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2. KOIMYECTBEH U KAYECTBEH CBbCTAB

Besika Tabsietka Butonpui nmoce 10 mg/12.5 mg ebabpoka iuzuHonpua auxuapar (lisinopril
dihydrate), ekBuBaneHteH Ha 10 mg JTHU3UHOIPHII (hsmaprd) u 12,5 mg XxuapoxJ10poTHasu
(hydrochlorothiazide).

Beska Tabsietka Butonpua moc 20 mg/12,5 mg cbabpka Ju3uHonpun auxuapar (lisinopril
dihydrate), exkBuBaneHteH Ha 20 mg nusunonpun (lisinopril) v 12,5 mg XuaApOXJIOpOTHA3H/L
(hydrochlorothiazide).

3a NM'bJIHUA CITUCHK HA MOMOLIHHUTE BELLECTBA BHXK T. 0:1-

3. IJIEKAPCTBEHA ®OPMA

Tabnerka.
Buronpun naoc 10 mg/12,5 mg : Oenu, Kpbriiv, ABOMHOM3ITBKHAIM TaOJIETKH C JI€JIUTE/IHA YepTa OT

nBere cTpaHu U ¢ Haanue C10 BbpXy eaHara crpaHa.

Buronpui rnoc 20 mg/12.5 mg : 6enu, Kpbriiv, ABOHHOU3ITbKHAIW TAOJIETKH C JI€JIMTEIHA YepTa OT
nBete ctpaHu U ¢ Haanuc C20 BbpXy eaHaTa cTpaHa.

ﬂﬂﬂHTeﬂHﬂTﬁ yeprta € CaMO 3a YJICCHABAHC HA CHYIIBAHCTO C LICJI TO-JICCHO MNONTbUIAHC, 4 HC 34
pasaC/IAHC Ha paBHH J103H. |

4. KIMHUYHH JIAHHU

4.1. TepaneBTHYHH NOKA3AHUA

JleueHue Ha eceHUMAIHA XHIIEPTOHUS,

Buronpui niitoc e npeiHazHaveH 3a JIeYeHHe Ha XUIEPTOHUS MPH TMallHeHTH, MPH KOUTO HE €
MOCTHUI'HATO ONTHMAIHO CTA0OMIM3UpaHE HA ApTEPHAIIHOTO HaJIsIraHe ¢ JIM3UHOIIPHIT (MITH
XHAPOXJIOPOTHA3K/1) TPHJIaraHu KaTo MOHOTEpAIrus B ChLIMTE J103M.

4.2. 1o3MpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
OnpeaensHeTO Ha MHAMBHU/IyalIHATA A03a JIM3UHOTPHIT U XHUAPOXJIOPOTHAZHK/L 3aBUCH OT Npoduiia HaA
NalMeHTa U NoBJIMBAHE HA KPBBHOTO HaJISraHe.

OoOwuuaiinara j103a € eaHa tabnerka Buronpui nitoc, npuemaHa eJHOKpaTHo JHeBHO. TabneTkure
JTU3UHONMPUIT/XUAPOXJIOPOTHA3H TPAOBA J1a ce NMpUeMaT Mo €/IHO W ChLILO BPEME BCEKH JIEH.

[Tpunaranero Ha pUKcHUpaHaTa KOMOWHALIMS JIM3UHOIIPUI U XHAPOXJIOPOTHA3K/L Ce MPenopbyBa
WHIMBHIYAJIHO TUTPUPAHE HA JI03UTE Ha OT/IeJIHUTE KOMIMOHEHTH. [Ipu noaxoasuo KJIMHUYH
CbCTOSIHUE M CJIEJI MPELIeHKA OT JIEKYBallUsl JIeKap, MOXKe J1a Ce MPEeMUHE HanpaBo OT MOHOT
KbM MPHIOKEHHE Ha (PUKCHpaHaTa KOMOUHALIMS.




Butonpun nmoc 10 mg/12,5 mg tabnerku Moxke Aa ce Npunara npH NauHeHTH, YHETO apTEPHANTHO
KPBBHO HanfAraHe He € ONTHMAaJTHO KOHTpOIUpaHo ¢ usHHonpun 10 mg, npunaraHd kaTto

MOHOTEpAarus.

Butonpun nntoc 20 mg/12,5 mg Tabnetku Moxke aa ce Mpunara npy NauHeHTH, YHETO apTepHaHO
KPBBHO HANAraHe HE € ONTHMANHO KOHTPOJIUpaHo ¢ M3HHONpHUI 20 mg, npuiraraH KaTo

MOHOTEpanus.

He Tpa6Ba na ce npesriuasa MakcHManHaTa AHeBHA A03a oT 40 mg/25 mg
(JIM3MHOMPHA/XHAPOXNOPOTHAIHA).

IIpedxoocoawa mepanuwa ¢ Quypemuyu
JleuenuneTo ¢ anypeTHIM TpsAOBa na Obae cnpsHO ABA — TPH JHH MPEAH 3aM0YBAHE HA JIEYEHHETO C
BuTtonpun mmoc. AKO TOBa HE € Bb3MOXKHO, JICHEHHETO TPAOBa 1a 3aMOYHe ¢ MOHOTEPAIHs

JTA3HHONPHA C 4033 OT 3 g,

Hayuenmu ¢ 6v0peuna HedocmamvyHoCH.

KoMbuHauMATa NH3HHONPHN/ XHAPOXJIOPOTHAZKA € MPOTHBONOKA3aHa NPH NMALMEHTH ¢ TEXKKO
yBpencHa 6b0peuna dyHkUMA (kpeaTHHUHOB KITMpbHC 00/ 30 ml/min, HanpuMep ymepeHa Wi TEKKA
6b0peyuHa HeaOCTAaThUHOCT). BUTOonpun mmoc Moxe 4a ce WU3M0A3Ba NPU MALHEHTH CbC CTOMHOCTH Ha
KpeaTHHHHOBHS KHpbHC Mexay 30 u 80 ml/min, HO caMo cie npeaBapHTENHO ONpeAeAsHe 103aTa
Ha OTJAE/THHTE CHCTABKH.

[IpenoprpunTenHaTa HAYaHA 40324 HA JIM3UHOTIPUI KaTo MOHOTEpArus Npy Te3u nauHeHTH € 5-10 mg
(Bux 4.4).

[layuenmu ¢ cmapueckd 8v3pachi.
B kIMHHYHHK NPOYUBAHHSA C W3NOJ3BaHEe HA KOMOWHALMATA NM3HHONPHI/ XHIPOXIOPOTHA3H] HE Ca

YCTAHOBEHH NMPOMEHU B €HKAaCHOCTTA W TOJEPAHTHOCTTA NPH Ta3H rpyra NalHeHTH, B CPaBHEHHE ¢
noO-MJaau nauMeHTH. Brokre cbino Taka pazaena “llauneHTtu ¢ OpOpeuHa HeIOCTATBHHOCT M10-rope.

[leduampuuna nonyrayus
bezonacHocTTa ¥ €(PEKTUBHOCTTA Ha JIEKAPCTBCHUA MPOAYKT HE € AOKaA3aHa MpH AeLa.

Havun Ha npwiosicenue
[ lepopanHo npunoxeHue,

4.3. IIpOTHBONOKAZAHHS

- CBpBX4YBCTBHTENHOCT KbM JIM3UHONPHIL, KbM HAKOE OT MOMOLUHHTE BELECTEA, H30pOEHH B TOHKA
6.1, kakTo W kbM Apyru ACE unxuburopu;

- CBpBXUYYBCTBHTENHOCT KbM XUAPOXJIOPOTHA3HA WITH KBM CYyJIGOHAMU/IH;

- AHaMHe3a 3a AHFMOHEBPOTHUEH elleM, NoNydeH npu npeaxoxaaila tepanda ¢ ACE naxuburop;
- BpoaeH win HOMONaTH4YEH aHTHOEIEM;

- - Texkko 6BOpeyHO YBpeXKaAaHE (KPEATHHHHOB KIIHPBHC < 30 ml/min);

- AHypus;

- Texxko yepHOAPOOHO YBPEKAAHE;

- Bropu u Tpetn TpuMecTbp Ha OpemeHHoCTTa (BUXK T 4.4 ¥ 4.6);

- EnHoBpeMenHaTa ynorpeda Ha BUTONMPUIT TUTIOC C AITMCKUPEH-ChAbPXKALUH ITPOAYKTH €
NPOTHBONOKa3aHa Mpy MaUWEHTH Che 3axapeH quaber winu 6uOpeuno yspexaane (GFR < 60
ml/min/1,73 m ?) (Bk. Touku 4.5 1 5.1);

- ChopTeTBALLA YIIOTpeda NpU Tepanus cbe cakyouTpui/Bancaprad. JiuzuHonpun He TpsidBa 1a ce
3ari04Ba [o-paHo oT 36 yaca ciieq NocneaHaTa 403a caKyOuTpui/BancapraH (BX. CbUIO TOYKH 4.4 Y

4.5).

4.4. CneqHanau npeaynpexacHHs H NPEANA3HH MEPKH NP ynioTpeda




CumnmomamuuHa XunomoHus

CuMnToMaTHYHa XHNOTOHHUA ¢€ HAOJIOAABA PAJAKO [IPH NAUUEHTH C HEYCNOMHEHA XHITEPTOHHS CleR
pydeM Ha MbpPBaTa A03a JTU3HHONPHI /XHAPOXIIOpOoTHa3HA. [IpH MauMeHTH ¢ XHUMEPTOHHUS, KOUTO
MPUEMAT JIM3HHOMPHUIT € MHOIO BEPOSATHA [101BaTa Ha XHIMOTOHHS aKO NaLHEHTHTE ¢a ¢ BOJHO-
ENEKTPOJIHTEH AucbanaHe, HafipUMep € XUNOBOJIEMHS, XHIIOHATPHEMHS, XHITOXJIOPEMHYHA ATKa/I034,
XUIIOMArHE3UEMHS UM XHITOKAJIHEMHSA, KOMTO MOXe 1a ObaaT npeau3BUKaHU OT Npeaxoxaalia
AWYPETHYHA Teparnus, JUETa C OFPaHUYEHHE Ha COTa, AHAIH3A, POIBJIKHTENHA IHAPKA KITH
MOBPBLIAHE M TPH TeXKKa PEHHH-3aBHCHMa XUMEPTOHHSA (BHIKTE TOUKH 4.5 K 4.8). [1pu TakuBa
MaUHEHTH € HEOOXOAUMO PEAOBHO H3C/EABAHE HA CEPYMHHTE €NEKTPOINTH. [1pn manMeHTH cue
chpAeYHa HEAOCTATEYHOCT, C Wau 6e3 ChbTCTRAlla OBOpeuHa HeIOCTaThbHHOCT, € HabJII01aBaHo
Pa3BHTUE HA CUMITTOMAaTHYHA XHNOTOHUA. OcobeHo BHUMaHHE C€ H3MCKBA MPH NMALKWEHTH € MO3BYHO-
cbhaoBa Oosiect Uau ¢ HexeMuuHa Gonect Ha cwpuero (MBC), 3a110TO eKCUEeCHBHOTO NOHWKABAHE HA
apTEPHANTHOTO HATIAraHe MOXE 1a MpeoU3BHKa HCXEMUYHH MO3BYHH HHUKWIEHTH HIH MHOKAPAEH

UHDApPKT.

AKO ce MOABAT CUMITTOMM Ha XMNOTOHHA, MALIMEHTHLT TPAOBA A4 C€ NOCTABH B NETHAN0 NOJICKEHHE H
MpH Hy>KJa Ja C€ HanpaBAT BJIWBaHHA HA (PH3HOJIOTHUEH CEPYM.

[IpexoaHa XHITOTOHKUYHA PEAKLIMA HE € MPOTHBOMNOKA3aHHE 34 MO-HATATHIIHO JIEYEHHE C aJcKBaTHa
no3a. Moxe na ce HaNoXM KOPEKLHMA C HAMAJIABaHe Ha [103aTa UIIH OTHEJHO NPHIOKEHHE HA

ChCTABKHTEC B MNMOAXOoAALIATA [1034.

[Ipy HAKOW MALMEHTH CHC ChPACYHA HEAOCTATHHHOCT, KOMTO Ca C HOPMATHO WK HHCKO KPbBHO
HAIATaHe, MOXe Ja ce HabMmomaara ONbIHMTETHO NOHHXXABAHE HA KPBBHOTO HANAraHe MpH MpPUEM Ha
nvanHonpun. ToBa e ouakBaH €(PEKT U HE € MPUUHHA 34 CNIMpPaHe Ha JieueHueTo. AKO 00aue ce Nnossy
CUMIITOMATHYHA XHIIOTOHUA, TPAOBa Aa CE HAMAJTU A03aTa HA NU3MHOMPW HIH JIEYEHHETO 1a Obae

[MPEYCTAHOBEHO.

Aopmua u mumpanna cmernosza / xunepmpoghuuna KapouoMuonamus |

Kakto u npyrure ACE unxuburopu, nusnHonpu Tpabea aa Obae npunaraH ¢ NOBULLEHO BHUMaHHE
Mpy MaLKeHTH ¢ MUTPAJIHA CTEHO3a WK ¢ HapyLLUeH KPbBOTOK OT JIABATA KaMepa, HaNpUMeEp aOpTHa
CTEHO3a HJTH XUINepTPOPHUYHA KAPAHUOMHOMNATHS.

Kakto u apyrure ACE nHxuburopu, au3zuHonpun tpadBa na ce npujiara ¢ MOBULICHO BHUMaHHUE NpH
MaLHEHTH ¢ a0pTHA CTEHO3a WIH XUnepTpodHUHA KapAMOMHONATHS.

