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KPATKA XAPAKTEPI/ICTHKA HATIPOQAYKTA . | i

RE// /%7/% fza-uo
1. MME HA JIEKAPCTBEHHS IIPOAYKT - 0402 W
INonten 0,5 mg TRbpan kKancynu
Gopten 0,5 mg capsules, hard
2. KAYECTBEH H KOJIMYECTBEH CBCTAB
Besika kancyna cwavpika 0,5 mg TpaHaonanpuit.
[lomolHH BelllecTsa: BesKa Kancyna chabpka 56,0 mg nakTo3a MOHOXUZpAT.
3a NBLAHUA CIIHCBK HA NIOMOLIHHTE BELLECTBA, BHKTE Touka 6,1,
3. JIEKAPCTBEHA ®OPMA
Tewpna kancyna
Tebpau xenaTUHOBH Kancynu ¢ pasMep 4, ¢ HEMPO3payHO YEPBEHO TAMIO W HENPO3PAYHO XBJATO Kanaue,
chaspKaluy Geny 1o nouru Genu rpaHynu.
4, KJIUHWYHHA JAHHHU
4.1 TepaneBTHYMHH NOKA3AHHA
Jlexa no yMepeHa XHOCPTOHHA.
JlesokamepHa AHCOYHKUMA Cliel HHDAPKT Ha MUOKap/a.
YcradoseHo €, ue lNonren nonoGpssa npexxuBieMOCTTa cnel MHGAPKT HA MHOKApAa NpH MALMEHTH C
nepokamepHa AMcOYHKUMA ((pakUva Ha w3thackBave < 35%) ¢ unM 0e3 CHMMNTOMH HA ChbpaedHa
HEA0CTATBYHOCT /WK ¢ UNH 0e3 OCTaThbYHA HEXEMMA.
[Npoav/mknTenHoTO Nevenue ¢ ['onTeH HaManaBa 3HaunTeNHO 06LIATa ChPAEYHO-CHAOBA CMBPTHOCT. To#
3HQYMTEIHO MOHWXKABA PHCKA OT BHE3aNHa CMBPT M NOABATA HA TEXKA WIH PE3UCTEHTHA ChpAEYHA
HeJOCTATLYHOCT.

4.2 Jlo3HpOBKAa A HAYHMH HA NPHJICKEHHE

3a nepopanHo NpHIoKeH e

,ﬂ03lfl POBKA

Brapacmnuy
Xunepmonus

Ilpu BB3pacTHH nauueHTH Ge3 3acToFHa cbpaevHa HeAocTaTBUHOCT W Ge3 OuOpeuna wnu uepHoapoGHa
HEROCTATBYHOCT, KOMTO HE MpUEMAT AMYPETHUHA Tepanus, NpenopbuBaHaTa Hayanta no3a e ot 0,5 mg 10
1 mg v a0 2 mg KaTo enuHKYHA AHeBHa fo3a. [TauneHTr ¢ adpoaMepHKaHCKH Npou3xoa OGHKHOBEHO Ce
HY»AaaT oT 2 mg kaTo Hadanda ao3a. Jlosa ot 0,5 mg aoctHra TepaneBTHHEH OTrOBOp Camo IIpY Maska

NaUKEHTA € BCE OLUE HE3AJOBONHTENEH 1P f03a oT 4 mg 2o 8 mg, Tpabea na ce
Tepanua ¢ AHYPETHK WHIKM KanliHes aHTaroHueT (8. Toukn 4.3, 4.4, 4.5 u 5.1),




Jesorkamepra Oucynryus caed ungapkm na muoxapia

Cnen vHOapKT Ha MUOKAP/IA, JIeHeHHEeTO MoxKe [a ObAe 3aMOUHATO He MO-PaHO OT TpeTHs AeH, Havanuara
aHesHa no3a Tpadma na e or 0,5 mg go | mg. Tazu noza TpsBBa NOCTENEHHO Ja €€ NOBHLIABA 10
MakcuMyM 4 mg, KaTo eIHOKpaTHa AHeBHA N03a. B 3aBUCYMOCT OT MOHOCHMOCTTA, HAMPUMEp MOABATA Ha
CHMITOMATHYHA XHIOTOHHA, TOBA OPCHPAHO THTPHPAHE HA N03ATA MOXKE BPEMEHHO Ja 6be OTIOMKEHO.

B cityvali Ha XMNOTOHMs, BCAKO CHIBTCTBALLO XMIOTEH3WBHO NICUCHHME, KATO HANpPUMEp MpPHEM Ha
Ba30[IMSIATATOPH, BKIKOUHTEAHO HUTPATH M JHYPETHUM, Tpadea BHUMaTENHO da Gbae NpeoLeHeHo W Ipu

BBLIMOXHOCT A03aTa HA TE3IHU NEKAPCTBCHH NPOILYKTH Aa 61:).16 HaMancHa.

Hozata nva [onten TpaGea na Obie Hamaneda, camo B Cilyuaid, ue MOCOYEHMTE NO-TOPE MEPKM ca
Hee()eKTHBHHM MNH HEMPUIIOKUMH,

Crneyuanniy nonyaayuu

Ileguampuyna nonyaayus
Besonachoctra ¥ edukacHocTTa Ha [ONTEH B LETCKA BB3PacT HE € YCTaHOBEHA.

Hlayuenmu e cmapuecka svzpacm

Jlo3ata npu NauMeHTH B CTAPYECKA BH3PACT € ChlUATa KaTo NpH MaLMEHTH B He-CTapyecka Bb3pact, Hama
HEOOXOAKMOCT OT pelyLiMpaHe Ha JOZaTa [PH MalMeHTH B CTapyecka BbL3pacT ¢ HopManHa 6ubpeuHa u
uepHoipobua Pynkumu. [ToBHIEHO BHMMaHUE € HEOOXOAMMO MPH NAUMEHTH B CTApuecKa Bh3pacT Ha
€/1HOBPEMEHHO JIEMEHHE ¢ JMYPETHLH, 3acTofiHa CbpAeiHa HENOCTBYHOCT, WM ObOpeuHa uaw
uepHoApodHa HelocTaTbuyHOCT. Jozata Tpabea ga ce TUTPHPaA CNOPEL HY)KAWTE 32 KOHTPON HA KPbBHOTO
HansraHe,

Ilpececmaaiyo ouypemuuno tevenye

[Tpy nauMEHTH B PHUCK OT CTHMYNHpPaHA PEHMH-AHMHOTEH3WH cUcTeMa (HanNp. NaUMeEHTH cbe 3aryba Ha
BOJA W HaTpWi), AMypeTHKBT Tpadea fa ce cnpe 2 WK 3 AHW fpead HauanoTo Ha tepanuata ¢ 0,5 mg
['onTen, 3a 1a ce HaManu BEpPOSITHOCTTA OT Pa3BUTHE HA CHMMTOMATHUHA XHMIOTOHHMA. J|HYPETHKET MOXKe
Ja ce nprubaBK MO-KbCHO, 8KO € HeODX0IHMO.

Cwvpoeuna nedocmamvynocm

[lpy nauvenTn C XMNEPTOHHA, KOMTO MMaT 3acTOMHA Chbp/JetHA HEAOCTATLYHOCT C€bC MW Ge3
cenwTcTBalla ObOpeuHa HepoctaThuuoctT, cnex nedeHwero ¢ ACE-unxuburopu e wnabmonapana
CHMNTOMATHYHA XMIOTOHMA, [IpH Te3u nauuenTn neuennero Tpabea aa 3anouxe ¢ jo3a or 0,5 mg no
1 mg 'onTeH BeAHb:# AHEBHO 11O/ CTPOT MEAHLMHCKH KOHTPOIL.

bwbpeuno yapescoane

ITpH naunent ¢ KpeaTHHUHOB KIHpBHC oT 30 a0 70 ml/min ce npenopbuea npreM Ha o0uuaiiHaTa no3a
32 Bb3pPacTHH H MNalLMEHTH B HANPEAHANA BB3PACT.

ITpy nauMeHTH ¢ KpeaTHHHHOB KIHMpbHC noj 30 mi/min ce npernopb4Ba 3ano4BaHe Ha NEHEHHETO C fO-
nucka nosa lonrten (T.e. HauyanHa po3a 0,5 mg) M NOCTENEHHO MOBMINABAHE HA 103a8Ta N0 NOCTHraHe HA
wenaHus eexT Bue Bpemero. Ilp Te3u naumeHTH neuenweTo TpAOBA /a ce M3BBPLIBA NPH PEIOBHO
MEIMLMHCKO Npoc/ieasBaKe.

MauxenTHTe C KpeaTHHUHOB KWIMPEHC Haa 30 ml/min He ce Hy»KAa4T OT aflaNTHpaHe Ha HaYanHaTa Ao3a.

