KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA FEp O /62 |

£9/9¢ 1606 1055
1. UME HA JIEKAPCTBEHUSA ITPOAYKT o

I'onreH 2 mg TRBpAU KancyJiu
Gopten 2 mg capsules, hard

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Bceska Kancysa ceabpka 2 mg TpaHaoaanpui.
[TomowiHuM BewiecTBa: BCAKa Karncyia cbabpka 54,5 mg nakro3a MOHOXHIpaT.

3a MbJHUA CIIMCBHK HA MOMOLIHHTE BELECTBA, BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Isbppna karncyna

I'Bbpau >KeTaTHHOBHM Karncyliv ¢ pasmep 4, ¢ HENpo3payHO YEPBEHO TAJO H HEMPO3PayHO YEPBEHO
Karaye, CbaAbpxKalu 0enu 10 noyTH O0esiu rpaHyJiu.

4, K/IMHHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3ZAHUS

Jlexa 10 yMepeHa XUnepTOHHUS.

JleBokamepHa qucyHKUMS cien HHPapKT Ha MHOKap/ia.

YcraHoBeHO e, ue ['onreH nonobpsBa npexuBieMocTTa ciiead MHGApKT Ha MUOKapaa NMpH MalMUeHTH C

neBokamepHa aucyHkums (dpakuus Ha u3TaackBaHe < 35%) ¢ wiu 0e3 CUMNTOMH Ha ChbpJeyHa
HEJOCTAThYHOCT W/WIIM C WK 6€3 ocTaThbYHa UCXEMHUS.

HpD}l’bJ’l}KHTEHHOT{) JieyeHue ¢ ['onreH HamaIgaBa 3HAYUTEJTHO DGH.[EITEI CbpPACHHO-CBA0Ba CMBPTHOCT. Tok

3HAYHUTEIIHO TOHHXXaBa PHCKA OT BHE3aIllHA CMBPT H IMOSABATA Ha TEXKa WK PE3UCTEHTHA CBpPIACHHA
HEOOCTATBbYHOCT.

4.2 JIo3MpOBKa M HAYHH HA NMPHJI0KEHHE

3a nepopajiHO MPUITOKEHUE

Jo3upoBka

Bv3pacmuu

Xunepmonusi
[Ipu BB3pacTHHU mauueHTH Oe3 3acTOoiHa ChpAcYHA HeNOCTaThbYHOCT U 6e3 6bOpeuHa wnu yepHoapoOHa
HEeOCTAThYHOCT, KOUTO He NMpPUEeMaT JUYpPEeTHYHA Teparnus, npernopbyBaHaTa HayanaHa jo3a € ot 0,5 mg
70 1 mg ¥ 00 2 mg KaTo eAMHUYHA AHEBHA A03a. [lauueHTy ¢ adpoamMepUKaHCKU NMPOU3X0a OOUKHOBEHO
ce Hy»KJaAT OT 2 mg karo HavaiHa no3a. Jloza or 0,5 mg goctura TepaneBTHYEH OTF
MaJiKa 4acT OT nauueHture. Jo3ata TpsOBa na ce yaBOM IMOCTENEHHO Ha MHTEPB
CeMHULIM, Bb3 OCHOBA Ha OTrOBOpa Ha NnalMeHTa, 10 MakCUMYM 4 mg 10 8 mg aHe
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Jlesoxamepna oucgynxyun cred ungapkm na Muokapoa

Cnen wndapkr Ha MHOKapfa, JIEYEHMETO MOXE Aa ObIE 3aMOYHATO HE MO-PaHO OT TPETHA feH.
Hauanuata axesHa no3sa tpabea ja e ot 0,5 mg no 1 mg. Ta3u go3a Tpa6pa nocTeneHHo Aa ce NOBMIIABA
A0 MakCHMMYyM 4 mg, KaTo €HOKpaTHA JHEeBHA J03a. B 3aBHCHMOCT OT NOHOCHMOCTTA, HANPUMED MOoABaTa

HA CHMMITTOMATHYHA XMIMOTOHMA, TOBa (POPCHPAHO TUTPHpPAHE HA J03aTa MOXE BPEMEHHO Ja Onae
OTAOKEHO.

B cny4ail Ha XMMNOTOHHA, BCAKO CBITBTCTBALIO XHIIOTEH3HBHO JiCUEHHE, KATO HanpHMEp MpHEM Ha
BasOOWJIATATOPH, BKIIOUHTEIHO HHTPATH H AKHYPETHLH, TpabBa BHHMaTeNnHO Aa Obae npeolieHeHO K NpH
BB3MOXHOCT 103aTa Ha TE3M JIEKApCTBEHH NMPOAYKTH fa Objie HamaseHa.

Jloszata Ha I'onreH Tpabea na Gvae HamaneHa, camMO B ciyuaii, Ye NOCOYEHHTE MO-rope MEPKH ca
Hee(EeKTHBHH MIH HEMPHIOXKHMH.

Cneyuannu nonyaayuu

Ileouampuyna nonynayus
BesonacHocTTa M epukacHOCTTa HA ['OMTEH B AETCKA BB3PACT HE € YCTAHOBEHA.

Ilayuenmu 8 cmapuecxa ev3pacm

Jlo3aTa npH MaLMEHTH B CTAPYECKa BB3PACT € ChLUATa KATo HpU NAUMEHTH B He-cTapyecka Rh3pacT. Hiama
HeOOXOAUMOCT OT peAylLMpaHe Ha A03aTa [pH NMAaUMEHTH B CTapyecka Bb3pacT ¢ HopMasiHa OGhOpevuHa u
yepHoapobHa dynkuuu. [loBHieHo BHHMaHKe € HEOOXOAMMO NpH MALMEHTH B CTApYeCKAa BE3PACT HA
€AHOBPEMEHHO JI€YEHME ¢ JAMYPETHLH, 3acToiiHa CBpACYHA HEAOCTBYHOCT, WAH ObOpeuHa win
yepHogpobHa HenocTaTsuHOCT. Jo3aTa TpaOBa Aa ce THTpHUpa COped HY>KOWTE 3a KOHTPON Ha KPbBHOTO
HaJisraHe.

[Ipedwecmsatyo Ouypemuuno neverue

[Ipy nauMeHTH B PHCK OT CTHMYJIMpaHa PEeHMH-aHIMOTEH3HH cHcTema (HArp. MalMeHTH ¢he 3aryba Ha
BOAA W HATpHUH), AHYPETUKDBT TPAOBA Oa ce cnpe 2 v 3 AHM npeau Hauanoro Ha TepanuaTa ¢ 0,5 mg
['onren, 3a na ce HaManu BepOATHOCTTA OT PA3BHTHE HA CHMITTOMATHYHA XHIIOTOHHA. JHYPETHKET MOXKe
na ce nmpubasy nMo-KbCHO, ako € Heo6XoaAHMMO.

CvpOeuna nedocmamvyrocm

IIpy nauMeHTH ¢ XHMEPTOHHA, KOMTO HMMAT 3acTOiHAa ChbpledHa HEAOCTATBYHOCT Che HiH 6e3s
celbTCTBalla OBOpeuHa HegoctarbyHOCT, cnen aedeHuetro ¢ ACE-unxuburopw € HabnionasaHa
CUMITTOMATHYHA XHIIOTOHUA. [IpH Te3u naimeHTH neveHUeTo TpsadBa aa 3anouHe ¢ go3a ot 0,5 mg no
1 mg I'onTeH BeAHBK AHEBHO MO CTPOT MEAULIMHCKH KOHTPOII.

bvbpeuno yapeowcoane

[Ipn nareHTH ¢ KpeaTHHUHOB KIMPBHC oT 30 no 70 ml/min ce nperopbuBa npuemM Ha obuualidaTa n03a
34 BB3pACTHU U MMaLIUEHTH B HarpeaHana Bb3pacT.

IIpM nauueHTH ¢ KpeaTHHHHOB KIHMpBHC noa 30 ml/min ce npenopbuBa 3ano4BaHe HA JIEHEHHETO C IO-
HHMcKa no3a ['onreH (T.e. HavyanHa fo3a 0,5 mg) ¥ MOCTeNeHHO NMOBHIIABAHE HA JO3aTa A0 MOCTHIraHe Ha
AKenaHUuA edexT BB BpeMero. [IpH Teau nauueHTH NeveHHeTO TpAOBa Aa Ce M3BBLPILBA NMPH PEAOBHO
MEAHIHHCKO [pOCieIsBaHe.

[TauneHTHTE C KPEATHHHHOB KIUPBHC Haa 30 ml/min He ce HYXKAaAT OT alanTHpaHe Ha HavalHaTa JA03a.

