T Tt R v - T T S S S0 T T ey T

1. HME HA JEKAPCTBEHUA ITPOAYKT A ————
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; Kpamxa xapakmeplcmuna Ha npogykma - [Tpuroxesue 1
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Amomupun 8 mg/5 mg Tabnerkn

Amonnpnia 4 mg/10 mg raénerkn

Amonmpuna 8§ mg/10 mg Tabnerkn

Amolpril 4 mg/5 mg tablets
Amolpril 8 mg/§ mg tablets
Amolpril 4 mg/10 mg tablets
Amolpril 8 mg/10 mg tablets

2. KAYECTBEH H KOINYECTBEH CHCTAB

Amoanpan 4 mg/S mg rabrerkn

Beska TabneTka chabpxka 4 mg TepT-6yrinamuuoB nepuHaonpun (perindopril tert-butylamine),

eKBUBaNeHTeH Ha 3,338 mg nepunaonpun u 5 mg amnoaunus (amlodipine), kato 6,94 mg
aMNoAUNHUHOB Oe3Mnar.

Amonnpua 8 mg/5 mg rabnerkn

Beska taGnerka chabpxka 8 mg repr-6yTunamMuios neputaonpun (perindopril tert-butylamine),

eKBUBAJICHTCH Ha 6,676 mg nepuHionpua u 5 mg amnoxunun (amlodipine), Kato 6,94 mg
aMNOJHITHHOB Ge3unar.

Amonnpnia 4 mg/10 mg Tabnerxn

Bcsaka TabneTka chabpika 4 mg TepT-GyTHaaMunos nepurgonpu (perindopril tert-butylamine),

exBHBaNTCHTeH Ha 3,338 mg nepungonpun ¥ 10 mg aMmnoaumux (amlodipine), kato 13,88 mg
aMNoOUITHHOR Ge3unar.

Amoanpua 8 mg/10 mg Tabnerku

Bceaka Tabnerxa ceabpka § mg Tepr-GyTrnnamusos nepunHponput (perindopril tert-butylamine),

€KBMBaJICHTEH Ha 6,676 mg mepurnonpun v 10 mg amnoaunuu (amlodipine) kato 13,88 mg
aMJIOAHMHHOR Ge3mnar.

33 OBJIHMA CMUCHK HA MOMOLIHUTE BellecTBa BHKTE ToMKa 6,1,

3. JIEKAPCTBEHA ®OPMA

Tabnerka.

Amonnpun 4 mg/S mg TabneTku ca Genn, Ao mour 6enH, eMUNCOBUAHH, ZBOHHOUIITH
pasMepH 5 mm X 9 mm u BaanuMce ,.4/5” or eAHara cTpaHa.

Amonnpun 4 mg/10 mg Tabaetku ca Henn, 1o nouty 6eaM, NpaBOBTBAHH, JBOAHOY
pasmepH 8 mm (awp/KuHA) M HagnHe ,,4{10” oT eanaTa cTpaHa '
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Amonnpun 8 mg/5 mg Tabnerku ca 6enn, Ao NOYTH GENH, TPUHIBAHH, ABORHOHIITEKHANM, C PA3MEPH
9 mm (BucounHa) U HaQMKS ,,8]5” o1 enHAaTA CTpaHa.

Amonnpui 8 mg/10 mg rabnerku ca 6enu, 1o nouru Henu, KPLrAM, ABOHHOHIITEKHANH, ¢ THAMETBD
9 mm u saamuc ,,8|10” or egHara cTpaHa.

4. K/IAHUYHU JAHHH

4.1 TepaneBTHUYHH NOKAIAHHA

AMonmpun e MokasaH KaTo 3aMECTBAINA Tepanud 3a JIEYCHHE HA eCeHIMANTHA XHITEPTOHHA H/WIH
crabwiHa kopoHapHa So/iecT Npy NALUHEHTH, KOHTPOJIMPaHH MpeAH TOBA ¢ NEPHHAONPHI U
aMJIOAUINHH, NPHEMAHH €HOBPEMEHHO B CHUIATA AO3KPOBKA.

4.2 JLo3MpOoBKa U HAYHH HA NPHJIOKEHHE

ﬂOGHQOBK&

Enna Tabnerka QAHEBHO KATO €HOKPATHA A03a, IPHEMAaHa 3a NPEANOYHTaHe CYTPHH, ITPe/iH XpaHeHe.,
AMOIINPHI He € MOAXOAAL 33 HAMATHO JIEYeHHE.

IIpn Heo6xoAMMOCT OT MPOMAHA B AO3HPOBKATA, Xo3aTa HA AMonnpun 61 morna na 6nie npoMeHeHa
HITH MOXKE Aa ce NMpeleHH HHANBHAYATH3HpaHe Ha JIeYeHHeTo ¢ HepuKkcHpaHa KOMOHHALMA,

Hayuenmu ¢ 6v6peuna nedocmamvynocm u 6 cmapvecka ebapacm (6. moyxa 4.4 u 3.2).
EAnMUHHpaHETO Ha NePHHAONPHAAT € NOHIEHO NPH NALMEHTH B CTApYECKa BBIPACT H MPH
naieHTH ¢ 650peuna HeaocTaThuHoceT. [To Tasu npHuKHA, O6HUARHOTO MEAULIHHCKO MpoCeAIBaHe
Tpa6Ba Aa BKIIOYBA YECTO H3CIEBaHE HA KpeaTHHHHA H KaJTHA.

Amonnpun Moxke na Owae nmprnokeH npH nawueHT! ¢ Cler> 60ml/min, HO He € MoAXOAAL NPH
nauedTH ¢ Cler < 60ml/min. [Ipu TakuBa nauueHTH ce MpenophrUBa HHANBHAYAIHO THTPHpaHe HA
J03aTa HA OTACTHATE KOMIOHCHTH.

[IpoMenuTe B NMasMeHaTa KOHUECHTPALHA KA aMIOARITHH HE CHOTBETCTBAT H2 CTENEHTa HA
616peunaTa HEJOCTATHYHOCT. AMIONUIMHH HE Ce OTCTPAHABA Upe3 AHATIH3A.

Hayuenmu ¢ ueprodpobna Hedocmanrounocm { 6xc, mouxa 4.4 u 3.2.)
HauHHBT Ha n03HpaHe NPH NALUECHTH ¢ YepHOAPOOHa HEAOCTATHLHHOCT HE € YCTaHOoBeH, Ilopagu Tora
Amonnpun Tpabsa fa c¢ npuaara ¢ NOBHIIEHO BHUMaHuUe,

Ileduampuuna nonyrayun

He ce npenopbysa ynotpebaTa Ha AMOIMPHA NpY eLia W IOHOLLM, Thil KaTo ehHKaCHOCTTa H
NOHOCHMOCTTE HA MEPHHAONPHI CAMOCTOATETHO HIIH B KOMOHHAIMA ¢ aMIOAMITHH HE Ca YCTAHOBCHH
TNPH DELaTa M MOAPACTBALIHTE.

HauuH Ha APHIOKEHHE
IepopanHo npuIoKeHHe.

4.3 IIpoTHRONOKAIAHESA

¢ CBpLXMYBCTBHTENHOCT KbM MepuHaonpun Wik KM Apyr ACE HHXHOHTOD, KBM AMIIOAHTIHH
WIH KM JIpYTH AUXHAPONUPUIMHH WK KbM HAKOE OT [IOMOLIHMTE BeLlecTBa, H3GpoeHH 8
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- OBCTpYKLMA Ha M3XOOHHA TPAKT Ha NABaTa KaMepa (HanpuMep BHCOKOCTEINEHHA a0pTHa
CTEHO3a);
. XeMoAHAMUYHO HecTabMTHA ChPASYHA HEJOCTATBYHOCT Clie/l OCThP MUOKap/ieH HH(papKT;

. EnnospemenHara ynorpeba Ha AMOMNPHI C ANTHCKHPEH-CHABPKAITH NPOAYKTH €
MPOTHUBOMOKA3AHA MPU NALMEHTH CBC 3axapeH Anaber wiu Os0peuHo yBpesxnaHe

(GFR < 60 m{/min/1,73 m’) (Bx. ToukH 4.5 1 5.1).

44 Croennanuu npeAynpexIeHHS K NPeANASHE MepKH npH ynorpeba
Beu'ku npeaynpeskaeHHus, CBBP2aHH ¢ BCAKO OTAETHO AKTHBHO BEINECTBO, H30poeHH Mo-Aoiy, ce
OTHACAT H 33 GHKCHpaHaTa KOMOHHALMA AMONNPUI.

Braumodeiicmausn
He ce npenophusa eAHOBpEeMEHHATA YIIOTpeOa HA AMOINPUA C JIHTHH, KATHH-CBXPAHABALIH

JHYypeTUL Uiy kanyeBH nobaeku (Bukre Touka 4.5).

CeBp3aHH ¢ NEPHHAONPHIT
[lsoiiro Groxuparne Ha peHun-anzuomen3un-andocmeponasama cucmema (PAAC)

Hma pauan, ue eaHoBpeMeHHata ymotpeGa Ha ACE wmHxwburopu, aHruorensuH ll-penenropuu
ONOKEpH MIAH aNMCKUPeH MNOBHMIIABA PHCKA OT XHIMOTOHHA, XHNEpKAIMeMHS H HaMajiasaHe Ha
O6pOpeunara ¢yHkuua (BKIOUYMTENHO ocTpa OBOpeuHa HepoctarsuHocT). [lopanH ToBa He ce
npenopsuBa ApofiHo Gnokupane Ha PAAC wupes xomOunupaHata ynorpefa Ha ACE unxuburopw,
anrvoreH3nH ll-peuentopHu OA0KEpH WIH ATHCKHPEH (B, TOYKH 4,5 1 5.1).

AKO ce MpeLieHH, Ye TepanHaTa ¢ ABOHHO GnokHpaHe ¢ alcomoTHo HeoOxoamma, Tosa Tpabpa nma
CTaBa €aMo Moj HalMOACHHETO Ha CHCLUHAIMCT H NpH 4YeCTO BHHMATENHO MOHHTOpHpaHe Ha
OB6peunara QyHKILMSA, eNEKTPONUTUTE H KPBBHOTO HANArAHE.

ACE unxuburopu u aHrmoteH3uH II-penenropau 6nokepH He TpAGBa Aa ce HINMONIBAT SAHOBPEMEHHO
np# NalMeHTH ¢ guaberHa HedponaTv.

Cepvxuyscmeumenrnocm /Anzuoedem.

Psinko ce cro0inara 3a aHIMHOEAEM Ha JIMLETO, KpaHHHLIMTE, YCTHHTE, IMFABHLIUTE, €3UKA, ITIOTHCA
W/unu napuHKca npu nauMeHTH nekyBaiu ¢ ACE HHXUOMTOPH, BKMOMHUTENHO MEPHHAOOPIIT (BXK.
Ttouka 4.8).

Toit MOKe Aa HACTBIH MO BCAKO BpeMe NpH nederHe. B TakuBa crydad MpHEMEBT Ha AMO/NPHII
TpaGBa fa 6bAe cnpaH HezabaBHO, TPAOEa #a 3aN0YHE CHLOTBETHO MOHMTOPHPAHE, KOETO NPOABIDKaRa
IOKAaTO HACTBHITH TBJIHO HIIEKYBaHE HA CHMITOMHTE. B ClTyvauTe, mpH KOHTO OTOKBT 00XBaila caMo
JIHLETO U YCTHHTE, ChCTOAHHETO OOHMKHOBEHO NpemMyuHaBa 63 Neyenre, BBIPEKH e
AHTHXUCTAMHHOBHTE CPELCTBA NMOHAKOTA 00/IcKYaBaT OINaKBaHHATa.

AHrHOeIeM, CBBP3aH ¢ OTOK Ha apHHKca, MoXke Aa Onae dataneH, [Tpu obxsatate HAa e3HKa,
FIOTHCA HITH IAPHHKCA, Ch3AaBaLI0 PHCK OT OGCTPYKUHA HA NHXATESTHHTE MHTHINS, TPA0BA He3abaBHO
1A c& PHIIOKH CITEINHO fAeueHHe, To MoXe fa BKMIOYBA BhBEKAAHE HA AApeHATHH WU
OCHI'YPABRHE Ha MPOXOAMMOCT Ha AHXarenHuTe mhTuma. [laiuenTsT Tpabea aa 6vae Moa cTporo
MEIHIIMHCKO RAOMOJeHHe IOKATO HACTHNH NBJAHO H TPaliHO NpeMHHaBaHe HA CHMITTOMATHKATA.

