KPATKA XAPAKTEPUCTHUKA HA ITPOJIYKTA
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['onTen 2 mg TBBLPAM Kancyiu
Gopten 2 mg capsules, hard Kbm Pee,

Paapswerue Ne
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2.  KAYECTBEH M KOJIMMECTBEH ChCTAB | Z0/MAME- LF203% . L3 s

{ Ogodpenue Ne .

Besika kancyna cbabpika 2 mg TpaHaonanpu.
[Tomowinu BeulecTra: Beska Kancya cbabprka 54,5 mg n1akro3a MOHOXH/IpAT.

3a MbJIHUA CIIMCBHK HA MOMOLIHHUTE BELIECTRA, BHXKTE TOouka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

Tebpan KenaTHHOBM KancCyau ¢ pasMep 4, ¢ HENpPO3pavyHO YEPBEHO TAJIO M HENPO3payHO UEepPBEHO
Karnaue, CbAbpally 6enun 10 nout Oeau rpanynu.

4, KJIMHHYHH JAHHH

4.1 TepaneBTHYHH MOKA3ZAHHS

Jleka A0 yMepeHa XHIIEPTOHUS.

JleBokamepHa aucdyHKUMA ciie/l MHApKT HA MHOKap/a.

Ycranoeeno e, ye 'onten nonoGpsea npexueBseMocTTa ciedl MHPAPKT HA MHOKapaa MpH NALMEHTH ¢
AeBokamepHa jauchyHkums (ppakums Ha wztnackeave < 35%) ¢ wau 6e3 CMMNTOMM Ha ChpaeuHa
HE0CTATLYHOCT M/MIM ¢ MK Oe3 ocTaThb4yHa HCXEMUA,

[TpoabkuTeHOTO AeueHre ¢ [onTeH HaMalABa 3HAYUTEIHO 00LaTa CHPAEUHO-CB0BA CMBPTHOCT. Toi
3HAYMTENIHO MOHMKABA PHCKA OT BHE3alHa CMBPT M MOABATA HA TEKKA MM PE3UCTEHTHA ChpaeyHa
HEJIOCTAThYHOCT.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

3a NnepopaaHo NMpHJIOKECHHE

JJO?.HQOBKH

Buvapacmuu

Xunepmonus
[lpu Bb3pacTHH naumeHTH Oe3 3acToiiHa Chp/AevHA HEJOCTATBYHOCT U 6e3 ObOpeuHa WiM yepHoapoGHa
HEI0CTaThUHOCT, KOMTO HE NPHEMAT JHYpPeTHYHA Teparnus, npenopbyBaHaTa HavajiHa 10 T 0,5 mg
A0 1 mgu 10 2 mg kaTo eAMHUYHA AHeBHa no3a. [lauueHTH ¢ adpoamepuKkaHckH N afagoﬁbwnoseuo
ce HyX#JafaT oT 2 mg kaTo HavasHa jo3a. J{oza or 0,5 mg nocrtura TepaneeTtu \ﬁTEO'BOp camMo hpu
Majika 4yacT oT naumentute. Jlozarta TpsOBa aa ce y/BOM MOCTENEHHO HA HHTEp oT e.unazm ﬁempn
CEIMHLH, Bb3 OCHOBA Ha OTrOBOpPA Ha MallMeHTa, 10 Makcumym 4 mg 10 8 mg AHEBE g
O6uuaiinata noaabpKaia g03a € oT 1 mg 10 4 mg KaTo eJMHUYHA JHEeBHA M03a. AKQ OTm _py :HQ}
NaLMeHTa € Bee Ollle He3a0BOJIMTENeH NpH 103a oT 4 mg a0 8 mg, TpaGea 1a ce\\Q@gMcmxcmGnHyl ;

Tepanus ¢ IMYPEeTHK W/ MM KajllMeB aHTaroHuer (Bxk. toukn 4.3, 4.4, 4.5 5.1).
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Jesoxaveprna oucghyuxyusa cred unapkm na muoxapoa

Cnea ungapkT Ha MHOKapJa, NEUEHHETO MOXKe Ja Obje 3alO4YHATO HE M0-PAHO OT TPETHA JieH.
Hauanunara jHeBHa no3a Tpabea aa e ot 0,5 mg a0 1 mg. Ta3u ao3a Tpabea noctreneHHO Aa ce NOBHILIABA
[0 MAKCHMYM 4 mg, KaTo €AHOKpATHA AHEBHA 103a. B 3aBHCHMMOCT OT NOHOCUMOCTTA, HANPUMEp NOABaTA
Ha CHMITTOMATHYHA XHMIMOTOHHA, TOBa (POPCHMPAHO THTPHpaHe Ha 103aTa MOXE BpeMeHHO aa Obae
OTIOAKEHO.

B cnyyall Ha XMROTOHWA, BCAKO CBHMBTCTBALLO XMMOTEH3UBHO JIEYEHHME, KATO HANPHMEP NpPHEM Ha
Ba30AM/IATATOPH, BKIKOUUTENHO HHTPATH H JUYPETHUM, TpaGBa BHHMAaTENHO Ja Gbae NMpeoueHeHo U npu
BB3MOXKHOCT 03aTa Ha TE3M NIEKapCTBEHH NPOAYKTH Aa Obae HamaneHa.

Ho3ara Ha Tonten Tpabsa na Gbae HamasneHa, caMO B cllyuvail, Y€ MOCOYEHWTE NO-TOpPE MEPKH ca
Hee(PEKTHBHH MIIH HEMPHUNOKHUMH.

Crneyuaniu nonyiayuu

fleouampuuna nonyarayus
BezonacHoctTa W edmkacHocTTa Ha [onTeH B AeTcKa BB3PACT HE € YCTAHOBEHA.

Ilayuenmu 8 cmapuecka ev3pacm

JlosaTa nmpH NauMeHTH B CTapyecKka Bb3pacT € CblUaTa KaTo NpH NaLMeHTH B He-CTapyecka Bb3pacT. Hama
HEOOXOZMMOCT OT peAyLMpaHe Ha [03aTa NpH NALMEHTH B CTapyecKa BL3PACT ¢ HopMmanHa ObGpeuHa u
yepHoApoOHa QyHkiHH. TIOBHILEHO BHHMaHWe ¢ HeOOXOAMMO MPH MALMEHTH B CTap4ecKa Bb3PacT Ha
€QHOBPEMEHHO JIEHEHHE C [WYPeTHUM, 3acTOHHA ChpAe4YHa HeJZocTbYHOCT, MnM OnOpeuna wunM
yepHoapobHa HenocTaThuHoCT. Jlo3ata TpAGBa na ce TUTPHpA CNIOPER HYXAHMTE 38 KOHTPON Ha KPBHBHOTO
HassArase.

IIpedwecmsanjo Ouypemuuno reverue

[1py nauueHTH B PHUCK OT CTHMY/NHpPAaHA PEHWH-ZHTHOTEH3HH CHCTeMa (Hanp. UaUMEeHTH Cbe 3aryba Ha
BOAA W HATpUH), AMYPeTHKBLT Tpa6Ba Aa ce crpe 2 Wi 3 AHKM npegn HavanoTo Ha Tepanuara ¢ 0,5 mg
l'onTen, 3a Aa ce HAMaIH BEPOATHOCTTA OT Pa3BHTHE HA CHMMTOMATHYHA XUIIOTOHHSA. JINYPETHKBT MOXKE
Na ce npubaBH Mo-KbCHO, KO € HEOOXO0ANMO.

Copodeuna nedocmamvyrocm

[Ipy nauMeHTH ¢ XWINeproHHs, KOMTO MMAT 2acToiHa CBPAEYHA HEAOCTATBYHOCT ChC WM Ge3
cpnbTeTBama O0bOpedyna HenocTarTbuHocT, ciea siedeHuero © ACE-mHxubutopn e nabmopnasana
CHMINTOMATHYHA XMNOTOHHA. TIpH Te3u nauMeHTH neweHHeTo TpaGea ja 3anoune ¢ gosza ot 0,5 mg o
1 mg FonTeH BeIHBK AHEBHO MOA CTPOI MEAWLIMHCKH KOHTPO.

bvbpeuno yepexcoane

Ipu nauxeHTH ¢ kpeaTHHUHOB KAHpHHC OT 30 Ao 70 ml/min ce npenopbuea npueM Ha oOHuaiivara nosa
3a Bb3PACTHH M MAUHEHTH B HanpeaHana Be3pacT.

[pu nauneHTH ¢ KpcaTHHHHOB KIKMpBHE noa 30 ml/min ce mpenopnuea 3anouYpaHe Ha JEYEHHETO € NO-
HHcka ao3a [onTeH (T.€. HadanHa f03a (0,5 mg) M nocTeneHHO NMOBUILABAHE HA 103aTa AC MOCTHraHE Ha
xKenaHus edexT pbB Bpemeto. Ilpu Te3n nauMeHTH neveHWeTo TpaGBa Ja CE W3BBPLIBA NPH PELOBHO
MEJULIMHCKO NpocnensisaHe.

