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KPATKA XAPAKTEPUCTHKA HA TPOJIYKTA s$6o00s/ 87

A&/ /747 174- S

1. HUME HA JIEKAPCTBEHUA ITPOAYKT 0[, []2 2[]2]

l'onten 2 mg TBBPAM Kancynu
Gopten 2 mg capsules, hard

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska kancyna chabpika 2 mg Tpanaonanpmi.
[TomownK BelecTBa: BeAKa Kancya cbhibpika 54,5 mg 1akTo3a MOHOXHpAT.

3a MbAHMSA CMUCHK Ha MOMOLIHUTE BELIECTRA, BUKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna
Tebpau xenaTMHOBM Kancy/iu ¢ pasmep 4, ¢ HENpPO3payHO HEPBEHO TANO M HEMPO3PAYHO YEPBEHO
Karnaue, ChbAbpKalld Oenu 10 NouTH 6enu rpaHyJiu.

4. KJIMHHUYHHU JAHHU

4.1 TepaneBTHYHHM MOKA3AHHA

Jleka 10 ymepeHa XMNepToHHUS.

JleBokamepHa aucyHKUMA cnell MHDapKT Ha MHOKap/a.

YcraHoseHo e, e ["onTteH noaodpsasa npexusseMocTTa ciell MHGApKT HA MMOKapaa Mpu MalueHTH ¢
NeBokamepHa auchyHkums (dpakuus Ha uzTnackBaHe < 35%) ¢ uan Ge3 CMMNTOMM Ha CbpaeyHa
HEJ0CTaTLYHOCT W/HJIK ¢ UK 0€3 OCcTaThbYyHA HCXEMHMS.

[MpoabmkuTentoro nevenue ¢ [onten HamansBa 3HauMTENHO O6LIATA ChPAEYHO-CBA0OBA CMBPTHOCT. Tok
3Ha4YHUTC/IHO NMOHHXKaBa pHCKa OT BHE3anmHa CMBPT WM NoABaTa Ha TEXKKA MJIM PE3UCTEHTHA ChpAe4yHa
HEANOCTATBLYHOCT.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

3a nepopajiHO MPHIIONKEHHE

QOBHHOBKH

Buipacmuu
Xunepmonusa

[1pn Bb3pacTHH nauneHTH G6e3 3acToiliHa cbpjaevHa HeaoCTaTb4YHOCT M Ge3 GbOpeuHa wau yepHoapoOHa
HENOCTATLYHOCT, KOUTO HE NpPHEMAT AHYPETHYHA Tepanuid, npenopbryBaHaTa HadaJiHa no3a € oT 0 5 mg
no 1 mg u no 2 mg kato eAMHUYHA JHEBHA 103a. [lauMeHTu ¢ agpoaMepHKaHCKH NpoM3Xo/l 00HKHOBEHO
ce HyKIasT oT 2 mg kKato HavanaHa noza. Jlosa ot 0,5 mg poctura TepaneBTHYeH OTF 0 TpH
MaJjika 4acT oT nauueHture. [lo3ata TpabBa a ce yABOM INOCTENEHHO HA HHTEpPB {oy e‘;ﬁwg Yoy
CE/IMHLIM, Bb3 OCHOBA HAa OTrOBOPA HA MaLMEHTa, 10 MakcuMyM 4 mg 10 8 mg 1Hes }M
ObuuaiiHaTa noaabpiaiia a03a € oT | mg 10 4 mg KaTo eaHHHYHA ﬂHeBHa Kd UTI'O’B T H \
NalMeHTa € BCE OLLE He3aJ0BOJIMTENEH MPH A03a oT 4 mg 10 8 mg, Tpadea na ce oﬁh{ﬁcnu K0M6"n;xmpaﬂa"
Tepanus ¢ JUYPeTHK W/HIIH KaJILMeB aHTaroH1eT (BK. Touku 4.3, 4.4, 4.5 u 5.1). ;
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Jlesoxamepra duchyrrxyua cred ungapxm na muorapoa

Cnen MHpApKT Ha MHOKAp/a, JICHEHWETO MOXe na Obje 3aMN04YHATO He M0-PAHO OT TPETHA JEH.
Havannara anesHa nosa tpabea na € ot 0,5 mg 1o 1 mg, Tasu no3a TpsGBea NOCTENEHHO Aa Ce NOBULIABA
A0 MAKCHMYM 4 mg, KaTo e/IHOKpaTHa AHEBHA A03a. B 3aBUCMMOCT OT NOHOCUMOCTTA, HaNpUMep NOABATA

Ha CHUMIITOMATH4YHA XHNOTOHMWA, TOBA d)opcnpauo TUTPHpPAHE Ha [03aTta MOXKE BpPCMCHHO na Obae
OTIIOMKEHO.

B Cﬂy‘laﬁ Ha XHNOTOHHA, BCAKO CBMBTCTBAIUO XHIIOTEHIHBHO JICUEHHE, Kard HanpuMmep NprHeEM Ha
Ba30HIIATATOPH, BKIKOYHTENHO HUTPATA H AHUYPCTHLN, TpﬂGBa BHUMaTENHO na Gbae OpPSOUCHSHO H NPU

BB3MOXKHOCT 203aTA HA TE3W NEKAPCTEEHH NPOAYKTH Aa Bbjle HAMANEHA.

Jlosata na Tonten Tpabea na 6bae naManeHa, camo B cilydail, Ye MOCOYEHWTE MO-rOpe MEPKM ca
HeeEKTHBHH MJIH HENPHIOKHMM,

Creyuanuy nonyiagyuy

Heduampuuna nonynayus
BezonacHocTTa M edukacHocTTa Ha [ONTEH B A€TCKa BB3pacT HE € YCTAHOBEHA.

llayuenmu 8 cmapyecka ev3pacm

Jlo3aTa npu NauMeHTH B CTapyecka Bb3PACT € ChLIATA KATO MPH NALMEHTH B He-CTapuecka sbhapact. Hama
HeOOXOMIMMOCT OT peayLMpaHe Ha 403aTa TIPH NALUMEHTH B CTAPYECKA Bb3pacT ¢ HopMmaiHa GubpeuHa M
uepHoapobna dynxkuny, TloBuweno BHUMaHHE e HEOBXOAMMO MPU MALMEHTH B CTAPYECKA EB3PAcT HA
COHOBPEMEHHO JICUEHHE C JAMYPeTHLHM, 3acTOHHAa cbpZedHa HEJOCTBYMHOCT, HAM Onbpeuna wWnu
uepHoApoGHa HenocTaTkuyHOCT. Jo3aTa TpabBa fa ce TUTPHpa CNOpe/l HYKAUTE 32 KOHTPOJ Ha KPLBHOTO
HajAaraxe.

lpeduecmaayo OuypemuunHo aeuenue

[Ip¥ nauveHTH B pUCK OT CTHMYJHpaHa PEHMH-AHIHOTEH3HH CUCTeMa (Hanp. NMalLHeHTH Che 3aryba Ha
BOAA M HATPUR), AMYPETHKELT TpaGBa aa ce cnpe 2 unK 3 NHKM Tipead HauanoTo Ha Tepanuata ¢ 0,5 mg
I'onTeH, 3a 1a ce HaMalM BEPOATHOCTTA OT PA3BHTHE HA CHMNTOMATHYHA XHMOTOHURA. JIHYPETUKBT MOME
na ce npubaBU No-KbCeHO, KO € HeoOX0AHMO,

Covpoeuna HedocmamvstHOCH

IIpy nauMeHTd ¢ XMNEPTOHHMS, KOWTO MMaT 34acTOWHA CBPAEYHA HEAOCTATBMHOCT cbe MM De3s
cbrbTeTRala OBOpeuHa HemocTarTbuHOCT, cien nevennero ¢ ACE-uuxuburopw € Habmopasana
CHMIITOMaTH4Ha XHIOTOHHA. TlpH Te3u mauuenTH nedenwerTo TpadBa ga 3aroude ¢ go3a ot 0,5 mg Ao
I mg l'onTeH BeaHBX AHEBHO NOA CTPOr MEAHUMHCKH KOHTPO.

buvbpeuno yapexncoane

[Tpy NauMeHTH ¢ KPeaTHHHHOB KaupbHe oT 30 ao 70 ml/min ce npenopbuea npueM Ha obuuaiiHaTa Ro3a
34 BBL3PACTHHM M NAaLMEHTH B HANMpPEIHAA BH3PACT,

INpy nauKeHTy ¢ KpeaTHHHHOB KIKMpBHC nojJ 30 ml/min ce npenopbuBa 3anoyYBaHe Ha JEUYEHHETO C MO-
HHcKa A03a ['onteH (r.e. HayanHa po3a 0,5 mg) ¥ nocreneHHO NOBUILABAHE Ha A03aTa A0 TOCTHraHe Ha
xkenanns edext pue Bpemero. Ipu Tesn mauMenTH NeyeHHeTo TPaOBa Aa ce M3BLPIIEA NPH PeLOBHO
MeZMUHHCKO NpociesBaHe.

