y “03 .ZUZZ,_ B

Sanpunen 10 mg dunMupany TabieTkn
Zaprinel 10 mg film-coated tablets
2. KAYECTBEH H KOJIMMECTBEH CLCTAB

{lepuHIONPUITOB TO3HIAT

Beaka ¢punmupana Tabnetka chaspixa 6,816 mg nepunponpun (perindopril), choThercreant pa 10 mg
nepuHAONPUAOB TO3unat (perindopril tosilate), koifTo ce NpeBPbILa in sifu B NEPUHIOTIPMIT HATPRIA.

ITOMOLIHO BELUECTBO C M3BECTHO ASHCTBHE:
Besxa ¢unmupana TabneTka chabpka 143,924 mg makroza MOKOXHApAT.

3a NEAHUA CIIMCHK Ha NOMOIIHHNTE BEIECTBA BHIKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA

$unmupana tabnetka

3enecna, xphriia, ABOHHOMATLKHANA PUAMMpaHa TabneTka ¢ guaMeTsp ApubinzuTento § mm, ¢
BITLOHATO penedno usobpaxenne ,,10” or enuara crpana u ,,T” ot apyrara crpana.

4. K/IHMHHAYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHAN

XHIePTOHUS
JleyeHue Ha XHNEPTOHUS,

Crabmina pcxemMuuna 60JecT Ha CHPUETO _
llorusxasate Ha pHCKA OT ChPACYHH CHOMTHS NPH NAIMSHTH C aHAMHE34a 32 MHGbAPKT HA MMOKap/ia
W/UNY peBacKyJlapH3aLina.

4,2 Jlo3UpoBKa H HAYHH HA NPHICKEHHE

,1_]03[4[203!(6.

Hosata TpsaOsa fa € uHAMBMTyanHa, cLoGpa3HO 0co0eHOCTHTE HA MauyenTa {Bx. Touka 4.4) 1
OTrOBOPA Ha aPTEPHATTHOTO HANATAHE.

XuneproHus
Janpunen MOXKe 1a ce U3MOJ3BA KATO MOHOTEPANHS WK B KOMOHHAIKA C APYTH K1acoBe 3a

aHTHXHNEPTEeH3HBHA Tepamms (BK. Toukn 4.3, 4.4, 4.5 n 5.1).

HpeniopbuuTenHara HAYaIHa 1033 € 5 Mg BEAHBLXK JHEBHO CYTPHH.

IaumenTtn ¢ H3PAICHO aKTHMBHpPAHE HA peHﬁH-aHT‘HOTEHSHH-a.TI,EIOCTCpOHOBaTa CH
¢ PCHOBA3a/THA XUNICPTOHMSA, AEXHAPATALAA HITH HAMANCHO HABO HA €JIGKTPOJHT
AEKOMINECHCALIHA WM TCKKA XHHGPTOHHH) MOMKE Ia PAa3BHAT BHC3IANHO PA3KO MTOH
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apTePHANHOTO HaJArae cie/l MbPBOHAYaNHaTa J034a. [IpH TaKuBa HauHEHTH Ce PenopLYBa HAUAIHA
A03a ot 2,5 mg, a nevennero TpaOBa Aa 3amousa noj Jexapeko HaGmoaeHwve.

,I[OS&TE MOXe Aa ce MoRMuIn 1o 10 g BEAHTX JHEBHO ClI€q €AUH Mecell lTeHeHue,

CJ'lClI 3ano4BaHe HA JICYESHHE C NEPHHAOTIPHT MO¥e Ra ¢e [ToABY CHMIATOMATHYHA XHIIOTCOHHA, TOBA ©
HO-BEPOATHO TIPH MALMEHTH, KOWTO Be4e Ce JICKYBAT C JHYPETHIH. Hpenophqna €€ NOBHIUSHO
BHUMaHUE, ThH KATO Te3W NalMeHTH MOKE Aa ca ¢ HapyIICHO BOOHO-CNEKTPOIMTHO PABHOBECHE.

AKO € Bb3MOXKHO, JIe4EHHETO ¢ JRYPETHLM TpsO8a fa 6bie cnipsno 2 10 3 ABH Npeay 3amo4Baue Ha
TEPANHATA C MEPUHICIIPHACE TO3HNAT (Bxk. Touka 4.4). ‘

IIpu naupeHTH ¢ XMITEPTOHKS, MPU KOUTO CIIMPAHE HA AKYPETHYHATA TEPAIIHs € HEBEIMOKHO,
JIEYCHHETO ¢ NEPHHIOTIPWIOR TO3KNIAT TpabBa a 3anoune ¢ noza ot 2,5 mg. Tpabea na ce
MOHUTOpUpAT 6bOpeyHaTa GYHKINA U CEPYMHMS Kaluii. B nocnencTere no3ata Ha NEPHANOMPIIIOR
TO3HAAT TPAORA g Ce aaanTrpa cbLo0pasHo OTrOBOPA HA APTEPHANHOTO HalArare. Ako e Heobxoaumo,
JAMYPETHYHATA Tepanus Moxke aa ObJe NpoIk/DKeHa. :

I1pu naupenTH B CTapuecKa BB3PACT JeUeHHeTO TpAbBA Ja 3amouHe ¢ 1032 OT 2,5 mg, KoATo
NIPOTPEeCHBHO J1a Ce NOBHIUAEA A0 5 Mg cnep eAHH Mecel M 10 10 mg, ako e HeoGxoxuMo, B
3aBHCHMOCT OT OB0peunata GyHKUHA (BK. TalAuuaTa no-20/1y).

-Crabunna Hcxemuuta GoslecT Ha CHPIIETO

JleyeHHeTO © NepUHACIPUAOB TO3UNAT TPAOBa Aa 3aNOUHe ¢ /1032 OT 5 Mg BeAHEXK JHERHO B
NPOAEIKCHUS Ha JIBE CEAMULM, CIEl KOETO 1A C€ NOBHIIK A0 10 Mg BeAHBK AHEBHO B 32BHCHMOCT OT
6u0pednara yHKLUHA 1 IPH YCII0BHE, 4e A03aTa OT 5 mg e 6mna noHecena nobpe OT nanueHTa.

Hauuentn B cTapuecka BL3pacT TpAbea Aa ronyuasar 103a OT 2,5 mg BeAHBXK JHEBHO B
NPONB/IKEHHE HA €1HA CEAMHLA, CNIENBALIATA CeAMHLA 5 Mg BeAHEK IHEBHO, Tipeay J103aTa 1a ce
noeuwH 710 10 mg B 3aBucuMOcCT oT OBGpedHaTa dyHKUps (8. Tabmuna | “AganTupase Ha go3aTa
pu 6B6pedHo yeperaane™). Jozata Tpabpa aa ce DOBHIMABA caMo ako No-HHCKaTa 1032 e Guia
noHeceHa noodpe.

CrielHanHy noImynaiuH
Haywenmu ¢ 6v6peuns yvépexcoane

Hosata npH naumenTs ¢ 6s0pedHo yBpexaane Tpabpa 1a ce onpenend B 3aBHCHMOCT OT
KPEATHHWHOBHS KNHPBHC, KaKTO € NoKasaHo B Tabnyia 1 no-nomy.

Tabmmua 1: ApanTupane Ha ao3ara npu GGPEHHO yBpexNaHe

Kpearnnnzop knupehc (ml/min) IpenopbunTenta a03a

Clcg > 60 5 mg AHEBHO

30 <Clgg <60 2,5 mg nHeBHO

15<Cler <30 2,5 mg npes sied

(lauyenTH Ha Xemoauanuza * ]
Cler <15 ' ] 2,5 mg B ens na Apanmsara

* IManu3HUAT KIHPBHC HA IepuHaonpunat e 70 ml/min.
3a NaUMeHTH Ha XeMoauanu3a 103ara TpsaOsa fa ce MpueMa Clell AHaiM3aTa.
Iayuenmu ¢ yeprodpobuo yepexcoare

[Ipy nauMenTH ¢ 4epHOIPOOHO YBPEXKAAHE HE Ce M3UCKBA A/IaNTHPAHE Ha A03aTa (B
nu5.2). '

e
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Heouampuyna nonynrayus

EdnxacuocTTa 0 §e30MaCHOCTTA HA DEPHEACNDPHI NPH Jlena H I0HOINA HA BH3pactT non 18
TOAHHY He CA YCTAROBEHY, .

Hanuuunte noHacTodiiem JaHHH €& ONHCAHH B TOMKA 5.1, HO NPENOpbLKH OTHOCHO JI03aTa HE MOFAT
Na ce nanpapAr. [lo Ta3u npuumna ynotpetara npH Aeua M OHOLWH He ce penopbhiea.

Hauwuy Ha npunoxenue
[Tepopaine NprAOKERYEe
IIpenopuuea ce NMEPUHIIONPHIIOR TOSHAAT /ia CE IPHEMA BEAHBK AHEBHO, CYTPHH TIpely XpaHeHe.

43 [IporuBonoxazaHHs

¢ CBPBX4YyBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO, HAKOE OT [OMOLIHUTE BEINECTRA, U3GPOESHN B
Togka 6.1 win apyru ACE-naxuburopn.

) AHamHe3za 3a anrnoeneM {enem Ha Quincke), CBbP3aH ¢ NPENIUECTBANA TEPATINS C
ACE-utxuburop (k. Touka 4.4). .
HacaeacTeen/HanonaTHIeH aHFHOEAEM.

. Bropu v TpeTH TpUMeECTBp Ha OpeMeHHOCTTA (BIK. TOYKH 4.4 H 4.6).
Ennospemeniata ynorpeba Ha NepHRIONPUIOS TOZMIAT H AJTHCKUPEH-ChABPKAWMA TIPOYKTH ©
[POTHBOTIOKA3aHA NPY TIALMEHTH ChC 3axapen AHabet WiH 6s0peuro yapexdane
{GFR < 60 mi/min/1,73 m?) (Bx. Toukn 4.5 1 5.1).

. CorereTRania ynotpeba npu Tepanus cue CakyOuTpr/Bancaptan. [lepuHaonpun He Tpabsa aa
€€ 3an0u4Ba no-paHo oT 36 yaca cien nocneaHaTa No3a CakyOuTpruI/BasicapTad (BX. ChUI0
ToukH 4.4 1 4.5).

. ExcTpakopriopanay Aeyenud, BOJICUIM 10 KOHTAKT Ha KPBBTA ¢ OTPULIATEIHO 3ape/IeHH
NOBBPXAOCTH (BA. TOUKa 4,5). ‘ :
. 3navuma nBYCTPaHBa CTEH03a Ha Ou0peuHnTe apTepuy Wi CTeHo3a Ha OnipeunaTa apTepua Ha

enMHcTBeH dyRKuHoHHpail 6b6pek (BK. Touka 4.4).
44 CheunayHu npesynpesIcHH 4 OPeXNATHE MEPKY NP ynorpeda

Crabunna nexemytuHa Gostect Ra chpleTo

AKO Iipes NBPBUA MECeLl OT NeHeHUETO ¢ TePHHAONPHT HACTBIN eIH30 HA HECTaOHIHA AHIHHA
NeKTOPHC (TOAM HIH HE), NPEIH NPOSBIKARAHE Ha NEYEHUETOo TPAOBa 14 Ce M3BBLPIIM BHUMATETHA
OLICHKA HA ChOTHOWIEHHETO MOA3a/PHCK.