[TauueHTHTE ¢ KpeaTHHUHOB KIHPBHE Hal 30 ml/min He ce HyXIaAT OT ajanTHpaHe Ha HayajaHaTa 403a.

Huanusa
He e ycTaHOBEHO CbC CHMIYPHOCT Naid [ONTeH WM TpaHAONAMPUIAT CE OTCTPAHARAT M
Benpekn ToBa GM MOr1o aa ce OYaKBa, Ye AHANM3ATA MOXKE 1a OTCTPAHH
TPaHIOMaNpPUNIaT OT LMPKYIALUATA, KOeTO Aa JOBeAe 40 Bb3MOXKHA 3ary0a Ha
nanarane. [Topaau ToBa ce M3UCKBA BHUMATENHO HabNioAeHHE HA KPBBHOTO H
BpeME Ha AMai3a M alanTHpaHe Ha [03aTa, ako € HeobX0auMo.




Yeprodpobno yapescoane

Ilpy nauMeHTH ¢ TEXKO HapylleHa YepHOAPOoOHa PYHKLHA, HaMalIsiBaHEeTO Ha MeTabONMTHHSA KITMPBHC Ha
lonTen W akTHBHWA MeTabONAMT TpaHAONAnNpUIaT, BOAW 10 TOJAMO MOBMLIABAHE HA Ma3MEHWTE HUBA
lonTed ¥ B no-manka crened, A0 MOBHLIABAHE HA HWBATA HA TPAHAOJANPWU/IAT. 34TOBA JIEUEHHETO C
Fonrex Tpabpa na 3anoude ¢ Ao3a o1 0,5 mg BeaAHbXK AHEBHO Moa CTPOro HabMOAeHHE,

4.3 IIporuBonokazaHus

- AHaMHe3a 33 CBPBXYYBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO TPAHAONANIPHI, HAH KBM HAKOE OT
MOMOIIIHUTE BEILECTBA, H30pOeHH B Touxa 6.1.

- AHaMHe3a 338 aHrMOHEBPOTHYEH OTOK, CBBp3aH ¢ NpHeM Ha ACE-uHxuGurop.

- HacnencTBen/wanonaTuyieH aHrMOHEBPOTHYEH OTOK.

- BTopu u TpeTu TpumecTsp Ha SpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6),

- Ennospemennara ynorpe6a Ha I'onTeH ¢ anHCKUpeH-ChObDKALUM JIEKAPCTBEHH NPOAYKTH OpPH
NaLMeHTH cbe 2axapeH axWaber unu 6uOpeuno yepexnave (GFR < 60 ml/min/1,73 m2) (Bxk. Toukn
4.5u5.1).

- Ennospemenna ynorpeba cbc cakybutpun/pancaprad. ['onteH He TpaOBa aa ce 3ailoyBa no-paHo
oT 36 uaca cie nocieaHara 103a cakyOuTpui/Basicaptan (Bx. Toukd 4.4 u 4.5).

44 Croennaaqn npeiynpexaeHHA H NPeANAsHH MEPKH pH yuoTpeba
['onTeH He TpAGBa Na ce NpUIara NpH NALMEHTH ¢ A0OPTHA CTEHO3a HITH W3X0AALLA OBCTPYKLUMA,

AHaMNAKTOMIHH ¥ BE3IMOMKHO CBBP3aHH PEAKLIHH

Hecenzubunuzayus

AHaQMIaKTOMJIHA peakudH (B HAKOM cly4Yad J>KMBOTO3acTpalllaBalild) MOraT Oa Ce pa3BHAT NpH
nauuenTH, nonyuapauid JjeueHHe ¢ ACE-umHxuOMTOp M eaHOBpeMeHHAa JeCceH3IUOWNH3aLMA cpelly
MHUBOTHHCKH OTPOBH.

Hucxo navmuocmua aunonpomeun (LDL)-agepeza
JXupotosacTpawasaluyTe aHahHNAKTOMIHH peakuuM ca 3abens3aHu, korato nauneHtd Ha LDL-adepesa
npuemat ACE-WHXHWOHTOPH NO CHLLOTO BpEME.

¥YspeneHa uepHoppobia QYHKIMA
T kato TonTen ce metabonuaupa Ao CBOR akTHBEH MeTalOAMT B uepHHA Apod, MPH NalHeHTH ¢
yBpeaeHa yepHoapobHa dhyHKUMA € HeoDOX0ANMO NOBULIEHO BHHUMaHHE H HabnmoaeHHe.

CHMITTOMATHYHA XHITOTOHWSA

[lpu naumeHTH ¢ HeycnoXHeHa XUNEPTOHMA € HabmoaaBaHa PAJKO CHMIITOMATHYHA XMNOTOHMA ¢hea
HavanHaTa no3a [OnTeH, KaKkTo M cliel MOBULIARAHE Ha 103aTa MY. [To-BEpPOATHO € T Aa ce MOABH [1pH
NALUMEHTH ¢ JeDHUUMT HA TEYHOCTH H COJI MPH MPOOLIKHTENHA AMYPETHYHA TEpamnud, AWETHYHO
OrpaHH4YaBaHE Ha CONTa, AWATM3a, AHApUR WNM noepbuiaHe. [1o Tasu MpUUMHA TNIPU TE3IH NAUMEHTH
AMypeTHYHaTa Tepanus TpaOBa na ce cnpe M Aa ce KOpuUrdpa aeduLMTa Ha TEUHOCTH W CON MpeaM
HaYaJIoTO Ha NeyeHueTo ¢ ['onTex,

ATpaHyNoUMTO3a U KOCTHO-MO3BYHA CYNPEcHA

Ilpn nauueHTd Ha neueHue ¢ ACE-uHxuOMTOpH, ca HalMojaBaHH cnyuyad HA arpaHy/oLUWTOo3a M
NOTHCKAaHE Ha KOCTHO-MoO3buHaTa GyHKUMA. M3rnexna, ye pUCKBLT 3a HEYTPOMEHHA € 1030- H THNOBO-
CBBbp3aH M 3aBHUCHM OT WIMHHYHHWA CTATYC HA rnauvedTa. Te3d peakuuH ca Mo-4ecTH NpPH MalHeHTHTE ¢




AHruoenem

lonTeH Moxe 7a MNPUYMIHKM AHTHOENEM, KOWTO BKIIOYBA MOAYBaHe HA JIMUETO, KPaHHULMTE, €3MKa,
rnotuca wuau napurkca. Mokazano e, ue ACE-UHXHUOMTOpHTE MPUUMHABAT aHMHOEAEM B NO-rofima
cTeneH nipH adpoaMepHKaHiIi, OTKOIKOTO [1PH NAUMEHTH ¢ He-a(poaMepPHKAHCKH TTPOU3XOL.

HoxnaaeaH € ¥ aHrHOEEM Ha YepBaTa MpH MauueHTH, nekyBaiu ¢ ACE-uuxuburopu. Tosa Tpabea ja ce
WMa npeaBHA NpH nauMeHTH Ha ['onTeH ¢ kopemHa 6onka (¢ WK 0€3 rageHe W NoBpbLLIaHE).

TMaLMeHTH ¢ aHrMOHEBPOTHYEH OTOK TpAOBa He3abaBHO a NPEYCTAHOBAT TepanuaTa ¢ ['onTteH W na 6baat
HabnonaBaHH KO OT3BYYaBAHE HA OTOKA.

AHrHOHEBPOTHYEH OTOK, OrPaHHYEH A0 JUUETO, OOMKHOBEHO OT3ByuaBa CrioHTaHHO. OTOK He ¢aMo Ha
TMLETO, HO W Ha TNIOTHCa MoXe Aa Oble KHBOTO-3acTpallaBall MOpagd pUCKAa OT OOCTPYKUMA Ha
NMXATENHUTE MBTHLLA.

Covnererpawata ynotpeba Ha ACE nHxubHTOpH Cbe cakyOHTpun/BanicapTaH e MpoTHBONOKA3aHa NOPAIH
NOBHILEHHS PHCK OT aHrioeneM. Jleuenne cbe cakyOMTpU/ BaicapTaH He TpsAOBa 21a ce 3amoyea Mo-pbHO
oT 36 uaca cien nocieaHara 1o3a TpaHaonanpun. Jleuenve ¢ Tpanaoaanpun He TpaGea Aa ce 3anousa no-
pano oT 36 waca cnen nocneaHaTa Ao3a cakyOuTpun/eancapraH (B, To4kd 4.3 u 4.5).

