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KADRRICOUCITE R Hed f‘yd

1. HME HA JEKAPCTBEHHSA NPOAYKT i

Npectrnon 5 mg/5 mg pruamupany TaGreTkn o e
Prestilol 5 mg/5 mg film-coated tablets I

Bgooassdisioe Ne

14 -03- 022

2. KAYECTBEH 4 KOJTHYECTBEH CHCTAB

Eznna ¢rMupana tabnetka coaepxa 5 mg Guconpononos dpymapar (bisoprofol fumarate) exsupanenteH Ha
4,24 mg Guconponon (bisoprolof) ¥ 5 mg NEpHHAOTIPAN aprHHKH (perindopril arginine) eKBUBANIEHTEH HA
3,395 mg nepunzonpun (perindopril).

3a ITBIHEA CIBCHK HA NOMOIHKTE BELIECTBA BHWKTE TOuKa 6.1.

3. JIEKAPCTBEHA ©®0PMA
Ounmupana Tabnerka

P030B0O-6€%OBH, IPOXLITOBATH, ABYCIONHH, ¢ AETHTENHA YepTa GHAMHPaHH Ta(lieTKH ¢ NDKHHA 8,3 mm
H IypHHa 4,5 mm, Ha eqHaTa CTPaHA Ha KOKTO € TPaBHPaHO S ama Apyrara CTpaHa e rpapHpaHo ‘5/5°.

ITpectiion 5 mg/5 mg Tabnerka ¢ AenuTenHa Yepra MoXe [a ObJie pasAcieHa Ha ABE PABHH AO3H.

4. KJINMHAYHHA JAHHH
4.1 TepanesTHYHH NOKAAHAN

[IpecThnoN e NoKa3aH KaTo 3AMECTHTENHA Tepalui 34 J€YCHHe HA XMNIePTOHMA WHIH cTabuiHa KOpOHApHa
Gonect Ha CHPUETO (TPH MALMEHTH ¢ aHAMHe3a 33 MHOKapAeH Wi(apkT Wi peBacKynapusaums) wiak
cTabuiHa XpoHUMNa ChPACTHA HENOCTATHYHOCT C HAMATEHA JIEBOKAMEPHA CHCTOMRA (PYHKIMA NIPH BE3PACTHY
NAUMECHTH, KOUTO €2 8JICKBAaTHO KOHTPOJMpaHH ¢ 6HcoNpoioll H NEPHHIONPIY, PAJAraHH eAHOBPEMEHHO B
eZIHAKBO HHBO HA O3MPOBKA.

4.2 [Jlo3npoBka H BAMAH HA OPHJIOKCHEE

HOB_E@BK&

ObuuaiiHaTa RO3HPOBKA € €IHA TAONETKA BEHBXK JHERHO,

Hanmentrre TpsabBa fia ca crabumusnpady ¢ Gnconpoion H NeEpHHACNPI FIPB €IHAKBO HHBO HA J103aTa B
NpOIWDKEHAE Ha MHHMMYM 4 cenmuny. @ukchpanata 1030Ba KOMOMBAIHA He € MOAXOAAINA 33 HAYANHO
neyeHye.

Mpu nmammenTH, crabunmzupann ¢ Guconponon 2,5 mg i HepHuAonpHa 2,5 mg: nososun TabneTka oOT
5 mg/5 mg BeAHEX NHEBHO.

ITpu neoGXoAMMOCT OT MPOMAHA HA AO3MPOBKATA, TPAGBA Na ce M3BLPITH THTPHPAHE Ha JO3HWTE Ha OTAE/IHHTE
KOMITOHEHTH.

CrneuHanHy MOmyIalHNH

Bvbpeuno yepexcoane (6ac. mouxku 4.4 u 5.2)
Tipu manueHTH ¢ Hapymeda 6p6peuna GyHKIGA, OpenopEYHTENHATa 1038 Ha [pe
Ia ce 6asHpa Ka KpEeaTHHHHOBHA KIHPBHC, KAKTO HAKPATKO € ONHCaHo B TabaHua 1
TaGnuua 1: kopexuus Ha 103aTa npH yBpeaeHa Os0pevna QyHKIMA
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Kpearunnnos kaapnuac (mL/min) IIpenopnrunTe.IHA JHEBHA K038

Clcr > 60 Enxna tabnerxa Ilpecrunon 5 mg/5 mg.

30 < Clcr < 60 Tonoeun Tabnerxa IpecTwiion 5 mg/S mg

Cler <30 He e noaxoasmo. Ipenoprusa ce HEAHBHIYaHOTO
THTPHPAHE HA JI03aTA ¢ THTPHpaHE Ha OTNEJIHHTE
KOMITOHEHTH.

Uepnodpobno yapexcoane (exc. mouxu 4.4 u 5.2)
IMpn nauMeHTH ¢ YepHOAPOOHN YBpeXKIaHHA He Ce Hanara KOpeKUMA Ha Ao3aTa.

Hayuenmu 8 cmapuecka ev3pacm
IIpecTiion Tpa6sa na ce mpunara B 3aBHCHMMOCT 0T Gu0peunaTa GyHKIMA.

ITeduampuuna nonynayus
Besonacnoetra H edekTHrHOCTTA Ha IlpecTion HpM Jeua ¥ NONPACTBALTM HE ca ycTaHoBerw. fluncsar
nanuy. [To Ta3n NpHYHHA He Ce NPENophYRA HANOI3BAHE NIPH A H IOAPACTRAIIH,

Hauun Ba npunioxedye

Tabnerkara [IpecTunon Tpabea aa ce npHeMa KaTo €THOKpATHA 0348, BEAHBXK AHEBHO CYTPHH NPEIU XpaHeHe.
43 IlpoTABOmOKA3AHAS

*  CBPHXYYBCTBHTEIHOCT KbM aKTHBHOTO BEMIECTBO MM KBM HAKOE OT NOMOIHHTE BEINECTBA, H30poeHH B
TOYKa 6.1 HITH KBM APYT HHXHOMTOP HA aHrHOTeH3HH-KoHBepTHpaius eH3uM (ACE nuxuburop)

* Octpa chpAeyHa HEJOCTATHYHOCT WIH TAKaBa MO BpEeME HA €NH30/ HA JEKOMIICHCHpana ChpAcHHA

HENOCTATHYHOCT, H3HCKBALNA I,V HHOTPOIIHA TEPATTHA

Kapmyoreses mox

AV 6ok oT Bropa Wi Tpera creneH (6e3 KapHOCTUMYaTOp)

CunapoM Ba GONHHA CHHYCOB Bb3el

Cunoarpnanes 610k

Crmmrromariaa Gpaguxapnna

CHMITTOMaTHYHA XHTIOTOHHA

Texka GpOHXHANHA aCTMA WIH TEXKa XPoHHYHA o0cTpyKTHBHA Genonpobna Sonect

Texkxn Gpopmu Ha nepudepHo apTepnanHa OKTy3HBHA GosecT HITH TexkH GOpMH Ha cHHApoMa Ha Peiino

(Raynaud)

* Henexysana eoxpoMoimoma (Bx. Touka 4.4)

» MerabonnrHa anmaosa

*  AHamHe3a 3a aHTHOEJEM, CBbp3aHa ¢ MPeaHIHO nevenue upe3 ACE HuxuGHTOpH (Bk. Touka 4.4);

* HacnencrseH HIH HAHONATHYECH 8HFHOEHEM

*  Bropn u TpeTH TpUMeCTBp Ha GpeMeHHOCTTa (B, Touku 4.4 1 4.6)

* Enuospemennara ynorpeba Ha IlpecTiion ¢ anMcKMpeH-CBABPXKAEINH NPOAYKTH NPH MALKEHTH ChC
saxaped Agualer wmm Gu6peuno yepexnmade (ckopoct Ha rnomepynda ¢wrrpaums (GFR <60
ml/min/1,73m?) (Bx. Touku 4.4, 4.5 1 5.1)

» ExaHoBpeMeHHaTa ynoTpeba npy neyeHme cne cakyOurpwi/ancaprad. Jlpectunon He Tpabea nma ce
3aN04Ba NPEeIH a Ca H3MHHAIM 36 Yaca OT MpHEMa Ha TNOCHENHATA 032 caKyOMTpWI/BasicapTaH (BK.
TOUKH 4.4 1 4.5),

*»  ExcrpakopnopanHu Jieuenus, BOAEIIH 10 KOHTAKT Ha KPBETA C OTPHIATETHO 3apeACHH MOBBPXHOCTH {BXK.
TOuKE 4.5);

* 3paunMa JBycTpaHHa crTeHosa na OnGpeunuTe apTepuy WM creHo3a Ha Gnbpe

eaMHCTBeH dyHkIonupam 6uopex (K. Touka 4.4),

4.4 Cpennannu npeaynpexIeHns H npeJ0s3HE MepKH Npa ynorpeba



Beuuxu npedynpedicOenus u npednasnu Mepxu npu ynompeba 6v8 6pe3Ka ¢ HAKOR om aKmusHume
cvcmasku saxeam u 3a Hpecmunon.

XHNOTOHHS:

ACE uHxuOHTOpITe MOraT A2 NPHYHHAT IOHHXABAHE Ha KPHBHOTO HaATaHe. ITpH nauMeHTH ¢ HeycnoxKHeHa
XHIEPTOHHA PAAKO Ce HAOMOAaBa CHMNTOMATHYHA XHSIOTOHMA, KOATO € MO-BEPOATHO Ja BL3HHKHE IPH
XHIIOBONIEMMTHH MALMENTH, HAMP. BCACACTRKE HA AHYPETHYHO JCYEHHE, AHETA C OrPaHHICH NPUEM Ha COJL,
AHANM3E, AHAPUS WIH TOBPHINAHE, HIH HPH TAKHMBA C TEXKKA PEHHH-3aBHCHMA XHIEPTOHUA (BK. TouKu 4.5 1
4.8). Ilpy nanMeHTH CHC CHMNTOMATHYHA CHPAEYHA HEAOCTaTHUHOCT ¢ WK Oe3 mpHApy*asama GBOpeuna
HEOCTATHYHOCT ¢ OHTa HabMOAaBaHA CUMITIOMaTHYHA XHNOTOHKS. ToBa € Hali-BeposTHO Jia ce HaGnoaasa
TIPH MALMEHTH ¢ NO-H3PA3eHH CTENeHH Ha ChPJEYHATA HEAOCTATBYHOCT, KOETO PepicKTUpa B H3MOM3BAHETO
Ha BUCOKH 034 GPUMKOBH JHyPETHIH, XMIIOHATPMEMHEA M HapymeHa Gu0peqna dynkups. [Tpu nanpenTy,
HUI0KEHN HA MOBHIIEH PHCK OT CHMITOMATHYHA XMNOTOHHMSA, TPA0Ba Ja C€ H3IBBPUIBA CTPOr KOHTPOI M0
BpeMe Ha HAYajoTo Ha TepanuiTa M KOpHIHpaHeTo Ha fAosure. ITono0Hu chobpakeHH ¢a B CHIA M 3a
NAIMEHTHTE C MCXEMMYHO CBHPOCYHO MMM MOIBYHOCHAOBO 3alomABale, MPH KOHTO NPEKOMEPHOTO
NIOHM>KaBaHe Ha KPbBHOTO HAMArAHE MOXKE /Ja NPUUMHH MHOKAPASH HHAPKT HIA MOIBYHOCH/I0B KHIHJICHT.
[Ipy pBIHHKBAHE HA XHTIOTOHHA NAUMEHTST TpabBa 4a ce NOCTARH B NErHAJNO TIOAOKEHHE 1O rpud U ako e
HeoOXONHMO, 1a IOy i HHTPABEHO3HA HHI(Y3HA ¢ Pa3TBOP Ha HaTpHes Xiopua 9 mg/ml (0,9%). TIpexonmusr
XHIIOTOHHYEH OTFOBOP He € NPOTHBONOKAZAHWE 34 MO-HATATHIIHH O3, KOHTO OOMKHOBEHO MOrar ja ce
npwuiarar 6e3 3aTpyAHEHUA, Clle]] KATO KPHBHOTO HANISTAHE Ce TIOBHIIN CNEA yBenuyasate Ha obema.

Tlpu HAKOM ALMEHTH CBC 3aCTOHHA ChPACYHA HEAOCTATHYHOCT, KOMTO HMAaT HOPMAJIHO WIH HHCKO KPHBHO
Halirane, BCREACTBHE Ha yNoTpebaTa Ha NEPUHACIIPHE MOXKE Jia CE NMOSBH JAOITHIHHTEHO NOHHXKABAHE Ha
CHCTEMHOTO KpPhBHO HasradHe. ToBa ¢ ouaksaH edekT ¥ OOMKHOBEHO HE NMPEACTARIIBA OCHOBAHHC 3a
NPEKpaTABaHE HA JEYCHHETO. AXO XHITOTOHMATA MpEpacHe B CHMITOMATHYHA TAKARA, MOXE A3 C€ HAIOXKH
HaMaNABaHe Ha JO3aTa WIH NOCTENICHHO NPEeKPaTABAHE HA JICUYCHHETO, KATO C¢ H3AOI3BAT HHAHBHYAIHHTE
KOMIIOHEHTH.

CBPLXYYBCTBHTENTHOCT/aHTHOCTIEM:

Paaxo ce cro0maBa 3a aHFHOSNEM HA MUETO, KPalHMLMTE, YCTHHTE, JHIABAIMTE, €3HKA, ITOTHCA H/IWIH
NIAPHHKCA TIPH NALMEHTH, AeKyauH ¢ ACE WHXWGMTOPH, BXITIOUHTENHO nepUHONpHN (BX. Touka 4.8). Tosa
MOXe Jia Ce ClIyuH BbB BCCKM €MH MOMENT N0 Bpeme Ba TepanuaTa. B Taxusa ciydan [pectinon tpadea
He3abaBHO 11a ce cnpe. Jleuennero ¢ Gera-Gnokeps Tpabea a nmponwmxu. TpaGea aa 3amodHe NOAXOAAILO
HabnionenHe, KOETO Ja NPOABIDKH N0 ITBIHOTO NpEMHHABAHE HA CHMIOTOMMTE. B ciyHauTe, B KOHTO
NIO/[yBaHETO € OFPaHHYeHO H 3aCATAa CaMO JIHLETO H YCTHHTE, ChCTOAHHETO MpeMHHaBa oOHKHOBeHO De3
NiedeHHe, BRIPEKH de 3a ofnekdaBaHe Ha CHMITOMHTE € OT HOJ38 DPHEMAHETO HA ANTHXHCTAMMHH.
AHTHOEREM, CBBP3aH ¢ OTOK Ha JlapHHKCA, MOke Na Obne ¢aranes. KoraTo e 3acernaT €3uKa, MMIOTHCA HITH
JlapHHKCA, KOETO BEPOSTHO MOXE [1a NIPHYHHH 3A0Y1IBaHe Ha NMXaTeNnHHTe NbTHIA, Tpa6sa HesabasHo na ce
NPWIOKH CTENTHC JiedeHne. TOBa MOXE A2 BKIOYBA NpHNAraHe HAa afpeHANMH W/KIHM fOMTBPXKAHE Ha
IMXATeNHATE IMHTHINA HA ManmenTa. [laumeHTET TPAOBA 12 OCTaHE MOJ, NMPAKO JNEKapcko Habmonense Ao
ITBTHO M OKOHYATETHO NPEMHHABAHE HA CUMITTOMUTE.

NalyenTH ¢ aHAMHE3a Ha AaHTHOEEM, HecBbp3aH ¢ TepamigTa ¢ ACE uHxnGuTOp, MOKe 4 Ca HANOKEHH Ha
TIOBMEIEH PHCK OT AHTHOE/IEM B Nipoueca Ha npHeMane Ha ACE utxu6Hropa (Bik. To4ka 4.3).

HMa penxw cpobmenns 3a upeBeH aHTMOHEBPOTHYECH OTOK MPH MAUHEHTH, NeKysanH ¢ ACE uuxuburopu.
OnnakBaHUATa NPH TE3H NALMEHTH BXIIOYBAT 6OIKH B KopeMa (Cbe Wik Oe3 raneHe H NOBPHIAHE); B HAKOH
CITy4YaH He € YCTAaHOBEH npeAIIeCTBA aHTHOENEeM Ha JIMNETO B HiBata Ha C-1 ecTepasara ca OHIH HOpMaNHH.
ARTHOENEMET ¢ DI THArHOCTHLIMpAH ypes NpoleNypH, Xouto BionousaT CT unM yATPasBYKOBO H3CieABaHE
HA KOPEMa, HIH NPH XHPYPrHvHa Onepaims, KaTo CHMIITOMMTE Ca OT3BYYAIM CiEA CIHPaHe HA NpHeMa Ha
ACE unxuGuropa. iHTecTHHANHHAT anrHoeaeM TpsGBa fa ¢ce RKNOYM B AH(epeHIHaNHaTa JHarHo3a mpH
nauwmenTH, nipueMaly ACE HHXHOMTOPH, KOHTO NONY4aT OIUIAKBAHKA OT KOPpeMHH GOKH.