XHNOTOHUA
ACE nuxuburopute Moxe 1a JOBEAT 10 MOHWKEHNE HA ApTepUaNHOTO Banarane. CHMATOMATHYHA
XHIEPTOHUA C& HabMoaasa PAAKO NPH NALHEHTH € HEYCIOKHERA XUIIEPTOHUA U € NO-BEPOSTHO 13
HACTHNU [PH NAUHEHTH ¢ XMIOBONEMHUS, T.€. Ha HYPETHUHA Tepaliii, OrPaHUYEHUS Ha COX B
AueTata, AHAH3A, JMAPHI MM NOBPBLUIAHE, WIH KOMTO MMAT TeXKa PeHHH-3aBUCHMA XHTICPTOHHS
(Bx. Toukw 4.5 1 4.8). TIpu NaUMEHTH ChC CUMITOMATHYHA CHPAEYHA HEJJOCTATHYHOCT, CLHE Wik Ge3
npyapyxapala OBOpeyna He/loCTATEHUHOCT ¢e HabMoAaBa KIMHMUYHO U3ABEHa XMIOTOHKA. T0Ba € o-
BCPOATHO 13 Ce MOABY NPH MAUHEHTH ¢ HO-TEXKY CTENCHY Ha ChPASYHA HEAOCTATHMHOCT, KOETO CE
onpejens o1 ynorpefara Ha BACOKH A03M OPHMKOBH JMYPETHIIM, XHITOHATPHEMHA HITKH
dyHkuHoRania 6u0peyta HeAoCTATLYHOCT. TIpH NALMEHTH ¢ IIOBYINEH PUCK OT CHMITTOMATHYHA
XUMOTOHWA, HAYAJIOTO Ha TCPAITHATA W aJaTHPAHETO Ha J103MTe TpaOBa aa Obae BHUMATE IHO
MOHHTOPHPAHO (BXK. ToukH 4.2 1 4.8). T1oa06HY cb0oOpaxeHna ca BATHIHH H NPH TIALIHEHTH ¢
HCXEeMHMYHA BOJIECT Ha ChPLETO UK MOILUHO-CBAORA GOJIECT, IIPH KOWTO BHE3aIIHO NOHIKEHVE HA
apTepHaTHOTO HaldraHe O) MOFJI0 fa n0Beie 10 MH(APKT HA MHOKAPAA UITM MOZLYHO-Ch
WHLIMACHT.

[TpH pazBUTHE Ha XUTTOTOHKA, NAUHMEHTLT TPAORA A2 GBJE JIOCTAREH B JISTHAN0 NON
aKo € HeoHXoNuMO la My C€ NPHIIOKHK UHTPaBeHO3HA HRbY3ux Ha 9 mg/ml (0,9%)
Hatpues xiopua. [Ipexoana XunoToHMyHa peakLiis He € NPOTHBONOKA3aHKeE 32 TIPO RAFE: 1
JIEYEHUETO, KATO IOCTCABANIMTE NO3H MONKE [ c& NPUnoXKaT 0GHKHOBEHO Oe3 npob _@%&,ﬂi AT
CREX KATO apTepManHOTO HAINTaHE Ce IOBHIIM CNejl YBeAnuaBate Ha obema. RN
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Hpu HAKOH NALMEHTH CHC 3aCTOIHA CHPASYHA HEAOCTATEYHOCT, KOMTO €2 ¢ HOPMATHO WM HHCKO
KPBBHO HalArade, NEPUHAONPHI MOKE Aa ROBEAE A0 AOINbAHUTENHO NOHHWKABAHE HA CHCTEMHOTO
apTepyaiHo Hanarade. To3u edexr € ouakeaH H OOKMKHOBEHO He € MPHYHHA 32 CHHPAHE HA JEeYeHUETO.
AKO XHNOTOHHATA CTAHE CHMITTOMATHYHA, MOXKe J1a € Heo0XOTHMO MOHIKARAHE Ha 103314 Ha
NEPUHAONPUIIOR TOZHIAT WK CITHPAHE Ha MIPHIACKEHUETO MY. ‘

CreH03a Ha a0PTHA WM MUTDAITHA KIIATA/XHIePTPOGOUYHA KapAHOMHONATHA

Kaxro n npu apyrure ACE-HuxuGuropy, NepuHAONPHIOB TOZWIAT TpaOBa a ce U3nonssa
NpeJNa3IMEo NPH MALMEHTH C MUTPAJIHA KIATHA CTEHO32 M o0CTPYKIDAA Ha M3X0Na Ha T51BA KamMepa
KATO a0pPTHA CTEHO38 MNK XHNepTpohHYHa KapAHOMHUOIIATH.

BuOpe4no yBpekiaHe

I[Tpn 616peuno yspexmaHe (KpeaTHHHHOB KadpBHC < 60 m)/min) HadaaHaTa 4033 HA NEPHHIONPUT
TpsiGBa 1a 6bae ONpesEneHa B 2aBUCHMOCT OT KPeaTHHUHOBUA KMUPHHC HA nalHenTa (Bx. Touka 4.2),
a BIOCTIEAICTBHE KATO (YHKLIMA HA OTIOBOPA HA NALIMEHTA HA JIEYEHHETo. PYTHHHO MOHHTOPHPARE Ha
Kan{H M KpeaTHHHH € YacT OT HOPMaIHaTa MeAHLHHCKA TIPAKTHKA 34 Te3y NMaupeHTH (BK. Touka 4.8).

IIpy nauMeHT! C KITMHUYHO NPOABCHA CHPIEYHA HENOCTATHYHOCT, XHIIOTOHUATA CIE 3alI04BAHE Ha
tepanus ¢ ACE-nuxuburopu Moxe na joene 10 AONBLIHUTENHO YRpex/aaHe Ha Hnbpeunata
¢ynxums. B Tazy cuTyalna e JOKIaJBaHO 32 ocTpa GOpeuHa Hel0CTaTBYHOCT, OOMKHOBEHO
obparuma,

[py HAKOH MAUKMEHTY C ABYCTPaHHA CTeHO3a Ha ObOpeyHaTa apTepHs Wil CTEH032 HA APTEPUATA Ha
enuHcTBeH OB0pek, kouto ca Ha nederne ¢ ACE-naxuburopn e HaGmonasano oGHKHOBEHO 0BpaTHMO
e/l CMpale HA TEPaNKATa MOBULISHHE Ha YpedTa B KPBBTA U CepyMHHA kpeaTutni. Tosa e no-
BEPOATHO NPH NALMEHTH ¢ 6E0peyHa HeIOCTATEYHOCT. AKO € HAIHUE PEHOBA3ATHA XHIEPTOHHA, HMa
NORBMILEH PHCK OT TEXKA XMNOTOHKSA 1 OnOpeyta HeocTaThuHOCT, [IpH Te3u nalMenTH neyeHreTo
TpaOBa 1a 3aN0YHe 110]] HEMOCPEACTBEHO JICKAPCKO HabIloAeHHe ¢ HHCKH H03H H BHUMATEIHO
THTpHpaHe Ha Ao3aTa. ThiH KaTo NEYEHHETO © IMYPETHLIA MOXe fIa N0TIPHHECE 33 TOPHOTO,
ynotpebata uM Tpabpa na Obae crpsata, a Os0peynaTa QyHKUMA Aa ce MOHHTOPUPA NPES ThPBUTE
CEAMMIH OT TEPAINMATA ¢ NEPHHAONPHIOB TO3HIIAT.

Hysxou mamuenT# ¢ XHiepToHus 1 6e3 usssero npeasapureHo 6p6peuno ¢hI0R0 3a60nnBane ca
Pa3BHIK [IOBULICHHE HA YPEATA B KPBBTA M CEPYMHBHA KPEATHHHH, KONTO OBHKHOBEHO Ca JIEKH U
NIPEXOAHH, 0COOEHO aKo NMEPHHAOTIPHA Ce NpIIAra 3aeJHO ¢ AHYpeTHK. TOBA € MTO-BEPOATHO Aa
HACTBIM [IPH NALMEHTH C NPeALecTBailo 6L0peuno yepexknane. Moxe 1a ce HATOKH HAMATCHHE Ha
103aTa W/UNY CMPAHS HA JUYPETHKA W/UIK NEPHHIONPHIIOS TOIMAT.

[laupenTy Ra XeMoaHanusa

Ilpn nanyenTH Ka XeMoARANU3a ¢ BUCOKOIPOITYCKIMBY MeMOpPaHH ¥ IEKYBaHH €JHOBPEMEHHO C
ACE-nnxubutop ca Aoknansani aHaGuNakTORAHY peakinn. [Tpu Takusa nauueHTr TpsOBa na ce
00cwAH ynotpeba Ha pasiniueH BUA JHANM3HA MeMOpaHa MM pas/iHyeH KIlac AHTHMXHIEPTEH3HBHO
JIEKapCTBO.

Evbpeyna tpancnianTanya
Hama onut oT npunokenyeTo Ha NepuHOONPIL [IPH MALMEHTH Che CKOpoLHa 6xOpeuHa
TPaHCIUIAHTALINA.

PenopackynapHa xunepronus
Ipu maumenTH ¢ ABYCTpanya cTeHo3a Ha Ha OnOpeunaTa apTepHd Wik CTEHO3a HA apTepHs

eauH pynkuMonypain 6n0pex, nexypann ¢ ACE uHxuOuTopH, chllecTBYBa MOBULIEH
XHIOTOHKA H HLOpeuHa HeROCTATLYHOCT (BXK, Touxa 4.3). JIeueHHeTO ¢ AUYPEeTHLIH
AonpuHacAw Gpaxtop. Ipd nauneHTH ¢ eAHOCTPaHHA CTeHO3a Ha Gp0pedHaTa apTep
6n0peuna dyHKIUHA MOze Aa HACTBIH AOPH NPH MHHHMANHHU M3MEHEHMA B CEPYME
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CRpEXUYBCTBHTEAHOCT/ aHTHOEEM

Panko npH mauMeRTH Ha REYEHHE ¢ HHXHOKTOPH Ha anmowmnn—xonnemupauum SH3HM,
BKITIOYMTENHO NEPHHAOTIPHI ¢a ChOCIIABAHM AHTHOCNEM Ha JTHIETO, KPAHNLHTE, YCTHHTE,
NIHTABHLKTE, €3HKA, FIOTHCA M/HNH NapuHKca. {(Bx. Touka 4.8). Tora Moxe pa ce MPosABH BBE BCEKH
©IIMH MOMEHT OT JIeYeHUeTo. B TakuBa clyyait ynoTpeGara Ha IEpHHIONpPUR Tpabsa a Ghie cripsHa
He3a0aBHO U 1a ce NpeanpHeMe IeKBATHO MOHUTOPHPAHE, TAKA Ye N4 Ce NPAapaHTUPA ITBITHO WItc3BaHe
Ha CHMITOMMTE TIPeIH U3NMCBAHETO Ha natmenTa. B ciyyail, Ye OTOKBT € OrpaHHYeH caMo 1o JTHLETO
H YCTHHTE, CBCTORHMETO 0GHKHOBEHO ce ORIanapa 6e3 neueHHe, BBIPEKH 4e AHTUXMCTAMHHHTE Ce
M3MON3BAT YCIEUIHO 3a 00/leKuaBaHe Ha CHMITTOMHUTE.

AHTHOENEM C JIapHHTeaNeH OTOK MoXe Aa Onae dartanen. [Ipu aHraKHPaKe Ha €34Ka, INOTHCA My
JIAPHHKCA € BB3MOXKHA OOCTPYKLMA Ha IUXaTeIHUTE MBTHLA, HezabarHO TpsadBa 1a ce 3anoumne
CMENIHa Tepanud. Ta Moke la BKAIOHBA MOAKOKHO MPWIONKEHHE Ha aJIPEHANNH WHIA MEPKH 33
OCHIYPABaHE NPOXOAMMOCT Ha JAuXateinure mpTHina. [Tanyenrure Tpadea 1a ca Mog HeMOCPEACTBEHO
NeKapcko HaGMOACHHE 0 (TBIHO W TPAHHO H3YE3BaHE HA CHMIITOMMTE,

[ManenT! ¢ aHamMBe3a 3a aHTHOEAEM HeCBhp3aH ¢ Tepamitt ¢ ACE-unxntutopu, Moske fla cac
IOBMIICH PHCK OT aHrnoeaem korato nonyqasatr ACE-uwxubutop (Bk. Touka 4.3). ‘

Pszxo npy nannenth Ha sievende ¢ ACE-uHxuGHTOpH € chobInaBaHo 38 HHTECTHHANCH AHTHOEAEM.
Tesu nauveHTH ce npencrasar ¢ kopeMua Honxa (cuc WM 6e3 ranele ¥ MoBPLLIAHE); B HAKOM CITyvan
He € MMano NpesuecTral GannaneH aHrnoeaeM, a Hueata ua Cl-ecrepasara ca GHAY HOPMAHH.
AHruoeem ¢ Ouil AHATHOCTHLMPAH ¢ NpoueaypH, BKnrogsaiu aGromunansa KT unu ynrpaseykosa
JAUATHOCTHKA, WM [10 BPEME Ha ONiepallys, 4 CHMIITOMKTE Ca H3ue3Balld CIeR clTipate ynorpebara Ha
ACE-unxn6utopa. VIHTeCTHHANHMAT aHTHOSEM TPA0BA J1a e BKIIIOYBA B NU(EpeHLMANHAT
IuarHo3a na nanuenTu ¢ ACE-vixuGutopu o kopemsia Goka.

