AN
NOBPEHO!

2. KAYECTBEH 1 KOJIHYECTBEH ChCTAB

Eana Tabnerka chappika 3,395 mg nepuHAONPHIT apruHUH (perindopril arginine) CbOTBETCTEAIIH HA 5 mg
nepunonpHn (perindopril), u 6,935 mg amMIOAMINH CBOTBETCTEALIH Ha 5 mg amJIoAHMNHH Ge3mnnat
(amlodipine besilate),

_'Hl'-r-i-i-n T i i

TTOMOILIHO BELIECTBO: JaKTO3a MOHOXHAPAT.

4 ITBJIHHS CIMCLK HA MOMOLIHUTE BEIECTBA, BHAKTC TOYKA 6.1.

. JIEKAPCTBEHA ®OPMA

Tabnerka.

4, rpae a cTpaHa.

. KJAHWYHMA JAHHU

4, TepaneBTUYHH NOKA3AHHA

TMPECTAPHYM-KO e noxazas KaTo 3aMeCcTBallla TepanuA 3a AeUeHre Ha eCOHLMAIIHRA XHMIEPTOHUA H/HIIH
cTabuIHA KOpOHapHa GONeCT NPH NAUMEHTH KOHTPOJIKPaHH MPEIH TOBA © NEPUHAOTIPAI H AMIIOJHITHH,
rpreMaHu eJHOBPEMEHHO B CbIIATa I03HPOBKA.

4.2 Ho3upoBKA H HAYHH HA NPHJI0KEHHE

[TepopaHO NPHIIOKEHUE,
Eqra TabeTka QHEBHO KATO efHOKPATHA 3033, IPHEMaHa 32 MPEANOYHTAHE CYTPHH H TIpEAY XPaHCHE.

dbukcupaHaTa KOMOHHaIMA HE © TIOAXOMALIA 3a HARAIHO JIEYCHHE,
TIp1 HeOGXOMMMOCT OT TIPOMAHA B HAUWHA Ha TIPHIIOKCHHE, 103aTa Hd [MPECTAPUYM-KO 6u mMoria aa
Ghe IPOMEHEHA WIIH MOXKE 1a & 00CHAN HHIAMBHYATU3HPAHE Ha JIEICHHUCTO
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EMMUHALKATA Ha NEPUHIONPHIAT € IOHIKCHA MPH HalpeiHaia Bb3pact U MpH [atHeHTH C OB0peuHa
penocrateydocT. [Io Tasu npuunHa, 0OUHaHHOTO MEJHMIMHCKO MPOC/ICAABAHL TpsiOBa Aa BKJIIOYBA YE€CTO
W3CICABAHE HA KPeaTHHUHA H KaJIHA.

[TPECTAPUVYM-KO moxe aa 6bae OpuiaoKeH NpH MAUHCHTH ¢ Cler = 60ml/min, HO He e moAXOAAI, MPH
manuents ¢ Cler < 60ml/min. ITpu TaxiBa MALKEHTH C€ TIPETOPBHHBA MHAMBHIYAJIHO TUTPHpaHe Ha 1103aTa
Ha OTJEJIHUTE KOMIIOHECHTH.

[IpoMeHuTE B [UTA3MEHATA KOHLUEHTPALHA Ha aMJIOIMITHH HE ChOTBETCTBAT Ha cTeneHTa Ha 6pOpeyHarTa
HeOCTATBYHOCT.

Hayuenmu ¢ 4epHoOPoOOHQ HeQOCMAMBYHOCIM. BIC. MMOUKA 44ul.2

HauunbT Ha AO3UPAHE TIPH TIAMEHTH C YePHOAPOOHA HEIOCTATBHHOCT HE € YCTAHOBCH. CneaoBaTeNHo, NMPH
taxuga matmentd [IPECTAPITYM-KO 1pabea Aa ce npuara ¢ NOBHINCHO BHHMAHHE.

Heya u noopacmeaiyut

He ce npenopwuBa ynorpedara Ha [IPECTAPHUYM-KO npu zeua u ToApacTBAlH, ThH KaTo e(PHKACHOCTTA
1 IOHOCHMOCTTA Ha NIEPUHIONPHI M aMJIOJMIIHH, CAMOCTOATEIHO HITH B KOMOMHALIW, HE Ca YCTAaHOBCHH
NpH feLaTta U NOAPacTBaLUTE.

4,3 IIpornBONOKA3AHHA

Cevp3anu ¢ REPUHOORPUN.

- CBPBXUYYBCTBHTEJHOCT KbM [IEPUHAOTIPHIT WK KbM APYT ACE naxubwrop,

. AHaMHe3a 32 aHTMOHEBPOTHYEH OTOK BbB BPB3Ka C MPEAUISCTBALIO JICUCHAUC ACE naxubuTop,
- HacneacTseH WIK HAUWONIATAYEH aHTHOHEBPOTHHCH OTOK,

- BropH M TpeTH TPHMeCTEP Ha OPeMEeHHOCTTA (Bx. TOYKH 4.4 4 4.6).

Cewvp3ani ¢ GMACOUNUN.

- Texxa XHUIIOTEH3HA,

. CBPBXYYBCTBUTEIHOCT KBM aMJIOIMIIHH HIH KbM APYrd AMXHAPOTHPHAHHH,

- 1llok, BKTIOYHTENHO KApAHOTeHEH LIOK,

- O6CTpYKUMA Ha M3XOHHMA TPAKT Ha JIABATa KaMEpa (Hanp. BUCOKOCTENEeHHA a0pTHA CTEHO3a),
-  HecTabunHa aHTHHA NEKTOPHE (C MIKITIOYCHHME HA AHIMHATa Ha Prinzmetal),

- CoppaeyHa HeZOCTATBYHOCT CIE OCThP MHOKAp/CH yHbapKT (TIpe3 MbPBUATE 28 HH).

Cevp3anu ¢ HIPECTAPHYM-KO :

. BcHYKM TPOTHBONOKA3aHHA, CBBbP3aHH € BCAKO OTACIIHO aKTHBHO BENIECTBO, H30POCHH TO-rope, e
OTHAcAT H 3a (PHKCHpaHaTa KOMOHHALNS ITPECTAPUYM-KO.
- CBpPBXUYBCTBUTEIHOCT KbM HAKOE OT NOMOUIHATE BCILECTBA.

4.4 CpenuajiH npegynpesxaeHnsa U NpeAnasHid MEpKH BpH ynotTpeda

BouMuKH MPEAYNPEKIESHUsA, CBBP3aHH C BCIKO OTACHO AKTHBHO BCILCCTBO, H30pOEHH TI0-A0TY, € OTHACAT H
33 GUKCHpaHATa KOMOMHALIMA [TIPECTAPUYM-KO.

Cewp3ani ¢ nepuHoonpus

Creyuaniy npeoynpeicoenus

Cepvxuyecmeumenriocm/AHeuoHespomuie Omox.

Panxo ce cho0mana 3a aHrMOHEBPOTHYEH OTOK Ha JIMLETO, KpaWHHULWTE, YCTHHTE, J}HF&BHIJ,HT_B; ¢auka,
[IOTHCA /WM JIAPMHKCA NPH NalueHTH Jekysand ¢ ACE HHXHOHUTOPH, BKTIOYHTETHO TIEPHHACTIPWI (BXK.



touxa 4.8). Toif Moxe Ja HACTBIH M0 BCAKO BPEME NPH JICYCHHC. B te3u coyuan IPECTAPHYM-KO
Tp#GBa Ja 6ba€ CripiaH He3abaBHO, TPAOBa /1A 3aN0YHE CHOTBETHO MOHWTOPHPAHE, KOCTO MpoAb/IKaBa
IOKATO HACTBIH ITH/THO H3/IEKYBaHE HA CUMITTOMMTE. B cimyvaute, NpH KOWTO OTOKBT o0xBa1ua camMo JTHLETO
H YCTHHTE, CBCTOSHHETO OOMKHOBEHO NMPEMHHABA 6e3 JleucHue, FBIPEKH Y€ RHTHXUCTAMHHOBHTE CPEACTBA
nonskora obJiekyapaT OIUTaKBAHHATA.

AHFMOHEBPOTHYHHAT OTOK, CBBP3aH ¢ OTOK Ha JIapHHKCa, voxce na Obae datanen. [Ipu oOxBalnane Ha
e3uKa, [IOTHCA H/TH JIAPHHKCA, Ch3AaBallo PHCK OT o6CTpYKLMS Ha AMXATe/IHHTE MbTHIIA, TpAOBa
Heza0aBHO fa ce NPHIIOAKH CICIIHO JEUCHHE. To BKIIOYEA BHBEIAHE HA aAPCHANHE WA OCUTyPABAHS HA
MpOXOAMMOCT Ha JUXATe/IHATE IBTUILA. TTanmedTsT Tpabea Aa 6bie Moz cTPOro MEHIMHCKO HaOmMOAeHHE
JOKATO HACTBITH ITBJTHO H TPAHHO NPEMHHABAHE Ha CHMITTOMAaTHKaTa.

[TausieHTH ¢ aHaMHe3a 3a Hecebp3ad ¢ ACE MHXHOUTOPHO JIeUCHHE aHTHOHCBPOTHHCH OTOK HMAT MOBULUEH
PHCK OT aHrHOHEBPOTHYEH OTOK, I0KATO IPpHEMAT ACE nuxuburop (Bxk. Touka 4.3).

MmMa pelxy CboOLIEHHS 38 MHTECTUHAICH AHMMOHEBPOTHYEH OTOK IMPH TIALMEHTH ICKYBaHH & ACE
prExHOuTopH. Te3u NalMenTH ca ce NPEACTABAIH ¢ KOpeMHa Gonka (¢ win 6e3 raicHe H MOBPHINAHE); HAKOH
OT T€3H CiiyYaH He ca OHIIM MpeAeCTsaHy OT AHTMOHEBPOTHHCH OTOK Ha JIMIETO, & HUBOTO Ha ecrepasa C-1
e 6110 HOpMaJIHO. AHTHOHEBPOTHUHHSAT OTOK © G AHACHOCTHULIMPAH ¢ MOMOLUTA HA NPOLCAYPH,
BIUBOYBAMIA A6A0MHHAHA KOMIIOTEPHA TOMOTpaus Wik YNTPaspyk, Wi [0 BpeMe Ha oriepaLms, a
CcHMITTOMATHKATa € TPEMUHHAIA HAITBJIHO C/IC CITHPAHE Ha ACE uaxubuTopa. HHTECTUHATTHHAT
AHIHOHEBPOTHYEH OTOK TpAOBa 1a C€ BKIJIFOYH B nuepeHnanHaTa IMarHo3a NpH NaueHTY, npyeMaiiu
ACE HHxubOHTOPH, KOUTO C€ NPEACTABAT ¢ KOPEMHA Gosnka (BK. Touka 4.8).