[Tpu naumeHTH ¢ aHaMHe3a 32 HecBbp3aH ¢ ACE HHXHOHMTOPHO eueHHe aHIHOSASM MOXKE Aa UMa
MOBHINEH PHUCK OT BE3HUKBAHE HA aHTHOeAeM, JokaTo npueMaT ACE nHxuburop (BXK. To4Ka 4.3).

Uma peakH choBIeHHs 32 HHTECTHHANICH aHrHoedeM NpH naLHeHTH, nekysaiu ¢ ACE HHxHSHToB_
[pu Tean nauyeHTy € HMAIO KOopeMHa Gonka (¢ wiu 6e3 rajieHe H NIOBPTIIaHe); HAKOH OT TesH ﬁ __

o

AHrHoeeMsbT € OWI AUATHOCTHIMPAH ¢ OMOIITA Ha NpoueaypPH, BKIIOYBAIIIH KOMIIK
TOMOTpadhus Wik yNTPa3ByK HR KOpeMa, IWIH IO BpeMe Ha Onepals, & CHMITOMASTHKATA
HaMBJIHO ¢niea cnHpate npHeMa Ha ACE uuxuburopa, MHTECTHHANHHAT aHIHOCIACM
BKJIIOMH B AM(epeHIIHAIHATA AMArHO3a Npy natlieHTH, mpHemauiu ACE HHxHGH'mpH
OILTAaKBaT oT §onka B KopeMa (BIKTE Touka 4.3).
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Anagunaxmoudnu peaxyuu no epeme na agepesa na nunonpomeunume ¢ nucxa nivmuocm (LDL):

B peaxu cnyvau nauuent, nprematiy ACE nHxubuTopu no BpeMe Ha adepesa Ha MTUNONPOTEHHHTE
¢ HHcka mIbTHOCT (LDL) ¢ nexcTpaHoB cyngat moityyapaT *KHBOTO3acTpallaBally aHa(pHIAKTOMIHH
peakuun. Te3n peakumu ce u30ArBatr ypes BpemeHHa OTMAHA HA ACE nHXHOMTOPHOTO NieyeHHE Ipeau
BcAKa adepesa.

Anagunaxmoudnu peaxyuu no epeme Ha OeceHcHbUIayUA;

Hsxon naumenty, npuemaiu ACE HExHOGHTOpH MO BpeMe Ha AeceHCHOMIM3Mpallio NeueHHe (Hamp. ¢
OTPOBAa Ha UHNOKPHIH HACEKOMH), TTONyYaBaT aHaPHIIAKTOMIHH peakuuy, [Ipy Te3H MalHeHTH
peakumuTe ce H30AreaT upe3 BpeMeHHo crinpaHe Ha ACE uHxubuTOpuTe, HO MOraT Aa C¢ MOABAT MPH
Cly4yaiiHa MpOBOKALIUA,

Heymponenus/azparynoyumosa, mpomboyumonenus ¥ auemus

Croluasa ce 3a 3a HEYTPONEHHI/arpaHynoLKTo3a, TPOMOOLMTONCHHA W AHEMHA NPH NALIMSHTH,
npueMai ACE nunxuburopu. [Ipu naumMeHTH ¢ HopManHa Ob0peuHa GyHKLHA H TMIICa Ha JPYTH
YCIOXKHABALH (pakTOPU HEYTPOMNEHH HacThIEBA paaxo. Ilepuraonpin Tpabea aa ce npunara ¢
H3KIIOUHTENHA [IPEANAa3NHBOCT IPH NAUHUCHTH Che CHAOBA KOJIAN€HO3a, UMYHOCYIIPECOPHO JICHeHHE,
JIeUeHKe ¢ ATIOIYPHHOI HIH NPOKAHHAMMA WK ¢ KOMOMHAIMA OT TE3H YCNOKHABALIM hakTopy,
ocobeHo npH NpeAlecTBAIl0 HapymeHHe Ha 6b0petHara Gynkums. Hakon ot Te3n nalueHTH
Pa3BHBAT CEPHO3ZHHY HHPEKIMH, KOUTO B OTAENHH CIIy4aH HE ¢ MOBJIHABAT OT HHTCH3MBHA
aHTHOMOTHYHA Tepamus. B Tean cimydau, npu ymorpe6a Ha nepHHAONPII, Ce MperopbyuBa NEPHOAHHHO
H3CJ/I€IBaHE HA JICBKOLIWTHTE, A MAUMEHTLT TpAOBA Ja AOKIT4ABA 32 BCEKH MIPH3HAK Ha HHEKIUUS
(HanpuMep 3a4YepBEHO BP0, BUCOKA TETECHA TEMNEepaTypa).

bpemennocm

Jleuenue ¢ ACE uHxuGutopu He TpaGea fa ce 3anousa no speMe Ha 6peMensoct. OcBeH ako
npoAb/DKaBaHeTo Ha TepanuaTa ¢ ACE uHXuOUTOp He ce CYUTA XKUIHEHOBAXHA, MALIHEHTKHTE, KOHTO
MIaHHpaT SpeMeHHOCT, TpAORa Na [IPEeMHHAT HA anTepHATHBHO AHTHXHIIEPTEHIHBHO JIEYEHHE C
ycTanoBeH npodin Ha 6ezonacHocT npu ynorpe6a no Bpeme Ha 6pemenHocT. Korato HpeMeHHOCTTA €
YCTaHOBeHa, jeyeHHeTo ¢ ACE unxuburopu tpadea aa ce cnipe He3abaBHO H, aKO € ITIOAXOAALRO A4 Ce
Ha3Ha4yH aNTEePHATUBHO NeYeHHE (BrokTe ToUKa 4.3. K 4.6).

Aunomonus

ACE ynxnOuropHTe MOTAT J1a MPeqH3BUKAT ClIaiaHe Ha KPBBHOTO Hamirade. CHMOTOMATHUYHA
XUITOTOHNA ce Habnonara PAAKO [IPH HEYCTOXKHEHH XUMEPTOHMUIIH H € N0-BEPOATHO /18 HACTBITH NMpPH
NauMEeHTH ¢ HAMANCH LUPKY/IHpall 06eM, HanpuMep NpH AUYPECTHYHO JICYEeHHE, OTPAHHYCH MIPHEM Ha
COJ1, NHANK3a, THAPHA HIIH NIOBPBIIAHE WIH C TEXKA PeHHH-3aBHCHMA XHIIEpTOHHA (BXK. TOUKH 4.5 H
4.8). IIpH MaUHSHTH ¢ BUCOK PHCK OT CHMIITOMATHYHA XHIIOTOHHSA € HeoOX0UM CTPOT KOHTPO! Ha
KPBBHOTO HaNArase, 6u0peuHaTa QyHKIHA M CEpYMHUA KaIHI O BpeMe Ha JIeYeHHE ¢ AMOJITIPHII.

Crinure chofpakeHHsA ce OTHACAT M 3a NAUMEHTH ¢ HCXeMHYHa 6onecT Ha ChPLIETO HIH MO3EBHHO-
ChAOBa HONECT, NPH KOUTO MPEKOMEPHOTO MOHKaBaHe HA KPHBHOTO HaNAraHe MOXe Aa NOBeNE A0
MHOKap/ieH HHpapKT Wi MOIBYHO-CBAOB HHLIUACHT.

[Tpu HacTENBaHE HA XHITOTOHKA MALWEHTHT TPAOBA Aa 6B MOCTABEH B XOPH3OHTAIHO TONOXKEHUE U,
aKo & HeoBXoAuMO, 1A NONMYYH HHTPaBeHO3HA HH(Y3HA Ha pa3TBOP Ha HATpHEB XJIOpMA 9 mg/ml
(0.9%). IlpexoaHHAT XHITOTEH3HBEH OTTOBOP HE € MPOTHBONOKA3AHHE 38 MPHEM Ha JOITB/THUTC/IHH
ZO3H, KOHTO OOHKHOBEHO MOTAT Aa OpaaT npuioxkeHu He3 3aTpyAHEeHHe, KOTATO KPBBHOTO HANATAHE

¢ce NOBULUHU CJien 00eMHO 3aMecTBaHe.

Cmenosa na aopmuama u MumpanHama kKiana /Xunepmpoguuna KapouoMuonamus .
Kakro npu npuemane Ha Apyriu ACE unxuGuropu, nepuaaonpHi Tpadea aa ouae
MOBMIICHO BHHMaHHE IIPH NALHEHTH ¢hC CTEHO3a Ha MUTPAaJIHATA Knama 1 06
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[Tpu 660peyna HepOCTATHYHOCT (KpeaTHHHHOB KIMPBHHC <60 ml/min) ce npenopbyBa HHAHBHAYATIHO
TUTPUPAHE Ha [I03aTa HA OTACTHHTE KOMMNOHEHTH (BX. TOUKa 4.2).

PyTBHHOTO W3CACABAHE HA KANUA U KpeaTHHHHA ¢a 4acT OT HOpMalHaTa MEAHIMHCKA MPAKTHKA MPH
MalHEeHTH ¢ OLOpeUHa HEZOCTATHEYHOCT (BXK. TOUYKa 4.8).

[Tpu HAKOM NAalMeHTH ¢ ABYCTPAHHA CTeHO03a Ha OBOpeuHHTe apTepHH WIH CTEHO3a Ha apTepusTa KbM
exuHCTREeH OROpek, nekyBanu ¢ ACE uuxuburopu, ce Habnofana nopHiliaBaHe Ha KPbBHATA yped H
CEepYMHHA KPEaTHHHH, OOUKHOBEHO 06paTHMO C/leA cnupaHe Ha nedeHueTo. Toea € 0coheHO BEPOSTHO
NpY NaUHEHTH ¢ 6REpedHa ReNOCTATEYHOCT. AKO NPH TOBA € Hanuue 1 6B0peuHo-cha0Ba
XHIIEPTOHHS, CHIIECTRYBA NOBMILEH PUCK OT TEXKA XUMOTOHHA H 6B6peuHa HeaocTaThb4HOCT. Hakon
XHNEPTOHHLH Oe3 ABHA npeamecTama 6rOpeuna cpaoBa 601€CT NOMYYABAT MOBHIlEHHE HA KPBBHATA
yped ¥ CEpyMHUS KpeaTHHHH, 0OMKHOBEHO HE3HAUHTEIIHO H MPEX0aHO, 0CODEHO MPH eAHOBPEMEHHO
NPHIIOKEHHE Ha NEPUHAOTPHI H AHYypeTUK. [To-BepoaTHO € TOBa Na HACTBITH NPH NMALIHEHTH C
Hainusa O6peuHa HemOCTaTBYHOCT.

Yeproopobua nHedocmamvynocm

Paako, ACE uHXMOHTOpHTE Ca CBBP3aHH CHC CHHAPOM, KOHTO 3a110vBa ¢ XOJCCTATHYHA HKbITCHHLIA U
nporpecHpa Ao GyIMHHAHTHA YepHOAPoOHa Hexpo3a H (MOHAKOra) cMBPT. MexaHH3MBT HA TO3H
CHHIpPOM He € u3icHeH. [laumenT nomyuasamu ACE uHxuOGHTOpH, KOHTO Pa3BHBAT X BATCHHILIA HIH
3HAYMTENTHO NOBUILIEHKE Ha YepHOAPOOHHTE eH3uMu, TpaGea aa cnpar ACE unxuburopa 4 na
NONYYaT CHOTBETHO MEOHLMHCKO MpociieaaBane (BxK. Touka 4.8).

Paca

ACE unxuCutopHure NpHUHHABAT [10-4E€CTO AHTHOHEBPOTHYEH OTOK NpH MALMEHTH OT Y¢pHAaTa paca B
CPaBHEHHE ¢ ALHUEHTH OT Apyra paca. [lono6no na npyru ACE nHXHOMTOpH, MEPUHAONPUI MOXKE A
6bae no-cnabo edeKTHREH 3a NOHHXKABAHE HA KPBBHOTO HaNAraHe rpH AALHEHTH OT YSpHATa paca,
OTKOJIKOTO [P TE3H OT ApYra paca, BEpOATHO IOPAaIH NO-14eCTUTE HUCKO-PEHHHOBH CHCTOAHHA CPE/l
NOIMyJIALMATA HA YSPHOKOXKUTE XHMCPTOHHLH.

