KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA
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2. KAYECTBEH H KOJIMYECTBEH CHCTAB

[lepunaonpun aprubuH (perindopril arginine),

Enna ¢unvmupana Ttabnerka cwpaspka 6,790 mg nepunmonpun (perindopril), ceomeercrramo Ha 10 mg
nepHHAOIPUN apriuauH (perindopril arginine).

[ToMomHO BemecTso ¢ W3BECTEH edekT: 145,16 mg NAKTO3a MOHOXHIpAT.

3a MBJIHMA CIIHCEK HA TIOMOIHHUTE BELISCTBA g, TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Dummapana Tabnerxa
3eneHH, KPLITH, ABOHHO H3ITBKHAIH QHWIMHPAHH TabNeTKH, MpaBUPaHM © Q or ennara crpana H ¢ ¥ ot
npyrara.

4, KJ/IHMHWAYHH JAHHH

4.1 TepaneBTHYHH NOKA3IAHHS

XHIICPTOHUA
JleuceHME HA XHTIEPTOHUSA

Ctabunna dopMa Ha Koponapha GonecT Ha CHPLETO:

HamanieHHe Ha pHCKa OT ChPACHHO-CHAOBH HHIHACHTH MPH MALMEHTH C MPSKUBAH MHOKAPAESH HH(APKT W/HIH
peBacKyapH3anma.

4.2  lo3mpoBKa H HAYHE HA NPHICKEHHE

O3HMPOBKa

Hozara TpadBa Ja ce HHAMBHAYAIH3HPA CIIOpEA ChCTOSHHETO Ha MalpeHTa (BK. Touka 4.4) U NOBIMABAHETO HA
KPBBHOTO HAIATaHE. |

XHNEPTOHMUS |
[Ipecraprym MoOxe Ja ce mpuiara CaMOCTOSTENHO WJIH B KOMOMHALHA ¢ JPYTH IPYNM aHTUXHNCPTCH3HBHH

MeauKaMeHTH(BX.ToukH 4.3, 4.4, 4.5 1 5.1).

[TpenoppudTEIHATA HAYAHA 1034 € 5 mg ¥ ce npUeMa BeAHEXK AHEBHO CYTPHH.

[Ipy mnanmMeHTH ¢ BHCOKA AKTHMBHOCT HAa CHCTEMAaTa pPEHHH-AHTHOTEH3HH-AINOCTEPOH (IFO-~KOHKPETHO,
pEeHOBa3ajiHa XMIIEPTOHWA, HAPYIICHHMA HAa BOAHO-cOlleBHs OajaHC M/ WM JacXHApaTanus, CbplevHa

IEKOMIICHCAIIMA MITH TEXKA XHIIEPTOHHA) MOXe a ce HabmoJapa MPEKOMEPHO CriafiaHe




CNie[ MpHeMa Ha TPBOHAYANHATA 003a. [Ipn TakMBa mampeHTH ce MpenophYBa HA4alHA 4032 oT 2,5 mg Karo
HavaJIHUTE €TallH Ha JISUCHHETO TpAOBa Aa ce HIBBPIUBAT 10 MEAHIIAHCKH KOHTPOIL.
Cnea emHOMECEYHO JIeYeHHe A03aTa MOXe Aa ce yBeuuu a0 10 mg BeAHEK JHEBHO.

Cnen naganoro Ha Tepamuara ¢ [IpectapuyM Moxke ja ce NMOSBH CHMIOTOMATHYHA XMIIOTOHMSA, TOBa € MO-
BEPOATHO IPH NALMEHTH, KOHTO MPHEMAT YCIIOpEZHO IHypeTHLM. [Io TasH MpHYHHA ce MpEenophYBa MpPH TAX
JICYCHHETO Ja CC H3BBLPIIBA ¢ MOBUINEHO BHUMAaHUE, Thil KaTO TAKMBA MALMEHTHA MOraT Ja MMAT HApYIUeHHs Ha
BOAHO-COJIEBHA OallaHC WM NeXuApaTaIA.

AKo0 € BB3MOKHO, ZHYPETHKBT TpaOBa Aa ce cnpe 2 Ao 3 AHM Ipeau HA4au0TO Ha TepanusTa ¢ [Ipecrapuym (BiK.
TouKa 4.4). |

[Ip XHTNIEpPTOHMIIH, TIPH KOMTO € HEBB3MOXHO CIIMpaHe HAa AWypeTHKa, Teparmara ¢ IlpectapuyM Tpabsa ma
3afoyHe ¢ A03a oT 2,5 mg, Tpabra ga ce kourpommpa OnOpevmaTa GyHKIHS U cepyMHHTE CTOHHOCTH Ha KaJIHA.
Cnen ToBa go3ara Ha [Ipecrapuym TpabBa na ce KOpHIrHpa Criopei NOBIMABAHETO HA KPBFBHOTO HAATaHe. AKO €
HeoOXOmHMO, IIPHEMAHETO HA THYPETHK MOXKE JIa ce TOOHORM.

[Ipyn nampeHTH B HampegHANa BH3PACT JIEdeHHETO TpAOBa Aa 3al04YHe ¢ 1033 OT 2,5 mg, koATO MOXke Ja Opae
NMOCTENEHHO YBEHYEHa J0 5 mg cien eauH Mecell | crnej ToBa xo 10 mg, ako € neodxoquMo, B 3aBUCHMOCT OT

6u6peunara pyHkuma (Bxk. TabnuuaTa no-n0iIy).

Crabnnna ¢popMa Ha kopoHapHa GollecT Ha CHPLIETO:
[IpecrapuyM Tpadea na ce 3amoOvHE B JO34 OT 5 mg BeAHBK AHEBHO B MPOAB/DKEHNE HA 2 CEIMHIH, Clel TOBa

Aa ce ypenudH Ao 10 mg BeaHbXK AHEBHO, B 3aBHCHMOCT OT GB0peuHaTa PYHKIMA H IPH OJOKCHHE, e A03aTa
5 mg ce noHacs gobpe.

[Ipy no-ep3pacTHA maieHTH TpaAGBa Oa ce npuemar 2,5 mg BeaHBX JHEBHO B MPOAB/DKEHHE HAa 1 ceaMHia,
ClieBAIATA CEAMMLA — 5 mg BEAHBXK JHEBHO, IPEd YBeIM4YaRaHe Ha Ao3ata A0 10 mg BeAHbK XHEBHO, B
3aBHCHMOCT OT ObOpeunara dynkima (Bmk Tabmuia 1 “Kopexums Ha fgosara npH HapyuieHa OGnOpeuna
¢yuxuus™). Josara TpaGra Aa ce yBEAHHMH caMO aKo MpeAMINHATA NO-HHCKA 1034 Ce MoHacH Jo0pe.

Cneyuannu nonysayuu
[Taurnentn c 6b6peuHO YBpeKaane:

[Ipx nmaupenTy ¢ HapymeHa Ob0Opevna dyrkuma nosara Tpabsa ga ce cbobpasu ¢ nocoueHHTE B Tabnuua 1 no-
IOy CTOMHOCTH Ha KPEaTUHHHOBHA KIIMPBHC:

Tabnanua 1: kOpeKIMA Ha 103arTa HpH yBpeaeHa Os0peuna pyHKuuA

KpearnuuHoB KinpbHe (ml/min) [IpenopbunTenHa go3a
Clcr> 60 5 mg AHEBHO

30 <Clcr < 60 2,5 mg nHeBHO

15 <Clcg < 30 2,5 mg nipes AeH
ITanenTH Ha Xemonuanmza*

Cler < 15 2,5 mg B cHA 3a MHAIM3a

* Muanu3nuar KNHPEHC Ha nepuHaonpuiar € 70 ml/min. Ilaxentd Ha XxeMogHanusa TpaOBa ia NPHEMAT 1034aTa
CIICR JHAH3AaTa.

IlauyeHTy ¢ 4epHOAPOOHH YBpENAAHHA:
IMpu naiMeHTH ¢ YEPHONPOOHH YBPEXAAHHA HE C& HAJIATA KOPEKLIMA Ha 103aTa (BX. ToukH 4.4 1 5.2)

IlenuaTpyyHa NOMYNAIIHA
BezonacHocTTa H eHKACHOCTTa HAa TEPHHAOTPHII
YCTAHOBCHH.




HalHyHuTE NOHACTOMNEM AaHHM ¢4 ONMCAHH B TOUKA 5.1, HO MpenopsKa 3a AO3HPOBKATA HE MOXKE Xa OpAe

NajicHa.
1o Tasu npHYMHA He C& MPENOPBHYBA H3NOM3BAHE NPH ACLIA H HOHOIIH,

HauHy Ha NpHICKEHHE
3a nepopanHo NPUICKEHHE.

IIpenopruea ce IlpecrapayM 2a ce npUeMa BEAHBK JHEBHO CYTPHH IIPEAH XPaHEHe.

4.3 IpoTABONOKAIAHNS

. CBpBEXYYBCTBHTENIHOCT KbM aKTHBHOTO BEIIECTBO HIH KBM HAKOE OT MOMOLIHUTE BellleCTBa, H3OPOCHH B
To4Ka 6.1 1M kbm apyr ACE-HHXubuTOp;

. AHaMHECTIIHM AaHHHM 32 aHTHOEAEM, CBLP3aH ¢ npeamecTeama Tepamia ¢ ACE-urxuburop (Bxk. Touka
4.4);

* HacneacTBen WIH HIHOIIATHYECH RHTHOCHEM,

. Bropu ¥ TperH TpUMecThP Ha OpeMeHHOCTTa (BK. TOYKH 4.4. 1 4.6);

. EnnospemenHo npunarane Ha IIpecrapHyM ¢ allACKHpPeH-CBABPAKALNH MPOAYKTH HPH NallMEHTH CBC
zaxapeH auaber mwin Ob0peuro yBpexaaHe (ckopoct Ha raoMepyiana ¢urrpamna (GFR) < 60 ml/min/1,73m?)
{Bxk. Touxku 4.5 1 5.1),

. EnnoppeMeHHaTa ynoTpeba ¢h¢ cakyOHTpIIL/ BancapTaH (Bx. TOUKH 4.4 u 4.5);

® ExcTpakopnopa HH JieueHHd, BOACHH A0 KOHTAKT Ha KPBETA ¢ OTPHLIATEIIHO 3apPEACHH NOBLPXHOCTH (BK.
TouKa 4.5);

. 3HayHMa [JByCTpaHHAa CTEHO3a Ha OnLOpeuHMTEe apTepuH HWIM CTeHo3a Ha OnOpeunata aprepus HA
eJUHCTBEH DyHKIMoHHpaIn 066pek (Bxk. Touka 4.4).

44 Cpenuajns npeaynpekieHAs H NpeANa3EH MePKH OpH ynorpeda

Crabunua dopma Ha Ko a fGonect Ha CB

AKO TIpe3 ITbpBHS Mecell OT JIEYEHHETO ¢ MEPMHAONPWI BB3HHWKHE CHMNTOMATHKA Ha HECTAOMNHA AHTHHA
nexKTopuc (CHIHA WK He), TpA0Ba g Ce M3BBPIIH BHHMATENHA OLICHKA HA CHOTHOMIEHHETO MIOJI3a/pUCK Tpeau
JIeueHHETO Aa Obae nPONBIDKEHO,

XHIIOTOHHA

ACE-nHxuOHMTOpHTE MOraT Ja NPeAM3BHKAT CHAZAHE HA KPBHBHOTO Hamdrase, CHMITOMATHUHA XHIIOTOHUA Ce
HaOMoOJapa pAOKO MPH NALMEHTH ¢ XHIEPTOHHA 0e3 YC/IOXKHEHHA H € MO-BEPOATHO Ja c€ IOABH IIpH
JEXH/PATHPAHH TAITMEHTH, HANp. 9Ype3 JUYpPETHIH, OrpaHHucH MPHEM HA TPANE3HA COJ, JUAIHM3A, AMAPHS HITH
NOBPBLIAHE, HIIH KOHTO CTPAAAT OT TEKKA PEeHMHO3ABUCHMA XHNePTOHUA (BXK. ToUKH 4.5 u 4.8). [Ipun nauumentn
ChC CHMNTOMATHYHA CHPACYHAE HEAOCTATHYHOCT ¢ WM (€3 npuapyxapamia 660pedHa HeAOCTATHUHOCT € Ouia
HaOnoZapaHa CHMNTOMATHYHA XHINOTOHMA. ToBa ¢ Hal-BeposTHO Ja ce Habiofaea npH nNaUWeHTH ¢ IO~
W3pa3eHH CTENEHH Ha CHPIEYHATA HEAOCTATHYHOCT, KOETO pedeKTHpa B W3NONIBAHETO HA BUCOKH A03M
OpUMKOBH IHYPETHLM, XHMIIOHATpHEMHS MMM HapymeHa OnOpeuHa ¢pyHxums. [IpH malMeHTH, HUIOKEHH Ha
NIOBHIIEH PHCK OT CHMIITOMATHYHA XHITOTOHHA, TPAOBA J1a C€ H3BBPIIBA CTPOT KOHTPOJ N0 BpEMe Ha HAYalloTo
Ha TepanvaTa ¥ KOpHTHpaHeTo HA Ho3uTte (Bx. TOukH 4.2 n 4.8). Coiure cpo0paXkeHHA BKAT 34 NALMEHTH ¢
HCXEMHUYHA HONECT HA CHPLETO WIH MO3BYHO-CHA0BA GOMECT, NPH KOUTO MPEKOMEPHOTO CajJaHe HA KPBBHOTO
HaArane 61 MOITIO A2 MMa 3a PE3YATAT HH(QApKT Ha MHOKApAAR WIH MOZbYHO-CHA0B HHUHIESHT.

