pAHUTTARA ATERLGHA ND NEKAPCTIATA

W EETIDGUCIIUKE Ha NpOgYRMa -

Npuromedue

1.  WME HA JEKAPCTBEHHS POJIYKT e e R84 1247 b

;
£
Huponopm 10 mg/5 mg Tabnetku o e M

Dironorm 10 mg/5 mg tablets

2. KAYECTBEH H KOJIHMECTBEH ChCTAB

Beaka tabnerka chaspika 10 mg nmuzuponpun (lisinopril) (Mo gopMara Ha TH3HHOTIPHA
aMxXmapar) ¥ 5 mg aMnonungy (amlodipine) (oR ¢gopMata Ha aMmnogunnHoB Ge3nnar).

34 hAHHA CIUCEHK Ha NOMOLIHHTE BellecTsa, BHXTE TouKa 6.1,
3. JEKAPCTBEHA ®OPMA
Tabnetkn

Bsana unn nouty 6a0a, Kperia, n10cKa TabneTka, che ckoceHH prioBe, ¢ NeANTENRE YepTa 0T
€AHaTa CTPaHa i ¢ Hagnue “A+L” or obpaTsara cTpaHa,

JlenvwTennata qepra e caMo 3a yJIecHABaHE Ha CYYIIBAHETO C e/ No-1eCHO NOTIbINake, 4 He 33
pazziensHe Ha PaBHU J03H.

4. KXNHAYHHN JAHHH
4.1. TepameBTH9HH NOKA3ARHA
Jleuenne Ha eceHIMANHA XUIIEPTOHNA TIPH BL3PACTHR.

HP[])OHDPM € TIOKA3aH KATO 3aMeCTUTENHE TepalTid [IPK BB3pacTHH NAUHEHTH ¢ KPBEHO
Hanarane, agekBaTHO KOHTPOTHPAHO ¢ THIMHONDPHI U aMIOAHTINE, NPHNAraHH €AHOBPEMECHHO
[PH CBIOTO HHBO Ha AG3HPARE.

4.2,  J03upoBKA W HAMHH HA NPHACKEHNE

ﬂO3HQOBKﬂ.

MpenoprunTenHara 4032 ¢ eHa Tabnerka AHeBHO. MakcuMasiHata JHeBHa K033 € efHa
TabneTka.

[To npuHIMn, JeKapeTBEHUTE IPOAYKTH ¢ QUKCHPaHa 10308 KOMOHHALHA HE Ca NOJAXOAALIM 38
Haya/IHa Tepanm4.

JEpOHOPM € NOKa3aH CaMO 3@ MallHeHTH, NIPH KOHTO ONTHMAIHATa NOfABPKALIA 1035 Ha
NMYIMHOTIPHI ¥ AMNOAHNNAH € THTPHPaHa CROTBETHO Ha 10 mg # 5 mg (Bx. TouxH 4.3,4.4, 451
5.1).

Axo HMa HeoOXOAHMOCT OT KopHrHpase Ha Jo3aTa, TpsAOBa Aa ce oOMUCIH 103080 THTPHPAHE
Ha OTAENHNTE KOMITOHEHTH,
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Bwbpeunu yapesicoanus

3a na ce onpeneny ONTAMAHATA HAYATHA 1033 B MOJIBPKAIIATE A032 [PH NAaLHEHTH C
6b0peuHo yBpexxaaHe, Tpa0OBa na Gb4€ NpoBeeHO VHIANBUAYAIHO THTPUPAHE 38 BCSKH MALHEHT
KaToO ce U3no/3sa cBoboIHa KOMOGHHALNA OT NHIUHONPH U AMJIOIUNHEH.

Mpocneaspane va Gubpeunata GyHKUKA, CepyMHUTE HIBA HA KaTHA H HATPHA Tpalbpa fa ce
H3BHPLIBA HO BpeMe Ha Tepanus ¢ JJuponopM. B cnyuali Ha Hapyinapane Ha Op6peunara
byHruMs, npuiokennero Ha JupoHopM TpabBa da 6bae NpekparTeHo H 3aMEHEHO ¢ Teparmsa ¢
a7IGKBATHO ONIpeaelIeHH 03K HA OTASTHATE KOMIOHEHTH. AMIOAHNHA He ce AHANR3NPA.

Yeprodpobro yepexcdane

He ca ycTaBsoBeH! NPENOPbKH 33 A03MPaHe NpH NALMEHTH ¢ IEK0 J0 YMEPEHO HepROAPOobHO
YBpeKIaHe; CRefoBaTenHo, H36opET Ha Zo3upoBKa TPA(BA 12 ce NpaBH BHUMATENHO | J1a ce
3anoyne ¢ Hatf-uyuckarTa 103a OT 10308UA JHANas0H (8. Touky 4.4 # 5.2). 3a na ce HaMepH
OINTHMANHATA HAYAITHA 1033 H NOANBpXKALIATA J032 [P NauHEHTH ¢ YePHOAPOSHO
yBpexIaHe, nozata Tpabsa Ja 6bAe HHAHBUAYANHO THTPHPAHA NIPH TE3W NALHEHTHATE,
M3NON3BAHKHA OTOENHUTE ChCTABKHM HA KOMOMHALMATA TH3HHOIPHI H AMITOLHITHH,
QapMaKOKUHETHKATA HA AMIOANITHH He € npoy4Bana NpH TekKo YepHOAPOOHO yBPex Aake.
AMIoninuH TpsGBa Ja 3anoYHe ¢ Hal~HHCKAaTa 032 H 1a ce THTpUpa BaBHO PH NALHEHTH ©
TEXKKO YepHOIPOOHO YEPEKAAHE,

ITeduampuuna nonyrayun (<18 zodunuy)
bezonacHocTTa M eUKacHOCTTA Ha [{HPOHOPM TIPH ielia M 10HOIY o 18 roauuu He ca
MPoYYBAHH.

Cmapuecka gv3pacm (>65 200unu)

Jlo3MpoBKaTa fpH NaUHEHTH B CTAPYECKa BL3pacT TpA0Ba 1a BHHMATENHO,

Tpy KIMHUYAY H3MUTBAHKSE HAMA TPOMIHA Ha npodidnuTe Ha ediMkacHoCT miH 5e30macHOCT Ha
aMAONHIKH HIH JIM3BHONPUI, CBbP3aHa C Bh3PacTTa. 3a Aa ce OTKpUe ONTUMATHaTA
TIOAXBPAKALUA K03a 38 NELHEHTH B cTapyuecka BpapacT, Tpapa na 6hae NpoBeieHO HHANBUIYAIHO
THTPHPAHE 32 TAX, KaTO Ce W3N0I3Ba C8000NHATa KOMOHHALNA OT THIHHOAPHN H aMIOJHIINY,

Hauuh Ha NpYnoReHHE
IMepopanso npunoxkeHue.

T kaTO Xpanara He Biuge Ha a0COPOUHATA Ha TPOXYKTa, JIMPOHOPM MOXKE Nia Ce IpHeMa
HE3aBHCHMO OT XPaHEeNeTo, T.¢ IPEIH, 110 BpeMe K ClIel XPaHeHe.

4.3. Ilporusonmoralanmnn

Cebp3aru ¢ AUSURONPUA.

- CBpbXuyBCTBATENHOCT KbM NU3HHONPHI WITH KbM HAKOH Apyr HHXHDHTOP HA AHMHOTEH3HH-
konBeprupamuy eq3uM (ACE).

- AHaMHe3a 3a aHTHOSAEM, CBbP3aH ¢ npeauinHxa Tepanus ¢ ACE nnxuburop,

- HacnencTeeH WiH WAMONIATHYEH AHTHOBIEM.

- 2-pu ® 3-Th TpuMecTHP OT bpemMennocTTa (BX. TOUKH 4.4 u 4.6).

- Ennoepemennara ynorpeba ga JIHpoHOPM ¢ anuCKUpEH-ChABMKAINH MPOIYKTH €
MPOTHRONOKA3AHA NIPH TIALMEHTH ¢bC 3axapen 1maler unu 6u6peqno yapesiaane (G
ml/min/1,73 m?) (ex. Toukn 4.5 u 5.1).




- CsnuwTereauia ynorpeba npy tepanus ¢ue cakyOutpun/sancaprad. {upotos He Tpsbsa Aa ce
331104Ba [O-paHo OT 36 Yaca ciel nocaeAnaTa 2o3a cakyOHTpHI/BaicapTal (BX. ChHINO TOYKH
4.4 1 4.5).

Cewpaanu c amaoounun.

- CBpBXYYBCTBHTEIHOCT KBM AMIOMMHE MIH KbM HAKOH APYTH NPOH3BOSHH Ha
AWXUJPOIHPUIHH.

- Texka XHDOTOHAA.

- Mok (BKAYUTENTHO XapAHOTEHEH IIOK).

- O6cTpyKIHa Ha W3X0a Ha NSBaTa kaMepa (Halp. BRCOKOCTENEHHA 80PTHA CTEHO3a).

- XemoanHaM#uuHa HecTabHNHA chpIeuHa HENOCTATEYHOCT ClEl OCTEP HHGAPKT Ha
MuOKapaa.

Cewvpzanu ¢ Juponopm:

Beunukn ropeonucann npoTHBONOKA3aHHA, CBBP3aHH € OTACTHATE MOHOKOMIIOHEHTH C& OTHACHT
¥ 32 (uxcHpanaTa koMOuHAIMA JIHPOHOPM.

- CBpbXUyBCTBUTEAHOCT K&M HAKOE OT MOMOLIHHTE BELIECTRa, H30pOeHH B TOUKA 6.1,

44, Cnenmajny npegynpexieHAs ¥ NpeINa3HH MEPKH NpPH ynoTpeda

BeHuKH npeXynpexIeHus N0 OTHONEHNE HA OTAENTHUTE MOHOKOMITOHEHTH, OMHCAHH [O-A0NY
ce OTHAacAT u pu ynotpebara Ha ¢uxcHpanara komOunanns JupoHopM.

BbB BpBaKa ¢ IH3HHONPHS

CumMnmoMamunnag XuRomoHus

CUMIITOMATHYHE XHIIOTOHHA Ce HabmoJaBa paAKO NPH XHNEPTOHHUHU nauueHTd 6e3
yeroxHeHnd. [Ipu naimesTy ¢ XUNepTOHUs, IpUeMally JTH3HHOTPHIL, I0YBaTa Ha XUITOTOHHKA €
NO-BEPOATHA, aKO NaHMEHTHT ¢ NEXHAPATHPAH, HAPHMED [TPU JHYPSTHYHA TEPaNHs, AHETa C
orpasu4aBaHe Ha coATa, JHANH34, RHapHS Hiak HOBPBILAHE, HAM TEXKA PEHHH-3aBHCHMA
XHTIEPTOHHSA (BX. TOMKH 4.5 v 4.8). TTpH NalWeHTH ChC CHPACHHA HEAOCTATHYHOCT, ChC WiH De3
6p0peyna HeqoCTaTBYHOCT, € HalmoaaBana CUMIITOMATHYHE xunoToHus, Tosa e Hali-eposTHO
5ia C& CYYH TIPH NAalHeHTH ¢ TeXKa ChPASUHa HeIOCTaTEYHACT, B pe3yaTar Ha ynorpefara Ha
BHCOKH R03H OPHMKOBH TUYPETHIH, XHIIOHATPHEMUA HiTH YBpexeHa Op6peuna dymiuua. [pu
TALMEHTH C TIOBHIIEH PHCK OT CHMITOMATHYHA XHNOTOHMS TpsOBa BHHMATENHO Ja Ce Clely
HAaqanoToO Ha TePanHATa H KOpeKuiTa Ha fo3aTa. [Toqo6Hu cholpakeHns sakaT H 32 NalHEHTH
¢ HeXeMu4uHa 6ONECT Ha ChPLETO WM MOIBYHO-CHI0BA DONECT, IPM KOKTO PA3KOTO CMajlane Ha
KPBBHOTO HANATAHE MOXe [ia foBefe A0 HHGApPKT Ha MHOKapAa HIH MO3bYHO-CHI0B HHLHAEHT,
AKO ce nosBd XMNOTOHNS, NAUHEHTHT TpAGBa 13 Obe nOcTaBeH B IETHANO MONOKEHHE H, ako €
HeofSX0OMMO Jla Ce HanpaBu HHTPABEHOIHO BIHBaHE HA HOPMaieH GU3KOIOTHIEH PasTBOp.
IMpexofeH XANOTOHHYEH OTTOROP HE € IPOTHBONOKA3AHKE 34 MO-HATATLIIHO AOINPAHE, KOETO
MOIKE [ia Ce OChiecTBaBa 0OuKHOBEHO 663 3aTpyIHeHNs, BeHAra oM KPBBHOTO Hanarane §bae
MOBUUIEHO CIIE] YBenHuaBaHe Ha BETPECHA0BUA 00eM.

[Tp1 HAKOW NALMEHTH ¢hbC CHPIEUHA HEAOCTATBYHOCT, KOUTO UMAT HOPMAITHO HAH BHCKO
HAJIATAHE, MOXKE 3 Ce MOABH SOMBJIHHTENHO NOHMKABAHE HA CHCTEMHOTO KPBBHO HANATAHE NPH
npunaraHe Ha au3pHonpun, To3u edekeT e ouakBal U OGUKHOBEHO He € IIPHYMHA 33
NpeKpaTABAHS Ha IEUSHHETO. AKO XHNOTONHATA CTAHE CHMITTOMATHYHA, MOWKE Jia C€ HATOKH
HaMangBase Ha J03aTa WK CIMpPaHe Ha AHIHHOIPHIA.

Xunomonud npu ocmuvp undrapkm #g Muoxapoa




Jieuenue ¢ nH3MHONPHN He TpROBa Ja Ce 3aMovBa NPY JAUMEHTA ¢ OCTED HH(APKT Ha
MMOKApJIa, KOWTO CA W3NOKEHH HA PHCK OT 0-HATATHUIHO CEPHO3HO BAOIHIABAHE Ha

XEMOJHHAMHKATA [IpY leveHNe ¢ Ba3oAunaTaTop. Tosa ¢a NAUWEHTH ChC CHCTONHO KPBBHO
Hansrane 100 mmHg i no-HHCKo, HiIM TaKMBa ¢ KapA#oreHeH mok. [1pe3 nepeute 3 AU
criell MHGapKTa Ao3aTa TpadRa fa Obe Hamalena, aKko CHCTOMHOTO KpbBHO HAIATAHE €

120 mmHg v no-aucko. MomaaspkalmTe noau tpalea na OLAaT HAMaNeHu N0 5 mg Win
BPEMEHHO J0 2,5 mg, aK0 CHCTONROTC KpEBHO Hangrane € 100 mmHg uiM no-Hucko. Axo
XHIIOTOHHATA NiepcHeTHpa (CUCTONHO KPBBHO HafAraHe mo-HUCko ot 90 mmHg 3a noseve 0T |
4ac), NpHAaraneTo Ha TM3UHONPUA TPibBa Na ce MpeyCTaHOBH.

Cmeno3a va gopmuama y MumpanHama Kiana/xunepmpoduaina kapouomuonamus

Kaxro npr apyrute ACE HHXHOUTOPH, TM3UKONPHA TpSOBa Aa ¢e NpHIara ¢ BAUMAaHHE MpH
NIALMEHTH ChC CTEHO3a Ha MHTPATHATA Kana i 0OCTPYKUMS Ha H3X0[a Ha NABATA Kamepa, KaTo
A0PTHA CTEHO3a WM XHNEPTPOHUYIHA KapAHOMHONATHA,

Bvbpeuno yepesicdane

B ciyuau na 6u6peuno yepexnane (xpeatHHUHOB Kiuphhce <80 mL/min), HayanHara acza
JH3MHONpUA TpAbGBa Ja OvJle alanTHPaHa B 3aBHCHMOCT OT KPESATHHHHOBHS KITHPBHC Ha
NalMEeHTa H B 3aBHCHMOCT OT TepaneBTHYHANL OTIOBOP KBM JeYeHNneTo. PyTHHHOTO
npocieNsBane Ha Kalus ¥ KPEaTHHHHA € YacT 0T ofuyaiinata MeJHIMHCKA NPpaKTHKa NpH
TaKKBa nauHeHTH. [Tpy NauyenTyH che chpaeyHa HEJOCTATHHHOCT XHIIOTORHATA, KOATO € B
pesynrar Ha HauanHaTa Tepanis ¢ ACE urxuburopn Moxe Aa JoBene N0 HAKOM NO-HATATBUIHY
yBpesxaaHns Ha Gu0peunara Gynkuus. JoknansaHu ca ciydan Ha octpa OnbpeHHa
HEAOCTATHHHOCT, KOATO OOUKHOBEHO € ofpaTMa.