KoMm6uHHpaneTo Ha NepUHAONPUI CBC CaKyOMTPNA/BANCAPTAH € TPOTHBONOKAIAHO NOPAAY NOBHIIIEH
PHCK OT anTroeaeM (BK. Touka 4.3). IlpyeMbT Ha cakyOuTpun/Bancaptas He TpafRa [a e 3anoysa
MIPe/IK J1a ca MIMHHAIK 36 yaca clle ITPUEM Ha NOCTeHATa 2038 OT JIEYEHHETO ¢ DEPHHIONPHN. AKO
JEHEHHETO CBC CaKyOMTPHI/BAICAPTAH e NPeKPaTeHo, IEYEHHETO C IEPUHAONPHA He Tpadsa na ce

3anoOYBa Mpey Ja Ca W3MHHANK 36 4aca Cliell OCieaAHATa 032 CakyORTpHYBancapTan (BX. TOuKH 4.3
n4.5).

CenwreTsaiara ynotpeba va ACE nnxuturopu ¢ NEP usaxuburopu (wanp. pauekagorpwn), mTOR
HHXUOUTOPH (Hallp. CHPONHMYC, €BEPOIHMYC, TEMCHPOTHMYC) H TNANTYHY (Hanp. THHATTHITHH,
CaKCaArJUIMITHH, CUTArIMNTHH, BRINACAMIITHH) MOJKe 3 JOBeNE A0 NOBHIUEH PHCK OT aHTHOCAEM
(Hamp. OTOK HA AMXATeSHUTE IRTHINA HITH €3HKa, CbC Wik He3 HapyeHue Ha JHLIAHETO) (BIK.

Touxa 4.5). HeofXonnMo e 11a ce [0/IX0AM ¢ NOBHLIEHO BHHMAHKE, KOTATO Ce 3a[I04Ra JeueHHe ¢
pauekanotpui, mTOR uuxuburopu (Hanp. CHPOMRMYC, €BEPONKEMYC, TEMCHPOTIMMYC) U TITHNTHHE
(sanp. NMBANTAITHE, CAKCATLTHITHH, CHTATIMIITUH, BUNAATTIMITTHH) NPY DAIMEHT, KOHTO Beve
nprema ACE unxuburop.

AdaduiakTonaHn peakitiy o speme Ha 1. DL abepesa

Panko nauuenty, kouto ca Ha jeuenue ¢ ACE-unxubutopu o Bpeme Ha LDL adepesa ¢ aekcrpan
cyndar ca 1oayqaBatn KHBOTOCTPANIABAIN aHAQUIAKTOMIAHH peakuyn. Te3y peakuyn ce n3oarsaT
4pe3 BpeMeHHO cnvipaHe Ha Tepanndra ¢ ACE-nHxuburop npenu scika adepesna npoueaypa.

AHAQHIAKTOUAHY PEAKIIHK NO BPEME HA NECEHCHOMIH3AIH
MMaunenty, xouto ca ra aeuerne ¢ ACE-uaxubntopu no Bpeme Ha AeceHCHOIIH3MPAIMO NieUeHHE (¢
hymenoptera venom) ca nony4asany aHAQWIAKTOMAHM peakuuit. [Ipy ChUSHTE NALHEHTH T
peakiiiy ca 6uny mbernatH ¢ BpeMedHo cimpakte ynotpebara va ACE-unxu6uropa,
fIOABABAIN OTHOBO NPH HENPEHAMepeHa MOBTOpHa yhatpeba.

Yeptonpotina HenocTaTLUHOCT
Paaxo ynorpebara Ha ACE-MRXHOHATOPH e CRBPIBA CBC CHHIPOM, KOWTO 3anous c
KBITCHHLIA K TIPOrpecHpa 10 GyIMHHAHTHAE YepHOAPobHA HEKPO3a ¥ (TIOHSKOra)
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Ha TO3U CHHAPOM He € u3sncHen, IaumenTy na nevende ¢ ACE-HHXUOHTOPH, KOHTO pa3BUST
XBITCHALA WY DOAYEPTAHO NOBUIICHHE B HHBATA HA HePHOAPOGHKTE CH3HMH, TpAOBa Aa cripart
ynotpetara va ACE-uuxuburopa 1 1a nofy4ar aIekBaTHO MeIHLUMHCKO NpocieaBane (Bix.
TovKa 4.8).

Heyrponenns/arpanynouurosa/TpoMOoHTONE HUA/aHEMUS

Tpu mauwenTH Ha neyenue ¢ ACE vRXHOMTOPH ca noayYesy cLOGIEHIS 3a

HEYTPOTIeHHs/ar paHynoumMro3a, TpoMGourroneHis 1 aHeMud. [Ipy DaukeHTH ¢ Hopmanna 616peyna
yHKIms ¥ 6€3 APYTH YCIOKHEHHA, HEYTPOHEHHATA Ce nposBsea panko. [lepunaornpun Tpatea na ce
H3[073Ba W3KNIOYHTENHO NPeANa3iMBO NPH NAMENTH C KOJATeHO3H, Ha WMYHOCYTIPECHBHE TEPaITHs,
IeHEHHE ¢ aNONYPHHOMN Wl NPOKAMHAMMA, HITH B KOMOMHALMS OT Te3H YCIOXHABAIIM (hakropu,
0co0eHO NpK NPeMIecTBalO YBpekaane Ha Op0peunara ¢yHkuHa. Haxon oT Te3n nalpenT! ca
pasBWITH TekKH MHGBEKITY, KOUTO B MaTbk Gpoii CITyuan He ca OTTOBOPWIM Ha MHTEGH3UBHA
aHTUOMOTHYHA Tepanis. AKO NPU TAKHBA NAUKEHTH Ce W3N0N38A IEPRHAONPHI CE IPenopbYBa
NEPHOIHYHO MOHUTOpUpaHe Ha JIEBKOUNTHRA OpoH, KaTo naLpenTHTe Tpadea na Obnart
niopmypany, e TpaGea Aa croOUIABAT 23 BCEKH NPUZHAK HA WHbeKUEs (HAMp. BH3NANECHO MLPIIo,
NOBHLIEHa TeMIIepaTypa).

Paca

HauuenTire 0T adpo-aMepHKAHCKH NMPOH3IX0A, KOWTO ¢a Ha nevenne ¢ ACE-MaxHOHTOPH ca ¢ No-
BHUCOKA YECTOTA HA AHMHOCAEM B CPaBHEHHUE C IPYruTe pacH.

Kakro u npn ocrananute ACE-uHxuburopn, NEpHHAONIPHIT O4EBUIHO € NM0-C1abo epeKTHBEH No
OTHOLIIEHHE NIOHIKAaBAHE Ha apTEPHATTHOTO HAJISFAHE TIPH NIALMEHTH OT YEPHATA Paca B CPABHEHME C
NalMeHTH ¢ Apyra pacoBa NPUHANIEKHOCT, BEPOSTHO NOPA/IH HO-BUCOKATA HECTOTA Ha HHCKH
PEHHHOBH HHUB& B Ta3ly HOMyAaLMS.

Kanunnna ‘

Tlpu ynotpeba Ha ACE-uuxuburopu ce chobulaba 3a cyxa Kauutxig. T 0OHKHOBEHO €
HeNPOAYKTHBHA, TSPCHCTHPAA M H3YE382 IPU CIMpaKe Ha nedenwero. Kanmuuara cebpiana ¢
ynorpebara Ha ACE-nuxuGuropu TpaGea fia ce UMa IpeABU KATO %aCT OT JHQepeHitHaitara
JNHArHO34 Ha KailAWIaTa.

Xupyprug/anectezug :

Ilpu nalpenTH, HA KOUTO MPENCTOM rojiiMa OTISPALMSA WIH AHECTE3HA C AEKAPCTBA, KOHTO HMAT
XHOOTOHUYHO ACHCTBHE, HEPHHAONPHI MOKE Ja Onoxupa 0Opa3zysaHero Ha aurHoTensuH Il
BTOPHYHO, KaTO KOMIIeHcallua Ha ocBoCoxaapaneTo Ha penud. [lopanu toBa ce npenoprusa
TeyeHueTo aa 61 COPARO, aKO € BB3MOXKHO eIMH JeH Npey onepatmara. [Ipu nosea Ha XUMOTOHMS,
32 KOATO Ce NPEAIoNara, Ye e IDKH Ha TO3H MEXaHU3ILM, T4 Moske 4a Obie kopurdpana ¢ obeMHo
3aMeCTBaHe.

XHUNepKaTHEMHES
Torumasane Ha cepyMHuMs kanuii ce HabaiogaBa [IPK HAKOW NALKCHTH JIEKYBaHH C
ACE-uuxuburopn, skmountento nepusgonpun. ACE yHxuburopute MOraT jia npean3REKAT
XHTIEPKaneMus, Tbi Kato HHXHOHpaT ocBoGOKAaBaHeTO Ha anfocTepoH OGHKHOBEHO eeKTET He &
3HaYHM fpH MAUHEeHTH ¢ HopMasina 610peuna dbynxima. Puckorute dakropu 3a passuTHeTO Ha
XHMCPKATHEMHS RIUTIOYBAT NAUMEHTH ¢ Gb0pedHa HeROCTaTEHHOCT, BROMIaBaHe Ha 61LOpevnaTa
GbyHkipa, ranpeanana pb3pact (> 70 ronuum), 3axapeH nWaleT, MHTEPKYPEHTHH CHOUTHA, MO-
CTICUHANHO AeXUApaTalMd, OCTPa ChPACUHA AEKOMIIEHCALHA, META00HTHA ALIAC3 H EAHOBPEMEHHE
ynorpeba Ha KaaHH-CXpaHABalIi IMYPeTHLA (HAND, CIMPOHONAKTOH, ETUIEPEHOH, TPUAMTEPEH UK
AMIJIOPHI), KANHERM JI0DABKH WM KaNHii-ChABMKAILH 3AMECTHTEM HA TOTBAPCKATA COJ; WM
NAUWeHTH, TPUeMaliy APYrH EKAPCTREHH NPOAYKTH, CELP3aHY C NOBUINABAHKI Ha CEPYMH
(Hanp. xenapyH, KOTPUMOKCA30N - M3BECTEH OLUE KATO TPHMETOPHM/CY.tdaMeToKcaso,
AHTarOHHCTH Ha &1A0CTEPOHA WIH aHFBOTEH3HH perienTropiy 6nokepy. Ynorpebara
A06aBKY, Kanui ChXPaHABALIM JAMYPETUIIN WM KATUA-CHLIbPKANIH 38MECTHTENH H
ocofieHo NPy NauHeHTH ¢ Hapyena 6p0peyHa PyHKLNA MOKE Ja KOBEAE JIO 3Haq
Ha CepyMHHA Kanul. XunepkaaHeMusITa MOXe Aa NPEAMIBHKA CEPHO3HH, TOHAKOT
aputMag. Kajnit CexpanaBalyTe JMYPeTHIA M AHTHOTEH3MH PELENTOPHHETE BlIOK
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H3N0JI3BAT ¢ NOBUINEHO BHUMAHUE [IPH Hau#eHTH, npueMaind ACE uHXHONTOPH, a CePYMHMAT KasIHii
1 bpbpeunaTa dynKiHa TpaGsa aa ce vabnroasar. Ako eAHOBpeMenHaTa ynoTpeba Ha
FOpeCHIOMEHATUTE CPECTRA Ce CHMTA 34 MOAX0/AIHA, Te TpAbBa 1a C& M3NON3BAT C NOBHIEHO
BHMMAHWE H NPH YECTO KOHTPONMPAHES Ha CepyMHHA Kanui (px. Touka 4.5).

HauvenTn ¢ nvaber

Tlpy nianpenTs ¢ AnaleT U NPeAMMecTBAIO JeUeH e ¢ NEPOPANHH aHTHANAGETHH CPe/ICTRA HAK
MHCYJIMH, 2 MMEHHO Mpe3 MepBuA Mecen ot nevenreto ¢ ACE-naxuGuropu, 1patsa aa ce npose)x,aa
CTPOT KOHTPOJ HA HUBOTO Ha KPhRHATA 3axap (Bk. Touka 4.5).