ITaureHTHTE ¢ KpeaTHHHHOB KIMpBHE Hag 30 ml/min He ce Hy#IAAT OT aflaNTHPaHe HA HAYATHATA J034.

Juarusa
He e ycranoeeHo cbe cHrypHocT ianu [ONTeH WAK TpanaonanpriaT ce OTCTPaHssatT npu
Benpexu ToBa Gu mOMNo Ja ce ouakea, Y€ AMANM3aTA MOXKE 1A OTCTPaHW AKT.
TPAHIONANIPUAAT OT UMPKYTAUMATA, KOETO Na JOBelde N0 Bb3MOXHaA 3aryba Ha KO
HanAaraHe. I'lopa,un TOBA C€ H3HMCKBA BHUMATENHO H36J'IIO,EI.CHHC Ha KpPBREHOTO Halld

BpEME Ha AHajin3a M aJarTHpaHe Ha 103aTa, ako € HeoOX0aUMO. i‘




)

Yepnoopobino yepexcoane

[Ipy naumenTH ¢ Texmko HapylieHa YepHOAPOGHa BYHKUMS, HAMAJIIBAHETO HA METAGOIHTHHA KIHPEHC Ha
[onred M akTHBHHA MeTalONHT TPaH/IONAMPUNAT, BOAM A0 FOAAMO NOBMIIABAHE HA MIA3MEHMTE HUBA
Fonren W 8 no-manka CTefied, A0 NMOBHUIABAHE HA HMBATA HA TPAHNONAMPMNAT. 3aTOBA JIEUEHHETO C
lonTtew tpaGea na zanoune ¢ no3a ot 0,5 mg seansXk AHEBHO NOA CTPOro HaBIOAEHHE.

4.3 IlporneonokazaHnsn

- AHaMHe3a 3a CBPBXYYBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO TPAHLONANPHIL, WM KbM HAKOE OT
NOMOLLHHKTE BeulecTra, H30poeHn B Touka 6.1.

- AnamHesa 3a aHTMOHEBPOTHYEH OTOK, CBbp3aH ¢ npueM Ha ACE-uuxuburop.

- Hacneacteen/uanonariueH aHrMOHEBPOTHYEH OTOK.

- Bropu 1 Tpetu TpiuMecTBp Ha GpemMennocTTa (B, Touku 4.4 1 4.6).

- Ennospementara ynotpeba Ha I'onTeH ¢ aliWMCKMpPEH-CHABPKALUM NEKAPCTBEHM NPOAYKTH NpH
MauleHTH ¢be 3axapen auabeT win 6u6peuno yspexaane (GFR < 60 ml/min/1,73 m2) (BK. TOUKH
4.5n5.1).

- EnxospeMenna ynorpefa cbe cakybutpun/sancaprad. ["onteH He Tpabea na ce 3amousa No-paHo
oT 36 yaca cea nocneHaTa 103a cakyOuTpui/BancapraH (gx. Touku 4.4 v 4.5).

4.4 Crpenuanan npeaynpexxieHds U Npeina3HH MepKH NpH ynorpeda
TonteH He TpabBa na ce npunara py NalMEHTH ¢ a0PTHA CTEHO3a WK H3XO0AALa 06CTPy KM,

AH&CIJH.J’]HKTOHJIHH H BBE3MOHKHO CBBP3dHHU peaklHH

Hecenzubunuzayus

AHadMIaKTOMIHM peakiMKd (B HAKOM CAYYMAM >KMBOTOIACTPALIABAILM) MOraT 1a Ce pasBMAT MpH
nauMeHTH, nonyvasauM neycHue ¢ ACE-MHXHMOMTOp W eMHOBpeMEHHa [AeceH3MGMIM3AlLMs Cpeury
HKUBOTHHCKH OTPOBH.

Hucko nemnocmua munonpomeun (LDL)-agepeza
JHKupoTozacrpawasaiumre aHapHNAKTOMAHHW peakUyu ca 3abenasanu, Korato naudedtn Ha LDL-adepesa
npuematr ACE-uHXuOMTOPH MO CHLLOTO BpeMe.

Yepenena uepHoapobHa dyurims
Tovit kato lonTen ce meraGonuaupa A0 CBOA aKTHBEH MeTabONMT B 4YepHHMA Apod, NPH TAUMEHTH <
yBpejleHa uepHoapobHa hyHKIMS e Heo0X0AUMO NOBUIIEHO BHUMAHWE W HabNOeHue.

CHMOTOMATHYHA XHOOTOHHA

[Mpu nMauMeHTH ¢ HeyclOXKHEeHA XWMMEPTOHUS € HabMoAaBaHa PAAKO CHMITOMATHYHA XMNOTOHMA CIER
HauanHarta 03a I'ONTeH, KaKTo M CNel MOBHLIABAHE Ha 103aTa MY. [To-BeposTHO € T4 Aa ce NnoABy NpH
NALUMEHTH C AEQUUMT HA TEYHOCTH W COA NPU MPOALKHTENHA AHYPETHUHA TEpallna, AMETHUHO
OrpaHv4yaBaHe Ha CONTa, JAWATM3d, JAHApHA WK noepbluaxe. [lo Tain npyuHHA MpH TE3H MALHEHTH
OHYPETHUHATa Tepanua TpaOBa Aa ce chpe M Aa ¢ KOpHrdpa dedHuMTa Ha TEYHOCTH W CON MPEaH
Ha4yanoTo Ha nedeHuneto ¢ [onTen.

ArpaHynoUMTO3a U KOCTHO-MO3bUHA CYIPECHA

[Tpu naunenty na neuenne ¢ ACE-uHxuOuTOpy, ca HaGnoAaBaHH Ccayyad Ha arpaHyJoLMTO3a H
NOTHCKaHE HA KOCTHO-MO3bYHATA (ByHKLUHA. M3rnexna, ye pUCKBT 332 HEYTPONEHHA € J030- U THNOBO-
CBbP3aH M 33BMCH OT KIHHHYHHA CTATYC HA nauHeHTta. Tesu peaKuWH €& MO-4eCTH MPH NALHEHTHTE ©
OB6peuno yBpexane, ocobeHO TakvBa Che ChAOBA KOJareHo3a. Buripeku Topa e Heoﬁxonnmo PEOOBHO

CbJ0BA KOJArEHO3a (Hamp. IYMyc epUTEeMaTo3yc H CKIEpOAEpMHS), 0COBEHO nplmp
Ha 6n6peuHarta GyHKUMA M CBNBTCTBALIO NEUEHHE, IPEAUMHO ¢ KOPTHKOCTEPOHA]
cpencrsa. Tosa cheTosHue ¢ obpaTumo cnen npekbesate Ha ACE-unxuburopa.



AHrroeaem
r()l'lTeH MOXKE na l']pHL!PlHH aHTHOCAEM, KOHTO BKJIKOYBA noayBaHEe Ha JIHUETO, Kpaﬁﬂuuwre, €3HKa,

rnotuca W/uan napurkca. JokasaHo e, ve ACE-HHXHOMTOPHTE NpHUMHABAT AHIMOSAEM B MO-ronaMa
CcTeneH npw ahpoaMepruKaHLK, OTKOJIKOTO MPH NAIMEHTH ¢ He-a(pOaMepPUKAHCKH MPOH3XOA.

JoknajisaH € M aHTHOEZEM Ha YepBaTa NpH Nauxenty, nekysann ¢ ACE-unxubutopu. Tosa TpaGsa na ce
MMa MIPENBMA MTPH TAUMEHTH Ha ['oirren ¢ kopemua Gonka (¢ wid 6es rajtene W NORPbILAHE).

[Tanmenru ¢ AHFHOHEBPOTHUYEH OTOK T’})HGBa HeaabaBHO Aa NpeyCcTaHOBAT TEpanuaTa c I"onTen u Aa 61:;1&17
HabnloaaBalK 10 OT3BYYaBAHE HA OTOKA.

AHMMOHEBPOTHHEH OTOK, OFPaHMYEH JI0 NHUETO, ODMKHOBEHO OT3BYuaBa ¢foHTaHHO. OTOK He camo Ha
JMLETO, HO H Ha MIOTHCA MOXE Ra ObAe MKMBOTO-3acTpallaBaul Mopaad pPUCKa OT OOCTPYKUMS Ha
JHXaTENHHUTE [IbTHLIA.

