KPATKA XAPAKTEPUCTHKA HA IMMTPOAYKTA
20 1370 ¥/

[Tpuamno 8 mg/5 mg tabneTku “na.
Priamlo 8 mg/5 mg tablets 21-09- 202

1. UME HA JIEKAPCTBEHUS MPOAYKT

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika tabnerka chabpika 8 mg nepuunonpun epdymuH (perindopril erbumine) ekBUBaNEHTEH Ha
6,676 mg nepunnonpun (perindopril) v 5 mg amnonunuu (amlodipine) (kato 6e3unat) (as besilate).

3a MBJIHUA CMHCHK HA MOMOLIHHTE BELIECTBA BHKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka

bBenu no moutn Genn Kperau TabneTky, ¢ penedHo o3Havyenue 8/5 oT eqHaTa cTpaHa (IHAMETHpP OKOIIO
9.4 mm).

4. KJUHUYHU JAHHU
4.1 TepaneBTHYHH NOKA3aAHHA

ITpuamno 8 mg/5 mg TabneTku € NokaszaH KaTo 3aMeCTUTEHA Tepanus 3a JieueHHEe Ha XHIIEPTOHMUS
W/UNKM cTadUIHA KOPOHApHA apTepuanHa GoJIecT NpH NaUHEeHTH, KOUTO Beue Ca KOHTPOJIMPAaHHU C
MEePHHIONPHIT M AMIOAMNKH, NMPHEMAHH €IHOBPEMEHHO B ChLUATA 1034,

42 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Io3uposka

[Mauuentute TpAGBA Na W3NMOM3BAT KONHYECTBOTO AKTHBHO BELECTBO, CHOTBETCTBAILO HA
NpeaHLIHOTO UM JIEYEHHE.

Oowuyaiinara no3a [Tpnamno 8 mg/5 mg e 1 Tabserka 1HeBHO.

[Mpuamno 8 mg/5 mg TabneTkyu He e NOAXOAALL 33 HAYATHO JeyeHHe. AKO € HeobXoauMa nmpoMsHa Ha
7103aTa, TOBA TPAORA Aa Ce W3BBPIUH C HHAMBUIYANIHO THTPHPAHE KATO ce H3I10/3BaT
MOHOKOMIOHEHTHH TNPOLYKTH.

MakcumanHara IHEBHA 1032 MEPUHIONPHI e 8 mg, a MaKCHManHaTa THEBHA 1032 AMIOJUIIHH €
10 mg.

C!’JE!{M(L‘IHH nonviayuu

Bvopeuno yspexcdane u cmapiecka 8b3pacm

EJ]HMHHHPHHETO Ha NEepHHA0TIpHIIAT HAMAIABa MpH XOpd B CTApY4eCKa BL3pACT H MAUHUEHTH C

ﬁhﬁpequa nepoctaTbyHocT. [Ipuamno 8 mg/5 mg tabneTku Moxe 1a ce mpunara npH MauueHTH c
lee 2 60 ml/min, Ho He e noaxoasAw mpu nauxeHT ¢ Cle, < 60 ml/min. TIpu Te3n nauuenTH ce~

npenopblma HHIHMBHMIYaJIHO TATPHPAHE HA 103aTa Ha OTAE/IHHTEe KOMIMOHEHTH (BX. TOllKa«4 4. / .

ﬂpmwel—lm"e B I[Ta3MEHHTE KOHLUCHTPALUHHU HAa aMJIOJHIIMH HE CBbOTBETCTBAT HA CTel'lBHTE,t Ha 6‘56})3'—[1[0 4 \

yBpeK/aHe, 3aTOBA ce NpenopbyBa oduuaiinara 103a. AMIOAUNHH, H3MON3BAH B em{amm 1034 OpH A\

NalMeHTH B CTApYECKa Bb3pacT WM MPH MO-MJIaAM MAUMEHTH, C& MOHACA e/IHAKBO 10 pe.‘. l_fpu = b = )




MalMeHTH B ¢Tap4iecka BL3PACT Ce MPenoprURAT 00HUalHUTe PeXXUME Ha FO3Upate, HO
YBENHYABaHeTo Ha 203aTa TPA0Ba Ia ce HIBBPUIBA C TIOBHINEHO BHUMaHUE (Bxk. Toukn 4.4 1 5.2).

Yepnodpobuo yepedcdane
He ca ycraHoreHH nperlopbKy 32 Z03MPOBKATA NPH MATHEHTH ¢ HEPHOAPOOHO VBPKAAHE {B1K. TOUKH
44u35.2).

Heduampuuna nonynayus

Ipuamio 8 mg/5 mg TabneTkn He TpAGB2 4a Ce M3IO/3BA NPH Jeld H IOHOLIM, T KaTo
Be30macHOCTTa H €pHMKACHOCTTA HA IIEPHHAONIPHIT CAMOCTOATENHO HIH B KoMOHHALMA ¢ aMAOTHITHH
He ¢a YCTAHOBEHY nipH IeNa | IOHOUIN,

Hajnnauure noHacroAmieM QaHHH ca OMHCAHH B Touka 5.1

HayuH ga npunoxeHe
[Tpuamio 8 mg/S mg TafreTki TpaGEA Aa ce NPUSMAT CYTPHH Tpeny XpaHeHe.

4.3 IlporeBenokasanus

- CBPBXYYBCTBHTEIHOCT KkM HEpHHAONPH Wik KbM apyr ACE wuxuburop,
CBBPXYYBCTBHTENHOCT KBM AMITOMMITHE HITH IHXHAPONHPHIHHOBH MPOH3BOAHM, MITH KM
HAKOE OT MOMOLUMHTE BellecTRa, H30poeHH B Touka 6. 1.

- Texka xunorouua

- lllok (BKMIOUHATENHO KapAHOTEHEH II0K)

- OBcTpykiMA Ha H3X0a Ha JIsBaTa KaMepa (HAMP. BHCOKOCTENEHHA a0PTHA CTEHO34)

- XeMoAMHAMKYHO HecTa0MWIHA ChPACYHA HEJOCTATBYHOCT CNCH OCTBP MHOKApAeH HHpApKT

- AHaMHe3a 33 aHrdoeneM, CBbpp3ad ¢ npeaectano meueHue ¢ ACE unxuburop (Bx. Touka
4.4)

- HEICHE,H,CTBEH HWIH HAHMOMATHYCH aHTHOeIEM

- EnuorpeMenyata ynotpeda nipu Tepanis cbe cakyOutpwi/ancapran. Ilpuamno He tpadea na
€€ 3an0y4pa no-paHo ot 36 yaca ciel NOCAeRHATa J03a cakyOHTpU/BancapTan (8. Chllo
Touku 4.4 1 4.5).

- Bropwu u Tpetn TpuMecThp Ha OpeMenHocTTa (B, Toukn 4.4 w 4.6)

- Eanospemennara ynoTpeda ua [lpuamino ¢ anickapes-CoIbpKaN NPOLSYKTH &
HpOTHROMOKA3AHA NP NALKMEHTH Che 3axaped Auaber und owdpedro yepexmaHe (GFR
<60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

- ExcrpakopriopaliHi nevenis, BONS1H 40 KOHTAKT Ha KPbE ¢ OTPHIATENTHO 3apeacHH
HOBBPXHOCTH (B, ToMKka 4.5),

- 3HayHMa QBYCTpaHHa cTeHo3a Ha OOpedHHTe apTepHK HITH CTEH03a HA OnOpedHaTa apTepHs Ha
enAnHcTBen QyHKUHOHHpaul 0B0pex (Bk. Toyka 4.4)

44 Creunannd opexynpexAeHds B NPeINAIHH MePKH IIpH YHoTpeba

Bcuuky npegynpeskaeHns, CBbP3aHH C BCIKO OT/ENHO AKTHBHO BELIECTEO, KOWTC Ca H3OpPOSHH ro-
[0y, BAXKaT ChuIo U 3a ¢uKcHpaHaTa koMOuHauua [Ipnamno 8 mg/5 mg tabnerku.

[lepunnonpun

Craduana KopoHapra apmepuatia borecm

AKo Npe3 Ospaud Mecell Ha JISYEHHETO C IEPHHIONPHI HACTRIH ENH30 Ha HeCcTabuIHA CTeHOKapaHN
(TeXkBK WK He), TPAOBA fAa C& M3BLPINH BHUMATENHA MPEUEHKA HAa CbOTHOLICHHETO M0MI3a/PHCK Npean
NPOALIKABAHE HA JIEUSHHETO.

Xunomouis /;_;:::::_H,
ACE uHXMGUTOpHTE MOTaT A3 NPESANIBKKAT CHIANANE HA KPHBHOTO HANATaHe. CHMIITOMgEL) ‘,rp% f n ,f\\




Touky 4.5 1 4.8). Ilpy nauHeHTH ¢hC CHMITOMATHIHA CHPASYHA HEJOCTATEUHOCT, CBhP3aHa HIIH He ¢
OpOpeyHa HemOCTAaTHIHOCT, € HAOMOAaBaRa CHMIITOMATHYHA XHMOTOHHA. ToBa e Hali-BeposTHO a ¢e
NOABH [IPH NALHEHTH C [0-TEKKA CHPAEYHa HEJOCTATBUHOCT, IPH yIoTpeGaTa Ha BUCOKK JO3M
OpHMMKOBH AMYPETHLM, XHNOHATPHEMHA HIH BlOHIeHa OLOpedHa Gy HKUHA. [IpH RauMeHTH ¢ MOBHIIEH
PHCK OT CHMITOMATHYHA XHINOTOHHUA, 3AM0MBAHETO HA JleueHHETO U KOPHFMPAHETO Ha 103aTa TpsdBa
Ha €€ Npocenfsat BHUMATEMHO. ChlluTe chOBpaKeHNa ce OTHACAT | 33 NAUMEHTH ¢ MICXEMAYHA
foecT Ha CHPLETC WIH MOFBYHO-CHIOBA GOIECT, NPH KOHTO PA3KOTO CrliajaHe Ha KPbBHOTO Hamarage
Moe 1A J0BeIe 10 MHOKapaeH HHGapKT Wil MO3bYHO-ChA0B HHUMIEHT.

AKO HACTBIIM XMOOTOHUS, MALMEHTHT TPADBA N3 ¢& NIOCTABH B JIETHAIO HOJIOMKEHHE H, aK0 €
He0dX0auMo, TPAOBA 14 ce BIHOYM HHTpaBeHo3Ha HHy3HA Ha 9 mg/ml (0.9%) pa3Teop Ha HaTpues
xjiopuA. [IpexoaHHAT XHIOTEH3HBEH OTFOBOP HE € [IPOTHBOIOKAIAHHE HA CIIEBAIIH NO3H, KOHTO
MoraT na ce npuemat obukHOoBeHO Oe3 3aTpYAHESHHUS, KOraTo KPbBHOTO HAMAMAHE C€ TOBHILH Ciiel
KOPHTHPaHe Ha KPBBHHA o0eM.

[Ipyu HAKOH MAUHEHTH CBC 3aCTOHA ChPACYHA HEAOCTATHYHOCT, KOHTO HMAT HOPMANTHO HIH HHCKO
KPBBHO HAJIATAHE, NEPHHICTPHI MOXKE 13 IPEeAH3BHKA OMBIHMTEIHO IOHIKABAHE HA CHCTEMHOTO
apreppaiHo HanaraHe. To3u edekt ce ouakea u OCHKHOBEHO He € MPHUMHA 32 MPEYCTaHOBABAHE Ha
JNeYeHHUeTo. AKO XHIMOTOHHATA CTAHE CUMIITOMaTHYHA, MOKE 14 € HeoOXORMMO HAMAJIIBAHE HA J03aTa
HITH NMpeyCTAHOBABAHE Ha JIEUCHHETO ¢ MEPHHIOTPHII.

Aopmua y MUMPpATHA KIGHHA CHEHD3AXUREPIPODULHA KAPOUOMUSHAMUL

Kakto 1 npu npyru ACE uHxubHTOPH, IEpMHAONpPHIL TPA0EA 4 ce NpHiIara ¢ NOBKINSHO BHAMAHHE
Ip# NANEHTH CbC CTEHO3A HA MHTpalHaTa Knana 1 00CTpyY KL Ha H3X0AA HA JIABATA Kamepa HpH
A0PTHE CTEHO3a HITH XUIIEPTPOYHUHA KADIHOMHONIATHA,

EBwbpeuno yapeowcoane

B crnyyaii va 6u6peuHo yepexnane (kpeatuHiuHo: kaMpeHc < 60 ml/inin), Havyasinata goza
NepUHIONPHI TpA0Ba Ja ce KOPHIMpa B CHOTBETCTRHE ¢ KPeATHHHHOBHA KIHPBHC (BXK. Touka 4.2) Ha
nauMeHTa v CHOpel TepanesTHYHHA OTrOBOD Ha NAauHeHTa KM NeveHnero. PyTHHHOTO npocieasBane
H3 KATAH W KpeaTUiyH €2 4acT 07 o0uyalbiaTa MeOWLIHACKA TIPAKTHKA NPH TE3H NaUHeHTH (BX.
Touxa 4.8).

INpH nauMenTH che CHMNTOMATHYHA ChPASYHA HEJOCTATBUHOCT, XHIOTOHHATA Cllell 3an04YBaHe Ha
neyeanero ¢ ACE nHXubGuTOpH MosKe Na noBene A0 JOMBIHHTENHO BIOLIABAHE Ha GB0pedHara
dyHKURA. B Te3d coyual e cho0LIaBaRa ocTpa O66peUHA HELOCTATHIHOCT, OOUKHOBEHO 00paTumMa.