Jyrnii
KomGunanusara oT THTHIT 1 NEPHHAOIPIHA KATO LAJO HE Ce Tpenopbusa {Bk. Touka 4.5),

Kanuii chxpadaBaiin IeKapeTBEHH IPOAYKTH, KATHCEH N06ABKM WY KaIKH-ChIABpPARIN
3aMECTHTEIN Ha TPANe3HaTa cox

[lo npanumn He ce npenopbyBa KOMOMHUpPAHE Ha NEPHHIONPMI U KANHIT CLXPAHABALIN JIEXAPCTRA,
KaJtueBH 700aBKH HAM KaMMIi-ChOBIIKALIN 3aMECTHTENH Ha Tpane3Hara cojt (B, Touka 4,5).

ABoiiHo Grokupane Ha peHWH-aHTHOTEH3UH-AI0CTEpOHOBATS chcTeMa (PAAC)

Hma navuy, ye eanospemennara ynotpeda va ACE nuxuGurops, anrnotensus 11-peyentopuu
Gnokeprn UNH aATHCKMPEH NOBHLIABA PHCKA OT XMIOTOHUA, XHOECPKANHEMHS M HAMANIBANE HA
6rOpeunaTa QysKINS (BRIIOYHTENHO ocTpa 666peyna HeocTaTeunoCT). Tlopanu Tosa Ke ce
penopryBa AsoiiHO Gnokupane na PAAC dpes kombunupanara ynotpeba va ACE mHxubutopy,
aurHoTensyH Il-penenropyu Gnokepu Wik andckupen (Bx. TouxH 4.5 1 5.1),

AKo ce npeueny, He TepanuaTa ¢ Asofiko SlokHpane & aboomoTHO HeoGXonuMa, T4 TpabBa fa ce
NIPOBEX A CAMO NIOT HAOTIOAEHHETO HA CACUMANKCT H NIPH YeCTO BHUMATEIHO MOHUTOPHPAHE HA
OBOpeynara GyHKuMA, ENEKTPONHTHTE i KPLEHOTO HAJISTAHE,

ACE unxubutopu v anruorensuis l-petenropru Gnokepn He TpsGBa fia ce U3NON3BAT EHOBPEMEHHO
NpY NalMeRTH ¢ Auaderha uedponarus.

[IEpEHYeH ANNOCTEPOHHIBEM

Halmemm'e C IEPBHYCH XHH&D&JIHOCTCPOHH?LM 06HKHOBCHO HE C€ HOBJIHABAT OT
AHTUXWIIEPTEHIUBHY CPEACTBA, ACHCTBANM ypes HHXHOHPAHe HA CUCTEMATA PEHRH-GHITHOTEH3HH.
Tfopaaw TOBa H3NOA3BAHETO Ha TO3H NPOIYKT HE CE NPENOPLUBA.

bpemeHHoCT
Jieuernuero ¢ ACE-umxnburopy He Tpafira na ce 3anoura no speme Ha GpeMennoct. Ocaes axo

repanuara ¢ ACE-HEXA0UTOPH He ¢ CuuTa 3a ChlIeCTReHa, MALMEHTKATE rTarppaly 6pemennoct
TpAGBa fa [IPEMUHAT HA ANTEPHATHBHO AHTHXHNIEPTEHINBHO JIEUEHHE, KOETO € C YCTaHOReH podw
Ha GezonacHocT No BpeMe Ha bpemennoct. [Ipu yeraHosseane Ha 6peMeHHO0T, neuennero ¢ ACE-
duxuburopu Tpabea na 6bne HezabaBHO NPEKPATEHO K aKO € TOAXOANUIO /1A C€ 3aTIOYHE
a/TepHAaTHEHA Tepanns (Bx. ToukH 4.3 u 4.6).

Ilomownn seliecTra

Haxmoza .
TanpenTH ¢ peakyu HACNECTBEHM NPobieMit Ha HEMIOHOCHMOCT KbM FANAKTO34, hICH JIAKTA3eH
ReGrmvT MK NTI0KO30-ranaKkTo3da ManabcopGLus He TPAOBa 1a IPUEMAT TOBA NEKapPCTBO.

Hompuii
Tozn nexapeTBeH fIPOAYKT ChIbIKA no-Mako of 1 mmol HaTpwii (23 mg) wa tabierk
Ce KaKke, Ye ITPAKTHYECKH HE ChAbpiKa HATPHii.

4.5 BiaumopelicTBHe ¢ APYrH IeKapCTBeNN MPOAYKTH M APYIH GOpMH HA

JlaHHH OT KNHHHYHHM IPOYMBAHHA NOKA3BAT, Y€ JROHHOTO GNOKUpaKe Ha PeHUH-a
anjocrepoHosara cucreMa (PAAC) upes xomOGyuumpanara ynotpeda Ha ACE unxn

7
NL/H/2468/001-003/B/027G



aurnoTedsuH [I-penentopan 6;10KepH HIIH ATHCKMPEH CE CBHP3BA C O-BHCOKE 4ECTOTA Ha HEXEIAHH
CHOMTHA, KATO HAMPHMED XHIOTORHS, XMITEPKATHEMHS W HamansBade Ha 0n6peunata pyuxups
(BKMOUYKTENHO ocTpa 6B0peyHa HEAOCTATHUHOCT), B CPABHEHME ¢ YnoTpebaTa CaMo Ha €aHO
CpPeACTSBO, JeficTBawio bpxy PAAC (Bx. Toykn 4.3, 4.4 1 5.1).

JlexapeTpa, MOBHIMIABALRY PHEKR OT AHIHOENEM

EnnoepemerHara ynorpeba #a ACE nuxuburopu cbe cakyOUTpHIL/BaICapTaH € IPOTHBOTIOKA3aHa,
TBH KATO TOBa [TOBHUIABA PHCKa OT NOSBA Ha aHrHoeneM (Bxk. Toukwu 4.3 n4.4).
CaxyOurpun/sancapra He TpAOBa 1a ce 2anovBa NMped Aa Ca UIMUHATH 36 4aca OT IpuemMa Ha
HociefHaTa R03a OT TEPANHATA C NEpHHAONPWI. JieueHue ¢ NepuHAORPUN He Tp:AGBa Aa ce 3ariouBa
npeay Ja ca H3MHHamk 36 vaca chell NPUEMa Ha NOCIEAHATa 032 OT cakyOHTpHiL/BancapTau (Bx.
Touku 4.3 u 4.4).

Ennospementara ynorpeba sa ACE uaxuburopu ¢ pauexagorpun, mTOR nuaxuburopy (anp.
CHPGIUMYC, SBEPOIHMYC, TEMCHPOTUMYC) U TITHITTHHY (Halp. AHHAFTUITHH, CAKCATIIHITHH,
CHTArTMITTHH, BUWIAIIHITHH) MOKe Na JOReNe [0 NOBHUIEH PHCK OT aHrHoeaAeM (Bx. Touka 4.4).

JlexapcTBeHH HPOAYKTH BPLAR3BHKBANY XANCPKATHEMHS

BeapekH ye cepyMHHAT kanu$i 0OHKHOBEHO 0CTaBa B HOPM&IHH [PaHHIM, XHNIEPKATHEMHEA MOXe /i
Ce TIOABH IPH HAKOH NALMEHTH, NeKYBaHN ¢ UePUHIONPHI. HAKOH JeKapCTBa HIM TEPANCBTHYHN
K/1aCOBE MOTAT 2 YBEAHYAT NOJRATA HA XMIICPKATHEMHA: ATUCKHPEH, KANHMEBH COIM, KANHii-
CHXPaHABAUIH AHYPETHLIM (Hanp. CIMPOHONAKTOH, TpHaMTepeH Han ammiophn), ACE unxnbGuropw,
anruotensun I peuentopan anraronucrs, HCIIBC, xenapunit, HMyHOCYNPeCcopH, KaTo
HHKFOCTIOPHH WY TAKPONKUMYC, TPUMETONPHM H KO-TPHMOKCA301 (TPUMETONpUM/CyiipaMeToKeas30),
Thil KATO € W3BECTHO, Y€ TPUMETONPAM JIeiicTa KaTo KaTHii-ChXpaHgBalll AXYPETHK NONOGHO Ha
amusopua. KomOunaumsta ¢ Te3y NeKapcTBEHH IPOAYKTH MOBHIIABA PHCKA OT XUIIEPKATHEMMUS.
IMopaan Tosa He ce NpeliopbHpra KOMOMHHPAHETO Ha TEPHHACTIPWI C TOPECTIOMEHATHTE JIEKAPCTRA.
AKo e nokazasa CEIBTCTRALNA yNoTpeda, Te Tp4OBa lia ¢& HATON3RAT ¢ NOBULLEHO BHUMAHHE U MPH
HeCTo NPOoCIensBane Ha CepyMHMA KATKIA.

CrObTCTBAATA YHOTPeOa € NPOTHBONOKAZAHA (8K, ToUuKa 4.3)

 Anvcknpen
Ipu naunentHTe ¢ nuaber uik OEGpedHO YRpexaaHe, HAPACTBA PHCKLT OT XUNEPKATHEMHMS, OT
pnomarane Ha OuOpeunaTa QyHKIGA U CHPACYHOCHAORATA 33001€BAEMOCT M CMBPTHOCT.

Excrpaxopnopalny neueHus .
EKCTpﬂKOpI]Op&J’lHH JICYCHHUA, BOACHOIN JO KOHTAKT HA KP’LBTa C o’rpuumenno 3ap€,ELEHH HOB’thHOCTH,

KATO HaNpyMep NMANU3A HITH XeMOQHATPaIMA ¢ ONPENIeIeHH BUCOKO NPONYCKIWBK MeMOpann, (Hanp.
TIONMAKPANIOHHTPUIAHY MeMOpati) i adepesa Ha THNONPOTEHHY C HICKA ILTETHOCT ¢ AEKCTPAHOB
cyntar ne TpsOsa na ce nposexaaT, HOPazH NOBKILEH PACK OT TEKKU aHADUNAKTOHIAHN PEAKLHM
(. Touka 4.3). [Ipu HeobxoanmocT oT nonobHo nevenne TpsaGBa fa ce OOMHCTH H3NONR3BAHE HA APYF
THTL AHATA3HY MEMOPAHH HIH Ha AaHTHXUNIEPTEH3MEHO CPENCTBO OT APYT KIac.

CrernbTerRamaTta ynotpeba ne ce npenopbysa (k. Touxa 4.4)

AJMcKUpeH
[Tpy namyeHTH, KOHTO HAMAT AnabeT Wik OBOpeyHo yBpeXKaaHe, HaPACTBA PHCKBT OT

XUIepKaTHeMHs, OT BioaBare Ha OuOpeyHaTa QyHKUNI W CHPACYHOCHI0BATA 3a601EBAEMOCT ¥
CMBPTHOCT. :

Conprersaiuga Tepanua ¢ ACE puxubuTop M 610Kep Ha AHCHOTEHSHHOBHTES PEUEITFOPH
B nutepatypara ce chobIuapa, ue NpH NALMeHTy C YCTAHOBEHA arepockiepoTiiHa Bon

tepanud ¢ ACE ruxuburop M aHrdoTeH3UH peuenTopHd GnoxepH ¢ cBhp3ada ¢ i
XMIOTOHHA, CHHKOI, XHITepKaaueMus U BIOLWaBaHe Ha G0peuHara gysaxuns (B
610peyHa ReAOCTATEYHOCT) B CpaBHeHHe ¢ ynotpelarta Ha eqHO CPEACTBO, AekT
aHI'MOTEH3HH-an20CTEPOHOBATA cHcTeMa. J[BoliHaTa 6aokasa (HanpuMep 4pes k
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ACE-nnxuburop ¢ anrnorersun I1 petentopen antaronuct) Tpabea a Ghe orpanMUeHa 10 OTACTHA
CayYaH ¢ BHHMaTEIHO NpocaeasBaHe Ha OnLOpeunara GyHKuMs, HUBATA HA KaNuif M KPHBHOTO
HaJIAraHe.

Ectpamyeran
Prick or nopuueHy HexkelaHH peakuUl KATO dHTHOHEBPOTHYEH OTOK (aurHoeaem).