CounvrerBamiata ynotpeba Ha ACE waxubutopu ¢ pauekagotpwin, mTOR wuuxuGuropu (nanp.
CHPOJIUMYC, CBEPO/IMMYC, TEMCHPONMMYC) H BHIAArIUNTHH MOXE 0a [JOBeAe A0 MOBHINEH PHUCK OT
aHrHoeaeM (HaMp. OTOK Ha AMXATe/HUTE ITbTHLLA WIH €31Ka, CbC WK 6e3 HapyuleHHe Ha AWIIAHETO) (BXK.
touka 4.5). HeobxomuMo e jJa ce MOAXOAM ¢ MOBHIIEHO BHHMAHME, KOraTO CE 3ano4Ba JEHEHUe ¢
pauekagoTpui, mTOR MHXHOUTOPH (HANp. CHPONHMYC, €BEPOIUMYC, TEMCHPOIMMYC) K BHAAArIHITHH
MpH NauHeHt, KoHTo Beve nprema ACE nHxuburop.

AHrMOHEBPOTHYEH OTOK Ha €3WKa, FJIOTHCA WM NAapHHKCcA Haflara He3abaBHO MOAKOMXHO npu/iarame Ha
0,3-0,5 ml pasteop Ha cnuHedpud (1:1 000) 3aenHo ¢ ApyrHM TepaneBTHUHM MeEPKH, KOWTO ca
[neaxoaqLlu.

[aunenTy ¢ peHoBacKyIapHA XMNEPTOHHA

ACE-unxubutopy Morat aa 0LAaT M3NOM3BaHM [0 TNPUIAraHe Ha MpOUEIypa 3a H3JEKYBaHe Ha
PEHOBACKY/APHATA XHIIEPTOHHA WM B CITY4aH, Ye NpoueaypaTa He Moxke Ja 6be H3pbplueHa. PUCKBT OT
TE)KKa apTepHalHa XHMNOTOHHA W ObOpeHa HeNOCTATBYHOCT € YBENMYEH, KOraTo MauueHTH ¢
npenwecTralla €AHOCTPAHHA WITH ABYCTpaHHa cTeHo3a Ha §bwOpeuHara aprepus ca Ha Tepanua ¢ ACE-
uHxubuTopu. JIuypertuumure Moxe na yBenM4aT pHCKa AOMBbAHUTENHO. J[OpHM NMpU ManKW MPOMEHH B
CEpPYMHMA KpeaTHHHH Moxie Ja uma 3aryba Ha Ov0OpeuHa QyHKUMS OOpH NPH NAUKMEHTH ¢ eQHOCTpaHHa
cTeHo3a Ha 6nOpeunarta aprepus. [1pu Tesu nmauueHTH neuenero TpaAbBa Ja Gbde 3aNOHHATO ¢ HUCKH
JO03H C MOCTEIEHHO THTPHpaHe Ha 1o3ata B OGOAHWYHH YCNOBUS MNMOA NOCTOAHHO MEIULIMHCKO
Habmopenue. JluypetHuHata Tepanua TpaGsa ga 6nae cnpAHa M [a ce MOHWTOPHPAT B HAuanHWTe
CeMHUH Ha NeveHneTo ObOpeuHaTa GyHKUMA B CEpYMHHA KalHid.

O61um
[Ipy HAKOM MaLMEHTH, NPHEMALLK BeYe AHYPETHUH, OCODEHO B HAYAIOTO Ha JIEYEHHETO, CNaqaHeTo Ha
KPBBHOTO HanAraHe Moxke jia Ob/1e 3HAUUTENIHO NPH 3anoyBaHe Ha Tepanus ¢ [onTen.

brOpeyHo vepexaane
[TaunenTn ¢ kpeatuHuHoB KnupbHe nox 30 ml/min Morar ga vaMckBaT HamaNiBaHe Ha nos3ata [onTeH;
TAXHaTa 6bOpeuna ¢yHkuns TpaOBa na ce HabnonaBa BHUMaTENHO.

Mpn nauventn ¢ 616peuHa HEAOCTATBYHOCT, 3acTOHA CbplleuHa HEAOCTATBYHOCT
ABycTpanHa creHo3a Ha OLOpeunara aprepusa, eauHcTBeH 0LGpek waw cnea 6uOp
ChLUECTBYBAa PHCK OT yBpexaaHe Ha OwnOpedynata ¢yHkuusa. [Ipy HAXOM nauueH




0COBEHO MpH NALMEHTH CbC CHIIECTBYBALLO YBpPEKIaHe Ha OGbOpeuHaTa GyHKUMA UNH NPH OTHOCUTENHO
BUCOKH A034 Ha ACE-unxuburtopu.

JBoiino 6n10KkMpaHe HA peHMH-AHTMOTEH3UH-ANA0CTePOHOBaTA cHcTema (PAAC)

Hma naunu, ue enHospemenHata ynotpe6a na ACE-unxubutopu, auruoreHznn Il-peuentopuu 6nokeph
MM ANUCKMPEH MNOBHLIABA PHCKA OT XMMOTOHWA, XHMNEPKaiMeMHA W HamanseaHe Ha Gubpeunara
dyskums (BrtounTento octpa Gubpeuna HegocTatsuHocT). [lopald ToBa He ce nMpenopbuBa ABOHHO
fnoxupane Ha PAAC upes xoMmbGunupanata ynotpeGa Ha ACE-unxubutopu, aHrxoressus II-
peuenTopHH ONOKepH UK anucKupeH (Bx. Touku 4.5 u 5.1).

AKO ce NpeneHu, 4e TepanuaTa ¢ ABoiiHo GnoxupaHe e abcomoTHo Heobxoanma, ToBa TpsabBa na cTasa
€amo TOA HaOMIOJEHHETO HA CNELHATMCT M NPH YECTO BHUMATENHO MOHMTOpHMpaHe Ha OnbpeuHara
(hyHKUMA, ENEKTPONUTHTE ¥ KPBBHOTO HANTArAHE.

ACE-unxuburtopr n anrnotensuH Il-peuentophn Griokepu ve Tpabea ma ce Wanonssat €HOBPEMEHHO
Npy nauxeHTH ¢ AuabeTHa HedponaTua.

Cepymen kanuii
ACE MHXHOHTOpHTE MOTaT Aa NPEAH3BHKAT XHIEPKATHEMHS, T KaTO HHXHOHpAT 0CcBOGOKAABAHETO Ha

anpoctepoH. EdekTbT 0OMKHOBEHO HE € 3HAUMTENEH NPH MNalWeHTH ¢ HopManHa Gu6peuHa ¢yHKUMS.
[lpu naunenTH ¢ Hapyuiena 6b6peuHa dyHkuna obave W/HNK NPHU NAUMEHTH, NPHEMALLHM XPAHHUTENHU
nobaBKH, ChABPKAIIN KaTHH (BIFOYHTENHO 3aMECTHTENIN Ha CONTA), KATHMii-ChbXPAHABALM AHYPETHLH,
TPUMETONPHM WIH KOTPUMOKCA30Jl, M3BECTEH CBLIO KAaTO TPHMeTonpuM/cyndameTokcason, H ocobeHo
AHTATOHWCTH  HAa  anaocTepoHa WM AHTHOTEH3WH-PEUeNTOpHU Onokepd, MoOXe [Oa Bb3HHKHE
XHNepKaliHeMua. Kanui-coXxpaHaBalluTe AMYPETHUM H aHFHOTEH3HH-peLenTopHUTE Gilokepy Tpabsa na
ce mpujiaraT BHUMATENHO NpH nauuedTtH, npuemawy ACE HHXWUOMTOPH, KaTo cepyMHHWAT Kanmuii M
61b0peuHaTa dyHkuus Tpabea na ce npocneassat (Bx. Touxa 4.5).

Kauinunua
[lo Bpeme Ha neueHueto ¢ ACE-UHXHOUTOP MOxe f1a Ce NOABH CYXa M HEMPOAYKTHBHA KALIMLA, KOSTO
M34€3BA CJIe] NPEKPATABAHE HA TEPANMATA.

Xupyprus/Aunecresus

[Ipn nauxeHTH ¢ XMPYpPru4HH WHTEPBEHLMH WK MO BpeMe Ha aHECTE3MSA C JIEKApCTBa, HaMalfBallii
KPLBHOTO Hanarawe, ['onTeH Mmoxe na Onokupa ofpasyeaHeto Ha avruoteHsun Il BTOpHYHO Ha
KOMTMEHCATOPHOTO OTAGNIAHE HA PEHHH.