Anagunaxmoudny peaxyuu no speme Ha aghepe3a HaQ AUNORPOMEUHUME C HUCKd nwwmuocm(LDL):

Pajko, maupenTu npueManm ACE MHXHGHTOPH TIO BpeMe Ha adepesa Ha JIRIONPOTEUHHTC C HHCKA
nrerHoeT (LDL) ¢ aexcrpaHos cyiadar nomy4asar SKHBOTO3ACTPAILABAIH AHA(HITAKTONIHH PCAKIHH. Tesu
peaKIMK ce H30ArBaT Ype3s BpeMEHHA OTMAHA Ha ACE MHXUOWTOPHOTO NSUCHKS IPSAM BCAKA acdepesa,

Anapunaxmouonu peaxyu no peme nd QecencubuUTUIaAYUA:

Wma nanuedtu npreMaii ACE HHXHOUTOPH 110 BPEMC HA NeceHCHOWIHBHPALIO TeYeHHe (Hamp. ¢ 0TpOBa
Ha LIUITOKPHJIA HACEKOMH), KOMTO MOJTy1aBaT anaduNaKTOMAHA peakuu. 11py Te3H NaleHTH peaKIHMTe ¢
n36arear upes pemeHHo crHpate Ha ACE MHXHOMTOPUTE, HO MOraT fa ¢€ NOBTOPAT PU chayvaiiHa

NPOBOKALIUA.

Heymponeuuﬂ,/Aepanyﬂouumoaa/T PomboyUmonenus/Anemus.

Cp0o0MIaBa Ce 3a 33 HEYTPONCHHA/arpaHyJIOLHTO38, TPOMGOLMTONEHHA H AHEMHSA NPH MALHEHTH npHeManiy
ACE unaxuburopu. [Ipy nalHeHTH ¢ HOPMAJTHA 6uOpeuna PyHKIWS ¥ NMNCA Ha APYTA YCAOKHARAIIH
(haKkTOp¥ HEYTPONEHHs HACTBIIBA PAIKO. [Tepuraonpu TpsAdBa Aa ¢ Npuiara M3KTIOYHTEIHA
NpeAnasIMBOCT MPH MaUEHTH CbC CBA0BA KOJIAreHo3a, HMYHOCYTIPECOPHO JIEUEHHE, JIEUCHHE C a/IOITyPHHOI
WM TIPOKAMHAMH KITH ¢ KOMOHHALA OT TE3H YCJTOKHABALLH (PAKTOPH, ocoDeHo MpH NPeAmECCTBAIN0
HapylIeHne Ha GOpeunara GyHKIHA. Hsaxou OT T€3U NTAMEHTH pa3BHBAT CEPHO3HH HH(pEeKIMH, KOUTO B
OT/ENHY CITYYau He ¢& TOBMUABAT OT HHTCH3HEHA aHTHOMOTHUHA Tepanud. B Te3u CIy4aH IpH ynoTpeda Ha
MEPUHACIPHII, Ce TPENOopHYBa MEPHOMHHO H3CIICABAHRC Ha JIEBKOLMTHUTE, 2 MANHEeHTET TpAdBa Aa Ce
MHCTPYKTHpa Aa cbobUlaBa 3@ BCCKH IPH3HAK HA HHpEKLHA,

[Ipednasnu mMepxy npu ynompeba

Xunomensus.

ACE uBXHOHTOpHTE MOTAT /Ia IPEAX3BHKAT CHaJaHe Ha KPHBHOTO Hajarade. CuMITroMaTHYHA XHIOTCH3HA
ce HaGMIoaBa PAAKO MPH HEYCIIOKHEHH XMIIEPTOHHLI ¥ © TIO-BEPOATHO 14 HACTHIH (IPY TAUMCHTH C
HAMaJIEH IMPKY/IApALl 0GEM, Harp. NIPH AMYPETHHHO JICHEHHE, OTPAHHUCH MIPHEM Ha FOTBAPCKa COll,
MATH3a, JMAPHS WM NOBPBIIAHE WIH ¢ TEXKa peHHH-3aBUCHMA XunepToHus (BX. touka 4.5 u 4.8). Ilpn
[ALMEHTH C BHCOK PUCK OT CHMITTOMATHYHA XHIOTCHIKA © HeOBXOMHM CTPOT KOHTPOJ Ha KPHBHOTO
HanaraHe, 0s0peyHaTa QyHKUMA A CEPYMHHA KaJMii TI0 BpeMe Ha JICUEHHE C [MPECTAPUYM-KO.
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ChIuTe ¢ChOOPAKEHUA c€ OTHACAT M 33 TIALINCHTH C NCXEMITHHA S0NecCT Ha CHPLETO UK MO3BUYHO-CHAOBA
GoJIecT, IPH KOWTO TIPEKOMEPHOTO CrafaHe Ha KPEBHOTO HajsraHe MO)ke Aa JoBeJie A0 MHOKap/CH
HHGdapKT WITH MO3BYHO-CHROB HHUMUACHT.

[Ipu HacTbNBaHE HA XMITOTEH3HA MALMEHTHT rpabBa na 6p/1e NOCTaBeH B XOPH3OHTATHO MONOKEHYC U, aKO ©
He0BX0NMMO, AA NOTYYH HHTPABEHO3HA WH(Y3HUA Ha pasTBOp Ha HATPHEE xjopaa 9 mg/ml (0.9%).
[TpexOAHAAT XHIIOTSH3UBEH OTIOBOP HE © MIPOTHBONOKA3aHUE 32 TIPHEM Ha AOTBAHUTENHH AC3H, KOHTQ
OBHKHOBEHO MOraT Ja GpaaT NpAIoKeHH Oe3 3aTPYAHCHHE, Korato KPBLBHOTO HAJIAraHe Ce NOBHIUH CJIEA
00eMHO 3aMECTBAHE.

Cmeno3a HQ GopmHama u MUmparHama Kiana / XunepmpoQuuHa KapOUOMUONGIMUA.

KakTo rpu npuemase Ha apyra ACE HHXUOKHTOPH, TIEPHHAOTIPII TPsOBa Aa Oppe npunarad ¢ NOBHUICHO
BHUMAHHE MPH NALMEHTH ChC CTEHO3a Ha MUTPA/IHATA KIalld H oGCTPYKIHS Ha JIEBOKAMEPHOTO
H3TINACKBaHE, HATMp. IPH aopTHA CTEHO3a KITH xuneprpodhMuHa KapAHOMHOIATHA.

Brbpeuna HeOOCMamvYHOCM.

[Ipn 6BOpeyHa HeLOCTATEYHOCT (KpeaTHHHHOB KIHpPBHC < 60 ml/min) ce npenopr4Ba UHAUBHIYaNHO
TUTPHpaHE Ha J03aTa Ha OTACJHUTE KOMIIOHEHTH (k. Touka 4.2).

PyTHHHOTO M3C/IeBaHe Ha KAJIH H KPEATHHHH € YacT OT HOPMAIHATA MEHIIWHCKA TIPAKTHKA [IPH
nanueHTH ¢ GE0peuHa HeAOCTAaTHYHOCT (BK. TOYKA 4.8).

[Tpu HAKOH MAUMEHTH ¢ IByCTpaHHa CTCHO3A Ha GBOpeYHUTE aPTEPHH WM CTEHO32 Ha apTepriATa KbM
eXHHCTBEH OB0pek, nexyBaHH ¢ ACE HHXHOUTOPH, ce Hab/oxaBa MOBMLIABAHE HA KPBBHATA yped H
CepyMHMs KPeaTHHUH, 00HKHOBEHO oGpaTHMO CIIEAl CMpaHe HA JICUEHHETO. Tosa e 0co0eHO BepOATHO TIPH
naupeHTH ¢ 6B6peYHa HEAOCTATEYHOCT. AKO ITPH TOBA € HATUC H 6B6peuHO-CHA0BA XUTICPTOHNA,
CHIIECTBYBA [OBHIICH PHCK OT TEKKA XHAOTCH3HA M 616peuna HeAOCTaTEUHOCT. HAKOU XHITEPTOHHIH 6e3
apHa npeectralia 66OpevHa CHIOBA GomeCT MOMYYARaT MOBULIEHHE HA KPBHBHATA yPes H CepYMHHA
KpeaTHHHH, OONKHOBEHO HESHAUMTEIIHO W TIPEXO/HO, ocoOeHO0 MPH €AHOBPEMEHHO MPHIIOKCHHC Ha
NepHHAONPHI W XHypeTHK. 110-BEpOATHO € TOBA /1a HACTBIIM [IPH NALMEHTH ¢ HaJTHYHA OBOpevHa
HEAOCTATBYHOCT.

UeprodpobHa HeQOCMAamv4HOCH!

Psaaxo, ACE uaxuGuropuTe ¢a CBBP3aHH ChC CHHAPOM, KOITO 3ar04Ba ¢ XoJjecTaTHIHa KBJITCHALA H
nporpecupa Ao $yIMHEAHTHA yepHOApOOHA HEKpO3a M (ToHsAKOTa) CMBPT. MeXaHU3MBT Ha TO3H CHHAPOM
we e masicreH. [armenty nonyyaeauu ACE HHXHOUTOPH, KOMTO PasBHBAT YBITEHULA WY 3HAUHTEIHO
[IOBMIICHHE Ha Ye€pHOAPOOHUTE EH3HMH, tpabsa ga cupat ACE HHXHOWTOpa K A4 TIONY9aT CHOTBETHO
METULMHCKO MpoceasBaHe (B, TOUKA 4.8).

Paca:

[Ipy nmauueHTH OT YepHATa paca ACE uHXUOMTOpHUTE NPHYHHABAT MO-UECTO AHIHOHEBPOTHHCH OTOK,
OTKOJIKOTO TIpH TIALIMEHTH OT ApyTa paca.

[loxo6no Ha Apyrk ACE HHXUOHTODPH, NEPHHAOTIPHI MOXC N1 6bae no-cnabo epeKTHBEH 38 MOHIKABAHE
Ha KPBBHOTO HANATAHE I1PY NALMCHTH OT YepHATA paca, OTKOJIKOTO NPH T€3H OT Jpyra paca, BepoATHO
NopazH TO-YECTHTES HHUCKO-PECHUHOBH CHCTOAHNS CPE MOy NaUHATa Ha YCPHOKOXKHTE XHIIECPTOHMUIIH.

Kawnuya:

CpofInaBa ce 3a Kauuiuua npH ynorpeda Ha ACE nuxu6urops. XapakTepHaTa KalLTHLIA € HENPOAyKTHBHA,
yIOpATA H IPeMHHaBa el CHHpaHe Ha JICYCHHUCTO. Kamnunata npeauserkana oT ACE HHXUOHTOPH
Tpa6Ba Aa C€ UMa MPe/BH] KAaTO HacT OT pedepeHIHATTHATA MArH032a Ha KalllTHLIATA.
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pesy/ITaT Ha KOMIIEHCATOPHO ocBOGOX AaBaHe Ha peHuH. Topa neueHue TpIOBa Ka ce CTpe SIHO JEHOHOLIHME
fipe/H onepaiusaTa. AKO HACTBIIM XHIIOTEH3HA, 38 KOATO C¢ NpeueHy 9e ¢ Ab/IKHM Ha TO3H MEXaHUIBM, T4
MOKe 1a Obie KOpUTrHpaHa upe3 00eMHO 3aMECTBAHE.