Kawnuya

Cro6iuaBa ce 3a kauuiuua npu ynotpeda na ACE nnxuburopu. XapakrepHarTa Kauliuia €
HENMPOAYKTHBHA, YIIOPUTA H PeMHHABA ClIe[] CHpaHe Ha fiedeHHeTo. KalllTHiaTa NpeAM3BUKaHa OT
ACE unxubuTopy Tpa6Ba ta ce UMa NpeABHA KaTo YacT oT AudepeHLHATHATA HarHo3a Ha
KAHLUTHLATA.

Xupypeus /Anecmesus

[Tpu nauMeHTH NOAIOKEHH HA TONAMA XUPYPrHYHa HaMeca HIIH IO BpeME Ha aHECTE3HA CBC CPeACTRA
MpeAU3BHKBAILM XHIOTOHMA, AMONNpPHI Moxe Aa 6nokupa oGpasyBaHeTo Ha aHrHOTeH3uH 11 B
pe3yJITaT Ha KOMIIEHCATOPHO ocBoGoKkaaBaHe Ha peHHH. JleueHueTo TpAGBa Jla ce NPEYCTAHOBH €[HH
NicH NpeAH ONepaluaTa, AKO HACTBITH XHMOTOHMKA, 3a KOATO C& MPELICHH, 4e C€ ABJLKH HA TO3H
MEXaHH3BM, T4 MOXe fa Oble KOpHrupaHa upe3 o0eMHO 3aMeCTBaHe.

Xuneprxanuemun
[IpH HaKOM nauneRTH, JexyBanH ¢ ACE HHXUGHTOpH, BKIIOYHTENHO IePMHACHPHI, ce Habinoaasa
NoBHINABAHE Ha cepyMBEHA KaiHil. PuckoBHTE (DaKTOPH 33 PasBHTHE HA XUITEPKATHECMHA BKITIOYBAT
6B6peuna HeOCTATHYHOCT, BiIoIIaBaHe Ha 6L6peuHara dyHkums, BE3pacT (> 70 TONUHH), 3aXapeH
nauabeT, NpHAPYXaBaliy CHCTONHHSA, MTO-CNIEHANHO ASXHAPATALMA, OCTPA ChpPASYHA ACKOMIIEHCALINA,
MeTaboMUTHa aLH/I03a M eAHOBpEMEHHa yrioTpeba Ha kanuii-ChXpaHABaIlH AMYpeTHIH (HanmpHMep
CTIHPOHOMAKTOH, EIUIEPEHOH, TPHAMTEPEH WIM aMIIOPH/), KANHEBH N06aBKHM HIH CHABPIKALIH KalHH
3aMECTHTENM Ha NOTRAPCKATA CON; NALKMEHTH, NPUEMALliK ICKAapCTBa, CRLP3aHH ¢ NOBHILCHAHE HA
CepYMHHA kanHii (Hanp. XxenapuH). Ynorpe6ara Ha KaiHeBH N00aBKH, KATHH-ChXpanasamy .
AUYPETHUM WM Kalnuii ChabpKaLlid 3aMECTUTENH Ha FOTBapCKaTa COJI MPH NALHEHTH € YBPE ﬁ{"u‘uﬂ fig _,7.
6u6peuna QyHKUHA MOKE [la A0BEAE A0 3HAUHTENHO NOBHILABAHE H3 HUBOTO HA CEPYMHHA! &k
XunepkanHeMHATa MOXe Aa JOBEAE 10 CEPHO3HM, MOHAKora daTarHu apuTMuH. B cnyqq;uye,
eIHOBpEMEeHHaTa ynoTpeda Ha NEPHHACTIPIT HIH HAKOE OT FOPECIOMEHATHTE cpencTBgf £
YMECTHa, T¢ TpAOBa Ja ce U3MNOM3BAT ¢ MOBHIIEHO BHHMAHHE H MPH Y€CTO U3C/ICABAHE H&gp
Kajaui (BXK. To4Ka 4.5).

_r..-.r-u--‘“
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LHuabemuyu

[Tpu arabeTnium, NEKYBaHH ¢ NEPOPATHH NPOTHBOAHAOLTHH CPEACTBA HIIH HHCYIIMH, TTHKEMHHHAT
KOHTPON TpAGBa Aa 6B/1€ CTPOro MOHHTOPHPAH [0 BpEMe Ha MEPBHA Mecell oT NedeHueTo ¢ ACE
nHXuOUTOp (BK. TOUKA 4.5).

AMIONUNHH

Hayuenmu ¢ napywena weproopobua gynxyus

Kakto npH BCHUKH KaJLHEBH AHTArOHUCTH, NOMYKHBOTHT HA AMIOAHUITHE € YABIDKEH H CTOHHOCTHTE
#a AUC ca noBHIEHH [TPH NAlIHEHTH ¢ HapylueHa depHoApoGHa pyHkuus. [lopaan ToBa, NPH TaKHBA
NaLKUEHTH NEKapCTBOTO TPAGRa fa ObAe NPpHIaraHo ¢ MOBHINEHO BHHMAHHS H MPH CTPOT KOHTPOA Ha
yepHOAPOOHUTE CHIUMH.

Hayuenmu covc CopOSYHa HEOOCMAMBUHOCM
[TauMeHTH Che ChpASHHA HEAOCTATHYHOCT TPpAOBA Aa 6BAAT NeKyBaHH ¢ MOBUILEHO BHHMAHKE.

B eHO ABIrOCpOuHO MIanedo-KOHTPOIHPaHO NPoyuBaHe Ha AMIOIMIIMH NPH NMAIHEHTH CBHC
chpaeuna HepoctarsuHoeT (Knac 111 v IV no NYHA) ¢ HencxemMuuHa €THONOTHA, AMIIOAMITHH € Oun
CBBp3aH ¢ Nopede choOLeHNd 3a 6enoapodeH OTOK, BRIPEKH NHICATa HA 3HAYMHTENHA Pa3nvKa B
YeCTOTATA Ha CITyHauTe Ha BIOLICHA CHPSUHA HEOCTATHYHOCT B CpaBHeHUe ¢ uianebo (B, TOUKA
5.1).

4.5 BaaumomelicTBHE ¢ APYTH JEKAPCTBEHH NPOIYKTH H APYrH $opmMn Ha BIaHMOAeHcTBAE
Ednospemenna ynompeba, koamo e ce npenopvusa

JlaHHM OT KIIHHHYHH NPOYUBAHHA OKA3BAT, Ye NBoAHOTO ONoKUpate Ha peHHH--aHTHOTCHIHH-
anpoctepoHorara cuereMa (PAAC) upes komGunupanara ynorpeSa Ha ACE #HXHGUTOpH,
anruorensud [l-peuentopun GnokepH WK ATHCKUPEH Ce CRHP3BA C NO-BUCOKA HECTOTA HA HEKETaHH
cHOUTHA, KATO HATIPHMEP XHITOTOHMSA, XMIICPKATHEMHA H HaMandBaHe Ha OpOpedHaTa (PYHKLHSA
(BKTIOUKTENHO OCTpa GLOpeyHa HEXOCTATHYHOCT), B CPABHEHHE C YOTpebara caMo Ha EIHO
cpencrso, Aedcteaino eupxy PAAC (8. Touxi 4.3, 4.4 1 5.1).

Kanuti-coxpanneauyu duypemuy, Kanuesy 0obasxi uau chObPICAWU KQIUT 3aMECTRUMENY Ha
20MBaAPCKAmMa Con.

Bunipekn e 0GHKHOBEHO HUBOTO Ha CEPYMEH Kajiii OCTaBa B PAMKHTE Ha HOPMATHOTO, PH HAKOH
MaLMeHTH, TeKyBaHH ¢ IEPHHIONPA MOJKE 13 BE3HHKHE XHnepkanueMus, Kanuii-CexpaHapaluture
AMYPETHLM, KATO CIMPOHONAKTOH, TPHAMTEPEH WITH aMUIOPHA, KaTHEBHTE ROOABKH WM KaHH~
ChABPKALIHMTE 3aMECTHTEH Ha [OTBAapCKaTa COMI MOTAT Ad AOBEAAT A0 3HAUHTEAHO NOBHIIABAHS HA
CepyMHHS KU | 110 Ta3H MPHYHHA HE ce MPEnopbYBar (BXK. TOUKA 4.4), AKO eTHOBPEMSHHATA
ynotpe6a € nokasaHa Nopagy A0Ka3aHa XHNOKATMEMHA, HEOOXOAMMO € NOBHIICHO BHUMAHHE H 9CCT

KOHTPOJI Ha CepYMHMS KaJHiA,

Jumaiii

HmMa crobiiiennn 3a o6paTHMO NMOBHILEHHE HA CEPYMHHHTE IUTHEBH KOHUEHTPALHH H TOKCHYHH
peakuuu (Texxxa HEBPOTOKCHYHOCT) MPH eAHOBPEMEHHO NPHIAOKEHHE C ACE uaxuGuropH.
KoMOUHALMATS OT NEPHHAONPHI H NUTHEH HE Ce NMpenopryss. AKO KOMOHHALHATA & AOKA3aHO
HeoBX0HMa, C& NPenopbYRa BHHMATENEH KOHTPON Ha CEpYMHHA SIMTHH (BX. TOUKA 4.4).

Ecmpamycmun |
[ToBuwIeH PHCK OT HEKEMAHH peakiiHH, HanpHMep aHMMOHEBPOTHYCH OTOK (aurnoenem).

EanospeMentia ynotrpefa, HINCKBaIMAa CHeNHANHO BHHMAHAE
Hecmepoudnu npomusosvsnanumenty cpeocmea (HCIIBC), 6xnouumeano acnupun >3 g/aeg;.*-

"

-

Koraro ACE uHxu6UTOpH ce MprjIaraT €XHOBPEMEHHO ¢ HECTEPOHIHH NPOTHROBLINAIHTOAL
cpeAcTha (Hamp. aleTHICATHIANOBA KHCE/THHA B MPOTHBE3NANHTENIHA TEPANCBTHHA CXEM

s . *.ag Ed -
nxu6uTopH  Hecenektusi HCIIBC), Moxe aa orcnabHe aHTHXHNEPTCHIUBHHAT HM etlw g 0T

EnsoBpeMennoto npunoxerie Ha ACE HHXHOHTOPH H HECTEPOMAHH NPOTHBOBB3NANHRCHH
CPEACTBA MO3Ke A2 NOBHUIH PHCKA OT BIOIIABaHE HA GBOpetHaTA dyHKIMS, Bmmqmeund%

-
.
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BBL3MOXKHA H 0cTpa OB0peyHa HeTOCTATHYHOCT, | 1a TIOBUIIIH CepYMHUS KajTuii, 0coG¢HO MpH
MaiHeHTH ¢ npemuecTaama 6s0peuna HeaocTaThuHOCT. KoMOHHaLMATA TpaOBa Aa ce npuara ¢
NOBHLICHO BHHMaHHe, 0co0eHO MpH NHua B crapuecka Bb3pacT. [lauuenture Tpabsa na 6naar
AOCTATBYHO XHAPATHPAHHM, a ClIeA 3anouBaHe HA KOMOMHHPAHOTO JIEYeHHE € HeODXONHM MNperiieA Ha
OuOpeunara GyHKIMA, CeN KOCTO T4 TpaOBa Aa ce KOHTPOMUpPA NEPHOUYHO.

IIpomugoduabemnu cpedcmaa (UHCYAUH, XUNOSTUKEMUNHU CYRPOHAMUONY Cpedcmea).

Vnorpebara Ha HHXHOUTOPH HA AHTMOTEH3MH-KOHBEPTHPALLMA €H3HM MOraT 2 YBe/IH4aT
XHUMOCTIHKeMHYKRUA ¢peKT Npu AHabeTHLH, NMPOBSKAALIM JeHeHHe ¢ HHCYJIHH HH ¢ XHMOTTHKeMUIHH
cynoHaMHIHK cpeacTBa. HacTenBaHeTo HA XHIOTIHKEMHS € MHOTO pAAKO (BEPOATHO HACTHIIBA
noxoGpeHne Ha TTIOKO3HHA TONEPANC ¢ NOCASBALI0 HAMAICHHE HA HHCYAUHOBHTE HYX/H).

