHoTeH3HWH Il B pesyarar Ha
KOMIIEHCATOPHO 0cBoOOKAaBaHe Ha peHUH. Jleuennero TpAbBa Aa C¢ MPEKPATH €0HH JACH [IPEAH OmepalMaTa.
AKO Bb3HMKHE XHIIOTOHHA, 34 KOATO C€ CMATA, Y€ € IOPOeHA OT TO3H MEXAHH3BbM, MOXeE 1a ObJ1e KOpUTHpaHa
ype3 yBeNnHUYaBaHe Ha obeMa.

IIcopuasnc:
[1p1 DanueHTH ¢ NCOpHA3|uCe WK ¢ aHAMHE3a 3a ncoprasic Oera~-0nokepH MOXE [a €€ U3IO0JI3BAT CaMo Cliel
BHHMATENHO DanaHcKHpaHe Ha MOJI3HTE CIIPAMO PHCKOBETE.

DeOXPOMOLIHTOMA:
[Ipy ycTaHOBeHA WIKH MOXO3HpaHA ¢eoxpoMoluTOMa, Oucomponon TpaOBa BUHArH Ja c€ Npwiara B
KOMOHHAIMS C anda-penenTopeH OoKep.

THPEOTOKCHKO3A:
ITpu nedenre c GHCONMPONION € BE3MOXKHO CHMITTOMATE Ha THPEOTOKCHKO3a Aa C€ 3aMacKHUpar.

ITepBHYEH aNAOCTEPOHHIEM:

[TauneHTH ¢ NBPBUYEH XHNEPANIOCTEPOHHILM KaTO LLUIC HE €€ BIHAAT OT JICUEHHE ¢ aHTHXHIEPTCHIUBHH
JeKapCTBa, AcHcTBany Ype3 HHXHOHpaHe Ha cHMcTeMara peHHH-anrHoTeH3uH. [lopanu Topa ynorpebara Ha
TOBA JIEKAPCTBO HE CE NpPENophYBa.

bpeMenHOCT;

OcBeH B Cilyyaute, xorato npogpnkaBaHe Ha neueHHero ¢ ACE uHxuOMTOpDH ce cMATa 33 HE3aMEHHMO,
NALMEHTHTE, KOMTO MAaHWpaT OpeMeHHOCT, TpAOBa Aa nmpeMHHAT HA ANTEPHATHBHO AHTHXHIMEPTCH3HBHO
NEYEHHE C JoKa3aH npodun Ha Oe30MacHOCT 3a MpHIaraHe o Bpeme Ha OpeMendoctTa. [lpH
OHATHOCTHUMpaHe Ha OpeMeHHOCT NeyeHHeTo ¢ ACE nuxuOuTopu Tpabpa HezabaBHO ja OBOE CTIIPAHO H aKO
€ MOAXOMAIO, TPAOBA JIa 2a1109HE ATTEPHATHBHA TepaIus (Bx. TOUKH 4.3 u 4.6).

CoppaedyHa HETOCTATLYHOCT:
TepaneBTHYEH ONUT ¢ OUCOMPONIOI NIPH JIEYEHHETO Ha ChpAeYHA HEAOCTATBYHOCT JIUICBA NMPH NALIMEHTH CBC

CIICAHHTE 3a00MABaAHNA M CHCTOSHHA :

*  HHCYNIHHO3AaBHCHM 3axapeH auaber (ot Tan I),

*  TeXKO YBpeaeHa Ou0peuna yHKIMs,

* TEKKO yBpeldeHa uyepHoApoOHa GyHKIuA,

* PECTPHKTMBHA KapANOMHOIIATHA,

*  BpOIEHO cepAeuHo 3abongBaHe,

*  XEMOJHHAMHYHO 3HAUMMO OPraHMYHO KNAITHO 3a0014BaHe,




 HndapkT Ha MHOKApNA TIpes NOCHeaHNTE 3 Mecena.

IloMoIHH BelllecTBaA:
HuBo HA HaTpui

[IpecTinon ceabpxka no-Manko oT 1 mmol Harpwii (23 mg) 3a egHa TabneTka, KOeTo MO CHUISCTBO 03HAYaBa,
4€ He ChABPHKA HATPHI.

4.5 BsanmoneiicTBHE ¢ APYrH JeKapCTBEeHH NPOAYKTH H APYrH (hopMu Ha p3aumoneHcTBHE

He ca HabOnmronaBanu B3auMoaeiiCTBHA MexAy OHCOMPONON H NMEPHHAONPHI B YCIOBHATA HA M3NMUTBAHE 33
B3aMMOJICHCTBYA, IPOBENCHO BLPXY 3ApaBu AoOposonum. [IpeacTaBena € caMo HHGpOpMAaLKA 32 H3IBECTHUTE
B3aHMOEHCTBHA Ha HHAVBHAIYATHUTE aKTHBHH BELIECTBA C APYTH NPOAYKTH, KAaKTO CICIBA.

Jexapcmea, nosuuasawyu prcka om arzuoedem

EnnoBpemeHHaTa ynotpeba Ha ACE MHXHOKHTOPH CbC CakyOMTpHII/BaicapTal € NpOTHBONOKa3aHa, Thil KaTo
TOBA MOBHIIABA PUCKA OT aHTHOEAEM (BX.ToukH 4.3 u 4.4). CakybuTpwi/Bancapran He TpsA0Ba Ja Ce 3armousa
NpeaH Ja ca U3MHHAIK 36 yaca OT mpHeMa Ha MOCHEAHATA 1032 OT TEPANMATA ¢ MEPHHAONPHI. JleueHue ¢
NEPHHAONDPHA He TPsOBa Ia ce 3amovBa NpeAH Aa ca M3MHHANHU 36 yaca cieq npueMa Ha MOC/ieHaTa J03a OT
caKkyOHTpHII/BancapTaH (BxK.To4KH 4.3 H 4.4).

Ennoepemennara ynorpeba Ha ACE unxubutopy ¢ pauekagotpwi, mMTOR HHxubGuTOpH (Hanp. CHpONHMYC,
€BEPONIHMYC, TEMCHPONHMYC) M [IMOTHHH (Hamp. JMHATVIMOTHH, CaAKCaNIHIITHH, CHTarJIHITHH,
BRIAANTIANTHH) MOXKE J1a IOBEJIE /0 [TOBHIIEH PHCK OT aHTHOSAeM (BikK.ToYKA 4.4).

Jexapcmeaa, uHdyyupayu xunepkaruemus:

BBIpekH, Ye CEpYMHHS KaTHi OOMKHOBEHO OCTABA B HOPMAJTHM TPaHHLH, XHUTIEPKATHEMHS MOXKe Ja C¢ NoABH
NpH HAKOH NMAUHCHTH, JIeKyBaHH ¢ [IpecTnon. HAKoH nekapcTBeHH MPOAYKTH MM TepancBTUYHH KJacoBe
MOTaT fa NOBHIIAT CIYYAaHTE HA HACTBIIBAHE HA XHNEPKAMHEMHA: aNWMCKUpEH, KaJWEBH COJH, KaTHH
ChXPaHABalllH JMYPETHLH (Hanp. CMHPOHOJNAKTOH, TpHamTepeH wm amwiopua), ACE uHxuburopwy,
aurnoTeH3uH-11 peuenropau anraronrneri, HCIIBJI, xenapuin, UMyHOCYNPECHBHH CPEACTBA KaTO HaTIpUMEp
ITUKJIOCHOPHMH WM TAKPOJHMYC, TPHMETOMPHM H KOTPHMOKCa30i (TpuMeTronpuM/cyndaMerokcason), Thid
Karo € HM3BCCTHO, Y€ TPHUMETONPHM JICHCTBA KAaTo KanHWi ChXpaHsBalll AHYPETHK KaTo aMHJIOpUIL.
KoMOMHauMaTa ¢ TE3H JieKapcTBa MOBHIABA pHCKa OT xunepxandeMHua. Ilopagu Topa, KOMOMHHpaHETO Ha
[IpecTiiion ¢ ropecnoMeHaTHTE IEKAPCTBa HE ¢e NPEnophuBa. AKO € NpeAnHcaHa eJHOBPEMEHHA yNoTpeoa,
TPpAOBa Na C€ NOAXOXKAA C BHHMaHUE H ¢ YECTO NPOCIEAABAHE HA CEPYMHHSA Kannii.

Ednogpemernina ynompeba, koameo e npomusonoxaiana (exc. mouxa 4.3)

Anuckupen:

EnnoppemenHaTa Tepanus ¢ [IpecTHnon ¥ aIHCKHpEH € MPOTHUBOIOKA3aHA NMpH NALHCHTH ¢ OHA0ET WIH
HapymieHa 6L0peyna pyHKIMA Nopaay NOBHINIABAHE HA PHCKA OT XHUIEPKATHEMHS, BIIOIABaHe Ha ObOpeuHaTa
byHX1NS M CHPACHHOCHIOBA (OJNIECTHOCT H CMBPTHOCT.

Exempaxopnopannu nevenus:

EKCTpakopnopaiHH JIe4eHus, BOACLIO /10 KOHTAKT Ha KPhBTa ¢ OTPHUATENHO 3ape/icHU TTOBBPXHOCTH, KaTo
HaNpPHUMEp JHANH3a MIM XeMOoQHATpali® ¢ ONpeAelNeHH BHCOKONPONyCKIHBY MeMOpanu (Hamp.
NONHAKPHWIOHHTPHIHE MeMOpaHH) M adepesa Ha JHNONPOTEMHA ¢ HHCKA IUTBTHOCT € JEKCTPAHOB Cydar,
NOpajay MOBHILIEH PUCK OT TEXKH aHAQWIAKTONIHH peakuMH (BX. Touka 4.3). Ilpu Heobxoaumoct oT nofobHo
neyenre TpadBa 1a ce oOMMCIHM H3TIO/I3BAHe HA APYT THII JHANMH3HN MeMOpaHH MY HA AaHTHXHIIEPTEH3HBHO
CPEACTBO OT APYT Kiac.

Eonoepemenna ynompeba, Koamo He ce npenopsueq

Cebpiana ¢ Huconporon

MOKCOHUOUH, DUIMEHUOUH ).
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Eanospemennara ynorpeba Ha LEHTpanno AeHCTBAlIM AHTHXMIIEPTEH3MBHU CPEACTBA MOXKE Ja BAOLUM
ChpACYHATA HEIOCTATBLYHOCT Ype3 HaMaIABaHE HAa LIEHTPAIHHA CHMMATHKOB TOHYC (HamaldcHa ChpAcdYHa
YeCToTa H MHMHyTeH 00eM, Basommiaraiia). Pa3koTo mpekparaBaHe, 0coOEHO ako € npelH MOCTEIIEHHO
HaMaIABaHe Ha N103aTa Ha Oera-boxepa Ype3 TUTPHpaHE, MOXKE J1a IOBHILIH PHCKA OT ,,pebayHI XHUIIEPTOHUA.

Anmuapummuanu cpedcmsa om wnac I (Hanpumep, xunudumn, OUBSONUPAMUG, NUOOKAUH, GEHUMOUN,;
grexaunuo, nponageron):

EdexTsT BEpXY BpeMeTo Ha NpeAChpAHO-KAMEPHO NPOBEXAaHE MOXKE [a CE€ YCHIH C IOBHILIABAHE Ha
HETATHBHHS HHOTPOMNEH €eKT.

Kanyuesume anmazonucmu om ¢epanamiuzios mun i 8 no-Manka cmenex - om OWimuasemoe mun.
OTpULATENHO BIMAHHE BHPXY KOHTPAKTHIHTETA H NMPERCHPAHO-KAMEPHOTO npoBexaaHe. MHTpaBeHO3HOTO
Mplarade HAa BepanaMui NpH TAIMEHTH, JIEKYBaHH c Oera-Onokepu, Moxke Ja JoBene A0 3aab1004eHa
XMIIOTOHHSA H [IPEACHPAHO-KAMepeH ONoK.