Huanusa
He e ycTaHOBEHO CbC CHrypHOCT Aanu ['ONTeH WM TPaHAONANPHNAT C& OTCTPAHABAT NPK AHANK3A.

Bmpem ToBa OW MOTIO fa ce Ovaxkea, 4Y€¢ JHandzaTa M@KE na OTCTPAaHW AKTHBHHWA- ‘GQJ'IHT

HanaraHe. HOP&I{H TOBA C& M3MCKRa BHUMAaTeiHO HabnwaeHWe Ha KpPBLBHOTO Haﬂﬂl‘ y
BpEME HA AHANH3A K ajanTUpaHe Ha N03aTa, ako ¢ HeobBxoauMo. ,."

Yeproopobro yepexcoane




[1pu naukenTH ¢ TeAKO HapyLIEHa YepHoipotna dyHKLMs, HamanasaHeTo Ha MeTaboONHTHUA KNHPBHE Ha
FConten n akrusnun MeTabGoStMT TPAHAONANPUAAT, BOAM A0 TONAMO NOBMINABAHE HMa MUIA3MEHHTE HHUBA
['onTed W B ro-Manka cTeneH, 0 MOBMILABAHE HA HMBATA HA TPAHIONANPWNAT. 3aTOBA JNEYEHUETO C
lonren Tpabea na 3ano4ue ¢ f03a ot (0,5 mg BeAHbX AHEBHO Nnoj cTporo HabaoaeHue.

4.3 IlpoTusonokazanus

- AHaMHe3a 3a CBPLXUYBCTBMTEIHOCT KbM AXTWEHOTO BELIECTBO TPAHAOIATIPHI, WITH KbM HAKOE OT
MOMOLUHKTE BellecTsa, U30poeHH B Touka 6.1.

- AHaMHe3a 33 aHTHOHEBPOTHYEH OTOK, cBBp3aH ¢ npuem Ha ACE-unxuburop.

- Hacneacrsen/ninonaTtHues aHrHOHEBPOTHYEH OTOK.

- Bropu u pern tpumectsp Ha GpeMeHHOCTTA (B, TOUkH 4.4 1 4.6).

- Eanospemennata ynotpeba Ha [onTeH ¢ anMCKMpPeH-CLOBPKALUM NEKAPCTBEHH MPOAYKTH MpH

nalHenTH cbe 3axapen auaber wnu 6n6peuHo vepexaane (GFR < 60 ml/min/1,73 mz) (BK. TOUKM
45u5.1),

- EnnoBpemenna ynotpeba cue cakyGurpun/sancaprad. ['onten He TpsaGea Ja ce 3an0uBa NO-paHo OT
36 qaca cnen nocneaHaTa £o3a cakyGHTpHI/BancapTaH (Bx. ToUkH 4.4 1 4.5).

4.4 Choeunajnu npelynpexXAeHHs ¥ (PeANAa3HA MEPKH npn ynorpeba
T'orrren He TpaOBa Aa ce NpUAara NPy NaUWEHTH ¢ A0PTHA CTEHO3A MITH M3X0AALA O0CTPYKIMA.

AHa(MNAKTOUAHN W BbIMOMKHO CBLP3aHH PEAKLIMH

Lecensubunusayus

Anadunakrou iy peakuni (B HAKOM CAYYAH JKHBOTO3ACTPAINABALIM) MOTAT /1a CC PASBUAT NIPH NALMENTH,
nony4asawn neuenne ¢ ACE-WHXuOGuTOp ¥ eaHOBpeMEHHA ACCEH3MOMAM3ALMA CpPewy MKHMBOTHHCKH

OTpOBM.

Hucxo navmuocmuna aunonpomeun (LDL)-aghepesa
AupoTosacTpalapainure aHaHNAKTOMAHH peakuuu ca 3abenasaHu, korato nauvent Ha LDL-adepesa
npuemat ACE-HHXHOHTOPH NO CHUIOTO BPEME.

¥YBpeneHa deproapobua hyHKuMA
Tbit kato lonTen ce merabonmsupa no cBOA aKTHBEH METaGONMMT B 4epHUA APo6, NMpW NAUHEHTH C
YBpeaeHa YepHoApobHa GyHKIMA ¢ HeoOXoaHMMO MOBHLIGHO BHHMaHHE H HabtoaeHH e,

CUMNTOMATHYHA XHUIIOTOHHA

HpH NAaUlHEHTH C HEYCNOKHEHA xunep’rorma c Haﬁmo,uaBaHa PAAKO CHMAOTOMATHYHA XHAOOTOHHA Cclen
HauanHaTta fo3a l'onTes, KakTO M CAgl MOBHILABAHE HA Ro3aTa My. [1o-BepoATHO € T4 Ja ce NoABH MpH
NALKEHTH C JeMUMT HA TEYHOCTH M CON NPH NPOALIKWTENHA RHYPETHHHA Tepanusd, AMETHYHO
orpaHanBaHe Ha COonTa, aHaiv3a, OHapua HIH nospm.uane. HO TAa3H MpPH4YHHA MpH TE3H MNMALKUECHTH
AMYpeTH4Hata Tepanus TpadBa Jla ce cnpe W Ja ce KOPUrHpa AShMIMNTA HE TEUHOCTH M COM NpeaH
HAYANOTO HA nedeHUeTo ¢ [onTex. '

ArpaHyJIouUMTO3a H KOCTHO-MO3LYHA cynpecHs
Flpn nauventn Ha nevenuwe ¢ ACE—uHxuGuTOpH, ca HaGni0LaBaHH CAyuaW Ha arpaHyJoOLMTO3a M
NOTUCKAHE HA KOCTHO-MO3bYHATA Bynkuna . Harnexna, 4e pucKbT 3a HeyTpPOIEHHs € 1030~ M THIOBO-
CBBp3ait H 3aBHCH OT KJIHHHYHHA CTaryc Ha IauHeHTa. Tean peakuMy ca no-4eCTH NpH NaUHEHTHUTE C©
61Opeuto yepexaaHe, 0cobeHO TAKHBA ChC ChAOBA KOMAareHosa. Bhipeku Tosa € HeofX0QuMO PESOBHO
npocieassade Gpos Ha OEAHMTE KPBBHM KINETKM M HHBOTO Ha NMPOTEHHW B YPUHATA, MPH NALKEHTH Che
CBH/0OBA KOJlareHo3a (Hamp. NYMyC epUTEMATO3YC W CKAepodepMus), 0cobeHo MpUAPYKE By

Ha OnOpeuHaTa (yHKLMA H CBIBTCTRALLO JIEYEHHE, NMPEAUMHO C KOPTHKOCTEPOHIH
cpenctsa. Tosa cueTosanme e obpatumo crep npexksesate Ha ACE-nHxuGuTOpa.

AHruoeiem



I'onten Moxke aa MPUMHHK aHTHOCACM, KOWTO BKMIOYBA TMOAYBAHE HA JIMLETO, KpaHHHUWTE, e3uka,
rIoTHCa W/MnKM napuukca. JokasaHo e, ve ACE-uHxHOMTOpHTE NpUUHUHABAT AHFHOGAEM B NO-TOAAMA
CTEREH Npy apoaMePHKAHLIM, OTKONKOTO NPH MAUKMEHTH C He-ahpOaMEPHKAHCKH NPOMIXO/.

Hoknaasan e M aHrioeneM Ha deppara [P nauneHTH, nekysank ¢ ACE-unxubutopu. Topa Tpabsa na ce
MMa NpeiByA NpH nauneHTy Ha l'onTeH ¢ kopemHa 6onka (¢ wnu Ge3 rageHe W NOBpPLLIAHE).

HauneHTH ¢ aHrHOHEBPOTHYEH OTOK TpaGBa He3abaBHO 1a NpeyCTaHOBAT TepanuaTa ¢ [omnred U na 6saar
Hab1I0aBaHH 4O OT3BYYABAHE Ha OTOKA.

AHTMOHEBPOTHYEH OTOK, OIPaHMYeH 10 NMLUETO, OOMKHOBEHO OT3BYYaBa cnouranHo. OTOK He caMo Ha
JHLETO, HO W Ha TNOTHCA MoXe na Oble MMBOTO-3aCTpallaBall MOpajM pucka OT ODCTPYKLHS Ha
JAMXATENHUTE NbTHIIAE,

Cobnbrersamara ynotpe6ba va ACE uHxubutoph cbe cakyGuTpni/BancapTaH ¢ NpoTUROIIOKa3aHa Nopau
NOBHIUEHHA PHCK OT aHrHOSAEM. Jleuenue cbe cakybuTpun/ Bancapran He TpaGpa Ja ce 3ano4Ba No-paHo
OT 36 uaca cile/l nocneaHara ao3a Tpanaonanpuil. Jleyenue ¢ TpaHaonanpun He Tpabea aa ce 3anoyea ro-
paHo OT 36 uaca cilea nocneaHaTa 403a cakyOMTpuUA/gancapTat (Bx. Touku 4.3 u 4.5).