Xunepranuemus.

[Tp¥ HAKOH NAUMEHTH JICKYBaHU C ACE HHXHOHMTOPH, BKITIOYHTETHO NCPHHAOTIPAI, CC HaOaronaba
OBMLIABAHE HA CEPyMHHA Kamuil. PHCKOBUTE (PaKTOPH 3a PA3BUTHE Ha XWNEPKATTMEMMS BKITIOYBAT
GpOpeuHa HeAOCTATBYHOCT, BJIOIIABAHE HA 6eOpeunaTa GyHKIHs, BB3pAcT (> 70 romuHM), 3aXapeH auader,
MPUAPYKABALLHA CHCTOSHUA, TIO-CTICLIHANIHO IEXHpaTaliii, ocTpa ChpAeYHa JeKOMIEHCALHA, MeTabOTUTHA
ALA033 M €HOBpeMeHHa yroTpeba Ha Kani-ChXPaHsiBalln QMY PETHIM, Karmuesy J00aBKY Wik KATAH-
ChABPIKAIIA 3aMECTHTEIH HA FOTBApCKaTa COJL; NallACHTH NpueMalli APYTH JIeKapeTBa CBhp3atH C
[IOBMIUEHME HA CEPYMHHS KTHi (HATp. XENnapu). Yrnorpe6aTa Ha Kanuesy J0OaBKH, KaTHH-CHXpaHsBallH
JMYPETHIM WIH KaTHi-ChAbPIKAILH 3aMECTHTE/H Ha roTBapcKara col, 0coGeHO NPH MalMeHTH ¢ HapyllieHd
6p6peuna QyHKLMS MOXE Aa AOBEAC A0 3HATHTEHO [IOBHAIIEHAE HA CEPYMHHA KATHH. XUHCPKATHCMHATA
MOJKE 712 NPHYMHY CEPUO3HH, NOHAKOra daTanH{ apHuTMHH. B ClTydanTe, Koraro e JHOBpEMEHHATa YNoTpeba
Ha TIEPUHIONPHJ WIH HAKOE OT FOPECNOMCHATHTE CPeICTRA CC CMSTA 34 YMECTHA, Te TpaOBa ja ce
M3MO/ZBAT C NOBUIIEHO BHUMAHME H TIPH 4€CTO H3C/IE/BaHe Ha CEPYMHHMA kanui (BXK. To4Ka 4.3).

uabemuyu:

[Tpu nuabeTHLH JEKYBaHH ¢ NIEPOPATHH npoTuBoanabeTHY CPeICTEA W WHCYIHH MIHKEMHARIAT KOHTpOJ
rps6Ba 1a 6bae CTPOro MOHHTOPHPAH O BPEME Ha ITbPBHA vecew ot neueHnero ¢ ACE unxuburop (Bx.
touka 4.5).

Cevpzanu ¢ AMAOOURH.

[Ipednasnu mepxy npy ynompeba

[Tayuenmu ¢ HapywieHa 4eproopodHa yrxyun.

KakTO NMpH BCHYKK KATIHEBH aHTArOHUCTH, TOJTYKHBOTET Ha AMJTOIIMITHH € YAB/IKEH NPH NALHEHTH C
AapylieHa YepHopoOHa dyHnkuua. llopaan ToBa, (pH TAKHBA [aLeHTH IeKapcTBOTO TpaOsa aa Obae
[IPHIAraHo ¢ MOBHILEHO BHUMAaHWE U NIPH CTPOT KOHTPO Ha yepHOAPOOHHTE CHIMMH.

Hayuenmu cve chpOeund HEOOCMAMBYHOCM.

[laleHTH CBC ChHpAcUHA HEXOCTATHPYHOCT TpaGBa Aa ObAAT JieKyBaHH ¢ NOBHIICHO BHHUMAaHHE.

B abIrocpo4Ho I1anefo-KOHTPOTMPAaHO NPOYYBaHe (PRAISE-2) Ha aMJIOAMIAH NPH NAlHEHTH CHE
ChpAeYHa HEAOCTATBYHOCT NYHA III u IV ¢ HeHCXEMHYHA €THOIOTHS aMJIOJUIIHH © 6WJI CBBp3aH ¢ TIOBEYS
cpobuieHns 3a GeioapoOeH OTOK, BLIPEKH JIUTICATa Ha CHrHA(UKAHTHA Pa3iKKa B UECTOTATA Ha CIyHanTe
Ha BJIOLIEHA ChpAeYHA HEAOCTATBYHOCT B CPABHCHHE © mnanedo (BxK. To4ka 3.1}

Cenpzanu C HPECTAPHYM-KO

[Ipednaznu mepku npu ynompeba
IHomougru geugecmaa:

TMopazay HANKMMME Ha JAKTO32, TALHMCHTH C PEAKH HACHEACTRCHH npo6neMu ranakTo3Ha HeMOHOCHMOCT,
MIIOKO30-rajlakTo3Ha MaslabcopOuma 1 Lapp nakrases neduT He TpAOBA Aa MPHEMAT TO3H JIeKapCTREH

MPOMYKT.
Bzaumooeticmaus

EnHOBpeMeHHATa YIIOTpeOa Ha IMPECTAPHUYM-KO n nuTHEBH npenapaTH; KaJIHH-ChXPaHABAIIH
[MyPeTHINH WIH KalueBH N00aBKH, WIH dantrolene He ce mpernopbuBa (BXK. Touka 4.5).



Bpemennocm u KvpMeEHe

Vrnorpebarta Ha TIPECTAPUYM-KO He ce penopb4sa NpH KbpMeHe (ek. Touka 4.6). He TpabBa fa ce
samousa neuenne ¢ [IPECTAPUYM-KO no BpeMe Ha 6pemeHHOCT. OCBEH KOFaTo NPOILIKABAHETO HA
neuenuero ¢ [IPECTAPUYM-KO no BpeMe Ha GpeMEeHHOCTTA € KParHO HeoOX0OUMO, TTpY NMALUCHTH
[aHMpaly 3adpeMeHsBaHe TO Tpa6Ba Aa ce CMEHM ¢ AITCpHATHEHA aHTHXUTICPTEH3UBHA Tepanus, KOATO
yMa NoKa3aHo Oe3oraceH MpogHiI Ha ynorpe6a npyu OpeMEHHOCT. [1pi ycraHoBABaHe Ha OpeMECHHOCT,
neuennero ¢ IPECTAPUYM-KO tpadsa Aa ce cnpe ne3a0aBHO M aKo € HeOOXO0AUMO Jla €€ 3aro4He
afrTepHATUBHA Tepanus (BXK. TOUKa 4,3 n 4.6).

4.5 BaaumoeHcTBAE ¢ APYTH JEKAPCTBEHN NPOAYKTH H ApYra popMH Ha B3aHMoJeHCTBHE

Cevp3anu ¢ nepUROONpPUL

Ednoepemenna yrompeba, KOAmMo He c¢ nPenopyied -

Kanuii-CoXpanagauji Ouypemuyl, Karueeu dobasKy Wit KQuii-CbObPHCAUU 3aMECTRUMENU HA
20MEApPCKama CoA.

ACE uHxuGHTOpHTE HAMANIBAT MPEAN3BHKAHATA OT AUYPETHIIH sary6a Ha kanuil. Kanui-cpXpaHiBalluTe
[y pETHLH, HATIP, CIHPOHONIAKTOH, TPHAMTCPCH HITH AMIJIOPHJL, KATTHEBHTE A00aBKH WITH KaJIHii-
CHABPIKALLMTE 3aMECTHTENY HA roTBapCKatad coJl MOTaT @ NOBEJAT A0 CHPHH(HKAHTHO MOBHIIABAHC Ha
cepyMHHA KaJlMi ¥ 110 Ta3¥ IpHUHHHA HE CC IpenopBYBAT (BXK. TOUKA 4.4). Ako eqHOBpeMeHHATa yrnoTpeba e
[oka3aHa Mmopaay JOKa3aHa XHNOKAIHEMHUS, T4 Tpsbsa Aa Gpe BHAMATENHA H [1PY yecT KOHTPOJ Ha
KAJIHEMHATA.

JTumuesu npenapamu.

1ima CHOOIIEHHM 33 00paTHMO NOBHIICHHE HA CCPYMHHHTC JIMTHEBK KOHLICHTPallMH U TOKCHYHH peakilii
(TexKa HEBPOTOKCHIHOCT) MIPH €HOBPEMEHHO npunoxerue ¢ ACE uaxubaTopu. KombuHaipata oT
IepUHAONPHI U JIATHEBU NpenapaT HE CC npenopbusa. AKO KoMOHHALMATA € JOKa3aHO HeOOXOAHMa CE
[penophyBa BHAMATE/ICH KOHTPO Ha CEPyMHHA nuTAl (BK. TOHKa 4.4).

Ecmpamycmui.

[ToRHiLEH PUCK OT HeKeNaH! PeaKiny, HanpuMep AHI'MOREBPOTHYCH OTOK.

Eonospemenna ynompeba usuckeauia CneYUaing GHUMAHUE !

HecmepouoHu npOmMueoeb3naiIumennu cpedcmea (HCHBC) exnoyumenno acnupuy >3 g/oen.

[TpunoxeHHETO Ha HECTEPOHIHH NPOTHBOBB3NAIMTEIHU CPEICTBA MOKE 1a TIOBHUIN PUCKA OT BJIOINABAHC
ua GpOpeunata GyHKUMA, BKIIOUHTETHO © pEL3MOKHA M 0cTpa Or0peyHa HeJOCTATHTHOCT, ¥ d TIOBHLLIH
cepyMHH# KaJuH, ocofeHO NpY MAUMEHTH ¢ NIPeaiIeCTRalla 6BpOpeyHa HEAOCTATHYHOCT. KoMOuHaMATa
TpabBa Aa ce pwiara ¢ MOBHIIEHO BHAMAHMC, ocoGeHOo MpH HanpeAHana BE3pacT. [Tanpentute TpadBa Aa
6bAaT HOCTATHYHO XWAPATHPAHH, & C/IE 3ar04BaHe Ha KOMOWHHAPAHOTO JICHEHHE € weoOxoauMa OpoBepKa
ua 6b0peunara QyHKIWA, CNEX KOSTO TA TpabBa /1a ce KOHTPOJIHpa NCPHOAUTHO.

[Ipomueoduabemuu cpeocmsa (UHCYAUH, XURO2AUKEMULHU CYAPOHAMUOHU cpedcmea):
VnortpebaTa Ha HHXMOUTOPH Ha AHIHOTEH3HH-KOHBEPTHPALIKS SH3UM MOTaT Ja yBeauHar
~HmornakeMHaHus edekT nph AuadeTHIH NPoBekK Il TevdeHne ¢ MHCYJIHH KIIH ¢ XHUTOTTMKeMUHH

cyndoHaMuIHH cpeAcTBa. HacThIIBAHCTO Ha XAMOTTHKEMHS € MHOTO PAIKO (BEPOATHO HACTHIIBA
mooGpesne Ha IIIOKO3HUS TONSPAHC ¢ NOCTIC/BALIO HaMAJIeHME Ha KHCYJIMHOBHTE. HyKIH).