CBbp3aHH ¢ NEPHHAOCTIPHI

Anucxupen:

IIpn apyrn nmaumeHTH, OCBeH NMaIUEHTH ¢ AUabeT Wik HapymeHa 6b0peyna QYHKLHA, HAPACTBA PHCKET OT
XHIMIEpKaTHEMHA, BiomIaBaHe Ha 6b0peunara QyHKUMA H ChpAETHOCBAOBaTa OOAECTHOCT H CMEPTHOCT,

Eonogpemenno nevenue c ACE unxubumopu u anzuomensun peyenmopnu bnoxepu

KNTHHUYHHTE JaHHY MOKa3BaT, ue ABOHHATA 6110Kana Ha CHCTEMAaTa peHHH-aHTHOTEeH3UH-anaocTepoH (RAAS)
ypes koMOHAaima or ACE uaxubuTopH, anrroTensuH I1 pelienTopay GoKepH WITH aAMCKHPEH € CBBP3aHa ¢
MO-BHCOKA YECTOTA Ha HEXENAHH peaKlHH KaTo XHIOTOHHSA, XHIICpKAJIHEeMHa H BIOoMaBaHe Ha ObOpevHara
byHxkimg (BKMIOYHTENHO ocTpa OBOpEYHA HEZOCTATBHYHOCT), OTKOJKOTO H3ION3BAHETO CaMO HAa €IHO
CpencCTBO ¢ nerucreue BspXYy RAAS (Bxk. Touku 4.3, 4.4 u 5.1).

B nureparypara mma croOIIeHMS, Y€ NpPH MALMEHTH ¢ YCTAHOBEHA aTEPOCKICpOTHYHA OOJecT, ChpaeYHa
HETOCTATBYHOCT HWJIH JAHMAabeT ¢ TEpMHHAIHO OPraHHO YBpeXZaHe EAHOBpeMeHHOTO jeueHue ¢ ACE
HHXHOHTOP H aHTHOTECH3HH-PELIENTOpeH GIoKep € CBHP3aHO ¢ MOBMILEHA YECTOTA HA XHUIIOTOHMA, CHHKOII,
XHIIEpKATHEMHs H BOLIaBaHe Ha Ob0pednara QyHKHA (BIIIOMHTENHO OcTpa 660pedna HeNoCTaThYHOCT) B
CpaBHEHHE CHC CAMOCTOATEIHOTO MpIIarale Ha ¢AHH JICKapCcTBEH NMPOAYKT, OBJIMABAI CHCTEMATA PCHUH-
AHM'HOTCH3HH-AAOCTEPOH. [[BofiHata Gnokana (HanpuMmep upe3 koMOuanpane Ha ACE uuaXuOHTOp C
aHruoteHsuH Il peuenropes aHTaroHKCT) TpaOBa Ja ce orpaHHYY CaMo JI0 HHAMBHYAITHO ONPEACICHH CIyJau
TP BHUMATEITHO MOHBUTOpHpaHe Ha O0b6peqHaTa GyHKINMSA, HHBATA HA KAJIHA M KPBBHOTO HAIATAHE.

Ecmpamyemun:
Puck or moBMINaBane Ha HEXENAHHTE JICKAPCTBEHH PpEAKLMH, KaTO HAaNpHMep aHTHOHEBPOTHYEH OTOK
(aHruoenem).

Kanuii-coxpanaeawu ouypemuy (Hanp. mpuaMmepen, amunopud... ), xanui (conu):
Xunepkandemus (noTeHuManHo garanHa), 0cobeHo ChbBMECTHO ¢ yBpeieHa 6b0peuna GyHKUHA (aAUTHBHH
XUMEPKATHEMMYHY €PEKTH).

KoM6HHanusaTa Ha mepHHAONPHI ¢ MOCOYEHHTE MO-TOpe JIEKapCTBa He ¢e mpenopbyBa (BK. Touka 4.4). Ako
€AHOBpPEMEHHATA YOTpeDa € BLIPEKH TORA MOKa3aHa, Te TpadBa da ce U3NON3BAT ¢ NOBHIICHO BHUMAHUE U
NpH Y€CTO NpocieadBaHe Ha CTOHHOCTHTE Ha CEpYMHHA Kanmui. 3a M3MON3BAHETO HA CMHPOHONAKTOH IIpH
CBPACYHA HEAOCTATHYHOCT BIDKTE MO-J0IY.

Jumuii;

Hma cprobmenns 3a ofparuMo noBMINABaHE HA CEPYMHHMTE KOHLEHTPALMH HA JMTHA H TOKCHYHOCT MpH
€IHOBPEMEHHO mpHeMaHe Ha autuik 1 ACE uaxubutopu. He ce npenopbhuBa ¢AHOBPEMECHHOTO H3MOJI3BAHE
HA MEPHHIOTIPUA ¥ IUTHIH, HO KO KOMOHHAIIMATA Ce OKaKEe HeOOX0AUMa, CEPYMHHTE HHBA Ha JIHTHA TPAOBa
Ia ce NpocneasBaT BHUMATENHO (BX. ToUKa 4.4).

E()HOGEMEHHII Eﬂﬂﬂﬂ'ﬁﬂ, KORmo HIHCKBa CREURRAARD eHUMANUE
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Cebp3ano ¢ GHcoNpPo.10 ¥ DePHHAOTIPH.I

IIpomueoduabemnu cpedcmea (UHCYIUH, REPOPANHN XUROLTUKEMUYHY CPEOCBa):

Pesynrature OT €NMHAEMHOIIOTMYHHM NPOYYBaHMA IOKA3BAT, Y€ EAHOBPEMEHHOTO TNpHioxkeHHe Ha ACE
HMHXHOHTOPH M aHTUAWAGETHH MeAMKaMeHTH (MHCYAMHH, ODajHH XHIIOIMHKEMHUYHU CPEICTBa) MOXe Ja
MPHYHHHE N0-CWICH [NIOKO3CTIOHWKABAIL €(eKT ¢ PHCK OT XHNorukeMus. OKa3Ba ce, Y¢ HaCThIIBAHETO Ha
TOBa ABJCHHE € IO-BEPOATHO Npe3 NBPBHTE CEAMHLUH OT KOMOHHHPAHOTO JIEUCHHME H NPH HaUHEHTH C
yBpeacHa ObOpeuna PyHKIHA.

EnHOBpeMEHHOTO npuyiaraHe Ha GUCOMPOROJ ¢ HHCYNIMH H NEPOPANHH AHTHAHAOETHW JIEKapCTBA MOXE Ja
NMOBHIUM edexTa HAa HaMa/igBaHe Ha KpbBHaTa 3axap. Briokapara Ha Oera-apeHOpelCNTOPHTE MOXe Ja
MAacCKHpa CHMIITOMUTE Ha XHIIOTITHKEMHS.

Hecmepouonu  npomueoewvsnanumennu  aexapcmgenu  npodykmu  (HCIIBC)  {exmouumenno
ayemwicanuyunosa kuceauna >3 g/ oen):

[Ipunaranero Ha [IpecTunon eHOBPEMEHHO ¢ HECTEPOHAHK MPOTHBOBB3NATMTEIHY JICKAPCTBEHH TTPOAYKTH
(Halp. aueTHICANMLMIIOBA KHCE/IMHA B TMIPOTHBOBB3MAIMTENHH J03HpoBKH, COX-2 HHXMOHTOPE H
HeceneKTHBHH HCTIBC) Moxe aa oTenabn aHTHXHIIEpTeH3WBHIA edekT Ha OHcomposiona U NEpHHAOTIPHIA.
OcseH ToBa eqHoBpeMenHoTO npunarade Ha ACE unxu6buropu 1 HCIIBC Moxe 1a noBeae A0 NOBHLIEH PHCK
OT BJOLIaBaHe Ha ObOpeyHaTa QyHKIMS, BITIOYHTENHO BE3MOXKHOCT 0T 0cTpa Ob0peyHa HEROCTATBYHOCT H
NMOBHIIIABAHE HA HHBATA HA CEPYMHHA Kanuii, 0COOEHO NPH NANMEHTH ¢ NPEABAPHTEIHO CHINCCTBYBALIO
BIIOlIaBaHe Ha Os6peunara dyHkuusa. KomOunamuaTa Tps6pa Ja ce NpHiara ¢ NoBHIIeHO BHHMaHue, 0CO0EHO
IIPH HATpEHANA Bb3pact. [TanuenTuTe TpAOBa Aa 6BOAT ZOCTATHYHO XMAPATHPAHH H TpA0Ba Ja ce MpeABHAH
KOHTpoaHpaHe Ha Ob0peunara GyHKINA B HAYAIOTO HA KOMOMHHPAHOTO JIE€UEHHE, a C/IE] TOBA — NEPHOAH'HO.

Anmcunepmen3usny cpedcmea u 8a300UNAMAMOPU.

EnHOBpPEMEHHOTO IIpWwiaraHe ¢ aHTHXMIIEPTEHIWBHH CpPEACTBA, Ba3oAWIATATOpPM (KAaTo HamNpHMEp
HUTPOTHLEPHH, APYTH HUTPATH HJIH XPYTH Ba30AWIATATOPH } WIH ¢ APYTH JIEKapCTBA, KOHTO HMAT IMOTEHIHAA
Na HAMaNfABaT KPbBHOTO HajsraHe (HampHMep TPHIHKIHYHA aHTHAENnpecaHTH, 6apburypatu, GEeHOTHA3HHH)
MOK€E 1a IOBHILIH PUCKA OT XMIIOTOHWYHATE €(peKTH Ha MEPHHAONPHI H Suconponona.

Tpuyuxauunu aumudenpecarmw/ Aumuncuxomuyw/Anecmemuyu.

EnnoBpeMeHHOTO H3nonsBane Ha ACE MHXHOMTOpPH C HAKOH aHECTETHYHH JICKapCTBEHH TIPORYKTH,
TPHIUUKIHYHH AHTHACTIPECAHTH W AHTHNCHXOTHLH MOXE Ja HMA 33 Pe3yJITaT JONBIHUTEIIHO HAMATABAHE Ha
KPBBHOTO HAJIATAHE.

EnHoBpeMeHHOTO W3NON3BaHE HA OMCOMPOJON ¢ AHECTETHLIM MOXE Aa AOoBeAe 10 HaMmaleHa pednekcHa
TAXHKapAuA U IIOBHIUCH PHCK OT XHIIOTOHUA.

Cumnamomumemuyu:

bera-cuMnaroMumeTHLnTe (Hanmp. W3ONPEHATHH, 00YTaMHH): KoMOHHaIMATa UM ¢ OHCOMPONON MOXKe Ja
HaMau ehexTHTE U Ha JBETe NIEKAPCTBEHH CPEACTBA.

CHMIIaTOMHMETHIM, KOHTO AaKTHBHpaT M Oera- # anda-aapeHopenenTopuTe (Hamp. HOpENMHHE(PHH,
enuHeppHH): KOMOHMHAUMATA ¥M C OHCOMpONON MOXKE JOd 3aMackupa MeAHMpaHuTe oOT anda-
aApEeHOPELIENTOPHTE BA30KOHCTPHKTOPHH €(PEKTU HA TE3H CPEACTBA, KOCTO BOAU 0 NOBHINABAHE HA KPBBHOTO
HalfAraHe M oboCcTpsHe Ha Kiayaukaumo uHTepMHTeHC. [Ipuema ce, ye TakHWBa B3aMMOJCHCTBHS ca MoO-
BEPOATHH NPH HecENeKTHRHMTE OeTa-0oKkepH.

CHMNAaTHKOMHMETHLIMTE MOTAT Ja HAMAIAT aHTHXHIepTeH3uBHETE edekTH Ha ACE BHXnOHTOpHTE.

CBBp3aHa ¢ 6HconposION

Kanyueeume anmazonucmu om ouxudponupuounoe mun, Kamo Hanpumep Qeroountr 4 amMroOunus.