KombupHpaHeTo Ha MepHHAOTIPWI Che cakyOUTpHIV/BaNcapTaH € MPOTHBOMOKA3aHO MTOPaIH YBEAHTEH PHCK
or anruoeneM (Bi.touka 4.3). Jleuenne cec caxyOuTpri/BancapTaH He Tpabra Aa ce 3ap o057, TP ATg ca
HIMHHAIH 36 4aca oT NpHEMaHETO Ha NMOC/ICAHATA 03a OT JIEYEHHETO ¢ NEPHHAOND. @ eHLL %
CaKyOHTPH/BAICAPTaH € MPEKPATEHO, JICHEHHETO ¢ NepHAAONpAN He TpabBa Xa ce/Aaiox

Eanioepemennara ynorpeba na ACE nnxuburopu ¢ NEP unxuGuropu (uanp. |
MHXHOMTOPH (HANP. CHPONIMMYC, €BEPOJMMYC, TEMCHPONHMYC) H [JIMNTHHH



CAKCATTIMIITHH, CHTATJIMITHH, BHIJATIMITHH) MOXE Ja A0Be[e N0 MOBHINEH PUCK OT aHrHOeAeM (Hamp.
MOAYBAHE HA THXATEHHATE MHTHINA HIH €3HKa, Ch¢ WIH 6e3 HapyweHo jyumuane) (Bx. Touka 4.5).Tpabea na
¢e MOAXOKNA ¢ TOBHINEHO BHMMaHHE KOraTo ce 3amoupa pamexanorpiwn, mTOR wexuburopu (Hamp.
CHPOITHMYC, ¢BEPOJIMMYC, TEMCHPOITHMYC) W TJIMIITHHM (Hanp. NWHATHIITHH, CaKCArHITHH, CHTarAWNTHH,
BWIJIATJIMNTHH) TIpK NAuHeHT, xoiito seve npuema ACE wnxuburop.

YeproapobHa HexOCTATHUHOCT:

B penkn cnydan uaxuburopute na ACE ca cBbp3BaHH CBC CHHAPOM, KOHTO 3afio4Ba Karo XoJecTaTHiHa
XKBATCHHIA H NIPOrpecHpa N0 GYIMHHAHTHA yepHoapobla HeKpo3a H (B HAKOH Cydad) cMBpT. MexaHuameT
Ha TO3M CHHAPOM BCE Olie ¢ HespecreH. Ilaumentn, nomydapaimd ACE wHXHOMTOpPH, KOHTO pPa3BhAT
JKBITEHHLA WK 3a6eeKUMO NOBMINABAHE HA HMBATA HA YEPHOAPOOHITE eH3UMH, TpaOBa fa npekpatat ACE
HHXHGHTOPA H A NOAYHAT NOAXORAIO KOHTPOMHO Habmonenne or nekap (Bx. Touka 4.8).

Paca;

ACE HHXHOHTOpHTE NPHIMHABAT NO-BHCOKA YECTOTa Ha aHTHOSAEM MPH YEPHOKOKH MALHEHTH, OTKOAKOTO
HOpH He FEPHOKONKH.

INono6Ho #a ocraHanure ACE muxuGuropn, mepusnonpuwn Moxe Aa Obfie Mo-Manko edeKTHBEH 3a
HAMAIABAHEC HA KPBBHOTO HANATAHE MNPH YEPHOKOXH, OTKOJKOTO NPH HE YEPHOKOXH, BEPOATHO MOpalH
npeobnanaBaHeTo HA MO-HKCKH PCHUHOBH HHBA CPeJl YEPHOKOKATA NOMYIALMA OT XHNEPTOHHIIN.

Kanuinua:
Hma cpobmtenns 3a noseaBane ua KanumMua npa wanompaHe Ha ACE maxuburopu. Ilo cmosta
XApAKTEPUCTHKA KalUIHUATA € HEMpOAYKTHBHA, YAOPHTA H NPEMHMHABA CNej CHMpaHe Ha JICHCHHETO.
Ipnunnenata or ACE unxuGHropu xanumapa Tpabsa fa ce BRMOYM B nudepeHIBANHATA AHArHO3a Ha
KallUTHIA,

XHICPKATHEMHA:
Nopwmaganus Ha cepyMHua kanuii ce wabmonapar Npy HAKOM namyeHTH, nekysann ¢ ACE wnxuburops,

BmounTenHo nepupfonpun. ACE WHXHGMTOpHTe Morar ja NpeIH3BHKAT XHNEpKaNHeMus, TbH KaTo
HHXHOHpAT ocBoGoXKAABaHETO Ha angocTepoH. O6ukHOBeHO edyekTa HE ¢ 3HAYHM TIPH NALHEHTH ¢ HOPMAITHA
Gn6peuna pynxims. PuckoBuTe (PAKTOPH 32 Pa3BHTHETO HA XUNIEPKATHEMAA BEIOURAT NaueHTH ¢ 666peuta
HEAOCTATEMHOCT, BIIOWABAHE HA Gb0Opednara GpyHKuMA, HaripeaHana pbapacT (> 70 roanHM), 3axaped anaber,
BMETHATHTE CHOMTHS, NO-CTICLHAIIHO IEXHAPATALHS, OCTPA CHPACYHA ACKOMIICHCALISA, MCTA00MTHA aLMA03a
H CAHOBPEMCHHAa ynoTpeGa Ha KanHii-CrieCTABaHIH JHYPCTHIM (Haup. CMMPOHONAKTOH, EIUICPEHOH,
TPHAMTEPEH WIH AMHJIOPHA), KAHEBH N00ABKH WIH KaNWA-CHIEPKAIIN 3aMECTHTENIH HA TOTBApCKaTa Col;
HJIH [1alMeHTH, IPHEMALKH APYI'H IEKApCTBa, CEP3AHHE ¢ NOBHINABAHUS HA CEPYMHNA Kanuii (Hanp. XemapHH,
KO-TPHMOKCA30]l, H3BECTEH OILE KATO TPHMETONPHM/cyndaMeToKcazon) # oCobeHo aHTArOHHCTH Ha
anA0CTEPOHa HNH aHTHOTEHINH PeLlenTopEN G1oKepH. YnoTpebata Ha KaHeBH Jo0aBKN, Kanuid-criecTaBainy
AMYPETHIIH WK Kanui-ChALPKAIM 3AMECTUTENH Ha NOTBapCKaTa coll, 0co0EeHO NMPH MALHEHTH ¢ HapynieHa
6u0peuna (yHKUMA, MOTAT Jla IOBEAAT A0 3HAYHMO TIOBMIIABAHE HA CEPYMHMS Kanmmii. XurepkanHeMusra
MOXKE Ja NpPHYHHH CEpHO3HH, MOHAKOra (aratHH apHTMuH. Kanui cexpandsammre NMypPeTHIH H
AHTHOTEH3YH peLenTopHMTe Gliokepn TpaOBa Ja Ce M3NON3BAT ¢ BHUMAHHE TIPH mAanmeHTH, npuemami ACE
HHXHOHTOPH, N CepyMHMA Kanuii i OnOpeunara ¢yHKumMs TpabBa Aa ce HaGmoAaBaT, AKO CHBMECTHOTO
NpuiaraHe Ha NOCOYSHMTE MO-TOPE CPEACTBA € OWIO NPEUCHEHO 33 YMECTHO, Te TpAOBa da ce H3Moa3Bar
BHHMATE/THO NIPH 9€CTO MOHHTOPHPaHe Ha CepyMHHs KaiHi (Bk. Togka 4.5).

KomOunamus ¢ nurhit:
KomGuHupaHeTo Ha THTHIA ¢ NEPHHIOCNPILI [0 TIPHHIMI HE CE NPENopbYBa (BXK. ToUKa 4.5).

[lo npHHIHN HE ce mpenopb4Ba KOMOHHAPaHE Ha NEPHIIOPHA H KaNMit CEXPaHABA)
n00aBKy WM CHALPHKAIM KakHif 3aMECTHTENH Ha Tpane3Ha coi (BikK. TouKa 4.5).

JBoiiHO ONOKMpaHe Ha CUCTEMAaTa PeHHH-aNrHoTe3HH-annocTepon (RAAS):



Hma fpoxasarencrea, ve eanobpeMeHHara ynorpeba Ha ACE mixuburopu ¢ anrnotensun Il penenrophu
6a0KepH WIM ATHCKHPEH YBE/MYABa PHCKA OT XMIEpKa/lHeMHs M Blouiapane Ha OnOpeuHara QyHxuus
(BxmouMTENHO OCTpa 6B6peyHa HENOCTATHIHOCT). 3aTORA HE ce Mpenopb4Ba ABoiHa Gnokana Ha RAAS upes
kombuHamus ot ACE MHxuGuTOpH ¢ anrdorensun II penerrropun Gokepn WK alMCKHpeH (BX. ToukH 4.5
5.1).

AKO Ce IpeneHH, Ye Je4eHHETO ¢ ABokHa Gnokana e abComoTHO 3aADKMTENHO, TO TPAOBa Aa ce H3BLpLUBA
camo nod HabmonesHe Ha CIEUMATMCT ¥ Ja BKIOUBA PEJOBHO BHAMATENHO Npoc/ielaBaHe Ha Gubpeutara
$YHKLNA, SNEKTPOINTHTE H KPHBHOTO HANATAHE.

Tpy naupeHTs ¢ AuabetHa HedponaTus He TpaGBa ga ce usnonssar ensoBpeMedHo ACE mpxuburoph M
anrrHoveH3uH II penentopun 6nokepn.

Kombunatgss ¢ Kaupesy aHTANOHHCTH, SHTHAPHTMMMHHA cpefcTBa_of | Kiac ¥ UEHTpanno ACHCTRALIHTE
AHTHXMNEPTEH3UBHH CPENCTRA:

Tlo mpuHLMMN He ce IpenopbyBa KOMOMHAIMATA HAa GHCONPONOI ¢ KaJLHEBH aHTAMOHMCTH OT BEpanaMHIIIOB
WIH [UITHA3EMOB THI, C aHTHAPUTMHYHH CpeacTBa oT [Kiac M ¢ LEHTpanHo JeHcTRawiuTe
AHTHXMIICPTEH3HBHH CPE/ICTBA (BX. TOUKA 4.5)

Crnippage Ha JIg9eHHETO:
Ps3koTo crvpaHe Ha neueHneTo ¢ GeTa-6noxepu TpaORa Aa ce w30Area, 0C0OEHO NpH NALMEHTH ¢ HCXSMHMHA

GonecT Ha CHPUETO, THH KATO MOKE A3 KOBEAE A0 NPEXOAHO BIOINABAHE HA CHPACYHOTO 3ab0MsBate.
Jo3apoBkaTa TpaOBa Zia ce HAMANABA TIOCTEfIEHHO, KATO CE H3NOMIBAT HHAHRHAYAIHHTE KOMIOHEHTH, B
HAcANHHA CTy4all B pAMKHTC Ha ABE CCOMHIIM, KaTre €AHOBPEMEHHO ¢ TOBA CE€ 3amlOuHEe H 3aMEeCTHTENHA
Tepalkd, ako TOBa € HeoDX0AKMO.

Bpangukapnus:

AKo TO BpeMe Ha fieueHwe ChpPOCUHATA YecToTa B NOKoM ce 3a0aBu mo mox 50-55 ymapa B MHHYT& WiIH
NAUMEHTHT NOXYYH CHMITTOMM, CBBpP3aiM ¢ Opagdkapind, TpabBa na ce NPHCTHIIN KBM TOHIDKABAIIO
THTpHpaHe Ha A03ara Ha [IpecTunon ¢ M3NON3BaHE Ha HEAKBWIYaNHUTEe KOMIOHEHTH BPH MOAXOAAIIA A034
Ha OMCONpONIoN.

AV-0noK 0T nbpea creneH:
Karo ce uMa npensra HeraTHBHIA UM ZPOMOTPOIEH edeKT, NPeANECBAHETO Ha beTa-boKepHTe Ha DALMEHTH
¢ AV-6110k or upBa cTeneH TpAOBa Aa CTa8a ¢ NOBHIIEHO BHUMAHHE.

AOpPTHA CTEHO3a M CTEHO3a Ha MHTPpAaNHaTa Knanga !/ XHNCPT Mlm-ma KapAHOMHOTIATHA:

Kakro u ocrananure ACE uHxuGuropu, nepusHnonpun Tpabea Aa ce HazHaYaBa C TIOBHIICHO BHHMAHHE Ha
MALHEHTH ChC CTEHO3a HA MHTPANIHATA KJana H OOCTPYKIMA HAa H3XOASINMA MOTOK OT AABaTa Kamepa, KaTo
40pTHA CTEHO3a HIH XHICPTPOdHYHE KADAHOMHOTIATHA,

Anriua Ha Prinzmetal:

Beta-6okepuTe MOXKe Ja TIOBMIAT Gpos H NPOADKHTETHOCTTA HA AHTHHO3HHTE TIPUCTBITH NIPH TIALMEHTH C
aHruHa Ma Prinzmetal. Tlpunarasero Ha cenekTHBHE Gnokepd Ha Oerd l-ampeHeprHYHHA pelleNTop ©
BEIMOKHO fIpH JIEKUTE GOPMH, HO CaMO B KOMDHHAUHS ¢ BAIOAMIATATOPH.

b1OpeuHo yRpexnane:
B cimyuan Ha Hapymena GnOpeuna ¢yskius nHesHata aoza Ha [lpectwnon TpabBa na ¢e KOpHrHpa B
3ABMCHMOCT OT KPEATHHHHOBHS KAHMpEHC (BX. Touka 4.2). I[IpH Te3w nammeHTH dact or obuvaiHaTa
MeIHIMHCKA NPAKTHKA € PYTHHHOTO [IPOC/IEASBAHE HA KATHA M KpeaTHHMHA (BXK. Touka 4.8).

Tlps namieHTH CBC CHMETOMATHYHA CHPALYHA HEJOCTATHYHOCT PA3BHTHETO HA XMIOTOHHA Ciie/l 3al04YBaHe
Ha Tepanus ¢ ACE HHXHOHTOPH MOXe N1a JOBEAE A0 ACITHIIHHTENHO yBpeXknane Ha 610pednata gyHxups. B
TA3H CUTYalMA HMa cboOIIeHNs 33 BR3HHKBAaHe Ha ocTpa 60peyna HeMOCTATHIHOCT, oﬁnxnoneﬂo oOparuma.
ITpy HAKOHM NAlMEHTH C ABYCTpaHHA cTeHo3a Ha OLGpeuHaTa apTephs WiH CTEH i AT
dynxumonnpam 6u0pek, nexypann ¢ ACE uHxubutopH, ce HabmonaBa ypeaH4g
CepyMHHA KPEATHHHH, KoeTO 0OHKHOBEHO € 06paTHMO IIPH CTINPaHe Ha JICYEHHE /
npH nanueHTH ¢ 6E0pedHa HETOCTATBYHROCT. AKO € HANMIE M PEHOBACKYIApHA It
TIOBHILICH PHCK OT Texka XunoToHHs H 6u0peuna HepocTarsusoct. [IpH TesH n




NeYEHHETO C AMYPETALH MOXKE Aa NpeAcTas/iBa JONpHHAacA (axTop 3a ropenocoYeHOTO, NPHNAraHeTo Ha
AMypeTHIHTE TPAOBA 18 ce MPCKPATH H B TeYeHHE Ha ITHPBHTE CE/IMALM Ha TEPAIHATA C NEKAPCTROTO TPAOBA
Ia ce npocnead 6s0pednara QyHKIHA.

HAKoM XHTIEPTOHHYHH [MAIERTH 03 BHAMMO NpeJHmIHO ChljecTByBamo GubpeunocnaoBo 3abonssaie
PASRHBAT MOBHUICHHE HE KPBBHATA YPeR H CEpYMHMSA KPeaTHHIH — OGHKHOBEHO Cl1a60 W TIpexoHo — 0cobeHo
NpH €XHOBPEMCHHO NpWIAaraHe Ha NepHHZONPWI M AnypeTHK. ToBa e NO-BEPOATHO Ja BB3HHMKHE NPH
MAUMEHTH C BeYe CHIIECTRYBAIIo 616peuno yBpeskane. Moke a2 ce HANOKH HAMANABAHE HA 103214 W/AIH
OpPEKPATABAHS Ha AHYPETHKA H/HIH NEPHHIONPHIL.