TTpu HAkoK NauuedTH ¢ DInaTepanya cTeHo3a HA OBOpeUHATA apTepHA MITH CTEHO3A HA apTepHATa Ha
eayHCTReH OBnGpek, kouTo ca nekyeauu ¢ ACE wixuburopy, ¢ nabnonasano NOBHLIABAKE Ha ypeara
B KPBETA M CEPYMHHA KPEaTHHUH, 00HKHOBeHO 00paTHMO clien TIpekpaTtaBate Ha neuendero. Tosa e
oco0eHo BepOosTHO MPH MAUHEeHTH ¢ OLOPeuHa HETOCTATEYHOCT. AKO € HAJIHIE CHLLO H
PEHORACKYNAPHE XUNEPTOHNS, ChILECTRY Ba NORMIISH PUCK OT TEXKA XHIIOTOHWS H OnbpevHa
HeJO0CTATLYHOCT. l'[pu TE3H [TAUHEHTH, NCYeHHETO Tp;{ﬁsa Aa 3aMO4HE NpH CTPUKTHO MENHAUHHCKO
NpoCneasapaHe ¢ HHCKM IO3M M BHEMATENHO THTPHpaHe Ha Ko3ara. Thil KaTo NeYeHHeTo ¢ ARYPeTHLH
moske na &bae Pakrop, KOiTO DONPUHACA 32 NOCOYEHOTO Mo-Tope, Te Tpiabsa aa fbaat
NpeyCTAHOBEHH U OnOpetHaTa QyHKUHA TpaOBa Oa ¢& MPOCNeaasa pes TLPBUTE ceaMUuY Ha
AEYCHHETO C NEPHHAONPHIL

{Ipy HAKOH NAUKEHTH ¢ XHIIEPTOHUY De3 HIsBEHO NpenmecTrauIo 6s0peuHo CHI0BO 3a6oMsBaHe, CE
HaOnmooraea MORHIIABAHE HAa YPEATA B KPBETA ¥ HA CCPYMHES KpeaTwHNH, OOHKHOBEHO HE3HAUHTENHO
H NPExoIHo, 0coBeHO KOraTo MEPHHAONPHI ¢ OpHNara eqHOBPEMeHHO ¢ AnypeTHLM, Toga e no-
BEPOATHO A4 HACTBITH MPH NALHENTH ¢ OpeguecTsawo GrdpedHo yepexnane. Moxe ga e
HeoOXoaUMO HaMANABAHS HA 103aTa W/HAN NPeYCTaHOBABaHe Ha JICYSHHETO ¢ JHYPETHKA W/ M ¢
HepHHIOTIPHL

[Tayuermu na xemouanuza jun—
HmMa coobuienus 3a aHADHIAKTHYHM PEaKIHH [IpY TAUHSHTH Ha AUANu3a C Bucoxonponycglpﬁq’\ ;‘}‘“‘\
meMOpaHy, nekyBaHH enHospemeHHo ¢ ACE unxubutop. INpu Te3u nammentH TpsabBa naﬁe’o} ‘ ﬁcm:_f‘\
H3MOMI3BaHe HA PA3THYeN THI QHATH3IHA MeMOpaHa HWIH pa3HieH KIIac aHTHXHNePTeHIHAHY 7 3
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Bvipeuna mpancnianmayus
Hsma onuT 0THOCHO NPUACKSHMETO HA TIEPHHAONPHII UPH NALMEHTH Che ckopolnHa 6b6peyna
TPaHCOTAHTAHIA.

Penosackynapna xunepmonus

HMa noBMILCH PUCK OT XUIIOTOHMA U OBOpEYHA HEJOCTATRUHOCT, KOTATO HALMEHTHTE ¢ ABYCTpaHHA
CTEHO3a Ha OBOpETHA apTepHA WK CTCHO32 Ha apTepHaTa KbM eanH QyHKumoHnpany 650peK ce
nexyBaT ¢ ACE uaxuGutopH (k. TouKa 4.3). Jledennero ¢ aHypeTHUE MoXe a4 Obe daxTop, KoHTo
IONPHHACS 3a Tos4. 3ary0ara Ha 6n0peuHara dyHKUNA MOKe 12 BE3HUKHE CAMO C HE3HAYMTETHH
MPOMEHH B CepYMHHA KPeaTHHUH, AODH TIPH MallHSHTH ¢ eAHOCTPaHHA CTEHO32 Ha OLbpeyunara
aprepus.

CaprXyyecmsUmeTHOCHYy anZuoedem

Hma penxu cro0IIeH!s 32 aHTHOSIEM Ha IMUeTO, KpadHHIIHTe, YCTHHTE, JIMTABUIINTE, e3UKa, [JIOTHCA
wunu dapHHKCa Npu MalUMeHTH, TeKyeaHy ¢ ACE HHXUGHTOpH, BIMIOYKTENHO NepHHAONp T {BX.
Touka 4.8). Topa Mowe 1a HACTBIIH N0 BCAKO BpEMe Ha NEHenmHeTo. B TesH ciydan, mepuHaoMp
TpsAORa Ja ce mpeKparts He3abaBHO H Aa 3aM0YHe MeHLHHCKH KOHTPON » ISHHOCTH, KOHTO A
NpOOBIDKAT 10 MBJIHO OT3BYUABAHE HA CUMOTOMHMTE. B Te3M Ciyyan, Korato nonysaHeTo o0xsaua
JHUUETO ¥ YCTHHUTE, CBCTOSHHETO 0OHKHOBEHO NpeMuHaBa 0e3 JieueHHe, BRIPEKH e
SAHTUXKCTAMHHUTE Ca OT 0134 33 OONSKYaBaAKe HA CUMIITOMMUTE.

AHrCHOEAEMBT, CBBP3aH ¢ OTOK Ha JapHHkca MoXke ga ¢ dataned. [Ipu obxsawane Ha e3UKa, TI0THCA
WK JapHHKCA, KOSTO MOKE Ja A0BeaC N0 oOCTPYKUMs Ha JUXATEMHHTE MbTUWA, TpaOBa He3abaBHo 13
ce MPUIOKH CNEWHO JedeHue. To MOXKe Ja BKIIOYEBA [PHI0KEHHE HA apeHATUH 1/ HITH OCHTypABaHe
Ha NPOXOOHMOCT Ha AuXarenHurte NETHWA. [TauHenTsT TPAOBA A4 OB/ MOT CTPOTO MEAHIHHCKO
HabmoneHue 10 IBIHOTO H TPAHHO OT3IBYYABAHE Ha CUMIITOMHTE.

[laiMeHTH ¢ aHAMHE3a 33 aHTHOEHEM, KOHTO He e ¢Bbp3aH ¢ Tepanii ¢ ACE unxubutop, Moxe na
HMAT [MOBHINCH PHCK OT aHCHOeaeM K Ipu npHeM ua ACE unxuburtop (Bx, Touka 4.3).

Hma penku choSIIeHHs 33 MHTECTHHAIIGH aHTHOSeM NpM naudenTH, nexyeani ¢ ACE uuxuturopu,
[Ipu Te3u nauneHTH ce HabMoaaea kopeMua Gonka (CbC WK Ge3 rafeHe WK MORPLIAHE); B HAKOH
CTydau HE e HMA0 NpeAUIeCTBALL AHTHOSIEM HA JIHUETO u HuBaTa Ha C-| ecTepasata ca HOPMAITHH,
AHrHOeAEeMBT & NHArHOCTHLHpa Ypes adnoMutanda KT unm yntpaseyxoso Hicneapaye, wid no
BpEME Ha Orepauus H CHMITOMUTE OT3Ry4aBaT ciel cuupane Ha ACE naxubutopa. HHTecTHHANHHAT
aHrHoeAeM TpAGBA /1a ce BKIOUH B AHepeHUMATHATA IHATHO32 HA nalueHTH Ha nevenne ¢ ACE
HHXMOHTOPH, KOATO HMAT XKopeMHa Bonka.

CrowreTRata ynotpeda Ha ACE unxuGurtopH ¢ pauexagotpun, mTOR uaxHOHTOPH (Hanp.
CHPOJIMMYC, €BEPONUMYC, TEMCHPOIHMYC) M BHILJATITHATHH MOXKE [a ¢a JOBeIe 10 MOBUIIEH PHCK OT
AHTUOCAEM (HanpUMeEp OTOK Ha NUXATeIHHTE MhTHIIA MK €3HKA, ChC Wi 6e3 pecrnHpaTopHo
HapyeHHe) ( Bk Touka 4.5), HeoOXoanMo e Jia ce MOIX0IH ¢ NOBHIIEHO BHUMAHHE, KOTaTo ce
3aM046a ledeHne ¢ pauekanoTpiul, mMTOR unxHOMTOPH (HAMpP. CUPONTUMYC, €BEPOITHMYC,
TEMCHPOJIHMYC) M BUALATIMATHE OpY NalUeHT, xofito ede npuemMa ACE uHXuGHTOD.

CruobrerraniaTa ynotpeba va ACE HHXHOUTOpH cve cakyOHTPIT/BANCApTaH € NPOTHEOMOKA3aHa
NopajH MOBHINEH PUCK OT aHruoeaeM (Bk. Touka 4.3). Jleuenne cbe cakyOUTPIIT/BATICAPTAH HE
TpaORa 14 ce 2anodsa No-paHo ot 36 Yaca crel nocieqHaTa 103a nepunponpi. JleueHueto ¢
NepHHAONPHI HE TPA0Ba Ja ce 3alovBa 110-PaHo 0T 36 vaca cnel MOCIeNHATA 1034
cakyOuTpun/sancapran (Bx. Touku 4.3 u 4.5).

Cuowrcrhau@ara yrnotpeda na apyru NEP naxubutopu (wanp. pauekagotpun) v ACE uHxuGHTOPH
CHILO MOKE HA MOBHUIM PHCKA OT aHruoegeM {Bx. touxa 4.5). Cneaoparento e HeoOxogHMa
BHMMATENHA OLEHKA HAa ChOTHOLISHHETO MO3a-PHCK [IPEan 3arncuBaHe Ha JedeHne ¢ HHXHGHTOpH Ha
NEP npH natHesTH Ha MEPHRAIOTIPHI.

Anaghuraxmunnu pearyuu no speme Ha AURONPOMEUHHY ¢ Hucka Havmnoch (LDL)- aqbeges/ VY
Paaxo npu nauueHTyH, kouto nomydasar ACE HHxubHTOpE no Bpeme Ha adepeilara ¢ ,?ézgﬁpaﬁ
cynat, Bp3IHUKBAT JKHBOTO3ACTpALLABALLY aHAGHNAKTHYHY peakuui. Te3n peaxumw}cgmﬁar ’
BPEMEHHO NpeKpatsisande Ha NleueHueTo ¢ ACE muxubutop npenu Beska adgepesa.



Anahunaxmuunu pearyuy Bpu OeceHIuburu3ayus

Hsxo naumeHTH, nonydasalin ACE uuxuGHTOPH Mo BpeMe Ha neceH3HOHIH3Hpailo TedeHue (Hamp.
C OTPOBA OT UHIOKPHIN HACEKOMH), IIOTy4aBaT aHaPHIAKTHIHY peaknn. [Tpyu Te3n mauvenTH,
peakupnTe ca O m30erdatH, korato ACE nuxubuTtopHTe ca GIITH BpeMeHHO MPEYCTAHOBEHH, HO €a
¢e NOABK/TH OTHORO HPH HEBONHO MOFHOBABAHE HA NEYSHHETO.

Heprodpobra nedocmamvurocm

Panxo, ACE unxuGuTOpHTE C& CBBP3BAT ChC CHHAPOM, KOHTO 3aI09Ba ¢ XO/ISCTATHYHA M BIITEHHIA U
nporpecHpa A0 ocTpa YepHoApodHa Hekposa u (ROHAKora) cMBpT, MexaHH3MEBT Ha TO31 CHH/POM He
e uzsacHeH. [Tauuentute, nomyyasamin ACE uaxuGHTOPH, KOUTO pasBHBAT XXBITEHHLA, MM HMAT
3HaYHUTENHO MMOBHIIEHHE Ha YePHOIPOOHATE €H3MMH, TpA0Ba la npekparaT npHeMa Ha ACE
WHxHOHTOpa M /1a MOTY4aT chOTBETHO MEIHMUMHCKO Npocneaseane (Bx. Touka 4.8).

