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V3INbNHUTENRHA ATEHUWS NO NEKAPCTBATA
Kpamxa Xapakmepucmuxa Ha npo;ymr;a Mpusoxerue 1

1. HME HA JIEKAPCTBEHMUS NPOAYKT

TPUILTUKCAM 5 mg 2 punmn St A e MRS LA

JIMKCA M 5m 1, 51 g prnpasy Tabn Paspowenie Ne -
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2. KAYECTBEH 4 KOJIMMECTBEH CBCTAB

Enna ¢unmupana Ttabnerka cwabspka 3,395 mg nepungonpun (perindopril), exBuBaleHTeH Ha 5 mg
nepuHaonpui apruduH (perindopril arginine), 1,25 mg uHaanamuz (indapamide) u 6,935 mg amuoaunuH
Oe3unar (amlodipine besilate), exkuBanenTen Ha 5 mg amnoaunuH (amlodipine).

3a MBJIHHA CMHMCHK Ha NMOMOLIHUTE BELEeCTBa BHIKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa Tabnerka.

TPUITJIMKCAM 5 mg/1,25 mg/5 mg ca Genu, mpoasiroBatu, GuIMHpaHu TablIeTKH ¢ Ab/DKUHA 9,75_Enm H
mMprHa 5,16 mm, Ha npeaHaTa cTpaHa Ha KOMTO € rPaBHpaHo ° - a Ha Apyrara cTpaHa € rpaBUpaHo ;_ |

4. KJINHWYHH JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

TPHUIIVIMKCAM e noka3aH KaTo 3aMeCTMTEIHA Tepamnus 3a JieYeHHe Ha eCEeHLHaHa XWMNEPTOHHSA TNpH
NalMEHTH, KOUTO BeY€ Ca KOHTPOJIMPAHH ¢ NEPUHAONPHII/HHAANAMHU]] BbB (PHKCHpaHa 103
aMJIOJIMITHH, MPHJIaraHH B ChIllaTa JO3WPOBKA.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

o3upoBka
Enna ¢punmupana tabnerka TPUTIJIMKCAM aneBHO KaTto e€AHOKpAaTHA 703a, MpH

CYTPHH, KOATO € 3a NPEANOYMTaHe Ja ce NMpHeMa CYTPHH U MPeJIH XpaHEHE.
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Durcupanama 003064 KOMOURAUUR HE ¢ NOOXOORIA 3G HAUATHO JTeyeHue.
[Ipu HeoOXOOMMOCT OT NPOMSHA Ha AO3MPOBKaTa, TpaOBa JAa ce HM3RBPINM TUTPHPAHE Ha JIO3NTC Ha
KOMIIOHEHTHUTE TIOOTACITHO,

CneuuanHi NomnvJialiH

Hayuenmu ¢ 6vbpeuno yepeacoane (exc. mouxu 4.3 u 4.4)

[Ipn nauenTH ¢ TekKO OBOpEeyHO yBpemaane (kpeaTHHHHOB KmpbHc nojn 30 ml/min) neyenwero €
[IPOTHBONOKA3AHO.

Ilpu nampenTH ¢ yMepeHo 650peuHo yBpexaaHe (kpeaTHHHHOB KIHpBHC 30-60 mi/min), TPUIINIMKCAM B
ao31 10 mg/2,5 mg /5 mg 1 10 mg/2,5 mg/10 mg e nporHeonokasax. Ilpenoppysa ce IeUEHHETO Aa 3aNOYHE
C MOAXOAA1lA A03MPOBKA OT CBOOOAHAaTa KOMOHHALIHA.

O6H4aitHOTO MEIHUHHCKO MpocneasBane O TpAOBAIO Aa BKIKOYBA YECTO MOHMTOPHPAHE HA KpeaTHHHHA H
Kamnus.

EnnospeMeHHaTa ynorpeda Ha MEPHHAONPHI C aJHCKHPEH € MPOTHBOMOKA3aHa MpH NauMeHTH ¢ Os0peuHH
yBpexaaHua (I'P < 60ml/min/1,73m2) (Bx. Touka 4.3).

Hayuenmu ¢ yepnoopobno yepexcoane (eiic. mouxu 4.3, 4.4 u 5.2)
Ilpn mauueHTH ¢ TeXKKO YeproapoOHo yepexxaane, TPUIINIMKCAM e npotuBonokasaH.

Ilpu nauueHTs ¢ j1eKko R0 yMepeno yeproapobuo yepexinane, TPHIUIMKCAM tpabsa ga ce mpuaara
BHHMATEJIHO, ThH KATO NMPH TE3H MAlIHEHTH JIMNICBAT yCTAHOBEHH MPENOPBKH 34 JO3HPAHE Ha aMJTOJIHITHHA.

Hayuenmu 8 cmapyecka ev3pacm (6aic. mouxa 4.4)
IlpH manpeHTH B CTap4ecKa Bb3pacT eMHMHHUPAHETO Ha MEPHHAONPHI € HaMaleHOo (BXK. TOYKa 5.2).
[lampeHTHTE B CTapuecka BB3pacT morat ga ce jekyeat ¢ TPHUILNIMKCAM cwobpasHo On0Opeunara UM

GyHKIHS (BXK. Toukn 4.3).
Heduampuuna nonysayus
bezonacHoctTa H edektuBrocTTa Ha TPUIIJIMKCAM npH neua M moapacTBalllH HE ¢a YCTAHOBEHH.

JIunceat naHHH.

HauuH Ha npunoxeHue

IiepopaTHO NpHIOKEHHE.
4.3 IlpoTHBOoDOKa3aHNANA

- [laumenTw Ha quanH3a

- IlanneHTH C HENEKyBaHa AEKOMIIEHCHPAHA ChPeYHa HeOCTATHPYHOCT

- Texko 6B6peuHo yBpexknane (KpeaTHHHHOB KIHPBHC nox 30 mi/min)

- YMepeHo 0BOpedHo yBpexaaHe (KpeaTHHHHOB KIHpBHC o 60 ml/min) 3a nozure Ha TPHINVIMKCAM,
KOHTO C¢hAbpKaT KoMOMHaima ot 10 mg/2,5 mg nepupaonpwi/unganamua (1.6 TPUILIMKCAM
10 mg/2,5 mg/S mg u 10 mg/2,5 mg/10 mg).

-  CBpBXYYBCTBHTE/IHOCT KBM aKTHBHMTE BeEIUECTBa, JApPYTH CyndoHAMHMIOW, AHXHAPOIHPHIWHOBH
npou3BoAHH, Apyrd ACE uHXuOaTOpH WIH KbM HAKOE OT MOMOIIHATE BEIECTRA, U30poeHH B Touka 0.1.

- AHaMHe3a 3a anrnoeneM (eaeM Ha Quincke), cebp3aHna ¢ siedeHHe ¢ ACE HHXHOHTOpH B MHHAJIOTO (BiK.
TOUKa 4.4)

- HacnencTreH/HasoONaTHYEH aHTHOEAEM

- Brtopu ¥ Tpetn TpuMecTsp Ha 6peMeHHOCTTA (BK. TOUKH 4.4 U 4.6)

- YepHonpobua eHuedanonarus

- Texko HapylLIEeHHE Ha YepHOAPOOSHHUTe PYHKIHH

- XHUnokanueMHs

- Texxka XMIOTOHMA

- Lok, BKNIOYHTENHO KapAKOT€HEH LIOK

- OBcTpyKuMA Ha H3XOAHHA TPAKT Ha JIMBATA KaMepa (Hanp. BACOKOCTENICHHA

- XeMOJIHHAMHYHO HECTAOH/IHA ChpAEeYHa HEJOCTATHYHOCT CJIE] OCTHP MHO
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- Ennospemennata ynorpeba na TPUITJIMKCAM c¢ anuckupeH-ChAbpkKAIK NPOAYKTH TNIPH NAIIHEHTHTE
CBC 3axapeH auabet uiam yepeaeHa 6b6peuna um ¢pyHxumsa (CkopocT Ha riomepysHa Guntpauus (I'd) <
60ml/min/1,73m?) (Bxk. Touku 4.5 u 5.1),

* EnaHoBpemeHHa ynotpeba mpu neuenue cne cakyOurpun/sancapran, TPHINTMKCAM He Tpabea na ce
3armoyYBa [pedH Ja ca U3MHHAIH 36 yaca OT NMpHEMa Ha MOCHeaHara Ao3a cakyOurpui/BajcapTaH (BiK.
TOUkH 4.4 n 4.5);

* EkcTpakoprniopaqHH neueHHs, BOAEIUH J0 KOHTAKT Ha KPBBTA ¢ OTPHIATENHO 3apeieHU MOBBPXHOCTH
(Bxk. TOUKa 4.5);

* 3nauuma JBYCTpaHHa cTeHo3a Ha OBOpeyHHTE apTepHH HWIM cTeHo3a Ha OwOpeyHara aprepusa Ha
€/IMHCTBEH (DyHKNMoHHpaly 00pek (BK. Touka 4.4).
4.4 Cnenuanan npeaynpexienns H NpeaAna3EH MEPKH NPH yonoTpeda

Berukd npemynpeskneHns, CBBp3aHH € HAKOH OT KOMIIOHEHTHTE, M30pOeHHM MO-[0y, BaXaT H 3a
¢mxcupanara nososa komOunaumua B TPUITIJIMKCAM.

Cnenuannu npedynpedicoerun

JIuTH
KoMOHHanuara ¢ nurnii # koMOMHaLKATA ¢ TIEpHHACTIPIIL/ HHAANIAMH]I OOHMKHOBEHO HE CE NpenopbyBa (BXK.
TOYKa 4.5).

Jpotino 610kupake Ha peHUB-aHTHOTER3UH-aNiocTepoHoBaTa cucteMa (PAAC)

Hma nannH, Ye ennospemenHata ynorpeba Ha ACE uHxHOMTOpH, aHTHOTEH3HH I[-penenTopuu 610kepH WK
ANIMCKMPEeH TOBHINABA PHCKA OT XHIOTOHHA, XHIEPKATHEMHA H HaMalnsBaHe Ha ObOpeyHara (QyHKUMA
(BKTIOYHTENHO ocTpa 601h0peuHa HenoctarhbuHocT). [lopanu ToBa He ce Npenopb4Ba JBOHHO OMOKHpaHE HA
PAAC upe3 xoMOunupanara ynorpe6a Ha ACE uuxuburopu, anruoreHsuH II-penentophn Gnokepu Win
aTUCKHpeH (BXK. ToukH 4.5 1 5.1).

AKo ce npeiieHH, Je TepanmMaTa ¢ ABOiHO OiiokupaHe ¢ abcomoTHO HeobxoaHuMa, ToBa TpaOBa Jja cTaBa caMo
NoJA HaOMOACHHETO HA CNELHANMCT M NPH 4E€CTO BHHMATEJIHO MOHHTOpHpaHe Ha ObOpeuHata ¢yHKIMA,
€JICKTPOJINTHTE H KPHBHOTO HAJIATaHeE.

ACE maxuburopu u anruorensun Il-penentopnyu 61okepyn He TpaOBa aa ce M3IION3BAT €AHOBPEMEHHO TIPH
NauHeHTy ¢ AMadeTHa HedpomaTHs.

Kanui-chXpansasamy AMYpeTHIM, KATHEBH N00ABKH HJIH KanWi-ChBPXKAIM 3aMECTUTENIH HA rOTBApCKATa

col
KomOuHalHaTa OT nepuHAONpHA M KaMHHA-CHXPAHABAIH JHYPETHLH, KanMeBH M00aBKH WIH KaIHi-
ChABLPXKALIIH 3aMECTATENH Ha FOTBAPCKaTa COJ1 OOMKHOBEHO HE ¢ nmpenopbuBa (BXK. To4Ka 4.5).

HeyrponeHus/arpanyioiMro3a/TpoMOOLHTONEHH/AHEMHS

IIpn nauuentd, nonyyaeaimm ACE uuxuburopn c¢e c¢poOlnaBa 3a HEyTPONCHHA/arpaHyJOLMTO3a,
TPOMOOLMTONCHUS. W aHeMHA. [IpH naumenTH ¢ HopManHa OBOpeuna QYHKIUHA 4 6€3 APYrH YCIOMHABAIIHN
akTopH paaxo ce HaOmoznama HeyTponeHus. HeoOXOMHMO € H3KOUMTENHO TONAMO BHUMaHHE NpH
NPHJIAraHe Ha NEPUHAONPWI MPH NAlMEeHTH ¢ KoJIareHHH ChA0BH 3a00NABaHHsA, HMYHOCYNIPECHBHA TEpanus,
JICYCHHE C aJIONYPHHON MJIH NMPOKAMHAMHKA MKW KOMOHHALMA OT NMOAOOHH YCIOXKHABAINH (PaKTOPH, OCODEHO
4KO € HaJIHIle M CBINECTBYBAIUO OT NMpeaH HapyiueHue Ha OBOpeuHuTe ¢QyHKuMH. IIpu Te3w nammeHtH
[IOHAKOTA C€ pPa3BMBAT CEPHO3IHH HH(pEKLUHH, KOUTO B HAKOHU CIy4aH HE C¢ MOBJHMABAT OT HMHTEH3HBHA
aHTHOMOTHYHA Tepanua. [IpH nNpunarase Ha NEPHUHIONPHI MNpPH TAKHBA MAaLHEHTH CE CHRETBA NMEPHOAHYHO
npocneAspaHe Ha Opos Ha OcnMTe KPBLBHM KJIETKM H NALMEHTHTe TpAOBa aAa OBAAT MHCTPYKTHUpaHH Ja

ChOOLIABAT 34 BCAKAKBY NMPUA3HALM Ha HH(eKHa (Hanp. 6OAKH B CbPJIOTO, BUCOKA TeMIiepaTypa) (Bx. Touka
4.8).

PeHoBackyllapHa XHANepTOHHA:
Ilpy nmaumMeHTH ¢ ABYCTpaHHAa CT€HO3a Ha OBOpeuHaTa apTepus WIM CTEHO3a/) 8 AP TR 1
¢yHkunonmpaw 6u6pek, nekysann ¢ ACE uAXuOHTODH, CBILECTBYBA NOBHIUNHST ol o™ R
61p0peuHa HegocTaTEUHOCT (Bk. Touka 4.3). JleueHueTo ¢ AMYpETHLIH MOXKE T2 -\ i ey
Jarybata Ha 6BOpeuna (QyHKUMA MOXe Ja HACTBIH NPH MHHHMAITHH H3MEHEHHY G, W
JAOPH NMpH NalHEHTH ¢ eAHOCTPAaHHA CTeHo3a Ha 6B0peuHaTa apTepus.
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CBpBXYYRCTBUTEIIHOCT/aHTHOEAEM

Panko ce chobmasa 32 aHrMoeneM Ha HLETO, KpalHMIIMTE, YCTHHTE, €3HKA, TIIOTHCA WHIIH JTAPHHCKA [1PH
NALMEHTH, IEKyBaHH ¢ WHXUOUTOPU HAa AHTHOTEH3MH KOHBEPTHPALIHA €H3HM, BKIIOYHTEIHO NEPHHAONPHII.
Toea Moxke na craHe BEB BCEKH MOMEHT B XOAa HAa neueHHeTo. B Te3n ciyuan nepHHAonpHn Tpabsa na ce
crpe He3ab0aBHO W Aa C€ HA3HAYM NOAXOAAILO MPOCNENdBaHE, 3a Ja C¢ OCHTYPH ITBIHO H3/IEKYBAaHE Ha
CHMITTOMHTE MpPEeaH NAUHEHTHLT Aa Obae oceoboaeH. B ciyuyaure, B KOMTO MOOYBAaHETO € OrPAHHYEHO H
3acAra €aMo JIHUETO H YCTHHTE, CHCTOAHUETO MpeMHHaBa OOHKHOBeHO Oe3 JieuCHHE, BLIIPEKH, 4e€ 32
obneK4yaBaHe Ha CHMITTOMHTE MOKE A4 MMa 1107138 OT aHTHXUCTAMHHH.

ANruoenem, CBbp3aH ¢ OTOK Ha JiapuHkca, Moxe nda Obae ¢araneH. B cimyyanre Ra 3aciraHe Ha €3HKa,
ITIOTHCA WIA JTAPHHKCA, KOETO BEPOSTHO MOXE Ja TPHYHHH 3alyINBaHe HA JWXaTe/IHUTE NBTHINA, TpAOBa
He3aDaBHO Ja ce MPWIOKH MNMOAXOAAINA Teparnusd, KOSTO MOXKE [a BK/IIOYBA MOAKMKHO IPAWIAaraHe Ha
enuHedpun pasreop 1:1000 (0,3 ml mo 0,5 mi) wunu mMepku 3a OocHrypsBaHe Ha MNPOXOJHMMOCTTa Ha
IUXATETHATE ITBTHILA.

CrobmaBa ce, 4e cpell MAaUHEHTHTE OT HEerpouaHaTa paca, kouro nomydasar ACE uHXMOHTOpH, MMa no-
BHCOK2 YeCTOTa Ha AHIHOSAEM B CPABHEHHE C HE-YEPHOKOXHTE.

[laiteHnTHTE ¢ aHAMHE3a 3a AaHTUOEIEM, KOMTO He € CBBp3aH ¢ NedyeHne ¢ ACE nHxuOHMTOpPH, ca H3/10KeHH Ha
MOBHLIEH PHCK OT aHTHOEAEM 1O BpeMe Ha aeueHHeTo ¢ ACE uHxubuTOp (BK. TOuka 4.3).

Ilpu maumentH, nekyBand ¢ ACE waxuburopu ce c1o0Oiasa 3a HHTECTHHANIEH aHrHoeleM. OIUIaxBaHHATA
NPH TE3H NAUMEHTH BKIIOYBAT OOJIKH B KopeMa (Che WM 6e3 rajieHe U MOBPHINAHE); B HAKOH CIyYaH He €
YCTAHOBEH IMpeMecTBalll aHrHoeAeM Ha Juiero W HuBaTa Ha C-1 ecrepazata ca OWIH HOPMajIHH.
AHrHoeaeMET € OWT JHarHOCTHLMpPAaH upe3 npoueaypu, kKouto BKmouBaT CT win ynrpa3ByKoBO H3CIEABaHE
Ha KOpeMa, HIH MpH XUPYPrHYHA ONepauusi, KaTo CAMITOMHUTE ¢a OT3BYYaJIH Clie/l CIUPaHe Ha npHeMa Ha
ACE nnxuburopa. UNTECTHHAIHHAT aHrHoeaeM TpAOBa Aa ce BKIOYH B AHdepeHManHaTa JHardosa npH
NauHeHTH, NpueMamd ACE HHXHOHTOPH, KOMTO TIONYYAT OILTAKBAHHA OT KOpPEMHH OOMKH.

KoMOHHMpaHeTO Ha MEPHHAONPII CbC CAKyOHTPHII/BaJIcCapTaH € NMPOTHBOIIOKAa3aHO MOPAIH YBEIRYCH PHCK
OT aHrHoeneM (Bx. Touka 4.3). Jleuenne che cakyOuTpui/BancapTad He TpAOBa Ja ce 3all0vBa NpeaH Aa ca
H3MHHATH 36 yaca OT NPHEMAHETO Ha MOCNEAHATA 034 OT JICYCHHETO ¢ MEPHHAONPHII. AKO JICUEHHETO CBC
CaKyOHTpHU/I/BaIcCapTaH € NMPEeKPATEeHO, JICYCHHETO ¢ NEpHHAONPHA He TpAOBa Ja c€ 3armo4Ba Npead ja ca
H3MHHAIIM 36 yaca OT NpUEMaHeTO Ha MOcjieAHaTa A03a cakyOHTpHI/Bancaptad (BxK. TOYKH 4.3 H 4.5).
Ennospemennara ynotpeba Ha ACE waxubGuropu ¢ NEP uuxuOutopu (Hamp. panexkazotpui), mTOR
MHXHOHTOpPR (Hamp. CHPOJIMMYC, €BEPOJIMMYC, TEMCHPOJIHMYC) M TJIMMTHHM (HArlp. JIMHATJIMITTHH,
CaKCarfJIMNTHH, CHTAITIHNTHH, BIIJATTTHITHH) MOXe A3 JOBEAe [0 MOBHIIEH PHCK OT aHTHOEAEM (Hanp.
NOXyBaHE HA JUXATEJIHUTE ITBTHINA WIH €3HKA, ChC WM Oe3 HapymeHo aqumaHe) (Bx. Touka 4.5). Tpabepa na
Ce MOAXOXIa ¢ MOBHIICHO BHHUMaHHME KOraTo ce 3amogsa pauekaaoTpwi, mTOR uHxubMTOpH (Harmp.
CHPOIIHMYC, €BEPOIHMYC, TEMCHPOJIMMYC) H TJIMOTHHH (HANp. JTUHATAMITTHH, CAKCATIMITTHH, CUTArIHIITHH,
BHIIJATIAITTAN ) IPY DIALMEHT, KoHTO Beye npueMa ACE uuxuburop.

AHaQWIAKTOMIHH peakUMH [0 BpeMe Ha ICCEHCHTH3ALIUY
Cpobmara ce 3a HM30JUPAaHH CTy4ad HA [AIHEHTH, [IPEXUBEIH JKMBOTO3aCTpalllaBail aHaQWIAKTOHAHU
peakupn mpH Jedyenne ¢ ACE wHXHOMTOpHM MO BpeMe Ha ACCEHCHTM3Mpalla Tepardd ¢ OTpoBa OT
xuMeHonTepa (myeaH, ocu). ACE mmxauburopwre TpabBa Ja ce mpuiarat ¢ NMOBHIIEHO BHUMaHHE MpH
aNepruyHH NalueHTH, TIOMI0KEHH Ha AeCEHCUTH3AIMOHRA Tepanua U Tpabea na ce M304rear IIpH Te3H, NMPH
KOWTO C€ NpOBeXKIa HMYHOTEpanug ¢ OTpoBU. Te€3W peaklMH Moxke obade ga ce npeNoTBpPATAT, Karo
BPEMEHHO ce cnpe npuiaraHeto Ha ACE HHxuOMTOpa 3a cpok 0T MHHHMYM 24 vaca npe H JICYEHHETO IpH
NMAaLHeHTH, NMPH KOUTO C€ Hanara KakTo JeuecHue ¢ ACE HHXHOUTOpPH, TaKa U ASCEHCHTHU3ALIHS

AHadunakronnau peakiyu no speMe na LDL -adepesa

Psaxo, nmaimentn nony4yasamm ACE usxuOuropH mo BpeMe Ha adepesa Ha
mwsTHOCT (LDL-adepesa) ¢ gexkcrpanor cyndar, ca noay4yaBanH xKHBOTO3ACTPE
peakumH. TakuBa peakuvy ca Owim H30ArBaHKU Ype3 BpEeMEHHO CIIHpAHE Ha Helle
npeau BeAKa adepesa.