Huanuza

He e ycTaHOBEHO ChC CUTYPHOCT Aanu ['onTeH WM TPaHAONANIPUIAT Ce OTCTPaHABAT NPYAARNIN:
Bbopexn ToBa OM MOMIO 2 Ce OYaKBd, 4e IHAIH3aTa MOXE Aa OTCTPAHH gk ﬁ‘f-&m WBoIN
TPaHOOJANPHIAT OT LUHMPKYJAUHATa, KOETO Ja JOBeJe A0 BbIMOxkHA 3aryba Ha KOMNYDON MwKDERAGTO
Hanaraxe. [Topaau ToBa ce M3HCKBA BHUMATEHO HaGmoneHHe Ha KPBBHOTO HAARRHG- WA AR
BpeMe Ha IMa/H3a U aJlanTHpaHe Ha 03aTa, ako € Heobxonumo. | B wreiavan |8
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Yepnodpobro yepeosicoane

[Ip1 nauMeHTH C TEXKO HapyllleHa YepHoapoOHa QyHKIMS, HAMANABAHETO HA METAOONHTHHA KIHMPBHC Ha
['omrreH M axkTHBHHA MeTabONMUT TpaHOOMANpWIAT, BOAM JO TOJAMO IOBHILUABAHE HA TU1a3MEHUTE HHUBA
l'onTeH ¥ B no-manka CTeneH, A0 MOBMINABAHC HA HUBATA HAa TPAHAONANPWIIAT. 3aTOBAa NEYEHHETO C
['onrreH Tpabsa na 3anouHe ¢ no3a ot 0,5 mg BeIHBXK AHEBHO NOA CTPOro HAGIIOACHHE.

4.3 IIpormBonoxasaHus

- AHaMHe3a 3a CBPBXHYBCTBHUTEIHOCT KbM AKTHBHOTO BELLECTBO TPAHIOJANPHA, HAH KbM HAKOE OT
NOMOIIHHUTE BellecTna, M3bpoeHu B Touka 6.1.

. AHaMHe3a 38 aHI'HOHEBPOTHYEH OTOK, CBbp3aH ¢ npueM Ha ACE-uHxubuTop.

- Hacnencreen/uauonaTiyeH aHTHOHEBPOTHYEH OTOK.

- Bropu u TpeTH TpuMeCTbp HAa OpeMeHHOCTTA (BXK. TOUKH 4.4 H 4.6).

- Ennospemennata ynorpeba Ha ['onTeH ¢ ajlMCKMpeH-CBABPKALUM JIEKAPCTBEHH MNPOAYKTH MpH
MalMeHTH che 3axapeH quaber unu 6u0peuHo yspexaane (GFR < 60 ml/min/1,73 m2) (Bx. Touku
4.5n5.1).

- EnxospeMenHa ynortpefa cbe cakyGuTpui/sancapran. onteH He TpabBa Ja ce 3amouBa 10-paHo
oT 36 waca cief nocneaHaTa qo3a cakyOuTpun/sancapraH (BX. Touku 4.4 u 4.5).

44 CoensaJHH NpeAynpeXkaeHHs H NPeANAIHH MEPKH NpH ynoTpeba

I'onren He TpaOBa Ja ce npunara Npy NAUKMEHTH ¢ 40PTHA CTEHO3a MJIH H3XoaAla o0cTpyKuus.

AHaQUNAKTOWAHU M BB3MOIKHOQ CBBP3aHH PEAKIIUM

Hecenzubunuzayun

AHaQUNAKTOMAHM peaKUuMH (B HAKOM CJyuad >HBOTO3ACTpAILABAIM) MOraT [Oa Ce pasBHAT MNpu
NnaluHeHTd, nomy4asauly JedeHde ¢ ACE-uHxubutop M eaHoBpemMeHHa aeceH3uOMNM3aLuMA cpelny
YKHBOTHHCKH OTPOBH.

Hucko niemuocmua nunonpomeun (LDL)-aghepeza
JKusoro3acTpaiiasalure aHaHIaKTOMAHY peakUMH ca 3abenazanu, korato nauyeHTH Ha LDL-adepesa
npueMar ACE-HHXHOUTOPH NO CHILOTO BpeMe.

YBpeneHa yepHogpoOHa QyHKIIUS
Toi kato I'onreH ce Merabonuaupa a0 CBOA aKTHBEH MeTaboNMT B uYepHUsA ApoO, NpH NalHEHTH ¢
yBpeeHa 4epHOAPOOHA QYHKLIMA € HeoOXOOHMO MOBULIEHO BHUMaHKHE M HAaONIOEHHE.

CHMNTOMATHYHA XHITOTOHHSA

[Ipy mallMeHTH C HEYCNMOXHEHa XUMepToHusa ¢ HabnoaaBaHa pAAKO CHMMTOMAaTHYHA XMNOTOHHA Chel
HayajHaTa f03a ['onTeH, KakTo W cinel noBulIaBaHe HAa no3ata My. [Tlo-BepoATHO € T4 1a ce NOARH NpH
MalMeHTH ¢ JePHUUT HAa TEYHOCTH H COJ MPH TIPOABIDKHTENHA AKYPETHYHA TEpanus, JHETHYHO
OorpaHMuYaBaHE Ha COJITa, AMAIN3A, OUAPUA HIM NOBpbiluaHe. 1o Tasu MpUYMHA NPH Te3U MALMEHTH
AMYypeTHUYHATA Tepanusa TpsAdBa Oa ce chpe M Aa c€ KOpUrupa AegUUMTa HA TEYHOCTH U COJ Mpeau
HAYAJIOTO Ha JieyeHHeTo ¢ [ onTeH.

Arpatysnoumrosa M KOCTHO-MO3bYHA CYIIPECUS
Ilpy naumentTy Ha nedeHHe ¢ ACE—unxuOuropn, ca HaOmoaaBaHM ciaydyad Ha arpaHyJoLHTO3a H
MOTUCKAHE HAa KOCTHO-MO3buHaTa QyHkims. H3rnexaa, ue pHCKBT 3a HEYTPONEHHMA € J030- H THIIOBO-
CBBP3aH M 3aBHCH OT KIWHHYHHSA CTATYC Ha NalueHTa. 1€3H peakHHH ca NMO-4eCTH NpPH NALUEHTHUTE ¢
616peuHo yBpexxnaHe, ocobeHO TakuBa Che ChA0OBA KojlareHo3a. Bwrpeku ToBa e jig
npocneaspate 6posa Ha GenuTe KPHBHHM KJIETKHM M HMBOTO Ha NMPOTEHHH B YPH
CBbAOBA KOJAareHo3a (Hamnp. JIYNyc epUTeMaro3yc U ckiepoaepMus), ocobeHo npaipys
Ha OBOpeyHaTa PyHKUMA U CHIBTCTBAILO JIeHEHHE, NPEAUMHO C KOPTHKOCTED
cpencrsa. ToBa cneTogHHe € oOpaTuMo cnel npekbebaHe Ha ACE-unxuburopal!




AHruoeaem |
['omred MoXe Aa NPHYMHH aHIHOEAEM, KOMTO BKMIOYBA MOAYBaHE Ha JIMLIETO, KpalHULMTE, €3HKa,

rinotuca WwuinH napuHkca. Jlokasano e, ye ACE-uHXuOHTOpHTE NPHYKMHABAT AHIMOEAEM B MO-TONAMa
CTereH NMpy appoaMepUKaHLIM, OTKONKOTO NPH NALMEHTH ¢ He-adpoaMepPHKAHCKH MPOH3XOL.

JloKnanBaH € ¥ aHTHOE/IEM Ha 4HepBaTa IpH NanueHTH, iekyBaHu ¢ ACE-uuxuburopu. Toea Tpsfaa aa ce
MMa MPpEABHA NpH NallHeHTH Ha ['onreH ¢ kopemHa Oonka (¢ wiH 6e3 raaeHe U NOBpLUIAHE).

IMauueHTH C aHTHOHEBPOTHYEH OTOK TPAOBa HezabaBHO Ja NMpeycTaHOBAT Tepanuata ¢ [onteH u aa 6baar
HabnofaBaHy 0 OT3BYyYaBaHE Ha OTOKa.

AHTHOHEBPOTHYEH OTOK, OrpaHHYeH A0 NHLETO, 0OMKHOBEHO OT3BYYaBa CIOHTaHHO. OTOK HE ¢aMo Ha
NHLIETO, HO K HA INIOTHCa MOXe Ja ObAe >KMBOTO-3acTpalliaBaill [Opag¥ PHCKAa OT OOCTPYKLHMA Ha
AUXATEJTHUTE ITbTHLLA.

CoemereTpainata ynorpeda Ha ACE nuxuburopu cbe cakyOHTpr/BancapraH € NpoTHBONOKAa3aHa nopasu
NOBHIUIEHHS PUCK OT aHruoeaeM. JleyeHue cwhe cakyburpun/ BajcaptaH He TpAOBa Aa ce 3ano4Ba Mo-pbHO
ot 36 yaca cien nocaeaHara A03a TpaHaonanpwl. JleueHue ¢ Tpanaonanpwit He TpadBa aa ce 3anoysa rno-
paHo ot 36 uaca ciea nocaeaHaTa f1o3a cakyOUTpHI/BalicapTaH (Bx. TO4YkH 4.3 1 4.5).

