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2. KAYECTBEH M KOJIMYECTBEH ChCTAB A B

Beska kancyna cbabpika 4 mg TpaHaosianpui.
[TomolHu BelecTsa: Beska Kancyia cbabpika 109,0 mg nakto3za MOHOXH/pAT.

3a MbJAHUA CIMCBK HA MOMOLLIHHUTE BeleCTBA, BUKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

Tebpau kenaTMHOBM Kancy/iu ¢ pasMep 2, ¢ HENpoO3pauyHO 4YepBEHO TAIO M KadeHHUKABO Kanaue,
ChAbpAaLln 6esn 1o nouTH Oesu rpaHyIiu.

4. KJIUMHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3AHUNA

Jleka 10 ymepeHa XMIIepTOHUSL.

JleBokamepHa jucdyHKUMA ciel MHGApKT HA MHOKap/a.

Ycranoseno e, ue ['onten noaobpsapa npexupseMoctra ciiell MHGApPKT HA MUOKapaa MpH MalMeHTH ¢
neBokaMepHa auchyHKuUMA (ppakuns Ha w3TaackBave < 35%) ¢ wiau Ge3 CUMNTOMH Ha CbpieuyHa
HEO0CTATLYHOCT H/WIIK € WK O3 OCTaThuHa UCXeMHUS.

IpoabmxkuTenHoTo newenne ¢ l'onTeH HamansgBa 3HaUMTEIHO O0LLATA CHPAEHHO-CH0BA CMBPTHOCT. To#H
3HAYMTEJIHO TOHHMKABA PMCKA OT BHE3anHa CMBPT W NOABATA HA TEXKKAa WM PE3UCTEHTHA Cbp/evHa
HEJ0CTATbYHOCT.

4.2  Jlo3upoBKA H HAYMHH HA NPHJIOKEHHE

3a nepopasiHO MPHII0AKEHHE
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Buipacmnu
Xunepmonusn

[Ipu Bb3pacTHH naumenT Oe3 3acToiiHa chpaeyHa HeJLOCTATBYHOCT M Oe3 ObOpeuHa unM uepHoapoOHA
HEJIOCTATBYHOCT, KOMTO He MpHEMaT JMYpeTHYHa Teparus, rpernopbuBaHaTa HauanHa ao3a e ot 0,5 mg
no 1 mg v a0 2 mg kato eIMHHYHA AHeBHa j1o03a. [lauueHTH ¢ a@poaMepuKkancky npou eHO
ce HyxaaaT or 2 mg karo HavanHa noza. Jlosa ot 0,5 mg noctura TepaneBTHYe T %‘L}faf&fa RN
Majka 4act or nauuveHture. Jlozara tpabea na ce yaBOM NMOCTENEHHO Ha nmepaaﬂ/ fé‘\f’ elma %g qer»{gﬂ_
Ce/IMMLIM, B3 OCHOBA HA OTFOBOPA HA NALMEHTA, 10 MAKCHMYM 4 mg 110 8 mg aHesHa, )
O6uuaiinara noaabpikaiia no3za e or 1 mg 40 4 mg Kato eIMHWYHA JHEBHA 1
MalMeHTa € BCe OLUE He3aJ0BOJIMTENEH Mnpu ao03a oT 4 mg a0 § mg, Tpabea aa ce
Tepanus ¢ AMYpeTHK W/ KK Kajlues aHTaroHueT (Bx. Toukn 4.3, 4.4, 451 5.1).
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Jlegoxamepua duchynxyus cned ungapxm na Muoxapoa

Cnen undapkT Ha MMoOKapaa, neueHMeTo Moke fAa Oble 3aMOYHATO HE [0-paHO OT TPeTHs AeH.
Hauannata aHepsa f03a Tpabsa na € ot 0.5 mg no 1 mg. Tasu noza Tpsbea NocTeneHHoO Aa ¢& NOBHLIABA
10 MaKCHMYM 4 mg, KaTo EJHOKPATHA JHEBHA A03a. B 3aBMCHMMOCT OT NOHOCUMOCTTA, HANPUMEpP NOABATA
Ha CHMITTOMATHYHA XMIIOTOHHR, TOBA (POPCHPAHO THTPUPAHE HAa [03aTa MOKE BPEMEHHO aa Obae
OTHOXKEHO,

B cnyqai«i HAa XHNOTOHHA, BCAKO CBHABTCTBALNO XWUIOTCH3HWBHO JIEYEHHE, KATO HalpHMEp NpHEM Ha
Ba30AMNATATOPH, BKNHOHUTCIHO HUTPATH H JUYPETHLN, TpHGBa BHMMATENHO fa 61:118 MPEOUEHEHO H MPH

BB3IMOXKHOCT A03aTa Ha TE3H JICKAPCTRCHUW RPOAYKTH ha 6bae HamaneHa.

Ho3ata Ha T'onten Tpabea na Obae Hamanela, caMo B cnyuai, ye MOCOMEHHTE NO-rope MEpKH ca
HeeEKTHBHH WIH HEMPHIOKHMH.

Creyuannu nonyaauuu

ITeduampuuna nonyaayus
BezonacHocTTa M edprkacHocTTa Ha [onTeH B AETCKA BBL3PaCT HE € YCTAHOBEHA.

[Tayuenmu 6 cmapuecra ev3pacm

Ho3aTta npH NaLKEHTH B CTApUECKa BL3PACT € ChILATA KATO NPH NaUMEHTH B He-crapuecka BbipacT. Hama
Heob6X0AMMOCT OT penyLIMpaHe Ha N03aTa NPH NAaUHEeHTH B cTapuecka BL3pacT ¢ HopMasiHa ObOpeuHa u
uepHoApoOHa ¢yHkuMH. TloBHileHO BHHMaHMe € HEOOXOAHMO MPH MALHEHTH B CTAPYECKA BL3pacT Ha
€QHOBPEMCHHO JIEUEHHE C JMYPETHUM, 3acToHHA CbpAOEYHA HEAOCTBYHOCT, MNM ObOpeuHa umu

uepHOApoOHa HefocTaTEUHOCT. Jo3aTa TpabBa a c¢ THTPHPA CNOpPel HYKIUTE 3a KOHTPOJ Ha KPbBHOTO
HansraHe,

fIpedwmecmsauo Ouypemuvno revenue

[Tpn nauneHTH B pPHUCK OT CTUMYJIMpAHA PEHUH-aHTHOTEH3MH CHCTEMa (Hanp. MaLMeHTH Cbe 3aryba Ha
BOZA M HATPUH), AHYPETHKLT TpAGBa na ce cnpe 2 unv 3 AHK npeaud Hauvanoto Ha TepanuaTa ¢ 0,5 mg
['onTeH, 3a Aa ce HaMalM BEPOATHOCTTa OT Pa3BHTHE HA CHMITTOMATHYHA XUTIOTOHHA. JIUYPETHKBT MOKE
Aa ce npubaBU N0-KBCHO, aKO € HeoBX0aUMO.

Cvpoeuna Hedocmamvunocm

[Ipy nauueHTH ¢ XMNEPTOHHA, KOMTO HMMAT 3acToMHAa CbpAEYHA HEJOCTATBUHOCT Cbc WM 6es
cbibTeTBalla 6b6pedHa HenocTaTbyHOCT, cien feveHneTo ¢ ACE-uHxubutopd e Habnopasana
CHMOITOMATHYHA XHIIOTOHHA. an TE3H TTALIKEHTH JIEYEHUETO Tpnﬁsa Aa 3anovyHe ¢ g03a OT 0,5 mg a0
1 mg NonTeH BeaHBkK AHEBHO MO CTPOT MEAHLMHCKH KOHTPOIL.

Bvbpeuno yspexcoane

Hpu maunenty ¢ kpeaTuHHHOB KaUpbHE oT 30 a0 70 ml/min ce npenopbusa npuem Ha obuuailHata Jo3a
3a Bb3PacTHH W NMALMEHTH B HaMpeaHaNa Bb3pacT.

[1pu nauueHTH ¢ KpeaTHHHHOB KIMpBLHC Noa 30 ml/min ce npenopbuBa 3anoypaHe Ha JIEHEHHETO ¢ NO-
HHucka Ao3a FonTeH (T.€. HavanHa n03a 0,5 mg) ¥ nocTeneHHO NOBMLIABAHE HA J103aTd R0 MOCTUraHe Ha
KenaHHuA edexT BB BpeMeTo. Ilpu Te3uw maumeHTH neueHuero TpabBa fa ce M3BBLPUIBA MIPH PEOBHO
MeHMLIMHCKO NpocneasBaHe.

[lauueHTHTe ¢ KpeaTHHKHHOB KAMpbHC Haa 30 ml/min He ce HYXaAT OT aAanTHpaHe Ha HaYalHaTa 103a.

