KPATKA XAPAKTEPUCTHUKA HA IIPOJAYKTA

1. HME HA JIEKAPCTBEHHUS ITPOJAYKT ’i :-ITE_ A ATEHUUS N0 ﬂEKAPC}'BAf[@

Pakmepucmika Ha npogykma  Mpusoxerue 1

960066

Gopten 0,5 mg capsules, hard

B =

I"'onren 0,5 mg T8BLpAM Kancynu ,»

2.  KAYECTBEH M KOJIMYECTBEH ChCTAB |

Beska kancyna ceabpika 0,5 mg tpanaonanpui.

[TomourHu BentecTBa: Beska Karncya chabpika 56,0 mg 1akTo3a MOHOXH/IpAT.
3a MbIHMA CMIUCBK HA MOMOIIHHTE BellleCTBa, BUKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

Tebpaa kancyna

Trbpau xenaTHHOBM Kancy/iu ¢ pasmep 4, ¢ HENpo3payHoO YePBEHO TAJIO W HEMPO3PAUHO HBATO Kanaue,
ChABpPAKALLX O/ 10 MOUTH O/ rpaHyJiu.

4. KJIMHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHUSA

Jlexa 10 ymepeHa XMMEepPTOHHA.

JlesokamepHa ancyHKIMS cliel HHpapKT Ha MHOKap/a.

YcranoseHo e, ye l'onten nopobpsapa npexuBieMocTTa cie/l HHPAPKT HA MMOKap/a NpH MaluMeHTH ¢
JepokamepHa auchynkuus (dpakuus Ha w3TaackeaHe < 35%) ¢ wiau Ge3 CMMNTOMM Ha Chbp/evHa
HE0CTATLYHOCT W/KITH ¢ WK Oe3 ocTaTbuHa HCXEMMUSL.

[TpoabmkuTenHoTo nevenue ¢ ['onTeH HamaisBa 3HAUKHTEHO 001IATA ChPAEYHO-ChI0BA cMBPTHOCT. To#
3HAYMTESIHO MOHMKABA PUCKA OT BHe3alHa CMBPT M [04BAaTa HA TEKKA WK PE3UCTEHTHA CbplevHa
HEJIOCTATHYHOCT,

4.2 J1o3MpPOBKa H HAYHMH HA NPHJIOKEHHE

3a MNEPOopPaIHO NpHITOIKEHHE

£O3HQOBKH

Buspacmmu
Xunepmonust

[Ipn Be3pacTHH nauveHTH 6e3 3acTolHa Cbp/eyHa HeJAOCTAThUHOCT M Oe3 ObOpeyna wau yepHoapobHa
HEI0CTaTLYHOCT, KOMTO HE NPUEMaT JMYpeTHUYHa Tepanus, npenopbyBaHaTa HavaaHa ao3a e ot 0,5 mg a0
1 mg 1 1o 2 mg kaTo e/IMHMYHA JHeBHa J103a. [TaumenTn ¢ adpoamepHKaHCKK NPOU3XQ

yact ot nauxenture. Jlosara tpabpa aa ce yABOM NOCTENEHHO HA HHTEPBAH OT €
Bb3 OCHOBA Ha OTrOBOpA Ha MNalMeHTa, 10 MakcHMyM 4 mg 10 8 mg JHEBHO.
ObuyakHara noaabpskalla j1o3a e oT 1 mg A0 4 mg Kato eJAMHHYHA JIHEBHA
MalMeHTa € BCe OLLE He3a0BOHMTEeNeH NpH 103a oT 4 mg Ao 8 mg, Tpadea aa c
TEparus ¢ JAMYPeTHK W/ UK KaJlLIMeR aHTaroHUeT (Bk. Touku 4.3, 4.4, 4.5 u 5.1).



Jesoxavepra ouchyrxyus cred ungaprm na muoxapoa

Cnen undapxrt Ha MHOKap/a, NEHEHHETO MOXKe J1a GBAEC 3a104HATO HE M0-PaHo OT TpeTHA AeH. Hauannara
aHesHa no3a Tpabea Aa e oT 0,5 mg mo 1 mg. Tasu moza TpaGea NOCTENeHHO 4a ce MOBMLIABA A0
MaKcHMYM 4 mg, KaTo €HOKpATHA JHEBHA 103a. B 3aBHCHMMOCT OT NOHOCHMMOCTTA, HANPHMEp NOABaTa Ha
CHMITOMATHUHA XHIOTOHHA, TOBA (POPCHPAHO THTPHPaHE HA N03aTa MOXE BPEMEHHO Ja 6bAe OTNOKEHO.

B cnyuaii Ha XMNOTOHMMA, BCAKO CBLILTCTBALLO XMIIOTEHIUBHO JieHeHWe, KATO HaNpHMep NpHEM Ha
Ba3OQMIATATOPH, BKJIIOYHTENIHO HHTPATH W IHYPETHLH, TpAGBa BHUMATENHO A8 Gbje MPEOLEHEHO W NPH
BB3MOMHOCT /103aTa Ha Te3H JIEKApCTBEHU NPOAYKTH Aa Objie HamaneHa.

Hosara wa Tonren TpaGsa na Owbjae HaManeHa, camo B Chywali, 4e NOCOMEHMTE MO-TOpe MepKM ca
HeeeKTHBHH MIIH HETPUIOKHUMH.

Creyuaniu nonyiauuu

Heduampuuna nonyrayun
BesonacHocTTa M epukacHocTTa Ha ["onTeH B HETCKA BB3PACT HE € YCTAHOBEHA.

Ilayuenmu 6 cmapuecka ev3pacm

Ho3ara npu nauneHTH B cTapyecka PB3PAcT € ChLIATA KATO NPH MaLMEHTH B He-CTapuecka BbipacT. Hama
HeOOX0NMMOCT OT pelyLMpaHe Ha J03aTa NpH NallMeHTH B CTapdecka Bh3pacT ¢ HopMasiHa 6b6peuna u
uepHoapobHa ¢ynkumn. [MoexieHo BHHMaHKHe € HEOOXOAMMO MPH NAaUMEHTH B CTAp4ECKa BL3pacT Ha
€HOBPEMEHHO JIEUCHHE C JHYPETHUH, 3acTOHHA CbpAedHa HEeJOCTBUHOCT, HAH ObOpeuHa wnm
yepHoapoOHa HenocTaTbyHOCT. Jlo3aTa TpaBra Aa ce TUTPHpa cropen HY)KAHTE 33 KOHTPOJ Ha KPbBHOTO
Hansrae.

IIpeowecmaawo Ouypemuuno Aeyenue

[lpy nauMeHTH B PHCK OT CTHMYJMpaHa PEHHH-aHTHOTEH3MH CHCTeMa (Hamp. NAUMEeHTH CLC 3aryba Ha
BOJA W HaTpHii), AMYpeTHKLT TpabBa da ce crpe 2 UnM 3 AHW npeau Ha4anoto Ha Tepanuara ¢ 0,5 mg
['onTen, 3a na ce HaMalK BEPOATHOCTTA OT PA3sBHTHE HA CHMITTOMATHYHA XMNOTOHUR. [IMYPETUKLT MOXKE
na ce npubaBH NO-KbCHO, aKO € HeOBXOAUMO.

Cypoeuna nedocmamvynocm

Ilpy nauMeHTH C XHNEPTOHMA, KOHTO HMMAT 3aCTOHHA ChPIAEYHA HENOCTATLUHOCT CBC WM Oes
cphbTeTRalla ObOpeuna HemocTaTeyHOCT, caen neveHHeTe ¢ ACE-unxuburopn e nabawonaBana
CHMNTOMATH4YHA XMNOTOHMA. [IpH Te3n naumeHTH nevenneto TpabBa aa 3amouHe ¢ go3za ot 0,5 mg a0
1 mg ["ofiTeH BEAHBX AHEBHO MO CTPOT MENULIMHCKH KOHTPOJL.

bvbpeuno yspescoane

Ilpy nauHeHTH ¢ KpeaTMHHHOB KIHpBHC oT 30 mo 70 ml/min ce npenophuBa npHeM Ha ofk4aiiHaTa n03a
32 Bb3PACTHH M MaUKEHTH B HaNpeJHaIa Bb3pacT.

[lpu naumeHTH ¢ KpeaTHHHHOB KWIHpbHE Noa 30 ml/min ce npenopbusa 3anouBaHe Ha NeveHWETO ¢ No-
Hucka fo3a ['onten (T.e. HadanHa go3a 0,5 mg) W MocTeneHHO MOBHLLABAHE HA 03aTa A0 MOCTUFAHE Ha
KenaHua edekT b Bpemeto. [lpu Te3n naumeHTH neueHnero TpAGBA Aa Ce M3BBLPIURA MPH PEAOBHO
MEIULIMHCKO NpociieasBaHe.