Tpu Hakon nauuenTy ¢ Quiarepanna 6s0pedna aprepnaina CTEHO3a HIY CBC CTEHO3a Ha
apTepHaTa KbM eNHHCTBSH OROpEK, KOHTO ca OUIM NexyBasy ¢ HHXHOUTOPH HE AHTHOTEHIHH-
KOHBEpTHPAWHA eH3uM, e Hab/monapaHo NNOBHWIABAHE HUBOTO Ha ypeATa B KPbBTa W Ha
CEePYMHHS KPEaTHHHH, KOeTo 06HKHOBEHO € o6paTiMo NP NpeyCTaHOBIBaHe Ha Tepanuara.
Tosa e no-xapakTepHo 3a naliyedTH ¢ 6u06peuna HepocTaTsaHocT, [lpy HanRYHa
peHoBacKy1apHa XHNEPTORMA CHIISCTBYBA NNOBHIIEH PHCK OT TEXKA XMNOTOHMA ¥ GBOpeyHa
HemocTaTeuHocT. [1pH TakHBa NAUHEHTH, TedenueTo Tpa6Ba A2 3ano4He NpH BHUMATENIHO
Jexapcko HAOMOACHHE ¢ HHCKH J03M 1 BHHMATEHO THTPHPAHE Ha JO3HTE.

Heakox xHOepTeHINBHA nauueHTH 6e3 JaHHY 3a TPETEPIAHO PEHOBACKYNApHO 3a00i11BaHe ca
PA3BHIIM NIOBHINEHH HHBA B KPHBTA HA YPEA H CepyMEH KpeaTHHHH, KOuTo obHualino ca
HE3HAYHUTENHK H OTIIYMABAT, 0cOOSHO KOTATO JIH3HHONPHI Ce NPHAAra YCTIOPEAHO ¢ RHY PETHK.
ToBa € Mo-xapaKTepHo 32 MalMEHTH ¢ NpexapaHo Ge0peTHo yBpexkaane. Moxe na ce HanOXH
HaMANsBaHe Ha JO3ATA WM CTMpaHe Ha JHYPETHKA, H/HAH NEYCHHETO C IM3HHONPHIL,

TlpH ocThp MuokapiieH UHGDAPKT JIeHeHHETO ¢ TU3KHONPUN He TpAbBa Ja 6b¢ 3an04BaHO HpH
nauMeHTy ¢ Aokasana 6n0peyna anchyHKIME, OnpeneneHa KaTo KOHUEHTPAIlKA Ha CEPYMEH
KpeaTHHHH, Haxsrwmasamwa 177 micromol/L w/niau npoTennypaa, HaXBHINABALIA

500 mg/24 vaca. Axo ce pasede 6b0peyta THChHYHKINA 110 BPEME HA JIEICHHETO C IH3HHONPHN
{KOHLEHTPALHA HA CEPYMEH KPEATHHUH, NpeBHlaBama 265 micromol/L vy A8a WETH ro-
BMCOKA OT Ta3K Npeay NeYeHHeTo), Torara nekapat TpabBa 2a ofMuCaH crinpaHe Ha 1eYeHHeTO
€ NH3HHONIPUA.

Cepvxuygcmeumennocm/anzuoedem
Joxknaapany ca peiiky CIyyaH Ha AHIHOEAEM Ha JIHUETO, Kpal AWLNTe, YCTHHTE, €3HKa, TOTH A
u/unu napurxca. Tolt ce Habnrogasa paaxo Npy nauveHTH nekybanu ¢ ACE unxuburops,

BKIKYHTENHO THIHHOTPHI. TOBA MOXKE 43 Ce CNY4H [I0 BCAKO BPEME Ha JIEYEHHETO.,
CyYyaH, TepanuaTa ¢ T3uHonpu Tpadea jla Oble NpeycTaHoBEHA BeaHara, kak
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npeanpHeMe NOAX0MALL0 JIeUeRIE N POCICASBaREe IIPeaH MALHEHTHTE, 34 Aa Ce OCHIYPH NBIHO
ipeMaxBane Ha CHMOTOMHTE [TPeNy NalMeHTUTe Aa ObAaT H3nHcauH ot fonHuua. Jopu B
CTy4aHTe, KOraTo € 3aCerHaT ¢aMo €3uKa 6€3 peCnHpaTopeH AHCTPeC, NANMeHTHTe TpabBa
ApoAbIKATENHC A3 Gpaar HabnoaaBanH, ThA KaTO NEHEHNETO ¢ AHTHXHCTAMHHA H
KOPTHKOCTEPOMIH MOXKE & C& OKRXE HEOCTATLYHO,

MHOro paako ca JoKnanBaHy GaTanku cy4ad B pe3yTAT Ha aHrHOEAEM, CRBP3AH ¢ OTOK Ha
JapHHKCa KM HA e3xxa. [py 3acersaTH e3vk, TIOTHC WITH NapHHKe, 0GHKHOBEHO Ce CTHTa JI0
3aITyiiBaHe Ha BB3AYXOHOCHHATE TBTHUIA # € 0C00eHO XapakTepHo NPy NALMEHTH ¢ AHAMHe3a 32
NPeTHLPIZHA ONIEPALIMA HA BB3/IyXOHOCHUTE MbTHINA. B Tesu cnyvan TpaGsa ga 6pae HasHadeHa
CHelHa Tepanus. T4 MOKe Aa BKITIOWBA NpHIarane Ha aJpedaivH U/HnH NoJUTEPKAHE Ha
BB3AYXOHOCHUTE IIBTHINA 0TBOpeHH. [TauuenTeT TpAGBRa Aa ce HalmionaBa BHHMATEHO JI0
THIIHO H3UC3BAHE HA CHMITOMHTE.

VHXUOHTOPHTE HA AHFHOTEH3NH-KOHBEPTHPAIHS SHI3NM NPEAH3BAKBAT MO-YECTO aHTHOeeM
TIpH NALHEHTH OT YepHaTa Paca, OTKOJIKOTO NPV NAlHEHTH OT APYTH PacH.

[TauneHTH ¢ aHaMHE3a 32 aHrHOSAEM, HECBbp3aH ¢ Tepanud ¢ ACE yaxubuTop, ca Y3N0KeHH Ha
0-BHCOK pHck npy npreManeTe na ACE umxuGurop (8. Touka 4.3).

CenbrerBaniate ynerpeba Ha ACE nuxu6aTopH obhe cakyOuTpu/BancapTay €
NPOTHBOMOKAZAHA TOPaJIH NOBHIIEH PUCK OT aHrHoedeM. JleueHne cbC cakyOuTpHn/BaicapTal
He TpaOBa Ja ce 3an0YBa N0-paHo OT 36 yaca ciejl MocieIHaTa 1033 AR3HHONpU. Jlededne ¢
TH3IWHOTIPUN HE TPAOBA J4 ce 3anm0o4Ba [Ho-paHo OoT 36 yaca ciell nocaeqHaTa 1o3a
cakyGuTpun/Bancaprtad (BX. Touku 4.3 u 4.5).

ConwreTeamara ynotpeba Ha ACE naxnbutopy ¢ patexkanorpun, mTOR unxubutops (5anp.
CHPONHMYC, €BEPONHMYC, TEM3HPOAHMYC) B BHIAATTUIITHR MOXE Ja JOBSAC 10 NOBULIEH PHCK
OT aHrHOeAeM (Hanp. OTOK Ha JMXATETHUTE ITBTULLA WITH e3kKa, CbC WK Oe3 HapylleHde Ha
AMWaHeTo) (BK, Tovuxa 4.5}, Heo6Xx0AHMO € 18 C¢ NOAXONH ¢ NOBHLICHO BHHMAHHE, KOraTo ¢&
3anousa euenwe ¢ panekagoTpui, mTOR uRXnGUTOpY M BUIAATAKIITHH IPH MAUHEHT, KOATO
Beue npueMa ACE HuxuGuTOp.

Awnadwraxmoudnu peaxyuy npu XeMOGUATUIHY nAYHEHMY

Hoxnaxsany ca cinyvau Ha aHaQHAAKTOHARH peaKUMH NIPH NAMERTH HA INaiv3a ¢ BACOK
tayxc Ha MemOpanvite (Hanp, AN 69) u Tutpupans yenopeado ¢ ACE waxuGurop. [Tpu
TAKWBA AUHEHTH TpAGBa Aa ce oOMucaH ynoTpeba Ha YT THN JHAIN3HH MeMOpaHHu WK
NIpUNiarale Ha APYT Klac aHTHXHIEPTEH3IHBHO IEKaPCTBRO.

AngunaxmoudHy peaxyuy Bo speme va adepesa A IUNONHOMeuHUMe ¢ HUCKd RTbNHOCH
(LDL}

Paako, maunHeHTH npueMai ACE nuxuOHTOpP IO BpeMe Ha HUCKO-IITETHOCTHA
munonpotertosa (LDL) adepesa ¢ gekcTpanos cyndar, ca upeTsprenn
KHBOTO38CTpaLIaBaly aHabunakToMIRY peakluy. Tesu peakunu ca W3GerHaTH ypea
BpeMeHHO cninpane npuema Ha ACE udxuburop npeas scika adepesa,

Hecencubuauzayus

Hauventy, npuemamip ACE vHXuOHTOpH IO BpEME Ha JeceHCHOHMH3HpALIC AeueH e (Hanp,
OTpPOBA Ha UHMOKPHIH HACEKOMH) Ca TPETEPIIENN aRadhHNaKTOHAHHN peakuyy. [1py ColuTe
NALMEeHTH, TE3N peakuUkn ca u3berHati, korato ACE nupxuOuropuTe ca BpeMesHo
NpPeyCTAHOBEHH, HO CA €& NOSBUIIH OTHOBO CITy4aiiio MOBTOPHO MPHJIKEHHE Ha TeKapCTBeHMS
TIPOJAYKT.

Yepnodpobuo yepexcoane




Msnoro paako ACE sHXBGUTOPHTE Ce acCOMMMPAT CBC CHHAPOM, 3aM0YBall ¢ X0NeCTaTHIHA
XBATERUNA MIH XEMATHT, NPOFPeCHPAIN IO 3acTpallaailla HEKpo3a M (TOHAKOra) CMBPT.
Mexanu3aMbT Ha TO3M CHHAPOM HE € ACEH. [1aHeHTH, KOWTO MpHeMaT JU3HHOTIPHN # pa3BHBaT
KBITERWA WK UMAT NOBRIIEHH HWBA HA YePHOAPOCHHTE eH3UMH TPAGBA Aa NIPeyCTaHoBAT
MpHEMa Ha THIHHOUPHA M Jja ITONYYAT NOAXONNIO MEAHIMHCKO feueHne.

Heymponernus/azpanyroyumosa

Joxnansauy ca clry4an Ha HEYTPOIICHUA/arpaHy oL TO3a, TPOMOOLMTONEHHS i aHeMusl TIpH
nauuenTy, npuematis ACE uaxuburopn. HeyTponesus, npy nanyesty ¢ HopMaina 6u0peyna
thyHKUMA, 6e3 apyru ycnoxkuaBauy GakTopH, ce cnyysa psako. Heytponewnara u
arpaxynouHMTO3aTa ca 0OpaTHMH NpH npeycTaHoBABaHe npuema Ha ACE unxubuTOpa.
Jlusuaonprka tpa6sa Az 6bAe HRRON3BAH C NOBUINEHO BHAMAHNE TIPH TTAUHMEHTH ¢ KOJareHo
BacKy/apho 3a60N4BaHe, HMYHOCYTIPECHBHA TEPATTHA, TSUCHHE C ATONYPHHON HITH
NpOKaHHAMKI, KIH KOoMOHHAUMS OT TE3X YCIOKHABALIN GakTOpU ¥ 0cOGEHO MpH
CHLIECTBYBAINO NPeH yRpexaaHe Ha Oubpeunara Gynkuus. Hakou 0T Te3H NauseHdTH pa3euBar
CepHo3HY HH(MEKIMY, KOHTO B MaIrbk Gpoif cnydan He OTrOBAPAT Ha MHTEH3UBHAE AHTHOMOTHYHA
Tepanus, AKO MH3HHONPHKI C€ H3NOA3BA OT TAKHBA NALMEHTH, MPENOPELYBA CE MEPHOAHYCH
MOHHUTODHHI Ha 6pos Ha NEeBKOUNTHTE M NALEHTHTE TPAOBA Aa OBAAT MHCTPYKTHPAHH Aa
CBOOMIABAT 33 BCEKH NPU3HAK HA HHEKIHS.

Heotino baoxupane ng penn-anzuomensun-ardocmeponosama cucmema (PAAC)

HMwma nauny, ue ennoBpemerHata ynorpeGa Ha ACE naxuburopy, anrvotensus ll-peuentoptu
Hnoxepr UK ATMCKHPeH NOBHINABA PUCKA OT XHILOTOHHA, XHNCPKATHEMHA H HAMAIABAHE HA
Ge6pennara HyHkUHA (BKIOUUTEAHO 0¢Tpa 6%6peuna HepocTaTeROCT). TTopanu ToBa HE ce
npenopwusa AoHo GiokupaHe Ha PAAC upes xomGunupanara ynotpeta va ACE
HHXHONTOPH, aBTHOTEH3HH I[-penenTopun Gnokepy ung andckupeH (Bx. Todxm 4.5 1 5.1),
AKO ce fpenens, ue TepanuaTa ¢ ABoliHo Gilokypate e abcomoTHO neobXonuMa, Toa Tpabea
Jia cTaBa camo Mo HabmoACHHETO Ha CHCUHANHCT M [IPH YECTO BHEMATENHO MOHUTOPHPaKE Ha
6nOpeynara QyHKIHA, ENEKTPONHTHTE H KPHBHOTO HAATAHE.

ACE unxuburopy 8 anrnoten3nH ll-peuentopuu Gnokepu He TpidBa fa ce HINONIBAT
eAHOBPEMEHHO NpH nauHeHTH ¢ anaberHa HedponaTns,

Paca

Huxuburopute Ha AHrHOTEH3MH-KOHBEPTHPALINS SH3UM NPHUHHABAT NIO-BHCOK PHCK OT
AHTHOENEM TIPY YEPHOKOKH MAKHEHTH, OTKOIKOTO NPH HEYEPHOKOKY MNALIMEHTH,

Kaxrto v npu apyrute ACE HEXUGHTOPH, TU3KHONIPUI MOXKE 4 oxaxe ro-cial eexT 3a
[IOHUKAB&HE Ha KPbBHOTO HANATARE NPH YEPHOKOXKH NAUHEHTH, BEPOATHO TIOPann
npeobnaaaBaHe HA NO-HKCBK PEHHH NPH XHREPTEH3UBHA YePHOKOKA NIONMY IALHUA,

Kawruya
HMMa crobBuienus 3a kawnuda upy ynotpebara na ACE naxuburopyu. Xapaktepusupa ce ¢ TOBa,

e KallN¥uaTa He € IpOAyKTHBHA M OTIyMsBa Npu cnupaune Ha Tepanudata. ACE unxuburop-
HHEAyUMpana Kamuua TpabBa Aa 6bae oTueTeHa KaTo YacT OT AndiepesunaniaTa AHarHosa Ha
KaliMuara.

Xupypews/anecmesus

[Tpu mauHeHTH, TOAICKEHH HA CSPHO3HA ONEPALIMA HIIH N0 BPEME Ha aHECTE3us ¢ NPOAYKTH,
NPOBOKHPALIKM XHIIOTOHKA, JIN3MHONPKT MOYe 12 610KHPa BTOPHYHO anrnoTen3yA Il dopmanmsta
J0 KOMIIEHCATOPHO 0CBOGMKIABAHE HA PEHHH. AKO C& NIPOABN XHTIOTOHHA H TH C& ¥




De3yNTaT Ha TO3H MEXAHHILM, TOBA MOXKE 8 C€ KOPHTHpA Ype3 YBeIHYaBaHe Ha BbTPECHIOBHS
afeM,

Xunepxanuemus
ACE unxuburopuTe MOTaT Ja OPEAH3BYKAT XHNEPKATHEMHs, ThbH KaTo MHXHOHpat

0CBODMKIABAHETO HA ANJocTepoH. EdekysT 00HKHOBEHO HE € 3HAMHTENEH NPH NALHEHTH ¢
nopManHa 650peyra pyskiug, Obaue npu NauMeHTH ¢ HapylieHa 6x0peuna QyHKUMA, 3aXaper
IuabeT W/HIH NpH MAUHeHTH TpPHEMALlH XpaHuTeNiHy Jo0aBKH, ChALDKAINN KA
(BIUTIOYMTENHO 3AMECTHTENHN Ha CONTa), KaNNi-ChbXPanaBaIlK 0y PETHIH (Hanp.
CHHPOHONAKTOH, TPHAMTEPEH MM aMHNIOPHA), , WIH TaKHMBa NallHeHTH, IpHeMalld NeKapCTsa,
KOWTO TIOBHUIABAT CEPYMHHN Kanu} (Hamp. XelapHH, TPEMETONPHM Uil KOMOHHAIMATA KO-
TPHMOKCAa30J, U3BECTEH CHILO KATO TPHMETONpHM/ cyndameTokcason 1 ocobeHo aHTarOHHCTH
Ha @1A0CTEpOHa HAN aHrHOTeH3HH-pelleNTOpHH GIOKepH ), MOXE Ja BE3HHKHE XUNepKaaHeMHs.
AKO BCe I1aK e Hanara eJHOBPEMEHHOTO [IpHIaraHe Ha NOCOYeHHTE 10-TOpe JEKAPCTRa,
1IpEnOpBYKTEIIEH € peoBeH MOHUTOPMHT Ha cepyMHHA xanuil u 6vlpevunara dyukiua (Bx.
rouka 4.5).