[lenvaTpHyHa nonyiawus
BCSOI‘I&CHOCTT& H ecbmcacnocrra Ha [onreH NpH AcUa HE € HacNEaBaHa.

bpemeHnHoct
Tepanua ¢ ACE-uHxuburopu He TpabGea na ce 3amousa no BpeMme Ha OpemeHHocT. OcBeH aKo

npoab/ikaBaHe Ha neueHUeTo ¢ ACE-MHXHOHMTOPH He ce cuMTa 3a KpaiHo HeobOXOAMMO, TeparuATa Ha
NauKeHTHTE, KOMTO NNaHUpaT 3abpemeHABaHe, TPAOBA a ce CMEHH C ANTEPHATHBHU AHTHXHNEPTEH3IHBHU
NEKapCTBEHH CpelCcTBa ¢ AokasaH npodua Ha HesonacHocT npu ynotpeba no epemMe Ha OpeMeHHoct, TTpu
YCTaHOBABaHE Ha OpeMeHHOCT neueHHeTo ¢ ACE-uHxuburopn tpabea na ce cnpe HezabaBHO W ako e
NoAXOAALID, Aa CE 3aMQUHE aTTEPHATHRHA TepanHa (BxXK. ToukH 4.3 u 4.6).

KbpMely maiiku
[lopaan Topa, 4e He € HanvuyHa MHGOpMauus MO OTHowWweHWe ynotpebara Ha [onTeH Mo BpeMe Ha

~

kbpMmene, [onTen He ce npenopbuBa M ANTEpHATHBHHM JIEUEHHA ¢ MO-400pe YCTaHQ opun Ha
fesonacHOCT No Bpeme Ha KbpMeHe ca 3a fIpeno4YuTaHe, ocobeHO MpH KbpMeHe \hqgapo\p,e‘nq (L)
[ >,
HeOHOCEHO aeTe. QO T
O n
e "1

[TomolHK BelecTBa
Jaxmosa



ITauentn ¢ peaxu HacieAcTBeHM npobieMH Ha HEMOHOCHMMOCT KbM TalakTo3a, IbEH NaKTaseH
AedHUMT MM ITHOKO30-ranakTozHa ManabcopOums He TpaOBa Na Npuemart TOBa JIEKapCTBo.

Hampuit
Tosa nexapcTBo cbabpka no-manko oT 1 mmol Harpuii (23 mg) Ha kancyna, T.e. MOXe Na Ce Kake, 4e
MIPAKTHYECKU HE CHABLPMKA HATPHIA.

4.5 BaaumopeiicTBHe ¢ ApPYTH JeKaAPCTBEHH NPOAYKTH H APYrd opMu Ha BiauMoJeHcTBHE

JlekapcTpa, HOBHINABALIY PUCKa OT AHIHOEAEM
ConwrerBawiaTa ynotpeda Ha ACE MHXHOHTOPH Cbe cakyOMTpHI/BANCAPTAH € NPOTUBOINOKA3AHA, Thil

Karo TOBA MOBHILABA PHCKaA OT aHrHoeaeM (Bxx. Touka 4.3 u 4.4).

Cenprerraiara ynorpeda Ha ACE unxubutopn ¢ pauekaaotpun, mTOR uuxubutopu (Hanp.
CHUPOJIMMYC, €BEPONIMMYC, TEMCHPOIHMYC) M BUIAATTHITHH MOJXKE 12 A0BEAE A0 NMOBHILEH PUCK OT
anryoeneMm (Bx. Touka 4.4).

Kanuii-cbxpaHsagally NHYpPeTULH, XPAHUTENHHN 10DABKH, CHABPKALLN KANWH MKW KANUEH-CHIBDKALH
3aMECTUTENH HA COTa

Bbnpeku ue CEpyMHMAT KaJHH OOMKHOBEHO OCTABa B PAMKHTE Ha HODMAJIHHTE TPAaHHULM, NPH HAKOM
NauuMeHTH, JekyBaHW ¢ [onTeH, Moke [Ja BBLIHMKHE XMNEPKATHEMHA. YnoTpebata Ha KanHii-
ChXpaHABalUH AMYPETHLIM (Hanp. CMUPOHONAKTOH, TPHAMTEPEH WM aMHUIOPHI), XPAHHTENHH H0GaBKH,
ChabpKaM Kandid WnM Kanui-cbAbpkall¥ 3aMEeCTHTENIM Ha COJITa MOXe 1A JOBEAe A0 3HAUMTETHO
NOBHILEHHE HAa CEPYMHHA kanud. Tpsabsa cbuwio na ce BHWUMaBa, Korato [onTeH ce npunara
€IHOBPEMEHHO C APYTH CpeAcTBA, KOMTO MOBHUIABAT CEPYMHHA KaNHi, KaTo Hanp. TPUMETONPHUM K
KOTPHMOKCa30n (TPHMETONPHM/CYN(PAMETOKCA30), ThH KATO € H3BECTHO, Y€ TPUMETOMPHM AeHCTBa KaTo
Kanvi-ChXpaHABalll AHYPETHK MoaobHo Ha amHiopua. [Topaau ToBa He ce npenopbyBa KOMGHHMPAHETO
Ha ['onTeH ¢ ropecrniomeHaTHTe nekapcTBa. AKO € MOKazaHa CbNbTCTBalA ynotpeba, Te Tpabea na ce
H3NO3BAT C MOBULISHO BHUMAHHE M NIPH YECTO NpPOC/eAsBaHe Ha CePYMHNS KATHIA.

KIOCNOpPHH

ITpH cwvnbTeTBala ynoTpeda Ha ACE MHXHOUTOpH ¢ LIMKNOCTIOPHH MOXKeE 1a BB3HHMKHE XHNEPKaTHeM1s.
IIpencpbuea ce npocneagBaHe Ha CEPYMHHA KaNHi.

Xenapuu
IIpn cenvreTBawa ynotpeta Ha ACE MHXMOMTOpW ¢ XenmapHH MOXe Na BB3HHUKHE XHNepKanHeMus.

[Tpenopbuga ce npocneasBaHe HA CEPYMHMS KANHi.

AHTHANAGETHYH NeKAPCTBEHH NPOAYKTH

Kaxro npu Bcuuku ACE-uHxubuTOpHM, €nHOBpPEMEHHOTO nNpunoXeHHe C aHTWAHaGeTHW nekapcTea
(HHCyJ’IHH HIW nepopanHyi XUMOrMTHKEMHWYHH cpen(:'rsa) MOXEe Ja AoBeae 4O NOBHLIABAHE Ha ed)eKTa Ha
NOHKKABAHE Ha IMIOKO3aTa W N0-BUCOK PHCK OT XHITOTJTHKEMHS.

JIuTHii
['onTen Moke Aa HaManM eNMMHHUpaHETO Ha NHTHH. HuBata Ha cepyMHus nutuii TpaGea pa Gwpar
HabROaABAHHM.

AxrnoteHaus II-peuentopuu 6nokepu, Annckuper
JlaHHH OT KJIMHWYHM NpOYHYBAHWA MOKAZBAT, u¢ JBOHHOTO ONOKHMpaHe Ha pPeHHH-AHIMOTEH3HH-
anpocrepoHosata cuctema (PAAC) upesz xomBuHupaHata ynotpeba Ha ACE-HHXHOWUTOpPH, aHTHOTEH3HH
II-peuenTopHH G10KepH WIH ATHCKHPEH €€ CBBP3BA C MO-BUCOKA UYECTOTA HA HEXeNnaHH
HallpUMep XMIIOTOHHA, XHMepKanueMus W HamandpaHe Ha OBOpeuHara GyHKUHA (B
6bOpeuna HepocTaThbuHOCT), B cpaBHeHMe c ynorpebaTa camMo Ha €HO JeKapCcTe
PAAC (ex. Toukn 4.3, 44 u5.1).
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HoknansaHu ca aHaMNaKTOMAHM peakUMM KbM BHCOKO-TIPOMYCKIHBH  NOJH-aKPHIIO-HHTPHIHK
MemOpanH, NpuwiaraHd nNpu Xemoauanusa, npH naumentd Ha ACE-unxubutopu. Kakto v npu apyru
JeKapcTBa OT TO3H XHMMYEH Kiac, Tasd kombuHauns Tpabea ma ce u3barea, korato ce uanucsat ACE-
HHXHOWUTOPH Ha NALHMEHTH HA XEMOIHAIIN3A.

Kakro npu BcuukM aHTHXWnepreH3WBHH Jekapcrea, HCIIBC (BKNIOUMTENHO auETHACANMUMIOBA
KMCE/IMHA BbLB BHCOKH [03H, KATO NPOTHBOBBL3NANMTENHO JIEKApCTBO, HAaNpuMep 3a 00JieKHaBaHe Ha
Gonkara) Morar na HAManAT AHTHXMNEPTEH3WBHHUA edexr Ha [onred. Tpabea ga ce noeumu
HabNIOAEHHETO Ha KPBBHOTO HanAraHe, korato ce npubara unu ce cnupa neuenue ¢ HCIIBC npwu
nauMeHTH Ha [onTeH.