Hapywena 6vbpeuna ynxyus

THasuauTe He ca MOAXOAALLHM 3a AMYPETHUHO JieyeHHE MPHU NMaUHEHTH ¢ yBpelcHa OpbpeyHa GyHKLUA
H He ca edeKTHBHH NPH CTOMHOCTH HAa KPEATHHHHOBHA KIMPBHHC No-HUCKH oT 30 ml/min (cpeana U
TeXKKa ObOpeyHa HeJOCTaThYHOCT).

BuTtonpun nmoc #e 64Ba Ja ce npunara Ha NaLMEHTH ¢ KpeaTHHUHOB KIHpBHC 30-80 ml/min, nokaro
MOCTENEHHOTO TUTPUPAHE Ha 103aTa HA OTACIHUTE ChbCTABKH HE NMOKAXE BH3MOXKHOCTTA 32

NPUJIOKEHHe Ha KOMOHUHaLMATA.

[Ipy nauMeHTH ¢be CLPACHHA HEAOCTATHYHOCT, XUITOTOHMATA, Bb3HUKHANA C/IeA 3al104BaHe Ha
Tepanusa ¢ ACE nHxnuOuTOpH, MOXKE a A0BeE A0 NO-CUAHO yBpexxaaHe Ha OuOpeunarta QyHKLMA.
JloxknaaBaHo € 3a NpeaUMHO obpaTHmMa ocTpa 6b0peHHa HEJOCTAaTBYHOCT B TE3M CIIyYau.

[Ipu HIKOM MalMEHTH ¢ HaNM4HA OunaTepanHa creHo3a Ha OLOpeYHHTE apTepUn WM apTepHATTHA
CTeHO3a Ha eqUHCTBeH 6B6pek, npu neuenne ¢ ACE uHXHOUTOpH MOXe a ce HabnroaaBa
NOBHIIIABAHE H& CTOMHOCTHTE HA KPBBHATA ypes U CEpyYMHUR KpeaTHHUH, OOHKHOBEHO 0DpaTUMO cnen
pEKpaTABaHE HAa TepanusaTa. ToBa € MO-4eCTO NPH NauueHTH ¢ OB0peyHa HegocTaTbHHOCT. [IpH
HAJIMYKME HA PEHOBACKYAapHa XUMEPTOHHUA ChLUECCTBYBA NMOBULIEH PUCK OT pa3BUTHE Ha TeXKa
XHIMOTOHHSA H 6 bOpeyHa HeaocTaTbYHOCT. [IpH TakUBa NaLUEHTH, JICHEHHETO TPAOBA [a 3aMoyHe Nnoj
CTPOT J€KapCKH KOHTPO ¢ HUCKH A03H M MOCNeIBaLlO TUTPHpaHe Ha 103aTa. ThH KaTo JIeYeHHeT
NIHY PETHLIM MOXeE Jia ObJie JOMBIHHUTENEH JONPUHACALL (aKTOp 32 TE3H MPOABH, HEOOXOAUMO €




MOHHTOpHpaHe Ha 6B0peyHaTa hyHKUHA Npe3 MbPBHUTE HAKONKO CEAMUIIH Ha JIEUCHHETO C
NIH3HHOMPHII/XUAPOXIOPOTHA3H .

IIpH Hakou XHNepTOHMLM Oe3 YCTaHOBEHO NMpPEAWECTBALO HapylieHe Ha 6b0peuHaTa QyHKuHs
MOJKE Aa ce HaONIoJaRa JIEKO H MpeXOoAHO MOBHIIEHHE Ha CEPYMHHUTE Ypes U KpEaTHHHH, KOraTo
MTU3HHONPHI C€ AaBa €/IHOBPEMEHHO ¢ AMYPETUK. AKO C€ YCTAHOBH TAKOBA NMOBHLUISHHE MPH JICYEHHE
¢ Butonpun nmoc, Toi TpadRa na 6vae cnpsaH BpeMeHHO. Teparnuara Moxe Aa NPOLB/DKH €
pemyLMpaHe Ha 103aTa WIH C ipUeMaHe Ha OTACTHHTE ChCTABKH CAMOCTOATE/HO B MOAXOAAUIA A034.

IIpeoxooicoauia Ouypemuyna mepanus
[IpeaxoxkaauiaTa qHypeTHHHa Tepanus TpsOBa da ce cope 2-3 AHM MpeaH 3aMo4BaHe Ha JIEYEHHETO C
TTH3HHONPHI/ XHAPOXJIOPOTHA3KA. AKO TOBA € HEBB3MOXHO, JIEYEHHETO 3a1104YBa CAMO C JIM3HHONpPHA B

1n03a OT 5 mg.

bvbpeuna mpancnaaumayis
He Ttpabea na ce n3non3ea JUIKHONPHWI, ThH KaTO HAMA OMUT C MPHAOKEHHETO NPH NALIMEHTH, KOHTO

CKOpo ca 0wy noaioxkeHH Ha ObOpeyYHa TpaHCTUTaHTaLIMA.

Anagpunaxmoudnu peaxyuu npu nAYUeHMU Ha XeMoouanu3a

H3anon3BaHeTo Ha KOMOWHALMATA TU3IUHOMPWI /XHAPOXJI0pOTHA3HU] € NPOTHBONOKA3aHA MPH
[aLHeHTH, [MOATEMKALEH Ha XeMoAxalinia nopaau ObOpeyHa HEAOCTATBHHOCT.

AHabhUNAKTOMAHH peakiuMu ca HabnogaBaHu Npuy NMaUMEHTH, NMOMI0KEHH HA ZTHAIIM3A C
BHCOKOTIPOMMyCKJIWBH MeMOpanu (BxmouutenHo AN69) unu na LDL-adepesa ¢ nexkcrpan cyadart v
nekyBaHHM cblueBpeMeHHO ¢ ACE unxuburtopn. [pu Tezu nauuentu 61 Tpabeano ga ce 00CHIu
H3MO0A3BAHETO Ha APYr BMA JHANTN3HU MeMOpaHH WIH Ha pYT Kiac aHTHXHUIIEPTEH3HBHU CpEeICTRa.

Anaduraxmouonu peaxyuu no epeme na LDL — agepesa

Paako, nauuenTH, nekyBaHu ¢ ACE wHxuGuTopy, rnony4yaear >xMBOTO3acTpalLLiaBaliy
aHadpunakToMaHu peakuuy no epeme Ha LDL (Low Density Lipoproteins - THNONpoTEMHU C HHCKa
[UIBTHOCT) adepesa ¢ AekcTpaH cyadar. Te3n peakuuu ce u3dAreaT ype3 BpeMeHHO MPEKbCBAHE Ha
teparnuaTra ¢ ACE nHxuburopu npeay Besika agepesa.

Ueprnoopobru 3aborasanus

TuasuagHuTe AMypeTHLHM TpAOBa Aa ce npuiarat ¢ MOBUILUIEHO BHUMAHHUE [IPH NALMEHTH C HapyllleHa
yepHOApoOHA QYHKLMA WIH Mporpecupalio yepHoapobHo 3abonseade, Tbit KATO MUHUMAIHH
NPOMEHHU BLB BOJAHO-EJIEKTPOJIMTHOTO PaBHOBECHE MOTaT Aa NPOBOKUPAT Pa3BUTHETO HA XENATANIHA
KoMa (BHKTE TO4Ka 4.3).

Mnoro pagko ACE nHxuOuTopuTte Morat aa ObaaT acouMpaHy CbC CHHAPOM, MPH KOHTO €€ pa3BHBa
X0JIECTATHYHA X bJITEHHLA UITK XENaTHUT W NnporpecHpa A0 GyaMHUHAHTHA YepHOApPOOHa HEKpo3a, a
MOHAKOra M A0 CMBPT. MEXaHH3MBT Ha TO3H CHHAPOM HE € M3ICHEH. AKO MauWeHTH, KOUTO MpHEMAT
ACE HHXHOMTOpH, pa3BUAT KBATEHULIA HIIH €& MOBULLIAT CTOMHOCTUTE HA YEHOAPOOHHUTE UM EH3UMU,
TpaOBa fa ce NpeKpaTH NpUEMa U T€ Ja MoaydaT HEOOXOAUMOTO JIEYEHUE.

Xupypzus/Anecmesun:
JInauHonpua Moxke aAa Gnokupa BTOpHUHO 00pa3yBaHeTO Ha aHrMOTEH3HH 1l B O0TroBOp Ha

KOMIEHCATOPHOTO OCBOOOMAABAHE HA PEHHH NpY NAUNUEHTH, MOUTEKALIHU Ha rOJIEMH XHPYPIrHYHH
MHTEPBEHLIMHA HNH MO BPEME HA AHECTE3US ¢ MEIMKAMEHTH, NPEAU3BUKBALLH XUITOTOHUA. AKO
HACTBHIMH XUTIOTOHUA H C& MOAO3HPA, Y€ TA ¢ Ab/DKU Ha TO3H MEXAHHW3BM, MOXKE J1a Obac KopurupaHa
¢ yBeIueHue Ha obeMa.

Memabonrumnu u eHOOKPUHHU NPOMEHU .
Heo6xoaum e peAoBeH rlIMKEMH4YEH KOHTPOJI Mpe3 MbPBHA Mecel Ha JedyeHre Ha auaderuun ¢ AC
HHXHUOUTOP NpH NALMEHTH, KOUTO NPHEMAT NEPOPATTHH AHTHAKHADETHH CPEACTBA HIIK HHCYJIH
B13MOXHO € ChLIECTRYBALL JIaTEHTEeH aAUabeT na ce AposBU 0 BpEME Ha TEpanUus ¢ THa3UA

Touka 4.5).




Tepanuara ¢ ACE yuxuOMTOpH Y THa3HAHH AMYPETHLM MOXKE [a BJIOLLIH TTIFOKO3HKA TonepaHc. Topa
MOXKE /14 HAJIOXKH KOPEKLUS B 03aTa HA XUMOTJIMKEMUWYHHTE JIEKAPCTBEHH NPOAYKTH, B TOBA YHCIAO H
HAa MHCYNIUHA. JlaTeHTeH AMa0eT MOXKeE /ia ce NposBU N0 BPEME HA TeparHiITa ¢ AHYPETHLUM,
TepanuaTa ¢ THA3HUAHK AUYPETHUM MOXKE Ja NPEAU3BHKA NMOKaYBaHE HHBATA HA XONleCTeposia U
TPUIITHLEPHAKTE.

TuasuaHaTa Tepanus MOXe Aa NPUUMHU XUIIEPYPHKEMUS ¥ BIOHIABAHE HA HANWYHA Mojarpa.
OO0paTHO Ha TOBA, TU3UHONPU € Bb3MOXHO A YBEIHUH YPHHHATA EKCKPELMA Ha MHKOYHATa
KHCEJIHHA W TaKa Ja HaMalId XUNepYPHUKeMHYHHUSA €DEKT Ha XHAPOXIIOPOTHAIMUA,.

Enexmponumen oucbananc

KakTo npy BCHYKH MALMEHTH NOMyYaBally AHYPETHYHA TEpaIKd H TYK € HE00X0aUM MEPHOIHYEH
KOHTPOJI HA CEPYMHHTE ENEKTPOSTUTH.

TuazuauTe, B TOBA YMC/0 H XHAPOXJIOPOTHA3HA, € BE3MOXKHO Ja NPEANU3BHKAT CJIEKTPOIHTEH
aucbanaHc /XUMNOKATHEMHSA, XUTIOHATPUEM KA, XMITOXJIOpeMUUHa ankaiosa/. [lpu3naum Ha HapylueH
eNeKTpoauTeH BalaHC ca CyXxoTa Ha ycTara, Xakaa, cnadocT, neraprus, CbHIHBOCT, O€3MOKOHCTRO,
MYCKYJTHH OOJIKH U KpaMIH, MYCKYJIHA YMOPa, XMIIOTOHHWSA, OJIHIOYpHS, TAXHKAPAHs, FaCTPoO-
MHTECTHHAHH HapylleHHA KaTo raJlcHe W NOBPbLIAHE.

[Tpu ropeiio BpeMe MOxe Ja ce Habmonasa AUTYLHOHHA XHITOHATPUEMHA NPH NALHEHTH C OTOLH.
XNopHUAT JePHLHUT € YMEPEH U HE € HEOOXO0AUMO JIeHEHHE.

TuazuaHuTe AMYPETHLIM MOTAT Ja FOHKAT YPUHHATA KaNllMeBa eKCKpEeLMs U Aa MPeIM3BHKAT JIEKO,
NPexXoHO NMOKauBaHe HA CEPYMHHUA KAIUUH. YCTaHOBABAHE Ha XMNepkalluMeMus Moxe Ja Onae Gener
33 CKPHT XuneprnapatupeonausbM. [Ipeau uscneasaHe Ha GYyHKUMATA HA NMApaTHPEOUIAHNTE HUIE3H,
NpUEMET HAa THa3HAM TPAOBa na ObAe NPEeyCTAHOBEH.

TwazuaMrTe MOraT 1a NOBUUIAT MarHesxMeBata ekckpeuus npes 6ndpeLuTe, KOETO BOAW 40 pa3BUTHE Ha
XHMOMATHEe3UEMHS.