CYP3A4 unxubumopu

Ilpn eqnoepemerHaTa ynotpeba Ha CYP3 A4 uHXHOHTOP epHTPOMULIMH NPH MJIAKH MAMEHTH H
QWITHA3EM IMPH NaUMEHTH B CTApYECKa BB3PacT, MIaIMEHUTE KOHLIEHTpallHH Ha aMJIOANAHH €a Ce
NOBHINKIH CHOTBETHO ¢ 22% 1 50%. KAHHHYHOTO 3HAYCHHE OT Ta3H Haxoaka He e curypHo. He moxke
Aa ce u3kmoyn obaye, ue MoutHH CYP3 A4 HHXHOWTOPH (KaTO KETOKOHA301, HTPAKOHA30,
PHTOHABMP) MOXKE Na NOBHILIAT IUIA3MEHHUTE KOHLISHTPALHM Ha aMJIOJUIHH B MO-TO/LAMA CTENCH,
OTKONKOTO AunTHazeM, EqHoBpeMenHata ynorpe6a Ha amnoaunus 4 CYP3 A4 uHxuburopH Tpadea
Ja cTaBa MpH CTPHKTEH KOHTPOII.

He ca noknanBaHH HEXENMAHH PEAKUKHH, CBbP3aHH ¢ TOBA B3aUMOAEHCTBHE.

CYP3A4 undyxmopu (puchamnuyun, jcoeam Kanmapuon, GHmuKoReyacanmy xamo xapbamaszenun,
penobapbuman, ghenumoun, hocghenumoun, npumuoon)

EnnospemMenHoTO npunoxeHue Ha CYP3 A4 HHAYKTOpH MOXE JIa JIOBERe IO MO-HHCKA IUTa3MEHA
KOHLEHTpALHA Ha aMJIOAMITHH MOPajy NOBHILEH HYepHOAPoOeH MeTaboIH3bM Ha aMTOAUITHH OT TE3H
MHIYKTOPH. AMIOAKIHH Tpabea na ce npuniara ¢ MOBKLIEHO BHAMAaHHE [IPH eHOBPEMEHHa yroTpeba
¢ CYP3 A4 unaykropu. |

Baxnaoghen |
Vewnsase Ha aHTHxMnepreHsuBHus edext. KoHTpon Ha KpBBHOTO HansraHe GyHKUHA H CBOTBETHO
¢hoOpassiBsaHe Ha 403aTa Ha AHTHXHIEPTEHIHBHOTO CPEACTBO, aKO € HEOOXOIHMO.

EanoBpeMenna ynorpeba, KosTo Tpsi6Ba Ja ¢¢ HMA TpeABRA

Luypemuyu |
[TareHTH, NpHeMaly AMYPEeTHLH, U 0coBeHO Te3u ¢ HamaneH MPKyIHpall o6eM HW/HIH HaMaNeHH

COJIEBH 3aMacH MOTAaT Ja NMOMYYAT NPEeKOMEPHO MOHKEHHE HA KPBBHOTO HANIATaHe CHeA 3anoOvYBaHe Ha
nevenne ¢ ACE uHxuOuTOp. PHCKBT OT XHIOTEHIUBHU €EKTH MOXKe fia Obae HaMaJIeH 4pe3 CrupaHe
Ha JUYPETHKA, Upe3 yBenuuaBaHe Ha 1HpKynMpanMa obeM WIH IpHEMa Ha CON MpeaH 3amoysaHe Ha
neyeHHe ¢ HACKH H MOCTENEeHHO NOKAYBALIH Ce JO3H NMEePHHIONPHIL.

Cumnamuromumemuyu.
CHMNATUKOMHMETHLIMTE MOTaT Ja HAMAIAT aHTHXHNepTeH3nsHUTE edextr Ha ACE uHxuOHTOpHT..

Hpodyxmu, cvovpocau 31amo:

HUTpUTOHAHRH peakiuy (CHMITTOMATHXATa BKJIIOYBA 3a4ePBABAHE HA NHUETO, FACHE, MOBPBIUAHS H
XMIIOTOHHUS ) ¢e CHOOILABAT PAAKO [PH NALMEHTH HA JIEYEHHE C HHXKCKLHORHH NPOAYKTH, ChABPAKALM
3nato (HaTpues aypoTHoManar) u easospementa Tepamnus ¢ ACE uuxuburop, BKIIOYHTENHO ©
NEePHHAOTIPHIIL.

penepKycHs.




Anmuxunepmensuenu cpedocmea (nanp. bema-baoxepu) u éazoouramamopu

EnvorpeMeHHaTa ynorpeba Ha Te3H cpeicTsa MOXKE Aa 3aCHIH XUITOTCH3UBHUTE edieKTH Ha
MePUHRONPHA U aMnoaunuH. EaHoBpeMerdHaTa ynotpeba ¢ HUTPOrMHUEPHH B IPYTH HHTPATH HIH
APYTH Ba30AMIATATOPH MOXE ROMTBJHHTENHO 3 MMOHMKA KPBBHOTO HANACAHE U CIIE0BATENHO
H3MCKBA MOBHIICHO BHUMAHHUE.

Kopmurxocmepouou, mempaxo3zaxmuo
HamaneHue Ha aHTHXHOEPTEH3IHBHUA edeKT (3aabpPKAHE Ha CONMH U TSYHOCTH, JHIDKAIIO ¢ Ha
KOPTHKOCTEPOHIUTE).

Anpa-6roxepume (npazocur, andy3ocun, OOKCA3IOCUR, MAMCYROIUR, MEPAZOCHUR)
YBeNnuueH aHTHXUINIEPTEHZUBEH edeKT H MOBHINEH PHCK OT OPTOCTATHYHA XHITOTEH3HA.

Amughocmun
Mozke 12 3aCHITH AHTHXHUIIEPTEH3HBHUA eeKT HA aMIIOAUIIHH,

Tpuyurnuuny anmudenpecanmu/anmuncuxomuynu cpedocmea/anecmemuify
YBenHueH aHTHXHITEPTEH3WBEH €(eKT H YBeNHUeH PUCK OT OPTOCTATHYHA XHIIOTEH3NA.

Lpyveu xombunayuu

CaMocTOATeNHO, AMJIOAUIIHH ce Npunara 6e3onacHo ¢ THaSHAHH AHypeTHitl, 6eTa-6nokepy, ACE
MHXKOHTOPH, TBArO-AeBCTRALIH HHTPATH, CYOMHHrBANCH HHTPOrTHLUEPHH, AMFOKCHH, BapdapuH,

aTOPBACTATHH, CHIZeHADWN, AHTHALMAHH JIEKAPCTBCHH NMPOAYKTH (ATyMHHHEB XHAPOKCHIICH I'el,
MArHe3Her XHAPOKCHA, CHMETHKOH), IHMETHANH, HECTEPOH/IHH NPOTHROBBINANIMTENHH CPEACTBA,
aHTHOHOTHIIM H NEepOopanHH XHINOTIHKEMHYHY CPENCTBA.

BeBLIHOCT, crielMQHYHE NpoyYBaHHA, MPOBEXKAAHN ¢ ONPEIEACHH TeKapCTBCHH MPOAYKTH, HE Ca
NOKA3AIH BIHAHKE BBPXY aMIOHITHH:
e EnHOBpeMEeHHOTO NPHIOKEHHE Ha aMIOAUIIMH M IIHMETHIHH HE NPOMEHA
(papMaKOKMHETHKATA HA AaMJIOAXITHH;
¢ Koraro cungeHadun M aMIOAMNHH ce ynorpebspaT B kOMOMHALHA, BCAKO eHO OT
NeKapcTBATa NMpoABABa CBOA COGCTBEH AHTHXMITCPTCH3HBEH e(eKT;
e Cok oT rpefindpyT: €AHOBPEMEHHOTO NpHiokeHHe Ha 240 ml cok ot rpedndpyT ¢
eAHOKpaTHa f03a oT 10 mg aMaoaunuH npy 20 3xpaBH A0OPOBOMLM HE € OKA3AJIO 3HAUYHM
e(ekT BEPXY (apMaKOKHHETHKATA HA AMJIO/IHITHH.,

OcBeH ToBa, onpefe/IeHH KIHHHYHH NMPOY4YBaHMs, NPOBeICHH ¢ HAKOH JICKapCTBa Ca IOKA3AIH, He
aMIOAHMNHH He OKa3Ba e(peKT BbpXY (papMAKOKHHETHKATA HM:
» ATOPBACTATHH: eJIHOBpPEMEeHHaTa yrorpeGa Ha MHOTOKpAaTHH 103K amnoxumin 10 mg ¢ 80
Mg aTOPBACTATHH HE BOJM [0 3HAYHMH MMPOMEHH B PaBHOBECHHTE (apMaKOKHHETHYHH
MapaMeTPH Ha ATOPBACTATHH,
¢ JIHrOKCHH: ¢ XHOBPEMEHHOTO MPHJIOKEHHE HA aMIOAUAMH H JNI'OKCHH HE MPOMEHS
CepyYMHHTE KOHUEHTpALHH HA JHIOKCHH MK OROpeUHHA KIHPHHC HA JHTOKCHH MPH 3paBy
T0GpOBONIIM,
e BapdapuH: npu 3ApaBH A0GPOBONLIM — MBiKE: CAHOBPEMEHHOTO NMPHIIOKCHHE C AMIOMHITHH HS
& IPOMEHWIO 3HAUHMO eekTa Ha BapdapuH BEPXY BPEMETO Ha NMPOTPOMOHHOBHS OTTOBOP;
e lluxnocnopuu: PapMaKOKHHETHYHHTE MPOYYBAHHA J0Ka3BaT, He aMJIOAMITHH HE MPOMCHs
3HAUUMO QapMaKOKHHETHKATa Ha LIUKJIOCMIOPHH.

4.6 @epTHAUTET, peMeHHOCT H KHPMEHe
[TpenBua Ha eeKTHTE HA OTAEIHHTE KOMNOHEHTH Ha TO3U KOMOWHHUPAH NPOAYKT BhPXY
OpeMEHHOCTTa H KEPMEHETO!

AMONNPHA He ce NperiopLYBa Mpe3 MbPBUA TPHMECTLP Ha OpeMEeHHOCTTA,
VnoTpeGara Ha AMONTIPHA € NMPOTHBOMNOKA3aHa MPH BTOPUA H TPETHA TPHMECTLD Ha 6




VYnorpebara Ha AMONNPHI He ce npenopbYRa MpH kKbpMeHe, CneaopareHO TPAOBA [ Ce B3eMe
peleHHe JaJIH Aa Ce CMpe KbPMEHETO HIH MPHEMET Ha AMOMNPHA, KATO C& HMA NPeABUI 3HAUCHHETO
Ha TepanusaTa 3a Maikara.

bpeMeHHOCT
Cevpzant ¢ nepunoonpus

Ynotpebara Ha ACE UHXMOHTOPH He ce NpenopbuBa Npes MbPBHA TpUMecThp Ha GpeMEHHOCTTA {BiK.
Touka 4.4). Ynotpe6ara Ha ACE unxuGuropH e npoTHBonokasaHa npy BTOPUA H TPETHA TPUMECTHP

Ha OpeMEHHOCTTa (BX. TOUKM 4.3 U 4.4).

EnuaeMHONIOrHYHMTE AHHH OTHOCHO TepaToreHHKHA puck ciel ACE HHXuOHTOPHA eKCIOIHIHA Mpes
MILPBHA TPHMECTBP Ha OPEMEHHOCTTA He ca yOCARTENHK, Bee 11aK, HE MOXe 3 & H3KITIOYH IEKO
yeenuuaBaHe Ha pucka. OCBeH KOraTo ImpoAbkaBaHeTo Ha jieueHuero ¢ ACE nHxuburops no ppemMe
Ha 6peMEHHOCTTA He ¢@ CUMTA 3a KpaiiHo HeoGX0oAUMO, TPH NALMEHTH, MJIaHHpallH 3a0peMeHIBaHe
TO TpAOBa Na ce 3aMeHH ¢ ANTePHATHBHE AHTHXHIICPTEH3NBHA TEPANHA, KOATO HMA I0KA3AHO
GeszonaceH npodun Ha ynotpeba npu GpementocT. [lpn ycraHoBABaHe HA OPEMEHHOCT, JIEUEHHETO C
ACE unxuturopun TpaGaa aa ce cripe He3a0aBHO H, ako € HeoOXOAHMO, ia Ce 3AM0YHE aJTepHATHBHA
TepanHs.

HapectHo, ye ACE uuxuGHTOpHATA €KCIO3HLMS NPE3 BTOPHUS U TPETHA TPUMECTRP Ha OPEeMEHHOCTTA
NpeAr3BHKBa PETOTOKCHYHH edekTH mpH yoBeka (NoHmkeHa 6n6peyuna yHKLMA, ONTHMOXHAPAMHHOH,
3a6apaHe Ha uepenHaTa OCMQHKALMA) M HEOHATANHA TOKCHUHOCT (6BOpedHa HEAOCTATHYHOCT,
XHITOTOHMS, XHNepKaTHeMua) (BX. TouKa 5.3).