HCIIBC, BKAMOYHTENHO ALETHACATULIOBATA KMCEIMHA, OCBEH aKO CE€ W310A3Ba B MO-HUCKH A03H KAaTO
MHXMOWTOP Ha TpomMGoLUMTHATa arperauus, Tpabsa aa ce usbarear npu neveHue ¢ ACE uuxubuTOpH npu
NaLMEHTH CbC ChPIEYHa HEAOCTATHHHOCT.

XHUNOTEH3NBHUAT ePEKT Ha onpefeNeHH MHXANATOPHH aHECTETHUM Moxe aa Gbae nosuwen ot ACE-
HHXHOHTOpHTE.

AnonypHHON, UMTOCTATHUM, HMYHOCYINPECOPH, KOPTHKOCTEDOHIH 33 CHCTEMHO MPHACKEHHE WM
NpOKaHHaMKA, MOXE 3 MOBULIAT PUCKA OT NEBKOMEHHA, B CNyyal HA €AHOBPEMEHHO TIPHIIOXKEHHE C
ACE-uaxuGuTopH.

AHTHaUMIHTE MOXE 1a NOHWXKAT OHoHanu4HocTTa Ha ACE-uHxubutopure.
AKOXOQITBT NORMLIABA PUCKA OT XHMOTOHHA.

Antuxuneprensusante edexth Ha  ACE-HHxuOuTOpHMTE MOe fga ©bAaT GOHMKEHH  OT
CHMMATHKOMHMETHLIMTE, KOETO Hanara BHMMATEIHO MPOC/ENRBAHE HA MallHEHTHTE.

Kakto W npu JpyruTe aHTUXHTIEPTEHIMBHM JIeKapcTBa, KOMOWHAaUMATa C HEBPONENTHUM WAH
TPULMKIHYHH AHTHAENPECAHTH MOBHLUIABA PUCKA OT OPTOCTATHYHA XMITOTOHMA.

EonospemenHoro npunoxenue Ha ACE-unxubutop w mTOR (mammalian target of rapamycin)
uHXuOuTOp (Hamp. temsirolimus, sirolimus, everolimus) MoXe fa yBENTHUM PHCKA OT aHTHOEAEM (BiK.
TouKa 4.4),

He ca HabmonapaHH KIMHHMHH B3aMMOAENCTBUA NMPH MAUHEHTH C I€BOKAMepHa AMCHYHKUMA cnea
MHMOKapaeH HHQapkT, korato lonTen e npuiarad 3aeqHo ¢ TPOMOOJIMTHUM, auUeTHACANHLMIOBA
KHCEITHHA, 6era-6noxepu, KantuHe€BH AHTArOHHCTH, HUWTpaTW, AHTHKOAryflaHTH HJIH AWTOKCHH. He ca
HaMEpPEHH 3HAYUMH KJIHHHYHHA BIAUMOACHCTRHUA MEN Y FonTen n LHUMETHAHH.

3naro: HUTpHTOMAHM peakuny (CHMNTOMHTE BKJIIOYBAT 3auepBABAHE Ha JIMLETO, TafeHe, NOBPBILAHE H
XHIIOTOHHA) ca OMNM JOKIaJBAHH PAJAKO NMPH NaLUEHTH Ha JICUCHHE C WHIKEKLHOHHO 3/1aT0 (HaTpues
aypoTHoManar) u npuapyxasawma tepanua ¢ ACE uuxubutop.

Crieyuanyu nonynanpv
Heduampuuna nonyrayua
[Tpoyusanus 3a B3aUMOAEHCTBHSA Ca MPOBEXKAAHH CAMO MPH Bb3PacTHH.

4.6 PepruiuTeT, 6peMEHHOCT U KbPMEHE

BpemenHocT
Vnorpebara Ha ACE-HHXMOHTOpH Npe3 MBbPBHR TPHMECTHP Ha OGpeMeHHOCTTa He ce

Touka 4.4). Yoorpebara Ha ACE-MHxuOHTOpH € NMpoTHBONOKAa3aHa NO Bpeme Ha
GpemenHocTTa (BxK. TOUKH 4.3 U 4.4).




EnnaeMuonorHyHuTe NOKAa3aTeNCTBa 328 PHCK OT TEPaTOreHHOCT cied exkcno3uuna ¢ ACE-uHxvbuTopu
1o BpeMe Ha MTbPBHUA TPUMECTLDP Ha OpeMeHHOCTTa He ca YDeAHTenHN; BBMpeKU TOB2 JIEKO NMOBHILABAHE
Ha pUCKa He MOXKE Na c€ WIKNIOYK. JIEeUEHHETO Ha MAaLIMEHTHTe, NuaHupauy GpeMeHHOCT TpAGBa Obie
CMEHEHO ¢ AITEPHATHBHO AHTHXMIIEPTEHIUBHO NeYeHHe ¢ YCTAHOBEH Npodun Ha 6e30nacHOCT Mo BpeMe
Ha 6peMEHHOCT, OCBEH aKO MPOXLDKABAHETO Ha TepanHaTa ¢ ACE-MHXWGHUTOPK He ce cunTa 3a KpaitHOo
neo6xoaumo. Koraro ce anarHoctuimpa dpemeHHocT, neveruetro ¢ ACE-nHxuburopu Tpabea na ce cnpe
He3a0aBHO H aKO € NOAXOAALLO, Aa CE 3aMOYHE APYro ANTEPHATHBHO EYEHHE,

Excniosuuns ¢ ACE-HHXHOUTOPH MO BpeMe Ha BTOPHA M TPETHS TPHMECTLP € M3BECTHO, Y€ WHAYLMpa
eToTokcHUHOCT NpU Xopa (HamaneHa 6bOpeuHa QGyHKUMA, ONMrOXHOPaMHHOH, 380aBAHe Ha YepenHata
OCH(HKALMA) U HEOHATaNHA TOKCHYHOCT (6BOpeuHa HEAOCTATBYHOCT, XHNOTOHKA, XHNEPKATHEMHA). AKO
€KCMO3HUMATA € HACTBIMNA OT BTOPHA TPMMECTbP Ha OPEMEHHOCTTa, ce MPernopbuBa YATPa3ByKOB
npernen Ha 6v6peunara $pyHkuma 1 uepena. HoBoponeHH, 4unTo Maiikn ca npuemann ACE-unxurropu
Tpabea fa 6baaT HaOAOAaBAHH BHUMATEJTHO 33 XHIOTOHUA.

KbpMeHe
Twil kaTo HAMa HHbOpMALMA 3a MPUNOXKEHHETO Ha ['onTeH no Bpeme Ha KbpMeHe, [onTeH He ce

NpenopLYBa npes TO3H AEpHOA. 34 NPEANOYHTAaHE €a AITEPHATHBHM JIEKApCTBa ¢ No-fo6pe yCTAHOBEH
npotun Ha 6eszonacHocT, 0COOEHO NPH KbPMEHE HA HOBOPOAEHH WITM HEJOHOCEHH Jela.

4.7 EdekTn Bupxy cnocofnoctTa 32 wodHpaHe H pafoTa ¢ MALLIHHK

dapMOKONOrHYHHTE CBO#CTBA Ha ['onTeH He npeanonarat nMosBarta Ha noaoOHK edekTH. Bunpeku Tosa,
MpH HAKOW HHAMBHAH, ACE-MHXHOHTOPHTE MOXE Aa NOBAHAAT cNOCcOBGHOCTTA 3a WwodHpaHe unu pabora
¢ MallWHH, 0cOGEHO B HAYANOTO Ha NIEHEHHETO, NMPH NMPEMHHABAHETO OT €AHO KbM APYro JIEUEHHE HITH
NpH €AHOBpPEeMEHHHA NpHem Ha ankoxosn. ETo 3amo, He ce npenopbusa wodmpane unu pabota ¢ MaIMHHU
HAKONKO Haca e/l MbpBaTa J03a MK NOCNE]BaLIOTO NOBHLLIABAHE HA 103aTa.

48 Hexenann exapcTBeHH peaKlHN

TabauueH cnuchbk Ha HeXeNaHW NEKAPCTBEHH PEAKIIHH
HM36poeHHTE HEXKeNaHH NeKapCTBEHH peakUMy ca GuiH JOKNaBaHM 1O BpEMe Ha KJIMHH4HATA (ha3a, nocT

MapKeTHHroBo Habmoaenue Unu dasa [V Ha KIHHHYHKY HINKTBAHKS.