Eonospemenna ynompeba, KOAmMo mpatea 0a ce uMa npeodeuod;




Huypemuyu:

[lauuMeHTH HA AUYPETHLH H 0cOBEeHOo TE3U ¢ HaMaJIEH 1IHPKYTHPAIl ofeM W/HIH HAMAJIEHH COJICBH 3aMacH
MoOraT [a foJlysaT MPEeKOMEPHO MOHIDKEHHE Ha KPBBHOTO HAATaHE CICA 3aN09BaHC na neucHne ¢ ACE
HHXKOHTOP. PUCKBT OT XHIIOTCHIHBHU etexTH MOKe Aa O HAMANCH “Pe3 criipaHe Ha AHYPETHKA, YPE3
yREIHYABAHE HA IAPKYTPAINHA oGeM WM TIpUeMa Ha coJl NpeiH 3an04Bane Ha feyeHue ¢ HUCKH H
OCTENEHHO NIOKaYBalM Ce MO3H MCPHHAOTIPHIL.

CumMnamuKomMumemuy.

CHMIATHKOMHMETHIIMTE MOTAT 1 HaMAJIAT AHTHXMITEPTEH3UBHUTE S(PEKTH Ha ACE uHXHORTOPHTE.

Ipenapaniu co0bPICAYY 32AM0.

HuTpATOHIHH PeakiiHy (CHMITTOMATHKATA BKJIIOUBA 3a4€PBABAHE Ha JINLIECTO, FAICHE, NOBpPBiLAHE U
XUTIOTEH3HA) ce CHoOIABaT PAAKO NpH NALMEHTH Ha fneyeHre ¢ MEDKEKLIHOHHH penapaTi ChAbpKaiii
3naT0 (HATPHER aypOTHOMAJIAT) U €AHOBpEMEHHA ACE unxp6HropHa Tepantis, BRIIOYHTCIHO &

NepHHIONPHIL.

Cabp3any ¢ amacOUnuH

Ednoepemenna yrompebd, KOAmOo He ce hPenoppHed .

JlaHTpOJICH (nudy3n). 11py KUBOTHH € HaBTIONABAHO JIETATHO KAMEPHO MBXKACHE CIICA i.v. BbBEXKA2HC Ha
BEpAIAMIIT M JGHTPOJCH. Tlo aHanOrHA, KOMOMHALMATA OT aMJIOANIIHH H J@HTpOJICH TPAOBa J1a ce u30ArBa.

Ednospemenna ynompeba usuckeaua cneyuanio GHUMAHUE .

CYP3A4 niaykropu (pudamIHuKH, Hypericum perforatum, AHTHKOHBYJICAHTH, Halp. kKapOamasenHy,
henoGapbuTtan, GCHHTOUH, pocheHHTOHH, IPAMUIOH): €HOBPEMEHHOTO PHICHKEHHE MOXE /1a I0BEAC 11O
TOHIDKEHA fUIa3MeHa KOHIEHTPaiks Ha aMIOHIIHH, MOpasin yCKOpsiBaHE Ha uepHOApOOHUS MeTabOMUIBM
Ha AMJIOOUIIHH OT T€3H HHIYKTOPH. Heo6x01uMO € NOBHIIEHO BHUMAHUE 1IPH KOMGHHHpaHEe Ha aMJIOHUITHH
¢ CYP3A4 uHAYKTOPH ¥ HAUHHBT Ha NPITOKEHAE Ha AMJTOJMITMH MOYKE TIPH HyXcIa Ja ¢ cpoOpasy.
CYP3A4 nuxuburopy (MTPaKOHA30JL, KETOKOHA30M); SAHOBPEMEHHOTO NPUIIOKEHHE MOJKE [1a TOBHIUH

[ 1A3MEHATA KOHUEHTPALUs Ha aMJIOJUITHH H CHOTBETHO HeXKeTaAHUTE My EPEKTH.

MMoBKILIEHO BHYMAHME € HE0OXOOUMO TpH KOMOMHHpaHE Ha aMJIOJKITHH ¢ HTPAKOHA30 HJIH KETOKOHA30]1, &
NO3WpPOBKATA HA aMJIOZMITHH TpAGBa TIPH HYXJa 4 CC choOpasH.

Ednoepemenna ynompeoad, KOAMo mpadeq 0a ce uma npedsuq :

Bera-6nokepy ynoTpedsBaHH PH ChPICHHA HeXOCTATHUHOCT (GH30MPOJION, KapBeAHO, METPOTIONON):

PicK OT XHIOTEH3H, ChpAcHHa c1aboCT NpH NAaUHEeHTH CBC ChpAEUHA HEAOCTATHIHOCT, HE3aBUCHMO OT
TOBA AAJIM € JIATEHTHA UK JCKOMIICHCHpaHa (nobasaHe Ha HETaTWBEH HHOTPOTICH edexT). Hewo nmosee,

st

GeTa-GI0KepBT MOKE [1a HAMaTy CHMIIATHKOBHA peduiekc B ciiy4ai Ha NPeKOMEpHa XeMOJIHHAMHIHA
penepKycus.

Jlpyeu komOurHayuu

CaMOCTOATENHO, aMJTOJUITHH Ce [Iprjiara 6e3011acHO € THA3HAHHU Ny PETHIH, 6eTa-6aokepn, ACE
HHXUOHUTOPA, AbAro-JAefcTBalld HUTPATH, Cy6nHMHIBaJIEH HUTPOTJTMLICPUH, IATOKCHH, Bap(hapHH,
aTOPBACTATHH, cueHadus, AHTHALIHK ACKapCTsa (@ TyMMHHAEB XUIPOKCHAEH TE, MarHe3HUEB XHAPOKCHL,
CHMETHKOH), IMMETHRYH, HECTCPOHIIHY (POTHBOBB3IATIHTENHH CPSACTBA, aHTHOHOTHUUH-H-OPATTHH

XUAOTIMKEMHYHH CPEACTEA. /; NG e
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- e[HOBPEMEHHOTO MPHJIOKCHHUE Ha aMJIOMITHH & (MMETHIMH He IPOoMeHd (apMakOKHHETHKATA Ha
AMJIOAATIMH,

_ gorato cwiacHadw ¥ aMIIOAUTHH CC yroTpebAT B KOMOUHALHA, BCAKO OT TCSH CpENCTBa YNPasKHABA
He3aBMCHMO CBOS COOCTBEH aHTHXHIIEPTEH3HBCH e(peKT.

- cOK OT rpeindpyT : eAHOBPeMEHHOTO npunoKenue Ha 240 ml cok ot rpefindpyT ¢ ¢IHOKPATHA
nepopanua f03a oT 10 mg aMIOARIIMH TTPH 20 30paBy JOOPOBOJILA HE € MMAalla SHAHUM edexT BHPXY
hapMaKOKHHETHKATA HA aMIIOAHITHH.

Hemro moBeue, cneiiibuuHuTe NpoyuBaHus, MPOBCACHA ¢ HSKOM JIEKAPCTBA, Ca NIOKA3AIH, 1e aMIIOHTINH He

oKa3Ba BIHAHKE BEPXY PapMaKOKHHETHYHHTC UM rapaMmeTpH :

- aTOPBACTATHH : €AHOBPEMECHHOTO NPHI0KEHNE Ha MHOTOKPATHH 034 OT 10 mg amgoRHMHH K 80mg
aTOPBACTATHH HE BOJM JI0 3HaYNMa [IpOMAHA B PaBHOBECHWTS HAPMAKOKNHETHHHH napamMeTpH Ha
ATOPBACTATHH.

- WTOKCHH : €AHOBPEMEHHOTO NPHIOKEHUE HA AMJTOQHITHE ¥ JHTOKCHH HE TIPOMEHA CEPYMHHTC HHBA HA
UrOKCHH WK GBOpeYHUs KIIHPBHC Ha JJUTOXCHH MpH 3ApaBH AOOPOBOITUA.

- BapdapuH : npy 3ApaBH MbXKE ToOpOBONLH €AHOBPEMEHHOTO NPUIOKEHHE HAa aMITOUIHH HE €
MPOMEHWIO 3HAYHMO edexTa Ha BapdaprH BEPXY BPEMETO Ha NPOTOMONHOBKSA OTTOBOP-
EAHOBpEMEHHOTO MPHIOKEHHE HA aMTOIHTIMH W BapghapHH HE € TPOMEHHIIO OTTOBROPA HA
npoTpoMOMHOBOTO BPEME KbM Bap¢apuH.

. ppKgocnopuH | PapMaKOKMHETHYHH POy BaHkA ¢ UKJIOCTIOPHH MOKa3BaT, 4e aMJioJUIIHH He poMeHd
carHuUKaHTHO PapMaKOKHHETHKATA Ha ITHKJIOCTIOPHH.

Ednospemenna ynompeod, KOAmo UsUCKed CReUUATHO BHUMQHUE .

BawiobeH. YCHIBaHE Ha aHTHXHCPTCHIUBHU edpexr. KOHTPON Ha KPBBHOTO HAJIATAHC H OnOpeuHaTa
GyHKIMA H CBOTBETHO choOpasaBaHe Ha 103aTa Ha AHTHUXMIIEPTEH3UBHOTO CPEACTBO, aKO € HeoOXOIUMO.

Eaﬂo&ﬂpemennaﬁmﬂmpeﬁa, xoamo mpabea oa ce umd npeosguo.

_ AHTHXHNEPTEH3UBHH CpeacTBa (Harp. GeTa-Onokepu) ¥ BA3OANNATATOPH
EaHOBpeMEHHATA YToTpeda Ha Te3n CPEACTRA MO3KE /14 3aCHIH XHITOTCH3HBHHTC edeKTH Ha
MepUHACTIPHA N AMIIOHNHH. EanoBpeMeHHaTa ynoTpeda ¢ HETPOTIMLIECPHH ¥ IPYTH HHTPATH WK ApYTH
Ra3OMHIIATATOPH MOKE JIOTBIHUTEIHO 1A OHHAKH KPBHBHOTO HAIIATaHE U CIIEI0BATEIHO M3HCKBA
[MOBHILIEHO BHUMAHHE,

. KopTrkocTepOHIH, TETPAKO3AKTHA . HaMa/IEeHHE Ha aHTHXHNECPTCHINBHHA edekT (3a0pbXKKa HA COTH H
TeYHOCTH JbJUKalla e Ha KOPTHKOCTEPOHIMTE).

, Anda-Onoxepute (Tpasocu, anty30cHH, 0KCA30CKH, TAMYIO3HH, Tepa3ocHH): yBEJIUYCH
AHTHXMITEPTCH3HBEH e)eKT 1 TIOBHUICH PHCK OT aprocTaTH4YHa XMIIOTCHIHA.

, AMHQOCTHH: MOXE Ja 3achIn AHTHXHMIIEPTEH3UBHUA €(EKT Ha aMJIOAHTIHH.