TauKeHTHTE ¢ KpeaTHHHHOB KIMPBHC Haa 30 ml/min He ce Hy)KOaAT OT ajanTHpPaHe Ha HAuaNHaTa 1034,

Huanuza
He e ycTanoseno cbe curypHocT nanu ['onted wnu TpaHRoNanpUnar ce OTCTPaHABAT Mp
Benpekn ToBa 6 Morno aa ce ouakBa, ue AWaNH3aTA MOXKEe Aa OTCTpaHH
TPaHAOJANPUAAT OT LUMPKYJNAUMATA, KOETO Aa NOBeAe A0 Bb3MOXHA 3aryba Ha
nanarane. Ilopaau Toea ce u3nckBa BHUMaTenHo HabnwoJaeHWe HA KPBLBHOTO HAj
BpeMe Ha JUAIW3a W ananTHpaHe Ha 103aTa, ako € HeoOX0AHMO.

Yeprodpobro yepesxcdane



[Ipu naumenTH ¢ TexKo HapylleHa YepHoapoOHa GyHKLUMS, HaMaNaBaHETO HA METABONMTHHS KITHPBHC Ha
lonTeH W akTHBHMA MeTabONMUT TPaHAOAANPUNAT, BOAM A0 ONAMC MOBMLIABAHE HA NNA3MEHHTE HHBA
lonTeH W B NO-Manka cTeneH, 00 NOBWILABAHE HA HMBATa HA TpaHIoNanpuiaT. 3aTOBa NE4EHUETO ¢
['onrren Tpabpa na 3anoune ¢ 103a oT 0,5 mg BeaHbkK AHEBHO NOA cTpOro Habmoenue.

4.3 TIlpoTHRONOKAZaAHHA

- AHamHe3a 3a CBPBXYYBCTBHTENHOCT KbM aKTHBHOTO BELUECTBO TPAHAONANPHI, HIH KbM HAKOE OT
MMOMOLHKTE BellecTBa, H30POEHH B Touka 6.1.

- AHaMHe3a 33 aHFHOHEBPOTHYUEH OTOK, CBBbp3aH ¢ Npuem Ha ACE-unxuburop.

- Hacneacreen/uanonaTH4yeH aHrHOHEBPOTHYEH OTOK.

- Bropu 1 TpeTH TpuMecTbp Ha GpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

- EnnoepemenHaTa ynotpeba xa I'onTeH ¢ anWMCKMpeH-ChABPXKALIKA NEKAPCTBEHH fIPOAYKTH MpH

2
MAUHEHTH CbC 3axaped anaber win 6x0peuHo yepexaane (GFR < 60 ml/min/1,73 m ) (Bx. Toukm
45u5.1).

- Enuospemenna ynorpeba cne cakyburpun/sancapra. 'onten He Tps6ea aa ce 3ano4ea no-paHo oT
36 uaca cneq nocneAHara A03a cakyOHTpHA/BancapTaH (BX. TOUkH 4.4 1 4.5).

4.4 CneunajlHH NpeayNnpexACHAN H NPEINAIHH MEPKH NPH ynoTpeba
FonTen He TpabBsa aa ce mpunara NpH NALMEHTH ¢ A0PTHA CTEHO3a MK W3XoaALa oBCTpyKLMA,

AHAa(UNAKTOUAHH M BB3IMOXKHO CBbP3aHH peaKliny

Hecensubumnizayun

AHaHRaKTOMIHK PeakLH (B HAKOM Cly4an XHBOTO3aCTPALIABALIN) MOTAT A4 C€ PA3BUAT NPH NALIHEHTH,
nonyuyasamy neuveHue ¢ ACE-unxuburop M eaHoBpemexHa aeceH3WOMIM3aLMA Cpelly KHBOTHHCKH
OTPOBH.

Hucxo niemuocmua aunonpomeun (LDL)-apepesa
JXKupoTo3acTpalltaBaliuTe aHadHIAKTOHAHH peakuMu ca 3abenazadu, korato nauuentd Ha LDL-adepesa
npuemat ACE-uHXHOWTOPH MO CHILOTO BpeME.

YBpeaena uepHoapoOHa GyHKLNUA
Toit kato lNonTeH ce meraGonuaWpa AC CBOA aKTHMBEH METAOONMT B uEepHHA Apob, (pH nauMeHTH ¢
yBpedeHa depHoapoOHa diyHKLMA € HeoOXOaUMO NOBULIEHO BHHMAaHHE M HADMeHHeE.

CHMNTOMATUYHA XHITOTOHHA

HpH NauHeHTH C HEYCJIIOHEHA XHWIEPTOHHA € HaﬁmonaBaHa PAOKO CHMNTOMATHYHA XHNOTOHHA ChgA
HauanHaTa no3a ['onTeH, KakTo W cnej NMOBMLIABaHe Ha Jo03aTa My. [10-BEPOATHO € TA Ja ¢e NOABM IIpH
MaUHEHTH ¢ JedHLUMT Ha TEHYHOCTH W CON NPH TPOALKHUTENHA AUYPETUUHA TEpanus, IHETUUHO
OrpaHH4YaBaHE Ha COJTa, AWanu3a, AHapHa MM nospbilade. [To Ta3d npUuUMHA NpU Te3d MNAUMEHTH
AWypeTH4HATa Tepanua TpsbBa Aa ce COpe W 1a ce KOpUrupa AedHIMTa Ha TEYHOCTH K COM Mpeau
Ha4anoTo Ha fAedenHero ¢ Fonrey.

ArpaHynouHTO3a M KOCTHO-MO3bYHA CYNPECHA
Ilpy naipientw Ha nevyeHue ¢ ACE-nHxuOGuTOpH, ca HabniojaBaHM caydanm Ha arpaHynouWTo3a W
IOTHCKaHe HA KOCTHO-MO3b4HaTa (yHKUMA . M3rnexa, ye pHCKBT 33 HEYTPOIEHHA € A020- W THIIOBO-
CBbP3aH H 3aBUCH OT KJIMHWYHHMA CTATYC HAa NnaudeHTa. Te3n peakuuM ca MO-YECTH MpPH NALMEHTUTE ¢
61bpeuHo yBpesxaaHe, 0cO0EHO TaKMBa ChC CHAOBA KoNareHoza. Bunpekn ToBa e HeoGXoauMoO pefoBHO
npocneassane 6pos Ha GenUTe KPBLBHM KJIETKH W HHBOTO Ha MPOTEHHH B YPHHATA, TH CBC
CbA0BA KONareHo3a (Hanp. NyMnyc epHTEMATO3YC M CKICPOAEPMHA), 0COBEHO MpH eHue
Ha 6p0OpevnaTa QyHKLMS M CBIBTCTBALLO JIEYEHHE, TIPEAHMHO C KOPTUKOCTEPO
cpencTra, Tosa cbeTOsHHE € 00paTumo cnef npexkbeBaHe Ha ACE-uHxuburopa.

AHruoeaem



l'onteH Moke na NMpUYMHK aHrHOEEM, KOMTO BK/IIOUBA MMOAYBAHE HA NIMLIETO, KpaWHHLMTE, €3MKa,
rnotuca W/Mnu napukca. JlokazaHo e, ye ACE-MHXUOUTOpHTE NPUUMHABAT AHTHOCAEM B MO-TONAMA
CTeNEH NpH apoamMepHKaHLIK, OTKONKOTO NpPH MALMEHTH ¢ He-apoaMEPHKAHCKH TIPOU3XOA,

Hoknanpal € ¥ anruoeaem Ha uepBaTa NpH NauueHTH, JekyBaHH ¢ ACE-unxuGutopu. Toea Tpa6ea na ce
MMa MpeaBHA NMpH NauMeHTH Ha 'onTen ¢ kopemHa 6onka (¢ UaM Ge3 raieHe H NOBPBLLIAHE).

[MauneHTH ¢ aHTHOHEBPOTHYEH OTOK TpAOBA HezabaBHO na npeyCTaHonaT TepanuaTa ¢ ['ontey W na Obaar
HabnoaaBaHH 10 OT3BY4aBaHE HA OTOKA.

AHIHOHEBPOTHYEH OTOK, OTPaHHYEH [0 JIMUETO, 0OOUKHOBEHO OT3syuaBa crioHTaHHO. OTOK He caMo Ha
NHUETO, HO K HAa [NOTHCA MOXE Ja ObAe MMBOTO-3aCTpalllaBalll NOpaau pHCKa OT ODCTPYKUMS Ha
AMXaTEeNIHHTE NBTHILA.