CheaHnTe KOHBEHLMH Ce M3MOA3BAT 3a ONpeAeidHe Ha 4ecToTaTa: MHOro uecth (=1/10); uectn (>1/100
no <1/10); vewectn (=1/1 000 ao <1/100); peakn (=1/10 000 no <1/1 000); muoro peaxu (<1/10 000},
Korato OT HaTHUHHTE AaHHH He MOke 1a ce OMNpejent YecTOTaTa: C HEW3IBECTHA YecToTa (OT HAaNIHYHHTE
JaHHH He Moxe Aa Obae HarpaBeHa OLeHKA).

MedDRA- Yecrn HeuecTn Peaxn Muoro peaku | C Hen3zpecTHA
Gaia paHHu YeCTATA
HA CHCTEMO-
OpraHuu
KJ1acoBe
Uudexumn u Hudekunn | Undexunu Ha CuHHy3uUT*,
nHdecTauuu Ha TOPHK YPHUHApeH TpPakT, PHHHT,
auxaTtenHu | GpoHXHT, rnocut*
OLTHILE hapUHrHT
Hapyiuenus Jleskonenus, ArpaHynouqro3la,
Ha KpbBTA H aHeMuA,
numbHaTa HapylUeHHA Ha
cHcTema TpOMGOLUMTHTE,
HapyLUEeHHs Ha
fenuTe KpbBHHU
KJIETKH




Hapyenns
Ha UMYHHaTa
cHCTeMa

CBpbXUyBCTBUTENH
ocT

Hapytiexus
Ha
MeTabosu3
Ma
XPaHEHEeTo

XHnepriuKkeMus,
XHIoHaTpeMus,
XHMepxonecrepone
MHA,
XHNEPIHNHAEMHS,
XHIIEPYPHKEMHA,
noparpa,
aHOpeKCHA,
TIOBMLIEH aMNeTHUT,
eHIMMHH
OTKJIOHEHHSA

Xunepkaavemus

TTerxuuHH
HapylueHHA

Beacbhne,
NOHHM¥apa
HE Ha

JTUGUA0TO

XanwuuHauuu,
Jdenpecus,
HapylUIeHUs Ha
CbHA,
TPEBOXKHOCT,
AXUTALIHA,
arnaTtHs

CbeTosHHe Ha
obbpraHocT*

Hapywerus
Ha HepBHaTa
CHCTEMA

["napoto
NHe,
3aMasHo
eT

CpHnuBOCT

Mo3BLYHO-CBAOEH
WHUHIEHTH,
CHHKON,
MHOKJIOHYC,
fapecTesus,
MHIpeHa,

murpena 6e3 aypa,
AHcreysns

TpansutopHa
HCXEMH'4Ha aTaka,
uepebpanHa
XEMOparu4,
HapylleHHe Ha
paBHOBECHETO

Hapyuienns
HA OUMTE

Bnedapur,
KOHIOHKTHBATIEH
OTOK, HAPYLIEHHA
Ha 3PEHUETO,
HapyILUEHHA Ha
O4HTE

3ambrieHo 3peHne™®

Hapymenus
Ha YXOTO U
JabMpHHTA

Bepturo

Tunutyc

Cobpaeunu
HapylueHHs

TMannurauu
H

Muokapaen
HHapKT,
HCXEMHA Ha
MHOKapaa, aHrMHa
neKTopHc,
cbpae4Ha
HEAOCTATBHHOCT,
KamepHa
TaxuKapaus,
TaxuKapaus,
6paaukapaus

ATpHo-
BEHTpHUKYnapeH DOk,
CBbPICUEH apecT,
apUTMHA

Conosu
HapYLICHHA

Xunoto
HHA

[lopemu
BBIHH

XUnepToHu,
AHTHONATHA,
OpTOCTaTHYHA
XHIMOTOHHA,
nepudepHn
BACKYJIapHH
HAPYLLEHHA,

]




BapHKO3HH BEHH
Pecrimparop | Kawnuu | Beananenn | JucnHes, Bponxocnaibm
HY, TPBAHH | 2 € Ha FOpHH | ENIHCTaKCHC,
“ AMXATENHH | apuHTeanHo
MEAHacTHHA MbTHLIA, Bb3naneHue, Honka
JTHH KOHrecTHs | Ha opodapHHkca,
HapylueHHA Ha rOpHH MPOAYKTHBHA
JUXATENIHK | KaLLTHLA,
MLTHLLA pecnupaTopHM
HAPYLLIEHHA
CromaliiHo- I'anene, XemaTemesa, Hneyc,
YpeBHH AHapus, racTpur, NaHKpeaTHT,
HapylUeHHUA CTOMALIHO- | KopeMHa Gonka, MHTECTHHANEH
HpeBHa IOBPBIUAHE, aHrHoenem™
onka, JHCOENCHS,
KOHCTHRALl | CYXOTa B yCTara,
s, dhhatyneHums
CTOMaLLHO-
YpeBHU
HApYLIEHUS
XenaTobunu XenatuT XonecTasa Koarenuua,
apHu HapyLUeHHA B
HapylleHws 4yepHOApoOHUTE
¢ yYHKUNOHATTHH
TECTOBE
HapyuieHus Copbex, AHruoeaem, Icopuasmc, Anoneuns,
Ha Ko»aTa obpus ncopHasmce, ACPMaTHT YPTHKapH4,
MOAKOKHATA XHIepXnaposa, cuHapoM Ha CTHBBH-
ThKaH eK3eMa, JDKOHCBH,
aKHe, TOKCHYHA
cyxa Koxa, enuaepmantHa
HapyLIeHUs Ha HeKpoH3a,
KoKara epuTeMa
MyaTHdOpMe*,
ncopHasHopMeH
JepmaTHT*
Hapywenna Bonku B ApTpanrus, Muanrus
Ha ropba, 0OnKa B KOCTH,
MYCKY/HO- MYCKYJIHH | OCTEOAPTPHT
CKeNleTHaTa CMazMH,
cucTeMa U Gonku B
ChEAHHHTEN KpaHHULMT
HATa ThKaH e
Hapyuuenns BrOpeuna
Ha HeJOCTaTbYHOCT,
6bbpeunTe H a30TeMud,
MHKOYHHUTE NonHypH4,
TBTHILA NOJAKHYPHUS
HapyweHus EpektnnHa
Ha AUCHYHKLH <
BB3MPOUIBO A AN N
AWTenHaTa
cucTema u
repaara
BponeHu, Bponeunn
dhaMUIHK H apTepHaH{
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reHETHUHH MandgopMaLmH,
HapyLUeHHA HXTHO3a
O0dwu Acrenn | Hepasnono | Otok, ymopa [Tupexcus
HapylueHHa | 1 KEHHA,
W eDeKTH Ha Gonka B
MACTOTO Ha I'bpauTe,
npunoxeHue nepydepen
OTOK,
HETIPHBHYH
0 ycellaHe
Hacnensanu Xunepbunupybuue | [NoBHiLeH [Tonuxen 6poii
A My Kaluii B TpOMOOLIHTH,
KPbBTA, NOBHLIEH KPEATUHHH B
NoBHILEHA KPbBTa,
rama NOBHLIEHA Ypea B
rMyTaMUATPaH | KpbBTa,
ctepasa, NOBHLIEHA aNKaTHa
MOBHIIEHA ¢ocdaraza B KpLBTA,
NHMa3a, NOBHIIEHA NAKTAT
MOBHILIEH AEXUAPOreHasa B
HUMyHOrnoGyn | KpbBTa,
HH MOBHILIEHA acnapTar
aMHHOTpaHcdepasa,
NOBHINEHA alaHUH
amMHHOTpaHchepasa,
MOBHILEHH
4epHOAPOOHH EHIUMM,
HamManeHn xeMoriaooHH,
HamaseH XeMaToOKpHT,
OTKJIOHEHHA B
€JIEKTpOKapAHorpama
Hapansea- HapansBahe
HHA,
OTPaBAHHA H
yCnoxkHe-
HUA,
BB3HHKHATH
B pe3y/iTaTt
Ha
MHTEPBEHUH
H

*[loxasea ACEI knac nexcenanu nexapcmeenu peaxyuu

Cpobiiapate Ha NOAO3IMPAHH HEIKENAHH PEAKUHH
C‘bOSHlaBaHCTO Ha NOJO3HpaHH HEXCNIaHHW pC€aKLHR Clen pa3peu|aBaHe 3a ynorpeﬁa Ha J'lBKapCTBCHHSI

NpOoA4YKT € BaKHO. Toea nosponiaepa Aa NpoALIIAKH HABIONEHHETO HA CBOTHOLIEHHETO nomafpncx 3a
JIEKApCTBEHHUA MPOAOYKT. OT MeQHLMHCKHTE CHELHATIMCTH C¢ M3IUCKBA Jla ¢bobuiasaT Beaka noao3vpana
HEXKEMAaHA peakuKa Ype3 HallHOHalHaTa CHCTEMA 3a crobLABaHE:

HanbnHuTEeNHa areHUMA No NeKkapeTBaTa
ya. ,Jlamad I'pyes” Ne 8

1303 Codua

Ten.: +359 2 8903417
yeGcaiT: www.bda.bg
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4.9 Ilpexosupane

Cumnromu

CuMnToMUTE Ha FpEAO3MpaHe Ca TEKKA XHIOTOHMA, LIOK, CTYNop, Opagukapaus, €NeKTPOJIHTHH
HapylleHHa 1 GuOpeuHa HeJOCTaTLUHOCT.

