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AKPYKC 8 mg tabneTkn
ACRUX 8 mg tablets

2. KAYECTBEH A KOJIMMECTBEH C'BCTAB

Beska TabneTka cpabpxka § mg KaHAeCapTaH LIWICKCETHI (candesartan cilexetil).

ITomouIHN BelllecTBa ¢ H3BECTHO ACHCTBHE:
190,1 mg naxroza MoHOXHApAT/TAdAETKA.

3a ITBJIHKA CITHCEK HA IOMOIIHHUTE BEIIECTBA, BHXKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

Tabnerka

AKPVKC 8 mg TaGnerku ca GenM, KpPBITIM, JBOWHO H3MBKHANHM Tabnerku, ¢ o3HauyeHne CC ot ¢aHaTa
cTpaHa ¥ 08 ot apyrara, ¥ ¢ JelIMTe/IHA YePTa OT ABETE CTPAHH.
Tabnerkara Moxe ga 6pa¢ pa3aeiicHa Ha JABE PaBHH JO3H.

4. KIHHHYHHA JAHHH
4.1 TepaneBrrdHN NOKAIAHHS

AKPYKC e nokasaH 3a JiedyeHHe Ha:
. JleyeHME HA €CEHIIMATIHA XUTICPTOHHA [IPH BE3PAcTHHU.

° JIeueHHe Ha BBR3PACTHH NMAUHEHTH ChC ChpAEYHA HEAOCTATHYHOCT H HapyLICHA JICBOKaMepHa
cHCcTONHA GYHKLHA (leBokaMepHa (pakiua Ha w3TnackeaHe < 40%), korato ACE uHxuburopu He ce
NMOHACAT, WIH KaTO JombaBaila repanusta KbM ACE HHXHOUTOpH NPH NALEHTH CHC CHMITTOMATIHA
CBHpACYHA HEAOCTATHBYHOCT, BHIIPEKH OITHMAIIHATA TEPAITH], KOraro MHHEPaJIKOPTHKOHIHH
PEHEIITOPHH AHTATOHHCTH HE ce NMoHacAT (BK. Touku 4.2, 4.4, 4.5 n 5.1)

o JleueHne Ha XUNEPTOHKMA NPH AcLA H IOHOLIM Ha BB3pacT 6 A0 < 18 roauHw.

4.2 o3HpOBKA H HAYHH HA NPHJI0XKEHHE

JO3NPOBKA NP XHIIEPTOHUS
IpenoprunTe/IHATA HAYATHA 4034 B oOHYaiiHaTa moaaspxkama 103a Ha AKPYKC ¢ 8 mg BeiHbXK JHEBHO.

ITo-ronaMa 49acT OT aHTHXMNEPTCH3UBHAA ()EKT C€ NOCTHTa B paMKUTe Ha 4 ceaMHLM. [IpH HAKOH
NalHEHTH, YHETO apTepHAIIHO Ha/IATaHE He C& KOHTPOJMpA aicKBAaTHO, Z03aTa MOXKE Jia Ce MOBHILH A0 16
mg eAHOKPATHO JHEBHO M 10 MAKCHMAJIHA A03a OT 32 mg eAHOKPATHO JHEBHO. Teparnuara Tpadsa na ce
KOpHIHpa B 3aBHCHMOCT OT NOBIHABAHETO HA aprepuanHoTo Hamarane. AKPYKC moxke: Ra-c8
ChLIIO ¥ ¢ APYTH aHTHXWNEPTEH3WBHHA cpeAcTBa (BXK. Touku 4.3, 4.4,4.5 1 5.1). HME ;lamm t{e’

=,

Xopa ¢ cmapuecka sv3pacm
He ce Hamara kOpekiiia HAa Ha4danHaTa 4034 NMPH XOpa B CTap4ecka PB3PacT.

Hayuenmu c namanen 6ompecv008 obem i ';'?5?*%5:'_:};.' — e 4
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[Ipu DauMeHTH ¢ PUCK OT XHMIIOTOHHA KaTO TAKHBA ¢ Bb3MOYKHA XHNOBOJIEMHS, JICUCHHETO MOXKE J1a 3aro4He
¢ HavyaJIHa J03a OT 4 mg (BXK. To4YKa 4.4).

Hayuenmu ¢ 6vbpeuno yepedicoane

Hauannara n102a npu naupeHTH ¢ 050pedHa HeIOCTATHYHOCT, BKITIOUHTENHO NALMEHTH Ha XeMoAuaIH3a ¢ 4
mg. Jlozara TpabBa fa ce THTpHpA B 3aBUCHMOCT OT KNIMHMYHEA OTTOBOP. ONMHTHT MPH MNALHEHTH ¢ MHOTO
TeXKO yBpereHa GrOpeuHa QYHKIHA HiIH YBpe:xKIaHud B KpaiiHa daza e orpanudeH (Clerestinine < 15 ml/min)
(BIDK TOUKa 4.4).

Hayuenmu ¢ yeprodpobro yepescoane

Hauamna no3a ot 4 mg BeOHbK JHEBHO C€ MPENMOPBYBA IIPH HAMEHTH C JIEKO A0 YMEPECHO TEXKKO
gyepHoapobHO yBpexkaaHe. lo3ara TpabBa a ce KOPHTHpPa B 3aBHCUMOCT OT KIHHHYHHKA oTroBop. Ilpn
MALMEHTH C TEKKO YepHONPOoOHO YBpexaaHe W/umn xonectasa, AKPYKC e nporuBonoka3saH (BX. TO4YkH 4.3

u5.2).

Hepnoxoorcu nayuenmu

IlpH uepHOKOKH MalMEHTH aHTHXMNEPTEH3NBHAAT ePEKT HA KaHAecapTaH € No-ciado u3paseH, OTKOIKOTO
PH HEYEPHOKOXKM nareHTH. ClIeIOBAaTENHO NPH Y€PHOKOXH MALMEHTH B CPAaBHEHHE ¢ HEYEPHOKOXH
NAlMEHTH, 3a TMIOCTHIaHe Ha KOHTPOJ Ha apTEPHAITHOTO HAJIAraHe MOXE I10-4eCTO J1a ¢ Halara BL3XO0AA1II0
TUTpHpaHe Ha No3ata Ha AKPYKC u eaHoBpeMeHHO NpHIaraHUTe JIEKApCTBEHH MPOAYKTH (BK. To4Ka 5.1).

Ieouampuuna nonynayus

Heya u ionowu na évipacm om 6 0o < 18 zoounu:
IIpenopruynTesiHaTa HAYAIHA 1034 € 4 Mg BEAHBXK AHCBHO.

° 3a naupeHTH ¢ Terno < 50 kg: [Ipu naipeHTH ¢ HeaAeKBaTHO KOHTPOJIHPAHO KPEBHO HAIATaHE N03aTa
MOXe Ja Oblie NoBHIleHa A0 MAKCHMYM 8 mg BeAHBK JHEBHO.
o 3a nawmpeHTH ¢ Terno 2 50 kg: Ilpu manpeHTH ¢ HEaAEKBATHO KOHTPOJIHPAHO KPHBHO HANATaHe, ako €

He0OXOANMMO Jo3aTa MOXe Aa za Opjie NoBHIIIeHa A0 § mg BeIHBK AHEBHO W cnej Topa A0 16 mg
BEIHBXK JHEBHO (BXK. TOUKa 3.1)
Ho3u Hax 32 mg He ca MPOYYBAHU NPH NEAUATPHYHN NTAIIUEHTH.

(OcHOBHATA 4acCT OT dHTHXHIICPTCH3IHBHHA ECI)EKT CC IIOCTHI'a B PAaMKHUTE HA 4 ceaMHITH.

3a Jena ¢ Bb3MOXXHO BETPECHAOBO 00eMHO H3uepIBaHe (KaTo HAIPHMEP MAIHEHTH, JICKYBaHH ¢ JHYPETHILIH,
ocobeHo Te3u ¢ yBpeneHa 6p0peuna GyHKIEA), NeYeHAETO C KaHaecapTaH TpabBa Aa 3aro4He Mo
HenpeKbCHaTO HaOmoaeHHe U TPA0Ba /1a ce MpelieHH AaBaHeTo Ha A03a, MO-HHCKA OT oflIara HadajiHa 1o3a,
nocovyeHa no-rope (Bx. Touka 4.4).

KangecapTaH He € nIpoy4BaH NpH Aella Ch¢ CKOPOCT Ha MIoMepy/iHa duntpaums noa 30 ml/min/l 73m’ (BK.
Touka 4.4).

Ieouampuvnu yeproxooicu nayuenmu
AHTHXHIIEPTEH3UBHUAT €EKT HA KaHAEcapTaH ¢ 10-cnabo MposBeH MpPH YEPHOKOXKH NAUMEHTH, OTKOJIKOTO
npH APYTHTEe NMalHeHTH (BK. Touka 5.1).

Heya na evapacm no-manxu om 1 2o0una 0o < 6 2oo0unu:
Hannunure noHacTodIeM AaHHH ¢4 OMMCAHHU B TOYKA 3.1, HO NPENOpPBHKH 3a noaﬂponxa’pafﬂﬁ"m ﬁ
OBAaT AaZieH . P
Foatt ..*.i’f s
Kanzecapran e npoTHBOIIOKa3aH IIPH AeNa Ha Be3pacT nox 1 roguna (k. Touka 4.3). .7 7 &7

}

..
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Jlo3MpOBKA [PH NAIMEHTH ChC ChPAEYHA HEOCTATHYHOCT iy
OOuMKHOBEHO NpeNOpBUYHTEIHaTa HaYamHa 103a 3a AKPYKC ¢ 4 mg BeIHBK QHEBHY. | do¢
%

[eJieBa 1034 oT 32 mg BeAHbX AHEBHO (MaKCHMAaJIHA JO3a) WIH Ha Hai-BHCOKATA I10 c@.,mauaa ce \?ﬁ* /

<5 T
H3BBPINBA Upe3 YBOSBAHE HA J03aTa Ha HHTEPBAN OT Hal-Manko 2 ceAMHLH (BX. TO
3
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MALMEHTH CBC ChPACYHA HEAOCTATEYHOCT BHHATH TPAORA a BKIIOYBA OlicHKa Ha Op0pedHara QyHKIp,
BKIIOYHTEITHO MOHETOPHPAHE Ha KpeaTHHHHA M kKanua B cepyMa. AKPYKC Moxe na ce mpunara ¢ ApyTH
CPEACTBA 32 JIeueHHe Ha ChpJeYHa HeJocTaThYHOCT, BIunouuTenno ACE uuxuburops, 6era-0iokepH,
IHYPETHIH HWIH ChPAESYHH TTHKO3UIH, KAKTO H C KOMOMHALMH OT Te3H JiekapcTBeH MpoaykKTH. AKPYKC
MO3Ke Ja ce mpunara 3aeaHo ¢ ACE uHXHUOHTOp IIPH NaleHTH ChC CHMITTOMaTHYHA ChpACYHa
HEAOCTAThYHOCT BBIPSKH ONTHMAJIHATA CTAHAAPTHA TepanMs 3a ChpZieYHa HEAOCTATHEYHOCT, KOraTo
MHHEPAIKOPTHKOHAHHA PELENITOPHHE AHTATOHUCTH He ce noHacaT. Kombunammara or ACE uaxuburop,
kammit-cexpamsisam nuypeTHK 1 AKPYKC He ce npenoprusa 4 ciieABa Ja ce OOMMCIIH CaMo Clte]
BHHMATEJIHA OLIEHKA HA NOTEHIHAIHHTE ON3H H PHCKOBe (BK. ToukH 4.4, 4.8 1 5.1).

Cneyuanuu nonysayuu
He ce Hanara Kopekiys Ha Ha9a/jiHATA 1032 IIPH XOpa B CTAPUeCKa Bb3PacT WIH IPH MAILMCHTH C
MHTPABaCcKyNapHa XHIIOBOJIEMHS, HTH IIPH NALHEHTH ¢ 630peyHo yBpexXIaHe WM JICKO 10 YMEPEHO TEXKKO

JEPHOAPOOHO YBpeXKaHe.

Ileouampuuna nonyrayus
bezonacHocTTa ¥ epukacHocTTa HA AKPYKC 33 nedeHne Ha CbpAeYHa HEAOCTATHYHOCT HE Ca YCTAHOBEHH
npH Acua Ha ge3pact 7o 18 rogwuu. Hama nanmusn aHHw.

HauKuH Ha NpHIoXKeHHE

ITepopanHo npUIOKEHHE
AKPYKC Tpsabra na ce npHeMa BeJibxK AHEBHO Che WM Oe3 XpaHa. buonamiriHocTra Ha AKPYKC He ce
MOBJIHABA OT NpHeMa HA XpaHa.