IlanmweHTH Ha XEeMOAHAIH3A
3a aHapUNAKTOMIHM peakUMH ce chroduiasa OpH MAallHEHTH, MOLIOKEHH HA QWanM3a C BUCOKOOEOHUTHH

memOparu (Hamnp. AN 69®) u nexyrauu exnospemenHo ¢ ACE uaxuburopu. Ilpn Te3n naumeHtu tpadsa na
ce OOMMCJIM H3MO3BAHE HA APYT THN AHAJTM3HH MeMOpaHH, WIH Ha aHTHXHIEPTOHUYHO CPEJICTBO OT JpPYT
KJac.

ITEpBUYEH ANAOCTEPOHHIBM:

[laupeHTH ¢ MbPBHUYEH XHNEPANIOCTEPOHHU3BM KATO LIAJIO HE CE BIHMAAT OT JIEYEHHE ¢ AHTHXHIIEPTCH3HBHH
JACKapcTBa, NeicTBAINK Ype3 HHXHOMpaHe HA CHCTEMAara peHWH-anrHoTeH3uH. [lopaau ToBa ymorpebara Ha
TOBA JIEKAPCTBO HE Ce MpenopruBa

bpemenHocT

Jleuennero ¢ ACE-uaxuburopn He Tpadbsa na 3anousa 1o Bpeme Ha OpemeHHOCT. OcBEH B CllyvaHTe, KOTaTo
npoAb/pkaBaHe Ha eyeHueTro ¢ ACE-unxuburopu ce cMATa 32 He3aMEHHMO, NALMEHTHUTE, KOMTO IU1aHUpaT
OpeMeHHOCT, TpabBa Na NPEMHHAT Ha ANTEPHATHBHO AHTHXHMICPTOHMYHO JiIeYeHHe ¢ JoKaszaH npodui Ha
Ge30nacHOCT 3a puiarade no BpeMe Ha 6pemenHocTTa. [IpH AuardocTHIMpaHe Ha GPEMEHHOCT, JISUEHHETO
¢ ACE-nnxuOHTOopn TpabOBa HezabaBHO Aa ObAe COpAHO M ako € TNOAXOAAINO, TpAbBa na 3arnoyHe
aJTepHATHBHA Tepanus (Bx. TOUkH 4.3 u 4.6).

YepuonpobHa ennedanonarus

[Ipn Hapymena yepHoApoOHa (YHKIMA, THAZMAHUTE AHYPETHIIH W AHANIO3HTE HA THASWIHHUTE IHYPETHIH
MOTaT Aa MPHYHHAT, OCOOEHO B CiIy4ad Ha eJICKTPONuTeH aucbananc, yepHoapoOHa eHuedanonaTis, KoATo
MOK€E JIa MporpecHpa A0 YepHOApoOHa KoMa. AKO HACTBHITH TaKOBA ChCTOSHHE, MPHIAraHeTO Ha AWYPETHIH
Tpabea aa ObAe MpeKpaTeHo BeAHAra.

DOTOYYBCTBHTEIHOCT

[Ipy THa3HUAHMTE JHYPETHLM M TEXHH aHAJIO3M €A CHLOOUIEHH CIYYaHM HAa PeakluH Ha (OTOUYBCTBHTENHOCT
(BK. ToYKa 4.8). AKO N0 BpeMe Ha IEYEHHETO BH3HHKHAT PeakKuuy Ha (POTOYYBCTBHTEIHOCT, NPENopbYBa ce
CIIMPAaHE Ha JISYEHHETO. AKO ce NpHeMe 3a HEoDXOJHMO MOBTOPHO MpHIaraHe Ha AWYPETHK, NIPENoOpbhYBa Ce
OTKPHTHTE YACTH Jia C€ 3allMTAT OT CIBHUETO U OT W3KYCTBeHH UV A pucHuA.

Hpeonaznu mepru npu ynompeba

brOpeuna dyvH

- [Ilpn Texxko 6L6peuHO yBpexknaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min) nedeHueTo e NpOTHBOMOKA3AHO.

- Ilpu mnammenTH ¢ ymepeHo ObOpeuHo yBpekaaHe (KpeaTHHHHOB KiupbHC < 60 ml/min) e
APOTHBOTIOKA3aHO JieyeHHero ¢ Ao3ute Ha TPUITJTIMKCAM, KoHTO CBHABpXKAT KOMOHHaAIMA OT
10mg/2,5mg  nepuHmONpHI/KHIANAMH/ (r.e  TPUIDUIUKCAM 10 mg/2,5 mg/5 mg H
10 mg/2,5 mg/10 mg).

- Ilpy HAKOM MALMEHTH C XHINEPTOHHA O3 MpeABapHTEN]HO CBINECTBYBAIUH H3paseHH OnOpeunH
YBpeXAaHHd, MpH KOMTO H3CAEOBAHETO Ha KPBHB 2a Obpuena (QyHKIMA NOKa3BaT (QYyHKIHOHAIHA
OBbOpeuHa HeOCTaTHHHOCT, IEYEHHETO TPsAOBa Aa OBAe CIPSHO M €BEHTYAIHO 3allOYHATO OTHOBO MIIH C
MO-HHUCKa 038 WM CaMO ¢ €/iHa 0T ChCTABKMTE,

Ilpy Takkpa mauMeHTH obudaiiHoTO MemHUMHCKO mpocieagBaHe Ou TpAOBano Aa BKIOYBA YECTO
MOHHTOPHPAHE Ha KaJIMA H KPECaTUHHHA Clie] ABYCeAMHYHO JievdeH e, a CJIE] TOBa - pe3 ABa Mecela npes
nepHola Ha TepaneBTH4YHA crabunmzaumg. 3a OnOpeuHa HeAOCTATHYHOCT ce ChOOIIaBa IVIABHO [pH
MAIHEHTH C TeXKa CbhpleyHa HEIOCTaTBHYHOCT MM ¢ oOycnaBdma OnOpeyHa HEZOCTATBYUHOCT,
BKJIIOUHTETHO CTEHO3a Ha ObOpeuHaTa aprepHs.

OGHKHOBEHO, IEKAPCTBOTO HE Ce MPENophYBa B CIydaH Ha ABYCTpaHHa CTeHO3a Ha 61L0peuHara aprepus
WJIH TIPH euH (yHKUHOEHpaI Os0pek.

- Puck oT aprepHaiHa XMIOTOHHA M/WIH ObOpedHa HeAOCTATHYHOCT (B cimydaii Ha CBpAeYHA
HENOCTaTHhYHOCT, XMIIOBOJIEMHS WIIH 3ary0a Ha €NIEKTPOJUTH U T.H....): Ilpu nepups r= abmoaaBa
M3pa3cHa CTHUMYJAallHA Ha CHCTEMaTa pPeHHH-aHMHOTeHIUH-ATAOCTEPOH, HCOGCHO . )
XMINOBOJIEMHs HITH HEJOCTHI HA €JICKTPOJUTH {AHeTa ChC CTPOro OrpaHuya I/ A F
HJIH NPOABIIKMUTEIHO JICUEHUE C JUYPETHLM), NMPH MALMEeHTH ¢ ITbPBOHaYa] P Kg b X
CIydad Ha CTeHO3a Ha ObOpednara aprepus, Ha 3acToiliHa chpleyHa Henodraks ﬁaﬂm@% PO
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[Topapu ToBa, GJOKHpAaHETO Ha Ta3sM CHCTEMa ¢ MHXMOMTOp HAa aHTHOTCH3HH-KOHBEPTHPALHA €H3HM
MOXKE€ [Ja IOPHYMHH, OCOOEHO MpM MBPBOTO MpHAaraHe W Mpe3 ITBPBHTE JBE CEIMHUM OT JIEYEHHETO,
BHE3AMHO CMAJaHE HA KPBBHOTO HAaNgraHe W/WwiM MOBHIIABAHE HAa IUIA3MCHHTE HHBA Ha KPCAaTHHHHA,
KOETO MOKa3Ba HaJW4He Ha (PyHKUHoHaaHa ObnOpeuyHa nHemocrarbuHOCT. IloHAKOra, Makap W pAaKo,
Ha4aJIOTO MOXKE Ja € OCTPO H BPEMETO JI0 HACTBHIIBAHETO Jja € Pa3IiyHo.

B TakuBa ciyudad JedyeHHeTO TpAOBa Aa 3alodHE ¢ MO-HHCKA /1034, KOATO MOCTENEHHO Ja C& YBEINYaBa.
Ilpy manMeHTH ¢ HMCXEMHYHO CBHpPLE MM MO3BUYHOCHACBA 00JIeCT MOXKE TNMPEKOMEPHOTC CHAJAHE Ha
KPBBHOTO HaNAraHe Aa AOBEAS A0 MHOKApACH HH(APKT WIH MO3BYHOCHAOB HHLIHAEHT.

TrasnannTe QMYpPETHLIH U TEXHUTE aHAJIO3M TPOABABAT IJIOCTHO edexra cu caMo Korato OwpOpevHaTa
$yHKUHA € HOpMAIHA KIH MHHHMATHO HapylueHa (Ia3sMeH KpEeaTHHHH NOJ HHBa OT NOpsAbKa Ha 25
mg/l, T.e. 220 pmol/l npu BB3pacTHA).

Ilpn xopata B cTapuecka Bb3pacT T€3M CTOMHOCTH HA IUIa3MEHHA KPEaTHHHH Tpg0Ba 1a ce KOpHIruvpaT
CbOOPa3HO BE3PACTTa, TENECHOTO TETNIO H NOJA.

XHIIOBOJIEMHATA, HACTHIIAIA BTOPHYHO OT 3arybaTa Ha BOAAa H HaTpWH, NMPHUYHUHEHH OT JHYPETHKA B
HaYaI0TO Ha JEYCHHETO, NPUYHHABA HAMAJIABAaHE Ha TIIOMepyiHara ¢unTpaiua. ToBa Moxe aa JOBene
110 TOBHIIIABAHE HA ypeATa B KPbBTA W IUIA3MEHHS KpeaTHHHMH. [TocoueHara mpexosHa (pyHKIIHOHATHa
OBOpeyHa HEAOCTATBYHOCT HE BOAM A0 HEXENaHH TOCHEIHLH NpH MELMEeHTH ¢ HOpManHa ObLOpeuHa
¢yHKuMA, HO MOXKE A4 YTEXKHH Bede ChLIeCTBYBAaMO OL0pevHO yBpexXIaHe.

AMIOJHIMH MOXE Ja C¢€ M3NOM3Ba NMpH NalMeHTH ¢ On0pedHa HEAOCTATBYHOCT B HOPMAJIHH JIO3H.
[IpomeHnTe B IUIa3MeHHTe KOHIEHTPALHH HAa aMJIOAMIIMHA He ca CBBP3aHH ChC CTETNEHTa Ha OBLOpeYHo
yBpeKAaHe.

EgexTeT oT koMOunammata TPHUITJTIMKCAM He e n3cneasaH npd HapyuleHa 6ubpeuda ¢yHkuma. Ilpu
HapywieHa OvOpeuna Qynxuma pozure Ha TPUIIJIMKCAM T1paGea na CLOTBETCTBAT Ha AO3MTE HA
HHAHBHIYATHATE MY KOMIIOHEHTH, B3€TH NOOTHENHO.

XHMNOTOHHA B XHIIOBOJIEMHSA H HEAOCTHI HA SJICKTPOJIUTH

PHck OT BHe3allHa XMNOTOHHA NpH HAJIHYHE Ha TPEABAPUTEIHO CHINECTBYBAll HEJOCTHT Ha HATpHH
(ocobeHO TpH NAIMEHTH CBbC CTeHo3a Ha OnOpeunara aprepua). Ilopann ToRa TpsabBa ma ce nposene
CHCTEMAaTHYHO H3IC/ISABAHE 3a KJIMHUMHYA MPU3RALA HA XHINOBOJIEMHA H HEJOCTHT HA €JIEKTPOJIUTH, KOUTO
GHxa MOTIH Ja BBL3HUKHAT TIPH HHTEPKYPeHTEeH eHM30[ Ha Auapua Wi nospbiliaHe. Ilpu Takmpa
NallAeHTH TpSOBa peOBHO [a c€ MOHHTOPHPAT IUIA3MEHHTE eJIeKTPOJIHATH.

H3pa3zeHara XHUNOTOHHMSA MOXE Ja HAJIOKH NpHJIaraHe Ha HHTpPaBeHO3HAa MHGY3HS HA H3IOTOHHYEH
(U3NONOrHYEH Pa3TROP.

IlpexoaHaTa XMIIOTOHHA HE € MPOTHBONOKA3aHHE 3a MPOABDKABAHE HA JeveHHeTo. Cliex Bb3CTaHOBABAHE
Ha 3aJI0BOJIMTENICH O0EM Ha KPBBTA W KPBBHO HAJATAHE, JICHMEHHETO MOXKE J1a 3all0YHEe OTHOBO WIH C
HAMAJICHa 03a, WIH CAMO C €/IHH OT KOMITOHEHTHTE.

HamManasaHeTo HA HHBaTa Ha HATPHS MOXE B HAYANOTO A € O€3CHMMIITOMHO, MOpPaAd KOETO PEIOBHOTO
M3Ce/IBaHe € MHOTO ChillecTBeHO. H3cnensaHusaTa TpsabBa Ja ce MPOBEXAAT NO-YECTO NPH TALMEHTH B
CTApYeCKa BB3PACT WM NALMEHTH C LMpo3a (BxkK. ToukH 4.8 n 4.9).

Besko nedeHue ¢ AHYPETHLH MOKE Na NPpHYWHH XHINIOHATPHUCMHA, ITOHAKOra ¢ MHOTO CEPHO3HHA NMOCACAHULIH.

XHIIOHATPHUEMHS C XUMOBOJIEMHS MOXKE J1a € NMPHYHHATA 33 JCXHAPATALMA U OPTOCTATHYHA XHIIOTOHMA.
EnnopeMennara 3aryfa Ha XJopHaHH HOHKM MOXKe J1a ToBe/le 10 BTOPHYHA KOMIIeHCaTOpHa MeTabDOHTHA
aJIKayo3a: YeCTOTaTa ¥ CTEIIeHTa Ha TO3H edeKT ca cnadu.

Hupa Ha kaaus

- Kombunanuara Ha uHZanaMuj ¢ MOEPUHAONPWI M AMIIOAMIIMH HE TpPeIOTBpAaTSBa HAYAJIOTO Ha

XHMOKAJIHEMHA, OCOOEHO NPH NalMeHTH ¢ AMadeT WiTH namnHeHT! ¢ OhOpeuHa HEAOCTATHYHOCT.

KakTo npH ocTaHaIMTe aHTHXHIIEPTEH3HBHHE CPEACTEA B KOMOMHALHA AHYPETHK, TpAOBa Aa ce W3BLPIIBA
PEIOBHO MOHHTOPHPAHE Ha IUTa3MEHHTE HMBA HA KaJIns,

[lopumaBaHeTo Ha CEpyMHHUTE HHBA Ha KaJidsd € HaOmoOAaBaHO MPU HAKOW MalHeHTH, JekyBanH ¢ ACE
HHXHOHTOPH, BKIIOYHTENHO NepuHaonpui. ACE aHXHOHTOpHTE MOraT Ja NPeAH3BHKAT XHIEPKAJTHEMHA,

¢ HopmanHa OnOpeyHa (yHKuus. PuckoBure (pakTOpH 3a pa3BUTHE Ha JAMUOKN % BIUTIOYBAT
O0bOpedyHa HEAOCTATHUHOCT, BNOLIaBaHe Ha OnOpeuHaTa (yHKIMSA, BB3PE -’/ ; 3

NHadeT, HHTCPKYPEHTHH CHOMTHA, B 4YaCTHOCT OEXWAPATAlMsA, OCTP?
METAa0ONIHTHA auMIo3a KW E€AHOBpPeMeHHa ynoTpefa Ha KalHH-ChXp:
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C MOBUIIABAHETO Ha CEPyMHHA Kanuil (Hamp. XenapuH, KO-TPUMOKCa3oJ, M3BECTEH Olle KaTo
TPHMETONPHM/Cyn{aMeTokcazon) H 0cobeHo aHTArOHMCTH Ha alJoCTepOHa MM aHTHOTEH3HH
petentopHu 6a0kepu. IIpn maumeHTH ¢ yBpeneHa 6x0peuna ¢yHkima, ynorpebara Ha KalnueBH 100aBKH,
KaTMM-CHXPaHABALIM JUYPETHLUH MM KanuH-ChIRP/KAIIH 3aMECTHTEJH Ha roTBapcKaTta COM MOXe Ja
AOBENC A0 3HAYHMTEJIHO JIOBHILIABAHE HA CEPYMHHA KaiWi. XWNEpKATHEOMHATA MOXE Ja NPHYHHH
CEPHO3HH, TMNOHAKOra ¢aTamHH aputMud. Kanuil cbXpaHsBamure AUYPETHLH M AHTMOTEH3HH
peuenTopHuTe OnokepH TpabBa Za ce M3MOA3BAT ¢ BHMMaHMe TIPpH naumMeHTH, npHemamn ACE
HMHXHOHTOPH, H CEpyYMHHA KanHif 1 6b6peunaTa pyHkuua TpsOBa Aa ce HabmomaBaT. AKO CbBMECTHOTO
NpWIarase Ha IMOCOYCHHTE NO-rope CpeacTBa € DMIIO MpeneHeHo 3a YMECTHO, Te TpA0Ba 1a ce H3NOoN3BaT
BHHMATEIHO [IPH YECTO MOHHTOPHpAHE HA CEpYMHUSA KaliHil (BxK. Touka 4.5).

~  HeaocTHrsT Ha Kanui ¢ XHNOKaIHEeMHA € TJIABHHAT PHCK MPH THASHAHHTE AHYPETHLUH M aHAJIO3HTE Ha
THAZHAHHATE JHYPETHLM. XUNOKATHEMMATa MOXKE J1a PeAM3BHKA MYCKYJIHH HapymieHHs. CboOLIeHH ca
CIIy4aH Ha pabnoMHoiH3a, 0CO0SHO B KOHTEKCTA Ha TeXKKA XHIIOKATHEMHS. PHCKET OT MoABa Ha HHCKH
HuBa Ha kamuil (< 3,4 mmol/l) TpabBa ma Ovae mpenmoTBparsiBaH IIpH OMNpedeIeHH BHCOKOPHCKOBH
MOMyJalti, HAPUMEP NPH XOopaTa B CTAPUYECKa BH3PACT WM ¢ HEThJIHOHEHHO XpaHeHe, HE3aBRHCHMO
AANMH MpPHEMAT MHOXECTBO MEIMKAMEHTH, NPH NALKMEHTH C LUHMPO3a ¢ €AeM H acllHT, NpH KOpOHapHU
MALMCHTH H NAUMEHTH ChC ChpAeYyHa HEOCTATHYHOCT.
Ilpu Tasu cuTyallHsd XWMIIOKAJHEMHATA MOBHILABA KAPAHOTOKCHYHOCTTA Ha AMIHTAIIMCOBHTE [IperapaTH
(CBpACUHHTE [NIMKO3HAH) U PHCKA OT PHTBMHH HAPYLICHHS.
IlanpeHTH, TipH KOHTO ce OTKpHBa yakkeH QT HHTEpBAn ca CHINO W3N0XKEHH HAa PHCK, HE3ABUCHMO J1ATH
ITEPBONIPHYHHATA € BPOJCHA WM ATPOTeHHA. XUMOKATMEMHATA, KakTo U OpagukapIHgaTa B TE3H CIIy4YaH
Ce MpeBphilia B npeapa3nonaramy (pakTop 3a NOABa HA TEKKH PHTbMHH HAPYIUECHHA M MO-KOHKPETHO -
torsades de pointes, koeTo MoXe Aa € ¢aTaaHo.
BBB BCHYKH CydaH € HEOOXOQMMO No-4ecTO M3c/ieBAHE HA HABaTa Ha Kanui. IIspBoTo msMepBaHe Ha
HHBATa Ha IUIa3MeHHs KanHi TpAOEa Aa CTaHe Npe3 IThbpBaTa CEAMHLA CJic/ 3aM0YBaHE Ha NEYEHHETO.
[Ipn ycraHOBABaHEe HA HACKHA HHBA Ha Kainus, Te TpAOBa la ce Kopurupa. XHNoKaIHEMHs, yCTaHOBEHa
38C/IHO C HUCKA CEPYMHA KOHLUEHTPALMA Ha MarHe3Hi, MOXKe Aa HE C€ NOBAHAE OT JICYCHHETO, OCBEH AKO
CEPYMHMAT MarHe3ui He Obje KOpHTrHpaH.

Huga Ha xanuus

TrasHaHATE AMYpEeTHUM ¥ TE€XHWTE aHalO3d MOraT Ja HAMAMAAT eKCKpeIMs Ha KallMid ¢ ypHHAaTa W Ja
NPHYAHAT JIEKO W NPEXOAHO MOBHIIABAHC HA HWBATA HA IUIa3MeHMA Kanuuid. MzpazeHoTO moBMINaBaHE Ha
HHBATa Ha Kajiuus Moxke Ja ObJ¢e CBBP3aHO C HEJIMArHOCTHLHPAH XHIEpapaTHPEOnAn3bM. B Takes ciryyail
JIeUeHUETO TPADBA Na CIIpe npeau U3cNeABaHeTo Ha napaTupeoraHaTa GyHKIHA (BXK. Touka 4.8).

IInasMen Maraesuii
HoxazaHo e, 4e THa3MAMTE W TEXHHTE AHAJIO3W, BKTIOYHTEIHO HMHIANMAMMA, MOBHINABAT €KCKPELMATA HA
MarHe3HH ¢ ypHHaTa, KOSTo MOXKe Ja JOBEAE A0 XUTIOMarde3sueMua (BxX. ToukH 4.5 u 4.8).