PenoBackynapHa XHIIEPTOHHA:

Ilpn naukeHTH ¢ ABYCTpaHHa cTeHo3a Ha OhOpednaTa aprepus WIM CTCHO3a HAa apTepHATa NpH €IHH
dyuximonupaty 6s6pek, nexysann ¢ ACE MpXwOMTOpH, CHUIECTBYBA NMOBHIIEH PHCK OT XHNOTOHHA K
616peuna HeAOCTATHYHOCT (BX. ToYKa 4.3). JIeUeHHETO ¢ QMypeTHIIM MOKE 1A CTAHE JONPHHACAL GaKTop.
3arybara ra Gp0peuHa HyHKIMA MOXKE 13 HACTHITH YIPH MAHAMAIIHH U3MEHEHHA B CCPYMHHS KPEAaTHHHH JOPH
[IpH HAUHEHTH C €AHOCTPaHHA CTeH03a Ha OLOpeynaTa apTepHa.

Br6peyna TpaHcinanTauus:
JhamicBa ONMHT OTHOCHO NPWNATAHETO Ha NEPHHOONPHN aprHHWH NMPH [AHMEHTH C HACKOPO H3BLPINCHA

6B6peuta TPAHCIUIAHTAIHA.

llarperTy Ha XeMoAHaNN3a:

TIpn naumeHTH, AMANTH3IHPaHs ¢ MeMOpaHW ¢ BUCOKa ckopoct Ha moroka (high flux) m eanonpemenHo
nexysann ¢ ACE mmxuburop, ce chobliaBa 33 Bh3HHKBaHEe HWa aHadwiaxTonnHH peaxumu. [Ipw TakuBa
natHeHTH TpabBa na ce pasrieAa M3NON3BAHETO HA PpadjIMYeH BHA AHAIM3HA MeMOpaHa WIH
AHTHXHIICPTEHIHBEH arCHT OT PaIMyeH Kiac.

Anadmnaxro 10 BpeMe Ha Al HA JIMTIO! HHMTE ¢ HHcka mrsTHOCT (LDL):

Paaxo naupents, notyvapami ACE mixnGurops no speme ma LDL-adepesa ¢ AekcTpaHoB cyndart, ca
RONYYaBa¥ KMBOTO3ACTPAINABAINH aHADWIAKTOHIHH peakluH, Te3H PeaKiMH Ce B30ATBaT Ype3 BpEeMEeHHO
npexparapape Ha vepanuara ¢ ACE nHxubMTop npeam scaka adepesa.

ABadbIIAKTHIHA peaKIIMK 110 BpeMe Ha IGCEeHCHTHRAIINA:

Yamsenty, npuemaims ACE MHXMOMTOpPH MO BpEME HA JIGCEHCHTH3MpAWO J€YeHHe (Hamp. ¢ OTpoBa OT
XMMEHOTITEPA), ca NoMyuapany asadunaxrouapn peakiyi. TIpn chiuTe NAMEHTN NOCOUEHKWTE peakLuy Ca
6uny M3bersaTd Ypes BpeMeHHO MpekparaBaHe Ka npheMa Ha ACE maxuburtopure, HO Te ca ce NoABABAIH
OTHOBO NIPH HEBHHMAaHHE 1PU TIOBTOPHOTO HATOBAPRAHE.

TJonobsa Ha npyrute Geta-Hnokepu, GHCONPONONET MOXKe Aa NOBHIIM UYBCTBHTENHOCTTA KBM ANICPreHH H
TEKECTTA Ha aHadHIaKTHYHITE peakiui. JleueHneTo ¢ enuHepHH He BHHATH AaBa OYaKBAHHMA TEPAICBTHYEH
eexr.

HeyrposieHus/arpanyIoiTosa/TpoMGolMTONe HIA/aHEMHX -
Tlpp naumentn, npuemaons ACE wuExuburopu, ca nabmonaBaHM HEyTPONeHHs/ ArpaHy/oLOTO3a,
TpoMGoLmTONeHHs ¥ aneMus. lpu naumentu ¢ Hopmanna Gr6peuna Qynxuma w Ge3 APYrH yCIOKHABALIH
bakropn psaAko ce Habmoxaea HeyTponeHHd. HeobxoaMmo e H3KMOYHTENHO TONAMO BHAMaHKE [PH
NpHarase Ha NEPHHAONIPWI IPH NAUEHTH ¢ KONATeHHH CHAOBH 3a00N4Banus, HMYHOCYIPECHBHA TEPAITHA,
JNICYEHHE C AIOMYPHHON W MPOKAMHAMM] WIK KOMOHHAUKMS OT TOAOGHM YCNOKHABALM (akTopH, 0cobeHOo
aKO € HANMIIE H ChLECTBYBALIO OT NpeAH Hapyerne na 6x6peunara Gpynxima. [TpH Te3n NANKEHTH MOHAKOra
Ce Pa3BMBAT CEPHOIHH MH(EKLHUH, KOUTO B HAKOM CTydad He ce MOBIMABAT OT MATCH3MBHA aHTHOROTHYHA
TepanuiA. AKO Ha TAKMBA MALHMEHTH C€ HAHAYM MEPHHJIONPHIL, ¢ NPETIOPBYUBA PENOBHO NPOCICAABAHE HA
NEBKOTpaMaTa M MalHeHTHTe TpAGBa jAa GbAaT NMpeaynpencHH Ja chOoOMIARAT 3@ BCAKAKBH MPH3HALH Ha
HHeKIMA (HAMpHMep BB3NANICHO TbPJIO, TEMIIEPATYPA).

Bponxocnassm (6poHxnamia acTMa, 06cTpYKTHBHH Genonpobuu GanecTn):
TIpy GpoHXHaNHA acTMa MM APYrH XPOHWUHHM OOCTPYKTHBHH Genonpob
NPEAH3BHKBAT CMMITIOMH, TpAGBa €QHOBpeMEHHO Ja ¢e Mpuiara GpoHXo.
CIy4aH MOXKE Ja HACTHNH MOBHINABAHE HA CHIPOTHBICHHETO HA JHXA




GJIOKepldTE Ce NpIIaraT Ha MalHeHTH ¢ acTMa, MopaJH KOeTO € BBh3MOXKHO Ad C¢ HAJIOKH NOBUUIABAHE HA
Ao3ara Ha O€Ta2-CTHMYJIAHTHTE.

IaumenTy ¢ anaber:

CrBetBa ce Aa ce AciicTBa BHUMATETHO NPH H3NOA3BaHETO Ha [IpecTHsion NPy NALHEHTH CHC 3aXapeH Junader
¢ ronemu QUIyKTyalMn Ha CTOHOCTHTE Ha KphBHATa 3axap, bera-GrokepHTe MOTAT 1a MACKHDAT CHMITTOMHTE
Ha XHIOT/IHKEeMHA.

HKTHO IJI (=M
CreeTBa Ce 1A o€ MOAX0KIA BHHMATENHO NpH NAHCHTH, KOHTO CTa3BaT CTPHKTHO INIaAYBaHE.

uBHa nepudepHo aprepranna Soyect:
Moske na HacTHIH 33ABAG0CYABAHE HA CHMITTOMHTE NIpH NpwiaraHe Ha Geta-GnoxepH, ocobeHo npH 3anousaHe
Ha JICHEHHETO.

AHecre3ns:

Ipy nai@eHTH, HA KOMTO NPEACTON OOIA aHecTe3ns, Oera-BloKepHTe HAMANARAT YECTOTATA HA APHTMHH H
MHOKApAHA HCXEMMA B MEPHOAA HA HHAYKIMA M MHTYGHpaHne W B nocroneparmpuua nepuon. Cera ce
Npenopr4Ba NOAALPKAHETO Ha Geta-GnokanarTa Aa NPOIRIDKH NEPHOTICPATHBHO. AHecTe3HONOTHT TpA0Ba fa
3Hae 3a OeTa-Onokanara nopamy NOTEHIMAT 32 B3aUMOACHCTBMA ¢ APYTH JICKAPCTBA, KOHTO MOMAT [ 10BEAaT
210 GpanmapuTMun, otcnabeane Ha pedieKCHATA TAXMKAPIHA W HAMANBAHE Ha pedICKCHATE CNOCOBHOCTH Ja
ce KOMIIEHCHPa KPhBO3aryba. Ao ce npHeMe, Ye CrIMpaHeTo Ha Ne4eHHeTo ¢ eTa-6nokep npeaH onepauyrsTa
€ HeoOXoaMMO, TO TpAGRa 1A cTake MOCTENEHHO  1a 3aBbPLH oK0/1C 48 7aca npeaAH aHECTE3HITA.

IMpu nausmerTHTE, NOATIMKEHH HA TEXKKA XHPYPrUYHA ONEPAlKA WIH aHSCTE3HA C BEIIECTBA, MPHYMHABAIIH
XHINOTOHHS, TNEPHHAOTIPWIET Moxe fAa Omokupa ofpasyBaHero Ha aHrHoteHsuwH II B pesynrat Ha
KOMIICHCATOPHO ocBoboKnaBaHe Ha peHuH. JleuenHero TpaOka a ce NpeKpaTH €NHH ACH NPeAH onepallviTa.
AXO BE3HHKHE XHIIOTOHHS, 33 KOATO C€ CMATA, Y€ € NOPOJieHa OT TO3H MEXaHH3bM, MOXKe Aa Obae KopuripaHa
4pe3 YREIHYaBaHe Ha obema.

Ilcopuasuc:
Ilpy maiHeHTH ¢ TICOPHA3HC HIIH ¢ aHaMHe3a 3a ncopuasuc bera-Oliokepn Moxe 1a ce H3NOM3BAT CaMoO clell
BHHMATENHO 6ana1-lcupaﬂe Ha IION3IHTE CIOIpAMO ]JHOKOBBTG.

PeoxpoMOIHTOMA:
Ilpu ycTaHOBeHa WM MOAO3HpaHa QeoxpoMouHToMa, OHconposon TpaGBa BHHATH A3 ¢¢ TNpWlara B

xomOuHamms ¢ anda-peuenTopeH dnokep.

TupeoTOKCHKO3A:
Ilpy neveHsne ¢ SHCONPONOA e BE3MOXHO CHMITTOMMTE Ha THPEOTOKCHKO3A JIa C¢ 3aMacKhpar.

{Isphuyes anoCTEPOHUIEM:
[TalHeHTH ¢ MBPBHUEH XMIICPATNOCTEPOHHIBM KATO IO HE CE BIMAAT OT JIEHEHHE C AHTHXHIIEPTECH3IHBHA

nexapcTea, AefCTBAINN Ype3 HHXMOWpaHe HA CHCTeMATa peHWH-aurHoTeH3uH. [Topann ToBa ynotpefara Ha
TOBa JIEKAPCTRBO HE CE TIPENIOPhYBA.

BpeMeHHQCT:
OcBeH B clyuadTe, KOrato mpoxb/okaBate Ha nedennero ¢ ACE HHXWOMTOpH ce cMmATa 3a HE3aMEHMMO,

TIALMEHTHTE, KOHTO TJIaHHPAT GpeMeHHOCT, TpAOBa Ja NpeMHHAT Ha ANTEPHATHBHO AHTHXMICPTEH3HMBHO
fNedeHHe ¢ nokasaH npodst Ha OesomacHOCT 3a npwiarane mo BpeMe Ha Opemennoctra. Ilpu
AMarHOCTHIMpaHe Ha OpemexHocT neuenneto ¢ ACE nuxuburopr TpabBa HezaGaBHO Aa 6bae COPAHO ¥ aKo
€ HOAXOMALIO, TPAOBA Na 3aNM0vHE ATTepHATHBHA TepanHs (BK. ToukH 4.3 K 4.6).

CopiievHa HeJOCTATEYHOCT:
TepanesTHueH onuT ¢ GHconpooN IPH ACUEHHETO HA CEPACYHA HEROCTATHUHOCT,

cnennute 3abonABAHAA H ChCTOAHMUS:
*  HHCYJNMHO3aBHCHM 3axapeH auaber (ot trn I),

*  TEXKO yBpeneHa OnOpeuna pyHKumA,



*  TeKKO YBpeZicHa 4epHOApoOHa dyHKIMA,

*  PeCTPMKTHRHA KAPAHOMHONATHA,

¢  BPOACHO CHPAEYHO 3abonarane,

*  XEMOAMHAMHYHO 3HAYHMO OPTAHHYHO KJIAMHO 3a6oiipane,
+  Hudapxr Ha MHOKapRa npe3 MOCASAHHTE 3 MEceLla.

HNomourAu semectsa:

Hueo na varpwii

Ipectunon ceabpixa no-Mankoe or 1 mmol Hatpwit (23 mg) 3a eaxa TabaeT«a, KOETO NO CHUIECTBO O3HAYABA,
Ue He ChABPKA HaTpHH. '

4.5 BsanmogelicTBRE ¢ APYrH IEKAPCTBEHHE NPOAYKTH M APYTH GOPME HA BIaHMoAeicTBRE

He ca nabmonasann B3anMozeiicTeua Mexay GHCONMPONON H NEPHHAOTIPHI B YCJIOBHSTA Ha H3NHTBAHE 3a
B3aHMOCHCTBHA, NPOBEACHO BHPXY 3ApaBH Aobposonny. Ilpeacrabena e camo MHOPMALIHA 33 H3BECTHHTE
B3aHMO/IEHCTBUA HA MHIAHBHAYATHHTE AKTUBHH BEIMECTBA ¢ PYIH OPOXYKTH, KAKTO ClIE/IBA.

Jlexapcmsa, nosuwasaugu pucka om arzuoedem

EanospeMmennata ynotpeba va ACE HHXHGHTOPH Che¢ caKyBMTpH/BancapTas € NpOTHBONOKA3AHA, Thil KATO
TOBA NOBHIIABA PUCKA OT aHrnoeneM (Bx.Toukn 4.3 u 4.4). CakyOurpin/sancapra He Tpabna Aa ce 3anousa
NpeaH 21a ca MIMHHAMM 36 4aca OT NpHema Ha NOCAEAHATA N033 OT TEPanHsTa ¢ nepuHionpui. Jlevenue ¢
NEPHHOTIPHA He TpaGBa Aa ce 3arouBa NpeaM Aa ¢a HIMHHANK 36 4aca cien [pHeMa Ha NOCICAHATA 1034 OT
caKyOHTpHI/BaNCapTaK (Bk.TOUKH 4.3 H 4.4).

Ennospemennata ynorpe6a na ACE unxuturopu ¢ pauekanotpwi, mTOR HHXHOUTODH (HaOp. CHPOIMMYC,

€BCPONHMYC, TEMCUPONMMYC) M TIHINTHHH (HANp. JIHHADIHITTHH, CAKCATNHIITHH, CHTATTHNTHH,
BH/IAAMTIHITTHH) MOXKE /1a IOReie IO NOBKLIEH PHCK OT aHFHOEAEM (BA.ToUKa 4.4).

Jlexapcmea, undyyupagu xunepranuemus.:

Bunpekw, e cepymMuua kaniii oOHKHOBEHO OCTaBA B HOPMAIHH TPAHHLM, XHIIEPKATHEMHA MOXE 1 CE NIOAEH
ApH HAKOM MALMEHTH, JexyBaHu ¢ [Ipecrunon. Hakon nexkapcTBeHH MPOAYKTH HIHM TEpaneBTHYHH KI1AcOBE
MOTaT Ja NOBHHIAT CJNYYAHTC HA3 HACTHIBAHE Ha XMNEPKANHEMMA: ATHCKUPEH, KaJHeBM COIM, Kasiuii
CBXpAHABANA JMypeTHUH (HAIp. CNWPOHONAKTOH, TpuaMTepeH wuaM amunopun), ACE uHxubGuTOpHM,
anrsoren3nn-1l penernrropan anraronncty, HCTIBJL, xenapHug, HMyHOCYIPECHBHH CPE/ICTRA KATO HANIPHMEP
UHMKIOCTIOPHA HNH TaKpOJIMMYC, TPHMETONIPHM M KOTPHMOKCA307 {TPHMETONPHM/CY(aMeTOKCaz0I), Thil
KaTo € H3BeCTHO, e TPHMETODPHM JeiiCTBA KATO KANHi CHXpaHABAIl AMYPETHK KaTo aMHJIOpHI.
KombunalmaTa ¢ Te3H NeKapcTBA NOBMIIABA PHCKA OT XHnepkanvemud. [lopamm ToBa, koMGHHMpaHeTO Ha
Tlpecrion ¢ ropecnoMeHaTHTE IEKPCTRa HE Ce TPENOPHYBA. AKO € IPEJIUCARA ¢THOBPEMEHHA yroTpeba,
TpARa Aa ce NOIX0XKAA © BHHMAHME M C 9ECTO MpOCHeNIBaHe Ha CEPYMHIS KM,

Eonoepemenna ynompeba, xosmo e npomueonoxazana (exc. mouxa 4.3)

Anucxupen:

Ennospemennata Tepanns ¢ IIpecTHION B aIMCKHPEH ¢ NMPOTHBONOKA3aHA NIPU NaiuenTd ¢ auaber wm
HapyuieHa 6p0peuHa QyHKIMS NOpaJH NOBUIIABAHE HA PUCKA OT XHIIEPKAIHEMHS, BIoLIaBaHe Ha 6x6peunara
¢GYHKUMA H CHPASUHOCHIOBA HONECTHOCT H CMBPTHOCT.