Heymponenus/ azpasyroyumosa/ mpomOoyumonen s/ aHemus

Mma cpobieHns 3a HEY TPONCHAN/ArPaHyIOLIMTO3a, TPOMOOUHMTONCHHE M AHEMHS MPH NalHEHTH,
npreMami ACE unxutGuropu. Ipu nauuedtH ¢ Hopmanaa 6s0pedna ¢yHKIHA 1 NMIICA HA IPYTH
YCIOKHABAWN (HAKTOPH, HEYTPOIEHHS HACTHIBA pAAKo. [lepuHmonpun Tpa0ea Aa ce H3MOM3EA ¢
NOBHIUCHO BHUMAaHHKE TIPH NMALMEHTH € KONATeHHO CBhAOBD 3a00/BaHE, HMYHOCYNPECHBHA TEpParing,
JIeZeHHE C ANONYPHHO MM MPOKAHHAMHA, HITH ¢ KOMOMHAIIHA ¢ yenoxuasaum Gactopu, ocobena
aKo MMa npe/llecTBAlO HApyluenue Ha OLOpeunara dpyukuns. [pH HIKOH OT Te3H MALHCHTH
BB3HHKBAT CEPHO3HH MH(EKLHH, KOUTC B OTACIHM CIYYaH HE Ce MOBIHABAT OT MHTEH3HBHA
AHTUOHOTHYHA Tepaitkis. AKO HEPUHIONPHI C& H3NON3BA GPYU Te3H NAUHMEHTH, e IpenophbyEa
NEPHOAHYHO H3CIICABAHE Ha ICBROLUTHTE U MAMHeHTHTe TpA0sa aa GbIaT HHCTPYKTHPAHA fa
cpoDINABAT 32 BCCKH NPH3HAK HAa HueKnHs (Hanp, BbTAJCHO rbpII0, TIOBHINEHA TeMIIEPaTypa).

Paca

ACE MEXHOHTOPHTE NPHYMHABAT [10-4€CTO AHTHOSAEM NPH NAUMEHTH 0T YSPHATA Paca, STKOAKOTO
IIpH NauHeHTH oT Apyra paca. Kakro u npu apyri ACE nuxubutopu, neprHaonpun Moxe aa 6bae
N0-MaJIKO e(EKTHBEH 33 IOHHXKABAHE HA KPBBHOTO HAJArAHe MpH MALMEHTH OT YepHaTa paca,
OTKOJIKOTO TIpH TE3H OT ApYTa paca, BEPOATHO TOpall MpeodaagapaHeTo Ha HHCKO HHBO HA PeHUH
IpH TIOMYTALMATA YePHOKOKH NAUHEHTH ¢ XHIEPTOHHA.

Kauinvya

Cpobmasa ce 3a kauuHua npk ynorpeda va ACE uHxubutopu. XapaxrepHute 0coDCHOCTH HA
KALJTAIATA €&, 1€ € HEAPOAYKTHRHA, HCPCUCTUPANIA H OTUIYMABS CHER npeycmﬂmsssaﬂe Ha
JedeHHero. Kaumuuara, npeansBrkana ot ACE nHxudutopn Tpabea aa ce HMa npeaBHI KaTo YACT OT
AudepedunaniaTa JMarHo3a NpH Kawnuua.

Xupypzus/anecmesus

[TpH DAUMEHTH, MOLNOKEHH HA FOIAMA XHPYPIHYHA MHTEPREHIHA, HIIH TI0 BpEMe Ha AHECTE3HA Cb
CpeNCTRA, MPeAH3BHKBALIY XHIOTOHHSA, NEpHHIOIIPHA MOKe Aa Onoxupa o0pailysaHeTo Ha
anruoTed3uH [l B peaynrar Ha koMneHcaTopHO ocso00KAaBaHe Ha peHuH. Jleuenuero TpAGEa ga ce
NPEYCTAHOBH S/TUH ZEH Npenl XUPYPruuHaTa WHTePBeHIMA. AKO HACTBIN XHHOTOHWA, KOATO cE
CUMTa Y€ Cc B/IKH Ha TO3M MEXAHH3BM, TA Moxe 13 OBb/Je KOpHUTHpaHa ype3 ofeMHD 3aMecTBane.

Xunepxaiuemus

ACE uHxubuTOpHTEe MOTAT 0a NPeH3BHKAT XUITEPKATHEMHS, Thif KATO HEXHOUPAT 0CcBoOMKOaBAHETO

Ha angocTepoH. EdexTsT 06HKHOBEHO HE € SHAYNTENEH IIPH NAUHEHTH ¢ HOpManHa Gufpeuda

dyakuma. PackopnTe akTopH 3a pa3sBUTHE HA XHNCPKaTHEMIS BRIOYBaT OEOpedHa

HEIOCTATEYHOCT, BAOIIABAHE Ha OnbpedHaTa dyHKIMA, Bp3pact (> 70 roanuu), 3axapen anader,

PUAPYKBBALH ChCTOSHUA, OCODSHO ASXUAPATALNA, OCTpa ChpIEYHa HENOCTATEYHOCT, Meraw%

auMa03a H eIHOBpeMeHHa ynoTpela Ha KaTHi-ChXpaHaBaluH Uy peTHUH (Hamp. CIHPOHON
-

CONTA; MK MAIHEeHTH, IPHeMAIH APYIH JIEKapCTRa, CBBP3AHK ¢ NOBHINABAHE HA Cepy
{Hanp. xemapuH, , TPHMETOIPHM KO-TPHMOKCA30/1, H3BECTEH ChINO KATO TPHMETONPHM!
cypaMeToKCA30/) H 0CO6eHO BHTArOHHCTY HA AITOCTEPOH MITH AHTHOTEHIHH peueny



YrnotpeGara Ha kamueBH 100aBiH, KalnH-CEXpaHIBAIM ANYPETHIH HIH KATRIi-ChIBpKALN
33MECTHTENN Ha COITA, 0CODEHO NPH MalMeNTH ¢ HapylleHa OEOpedHa QyHKIHA, MoXKe Ja NoBeae 10
3HAYUTENHO MOBHINABAHE HA CEPYMMIA Kanui, X1NepKalueMHATa MOXKe JIa PHIUHI CePHO3HH,
MOHAKOTa (aTaHu apuTMUK. B cyuaute, Korato e1HOBpeMeHHATa YNOTpe6a Ha ropecnoMeHaTUTe
CpelcTha ce CUMTA 38 YMeCTHd, T¢ TpADBa Ra ¢e H3MOI3BAT ¢ HOBUIUEHO BHUMAHHE H IIPH YECTO
HICNE/IBAHE Ha CepyMHHA KT (BxK. Touka 4.5).

Hayuenmu ¢ Ouabem

[pn naupesTH ¢ THAGET, IEKYBAHY C NEPOPanHU MPOTHBOTHAGETHH CPeACTsa WIH HHCYIHH,
CITMKeMHIRRAT KOHTpOSt TpaBBa Ja ce Habmonapa BHUMATEIIHO 110 BPEME HA IBDBUA MECel O
neyennero ¢ ACE nuxuburop (8xK, Touka 4.5).

Jlumuii
KomOunauuata va IHTHE K MEpHHIONOPHIT He Ce NpelropnuBa (Bx. Touka 4.5),

Heotino Groxupane na penup-auziomensun aadocmeponosama cuctema (RAAS)

Hwma gannu, ye eaHoBpeMeHHaTa ynoTpeda Ha ACE uHxuGHTOpH, anrvotensud Il peuentopau
AHNTATOHWCTH WNH ANHCKHPEH MOBHIIABA PHCKa OT XUMOTOHHA, XHMSPKATHEMHA H BIOIABA
0nOpeunara Gyuxuna (BrouMTENHO 0cTpa GEOpeyHa HemocTaTeuoct). Ilopany Topa, He ce
npenophL4Ba apoiiHo Onokupane Ha RAAS upes komGurupana ynotpe6a Ha ACE unxufutopw,
anrdoTensud Il peuenTopay aHTaroHHCTH WK AMMCKUpeH (BX. TOukH 4.5 1 5.1).

Ako TepanMaTa ¢ asoitHo Gnokupane ce cunTa 32 abcomoTHo HeoOxonuma, Tosa TpAOsa na craBa
CaMo Moj HaOOAEHHETO HA CHCLHAMHECT H APH YecTO BHHMATENHO Npocieasane Ha 6nbpevynata
tyHKLMA, eNeKTPONHTHTE U KPbBHOTO HAJIATAHE.

ACE nuxubnropu v anruotensun 11 penenTtopHn aHTaTOHHCTH He TPAGBA 1a Ce W3NON3BaT
€THOBPEMEHHO [IPH MAUMEHTH ¢ AnaleTHa HedponaTus,

[Tvpsunen aadocmeponzvm:

TTalpeHTH ¢ TBPBHYEH XHNEPATIOCTEPORU3EM KATO LIANO He CE BNUSAT OT JICYSHUe C
AHTHXHIIEPTEHIUBHY NIEKAPCTRA, AeHCTBAINM UPEe3 HEXHONPaHE HA CHCTEMATA PEHMH-AHTNOTEHIUH.
ITopanu ToRa ynotpedara Ha TOBA ICKAPCTBO HE Ce NPETIOPHHBA,

Epevennocm

Jleuenre ¢ ACE unxuburopu ve Tpabsa oa ce 3arnoysa 1o BpeMe Ha OpeMentoct. [lauuenTiute,
KOHTO TaHupaTt GpeMeHHOCT, TPAOBA Ta MPEeMHHAT HA ANTEPHATUBHO AHTHXUIEPTEHIMBHO TIYSHKE ¢
ycTaHoBeH npodun Ha Ge3onacHoCT npu ynotpela fio BpeMe Ha GpeMEHHOCT, OCBEH aKO Ce CUHTa, 4e
& 0T OCOBEHA BaucHOCT A3 ce NpoAskH JedeHneTo ¢ ACE uuxubutopu. Koraro ce yetaHoBU
Opemennoct, neveHrero ¢ ACE unxuburopu Tpadea He3abaBHo [ ce NpeKpaTHd K ako € 0oAXoAAIo,
Iia ce 3arloyHe ANTePHATHEHO neveHHe (B, Toukd 4.3 u 4.6).

AMITOIHTHH
BezonacHocTTa M €PUKACHOCTTA HA AMIOAMITHH TPH XMNEPTOHUYUHA KPH3a HE € YCTAHOBCHA,

Copdeuna HeGOCMaAmbYHOCH

[TandeHTH ¢BC ChPAEIHA HETOCTATEYHOCT TAARA X4 & ACKYBAT ¢ HOBHIUEHO BHUMaNKE. B
ABATOCPOUHO Tauebo KOHTPOHPaHO MPOYYBaHe MPH NALMEHTH © TeXKA CHPIEYHA HEAOCTATHYHOCT
(1T u IV xrnac no NYHA), crobaesanata ectora Ha GenogpobeH oTok € Guna no-BUcoKa B rpymnara,
JIeKyBaHa C AMICAHIHH, OTKOIKOTO B TNauelo IpynaTa (Bk. Touka 5.1). Kanuuesure aHTaroHUCTH,
BKJOYHTEHO aMNOTUIHH, TPAGBA a CE M3TION3BAT ¢ MOBMIIEHO BHHMAHEIC IIPH HALHEHTH CBC
3acTOliHa ChPACIHA HEZOCTATEIHOCT, Thil KATO MOTAT 12 NOBHINAT PHCKA oT OLAemy CrpIeYHO
CHIOBH CBOMTHA U CMBPTHOCT.

__,,,_..__-\
Hapywena uepnodpobra ghynxyua WA e
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[TomyxHBOTHT HA AMAOANIIHH € YABMEKEH H cTolfrocTHTe Ra AUC ca no-Bucoky npu u@,&
HapyweHa yepHOPOGHa (PYHKLKA; He Ca YCTAHOBEHH IPENOPHKE 32 103HpoRKaTa. Cheads 2
aMnoaunuy TpabRa na ce 3anoune B Hafi-HUCKATA 1034 H Ja C& BHUMABA, KAKTO TIPH ﬁan@




Te9eHNETO, TAKA U IPH NOBHINABAHE Ha [03aTa. 1IPH MAUMEHTH C TeXKa YepHOOpobHa
HEI0CTATHYHOCT MOKe /13 C& HAMoski GABHO THTPHPAHE Ha I032TA H BHHMATEHO MPOC/IeIsBaHe.

Cmapuecka svapacm
IMpu mauMenTs B cTapyecka BB3pACT, MOBHILABAHETO HA J03aTa TPAOB2 13 C& M3BLPUIEE ¢ [IOBHILEHO
BHHMAHHE (BxX. ToukH 4.2 1 5.2),

Bwvhpevna vedocmamvunocm

[Ipu TakHBa NalHeHTH, AMITOZHOMH MOXE Aa ce npHIara B 0duualiind no3u. [I[poMeHRTe B MNa3MeHHTE
KOHLISHTPALMA Ha aMJIOJHIIHH HEe €& CBBP3aHH CbC CTENeHTa Ha DnOpedHoTO YBpeKIane. AMITOAHIIHH
He Ce JHL3upa.

[Ipedynpedicoenist 3 ROMOWHUME Belyec MEd
Tosa nekapcTo chABpxa No-Manko oT | mmol natpmit (23 mg) B TabreTka ,TaKa Ue Ha NPaKTHKA €

1,083 HATPMH,

4.5 BzaumopgeiicTBHe ¢ APYrH JeKapcTBEHH NPOAYKTH H ApYTH GopmMH HA B3IaHMOZEHCTBHE

Hepunaonpun
Ednospemennama ynompeda e npomusonoxazana (8xe. mouxa 4.3)
Anuckupen

Ilp1 naunenty ¢ auabet WM Hapyliena ObOpeuHa fryHKUMA Ce yBenHuaBa pHCKBT 0T
XHIepKkanueMi, BlollapaHe Ha Op0peunata QYHKIMA U cbpASUHOCHA0RA 3300I€BAEMOCT U
CMBPTHOCT.