4.3 IIpoTABONOKAIAHHSA

CBPBLXYYBCTBUTEHOCT KBM AKTHBHOTO BEIIECTBO MITH KBM HAKOE OT HOMOHIHHTE BELIECTBA, H30POSHH B
TouKa 6.1.

BTopH ¥ TpeTH TpUMecTHP Ha BpeMeHHOCTTa (BXK. TOUkH 4.4 1 4.6).

Texko yepHOAPOOHO YBPEKAAHES H/IITH X0ONECTasa.

Henia Ha pe3pact nog 1 ronuHa (Bx. To4ka 5.3).

EnnoepemMenHara ynoTpeba Ha AKPYKC ¢ annckupeH-cbIBpKaliH NPOAYKTH € npomonoxaaana IIpH
NaIHEHTH ChC 3axapeH Auaber win 666peuno yepexaane (GFR < 60 ml/min/1,73 m %) (Bxk. ToukH 4.5 # 5.1).

44 ChnennajHH npeIynpexneHHs H NpPeANA3HH MEPKH IPH yOnoTrpeda

bvbopevno yapexcoane
KakTo u rmpH Ipyry nNpoayKTH, KaTo CIEACTBHE OT HHXHOHPAHETO HA PeHMH-aHTHOTCH3HWH-AII0CTEPOHOBATA

CHCTEMa Ca BB3MO3KHH MPOMEHH B OBOpeyHaTa PYHKUHA ITpH NAIMEHTH ¢ NPeIpa3snojloKeHOCT KbM
nedernne ¢ AKPYKC.

Koraro AKPYKC ce npanara npH NaLMeHTH ¢ XHTIEPTOHHA U C YBpeacHa 6u0peuna GyHKLA,
MPEIOPBUHTENHO € MEPHOAMYHO NPOC/eAIBaHe HA HUBATA HA CEPYMHHA Kauii M KpeaTHHHH. ONMHMTHT NPH
NAIMEHTH ¢ MHOTO TEXKKO YBpeZeHa 6b0peuna GQyHKLIMS WM YBpPEKIaHHA B KpaHHa (a3a e orpaHH4eH
(Clereatinine <15 ml/min). IIpu Te3u naumenT gozara AKPYKC Tpsa6Ba BHUMATENHO Aa Ce THTpHUpa U €
HeOOXOZHM CTPHKTEH KOHTPON HAa KPBBHOTO HA/IATAHE. I
OleHKaTa Ha CHCTOAHMETO HA MALHEHTH ChC ChPACUHA HEAOCTATHYHOCT TPAGBa a BIIOYE ﬂéﬂﬁﬁhﬁtﬁ}l
KOHTPOJ Ha 6v0peuynaTa QyHKIHA, 0coGeHO NPH NALIMEHTH B CTApYECKa Bb3pacT Ha 7 = r@zimﬂﬂ WA no-\ S
BB3PACTHH, KAKTO H NPH NAaLHCHTH ¢ YBpecHa Ob0peuna ¢yuxuua. 11pH THTpHpaHe ﬁa HosaTa fia AKP YI{E
ce NMPENopbYBa KOHTPOI Ha CEpYMHHS KPeaTHHHH M Kauid. KnuHuuHITEe npoyBaHu# 38 %pneuﬂa }

g
HEJOCTATHYHOCT HE ¢a BIIIOYBAJIH MALHEHTH CbC CEPYMEH KpeaTHHHUH > 265 umol/] (\? @ﬁlgfdl) ] _J**’
‘H‘% .‘_.s:,".e*._ S r"rf;i:?‘ 1
Conememesauo aeuetiue ¢ ACE unxubumopu npu copdeynda He0ocmanbyHocm \frq w”‘-«A it w
T HH?’- “::‘;;T;:.,
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PHCKBT OT HEMENIaHH JICKAPCTBEHH PeakiiMM, 0cOOCHO XHIIOTOHMS, XHIICPKATTHEMHS H HAMAJIABAHE HA
ObOpeuHara QyHKIA (BKIIOYHTENHO OCcTpa 060pevHa HeAOCTATHPIHOCT ), MOXKE 1a CE€ NIOBHIIH, KOTATO
AKPYKC ce u3nonsea B komGunaipa ¢ ACE mnxuburop. Tpoiina komGuHauus ot ACE unxuburop,
MHHEPATKOPTHKOHEH PELENTOPEH aHTarOHMCT H KaHAECapTaH CBILO HE ¢e npenopbuba. Te3u KOMOHHALHH
TpAOBa fa ce H3n0I3BaT Mo HabMOACHHETO Ha CIICLIMANHKCT M IIPH Y€CTO BHUMATEITHO MOHHTOPHpaHe Ha
OBOpeuHarTa (OYHKLIMA, CTICKTPOTMTHTE U KPEBHOTO HANATAHE.

ACE waxuburopu n anrunorensuH [I-peuenroprau 65okepH He TpAOBa Aa ce H3NOJI3BAT CAHOBPEMEHHO NIPH
[MAaUMEHTH ¢ AuabeTHa HedponaTus.

AemMoouaiuza

Tlo BpeMe Ha JHANIHM3a KPHBHOTO HAJIAraHe Moxxe aa 6bae 0cobeHO YyBCTBHTENHO KbM Onokana Ha AT, -
PELENITOPUTE B pe3y/ITaT HA HAMAJICHUA IUIasMeH 00eM H aKTHBHPAHETO HA CHCTEMATA PEeHMH-aHTHOTeH3HH-
angocrepoH. Cnegoparenso npH naipieHTH Ha Xemoauanmsa AKPYKC Tpabsa na ce THTpupa BHHMATENHO H
e HeOoOXOAUM CTPHKTEH KOHTPOA Ha KPBBHOTO HAJIATAHE.

Cmenosa a 6vbpeunama apmepun

JpyTH ICKapCTBEHH NMPOMYKTH NOBIHABAMM PEHHH-AHIHOTCHIHH-AIOCTEPOHOBATA CHCTEMA, BKTIIOYHTETHO
" aHruotTeH3uH l-peuenropaure aHTaroHUCTH (AITPA), MOXe Aa MOBHINAT HHBATa Ha KPbBHA yped U
CepYMEH KpeaTHUHWH NMPH NALMCHTH ¢ ABYCTPaHHA CTEHO3a Ha Ob0peuHaTa apTepHa HIIH CTEHO3a Ha
apTepHATa Ha eIMHCTBEH (yHKUMoHupan] Oxopek. [loaobeH ediekT MOXeE Aa ¢e OvMaKBa MpH aHrHOTEH3HH 11
PeLIENITOPHH AHTArOHHCTH.

brbpeuna mpancnaanmanyus
Hsama onmt ot npunoxenuero Ha AKPYKC npH naiveHTH ¢hC cKopomHa Op0pednHa TPaHCIUIAHTALMA.

Xunomonun

ITpu naimeRTH CBC ChpAcYHAa HENOCTATHYHOCT MOXeE 4 ce Ha0moaaBa XHIOTOHHS MO BPEME Ha JICUSHHE ¢
AKPYKC. Takapa MOXKe Ja ce pa3sBHe U NPH NAWEHTH ¢ XMIIePTOHHUA, HO C BETPECHAOBO OOEMHO
MIUEPIIBAHE — KATO HANPHMEP NMAlHCHTH HA JICYECHME ¢ JUYPETHIA BBB BHCOKH J103H. I1pu 3ano4BaHe Ha
JieyeHHeTo TPAOBA /1a ce MOAXOMKAA C MOBMIIEHO BHUMaHHe, KaTo TPA0Ba Ja ce HalpaBH OIMT 33 KOPEeKIIHA
Ha XHIIOBOJIEMHATA.

Anecmesusn u Xupyp2uuno aeuenue

ITo BpeMe Ha aHECTE3NA B XHPYPrUHIHO ICYCHHE NIPH MALMEHTH HAa Tepanus ¢ aHruoreHsyH 1l penentopHH
aHTaroHHCTH (AIIPA), Moke Aa ¢e NOABH XHIIOTOHHA IOpaaH O10KMpaHe Ha PEHHH-AHTHOTCH3UHOBATA
cucTeMa. MHOro paako XMNOTOHHATA MOXKe 1a ObJe TONKOBA TEKKa, He Ja HAJIO)KH IIPHIaraHe Ha
HHTPABSHOZHH PAa3TBOPH H/HIIH Ba3OMPECOpPH.

Cmieno3sa na aopmua wiu Mumpanag xaana (00cmpyxmusna xunepmpouyna kapouomuonamus)

KakTo H 3a ocTaHanure Ba3OAHIATATOPH, [IPH MNALHUEHTH ¢ XCMOHHAMHYHA CTCHO3a Ha a0PTHA HIIH

MHTPaIHA KJIana, Wil O0CTPYKTHBHA XMnepTpodHuHa KAPpAROMHOIIATHA Ce NpenopnyuBa 0cobecHa
Npeana3ifuBoCT.

IIvpeuien xunepardocmeponusvm

ITanpeHTHTE ¢ ITBPBHYCH XHITEPATIAOCTCPOHN3BM OOMKHOBEHO HE OTTOBAPAT HA TEPaItHA C
AHTHXHNOCPTECH3UBHH CPEICTBA, KOUTO AEHCTRAT Ype3 HHXUOHpaHe HA peHHH-aHMHOTEH3MHOBATA CHCTEMA.
ITopaau ToBa He ce nmpenopbuBa ynorpedara Ha AKPYKC B Tasu nomynanus.

AunepraruemMus o
EnnoepeMmeHHoTO npuioxkenne Ha AKPYKC ¢ kanuii-CeXxpaHaBaln JHYpPETHLN, lcannem ¢

CepYMHUTE HHUBA Ha KaJiua (Hamp. XernapuH), Moxe fa JOREAE A0 NOBHIIABAHE HHBOTI} Ha qepym-mu

NPH NalMeHTH ¢ Xunepronud. IIpu HeobxoaumocT TpAOBa Aa ce IMpeArprUeEMe MGHHTDPHPBHB Ha ce MM [

KaJIMi,
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[Ipyn naupeHTH CBC CHpAEYHA HEAOCTATHYHOCT JIEKyBaHH ¢ AKPYKC MoXe fa ce pasBHE XMNepKanueMus.
[IpemophuBa ce NepHOIHYHO MOHHTOPHpPaHe Ha cepyMHHA Kanmii, KomOuHawmsTa or ACE maxuOuTop,
Kanui-chXpaHaBall AHypeTHK (Harp. cmapoHonakToH) H AKPVKC He ce nmpenophupa 1 MOXKe Aa c¢
oOMHCIIH caMo Cliel BHHMATENIHA OLICHKA Ha NOTCHUHANHHTE IOJI3H H PHCKOBE.

Heotino baoxupane na penun-anzuomenzut-aroocmeponosama cucmema (PAAC

WMa nanHH, ye eqHOBpeMeHHaTa ynotpeba Ha ACE unxuGuropH, anrnotensut [l-perenropan 6iiokepH M
aNICKMPEH NOBHIIABA PHCKA OT XHITOTOHHA, XHTIEPKATHEMHS H HamMangBaHe Ha 6pOpeunaTa GpyHKums
(BKMIOYHTENHO ocTpa OB6peuna HeaocTaThuHOCT). [Topans TOBA He Ce MpeNnOphYBa ABOHHO OAOKUpane Ha
PAAC upes komGunupanara ynorpeda Ha ACE unxuburopn, anrnorensu Il-perenTopan 61okepH HIH
ATHCKUPEH (BXK. TO9KH 4.5 1 3.1).

AKO ce IpeleHH, Ye TepanusTa ¢ JBOHHO GoKHpaHe € abcomoTHO HeoGXoMuMa, ToBa TpAOBa a cTasa caMo
noA HabNIOAECHNETO HA CIEHANIMCT H NIPH YECTO BHHMATEIHO MOHHTOpHpaHe Ha 650pednara QyHkuu,
EJIEKTPONTMTHTE U KPBBHOTO HaJsAIraHe.

ACE nnxuburopu 1 anrnoredsus Il-perienropHn Omokepu He TpaOBa fa ce HIMNOI3BAT AHOBPEMEHHO NIPH
MauHeHTH ¢ AuabeTHa HeponaTus.