Excmpaxopnopannu nevenun:
Exctpakopnopanimn neueHHs, BOJEINO A0 KOHTAKT Ha KPBHBTA ¢ OTPHLATENHO 3apeieHH TIOBbPXHOCTH, KATO
HAOPHMEDP JRHANM3A WIH XeMO(WITpauMs C ONPEAENcHH BHCOKOMpPOMYCKIHBH MeMmOpaHM (Hamp.
NONHAKPHWIOHKMTPHWIHH MeMOpanH) H adepesa Ha MHNONPOTEHHH C HACKA TUTBTHOCT C JEKCTPAHOB cyidar,
Nopa/iil MOBHINEH PHCK OT TEXKH aHaGHIAKTOMIHH peakiiu {Bx. Touka 4.3). IIpn Heobxo
neyehue TpaGBa na ce o6GMHCTH M3NON3BAHE HA APYT THN AHATH3HH MeMOpaHH WIH Ha
CPEICTBO OT APy KIac.

Ednospemenna ynompeba, koamo ne ce npenopvuea
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Cenpiana ¢ Gaconpoios

Henmpanno Odeiicmemuyu  anmuxunepmensusnu cpedcmea Kkamo KIOHUOUH u Op. (Hanp. Memundona,
MOKCORUOUH, DWIMEHUOUN):

Ennospemennata ynorpefa Ha ueHTpanHO ACHCTBAINM AHTHXMIEPTEH3MBHH CPEACTBA MOXe 14 BJOIA
ChpAcHHATa HEROCTATBHHOCT Ype3 HaManABaHe Ha LCHTPANHHA CHMITATHKOB TOHYC (HaMaleHa ChplAcYHa
4eCTOTa H MHHyTeH 00eM, Bazogumaranms). Paskoro mpekparssade, ocobeHO ako € Npedu MOCTENEHHO
HaMaJIBaHe HA No3aTa Ha GeTa-bnokepa upes THTpUpaHe, MOXeE A4 MIOBHILW PHCKA OT ,,pebayHA™ XUITEPTOHUS.

Aumuapummiinu  cpedcmea om knac I (ranpumep, xuwuoun, SuUONUPAMUO, RUOOKGUH, (eHUMOUH;
prexaunud, nponapenon).

EdexrsT BBPXy BpeMETO Ha NPEACHPAHO-KAMEPHO TPOBEXIAHE MOXE AA €& YCMIH C MOBHMINABAHE HA
HETaTMBHUA HHOTPOTIEH edeKT.

Kanyuesume anmazonucmu om eepanamunos mun u 6 no-MaiKa CMener - om OWiINuaIemMos mun:
Orpuniatenso BinsHHE BHPXY KOHTPAKTHIMTETA K NPEACHPAHO-KAMEPHOTO MpoBexzane. HHTpaBeHO3HOTO
MpHJlaraHe Ha BEpanaMKIl NPH NAlIHEHTH, JCKyBaHH ¢ Geta-0nokepH, MoXe Jia moBeie A0 3aabnboueHa
XHIOTOHHA H NPeACHPAHO-KaMepeH OnoK.

Crupiand ¢ nepasaoupu

Anucxupen:
Ilpu Apyri nalMeHTH, OCBeH MaLMEHTH ¢ AMaber Wi HapymeHa GuOpeuna QyHKUMA, HAPACTBA PHCKBT OT
XHIepKATHEMHS, BIOIIaBaHe HA OHOpeuHaTa QYHKIHA H ChPASYHOCHAOBATA GONECTHOCT M CMBPTHOCT.

Ednospemenno newenue ¢ ACE unxubumopu u anztuomensun peyenmopiu bnoxepu

KNHHKTIHHTE JaHHH NOKA3BAT, Ye ABOiHATa 6710Ka/a Ha CHCTEMATa PeHHH-aHTHOTeRsHH-anaocTepos (RAAS)
upe3 koMOuHaLua oT ACE uHxu6uTOpH, anriotensud II petenTopry Gaokepy WK alUCKUPEH € CBBP3aHa ¢
NO-BACOKA YeCTOTA HA HEKENIAHH PEAKIMH KATO XMIIOTOHHA, XMIMEPKaTHeMHa H BnolnapaHe Ha Op6pevuHata
dynxuns (exmounrenso octpa Gu0peuHa HeAOCTATHMHOCT), OTKOJKOTO H3NON3BAHETO CAMO HA E/HO
cpencTeo ¢ neficTeue BEPXY RAAS (Bx. Touku 4.3, 4.4 1 5.1).

B nurepatypata ¥Ma choOWEeHHA, Y€ NMpPH MAIKCHTH ¢ YCTAHOBEHA ATEPOCKNEpPOTHHHA GoecT, ChpAeuHa
HEMOCTATBYHOCT HIIH AMaber ¢ TEPMHHANHO OPraHHO YBpeXIAHE eNHOBpeMEHHOTO neveHue ¢ ACE
HHXUGHTOP M aHTHOTEH3HH-PELENTOPeH 60Kep € CBBLP3aH0 C MOBHMIICHA YeCTOTA HA XMIOTOHHA, CHHKOM,
XHIICpKaJIWEMHS B BIIOIIABane Ha OpOpeunaTa QyHKIUA (BKIOYHTENHO ocTpa Ob0pedHa HENOCTATHYHOCT) B
CPaBHEHHE CBC CAMOCTOATENIHOTO MpHnaraHe Ha €WH JICKAPCTBEH NPOAYKT, MOBJMABAINN CHCTEMATa PEHHH-
AHTHOTCH3HH-AAOCTepOH. JIBoitHaTa Onokana (Hanpumep upes komOunmpane Ha ACE wunxuGurop c
aHTHOTeH3MH 1] penienTopen aHTaronHeT) TpaOBa Aa ce OrpaHHuH caMO A0 HHAHBHAYAIHO OTpene/IeHH CITy4an
1pH BHHMATETHO MOHMTOPUpaHe Ha OLOpeyHaTa (yHKUMs, HUBATA HA KAJTHS ¥ KPBBHOTO HA/STaHe.

Ecmpamycmun:

Puck or nopHimapaHe Ha HOKCTTAHHTE JICKAPCTBCHH pPeaKiHH, KaTo HANpHMEP AHTHOHEBPOTHYCH OTOK
{aETHOCHEM).

Kanuii-coxpanneauu ouypemuyu (nanp. mpuammepen, amunopud...), xanuii (con):
XunepxanueMus (noreHIManHo hatanna), ocobeHo ChBMECTHO ¢ yBpeaeHa 6u6peuna dyHkna (aaMTHEHH
XHIIEPKATHEMHYHH e(heKTH).

CHPAEYHA HENOCTATEYHOCT BIKTE ITO-R0TY.

JTumuii:
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HPmMa cbolienus 3a 06paTiMO NOBHINABAHE HA CEPYMHMTe KOHLIGHTPALMM HA JIHTHA M TOKCHYHOCT NIPH
€/IHOBpeMEHHO NpueMane Ha nuuii H ACE wrxuSuropu. He ce mpenoptusa ¢qHOBPEMEHHOTO H3NO/3BaHE
Ha NePHHAONPHN M JIHTHI, HO aKo KOMOHHALHATA Ce OKake HeOOXOIMMA, CCPYMHHTE HUBA Ha THTHA TpadBa
Ja ce mpocneAsBaT BHHMATENHO {BXK. Touka 4.4).

Eonospementia ynompefa, Kofmo u3uckea cReuuanio sHUManue

Cerp3ano ¢ 6KCONPOJION H IePHBACTPH

HIpomugoouabemuu cpedcmea (UHCYAUH, REPOPATHY XIMOZIUKEMUNHY CDEOCNBA).

Pesynrarure OT enmaeMHONOrWYHH NPOYYBAHMS MOKA3RAT, Y€ €JHOBpPEMEHHOTC Npunoxenue xa ACE
MHXHOHTOPH W aHTHAMAOETHH MEIMKAMEHTH (MHCYJIHHM, ODAIHM XMNOITIMKEMHYHH CPEICTBA) MOXKE Ja
TpHYHHH MO-CHJICH TNMOKO30TIOHIKARAI e)eKT C PHCK OT XMTIOTTHKeMHA. OKa3Ba ce, 4e HACTBIIBAHETO Ha
TOBa ABJICHHE € NO-BEPOATHO Npe3 MEPBMTE CCAMMIM OT KOMOMHHDAHOTO JIEYCHHE W NPK MALMEHTH C
yBpeacHa On0peqna GyHxuma.

EnxorpeMenHOTO mpuarane Ha GHCONPONON ¢ MHCYAMH M TIEPOPAIHA aHTHAMAGETHH EKapcTBa MOXE Na
NopuIY edexTa Ha HaMaldBaHe Ha KPbBHATA 3axap. Brioxajara wa Gera-apeHOPELIENTOPHTE MOXKE 4
MaCKHpA CHMITTOMHTE HA XHMTIOTTMKEMHUA.

Hecmepoudnu  npomusosvnamanennu  rexapcmeenu  npooyxmu  (HCIHBC)  (sxmovumenno
ayemuncaruyunosda xuceauna 23 g/ den):

Ilpunaranero na IIpecTiion eAHOBPEMEHHO ¢ HECTEPOHIHH IPOTHBOBLINMAIMTEIHH JEKAPCTBEHH NPOIYKTH
(nanp. aneTWICAaTMUWIOBA KHCEIMHA B MPOTHBOBBLINAIHTENHE A03upoBkH, COX-2 uHXuOHTOpH ¥
Hecenekrusnu HCTIBC) moxe na orcnabn aHTHXHIICPTEH3HEHHA edekT Ha GHCOMpoona H MEPHHAOIPHIA.
Ucpen Topa eHOBpeMeHHOTO npwiarase Ha ACE urxuburopu 1 HCTIBC moxke aa aosese 0 HOBHINEH PHCK
OT BiIoIaBane Ha Ob0peunarTa (yHKUMA, BRIIOYHTENHO BE3MOXKHOCT OT OCTpa 6BE0peyHa HenoCTaTEIHOCT H
MOBHINABAHE Ha HHMBATA HA CEpYMHMA Kanuii, oco0eHO MpH NAlMEHTH ¢ NMpeIBapHTENHO CHIIECTBYBAIIO
BRomasane Ha 6uOpeunara dyHkima. KomGunaumara Tpatiea na ce npuiara ¢ NOBMIIEHO BHHMaH#E, 0COOEHO
npu HanpeHana pr3pact. [lanuenTTe TpaGsa 1a 6BHAAT AoCTATEYHO XHAPATHPAHH H TPAORa fa ce MpeABMAN
KOHTpo/upane Ha 6b6pednaTa GyHKuss B HAUANOTO Ha KOMGHHHPAHOTO JIeHeHKe, 4 CIICK TOBA — TEPROAHTHO.

Armuxumepmenzuenu cpedcmea u 8az00UNAMAMOPY.;

EnHoBpeMEHHOTO mTpHIaraHe ¢ aHTHXWIEPTCH3WBHH CpPENCTBA, BasONMNATATOPH (KAaTo HAnpHUMep
HHTPOTTHUCPHH, APYTH HUTPATH KNH JPYTH BA30IHIIATATOPH) MIIH C APYTH JIEKAPCTRA, KOMTO MMAT NOTEHLMAN
Aa HAMAIABAT KPEBHOTO HAAraHe (HanpuMep TPHUMKIHYHN aHTHACTIPECRHTH, GapOHTYpaTH, GeHOTHa3HHM)
MO3Ke JIa IOBHILIM PHCKA OT XHIOTOHHYHHTE e)eKTH Ha NepHHAonpua H G\conmponona.

Tpuyuscnuunu anmudenpecanmu/Awmumcuxomuyt/Anecmemuyu:

Eanoepemennoto minomssae Ha ACE wHxHOMTOpM ¢ HAKOH AHECTETHYHH JICKAPCTBEHH NPOAYKTH,
TPHLIHEKNHHY aHTUACHPECAHTH H AHTHIICHXOTHIIN MOME /12 MMa 33 Pe3yITaT AOMBIHHTESIHO HAMANMRANE Ha
KPLBHOTO HAISrase.

EnnoepemenHoTo M3Non3Bade Ha GHCONPONON ¢ aHECTETHLNH MoOXe Aa J0BeAe A0 HaMalieHa peduiekcHa
TAXMKAPAHA M NIOBHIEH PHCK OT XHIIOTOHMS,

Cumnamomumenneyu:
Bera-cummaromuMeTHImTe (Hanp. M3oOpeHANNH, no6yTAMMK): koMOMHALNATA HM ¢ GHCOMPONON MOXKeE Aa
HamatK e()eKTHTE M Ha JIBETE NEKAPCTBEHH CPEICTBA.

CuUMIaTOMHMETHITH, KOHWTO aKTHBMpaT W GeTa- W anda-afpeHOpeLENTOpHTE (Hamp. HopenHHedpuH,
enuHedpuH): KoMOHHaumara um ¢ Guconponon Moke na 3aMackmpa MeAMHpanute ot anda-
aapeﬂopeuerrropm Baz0KOHCTPHKTOPHH e(l)em Ha T€3H CPCACTBRA, KOETO BOAH 110 NOBHIIABAHE Ha KPEBHOTO
Hansirade H o0OCTpARe Ha KiayAHKallMO uHTepMuTeHC. [IpueMma ce, ue TakuBa B3
BEPOATHH NPH HeceneKTHBHHTe OeTa-Grokeph.

CHMNAaTMKOMHMETHIIHTE MOTAT fa HAMAJIAT aHTHXUNepTen3HBHUTE edexrr Ha ACE,

Csup3ana c Orconpoon

A,

t‘ \‘\ AR
% o aonpOun;

N

Kanyuesume armazonucmtu om Suxudponupuounos mumn, Xamo Hanpumep Gerodun
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IlpH DmaiMenTH CBe ChpAEYHA HEAOCTATHYHOCT eJHOBPEMEHHAT2 ynoTpeda Moxe Ja MOBHLIM PUCKAa OT
XHIIOTOHHA H NPH TAX HE MOXKC A3 Ce M3KIIOYM YBeAHWYaBaHe HA PHCK OT NOC/ICIBAIl0 BAOIIABAHE HA
KaMepHaTa noMneHa GyHKiMa.

Anmuapummunu nexapemea om xnac 111 (nanp. amuodapon):
Mojke NOTEHUHATHO 1a BE3HHKHE eQeKT BbpXy BPpEMETO Ha NpeACcHPAHO-KAMEPHO MPOBEXKIAAHE.

Ilapacusmamomumemuunu nexapcmea: _
EaxoBpeMerHaTa ynotpefa Moike /ia OBHIIH BPEMETO HA MPEACHPAHO-KAMEPHO NPOBEXKAAHE H PHCKa OT
Opanuxapans.

Jloxanno npunazanu bema-6a0Kepu (wanp. GUHU KaNKU 3d TEUERUE HA 2AAYKOMA):
EAHOBPEMEHHOTO NPHJIAraHE MOXe 2 JONPUHECE KbM CHcTeMHHUTE edexTi Ha Guconponon.

Cupoeuny 2nuKko3udu (Ouzumanicoeu Meduxamenmi).
Hamanarane Ha ChpAeYHATA YECTOTA, YARIKABAHE HA BPEMETO HA NPEChPAHO-KAMEPHO NPOBEXAAHE.

Cebp3aHH ¢ NepARACHPRAI

Barnogen:
Tlosuuren anTrXMNepToRHYeH edekT. Jla ce cleny KpEBHOTO HANATAHE M NPH HeoGXOMMOCT J1a ce KOPHTHpa
JI03aTa Ha aHTHXHNEPTEH3NBHHA JIEKAPCTBEH NPONYKT.