Huanuza
He e ycTaHOBeHO che cUrypHOCT Aanu ["OnNTeH WM TPAHAONAMPUNAT ce OTCTPaHABAT
Benpeku ToBa OM MOri0 fNa Ce OuaKBa, Y€ AWAIM3IATA MOXKE 1A OTCTPaHM g
TPaHAONANPUIAT OT LUMPKYNauMaTa, KOETo Aa j0Bene A0 Bb3MOXHA 3aryba Ha ko
HamaraHe. [Topagn Toea ce M3HCKBA BHMMATENHO Ha0Nl0AEHWE Ha KPBBHOTO H
BpeMe Ha AMaTu3a M ajlanTHpaHe Ha J103aTa, ako € HeoGXoaUuMo.



Yeproopobro yepescoane

[Ipn naumenTy C TEXKO HapylleHa YepHOApoOHa (yHKIMA, HAMANABAHETO HA METACONUTHUS KIMPLHC HA
lonTeH W akTUBHHA MeTabONMT TPaHAOIANPWIAT, BOAM A0 FOJAMO MOBHUIABAHE HA M1a3MEHHTE HMBA
[onTen W B Mo-mManka cTeneH, A0 [0BMLUIABAHE HA HUBATA HA TPAHAONANPHAAT. 3aTOBA JEHEHHETO C
lNonren TpaGea aa 3anoune ¢ go3a ot 0,5 mg BeIHBK AHEBHO MO CTPOro HaboaeHHE.

4.3 TIpoTHBONOKA3IAHHA

- AHamHe3a 3a CBPBXYYBCTBHTENHOCT KbM AKTHMBHOTO BELLECTBO TPAHIONANPHI, HITH KbM HAKOE OT
NOMOLLHHTE BelLECTBa, H30poeHH B Touka 6.1.

- AHaMHe3a 3a aHTHOHEBPOTHYEH OTOK, CBBp3aH ¢ NMpHeM Ha ACE-unxuburop.

- HacneacTeen/uanonaTHueH aHFrHOHEBPOTHYEH OTOK.

- BTopu v TpeTH TpUMeCTbp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

- EnnoppemenHata ynotpeba Ha onTeH ¢ ANHCKMPEH-CBABPKALLA JIEKAPCTBEHH MPOAYKTH Npu
NaUHEHTH CbC 3axapeH avabet unu 6u6peuno yepexaane (GFR < 60 ml/min/1,73 m2) (ex. Touku
45u5.1).

- EaHoppementa ynorpeba cbe cakybutpun/sancapran. [onren He TpaGra ha ce 3anousa no-paHo
ot 36 yaca cneq nocnegHarta noza cakyOuTpua/BancapTaH (Bx. ToukH 4.4 u 4.5).

4.4 CrendaJHy npelynpexaieHus H NpeANa3HA MePKH NpH ynoTpeba
["ontex He TpAGBa na ce mpunara Npy MaLUHEHTH C A0PTHA CTEHO3A MK H3XO/MLIA OOCTPYKLHA.

AHaQHUNAKTOMAHY ¥ Bb3MOXKHO CBBLDP3aHH PEAKLIMK

Hecensubunuzayus

AHaQHNAKTOHAHKM peakudH (B HAKOM CHYHaM >KHMBOTO3ACTpALUABALNA) MOFAT /[la C€ PasBHAT TpH
nauueHTH, nonyuyasaid neuveHue ¢ ACE-MHXMOWTOp M eaHoBpemeHHa neceH3uOuaM3auMA cpeLty
*KMBOTHHCKH OTPOBH.

Hucxo nremnocmua nunonpomeun (LDL)-agepesa
KupoTo3acTpaluasalnre aHahHIAKTOMAHH peakLUMH ca 3abenszanu, korato nauueHTd Ha LDL-adepesa
npueMar ACE-uHxubutopu no culloTo BpeMe.

VYepeneHa uepnoapobHa dyHKIHS
Teh karo ['onten ce merabonusupa OO0 CBOA aKTUBEH METabONIUT B vepHHA Apol, NMpPH NaUMEHTH ¢
yBpeaeHa yepHoApobHa GYHKLMA € HeoOXONUMO MOBUIICHO BHUMaHHe W HalmoaeHHe.

CHMOTOMATHYHA XHNOTOHHSA

[TpM nauMenTH ¢ HEyCNOXKHEHA XHMEPTOHHWA € HabnaapaHa pAAKO CHMITOMATHYHA XMIIOTOHHA Cleq
HauafiHaTa Jo3a ['onTeH, KaKTo M Clie] NOBUWIABAHE HA Ao3ara MYy. [lo-BeposTHO € TA Aa ce MOABH NpH
NaUMeHTH ¢ AeHUMT Ha TEYHOCTH M CON MPH NPOALNKHTENHA AMYPETHMYHA Tepanua, AWETHYHO
OrpaHHYaBaHE HA CONTA, AMAIM3Z, OWApUs WM noBpbllaHe. [lo Tasd npuyMHA Mpd Te3d NALHEHTH
AHYpETHYHATA Tepanus TpAbOBa Aa ce Chpe M Ja ce Kopurvpa AedMIHMTa Ha TEYHOCTH H COA Npelu
HAYANOTO Ha NeyeHHeTo ¢ [onTeH.

ArpaHynouMTO3a H KOCTHO-MO3bYHA CyNpecHs

[Tpu naunenTH Ha nevenne ¢ ACE-uHxuburopd, ca HabmonaBaHM ciyuyad Ha arpaHynoudTo’sa H
NOTHUCKAHE HA KOCTHO-MO3buHaTa dyHkuma. Harnexaa, ye pucKbT 3a HeyTponeHHs € J030- W THUTOBO-
CBbP3aH M 3aBHCH OT KIHHHYHMA CTaTyc Ha nauueHTa. Te3W peakUMH ca Mo-u4eCTH NMPH NAUHEHTHTE ¢
6B6peuHo yepexane, ocobeHO TakHBa CbhC CbAOBa KonareHos3a. Brnpexu ToBa e HeoOx OBHO

AHruoenem




lonTen MOXe Ja NPUYHHH aHCHOENEM, KOHTO BIJIIOYBA MOLYBaHE Ha NMUETO, KPAMHMWLIMTE, €3MKa,
rnotuca Wund napuukca. JokaszaHo e, e ACE-HHXMOMTOpHUTE NMpPHYMHABAT aHTMOEIEM B MO-TONAMA
cTeneH Npu adpoaMepHKaHLM, OTKOIKOTO MPH NALMEHTH ¢ He-adpoaMepHKAHCKH NPOU3Xoa.

HoknaneaH € v aHrHOEEM Ha YepRaTa NpH NauHeHTH, nekyBaHu ¢ ACE-unxubutopu. Tosa Tpafpa na ce
¥Ma npeaBua Np nauuenTH Ha [onTeH ¢ kopemua 6onka (¢ unu 6e3 raneHe K NOBpbLLUAHE).

[NaunenTH ¢ aHrHOHEBPOTHYEH OTOK TpA6Ba He3abaBHO Na NpeycTaHOBAT TepanuaTa ¢ [onTel U na 6naat
HabnioAaBaHK 10 OT3BY4aBaHE HA OTOKA.

AHFHOHEBPOTH'-ICH OTOK, OrpaHH4eH A0 JIHUETO, 0OMKHOBEHO OT3BY4YaBa CNHOHTAHHO. OToK He camo Ha
JIHUETO, HO H Ha T0THCA MOXKE aa Obae JKHBOTO-3aCTpallaBaull Mopagu pHCKa oOT 060prKU.ld$I Ha
AUXATECMHHTE MBTHLLA.

CenbrerBatara ynorpeba Ha ACE nHxuGHTOpH che cakyBuTpu/BancapTa € MpoTHBONOKA3AHA NOpaaH
MOBHILIEHHS PHUCK OT aHrHOeAEM. JleueHHe ¢be cakyOuTpun/ BancapTaH He TpAGBa Ja ce 3ano4sa Mo-paHo
oT 36 4aca ciien nocneaHata A03a TpaHaoaanpui. JleueHue ¢ TpaHaonanpun He Tpabea aa ce 3ano4Ysa mo-
paHo oT 36 yaca cneA nochiegHara A03a cakyouTpun/pancaprtaH (Bx. Touku 4.3 u 4.5),

CenbreTBalsata ynotpeba Ha ACE wmuxubutopu c pauexanotpun, mTOR wHxuGutopu (Hanp.
CHPONIMMYC, €BEPOTIUMYC, TEMCHPOIMMYC) M BMIAArIMATHH MOXE Aa JOBede AO MOBMLUEH PHCK OT
aHrvoezieM (Hamp. OTOK Ha AMXATENIHUTE NBTHILA HAK €3HKA, CBC WAK 0e3 HapyllleHWe Ha AHLIAHETO) (BXK.
touka 4.5). Heobxonumo € na ce noaxonu ¢ NOBHILEHO BHMMAaHME, KOTATO Ce 3aMOYBA NEYEHHE ¢
pauekanoTpun, mTOR unxuburopu (Hanp. cHponHMyc, €BEPONHMYC, TEMCHPOIHMYC) W BUNAATNHNTHH
NpK NauueHT, koiTo Beue npHema ACE nuxuburop.