Obyu npegdynpescoenus
[Tpy nanmeHTH, YniiTo CEpACYEH TOH H OE6peyYHa QYHKLIMS 3aBHCAT MPEAMMHO OT paboTara Ha peHHH-

AHTHOTEH3NH-AIIOCTEPOHOBATA CHCTEMA (HAPUMEP NAMEHTH ¢ TeXKKa 3aCTOMHA CHPACYHA
HEeAOCTATHIHOCT HIH 6B6peuHo 3ab6onaBaHe, BKAIOUHTETHO CTEHO3a Ha Op0peuHaTa apTepHi), JISYSHHETO ¢
JPYTH NEKAPCTECHHE NPOAYKTH, TOBIMABAINM Ta3H CHCTEMA € CBBP3aHO ¢ OCTPa XHNOTOHHA, a30TCMHA,
OIIMTYPHA WIH pAako ocTpa OhOpeuHa HeaocTaThuHOCT. He Moske J1a ce U3KIIIOYH BE3MOXKHOCTTa OT IOABRA
Ha noaoOHH edpextn npu AIIPA. KakTo 1 npH OCTaHAINTE AHTHXHNEPTEH3IHBHH MPOIYKTH NPHIATaHH HA
Mal{eHTH ¢ HCXeMHYHA §0IecT HA CHPLETO HIIH HCXEMHYHA MO3BUHO-CHAOBA H0J1eCT, € BE3MOXCHO J1a C€
HabmoAaBa pA3KO NOHIDKEHUE Ha aPTEPHANHOTO HaJlAraHe, KOETo Jia IoBeAe 10 HHOApKT HA MHOKapAa HiIH
HHCYJIT.

AHTHXHIEPTEH3HBHUAT eeKT Ha KAaHACCAPTaH MOXKeE Ja ObA¢ NOTCHLMPAH OT APYTH NOHKaBaLH
apTEPHANIHOTO HAJIAraHe JIEKAPCTBEHH ITPOAYKTH, 0€3 3HaueHHe JalH ¢a NPeanucalH KaTo
AHTHXMIEPTEH3HBHE WIH IO APYTH MOKA3aHHUA.

AKPVYKC cpaepxa nakrosa. IlaieHTH ¢ peaxy HacneACcTBeHH MpoOiieMH Ha rajlakTO3Ha HEMTOHOCHMOCT,
Lapp-nakraseH 1epHUMT HAH MNTIOKO30-Fa1akTo3Ha ManabcopOrs He TpAOBa fa [pHeMaT TO3H JCKapPCTBEH

NPOAYKT.

bpemennocm

ITo BpeMe Ha OpemMeHHOCT HE TpadOBa Aa ce 3anoyna JieyeHHe ¢ AIIPA. Oc¢BeH ako NMpoabIDKaBaHe Ha
TEpanuATa ¢ aHTArOHUCTH Ha AITPA He ce CUHMTA 33 CHIIECTBEHA, NAIMEHTKHTE [WIAHKPALH OPpEeMEHHOCT
TpAbBa Ja MPEMMHAT Ha AMTEPHATHBHO AHTHUXHIICPTCH3UBHO JICUSHHE, KOETO € ¢ YCTAHOBCH NMpodun Ha
GezonacHocT no BpeMe Ha GpemeHHOCT. IIpH ycraHOBgBaHe Ha SpeMeHHOCT, neucHueTo ¢ AIIPA Tpabea na

6Bae npekpaTeHo He3abaBHO H aKo € NOAXOAALIO Ja Ce 3afl0YHe AITEPHATHBHA Tepanus (BXK. TOYkH 4.3 U
4.6).

Heduampuuna nonyaauun, 8KII0YUMENHO RAYUEHMY C DbOPEyYRO YEpPeNcoane
Kangecapran He e Npoy4BaH MpH Aelia ChC¢ CKOPOCT Ha rnomepyiHa ¢puntpauus noxa 30 ml/min/1 ,73m” (Bx.

TOYKa 4.2).

1__'_..-4.--\.;

IIpn acua ¢ BE3MOXKHO BBETPECHR0BO 00eMHO H3uepneaHe (KaTO HampHMep NalTHEHTH, JIEK}'ZB&I{E G

IHypeTHlH, ocofeno Te3u ¢ yepeacHa 6u0peuna ¢yHkuud), reueHneTo ¢ kKaHaecapTaH Tpﬂﬁﬁa»ﬂﬂ saﬁoﬁhe N
IO/ HEMPeKbCHaTO HabmoaeHue u TpAOBa aa ce oOMHUCIH JaBaHETO HA NMO-HHCKA HallﬂHHa ﬂoa.a {Bm TOW“J \
fao i T T

‘ -f

P S o h
. i S

| :’J
HpH [MAMHCHTKH CIcA MCHAPXC BCPOATHOCTTA OT ﬁpeMEHHGGT TpHﬁBa Ha ¢C OLICHABA ]JB,I[GBHO Tpﬂﬁﬂa M Gﬂ /-

NpeAoCTaBd noaxondima vHGopMalps Wi Aa ce NpeaAnpHeMaT AeHCTBHA 34 npe,umpgr@aﬂa Ha pﬂ”cﬁ ot
CKCIO3HIUA MO BpeMe Ha OpeMeHHOCT (BK. TOUKH 4.3 1 4.6). | 3 A ;e

6 C - _.p-*’
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4.5 BsaaMoaelcTBHE ¢ APYIH JEXAPCTBEHH NPOAYKTH H ApPYrH (OPMA BA B3aHMOAeHCTBHE

H3acnenpanuTe BeIECTRA B KITHHUYHU (PapMaKOKMHETHYHH NPOYYBaHHA Ca BKMIOYBAIH XHAPOXJIOPOTHA3HA,
Bap(hapHH, IATOKCHH, EPOPAIHH KOHTPALIENTHBH (T.€. €THHIIECTPaHOJ/ IEBOHOPTECTPEN),
rnubenxnamul, HudeaumuH 1 eHananpwi. He ca ycTaHOBEHM KMTMBHYHO 3HAYMMH (apMaKOKHHETHYHH
B3aHMOAEHCTBHSA ¢ TC3H JICKAPCTBEHH NPOAYKTH.

EnHOBpeMEHHOTO NIPHIIOKEHHE ¢ KAIHH-CBXpaHABAIH AUYPETHLIA, KaNnHeBH B0OaBKH, KATHA-CHABPKALLH
3aMECTHTE/IM Ha roTBapcKaTa coll WM APYTH JICKapCTBESHH NMPOAYKTH (Halp. XeNapuH), MOKe a NOBHIIH
CTOMHOCTHTE HA cepyMHNA Kanui. [Ipu neobxogumoct Tpadra aa ce npeanprHeMe MOHHTOpPHpaHe Ha
CepyMHHs Kajidi (BxK. Touka 4.4).

[Ipu exsoBpemenHo npwioxenne Ha TUTHIE ¢ ACE naxu6uTopy HMa cho0meHua 3a 00paTuMo MOBHINABAHE
HAa CEpyMHATa KOHIICHTPALMA Ha JIMTHI M TOKCHYHOCTTa My, CxozieH edeKT MOKe Jia Ce pa3BUe H NIPH
npuwiokenue ¢ AIIPA. TTpuioxkeHHETO Ha KAHASCAPTaH C JIMTHIA He ce MpenopbiBa. AKO KOMOHHALHATA Ce
ce MpeLIeHH KaTo HeoOXoauMa, ce NMpernopryBa CTPMKTHO MOHUTOPHPAHE HA CEPYMHATA KOHUCHTPAIUA Ha
JTATUHA,

Kom6unaupana tepams ¢ AIIPA 1 HECTEPOHAHH MPOTHBOBB3MANHTENHH CpeACTRa (Hanp. celleKTHBHH COX-
2 MHXMOUTOPH, aNeTHICATKIIIOBA KucenuHa (> 3 g/nen) u Hecenextheal HCIIBC) Moxke na orcnabu
AHTHXUITCPTEH3HBHEA E(EKT.

KakTto npu ACE uaxuburopure, e1HOBpeMeHHOTO npunoxeHue Ha AIIPA ¥ HecTepoHIHH
npotBoRb3nanuTe/HA cpeacTea (HCIIBC) Moxe aa noeexe 10 noBHLICH PHCK OT YBPEKAAHE Ha
Ou0OpeunaTa GpyHKLMA, BKTIOYHTENHO BB3MOKHOCT 33 TIOABA Ha OcTpa 650peyHa HEAOCTAaTBYHOCT H
MOBUUIABAHE HUBOTO Ha CEPYMHHA KalTHii, 0cOOEHO MpPH NMalMEHTH c¢he cliaba 6x0peuna QyHKUMI.
KoMOHHa1maTa TpsORa 1a ce Npuiara ¢ nNOBHIIEHO BHUMAaHKE, 0CO0EHO NPH MALMEHTH B CTapueCcKa
ph3pacT. [TpH 3ano4BaHe Ha ChITETCTBAINA TEPATIHA H NEPHOAHYHO Clie]l TOBA, IALMEHTHTE TpA0Ba na OpaaT
NOAXOAAIIO XHAPATHPAHH H € HEOOXOMM CTPHKTEH KOHTpoA Ha 6p0peunaTa pyHKumaA

JaHHH OT KIHHHYHH MPOYYBAHKA ITOKA3BAT, Y€ ABOHHOTO OJIOKHpaHEe HA peHWH AaHTHOTCH3HH
anpocrepononara cuiereMa (PAAC) upes komGunupanara ynorpeba Ha ACE maxuburopH, anrnoreHsuH Il-
pelenTopHu 6I0KepH HIH aTHCKHPEH CE CRBP3Ba C MO-BHCOKA YECTOTa Ha HeXXeNaHH chbOHTHA, KaTo
HaNpHUMEp XHIIOTOHHS, XMIIEpKaJTHEMHIA H HaMalisiBaHe Ha ObOpeunHaTa QyHKIAA (BKIIOUHTENHO OCTpa
O6BOpeYHa HEAOCTATEYHOCT), B CPABHEHHE ¢ YIIOTpebara caMo Ha €[IHO CPeACTBO, AeiicTBalno BbpXy PAAC
(Bx. Touxu 4.3, 4.4 u 5.1).

IleauarpuyHa NOmyaalMsa
[Ipoyusanna 3a B3aMOAEHACTBHE Ca IIPOBEKIAHH CAMO IIPH BL3PACTHH.

4.6 @epTHIAHTET, OPEeMEHHOCT H KbpMene

bpemennocm

Vnorpe6ara Ha ATIPA He ce npenophyBa Npes3 ITbPBUA TPUMECTHP OT SpeMeHHOCTTA (BXK. TouKa 4.4).
Vnorpe6ara Ha AITPA e npoTHBONOKa3aHa Npe3 BTOPUA ¥ TPETHA TPHMECTHP OT 6peMeHHOCTTA (BXK. TOUKH
4.3 u 4.4). emmame,

PRI, T

A

1 ’. '.u r,’lf‘i .
EnnaeMuosoriuHnTe NAaHHH MO OTHOLIEHHE Ha PHCKA OT TepaTOreHHOCT CNeh excnoaﬂmdﬂ mmmm
peuenTopHd ONoKepH Mpes MbPBHA TPHMECTHP OT OpeMeHHOCTTA He Ca KaTeropHuHH; BCe 11&14: mnm LN F’

\

'l

MOBHINEHHE HA pUCKA HEe MoXe Ja Oblie m3noveHo. JJOKaTo THICBAT KOHTPOJIHPaHH Bmmemnonnmtﬂm
IJAHHH TI0 OTHOIIeHHe Ha pHcka ¢ AIIPA, MoxXe Aa chilleCTBYBAT CXOQHH PHCKOBE 32 maﬂ ftJlac .lle
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aHTHXHIICPTEH3IHBHO JICUEHHE, KOETO € ¢ YCTAHOBEH Npodiil Ha Ge30macHOCT 3a ynorpeda no BpeMe Ha
6peMenHocT. IIpH NOoKa3BaHe HAa GPEMEHHOCT, IEUEHHETO ¢ AHTATOHHCTH Ha aHrHoTeH3HH 11 Tpabea aa Gbae
He3a0aBHO TIPEKPATEHO H aKO € MOAXOAAIIO Aa CE 3aN04YHE AJITePHAaTHBHA Tepanui.

H3secTHO e, ye ekcrnosuiaTa Ha AIIPA nipe3 BTOpH H TpeTH TPHMECTBP Ha OpeMEHHOCTa BOAH RO
(hEeTOTOKCHUHOCT MpH Xopa (HamaneHa 6pOpeuna ¢yHKIMSA, OTMIrOXUAPaMHMOH, 3a0aBeHa YepenHa
ocH(HKALHA) ¥ HEOHATAITHA TOKCHUYHOCT (Ob0pevHa HeAOCTATHYHOCT, XMITIOTOHHS, XMIIEPKATHEMHSA) (BIXK.
Touka 5.3). IIpn excnozuius c AIIPA cnen sropua TpuMecTsp OT OpEeMEHHOCTTA CE NIPENOpPLIBa
POBEX/IAHE HA YATPA3BYKOB KOHTPOJ Ha Ob0pednara ¢pyHkuma H uepena. bebera, unkro MalkH ca
npremanu AIIPA TpaGea na 6bAaT BHHMATENHO HAaONIOABaHH 33 XHIIOTOHMA (BX. CBINO TOUKH 4.3 1 4.4).