Cenvrersamara ynotpeba Ha ACE unHxuburopn ¢ pauekagorpusn, mTOR  unxuGutopu (nanp.
CHPOJIMMYC, €BEPOJIMMYC, TEMCHPONMMYC) W BHAJAMIMITHH MOMKE [a NOBeJe [0 MNOBHMILEH PUCK OT
aHrHoeaeM (Hanp. OTOK Ha AMXATE/IHMTE ITbTHLIA WK €3HKa, CbC MK §e3 HAPYLIEHHE HA MINAHETO) (BIK.
Touka 4.5). HeobxonuMo € na ce nojaxoaM ¢ NOBMLIEHO BHUMAHMWE, KOraTe CE 3arfoqBa JieYeHwe ¢
pauexanoTpun, mTOR uuxubutopu (Hanp. CHPONUMYC, €BEPONMMYC, TEMCHPOIMMYC) H BHNAATTHNTHH
1py nauenT, Koito Beye npuema ACE uHxuburop.

AHr4OHeBpOTHYEH OTOK Ha €3MKa, rA0THCA UMW fapuHKea Hanara He3abaBHO MOAKOXKHO [IpUAaraHe Ha
0,3-0,5 ml pastrop Ha enunedpun (1:1 000) 3aenHo ¢ APYTH TepANEBTHUHH MEPKH, KOHTO €4 NOAXOAALLH.

[laupenT c peHOBacKYnapHa XUNEPTOHUS
ACE-uuxuburopn MoraT na OGbAaT M3MON3BaHW 10 (PHI4raHe HA TNpoueaypa 3a H3JIEKyBaHe Ha

peHoBacKynapHaTa XHNEPTOHHA WK B ciyuau, Ye MpoueaypaTa He Moxe za Gbae Wi3sbpiueHa. PuckbT ot
TEXKA apTEPHAIHA XMMOTOHMA W ObOpeHAa HEOCTATBUHOCT € YBEJAHUEH, KOTaTo MalMeHTH ¢
NpeAlecTBalla €HOCTPaHHA MIH ABYCTpPaHHA creHos3a Ha OnOpeunara aprepus ca Ha Tepanus ¢ ACE-
UHXHOWTOPH. J(HypeTHUHMTE MOXKE Aa YBENMYaT PMCKA AOMBIAHMTENHO. JOpH MpH Mankh NpomesH B
CePYMHHs KpeaTHHWH MOXe€ Ja uMa 3ary6a va GbOpeuna QyHKUMS KOPH MpH AAUMEHTH € €AHOCTPaHHA
CTeHo3a Ha ObOpeunara aprepus. Tlpu TesW mauueHTH NeveHueTo TpAGBa Aa Obae 3aNOYHATO C HMCKM
A03H € MOCTENEHHO TUTPHPaHE Ha [03aTa B OONHMUHH YCIOBHA MO NOCTOAHHO MEIHLIMHCKO
Habmopenne. Juypernunata Tepanua Tpabpa na 6ude cnpsHa M Aa C€ MOHHTOPHUPAT B HAYANHWTE
celAMHUH Ha nedyeHHETO ObOpeyHaTa GyHKUMA U CepYMHHS Kanuii.

O61n
[Tp HAKOU NalMEHTH, NPHEMALUM BeYe OUYPETHLM, O0COGEHO B HAYAJIOTO HA JIEHEHHETO, CNANAHeTO Ha
KPBBHOTO HanAraHe Mosxe Aa ObAe 3HAUWTEIIHO NIPH 3a04Bane Ha Teparnus ¢ [onren.

bubpeyHo yBpeKi1aHe
[launenTt ¢ kpeaTuHuHoR Kaunpbue nog 30 ml/min MoraT Aa W3MCKBAT HamandeaHe Ha Ao3ara [onTeH;
TAXHaTa OuOpeyHa (yuking TpsGBa na ce HabmOapa BHUMATERHO,

[py naunenTH ¢ 6L6PEUHa HEAOCTATHUHOCT, 3aCTOHHA ChPAEYHA HEIOCTATHUHOCT WIIH €LHOCTPAHHA MIIH
ABYCTpaHHa CTeHo3a Ha ObOpeuHara aprepus, enuncreed O6uOpek unu cnea 6nOpevHa TpaHCONMaHTaLMA
CBLIECTBYBAa PHCK OT yBpexaane Ha 6bOpeunara dynkums. [lpy HAKOM nauueHTH ¢ xMneproHus Oes
OMEBHAHO TNpeaiiecTsawo OblOpedno 3abonsBaHe MoXe Jia ce NOBHIUAT KphBHATa ypeﬂ H cepyMHst

ocobeHo npu NAaLHEHTH CbC CHILECTBYBALIO YBPE3NCAAHE Ha 61>6peqHaTa t])yHKLI,PISI i
BHCOKH 103H HA ACE-unxubutopu. '

Hpoiino GioKHpaHe Ha peHUH-aHIHOTEH3HH-A1A0CTepoHoBaTa cucTeMa (PAAC)




Hma naHHH, ve enHoBpemennata ynotpeGa Ha ACE-nnxuGutopn, anruotensus Il-peuentopun 6rnokepu
HIIH AJIMCKHPEH MOBHILABA PHCKA OT XMITOTOHHA, XHNEPKATHEMHA U HaManaBaHe Ha 6bOpeurara ¢yHkuua
(BknrouMTENHO OCTpa 6B6peuHa HenocTaThuHoCT). Flopaad ToBa He ce npenopbsBa ABOHHO BAOKHpaHE HA
PAAC upes komBunupanara ynorpeba Ha ACE-HHXMOMTOPH, aHruoTensnn Il-peuentopun Gnokepy Him
anMckupen (B, Touku 4.5 u 5.1),

AKO ce mpelleHH, Ye TepanusTa ¢ ABoFHO Gnokupane e abconTHO HeoBxoauMa, Toea TpaOBa aa cTasa
camMo 1oA HabMOAEHHETO Ha CNELUHATHCT W NPH YECTO BHMMATENHO MOHHTOpHpaHe Ha GbGpeunara
(hYHKItHA, SIEKTPOIUTHTE Y KPBBHOTO HAJAraHe.

ACE-uuxubutopu n anrnorensnx ll-peuentopun 6nokepn ne Tpabea aa ce M3NOA3BAT €IHOBPEMEHHO
NpH NAUHEHTH ¢ quaberHa HedponaTha.

CepyMen kanuii

ACE nHxufutopute MOrat na Mpeq3BHKAT XMIEPKATHEMHS, Tl KaTto MHXKMOHMPAT 0cBOBOKAABAHETO Ha
anaocTepoH. EdexthT 00HKHOBEHO He € 3HAUYMTENEH NMPH NAUMEHTH C HOpMaJita Gb6peuna dyrxuma. [1pu
nauMeHTH ¢ napyuena 6b6peuna GyHKUKA 0bave W/UNY NPU NAUMEHTH, NPHEMALLKY XPAHHTENHN N0GABKH,
CBIBPKALM  Ka/IMH  (BKITOUMTENHO 3aMECTHUTENM Ha COJTa), KalMA-CbXPaHABALIM AMYPETHLH,
TPUMETONPHM WIH KOTPHMOKCA30J1, M3BECTEH ChLIO KATO TPHUMETONpPHUM/CyndhameToKcazol, U 0cobeHo
BHTAFOHHCTH HA  ANJOCTEPOHA HWIM  aHPHOTCH3WH-peuelrtopHd  Onokepw, Moke Aa BB3HHKHE
Xunepkanuemus. Kanui-cbXpaHapalipre JHYPETHLM W aHFHOTEH3MH-peLenTOpHHUTe Gnokep Tpsabea na
€ MpWiaraT BHMMATENHO NpH nauveHTtH, npuemaut ACE MHXHOWTOpHM, KaTO CepyMHMAT Kanuil u
ObOpeunara gpyHkuns Tpadea na ce npocneasisar (Bx. Touka 4.5).

Kamnwuya
Mo Bpeme Ha neuenneto ¢ ACE-MHXUOUTOP MOXKe A2 Ce MOABM CyXa W HENPOAYKTHBHA KAIHLE, KOSTO

H3UC3Ba CAed NPEeKpaTABAHS HA TepaNUaTA.

Xupyprus/Anecresuns

Ilpy maluMeHTH ¢ XUPYPrUYHW MHTEPBCHLUMM WIH 1O BPEME HA AHECTE3HS C NEKAPCTBA, HAMAJINBALIHM
KpBbBHOTO HajisraHe, [onTeH Moke aa Gnokupa oOpazyeanero Ha anrHOTeHsuH II BropuuHO Ha
KOMICHCATOPHOTO OTAENAHE Ha PeHHH.