Huabemuyu

[pw nuabeTHOy, 1eKyBand ¢ OpanHH aHTHAKA0STHYHH CPENCTBA WIH HHCYNIUH € HeoOX0AHM
pesloBeH KOHTPON Npe3 mbpeHd Mecel oT NeueHnero ¢ ACE uaxubnrop (Bx. Touxa 4.5).

Jumui
B nopedeTo cnyvan xoMGHHAUHATA OT IMTHH U MHIHHONPH HE Ce Npenopsyba {BX. To4xa 4.5).

bpemennocm
Ipuem ua ACE unxubutopH He TpaOBa [a ce 3ano4sa 110 BpeMe Ha GpemerHoct. C

H3KTIOUEHHE Ha CIyYaHTe, KOraTo NpoabxapaHe Ha NedenueTro ¢ ACE nuxuburop ce cunra 3a
BAXHO, TALHEHTHTE, KOHTO AHHPAT GpeMEeHHOCT TpAlBa Aa NPEeMHHAT Ha APYTo
AHTHXHNESPTEHIUBHO JIUSHHE, KOETO € ¢ YCTaHOBeH npodua Ha Ge3onacHocT npu SpeMeHnocT.
[pu ycranoessaHe ha Gpemennoct, neyendero ¢ ACE unxuGuropu TpaOsa Hezabasno fa Obae
CHPSAHO M 8KO € MOAXOAANID, TpaOBa Aa 3am04He nedeHHe ¢ ApYro CPEACTRO (BXK. To9KH 4.3 W
4.6).

BLB BpE3Ka ¢ aMIOIUIHH

Hee YCTAHOBEHAE 6e30nacHICTTa B CQ)BKTHBHOCTTB Ha aMTONIHAH PN XHIEPTOHWYHA KpH3a.

Mewa HEDBCMAaMBbYHOCI

[MaunnenTuTe CcHe CHPASUHE HEAOCTATEHOCT TPROBA 43 OBJAT AeKyBaHW ¢ BHUMaHHE. B
ABATQCPOYHO TLIAKE00-KOHTPONMPaHO NPOYHBAHE [IpH ALHERTH C TekKKa ChpAcyHa
nenoctarbutoct (knac 111 4 IV no NYHA), cvofuiaBanata yectora Ha GenonpofeH oTok e
6ina no-BUCOKA B IPYNATE, IEKYBAHa C AMIOTHIIHH, OTKOJIKOTO B Ilanebo rpynata (Bx.
Toyka 5.1).

BrokepuTe Ha KanUHEBHTE XKaHANH, BKIIOUKTENHO aMI0OAUNIH, TpAOBa 1a Ce H3NoN3BaT ¢
TIOBHIIEHO BHHMAHUE TIPH NAUHEHTH ChC 3aCTOHHA ChPASTHA HEAOCTATBYHOCT, THH KaTo Te
MOrarT Ja yBeHYAT picka 0T ObASH ChPIe4HO-ChAOBH HHIMACHTH H CMBPTHOCT.

Yennodpobuo vapexcogne

ITpn nauuenTy c yBpeieHa yepHoapobHa QyHKUMA, NONYXKHBOTET HA AMIOAUITHHE




Caenosarento, aMmnoAunuy Tpabea 1a ¢¢ 3ano4He ¢ Hali-HUCKATA 1034 OT AO30BHA AHANA30H M
¢ Heo0XO0IMMO ITOBHIUEHO BHRMAHNE, KAKTO NPH 3aN0YBaHe HA TeUYEHHETO, TAKA H IIPH
TIOBHLIARANE Ha K03aTa. [IpH NauMenT ¢ TeXKO HepHOApoOHO yBpe#aaHe MOKe a2 C& H3NCKBa
GaBHO THTPHpaHE Ha J03aTa H BHAMaTendo Habmoienue.

Cmapuecka eb3pacm
[1pu crapuecka Be3pacT, yBennyasaReTo Ha Jo3aTta TPsOBa Aa ce U3BBPLUBA C MOBHIIEHO
BHUMAaHUE (Bx. TOUKK 4,2 u 5.2),

Sulpeuno yapexcoane

Ipy TakMBA NALMEHTH AMJIOAKITHH MOXE a ¢ H3IOA3RA B HOPMAJIHH 1034, TIpoMenuTe B
N/1a3MEHKTE KORLUEHTPAINY Ha AMIOOHIKH HE ¢a CBBP3aHH ChC CTeNeHTa Ha §p0peuHo
YBPEXKIAHE. AMIOAHITHE HE ¢ AMATH3HPA.

B1B Bpaka ¢ JHpoHopM

To3u nekapcTBeH MpOAYKT ChABpPxka no-Manko oT 1 mmol natpuii (23 mg) na TabneTka, 1.e.
MOKE J8 e KaKe, Ye NPaKTHYeCKH He ChABPXKa KaTpHil,

4.5,  BsaumonpeifcTBHE € APYrH JEKAPCTBEHY NPOXYKTH B APYTH GOPMH Ha
BiaamofelicTBHE

BS&HMOgBﬁCTBHi[, CBBEP3AHH € THIHHGIDHT

Anmuxunepmenzusiu cpedemea

EnnospemenHaTa ynoTpeGa Ha AH3HHONPHI C APYTH aHTHXUIIEPTEH3HBHY CPeAcTBa (HanpHMep
FIHLEPHIIOB TPHHHTPAT, APYTH HHTPATH UMK APYrH Ba30oHIATATOPH) MOKE ACMLIHNTEIHO Ja
NOHUKK KPHBHOTO HAJATAHE.

JlanHu OT KIMHHYHK OpOYSBAHUA MOKABAT, 4e ABOHHOTO GNOKMpaHe HA PEHHH-AHIMOTEH3HH-
angocTeponorara cucreMa (PAAC) upes komGunupanarta ynotpeba na ACE unxnGuropn,
aurgoTerzdd [I-peuenTophry Gnokepy By ANKCKUPEH CE CBBP3BA C NO-BHCOKA YeCTOTa Ha
HekenaHn chOUMTHA, KATO HANPUMED XHIIOTOHHS, XHIIEpKANHEMHA H HaMalsBaHe Ha
Orbpeunara dyHkuua (BRMOUATENHO 0¢Tpa GpOpeyuta HEROCTATEHHOCT), B CPABHCHHE C
yrmotpefiaTa caMo Ha eqHo ¢peacTeo, aeficTramo Bepxy PAAC (B, Touxh 4.3, 4.4 u 5.1).

Jlexapemea, xoumo mozam 0a nosUMLAM PUCKA OM aHEUoedeM

Cenurerpaarta yrnorpeba ra ACE #HxubHTODH Che cakyGuTpui/BancapTas ¢
TPOTHBOTNIOKA3AHA, Thii KATO TOBA NOBHUIABA PACKA OT anrHoeaeM (Bx. Touka 4.3 u 4.4),
Crowrerpamara ynotpeba na ACE naxuGutopn ¢ uaxuGuropu Ha mTOR (Hatp.
TEMCHPOIUMYC, CHPOJIUMYC, EBEPOTMMYC) HiIM HHXHOMTODH HA HEYTPANHATA EHOIENTHAA3a
{NEP nnxuGutopu) (Hanp. pauekaloTpun), Kid TEKaHEH aKTHBATOP HA ILNA3MHHOTEH IWIH
BHILJATAHIITHH MOXe 0a NoBefle N0 MOBHWEH PHCK OT aHTHOSeM (BXK. TOYKa 4.4).

Huvpemuyu

AHTHXHNEPTEH3UBHMAT e(PEKT € AAUTHBEH, KOTaTO KbM JIEUEHUETO ¢ JIM3UHONIPUS Ce Ha3Ha4dH
TEPaNHKs ¢ ARYPeTHK. T{allHERTHTE, KOHTO BEYE IPHEMAT THYPETALM, H 0cODEHO Te3H, Ha KOMTO
HacKopo ¢ HazHadYeHa AMYPETHIHA Tepanus, MOHAKOTa MOTaT A4 H3THTAT CHIHO IOHMKCHUE Ha
KPBEHOTC Handrane npi nobasine Ha iMaMHOIpUA. BuIMoKHOCTTa 32 0B Ha

XHITOTOHMS MOKE JIa Ce MEHHMH3HPA KaTO ce CIIpe IpHeMa Ha ABYPeTHKaA NPeNy 3a04BaHe Ha

JIEUEHHETO ¢ MH3MHONpUA (R, Touka 4.4 1 Touka 4.2). 5 W}? “
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Kanuesu 0obasku, karuli-CoXpaHAsawt OUYPEMUYY. WiU Kaluii-CrObpICauju conesu
3amecmumen u Opyzu AeKAPCMBa, Koumo GUxa Mo2ny O ROGUWAM HUBAMA HA KA1
BrLapexs ve CepYMHHAT KanHi 0OHKHOBEHO OCTARa B PAMKHMTE HA HOPMAJNHHTE MPaHHLH, OpH
HIKOM MALMEHTH, ACKYBaHH ¢ TH3HHONPHIL, MOXE A3 RE3HNKHE XUNepKanueMus. Ynorpebata
Ha Kanul-CbXpansBalll ARYPeTHUH (HaMp. CIHPGHONAKTOH, TPHAMTEPEH HIIH AMHIOPHT),
XpaHHTENHY JOOABKH WM CHALPKALIN Kamuit WY KanAii-ChALPKAUH 3aMECTHTEH Ha coNTa
MOKE JIa JOBEAE RO 3HAYHTEIHO OBHINEHHE HA CepyMHNS KanuH, ocofeHo npr nauMenTy ¢
BapyueHa GbOpeuna dyuknus. Tpadsa CHIIO fa ce BHUMABA, KOTATe JTHIHHONPHI Ce NpUIIara
€XHOBPEMEHHO C JPYTH CPEACTBA, KOMTO NOBHUIIABAT CEPYMHHA Kanuif, KaTo Hamp.
TPUMETOIIPHM ¥ KO-TPHMOKCa30 (TPHMETONPHM/CYA(haMeToKcas30N), Thil KaTo € U3IBECTHO, ve
TPUMETOINPHM ASHCTBA KAaTO Kanui-ChbXpaHABaLl JXYPETHK 10R06HO Ha amunopH. Ilopamn
TOBA He C€ NPEenopbyBa KOMOHHAPAHETO Ha THIMHONPHI C FOPECIIOMEHATHTE JIEKAPCTBa. AKO €
NIoKa3aHa CeABTCTRAINA YoTpeGa, Te TpAlna a ce M3NON3BaT C INOBHLUICHO BHUMAHHE U NPH
YeCTO NPOCIeAARaHe HA CePYMHHA Kanuit (Bxk. Touka 4.4).

Luxrocnopun: Tipu cempTeTBama ynotpeba Ha ACE HHXUOHTOPH ¢ IMKIQCIOPHH MOXKe 14
BL3HUKHE XHNepraTHeMHS. [IpenopeyBa ce NpocneasBane Ha CEPyMHHA Kauid,

Xenapun: Tpu cenbTerpamma ynorpeta Ha ACE HHXHOUTOPH ¢ XenapuH Moxe 12 BbIHHKHE
xunepkanuemna, Ipenoprpysa ce mpocneaasane Ha cepyMHHEA Kasufi.

AKO JMIHHONPHI CE fIPU/Iara ¢ Kadui-HeChXpanasaul AnypeTuk, JMypeTnuso URAYLINpaHaTa
XUTIOKAJIHEMHA MOXE 12 ce HAMANH.

Jumuii

OGpaTemO NoBHIABAHE HA CEPYMHUTE JIWTHEBH KOHUEHTPALUMH W TOKCHYHOCT Ca
ROKARBAHH 110 BpeMe Ha IHOBPEMEHHO npuiarase Ha mutul ¢ ACE naxuGutops.
EnnoBpemennaTta ynoTpeda Ha THA3HIHH JHYPETHLH MOXKE 13 NOBHILH PHCKA OT THTUEBA
TOKCHYHOCT M JIa A YBEInyu npu ynorpeda Ha ACE unxuburopu. YaorpeQara Ha
AH3HHONIPUA ¢ MHTHIL He ce NPEnopbYBa, HO aKOo ce Jokaxe e KOMOHHUPAHETO UM €
Heo0X0OMMO, CEpYMHHUTE HHBA HA THTHI TpsOBa Aa ObAAT BHHMATENHO NPOCNEASBaKH (BIK.
Touxa 4.4).

Hecmepoudnu npomusosvsnarumenny cpedcmeaa (HCTIBC,) sxmouumenno ayemuncanuyunosa
Kuceauna 23 g/0en

Ennospemennoto npnnarate #a ACE NHXHONTODH ¢ HECTEPORANH NPOTHBOBL3NATHTENHN
7iekapeTBa (KaTo AUETHICATHIMIOBA KHCETHHA B IPOTHBORB3HATHTENHH JO30BH PEXXHMU,
COX-2 nuxuburopH n necenekrubui HCIIBC) moxe na HaMany aHTHXUIEPTEH3HBHEA eeKT.
EnnospeMennara ynorpeba na ACE unxuburopn n HCITBC Moxe aa aosene Io OBHIIEH
PHCK OT BIOIIaBaye Ha OppeunHara QyHKIHA, BKIIOYHTEIHO ocTpa Gubpeyna HeOCTATHYHOCT
H NOBWLIABAHEe Ha CEPYMHUTE HHBA Ha Kanui, ocobeHo Npu TaunenTH ¢ prowleHa Grbpeusa
dyukuns. Tezn epextdt obuyaiino ca oGparumy, Eanospemennara ynotpeSa Ha T€3n
NeKapCTEeHY cpeacTea Tpadea fa Ce NpHunara ¢ TOBHIICHO BHUMaHNE, 0coBEHO NPH MAlMEHTH B
nanpeasana Bu3pact. Jlanuedrrre tpadea na 6baat 1obpe oBOAHABAHN ¥ Tpsi6Ba fa ce HMa
npeasua HalmogeHde Ha Ob6peuHaTa $yHKIHA Cie]] 3a104BaHe Ha KOMOHHHpAHATA Tepanus 1
PEAOBHO Cliell TOBA.

Inamo
Hutpouaun peaxiuy (CUMIITOMM Ha BA3OAMNATALHSA, B TOBA HHCIG 3a4ePBABIHE, raicHe,
3aMaqgHOCT M XHNOTOHKS, KOMTO MOraT Ja GbJaT MHOIO TEXKHM) Clel HHKEKIIHOHHO NPUITaraHe
Ha 31810 (HANp. HATPHEB ayPOTHOMANAT) ¢a ChODMIABaHY N0-4eCTO NIPH TIALHEHTH, JIEKYBAHU ¢
ACE umxnbutop. =
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Tpuyurnuunu anmudenpecanmu/aumuncuxomuyw/ arecmemuyy

EnxospemennaTa ynotpeba Ha onpenecHH aHECTETHYUHY JIEKapCTBEHH NPOAYKTH, TPHIHKIHYHH
AHTHICNTPECAHTH B AHTHICHXOTHUH ¢ ACE uRXHOHTOPH MOXe A 10BEOE A0 JOTBIHATENHO
HNOHMKABAHES HA KPBRBHOTO (BX. Touka 4.4).

Cumnamurxomumemuyu
CHMRaTHKOMHMETHIIHTE MOTAT J1a HAMAAT aHTHXUIEPTeHIUBHEA edexT Ha ACE
HHEXUOUTOPUTE.

Anmuduabemuuny npodyxmu

JIaHHH OT eNKACMHOIOTHUHH NIPOYUBaHNA IPSANOAraT, 4e eAHoBpemenHata ynotpeda ua ACE
HHXHOUTOPH B auTHAMabeTHH NeKapcTBA (MHCYIMHH, OPanHK XMNOMNIHKEMHYHM CpeacTRa) MOTar
ACTBAHUTEIIHO A3 NOHMXKAT HHBATA Ha TAKOKO32 B KPBBTA ¢ PHCK OT XUNornkKkeMus. To3n
heHOMEH € NO-XapaKTEPeH 3a NBbPBUTE CEAMHLM OT KOMOWHUPAHOTO NEYCHHE H 38 IANHEHTH ¢
6e6peuHO yBpeHaaHe.

Ayemuncanuyurosa xuceruna, mpomboaumuyy, bema-Groxepu, Humpamu

JIH3uHONPAN MOXe Na 0bIe NPAIarad eAHOBPEMEHHO ¢ ALCTHICATHIHIOBA KUCeHKa (B
KapAHONOTHYAH JH031), TPOMOOTUTHLH, OeTa-OioKkepy W/ iAH HUTPATH.