Kvpmene
Tsit kaTo Muncea uHGopMaua oTHocHo ynotpe6ara Ha AKPYKC no Bpeme Ha kbpMmeHe, AKPYKC He ce

NPEnophYRa 3a MPHIOKEHHE, KATO 32 TPEANOTHTAHE € /1A ¢ H3MON3Ba ATepPHATHBHA TEPaIui ¢ mo-godpe
ycTaHoBeH npodiut Ha 6e30NacHOCT N0 BpeMe Ha KbpMEHe, 0c00EHO IIPH HOBOPOAEHHU HITK
npexaeBpeMeHHO pofieHH Hebera.

4.7 EdexTn BEpXYy cOOCOOHOCTTAE 32 oPHAPaAHE H paboTa ¢ MAIIHHH

He ca mpoBexaaHi NpOy4BaHHA 3a eeKTHTE HA KAHAECAPTaH BhpXY criocofHocTTa 32 modHpaHe H pabora
¢ MamHHH. Bee nak Tpa6sa Aa ce B3eMe noj BHUMaHKe, Ye TIOHIKora no BpeMe Ha jedeHueto ¢ AKPYKC e
BE3MOKHA MOSBA HA 3aMasHOCT WM OTMAAHAIOCT.

4.8 HexenanH JeKAPCTBCHH PeAKIHH

Jleuenue na xunepmonus
B koHTponMpaHH KIMHHYHHA NPOYYBAHUA, HEXKENAHUTE PEAKLIMM Ca OMITH JIEKH H IPCXOHH. O6mara

YEeCTOTa HA HEXKEIAHUTE PeakiMM He € NoKa3ana Bpb3Ka ¢ 403aTa WM BE3pacTra. ChOTHOINEHHETO HA
NAIHCHTH CIIpeH JEUEHUETO NOPaaM MMOABa Ha HesKeJlaHW peaKLMH € OHIIO CXOAHO B IPYNATA Ha NCHYCHHE ¢
KaHaecapTaH uwickceTin (3,1%) u tasu Ha nnauebo (3,2%).

B 0600men ananu3 Ha JaHHU OT KJIMHHYHH MPOYYBaHAA NPH XUIICPTCH3NBHH NalIHEHTH, HesKeJTaHHTe
peaKLMH MPH KaHASCAPTaH LHIEKCETHN ¢¢ AeHHHpaT BB3 OCHOBA HA UECTOTA HA HEXEJIaHH CHOMTHA IpH
IIpHEM Ha KaHAECAPTAH IIUIEKCETI, TI0-BUCOKA ¢ IoHe 1% oT HabntoaaBaHaTa npu npHeM Ha nnaunebo. Ilo
Ta3l Ae(hHHALIMA Hal-9eCTO ChOoOLIaBaHHTE HEXKEIIAHH PeaKLMH Ca 3aMasHOCT/BEpTUTO, FIaBObOIIHE H

HHGEKIMH Ha AHXATCTHHTE THTHILA.

[To-n07y ca MpeACTaBEeHA HeXENaHUTE PEeakLMi OT KNHHHYHHUTE IIPOYYBAHHS H MOCTMAPKETHHTOBUA OITHT.
UYecTOTHTE Ha HeXKENAHHTE PEAKIHH Ca ONPEACICHH KAKTO CJIeABa: MHOTO uecTd (> 1/10); wectH (= 1/100, <
1/10); Heuwectu (= 1/1,000, < 1/100); penxu (= 1/10 000, < 1/1 000); mHoro penku (< 1/10 000); ¢
HEM3BECTHA YeCcTOTa (OLICHKA Ha 4eCTOTaTa HE MOXKe /1a Ob/ie HanpaBeHa OT HAIHYHHTS KaHHH).

Huchexyuu u ungpecmayuu
YecTn: HuxarenHu nHpEKLHH

Hapywenus na xpvema u aumpnama cucmema

MHoro penxw: JleBkOncHUS, HEYTPONCHUS M arpaHyJIOLHTO34 e
iy G
Hapywenus na memaborusma u xpanenemo ST
. . ;J.' _ o .. h"'-. "; :_ﬂ_ " 1-.\"
MHoro peaxu: XunepKanieMHus, XUNnoHarpueMus \\ 7,
: R A IL -j{
P ; . L I ot )
Hapywenun na nepsrama cucmema R O Ry S
YecTn: 3aMagHOCT/BEpTHTO, INaBOOOHE v e S
Q\:"\} ":-I..fd,a' ..%-:ﬂﬂ " o ﬁ.?‘ij .;*'frr
Pecnupamopnu, 2p>08u u MEOUACTMUHATRY HADYULEHUS S VAR D
e e e e
MHOro penxu: Kamuna AR
8
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Cmomawino ypesuu RApyutenus
Muoro penxa: ["aneHe

Xenamobunuapnu napyiuenus
MHoro penku: [ToBumiaBaHe CTOHHOCTHTE Ha YePHOAPOOHHUTE €H3HMH, OTKIIOHEHHS B
yepHoApoOHaTA PYHKIMA MM XEMATHUT

Hapyutenun na xoocama u HOOKONCHAMA MoKaH
MHoro peaku: AHruoegeM, oOpuB, ypTHKapus, NIPYPHTYC

Hapywenun na MycKyano-ckeremuama CUucmema u CyeQunumennama myKan
MHoro peaKkH: bonku B rep6a, apTpanrus, MHAATHA

Hapywenua na 6u6peyume u nuxovnume nomuia
MHoro peaku. brOpedHo yBpeKIaHe, BKIIOYHTENHO Op0pevYHa HeoCTaThYHOCT NpH
YYBCTBUTEIIHH NalMeHTH (BK. Touka 4.4)

Slabopamopuu pezyamamu

KaTto nano re ce Habmronaea KIMHHYHO 3Ha9MMO BIHIHHE HA AKPYKC BEpXY CTOHHOCTHTES HA PYTHHHHTE
naboparopHu nokasarend. KomkoTo o Apyru HHXHOHTOPH Ha peHHH-aHrHOTEH3HH-aNAOCTePOHOBATA
CHCTEMA, HaOMoAaBaHH ca CIyyaH Ha JIEKO NMOHIKaBaHe Ha XxeMoriiobuna. Kato usio He ce Hajara pyTHHEH
KOHTPON Ha CTOHHOCTUTE Ha JabopaTopHUTe nokKazarend rmpH nanuerTu Ha nedeHde ¢ AKPYKC. Bee nak,
TMpPH NALHEHTH ¢ OLOPEYHO YBpeKAAHE € MPENOPHYHTEIHO NIEPHOHYHO IIPOC/IeAABAHe HA HHBATA HA
CEpYMHHSA KaJIHH U KPEATHHHH.

[leanaTpHyna nooynamus
BezonacHOCTTa Ha KaHecapTaH € MOHHTOpHpAHA MpH 255 fena ¥ IOHOIH ¢ XHOEPTOHHS, Ha BB3pacT OT 6

no < 18 roannn, no BpeMe Ha 4-CEAMHYHO KIMHHYHO MPOY4BaHe 33 KTHHHYHA epUKaCHOCT H €XHOTOAHLIHO
OTBOpeHO mnpoyuBade (Bxk. Touka 5.1). Ilpu nourm BCHYKM CHCTEMO-OPraHHH KIacOBe, YeCcTorTaTa Ha

HEXKEJAaHUTE PeaklPH MpH fAela € B AMana3oHa 4YecTw/HevecTH. [JoKaro XapakTepa M TeEXeCTTa Ha
HeXeJaHuTe chOMTHA € NoaoGHa Ha Te3d MpPH BB3PACTHH (BHXK NO-rope), 9€CTOTATA HA BCHYKH HEKEJIaHH

cHOHTHS € TIO-BHCOKA IIPH Aena H KHONIA, IMTO-CIICHHANHO.

. I naBobonue, 3aMagHOCT ¥ HHQEKIHKM HA TOPHHUTE JAWXATCIHM IMHTHIIA Ca NOKIA/BaHHM Karo ,,MHOTO
gecTH™ (>1/10) npu pena u ,,qectu” >1/100 1o <1/10) npu BE3pacTHH.
o Kammnuia e a0xi1aBaHa kaTo ,,MHoro uecra® (T.e. >1/10) npu nena u ,,MHoro paaka® (<1/10 000) nmpu

BB3PAaCcTHH,

° O6pus e JOKIafBaH KaTo ,Yecta® (>1/100 mo <1/10) npu aeua u ,MHoro paaka“ (<1/10 000) mpu
BL3PACTHH,

° XunepkanneMHs, XHIIOHATPHEMHY ¥ OTKJIOHEHHS B vepHoApoOHaTa (yHKIME Ca NOKJIAABaHH KATO
LHeuecTH® (>1/1 000 xo <1/100) npm neua ¥ ,Muoro peaxu (<1/10 000) npu BE3pacTHH.

° CHHycOBa apHTMHA, Ha30(apHHTHT M IMAPEKCHs Ca JOKNAABaHH Karo ,4ect™ (=1/100 go <1/10), a

opodapuHreanHa Gonxa karo ,MHoro uecra® (t.e. >1/10) mpu aena, Ho He ce CHOOINABAT MHpPH
BB3pacTHH. BBIOpekH TOB4, T€ Ca BPEeMEHHHM M ILIMPOKO pasMpOCTPaHEHH 3a00NABaHHA B JETCKA
BB3PACT.

O6wmmaT npodun Ha 6e30NacCHOCT Ha KaHASCapTaH NIPH IIEAHATPHYHH MAHEHTH HE CC pa3nH4asg. . :
CBLICCTBEHO OT NMpodHiia Ha 6e30NacHOCT NPH BB3PACTHH. T B \\

Seuenue na cbpoeuna HegocmamsuHocm - o
ITpodpuntT Ha Hexenanute peakipad HAa AKPYKC npH maiMeHTH CBC CBpIeUHA Hemcmntﬂmc'r o
CHOTBETCTBA ¢ (hapMAKOJIOTHATA HA JIEKAPCTBOTO M KIMHUYHMA CTATyC Ha NMaLueHTHTe. B lmmumﬂma SR
nporpama CHARM, KkosTo cpaBHABa kaHaecapTaH B 1034 a0 32 mg (n = 3803) ¢ miauebo (n = 3796), 21 0% * /
OT NALMEHTHTE B IPyNaTa HA JiedyeHHe ¢ KaHAecapTaH 1unekceTrn H 16,1% oT nauumeHTHTE m*p)cgm f__l_a N
mnane6o ca cnpeny jiedeHreTo nopagd HexenaHH peakuwd. Hadi-yecto crobimapasure HE)KEJIW & S
9
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peaKkLMH Ca XHNEPKAJIHEMHS, XHIIOTOHHA H 6Bb0peuHo yBpexaaHe. Te3H ChOUTHA ¢a N0-4ECTH NMPU MALHEHTH
Ha Bb3pacT Haj 70 roguHu, NalyedTH ¢ Auaber Wik TakHBa, KOMTO Ca MPHEMAaI| APYTH JIEKaPCTBEHH
MPOXYKTH, [IOBIHABAINM PEHHH-AHTHOTEH3HH-AIOCTEPOHOBATA cicTeMa, B 4acTHOCT ACE nuxuburopy
H/HIH CITHPOHONAKTOH.

ITo-gony ca mpeacTaBeHN HeKEMAHUTE PEaKlMM 0T KIHHHYHHATE NMPOYYBAHHA H MOCTMAPKETHHIOBHA OITHT.