Excmparopropaanu aeuenus

EkcrpakopnopaliHu nedeHHs, BOAELH 10 KOHTAKT HA KPBHBTA ¢ OTPAUATENHO 3ape/IeHH NOBbPXHOCTH,
KATO HATNPUMEP AWANKIA UNH XeMOPUNTPALAS C ONPeASNISHN BUCOKOTIPOITY CKIIMBN MeMOpany  Harp.
NOMHAKPHIOHHTPHNHA MeMOpann) u adepesa Ha AUNOMPOTCHHN ¢ HECKA IUTBTHOCT ¢ ISKCTPaHOB
cyndar, mopan#d NOBUIEH PHCK OT TEXKKH aHadMnakTHYHH peaknud (B, Touka 4.3), ITpn
Heo0XonEMocT 0T NonodHo Nevenve TpAORA A2 ce OOMUCIF W3TOIIBAHE HA APYT THI JUANIMIHU
MeMOpAHH KM HA aHTHXHIICPTEH3HBHO CPEOCTRO OT PYT KIIAC.

Caxydumpun/sarcapmaon

CerirerBamara ynotpeba Ha ACE HHXHOWTOpM cbe cakyGUTpwI/BATICAPTAH € NMPOTHROMOXA3AHE
nopajH NOBHUIEH PHCK OT anrHoeseM (Bx. Toukd 4.3 H 4.4). JleyenHe cbe cakyOMTpUI/BaNlcapTaH He
TpaGRa Aa ce 3ano4Ra No-pate ot 36 Yaca e NOCNeAHATA 1038 NEPUHAOTIPUL. AKO JIeYeHHe ChC
cakyOHTpHUIU/BaNICapTaH Ce CIpe, NEYEHHETO ¢ NMepHHAONPHN He TpAbRa Aa ce 3amousa No-paHo oT 36
yaca cre/ nocefHaTa 103a cakybuTpu/sancapraH (Bx. touku 4.3 u 4.5).

Ednospemennama ynompeba ne ¢e npenopvusa (gic. moura 4.4)

Heoiino broxupane na penun-anzuomeHsun-aldocmeponogama cucmema (RAAS)

Hauuure OT KAMHHURY WIMTHTBAHKSA IOKAIRAT, Ue NBOHHOTO ONoKHpaHe HA PEHUH-AHMMDTEH3IHH-
anpoctepoHoBaTa cHctema (RAAS) upes komGuuupana ynotpeta Ha ACE uHXUOHTOPH, aHTHOTEH3HH
Il petuenTopHH AHTArOHWCTH HITH ATMCKUPEH € CBBP3aH0 ¢ [10-BHCOKA YECTOTA HA HEXenaHu ChOHTHs,
KATO XUIQTOHUA, XHOSpKaTHeMun 1 HaMmaneHa Op0peuna $yHKnMA (BKA. ocTpa OpOpeyna
HENoCTATHYHOCT), B CPaBHEHHE C H3MON3BAHETO HA €IMHHYHO CPEICTRO, ASiCTBALLD BbpXy RAAS
(Bx. Touku 4.3, 4.4 u 5.1).

Ecmpamycmun
TopuiIeH pHCK OT HEKENMAHH peakUUHM, KATO HANP. RHTHOHEBPOTHYEH OTOK (AHTHOEIEM).
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Hsxou nekaperaa HIM TepaneBTHYHH KJIACOBE MOTaT Ja MOBHLIAT YeCTOTATA HA XUIie a)prgmﬁgg
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Tpumemonpum, Ko-mMPUMOKCAI0A (MPUMEMORPUM/ CyAanemorcaszon)

Tpabea na ce BHHMaBa IpH eAHOBPEMEHHOTO IPHIArAHE Ha MEepHHIONPHN ¢ APYTH CPECTRA, KOHTO
NOBHUTABAT CePYMHHA KAHIL, KATO TPUMETOMPHM H KO-TPUMOKCA30I1 (TPHMETOTIPHM /
cyngamMeToRcasoi), T KATO TPHMETONPHM € H3BECTEH KATO KanHi-ChXPansaBall THyPETHK KaTo
amwiopun. (8. Touka 4.4).

Kanuti-cvxpanasauyy Ouypemuyu (Hanp. mpuavmepen, amuiopud), xpanumennu dobasku
CBODPHCAUIU KATUEL UNL KARULT COOBPHCAIYU 3AMECUMETY HA COAMA

Bunperu ve cepymnusm kanuli OOUKHOBEHO OCMABA 8 PAMKUIME HA HOPMATHUME SDARUNY, APU

HAKOU NAWUEHMY, TEKY8ANN C NEPUHOORPUN, MOJICE OO @b3HUKHE XUnepKaiuemus, 0cobeno LB BpE3Ka
¢ GedpeyHo yBpexIane (anuTHReH eekT Ha XHIepKATHeMHs).

VYnortpe6arta Ha KanHi-CeXPaHABAIIH [(HYPETHLM (HAOP. CHMPOHONAKTOR, TPHAMTEPEH HilH
aMHJI0pHA), XPAHUTEMHH A062BKY ChABDKALIH KANKIL WK KANUit-ChAb{PKAIIN 3aMeCTHTENA HA CONTA
Moe [ta JOBEAE A0 3HAUMTENTHO NOBHINCHHE HA cepyMuMA kanuii, ITopaix ToBa He ce NpenopLIBa
KOMOMHHPAHETO Ha NEPUHAOTPHII ¢ TOPECIIOMEHATHTE IEKAPCTBA. AKO € N0KA3aHa ChITBTCTRALIA
ynoTpeda, Te TpAOBa Aa ce U3MON3BaT ¢ NOBHIIEHO BHUMAHKME H [IPH YeCTo MPOCiensBaHe Ha
CepPYMHMA Kanuii.

OtHocHo yNoTpe©aTa Ka CTHPOHOMAKTOH fIPH ChP/ACYHa HEOCTATHYHOCT, BHKTE HO-HOITY.

Jhumuii

Crobwiapa ce 3a 0OpaTHMO NMOBHLIABAHE HA CEPYMHHTE MHTHERN KOHIEHNTPAUMH H TOKCHIHOCT MPH
€IHOBpeMenHO NpunmkeHue Ha nuThii ¢ ACE naxubutopu. Ynotpebara Ha nmepuHaoNpuI ¢ NUTHI He
€& MPenophuBa, HO aKo KOMOHHALMATA € I0Ka3aHo HeoOxoouMa, TpaGBa 12 Ce U3BLPILEA BHHMATETHO
NpoCcaSAABAHE HA CEPYMHATE THTHEBH HIBa (BX. Touxa 4.4),

E()f@ﬂéMt?l{deﬂO”fﬂé‘éﬂL KORMO HIUCKED ROBLIHEHO GHUMAH NS

Hpomugoduabemnu cpedcmea (UWHCYAUH, REPOPATHY XUNO2AUKEMUNHY cpedcmaa)

EnuieMHONOTHYHI Npoy4BaHHA 110KA3BAT, Y€ eAHOBPEMEHHOTO npriokedne Ha ACE uaxudatopu
NpOTHBONHAOETHH NEeKapCTBA {HHCY.THH, NEPOPATTHH XHIOTIHKEMUYHY CPEACTRA) MOXE 3
NpeIH3IBUKa YBEITHYEH MIK030NOHIKaBaly eekT ¢ puck oT xunornukemus. Tosu denomed e no-
BepOATHO a ce NOABH MO BPEME Ha MBPBHTE CEAMULM OT KOMGHHHPAHOTO NeYeHHe 1 NP NALHSHTH C
OnOpeuHo yBpekIaHe.

Baxroghen
YeenuueH aHTUXUIIEpTeH3InBeH efekr. HeobxoguMo e npocieaspane Ha KPBBHOTO HANATAHE U
KOpHripaHe Ha fo03aTa, ako € HeoBXoanMo.

Jluypemuyu (pazauunu om kaiuii Coxpanasatyume)
IManuenTTe Ha NeYeHHE ¢ NUYPETUIM U 0CO0SHO TE3H, KOUTO €A C HAMAIEH KphBeH 06eM H/HAH
HaMasleHH HHRA HA HATPHIL, MOTAT A2 NOMYYaT NPEKOMEPHO NOHIDKEHUE BA KPBBHOTO HANATAHE Clel
3anoupatic Ha nedyeune ¢ ACE unxubutop. Bepodarhoctra oF xunoteH3ueaH edektu Moxe ga Onnae
HaManesa Ypes NPEYCTaHOBABAHE HA AHMYPETHKA, 4Pe3 YBENHUGBAHES HA WHPKYIaToOpHHA 0Genm HITH
NIpHEMA HA HATPHIi peJH 3anoypaHe Ha NeYeHHe ¢ HHCKH U NOCTENEeHHo 0KAYBAILM ¢ JO3H Ha
HepUHAONPHIT.

IMpu aprepuanna xMNepTOHMA, KOTATO NPERLECTRAIOTO IEUEHHE ¢ AUYPETHIY MOXKE A MPH4HHH
HaMaJIABAHE HA HATPUA/UHPKYMpalus odeM, Tpa0Ba My 13 Ce chpe IMYPeTHKA MPeauq 3al0YBaAHe HA
nmedenie ¢ ACE rEXHOMTOD, B KOHTO Ccyyall qHypeTHIMTE (PA3IHIHH OT KauHil ChXPaHABALIHTE)
MOTaT crell TOBA 1A ce 3al04HAT 0THOBO, Ui ACE nHxuGuTopa TpabBa ga ce 3amovHa ¢ HUCKA 1o3a,
KOATO NMOCTEICHHO Ce MOBUIIaBa,

TpH 3acToiiHa ¢hAPEuHa HeNOCTATHUHOCT, NeKyBaHa ¢ muyperdun, ACE uuxuburopst 1psbea
3aM0YHe B MHOTO HHCKA /1032, BEPOATHO CNel HAMANTABAHE HA JO3ATA HA CRBPIaHNTE ﬂwﬁ
(pasnu4HM oT Kamui coxpandBawdte). pn sewyky cmyyau, GeGpeunata dyHKUMA (H@é@jﬁ'
KpeaTHHIHA) Tpa0Ba Na ce Mpocensea No BpeMe Ha ILPBATE HAKOJKO CeIMHUM OT Jlﬁ!q
HHXHOHTOP.




Kamu-coxpansseauju OUypemuly (EnIepenon, cCRUPOHOIAKMOH)

C enfICPCHOH UK CIKPOHONAKTOH B 03y Mexay 12,5 mg no 30 mg auesHo ¥ ¢ Hucky no3r ACE
HHXHOHTODU:

Ilpu nedennero Ha cepaeuHa HeaoctarkyHocT -1V xmac (NYHA) ¢ ¢pakund Ha uatnacksane < 40%,
nexyBana npenu Tora ¢ ACE yaxubutopy u GpHMKOBH OHYpeTHLH, CHIUECTBYBA PHCK OT
NOTeHUHANHO (aTalHa XMIepKanHEMHUA, 0C00eHO NIPH HecnasBaHe Ha NPeropPEKHTE 3a NpedNHcBaHe
Ha Ta3H KoMOvHanw.

[Tpenwm 3anoypaHe Ha KoMOHHaUWATA TpsOBa oa ce NpoBepH 3a JIMICA Ha XHIIepKanHemun W Gu6petHo
yEpeHAAHE,

Hpenopbqﬂa €€ BHAMATEIHO MpOC/ICIABaHe HA HHBOTO HA KalMHA K KPeaTHHUHA BEIHLXK CCAMHUYHO
TNpe3 ITbPBHS MeCell OT JIEUEHUETO H BCEKH Mecell Crejt TOBaA.

Hecmepouonu npomusoswvznaaumenny cpedcmea (HCIIBC), sxnouumenno acnupun > 3 g/oneano.
Koraro ACE HHXHOUTOpPH Ce NIPHEMAT eQHOBPEMEHHO ¢ HECTEPOHIHH MPOTHROBB3NATUTETHH
AeKapcTBa (Hanp. aUeTUNCAMHUIIIORA KHCETHHA B I03UPOBKA, KOATO MMA IPOTHBOBBIMATHTENCH
epext, COX-2 uuxubntopu u necenektupun HCIIBC), moxe ma HacTenH oTcnadBade Ha
AHTHXUNEpTeH3MBHYS ehexT. Ennoppemennara ynotpeba va ACE umxnburopn 1 HCIIBC moxke ga
JI0BeJe N0 MOBHILEH DUCK OT BAoLIaBaHe HA GruOpedHaTa QYHKUHA, BKIOUATETHO OCTpa Gbbpeuna
HEJ0CTATbYHOCT H NOBUILABAHE HA CEPYMHMA KaMii, 0COOHO IIPH MALMEHTH ¢ NpeliecTRAO
gionIaBaHe Ha OrOpeunara ¢yHKIHA. KomGruAauuaTa Tpabea Aa ce NpHIara ¢ BHUMaHHe, 0co0eHo B
ctap4ecka su3pact. [lanyenture Tpadea aa OBAAT HOCTATHYHO XHAPATHPAHH M TpsAGBa Ma ce HMa
TIpenBHI Tipocneaisane Ha HuOpeunata GyHKuns cneq sanousane Ha KOMGHHHPAHOTO JIEUEHHE H
HepHO,[[H‘-IHO cnen ToBa.