[eanaTpuuna nonynauus
BezonacHocTTa 1 epukacHocTTa Ha TONTeH NpH JleUa He € H3cIe/1BaHa.

bpementoct
Tepanua ¢ ACE-unxuBuropd He Tpafea aa ce 3anodsa no Bpeme Ha OpemeHnocT. OCBEH aKo

npoasnkaBane Ha neyenuero ¢ ACE-nHxubuTOpU He ce cuuTa 3a KpaiiHo Heo6XOAMMO, TepanuaTa Ha
MAUHEHTHTE, KOUTO NnaHupar sabpeMeHABaHe, TPAOBa Ja ce CMEHH ¢ NTEPHATHBHU AHTHXHIEPTEH3UBHH
JIEKApCTBEHH CPEACTBA ¢ A0KasaH npodmn Ha Ge3onacHoCT npu ynotpeba no Bpeme Ha GpeMeHHOCT. [pu
ycTaHoBapaHe Ha OpeMeHHOCT NneucHuero ¢ ACE-unxnbutopu Tpabea aa ce crpe HezaGaBHO M ako €
nNOAXOAAILD, 1A ¢e 3anN04HEe anTepHaTHEHA Tepanua (Bx. ToukH 4.3 1 4.6).

Knpmewu Maiiku
[lopanu ToBa, ue He e HanuuHa MrboOpMalMs NO OTHOlEHWE yroTpebata Ha IonTeHn no Bpeme Ha
KbpMmeHe, ['onTen He ce npenopnupa W A/NTEPHATHBHW JIEUEHMS C M0-100pe ycTaHOBEH npodua Ha
0e30nacHOCT NO BpeMe HA KbPMEHE ¢a 3a IpedilouuTaHe, OcOGEHO NMPU KbPMEHE HA HOBOPOAEHO M/
HEJIOHOCEHO JleTe.

Homomnu selecTsa e
Jaxmosa

llalneHTy ¢ peaKH HacaeACTBEHH NMPOOIESMH Ha HEMOHOCHMOCT KbM FralakTo3a, r]”bJ'lEH
HJIH [HOKO30-ranakTo3Ha Manatcopbums He Tpabea na mpHeMar TOBa IEKAPCTEO.




Hampuii
Toea nexapcTeo chabpika no-mako or 1 mmol natpuii (23 mg) Ha kancyna, T.6. Moxe /Ja ce Kake, 4Ye
NPAaKTHHECKH HE ChABLPXKA HATPHIA

4.5 BsaamogelicTBHe ¢ APYrH TEKAPCTREHA MPOAYKTH U APYrE opmu HA B3aumoaeiicTene
JlekapcTea, NOBUILABALILIN PUCKA OT BHIHOE/IEM

CrnbreTawara yiiotpeSa Ha ACE HHXHOUTOPH che cakyOUTPIN/BANCapTaH € NPOTHROMOKA3AHA, Thil
KATO TOBA [MOBHILARA PHCKA OT aHTHOoeReM {BXK. Touka 4.3 u 4.4),

Conwrereamara ynorpe6a na ACE unxubutopu ¢ pauekagorpun, mTOR uaxuGuropu (Hanp.
CHPOJIMMYC, EBEPOJIKMYC, TEMCHPOJIMMYC) H BHITAMMITTHH MOXKe A3 I0BEIE 10 MOBHILEH PHCK OT
aHruoeaem (Bx. Touka 4.4).

Kanm‘«'hc%xpai-msa;gu ANYDPETHLH, XPAHUTETHH QOGaBKH, ChbpoKatiHH KaJui MJIH Kaﬂﬂﬁ-C'bg'bp)Kal_UH

3aMEeCcTHTENH Ha conTa
Bunpeku ue cepyMHHAT Kanuii OOHMKHOBCHO OCTAaBa B PAMKMTE HA HOPMANHWTE IPAHMUM, NpPH HAKOH
NalMeHTH, NekyBany ¢ ['onTeH, MOXe la Bb3HMKHE Xunepkaniemua. Y nortpeGata Ha kanui-CEXpaHABALIM
AMYPETHLM (HAMp. CMUPOHONAKTOH, TPHAMTEPEH WIM AMHIOPWI), XPaHWTENHKH N06GaBKU, ChAbLPKALIH
Kanuii WA Kanui-Ch/IbpKaily 3aMECTUTENIH HAa CONTA MOMKe Ja AOBEJE 10 3HAYHTE/IMO MOBHMIUIEHHE HA
cepyMHHA Kanui. TpaGsa cbuo na ce pHMMapa, korato [onter ce fpunara e€\HOBPEMEHHO C APYIH
CpeacTsa, KOWTO [NOBMIIABAT CEPYMHMS KallMH, KATO Hanp. ‘TPUMETONPHM MW KOTPHMOKCA201
(TpHMeTONpUM/CYNdAMETOKCA30/), TbH KATO € M3BECTHO, Y€ TPUMETONPHM MAeHCTBA KATO KATHH-
ChXpaHaBall, AnypeTHK notobHo Ha amunopua. llopasu ToBa He ce nmpenopbuBa KOMOWHHpDAHETO Ha
llonren ¢ ropecnoMeHaTHTe JekapcTsa. AKO e nokasawa chnbTeTBama ynortpeba, te Tpabsa na ce
M3NON3BAT ¢ NOBUIIEHO BHHMAHHE H [PH YeCTO MPoCNeABaHT HA CEPYMHUS KaTHH.

QH KNQCTTOPHH

[pu cuneTeTBania ynorpeda Ha ACE MHXUGHTOPH ¢ LMKITOCIIOPHH MOMKE 1a Bh3HUKHE XHIEPKaIMEMHS.
Ipenopbusa ce npocneasBaHe HA CEPYMHUS KaHii.

XenapHu
Ilpn cenbrereama ynotpeba Ha ACE WHXHOUTOpH C XeriapuH MOXE na Bb3HMKHE XHMEpKalMeMMs,

[Tpenopwusa ce rnpocnedspaHe Ha CEPYMHHS Kanuii.

AnrunuaerHi NekapceTBEHN NPOSYKTH

Kakro npn Berukn ACE-uHXMOHTOPHM, e[HOBPEMEHHOTO MpPHIGKEHME ¢ AHTHAMAGETHH nekapcTBa
(HHCYNMH WIH TEPOPANTHH XMMOTIIMKEMHUYHM CPEACTBa) MOXe 1a JOBeie 10 NOBHIMABAHE Ha eexTa Ha
TTOHMIKABAHE HA IJ1H0KO3aTa M NMO-BUCOK PHCK OT XHMOTNHKEMHA.

JluTuit
l'onTen Moxe Ja HAMAnNH enMMHHMPAHETO Ha NWTHH. Hupata Ha cepyMHWA nuTHit Tpabea na Gbaar
HabIoaaRaHH.

Anruvorersut [I-penentopHu GioxepH, AnHCKHpeH

JIaHHKW OT KIMHHYHH [pOYHYBAHMA MOKA3BaT, 4Ye ABOIHOTO GNOKWMpaHe Ha pPEHHUH-AHTHOTEH3IWH-
angoctepoHosarta cuctemMa (PAAC) upes koMGunupadata ynotpeba Ha ACE-uHXHOUTOPH, aHTHOTEHIHH
II-penientopHy 610KEpH HITH AIMCKHPEH Ce CBBP3BA ¢ MO-BHCOKA YECTOTA HA HeXenaHu ChOMTHA, Karo
HanNpuMep XHIOTOHWA, XHIEpKaJHEMMA W HamassBaHe Ha ObOpeuHaTa (yHKUMS (BKIHOUMTENHO OCTpa
OBuOpeyHa HenOCTaTLYHOCT), B CPAaBHEHHE ¢ YnoTpefara CaMoO HA €AHO NEKApPCTBO, ASHCTBALO BBPXY
PAAC (ex. Touku 4.3, 4.4 u 5.1).

EQ){FH
Hoxnansann ca aHahMNAKTOMOHM peaKUMM KbM  BHCOKO-NPOMYCKIMBH NoNHs
MeMOpaHH, Npunaradd NpY XeMoauanu3a, npH nauueHTR Ha ACE-uuxuburopu. Ki




7I€KapcTBa OT TO3M XMMHUEH Kiac, Task komOuHauusa tpabea na ce w3barea, korato ce usnucear ACE-
HHXHUOWTOPH HA NALMEHTH HA XEMOAHAIM3A.