[Ipy nogesBaHe Ha XHMNOTOHMA NMALMEHTHT TPsOBa 4@ ce MOCTABH B JErHAIO NOJOXKeHMe no rpeb K, ako ¢
HeoOXoauMo, TPAOBA Ja ce MPWIOXKHM MHTPaBeHO3HO MHOY3HA oT HatpueB xnopua 9 mg/ml (0.9%) pasreop.
Enxa mpexoaHa XMNOTeH3UBHA PEakiyis He € MPOTHBOMNOKA3AHHE 3a NMO-HATATHIIHO NPHEMaHe HA CHOTBCTHHTE
A03H, YHHTO TpueM 0OMKHOBEHO MOXE Ja NMpOoABDKH Oe3 npobieMH ciienl NOBHINABAHE H HAJLATaHE
BCIICACTBHE HA YBETHUCHHS 06eM. "




Ilpy HAKOH NAlHEHTH CBC 3aCTOMHA CHPACYHA HEOOCTATBYHOCT, KOMTO MMAT HOPMAIHO WIH HHCKO KPBBHO
HanAraHe, BCICACTBME Ha ynorpebara Ha IlpecrapuyM MOKe O3 ce NOSBH NOITLIHHTE/NHO MOHHXKABAHE Ha
CUCTEMHOTO KPBBHO HajsraHe. 1oBa € o4akeaH e(eKT u OOMKHOBEHO HE MpPEACTARIABA OCHOBAHHE 34
NPEKpaTABAHE HAa JICYEHHETO. AKO XMNMOTOHHATA IpPEepacHe B CHMITTOMATHYHA TakaBa, MOXKE Ja C€ HaJIOXKH
HaAMaJIABAHE Ha [03aTa WIM NpeKpaTIBaHe Ha npreMa Ha [Ipecrapuym.

CTeHO3a Ha a0pTHATA H MUTpANHATA Kiana/XunepTpopHyHa KapAHROMHONIATHI
Kakro u ocrananure ACE-unxuburopm, [Ipecrapuym Tpabea ga ce Ha3HauaBa ¢ IOBHIICHO BHUMAHHE Ha

NAUMEHTH CHC CTCHO3a HA MHTpajiiHATA Kiana H ofCTpYKUMs Ha H3XOAALIHA MOTOK OT JiiBaTa KaMepa, Karo
40PTHA CTE€HO3a WIH XHNEePTPOPHIHA KAPIHOMHUOMATHA.

b1OpeyHo yBpexkaaHe:
B cnyuyau ¢ Op0peunu yBpexzaups (KpearMHMHOE KHMpEHC < 60 ml/min), mepBOHavanHaTa n03a Ha

NEPHHAOTIPHI TPAOBA ia ¢€ MPHIOAH CHIIACHO KPEATHHHHOBHA KIHPHHC HA NaiMeHTa (BX. Touka 4.2), a cnen
TOBA A03aTa ¢ ONpeAess KaTo PYHKIMA Ha IIOBJIMABAHETO HA MALEHTA OT JieueHHeTO. 11pH Te31 nareHT! yacT
oT oOuyaiiHaTa MEeHI[MHCKA MPAKTHKA € PYTHHHOTO NMpocieAiBaHe Ha KaJIHd H KpeaTHHHHA (BK. TouKa 4.8).
Ilpu naigieHTH CBC CHMIITTOMATHYHA CHPACYHA HENOCTATHUYHOCT PasBHTHETO HA XUIIOTOHMA CNEA 3alo4YBaHe Ha
tepanua ¢ ACE-RHXHOHTOpH MOXKe Aa AOBERE A0 JOITKIHHTENHO YBpexzaHe Ha On0peunara @ynkimd. B Tazu
CHTYaI[Hd MMa ChOOIeH:s 33 BE3HUKBAHE Ha ocTpa OB0peuHa HeRoCTaThYHOCT, OOMKHOBEHO 00paTHMA.

[Ipn HAKOH MALIMEHTH ¢ ABYCTPAHHA CTEHO3a Ha apTepHA PeHAIMC WIH CTEHO3a Ha apTepHATa KbM ¢IHH 616pek,
kouTo ca Ouwnu nexypaHu ¢ ACE-mxuburopn, ca HabmopaBand noBUIICHH CTOHHOCTHM HA KPHBHATa ypes H
CepYMHHS KPeaTHHHH, OOHKHOBEHO IpeThpIABallH 00OpaTHO pa3BHTHE C/IEA MpeKpaTABaHe Ha TepamuATa. Tosa
e ocofeHO BepOATHO NpH natMeHTH ¢ 666peuna HeaocTaThYHOCT. [IpH HaIMYHe B JOITHIIHCHHE HA PEHOBAa3aNHA
XMNEPTOHHS CBIIECTBYBA NMOBHINEH PHCK OT TEXKAa XMNoTOHHA M OBOpeyHa HepoctaThuHOCT. [IpH Tesm
NALHEHTH JNieYeHUeTo TpAOBa AAa 3aMOYHE NPU CTPOr MENHIMHCKM KOHTPOJN C HMCKM JIO3H H TAXHOTO
BHMUMATEJIHO THUTpHpaHe. ThH KaTo JCYEHHETO ¢ JHUYPETHLM MOXKE Aa Mpe[CcTaBiIsdBa AOIPHHACAIL (akTop 3a
rOpenoCcOYSHOTO, MPWTArAHETO HA JMypeTHIMTe TpaOBa Na ce MpekpaTH U B TCUCHHE HA MMbPBUTE CEAMHIM Ha
TepamisTa ¢ Ilpecrapiym Tpabsa pa ce npocnemu 6v6peunara GyHKLMA.

[Ipr HAKOM NAIMEHTH C XHMIEPTOHHA Oe3 NpoABH Ha chmecTByBauo OnOpedyHo cpIoBO 3abo0nsaBaHe ce
Habnrogasa TNOBHILEHHE HA CTOMHOCTHTE HA KPBBHATa ypes M CEepyMHHA KPEaTHHMH, KOeTO OOHKHOBEHO €
HE3HAYMTENHO M OBp30TpexoaHo, ocobeno koraro IlpecTapuyM ce npHiara eAHOBPEMEHHO ¢ AMYPETHK. TOBa €
NO-BEPOATHO Aa c€ MOABRH IIPH MAllHEHTH ¢ MIPeABAPUTENIHO CHIIECTRYBAINO OBOpeuHo yBpexaane. Moxe na ce
HaJIOXKH HamMaJIBaHe Ha J03aTa WM NPeKpaTsBaHe Ha AypeTHka WHIH [IpecTapHyM .

[laienTH Ha XeMoIHaIH3a:

ITpu naupenTH, AMATH3IAPaHK ¢ MeMOpaHH ¢ BUCOKa ckopoct Ha notoka (high flux) u eaHoOBpeMeHHO JIeKyBaHH
¢ ACE-uuxu6utop, ce cro0iaBa 3a BR3HHKBaHE Ha aHA(WIAKTOMAHHA peakiu. [Ipn TakiBa nammenTd Tpadea
Ja ce pasrela HM3MOA3BAHETO HAa pPasnH4YeH BMA AHANW3HA MeMOpaHa HIH AHTHXHICPTCH3HBEH areéHT OT
Pa3/IHY€H KJac. |

brOpeuHa TpaHCcIUTAHTALMA:
Hama HaTpynaH ONMT OTHOCHO NMpHIaraHeTo Ha IlpecrapuyM npu malMeHTH ¢ HACKOpO H3BbplleHa OnOpeuHa

TPaHCIIJIaHTAllHA.

PeHOBacKkyaapHa XUIEPTOHNS:
IIpy DaudeHTH ¢ ABYCTpaHHa <¢reHO3a Ha OBOpeuHaTa aprepMd MIM CTEHO3a HAa apTEpPHATa NIPU E€HH

¢yuxuponnpaim 6n0pexk, nekysany ¢ ACE HHXHOHTOPH, CHINECTBYBA NOBHINEH PHCK OT XHNOTOHNA ¥ 610peuna

HENOCTATHYHOCT (BXK. TOUKA 4.3). JleueHHETO ¢ QHYPETHLIM MOXE Ja CTAHE JOTIPHHACAIL ( . bata Ha

s




On0peuna QyHKIMA MOKe Ia HACTHNK NPH MHHUMAIHH W3MEHEHHS B CEPYMHMA KPEATHHHUH AOPH NMPH NALHEHTH
C €IHOCTpaHHA CTeHO3a Ha Op0peyHara aprepus.

CBpPBEX4YYBCTBHTETHOCT/ AHTHOSIEM
Hma crpobileHHA 38 PEAKH CIYYaH Ha aHruoeneM Ha JIHIETO, KpalWHHLMTE, YCTHHTE, JIMFABHALIHTE, €3HKA,

rIOTUCA K/HIH NapUHKCa NPH NalMeHTH, NekysaHd ¢ ACE-uuxuburops, Bunountento [IpecTapuyM (Bik. TOYKA
4.8). Topa MOXxe Aa Ce CJIy9H BbB BCEKH €JMH MOMEHT MO BpeMe Ha Tepanuara. B Takuea ciydau IIpecrapuym
ce mpekparspa He3a0aBHO H ce MpeAnpHeMa MOAXOAALIO MPOC/ENIBAHE, KOETO MNpPOIB/DKABA N0 ITBIHOTO
OT3BYYAaBaHE HA CUMIITOMHTE. B ciiydadTe, KOrato OTOKBT C& OrpaHHYH HA JHUETO H YCTHHTE, ChCTOSHHETO 110
NpUHIKIN ce OBNaaABa 0e3 jeueHHe, MaKap 4e 3a 0ONeKdYaBaHe HA CHMITTOMHTE € IOJIC3HO TMPHIAraHeTo Ha
aHTUXHCTAMHHOBU IIPeriapaTH.

AHTHOENEM, CBBpP3aH ¢ OTOK HA JIapUHKCAa MOXKE Aa MMa ¢daTtaneH W3XoA. B ciayudante, npd KOHTO HMa
aHTaXKUpaHe Ha €3WKA4, TMIOTHCA WIM JIAPHHKCA, KOETO € BePOATHO Ja MPHUYMHH OOCTPYKLHMA Ha BBH3AYLIHWTE
mbTHLa, He3a0aBHO TPAOBa Aa ce 3aMOYHE chelHo AevdeHHe. To MOXe Ja BKIIOMB2 NPWIAraHe Ha aapeHa/IiH
H/WIH MOAXbpPAKAHE HA NMPOXOIAMOCT HAa BBEIOYLIHHTE ITbTHINAG. [lallHEHTHT C€ MoAjiara Ha CTpOr MEAHIMHCKH
KOHTPON A0 ITBITHOTO U TPaHHO OT3BYYaBaHE HA CHMITTOMHTE.

IlanMeHTH ¢ aHAMHE3a HAa aHTMOEACM, HECBBp3aH ¢ repanuara ¢ ACE-uHxuburop, Moke ha ¢a H3/I0XKEHH HA
TIOBUIIEH PHCK OT AHTHOE/EM B mpoueca Ha npuemane Ha ACE-urxuburopa (Bx. 4.3).