Cerbrerawarta ynorpeba Ha ACE uaxubutopu cbe cakyOGuTpui/Baicaptan € IpOTHBONOKA3aHa Nopaau
NOBHLIEHHUA PUCK OT aHruoeaem. Jleuenne cbe cakyOuTpun/ BancapraH He TpsbBa /1a ce 3ano4Ba No-pbHo
oT 36 vaca cnen NocnesHaTa 1o3a TpaHgonanpui. Jledenue ¢ TpaHgonanpun He Tpadea a ce 3anousa no-
paHo oT 36 yaca clien nocieaHAaTA 1033 CaKyOuTpr/BaticapTan (8. Toukk 4.3 n 4.5).

Cenbretamara ynotpeba na ACE wuxubutopu ¢ pauekagorpun, mTOR wuaxuGutopu (Hanp.
CHPOJIHMYC, €BEPO/IMMYC, TEMCHPOJIMMYC) H BWLJArTHATHH MOXKe Aa A0Bele A0 MOBHIUEH PHCK OT
aHrHoe/ieM (Hanp. OTOK HA AMXATEAHWTE TbTHILEA WK €3HKA, CbC WK §e3 HapyLUIeHHe HA AHIIaHETO) (BXK.
Touka 4.5). Heobxomumo € 4a ce MOAXOAM ¢ NMOBMWIEHO BHMMAHKE, KOFATO CE 3aroupa JeUYeHHe C
pauekanoTpun, mTOR MHXUOHTOPH (HAmp. cUPOJIMMYC, EBEPONMMYC, TEMCHPOJIUMYC) W BUILLATIIMIITHH
NpH NMaUHEHT, koHTo Beue npreMa ACE nHxubutop.

AHCHOHEBPOTHYEH OTOK HA €3WKa, MIOTHCA MW NapHHKCa Hanara He3aGaBHO MOAKOMCHO MpHarave Ha
0,3-0,5 ml pasteop na enunedpun (1:1 000) saepHo ¢ Apyrd TepaneBTHYHH MeEPKH, KOWTO ca
[OAXOAALLH.

Hagnem‘u € pCHOBACKYNapHa XHIIEPpTOHWA
ACE-unxubutopn MoraT na ObAaT HM3NOA3BAHM O NpwiaraHe Ha NpolleAypa 3a M3jleKyBaHe Ha

PEHOBACKY1apHATa XMIISPTOHHA WM B CTy4aH, He Nnpouenypara He Moe Aa Obae u3rbpiueHa. PUckeT ot
TEKKA aprepyanHa XHnoToHHs W ObdpeHa HeZOCTaTLUHOCT € YBE/NHY€H, KOraTo MalHeHTH C
npefliecTranla eIHOCTpaKHA UNM ABYCTPAHHa cTenosa Ha Gubpeunara aprepua ca Ha tepanua ¢ ACE-
uuxuburopu. Jnypernuure mMoxe Aa yBeNWuaT pucka AONbJHMTENHO. JIOpH MPH MalKH DPOMEHH B
CEPYMHHA KPEaTHHHH MOXE /1a WMa 3aryba Ha 6bOpeuHa ¢yHKUMA AOpH NPH NALMEHTH C eAHOCTPaHHA
CTeHo3a Ha Obbpeunara aprepus. [lpu Te3n nauMeHTH NeueHMeTo TpaGea fa Obae 3aNOYHATO ¢ HUCKH
[A03H ¢ FOCTENEHHO TUTPMpaHe Ha ao3ata B OOAHHUYHH YCAOBMS [OA MOCTOSHHO MENHLHHCKO
Habmopenue. JInypetuuynara Tepanus TpaOsa ga Obae cnpsHa W [a ce MOHWTOPMPAT B HAYalHWTE
CeJIMMLM Ha ieueHHeTo ObOpeuHaTa hyHKUMA W CEPYMHUA KANHA.

O0wwu
[Ipu HAKOW NalueHTH, MpHeMally Beve JAHYPETHUH, 0COGEHO B HAYANOTO HA JICUSHMETO, CNIAIAHETO Ha

KPBBHOTO HAJIAraHE MOMKE Aa 6’}:)18 3HAYHTEIHO NPH 3arOvBAHE Ha Tepanua ¢ IlNonTten.

BErbpeyHo yepexnaHe
[TaumeHTH ¢ KpeaTHHHHOB KAWpbHC noa 30 ml/min Morar Aa w3Kkckear HamanaBaHe Ha mosarta [onTen;
raxHata 6u6peuna QyHkLMa TpaOBa na ce HaBMONARA BHUMATENHO,

[lpy nauvenT! ¢ GBOPeUHa HEAOCTATHYHOCT, 3aCTOMHA ChPAEHHA HENOCTATHUHOCT HITH SHHTT
ABYCTpaHHa CTeHo3a Ha ObOpetuHara apTepus, eaMHcTBed GuGpex win cien 6u6peu /
CHIIECTBYBA PUCK OT yBpexiliaHe Ha ObOpeunata ¢ynkuua. Ilpu Hakow TIALHEHT, é& HIem ﬁ’{l‘%
OueBM/IHO TIpeAllecTraio ObOpetHO 3a0onABaHE MOXE [a C€ NOBHILAT KPbB TQ pe’ﬂl»f ee’ A
KpeaTHHHH, Korato ['ONTeH ce mpunara eaHOBpeMeHHO ¢ auypeTHK, Moxe aa i 1




0CcOGEHO TIPH NAUHCHTH CLC ChIUECTBYBALIO YBpexaaHe Ha GhOpedHaTa GyHKLMA WK NPH OTHOCUTENTHO
BUcoxu 1034 Ha ACE-uHXuOuTOpH.

ﬂBOﬁHO GHOKHQEIHE HA PEHHH-AHTHOTEH3WH-ANA0CTEPOHOBATA CHCTEMA ( PAAC!

Hma natinu, ve enHospemenHarta ynotpeba Ha ACE-unxuburopu, aHrnorenzus [l-peuentoprn 6nokepu
MIH aJMCKHPEH MNOBHIIABA PHCKA OT XHMTOTOHHA, XMIMEPKaIHEMHMA W HaManssaHe Ha ObOpeunara
(pynxuns (BKuouMTenHo ocrpa 6nOpeuna HepocraThuHocT). [lopaiu ToBa He ce npenopbuBa ABOHHO
Bnokupane Ha PAAC wupes komOuuupanata ynorpeba ua ACE-wuxuburopu, anrmoTemsun II-
peLenTOpHH GnoKepH WK aNHcKUpeH (BaK. Toukd 4.5 1 5.1),

AKO ce MpeleHH, Ye TepanusaTa ¢ J1BORHO 6aokupaHe e abcomoTHO HeoBxoanuMa, ToBa Tpabea Aa crasa
camo 1oa HabnIOAEHHETO Ha CNIEUMANMCT M NPU HECTO BHUMATENHO MOHWTOpupane na OnOpeunara
(pyHKUMA, ENCKTPOSIUTHTE U KPBBHOTO HAJISATAHE.

ACE-uuxnburopn v anrvotensuH Il-peuentopuu Gnokepu ne Tpsabea oa ce M3NON3BAT eJHOBPEMEHHO
[IpU nmavkenTH ¢ nMabeTHa HedponaTHs.

CepyMeH kanuii
ACE y#XHOMTOPHTE MOraT A2 Npeau3BHKAT XHIEPKANHEMHS, TLH KATO HHXUOUPAT 0cBOGOINKIABAHETO Ha

angocTepo. EdexTuT 06HMKHOBEHO HE € 3HauuTesleH Npu NaUMEHTH ¢ HOpManHa GuOpeuHa GyHKUMA.
Ilpr nauuexTH ¢ Hapyuiena 6u6peuna ¢yHkLMa ofaue W/MAM IPH NALMEHTH, TPHEMAILM XPAHHTENHH
A00aBKH, CHLABPKAIUM KanWH (BRIIOYHTENHO 3aMECTUTENM HA CONTA), KANMMA-CHXPAHABALM SHYPETHULIN,
TPUMETONPHUM HJIH KOTPHUMOKCA30/, M3BECTEH CBIIO KAaTO TPHMETOMpUM/cyndaMeTokcason, H 0cobeHo
@HTArOHUCTH HA  AIOCTEPOHA WM AHTHOTEH3MH-pEeLEenTOpHH O/IOKEPH, MOXke Ja Bb3HHKHE
xunepranuemus. Kanuit-cbXpansBalliuTe AMYPETHLH H aHTHOTEH3HH-peLenTopHuTe Grokepu Tpadea na
¢ MpWnaraT BHUMATeAHO MPH nauueHtd, nipuemaiid ACE nuxubutopm, kato cepyMHMAT Kanud H
0pOpeunata QyHxuns TpsaOBa Aa ce nmpocneasear (Bx. Touka 4.5).

Kamaunua
Ilo epeme Ha neuenneTo ¢ ACE-HHXHOHTOpP MOsKe /14 ce MOABH CyXa M HENPOAYKTHBHA KALLTALA, KOATO
H3ue3Ba CNesl MPeKpaTaBaHe Ha TepanuaTa.