CenrbreTramara ynorpeba Ha ACE nHxubutopH cbe cakyburpun/sancaprad e NpoTMBONOKA3aHa NOPajii
NOBMUICHHA PUCK OT aHruoeaeM. JleweHue che cakybutpun/ Bancapran He TpAOBa na ce 3anousa f10-paHo
oT 36 yaca cieq nocneaHaTa 103a TpaHaonanpui. Jledenune c Tpanzonanpun e TpabBa aa ce 3ano4sa no-
pano ot 36 4aca cnen nocneaHaTta go3a cakyOuTpun/BancapraH (ex. Touk 4.3 u 4.5),

CenbreTBainata ynotpeba Ha ACE unxubutopu ¢ pauekagotpun, mTOR wuuxubutopn (sHanp.
CUPOAHMYC, €BEPOIIMMYC, TEMCHPONHMYC) M BHIJAMIMNTHH MOXE A3 HNOBEAE OO0 TOBHIIEH PHCK OT
aHrvoejem (Hanp. OTOK Ha AHXATENHHTe MbTHUILA WIH €3UKa, CbC WK Ge3 HApYIEHHE Ha AWLIAHETO) (BK.
Touka 4.5). HeobxoauMo € Ja ce MOAXOAM C MOBHLIEHO BHHMaHWE, KOMAaTO CE€ 3afoyBa JiEHYEHHe ¢
pauexanotpun, mTOR uHxubutopn (Hamp. CHPOAMMYC, €BEpOIUMYC, TEMCHPOIUMYC) H BUNIArTMITHH
MpH nauueHt, koito Beve npuema ACE nuxuburop.

AHI"HOHCBpOTquH OTOK Ha €3HKa, rnoTHca MNH NapHMHKCa Hajnara He3abaBHoO MOAKOXKHO MpHNaraHe Ha
0,3-0,5 ml pasreop Ha enunedpiH (1:1 000) 3aegHO ¢ ApyrK TepaneBTHYHU MEPKH, KOUTO ¢a NOAXOAALLM.

[HalnenTH ¢ peHOBaCcKYIapHa XHNIEPTOHWA

ACE-unxuburopy morar na ©6BbOaT W3NOM3BAHH 10 NpHJaraHe Ha Npoueaypa 3a H3NEKyBaHe Ha
PeHOBACKyJ/lapHaTa XHMEPTOHHUA WIK B CAY4aH, Ye npoueaypara He Moxe Ja Obje u3BbpLIeHa. PUCKDBT oT
TEXKA apTepHanHa XMNoToHHA M ObOpeHa HeROCTATHYHOCT € YBEJIMYEH, KOraTo MalHeHTH ¢
MpeluecTsala ¢IHOCTPaHHa UM [BYCTPaHHa CTeHo3a Ha OnOpevHara aprepus ca Ha Tepanus ¢ ACE-
HHXHOUTOPH. JlHypeTHLUMTE MOXKe [a YBelIHuYaT pUCKa JOMBIHHTENHO. JIOpH NpH MANKH NPOMEHH B
CepYMHHA KpEaTHHHH MOke Ja UMa 3aryba Ha 6n6pevHa dyHKUMA IOpHM FIpH MAUMEHTH ¢ €HOCTpaHHa
cTeHo3a Ha 6bbpeuHarta aptepus. IIpu Te3an nauueHTH neuyeHWeTo TPsAGBA Aa GBbAe 3aMOYHATO € HWUCKM
AO3H C NOCTENEeHHO THTPHpaHe Ha 103ata B SonHHYHH YCIOBHA T1MOAd MNOCTOAHHO MEINLHHCKO
wabnionenne. uyperuuHara Tepanus TpaGea na Gbie cnpAHa U Ja e MOHUTOPHPAT B HAyaJHHTE
ceaMULH Ha JleyeHHeTo ObOpeuHaTa GyHKLHA U CEPYMHHA KajlHi.

O61uM
[IpH HAKOM MaLMeHTH, [IpHEMalUM Beve AMYPETHUH, OCOGEHO B HAYANOTO HA JIEYEHMETO, CNAAaHETO Ha
KPBLBHOTO HansraHe Moxe jAa 0bae 3HaUHTENHO NPH 3aMoyBaHe Ha Tepanus ¢ Ionten.

bu6peyHo yspexnane
[MaumenTy ¢ kpeaTHHHHOB KIHpBHC Moa 30 ml/min morat Aa M3KMcKBaT HamanssaHe Ha Aosarta 'onTew;
TAxHaTa 6u0peqHa ¢yHkuna TpaOBa Aa ce HabnonaBa BHUMATENHO.

[pu naumenTH ¢ 61L6peuHa HEAOCTATHLUYHOCT, 3aCTOHHA CHPASUHA HEAOCTATHLYHOCT HIIH €AHOCTPAHHA WK
JBYCTpaHHA CTeHo3a Ha OnOpeuHaTa aprepus, eaMHcTBeH 6wOpek wnu cnen 6uOpeuHa TpchnnaHTaum
ChLIECTBYBA PHCK OT yBpexaaHe Ha OvOpeuHara ¢yHkuMa. TIpn HAKOM nauMeHTH ¢ Xupeprayg Oez
O4eBHIHO fipeawecTBalo 6vOpeuHo 3abondBaHe Moxe Ja ce TOBMLIAT KPHBHATA p
KpeaTHHHH, Korato ['onTeH ce npunara eQHOBpeMeHHO ¢ AMypeTHK. Moxe ga ce ,
ocobeHO MpH MALMEHTH CbC CbLUECTBYBAINO YBpexaaHe Ha 6nOpeuHara hyHKUHA f
BHCOKH 1034 Ha ACE-uHxubutopnu.

JBo#ino 6nokMpaHe Ha peHUH-@HIHOTeH3HH-ana0cTepodosata cucrema (PAAC)




Hma nannu, ue enHoBpemenHata ynotpe6a Ha ACE-unxuGHTOPH, aHrHoTtensu Il-peuentopuu 6nokepu
WK aIUCKMPEH NOBULIABA PUCKA OT XHMOTOHMA, XHNEPKATHEMHS W HaManaBaHe Ha 6bOpeunaTa GpyHKuUMA
(BktrounTenHo octpa 6b6peuna nepocTaThuHocT). [lopaau ToBa He ce MpenopbuBa ABOHHO GOKHpaHe Ha
PAAC upea kombGunupanata ynotpeba na ACE-unxuburopu, aHruotensuu ll-peuentopuu Gnokepy uiu
anuckuped (Bx. Touku 4.5 1 5.1).

AKO Ce MpeleHH, Ye TepanuaTta ¢ ABoiHO GnoxHpate e abconoTHo HeobXoauma, ToBa TpaGea Ja crasa
caMo MOjl HalMIOAEHMETO HA CNELMAIMCT M MPH YeCTO BHUMATENHO MOHWTOpHpaHe Ha OnOpeunara
hYHKLHSA, ENEKTPONUTHTE W KPBBHOTO HAJIATAHE.

ACE-nnxuburtopu u anrsotensun II-peuentopun G6nokepu He Tpabea Oa ce HINON3BAT €JHOBPEMEHHO
NpH naumeHTH ¢ AuabetHa HedponaTus.

CepyMeH kanwuii
ACE nuxnbutopute MOraT Aa Npeiu3BUKaT XHNEPKAIHEMUA, ThH KaTO MHXHOUPAT OCBOGOMAABAHETO HA

annoctepoH. EdexrbT 0OOMKHOBEHO He € 3Ha4YNTEeNeH MpH NALMEHTH ¢ HopManHa 6b60peuna dynxuna. [py
NaUMEeHTH ¢ HapylleHa 6x0peuHa dyHKUMA obaue W/HUIK NPH NAUMEHTH, TPUEMALLIH XPAHHTENHK 100aBKH,
ChAbPKAWM KaNHH (BKTIOYUMTEAHO 3aMECTHTENH HA CONTA), KAJHH-CHXpaHABAWM AHYPETHLH,
TPHUMETOTIPHM WM KOTPHMOKCA30JI, H3BECTEH CBILIO KATO TPUMETONMpPHM/cyndameTokcazon, H 0cobeHo
@HTArOHHCTH Ha anjoCTEPOHA HJIM  AHTHOTEH3HH-pPEUENTOpHM OnoKepu, MoXe JAa Bb3HHKHE
xunepkannemusa. Kanui-chxpanasaumre IHypeTHLH H aHTHOTEH3WH-peLieNTOpHUTE Gnokepu Tpabsa ga
ce MpUAaraT BHUMATENHO MNpH nauueHtTH, npueMmauid ACE HHXHOUTOpH, KATO CEPYMHHMAT KW o
6b0peunara GpyHkuua Tpadbsa na ce npocnenAsat (Bxk. Touka 4.5).

Kauauua
Ilo Bpeme Ha neuensiero ¢ ACE-uHxuSHTOp MOXE Na Ce MOABH CyXa H HENPOAYKTHBHA KallilHLA, KOSTO
M34e3Ba ClIEA NpeKpaTABaHe HAa TEePAIHATA.