HMa penks ¢HoOLICHHUS 32 YpEBEH AHTMOHEBPOTHYCH OTOK NpH naupeHTH NeKyBard ¢ ACE-uHxuburopu. Tesn
MallMeHTH ca ce TIPEACTABHIIM ¢ KopeMHa Oonka (c wim Oe3 rajeHe HAH MOBpHIIAHE); B HAKOW ClTydal HE €
HMAI0 NMpeALIeCTBAll aHIHOHEBPOTHYEH OTOK Ha jHIEeTo, a C-1 ectepasata € OHna B HOPMAIMKH CTOHHOCTH.
AHTHOHEBPOTUYHUST OTOK € OHN AMArHOCTMLIMPAH upe3 NMpoueaypH, BKMIOYHTENIHO aOA0MHHANTHA KOMITIOTHPHA
ToMOrpadHsa HIH yIATPa3ByK, WIH IO BpEME Ha Onepauysd, a CHMITOMATHKATA € MpeMHAHaBaJia cliel| CIHpaHe Ha
ACE-unxu6iTopa. YUpeBHHAT aHTHOHEBPOTHYCH OTOK TpAOBa na Obje BKIMOYEH B AM(epeHLHATTHATA AHACHO3a
Ha npueMalni ACE-HHXHOHTOPH NaIMEHTH, NPEaCTABAINH Ce ¢ H0nKa B KOpeMa,

EnHospeMenBa ynotpeba na mTOR unxuburops (Hamp. CHPOIUMYC, EBEPOAHMYC, TEMCHPOIHMYC):
Hpy naumeHTH, MpoBeKIaurH eaHOBpeMeHHO nedeHue ¢ mMTOR HHXubUTOPH (Hanp. CHPOITHMYC, €BEpPOIIHMYC,

TEMCHPOJIHMYC) MOXE Zla HMa MOBUUIEH PHCK OT AHIHOCAEM (Hanp. NOOyBaHE HA OHXATEIHHTE MBTHLIA HIIH
€3HMKa, C WIH 03 pecrnupaTopHO HapymeHHe ) (BXK.TOUKa 4.3).

KomOunupanero Ha NepHHAONPHII CBC CaKyORTPII/BATICAPTaH € NMPOTUBOIIOKA3AHO MOPAAH YBEAWYEH PHCK OT
aHrmoegeM (Bx.rouka 4.3). Jleuenme cbc caxKyOHTpHI/BaicapraH He TpAOBa Aa ce 3amovBa Npead Aa ca
H3MHHAMM 36 Yaca OT IpHEMAHETO Ha NOCMNEAHATa H03a OT JIeYEHHMETC ¢ MEPHHAOHPUI. AKO JCUCHHETO CBC
CakyOHTpWI/BaNCapTaH € TMpPeKpaTeHo, JICUEHHeTO ¢ MEpPHHAONPWI He TpAOBa na ce 3amovBa mpeau Ja ca
W3MHHaMK 36 4Yaca OT MPHEeMAHETO Ha MmoclegHaTa A03a cakyOuTpun/Bancaprap (BK.Toukr 4.3 u 4.5).
EnnoppeMennaTa ynotpeta Ha xpyrd NEP nuxuburopu (Hanp.panekanotpun) # ACE uHxuGuropu csine Moxe
Ia YBEJIH4YH PHCK2 OT anTHoeaeM (BxK.Touka 4.5). Ilopanu ToBa € HeOOXOAHMO BHHMATENHO OLCHABAHE HA
CHOTHONIEHHETO TIO/I3a~PHCK MPEeaH 3anouBaHeTO Ha JieueHWe ¢ NEP uHxuOuropw (Hanp.paillekaqoTpun) MnpH

MALHEHTH, JIEKYBAHH C IEPHHAOTIPHI.

AHadunakro 1o BpeMe Ha adepesa Ha TMIIONPoTEHHHUTE ¢ HUCKa mrkTHOCT (IL.DL):

B penxn cimyvan ripu nanuwenty, npueMamu ACE-uHXuOuTOpH no BpeMe Ha adepesa Ha JHINOOPOTEHHHTE C
aucka masTHOCT (LDL) ¢ pekcrpanoe cyndar, ca HaOmoaaBaHH KMBOTO3acTpallaBalli aHa(HIAKTOMIHH
peakiuu. Tesn peaxumu ce M30ATBAT 4Ype3 BpeMEHHO NpeKparaBaHe Ha Tepamuara ¢ ACE-mnxuOurop npeau
Beska adepesa. e




AHaQMNakTHYHH peaklHy NIO BpeMe Ha IeCeHCHOMIM3aImA;

IIpu naumenTn, nonyuaBam ACE-HHXHOHTOPH NO BpeMe Ha JieUeHHe 3a ASCCHCHOWIM3ALMA (Hanp. oTpoBa Ha
XHMeEHOMTepa), ca HaOMOAaBaHH aHA(PHIAKTOHAHH peakumH. IIpH chuUTe MalMeHTH MNOCOYEHHTEe PeakiuH ca
Ounu u30erHaTy upe3 BpeMEHHO NpekpaTapaHe Ha npuema Ha ACE-HHXMOMTOpHTE, HO T Ca ¢ MOABABAIIM
OTHOBO NpH HEBHHMAHHUE MPH MOBTOPHOTO HATOBaPBAaHE.

YepHoapobHa HEROCTATHYHOCT;

B penxu cinyuyan ACE-unxuburopure ca OHiM CBBP3BAHM CBHC CHHRPOM, KOHTO 3ano4Ba € XOJECTATHYHA
KBJITEHHLIA H TIporpecupa A0 ¢yIMMHaHTHA YepHOAPOOHA HeKpo3a M (MOHAKOra) CMBPT. MexaHusMbT Ha TO3H
cuHapoM € HesceH. [Ipn nanpenTtH, nonyuasamd ACE-MHXMOHTOpH, MPH KOMTO C€ pa3BHBA XHIITEHHIA HITH
H3pa3eHo MNoBHIlIaBaHe Ha CTOHHOCTHTE Ha YepHoapoOHuTe eHsuMH, ACE-nnxuOnTopa TpsabBa a ce npexpari H
TAXHOTO CHCTOAHKE TPAOBA Ja Ce Npociied NO HAANNEXKEH HAYMH OT Jiekap (BX. Touka 4.8).

Heyrponenus/Arpanynouwrosa/Tpombonuronenns/AHeMus

IIpn nmaimenTn, npueMmamu ACE-mHxu6uTOpH, ca HaOmozasaHu HEYTPONEHHA/ arpaHyjou0To3a,
TpoMOorronenus W anemud. [Ipu naumenTH ¢ HopmanHa Op0peuHa ¢yHkimg 6e3 APYrH YCHOXKHABAIH
¢akTopH HEYTPONICHHA C¢ noABABa pAako. [Iepunaonpun TpaGea aAa ce H3INOA3BA ¢ H3KMOUHTETHO BHUMaHHE OT
NaLMEeHTH C KOJNAr¢HHH CBHIOBHM 3a00/MfBaHMSA, HA HMYHOCYTIPECHBHA TEpalMs, JCYCHHES ¢ AIOIMYPHHON KIH
npoKanHaMul HIM KOMOMHAIMSA OT Te3H YCMAOKHABALWIM (axTopH, 0coDeHO B CIy4aW, KOraTo ChIIECTBYBA
NpeABaApHTENHO YCTAHOBEHA yBpeAecHa OnOpeuna ¢ynkums. Hixon or Te3H MalMEHTH pAa3BHBAT CEPHO3HH
AHQEKIMH, KOMTO B HAKOIKO CMy4ad He ¢a NOBIHIHH OT HHTEH3HBHA aHTHOMOTHYHA Tepanua. AKO Ha TaKMBa
NallHeHTH ¢ HA3HAYM NEPHHAONPUN, ce MPEenopbYBa PEOOBHO NPOCHEABAHE HA JICBKOrPaMaTa M MALIMCHTHTE
Tpa6Ba fa OBOAT NpeAyNpeAeHH Jia cHoGINABAT 32 BCAKAKBH MMPM3HALM HAa HHGeK(Ms (HAIPHMED BBH3NAIEHO
I'BPJIO, TEMIICPATYPA).

Pacopa npHHALNEKHOCT:
OTHOCUTETHMAT 471 Ha CIAyHauTe Ha aHrHoeaeM, IMpuaHHeHr 0T ACE-HHXMOHTOpPH, € 10-BHCOK MIPH YePHOKOKH

TALMEHTH, OTKOIKOTO NMPH He YEPHOKOKH NALIMEHTH.

Hono6Ho Ha ocraHanuTe ACE-HHXUWOHTOPH, NepHHAOTPHA MoXe na Obae Mo-Manko epeKTHBEH 3a HaMAallgBaHe
Ha KpbBHOTO HASTaHe MPH YSPHOKOKH, OTKOJKOTO MpH He YEPHOKONKH, BEPOATHO Mopagu nmpeobnagasaHeTo Ha
NO-HUCKH PCHHHOBH HHBA Cpell YEPHOKOKATA MOMYNALHA OT XHIICPTOHHLIH.

Kamnuna:
Hma crolimeHna 3a noABABaHE HA KalHIa npy n3nonzpaHe Ha ACE-umxuburopn. OOMKHOBEHO KallUIHLIATA €
HENpOAYKTHBHA, TEPCHCTHpAIa M OT3ByYaBa <Cjiel MpexkparsBaHe Ha Jeuenmero. Karo uact or

JudepeHIMAIHATA JHArH03a HAa KanUiHnara Tpa0Ba Aa ce pasrieknaa KauuMuara, mHayoupaHa ot ACE-
HHXHOHTOPDH.

XUPYPrUYHN HHTEPBE AHecTe3us

Ilpn nmaumeHTH, MOANATaHH HA TOJIEMH XMPYPrUYMHM HHTEPBEHIMM, WAH MO BpeME HA AHECTE3HA ¢ ATSHTH,
ApeqH3BBKBAaIIM XHUNoTOHMA, lIpecrapuym Moke ga OnokHpa obpasypanero Ha aHrmorensHs I, momyded
BC/ICACTBHE HA KOMIIEHCATOPHO OCBOOOM EaBaHE Ha peHMH. JleueHneTo TpabBa 1a ce NpeKpaTd €MH ACH Ipenu
orepauuaTa. AKO C€ NOSBH XMIIOTOHHA, 38 KOATO C¢ HPELEHH, Y€ Ce TBJDKH HAa TO3H MEXaHH3BLM, T4 MOXE /a Cce
KOPUrupa upe3 00eMHO 3aMECTBAHE NOCPEACTBOM BIHBAHUA.

XHNEePKATHEMHUA:;
IToenizapaHMg Ba CEepyMHHA Kaiuii ce HaOMIONABAT IPH HAKOHM MAUMEHTH JIEKYBaHH C ACE—Hmﬁmpﬂ,

BKMIOYMTENIHC NCpHHAONpPHI. PHCkoBHTEe (QakTOopH 3a pa3BHTHETO Ha XHMICPKATHEMHS BKJ]




aAabeT, BMETHATHTE CHONTHS, NMO-CIEOHANHO ACXMApATals, OCTPa ChplAedYHa ACKOMIICHCAHs, METabOMUTHA
aAno3a M eJHOBpeMEeHHa YNOTpeda Ha Kauuii-ChXpaHsABalllH JUYpeTHUH (Hanp. CIIHPOHOJAKTOH, CIUICPCHOH,
TpHAMTEPEH WM aMUNOPHA), KanueBH AoOaBKH HIH KaNHH-CRABPXKAINM 3aMCCTHTENN Ha rOTBapCKaTa CoJ; WIH
NAIACHTH NPUEMaIld APYrH JIEKapCTBa, CERBP3AHH C MOBHINABAHMS HA CEpyMHHs Kanui (Hamp, XemapHH Ko-
TPHMOKCA301, H3BECTEH OLIE KATO TPUMETONMpHM/CyNdameTokcaszon). Ynorpebara Ha KalneBH A00ABKH, KaMii-
CHXPAHSABAIIH JHYPETHIH HIIH KATHH-ChABPOKAITH 3aMECTHTEIH Ha TOTBapcKaTa COJ, 0COOEHO MpH MAIHEHTH C
HapyuieHa On0peuna ¢yHkuMs, MoraT jaa IOBEAaT OO 3HAYHMO IIOBHIABAHE HA CEpYMHHS - KalMi.
XHEPKATMEMAATa MOXKE 1a IPHYUHH CEPHO3HH, MOHSIKOTa QaTalHi apHTMHH. AKO €JHOBpeMEHHATa yroTpeda
Ha TOpECIIOMCHATHTE BELIECTRA C¢ CUMTA 34 MOAXONsAma, T¢ TpAdBa na OBAAT H3MON3BAHH C TIOBHIICHO
BHHMAaHHE K [IPH YECTO KOHTPOJIHpaHe Ha CEPYMHHA Kanui (Bx, To4ka 4.5).