Cepymen xanuu

ACE uHxuOUTOpUTE MOTaT a NPEAU3BUKAT XUIIEPKAIMEMHUA, Thbil KATO HHXHOHpPAT OCBOOOKIABAHETO
Ha angoctepoH. EdexTbT 0OMKHOBEHO HE € 3HAUUTENEH MPH NMALMEHTH ¢ HOpMalHa ObOpeyHa
¢yHkuua. INpu naumeHTH ¢ HapyiueHa 6b0peyHa yHkuMa U Auabet obaue W/ HIK NPH NaLMEHTH,
npHeMalll XpaHHTEIHH A00ABKH, ChABPIKALLY KAJTUH (BKAIOYHUTEHO 3aMECTHTENIH Ha COJITa), KATTHH-
CbXpaHsBaULHM AUYPETULHU, TPUMETONIPHM UITM KOTPUMOKCA30J1, H3BECTEH CBLIO KATO
TpUMeETONpPUM/cyndhaMeToKcason, U 0coOeHO aHTArOHUCTH HA alIOCTEPOHa WIH aHTHOTEH3UH-

PELETTTOPHH ONOKEPH, MOXKE a Bb3HUKHE XUNEpKATHEMHA. KaTMH-ChbXpaHABALUHTE AUYPETHLH U
aHIMOTEH3UH-pELENTOPHHUTE O/10KepH TpAbBa Na ce npuaaraT BHUMaTeNHO NPH NAUMEHTH, NPHEMALIA
ACE uHXHOUTOpH, KATO CEPYMHHAT KaHit U ObOpeuHaTa QyHkuMsa TpabBa Aa ce MpocneasBart (BK.

To4Ka 4.5).

Juabemuyu

[Ipy NalMeHTH, NpHEMALLH MIEPOPATHO aHTHAKAOETHH JIEKaPCTBEHH MPOAYKTH WM HHCYJIUH, TpsAOBa
J1a C€ OCBILUECTBABA HEMOCPEACTBEH TVIMKEMHUEH KOHTPOA N0 BpeMe Ha MbPBUA MECEL] OT JIEYEHHETO ¢
ACE-uHxubutop (BrXK TOUKa 4.3).

Cepvxuyecmaumennocn/QH2UOHe8poOmMuYyer eoem
AHrHoeaeM Ha JIMLETO, KpaHHUUMTE, YCTHUTE, €3MKA, IJoTHCA WU TapUHKCA PAAKO ca
HaOnodaBaHy npy NauHeHTH, NekyBaHd ¢ ACE-uHXuOMTOpH, B TOBa YHCTIO JTU3HHONPHIL. ToBa MOxe
Aa Ce CITY4H NO BCAKO BpeMe NPH JICYESHHETO. B TakbB Cilyyai, NPHIOKEHHETO Ha NH3MHONPHII TpAOBa
He3a0aBHO Aa ce MpeKpaTH M Jia Ce OCHTYPH NOAXOAALLA TEpanus W HaboaeHHe Ha nauyeHTa 10
MhJIHOTO W TPaiiHO W34e3BaHe HA CMMATOMUTE. B ciyyail Ha OrpaHHYEH OTOK CaMO Ha e3HKa, 0e3
pecrUpaTOpeH JUCTPEC, ChCTOAHUETO MOXE [1a C€ Bb3CTAaHOBH O€3 NeucHHe, HO MOXKE Aa C€ HATOXKH
M3MON3BAHETO HA AHTUXUCTAMHHU U KOPTHKOCTEPOKAHM 3a 00JieK4aBaHe Ha CUMITTOMMTE.,
MHoro psako ce HabNOAaRa AHTMOEAEM, CHYETAH ¢ OTOK Ha IApHUHKCA WM €3UKa, KOETO MO
Obae paranHo 3a nauueHTa. KoraTo € Hanule aHraxvpaHe Ha €31Ka, rJIOTHCA UK JlaprHH
NPUYKHABALLO OOCTPYKUHMA HA AUXATETHUTE ITbTHLIA, TPAOBA He3a0aBHO Ja ce nposeae
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Tepanus, Hanp. NOAKOKHO NpUiaraHe Ha agpeHaldH WHIH a Ce NpearipHeMaT HeoOX0IUMHTE
MEpKH 3a 0cBODOXKZaBaHe Ha AuXaTelqHUTe MbTUila. [lauMeHnTsT TpAOBa na ocTaHe Mo CTpor
JIEKAPCKH KOHTPOJ1, JOKATO HE HACTBIIA MbJIHO OT3BY4YaBaHE Ha CHMITOMMTE.

ACE nHxubuTopuTe NpeaU3BUKBAT aHTHOEAEM C [TO-BUCOKA YECTOTA IIPH YEPHOKOXKH NaUHEHTH, B
CpaBHEHHeE C Te3u OT Osnara paca.

[TaLMeHTH ¢ aHAMHECTHYHH JaHHHU 3a aHrHoedeM, HecBbp3aH ¢ Tepanyd ¢ ACE-unxuburopu, morat
na 6bJ1aT C MOBHUILEH PHUCK OT pa3BUTHE Ha aHruoeneM npu tepanus ¢ ACE-unxuburop (Brx 4.3).

Cembsrersaiiiara ynorpeda Ha ACE nHxHOHTOpH cbhe cakyOUTpHI/BanicapTaH € MpOTHBOMOKA3aHA
MOpaay NoBuieH PUck OT aHruoeneM. Jleuenue che cakyOuTpHa/Bancaptad He TpAbBa Aa ce 3anoysa
Mo-paHo OT 36 uyaca ciieq NocneaHaTa 2032 NM3MHONpK. JIedeHue ¢ Tu3nHONpUa He TpsadBa na ce
3aro4Bsa no-paHo ot 36 uaca cief nocneaHara no3a caKkyouTpui/ancapraH (BxK. TOUKH 4.3 u 4.3).
ConbrerBaltiata ynorpeda Ha ACE nHxubuTopu ¢ pauekagorpuia, m TOR uuxuburopm (Hanp.
CHPOJIUMYC, €BEPOTUMYC, TEMCHPOIMMYC) M BUIJArTHOTHH MOXE A2 AOBEAE A0 MOBHUILEH PHCK OT
aHrHoeaeM (Hamp. OTOK Ha JIMXATEJIHWTE IMbTHILIA WK €3HKa, ChC WK 0€3 HapyLIEHHE Ha JHIIAHETO)
(Bx. Touka 4.5). Heobxoaumo e aa ce noaxoam ¢ nosHiIIEHO BHUMaHHE, KOraTo Ce 3arno4Ba jieHeHHe C
pauekanotpui, mTOR nuxuburopu (Hanp. CHPONHUMYC, €BEPOTTUMYC, TEMCHPOIHMYC) H
BHJLJATIMITHH MpY NailKeHT, KoiTo Beue npuema ACE unxudurop.

ITpu JeueHHe ¢ THA3W/THU AUYPETULIM, MALMEHTH ¢ HAJIHYHA WY JTMNCBALa aHaMHe3a 3a OpoHXHallHa
ACTMa MOTAT Ja MPOABAT PeaKLM¥ Ha CBPBXYYBCTBUTENHOCT. OOOCTpAHE MK NOsBA HA CHCTEMEH
NYIYC €PUTEMATOAEC MOXKE A C€ HabnroAasa NpH JICYEHHE C THA3HIM,

Cvnvmemeawa ynompeba na unxubumopu na mIOR (nanp. cupoaumyc, egeporumyc, mem3upoarumyc)
[TatureHTH, KOUTO MpUEMAT CBLITLTCTBALLO MHXUOUTOpU HAa MTOR (Hanp. cuponumyc, eBeponumMyc,
TEM3HUPOJIHMYC), MOXKE 1a ObAaT U3N0KEHH HAa NOBHUILLEH PUCK OT aHIHOEAEM (T. €. OTOK Ha
AUXATETHATE MBTHLLA WITH €3HKA, CBC HITH Oe3 HapyllieHHe Ha JHWaHeTo) (BXK. Touka 4.5).

[Tpu neueHre ¢ THAIWAHW AUYPETHLIH, NALMEHTH C HAJIMYHA WK JIMNCBALla aHAMHE3a 3a OpOHXHAJIHA
acTMa MOraT Aa NPOABAT PeakLH HAa CBPBbXHYBCTBHTENHOCT. ODOCTpsAHE HAH MOABA HA CHCTEMEH
JNYITYC epUTEMATOAEC MOXKE [1a ce Hab0AaBa NPU JIEHEHHE ¢ THA3HAH.

Hecenzubwiuzays

Panko, npu nanueHTH nonyuasamy ACE uexuOHTOpH NO BpeMe Ha JeceH3nOuIH3Mpalla Tepanus
(Hanp1Mep ¢ OTPOBA OT LIUMOKPUIIM), MOTaT Ja C€ Pa3BMAT XUBOTO3aCTpallaBallld aHA(PHIAKTOUIHH
peakuuu. Tesn peakuuu Morat ga 6baar uzbernary, karo TepanusaTa ¢ ACE HHXHOUTOpU BpeMEHHO
Ce MPEKPATH, HO TE3M PeaKLIMH MOKE Aa Ce NOABAT OTHOBO CJIE]l HEBHHMATE/IHO 3aMoYBaHe Ha
MPUIOKEHHETO Ha JIEKAPCTBEHUA NPOAYKT OTHOBO.

Heymponenus /Aepanyaoyumosa:

Heyponenus/arpadyountosa, TpoMOOLUTONECHHAA U aHEMMSA Ca NOK/1a[BaHH NTPH NALHEHTH, JIEKY BaHH
¢ ACE nuxu6uropw. Ipu nauuenTs ¢ HopManHa 6b0peuHa QyHKUMSA H JTMIICA HA APYTH YTexHsBall
dbakTopy, HeyTponeHus ce Habmoaasa paako. HeyrponeHusaTa v arpaHyJfiouyrosara ca oOpaTuMH
cnen npekpatasaHe npuema Ha ACE unxuburopa. JluzuHornpun Tpadsa na ce H3MoJ3sa ¢ MHOTO
rOJISMO BHUMAaHHE NMPH NALHEHTH CbC CUCTEMHU KOTar€HO3M, UMYHOCYIIPECHBHA Tepanus, JeueHue ¢
AJIOITY PHHOJT ¥ MPOKaHHAMUA UK KOMOMHALUUA OT TE3H YTEXKHABALUH (PAKTOPH, 0OCOOEHO aKko
6bOpeuHara dyHKLNA € HapyweHa. Hakou OT Te3H NauMeHTH pa3BHBAT CEPHO3HH HHPEKLIMH,
HETIOAABALLM Ce HA HHTEH3WBHA aHTHOHOTHYHA Tepanus. AKO JTM3HHOIPHI CE MPHIAra NP TAKHBa
NALKUEHTH, NPENOPBYHTENEH € MEPUOAUUYESH KOHTPOJI HA JIEBKOUUTHTE, KATO MALIMEHTHTE CE
HWHCTPYKTHpAT Ja ¢boOiliaraT 3a NpU3Halld Ha HH(pEKLHA.

Pacoea npunaonesicnocm
YepHOKOKHUTE NMALMEHTH ca ¢ MOBUILEH PUCK OT pa3sBUTHE Ha aHrHoeaeM npu neveHue ¢ AC
MHXHOHUTOPH, B cpaBHEHHE C Te3H oT Oanara paca.



Kakto u octananure ACE HHXUOHUTOPH, TM3HHONPUA € No-cnabo eeKTHBEH 3a MOHWXKABAHE Ha
KpPbBHOTO HajJAraHe Mpy YEPHOKOMH MALMEHTH B CPABHEHHE C HEUEPHOKOKH, HaH-BEPOATHO NMopaaH
BHCOKaTa 4€CTOTa Ha pasnpoCTPaHEHHE HA HUCKO PEHHUHOBA XHIIEPTOHHSA NMPH YEPHOKOXKHTE.

Kauwnuya

[Tpy neuenune ¢ ACE-uHXHOUTOpH MOJKe Aa ce HabioAaBa MOABATa Ha KalliMiua. XapakTepHO 3a Hes
e, 4e TA € HETIPOAYKTHBHA, MPOALJDKUTENHA K CIIUpa el MpEeYCTaHOBABAHE Ha JIEUECHHETO.
Mupyuupanara ot ACE-UHXuOMTOpPH KawMua a ¢ce uMa B MpeaBHI KaTo 4acT OT

,[lHd]epeHllHHﬂHaTﬂ AHArHoO3a Ha KalllJTHLAaTa.

Jumuu
He ce npenopbuBa e AHOBPEMEHHOTO MPUIOKEHHE HA JIMTUHA M JIM3HHONPHI (BHXK 4.5).

bpemennocm u xopmene

Jieuenue ¢ ACE unxuburopu He TpsOBa Aa ce 3aMo4Ba 1o BpeMe Ha OpeMeHHOCT. AKO BCE Mak
neyenretro ¢ ACE HHXHOHTOpHU ce cMATA 3a HANOKHTENIHO, MAUMEHTKUTE, TUTAHUPALUH OpEeMEHHOCT
TpaOBa Aa NpeMUHAT HA AITEPHATHUBHO JIEYEHHUE C YCTAaHOBEH Npodun Ha 6e30MmacHOCT NpH ynoTpena
rno speMe Ha OpemenHoctTa. Korato ce ycraHoBM OpeMeHHOCT, eueHHeTo ¢ ACE HHXHOHTOD TpabBa
Ja ObAe NpeyCTaHOBEHO BL3MOXKHO Hal-OBP30 KU ako € HEOOXOHMO CE 3aroyBa alTepHaTHBHO
nevyeHue (BHxkTe Touka 4.3 U T. 4.6).

He e npenopbunTenHa ynotpedara Ha TM3WHONPHA/XHUAPOXJIOPOTHA3K] 110 BPEME Ha KbPMEHE.

Anmu-oonune mecm
[TpMCBCTBHUETO HA XHAPOXAOPOTHA3UA B Ta3H KOMOWHALIMA MOXE 1a NPeAU3BUKA MTO3UTUBUPAHE HA
pe3yaTaTa B aHTU-AONMHIOBHA TECT.