B cnyuaii Ha ekcnosuums Ha ACE HHXHOHTOP mpe3s BTOPHA TPHMECThp Ha OpeMEHHOCTTE CO
NPENOPHYBA YATPAIBYKORO UlcienBate Ha On0peunarta hynxims 1 yepena.

Be6era, YHHATO Maliku ca mpueMand ACE uaxubGuropu Tpabea fa 6baaT HaGMIONRBAHH 33 XHNOTOHWA
(Bk. Toukt 4.3 1 4.4).

Cevpaarnu ¢ amacounux

Be3onacHOCTTA Ha aMIIOAMITHH MO BpeMe Ha OpeMEeHHOCT NpH Xopa He € YCTaHOBCHA.,

B npoyusaHMa NpH »UBOTHH € HabmoasaKHa peNPOAYKTHEHA TOKCHYHOCT MPH BUCOKH JIO3H (BXK.
Touka 3.3). [IpunoxeHueTo o BpeMe Ha OPEMEHHOCT e MPenophYBA CaMoO KOrato HAMa no-
HesomacHa aTepHATHBA M Koraro 6osecTTa caMa 1o cebe CH HOCH N0-BHCOK PHCK 3a MAHKaTa H
nnoja.

K’b pPMEHE

Cavp3aru ¢ nepundonpun

[Topans nuncara Ha KIHHUYEH OMHUT ¢ ynoTpeGaTa Ha NepHHAONIPHII NO BpeMe HA KEPMeHe, TOH He ¢e
npenophuBa NPH KhpMELLH KEeHH , KATO 3a NPEANoYHTaHe € ANTEPHATUBHO NeueHHe ¢ Mo-Ro0Ep
npodun Ha HesonacHoCT, yc'raHnBeH 1o BpeMe Ha KbpMeHe, 0ocoOeHO NP  KbpMeHe Ha HOBOPOJCHO
WIH NPEKAESBPEMEHHO POAECHO JIETE.

Cevpsanu ¢ aMaoounum

He e W3BECTHO JaNH aMJOAKOHH ce HINbYRA B KbpMaTa, TlonoOHu JieKapcTBeHH MPOAYKTH, GnokepH
Ha KaLIMEBHTE KaHAMH, OT IPYTIaTa Ha JHXHAPONHPHIHHKTE, CE HITRYBAT B KbpMaTa. Pemenuero
JaJIH A e MPOAB/LKH/NIPEYCTAHOBHA KEPMEHETO HITH Ja C€ NPOXBDKH/CIIpe JeUeHHETO ¢ AMIIOHITHH
TpsiGBa Aa ce B3eMe Mol BHHMaHME 1oa3aTa 0T KEPMEHETO 3a JETETO H N0N3aTa OT JIeUeHHE 34
Malikarta.

DepTUNNTET
KNHH#4HUTE NAHHK OTHOCHO NOTEHLMATHOTO BIMAHHE HA AMJIOJHTIHH BBPXY PepTHIMTETa He.Cauo

.

AOCTaTh4HH. B eIHO MpoyuBaNe NMpH fALXOBE CA YCTaHOBEHH HEGMAaronpUATHHA edexTH B;}pxy::gzhﬂ nG »

QepTUIHTETA NPH MBKKHTE JKUBOTHH (BXK. TOYKA 5.3).
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4,7 Ed¢exTh BhpXy cnocoGROCTTA 32 wodHpane H pabora ¢ MAMHEHH
Hsama npoy4ysaHis 3a epeKTHTE Ha AMOIIPHA BBEPXY cnocoGHOCTTA 34 modupane H pabora ¢

matrsad. Ilpu wodupatie u pabota ¢ MaumuaK TpaGsa Aa ce HMA NPEABHJL, Ye MOHAKOra MOXKE Aa
HaCTHIIM BUEHE HA CBAT WJIM YMOpA.

4.8 Hexenann JeKapCTBEHH peaKIHH
YecToTaTa Ha HEXETAHHTE peakuu e chobpazeHa ¢ MedDRA koueenuuara : uectd (> 1/100 no
1/10); nweuectn (> 1/1 000 no 1/100); peaxu (> 1/10 000 xo 1/1 000); muoro peaxn (< 1/10 000),

HEH3BECTHA YecToTa (He Mo)ke a 6bJe olicHeHa OT HAJIHYHHTE JAHHM).

MedDRA-0a3a nanHA
HA CII(!TBMO-OPI"IIHHH
KJIACOBE

Hexenann
JIEKAPCTBCHH
_peaKnuu

Yecrora

AMJIOAHRNAH

IMeprugonpun

HapyuieHus Ha KpsBTa
v MuMdHaTa CHCTEMA

Jeskonenus
/HeyTponeHHs (BX.
To4Ka 4.4)

MHoro penku

MHoro peaxu

ATpaHylOLRHUTO3a HITH
NAHLMTONEHUA (BXK.
TOYKa 4.4)

Mroro peaks

TpombouuroneHus
{BK. TOKA 4.4)

M#oro peskH

MHoro peiakH

XeMONHTHYHA aHEMHS
NpH MNaLHEHTH C
HacneAcTBeH aeduuuT
Ha MOK030-6-pocdar
AeXUAPOreHasa {Bx.
To4uka 4.4)

MHoro peakH

IToHMKEeH XeMorsno0HH
H XEMAaTOKPUT

MHoro peaks

Hapyiesus Ha
 MMYHHATA CHCTEMA

AnepruuHa
peaKuus . YPTHKapHA

MHoro peaxu

HapyuueHus Ha
meTabonuiMa u
XpaHeHeTo

XHICPrIHIeMHS

MHoro peaku

Yeenuuagaue Ha
TEeNEeCHOTO Terno

Heuectu

Orcnabesane

HeuecTH

XunoraukeMua (BXK.
Touka 4.4 1 4.5)

C HeH3BECTHA YeCTOTA

Fleixuyny HapyieHHs

bescrHKe

HeyecTn

[IpomMenu B
HaCTPOCHHETO

HevyectH

HeuectH

PazcTpoHCTRO HA CHHA

Heuectit

HapyuieHus Ha
HEPBHATAa CHCTEMA

CBHHIUBOCT

YecTH

3aMaiipane

YecTH

Hectn

[Cnasobonue

YecTH

Yectn

Tpemop

Yectn

Yecrn

XUImoCcTe3uA

HeuecTH

IlapecTesus

HeuecTnn

XHunepToHHi

Muoro penkH

[Nepudepra
HeBPOIIaTHA

MHoro penku

CreToBBpTEK

O6bpKaHOCT

HapyueHHs Ha O4HTE

JpuTentu HapyleHus

HeuecTH

HapyLueHus Ha YXOTO
B 1abUpUHT]

Iliym B yuidre

HeuecTn
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CoplievHH HapyIeHHs

[Mannuranmu

Yecru

Cunxon

HeuecTn

bornka B repanTe

Penku

CTEHOKAPAHA

MHoro peaxu

WUndapkT Ha Muokapaa,
€BEHTYATHO
BCIICACTBHE HA
CepHO3HA XHNOTOHHA
mpH

BHCOKOPHCKOBH
MALUEHTH

(BX. TOUKa 4.4)

MHoro penxu

MHoro peaxu

ApUTMHSR
{BKIOYHTENHO
Hpanukapaus, KaMmepHa
TAXMKApPAMA H
NpeAcEPAHO MBXKIEHE)

MHoro penxu

MHuoro peaku

3auepBaBaHe

YectH

(jhﬂﬂﬂﬂlﬂﬂuﬂﬂeﬂﬂﬂ

XHnoToHHd ( ¥
CBBP3AHUTE ¢ Hed
eEKTH)

HeyecT

Yectn

MO3BYHO-CBA0BH
HHLHOCHTH,
€BCHTYaJIHO
BCACSACTBHE HA
CEpPHO3HA XKMTOTOHUA
NPH BUICOKOPHCKOBH
nauHeHTH

(3. TOuka 4.4)

Mtoro peakH

BACKY/IHT

Muoro penxu

C Hen3BeCTHA HeCTOTA

PecnimpatopHy, rpbuaHy
H MeAHACTHHAIHH
HapyLIeHHA

JucnHen

HeuecTn

Yectn

PuuuT

HeuecTH

MHoro peaku

Kamnuna

MHuoro peaku

YectH

bpoHXocna3zbm

Heuectn

Eosunodgunua
MHEBMOHHS

Muoro peaku

CroMalIHO-YpeBHH
HapylleHus

MHTHBAMHA
XAnepIuIaszus

MHoro penxu

KopeMea 6onka,
rajieHe

Yectn

NOBPBUIAHE

HeuecTH

AHCIICTICHA

HevecTH

HapyiueHa aedekanps

HeuyecTnt

CyxoTa B ycTaTa

HeuectH

JIHCTey3Hs

Heuectn

Jduapusg, 3arnex

NMAHKPEaTHT

Muoro peaxy

r HT

Muoro peakH

XenarobHnuapuH
HAapYILIESHUA

Xenartur,
XoJecTaTiuHa
XBATEHHLA

MHoro peaxu

LluronnruucH win
XONecTaTHYeH XEMaTUT
(BK. TouKka 4.4)

HapyweHus Ha Koxara
H MOAKOKHATa ThKAH

OTok Ha KBHHKe

Muoro peaku
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ABrHOeNeM Ha SIHMIETO,
KpafiHHLIMTE, YCTHHTE,
JIMraBULIMTE, ¢3UKa,
ITIOTHCE ¥ /Ui
napuHxca (BxkK. TOYKa
4.4)

Heuecmn

Epurema mynrudgopme | Muoro peaku MHoro peaku
ANOTeLHS HeuectH -
nypiypa Heuectn -
[Tpomsana B nBeTa Ha HeuecTH -
KOXaTa
XHMEepXHApo3a HeuecTH -
H3NOTIBAHE - HeuecT
Chpbex Heuecth YectH
oBpus HeuecTH HectH
CungpoM Ha CTHBBHC- | MHOTO peakH .
JOKOHCBH
HapymeHus Ha Aprpanrus, MHAITH Heuect -
MYCKYMHO-CKeeTHaTa | MyCKY/IHH CNasMH HeuecTun YectH
CHCTEMA H Bonka B rep6a Heuectu -
CHEAMHWTENHATA TEKAH
Hapymenus Ha HapymeHo ypuHupane, | HeuectH -
OB6peunTe H HHKTYpHS, MOBULICHA
NHKOYHHTE ThTHLIA YECTOTA Ha YPHHHpaHe
brOpeuto yepexknane | - HeuectH
Octpa 66peyna - Muoro peaks
HEAOCTATHYHOCT
HapyiueHns Ha HMIIOTEHTHOCT HeuectH HeuecTH
BBIMNPON3IBOAUTENTHATA | FHHEKOMAaCcTHA Hevect -
cHCTeMa H MbpAaTa
O6um HapyUIeHHS K Orok, nepudepeH orok | YectH -
ebeKTH HA MACTOTO HA | OTNAZHAIOCT YecTH -
IPUIIOKEHHES Bonka B repaAuTe HeuecTH -
AcTeHus Heuectn YecrH
Gonxa HewectH -
HepasnoIoKeHHE HeuecTH -
HacnenpaHua IToBuutasane Ha MHoro peakH -
yepHOApOoOHUTE
en3umi - ALT, AST
(Hali-BeYEC CBBP3RHO C
X0J1ecTasa)
ITosHIEHH HHBA Ha Peaxu
SiwupyOHH M Ha
YyepHOApoOHHTE
CH3HMH

IToBuuieHO HHBO Ha
ypea B KPbBTa H Ha
CepYMEH KpeaTHHHH,
XHUrepKanueMus (Bx

Touxa 4.4)

C HeM3BecTHa YecToTa

AOKITaBaHH MpH NpHNaraHe Ha OJIOKepH Ha KaMUHEBUTE KaAHAMH,

Crobmgrane Ha NOAO3UPAHY HeWKENaHK PEAKIMH




CrobmaBsaHeTo Ha NOKO3MPaHH HEXKENAHH PEaKUHH Cel paspellaBaHe 3a ynotpeba Ha MeKAPCTBEHHS
NPOAYKT € BaykHO. ToBa no3sojisBa Aa NPOABLIKN HaONIOAEHHETO HA CHOTHOLIEHHETO MOJT3a/PHCK 3
nexapcTBEHHs NPOAYKT. OT MEAMLMHCKNTE CTISLHANTHCTH Cé H3UCKBA 1A ChOOINABAT BCAKA
NOAO3MpaHA HEXKEIAHA PeaKLHA qypes:

H3rrenHHTENHA areHUHA MO ISKapCTBaTa

ya. Jamad 'pyes” Ne 8

1303 Cocus

Ten.: +359 2 8903417

yeGeaiiT: www.bda bg

4.9 IIpeaosupane

JInncBa HH(popMaLs 3a Npefo3upaHe ¢ AMONIPHII IIPH Xopa.