Juaberany:
[Ipes mopeua Mecen ot nedeHHero ¢ ACE-unxuOuropH Ha aualeTHIH, KOHTO mpHeMaT auTUauaberHH
npenapaTi NepopaHO HIH HHCYIHH, Tpa6Ba Ja ce H3BLPIIBA PeZIOBEH KOHTPOI HA TINHKEMHUATA (BK. TOUKA 4.5).

JINTHIA:
KoMGHHHpaHeTO Ha THTHH ¢ NEPHHAOMPHA NO MPHHLIKN He Ce Npenopbusa (BK. TouKa 4.5).

Kanmnii cexpanspaiiy JeKapcTBa, kaTdeBd A00aBKH M CHABDXAIMY KAy 3aMeCTHTEIN HA Tpare3Ha coi:

ITo npHHLKI He Ce MpenophuBa KOMOMHHpAaHEe HA NEPHHAONPHI M KanMii chXpaHSBAlllH JIEKapCTBa, KaJIHEBH
A00aBKH WIH ChABPKAILK KATHIH 3aMECTHTE/IM HA Tpane3Ha coit (BX. Touka 4.5)

IIBoiino 610KKpale Ha peHHH-AHTHOTEH3UH-aJIA0CcTepoHoBaTa cucTeMa (PAAC)

Hma nauuH, 4e enHoOBpeMeHHaTa ymorpeba Ha ACE maxuOuTopn, anruotensnH II-penentopHH 6aoxepy Him
AMMCKUPEH TIOBHMIIABA PHCKA OT XMIIOTOHHA, XHIEPKaJMeMHs H HamanasaHe Ha OvOpednara QyHKiMs
(BmounTENHO ocTpa OwOpeuHa HemoctaTeuHOCT). [lopagd TOBa He ce mpenopb4ea ABOHHC OnoxHpaHe Ha
PAAC upes komOummpaHara ynorpeba Ha ACE muHxuOuropw, anrdorensuH lI-penermropHn OIIOKepH HAH

amackHpeH (BK. ToukH 4.5 1 5.1).

AKO ce TIpelleHH, Ye TepanusTa ¢ NBofiHo Onokupate e abGcomoTHo Heobxomuma, TOBa TpAOBA Aa CcTaBa CaMo
nmon HaG/MIONEHMETO Ha CNElNHANHCT M IIpH 4YecTo BHHMATEJHO MOHHMTOpHpaHe Ha OnbpedHaTa ¢yHKums,
eJIEKTPOJIMTHTE H KPHBHOTO HAJIATAHE, -

ACE unxuburopn u aHruoteHsun Il-pemenropHu 61oxkepu He TpaOBa Aa ¢e HANOA3BAT €IHOBPEMEHHO NpH
ManHeHTH ¢ 1HabeTHa HedponaTus.

IIEpBHYCH aNIOCTEPOHHIBM:

ITanueHTH ¢ MBPBHYEH XHIEPANAOCTEPOHM3BM KaTO ISIO HE C€ BIHAAT OT JICYEHHE ¢ AHTHXMIEPTEeH3HBHH
NEKapCTBa, AcHCTBAINM Upe3 HHXUOHpaHe Ha CHCTeMara peHHH-aHrHoTeH3uH, [Topanu ToBa ynotpebara Ha ToBa
JIEKapCTBO HE Ce NPEeNnophyBa. -

BbpeMeHHOCT:
ACE-unxnfuropu He TpaOBa Aa ce 3amoyBar IO BpeMe Ha OpeMeHHoCT. OcBeH KOraro IpoXB/DKABaHETO Ha

ACE-nuxnbyropHOTO JIeYeHHE €€ CYMTA 3a CHUIECTBEHO, NAlMeHTH MnaHupamy OpeMeHHoCT TpadBa na
PEMHHAT HA ATTEPHATHBHO AHTHXUMEPTEH3MBHO JIEYEHHE, KOETO HMA YCTAHOBEH MpodHI Ha (e30macHOCT Ha
ynotpeSa npu GpeMeHHOCT. AKO ce ycTaHoBM OpemenHocT, JeueHHero ¢ ACE unxubnropu Tpabsa aa ce crpe
He3abaBHO ¥ aK0 € HeoOXOMMO Ja ce 3alOYHEe AITEPHATHBHO NeYeHHe (BXK. TOYKH 4.3 B 4.@;___,,_@‘

[ToMONIHY BEIIECTRA:




Tlopagu HamMuyueTO Ha J1aKTO3a, DALMEHTH, UMAMH PeAKM HACHCACTBEHHM NpobneMH Ha rajlakTo3Ha
HEMOHOCUMOCT, TIIYOKO30-TallakTo3a ManabcopOims win Lapp naxkrazen paeduuMr, He TpAOBa Aa NpHEMAT TOBA
JIEKapCTBO,

4.5 BzammoaelicTBHe ¢ APYTH JIEKAPCTEEHE NPOAYKTH H APYTH OPMH HA B3IaHMOoJelicTBHE

JlaHHY OT KJIMHMYHH NIPOYYBaHHA NMOKA3BAT, ye ABOHHOTO OOKMpaHe na peHUH ~aHrHOTEH3HH all/lOCTEpOHOBATA
cucrema (PAAC) upes koMOuHApanata ynorpeda Ha ACE unxuburopu, anrnotensud 1l-penenropuan Onokepn
WIM aJHCKHPEH C¢€ CBBHP3Ba ¢ MO-BHCOKA 4YSCTOTA HA HEXENaHM CcbOMTHA, KaTO HANPHMED XHIIOTOHHY,
XWNepKaiueMna U HaMalsBade Ha OpOpeunara QyHkuHs (BIOYATENHO ocTpa (BOpeuHa HEAOCTATBYHOCT), B
CpaBHEHHE ¢ ynoTpedaTa camo Ha €XH0 CpelcTRo, gelicramo Bbpxy PAAC (8. Toukn 4.3,4.4 1 5.1).

Hexk GeHU NPOOYKMuU 5 xune us

Hsxon JIekapcTBEHHM HPOAYKTH WM TEPaneBTHYHH KNacOBE MOraT Aa MOBHINAT Ciy4aHTe Ha HACTHNBAHE HA
XHIIEPKATMEMHN: ATHCKMPeH, XanueBH coju, kKamait cbxpaussamm  auyperdiM, ACE-uHxuOHTOpH,
anrnoTeH3ud-1I peuerrropun anrarowkcTd, HCIIBJL, xenapuuu, UMyHOCYTIPECHBHH CPEACTBA KaTO HanpHMep
LHKIOCIIOPHH WK TakponuMyc, TpumeronpnMm. KoMOuHaLMATa ¢ TE3H JIEKAPDCTBEHH MPOAYKTH L[OBHINABAT
pPHCKa OT XHIEPKATHEMHA.

Edn ERHomo n HCERUE € HPOMUBOHOKAIANO (8)ic. moukyu 4.3):

ANUCKHUDEH:

Ilpn nauuenTHTe ¢ quaber nnu 6vOpeUHO yBpeAKJaHe, HAPACTRA PUCKDT OT XHNIEPKANHEMM, OT BIOMAaBaHe Ha
61L0peunara PyHKUKS ¥ CHPALYHO-CHAOBATA 3a00/1€BAEMOCT H CMBPTHOCT.

Excrpakoprnopaliny NeyeHus:

EKcTpakopnopalHu JICHEHHA, BOACINO [0 KOHTAKT HA KPLBTA ¢ OTPULIATEIIHO 3apelicHM NOBBPXHOCTH, KaTo
HAIPEMED JManM3a WM XeMOQWITpAUMS C OnpedeneHH BHCOKOONpONYCKIMBM MeMOpasm  (Hamp.
TIONMHAKPHIOHHTPHIHHE MeMOpaHu) H adepesa Ha JMHUNONPOTEHHM C HICKA WIBTHOCT ¢ JCKCTPaHOB Cyndar,
opa/id NOBMINCH PHCK OT TEXKH aHapunakrouanH peakuu# (B, Todka 4.3). Ilpu HeobxoaumocT ot nogoduHo
nedeHune TpabBa fa ce OOMHCAH H3TON3BAaHE HA APYT THN AUaNM3HM MeMmOpaHM WIM HAa aHTHXMITIEPTEH3HBHO
CPEACTBO OT APYT Kiac.

CaxyOurpun/sanicapran

EnHoBpeMeHHAaTa ynotpeba Ha NEpUHIONPUN CbC CaKyOUTPWI/BANCAPTAH € NPOTHBOIIOKA3aHO, ThH KaTO
eNHOBpeMenHOTO MHXuOUpare Ha HenpwmsuH H ACE Moxke Aa NOBHIODH pHCKa oT aHruoejeM. Jleuenue cune

caKyOHTpIT/BAICApTaH He TpAOBA A Ce 3anodea Npeau Aa ca u3MHHAM 36 9aca OT MpHeMaHeTo Ha MOC/ICAHATA
033 NEpHHAONPWI. JieueHHEeTO ¢ NMEPHHAONPHI He TpAOBa a 3arouBa Npeau 7a ca HIMUHAMH 36 uvaca cien
NpHEeMaHE Ha NOCIESHATA K034 CakyORTPIIYBANCApTaH (BXK.TOYKHA 4.3 n 4.4).

Eonoe HHO OMNCCHUE HE Ce npenopyyea{sdc, mouKa 4.4):

ANMCKIPEH:

Tlpu nanuenTHTE, KOHTO HAMAT guaber wmu OnOpeuro yBpexzane, HapacTBa PHCKBT OT XHIICPKAJIHEMMHSA, OT
BAOaBake Ha OxOpeunaTa QyHKIMA H ChPIEUHO-CHAOBATA 32a00ICBAEMOCT H CMBPTHOCT.

Ensonpemensno jeueade ¢ ACE uHxuOUTOpH H AHTHOTEHIHH pelenTopHu Onokepy

B nureparypara ce cpo0miaBa, ye 0pM NRBUMEHTH ¢ YCTAHOBEHa AaTEpPOCKICpOTHYHA Oojlect, ChpAcYHA
HENOCTATBYHOCT WIH Anaber ¢ TEPMMHANIHO OpPraHHO YBpeXkAaHe ecmHoBpemenuoro neuenue ¢ ACE-
HHXMOUTOPH H AHTHOTEH3HH PelelTOpHE OJOKEpH € CBLp3aHO C MOBHUICHA YECTOTa HAa XHIIOTOHMA, CHHKOI,

9




aHrHOTEH3UH-ANA0CTEpoH. [lBoiiHa 6iokaga (Hanp. qpes komMOunupane Ha ACE-mmauburop ¢ anrvorenssy 1l
peUenTOpeH aHTAarCHMCT) TpADBA Ja Ce OrpaHWvYH A0 HHAMBHAYATHO ONpEejeNeHH CAy4yad npu cmmao
HaOmoaenre Ha ObOpeunaTa QyHKUHMs, HUBATA Ha KANKA ¥ KPBBHOTO HABATAHE.

EctpamycTus:
Puck or noBdiIABaHE HA HEKEIAHHTE JCKAPCTBEHM pEAKIMM, XKaT0 HanpHMEp AHTHOHCBPOTHYEH OTOK
(aHruoeneM).

Ko-TpuMoxcazon (TpumMeTonpimM/cyiidaMeTokca3on)

IMaymenTH, OpueMaIy  ¢AHOBPSMEHHO KO-TPHMOKCA3QN (TpHMETONPUM/CYI eTOK OXke€ nma ca ¢
IOBHINEH PUCK OT XunepkaaneMusa (px.1. 4.4)

XunepramieMus (TOTEHUMANHO JETAIHA), 0cOGeHO B YCiOBMATA Ha OEOpeuHo yBpexaaHe (alUTHRHM
XUNEPKATHEMHYHH e(PeKTH).

o tasy npuiuna, XoMOMHMPAHeTO HA NEPHHAONIPWI C rOPenoCOYCHHTE MEHKAMEHTH HE Ce NPEnophuBa (Bi.
TouKka 4.4). AKO eJHOBpeMeHHATa ynoTpeda ¢ BLIpPeKH TOBA NOKasaHa, Te TpAOBa fa e M3M0N3BAT ¢ NOBHIICHO
BHMMaAHNME ¥ TIPH Y€CTO NpOCieAsBaHe Ha CTOMHOCTHTE HA CePyMHHIA Kalui. 3a ynoTpebara Cpc CNMPOHO/IAKTOH
NpPH CHPAEYHA HETOCTATEHHOCT, BIDK N10-JONY.