Hapyutenua na xpoema u tumMgmama cucmema
MHoro peaks: JleBKONEHHA, HEYTPONICHMSA ¥ ArpaHyJIOLIATO3a

Hapywienus na memaboarusma u xpanenemo

YecTH: XHNEepKATHEMHA
MHoro peaxu: XUIMOHATPHEMHA

Hapywenun na nepenama cucmema

MHoro peakn: 3amMafaHOCT, riaBodbonie
Cwvoosu napyuienus
YecTn: XHUITOTOHHA

Cmomauno-ypesnu Hapyuenus
MHOro peaxH: ['apene

Xenamobunuapuu Hapyuenun
MHOro peaks: [ToBHineHH cTOHHOCTH HA YePHOAPOOHHUTE CH3UMH, OTKJIOHCHHA B
yepHOApoOHaTa QYHKIIHA WIH XETaTHT

Hapyutenus ra xoxcama i ROOKOICHAMA NMoKaH
MHoro peaxu: AnrunoeneMm, oOpHB, ypTHKapHUs, IIPYPHTYC

Hapywenus na Mycxyano-cxeaemnama cucmema u CeeOunumennama moKam
MHoro peakn: bosnku B repda, apTpanrus, MUAITHA

Hapywenus na bv6peyume u nuxoynume nomuiiya
Yectn: br0peuto yBpexxaaHe, BKIIOUHTEIHO ObOpeuna HEAOCTATHYHOCT NPH

YYBCTBHTEJTHH MAIMEHTH (BXK. TOYKa 4.4)

Jlabopamopuu noxazamenu

Xunepkanuemus u 666pednHo YBpexKIaHe ce pa3BMBAT 4eCTO NpH nanueHT! ekyand ¢ AKPYKC no
MIOKA3aHME “ChpACYHA HEAOCTATHYHOCT . IIpenopsuea ¢e NEPHOAHUCH KOHTPOI HA CEPYMHH KPCaTHHHH H
Kamuii (BXK. Touka 4.4).

Chobiapane Ha MOAO3HPAHH HeKeJaHH PeakiNH
Crob1aBaHeTo Ha NORO3HPaHH HEXeIaHH pPeakiiHH CJieH paspelnaBaHe 3a ynorpeda Ha NeKapCTBeHHA

NpoXyKT e BaxHo. Toea no3BoABa [a NPOABILKH HAGMIONECHHETO HA CHOTHOLICHHETO MOM3a/PHCK 34
NEKapCTBEHHA NponyKT. OT MEIHUIHHCKHTE CTISLMAIMCTH ce M3HMCKBA /ia ChoOINaBaT BCAKa NOA03HpaHa

HeKeJTaHa peakiHd upe3 HALMOHAJIHA CHCTEMa 34 ChoOIlapaHe, B M3mbIHHTENHA areHLHS [0 JICKapCTBara,
yi. ,,JlamsaH I'pyes” Ne 8, 1303 Codis, Ten.: +359 2 8903417, yebeaiiT: www.bda.bg. T

“r I'" - - ...- )
__l..l'll., r' .. o . P R P .
4.9 IIpeanosmpane ~
S . . 1 10 -

.....
[TE)

Ha 6a3ata Ha dapMaxosiorduH GakTopH € BepoOSTHO OCHOBHATA MMpoABa HabMoJaBaHa npn npe,r.[n:mpaﬂe ,uaf’ &
€ CHMITOMATHYHA XHIIOTOHHA ¥ 3aMasHocT. B HHAWBHAYAITHH JOKIAAH 32 [peo3HpaHe (no\ﬁ\:w/mﬁ |
KaHAecapTaH HMUICKCETH/), PH3CTAHOBIBAHETO HA HAIHEHTHTE € OWIIO HOPMAJTHO. ;f_} .L'
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Koumpon

IIpu nosira HA CHMITTOMATHYHA XHNIOTOHHA TpAOBa Ja Ce MPAICKH CHMITTOMATHYHO JICYCHHE U J1a C€
KOHTPOIHPAT Ku3HeHHTe nokaszavenn. [laipeHTsT TpaGea Aa ce MOCTABH B JIETHANO MOJIOKEHHE 110 TPBO ¢
NOBJMIHATH Kpaka. AKO TOBa He € JOCTaThYHO, TPAORa Ja ce HanpaBH HHQY3HA 3a YBEJIH'aBaHe Ha
ILIa3MEHHA 00€eM, HAallpAMEP ¢ H3OTOHH4YEH (PH3HOJIOrHYeH pa3TBop. CHMNATHKOMHMETHYHH JIeKapCTBCHH
OPOAYETH MOXKE Aa ¢€ MPHIOKAT, KO TOPeNOCOUCHHTS MEPKM HE Ca HOCTATHIHH.

KaHpaecapraH He ce OTCTpaHsBa OT OPraHu3Ma Ype3 XeMOAHATH3A.

5. ®OAPMAKOJOI'HMYHH CBOUCTBA

51 PapMaxkoaRHAMHAYHH CBOHCTBA
(dapmakoTepanepTHYHA rpyna; AHruHoTensuH I anraronucry, obukaopeu, ATC ko C09CAQ6.

AHrnorens3uH Il e rnaBHUAT Ba30AKTUBEH XOPMOH Ha CUCTEMATa PCHHH-aHTHOTCH3HH-AOCTCPOH H HIpae
poJIsA B NAaTOQU3HOMIOTHATA Ha XHINCPTOHHATA, ChPACTHATA HEAOCTATHMHOCT M APYTH ChPAECIHO-ChAOBH
3abonsBaHnd. Chioo TaKa MMa pofii B IATOreHE3aTa Ha XUIepTpodHaTa H YBpeKIaHeTO Ha KpaHHHTE
oprand. OCHOBHHTE (PHMZHONIOTHYHH edeXTH Ha aHrnoTeH3HH 1l kaTo Ba3OKOHCTPHKITHS, CTUMYJTHPAHE Ha
aNJIOCTEPOHA, peryIMpaHe Ha BOOHO-COJICBATA XOMEOCTA3a H CTUMYTHPAHE Ha KISTHUHHMA PacTex ce
meauupar ot Tan 1 (AT,) peuenropu.

KannecapTaH IWIEKCETH € NPEVIEKAPCTRO MOAXOAAIO 32 MEPOPATHO NMpUiIokeHue. Toit OBp30 ce
TPEBPEIIA B AKTHBHOTO BEIECTBO KAHASCAPTAH Ipe3 eCTep XMAPONK3a npH abcopduud OT cTOoMANHO-
upeBHps TpakT. Kanaecapran ¢ AIIPA cenextibeH 3a AT, pelienTopy, CxC CHIHA Bph3Ka H ¢ OaBHa
qHcoLHanys o1 peuenropa. JIvncea arOHUCTHYHA JEHHOCT.

Kanpecapran He maxubupa ACE, kotito npespbina anrnoten3uH 1 B anrnorensHd 11 1 pasrpaxaa
6pannkuHuHa. Hama edexr pppxy ACE, Huro noTeHuHpane Ha SpagukHHHH WK BemecTsoTo P. B
KOHTPOJIMPAHH KJIMHHYHH TMPOyYBaHHe, cpaPHaBaimy kaHgecapTaH ¢ ACE HHXHOMTOPH, YecToTaTa Ha
KalLTHLA € TO-HHCKA NPH NalHeHTH, NpHeMalnH KaHaecapTaH mwiekceTwli. Kannecaprai He ce CBBp3Ba U
He ONOKHpa APYrd XOPMOHAJIHHA PELIENITOPH WM MOHHH KaHAJH, 32 KOHUTO C€ 3HAC, Y€ ¢4 BaXXHH B CHPACYHO-
ChAOBATA perynaipda. AHTaroHM3MET Ha anruoreH3HH II (AT,) peuentopure BOAN A0 H0303aBHCHMO
YBEMYCHHE Ha TNa3MEHOTO HHBO HA PeHMH H HAa HMBaTa Ha aHrHoTeH3HH 1 H anrnorensnH Il, kakro u 10
[IOHIDKABAHE KOHIIEHTPALMATA Ha IUIA3MEHHA AJIOCTEPOH.

Aunepmonus
TIpH XHIIEPTOHHS KaHACCAPTAH NPECAN3BHKBA X0303aBHCHMO, AKIMOTPAHHO NMOHIDKABAHEC HA APTEPHATIHOTO

KPBBHO HansraHe. AHTHXHNEPTCH3UBHOTO ASHCTBHE Ce AB/DKHA HA HAMANIBAaHE HA CUCTEMHATa nepudepHa
PE3HCTEHTHOCT, O3 yBeJIHUaBaHe Ha peduiekca Ha ChpaeuHaTa yecTora. HAMa naHHH 32 CEpHO3HA M/TH
BJIOIICHA XUNOTOHHS OT ITEPBA J103a WiIH 00paTeH edexT ciell MPEKpaTaBaHe Ha ACUEHHUETO.

Clieqy NpUIOKEHHE Ha €AHOKPATHA 032 KaAH/eCApTaH [ICKCETHI, AHTUXHNEPTCHIUBHUS €(EKT
OOHKHOBEHO ¢¢ NposABARA B paMKHTE Ha 2 yaca. IIpy npoIsbKHTENHO JIeYeHHe HE3aBHCHMO OT A03aTa,
NMOHI)KEHHE Ha KPBBHOTO HANAraHe ce Habmonapa B paMKHTE HA YETHPH CEIMHIIM H CC 3ala3Ba 110 BpeMe Ha
Ha ALITOCPOUHOTO NeueHHe. Criopes MeTa-aHajli3a, JOMBIHUTEIHHAT eQeKT OT YBElTH1ABaHEe Ha m:aamm

16 mg no 32 mg BeaHBK AHeBHO ¢ DI ManbK. KaTo ce B3emMe mpeaABHA HHI‘EPHH.HHBHII}’HJIHHT& ______ \“H .
BapraGIIHOCT, NpH HAKOH NMALHEHTH MOKe a C& OYaKBa MMo-CHiIeH ekt OT obHuainma. - ﬁ ﬁ :ﬂf?\\

: V'EQE?HE
[TpreM Ha KaHAecapTaH HWICKCETIWI BeHEK JHEBHO BOAH A0 ¢(pUKACHO H NOCTENICHHO nolmﬂcanaﬂa Ha R
KPBBHOTO HaJIAraHe 3a NepHoA OT 24 yaca, ¢ MAJIKM PAa3INKH MEXAY MAKCHMAIHHTE H Mmmmﬂﬂme ;f’ ' i@- ;s
PE3VJITATH TIO BpeMe Ha JO30BHA MHTEPBAN. AHTHXHIIEPTEH3MBHHAT eheKT H OHOCUMOCTTA, Ha Kaugecapmﬂ /
H I03apTaH ca OH/IH CpaBHEHH B JBE PAHAOMH3IHPAHH, ABOHHO CNIEITH NPOY4BAHHA NIPH 061[[0‘*1@63 oy *‘-_ .

A Jf"..l“hl. : -
HNALMEHTH C JieKa 7o yMepeHa xuneprosnd. [loHwKapaHeTo Ha KPBBHOTO HAIATAHE (cnmnﬂﬂfnnaﬂmo)_ﬁf
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6uno 13,1/10,5 mmHg ¢ kaHaecapTaH uinekceTw 32 mg Begabx gHesHo H 10,0/8,7 mmHg ¢ no3aptan
kanuii 100 mg BeHEK qHEBHO (pa3/iika B HAMATEHHETO Ha KPbBHOTO Hamarane 3,1/1,8 mmHg, p <0,0001/p

<0,0001).

I[IpH exHOBpEMeHEH MPHEM HA KAHAECAPTAH LIMIEKCETHI ¢ XMAPOXITIOPOTHA3H] ¢€ Hadmoaapa
NOITBIHHTEIHO MIOHWKEHHE Ha KPBBHOTO Hanaraue. IloTeHuMpaHe Ha aHTHXHIICPTEH3HBHUA e(eKT ce
HaGII01aBa H TIPH KOMOGHHHpPaHe HA KaHECAPTaH IHIEKCETIWI C aMJIOAMITHH WIH (EONHITHH.

JlekapcTBEHHTE NMPOXYKTH, 6I0KHpalnH PEeHHH-aHTHOTEH3HH-AJI0OCTePOHOBATA CHCTEMA ca ¢ Io-cl1ado
H3pa3eH aHTHXHUMEPTEH3UBEH eeKT IIPH YePHOKOXKH naumeHTH (OOMKHOBEHO MPH MOMyNaliHA ¢ HHCKO
CHABPKAHHE HA PEHHH), OTKOJIKOTO NIPH HEYEPHOKOKH NaLeHTH. ToBa € Ba/IMIHO 3a KaHAecapral. B easHo
OTBOPEHO KJIHHMYHO NPOyYBaHe ¢ 5 156 NMaMEeHTH ¢ AHACTONHA XMIIEPTOHHA, MOHWXABAHCTO HA KPBBHOTO
HALITaHe C KaHAecapTaH € OMIIO 3HAYMTEIHO NO-cnado NMpH YSPHOKOXKH, OTKOJIKOTO MPH HEYESPHOKOKH

nauuenn (14,4/10,3 mmHg cpemy 19,0/12,7 mmHg , p <0,0001/p <0,0001).