Ilpn marmHMeHTH CbC CBpACYHA HEAOCTATHYHOCT €HHOBpEMEHHATa ynmoTpeba moke Ja NMOBHINM PDHCKA OT
XHIIOTOHHA M MNPH TIAX HE MOXKE Ja ¢€ M3K/MNYH VBEIHYABAHC Ha PHCK OT NOCICABAlIO BIOUIABAHE Ha
KaMEPpHATa NoMmiieHa QPyHKLHsA.

Aumuapummuunu aexapcmea om knac HI (nanp. amuooapon):
Mose noTeHIHAaNHO A3 Bb3HHKHE €(eKT BBPXY BPEMETO Ha NIPEACHPAHO-KaMEPHO TIPOBE
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Hapacumnamomumemuynu nexapcmea:
EnHoBpeMenHara ynorpefa Moke Aa MOBHIIN BPEMETO HA MPEACHPAHO-KAaMEPHO MPOBEXAAHE M PHCKA OT

Opanukapams.

Jlokano npunazanu bema-6r0Kkepu (Hanp. ouny KANKU 3G JYEHUE HA ZRAYKOMQ):
EnHOBpEMEHHOTO MpIUIaraHe MOXE Jja AONPHHECe KbM CHCTEMHHTE e(peKTH Ha OHCOTIPOION.

Cupoeunt 2iuxo3uou (OUSUManuCo8Uu MeOuKamMeRmu).
HamanasaHe Ha cbpZic4YHATa Y€CTOTA, YABIXKABAHE HA BPEMETO HA NPEIChPAHO-KAMEPHO NPOBEXKIAHE.

CBrLp3aHH ¢ NepHHAONPUA

baxnoghen:
[ToBHINEH GBHTUXHIIEPTOHHYEH eext. [a ce ciieRi KPbBHOTO HAISTAHE H NIPH HEOOXOAHMOCT 1a CE KOPHIHpa
[03aTa Ha AHTUXHIICPTCH3IUBHUA JIEKAPCTBEH NIPOAYKT.

Kanuit nesaovporcawyu ouypemuyu.

[HaunenTure Ha JHYPETHYHO JeYeHHe, 0coOeHOo TE3H, KOHTO ¢a AeXHIAPATHPAHH W/WIH C HapyIICHHUA BBHB
BOJIHO-CONEBHA OanaHc, MOXKE Aa H3MHMTAT NPEKOMEPHO HaMangBaHe Ha KPhBHOTO HAJIATAHE CIIE/ 3almoyBaHe
Ha nedvenuero ¢ ACE uHxuburopu. BepoaTHOCTTa OT XMIOTOHHYHH e(ieKTH MOXE Ja Ce HAMAIH 4Ypes
NPEKbCBAHE HA JHYPETHKA, Ype3 NOBHIIABAHE HA 00eMa Ha TEYHOCTHTE WM NMPHEMA Ha CONH NIPEAH HAYAN0TO
Ha JIEYEHHETO C HUCKH Y MIPOTPECHBHH JO3H NEPUHAOTIPHIL.

[lpu aprepuanHa XWNOEPTOHHA, KOraTo IpeNllecTBAlNaTa IHYPETHYHA TepalHid MOXKE JIa € NPHYHHHIIA
HELOCTHT HA COJIH/TEJISCHH TEYHOCTH, HIH AMYPETHKET Tps0OBa fa ce Cripe NpeAd 3ano4BaHe Ha JICYECHHETO ¢
ACE nuxpbuTop, B KO#TO CIy4aifi B HOCIeNCTBHE MOXKE Ja €€ BKIIOUHM OTHOBO HEChXpaHABAIR KATHH
AHypeTHK, WIH ACE uHxubuTopsT Tpabea fa ObAe 3anovHAT B NO-HUCKA A033, KOATO NPOrPECHBHO Ja CE
TIOBHILIH.

IIpu nexyBaHa ¢ JHYpETHLM 3aCTOHA CBpAEUHA HENOCTATHYHOCT, JedeHneTo ¢ ACE unxuburopa tpabea na
3a7I0YHE C MHOIO HHCKA JO3MPOBKA, MPH BE3MOXHOCT H ClIe]l HAMAJISBAHE Ha 7103aTa Ha CHOTBETHHA KATHH
HECHXPAaHABALI AHYPETHK,

Ilpu Beuuku ciyyad TpaGea ga ce npocnemnpa 6p0peunara GyHKIps (MAasMeH KPEaTHMHHH) Npe3 MbPBHTE
ceMHIH Ha JeyeHueto ¢ ACE uaxuburop.

Kanuit-coxpaunseawu duypemuyy (eniepenon, CrupoHORaKMON).

C ennepeHoOH WIH CIHPOHOJAKTOH B I03H OT 12,5 mg mo 50 mg nHeBHO W mpu HHCKH A03H Ha ACE
HHXHOHTOPH:

Ilpu neyeHue Ha cvpaevHa HepoctarbyHOCT OT Kiac I1 win IV (mo NYHA) ¢ ¢pakims Ha H3TaackBane < 40%
U nipeaniecTaine neuenne ¢ ACE uaxuburopu n OpUMKOBH NHYPETHIIH, UMA PUCK OT XMIIEPKAIHEM KA, KOSTO
€ IOTCHLUHATHO JIETAIHA, OCOOCHO MpH JIMMCA HA cMa3BaHe HA MPENOpPBKUTE 3a MPCANHCBAHE HA TasH
KOMOHHAIIHA.

IIpeam 3anouBaHe Ha KOMOWHALIHATA TPAOBaA A4 Ce HANPABAT H3CICABAHMA 33 H3KMIOYBAHE HAa XUITEPKATHEMHA
1 6u0pedno yBpexXaaHe.

IlpenoppuBa ce BHUMATEIHO HaOMIONCHHE HA KATHEMHATA H KpeaTMHEMHATAa Npe3 NBPBHA Mecen OT
JICYECHHETO BEAHDXK CEIMHYHO, A CJIE/l TOBA — BEAHBK MECEYHO.

Kombunauuu, Koumo mpabea 0a ce umam npeodsuo

Caup3ana ¢ GHconpoJion

Megroxun:
IloBHineH puck ot OpaJukapaus.

Monoamuno oxcudasnu unxubumopu (¢ uskmouenue Ha MAO-B unxubumopu):
YcnneHn xunoToHHYeH eekT Ha 6era-6okepUTe, HO CHIIO H PHCK OT XHIIEPTOHMYHA KpH3a.

CBnp3aHH ¢ nepHHAONPRI

13




3namo:

Hma peaky ¢hOOLUEHHA 33 HHUTPUTOMOHH peakldH (CHMIOTOMATHKAaTa BKJIIOYBA 3a4epBsBAHE Ha JIMLETO,
rafgeHe, NOBPBILAHE H XHIOTOHHS ) TIPH MALIMEHTH, ITPOBEKIAINH JieYeHHE ¢ HHXCKLIHOHHHY 3/IaTHH MpENapaTy
(HaTpHeB aypoTHoManar) enHoepeMeHHo ¢ ACE uHxHOUTOD, BIITIOMHTEIHO NEPHHAOTPHIL.

4.6 @epTRIAUTET, GPeMEHHOCT H KbPMEHe

BpemMenuocr:

Ha 6a3ara Ha CBILUECTBYBAMKTE AGHHM 32 HHAMBHIYAIHMTE KOMIOHEHTH ynotpebara Ha [IpecTHnon e ce
MPENOpPBLYBa NPE3 IHPBH TPUMECTHP HA OPEMEHHOCTTA H IPHIIATAHETO MY € IIPOTHBOIIOKA3aHO NpPE3 BTOPHA
H TPETHA TPHMECTBP Ha OPEeMEHHOCTTA.

buconponon

BHCONpONONBT posBABA TAKHBA GapMaKOTOTHYHY €(peKTH, KOUTo 6MXa MOTJIH /12 IPHYMHAT BPEIHH e(eKTH
BBPXY OpeMEHHOCTTA H/HITH TUTO1a/HOBOPOIEHOTO { HAMAJISBAT IUTALIEHTAPHNA KPBBOTOK, KOETO €€ CBhP34a ChC
3a0aBEH PacTEk, BhTPEMAaTOYHa CMBLPT, aCOPT MM NpeXAcBpeMeHHa poaoBa AeHHOCT U HexkelaHH edexTH
(Hamp. XWNOTJAHKEMHS H Opaaukapaug), KOHTO IUIOABT HIH HOBOPOACHOTO MoraT Aa passuiAt). Ilpu
HEOOXOMUMOCT OT JieueHHE ¢ Oera-afpeHOLENTOpHH OJIOKepH Ce npeamodutar Oera-l-cenekTHBHHUTE
aAPEHOLCITOPHU ONOKEPH,

buconponon He TpsaOBa Ja ce mpuiara 1o BpeMe HA GpPeMEHHOCT, OCBEH aK0 KIIMHMYHOTO CBCTOSHHME Ha
EHaTa He H3IHCKBA TAKOBA JieUeHHE. AKO € MPHETO, Ue € HaMHIe HeoOXOoMMMOCT OT JieueHHe ¢ Oiconpood,
TpAOBa Aa c& MOHHTOPHMpAT YTEPOILUIAIICHTAPHHAT KPBBOTOK M PacTekbT Ha mioga. B cayyait Ha BpeaHu
epeKkTH BbPXY OpeMeHHOCTTa HiH Iioja Tpabea na ce oOMMcnu anTepHardBHO nedeHue. Hosoponenoto
TpaOBa na Obae BHAMATEAHO NPOCHENSBAHO.

[Io MPUHIMN CE€ 0YAKBAa CHMITTOMHUTE Ha XUTIOrTHKEMHSA H OpanKapiaus 1a ce MOABAT Npe3 IbPBHTE 3 AHH.

Hepunoonpun

EnuneMHONOrHYHHTE JAHHH OTHOCHO TepaToreHnua puck ciea ACE uHxnOHTOpHa ekCcno3uims npes Nbpeus
TPUMECTHD Ha OPEMEHHOCTTA HAMAT OKOHYATENEH XapaKTep; Manko NOBUIIaBaHE Ha pUcKa o0aue HE MoXe Nia
Opae n3kmoueHo. OCBeH B CAYYAHTE, KOTATO HpOABIDKAaBaHe Ha jJeueHHeTo ¢ ACE naxuburopu ce cmATa 32
HE3AMEHHMO, NALMEHTHTE, KOHTO [MJIAaHHpaT OpeMeHHOoCT, TpaOBa Ha IIPEMHMHAT Ha aITEPHATHBHO
AHTHXHIIEPTEH3HBHO NEUeHHUE ¢ JoKa3aH npodun Ha 6e30MacHOCT 3a IpHiIaratie no speMe Ha OpeMeHHOCTTA.
AKO c€ YCTaHOBH OpeMeHHOCT, jAeucHueTro ¢ ACE MHxubnropn TpabBa na ce cnpe He3abdaBHO U 4aKO €
HEOOXOAUMO A CE 3AMO9HE ANTEPHATHBHO JICYEHHE.

H3pectHo €, 4ye ekcrmosunmaTa Ha ACE uHxMOMTOpHa Tepamdsd NOpe3 BTOPHS H TPETHS TPHUMECTBP Ha
OpeMEHHOCTT4, OpeAH3BMKBA (ETOTOKCHYHH edexTy mnpn uoBeka (moHWXeHa OnOpeuHa ¢yHKIMA,
OJIMTOXHMIPAMHHMOH, 3a0aBiHe Ha 4epemuara OCH(HKAlMA) H HeOHaTalHa ToKcHuyHocT (OwOpeuHa
HEAOCTATHYHOCT, XUITOTOHKA, XUIIEpKaIHeMHA) (BK. Touka 5.3). Ako ekcnozuimsara Ha ACE uraxubutop ¢
HACTBIIMJIA OT BTOPHA TPHMECTHP HA OpeMEHHOCTTA, MPENOPBYBAT CE YITPA3BYKOBH NIPETACAH 3a H3CIEABAHE
Ha OBOpeyunara pyHkuna u uepemna. BeGera, yanto Maiiku ca npuemany ACE naxuburtopn Tpabsa na 6naar
HaOMIOAABAaHH BHEMATEJIHO 3a XHIIOTOHHA (BXK. TOUKH 4.3 H 4.4).