Jlurwit:

NMa cpobmeHns 3a oOpaTMMO ROBHIUABAHE Ha CEPYMHHMTE KOHLCHTpAUHMHM HA JMTHS H TOKCHHHOCT NpH
¢XHOBpEeMEHHO npHemane Ha auTHil 1 ACE-uHxuburopu. He ce openoprusa eJHOBPEMEHHOTO M3NION3BAHE Ha
NEPHHAOIPHN H JTUTHIH, HO ako KOMOMHAaMATa Ce OKKe HeoDxonuMa, cepyMHHTE HUBA HA JUTHA TpaOBa Ja ce
TIpOCNenABaT BHUMATENHO (BK. Touka 4.4).

Ednospemenno npuiodiceniie UUCKEAIO CNEUUATHG HUMANUE:

AnTunnaberny npenapaty (MHCYIHHH, OPATHH XHIIOTHUKEMUMHY CPEACTRA):
Pesynrarure OT €NMUASMHOMAOIMYHM NPOYYBAHMA MOKA3BaT, Y€ eJHOBPEMEHHOTo IpuioxeHue Ha ACE-

HEXMOHTOpH H aHTHAHA0eTHH MeIHMKAMeHTH (HHCYIMHM, OpPaiHM XHIIOTITHKEMHUHH CPEJACTBA) MOXe 24
NPUMHHY TIO-CUNTEH TNIOKO30NOHMKABAIL epeKT ¢ PUCK OT XHIIOTJIMKEMHA, 10Ba ABNCHHE € NO-BEPOSTHO fa ce
NOSBH NpPe3 MEPBHTE CeAMULIM Ha KOMOHHUPAROTO AeYeHMEe W NIPK nauneHTH ¢ DE0peuHo yspexaane.

baxnogeH:
oeumen anTxuneprensuBeH edekT. Ja ce ciaead KpEBHOTO HAMMraHe U NpH HeoOXOAMMOCT Ja ce KOpHIrHpa
A03aT3 HA AHTHXUTICPTEH3HEHYS JIEKAPCTBEH IPOAYKT.

Hezanspxauiu kamil JuypeTHim:
IauueHTHTe Ha JZHYPETHUHO JICYEHHE, 0COOSHO Te3H, KOWTO UMAT HapylieHNA BbB BOAHO-CONEBHA OanaHc

W/WIH SSXUAPATALMA, MOXE 12 M3IIMTAT NPEKOMEPHO HAMAJSBAHEC HA KPBBHOTO HAJACAHE CICH 3a0OvBaHe Ha
nevyennero ¢ ACE- uaxuburopd. BepoSTHOCTTa OT XHIIOTOHMYHM e(PeKTH MOXKE 11a C€ HAMAIM ¥pe3 CITHpaHe Ha
NUYPeTHKA, Ypes MoByIaBane Ha 0DeMa Ha TeYHOCTHTE HIIH Ha NPHEMA Ha COMH [P IANOYBAHE HA JEYCHHCTO
¢ HHCKH H [TOCTEIIEHHO HapacTBAWIM 03U [ICPHHOONPIY.

Ipu apmepuanna xunepmonus, KOraTo AHYPeTHYHATE TePalTHd MOXe Za € UPHHUHHKIA HapyLieHHs BBB BOOHO-
CONCBHA OalaHC M/WIM AexuapaTaims, TpaOBa Aa Ce IpeanpHeMe Wil ClIHpaHe Ha AMyPETHKa NpeH 3ano4BaHe
Ha yedeHneTo ¢ ACE-HHXHOUTOp, KATO B TaKbB Cly4all MO-KBCHO MOXKE OTHOBO Na ¢¢ BKIIOYMHM HE3albpXalll
KeJIMH JHYpeTdK, Wik HavanHoto npunarade na ACE-unxuburopa Tpabea aa sanousa c.HuckH ;10311 KOHTO
NOCTENIEHHO J1a C€ YBEIMYABAT.
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Ilpu nexyeama c Ouypemuyu 3acmoiina cwpOeyna Hedocmamvyrocm, 3anousaHe Ha nedyenuero ¢ ACE-
HHXHOUTOp TpaAGBa Aa CTaBa OTHAYAJ® ChC CHBCEM HHCKM JO3H, BB3MOXHO CJI€/l HaMadBaHe Ha /103aTa Ha
CEBMECTHO NIPHIaraHHA He3aabpKall KanHi qHYPEeTHK.

Bue Bcwdku cayuan, OnOpeunarta dynximsa (HMBaTa HA KpeaTnHMHa) TpaOBa 1a ce CAEHAT Npe3 IhPBHTE
HAKOJIKO CeAMHIH OT JedeHHeTo ¢ ACE-uHxnOuTOP.

Kanui cpxpaHs €IJIEPESHOH, C H H}:

C emnepeHOH WIH CITHPOHONAKTOH B J03H oOT 12,5mg no 50 mg aueBHo u mpa Hucku go3H Ha ACE
HHXUOHUTOPH:

ITpu neyeHre Ha ChpACYHA HeAOCTATHYHOCT OT Kiac I wnm IV (mo NYHA) ¢ ppakuus Ha narnacksase < 40% u
npequecTrallo jeueHue ¢ ACE aHxubwropy H OpHMKOBH AMYPETHIH, UMA PHCK OT XHIIEPKATHEMHS, KOATO €
NIOTEHUMAITHO JIETANHA, 0COOEHO NMPH JIHNCA Ha CIa%BaHe HA MPSHOPEKHTS 33 NPEANMCRAHE Ha Ta3H KoMOuHauus,
[Ipenu 3amouBaHe Ha KOMOHHALMATA, TpAOBA Aa ce HANMPAaBAT H3C/IEABAHKA 33 H3KIOUBAHE HA XHNCPKAIHEMHA H
OnOpeuno yepexaane.

[IpenoprbiBa ce BHUMATERHO CECHE HA KANHEMHATA M KPEaTHHMHEMHATA - B HAYAJIOTO BEAHBK CEAMHYHO IIpe3
TBPBHA MECEI] OT JICHESHUETO, a CEH TOBA ~ BEIHEXK MECEYHO.

HecTepoH/IHH NPOTHROBH3NATHTEIHHN JISKAPCTBCHH PO CIIBC) BxmoyHTeIHO acCHHpUH >3 1/ IHEBHO:
Koraro ACE-HHxAGHTOpH ce BBBeXKAAT €AHOBPEMEHHO C HECTEPOHAHH NMPOTHBOBB3IIAIMTE/IHM CPEACTBA (HATID.
ALETWICATHLFIOBA KHCENMHA B MPOTHBOBB3NAIMTECIHM HO3MPOBKH, COX-2 HHXMOMTODH H HECENICKTHBHH
HCIIBC) Moke 1a HacTBIIM OTclIa0BaHe HA aHTHXHINEpTeH3HBHHA edekT. EanoepeMennara ynorpedba na ACE-
waxuburopu ¥ HCIIBC Moxe aa nosene A0 MOBHINEH PHCK OT Wiomapade Ha ObOpeunara Qynxnws,
BKIOYHTENHO BH3MOXKHA 0cTpa OGBh6peyHa HeAOCTATHYHOCT H MOBHIIABAHE Ha CEpYMHMA Kanui, 0CoDeHO NpH
MALHEHTH ¢ Jolna npenmecreama O0bOpeuna ¢pynxima. KomOunanmsTa TpsabBa 4a ce Opwiara ¢ MOBHIICHO
BHMMaHHe, 0co0eHO mpH HanpeaHana Bh3pacT. [lauenture TpaGea na ObAaT AOCTATHYHO XUAPATHPaAHM W
TpabBa Aa ce NMpeABHIH KOHTPONHpaHe Ha ObpOpevuHaTa QYHKIMA B HAYANOTO HA KOMOHHHMPAHOTO JICYCHHE, a
CNeZl TOBA — MEPHOAHYHO.

Panexanorpur:
Hapecetrio e, ue ACE uuxuburopure (Hanp nepMHAONPWI) NPeaAN3BRKBAT aHTHOeneM. To3W pACK MOXKe J1a ce
YBEJIMYH, KOraTO ¢& H3MON3RAT eAHOBPEMEHHO C palleKaJOTpHI (JIEKapCTBO, HINOI3BAHO eIy OCTPa JHAPHA ).

mTOR mxudbuTOPH (HANP. CHPOIHMYC, EREpOJ] C, TEMC c

[Ipy nanpeRTH, NPOBEXIAMN eAHOBPEMEHHO JiedeHHe ¢ mTOR HHXHOHTOPH MOXKE A3 WMa ITOBMINEH PHCK OT
aHrpoeneM (BX.Touka 4.4).

Eonospemenno npunodicenue, HIUCKEAWO UIEECMHO SHUMANUE

AHTHXHTICPTEHIUBHY CPEACTBA W BAZOAUNATATOPU:

EnHOBpeMEHHOTO M3NOI3BaHE HA TE3H CPEACTBA MOXE [a YBEIHYH XHIIOTCH3HBHHTE €(PEKTH Ha ICPHHAOPHIL
EQHOBpEeMEHHOTO MNPHIOKEHHE ¢ HHTPOTIHLUEPHH H APYTH HHTPATH WIH ApYrH BasoAHIATATOPH MOXe
DOILTHHTENHO Ja MOHWXKH KPEBHOTO HANSTAHE.

aprrund (nudars CAKCATAWITTYH, CHTAITTMITTHH, BANIATTHITHH):
[TosuicH pHCK OT aHrHOEAEM NOpaJH NOHIKABAHE HA AKTHBHOCTTA Ha AMnenTHawi nerrefaza IV (DPP-IV)
oA AeHCTBHETO HA IVIMITHHA [IpH NIALHEHTH HA €AHOBpeMeHHO igueHHe ¢ ACE-HHXHOHTOpH.

TprIHKIHYHY AaHTHACSNPECAHTH/AHTHICHXOTULH/AHECTeTHIIH:
EaHOBpeMEHHOTO M3NON3BaHe HA HAKOH aHeCTCTHYHH JIEKAPCTBEHH NPOAYKTH, TPHIHIUIMMHH AHTWIEIPECAHTH

H anTuncuxotiim ¢ ACE-uHXuOHTOpHTe MOXKE Ja MMa 3a pe3yNTaT AOIBJIHHTENH  Ha KPBBHOTO
Hajisrade (Bx. Touka 4.4). '
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CHMNATHKOMUMETHIIH:
CuMpaTHKOMHMETHLIMTEe MOTaT Aa HaMaJAT aHTHxunepreHsHBHuTe epekTi Ha ACE-unxuburopure.

31aTHH mpenapaTn:
Hma penxu cHO01ICHUA 38 HUTPUTORIHY peakiiuy (CUMITTOMATHKATA BIUNIOUBA 3a4epBSBaHe Ha JIMNETO, rafieHe,

NOBPERINAHE M XHIIOTEH3HA) IIPH NANACHTH NPOBEKAAIIN JTeYCHHE ¢ HIDKEKLIMOHHH 311aTHH MpenapaTH (HaTpHEB
ayporHoMarnar) exHoBpeMeHHO ¢ ACE HHXAOHTOP, BKNIOMUTETHO NEPHHICTIPHIL

4.6 PepTRIATET, OPEMEHHOCT H KhpPMEHE

bpeMeHHOCT:

Vnotpe6ara Ha ACE-HEXHGHTOPH He ce npenopbyea Ipe3 MBPBHA TPHMECTEp Ha OpPEMEHHOCTTa (BXK. TOUKA
4.4). Vnorpebara Ha ACE-uHXuOWTOpH € DPOTHBONOKA3aHA IIpe3 BTOpHA H TPETHA TPHMECTHP Ha
OpeMeHHOCTTA (BK. TOUKH 4.3 1 4.4).

EnupeMuonoryusnTe JaHHH OTHOCHO TepaToreHHus puck ciell ACE-uHXuOHTOpHA eKCro3vLMA Ipe3s mbpBHA
TPHMECTRD Ha GPeMEHHOCTTa HAMAT OKOHYATENeH XapaKTep, MaJIKO NMOBHIIAaBaHe Ha pHcKa obade He MoxXe Aa
Onae m3kmoueHo. OceeH Korato npoaAwpkaBaHeTo Ha ACE-HHXMOHTOPHOTO eYeHHe ce CYHTA 338 CBILIECTBCHO,
MALMEHTH IUIaHHPAIH GpeMEeHHOCT TPAOBA J1a NpeMHUHAT HA aITEPHATHBHO AHTHXMITEPTCH3HBHO JIeY€HHE, KOeTO
¥Ma ycTadHoBen mpodun ma GesomacHocT Ha ynoTpeGa mpH OpeMeHHOCT. AKO ¢e YCTaHOBH OpeMEHHOCT,
neyenmero ¢ ACE-unxubwropH TpAGBa Aa ce crnpe Heza0aBHO H &Ko € HEOOXOAHMO Za Cc€ 3aMovHe
~ aNTepHATHBHO NEYCHUE.