AHIHOHEBPOTHYEH OTOK HA €3MKA, MOTHCA WM JApHHKCA Hanara He3ab0aBHO MOAKOXHO MpPWIaraHe Ha
0,3-0,5 ml pasrsop Ha emuuedpun (1:1 000) saemHo ¢ ApYrM TepameBTHYHH MeEpPKH, KOHTO €a
noAXOOA11IH.

{1auUHEHTH ¢ peHOBAcKyNapHa XUNEePTOHHA

ACE-nunxubutopy morar pa 6bAaT H3n0i3BaHM A0 MNpUIaraHe Ha Tpollelypa 3a H3NeKyBaHe Ha
peHOBACKyNapHaTa XMNEPTOHHA WM B Clly4aH, Ye ApoLeaypaTa He Mosxe Aa ObJe W3BbplueHa. PUCKELT OT
TEXK4 apTepHanHa XMMOTOHHA W ObOpeHa HENOCTATBYHOCT € YBENMUYEH, KOTraTo MALUMEHTH ¢
npealecTsallla €IHOCTPAHHA WITH ABYCTpaHHA cTeHo3a Ha OnOpeuHaTa aprepua ca Ha Tepanus ¢ ACE-
HHXWOHUTOpH. JlMypeTHUUTE MOXe Aa YBENWYAT pUCKa AOTBAHUTENHO, JopH NPH MaJlkKM NpoMeHH B
CEPyMHHA KPeaTHHMH MOXE la HMa 3aryba Ha 0b6peunHa dyHKLMA AOPH NPHU NAaUMEHTH C €IHOCTpaHHA
cTeHo3a Ha 6nOpeunara aprepus. [Ipu Te3n nauMmeHTH neveHneTo TpAOBa na ObAe 3aNQUHATO ¢ HHUCKH
A03H € MOCTENEHHO THTPHpaHe Ha 103aTa B OONHHYHM YCIOBHA MNOJ NOCTOAHHO MEAMUMHCKO
Habaronenre, JluypetHuHata Tepands Tpadsa da Obae cripaHa M Ja e MOHWTOPHpAaT B HaYalHWTE
ceMHLM Ha neveHneTo 61OpevHaTa PyHKLUHMA U CEPYMHHA KANMii.

O6u
[Ip¥ HAKOHM MALMEHTH, MPHUEMAIIH BEUE AHYPETHLM, OCOOCHD B HAYATOTO HA NEUEHHETO, CNaAaHeTO Ha
KPBBHOTO HanfraHe Moske Ja 6b/e 3Ha4HTeHO NPH 3anoyBaHe Ha Tepanus ¢ [onTen,

brbpeuHo yBpexaaHe
[TauxeHTH ¢ KpeaTHHUHOB KIHpBHE NoA 30 ml/min mMoraT na M3WMCKBAT HamansBaHe Ha aoszata [onrten;

TaxHaTa 6b6pevna byHkuma Tpabea aa ce HabnoaaBa BHUMaTENHO.
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ITpu naumenT# ¢ HBOpeuHa HeAOCTATHLUHOCT, 32CTOMHA ChpASHHA HEAOCTATBUHOC
LBYCTpaHHa cTeHo3a Ha Ow0OpeyHara apTepus, enMHcTReH 6LOpek WKW chen ©

CBINECTBYBAa PUCK OT YBpexkaaHe Ha GuOpeuHata ¢yHkuus. TIpy HAKOM nauﬂeﬁ’m ¢ ﬁunep;ro‘:;lﬁq e3
ouesHaHO mnpeawecrsamo HuOpeuno 3abondpaHe MoXe Ja CE NOBHIMAT K aha‘r yper :H*'-ce @ 1




0cODEHO MPH NALKMEHTH ChC CHIIECTBYBALIO yBpPEX/AaHe Ha ObOpeuHaTa QYHKUMS WK IPH OTHOCHTENTHO
Bucoky 038 HA ACE-unxubutopnu.

BoiiHo 61oxHpaHe Ha peHHH-aHTHOTEH3UH-ANA0CTePOHOBaTa ccTeMa (PAAC)

Wma naunu, ue eqHospemennata ynotpeba Ha ACE-uuxuburopu, anruorensun Il-peuentopu 6aokepu
WK ATHCKHPEH TOBHWIABA PHCKA OT XHMNOTOHHMA, XHMNEpPKAMEMHA M HamaniaBaHe Ha GnOpeunara
¢Gyukuna (BkmounTenHo octpa 6nbpeuna Hemoctareutoct). [lopaau ToBa He ce npenopbusa ABOHHO
bnoxupane Ha PAAC wupes komOunupanara ynorpefa Ha ACE-uHXu6utopH, anrvotensuu II-
peuenTopHH OTOKepH UK annckupen (Bxk. Touku 4.5 1 5.1).

AKO ce npeuenH, ye TepanusTa ¢ NBoHHO OGnokupane e abcomoTHo HeobxoaMMa, ToBa TpAORa Na cTasa
cam0 nog HabMIOJICHMETO HA CMIELHANHMCT M MPH YECTO BHMUMATEIHO MOHMTOpHpaHe Ha GnbpeuHara
GYHKLUHA, €NEKTPONUTHTE H KPBBHOTO HajlfAraHe.

ACE-nnxubutopn u anruoteHzuH [l-peuentopHu Gnokepu He TpaOBa Aa ce H3RO/3BAT EAHOBPEMEHHO
Apu nmauxeHTH ¢ AuabeTHa HedponaTua.

CepymeH kannii
ACE yHxubuTOpHTE MOTAT A3 NPeNH3BUKAT XMIIEPKAINEMHUA, Thil KATO HHXHOMpPAT OCBOGOXKIaBAHETO HA

annoctepol. EdexTsT 00HMKkHOBEHO He € 3HauMTeNeH NPH NaUMEHTH ¢ HopManHa ObOpedHa dyHKUMS.
[Tpn naumeHtH c HapylieHa 6vOpeuna GyHkuus obaye WHIH NMPH MaUMEHTH, IPHEMALUN XPAHUTENIHH
N00aBKH, ChAbPKALUM KAIWH (BKIIOYMHTENHO 2aMECTHTENH HA CONTA), KANHH-CHXPAHABALUM JHYPETHLM,
TPHMETOMNPHUM HJIH KOTPHUMOKCA30J1, H3BECTEH ChINO KATO TPHMETONpHM/cyndamerokcazon, U ocobeHo
AHTAMOHKWCTH HA  AlI0CTEPOHA H/IW  aHTHOTEH3HMH-peLenTopHH OnOKepH, MOXe 1Na Bb3HHKHE
xunepkatemus. Kanui-cbXxpaHsBaluuTe AMYpPEeTHLM H AHTHOTEH3HH-PELENTOpHHTE GnokepH Tpadsa na
Ce TpUNarat BHHMATE/NHO MpH nauuehTH, npuemawd ACE unxuburopd, Kato cepyMHHUAT Kanui H
O6bnOpevnara gyHkuna TpadBa ga ce npocneasBat (Bx. Touka 4.5).

Kaminuua
[To speme Ha nedenuero ¢ ACE-MHXHOUTOP MOKe a ce NOSBM CyXa W HEMPOLYKTHBHA KALWTHLA, KOATO
H34e3Ba C/ie NpeKpaTABaHe Ha TEpPanuaTa.

XHpyprua/AHecTe3us

[Ipy MauveHTH ¢ XUPYPrHYHU HHTEPBEHUMHM WM MO BPEME HA AHECTE3HA C JIEKApCTBA, HAMandBauly
KpbBHOTO HansraHe, l'onTreH moxe aa Gnokupa obpasypaHeTo Ha anrwotenzuH II BTrOpuuHO Ha
KOMMAEHCATOPHOTO OTASNAHE HAa PEHUH.

[leanaTpyuHa nonvaauus
BezonacHocTTa M euKkacHoCTTa Ha ["ONTEeH Npy AeUa HE € U3cneaBaHa.