Kanuii nezadvpacaygu ouypemuyu:

I[TanpenTuTe HA THYPETHYHO JEYEHHE, 0COOEHO Te3H, KOHTO ¢a AeXHAPATHPAHH W/HNH C HApylIEHMs BHB
BOJHO-CoNeBHs GanaHc, MOXKE A2 W3NMHTAT NPEKOMEPHO HAMANABAHE HA KPHBHOTO HANATAHE CJEA 3aM04BaHe
Ha nedennero ¢ ACE uHxuburopd. BepofTHOCTTa OT XHNOTOHMYHH edeKTH MOXKe [a ce HAMald dpes3
MPEKECRAHE HA THYPETHKA, “pe3 OBHINABAHE Ha 06eMa HA TEYHOCTHTE WIIH NIPHEMA Ha CONH [IPEH HavanoTo
H4 JICYCHHETO C HHCKH H TIPOTPECHBHH JO3H NEPHHAOPIIL.

Tlpn aprepHaHa XMIIEPTOHMA, KOraTo MpeAlliecTBalllaTa AHYPETHYHA TEpANHA MOXKE Ja € NPHYHHHIA
HEJOCTHI Ha COMH/TEeCHH TEMHOCTH, HITH JMYPETHKET TPAOBA Oa Ce CIpe Npely 3ano4YBaHe Ha JTeYEHHETO C
ACE unxubuTop, B KOHTO cnyuaii B NMOCIEACTBME MOXE Ja C€ BKIIOMH OTHOBO HECHXPAHABAI KaTuii
auypeTHK, Wi ACE HHXHOMTOPET Tpabea na 6bae 3amodsar B MO-HHCKa 1033, KOSTO NMpPOTPEcHBHO Ja ce
[TOBHIIH,

IIpu nexypaHa ¢ AuypeTHIM 3aCTOlHA CHPACTHA HEAOCTATHYHOCT, Nevenrero ¢ ACE uaxubnropa Tpabea aa
3a0104HEe ¢ MHOTO HHCKA JO3HPOBKA, MPH BB3MOKHOCT H Clie/l HAMANABAHE HA J03aTa Ha CHOTBETHHA KajHi
HECHXPAHABALN JHYPETHK.

Tpu Bewuku cinydan Tpabea aa ce npocnendea Gn6peunaTa QyHKIMA (IA3MEH KPEaTHHHH) Npe3 ITbPBHTE
cenMHIM Ha neuenneTo ¢ ACE uHxubuTOp.

Kamdi-cvxpanseauyu ouypemuyu (eniepenon, cnuponoiaxmon).
C eiepeHOH WM CNHPOHONAKTOH B 103# 0T 12,5mg a0 50 mg aHeBHo ¥ mpu HHck# no3u Ha ACE
HHXHOHTODH:

IIpn neuenue Ha CrpedHA HepocTaTbuHOCT OT Kiac 11 win IV (no NYHA) ¢ dpakuma ka H3tnacksane < 40%
H npemuecTaino NeuecHue ¢ ACE HHXHOHTOPH H OGPUMKOBH IMYPETHIM, HMA PHCK OT XHITEPKATHEMHS, KOATO
€ NOTCHUMANIHO JieTalHa, O0coOEHO NpH JMNCA HA cNa3BaHe Ha NpPenophKHTE 3a NPEANMCBAHE HAa Ta3H
KoMOHHaum,

Ipenu 3anousane Ha KOMOHHALMATA TPAGBA A4 CE¢ HAPABAT H3CACABAHMA 32 H3KTIOYBARE Ha XHIIEPKATHEMHS
H OB0pedno yBpexkgaHe.

IIpeniopruBa ce BHMMaTeNHO HaOJIONEHHE HA KANMEMMATA M KPeaTHMHEMMATa INpe3 ITBPBHA Mecell OT
NCYEHHETO BEAHDK CEAMHYHO, & CIIEA TOBA — BEAHEXK MECEYHO.

Kombunauuu, xoumo mpabea da ce umam npedeud

Canp3ana ¢ 6uconponon
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Meghnoxun:
TlopniweH pucK oT Gpagukapms.

Monoamunc oxcudasnu unxubumopu (¢ usxmoyenue na MAO-B unxubumopu):
YeuneH xMnoToHHYeH edeKT Ha GeTa-GnokepHTe, HO CHUIO M PHCK OT XMNEPTOHHYHE KPH3a.

Csbp3anH ¢ NepEEIONPHI

Jaamao:

HMa peaxs croOIneHHS 38 HUTDUTOMNHE peakipiM (CHMITOMATHKATA BIJHOYBA 3aYEPBRBAHE HA AMLETO,
rajieHe, NOBPBLINAHE H XHIIOTOHMS) NPH NALHECHTH, MIPOREKIAINH JICUSHHE ¢ HEDKEKUHOHHH 3M1aTHY IpenapaT
(natpres ayporHoManat) emHoBpeMento ¢ ACE HHXHOHTOD, BKMIOYHTENHO TIEPHHAOTIPHIL.

4.6 DeprTRaETET, GPEMERBOCT B KbpMeRe

bpementoct:
Ha Gasata Ha ChINECTBYBAIKMTE JaHHM 33 VHIMBHIYATHHTE KOMIIOHEHTH ynoTpebara na [Ipectunon ue ce

TIpeNopLYBa Npe3 MbPRAA TPHMECTLP Ha GpeMEeHHOCTTa H PHIAraHeToO My € IIPOTHEONIOKA3aHOo Npe3 BTOpHA
H TPETHA TPHMECTHP HA GpeMeHHOCTTA.,

Buconponon

BuconpononsT nposesea Takusa hapMakonoruaHi edexTy, KOUTo GHxa MOTIIM Ja NPHUMHAT BPeAHH edexTH
BbpXy OpeMeHHOCTTA WHIIM 1U1012/HOBOPOAEHOTO (HAMATISBAT IUIALEHTAPHHA KPBBOTOK, KOETO C& CBBP3a Che
3abapeH pacTex, BETpeMaTouHa CMBPT, a6OPT WK NpeXACBPEMEHHA POAOBA AeHHOCT H HEXKeNaHH e(eKTd
(wanp. xumornukemus H Opanukapaus), KOMTO IUIOAET WIM HOBOPONEHOTO MOTAT Aa pasBuAt). Ipu
Heo0xoMmMoCT OT nedenne ¢ Gera-agpeHouenTopH GAOKepH ce NpeAnouwtay Oera-1-ceneKTHBHETE
anpeHollenTopHy bnokepy.

Buconponon ne Tpafpa na ce npuiara no BpeMe Ha GPEMEHHOCT, OCBEH AKO KIMHHYHOTO CBCTOAHHE Ha
JKEHaTa HE M3IUCKBA TAKOBA JIeYeHHEe. AKO € MPHETO, Ye ¢ Haluie HeOOXOAHMOCT OT JIeUeHHe ¢ Huconpono,
TpsbBa Za ce¢ MOHHMTOPHPAT YTCPOIUIALCHTAPHHAT KPHBOTOK H PacTeKbT Ha mnoxa. B cryvaii Ha Bpemny
edekTH BBpXY OpeMeHHOCTTa HAM IUioja TpaGBa Aa ce ofMHCIM anTepHaTHBHO NeueHue. Hosopoaenoro
TpsGBa Ja OBbie BHUMATENHO TPOCIEIRBAHO.

o npynuun ce 09aKea CHMITTOMMTE Ha XHTIOTIHKEMHBS M OpanHKapIMa a ce NOABAT 1Ipe3 ITBPEHTE 3 THH.

Hepunoonpun

EmvpemMuonoryisaTe nannm oTHOCHO TepaToreHHus prck cnel ACE HHXHOHTOPHA eKCHOHIIMA NPE3 MEPBHA
TPHMECTEP Ha GPEMEHHOCTTa HAMAT OKOHYATENICH XapaKTep; Maliko MOBHIDasaHe Ha prcKa obave He MOXe na
6ne uakmoueno. OcBeH B CITyYanTe, KOTaTO NPoABDKaBaHe Ha nevennero ¢ ACE uHXuOHTOPH ce cMATa 3a
HEe3aMEHHMO, TAUMEeHTHTe, KOHTO IUlaHMpaT OpeMeHHOCT, TpaOBa Oa NpeMHHAT HA AaINTEPHaTHBHO
aHTHXMNEPTSH3HBHO NEUeHHe ¢ N0ka3aH NpodHa Ha 6€300aCHOCT 3a MPHIAraHe No BpeMe Ha OpeMeHHOCTTa.
Ako ce ycraHoeu Gpemenroct, sevyennero ¢ ACE nuxuburopn Tpabea na ce cnpe He3abaBHO H ako e
HEOOXOMHMO Ja Ce 3aNOYHE ANTEPHATHBHO JIEYCHHE.

H3pectho e, 4e excnoamipara Ha ACE MHXHMGHTOpHA TepamHA Mpe3 BTOPHA H TPeTHA TPHMECTHD Ha
GpeMeHHOCTTa, NpEAN3BHKBA (ETOTOKCHIHM e(exTH npn uYoseka (MoHWkesa OvOpeuna (yHKuMs,
OJIArOXHAPAMHHOH, 3a0aBsHe Ha w4epemHata OCHOHKAUMI) ¥ HEOHATAIHA TOKCHUHOCT (OBOpeduna
HEZIOCTATEYHOCT, XMITOTOHMS, XHIiepKaineMus) (Bxk. Touka 5.3). Axo excnosupsra Ha ACE uexaburop e
HaCTBIIANA OT BTOPHA TPUMECTHLP Ha OPEMEHHOCTTA, MPENOPBLYBAT Ce YITPa3BYKOBH TIpeT.
&qﬁ:ﬁ%m AaT

-

I N5

HabmonaBaHH BHHMATEITHO 32 XHTIOTOHHA (B, ToukH 4.3 u 4.4).

Knpmene:
IIpecTrnon He ce NpenopbYsa HO BpeMe Ha KbPMEHe.
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He e u3BecTHO Jann GHconposion ce uarsyura B kbpMara. [Topanu To8a He ce Npenopbsysa KbpMeHe B HEpHOa
Ha npriarade Ha Grcompoon.

Hopaan numca na HuGopMalis OTHOCHO YIioTpeDaTa Ha EPHBIONPHA B NEPHOAA HA KbPMEHE, NEPHHAOIPHI
HE CE NIPENoPh4Ba H ¢ NPeANOIHTAT aTTEPHATHBHM NIeUeHHs ¢ Mo-Aobpe ycTanoeen npodwi Ha SezonacHocT
B NEPHOZIA Ha KEPMEHE, 0COOGHO MPU KLPMEHE HA HOBOPOIEHO WIH NPEKASEPEMEHHO POACHO KbpMaye.

@p!mzm‘er:

Jluncear KIHHHYHHTE JAHHK OTHOCHO (epTiisTeTa pH yriorpedara Ha [pectanon.
4.7 Edexrn sbpxy cnocobrocTTa 32 modupane B pabors ¢ Mamean

Ilpectinon HaMa npsko BANAHHE BEPXY cnocoGHOCTTA 3a modupane w paboTa ¢ MAIIMHHM, HO TIPH HAKOH
NAlMeHTH MOraT Ja HACTBIAT HHAMBHAYANHM PeaKiHH, CBBP3aHHM ¢ HHCKO KPBBHO HAJAraHe, ocofeHo B
HAYANOTO HA ICYEHHETO, TIPH CMAHA HA JICYCHHUETO, KAKTO H TIPH M3MON3BaHe 3a¢AHO ¢ yrnoTpeda Ha aTkoXod.
B pesynraT o1 ToBa CIOCOGHOCTTA 33 Modupane Win pabora ¢ MAIUKMHH MOXKE J1a C& HAPYUIH.

4.8 Hexenans JIeKapCTBEeHHA PEaKUHA

Kpa'rlca OIMACAHHC Ha gm@ma Ha Oe30nacHoCT:

Haii-yecTire HeXeNaHH peakilii OT OHCONpPONON BKMOYBAT INapoGonMe, 3amaiiBake, BIOmIaBaHE Ha
ChpAEYHATA HEAOCTATLYHOCT, XHIIOTOHMA, CTYACHH KpaHHIIM, TalieHe, NOBPEIIAHE, KOPpeMHH 60K, AHapHs,
KOHCTHIAMSA, ACTEHHA H YMOpa.

Hatf-qecTrTe HexelaHH JCKapPCTBEHH peaKUHH, KOHTG C& ChOOIHABAT OT KIMHMYHHUTE HM3MMTBAHKA M ca
HabnlogapaHH W TIPH NEPHHAONPHI <a: INaBobosHe, 3aMaiiBaHe, CBETOBLPTEX, MAPECTE3HH, 3IPHIENHH
HapyHIeHHd, THHMTYC (IIYM B YIIHTE), XMNOTOHUS, KaUlivila, ABCIHE, TaACHe, MOBpHINaHe, KopeMHa Gonka,
JNapHi, KOHCTHIIALNSA, ANCTEY3HSL, AUCTIENCHA, O0OPHE, NPYPHTYC (CBPOCIK), MyCKYJIHH KPaMIH 1 aCTEHHA.

Tabnviia cbe CIMCHK HA HEKENAHHTE PEaKHHH:

CrenHuTe HeKeNaHH peakuyH ca HabMoAABAHM NO BpeMe HA KTHHWYHR H3NHTBAHHA WM B iepHoaa clien
paspeinagane 33 ynotpeba ¢ GHconmponon WIR ¢ NEPHHIONPWI, NPWIATAHK CAMOCTOATENHO, M ca
pasnpesieneny cpobpasno xnachpukamaTa Ha MedDRA no TefiecHH CHCTEMH M 110 CREHATA YECTOTA:
Muoro gectn (=1/10); gectu (o1 =1/100 a0 <1/10); Reuectn (o1 =1/1000 go <1/100); peaxu (o1 >1/10 000 mo
<1/1000); muoro pemxu (<1/10 000); ¢ Hem3BecTHA vecTOTa (YeCTOTaTa He Moxe Ja Obje onpeneNeHa OT
HATTHYHHTE JaHHH).

CrcTemMo-oprasen Hece Yecrora
JAHH JEeKADCTBEHH PeaAKIHE
wnac no MedDRA pe pe Buconponon | ITepaugonpun
Undexnnn u
sadecranun Purnr Peaxu Msoro peaxn
Eosunodumis - HeuecTn*
Arpadynoumrosa (8. Touka 4.4) - MHoro penxn
HNannpronenns - MHoro peaku
Hapymenng na 11 i Mroro
KPLBTA H ABMPRATA CBKOMCHMA peaxu
cHCTEMA Heytponenus (8x. Touxa 4.4) - Muoro penku
Tpombolmronenus (Bx. Touka 4.4) - MHoro pegku

XeMOIUTHYHA AaHEMHA NPH AALMEHTH ¢ BPO/IEH
Aedmmt Ha G-6PDH

Hapymepus na CuHApOM Ha HealleKBATHA CEKPEL% Ha
EHAOKPHEHATA AHTHAMYpPETHYHKUA x0pMOH (SIADH)
CHCTEMA
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XHnornukeMus (BX. TOUkH 4.4 1 4.5)

Heyectu*

Hapymenus na
MeTabOTHIMS B Xunepkanuemus, oGpaTHMa NpH CIIHpaHe Ha ) Heuects*
NCYEHHETO :
XpaHeHeTo
XHNOHATpHEMHUA - Hewecrn*
TlpoMenH B HACTPOSHHETO - Heuectn
Hapymenns Ha ceHA Hewectn Heuectn
IMeuxaunn *
Rapymenna Jenpecus Hevectn Heuectn
Koumapam cormuga, XaniosmHamsm Penxu -
HezopuenTanms (00LpKanoCT) - MEoro peakH
I'nasobomme™* Yectn Yectu
3amaiiBane** Yectn Yectn
Crerosmprex - Yectn
Hapymenna 5a
HepBHATA CHCTEMA Aucreysus ' Hecn
TMapectesna - Yectn
CrHmBOCT - Heuyecrn*
Cunkon Penxn Heuectn*
3pMTeIIHH HApPYLICHHA - YectHt
Hapymenna ma oune Hamaneno orgensne Ha ChiI3H (B3eMa Ce MpeIBHI Peaxu }
CaMO, aKO MANMEHTHT H3MO3Ba KOHTAKTHH NEIH)
KoHIOBKTHBHT MHoro penxu -
Hapymenns ua yxoro | LBHATYC - Hectn
H AaGnpHATA Hapymrenns na cnyxa Peaxu -
Tlanmaranyu - Heuectn*
Taxukapmus - Heuyecru*
bpanpuxapaua Mpuoro yecTH -
Broiuasane Ha chpAeHa HEZOCTATEYHOCT Yectn -
Crpaeunn Hapymenns Ha AV-IIpoBoIHMOCTTA Heuectn -
AapymeHHas
ApurMus - MHoro penkH
Crenokapaus - Muoro penxu
Muokapaes HHDApPKT, BB3MOKHO H BTOPHHEH
MopaaH NpeKOMEPHa XHIIOTOHHA NpH - MHoro penxH