UseectHo e, ye excmosHuuara Ha ACE-maxuOuropha Tepamus nipe3 BTOpMS M TperHs TPHMECTEP Ha
OpeMeHHOCTTa, rMpenu3BHKBA $eETOTOKCHYHHM edekTH npH uoBeka (TmoHwkeHa OBvOpeuna dyuxuuy,
ONUrOXHWApPaMHHMOH, 3a0aBgHe Ha depenmHara OCHQHKAIMA) M HeOHaTamHa TOKCHYHOCT (OBOpeyHa
HEOCTATHYHOCT, XMIIOTOHUA, XHIIEpKUIHeMHA) (BXK. Touka 5.3).

B cayuait Ha ACE-HHXHOMTOpDHA €KCIO3MIHA OT BTOpHA TPHMECTBP Ha OpPeMEHHOCTTA C€ MNpenophHiBa
YATpa3BYKOBO H3cjieiBaHe Ha O0peynaTa GpyHKIHA H yepena.

BeGera, unnro MaiikH ca mpuemManH ACE uuxuGuropu Tpabea na Owpnar HaOnoapaHR BHHMATENHO 3a
xunore3nd (BX. TOUkH 4.3 1 4.4).

KupMmere:

[Topagu annca Ha Hanwuha wHbOpManMa OTHOCHO ynorpedara Ha lipecrapHyM 1o BpeMe HAa KBPMEHE,
[IpecTapHyM He ce NPENOPHYBA M NPEMHUHABAHETO KbM ATTEPHATHBHA TEpanus, KOATO € ¢ No-400bp YCTAHOBEH
npodun Ha 0€30MaCHOCT MO BPEME HA KbPMEHE € 23 OpeanounTaHe, ocoOeHO KOTATO ¢ OTHACH 33 KbpMeHe Ha
HOBOPOAEHO WIH Ha NPeKASBPEMEHHO poaeHo 6ebe.

DepTIIIMTET
He oxazpa BMHSHHE BEPXY PENPOAYKTHBHATA CIOCOOHOCT U epTHIMTETA.

4.7 EdexTH BbpXy cnocobnocTTa 3a modapade H padoTa ¢ MAINAHA
[IpecTapym HAMa NpAKO BIHAHHE BRPXY CrocoOHOCTTA 3a modupaHe W paboTa ¢ MAIOMHH, HO NIPH HAKOH
NalMEHTH MOTAaT JA HACTBHIAT MHOMBMAYATHHM PeakiH, CBbpP3aHH ¢ HHCKO KPBBHO Halsdrase, ocofeHo B

HA4a/OTO Ha JISYCHHETO MK B KOMOHHALMA ¢ APYTH AHTHXHIICPTCH3UBHH TEKapCTBa.
B pesynTaT Ha ToBAa MOXKE Ja Oble HapyIleHa CriocOOHOCTTa 3a modupane H pabora ¢ MALTHHY.

4.8 Hexenann JACKAPCTBCHE PeAKNRN

a. Kpatko onucanue na npodina Ha 6esonacnocr
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[IpothurbT Ha Ge30MACHOCT Ha NEPUHAOTPHII CHOTBETCTBA Ha Ipoduna na OezonacHocT Ha ACE-nHXuOuTOpHTE:
Haii-uecTiTe nexenaHu NexapcTBeHH Ppeakii#, KOMTO c€ cbhOOWIABAT OT KIHHHYHHTE H3MWTBAHWA H Ca
HaOMOJaBaHW W TPU NCPHHACHPMA ca: 3amaiBane, rnasofonne, nNapecTesHH, CBETOBBPTEXK, 3PHTEIHH
HAPYIICHHA, THHHTYC (INyM B YLIiTe), XHNOTOHHA, KalLIHLa, ANCTIHes, KOpeMHH O0JIKH, KOHCTHNIAUMA, AHApHs,
AACTEY3Ns, UCTIENCHs, TaficHe, NOBPEINaHe, Mpypuryc (cupOek), 0OpHB, MyCKY/JIHH KpaMIIM H aCTCeHHSA.

6. Tabnuua Ha KPRTKOTO ONKMCAHE HA HEXKeNaHWTe NEKAPCTBEHN PEaKIMH:

ITo BpeMe Ha KIIHHUYHMTE H3MUTBAHUS W/WIK NOCTMAPKETHHIOBA ynorpeba Ha nepMHROnpHI ca HabaoaaBaHH

CNECIHUTE HEXKECNAHN PSaKLM, KOWTO Ca KaTerOpH3HpaHH 110 Y€CTOTA, KaKTO ClieABa:
Mmuoro gecta (>1/10); wectu 1/100, <1/10); He Tonxosa yect (>1/1000, <1/100); peaxn (=1/10000, <1/1000);
mMHoro peaku (<1/10000), c Hew3pecTHA 4eCTOTA (OT HANTHUHKTE AaHHM He MOXKE Aa Oble HANpaBeHa OLICHKA).

CHcTeMo-opranna Hexenann peaxknun YecToTa
kiacupuxanns no MedDRA

Hapymenas Ba KPbBTA H Eosunoduius Heuectn®*
JHUM(pHATA CHCTEMA
| ArpaHyI0IHTO3a HIH HAHLMTONSHUA MHoro peaku
[IoHIDKEH XeMOrTIOOHH, NIOHIKEH XeMATOKPHT MHoro peaxku
Jlesxonenus/ HEyTponeHHA MHoro peaki
XeMONHTHYHA aHEMHS TIPH NaLHEHTH C BPOLESH MHoro pexu

nepHUHT Ha rmoko30-6-¢pocdar AcxugporeHasara
(G-6PDH) (px. T0uKa 4.4).

TpomboumToneHNs Muoro peaxu
Hapymenas Ba MeTaboansma | XunornukeMus (BK. ToYkH 4.4 H 4.5). Hegectu™®
H XpaHEeHeTo
XunepkanHeMmua, obpaTHMa nNpH criMpaHe Ha Hegectu*
| TIPANOXKEHHETO (BK. Touka 4.4)
XurnoHarpyeMHA Hegectn*
Icuxnuns napymenns HapyiueHua HA HACTPOCHHETO HeuecTH
HapyuieHus Ha ChHS Hewectu
HapymeRdsa 23 HEPBHATA JamaiiBate Uectn
cacrema I'napobonne Yecru
Hapecresus
Bepruro
ChHIHBOCT
CuHKon
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CacTremo-opragns Hexeaan peaknun Yecto12
kaacaPpuxanug no MedDRA

OObpkanoct MHoro peaxu

Hapvuenna ga o9uTe Hapymenne Ha 3peHHETO YecTH

Hapymennsa Ha YXOTO H Twamurye Yecru

Aa0EprRETA

Copaeunn Hapymesns CepuebucHe Hevectu*
Taxukapans Hevectn* |
Crenokapausa (Bx. Touka 4.4) Muoro peaxu
ApHMTMHA Muoro pexu
MHoKapaeH HHPAPKT, BEPOSTHO BTOPHYEH B MHuoro pegxu
PE3YNTaT OT NPEKOMEPHA XMIIOTOHHA MPH
BHCOKOPMCKOBH IMalMEHTH (BXK. TO4KA 4.4)

CroaoBn Hapynmienas Xurroronna (# €(eKTH, CBBP3aHH ¢ XUITOTOHHATA) YectH
Backynur Heuecrn*
HHcynT, BEpOSTHO BTOPHYEH B pE3YJITar OT M=oro peaxy

APCKOMEPHE XHIIOTOHUA TIPH BUCOKOPHCKOBH
MAIMEHTH (BXK. Touxa 4.4)

PecnapaTopss, rpnaHE B
MeJHACTHHANNY HADYRICHHS

Kamnuna

JHcrHes

| BpoHXxOCTasbM

anunoq)ma IMHEBMOHHA

Pynur

Cromamno-apesnn
HAPYIIEeHHAY

Kopemun 6onxu

KoncTunauus

Anapun

Hpcreysna

Aducnencus

I'anene

Hosphulane

 Cyxa ycTa
Hankpearwr

XenaToGHMAPHH BADPYIICHHSN

XenarTur - GHTOMWTHYSH WM XONeCTaTHIeH (BXK.
TouKa 4.4)

HapymeHHa HR KOKATA ¥

Hpypurye
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yCJIO/KHEHHA, Bb3HEKHA/IH B
PE3YATAT H HHTEPBCHIHH

Cucremo-opranga Hexenann peaxund Yecrora
wiacupuxanns 1o MedDRA

HOAKOXHATA ThKAH O6pHp Yectn
Yprakapus (BX. To4uka 4.4) Heuectn
AHrHOEZEM Ha JIMLIETO, KpalHHHLIMTE, YCTHHTE, Hevectn
JINTABHIINTE, e3HKAa, FMOTHCA H/WIH JJapHHKCca (BX.
Touka 4.4) _
Peaxi HA doToceHsuOWMM3aANKA HevecTn®
Iemduronn Heuectn*
Xunepxuaposa - Heuecth
BromapaHe Ha NCOPHAZHC Penxu*
EpureMa mynTigopme MHoro peaky

HapymeHnas HA MYCKYJ/AHO- MyekynHu Kpamiu Yeern

CKeJIeTHATA CHCTEMa H

CLEAHNATENHATA THKAN | Aprpanrus Hegectu*
Mnuanrys Heuectu *

Hapymenpa na On0penare 8 | buOpeduna negocraThuHocT HeuectH

IHKOYHBTE UbTHINA
Octpa 061.0peuna HeIOCTATEYHOCT MHoro pexu

Hapyimenns Ha EpexmunHa auchyHkma Hevectn

BL3NPOH3BOIAHTE/IHATA

CHCTEMA H T'bPAATA

O6mn rapymenus H egexTn | ACTCHUR Yect

HA MECTOTO HA NPRICKEnHE I'peasa 6 Heuecrn*
0612 oTnagHaNoCT Heuectn®*
Ilepudepen orok Hegectn®*
ITupexcus Heuectn*

H3cneasanng Ilopuiiena ypes B KpsBTa Heuectu®
Hopnuien XpeaTHHUH B KPHETA Heuectu*
Tlopumen 6WHMpyOUH B KpBBTA Peaxu
[oBumenn yepHOAPOOHN SH3UMHU Peaxu

Hapagseaung, orpapanns | [lazane Heuectn*

* Yecmoma e u34UcRena no OarHU OM KAURWSHUME USNUMBAHUR 3G HENCERAHY peaxuuu, omyemeny no

CNOHMAHRUMeE CHODUerUA
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Cpobmenn ca ciayuad Ha CHHAPOM Ha HEMpasMiHA CeKpelHd Ha aHTMauypeTHdHMs xopMoH (SIADH) npu
ynorpebara na apyrn ACE mixuGuropn. SIADH Moxe Ja ce cudTa KaTo MHOTO PAAKO, HO BB3MOXKHO
YCRAOKHEHHE, CBLP3aHo ¢ neueHne ¢ ACE MHXUOHTOP, BKITIOYHTEHO ¢ NEPHHAONPHIL.

KIiHHUYHY IpoyuBanug:

ITo BpemMe Ha nepHONA Ha paHACMU3HpPaHEe HA mnampienTure B mpoyusanero EUROPA, ca npocneassanni camo
CepHO3HHTE Hexenand culurud. Hakoako nalMeHTy ca WMamy CEPHOIHM HEXKeNaHW chOUTHA. CLOTBETHO 16
(0,3%) ot 6122 naumenTH, momyuaamy nepunponpun, B 12 (0,2%) or 6 107, nomyvasamm rnanebo. B
rpyrnaTta Ha MalHeHTHTe, MOTYYABAINH MePHHAOTPUI, XHIOoToHu ¢ Habmonasana Npyu 6 MaNMeHTH, aHTHOSAEM
NpH 3 NAUMCHTH H BHE3aNeH ¢hpriedeH apect npH 1 nmaupneHr. [Hoeede natmeHTH ¢a OTNAAHANY OT NPOYUBAHETO

nopajy KauuTHLA, XHITOTOHHS WK OPYI BMA HENOHOCHMOCT B IPYNATa, JICKYBAHH ¢ NEPHHACTIPUI OTKOAKOTO B
TpynaTa, JIeKyBaHd ¢ mmanedo: 6% (n = 366) copsiMo croreeTHO 2,1% (n = 129).