Hsoiino 6roxupane Ha penun-anzuomenun-aroocmeponogama cucmema (PAAC)

Mma nanHu, ye enHoBpeMeHnHara ynotpeda Ha ACE uHxuburtopH, aHrnorensus Il-peuentopuu
ONoKepH WM aATUCKMPEH MOBUILIABA PUCKA OT XMITOTOHHA, XHNIEPKATHEMHs H HaMalIiBaHe Ha
OnOpeunaTa ¢pyHKUHA (BKIIOUUTENHO ocTpa ObOpeuna HegocTaTbuHOCT). [lopaau ToBa He ce
npenopbusa ABoHHO OnokupaHe Ha PAAC ype3 komOuHupaHata ynotpeda Ha ACE unxuduropu,
atirnotreH3HH ll-peuenrophu Oi10kepy WM aNTHCKUPEH (BXK. TOYKH 4.5 W 5.1).

AKO ce npeLieHn, 4e Tepanyara ¢ ABOHHO Gnokupane e abconoTHo HeoOxoauma, ToBa TpsOBa na
CTaBa caMo noj HabIOAEHUETO HA CMEUHANHMCT M [IPH Y€CTO BHUMATE/IHO MOHUTOPHUpaHE Ha
ObnOpeuHaTa QyHKLHA, EJIEKTPONUTHTE H KPBRHOTO HAJIATaHe.

ACE unxubutopy U aHruoTensuH ll-peuentopun 6nokepu He TpaOBa a ce U3NON3BaT €AHOBPEMEHHO
MpH NaLMEeHTH ¢ auabeTHa HedponaTHA. | -

Hemenanomen pax na xooxcama

B nBe enuaeMUONOrH4H¥ NpOoyYBaHHUsA, OCHOBABRALIM C€ Ha JATCKHUSA HALMOHANEH PAKOB PErUCTLP, €
HabJr01aBaH NMOBHIIEH PHCK OT HeMenaHoMeH pak Ha koxata (HMPK) [6azanHowieTbueH KapuHHOM
(BKK) u ckBamosHokseTbueH kapuunom (CKK)] npn HapacTBala ekcno3uuMs Ha KyMynaTMBHaA 2034
xuapoxaoporTrasua (XXT3). doroceHcudOuausupaiumte eexrr Ha X XT3 morart na AeHCTBAT KaTo
BEpOATEH MEXAaHH3BM 3a pa3sute Ha HMPK. |

[TanuenTute, npuemaiun XXT3, Tpsa6ea ga 6baar ungopmupanu 3a pucka or HMPK u cbBeTBanK
PENOBHO Aa NPOBEPABAT KOXAaTa CH 3a HOBH JIe3Wd U He3abaBHO Aa cbobLaBaT npy Nossa Ha
MOOO3PUTENHH KOXKHHM ie3ud. Ha nauneHTHTe TpAabRa aa ce npenopbyaT Bb3MOXKHH MPEBAHTUBHH
MEPKH, KATO OrpaHHYCHO U3ITaraHe Ha ClTbHUEBA CBETJIHHA H YIITPABHOJIETOBH JIbYH, a4 B CTyYaH Ha
€KCIMO3MLIHA, NOAXOAMLIA 3aLIUTA, 32 /14 C€ CBEC A0 MUHUMYM PHCKBT OT paK Ha KOKaTa.
[Topo3puTeTHUTE KOXKHH JIe3ud TpAOBa Aa ObJaT MNoAN0KeHU Ha He3abaBHO H3cnenBaHe,
TOTEHLHAJIHO BKJIFOUYBALLIO XHCTOIOTHYHH M3CHeaBaHus Ha OHoncuuHu mateprand. [lpepazrnexaane
Ha ynorpedara Ha XXT3 Moxke aa ce HAIOXKH K NPH MALKMEHTH, KOUTO ca UManu npeaxoacH H
(B>K. ¢bLIO TOUKa 4.8).

Xopouoanen uznue, ocmpa MuChust U 6MOPULHA 3aKPUMOBEBIHA 2AAYKOMA




CyndoHaMUAMUTE HUITH JIEKAPCTBATA, IPOM3BOAHU Ha CyI1(POHAMHUANTE, MOTAT Ja NpeAn3BHKAT
HOHOCHHKPATHYHA peaklMs, BOACLIA A0 XOPOUJANeH W3AUB C Ae(EKT Ha 3PUTEIHOTO TI0J1€, MPEXOAHA
MHOMMUSA U OCTPa 3aKPUTOBIb/IHA raykoma. CHMNTOMUTE BKIIOYBAT OCTpa HayalHa (a3a Ha
[MOHWXeHA 3PUTENIHA OCTPOTa, 60/Ka B OKOTQ, KOATO C€ NMOABSIBA B PAMKHMTE HA YacOBE A0 CEAMHLM OT
HAYaNoTO Ha nedeHuero. HenekyBaHaTa 3aKkpHTOBIEIHA [NIayKOMa MOXKE /ia A0BEAE A0 3aryba Ha
3peHneTo. Kato mbpBoHavyaiHa MApKa, IEUEHHETO TpA0OBa 1a ObIe NpeyCTAHOBEHO Bb3MOXKHO Hak-
6bp30. HezabaBHa nekapcka NOMOII M XMPYPFHYHA HAMECA MOXKE Aa CE HATOXKM, aKO MOBHLUEHOTO
BBETPEOYHO HajIAraHe He MoXke Aa Obae KOHTpoaupaHo. Kato pHCKoB GakTop 3a nosBsa Ha
3aKPUTOBIRIHA [MIAYKOMa MOXeE Jla C€ CYWTA aHAMHECTHYHH JaHHH 33 aneprus KbM CyadoHaMHAH
UM NEHULIMITHH,

Ocmpa pecnupamopHia moKCusHocm

Crnen npueM Ha XHAPOXJIOPOTHA3HU Ce ChODIABAT MHOTO PEIKH TEXKH CJIyYaH Ha OCTpa
pECNUPATOPHA TOKCHUYHOCT, BKIFOUMTENIHO OCTh pecnipaTtopeH auctpec cuHapom (OPJIC). Crnen
[MpHEM Ha XHAPOXJIOpOTHA3HA 0OMKHOBEHO ce pa3BhBa Oc10apoDeH OTOK B PAMKHTE HA MUHYTH A0
yacose. B HauanoToO CHMITOMHTE BKJIHOUBAT AUCIHER, MOBUILECHA TEMIIEPATYpPa, BJIOLLIABAHE HA
OenoapobHaTa GyHKUMs ¥ xunoToHus. [Ipu cbmMHenue 3a ARDS Tpa6sa na 6b4e cnpsiH NPHEMBT Ha
BuTonpun nakoc M 1a ce NPWIOKH NOAX0AALIO jedeHue. Xuapoxnoporuasu He TpAabsa aa ce
rpu/iara Mpy NaUKXEHTH, KOWTO npeay Tosa ca nonay4vasany OPZIC cnen nprHeM Ha XHAPOXJIOPOTHA3H/

4.5. BzauMoaelicTBHE € APYIH JIeKAPCTBEHH NPOAYKTH B ApYrH OpMH Ha B3aHMOAEHCTBHE
sotina 610oxaoa Ha peHUH-AH2UOMEHIUH-ANOO0CMEPOHOBAMA CUCMEMA

MasHH OT KNMHUYHKH APOYYBAHHUSA MMOKA3BAT, Y€ ABOHHOTO OJIOKHpAaHE HA PEHHH--AHITHOTEH3HH-
annocrepoHopara cucteMa (PAAC) upes komOuHupanaTa ynorpeba Ha ACE nnxuburopu,
aHruoTeH3uH ll-peuentopHu GICKEPH WK ATMCKUPEH CE CBbP3Ba C M0-BUCOKA YECTOTA HA HEXKEJIAHM
CHOWTHSA, KATO HAMPUMED XMMOTOHUS, XHIlepKaineMus U HamangaBaHe Ha 6p6peuHaTa QyHKLUS
(BxJTIOUHTENHO ocTpa 6LOpeuHa HeAOCTATBUHOCT), B CpaBHEHHUE ¢ yroTpebaTa camo Ha e€HO
cpeacTro, aercreauo BupXy PAAC (Bx. Toukn 4.3, 4.4 1 5.1).

BHUMAaTeJIHO NpocieaaBaHe Ha KPBBHOTO HansArake, 0nbpeunatra GpyHKUHA W €AEKTPOJIIUTHTE, TpAOBa
1a ce NPOBEX/1a NMPH NALMEHTH, KOUTO ETHOBPEMEHHO NPUEMAT NH3IHHONPHI H APYrH CPEACTRa,
KOUTO OKA3BaT BJIUAHUE BhPXY PEHMH-ZHTMOTEH3UH-ANA0CTEPOHOBATA ccTeMa (RAAS).
JIM3uHONpUN MW ANTKMCKHPEH He TpAOBa Aa ce nmpuiaraT 3ae/lHO NpH NAUHEHTH ChC 3axapeH Axader.
EnHoBpeMeHHaTa ynoTpeba Ha JTU3UHONPUA K aTMCKHPEH TPAOBa Aa ce U3bAraa rpH NauMeHTH ¢
616peuHo yspeskaane (GFR < 60 ml/min/1,73 m?) (Bikre Touka 4.3).

Jlumuiu

O6paTHMO NOBUILIABAHE Ha CEPYMHHUTE KOHLIEHTPALUM Ha JIMTUH U TOKCUYHOCT ce HaGonaea no
BpeMe Ha eaHOBpeMeHHuUs My npuem ¢ ACE nHxuduTopH.

ACE-HuHXHOKWTOpHTE U OHUYPETHYHHUTE CPEACTBA HaMansaBaT ObOpeyYHaTa EKCKpELUN Ha JINTHH U
YBEJMYABAT PUCKA OT JIMTUEBA HHTOKCHKaLMA. He ce npenopbuBa KOMHHHUPAHE Ha JIM3HHONPHII C
AWTHEBH MPOAYKTH, HO aKO TaKaBa Tepanus € HeoOXoauMa, ce NpoBEXKIa YeCTO MOHHTOPHPaHE Ha
CEPYMHOTO HHBO Ha JIMTUS (BWX T. 4.4).

Huypemuyu
OOHKHOBEHO MOHMXKABALLHA KPbBHOTO HaIgraHe ¢()eKT Ha JIM3UHOIPUI CE YCHIIBA NPH

eAHOBPEMEHHO NPHEMaHE Ha Ay peTULIH. [laumeHTr, npueMally AMYPEeTHLH, H NO-CNELIMATTHO TE3H,
KOHUTO OTCKOPO C€ JIEKYBAT ¢ AUYPETULH, MOrraT MOHAKOra rpHy 3ano4yBaHe Ha JICYEHHE C JTH3UHOMPHI
Na NOAyYaT CWIHO NOHWKABAHE HA KPbBHOTO HaAraHe. PUCKBLT OT CUMNITOMaTHYHA XHITOTOHMA MO
BpeMe Ha JIEYEHHE C JTU3MHONPUI MOXKE a4 CE HaMalli Upe3 CITHpaHe Ha AMYPETHKA Mpeau HavyaloTo
Ha JieYEHUETO C TOBA JeKapcTBO (BKK T. 4.4).

AKO NH3MHOMNPUI ce fpUeMa €AHOBPEMEHHO ¢ Kanui-ry0eluy AMypeTHLUM, ToBa OM MOTJIO a HaManu
PHCKA OT JHYPETHK-HHAYLHpPAaHA XUMOKATHEMMUA.




Kanuii-cvxpanssawu ouypemuyy, Xpanumenanu 006asKu, CoObPHCAUfU KAIUH UAU KAAUU-CHOBPHCAU[U
3amecmumeny Ha conma

BbnpekH ue cepyMHHUAT Kanuii 0OHMKHOBEHO OCTABA B PAMKHTE Ha HOPMANHHUTE FPaHHLH, NPH HAKOH
MaLMEHTH, IEKYBAHH C JIM3MHOMPUI, MOKE J1a Bh3HUKHE XHUTlepKanreMus. Y norpedbara Ha KaJIui-
CbXPaHABALIH JUYPETHLH (HAMpP. CNUPOHONAKTOH, TPHAMTEPEH WIH aMUAOPHI), XPAHHTENHH
A00aBKH, ChABPKALIH KaJTMii WTH KaTMi-ChAbPXKALIM 3aMECTHTENIH HA COITa MOXKe J1a JIOBEAE 0
3HAYMTE/HO NMOBHLIEHHE Ha CEPYMHMS KalMi NpH NaUHMEHTH C yBpeaeHa Ob0pedHa GyHKUNA WK
saxapeH oHaber. TpsbBa chl1O 1a ce BHUMABA, KOTATO IU3HHOMNPHI CE NpHJara € IHOBPEMEHHO C
APYIH CPEeACTBA, KOUTO MOBULIABAT CEPYMHUS KanuH, KATO HAMp. TPHMETONPHM H KOTPHMOKCA30Jl
(TpuMeTOnpUM/CyihaMeTOKCa30I), Tbid KaTO € H3BECTHO, Y€ TPHMETONPUM ACHCTBA KaTO KATUH-
chXpaHaBall AHypeTHK noaodHo Ha amunopua. [lopany ToBa He ce npenopbusa KOMOUHUPAHETO Ha
NIM3HHOTPHA C FOPECMOMEHATHTE JIeKapcTBa. AKO € NoKa3aHa CbIbTCTBalla ynorpeba, e Tpﬂﬁﬁa aa ce
M3I10/13BAT ¢ NOBUILEHO BHUMAHHE H MPU YECTO MPOCIEAABAHE HA CEPYMHHUA KAIUM.