BHCOKOPHCKOBH NALMEeHTH (BX. TouKa 4.4)

CrnaoBn Bapymenns

XHNOTOHHA H CBBP3aHH ¢ Hexl edexTH

YyBCcTBO HA CTYACHH HITH H3TPBITHATH KpaiHHIH

OprocraTHYHA XHIIOTOHMA

Backynur

3aueppsBane

Hucyr, Bh3MOXKHO B BTOPHYEH Nopaiu
NPEKOMEPHA XHIOTOHMA NIPH BHCOKOPHCKOBH
naurenTH (Rx. Touxa 4.4)
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PeHoMeH Ha Peiino

C HeH3BecTHa

YecToTa
Kaurmma - YectH
Pecnuparopan,
rpLAHE Jucntes - Yecrn
MEARACTRHAIHA Bponxocnasm Heuectn Heuectn
HApYIIeAHS
Eosunodunna mHesMoHuA - MHoro peaxH
Kopemtn Gonka YecTit YectH
KoncTHmaium4 (3arnex) Yectn Yectn
Juapus Yectu Yectn
Cromamuo-upesnn | 31eHe Hectn Yectn
HApPYUICHAR Iospuinane YecTH YectH
HJucnencus - Yectn
Cyxa ycra - Heuectn
Hankpeatur - MHoro penxu
XenaTo-6nanapan LIMTONHTHYEH HAH XOIEeCTaATHYEH XEeNaTHT {BX.
HAPYIIEHHSA TOuKa 4.4) Peyn Mroro penxu
Obpus - UectH
Copbex - Yectu
AHTHOEAEM Ha THLIETO, KpaifHUIUTE, YCTHHTE,
JINraBHLHATE, €3HKa, rI0THCA W/HIH NapHHKca (BK. - Heuectn
TO4Ka 4.4).
YpTHkaphs - Hevectn
Peakipiu Ka GoToUyBCTBHTENHOCT - Heuectn*
Hapymenns Ha Iemdmronn - Heuectu*
KOXAT2 B HOAKOKMATR | X pmepxynposa . Heuectn
THKAH
Peak11MH Ha CBPBXYYBCTBHTEITHOCT (CHPOEK, Pe
JKH -
3auepBABaHe, OOPHB)
Browasaze Ha ncopuasuc - Peaxu*
Epurema MynTH(OpMe - MHoro penxu
Anonenus MHoro peaku -
Bera-Onokepure MOraT a2 IPOBOKMPAT HITH Ja
0BOCTPAT NCOpHA3KC WIH 12 HHAYLHpAT MHoro pejaki -
ncopHazuconogoben oopue.
Hapymenns Ha MyckynHu kpamMnu Hegectu Yectn
MYCKYIHO-CKENCTHATA | MyckynHa ciaGocT Heuwectu -
CHCTEMA H
CheIHHHTEIHATA Aprpanrus
ThKan Muanrus

Hapymenns Ba
OnOpennTe B
IHKOHHTE IbTHINA

Br6peuHa HeAOCTATHEYHOCT

Octpa 6m0peuta HEAOCTATEYHOCT

AHYpHA/OTHTYpHA
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Hapymenus na Epextunna quchynkips - Heuectn

BL3NPOH3IBOAHTEIHATA
AcTeHua Yectu Yectu
Ymopa YecTu -

O6mn napymenrS B | Lonu p TPBAHHS KOHI - Heuectn*

edexTH B MACTOTO HA

npaaoKEHHe 0610 Hepa3NnoNOKEHHe - Heuectn*
Tlepndepen ook - Heuectn*
Oebpunurer - Heuectu*
ITopHieHa ypes B KpBBTa - Heuectu*
TNoeHIEH KpeaTHHHH B KPBBTa - Heuectn*
TloBHIDeHH YepHOZPOOHH eH3UMH Peaxu Pemxu

Hicnenpanns TMosren GunnpyOuH B KpBBTA - Penxu
IMormieHn TPHrIHLIEPHAH Peaxn -
Hamanen xeMornoGHH u HaMalteH XeMaTOKPHT (BXK. ) MHOFO PeIKH
TO4Ka 4.4)

Hapangsanns,

OTPABEHHSA H

yCIoKHeHHS, ) «

BL3IEAKHAJIH B Manane Hetectn

PE3YATAT Ha

HHTEPBeHIHH

* Yecmomama e uzwucaenda no OarHw oM KAUNUSHY UINUMEAHUA 3G HEXCERAHY NeKAPCTEEHY PeaKyu, OMKPUBaHY ypes
CHOHmMannu coobtgenus

** Tesu cumnmomu Hacnrensam ocobeHo & Havanomo wa mepanusma. OOUKHOBERD Ca EKW U Yecmo npemunasam 3q -
2 ceOmuyu.

CrobiaBane Ha NOI03UPAHY HEXKEIAHN PeaKilHH
CrobinaBaneTo Ha TIOZO3HPAHM HEXENAHH PeakUMH ciiell paspeiiaBaHe 3a ynotpeba Ha J€kapcTBCHHA

NPOAYKT € BakHO. ToBa MO3BOMABA 1A NPOALLKH HAGMIOACGHHETO HA CHOTHOUWIEHHETO I[10JI3a/PHCK 34
TEKapCTBEHUA NpONYKT. OT MeaHIMHCKHMTE CIICHHAIHCTH Ce M3MCKBA Ja CHOOMABAT BCAKA IMOJ03HpaHa
HEKEJIAHA pPeakilid Ype3 HALMOHANHATA CHCTeMa 3a crodmiaBpaHe:

Brarapas

HameimurenHa areHnms no nexkapersara (MATT)
Vn. ,Jamau I'pyes™ Ne 8

1303, rp. Codua

Ten.: +359 2 8903 417

yeOcaiiT: www.bda.bg

4.9 Ilpenosmpane

Hama nadopmalus oTHOCHO npeaosupane Ha [Ipectunon npu xopa.
Buconponon

CHMITTOMH:
[lo npuHUMN Hal-4€CTO OYAKBAHMTE NPH3HALM NPU Npeao3HpaHe Ha Oera-Gx ca..or
XHTIOTOHHA, SPOHXOCNA3BM, 0CTPA CHPACYHA HEAOCTATHUHOCT H XMnornukemis. Jo cg\r\’ 3 12,
Ve A T
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6poli cmyuau Ha npeposupade (Maxcumym: 2000 mg) ¢ GHCONPONON TpH MALMEHTH, KOHTO CTPajaTr oT
XHIIEPTOHHA H/HIH KOpPOHapHa 60JIECT HA CHPUETO, PH KOHTO C€ YCTAHORABA OpaguKapAus H/HITH XHTIOTOHHA,
BCHYKH NMALHEHTH Ca CC BB3CTAHOBHIIH. C'BII.IBCTB)IBBT TOJICMH HHAHBHAYAIIHHA pa3iiHiHg B YYBECTBHTCIIHOCTTA
KEM €7IH3 €JHOKPATHA BHCOKA /1032 0T SHCONPONOoN ¥ NALMEATHTE ChC ChPIEYHA HEAOCTATHYHOCT BEPOATHO
€a NO-CHITHO YYBCTBHTEITHH.

Jleuenue:

B ciryvaii Ha npenosupaHe sieuenneto ¢ Guconponon TpAOBa Ja ce Crpe H Ja ¢ OCHTYPH NOANBPIKAIO H
CHMITTOMaTHYHO feveHye. OrpanHued o0eM JaHHH MOKa3BaT, Ye GUCOMPONONLT ce AHANM3Hpa TpyAHo. Ha
Gazara Ha ouakBaHHTe (apMAKOIOrHYHH JEHCTEUA M NPEHOPLKHTE 3a APYTH Gera-OnokepH, NPy HaNHYHE Ha
KIHHHYHA HeoOXoaumocT TpabBa 1a ce OOMHUCM NPHIATAHETO Ha CEAHHTE 00IIH MEPKH.

Bpaduxapoun: TTpunoxkere HHTpaBeHo3HO aTponuH. Tlpu HeaneksaTeH OTTOBOP MOXe C IOBHINEHO BHHMAHHE
Aa ce MPWIOKH H3ONPEHANHH WIH JPYTO CPEACTBO ¢ MONOMHTENHH XPOHOTpomHM CBoMCTBa. IIpn Hakon
obcTodTencTBa MOXKE Na € HeoOXOAHMO TPAHCBEHO3HO BHBEKAHE Ha KapAHOCTIMYnaTop (meficMeiknp).
Xunomonun: TpaGea 2a ce NPHIOKAT HHTPABEHO3HO TEYHOCTH M BA30OTIPECOPHH cpeacTBa. Moxe na Geae
AGC3HO HHTPABEHO3ZHO NPHIOKEHHE HA TIIOKAroH.

AV Grox (om emopa uau mpema cmenen): Ilappenmure TpaGpa Aa 6BAAT BHMMATENHO NPOCIENSBAHH H
TEKYBAHH C M3ONpPEHAIMH noj dopMaTta HA MHOY3HS HWIM ¢ TPAHCBEHO3HO BbBCKAAHE Ha ChHpAEHCH
nelHcMelKbp.

Ocmpo enowasane na cvpoeuna nedocmamvynocm: [Ipanoxere IV auypeTHIp, HHOTPOIIHH CPeAcTBa,
Ba30/MNATATOPH.

Bponxocnazvm: Tlpunoxere GpOHXOMWIATATOPHC JICYEHHE, KA4TO HAMpUMEp H3oNpeHanH, Oeral-
CHMIIAaTOMHMETHYHH JICKApCTBa WM AMMHODNIHH.

Xunoznuxemun: TpunoxeTe HHTPABEHO3HO TITIOKO34.

ITepundonpun

Cummromu:

Hma na pasnionoxeHHe OrpaHMeHH AAHHH 3a IPeA03UpaHe IPH xopa. CHMITOMMTE, CBEP3aHH C TIPEI03MPaHe
Ha ACE mHxHOHTOpHTE, MOraT fja BKAIOMBAT XUIIOTOHHMA, IMPKYJIATOPEH 10K, eNeKTPOJIMTHH HapyIIeHH)s,
On6pedHa HEAOCTATHUHOCT, XWNEPBEHTHWIALMA, TAXMKADAMS, NANMHTALMH, GpamMkapaud, 3amaiiBame,
TPEBOXKHOCT H KALUTHIA.

Jleuenue:

IIpenopbuBaHOTO ACUCHHE HA NPEAOIHPAHETO € HHTPABEHO3HA HH(Y3HA HA HATpHeB xnopua 9 mg/ml (0,9%)
pasTBOp. AKO Bb3HHKHE XMITOTOHHS, NALMEHTHT TPpAOBa Ja ce MOCTaBH B NONOXKEHHUE 32 IIOKOBA TepanHa. AKO
€ BBIMOXKHO, MOxke Aa ce OOMHCIH H NedeHme upes HHPY3HA HA AHTHOTEH3HH 1] W/WIH HHTpaBEeHO3HH
KarexonaMuHu. [IepHHIOTIPHI Moike A ce OTCTPaHH OT o0IOTO KPBBOOOpaieHHe dpe3 XeMOHaTH3a. (BK.
Touka 4.4). 3a GpazuKapaMs, pe3HCTEHTHA Ha JedYeHHE, € MoKasaHma Tepamma ¢ neficmelikep. TpaGea
NOCTOAHHO Ja ¢¢ HalMOoJaBaT XKHU3IHEHNUTE MOKA3ATENH H KOHLEHTPALMHTE HA eNeKTPOIHTH W KPCaTHHHH B

cepyma.
5. ®APMAKOJIOTHMYHH CBOMCTBA

5.1 ®apMmakoIHHEAMHEYHHE CBolicTBA

®apmakorepanestiusa rpyna: ACE unxuGutopm, Apyra koMOHHAIHH
ATC xon: C09BX02

MexauussM Ha JeficTBHE
Buconponon

Buconponon ¢ Bucoko Geral-ceNeKTHBEH anpeHOPEUENTOPEH ONOKHpALl AreHT, Ji
CHMIIATOMMMETHYHA AKTHBHOCT H HA CBEp3aHaTa ¢ Hed MeMOpanocTaGriH3Mpaima _
camo cnab ajuHETeT KBM GeTal-perienropiTe Ha INAAKHATE MYCKY/IH Ha GpOHXHTE M cm@am lsaxr

GeraZ-penerrropure Ha MeTaboniTHATA perynalus. 3aToBa N0 IIPUHLUMI HE CE 04AKBA 61109@0.11011 Na BIHsAe

\\:2/,},&
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Ha QMXaTelHaTa Pe3HCTeHTHOCT u Gera2-menuupanure MerabonuTHH edexTH. Beral-cenexTHBHOCTTa Ha
Duconponon e MIBBH TepaneBTHYHMTE A030BH TPAHHLA.

Hepurnodonpun

IMepunaonpun ¢ wuHxuGHTOp Ha eH3uMa, KoiTo mpeobpasysa anrmorenswH I B amrworensuu 1 (ACE).
KOHRepTHPALIHAT €H3HM — WITH KHHHHA3a — NIPeJCTARIABA €K30MENTH/A34, KOATO Mo3BonsABa npeobpasysate
HA AaHTHOTEH3HH | BB Ba30KOHCTPHKTOPa aHTHOTEH3HH II B chIMo MpHYHHABA pasrpakaane Ha Ba3oAWIATOPa
OpaanKHHMH B HeakTHBeH Xenranenrua. UnxuGupanero sa ACE Boan no HaManasaHe Ha aHrHoTeH3uH Il B
IIa3sMara, KOETO CTHMY/Hpa axTHBHOCTTA Ha IUIa3MEHHS PeHWH (upe3 HMHxHOMpaHe Ha OTpHLATENHATa
ofpaTHa BpB3Ka Ha OcBOOOXKAABAHETO HA PEHHH) M HAMANSRA OTAEIAHETO Ha annocTepoH. Thii xkaro ACE
NeakTuBHpa OpaaukuHuHa, MHXUOHpaHeTo HA ACE CcBINO Taka BOAM A0 YBE/IHYABAHC HA aKTHBHOCTTA Ha
LMPKYIHPALIHTE H JJOKATHHTE CHCTEMM KATHKPEHH-KMHUH (KOETO aKTHBMPA NPOCTArIaHAHMHOBATa CHCTEMA).
BB3MOMHO € TO3H MEXAHHIEM 2 AOTIpHHAcA 3a AekicTBHeTo HA ACE nHXuGHTOpHTE, C BBP3aHO C MOHIDKaBaHe
Ha KPhBHOTO HAJATAHE, H A € YACTHYHO CBBP3aH ¢ HIKOH TeXHH HEXEIAHH PeaKlHH (Harp. KalUTHIA).
TepuHponprn aeiicTBa Ype3 CBOA aKTHBEH METabONHT - IepHHaonpunar. Jipyrure MeTabolIHTH He MOKA3BaT
unxuOunpA Ha ACE akTHBHOCTTA HH BHTPO.

DapMakonHHAMHYHH eheKTH

Buconponon

BHconponon HAMa 3HAMHTEIHA HETATHBHH HHOTPOITHH edeKTH.

Brconposon nocTura Makcumantn edextd 3-4 waca cnea npunarase. Iopany ceos nomyskueor ot 10-12 vaca,
6uconposon aeiicTea 24 gaca.

MakcumanHuTe edeKTH Ha HamMajiiBaHEe HA KPBBHOTO HansraHe Ha GHconponona Mo MPHHIMN Ce MOCTHraT
cnen 2 ceAMHIIN.

Ilpu ocTpo npunaraHe Ha NAUMEHTH ¢ KOpoHapHa OomecT HA ChHpHETO Oe3 XPOHHYHA CbpledHa
HEA0CTATHEYHOCT GHCOMpONONBT HAMANIABA CHpAEYHATA YECTOTAa H YHapHHS obeM, BCHEACTBHE HA KOETO
HaMallgBaT MHHYTHHAT ChpficdeH NeOHT ¥ KOHCYMalMATa Ha KHcaopoA. Ilpn XpOHHYHO TNPHITOKEHHE
HAMA/IABA OTHAYAIO MOBHINEHOTO MEPH(EPHO CHIIPOTHRICHHE. IIpe/UTOXKEHHAT MEXaHH3IBM Ha JeiCTBHe,
00yC/TaBsIn aHTHXHMIIEPTEH3HBHMA SEKT HA GeTa-OIOKEpHTE € HaMANABAHETO HA IUIA3MEHATa aKTHBHOCT Ha
peHiHa.