. TpuUIMKIHYHH aHTHIeNIPECAHTH/aHTHIICHXOTHYHH cpe/icTBa/aHeCTEeTHIIM: YBCJIHHCH AHTHXHIIEPTCH3HBEH
edyeKT ¥ yBeHMHEH PHCK OT OPTOCTATHHHA XHITOTCH3HA.

4.6 DpemMeEHOCT H KbPpMEHE

bpemennocm.

Cpbp3ady ¢ NepUHAONPHI

Ynorpebara Ha [MPECTAPHYM-KO He ce npenopbuba npe3 MbPEH3 TPUMECTHP Ha OpeMECHHOCTTA (BXK.
Touxa 4.4). Ynorpebarta Ha [IPECTAPUYM-KO e npoTHBoNoKasana npy BTOpHA K TpeTHA TPHMECTBP Ha
6peMeHHOCTTA (BXK. TOUKA 4.3 n4.4).

ERuNeMUONOTHYHUTE IAHHH OTHOCHO TEpATOreHHMA puck cnen ACE HHXAOHTOPHA C€KCIIO3HINA TIPE3
MEPBHS TPUMECTHP Ha OPEMEHHOCTTA HE €4 yGemuTeHy; BCE Ak, HE MOXKE 13 ¢ W3KJTIOYM JIEKO
yBeJINIaBaHe Ha PUCKA. OcpeH KOraTo MpoARDKaBaHeTo Ha IEHCHHETO © ACE vHxuOuTOpH NO BpEME Ha
6peMEeHHOCTTa CE CUMTAa 34 KpaiiHO HeOOXOANMO, MPH MaUEHTH IUlaHHpay aagpehiéﬁﬁﬁaﬂe TO TpAOBA Na

ce CMEHH ¢ aJITepHATHRHA AHTHXHIICPTECHINBHA TEPATTHA, KOSTO MMa AOKa3aHo; GesonaceH npodu Ha
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ynoTpeda npu OpeMEHHOCT. Ipu ycTaHOBsiBGHE Ha 6 peMeHHOCT, JICUCHHUETO C ACE unxuburopu TpaOsa na
ce cmpe He3abaBHO M aKO € 1eoBX0AUMO 1A Ce 3anoyHe alTepHaTHBHA TCPartHil.

Vispectso, e ACE mHxuCuTopHaTa eKCro3Upas IIpos BTOPHS M TPSTHS TPUMECTHD HA OpeMEHHOCTTa
npeau3BHKBa $EeTOTOKCHIHH edberTr NPy HOBEKA (TIOHHKECHA 6E6peuna GyHKIMS, OTUTOXHAPAMHHOL,
3a0aBsaHe Ha yepenHarta ocudHKalug) 1 HeOHATANHA TOKCHIHOCT (6BGpevHa HeOCTATBHHOCT, XWUNOTEH3WA,
XHTICPKATHEMHA) (BXK. TOUKa 5.3).

B cayuaii Ha ACE MHXNOMTOPHA SKCo3uiidsd o1 BTOpHA TPUMECTHP Ha GpeMeHHOCTTa C€ Npenophiba
yITpa3BYKOBO H3C/IEZiBaHE HA 6p0peuHara (hyHKIHA H Hepena.

Bebera, UMUTO MalKH ca IIPHUEMAJIA ACE unxu6utopu Tpsabea na Opaat HaOMonaBaHy BHUMATEIHO 32

Cppp3aHy ¢ aMJI0NIHH

J{aHHM OT orpaHM4eH Opoit eKCIO3HPaHH GpeMEeHHOCTH He MOKa3BaT HEeXKeAanH edeKTH Ha AMJIOHITHH H
NpyrH KanlHesH aHTarOHUCTH BBPXY 37[paBETO HA EMOPHOHA. Bee MaK ¢ BE3MOKEH PHCK OT MPOAB/IKHTEITHO
paxaase. MizcneasaHusTa fnpH +MBOTHH HE Ca MOKa3alld TCpaTOrcHeH edekT (BK. TOUKa 5.3).

CeiOBATEJHO, [MPECTAPUYM-KO He ce npenopbHsa npe3 PRI TPAMECTRP Ha OPEMEHHOCTTA. [Tpu
[iaHUpaHe Ha OPEMEHHOCT WK NOTEBPACHA 6peMEHHOCT TTPEMHHABAHCTO KbM A TePHATHBHO JICUCHHO
Tpa6Ba A2 CTaHe KOKOTO ¢ Bh3MOXHO MO-CKOPO.

NPECTAPHYM-KO e npoTHBONOKa3aH Npe3 BTOpHA TpeTUs TPHMECTHP Ha OpeMeHHOCTTa.

B ciyyaii Ha eKCIIO3HLHS OT BTOpHA TPUMECTEP 12 GpeMEeHHOCTTa Ce NPEenopHIBa VIITPAa3BYKOBO
nacsreneane Ha OpOpeuHaTa QyHKLHA U Yepera.

Ee6era ¢ nanny 32 ACE HHXHOHTOPHA €KCTIO3HUNA in utero Tps6Ba Aa GBAAT HAONIIOAABAHH BHHUMATEJTHO 32
XUMOTCH3MA, ONHUIYPUS ¥ XUNCPKATHEMH:L,

Kvpmene:

TTurcsa KIHHAYEH ONMT ¢ ynoTpebata Ha NepuHAOTIPIA WM aMJTOJHUITHH, CaMOCTOATE/IHO WIIH B
cOMGHHALWS, N0 BpeMe Ha Kppmere. (/IEN0BaTEIHO, ynorpedaTa Ha MPECTAPUVYM-KO He ce npenopbisad
TpH KbpPMELIH JKCHH.

47 Edexrs BLPXY cOCOOHOCTTA 32 mogupane i padoTa ¢ MAIMAHH

Hama npoyusaHus 33 eeKTUTE Ha [IPECTAPUYM-KO BBpXY crocoGHOCTTa 3a modupaHe B pabora ¢
mamuaH. TTpu wodupane U paboTa ¢ Mall\HH TpabBa aa ce BMa NPeABHA, 1€ [OHAKOra MOKE /ia HaCTHIIN

BHEHE HA CBAT KJIA YMODa.
4.8 HexenaHd JeKapCTBeHH PeAKIHAH

C1eIHHTE HEXKETIAHNTE JICKAPCTBCHN POAKIlM ¢4 HaOMOAABAHH O BpeME Ha JICUCHHE C riepHHAOTIPKI HIH
AMJIOQUITMH, MPUEMaHN TIOOTAENHO, U Ca CTENCHYBAHK CEIJIACHO CHCTEMO-OpranHara kiacubuKalug no
MedDRA 6aza JaHHH K CTIOPE]] HeCTOTaTa HM.

Muoro decty (>1/10) ; 4€CTH (>1/100, <1/10) ; HEUECTH (>1/1000, < 1/100) ; peAKH (>1/10 000, <1/1000) ;
muoro peaxu (<1/10 000), HeM3BECTHO (OT HANWUHKTE JAHAU HE MQJKe [1a Obzie HalpaBeHa OLICHKa).

MedDRA HexeJ1aHH peakiuf YecToTa
CucreMo-opranes Kiaac Amaopunne | Iepuagonpnia
HapyweHHs HA TlepkOTIEHUS/HEYTPONeHHA (BXK. TOYKa MHoOro penxku Muoro peaky
KpbLBOHOCHATA H 4.4)
aamMbHATAa CHCTEMH ArpaHy/TOLITO38 HITH MaHLUHTOICHIA - MHoro peaKu
(Bx. TOuKa 4.4) -
TpomGoLuTOTIeH A (B, TOUKA 4.4) Muoro penxs | MHOTO penu
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K eMONMTHYHA aHeMUA IPH NALHCHTH € - MHOI0 pedKH
BpOAEH JePHIMT Ha G-6PDH (Bx.
Touka 4.4)
HamaneHHe Ha XeMOorioOuHa H MHoro peaku HeuectH
XEMATOKPHTA
Hapymenusa Ha AsteprudHa peakuus ; Y pTHKapHi MHOro peaKH He4ecTH
HMYHHATA CHCTEMA
HapymleHHS HA X AnepriinKeMus Muoro peaku -
meTa00IH3MA H HaanasaHe Ha TETJIO HemecTH -
XPAHEHETO 3aryba Ha TErO HeuecTn -
McpxuuHEN HAPpYIICHS be3chHHE HedecTH -
 TIpOMEH/IHBO HACTPOCHUE HeuecTn HeuecTH
Hapyluenus na ChHi - HeuecTH
HapymieHHs HA CBHIUBOCT YecTH -
HEPBHATA CHCTEMA 3amaiBaHe YectH YectH
nasobonne YecTH YecTH
‘ Tpemop HeuecTH -
XHANECTE3NH HeuecTH -
Tlapecre3un HeuecTH UecTH
XUnepToHyC Muoro peaky -
TepudepHa HeBpOTIATHS MHoro peaky -
CBETOBBPTEX - HecTH
OObpKRAHOCT - MHOTO pefiKH
Hapyulennsl H2 OYHTE 3puTeHA CMYIICHHS. HeuecTH YecTH
Hapyuienns Ha YX0TO H [lym B yIOUTE Heuectn Yecry
nadupHATA
Chpaednd HApYIIEeHHH [TannpTaluy YecTH -
CurHkon HeuecTH -
CreHokapaHa 60K Penku -
CreHoKapaus - Muoro peaku
MHokapaeH HHPapKT, BEPOATHO Mmnoro peakH MHOro peakH
BCJIEICTBUE Ha NMPEKOMEPHA XMIIOTCH3HA
[IPH BUCOKOPHUCKOBH MALMEHTH (BXK.
touka 4.4)
ApUTMES (BKIIIOHHTENIHO OpaguKapaii, MHoro peaky Muoro pelky
KkaMepHa TAXHKapAusa U MpeaACEPAHO
MBKAEHE)
CuaoBu HADYIICHHA 3auyepBsiBaHe YecTH -
X aroTeH3HA (M €peKTH CBbP3aHH © HeuecTH YecTH
XUTIOTEH3INA)
WHcysnT, BEPOATHO BCICACTEHE HA - MHOro peaKkH
IpeKOMEepHa XHUTIOTEH3WA JIpH
BHCOKOPHMCKOBM MAlHEHTH (B3K, TOUKA
4.4)
Backynur Muoro peaku | Muoro peixu
PecuupaTopHH, I'PHAHH B Hucnxed HeuecTH YecTH
MeAHACTHHAJIHHA PuvnwnT Heuectn YecTu
HApYIICHHAS: Kauutaua MHoro peaKky YecTH
bpoHxocnasbM - HeuecTH
EosuHodu/iHa MTHEBMOHHA - MHoro peikH
CroMaImIHO-YPEeBHA "MHrUBAJIHA XHACPILNA3HS MHoOro pefks 17 -
HapymeHns Kopema Gonka, FafieHe Yegat ..o |- o Hecrd
IospbILaHe P | . -HecTH
Nucrencus -~ Yegrid