Cro01aBane Ha NOAO3HPAHH HEXENAHH PEAKIIMH
Cro0iasaHeTo Ha NOJO3MPAHHA HEXEAaHH PEaKIMH CJIeH paspeniapaHe 3a ynorpeba Ha JeKapcTBEHHA MPOAYKT

¢ BaxHO. TOBa MO3BOJIABA A3 MPOXEDKM HAOOOEHMETO HA CHOTHOINCHHETO MOJ3A/PHCK 38 JICKAPCTBOHHMSA
npoaykt. OT MeIHLHHCKHTS COSLMANHCTH C€ H3HCKBA A4 cholliaBar BCAKA MONOIHPAHA HEXENAHA PeakiHda
Upe3 HALMOHAIHA CHCTEMA 3a ChodIaBane, HOCOYEHA B !

buarapas
Hanonnurenta arenuus 0o Jiekapersara (MAJT)

V.  Jamau U'pyes™ Ne 8
1303, rp. Codms

Ten.: +359 2 8903 417
yebcaifT: www.bda.bg

4.9 Ipexo3npane

Hma Ha pasnonokeHHe OrpaHHYCHH JaHHH 3a ApeAo3upaHe NpH xopa. CuMNTOMHTE, CBBPRaHU C Npeto3upae
Ha ACE-HHXHOWTOpHTE, MOTAT Ja BKIIOYBAT XHIIOTOHHA, LIMPKYJIATOPEH INOK, EJNEKTPONHTHH HAPYUICHUS,
OpOpedHa HEAOCTATHYHOCT, XHOCPBCHTHIAIINS, TaxXukapaus, TaNNHTanMH, Opaaukapaus, 3aMakiBaHe,
TPEBOXKHOCT H KaULTHIA,

TIpenopbHBaHOTO JEYCHHE HA MPEOO3HPAHETO © MHTPaBeHo3Ha HH(Yy3nd Ha HaTpHeB xiopua 9 mg/ml (0,9%)
PasTBOp. AKO C€ MOABH XMIIOTOHHA, MAUHEHTHT TpAdBa na ObAec NOCTaBeH B MONOXKEHHE 33 JigHeHHEe Ha INOK.
AXO € Ha pasnioNOKEHHe, MOKe CHIIO Aa ¢e pasriena JiedeHwe ¢ HHby3Hs Ha aHrHoreHsuH Il w/wmm
KATEXONAMMHN HMHTPaBeHO3HO. IlepHHIONpPHI MOXe Ha ce OTCTpaHH OT OOIMOTe KpbeoOoOpalllcHHE Hpes3
XeMoaManu3a, (BXK. Tosika 4.4). 3a Opanuxkapana, pe3HCTEHTHA Ha jiedeHHe, € NMOKasaHa Tepanus ¢ NeACMeHKDp .
HenpexscHaTo TpaOBa Aa ce TIPOCTIERABAT XKUIHECHWTE TI0KA3ATENH, CEPYMHHTE SIEKTPOIMTH H KOHLIEHTPALHHTS
Ha KpeaTuHHHA.

5, GOAPMAKOJOIHYHHA CBOUCTBA

5.1 PDapMakoaRHAMHYHH CBOHCTBA
dapmakorepaneBTH4aHa rpyna: ACE unxuburopu, oduknosenu, ATC koa: CO9A AQ4

MexaHu3beM Ha JeHCTBHE
TepuHpgonpuwl ¢ HHXHOMTOP HA €H3MMA, KOWTO KOHBepTHpa aHrHoTeH3HH I B aHrHoreHsHH 1l (aHrHOTEH3HH

koHBepTHpaml eH3uM, ACE). KoHBepTupaluusaTr €H3HM, HIH KMHa3a, NpEICTaBIABa elc;onemuaasa, KOATO
MO3BOJIABA KOHBEpCHA HAa aHTHOTEH3WH | BBB BAa30KOHCTpPHKTOpa aHrHoTeHsuH II, .
pasnagaHeTO Ha Ba3oJMnaraTopa OpalMKMHHH HA HEAKTHBEH XEKTaNeNTHA. @ﬁhﬁ’ _
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Pe3yNTaT penyKius Ha aHrroTeH3uH Il B ImnasMaTa, KOeTo BOAM 0 YBeNHYEHA [U1a3MeHa PeHWHOBA AKTHBHOCT
(upe3 MHXHOMIMA Ha OTpHIIATeNHATA oOpaTHA Bpb3Ka 32 OCBOOOXKIABAHE HA PeHHH) H HAMAJICHA CEKpelHs Ha
anpocrepon. Teh kato ACE mHAKTHBHpa OpaaMKHMHMHA, HETOBAaTA MHXMOHMITMA HMA 3a Pe3yJITaT NOBHIIABAHE HA
AKTHBHOCTTZ HA IUMPKYIUPALIHTE H NOKANHH KUTMKPCHH-KMHHHOBM cHCTeMH (M MO TO3H HAYMH CHINO Taka
AKTHBMpPAHE Ha NPOCTATIAHAMHOBATA CHCTEMa). BB3MOXKHO € TO3H MEXaHHU3BM Aa JOTIPHHACA 3a MIOHHXAaBalOTO
KPBBHOTO Hanarane neiictere Ha ACE-HHXHOWTOPHTE B OTYACTH A € OTTOBOPEH 38 TEXHUTE CTPAHHYHH e()C¢KTH
{(Hanp. KauuUmHIa).

[Tepuuponpun AeiicTea 4pe3 cpOod aKTHBeH MeTabonmt mepuHponpuiar. Jpyrure mMeTabonuTu HE TOKa3Bar
nHxHOMA Ha ACE akTHBHOCTTA MH BHTPO.

Knunuyna epukxacHocT M 0e301acHOCT

XUTIepTOHHA:

Tlepunaonpua € akTHBEH NPH BCHYKH CTENEeHH HA XHIIGPTOHHATA: JI€Ka, yMepeHa, Texka; Habmogapa ce
NMOHIDKABAHE HA CTOMHOCTHTE HA CHCTONMYHOTO H AMACTONHYHOTO KPBBHO HAIATAHEC KAKTO B JIETHANO
TONOKEHUE TIO IPH0, Taka M B H3NPABEHO ITOJIOKEHHE.,

Ilepunpaonpun HamanaBa NEepHPEPHOTO CHACBC CBHIPOTHBACHHE, KOSTO BOJAH A0 NMOHHXKABaHE HA KPBBHOTO
HaaraHe. BeneacTere Ha TOBA ce YBenudasa nepudepHus KPLBOTOK, 663 edekt BppXy cHpACYHATA YECTOTA.
Karo npasuno ce ysenuyansa 050peuHHAT KPBBOTOK, ZOKATO CKOPOCTTa Ha rioMepyiapHa durrpammsa (CI'O)
OOMKHOBEHO OCTaBa HEMPOMEHSHA.

AHTHXHIIEPTEH3HBHATA AKTHBHOCT € MAKCHMAJIHA MSKAY 4 ¥ 6 4. ciie rpHeM Ha ¢AMHHYHA A03a M NPOXBJDKABa
noHe B TeucHue Ha 24 u.: 87-100% ot edekTrTe NMONAAAT B MEKIYTTUKOBATE CEKTOPH.

CnaasT Ba KPEBHOTO HaJLAraHe HacTenBa Obp30. IIpH NoOBNHABAIM Ce MALMEHTH, HOpMAaJIH3aUHA Ce MOCTHTA B
pamkuTe Ha | Mecent U mepcHCTHpa Oe3 NOoABABAaHE Ha TaXUPUiIakcH.

CrmpareTo Ha eueHueTo He BopM Ao rebound edexr.

Iepunaonpun HamMangpa IEBOKaMEPHaTa XMIepTpodus.

JlokazaHO e, 4e TIpH XOpa NEePHHAONPHI [JEMOHCTpHpAa ChAOpasmMpaBaiu csolictea. Toi noxobpasa
€1aCTHYHOCTTA HA FOJIEMHTE apTePHH M HAMAJIIBA OTHOMCHWETO MEMHA: JIYMEH HA MallKUTe apTepHU.
CnomaraTeisa Tepanus ¢ THa3HJICH JHYPETHK BOAH A0 CHHEPru3bpM OT aaMTuBeH THN. KomOunaipara ot ACE--
MHXHOMTOP M THAa3Hj CHLIO HAMAIABA PHCKA OT XMIIOKATHEMHSA, NIPSAN3BHKAHA OT JHYPETHIHOTO JICUCHHE.

HaunenTH cbe cTabunHa Gopma Ha kopoHapHa GolecT Ha ChPLETO:
IIpoyusasieto EUROPA € MHOrouLeHTpoOBO, MEXIYHAPOOHO, PaHAOMH3HpPaHO, ABOHHO-CIANO, IwraLEto-

KOHTPOJMPaHO KIHHHYHO MPOYYBaHe, ¢ NMPOIBBKUTEIHOCT 4 TOAMHM,

JBanamecer xwnaam napecta W ocemuagecer (12,218) maumeHTH Ha BB3pacT Han 18 roguAm ca Owm
paHNOMH3HpPaHH Ha 8 mg nepuHACHpAN TepT-OyTHiamuH (ekBHBaeHTHO HA 10 mg nepuHnonpun apruiuH) (n =
6,110) wiu wanebo (n = 6,108).

Tonmynaumara, BKIIOYEHA B MpOyYBaHero, € Gwra ¢ A0Ka3aHA KOpOHApHA O0lleCT Ha CHPLETO O€3 KIHHHYHH
NpH3HAlM 38 ChpACYHA HemoctaThyHocT. O0mo 9% oT naipieHTHTE ca HManH NpeAIIecTBallH MHOKAPIACH
HHDAPKT WHIH peBacKyNapu3aniil. MeaMKaMeHTO3HATA Tepanud B MpoyuBaHeTo ¢ Ouna aobaBeHa Ha poHa Ha
KOHBEHIHOHATTHA TE€panMs, BKINOYBAINA AHTHATPETaHTH, JTAIIMAO-TIOHKABALIH MeIHKaMeHTH H OeTa-0J10kepH.
OcHoBHHA KpuTepHii 32 edeKTHBHOCT € OHN KOMOMHALMATA OT ChPACHHO-CHAOBA CMBPTHOCT, HedarancH
MMOKAPJIEH HH}pAPKT, H/IWIH CEpACYESH apeCT ¢ YCNellHa pecyciTauus. Jledenrero ¢ 8 mg nepHHIONpPHI TEpPT-
OyrunamMuH (ekBHBaneHTHO Ha 10 mg DEepHHIONPHN aprUHWH) BEAHLK NHEBHO € NOBENO A0 3HAMHMTEIIHO
aGCcoMmOTHO HaManeHWe Ha WHPBHYHATA kpaiiHa nen ¢ 1,9% (penarusno Hamanenwe Ha pucka ¢ 20%, 95% Cl
[9,4; 28,6] — p<0,001).

[pu maumeHTHTE ¢ NpeAIECTBAIN MHOKAPAEH HHQAPKT H/WIH peBacKyllapHuiaisa, abCoMOTHOTO HAMAICHHE Ha
pucka ¢ Owio 2,2%, CHOTRSTCTBAMIO Ha PENATHBHO HaMajenHe Ha pucka ¢ 22,4% (95% CI) [12 0; 31,6) -
p<0,001) no oTHOIIEHHE HA ITLPBUYHATA KpaiiHa 1€ B cpaBHeHHe ¢ rianedo. -

17




JaHHH OT KIHHWYHWTE NPOYMBAHHA 33 JBOHHATA ONOKafia HA CHCTEMAaTa PCHHH-aHTHOTEHIHH-ANAOCTEPOH
(RAAS):

JiBe TONeMH PaHIOMH3HpPaHH KOHTpoaupanH rpoyusadus — ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Tekymo rnofaiHo H3NUTBaHE 3a KpaiHH TOYKH Ha
TEJIMHCAPTaH, CaMOCTOSTENHO M B koMOuHauwma ¢ pamunpwi) # VA NEPHRON-D (Kmaupauo npoytisane
CBBLP3dHO C Pa3sBHTHE Ha HedpomarHa npH quabert, nposeaeHO or MHUHMCTEPCTBO MO BEINPOCHTE HA BETEPAHHTE)
— npoy4Bar ynotpebata Ha komOuHaumaATa oT ACE umxuOHTOp M anrnorersut ll-peuenropen Grokep.

ONTARGET ¢ npoyusane, npopeneHo npH NaUHEHTH ¢ aHaMHE3a 33 CHPACYHO-CHAOBA WIH MO3BYHOCHAOBA
Oonect, mna 3axapeH auader THN 2, NMPHIPYKEHM C J3HHH 33 YBpexaane Ha edeKTOpHH OpraHH. VA
NEPHRON-D ¢ npoyusaHe NpH DALUHEHTH CBbC 3aXapeH auaber THN 2 1 qHaberHa Hedponarus.