Kakto npu Bcuuku adTuxuiiepreqsusHd jexapcrsa, HCIBC (BKMIOYMTENHO ALETHICANHLMIORA
KHCENHHA BBLB BMCOKM [103M, KATO MPOTMBOBE3MNAIHTENHO NIEKAPCTBO, HanpuMep 3a objleKuaBaHe Ha
Gonkata) Morat fna HamansaT aHTHXWNepTedsusHua edext Ha [onren. Tpabpa ga ce nNOBHILM
HabNICAEHHETO HAa KPLBHOTO Hansraxe, korato ce npubass uau ce cnupa snedenme ¢ HCIBC npu
nauneHTy Ha [onTen.

HCTIBC, BKJIIOMHTENHO auUeTHICATHUMIOBATA KHCENHHA, OCBEH KO CE MINON3BAa B MO-HMCKH J03H KATO
HHXHOUTOP Ha TpoMBOLMTHATA arperaums, TpaGea aa ce u3bsarsar npu jeuenne ¢ ACE unxuGuTopH npu
NALKEHTH CbC ChP/ICUHA HEAOCTAThHHOCT.

XHNOTEH3HBHUAT €(PEKT Ha OMpPEIC/ICHH MHXANATOPHW aHecTeTHUM Moke na 6bae noeuiueH ot ACE-
HHXHOMTOpHTE.

AnonypyHON, UMTOCTaTHUM, MMYHOCYNPECOPH, KOPTHKOCTEPOMIAM 33 CHCTEMHO MPHJIOKECHHE WIH
NIPOKAMHAMM/, MOXKE [1a MOBHIWIAT PHCKA OT NEBKOMNEHMUs, B Ciy4ail Ha €JHOBPEMEHHO NPHIOKEHHE ¢
ACE-nuxuburopu.

AHTHaUMAKTE MOXE Aa NOHMKAT GHoHanuuHoCcTTa Ha ACE-uHxuburopure.
ANKOXOTBT NMOBHILABA PHCKA OT XMMNOTOHHS.,

AntvxuneprensusiuTe  edextr Ha  ACE-uHxubGutopute Moxe na  ObaaT MOHWXKEHH oOT
CHMMNAaTHKOMHMMETHLHTE, KOETO HaJjlara BHUMaTEIHO NPOCNeASBaHE HA NALMEHTHTE.

Kakto W npu [pyrHTe aHTHXMNEPTEHIMBHM IeKApCTBa, KOMOMHAUMATA C HEBPOASMTHUM WIM
TPULUHKIIMYHH AHTHAETIPECAHTH NOBHLIABA PUCKA OT OPTOCTATHYHA XHIIOTOHMA.

Ennospementoro npunoxenue Ha ACE-nuxubutop v mTOR (mammalian target of rapamycin)
MHXuOHuTOp (Hamp. temsirolimus, sirolimus, everolimus) Moe 78 YBENHMW pHCKa OT aHrHoedeM (Bik.
Touka 4.4).

He ca HabmoaasaHH KIMHHYHHM B3aMMOAEHCTBHS NpPH MaLUMEHTH ¢ NeBoKaMmepHa AMCQYHKLMA chen
MHOKapieH nHgapkT, korato ['onTen e npunarax 3aeiHo ¢ TpOMOONMTHLM, ALETHICAIUIKIOBA KHCENHHA,
bera-GnokepH, KaJlLMEBH AHTATOHWCTH, HWTPATH, aHTHKOArynaHTH unu aurokcuH. He ca Hamepenu
3HAYHMH KIMHHYHH B3aHMOAEHCTBIA Mexay [ONTeH H LHMETHIHH.

3naro:; HMTPHTOMD,HH p€akunH (CHM[]TOMHTC BKNMHOYBAT 3a4€pPBABAHE HA NHUUETO, rafeHe, NoBpbllaHe H
XHMNOTOHHA) ca OWNH JOKNAaABAHHM PAAKO NPM MALMEHTH HA JIEUEHHWE ¢ MHKEKUMOHHO 3naTto (HaTpHes
aypoTHOMAnaT) M npuapyskasaa tepanua ¢ ACE naxuburop.

CrieLwaniu nonyviauyn
Heouampuuna nonyaayust
[IpoyusaHus 3a B3aHMOACHCTEHA Ca NPOBEKAAHH CAMO (1PH BL3PACTHH,

4.6 @eprnaurer, GpeMEHHOCT H KLpMeEHe

bpemenuocT
Ynorpebara Ha ACE-UHXHGHTOPH Nnpes MbpBHA TPHMECTbP Ha OPEMEHHOCTTa He ce mpenopbusa (Bik.

Touka 4.4). Ynorpebara ua ACE-unxubutopu € NpoTHBONOKa3aHa No BpeMe Ha 2 M, 3547 Ha
OpemenHocTTa (B, TOUKH 4.3 1 4.4). N

e

EnuaeMuonornvHuTe 10Ka3aTENCTEA 32 PUCK OT TEPATONrSHHOCT CSA EKCTIO3HLMA
BpEME Ha ITbpPBHA TPHMECTBP Ha GpemMeHHOCTTa He ca yOeaWTeNnHH; BBIIPEKH TOB



pyCKa HE MOXe Ja ce M3KMOoud. JleugHueTo Ha nauMeHTHTE, NnanupamM OpemeHHOCT Tpabea Obae
CMEHEHO C alITePHATHBHO AHTUXWNEPTEHIUBHO JleueHHe ¢ yCTaHOoBeH Npodun Ha Ge30macHoCT No Bpeme
Ha OPEMEHHOCT, OCBEH KO MPOAb/KABAHETO HA Tepanusta ¢ ACE-RHXUOMTOPH He ce CuMTa 3a KpaiiHo
Heobxoaumo. Korato ce auarnoctuumpa Gpementoct, neuennero ¢ ACE-unxubutopy Tpabea aa ce cnpe
He3a0aBHO H aKO € IOAXOAALLD, A C€ 3ANOUHE APYTO aITEPHATHBHO JISYEHHE.

Excnosnums ¢ ACE-HHXHOMTOPH NO BpeMe Ha BTOPHMS M TPETHA TPUMECTBP € M3BECTHO, He MHAYLMpa
(eToTOKCHUHOCT MpH Xopa (HamalieHa GuOpeuna dyHKUMA, OHIOXHIPAMHHOH, 3a0aBsiHe Ha yepenHata
ocuduKaLKa) H HEOHATAIHA TOKCHYHOCT (6BOpeUHa HELOCTATBUHOCT, XMIIOTOHKS, XMNIEpKAaNHEMHA). AKO
EKCNO3MLIMATA € HACTBIIMAA OT BTOPHS TPHMECTbP Ha OPEMEHHOCTTa, C& MpPErnopbyYBa YNTPa3BYKOB
npernen Ha GpOpeunata QpyHkumns v qepena, Hopopogetu, ynnto maiiku ca npuemani ACE-uHxuGuTopH
TpabBa aa 6vAaT HaObNKAABAHH BHHMATEITHO 33 XMIOTOHUS.

KnpmeHe

Tui xaTo Hama uHboOpMauMs 3a npuiokeHMeTo HA [onTeH No BpeMeé HA KupMeHe, [onTen He ce
NpenopbYBa MPe3 TO3H NEPHOA. 32 NPEANOYUTAHE €& ANTEPHATHBHH JICKapcTBa ¢ No-A00pe YCTaHOBEH
npodun Ha 6e30MacHOCT, 0COBEHD NPH KbPMEHE Ha HOBOPOJEHH MM HEAOHOCEHH MELA.

4,7 EdekTn Bbpxy cnocoGHocTTa 38 wodgupane n pabora ¢ MAIIHHA

®apmoKkonoryuHHTe cBoicTBa Ha I'onTeH He npeanonarat nosasata Ha noaobHW edexkT. Brnpexky Toea,
NpH HAKOH UHAMBNAH, ACE-UHXHOUTOPUTE MOXE 12 NOBIMAAT criocoGHOCTTa 3a wodmpane WK pabora ¢
MaUIMHH, OCOBEHO B HAMANOTO Ha NEYEHHETO, NPH NPEMHHABAHETO OT EAHO KbM APYLO JIEYEHHE WIIH TIPU
eJHOBpeMeHHHA Npuem Ha ankoxon. ETo zamo, He ce npenopbusa wodupaHe uin paboTa ¢ MawiMHU
HAKOJIKO yaca ciefl bpBaTa 1032 MW NOCNeBALLOTO NOBULLIABAHE HA 103aTa.

4.8 Hexenann jexapcTBEHN PEAKUHH
Tabnuuen cnuchk Ha HeARIAHH NEKAPCTBEHH PeaKIMu

H36poenure Hexenanu NEKApCTBEHH PeakUMH ca Gunmn JoKnansaHy no BpeMe Ha KAMHU4HaTa hasa, noct
MapKeTHHroso HaOmoaeHHe WiH ha3a [V Ha KNMHHUHK W3ITHTBaHNA.