Xupyprus/Anecrezpa
[Ipn nauMeHTH ¢ XMPYPruYyHM MHTEPBEHLMH WIH MO BPCME Ha aHecTe3WA ¢ JEKApCTBa, HaManABallW

KPBBHOTO Hajdrane, l'onten moxe Aa Oiokupa obpasyBaHeTo Ha aHruoteHzwH II BTOpHUHO Ha
KOMMEHCATOPHOTO OTAENIHE HA PEHHH.

[lennarpuyna nonynaums

BezonacHocTTa M edbukacHocTTa Ha TOMTTeH NpH Jeua He € u3c/eapaHa.

bpemeHHOCT
Tepanua ¢ ACE-unxuburopn He TpaOea pa ce 3anousa no Bpeme Ha OpeMmeHHocT, OcCBeH ako

npoab/xasane Ha aedeHHeTo ¢ ACE-uHxuOuTOopH He ce cuumTta 3a KpaiiHo HeoOX0aMMO, TepanHATa Ha
MalMEHTHTE, KOWTO MNanHpat 3abpemensBane, TpsaOea 1a ce CMEHH C aNTEPHATHBHH AHTUXHMMEPTEHIHBHH
NexapcTBEHH CpeacTRa ¢ AoKazaH Apotun Ha GesonacHocTt npu ynoTpeba 1o Bpeme Ha OpemeHHOCT. [Ipu
ycTaHopaBane Ha OpeMenHocT neueHHeTo ¢ ACE-uHxubGuropu TpAGea na ce cnpe He3aGaBHO W ako €
NMOAX0AALLO, Ad CE 3aMoUHe AtTepHaTHBHA Tepanus (BxK. Touku 4.3 1 4.6).

Knpmenn Maiikp
[lopagu ToBa, ue He € HaiiuuHa vH(opMauus no oTHoinewve ynotpeGata Ha [onTed no BpeMe Ha

KbpMEHE, lonteH He ce Nperopryra H anTEPHATHBHHW JCYCHHMA C no’,uo6pe ¥CTAHOBEH 11 (Ebl‘l.ﬂ Ha

HELAOHOCEHO ACTE.

[ToMOILIHH BellecTsa
Jaxmoza




[TaunenTn c pPeaKn HacneAcTBeHH I'IpOGJ’IE.‘MH Ha HEMOHOCHMOCT KbM T[ANaKTO03a, NBJISH NaKTazeH
,ﬂed’)HLlHT HIIH MNMPOKO30-ratakTo3Ha Manaﬁcopﬁunﬂ HE TpSi6Ba Aa NPpUEeMaT TORa NEKAPCTRO,

Hampuii
Tosa nekapcreo cbabpxka no-manko ot 1 mmol Hatpwil (23 mg) Ha Kancyna, T.e. MOXKe Ja ce Kake, ue
1IPAKTHYECKH HE ChABPKa HATPHIA,

4.5 B3anmoaelicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH K APYTH (OPMH Ha BlauMogelicTBHe

HBKaQCTBa, NOBHUWABALINA PUCKA OT AHCHOCICM

Cunvrersamara ynorpeGa Ha ACE uxuburopu che cakybuTpun/Bancapras ¢ NPOTHBOMNOKA3aHa, Thil
KAaTO TOBA NMOBXLUARA PUCKA OT aHrKHoeneM (Bxk. Touka 4.3 n 4.4).

CoiprerBawata ynorpeta va ACE waxubutopu ¢ panexkanorpur, mTOR MHXHOKTOPH (Hanp.
CHPOJIMMYC, EBEPOIHMYC, TEMCHPOTHMYC) M BUIAATTHITHH MOsKE J1a NOBEAE 110 [IOBHLUEH PHCK OT
aHruoezeM (Bxk. Touka 4.4).

Kanui-chbXpansasaluy NMypeTHLM, XpaHHUTENHN A00aBKH, ChALPKALLN KanHil MM KATHi-CBAbLpKAUTH
3aMecTuTeNn Ha coaTa

Boupexy ue cepymHusaT katuii OOHKHOBEHO OCTABA B PAMKMTE HA HOPMANHHUTE rPaHHLM, MPH HAKOH
NAUHEHTH, JCKyBaHW ¢ [onmeH, Moke na BB3HUKHE Xunepkanvemua. Ynorpebara Ha Kanuii-
CbXpaHfBallM AMYPETHLH (HANp. CIIMPOHOMAKTOH, TPHAMTEPEH WIW aMHUNOPUA), XPaHWTENHH N0GaBKH,
ChABPIKALLY KANHH WM KalWH-CLABPYKALLH 3aMECTHTENH Ha CONTa MOXE Aa AOBEAE A0 3HAUMTENHO
MOBHUIEHHE HAa cepyMHHa kanuii. TpaGsa cbllo Ja ce BHMMaBa, korato [onred ce npunara
€NHOBPEMEHHO C JPYrH CPENCTBA, KOMTO MOBWINABAT CEPYMHHA Kalui, KaTo Hamp. TPUMETOMNPHM H
KOTPUMOKCA30.1 (TPUMETOIIPHUM/CyadaMeToKCaz0N), ThH KaTo € M3BECTHO, Y€ TPHMETONIPUM ASHCTBA KaTo
KaJluii-CoxpansBall AMypeTHk 1oaobHo Ha amunopua. [lopasun Toea He ce npenopbusa KOMOMHHPAHETO
Ha ['ONTeH ¢ ropecriomeHaTHTe NieKapeTBa. AKO € NOKazaHa ChirbTersalia ynorpeba, Te Tpabea na ce
H3ON3BAT C MOBHLICHO BHHMAaHHE H MPH YECTO Mpoc/iedBaHe Ha CepyMHMS KanHii.

uld KNOCIIOPHH

IMpu cenbreTRala ynoTpe6a Ha ACE UHXHGHUTOPH ¢ LMKIOCIIOPHH MOXE 1a Bb3HUKHE XMNEPKAIHEMH,
[IpenopbuBa ce npocneasBaHe Ha CEpYMHUA KAJIHH,

Xenapux
[lpu cwnbTeTBama ynotpeba Ha ACE HHXMOMTOPM C XenapuH MOKE 18 BB3HHKHE XHMEepKaiHeMus.

[Ipenoppuba ce npocneassaHe Ha CEPYMHHA KaTHIA,

AHTUAHA0ETHH NeKapcTBEHH NPOAYKTH

Kakro npu Bcuukn ACE-HHXMOWTOPH, €AHOBPEMEGHHOTO NPUIOKEHHE € AHTHAWabOeTHH NeKapcTsa
(MHCYJIMH WM MEpPOpanHy XMNOMNIMKEMHUYHH CPEACTBA) MOXKeE Aa A0Beje A0 MOBHINaBaHe Ha edeKTa Ha
MOHHXXABAHE HA [JIIDKO3aTa H NO-BHCOK PUCK OT XMNOTIHKEMHA.

Jlutnii
[onTen Moke na HamanW €NUMWUHMPAHETO Ha NWTHH. HuBaTa Ha CepyMHHA NUTHit Tpadea ja Gnaar
HabnonasaHu.

Anryorensut [I-peuenrophy GnokepH, ANUCKHPeH
JdaHHK OT KNMHM4HM MpOYYBAHHA [IOKA3BaT, e ABOHHOTO ONOKMpaHe HA pPeHHH-aHIMHOTEHIWH-

anpoctepoHosara cuctema (PAAC) upes komOunupanara ynorpeda Ha ACE-uHxubuTOpH, aHTHOTEH3MH
II-peuenTopHn Grokeps UNM AMCKMPEH C& CBLP3BA C NO-BHCOKA YECTOTA HA HEXKENaHM cuh
HANpUMEp XHNOTOHHA, XMNEPKANTHEMUA W HamanaeaHe Ha ObOpeuHara QyHKUUA (Blcn
610peuHa HelocTaTbHHOCT), B cpaBHEHMe ¢ ynoTpefara camo Ha €aHO nekapcmo,/
PAAC (Bx. Toukn 4.3, 4.4 1 5.1).

EE!FH
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JloknansaHu ca aHadMNAKTOMAHM peakuny KbM BUCOKO-TIPOMYCKIAWBU  MOJIH-aKPHIO-HHTPHIHM
mMemOpaHH, NpWIaraHd npv Xemoauanusa, npu nauuedtd Ha ACE-unxuGuropu. Kakto u npu apyru
neKapcTBa OT TO3H XMMMUEH Kiac, Tasu kombuHauus TpaGea aa ce wibarea, korato ce uznuceat ACE-
HHXHOHTOPH Ha TIALMEHTH HA XEMOHANN3A.