XHpyprus/AHecTe3us

Ilpn nauMeHTH ¢ XMpYpPruuHM MHTEPBEHLWH WAM MO BpPeMe Ha aHecTesus C JIeKapCTBa, HAMansBallH
KpPBBHOTO HanaraHe, 'onteH moxe na Onokupa oOpasypaHeTo Ha aHrdoTensuH II sTopHyHO Ha
KOMMEHCATOPHOTO OTAENAHE Ha PEHUH.

[MeanarpuuHa nomyaauus
be3zonacHocTTa M edpukacHocTTa Ha ["ONTeH Npu Aella He e U3c/enBaHa.

Bpemennoct
Tepanua ¢ ACE-uuxuOutopd He TpabBa na ce 3anouysa mo Bpeme Ha OpeMeHHocT. OcBeH ako

npoAwKaBaHe Ha nedyeHHeTo ¢ ACE-HHXHOMTOpPH He ce cuMTa 3a KpailHO HeoOXOAMMO, TepanuaTa Ha
NauMeHTHTE, KOUTO MnaHupar 3abpeMeHABaHe, TPAGBA Ja Ce CMEHH ¢ ANTePHATHBHH AHTUXHIIEPTEH3HBHH
JIEKAPCTBEHH CPEACTBA ¢ A0Ka3aH npodun Ha Ge3zonacHocT npu ynotpeba no BpeMe Ha GpeMeHHocT. [lpu
ycTaHoBABaHe Ha GpemenHocT nedennero ¢ ACE-unxuburopu tpabea ma ce cnpe HezaGaBHO M ako e
MoAXOAALIO, Aa CE€ 3aNOYHE ANTEpHATHBHA Tepanua (Bx. Touku 4.3 n 4.6).

Kbpmeruu Maiku
Ilopaau ToBa, ye He € HanWuHa WHQopMauWs no oTHouleHHe ynoTpebata Ha [OnTeH Mo BpeMe Ha

KbpMeHe, [ONTeH He ce mpenopbuYBa M anTEPHATHBHH JIGYCHMA ¢ No-100pe ycTaHoBeH npodua Ha
0e30MacHOCT NO BpeMe Ha KbLpPMEHE ca 3a MpeanovuTaHe, oco0EHO NMPY KbpMeHe HA HOBOPOJAEHO WIIH
HEZIOHOCEHO JieTe.

[ToMoWIHK BELLIECTRA

Jaxmosa

ITauMeHTH ¢ peakH HacneACTBeHH NpoGneMH Ha HEMOHOCHMOCT KbM FaaxkTosa, Mb.
WK MIOK030-rajnakTozHa ManabcopSuma He TpabBa fa npyuemar TOBA NEKAPCTBO.




Hampuii
Toea nekapcTBO ChAbPka No-Manko ot | mmol HaTpu#t (23 mg) Ha Kancyna, T.€. MOXKE Ja ce Kaxke, ue
MpaKTHHECKH He ChAbPXKA HATPHI.

4.5 BianmojeiicTBHe ¢ IPYrH JIeKAPCTBEHH NPOAYKTH U ApyrH GOPMH Ha B3auMoaeiicTBHe

Hexapcrsa, NOBHILABALIHN PHCKA OT AHI'MOCAEM
CunercTBaara ynotpeba Ha ACE nHxubutopu cbe cakyGHTPUI/BANCAPTAH € NPOTHRONOKA3aHA, Thil

KaTo TORA NMOBHLIABA PHCKA OT aHruoeaeM (Bx. Touka 4.3 u 4.4).

Corprerpawara ynotpeba Ha ACE nHxu6uropu ¢ pauekanorpun, mTOR unxubutopH (Hanp.
CHPOJIHMYC, EBEPONTUMYC, TEMCHPOAHMYC) H BHILAAMIHITHH MOXeE J1a A0Befe A0 NMOBHINEH PHCK OT
aHrMoenem (Bx. Touka 4.4).

Kanni-cbxpanspaluy JUYpeTHUH, XpaHUTenHn A00aBKH, ChABDKALIH KATHI WIH KANHA-ChAbpHALIM
3aMECTHTENIH Ha CONTa

Bunpekn 4e cepyMHHMAT kanuii 0OMKHOBEHO OCTaBa B PAMKMTE Ha HOPMAHHTE CPAHHLM, NMPH HAKOH
MaUHEHTH, JeKyBaHH ¢ I'onTeH, MOXe 1a Bb3HHMKHE XunepkanueMus. Ynorpebara Ha Kanui-ChXpaHaBallu
AWypeTHUN (Hamp. CNHPOHONAKTOH, TPHAMTEPEH MM aMWUNOPHUA), XPAHHTENHU A0GABKH, ChIBPIKALIM
KalHi WIH KaNHA-CbOBPXKALIM 3aAMECTHTENH HA COJTA MOXKE Ja JOBede A0 3HAYMTENIHO MOBHMLIEHME Ha
CepyMHHa kanwii. Tpabea cbwo ga ce BHMMmaBa, korato ['onNTeH ce Npunara eaHOBPEMEHHO C APYrH
CPeACTBd, KOWTO MOBHLIABAT CEPYMHHA KalMid, KaTo Hanp. TPUMETONPHUM H  KOTPMMOKCA30M
(TpumeTonpum/cyndameToxcason), Thil KaTO € W3BECTHO, Y€ TPHUMETONPHM JelcTBA KATO KasHH-
CbXpaHaBall AHYpeTHK AoaobHo Ha ammnopua. Topaau Topa He ce npenopbyBa KOMOWHMpaHeTO Ha
lonTen ¢ ropecnomeHaTHTe fnekapcTBa. AKO € MOKazaHa CbObTCTBamwa ynorpefa, Te TpaGsa na ce
H3MOJI3BaT C NOBHLIEHO BHUMAHHE H MPH YECTO NPOCIEAABaAHE HA CEPYMHHA KaNHii,

L',HKJ'IOCI'IOQHH

[1pu curvreTBaula ynorpeba Ha ACE mHxubuTopH ¢ UMKIOCIOPUH MOXE Ja Bb3HHKHE XUMEPKATHEMHS,
[Ipenopvusa ce npocneadBaHe Ha CEPYMHHS Kanui.

Xenapux
[lpu cunvreTBama ynotpeba Ha ACE HHxWOWTOpM ¢ XemapuH MoOXe [a BB3HHKHE XHUMEPKanHEMHA.
Ilpenopwyaa ce npocnensBaHe Ha CEpyMHHS KaTHi.

AHTHAHAGETHH JIEKApCTBEHH NIPOAYKTH

Kakro npu BcHukn ACE-MHXWMOMTOPH, e€QHOBPEMEHHOTO TPHUNOKEHHE C aHTHAHaOeTHH neKkapcTBa
(HHCYNWH WIH NEpopalHH XHNOIJIHKEMHYHHM CPEACTBa) MOXKe Ja JOBede JO NOBHWIABaHE Ha eekTa Ha
NOHHKABAHE Ha MIKOKO3aTa K N0-BHCOK PHUCK OT XUIIOMMHKEMHA.

JIuTHii
l'onTeH Moxe Ja HaManW elMMHHHMpaHero Ha auTuil. Hueata Ha cepyMHMs nuTHi Tpabea ga Obaar
HabnonasaHM.

Anrvorensus Il-peuentopuu Gnokepy, AnvckupeH
JaHHM OT KJIMHMYHM [pOy4YBaHWS [OKa3BaT, 4Ye ABOHHOTO ONOKMpaHe Ha peHHH-aHTHOTEH3MH-

anaoctepoHopata cucreMa (PAAC) upes koMGuHupaHaTta ynotpeba Ha ACE-uHxuGuTOpH, aHrHOTEHIHH
II-peuenTtopHu G10KepH MIH ANMCKHPEH C€ CBBP3BA ¢ MO-BHCOKA YECTOTA HA HEMENAHH CHOMTHA, KaTo
HAaNpHUMEP XHMOTOHHA, XMMEPKAIHEMHs M HaMansBaHe Ha ObOpeuHaTa QyHKuUMs (BKIIOYHMTENHO OCTpa
6vOpeuHa HEAOCTATBUHOCT), B CpaBHeHHe ¢ ynoTpebara caMo Ha eHO JIeKapcTBo, e
PAAC (Bx. Toukn 4.3, 4.4 u 5.1).

HApyru :
Hdoknaasanu ca aHadMIAKTOMIHW DPEaKUHH KbM  BHCOKO-MPONYCKIMBH M
meMOpaHH, TpHIaraHl NpH XeMoaxanuaa, npu naumeHtd Ha ACE-unxuburtopu.