CenercrBamara ynorpeba Ha ACE uHxuburopn c¢ pauekagorpwi, mTOR wuHxubGuropu (Hanp.
CHpPOJIMMYC, €BEPOIHMYC, TEMCHPOJHUMYC) M BHIJATJIMITTHH MOXeE Ja AOBele A0 MOBHUUIEH PHMCK OT
aHruoeneM (Hamp. OTOK Ha AMXATEHHTE NbTHILA WIH €3UKa, ChC WM 0e3 HapylIeHHe Ha JULIAHETO) (BiK.
Touxka 4.5). HeoOxoamMo € 1a ce roaxood ¢ MOBHIIEHO BHMMAHME, KOTATO CE 3a04Ba JIEUEHUE C
pauekanotpun, mTOR uHxuburopu (Hanp. CHUPOIMMYC, eBEPONIUMYC, TEMCHUPOJIUMYC) H BHIAANMITTUH
MpH NaLHeHT, KOWTo Beye npuema ACE nHxuburop.

AHIHOHEBPOTHYEH OTOK Ha €3MKa, IMOTHCA WM JAapHHKCA Hajlara He3abaBHO MOJAKOMXKHO MPUJIaraHe Ha
0,3-0,5 ml pasrBop Ha enmnedpun (1:1000) 3aegHo ¢ ApyrH TepameBTHYHM MEPKM, KOMTO c¢a

noAXOOAIN.

[laiiyeHTH ¢ peHOBACKYJIAPHA XUIIEPTOHHA
ACE-unxuburopu Morar na O6paar v3non3BaHH A0 TpWiaraHe Ha MOpoleaypa 3a H3NeKyBaHe Ha

peHOBacKyNapHaTa XMNEPTOHHA WM B CIy4aH, Ye npoueaypara He MoXke aa Obae u3pbplueHa. PHCKBT oT
TEXKKAa apTepHaiHa XMNOTOHHA U OBOpeHa HEJOCTATBYHOCT € YBeNHYeH, KOraTo MauHMeHTH ¢
npeAlecTBalla €AHOCTPaHHa WM JBYCTpaHHA cTeHO3a Ha ObOpedHara apTepHs ca Ha tepanua ¢ ACE-
uHxuOuTOpu. JIMypeTHiMTe MOXE fNa YBEAHYAT pHCKA AOMBIHMTENHO. JlopH npu Manku NMpPOMEHU B
CepYMHHsA KpeaTUHHH MOXe f1a uMa 3aryba Ha Op0peuHa ¢yHKUMA AOPH MPH NMaLWEHTH ¢ €OHOCTPAHHA
cTeHo3a Ha ObOpeuHata aprepuda. [Ipu Te3u nauueHTH NedeHHeTo TpsOBa Aa Obae 3aMOYHATO C HUCKH
AO3X C TMOCTEMEHHO TUTPUpaHe Ha jo3aTa B OONHMYHHM YCJIOBMA MNOA NOCTOAHHO MEAUUHHCKO
Habmoaenue. JuyperuuHata Tepanua Tpabea na Obae cnpsHa W J1a ce MOHHTOPHUpAT B HAUYANHHTE
ceAMHUH Ha neyeHreTo 6p0peunaTa QyHKUHA H CEPYMHHS KaJiMii.

O6mu
[Ipy HAKOM NaUMEHTH, NMpUeMallM Beye AHYPEeTHUHM, 0OCODEHO B HaYajlloTO HA JIeMeHHETO, CraJaHeTO Ha

KPBBHOTO HalAraHe Moxke Aa Obie 3HaUMTENIHO MPH 3aMOuUBaHe Ha Tepanus ¢ I'onTex.

brOpeuyHo yBpexaaHe
[lanueHTH ¢ kpeaTHHHHOB KNUpBHC nof 30 ml/min moraTt aa H3ucKBaT HamaniaBaHe Ha jgosarta [onrten;

taxHata 6e6peuna pyHxuma TpadBa na ce HabmoaaBa BHHMATEIHO.

[Ipy mauneHTH ¢ 6B6peyHa HEAOCTATbYHOCT, 3aCTOHHA ChPAECYHA HEJOCTATHYHOCT M
AByCTpaHHa cTeHo3a Ha OvbpevHara aprepus, enuHcTBed Obb6pek mnu cinen Oubpeyiy
CBIUECTBYBA PUCK OT yBpexaaHe Ha OpOpeuHara ¢yHkuud. lIpH HAKOM nauueHTH F Xurely
OUeBMAHO mpenurecTBallo 6vOpeuyHo 3abonsBaHe MOXKe Aa Ce MOBMINAT KphBHARATYpPER “Hj0¢
KpeaTHHHH, Korato [OmnTeH ce npunara eAHOBPEMEHHO C AHYpeTHK. Moke Ja ce ToABMH



0c0beHO MpH MALIHEHTH CBC CHIECTBYBALIO YBpeXAaHe Ha Ob6peuHaTa GyHKUMSA HWIH MPH OTHOCHTENHO
BUCOKH A03H Ha ACE-nHxuburopu.

JBoiiHo GnoxHpaHe Ha peHHH-aHTHOTEH3UH-aIA0CTEpOHOBaTa cucTeMa (PAAC)

Mma nanny, ye eaHopeMenHara ynorpe6a Ha ACE-unuxuburopu, anruotensus Il-penenropuu 6nokepu
MNH ATHCKHpEeH TMOBHIlIaBa pPHCKa OT XHMOTOHHA, XMNEPKAIHEMHs M HamanaBaHe Ha OwnOpeuHaTa
dyuxuna (BruounTenno octpa 6u6peuna HemoctaThuHocT). [lopaan ToBa He ce npenopsLusa ABOHHO
Gnoxupae Ha PAAC upes komOunupanata ynotpeba Ha ACE-unxuburopH, anrvoreHsud Il-
peuerrTropHy 6nokepH WK anuckupeH (BX. ToukH 4.5 4 5.1).

AKO ce MpeleHH, Ye TepanuaTa ¢ ABOHHO OnokupaHe e abconmoTHO HeoOxoauma, ToBa TpaORa na crasa
caMoO 1o HabMIOAEHHETO Ha CelManicT U NPH YECTO BHUMATENHO MOHHTOpHpaHe Ha OnOpeuHata
QYHKLUSA, €TEKTPOJIMTUTE U KPBBHOTO HAJIATAHE.

ACE-unxubutopu u anruorensus Il-peuentopuu 6nokepu He Tpabea Ja ce M3MOJ3BAT €IHOBPEMEHHO
MpH NaLUUEeHTH ¢ AMadeTHa HedpomaTHs.

CepymeH kanuii

ACE uHxubutopHTe MOrat fja NpeAN3BUKAT XHUNEPKaIMEMMA, Thil KATO HHXUOHPAT 0CBOOOXKIABAHETO HA
annocTepoH. EdexTsT 06HMKHOBEHO He € 3Ha4yMTeNeH NPH MaUMeHTH ¢ HopMaliHa ObOpeuHa ¢GyHKUMA.
[Ipn naumenTH ¢ HapymeHa 6b6peuHa ¢yHkuHA obave W/UIM NPH NALHEHTH, MPHEMAIIY XPaHUTEHH
nobasxH, ChABpKALIM KaaHil (BKIIOUHTENTHO 3aMECTUTENH HA CONTA), KAMA-CHXpaHABALIM JUYPETULIM,
TPUMETONPHUM WIH KOTPHMOKCA30J, M3BECTEH CBILO KaTO TPUMETONpUM/CyndaMeToKcasol, H ocobeHo
AHTArOHUCTH Ha ANJOCTePOHAa WIM AHIMOTEH3UH-pEUETTOpHH Onokepd, MOXE [a BBb3HHKHE
xunepkanuemua. Kanui-cexpaHapaliure JUYPETULM U AaHTHOTEH3HH-pellenTopHITe Onokepu TpaGsa na
C€ npuiaraT BHUMATENHO NpH mauueHTH, npuemauly ACE HHXHOUTOpH, KaTO CEPYMHHAT Kajauii M
616peunara ¢yHkuus Tpabsa na ce npocnenssar (BX. Touka 4.5).

Kaunuua
ITo Bpeme Ha neyeHueTo ¢ ACE-HHXUOHTOp MOXe [1a c€ MOARH CyXa M HeNPOAYKTHBHA KalllMLIa, KOATO

H34C3Ba CJICH [pEeKpaTABaHE Ha TCpalMuATa.

Xupyprus/Anecrezus |

[Ipn nauueHTH ¢ XHPYPrMUHM MHTEPBEHLUHUH MIIA 110 BPEME Ha aHECTEe3us ¢ JIeKApCTBa, HAMaNABRALUH
KPBBHOTO HansAraHe, ['omren Moxe na Onokupa oOpa3syBaHeTO Ha aHrHoTeH3uMH II BTOpHYHO Ha
KOMITEHCATOPHOTO OTAENAHE HA PEHHH.