Bpemennoct
Tepanua ¢ ACE-unxnburopu He TpabBa na ce 3anmousa no BpeMe Ha OpeMeHHocT. OcBeH ako

npoabkapaHe Ha neveHneto ¢ ACE-uHxuOMTOpPH He ce cuuTa 3a KpaiiHO HeoOX0IuMO, Tepanuirta Ha
MaLHUEHTHTE, KOMTO NiaHUpaT 3abpeMeHaABaHe, TpAOBa 1a ce CMEHH C aNTepHATHBHH AHTHXHNEPTEH3UBHU
NeKapCTBEHH CPEACTBA ¢ A0Ka3aH npogun Ha Oe3onacHocT NpH ynoTpeGa no Bpeme Ha bpemenHocT. Tpu
ycraHoBaBaHe Ha OpemeHHocT neueHneto ¢ ACE-uHxubuTopu Tpsabea na ce cripe HesafaBHO H ako €
NOAXO0AA1I0, 1A CE 3an04HE ANTEpHATHBHA Teparnua (Bx. ToukHd 4.3 u 4.6).

Kupmeinn maiiku
Topaau ToBa, Ye He € HanWuHa uHdopmauus no oTHoweHue ynorpebara Ha [‘onTe
KbpMeHe, ['onTeH He ce mpenopbdBa M ANTEpHATHBHH JEYEHHA ¢ NO-100pe yCT
6e30nacHOCT NO BpeMe Ha KbPMEHE ca 3a npeanouyuTaHe, ocobeHO MpH KbpMeHe
HENOHOCEHO feTe.

IToMoOLUHM BelLECTRA
Jaxmoza




[lauenTH c peakH HacneACTBEHH MpoGieMH HA HENOHOCHMOCT KbM TaflakTo3a, IIbJEH 1aKTaseH
HE(HLHT MK [VTIOKO30-ranakTo3Ha Manabeopbuma He TpaGBa Aa NpHeMar ToBa NeKapcTBo.

Hampuii
ToBa neKapeTBO ChabpKa Mo-Manko oT 1 mmol HaTpuii (23 mg) Ha Kancyna, T.e. MOXe 12 € Kaxe, ue
MPaKTHHYECKH HE ChObPKA HATPHIA.

4.5 B3anmopeiicTBHe ¢ IPYrHa JeKAPCTBeHH NPOAYKTH U APYrH GopMH Ha B3anMoaeiicTBHe

JlexapcTea, IOBULUIABALM PUCKA OT AHTHOEIEM
CrbnereTpamwara ynotpeba Ha ACE unxubuTop cbe cakyGHTprI/BaicapTaH € NPOTHBONOKA3aHa, Thit

K4aTO TOBa NOBHLIARA PUCKA OT aHI'noeaeM (Bxk. Touka 4.3 n 4.4).

Cunererramara ynotpeba Ha ACE uuxuburopu ¢ pauekagotpun, mTOR uuxuGuropu (Hanp.
CHPOJIUMYC, €BEPOJIMMYC, TEMCHPOIUMYC) M BUALAATTMHNTHH MOJXE 2 10BEE A0 NOBHIIEH PHCK OT
aHruoeneM (Bx. Touka 4.4).

Kanuii-cbXpanasaiim AMYpeTHIH, XPaHHUTENHH N00aBKH, ChABMKAIIM KANHH WIH KanuHi-ChAbpKalLIH
38MECTUTENH HA CONTA

BLipekn ye CepyMHUST Kanuii OOMKHOBEHO OCTaBa B PaMKHTE HAa HOPMAJIHHMTE IPaHHULM, MPH HIKOH
NauHeHTH, JekyBaH¥ ¢ [onTeH, mo)ke Ja BB3HUKHE Xunepkanuemus. Ynorpebata Ha kaiwii-
CbXpaHABALIM AHYPETHULIH (Hanp. CMPOHONAKTOH, TPUAMTEPEH MIM aMHIOpHI), XpaHUTeNHH N00aBKH,
ChABPHKALUIM KAIHH HIM KATHH-CbABPHKALLA 3AMECTHTENM HAa COATA MOXKE [Ja JOBEAE AC 3HAUMTENTHO
MOBHIEHHE HA CepyMHHA Kanud. Tpabsa cbllo na ce BHMMaBa, KoraTro [onTeH ce npunara
€AHOBPEMEHHO C JPYrH CpelCTBa, KOWTO MOBMILABAT CEPYMHHMS KalMii, KaTO Hamnp. TPUMETONPHM H
KOTPHMOKECA3071 (TPUMETONPUM/CyipaMeToKca30n}), ThH KaTO € U3BECTHO, Y€ TPUMETOTNPHUM AeliCTRA KATO
KaJIHH-ChbXpaHABaLll AMYPETHK NogobHo Ha amuiopua. [Topaau ToBa He ce mpenopb4yea KOMOHHKPAHETO
Ha ['onTeH ¢ ropecnomMeHaTUTe NekapcTBa. AKO € NOKasaHa cbibTCTBalla ynorpeba, Te Tpsabea na ce
W3MOJI3BAT C MOBHUIIEHO BHUMAHUE U TIPH YECTO MPOCIEAABaHE HA CEPYMHHUS KaHil,

uHKJ'IOCl'IOQHH

Mpu cenwTeTBawa ynotpeba Ha ACE nuxuburopy ¢ LHINIOCTIOpHH MOXKe Aa Bb3HHKHE XHNEepKaTHeMHs.
[penopbusa ce npocnenspaHe Ha CEpYMHHA KaHIA.

XenapuH
[Tpn cenbrcTBama ynotpeba Ha ACE MHXWOUTOPH ¢ XeNapHH MOKE /a BBL3HHKHE XHNEPKANHEMus,

ITpenopbupa ce npocneasBaHe Ha CEPYMHHA KATHIA.

AHTHﬂHaﬁeTHH JACKAPCTBEHH MPOAYKTH

Kakro npu Bcuuku ACE-HHXHOWTOpM, €IHOBPEMEHHOTO NpPHIOKEHHe ¢ aHTMAMAOETHH JieKapcTea
(MHCYNHMH WM NepopanHH XHINOITIHKEMHYHH CPEACTBA) MOXE Ja J0BEAC A0 MOBHLIABaHe HA edeKTa Ha
MOHH)KABAHE Ha [NIOKO3aTa M f10-BHCOK PHCK OT XHIMOTJIHKEMHS.

JluTuii
lonren moxxe na HamanM eNHMHHHpPaHeTO Ha NWTHH. HuBata Ha cepyMHuWs nuTHi TpaGea na Gbaar
HaGnionaBaHm.

AxrvotensuH Il-peuentopHu 610kepy, AnHcKHpeH
JaHHH OT KIHHHYHH MPOYYBAHWA TIOKA3BaT, Ye [BOHHOTO OMOKMpAHE HA PEHWUH-EHTHOTEH3IHH-

anaocrepoHoBata cuctema (PAAC) upes komGuunpaHata ynotpe6a Ha ACE-HHXHOHT
[I-peuentopHn 6noKepH HIK ATHCKHPEH €€ CBLP3BA C MO-BUCOKA YECTOTA HA HE %W\%QHM KaTO
HaNpHMep XWMNOTOHHA, XHUNEpKanueMus ¥ HamanseaHe Ha OvOpeuHaTa dyHk ﬁsmﬁq ﬁg cTpa
6b0peyHa HeZOCTAaTBYHOCT), B CpaBHEHHe ¢ ynoTpebaTa camo Ha emHo cpq’ c:m;a, ueucxgq.ub ‘BJ, Xy
PAAC (8. Toukn 4.3, 4.4 1 5.1). L “,‘9
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Hoxknagsauu ca aHaQUNAKTOHAHW PEAKLHMM KBM BHCOKO-NPOMYCKIMBH  MOJIM-aKPHAO-HHTPHITHH
MeMOpaHu, TpuiaraHd npu xemofwanusa, npH naudeHTH Ha ACE-unxubutopu. Kakro u npu apyru
JIEKapCcTRa OT TO3H XUMHYEH Kiac, Ta3u koMOHHauus TpaOBa na ce u3barsa, korato ce vanuceat ACE-
MHXHOMTOPH Ha NALMEHTH HAa XeMOJWanu3a.

Kakto npu BCH4YKH aHTHXMnepTeH3MBHM nekapctBa, HCIIBC (BKIlOYMTENHO alleTHACATMLMNOBA
KHCE/IMHA BbB BHCOKM 103M, KaTO NPOTHBOBBLINAIMTENHO NEKapCTBO, HanpuMmep 3a obekdaBane Ha
fonkara) MOraT na HaManAT AHTHXMMNepTeH3WBHWA edekT Ha Tontew. Tpabea Ja ce noBMM
HabMOAEHHETO Ha KPLBHOTO HanaraHe, korato ce npubass unu ce cnupa nevenwue ¢ HCTIBC npu
nauxeHTH Ha [onTeH.