JIEKapCTBa OT TO3M XMMHUEH Kiac, Tas¥ KoMOWHauMA TpsGea na ce uzbarea, korato ce vamucear ACE-
MHXMOMTOpPH HA NALMEHTH HAa XEMOJHAIIH3A.

Kakto npn BCcHuKM aHTHXHnNepTeH3uBHM nexkapctea, HCIBC (BknrouuTenHo aueruncanuuunopa
KHCeNIMHA BBB BHCOKM [103H, KATO MPOTMBOBBL3NANHTENHO NEKAPCTBO, HANPUMEP 3a 06AEKuaBaHE Ha
fonxata) Morat ma HaManAT aHTHXHMNepTeH3uBHHs edekt Ha [onten. Tpabea na ce noepMuIM
HaboAeHHeTo HA KPBLBHOTO HanAraHe, Korato ce mpuGaes MM ce cnupa nedenve ¢ HCIIBC npu
nauxeHTH Ha [onTeH.

HCTIBC, BKIIOYHTENHO ALETHICATMLIMIOBATA KHCETWHA, OCBEH aKO Ce M3MON3Ba B NMO-HUCKHM A03H KaTo
HHXHOKTOP Ha TpOMOOUHTHATA arperauns, TpabBa aa ce u3barsar npu neyetne ¢ ACE unxubutopy npu
MALKEHTH CbC ChPAEHHA HEAOCTATBHHOCT.

XHNOTEH3MBHUAT e(eKT Ha ONpedcieHH HHXANATOPHH AHECTETHUM Mmoxe aa Obae noeuwedn or ACE-
MHXHOHUTOpHTE.

ANOMYPHHOA, LMTOCTATHLUM, MMYHOCYMpPECOPH, KODPTHMKOCTEPOMAW 3a CHCTEMHO TMPHIOKEHHE HWIH
MPOKAHHAMMA, MOXE Ja MOBHLIAT PHCKA OT NEBKOMEHMA, B Cly4Yall Ha €HOBPEMEHHO MPHIOXKEHHE C
ACE-HHXHOUTOPH.

AHTHaLMIHTE MOXKE Ja NoHMkat 6uoHanuuHocTTa Ha ACE-uHxubutopure.
ANIKOXONBT NOBUIIABA PUCKA OT XUITOTOHMA.

AnTHxunepTeHsusruTe edektm  Ha  ACE-uHxubuTopuTe MOke Aa ObAaT NOHWXKEHW  OT
CHMMAaTHKOMHMETHULHUTE, KOETO Hajlara BHUMATENIHO NPOC/ENABAHE Ha MaLIHEHTHTE.

Kakro u npH  APYrHTE€ AHTHXHNEPTECHIWBHH JICKAPCTRA, kOMOMHaluATa ¢ HEBPONENTHUH HWIIH
TPHUHKIIHYHHK aHTHACNIPECAHTH NOBHILIABA PHCKA OT OPTOCTAaTHYHA XUNOTOHHA.

Ennospemennoro npunoxenne Ha ACE-uHxubutop m mTOR (mammalian target of rapamycin)
MHXHOHTOp (Hanp. temsirolimus, sirolimus, everolimus) Moxe na yBequuM pHCKa OT aHrHoedeM (Bi.
ToYKa 4.4).

He ca nabnionaBaHu KNMHHMYHM B3aMMOAEHCTBHA NPH NALMKEHTH C NeBOKamepHa aWchyHKUMA chel
MHOKapaeH HHbapkT, korato ['onTeH e npunaraH 3aeHO ¢ TPOMOOIHMTHLM, ALETHICATHLIMIOBA KHCETHHA,
Bera-6nokepH, KanUHEBH AHTArOHMCTH, HUTPATH, aHTHKOAryNnaHTH WM aurokcHH. He ca HamepeHu
3HAYMMM KITHHHUYHH B3aMmopeicTBuA Mexay [onTed U UMMETHAMH.

3naro: HUTpHTOMAHN peakuuH (CMMMTOMHTE BKJIKOUBAT 3a4epBABAHE Ha JIMLUETO, rajieHe, MoBpbllaHe U
XHMOTOHKA) ca OWMNM [OKIaABaHH PAAKO MPH MALKEHTH HA JEYEHHE ¢ WHXKEKUMOHHO 3naro (Harpues
aypoTHomanar) ¥ npuapyxasauwia Tepanus ¢ ACE unxudurop.

CrieuManH{ NONyIauuu
ITeouampuuna nonyrayus
[poyuBanus 3a B3aMMOAEHCTBUS Ca NPOBEXIAHH CAMC NPH BL3PACTHH.

4.6 QepTHaHTET, OPEMEHHOCT ¥ KhpMeHe

BpemenHoct
VYnotpebara Ha ACE-nHxubutopy npes nepBus TPHMECThp Ha OPEMEHHOCTTa He

Touka 4.4). Ynorpebara Ha ACE-uHXHGHTOPH € MpOTMBONOKA3aHa NO BPEME Ha
OpemenHocTTa (BK. TOukH 4.3 1 4.4),

EnuaeMHoNOrHuHUTEe AOKA3aTENCTBA 38 PHCK OT TEPATOTEHHOCT clel eKCMO3HUM
BpeMe Ha MbpPBHA TPUMECTBP Ha OpeMeHHOCTTa He ca yOeauTenHu; BbNpeKH To



pHcKa He MOXe fAa Ce W3KIovH. JIgUeHHeTO Ha MauMeHTHTe, fnakupailid GpeMeHHoCT TpaGsa Gbae
CMCHCHO C aNTepHATHBHO AHTUXHIMEPTEHIUBHO NIEUEHHE C YCTaHOBEH npodua Ha 6e30macHOCT Ho Bpeme
Ha 6PEMEHHOCT, OCBEH aKO MPOABIKABAHETO Ha Tepanuata ¢ ACE-MHXMEMTOPM He ce cuuTa 3a Kpaiino
Heobxoaumo. Korato ce anarnocTHuMpa GpemenHocT, nedenreto ¢ ACE-nHxuburopu Tpatsa aa ce cnpe
He3a0aBHO H aKO € NOAXOAALLO, Aa Ce 3aMNOYHE APYro AITEPHATHBHO IEUEHHE.

Excrioznums ¢ ACE-unxu6utopu no Bpeme Ha BTOPHA M TPETUS TPHUMECTBP € W3BECTHO, Ye MUAYLHPA
deToTOKCHUHOCT NpH xopa (Hamanena Gb6peuHa QyHKINA, ONMMrOXHAPAMHHOH, 3abaBaHe HA YepenHaTa
ocuHKALMA) M HEOHATAIHA TOKCHYHOCT (6bOpeYHa HeOCTATEUHOCT, XHIOTOHMA, XUTIEPKaTHEMHA). AKO
eKCMO3HUMATE € HACTBIHIA OT BTOPHA TPHMECTBD Ha OpeMEeHHOCTTa, ce MpenopbusBa YITPa3BYKOB
npernen Ha 6pbpeunara gynkuma u uepena. Hosopouenn, unnto Maiiku ca npueman ACE-unxuGuropu
Tpa6Ba Aa 6bAaT HabNIOAABAHH BHUMATEHO 33 XUNIOTOHMS.

KvpMmene
TvA xato nama wHopMauus 3a npunokKeHHeTo Ha [onTeH NMo BpeMe Ha KbpMeHe, [onTeH ue ce

NpenopbUBa Npe3 TO3H NEPHOA. 3a MPEeANouMTaHE Ca ANTEPHATHBHM NieKapcTBa ¢ no-1ofpe yCTaHOBEH
npodun Ha GezonacHocT, 0cobeHO MpH KbPMEHE Ha HOBOPOAEHH WIIH HEJOHOCEHM JeLia.

47 Edexti BbpXy cnocoGHocTTa 32 Wodnpane u pabora ¢ MalIHHK

{apmokonornunuTe cBoiicTBa Ha ['onTeH He npeanmonaraT MossaTta Ha NoRoGHM edekTH. Bhnpeku ToBa,
fIPY HAKOW HHAHBHIAH, ACE-UHXHOHTOPHTE MOXeE Aa MOBANAAT criocoGHOCTTa 3a Wwodmpane uan paborta ¢
MaLLIHHK, OCODEHO B HAYaNOTO HA EYEHHETO, MPH NMPEMUHABAHETO OT €IHO KbM APYTO JIEUEHHE WK NPU
€\HOBPEMEHHHKA NpHeM Ha ankoxon. ETo 3amo, He ce npenopbusa wiogupaHe unn pabota ¢ MauiMHK
HAKONIKO Yaca c/ell AbpBaTta 1033 Wi NOCAEABALLOTO NMOBULLIABAHE HA A03ATA.