Kanuii-coXxpangapany JHyPeTHIIN (Hanp TpHAMTEPEH, aMHUTIOPHUL H 1D, }, KATTHERH COIH:

Xunepkanyemus (noTeHuAanso garanda), ocobeHo chyeTana ¢ 6b0peuto yBpeskaane (aguTHBHA
xunepkanMeMndHu edekTH). KomOunaimaTa 0T NEPHHIONPHI ¢ FOPECIIOMEHATHTE IEKAPCTBA HE Ce
npenopbusa (Bxk. Touka 4.4). Ak eAHOBpeMeHHATa YNoTpeba Bee MaK € fokasaHa, Te TpIbsa na ce
M3TION3BAT C MOBHMILEHO BHHMAHHE ¥ C 4ECTO NPOCheASBAHE Ha cepyMHHUA Kanuil. 3a ynorpebara Ha
CNIMPOHONAKTOH PR ChpAeYHA HEAOCTATEUHOCT BIDKTE NO-TIOMTY.

Jinrwii

Ipy eanoBpeMeHHOTO NpHIOXKesNne Ha TUTHHA ¢ ACE-uHxubutopy e croluasano 3a o6paTHMO
MOBHMINIEHHNE Ha CEPYMHUTE KOHIEHTPAaLMH HA THTHH H TOKCHYHH npossH. Ynorpebara Ha
NEPUHIONPILL C IHTHE HE Ce NPENophYBa, HO aK0 KOMOMHAIMATA CE CHMTA 33 AOKAa3aHO HeolxoauMa,
TpAOBa 2 ce DPOBEK/IAa BHHMATENHO MOHUTOPHPAHE HA CEPYMHMTE HUBA Ha AHTHH (B, TOuKa 4.4).

Corbsrersama ynorpeﬁa, KOSTO HIACKBA COCIIHATHO BHHMAHHE

AnTnnnaleThy cpeacTea (MHCVIHHH, TEPOPLTHE XHOOTIMKEMHYHN CPeaCcTBA)

EnuaeMyoA0THYHH HPOYYBAHNS ©2 NOKA3aNY, Ye SIHOBPEMEHHOTO npunoxerue Ha ACE-
HHXMOMTOPH M aHTHIMAOSTHH JeKapcTRa (MACYNHH, CPOPAIHY XHITOTVIHKEMH3HPALIH CPEICTBA)
MOXKE Na NOBEAE AO YCHIBAHE Ha MOHIKABALIMA KPLRHATA 33Xap eekT ¢ PHCK OT XHIOITIMKEMHA.
Tosu PpeHOMEH RITNEXKAA € [IO-BEPOATHO 1A Ce NIPOKBY NPE3 IBPBUTE CEAMUIIH OT KOMOHHHPAHOTO
TIEUEHHE W NPH MauMeHTH ¢ Gb0peuso yRpexkIaHe.

Bawiiogen
Nosnuien anTuxuneprensuser edekt. KoHTpoaupane Ha KPLBHOTO HANSTAHE W NIPH HEOOXOMUMOCT
aJanTHPaHe Ha J03aTa HA ZHTHXHUEPTEH3NBHOTO CPECTRO. P

Kanuli-necbxpansapaind JHYPETHIH
TauneHTH Ha nedeHHe C AMYPETHLIM W 0COOCHO TE3M, KOMTO Ca C XHTIOBOIEMHUS HITH

JHCENCKTPONUTEMHSL, MOJKE JIa TIOIyYaT CHITHO MOHIDKEHAE Ha KPBBROTO HAISaHe Cnejl 3aN04YBaHe Ha
TepanuaTa ¢ ACE-yHxuburopy. BepoaTHocTTa 33 XMNIOTEH3HBHN e(peKTH MOXKE 3 Ce HAMAJTH Ypes
cnHpane ynorpebara Ha IMypeTHKa, IOBULIABAHE HA ChAOBYS O0SM HIH NpPHEM HA COR 1PN
3aNOYBAHE HA TEPaNKATA C HUCKA M NPOrPECHBHO HAPACTRAINA 4032 IEPUHAOIIPI,

Ilpu apmepuania xumepnionta, KOTATo IIpe/IMIIAATA TEPaIis ¢ AUYPETHK MOYKE [a € PHYHHKIIA
3ary6a Ha cos/obem, wiH nHypeTUKBT TPAORA fa Obae cupsH npe/ anousane na ACE naxuburopa,
KaTo B TO3W CITy4aH MOXKE Ja C& BBBE/E OTHOBO KaTHI-HEChXPaHIBall NUYPETHK WIH 43 Ce 3anouHe
ACE HHXUOHTOP ¢ HUCKA 1032 ¥ NOCTETIEHHO YBSTHYABAHE,

IIpu sacmoiima cvpoeuna neoocmamuvynoem, aexysana ¢ ouypentuyu, ACE uaxuburoper tpabea na
Ce 3ar0YHe ¢ MHOTO HUCKA 5034, BEPOATHO CNER [IOHIKABAHE HA O3ATA HA CRLP3aHMS ¢ HETO Kaslii-
HecbXpaHABaLl JHYPETHK,

Bbs Bcnukn criyyau Ou0peunara dhyHKOms (HHBEITa Ha KpeaTHHuH) TpAGBa Ja ce ciieau fpes IbPBMTE
HAKOJIKO ceaAMUUH oT nedetnetro ¢ ACE unaxuburop.

Kanu#i-chxpaHapaniy JMypeTHUHN (€ILIEPEHOH, CIHPOHQIAKTOH)
C ennepeHOH UITH CIIHPOHOAAKTOH B 403K Mexkdy 12,5 mg a0 S0 mg Ha nen u ¢ uucku no3u ACE
HHXUGHTOPH:
Ilpu nevenvie Ha cepaeyna HeoeTaThbaHOCT OT Kac I-IV (NYHA) ¢ dpaxums na n
H npeaxoano jgedenue ¢ ACE unxuburopn 1 6pyiMKOBH JHYPETHUR, CHIUCCTRYBA
XHNEPKANHEMH, NOTeHIHAJTHO ¢)aTanHa, ocoletio B c.r[yqau Ha HSCNIa3BaHe Ha Ip

6x6peuto yapexc;laHe
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Iipenopsuea ce BHUMATETHO NPOCASIABAHE Ha KATHEMHATA H KPEATHHMHEMMATA NPe3 ITLPBUA Mecel]
OT NEHUCHHETO BEJHEK CCAMHYHO B HAYAJIOTS ¥ BCeKW MEcel] CIiEll TORA.

Hecteponnnn nporthsosbnanvrenty cpencrsa (HCHIBC) sxal0dMTeHo ane TRICATHIIAOBA
KHCENnKhHa > 3 g NHeBHO

Koraro ACE-uHxubHTOpH Ce NpUNarat €4HOBPEMEHHO ¢ HECTEPOMIHH NPOTHBORE3INATHTETHH
cpenctsa (T.e. AUETHICATHLIIIOBE KUCEIHHA B IPOTUBORBINATMTENHH 1034, COX2-Huxnburopy u
necenextnery HCTIBC) mozke aa ce HaOimonaba oTcaabsate Ha AHTHXHOEPTEH3HBHHA e(eKT.
CribTeTBamata ynorpeba na ACE-naxubwropu 1 HCTIBC Moxe 1a AoBeIE 10 NOBHMINEH PHCK OT
BiOIaBaHe Ha OrOpeunara GyHKIMA, BIUTIOYHTENHO BE3MOKHA O0cTpa 6L0peuta HeJOCTATESHOCT H
MOBHIICHHE HA CepyMHUS KaInH, 0cobeHO NpH NALMEHTH ¢ IPEABAPUTENHO YBpeaeHa Oa0pedna
pyHxuus. KombunanmaTa TpaOBa 1a C€ W3I0N384 NPeINazingo, 0COGEHO Py NALMEHTH B CTApYeCcKa
ph3pact. Hanvenryre Tpabsa aa 6pAAT 8ACKBATHO XHAPATHPaHH W A ce 00CHAH MOHUTOPHpPaHe Ha
HuOpeunata DyHKIHA CNCA 3211049BAHE HA CHITBTCTBAMATA TEPAIHSA, KAKTO W NEPUOJMYHO cled TORA.

ChnbrerBamara ynoTpeda H3IHCKBA NOBHIICHO BHAMAHHRE

AHTUXNNIEPTEH3UBHE CPENCTEA H BA3CIHIATATOPH

CrimercTRamara ynorpeba Ba T€3M NEKapCTBA MOMKE /12 YCHIIY XUTIOTEHIMBHHTE e(peKTH Ha
nepungonpsn. ChNBTCTRAINATA YNOTPEOA ¢ HUTPOTTHLUCPHH H APYFH HHTPATH WM IpYTH
BazoAWIATATOPH MOXKE JOMBIHATCITHO 43 NOHINKH apTEPHATTHOTY HAJIraue,

TpHUMKIHYHY 2HTHAEHDPECAHTH/ A HTUTICUXOTHITH AHECTETHIIH

CenprerBama ynorpeda a HIKOH AaHECTETHLH, TPHUMKTHYHN AHTHAETIPECAHTH ¥ AHTUIICHXOTHUM ©
ACE-uHXubuTOpH MOXE JIa I0BEe A0 AOMBJRHTENIHO NIOHIDKEHME HA APTEPHANIHOTO HanAraHe (BiK.
Touka 4.4}, ‘

CHMNATHKOMUMETHIIM :
CuMNaTHKOMBMETHLIHTE MOKe Ja HamanaT agTuxuneprensusuure ebexru Ha ACE-umxuburopare,

3naro ‘ :

HuTpyTonanu peakiiMy (CHMITOMUTE BKJTFOUBAT 3aUSPRABAHE HR MHIETO, FA/ICHe, IORPHINaHe 1
XMNOTOHHA) €A OTIMNCAHH PAJKO MPH (TAi{HEHTH HA TEPANKA ¢ MHKEKIHOHHO 3/1aT0 (HATPHER
aypOTHOMANart) i chiibrcTBa Tepanus ¢ ACE-MHXuOHTOPH, BIIKOUUTENHO MEPHHIONPHIL.

4.6 OepTRIHTET, GpeMESHOCT H KEpMene

bpemennoct

Ynorpebara Ha ACE-unxubuTopn He ce npenopsHea fpe3 MbpBHA TPMMECTED Ha OpeMeHHOCTTa (BXK.
Touka 4.4). Ynorpedara va ACE-unxuburopu e npoTHBONOKa3aHa Npes BTOPHS 1 TPETUA TPUMECTEHP
Ha OpemenHocTTa (BK. Toukn 4.3 1 4.4).

EnnaeMHONOrMIHUTE NaHKH OTHOCHO TEePaTOreHHHA PHCK OT npriarate Ha ACE-nmuxuburopy npes
NBPBHA TPHMECTHP OT OPEMEHHOCTTA HE ca YOCAHTENHH; BBHIPEKY TOBA JICKO NOBUIIEHNE HA PUCKA HE
Mozke fa Obae u3KmoyeHo. TIpH nauHenTky, NpY KOUTO NPOABIDKABAHE HA 3AMOYHAIOTO TSHEHHE ¢
ACE unxubutopu ce cuHMT2 32 HAIOXKKTENIHO, ¢ HEOOXOAMMO IIPH [INadupaHe Ha OpeMeHHOCT 1a ce
CMEHH AHTHXHTIEPTCH3HBHATA TEPANUs ¢ ANTEPHATHBHA, C YCTaHOREH Npodun Ha Oe30NMacHOCT No
BpeMe Ha OpeMeHHOCT. AKO ce yeTanosY Spementoct, jeyenneTo ¢ ACE-uuxubutopu tpabea pa ce
npexpaTi He3adaBHO W aKO € HOAXOAINO A2 CE 3aNOYHE ANTepHATHBHO NeueH e,

Hanaranero na mnoaa na gelicteieto Ha ACE-HHXUWOHTOPH MO BpeMe Ha RTOPHS H Tpe
€ CBBP3aHO ¢ BE3IHUKBAHS HA PETOTOKCHIHOCT (BnowmasaHe Ha OpOpeunara GyHKIms
OJIMIOXHAPAMHHOH, 3302BCHO BKOCTIBAHE HA YEPETHHTE KOCTH) U HEOHATAIHA TOKC
HEAOCTATHYHOCT, XHIOTOHMS, XHIIepKanueMus ) (Bxk. Touka 5.3). Ako ce ycTaHoBH
ACE-nuxuGHTOpH 0T HAYaNnoTo Ha BTOPHS TPHMECTHD HA GpEeMEHHOCTTa € Hpenop
NPOBEKIIAHE Ha YITPA3sBYKOBO W3C/ieABaHe 32 npociieassane Ha On6peuHara dyHKL
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mnoja. Hoeropogexute, suuro Maiiku ca npuemam ACE-unxubutopn tpadea ga 65041 CTPUKTHO
HpOCAeAABAHN 32 HOABA HAa XUIIOTOHUA (BX. Touky 4.3 n 4.4),

Kupmene

Twit kato HaMa HHQOPMaLHE OTHOCHO YNoTpebaTa Ha NePHHAONPILI [0 BPEME Ha KEPMEHE,
NEPHHRACNPII He CE NPENOPBYBA 23 YIOTpeGa Npes TO3M NEPUo, KATO Ce TIPEAIOYMTA H3N0A3BaHE Ha
AITEPHATHBHA Tepami ¢ no-nobpe yctanoen npodian Ha 6esonacHocT, 0coOEHO PH KBPMEHE Ha
HOBOPO/IEHO HITH NPEXKACBPEMEHHO POJEHD JETE. '

DepruinTer
Hsma edext BBpXY penpogykrdeHata criocobHOCT Wiy depTunuTeTa,

4.7 EdgexTn BBpXy cnocodnoctra 3a modupane u padora ¢ MamHaH

[Mepuuonpit HamMa JHpeKTeH edexT BEpXy cnocobHOCTTa 2a modupate v paboTa ¢ MAIKMHK, HO TPH
HAKOH NMAUCHTH MOKE J1a BE3HUKHAT MHIHBHAYANHH PEaKLiiH CRBP3aHH ¢ HHCKO KPLBHO HANAraHe,
oco0EeHO B HAYANOTO Ha NEYSHUETO MM B KOMOMHALMA ¢ APYTH aHTAXHIICPTCH3HEHY NEKAPCTBA.