BBRHMO,QEFICTBHH, CBEP3aHM C aMIIONHNHH

Bv3delicmsue na Opyau hexapcmeenu NPOQYVKIMY 8bPXY AMACOUNUH

CYP3A4 unxubumopu

EnxoBpeMenHaTa ynoTpeGa Ha aMIOIHNNH ¢bC CHIHH WiH yMepend CYP3A4 auxnbutopy
(npoTeasnd HHXUOHTOPH, A30/10BH AHTBMBKOTHIY, MAKPOIHIN KATO SPUTPOMHBIHH HITH
KNapUTPOMHLINE, BEPANIAMII HITH JWITHA3EM) MOKE a4 ROBEAE A0 3HAYATEIHO yBeNHUeHHE B
EKCNOSHUMATA Ha aMJIOAMITHY, BOACILO A0 MOBHLIEH PHCK OT XUNOTOHHA, KIHHHIHOTO
TIPOARTIEHHE HA Te3H HapMaKOKAHETHHHY BApHALHH MOxXe Ja ObIe no-u3sheHo NpH NauHeHTH B
crapyecka Bb3pact. [Ipenopbysa ce KIMAHYHO HalMOLSHHE ¥ CROTBETHO MOKE Ja Ce HIHCKRA
KOPMFHpaHe Ha f03aTa.

CYP3A4 undyxmopu

TIpH eIHOBPEMEHHO NPUIIOKEHHE Ha H3BECTHH HHAYKTOPH HAa CYP3A4 nnazmenara
KOHIEHTpaUMs Ha aMIOUITHH MOXe Jia Bapupa. [Topanu Topa KpBBHOTO Hasgrane Tpabsa Aa ce
NpociesBa ¥ Ja ce o6MHUCIR aJalTHPaHe Ha J03aTa KAKTO O BpEME, TaKa 1 Cief
eHOBPEMEHEH 1pueM, ocobeno cue cunti CYP3 A4 HHAYKTOpH (Hanp. pHaMIHLMH, XBIT
KaHTapHOH).

TTpunoxeHUeTo Ha aMIOIUORHE ¢ rpefindpyT WAH COK OT rpeldpyT He ce NPEnopbYBA, Thil
KaTo MIpA HAKOM HAUHCHTH OHOHATMYHOCTTA MOXE Ja Ce IOBHIIN W TOBA 3 A0BeIe X0
3aCHNBAHE HA AHTHXMIEPTEHIHBHHATE QEeKTH.

Hdanmponex (undiysun)

Tlpu xABOTHY ca HAGMIOAABAHH NIETAIHO KAMEPHO MBKACHE H CHPAEYHO-CHI0B KOJIANC,
CBBP3AHH C XHIEPKANHEMHUS CIeI NIPUI0KEHHUE Ha BepanaMuil H HETAPBEHOIHO TPHICKEHHE HA
nauTponen. [Topamy puck OF pasBUTHE HE XHIEpKalHeMus ce Npefopbusa Aa ce n3barea
¢AHOBPEMEHHOTO PHNOKEHHE Ha 60KepH Ha KANLUMEBHTE KAHATH KATO aMIOTHITHH, TPH

3I0Ka4SCTBCHA XUNepTepMHA.
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Eddexmu na amaodunuu gbpxy Opyzu Aekapcmaen NPooyKmi

EEbCKTHTe BBPXY NOHHKARAHC Ha apTCPHANHOTO HARATAHS HA aMJIOJAHIHH Ce aobaesdT XbM Te3l
eqzexm H& APYTH aHTHXHNCPTCH3HBHH JICKApCTBCHU CPeACTBA.

Taxponumye

Hima onacHOCT OT NOBMIIABAHE KPLBHUTE HHBA HA TAKPOIHMYC, KOTATO CE IpHIara
eIHOBPEMEHHO ¢ aMJIORHITHH, HO (hapMAKOKHHETHUHHAST MEXaHHIbM Ha TOBA BIAHMOAEHCTBHE
HE € HAITh/THO W3ACHEH. 3a Na ce 3derHe TOKCHYHOCT Ha TaKPOIHMYC, TPHIJIOKEHNETO Ha
AMIOTUITHH HA NAUMEHTH, JTEKYBAHH ¢ TAKPOANMYC, U3MCKBA KOHTPON Ha KPLBHHTE HHBA Ha
TaKpONMMYC H KOPEKLHA Ha A03aTa Ha TAKPOIHMYC, KOTATO & NOAX0AALIO.

Huxubumopu na mTOR

Huxuburopnre na mTOR, kaTo cHPONHMYC, TEM3UPOIAMYC H EBEpONUMYC ca cyScTpaTy Ha
CYP3A. Amnopunun e cna6 unxuburop Ha CYP3A4. [pn easoBpeMeHHO NpUiarane Ha
HuxH6uTopH Ha MTOR, aMIOTHIIME MOXKE 114 MTOBULIN TIXHATA SKCTIOINIIHA,

Lurnocnopun

He ca nposexany npoy4BaHns 3a BIaRMOAeHCTBHETO MEXTY IMKIOCTIOPHHE W AMIONAIIHH TIpH
3apaBk 7OOPOBONLN KW IPYTH MONYJANMH, ¢ WAKITIOYEHHNE HA TAKHBA NPH TIALKEHTH C
6b0pevHa TPAaHCIUIAHTAUMA, MPH KOHTO Ce HabaoJasa IPOMeRTHEC YBeNHYeREe (cperno or 0%
1o 40%) na Hali-HMCKaTa KOHUEHTPANMA Ha LWHKIOCNIOpHH. HM3KiCKBa ce NOBHIICHO BHHMaHHe
NpH MOHHTOPHHT Ha HHBATA Ha UUKIOCHOPHH NpH NatieHTy ¢ Oubpeuna TpaHCnanTalus,
IpHematly aMIOIHINE, 4 HAMANYBAHETO Ha 034Ta Ha LHKJIOCNOpHH TpaliBa Aa cTaBa npu
HEeo0XOAHMOCT.

Cumsacmamun

EnnoBpeMeHHOTO NpuiaraHe Ha MHOTOKPATHH 7034 oT 10 mg Ha amnogunyi ¢ 80 mg
CHMBACTATHH BOAH A0 YBeIHHABAHE C 77% Ha eKCIIO3HLMATA Ha CHMBACTATHH B CpaBHEHMHE ¢
npHIaraHe Ha CAMBACTATHH caMocToatento. OrpaHuvaBaHe Ha 103aTa HA CHMBAcTaTH jo 20
mg JHEBHO l'[pH naiikeHTH Ha aMAOIHIIRH.

[1pH KNWHHYHY TPOYHBAHHA 3& B3AHMOJEHCTBHS aMIOINIIKH HE OBMKABA dapMaKOKMHETHKATA
Ha aTOPBACTATHH, AUTOKCHH WK BapdaphH.

4.6 Depraanrer, GpeMeHHOCT H KbPMeHE

bpemeHHOCT

Vrnorpebara Ha JIMpPOHOPM He C& IPENOpBYEa M0 BPEME HA ThPBUA TPHMECTHP OT
OpeMeHHOCTTE H € HPOTHBONOKA3HA IPEe3 BTOPHS H TPETHS TPUMECTBP OT OPEMEHHOCTTA.

HaMa omuT OT 4AEKBATHO KOHTPONHPaHH KAMBMYHH H3THTBAHWA OTHOCHO yriotpedaTa Ha
JIMpoHOpM NipH BpeMeHnH XeHH. Bbnpeky ToBa, ynotpedara #a ZBeTe AKTHBHH BEIECTBa 1O
BpeMe Ha OPEMEHHOCT HAM HE ¢ NPENopbYBa, MM € TPOTHBOTIOKA3HA (32 NOBeYe NOAPOSHOCTH
OTHOCHO OT/ENHKTE BEUIECTRE, BHXKTE NO-IONY).

e
s

et



[IpremeT Ha [inponopm He TpabBa Ja 3amo4sa 1o speme Ha OpeMenHocT. OCBeH B CYYanTe,
KOTATO NPONBLIDKHTENHOTO AeueHue ¢ [JUPOHOPM Ce CYUMTA OT CHLIIECTBECHO 3HAUCHHE,
nauMeHTHTE, KOHTO NtaHupar 2afpeMensBane, TpAOBa fa NPEMAHAT HA APYTO
AHTUXUIIEPTEHIUBHO NIEUEHHE C YCTaHOBeH npodua Ha OezonacHocT 3a ynorpela npu
Gpemennocr,

Bve epwi3xa ¢ ausunonpun

Yrnotpebara Ha ACE urxu0uTopy He ce Mpenoppysa no BpeMe Ha bPBHA TPHMECTBD OT
6pemeHHOCTTA (BX. TOUKA 4,4).

Ynotpebara Ha ACE HHX#OHTOPH € NPOTHBONIOKA3aHa 1Ipe3 BTOPHA H TPETUS TPHMECTED OT
OpemenHocTTa (BK. ToUYkM 4.3 1 4.4).

Hsama kaTeropu4Hy enHAEMHONOTHYHH J0KA3aTENCTEA 3@ PHCKA OT TEPATOreHHOCT CAek
excnosuuusg Ha ACE HHXnBHTODH N0 BpeMe Ha TbPBHA TPAMECTHP Ha GPEMEHHOCTTA; RBIIPEKH
TOBA, HE MOMKe I3 ce H3KTIo4H cnabo yseanyeHue Ha pucka, OcBeH B CTydanTe, KOraTo
NPOOBIKHTENHOTO NeueHue ¢ ACE MBXUGHTOp Ce CUHTa OT CHIIECTBEHO SHATCHHE,
MauHEHTHTE, KOHTO Nmiaunpar 3abpemenssane, TpAOBa Ja IPeMHHAT Ha APYTO
AHTHXUIICPTEH3NBHO NIEUECHHE C YCTAHOREH Mpodua Ha GesomacHocrT 3a ynorpela ipu
Gpemennoct. [lpn yeranopssase Ha Gpemernoct, Neuendeto ¢ ACE waxubutopn tpabsa na
Owae mpexpareno He3abaBHO H, aKo & yYMeCTHO, Tpa0Ba Ja 3anoyvHe alTepHaTUBHA TEPANNS,
HseecTHo e, ye excnosnuuaTa Ha Tepanas ¢ ACE HxaOnTOp pes BTOpHA ¥ TPETUS TPHUMECTED
HHEYLMPpa (eTOTOKCHYHOCT NpH Xopata (HamaneHa Op6pevHa QYHKUNA, OHIOXUAPAMHHO3E,
1a0aBAHe B oCHDUKALNATE HA HEpENa) H HEOHATANHA TOKCHUHOCT (Gb0peuna HeNOCTATHYHOCT,
XUITOTORUS, XUNepkanueMus ) (Bx. Touka 5.3). B cnyyaif na excnozunus Ha ACE ynxuburop no
BpeMe Ha BTOPHA TPHMECTED OT HPEMEHHOCTTA Ce NIPeNophUBa YATPA3BYKOBO H3C/EABAHE KA
Ou6pevnara dyHkuua n yepena. Jeuara, 4HuTo Malixa ca npuemam ACE saxubutopn, Tpabea
Ja ObJaT BHRMaTendo Habmonasanu 3a XUNOTOHUA (&K, Toukd 4.3 u 4.4).

Buws gprika ¢ QQUNUH

He e yctanoBeHa 0¢30acHOCTTa Ha aMNOANNHH N0 BpeMe Ha OpPeMEHHOCT IIpA Xopa.
[IpoyJBaHHS TPH KUBOTHH CA MOKAIATH PelIPOAYKTHBHA TOKCHUHOCT NPH NPHIOKEHNE HA
BHCOKH 03 (8. TOuKa 5.3).

Vnorpeara no speMe Ha GpeMeHHOCT Ce npenophYBa CaMo IIPY JuNca Ka no-GesonacHa
aNTEepHATHBA M KOTATO PUCKBT OT 3a00NSBAHETO € MO-TONAM 3a Maltkata u nosa.

KupmMmene

HamMa maunu 3a yrorpeGaTa Ha TH3HHOTIPUA 1O BPEME Ha KbPMEHE,

AMIOMIIMH CE €KCKpPeTHPa B KbPMaTa TP Xopa. Hactra oT Ao3ata Ha MaiixaTa, NOJy4YeHa OT
KbPMAueTo, € HINMCNIEHA C WHTEPKRAPTHACH Anana3oH 3 — 7%, ¢ MakcHMyM 15%, EdekTsT Ha
aMIOANITHH RbPXY KbpMadeTata e HemzsecTeH. Ynotpebara va JIMpOHOPM HE ce MperopsyBa 1
38 NIPeANOYHTAHE € JA C¢ NPHUITATAT alTePHATURHH Tepalliy ¢ no-106pe ycTaHOBeH npodhh Ha
BesonacHOCT HO BpeMe Ha KspMeHe, ocobero B ciiyvail Ha HOBOPOASHO WIH HENOHOCRHO JIETE.

DepTHIHTET

HAupoHopM BLPXY bepTHIHTETA,

12




Buvas gpvixa c amagdunum
Hma cvobmenus 3a ofpatumu GHOXUMWYHH IIPOMEHM B IVIaBHYKHTE HA CHEPMATO30HAHTE NPH

HAKOH NALHEHTH, NeKyBaHy ¢ O0KepH Ha KALMEBHTE Kanany. HaMa HOCTATBYHO KIHHHUHE
JaHHY OTHOCHO NOTEHUMANHKA ediekT HAa aMAOAHAHH EspXY (epruanrera. [Tpy exHo npoy4saue
HPH NITBEXOBE €3 YCTAHOBCHH HeONaronpuaTHN edeKTH BopXY PEpTHANTET Ha MBKKHTE
UEIMBHAH (B, To4ka 5.3},

4.7.  EdexTn BLpxy cnocobnocrta 33 modupane u paGora ¢ MalIneu
Bwe spwika ¢ nysunonpun

Ilpy modnpane unu paGota ¢ MauiveK TpaGBa ja 6ble B3ETO NOA BHHMAHHE, Y¢ OHAKOTa
MOKe 14 C¢ NIOFBY 3aMalBaHe HITM yYMOpa.

Bu6 8pviIKag ¢ aMA0OUnun

AMIOAHITHE Oka3Ba €1a00 HIM YMEPeHO BIHAHNE BEPXY cnocobHocTTa 38 modmpane U pabota
¢ Mawutd, [Ipy nanuenTy, noAydwnd 3aMalisane, r11aBoGonHe, yMopa HITH TaieHe, MOXe 13 ce
BAOWH criocobHoCTTa 3a peakund. Tpabra Ma ce TpoABABa MOBULIEHO BHUMAHHE, OCOOEHT B
HaydaloTo Ha JeYeHHETO.

Cnopea ROco9eR0TO NO-Fope, [IMpOHOPM MOXe JIa NOBNHAE croco6HOCTTA 33 odHpaHe H
pafoTta ¢ MawuHy (0co0EHO B HAYAIO0TO HAa JIEYEHHETO).

4.8. Hexeaanu JekaADCTBEHN peakiuy

T1pH KOHTPONMMpPaHO KIWHUMHO W3MMTBaHe (n=195) ciiyuanTe Ha HExenann peaxuyuy He ca 6unu
MoBeye MpH NalHenTH, NPHEMAIH €AHOBPEMEHHRO 1 JABETE AKTHBHH BEILIECTRA, OTKONKOTO MIPH
NalKeHTH Ha MOHOTepanusa. Hexenanure peaxuuy chOTBETCTBAT Ha ChOGUIABAHATE 110-PaHo
TpH AMNOJUNKH W/HITM TU3uRONprA. Hesxenanute peakuHn o0HKHOBERO €a JIEKH, NPEXOAHY M
PEAKC ca BHIH OCHOBAaHNE 32 TPEKBCRaHe Ha NeueHuero. Hall-uecTure Hexenany NekapCTBeHH
peakLMd npH Ta3n KomOGuHALHA ca rnaBobosie (8%), kalnuua (5%) v 3amaiirane (3%).