Brconponon HaMansiBa cHMIATO-aIpeHeprHdHHA OTTOBOP upes Onokupane Ha cChpaeunmTe Gera-
AZlpeHeprHYHM penenTopH. B pesymrar or ToBa HacTBMBa HaMalsBaHE HAa ChpAECYHATA 4YeCTOTa H
KOHTPAKTHJIMTET, KOCTO NPEAHIBHKBA HAMANSBAHE HA KHMCIIOPOAHATA KOHCYMAlHA OT MHOKAP/&, @ HMEHHO
TOBA € JKCJIAHHAT eEKT B CIYUaHTE HAa CTEHOKApaws, CBbp3aHa ¢ ofyciaBAmara 8 kopoHapHa Goiect Ha
CBpLETO.

IHepundonpun

Xunepmonun:

TlepHHOonmpia e AKTMBEH NPH BCHYKH CTETIEHH Ha XHMIEPTOHHMATA: JICKa, YMepeHa, Texka; Habmonapa ce
NOHWKABAHE HA CTOHHOCTHTE HA CHCTONHYHOTO M AMACTOIHYHOTC KPBBHO HATIATAHE KAKTO B JIETHANO
NOMIOkeHHe 1O rPE0, TAKa H B HINPABEHO NOJIOKCHHE.

Tepunnonpun HaMansea NEpPHGEPHOTO CHAOBO CHIPOTHBIIEHHE, KOSTO BORH JIO NOHKXKABAHE HAa KPBBHOTO
Hanarane. BeneacTsye Ha ToBa ce yBenuyaBpa nepHpepHHAT KPLBOTOK, 6€3 eeKT BbpXY ChpASYHATA YECTOTA.
Kato nmpasmio ce ypennuasa GLOpeuHHAT KPBLBOTOK, JOKATO CKOPOCTTA Ha riioMepynHa duntpauus (CI'd)
OOHKHOBEHO OCTABA HEMPOMEHEHA.

Cvpoeuna nedocmameunocm:
lNepunnonpun penyumpa paborata Ha CHpUETO upe3 MOHWKABAHE Ha
CJIEAHATOBAPBAHETO.

Knuuwyna edmkacHoct u 6e3onacHocT
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Buconponon

OG0 2647 nauneHTH ca BKIIOYeHH B npoyusanero CIBIS I1. 83% (n =2202) ot Tax ca 6w o1 Knac III no
NYHA u 17% (n = 445) ca 6unm ot xiac IV no NYHA. Hmanu ca crabmuiHa cHMITTOMaTHYHA CHCTONHA
ChbpZieuHa HeAOCTaThUHOCT ((pakims Ha u3TnacksaHe <35% Ha Gaza Ha exokapauorpadma). Oburara
CMEBPTHOCT ¢ HaManana or 17,3% wa 11,8% (otHocHTeIHO HamManeHHe oT 34%). OTveTeHo € HaMaJIiBaHe Ha
BHe3amHaTa cMBPT (3,6% cnpamo 6,3%, ¢ oTHocHTenHO HamaneHHe ot 44%) m HamanAeaHe Ha Gpoa ma
€IH30/IHTE Ha Chp/iedHa HEAOCTATEYHOCT, HAlAralIM IpHeM B Gonuuna (12% cnpamo 17,6%, ¢ oTHOCHTENHO
HamajleHHe oT 36%). Hakpas e nabmogapano H CTATUCTHYECKH 3HAYMMO noxobpenne Ha QyHKUHOHANHHS
cTatyc cropen kiackpukaiuata Ha NYHA. B HavanoTo Ha TepanMara H MO BpeME Ha THTPHPAHETO Ha
GHconponon ca OTYETEHH CyYad Ha XOCIHTanuamus nopaau opamukapaus (0,53%), xunoronus (0,23%) u
ocTpa aexkomneHcauna (4,97%), Ho Te He ca GIITH MO-4¥ECTH OT Te3H B wialebo rpynata (0%, 0,3% n 6,74%).
BposAT Ha daTanHuTe 1 HHBATHAH3HPAIM MO3BYHH YAAPH N0 BpeMe Ha LA0To IpoyuBaHe e 6un 20 B rpynara
Ha OMconponon 1 15 B Iwiane6o rpynara.

Hanureanero CIBIS IH ¢ npoyynno 1010 naumenTH Ha Bb3pacT >65 rOAHHH ¢ JIEKa A0 yMEpeHa XpOHHYHA
cepaeqna renoctarbuHocT (XCH; kaac I unn kiac 111 no NYHA) 1 ¢ nesokamepHa (pakius Ha H3TIIACKBaHe
<35%, xouTo He ca NekyBaHH 10 Torasa ¢ ACE unxuburopH, Geta-6N1okepH WIH aHTHOTEHIHH-PELENTTOPHH
Gnokepu. [TauMeHTHTE ca IGKYBaHH ¢ KOMOHHALMA OT GUCONPOIION H SHANAIIPHI B NPORLDKEHHE Ha 6 1o
24 mecena ciell HAYATHOTO 6-MeCETHO JieueHHe ¢ GHCONPOIOI HITH C eHaNanpiiL.

HabGmonapana € TEHJAEHIMs KBbM 10-BMCOKA HYeCcTOTa Ha BIOWIABAHE HA XpPOMHYHATA ChpACYHA
HEZOCTATEYHOCT IPH M3NOMIBAHETO Ha GHCOMPONION 3a HAYARHO 6-MeceuHo NeverHe. B aHanH3a o nporokon
HE € JOKa3aHO HE MO-JI0MO0 ACHCTBHE Ha OHCOIIPONON KATO HAYAMHO JICUCHHE B CPABHEHHE C CHANIATIPHIT KATO
MbPBOHAYATHO JIEUCHHE, BBIIPEKH Ye JiBeTe CTPaTertu 3a HauanHo jedeHne npH XCH ca nokazanu noaoGHu
YeCTOTH HA ITHPBHYHHMA KOMOMHMpaH KpPHTEpHii 3a KpalHa OLEHKA - CMBEPT M XOCTIMTRIH3ALMA B Kpas Ha
npoyysanero (32,4% B rpynata Ha GHCONPOJON KAaTO HaYanHo jedcHHe cnpaMo 33,1% B rpymara va
CHAIANPWI KATO HAYATHO JEYcHHE, 3a MOMyNALMATa ChriacHo mporokona. [IpoyyeaHero mnokasea, ue
Oucomporion MOXeE Oa ce H3MON3BA NpH IMALMEHTH B HanpeOHaka BB3pacT ¢ XPOHHYHA CHpPACYHa
HEIOCTATEIHOCT C JICKO A0 YMEPEHO TekKO 3a00/IBaHe.

Hepunoonpun

Xunepmonus:
TlepHHAONPAN € aKTHBEH HPH BCHYKH CTENCHM HAa XHIIEPTOHMATA: JIeKa, YMepeHa, Texka; Habmonasa ce
MOHIKABAHE HA CTOHHOCTHTE HA CHCTOJMYHOTO H AHACTOJHYHOTO KPBBHO HAJATAHE KAKTO B JIETHANO
NIONOXKEHHE 1O MPh6, TaKa H B HINPABEHO NMOJIOKEHHE,

Ileprunonpun Hamansea nepudepHOTO CHACBO CHNPOTHRICHHE, KOETO BOAH IO TIOHHKABAHE HA KPBBHOTO
Harane. BeneacTere Ha ToBa ce yBenuuaBa NepUGepHHAT KPBBOTOK, 6e3 epekT BEPXY ChpICIHATA YECTOTA.
Karo npasiio ce yBesmdasa 60peyHusT kpbeoToK, Zokato CI'® 0OHKHOBEHO 0CTaBa HEMPOMEHEHA.
AHTHXMIIEPTEH3HBHATA AKTHBHOCT ¢ MAKCHMAJHA MexXny 4 W 6 4. cjed npHeM Ha ¢/MHMYHA 103a H
NPOALMDKABA TOHE B TEYECHHE HAa 24 4.. MEXAYTIWKOBHTE edekTH ce paBHsBar Ha 87-100% or msroewte
edexTH.

CnageT Ha KPBBHOTO HalATaHe HacThnea OBp30. [Ipy NOBIMABAILM C€ NALMEHTH, HOPMATH3ALMA CE IOCTHIZ
B pamxHTe Ha | Mecell H nepcHcTHpa Ge3 noABIBaHe Ha TAXHHIAKCHS.

CrmpareTo Ha ledeHHETO He BOAH %0 rebound edexcr.

Ilepunponpun HamanABa NEBOKAMEPHATA XHIEPTPOGHA.

JokasaHo e, 4e NpH XOpa NEPUHAONPHI JEMOHCTPHpa ChAOpaslMpssaum cBolictBa. Tol nonoGpsapa
€JIJACTHYHOCTTA Ha FOJIEMHTE apTEPHH H HAMANIBa OTHOLIEHHETO MEMAIYMCH Ha MAIIKHTE apTepHH.
CriomararesiHa Tepanus ¢ THA3MAEH ANYPETHK BOIH A0 CHHEPTH3BM OT anuTuseH THI. KomOunamata or ACE
HHXHOHTOP W THAa3H] CHIIO HAMAIABA PHCKA OT XHIOKANHEMHA, PEIH3BHKAHA OT JHYPETHIHOTO

Cupoeuna nedocmamvynocm:

ITpoydsaHus NPH MALMEHTH CHC ChPIEUHA HEJOCTATHYHOCT €4 MNOKA3aIH:
~ HamalleHH CTOHHOCTH Ha HANATAHETO HA ITKIHEHE HA JIABATA H JfACHATA KaMepa, |
~ HaMajgBaHe Ha oDLIOTC NEPHPEPHO CHEOBO CHAPOTHBICHHE,
~ YBENHYABAHE HA ChPACUHHA A¢OUT H NonoOPABAHE HA CHPICUHMS HHIEKC.
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B cpaBHHTEIHH POYYBAHHA HAYANHOTO NMPHJIATraHE Ha 2,5 mg NepuHAONPHT APTHHHH HA NALHEHTH C IeKa 10
YMEPEHa CBPICHYHa HEAOCTATHYHOCT HE CE CEBP3Ba C HAKAKBO 3HAYMMO MOHIDKABAHE Ha KPHBHOTO HAJIATaHEe
B CpaBHeHHe ¢ mwiaueto.

Hayuenmu cve cmabunna popma na xoponapna bonecm Ha copyemo:

Mpoyusanero EUROPA € MHOTOLEHTPOBO, MEXYHAPOAHO, PasAOMH3MpPaHo, NBofiHo-cnano, nnauebo-
KOHTPOJIMPAHO KITHHHYHO MIPOYUBAHE, C PONBDKUTEHOCT 4 TOAHHH.

JpaHanecer Xunsaam asecra M ocemHagecer (12 218) nmaummenTH Ha BB3pacT Han 18 roauEH ca Omam
paHAOMHM3HpaHH Ha 8§ mg nepHHAONpUN TepT-OyTINIaMuH (exBuBaneHTHO HA 10 mg NEpHHACTIPUA APrHHHH)
(n= 6 110) win maaue6o (n =6 108).

ITormynaumara, BKTIOYEHa B NPOYYBAHETO, ¢ OWiia ¢ AOKa3aHa KOpoHapHa GonecT Ha chpLeTo 6e3 KIHHHYHK
TIPH3HALA 3a CBPJe4Ha HeaocTaTb4HocT. O6mo 90% OT naimeHTHTe ca MMATH NPeAIeCTBAIH MHOKapIeH
uHGpapKT WM peBacKyaapuzalma. MeaukaMeHTO3HATa Tepalis B NpoyusaHeTo ¢ Ouna nobaseHa Ha doHa
HA KOHBCHUHOHAIIHA TEpamyd, BKTIOYBAINR AHTHATPETAHTH, NHITANO-TIOHIDKABAINY MEAHKAMEHTH H Oera-
6nokepu.

OCHOBHHMAT KpHTepHii 32 eheKTHBHOCT € GHN KOMOHHALMATE OT CHPAEYHO-CBIOBA CMBEPTHOCT, HedaTaneH
MHOKapAeH MH(APKT H/WIH CBPAEYCH apecT ¢ ycmellHa pecycuutanud. Jleuenuero ¢ 8 mg nepHHAOTPHN
TepT-OyTHIAMHH (€KBHBAIEHTHO Ha 10 mg NepHHAOTIPHA APrHHIH) BEAHBK AHEBHO € JOBENO A0 3HAYHTEIHO
afcomoTHC HaMaJleHHe Ha IFLPBHYHATA Kpaiina uen ¢ 1,9% (penatHBHe HaManeHHe Ha pHcka ¢ 20%, 95% CI
[9.4; 28,6] — p<0,001).

Hpn nauueHTHTE ¢ NpeMecTBall MHOKAPIEH HHGAPKT WHIM PeBackynapusaims, abcomoTHOTO RAMANEHRE
Ha pHcKa e 6Hno 2,2%, choTBeTCTBAIIO HA PENATHRHO HAMAJICHHE Ha pucka ¢ 22,4% (95% CI) [12,0; 31,6] -
p<0,001) no oTHoINEHHe Ha MEPBAYHATA KpaiiHa 1lel B cpaBHEHHe ¢ WIaneto.

B noarpyna ot nmaimenTn, nekysaHu ¢ Gera-Gnokepu B mpoyusanero EUROPA, koaTo e nedunHpana B
aHAIH3a Clie/l 3aBbPIIBaHE HAa NPOYUBaHEeTO, NPUOABIHETO HA NEpUHAONPAN KbM Oeta-Onokepure (n=3 789)
NOKa3Ba CTATHCTHYECKM 3HAYAMO abCOMOTHO HaMansBaHe oT 2,2% (OTHOCHTEIHO HAMATIABAHE HA PHCKA OT
24%, 95% CI [9,5; 36,4]) B cpaenenue ¢ Gera-Gnokepn Ge3 nepuHzonpun (n=3745) cnopen coopHus
KPHTEPHI OT CPAECYHOCHAOBA CMBPTHOCT, HehaTaieH MHOKapeH HH(AapKT n/WIH ChPACYEH apecT ¢ YCTelHa
pecycIMTaIms.

Hannu om xnunsnu wsnumeanus 3a 06ofina GROKAOG HA CHCIMEMAING PENUN-AHSUOMEHIUH-AIOCCMEPON
(RAAS):

B aBe ronemn paHnoMu3HpaHH, koHTponupaiu w3nureanns (ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial ~ usnkTBane 3a npogwDKaBally TNOGANHH pe3yTaTH
NpH TEAMHCAPTAH CAMOCTOSTENHO H B KOMGHHaImA ¢ pamunpun) u VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes — nedponaTis u AMaGer Npu BeTEpaHKTE) € H3CIIEABaHA yoTpebaTa Ha KOMOHHALHA
ot ACE uHxuOHTOp H ON10KEp Ha pelenTopa 3a aHrHoTeHsHH 1.

ONTARGET e npoyusane, npoBeeHO cpel MALIEHTH ¢ AHAMHE34 3 ChPAETHOCHAOBO HIIH MOFBYHOCHAOBO
3abonApaHe MIH CBC 3axapeH auabeT THn 2, NPHOPYKEH C AOKA34TENCTBO 332 TEPMHHANHO OPraHHO
yepexnane. VA NEPHRON-D ¢ npoyusaHe cpen NallHeHTH ¢h¢ 3axapeH auaber THn 2 M axaberHa
HedponaTus,

Tesn npoyupanms He mokassar 3HauMTeneH GuaronprsTen eexT BLpPXy H3xola oT Gbbpeusoroe w/umm
CHPACUYHOCH0BOTO 3a00NABaKe H BEPXY CMBPTHOCTTA, HO CHILEBPEMEHHO ce HablmoaaBa NOBHIIEH PHCK OT
XHIEPKATHEMHA, 0cTpa Gh0peuHa HENOCTATHYHOCT H/HIH XHIIOTOHHA B CPaBHEHHE ¢ MOHOTepanuaTa. Tesn
pesynTaru ca B cuaa ¥ 3a apyru ACE HHXuGHTOpH M Groxepu Ha peuenropa 3a anruoten3uH Il ¢ nonobum
dapMakoaHHAMHYHY CBOHCTBRA.