KbpMeHe:
IIpecTHion He Ce NMpenopHyBa Mo BPEME Ha KbPMEHE.

He e H3BECTHO Aany 6MCONMpONON ¢e H3NILUBA B KbpMaTa. [lopanu ToBa HE C€ NpenoprYBa KEPMEHE B NEPHOAA
Ha NpUnarase Ha GHCONpoONOoN.

Hopaau nHrica Ha MH()OpMALHA OTHOCHO YIIOTpeOara Ha NMEPHHAOIPHI B IIEPHOJA HA KbPMEHE, TIEPHHAONPHI
HE Ce NPeNnopbYBa ¥ ce NPeANOYHTAT AITEPHATHBHH JIeUeHHs ¢ No-Jo0pe ycTaHoBeH Npod Ul Ha 6e30MacHOCT
B NIEPHOJA HA KEPMEHe, 0COOEHo NpH KbPMEHE Ha HOBOPOACHO HIIH NPEXKIAEBPEMEHHO POICHO KEPMAYE.

Qeprunurer:

JIMncear KIMHHYHHTE JaHHU OTHOCHO depTmwimrera npu ynotpebara Ha IIpectinon.

4.7 EdexTn Bupxy cnocofHocTTa 3a modupaHe H paboTa ¢ MAIIHHH
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[IpecTuiion HsAMa NpsAKO BIAMAHHE BBPXY CNOCOOHOCTTA 3a wWodUpaHe U padoTa ¢ MALUMHH, HO MPH HAKOH
MalMEHTH MOTaT Ja HACTBNAT MHAMBHAYAIHH PEaKlMH, CBbP3aHH C HHCKO KPbBHO HalsraHe, 0CoOEHO B
Ha4aJ0TO Ha JICYEHHETO, NPH CMAHA HA JICYEHHETO, KAKTO H MPH H3MO0JI3BaHE 3a€/IHO ¢ ynoTpeda Ha anKkoXodl.
B pesyarar ot ToBa cnoco6HocTTa 3a WodupaHe i paboTa ¢ MAIIMHK MOXKeE Ja Ce HapyLlH.

4.8 Hexenanu JeKapcTBeHH peaKklHH

Kparka onucanue Ha npoduaa Ha 6€30nacHOCT:

Haii-uecTure HexenaHn peakuuu OT OMUCONMpOsIoN BKJIIOYBAT I1aBo0OJIME, 3aMaiBaHe, BJOlLaBaHe Ha
Cbp/IEYHATA HEOCTATHYHOCT, XUMOTOHMUS, CTYJICHHN KPaifHULIM, rajieHe, MOBPbIIAHE, KOPeMHH DOJIKH, InapHs,
KOHCTHUNALMA, aCTEHUA U yMopa.

Haii-uecTuTe He)enaHM JEKApCTBEHM peakuHH, KOMTO ce CbhoOIaBaT OT KAWHMYHMTE M3MHUTBAHUA U ca
HaOJI0/1aBaHU W TpH MEPUHIONPWI ca: riaBobosine, 3aMaiiBaHe, CBETOBBPTEXK, MAPECTE3HH, 3PHTEIHH
HapylIeHHs, THHHTYC (LIyM B YIIHTE), XMNIOTOHHUS, KALUUTHLA, AUCITHEs, raeHe, NoBpbllaHe, KopeMHa Dolka,
AHApUA, KOHCTHUNALIMUSA, IUCTEY3Hs, IUCTIENICHS, OOPHB, NPYPUTYC (CBPOEK), MYCKYJTHH KpaMITH H aCTCHHS.

Taﬁnﬂga ChbC CINUCHK HA HEXKCIIAHUTE PCAKLIMH:

CrnenHuTe HEKENaHW peakUMu ca HabaKaaBaHU No BpeMe Ha KIMHUYHH M3NWTBAHUA W/HIH B NI€PHOJIA Clie/
paspeliaBaHe 3a ynorpeda ¢ Ouconponos WAH C MEepHHAONPHJI, NpWIAraHd CcaMOCTOSTENHO, M Ca
pasnpejeneHd cbo0pa3Ho knacudukauusTa Ha MedDRA no TenecHu CUCTEMH H 1O C/IEAHATA YECTOTa:
MHoro yectu (=>1/10); yectu (ot >1/100 no <1/10); veuectu (ot >1/1000 no <1/100); peaku (ot =>1/10 000 no
<1/1000); mHoro peaku (<1/10 000); ¢ Heu3BecTHA 4ecToTa (YecTorara He MOXKe Ja Ob/e onpenesneHa oT
HATMYHHTE JIaHHH).

CucremMo-opraneH H YecrToTa
eKeJIAHH JIEKAPCTBEHH peaKuHH
Kaac no MedDRA buconpoJsoa | Ilepunaonpua
Hudexkumnn u
i Punut Penku MHoro peaku
HHpecTALHH
Eo3unodunus - HeuecTu*
ArpanynouuTto3a (Bx. Touka 4.4) - MHoro peaku
[laHuMTONEHUSA - MHoro peaku
Hapywienunsi Ha
Py JleBKoneHus - MHoro peaku
KPBbBTa H JIHM(pHATA
cHCTEeMA HeyTtponenus (Bx. Touka 4.4) - MHoro peaku
TpomboumToneHus (Bx. Touka 4.4) - MHoro peaku
XeMOJIUTUYHA aHEMHUSA TIPU NMALIMEHTH C BPOJEH
- Muoro peaku
neduuut Ha G-6PDH pe
Hapywenus Ha CUHApOM Ha HeaJleKBaTHa CeKpeLMs Ha
eH/I0KPHHHATA aHTHIMYpeTu4Hus XopmoH (SIADH) < Penku
CHCTEMA
XunornukeMus (Bx. ToukH 4.4 u 4.5) - HeuyecTn*
L WP YUIEHRALEA Xunepkanuemus, oOparuma CrnypaHe Ha
mMeTa00JIH3MA H P » O0P Hps canp - Heuectn*
JIEYEHHETO
XpaHeHeTo
XUNoHaTpueMus . Heuectn*
[IpoMeHH B HACTPOEHHETO - Heuectu
MNeuxuunm
HapyuieHus Ha cbHA HeuectH
HApYLIEeHHS
Henpecus Heuectn

15




Kowimapuu ceauia, XaloUuHHaLKUK

Penku

Je3opuenTtauus (00bpKaHOCT)

MHoro peaku

['naBobonue** Yectu YectH
3amaiiBaHe** YectH Yectn
CseroBbpTexk - YectH
Hapywenus Ha
Py Jlucreysus - Yectu
HepBHATA CHCTEMA
[lapecresus - Yectu
CobHaHMBOCT - Heuectu*
Cuakon Penku Heuectu*
3pUTENIHU HapyLIEHHS - Yectn
HamaneHno otaensiHe Ha CbJI3H (B3eMa ce NpeABH]L
HapymweHusi Ha ounTe - ( PR Penkwu -
caMo, aKO MALMeHTHT U3M0JI3Ba KOHTAKTHH JISLLH )
KOHIOHKTHUBHT MHoro peaku -
Hapywenus Ha yxoro | | MHHUTYC e Hecty
H 1a0HpHHTA Hapyuienus Ha ciyxa Penku .
[Tannurauuu - HeuecTn*
Taxukapnus - Heuectn*
bpanukapaus MHoOro yecTu -
BrowmaBaHe Ha cbhp/ieuHa HEOCTATHLYHOCT Yectn -
Copaeunn Hapyuienus Ha AV-npoBoaumMocTTa Heuectn -
HapYyLIeHHS
ApUTMHUS - MHoro peaku
CreHokapaus - MHoro peaku
MuokapaeH HH(DAPKT, Bb3MOXHO H BTOPHYEH
Mopaau NMPEeKoMepHa XUINOTOHHUA TPH - MHoro peakH
BUCOKOPHUCKOBM MALMEHTH (BX. Touka 4.4)
XHIOTOHHUSA W CBBP3aHU ¢ Hed eheKTH Yectn Yectu
YyBCTBO Ha CTYA€HH WIHN U3TPbITHAIH KpaitHHLIH Yectu -
OprocraruyHa XUnoToOHHUA Heuectu -
*
CbI0BH HapymieHusi | DACKYJIHT - Heuectu
3auepBsiBaHe - Penku*
MUHCYyNIT, BB3MOXHO U BTOPUYEH NMOpPaIH
NMPEKOMEPHA XHUITOTOHHUS NPH BUCOKOPUCKOBH - MHOro peaku
NalneHTH (BxK. Touka 4.4)
C HeusBecTHa
®eHomeH Ha Peiino -
4ecToTa
Kamnuua - YectH
PecniupaTopHm,
rpbAHH H JucnHes - Yectn
MEARSCTARA I bpoHxocnasbm Heuectn Heuectu
HApYLIeHHS

Eo3uHodunHa nHEBMOHMUS

Kopemuu 6onku
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KoHcTunaums (3anek) Yectu Yectu
Huapus YectH YectH
["anene Yectu Yecrn
CromMamHo-4peBHH
P [ToBpblane YectH Yecru
HApPYLUEHHS
Jlucnencus - YectH
Cyxa ycra - Heuyectn
[lankpeaTur - MHoro peaku
Xenaro-OHHApHH MTOJIMTHYEH WU X T XEMaTuT (BXK.
p | YeH WIH XOJIECTaTHYEH XEenaTHT ( Péiiiii MHOT0 peaKH
HApYUWEeHHSA TouYka 4.4)
O6pus - Yectu
Coupbex - Yectn
AHrvoenem Ha JIMUETO, KpaHHULIMTE, YCTHHUTE,
JIMFABULIMTE, €3MKa, NNIOTHCA W/WJIH JITapuHKCa (BK. - Heuectu
Touka 4.4).
Yprukapus - HeuectH
Peakuuu Ha GOTOUYBCTBHTEIIHOCT - Heuectu*
Hapyu‘e““ﬂ Ha Hqu]HFOHH o HE‘-IﬂCTH*
KOKaTa H MOAKOAKHATA | X yinenxynposa - Heuectn
ThbKaH
Peakuuu Ha CBpbX4YYBCTBUTETHOCT (MPYPHT, Petici
3a4epBsiBaHe, OOPHB U AaHTHOEIEM)
BnouaBane Ha ncopuasuc - Peaku*
Epurema myntudopme - MHoro peaku
Anoneuus MHoro peaku -

Bera-OGnokepute Morar aa npoBOKHPAT WIH Ja
000CTPAT NCOPHA3HC MIIM 1a HHAYLHPAT
ncopHazuconogodeH ooOpus.