CneaHuTE KOHBEHIMH Ce H3MON3BAT 34 ONpefensHe Ha YecToTaTa: MHOro uecTH (>1/10); yectu (>1/100 no
<1/10); neuectu (>1/1 000 no <1/100); peaxu (>1/10 000 go <1/1 000); muoro penxu (<1/10 000). Koraro
OT HAJIHMHHTE JaHHH HE MOMKE 114 Ce OIPEASNH YECTOTaTa: ¢ HEH3BECTHA UeCTOTa (OT HAIHMHHTE JaHHH HE
MO3KE A1a Objie HanpaBeHa OLEeHKA),

MedDRA- YeeTn HeuecTn Peakn Muorog C nen3gecTHA
0a3a JaHHH peaxu YecroTa
Ha CHCTEMO-
OpraHHu
KJIAcoBe
Hudexunm n Hudekupn Hudexumnu na CuHy3ut*,
vhbecTauHn Ha FOPHH YPHHApEH TPaKxT, PUHUT,
AUXATENHH OpoHXHT, rnocut*
NbTULIA dhapuHrur
Hapyluenus JleBkoneHms, ArpaHynoLuTo3a,
Ha KPBBETa H aHncMHA, NMAHUHTOMNMEHWA,
MuMbHaTa HapylleHHs Ha NOHHKABAHE Ha
cHCTEMA TPOMOOLMTHTE, TpoMOOLIHTH,
HAPYLUEHW Ha
Geante KpLBHU
KNETKH
HapyweHus CBpBXUYBCTRUTENH
Ha HMyHHaTa QCT
cHCTEMA




Hapywetmus
Ha
meTabonuam
au
XPAHEHETO

XunepriiukeMmus,
XHITOHATPEMUA,
XHIepXoJecTepone
MHSL,
XHIEPNHNHACMHSA,
XUTNIEPYPHKEMIA,
noaarpa,
aHOpEeKCHA,
MOBHLIEH AMETHT,
€HIUMHH
OTKNOHEHHA

XunepranueMus

[Teuxuunu
HapyleHus

bBeackHue,
TIOHHAKABAHE
Ha JinbraoTo

XaTOUHHAUHH,
Aenpecus,
HapylieHHs Ha
ChbHA,
TPEBOMKHOCT,
aKHTALMA,
anarus

CreTodHue Ha
o0bpKaHoCT*

HapymeHrus
Ha HepBHaTa
cHcTeMa

[nasoBonu
<,
3AMaAHOCT

CHHAKBOCT

Mo3buHO-CHA0BM
HHLIUJEHTH,
CHHKOI,
MHOKIOHYC,
napecTe3ns,
Murpena,
Murpexa 6e3 aypa,
JIHCrey3us

Tpanauropna
HCXeMHYHA aTaka,
uepebpanna
XeMopari,
HapylleHHE Ha
PaBHOBECHETC

Hapytenus
Ha O4uTE

Bnedapurt,
KOHIOHKTHBAJIEH
OTOK, HAPYLIEHHS
Ha 3pEHHETO,
HapyLEHHA Ha
ouuTE

3ambriaeHo
3peHue™

Hapywenns
Ha YXOTO K
nabuputra

Beprturo

Tunutye

Copoeunu
HapyLleHns

IMannutaumu

MuoxapneH
uudapkr,
MCXeMHA Ha
MHMOKapAR, aHTHHA
NeKTOpHC,
ChpAcYHA
HEAOCTATBYHOCT,
KamepHa
TaxHKapiMs,
TaXHKap/HA,
Opaankapaus

ATpHo-

BEHTPHKYJAPEH
010K, ChpAEHEH
apecT, apHTMHA

CuhoBu
HapyLIeHua

XHUNOTOHKA

Iopetu
BbJIHH

XuneproHus,
AHTHOMNATHA,
OpTOCTATHYHA
XHIOTOHNA,
nepudepHu
BACKYJIAPHH
HapYyLUEeHMA,
BAPHKO3HH BEHH

Pecnuparop
HH, I'pbAHH

Kawnuua

Brananeuue
Ha TOPHH

Huenues,
ENHCTaKCHC,




1 AMXATETHH (hapuHreanyo
MeJHacTHHA NbTHLLE, Bb3naneHue, bonka
NHY KOHTecTus Ha opotapHHkea,
HapyLIeHHs Ha ropHU IPOAYKTHBHE
AMXaTeIHH KallnnLua,
IBETHLLA pecnupaTopHH
HapyeHUus
CToMaliHo- Ianene, XemaTemesa, Hneye,
YpeBHH Hapus, racTpHT, NaHKpeaTHr,
HapyLieHuns CTOMALHO- KopeMHa Oonka, HHTECTHHANEH
ypeBHa MOBPhIAHE, aHruoeaem™
fonka, JMCIIENCH1,
KOHCTH CYXOTa B yCTaTa,
GENCER dnaryneHums
CTOMAaUHO-
YpeBHH
HapYLICHHS
Xenarodbunu XenaTuT Xonecrasa KunreHuua,
apHu HapyleHHs B
HapyuieHus yepHoapoGHHTE
YHKLUHOHATTHH
TecTOBe
HapyLuenus Cupbex, AHCHOE1EM, [lcopuasuc, | Anoneuus,
Ha KOXKATa H obpus TICOPHAZHC, nepmMaTHT YPTHKAPHA,
NMOAKOAHATA XHIMEPXHIPO3a, CHHAPOM Ha
TbKaH eK3ema, CtHBBH-IDKOHCBH,
akHe, TOKCHYHA
CyXa KOoXa, enuaepManHa
HapylieHHs Ha HEXPOIHU3a,
KOJKaTa epHTEMa
MynTHhOopMe*,
HCOpHasH(pOpPMEH
JepMatuT*
HapyiieHus bonku B ApTtpanrus, Muanrus
Ha repba, Go/Ka B KOCTH,
MYCKYJHO- MYCKYJIHH 0CTeoapTpuT
CKEJIETHaTa ChazMH,
CHCTEMA M Sonku B
CLeAHHUTEN KpaHHHLUTE
HATA THKaH
Hapywetus Bobpeuna
Ha HENOCTaTLYHOCT,
OBOpeuuTe 1 a3oTeMus,
MHKOUYHWTE NONHYPHA,
MBTHLLA NoNaKHypHs
Hapywenus EpektinHa
Ha ANCPYHKUMA
BB3APOH3IBO
OHTENHaTA
CHCTEMA M
rbpaaTa
Bpoaenm, Bpoaenu
(baMHIHHU H apTepUanHu
FEHETHYHH MandopMaumH,
HapylleHus HXTHO3a
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I Obww AcTeHHns Hepasnonox | Otok, ymopa [Tupekcus
HapyiLenun eHus, bonka
H epeKTH Ha B rbpaure,
MSICTOTO Ha nepudepex
NPHIOHKEHHE OTOK,
HETPHBHYHO
ycelilaHe
Hacneasann Xunepbunupybuune | Morvwen Monwxen Gpoii
| MHH KaHH B TpoMOOLMTH,
KpbBTa, NORHLIEH
noBHIlieHa KPEATHHHH B
rama KPbBTa,
TMYTaMMATpPa | NOBHILEHA Ypes B
neepaza, KPLBTA,
NOBUILEHa NOBHLIEHA aKanHa
nunasa, (pocdaraza B
loBUILeH KPBETA, NOBHilEHa
HUMYHOrI00Y | AaKTaT
JIuH exXuaporeHasa B
KPBBTA,
NOBHLIIEHA
acnapTar aMHHO
Tpaxchepaza,
NOBHLLIEHA ATTAHHH
aMHHoTpaHche
pa3a, NOBHILEHH
4yepHOApOOHH
CH3HMH, HaManeH
XEMOTTIOOHNA,
HamMasneH
XeMaTOKPUT,
OTKIOHEHHA B
eNneKTpoKapaHorpa
Ma
Hapanseanu Hapanssane
51, OTpaBAHHA
W YCNOMKHE-
Hus,
BLIHUKHAITH
B pe3ynrar
Ha HHTED-
BEHLIMH

*loxazea ACEI kaac Hexcenanu ReKapcmaeenu peaxyuu

Crofuiasate Ha NOAO3UPAHH HEXE/IAHH PEaKLIMH
CrobliaBaHeTo Ha f10JO3MPAHM HEMENAHW PeakUdH chej paspeluapade 3a yrmorpeGa HA NEKAPCTBEHHS
npoAyKT € BakHO. ToBa No3BOABA Ja NpoABIKH HAGMIONEHHETO HA CHOTHOLIEHWETO ION3A/PUCK 3a
NeKapcTBeHna npoaykT. OT MeAHUHMHCKHTE CHELHaNHCTH Ce HIMCKBA Ja Cho0IaBaT Beaka MOMO3HpPAHAa
HEXENaHa PeaKLMs Ype3 HALMOHANHA CUCTEMA 38 ChOOLABAHE:

HanbnunTenna aredums no nekapcTeara
yi. ,, damse Dpyes™ Ne 8

1303 Codwma

Ten.: +359 2 8903417

yebcaiit: www.bda.be

11




4.9 Tlpesozupane

CuMnroMu

CumnromuTe Ha NpeAO3HpaHe ca TekKa XUNOTOHMA, LWOK, CTYNOp, GpanHKapauf, €NeKTpONHTHH
HapyleHna n 6p0petHa HEIOCTATEYHOCT.