KansiecapraH yBenuuapa 6b0peqHHs KPBBOTOK KATO HIH HE NOBIMABA IIIOMEpY/IHATA GUATpalLIH, HIH 1
INOBHINARA, HO NOHIDKABa GBOPEUHO-CHAOBOTO CHIPOTHRICHHE M GUITpanMoHHaTa ppaximg. B 3-mecedHo
KNHHHAYHO IPOy4BaHe NpH XHIICPTOHHYHH NalMeHTH ¢ Anaber THN 2 H MHKpoanOyMMHYpHA,
AHTHXHTIEPTEH3HBHOTO NEUYECHHE ¢ KAHAESCAPTAH IHJIEKCETHII € MOHIKHIO YPHHHATA €KCKpenns Ha abyMuH
(croTHOIEHHE ANOYMHH/KpeaTHHHH, cpeaHo 30%, 95% CI 15-42%). KbM HacTOAINMA MOMEHT HAMA JaHHH
3a e(peKkTa HAa KaHAESCAPTAH BPBPXY NporpecusTa Ha nHabeTHa HEPPOIIaTHA.

EdexTuTe 0T NpueM Ha KaHAecapTaH HunekceTw 8-16 mg (cpenHa Aosa 12 mg) BEAHBK JHEBHO BHPXY
ChpAIeYHO-CBAOBATA 3a005IeBaEMOCT H CMBPTHOCT ¢a OLICHEHH B €THO PAaHAOMH3HPaHO KITHHHYHO MPOY9YBaHe
¢ 4 937 nalHeHTH B cTapuecka B3pacT (Bp3pact 70-89 romunn; 21% na pr3pacT 80 roauim win moseye),
NeKa JO yMepeHa XHIIEPTOHHA MPOCeAsBaHH CPEIHO B MpoAbLKXeHRE Ha 3,7 roautH (IIpoyusake 3a
pasno3HaBaHe H MPOTHO3HPaHe NPH NaIMeHTH B cTapyecka Bp3pacT). [lauyeHTHTe Ca NojTydaBain
KaHZecapTaH WIEKCeTH) MM Iauebo, karo Mpu HeoOxoauMOoCT € 0110 nobaseHo apyro
AHTUXHINEPTEH3NBHO Jiedenre. KpbBHOTO Handrane ce € moHikwio ot 166/90 na 145/80 mmHg B rpynara ¢
KaHaecapTaH H or 167/90 mo 149/82 mmHg B koHTponHaTta rpynia. He ce e Habnionasana cTaTHCTUYECKH

3HA4YKMMa pa3/IMKa B ThPBHYHATA KpaiiHa TOUKA HIH TOJIEMH CHPASTHO-CHAOBH CHOHTHA (CHLPACYHO-CBAOBH
3abonaeanus, HedaTadeH HHCYAT H HedaTaneH uHpapkT Ha mHoxapaa). HaGnionasanu ca 26,7 crOuTHA Ha

1 000 naumeHT-rogusn B rpynara ¢ kasaecapraH cpeiny 30,0 ¢bOHTHA Ha 1 000 MAUMEHT-TOAHHH B
KOHTpOJIHATA Ipymna (oTHocHTeneH puck 0,89, 95% C1 0,75 no 1,06, p=0,19).

Cwpoeuna HedocmamvyHocm

JleueHHeTO C KaHAECAPTAH LHIEKCETHI NOHMXKABA CMBPTHOCTTA, MIOHHKABa Opod HA XOCIIHTATH3MPaHH
MAlMEHTH CbC ChpAEYHA HEAOCTATHYHOCT B noA0OpaBa CHMNTOMHTE MpH MALMEHTH C JIeBOKaMepHa
cHcTonHa AUC)YHKLHA, KaKTO ¢€ BIbkaa ot nmporpamara Kanpecapras npi CpplaeyHa HeJOCTATBYHOCT -
Ouenka Ha HAMATIIBaHE Ha CMBPTHOCTTA H 3aboineBaeMocTTa (CHARM).

Tasu nnanedo kOHTpONMpaHa, ABOHHO Cdla OporpaMa 3a nMpoy4YBaHe Ha XpOHMYHATA ChPACYHA
HeaocTaTpaHocT (XCH) npst naumentu ¢ NYHA dynkimonaneH kiac I go IV, ce CbCTOH OT TpH OTACIHH
nmanutBanus; CHARM-Alternative (n = 2 028) npu naupenty ¢ JIOH (nepokamepHa dpakinpig Ha
u3TnackBaHe) < 40% Henekyeanu ¢ ACE uHxuOHTOp Nopagy HENMOHOCHMOCT (TJIaBHO BCJICICTBUAC Ha
kanutuna, 72%), CHARM-Added (n = 2 548) npu nauuentu ¢ JIOU 40% nexysann ¢ ACE nixuburop,
kakTo H CHARM-Preserved (n = 3 023) npu nauuentu ¢ JIOH > 40 %. IlameHTH Ha ONTHMAJIHO JICYEHHE C
XCH ornauano ca 6unm paHIOMH3MpaHH Ha nale6o HIH KaHAecapTal UMICKCCTHI (THTPHpay: oF 4 r.pgm
8 mg BeIHBK AHEBHO 10 32 Mg BeAHBK AHEBHO WITH HAl-BUCOKATA MOHOCKHMA 103a, CPeIHA. H034 f24 nig) o- . N
npocnendgsaHH 3a cpefieH nepuon ot Bpeme 37,7 meceua. Cnepg 6 Mecena neveHue, 63% ot namemm “{\ 2,
KOUTO Bee OIIE ¢a MIPHEMANM KaHaecapTaH unekceTnn (89%) ca 6unn JOCTUrHAIH ueneaa ,unaa m‘ 32 mg |

B CHARM-Alternative, chocTaBHaTa KpaliHa TOYKA Ha CMBPTHOCT HOpaJH B‘bp,ue‘lHO-C'L,uGBH aaﬁemm :

win mepea XCH xocmuTanusaums ¢ Grwia 3HaUYMTETHO HAMATICHA ¢ KaHIECAPTaH B CpaBHeHMe ¢ mauebo .~
(cvoTHOmEeHHe HA pucka (CP) 0,77, 95% CI: 0,67 mo 0,89, p <0,001). Tora croTBETCTEA HA MW@
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NOHMKABAHE Ha pucka ¢ 23%. Tasu xpaiiba Touka ce ycraHoBasa IpH 33,0% oT nauHeHTHTe Ha
xaHgecaptaH (95% CI: 30,1 no 36,0) u npu 40,0% or naumenTute Ha wianedo (95% CI. 37,0 no 43,1), xaro
aBcomoTHaTa paznuka € 7,0% (95% CI: 11,2 o 2,8). YernpuHaaeceT nalMeHTH e TpAdBano na ObAaT
JICKYBaHH [0 BpeMe HA NPOYUYBAHETO, 3a Ja OBA¢ NMPEAOTEBPATEHa CMBPTTA HA €AHH MALMEHT OT CHEPACHHO-
CHAOBO CHOHMTHE WM HETOBaTa XOCIHTAIM3AIMA 32 JICUeHHe Ha CHpACHHA HEAOCTaThYHOCT. ChCTaBHATA
KpaifHa ToYKa Ha ob1aTta cMBbpTHOCT WK mhpeaTa XCH xocnHTanusawmya chiio € OHIa 3HAUHTEAHO
noHmwkeHa ¢ kauaecapras, CP 0,80 (95% CI: 0,70 xo 0,92, p = 0,001). Tasu xpaifHa ToUKa ce YCTAHOBSBA
npu 36,6% OT nalMeHTHTE Ha Kaugecaptan (95% CIL: 33,7 Ao 39,7) u 42,7% ot naupucHTHTE Ha ruauedo
(95% CI: 39,6 no 45,8), xaro abGconoTHara pasiuka e 6,0% (95% CI: 10,3 no 1,8). KomnoxnesTHTe H Ha
CMBPTHOCTTA W Ha 3a0oneBaemocTTa (XCH Xocnuramizaius) 3a Te3H chCTABHH KpaliHi TOMKH ca
HOMpPHHECTH 3a OnaronpuaTHUTe epekTH Ha KapaecapraH. JleueHHETO ¢ KaHaecapTaH LH/ICKCETAN € JOBEJIO
no nopoopasane Ha NYHA ¢ynkmponanen xiac (p = 0,008).

B CHARM-Added, cheraBHaTa Kpaiisa TOUKa Ha CMBPTHOCT NPH ChPASYHO-CHEAOBKTE 3a00N4BaHMA HITH
nuppata XCH xocnmrann3aimsa ¢ 6uia 3HaYHTENHO NOHMKEHa ¢ KaHAecapTaH B cpaBHeHMe ¢ mwiauebo, CP
0,85 (95% CI: 0,75 g0 0,96, p <0,011). Topa cHOTBETCTEA HA OTHOCHTEITHOTO HaMa/ABaHe Ha pHCKa oT 15%.
0,85 (95% CI: 0,75 no 0,96, p=0,011). ToBa chOTBETCTBA HA peNIaTHBHA peAyKLUs Ha pucka ot 15%. Tasu
KpaifHa To4Ka € ycranoBeHa npy 37,9% ot nauveHTuTe Ha Kannecapras (95% CI: 35,2 no 40,6) u 42,3% ot
naupeHTHTE Ha rate6o (95% CI: 39,6 1o 45,1), karo abcomoTHaTa pasnHka e 4,4% (95% CI: 8,2 no 0,6).
JIBasieceT ¥ TPH MALMEHTH ¢ TpAOBaio na 6baar IeKyBaHH 110 BpeMe Ha MPOYYBAHETO, 3a 1a Oble
NpeaOTBpaTeHa CMBPTTA HA €IMH MALMEHT OT ChPACYHO-CHAOBO CHOHTHE MIH HEroBaTa XOCIHTAIM3ALMA 34
JICYEHHE Ha CHPACYHA HEAOCTATEYHOCT. ChCTABHATA KpaifHA TOUKa Ha 00IIaTa CMBPTHOCT MIH IIPBATA
XCH xocndtanuzanms ¢ 6/ia 3HAUWTEITHO MOHIKeHa ¢ kauaecapran, CP 0,87 (95% CI: 0,78 10 0,98, p =
0,021). Ta3n kpaiiHa TouKa € ycTaHOBEHA IpH 42,2% oT nalmMeHTHTe Ha kaunecaptat (95% CI: 39,5 no
45,0) 1 46,1% or narmenTHTe Ha wianebo (95% CI: 43,4 no 48,9), xato abcomoTHaTa pasznuka € 3,9% (95%
CI: 7.8 1o 0.1). KOMNoOHEHTHTE OT T€3H ChCTABHH KpaifHM TOYKH, CMBPTHOCTTA M 3a00/I€BAEMOCTTA Ca
AOIMPHHECTH 3a OmaronpHATHATE ed€KTH Ha KaHAccapTaH. JIeueHHETO ¢ KaHAecapTaH WIICKCETHN € NOBEIIO
no nopoOpAeane Ha NYHA dyuxionanen xnac (p = 0,020).

B CHARM-Preserved He € NOCTUIHATO CTATHCTHYECKH 3HAYMMMO HaMaJIeHHE B ChCTABHATA KpaHHa TOYKa Ha

ChPOCYHO-CHA0BH 3a6onaeanus wid npH mepeata XCH xocnuranuzamus, CP 0,89 (95% CI: 0,77 no 1,03, p
=0,118).

Ob6mara ¢cMBPTHOCT He ¢ OHia CTATHCTHYCCKH 3HAYMMa NPH OTACIIHO pasIeKaaHe Ha BCAKO €JHO OT TPHTE
CHARM npoyusaHus. Berpexd ToBa, obLuTe NPpAYHHHA 38 CMBPTHOCTTA €a KIIACHPHIMPaHHU B COOpHH
rpyn# ot nonynauuu, CHARM-Alternative n CHARM-Added, CP 0,88 ( 95% CI: 0,79 no 0,98, p = 0,018),
H BcHukHTe TpH wamureanud, CP 0,91 (95% CI: 0,83 ao 1,00, p = 0.055).

Tonoxurennure edekTH Ha KauAecapTaH ca OHIM CHCTEMHO NpOsBABaHM Oe3 BpB3Ka ¢ BB3pacTTa, Hoja U
CBITBETCTRAINOTO JeueHHe. KaHaecapTaH € ¢ Aoka3aHa epHUKACHOCT H IIPH MALMCHTH Ha CHITBTCTBALNO
neueHue ¢ Oera-Omokepu U ACE anxuburopu, Karo e(pUKacHOCTTa He 3aBHCH OT TOBA Jajlk NALUEHTHTE ca
npuemanin ACE uHxuOUTOPH B LieneBaTa J03a NpenopbyaHa B HACOKHTE 3a JICHEHHE.