MHoro peaku

Hapywenus Ha MyCKyHHM KpamMIu Heuectn Yectn
MYCKYTHO-CKE&JIETHATA | MyckynHa cnaboct Heuectn -
CHCTEMA H -
CheIHHHTEIHATA ApTpanrus - Heuectu
VBN Muanrus - Heuectn*
Hapymenus na bbrOpeuna HenoCcTaTEYHOCT - Heuectn
ObOpeunTe H
NHKOYHHTe nbTHma | OCTpa Ob0peuHa Hel0CTaTLUHOCT - Penku
AHYpHS/OJIUTrypHUs - Peaku*
Hapymenus Ha
Bb3NPOH3BOAHTeIHATA | EpekTunna nucdyHkuus Penxu Heuectn
CHCTEMA H I'bpaaTa
ACTEHHS Yectn Yectu
O0mu HapymeHus u VmMopa Yectu -

epeKTH HA MACTOTO HA
NPHJIOKEeHHE

bonku B rpbaHus KOLI

OO0110 Hepa3nonoxkeHue
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[lepudepen ook - Heuectu*

Oedpunurer - Heuectu*
[loBuiueHa ypes B KpbBTa - Heuectn*
[ToBH1IEH KpeaTUHUH B KPBBTA - Heuectn*
[loBHIIEHHM YepHOAPOOHH €H3UMH Penku Penkwu
N3caensanus [ToBuineH 6UIMPYOHH B KpbBTA . Penku
[ToBuiieHn TpurMuepuan Penku -

HaManeH xeMorno0MH U HaMaJIeH XeMaTOKPHT (BIK.
pHT ( - MHoOro peaku

Touka 4.4)
HapausiBanus,
OTPaBSIHHSA H
yEASATREING [lanane - Heuectu*

Bb3HHKHAJIH B
pe3yJarTaTt Ha
HHTEePBEHUHH

* Hecmomama e uzyuciena no OGHHU OM KIUHUYHYU USHUMBAHUA 3 HENCENAHU NeKapcmeeHu PeaKyuy, OmKpuUsanu ypes
CROHMAHHU CbOOWEeHUA

¥* Tesu cumnmomu nacmensam ocobeno 6 nayaromo na mepanusima. O6UKHOEEHO ca eKu U Yecmo npemunasam 3a I-
2 ceomuyu.

CpoOll1aBane Ha N10103UPAHH HEXKEIaHW PeaKIInH

CboOliaBaHeTo Ha MOAO3MPAHM HEXKENAHM PeakUMH Cjel pa3pellaBaHe 3a ynorpeda Ha JeKapCTBEHHS
MPOAYKT € BakHO. ToBa mo3BosisiBa Ja NMPOABIKH HAOMIOAEHMETO Ha CHOTHOILLUEHHWETO IMOJI3a/pHCK 3a
JIEKapCTBEHUA NPOAYKT. OT MEAMUMHCKHTE CNELMATHCTH C€ M3MCKBA 1a ChoOlIaBar BCsKa MOA03MpaHa
HEXeJlaHa peakLMs Ype3 HallMOHa/THaTa CHCTeMa 3a ChoOlllaBaHe:

bbarapus

HM3nbanuTenna areduus no nekapcrsara (MAJI)
Y. ,Jlamsau I'pyes™ Ne 8

1303, rp. Codus

Ten.: +359 2 8903 417

yebcaiit: www.bda.bg

4.9 Ilpeno3upane
Hsama nHdopmaums oTHocHO npeno3upane Ha [Ipectunon npu xopa.
buconpoaon

CuMnToMu:

[To npuHUMN Hal-4yecTO OYaKBAHMTE MpU3HAUM TMPH Mpeno3upaHe Ha Oera-Onokepu ca Opaaukapaus,
XHIOTOHHSA, OPOHXOCIAa3bM, OCTpa Chp/ICYHa HEIOCTATBYHOCT M XHUnornukemus. /1o cera ca CbOOLLIEHH MalIbK
Opoit ciyuyan Ha npenosupaHe (Makcumym: 2000 mg) ¢ Omconposion NMpH MALMEHTH, KOWTO CTpajar oT
XMIEPTOHUA W/ UK KOpoHapHa 00NecT Ha ChbpLETO, ITPU KOMTO Ce YCTaHOBsBA OpaainkapaHs W/HIH XHIIOTOHHS;
BCHYKH MALMEHTH Ca C€ Bb3CTaHOBWIH. ChLIECTBYBAT rOJIEMH HHAWBUAYAIHH Pa3iHius B 4YyBCTBUTE/IHOCTTA
KbM €/lHa €JHOKpaTHa BHCOKA [03a OT OMCONpPOJIOS U MalHeHTUTE CbC ChbPACYHA HEAOCTATHYHOCT BEPOATHO
ca Mo-CHJIHO YYBCTBHUTEITHH.

Jleuenue:
B cnyuaii Ha npeno3upaHe nevyeHHeTo ¢ Ouconposion TpAdBa Aa ce crnpe H J1a Ce OCHTY
CHMINTOMATHYHO JieyeHue. OrpaHuyeH o0eM JaHHHU TMOKa3BaT, Y€ OMCONpPOIONbT CE
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6a3zara Ha OYakBaHHTE PapMaKoIIOTHYHH ACHCTBHA ¥ MPEMOPLKUTE 3a ApyTH Oera-OlIoKepH, npy HATHMHME Ha
KITHHHYHA HEOOX0AUMOCT TpaOBa Aa ce 0OMHCIH [IPHJIAraHETO Ha CIISAHUTE OOIIH MEPKH.

bBpaduxapous: TIpunoxere HHTpaBeHO3HO aTponHH., [1pH HeaxekBareH OTTOBOP MOXKE C TOBHILICHO BHUMAaHHE
A3 C¢ NMPHAOXKH H3OMNpEeHAIHH WM APYTO CPEACTBO C MONOKHMTEIHH XPOHOTPONHH CBOHCTBA. IIpH HAKOH
0OCTOATENCTRBA MOXE Ja € HeoOX0AHMO TPAHCBEHO3ZHO BHBEXIaHe Ha KapJHOCTHMYNATOpP (elCMeRKbD).
Xunomonwa: TpabBa Na ce NMPHIOKAT HHTPABEHO3HO TEMHOCTH W Ba30NpPecOopHH cpelcTsa. Moxe Aa Obae
NI0JIE3HO HHTPABEHO3HO NPUIOXKEHHE HA MNIOKAroH.

AV 6rox (om emopa wiu mpema cmener): Tlaipenture TpaGBa Aa 6BIAT BHUMATEAHO NMpoOCiensBaHH H
JICKYBaHH C M3OnpeHavH nox ¢opMara Ha HHpY3HA WIH C TPAaHCBCHO3ZHO BBBCKJAHE Ha CBPACYCH
NIENCMEHKDBP.

Ocmpo enowasane na cvpdeuna vedocmamwvynocm: [lpunoxere IV mHypeTHLH, HHOTPONHH CPEICTBa,
Ba30AHAATATOPH.

bBponxocnasem: Tlpunokere OpOHXOZHJIATATOPHO JEUYEHHE, KaTO HampHMEp H3OMpeHanuH, OeraZ-
CHMIIATOMHUMETHYHH JIEKapCTBA H/HIIH AMHHO(HITHH.

Xunocauxemun: TIpunoxere HHTPABEHO3HO [IIIOKO34.

Hepunoonpun

CHMITTOMH:

HMa Ha pasnonoxeH’e orpaHHYSHH AaHHH 34 TIpeao3HpaHe npH Xopa. CHMITTOMHTE, CBBP3aHH C IPEJ03UpaHe
Ha ACE muxubutopure, MOraT na BKIIOYBAT XHIIOTOHHA, HHPKYJATOPEH LLOK, €ICKTPOJIMTHH HApyIHCHH,
OnOpedHa HEAOCTATHYHOCT, XHUIEPBEHTHIALMA, TaXHKapAaHs, nainurauuy, Opanukapmus, 3amaiiBane,
TPEBOKHOCT H KallUIHLIA.

JleyeHne:

IIpenopbYBaHOTO JICYeHHE HA MPEeA03HUPAHETO € HHTpaBeHo3Ha HH(Y3HA Ha HaTpUeB xaopua 9 mg/ml (0,9%)
pasTBOP. AKC BE3HMKHE XHITOTOHHS, MAIIHEHTHLT TPAOBA J1a C€ NOCTABH B MOJIOKECHHE 32 [I0KoBa Teparns. AKO
€ BEIMOXKHO, MOXE fa c€ OOMMCIH H JedeHHe upe3 HHOY3UA Ha aHrHoTeH3uWH Il WHMIM HHTpaBeHO3HH
KaTexomaMuHH. [TepuHIoNpUI MoXe Aa ¢e OTCTPaHH OT 00ImOoTO KpEBOOOpalcHHE UPEe3 XeMOANANH3A. {BX.
Touka 4.4). 3a Opanukapaus, Pe3UCTEHTHa HA JIe4CHHE, € TMOKa3aHa Tepanua ¢ IcicMmeiikbp. Tp#aGsa
MOCTOSHHO J1a ce HaOMOAABAT KU3IHEHUTE NOKa3aTeNld H KOHICHTPALMHTE HA ENCKTPOJIMTH H KPEaTHHHMH B

cepyma.

5. ®OAPMAKOJIOTHYUHH CBOUCTBA
5.1 ®@apmaxkogaHAMHYHH CBOMcTBS

(PapMakorepanesTHiHa rpyna: ACE nuxu6uropu, Apyru KoMOHHALHK
ATC xon: C09BX02

MexaHuibM Ha aelicTriE

buconponon

bHcomposion € BHCOKO OeTal-cellekTHBEH AAPEHOPELENTOPEeH ONOKHpall AreHT, JHIIEH OT BBTpEINHA
CHMIIATOMMMETHYHA aKTHBHOCT M HA CBBP3aHaTa ¢ HeA MeMOpanocTabHIM3upaiia akTHBHOCT. To#H nokasea
caMo cnab apunanTer KBM 6eTaZ-peuenTopuTe HA MIAJKHTE MYCKYJIH Ha OPOHXHTE H CHIOBETE, KAKTC H Ha
Oetal-penenropure Ha MeraGonuTHaTa perynanus. 3aTopa o MPUHIMI HE ¢ 04aKBa GHcomponon aa Biuse
Ha JMXaTe/HaTa PE3UCTEHTHOCT M Oeral-MenmupanuTe MeraOonuTHH edexrH. beral-cenekTHBHOCTTA HA
OHCONpPONoNn € H3BLH TEPAIIeBTHYHHTE J1030BH MPaHMIIH.

Hepunoonpun

[lepuHmonpun ¢ wHxuOHTOp Ha €H3MMa, KOiTo MpeobpazyBa aHrHOTEH3HWH | B aHrMOTEH
KOHBEPTHpALIMAT €HIHM — WIH KHHAHA34 — NPEACTABNABA €K30ICNTHAA3A, KOATO N03BO
Ha aHTHOTEH3WH | BBB Ba30KOHCTPHKTOPA aHrHOTEeH3HH Il M ¢pIo npHuKHABa pa3
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OpajuKkHHHH B HeakTHBeH xenrranenTthi. Huxubupanero Ha ACE Boay 0 HaMansBaHe Ha aHTHOTEH3uH I B
I1a3MaTa, KOETO CTHMYNUpA aKTHBHOCTTA HA MNIa3MeHud peHuH (upe3 HHxuOMpaMe Ha OTpHUATENIHAaTa
oOpaTHa Bpb3ka Ha 0CBOOOXKAABAHETO HA PCHHH) H HAMAIABA OTACIAHETO HA angoctepoH. Thil kato ACE
AcakTUBHpa OpaaHkuHuHA, HHXHOMpaHeTo Ha ACE cBIIo Taka BOAM A0 YBEJIHYABaHE HA AKTHBHOCTTA Ha
LIHPKYIHPANIUTE H JIOKAUTHUTE CHCTEMH KATHKPEHH-KHHMH (K0€TO aKTHBHpA MPOCTArIaHAWHOBATA CHCTEMA).
B13MOXKHO € TO3H MEXaHH3BM Oa JonpHHAacA 3a AeiicteneTo Ha ACE HHXUOHTOpPHTE, € BHP3aHO ¢ NOHMKABaHe
Ha KPBBHOTO HANATAHE, H JAa € YACTHYHO CBBP3aH ¢ HAKOM TEXHH HEXEMaHH PeaklHy (Hanp. KalUTHLA).
[IepuHnonpun aekicTea 4pe3 CBOA aKTHBEH MeTabonuT - nepuHaompunart. Jlpyrure MeTabONHTH He NOKa3sBaT
HHXHOHLNA HA ACE akTHBHOCTTA HH BHTPO.