12




HapymeHa aedexanus HeuecTH -
Cyxota B ycTaTa HeuecTH - HeuecTH
Jucrey3ns - YecTH
H3BpaTeH BKYC HeuecTH -
Jnapys, KOHCTHIIALHA - YecTH
TTaHkpeaTuT MHoOro peiKH Muoro pelikv
TacTpur MHoro peakq -
XenaTo-Onaapnm Xenarut, XonecTaTHIHA XKBJITCHHULA Muoro peaku -
HApYIICHHS XenaTHT, TUTOCTATHICH WK - MHoro peaku
xonecTaTuueH (Ba. ToIka 4.4) |
HapyuicHHs HA KOXKATA H Orox Ha Quincke MHoro peakn -
NOAKOXKHATA ThKaH AHIHOHEBPOTHYSH OTOK Ha JTHUCTO, - HeuectH
KpailHULMTE, YCTHATE, JTUTaBHIIHTS,
e3WKa, TIOTHCA H/HIK JIapHHKCa (BXK.
touka 4.4)
My rriudopMeH epHTEM Mguoro peaky | MHOro peiku
AJonieLus HeuecTH -
Tlypnypa HeuectH -
 [IpoMeHH B LIBETA Ha KOXATA HeuecTH -
TToBuuieHa NOTIHBOCT HeuecTH -
TToreue - HeuecTu
IIpypuryc HeuecTy YectH
O6pus HeuecTH YecTH
CuapoM Ha Stevens-Johnson Muoro peIkH -
Hapymennd Ha ApTpanrus, MAaNTus HeuectH -
MYCKYJHO-CKEJIECTHATA
cCHCTEMA | MyCKyJIHH KpaMIH HeuecT YecTH
C¢heINHATE/IHATA ThKAH
Bonka B repba HeuectH -
Hapymenns HA MHKUKOHHH HapyLIeHus, HUKTYpH4, No- HeuecTH -
oLOpenuTe H MAKOYHATE | “€CTO yPHUHUPANC
NbTHINA Bpbpeuna HeaOCTaThHHOCT - HeuectH
Octpa 6B0peuHa HEAOCTATBHHOCT - MHoro peiki
HapyuleHast Ha MMMIOTEHTHOCT Heuecty HeuecTH
BL3NPOHIBOAMTEARETE [MuHekoMacThs HeuectH -
CHCTEMA U FBEPAATA |
OG6uH HApYIICHHSA H OtoK, NEpUPEPEH OTOK UectH -
edeKTH Ha MACTOTO HA Ymopa UecTH -
NpHJIOKEHHE [pbana Gonka HeuecTH -
ACTeHHs HedecTH YecTH
boska HeuecCTn -
DOuznuecKo Hepas3moNIoKCHNS HeuecTH -
Hszcneasanug [ToRMuIaBAHE HA YSPHOOPOOHUTE MHuoro peaKkH -
ersumi : ALT, AST (npefWMHO BBB
BpPB3Ka C XONecTa’a)
TToBuuIaBaHe Ha cepyMHuA OrINpyOUH - Penku
W YyepHOAPOOHUTE EH3HMH
[lopuiilaBaHe Ha ypeaTa B KPbBTa H - Heu3pecTHO

COpyMHMSA KpeaTHHWH, XMITCPKATHEMUA
(Bx. Touka 4.4)

4.9 TIlpenosupane
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Jluncea uadopMaLys 32 NPSIOIHPAHE HA [TIPECTAPUYM-KO npu xopa.

34 AMOAHIIHE ONUTHT C YMHILISHO NPeIo3upaHe MpH XOpa € OrpaHutcH. TonsMOTO TIpefio3hpaHe Ou
MORITO 14 JOBEJIE 10 TIPEKOMEPHA reprtepHa BasoIMnaTalys ¢ MocacABaa H3pa3eHa i BEPOATHO
NPONE/DKHTEIHA CHCTEMHA XUITOTCH3HA. Beska XHMOTEH3HS ABKalla CE HA NPelo3UPaHe Ha aMJIOMHITI
3HCKBA HabMIOAEHHE B KApAHONOTHYHO HHTSH3UBHO OTAC/ICHHCE. BBBEKAAHETO Ha BA30KOHCTPHKTOP MOXKE
118 IOMOTHE 33 BB3CTAHOBSBAHE HA CHIOBHS TOHYC U KPBBHOTO HAIATANC, [PH YCHOBHE e HAMA
NPOTHBONOKA3AHKA 34 yriorpebara My. MHTpaBeHO3eH KalLHER TIIHOKOHAT MOXKE [1a OKaKe OJIaroTnpHATeH
edbexT 3a MpeononsBane Ha eheKTUTE OT 6I0KAAaTa Ha KAMMEBHTE KaHAJTA.

AMIOHIINH ¢ HEIHATTAZHPYEM.

3a NepUHIONPH Ma OTPRHHYCHH JIAHHH 32 IPE03MPane pH xopa. CHMIITOMKTE CBhLp3aHH ¢ PEJIO3HPatc
aa ACE unxuOuTOpH MOraT a BRTHOYBAT XHITOTCHIHA, HUpPKYJIATOPEH LIOK, eNeKTPONUTHH HAPYINCHHA,
656peyna HelOCTATEYHOCT, XHIEPBEHTIIALNA, TAXHKAPIHA, [aNnuTanun, OpagMKapans, 3aManBaHe,
Ge3rOKOMCTBO H KAIURHUA.

[TpenopbuBaHOTO JCUCHHE Ha MPEAO3HPAHETO © BHTpaBeHO3Ha HHQY3HA HA CTaHAAPTEH ¢u3HoNOrHieH
pa3rsop. IIpy HacTBBaHEe HA XMIIOTCH3NA NANUCHTLT TpaGBa 14 GbAe MOCTABEH B MONOXKCHHE KaTo TpH
mox. TIpH HATHYHOCT MOXE Ja ce HMa MPEABHA, W JICHCHUE C undy3uA Ha aurdoTeHsun 11 whn
MHTPaBEHO3HHM KaTexonamMuHH. TIepHHIONpPHII MOXKE Aa Gbae OTCTpaHeH OT CUCTEMHOTO KpEBOOOpallCHHE
ype3 XeMOIHanH3a (BXK. TOUKA 4.4). TlocTaBsiHe Ha eeKTPOCTHMYJATOP € NIOKA3aHo IIPM PE3UCTEHTHA KbM
reparis Gpagukapaus. HeoOxonwM € HOTIPEKBCHAT KOHTPOI HA JKH3HEHHWTE MOKA3ATEH, CEPYMHHTE
SNIEKTPOTHUTH H KpEaTHHHHA.

5. @®APMAKOJOIMYHHA CBOMCTBA
5.1 apMaKoAMHAMHYHH CBOHCTBA

dapMakoTepaneBTHIHa rpyna. ACE vHXAOHTOPH M KaJTUHECBH aHTarCHHCTH, ATC xom: CO9BB...(Bce ome
HE € OTIPEJIENEHO).

ITepundonpui:

[epuHOONpHI € HEXUOUTOP Ha CH3HMA, KOHTO KOHBEpTHpa (NpeBpbilla) AHTHOTSH3UH [ B anrywoTenzuH Il
(AHTHOTEH3KH KOHBEPTHPAILl CH3UM, ACE). KoHBepTHpaIUAT €H3WM, HIIH KHHa33, © eK30TIENTHIA3a, KOATO
yIeCHABA MPEBPBILAHETO HA QHTHOTCHIHH | BbB Ba30KOHCTPHKTOPA aHTHOTEH3HH 11 H CHIICBPEMEHHO BOAH
o pasrpaxaHe Ha Ba3oMIaTaTopd 6pafdKUHAH A0 HEAKTHBEH XENTaneThA,. Muxubuuusta Ha ACE
HaMaJIfBa Uia3MeHATa KOHLEHTpalMsa Ha aHTHOTCH3HH [1, KoeTo BOAM /10 NOBHILEHA M1a3MeHa PEHHHOBA
akTHBHOCT (Upe3 HHXMOHPAHE HA OTPHLATETHATA oGpaTHa BpB3Ka Ha PCHHHOBOTO ocBODOKIABAHE) H
[IOHDKABA CEKPeLATa Ha AlNOCTEPOH. 1BH Karo ACE HHaKTHEHPa OpaHKUHMH, HHXHOHPaHETO Ha ACE
BOJIW M /1O TIOBMIIGHA aKTHBHOCT Ha LMPKY/MpaliaTa | JIoKa1Ha KATMKpEHH-KMHUHOBH CHCTEMH (10 TO3H
HauHWH ¥ 10 aKTHBHpaHe Ha MpoCTarianInHOBATA cricTeMa). BBE3MOKHO € TO3H MEXAHH3BM Jla NONPHHACH 34
xunoTehzuBHOTO AeiicTere ha ACE uHxuGuropure ¥ OTHaCTH € OTTOBOPEH 33 HEKOM OT TEXHHTE HEXEIaHH

edeKTH. (Hamp. KAILUTHIA).

[Tepuanonpun RelcTBa upe3 AKTHBHHA CH MeTa00IUT NepUHAONIPHIIAT, OcragaTute MeTaboNnuTH HE
NOKAa3BaT in vitro HHXUOKIHA HA AKTHBHOCTTA Ha ACE.

XUIIEPTOHUA.

TMepusaonpHA € AKTHBESH TIPH BCHUKK CTENCHA Ha XHUTIEPTOHMA : JIEKa, YMEPEHa, TEXKKa, HaGmozasa ce
[IOHWIKEHHME Ha CHCTOTHOTO H ZAHACTONHOTO KPHBHO HAJIATAHC U B XOPVM3OHTAJIHO M B U3MPABEHO NONOKCHHC.

[lepUHIONPHI HaMANISBA NIEPHPEPHOTO CHIOBO CHNPOTUBIIEHHE, KOSTO BOAK 10 MOHHMKEHNUE Ha KPBBHOTO
Hassrakie. BejaeacTBHE Ha TOBA MEPHPEPHHAT KPEBOTOK HAPAcTBa 6e3 epeKT BHPXY ChpACHHATA HECTOTA.

B56peynusT KPBBOTOK 110 IPABHIIO HAPACTsa, ZI0KATO rnomepynnara gprirpauus (GFR) 00HKHOBEHO HE cC
NPOMEHI.
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AHTUXUNIEPTEH3HBHOTO ACHCTBHE € MAKCHMATHO MEHLY A i 6 yaca ¢iaen €JHOKpAaTHA A03a H Tpac NMOHE 24
yaca: MaHEMATHATE edekti ca okono 87-100% OT MaKCHMATHHTE edexTH.

[MoHKeHWeTO Ha KPBBHOTO HAJIAraHe HACTENBA 6bp30. [Ipn pecrioHAepH HOPMATM3ALMATA CE TIOCTHTA B
paMKMTE Ha €JMH Mecell H NPOABIIKABA fe3 NoaBa Ha TaXUQPHUIAKCHA,

CrHpaseTo Ha JIEUEHHETO HE BOAH A0 pebayna-edexr.

[TepunanonpHa HaMaaBa JIcBOKaMEpHATA XunepTrpogHu.