4.8 HexenaHH JleKapcTBeHH peaKuHn
TabauyeH cNMCHK HA HEXKENAHH JISKAPCTBEHU PEaKLIMH

H3abpoennTe Hexxenaun nekapcTBeHH peakLMy ca OHIH TOXNaABaHU MO BpeMe Ha KIMHW4HaTa daza, nocT
MapKeTHHIOBO HabnroaeHHe UnM ¢asa [V Ha KIMHHYHH U3NMTBaHKA,

CnelHHTE KOHBEHIIMM C€ M3TIONI3BAT 3a ONpeaeNAHE HA YeCToTaTa: MHOro YecTh (>1/10); wectu (21/100 no
<1/10); neuectu (=1/1 000 no <1/100); peakn (=1/10 000 no <1/1 000); MHoro peaxu (<1/10 000). Korato
OT HAIUHHUTE NAHHW HE MOXKE Ja CE OMPE/E/H HECTOTATA: C HEM3BECTHA YeCTOTA (OT HATHUHHUTE NaHHH He
Moxe 1a ObAe HanmpaBeHa OLEHKa).

MedDRA- YecTn HeuecTn Peakn Muoro C seH3BeCTHA
6a3a naHHK pPeAKH 4eCTOTA
HA CHCTEMO-
OpraHHu
KJIACOBE
Hudexuun 1 Undexuun Hudexunn na Cunyaur*,
HHecTauuu Ha FOpHH YpHHAapeH TPakKT, PHHUT*,
JMXATESIHH OpOHXHT, rnocur*
MTbTHLLA hapUHIUT
Hapywenus Jlepkonenns, ArpaHynoumrosa,
Ha KPbBTA M aHeMu, MaHLIHTONEHMA,
numdHaTta HapyLUEHHS Ha
cUCTeMa TpoMGoUMTHTe,
HapYLIEHHA Ha
6enure KpbBHK
KNCTKH
Hapywenus CBpBbXUYBCTBHTE/H
Ha HMYHHaTa ocT
CHCTEMaA




Hapymenus
Ha
MeTabomHIM
au
XpaHeHeTo

XunepravkeMms,
XHMOHATPEMHUS,
XHIIEpXoJecTepoie
MHUS,
XHIAEPAUTIHAEMHUS,
XHMEPYPHKEMMSA,
nojarpa,
AHOPEKCHS,
NOBHLUEH ANETHT,
€H3UMHH
OTIIQHEHHA

XunepkanueMus

[Mecuxnunm
HapyUIeHHA

Bescbhue,
NOHUWKABAHE
Ha JTHOHAOTO

XaTrouUHaLHH,
Ienpecus,
HapYLUEHHA Ha
CBHA,
TPEBOXKHOCT,
AKHTALHA,
AMaTHg

CoeToaume Ha
obbpkaHocT*

Hapymenns
Ha HepBHaTa
CHCTEMa

I'mapobonu
<,
3aMaAHOCT

CBbHIMBOCT

Mo3byHO-CBHAOBH
HHLUHIEHTH,
CHHEKOT,
MHOKITOHYC,
napecTesus,
MUIpena,

MHrpeHa 6e3 aypa,
JIHCTeYIUR

Tpau3utopHa
HCXEMHYHa aTaka,
uepebpanHa
xeMmoparus,
HapylueHHe Ha
PaBHOBECHETO

Hapywenus
Ha ouuTe

Bnedapur,
KOHIOHKTHMBANEH
OTOK, HapYLUEHUS
Ha 3PEHHETO,
HapyIIEHHA Ha
O4HTE

3amMbriaeHo
3peHue*

Hapyienus
Ha YXOTO H
AabupRrHTA

Bepturo

Tunutyc

CopaeuHu
HapyLLEeHWA

[MannuTaunu

MuokapaeH
HHApPKT,
MCXEeMHS Ha
MHOKapaa, aHrHHA
MEKTOPME,
cbpAeyHa
HEI0CTaTLYHOCT,
KamepHa
TaXHKapaud,
TaxHKapau1,
OGpaaukapaus

ATpHO-

BEHTPHKYNAPEH
Gnok, ¢hpiedeH
apecT, apHTMHA

Coaosn
HapyIueHus

XHNOTOHHA

lopeun
BBJIHH

XHNEPTOHUSA,
dHrKonaTu4,
OpTOCTATUYHA
XHNOTOHMS,
nepudepHu
BACKYJApHH
HapyleHH4,
BAPHKO3HH BEHH

Pecnipatop
HM, IPbAHH

Kawuua

Buinanenune
H2 TFOPHH

Hucnues,
EMTHCTAKCHE,
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H ANXaTe/NHH dapunreanHo
MeJHacTHHa MbTHLLA, pb3NaneHue, Gonka
JIHK KOHCECTHS Ha opodapuHKca,
HapyLIeH!s Ha FOpPHH MPOAYKTHBHA
OUXaTellHH KALLMLA,
MBTHILA pecnupaTopHy
HapylueHus
CroMmauiHo- lanene, XemaTemesa, Hneyc,
YPERHH nvapus, racTpHr, NaHKpeaTHT,
HapyUIEHHA CTOMALUHO- KkopeMHa GoJika, WHTECTHHANEH
YpeBHa NoBpbUIAHE, asirHoenem*
Sonka, JUcnencus,
KOHCTH CYXO0Ta B ycTara,
nauus, dhnatyneHuns
CTOMALIHO-
YUpPEeBHU
HAPYLUEHHA
Xenatobunu XenaTtur Xonecraza Kvnrenuua,
apHu HapylIeHHUs B
HapyLIEHHA yepHoapobHHTE
($yHKUMOHANHH
TECTOBE
Hapyuienus Copbex, AHruoeaem, IMcopuazuc, | Anoneuus,
Ha KOara u obpus ncopHasmc, AepMaTHT YpPTHKApHA,
TIOAKOMHATA XMIIEPXHUIIPO3a, CHHAPOM Ha
TbKaH eK3eMa, CTHBBH-J/[>KOHCBH,
aKHe, TOKCHYHA
cyxa Koxa, enuaepmanta
HApYLUEHHA Ha HEKPOIH3a,
Koxara epuTeMa
mMynTudopme*,
ncopuasncdopmer
aepmarut*
Hapymenus Bonku B Aprpanrus, Muanrus
Ha rLpba, 0onka B KOCTH,
MYCKYAHO- MYCKYJIHH OCTE0APTPUT
CKeNeTHaTa crazmH,
CHCTEMA H Gonku B
CBEAHHHUTEN KpaiH1LMTE
HATa ThKaH
Hapymensus BnOpedna
Ha HeJ0CTaTLUYHOCT,
6B6peunTe M A30TEMMUA,
NHKOYHUTE NONHYPHA,
IBTHUIA MONaKHYPHA
Hapywenus Epextnnna
Ha AUchyHKLHA
Bb3NIPOH3BO
JWTENTHATA
¢HCTEMA U
rbpoarta
Bpoaenn, Bpoaenwu
hamMHITHH H apTepHallHH
reHETHYHH MangopMallui,
HapylieHHs MXTHO3a
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O61u AcTeHus Hepaznonox | Otok, yMopa TTnpexcus
HapylleHuA eHus, 6onka
U ehekTH Ha B I'LP/IHTE,
MACTOTO Ha nepugepeH
NPHIOKEHHUE OTOK,
HENPHBHYHO
ycelllaHe
Hscnenpanu Xunepbunupybune | INosuiien [oxuxeH 6poi
A Mus KaJiHii B TpomboumTy,
KPBETA, NOBHLUEH
TNOBHILIEHA KpeaTHHHH B
rama KPHBTa,
rIyTaMUATpa | NOBHLUIEHA ypes B
Hcdepasa, KPBBTA,
noBuLLIeHa NOBHLLIEHA alKanHa
nunasa, thocarasa B
NOBHLLEH KpBLBTa, MOBHLIEHA
uMyHorio0y | nakrar
AUH JeXNporeHasa B
KpbBTa,
NOBHLLEHA
acrnapTaT aMHHO
Tpancepaza,
MOBHILEHA anaHHH
aMHHOTpaHche
pa3sa, NOBHIUEHH
yepHoApOGHH
€H3MMH, HaMalleH
xemornobuu,
HaManeH
XEMATOKDHT,
OTK/IIOHEHHA B
e/leKTpOKapaHOTpa
Ma
Hapasusaranu Hapanasane
A, OTPaBAHKA
H YCNOXKHE-
HHUA,
BB3HHKHAIH
B pe3ynTar
Ha MHTEp-
BEHLIWH

*lloxaszea ACEI knac nediceaanu nexapcmeenu peaxyuu

CrofiasaHe Ha NOJO3MPAHH HexeNaHU PeakLnK

CbofuiaBaHeTo Ha NMOJO3MPAHH HEXENaHW peakUMH cnel paspeluaBaHe 3a ynoTpe(a Ha NeKapcTBEHHA
NpooyKT € BakHo. ToBa no3sonABa Aa NPOAL/KH HAGMIOAEHUETO HA CLOTHOLIEHMETO M0J3a/PUCK 3a
MEKapCTBEHUA MPOAYKT. OT MERAHLMHCKHTE CNIEUMATNCTH C€ M3WCKBA Aa choOlaBaT BC
HEXeaHa PeakLMs upe3 HalMOHaTHA CHCTeMa 3a chobLuaBaHe:

H3nbanuTenHa aredins no iexapereaTa
yi. ,Jlamad [pyer” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaHT: www.bda bg
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49 TIpeno3upane

CuMOTOMH

CuMnToMHTE Ha Npeao3MpaHe ca TEXKKA XHMNOTOHHA, INOK, CTYMoOp, OpaauKapiHd, eJeKTPONHTHH
HApyLLEHHA U ObOpeuHa HEAOCTATHUHOCT.