Kakto npu Bcuuky anrnxuneprensuwBHu nexapetsa, HCIIBC (BrilounTenHo aueTHUACATHLMIOB2
KMCeJIHHA BbB BHCOKH J03H, KATO IPOTHBOBL3NANMTENHO JIEKAPCTRO, HanpHMep 3a obnekyapaHe Ha
Gonkara) mOTaT Ja HaMansT aHTHXMNEepTeH3WeHWA edext Ha [onted. Tpsbsa aa ce NOBMLIM
HabNOAEHHETO Ha KPLBHOTO HanAraHe, korato ce npuBaes wiu ce cnupa neyenne ¢ HCIIBC npu
nauueHTH Ha [onTen,

HCIIBC, BrarounTeHO aUeTHICAIMLWIOBATA KUCEIMHA, OCBEH AKO CE H3NON3Ba B NO-HUCKU 03U KATO
HHXHOHTOpP Ha TpomBoumTHaTa arperanms, TpaGea aa ce niGarsat npu nevenue ¢ ACE nnxuburopu npu
NaLHUEHTH CbC ChpeyHa HEAOCTATBHHOCT.

XHMNOTEH3NBHUAT epeKT Ha ONpedencHH MHXANATOPHH ZHECTETULHM Moxe Aa Obie nosuiwen ot ACE-
HHXHOUTOpHTE.

ANONYPHHON, LMTOCTATHLUM, HMMYHOCYMPECOPH, KOPTUKOCTEPOMAM 38 CHCTEMHO TPHIOKEHHE WM
npokaHHamMul, MOKe aa noBULLAT PHCKA OT JICBKOINCHHA, B cnyqaﬁ Ha CAHOBPEMCHHO MNPHIOKEHHE C
ACE-nunxuburopu.

AHTHAUMAMTE MOXE fa NoHwKaT OuonannuHocTTa Ha ACE-pHxuburopure.
ANKOXOJIBLT 1TOBHILIABA PHCKA OT XHIIOTOHHS.

AnTuxunepTeHsusuute edextd Ha  ACE-uHXuOuTOpuTe MOKE Ja ObLIAT NOHWKEHH OT
CHMNATUKOMHMMETHLIMTE, KOETO Hajlara BHUMATEHO NpOCIeitBaHe HA AUUEHTHTE.

Kakto W npw Jpyrure aHTHXMNEPTEH3WBHH JIEKAPCTBA, KOMOMHAUMATA €  HEBPONENTHLM WIH
TPHUHKIIMYHH SHTHAEMPECAHTH NOBHIUABA PUCKA OT OPTOCTATHYHA XHITOTOHHUA.

EnHospemennoro npunokeHne Ha ACE-unxubGutop v mTOR (mammalian target of rapamycin)
uHxuburop (nanp. temsirolimus, sirolimus, everolimus) mMoxe na yBEAMHM pUCKa OT aHrHoeneM (Bi.
Touka 4.4).

He ca nabnioaBaH¥ KIMHWUHK B3aMMOAEHCTBMA MPH NALUKWEHTH C JIEBOKAMEpHA AMCPYHKLMA Cneq
MHOKapiaeH MH(apkT, xorato [onteH € npunaran 3aeaHo ¢ TPOMOONMTHUM, ALETHICATHUWIOBA
xucenuHa, Geta-O0nokepd, KanUWEBH AHTACOHMCTM, HUTPATH, AHTUKOAryNaHTH WAM JuroxcHd. He ca
HaMEPEHH 3HAYMMH KIHHHYHH B3aUMOIeHCTRHA Mexay [OnTeH U LMMETHAHH.

3nato: HUTPUTOHRHH peakumu (CHMITOMHTE BKIIOUYBAT 3a4€PBABAHE HA AMUETO, rajieHe, NOBpPbLLAHE U
XHIOTOHKA) ca 6MnM KOoKNAaABAHM PAAKO NP NALKWEHTH HA NCUEHHUE C HHXKEKUMOHHO 31aTO {HATpHEB
aypOTHOMANAT) 1 npuapyxaealia Tepanus ¢ ACE nHxuburop.

Creuyanuu nonynauuu
leduampuuna nonynayun
[lpoyuBaHHs 3a B3IaMMO/IEHCTBHA Ca NPOBEXKAAHH CAMO NPH Bb3PACTHH.

4.6 @eprHaurer, GpeMEHHOCT H KbPMEHE

BpemennocT .
Ynotpebara Ha ACE-nHxHOHTOpH Npe3 nbpeHA TPUMECTBP HA GPEMEHHOCTTA HE e Jif
Touka 4.4), ¥Ynorpebata Ha ACE-uHxuOHTOPH € NpOTHBONOKAa3aHa Mo BpeMe Ha 2 y
OpemennoctTa (B3K. TOUkH 4.3 1 4.4). :




EnvaeMHonornuiuTe J0Ka3aTescTBa 3a PUCK OT TepaToreHHoct ciel ekcnosuuus ¢ ACE-uHxubuTopH
10 BPEME Ha ITbPBHUA TPMMECTBP HA GPEMEHHOCTTA He ca yBeaUTeNnHH; BLIIPEKH TOBA JIEKO TIOBHLIABAHE
HA PUCKA HE MOXE [a ce M3KMoUKW. JleuenneTo Ha naumedTuTe, niadupalun GpemenHoct Tpsbea Buae
CMEHEHO ¢ aNTEPHATHBHO AHTHXHNEPTEHIUBHO JIEYCHHE ¢ yCTaHoBeH Npodiin Ha 6e30MnacHoCT Mo BpeMe
Ha BpeMeHHOCT, OCBEH aKko NpoAblkaBaHeTo Ha Tepanusata ¢ ACE-HHxHGHTOPH He ce cuuTa 3a KpalHo
Heobxoaumo. Korato ce anarHoctHumpa GpemenHoct, nevenneto ¢ ACE-uixubutopu Tpabdea aa ce cnpe
He3abaBHO M aKo € MOAXOAALLO, /13 Ce 3aII04HE APYro AITEPHATHEHO JIEYEHHE.

Excnosuuma ¢ ACE-unxuburopu no Bpeme Ha BTOPHS M TPETHA TPHMECTLP € M3BECTHO, Y€ WHAYLHMPA
(eToToKCHUHOCT NpH Xopa (HamateHa GbOpedHa GyHKUMA, OIHPOXHAPAMHHON, 3a64BsHE HA uepernHaTa
ocH(HKaLHA) M HEOHATANIHA TOKCHYHOCT {ObGpeUHa HEAOCTATLYHOCT, XHITOTOHHS, XHIIEpKANHEMUA). AKO
CKCMO3MUMATA € HACThNMNA OT BTOPMA TPHMECTbP Ha OpeMeHHOCTTa, CE MNPEenopby4Ba YITPa3BYKOR
npernen Ha 6b6peqHata hyHKuua ¥ yepena. Hoeopoaenu, unuto maiiku ca npuemany ACE-unxubutopu
TpaOera 1a 6baaT HabMOAABAHK BHUMATENHO 3@ XKNOTOHHA.

Kvpmene
Tuid kato Hama wH(OpMauMs 3a npunoxeHuero Ha onTen no epeMe Ha xbpmene, 'onTeH He ce

NpenopL4Ba Npe3 To3H NEepHo. 3a APEANOYHTAHe Ca ANTEPHATHMBHH JIEKapcTea ¢ no-10bpe ycTaHoBeH
npodun Ha He30NacHOCT, 0cOOEHO NPH KbPMEHE Ha HOBOPOAEHH HJH HELOHOCEHH JELA.

4.7 Edexru Bnpxy cnocobHocTTa 3a moprpane n pabora ¢ MAIUHH

QapMoKonorHuHuTe ceoiicTa Ha I'onTeH He mpeanonaraT nossara Ha MOAOOHHU edekTH. Bbnpeku Tosa,
NPH HAKOH HHiMBNAM, ACE-nHxnOuTOpUTE MOXKE Aa NoBaMaatT criocobHOCTTa 3a WwodKpane uau pabora
¢ MalIMHY, 0COOEHO B HAYANOTO HA JIEUEHHETO, NPU NPEMHHABAHETO OT EIHO KbM APYrO JIGHEHHE WIIH
TPH SAHOBPEMEHHHSA 1pUeM Ha ankoxon. Eto 3awo, He ce npenopbuba wodupaHe i paboTa ¢ MAIIHHH
HAKONKO Yaca clefl MbPBaTa A03a MM MOCAEABALLOTO NOBHLUABAHE Ha J03aTa.

4.8 Hexenanu jekapcTBeHH PeaKUHH
Tabnuyen cnUCLK Ha HEeXeNaHU JEKAPCTBEHM Peakiluy

HM36pocHuTe HexenaH! NekapcTBEHH peakUK ca GUnM J1I0KNa/IBaHK N0 BPEME Ha KNMHKUHATA ¢asza, nocT
MaPKETHHTOBO HAOmoaeHHe Wiy daza [V HA KIIHHHYHH W3MKHTBAHHA.