({apmaxoaHHAMHYHA e(deKTH

buconpeonon

buconposon HAMa 3HAYHTETHA HEraTHBHH HHOTPOIHH e()eKTH.

buconposon pocTHra MakCHManHH edekTH 3-4 uaca cneq npuaarane. [Topaan cBos nonyxHBoT oT 10-12 yaca,
Oucomnponon geficrea 24 yaca.

MakcHManHuTe €DEKTH Ha HaMaAfBaHE HA XPHBHOTO HaNAraHe Ha OMcOIMponona No MPHHIEN Ce [OCTHraT
CIIe 2 CEAMMIIN.

Ilpp ocTpo npuiaraHe Ha NAIMEHTH ¢ KOpPOHapHa Oojiect Ha CbpLeTe 0e3 XpOHHYHA CBpPIAEYHA
HEAOCTATEUHOCT OHCONpONIONBT HAMANABA CHPAEYHATA HeCTOTa H yAapHHA o6eM, BCIEACTBHE HAa KOETO
HAMANABAT MMHYTHHAT CBhpAe4YeH ACOMT M KOHCyMamusATa Ha Kucnopod. IIpH XpoHHYHO MNPHIOKCHHE
HAMaIABa OTHAYAIO MOBHIUCHOTO MepHGEPHO CHIPOTHBICHHE. [IpeanoxeHHAT MeXaHW3bM Ha JICHCTBHE,
00ycnaBaml aHTUXHNEPTCH3INBHNA eekT Ha OeTa-OIOKepHTEe € HAMATABAHETO HA TUIAa3MEHATa AKTHBHOCT Ha
pEHHHA.

buconponon HamansBa CHMOATO-AAPEHEPrHYMHHA OTrOBOp upe3 Onokupase Ha ChpAcYHUTE Oe€Ta-
apCHEPIrHYIHH peuentTopd. B pesyarar oT TOoBa HAcThNIBA HaMalnsdBaHe Ha CHPACYHAra 4YeCcTora H
KOHTPaKTHWIIHTET, KOETO MPEAH3BHKBA HaMa/IABaHE Ha KHUCIOPOAHATA KOHCyMauuA OT MHOKapaa, a HMCHHO
TOBA € KENaHUAT eeKT B CryvaHTe Ha CTEHOKapAMs, CBbp3aHa ¢ ofycnasamara 1 kopoHapHa Oonect Ha
CBPLETO.

Ilepunoonpun

Xunepmonua.

ITepHHAONPUN € AKTUBEH TIPH BCHYKH CTEIICHH HA XWIIEPTOHMATA: JIEKA, YMEPEeHa, TeXKa; Habmonasa ce
NOHMXABAHE HA CTOHMHOCTUTE Ha CHCTOJIHYHOTO H JHACTONHYHOTO KPBBHO HANAMaHE KAKTO B JIETHANIO
MOJIOAEHHE T10 TPBO, TAKa H B H3NPABEHO NONOXKEHHE.

Iepunaonpun HaManiaBa NepHPEPHOTO CHAOBO CHIPOTHBIEHHE, KOSTO BOAH J0 MOHWXAABAHE HA KPEBHOTO
HanArane. BenencTteue Ha TOBa e yBETHUARA NEPHPEPHHAT KPBBOTOK, 0€3 edieKT BBpXY ChpACYHATA YECTOTA.
Karo npaBuio ce yBennuapa Oh0peYHHAT KPHBOTOK, JOKATO CKOPOCTTA HA rioMmepyiHa ¢rurrpauus (CI'P)
OOHKHOBEHO 0CTaBa HEMPOMEHEHA.

Cvpoleuna nedocmamvynocm:
IlepuHnonpun peaymipa paborara Ha CBPHETC 4pe3 MNOHWKABAHEe HA IPEIHATOBapBAaHETO H
CNIeIHATOBAPBAHETO.

Kotnnuuna edukacHocT U 0e30nmacHOCT

buconponon

Oo61mo 2647 nauueHTH ca BKOYeHH B npoyuBaHeTo CIBIS I1. 83% (n = 2202) ot 1ax ca Ouim or Kiac 111 no
NYHA u 17% (n = 445) ca 6nnu ot xiac IV no NYHA. Umanu ca cTabuiHa CHMIITOMaTHYHA CHCTOJHA

CbpIIEYHA HEJOCTATHUHOCT ((pakiMg Ha H3TIackBaHe <35% Ha Oa3a Ha exokapanorpadua), OOluara
CMBPTHOCT € Hamanana ot 17,3% ua 11,8% (oTHOCcHTENHO HamaneHue oT 34%). Orqere:H INATIBARHA
BHe3anHara ¢MbpT (3,6% cnpamo 6,3%, ¢ oTHocHTenHo HaManeHHe OT 44%) H HaMp¥ :- - p{_t- '
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€TIM30AMTE HA ChpAEMHA HEAOCTATHYHOCT, HaNaramu npuem B Oonuuna (12% copamo 17,6%, ¢ OTHOCHTENHO
HamaneHue oT 36%). Hakpas e HabmozaBaHo M CTaTUCTHYECKH 3HAYHMO NOA0OpeHKEe Ha QYHKLMOHANHUA
craryc cnopen kiacH¢pukaunsta Ha NYHA. B Hasanoto Ha TepanuaTa W IO BpEME Ha THTPHPAHETO Ha
OHCOMPOJION ca OTYETEHH CIYYaH Ha XOCTIMTATH3alMA nopanu opanukapana (0,53%), xunorouus (0,23%) u
ocTpa aekoMrnexcauns (4,97%), Ho Te He ca WM mo-9€CTH OT Te3d B mnauebo rpynara (0%, 0,3% u 6,74%).
bpoAT Ha paranHuTe H HHBATHIHIHPALH MO3BYHH YAApH MO BPEME Ha LANOTO npoy4uBaHe e 6un 20 B rpynara
Ha Ouconponon u 15 B nnauedo rpynara.

Hznuteadero CIBIS 111 e npoyunno 1010 naumeHTn Ha BB3pacT >65 roQMHH C Jieka A0 YMEPEHa XpOHHYHA
cbpAedHa HenocraThaHOCT (XCH; knac I mnum knac 111 no NYHA) 1 ¢ neBoxamepHa ¢paxLis Ha H3THaCKBaHE
<35%, KOHTO He ca jeKyBaHH Ao ToraBa ¢ ACE unxubuTropH, 6eTa-OoKepH Wil aHTHOTEH3HH-PELIENTOPHH
Onokepu. [TaunenTHTe ca NekyBaHM ¢ KOMOMHAIHA OT OHCONPOJION M CHATIANPIU B NPOILIDKEHHE Ha 6 1o
24 Mecella el HagamHOTO 6-MECEUHO JICUEHHE ¢ GRCOMPONION HIH ¢ EHANAMPHIL.

HabmopaBaHa e TeHACHIMA KBM [O-BHCOKA HYECTOTA Ha BAOMIABAHE HAa XPOHUYHATa CbpAeYHa
HEAOCTATEYHOCT IIPH U3NMON3BAHETO Ha OHCOIMPOJION 3a HAYAITHO 6-MECeYHO NeYeHHe. B anannia 1o npoToKon
HE € J0Ka3aHOo HE T0-JI0W0 ACHCTBHE Ha OHCONPONON Kar0 HAYIHO NIEYEHHE B CPABHEHHE ¢ CHAJIAMPHI KaTo
MBPBOHAYATTHO JICUEHHE, BHIPEKH 4 IBETe CTPATerHy 3a Ha4anHo JeueHne npH XCH ca nokasand nogodHH
YE€CTOTH HA IMbPBUYHUA KOMOMHMpAH KpHTEepHi 3a KpaHHA OLICHKA - CMBPT M XOCTHTAIH3ALMA B Kpad Ha
npoyueaHeTo (32,4% B rpynara Ha OMCONpPONION Karo HavanHo JeyeHHe cmpaAMo 33,1% B rpynarta Ha
CHATAMPHJI Kar0 Ha4YajlHO JICUCHHE, 3a MOMYNalMATa ChIVIAaCHO npoTokona. [IpoyusaHero mokasma, 4e
OHCONMpONON MoXe Aa ce M3NON3Ba MPH NALMEHTH B HampeOHana BB3pacT C XPOHHYHA CbpACYHA
HEAOCTATHYHOCT ¢ JIEKO JI0 YMEPEHO TEXKO 3aboaBaHe.

Hepunoonpun

Xunepmonui:

IlepHHAONPHN € AKTWBEH NPH BCHYKH CTEMEHH HAa XANEPTOHWATA: JieKa, YMEPEHA, TEXKa; Habitonaba ce
MMOHMKABAHE HA CTOHHOCTHTE HA CHUCTOMHMYHOTO H IHACTONMMHOTO KPBBHO HANAraHe KakTO B JIETHAIO
MOJI0XKEHHE IO TPEO, TAKa ¥ B HIANPABEHO NONOXKCHHE.

[lepunaonpun HaManasa nepuepHOTO CHAOBO CBIIPOTHBICHHE, KOETO BOAM A0 NOHWXABAHE HA KPBBHOTO
Handrave. Benencreue Ha ToBa ce yBeNHYaBa NEPHPESPHUAT KPBBOTOK, 0€3 edeKT BBPXY ChpAcUHAaTA YECTOTA.
Kato npasmio ce ypenuvuaBa 6BOpeUHHAT KpBBOTOK, NokaTo CI'® 06HKHOBEHO OCTaBa HEMPOMEHEHA.
AHTHXHMIEPTEH3INBHATA AKTUBHOCT € MAKCHMalnHa MeXay 4 u 6 4. cnell MpHEM Ha €JMHMYHA 1032 H
NMPOARIKABA NMIOHE B TEYCHHE Ha 24 4.: MEXAYNHKOBHTE e(eKTH ce paBHaBaT Ha 87-100% ot nukoBHTE
eexTn.

CnageT Ha KPBBHOTO HANATaHe HACTHIBA Obp30. [IpH NOBIHABAIIY ¢€ NALMEHTH, HOPMaNU3alMsa Ce NOCTHra
B PaMKHUTE Ha 1 Meced U nepcHcTHpa 0€3 NoABABAHE Ha TaXU(pHUiIakcHs.

CnupaHeTo Ha leyeHHeTo He BOAM 1o rebound edexT.

[Tepunaonpun HaManABa NEBOKaMEpHATa XUnepTpodus.

JOKa3aHo €, Ye NpH Xopa NEPHHOOTPHI IEMOHCTPHpA CHACpA3IIHpABAmH cBoicrea. Toif monobpssa
€1aCTHYHOCTTA HA FOJIEMHTE apTEPHH U HAMANSABa OTHOMICHHETO MEAHA TYMEH Ha MAIKUTE 8PTEPHH.
CrioMarareiHa Tepamnia ¢ THa3HACH JUYPETHK BOAM A0 CHHEPIH3bM oT anuTHBeH THN. KoMOuHammaTa ot ACE
HHXHOMTOD M THA3HA CBILO HAMANABA PUCKA OT XHIOKANHEMHA, IPEIN3BHKAHA OT AHYPCTHYHOTO JIEYEHHE.

Cvpoeuna Hedocmamuvunocm.
ITpoy4yBaHNs NpH NALMEHTH CBC CHPACHHA HEAOCTaTHYHOCT Ca NOKA3AIIU:

- HaMajleH! CTOHHOCTH Ha HAlIATAHETO HA ITHIIHCHE HA AABaTa U AscHATa KaMepa,

- HaMajsBaHe Ha o6moTo nepudepHO CHAORC ChIPOTHBICHHE,

- YyBe€JIM4aBaHe Ha ChPACYHHA NeOHT H noxoOpABaHEe HA ChpACYHHA HHUECKC.
B cpaBHHTENHH Npoy4BaHKA HAYATHOTO NpHIArane Ha 2,5 mg NEpHHAOMPWI ApIHHUH HA MALMEHTH C JIEKa 110
YMEpeHa ChpevHa HEAOCTATHYHOCT He C€ CBBP3Ba C HAKAKBO 3HAYMMO NOHIKABAHE Ha KPBBHOTO HAMIATAHE
B CpaBHEHHUE C IUIaIedo.

llayuenmu coc cmabunna opma na koponapua Gorecm Ha Copyemo.
Ilpoyusanero EUROPA € MHOTOLIEHTPOBO, MEXIYHAPOAHO, PAHAOMHIMPaHO, ABOHHO-CIANG, maaiedo-
KOHTPOJIHPAHO KITHHHYHO [IPOYYBAHE, C MPOBIKHTEIHOCT 4 TOAMHH,
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HBananecer xunagu apecta u ocemnazecer (12 218) mamments# HA BB3pacT Hax 18 rogunu ca Ounu
paHIOMH3NpaHHu Ha 8 mg NepHHAOIPHA TepT-OyTIWIAMHH (€KBHBAIEHTHO Ha 10 mg nepHHAONPUI apTHHUH)
(n = 6 110) wiu nmnauebo (n = 6 108).