YectoTtara ce onpeaeNis, KAKTo chelisa: MHOro vectH (= 1/10), wectu (> 1/100 no < 1/10),
Heuecty (= 1/1000 po < 1/100), peaxu & 1/10 000 g0 <1/1000), MBoro penxu (< 1/10 000), e e
¥3BeCTHA (He MOXE Ja ¢¢ ONpeneny OT Han4HKTe AaHAK). [1pK BeAKo rpynupane B 3aBHCHMOCT
OT 4ECTOTATa, HOKENAHHTE PeaK My ce WabpoaBaT B HU3XOJALL pell CIOpe TAXHATA
CEPHO3HOCT,

Crolmasna ce 3a CneQMHTE Hexelady nexapcteenu peakiun (HJIP) no speme Ha neucHue ¢
JIM3HHONIPII ¥ aMJIOAMITHH HEIABHCHMO:

Cucremo-opranya YectoTa HJP npn an3nsonpus HJP npn
KnacHUKaNHs AMJONHNHH
Hapywenns Ha Mpnoro peaxu [ToTuckaHe HA KOCTHUA MO3bK, | TPOMOOUHTONEHHS
KPb8Ta B IUMPHATE ArpasynonuTosa, JleBromnenns
cacTeMa JleBroneHus,

HeyTtponenus (Bx. Todka 4.4),

TpomGounTonenus,

XeMOTHTHYHE aHEMHS

Anemus,
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E;‘:::;ﬁg’;::"a YecroTa HJP npr ausaronpun %ﬁ:ﬁ:ﬂn
JlumdbanenonaTus
Hapyiienud Ba MHOro peaky ARTOWMYHHH HapyllIeHHA ANepruyra peakus
HMYHHATA CHCTEMA
C HenasecTHa Anadunakraysa/
YeCTOTA aHa(HIaKTOHAHE PeaKUHA
EMIoKpEHHA Pentku CuHIPOM Ha HEIOCTATLYHA
Hapyuenus CEeKpelMs Ha aHTHAHYPEeTHIeH
xopMoH (SIADH)
Hapymenns Ha MHoro peaku XunornuxeMus XunepranxeMus
MeTabonuima n
XpaHeneTo
Tlcnxuunna rapymenns | Hevectn IMpomana Ha HACTPOSHHETO, Bescpbune,
HapyureHus Ha CbHA, ITpoMaHa HA
XamonuHauun HacTpOeHNeTo (BKI.
TPEBOKHOCT),
Jenpecus
Pepxu Tleuxnuecko ofnpkeane O6BpKBaKHe
C Heu3ssecTHa CHMITOMH Ha Renpechs
uecToTa
Hapymenns na Yectn 3amaifrare, I napobonue COMHOIEHTHOCT,
HEepBHATA cHCTeMa 3amaifBae,
I'masobonue (Hali-
BEUEe B HAYATOTO HA
JNEUEHHETO)
Hewectn Bepruro, [Tapecresus, Cunkon, Tpemop,
Hamexennsa #a sryca Wsmenenus Ha
BKYcCa,
XunoecTezns,
[Tapectesns
Penxu Hapyiyenus Ha o0oHSHACTO
MHoro peaku Xuneprosus,
Hepudepna
HEBpONATHS
C HeW3BECTHA Cunxon EkerpannpaMuinn
HECTOTA HapyiUleHHS
Hapymenus na ognte | Yecrv IpHTENHH
HAPYIICHUA (BKIL
JHIIOMHS)
Hapywienuda na yxoro | Heyectn

H Aa0HpHHTS
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Cucremo-oprauna Yecrora HJIP npu TH3RHODPH HJIP npu
KiaacHGHKARHA AMJAOAANHE
Chpneynu napyuwienns | Hectu [Tannurains
Heuectn Wndapkr Ha MEoKapaa ***, ApuT™MHY
Taxuxapans (Opaauxapans,
IMannuranun BEHTPHKYAapHa
TAXHKApIOHS,
HpPeACHPAHO
MBHIEHE)
MHoro peakn Hudapkr Ha
MHOKapaa
Coaosu Hapymenur | Yectn OprocTaTi4HK edeKTH — Enxunioma
(BKITIOYHTEAHO XHIIOTOHHA)
Hegecti MO3BYHOCHAOR HHIOHAEHT ***, | XMNOTOHHA
@eHomed Ha Pelito
MHoro penku Backynut
Pecnupatopun, Yeetn Kamnuua Hucmites
TPLAHE H
MEeIHACTHHATHA HeuecTu PruuT Kamnupa, Pudsr
HApylOcHAA
Mnoro peaxs Bporxocnazbem, AnepruieH
anseonut/Eosnnoguina
nHeBMouys, CHHY3HT
CroMalHO-upeBHH Yectn Heapua, NMospeiilate Kopemna Gonka,
HAPYLICHAR Tanene,
Hucnencus,
HameHeHns Ha
PHUTEMA Ha
Aebexanns (BRI
auapua H
KOHCTANALKA)
Hevect Kopemua 6onxa, anene, ITosprilane,
HapyineHo xpaHocMunane Cyxora B ycTara
Penxu Cyxota B yc1ata
MHOoro peaku Tlarkpeatnt, UaTECTHHATEH TlankpearHrT,
aHrHoRIEM Tactpur,
'usrueanua
XHTIEpIa3ng
Xenato-6nauapun MHoro penxu Xenatur - XenaTolenyJiapeH Xenarur,
HApYIUeHHHA W xoaecTaTdes, Apatennaa | X eaTeHnua,
¥ HepHoapoGHa ITopuaeane na
HEIOCTATHHHOCT (BX. TOUKA yepHOoApobHATE

4.4)
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g::z‘:xz-lgf::;ma YecroTa HJIP npu ausnaonpui :ﬁﬁ:ﬁ:ﬂ“
Hapymennsa na Heuectn Obpus, ITpypur ANOTICLHA,
KOKATA H NOAKOMRHATA Exsantema,
THKAH flypnypa, [Ipomana
Ha 1{BETa HA KOXKATA,
HsnoTasane,
[Ipyput, O6pus,
Yprukapusa
Penku [copnazue, Yprarapus,
Anonenns,
CBPBXYYBCTBHTEIKOCT
/aHTMOHEBPOTHYEH OTOK:
AHTHOHEBPOTHYEH OTOK Ha
JHLETO, KpaliHULIATE, YCTHHUTE,
€3WK4, MOTHCA W/HAN NapHHKCA
BX. Touka 4.4)
MHoro penku TokcHHHA ENAASPMATHA Eputema
Hekponuaa, CHHApOM Ha MyrrTudopme,
Stevens-Johnson, Eputema ABruoenem,
Myntudopwme, [Temduryc, ExcionuaruseH

Tloteue,

JAepMaTuT, CHHAPOM

Koxna neepgonumdoma* ua Stevens-Johnson,
Enem ua Quincke,
Cae110qyBCTRHTER-
HOCT
C HeM3BecTHA Toxcuuna
YeCToTa enucpMantia
HEKPOJIH3a
Hapymenun sa Yectn Otok Ha IMe3eHa,
MYCKYJIHRO-CKEIETHATA MyckynHY kpaMiTH
cucTEMa U Hevectn ApTpanrus,
CoeHRHTEIHATA Mpuanras, boiku 8
TLKaH repba
HapyureHus na Yectn BrOpeuna aucdynxums
OnlpeunTe 0
RHEKOTHHTE HLTHIIA Heuectu Hapywmenus
YpHHYpaHETO,
HoxTypus,
Y BeHYEHA YECTOTA
Ha ypHHUpane
Penxu Ocrtpa G1uOpeyHa
HEJOCTATEYHOCT, Y PEMHUL
MHoro penku Onurypus/Auypas
Hapywenus na Heuectu HmnoTenTHOCT
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Cucremo-oprasna q HJIP npu
eCTOTA HJIP npu sm3anAonpun
KaacHpuKanas AMAGTHNNH
BhLINPOH3IBOIATEIHATA I'mHexomacTus
CHCTEMa H FhpaaTa Pemxu T HHEKOMaCTHS
O Hapywenns B | MHoOro uectn Epem
edexTH HA MACTOTO HA
npuioKende Yectn Yuopa, AcTeHus
Hewectn Ymopa, AcTenns 'puana Gonka,
ERonxa, Puspyecxo
HepasHonokeHne
Hscnensannas Heuectu lMoeuIuasaHe Ha ypeATa B INoenmapane Ha
KpbeTa, [loBNIIABaKE Ha TErNIOTO,
CEpYMHHA KPEATHHYHK, Hamanspase Ha
XunepkanneMmsd, [loBrinasane | Terioro
Ha YepHOAPOOHUTE eHIMMU
Penru Hamanssaue sa xemornoOuua,
Hamansbane Ha XEMATOKPHTA
TloBMINABAHE HA CEPYMHHA
GunppyGuH, XunosarpueMus

*Crofimasa ce 32 KOMIIEKC OT CHMNTOMH, KOHTO MOTAT /13 BKAKOYBAT e/JHH HNM NOBEYe OT
MIOCOMEHUTE: BUCOKS TEMITEPATYPA, BACKYTHT, MHANTHA, apTPaNTHA/8pTPUT, TIONMKKTETHH
aHTHHYKJIeapHH aHTHTeNa ANA, NOBMIIEHA CKOPOCT HA yTadBare Ha eputpounTute (CYE),
CO3HHOMIIRS i IEBKORUTO3a, 06pHB, GOTOUYBCTBUTETHOCT HITH APYTH KOXHH NPOABNEHHS.

**Haii-ede BHB BPB3IKA C XONECTa3a.

***BepoATHO BCACACTBHE HA TPEKOMEPHA XUNOTOHHUA NPH BUCOKO PHCKOBH NAIHEHTH (BHXK

Touka 4.4).

JannnaTe 32 $e30NacHOCTTA OT KIHHAYHHA H3MHTBAHNS NPeINoNaraT, 4¢ MH3HHONpHI € ¢ 2o0pa
06118 HOKOCHMOCT IPH NeANaTPHYHM NALHEHTH ¢ XHIEPTOHMS, H Y€ NpodUTET Ha Ge30MacHoCT
TIpH TAa3X PH3PACTOBA IPYIa € CXOACH ¢ TO3H, HabIoAapaH NpH BE3PACTHH,

Crobinasane Ha NOAO3NPAHY HEXENARH DPEAKIMH

CrofimasaHeTo Ha IOJO3HPAHH HEXEaHH peaKuH cie] pazpeniapase 3a ynotpeba Ha
JIeKapCTBeHHA NPOAYKT e BakHo. ToBa no3BoNABa Aa NPOIBKY HaOMOREHHETO Ha
CBOTHOLIEHHETO NON32/PHCK 32 eKapCTBeHH IPoayKT, OT MeAHIHHCKUTE CTISURATKCTH C€
W3UCKBA A CBoOIIABAT BCAKA MOAO3HPAHA Hexennala peaking ypes U3anbIHuTeNHa areHius no
nekaperBata yn. ,Jlamsu Upyes” Ne 8 , 1303 Codus , ten.: +35 928903417, yebeaiit:

www.bda.bg.

4.9, Ilpeno3upane
HsMa JaHHK OTHOCHO mpeo3upane ¢ JupoHopM nipu Xopa.

{Ipedosupane, capp3aH0 ¢ TUIUHONDUA

JaHuuTte OTHOCHO 1Ipefosupane Npi Xopa ca orpanygesd. CUMNTOMHTE, CBBP3aHH € =S
npenosupaie ¢ ACE unxubutopn MOXe a BKIIOYBAT: XHIIOTOHUS, HHPKYTaTOPeH L (Mg /7“‘-»';;
A N5,

5
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enekTponuTeH AucOanasc, 6L0petHa HEROCTATEYHOCT, XHNIEPREHTHIANMA, TAXHKAPANA,
NanmUTanuy, Gpanvkapans, 3amatisane, TPEBOKHOCT K KAULTHLA.

IpeniopsHBaHOTO IEYSHHE HA TIPENORHpAHe € HHTPARSHO3HA HH(Y3HA HA PHIHONOTHYEH
pasTBOpP. AKO ce ITOABH XHIOTOHUA, NallMeHTHLT TpAbB2 Aa Obje DocTaBeH B MONOKEHHE 33
Jig4enne Ha LOK. AKO € Ha pa3lojoken e, MoXKe ChIIo a ce oOMUCTH TeHeHne C HH(py3H Ha
aHTHOTeH3HA II v/HAH KaTeXxonaMUEH BHTPaBEHO3HO, AKO MPOAYKTHT € NOTBIHAT HACKOPO ce
NPEANPHEMaT MEPKH 32 eTMMUHVpAHE Ha TU3HHONPUN (Hanp. NPEAA3BHKBAHE HA NIOBPELIAHE,
croMaillHa IPpoMHBKa, npunarane Ha abcopbeHTn 1 HaTpKes cyndar). JIMIMHONPUN MoKe da ¢
OTCTpaHH oT 080T KpbRoobpateHHe 4pes xemoauanuia (Bx. 4.4). 3a 6panukapius,
Pe3UCTeHTHA Ha JIeueHHe, € NoKa3aka Tepanus ¢ neifcMedikep. Henpexscraro Tpabaa aa ce
MPOCNERABAT KUBHEHHTE NOKA3ATE/H, CEPYMHNTE ENEKTPONIHTH U KOKIEHTPALUUTE Ha
KpeaTHHUHA.

[lpedozupare, cebp3duo & AMIDOUNUH
OnuTET OTHOCHO NIPEIHAMEPEHO ITPelO3UPaHE IPH XOPa € OrpaHHYeH.

Cumnmomu

Cnope/ HaNHYHHTE JAHHY, SHAYHTENHOTO PefO3HpaHe MOXE Aa A0BEE J0 EXCLECHBHA
nepHdepHa Ba3oaHNATALKS ¥ BEPOATHA peieKTOpHA TaxuKapIus. MimMa cbo0LIeHH ciydan Ha
H3pa3eHa 1 BEPOITHO MPOTBUKHTENHE CHCTEMHA XHIIOTOHHS H 10 BKIIOUHTENHO HIOK €
tbaraned u3xom.

Hexkapaviorenen GenoapoGeH oTok ce chobiasa paako KaTo Hocneayia oy Ipefo3upaqe ¢
AMJIOZMITHH, KO#TO MOXeE [a C€ NPOABHW Che 3a0aBeno Hauano Ha edexra (24-48 vaca cnea
TIOTNTBINAHE) M Aa H3HCKBS H3KYCTBEHA BEeHTHIALUS. PAHHMTE peaHHMAlMOHHH MEPKH
(BRIMIOUMTENKO HATOBAPBAHE C TEWHOCTH) 33 MOLABPXAHE Ha nepdy3HaTa B ChPACYHHS NebuT
morat za 6baat yckopspamiy GakTopH.

Jevenue

Knauuyuno 3naqnMaTa XHIOTOHAS, IBIKANIA ce Ha TpeAo3upaHe ¢ aMIOLKINH, HIMCKBA
NpeAripHeMane Ha SKTHBHU MEPKH 33 MOAABPXKaREe Ha QYHKUHMTE HA CLPACYHO-CHIORATA
CHCTEMA, BXTIOUUTENHO YECTO MOHMTOPHPAHE Ha CHPACYHATA U QHXATENHATa PYHKUNA,
TIOBIUTaH¢ HA KPARKHHLMTE H NPOCNEAABAHE HA LIUPKYNATOpHHA 00eM M JHype3aTa.

3a PBICTAHOBABAHE HA TOHYCA HA CHAOBETE H KPBBHOTO HAJIATAHE MOKE 22 C& IPHITONKH
BA3OKOHCTPHKTOP, NPH YCJIOBHE 4¢ HAMA NPOTHBONOKA3AHHAA 33 NpUIoKeHHeTo My, Kanuues
IIIOKOHAT RHTPABCHO3HO MOXE Ja € OT NOJ3a 33 npeoaonspaHe Ha edexra Ha 6nokana Ha
KJII[HEBH KaHAIH.

B HAKOH cayvad MOXe J1a € OT NOJM3a CTOMAiliHAaTa NpoMuBKa. [IpHII0XKeHNeTo Ha aKTUBEH
BLITIEH TIPH 3ApaBH J00pOBONLY A0 ABa Raca cnel npueM Ha 10 mg aMmIOAUITHE € HAMATHIIO
cTenexTa Ha abcopOiMs Ha aMIOIMIMH.,

Te#t KaTo aMACAHNHH ¢ CBBP32 BbB BACOK NIPOLIEHT C IIIA3MEHATE NPOTEUHH, AHATH3ATA
BCPOHTHO HAMA J3a UM4 110134,

[pedozupane ¢ Juporopm _
Tpenosnparero ¢ JUpoHOpM MOXe Jla AOBEAE 10 eKCLUECHBHA NepH(epHa BajoAWIaTaums ¢
H3pa3eHa XHITOTOHHA, UMPKYNATOPEH WOK, ENeKTPONIMTHY pascTpoiicTea, 6b6pevHa
HEAOCTATHUHOCT, XUIEPBEHTHNALMA, TAXHKAPAHUA, NANMHTALUNY, OpARHKAPAN, 3aMasHOCT,
TPEBOKHOCT U Kaunnua. [lperopbrsa ce NPOBEeKAAHE HA CHMITOMATHHHO figueline (NOCTABAHE
Ha MALMEHTa B IerHano nonmkenye no rped, Habmogenye H, ako e HeoGXoauMo, No
Ha ChpAEYHATA U AMXATeNHaTa PYHKIMA, aPTEPHATHOTO HAIATaHe, HUBOTO Ha TEMH
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€nexTponuTHAA Dananc, 1 KOHUCHTPALNNTE Ha KpeaTHHHH). B ciyvall Ha TEXKa XHIOTOHMS ce
HaJlara OBJHIaHe Ha J0HHTE KpaHHHLN H KOTaTo HHTPABSHO3HUTE BAUBAKHUS HE 1aBaT
3aJIOBOJIUTENCH PE3YNTAT, MOXKE /18 C¢ HATIOKH MPOBeXkAaHE Ha MOAXbPKAILA TEpanHs Ypes
BhBEX/aHe Ha NepudEePHH BA30NPECOPHH CPEACTBA, OCBEH KO HAMA NPOTHBOMOKAIAHKS 3
TAXHOTO NpHAarade. AKO AMa BE3IMOKHOCT, TpabBa 1a ce 0OMHCTH NeqeHNe ¢ HR(Y3Ns Ha
anrroTeH3uH 11, MATpases03HOTO NpHITOkKERHE Ha KATLHEB DIIOKOHAT MOXeE Ja Bbae OT nonsa
3a 00pbulaHe Ha edekTa OT GIOKMPAHETO HA KANIHEBHTE KaHAJH.