IIpu woBeka € NOTBBPACHO, ME NEPHHAOTIPHA [OKa3Ba ChIOpasUINpABAlIA CBOHCTBA. Toit nogodpssa
enacTHIHOCTTA HA TOJICMHTE apTepyH H HaMalaBa OTHOMICHHETO MCIMAIYMEH Ha MAJIKUTE apTCPHH.

[TaieHTH cBe cTabunHa KopoHapHa GONECT Ha ChPUETO:

Mpoyusanero EUROPA € MHOTOLIEHTPOBO, MEXIYHAPOIHO, PAHIOMH3HPAHO, NBORHO-CAANO, T1aledo-
KOHTPO/IMPaHO KNHHHYHO H3TIHTBAHE C NPOABLJLKATETHOCT 4 TOAWHH.

O6mio 12 218 nanyeHTr Ha BB3PacT Haj 13 rofMHH ca GwaM pAaHIOMH3MPAHH Jia TIONTyJaBaT § mg
nepUHAONPIIL TePT-OyTHIaMHUH (exBUBATCHTHR Ha 10 mg MepHHAONPH aprusmH) (n=6110) nan nnanedo
(n=6108).

ITpoy4eHaTa NOMynauys € ¢ JaHHH 33 KOpOHApHa SoslecT Ha cbpUeTo Ge3 AAHHM 32 KITHHUTHA NPOABH Ha
ChpAevHa HEAOCTATHIHOCT. O6wo 90% oT nauveHTUTe ca GHIIn ¢ NpeAlnecTBaLl MIOKapACH HHPAPKT
W/unu NpeANIeCTBalla KOPOHapHa peBacKyiapH3altii. [ogeueTo MAIMEHTH ca MOMYYHIH H3NHTBAHOTO
CPEACTEO 3ae/IHO ¢ KOHBCHIIHOHAIHO JICUCHHUC BIUTOMBALLO TPOMOOLMTHY HHXHOHTOPH,
IRTIAAOTIOHIDKABALIK CPEACTBa 1 OeTa-0soKepH.

OcHOBEH KPHTEPHI 33 €QHKAaCHOCT € KOMOHHALIAATA OT CHPACHHOCHAOBA CMBPTHOCT, HedartaneH
MHOKapReH HHApKT WAIH ChPISHEH apecT ¢ yCTielHa pecycuuTanys. JISUeHHETO C 8 mg nepHHAONPHI
tert-butylamine (exBHBaNeHTHH Ha 10 Mg NepHHAONPHI APriHMH) BeJHBXK JHEBHO € 0BSIO A0
cHrHE(bHKaHTHA aGCONIOTHA PEAYKLMSA HA rMABHHA KpacH maxon ot 1.9% (20% penykuys Ha penaTHBHHA
puck, 95%CI [9.4; 28.6] - p<0.001).

[IpH HiaLMeHTH C TIPEXKHUBAH MHOKap/CH ArdapKT WM PEBACKY/IAPH3ALMA B CPABHCHHC ¢ Tunanedo ce
nabmonasa abCOMIOTHA PEAYKIMA Ha TIaBHAA KpacH H3X0/ 01 2.2%, CHOTRETCTRAILM Ha 22.4% peRyKLHd
pa penaraBaAs puck (35%C] [12.0; 31.6] — p<0.001).

Amnoounun:

AMIODHITHH € HHXUOHTOp Ha BXOAAMMS KaniieB HOHEH NOTOK OT NMXUApoHpHAHHOBaTa rpyna (bnokep
Ha GaBHUTE KaHATIH WIH aHTArOHHCT HA KaJIHCBHTC ifoHH) 1 HHXUOHEpa TpaHCMEMOPaHHHA BXOAALL TIOTOK

Ha KaJlIMeBn HOHH B ChpAEYHATA M ChAOBATA MYyCKYylaTypa.

MexaHu3MET HA AHTHXHUIEPTEH3NBHOTO JIHCTBHE HA AMITOZUITHH CC AB/IRH HA TIPSAK PENAKCAHTEH EPEKT
BBPXY CHAOBATA [V1AAKA MYCKYJIATypa. TOUHMAT MEXAHHZBM, O KOWTO aMJIOAMIHH 00/eK1aBa AHTHHATA HO
& HAITHJTHO M3SCHEH, HO aMJIO/IMITMH HaMaigBa ob1us HCXeMUHCH TOBAP ype3 CJICAHHTE ABE NEHCTBHA:

. AMTOIWOHH pasiinpaBa NEPHPEPHUTE apTCPHOIH U TaKA Hamansea 001oTo nepudepHo ChIPOTHBACHHE
(cneqHaToBapBaHE), Cpely KOeTO paboTu cvpuero. Thit kKaTo ChpACHHATA 4yeCTOTA OCTAaBa HETIPOMCHEHA,
TOBA OTOpEMEHIBaHE Ha CHPLIETO HAMa/IABa MHOKap/HaTa KOHCYMALIHA Ha CHEPriA H KHCIIOPOHHTE
HYKIH.

- Mexauu3MbT Ha AeHCTBHE HA AMJIOAKIIMH BEPOATHO BKIFOHBA H AUIATALMA HA TIABHHTE KOPOHAPHH
apTepud 1 Ha KOPOHAPHHTE apTepHONH B HOPMAJIHK H HCXEMHYHH CETMCHTH. Tasu aunarTala NOBHINABA
cHaGIABAHETO C KMCIIOPOJ Ha MMOKap/a MpH MALMCHTH Che CHa3hbM Ha KOPOHAPHUTE apTepHH (BapHaHTHA
anryna Ha Prinzmetal).

[Ipy MaUMEHTH ¢ XHIIEPTORNA CIHOKPATHHA JHCBCH npMeM OCHTYPSIBA KJITHHUIHO cUTHH(HKAHTHA peXyKunsg
Ha KPHBHOTO HASIATaHe ¥ B XOPHM3OHTAJHO, H B [PABO [10J10/KEHHE TIpe3 LenHs 24-9aCOB HHTEPBA. Tlopanu
6aBHOTO HAYANO HA JACHCTBHETO MY, OCTpaTa XHIIOTOHHA HE € XapaKTepHA 32 NPHIOXKECHHETO HA aMIIOIHTTHH.

[Tpy NAUMEHTH C aHTHHA ¢IHOKPATHOTO AHEBHO MPHIIOKEHNE HA aMJIOIHITHH YAb 1°6BIeTO Bpeme Ha
HATOBapBAHE, BPEMETO JI0 NOABA Ha AHTHHA 1 BPEMETO JI0 |-mm genpechs Ha SA<cefMenTa M HAMANIBa

e, ey
eHOBpeMEHHO Opost Ha AHTMHO3HUTE NPHCTDHIN H 6pos Ha KOHCYMHPAaHHTES TA ABTKA TTAUCPHIE TPHHATPAT.
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AMJIOZHMIHH HE c€ CBBP3Ra ¢ HEDNaronpuaTHH MeTaGoMuTHH eeKTH W TPOMEHH B [IA3MEHUTE JINITHIU K
¢ MoAXOoAALl 32 YmoTpeba npH NalKEeHTH ¢ acTMa, nuadber M mojarpa.

PanzoMH3HPAHO ABOHHO-CIIANO MPOyUBaHE 3a 3200/16Ba6MOCT-CMBPTHOCT, napeueHo Antihypertensive and
Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT), Geiiie IpoBEIEHO ¢ LG CpaBHEHHE
MEKIy MO-HOBY JIEKapCTBEHH CPEACTBA: aMIOIHITHE 2.5-10 mg/neH (Kaauues aHTarOHUCT) WA JIK3HHOTIPHIT
10-40 mg/ne (ACE unxubuTop) KaTo MbpBH n360p U THAZHAHMWA JHYPETHK XJIOPTaJIMIOH 12.5-25 mg/nen
IIpH JieKa 10 YMEpeHa XMIePTOHUA.

O6mo 33 357 XUNepTOHHIK Ha BB3PacT 55 WK HOBEHE rOJHMHH Ca paHIOMHU3UPAHH W NPOCJICACHH 32
cpeseH cpok oT 4.9 roauHH. 11alMeHTHTE Ca MMaH MHUHHMYM €4¥H JOTBJTHATENCH PUCKOB daxrop 3a Kb(,
BK/TIOYHTENHO MPEXKUBIH MHOKApIeH HHDAPKT HIIH WHCYAT = 6 Mecela npeay HabHpaHeTO WIH
IOKYMEHTALIKA 34 ApYTa aTepOCKICPOTHYHA CCB (o610 51.5%), nuabet Tm 2 (36. 1%), HDL-C <35
mg/dL (11.6%), neBokaMepHa xunepTpodHs YCTAHOBEHA C eNEKTPOKapArorpamMa uil exokapanorpapus
(20.9%), TioTioHONYymeHe (21.5%).

[ aBHHESAT KpacH KpATepHH € KOMOWHALWA BKITIOHBAIIA daransa KbC wm HedaTaleH MHOKapACH HH(APKT.
1o OTHOWICHHE Ha TIABHHA KpaeH KPHTCPHH HE € YCTAHOBCHA curHu(HUKAHTHA Pas3/IuKa MEXIY JEUECHHETO
ta 6a3aTa HA AMJIOUNHH W AcueHHe Ha 0asaTa Ha X/IOpTalK/IOH: RR 0.98 95% CI(0.90-1.07) p=0.65. Cpen
BTOPUYHHTE KPaHHH KPHTCPHH, HECTOTaTa Ha ChpACHHATA HEeJOCTaTLYHOCT (€AMH OT KOMIIOHCHTHTE Ha
cOopHMS KOMOHHHPaH CHPACYHOCHI0B KPacH KpHTEPHIf) € CHTHH(HUKAHTHO T10-BHCOKA B aMJIOJUIIKHOBATA
rpymna, B CpABHEHHE ¢ XJIOPTATHAOHOBATA IPYyNa (10.2% % vs 7.7%, RR 1.38, 95% CI [1.25-1.52] p<0.001).
o oTHOmEHHE Ha 061aTa CMBPTHOCT, 00aye, IMICBA CHIHU(HKAHTHA Pasilika MEATLy JeYeHUEeTO Ha
6a3aTa Ha aMJIOAHMTIHH K JleueHneTo Ha Gaszara Ha chlorthalidone. RR 0.96 95% CI [0.89-1.02] p=0.20.

5.2 PapMaKOKMHECTHYHH CBOHCTBA

Crenenta H 06xBaTHT Ha abcopOiHd Ha NEPUHIONPH K aMIIOHIIKH OT [MPECTAPHYM-KO He ca
CHrHU(UKAHTHO Pa3NuiHi, ChOTBETHO, OT CTCMICHTA X oGXBaTeT Ha abcopdIHA HA NEPUHACTIPHIT
aMIIOAIMH OT HHANBUAYaIHATE TalNIeTHH POPMH.

Ilepunoonpusn:

Cnen nepopallHO NPHIIOKEHHE abcopOIpATa HAa NEPHHACTIPHI € 6Bp3a H TUKOBATa KORLCHTPALHA CC
noctura 3a 1 gac. TITasMeHMAT NQITY>KHBOT HA EPHHIOIIPHIL paBeH Ha |1 gac.