Jlexapcmeenu npodykmu, acoyuupanu ¢ nossama Ha torsades de pointes:

[Topaau pUcK OT XHMOKAIMEMHS CE H3HCKBa J00pa nNpeLeHKa Mpy U3NoN3BaHETO Ha
XHAPOXJIOPOTHAZKHI €AHOBPEMEHHO C JIEKAPCTBEHH MPOAYKTH, YHETO NPHIOKEHHE C€ aCOLMHPA ¢
torsades de pointes, KATO HAKOW AHTHAPUTMHLIMK, AHTHIICUXOTHLUK K APYTH NIEKAPCTBEHH NPOAYKTH, 32
KOWTO € U3BECTHO, Y€ NpeaU3BUKBAT forsades de pointes.

Tpuyuxauunu aumudenpecanmw/ anmuncuxomuyw/ anecme muyu.
EnnoBpeMeHHaTa ynoTpeba Ha aHECTETHULIH, TPULIMKIHYHH aHTHAENPECAHTH W AHTHIICHXOTHLIH 3a€/1HO
¢ ACE nHxuburopu MOXKe 1a UMa KaTo pe3ysiTaT JONBAHHTETHO NOHHXABAHE HA KPBBHOTO HAJIAraHe

(BHKTE TOUYKaA 4.4).

Hecmepoudnu nomusosvnarumennu cpeocmea (HCIIBC), exiiiouumenno ayemuicaiuyunosd
KUCEAUNHA. |

PenosHuaT npuem Ha HCTIBC (cenektnBar COX-2 MHXHOHTOPH, AUETHIT CATULIMIIOBA KUCETHHA > 3
g/nHeBHo ¥ HecenekTBHH HCIIBC) moxxe aa HaManu aHTHXHMNepTeH3UBHUSA edekT Ha ACE
MHXHOUTOPUTE U THa3UOHKUTE AWy peTHLH. KoMOHHauMATa nposBaABa alHTHBEH €DEKT CIIPAMO
NOBHIIIABAHE HA CEPYMHUA KaJIUH, koeTo 61 Morsio Ja Baowu OsbpeuHara GyHkUHA. Te3n edeKTH
o0nKkHOBeHO ca 06paTimu, Paako 61 Moriio aa ce pa3Bue octpa ObOpeuHa HeOCTATBEHHOCT, OCOOEHO
MpH MaLMEHTH ¢ KOMNpoMeTHpaHa ObOpedHa QYHKLHSA, KAKTO H NPH Bb3PaCTHU U AEXHIPATHPAHH
NalHEeHTH.

3namo
HuTpuTOoMaHK peakumny (CUMIITOMH Ha Ba30JWIaTalMA, KATO 3a4EpBABAHE, raJicHe, 3aMaHBaHe H

XUMOTOHHSA, KOUTO NOHAKOra MOraT Ja OBbJaT TeKKH) ca JOKIAJBAHH [10-YECTO MPH [MALKEHTH HA
ned4eHHe CbC 3/1aTO B HHXKEKLIMOHHA (opMa U chirbTcTBalLa Tepanus ¢ ACE uHxuburtopH.

Cumnamuxomumemuyu
BrimoxHO € na peayurpat aHTUxunepren3sHus epekT Ha ACE nHXHOUTOpUTE H 3aTOBA MALIMEHTHTE

TpAOBa Aa € MOHUTOPHUPAT CTPHKTHO.

Aumuxunepmen3ugHu cpeocmea

[Tpn koMOHHHpaHe C APYTH aHTUXWINEPTEH3UBHH CPECTBA, MOXKE 1a HACTHIMH AJAHTUBEH €(IeKT -
PA3KO MOHWXABAHE Ha KPbBHOTO HanAraHe. ETHOBPEMEHHHAT NPUEM C MIHLIEPHT TPHHHTPAT K ApYIH
HUTpPaTH WIH Ba30AWIIaTaTOPH, MOJXKE OLIE MOBEYE Aa MOHMKH KpbBHOTO HangraHe. Tpabsa na ce
H304rBa eNHOBpEMEHHATA YNOTpeba Ha NU3UHOMPUI U ATUCKUPEH (BHXKTE TOUKa 4.3 U 4.4).

Anmuouabemuu cpedcmsa:
EnnaeMUonord4HH NpoyYyBaHysa couaT, 4e eAHOBPEMEHHOTO npunoxeHne Ha ACE- HHXHGHTD]JH c
aHTUAUAOETHH CpeACTBa /MHCYJIMH WIH OPATHHA AHTHAWA0ETHUHW NPOAYKTH/ MOXE 1A 3aCHIIH
XHIOMIHKEMH3UpaLIUA €DEeKT HA NOCNEeXHUTE U 1a NOBULIK PUCKA OT Pa3sBUTHE HA XUMNOTA
KOETO J1a HAIOXKH KOPUTHpaHe Ha A03UTe UM. 1031 eeKT € Mo-u3pa3cH Nnpes MbpBHTE Ce
KoMOWHHpaHaTa Tepanus W NMpy NalUEeHTH C YBpeaeHa ObOpeuHa QyHKUMSA,




Kopmuxocmepouou, amgpomepuyun B /napenmepanen/, kapbernoxconon, kopmuxomponun (ACTH),

CIMUMYAUD QYU TAKCAMUBU.
XuapoxJiopoTHa3UE MOXKE Aa 3aCHIM eNEKTPOIHTHUA AncOanaHe, B YaCTHOCT XHIIOKATHEMHATAE,

Kanyuesu conu.
[loBHINABAT CEpyMHHTE KAILIUEBU HUBA, KATO EKCKPELIMATA MOXKE [1a C€ HaMa/li NMPH U3NON3BAHETO UM

CAHOBPEMEHHO C THA3HUIHH AUYPCTHLH.

Cupoeunu 2Auko3uou. |
[ToBHILEHHUAT PUCK OT JUTHTATHCOBA TOKCHYHOCT CE& aCOUMpa ¢ THa3HA-HHAYLHPAHa XHITOKATHEMHS.

Xonecmupamur u Korecmunon
Moske fa ce 3abaBy U 1a ce HaManu abcopbuusaTa Ha xuapoxnopryazuaa. CyngoHaMUAHHTE
AHypeTHLM TpAOBa Aa ce MPUEMAT €IHH Yac NPeAn HITH YETHPH JO LIECT Yaca Cle] Te3H JIEKapCTBEHH

NPOAYKTH.

Heoenonapuzupawyu MyckyaHu peaaxcarnmu (Kamo myboxypapur xaopuo):
EdexThT Ha Te3u IEKAPCTBEHHU MPOAYKTH C€ MOTEHUMpA OT XUAPOX0pTHa3UIa.

Tpumemponpum.
EnnospemenHaTa ynorpeba Ha ACE uHXuOuropu v THa3uAM, 3a€IHO C TPUMETOIIPHM ITOBHLLIABA
PUCKA OT XUNEPKAITHEMHS.

Comanon:
[IpenuzBukaHaTa OT THa3MAA XMNOKATIHEMUS NTOBULLABA PUCKA OT COTaNON HHAYLIHPAHA apHTMHA.

Anronypunon: |
EnHoBpeMeHHaTa ynotpe6a Ha ACE HHXUOUTOp W alomypHHOJI NOBUILABA PHCKa OT ObOpeyHO
YBpexXKIAaHE U MOXeE Ja AOBEAE 10 HApacTBaHE HA PUCKA OT JICBKOIICHHS.

Luxnocnopun
[Ipu ceneTeTBalua ynotpeda Ha ACE WHXHOHTOPH ¢ UHKNOCIOPHH MOXE 1a Bb3HHKHE
xurnepkanueMmua. [lpenopsisa ce NpocineasBaHE HA CEPYMHHA KATHH.

Xenapun
[Ipu cenbreTBalna ynotpeba Ha ACE uHXHUOUMTOPH © Xernapyud MOXe 1a Bb3HUKHE XUITEPKATHEMHS.

INpenopbuBa ce npocieasBaHe Ha CepyMHUs KaiHid.

Jogacmamun:
Ennospemennata ynorpeda #a ACE nHxubutopu n noBacTaTiH NoBHLLIABA PUCKA OT XHNEPKATHEMMUS.

TIpoxaunumuo, yumocmamuyu u UMYHOCYNPECUBHU IEKAPCMEEHYU NPOOYKmMU:
EnHoepeMeHHaTa UM ynioTpeda e Bb3MOXKHO 12 IOBEAE 10 MOBHLIABAHE HA PHUCKA OT JIEBKOMEHHA.

Tpombonumuyu w/unu bema-baoxepa
JInzuHoNprA MOXe a ce IpUeMa €IHOBPEMEHHO ¢ TPOMOOITHTHLM U OeTa-OnokepH.

Xemoduanusa

KoMOHHaLHATa TH3HHONPWI/ XMAPOXJIOPOTH3aKWA HE € MOoKa3aHa NpH NauMeHTH, NojiaraHi Ha
AManu3a nopagy BHCOKAaTa Y€CTOTAa Ha aHaWIAKTHYHH peakUHH, I0KIAJBaHH NPH NALHUEHTH Ha
NMANN3a C BUCOKOTNPONMYCKINBH MeMOpaHy U eiHoBpeMeHHO NekyBann ¢ ACE unxunburop. INopaam
TOBa Ta3n koMOHHau U4 TpaOea aa ce U3dArea.

Hexapcmea, noguwasawju pucka om anzuoeoem
ConbTeTBaliara ynorpeda Ha ACE nHxuburopu cbe cakyOuTpun/BancaptaH € npoOTHBOIIO
KaToO TOBa NOBHULIABA PHCKA OT aHruoenem (Bx. Touka 4.3 u 4.4).




CwnbreTBanaTa ynorpeda Ha ACE naxubutopH ¢ pauekagotrpuit, mTOR wuxuduropu (Hanp.
CHPOJIMMYC, EBEPOIHMYC, TEMCHPOIIMMYC) U BHIIAATJIMNTHH MOXE J1a NOBEAE 10 MOBULLICH PHCK OT
aHruoenem (Bx. Touka 4.4).

Ko-mpumoxcazon (mpumemonpum/cyagamemoxcaszon)

[TauMeHTH, MONYYasally CHITETCTBAINO KO-TPUMEKCa30/ (TPUMETONPUM/CYI(PAMETOKCA30I1), MOXKE Aa
ObaaT U3105KEHH Ha NOBULILIEH PUCK OT XUNEpKaHeMHUs (BXK. Touka 4.4).

4.6. PepTHaHTET, OPEMEAHOCT H KLPMEHE

bpemennocm
ACE unxudutopu:

Ynorpebara Ha ACE-UHXHOMTOPH He ce MpenopbuBa Npe3 MbPBUA TPHMECTBLP Ha OpEMEHHOCTTA (BXK.
4.4). Ynorpebara Ha ACE-WHXuOUTOpH MO BpeMe Ha BTOPHA U TPETHA TPUMECTBD Ha OpEMEHHOCTTA €
npoTHBonokasHa (Bx. 4.3 v 4.4).

EnxaeMHONOrHYHuTe JAHHH OTHOCHO TEpPaTOreHHUs pUCK BehieacTaue npunoxenue Ha ACE-
HWHXMOWTOPH MO BpeMe Ha TbPBUS TPUMECTbP HAa OPEMEHHOCTTA He ca yOEeMTENHHU, HO BCE MaK HE
MOJKeE f1a ¢e M3K/I0YH W3BECTHO MOBUILEHHE HAa TO3U PUCK. [1pK mauueHTKUTE, NPU KOHUTO
npoAb/KaBaHe Ha 3ano4yHaToTo jeueHue ¢ ACE-uHXUOUTOpP ce CMATA 32 HAJIOXKHUTEITHO €
HeOOXOOUMO, NpPH MNIaHUpaHe Ha OPEMEHHOCT a ¢€ CMEHH aHTHXHNEPTEHIUBHATA TEPANMA C
anTepHaTHBHA, ¢ yCTaHOBeH npodun Ha 6e30nacHOCT Mo BpeMe Ha OpeMeHHOCT. AKO C€ YCTaHOBH
OpemeHHocT, neyeHreTo ¢ ACE-unxuburtop Tpabea ga ce npeycTaHOBU He3abDaBHO H aKo €
NOAXOANIIO Aa C€ 3aMOYHE ANITEPHATHBHO JIEYEHHE.

[Ipunoxennero Ha ACE-uHxuOUTOpH MO BpeMe Ha BTOPUA U TPETUA TPUMECTHD HAa OPEMEHHOCTTA €
CBBP3aHO ¢ PETOTOKCHUHOCT (MOHWXEHA 0BOpeuna GyHKUMUA, OTUFrOXUIPAMHHOH, XHITOILTa3HA Ha
yepena) 4 HeoHaTaJIHa TOKCHYHOCT (OBpOpeyHa HeJOCTAThYHOCT, XHITOTOHHS, XMHNEPKANTHEMH ) (BHXKTE
coio Todka 5.3 [peakIMHHUHH DaHHH 3a 6€30NacHOCT).

Ako ce yctaHOBH ekcno3uuusa Ha ACE-uRXxuOUATOpH OT HAYaN0TO Ha BTOPHUS TPUMECTBP HA
OpeMEHHOCTTa, € NPENoPbUUTETHO YATPa3BYKOBO H3CeABaHe 3a NpocieaspaHe Ha OLOpeuHara
(YHKLHSA U yepena. |

HoeoponeHn, unuTto maiiku ca npueManu ACE-unxuburopu. TpadBa cTpukTHO 1a 6baar
npociieNABaHK 3a NOABA HA XUNOTOHMA (BXK. 4.3 1 4.4).