JleveHue

Cnen nornwitane Ha npenosupad [onteH kancynu, TpabBa Aa ce OGMMCNM H3BLPUIBAHETO HA ITbJIHA
NPOMHBKA Ha CTOMaxa.

KpbeHoTo nHanarane Tpabsa na ce Halnionaea M ako ce passue XUNOTOHMA, TpAGBA ja C& HMAT MpeaBHA
obeMo3aMecTBally Pa3TBOPH.

Hama cneunduuen aHTHaOT Npu nperozupade Ha ConTeH.

5.  ®APMAKOJIOI'HYHH CBOMCTBA

5.1 ®apmaxkoiHHAMHUYHH CBOficTBa

(apmakorepanesTuyuda rpyna: ACE-unxuburopu, ATC koa: C09AAL0

MexaHH3bM Ha aeficTeue

Kancynure T'onten cwabpikar npea-nekapcrsoro (“prodrug”) Tpanponanpun, KoHTO € He-NenTHAEH
ACE-uHxubutop ¢ kapbokcunxa, Ho Gez cyndxunpunHa rpyna. Tpanponanpun ce abcopbupa 6wp3o,

CAEA KOETO €€ XHIPOAH3UPA HecneuddUYHO A0 HErOBMA MOLUEH, ABArO AeHCTBall MeTaboauT
TpaHnONaNpHAAT.

QapmakoauHaMHUEK edekTH

Tpannonanpunar ce cBbp3Ba 34paBo H 110 MEXaHH3bM Ha HacHaHeTo ¢ ACE.

[IpueMbT Ha TpaHIONATIPHI BOAM 10 MOHHKABAHE HA KOHUEHTPALMMTE HA AHCMOTEHZKH 11, an110CTEPOH H
aTPHANEH HaTpHYpeTHuYeH (PakToOp, KaKTO ¥ A0 MOBHILABAHC Ha [1aMeHaTa PEHHHOBA aKTUBHOCT W
KOHUeHTpauxuTe Ha aHrvoteHsuH . Ilo To3w Hauun TpaHaomanpua MoaynHpa CHCTeMAaTa pPEHHH-
aHFHOTEH3UH-ANOOCTEPOH, KOATO MIpae IJaBHA PONA B pPerynauMata Ha KpbBHHS O0EM M KPBBHOTO
HATIAraHe, H CHOTBETHO MMa DNarolpHATEH AHTHXHIIEPTEH3HBEH eeKT.

KnuHnuKa eukacHoeT Y GezonacHoCT

[Tpunaranero Ha o6H4aliH1TE TepaneBTHYHH RO3M TPAHAONAMPHN NMPH XHIEPTEH3HBHH MALUMEHTH BOIHM 10
3HAYHTE/THO NOHKEHHNE HA KPhBHOTO HaNlAraHe, KaKTo MpPH JIETHANIO, TAKa U MPU WU3NPaBEHO MOJOKEHHe
Ha TANOTO. AHTHXMNEPTEHIMBHUAT edeKT HacTbnBa cied | yac, KaToO HEroBMA MAaKCHMANEH edekT €
Mexay 8 1 12 yaca # npoawbkaBa Hai-Manko 24 vaca.

CholicTeata Ha TpaHaONANPUN MoOraT Aa obACHABAT NONYYEHHTE Pe3yNTaTH N0 OTHOLWICHHE HA perpecHaTa
Ha XunepTpoduaTa Ha ChPLETO ¢ NoaodpABaHe Ha AMACTONHATA QYHKUMA W apTEPHANHHA KOMIIIAAHC MpH
xopa. OceeH ToBa, € HabmoaBaHO i HaMallABaHe Ha CHAOBATA XUNEPTPOPHUA NPH HHUBOTHH.

JBe ronemMu paHgoMusupanu koxTponupanu npoyuahus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekywo rno6anio uanureaHe 3a kpaiHH TOUKH
Ha TEJIMHCApTaH, CaMOCTOATENHO H B KomMOuHauua c pamunpun) 1 VA NEPHRON-D (Knuuuuno
MpoyuysaHe CBbP3aHO ¢ Pa3BUTHE Ha HedponaTHsa npu auaber, NpoBeacHO OT MHMHHCTEPCTBO MO
BBIIPOCHTE Ha BeTepaHuTe) ~ MpoyueaT ynorpebata Ha KomOuHauuata ot ACE-uHXuGuTOp M
aHruoteHsuH Il-peuentopen 6nokep.

‘opraHn. VA NEPHRON-D e npoyuBaHe MpH NalMeHTH CbC 3axapeH amabe
Hedponaths.
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Tesn mpoyusanus ne nokaseat 3HauMM OnaronpuaTeH edekT BRbpXy GwuOpedHuTe W/HAM ChpaevHo-
CBOOBMTE MOCIEANLM W CMBPTHOCT, KaTo CbUIEBPEMEHHO ca HabnonaBaHW NOBMILEH PHCK OT
XHIEPKAHEMHA, OCTPO yBpeKaaHe Ha ObOpeLnTe WU XUNOTOHKA B CpaBHEHHE C MOHOTepanuaTa. Kato
ce MMaT NpeJBHA CXOAHWTE WM (apMaKOJMHAMHYHHM CBOHCTBA, TE3H PE3Y/NTATU €A NPHIOKHMH U 3a
apyri ACE-uHxHOHTOpH M anrnotensux lI-peuentopuu Gnokepu.

ACE-MHXHOUTOPH H aHrvotenzuH [I-peuentopHu Gnokepu criepoearento He tpabBa na ce W3NOn3paT
€HOBPEMEHHO MPH NaLMEHTH ¢ anabeTHa HedponaTus.

ALTITUDE (Knunu4xo npoy4saHe NpoBeAeHO ¢ AIMCKHPEH NPH NMaLMeHTH cbe 3axapeH aHabet Tun 2 ¢
M3NON3BAHEe HA CBPAEYHO-CHAOBM H OnOpeunn 3abonABaHWA KaTO KpaliHM TOYKM) € NpoyuBaHe,
NpeJHa3HAYeHO Aa W3c/iensa nossata oT AobaBAHETO HA ANMCKMPeH KbM cTaHgapTHa Tepanus ¢ ACE-
MHXUOHTOP WNM aHrumoteHsuH Il-peuentopen Grokep npW NalLMeHTW CbC 3axapeH AHaber Tan 2 w
XpoHH4HO OBOpeuHo 3abonssane, CbpaedHo-chA0BO 3abonspaHe unM W apete. [lpoyusaneto e
NPEKPATEHO MPEXAEBPEMEHHO NOPAJH MOBHLLIEH PHCK OT HeGnaronpHaTHU nocaeauun. Kakto cnpaeuno-
CBAOBATA CMBPT, TAKA W MHCYATBT Ca MO-4ECTH B IrpynaTa Ha aJMCKMPEH, OTKOJIKOTO B rpyrnara Ha
nnauebo, a npeacTaBNABALUMTE HHTEPEC HEXENaHW CHLOMTHA W CEPHO3HH  HEXeNaHH CBrOUTHA
(xnmepkannemua, xunotonHs M OwOpeyHa AHCRYHKUMA) ce CcbOOLIABAT [O-4€CTO B rpynara Ha
AIMCKHPEH, OTKOJIKOTO B rpynara Ha nnauebo.

5.2 @apmakokHHeTHUHH CBOiicTBa

Abcopbuna
Cnen nepopanes npueM TpaHIojanpun ce pesopbupa Muoro 6bpso. [IMKOBUTE niasmMeHH KOHLEHTpauu

Ha TPaHJONANPHN CE JOCTUTAT 33 eAHH Hac ciaen npHema. AGcontoTHaTa GHOHATMYHOCT Ha TPAHAONANPMI
e okono 10%.