Payerxaoompun, mTOR unxubumopt (HGNp.CUPORUMYC, EBEPOTUMYC, MEMCUPOTUMYC)
Crrovrersauata ynotpeda Ha ACE nnxuburtops ¢ pauekagotpn, m TOR uuxn6utopH (Hanp.
CHPOJIMMYC, SBEPONUMYC, TEMCHPONUMYC) MOKE 14 JOBENE A0 MOBHLIEH

pPHCK OT aHTHOeAeM (Bx. Touka 4.4).

LHurnocropun
flpu convmemeaya ynompeta va ACE unxubumopt ¢ yukaoCROPUR MONCE O BbIHUKHE
xunepranuemun. IIpenopuuea ce npocneORsaHe Ry CEPYMHUR KAiL

Xenapun
Hpu cornvmemeaya ynompeta na ACE unxubumopu ¢ xengput Moxce 0a gb3HUKHE
xunepkatuemun. Ipenopwuaa ce npocredasane Ha CEpyMHUA KATUH.

Eounoepesenna ynompeda, koamo mpadea 0d ce uma npedsud

AHmuXunepmen3ueHU cpedcmeaa i 8a300UTaMarnopi

EanHoBpeMeHHaTa ynoTpeba Ha Te3H NMeKapCTBa MOXE 14 YRETUTH XMIIOTEHIHBHUTE e)eKTH Ha
nepuHIonpul. EnnospemMennata yooTpeda ¢ HUTPOrMUIEPHH M APYTH HUTPATH HIM IPYTH
BA3OAMIATATOPY, MOXKE AOTLIHHTENHO 13 TOHWAKH KPHBHOTO HAAraHe,

Frunmuny (Tunaznunimun, Cakeaziunmun, CumaziunmuH, uaQazaunnmu)
[MopHIlUEH pPHCK OT AHFUOENEM [TOPANH HAaMaNeHa AKTHBHOCT HA OHITenTvaul nenTaaaza IV (DPP-1V)
OT IIMITHHA, NMPH NALWeHTH, TeKyBaHu eaHoepeMeHHo ¢ ACE nuxuGurop.

Tpuynkaunnu anmudenpecan muw/ ar MunRCUXomyi/anec memuy

EHHOBPCMGHH&TH yHOTpeGB Ha HAKOH aHECTCTHUH, TPHUHKITHYHK aHTH}lel’[peCﬂHTH H aHTHINCHXOTHIH
¢ ACE uHHXuGuTOpH MOXKe Ia J0Bele A0 JOMBIHHTEIHO HAMAISBAHE Ha KPLBHOTO HAmAraHe {BiK,
touka 4.4).
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3namo

Hurputonnsy peakuui (CHMOTOMHTE BKITIOWBAT 3a9eNRsBAHE HA MULETQ, rafeke, NORphItane ¥
XUNOTOHHA) ce chobIIABAT PAAKO MNP NAIHEHTH HA TeUEHHE ¢ HHXEKIIMOHHO 31410 (HATpHER
aypOTHOMAJAT) H eagHOBpeMeHHO Neuexnde ¢ ACE HHXHOHWTODH, BITFOUHTENHO HePHHAOIIPHL.

AMJIOAUITHH

Edchexmit na Qpveu rexapcmeesy HpoOVKIRUY 8bPXY MAOOURNH

CYP3A44 unxubumopu

EngoBpeMenHaTa yoTpe0a Ha aMIOTHNMH ¢be criinu uiH YMepenw CYP3A4 uaxubutopu
{npoTea3ny uHXUOUTOPH, a30N0BH AHTHMHUKOTHLIW, MaKPOJKIH, KaTO €PUTPOMHLIAH HITH

K/Tap HTPOMIHIHH, BSPANaMHN WIH AWITHAICM) MOKE A3 YBEIHTH 3HAUHTEHO EKCMO3HUMATA Ha
aMJIOAMIIHH, KOETO Ja AOBeAe 10 TIOBHLIEH PUCK OT XUIIOTOHMS, KiiHHKYHATa NpOABa Ha TE3H
hapMaKOKMHETHHIHU NPOMEeHK MOKE N1 € NI0-U3pa3eHa Npy Xopa B cTapuecka suapact. [ipenopoura ce
BHHUMATETHO KJTHHHYHO HHGJ'II-OIIGHHC Ha NauueHTa H MOXKE [4a C¢ U3HCKBA KOpHIMpaHe Ha 1o3aTa.

CYP3A4 undyxkmopu

ITpw egHOBPEMEHHO MPHIOKEHHE HA H3BeCTHH HHOYKTOpH Ha CYP3 A4 nmasMeHaTa KOHLEHTpaIMA Ha
aMITOJIMITHH MO3Ke Ia Bapupa. [Topanu Tosa KpBBHOTO HalsraHe TpaGBa 1a ce npocieaasa U Oa ce
OOMHCIH AMANTHPAHE Ha J103aTa KAKTO 110 BpeMe, TaKa U cnel eZHOBPEMEHEH [IPHEM, 0C00eHO CBC
cwidHd CYP3A4 uapykTop (Hanp. pudaMIHIHH, KEIT Ka8HTAPHOH).

petingpym u cox om cpeitngipym

[pwliokeHneTo Ha aMNIOONNKH © FpelindpyT HNu cok oT rpefindpyr He ce npeNopbYBa, Thil KATO
OMOHANHYHOCTTA MOMKE Ja C& YBENMUH ITPH HAKOH NMALMEHTH, KOETO BOAN A0 3aCHIBAaHE Ha
AHTHXHMEPTEHIHBHUTE €PEKTH.

Haumponen (unghyzus)

TTpH *KHBOTHA Ca HADMODABAHH RETANHO KAMEPHO MBKAEHE U ChpAeTHOCHA0B KONIANC BbB BPH3KA C
XMIOEPKATHEMHA criell MPHIoKEHNE HA BEPAMaMKn W JaHTPOJICH HHTpaBeHo3HO. [lopany puck ot
XHIIEpKATUEMH ce NPEopryBa Aa ce u30ATRa cAHOBPEMEHHOTO MPHNOKEHNE Ha KAITLIHEBH
AHTANOHHUCTH KaTO aMIOAHNHH [IPH MALKHEHTH, MPpeapa3nooxedd KEM MAJTHITHEHA XHTICPTEPMHS H
TIpu JIeYeHHe Ha MATHTHEHa XHIISPTepMHuS.

Ehexmu na avnodunun evpxy 0pyau rekapemeety NpooyKmy

AHTHXWOEPTEHIHBHHTE eeKTH HA aMIIOJIMIHH ce J00aBAT KbM AHTHXHIEPTEHIHBHHTE ederTH Ha
JpPYTH NEKapCcTBEHU IPOAYKTH ¢ AHTHXHIEPTEH3UBHH CBOHCTRA,

B xnMHKYHM NpOYYBaHHS 33 B3aHMOIEHCTBHATA, aMIOTHIIHH He noendaea GapMakoKHHETHKATA Ha
ATOPRACTATHY, TUTOKCHY HAH Baphapun.

Taxporumye

IIpy eqHOBPEMEHHO NMPHIOKEHHE ¢ AMNOAUIHH CHILECTRYRA PUCK OT [MOBHIIARAHE HA HHBATA
Ha TAKPOIHMYC B KPBBTA. 3a Aa C¢ M30Erne npoesaBa HA TOKCHYHOCT OT CTPAHA Ha TAKPOJIHMYC,
NPIIOKEHUETO HA aMIOIANHH [IPH NAUHMEHTH, JICKYBAaHH C TAKPOIHMYC, M3HCKBA KOHTPON Ha
HHBATA HA TAKPONIAMYC B KPBBTA H KOPeKLHa Ha 103aTa HA TAKPOAUMYC, 8Ko € HEoOX0IHMO.

Mexanucmumen mapeem na panavuyun (mTOR) unxubumopi

mTOR HHXuOHUTOPUTE KaTo CUPOITHMYC, TEMCHPOIUMYC H ¢BeponuMyc ca cyberparu ua CYP3A.
Amnoaunud e cnad urxudutop Ha CYP3A. [lpu eqHoBpemenHa ynoTpeda Ha mTOR uHXuOGnTOpH,
aMIOAMIIHE MOXE Ja YVBe/IHYH eKCro3uuAsTa Ha m TOR uuxubutopy.

Lhaaocropun
He ca npoBesxgaHM Mpoy4uBaHHA 33 JEKAPCTBEHHTE B3aHMO/ISHCTBUA C UHKIOCMOPHH H,:

T
TpY 31paBH JOGPOBOLH HIH APYTH ONYJAKH, ¢ HAKTIOUCHHe Ha MALKEHTH ¢ GbOpgAME
TPaHCUNAHTALMA, IPH KOUTO C& YBeNMUUand BapHaduIHaTa MUHAMANHA KOHIIeHTpaly
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40%) va miiiocnopuH, Tps6Ba na ce HMa 0OMMCIH NPOCISAABAHE HA HUBATA HA LMKJIOCTIOPHH NpH
nauuedTy ¢ Gs6peyHa TPAHCTINAHTALHA, KOKTO NPHEMAT AMIIOAHTIHH, a N032Ta HA UHKNOCMOPHH
TpaGEa 13 ce HAMAH, aK0 & HeoOxonuMo,

Cumsgemamiin

EanospeMeHHOTO npHioKeHUE Ha MHOTOKpaTHH o3 [0 mg amnoaunux ¢ 80 mg cAMBAacTaTHH BOOM
A0 noBHiuasate cse 77% Ha eKCHO3NIUATa HA CUMBACTATHH, B CPABHEHHE CBC CaMOCTOATENHOTO
MIPHIIOXEHHE Ha cHMBacTaTuH. [lo3aTa Ha cuMBacTaTuH TpAbBa na ce HamManu Ha 20 mg NHEBHO MpH
MaLHEHTH Ha AMTOTHTIUH.

4.6 @epruaureT, GpeMCHHOCT H KbpMeHe

bpemennoct

Karo ce mmat npegpun edekTuTe Ha 0TOeHUTE akTUBHK BewecTna, [Tpdamno 8 mg/5 mg Tabnerku
He ce [IPENnopLYBa [pes3 MEPBUA TPHMECThP Ha OpeMeHHOCTTA. AKO ¢€ TIAaHWpa WK ¢ HOTBBpIH
OpemerHocT, TpabBa Aa ce IPEMHUHE KbM ATFEPHATHBHO JEYEHHE KOJIKOTO € Bh3MOXKHO II0-CKOPO.
IMpuammo 8 mg/5 mg TabneTKH e MPOTHEONOKA3AH (10 BPEME HA BTOPHA H TPETHA TPUMECTERD HA
OpeMeHHOCTTA.

Hepundonpun

VYrotpedara Ha ACE HHXUOKHTOpH He ce NpenoppyBa MO BpeMe HA IILPBHE TPHMECTE) HA
OpeMennoctTa (Bx. Toyka 4.4), Ynorpebara na ACE paxubuTOpY © NpOTHBONOKA33HA N0 BpeMe Ha
BTOPUS H TPETHS TpHMeCThP Ha GpeMeHHOCTTA (BK. Touku 4.3 u 4.4).

EnmunemMuonoriuBuTe NaHHM OTHOCHO PHCKA OT TEPATOrEHHOCT cnen excno3uimud Ha ACE
FHXHOUTOPH (10 BpeMe Ha MhPBHA TPHMECTLP Ha DpeMeHHOCTTA He ¢a yDegntennn. Bee pak nexo
YBEIIHUEHHE HA PHCKa HE MOXE Ja ObIe n3xkmroueHo. [anuenTtkuTe, KOMTO NaHnpaT GpeMeHHOCT,
TpaGBa N3 PeMHHAT HA aNTepHATHEHO AHTHXHIICPTEHIHBHO JICUSHHE ¢ YCTAHOBEH IPOUN Ha
Oesomacuoct npH ynotpeba na BpeMe Ha HpeMeHHOCT, OCBEH aK0 CE CYMTa, 4e e oT ocoleHa BaXHoCT
na ce npoabmky nededneto ¢ ACE unxudurop. Korato ce ycranoss 6pemernocT, nedennero ¢ ACE
MHXHOUTOP ThaOBa He3a0aBHO A Ce NPEKPAaTH H KO e MoXo/AA1I0, 12 ¢ 3al104YHE AlTePHATHBHO
JIEdCHHE,

HagecTno e, ye excrnioznumATa Ha ACE HHXUOUTOPH MO BpeMe HA BTOPUS U TPETHH TPHMECTBP
IpenrBHKBA HeTOTOKCIUMHOCT NpH X0pa (HaManeHa 6s6peuna QynKkiy, OnHroXHaApaMHAUOH,
3abaBeHa ocHHKALIHY HA depena) il HeOHATA/IRE TokCHEHOCT (Oh6peYHa HeXOCTATEYHOCT,
XMIIOTOHUA, XUNepkanueMus) (B3k. Touka 3.3). [Ipenopnusa ce exorpadcko HICAENBAHE Ha
OnOpevHara GpyHKUMA 1 yepena B cny4dail, ye ACE HHXUGHTOpUTE ca NPHIATAHK fIpe3 BTOPHA
TPUMECTEP Ha GpeMerHOCTTa U clled Tosa. HoBoponeHuTe, wuiTo maiikh ca npMemany ACE
HHXHOUTOPH, TpAGBa 1a ce HABNKOABAT BHUMATE/HO 33 HAJTHUYHE HAa XUMOTOHUA (BXK. Toukk 4.3
u4.4).

Amrodunun

Be3onacHOCTTa Ha aMIOAMIHH IO BpeMe Ha GPEMEHHOCT P XOpa He € YCTAHOBEHA.