HCIIBC, BKNIOYHTENHO ALETHICATHIMIIOBATA KACEINHA, OCBEH AKO C€ W3MOAZBA B MO-HUCKH A03H KATO
HHXxHBuTOp Ha TpomBounTHaTa arperauus, TpaOea na ce u3darear npu neverne ¢ ACE uHxuburopu npu
NMaLMEHTH ChC ChPIAEYHA HEAOCTATEYHOCT.

XHMoTeH3HBHHAT eheKT Ha OMNpelesIeHH MHXANATOPHM aHeCTETHUHM Moxke na Owae nosuinen ot ACE-
HHXHOUTOpUTE.

ANONypHHON, LMTOCTATHLM, MMYHOCYMPECOPH, KOPTHKOCTEPOHIM 33 CHCTEMHO NPHIOKEHHE HITH
NpoKaHHaMM/l, MOXKE 1a MOBKILAT PHCKA OT NEBKOMEHHS, B Cy4Yail Ha eIHOBPEMEHHO MPHIIOKEHHE C
ACE-HHXHOHUTODH.

AHTHaLKIHTEe MOXe Aa NoHMKat GHoOHanHYHOCTTa HA ACE-unXHGHTOpHTE.
ANKOXONBT NOBHIABA PHCKA OT XHITOTOHHS.

Anmuxunepmensusnume echexmu Ha ACE-unxubumopume moxce 0a 6v0am ROHUNCEHU om
CUMRAMUKOMUMEMUYUME, KOMO HARAZA GHUMAMENHO NPOCILOABAHE HA NAYUEHMUME,

Kakto u npu apyrute aHTHXHMEpPTEH3HBHM fekaperBa, KOMOMHALMATA C HEBPONENTULM WITH
TPHULIMIJTHYHK aHTHIENIPECAHTH MOBHLLIABA PHCKA OT OPTOCTATHUHA XHITOTOHMA.

Ennospemennoro npunomenne Ha ACE-unxubutop wu mTOR (mammalian target of rapamycin)
vHxubuTOp (Hanp. temsirolimus, sirolimus, everolimus) MoXe 0a YBENHUM pHCKa OT aHrHoeneM (Bix.
TouKa 4.4).

He ca HabmonaBaHM KIMHMYHH B3aMMOAEHCTBMA NpU NALMEHTH C JeBOKaMepHa AHMCYHKUMA crea
MHOKapieH MHQapkT, korato [onTeH ¢ mMpunaral 3aeaHe ¢ TPOMOOAWTHLM, AaLETHICATHLMIOBA
KHceNnHa, Oera-OnokepH, KamlMeBM AHTArOHMCTH, HUTPATH, AHTHKOATYNAHTH MNH JWrokcHH. He c¢a
HaMEPEHH 3HAYHMH KIHHUHHH B3aHMOAEHCTBHA Mexkay [onTeH ¥ UMMETHAKH.

3s1aTo: HUTPHTOMIHK peaklliy (CHMIITOMMTE BKJIIOYBAT 3a4epBABAHE HA JIMLIETO, radeHe, NOBpbLUIAHE
XHMOTOHMA) ca GUNM AOKNaABaHM PAAKO TIPH MALMEHTH Ha JISYEHHE ¢ MHXKEKLUMOHHO 31aT10 (HATpHEB
aypoTdomanart) H npuapysxasattia Tepanus ¢ ACE uaxuburop.

Crelyaniy nonyaaumu
Heduampuuna nonynayus
IlpoyuBaHHs 3a B3aHMOAEHCTBHA Ca NPOBEXIAHH CAMO MMPH Bb3PACTHH.

4.6 @epTHaHTeT, HpeMeHHOCT N KbpMeHe

BpemeHHoCT

Ynotpebara Ha ACE-uHXHOHTOPH Npe3 MbpBUs TPUMECTEP HA BpeMEHHOCTTa HY/Le: 0 wna )rhre
Touka “CneuHanHy NpeaynpexaeHHs W TNpeana3HH Mepkd MpH ynorpe6a” &orpeﬁa,&"i;a \fﬁ
HHXHOMTOPH € TIPOTHBONOKAa3aHa Mo BpeMe Ha 2 W 3 TpumecTbp Ha Gpe a
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EnnaemyonornuHuTe 10Ka3aTe/ICTBa 3@ PHCK OT TepaToreHHocT cned ekcnosuurs ¢ ACE-uHxufuropy
M0 BpeMe Ha MbPBHA TPHMECTHP Ha OPEMEHHOCTTA He ca YOeAHTeNHN; BbNpeKy TOBA NEKO NOBUILABAHE
Ha PHCKA He MOe fia ce M3KMIOYH. JleueHHeTo Ha NauueHTHTe, NaHHpalun GpeMenHocT Tpabea Guae
CMEHEHO C &NTEPHATHBHO GHTHXHMEPTEHIHBHO JIEYEHHE ¢ yCTaHOBEH Npodun Ha Ge30NacHOCT 1O BpeMe
Ha OpPEMEHHOCT, OCBEH aKO MPOAbIKaBaHETO Ha TepanHaTa ¢ ACE-MHXHOUTOPKM He ce cunTa 3a KkpaiiHo
Heobxoaumo. Korato ce aarHocTHuMpa GpemenHocT, neueHnero ¢ ACE-uuxuGutopu Tpabsa aa ce crpe
He3a0aBHO H aKO € NOAXOATLLO, A CE 3aMOYHE APYro ANTEPHATHBHO JICYCHHE.

Excnosuuus ¢ ACE-HHXHOWMTOPH 1O BpeMe Ha BTOPHA M TPETHA TPUMECTBP € M3BECTHO, Ye WHAYLMpa
(eTOTOKCHYHOCT NpH xopa (HamaneHa 6uOpeuHa QyHKUMSA, ONHIrOXHAPaMHUOH, 3a0aBsHe HA yepernHara
OCH(MKALIMA) W HEOHATaHa TOKCHYHOCT (6bOpedHa HeaOCTATBYHOCT, XHMOTOHUS, XHUNEPKATHEMHs) .
AKO €KCNO3MLUMATA € HACTBNWNA OT BTOPUA TPMMECTBD HA OPEMEHHOCTTA, Ce NPenopbYBa YATPa3ByKoB
npernen Ha 6bx6peyHata dyHkuma 1 uepena. Hosopoaenu, unurto Maiiku ca npuemanu ACE-unxubuTopH
Tpabea na 6baaT HabNOJaBaHH BHUMATEIIHO 38 XUIOTOHUS.

Knpmene
Teil kaTo HAMa HHQOpMaLMA 3a NPWUIOXKEHHETO Ha [onTeH no BpeMe HA kbpmene, lonTen He ce

NpenopeYBa Mpe3 TO3M NEPHOA. 3a NpeANoYHTaHe ¢a aNTepHATHBHH JIeKapcTBa ¢ no-4o0pe YCTAHOBEH
npogun Ha 6ezonacHocT, 0cOGEHO NPH KbPMEHE HA HOBOPOJEHH WIIM HEJOHOCEHH JeLa.

4.7 EdexTn Bbpxy cnocobHocTTa 32 modupane H padoTa ¢ MAIIHHKH

®apMOKONOrHYHHTE CBOHCTBA Ha ['ONTeH He npeanonarat nossata Ha nonobHU edexTH. Bbrpeky ToRa,
npu HAKOH MHAUBHAH, ACE-MHXHOUTOpHTE MOXKE Aa MOBMHAAT cOcOGHOCTTA 3a wodupare uan pabora
C MalllHHH, 0COOCHO B HAHANOTO HA JIEYEHHETO, NP NPEMHHABAHETO OT €AHO KbM APYro JEYeHHE Wi
NpH eAHOBPEMEHHKS NPHEM Ha ankoxoJ. ETo 3awo, He ce npenopbuBa WogHpaHe win paboTa © MalLKHHK
HAKOJIKO Yaca Cliefl MbpBaTa A03a WK MOC/IEABRaLOTO NIOBMILABAHE Ha 103aTa.

4.8 HexenaHH jieKapCTBEHH PeaKUHH
TabauueH cOMCHK HA HexenaHy NeKApCTBEHH peaKiluu

U3bpoeHHTe HexesaHy IeKapceTBEHH peakumH ca GMnK JoKTagBaHH Mo BpeMe Ha KNWHWYHATA (asa, NocT
MapKETHHroBO HabntoaeHHe Uau dasa [V Ha KIMHUYHH M3NMTBAHHKA.

CneaHrTe KOHBEHLIMM C€ W3NOA3RAT 33 ONPEACAAHE Ha HecToTata: MHOro vyectr (>1/10); yectu (>1/100
go <1/10); neuectu (=1/1 000 no <1/100); peaxu (=1/10 000 no <1/1 000); mHoro peaxu {<1/10 000).
Korato oT HaTMuHKMTe JaHHW He MO)Ke 1a Ce ONpelenH YecTOTaTa: C HEHIBECTHA YECTOTa (0T HATHUHUTE
JlaHHHW He MoXe fa ObJe HanpaBeHa OLEHKA).