Te3n npoy4yBaHUA HE NOKAZBAT 3HauuM Onarompuaren edexr Bbpxy OwOpeunwTe W/HIM CHPACIHO-CBAOBHTE
NOCASHHIH U CMBPTHOCT, KaTO ChIeBPeMEHHO Ca HadmoJaBaHH MOBHIUEH PHCK OT XHNCPKAJIHEMHA, OCTPO
yepexaane Ha OpOpenre Wwin XHNOTOHUA B CPABHEHHE ¢ MOHOTEpanuaTa.KaTo ce MMaT npeaBHl CXOAHHTE
uM (apMakogMHaMHYHM CBOMCTBA, Te3H pe3yiaTatH ca npwioxkuMu H 3a aApyrd ACE uHxuOuTOpH H
aHTMOTEH3HH 1I-penenropHu GokepH.

ACE paxubOuropu u anruorensuH [l-penenropum Onokeps chenosarenno He TpAOBa Aa ce H3NOA3BAT
€AHOBPEMEHHO [PH NAUMEHTH ¢ JuabeTHa HedponaTis,

ALTITUDE (Knuuvuso NpoydYBaHe MPOBEACHO C aNHCKHpEH NPH MALMCHTH CBC 3axapen Aualer tHun 2 ¢
H3TIOJI3BAHE HA CHPACYHO-CHIOBH H GhOpeunn 3abongpaHHa KaTo kpaliHd TOUKH) € IIpoyyBaHe, NpeaHasHaueHo
oa wW3caefBa nojnsara oT NO0aBAHETO HA anHcKupeH KbM crakjaprHa vepamus ¢ ACE maxuburop win
anrHoTeHsus Il-penenroped Ollokep mpM naiMeHTH CBC 3axaped aualer T 2 H xponwwno OpOpewno
3a00/I9BaHe, CLPASHHO-CHLAOBO 3a0onaBane WK ¥ aAsere. [Ipoydranero e NpeKpareHo NPEXKACBPEMEHHO ITOPaH
MOBHIIEH PHCK OT HeOnmaronpusTHM nocaenuii. Kakro ¢bpAevHO-ChIOBATA CMBPT, TaKka H HHCYATET €A IIO-
4eCTH B rpPyrnara Ha anucKMpeH, OTKOJKOTO B TpynaTta Ha 1vianebo, a MpeACTABNABAIIMTE MHTEPEC HEXeIaHu
CHOMTHA ¥ CCPMO3HN HEKENIaHH CHOMTHA (XHUNEpKATHEMHUS, XHOOTOHHA 1 660peuHa ANCPYHKIHS) ce chodImaBaT
TIO-4ECTO B IPYIATa Ha AJIACKHPEH, OTKOJIKOTO B rpynara Ha miaunebo.

ITeqnaTpuana ynorpeba:

BezonacHocTTa M eHKAHCOCTTAa HAa NEPUHRONPWI NpH AeNa M IOHOIM HA BB3pacT noa 18 roauHu He ca
YCTaHOBEHH,

B OTKpUTO, HECPAaBHMTEINO KIHHIMHO OpOydBaHe npH 62 Aena ¢ XMIepToOHHA Ha BB3pacT oT 2 A0 15 roauau
CBHC CTENCH Ha raoMepynapha guwirpaima > 30 mi/min/1,73 m2, mamueHTHTe ca NMOXy4YHiH NEPHHAOTIPHI CBC
cpeana no3a or 0,07 mg/ke. Jlozara e 6mna HHOHBHAYATHIMPAHA B 3aBHCHMOCT OT NAI[HEHTCKHA MpOdhHI H
OTTOBOpa Ha KPBBHOTO HaJlAraHe 40 MakcHManHa no3a ot 0,135 mg/kg/aen.

59 naiHeHTH ca 3aBBPUNIIH TPHMECSUHUN NEPUOR M 36 MAlMEHTH Ca 3aBbpIWAM YABIDKEHMA TCpHOA Ha

Opoy4BaHETO, T.€. OWMM ca npocnenssamy Hafi-mManko 24 mecena (Cpeana NPOIbIKHUTENHOCT HA NIPOYYBAHETO:
44 meceua).

CUCTONMHOTO U HACTOITHOTO KPBbBHO HAMAraHC OCTaBa c¢TabDHIHO OT BKIIOMBAHETO R0 NMOCHEAHATA OUCHKA npu
NAaUMCHTH, JICKYBAHKM INpeAH TOBA C JIPYId AHTUXHOCPTCHIWBHU NCKaApCTBa, B € HAMasAO NpH HEICKYBaHHW
NalHueHTH.

TloBewe or 75% oOT Aemara ca HMajli CHCTOJIHO M JHACTOJHO KPHBHO HANATAHE Nof, 95TH nepceHTHa NpH
TAXHOTO MOCHENHO OLIEHABAHE.

BeszonacHOCTTa ¢ GHna CHBMECTHMA ¢ NO3HATHA Mpodun Ha Oe30nacHOCT Ha NEPUHAOIPHL . — .

5.2 OapMAKOKBHETHYHNA ¢BOHCTBA
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Abcopbums
Crea nepopante NpHeMaHe NepHHAOTpHI ce pe3opbupa OBp30 H NUKOBH KOHICHTPaUMH B IUIA3MATA Cé

ZocTUrar B paMkuTe Ha 1 4. ThrasMeHHAT moMyKHUBOT HA MIEPHHAONPHN € paBeH Ha | yac,

Ilepunponpri € fnekapeTseH npemnecTeeduk. 27% OT npHnoxkeHaTa J03a NEPUHIOIPHN JNOCTHra
KpBBOOOPBIEHHETO NOA (PopMaTa Ha aKTHBHHA MeTabONHT ICPHHACIIPMAAT.

B nonwiHeHHe KbM aKTHBHHA MIEPHHACTIPANAT, TEPUHRONPII C€ pasrpaxKia Ha OIe S Meraﬁomn BCUYKHTE
HeaxTUBHY. [1MKoBA NNaIMEHa KOHLEHTPALHA Ha NEPHHIONPHIIAT CE MOCTHIA B paMKHTE Ha 3 10 4 u.

ToH# KATO mpHEMBT HA XpaHa HAMAIABA KOHBEPCHATA B NCPHHIONPWIAT H CHENOBATENHO - OHOHAIMYHOCTTA,
NePUHZONPUI 2PTrUHAH Tpadea Aa ce mpunara nepoparHo KATO eAHHHYHA JHEBHA X034 CYTPHH Ha TIAHO.
JeMOHCTpHpaHa € THMHEeHHA 3aBHCHMOCT MEXIY J03aTa ePUHAOOPUI H IUIa3MEHaTa i eKCTIOHAIA.

Paznpenenenne
OfemsT Ha pasnpepeneHue ¢ npuGnmsurenno 0,2 kg 3a BecBepsan nepunponpunar. CBHp3BaHETO Ha
NEPHHAONPHIAT ¢ nnasMenuTe oenThid € 20% riaBHO ¢ aHFHOTEH3WH KOHBEPTHPAIUS CH3HM, HO € 3aBHCHMO

OT KOHHEHTPAIMATA.
EMHMHUHHDPAHE

[lepunponpunar ce OTgENS B YPUHATA M TIONY/KHBOTA HA HeCBbp3aHaTa QpakiHa ¢ NpHOMH3HTENHO 17 4., KoeTo
WMa 3a pe3yNTaT NocTHraHe Ha ,steady state” cnen 4 guu.

CnelManiy Donyaauny

ENAMHHHPAHETO Ha NEPHHACHPUIAT HAMBAABA [IPU XOPA B HANpPEIHANA BB3PacT H CHIIO Taka NpH NALHCHTH ChC
chpaeuHa wm 6x0peuna HenoctaTraHoCT. Hpy GROpeuHa HENOCTATEYHOCT € JKENATENIHA KOpeKuMs Ha A03aTa B
3aBHCHMOCT OT CTEIICHTA HA YBPEKAAHETO (KPLAaTUHHHOBIA KIHPBHC).

JManu3HAaT KIVPHHC Ha NEPUHAOTIPHIAT € paBeH Ha 70 ml/min.

KHHeTHKaT2 Ha NEPpHHAONPHUN € MPOMEHEHA NMPH NMAUMEHTH ¢ UMPOo3a: XENATANHMAT KIMPBHC HA MOJIEKyJ1aTa-
Maiika ce pexyumpa HanonoeuHa. KommecTBoro oOpasyBaH nmepMHAONpHiaT o6aye He HAMAIABA H IO Ta3H
NIPHYHHA He C€ Hajlara KOPeKIH Ha [103aT1a (BXK. Touka 4.2 4 .4.),

3.3 pearnaAuAR ZAAHANE 32 Oe3onacHocT

IIpy npoyuyBaHe Ha XpOHMHYHA TOKCHYHOCT CJle[ NPHIOKEHHE NEPOpaAHO (BBPXY TUIbXOoBe M MaliMyHu)
NpULIEHUTE opraHu ca 6x0penuTe. HacTenunu ca yepemnanus ¢ oOparimM xapakTep.

B npoyusaHH4 in vitro WM in vivo Be ce Rabnojasa MyTareHHOCT.

B mpoyuBaHMs 3a penpoAyKTHBHA TOKCHUHOCT (IUTBXOBE, MWIUKY, 3aifiy ¥ MaliMyHu) He Ca YCTaHOBCHH
NpH3IHAUM 38 €MOPHOTOKCHYHOCT WM TEPATOTCHHOCT. 3a HHXHOHTOPHTE HA AHTMOTEH3HH KOHBCPTHPAUIMA
eH3HM, obage, kaTo rpyna e 6wIo NOKasaHo, Ye HHAYUHPAT HeOnarompuaTHH edexTd BLPXy KBCHOTO PETANHO
pa3BHTHE, HMAILM 32 PE3YNTAT GETANHA CMBLPT ¥ KOHTEHHATANIHN ePeKTH NPH rpu3avH  saiuy: 6b6peunu nezuu
¥ YBeJIMUeHa NepH- ¥ NOCTHATATHA CMBPTHOCT. DEePTHIHTETET He € OWI HApYIIeH HHTO UPH MBKKHWTE, HWTO
NpYU KEHCKUTE IUTHXOBE,

B ABIrocpouHH MpoyyBaHuA BBPXY IUTHX0BE M MHINKU HE € YCTAHOBEHA KAPIMHOTeHHOCT.

6. @APMAINEBTHUYHHU NAHHHU

6.1 ChHcHK HA NOMONIHATE BEIECTBA

Copuyesuna:
Jlakto3a MOHOXHApAT
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Marsesues creapat

ManToaekcTpuH

Cunuuues quokcHa, xuipododbeH konouacH
HarpueB HHIIECTEH INIHKOMAT (THN A)

PUAMOBO NOKPETHE!

[munepon
XHipomennoza

MenHu creHHEHUA OT XNopodIeH aK
Maxkporon 6000
MarHesueB creapat
THTAHOB JHOKCHA
6.2 HecprBMecTEMOCTH
Hemnpwunoxumo
6.3 Cpox Ba roamocr
3 ropuHH

6.4 CnenuaJing yc/10BHE HA ChXpaHenHe

JApBXKTe ONaKoBKaTa 3a TableTky IUTETHO 3aTBOPEHA, 3a Ja NMPEANa3sHTe OT BIara.

6.5 Bup H ¢cbaABPXKAHEE BA ONIAKOBKATA

28 wnu 30 TabneTku B Osna MONMMOIPOTIUICHORA ONAKORKA 334 TalneTku, CHaOIeHA ¢ [IOMMETHACHOR OrpasuuuTe

U Oana HEMpO3payHa 3aMylIAIKA ChABPKALILA ACCCKAHT.
Kytus ot 1 onakopka 3a TaGnerks ¢ 28 unu 30 rabnerkn.

He BcHtIKM BHAOBE ONMAKOBKHM MoraT ga Obaar nycHate B npoaaxda.
6.6 CHoeumannm MpeJna3HH MEPKH NPH H3XBLpASHE

Hama cnepmaniu u3HCKBAHHA.

7. IMMPUTEXATEJ HA PABPENIEHHETO 3A YHOTPEEBA
Les Laboratoires Servier

50, rue Carnot
92284 Suresnes cedex

Ppanups

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEFA

20040169
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9. JATA HA IHPBO PABPENIABAHE/TIOAHOBIBAHE HA PAZPEIIEHHUETO 3A YIIOTPEBA

Mara Ha mepBO paspemarane: 16 anpun 2004
JaTta Ha nocneaHo MogHOBABaHe: 2 cerrreMspH 2009

10. JATA HA AKTYAJIMBUPAHEK HA TEKCTA
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