B npoy4BaHns MpH KHEOTHH € HAGAI0aBAHA PePOTYKTHBHE TOKCHUHOCT NIPH BUCOKH 1034 (BXK.
Touka 5.3),

Ynotpeba no speMe Ha DpeMEHHOCT ¢€ NPRIOPBYBA CAMO KOTATO HAMa M0-0e30lacHa ANTepHATHRA 1
korato JonecTta cama o cefe CH HOCH [T0-IOAM PHCK 33 MalKata U niosa.

Kspmene
AMNOIHIMHH Ce EKCKPETHPA B KbPMATA [IpH Xopa. YacTTta oT no3ara Ha Malkata, nody4yena or
KBPMa4eTo, € HIUMCIIeHa ¢ HHTePKRAPTHISH AnanasoH 3 — 7%, ¢ MakcimyM 15%. Edexrer HA
aMIIOOMNVH BBPXY KhpMadeTaTa € HeussecteH. He e nagecTHO ganil nepHHIONPHA ce eKCKpeTHPA
kbpMara. [Topanu Toea, ynorpefara Ha [Ipuamio 8 mg/5 mg tabneTs He ce MpenopLyBa n
KOUTO KbpMAT. TpaAbea fa ce B3eMe pelIcHHe AATTH JIa Ce NPONBILKH/ IPeyCTAHOBH KBpPME
ce NpoaLIbKr/TIpeycTaHoBu neaeHueto ¢ [puamno 8 mg/5 mg tabnetku, kaTo ce s3eMa
NOJI34Ta OT KEPMEHETO 33 AETeTO U MOA34Ta OT TePAIiATa 34 AKEHAaTa.

DepTHINTET {;



Hepundonpun
JIRTICBAT KNHHMYHY TaHHU. [lepHHnoNpua He & nokasall BIHAHAE BEBPXY CNEPMATOTeHE3aTa NpH
NITHXOBE, WK OBOTEHE3ATA.

Asmnodunun

Hma crobuienus 3a oSparuMH OSHOXHMHMYHH MPOMEHH B [NIABHYKHUTE HA CIIEPMATO30JUTE [IPH HAKOU
NALHEeHTH, NeKyBaHH C KAILHEBH aHTArOHUCTH. KUTHHITMHMTE JAHHY Ca HENOCTATEIHH OTHOCHO
NOTEHUHANHYA eeKT Ha aMMOTHITHH BBPXY deprunntera. B eqro npoyuBaHe ¢ MIbXOBE Ca OTKPHTH
HeWenaHH edeKTH RhpPXY MBXKHA hepTHIHTET (BK. TOUKa 5.3).

4.7 Edextn BHpXy cnocofHoeTTa 33 modHpake u padoTa ¢ MALIHHH

He ca nposexaanu npoyusaHusd 3a edektHTe Ha [Tpramiio 8 mg/5 mg rabneTky Bupxy cnocobHOCTTA
3a mwodHpaHe H paboTa ¢ MAMHHU. AKO MalueHTHTe, npueMaum [Ipuamno 8 mg/5 mg rabnetkn
MIOTy4aT 3aMaiiBaHe, raBodOTIHE, yMOpa HITH rageHe, crocodHocTTa UM Ja pearupar Maxe na opjie
HapyLUIEHa.

4.8 Hexerand JIeKAPCTBEHH peaKlHA

Hexenannte nekapcTBeHH peakilny, choOIIEHH 32 BCAKA €IHa 0T OTASIHHTE ChCTABKH (MEepHHA0NpPHA
WITH aMIIOAUITIH) MOTAT 42 C¢ MPOSBAT KATO BBIMOKHY Hexenany peakuHu npu [puamio 8 mg/S mg
TabnerKH.

[epungonpun
Obobwenue va npodhuna na ezonaciocm

Hpoduntt Ha Oe30MacHOCT Ha NEPHHIAGTPHIT € B ChOTBETCTBHE ¢ To3H Ha ACE unxmbuTopuTe.
Haijt-uectute Hexenann peakiiy, Cro0IESHH NPH KIHHUYHHTE H3MHTBAHMA H HaOMIOgABAHH ¢
TNEpHHAOIPUI ¢ca: 3amaiiBaHe, r1apobome, Mapecte3Hi, CEETORBPTENK, IPUTE/IHN HAPYIICHHA, LIYM B
YIIATE, XHIOTOHMS, RANUTHIA, 320y X, KopeMna Gonka, 3anek, Juapud, AMcrey3ns, JUCIeNcHs, raneHe,
NOBpBILAHE, MPYPHUTYC, 0OGPUE, MYCKYJTHH CIIA3MK 1 ACTEHHA.

Tabauyen CRUCHK HA HEXCEAAHUME PeaKyuil

CrnemHHTE HEXERAHH peaKUHK C IEPUHAOTIPHI ca HA0MOAABAHH 110 BPEME HA KIMHHUHHTE
HINHTBAHUA /WM B TOCTMAPKETHHTOBHA NEPHOL, MOAPEIESHH 10 Y&CTOTA MO CNSAHHA HAYHH: MHOTO
qectH (>1/10); uectu (=1/100 no <1/10); nevectu (=1/1000 mo <1/100); penxu (>21/10 000 go
<1/1000); meoro peaku (<1/10 000); ¢ HeH3BECTHA YecTOTA (OT HATMYHHTE IaHHU HE MOKe 2 Obae
HallpaBeHa OLIEHKA).

CucTeMo-opraHeH Kiac YeeroTa Hexenann peakunu

Hapyuienus Ha KpBBTa U HeuecTu Eozunothunma
nuM$HaTa cHCTEMA

MHoro peaky  |ArpaHyNOUMTO32 HIH MaHUMTOTEHHS,
HaMa/EH XeMOTIO0MH H XeMaTOKPHT,
INeBROMCHUA/HEY TPOTIEHHA, XeMOIHTHYHA
AHEMUS MMPH NALHEHTH C BPOAeH JedHLMT Ha
G-6PDH (Bx. Touxa 4.4), TpoMOOLUMTONEHHUSA

EnpoxpunaM HapyLeHus Peakn (CMHAPOM Ha HENOAXOAAL[A CEKPEyA Ha
AHTHOMYpeTideH xopmoH (SIADH)

4.4) e
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CHcTEeMO-Opraned KiaIac YecroTa Hexerann peakunu
Henxiuu Hapymenna Heuectn IIpoMenn B HACTPOGHKHETO, HAPYILESHHA HA
CBHHS, JeTpecHs
Hapymenns na HeperaTa Yectn 3amaiiBane, r1asobONHe, NapecTe3nu,
cucTeMa CBETOBBPTEK
Heuectu® COMHOAEHTHOCT, CHHKOIT

Mpuoro pegku

ObpprBasne

Hapymenus Ha ounte Yectu 3prTenHu HAPY WRHUA
HapyiueHus Ha yXoTo ¥ Yectu Tauutyc

naGupHHTA

Cobpaeuny HapyeHus Heuectu* TManmuranm, Taxukapaus

MHoro peaxH

Credokapaua (8%, Touka 4.4), apHTMHEI,
MHOKapAeH HH(apKT, BEPOATHO
BCJIeACTRHE HA NMPEKOMEPHA XAIIOTOHUA
[IPH NANMEHTH ¢ BYCOK PHCK {BK. TOUKA
4.4)

ConoBu KapyineRus

Yectn Xunotonus (4 edekTH, CBEP3aHH C
XHIIOTOHHA)

Hevectu* Backynur

Peaku 3aqepBsABaHe

Muoro peaxu

Haeyar, sepoaTHO BeMERCTBHE Ha
[PeKOMEpHA XHIOTOHHA NPHU NATHEHTH C
BHCOX pUCK {Bx. Touka 4.4)

C HeusBecTHA

Oenomed Ha Raynaud

yectoTa
PecnvpaTopHu, IPBIHKA U YeetH Kaumuuoa, aucnues
MEIRACTHHAIHHE HADYIeHIsA

Heuectu Bponxocnassm

MHoro peaku

EozuHodunHa nHEBMOHRA, pHHKT

CroMaWwHO-YpEBHA HAPYIIEHUA

Yectn KopemHa Gonka, 3anex, AuapHs, IUcreyzus,
JMCMENCHs, Ta/leHe, TIOBPhIIAHE
Hevectn Cyxora B ycTara

MHoTO penxu

IManxpeatur

XenaroOHITuapHH HAPY LIEHUA

MHoro penku

XenaTHT, IMTOMHTHYEH WITH X0JeCTaTHUEH
(B, Touka 4.4)

Hapymenns ya koxata 0
TOAKOKHATA ThKAH

Yeotn

[pyputye, o6pnp

Heyectu*

Yprukapus, aHrHOeIeM Ha JIHLETo,
KpaHHHUNTE, YCTHHTE, TUraBHLATE, €3HKA,
TJ0THCA, WHIM NapHHKCa (BK. ToUKa 4.4),
PEaKU¥H Ha (JOTOUYBCTEHTENHOCT,
nemMhUrons, XMnepxunposa

Penru*

OGocTpAHe HAa ICOPHABUC

MHuoro peakn

Epurema mynrudopme

Hapyiluerus Ha MycKynHO-
CKEETHATA CHCTEMA H

YecTH

MyckynHH cna3MH




Cucremo-oprafges Kaac YecToTa Hexxenanw peaxuun

CHEIHHHTENHATA ThKaH Heuectn* ApTpanrisa, MHANTHs
Hapyme#is qa 6s6petinte 0 Heuectu brGpedna HEmOCTATHUHOCT
NUKOYHHUTE [TBTHILA

Penku AHypH/Onurypus

Octpa GpOpedHa HeQOCTATEIHOCT

Hapywenus na Heuectu Epextunna auchyHxmus
penponykTHBHATA CHCTEMA H
repaara
OO0y HapyweHud d epextH Ha | Yecrn AcTeHns

MACTOTO Ha HPHIOKEHHE Heueern* [pboHa GOMKa, HEPANONOKEHNE,

neprdepeH OTOK, MHPEKCHA

Hzcnenpanus HeuecTu* TMoBMseHa ypes M KpeaTHHHH B KphBTa

Penku [MoeHLeH OWTHPYOUH, YBETHYEHH
YepHOAPOOHH euMu

HapaHsBaRHA, OTpaRAHUA U Heuectu* [Mpunagsk
YCNOXKHeHHA, HACTBNMHUIH B
Pe3YRTaT HAa HHTEPBSHUUH

* UecTOTATA € H3UHCAEHA OT KIMHHYHHE H3NMTRAHNA 32 HEXETaHH PEaKI{M, YCTAHOBEHH OT
CMIOHTAHHH CBOGIEHHS.

Knuntuny usnumeanus

[lo Bpeme Ha paHIOMU3AIMOHHEA [tepron Ha npoyusateto EUROPA e noknageana camo emxa
cepHo3Ha HexkenaHa peakuud. Hiakonko mauueHTH ca MomyduNnH CEPUO3HH HeXelaHu cpouTus: 16
(0,3%) ot 6 122 nauwenty pa nepuHzonpmn ¥ 12 (0,2%) ot 6107 nawkentr Ha naauebo, Mpu
MALHEHTHTE, JIEKY BaHH ¢ IEPHHAONPHI, XHNQTOHKA & HalMIOAaBaAHA IPH 6 NALKMEHTH, AHTHOSIEM NpH
3 nauMeHTH, 4 BHE3ANEH ChpueyeH apect npH | naunent. [Topeye NauMeHTH HA TEPHHAONPHII,
OTKONKOTO Ha 1ianefo ca oTMadHAIM OT W3MHTBAHETO NIOPAAH KALUTHUA, XUITOTOHHA HIH APYT BHI
HEMOHOCHMOCT, ChOTBeTHO 6,0% (n=366) cnpaMo 2,1% (n=129).

AMIOIUNUH
Obotwenue Ha npoghuna na bezonacuocm

Hait-uecro C'bOﬁll[aBaHHTe HEMKEIAHW peakuui IO BPpEME Ha NEYEHHUETO Ca COMHOICHTHOCT,
3aMajiisade, [aBoboiHe, coplebneHe, 3aueprABaHe Ha THUETO, KopeMHa 6o/IKa, raneHe, no/lyEane Ha
rle3eHnTeE, OTOK 4 YMOpA.

Tabnuuen CHUCYK HA HEXCETARUME PEAKIUN

CnenHuTe HEXKENAaHH PeaxLuy ¢ aMIOTHITHH ¢a HAGIFOJABAHN 1O BPEMe Ha JISHEHHETO ¢ aMIIOAMITHH,
TI0peneny 1o YeCTOTA 10 CNeAH|A HAYHH: MROTO YecTH (>1/10); vectn (=1/100, <1/10); HeuecTH
(=1/1 000, <1/100); peaku (=1/10 000, <1/1 000); MHoro peaku (<1/10 000); ¢ HeH3BeCcTHA YecTOTA
{OT HAMHYHHTE TaHHH He MOKe 13 OIS HAllpABEHA OLEHKA).

IMpr BeAko rpynupane B 3aBHCHMOCT OT HECTOTATA, HEXENAHHTE JISKAPCTBEHH PeaklMH ce H3bpoaesar
B HH3XOIAII Pejl MO OTHOLIEHHWE Ha TAXHATA CEPHO3HOCT.