XHAPOXJIOPOTHAIM

OnUTBT ¢ NPUAMKEHHE HA XUAPOXJIOPOTHA3UA MO BpeMe Ha OpeMeHHOCT, 0CODEHO Npe3 MbPRHA
TPUMECTBP € orpaHuueH. M3cneasaHuaTa BbpXy XXKUBOTHH €a HEAOCTATBYHH. XHAPOXNOPOTHA3ZUA
npeMHHaBa rpe3 miauexrtara. [Ipeapun ¢papMakosorHyHHs MEXaHH3IbM Ha JICHCTBHE HA
XHAPOXJIOPOTHA3HA, HErOBaTa ynorpeda 1o BpeMe Ha 2-pH H 3-TH TPUMECTBP Ha OPEMEHHOCTTA MOXKE
1a NPHYMHK PETO-TNALIEHTAPHA UCXEMHSA U 12 NpeAn3BHKa (PETATHH U HEOHATATHH €(PEKTH, KaTO
KKTEP, HAPYLUEHHE B CNEKTPOJIMTHUA OaNlaHC B TPOMOOLIMTONEHHS.

XuapoxyiopoTHasua He TpaOBa Aa ce U3MoJ3Ba 3a JICUeHUE Ha reCTalHOHEH €EM, reCTallHOHHa
XUNEPTOHHA WIH NPEEKNAMIICHA, NTOpaAy PUCK OT HaMaJiiBaHE Ha NnnazMeHus obeM M IUlaleHTapHa
xunonepdysug, 6e3 na iMa NONOKUTENEH eEeKT MO OTHOLIEHUE Ha 3adonsasaHeTo.
Xuapoxnopotyasui He Tpabea Ja ce M3NON3BA 3a JICUCHHE HA eceHUMalHa XHNEPTOHHUS NPH
OpeMeHHH KEHU, OCBEH B PEIKMUTE CiIyyaH, KOraTo He MOXKE Ja C€ MPHUIOXKH ApPYro JieYCHHE.

Kvpmene.

ACE uHxubHTOpH
Tbit kKaTo HAMA MHGOPMALIMA OTHOCHO YNOTpeGaTa Ha NH3HHONIPH/XHAPOXNOPOTUA3HL B IEPHOIA HA
KbpMeHe, BUTonpuin miioc He ce npenopbyBa 3a ynorpeda B TO3U NEPUOJL, KATO C€ MPEANOYHTa
H3NON3BAHETO HA ATEPHATHBHA Teparusa ¢ nNo-godpe ycraHOBeH NMpogui Ha Oe30MacHOCT, 0C0OEHD
MPH KbPMEHE HA HOBOPOJECHO WIH MPEKISBPEMEHHO POAECHO JETE.

XHIPOXJIOPOTH3IH]




XHOpOXJIOPOTHA3K] CE EKCKPETHpA B MATKA CTEAEH B KbpMaTa. THa3uAWTE, MPpHUIAraHu BbB BUCOKH
1034 NIpeU3BUKBAT (pOopcHpaHa AWYpe3a W NOTHCKAT CEKpELMATa Ha KbpMa. He ce nmpenopbyBa
ynoTtpebaTa Ha JIM3UHONPW]/XHAPOXJI0POTHA3U] MO BpEME HA KbpMEHE. AKO

TW3UHONPHI/ XHAPOXJIOPOTHA3UA Ce NTpHemMa 1o BpeMe Ha KbpMEHe, J03UTe TpAbBa Aa Obaar
BBH3IMOKHO HAR~-HUCKH.

HabnronasaHa € CBpBXUYBCTBHTEIHOCT KbM MPON3BOAHM Ha Cy/IPOHAMHUAA JEKAPCTBEHH MPOSYKTH,
XHMOKAIHEMHA U AAPEHA K bJITEHHULA.

4.7. EdexTH BLpXY cnocobnocTTa 32 modupane 1 padoTa ¢ MAlIHHH

* KakTo 1 npH apyrd aHTUXHNEPTEH3UBHH JIEKAPCTBEHH MPOAYKTH, KOMOHHAUMATA

NW3HHONIPHIT/ XHAPOXJIOPOTHA3H/ MOXKE [1a MMa NleK 10 YMEpEH e(eKT 10 OTHOLIEHHE Ha CITIOCOOHOCTTa
3a wodupaHe ¥ pabota ¢ MawKHHU. TOBa € NO-BEPOATHO MPH 3aM0YBaHe Ha TEpParnHATa, NPpH NPoMsaHa
Ha JJ03aTa WIH NMPH eIHOBPEMEHHA ynoTpeba Ha ankoxXon, Karo 3aBUCH OT HHAHBHAYA/THATA

4yBCTBHUTEJIHOCT.

4.8. Hexxenann JeKapcTBEHH peaKIHH
CnefHUTe HEXeJIaH! peakLWH ca HabMoJaBaHH W ONMUCAHHW B X0Ja Ha NeYEHUE C JIU3HHONPUIT H/HIH

XHAPOXJIOPOTHA3H ChC CbOTBETHATA HYeCTOTa: MHo20 Yecmu (>1/10), wecmu(> 1/100 0o <1/10),

nevecmu(>1/1 00 00< 1/100), peoxu (21/10 000 oo <1/1 000), muozo peoxu (<1/10 000), c
Het3gecmud wecmoma (Om HAIuYHume OAHHU He MOJICe 04 Ce Hanpasu OYeHKa),

Hapyuwienun na memabonuima u xparneHemo
HeuecTu: noaarpa

Hapywenun na nepgnama cucmema u RCUXUYHI HApywieHUA
UecTn: 3aMasHOCT, KOATO OOMKHOBEHO OTILYMABA C/€] MOHMXABAHE HA 1034Ta W He Ce Hanara

peycTaHOBABaHE Ha JECUYEHUETO
HeuecTn: napectesms, aCTCHUA

Pecnupamonu, 2povonu u Meouacmunainu Hapywienun
Yectu: Cyxa M NPOABIKUTENIHA KALTHLA, KOSTO C/IER NPEKPATABAHE Ha JICYUEHHETO OTILIYMABA
Muoro peaku: Octbsp pecnuparoper auctpec cunapom (ARDS) (Bx. Touka 4.4)

Copoeunu u cvoosu napyuenus
YecTu: XUNOTOHMSA, BILTIOUUTENHO OPTOCTATHYHA XUITOTOHHSA

Heuectu: chpuebueHe, rpbaHa 6onka, MyCKyJIHH CNIa3MHA U MYCKY/THa cradocT

Cmomawno-4pegHu HapyuleHun
HeuecTu: nuapwms, rageHe, NOBpbIaHe, HAPYILEHO XPAHOCMUIaHE, MAHKPEATUT, CyXOTa B yCTaTa.

Hapyuwienun na xoxxcama u nooOKodCHamMa HToKaH

HeuecTu: obpus
Peaxy: AHTHOHEBPOTHYEH OTOK Ha JIMLETO, KpaHHLUTE, YCTHUTE, €3UKa, MNIOTUCA W/ WK TapUHKCa

(BHK TOUKa 4.4).

Hapywenun na evanpouszeooumennama cucmema u zbpoama
HevecTH: HMIIOTEHTHOCT

Hpyeu
PE,[I,HH: KOMIUIEKC OT CHMITTOMMH, BKIKO4YBaAUIH €AHH HJIH HAKOJIKO OT CIICAHUTEC. TPCCKA, BACKYJIHNT,

MUAJITHS, apTPairus AW apTpuT, nonoxutenen ANA, yckopeHo CYE, eosuHoduing, JIEBKOLMTO3A,
00puB, (POTOUYBCTBUTEIHOCT WITH APYTH A€PMATOJOMMYHH [IPO3HALH.

Jabopamopnu uzcreoeanus

OTKNOHECHHMATA B PE3YNTATUTE OT 1abopaTOPHU U3CABABAHUS HAMAT OCODEHO KNIMHUYHO 3hAY e

XUnepriinkeMHs, XUTIEPYPUKEMHS HITH XUTNIOKAJIMEMHS Cca JTOKIAABAHHM KATO W30IUPAaHN ClIy®AK,. 57
. S e




[TOBHIIEHK CTOMHOCTH Ha XOJIECTEPON U TPHINIULEPHAH ca HAOIKJaBaHH TIPU JIeUEHHUE C THA3UIHU
AuypeTHLin. JIeKo MOBHIIEHH CTOHHOCTH Ha KPbBHA Ypes M CepyMEH KpeaTHHHH ca HabmoaasaHH ApH
NaLMEeHTH, KOMTO He Ca UMaNIH aHaMHe3a 3a HapylleHa 0b0pedna GpyHkuua. Cnea npeycTaHOBABAHE
HA JieueHHeTO OOMKHOBEHO T€3W CTOHHOCTH BJIM3AT B TPAaHULUMW Ha HopMaTa. JlokianBaHa € KOCTHO-
MO3bYHA CYNPECUS, KOATO MOXE Ja JOBEAE OO aHeMMs M/WIM TPOMOOLMTONEHH, U/ NI JIEBKOMEHM .
B peaku cayuan arpaHy/IOLMTO3a € JOK/aABaHa, HO He € /10Ka3aHa B3aHMOBPH3Ka ¢ NpHeMa Ha
Buronpun mmoc. JIeko MOHWXEHH CTOHHOCTH Ha XeMOTNTOOMH M XEMATOKPHT ca JOKIAaBaHH 4eCTO
MpH NaLMEHTH C XUMEPTOHUA, KOWTO, OCBEH CJTy4YaUTE Ha aHEMHS, HE Ca OT KIIHHHYHO 3HaueHHe.
[MoBuLIEHH CTOMHOCTHTE Ha YEPHOAPOOHHUTE EH3UMU H/UNK cepyMeH OWIMPYOHH pAIKO ca
HaON0AaBAHK, HO IPUYHHHO-CJIEACTBEHA BPb3Ka C NPHEMA Ha NTU3MHONPUIT/ XUAPOXJIOPOTHA3ZH/ HE €
Joka3aHa. Paako € JoK1aaBaHO 3a XEMOJIMTHYHA aHEMHA,

Heocenanu nexapcmaenu peaxkyuil, CbobuWiaeany npu omoelnume aKmugtu geujecmea
XnapoxnopoTHasua (HEU3BECTHA YECTOTA):

Hngexyuu u unecmayuu
CuanoaaeHuT.

Hapywenun na kpvema u aumgnama cucmema
JleBkoneHus, HEYTPONEHUA/arpaHyJIOLMTO3a, TPOMOOLMTONEHHS, aNAacTHYHA aHEMHS, XEMOJIHTHYHA

aHCMHA, KOCTHO-MO3b4YHa CYIIPCCHAL.

- Hapywenuwa na memabonuzma u xpanernemo
AHOPEKCHS, XHIIEPIIIMKEMHs, TIIOKO3YPHS, XHIIEPYPUKEMHS, ENEKTPONUTHH HAPYLIEHHS,
/BK/HOYBALIM XUTIOHATPHEMHS W XHITIOKATHEMH/, OBHULLIABAHE HA XOJIECTEPOIA H TPHITHLEPHAUTE,

noaarpada.

Ilcuxuunu napyuieHud
beanokoiicTBO, Aenpecus, HapyLIEHHs Ha CbHA.

Hapywenus na nepgnama cucmema
3aryba Ha aneTuT, NapecTe3ny, 3aMasHOCT.

Hapywenusa na oyume
KcaHTroncus, npexoAHOo 3aMbIJIEHO BHXKIAHE, OCTPa MHONHUA U OCTPa TECHOBIbJIHA IJ1ayKOMa,

XOpOHOAJICH H3JHB.

Hapywenus na yxomo u rabupunma
Bepturo.

(vpoeunu napyuienus
[locTypanHa XUnNoOTOHHUSA

Cv006u Hapyuienua
' HexpoTHaupaill aHTMMT, BACKYJIHT (KOXEH BACKYJIUT).

Pecnupamopru, 2pvOnu 4 MeOUACMUHANHY HADYILEHUA
Pecnuparopen auctpec (BITHOUBALL MTHEBMOHHUT U OeNnOAPOOEH eaeM).

Cmomawino-4pesrHu HApYUEHUR
CToMalllHo BB3NnaneHue, JUapus, KOHCTUHMAUMA, TAHKPEATHT.

Xenamo-Ouauapru HapyueHw!
JKbnTeHHLa (HHTpaxenaTaTHa XONeCTaTHYHa XK bJITCHALIA).

Hapywenun na xodxcama u nOOKONCHAMA NMbKAH




Peaxuuu Ha GOTOUYBCTBUTENHOCT, OOPHB, KOXKHH JIYIYC €PUTEMATOAEC NOAOOHH PEaKLHH,
aKTUBHpPAHE Ha KOXEH JIyNyC epUTEMaToieC, ypTHKApHA, AHAQHIAKTHYHH PEaKLMH, TOKCHYHA

cnuiacpMaiHa HCKpOJIH3a.

Hapyuwienus na MyCKYIHO-CKeReMHAMA CUCMEMA U CHeOUHUMEARAMA MbKAH
MyckyJIHM cna3sMu, MyCKYJTHa ¢i1abocT. |

Hapywenus na 6vbpeyume y nuxouHume nvmutia
Hapyurenusa Ha 6u0peuHara QyHKUNA, MHTEPCTHLHANIEH HEDPHT,

Obuiu napyuieHud
Tpecka, cnabocT.

Heonnazmu — oobpoxayecmeeni, 310KAYECMEEHU U HeonpeOoeenU (Gl KUCIMU U RORUNY)
C neusBecTHa yectoTa: HeMenanomeH pak Ha Kkoxkata (Da3alHOKIETbYEH KapLHHOM H

CKBaMO3HOKAETbYEeH KapLUAHOM)

Onucanue Ha u3bpanu HedxCeaanu peakyun
HemenanomeH pak Ha Koxata: Bs3 ocHOBA Ha HATHYHUTE JAHHH OT €MHUACMHOJIOIHYHH MPOYYBAHHA €
HaOnwgaBaHa 3aBUCHMA OT KYMynaTHBHATA A03a Bpb3ka Mexay XX13 n HMPK (Bx. cbio Touku 4.4

uS5.1).