OTHOCHO aMJIOAMOKH ONKTHT ¢ YMULLUISHO NpeJo3tpaHe NMpH Xopa e orpaHuyeH. B cmyvali Ha ronamo
npeao3snpaHe Moxke Aa Bh3HUKHE MPeKOMepHa nepudiepHa Ba3oAuNaTAUHA C MOCHe/BALNA H3pa3eHa U
BEPOATHO MPOABIKHTE/IHA CHCTeMHA XHITOTOHUA. [IpH cucTeMHa XHNOTOHHA, ABJDKALLA CE Ha
NpeAo3upaHe ¢ aMNOIUNHH CE€ HANAra JJeYeHHe B KApAHOJOrHYHO OTACTICHHUE,

Bneex1aHeTO Ha Ba30KOHCTPHKTOP MOXe Aa TOMOTHE 33 Bb3CTAHOBABaHE HA CHAOBHA TOHYC H
KPBBHOTO HaNATAHE, IPH YCIIOBHE Y€ HAMA MIPOTHBOMOKAa3aHKA 3a yriorpebaTa My, HuTpasenosen
KAMHEB MJIIOKOHAT MOXe 1a OKaxke OnaronpuareH edekT 3a npeogonsapaHe Ha edekTUTe OT
Onokanara Ha KaJLUHEBHUTE KaHAH.

Hsama sepoATHocT Ananusara aa GbAe OT NoJ3a MPH NPEeAo3HpaHe ¢ aMIORUNMHH, AMIOAUITHH HE ¢
OTCTPaHABA YPe3 JHATH3A.

32 mepMHAONPIIT UMa OrpaHUYeHH JaHHH OTHOCHO MpeAo3upaHe npH Xopa, CHMOTOMHTE, CRBpP3aHH ¢
npenosupane Ha ACE nHxuOuTopn Morar aAa BKIIOYBAT XHIOTOHNA, LIHPKYAATOPEH LLOK,
€JICKTPOJTHTHH HapyLuieHus, 6r0pedHa HEAOCTATPYHOCT, XHNEPBEHTHIALIUA, TAXHKAPAUA,
naanurauud, Spaaukapaus, 3aMaliBaHe, TPERBOXKHOCT M KallUTHLIA,

IlpenopryBaHOTO NieueHHE Ha TIPSRO3IHPAHETO € HHTPABEHO3HA HHGY3HA Ha CTAHARPTEH
(pusronoruyex pasteop. [Ipy HacTENBaHe HA XHNOTOHHA NALMEHTHLT TPAORA 1a GbAe NOCTaBeH B
MONOXKEHHE KAKTO NpH oK. [IpH HANHYHOCT MOXKe Aa ce HMa NPEABHN U JICHSHHE ¢ HHQY3HOHEH
aHruoTeH3uH Il W/unm uaTpareHO3HH KaTexonaMuHu, [TepuHaonpun Moxe Aa OhAe OTCTPaHEH oT
CHCTEMHOTO KpBbROOOpaIeHne upes xeMoananusa (Bx. Touka 4.4). [TocrapsHe Ha eIEKTPOCTHMYIIATOP
€ MOKa3aHo NMpPH Pe3UCTeHTHAa KbM Tepanus Gpaguxapmia. HeoGXxoauMo € HEMPEKLCHATO
NPOCHEAABaHe Ha MXKUIHEHHTE MOKA3ATEelH, CEpYMHHUTE €NEKTPOJIMTH H KPSaTHHUHA.,

5., @®OAPMAKOJIO'HMHH CBOUCTBA

5.1 dapMakoIHHAMHYHE CROHCTBA
{apmarorepanestiuna rpyna; ACE wHxubu10pH 1 KaNHeBy aHTaroHHCTH
ATC xon: CO9BB04

Hepundonpun.

[MepuHaonpHil € HHXHOUTOP HA eH3HMMa, KOMTO KOHBepTHpa aHrHoTeH3uH [ B anrnoreruu Il
(aHrHoTeH3HH koHBepTHpaly ¢H3uM, ACE). KoHsepTupaliuaT eH3uM, HIH KHHA34, ¢ eK30MENTHAA3,,
KOATO YJIECHABA NMPEBPBLIAHETO Ha AHMHOTEeH3UH | BBB Ba30KOHCTPUKTOpA AHrHOTeH3HH 11 1
CBUICBPEMEHHO BOJH JI0 pasrpakaaHe Ha BasoawiaTaTopa OpaauMKHMHUH 10 HEAKTHBECH XeMTanGIFeHa. . .
Huxubuimara va ACE HaMangBa r/iasMeHaTa KOHUEHTpaHa Ha aHrnoteHsuH I, xoero 2o R g
NOBHILICHA MIa3MEHa PpeHHHOBA AKTHBHOCT (Mpe3 HHXUOHpaHe HA oTpHUATETHATA O6paTE
PEHHHOBOTO OCBOGOXAaBaHeE) M MOHMKABA CeKpelaTa Ha angocTepoH, TeH kaTo ACE 4
OpanukuHiaH, HXHOHpaHeTo Ha ACE BOAH M X0 MOBHINEHA AKTHBHOCT Ha LIMPKY/THPALL
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B13MOKHO € TO3H MEXaHH3BM A3 JOTIPHHACS 32 XHIIOTeH3uBHOTO Aelicteie Ha ACE nHxubutopuTe H
OTYACTH € OTFOBOPEH 32 HAKOH OT TEXHUTE HeXeNMaHH edexTH (Hanp. KauUTHIa).

lNepunaonpun neifcTea Upes AKTMBHHA ¢H MeTaGONHT nepuHAoNpHiaT. OCTaHANIUTE METaGONHTH HE
MOKAa3BaT in vitro uHXuOKMLMgE Ha akTHBHOCTTA HA ACE.

XHIIePTOHUA;
[TepuHAONPHN € AKTHBEH TIPH BCHYKH CTENCHH HA XHNICPTOHUA | JICKa, YMEPCHA, TCXKKA, Habmonapa ce

TIOHMXKEHHE HA CHCTOMHYHOTO M AHACTOIIHYHOTO KPBBHO HAJIArane, KakTo B XOPH30HTATHO, Taka H B
H3ITPaBEHO MONOMKCHHC,

[Tepusaonpun HaManaea NepudepHOTO CHAOBO CHIPOTHBIEHHE, KOETO BOAH A0 NOHIDKCHHE HA
KPBBHOTO Hanisraxe. BenencTene Ha ToBa nepHQEPHHAT KPHBOTOK HapacTBa 6e3 edekT BhpXY
ChPACHHATA 4ecTOTA. BHOPEUHMAT KPBBOTOK 110 NPABAIO HAPACTBA, IOKATO FOMEpYIHATA GuATpaIlia
(GFR) o6uKkHOBEHO HE CE NMpOMeHH.

AHTHXHOCPTEH3HBHOTO elCTBIE € MAKCHMATHO Mex Ty 4 H 6 yaca cne/l eAHOKpaTHA 1034 H Tpae
noxe 24 4aca: MUHHMAIHHTE edeKTH ¢a okono 87-100% ot MakcumanHuTe eexTH.

[ToHUKEHHETO Ha KPBBHOTO HajIsraHe HacThiBa Obp30. [IpH NauneHTH, ¢ MOBTHABALLIO C€ KPEBHO
HANMATAHE HOPMATH3ALIUATA cE [IOCTHIA B PaMKHTE Ha €IKMH MEcell ¥ npojik/bkaBa Ge3 nosea Ha
TaXudHIAKCHA.

CrninpaHeTo Ha IeMeHHETO He BOJH 0 pebayHa-edexkr.
[TepHHOOTIPHI HAMANABA IEBOKAMEPHATE XUNEPTPODHI,

[Tpu uOBEKa € OTBLPACHO, Ye MEPHHIOMPHJT IOKA3Ba ChAOpa3lIHpABamA ceoiicTea, Tok noxobpsara
€1aCTUYHOCTTA Ha MOMIEMHTE apTepUd M HAMAaJIABa OTHOIICHHETO MEAUA: IYMEH HA MaJIKHTE apTepHH.

IMTaureHTH che cTalHIHA KopoHapHa 6oMecT Ha CHPLETO:
IIpoyysanero EUROPA ¢ MHOrOULEHTPOBO, MEXAYHAPOAHO, PAHAOMM3UPAHO, ABOHHO mnauebo-

KOHTPOJMPAHO KITMHHUHO H3MHTBAHE C NMPOLBIKMTERHOCT 4 TOMHHH.

OG0 JBaHANECET XMIAMY ABeCTa M ocemHaneceT (12 218) maumenTr Ha BB3pacT Hax 18 roqunu ca
GHIH PAHAOMUIMPAHH 32 NpueM Ha 8 mg TepT-GyTnamutos nepuraonpi (1=6110) wm mwiane6o
(n=6108). ITpoyueHaTa NomynaLHs € ¢ JAHHH 3a KOpoHapHa GONECT Ha CHPLETO 6¢3 AAHHH 38
KIMHAYHA NPOSBY HA CHPAeYHA HeIOCTaThuHOCT. Q6o 90% oT nauueHTHTe ca GuiH ¢
NpeAlIecTal MHOKApeH HHOAPKT WTH NMpeAiecTBallla KOpoHapHa pesackynapusatmi. Iloneyero
NALHEHTH ¢a NOMYYHIH H3MHTBAHOTO JIEKAPCTBO 3a€1HO ¢ KOHBEHLIHOHATHO ICYeHHe, BKNIOYBALILO
TPOMGOLMTHI MBXHOUTOPH, MUNHAONORKAKABAIIH CPEACTEa 1 OeTa-Onokepu. OcHobeH kpurepuii 3a
ehHKaCHOCT € KOMOHHALHATA OT ChPACYHO-CHA0BA CMBPTHOCT, HelaTAICH MHOKApACH HHpapKT
W/inK ChpAeHeH apecT ¢ ycrenHa pecycuutauus. Jleuenuero ¢ 8 mg TepT-OyTHIAMUHOB
MEPHHAOIPIIT BEAHEK JHCBHO ¢ AOBENO A0 3HAMHTENHA a6COMOTHA PeAYKIHA HA OCHOBHATA KpaHHa
Touka ¢ 1,9% (20% HamaneHHe Ha OTHOCHTETHHA PUCK, 95% JTH [9,4; 28,6] -p<0,001). Ilpu
MALMEHTH ¢ NPEKUBAH MHOKapAeH HHQAPKT H/HIH peBacKyapH3aLius B CpaBHeHHe ¢ Iuiauebo ce
HaGroAaBa aGcontoTHa peayKuMA ¢ 2,2% Ha OCHOBHATA KpaiiHa TOUKa, CHOTBETCTBALIO Ha 22,4%
HaManeHHe Ha OTHOCHTETHUS puck (95% 1IN [12,0; 31,6] -p<0,001).

Jae roneMu paHIOMH3HPAaHH KOHTponHpanu npoyusanit ~ ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Tekyito rnobanso uanureaHe sa
KpaiHH TOYKH Ha TEJIMHCAPTAH, CAMOCTOATEHO H B KOMGHHALMA C paMUNpHi) H VA NEPHRQ}J,;I%MM
(KNHHMYHO NpoydsaHe CEBP3AHO C pa3BHTHE HA HedponaTus Npu Auabet, NPOBENEHO OT G L N
MHHHCTEPCTEO MO BBPOCHTE HA BeTepaHuTe) — Npoy4Bar ynorpeGara Ha Komﬁunaum&b;r’ ACEJ@#M:\L{%
HHXHOWTOP M anrnoTensuH ll-peuenTopen Snokep. CE L_ ’i"

ONTARGET e npoy4Bane, NpoBe/IcHO NpH MALMEHTH ¢ AHAMHE3A 32 ChPASHHO-CBAORAANT e

!F
> R i i

]
s

MO3BYHOCHIORA GOMECT, WIH 3aXapeH auaber THUN 2, MPUApYKEeHH ¢ aHHH 33 YBPeXKIAHE Nai 5. 2
Ly h""?'."" -
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edexropHu oprai. VA NEPHRON-D e npoyuBaHe 0pH NAlMEHTH CBe 3aXapeH auater THI 2 1
auabeTHa HedpomnaTHs.