Paznpenenenue u 6uorpanchopmatiyis

Tpaunonanpun ce xuaponH3Kpa A0 aKTHBHMS AHALMA MeTabONUT TPaHAONANPUAAT, KOWTO € crielHduyeH
ACE—wnxubuTop. [TikoBara nnasmMeHa KOHLEHTPaLHA HA TPAHIOMANPUIAT ce AOCTHra chead 3 ao 8 uaca.
AbcomoTHara SHOHANMYHOCT HA TPaHAOMATIPHAAT Crell NMPUEM Ha TpaHaonanpui e okono 13%. Cuax HaK
AUC Ha TpaHOONanpHiar He ce NpoMeHs OT NpHEMA Ha XpaHa.

PasnipeneneHune
CBbp3BaHETO Ha TPaHAOJANPUA C IIA3MEHHTE MPOTEUHH € 0Ko10 80% M He 3aBUCH OT KOHLEHTpaLMATa.

OGembT Ha pa3npeneneHMe Ha TpaHaoJanpun € okono 18 L. Cewnp3saHero Ha TpaHjonanpuiara e
3aBUCHMO OT KOHUEHTpauuaTa K Bapupa ot 65% npu 1 000 ng/ml no 94% npu 0,1 ng/ml, koeTo nokassa
HACHILIAHE HA CBBLP3BAHE C YBE/MuYaBaHe Ha KoHLeHTpauuaTa. [Ipu 3apasu 106poBO/IUM, KOHUEHTpALMATA
Ha TpaHIONanpHA B NAa3MaTa HaManasa 6bP30 Che CpelieH NONYKHUBOT No-Manko ot 1 uac.

Buorpanchopmauus

Tlpy MHOrOKpaTHO MNpPUNMKEHHE HA TPAHIOMANpPWN, PABHOBECHO CLCTOSIHHE 3a TPAHOONANpHJIAT ce
JOCTHra 3a OKOJ10 YETHPH AHM, KAKTO MPH 34paBH A00POBOMLIH, TAKA W NPH NO-MNAAH WK B HaNpeaHana
BB3PACT MNalMEHTH C XHOEproHHa. [IpM paBHOBECHO CBCTOAHHME, E(EKTHBHHUAT TNOAYXKMBOT Ha
Tpauaonanpunar € Mexay 15 u 23 uaca, BrmOuBall Manka QpakuHs OT NPHETHA MPOAYKT, BEPOSTHO
OTpPa3fBallla CRLP3IBAHETO ¢ N11a3MeHHA U ThkaHeH ACE.

EnnmuHupaHe
Cnen nepopanHo NpuiaokeHHe Ha GenssaH NpoaykT npu xopa, 33% OoT pagHOaKTHBHOCTTA CE OTKPHBA B

ypuHata ¥ 66% B winpaxHeHuaTa. Okono 9-14% oT npueraTta no3a TpaHZONanpw
Tpanaonanpuiar B ypuHata. He3HaunTenHO KONMUECTBO TPaHAOMANPHA CE EKCKpE
yputara (<0.5%).

O6wuMAT nnasMeH KIMPBHC HA TPAHAOMAMPUI W TPaHIOAANpPHNAT cien
MHTPABEHO3HO € OKOJIO 52 NUWTpa Ha 4ac K 7 JIMTPa Ha 4Yac, CbOTBETHO.
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CrieuHanyu nonynauyu

Heduampuuna nonyaayus
®apMakOKMHETHKATA HA TPAHIOJIANPHI HE € U3C/eABaHa NpH HLa noj 1 8-roaMiuna Bw3pacr.

IHayuenmu 6 cmapuecka ev3pacm u noa

®apmMakOKMHETHKATA HA TPAHNONANpPHI € M3CNCABAHA NpM MALMEHTH B CTAapuecka Bb3pacT (Haa 65
FOOHHH) M TIPH ABaTa 1ona. [InasmeHaTa KOHLEHTPAUKMA HA TPAHAORAMNPHA € NOBHLLIEHA MPH MAlLMEHTHTE B
CTap4ecka Bb3pacT ¢ XMNEPTOHHA, HO MU1a3MEHATa KOHUEHTPALMA Ha TPaHAONanpunaTt ¥ WHxuOHpallaTa
ACE aKTHBRHOCT ¢ MOA0GHA NPH BBL3PACTHHTE U N0-MNAIN NALMEHTH C XUMlepToHus. dapMakoKHHeTHKaTa
Ha TPaHAOMANPHN H TPAHAONANPHUNAT, KakTO H HHXHOHpawaTta ACE akTHBHOCT € nogoGHa Mpu MbXkeTe M
AEHHTE B CTap4ecKa Bb3PacT C XHMEPTOHHA.

Paca
He ca ycTaHoBeHH (hapMaKOKHHETHYHH Pa3NHKH NPH Pa3IMuHKTE pacu.

Bvbpeuna nedocmamvunocm

B cpaBHeHKe ¢ HOPMATHNTE HHAMBUAH, NNA3MEHUTE KOHUEHTPALMHY Ha TPAHAOIANIPUIT U TPaHAONANPUNAT
ca MOMTH [ABa NBLTH TO-BHCOKK, a OBOPEYHMAT WIMPBHC HaManeH ¢ okono 85% npu nauMeHTHTE ¢
KpeaTHHWHOB KaupbHC noa 30 mi/min v Te3u na xemonuanusa. Ipu naunenture c 6u6peyHo yBpexaaHe
ce MpenopbuBa afanTHUpaHe Ha A03aTa.

Yepnodpobua nedocmanmvynocm

Cnen nepopanHo MpHAOKEHHE NPH MALMEHTH ¢ NeKa A0 YMEPEHA alKOXOJIHA LMpPO3a, NJIa3MEHHTE
KOHLUEHTPALMN HA TPAHZONANPWI ¥ TPAHOONAMPHUAAT ¢a DU ChLOTBETHO AEBET W ABA ITbTH NO-BHCOKH OT
Te3H [IPH HOPMANTHHTE MHAHWBHAH, §€3 TOBa [la ¢ CBBLP3aHO ¢ npomaHa B unxubupauiata ACE akTHBHOCT.
[1pu nauxeHTHTE ¢ HepHOAPOOHA HEAOCTATBLUHOCT CE MPENopbUYBAa OOMHCNAHE NPUEMA HA MO-HHCKHU J03H.

5.3 IlpeaxknuHn4HH JaHHHM 32 Ge3omacHOCT

KapLMHOT€HHOCT, MYTAar€HHOCT M HapyllfeHue Ha diepTHanTeTa

[Ipoy4BaHHATa BBPXY PENpOAYKTHBHATA TOKCHUYHOCT ca MOKasaid edekTH Bbpxy 0bOpeunoro passutue
Ha MOTOMCTBOTO, C MOBHIUEHA YECTOTA HAa pa3mIMpeHHe Ha OnOpeuHoTo nereHue; Tora ¢ HabmoAaBaHO
npu Ao3u ot 10 mg/kg/aHeBHO W NOBede NPH MUIbXOBe, HO Oe3 3acAraHe Ha HOPMATHOTO Pa3BUTHE Ha
NOTOMCTBOTO. Tpat—monanpnn HE € NOKalan MyTarcHeH HJIH KapUHHOTEHEH NOTEHLHAT.

6. PAPMANNEBTHYHH JAHHH

6.1 CuoucbK Ha NOMOIIHHUTE BeLlECTBA

KancynHo cbabpxHMo
LlapeBH4HO HHlIECTE

JlakTo3a MOHOXHApAT
INoengon
Hatpues creapun ymapar

CheTap Ha Kancysara
JKenatun

Turamos arokeun E171
XKunT xkenesen okena E172
Epurposun E127

Harpues naypuncyndar

6.2 HecnLBMeCTHMOCTH
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Henpunoxumo.

6.3 Cpoxk na rogHoct

2 ropuHM

6.4 CnenuanHH yCJI10BHA HA ChXpaHeHHE

Ha ce cvxpaHsea npu Temneparypa noa 25°C.,

6.5 BuaucbabpKaHHe HA ONAKOBKATA

PVC/PVDC/A! inu anyMuHueBa onakoBka, Cbabpkata 20 kancyin.
6.6 CnenHanHH NpeANaZHH MePKH NPH H3XBBPIAHE H paboTa

Hsama cneuvanHi H3UCKBAHHA.

7. IIPHTEXATEJI HA PASPEIUEHUHETO 3A YIIOTPEBA

Buatpuc EOQJ]

otuc crpana ,,Cepauka odbHcH*

Oyna. CutHakoso Ne 48, eT. 7

1505 Codna

Bnnrapus

8. HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA

9600166

9. JATA HA IbPBO PA3PEHIABAHETIOAHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

Hata Ha nbpeo paspeluaBade: 07 apryct 1996 r.
Hara Ha nocneaHo nogHoeaBaHe: 19 anyapu 2009 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

03/2026
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