[leanarpuyHa _nomynanms
BezonacHOCTTa M edHKACHOCTTa Ha [ ONTeH NpH Aelia He € U3CNEABAHA.

bpemeHHOCT

Tepanms ¢ ACE-unxuburopu He Tpabsa na ce 3anmousa no BpeMe Ha OpeMeHHOCT. OCBeH ako
npoab/pkasaHe Ha JeueHHeTo ¢ ACE-uHxuburopu He ce cuura 3a KpaliHo HeoOXoaMMoO, TepanmuaTa Ha
MaLMEeHTHTe, KOUTO IUTaHHpaT 3a0peMeHsaBaHe, TpaOBa a ce CMEHH ¢ alITEPHATHBHH aHTHXHINEPTEH3UBHH
JIEKapCTBEHH CpeAcTBa € Joka3aH npodun Ha GezonacHocT npu ynorpeda no BpeMe Ha 6peMenHoct. [pu
ycTaHOBABaHe Ha OpeMeHHOCT neueHMeTo ¢ ACE-uHxuburopn tpabpa na ce cnpe He3abaBHO M ako €
NOAXOAALLO, Aa Ce 3allO4YHe aJITepHaTHBHA Tepanua (BX. TOUKH 4.3 u 4.6).

KbpMely MaiikH
[lopann TOBa, 4e He e HanMuHA WHPOpPMAUMA MO OTHOWIeHHEe yrnortpebara Ha ['onTeH no Bpeme Ha
KbpMeHe, ['onTeH He ce MpenophYBa U ATTEPHATHBHH JIEYEHMA ¢ NO-H00pe yCTaHOREH

HCAOHOCCCHO ICTE.

[IoMOILIHH BelleCTBA
Jlaxmo3za



[latmeHT ¢ peakH HacaeACTBEHM NpoOleMM HAa HEMOHOCHMOCT KBM [JIaKTO3a, MBIASH JaKraseH
Ae(HUMT WK MTI0K030-ranakTo3Ha Manabcopbuus He TpaGBa a IPUEMAT TOBA JIEKAPCTBO,

Hampuit
ToBa nexapcTBO chabpxa no-mauko or 1 mmol Hatpuii (23 mg) Ha Kancyna, T.e. MOXe fia C& KaXe, ue
MPaKTHYECKH HE ChABPKA HATPUH.

4.5 B3aumoaeiicTBue ¢ ApYrH JexapcTBeHH NPOAYKTH H APYrd GopMHE HA B3aHMOAEHCTBHE

JlekapcTBa, MOBHILABALILY PUCKA OT AHTHOEAEM
ConprcTBamara ynorpeba Ha ACE unxuburopu cbe cakyOUTpHI/BajicapTaH € MPOTHBONOKA3aH4, Thi

K4TO TOBA MOBHILABA PHCKA OT aHruoeneM (Bx. Touxa 4.3 u 4.4).

CerwreTeamiara ynotpeba Ha ACE unxuburopu ¢ pauekagorpwn, mTOR unxuburopn (Hanp.
CHPOMHMYC, €BEPONTMMYC, TEMCHPOJIUMYC) H BHJLIAMIUITTUH MOXe Ja A0BeAe A0 NMOBHILEH PHCK OT
aHruoeneM (Bx. Touka 4.4).

Kanuf-cbXpaHaBaniy IMYpeTULIH, XPAHUTEIHH 100aBKH, ChABPXKALUN KAJIHM WIH KATHH-ChABDKAILH
3aMECTHTENIU HA COJITA

Bunpekd 4e cepyMHHMAT Kalni OOMKHOBEHO OCTaBa B PaMKHTE HA HOPMAJTHHTE IPaAHHMLM, MPH HAKOH
NaluHeHTH, JIeKyBaHM ¢ [onTeH, MOXEe Ja BbB3HMKHE XHMepKalWeMHusa. Ynorpebara Ha Kaiuii-
CHXPaHABAIUH JHYPETHIH (HAMpP. CIHPOHONAKTOH, TPHAMTEPEeH MM aMHJIOpHI), XpPaHHMTEIHH H00aBKH,
CBABPKALIH KATHH WIH KaNUA-ChbObpPKALM 3aMECTUTENH Ha COJITA MOXe Ja AOBeJe A0 3HAUMUTETHO
MOBHIIEHHE Ha cepyMHHs Kanui. Tpabea cwwio na ce BHuMMaBa, korato [onTeH ce mnpwnara
€IHOBPEMEHHO C JIPYTH CPEACTBAa, KOMTO MOBHINABAT CEPYMHHA KAAWH, KATO HAMNP. TPHMETONPHM H
KOTPHMOKCa30/1 (TpUMeTONnpHUM/cyngaMeToKcaszon), Thil KaTo € H3BECTHO, Y€ TPUMETONPHM JefiCTBa KaTo
KanHA-CbXpaHsBalll AHYPETHK noaodHo Ha amunopua, [lopaau ToBa He ce nMpenopbura KOMOHHHPAHETO
Ha ['onreH ¢ ropecrioMeHaTuTe nekapcrea. AKO € Moka3zaHa ChMBTCTBalla ynorpeba, te Tpabsa ga ce
H3MON3BAT C MOBUIIEHO BHHMAHHE H NPH YECTO NpOCHAeaaBaAHE HA CEPYMHUSA KaIHii.

uﬂKHOCHOEHH

[Ipu cvreTeTBawa ynorpeda Ha ACE HHXHOHTOPH ¢ LHHMKIIOCMIOPUH MOXeE /12 BE3HUKHE XHIIEpKanHeMH.
[IpenopbuBa ce npocneasBaHe Ha CEPYMHHS KaHid.

XernapuH
[Ipu cembrerBamia ynorpeba Ha ACE uHXMOMTOpH C XenmapHH MOXe a Bb3HUKHE XMIEPKATTHEMHA.
[IpenopbuBa ce NpocneaaBaHe HA CEPYMHHA Kaluii.

AnrnuanabeTHy NeKapcTReHU NPOAYKTH
Kakto npu BcHuku ACE-MHXMOWUTOPH, €IHOBPEMEHHOTO NPWIOMKEHHE C aHTUAMAGeTHH JieKapcTha

(MHCY/IMH WM MEPOPaAsIHH XMMNOIJIMKEMHYHH CPeCTBa) MOXKE Aa A0BeNe [0 NOBHILAaBaHe Ha edheKTa Ha
MOHHKABAHE HA FJIKOKO3aTa M MO-BHCOK PHCK OT XHITOTTHKEMHS,

JluTHit
['onreH MoOke na HAMaTH eNUMHHUpaHeTo Ha JuThHdA. Hupara Ha cepymHHA auTHi Tpadmea na 6paar
HaOmoaBaHH.

AHruoreH3ud ll-peuenropHy 6nokepu, AJTUCKHpPEH

JaHHH OT KJIMHHYHH [MPOYYBAHWA [MOKA3BaT, He HABOHHOTO ONOKMpaHe Ha peHMH-aHMMOTEH3WH-
anpocreporoBara cuctema (PAAC) upes kombunnpanara ynotpeba Ha ACE-MHXHOMTOPH, aHMMOTEH3KH
[I-peuentopHu 6noKepH HIM ATMCKMPEH CE€ CBBpP3Ba C M10-BUCOKA YECTOTA Ha HEXKENAHH C¢HOMTHA, KATO
HaNpUMeEP XHNOTOHUS, XUNEPKAJIMEMMS M HamaniapaHe Ha OnOpeunara ¢yHkums (B '

OBOpeuHa HeAOCTATBYHOCT), B CpaBHEHHME ¢ ymnoTpefaTa caMoO Ha €HO JIEKAPCTBO
PAAC (Bx. Toukn 4.3,44 1 5.1).

Apyrn




Hoknansanu ca aHaQWIAKTOMAHM PEAKLMH KbM BHCOKO-NPOIMYCK/IHBH TONH-aKPHIO-HHTPHIHH
MemOpaHM, npunaraHu fnpH xemoauanusa, npy naupeHtH Ha ACE-unxubutopu. Kakrto v npu apyru
ReKapCcTBa OT TO3M XMMHMYEH Knac, Tasn komOuHanua TpaOea Aa ce n3barea, korato ce usnucear ACE-
UHXMOUTOPH Ha NALMEHTH Ha XeMOAHAaNHU3a.

Kakto npM BcHukM aHTHXMNEpTeH3uBHH JekapcrBa, HCTIBC (BrmOUMTENHO aueTWICAIHMLIMNIOBA
KHCE/IHHA BBB BHCOKH [03M, K4TO MPOTUBOBBINAIMTENHO JIEKApPCTBO, HANpHMEp 3a 0OJleKYaBaHe Ha
Gonkara) MOrar fOa HaMalnsAT AHTHXHIEpPTeH3UBHMA edekr Ha [onten. Tpabsa na ce noBuM
HaOJ/IIOZICHHETO Ha KPBBHOTO HajiAraHe, korato ce npuGaBs wid ce cnupa neueuune ¢ HCIIBC npwu
nmauHeHTy Ha I'onTeH.