JuawHonpua Moxe Aa 6BAE OTCTPaHEH OT CHCTEMHOTO KpBROOOpAlEHNE nocpedcmeom
xemoouanyza. Yrotpebara Ha BHCOKO-IPOMYCKIHBH MEMOPaHH OT NOJHAKPUIOHUTPU Tpabsa
Aa ce H36ArBa Mo EpeMe Ha Jvallq3a.

5, ®APMAKOJIOTWYUHH CBOMCTBA
51. QapmakoIHHAMBYRH cholcTBa

(hapmakorepaneeTiyHa rpyna: ACE nHxuGutopy u Onokepy Ha KallueBHTe kaHamH,
JAH3IUHOTIPHN 1 amaogumuy, ATC kog: CO9BB03

IIHPOHOPM e KoMGHHaUKA ¢ q)mccupana 1034, CuABPKaAlld AKTHBHHTE BELICCTBA TH3UHONPHA H
aMIICTHITHH,

JI3HHOAPUA

Mexanusem na deiicmaue

JI3HHOMIPUA € HHXHOHUTOP Ha NENTHAKA AUNenTUAa3aTa. Tol #uXubHpa aHTHOTEH2HH-
xoHBepTHpamma ¢H38M (ACE), koliTo karanusupa npeobpalyBaseTo Ha AaHTHOTEH3HH | BbB
BA3OKOHCTPHKTOPHUA ertia aurHoTensnH 11, Aruotensun [1 cpimio cTUMyHpa cexpenysTa
Ha anjocTepon oT HaaGuOpeynara kopa. Huxubupareto Ha ACE npeM3piKsa HaMaIgBaHe Ha
KOHIEHTPAIHUTE HA aHrHOTeH3MH (1, KoeTo BOAM 10 NOHMKABANE HA BA3ONPECOPHATE
aKTHBHOCT H HaMa/14BaHEe HA CEKPEUUATA Ha alfocTepoH. ToBa HaMasBaHe MOKe Jla 1oBele
IO yBenHYaBaHe Ha CEPYMHATA KOHUECHTPalHA Ha KanuH.

Dapuarodunamuiny egexmu

Bunpexs 4¢ ce cMATa, Ye MEXAHHIMBT, Upe3 KOHTO IN3UHONPUI BOHHKABE KPEBHOTO HAJIAraHe
€ TIPEeJMMHO Ype3 CYTIPecks Ha CHCTEMATA PeHHH-aHIHOTEHIHH-aNR0CTEPON, TOH HMa
aHTHXHUNEPTEHINBEH eheKT HOPH U NPH XANEPTOHHYHH NANHMEHTH ¢ HHCKO [/Ia3MeHO HHBO Ha
pennH. ACE e uientden ¢ knHunaza 1, ensum, kofTo pasrpaxia Opafukununa. Jany
MOBHINEHHTE HUBA HA OPaJUKKHUH, MOLIEH Ba30AHTATATOPEH NENTHA, HIPAIT pond B
TepaNeETRUHHS edeKT Ha JIH3KWHOMPHI BCE OILE HE € U3ACHEHO.

Kaunuuna eghexmugnocm u Gesonacrnocm

EdextsT Ha NU3MHONPUI BLPXY CMBPTHOCTTA U 3a60N1eBaEMOCTTa [IPH [IUHEHTH, 10Ty Y4aBalln
CTaHZAaPTHA TEPAnHA 33 CLpAeYHA HEAOCTATHUHOCT € H3C/IE/ABAH Ype3 CPABHABAHE HA BHCOKH

nosw (32,5 mg wia 35 mg seRubK AHEBHO) ¢ HUCKH 203H (2,5 mg ik 5,0 mg BeIHBXK THEBHO).

B npoyuBaHeTo Ha 3164 nausenTH no BpeMe Ha NEPHOAA Ha IPOCASAABAHE HA NPEXHBAEMOCTTA

CBbC CPeana NPOABIDKHTEIHOCT OT 46 Meceua, IgHeHHETO ¢ BUCOKY IO3H € HAMATWIO PUCKa 110
OTHOLIEHUE Ha KoMOHMHHpPaHaTa kpalfHa UeJ CMBPTHOCT IO ECAKAKBA NPHYHHA H

XOCHMTAIH3ALNA IO BCAKAKBa npuunHa ¢ 12% (p=0,002), kaKTo # pHCKa O OTHOIIEHY M}? n\

5 .
%xg«;*{p Fro
A : --w-i_:—-’-—/

e

N



8% (p=0,036), B cpaBHeHHe ¢ NeuerueTo ¢ HUCKN 103K, HalnofasaHo e NOHMKEHHE Ha pHCcKa
110 OTHOLIEHHE HA CMBPTHOCTTa 1O BCAkaksy NpuyHREH (8%, p = 0,128) # cMBpT Nopany
ChpAcUHO-CBACBH npHuunu (10%, p= 0,073). Ilpu post-hoc anamm3, ¢caydante Ha
XOCOUTAIH3AINA NOPaTH ChPACYHA HEAOCTATEYHOCT € NOHWKeH ¢ 24% (p=0,002) npx
NaUUEHTH, TPHEMANH JICHEHNE C BHCOKH JO3M TM3uHONpHA. [10 OTHOWEHUE Ha CHMNTOMATHKATA
ﬂOﬂOﬁpeHHCTO € CXOHO NMpH TIALUHECHTHTE, JICKYBAHH ¢ BHCOKH H HHCKH J0O3H OT AUINHONDPH].

PesynTatute OT NpayHBaHETO TOKA3RAT, M€ KATO LAN0 NpodHARTE Ha HEXENAHH PeakLu ¢a
CXOIHU [IPH NALMERTHTE, NIEKYBAHHN ¢ BHCOKH W HHCKH A03H JTH3HHONPH 10 OTHOUWIEHHE HA
ectecTBOTO B Opos. OuakBanyTe HexeNaHY peakluy npy nedesde ¢ ACE unxuburop (Hanp.
XHIIOTOHMA WIK NpoMsiHa Ha 6b0pednaTa GyHKUHA) ca KOHTPOIMPYEMH H B pelIXH CIIyYaH ca
HAlIDXKWNK NpeKbCeBaHe Ha NedenneTo. ChydanuTe Ha Kauumua ca Sumd no-peaKu npu Je4eHueTo
G BHCOKA J1038 NHIHHONPHI, OTKOJKOTO [IPH TEPANHi ¢ HUCKA JI03a.

B mznuTeanero GISSI-3, ¢ 2x2 dakTopHanen nu3aiH 3a cpaBHABAHE Ha e(eKTHTE Ha
JM3HHOIIPHA H [IHUEPHN TPHHHTPAT KATO MOHOTEPANHA WY B KOMOHHAIMA B NPOAB/DKECHHE HA
6 ceAMULK CUPAMO KOHTPOIEH NPOAYKT, Ipy 19 394 nauuenTH, Ha KOMTO JJEYEHHETO CE
IpHNaTa B pAMKMTE Ha 24 4aca OT BE3HKKBAHE HA OCTBY MUOKapHeH HDaPKT, THIHHONDHI €
HpeAN3BUKAI CTATHCTHYECKO 3HAUMMO NOBKXKABAHE HA PHCKA 110 OTHOILEHHE Ha CMEPTHOCTTA ¢
11% cnpaMo koHTponHus npoayxT (2p=0,03). [ToHKUKEHHETO HA PHCKA FPH JEYCHHE C
TAHIEePHI TPHHHTPAT He € CUTHHPUKAHTHO, 32 pa3iuKa 0T KOMOHHAUHATA MEKIY TUIHHONPUA
H DIMLEPHIT TPHHETPAT, IPH KOATO C& NOCTHIa 3HAYHMO NIOHMKEHHE HA PHCKA N0 OTHOIEHKE
Ha CMBPTHOCTTA ¢ | 7% cipiMo KOHTPOIHOTO NeweHue (2p=0.02}. B noarpynuTe Ha NALKEHTH
B CTapuecka Bh3pacT (Hag 70 ronuHM) ¥ MALUMEHTH OT KEHCKH MOJ, NPEIBAPHTENIHO CUHTAHH 32
NALKEHTH, H3IOKEHH Ha BUCOK PHCK OT CMBPT, 3HAUYMMH 63aronpHATHH eeKTH ca
HabII01aBaHy IO OTHOWEHNE Ha KOMGHHHUpaHaTa Kpaiifa Len 3@ CMBPTHOCT H ChpACYHA
dynrxwn. Ha 6-14 Mecell 0o OTHOIEHUE Ha KOMOGHHUpAHATA kpaiiia nen npy BCHUKH
TIAIMEHTH, KAKTO N B MOATPYIHTE BLB BHCOK PHCK CBINO e Ha0nroapay 3Ha4KWM Gnaronpusted
ehekT NpH NAUKSHTATE, JTEKYBAHH ¢ IM3HHONPHUI WK NH30HONPH ¢ MIHICPHI TPHHHTPAT B
MPOOBDKEHHE Ha 6 CeAMHIH, KOSTO NIOKA3aBa HATWHMHUETO HA NPeBaHTHBEH edeKT npu
nusunoNprn. QYakBaHO 3a JACUYEHHATA ¢ BA30AMIATATOPEH eeKT, TepanuaTa C NIH3UHONPHI &
funa cebp3ana ¢ TOBHIIEHKE HA YECTOTATA HA XUNOTOHUA 1 OBOpeuHa aucdyHkuns, 6es obave
TOBA [ € CEBP3AHO ¢ NPONoPLHOHANHO TOBUINCHKE HA CMBPHOCTTA,

B enno ppoliHo-cnano, paRaoMHIHPaHO, MHOTOLEHTPOBO H3INATEAHE, B KOSTO C€ CPaBHABA
NM3MHOTIPHA ¢ 6110Kep HA KasiuesnTe KaHany, 335 naunenTtd ¢ Araber THN 2 K HavanHa
HedponaThs, XapaxTepruaupania ce ¢ MUKpoanOyMdHypha, m3unonpun 10 mg 1o 20 mg,
TIpHNArad BEOHBX JHEBHO B NPOAbIDKEHHE Ha 12 Meceud, HaManaBa CUCTONHOTO/ IHACTORHOTO
apTepHaTHoO HanArase ¢ 13/10 mmHg u crenenTa Ha ManbuHAHE Ha anbyMul B ypunara ¢ 40%.
B cpapnenue ¢ Gnokep Ha KATIMeBUTe KAHAIH, YHATO YIoTpeSa BOAR A0 CXO0AHO HaMANiBane
H& apTepHanHOTO HANITAHE, NIPY EKyBaHUTE C TM3HHONPH ce Ha0MoNaBa 3HAUUMO I0-rOTAMO
HaMajisBRaHe Ha CTeNCHTA Ha HATb4YBAHE HA aNDYMHH B yPHHATa, KOETO € AOKA3aTeICTRO, Ye
ACP unxuGupainoto AeicCTBHE KA TH3MHONDWI HAMATABA MUKPOAnOyMHHYPHATA UPE3
AMPEKTEH MEXaHH3EM BEPXY Op0peynnTe ThKaH! B AOIBAHEHHE KbM edheKTa Ha TIOHHXABAHE
Ha KPBEBHOTO HaJISTaHe,

JleueHHETO C NU3MHOTIPUI He 3aCATA IMUKEMHIHUS KOHTPOI, KOSTO € BHAHO OT JIRNCATA HA
eekT BRPXY HUBaTa Ha rmuxupan xeMornobus (HbA).




Hse ronemy panoMH3kpany KouTponupann npoyuranus — ONTARGET (Ongoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Texymo raofanuo u3nursane
3a Kpai{H) TOYKHN Ha TETMHCAPTaH, CAMOCTOSTENHO U B KOMOHHAIUA ¢ paMHIPHN) #

VA NEPHRON-D (Knnunuso npoyysaHe CRED3aH0 C pa3ssuTHe Ha Hedponarud npu guader,
npoBeAeHo 0T MUHHCTEPCTBO 110 BENPOCHTE HA BETEPAHNTE) — Mpoy4BaT ynorpebara na
komOuuanuara ot ACE unxuburop u aurnorensun Il-peuentopen 6nokep.

ONTARGET e npoy4saHe, IpoBeASHO NPH MALUEHTH ¢ AHAMHAE3a 33 CLPASYHO-CHI0BA HITH
MO3BIHOCHAOBE §OMIeCT, HTH 3axapes AualeT THI 2, MPUAPYKEHU C JaHHH 34 YBPEKIAHE Ha
eeKTOPHHA Oprany.,

VA NEPHRON-D e npoyd4pane nph MauseHTH ¢k 3axapeH auaber tan 2 u nuaberna
HethponaTus,

Te3n npoyuBaHHA He NOKA3BAT 3HAUMM OnaronpusaTeH edekT BepXy GbOpeYHUTe K/ HIH
ChPACUYHO~CHAOBHTE TIOCIEAHIM H CMBPTHOCT, KATG CHIIEBPEMEHHO ¢a HabIoNaRaARH TIOBHIIEH
PHCK OT XHIIEPKATHEMHES, OCTPO YBpeXkaaHe Ha OBOPELMTE W/HIN XHNOTOHHR B CPaBHEHHE ¢
MOHOTEpATHATA.

Karo ce nmat npeapua cxonHuTe M GapMakOAHHAMHYHH CBOMCTRA, Te3H pesynTarH ca
npunoxumu 4 3a apyru ACE unxuabutop# u anruortensnn 1l-perientopas 6nokepn
crerosarenno He TPAOBA ia ce WINON3BAT EAHOBPEMEHHO TIPH NAlMeHTH ¢ AadeTHa
HeponaThs.

ALTITUDE (KIHHU9HO npoyuBane NPOREACHO ¢ ANKCKHPEH IIpY TALHEHTH ChC 3axaped auader
THIT 2 ¢ H3TTONI3BAHE HA CBpAEHHO-ChA0BH H OuOpeynn 3a60/1aBaHug KaTO KpaliHu TOYKK) €
APOYyYBaHe, NPeAHAIHAYEHO fa HICIEABA 013418 OT RoGABIHETC Ha ATHCKIPEH KEM CTAHAApTHA
tepanis ¢ ACE unxuGxTop Hau anrnorenaus I[I-penentope G10Kep NPy NANUEHTH CbC 3aXapeH
Jqvaber THN 2 ¥ XpoHuuHo Gebpeunc 3afonasane, CPASYHO-CHAORO 3aD0NABAHE HAH U JIBETE.
[Tpoyu4BaHETO € ApeKpaTeHO NpeXAeBPEMEHNO0 NOPasH NOBUIICH PUCK OT HeGnaronpuaTHu
nocnenuny. Kakto ¢LpaeyHO-CBAOBATA CMBPT, Taka 4 HHCYATHT Ca H0-4ECTH B IPyNaTa Ha
ATHCKUPEH, OTKONIKOTO B rpynara Ha mianefo, a NIpencTaBIaBallMTe HHTEPEC HEXKENARY CEOHTHA
U CEpPUOHM HEXENAHH ChOUTHS (XMITEPKAAHEMHS, XHIOTOHHR H Gp0pevna JUchYHKONA) ce
cbobaBar 110-4eCT0 B FPYHATa Ha ANTMCKMPEH, OTKOIKOTO B rpynata Ha nnaneSo.

Heduampuwng nponyvioyus

B eAHO KIMHUYHO W3NHTBAHE C YYacTHETO Ha 115 neaHaTpHH Ny NAUMENTH ¢ XUNEPTOHUSA, HA
Bb3pact 6-16 roauuu, naumenTnTe ¢ Terno noa 50 kg ca npuemanu 0,625 mg, 2,5 mg HaH

20 mg NUIMHONPHN BEJHEXK AHEBHO, 8 naguenTuTe ¢ Terno Hax 50 kg ca npuemany 1,25 mg,

5 mg unu A0 mg nM3UHONPHA BEANLXK JHEBHO, CNea Kpas Ha BTOPATA CeIMHIA [PH JIeYEHHETO
¢ NA3MHOTIPHI, NPUaral BEAHEK AHEBHO, B 33BHCHMOCT OT JI034Ta C€ NOHHKABAT CTOHHOCTUTE
Ha KPBBHOTO HaNgraye Npedy OpHeM Ha 103aTa, KaTo TpaifHa aHTUXHIIEPTEHIHBHE eQHKACHOCT
ce HaOnoKaBa Mpyu KO3K Hag 1,25 mg.