Kato pesynrar criocofHocTTa 32 woupade M pabora ¢ MalMHU Moke Aa Objie Hapyuera.
4.8 Hexenand JeKapeTBeHN PeAKIHH

ObobuieHne Ha npoduna va 6e3onacHoeT

Tlpoduabt Ha Ge30nacHOCT HA NEPUHAONPHN € B CROTBETCTBHE ¢ nipohuia Ha Hezonackoct Ha ACE
uHxuduTopuTe:

Haii-vyecTire Hiewenann ChOHTHA, AOKNAABAHK B KIHHWYHY M3IIMTBAHES M HaONIOfaRany ¢
NEPUHACIPWI Ca: 3aMasgHOCT, TaBoGoNue, NMapecTesus, CBETOBBLPTENK, 3PUTEIHH CMYLIEHHA, THHUTYC,
XHNOTOHMS, KAINKNA, AUCTIHEA, kopeMHa 0oIiKa, 3aneK, AHAPHA, NHCTEY3HA, TNCTIENCHUA, TaleHe,
TIOBPEILAHE, CHPOeK , 00PHUB, MYCKY/THH KPaMIld H ACTCHHA.

Tlo BpeMe Ha KIMHMYHY H3NATBAHKA H/AIH IOCTMAPKETHHIOBE YNOTpeba, ¢ NepuHAONpUA ca

HaOMONABANM CHEIHUTE HEXKEITAHH JICKAPCTEEHH PEakLMH, KOMTO ¢¢ KiacHduimpar no cneauara
YecToTa:

Maoro gectu (1/10); yectn (>1/100, <1/103; neuectu (=21/1000, <1/100); peaxn (>1/10000,
<1/1000), muoro peaku (<1/10000), ¢ venspecTHa yecToTa (OlIEHKA HA YECTOTATA He MOKe 12 Orae
HATIPABEHA OT HAAHMHHTE JaHHH).

CHcremo-oprasgna
KJacapukanusa no Hexenann peaxknuu Yecrora
MedDRA
Eosunodunus Heuectu*
ArpaHyIoUHATO38 HAH NAHLUTONCHUS MHoro peaxu
ToHwxen xeMOrnoOHMH W IOHKKEH XEMATOKPHT Msoro penxy
—
Hapywennns na xpsera 4 JIeBKONERUA/HEYTPONECHHUS Muoro penku
auMdHaTa CHTCMA — —t—
XeMONMHTHYHA AHEMUSA [TPH TTALVEHTU C BPOJicH
JAeHUNT Ha roko30-6-Pocdar gexuaporenasara | Muoro peaxn
(G-6PDH) (Bx. Touka 4.4)
‘TpomBousnTonenua
Hapyuienun na CuHnpoM Ha HeaneKBaTHA CeKpellus Ha
CHIOKDBHHATA CHCTEMA anTUAMYpeTHUHHS XopMon (SIADH)
Hapymenns Ra XunornukeMud (k. Touxd 4.4 # 4.5)
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Crcremo-opranaa

Kaacuguxanus no Hexenanu peakung YeevoTa

MedDRA

MeTaG0IH3MA B XPARCRETO | X ymepkannemns, o0paTMa NIpY CIIMpaHe Ha Heuectu*
NpUNOKEHHETO (BXK. TouKa 4.4)
XHNOoHATPHEMUS HeuecTu™
Jlenpecns Heuectn*

TIcHXAYHE BAPYIIERUA Hapymenus Ha HaCTpOSHHETO Heuectn
Hapypienus Ha chHs Hedecty
3amaiigane Yecmn
I'asoGonne Hecrn

‘ ‘ Tlapectesns Yecth

Hapymenns na HepeHATA

CHCTEMS Beptiro YecTw
Cuanusoct Heuectu*
Crukon Hedecrn*
O6ppKasocT , MrHoro pexu

Hapymenns Ha oanTe Hapyinenue ra 3penueTo Yectn

Hapymenna Ha yxotTo 1 Yecti

naﬁpgpnﬂm Y Tunnrye
Chpuef)'ﬂeﬂe HeuecTn*
Taxukapans Heuectu*

Chplednud RApYIIeHHS

Crenoxapaua (B)K: To4Ka 4.4)

Muoro peaku

ApHTMHA

Muoro peax

Muoxapaen UHGAPKT, BEPOSTHO BTOPUUEH B
pesyNTaT OT NPEKOMEPHA XHITOTOHUA TPH
BHCOKOPHCKOBH NAUHEHTH {BkK. Touka 4.4)

Mnoro penxyu

CrnaoBu Ha pyricHnga

DauykedTy (K. Touka 4.4)

Xunorouus (v ediextH, cenp3an# ¢ xunoronusta) | Yecru
Backynur HeyecTu*
3aueppaBaHe Penxu*
Hucynr, BeposTHO BTOPHYEH RCNENCTRME HA

OPEKOMEPHA XUTIOTOHNA TP BUCOKOPHCKOBH MHoro peaxy

deromen va Reynaud

C Hed3BeCcTHA

YecTOTa
Kauinyua Yectu
Jucnnes Hecrn

PecnupatopHu, rpbday » _

MEAHACTHHAIHY Bponxocnassm

Rapymiengs

Eosuuodrnda nreemonus

Punur

NL/H/2468/001-003/1B/O27G
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Cucremo-opranna

O6uIM HapyweHus |
eexTn HA MACTOTO HA
NPRJIOKEHHE

kaacudHKaNAg 00 Hemxenans peaknuan YeeToTa

MedDRA
Kopemna Gonka Yectu
Konctunamusn YectH
Huapus YecTH
Jucreyzun Yectu

CroMammo-1peBun

Hapywenus Hucnencus Heern

{Tanene Yectu
Nosprinane YecTn
Cyxota B ycraTta Heuectn
Maukpearut MHoro pekn

XenaroGuauapnn XenaTur — UHTONMTHYECH UNH XONeCTATHYEH (BIXK.

; Mmuoro peaki

HADYILDEHHA ToUKa 4.4)

IMpyputyc YecTH
Obpus . HecTn
Yprukapus (B Touxa 4.4) Heuectn
AHTMHOEHEM Ha JHLETO, KpallHHUUTE, YCTHUTE,

JMraBHLMTE, €3HKa, 7I0TUCA W/HIH napunkca (Bx. | Heuecrn

Hapymenns ua koxaTtan | Touka 4.4)

NMOAKOKHATA THKAH *
Peaki{u Ha QOTOUYBCTBHTRITHOCT Heuecrn
empuronn Heuectn*
XHnepxuaposa Heuvectn
Bnomasane Ha nicopHazue Peaxu*
Epurema Mytadgopme MHoro peaku
Myckynnuu xpamnn Yectu

HapymeHnns Ha MyCKYJIHO- yery P4

CKEJeTHATA CHCTEMA B ApTpanrus Heuectu*

CheTHHATETHATA THKAH

A Muanrus Heuectu*
brOpeuHa HEAOCTATEHHOCT Hewectn

Hapywenns ua Os0penure

vOpeu OCTATHYHOCT

¥ NHKOYHHTE BHTHIA Octpa 61.6pera Hex © Penxn
Awxypus/onurypus Penxn*

Hapymenns ua '

‘BHIIPOH3IBORHTEINATA Epextunna aucdyHkima Heuectu

CHCTEMA H rbpaaTa
AcTenus

I'prana Gonka

(O01wa oTHaIHAIOCT

Ileprdepen ook

Iupexcun

NL/H/2468/001-003/\B/027G
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Cucremo-0pranua
Kiacupaxanus no Hexenand peariHu YecToTa
MedDRA
[ToBHIDEHA ypes B KPBETA HeuecTu*
TloBHIUEH KpeaTUHHH B KPBETA Heuectn*
H3ecneppanus .
Hosuwen OunupyGuK B KpbBTA Penku
HopuineHn 4eprRoAPOGHH eH3HMM Penxu

Hapansasanun, oTpaBssus
H yCa0KHEHHS,
BB3HHKHAIIH B peaynTaT Ha
HHTEpPBEHIARN

Hanaue Heuectu*

* Yecmomama e usuiciena o OGHHU OM KNUHWSHUIME RPOYYGAHUS Sq HEXCERAHU CoOUMUA, OMNEmeny om
CROHMAHHUME CoO0U e

KnuH#IHE NpoyYBaHHS

B nepyona Ha pannoMuzauss Ha npoyysaneto EUROPA ca cnbupany camo ceptioisy HexKeNnanH
NEKAPCTBEHW peakunk. HAKONKO malMenTa ca NOMY4HITH COPHOIHH HexXeltany peakunn: 16 (0,3%) ot
6122 nanweHTH Ha 1e4eHHe ¢ nepuHponpua U 12 (0,2%) ot 6107 nauwwenTi Ha AcuenHe ¢ nnaue6o.
Cpen malmeHTHTe, KOHTO ca OWIHM NeucHUe ¢ EPHHIONPHIL, NpH 6 e Grna HabMIOAARaHA XMIIOTONUS,
MpH 3 aHPHOEAEM, a ipH ) nauyeHT chpieuen apecT. [Toseuero naimeHTH ca cipesy JieYeHHeTo
TIOPAIH KaULTHLA, XHITOTOHHA WIH HETIOHOCHMOCT KBM NEPHHAONPHI, OTKONKOTO KBM Iutauebo, 6,0%
(n = 366) cripaMo 2,1% (n=129) cpoTBETHO.

Crobiapanie Ha IONO3UPAHHA HEXKENAHN PEaKIUH

CrobiyaraneTo Ha NOJO3UPAHN HEXKENAHY PeaKlWK Clie]l paspeiliaBaHe 3a ynorpefa Ha NeKapeTReHus
MPOAYKT e BaxcHo. ToBa Mo3B0/IgBa 18 NPOABILKH HAOMIOASHUETO HA CLOTHOIIEHHETO MON3a/PHCK 3a
NieKapCeTBCHMA NMpoayKT. OT MeMUIMHCKHTE CTISLHAIIMCTH Ce W3UCKRA 1a ChboBIWAaBaT Begka
OON03HpaHa HexeNaHa peakiyas upes MamsTudrenua areHums 1o nekaperpara, yi. ,,Javan [pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yeGeaiir: www.bda bg.

4.9 T[Ipenciupane

JannuTe 0T Npefo3upaHe Npy Xopa ¢a orpaHHueHn, CUMITTOMHTE CBBP3aHU ¢ Npeaosupade Ha ACE-~
HHXHOMTOPH MOJKE 3 BKTIOYBAT XHNOTOHUSA, IMPKYNATOPEH 1LOK, EEKTPOIMTHA HAPYIIEHNAS,
6B0peuHa HEROCTATHYHOCT, XHIICPBEHTIIALMA, TAXMKAPIHS, TANNHTAUMH, OPaNMKAPAKs, 3AMAadHOCT,
TPEBOMKHOCT ¥ KALUTHLIA.