CneiaHuTe KOHBEHLKH C€ M3MOM3BAT 34 ONMPEAe/IaHe Ha yecToTaTa: MHOTO YecTd (=>1/10); vectu (>1/100
no <1/10); nesectu (=1/1 000 go <1/100); peakn (=1/10 000 ao <1/1 000); muoro peaxu (<1/10 000).
KoraTto oT HalMuHHUTE NaHHH He MOJKe 1a Ce OTPEAenH MECTOTATA ¢ HEH3BECTHA 4eCTOTa (OT HATHYHHTE
JaHHH He MOXe /12 ObAe HarpaBeHa OUEHKa).

MedDRA- | Yecrn HeuyecTn Penxn Mnuoro peakn | C Hen3BecTHa
6aza naHHM uecToTA
HA CHCTeMO-
oprasau
KJaacoBe
Hudekunn u Hudekunn | Mudexkunu Ha Cruysur*,
vudecTaunu Ha TOPHH YPHUHApeH TpakT, PHHHT®,
JAUXATETHH | OpOHXMT, rnocut*
ObTHLIA hapHHruT
Hapyuienus Jleskornienus, ArpaHynounTosa,.
Ha KPbETA H aHeMHS, 5
numdHaTa HapyllieHHs Ha
cHCTEMA TpoMOOLUTHTE,
HapyLIeHHA Ha
Genute KPbBHM
KJIETKH




Hapyuenus
Ha HMYHHAaTa
cucTema

CBpbXUYBCTBUTENH
ocT

HapyueHus
Ha
MeTabOIN3
Ma H
XPaHEHETO

Xuuepriavkemus,
XHNOHATPCMUA,
Xuriepxosecrepoie
MHu4,
XHUNEPIAHITHAEMHA,
XUNepYPHKEMHH,
noaarpa,
aHOpPEKCHA,
MOBHIUCH ANETHT,
€H3HMHH
OTKJIOHCHHA

Xwrepkaniemus

[Meuxnunn
HapyHUIeHHs

Bescthmue,
NOHWKABA
HE Ha

JTUOHIOTO

XanouuHauuu,
AETIPECHA,
HapYUIEHUA Ha
CbHA,
TPEBOMCHOCT,
RUTALNA,
AnaTHA

CreTofHHE Ha
00BpraHocT*

Hapymenus
Ha HEpBHATA
CHCTEMA

['nasobo
JlHe,
3aManHo
CT

CrunueocTt

Mo3BUHO-CLA0BH
HHIHAEHTH,
CHHKOR,
MHOKNIOHYC,
napecresms,
MHIpeHa,

murpexa Oes aypa,
JHCTeY3He

Tpansutopha
MCXeMHYHA aTaka,
uepebpanHa
XeMoparus,
HapylUEeHHe Ha
PAaBHOBECHETO

Hapywuienns
Ha O4MTE

Bnedapwur,
KOHIOHKTHBANEH
OTOK, HAPYLICHHA
Ha 3peHHETO,
HapyLIeHHs Ha
OUHTE

3aMbrieHo 3peHue*

HapyiweHns
Ha YXOTO
nabMpuHTa

BepTuro

Tuuuryc

Cupreunu
HAPYLUEHHA

IMannyraun
H

Muokapaen
HH(pAPKT,
HCXeMUS Ha
MHOKap/ia, aHPHHA
NEKTOPUC,
Chp/eUHa
HEAOCTAaTHYHOCT,
KaMepHa
TaxuKapans,
TaxHKkapama,
Opaaukapans

ATpuo-
BEHTpHKyNapeH 6ok,
ChPAEUEH apecT,
apuUTMHUA

Coaoeu
HAPYLIEHHA

Xunoto
HHS

lopeln
BEBJIHH

XuneproHus,
AHUONATHS,
OpTOCTaTHHHA
XMIOTOHMS,
nepudepHu
BacKyJ/lapHH
HapyuleHHs,

g




BAPHKO3HH BEHH

Pectiuparop | Kawnny | Bo3naneuu | ducnues, Bponxocnazem
HH, MPBAHA | a € HA TOPHH | SIHCTAKCHC,
H AMXaTesiHi | QapuHIeanHo
MeAHACTIHA MbTHLUA, BE2najieHue, Homka
JIHH KOHTecTHA | Ha opotbapuHKca,
HapyilleHus Ha TOpPHH NPOAYKTHBHA
AuXaTenHu | KallHia,
NbTHIIA pecnupaTopHH
HapylIeHHs
CromauHo- l'aneke, Xemareme3sa, Hneyc,
UpeBHH LMapHs, racTpur, TIAHKpPEAaTHT,
HapyLeHus CTOMAIIHO- | KOpemHa Goka, HHTECTUHANEH
4ypesHa NOBPBLIAHE, anruoegem™
Bonka, JAMCTIENCHA,
KOHCTHMIIAL | CYXOTa B yCTara,
1, tnarynedums
CTOMAUIHO-
YpeBHH
HapYLUeHHSA
Xenatobunu Xenarur XoJsecrasa Krnrenuua,
apHH HapyILeHHa B
HapYLUEHHA uepHOIPOOHHTe
(OYHKUHOHANHH
TECTOBE
Hapywenns Cupbex, AHrnoenem, [TcopHasuc, Anonenus,
HA KOXaTa M obBpuB ACOpHA3UC, JAEPMATHT YpTHKapya,
MOJKOKHATA XUAEPXHUAPO3E, cHupoM Ha CTHRLH-
ThKaH eK3emMa, JHOHCEH,
aKHe, TOKCHYHA
cyXa Koxa, enuaepManta
HapyllIeH!a Ha HeKposn3a,
KOXKaTa epuTEMa
MyntudopmMe®,
ncopuazudopmen
aepMmatut*
Hapywenus bonku B ApTtpanrus, Muanrus
HA rupha, 00JIKa B KOCTH,
MYCKYJIHO- MYCKYJIHH | OCTEOAPTPMT
CKEeNneTHaTa cnasmu,
CHCTEMA M BoJIKM B
CbeHUTEN KpaAHHUMT
HaTd TbKaH 5
Hapyiueuus Bn6peuna
Ha HeLOCTATLHHOCT,
OuOpewyte U A30TEMMUA,
MHKOYHHTE nonuypms,
MbTHILA NoNaKHypHA
HapyLleHus Epektunna
Ha AHCHYHKLIH
BB3MPOU3BO |
ONTENHaTa
cHCTEMA H
repaaTa
Bponenu, Bpoaenn
BaMUTHH H apTepHaHu
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FeHETHYHH Mandopmaun,
HapPYLIEHHA MXTHO32
Obum Actenu | Hepasnono | Orok, ymopa [Mupexcus
HApYLUCHHA | 5 HEHNA,
# eheKTH Ha Dosnka B
MACTOTO Ha TBpAMTE,
NpUNoKEeHHE nepudeper
070K,
HeMPHUBHYH
0 yceiaHe
Hiacnenpatu Xunepbunupybune | [ToBHiieH TITonwxen Spoit
1 MM Kaaui B TpoMOOUMTH,
KpbBTa, NOBHILEH KPEaTHHHUH B
NOBHLIEHA KpPbBTa,
rama NOBHLUEHa ypes B
ryTaMUATPaH | KPbBTa,
cepasa, NOBHULUEHA AJKANTHA
NOBMLLIEHA doctharaza g KpbBTa,
AMnasa, NoBHLIEHa TaKTaT
TIOBHILIEH NEXWAPOreHasa B
MMyHornobysn | xpbaTa,
HH NOBH1LIEHA acnapTaT
aMHHOTpaHchepasa,
MOBWILEHA aJlaHHH
aMHHOTpaHchepasa,
MOBHILEHH
YepHOAPOOHHN €H3HMH,
HaManeH xeMoriobuy,
HAMaJIEH XEMATOKPHT,
OTKJIOHEHUHA B
e/IeKTpOKapa1orpamMa
Hapanssa- Hapannsane
HH3,
OTpaBsAHMUA H
YCNOMHE-
HHS,
BL3HUKHATK
B pe3ynTar
Ha
HHTEPBCHUH
H

*HToxazea ACE] kaac nescenanu nexapcmeeny peaxiyiiu

CpobuaBane Ha nos03MPaHK HEXKENaHU PEAKLIMH

Crobwaeaneto Ha 110403MpaHN HEXENAaHM Peakldy ClIe/l paspeluaBaHe 3a yrnotpeba Ha eKapcTBEHHS
NpOAYKT € BaxkHO. T0Ba NO3BONABA A4 MPOALILKH HAGNIOASHHETO HA CHOTHOLUEHWETO IIOJI3a/pHCK 3a
JICKapCTECHHA NPOOYKT. Or MEJIHLUMHCKHTE CNELHATTHCTH ¢€ M3MCKBA aa ¢hLoOllaBaT Beaka noaoivpaHa
HexeNnaHa peaklmsa upes HaLMOHAIHATA CUCTeMa 3a ChobLaBane:

HanmbanuTenHa areHuys no nekapcTrarta
ya. Jaman [pyes” No 8

1303 Codua

Ten.: +359 2 8903417

yebcaliT: www.bda.be
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4.9 IIpepozupaue

CuMnTomu
CuUMNTOMHTE HA nNpeno3WpaHe ca TeXKAa XUMOTOHWSA, WIOK, CTYNOp, Gpanukapams, eNeKTPOJHTHH
HapylueHHs ¥ 6b0peiHa HEAOCTaTBYHOCT.