[lonmynamusara, BKIIO4YEHA B MPOYYBAHETO, € OHiIa ¢ JoKa3aHa KOpoHApHA 0OJiecT Ha chplUeTo 083 KIMHUYHH
[IPU3HALM 32 ChpAEYHA HeAoCTaTEYHOCT. 0010 90% oT nalKeHTHTE ca MMaJIH MPEeaIIcCTBALlH MHOKapIeH
HH}ApKXT H/MNH peBacKynapusaiis. MenukaMeHTO3HaTa Tepamus B IIpoyuBaHeTo € Ouna nodapeHa Ha $oHa
HA KOHBCHIIMOHAJHA TEpamnuA, BKIIOYBAINA AHTHAIPEraHTH, JUNHAO-MOHWXABAIM MEJHKAMEHTH U Gera-
6nokepu.

OcHoBHUAT KpuTEepHH 32 €()€KTHBHOCT € OHJI KOMOMHALHATA OT ChPACYHO-CHAOBA CMBPTHOCT, HedaraneH
MHMOKapAeH MH(}ApPKT WHIH ChpICHEH apecT ¢ yCcnelmHa pecycuMTaiia. Jlevennero ¢ 8 mg NEpHHIONPHIL
TePT-OyTHIAMHH (€KBUBANIEHTHO Ha 10) mg nepHAONPHN apriUHiH) BEAHBX JHEBHO € A0BEJI0 10 3HAYUTENHO
aDCONMTHO HAMANEHHE Ha ITbpBHYHATA Kpaiina uen ¢ 1,9% (penaTHBHO HaManeHHe Ha pHcka ¢ 20%, 95% CI
[9.4; 28,6] — p<0,001).

[Ipn nanuenTHTE ¢ NpeaniecTBall MEOKApAeH HHGAPKT WK peBacKylapH3anus, abcoNoTHOTO HaManeHHe
Ha pUcKa e 610 2,2%, CLOTBETCTRALIO Ha PelaTHBHO HAMaieHHe Ha pHcka ¢ 22,4% (95% CI) [12,0; 31,6] -
p<0,001) no oTHOIIEHAE Ha MbPBUYHATA KpaifHa Lie)l B CpaBHEHHE ¢ manelo.

B noarpyna ot nmauMeHTH, JIeKyBaHH ¢ OeTa-Onokepu B mpoyuBaHero EUROPA, xosAto € aedunmpana s
aHalM3a Cle/l 3apbpliBaHe Ha MPOyYBaHeTO, MPUOABAHETO HA NEPHHIONPHN KBM Oera-Onokepure (n=3 789)
NI0Ka3Ba CTaTHCTHYECKH 3HAYMMO abCoNIOTHO HaMaaBaHe OT 2,2% (OTHOCHTEIIHO HAMANABAHE HA PHCKA OT
24%, 95% CI [9,5; 36,4]) B cpasHenne ¢ Oera-Onokepu Oes mepunzonpun (n=3745) cnopen cOOpHHA
KPHTEPHI OT ChPACYHOCHAOBA CMBPTHOCT, He(aTaneH MHOKapieH HHGAPKT WM ChpASYEH apecT ¢ YCIElIHa
PeCyCIHTAIHA.

Hannu om xaunuunu usnumeanus 3a 08oUHA OAOKAOA HA CUCTMEMAMA PEHUH-AHZUOMEH3UH-QROOCEPOH
(RAAS).

B nBe rosiemH paHaoMH3MpaHH, koHTponupanu ninarBaHus (ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial — usnurBale 3a NpoakDKaBalIH IIO0ATHU pe3yNTATH
[IPH TEJIMHCAPTAH CAMOCTOATENHO 1 B KoMOuHara ¢ pamunpiut) # VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes ~ Hedponarus u quaber npH BeTepaHHTe) € H3cneABaHa ynoTpedaTa Ha KOMOHHALMS
ot ACE nixubutop n 6nokep Ha peuenrropa 3a anrnorenzuH II.

ONTARGET e npoy4sane, npoBeieHO Cpel NANMEHTH ¢ AHAMHE34 33 ChPASYHOCHAOBO WIIH MO3BYHOCHI0BO
3a00/1ABaHe WIM CBC 3aXapeH AMA0eT THN 2, NPHAPYXKEH ¢ AOKA3ATENCTBO 33 TEPMHHAIHO OPraHHO
yepexaaHe. VA NEPHRON-D e npoyusane cpen nauMeHTH ¢b¢ 3axapeH aualer THm 2 W awaberna
HedponaTus,

Tesn mpoyysaHHst He moOKa3BaT 3HayMTeneH OnarompHATeH €(EeKT BLPXY H3X0Aa OT GBhOPEYHOTO W/HIH
ChpPAECUYHOCHIOBOTO 3a00/11BAHE U BBEPXY CMBPTHOCTTA, HO CHILEBPEMEHHO ce Habnraasa NOBHILIEH PHCK OT
XHNIEpKaIHeMu, 0cTpa 6b0peyHa HEAOCTATHYHOCT W/HIH XMIIOTOHHA B CPaBHCHUE C MOHOTepanudTa. Te3H
pe3ynTaTH ca B Cila H 3a apyrd ACE nHxuburopu u 6nokeps Ha penentopa 3a aHrHoTeHs3HH I ¢ noaobuu
¢apMaKOAMHAMHYHH CBOMCTBA.

CrnegopareNlHO npH mawMeHTH ¢ gHabeTHa HedpomaTHa He TpAGBa na ce m3non3ear enHoBpeMeHHO ACE
HHXHOUTOpH K OiokepH Ha pelenTopa 3a aHruoTeH3uH I1.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
M3MHUTBAHE HA ATHCKHPEH Npy JuabeT TUn 2 Ype3 pe3yNTaTH 3a ChpAEYHOCHAOBO B ObOpeuHO 3a00n4BaHe) €
[poyYBaHe, NPEIHA3HauEHO Aa OLEHH NON3HTe OT N06aBsHETO HAa ANMMCKHPEH KbM cTaHAapTHo Jedenue ¢ ACE
HMHXHOHTOp MK Onokep Ha peLenTopa 3a aHTHOTeH3HH Il npH mampeHTH cbe 3axapeH auader Tun 2 H
XpoHH4YHO OBOpeuHo 3abonaBanHe, CHPACYHOCHAOBO 3ab0NaBaHe WiH H ABere. [IpOyuBaHETO € NPEKPATCHO
IPCKACBPEMEHHO MOpaid NMOBHIICH PHCK OT HexeNaH M3xold., CMEpPTTa H HHCYATET N0 ChpACYHOCHIOBH
MPHYHHH YHCACHO €a MO-4€CTO CPElIaHH B [PYMara Ha aMucKUpeH, OTKOIKOTO B TasH Ha mianebo, a
NPeICTaBNABAIIHTE HHTEPEC HEKENAHH pPEaklHH H CEPHO3HH HEXKENaHH PEaKHUH (XHIepKalHeMHs,
XHIIOTOHHA H OLOpeyHa nHCcYHKUMA) ca ChOoOMABaHM N10-9ECTO B [PYNATa Ha alTUCKHPEH, OTKOIKOTO B TasH
Ha w1anedo.

HHeduampuuna nonyrayun.:

JInnceat nanHu otHocHO [lpecTiuton opH aena.
EBponeiickara areHiHa no jiekapcTBara 0cBo00XAaBa OT 33 BIKEHHETO 32 NPEeNoCTaBsiHe
npoyuBaHHdaTa ¢ Ilpectunon BBB BCHYKH NOArpyNH Ha NEIHATPHYHATA [IOMYII
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XHIIEPTOHHS, HCXeMUYHA 0O0JIECT Ha KOPOHAPHHTE apTEPHH, CTabHIHA H XPOHHYHA ChpASYHA HEAOCTAThYHOCT
(. TOYkKa 4.2 32 MHPOPMALIMA OTHOCHO YIIOTpeOa B NEAHATPHATA).

5.2 @apMaKOKHHETHYHH CBOiicTBA

CkopocTra n creneHta Ha alcopOiuus Ha Oucompoaon u nepuHaonpun ot llpecrwion He MNoka3Bat
CTATHCTHYECKH 3HAYHMH pa3THKH CBOTBETHO OT CKOPOCTTA M CTemleHTa Ha abcopluma Ha Guconponon H
NEPUHOOIIPHI, IPHEMaHK CAMOCTOATEIHO KATO MOHOTEPAITHA.

buconpoaon

AOcopbums

buconponon ce abcopbupa nmowtd HambIHO (>90%) OT CTOMAITHO-YPEBHHA TPAKT U TIOpaaH MajlKaTa CTEneH
Ha MeTa00M3EM NPU MEPBO NMPeMHHaBaHe npe3 deprus Apob (npubnusurento 10%), xmMa GHOHAIHYHOCT OT
npubnu3HTENHO 90% cnea nepopaHO NPHIOKEHHE.

Paznipeaenenue
O0eMbT Ha pasnpezenenue € 3,5 I’kg. Cepp3Banero Ha GHCOMPONON ¢ IIA3MEHHUTE [POTEHHH € Okoo 30%.

buotpancgopmM H eNHMHHHpAaHE

buconponon ce nTh4Ba OT TANOTO MO ABA IhTA. B uepHMs apod 10 HEaKTHBHU METabONHTH Ce
MmeTabonusupar 50%, KouTe cnex ToBa ce MAIBUBAT npe3 O6nOpermTe. Ocrananure 50% ce exCKpeTHpar ot
OBOpenTe B Hemerabonuzupad Bua. OBMMAT KIHPBHC € npubansutenHo 15 1/h, IiasMeHRAT NOMYKHUBOT OT
10-12 yaca My ocurypsisa 24-4acos edexT ciieh [IPHEM BEAHDK JHEBHO.

Croeryaniu NomyJiaumy

KuHeTnkara Ha GHconpoiion ¢ THHEHHA M HE3aBHCHMA OT BH3PacTTa.

Twii KaTO SMTMMHHHPAHETO C& OCHIISCTBABA B AHAKBA CTENEH OT OB0penuTe 1 0T YyepHHUA Apol, He ce Hanara
KOPEKLMA Ha A03aTa 33 IMALKEHTH, KOMTO MMAT WAH YBpeAeHa vepHoapoOHa (yHkumsa, win Obp0Opeuna
HEHOCTATBIHOCT. He e wu3cnenmBaHa ¢apMakOKMHETHKATa NPH I[TAUHEHTH ¢ XpOHHYHA ChpIEYHA
HEAOCTaTLYHOCT U YBpEHAcHa uepHoapoOHa GyHKHA wim yepeneHa Onbpeuna ¢ynxkuma IIpH manmeHTH C
XpOHHYHa chpAcdHa HexocTarbuHOoCT (Kinac 11 mo NYHA) nnazMenure HuBa OHCONPONOI €a NO-BUCOKH U
NONYXKHBOTLT My € NMO-IBILI, B CPaBHEHWE ¢ TE3W NpH 3ApaBH AcOpoBoaud. MakcHManHa Tula3MeHa

KOHLICHTpAlLHA ClIe[ CTAHOHAPHO CLCTOAHKE € 64121 ng/ml npu gHeBHa no3a ot 10 mg, a MOMYKHBOTBT €
17+5 vaca.