TpenopBunTETHOTO JIEUCHUE HA IPSIO3UPAaHE € MHTPABEHO3HO BIIKBaKe Ha 9 mg/mi ((,9%) pazrsop
Ha HaTpHeB XJopHA. 1lpy nogea Ba XUNOTOHYA NalMeHTHTE TPAOEA A Ce NOCTABST B MIOKORO
fonoKeHrne. AKO e HATHYHO, MOe A2 c¢ 00CHIN JeUeHHe © BINBARE Ha aHrnoTensul 11 wunu
HUHTPABCHO3HO NPWIMKEHHNE Ha KaTtexonaMuun. [lepuuaonpun Moxke a ce 0TCTPaHNU OT 0BIOTO
KpbBOOOpailenye upe3 xemonuanusa (Bx. Touka 4.4). [Ipu pesuctentna Ha fledende Opagrkapaua
MOJKE 113 © IIOKA32HO K3I10JI3BAHETO Ha nelecMeAKbp. Tpabea Na c¢ MOHHTOPHPAT KU3HEHUTE
MoKa3aTeny, CEpyYMHHTE £IEKTPOJIUTH W KOHLIEHTPALIMATA HA KPEaTHHHHA.

5,  ®APMAKOJOIHYHU CBOWCTBA
5.1 <@apmakoIHHAMHYIHHE CBOHCTES

(DapmakorepanesTiuna rpyna: ACE-unxuburopy, ATC kon: CO09AA04
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MexanuspM Ha gelicTsHe

Hepunaonpn e RNHXNOHUTOP Ha eH3KMa, KOUTO NpeBpbuia aHrHoTeH34H | B anrnoTersux 11
(anrnoTeHsMH-koHBepTHPaniua eisiM, ACE). KoHBepTupamusT eHzuM WiH KUHa32 € eX30MenTHasa,
KOATO MO3BONABA NPEBPBIIAHETO HA AHTMOTEH3HH | BEB Ba30KOHCTPUKTOpa aHMHOTEH3HH I, kakTo B
NpHYHHABA pasnajade Ha BasoJdunaTaropa OpanuMKHHUH B HeaKTHBEH Xerranentia. HuxuGupanero
Ha ACE roau no namanseatie Ha aHrHoTeH3RE [1 8 nasmara, KOeTo OT CBOS CTPAHA e TIPHYMHA 33
NOBYUIIABAHE HA TUTA3MEHATA PEHHHOBA AKTUBHOCT (upe3 MHXUOKHpaHe Ha OTpULaTenHaTa o6paTHa
BPEB3Ka B 0CB000XKIABAHETO HA PEHHH) ¥ HAManeHa ceKpelina Ha angocvepon. Trit kato ACE
HHAKTHBUpa OpanukuHEH, uEXuGHparero Ha ACE pesyntipa 1 B noBHUICHa aKTMBHOCT Ha
LHPKY/IMPaLIaTa Y JOKATTHA KATMKPEHH-KHHMHOBH CHCTEMM (a TIO TO3K HAYHH aKTUBHPaHE Ha
CHUCTEMaTa Ha npocrarnaﬂnnﬂn) B13MOXKHO € TO3H MEXaHHM3BM Jia JOTPHHACH 2a NOHWKABAIOTO
KPBEHOTO Handrase aeicteue Ha ACE HHXHOMTOPHTE M € YACTHUYHO orrosopeﬂ 32 OlIpe/IencHN TEXHH
HENEMaHH peakilyH (Hanp. Kanuvia).

Tlepunaonpii nelcTBa Ypes HEFOBHA aKTHBeH MeTabonuT nepwHaonpunat. Ocrawanure MeTaboauTH
He moka3eat uaxubupaing ACE akTusHoCT in vitro,

KnupnyHa eduracuocT ¥ Ge3onacHoeT

Xunepmonun

Tlepungonpiu € aiKTHBEH BB BCHYKY CTENEHH Ha XUNISPTOHMA: NIEKA, YMEPEHO TEXKA U TEXKKA;
Hab/r01aBa ¢e NOHIDKEHUE HA CHCTONHOTO H AHACTOTHO HAIATAHE KAKTO B IETHAJIO, Taka U B
H3IPABEHO NOJOKEHHE.

Iepunionpun noHwkasa nepudepHOTO CHAOBO CHNPOTHBACHHE, KATO 10 TO3H HAYHH HAMANABA
apTepuaHoTO Hajlgrane. Karo cnencTeue ce noBHILara nepudepHUs KPLBOTOK 6e3 cd)em' BBpPXY
CEp/CUHATA YECTOTA,

Karto npasuiio ce nosuuara GE0peYHHs KPREOTOK, 8 tlomepynkara pwirpaums (GFR) ocrasa
HeTpOMeHeHa.

AHTHXHIIEPTEH3UBHATA AKTHBHOCT € MAaKCHMaIHA MeXIy 4 ¥ 6 uaca cnejl eAHOKpAaTHA 1034 M ce
MOAZIBPAXA B NPOJBIDKEHHE Hak-Manko Ha 24 yaca: Hali~ciabuaT edexr e okono 87-100% or
NHKOBHUTE €(DEKTH.

IMonrKaBaHe Ha APTEPHATHOTO HANATAHE HAacTHNBA ObP30. IpH MALHEHTH, KOWTO OTrOBapAT Ha
Je4EeHNeTO, HOPMAJTH3HPaHe ce TOCTHTA B pAMKWTE Ha €IMH Mecell U nepeuctapa Oe3 npossyn Ha
TaxUhUIaKcHa.

Criupase Ha JIe4eRHeTo He Boan A0 rebound henomen.
NepuHponpun HaMansBa JeBOKAMEPHATA XUNEPTPodhUs.

ITpu x0pa € NOTBLPACHO, 4 NIEPHHIONIPHN [IPOABIBA BazOAWIATHpAILK cRolicTBa. Toit mogobpana
ENMACTHUHTETa HA TOIEMHATE aPTEPHM B HaMansiBa CHLOTHOIEHHMETO JIyMEH: MEAMS HA MATIKUTE apTEpPUU.

JonmpnByTeIa Tepanks ¢ THA3WIHY AMYPEeTHLN BOIM 40 CUHEPrUA OT aauTBeH THI. KoMmGuHaua
Ha ACE-HXUOHTOD H THa31AH NOHIKABA PACKA OT XWITOKANHEMH, NBIDKALIA CC HA JISYCHHE C
JNYPETHK, .

Crpodeuna nedocmanivyHocin
Tlepunnonpun HamManssa paboTaTa Ha CHPLETO, KATO HAMAIIBA [Ipe- H ClleAHaTOBapBaH

TpoyuBaBua Dpy NaUKeRTH Che CHPAEYHA HEAOCTATHYHOCT Ca MHOKA3AIN;
- DOHWXEHWE Ha RATIATAHETO Ha MTbJIHEeHE Ha JIABa K JACHA Kamepa,
- MOHWAEHHE Ha TOTANHOTO NEPH(PEPHO CHAOBO CHIPOTHBIIEHHE,
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- TIOBHUIEHWE Ha yiapHus o0eM H Mog00peH ChpaeHeH HHACKC,

B cpaBHuTETHM NPOYYRAHAS NHPBOTO NPHAOCKEHHE HA 2,5 Mg NEpHHIONPUN APTUHAMH HA TAUMEHTH C
JIEKa 10 yMEPEHO TEXXKA CHPIEYHd HENOCTATLYHOCT, HE € CBbP3aHO ChC 3HAYHMMO NOHKKEHHE Ha
APTePHATTHOTO HAIATAKE B CPABHEHHE ¢ Taledo.

Hayuenmu coc cmabuna ucxemuuna 6oecm Ha cupyemo
INpoyusanero EUROPA € MHOTONEHTPOBO, MEKIYHAPOAHO, PAHAOMH3HPAHO, JBOHHO CIANO,
nnaneto KOHTPOIHPAHO KITHHWYHO MPOYYBaHE ¢ IPOABDKATEHOCT 4 FOAMHH.

JBananecet Xunsad IBecTa H ocemMuaitcer (12 2 1\8) rnaudenTH Ha 8p3pacT Haa 18 romuHu ca
PaHIOMH3MPAaHH J1a NOTY4aBaT 8 mg nepuHaonpuns Tepr-0ytinaMuH (ekBHBancHTeH Ha 10 mg
nepuHaonpunos Tozunat) (n=6110) wmi nnaueGo (n=6108).

IonynanuaTa Bxmoyena B MPOyYRAHETO € HMalla AOKA3ATENCTBA 32 KOPOoHapHa GOMeCT Ha CHPIETO
6e3 KTHHHYHYU TPOARH HA ChPHENHA HEAOCTATEYHOCT, Cpenno 90% OTF NauvesTHTE Ca UManH
OpeaUIECTBAl HHDAPKT Ha MHOKApAa W/WIH KopoHapHa pesacky1apuiaums. [loBeveTo or maunerTuTe
€a ony4akaiy NPOYYBaHOTO JIEKAPCTEO JIOMBLJIHUTENHO XBM KOHBEHUHOHAIHATA TEpanis,
BKIIO4BAIIA TPOMOOUMTEH HHXHOHTOD, TMIHAOTIOHIKARALLO IEKApCTBO U OeTa-0lokeph.

OcnosHuaT KpHTepHit 33 edHkacHOCT € 611 KOMOMHALNS OT ChPAEUHOCHA0RA CMBPTHOCT, HedaTaneH
nHGapKT HA MUOKAPIA WIUTH CBPAEUEH apecT ¢ VeneilHa pesycnuranms, Jleueruero ¢ 8 mg
TIEPUHAOTIPUA TEPT-OYTHNAMHH (eKBUBAIEHTHH Ha |0 Mg MePHHIOMPIIOE TOZWIAT BEAHEXK JHEBHO €
JOBENO IO 3HAUMMO abcoNMOTHO NOHHWKEHUE Ha ITbPBHYHATA Kpalkiia Touka ¢ 1,9% (HamaneHue Ha
OTHOCHTENHUA puck ¢ 20%, 95%Cl [9,4; 28,6] — p<0,001).

TTpn NaLMeHTH ¢ aHAMHE3a 38 HHPAPKT Ha MHOKapAa WWIH peBacKylapH3alug € HaOnoaapato
abcoMmoTHO NoHWKeHUE oT 2,2%, chotBeTcTBalno Ha RRR ot 22,4% (95% C1[12,0; 31 6]-p<0 001)
Ha NBpPBUYHATA KpaliHa TOYKa B CpasHeHue ¢ aneto,

JlBoiina Baokasa HA pEHHH-aHTHOTEH3HH-AIOCTEPOHORATA cucTema (RAAS) - JaHHM OT KNMHMUHK
W3HTBAHUA |

Jee roneMy paHAOMHIMPAHH KOHTpondpanyu npoyusadig — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo riobainno H3nHTBaHE 3a
KpaiHHA TOUKH Ha TeJIMHCAPTaH, CAMOCTOATENHO M B KoMOuHauua ¢ pamunpun) 1 VA NEPHRON-D
(KnunnyHo npoyuBaHe CBBP3aHO ¢ pazBUTHe Ha HedponaTua 1pu auabet, npoBeaeHo oT
MHHHCTEPCTBO MO BBENPOCHTE HA BETEPaHHTE) — IPOYUBAT yoTpebaTa Ha Romﬁuﬂaunﬁ'ra ot ACE
HHXMOHUTOP M aHrHoTeH3nH 1l-petienropen Gaokep.

ONTARGET e npoyusane, npoBeeHO NPH MAUHEHTH ¢ 8HAMAE3A 38 CHPACIHO-CHAOBA WK
MO3bYHOCHAOBA BOJIECT, WIN 3aXapen NualbeT THI 2, IPUAPYIKEHH ¢ JaHHH 38 YRPEKAGHE HA
epexropuu opraid. VA NEPHRON-D e npoyyBaHe npy Nau|eHTH cbe 3axapen auaber tvn 2 u
anabeTHa HepouaTHA.