CHcTemMo-0praneH Kiac YecToTa Hexxenaun peakuun

HapyueHia Ha kpBETA MHoro penkn | JleBKOUHTONEHHS, TPOMGOUHTONEHMS "
MM HaTa CHCTEMA G
HapymeHHs Ha HMyHHaTa MHoro penki | AnepruuHH peakluH

cHCTEMA
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CReTeMo-opraHen K1ac

YecToTa

Hexenana peaknnu

Hapyuienus Ha Metabonusma H
XpaHeHeTo

Mmoro penku

XuneprnukeMus

[Nermxuyury HapyILICHHA Hewectu bescnuue, NpOMEHN B HACTPOCHUETO
(BKMIOUHTENHO TPEBOXKHOCT), ACTIPEcHs
Penxu OfBpkeane
Hapymenvs na HeppraTa Yecu CoMHOeHTHOCT, 3aMaiiBane, rmaBodonve
cucTema (ocoBeHO B HAaYanoTo HA MEUEHHETO)
Heuecru Tpemop, IHcrey3HA, CHHKOI, XMNOSCTe3 ks,

napecTe3nun

MHoro peiku

X anepToHHA, nepudepHa HeBpONaTHA

C HenizBecTHA

ExcrpanupaMuasii Hapylienys

4eCTOTA
Hapyumenus Ha ovure Yect 3purenyu HapyweHua (BTIOYUTETHO
JUTUTOMHA}
Hapywenus Ha yxoto u Heuectn Tunuryc
nabupunta
CopaeuHH HapyLUeHus YectH Copuebuene
Heuectn ApuTMKA (BKIIOYHTEAHO OpajiMKapans,

KaMepHa TaxnKapAiKd H NPeCHPIHO
MBXKIEHE)

Meuoro pegku

Muoxkapnen undapxt

CrJ10BH HapynIEHNS YecTn 3auepBARaHe HA NHLETO
Heuectu Xunotonus
Meuoroe penkn | Backynut
PecnimpaTopHu, TpbaHH H Yectu Huncaes
MeRHACTHHATHH HapyuieHus
Heuectu Kawmuua, punur
CromawHo-upesHH napywenna | Yectu Kopemua Gonka, raneue, AHCTIENCHA,
HapyuieHa IperHa MepUCcTaNTHKA
(BKTIOYWTEITHO JWAPHA U 3aTIEK)
Hedectn [oeprLiane, cyxota B ycTaTa

MHoro peaxu

TTankpeaTur, racTpUT, TMHTHBaTHA
XHnepnnasua

KenaroOumHapHH HapyLUe HUA

MHuoro penxu

Xenarur, XbITeHHLA, MTOBUILEHH
YepuoapoGHd eH3Mu ¥

Hapywmenna va kokata 1
MNOJKOKHATA ThKaH

Heuectu

Arnoneurs, myplypa, MpoMAHa B 1BETa Ha
KOAATA, XKNePXuApo3a, MpypHTYC, 06pHB,
€K3aHTEM, YTPHKAPUA

MHoro penku

AHrmoenem, epuIeMa MyaTHpopMe,

exconHaTHREH TEPMATHT, CUHAPOM:Hd,
Stevens-Johnson, otok Ha KBunke,
dhoTodyBCTRBHTENHOCT
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Cucremo-opraHen knac YecroTa Hexenann peakunnu

C HeusmecTHA Tokcuusa enracpMaiida HeKpoJiu3a

qSCTOTA
Hapymenna Ha MycKynHO- Yectu [NonyeaHe Ha riezeHUTE, MyCKYJIHH CHA3MH
CKefIeTHATA CUCTeMA H
CheIHHHUTEAHATA ThKaH

Heuectu Aprpanrus, MHanrus, oaKa B repda
Hapywenus Ha 6u0pennTe 1 Hevectu MHuKUHOHHHA HapyIICHUA, HUKTYPUA, T10-
MHKOYHHTE TBTHILA HECTO YPHHHPAHE
Hapywerus Ha Heyectu HMMNOTEeHTHOCT, THHEKOMACTHA
BB3NPOH3BOJUTENHATA CHCTEMA
M FbpLaTa

O0mu HapymeHus u edektd Ha | MHoro yectn | OToK
MSACTOTO HA NPHAOKEHUE

Yectn Ymopa, acTesus
Heuectn I'pnnna 6onka, Gosnka, HepaznonoxeHHe
Hicnenpanus Heuectu [ToBHIEHO TEMECHO TErNI0, HAMAIEHO

TENRECHO TETHO

*["7T1aBHO CBBP3AHU € X0NecTasa

CrobuaBate Ha MOAO3UPAHY HEXKENTAHY peaklinK

Cno0maBaHeTo Ha NOZO3MpPaHH HEXKENaHK PEAKUHH ClIe/l pa3peliaBake 3a YnoTpeda Ha TeKapCcTBeHHs
NPOIYKT € BaKHO. ToBa [I03BONABA J1A MPOIL/DKH HABMIOAeHHETO HA CHOTHOLIEHKETO MOM3a/PHCK 3a
AeKapcTBeHKMA NpoAyxT. OT MeAHIMHCKUTE CEUHMATHCTH ¢ U3HCKBA 12 ChoOLIARaT BCAKA
Mofo3npaHa Hexenana peakuuA upes Hanenautenna areHund no neKapereara, yi. ,,Jamss [pyes” Ne
8, 1303 Codus, Ten.: +359 2 8903417, yebcant: www.bda.bg,

4.9 [lpenosupane
Hama undopManua 3a npenozipane ¢ [puammo 8 mg/5 mg tabneTku npu xopa.

CuMoromu

Hma orpadiriert nanud 3a IpeAo3npane Ha REpHHIONPHA npH xopa, CUMIITOMHTE, CBBP3AHA ¢
npegosupade Ha ACE nHXUOHTOPH MOKe 03 BKIFOUBAT XHIOTOHHA, LHPKYIATOPEY LHOK,
EAEKTPONHTHY Hapylienis, OE0peuna He/I0CTATEIHOCT, XUIISPREHTHIALNA, TAXHKAPINS, ChpuebHeHe,
Gpagukapaus, 3aMaiiBane, TPEBOXKHOCT M KAULTHLA,

OUHTET ¢ YMUIIITEHO NPeNo3MpaHe HA aMIIOIUIIHH NPU X0pa € orpaHutieH. HammiHnTe naHHu
Noka3paT, 4e 3HATUTEHOTO [PEAO3HPAHE MOXKE [A JJOBEIE 10 IPeKOMepHa neprbepHa
BAROLM/IATALMN H BB3MOXKHA pediiekcHa taxukapaua. HMa chobueHus 3a H3pasena u BepoATHO
MPOIBLKUTENHA CHCTEMHA XHIOTOHIA, BRITIOMHTEIIHO 10 IOK ¢ haTaneH H3Xom.

Hexapanoreneu Senogpoben oTok ce crob1IaBa PANKO KATO NOCAEAMIA OT IPEAOIMPaHe ¢
aMJIOIMIIHH, KOHTO MOXKE Jia ce NpOosBH cbe 3a0aBeHo Havano Ha edexta (24-48 vaca cnen
nornmuaﬂe) H Ja M3UCKBA H3KYCTBCHA BEHTHIALNA, Panunte peaHNMaluuOHHH MEpKH (BKJ'II-O'-II/[TBJ'IHO
HATOBApBAHE ¢ TEYHOCTH) 3a NOAZBPAKaHE Ha nepdy3naTa B ChpAeuHIA AeOUT MOTaT A3 Obaar
YCKOpABAuIKA QakTopH.

YnpaeneHue f/" i
[IpenophunTennoTo nevenie Ha MPEaO3APARETO € HHTPABEHO3HO NPHICKEHHE Ha & mg/mA ‘3%) : H

PAa3TBOP HA HATPHEB XNOpHI. KNHHHMYKO 3HAYMMATA XUIIOTOHHS H3HCKBA NpednpHeMaHe /l;‘l‘fi )
MEpKH 33 TOIOBPIKaHe HA ChPISYHO-ChIOBATA Py HKIUUA, BETIOTHTENHO 4ECTO npocneaf# &Ege,ﬂa.
ChpISUHATA W IMXaTenHa (yHKOMA, MOBIHCAHe HA KpallHMUHTe U MPOCIeIABAHE Ha unp y_m{pa



SIISKTPOJMTH H KOHUSHTPAUHHTE HA KpeaThHuH. Moske 1a ce ofcbau u nevenue ¢ uady3ua va
aurroTensvH [ u/nnu katexonamMuuu HHETpaBeHozHO. [TocTaBAHETO Ha neifcMelfKbp € noKa3aHo npu
PE3UCTEHTHA Ha NeyeHHe Opagukapaud. [IpHnokeHUETO Ha BA30KOHCTPHKTOP MOXKE Aa € OT noJi3a
NpH BH3CTAHOBABAHE HA CHLOBHA TOHYC H apTepHATTHOTO HANATAHE, TPH YCHOBHE Ye HiMa
NpOTHBOIOKA3aHHA 33 yIoTpeGata my. HHTPaBeHOIHOTO NpHAOKEHHe HA KATLIMEB [TIFOKOHAT MOXE 14
€ OT 1I0JT33 33 MPEeonoABaHe Ha eexra ot GMOKaATA HA KaNUHeBUTE KaHATIL

B HAKoU cyuaH MOsKe fa € Nofle3na CTOMalHa npoMuiBka. Tlpy sgpasu A06poBonuy, ynoTpedaTta Ha
aKTHBEH BBIVICH Ao 2 Yaca cliefl MpuIokeHne Ha 10 mg aMJIONHNHH HAMAISBa CKOPOCTTA Ha
abcopOups Ha aMITOANUH.

[lepuHoonpun moxe fa OBLAE OTCTpaHeH 0T KpbBoobpallleHHeTO Upes XeMonuanisa, Twit karo
aMIOOUIIHH C& CELP3BA BBB BHCOKA CTEMNeH € IUTA3MeHUTE IPOTEHHH, IHANN3ATA He € OT non3a (Bx.
TOYKa 4.4).

5. GAPMAKOJIOTHYHU CBOMCTBA
5.1 dapMakoaAnHAMHYHE CBOCTBA

dapMakoTepaneBTHYHA TPyTIa: CPEACTRA, ASHCTBALIH BBPXY PEHHH-AHMHOTEH3HHOBATa cHeTema, ACE
HHXHOKHTOPY 1 OJTOKepH HA KAIUHEBUTE KaHANH
ATC kon: CO9BB0O4

[MTpuanmne 8 mg/5 mg TableTky ChYeTARA IBE CHCTABKH ¢ AHTHXHIIEPTCHIMBHO JeHCTEHE, C OMBIBALLL
€& MEXaHUILM 32 KOHTPOJ Ha apTepHATHOTO HATATAHS NPH MALHEHTH ¢ ECCHIIHANIHA XHIIEPTOHKS H 33
HaMa/lABaHe HA PHCKA OT KIHHUYHH CHOHTHA NpU NALHEeHTH ¢ HeXeMuuHa Gonect wa cepuero (MBC):
AMNIOAMNVE NPHHAUIEKH KBM KJldca HA KAIUHeBUTE AHTATOHHUCTH, & NEPUHAOHPHI KhM KI1aCa HA
HHXHOUTOPUTE HA AHTMOTEHIWH-KOHBEPTHPAIIMS eH3HM. KoMOHHAIIMATA OT TE3U CHCTARKH HMa
aIHUTHREH aHTHXNNEPTEH3UBEH eekT, KaT0 MOHIKABA KPBLBHOTO HAJIATAHE B [O-TONAMA CTEIEH,
OTKOIIKOTO BCAKA &IHA OT CHCTABKHTE CAMOCTOATENHO.

Iepurnonpun
INepuraonpun e uExUbHTOP Ha eH3UMA, KOMTO MpespPBIIA AHTHOTEH3HH | B aHTHOTEH3UH {1

(aArvoTensun koypepTupail en3um, ACE). KonBeprupalma ensuM, Wiy KMHA3A, € eK30MeTHAA3A,
KOATO YeCHARA NPEBPHLIAHETO BAa AHMHOTEH3HH | RBE BA30KOHCTPHKTOPA aHTHOTEeH3HA [1, u
CBIISBPEMEHHO BOIM [0 Pa3rpaxiane Ha Basoqwiataropa SpanukHHUH 10 HEAKTHBEH XenTanenTus.
Huxnoupanero na ACE Hamanssa guBoTO Ha aHrworenzud 11 B nnasMara, K0eTo BOOH A0 NOBHINSHA
N1a3MeHa PeHHHOBA aKTHBHOCT (Mpes WHXHOHpaKe Ha oTpHIlaTenHaTa o0paTHa Bpbika Ha
0cBo00KAaBaRETO HA PeHMH) M HAMAJIGHA cekpelius Ha annoctepoH. Trhit karo ACE unaktusupa
OpanukHENHA, naxuOHpaneTo Ha ACE BoAM CBIIO [0 MOBHIISHA AKTHBHOCT HA UHMPKYJIMPALIATA H
JNOKAAHE KATMKPEHH-KHHHHOBA CUCTEMA (M N0 TO3K HAYKHE 00 AKTHBUPAHE HA NPOCTAFNAHAMHOBATA
cHcTeMa). Bp3Mokio € TO3M MeXaHMIBM f1a JOIpHHACA 33 XHIOTEH3INBHOTO Aekicteue Ha ACE
HHXHGHTOPHTE M 14 € OTPOBOPEH OTYACTH 33 HAKOH 0T TEXHHTE HEKelaHH PeaKIUK (Harp. KallTHia).,

{lepunponpun AeiicTsa upe3 aKTHBHUA cH MeTabonnt, nepunHnonpunatr. OcraHanute MeTabonHTH He
MOKa3BarT in vifro unxubHpate Ha akTHBHOCTTA HA ACE.