Jleuenne

Cnen nornbluave Ha npeaosupad 'oaten Kancynu, TpsGea na ce OOMMCIM W3BBLPLIBAHETO Ha MbIHA
NpoOMHBKa HA CTOMaxa.

KpweHoTo Hanarane tpabsa na ce HabnioaaBa ¥ aKo ce pa3Bue XHNOTOHMA, TpabBa Aa Ce UMAT MpeaBUA
obemMo3aMeCcTRaIIK Pa3TBOPH.

Hama cneuudruen aHTUROT NpH npenozupaHe Ha lonren.

5.  ®APMAKOJIOTHYHH CBOMCTBA
5.1 <PapmaxkoaHHAMHYHH cBOHCTBA
®apmakoTepanesthuna rpyna: ACE-uuxnbutopu, ATC kon: CO9AAILQ

MexaHH3bLM Ha feficTeue

Kancynure TonteH cbavpxaT npea-nekapctsoto (“prodrug”) Tpangonanpuin, KoHTO € He-mentuaeH
ACE-unxnburop ¢ kapBokcunna, Ho Ge3 cyndxuapunna rpyna. TpaHzonanpun ce abcopbupa 6bp3o,
Cel KOETO €€ XMAPOJIMIHPA HEeCNEUM(HYHO [0 HErOBHA MOLWIEH, AbLArO AeiicTBail Mertabonaur
TpaHJONanpunar.

DapmakogrHaMU4HH edeKTH

Tpanoonanpunat ce cBbp3Ba 34paBoO H MO MeXaHW3LM Ha HacvluaHeTo ¢ ACE.

IIpueMBT Ha TpaHaOnanpui BOJM A0 MOHMXKABAHE HA KOHUEHTPaUHHUTE Ha aHrnoTensuH II, anpocrepon
W aTpHANEH HATPHYPeTHYeH (aKTOp, KAKTO H 10 MOBHUIABAHE HAa MNa3MeHaTa PEHHHOBA AKTHBHOCT M
KOHLEHTPAUMUTE Ha aHrHoTeH3WH I. [lo To3M HauMH TpaHaonampun MOAYTHpa CHCTEMATa peHHH-
AHTHOTEH3UH-ANIIOCTEPOH, KOATO Hrpae IJlasHa po/is B PEryJalusTa Ha KpbBHHA o6eM M KpBBHOTO
HanAraHe, ¥ CbOTBETHO HMa ONaronpHATEH aHTHXUNepTeH3uBeH edekT.

KauHnuna edukacHoct W GesonacHoct

[punaranero Ha obuualiHWTe TepanmeBTHYHW J03W TPAHIOJIATPHI NMPH XMMEPTEHIUBHH NALMEHTH BOJH
A0 3HAYMTENHO MOHHMEHHE HAa KPLBHOTO HAIArAHE, KAKTO MpPH JIETHANO, Taka WU MPH HM3NpPaBeHo
NONOXKEHHE HA TAOTO. AHTHXUIIEPTEHIUBHHUAT eteKT HACTLMBA cnely | uac, KaTO HEroBHA MAKCHMAJEH
edekT e mexay 8 u 12 vaca U npoabmkasa Hali-manko 24 vaca.

CeoiicTBaTa Ha Tpanzonanpun MoraT Ja oOOACHABAT NONYYEHHTE pPEIYATATH NO OTHOLIEHHE HA
perpecusaTa Ha XMNepTpodHATa Ha CHPLETO ¢ MOAOCpABaHe HA NHACTONHATA (PYHKLMS W apTepHanHUA
koMmnnasHe npu xopa. OceeH ToBa, € HabmIONaBaHO W HamansBaHe HA CHLAOBATA XHNEepTpodHL NpH
MHUBOTHH.

Hpe ronemu panaoMusupaHu kKoHTpoaupaHH nmpoyusanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekywo rno6anHo nanuTeaHe 3a kpaHHH TOUKH
Ha TeMMUCApTaH, CAMOCTOATENHO M B KoMOMHauus ¢ pamunpun) v VA NEPHRON-D (KauHuuHO
Npoy4yBaHe CBbP3aHO C Pa3BUTHE Ha HedponaTua npu auaber, nposeaeHo ot MHHHMCTEpCTBO MO
BBIPOCUTE Ha BeTepaHWTe) — mnpoyusBar ynorpebata Ha komOuHaumara oT ACE-uHXWGHTOp M
aHruoTteHsuH II-peuentopex Gnokep.

ONTARGET e npoy4BaHe, MpoBefeHO TpPH MNALUMEHTH ¢ AHAMHE3d 3a Cbp
MO3BYHOCHAOBA GonecT, WK 3axapeH AHAbeT THN 2, MpUAPYKEHH C JaHHH 3a YBpew
opraii. VA NEPHRON-D e npoyuaHe NpH MauUMEeHTH CbC 3axapeH Auaber /fTp
HedponaTus. .

12




Tesn npoyusanns He nokaszpaT 3HauuMm OnaronpHATeH edekr ebpxy GnLOpeuHHTE W/HIM CBPAEUHO-
CbOOBUTE TOCNEAMLM M CMBPTHOCT, KaTO CBIIEBPEMEHHO ca HabniolaBaHu TMOBMLIEH PHMCK OT
XHMMepKaNHeMHa, OCTPO yBpeXgaHe Ha OnOpeunTe W/WIH XHNOTOHHA B CPABHEHHE C MOHOTEPAIHATA.
Kato ce umaT npeasu cxonHuTe UM hapMakoIHHAMMMHH CBOHCTBA, TE3U PE3YJITATH Ca NPHIOKHUMH H 3a
apyru ACE-uuxuburopy v anruoted3ut l-peuentopuun Gnokepu.

ACE-uHXHOUTOPH H aHruorensun Il-peuentopuu Gnokepu crnenoBatenHo He TpaAGBa 4a ce W3MOA3BAT
€IHOBPEMEHHO NMPH NAUMEHTH ¢ AMabeTHa HedponaTus.

ALTITUDE (KnuunuHo npoy4raHe MPOBEAEHO C ANHCKHPEH [IPH MalHeHTH Cbe 3axapeH auaber THN 2 ¢
M3MON3BaHE HA CbpAEYHO-CBAOBH W ObOpeunn 3abondeaHua KaTo KpaiHM TOUKH) € mnpoyusaHe,
NpeHa3HauYCHO Ja M3CnelBa rnoasara oT A00aBAHETO. HA aNMCKHPEH KbM cTaHaaprHa Tepanus ¢ ACE
HHXHOHTOp AW aHrvoteHauH [I-peuentopen Giokep npu nauMeHTH ¢bC 3axaped Auaber Tvn 2 U
XpoHHYHO Obbpeuno 3abonapave, cbpaeuHo-chaoee 3abongeaHe WaM u apete. [lpoyusanero e
MpeKpaTeHO NPEeXAEBPEMEHHO TTOPAH NOBHILEH PHCK OT HebnaronpHaATHH nocneanuy. Kakro cbpaeyHo-
Cbl0BaTa CMbpPT, TaKA W MHCYNTBT €a MO-4ECTH B Ipyrara Ha alKCKMPEH, OTKOJKOTO B rpynara Ha
nnauebo, a MNPeACTABAABAILMTE MHTEPEC HEXENaHH CBOWTHA M CEPMO3HH HEXENAHH CBOMTHA
(xvunepkanvemun, xunoroHus M ObOpeyHa aucyHkuma) ce cpoOWABAT MO-4ECTO B rpynata Ha
aIMCKHUPEH, OTKOAKOTO B rpynara Ha nnaue6o.