PenopackynapHa XuneproHus
JleueHHETO Ha PEHOBACKYJIApHATa XHIIEPTOHHA € peBacKyJapH3alliil. Bnnpekw ToBa, MHXHOHTOpUTE Ha

AHF'HOTCH3HH-KOHBEPTHPAILIHA €H3MM MOXE Ja € OT NOJI3a NpU ManMeHTH ¢ KapTHHA Ha PEHOBAaCcKyJiapHa
XUMEPTOHHUA, KOHTO YaKaT KOPHrupallia Ooneparys, HIH B CIYHaWTe, KOraTo TAKABA ONepalHsi He MOXKE Ja
0be HanpaBeHa.

Axo TPHUITVIMKCAM e npeanucaH Ha RalMEHTH ¢ YCTAHOBEHA WIHM NTOAO3HpaHa CTeHO3a Ha OnOpeuHaTa
apTepHs, JieYeHHETOo TpAOBa Aa 3amo4yHe B OOMHMMHHM YC/IOBHA C HHCKM JI03W M € HeoDX0AMMO Aa ce
MOHHTOpHpaT OnOpeuHara (YHKUMA M HHMBATA HAa KaJiki, Thil KaTo HAKOH MAaLMEHTH Ca pa3BHBalH
¢yskumoHanHa 6p0peyHa HEAOCTATHYHOCT, KOATO OT3BYYaJia IPH CIMPaHe Ha JIeYEHHETO.

Kanuiuua
Cpobmasa ce 3a cyxa KalUMlia NpH H3NO0M3BAHE HA MHXHUOWTOPH Ha aHMMOTEH3HH-KOHBEPTHPAIAS €H3IHM.
XapaKkTEpH3Hpa C€ ChC CBOATA YNMOPHTOCT H ¢ TOBA, Y€ M34e3Ba Npd CHHpaHe Ha JcuenHero=B cmy4aii Ha

nosgsa Ha TO3H CHMNTOM, TpAOBa Ja ce OOMHCIH STPOrE€HHATa MY CTHOIOIHA//ANg M%'Ba MMa
NPEANOYATAHUA KbM NPEANMCBAHE HA UHXUOUTOPH HAa AHrMOTEH3HH-KOHBEpTWSammiur '
MHCJIH 33 NPOAB/DKABAHE Ha JICUEHHETO. -
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PUCK OT XMNOTOHHMA CBLICCTBYBA NMPH BCHYKH MALMEHTH, HO IOBHINCHO BHMMaHHE € HEOOXOIHMMO Ja ce
0o0BpHE IpH TANMEHTH ¢ MHCXeMHYHa OollecT Ha cChpileTo WiH ¢ uepeOpanHara UHpPKYJIaTOpHa
HEAOCTATBYHOCT, KATO JIEYEHHETO 3aMOYHE ¢ HHCKA [03a.

XHIepTOHUYHA KpH3a
be3zomacHOCTTa ¥ e(peKTHBHOCTTA HA AMIIOAUITHH TIPH XMIIEPTOHHYHA KPH3a HE CA YCTAHOBEHH.

ChpAcYHA HEAOCTATHYHOCT/TEKKO HApYIIEHHE Ha ChpAeYHaTa GyHKIHS

IIpy nauMeHTHTE CBHC CHPACYHA HEAOCTATHYHOCT TPA0OBA 14 ce MOAXOXKAA C BHHMaHHE.

B awarocpouno, 1uianeSO-KOHTPONUPAHO KIMHHYHO TIPOy4YBaHe, MPOBENEHO TIPH TNALHMEHTH ¢ TEXKKa
cepaeuna HepocrarbyHocT (kac III u IV no NYHA) yectorara Ha Oenoapoben oTok € OMna no-BUCOKa B
rpymnara, JIEKyBaHa ¢ aMJIOAMIIMH B CPABHEHHE C IpymNaTa, JeKyBaHa ¢ 1nauedo. KanuneBure aHTaroHHCTH,
BKJIHOYHTEJTHO AMJIOAHMIINH, TpAOBa /1a ce M3MOI3BAT NpPEATIA3IMBO NTPH NMAlHEeHTH ChC 3aCTOHHA CHpPACYHA
HeAOCTATBYHOCT, THH KATO T€ NOBHUIIABAT PHCKa OT OBICILIH ChPASYHOCHAORH HHIMACHTH H CMBEPTHOCT.
IIpn maumHeHTH ¢ TEKKO HapymieHa cbpAeyHa yHkuMa (kimac IV), nedennero TpsadBa aa 3amovHe MOX
Jekapcko HabaroAeHUe ¢ HaMaieHa HavalHa 7o3a. JleueHHerto ¢ Gera-61okepn He TpaOBa Aa ce mpekparsiBa
NpH XMNEPTOHHYHH NALMEHTH ¢ KOpPOHApHa HENOCTaThYHOCT: KbM OeTa-6nokepa Tpabea na ce nobasu ACE
HHXUADHTOP.

AOpTHA CTEHO3a WIH CTEHO3a HA MHTpaJIHaTa Kiana / XHnepTpoduiHa KapiHOMHONIATHS
ACE wunxuburopure TpabOBa Aa ce mpunarar ¢ NOBHUICHO BHHUMaHHE NpPH MALMEHTH ¢ OOCTpYKUMA Ha

H3XO/UIINTC IMTPTHLLA OT JIABaTa KaMepa.

HauuerTH ¢ guader

I1pn naiMeHTH ¢ MHCYTHHO3aBHCHM 3axapeH aualer (CMOHTaHHA TEHAEHLIHA KbM TOBHIIEHH HHBA Ha Kajlus)
NeYeHUeTo TpAOBa na 3ano4He NoJ JiekapcKo HaGmoaeHHe ¢ HaMaJleHa HauallHa 103a.

[Ipn nauxeHTHTE ¢ AHA0ET, IeKYBAHW Npead TOBA ¢ MEPOPAIHH aHTHAHA0ETHH MEAMKAMEHTH WIH HHCYIIHH,
HMBATa HA IIIHKEMHATA TpAOBAa [a ce CNEAAT BHUMATENHO, KOHKPETHO Mpe3 MbPBHA Mecell Ha JICYEHHE ¢
ACE uaxubuTop.

Ilpy nanpenTy ¢ aHadeT e BaXXHO Ja ce MOHHUTOPHpa KpBbBHATa TJIOK03a, 0COOEHO NMPH HUCKH HHMBA Ha
KaJTHA.

ETHHYeckH pasnuuus
Kakto ¥ mpH Apyrure HHXUOHTOPH HA AHTHOTEH3WH-KOHBEPTHpALIUA €H3MM, NEPHHAONPWI BHIHMO € I1O-

cnabo epeKTUBEH 3a HamallsBaHE HA KPBBHOTO HAJATaHE MPH XOpa OT HErpOHAHATa paca, OTKOJKOTO IpH
TAKHBA, KOHTO HE Ca YEPHOKOXKH, BEPOATHO NOPAAH MO-rojsaMara YeCcToTa Ha HUCKOPEHUHOBH ChCTOAHHSA B
MOMyNAalHATa Ha HETPOUIHHTE XHTIEPTOHHIIH.

XHPYPrHYHH onepaluy / aHecTe3us

HHXHOMTOpUTE Ha AHTHOTCH3IMH-KOHBEPTHPALIMA €H3UM MOraT Ja NMPUYHHAT XHMIOTOHHS B CIy4aHd Ha
aHECTe3HsA, 0CODEHO KOTraTo MPHIIOKEHHAT aHECTETHK € CPEICTBO C XHMOTOHHYEH MOTEHIIHAIL.

ETo 3210 ce npenoppuBa Je4eHHETO ¢ HHXHOMTOPH Ha aHTHOTEH3HH-KOHBEPTHPALHA €H3UM ¢ YAB/DKEHO
JACHCTBHE, KATO HAIIPUMEP NEPHHIOINPHIL, AKO € BE3MOXKHO 13 ObJie CIIPSHO €/IUH JEH NpeH oNepanuira.

YepuonpobHo yBpekaaHe
B peaxn ciayuyan uaxuburopute Ha ACE ca ¢BBp3BaHH ¢BC CHHAPOM, KOMTO 3al04Ba KATO XOJNECTATHYHA

XBJITEHHLA H NporpecHpa 10 GyIMHHAHTHA YePHOAPOOHA HeKpo3a H (B HAKOH C/1y4yau) CMBpT. MeXaHH3MBT
Ha TO3H CHHApPOM BCe omie € HeussecTeH. IlaupeHTH, nomydaBamp ACE MHXHOUTODH, KOMTO pa3BHAT
XKBITCHHIIA WIH 3a0€IeKHMO NOBHIABAHE HA HHBATA Ha 4epHOAPOOHHMTE €H3MMH, TpAOBA Ja NPEKpaTAT
ACE uHxuburopa 1 Ja noayyar noXoaqIo KOHTPOJHO HabmoaeHHe oT nekap (BxK. Todka 4.8).

NMOAX0XAa BHUMATETHO, KAKTO MPH 3an0YBaHE HA JIEYEHHETO, TaKa H TIPH NOB
ITpH malHEHTH ¢ TEXKKO UepHOAPOOHO YBpEKIAHE MOXKE Ja C& HAJIOKH ORR
BHHUMATE/THO MOHMTOPHpAHE.



Edexrst or koMOHHammara TPHILUIMKCAM He e u3cienpaH MpH HapylieHa YepHOAPOOHA (QYHKIMI.
Hmaliky npeapusn efekra Ha BCeKH OTHENEH KOMIOHeHT oT TasH KomOuHanusa, TPHUILUIMKCAM e
NPOTHBONOKA33H TMpH MALMEHTH C TEXKO YBpeAcHAa yepHoApoOHa (PyHkuMA, a npH NnanydeHTH ¢ JIEKO N0
YMEPEHO YBpPEACHA YepHOAPoOHA QYHKIMA € HeoOXOaHMO 12 C€ MOAXOKAA C NOBUIIEHO BHHMAHKE,

ITukouyHa kucennua
ITpn nauMeHTH ¢ XHIEPYPHKEMHA MOXKE Ja C€ NOBHILHM CKJIIOHHOCTTA KbM I10AarpoO3HH KPH3H.

[TlauueHTH B cTapyecka Bb3pacT
[Ipenn 3anmouyBaHe Ha JieyeHHeTo TpAdBa Aa ce usciaedeaT ObOpedHara QyHKIMA W HUBaTa Ha Kajlud.

Hauannara no3a B NOCIEACTRHE Ce KOPUTHPA CIIOPEA OTTOBOPA HA KPHBHOTO HAJIATaHe, 0COOEHO B CITyUYaH Ha
HEIOCTHT Ha TEYHOCTH H EJIEKTPOJIUTH, 3a Jia ce M30erHe HeoMaKBaHO pa3BHTHE HA XHIIOTOHHA.

[Ipu xopara B cTapuecka BE3pacT MOBHINABAHETO Ha Jj03aTa Ha aMJIOAWNHHA TpAOBa Ja CTaBa ¢ MOBHINEHO
BHHMaHHE (Bx. TOUKH 4.2 1 5.2).

IToMOLIHA BelIECTBA
HuBo Ha HaTpua:

TPUIUIMKCAM cpabpxa nox 1 mmol Hatpwmii (23 mg) 3a equa Tadnerka, KOeTo Mo ChUISCTBO 03HAYABa, e
He ChObPKA HATPHH.

XOpOoHIaJIEH H3JIMB, CITHO KbCOTTIEACTBO B BTOPHYHA 3aKPHTOBI'LIHA IN1ayKOMa

CyndoHaMMIMTE HIH NPOU3BOAHMTE OT CYJA(GOHAMHJ JICKAPCTBA MOrar jJa NPHYHHAT HAWOCHHKpATH4YHA
peakiiis, H3pasaBallla C€ B XOpPOHUJANeH H3TUB ¢ ACPEKT HAa 3PHTEITHOTO NOAE, NPEXOAHO KBCOTNEACTBO H
OCTpa 3aKpPHTOBRTBJIHA IMaykoMma. CHMNTOMHTE BKJIHOYBAT OCTPO Ha4allo HA HAMAJICHA 3pUTENIHA OCTPOTA HIH
O4YHa Oonka u OOMKHOBEHO ce MOABABAT B PAMKHTE Ha YacoOBe IO CEAMHIM CHeJ 3arovyBaHe Ha MpHeMa Ha
aekapcTBoTo. HenekyBaHara 3akpHTOBIBIIHA OCTpa IilaykoMa MoXKe Aa JoBede OO0 MOCTosHHa 3aryba Ha
3peHHeTo. [TbpBOHaYaIHOTO NeUCHHE ce H3pa3sBa B CIIHpaHE NMPHEMa Ha JIEKapCTBOTO KOJIKOTO C€ MOXKE IO-
CKopo. Moxe na ce HaJOoXH Na ce OOMMCIAT CHOTBETHO MEAMLIMHCKO WIH XMPYPTHYHO JIEUYE€HHE, aKo
BETPEOYHOTO HATATAHE OCTAHE HEKOHTpOoAupPaHo. PHCKOBHTE (paKTOpH 3a pa3sBHTHE Ha OCTpa 3aKPHTOBI'BJTHA
rlaykoMa MoraT Ja BKIKYBAT OPEALIECTRALIA AJICPTHA KbM CY/I(POHAMHAN MIH NEHHLWIHH.

Cnopmucmu
CriopTHCTHTE TPA0Ba Na 3HAAT, Y€ TO3H JIeKAPCTBEH TIPOAYKT ChABPKA AKTHBHO BEIECTBO, KOSTO MOXE J1a
NpeAH3BHKA TIOSUTHBUPAHE Ha Pe3yJITaTHTE TIPH AOTIHHIOB KOHTPOJL,

4.5 BiaEMoa¢HCTBHE € IPYIH JEKAPCTBEHH NPOAYKTH H APYrH OpMH HA B3anMoacHcTBHE

JaHHH OT KIMHHYHH §NpPOYYBAHHMA MOKA3BAT, Y€ JBOMHOTO OJNIOKHpPAHE HAa PEHUH -aHIMOTEH3HH
angocrepoHosara cucteMa (PAAC) upes komOunmpanara ynorpeGa Ha ACE uaxuburtopH, anruotensuH ll-
pPeUenTOpHH OJIOKEPH WM WIMCKHpPEH C€ CBBLP3BA C NMO-BHCOKA YECTOTA HA HeXenanw cuOWTHA, KaTo
HanNpHMep XHINOTOHMA, XHICPKAIMEMHMS H HamalsBaHe Ha OnOpeyHara ¢QyHkIus (BKIFOYHTENHO OCTpa
O0BOpeyHa HEAOCTATHYHOCT), B CPaBHEHHE ¢ YIIOTpeOaTa caMo Ha eIHO CPEICTBO, nekicTpamo BEpxy PAAC
(k. ToukK 4.3, 4.4 n 5.1).

Hexapcmea, nosutuaeaiyu pucka om anzuoeoem
EnnospeMennara ynorpeda Ha ACE uHXHOHTOpPH chC caKyOMTpHII/BajicCAPTaH € MPOTHBONOKA3aHa, THH KaTo
TOBA MOBHINABA PUCKA OT aHTHoeaeM (BK.ToukH 4.3 u 4.4). CakyOurpm/sancaprad He TpaOBa Aa ce 3ano4Ba
NpeaH a ca M3MHHAIK 36 yaca OT MpHeMa Ha NOCeHaTa J03a OT TepanHaTa ¢ nepangonpml. Jleuenue ¢
NEpHHIONPHT He TpAORA Jja ce 3amo4Ba NpeaM Aa Ca H3MHHAIIH 36 yaca ciel npueMa Ha DeciieiRaga 103a OT
cakyburpurn/Bancapran (BX.Touku 4.3 u 4.4).
Ennospemennara ynorpedba Ha ACE unxuburopu ¢ pauexagorpii, mTOR uHXHOH
EBEPOJIMMYC, TEMCHDONHMMYC) M TJIANTHHM (HANpP. JHHACIMIITHH, caxcAfy
BIJIJJAT/THITTHH) MOJKE Ja JOBEJE A0 MOBHLIEH PHCK OT aHrHoeaeM (Bk.Touka 4.4)/

Jexapcmea, unoVyupauu Xunepraiuemun.
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BrnpekH, ye cepymMHMA Kajiuid OOMKHOBEHO OCTABa B HOPMAIHH I'PAaHHLIH, XHTICPKAIHEMHA MOXKE Aa C€
NOSBHM NPH HAKOM nauueHTH, NexyBaund ¢ TPHUITJTMKCAM. Hakon nekapcTBa WiH TepaneBTHYHH KllacoBe
MOXE Jla MOBHINAT 4YECTOTATA HA XHUIIEPKAJIMEMHATA: ATUCKHPEH, KATMCBH CONH, KaJIMH-CBXpaHABally
AAYPETHLH (Hanp. COMPOHOJIAKTOH, TpuamrepeH Wid ammiopua), ACE HHxuOHTOpH, aHTaroHMCTH Ha
peuentopa 3a aHrdorensuH II, HCIIBJI, xenapuHe, HMyHOCYNpeCHBRH CPEACTBA, KaTO HaNpUMED
[IMKJIOCNIOPHH MJIH TaKPOIUMYC, TPHMETONIPHM H KOTPHMOKCA30l (TPHMETONPHM/CYA(HaMETOKCa30M), Thid
KaTo € M3BEeCTHO, Ye¢ TPHMETOINIPHM ACHCTBA KaTO KalMid chXpaHsBalll JHYPETHK KaTo aMMWIOPHA..
Kombunammara ¢ Te3n nekapcTBa NOBHILABA pucka OT XHnepkaauem#us. [lopann Topa, koMOuHHpaHeTO Ha
TPHIUVIMKCAM ¢ ropecnoMeHaTHTe nekapcTBa He ¢€ MpenopbuBa. AKO € MpEAnHcaHa €JHOBPEMEHHA
ynotpeba, TpaOra fa ce NOAX0XkKAA C BHUMAHHE H C YeCTO TIPOCiieIBaHe HA CEPYMHUS KaJTvi.

Eonospemennama ynompeba e npomusonoxasana (6xc. mouxa 4.3).
Anuckupen: IIpuw nauwentn ¢ awaber wmd Hapywena On0peuda ¢yHKiIMS HApacTBaT PHCKBT OT
XHIEePKATHEMHA, BlOINaBaHe Ha ObOpeuHaTa QyHKIHA H CHPACYHOCHA0BA GONECTHOCT U CMBPTHOCT.

Excmpaxopnopanuu reyenus:

EXCTpakopnmopajiHy Jie4eHHA, BOACILO 10 KOHTAKT Ha KPHBTa C OTPULIATEIHO 3apPEJCHH MOBBPXHOCTH, KATO
HANPUMEDP JAMATH3a MWIH XeMOQHWITpalMA ¢ ONpefelicHH BHCOKOMPOIYCKIMBH MeMGpanu (Hanp.
NOJHAKPHIOHHTPHIHH MeMOpaHH) H adepesa Ha JIMNONPOTEHHH ¢ HACKA IUTBTHOCT ¢ AEKCTPaHOB cyJjdar,
nopagd NOBHIIEH PHCK OT TeXKH aHadunakToMaHH peakiuu (Bxk. Touka 4.3). IIpm Heobxommmoct or
moaodHO neyeHHe TpsdBa nAa ce OOMNMCIN HM3NON3BaHE Ha APYT THN JHANH3HH MEMOpaHH WIH Ha

AHTHXHIICPTEHIHBHO CPENCTBO OT APYT KJac,

Eonospemenna ynompeba ne ce npenopvusa:

Komnoneum H3ieecmro

a3quModelicmene cuc
CACOHUR NPOQYKM

Bizaumooeicmeue c opy:z nexapcmeen npooyxm

nepragonpu  Jlvrwii

J

/MEDamaMBa

ObpaTHMO  TMOBHIIaBaHE Ha  CEpPyMHATa  KOHLEHTpalMd H
TOKCHYHOCTTA HA JIMTHA Ce ChOONIABAT MPH €THOBPEMEHHO MPUJIATAHE
Ha nutHi ¢ ACE uaxuOuropu. IlpHnaraHero Ha nNepHHIONPHI B
KOMOMHa1MA ¢ HHAANAMK], ChBMECTHO € JIMTHH He Ce NPENophYBa, HO
ako KomOuHaumaTa e HeoOxoauma, TpAOBa da ce nposexnaa
BHHMAaTE/IHO MOHHTOPHPAHE Ha CEpYMHHTE HUBA Ha JIMTHA (BXK. TOYKa
4.4).

NEPHHAONIPH  ANUCKHpPEH

J1

[Ipn npyrv naiumeHTH, OCReH MHAlMEHTH ¢ aHabeT Wik HapylleHa
OBpOpeuHa (yHKUMA, HapacTBaT PHUCKBT OT XHIOEPKATHEMHI,
BjomaBaHe Ha OwOpeunara (yHKIHA H  CHPACHYHOCHAOBATA
OONIECTHOCT U CMBPTHOCT. (BIbkTe TouKa 4.4)

EnHoBpeMEHHO NeucHUE
¢ ACE uHxmuOuTOpH H
AHFHOTEH3UH
peuenTopHy OoKepu

B nureparypata MMa chOOIIEHHMA, Y€ TIPH NMAMEHTH ¢ YCTAHOBEHA
aTEPOCKIEPOTHYHA 00ECT, ChpACYHA HEAOCTATHYHOCT WIH auaber c
TEPMHHAJIHO OPraHHO YBpPE&XKAaHe eaHOBpeMeHHOTO jeuyeHHe ¢ ACE
UHXHOMTOP H AHFHOTEH3HH-PELENTOpeH OJIoKkep € CBBp3aHo ¢
NMOBHILICHA 4€CTOTA HA XHMIMOTOHMS, CHHKOI, XHIEPKATHEMHA H
BJIOIIaBaHe Ha G1hOpevHaTa QyHKIMA (BKIIOYHTENHO 0CTpa OBOpeyuna
HEJOCTATEYHOCT) B CPABHCHHE CHC CAMOCTOATE/IHOTO NMpWIaraHe Ha
€JHH JICKApCTBEH TNPOAYKT, TMOBJMABAL CHCTEMATa  PCHHH-
aHTHOTeH3nH-anocTepoH. Jlpoiinara Onokaza (Hampumep, uypes
koMOunupane Ha ACE-uHXxWOWTOp ¢ AHTArOHHCT Ha peuenrTopa 3a

aHrHoTeHsuH II) Tpabea na ce orpaHMYH CaMQ ATRBAYBHIYATHO
ONMPEACACHH CIIy4YaH MpH BHHMATEIHO MOH -, (A ﬁﬂ@i}} leyvHaTA
(QYHKLHS, HHBATA HA KAJIAA U KPBBHOTO He AR .r ad. 4)

EctpamycTun

‘Ii-?