TTepuHONPUA € NEKAPCTBEH NPSAUCCTECHUK. JIRameceT u CeIeM MPOLEHTa OT NPHJIOKEHATa 11034
[IEPHHIONPH AOCTHIA KPBBOTOKA MO $opmaTa HA AKTUBHMA METADONHT nepuHaonpunat. B 1oMbJIHCHAC
KBM aXKTHBHHS NEpUHOONIPHIAT, IEPUHAOTPHI JaBa UeT MeTabonuTa, BCHUKHTE HeaKTHBHH. |lnkoBaTa
[UIa3MeHa KOHUEHTpaluA Ha IEPpHHAONPHAAT CE A0CTHTa 34 3 g0 4 vaca.

Tii kaTo MOCTHIIAHETO Ha XpaHa MOHWKABA KOHBEPCHATA 10 IEPHHAOTIpUIAAT, & € TOBa ¥ OHOHANTHYHOCTTA,
MepHHAOMPHIT apTHHHH TPA0Ba Aa ObAe MPHIOKEH NEPOPATHO B eAHOKpaTHA AHEBHA 1034 CYTPHH NPEIH
XpaHEHe.

JleMOHCTPHPAHA € JIMHEHHA 3aBHCHMOCT MEXLY A03aTa Ha NEPHHIO MM U MIA3MEHATA MY €KCIIO3HLIHAA.

OBeMbT Ha PA3NPEJCIIEHHE € NPHOTH3HTENHO 0.2 I/kg 3a HecBBp3aHUA NEPUHIONIPUIAT. CBBp3RAHETO HA
NEPUHAOTPHIAT ¢ NIIA3MEHUTE TIPOTEHHH € 20%, THABHO ¢ AHTHOTEH3HWHA KOHBEPTHPAMIAA CHIUM, HO ©
KOHLIEHTPALOHHO 3aBHCHMO, [lepHHonpunat ce CIMMUENDPA B ypHHATA H KPaHHHAT OJTYKHBOT Ha
HecBBp3aHaTa (paxuys ¢ npubnusurento 17 yaca, KoeTo BOIH AC HOCTHUraHE HA PABHOBECHU
KOHLIEHTpaLKy 3a 4 AHH.

EnHMAHALMSTA Ha IEPUHAONPIWIAT € HaMalleHa NPH N0-Bh3PacTHH H ChILO HPH MAlMEHTH CbhC CEPACHHA
pnH OROpeYHa HeJ0CTaThYHOCT (BXK. TOHMKA 4.2). CnenosaTenHo, 0GMUaAHHHAT MEHLIMHCKH KOHTPO TpabBa
4 BKIIOYBA YECTO M3C/IEABAHE Ha KpeaTHHWHA H KaJIHA.

JTHaNH3HAAT KIMPBHC Ha NEPHHAONPHIAT ¢ PABCH Ha 70 ml/min. o
DapMakOKHHETHKATa Ha IEPUHIONPUIT € MPOMEHCHA T1PH NALWEHTH ¢ LAPO3a; YEPHOAPOOHHAT KIMPBHHC Ha
Mal{qMHATA MOJIEKYJIA € HAMAJIeH HaNoNIOBHHA. Bee MaK, KOAHISCTBOTO obpa3yeaH nepuHIONpHat HE .

HAMAISBA ¥ CJIEZOBATENHO He € HeoOXo/uMa KOPEKIHA Ha 103314 (k. Touka 4.2 n 4.4). "
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Amnocunun.

Cliex NepopanHo NPWIOKEHUS Ha TePaneBTHIHHN JO3H aMJIoaunuH ce abcopbupa nobpe ¢ NHKOBH KpbBHH
HHBA Mexay 6 u 12 yaca cien npuema. Maurcienara abcomoTHa GHOHAIMHMHOCT € MeXy 64 H 80%.
O6eMbT Ha paznpenencnue e npudausuTenno 21 I/kg. buoHanHIHOCTTa My HE C€ TIOB/THABA OT XpaHaTa. In
Vifro IpOYyYBAHHA NOKA3BAT, Y€ MPUOIHIHTENHO 97.5% OT IMPKYIUpaHA aMIOAHMITHH € CBBbP3aH C
[JIAa3MEHUTE MPOTEHHH.

KpaiiHusT eMMMHHAIIMOHEH MOy KHBOT € OKOJIO 35-50 Haca M € CBBMECTHM C EIHOKPATHO JHCBHO
nosupase. AMIOIHITHHE ce METAGOTH3HPA EKCTEH3UBHO OT YePHHS P00 A0 HEAKTUBHH meTaboanTH, a 10%
OT TbPBOHAYAIHOTO CheArHEHHE U 60% OT MeTaboMUTHTE Ce EKCKPETHPAT B ypUHATa.

Ynorpeba pH MaUKEeHTH B HanpeaHana Bb3pacT: BpeMero 3a N0CTUraHe Ha MAKOBH Ia3MCHY
KOHLIEHTPALIMH HA aMJIOAHITAH € CXOZHO MPH JIHL@ B HANPEAHAA BB3PACT U [10-MJ1ajiH Aiklla. KITMPBHCET Ha
AMJIOIMIIMH FIOKa3Ba TEHICHIIAA KBbM MO-HUCKY CTOMHOCTH C NOCe/IBallo nopHIIeHre Ha AUC 1
eAHMHMHAIHOHHMS OMY>KMBOT NPH NAlMEHTH B HanpeaHana sb3pacT. [lpenopbysanaTa J03MPOEKA MPH
NMLA B HATIPEAHANIA BB3PAcT € ChillaTa, HO Jo3aTa TPAOBa /1a Ce yBenH4aBa MpeAnaineo.

Vnotpe6a npu nauyeHTH ¢ 6s0pevHa HeAOCTaTLUHOCT: BXK. TOUKa 4.2,
VnoTpe6a IpH NaLUMEHTH ¢ HAPYyIIeHa YepHOAPOOHa QyHKIHA: KakTo MPH BCHYKH KAILHEBH aHTAMOHHCTY,
MOMY>XHBOTET Ha AMJIOAMIHH TIPH TNALMEHTH ¢ HapylleHa YepHOAPOOHa GYHKIHA € YABIKEH.

5.3 Ilpeaxk/MHHYHM AAHHH 32 0€30MACHOCT

llepunoonpun;

B u3nuTBaHNA 23 XPOHHYHA IEPOPaIHa TOKCHYHOCT (TUTbXOBE H MaiMYHH) TapreTHHAT OpraH € O0BOpeKET, ¢
oOpaTHMO yBpexaaHe.

B in vitro Wi in vivo Ipoy4BaHuA He € Ha0/II0jaBaHa MyTareHHOCT.

ManvrBaHuaTa 3a peNnpoLyKTHBHA TOKCHYHOCT (UIBXOBE, MHIIKH, 3aHLIA H MaiMyHH) HE IOKa3BaT JaHHH 3a
eMGPHOTOKCHYHOCT WIIH TEPATOreHHOCT, Boe Mmak, uMa JaHHH, 4¢ HHXHOHTOPHTE Ha aHTHOTCH3NH
KOHBEPTHPALIMA €H3HM KATO KJ1ac MPeJHU3BEKBAT HeXKeNaHK epeKTH BEPXY KBCHOTO (GETATHO PasBUTHE,
BOJIEIIH O (eTANHA CMBPT H BPOACHH eeKTH UpH IrpH3auy H 3aiun: HaGnronaBaHu ca OBOPEYHH JIe3UH H
MOBHIICHHE HA NEPH- U [IOCTHATANIHATA CMBPTHOCT.

B ApArocpodHH H3MHTBAHKA NP INTHX0BE M MHUIIKH He ¢ HAaO/T0JapaHa KaRLEPOTCHHOCT.

AMaoounun.

TOKCHKONOTHYHM M3NTUTBAHKUS [TPH )KUBOTHU HE pasKpHBaT CIELM(QUIHIA PHCKOBE 38 YOBEKA OTHOCHO
dapmakoaoriHyHaTa 6e30MacHOCT, FeHOTOKCHYHOCT, KaHIIePOT¢HHOCT, IUNIOAOBHTOCT H H3NHTBAHHA C
MHOTOKPaTHH 103, M3nuTRaHMA 32 penpoayKTHBHA TOKCHUHOCT MPH IUTLX0BE NOKA3BAT yABJLKCH CPOK Ha
OpPEMEHHOCTTA KM MOBHILEHUE HA MEPH- W MIOCTHATANHATA CMBPTHOCT,

6. @®APMAIIEBTHYHY JAHHNA

6.1 CnuchK HA NOMOIHHUTE BEIECTEA
JlakTo3a MOHOXHAPAT

Muxkpokpucranna neiynosa (E460)

CwinipeB AMOKCH, KononaeH 6e3posieH (E351)
Marnesues creapar (E470B)

6.2 HecbBMEeCTHMOCTH

He e npunoskumo.
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6.3 Cpok Ha roaaocr

2 TOIVHH

6.4 Cuoennaind Npeana3zHl MEPKH NPH CEXpaHeHne

ChXpaHfBaiiTe ONAKOBKATa [UTHTHO 3aTBOPEH, 3a [ia ce NpeanasH or piara. ChXpaHABaHTE B OPUTHHATHATA
OFAKOBKA.

6.5 Jlannn 3a omMaKoOBKaTa

5, 7,10, 14, 20, 28, 30 nnn 50 TabneTku B NOJHNPONKICHOBA OMMAKOBKA, cHabJeHa ¢ YIUTLTHUTEN OT
NOJTHETHWIEH ¢ HMCKa IUTBTHOCT H 3aMyIIANKA OT NOJIHETHIEH ¢ HUCKA MIBTHOCT, ChABPKAIL H3CYLIaBalll

rel.

Kytus ¢ 1 onakoeka ot 5, 7, 10, 14, 20, 28, 30 unu 50 TabNeTKH.
KyTHa ¢ 2 onakosky 0T 28, 30 win 50 Tabnetka.

Kytns ¢ 3 onakoskH ot 30 1abneTKH.

Kyrus ¢ 4 onakoBku 0T 30 Tabnerku.

Kytus ¢ 10 onakoeku oT S0 TabneTkH.

He BCHYKH BHAOBE OTTAKOBKM MOrar Ja OBJAT ITyCHATH B Mpoaax0a.

6.6 CrnenuaJHH NPEANA3ZHH MEPKH NPHA H3XBLPAARE

Hama crnieuHaIHd H3HCKBaHMA.

7. TPHTEXATEJ HA PASPEIIEHHETO 3A YHHOTPEDBA

Les Laboratoires Servier
22 rue Garnier
92200 Neuilly sur Seine

QpaHIHA

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEDBA

[71a ce NOITBJIHA CHIMIACHO HALHOHANHUTE M3UCKBAHHA]

9. JIATA HA ITBPBO PA3PEITABAHE/MOJHOBSIBAHE HA PA3SPEIIEHUETO 3A
YIIOTPEBA

{fa ce NOBbIHA CHIIACHO HAIAOHAIHMTE W3HCKBAHNA ]

10. JATA HA AKTYAJIM3SUPAHE HA TEKCTA

06.2008

|||||
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