Jleuerure
Cnen norntiiane va npeposvpad I'onTeH kancynu, Tpafea aa ce OOMMCIIA W3BBPLIBAHETO HA Mb/HA
MPOMHBKA Ha CTOMAXA.

KpbBHOTO Handrane Tpa6sa na ce Hab/loAaBa W aKO CE PazBHe XUMOTOHMs, TPAOBA 1a Ce UMAT NpeaBua
obemMo3aMecTBalll pa3TBOPH.
Hama cneunduueH anTnior npu npeaosupate Ha ["onren,

5. ®APMAKOJIOIMYHHM CBOMCTBA
5.1 dapmakoqHHAMHYHH cBoiicTBA
MapmakoTtepanesTiuHa rpyna: ACE-uuxuburopn, ATC koa: CO9AALD

MexaHu3bM Ha aeiicTeHe

Kancynure Tonren cwhawpikar npen-nekapetsoto (“prodrug”) Tpangonanpui, Ko#HTO € He-NENTHIEH
ACE-nunxubutop ¢ kapbokcunta, Ho 6e3 cyndxuapunua rpyna. Tpanaonanpun ce abcopbupa 6np3o,
Clle/l KOETO C€ XMApOAH3Hpa Hecneuu(pHYHO [0 HErOBMA MOLLEH, ABIro AcHcTBall MeTaGosuT
TpanzofanpHAar.

DapmakoaHHAMHUHK ederTH

Tpanponanpunar ce c8bp38a 2APABO U NO MEXaHM3BM Ha Hacuinaneto ¢ ACE.

IlpueMBbT Ha TpaHAONANPHA BOAK A0 MOHMKABAHE HA KOHICHTPALMUTE Ha aHrHoTensuH II, angocrepon
M aTpHaneH HaTpUypeTHueH (PaKTOp, KAKTO W A0 NOBHLIABAHE HA TU1a3MEHATa PEHWHOBA AKTHBHOCT H
KOHLEHTpauuuTe Ha aHruoTeHsud I [lo To3W HaumH TpaHZonanpun MOAYAWpa CUCTEMATA PEHHH-
aHMOTEH3UH-AIA0CTEPOH, KOATO WIpae C[NMaBHa poSis B peryiauMaATa Ha KpbLBHHA obeM H KPbLBHOTO
HAMATAHE, U ChOTBETHO MMa BIArONPHATEH AHTHXHNEPTEH3HBEH eeKT,

KaunuuiHa epukacnoct u GesonacHoct

[IprnaraneTo Ha oOuyaiinuTe TepancBTHYHH A03M TPAHIONANPHN [1PH XWMEPTEH3MBHU NALMEHTH BOAM
A0 3HAYWTEHO NOHKKEHHE Ha KPBBHOTO HANATaHE, KaKTO P NErHano, Taka W MpPH H3NpaBeHO
NOJIOKEHHE HA TANOTO. AHTUXHNEPTEH3IMBHHAT eeKT HACTBMBA cnell 1 4ac, KATO HEroBMA MaKCUMAaeH
ehext e Meskay 8 u 12 uaca n npoabmkasa Haki-Manko 24 vaca.

CeolicTeaTa Ha TpaHAOnanpHil MoraT /fa ofAcHABAT MONyYEHHTe pPe3YNTaTH [0 OTHOWEHHE Ha
perpecHaTa Ha XWNepTpouaTa Ha cbpUETO ¢ noaoOpAsaHe Ha JWacTonHaTa QYHKLMA W apTepUanHus
KOMMnasHe pH xopa. OcseH ToBa, € Habno7aBaHO M HaMalABaHE Ha CLAOBATA XHNEPTPodHA [IPH
KHBOTHH.

Hee rojieMH paHIoMH3MpaHH KoHTponmHpaHyk npoy4saHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyiwio rnoGanHo u3nuTeaHe 3a kpaHHKU TOUKH
Ha TEAMHCAPTaH, caMOCTOATENIHO U B KomOuHauua c pamunpun) u VA NEPHRON-D (Knuuuuho
pOy4BaHe CBBbP3AHO C pasBuTHe Ha Hedponatua npu auaber, nposegeHo or MuuucTepcTBO HO
BLIPOCHTE Ha BeTepaHuTe) — npoyusaT ynotpebata Ha komOunauusta or ACE-naxuSutop u
anrvoreHsuH II-peuentopen Gnoxkep.

ONTARGET e npoyueaHe, MpoBeASHO Npu NalMEHTH C aHaMHe3a 3a Cbp
MO3BYHOCHA0BA DoNecT, WK 3axapeH AuabeT Tin 2, NPUAPYKEHH ¢ JaHHH 38 YBD
opran., VA NEPHRON-D e npoyuBaHe npu nauMeHTH ChC 3axapeH AWa
Hedponartus.

¢ tk_;ga\-wm;g \
3¢
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Tesn npoyusanma He nokasear 3HaunMm Gnaronpusiten edext BLpxy GBOpPeYHHTE WHIH CHPAEYHO-
CBAOBUTE MOC/EAMUNM H CMBPTHOCT, KaTo CbIUEBPEMEHHO €A HaGMIOHaBaHW MOBHIUEH DHCK OT
XHNCPKANUEMHA, OCTPO yBpexk/iaHe Ha OBOpeLMTe M/MNW XWIOTOHMA B CPABHEHME C MOHOTEPAMNHATE,
Kato ce umat npeapnz cxoannre UM hapMakoaMHaMHUHK CBOHCTBA, TE3M PE3Y/ITaTH ca NPHUIKHMH H 3a
Apyrn ACE-nuxubutoph n aHruotensun Ll-peuentopum Haokeps.

ACE-unxuburopu v anruotensun Il-peuentopuu Gnokepu cnedoBarenHo He TpsGBa 1a ce MINOJI3RAT
€/IHOBPEMEHHO MPH NaUHEHTH ¢ AuabeTHa HedponarTHs,

ALTITUDE (Knuru4so npoyusaHe NPoOBEAEHO C alMCKUPEH T1PH TIALMENTH CbC 3axapeH axaber tun 2 ¢
H3MON3BaHe HA CbpACUYHO-CLAOBH H ObOpeunn 3abongBaHWs karo KpaifHM TOYKH) € NpOYUBaHeE,
TIpeIHA3HAYCHO Na M3C/IeBa NON3aTa OT A00aBAHETO Ha ANMCKMPEH KbM crtaunapTHa Tepanus ¢ ACE
uHxuburop win auruoteHanH Il-peuentopen Onokep npu nauveHTy cbe 3axaped aWaber THI 2 u
XpohuuHo Gubpeuno 3abonssane, cbhpaeuHo-chioBo 3abonsade wid w asete. [lpoyusaHero ¢
NPEKPATEHO NPEKAEBPEMEHHO NOPaaK NOBULLEH PUCK 0T HeDNaronpuaTHu nocneanuu. Kakto cbpaedto-
CbROBAaTa CMbPT, TAKA M MHCYNTHT ¢a MO-YECTH B IPYNATA HA ANMCKHPEH, OTKOJKOTO B IpyrnaTa Ha
nnauebo, a nNpeAcTaBRNABALIMTE MHTEpeC HEXeNnaHu CcbOMTHA W CEPHO3HM HEXENaHH CbOMTHA
(xunepkanuemus, XMnoToHus W OuOpeuHa auchyYHKUMA) ce CHLOGLIABAT NO-YECTO B rpynaTta Ha
ATUCKHPEH, OTKONKOTO B rpynata Ha nnaueGo.

5.2 ®dapMaxkoKHHEeTHYHH CBO#CTBa

AGcopbuns
Cnen nepopanes npueM TpaHoianpun ce pesopOupa MHOrO Gbp30. [THKOBHTE MIa3MEHH KOHLEHTPaLK

H4 TPaHOONAnpHA Ce [JOCTHraT 3a eaMH 4ac cnen npHeMa., AOcomoTHata OMOHANTHYHOCT Ha
Tpangonanpun e oxoito 10%.