L

PUCK OT MOBHINABAHE HA HEXKCIIAHUTE JNEKAOCTBON

Kanmii-cvxpanapaiuu
JEKApCTBEHH CpeACTBA
(Hanp. TPHAMTEPEH,

HaMPUMEP AHTHOHEBPOTHYEH OTOK (AHTHOS{IEM 6"3
\ p Lo

XunepkamieMns (NOTEHLMATHO <1)aTaJIHaL R cmme&mo c
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yBpeacHa Ob06peuna dyuxkiums (aAHTHBHH m?‘%?%qﬂg edeKTn).
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aMunIopus, ..), kaaMi KomOMHauMATa Ha NEPHHIONPHI ¢ MOCOYEHHTE [10-TOPE JIEKapCTBa He

(conu),

ce mpenopbuBa (BXK. Touka 4.4). AKO BBLIPEKH TOBA CHINECTBYBAT

TIOKa3aHHA 38 ChBMECTHOTO MpHIaraie, MeHKaAMCHTHTE TPAOBa 1a ce
H3NMOA3BAT BHHMATEAHO H NMPH 4YECTO MOHHTOpPHpPAHE Ha CEPYMHHA
Kammil. OTHOCHO ynoTtpedaTra Ha CHMPOHONAKTOH MNpPH ChpAEYHa
HEIOCTaThYHOCT, BHXKTe ,EanoBpeMenHa ynorpeda, KOATO H3HCKBA
CNELHAAaNHO BHHMAHHE .

HaHTponeH (MHDY3uA)

aMJIOAHIIHH

[Ipu xuBoTHH ca HabmojaaBaHuM JeTallHa KamMepHa ¢uOpHmauuA H

CBPACYHOCHAOB KOJaNC BbBE BPB3KA C XHUICPKAJIHEMHS ClIeN
NpUjaraHe Ha BepanaMWwil B HHTpaBeHO3¢H AaHTposieH. [lopaay pHcka
OT XHIIEPKaJHEMHA C€ MpenophyBa Ja ce H30Arsa €OHOBPEMEHHOTO
MpHJIaAraHe Ha KAJLMCBH aHTArOHHCTH, KaTO HanpHMEP aMJIOAHITHH,
NMPH MALEEHTH Cb¢ CKIOHHOCT KBEM IIOKAYECTBEHa XHMIIEPTEPMHI M
IPH LJIOCTHOTO JICUEHHUE HA 3NTOKAYCCTBEHATA XMIIEPTSPMHS.

I'pelingpyT WK cok oT

[lpy HIKOM NAaNMEHTH MOMXE a4 C€ MOBHINH OHOHAIHYHOCTTA, KOETO

rpedndpyT BOIM A0 NMOBHINEHH e(peKTH Ha HaMAJIAPAHE Ha KPLBHOTO HanjdraHe

Eonoepemenna ynompeta, koamo uzuckea cneyuanto eRuManue.

Komnonenm Hieecmno

e3aumodeiicmeue cue
CIEOHUA RPOOYyKM

Biaumodeiicmaue c opyz nexapcmeen npooykm

TIEPUHIOTIPHI
/MHaanmaMua

baknoden

[losuuien aHTHXHNEpTOHHYEeH edeKT. MoHUTOpHpalTe KpPbBHOTO
HaJirage ©W Tpd  HeoOXOAMMOCT  KOpHIHpaiiTe  Jo3aTa Ha
AHTHXUIEPTEH3UBHUA MEIHKAMCHT.

Hecrepounnu
[MPOTHUBOBB3NAIMTEIHN
CpPEIACTRA (BKIMIOYHTENHO
BHCOKH JO3H
aLCTHIICATIHLUIIOBA
KHCEITHHA)

[Ipu enuorpemenno npunarane Ha ACE-MHXHOMTOPDH C HECTEPOHMIHH
OPOTHBOBBL3NANUTEIIHH CpPEACTBa  (HampuMep — AUETHICAIMIMIOBA
KHCEJMHA B NIPOTHBOBB3MNAJHTEIHA CXEMa Ha JI03UPAHE, HHXHOUTOPH Ha
COX-2 u mecenexktneud HCIIBC), Moxke Za HacTHNH aTCHIOWpaHE Ha
aHruxunepren3usans edexr. EnHoepemennoro npunaraHe Ha ACE-
uaxuburopy ¥ HCIIBC Moxe na goBeae a0 TNOBHUIEH PHCK OT
BlollaBaHe Ha OnOpeunHaTta (QyHKIMSA, BIJIIOYHTEIHO BB3MOXHOCT OT
ocTpa OLOpedHa HeAOCTaTHYHOCT W MOBHIIABAHE HA HHBATa Ha CEPYMHHA
KaJHi, OcoDEeHO IIpH NalMeHTH ¢ MpPeBapUTENHO ChIECTRYBAIINO
BJIOLIaBaHe Ha ObOpeunara ¢yHKuHa. AmaogunuH TpadBa gJa ce
H3MON3Ba BHHMATEJIHO, OCODEHO mMpH XopaTa B CTapyecka BH3PacT.
[Tammentre TpabBa na ObAaT ajeKBaTHO XHApPAaTHpPaH# W TpAdBa na ce
NIOMHKCIIM 32 MOHUTOPHpaHeTO Ha Ob0OpeuHaTa GyHKUHMA ciel 3anmoyBaHe
HA €AHOBPEMEHHOTO JieYeHHE, a CJIe] TOBA - IEPHOAHYHO.

NCPHHOOIIPHA

AntHanaberan cpencrea Ha Gasata Ha enMueMHONOrHYHH TNpPOYYBaHHWA C€ Mpeanonara, ue
(MHCYJIHH, nepopaiHueAHOBpeMeHHOTO npiiarane Ha ACE-uaxubutopure H aHTHAKAOETHHTE

XHMOTTTHKEMHYHH
Cpe/iCTRa)

JeKapcTBa (MHCY/INH, NEPOPATHH XHMIIOITTHKEMHYHH JIEKapCcTBa) MOXe Aa
NpeAH3BHKAT MOBHIIABAHE Ha e(eKTa Ha HaMajjdBaHE Ha [IIOKO3ATa B
KPBBTa C PHCK OT XHNornukeMHa. Oka3sBa ce, 4e HACTHIIBAHETO Ha TOBA
ABJICHHE € NO-BEPOATHO Tpe3 MBbPBUTE CEAMHUM OT KOMOMHHPAHOTO
JICYCHHE H MPH NAlIHEHTH ¢ YBpeAcHa Or0peuna GpyHKUHA.

Hecpxpanasaum  kanwmiil [anMeHTHTE Ha OMypeTHIM, H 0CODEHO TE3H, KOHTO HMAT HEIOCTHI Ha

2y pETHLHA

TEYHOCTH W/WIH CONH, MOM@E [a MOMyHaT MPEeKOMERHQ HAMAIABaHE HA
KPHBHOTO HajlATaHe CNiell 3aro4BaHe Ha Jeugseagus AT B MHXHOUTOD.
BeposTtHocTTa OT XWNOTOHMYHHU ede /. RE— 112 % MaJd 4pes
NpEeKLCBAHE HA IMYPETHKA, Ype3 NMOBHLIABIHR, H: oS g iﬁ%ﬁ OCTHTE
WM TpPHEMa Ha CONH MpelH HAYaNofo= z& PEHHICKH #
NPOTPECHBHH 031 NEPUHAOTIPHI. '% Cank J,;:;ri?f >

X H4YHa

[Ipu aprepunanHa XHNEPTOHHUN, KOraTo \YIPgAIMEES gaiiaTa. %ﬂy
TEpanHs MOXE Ja € NMPHYHHHIIA HEeNOCTHI\ Ha cmeTenec}ﬁ«r €UHOCTH,

X7 v
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Komnonenm Hzeecmno Biaumooeiicmsue c opyz nexapcmeer npooykm

e3qumooeiicmeue cvc
CACOHUA RPOOYKM

HIIH JUYPETUKBT TpaOBa Aa ce Crpe mpead 3arouBaHe Ha JICYEHHETO C
ACE vHxXuOUTOp, B KOHTO CJIy4aid B MOCIEACTBHE MOXE Ja C€ BKIOYH
OTHOBO HECBHXpaHfBall Kalui guypetHk, Wid ACE anxuOHTOpBT TpaOBa
na Obje 3anoYHaT B MO-HUCKA /{033, KOATO MPOTPESCUBHO 14 C€ MOBHLIH.
ITpu nexyBana ¢ AMYpPETHLIM 38CTOHHA CHpPASYHA HEJOCTATBYHOCT,
nedeHueTo ¢ ACE-uaxuburopa Tpadsa na 3arno4vHe ¢ MHOTO HHCKA
AO3UPOBKA, MPH BE3MOXKHOCT M Clie/l HAMAJISBAHE Ha J03aTa Ha
CHOTBETHHA HeChXPpaHABAILL KaJTHH JHYPETHK.
Ipu scuuxu cayvau Tpabea ga ce mpociaensea OBOpeuHata ¢QyHKUHA
(azMeH KpeaTHMHHH) Mpe3 MbpBUATE ceaAMHLIM Ha seuendeTo ¢ ACE-
HHXHUOHTOP.

Kanuif-cexpauspamm C ennepeHoH WM CIHPOHONAKTOH B 03U Mexny 12,5 mg no 50 mg

JAHYPETHLH (eIUIepeHOH,IHEBHO H ¢ HUCKH A03H Ha ACE-uHXxBOUTOpH:

CIIHPOHOJIAKTOH) [Ipu neyeHHeTo Ha chpAedHa HeaocTaThuHOCT OT 11-1V xiac (mo NYHA)
¢ ¢pakups Ha wisTnackeane <40% u npenmectsawo jevycHue ¢ ACE-
HHXUOHTOPH # OPUMKOBH AMYDETHLM, PHCK OT XHUIIEPKAIHEMHA, KOATO €
NOTEHLHANHO JieTalHa, ocobeHo B Clyd4aH Ha HecHaspaHe Ha
NPENOPLKUTE 3a MPEANIACBAHE HAa TA3H KOMOHHALIUA.
IIpenu 3anouBane Ha KOMOHHAIMATA TpAOBA Aa ce MPOBEPH, Y€ JIMNCBAT
XHIepKaMeMus U yBpeaeHa Ob0peuna gyHkims.
[IpenopbyBa ce BHUMATEIIHO MOHHTOpPHpPaHe Ha KaJIHEMHATA H
KpeaTHHEMHATA Tpe3 MbPBHA MECEl OT JICUCHHETO BEIHEK CEIMHYHO, a
CJICZ TOBA - BEIHBK MECEUHO.

HHAAIaMH

Torsades de pointes-[lopagu puck OT XHIOKaTHEMHS € HEOOXOIHMO NOBUIIEHO BHUMaHHE
WHAYLMPALIK JIEKapCTBa: TIPH MPHIaraHe Ha HWHAAnaMHMja CbBMECTHO ¢ JIEKAPCTBEHH NPOIYKTH,
KOMTO uHaynuapar torsades de pointes, KaTo, HO He CaMo:
- AHTHAPUTMHYHH areHTH OT Knac la (Hamp. XWHUAWH, XHAPOXHWHHIHH,
AA30TIHPAMH/L),
- aHTHapuTMHYHH areHTW ot knac I (anp. aMuonapoH, coTtanon,
aohgeTiK, HOYTHIHA, OpeTHWIHYM),
- HAKOW aHTHIICHXOTHLIM
deHOTHA3MHM (HanNp. XJIOPIPOMAa3vH, [HAMCMA3MH, JICBOMENPOMA3HH,
THOPHIAZHH, TpHUTYOnepa3HH),
OeHzaMuaM (Hanp. aMHCYJIIPHA, CYJMIPHA, CYJITONPUA, THATIPKA),
OyTHpodeHOHH (HANp. ApONepHUION, XATONIEPHAO),
APYTH aHTHIICHXOTHLH (HAIP. MPHMO3H),
- ApyrH cyOcraHuMH (Hanp. Oempumuni, nmcanpui, AHpeMaHmn,
CPUTPOMHMLIMH 1.v., XaJioaHTPHH, MH3OIACTHH, NECHTAMUAMH,
cnap¢noKcaryi, MOKCH(IOKCAlMH, BHHKAaMHH LV., METAJIOH,
acTeMu30, TepdeHaanH ).
[lpopunakTka Ha HHCKUTE HHBA Ha Kajiud M KOPCKIHATA WM IIpH
HeoOxoauMocT: MoHHTHpaHe Ha QT uaTepBaia
Amdorepuniue B (3a i.v. [ToBHInEH pHCK OT HHCKM HHBA Ha Kanus {(aguthBeH edexr).
MPWIOKEHHE), MoHHTOpHpaHe Ha HHBATA HA KATHA H aKO € HeOOX0ANMO, KOPHTHPaHETO
TTHOKOKOPTHKOHN H MM; OCOOCHO BHHMAHHE C¢ H3HUCKBA B CIIydail
MHHEPANKOPTHKOUIU (38 MMHKO3UAM (AUCHTATHCOBA MEAUKAMEHTH).
CHCTEMHO NPUNOKEHHE), CTUMYJIHPAIIH MEPHCTAITHKATA JIAKCATHB

TETPAKO3aKTH],
CTUMYJIHpaIH
NEPUCTANTHKATA
JIAKCATUBHH CPEACTBA
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Komnonenm Hzsecmno

giaumooelicmsite ©nce

CAEOHUR NPOOYyKm

Bzaumoodeiucmesue ¢ Opyz nexapcmsen npooykm

Copaeunn
(AMrUTaNnOCOBH
MEIHKAMEHTH )

TJIMKO3HAH XUMOKAIHEMHATA H/HIH XWNOMArHe3sHEeMMATa [peapasionarar KbM

JWTMTAIACOBA TOKCHYHOCT. IlpenoppyuBa ce Ja ce rmnpociaenspa
iasMenua kanuii, Maraesnii ¥ EKI' u, ako e HeoOXonuMo, JIEUEHHETO Aa
ObJe KOPHTHPAHO

ANOTYpPHHOI

EHHOBPEMEHHOTO JI€YCHHE ¢ HHAAITaMHAa MOXKE a4 IIOBHIIH HYCCTOTATA Ha
PCAKIIHHUTE HA CBPBEXYYBCTBHTCIIHOCT KbM AJIOITYPHHOJIL.

AMIIOOHUITHH

CYP3 A4 unaykropu

Ilpu enHoBpemeHHo npunaraHe Ha nosHatH CYP3A4 wuuoyxropw,
UIA3MEHATA KOHLIEHTPALHMA Ha aMJIOIMIHH Moxe da Bapupa. Ilopagm
TOBa, KPHBHOTO HalAraHe TpAOBa Jja ce MpOCHeasBa H 1a c€ OOMHCIH
OpPOMsiHA HA [103aTa KakTo TI0 BpEME, Taka H CJie] eHOBPEMEHHO JeYEHHE
ocobeHo ¢b¢ cHIHH CYP3A4 unpaykropH (Hanp. pH(paMIMUMH, XBJITA
KaHTApHOH).

CYP3 A4 paxuduropu

EaxoBpemeHHata ynorpeba Ha ammoaunuH ¢ CYP3A4 unxuburopu
(NnporeasHd  HWHXMOWTOPH, a30/lHU MPOTHBOINEOMYHH  CPE/CTBA,
MaKpoOJMH, KaTO EPUTPOMULHHE WIH KIAPpHTPOMHLIMH, BEpanaMHi HIIH
OWITHA3EM), MOKE Ja JOBeAc [0 3HA4YHMMO YBEJAHYABaHE¢ Ha
EKCNOo3HLMATa HAa aMmiIoAunuH. KnMauyHata 3HAa4YHMOCT Ha TeE3H
¢apMaKOKMHETHYHH BapHalliH MOXE A4 € NMO-U3pa3cHa NpH MalHCHTHTE
B CTapyecKa Bb3pacT. ToBa MOXe Aa HANOXKH KITHHHYHO NpocieigBaHe H
KOPEK1HA Ha 03aTa.

ChILECTBYBAa MOBHUILIEH PUCK OT XHNOTOHUA IPH NALMEHTH, NPUEMALIH
€IHOBPEMEHHO KJIapHTpoMHIMH ¢ amjioadnud. IlpemopnuBa ce
BHUMATEJIHO [POCASASBAHE Ha NAlMEHTHTE, KOTraTo aMIIOOWITHH ce
npHeMa €iHOBPEMEHHO ¢ KJIAPHTPOMHIIHH.

Eonospemenna ynompeba, kosmo mpabea 0a ce uma npeosuo:

Komnonen - Hzeecmuo Biaumooeucmeue c opyz rexapemeen npoodyKkm

m ezaumooeicmeue
CBe CIeONUR
npooyKkm

nepHHaonpH HMmunpamusonono IloBHmeH AHTHXHOEPTOHHYEH e¢QeKT H MNOBHIIEH PHCK OT

n/meganaMM = OHH OPTOCTATHYHA XHNOTOHHA (AABRTHBEH edeKT).

a/ aAHTHAETPECAHTH

AMIOOHIIHH  (TPHLMKJIHMYHH),
HEBPOJCIITHLMN
APYTH Ynorpebara Ha ApPYCH aHTHXMIIEPTEH3IHBHH JCKAPCTBEHH NPOOYKTH
GHTUXHINEPTEH3HBH  MOXE Jia JOBE/AE /10 AONMBJIHKTENEH e()eKT Ha HaMallABaHe Ha KPbBHOTO
H CpeIcTRa HalAraHe.
Koptukocreponan, HamansBaHe Ha aHTHXHMIIEPTEH3UBHHS e(eKT (3apBKKa HA HATPHH H
TETPaKO3aKTH/] BOZA, AbJDKAIIA C€ HA KOPTHKOCTEPOHINTE).

NEpUHAONPH AHTHXHMNepreH3WB  EnnoBpeMeHHaTa ynoTpefa ¢ HUTPOINIMLIEPHH W JPYTrH HHTPaTH HIH

b HH CpeacTBa W [JPYrd Ba3sOQWIATATOpPH, MOXKE AOIMBIHHWTEIHO Aa HaMald KpPBBHOTO
Ba3OAIIATATOPU HAJLATAHE,
AnonmypHHOI, EnnoppeMeHHo npunaraHe ¢ ACE-uHXuGaTOpH a aosene 1o
OUTOCTATHLH HIH [OBMIIEH PUCK OT JIEBKOIICHHS "
UMYHOCYIPECHBHH Z.
CpeacTBa, 2
CHCTEMHH ! "}:3 i
KOPTHKOCTEPOU/IH R ]
HJIH NPOKaHHaAMH] . T A
AnecresolorHyHd  ACE-MHXuOUTOpHTE MOMe A3 YCHIAT e?g\}mﬂlime’; .g;(ffék‘l‘ﬂ Ha
JIEKAPCTBEHH HAKOH aHECTE3MOIOTHYHH NEKAPCTBEHHU PO GO
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Komnonen  Hzeecmnuo B3aumooeiicmsaue c opyz nrexapcmeen npooykm
m g3aumodeicmeune
cve C/1COHUR
npooykm
NPOAYKTH
JypeTHLH IMpenirecTBanlo ne4eHAE ¢ BUCOKH I03M AHYPECTHUNA MOXE Aa HMa 3a
(THa3MHH WIH PE3YATAT XMIOBOJEMHA H HOCH PHCK OT XHIIOTOHHMS MPH 3aroyBaHe Ha
OpuMKOBH JICYECHHAETO C MNEPHHACTIPHI.
JHYPETHLH)
CumnaroMumeTHll  CHMIATOMHMETHIIMTE MOXKE /1a HAMAIAT aHTHXHIICPTEH3UBHUSA e(eKT
H Ha ACE-uaxuburopure
3naro Pagko ce cpoOlllaBa 3a HMTPHTOMAHHM PCaKkUWH (CHMITOMHTE HM
BKJIIOYBAT 3a4€pBABaHE HA JIHIIETO, rajieHe, MOBPBLUIAHE W XHIIOTOHHS )
NpH NALMEHTH, JIEKYBaHH ¢ UHYKEKIMOHHHM (OpPMH Ha 371aTO (HAaTpHEB
aypoOTHOMAJNAT) ¢ eaHOBpeMeHHO npinaraHe Ha ACE-uHxuOHTOpPHO
JICYCHHE, BKTIOYHTEIHO NEPHHAOTPHIL
yHganaMuiz  MerdopmuH JlakTaTHa anmpao3a, ApJpKama ¢e Ha MergopMHHEa, MOpaad BB3MOXKHA
$yakumpoHaTHA OBOpeUHa HelOCTaTLYHOCT, CBbP3aHa ¢ AHYPETHLH H
ocobeHo ¢ GpuMioBuTe quypeTiiM. He n3nonisaire MeTgOpMHH, aKo
IUIa3MEHUAT KpeaTHHHH Haaermaea 15 mg/l (135 micromol/l) 3a Mbike
_ 1 12 mg/]l (110 micromol/l) 3a sxeHH.
Hon-cuanpaxain [Ipu Banuume Ha JaexuaparTalMd, MpeAH3BHKaAHA OT JAHYPETHIH,
KOHTPacTHH CBIIECTBYBA NMOBHIIEH PHCK OT OcTpa ObOpevHa HEAOCTATHYHOCT,
MaTepHH oco0eHo npH ynotpeda Ha BUCOKH A03H HOO-CBABPKALUHY KOHTPacTHH
cpeacrtea. Tpabea ma ce npoeele pexuapaTaldsa Npedd NPUIaraHeTo
Ha HOA-CBABPKAIIOTO KOHTPACTHO BEINECTRO.
Kanuuii (conu) PHCK OT TNOBHIIGHH HHBAa Ha KallWid TMopajyd HaMajldBaHE Ha
¢NMMHUHHPAHHA B YPHHATA KaJILKii
Liuxknocnopun PHCK OT NOBHILABaHE HA IJIA3MEHHTE HABA HA KpeaTHHHH Oe3 IpoMsHa
HA HHBATA HA LMPKYJHUPAINHA LHKIOCIIOPHH, AAXE K IIPK JIUFICA Ha
3aryba Ha COIH WK BOJA.
aMIoaMNMH  ATOpBaCTaTHH, [Ipy KIMHUYHA TIPOYYBAHHA 33 B3aHMOACHCTBHA aMJIOAHIIMH HE
AArOKCMH WIM ToBIHABa (PapMAaKOKMHETHKATA Ha aTOpPBACTATHH, [MIMOKCHH WIH
BaphapHH BapdapHH.
Takponumyc CeimecTBYBa PHUCK OT MOBHINABAHE HA HMBATA HA TAKPOJIHMYC B

KPEBTA, KOraTo ¢& MpHjara eJHOBPEMEHHO C aMJIOAMIMH. 3a Ja C€
H30erHe TOKCHYHOCTTA HA TAKPOJIUMMYC € HeoOXoaMMo MpocielsiBaHe
Ha HErOBHT¢ HHMBA B KPBBT4, KOTATO aMJIOAWIMH ce npuiara IpR
NMauMeHTH, KOHTO ce JIEKYBaT ¢ TaKpOJIUMYC, H [IpH HEOOXOAHMOCT Jia
ce¢ KOpHTHpa A03aTa Ha TaKpOJIuMY<.