EdexToT € moT8bpAeH BEE Qasata Ha oTTEINAHE HA JedeHBeTO, B KOATO JUACTONHOTO HaNaraHe
ce MoBMLIaBa ¢ 0K00 9 mmHg noBeve Npu NAUMSHTHTE, PAHIOMHSHPAHH 34 MpReM Ha naueto
B CPABHEHUE ¢ MALMERTHTE, KOHUTO €2 PAHJOMU3BPAHH 1A IPOALIKAT IPHEM HA CPEAHH H
BHCOKM JIO3K NU3WHOMPHN. [J020-3aBUCHMHAT AHTHXHIIEPTECH3HBEH eleKT Ha IU3HHONDHD ¢e
HalnoaaBa TpaifHo TPy HAKOAKO AeMorpatbckyt NOATPYH: B3pacT, crajnil no Tanep, noa u
PACcOBA MPHHALNESHKHOCT.

AMNOTHNKH




TpaHcMeMGPaHHHUA BXOAAU] [IOTOK HA KANUKCEH HOHH B CHPIAEYHATA ¥ ChAOBATA IJIANKA
MyCKynaTypa.

MexaH#3MBT Ha aHTHXHIIEPTEH3UBHOTO NEHCTBHE HA AMIOAMNIH CE BIDKH HA NPIK
penaxcauTaHeH epeKT BbpPXY ChAOBATA MMALKa MyCKynarypa. TOUHHAT MEXaHU3bM, 110 KOHATO
aMIoauNuH 061eK4aBa CTEHOKAPAMATA, HE € HAITBTHO UINCHEH, HO AMITOMHITHH HAMATRABA
ofiIua #CXxeMHYEH TOBap upes CAeJHHTE 4Be nelcTBas:

- AMJIOIMITHH pa3liIvpiABa repH(epHATE apTEPUONH X TaKa HAMAIABA OGIIOTO ePH(EPHO
CHLIPOTHEIICHHE (Cliel HATOBapBaHe), cpelly KoeTo paboTH cupuetod. Thil xaTo
CHPAEHHATA YECTOTa OCTaABA cTalHiIHa, ToBa ofpeMeHRBaHE HA CHPLETO HaManapa
MMOKADIHATA KOHCYMALHA Ha CHEPTrHA ¥ KHCIOPOAHHTE HY MM,

- MexaHusMesT Ha aeiicTRHE Ha aMIOHITHH BEpOSTHO BKIKOYBA U JHIATALNA HA TNABHHTE
KOPOHAPHH APTEPHH W HAa KOPOHAPHUTE apTEPHONH B HOPMAIHH U HCXEMHYHH CEIMEHTH.
Taiy aunatanys NoBUIARA CHAGNABAHETO ¢ KHCIOPOA Ha MUOKApAA MPH NAaLHEHTH CbC
CHasbM Ha KOPOHAPHUTE apTepHH (BapHAHTHA aHTHHA HIIM aBTHHA Ha Prinzmetal).

[py nanMenTty ¢ XUNePTOHYS SHOKPATHHAT JHEBEH NMPHEM OCHIYPABA KITMHHYHO 3HAYUMO
NOHUXapaHe Ha KPBEBHOTO HAIArawe H B XOPH3CHTANHO, B B H3NPABEHO [IONOKEHHUE, [IPe3 LEIHA
24-vacos uHTepBal. [opagH 6aBHOTO HAYAIO Ha AeHCTBHETO MY, OCTpaTa XHIIOTOHHA HE €
XapakTepHa 33 NPHITOKEeHHeTO Ha aMIOAUNUH.

Tlpu nauuenTH ¢bC CTEHOKAPAUS, €AHOKPATHOTO JHEBHO MPHIOKEHHE Ra AMIOHITHH YIbhKana
06UI0TO BpEME Ha HATOBAPBAHE, BPEMETO O NOABA Ha CTEHOKAPAHA U BpeMeTo A0 1-mm
nenpecus Ha ST-cerMenTa H HaMansBa eaHOBPeMeHH O Gpos Ha aHrUHO3HKWTE NIPHCTENY B Gpost
Ha NpHeTHTe TaGNeTKH TIMUSPHI TPHHATPAT.

AMNOAUNKH HE ce CBBP3Ba ¢ HeGnaroupusTHE MeTaboNuTHH ¢hekTH WM TIPOMEHH B
NJI33MEHKTE JKIUAN 1 € NOAX0AAL 3a yrnoTpeSa OpH MalHeHTH ¢ GPOHXHANHA ACTMA, 3aXapeH
Aanabet H nogarpa.

Hexemyuna Oonecm pa ¢ mo_(HE

EdexTuBHoCTTa Ha AMIOJUIHH 33 ipodHNaKTHKA HA KITHHUYHH HEIMOSHTH IPH NARKEHTH ¢
HOPMAITHO KPBBHO Hawrake ¥ ucxeMHuna Gonect Ha cppliero (MBC) e oueneHa B He3aBUCHMO,
MHOTOLEHTPOBO, PAHIOMH3NPAHO, ABOKHO-C/ANO, MNaUeHO-KOHTPONHPAHO KNHHAYHO
npoyuBare npd 1997 nanuentd: CpaBHEHHE HA aMIIOANDIHH CIIPAMO CHATAIPHIT 38
OrpaHuyaBaHe Ha noAsaTa Ha TpoMbo3a (Comparison of Amlodipine vs Enalapril to Limit
Occurrences of Thrombosis) (CAMELQT). Ot tesn nanuerTH, 663 ca neKyBaHH ¢ aMIOJHNHH
5-10 mg, 673 naguenTn ca Nekysanu ¢ enananpun 10-20 mg, a 655 nmagueHTH ¢a ASKyBakH ¢
nnaiefo, B Z0NB/THEHHE KBM CTAHAAPTHA TEpallus ChC cTaTHHY, GeTa-Criokepu, AMYpeTHLH H
ACTIHPHH, B NPOALIKEHIE HA 2 rogudd. OCHOBHHTE Pe3y/ITATH 33 e(PHKACHOCTTA OT JICYEHHETO
ca Ipe/ICTABEHN B cnefHaTa Tabnuna. Pesyntature NoKkas3gar, 4 JEUSHHETO ¢ aMIOAHITHH
HaMalmABRa HCCTOTATa HA HEXENAHHTE CHPAECUHO~CHI0BY HHIWAEHTH H € CRBP3aH0 ¢ NO-Ma/IKO
XOCTUTANH3ALMA 33 CTEHOKAPIHS H NPOLEXypH 3a peBacKylapusanys npu nanuents ¢ HbC.

Yecrora HA 3HAYHEMHETE KABHAYEY cuOnTHg B CAMELOT
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(95% iH)
[TepBuyHa KpaiiHa TOUKA
Hexenaun copreqno- | 110 (16,6) 151 (23,1) | 136(20,2) | 0,69 (0,54-0,88) | 0,003
CBAOBH CLOUTHS
O1JeNHE KOMIOHEHTH
Kopouapua 78 (11,8) 103 (15,73 | 95(14,1) 0,73 (0,54-0,98) | 0,03
peBacKylapuialys
Xocnuranuzamss 3a | 51 (7,7) 84(12,8) 86 (12,8) 0,58 (0,41-0,82) | 0,002
CTEHOKapAUA
Hedaranen MM 14 (2,1) 19 (2,9 11 (1,6) 0,73 (0,37-1,46) | 0,37
Hucynr unu THA 6(0,9) [2(1,8) 8(1,2) 0,50 (0,19-1,32) | 0,15
Crpreuno-cb0Ba 5(0,8) 2(0,3) 5(0,7 2,46 (0,48-12,7) | 0,27
CMBPT
Xocnuranu3anus 3(0,5) 5(0,8) 4(0,6) 0,59 (0,14-2,47) | 0,46
nopags 3CH
[MpexueaH chpreves | 0 4 (0,6) 1on NA 0,04
ApecT
Hoponossiia ce 5(0,8) 2(0,3) 8(1,2) 2,6(0,50-13,4) |0,24
nepudepHa cBAORA
Sosecr

Cuxpawmenna: 3CH, 3acroitHa chpaeuna HezocTaThunocT; M, nosepurenen unrepsan; MH,
MHOKapAeH HHpapkT; THUA, TPan3nNTOPHA HCXeMUYHY ATAKH.

Cvpdewna Hedocmampyracm

XeMOAHHAMHYHH W3CHEABAHMS U KOHTPONUPAHH KIRHHYHH TPOYyYBAHHS ¢ (PH3HMIECKO
HaTORapBaHE NPH NALUEHTH CbC ChPAEYHa ReaocTaTsunocT knac Il - IV mo NYHA nokassart, Je
aMIOMHITHH HE NPERAIBHKBA KIHHHYHO BlIOIIa8aHe, OUEHEHO Ypes ToNlepanca KbM Guanuecko
HaToBapBaHe, (PPaKUHATA HA UITVNACKBAHE Ha IRBATAE KAMEPa H KNHHMYHATA CHMIITOMATHKA.
MnaueGo-koHTponHpano kIHHWYHO npoyusade (PRAISE), B koeto ¢a npoy4dBaHH nalueHTH CbC
cbpaevHa HeaocrarbyHocT knac I11 - TV mo NYHA, nonyuasamn jurokcus, suypetduy ¥ ACE-
WHXUGHTOPH, & MoKAa3a10, ¥e aMAOAHITHHE HE TIOBHUIABA PHCKA 38 CMBPTHOCT HNM koMOMHHpasa
CMEBPTHOCT W 3a00/1eBaeMOCT NP NANUEHTH ChC ChPACHHE HEAOCTATEYHOCT.

B npocneassanio, EATOCPOYHO, MIaneSo-KOHTPONHPAHO KTHHUYHO npoyusane (PRAISE-2) ¢
aAMITOMURHH NPH HAUHEHTH ChC CHpAgYHA HenocTaThuHOCT Kiac [II - IV no NYHA Ges
KITHHWYHH CHMTITOMU HTi O0EKTHBHH A8HHH, TPEAroNaraly Noliexkama sexemudna Gonect Ha
chpleTo, Ha crafuina Tepanus ¢ ACE-uHXUOUTODYH, ANTHTANHC H AHYPETHIH, aMIOAHIHA HIMA
efexT REPXY 00LATA MTH CHPAEYHO~CHI0BA CMEPTHOCT. [lpK ChllaTa rpyna namnedT
TIPUJIOKEHHETO Ha aMIOAHIHHE € CBBP3aHO ¢ YBEIHYEHa YecToTa Ha ClydauTe Ha Genoapoben
OTOK.

H3numeane na QGmuxunepmen3ugno 1 IUNnuOonOHUNCAsawjo Nexenue 3a npodunakmuxa 1a
cwpoeuen npucmon (ALLHAT)

PanaoMu3Mpano, IBOHHO-CIIANIO, OUEHABALIO 3a00/1eBaeMOCTTa H CMBPTHOCTTA KIIHHHYHO
npoyybaHe, HapeyeHo M3nuTeane Ha aHTUXUICPTEH3HBHO U IMNHAONOHMKABAIIO ISYEHKE 34
npotduiakTHka Ha Chpaeuen npucrsn {ALLHAT) e mpoeenieHo, 3a ia cpaBHY N0-HOB
NIeXapcTReHA TEpalHy ¢ amnoauinH 2,5 -10 mg/aaesHo (6roxep Ha xanukeBuTe
nuznHonpun 10-40 mg/aneBno (ACE uHXnGUTOpP) KAaTO TEPANTHH OT [IBPBA AHHH
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NIeYEHHE C THA3HAHHA AMYDPETHK XJI0pTaauaos 12,5-25 mg/AHEeBHO NpH JeKa A0 YMEpeHa
XHIIEPTOHHA.

O6wo 33 357 nauneHTH © XMNepTOHHS HA BB3PacT 55 roAvHM H nosede ca Gunu
PaHIOMH3HPAHN H TPOCAEaEHH cpeato 32 4,9 rognnu. TIANHEHTATE ca UMK HAM-MANKO OILe
eauH puckoB daktop 3a KBC (koponapra §0/6CT Ha ChpLETO), BKIIOUHTENHO: NpeAUIleH
MHOKap/eH HHGAPKT BIH MHCYAT (> 6 Mecela NPead BRIKHYBAHETO) HTH JOKYMEHTHPAHO
apyro atepocknepotuaio CC3 (cbpaeuno-cvaoBo 3adongBane) (obmo 51,5%), auaber thn 2
(36,1%), HDL-C < 35 mg/d! (11,6%), reBoxaMepHa XUNepTpodus, AHarHOCTHEHPAHA
enexTpokapauorpabeku Wik exoxkapanorpadbekn (20,9%), Tiomiononyuere (21,9%).

ITepeuurarta kpaiina nen e xom6uHauus ot patanka KBC nnu Hedaranen undapkr Ha
muokapaa. He ce Habmonapa 3HauHMa pasiHka B TbpBHYHATA KpaiHa Ue Mex Iy TCpPanuaTa ¢
aMIonUnHH i xnopranugod: RR 0,98 95% CI [0,90-1,07] p=0,65. Cpen TopuYHuTE Kpalihu
KPHTEPHH, 4ECTOTATA Ha CBPACUHA HEAOCTATHHHOCT (6QHH OT KOMIIOHEHTHTE HA cOOpHHA
KOMOUHHPAH ChPAEYHO-CHIOB KPUTEPHIf) e CHIHHGHKARTHO HO-BHCOKA B aMACAHIHHOBATA
rpyna, B CpaBHeHHe ¢ XIopranugonosara rpyna (10,2% B cpasuenne ¢ 7,7%, RR 1,38, 95% CI
[1,25-1,52] p<0,001). Benpeku ToBa 0faye, HSMA 3HAMUMA pa3aAHKA B 00ImaTa CMBPTHOCT
Mex Yy aMiogHmay 1 xnopranuacu: RR 0,96 95% CI [0,89-1,02] p=0,20.

Tleduampuvna nonynayus (na 6 200uny u noseye)

Mpu npoyusane, BkmouBamo 268 xena Ha Bp3pacT 6-17 roIuuy ¢ MpeaMMHO BTOpUYHA
XHNEPTOHHA CPABHABAHETO Ha K03# 0T 2,5 mg H 5,0 mg aMiaoaunyH ¢ nianedo noxaspa, 4e 0
JBeTe 4034 NOHMKABAT CUCTONHOTO KPEBHO HANATAHE 3HAUHTETHO OBeYE OT Nnanebo.
PaznukaTta MeXXay OBETe JO3M HE € CTATHCTHISCKH 3HAYHMA.

JibnrocpounyTe edeKTH Ha aMAOJMNHUH BBPXY PacTexka, myGepTera H obMIoTo pasBHTHE HE Ca
npoyuBanu. JIenrocpounata ¢hUKaCHOCT Ha aMJIOAMITKH [IPH TEpanis B AETCKA BB3PACT 38
HaMansBaHe Ha CHPACHHO-CLAOBATA 3a001eBACMOCT H CMBLPTHOCT NIPH BL3PACTHY CBIIO HE €
yCTaHOBEHA.

52. @apMakOKHHETHYHH CBOHCTBA

Juzunonpua

JIM3UHONIPHI € IEPOPATTHO AKTHBEH He-Cynpunpun-coanspxaut ACE udxubHTOp.

Abcopbrins
Cnen nepopalio NPHACKEHHE Ha IN3MHOMPHN [IMKOBHUTE I1a3MEHH KOHLCHTPALME ¢e JOCTUraT

cnel npHGAN3NTENHO T Yaca, BBIPEKY Ye NPU NMalMEHTH ¢ 0CThD HHGAPKT Ha MHOKapaa e
HabmonapaHa TeHASHUNA 33 ¢1ab0 yIbIKABAHE HA BPEMETO 3a JOCTUTAHe Ha IIHKOBU CEPYMHH
KOHUeHTpaluu. ChAeHKH B0 KOMMMeCTBOTO, OTAEAEHO C YPHHATA, CPeIHOTO HUBO Ha abcopbuus
Ha NTHIHHOTIPHI € OKoMo 25%, xaTo CTORHOCTHTE NPH pasiTH4HKTE HHANWBUAN MOTAT 13 Bapupat
Mexay 6 ¥ 60 %, B paMKHTe Ha M3CTeABaHYs J030B Ananaszod (5-80 mg). Ipx naurentyd cbe
Cbp/EYHA HEAOCTATEHHOCTOT alcoioTHATa OHOHANMYHOCT Ha JIHAMHONIPHIT HaMaliba A0 OKONOo
16%. ABcopbunsTa Ha JAM3HHONPHA He C¢ NOBNUABA OT PHEMA HA XpaHa.