HCIIBC, BKIIOUMTENHO aUeTHACAIHLMIOBATA KMCEJIHHA, OCBEH aKO C€ M3I0N3BAa B NO-HUCKHM AO03M KATO
MHXHOUTOp Ha TpoMGouHTHaTa arperauus, Tpabsa na ce u3bareat npu neueHue ¢ ACE unxuburopu npu
NaLUKWEHTH ChC ChPAEUYHA HEAOCTATBYHOCT.

XHNOTEH3UBHUAT €(PEeKT HA ONpefeNeHH MHXAATOPHH aHeCTeTHLMX Moxe Aa O6nae nosumex or ACE-
uuxuburopure.

ANOmypHHON, UWTOCTATHLIH, HMYHOCYIPECOPH, KOPTHKOCTEPOMAM 33 CHCTEMHO MPHIOKEHHE WIIH
MPOKAUHAMHMI, MOXeE [a MOBHMIUAT PHCKA OT JIEBKONEHMA, B CAy4ail Ha eJHOBPEMEHHO MPMJIOKEHHE C
ACE-nuxnburopm.

AHTHaUMAUTe MOXKE Ja NoHmwKaT 6uonanuuHoctra Ha ACE-uuxudburopure.
AJIKOXOMbT [IOBHILABA PHCKa OT XMIIOTOHHA.

AntuxuneprensuBuure egexktd Ha ACE-uHxuburopure MOXe Ja OBAAT HOHIKEHM  OT
CHMITATHKOMHMETHHHTE, KOETO Hajlara BHUMATETHO MPOCeAsBaHE Ha NALUUEHTHTE,

Kakro wu MpH JOpPYTrUTe AaHTHXHNEPTEH3UBHH JICKAPCTRA, KOMOMHaALMATA C HEBPONENTHLA WJIH
TPULUHKJIUYHH aHTHACIIPECAHTH IIOBUIIIABA PHUCKA OT OPTOCTaTHYHA XHIIOTOHHA.

EnHoBpeMeHHoTo npunoxkeHue Ha ACE-uuxuburop w mTOR (mammalian target of rapamycin)
HHxuOuTOp (Hanp. temsirolimus, sirolimus, everolimus) MO)ke Ja yBelIMYH PHCKAa OT aHruoeaeM (Bx.
To4Ka 4.4).

He ca HabnronaBaHH KIMHUYMHM B3aMMOAENCTBHMA NP NMALMEHTH ¢ JICBOKAMEpHA AMCQYHKIMA Cliel
MHUOKapaeH HHpapkT, korato [onTeH e npunaraH 3aeqHO ¢ TPOMOONMTHLM, ALETHICANHLIWIOBA
KucenuHa, Oera-OnokepH, KaMEBH AHTATOHWUCTH, HUTPATH, aHTHKOAryNaHTH WKW AurokcuH. He ca
HaMepeHH 3HaYMMH KIIMHUYHY B3auMoaeicTeusa Mexiy ['onren ¥ uuMeTHauH.

3nato: Hurpurouasu peakuum (CHMITTOMMTE BKJIIOYBAT 3a4epBiABaHE Ha JIMLIETO, rajieHe, MOBPBILAHE U
XHINOTOHMA) ca DNy AOKJAagBaHH PANKO NpH MALUUEHTH Ha NIeHeHHEe C HMHIXKeKLIMOHHO 31aro (HaTpHes
aypoTHoManar) 4 npuapyxasauia repanus ¢ ACE naxuburop.

CneuyaaHi NOIMyJIALAH
Heduampuuna nonynayus

[TpoyuBaHHA 32 B3aUMOJEHCTBHA Ca NMPOBEIKIAHHU CaMO [IPU BB3PACTHH.

4.6 DepraanTer, GpeMeHHOCT H KbpMEHe

Bpemennocr
Ynorpebata Ha ACE-uHxubuTtOopH npe3 nbpBUs TpUMECTbp Ha OpeMeHHOCTTA He

Touka 4.4). Ynorpebara Ha ACE-uuxuburopn € npoTHBOMOKa3aHa Mo BpeMe Ha
OpemeHHOCTTa (BX. TOUkH 4.3 U 4.4).




EnuaeMHONMOrHYHHUTE A0KA3aTE/ICTBA 33 PUCK OT TEpaTOreHHOCT cien ekenosuuua ¢ ACE-uaxuburopu
[0 BpeME€ Ha ITbPBHA TPHMECThP Ha OpeMeHHOCTTa He ca YOeAMTENHHU;, BBIPEKH TOBA JIEKO MOBHLIABAHE
Ha PUCKa HE MOXKe Ja ce H3KMOYM. JIeUEeHHETO Ha NaLMeHTHTE, riaHupaiy 6pemeHHocT Tpabsa Onae
CMEHEHO C AITepHATUBHO aHTHXHIEPTEH3HBHO JIEUeHHe ¢ ycTaHOBeH npodun Ha Ge30macHOCT No BpeMe
Ha 6pPEeMEHHOCT, OCBEH aKO MPOABDKABaHETO Ha TepanuaTa ¢ ACE-HHXuGHTOPH He ce cuMTa 3a KpaifHo
Heobxoaumo. Korato ce anarnoctuumpa 6peMeHHOCT, neueHuero ¢ ACE-uuxuburopu tpabsa na ce crpe
He3a0aBHO M AKO € MOAXOAALIO, Aa Ce 3aNo4He APYTO AITEPHATHBHO JIEUEHHE.,

Excnosuuns ¢ ACE-uHxuOGHTOPH NO BpeMe Ha BTOPHUA U TPETHA TPHMECTHD € H3BECTHO, Y€ HHAYLHpa
(eToTokcHUHOCT npH Xopa (HamasieHa 6u6peydHa GyHKUMA, OMHIOXHAPAMHHOH, 3a6aBsiHe Ha deperiHara
ocH(UKALMA) U HEOHATAIHA TOKCHYHOCT (OBOpeyHa HeAOCTATEYHOCT, XMITOTOHKA, XMIIEpKATHEMHS), AKO
€KCMO3HLMATA € HACTBIIWIA OT BTOPHA TPUMECTHP HAa OpPEMEHHOCTTa, C€ IPenophuBa YATPA3BYKOB
npernen Ha 6x0peuHara ynxumsa u yepena. Hosopoaenu, uumro maliku ca npuemanu ACE-unxuburopu
TpabBa aa ObaaT HaOMOAaBAHK BHUMATENHO 32 XMIOTOHHA,

KspmeHe

Tw»i kato HAMa HHQOpManuMa 3a NpUNOXKeHHETo Ha [onmTeH Mo Bpeme Ha KbpMeHe, [omrTeH He ce
MpenophtBa MPe3 TO3M NEPHOA. 3a MPEANOYHTAHE Ca AJTEPHATHBHH JIEKapCcTRa ¢ MNO-A00pe yCTaHOBEH
npogun Ha HezonacHOCT, 0cOOEHO NMPH KbpMEHe Ha HOBOPOAEHH HIIH HEMOHOCEHH JIELIA.

4.7 EdexTn BBpXY cnocobnocrra 3a modupane n pabora ¢ Mamann

dapMOKONOrHYHKTE cBoiicTBa Ha [onTeH He npeanonarat nossara Ha noao6HH edekty. Brnpexy ToBa,
npH HAKOH UHAUBHIH, ACE-uHXxubuTOpHTE MOXeE 2 NOBIMAAT cnocobHOCTTa 33 Wwodupade uaH paboTa
C MallMHH, 0COOEHO B HAYAJIOTO HA JIEYEHMETO, NPH NPEMUHABAHETO OT €QHO KBM JAPYTO JIEYEHHE WIIH
rpH €IHOBPEMEHHNUA NpHeM Ha ankoxo. ETo 3aio, He ce npenoprysa modupane win pabota ¢ MAlIUHH
HAKOJIKO 4aca ¢jieJ ITbpBaTa 4034 WM N0CAeaBalloTO NOBHIaBaHe Ha J103aTa.

4.8 HexenaHH JeKapCTBEHH peaKlHH
TabnuueH cnUCHK Ha HEXKENAHH JIEKAPCTBEHH peaKiluy

H36poenure HexenaHy eKapcTBEHU peakUMM ca OWIM QOKNANBAHHM N0 BpeMe Ha KIMHHYHATA (a3a, nocT
MapKeTHHroBo Habmoaenune wiu ¢aza IV Ha KTHHAYHHA H3MTUTBAHMA.

CneaHyte KOHBCHUMH CE€ H3MOJI3BAT 3a ONpeleNAHe Ha decToraTta: MHoro dectd (>1/10); yectu (>1/100
no <1/10); Hewecru (=1/1 000 no <1/100); peaku (=1/10 000 no <1/1 000); muoro peaku (<1/10 000).
Korato oT HAITMYHHTE NaHHH HE MOXE [ia C€ ONpeAesid HYecTOTaTa: ¢ HEM3BECTHA YecToTa (OT HANHYHHTE
OaHHHM He MOXKe Z1a Ob/ie HalpaBeHa OLleHKa).