MexaHn3eM L€ Ha
panaMHIH
(mTOR)

UHXUOKWTOPH

mTOR UHXUOHTOPH KaTO CHPOJIHMYC, TEMCHPOIHMYC H €BEPOJIMMYC
ca CYP3A cybcrpatn. AMnogumdH € cnaé CYP3A unxuburop. Ilpu
emHoBpeMeHHa ynorpeba Ha mTOR HMHXHOWTOpPH, aMJIOAMIIMH MOMKe
[a NOBHIIH eXcno3HuuaTa Ba mTOR uHxuOHTOpHTE.

16



Komnonen  Hszeecmno Bzaumooeiicmsue c opyz 1exapcmeen npooykm
m é3aumodeiicmeue
cve CaeoHunA
HPOOYKm
Huxnocnopun He ca npoBexaaHu mpoy4BaHAs 3a JIEKAPCTBEHH B3aMMOAECHCTBHS Ha
UHKIOCTIOPHH ¢ AMJIOAMIIMH TIPH 3ApaBH AOOPOBONIM HIH JApYTH
NONyNalHH ¢ W3KITIOYEHHE Ha TAlMEeHTH ¢ OBOpeyHa TpaHCTUIaHTalHA,
IpY KOHTO ce HabmoJaBaT NPOMEHH, B 3aBHCHMOCT OT NOBHINIaBaHE Ha
KOHUEHTPALMATA Ha LMKIocnopuH (cpeauo o1 0% mo 40%). Tpabea na
ce OOMHUCIIM NPOC/IEAsBAHE HA HHBATA HA LIMKJIOCMIOPHH MPpH 0BOpeuHo
TPAHCIUTAHTHPAaHH MALHEHTH, KOUTO C€ JIEKYBaT ¢ aMJIOJHIIHH, H TIpH
HeOOXOAHMOCT J1a ce HaMaJlM [103aTa Ha HUKJIOCTIOPHH.
CHMBacTaTHH CBBMECTHOTO NpAIaraHe Ha MHOTOKPaTHH 034 1o 10 mg amroaHNHH

¢ 80mg cHMBacTaTHH BOAM a0 IIOBHUIABaHe CBC¢ /7% Ha
€KCIMO3HLIUATA Ha CHMBACTATHH B CPABHECHHE CBC CaMOCTOATEIHOTO
MpWjaraHe Ha ciMpacTaTiH. Jlo3aTa Ha CHMBACTATHHA FIPH MALMCHTH,

NPHEMAILIH AMJIOJMITIH, TpA0OBa 1a ce orpannyn a0 20 mg THEBHO.

4.6 @epTHIHTET, 0PpeMEHHOCT H KbPMEHE

Ilpeneun egekTHTE Ha BCAKO €/1HO OT aKTHBHHTE BEIIECTBA B TO3H KOMOMHUpaH JIEKAPCTBEH NPOAYKT BLPXY
OpeMEHHOCTTa ¥ KbPMEHETO,

TPAIVIMKCAM He ce npenopbyBa npe3 mopeus TpuMecTbp Ha OpemenHoctra. TPUHIIJIMKCAM e
TIPOTHBOTIOKA3aH TIpe3 BTOPHSA U TPETHA TPUMECTHP Ha OpeMeHHOCTTA.

TPUITVIMKCAM He ce mpenophuBa no BpeMe Ha KbpMeHe. TpaOBa Ja ce B3eMe pEINCHHE JATH 1a ce
NIPEYCTaHOBH KBEPMEHETO WAM Aa ce rnpeycranoBu teparmuara ¢ TPUTUVIMKCAM, karo ce B3eMaT IpeaBu.

NoJ3aTa OT KbPMEHETO 3a JCTCTO M oA3aTa OT TEpalluATa 3a JKeHaTta.

bpeMeHHOCT

Ilepunoonpun:

Ilpunaranero aa ACE-unxaOHTOpH He ce nmpenopbuBa Npe3 TbPBHA TPHMECTHLP HA OpPEMEHHOCTTA
(K. Touxa 4.4). Ilpuaaranero Ha ACE-HHXHOHTOpPH € NPOTHBONOKA3ZAHO Npe3 BTOPHH H TPETHA
TPEMECTHLP Ha OpeMenHocTTa (BXK. TOUKH 4.3 1 4.4).

EnueMHONTOrHYHHATE TaHHA OTHOCHO PHCKAa OT TEPATOreHHOCT cnen excriosvuud Ha ACE-uHxuOHTOpH 1pes
ITEPBHA TPUMECTHD Ha OPEMEHHOCTTA HE JaBaT BHE3MOXHOCT JIa C€ JOCTHTHE JO 3aKMIOUCHHE, HE MOXKe
obaue faa ce WIKMOYM MAJIKO NOBHLIaBaHe Ha pucka. OCBeH B CIydaWTe, KOraTo NpOAB/DKaBaHE Ha
neyenHero ¢ ACE-vHxuOMTOpH ce cMdaTa 3a He3zaMeHMMO, NALMEHTHTE, KOWTO IUIaHUpaT OpEeMEeHHOCT,
TpAOBa Ja IIPeMHUHAT Ha ATTEPHATHBHO AHTHXHIEPTOHWYHO JICYeHAE ¢ AOKa3aH mpodun Ha 6e30MacHOCT 3a
NpunaraHe no Bpeme Ha OpemenHocTTa. [IpH AMarHocTMuMpaHe Ha OpeMeHHoct, neueHHeTo ¢ ACE-
HHXHOHWTOPH TpsabBa HezabaBHo ma Obie CrpsAHO M AKO € MOAXOAALIO, TPAOBa [a 3amovHe anTepHaTHBHA
TEpanus.

HM3BecTHO €, ye exkcrno3HuMsaTa Ha jcyeHHe ¢ ACE-uHxuOHTOpPH npe3 BTOpHA H TPETHA TPHMECTHD Ha
OpEMEHHOCTTa HHAYLHPa (ETOTOKCHYHOCT MpH Xopa (Hamaiena OuOpedHa QyHK Aﬁ, ANOXPARIMHHOH,
3abaBsHe Ha OCHHKALATA Ha Yepena) H HEOHATAIHA TOKCHUYHOCT (Op0OpeyuHa Henge Tavey)
xunepxkanuemus) (BX. Touxa 5.3).

Ako excriosHumaTa Ha ACE-uHxuOMTOpH e HacremMia or BTOpUA TpHNES , MEHHOCTTA,
MpenophLYBAT ¢€ YITPa3BYKOBH Mperieauy 3a uicaenpaHe Ha 6u6peunara ¢y ' KA

OTKpHUBaHE Ha XHIOTOHUsA (BXK. TOUkH 4.3 1 4.4). .%? \ a /Y

i
Hudanamuo: N
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JlunceaT WIM MMa OrpaHMuYeHH JaHHM (33 H3XoJa Ha no-mManko or 300 cinydas Ha OpeMEHHOCT) OT
ynorpebara Ha HHAANAMMJ TIpY OpeMEeHHH xeuH. [TpoaBDKHTEHATa KCTIO3UIMSA Ha THA3HAH Mpe3 TPETHA
TPHMECTBpP Ha OPEeMEHHOCTTa MOXKe J1a HaMaJIH MaiuMHHMA IU1asMeH 00eM, KakTO M MAaTOYHOIUIALEHTHHA
KPBBOTOK, KOETO MOXE 13 NMpHYHHHM (eTOILIalleHTHA HCXeMHA H 3a0apiHe Ha pactexka. (OCBEH TOBA,
cboOIllaBa Cce 3a peAKH CJTy4aH Ha XHNOTAHKEMHS H TPOMOOLMTONEHHS MPH HOBOPOAEHH Cie eKCIO3HIHUA
OnM30 70 TEpMHHA.

IIpoyuBaHusATa NMPH >KMBOTHH HE NMOKA3BAT NMPEKH HJIA HENPEKH BpeAHH €(PEeKTH, CBEP3aHH C PENpPOAYKTHBHA
TOKCHYHOCT (BK. TO4Ka 5.3).

Amaoounun:

bezonmacHocTTa Ha AaMJIOAWIIMH MO BPEME Ha OPEMEHHOCT NPH X0pa He € YCTAaHOBEHa.
PernpoaykrHBHa TOKCHYHOCT € Ha(JIIONaBaHA NMPH BMCOKH I03H B NMPOYYBaHHS BBpPXY XHBOTHH (BXK. TOYKa

5.3).

KnpMene

TPHIIVIMKCAM He ce npenopbusa Mo BpeMe Ha KbPMEHE.

Hepundonpun:

[lopanu JHnca Ha HHQOpMalMs OTHOCHO NPWIAraHETO HA NEPHHAONPHI B NEpHOoJa HAa KbpMeEHe,
IlepunonpuiI He ce NpenoprYBa M CE NPEANOYHTAT alTEPHATHBHH JICUCHHA ¢ O-A00pe ycTaHOBeH nmpodun
Ha 0e30MacHOCT B NEPHOJA HA KbpMeHe, 0CO0EHO MPH KbpMeHE HA HOBOPONLEHO WIH NPEXISBPEMEHHO
POAEHO KbpMaye.

Hruoanamuo:

HMa HemocraTeuHa HHGOpMalMA 3a €KCKpelMaTa Ha MHaanaMuy/MerabommTHTe B KbpMaTa. Moke na ce
NOsiBA CBPBXYYBCTBHTEIHOCT KbM CY/1(OHAMHIHU MPOU3BOJHH H XHIOKaHeMHuA. He Moxe Ja ce H3Kmo1H
PHCK 38 HOBOPOAEHHTE/KbpMaueTaTA.

HHaanaMHA MMa rojiiMo CXOACTBO € THa3HIHHMTE AMYPETHIM, KOHTO ¢a CBBP3aHH B MEPHOJAA HA KBPMEHE ¢
[OHWXABAHETO WIH AOPH CIIMPAHETO Ha OTAC/AHETO Ha KBpMa.

Amnoounun:

AMJIONHITHH C€ €KCKpeTHpa B KbpMaTa. JlenbT Ha MaiiunHaTa 1034, IPHET OT HOBOPOAEHOTO, € OUJI OlIEHEH B
HHTEPKBAPTHIIEH JHana3oH oT 3 - 7%, ¢ MakcumanHa croiiHocT ot 15%. Edekra Ha aMIOMHMITHH BBPXY
HOBOPOJCHHUTE HE € H3BECTEH,

DepTUIHTET

Obwo 3a nepundonpun u undanamuo.
IIpoyuBaHHs 3a penpOAYKTHEHA TOKCHYHOCT HE MOKA3BaT eeKT BhpXY (PePTHNHTETa MPH MBXKH H XKEHCKH
IIBX0BE (BK. Touka 5.3). He ca ycraHoBeHH ediekTH BBPXY (pepTHAMTETA [IPH XOpaTa.

Amnoounun:

CvobmaBa ce 3a oOpariMM OHOXHMHYHM TIPOMEHH B [JIABUYKWTE HAa CHEPMATO30MAMTE IIPH HAKOH
NalMEeHTH, JIEKYBaHH C KallWeBHd AHTaroHucTH. KJimMHMYHWTE JaHHH €& HEAOCTATBYMHH OTHOCHO
NOTCHUKAMHNA ¢pEKT HAa aMIIOAMNHH BLPXY (¢epTinuTeTra. B eaHo mpoyusaHe ¢ ILTBXOBE ca OTKPUTH
HeXKeNlaHH e()eKTH BbpXY MbXKKHA GepTanuTeT (BXK. Touka 5.3).

4.7 EdexTn BupXy cnocobHOCTTA 32 Hodpapane n pabora ¢ MRIIHHH

()HIpHHE: M jiaﬁom C

aneHe; CRECOOHOCTTA
mﬁiﬁ

HAKOH MALIHEHTH MOXKE Na Bb3HUKHAT HHIHWBHAYAIHH PEaKLHH, CBhP3aHH C H
AMIIONMITAH MOXKE Aa moBause B cnaba A0 yMmepeHa crened cnocobHOC
MALIMHH. AKO NAUKMCHTHTE NOTy4ar 3aMaiiBaHe, [MaBoboHe, yMopa, H3TOIICHH
MM Ja pearupaTr Moxe aa Obe HapyiieHa.
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B pesynTart ot ToBa, cnocobHoCcTTa 32 mMOQHpaHe MK padoTa ¢ MaIMHH MOXe na ce HapyuH. I1penoprusa
¢€ NOBAIICHO BHHMAaHHE, 0c0o0eHO B HAYaJIOTO HA JICUEHHETO.

4.8

Hexenann JEKAPCTBEHH PEeaKIHH

O606men npodun Ha 6ezonacHoCT

Haii-yecTo chobuiaBaHHTE HEXEIaHH JIEKAPCTBSHH PEaKlBH NpH NEPHHIONPHI, HHIAIAMHI H aMJIOIHUIIUH,
NpeACTaBeHH NOOTAEHHO, ca. XUIIOKAIMEMHs, 3amaiiBaHe, riaBoOonme, mapecTe3Md, COMHONEHTHOCT,

JUCTEY3UA,

3PHTEIHH HapyIIEHH,

AAILTOIIAA, THHHTYC,

CBETOBBPTENK, MNAJINMHTAIIHH,

3auepBABaHe,

XHIMOTOHUA (H CBBP3aHH C XHIOTOHHUATA €(EKTH), KALIMHA, JHCNIES, CTOMALNHO-YPEBHY HApYLICHHA
(kopeMHn OONKH, KOHCTHOAUKMA, AWADHA, OMCIENCHA, raJeHe, MOBpHINaHe, NPOMAHA B HABHKA 34
nAedexaums), cepbex, oOpHB, MaKyJonamylioseH OOpHB, MYCKYJHH CHA3MH, MOOYBaHE Ha [J€3CHHTE,
acTeHus, eIeM H yMOpa.

Cnucek B TabJiueH BHI Ha HEXEAHUTE PeaklUU
Cnennure HexenaHHW JEKapCTBEHH peaklMH ca HAOMIOAaBaHM 1O BpeMe Ha JIeYeHHE C MSPHHAONPHI,
HHJANaM#i/l WIH aMJIOAMITHH H ca pa3npeaeNeHu B CISIHUTE KATErOPHHE N0 YeCTOTH:
MHoro 4ect (=>1/10); yectH (ot 21/100 po <1/10); Heuectu (o1 >1/1000 xo0 <1/100); peaxu ( >1/10000 no
<1/1000); muoro peaxku (<1/10000); ¢ nHeusBecTHa uvecToTa (OT HATMYHHTE NaHHH He MOXe jAa Obae

HANpaBeHa OlLICHKA).

XHurepkaiueMHua, obpaTuMa npu
CIIMPaHE Ha JEYEHHETO (BXK. Touka 4.4)

XunoHarpueMus (BX. Touka 4.4)

XHIOXJIOPHEMHAA

CHcTemMo-opranun
KJIACOBE MO HexxeaHH TeKAPCTBEHH PeAKIHE YecTOTa
MedDRA
Huapanamu
Iepnugonpun e X AMJIONHIIHH
Hadexunn n S — Mtoro peaku - HeuecTH
HHEpecTANHM
Hapymenna Ha CuHIpoM HA HeaZeKBaTHa CEKperlHs
€HJOKPHHHATA Ha AHTUAMYPETHYHUA XOPMOH Penxn -
CHCTEMA (SIADH)
Hapywenus ga
KpLBTa H aumpnara | Eosunodunus Heuectn * - -
CHCTEMA
MHuoro
Arpasynonurosa (Bx. Touka 4.4) MHoro peakH peIKH -
Mmnoro
AnnacTAuHa aHEMHA - —
IlanuuTOoNEHKs M=uoro peaku - -
Muoro MHoro
JlerkoneHus (Bx. Touka 4.4) MHoro peaku penK peIIKH
HeyTponeuns (8. Touka 4.4) MHoro peku - -
MHoro
XEMOJTUTHYHA aHEMHA MHoro peaku - .
Mmuoro Mmuoro
Tpombonuronenus (Bx. Touxa 4.4) MHoro penxu pEIIKH penKn
Hapyenns ma CRpBXYYBCTBHTETHOCT - Heuectn Mroro
HMYHHATA CHCTEMA PEXIY peaKH
Hapymenus Ha p.[EHL(m; ~ s,
MeTaboan3IMa H XunoriavkeMus (BX. Touki 4.4 u 4.5) 7! - ouN -
Heudecrn & v iR O
XpaHEeHeTo . 2 TN e
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CHCTEMO-0pPraHaH

KJIACOBE N0 Hexe1aHH NeKaAPCTBSHH PeAKNHHA YecToTa
MedDRA
IepuBAOOpHA I*Ilmaﬂnamn AMJIOIHIIHH
XHNOMAarHe3neMmus - Penxu -
Msuoro
Xunepriukemus - -
pPEIOKH
Mmuoro
XHNEPKATILIMEM KA - -
peaKH
XHNoKanueMus, (Bxk. Touka 4.4) - YecTH
bescrHHe - - Heuectn
IIpoMeHH B HACTPOEHHETO Heuectn _ Heuectn
IIcHXHATPHYHE ( BKITFOMHTEJIHO TPEBOMKHOCT)
HApPYUICHHSA Jlenpecus Heuectn* - Heuectu
 Hapyinenus Ha chBs Hevectn - -
CoeTosiHne Ha 00bpKaHOCT Msoro peaku - Penxu
Hapymenus na 3aMaiBaHe Yectn - Yectu
HepBHATA CHCTEMA
I"'napobonue Yectn Penkn Yectu
[lapecTesus YectH Penxn Heuectnt
CBHIHBOCT Heuectn * - Yectn
Xunoecresxna - - HedecTH
Aucreysus Yectn - HedectH
Tpemop - - Heuectu
C
CuHkon Heuectn * | HeuwzBectHa | Heuectu
4eCcToTa
Xuneproye ) ) Muoro
peaKH
Ilepudepna HeBponaTua - - Mnoro
PeAKH
ExcTpanvpaMunsn HapylieHus ¢
- - HEH3BeCTHa
{(ekcTpanupaMMAaeH CHMITTOM) 4eCTOTa
HHcyurt, BB3MOXKHO M BTOPHUEH
nopaaM NpekoMepHa XunotoHud npu | Muoro peaku - -
BHUCOKOPHCKOBH NIALIMEHTH (BXK. TOYKA
4.4)
B®3moskHOCT 3a Hauasio Ha C
yepHoApoOHa eHliedanonarus B -
cnfmaﬁr:i(;ﬁﬁamaneﬂi YEPHOAPOOHH ] HEHIBECTHA
GyHKUHH (BK. TOUYKH 4.3 u 4.4) Hectota
C
3pUTENHU HapYLHEHUS Yectu HEH3BECTHA Yectu
YeCcToTa

Hapymenns na
O4YHTE

OcTpa 3aKpUTOBIbJIHA ITIAYKOMA

XOpoHuaajeH H3JTHB

JIMIwonnsa
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CHeTeMO-0pranam

KJIACOBe Mo Hexenanu ieKapcTBeHH peaKUHH YecToTa
MedDRA
Hapanamn
Iepuraonpnn A 1 AMJ0IHNHAH
Muonus ¢
- HEH3BECTHA -
4eCTOTa
C
3aMEIICHO BHKIAHE - HEU3BECTHA -
4ecToTa
TuaHTYC Yecn - HeuecTn
Hapyuienus na
0TO H JaOHpHHTA
¥ P CBETOBBPTEX Yectn Penxu -
Conpaeunn
PA Iannutauuu Heuectn * - YecrH
HAPYIICHHS
Taxukapaus Hegectu * - -
CreHoxkapaua (Bxk. Touka 4.4) M=oro peaku - -
ApuT™Mus (BKITIOYHTEHO MEHOLO
Opanukapams, KamMepHa Taxukapaua H | MHoro peaxu - Heuectn
NPEACHPAHO MBXJICHE) pe
MuokapaeH HHPApKT, Bb3IMOXHO H
BTOPHUYEH NOpagH KOMEpHa MHoro
3 PaJI TPEROMEP MHoro penku -
XAMOTOHHA IPH BHCOKOPHCKOBH PEAKH
MAUMEHTH (BXK. TOUKa 4.4)
. C
Torsade de pointes (moTeHuMAanHO
- HEHM3BECTHA -
¢atanHo) (BXK. TouxH 4.4 1 4.5)
4eCTOTa
3auepBaBaHe Peaxn* - Yectu
XUNMOTOHHA (M CBBP3aHH C Yecrn MHuoro HeuecTn
ChbI0BH HApYHIEHHS | XMNIOTOHHUATA epextn) (BK. Touka 4.4) pEeaKH
Backynur - Muoro
B Heuectn * pPEOKH
o C Hew3BeCTHA
(Qenomen Ha Peiino - -
4yecToTa
PecnupaTopun, Kamyuua (Bxk. Touka 4.4) Yecti - HeuyecTH
FPHLAHH H Hucnnes YectH - Uectu
MCAHACTHRHA/IHH bpouxocnazbm HeuecTH - -
HApYmeRus Eosunodunna nHeBMOHMS MHoro pesky - -
Kopemuu 6oskn Yecti - YecTH
KoHcrunaiima (3anex) YectH Peakx Hectn
Huapus YectH - YectH
Hucnencus HectH - YectH
[ageHe YecTH Peaxu YecTH
[loeprinane YecTH HeuecTu Heuectu
CroMamuo-upeBHH Cyxa ycTa HeyecTH Penkun Heuectn
HApyIICHAR [lpomenn B HaBHKa Ha feekaums - Yectn
EHL \" HOI‘O
XHUIIepIuTa3us Ha BEHIIATE - N 7 J?
toad (‘.
\ T{ﬂn
3 r* A oro
[TankpeaTuT MHoro peagh & [ %2 % g 3’ e f%c -
- \r;L"'."'J ;,i_,,%“ f H}ior{)
[acTpur - DR IR R
%\' T /. PCOKH
T | e
XenmaTto-6unmapan | Xenarur (BX. Touka 4.4) MHoro penxn\‘{\ "% <« MHoro
B ~ 2 s TE Ny
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CHcTeMO-OpraHaR