Jleyenue

Cnen noruibluane Ha npeaosupan lonreH kancynw, TpsaGBa Aa ce OGMHCIAM M3BBLPIIBAHETO HA MhJIHA
TPOMHBKA Ha CTOMAXa.

KpbBHoTto Handrabe TpaGea ja ce HabnioaaBa M ako ce pa3Bhe XMIOTOHHUA, TpaGRa /a c& MMAT NpeaBU
ofeMo3aMecTRALLN Pa3TBOPH.

Hama cneundrven anmuaor npu npenosupane va FonreH.

5. ®APMAKOJOIHYHH CBOHCTBA

51 ®apmakoaAHHAMHYHH cBOiiCTBA

Papmakorepanestiyna rpyna; ACE-unxuburopu, ATC kon: CO9AALD

MexaHH3bM Ha felicTerg

Kancynure [onTen chabpxaT npea-nekapeToto (“prodrug’) Tpanponanpui, KolTo € He-NenTHaeH
ACE-unxnbutop ¢ kapGokcunHa, Ho Ge3 cyndxuapunda rpyna. Tpawaonanpun ce abcopbupa Gup3o,

CACO KOETO Ce¢ XMIAPOJAH3Hpa Hecneumbwmo JO HETOBHMA MOLUEH, OBATNO JAelcTBall MeTaldoHT
TpaHAoaanpuiar,

(DapMakoaHHaMHYHK edieKTH

Tpannonanpunat ce CRBP3Ba 3APaBO H N0 MEXAHH3BM Ha HackianeTo ¢ ACE.

[lpuemwT Ha TpaHgORANpUA BOAM JIO [IOHMWIKABAHE HA KOHLEHTPAUMKUTE Ha aHrkoTenswH I, anaocTepon n
arpuaneH HaTpuyperuyeH (axKrop, KakTto M [0 MOBMLIABAHE HA NNa3MEHATA PEHMHOBA AKTHBHOCT W
KOHUEHTpaLUKKTe Ha aHrHoTeHsvH L [lo To3M HauvH TPaHAOGNANPHI MOAYJIHMPA CHCTEMATA PEeHHH-
BHTHOTEHIMH-AIIOCTEPOH, KOATO Wrpae MNlaBHAa PO/ B perylauMsata Ha KpbBHUA 00EM W KPbLBHOTO
Hanarase, 4 CbOTBETHO UMA OJ1arofpuaTeH aHTUXUTIEPTEH3UBEH edeKT,

Knuiuuna edukacHoeT M He3onacHocT

Hpunaranero Ha oBuuaiiHuTe TepaneBTHYHN 103K TPAHACNANPHN NPH XHIIEPTEH3MBHH NALMEHTH BOAM 10
3HAUMTESIHO NOHHKEHHE Ha KPBBHOTO HAMATAHE, KAKTO MPH JIErHANO, TAKA U MPH UNPABEHO NOOKEHHE
Ha TANQTO. AHTHXHﬂepTEHBHBHHHT E.‘d]EKT HacTbRBa ClEn 1 Hag, KATO HEropHi MakKCHMaCH edJEKT €
meay 8 M 12 vaca W npogbmkasa Hali-manko 24 vaca.

CaoiicTeaTa Ha TPaH/0/lanpU MOraT Aa OOACHABAT MONYYEHHTE PE3YNTATH 110 OTHOLLIEHHE Ha PErpecHUATa
Ha XMNepTPOdHATa Ha CHPLETO ¢ NoRoGpABaHE HA AMACTONHATA PYHKUMA M aPTEPHANHHA KOMNAAHC MPH
xopa. OcpeH ToRa, € HaGmOAaBaAHO W HAMATABAHE Ha CHIOBATA XMNIEPTPOGHS MPH XKHBOTHH.

ABe rofemMH paHAOMH3IMPAHM KOHTpoiupaHy Ipoyusanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekywo raofaiHo ©anuTeane 3a KpaiHH TOUYKH
Ha TEJIMMCAPTAH, CaMOCTOATENHO W B KoMbuHaima ¢ pamunpui) 1 VA NEPHRON-D (Knuuuyuo
NpoyusaHe CBLP3aHO ¢ PasBHTHE Ha Hedponaths npH aAnabeT, NpoBeaeHO OT MUHHCTEPCTBO NoO

BLOPOCUTE HAa BeTepaHuTe) — MpoyusaT ynorpebata Ha komOGuHauMara ot ACE-uHxuburop o
piisiioit)

anruoteHsuH ll-peuenTopen Gnokep.

ONTARGET e npoyusaHe, nposeaeHo [IpH NAUMEHTH C aHAMHE3A 38 Chf
MO3bUYHOCHI0BA Donect, WK 3axapen auaber THN 2, NpUAPYKEHH C JaHHH 33 YBpé
oprain. VA NEPHRON-D e npoyusaHe fIpM nNaumeHTH CbC 3axapeH avab
HedponaTus.
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Tesn npoyusanms We MokazraT HauuM Graronpusten edexT Bupxy GvOpeunwTe WunM CcbpaeuHo-
CHAOBHTE TNOCICAMLUM W CMBPTHOCT, Karo ChuWEBpeMEHHO ca HaOmoJasaHW NOBMuUIEH PHCK OT
XHNepKanHemus, ocTpo yBpeskiate Ha 6pbpeunTe /UMK XMNOTOHKA B CpaBHEHHE C MOHOTepanuaTa, Kato
¢¢ MMAT MpeaBHi CXOAHMTE MM (PapMAKOAMHAMHMHH CBOWCTBE, TE3M PE3YJTATH A MPHIOAKHMH M 3a
apyrun ACE-unxubutopu n anrvotensu ll-peuentopun 6aokepu.

ACE-unxubutopu u aurnotensud ll-peuentopuu Gnoxepn cnepopatenHo e TpabBa fa ce M3nom3BAT
€IHOBPEMEHHO MPH NMaLHEHTH ¢ AnabeTHa nedponaTus,

ALTITUDE (KsiMHHUHO NpOYYBaHE MPOBEAEHO C ANMCKHPEH NPU NALHEHTH ChC 3aXapeH auaber Thn 2 ¢
M3MtON3BaHe HAa CbpleyHO-ChAoBM M ObOpednn 3a0ongBaHMA KATO KpadiHH TOUKH) € NpOy4YBaHe,
NpeJHasHAuEHO Aa M3CNeqBd non3arta o7 JoDaBAHeTo Ha anucKMped KbM cTaHaaptHa Tepanua ¢ ACE-
unxuOuTop uaw aurvoteravin ll-peuenrtopen Gnoxkep npu naumwenTH cbe 3axapeH guaber THR 2 W
xponnudo Gplpeuno 3zabonspade, cbpAeuHo-cbaoso sabonssane wnm w asere. Ilpoyysaneto e
npexpaTeHo NPEKACBPCMCHHO NMOPAnH NOBHILEH PUCK OT Helnaronpuaray nocnesuum. Kakto expaeuto-
CHAOBATA CMBPT, TAKA H MHCYITLT €A MO-YECTH B IPYMATa HA AJHCKHPEH, OTKONKOTO B IPYNaTa Ha
niaiebo, a MPeACTABAABAIMTE MHTEPEC HeXKeNaHW CBOMTHA M CepHO3HM HexenaHu ChOuTUs
{xunepkanvemmna, xunotouua M Ownbpedna aucyHKUMA) ce cbOOWIABAT NO-YeCTO B rpynara Ha
aNMCKUpeH, OTKOJIKOTO B Ipynara ha nnauebo.

5.2 dapMakoKHHETHYHH CBOICTBA

Abcopbuns

Crnea nepopaned ripuem TpaHionanpun ce pesopGupa mMHoro 6bp20. TIMKOBHTE NAAa3MEHH KOHLIEHTPALUH
HA TPAHAONANDHI Ce JOCTHIAT 38 eIHH Yac clie] npuema. AGconoTHaTa OMOHANTHYHOCT HA TPaHIONANPHIT
e okono 10%.