MedDRA- | Yecrn | HeuecTn Peaxn Muoro peakn | C HeM3BeCTHA
6aza nannu YEeCcTOTA
HA CHCTEMO-
OpraHHH
KJIACOBE
HMHdexumu u Hudexuun | HHdekuuu Ha CunHy3ut*,
HH(ECTALMH Ha FOPHHU YPHHAPEH TPaKT, pHHHTY,
auxatenad | OpOHXHT, riiocur™*
TBTHIA dbapuHIruT
HapyieHus JlepkoneHus,
HA KPbBTA H aHeMH1,
nuMdHrara | HapyLIEHHA Ha
CHCTEMA TpoMOOLHTHTE,
HAPYLUCHHUA Ha
6ennre KpBBHU
KJIETKH




HapyimeHnus
Ha UMYHHATA
CHUCTEMA

CBpPBXYYBCTBUTE/H
OCT

HapyiieHus
Ha
MeTabonus
Ma U
XpaHeHeTo

XuneprimmkeMus,
XHMOHATPEMHA,
XHIIEPXONEeCTepone
MM,
XUAnepAUnuaAeMHuA,
XHNIEPYPUKEMHA,
rnojarpa,
aHOPEKCHA,
NOBMLIEH aNeTHT,
€H3UMHH
OTKJIOHEHRHH

XunepkaiueMus

IMeuxuynu
HAPYLUCHHA

be3scrHue,
MMOHWXKaBAa
He Ha

JTHOHA0TO

XaTIOLIHHALIMH,
Aenpecus,
HapyLUEeHUA Ha
CHHA,
TPEBOXKHOCT,

OKHTALINA,
anaTua

CbCTOAHHE Ha
obspraHocT*

Hapyienus
Ha HEpBHATa
CHCTEMA

['naBobo
e,
3aMagHO
cT

CBHIMBOCT

MoO3BYHO-CBIOBHU
WHLUMACHTH,
CHHKOII,
MHUOKJIOHYC,
napecTe3us,
MUIpeHa,
MurpenHa 6e3 aypa,
AUCTEY3US

TpansutopHa
MCXEMHYHa aTaKa,
LepebpanHa
XeMoparm,
HapylilleHHe Ha
PaBHOBECHETO

Hapyuienus
Ha OYHTe

bnedapur,
KOHIOHKTHB&JIEH
OTOK, HapyILIeHUA
Ha 3PEHHETO,
HapyLUEHHA Ha
OYHTE

3ambIUIeHO 3peHue*

HapyiieHus
Ha yXOTO H
nabupHHTA

Bepturo

TuHuTYC

Crpaeunu
HApYIUCHHUA

[Mannuraumu
H

MmuokapaeH
UHpapxT,
HCXEMHA Ha
MHOKapaa, aHruHa
MEKTOPUC,
ChpAeCYHA
HEAOCTATHYHOCT,
KaMepHa
TaXHKapaH,
TaXHKapaus,
Opanukapaus

ATpuo-
BEHTPHKY/1apeH OOk,
ChpeteH apecT,
APUTMHUSA

Cea0BH
HapYLICHHUA

XHnoTo
HUA

[Nopetu
BBLJIHH

XynepToHus,
AHrMOMAaTHA,
OpPTOCTATHYHA
XHIIOTOHUA,
nepudepHu
BACKYJIapHH
HapyLUeHH,
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BApHKO3HH BCHH

Pecniuparop | Kawuuu | Be3nanenu | HucnHes, bponxocnaznm
HU, TPBAHH | 4 € Ha TOPHM | €MUCTAKCHC,
H AVXATENHH | PapUHreaHo
MEeIUaCTHHA I'BTHLLA, Bb3najeHue, 6onka
JIHH KOHIeCTHA | Ha opodapHHKca,
HAPYIIEHUA Ha FOPHH MPOAYKTHBHA
OUXATE/IHH | KalUIHLA,
NbTHINA pecnupaToOpHH
| HapyLIeHHs
CromanHo- lanene, XemareMe3sa, Hneyec,
4YpeBHH avapus, raCTpHT, MAHKPEATHT,
HapyLIeHUs CTOMAIHO- | KopeMHa 00J1Ka, HHTECTHUHAJIEH
YypeBHA NOBPBILIAHE, aHruoeaem™
Oonka, JUCIIETICHS,
KOHCTHIIALl | CyXOTa B yCTara,
i, dbnaryaeHInAs
CTOMAIIIHO-
YPEBHH
HapylLIeHUA
XenatobHiu XenaTuT Xonecrasa JKeareHuua,
apHH HapyilueHns B
HapyLIeHUA yepHoapoOHUTE
(b YHKIIMORAJIHH
TECTOBE
HapyieHnus Cepbex, AHruoenem, [fcopnasuc, Anonenus,
Ha KOXKaTa obpus MCOpHAa3HC, AEPMATHT YPTHKapHA,
NOAKOKHATA XHIepXUapo3a, CHHAPOM Ha CTHBBH-
THKaH eK3emMa, JDKOHCBH,
aKHe, TOKCHUYHA
cyxa Koxka, enuaepManHa
HapylIeHUA HA HEKpOJIH3a,
KoXKaTa epHTEMaA
MyaTugopme™*,
ncopHazupopMeH
| aepMaTuTt*
Hapyumenus Bonku B Aptpanrus, Muanrus
Ha repoa, OolNKka B KOCTH,
MYCKYJTHO- MYCKYJIHH | OCTEOApTPHT
CKeneTHaTa CrasMH,
CHCTEeMA U OOJIKH B
ChEAMHHUTEN KpanmHULT
HAaTa ThKaH e
Hapymenns bubpeuna
Ha HEAOCTaTBYHOCT,
OsOpeuure u a30TEMHA,
MUKOYHUTE MONHYPHS,
TBTHIIA NONaKHYpHA
Hapywmerus Epexrtunna
HA AucgyHKLH
BBE3MPOU3BO A |
OUTEIIHATA
CHCTEMA M
rbpaaTa
Bpoaenu, Bponenn
(baMHJIHH H apTEPHATHH
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FeHETHYHU Ma(pOopMaLIH,
HAPYLIEHHSA MXTHO3a
O0mu Actenu | Hepasnono | Orok, ymopa [Tupexcus
HapylIeHHs | A KEHHA,
1 eeKTH Ha Gonka B
MACTOTO Ha I'BPAXTE,
NPHIOKEHHE nepudepeH
OTOK,
HENPHBHYH
0 ycelaHe
Hiacnensanu Xunepbunupybune | IlopuineH ITonwxkeH 6poii
A - MU KaJIMH B TPpOMOOLMTH,
KPbBTAa, NOBHIUEH KPEATHHHH B
NOBHILICHA KPBBTA,
raMa NOBHLIEHA ypes B
[IIyTaMWITpaH | KPbBTAa,
chepasa, NOBHIIIEHA ANTKaNHA
MOBHILIEHA docgarasza B KpbBTA,
NTHIIa3a, NOBHIIEHA IaKTaT
MOBHLLEH AEXUpOreHasa B
UMyHOrnoOysa | KpbBTa,
HH NOBHLLIIEHA ACMAPTAT
aMHHOTpaHc(epasa,
MOBHILIEHA ATTAHUH
aMUHOTpaHcPepasa,
MOBHLUCHH
yepHOAPOGHM EH3INMU,
HaManeH XeMOoroOuH,
HaMAaJICH XEMAaTOKPHT,
OTKJIOHEHHS B
eJleKTpoKapMorpama
Hapaussa- HapaHnspaue
HHA,
OTpaBAHHA H
YCIIOXHE-
HMU,
BBL3HHKHAIH
B pe3y.ITar
Ha
HHTEPBEHLIH
H

*loxaszea ACE] krac nedcenranu nexapecmeenu peaxyuu

CnofliaBane Ha HOJO3UpPaHU HEXENAHH PEAKLIHH
CrobuiaBaseTo Ha NOAO3MPAHM HEXKEJIAHH peaklMd ciiell pa3pelnapaHe 3a ynotpeba Ha JleKapcTBeHHS

NpOAYKT € BaxkHO. ToBa Mo3BoJIgBA Ja MPOALDKM HaOMIOACHHETO HAa CHOTHOLUEHHWETO MO/3a/pHCK 3a
JeKapCTBEHHA NMpPOoAYKT. OT MeAMLIMHCKUTE CIICLIMAIMCTH C€ H3MCKBA [a ¢hOOLIABAT BCAKA NMOJO3HpaHa
He)KelaHa peakuus Ype3 HaLMOHATHATA CUCTEMA 3a ¢hoOulaBaHe:

HManbaHUTENHA areHUMs N0 NeKapcTBaTa
ya. ,,JamsaH I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaliT: www.bda.bg
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4.9 Ilpepo3npane

CumnToMu

CHMITOMHTE HAa MpENO3HpaHEe Ca TEXKKA XUMOTOHMA, WIOK, CTYmop, OpaauKapAus, e€NeKTPOIMTHH
HapyueHus H OpOpeyHa HEAOCTATHLYHOCT.