Teau npoyuBarns He MOKA3BAT 3HAYUM OaronpusreH ePekt Bepxy 6u0peuHnTe W/iK ChpIeyHOo-
CB/IOBHTE NMOCIEAMIM M CMBPTHOCT, KATO CHUIEBPEMEHHO Ca HabMoaaBaHl MIOBHLIEH PUCK OT
XMNEPKATMEMHUs, OCTPO YBpEXKIaHe Ha OEOpeLTe WU XUNIOTOHUS B CPABHEHME ¢
MOHOTepanuATa. Karo ce umat npenrna cxonaute uM dapMakoaiHaMUYHH CBOHCTEA, TE3U pe3y/irarTy
¢a npHACKAMY # 3a Apyri ACE naxubutopn u anriotersyn Il-penentopan Giokepn.

ACE nuxuOuTopn u aurdorensun Il-penentophn 610kepy cienoBateHoO He TpaOEa a ce H3NON3BAT
€IHOBPEMEHHO MPH MAlMEHTH ¢ AxabeTHa HedponaTus.

ALTITUDE (Knuau9HO Npoy4BaHe MPOBEAEHO C AMCKMpeH TP DAUMEHTH Che 3axapeH auaber Tun

fIpeHA3HAYeHO 14 HACHEIRA NON3aTa OT J00aBAHETO HA ANMCKUPEH KbM CTAHAAPTHA
HHXHOHUTOP WM aHrHOTeH3MH 1I-peLienTopeH BoKep NpH NAlHEHTH ChC 3aXapeH Iu
xpoundHo 6B0peuHo 3aboadBaHe, ChpASHHO-CHIOBO 3abongsane Wi u neete. Tpo
MPEKPATEHO NPEKACBPEMEHHO NIOPAIN MIOBHIICH PHCK OT HeGIarcpuATHH [IOCNE]]
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CHOWTHA (XHIIEpKATTHEMHA, XHIIOTOHIA ¥ 6BOpeuHa IMChYHKINS) ce choblIaBaT Mo-4ecTo B rpynarTa
HA AJIHCKHPEH, OTKGIKOTO B rpynaTa Ha mnauebo.

llenuaTpyivga nomyrands

BeszonacnocTTa M edHKaACAOCTTa A NEPHHACHPH HPH JeUa H IOHOWIE HA BH3PACT HON

18 ronnEN He ca YCTAHOBEHH,

B OTKpPHTO, HECPABHHMTEIHO KITMHHYHO NPOYHUBAHE NPH 62 Kena ¢ XHIEPTORHS Ha BBIPACT OT 2 J10
15 ronuAA cbe CKOPOCT Ha TitoMepynHa uitpauus™> 30 ml/min/1,73 ni?, nauueHTUTE Ca NpUEMany
NEPHHAONPHA Chbe cpenna no3a 0,07 mg/ke. Jlosata e nHAMBMOyaTH3HpaHa A0 MAKCHMAIHA 4033 OT
0,135 mg/kg/nen B 33BHCUMOCT OT CHCTONHHETO HA NMALKMEHTA Y TIOBIHABAHETO HA KPBBHOTO
HanAraHe.

39 naumeHTa ¢a 3aRbLPUINIM TPUMECEUHHA TIEPHON, a 36 NAlIHEHTH ca 3aBLPIIHIY NMePUOIA Ha
YABJKABAHE HA NIPOYYBAHETO, T.€. C MOCAEABA, [IEPHOJ, OT Hail-Mako 24 Mecena (cpenHa
TMPOABDKUTETHOCT Ha NMpoyHBaHeTo: 44 Mecena).

TIpy nauyeHTy, NEKyBaHy Npeny TOBa ¢ APYrd AHTHXUNEPTEH3UBHH TEPAIHH CUCTONHOTO U
IHACTOMHOTO KPLBHO HAIATAHE Ca OCTAHANH CTa0HNHH OT BKJIFOYBAHETO HO NOCTIENHATA OLIEHKA, a
NpY HENEKYBAHH NpelH TOBa NALUEHTH Ca Ce NOHWKHIIM,

Iloseye or 75% oT seuara ca UMamM CHCTONHYHO H AHACTONMYHO KPLBHO Hanarase noa 95-us
nepeeHTWI [Py NOCNEAHATA MM OLICHKA, '
BesonacHoCTTa CHOTBETCTRBA Ha YCTAHOBEHMS TPodH Ha Ge30IacHOCT HA TIEPUHAOTIPHIT.

5.2 PapmakokuHeTHIRH CBOHCTBa

AGcopbung
Crnien niepopanHo npunokexue, abcopOuusra Ha NEpUHACTPHA € 65p3a H MHKOBM IIA3MEHH

KoHuel-rrpaunn CC¢ NOCTHTAT B PAMKHTe Ha €OHH Yac. TlnasMeHHAT NONy#AHBOT Ha NEPHHAOTIPHI €
paseH Ha | yac.

INepynaonpun e nexkapcTeo nNpekypeop. JBajecer W ceneM NPOLEHTa OT NPHIOKEHATA 1034
TIEPHHAONPUN AOCTHIa KPBBOOOPANIEHUETO KATO AKTHBEH MeTaGOIHT NEPHHIOTIPHIIAT; TEPHHIOTPHIT
Ce pasmaaa Ao Apyru rnet MeTabonamTa, KOWTo ¢a HeakTuBHY. [TMKoBaTa IUiasMeHa KOHLUEHTpailks Ha
TIEPHHJIOTIPHAAT ce AOCTHTA B PAMKKTE Ha 3 70 4 vaca.

IIpnema Ha xpaHa HaMalISRa NPESBPLILAHETO JI0 IEPUBAOTIPUIIAT, CIEAOBATENHO OHOHATHYHOCTTA,
TIEPHHIONPIN APTUHHH TpBa Na ce npunara NepopanHo KaTo JHOKPATHA 1033 CyTPHH TpesH
XpaHeHe,

HokasaHa e nHHeliHa B3aUMOBpL3Ka MeXIY JO3ATA HA IEPUHOONIPW W HEroBaTa ITazMeHa
€KCIIO3HLHA.

PasnpesneneHue
O6embT Ha pasnpeaenenue ¢ npubmusurenno 0,2 Vkg 3a Hecebp3akys nepuyonpunar, CBLPIBAHETO

C IUIa3sMEHMTE NPOTEHHHK Ha nepyHaonpuiar ¢ 20%, npeauMHo ¢ aHTHOTEHIHH KOHBEPTHPALLINS
€H3KM, HO € 3aBHUCHMO OT KOHIIEHTPAUHATA.

EnvMubHpane
Tlepunnonpunar ce enMMUHEKpa ¢ ypHHATa, 3 TEPMHHAIHHMAT NONYKUBOT HA HECBBP3aHaTa QpakiHa €

npHOAH3NTENHO 17 Yaca, KaTo CTALMOHAPHO CHCTOAHHE CE MOCTUrA B paAMKUTE Ha 4 JHH.

Cneudannu nomynalmu . ‘
EnuMHHHpaHeTo Ha NepuHAOIIPHIAT HaMATABA MPU NAlMEHTH B CTAPYECKA BB3PACT, 4 Ch

HIALMENTH CbC ChpAeyuHa WK OhOpeuHa HEOCTATRYHOCT. AJANTHPAHETO Ha A03aTa I
HEeJIOCTATHYHOCT ¢ JKeJaTeNHO 1a CTaBa B 3aBMCHMOCT OT CTENEHTa Ha yBpexiaHe (Kp:
KJIMPBHC). . '

JHaHzHUAT KIHPBHE Ha nepHHAONpUIaT e 70 ml/min.
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KuneTnxara Ha nepiHAOTIPUA C€ IPOMEHS TIPH TIALKEHTH C [MPO3a; YePHOAPOSHUAT KITHPBHC HA

W3X0ZTHATa MOJICKY!la HaMalapa Hanmo;oByHA. Bee nak, KomuiecTsoTo Ha 00pasyrauus

NEPHHIONPHIAT HE HamMaNgBa, TOpPaxH KOEeTo He Ce HAJAra aNlanTHpane Ha nosara (Bx. Touku 4.2

w4.4).

§3 IHpeaxnuuvanu JanHu 3a 6e30HACHOCT

B npoyuBannsg 3a XpOHAYHA TOKCHYHOCT MPH NIEPOPATHO MPHACKEHUE (ITbXOBE H MaHMYHH),

ODPUIICTHMAT OpTaH ca GrGpelHTe ¢ obpaTHMO yBpeKaaHe.

B npoyusanMsa in vitro v in vive He e HabnMOAaBaHa MYTATEHHOCT.

[IpoyusanusTa 3a penpoAYKTHEHE TOKCHUHOCT (NPH ANBX0BE, MALIKY, 32l 1 MaliMyHH) He ca
noxasanu 6enesn 3a eMOPHOTOKCHYHOCT HIIM TEPATOTEHHOCT. Bee nak, uHxuburopuTte Ha
aHrHOTEH3UH KOHBEPTHPAUIMA €H3HM KATO KNac UMaT HeXeTaHHd eeKTH BhPXY KBCHOTO (eTanHo
pa3BUTHE, BOACUIM 0 CMBLPT Ha dieTyca U BpoaeHk edieKTH HpH rpH3ayn ¥ 3aiiud: OxOpeyHK nessu 1
NIOBHIICHHE HE TICPH-H (TOCTHATARHATA CMBPTHOCT. DEPTHNUTETET HE € HAPYUIEH HHTO [IPH MbIKKH,

HHTO NPH 2KEHCKH JITLXO0BE.

B ABITOCPOYHY NPOYYBAHWA [IPH ITLX0BE H MHIIKH HE € YCTAHOBEHA KapIiMHOTEHHOCT.

6. DPAPMAUEBTHYHII TAHHH
6.1 CpEChLK Ha DOMOIMNHATE BEIIECTRA

HAopo

JlakTosa MoHOXHIApAT

laperngno HuIecTe

Harpuer xugporenxapOoHar
TIpeskenaTUHH3HPAHO HHIUECTE (LAPEBHYHO)
Hoewrnon K30

Marnesuer creapar (E572)

Duaroso noxpumue

YacTHyHo xuaponHu3npaH mofH(sHHWIoB ankoxon) (E1203)
Turanor qwokcng (E171)

Makxkporon 3350

Tanx

Hxaurokapmus (E132)

Bbpunaureo cusso FCF (£133)

ACwar, xwenesen oxewa (E172)

XuHonuHoRo KkuATO (E104)

6.2 HechBMecTHMOCTH
Henpunoxumo
6.3 Cpox na roanoct

28 mecena
Caen oreapate Aa ce W3N013Ba B paMkuTe Ha 100 nHu.

64 CnenuasH YCIOBHY HA ChXpAHEKHE

CrxpanspaliTe ONIAKOBKATA IUTHTHO 3aTBOPEHA, 32 /1A Ce NPEANa3H OT CEETIIHHA U Blara.
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6.5 Buan chbabpiKanNe HA OMAKOBKATA

bein, nenpospaunu PP omaxkosky ¢ 6enu venpospaunu PE kanadku ¢sc CymnTen, cHabaeHn che

3aLUMTEH OT QaMuMQHUKaLHA TOJHETHICHOB NPBCTEH, OTPAHMYABALY JOCTLIA HA Bb3AYX, ChIbpKALIA

30, 60, 90, 90 (3x30), 100 nny 120 (2x60) hrimupann Tabnerxn.

He BcHYKH BUIOBE ONIAKOBKM MOTaT a 6bAaT yCHATH HA TIA3apAa.

6.6 Cpenuannu npeaANaIHE MEPKH NIPY H3XBLPIULE

Hama cneumanHy H3MCKBAHHA 38 U3XBHPIIHE.

Heun3non3parusT NeKApCTREH MPOLYKT WM OTNAKbYHH MaTepHaJIPI Tpa6Ba aa GBaaT YHHUIOWEHH B

CLOTBETCTBHE C MECTHUTE H3IHCKBAHHS.

7.  OPHATEXATEJI HA PASPEINEHHWETO 3A YIIOTPEBA

TevaB.V. ‘

Swensweg 5, 2031 GA Haarlem

Huaepnaunma

8. HOMEP(A) HA PA3PEHIEHUETO 3A YIIOTPEBA

Per. Ne 20130070

9. JATA HA NIBPBO PAZPEIIABAHEMIOAHOBABAHE HA PARPEHIEHHETO 3A
YHOTPERA

Jara sa mspBo pazpewaBaue: 12.02.2013 r.

JlaTa Ha nocneano nogHosseane: 01.11.2017 r.

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA
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