MedDRA- YeeTn HeuecTn Penxu Muoro peakn | C Hen3BecTHA
6a3a nanun 4ecToTA
HA CHCTeMO-
OpraHHu
KaacoBe
Hudexumu u Hudexumnn | Mudexkuun va CHHy3uT*,
HHECTaUNH Ha FOpHH ypHHapeH TPaKT, PHHUT*,
auxatenny | 6poHxur, raocHt*
MbTHLIA dapUHruT
Hapyuwexus JleskoneHus,
Ha KpbBTa H aHeMMHA,
numduara HapyLleHHA Ha
cucTeMa TpOMBOUMTHTE,
HApYyLLEHHS Ha
Genute KPLBHH
KIETKH




Hapyenns
Ha HMYHHaTa
CHCTEMa

CBpbXUYBCTBUTENH
ocT

Hapyurenns
Ha
meTabonuam
an
XPAHEHETO

XHnepravkemMus,
XHIMOHATPEMHKS,
XHIepXonecTepone
MH4,
XHIIEPAHIHAEMHS,
XHNEPYPHKEMMS,
nojarpa,
aHopeKcHs,
MOBHLIEH AMETHT,
€H3UMHH
OTKJIOHEHHA

XunepkanueMHs

[Teuxuunu
HapylueHuUs

BeiacbHue,
NOHWKABAH
€ Ha
anbunoTo

XanmouuHauum,
Nernpecus,
Hapymeﬂm Ha
CBHA,
TPEBOACHOCT,
AXKMTALNA,
anaTus

CbeToAHHE Ha
ofbpKaHocT*

Hapyuienus
Ha HepBHaTa
CHCTEMA

['mapoGo
aue,
3AMAAHO
cT

CBbHIHBOCT

Mo3BbYHO-CHACEH
HHLMKOCHTH,
CHHKON,
MHOKIOHYC,
napecresus,
MUrpeHa,

Mmurpeta Ge3s aypa,
JIMCTey3ua

TpaH3uTopHa
HCXEMMYHA aTaka,
uepebpanna
XeMoparus,
HapyIleHHe Ha
PaBHOBECHETO

Hapyuwenns
HA OYHTE

bnedapwur,
KOHIOHKTHBANIEH
OTOK, HapyLUEHHA
Ha 3peHHeTO,
HapylUeHHA Ha
OUHTE

3aMbraeHo 3peHue™

Hapywenus
Ha YXOTO H
nabupunTa

BepTuro

THHUTYC

Cobpneunu
HapylUeHHs

[MTannutauu
H

MuokapaeH
HHpapKT,
HCXEeMHA Ha
MMOKapaa, aHrkHa
MEeKTOpHC,
CbpaeyHa
HEN0CTATLYHOCT,
KamepHa
TaxXUKapAuA,
TaxuKapams,
Opaauxkapaus

ATpHo-
BEHTpPHKYyJapeH Onok,
CBPAEUEH apecT,
apUTMHKA,

Cnosu
HApYLIEHHA

XunoTto
HHA

INopetu
BBIAHH

XuneproHus,
aHrHonarTus,
OpTOCTAaTHYHA
XHNOTOHHA,
nepudepHH
BacKyJlapHn
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HAPYLUEHHS,
BAPHMKO3HH BEHM

Pecnupatop | Kawnuy | Be3nanenuw | ducnHes, Bponxocnazbm
HH, TPBOHH | & € Ha I'OPHKM | ENMCTAKCHC,
1 JUXATENHU | apuHreanHo
MeaHACTHHA NLTHILA, BE3najieHye, Honka
JIHH KOHrecTHs | Ha opotapHHKca,
HapylueHHs Ha rOpHH MPOJYKTHBHA
AUXATEJIHK | KALIHUE,
MbTHLIA pecnupaTopHm
HapyLUEeHHA
CroMawno- ["anene, XemaTeMesa, Hneyc,
YpeBHH AuapHs, racTpHT, NaHKpPeaTHT,
HapyLIeHHA CTOMALIHO- | KOopeMHa Goska, MHTECTHHANEH
YpeBHa MOBPbLUAHE, aHrHoenem™
Honka, JHCTIENCHS,
KOHCTHNALL | CYXOTa B yCTaTa,
i, ¢dhnaTyneHuus
CTOMaLIHO-
YpeBHH
HAPYUIEHHS
Xenarobunu Xenatur Xonecrasa KeuareHuua,
apHu HapyLLIeHHS B
HapyllueHns yepHOApobGHHTE
hyHKLIHOHANHU
TecToBe
Hapyuwenns Crpbex, AHTHOEMEM, Tcopuasuc, Anoneums,
Ha KOKaTa obpus ficopHasmc, JepMatTHT ypTHKapH4,
MOAKOMXHATA XUNIEPXHIpPO3a, cuHapoM Ha CTUBBH-
ThKaH eK3eMa, JIKOHCBH,
aKHe, TOKCHYHA
cyXa Koxa, enuaepManHa
HapYLIEHHA Ha HEKpONK3a,
KOMAaTa epuTeMa
myntudopme*,
ncopHazdgopmen
JlepMaTHT*
HapyweHus Bonku 8 Aptpanrua, Muanrus
Ha repba, Gonka B kocTH,
MYCKYJTHO- MYCKYJIHH | OCTEOapTpHT
cKeJleTHaTa craimu,
cHCTEMa U 6onku B
ChEAUHHTEN KpaiHULUT
HaTa ThKaH e
HapyiieHus Br6peuna
Ha HeZOCTATLYHOCT,
OvOpeumre u a30TeMus,
NMUKOYHHTE MOAUYPHA,
NbTHILA NojaaKuypus
HapyweHus EpexTnina
Ha AuchyHKLM
BB3MPOH3RO A
JAMTENHATa
CHCTeMa U
ropaara
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Bponenn, Bpoaenu
thaMHUNHH U1 apTepUanHu
TEHETHYHH mandgopmauuu,
HapyUIeHHs MXTHO3a
O61wm Actenn | Hepasnono | Orok, yMopa [Mupexcus
HapylueHus | 2 HKEHHUA,
H eeKTH Ha 6onka B
MACTOTO Ha rbpaMTE,
NpHIIOKEHHE nepudepeH
OTOK,
HEMpUBHUH
0 yCEllaHe
Hicneasanu Xunepbunupybune | Iloruwen TMonuxkeH Gpoii
A MHuS KaHii B TpoMOOLUTH,
KpbBTa, NOBHLUEH KPEATHHHH B
MOBHLLIEHA KPBBTa,
rama NOBHLUEHA ypes B
TTYTAMWITPaH | KPLBTA,
cepasa, NOBHILEHA aNKamHa
MOBHLLEHA tocdaraza B KpbBTa,
nMnaza, NOBHLUEHA J1aKTaT
AIOBHILEH AeXHApOreHasa B
UMYHOro0yn | KpbBTa,
HH NOBHILUEHA acnapraT
amuHoTpaHcepasa,
NOBHLUEHA anaHuH
aMHHOTpaHcdepasa,
NIOBHINIEHH
4yepHOAPOOHH EHIUMH,
HaMAJIEH XeMOT00KH,
HaMalleH XeMaTOKpHT,
OTKJIOHEHHA B
eNIeKTpOKapaAHorpaMa
Hapauapann Hapansgaue
S, OTPABAHKA
H
YCIIOXKHEHHA
,
BB3HUKHAIH
B pesynATar
Ha
HHTEPBEHLIN
“

*IToxaszsa ACET wnac nexcenanu nexapcmeeny peaxyuu

CrobluaBpaHe Ha NOL03MPaHH HEXKETAHH PEaKLIFH

CroblaBaHeTo Ha MOJO3MPaHH HEXENaHHW peaklUMH ciel pa3peluaBaHe 3a yrnoTpeGa Ha JeKapCTBEHHA
MPOAYKT € BakHO. TOBa MO3BONABA Aa MPOAB/DKH HAONIOAEHHETO HA CHOTHOLWICHHETO MON3a/PHCK 3a
AekapcTBeHUA NpoAYKT. OT MEIWUMHCKHTE CMEUHATMCTH ce M3UCKBA 1a ChoOIaBaT BCAKA ngm:mgaua
HEXE/IaHa peakuUmsa upes Hauuonanna CHCTEMA 33 choOLaBaHe: \

‘¢;§‘§;_|1r‘$x \f‘lﬁ;

HanenuuTenna areHuns no feKkapeTeata
- yit. ,Jdamsau [pyes” Ne 8

1303 Codua

Ten.: +359 2 8903417

1" QUL



yebcaliT: www.bda.by
4.9 TIlpeno3npanue

Cumnromu
CHMOTOMHTE Ha Npeao3dpaHe ca TeXKa XHMNOTOHHA, WOK, CTynop, Opaavkapaud, €IeKTPOTMTHH
HapylieHna 1 6bOpeuHa HeJOCTATLYHOCT.