INpu nauwent ¢ XCH 1 aenpecHpaHa JeBOKaMepHa CUCTONHA GyHKuUMA (JieBokaMepHa (ppakiiMa Ha
u3Tnackpane, JIOHU < 40%), xaHaecapTaH NOHHKABA CHCTEMHOTO CBAOBO ChIIPOTHRIEHHE H 6e10apobHOTO
KanWIApHO HANAraHe, NOBHIIABa aKTHBHOCTTA Ha IUIa3MEHHA PEHHH H aHTHOTeH3HH Il koHneHTpaunaTa, u
MOHIDKARAE HUROTO HA aNA0CTEepOHA.

-
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Apoitto 6rokupane Ha peHHH-AHIHOTEH3UH-ANINOCTEpOHOBaTa cucTeMa (PAAC) R TN ? _
JBe rojeMu paHaoOMH3HpaHH KonTponupani npoyusanus — ONTARGET (ONgoing Telnnsamwmonemd

in combination with Ramipril Global Endpoint Trial - Tekyuo riobanso €3nHreaHe 3a Kpaiim( TOUKH Ha' “*«, 5“2
TeJIMHUCAPTaH, CAMOCTOATEAHO H B koMGHHauua ¢ pamunpin) # VA NEPHRON-D (Knupimuo npqunaﬂe R
CBBP3aHO ¢ pa3BHTHE HA HedponaTus npu guaderT, mposeacHO 0T MHHHCTEPCTBO HO B'bnpﬂcm Ha W ka
BETEPaHHTE) — NpoyuBat yrorpebara Ha komMObuHaumaTa ot ACE HHXHOHUTOD H mmmﬂwu&m;&e&
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ONTARGET e npoyuBaHe, NIpoBeICHO MPH NAaIMEHTH ¢ aHaMHKE34a 3a ChPJAeYHO-ChI0BA WIH MO3BPIHOCBAOBA
Gonect, WM 3axapeH aAuader THN 2, IPHAPYIKEHH C JAHHH 32 YBpeXKAaHe Ha e)eKTOPHH OpraHd. VA
NEPHRON-D e npoyusane npu natMeHTH cbe 3axapeH auabet tun 2 u AuabetHa HepponaThs.

Te3n mpoy4BaHKa He MOKA3BAT 3HAYMM OnaronpusareH edekT EppXy GBOpEUHHTE W/HIH CHPASUHO-CHIOBHTE
NOCJCAMIIH H CMBPTHOCT, KaTO CHIICBPEMEHHO Ca HaOMoJaBaHH OBHINEH PHCK OT XHNICPKaJHEMHs, OCTPO
yBpeskaane Ha 6u0penyTe H/HIH XMNOTOHHA B CPABHEHHE ¢ MOHOTepanuATa. Kato ce umar npeaBua
cxofaHuTe UM apMakoAHHAMHYHHA CBOMCTBA, TE3H PE3YNTATH Ca NPHAOKAMH K 3a 1pyrd ACE mixuOuropu
H aHruoTeHs3uH ll-peuentopun 6mokepH.

ACE unxuburopu ¥ anrnorensuH [l-peuentopnu Gnokepn ciejoBaTeaHo He TpAOBA Aa ce H3MO3BAT
€OHOBPEMEHHO NPH NMALMEHTHA ¢ AHa0eTHa HedporaTHs.

ALTITUDE (KnsHuuro npoy4BaHe MPOBSACHO ¢ AITHCKHPEH MPH NALMEHTH Che 3axapeH Auaber Tan 2 ¢
H3M0/I3BaHe Ha ChPACYHO-CHA0BH H OLOpeyHH 3a00naBaHHA KaTo KpaiiHH TOYKH) € Npoy4BaHe,
peAHa3Ha4YeHO J1a M3CIIE/Ba N10/13aTa OT A00aBAHEeTO Ha aMMCKHPEH KbM cTanzapTHa Tepamus ¢ ACE
HXHOUTOp MM aHrnorenaus -penienropen G10Kep NpH NAUMEHTH Che 3axXapen AnadeT Tvm 2 ¥ XPOHHUHO
016peuno 3aboniBane, CHpACYHO-CBAOBO 3a00/aBaHe WU | ABeTe. IIpoyuBaHeTo € NPEKPaTECHO
NpeXaeBPeMEHHO NOpaaH MOBHIICH PHCK OT HeGaronpHATHH nocneauud. Kakro cepaeuHo-ch0BATA
CMBPT, TAKA H HHCYJITHT Ca II0-4YeCTH B IPYNATa Ha AIHCKMPEH, OTKOJIKOTO B IPymara Ha miauebo, a
NPEACTABNABALIMTE UHTEPEC HEXKENAHH CHOUTHA U CEPHO3HM HeXeNaHu CHOMTH (XWTIepKaNHeMHI,
XMTIOTOHHA M 650peuHa AuchyHKLHA) ce cho0UIaBaT Mo-4YeCTo B rpyrnaTa Ha ajIiCKMPEH, OTKOAKOTO B
rpymnara Ha Iuiauedo.

Heduampuuna nonyrayun — xunepmonus

AHTHXMOepTeH3HBHHTEe ceKTH Ha KAHAECAPTaH ¢a OLECHEHH IIPH XHIEPTEH3HBHH Jella Ha BB3pacT 1 no
< 6 roauud M 6 1o < 17 rogMHa B ABe PAHAOMH3HPAHH, ABOHHO-CIIENH, MHOTOLIEHTPORH, 4-CEAMHYHH

MPOYYBAHUA C NMPOMEHJIMBA /1034.

TIpu nena Ha BB3pact 1 10 < 6 ronuHH, 93 nanmenTH, 74% OT KouTo ca MMaH 6p6peyHo 3abonsBane, ca
pPaHAOMH3NPaHH Aa NMOJIyv4aBaT NepopaiiHa Jo3a KaHaecapTaH LiekceTHa cycnensud 0,05, 0,20 niu
0,40 mg/kg Beaubxk AHEBHO. OCHOBHMAT METOA HAa aHAJIM3 € HaKJIOHA HA MPOMARATA B CHCTOJIMYHOTO

xpbBHO Hasarane (CKH) kato dynxips ot aosara. CKH u quactonnuHoTO KpbeHO Hanarane (JIKH) ce
noHmxkasart ¢ 6,0/5,2 no 12,0/11,1 mmHg cnpsamo 6azoBara CTOHHOCT B TPHTE A03HM Ha KaHdecapTaH

mwiekceTn. Trit kaTo obade HaMa rpyna Ha rwiauebo, AeicTBUTENHMAT pasMep Ha ¢(eKTa BPXY KPBBHOTO
HAJIraHE OCTABa HEOMPEACNICH, KOETO 3aTPYAHABA 3aKIIOYCHHETO 33 CHOTHOLIEHHETO NMOJI3a-PHCK B Ta3H
BB3PacToBa rpymna.

TIpH nena Ha BR3pact 6 10 < 17 romuxy, 240 nanueHTH ca paHIOMH3UPaHH Aa MOMYYABAT WM mianedo, wim
HHUCKM, CpeTHM WM BUCOKH JO3H KAHIECApTaH LWIEKCETH B choTHOWeHHe 1:2:2:2. 3a nena ¢ Terio

< 50 kg, no3HTe KaHnecapTaH WIIEKCETH ca 2, 8, Wi 16 mg Beansk qHeBHO. IIpH aena ¢ Terno > 50 kg,
HO3HMTE KAHAECAPTaH muneKkceTHa ca 4, 16 wiu 32 mg BeAHDK AHEBHO. B Ny/IoBH A03M, KaHAecapTaH
namaaea CKH ¢ 10,22 mmHg (p < 0,0001) u JKH (P = 0,0029) ¢ 6,56 mmHg cripaMo 6asosarta muHud. B
rpynara Ha riaue6o uMa Cuino HaManenue ¢ 3,667 mmHg ua CKH (p = 0,0074) 1 1,80 mmHg 3a JIKH

(p = 0,0992) cipamo Ga3opara croiisoct. Hezaprcumo or roaeMus nnanedo edekr, BCHUKH OTACTHE JO3M
KaHzecapTaH (M BCHUKH MYJIOBH A03H) 3HAYMTEHO NPEBB3X0KAAT Ianebo. MakcHManeH oTrosop B
NOHWXKABAHE Ha KPBEBHOTO HANIATAHE NPH Aela HoA H Hag 50 kg ce mocTira npH 103 CHOTBETHO 8 Mg H

16 mg, kaTo cnel rasu TOUKa €PEKTHT IIOCTUra IVIATO.

OT BKIIOUEHHTE B IPOYYBAHETO, 47% ca YepHOKOXKH MAaMeHTH H 29% ca jKeHH; CpeaHaTa B’baf.lﬂc'l‘ +f7 \\
craufiapTHOTO oTKNOHeHHE (SD) e 12,9 +/- 2,6 roqunu. [Ipy Aena Ha BB3pacT 6 1o < 17 roAum m ------ H

N, T

TEHACHITHA 3a MO-MaNbK ePexT BEPXY KPBBHOTO HalfraHe NpH Y€PHOKOXKH MALMEHTH B cpanﬂaﬂue c

HEUYEPHOKOKH IMAI[MEeHTH.
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Crnen nepopaiHo NpWIOKEHHE, KAHASCAPTaH LIWICKCETH C€ MPEBPHINA B AKTHBHOTO BEILIIECTBO
KaHAecapraH. AGcomoTHaTa OHOHAMMYHOCT Ha KaHzecapraH € mpubausurestHo 40% cnel opHeM Ha
nepopasieH pa3TBoOp KaHAecapTaH putekceTw. OTHOCHTETHAaTa SHOHAIMYMHOCT Ha TablleTkiTe B CpaBHEHHe
CBC ChIIHS NEpOpalieH pasTRop € MpHONM3UTENHO 34%, ¢ MHOro Majka BapHabHnHOCT. OYakBaHaTaA
abcomoTHaTa SMOHANMUHOCT Ha TabGnerkara € 14%. MakcuManHa cepyMHa KOHUEHTpaLMA (Cuax) C€ ZOCTHIA
cpelHo 10 3 - 4 yaca cnen npueM Ha Tabnerxa. CepyMHHTe KOHLICHTPALHH Ha KaHaecapTaH ce NOBHIaBaT
JIHHEHHO ¢ YBeTHYaBaHE Ha JO3HTE B TEpaneBTHYHAA A030B HHTeppal. He ce HabmofaBat pa3inH4#d BbB
(papMakOKHHETHKATA Ha KAaHACCAPTaH MOPaaH BE3pacTTa. 30HATa O/ CepyMHAaTa KOHLIEHTpaLMA Cnpamo
kpHeara Ha BpeMeTo (AUC) Ha KaHecapTaH He ¢€ BllHAe 3HAUHTESIHO OT XpaHaTta. KanaecapTaH € CHIHO
CRBP3aH C MIa3MEHHTE NPOTEHHH (ToBeue OT 99%). BuauMust ob6eM Ha pasnpezicieHHS Ha KaHTecapTaH ¢

0,1 I/kg.
brHOHAMMUHOCTTA HA KaHAECapTaH He ¢ce NOBJIHABA OT NIPHEMA Ha XpaHa.

buompancdopmayun u enumunupane

Kanaecapras ce eTMMHHHpA HEMTPOMEHEH TMTABHO Ype3 ypHHATA H KTBYKAaTa, H CaMO B MaJjiKa CTCICH Ype3
uepHoApoOHAA MeTabonuasM (CYP2C9). Or HanuiHiTe TPOYYBAHHA 33 B3aHMOACHCTBHA HIMA JaHHH 32
edexT BEpXY CYP2C9 u CYP3A4. Bp3 OCHOBA HA in vifro JAaHHUTE HE CE OMaKBa in vivo Jja HACTHIH
B3aMMOJACHCTBHE ¢ IEKapCTBa, YHETO MeTabONIM3IHpaHe 3aBHCH OT H30CH3UMHTE Ha LIHTOXpoM P430
CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 wnn CYP3A4.. TepMHUHANHHAT NONY>KHUBOT Ha

KaHZeCApTaH € Nprubmu3uTenHO 9 yaca. Hama HaTpyneane BCaeACTBHE HA MHOTOKPAaTHH JO3H.