Hepunoonpun

AGcopOuns
Cnen nepopatHo npunoxeHue abcopOLraTa Ha NEpUHACIIPUN € Obp3a, & MHMKOBATa KOHUEHTPALKA C¢ 10CTHra
1o 1 gac. [InasMeHnsT MONYKUBOT Ha NEPHHAONPUI € paBeH Ha 1 gac.

PasnipenencxHue
ObeMET Ha pasnpenenenue e oxkono 0,2 I/kg 3a HecBbp3anMa nepuHaonpuiar. CTEMeHTa Ha CBBP3BaHE Ha

NEPHHAOCIIPHAAT C IJIa3MEeHHUTE MpoTerHU ¢ 20%, ocobeno ¢ ACE, Ho 3aBHCH OT KOHUCHTpaLHATA.

buorpauchopManys

[lepuHponpunsT € npekypcop. JiBajgeceTr U celeM MPOIEHTa OT NMPWIOKeHara 1032 NEPHHAONPU JOCTHIA
KpBBOoOpallieHneTo noJ GopMara Ha aKTHBHHSA MeTaboNNT MEPHHAONPWIAT. B JOIbIHEHHEe KbM aKTHBHHA
NEPUHIOIIPAIAT, NEPHUHIONPHN Ce pasrpaxaa Ha ome 5 MeraboNuTH, BCUYKHTE HEAKTHBHH. [IMKOBH
TUTa3MEHH KOHLICHTPALMH Ha NEPHHAONPHIIAT C€ JOCTUraT B paMKHTE Ha 3 10 4 uaca.

T'vit KaTO TPHEMBT Ha XpaHa HAMAMBa KOHBEPCHATA B NIEPAHAOTIPHIAT U CIEAOBATENHO - OHOHATHYHOCTTA,
NEPHHAOTIPUN apruHUH TPAORA A2 Ce Npuara NepopaTHO KATO eAWHUYHA AHEBHA 1038 CYTPHH Ha [IIaAHoO.

EnuMmuHupane
[lepunaonpunar ce oTaeNA B YPHHATA H NOMYKHBOTHT HA HECBbp3aHara Qpakimsa e npud

KOETO HMA 34 PE3YITAT IIOCTHIAHE HA CTALHOHAPHO CheTosHME (,steady state™) cien 4 1
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JIMHEHHOCT
JIEMOHCTpHPaHA € THHeliHa 3aBHCHMOCT MeXAY 03aTa NIEPHHAONPI U NINa3MeHaTa i eKCIoHalHA.

Cneyuannu nonynayuu.

Hpy naniMenTy B HanpeaHana Bb3pacT, KAKTO H NIPH IMALMEHTH ChC ChpAeYHa WM OBOpeuHa HeOCTaThYHOCT,
ENMMMHUHHPAHETO Ha NECpHHAONpWI € HaManeHo. JKenaTenHo e KopHurupade Ha jAo3ara npH ObbOpedna
HEAOCTATBYHOCT B 3aBHCUMOCT OT CTEIICHTAa HA YBpEXK1aHe (KpeaTHHHHOB K/IHPBHC),

JAHMaNM3HHAT KIHPBHC Ha NEPHHAONPHNAT € paBeH Ha 70 ml/min.

Kunernkara Ha IEpHHIONPIIL € NPOMEHEHA NPH NAHEHTH C LMPO3a: XeNATATHUAT KIHPBHC Ha MOJIEKy.IaTa-
Maiika ce peayudpa HanonoBHHa. He Hamanssa obave konuvecTBOTO Ha 0Opa3yBaHMd NEPHHAONPHIAT H
nopajy TOBa HE C€ Hajlara Kopekuus Ha nosara (Bx. ToukH 4.2 u 4.4).

3.3 IlpeaxauHnyHu RaHHH 33 6e30NACHOCT
buconponon

HexnuHWYHHTE JaHHM He ToKasBaT 0co0EH PHCK 32 Xopa Ha 0a3ara Ha KOHBEHIUMOHATHUTE GapMaKoJIOrHYHH
NpOy4BaHHA 33 6€30IaCHOCT, TOKCHYHOCT [TPH MHOTOKPATHO NpHIAraHe, FeHOTOKCHYHOCT HJIH KapLIMHOTEHEH
TIOTEHIHAN.

IIpn npoyuBaHus 3a PpenpONYKTHBHA TOKCHYHOCT GHCOMPONOS He¢ MoKa3Ba edeKT BEPXY epTHIHTETa Wik
BBPXY APYTH OOIIH Pe3yATATH OT peNPOIYKIMATA.

[TonoGno Ha ApyrH Oeta-Onokepu, OHUCOMpPONONET MpUYWHABA MaidHHa (HAMaNeH TpHEM HA XpaHa |
HaMaNABaHE HA TEIECHOTO TENJ0) H eMOpHOHANHA/ heTantHa TOKCHYHOCT (MOBHINEHA YECTOTA Ha pe3opouuuTe,
HAMAJICHO TETIO HA MOKOACHHUETO NpH pakaaHe, 3abaBero PU3HUECKO PA3BUTHE) [PH BHCOKH JI03H, HO HE €
YCTAHOBEHO J1a € TePATOreHeH .

Hepunoonpun

Ilpy ppoy9BaHe Ha XPOHMYHA TOKCHUHOCT ClIe[ MPpUpoXKEHHe mepopanHo (BEpPXy TUIbXOBe ¥ MafiMyHu)
NPpUIEHATE OpraHy ca 6x0penure. HacTpiunu ca yepexaanus ¢ oOpaTHM xapakTep.

He e ycraHoOBeHa MyTareHHOCT HHTO IIPH in vitro, HUTO IPH in vivo H3C/IE€BAHMA.

PenpoayKTHBHUTE TOKCHKOIOTHIHM MMPOYYBAHHA (TUIBXOBE, MMIOKH, 3aflid W MaliMyHH) HE TIOKa3BaT
TNIPH3HAITH 33 HAUTHYHE HA eMOPHOTOKCHYHOCT WiIH TepaToreHHoct. 3a ACE mixuburopure obave, kato rpyna,
e OMno nokazavo, 49e uHAyuMparT HeOnaronpusTHH edeKTH BEPXY KLCHOTO ¢eTanHo pa3BUTHE, HMALly 3a
pesynTar eranHa CMBPT H KOHTEHUTATHH edeKTH NIPH rpH3adH U 3aliny: 6p0peuHy Ie3nH # YBEJIMUSHA IIepH-
H MOCTHATA/IHa CMBPTHOCT. PEPTHIHTETHT HE € OWI HApYILUEH HATO TIPK MBXKH, HUTO NIPH EHCKHU TUTEX0BE
He e HaOmionaBana kKapHHHOTEHHOCT NPH NPOYYBAHHA B ABANOCPOUEH IUIAH MPH [UTBXOBE H MHIIKH.

OueHka Ha pucka 3a oxojHara cpena (ERA):

IIpecTanon crAbpKa AKTHBHHTE ChCTABKH OHconposon M nepuHonput. [Ipectunon e Bu 6bae npennucan
KaTO MpAK 3aMCCTHTCH 32 HHAHBHAYATHHUTE AO3H OT OMCONPONION H MEPHUHAOIPHII, CIENOBATEIHO HAMA A4
HACTBIH MOBHIIdBAHE HA2 eKCIIO3HLIMATA HA OKOJIHATA Cpela.

6. DOAPMAUEBTHYHH JAHHH
6.1 Cnucbk HA NOMOIIHHETE BellecTBa

Cuwpyesuna na mabnemrxama:

Henynosa, Muxpokpuctanna PH 102 (E460)
Kamuues kapbouat (E170)

LlapeBHYHO HHIIECTE, MPEKETATHHHIHPAHO
Harpuer uuinecTeH rmukonar Tan A (E468)
Cunnunes auokcHi, konouaeH, 6essoaen (E551)
MarnesneB creapar (E572)

KpockapMenosa narpuii (E468)
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Qurmupauio nokpumue:
['nuuepon (E422)
Xunpomenosa (E464)
Makporon 6000

Marnesmnes creapar (E572)
Turanop auokcua (E171)
XKuorr xkenesen oxenn (E172)
Yepeen xenesen okcua (E172)

6.2 HecprBMecTHMOCTH

Henpunoxumo

6.3 Cpok na roanoct

Honunponunexnopa onakoBka 3a Ta0nerku ¢ 10 punmupanu Tabnerky: 24 Meceua,

[NonumnponuneHoBa onakoBka 3a Tabnerku ¢ 28 uan 30 punmupann Tabnerkn: 30 Mecena.

OmnakoBka 3a TablIETKU OT NONHETHJIEH C BUCOKaA IMIBTHOCT ¢b¢ 100 dpunmupanu Tabmerku: 30 Mecena.
Onakopka 3a Tabnerku ¢ 10 punmupanu Tabnerxu: Cnen orsapase [Ipectunon Tpabsa Aa ce n3nonssa 5o 20
JHA.

Omnakoska 3a Tabierku ¢ 28 win 30 dunMupany Tabnerku: Cien orsapsHe [Ipectinon TpaOBa aa Ce H3NON3Ba
o 60 nnu.

Omnakoska 3a Tabnerky ¢se 100 ¢unmupany Tabnerku: Cnex oteapsee [Ipectnon TpadBa na ce H3MOJI3Ba 10
100 anu.

6.4 ChenHajanm yc/ioBHS Ha CLXpPaHeHHE

He H3nckBa cienManty yclnoBMA 3a ChbXpaHEHHE.

6.5 BHIH cLALPXKAHHE HA ONAKOBKATA

Omaxoska 3a Tabnerku, ceaepxama 10, 28 unn 30 ¢unmupany Tabnerku: Oa1a onakoBKa 3a TAOJETKU OT
MOJINMPONINEH, C HAMANABAIA HHPKYIAUMATA HA BB3AYX Kaladka OT MOJIKETHICH C HUCKA TUTHTHOCT U Oda

HEMpo3paYHa 3anyanka, cHabeHa Cbe CYIIIMTEN.

Onakobka 32 TabneTkn, coabpxkalna 100 ¢punmupanu TabeTKH: onakoBka 3a TabNETKH OT NOJIMIPONKIEH C
BHCOKa IUTETHOCT, ChC 3aIYLHANIKA OT [OJHAITPONMICH, CHabeHa ¢hC CYIINTEN.

KyTHs ¢ 1 onakoska 3a Tabnerku ot 10, 28, 30 unu 100 ¢punmupanu tableTky.
Kytus ¢ 3 onakosku 3a Tabnerku ot 28 unu 30 pruMupann TabierkH.

KyTHsa ¢ 4 onakoBkH 3a 3a Tabnerku ot 30 ¢punMupany TabAeTKH.

He BcuukH BUIoBE ONAaKoBKH MoTraT Aa ObAaT NycHATH B Mpojaxoia.

6.6 CneunanHH NpeaAria3HyY MEPKH NPH HIXBHPAAHE

HsiMa cTIeHATHH H3HCKBaHHL.

7. IIPHTEXATEJ HA PAJPEHIEHHETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Carnot
92284 Suresnes cedex

Ppannysa
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8. HOMEPA) HA PATIPEMIEHHUETO 3A YIIOTPEBA

Perncrpaumsonen Ne: 20160040

9. JATA HA IIBPBO PA3ZPEHIABAHE/NIOAHOBABAHE HA PA3PEHNIEHHETO 3A
YIIOTPEEBA

Harta Ha mbpBo paspeliaBane:26.01.2016

10. JATA HA AKTYAJIN3BAPAHE HA TEKCTA:

[ToapoGxa HHpOpMalLMA 3a TO3H NeKapCTBEH MPOAYKT € MpeAocTaBeHa Ha yeOGcatita Ha MAJL: www.bda.bg