Te3u NPOyUBAHHS HE MOKA3BAT 3HAYMM GnaronpuaTeH edekT BbpXy OLOpeUHHTE W/HITH CHPASHHO-
CBIAOBHTE TNOCTERULH H CMBPTHOCT, KaToO CHUICBPEMEHHO ¢a HabmonasaHy NOBHILEH PHCK OT
XUINEPKATHEMMHS, OCTPO YBpeXaaHe Ha OLOpenMTe WM XHITOTOHHA B CPABHEHHE ¢ MOHOTEpAlIUATA,
Karo ce uMaT NpeABHA CXOAHHTE UM ¢apMakoIHHAMHYHE CBOHCTBA, TE3H PE3YJITATH ¢a NPHIOKHMHU
1 3a ApyrH ACE raxubutopu H aHrwotensuH ll-peuentopnu 6nokepn.

ACE unxuéuropy u aursoteHsuH ll-penenropHu 6nokepu creopaTenHo He TpAOBa Aa C€ H3MOI3BAT
€JHOBPEMEHHO NPH NauieHTH ¢ AHabeTHA HepomaTHs,

ALTITUDE (KnuHua<HO NpoyYBaRe MPOBEACHO C ATHCKHPEH NPH MAlMeHTH ChC 3axapeH Juaber TN
2 ¢ M3MON3BaHe HA ¢HPACUHO-CHAOBH ¥ ROpeuHH 3a00NABaHHA KaTO KpaHH TOYKH) € IPOYYBaHE,
npeAHa3HAYEHO Na HACNeNRA MON3aTA OT A0GABAHETO HA ATHCKHPEH KbM cTaHaapTna Tepanus ¢ ACE
uaxu6uTOp WM aHrHoTerHsuH [l-peuentoper GnNokep HPH MALMEHTH CBC 3aXapeH AuabeT THA 2 H
xpoHn4HO 61EOpevHo 3abonsasare, ChpaAcuHO-cBA0BO 3abongsane win H asete. [IpoyusaHeTo ¢
NPEKPATEHO NPEXKASBPEMEHHO MOPAAH NOBHLICH PHCK OT HeGIaronpuATHH nocneaHuM, Kakro
CHLPACHHO-CHIOBATA CMEPT, TAKA H HHCYNATHT ¢4 MO-4YECTH B MPYMIaTa HA aJIUCKHPEH, OTKOMKOTO B
rpyrnaTa Ha nianefo, a NpeacTaBAABALIHTE HHTEPEC HEXENaHH CHOMTHA U CCPUO3HH HEeXETaHH
cBOHTHA (XHUNEPKATHEMHS, XHIIOTOHHR ¥ 6n6peyuHa pucdyHKLHA) ce ChoOUIABAT MO-4ECTO B rpynara
Ha AJIMCKHPEH, OTKOJIKOTO B FpynaTa Ha Iauebo.

Amnodunun:
AMOHITHH € KAJTIHEB aHTaroHUCT H HKXHOHTOp Ha TpaHcMeMOpaHHHA BXOAALL MOTOK Ha KAMLMEBH
ifOHH B CBpACUHATa H CBAOBATA MYCKYJIaTypa.

MexaHH3MBT Ha AHTHXUNEPTEH3HBHOTO AeiCTBHE HA aMNOAMIHH C¢ ABMKH HA IHPEKTEH penlakcHpait
edeKT BBPXY CHAOBATA IVIAZAKA MYCKYNaTypa. TOMHUAT MEXaHH3BM, MO KOWTO aMJIOHITHH obntexuara
CTEHOKAPAMATA HE € HAMKIHO W3ACHEeH, HO aMJIOAMIMH HaMaissa oO(HA HCXEMUYEH TOBap 4pes
cleqHHTe ABE NelCTBHA:

| AMIOAMNHH pasimpssa nepudepHUTE apTepHONH M Taka Hamanasa ofworo nepudepHo
cuNipoTHBIEHHE (CNEAHATOBapBaHe), cpelly koeto paborH cepuero. Thi karo cwpaevyHarTa
YecTOTa OCTABA HenmpoMeHeHa, ToRa OTOpeMEeHSBAHS HA CLPUCTO HAMANABa MHUOKADAHATA
KOHCYMAlMi Ha HEprys H KHCTOPOAHUTE HYX/IH.

2. MexaHu3MBT Ha NeHCTBHE HA aMTOAUITHH BEPOATHO BKIIKOYBA H AHNATALHA HA [JIARHHTE
KOPOHAPHH apTePHH H Ha KOPOHAPHUTE apTeprHONH B HOPMATHH H HCX6MHYHH CeIMEHTH.
Tasu aunaTanug NOBHINABA CHAOAIBAHETO C KHCNOPOA Ha MHOKapAA NPH NMAallHeHTH ChC
CTIAZBM HA KOPOHAPHMTE ApTepiH (BApHAHTHA ANTHHA Wi aHTHHa Ha Prinzmetal).

ITpu nalmHeHTH ¢ XUMEPTOHUA eAHOKPATHHA AHEBEH MPHEM OCHTYPABA KIWHHYHO 3HATHMO HAMaJICHHE
Ha KPBBHOTO HAJIATAHE U B XOPU3AHTAIIHO, U B H3NPABEHO NOMOXKCHHE NPe3 WANOTO NCHOHOWIHE,
ITopaau 6aBHOTO HAYAMO HA ACHCTBHETO MY, OCTPAaTa XHITOTOHHS HE € XapaKTepHa 3a NPHAOKEHHETO
HA AMJIOAWTIMH,

ITpH NalHEHTH CHC CTEHOKApAMA SAHOKPATHOTO NHEBHO MPWIOKCHHE Ha aMITOAUITHH YAIBJLKABA
oO1LOTO BpeMe Ha HATORAPBaHE, BPEMETO A0 NOABA HA CTCHOKAPAHA H BpEMETO 10 1 mm penpecHd Ha
ST-cerMeHTa H HAMAJIABA SAHOBPEMEHHO GpoA Ha AHTMHO3HUTE NPUCTHIK U OPOA HA NPUETHTE
TaONEeTKH FRHUSPHN TPHHUTPAT.

AMIOAHITHH He cé CBBP3Ba ¢ HebnaronpuaTHH MeTabONHTHH €eKTH HIH NPOMEHH B TUTA3MEHHTE
JIUITHIH H € TIOAXOAALL 3a ynorpe6a npu nauueHTH ¢ actMa, AMabeT H moaarpa.

UsnuTeaHe Ha NeveHHe 3a NpodHaKTHKA Ha chpAcyeH yaap (ALLHAT): PangoMusupaHo, ABOHHO- .
CRANO MpoyvBaHe 3a 3aGonesaemocT i cMbpTHocT ALLHAT (Antihypertensive and Lipid-Lowering 1}.’*'3 e
treatment to prevent Heart Attack Trial) e npoBeneso ¢ en cpaBHABaHe HA HOBUTE TEPANMHL/” (© .

aMJIOMMHH (GITOKEp Ha KanLyeBHTe KataiH) i ACE HHXHOHTOp ¢ TWA3HAHHA AHYDPETHK Kat0,” «
JleueHHe OT MBPBa TMHHS TIPH MAIMEHTH ¢ Nleka A0 yMepeHa xunepronus. He ca HaGmonal
KNHHMYHO 3HANMMH PasiHKH NPH JBATA BH/A JICUEHHE [0-OTHOIIECHHE Ha CHPACTHO-CHAOBHTS |
3a00NIBaHHA. AR =
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[equatpyuna nooynauus
B KIHHHYHO NPOYYBaxe, BKIIousawro 268 Aeua Ha BB3pacT oT 6 ao 17 roauum ¢ npeobnanasaiia

BTOpMYHA XHMAEPTOHHSA, NIPH KOETO Ce CpaBHABAT A03H AMJIOAMIMH OT 2,5 mg H 5 mg CAPAMO
nnauedo, € yCTaHOBEHO, e H RBETE A03H NMOHIDKABAT CUCTONIHYHOTO KPBBHO HANATAHE B 3HAUHTENHO
No-ToJIMa CTeneH, OTKONKoTo maauedo. Pasnukata Mex Ay ABETE A03W MPpHIAraHUTE ABE N03H HE €
CTATHCTHUECKH 3HaunMa. JIbarocpounusT edeKT Ha aMIOAMIHH BEPXY pactexa, myGepreTa 1 001moTo
passuTHE He ca npoyueHH. JparocpoyHara epeKTHBHOCT Ha JIEHCHHETO ¢ aMJIOTHIIUH B IETCKA
BB3pAcT 32 HAMAJISRaHe Ha 3a60/1ABAEMOCTTA H CMBPTHOCTTA OT CHPACYHO-CHAOBH 3a00/1ABaHUS B
3pAsia BB3pPacT, BCE OLIE He € YCTAHOBEHA.

5.2 tllapuakmmue'rnqnu CBOMCTBA

CKOpOCTTA H CTEMeHTa Ha abcopOuMa Ha NEPUHAONPHI M AMROHIIKH OT AMONTIPHI HE Ca
CHLUECTBEHO PA3lIHUHK OT CKOPOCTTA M CTENeHTa Ha abcopOiusa ChOTBETHO HA IEPHHAONPHI H
AMJIOHIIMH KaTO OTHENHH TabsieTHH (opMH.

Hepusisionpun
Cnen nepopaliHO NpHIOXKeHHE, a0COPOUUATA Ha NMEPUHAOTPHI € 6hp3a U NUKOBH KOHLIGHTPALMU C€

JOCTHTAT 3a He moeeye ot | yac. ITNasMeHHAT NoMyKHBOT Ha nepHHaonpun € 1 vac.

IepuHaonpua e nponekapcTBo. JiBaecer W celeM NPOUEHTa OT MpPHETHd NEPHHAOMPHA € B
xpBBOOOpameHHeTo Nox (GopMara Ha aAKTHBHHA MeTaboyuT nepuHAonpHiat, OCBeH MePHHAOTIPHIIAT,
MEPHHAOCTIPH HMa NeT APYrH MeTaboNHTa, BCHYKH aKTHBHH. [IMkoBa KOHUEHTpalMd Ha
NepUHAOIIPWIAT ce NOCTUra 3a 3 1o 4 yaca.

Tuii KaTO NpUEMAHETO Ha XPaHa HaManaBa NIPEBPHIIAHETC A0 NEPUHRONPUNAT, CASIOBATENIHG
SHOHAMTHYHOCTTA, TepT-OYTHRAMHHOBHAT NepUHAONPWI Tpa0Ba Ja ce mpunara MepopanHo B
¢AHOKPATHA JIHEBHA J103a CYTPHH NMpPEeJH XpaHeHe.

JlemoHCTpHpaHa e AuHeHHA BpB3Ka MeXAY J03aTa Ha NEPUHAONPHI U HEroBaTa rasMeHa
€KCTO3HIINA,

O6eMsT Ha pasnpeaenenue e npubnusurento 0, 2 1 /kg 3a HecBhp3aHUA NEPHHAOTIPHIAT.
CpBp3BaHETC HA MEPHHAONPHIAT ¢ IUIa3MEHHTE NPOTeHHH € 20%, rMABHO ¢ AHTHOTEH3HH-
KOHBEPTHPAILHA €H3UM, HO TO € 3aBHCHMO OT KoHLeHTpauuaTa. [lepunaonpunar ce eAMMHHHPA 4pe3
YpHHATA H BPEMETO Ha NOMYXKHBOT Ha HECBBP3aHHTE (GpakimH ¢ npuGnusurento 17 9aca, KOETO BOAH
A0 pPaBHOBECHa KOHICHTPAUa A0 4 AHH.