OOMAT Nna3sMeH KIMPBHC Ha KaHaecapTaH e okoio 0,37 ml/min/kg, ¢ 6p6pedeH KIHPBHC OT OKOMIO

0,19 mi/min/kg. brOpeuHOTO eTMMHUHMpaHe Ha KAHZEeCApTaH ce H3BBPUIBA Ypes rﬂomepynua ¢unTpauma M
ype3 aKTHBHA TyOynHa cekpera. Caen NepopaiHo NPHICKEHHE HA MAPKUPAH C “C xannecapran
LEreKCeTHIL, NMpubnu3HTENHO 26% OT A03aTa Ce OTHENA B YpHHATA KATO KaHAecapTaH H 7% KaTo HeaKTHBEH
meTaloJNT, JoKaTo oKoNo 56% OT mo3aTa ce OTKPHBA BEB (pekanuHTe KaTo KaHAecapTaH H 10% kato
HeakTUBeH MeTabOJHT.

Crneyuansuu nonyviayuy

[Ipu nmaumeHTH B cTapyecka Bp3pacT (Hajg 65 rogunu), Cy, 1 AUC Ha KaHZacepTaH ca YBEIHYCHH ¢ OKOJIO
50% u 80% cBHOTBETHO, B CPAaBHEHHE ¢ MO-MJIagH HHOIHBHAX. Bhnpeky 10Ba, peakUUMATa Ha KPBBHOTO
HAMATAHE | YECTOTATA HA HEKENAHWUTE EKapCTROHN peakiMil ca CXOAHHM ciel nprem Ha ao3a AKPVKC
KaKTO NPH MAAJAH TAKA H IIPH MAIHSHTH B CTAPUECKA BB3pACcT (BXK. TOUKa 4.2).

ITpu MalHeHTH ¢ ICKa 0 YMEPCHO Texkka Op0peuHa HeAOCTATRHHOCT, Cppyy H AUC Ha KaH#eCcapTaH ca ¢
YREJTHYHIM TIPH MHOTOKPATHO NpunoxeHue ¢ npubmiurento 50% u 70% crotBeTHO, atjpHe ce €
NPOMEHWIO B CPaBHEHHE ¢ NAIHeHTH ¢ HopManHa 0b0peuna pyHkuMa. CHOTBETHHTE IPOMEHH NIPH
NalPeHTH ¢ Texka 0n0peuna HeaocTaThuUHOCT ca 0kono 30% u 110%. TepMunanuug ty,; Ha KaHAECAPTAH €
Oun npuGNM3UTENHO ABOEH IIPH MANHEHTH ¢ TexKa 660pedHa HenocTaThaHoCT. AUC Ha KaHzecapTaH npH
NalHEeHTH HA XeMOAMaH3a e OiIa CXOAHA ¢ Ta3H NpH NAUHEHTH ¢ Texkka 6506peuHa HEAOCTaTHHHOCT.

B npe XiIHHUYHA NPOYYBAHHA, KATO H B JBETE ¢& BIIFOYCHH IALHEHTH € JIEKO A0 YMEPCHO TEKKO
YepHOAPOoOHO YBpEXKIAHE, ¢ € YCTAaHOBIIO NMOBHINABaHe HA cpeaHaTa AUC Ha KaHzaecapTaH ¢C
nproIMzuTenHo 20% B eanoTo npoyusade U 80% B apyrorto mpoyusane (BX. Touka 4.2). Jluncea onuT nNpH
MALMEHTH ¢ TEXKO Y¢PHOAPOOHO YBpeKAaHE.,

lleduaq HQ NONYAQyUA T
(DapMakOKMHETHIHHTE CBOHCTBA HA KaHZECApTaH Ca OLEHEHH MPH XHIIEPTCH3UBHH Jella Ha BEIPACT:]

< 6 rogrHH 1 6 1o < 17 roauHH B ABe OTACTHH (PaPMAKOKHHETHYHM NMPOYYBAHHKS C enmﬂmﬂa ,zmaa “”‘?»f;'ff‘f"f-.

[Ipu meua Ha Be3pacT 1 1o < 6 roaunwn, 10 aena ¢ Terno 10 go < 25 kg nomyuasar emqunqﬂa ﬂasa OT E L
0,2 mg/kg nepopanua cycnensus. Hama spp3ka mexay Cpyy H AUC 1o oTHOIICHHE Ha B‘saf:ac'r mm Ter.fm 3

"'-'\..-l_ "*
. ._"'l !

He ca chOnpaH JaHHH 33 KIMPBHC; MOPaAH TOBA BEPOATHOCTTA 34 BPB3Ka MEXKIY mnp-g,ﬂca S
TErI0TO/BE3PACTTa NPH Ta3H MOMNyJalMs He € H3BECTHA. L H, i e
m._h’ ] - ';ﬂ,’t
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IMpH mena Ha BB3pacT 6 40 < 17 rogunw, 22 Aena ca HONYMIUIH eHHIYHA A03a oT 16 mg Tabnetka. Hama
BpE3Ka MeXAY Co. B AUC no otHOomeHHe Ha BB3pactTa. [IpH Ternoro obaye H3rnexaa ChbmecTByBa

3Ha4YMMa BpB3Ka ¢ Cp,, (p = 0,012) 1 AUC (p = 0,011). He e cxbupana undopmaliiid 3a KITHPBHC, TOPaqH
TOBA BEPOATHOCTTA 32 BPB3Ka MEXAY KIHUPBHHCA U TErNOTO/BB3pacTTa NPH Ta3H MOMYJIalus He € H3BECTHA.
Jlena Ha BE3pacT > 6 rogMHH ca ¢ eKCIO3ULMA ToACOHA Ha Ta3H NPH BE3PACTHH, NMONYYWIH CHINATA 1034,

DapMaKOKHHETHKATA HA KAHACCAPTAH ITHICKCETHN HE € MPOYYBaHAa IPH NEARATPHYHH NMALHCHTH Ha BB3pacT
< | rogHHA.

5.3 IlpeaxTHHHYHH JAHHH 32 0e30HaCHOCT

HsaMa nokazaTesncTa 3a HETHIIMYHA CHCTEMHA MJTH OpraHHa TOKCHMYHOCT MPH KIIHHHYHO ONpPEAC/ICHH NO3H.
B npeAKIHHMYHH OpOYYBaHHAA 3a 0€30MACHOCT MPOBEACHH NIPH MHLIKH, [UTHX0BE, Ky4deTa i MaHMyHH,
KAHAECAPTAaH BEB BUCOKH JIO3H € TIOBJHLI BbpXY OBOperTe 1 napaMeTpHTE Ha YUCPBCHHUTE KPBHBHH KIICTKH.
Kannecapran e noHmwkun 6pos Ha YepBEHHTE KPBBHH KIETKH (€PHATPOLIATH, XeMOTTIOOHH, XeMaTOKpHT).
Kanpgecapras € NOBAR BEpXY OBb0permTe (KaTo HHTepCTHIHANICH HehpUT, TyOyNnapHa JHCTEH3MA,
faszodwina TyOy/IH; MOBHIICHH TJIa3MEeHH KOHLIEHTPALMH HA ypes H KPpCaTHHHH), KOSTO MOKE J1a C& AbJDKH
HAa XHNOTOHHYHHA edeKT, Boaeln 10 NpoMeHH B 0b0peyunara nepdy3us. OcBeH TOBA, KaHASCAPTaH €
NpeAM3BHKAN XUISPIIAZUA/ XUMIIepTPOPHS HA FOKCTArNOMEPYIHATE KIeTKH. CuuTa ce Ue Te3u MPOMEHH ca
6HIH IMPHYHHEHH OT (PapMaKoJIOrHYHOTO AeiicTBHE Ha KaHNecapTaH. XHIIEpIUIa3HATA/XHIIEPTPOPHATa Ha
6B0peYHNTE IOKCTATIOMEPY/THH KJIETKH M3TJIeAAa HAMA BPB3Ka C TepaneBTHYHHTE JO3H Ha KaHAecapTaH

IIPH Xopa.

MderoTokcHuHOCT € 6ua HabmoAaeaHa B Kpasg Ha OpeMeHHOCTTa (BXK. TOUKa 4.6).

IlaHHu OT in vitro 1 in vivo IPOYYBaHE 33 MYTAr¢HHOCT Ca MOKAa3aJH, 4e KanaccapTal HAMa MyTareHCH HIIH
KnactoreHeH edexT Npu KIHHUYHO NpuinoxkeHue, Hama f1okasaTencrso 3a KaHIEpOreHHOCT.

ITpu npeAKMHHAYHNA NPOYYBAHUSA C HOPMOTCH3HBHH HOBOPOAECHH H MIaJH ILTEXOBC, KaHAeCapTaH
NpHYKMHIABA HaMaJIeHHe Ha TeJIECHOTO TETJIO M TErMOTO Ha ¢hplieTo. KakTo npu Bh3pacTHHTE JKHBOTHH,
CYMTAa ce, 4e Te3H eeKTH Ca pe3ynTaT oT GapMakonorHyHOTO felicTBHe Ha kaHAecapTaH. Ilpu Hak-HuCKaTa
go3a oT 10 mg/kg ekcnosuUMATa HA KaHAecapTaH ¢ Mexay 12 1 78 mbTH HMBOTO, YCTAHOBEHO IIPH I€1IA Ha
BB3pacT | A0 < 6 roAUHH, KOHTO ¢a NOMYMWIH KaHecapTaH unekceTun B ao3a 0,2 mg/kg u 7 20 54 mbTH
OTKpHBaHUTE IIPH JeLa Ha Bb3pacT 6 10 < 17 roguHu, KOMTO ca NOMyYHIH KaHJecapTaH LIMJICKCETHI B 1032
16 mg. Tbii kaTo pH Te3u NPOYUBAHMA He € HaeHTHGHIMPaHO HHBO Oe3 HabmoaaBaH edekT, rpaHnIaTa Ha
6esonmacHocT 3a eekT BEPXY TEIJI0TO Ha ChPLETO H KAMHHYHOTO 3HAYCHHE Ha HaXOKaTa HE Ca M3IBECTHH.

CHcTeMaTa peHUH-aHTMOTEH3NH-ATIAOCTEPOH HIpac KPATHUHA pOJIA BBB BETPEMATOYHOTO Pa3BHTHE Ha
6u6peka. JlokasaHo €, 4e 610KaaTa HA CHCTEMAaTa PeHUH-AHTHOTEH3HH-ATAOCTEPOH BOAH A0 a0HOPMHO
pa3BHuTHE Ha 6BE6pEKa Npu MHOTO MIaH MULIKH. [IpunaraHeTo Ha NeKapcTBa, KOHTO ACHCTBAT AHPEKTHO
BBPXY CHCTEMATa peHHH-aHTHOTEH3HH-AIOCTEPOH, MOKE 13 MPOMEHA HOPMATHOTO PasBHTHE Ha O10peka.
[Topaaw ToBa, ACLA HA BE3PACT NOJA 1 roHHA He TPAOBa Aa NoNMy4aBatT KaHjecapTaH (Bx. Touka 4.3).

6. PAPMAHNEBTHYHH JAHHHU

6.1 Cnacbk Ha TOMOIHEATE BeIleCTBA
H aTPHEB IlOKYBaT . : .';..-I!f. ; q fﬁ_f?-
Harpues naypuncyndar
Kapmenosa xammit S
[IpexeraTHHHPaHO HAPEBHYHO HULIECTE D

XHApOKCHITPOIMAILIENYJIO32 SR e A

JlaxTo3a MOHOXHpAT T

Marnesues creapat (E572) B EARL e
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6.2 HecLbBMECTHMOCTH

Henpmmoxumo

6.3 Cpok na rogaocT

2 roAHHH

6.4 Coenuannn yc10BHS HA ChLXpAHEHHE
Ha ce cpxpanasa nox 25°C.

6.5 annn 33 oDAKOBKaTAa

PVC/PVAC anymunsen ommmctep cbe 7, [10, 14, 15, 20, 28, 30, 50, 50x1 Tabnerka eqHOZ030Ba ONAKOBKA,
56, 60, 84, 90, 98, 100] TabneTkn.

He BCHUKM BHAOBE OMAKOBKH MOXKe fa ObaT mycHaTH B mponaxkoa.
6.6 Chnennannu npeaAna3sad MEpPKH NPH YHANMOXAaBange B padora

HsaMa crnelHajHn U3HCKBAHMA,

7. IIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Tera DapmaciorTukenc brarapus EOO/]
ya. “H.B. T'oron™ 15, er. 1

Codus 1124
brirapus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

I1-23568

Per. Ne 20100529

9. 1JATA HA ITBPBO PAZPEMMABAHE/NOJHOBABAHE HA PAZPEIIEHHETO 3A
YHOTPEBA

Hlata Ha TepBO pa3pewnaBaHe: 16 asryct 2010 .

Jata Ha nocneaHo noaHoBsBaHe: 08 okromepu 2013 r.

10. JATA HA AKTYAJ/IN3HPAHE HA TEKCTA

-
'
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