JIu3nHONpHI:

Hapyuwenus na kxpvema u aumgnama cucmema.

Peaku: noHmKkeHUE HA XeMOTTIOOWHA U XEMAaTOKPUTA.

MHOro peakH: MOTHUCKaHe Ha KOCTHO-MO3b4HATA QYHKLHS ¢ aHeMHA, TpoMOOLIUTONEHHS,
NEBKONEHHUA, HEYTPONEHHUA, arpaHyIoOUNTO3a (BIOKTE ToOUKa 4.4), XEeMOAMTHYHA aHEMHUA,
numdbageHonaTHs, aBTOUMYHHH 3a00/19BaHUS.

Hapywenun na memaboausma u xparesemo
MHOTro peaKH: XHITOTTIMKEMHUAL.

Hapyuienun na nepgnama cucmema

YecTH: 3aMaiisane, rnapobonue, CHHKONM.

HeuecTu: npoMeHH B HACTPOEHHUETO, MApacTe3UK, BEPTUrO, HAPYLLEHHS BbB BKYCa, HAPYIIEHUA Ha
CbHS

Pegk#: 00bpKaHOCT, HapYLUEHHE HA ODOHAHUETO

C HeH3BeCTHA YECTOTA: CHMIITOMH Ha AelpeCUs.

Cvpoeunu u cv008uU Hapyuenus

Uectn: opTocTaTHYHH €dekTy ( BKII. XUIMOTOHUSA). |
He yecTu: MuokapaeH MHGAapKT WIH MO3LYHO-CHAOBH MHLUMAEHTH, BEPOATHO BTOPHUUHH, NOPAIH
eKCLUEeCHBHA XHMOTOHUA TIPH BUCOKO PUCKOBH NAUMEHTH (BUXKTE TOUKa 4.4), NannuTaumH,
TaXxuKapaua, CHHApPOM Ha PekHo.

C HeH3BECTHA YECTOTa. €eHXHMO3a

Pecnupamopnu, 2pbonu U MEOQUACMUHWIHY HAPYUWIEHUA
HecTH: Kawnuua.

HeuecTH: pUHUT.
MHoro pejikH: 6pOHXOCTIa3bM, CHHY3HUT, aepruveH ajBEOJIUT/€03UHOPHIIHA THEBMOHMS.

CmomMauino-4pesry HaPARUEHUA

YecTu: puapus, NoBphLLIAHE.

HeuecTu: raneHe, abapomyHanHa 6osika, HapyLUEHHS HA XpaHOCMHUIIAHETO.
Peaku: cyxoTa B ycTara. |

MHOTr0 peKH: NaHKPEATHT, HHTECTHHAIIEH AaHTHOESEM.




Xenamo-bunuaprsu HapyuieHus

HeuecTH: noeuiiieHye Ha 4YepHOAPOOHUTE EH3IUMU U DUNTUPYOHHA.

MHOro peiak: XemnaTHT (XenaTtoueayiaapeH WiH XOJECTaTHYEH), XBITCHHLA,
yepHOoApoOHA HEAOCTATBLHHOCT ( BUXKTE TOYKA 4.4).

NUma crobluenus 3a MHOTO PeAKH Cllyyau, IPH KOUTO ChLUECTBYBALL XENATHT € NporpecHpan ao
yepHoaApoOHa HeaocTaTbuHOCT. [lauueHTHTe, NONyyaBalld KOMOHHAUMATA TU3HHONPHI]
/XMAPOXJIOPOTHAZU, NPH KOMTO Ce € NOABHIIA XK bIATEHHLIA HIH H3PA3eHO MOBHIIABAHE HA
4epHOAPOOHUTE eH3uMH, TPAOBA fa NPEKPATAT NeYEHHETOo H Ja 6baaT NoJ MEAULIHHCKO HAONIONECHHKE.

Hapyuenua na xoxcama u ROOKOJICHAMA mMbKaH

Heuectu: obpus, cupbex.

Penxu: cBpbX4YBCTHTEJHOCT/AHTHOHEBPOTHYEH €1EM: aHTHOHEBPOTHHEH €€M Ha JTHLIETO,
KpaWHHLIMTE, YCTHUTE, €3MKA, MOTHCA WWIHM NapUHKCa, YPTHKApHA, aToneLus, NcopHasHtc.
MHoro peaxu: anadopesa, nemMqpUryc, TOKCM4Ha ernuaepMallHa HEKpOIn3a, CHHAPOM Ha CTHBBHC-
J’KOHCBH, epUTEeMa MyJITH(hOPME. |

HabnionapaHa e nmoaBaTa Ha CHHAPOM, KOMTO MOXE /1a BKITIOYBA CJIeAHUTE CHMNTOMU: TPECKa,
BACKYJ/IUT, MHAJIPHA, apTpalrus/apTpur, nonoxkuresHl ANA, yckopeHo CYE (ckopocT Ha yTasBaHe
Ha €PUTPOLIUTHTE), €O3UHOPIITHA, JIEBKOLMTO3a, 00pHB, QOTOCEHINOUTH3ALIMA, APYTH KOXKHH MPOSABH.

Hapyuenua na 6vopeyume u nukoynume nvmuiyd
UecTn: Ou0peuHa IUCPYHKLHA.

Penku: ypemus, octpa 6u0peyHa HEAOCTATBYHOCT.
MHoOro peaku:; onMroypHs, aHypus.

Hapywenua na 8v3npou3gooumetnama cucmema u cospoama
HeuecTU: UMNOTEHTHOCT.
Penku: ruHeKOMAaCTH.

Hapywenua na endoxpunnama cucmema
Penxu: Heobuuaiina cekpelMs Ha aHTUIMY PETHYEH XOPMOH.

Qbuiu napyuienus
Heuectu: ymMopa, aCTEHHA.

Hscredeanus

HeuyecTu: noBHillaBaHE CTOMHOCTUTE Ha KPBBHATA YPes, CEPYMHHUS KpeaTHHUH,
YyepHOAPOOHUTE EH3UMH, XUMIEPKATTUEMHUS.

Penku: xunoHaTpueMus.

CrnofuiasaHe HA NOAO3HPAHH HEXEIAHU PEaKLIUU

CroblasaHeTo Ha NOAO3UPAHH HeXKeJlaHU peakUUM Clea paspeluaBaHe 3a ynorpeda Ha 1eKapcTBEHUS
MPOAYKT € BaykHO. T0Ba N03BOJIABA Aa NPOAL/KH HaOMIOACHUETO HA ChOTHOLLIEHUETO M0N3a/PUCK 32
JIeKapCTBEHHUA NMPOAYKT. OT MEIHLIMHCKUTE CNELMaNUCTH C€ H3UCKBA Aa ChoOILaBaT BCIKa
MOJO3UPaHA HeXellaHa peakuns ypes: |

UianbianuTenHa areHUna No JeKkapcTBeH NpoaykTHTa, yi. Jlamsau ['pyes 8, 1303 Codwus, tenedon:
+359 2 8903417, yebanpec: www.bda.bg.

4.9. Ilpeposupane
Hsama Touna nHgopMaums 3a NeHeHHe Ha NPeA03UpaHe C JTU3HHONPHI/ XHIPOXJIOPOTHA3HA.
JleyeHHETO € CHMNTOMATHYHO W noaabpkailo. JleueHuero TpsAadOBa na 6bae HezabaBHO NpeKpaTe

Ha cuMnToMHTe. Te TpabBa aa ObAAT HACOUYEHH KbM MOHMKEHAa abcopOums U yCKOpeHO
ennMyHUpaHe. JIpyrH TepanesTUHHN MEPKH BKIIOYBAT UHAYLIMPAHE HA MOBPDBIIAHE U CT




NaBaX, aKO JIEKAPCTBOTO € MPUIOKEHO CKOPO, AOKATO AeXUApATalUATa, ENEKTPONHTHUA AUcOananc 1
XMMNOTOHHATA TPpAOBa Aa ObAAT IEKYBaHU MO YCTAHOBEHUS HAUYMH.

Jlnanaonpun

Mma orpandueHo KOJIMYECTBO JaHHHM 3a NMPEAO3HUPAHE Npy xopa. CHMITTOMUTE MpH MMpeAo3HpaHe C
ACE uHXUOHTOpH MOXe a BKJIIOYBAT XHNOTOHHA, LIUPKYJIATOPEH LLIOK, ENEKTPOAHTEH AuchanaHc,
ObOpeyHa HeJOCTATLYHOCT, XUNEePBEHTWIALNA, TAXUKAPAUA, MANTIUTALMH, OpadyMKapaus, 3aMasgHOCT,
06e3nOKOHCTRO, KALULIMLA.

[IpenopbuuTENHO JIEUeHUE MPU NpeJo3UpaHe € HHTPAaBEHO3HA HH(Y3Us Ha (PU3HOJIOTHYEH Pa3TBOP.
AKO HACTBIIH XHITOTOHHUA, MALHEHTHT TPAOBA A3 OBbA€ NOCTABEH B JIETHAIO HOJIOKEHHE.

[Ipy HaMTUHMHOCT ce U3MOoA3Ba aHrMoTeH3KH |l HHY3UA, W/MNK HHTPaBEHO3HO CE MpHIaraT
KaTeXxoJaMHHH. AKO ca HaJTULIE racTPOMHTECTHHAMHM HapyLIeHHS Ce NpHnaraT MepKHy 3a
eJIMMHHUPAHE HA TH3HHONPII {NpeaH3BUKBa CE MOBPEILAHE, IaBaXk Ha cToMaxa, abcopbeHTH,
HATPHEB CyNdar).

JIuznHonpun Moxke Aa ObAaT OTCTPAHEH OT UMPKYIALUMUATA NOCPEACTBOM XEMOAHAIH3A (BHIKTE TOYKA
4.4). leiicMeliksp Tepanus ce Hanara rpHu pe3dcreHTHa Opaankapausa. Buranuure 6enesu, cepyMHATE
ENEKTPOJIMTH H KOHLIEHTPALMATA HAa KpeaTHHUHA CE MOHHTOPHPAT HECTO.

XHApOXJIOPOTHAZH]

CHUMITTOMH OT MpEA03UpaHe ¢ XUAPOXJIOPOTHA3K] Ca YCHIBAHE HA AMYpe3aTa, IOTHCKAaHE Ha
CBH3HAHHETO 0 KOMA, KOHBYJICHH, Nape3a, CbpAc4Ha apHTMHUA ¥ ObOpeyYHa HEAOCTaTEYHOCT.
BpagukapaMs WK CHAHO U3pa3eHH BarycOBY peakUWK TpsaOBa fia ce TpeTHpAaT C NPHICKEHHE Ha
ATPOMNMH.

[Tpu eqHOBpEMEHEH NPHEM HA JUMUTAIIUC, XHMOKATMEMUATE MOXKE 1a Oblle NPHUAPYIKEHA OT ChpACUHH
APUTMHH.

5. ®APMAKOJOIHYHM CBOMCTBA
5.1. ®PapMakoZHHAMHYHH CBOHCTBA
dapmakotepanesruuna rpyna: ACE unxubutopu u anyperuuy, ATC koa: CO9BAO3

Mexanuzem na oeticmeaue

Butonpun niioc e KOMOHHHPAH aHTHXHUIIEPTEH3WBEH NMPOAYKT ChAbPHALL JIHZUHOTIPUIT, HHXHOUTOP
Ha AaHTHOTE€H3WH KOHBEPTHPALUMA €H3UM U XUAPOXJIOPOTHA3H], THA3HAECH NHYPETHK. JIBeTE ChCTaBKH
UMAT CaMOCTOATENIHO JAeiiCTBHE, 2 B KOMOMHALIUA NIPOABABAT B3AMMHO MOTEHUMHpaLl ¢
AHTHXHIMEPTEH3IHBEH €(PEKT.

JIn3uHONPHUA € nenTuaAun AUNENTUaa3eH HHXUOUTOp. Toh dokupa aHrHOTEH3UH KOHBEPTHPALLIKS
eH3uM (ACE), koiiTo katainzupa NpeBpbLUIAHETO HA AHTHOTEH3MH | BbB Ba30KOHCTPUKTOPHHS NMENTH
aHrnoTeHsuH 1. AnrnoreHsuH Il cTHMynUpa CbLIO U OTAENAHETO HA aAJIIOCTEPOH OT HaaObLOpeUHaTa
kopa. MHxu6upaHeTo Ha AHPMOTEH3HH KOHBEPTHPALIKA €H3HMM BOAH A0 HAMAIABAHE Ha
KOHLEHTpaLuUaTa Ha aHrHoreH3uH 1l B nuiasmara, noHuw)kaeaHe Ha Ba3OIpecOpHaTa akKTHBHOCT H
PEAYKLIMA Ha aNA0CTEpoHOBaTa cekperus. [locnenHoTo MOXKe [1a NPHYMHU MOBHLIABAHE HA CEpYMHATa
KOHLICHTpaLUA Ha KaJlH4.

Bunpexu yOexXaCHHETO, YE MEXAHU3MBT HA MOHWKABAHE HA APTEPHAITHOTO HAJATAHE OT JTM3HHOMPUI
c€ ABJDKH ITaBHO Ha OJIOKMpaHe Ha CHCTEMAaTa PEHUH-AHI'HOTEH3UH-AA0CTEPOH, TM3HHONPUN KMa
XWUTMOTEeH3UBeH eeKT U NIPU HUCKO PEHUHOBH XuMepToHULUM, ACE € uaeHTuueH Ha kuHuHasza ll,
eH3MM KOMTO pasrpasiia 6paaHK1MHuHA. PonaTa Ha noBUILEHHTE HKHBA Ha GpalMKHHUMHA, KOWTO €
MOLLIEH Ba30AeNpeCcOPEeH NENTH, B TEPANEBTHYHHTE e()eKTH Ha JIN3HHOMPHII HE € HAMTBJIHO NPoYy4YcHa
H H3UCKBA JOITBEJIHUTEIHH H3CIIEABAHHUA.