KJIacoBe mo Hexe/1aHR JexapcTBEHH peaKIHH YecToTa
MedDRA
Hapanamu
Ilepuraonpu.i A n AMIOIHIIHH
HADYIHEHMS: HEH3BECTHA PEeAKH
YeCTOoTa
Mmuoro
Kenrenuna - -
pelKH
Mmnoro
Hapyena yepHoapobua dyu - -
Py pHOAPOOHa pyHKLHS A
Cepbex YecTn - Heuectn
Obpus YecTn - Heuectn
MakynonamynapHia oOpHBH Yectn -
MHoro
Yprukapud (Bx. Touka 4.4) Heuect HeuecTH
| 5,200
Mguoro Mnoro
AHruoeneM (Bx. Touka 4.4) HevectH
peaKH peaKH
AJonenms - - HeuecTu
[ypmypa - Heuectn Heuectu
[IpomMeHeH UBAT Ha KOXKaTa - ~ Heuectu
Xunepxvaposa HedecTH - HewectH
Ex3aHnTeM - - Heuectu
C
S APymentd ma Pea Ha (POTOUYBCTBHTENHOCT HZILS;TZC:;& Moro
KOKATA H HA K1HA 1y HeuecTs * pe/IKH
NOJKOXKHATA ThKAH (BXK. TOYKa
4.4)
BroliapaHe Ha NCOpHA3HC Peaxu - -
[Temduronn Heuectnt *
Epurema myntudopme MHuoro peaku Mroro
MHoro Mmuoro
Cunzpom Ha Steven Johnson -
peaKH peaKH
Msoro
Ekcdonnarures nepMaTHT - -
PEAKH
MHoro ¢
Toxcnuna enuaepMarHa HEKpOJIH3a - &icH HEH3BECTHA
P 4ecToTa
. MHoro
Enem Ha Quincke - -
pPEIKH
C
MyckynHu cnazmu Yectn HCH3BECTHA Yectn
4EeCTOTA
OTOK Ha rIe3eHUTe - - YectH
Hapymenns na Aptpanrus Heuectn * - Heuecrn
MYCKYJIHO-
CKEJIETHATR CHCTEMA | MyckynHa cnaboct - ._ -
H CheHHHTE/THATA ™
ThbKaH ray o
Muanrus Heuectn S0P HeuecTn
Ol =l
e Rl
PabnoMuonusa - DU3BECTHE |, * -
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CuacTreMo-oprannn

Bb3HHAKHAJH B
| pe3YJITAT Ha

KJACOBE N0 HexenaHu JekapcTBeHH PeaKIHA YecToTa
MedDRA
Ilepangonpan Hma;mMH AMJIOAHNHA
bonku 8 repba - - Heyectn
Bn3amoxxHo BioIIaRaHe Ha C
MpeABAPHTETHO CHIECTBYBAIIL ) HEHW3BECTHA i
CHUCTEMEH JYITYC €pUTEMAaTOEC 4YecToTa
- - Heuectn
MUKIIMOHHM HAPYIHEHHS
Hapymennsa na Hukrypus - - HeuecTH
onOpennTe H TonakHyphs - - Heuectw
NHKOMHHTE NLTHIUA | Anypus/oNHrypus Penkn* - -
Octpa 610peuna HeJOCTATHYHOCT Penxu - -
MHoro
brOpeuna negocTaTh4ROCT HeuecTH -
peAKH
Hapymenna Ha Epexrnnna auchynkuus HeuecTH HevectH HeuecTH
BB3NPOA3BOARTEINA
TR CHCTEMA H [M'iHexomacTHA - - HeuecTH
I'bpaATA
AcTeHus YecTH - Yectn
YMopa - Peaxu YectH
Otox i ] Msoro
O0mu napymenns u 4YECTH
edexTn Ha muctoro | BOJIKH B rpbaHKA Kol Hegectn * - Heuectu
HA NPUIOKEHHE Bosikn - - Heuectu
O06110 HepasmoIOKeHHe Heuecth * ~ HevecTH
ITepudepen oTok HevectH * - -
OebpwinreT Heuecty * - -
- - Heuectn
YBeauyaBaHe Ha TEIJIOTO
Hamansgeane Ha Ternoro - - Heuectu
TloBHilIcHa ypes B KPbBTA Hewectn * - -
IloBullEH KPEATHHHH B KPHBTa Heuectn * - -
[lopHineH OMAMpYOHH B KpBBTa Peaxu - -
C MHoOro
IToBuinenH 4epHOAPOOHH €H3IHMH Penxn HEH3BECTHA pe Ky
YeCTOTa
Uscnenpanus Hamanen xeMorjioOMH H HaMalleH MHoro peK - )
XEMaTOKPHT (BXK. Touka 4.4)
Yawwken QT vHTEpBan npu C
eIEKTPOKapAHOTIpaMa (BXk. TOYKH 4.4 - HEH3BECTHA -
H4.5) 4ECTOTa
C
IToBuiueHa rnroko3a B KpEBTa - HEU3BECTHA -
IloBrHIlEHa MMKOYHA KHCEJIHHA B
KpBLBTa ]
Hapanasanns,
OTPABAHHA H
YCNOKHEHHA, [Tapane Heuectn *
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CHcTeMo-oprannn
KJIACOBE 10 Hekenann JIeKAPCTBCHH peAKIIHA YeeroTa
MedDRA
AMH
Iepaaaonpn.i HHH&II;I AMJIOAHNHH
HHTePBCHIHHA

* Yecmomama e uswuciena no OGHHU OmM KAURUYHU USHUMBAHUWA 30 HENCEAAHU NEeKAPCMBEHU PeaKyul,
OMKPUBARYU YpE3 CRONMANRHU ChOOWEHUA

Onucanue Ha W3OpaHNTe HeXeNlaHH PEAKLIHH

[lo Bpeme Ha npoyusanHusTa daza Il u I, cpasusBamm muganaMua 1,5mg ¢ 2,5mg, aHanu3ure Ha
IU1a3MEeHHA KaJTHH ca NMOKAa3ani J0303aBHCHUM €()eKT OT HHIATAMH:

- Mapanamun 1,5mg: nnasmen kxannii < 3,4 mmol/] e Habmonasan npu 10% ot nawwenTHTe ¥ < 3,2 mmol/l
npH 4% ot nauuenTHTE cnen 4 no 6 cenmuiH gedeHne. Crnen 12 ce AMUYMHO JieueHHe, CPETHOTO MOHHKEHHE
HA TUIa3MEHHA Kanui ¢ 6mw1o 0,23 mmol/l,

- Uupnanamug 2,5mg: nnazmen kanu < 3,4 mmol/l e vabmonasan nmpu 25% ot maupenrture 1 < 3,2 mmol/l
npH 10% ot naumenTHTe ciex 4 no 6 cexMuu neuedue. Ciaen 12 ceaMHAMHO JeYeHHE, CPEIHOTO MOHHKEHHE
HA I1asMeHus Kanui e 6mno 0,41 mmol/l.

CrofiapaHe Ha OAO3UPAHH HEKEJIAHH peakuuH

Cbo01IaBaHeTo Ha MONO3MpaHM HEXENAHM peakudH CJEA paspelaBaHe 3a ymoTpeda Ha JieKapCTBEHMS
NpOAYKT € BakHO. ToBa mo3pongea Na NPOFWIKM HaOMoAEeHHETO HAa CHOTHOLIEHHETO MON3a/pHCK 34
JIEKapCTBCHHA TIPOAYKT. OT MEAMUMHCKHTE CHOCLMAJIMCTH C€ H3MCKBA Ja ChOOIAaBaT BCAKA MOAO3HpAHA
HEKE/IaHa PeaKiHs Ype3 HAUMOHATHA CHCTEME 3a ChOOIaBaHe, NOCOMEHA B!

H3IMBHATENIHA areHLMA 0 JIEKapCTEaTa
yi. ., Jdamsn ['pyes Ne8

1303 Codus

Ten:+359 28903417

yeOcaiiT: www.bda.bg

4.9 Ilpegosupane
Hama ungopmaims otHocHo npenosdpase Ha TPUIIIMKCAM npu xopa.

3a repunoonpun/undanamud KomounayuIma
CuMnroMu

Haii-BepoaTHHTE HeXXenanW peakud B Clydaii Ha npegosdpaHe Ha  KOMOMHauuaTra oOT
NEePHHAONPWYHHAANIAMHA OM OWia XWMIMOTOHMATA, CBBLP3aHA MOHSKOra C TajcHe, TOBPBILAHE, KPaMIIH,
3aMaiBaHe, ChHIMBOCT, ICHXHYHA OOBPKAHOCT, OJNUTYPHs, KOATO MOXKE Ja Iporpecupa A0 aHypus (nopaiH
XHIOBOJNIEMHSA). MoKe Ja Bb3HHMKHE HAPYIICHHE Ha CONleBHA W BOAHHA Oananc (HHCKH HHBA Ha HATpHH,
HHUCKH HHBA HA Kanwuii).

JledeHue

HauanHuTe Mepkn, KOHTO TpAOBa J1a e MpeINpUeMar, BKIIOUBAT ObP30 eTMMUHHPAHE HA ITOETHTE BeLeCTBA
ChC CTOMAIIIHA TIPOMHMBKA W/IWIH BBBE)KIAHE HA aKTHMBEH BBIJVIEH, HOCJIC/IBAHH OT Bb3CTAHOBABAHE Ha BOJHO-
€NIEKTPOITATHOTO PABHOBECHE 10 HOPMAITHO ChCTOAHHE B CIIELIHAJIM3UPAHH JIeu¢OHH 3aBeICHHA.

Ilpy nosdBa Ha HW3pa3eHAa XUMNOTOHHA, TS MOXE JIa Ce JIEKYBa 4Ype3 MOCTABAHE HA MALMEHTa B NETHANO
HOJIOKEHHE C HACKO pasnosoxena rnasa. [Ipu reobxoguMoct MoxXe 11a ¢ NPHIIOXKH MHTPABEHO3HA HH(Y3HA
Ha M30TOHUWYCH (PH3IMOJIOTHYEH Pa3TBOP WM A C€ H3MOA3BAT JAPYrH METOJHW 3a MOBULIABaHE Ha o0eMa Ha
TEYHOCTHTE.

[lepuHAONPHIATLT, KOWTO € aKkTUBHATa OpMa Ha MEPHHAONPHIIA, MOXKE A& Ce AU

3a amnoounun
OnHUTBT ¢ YMHIWIEHO NPEIO3HPaHe [IpH XOpa € OrpaHHYEH.
CUMITTOMH
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HannyHuTe nanHM npeanonarar, e 3HAYHTETHOTO Npeao3upasHe On MOro a JoBeae 10 TexKa nepHgepHa
Ba3OWIATAlHA H BB3IMOXKHO OO peduiekcHa Taxukapauda. Cro0miaBaHO € 33 M3pa3eHa H BEPOATHO
MPOJBDKHTENIHA CHCTEMHA XHIIOTOHHA 10 IOKOBO ChCTOAHKE H LIOK, BKTIOYHMTEIHO € (PAaTaICH H3XOJ,.
Hekapanorenen 6enoapober oTok ce ¢b00masa pAaaKo KaTo NOCHEAHIA OT NMPEeXO3HPaHe ¢

aMJIOOHITHH, KOHTO MOXE Ja ce NpoaBH ¢b¢ 3a0aBeHO Haualo Ha edekra (24-48 vaca cneq

NONTBIIAHE) M 14 H3WCKBA U3KYCTBEHA BEHTHJIaIMA. PaHHHTe peaHHMAaIIFOHHHM MEPKH

(BKTIOYHTEIHO HATOBapBaHE C TEYHOCTH) 3a MOUTEP KaHe Ha nepdy3uaTa H ChpAcUHNs AeOHT Morar

aa OBAAT ycKopABallH (aKTOpH.

JleueHne

KyinHH4HO 3HaYHMaTa XMIOTOHHA, ABJDKAIA ¢e Ha Npeao3upaHe ¢ aMJIOQUITHH, H3HCKBA NpeANpHEMaHe Ha
AKTMBHH MEPKH 3a NOJIBpXKAaHE Ha (YHKLMMTE HAa CHPASYHO-CHAOBATA CHCTEMA, BIJHOUHTEIHO Y€CTO
MOHHTODHpaHe Ha CBpIEYHATa W AMXaTelHaTa (PYHKUHH, MOBJIHTAHE HA KpalHHIMTE M HACOYBAHE HA
BHHMAHHETO KbM LIMPKYJIATOPHHA 00eM U IHypesaTa.

BbBekaaHeTo Ha Ba3OKOHCTPUKTOP MOXE Ja TIOMOTHE 33 Bh3CTAHOBABAHE HA CHAOBHS TOHYC H KPBBHOTO
Handrase, MpH ycJOBHE Y€ HAMA MPOTUBONOKA3aHMA 3a ynoTpebaTa My. HHTpaBeHO3€eH KanleB [IIOKOHAT
MOX€e fa OKaxe OaronpusTeH eekT 3a npeoaongBane Ha edekTure or 610KafaTa Ha KAILHEBHATE KaHAJH.
B HakOH cmyuyaH MOXKe Ja € OT MoJi3a CTOMAaIHA NpoMHUBKA. [IpunokeHHETO Ha AKTHBEH BBIJIEH MPH 3/paBH
AodporonUM A0 ABa 4Yaca cied npHeM Ha 10 mg amMIoAMIHH € HAMAIWIO cTeneHTa Ha abcopOLus Ha
AMJTOHITHH.

Toi KaTO aMIOIMINHH ce CBBP3BAa BbB BHCOK TPOLICHT ¢ IJ1a3MEHHTE MPOTEHHH, AWAJIH3aTa BEPOATHO HAMA
1a € OT 1oMn3a.

5. ©GOAPMAKOJIOTHYHHA CBOUMCTBA

5.1 ®apMaxoAHHAMHYHH CBOHCTBa

Dapmaxotepanesriuna rpyna: ACE-uHxuOutopn, komOuHaimin, ACE wHxuburopn, OsokepH Ha
KaJILHEBHTE KaHaM W auypeTuin. ATC xon: C09BX01

TPUITVIMKCAM e xoMOuHaLMsA OT Tp¥ AaHTHXHNEPTEHIUBHH KOMITOHEHTA ¢ AOMBJBAIIH C¢ MEXaHU3MU Ha
JCHCTBHE 34 KOHTPOJHPAHE HA KPBBHOTO HAIATAHE MPH MNALMCHTH ¢ XHMIepToHMA. [lepunaonpun
ApPrHHHHOBATA COJl € HHXHOWTOP HA AHTHOTEH3HH-KOHBEPTHPAIIHA €H3MM, HHIANAMHA € XJIOpCYyN(paMOnIon
JUYPETHK H aMJIOJUITHH € HHXHOHTOP Ha HaAXJTYBaHETO Ha KaNIMEBH HOHH OT AHXHAPOIUPHIHHOBATA I'PyTIA.
DapmakosornyHure cBoicTBa Ha TPUITJIMKCAM ce apipkaT Ha BCEKH €IMH OT T€3H KOMIIOHEHTH, B3€TH
nooTAeNHo. OcBeH TOBa, KOMOWHAIMATA OT MEPHHAONPHIYHHJANAMHI MOKA3BA AJWTHBCH CHHEPTH3BM B
CpaBHEHHE C AHTHXUNEPTCH3HBHUTE €(PEKTH HA JBETE BEICCTEA.

MexasH3bsM HA JelicTBHE

llepundonpui.

Hepunnonpun ¢ HHXMOUTOP Ha aHrHOTEH3HH-KOoHBepTHpawina eH3UM (ACE-uHxuOHTOp), KOHTO NMpeBpbIila
aHTHOTEH3HH I B aHrvoteH3uH [l - Ba3OKOHCTPUKTOPHO BEIECTBO; B AONBJIHCHHME Ha TOBA, CH3UMBT
CTHMYJIHPA CEKpeLHATa Ha aJOCTEPOH OT Kopara Ha HanObOpenudTe M CTHMYJIMpa pasTpaXkJaHEeTO Ha
OpaaHKHHHHA - BAa30UTATHPAILO BEMIECTBO, 1O HEAKTHBHH XENTaNENTH,IH.

PesynrarsT OT TOBA €:

- HaMaJABAaHE HA CEKPELIMATA Ha AJIOCTEPOH,

- MOBHIIABaHE Ha IUTA3MEHATa AKTHBHOCT Ha PEHWHA, ThH KaTo alIOCTEPOHBT BEHE HE OKa3Ba HeraTHBHA

oOpaTHa Bpb3Ka,

- HaMansBaHe Ha OOIIOTO Nepu(epHO CHIPOTHBIEHHE ¢ MPEHMYLUECTBEHO JCHCTBH
pycno B MycKyaute # OwOpenute, Oe3 chbNpoBOXAmA 3apbhXKKA HA COJTH H BO
TAXUKapays [pU XPOHHYHO JICUCHHE,

AHTHKHHEPTOHH‘-IHOTO JeHCTBUE Ha NCPpHHAOIIPpHIIA HACTHIIBA H ITPH ITAUCHTH C HUCKH
Ha pCHHH.
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[lepunnonpun gelicTBa upe3 akTHBHHA cd MeTalonWt - nepunHgonpwiar. OcraHanure MeTaGONMTH ca

HEAKTHBHHM.

Ilepunnonpun Hamangea paborarTa Ha ChpLETO:

- 4pe3 Ba3OAWIRTATOpEH e(eKT BbPXYy BEHHMTE, BEpPOATHO MPUYHHEH OT NpOMEHH B MeTaboiH3Ma Ha
NpoCTarjasAHHHTE: HAMANIABAHE HA MPeAHATORAPBAHETO,

- Ype3 HAaMANABAHE Ha 0DIMOTO NepU(EepHO CHENPOTHBICHHE: HAMAISBAHE Ha CJICAHATOBAPBAHETO.,

IIpoyuBaHHATa, NPOBEAECHH NMPH MALIHEHTH CBC CBPACHHA HEAOCTATHYHOCT, Ca MOKA3allH CJIEAHOTO;
- HaMmanigBaHe Ha HaAraHEeTO HAa MBJIHEHE HA IABATA H AACHATA KaMepa,

- HaMajigBaHe Ha o0OTO nepHPEPHO CHAORO CHIIPOTHRICHHE,

- TMOBHMIIABAHE HA MHHYTHHS 00€M Ha CBPLETO U NOJOOPIRAHE HE ChPACYHHS HHACKC,

- TIOBHILIABAHE HA PETHOHANHHA KPBBOTOK B MYCKYJIHTE.

[Ipy cTen-recToBeTe ¢ QH3MUECKO HATOBAPBaHe ChIIO ce Habmoaaea nogoGpeHHue.

Huoanamuo:

HupanamMua e cyndoHAMMIHO NPOM3BOOHO C HHIAONOB IPBCTEH, KOETO (HapMaKOJIOTHYHO € CBBP3aHO C
AMYpeTHIIMTE OT THasHAHara rpyna. Mupanammp naxuOupa pe-abcopbumsara Ha HaTpUil B paslIMpeHHUs
CErMEHT Ha KopTekca. ToBa NOBHIIaBa eKCKPENWATA HA HATPHI ¥ XJIOPUAH C YPUHATA, a B NO-MAJIKa CTelleH
— CKCKpeluMATa Ha Kallii M MarHesui, ¢ KO€TO MNOBHLIABA JHYpe3aTa H OCHIIECTBIBA CBOETO
AHTUXHIIEPTOHUYHO ACHCTBHE.

Amroounun:

AMJIOAMIIHH € HHXUOMTOP Ha BXOAALIHA KANIHEB HOHEH MTOTOK OT AHXMAPOIHMPHAWHOBaTA rpymna (6nokep Ha
GaBHHTC KaHANH WIH aHTATOHMCT HA KaJllHEBUTE HOHM) M MHXMOMpa TpaHCMeMOpaHHHA EXO/SL] MOTOK Ha
KaJILIHEBH HOHHM B CHPASYHATA H CHAOBATA ITIAIKa MYCKYJIaTypa.

dapMakOAMHAMWYHYA e(eKTH

Hepunoonpun/unoanamuo:

Ilpr maUMEHTH ¢ XHIEPTOHHMS, HE3aBHCHMO OT BBIPAcTTa MM, KOMOHHAIMATa NMEPHHAONPWI/MHAGNaMA
BOAH N0 AO303aBUCHM AHTHXHIIEPTOHMUYEH €(EeKT BBPXY AMACTOIHOTO H CHCTONHOTO HAJIATaHe B JIETHAJIO H
H3MPaBEHO NojiokeHHe. Ilo BpeMe Ha NMpoBe)KAaHe HA KIMHHYHH H3NHTBAHHA, €AHOBPEMEHHOTO TIPUJIaraHe
Ha MCPUHAONPHI H MHAATIAMH] € JAOBENO Ja AHTHXMUNEPTEH3UBHH €(PEKTH ChC CHHEPrHYe€H XapakTep, B
CPaBHEHHE CBhC BCEKH EAHH OT MPOAYKTHTE, IPUJIOAKEH CaMOCTOATEITHO.

{lepunoonpun.
[IepyHaONpHA € aKTHBEH IPH BCHYKH CTENCHH HA XHIIEPTOHHSA: JIEKa 0 YMEPEHa WM Texxka. HamansBaueto
Ha CUCTOJIHOTO H IMACTOTHOTO apTEPHAJIHO HAIAraHe ce HabmoJaBa B JIETHAJIO B B U3NPABEHO MOJOXKEHHUE.
AHTUXHIIEPTOHHYHATA AKTUBHOCT CJieJi €IHOKpaTHA [03a € MAKCHMAa/lHa MeXmy 4-Hi H 6-uf 4ac U ce
noAaLp:Xa B NpoaBDKEHHE Ha 24 yaca.

Bucoka crened Ha ocTarpuHa 010Kaja Ha aHTTHOTEH3HH-KOHBEPTHPALHA €H3HM C€ YCTaHOBABA Ha 24-HA
4ac, KaTo T4 € npubauzureano 80%.

IlpH naLMeHTH, KOMTO OTrOBapAT HA JICYEHHETO, HOPMATH3MPaHOTO KPBBHO HAJIATHE Ce IIOCTHIA CJIe CAMH
MECELl M c€ MOANLpKA Oe3 TaxHupHIaKCHs.