Pasnpenencnue
C H3KIIOvEHHE Ha UHPKYIHPALU aHTHOTeH3HH-KoHBepTUpall eH3uM (ACE), nusuHo

Cce CBBP3Ba ¢ APYTH ILIA3MEHH NpOTeHHH. B3 0CHOBA Ha NaHHMTE OT MPOY4RAHHS
e npeAnoNiara, e AH3HHONPH IPEeMHHAaBa B ciada cTellel KPEBHO-MO3bYHATa O
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EnpMunupane
HHSHHOHPHJT He e MCTBﬁOJIH:SPIpa B OpraHH3Ma H C& CKCKPOTHPA HATLIHO HETIPOMCHEH B

ypuHara. EQexTHBHUAT 1oAY KHBOT HA IN3HHONPHI CNEJ MHOrOKpaTeH NpueM € 12,6 yaca,
KNuphuHCBT Ha TM3MHONPH/ TPH 3ApaBH HHAHBHAH € okono 50 mL/min. Ipn suckn
KOHLEHTPaNMH ce HAGMoNaBa yIhIDkeHa TepMitHanta dia3a, KOeTo He BORH 10 HATPYIIBaHE HA
AKTHBHOTO BellecTBO. Ta3n TepMHHANHA (a3a BEPOATHO Ce Ga3Kpa Ha HACHTEHO CBLP3IBAHE KM
ACE ¥ He ¢ nponopuHOHATHa Ha 103aTa.

@apMaxoquemuuuu XAPAKMEPUCUKY NPU CREYUARHY RONYAayuu

Yeprodpobro yepedicoane

Hapywenara depHoxpobra GyHKIUMa IPH MAUMEHTH C IMpo3a HaMmanaea abcopOuuaTa Ha
nuzdHOnpm (€ okonc 30% ¢nopesl YpHHHATA SKCKpeLlg ), 4 YBeINYaBa eKCIO3HOHATA Ha
nu3uHONpHN (npHb6anzuTenHo 50%) B cpaBHEHHE CHC 3APabH HHIMBHIH NOPANH HAMAJIEHOTO
eTMMHHUpaHE.

brbpeuno yepexcoane

Hapywenata 6p0peuna dyHkiUHA BOAK A0 NOHWKABAHE ENIMMHHHPAHETO HA JTH3IMHONPHI, KOATO
ce H3sYBa npes fpbpenure, Ho TOBA NOHKWKEHHE € KIMHHYHO 3HAYHMO CaMO KOTaTo CKOPOCTTa
Ha rioMepyHa dunTpanus e nof 30 mml/min. B cnydvaii va nexo 1o ymepero Texxo os0pedno
yBpeskaane (KpeaTHHHHOB KIHpLHC B auanasoHa 30-80 mL/min), cpennara crofiocT Ha AUC
ce yBenuyaRa efa ¢ 13%, nokaro npu Texko O0pevHo yBpexkaane (KpeaTHHHHOB KITHPBHC
mexay 5 i 30 mL/min) ce Habmoaasa 4,5 nxTH yBeanyenne Ha cpenaTa cToiinoct Ha AUC.
JIn3uHonput Moxe Aa Gbae oTAeTeH 4pes auanuza. Ilo Bpeme Ha 4-9acoBa XeMOOMaH3a,
TUTa3MEHHTE KOHLEHTPAUNH Ha TH3HHOMPHA HAMATABAT CPEAHO ¢ 60%, NPH JHATHICH KITHPBHC
Mexay 40 u 55 mL/min.

Cypoeung nHedocmamvbunocm

Tip# cbpaeUHA HELOCTATHYHOCT EKCIIOSHIKATE Ha THIHHONPHI CE YBENMYABA B CPABHEHHE C
HabI0AaBAHOTO TIPY 3paBH HHAKBKHIH (MOBHIIaBaHe Ha cToftHocTHTe HA AUC ¢ oxono 125%),
HO Ha Gaia Ha CTONHOCTHTE, ONPEAEIeHN B OTAENeHATA YPHHA, HalHIle ¢ Hamanena abcopOuns
0 0Kona 16% B cpaBHEHRHE ChC 3ApaBnuTe goSpoBommu.

ITeduampuuna nonyrayus

DapMaKOKHHETHYHUAT NPpodH Ha IHIMHONPHN € poy4eH MpH 2% neJHaTPH4RH NALYCHTH ¢
XMIIEPTOHMA, Ha BL3pAcT MKy 6 u 16 roaunu, ¢be cToitHoct Ha GFR Haa 30 mimin/1,73m?.
Cnea no3u ot 0,1 a0 0,2 mg/kg, papHOBECHHTE MHUKOBH MIASMEHH KOHUEHTPALHK Ha
JH3IHHOIPHN ¢ JOCTHraT cref 6 4aca, KaTo crenelTa Ha abcopbuus Ha Gas3a oTAeNeHATa YPHHA
e okoa0 28%. Teau cTORHOCTH ¢a CXOHK B¢ CTOMHOCTHTE, YCTAHOBEHH NPeIH TOBA 38
BB3pacTHH NaUHLHTH.

CroitHoctute Ha AUC M Cpyx BPH Jella B TOBA TPOYUBAHE CHOTBETCTBAT Ha CTOMHOCTUTE MPH
EBL3PACTHH.

Cmapuecka avapacm
[TanveHTHTE B CTAPUECKA BL3PACT HMAT NO-BHCOKH CTOMHOCTH B KPBBTA M [IOBULICHH
ctoltnocTn Ha AUC (npnbnusutenHo ¢ 60%) B cpaBHEHNE ¢ MO-MIAAHTE BUHEHTH.
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AbcopOuud, pasnpene/icHHE U CBLPIBAHE C TPOTEHHH

Cnen nepopallHo NpHIOKEHHE aMIOAMNHH ce abcopSupa gobpe, KaTo MakCHManHaTa Ma3MeHa
KOHIIEHTPALNA HaCTBIBA MeXEY 6 1 12 waca. YcTaHOBeHO e, 4e afconfoTHaTa SHOHATHYHOCT Ha
AMJOIHIIHH € Mexay 64 v 80%.

Crenenta Ha pasnpenenenrne e npubmuantendo 21 L/kg. lasnute ot npoyusanns in vitro
nokasaxa, ue npudnusutenHo 97,5% o1 LHpKYAHpAUIMA aMIORHIINH € CBBP3a8H C IA3MEeHUTe
HPOTEHHH.

BHOHATHYHOCTTA HA AMJIOIHTIME HE CE NOB/HABA OT MpUEMAa Ha XpaHa.

buorpaHcopMaludg i eTHMHHHPAHE

KpaliuuaT nnasmen NolyusoT & okoio 35-50 gaca | ¢ 3anasga IpH IPUACKEHAS BeAHTX
IHEBHO. AMNOAUIIHE ce MeTabonu3npa B 3HAUHTE/IHA CTENeH OT YepHU Ipo6 A0 HEAKTHRHH
MeTabOMTH, KAaTO B YpuHaTa ce exckperdpar 10% oT nekapeTsoTo B HeilpoMeHeH BHA U 60% ot
MmetabosuTuTe.

d)agmaxom_memuwnu XAPAKMEPUCTIURY HDU CREYUGHANU BORVAAHUY

Yeproopobro yspexcoane

JaHAuTe oTHOCHC ynoTpebara Ha aMIoAUTTHH PH NALNEHTH ¢ YepHOApoOHO YRpeKIaHe ca
MHOTO orpadkderH. [TannenTuTe ¢ YepHoapoOHA HefOCTATHHROCT HMAT HAMAIEH KIHPLHC Ha
aMIIOIUNUH, KOETO BOAY IO NO-ABITLE HONYKHBOT W yBenwuasane Ha AUC c npubnusnrento
40-60%.

Cmapuecka ev3pacm

BpemeTo 3a JOCTHTaHe Ha MAKCHMANTHH TA3MeHH KOHICHTPAMHN € CXOAHO ApH HHAMBHAH B
CTapyecka BB3PACT H MO-MNAAW HHAUBUIH. IIpH mMalMeHTHTe B CTAPYecka Bh3PacT KIHPRHECHT Ha
AMJIOQMITHH € ¢ TEHAEHIHA KbM HaMAIIBAHe, KOSTO BOAM OO yBelnuasane Ba AUC ¥ Bpemerto
Ha NOAYCIHMHHHDPAHE,

Hapactrauneto na AUC u BpeMeTo Ha NOSySIHMHHRPAHE IPH TAIHEHTH ChEe 3acTolHA ChpIOeYHa
HeNoCTaTb4HOCT € 6MAo crioped OMaKBAHOTO 3@ MPOYHBAHATA BBEIPACTOBA IPyIia.

Heduampuuna nonyaayun

Moy naronto GapMakOKMHETHYHO IPOYHBaHE € IPOBEREHO NPH 74 el ¢ XHNEpPTOHHSA HA
BB3pacT ot 1 A0 17 ronuun (34 nainenTa Ha BB3pacT OT 6 fo 12 roansy H 28 nauneHTa Ha
BB3pact oT 13 no 17 ropunu), nonyyasaiiy aMa0AuNKH B 1034 MexIy 1,25 u 20 mg, npieMaxy
BEAHLK HH ABa MBTH ABeBHo. [Ipy feuata ot 6 A0 12 roaunu H npH onHomwTe o1 13 g0 17
TOAMHH THIHYHHAT Mepopaner knupsHe {CL/F) € 6un cvoteerHo 22,5 ¥ 27,4 L/uac npu
MoMmyeTa u 16,4 n 21,3 L/uac npu MoMudera. Habinroasana € roiaMa BapHabHIIHOCT B
EKCTIO3HIHATA Mexc Ay HHIUBHANTE. CrolllieHuTe MaHHA NpH HEla Mo 6 rofHHs ¢a
OTPaHUNEHMN.

KomGunaiing ¢ duxcrpana 103a

He ca onkcany $hapMakoKMHETHYHM B3auMoAeficTBHA MEXY aKTHBHHTE BEILECTBA Ha
Hapouopm. OapmakoxureTnurute napameTpu (AUC, Cuax, tmax, BPEME Ha NIONYKHBOT) HE Ca
pa3nu4Hy 0T HabmoJaBaHHTe NPH NPHAAraHe Ha BEWIECTBATA JIOOTALMHO.

CroMmaluRo-upesHaTa abeopOund Ha [IUpOHOPM HE Ce TIOB/HERA OT MPpHeMa Ha xpaae}/

53. Ipeaxaunuvun gauny 3a 6e30NaCTHOCT
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He ca NpoRCXKNaHH IPSAKNTHHUYHY HPOYUBAHHA Ha KOMOHHAUHATA JIHIUHONPHA-aMIOANIIHH.

Jluspnonpyn

IpegxnunnynKuTe NaHHY HE TOKA3BAT CNELHANICH PHCK 34 X0para, Bb3 OCHOBA Ha
KOHBEHIHMOHAAHN QapMaKoIorHIHH H3NHTBaHNS 32 Oe10nacHoCT, TOKCHHHOCT PH
MHOFOKPATHO NPHJIATAHE, FeHOTOKCHHMHOCT M KApUHHOTEHEH TTOTeHLIMAT,

3a ACE-#HXHOUTOPHTE KaTO KITAC € AOKA3aHO, He IPEAHIBUKBAT HeXenaHy e¢pexTH BbpXry
KbCHOTO QeTanno pasBHTHE, KOETO BOAK KO CMBPT HA IIONA M BPOAEHH JeDEKTH, OCHOBHO
sacaraiuy yepena. OcBeH TOBA € chobineHo 3a GeTOTOKCHYHOCT, peTapJalys Ha
BETPEMATOYHOTO PA3BHTHE M HE3ATBOPEB ductus arteriosus. CUNTA ce, Ue TeIH AHOMATHH B
Pa3BHTHETO OTHACTH CE TBJDKAT Ha AUPEXTHOTO AedcTBHE Ha ACE-RHXHOHTOPHTE BBPXY PEHNH-
BHTHOTEH3MHOBATA CHCTEMa Ha 71042 H OTHYACTH HA UCXeMHS, NPHYMHEHa OT XHIIOTOHHS Ha
MmailikaTa ¥ NoHRAKeH (eTo-NNaleHTapeH KPLBOTOK U IPUTOKE HA KHCIOPOA/XPAHHTEIHH
BeLIecTEA A0 IoAa.

AMNIOIHIHH

PenpodyrkmugHa mokcudnocm

[poBeaenuTe MpoyyBakg 3¢ eekrTa BLPXY PEIPOAYKTHBHOCTTA NPH ILTBXOBE H MEIIKH
NOKA33XAa IPEHOCBAHE, YABIKEH POAOB NPOLEC U MOHKKEHE NPEXKHBIEMOCT HA HOBOPOACHUTE
TIPA A03M 0Koo 50 mhTH NO-BHCOKH OT MAKCUMATHATA NPENOPHLYKUTENHA 1032 34 X0pa,
u3yncIeHa Ha Gasa mg/kg.

Hapywenua ave hepmunumema

HsMa HuKaKbB edexT BEpXy GepTHIIHTETA HA ITbXOBE, TPETHPaHHU C AMNOJHITNH (MBIKKATE
HEAUBHAH 64 1Hu, a kenckuTe 14 NHK npenn ukdroceaneTo) B 1034 fo 10 mg/kg/aen (8 mu1u*
[O-BHCOKM OT MAKCHMANHATA APeNOpb4HTENHA 38 Xopa 032 OoT 10 mg/aHeBHO, U3YHCICHS Ha
6a3a mg/m*). B Apyro H3NHTBARE C TLIEXORE, B KOSTO MBXKWTE Ca TPETHPAHH ¢ aMIOIHIHUH
He3unar B IpoabKeHde Ha 30 IKK NpH 1034, CPaBHEMS ¢ J03aTa I1pH xopa Ha 6aza mg/kg, ca
YCTaHOBEHU MOHHKXSHO HHBO Ha XOpMOHa, CTUMYTHpal, GOAUKYIUTE ¥ TECTOCTEPOH B
[71a3MaTa, KaKTO 1 NIOHWMKEHA TUILTHOCT Ha CRISPMaTa i HaMaieHHe B Gpos Ha 3pennTe
CTIEPMATHAY H CEPTONHEBY KIETKH,

Kapyunozenesa, Mymazennocm

Hsma gasny 32 KapUMHOTERHOCT Ha NEKApCTBOTO NIPH TUTEXOBE M MHUIKH, TPETHPaHH ¢
aMNOIMITHH B IMETATA 33 HE NTOBEYE OT ABE MOAHKRH B KOHUCHTPALIMH, M3YHCIICHH JIa OCHTYPAT
AHeBHH 1030Bd HUBA oT 0.5, 1.25 v 2.5 mg/kg/nen. Haii-sucoxkara ao2a (fipd MHIIKHTE €
CXO0JH4, a TIPH TTbXOBETE — ABa TBbTH¥ MO~BHCOKA OT MAKCHMA/IHATA NPEIOPBUKTENHA
KIHHAYHE 4033 oT 10 mg AneBHO, H3uucaeHa Ha Gaza mg/m?) e Gana GnM3Ka 10 MAKCHMATHO
NOHOCHMATA 33 MULIKWTE, HO He H 3a TWIbXOBETE,

{TpoyuBaHUATa 38 MYTAr€HHOCT He NOKA3BAT e(EKTH, CBLP3AHH C aKTUBHOTO BELIECTBO, HUTO
Ha HHBOTO HA I'¢H, HUITO Ha XpOMO30MHHY HUEQ.

* Hauucnena 3a naunenty ¢ Terno 30 kg.

6. OAPMANEBTHYHHU SAHHH
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6.1. CnuchK HA NOMOLIHHTE BEIECTBA

Lenynoza, MEKPOXKPHCTAIHA, MATHE3UEB CTEAPAT, HATPHUEB HUIleCTeH Miukonar (Tun A)
6.2. HecbBMECTHMOCTH

Henpunoxumo.

6.3,  Cpox na ropuoct

4 ropuHm.

6.4. CpeunalHH yCIOBNE HA CHXpameHHAe

Ja ce cvxpanssa noa 25°C,
Ha ce ceXpausBa B OPHIHHANHATA ONAKOBKA, 33 12 Ce IPEANA3y OT CBETIHHA | Bllara.

6.5, lannHd 32 onakoBKaTa

30 tabneTky B 6551, PYC/PE/PVDC anymunnes Onucrep n B KApTOHEeHa Ky THA.

6.6, CrnenyalHH NpeANA3HKE MEPKH NPH KIXBhpJIAHE n padoTa

Hama crieuuansy H3HCKBaHUA 38 H3XBBPIdHe. HensNnon3saHuaT NPONYKT WK OTNAAbYHKTE

MaTepHaNH OT HeTo TPAGEA a C& U3XBBPIIAT B CROTBETCTBHE C MECTHHTE H3NCKBAHAA.

7. NMPUTEKATEJ] HA PAJPEHIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.

1103 Budapest,

Gy&mrdi Street 19-21.,

YHrapus

8. HOMEP HA PASPELIEHHETO 3A YIIOTPEBA

20060864

9. JATA HA IBPBO PASPEIHABAHE/NTOJHOBSIBAHE HA PAZPEINEHUETO
3A YIIOTPEBA

Hara ka mupeo pazpewasane: 29/12/2006
Jlata na mocienwno nogHosaBase: 02/02/2012

10, JAATA HA AKTYAJINIUPAHE HA TEKCTA

28

N B ot 2
pRSenss