Jleuenue

Cnen nornpiiaHe Ha npefosupaH [omreH kancynu, TpsbBa na ce OOMHCIM H3BBPUIBAHETO HA ITHJIHA
NPOMUBKA Ha CTOMAXA.

KpuBHOTO Handrade Tpabsa na ce Habnogara ¥ ako ce pa3BHe XHNOTOHHA, TPAOBA A4 Ce HMAT MpeABHA
obeMo3aMecTBallid Pa3TBOPH.

Hsama cneuuduueH aHTUROT NpU Npefo3kpane Ha [omreH.

5. ®APMAKOJIOrHYHHA CBOHCTBA
3.1 DapMakoAHHAMHYMHH CBOHCTBA

DapMmakotepanepTutHa rpyna: ACE-unxuburopu, ATC kox: CO09AALD

MexaHU3BM Ha JeHicTBHE
Kancynure [orrren cwpabpxkar npea-nexkapeteoto (“prodrug”) TpaHAONanpus, KOUTO e He-NerTHAEH

ACE-unxuburop ¢ kapboxcuina, HO 6e3 cyadxuapunna rpyna. Tpanmonanpun ce abcopbupa 61p30,
Clefl KOETO c¢€ XMIAPONW3Hpa HecneuupuuHO [0 HEroBMs MOWIEH, IOBIro Aelcreal Merabonur
TPaHAONANIPHIIAT.

dapMakoTHHAMUYMHY eDeKTH

Tpanaonanpunat ce cBbp3Ba 34paBoO M 110 MexaHU3bM Ha HacuiaHeTo ¢ ACE.

[IpueMBbT Ha TpaHaONANPWII BOAHU 10 MOHWKABaHE HA KOHUEHTpaLWUTe HAa aHrHoTeH3uH II, anaocTepoH
M aTpHaneH HaTpHypeTuyeH (aKTop, KaKTO M A0 NOBHIUIABAHE HA IUIA3MEHATA PEHMHOBA &KTHBHOCT H
KOHLIEHTpauuuTe Ha aHrvoTeH3uH I. Ilo To3W HauuH Tpanaonanpun MOAYNHpa CHCTEMaTa peHHH-
AHIHOTCH3UH-AIOCTEPOH, KOATO HMrpae raBHa poJjif B peryjaluaTa Ha KpbBHHA 00eM M KpPBbBHOTO
HaJIAraHe, H CbOTBETHO HMa O/1aronpusTEH aHTHXHINIEPTEH3UBEH €(EeKT.

KauHHYHA GQHKB,CHOCT H 6e30nacHOCT

[IpunaraHero Ha obuuafiHUTe TepaneBTHYHH J03M TPAHAONANPWUI MPH XUMNEPTEH3UBHHU TALMEHTH BOAH
A0 3HRYHTEJIHO MOHIKEHHE Ha KPBBHOTO HAJiiraHe, KaKTo MpM JlerHano, Taka ¥ MpH HM3MPaBEHO
NOJIOKEHHE HA TANOTO. AHTHXHIICPTEH3UBHHUAT e(eKT HACTBMNBA ¢ne/l 1 uac, KaTo HEroBUA MaKCHMAIEH
edext e Mexay 8 v 12 yaca u npoawkasa Hati-Mmanko 24 yaca.

CpoficTBaTa Ha TpaHZOJANpUN Morar aa oOscHABAT NOMyYEHHTE PE3YATaTHM MO OTHOLEHHE Ha
perpecHaTa Ha XUNepTpodMUATA HA CHPUETO C noaobpABaHe HA AMacToaHaTa (GYHKUHA H apTEepHATTHHS
KoMIuasHC npH xopa. OcseH TOBa, € HabmoxaBaHO M HaMaliABaHe Ha CBAOBATA XUMNEpPTpoduA MpH
KUBOTHH.

Jse ronemu pannoMusupaHu koHTponupaum npoyuepaHua — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo rno6asHo uanuteaHe 3a KpaiHH TOYKH
Ha TEJIMHUCApPTAH, CAMOCTOATENIHO M B koMOGuuauus ¢ pamunpwi) ¥ VA NEPHRON-D (Knunuuso
Npoy4BaHe CBbpP3aHO C pa3sBUTHE Ha HedpomaTis npu aunabeT, MpoBeAeHO OT MMHHCTEPCTBO MO
BEIIPOCHTE HAa BETEpaHHTE) — Mnpoyurar ynorpebara Ha kKomOuHauuara or ACE-unxuburtop wu
aHruoteHs3uH II-peuenropen 6noxep.

ONTARGET e npoyuyeaHe, NpOBeAeHO MNpH IMALMEHTH C aHaMHe3a 3a CbPACUHQ-OT
MO3BYHOCBHA0Ba DoNecT, WM 3axaper ayWaber THN 2, npuapyKeHH C JaHHH 32 YBpe '

1
opraid. VA NEPHRON-D e npoyusaHe npu nauMeHTH CbC 3axapeH auader 4 e
HedponaTus. 3
(bp E t"%;'lﬂ'-“ < ¢
= N N
\E *13‘;?"'"
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Tesn mpoyuBaHMA He MOKa3BaT 3Ha4WM OnaronpusateH edexkr BbpXy OBOpeuHHTEe W/HIM CHpPAEUHO-
CbAOBHTE TIOCIAEOHLUHM H CMBPTHOCT, KaTO ChbIUEBPEMEHHO ¢a HabAoAaBaHM MOBMIIEH pPHCK OT
XHIIEPKATHEMHA, OCTPO YBpeKIaHe Ha O6BOpeuyTe W/HIM XMMOTOHHA B CpPaBHEHME C MOHOTEPAIMSATA.
Kato ce uMaT npeaBUA CXOHHUTE UM papMakoAHHAMUYHH CBOICTBA, TE3U PE3YJITATH Ca NPHIOKHMH H 32
apyru ACE-nHxuburopu u aHrnotensuH Il-peuentopuu 6nokepu.

ACE-unxuburopu u anrunorensun Il-peuentopun 6nokepu cnegosarenHo He TpsaOBa Ja ce M3NOA3BAT
€IHOBPEMEHHO MPH NnauxeHT! ¢ gHabeTHa HedponaTus.

ALTITUDE (KnauHuyHO npoyuBaHe NpOBeJeHO ¢ a/IUCKMPEH MPHU MALMEHTH ChC 3aXapeH auaber tan 2 ¢
H3MONI3BAHE HA ChPAEYHO-CHLAOBU H OnOpeuHH 3abonsgBaHmMs KaTO KpailHM TOYKH) € NpOyuBaHe,
npeaHa3HauYeHo [ia M3CledBa fonsata oT A00aBfHETO Ha aNMCKHMpPEH KbM craHaaptHa Tepanui ¢ ACE
HHXHOMTOp MM aHruoTeHsHH Il-peuerropeH Gnokep npd MalLMEHTH CbC 3axaped auaber Tvn 2 M
XpoHH4UHO OnOpeuHo 3abonsBaHe, cbpAevHO-CHAOBO 3abongpaHe winH W Aeere. [IpoyusaHero e
MpEKpaTeHO NPEXKACBPEMEHHO NTOPAaH NOBUILCH pHCK oT HebnaronpuaTHY nociaeauuy. Kakro cepaeyHo-
ChJlOBaT& CMBPT, Taka H MHCYATLT ca NO-4ECTH B rpyrara HAa aJIMCKUPEH, OTKOJIKOTO B IpynaTa Ha
nnauebo, a npeacTaBAABALIMTE UHTEpEC HEXeNaHH CBOMTHA M CepHO3HM HexXenaHd CuOUTHA
(xunepkanHeMus, XuUnotoHHs u O6bOpeunHa aucPyHKUHR) ce chOOMIABAT MNO-YECTO B rpynaTra Ha
QTHCKHPEH, OTKOJIKOTO B rpyniaTa Ha nnaiie6o.

5.2 @apMakKoOKHHETHYHH CBONHCTBA

Abcopbiusa
Cnepn mepopaneH npueM TpaHAONAnpui ce pe3opbupa MHOro 6up30. ITHKoBHTE IUIa3MEHH KOHLEHTPALIY

Ha TpaHIONanpWwl <¢e€ JOCTMrar 3a eaMH 4ac cneg mnpHeMa. AOcomorHata OMOHAIMYHOCT Ha
TpaHgonanpun € okono 10%.

Buotpanchopmalius |

Tpanaonanpun ce XMAPONH3IUPA N0 AKTHBHHA JHALMA MeTaOOIHUT TPAHNONANPUIIAT, KOWTO € cneuududeH
ACE—unaxuburop. [Tikopara njiasmMeHa KOHLUEHTPALMA HA TPaHAOJaNpPHIAT ¢€ HOCTHra ciiel 3 Ao 8 yaca.
AbcontoTHaTa GMOHANMYHOCT Ha TPAHOONANPUIAT Clea IpHeM Ha TpaHaonanpui € oKomno 13%. Cnax WIH
AUC Ha TpaHAONanpH/IaT He ¢e MTPOMEHSA OT NpHEMa Ha XpaHa.