XuapoxnopoTyaszug e cyipoHaMuAeH AUYPETHK C aHTHXHNepTeH3uBeH edekt. TOH AeHCcTBa HA HUBO
AUcTanHu 6bOpeuHn TyOynH, KaTo yyactsa B peabcopObumaTa Ha €N1EKTPOIUTH H NOBHLLABA
eKCpeLIMATa HA HATPUEBH U XJIOPHH HOHH B TIOYTH CKBUBAJIEHTHHU KONHYECTBA. 3arybara Ha H
nocneasa ot 3aryba Ha kanuii u 6ukapboHaTtu. MexaHu3MbT HA aHTHXHTIEPTEH3UBHO ACHCT




THA3HAHHTE AUYPETHLH He € YTouHeH. Te ob1MuaiiHo He NOBIHABAT HOPMATHOTO aPTEPHANTHO
Hangrase.

JBe rosemMu paHaoMu3HupaHH koHTpoiupanu npoyusakus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyino rnodanHo H3nUTBaHe 3a
KpaifHH TOYKH Ha TeIMUCApTaH, CaMOCTOATENHO W B koMOHHauug ¢ pamunpwi) 1 VA NEPHRON-D
(KJIHHHYHO Npoy4BaHe CBBP3aHO ¢ pa3BUTUE HA HedponaTHA NPy AHa0ET, NPOBEAEHO OT
MHHUCTEPCTRO MO BLIIPOCHTE HA BETEpaHUTE) — poy4BaT ynoTpebara Ha koMOHHauusaTa oT ACE
MHXuOuTOop U aHruotensuH li-peuenropex Gnokep.

ONTARGET e npoyuBaHe, npoBEeASHO NPU MALIUEHTH C AHAMHE3A 3a CHPASYHO-CBHAOBA HIIH
MO3BYHOCHAOBA OONECT, WK 3axapeH AuabeT TN 2, NpHAPY>KEeHU C AaHHM 3a YBPEXIaHe Ha
edexropuu oprasv. VA NEPHRON-D e npoyuBane npy NaudeHTH CbC 3axapeH auader tun 2 U
nuabeTHa HedponaTus.

Tean npoyuBaHUA HE NOKA3BAT 3HA4UM GnaronpusaTeH edekr BbpXy ObOpeUHUTE U/ UK CHPIEUHO-
ChAOBHTE MOCNEIHLH B CMBPTHOCT, KATO ChLUIEBPEMEHHO ca HAOMKJaBaHH MOBULIEH PHCK OT
XUNepKalHEMHS, OCTPO YBpeKaaHe Ha Ob0OpeunTe W/HIH XUITOTOHHUS B CPABHEHHE C
MoHoTepanuaTa.KaTo ce MaT npeaBua cXxoAHUTE UM (apMaKOAHHAMHUYHH CBOMCTRA, TE3H pe3y.ITaTH
ca npuioxumMu 1 3a Apyru ACE nuxuburopu n anrnorensu ll-peuenropau 6nokepu.

ACE MHXHUOUTOPH W aHrMoTeH3uH Il-petenTtopHu OOKepH ClieA0BATERHO He TpAOBa Aa ce U3NOA3BaT
e/JHOBPEMEHHO MpH NauMeHTH ¢ AMabeTHa HedponaTHs.

ALTITUDE (KiivHH4HO NpOy4YBaHe MPOBEAEHO C AMHCKAPEH NPH NaLMEHTH CbC 3axapeH quaber Tun
2 ¢ M3NON3BaHe Ha ChPASYHO-CHAOBH M OBOpeuHHr 3a00NABaHNs KaTO KpaWHH TOYKH) € MpoyUBaHe,
MpegHa3Ha4eHo Ja U3CJIeBa Nnoji3ara oT A00aBAHETO HA ANUCKUPEH KBM cTaHaapTHa TepanHs ¢ ACE
HHXUOUTOP WIH aHrHOTEH3HH ll-peuenTopeH Onokep Npy NAUMEHTH CHC 3axapeH anader Tun 2 4
XpoHHYHO 6bOpeuHo 3abonsaBane, chpaedHO-CbAOBO 3abonaBaHe WIH U ABeTe. [IpoyuBaHeTo €
MpeKpaTeHO NPexJIeBPEMEHHO NOPAAH MOBMLISH PHCK OT HED1AaronpHATHY nocaeanuu. Kakro
ChPACUYHO-ChIOBATA CMBPT, TAKA U HHCYJITHT €A MO-YECTH B IPyNata Ha AIMCKHPEH, OTKOJIKOTO B
rpynara Ha nnaue®o, a NPeACTaBIABALINTE HHTEPEC HEXKEIAHH CHOMTHA U CEPHO3HH HEXKEJIAHH
chOMTHA (XMNepKanueMus, XUNOTOHNA U ObOperHna JMC@YHKLMA) ce choOuaBar no-4ecTo B rpynara
Ha alTHCKHpeH, OTKOJIKOTO B rpyniaTa Ha ruiauedo.

HemenanomMen pak Ha KoxaTa: Bb3 0CHOBA Ha HATMYHKTE JaHHU OT €NHAEMHOIOTHUHH
npoyuBaHus € HabOJaBaHa 3aBHCHMa OT KyMynaTuBHaTa no3a Bpb3ka mexay XXT3 v HMPK. EaHo
npoy4eaHe BKIOYBA nMonynauus, cberosiua ce ot 71 533 cmyyaun Ha BKK u 8 629 cnyyau Ha CKK,
nomynauus oT cboTeeTHO 1 430 833 u 172 462 noaxoaswy konTponu. Bucokara ynorpeba Ha XXT3
(xymynartusHo >50 000 mg) e cebp3ana ¢ kopurupad OR 1,29 (95% JWU: 1,23-1,35) 3a bBKK 1 3,98
(95% JIU: 3,68-4,31) 3a CKK. HabniopgasaHa e aCHa Bpb3Ka KyMYJ/IJATUBHA N03a-0TroBOp KaKTo 3a
BKK, taka v 3a CKK. /Ipyro npoyuBaHe rioka3sa Bb3IMOXHa Bpb3ka MeXayY paka Ha ycTHUTe (CKK) 1
excnosuumunaTa Ha XXT3: 3a 633 cnyyan Ha pak Ha YCTHUTE € noadpaxa nomynauus ot 63 067 |
MoAXOASALUH KOHTPONY, KATO C€ H3MNOJ3Ba CTPaTerys 3a B3eMaHe Ha npodu, onpenenexa oT pHekKa.
JleMOHCTpHpaHa € Bpb3Ka KyMynaTUBHa A03a-0TroBop ¢ kopurvpad OR 2,1 (95% [IH: 1,7-2,6),
Hapacteaw g0 OR 3,9 (3,0-4,9) 3a sucoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hai-
BUCOKaTa KymyaaTuBHa Jo3a (~ 100 000 mg) (Bx. cbluo Touka 4.4).

S.2. PDapMaKOKHHETHYHH CBOHCTBA

EAHOBpPEMEHHOTO NMPUIOKEHHE Ha IM3UHONPUI U XMAPOXJIOPOTHAZMA UMa MaTbK KK HUKAKbB €DEKT
BLPXY OMOHAIMUHOCTTA Ha OTAE/IHHTE ChCTABKH. Y CTAHOBEHA € OHOEKBUBAJIEHTHOCT MEXAY
KoMOUHHUpaHaTa TabneTka U ABETE H CbCTABKH, MPHEMAHU €HOBPEMEHHO.

Jusunonpun.
AbBcopOLwms:

Cnen nepopajieH MpUeM Ma JIU3HHOMPUJI, , BBIPEKHU ve ce Habnonara TeHAEHLMA Ha MaTKo 3a0aBs

MHOKapACH HHPapKT.




B3 OCHOBa Ha ONPEAEITHETO Ha YPHHHATA eKcpelys, Cpe/iHaTa CTeneH Ha abcopbuLus Ha
JTM3HHONPHI € OKONO 25% ¢ MHTEpHHAHBUAYANHH BapHaluu (6-60%) NpH BCHYKH TECTYBaHH A03H
(5-80 mg). A6copOunsTa HA NUIKHOTIPUA HE CE MOBIHABA OT HANKYHETO HA XpaHa B
racTPOMHTECTHHANHUA TpakT. [lMKkoBH cepyMHM KOHLEHTPALWH ce HabmoaasaT B paMKHTE Ha 6-8
yaca. EQexTbT BbpXy NOHWKABAHE Ha KPBBHOTO HajsiraHe ce Habsoaasa 10 1-2 yaca, OCTHra nuk
10 6 yaca ¥ aelicTBreTO NpoaAbKaBa A0 24 yaca. AGContoTHATa OHOHANHYHOCT CE€ MOHHXKABA C OKOJIO
16% rpu naupeHTH CbC ChpAeHHA HEAOCTATHYHOCT.

PaznpeaencHue: .
JIM3HHOMPHUA HE Ce CBBP3BA C APYTHTE CEPYMHU NPOTEHHN, OCBEH C UHUPKYJIUPALLHA AHTHOTEH3HH-

KoHBepTHpaw, eH3uM (ACE).

EnunMuHupane: | |
JInznnonpun He ce MeTaboliM3Mpa U ce EKCKPETHPA HaITb/IHO HEMPOMEHEH C YpHHATA.
[Ipu MHOrOKpaTeH NPUEM JIH3HHONIPUN MMA eQeKTUBEH MIa3MEH MOIYXKHUBOT OT OKoNo 12yaca.

Xuopoxnopomuasuo
[LnasMeHUAT NOMYXKHBOT Ha XHAPOXIOPOTHAZMI Bapupa Mexay 5%2- 15 yaca npu HabmonaBaHu
[L1a3MeHH HMBA 3a NoHe 24 vaca.

[Tpubnuzurenno 61% ot no3ara ce eNMMHHMpPA HENPOMEHEHa 3a 24 yaca.

Ciied nepopanHo MpUI0KEEUE HAYAIOTO Ha AHYPETHYHOTO JACHCTBUE CE€ PETHCTPUPA Ha BTOPHA Yac, a
MaKCHMAJTHA MJIa3MeHa KOHUEHTpAalUA C€ MOCTHra Ha 4 4ac ¥ MpoAB/DKUTETHOCTTA HA ACHCTBHE € ©-
12 yaca. XuapoxaopoTHazua NpeMyHaBsa filalueHTapHaTa, HO HE H KpbBHO-MO3bYHaTa bapuepa.

5.3. IlpelkNTHHAYHH ZAHHH 32 0€30MaCHOCT

JIM3MHONPHA M XHAPOXJIOPOTHA3UA €a JIEKAPCTBEHH NMPOAYKTH ¢ 100pe YCTAaHOBEH KNIMHHYEH Npogua,
KaKTO MOOTIOENHO, Taka U B komOuHauus. Llanara Heobxoanma vHdopMaLUs 3a NEKyBaLlUS IEKap €
[peAcTaBEHA B KpaTkara XapakTepucTyKa Ha MpOooyKTa.

6. PAPMAILIEBTHYHHU JAHHH

6.1. CHBRCBHK HA NOMOIIHHATE BELHIECTBA
Butonpun niroc 10 mg/12,5 mg » Burornpun nmoc 20mg/12,5 mg:

Kaniues xuaporeHgocdar auxuapar (E341)
[{apeBUYHO HULUECTE
Marneauen creapat (E470b)

Maunuton (E421)
Konoupen, 6e3oneH cunrumes xuapokeua (E351)

6.2. HecnBMEeCTEMOCTH
He ca vM3BeCcTHH.

6.3. Cpok Ha roanocr
Buronpun nimtoc 10 mg/12,5 mg tabnerku: 2 roaMuu
Butonpun rutioc 20 mg/12,5 mg tabaetku: 5 roaiuHu

0.4. CnenBajiHmn yCJ10BHA HA ChXPaAHEHHE
Hsama cneuranHy YCIOBHA Ha CbXpaHEHHE.

6.5. JlanBau 33 ONAKOBKATA
bavcrepuu onakoskn ot PVC/PVDC anymununeso poaHO, MOCTABEHH B KAPTOHEHH KYTHH.
Tabnerkn 10/12,5 mg no 10, 14, 15, 28, 30, 40, 50 B eaHa onakoska.
Tabaetku 20/12,5 mg no 10, 14, 15, 28, 30, 40, 50 B eaHa onakoBKa.




6.6. CiennaJIHH nNpeAnasHH MepPKH MPH H3XBLPJIAHE H padoTa
HsamMa cniennanHy U3HCKBRHUA.

7. TIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Stada Arzneimittel AG ~

Stadastrasse 2-18

61118 Bad Vilbel

[‘epMaHus

8. HOMEP HA PASBPEILIEHUETO 3A YIIOTPEBA
Butonpun nmoc 10 mg /12,5 mg tabnetku: Per.Ne: 20130126
Buronpun nuitoc 20 mg /12,5 mg rabnerku: Per.Ne 20130127

9. JATA HA ITBPBO PASPEINIABAHENIOJHOBABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA |

Jlata Ha mbpBO paspewasaHe: 22.03.2013

Jarta Ha nocneano noaHoBapaHe: 24.07.2018

10. JATA HA AKTYAJIM3AIIUS HA TEKCTA
Hoemapu 2025