CnenopatenHo npH natueHTH ¢ amaberHa Hedponatua He TpabOBa xa ce m3nomsBar eaHospemenno ACE
HHXHMOHTOPH H Giaokepu Ha pellenTopa 32 aHIHOTeH3HH IL.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpomts -
M3MHTBAHE HA AJIMCKHPEH MPH AnabeT THN 2 upes3 Pe3yITaTH 33 CEPASIHOCHAOBO B SUHS-SHBOY
npoy4BaHe, NPEAHAZHAYEHO A OLIEHH AOM3HTE OT J00ABAHETO HA ATTHCKHPEH KBM CTa
HHXHOWTOp MM ONoKep Ha penenTopa 3a aHrHoteHsuH 1l npH nanMeHTH ChC
XpoHHYHO OBOpevHO 3a60NgBaHe, CHPAETHOCHAOBO 3a60ngBale HAKM K Apere. 1P i h
NPSKACBPEMEHHO TIOpaIM MOBUIIEH PHCK OT Hexenad u3xoA. CMBbpTTa M MHCYNTE
NPHIAHH YHCJIEHO Ca M0-4€CTO CPEIlAHH B TPYNATa Ha alMCKHUpeH, OTKOJIK
NpeACTABNABANINTE HHTEPEC HEXKENaHH pPEaKLHH W CEPHOIHH HEXKENaHH pea

'B
CBIOB
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XUNOTOHHA H 6B0peyHa AuchyHKIMA) ca ¢hOOLABAHK 0-YECTO B IpyMNaTa Ha AMHCKHAPEH, OTKOIKOTO B TA3H
Ha Ianebo.

Heouampuuna nonyaayus:

JIunceat gaHHH oTHOCHO IpecTrmon npH fena.

Epponeiickara areHuus no nekapersata ocBo60kIaBa OT 3ab/DKEHHETO 32 NPEJIOCTABAHE HA Pe3y/ITATHTE OT
npoyusanuaTa ¢ [lpectunon BRB BCHUKH NOAYPYNH Ha NEJMATPHYHATA MOMyJalMd 3a JEYCHME HA
XHIIEPTOHHS, HCXeMHYHa 60necT Ha KOPOHAPHHTE apTEPHH, CTAGHIHA ¥ XPOHHYHA CHPASYHA HEOCTATEYHOCT
(k. TouKa 4.2 32 HHGOPMaLMA OTHOCHO YTIOTpeOa B IICANATPHATA).

5.2 @PapMaKOKHHETHYHE CBOHCTEA

Ckopocrra M crenenra Ha abcopbums Ha Owconponon W nepuHzonpwi oT IlpecTunon He moxasear
CTATHCTHYECKH 3HAUYMMH PAVIHKH CHOTBETHO OT CKOPOCTTA H CTeneHTa Ha abcopbims Ha Omconponon u
NIEPHH/IOTIPHII, BPHEMAHH CAMOCTORTENTHO KATO MOHOTEPAIIHA.

Buconponon
A6copbims

Buconponon ce abcopbupa nouTH HarreIHO (>90%) OT CTOMAIIHO-UpEBHHA TPAKT H NOPAJH MANKATA CTENCH
Ha MeTaboNH3bM NPH TEPBO NPEMHUHABaHE npe3 Yepua Apob (npuGmmsarerHo 10%), aMa 6HoBANHIHOCT OT
npHOIH3HTENHC 90% CNea nepopanHO NPHIOKEHHE.

Paznpenencune
ObemeT Ha pasnpenenenne e 3,5 1'kg. CBbpaBaHeTo Ha GHCONMPONION ¢ IIA3MEHHTE NPOTEHHH € 0KoTIo 3(0%.

BuotpaschopM H &M /5

BHcomponon ce M3Wb4Ba OT TANOTO MO ABa IHTA. B uepHus npo6 no HeakTWBHM MerabonuTh ce
metabommupar 50%, KOHTO clles ToBa ce M3mbuRat npes 6nGpeimre. Ocrananure 50% ce ekcKpeTHpar OT
616pewyre B HemMeTabomizupan Byg. OOMBST KAMpEHC € NputinzuTento 15 Vh. TtasMeHHST NomyKHBOT OT
10-12 4aca My ocurypsBa 24-4acos eeKT cJiel IPHEM BeHBXK JHEBHO.

Cnel HH 110Ny

Kunerixara Ha Guconponon e imHeHHA H HE3aBUCHMA OT BB3PACTTa.

Tl XaTO ENHMHHHPAHETO ce OCHILECTBARA B €1HAXBA CTeNeH OT OE6pe1mTe U OT YepHHS Apod, He e Hanara
KOpEKIMA Ha JO33TA 33 DalUMeHTH, KOMTO HMAT HWI¥ yspelcHAa uepHoapoOHa ¢yHKuMA, win OnOpedHa
HepoctarevHocT. He ¢ machepsama ¢apmakokMHeTHKAaTa HpH NAllACHTH € XPOHHYHA CbpAedyHA
HEJOCTATBYHOCT M YBpeAeHa uepHonpoOHa yHKiMs wmm yepeiena 6n6peuna ¢pynxkima Ilpn natenty ¢
XPOHHYHA ChpAe4Ha HenocTaTk4HoCT (Kiac I mo NYHA) nnasMennTe HuBa OGMCONPOJION Ca NO-BHCOKH H
DONY)XXHBOTBT MY € MO-ILJIBI, B CPABHEHHE C Te3u mpH 3ApaBH Ao6posomm. MakcuManna nnasmeHa
KOHHEHTpalHA ¢Jie]l CTaMOHAPHO cheTosHUe ¢ 64+21 ng/ml npy aneeHa xosa ot 10 mg, a NonyKHBOTHT €
17+5 yaca.

Ilepunoonpun

Abco
Cnen nepopano npunoxkenve aGcopOuuarTa Ha nepuHAONPHA € Gbp3a, 4 NHKOBATa KOHIEHTPaLIMA C& 1OCTHIA
zo 1 yac. IliasmMenuAT NOAYXHBOT H2 NEPHHAONPWI € paBeH Ha | vac.

Paa eJIeHHe
O6embT Ha pasnpeneacHue € oxono 0,2 I/kg 3a HecBbp3anna nepungonpwiar. Crenenra . EET,
TICPHHAOTIPUIIAT ¢ IUTa3MeHHTe MpoTerny ¢ 20%, ocobeHo ¢ ACE, HO 3aBHCM OT KOHIEHTPS

ba HeGopM,
TepuHponpueT ¢ npexypcop. J[BageceT u cefieM NMPOLIEHTa OT NPHIOKEHATa 1033
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NEPHHAONPHAAT, NEPHHAONPWI C€ pasrpaxna Ra olue 5 MeTaGoNHTH, BCHUKHTe HeakTHeHH. [IMkoBu
MNa3sMeHH kOHLIEHTpalliH Ha ICPHHIONPHIIAT ce JOCTHraT B paMKHATe Ha 3 o 4 yaca.

Taii KaTo NPHEMbT HA XPAHA HAMAJISBA KOHBEPCHATA B TIEPHHAONPUIIAT H CIEJOBATENHO - DHOHAIHIHOCTTA,
TICPHHAONPIUL apriiuH TpaOBa Na ce npunara nepopanHO KaTo eAHHHYHA JHEBHA 033 CYTPHH HA MIAZTHO.

EnnMunypane
TlepHHIONPHNAT ce OTAENA B YPHHATA W NONYXHBOTLT Ha HEeCBbplIaHaTa ¢paxuua e npubmusurenuo 17 4.,

KOETO HMa 34 Pe3yNTaT NOCTHIAHE Ha CTAlMOHAPHO cherosHue (, steady state™) cien 4 AHM.

JinneHOCT
JleMOHCTpHpaHa ¢ JIHHEHHA 3aBHCHMOCT MEOXKIY A03aTa NepHHAONPAA H IUIA3MCHATa H eKCIoHalMs.

Cneyuannu nonynayuu:

Tipu nanyeHTA B HaNIPEAHANA BB3PACT, KAKTO H NPH NALHEHTH ChC ChpliedHa HiH OB0peuHa Hel0CTATYHOCT,
€NHMUHHPAHETO Ha NEPHHAODPHT ¢ HamaleHo. JKeNaTe/IHO € KOpMrMpane Ha faosata npu 6n0pedna
HEIOCTATHYHOCT B 3aBHCHMOCT OT CTETIEHTa Ha yBpexaHe (KPeaTHHHHOB KITHPBHC).

JHANHIHUAT KTUPBHC HA OEPHHAOHPUNAT ¢ pasen Ha 70 ml/min.

KuHeTukaTa Ha NepHHIONPHN € MPOMEHEHA NPH NALMEHTH ¢ HHMPO3a: XCNATAIHUAT KJTHPBHC Ha MOJIEKy1aTa-
Maiika ce peaynupa HanmonosuHa. He Hamanaea obaue xonHdYecTBOTO Ha 0OpasyBaHHd MEPHHAOTIDUIAT H
NOpajH TORa HE Ce Hallara KopeKUns Ha no3ara (Bx. To9kH 4.2 1 4.4),

53 IpeaxaunuvHA J2HAH 32 GezonacHOCT
Buconponon

HexnHAHMAWTE JaHHH He NOKa3BaT 0Co0eH PHCK 34 Xopa Ha 6a3aTa Ha KOHBEHUHOHATHITE (apMaKOJIOTHIHH
MpoyHBAHUA 33 $€30MACHOCT, TOKCHYHOCT NPV MHOTOKPATHO NpIiarane, FTeHOTOKCHYHOCT HIIH KapIMHOTEHEH
MOTCHIMAT.

Ilpn npoyysaHna 3a penpoAyKTHBHA TOKCHYHOCT GHCOMPONON He MoKas3sa eeKT BhPXY QepTHIATETa HIH
BBPXY JIPYTH OOIIH pesyJITaTH OT PENpOAYKLHATA,

IMogobHo Ha ApyrH Geta-GrmokepH, GMCONPONONET MpHYMHABA MaliMMHA (HAMANEH MPHMEM Ha XpaHa H
HaMangBaHe Ha TEJIECHOTO Ter10) H eMOpHoHanHa/(peTanHa TOKCHUYHOCT (TIOBHINESHA 4eCToTa Ha pe30opOLnnTE,
HaMaJICHO TEIVIO Ha NOKOJICHHETO NpH pakaaHe, 3abaBeHo QHIHYECKO Pa3sBHTHE) NPH BHCOKH JO3H, HO HE €
YCTAHOBEHO ]2 € TePATOTEHEH.

Ilepunoonpun

Ilpu npoyusaHe Ha XPOHHYHA TOKCHYHOCT Cl€A NPUIOKEHHE TepopanHo (BBPXY IUIbXOBe M MalMyHH)
npuuenHuTe oprany ca 6x6penure. HacTemnu ca yBpexaanns ¢ o0paThm xapakrep.

He e ycTanoBeHa MyTareHHOCT HHTO IpH in Vitro, HUTO NpH in Vivo U3C/ICABAHHS.

PenpoayKTHBHHTE TOKCHKOJNOTHYHH MpOY4BaHHA (IUTBXOBE, MHMIOKH, 3afilli H MaiiMyHH) He NOxas3par
NPH3HALY 32 HATMYHE HAa eMOPHOTOKCHYHOCT HIH TepaToreHHOCT. 3a ACE HExrbuTopHTe 00ave, kaTo rpyna,
e Omio 1mokasaHo, 4e MHAYUMpaT HeGnaronpHiaTHH e(eKTH BEPXY KBCHOTO (eTANHO pasBHTHE, MMally 33
Pe3ynTaT dheTanHa CMbLPT H KOHNEHHTATHH e)eKTH NPH rpu3aqH | 3ainn: 6s6peyHH JiesHn H yBeTHYEHa NepH-
H NOCTHATAIHA CMBPTHOCT. DEePTHIHTETHT He € 61 HapylieH HHTO NPH MBXXKH, HHTO [PH JKEHCKH IL1bXOBE

He e HabmonaBana KaplUHHOTEHROCT MPH MPOYYBAHHA B JHITOCPOYEH IUIAH IIPH IUTbXOBE H MHUILIKH,

Ouenka Ha pHcKa 3a okoiHaTa cpeaa (ERA):

INpecmanon chabpka aKTHBHKTE CHCTaBKH OGuconposion H nepuHaonpri. Ilpectunon we Bu 6bae npennscan
KaTo NPAK 3aMECTHTEN 38 HHIHBHIYaNHHTE NO3H OT OHCONpPONOA H NEPHHAONPHI, CNEAOBATENHO HAMA Aa
HACTEIIH MOBHIIABAHE HA EKCTIO3HIIMATA HA OKOITHATa cpefa.

6. PAPMAUEBTHYHHN JAHHH

6.1 CoHcLK Ha NOMOIIHETE BEHIECTBA
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Cupyesuna na mabremrxama:

Lenynosa, muxpokpuctania PH 102 (E460)
Kanuues kapbonar (E170)

Hapesntano nuiecTe, NpeKeNnaTHHH3HPAHO
Hartpuep HutiecteH ravkonar AN A (E468)
Cwmiues qHokcHz, kononaeH, Geasoaen (E551)
MarHesnes cTeapat (E572)

Kpockapmenosa Hatpuii (E468)

Qumupayo noxpumue:
T'namepon (E422)
Xunpomenosa (E464)
Makporon 6000

Marneanes creapar (E572)
TuranoB guoxcug (E171)
Xporr xenesen okcua (E172)
Yepren xenesen oxkcup (E172)

6.2 HechBMeCTHMOCTH

HenpunoxuMo

6.3 Cpox ga roamocr

IMosunponxaeHoBa onakoBka 3a Tabnerkd ¢ 10 dpunMupann tabnerku: 24 Mecena.

[NoymnpomanenoBa onakoBka 3a Tabnerky ¢ 28 wiu 30 dunmupanu Tabnerkn: 30 Mecena.

Onakoska 3a TaOMETKH OT NOMKETHIIEH C BUCOKA WUIBTHOCT cbe 100 dhrnmupann Tabnetkn: 30 mecena.
Onakoska 3a Tabnetky ¢ 10 ¢rnmupann rabnerxn: Cnen orsapsue Ilpectiron Tpabea aa ce nanomssa ao 20
TTHH.

Onaxoska 3a Tabnetkw ¢ 28 win 30 drwimupann TaGnerkn: Cien orBapane [pectrnon Tpabea 1a ce H3noasea
a0 60 anu.

Onakoska 3a Tabnetku cbe 100 ¢pumupann Tabnerxu: Cnea orapste IlpecTiiion Tpata Ja ce H3noA3Ba 10
100 apm.

6.4 Cnenuaiun yc10BHS HA ChXpaHeHHE

He H3uckBa cniensanHy yCIOBHA 38 ChXpaHEeHHE.

6.5 Bagn coabpxanHe HA ONAKOBKATA

Omnakoska 3a Tabrevky, chabpkama 10, 28 wm 30 ¢dwimupann TabneTkn: Gaia onakoska 3a TabneTku o1
NOAHTIPONKACH, ¢ HAMANABAIla IHPKYIAIHATA HA BB3AYX Kamnauka OT MOJHETHICH ¢ HHCKA IUIBTHOCT U Osna

HENpO3payHa 3anyllanka, CHabaeHa cbe CylHTeN,

OnaxoBka 3a Tabnetku, cranpkaia 100 ¢primMupasy TablieTkn: onakoeka 3a TabneTky oT NOMUNPONHIIEH C
BHCOKA IUTBTHOCT, CBC 3AIYIIANKA OT NOMHIPONKiEEH, CHalAeHA Che CYIIHTEN.

Kyrnas ¢ 1 onakoska 3a Tabnerxkn ot 10, 28, 30 wnu 100 dunmupanu TabneTky.
Kytns ¢ 3 onakopkH 3a Tabnerku ot 28 unn 30 ¢punmupanu tabaerku.

KyTui ¢ 4 onakosks 3a Tabnetku ot 30 Gpunmupanu rabnerku.

He BCHUKH BHIOBE ONAKOBKH MOTaT Aa OBJAT MyCHATH B IMpoaaxba.

6.6 CnenHANHA OpeANA3HH MEPKHE NPH H3IXBLPJIASHE

Hsama crienmani H3HCKBAHHA.
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1. NPHTEXKATEJ HA PAJPETIEHUETO 3A YIIOTPEBA
Les Laboratoires Servier

50, rue Carnot
092284 Suresnes cedex

®panuns

8. HOMEPA) HA PAIPEINIEHHETO 3A YIHOTPEBA
Peructparmonex Ne 20160038

9. JATA HA HIBbPBO PAIPENIABAHEMIOJHOBABAHE HA PA3JPEINEHMETO 3A
YIIOTPEBA
Hata Ha TepBO paspewiaBade: 26.01.2016

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA:

TTompoGHa HHbOPMALH 3a TO3H JieKapCTBEH MPOLYKT € ApeAocTaBeHa Ha yebcatira va HAJL: www.bda.bg
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