Bnorpancdopmaniis

Tpannonanpui ¢e XUApOIH3IUPa L0 aKTHBHUA THAlMA MeTa0OMNT TPaHAONANPHIIAT, KOHTO ¢ cneundruen
ACE—-unxuburop. I11kosara rnasmena KOHUEHTPALMA HAa TPAHIOIANpUIaT ce gocthra cned 3 1o 8 uaca,
AbGcontoTHaTa GHOHAIMYHOCT HA TPAHAONATIPUIIAT Clle/l NPHEM Ha Tpanaonanpui ¢ oxkono 13%. Cuax Han
AUC Ha TpaHAONANPHIIAT HE CE MPOMEHS OT NMPHEMA HA XpaHa.

Paznpenenchue
CBBp3BaHETO Ha TPAHAONANPHA € TNa3MEHHTE NIPOTEHHH € 0Ko10 80% M He 3aBMCH OT KOHLIEHTPaLHATA,

ObeMbT Ha pa3npefencHHe Ha TpaHaonanpun ¢ okono 18 L. Cebp3saHeTo Ha TpaHaosanpunata e
3aBMCHMO OT KOHUEHTpauKATa M Bapupa ot 65% npu 1 000 ng/ml no 94% npu 0,1 ng/ml, xoeto nokazsa
HACHLIAHE Ha CBBbP3BAHE C yBENHYaBaHe Ha KOHUeHTpauusaTa. [1pu 3apaeu noGpoBoaLM, KOHUEHTpaLUMATA
Ha TPaHAOJIANPHI B [T1a3MaTa Hamanaea Obp30 ¢ cpellcH NOAYKHBOT MO Majke ot 1 vac.

BuoTtpaHcgopMaliis

[Ipy MHOTOKpAaTHO TIPHICIKEHHWE HA TPAHOAONATIPUI, PABHOBECHO CHCTOAHWE 3a TpPaHAONANMPHIAT ce
AOCTHIa 3a OKOJIO YeTHPH AHM, KAKTO NpH 3ApasH 100poBO/ILUM, TAKa U NPH NO-MAAH HIIH B HanpenHana
Bb3PAcT NAaUMEHTH C XureproHus. [IpH paBHOBECHO CBCTOSHWE, e(PEKTHBHUAT NOTYKHBOT Ha
TpaHAONANpHAaT ¢ Mexay 15 ¥ 23 uaca, BKNOUBALL Manka (pakuus OT NPUETHS NMPOAYKT, BEPOATHO
OTpa3sBallad CELP3IBAHETO C MNIA3MeHua H ThkaHeH ACE.

EnnmMunupane
Cres nepopaiso tipunoxeHHe Ha GenszaH NpoayKT npu Xopa, 33% or panroakTHBHOCTTA Ce OTKPUBA B

ypHHata H 66% B u3npaxHeHuaTa. Okono 9-14% or npuerata no3a TpaHAONANpPUn ce oraes KaTO

ypuHarta (<0,5%).
OO6IMAT nnasMeH KIMPBHC HA TpaHRONanpwil M TpaHAONanpuiaT cnefm npl—i6"
MHTPAaBEHO3HO € OKONO 32 NMTpa Ha yac H 7 TWTpa Ha 4ac, CbOTBETHO. J
BrOpeunusT knupbhe Ha Tpannonanpunat sapupa ot 0,15 1o 4 nuTpa 3a uac, B 3aBHC)




CneluyanHy nonyjnaumu

{leduampuuna nonyaayus
DapMakOKHHETHKATA HA TPAHJONANPKI HE € H3CJIEABAHA NPH KUA Nog | 8-roauiiHa BB3pacT.

Hayuenmu 8 cmapuecka w3pacm u noa

DapMakoKHHETHKATA Ha TPaHIONATpPH € H3chelBaHa MNpPM NAUMEHTH B CTApuecKa Bb3pacT (Han 65
COAMHHM) M NpW aBaTa noAa. [lnasMeHata KOHUEHTPALMA HA TPAHZONANPHUA € MOBHILIEHA NPH NALKEHTHTE
B CTAPHECKA BB3PACT C XHICPTOHHA, HO NAaIMCHATR KOHUEHTPAlUWs Ha TPAHAOJAANPHNAT M
unxubupawara ACE axTURHOCT ¢ nogo6GHa NpH BLIPACTHUTE M MO-MJAAAM HALUMEHTH C XMNEPTOHM.
(bapMakoKMHETHKATA Ha TPaHAONANPHI H TPaHAONANPHNAT, KakTo » Huxubupaiata ACE akTdBHOCT €
NoA0GHa [IPH MBXKETE M XEHHTE B CTAPUYECKA BB3PACT ¢ XMINEPTOHMA,

Paca
He ca ycranosenu hapMakoKHHETHUHH PA3/IHKM TIPH PA3IMYHHUTE PACH.

brbpeuna nedocmamvynocm

B cpaBHeHHMe ¢ HOpPMANHMTE MHAHBMAY, IUIA3MCHMTE KOHUEHTpaUWM Ha TPaHAOAANpHA M
TPaHJONANPHAAT ¢a MOYTH JBA IbTH TO-BUCOKH, 2 OBOPEUHHUAT KNMpBHC HaManeH ¢ okono 85% npw
NaUMCHTHTE C KpeaTHHHHOB KHMpBbHC Aok 30 ml/min ¥ Te3n Ha xemomuanusza. Ilpu mauueHTHTE ¢
610peuno yBpexxiaHe ce Npenopbysa ananTUpaHe Ha J103aTa.

Heproopobna nedocmamvunocm

Cren nepopaiHo MPHIOKEHHE NP NalMEHTH ¢ eKa A0 YMEPEHA alkOXOMHA LUMpPO3a, U1A3MEHHTE
KOHLIEHTPaLMH Ha TPaHAOMAIPHI M TPAHAONANPHIAT ca G CHOTBETHO JIERET M [IBA M'bTH NO-BUCOKU OT
TE3M NPH HOPMANHWTE UHAWBKAH, 6e3 ToBa Za € cBbp3aHo ¢ npoMaHa B HHxuOupawara ACE akTHBHOCT,
[IpH nauueHTHTE ¢ 4epHoApobHAa HEAOCTATBUHOCT CE MPENOpbUYBAa OOMMCIIAHE [IPHEMa HA MO-HHCKH
J03H.

5.3 Hpeakaunu4uHM JaHHH 38 GezonmacHocT

KapLUHHOTeHHOCT, MYTAreHHOCT M HapVIlicHHE Ha DepTHANTETa

[lpoyuBaHmnaTa BLPXy PenpoAyKTHBHATA TOKCMYHOCT ¢a MOKa3aln edekTH BupXy OuOpeuHOTO pa3sBuTHe
Ha NOTOMCTBOTO, ¢ MNOBHLLIEHA 4YECTOTA HA pasiuMpeHHe Ha GBOpedHOTO JercHue; ToBa e HaGmoaasaHo
npu Ao3u ot 10 mg/kg/nHerHo M nosede mpu nabXose, HO Oe3 3acsaraHe Ha HOPMAHOTO Pa3BHTHE Ha
noToMcTBOTO. TpaHIoNanpun He € Nokasan MyTareHeH UH KApUWHOFEHEH MOTEHLIHAIL,

6. GAPMANIEBTUYHHA JAHHH
6.1 Cnucek na NOMOWHHETE BelecTBa

KancyaHo cbibpsumo
[apeBHuHO HHlIECTE
JlakTo3a moHoXHApaT
IMoeuacH

Hartpues creapun dymapar

ChCTAB HA KAcyaaTa
XKenatHu

Turtanos auoxcug E171
Hbnr sxenezen okcun E172
Epurposun E127

Hatpues naypuncyndar
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6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roguoct

3 (Tpu) roaunun

6.4 Cpeunajinn yc10BHSl HA ChXpaneHHe

Ha ce cvxpanasa npu Temnepatypa noa 25°C.

6.5 BujanchAbpxakHe HA 0NAKOBRATA

PVC/PVDC/Al unu anyMuHHeRa KaneHaapHa oNakoBKa, Chabpkaia 28, 56 unu 98 kancyau.
He schuku BUAOBE OMakoBKM Morat fa ObaaT nycHati B npoaaxta.

6.6 Cnennanmu npennas’HH MepPKH NPH WIXBBPJAsHE ¥ paloTa

Hama cneupantu vsuckBaHms.

7.  INPHTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Maiinan EOOJ

Odmc crpapa ,,Cepauka omcH®

Oyn. CutHakoBo Ne 48, er. 7

1505 Codus

bbarapus

8. HOMEP(A) HA PA3ZPEIIEHHETO 3A YIIOTPEEA
9600167

9. JATA HA IOBPBO PA3PEINABAHE/MOTHOBABAHE HA PA3PEHIEHHETO 3A
¥YIIOTPEEBA

Hata Ha nbpBo pazpewasane: 11 despyapu 1998 1.
Hara Ha nocnenHo noaHosaBaHe: 19 suyapu 2009 r.

10. JATA HA AKTYAJIM3INPAHE HA TEKCTA

07/2020
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