JleueHue

Cnen normbilane Ha npefosupan lonteH kancynu, Tpadpa fa ce OOMMCIHM H3BBLPLUIBAHETO HA MTbIHA
NpOMHBKA Ha CTOMaxa.

KphHoto Hansrane Tpabpa ga ce HabnrofaBa 1 ako ce pa3BHe XMIIOTOHMA, TPSOBa 2a ce MMAT NnpeaBHa
ofbeMo3aMecTBaLH PA3TBOPH.

Hsama cneunduyeH aHTHIOT Npy npenosupare Ha [onren.

5. ®APMAKOJIOTHYHHU CBOMCTBA
5.1 <@dapMaxoaHHAMMYMHH CBOHCTBA
(PapmakoTrepanestuuHa rpyna: ACE-unxuburopu, ATC koa: C09AAL0

MexaHH3bM Ha IeHCTBHE

Kancynure ['onten cbabpxar npea-nekapcTeoto (“prodrug”™) TpaHAONanpWi, KOWTO € He-NENTHAEH
ACE-nHxuOuTop ¢ kapbokcunua, Ho 6e3 cyndxuapunna rpyna. Tpanponanpun ce abeopGupa Gbp3o,
CeA KOETO €€ XHAPONU3Mpa HecneUH(GHHHO A0 HEeroBHS MOIUEH, ABAr0 AeHcTBaw, MeTabonuT
TpaHaoNanpunar.

(Dapmaxoguﬂam HYHH GQQBKTH

Tpangonanpunat ce cBbp3Ba 31paBo W MO MeXaHU3IbM Ha HaculiaHeTo ¢ ACE.

IlpHeMBT Ha Tpanaonanpun BOAM 10 MOHWKABAHE HA KOHLUEHTPALMHTE HA aHrMOTeH3MH I, anaocTepoH u
aTpHaieH HaTPUyPeTHUEH (GaKTop, KaKTO W A0 MOBHLUIABAHE HA TUIA3MEHATA PEHHHOBA AKTHBHOCT M
KOHLIEHTpaLMUTE Ha aHrHoteHsWH 1. [lo To3M HauWuH TpPaHAOMANPUA MOAY/IHPA CHCTEMATA PEHHH-
AHIMOTEH3HR-AN0CTEPOH, KOATO WIpae IjaBHAa oSS B PerynauMaTa Ha KpbBHMA 00eM ¥ KPBLBHOTO
HaAraKe, H CbOTBETHO MMa OJ1aronpHATEH aHTHXHIEPTEH3UBEH edeKT.

Knunuuna edrracHocT W 6esonacHoct

[punaranero Ha o6M4aHHHTE TepaneBTHYHH JO3W TPAHAONANIPUN MPH XHNEPTEH3IWBHH TMAUHMCHTH BOAH
N0 3HAYWTENHO TOHMKEHWE HA KPBLBHOTO HaNgraHe, KakTO MpPH JIETHAIO, Taka M IIPY H3NpaBeHO
NOJOKEHHE Ha TAJOTO. AHTHXMNEPTEH3IUBHHAT epeKT HACTLABA cnea | uac, KaTo HEroBKMA MakcHMaeH
edext e Mexay 8 u 12 yaca v npoabmkaBa HaH-Manko 24 vaca.

CeolicTBaTa Ha TpaHaonanpua MoraT Aa OOACHABAT NOJNYYEHHTE pe3y/NTaTH NO OTHOLUEHHE Ha
perpecuaTa Ha XMNepTpoduaTa Ha ChpLETO ¢ nofobpasaHe Ha AWacTOnRHaTa (GyHKUHA W apTepHanHus
koMniasHe npu xopa. OcBeH TOBa, € HabnOJaBAaHO M HaManfBaHE Ha CbAOBaTa xunepTpodus npu
KHUBOTHH.

JBe ronemu paHnoMu3HpaHk KoHTponupanu npoyusaHua — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - tekywo rmoGanHo uanuTeane 3a KpailHH TOMKH
Ha TEJIMHCAPTaH, CAMOCTOATENHO W B KoMOuHaums ¢ pamunpun) ¥ VA NEPHRON-D (KnunuuHo
nNpoyuBaHe CBbP3aHO C pa3BHTHe Ha Hedponatua npu auaber, npoBeaeHo oT MuHHC
BBIIPOCHTE Ha BeTEpaHWTe) — mnpoy4BaT ynotpebara Ha KoMOuHauusta ot AC
aHruoTeH3uH Il-peuentopen Gnokep.

ONTARGET e npoyuyeaHe, npoBezeHC MpH MALMEHTH € aHaMHe3a 32 Cb
MOIBbYHOCHAOBA OOnecT, WK 3axaped AWabeT THN 2, NIPUAPYKEHH C NAHHH 33 YBpe
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oprann. VA NEPHRON-D e npoyusane npu nauueHTH cbc 3axapeH auaber tun 2 u auaberHa
HedponaTHs.

Te3n npoyuraHHa He MOKa3BaT 3HA4MM OnaronpuaTeH edekT BbpXY ObOpeuHHTE W/WiW ChbpaedHo-
CBAOBHTE MNMOCAEAMUM K CMBPTHOCT, KaTO CBUIEBPEMEHHO ca HabNlogaBaHW TIOBHLIEH PHCK OT
XHIEPKATMEMHS, OCTPO YBpEKAaHe Ha ObOpeuHTe M/MIM XHNOTOHUA B CPaBHEHHE C MOHOTEPAMMATA.
Kato ce umar npeapua ¢xoHHTE UM (PapMakoANHAMHYHH CBOMCTBA, TE3H PE3YITATH Ca IPUIMKHMH K 3a
ApyrH ACE-unxuburopu u anrnotensus ll-peuentopiu 6nokepu.

ACE-unxubutopy 1 anruoreHanH II-peuentopiu G10Kepy crienoBaTenHo He TpabBa [a ce H3MOA3BAT
€IHOBPEMEHHO NpH NalMeHTH ¢ AuabeTHa HedponaTHs.

ALTITUDE (Kauhu4HO ilpoy4BaHe NpOBEAEHO C aAHCKHPEH NPH NaLUMEHTH Che 3axapeH auaber tvn 2 ¢
M3NOM3BAHE Ha CBPAEHHO-CLAOBH M OnOpeuHH 3abongBaHWA KaTO KpalHM TOYKM) € NpPOYUBaHE,
npeaHazHa4yeHo 1a M3CieABa Noszata oT A00aBAHETO HA ANMCKWpPeH KbM CTaHaapTHa Tepanus ¢ ACE-
HHXHOWTOpP WM aHrvoteHsuH Il-peuentopen 6nokep Npu NauMEHTH cbe 3axapen aAuaberT THN 2 M
xpoHHuHo OwOpeuHo 3abongBaHe, CcbpleyHo-cvaoBo 3abonaBaHe wiM M asere. [lpoyuBaHeTo €
IPEKPATEHO NPENAEBPEMEHHO NMOPAJIH MOBUILEH PHCK OT Hebnaronpuatuu nocneanum. Kakto cbpaeuto-
CBA0OBATA CMBPT, TaKa M MHCYATBHT Ca MO-YECTH B rPynara Ha anHMCKMPEH, OTKOJIKOTO B Ipynara Ha
niauebo, a MNpPeacTaBfABALMTE MHTEPEC HEXeENaHM CbOMTHA M CEepHO3HM HEXKENaHH CbOHTHA
(xunepkanuemMua, XHMoOTOHHA M OnOpeuHa AucdyHkuus) ce cboOuiaBat Mo-4yecTo B rpynaTta Ha
ATMCKUPEH, OTKONKOTO B rpynara Ha nnauebo.

52 ®apMaKoKHHETHYHH CBOHCTBR

Abcopbuus
Cnen nepopa/ieH npueM TpaHaonanpun ce pe3opoupa MHoro 6bp30. [THKOBUTE MNa3MeHH KOHUEHTPAUH

Ha TpaHAONanpWi c¢e JOCTMraT 3a eIWH uac ciea npuema. AbGcomoTHata OHOHANTHYHOCT Ha
TpaHonanpun e okono 10%.

Pasnpenenexue 1 Guotpancopmatims

TpaHaonanpun ce XMAPOAH3MPA 10 AKTHBHUA AHALIMA MeTabONHT TpaHAONaNpHUAaT, KOWTO e cnieunduueH
ACE-unxuburop. [Mukopata nna3meHa KOHUEHTpaLUMUA Ha TpaHAOMANpPUIaT ce gocTura caex 3 ao 8 uaca,
A6comoTHaTa GMOHANMYHOCT Ha TPaHAONANPUNAT ciel npreM Ha TpaHaonanpui € okono 13%. Cuax unu
AUC Ha TpaHAOManMpHIaT HE cE MTPOMEHA OT MpHeMa Ha XpaHa.