ChnMpaHeTo Ha JIEYEHHETO He BOAM 10 "pubayHa” (pHKymupain) edekT Mo OTHOUIEHHE HA XHNEPTOHHATA.
Ilepunponpkn Mma Ba3OAWIATATOPHH CBOHCTBA H BB3CTAHOBABA €1ACTHMHOCTTA Ha IMIaBHHTE apTepHalHH
TPYHKYCH, KOPHIHpa XHCTOMOpP(OMETPHUHHTE WIMEHEHHS Ha apTepHallHATA PE3UCTEHTHOCT H BOAH MO
PeAYKIHA Ha IEBOKAMEPHATA XMIEPTPOhHL.

HobargHeTo npu HeOOXOAMMOCT Ha THA3UHEH JHYPETHK BOAM O ANUTHBEH CHHEPTHIBM.

KoMbuHaumsaTa OT HHXUOMTOpP Ha AHCHOTEH3WH-KOHBEPTHPAILMS €H3UM ¢ THAZHAECH NHYPETHK HAMANABA
PHMCKA OT XMITOKAJIHEMHA, CBBP3aH ChC CAMOCTOATEIIHOTO NMPpWIarase Ha JUYPETHK.

Huoanamuo: |
HMupanaMun kaTo MOHOTEpanus MMa AHTHUXHIEPTOHHYEH eeKT ¢ MPOAB/DKUTETHO
€()eKT HACTHIBA MPH NO3H, IPH KOUTO AUYPETHYHUTE CBOMCTBA Ca MHHHMAJTHH,
Herosoto aHTHXHNEpTOHHYHO AeliCTBHE € TMPONMOPLMOHAIHO Ha nonoOpsBaH
KOMILIaHaHC H HAa HAMAJIABAHETO Ha 00LIOTO U HA APTEPHOJIAPHOTO NEPHPEPHO CHAOBO
MHpanaMun HaMalsBa jIeBOKaMEPHATa XHOEPTPOgHA.
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Cnen onpeaencHa [03a, THasHAHMTE AUYPETHHM H TEXHWTe [POH3BOAHM [OCTHraT [L1aTO Ha
aHTHXHIICPTEH3HBHUA CH €(EKT, HO TEXHHTE HEXKENAHKW pPeaKLHH MPOAb/DKABAT Ja ¢€ YBenH4aBar. TasH 103a
He OM TpsOBano Ja ce HaABHINARA, AKO JIUTICBA eheKT OT JCUSHHETO.

OcBeH TOBa € [0Ka3aHO, Y€ B KpaTKOCPOYEH, CPEAHOCPOYEH M ABJITOCPOYEH IUIaH NPU DAUHMCHTH
XMTIEPTOHHUA HHAATTAMKA;

- HAMa €(EeKT BBpXY JUNHAHUA MeTabomuzeM: Tpurauuepuante, LDL-xonectepon u HDL-xonecrepon,

- HAMa e(eKT BEPXY BEIIEXHAPATHHA META00MHIBEM, BKIFOUHTEHO H TPH XHAEPTOHHIM ¢ AHaleT.

Amnoounus:

MexaHH3MBT Ha AHTHXHIEPTOHHYHOTO JeHCTBHE HAa aMJIOZHMHMHA ¢ JABDKH Ha MpAK penakcaHTeH eekT
BbPXY CBAOBATA [NaAKa MycKyJarypa. TOYHMAT MeEXaHW3BM, M0 KOMTO AMIOAMIHH objex4aBa
cTeHOKapAHaTa OoJika 3a cera He © HAITBJIHO W3ACHEeH, HO AMIIOAMITHH HamManiea oOlHi HCXEMHYEH TOBAap
Yypes CJACTHHTE ABA BUAA JCHCTBHE:

AMNOJHIIHH pasuiMpsBa nepHQepHATE apTEPHONK M TAKA HaMaigBa 0O0MIOTO MEpPH(EPHO CHLOPOTHBICHHE
(ceaHaTOBAapBaHeTO), cpemy Koero pabotu cwpuero. Toil KaTo chpACYHATa YECTOTA OCTaBA IIOCTOSHHA,
ONMHCAHOTO Pa3TOBApPBAHE Ha CHPLETO HaMajigBa KOHCYMAllHd HA CHEPrUf M KHUCIOPOAHMTE HYXIH Ha
MHOKAapJa.

MexaHH3MBT Ha AeHCcTBHE HA aMJIOAMIIMHA BKJTIOUBA BEpPOSTHO H AWIATallis Ha IJIABHHTE KOPOHAPHH
apTepuH H KOPOHAPHHTE APTCPHONIH, KAKTO B HOPMAJHHTE, TAKa H B HCXCMHUHHTE 30HHU. JlWnaTauuATa
NOBUINABA CHabAgBaHETO Ha MMOKapAa ¢ KHCIOPOJA NMpH NMALMEHTH ¢ KOpPOHapeH cra3zbM (aHrHHa Ha
Prinzmetal viin BapuaHTHA aHrWHA).

IlpH NalMeHTH C XMNEPTOHMA €AHOKPAaTHATA AHCBHA A03a AMIOJWIHH OCHTYPABA KJIHHAYHO 3HAYHMO
HaMaJIBaHE¢ Ha KPbBHOTO HANATAHE H B JIETHAIO, H B H3MPABEHO MOJIOKCHHE Mpe3 LenHa 24-49acoB
vuatepsan. Ilopanu GaBHOTO Hauamo Ha AeHCTBHETO My, OCTpPATa XHMIIOTOHHS HE € XapaKTepHa OpH
MPHIOKEHUETO Ha aMJIOAHITHH.

AM/IOAMIIMH HE C€ CBBP3Ba C HeOMaronpusITHH MeTaboaHTHR edeKTH HWIH NPOMEHH B I/Ia3MEHHTE JIMIIHIH H
€ MOAXOAALN 3a yroTpeda Npy NauHeHTH C acT™Ma, THabeT ¥ MmoAarpa.

KinHnuHa ehUKacHOCT H 0e30macHoCT

TPHUITNIMKCAM He e npoy4BaH 3a 3a001€BAEMOCT U CMBPTHOCT.

Hepunoonpun /unoanamuo:
[lpu mpoyusanero PICXEL - muoroneHrpoBo, paHIOMHM3HpaHO, IBOHHO-CIANO TNPOYYBAHE C aKTHBHA
KOHTpOJIA, € HalpaB€Ha OLeHKA Ha ed)eKra OT KOMOHHAIMATA NMEPHHAONPHI/MHAANAMHA B CPaBHEHHE ¢
¢HalallpH/l KaTo MOHOTepanus BBpXY LVH (neBokamepHata xunepTpodHa) upe3 exokapauorpadcko
H3CIICABaHE.

B PICXEL xuneprosnynH naumeHtH ¢ LVH (koaTo e neduHHpana KaTo MHAEKC Ha MacaTa Ha JiBaTa
xamepa (LVMI) > 120 g/m? npu mbke 1 > 100 g/m? npu »kenn) ca 6WIH paHAOMH3HPAHU WIH A4 NPHEMAT
nepusaonpun tert-GytwiamuH 2 mg (€KBMBaJIeHTeH Ha 2,5 mg NEPHHIONPHI APrHHHH)/ MHAANAMMA
0,625 mg, unx eHananpun 10 mg BeaHBX AHEBHO 3a MEPUO] Ha JieueHHE OT e€AHa roiHHa. Jlosata e Owiu
ananTHpaHa choOpa3HO KOHTpojla Ha KpPbBHOTO HajdraHe, Ao 8 mg nepHHponpun tert-6yTHnaMuH
(exeupanented Ha 10 mg nepuHmonpun apruvmux) M 2,5 mg wHaanaMua Wid 40 mg eHananpuia BeAHBK
aHesHo. Camo 34% oOT nauMenTHTE ca OCTaHAIH Ha JedYeHHe ¢ NEpHHaonpui tert-OyTHnaMHH 2 mg
(ekBMBAJIEHTCH Ha 2,5 mg nepuHzonpwi apruHuH)/MHaanamMua 0,625 mg (cnpamo 20% Ha eHananpHi
10 mg). |

B xpaa Ha nedyeHmero LVMI HaMansana craTHMCTHYeCKHW 3HAYHMO T[IOBeYe B TIpymara Ha
nepuHonpwr/uaganamua (-10,1 g/m?), otkonkoro B rpymarta Ha ecHajmanpun (-1,1 /-9,.---‘-—:--..‘_
NoIynalMs Ha PaHAOMH3UPAHHTE NAUHEHTH. Mexayrpynosara pasjiMka B IpOMSAHATA Mi “
(95% CI (-11,5;-5,0), p < 0,0001). N

[lo-no6ep edekt no orHomenne va LVMI e Oua nocTurHar mpu HO-BHCOKH OT
nepHHACNPUWI HHAAaNaMuz 2,5 mg/0,625 mg 1 nepuHnonpui/unnanaMua 5 mg/1,25
[Io oTHOLICHHe Ha KPBBHOTO HajAraHe, HM3IYHCICHHTE MEAHSHHH MEXKID

ZAN) %-
0
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CHCTOJIHOTO KpBBHO HansdraHe W -2,3 mmHg (95% CI (-3,6;-0,9), p = 0,0004) 3a guacTONMHOTO KPBBHO
HanfraHe, B 110/13a Ha rpynara Ha NEPHHICIPHY HHAANAMM]L.

Ilpoyusanero ADVANCE e MHoroneHTpoBo, MeEXIyHapoAHO, paHIOMH3HpaHO, ¢ 2x2 (paKTopHaieH
3aMHCBH/I KIMHUYHO HM3IHTBAHE, LIE/ITA HA KOETO € [Ia C€ HANpaBW OLIEHKA HA MOoj3aTa OT HaMajigBaHe Ha
KPBBHOTO HAJMSraHe ¢ (MKCHpaHa AO030Ba KOMOWHALMA OT NMEPHHACHPWI / WHAAMaMHA B CPaBHEHHE C
Iwianebo, HaAXBbPILLH TE3H NPH CTAHJAPTHATA Tepanua (¥ JBOHHO-CIIANO CpaBHABaHEe) M Ha OasMpalllaTa
Ce Ha MNIHKNa3ua ¢ MoauduimpaHo ocsoboxnasane (gliclazide MR) HHTeH3HBHaA cTpaTelHs 3a KOHTPOJ Ha
FIIOKO3aTa (LeneBH CTOMHOCTH HA HbA lc oT 6,5% win no-Manko) B cpaBHeHHe CbC CTAHAAPTEH KOHTPOJ Ha
rimoko3ara (npoyusane PROBE [IIpocnekTHBHO, paHAOMH3HpPaHO, HE3aCHENSHO MPOYYBAHE CHC 3acienieHa
OLICHKA]) BBPXy TOJIEMH MaKpOCBhAOBH H MUKPOCHIOBH ChOMTHA NPH MALMEHTH ¢ AHabet TN 2.
ITbpBUYHMAT KPHTEPHH 3a KpaiiHa oneHKa € OHI ChCcTaBHA BelHYHHA OT TOJIEeMH MAakpOCBHAOBH
(cepaeyHOCBHAOBA CMBPT, HedaTadeH MuHOKapAeH HHPApKT, HedaTaneH HMHCYAT) H  MHKPOCHIOBH
(HOBOMOABHKNA C& WK BIOILHIA ce HepomaTHa B 049HO 3a00/9BaHe) CHOUTHS.

B npoyuBanero ca ydactBand ob6mo 11 140 maumentn ¢ auabGer THN 2 (CpeaHH CTOMHOCTH: BBH3pacT 66
FONMHH, MHIEKC HAa TenecHata Mmaca (BMI) 28 kg/m?, maBHoct Ha amabera 8 romwmu, HbAlc 7,5% u
SBP/DBP 145/81 mmHg). Ot tax, 83% ca nmanu xunepronns, 32% u 10% choTBeTHO ca HMalIH aHaMHe3a
3a MaKpo- MM MHKpO- CBbAOBH 3abongBaHma u 27% ca uMMand MHKpoanOyMHMHypHs. EnHoBpeMeHHO
IIpHJIaraHKHTe JeYCHUA Ca BKIIOYBAIM CPEACTBa 38 HaMajiiBaHe Ha KphBHOTO Hansrane (75%), cpeAcTBa 3a
HaMamsBaHe Ha JHNHAuTe (35% npeauMHO cTaTHHH 28%), alleTHACAIMINUIOBA KHCEIHHA HIH JApPYrH
aHTHTpOMOOLITHH cpeacTsa (47%).

Cnen 6-ceaMuaueH BbBEXKAAIN TIEPHOA Ha He3acJeNeH NPHEM Ha KOMOMHAIHATA NEPHHIONPHWI/ HHAAIAMHU 1
o0HyaifHUs HaMalIfBalll HUBATA HA TIOKO3aTA MEAMKAMEHT, MAIMEHTHMTE HA C/IydaeH NPUHUMN ca OWim
pasmpefieicHH ga ody4aBarT miauebo (n=5571) win xoMOHHALMSITA OT NEPHHOONPH] / HHAANaMHI
(n=5569).

Crnen npocneassaHe CbC CpeiHa NPOTBIDKHTENHOCT OT 4,3 TOJIWHH, IEYSHHETO ¢ TIEPHHAOTPWI HHAATIAMH/] €
AaNn0 KaTO pe3yiTaT CTATHCTHYECKH 3HAYMMO HaMaJifBaHe Ha OTHOCHUTEIHHS PHCK 9 % No ITbpBHYHHA
KpHUTEepHH 3a KpaitHa onenka (95% CI, [0,828; 0,996]=0,041).

HABipKenara cuna Ha Ta3M nojiza € OH/IO CTATUCTHYECKH 3HAYMMO HAMAIABAHE HA OTHOCHTEMHUA pHCK ¢ 14%
no orHomeHHe Ha obmara cmeprHocT (95CI {0,75; 0,98] p=0,025), ¢ 18% no oOTHOIIEHHe Ha
ChpAcYHOCHAOBaTA CMBPTHOCT (95%CI [0,68; 098], p=0,027) u ¢ 21% no oTtHoweHune Ha oOWMA Opoi
6B6peunu cubuTHa (95%CI [0,74; 0,86], p<0,001) B rpynata Ha nepuHAONPHI/MHAANAMHI B CPABHCHME C
rnauedo rpynara.

B npencraeisBamiaTa MHTEpeC MOATpyYNa Ha MALACHTHTE ¢ XHICPTOHHA, HAMANABAHETO HA OTHOCHTEJIHHSA
pHcK € 6Kn0 9 % 1o oTHOUICHHE Ha CyMapHHA Opoii Ha roJIEMHTE MAKPO-ChAOBH H MHKPO-ChIOBH CHOHTHA B
TpyraTa Ha NEpUHAONPHI/HHAanaMKA B cpaBHEeHHe ¢ Tuianebo rpymnara (95%CI [0,82; 1,00], p=0,052).
YCTaHOBEHO € CBLIO Taka CTATHCTHYECKH 3HAYHMO HaMajliBaHe HAa OTHOCHTENIHHA puck ¢ 16 % mo
OTHOIIeHHe Ha obmara cmuptHocT (95%CI [0,73; 0,97], p=0,019), ¢ 20% mno OTHOLIEHHE HAa CHPACHHO-
cBpRoBaTa cMBPTHOCT (95%CI [0,66; 0,97], p=0,023) 1 ¢ 20 % no oTHOLIEHHE Ha CyMapHHsa Opoil HA BCHYKH
0B6pednn cuouTHa (95%CI [0,73; 0,87], p<0,001) B rpynara Ha mepUHIONPHI/HHAANAMH B CpaBHEHHE C
wiaebo rpynara.

[lon3ure OT MHTEPBEHLMATA HA HAMANABAHE HA KPHBHOTO HANMTAHE ca OMNH HE3aBHCHMH OT OHE3H,
HaOmoaBaHH NpPXM HHTEH3UBHATA CTPATErHA 33 KOHTPOJIMPAHE Ha IJIIOK03aTa.

Amnoounun:
IIposeneHO € paHAOMH3HpaHO, JBOHHO-CIANO MpPOYUBaHE BHPXY 3a00/M€BAEMOCT H CMBPTHOCT, HapeyeHO
AHTHXHMEPTOHHYHO H TNOHWXKABAIO JIHINHAWTE JeUeHHe 3a npodWIakTHKa Ha CbhpAeYeH Yyaap
(Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)) 3a cpaBHABaHe
Ha HOBHM JIEKapcTBEHHM Tepanuu: amjoaunuH 2,5-10 mg/nen (xamumes aHtaroHucr) wim lisinopril
(‘muHOoNpun) 10-40 mg/nen (ACE-uHXu6UTOp) KaTo JeYeHHA OT IIbpBa JIHHHA CTIPAMO THA3HAEH THYPETHK
- XmopTanyaoH 12,5-25 mg/nen npu feka N0 yMepeHa XUnepToHus.,”

Panpomusupanu ca O0niH o6imo 33 357 nauMeHTH ¢ XHIEPTOHHA Ha BB3pacT 55 roqHHp”
ca OMIIH NpocneasBaHi B NPOAWDKEHHE Ha cpeHo 4,9 roauu. [TauHeHTHTE ca MM3 /4 IR
AOMBIHHTENICH PHCKOB ()aKToOp 3a kKOpoHapHa GoNecT Ha ChPLETO, BKIHOUBALL: MpERlIECTEREL MEs)
HHGAPKT WIH MO3BYEH yaap (> 6 Mecela npeay BKIOYBAHE B MPOYYBAHETO) HIIH | ShIbEadiag s

flgiuag Shpyro
ATCPOCKIECPOTHYHO CHPACUHOCHAOBO 3abonaBane (06mo 51,5%), 3axapen auaber oY\ 1 'ﬁiil%),HDIg-C
< 35 mg/dl (11,6%), nepokamepHa xunepTpodus, AMATHOCTHUHPAHA C CJICRTRDREPAMOTpamMa  AnM

exokapauorpacbus (20,9%), TIOTIOHOMyIIeHe KbM MOMEHTa Ha npoy4BareTo (21,9%). "\ “., vabﬂﬂ“’v B
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ITbpBHYHHAT KpHTCpHi 3a KpaliHa oueHKa € OWI chcTaBHA BeJIMUMHA OT (aTanHa KopoHapHa OoJiecT Ha
CepleTe M He-pataned MuokapaeH uHdapkr. He € ycTaHOBeHO HalMUMe Ha CTATHCTHYECKH 3HaYMMa
pa3NHKa [0 OTHOINEHHE HA MBPBUMHUA KPUTEPU 3a KpaifHA OLICHKA MEXAY jeucHueTo Ha 6a3a aMIIOAMIHH
H JIeYeHHeTO Ha 0asa xnoprannaoH: choTHomeHHeTo Ha pucka (RR) e 6mwio 0,98 mpu 95% CI (0,90-1,07)
p=0,65. Cpen BTOPHUYHHTE KPUTEPHM 3a KpaiiHa OLEHKA ¢€ YCTaHOBABA, Y€ CTATHCTHYECKH 3HAYHUMO I10-
BHCOKa ¢ OMna 4YecroraTa Ha CBbpACYHA HEROCTATHYHOCT (KOMIIOHEHT Ha CBHCTaBHHA KOMOMHHpaH
CLPACYHOCHAOE KDHTEpPHH 3a KpaiiHa OLEHKAa) B rpynara Ha aMmIOAMIOHH, B CPaBHCHHE C rpynara Ha
xnopranyacn (10,2% copamo 7,7%, npu cvorHowenve Ha pucka (RR) or 1,38 (95% CI [1,25-1,52]
p<0,001). He e ycranoseno obaue HalHYHe Ha CTATHCTHYECKH 3HAYHMa pa3fiMKa M0 OTHOUICHHE Ha
INEPBAYHUA KPHTEPHH 3a KpaiiHa OLEHKa MEXAY JICUCHHETO Ha 0a3a aMIIOOMIIMH H JICYEHHETO Ha Oasa
XJIOPTATHACH: ChOTHOIHEHHETO Ha pucka (RR) ¢ 6uno 0,96 npu 95% CI (0,89-1,02) p=0,20.

HaHHH OT KIMHHYHHTE NMpOYYBaHHA 3a JBoifHaTa 6N0KAaaa HA CHCTEMAaTa PeHHH-aHTHOTEH3MH-AIAOCTEPOH
(RAAS):

JBe ronemu paHaoMu3HpaHH koHTpoaupanu npoyuBahua — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texkymo rnoGaiHo M3NMTBaHe 3a KpaifHW TOYKHM Ha
TeIMHCapTaH, caMocToATeNHO U B komOunanmg ¢ pamunpun) ¥ VA NEPHRON-D (Knunuuno npoyusane
CBLP3aHO € pa3sBUTHE Ha Hedpomatna npd aHabeT, nposeAeHO OT MHUHHCTEPCTBO MO BBIPOCHTE Ha
BETEpaHUTE) — npoyusat ynorpedara Ha koMOHHanuaTa oT ACE nHxubuTop u aHrnoreHsul ll-penentopex
Onokep.

ONTARGET e npoyusane, npoBeieHo NMpH MAlMEHTH ¢ AHAMHE3a 3a CHPASTHO-CHIOBA HITH MO3BYHOCHI0BA
Oonecr, wiH 3axapeH nuaber THN 2, NpUAPYXKEHU C AAHHH 34 YBpe)KAaHe Ha e(eKTOpHH opraHH. VA
NEPHRON-D e npoyuBane npu naijMeHTH ¢bC 3axapeH auaber tin 2 H nHabeTHa HedponaThHi.

Tesu mpoydBaHMA HE NOKA3BAT 3HAUMM OraronpusaTeH eQekT BbpXy Ob0pevuHHTE WHIH ChPACUHO-CHAOBATE
MOC/EAHLIH U CMBPTHOCT, KaTO CHIIEBPEMEHHO ca Ha0MI0JaBaHH MOBHIIEH PHCK OT XHINEPKAIHEMHs, OCTPO
yBpekiane Ha ObbpelTe W/HMNM XWIOTOHMS B CpaBHeHHME ¢ MoHoTepanuata.Karo ce uMar mpeasHa
CXOAHHTE MM (JapMaKOJHHAMHYHH CBOHCTEQ, TE3H PE3Y.ITATH €a NPHAMKUMH M 33 Apyrn ACE uHXHOHTOpDH
H anrHoTeHsuH ll-penenrropuun onokepn.