5.2 = (MapMakOKHHETHYHH CBOHCTBA

Abcopbuus

Cnen nepopaneH npueM TpaHaonanpun ce pezopdupa MHoro 6up30. ITHKOBHTE 1a3MEHH KOHLEHTpaLH
Ha TpaHloJanpuil c¢e [OCTHraT 3a €AMH Hac clel npHema. AOCoMOTHATa OHOHAIMMHOCT Ha
TpaHaonanpun e okono 10%.

buorpavcdopMauns

Tpanaconanpun ce Xuapoiu3Mpa 10 AKTHBHHA AHALMA MeTabOMHT TpaHA0NaNPHIaT, KOHTO e creurduryeH
ACE—unxunbutop. [ThkoBaTa nna3mMeHa KOHLEHTPaLUMs Ha TPAaHZONANpPUIIaT ¢e AOCTHra ciea 3 Ao 8 uaca.
A6cosoTHaTa GHOHANHYHOCT Ha TPAHAONAMNPHIAT Cejl NPUEM Ha TPaHAoNANpUA € 0KONO 13%., Crax HIH
AUC Ha TpaHaonanpunat He ce MPOMEHA OT MPHEMa Ha XpaHa.

PasnpenencHue
Cpbp3BaHETO Ha TPAHAONANPHUI C M1a3MEHHTE NPOTEUHH ¢ OKkoMo 80% W He 3aBUCH OT KOHLEHTPALMATA.

ObeMbT Ha palnpegeneHde Ha Tpakgonanpun e oxono 18 L. Cebp3saHero Ha TpaHaonanpuiarta €
3aBMCHMO OT KOHLEHTpauuaTa M Bapupa oT 65% npu 1 000 ng/ml no 94% npu 0,1 ng/ml, koeto mokasea
HaCHLIaHe Ha CBLP3BAHE C YBEIHYaBaHe Ha KoHueHTpauusTa. [pu 3apaBu 106pPOBOMIIM, KOHUEHTPALIMATA
Ha TPaHJCNANpPHI B TNa3MaTa Hamansea ObpP30 ¢ cpedeH NONYKHBOT MO MANKo Ot 1 yac.

Buotpancdhopmarms

IlpH MHOrokpaTHO MNpHIOXKEHHE HA TPAaHAOMANPHI, PABHOBECHO CHCTOAHHE 3a TPAHAOJANpUIAT Ce
AOCTHIa 3a OKONO YETHPH [IHH, KAKTO NMPH 3ApaBd JOOPOBOILIM, TaKa W NPH MO-M&JM WIH B HaNpeHana
BB3pAcT MAlUMEHTH C XHNepToHWA. [Ipx1 paBHOBECHO CBCTOAHHE, eEKTUBHHAT MNOJYKHBOT Ha
TpaHaonanpuiar € Mexay 15 u 23 uaca, BKMOUBAI MaNKa GpakUMA OT NPHETUS NPOLYKT, BEPOATHO
OTPA3ABaLIa CBLP3IBAHETO ¢ M1a3MeHus U ThkaHer ACE.

EnuMuHHpaHe
Cnen nepopanto npuioxeHue Ha GenssaH npoaykt npy xopa, 33% oT paanoakTHBHOCTTA CE OTKPHBA B

ypuHata H 66% B w3npaxHeHusra. Oxono 9-14% oT npueraTa n03a TpaHAOJANpWI Ce OTALASA KaTo
TPAHAOAANPHNAT B YpUHaTa, HeaHauuTeHO KOJIHYECTBO TPaHAONANPUN CE SKCKPETHpPa He
ypuHaTta (<0,5%).
OOIKMAT nnasMeH KIMPBHC Ha TpaHIONANpHiA M TpaHAONanpunar cfiea npuGn
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CneunanHu nonynauuu

[leduampuuna nonyaayus
@®apMaKkOKMHETHKATA Ha TPaHIOJIANPKI He € W3cieaBaHa Npu nuua noa | 8-roaMiuKa sbipacr.

Hayuenmu 6 cmapuecka av3pacm u nos

dapmaKoKMHETHKATa Ha TPAHZONANPHN € M3C/eABaua NP MALMEHTH B CTApuecka Bh3pacT (Han 65
TOAMHH) W NpH ABaTa nona. [InazmeHaTa KOHUEHTPALMA HA TPAHAOIANPUI € [IOBHILEHA NMPH NALHEHTHTE
B CTapuecka BB3pacT C XHWIIEPTOHHMA, HO TMUA3MEHATa KOHLEHTPaUMA Ha TPaHOOAAMPUNAT U
nHxubupauata ACE akTHBHOCT e nogoOHa mpu BbL3pacTHHTE W NO-MIAAW NALMEHTH ¢ XMIIEPTOHHA.
DapMakoKMHETHKATa HA TPaHAOMANPHA H TpaHAONanNpunar, kakto u uHxubupawara ACE akTHBHOCT e
nopo6Ha NpH MbXETE U KEHUTE B CTAPUECKA BB3PACT ¢ XHIIEPTOHHUA.

Paca
He ca yctanoseHH papMakOKHHETHYHH pa3iiMKH NPH PasiUUHKHTE pacu,

Bvbpeyna nedocmamvunocm

B cpaBHenne ¢ HOpManHWTE MHIMBMAM, TJIASMEHWTE KOHLEHTPALMHW Ha TPAHAONANPHI H
TPAHZAOJIATIPHUNAT ¢a NMOYTH 1BA MbTH NO-BHCOKH, a OLOpPEYHHAT KIMpPBHC HaManeH ¢ okono 85% mpu
NalMeHTHTe ¢ KpeaTHHHHOB KaMpbHC noa 30 ml/min W Te3w Ha xemoawanusa. [lpu naumeHTHTE C
61OpeuHo yBpeKaaHe ce NPenopbUBa alaNTHPaHe Ha A03aTa.

Heproopobra HedocmamuvyHoCm

Cnen nepopaiHO NpHIOXKEeHWE NPH MALMEHTH C JieKa 0 YMEpPeHa alKOXONHA LIMPo3a, NNA3MEHHTE
KOHLEHTPALIMH HA TPAHAOAANPHI H TPAHAONANDHAAT ca GMNH CLOTBETHO AEBET U JBA MBTH MO-BHCOKH OT
TE3H NMPH HOPMATTHWTE WHIMBHAM, 6€3 TOBa Aa € CRLP3aHO ¢ NpomaHa B HHxuOupawara ACE akTHBHOCT.
[IpH naumenTtHTE ¢ 4YepHOApPOOHA HENOCTATBHHOCT Ce MpenopbuBa OOMHCAAHE NPHEMA HA NO-HUCKM
A03H.

53 IlpeaknnuuyvHH JaHHH 3a GelomacHoCT
KapuuHoreHHoCT, MyTareHHOCT M HapylueHne Ha hepTHAMTETa

Ilpoy4BaHHATa BbpPXY PENpPOAYKTHBHATA TOKCHMYHOCT ¢a NoKa3and edekTd Bbpxy ObOpeuHoTo passuTHe
Ha NOTOMCTBOTO, C MOBWILEHA 4ECTOTA Ha pa3luMpeHHe Ha ObOpeuHOTO NereHue; ToBa € HaGNKOOaBaHO
npu zo3u ot 10 mg/kg/nneBHo M noBede npu MAbLXoBe, HO Oe3 3acAraHe Ha HOPMANHOTO Pa3BUTHE Ha
NoToMcTBOTO. TpaHIONanpH HE € NOKa3al MYTareHeH WK KapLUMHOreHeH NOTeHIIHa.

6. OAPMAINEBTHYHH JAHHHA
6.1 CnMchk HA NOMOWHKHTE BELECTRBA

KancynHo cbaAbpKHMO
LlapeBuuHO HuLIECTE
Jlaxtoza MoHoXuapar
IMosuaon

Harpues creapun dymapar

CbeTap Ha Kancyaata
Kenatuu

Turanoe guoxcug E171
XKnnt xenezeH okeua E172
Eputposud E127

Hatpues naypuncyndar
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6.2 HecnBMecTHMOCTH

Henpunoxmumo.

6.3 Cpoxk Ha roaHocy

4 ronuHH

6.4 CnenHanHH yclI0BHS Ha CbXpaHEeHHe

Ia ce cpxpaHaBa npu Temnepatypa nog 25°C.

6.5 BuIn chIbpKAHHE HA ONAKOBKATA

PVC/PVDC/Al unu anyMuHHeBa KaneHapHa ONakoBKa, Chabpkalla 28, 56 uiu 98 kancynu.
He Bcuuku BMAOBE onakoBku MoraT aa 6bAaT mycHaTy B npoaaxta.

6.6 CneunanHu npeanas’HH MepKH NPH HIXBBLPJAHE H paboTa

Hama CIELHATHH H3HCKBaHHA.

7.  TIPHTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Buatpuc EOOJ]

odc crpana ,,Cepauka oducu’

6y CuThakoso Ne 48, eT. 7

1505 Codpus

Boarapus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEGA
9600167

9. JATA HA NOBPBO PA3IPEHMIABAHETIONHOBABAHE HA PA3PEINIEHHETO 3A
YIIOTPEBA

Jata Ha nupBo paspewasane: 11 despyapu 1998 r.
Hara na nocneano noaHosssane: 19 anyapu 2009 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

03/2026
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