EnyMHHHPAHETO Ha TIEPHHAONPHIIAT ce HaMallaBa ITPH XOpa B CTapyecKa BE3pACT, & CBbINO U NPH
NalMeHTH Ch¢ ChPACHHA HH GB6pedna HenocTaThYHOCT (BK. TouKa 4.2). ITopazu Tosa 06u4aliHOTO
MEHIMHCKO MPOCeNSBaHe TPAGBA 1a BIUTIOUBA YeCTa POBEPKa HA HHBATA HA KPEATHHHH H KAIMH,

JIManu3HHUAT KIHpBHC Ha nepuHgonpuiar € 70 ml/min,
KuseTHKaTa HA NePHUHAONPHI Ce MPOMEHS NPH NALMEHTH ¢ LUPO3a: YEPHOAPOOHUAT KITMPBHC HA

OCHOBHATA MOJIEKYJIA C€ peayuHpa Ha noiosuHa. OGade, KONHYECTBOTO Ha 0OpasyBans ce
NCPUHAOTIPIIAT He CE PEAYIMpPA M 3aTOBA HE Ce Halara KOpeKnus Ha Jo3ara (RX. TOUKa 42u4d.4).

AMIIORUNMH

Crieq| NepOPaTHO MPHIIOKEHHE Ha TEpaNeBTHYHU A03H, aMIORHITHH ce aGcopbupa GasHo, mro;‘g‘}w
NMUKOBUTE TUIA3MEHH HHBA ¢& NOCTUrAT 6-12 uaca cnept npueM. AGcomoTHaTa 6nouamp;ﬁ(qgf L,
onpenens Mexay 64% u 80%. OGembT Ha pasnpefenenue ¢ okono 21 1/kg. buonamumetyra My}\
BMAEC OT NpHeMa Ha XpaHa. IIpH in vitro HacnenBaHus ¢ ONPEACICHO, Y€ OKOJIO 97,5%;31* &f

LMPKYTHpALUAA AMIIOJHNNH ¢ CBBP3BAT C IUIA3MEHHTE MPOTCHHH. LT v?:..‘;;“‘*‘
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IInazMeHHAT My IIONY;KMBOT € OKONO 35-50 yaca MpH npueM BEAHBK AHEBHO. AMIIOIUIIHH e
MeTaGonH3npa B TONSMA CTETICH B uephia Apod 1o neakTBHH MetaGonutu, Okono 60% ot
NPUIOKEHATA 1034 C€ eKCKpeTHpa B YPHHATA, KaTo 10% OT TOBA KOAHYECTBO NMPEACTABARA
HenpOMEHEH aMJIOHUITHH.

Ynotpeba npu NaUWeHTH B cTapuecKa BE3pacT:
BpeMeto 3a focTHIraHe Ha MHKOBH KOHUEHTPALHH Ha aMJIOAKINMH € CXOAHO NPH MalHeHTH B

cTapyecka BB3pacT M NO-MAaH HHAWBHAM. KNHpEHCHT HA aMNOAMNIUH MTOKA3Ba TeHASHLIMA Ja ce
TIOHMKABA, KOSTO BOAM A0 nopuieHne Ha AUC u Ha eNMMUHAIIMOHHHA NOJIYKHBOT NpY HHAHBHAM B
cTapyecka BB3pacT. Brrpeku ye o30BaTa cXeMa NpH MaUHMeHTH B CTapUecKa BB3pacT € ChILATa, PH
YBE/AHYABaHE HA 103aTa C& H3UCKBA NMOBHLICHO BHHMAaHUE.

Vnorpeba npH nMaHeHTH ¢ 6Bp0peuHa HeIOCTATEYHOCT: BXK. ToYKa 4.2,

Yorpeba npu nauneHTH ¢ YepHoaApoOHa HEAOCTATHHHOCT:

I[1pH namMeHTATE ¢ HepHOAPOOHO HapyIieHHEe HMa HAMAJTEH KIHPBHC Ha aMJIOAHITHH ¢ MOCICBAIRO
YESTHUABAHE HA (TONMYXMBOTA.,

[lennaTpyu4Ha OONyIalHa
[TposeaeHo e monMynauuoHHO PapMaKOKMHETHYHO NMPOYYBAHE NPH 74 Aela ¢ XHIICPTOHUA HA BB3PacT

or 1 1o 17 ronusn (34 nauueHTa Ha BB3pacT ot 6 A0 12 roauHy K 28 NauMeHTH Ha BB3pacT oT 13 1o
17 ronMHu), NpHEMALIH aMIOAMITHH B 034 Mexay 1,25 mg u 20 mg eanH wiM Jsa NbTH AHEBHO, IIpH
Aeuata ot 6 1o 12 roanHu  oHomuTe oT 13 A0 17 rofHKH HOPMATHHAT NepopaleH KAMPEHE € OHA
crotBerHo 22,5 1 27,4 L/h nput mbkere 1 16,4 1 21,3 L/h npu skenwre. Habntoganana e mupoka
BapHAGHIHOCT HA EKCIIO3HIMATA TIPH OTAEHUTE UHAHBKHAH. [laHHHTe 3a Aella Ha BE3PACT MOA 6
roAMHH ¢a OTPaHHYCHH.

5.3 TlpeaknudHyny JanHH 3a GezomacHoCT

Hepundonpun:
B U3OHTBaHMA 33 XPOHHYHA NEPOpaNHa TOKCHYHOCT (NpH MIbX0oBe U MalMyHH) TapreTeH OpraH €
OBOpeKET, ¢ OOPaTHMO YBpEXIaHe,

B in vitro HIM in Vivo NpoyuyBaHHA He ¢ HabmoaaBaHa MyTareHHOCT.

H3nuTsaHAATa 32 penpoAYKTHBHA TOKCHUHOCT (TIPH IUTbXOBE, MHILIKH, 3afLH H MaliMyHu) He
[OKA3BAT AAHHH 338 eMGPHOTOKCHYHOCT MITH TepaTorenHocT. Bee nak, MMa nanHu, ue MHxHOuTOpHTE
HA aHTHOTEH3HH KOHBEPTHPAILIHA SH3UM KaTO KIaC MPEAH3BHKBAT HeXKeNaHH e(eXTH BHPXY KECHOTO
_ erano passHTHE, BoACIUM A0 (eTanHa CMBPT H BPOREHH eheKTH NpH rpu3ayy U aiH:
HabmogasaHH ¢a 650peyHH Ae3UH U MOBHIUEHHE Ha NEpH- H MOCTHATAAHATA CMBPTHOCT,

B abarocpoutn WINUTBAHKMS NPH IIIBXOBE ¥ MUILKHK He ¢ Ha0moaaBaHa KaHIEPOTCHHOCT.

Amnodunun.

KapuMHOreHHOCT, MyTar€HHOCT, HapyllieHHe Ha (pepTHaHTeTa

[Tpy NIBXOBE W MHILIKY, TPETHPAHH B MPOTR/KEHHE Ha ABE M'OAWHH C aMIOJAMITHH B XPAHATA, B
KOHLIEHTpPAlluy, OCHIypABallH AHEBHH J030BH HuBa ot 0,5, 1,25 u 2,5 mg/kg/AHeBHO He ca
YCTAHOBEHH JOKa3aTeNncTea 3a KaHueporeHHoct. Hali-picokaTa 103a (MpH MHLLIKH € CXOAHA, & NPH
[LTHXOBE ¢ ABA MHTH* HAZ MaKCHMaNHAaTa NpenopbyiBaia KIHHIHA 7032 OT 10 mg ChOTHECEHO KbM
mg/m?) e 61na 6H3Ka IO MAKCHMMAIHATa NOHECEHA A03a MPH MAINIKY, HO HE H ITPH TLTBXOBE. . . S

[TpoyuBaHna Ha MYTAreHHHUTE CBOMCTBA HE C& YCTAHOBWIIH BIHAHUE BBPXY MEHHTE HIH Wsow;
CBBP3aHO ¢ IEKAPCTBOTO, ¥

He ce nabnonasa noBnHaABaHe Ha GepTHNHTETA MPH MIHX0BE, TPETHPAHH C aMnoan_;
JIHH, & XKeHCKHTe -14 1HK npe YndTocBaneTo) B Ko3u oT 10 mg/kg/nen (8% mbTH H
npenopBYBaHa A03a NpH Xopa oT 10 mg/aeH, oTHeCeHO KbM mg/mz2). B apyro npoydl
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[UTHXOBE, B KOGTO MBKKHTE HHAHBHAY €4 TPETHPAHU ¢ AMIOAUITHHOB Ge3unat B npogs/ketue Ha 30
IHH B JIO34, CXOHH ¢ Te3HW NMpH Xopa, Ha 6a3a mg/kg, ¢ ycraHOBEHa MOHHKECHa KOHLICHTpalHA Ha
($OAMKYIO-CTHMYMHPALL XOPMOH H TECTOCTEPOH B TUIa3MAaTa, KAKTO M HaManeHa IUTETHOCT Ha
CeMEHHATa TeYHOCT U HAMANCHHE Ha Gpos Ha 3pesTH CNepMaTo30HaH H CEPTONUEBH KICTKH.

Hznvteanng 3a penpoOAYKTHBHA TOKCHYHOCT MPH MTEX0BE H MULIIKH [TOKA3BAT YABJDKEH CPOK Ha
OpeMEHHOCTTa, YAB/DKEeH POAOS NPOLEC H NIOBHINEHHE HA NOCTHATANIHATA CMBPTHOCT NPH AO3H OKONO
50 nBTH Haa MAKCUMANTHATA OPellOpBYNTENHA R03a 3a X0pa Ha 6a3a mg/kg.

*Ha 6a3a naument ¢ terno 50 kg

6. GAPMAIIEBTHYHHH JAHHU

6.1 Cnucebk HA NOMOLHHTE BeMmieCTRA

HaTpues HHUISCTEH MNHKONAT (THIT A)
Cnuneponos auGexeHar

Kanuues xunporeHdochart, Ge3soneH
Tpexanosa auxuapar

Llenynosa Mukpokpuctanta (E460)
MarHe3aues OKCHR, JIeK

KpocnoBuaoH

Marnesunep cteapar (E572)

6.2 HechLBMECTHMOCTH

Henpunoxumo

6.3 Cpox na roaHocr

Bancrepun onaxkoBkH (AL/AL):
2 ronyHm.,

OnakoBka 33 TaleTKH oT NOIHNpONKAeH ¢ BHCOKA NILTHOCT (HDPE):
2 TORMHM,

Cpox Ha rogHOCT ¢J1ef NBPBO OTBApAHE:
6 mecenta

6.4 CoeunasuH ycJoBHA Ha ChXpAHCHHE
AL/AL 6nucrepu: Ja ce cexpaHaBa B OpPrHHAIHATA OMAKOBKA, 34 /18 C¢ Mpelina3y oT CBCTIHHA.

ByTunka ot nonunponiieH ¢ ucoka mbtHocT (HDPE): [la ce cexpaHsana nox 30°C. face
ChXPaHABA B OpTHHANIHATA OMAKOBKA, 32 JIa ¢¢ Npe/iNa3n OT CBETIIHHA.

6.5 BuaHu cpaALpKAHHE HA ONAKOBKATA
Anymunuit/ AnyMuHnil 6nucrep

ByTunka oT nosiHaponiieH ¢ Bucoka mwsTHOCT (HDPE), chabpiaiia CyulHTe], 3aneiaTand © ¢onHo
M 3aTBApSilia C€ ChC 3AMHTEHA OT OTBAPAHE OT ACLa MOTHIPONMHICHOBA (PP) xanauxa. e
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brucrepuu onakosky ot 10, 30, 60, 90 Tabnerkn.
byrunxa: 100 Tabnerkwu.

He BcHukH BUAOBE ONAKOBKH MOraT Aa ObAaT mycHatH B Mpoaaxoa.

6.6 Coeumnaann upenimsnn MepPKH NpPH H3XBLpAsSHE H pafoTa

Hsama cneupanHi H3UCKBAHHA 32 H3XBEPASAHE,

HeusnonspaHusT JEKAPCTREH NPOJYKT KM OTNaAbYHATE MATEPHANH OT Hero TpAOBA Aa ¢e H3XBBP/IAT
B CHOTBETCTBHE C MECTHHTE H3HCKBaHHA.

7. IPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Stada Arzneimittel AG

Stadastrasse 2-18
61118 Bad Vilbel

Il'epmanud

8. HOMEP(A) HA PASPEIIEHHMETO 3A YIIOTPEBA
PerucrpanHoHeH HOMep:

Amomnpun 4 mg/S mg: 20160377

Amonnpun § mg/5 mg: 20160378

Amonnpun 4 mg/10 mg: 20160379
Amonnpun 8 mg/10 mg: 20160380

9. JIATA HA ITBPBO PA3PEIIABAHE/MIONHOBSIBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

11.11.2016

10, JATA HA AKTYA/IM3UPAHE HA TEKCTA

12/2016
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