Pasnpenenenue u GuorpaHcthopmania

Tpanaonanpun ce XuaposnsHpa 10 aKTHEHHA AMaUMA MeTabONHT TPaHAGIANPUIIAT, KOHTO € Creurdiuuen
ACE-unxuburop. INukosarta 1nazMeHa KOHUEHTpalUUsS Ha TPAHIO/ANPUIAT ce JOCTUra cnea 3 o § uaca.
AbcomoTHaTa SHOHANHYHOCT Ha TPAHRONANPHUIIAT CeR NPHEM Ha TpaHaonanpun e okono 13%. Crax unu
AUC na Tpannonanpunat He ce fPoMeHs OT npyema Ha XpaHa.

Paznpenenenue
Cebp3saHeTo HA TPAHAONANPUT € NJIAIMEHHTE NPOTEHHH € O0kono 80% M He 3aBUCH OT KOHLEHTPAUMATA,

ObemwbT Ha pasnpeneneHMe Ha TpaHjoaanpui ¢ okono 18 L. CebpssaHeTo Ha Tpamjonanpuiarta €
3aBRCMMO OT KOHLIeHTpauMuaTa v Bapupa ot 65% npu 1 000 ng/ml a0 94% npu 0,1 ng/ml, xoero nokassa
HACHLAHE HA CBbp3BaHe ¢ YBENWYaBaHe na KonueHTpauuara. [1pu sapaeu oSpoBonuy, KOHUEHTpaLHATA
Ha TPAHZONANIPUA B MIA3MATA HAMANABA OLP30 CbC CpeaeH NONYXUBOT NO-MANKO OT 1 vac,

Buotpancopmauus

llpy MHOrOKpaTHO NPHIOKEHHE HA TPaHAONANPH/, PABHOBECHO CLCTOAHME 3a TpPaHAONANpHIaT ce
ADCTHIA 3& OKOJO YETHPH IHH, KAKTO NPH 34paBy J1o0poBonuM, Taka H PH NO-MNalH UTH B HanpeiHana
BL3PACT naiMedT¥ ¢ XunepTonua. [IpW paBHOBecHO CbCTOAHUE, €GHEKTHBHHAT IONAYKHBOT Ha
TpaHaoAANpHIAT € Mexay 15 W 23 uaca, BKAIOUBALL MAKa DPAKUNR OT NPHETHS NPOAYKT, BEPOATHO
OTpa3ABallia CELP3BAHETO C T1asMeHua ¥ ThKaHed ACE.

EnuMmununpase
Cnen nepopanHo npunokenue Ha Genssa NpoOAyKT npu xopa, 33% OT paaHOaKTHBHOCTTA Ce OTKpPIBa B

vHaTa M 66% B wsnpaxunennata. Orkono 9-14% oT npuerarta Ao3a TpaHZoAanpHII ce
p

yprHata (<0.5%). ;
OOwMAT nnasMeH KIHPBHC HA TPaHAOMAIIPHA M TPaHAONANPUNAT CREN npug
HHTPaBEHOIHO € oKkoNo 52 TMTPa Ha vac U 7 INTpd Ha Yac, ChOTBETHO, (
BrOpeunuar knupbHe Ha Tpanaonanpunar apupa ot 0,15 10 4 1uTpa 3a yac, B 3aBHC @
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Chneunmanii Nonviauan

Heduampuuna nonynayus
DapMaKoKHHETHKATA Ha TPAHONANPHA HE € U3CIeABaHa NP THLEA 10 18-roaxuiHa Bb3pact.

Tlayuenmu 6 cmapyecka evspacm u noa

DapMakoKHMHETHKATA HAa TPaHZONANDUI € M3c/ledBaHa MNP NaLUMENTH B cTapuecka Bb3pacT (HMan 635
TOAMHH) M MpH AsaTa nona. [1nasmenara KOHUEHTPAUHSA HA TPAHAONANPUN € NOBHLIEHA NPH HAUMEHTUTE B
CTapyecka Bb3PacT ¢ XMNEPTOHUA, HO NNa3MEHATa KOHIUEHTPALMA Ha TPaHAOManpHnat W uuxubupawara
ACE aktiBHOCT € nogobHa npy Bb3pacTHHTE H 0-MAAIKH NALUMEHTH ¢ XHMepToHuA. DapMakokMHeTHKATa
Ha TPaHIONANMPWI H TPAHJCRANpPHIIAT, kakTo 1 uHxubnpaliata ACE akTHBHOCT e nonobua npu MexeTe 1
HEHMTE B CTAPUECKA BB3PACT ¢ XHIICPTOHHA.

Paca
He ca ycranoBeHH (hapMAKOKHHETHHHH PA3TMKH TIPH PazIHUHUTE PACH,

bvbpeuna nedocmamvyunocm

B cpasHetve ¢ HopManHHTe MHIMBHIH, IA3MEHHTE KOHLEHTPALAN Ha TPAHIONANPUI W TPAHAOIANPHNAT
€a IOYTH [ABA ITbTH MO-BHUCOKH, & 6bOpeHHMAT KnKpLHC HaManed ¢ okono 85% npM nauneHture ¢
KpeaTMHHHOB KupbHE 1o 30 mi/min u teau na xemoauanwia. [Ipu naumenture ¢ 6u0pevno yspesknane
ce NPenopLYBa atanTHPaHe HA 103aTa.

Yeprodpobra Hedocmamv ocH

Cnren nepopanHo NpUAOKEHME NPH NALMEHTH € Jeka A0 yMepeHa ankoXONHA UMpOo3a, MIa3MEHHTE
KOHLIEHTPALMK HA TPAHAONANPUI W Tpanaosanpuiiat ca Gunn CLOTBETHO JEBET M [BA ITTH NO-BUCOKH OT
TE3X NPH HOPMAIHHTE WHAHBKMAK, €3 ToBa fa e CBbP3aHO ¢ NpomaHa B HHXHOHpauata ACE akTHBHOCT.
[Tpu naumenTute ¢ yepHoapodHa HEACCTATHYHOCT CE NPENOPHLYBA OOMHUCIAHE NPHEMA HA NO-HUCKH JO3H.

53 IIpeawknuuudunu JaHHHy 32 Ge300ACHOCT

KapuMHOreHHOCT, MyTAEHHOCT ¥ HAPYINEHUE Ha depTHinTeTa

[TpoyusauuaTa BLPXY pefposyKTHRHATa TOKCHUHOCT ca NOKa3ain edekTH Bbpxy OuOpedHOTO pa3BHTHe
HA NOTOMCTBOTO, ¢ MOBMIIEHA YECTOTA Ha paswmpenve nHa 6uBpeunoro nerewde; Tosa e Habmonasano
npu o3u ot 10 mg/kg/nHeBHo ¥ nNopeue NP NNLXOBE, HO 0€3 3acAraHe HA HOPMaAHOTO PA3BUTHE Ha
MOTOMCTEOTO. Tpanaonanpua He € NOKasan MyTareHeH WITH KapUMHOrEHeH MoTeHUHa.

6. ©OAPMALEBTUYHU JAHHM

6.1 Cnogcbk 1a NOMOLIHHTE BEUWECTBA

KancyaHo ChabpruMo
LlapeRuuno nuecte
JlakTo3a MOHOXUApaT
losupon

Harpues creapun diymapar

CrecraB Ha Kancynata
HKenaruu

Turtanos grokcua E171
Kot wenezen okcua E172
Eputposun E127

Hatpues naypuncyndar

6.2 He¢bBMeCTHMOCTH
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Henpunoxumo.

6.3 Cpok ua roauocy

2 rosiuHK

64 CneuwasHy ye10BHS HAa ChXpaHenue

Ha ce cuxpaHsaBa npu Temnepatypa non 25°C.

6.5 BujgwcpabpkanMe na  00aKOBKATA

PVC/PVDC/Al nnn anymyuHueBa onakoBka, cbabpkaiia 20 KancyJim.
6.6 Cnennaann npeinalin MepKkH Ipu U3XBbP.siHE H paGoTa

Hama cnenmnanim w3nckpaHHs.

7.  TPHTEXATEJI HA PAZPEINIEHHUETO 3A YIIOTPEBA
Maitinan EOOM

Odpue crpapa ,,Cepanka opucu™

Byn. Cuthaxoso Ne 48, e1. 7

1505 Codmua

buarapus

8. HOMEPFP(A) HA PA3PEINEHHETO 3A YIIOTPEEA
9600166

9.  JATA HA IIBPBO PA3PEINABAHE/MOJHOBSIBAHE HA PA3PEHIEHHETO 3A
YIIOTPEBA

Hara na nupso pazpewasane: 07 arryct 1996 r.

Jara na nocneano nogHosssane; 19 anyapu 2009 r,

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

07/2020
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