PasnpeneneHue .
CBBP3BaHETO HA TPaHAOMNAMNPHI ¢ IUIA3MEHUTE NPOoTeHHH € okono 80% U He 3aBHCH OT KOHLEHTPALIKATA.

Ob6eMbT Ha pasnpemeneHue Ha TpaHaonanpwi € okono 18 L. Cebp3paHeTo Ha TpaHOOAANpUIIATA €
3aBHCHMO OT KOHLEHTpauusaTa ¥ Bapupa ot 65% npu 1 000 ng/m! no 94% npu 0,1 ng/ml, koero nokassa
HacHlllaHe Ha CBBbP3BaHE C YBENMHYABAHE Ha KOHUEHTpauuaTa. [1py sapasu 7o6poBonLM, KOHUEHTPALIMATA
Ha TpaHIOJAIIPHJ B IU1a3MaTa Hamanasa 6bP30 ¢ CpeeH NOMYKUBOT MO Manko ot 1 vac,

buotpanchopM

[Ipy MHOroOKpaTHO NpPUIOKEHHE Ha TPAHAONAIpPH, PABHOBECHO CHCTOSHHME 3a TPaHAOJAIpPHIIAT ce
AOCTHra 3a OKOJIO YETHPH [AHH, KAaKTO IpH 3apaBH A0OpOBONILM, TaKa H NPH NO-MAAaAH WIH B HanpeaHaaa
BB3pacT MALHEHTH ¢ XuneproHus. [IpH paBHOBECHO CBbCTOAHME, E€(PEKTUBHUAT TIONYXXKHBOT Ha
TpaHaonanpunar € Mexay 15 u 23 yaca, BmouBail Manka ¢Gpakuus OT NPHETHS TIPOAYKT, BEPOATHO
OTpa3ABallla CBbP3BaHETO C Mna3MeHHA H TbkaheH ACE.

EnuMmunupane
Chnen nepopalHO npuwioxkeHHe Ha Oens3zaH ApPOAYKT rnpu xopa, 33% oT paAMOAKTUBHOCTTA C€ OTKpHUBA B
ypHHata M 66% B uinpaxkHeHusata. Oxono 9-14% ot npuerara Ao3a TpaHAORANpHI Ce OTAENd KaTo
TpaHzonanpunar B ypuHara. He3HA4YHTEIHO KO/MHYECTBO TPAHAONAINPHI C€ €KCKPEeTHpPa HEMPOMEHEHO B
ypuHara (<0,5%). | -
O6wuaT mnnasMeH KIMPBHC HA TpaHAONANpWa W TpaHAoNanpunar ciex npub
MHTPABEHO3HO € OKOI0 52 NHTpa Ha yac U 7 IMTPa Ha Yac, ChOTBETHO,

bp0OpeyHuaT KiIMpbHC Ha TpaHaonanpunar sapupa ot 0,15 no 4 aurpa 3a yac, B 3aB
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CneuHaniy nomynaauuu

lTeduampuuna nonyaayua
(DapMakOKHHETUKATA HA TPAHAONANPUI He € W3c/leiBaHa MpH Jula noa 18-roauiuHa Bp3pacr.

Ilayuenmu 6 cmapuecka év3pacm u noa

MapMakOKMHETHKATa HA TPaHAONANpHN € H3C/e[BaHa NPH MAUMEHTH B CTapuecka Bu3pacT (Hag 65
rolMHK) U NpH aBaTa nona. IlnazmeHara KOHUEHTpALMA HA TPAHAONANPH € MOBUILEHA NIPH NMALIHEHTHTE
B CTapyecka Bb3pacT C XMIEPTOHHA, HO IUIA3MCHAaTa KOHLEHTpaUMA HA TPAHAOMANpWIAT W
uHxybupamata ACE axTHBHOCT € noaoOHa npH BRB3PACTHHTE M NMO-MJIAIM NALMEHTH C XWMEPTOHHA.
PdapMakOKHHETHKATA HA TpPaHAONANPHA M TpaHAONanpunar, kakto U uuxuOupamara ACE aktusHocT e
noso6Ha NpH MBKETE H KEHHUTE B CTAPUECKA BL3PACT ¢ XHIEPTOHHA.

Paca
He ca ycranoBeny (apMakOKHHETHYHH PA3IMKH [IPH Pa3THYHHUTE PACH.

bvbpeuna neoocmamvunocm

B cpaBHeHME ¢ HOPMATHWUTE HWHAMBHIM, IUIA3MEHUTE KOHLUEHTPAUMM Ha TPaHAONATIPUA M
TPaHAONATIPHAAT CA [OYTH ABA ITbTH NMO-BHCOKU, a OBOpeUHHAT KIHpBHC HamaledH ¢ oKoo 85% npwu
MALMEHTHTE ¢ KPEaTHHHHOB KIHpBHC noa 30 ml/min u Te3sn Ha xemonuamu3a, Ilpu naumpeHtTHte C©
6p6pevuHo yBpexaHe ce NpenopbHBa aJanTHpaHe Ha 03aTa.

Yeproopobna nedocmamvurocm

Cnen nepopaiHo NPUIOKEHHE NpPH MALKMEHTH ¢ Jieka N0 YMepeHa AJKOXOJIHE LHpO3a, ILTa3MEHMTE
KOHUCHTPALHUM Ha TPAHAOJIANPWI H TpaHaoaanpuiar ¢a OliIH ChOTBETHO AEBET H [1Ba NMNBbTH MO-BUCOKH OT
TE3H NPH HOPMaJIHKWTe HHAMBHAH, Oe3 ToBa na e cBBp3aHO ¢ NpoMAHa B HHXUOUpaiaTta ACE aKTHBHOCT.
[Ipn naiuueHTHTE € YEepHOAPOOHA HEZOCTATBHYHOCT Ce MpernopbyBa OOMMCAAHE NpHEMa Ha MO-HHUCKU
AO3M.

5.3 Ilpeaxnuuu4HH AaHHH 3a 6ezonacnoct

KapLuMHOreHHOCT, MYTAr€HHOCT Y HapvuieHue Ha depTuiaurera

[1poyuBaHuATa BbpXY pEnpoAyKTHBHATA TOKCHYHOCT ca Nnoka3anu edekTu BbpXy Ob0peunoro paszeutue
Ha MOTOMCTBOTO, C MOBHINIEHA YECTOTa Ha paswMpeHHe Ha 6vOpeuHoTo nereHue; Tosa € HaboORABAHO
npy no3u ot 10 mg/kg/AHeBHO M noOBede npM MIBLXOBe, HO Oe3 3acAraHe HA HOPMAJIHOTO Pa3BUTHE Ha
NOTOMCTBOTO. TpaHAoaanpun He € NoKasaj MyTareHeH Wid KapLUMHOTeHEH NOTeHIHal.

6. ©APMAINIEBTHYHH JAHHHU

6.1 CnHcebk Ha NOMOIUHHUTE BEIISCTBA

KancyjaHo cbABPKHMO
[{apeBHYHO HULLIECTE
JlakT03a MOHOXHOpPAT
[ToBunoH

Hartpuer cteapun ¢pymapar

CheTaB Ha Kancynarta
XKenartuu

Turanos guokeua E171
JKpat xenesed okcug E172
Epurposun E127

Harpues naypuncyndar
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6.2 HecnBMecTHMOCTH

HenpunoxuMo.

6.3 Cpok na rogHocT

4 roaAvHA

6.4 CnenuanHu ycJI0OBHS HR ChbXpaHEHHE

Jia ce cpxpansapa npy Temnepartypa rog 25°C.

6.5 BuaucbhbabpxaAHHE HA ONAKOBKATA

PVC/PVDC/Al win anymuHHeRa KaJleHlapHa OMaKOBKa, ChbAbpXKala 28, 56 niu 98 kancymu.
He Bcuuky BHAOBE ONakOBKHM Morat ga ObaaT NnycHATH B Ipoaakoa.

6.6 Cnenuanau npeAna3s’Hd MEpPKH NPH M3IXBLPJAAHe H paboTa

Hsama cnenyaJHH H3UCKBaAHHMA.

7.  IIPHATEXKATEJ/I HA PASPEIIEHHETO 3A YIIOTPEBA
Maiinan EOOJ]

Odwuc crpana ,,Cepauka opucu®

Oyn. Curasikoso Ne 48, et. 7

1505 Codua

bbarapus

8. HOMEP(A) HA PAZPEIHEHMETO 3A YIIOTPEBA

9600167

9. HJATA HA IbPBO PA3ZPENNTABAHEMTIOJHOBABAHE HA PA3IPEHNIEHHUETO 3A
YIIOTPEBA -

Hata Ha mepBO paspewasaHe: 11 dpespyapu 1998 r,
Hata Ha nocnenHo noaHossapaHe: 19 auyapu 2009 r.

10. JATA HA AKTYAJIHBUPAHE HA TEKCTA

04/2025
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