ACE uvuxHOMTOpH M aHrHoTeHsuH II-penentopHn 6JIOKepH clieqoBaTENHO HE TpsOBa Aa ce M3IION3BAT
€JHOBPEMEHHO MPH NALMEHTH ¢ AHabeTHA HedponaTHd.

ALTITUDE (Knunuuno npoyuBaHe NpOBEJEHO C ATMCKMPEH MpPH NMALHCHTH ChC 3aXapeH audaber THI 2 ¢©
M3MOI3BAaHE HA CHPACYHO-CBAOBH H OBOpeunn 3adoiigBaHHA KaTo KpaHHM TOYKH) € TNpOYyHBaHe,
npeaHa3Ha4eHO Aa H3CielBa Moj3aTa OT Ao0aBAHETO Ha AJIHCKHPEH KbM CTaHaaptHa tepamua ¢ ACE
MHXNOWTOP Wik anTHoTeH3uH Il-penienTopeH Oaokep npu nanueHTy ke 3axapeH quadeT THN 2 ¥ XPOHHYHO
O0B0peuHo 3abonABaHe, CBpACUHO-CHAOBO 3a0omaeaHe WM M JipeTe. IIpoyuyBaHeTO € DPEKPATEHO
NPEXKIAEBPEMEHHO TIOPAJAH NOBHIIEH PUCK OT HeOnaronpuarthH nochaeauud. Kakro cbpaeqHo-ChAoBaTa
CMBPT, TAKA W HHCYITBT Ca MO-YECTH B IpyNara Ha AIMCKHpEH, OTKOJIKOTO B rpymnara Ha niauebo, a
NIPEACTAR/IABALINTE HHTEpEC HexeNnaHW CbOMTHA H CepHO3IHM HEXKENaHH CLOMTHA (XMNEepKATHEMMus,
XHNOTOHNA H OnOpedna aucdyHkimMa) ce c¢boOLIaBaT Mo-tecTo B IPYNATa HA THCKHPEH, OTKOJKOTO B
rpynara Ha mnane6o.

ITeduampuuna nonyrayus:

Jiunceatr panHu otHOcHO TPHUITJTTMKCAM nipu neua.

EBponefickaTa areHuys 1o nexapcTeara oceofOXKAaBA OT 3aJBJDKEHHETO 32 TMIPEAOCTABAHE HA PE3yNTATHTE
ot npoyuBanuaTa ¢ TPHITJIMKCAM pLB BCHUKH NOATPYNH HA NEHATPHYHATA MIOMYNALMS NPH XHUIEPTOHHA
(B, TO4Ka 4.2 33 HHPOPMALUA OTHOCHO YNOTpeOa B NEAHATPHATA).

5.2 ®PapMAKOKHHETHYHH CBOHCTBA

TPHII/THKCAM:
EqHOBpEeMEHHOTO [MipWiaraHe Ha NEPUHAONPHWI/MHAANAMHA H AaMIOJHIOMH He 1
(hapMakOKMHETHYHHU CBOMCTRBA B CPABHEHHUE CHC CAMOCTOATE/IHOTO HM TIPHJIATAHE,

Hepunoonpun:

AbcopOi1na ¥ OHOHATHYHOCT

Cnen nepopalnHo npwioxkeHwe, abcopObuuaTa HA NEPHHAONPHI NpoTHYa OBp30 C

NNa3MEHH KOHUCHTpPaUMH B paMkuTe Ha 1 uwac (IlepvHponpun e mpekypcop H a !
29 paSss ceii




NEpHHAONPUIAT). Ilna3MeRuaT NOMYKHBOT Ha NEpHHAonpHia € paBeH Ha 1 wac. IlpueMBT Ha Xpana
HaMalsgBa KOHBEpPCHATA A0 NEPUHIONPWIAT, OTTaM H OMOHAIMYHOCTTA, MOPaAH KOETO NEPHHAONPHI
apraHyH TpAOBA Aa C€ Npunara nNepopasHo KaTo eIHOKPAaTHA JHEBHA 1032 CYTPHH H Npe/H XPaHEHE.

Pasnpenenenue

OfembT Ha pasnpeaenchue e okono 0,2 I/kg 3a HecBhp3aHus nepuHAoNpiIaT. CTENeHTa Ha CBBP3BaHE Ha
NEPHHOONPHIAT ¢ IU1a3MEHHTe mpoteHHH € 20%, ocobeHO ¢ aHIMOTEeH3WH-KOHBEPTHPALIMA €H3HM, HO
3aBHCH OT KOHLICHTpALIUATA.

buorpancgopmMaiius

[lepunponpun e npexypcop. JiBageceT 1 ceieM NpoLIEHTa OT NPUANOXKEHaTa 1033 OT NEePHHAOCIIPHI JOCTHIa
IMpKynamuaTa mox ¢opMaTta Ha aKTHBHHS MeTaboauT - nepruHaonpuiaar. OcBeH aKTHBHUA NMEPUHAOHPUIAT,
[lepungonpun paea omme neT MeraboiauMTa, KOMTO ¢4 HeaKTHBHH. TIMKOBH mnasMeHH KOHLEHTpaLMH Ha
TIEPMHIONPHIIAT Ce IOCTHIAT B paMKHTE Ha 3 710 4 Jaca.

EnuMunnpane
HepunnonpunareT ce eNUMHHHpa ¢ YpHHATA U KpaHHUAT €JIMMUHALHOHEH IOXY)KUBOT Ha HECBbp3aHaTa

¢pakums € okono 17 yaca, pesynTaT OT KOETO € [IOCTHIaHe Ha CTALHOHAPHO CHCTOSHHE B PAMKHTE HAa 4 THH.

JInHeliHOCT/HeTHHEHHOCT
JlokazaHa e nuHeiHa 3aBHCHMOCT MEXTY A03aTa HA MEpHHAONIPHIA H IUTA3MEHATa My €KCITO3HITHA.

CHelHaTHH oMy IalHu

- Xopa ¢ cmapyecxa ev3pacm. lpu nallieHTH B cTap4ecka BB3pAacT, KAKTO H [PH NALMEHTH CHC ChPACYHA
wid 6B0peuHa HeAOCTATEYHOCT, TUMHHAPAHETO HA MIEPHHIONPIT € HAMAJICHO.

- Hayuenmu ¢ 6vbpeuno yspexcoane: JenatenHo e xopurupaHe Ha Ao3arta npu 6p0pevyHa HeZOCTATBYHOCT B
3aBHCHMOCT QT CTENEHTA Ha YBpexKaaHe (KPCATHHHHOB KIIHPBHC).

- B cayvai ha ouanuza; KITHPBHCHT Ha NEpHHAOTIPUIAT e paBed Ha 70 ml/min.

- Hayuenmu ¢ yuposa: QapMaKOKHHETHKATA Ha TIEPHHAONPHJIA C€ NPOMEHS, YepHOAPOOHHAT KIHPBHC Ha
POOHTENCKaTa MOJIEKy/a HaMajisRa HanodorMHa. He HamangBa ofauye Konu4ecTBOTO Ha oOpa3yBaHHA
NEPAHAOTIPUIAT H MOPAJH TOBA HE C& Halara KOPEeKLKa Ha no3arta (Bx. ToukH 4.2 u 4.4).

Huoanamuo:

Abcopbuus
Hupnanamun ce abcopOrpa 6bp30 B LATOCTHO OT XPAHOCMIJIATEHHMA TPaKT.

Maxkcimansa niasMeHa KOHUEHTpalMs NpH XOpa ¢e MOCTHra NpHOIH3MUTENHO €AMH 4ac Cliell NepOpaIHO
NpHIaraHe Ha mpoayKTa.

Paznpenenexnue
CBBP3BaHeTO ¢ TLUIa3MeHUTe DenThLM € 79 Y.

Metabonn3bM B eIMMHHUDAHE
Bpemero na nonyennmuaHpane e Mexay 14 B 24 vaca (cpeano 18 vaca). MHOrokpaTHOTO BBBEKAAHE HE

BOAM A0 KyMyJalus.
EnuMuHHpaseTo € rnaBHo ¢ ypunara (70 % ot nozara) u dexanuure (22 %) nox ¢opmMaTta Ha HEAKTHBHH
MeTabosuTH.

Crneiipantim nomynanman
PdapMaKOKHHETHYHHTE CBOHCTBA HE € NIPOMEHAT MpPH MalUKHeHTH ¢ 6b6pevHa HenocTaThUHOCT,

Amnoounun;

HHBA MeKAY 6 W 12 yaca cnen npueMa. MzuncneHara abconoTHa OHOHATMYHOCT € MERXY.
broHanWHOCTTa Ha GMJIOIMITHH He Ce TIOB/TUSABA OT IIpHEeMa Ha XpaHa. \
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PasnpeaencHue
O6eMbT Ha pasnpenenerue ¢ okono 21 kg, In vitro npoyusaHMs Noka3sat, ue npubnusurenno 97,5% ot
LHPKYHPALIHS AMJIOAHIIHH € CBHP3aH C IUIA3MEHHUTE [IPOTCHHH.

Merabonnzbem
AMIOAMNIHH ¢e MeTabonH3Kpa BB BUCOKA CTETEH OT YepHHA Apol ZO HeaKTHBHH MeTaboauTH, kato 10% ot
ITEPBOHAYANHOTO CheqHHEHHE H 60% oT MeTabonUTHTE Ce eKCKPEeTHPAT B YPHUHATA.

EnuMBHHpaHe
KpaHHuAT NOoIy)XHBOT Ha €IMHMHHHpaHe OT IUla3Mata € okosio 35-50 yaca m e CBBMECTHM ¢ €AHOKPATHO
JHEBHO ZIO3HPAHE.

Crneuyanny nomnynauHy

- Ynorpeba OpH NMALMEHTH B CTapyecKka BB3PACT: BPEMETO 3a NOCTMraHEe HAa MaKCHMallHa IUIa3MEHa
KOHIEHTpallHA HAa AMJIONIMITMH € CXOAHO NMpPH YA B CTApYecKa BB3pacT H no-MnaaM auna. KiMpeHCET Ha
AMJIOOAHNIHH MOKa3Ba TEHACHIIMA KBbM IMO-HUCKH CTOHMHOCTH ¢ mocienqsaino nosuHilleHHe Ha AUC w
CTHMHHALIHONHHA MOJTYKMBOT NIpY NallMeHTH B ¢rapuecka Bb3pacT. Hapactsanero Ha AUC (mnoiura mox
KPHBATa BPEMe-KOHLECHTPAIMA) ¥ BPEMETO HA MOJYySIHMHHHpPAHE MPH NalMEeHTH CEC 3aCTOHHA ChpACYHa
HEAOCTATHYHOCT ¢a OH/IM COpe]| 09aKBAHOTO 3a NPOYUBAaHATA Bh3PACTOBA TPyNa MaLHCHTH.

- Ynotpeba npH NAUMEHTH ¢ HapyweHa depHoapoOHa Qynxuua: ChimecTBYBaT CHIHO OrPaHHYCHH
KIHHHYHH JaHHH OTHOCHO MPHEMAHETO HA aMNOAHIMH OT NAlMEeHTH ¢ HapylIeHa YepHOApoOHa QyHKIMS.
ITaiHeHTH ¢ yYepHOZpPOOHA HEAOCTATHYHOCT MMAT HAMAJIEH KIHPBHC Ha aMJIOAMIIHH B pe3yJITaT Ha
YABIDKEHHA NOMYXHUBOT H nosuinasaneTo Ha AUC ¢ okono 40-60%.

5.3 IlpeaxkiHHEAYHH JaHHH 32 (e30N4CHOCT

llepunoonpun:

[Ipn npoy4BaHHs 3a XPOHMYHA TOKCHYHOCT TpH MepopalieH MpHeM (IUTbXOBE H MaiMyHH), TApreTHHAT
oprat € 611 6LOpeKBT ¢ 00paTHMH yBpeKAaHHA.

He ¢ ycTraHOBEeHa MyTareHHOCT HUTO ITPH in Vitro, HUTO MPH in Vivo H3CISABAHHA.

PenpomykTHBHHTE TOKCHKONOTHYHH Mpoy4BaHHA (ILTbXOBE, MHIIKH, 3adiMm M MalMyHH) HE TNOKa3Bar
NPHU3HALM 32 HAIMYHE HA €MOPHOTOKCHYHOCT WM TEPaTOreHHOCT. 3a HHXHOMTOPHTE Ha aHIMOTEH3HH-
KOHBCPTHPAILHA €H3UM, KaTo Kjac 00adye € yCTAHOBEHO, Y€ HHAYHHPAT HEKENAaHH PeakKLUHH BbpXy KBCHOTO
pa3BUTHE Ha IJIOJA, KOHUTO BOAAT 10 CMBPT HA IUIOAR W BPOACHH e(eKTH MNpH TpH3au¥ M 3aHIH:
Habmonasanu ca 6p6peyH Te3HH M IOBHILABAKE HA MEPH- M MOCTHATAIHATA CMBPTHOCT. DepTHANTETHT He
€ OWJI HapyLueH HHTO TIPH MbXKKH, HHTO NPH KEHCKH ILTBXOBE.

He e nabmonaBasa KapLUHHOTEHHOCT MPH MPOYYBAHHA B JBITOCPOYEH IUIaH MPH ILTHXOBE M MHIIKH.

Huoanamuo:

Haii-BHCOKHTE 11031 BLBECHH MEPOPAIIHO TIPH pa3ziHuHu BHAOBE xkusoTHH (40 Ao 8000 meTH no-ronem ot
TEPANCBTHYHATA [103a) NIOKA3BAT 3aCWIBaHe Ha AMYpeTHUHHTE edpeKkT Ha HHAanamu. I naBHHATE CHMATOMH
Ha OTPaBsHE B MPOYUBAHHA 32 OCTPA TOKCHYHOCT C WHTPABEHO3IHO MIIH HHTPANEPHTOHEAIHO BBBEICH
HHIaNaMH]l ¢a CEBP3aHH ¢ (PapMaKONOrMMHOTO NCHCTBHE HA WHIANaMuA, m.e. OpaaunHed M NepHgepHa
Ba30MIATAlHA.

HupanaMua He noka3pa MyTareHHU U KApPLIMHOTEHHH CBOMCTEA B MPOBEACHUTE H3NHTBAHMAL

[IpoyuBanusTa 3a PeNpOAYKTHBHA TOKCHYHOCT HE Ca NMOKa3aJiH eMOPHOTOKCHYEH WIH TEPaTOreHeH eGheKT
IIPH IUTBXOBE, MUILIKHA H 3aHLIM.

OepTUIHTETET HE € OW1 HApYLIEH HHUTO NPH MBXKH, HATO TIPH KEHCKH ITEXOBE.

Ilepunoonpur/unoanamuo.

KomOHHanmaTa nepuHaonpul/MHAANAMH HMa JIEKO TIOBHINEHA TOKCHUYHOCT B CPaBHOE wm .\
Ha OTIE/NHHTC KOMMOHeHTH. IlpH mIBXoBe sMICBAa BHAMMO MOTEHLHpaHe Ha/AQEOpe 20
KomOuHauusaTa ofade BOAM 10 CTOMAIIHO-MPEBHA TOKCHYHOCT TIPH KYy4Ye€Ta H ﬂ?@‘l Al
MaluHHa TOKCHYHOCT HAPACTBAT IIPH IUTBXOBE (B CPaBHEHHE ¢ MIEPHHACTIPHN). -' ; :L_g '
Bce mak, Te3n HeXenaHH PEakiMH ce MOABABAT MPH HMBA Ha J03aTa, KOHTO CHP1p ¢IBaT Ha C
M3Pa3eHHTE IPaHULM Ha 0€30MacHOCT B CpaBHEHHE C M3NON3BAHHTE TEPaNeETHUHH ﬂbﬁ: abn S 5} s
IIpeAKTHHHYHUTE MPOYYBAHHA, MPOBEAECHH NOOTACAHO 33 NEPUHIOTIPHI H HHI[aIﬁM*I?E He :LI? “‘_ T
F€HOTOKCHYHOCT, KapLIMHOTEHEH WIHM TepaToreHeH NMoTeHIHan. \%’*’5‘__‘# e
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Amnoounun:

IlpoyuBaHHa BBPXY PENPOAYKTMBHOCTTA MPH ILTBXOBE W MHIIKA TIOKa3BaT 3aKBCHABAHE HA AaTaTa Ha
paxpaaHe, yAb/DKEHA TPOABIKHATENHOCT Ha PaXKIAHETO H HAMANEHa AKH3IHECTIOCOOHOCT Ha NOTOMCTBOTO IIPH
no3a npudamsurenHo 50 IMbTH NO-BHCOKH OT MaKCHMAJIHHMTE MPENOPHYHTENTHH A03H MpPH XOpa, H3YUHCICHH
Ha 6aza mg/kg.

Hsama edexrn Bepxy QepTiiinTeTa Ha IUTEXO0BE, TPETHPAHK C aMIIOMHITHH {MBXKKH 38 64 1HA U JKeHCKH 3a 14
JHH NpeJH omwiokaane) B A03d Haa 10 mg/kg/nen (8 nbTH* MO-BHCOKH OT MAKCHMAJIHO TIPETIOPBUHTE/IHATA
3a Xopa J03a oT 10 mg, usukcneHa Ha 6aza mg /m?). B apyro npoydeaHe, B KOETO MEKKH ILTBXOBE ca OHIM
TPETHPAHH ¢ aMJIOOHITHH Ge3unar 3a 30 IHM B J03H, CPAaBHHMH C Te3H IIPH 4YOBeKa Ha Oasara mg/kg, ce
YCTAHOBSABA HAMAJIABAHE B IUIa3Mata Ha GONMHKYIO-CTUMYJIMpallUus XOPMOH H HA TECTOCTEPOHA, KaKTO H
HaMaIABaHE HA IUTETHOCTTA Ha crepMaTa H Ha Opos 3peiii cnepMaTO30HIH H CEPTONHEBH KIICTKH.

[LrsXoBE ¥ MHUUIKH, TPETHPAHH ¢ aMIIOJHNMH, J00aBIH B XpaHaTa HM B NPOABDKCHHE HA JBE IOJHHU B
KOHLICHTPALWY, H3YHCIIEHH Taka, Ye Ja OCHUI'YPAT HHBA Ha AHeBHaTa fo3a oT 0,5, 1,25 u 2,5 mg/kg/nen He
TIOKA3BaT [TPH3HALK Ha KapuuHoreHHocT. Hali-BHcokara 1o3a (npy MUINK# paBHA, a NPH TUTBXOBE [Ba IIBTH*
MO-BHCOKA OT MAKCHMAJIHATA MpENOPbYMTENHA KIMHHYHA Jo3a oT 10 mg, u3uMchena 3a mg/m?) e Owia
OnHM3Ka 1O MaKCHMaTHaTa TOJCPUPaHa 034 32 MMIIKH, HO HE H 32 ILThXOBE.

Ilpoy4BaHHdTa 38 MYTAT€HHOCT HE TOKA3BaT JIEKAPCTBEHO OOYC/IOBeHH e(eKTH HWTO Ha N€HHO, HHTO Ha
XPOMO30MHO HHEBO.

*H34MCIICHA 32 NalHeHTH ¢ Tero 50 kg

6. PAPMAILLEBTHYHHU TAHHHU
6.1 ChnHcBK HA DIOMOIMBHETE BenlecTBA

Cwvpyesuna na mabremrama:

KommonenT or kanuMepokapbonaTtHo HMInecre: KamueB xapbonar 90%, uapeBHuHO HHIDECTe,
npexenaTiHu3upaso 10%

Lenynosa, mukpokpucTtanaa (E460),

Kpockapmenosa HaTtpuid (E468),

Marne3ueB creapar (E572),

CHIMUHER JHOKCH], KONouaeH, 6e3B0n€en,

[IpexxenaTHHU3KpPAHO HUILIECTE

Quamupaiyo noxpumue.
['munepon (E422),
Xunpomenosa 6mPa.s (E464),
Maxkporon 6000,

Maruesues creapar (ES72),
Turanos auokcun (E171)

6.2 HecnBMecTHMOCTH
Henpunoxumo

6.3 Cpoxk Ha rogmocT

3 TOOWHH

3a omaxkoBkata o1 28 H 30 ¢punmupaHu TabneTkH, TOAHOCTTA 3a M3MOJI3BAHE CHEll IThpB
ACHA.

3a onakoBkata oT 100 ¢punmupanu TabneTkH, roHOCTTA 32 H3MNON3BAHE ClIE]] IThPB
6.4 Cpoennaans ycaoBHS Ha ChbXpaHeHHe

To3u JICKAPCTBCH NPOAYKT HC H3HCKBA CIICIIHATHH YCIIOBHA HA ChbXPaHCHHE.
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6.5 BnaE chbAbpXkKaHEE HA ONIAKOBKATA
10, 28 win 30 ¢puamHupaHy TabNeTKH B MOJHUNPOINMICHOBA ONMAKOBKA 3a Ta0NeTKH, cHabJeHa ¢ peayKTop Ha

NOTOKA OT MOJHETHIEH ¢ HUCKA ILTHTHOCT M 3aMyIlanKa OT NOJHETHWIeH ¢ HHCKa IUThTHOCT, cHabneHa cbe
CYIIMTEN.

100 punMupann tabneTku B onakoBka 3a TabNETKH OT NOJMOPONWIEH ¢ BHCOKA IUTBTHOCT, ChC 3aMyLIAIKa
OT IOJIMIIPONHJICH, CHA0JeHa CBC CYIIHTEL.

Kytsu no 10, 28, 30, 60 (2 onakosku no 30 tabnerxu), 84 (3 onakorku no 28 tabnerku), 90 (3 onakoskm no
30 tabnerxm), 100, 120 Tabnerxkm (4 onakopkn no 30 TaGnerku) m 500 Tabnetku (5 omakoBkw mo 100
TabJIETKH).

He BCHYKH BHIOBE OMAKOBKH MOTAT Ja ObJAT MyCHATH B Mpoaaxoda.

6.6 Cnennannn npeanazHH MEPKH NPH H3XBhLPJAHE

Hama crieiMaTHe H3HCKBAHUS

7. IIPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Les Laboratoires Servier

50, rue Carnot
92284 Suresnes cedex

OpaHnus
8. HOMEP(A) HA PASPEHIEBHETO 3A YIIOTPEBA
20140076
20140077

20140078
20140079

9. HJATA HA HIbBPBO PA3BPEIIABAHE/IOJHOBABAHE HA PA3SPEIHEHHUETO 3A
YHOTPEBA

Hara Ha mepBO paspewasane: 27 Mapt 2014 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA: 05/2023 r.
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