Painpenenetne
CBLp3BaHETO HA TPaHAONANDWI C MIA3MEHHTE NPOTEHHH € oKkono 80% M He 3aBMCH OT KOHLEHTPALMATA.

O6eMbT Ha pasnpedenesue Ha Tpanaonanpdn e oxono 18 L. Cpobp3BaHeTo Ha TpaHaonanpunara e
3aBHCHMO OT KOHLEHTpauMaTa W Bapupa ot 65% npu 1 000 ng/ml ao 94% npu 0,1 ng/ml, koeto nokassa
HACHIIIAHE HAa CBbP3BaHE C YBETH4aBaHe Ha KOHUEHTpauuaATa. [1pu 3apaBu 106pOBOILM, KOHLCHTPALIMATA
Ha TPaHZOoNaTPHUN B N1a3MaTa Hamanaea 6BP30 ¢ cpeeH MoNyKHBOT Mo Manko oT 1 yac.

Buotpaucdopmauns

[Ipy MHOrOKpaTHO APWUNOKEHWE HA TPaHAONANPHA, PABHOBECHO CLCTOAHHE 34 TPaHAC/ANPHIAT Ce
JOCTHra 3a OKOJO HYETHPH JHH, KAKTO MpPH 3ApaBu 10OpOBONLUM, TaKa H NPH MO-MNaaAM WIH B HaNpenHana
Bb3pACT MNALMEHTH C XHNepToHHA. [lpH paBHOBECHO CbCTOAHME, eEKTHBHHAT MONYKMBOT Ha
TpaHAONanpunat ¢ Mexay 15 u 23 uaca, BrmouBaml mManka ¢pakuma oT NPHETHS NPOLYKT, BEPOATHO
OTpa3ABaLIA CBBP3BAHETO C IU1a3MeHus W ThkaHeH ACE.

EnuMunupane
Cnen nepopanHo npunoxeHue Ha 6ens3aH MpoAYKT MpH xopa, 33% OT paaHOaKTHBHOC
ypHHara # 66% B vanpaxHeHuata. Okono 9-14% or npurerata nosa TpaHaosanpu

ypuHara (<0,5%).
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O6wMAT nnasMeH KIHMPBHC HA TPAHIOA4anpun W TpaHAonanpunat chei npubausurento 2 mg
MHTPaBEHOZHO € OKONO 52 NWTpa Ha Yac W 7 JIMTpa Ha Yyac, ChOTBETHO.
BuOpeuHHAaT KIMpbHE Ha TpaHaonanpuaat eapupa ot 0,15 no 4 nutpa 3a yac, B 3aBUCHMOCT OT A03aTa.

CrneuHanty nony,lauuy

Heduampuyna nonyiayua
(apmMakOKHHETHKaTa Ha TPaHAONANIPUA He € H3CNeaBaHa MpM nuua nog 18-roauiuHa Bb3pact.

Hayuenmu 6 cmapuyecka ev3pacm u noa

(DapMakOKMHETHKATa Ha TPaHAOManpHi1 € M3CAeBaHA NMpPH NAaLUMEHTH B crapuecka BbipacT (Hajn 65
FOIMHH) M NpH AsaTa nona. [1naimenara KOHUEHTpPAUKMA Ha TPAHAONANPWI € MOBHILEHA MPH NALMEHTHTE
B CTapyecka Bb3PacT € XHNEPTOHMA, HO nna3MeHaTa KOHUEHTPaLMs Ha TpPaHAONaNpPHAaT H
uuxubupamara ACE akTHBHOCT € nono6Ha NpM BB3pAacTHHUTE M MO-MIAAM MALMEHTH C XUAEPTOHHUS,
dapMaKOKMHETHKAaTa Ha TPaHACIANpHA M TPaHAONaNMpunaT, KakTo W HHXHGHpamara ACE aktusHoct e
noaotHa NpH MBIKETE U KEHUTE B CTAPUECKa BB3PACT C XUIIEPTOHHUA.

Paca
He ca ycTaHoBeHH GapMakOKHHETHUHM PA3/INKM DU pa3/IMUHHTE pacH.

Bvbpeuna nedocmamvunocm

B cpaRHEeHHe ¢ HOpMANHMTE HWHAMBHAH, I1a3MEHHTE KOHLEHTPAUMH Ha TpaHAonanpun u
TPAHZONANPHIAT €A MOYTH [JBA MBTH MO-BHCOKH, a OBOPEHHUAT KAMpBbHC HamaneH ¢ okono 85% npu
NalMeHTHUTE C KPEATHHMHOB KMWPBHC noj 30 ml/min u Te3n Ha xemoauanmsa. [lpy naumeHtuTe C
6s0peuHo yBperxkaaHe ce NpenopbYBa aJanTHPaHe Ha 103aTa.

Yeprodpobua wedocmamuvyrocm

Cnea nepopanHO NpHAOXKeHHE MPH NALHEHTH ¢ Jieka A0 YMepeHa alKOXONHa LMpo3a, [1a3MEeHHTe
KOHLIEHTPaLMH Ha TPaHIO0NANpHI H TPAHAONANPUAAT ca GUIH CHOTBETHO AEBET W ABa MIBTH MO-BHCOKH OT
TE3H [PU HOPMATHHTE HHAHWBHIHK, Oe3 TOBa Na € CBBbP3aHO C poMmata B uuxubupawara ACE akTusHocT.
{Ipy naumenTHTE C YepHOApPOOHA HEJOCTATBUHOCT CE MPETOpbUYBA OOMHCASHE NpHEMa HA MO-HHCKH
DO3H.

5.3 IlpeakAMHHYHH AaHHH 34 Oe30NACHOCT

KapuuHOreHHOCT, MYTareHHOCT M HapyIueHHe Ha GepTHANTETA

[TpoyuBanMaTa BbpPXY PENPORYKTHBHATA TOKCHUHOCT ca MNokasand edexrd BbpXy 6p6peuHoTo pasBHTHE
Ha NOTOMCTBOTO, C NOBHLLIEHA 4YECTOTA HA pasliMpeHHe Ha GBOpedHOTO JereHue; ToBa € HabaKAaBaHO
npu ao3u ot 10 mg/kg/aHeBHO M MOBEUE MPH MNBLXOBE, HO Ge3 3acAraHe Ha HOPMAJHOTO Pa3BHTHE Ha
noToMcTBOTO. TpaHIoNaNpHIl He € MOKA3all MyTareHeH UM KapUHHOreHeH NoTeHLHal.

6. DAPMALEBTHYHH JAHHH
6.1 CHHCHLK Ha NOMOUIHHTE BellecTBa

Kancynio cbaspxumo
LlapeBnuHo HHlLecTE
JlakTo3a MOHOXHApAT
[ToBuaoH

Hatpuer creapun ¢ymapart.

Crcrap Ha Kancynara
Kenatuu
Turaunos auokcun E171
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Krent kenesen oxcua E172

Eputpoznn E127

Harpues naypuncyngar

6.2 HecuLBMeCTHMOCTH

Henpunoxxumo.

6.3 Cpok na roaHoct

3 (rpu) rogunn

6.4 Cpeunajann yci1oBHA Ha cCLXpaHeHue

Ja ce cbxpaHaBa npu TeMnepartypa noa 25°C.

6.5 Bua M chabpXkaHHe HA ONAKOBKATA

PVC/PVDC/Al unn anymnHueBsa KaleHaapHa ONakoBKa, ChAbpkaua 28, 56 uiau 98 kancynu.
He BcutkH BHAOBE ONaKOBKH MOTAT Aa ObAAT NyCHATH B npoaaxba.

6.6 CneunanHn npeaAna3HH MepKH NPH HIXBBLPJAHe H paloTa

Hsama cneunanii HW3MCKBAHHS.

7. NPHUTEXATEJ HA PABPEIIEHHUETO 3A YIIOTPEBA
Buarpuc EQO/]

oduc crpana ,,Cepanka opuHcH*

Byn. CutHaxoBo Ne 48, e, 7

1505 Codwms, bBrarapus

8. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEBA
20060731

9. JATA HA IIbPBO PA3PENIABAHETIOJHOBSIBAHE HA PA3PEUMIEHHETO 3A
YIIOTPEBA

Hara Ha mbpeo paspewaade: 13 aexemBpy 2006 r.
Hara Ha nocnenHo noaHosasane: 30 mapt 2012 r.

10, JATA HA AKTYAJIM3UPAHE HA TEKCTA

03/2026
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