Xunepmaonus
[lepuaaonpHiI € aKTHBCH IPH BCHYKH CTENCHH HA XHOEPTOHKY: JIeka, yMEepeHa, TexKa, Halmoaaea ce
MOHMKEHNE Ha CHCTONHOTO M IMAacTOJIHO KPBBHO HAJIATAHE B JIECHAIO U B W3IPABEHO MOOMKEHHE.
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AHTHXWMEPTEH3UBHOTO JEHCTBHE € MAKCHMATHO Mexay 4 M 6 "daca crel eJHOKPaTHa 1033 H Ce
3a0BpHka Hali-Manko 24 yaca: MHHHManHuTe edektu ca okono 8§7-100% ot Makcumanuure edextn.
Hamanagauero Ha KpLBHOTO HalAraHe HacThIBA OLp30. [IpH NOBNHABAILM Ce NAITHEHTH,
HOPMAIIH3MPAHETO C€ MOCTHIA B PAMKUTE Ha eIHH Mecell H NepcHCTHPa De3 moABa Ha TaxHdHNaKCHA.
[peycTaHoBARAHETO HA JIEUEHHETO He BOAH A0 pebayHn edexT.

INepunponpun HamManABa NeBOKAMEPHATA XHIEPTPOGUA.
IIpu Xopa € NOTBBPACHO Y€ NepHHAOIPHI NpUTEXKAaBa BA30MIATATOPHH cBoiicTea. Toil nonodpsga
€NacTUYHOCTTA HA FONIEMUTE apTEPHIA H HAMAIABA OTHOIIEHUETO MeIHA:TyMEH HA MATKHTE apTepHH.

Honbnrurenyara Tepanii € THa3HACH AHYPETHK BOAH J0 auTHBeH cHHepruybM. KoMOynaumsTa ot
ACE naxuduTop U THA3UASH AHYPETHK HAMaNABA CBILO PUCKA OT XHTIOKATHEMHUS, TIPEAM3IBHKAHA OT
JUYPETUYHOTO NeYeHHe.

Tayuenmu cvc cmabuana ucxemuwia G0AECH HA CoPHEMO

Ilpoyupanero EUROPA e MHOrOLEHTPOBO, MEXITY HAPOIHO, pAHAOMHIHPAHO, AROHHOCHANO, L1auebo
KOHTPOJIHPaHO KIWHWMHO H3HTBAHE ¢ PONBIDKATEIHOCT 4 FONUHH.

Q6wpe 12 218 naunentn Ha BB3pacT Hag 18 roantn ca OUNM paHDOMM3IHPAHM A2 nonyvasat § mg
MepHHIONPHA TepT-0y THNaMuH (eKBUBATSHTHH Ha |0 mg nepurmonpit apriuua) (n=6 110) wmu
mwrauebo (n=6 108).

H3nuTeaHaTa MoMynauna € ¢ IaHHH 33 UCKEMHYHA GoflecT Ha chpueTo 0e3 KITHHHYHH TIPH3HALKY Ha
chpaeyHa HejocraThuaocT. O61o, 90% oT nanueHTHTE ca OHIH ¢ NpeALUecTBalll MHOKAPISH
HHEQAPKT W/IH NpeIIecTBAlNa KOPOHapHa pesackKynapusauus. [lopedeto ot naumenTre ca
MOTY4aBalii H3MHTBAHOTO NEKAPCTRO KAaTO YacT OT KOHREHIHOHANHA TEpanus, BKIIOYBALIA
HHXHOUTOPH HA TPOMOOLMTHATA aTperauus, THIHIONO HAMKABALILY CpeacTsa 1 Geta-0noxepy.

OCHOBHHAT KPHTEPHI 32 eHKACHOCT € ChCTABHA KpailHa TOUKA 0T CEPLEYHOCBIOBA CMBPTHOCT,
Hedatanen MuokapaeH HaapKT WHIH ChPREYEH apecT C ycnelllHa pecycuyTaund. Jedenneto ¢ § mg
MEepPHHIONPHNA TepT-0y THIAMUH (EKBUBAIEHTHE HA 10 Mg nepHIONPUI apruiii) BEIHLK JHEBHO €
JOBEJI0 TO 3HAUHTEHO a0COMOTHO HAaMANEHIIE HA [THPBUYHATA KpaiiHa Touka oT 1,9% (penyxuus Ha
OTHOCHTETHUA pHek ¢ 20%, 95%CI [9,4; 28,6] — p<0,001).

IlpH nanyuesTy c aHaMHe3a 33 MHOKAPAEH KH(APKT WHIM pesacKylapuiaums € HabmonapaHo
a0coMoTHO HaManeHue 2,2% Ha MbpBUUHATA KpafiHa TOUKA, B CPABHEHUES ¢ 1aue6o, KoeTo
CHOTBETCTEA Ha PENyKUMA HA OTHOCHTENHHA puck ¢ 22,4% (95% CI [12,0; 31,6] — p<0,001).

JIBe roneMu paHaOMH3HPAHH KOHTpoaHpaHu KAMHYHH w3nuTeaHus (ONTARGET (Texymio
ro0anHo NpoyyBaHE HA KPANHHW TOUKH TIPH NPUIOKEHHE HA TEIMUCAPTAH CAMOCTOATSIIHO H B
komOuHauua ¢ pamunpir) 1 VA NEPHRON-D (KnuruuHo npoyusaHe, CBBP3aHO ¢ PA3BHTHE Ha
Hedponartia npu avader, NporeaeHe 0T MHHUCTEPCTBO N0 BBIPOCHTE Ha BETEpaKUTe )} IPOYHBAT
ynotpefarta Ha komOuranus 0T ACE uHXHGHTOP H aHrHoTeH3HH [I-peaentopet Gnoxep.

ONTARGET e npoyusaHe, poBeieHo NPH MALMEHTH ¢ aHAMEE3a 33 CBPISTHO-CHA0BA HIH
MO3BYHOCHA0BA BONeCT, MAM 3axapey AvabeT THO 2, NpUAPYXKEH ¢ NAHHH 33 KpaliHa CTeneH Ha
opradno yspexxaase. VA NEPHRON-D ¢ npoyuBase nipH nalMeHTh cbe 3axaped anader THI 2 1
AxabeTHa HEhponaTHA.

Tesmn npoyvBAHHA He NOKA3RAT 3HAYKUM ONAronpHATeH etekT BEPXY ObOpedHuTe HW/HNU ChpOeYHO-
CHIOOBHTE MOCIETHIH U CMBPTHOCTTA, KATO CBLISRPEMEHHO € HAOMONABaH NOBUILEH PHCK OT
XHIepKanueMus, ocTpo OrOpeyHO yBpekaane W/ HTH XHNOTOHHS B CPABHEHHE C MOHOTepz},r,w-m:Ka

c& MMaT NpeaBHa CXOOHMTE UM (hapMaKoqHHAMUYHE CROHCTRA, TE3H PE3YIITATH Ca npu mmm& & ﬁf ) n\\
apyru ACE wrxuburopu u anrnoTensut ll-penentopau Gnokepn. - R
ACE yaxubutopH ¥ anruoTeHsuH [I-penentopHu Grokepu clieXoBaTENHE He TpﬂﬁBafﬁq%e,‘iflsupm
¢IHOBPEMCHHO TIPH MAUMEHTH ¢ THA0ETHA HeponaTHA.




ALTITUDE (KnunH4HO H3NHTEAHE, IPORENSHO ¢ ATMCKUPEeH fpH AlUHeHTH CRC 3axXapeH Jraber THN
2 ¢ m3noa3BaHe Ha KpalfHH TOYKH 32 CBPOeYHO-CBI0BO H OBGpeuHo 3abonasate) ¢ mpoyuBaHe,
npenHa3HaueHo Jia M3CIIeaBa fo/13ara ot no0aBAHeTO Ha ATUCKHpeH KbM cTanAapTHA Tepanud ¢ ACE
UHXHGHTOp UMK aHrHOTeH3UH 1l-petienTopeH Grnokep npH ManHeHTH Che 3axapes guabet tan 2 u
XpoHHYHO 6B0pedHo 3abo/Bane, ChpaeuHO-CBA0BO 3a0014BaHe WK H ABeTe. [IpoyypaHeTo €
PEeKpaTeHO NMPEKISBPEMCHHO MOPaIi NOBHILICH PHCK OT HEXENaun noctequuu. Kaxro cupaedso-
CBJIOBATA CMBPT, TAKA H HHCYATHT CA NO-YECTH B IPYNATA HA ATHCKHPEH, OTKONKOTO B TPYTIATA HA
mnauedo, a IpeIcTABNABALIMTE WHTEPEC HEWENAHH CHOUTHA H CEPHO3HHE HEXETAHH CHOHTHA
(xunepxanmuemud, XMOoToHUA H 6EOpeuHa JHChYHKUHA) ce chODLIARAT MO-YECTO B IPYIIATE HA
ANIMCKHUPER, OTKOMKOTO B rpynata Ha mnaueto.

[Teduampuuna nonynayus
BesonacHocTTa H edHKaCHOCTTA Ha MEPHHIONPUIT MPH eua H XOHOLIH Ha BB3pact noa 18 ronnau He
€a YCTAHOBEHH.

B oTBOpeHO, HECPABHUTENHO KIHHHYHO H3MUTBAHE NPH 62 Jela ¢ XAnepToHHA Ha BB3PacT oT 2 [0
15 roanHK Chbe cTened Ha toMepynna duntpanus =30 my/min/1,73 m?, nauseHTHTE ca NoNyYapaiH
nepuHcIpki B cpenta goza 0,07 mg/kg. [lo3ara e nHIHBEIY anmsHpana crnope npodiina Ha
nauuedTa 1 OTTOROPA Ha KPBLBHOTO HaNAraHe o MakcuManHa nosa 0,135 mp/kg/nuerno.

59 malHeHTH ca 3aBRBPLIMIHN IepHoJa OT TPH Mecela, a 36 MAaLMeHTH Ca 3apbpLUsIH nepHoaa Ha
pa3wupeHye Ha npoy4yBaHeTo, T.e. GHIM ca NpocieneHH 3a EpHOA oT Haii-manko 24 Mecena (cpeaHa
NpONRTKUTETHOCT Ha MPoy4BaHeTo: 44 mMecena).

CHCTONHOTO M IHACTONIHOTO KPBEHO HaNlsraHe 0cTasa cTabHTHO 0T BKIIOUBAHETO 10 NOCNeHATA
OLIEHKA IPH MALIMEHTH, TIEKYBaHH NPeIH ToBa ¢ APYTH AHTHXHIIEPTEH3HBHH CPeacTBa U HAMATIBA (pH
HeMeKYBaHHTE MaLMeHTH.

[Toseue o1 75% OT neuata ca UM CHCTONTHG H AHACTONHG HAlArave NOg 95-ua nepceHTHA NPH
MOCIEIHATA CH OLISHKA.

be3omacHocTTa e B CHOTRETCTRUE ¢ UIBECTHHSA l'[pCl[lJHJ'l Ha Oe30MacHOCT Ha NepHHAOTIPHN,

AmnoaunuH

AMIOTUIIHH ¢ MHXHOHTOP Ha Kanuuesua ifoHen HEGIIYKC 0T AMXHApONUpHAMHOBATA rpyna {(Dnokep
Ha GaBHMTE KAHATH WIW AHTAOHNCT HA KANUMeBHTE ioHu) 1 HEXuGHpa TpaHcMeMOpaHuna HHIYKC
Ha KU1LUHEesH HOHH B ChPACYHATA H ChACBATA [A13JKa MyCKyIaTypa.

MexaHH3IMBT Ha AHTHXMNEPTEHIUBHOTO NeHCTBHE Ha AMITOAWNYH Ce B/DKH HA TIPAK pelakcrpai
etheKT BEPXY CBIOBATA MaJKa Myckymarypa. TOUHHAT MexaHU3BM, N0 KOHTO amMI0/IMIIHE olliek4asa
CTEHOKAPIMATA, HE © HAITBIIHO H3ACHEH, HO AMJIOINIHE HAMANABA OOLIM HCXEMHYEH TOBApP 4pe3
ClIenHHTE ABE acHCTBILA

1) Amnomunud pasmupsaea nepudepHuTe apTEPHOIE B N0 TOIH HAMHH HAMAIIABA 0D1OTO
niepudiepHO CHA0BO CHOPOTHBISHHE (CITCA HATORAPBAHE), Cpetlly KoeTo paboTH cupeto. Tril
KaTO ChpagdYHATA 9€CTOTa 0CTABA [MOCTOSHHA, ToBa 0GpeMeHsBaHe HA CBPUSTO HAMANABa
KOHCYMALMATA HA SHEPIWA K KHCIOPOL OT MHUOKADIA.

2} MexaHU3MBT Ha AeHCTBYUe HA AMNOAKIHH BEPOATHO BKTIOYBA H AUTATALMA HA FIABHUTE
KOPOHAPHH apTepUH U KOPOHAPHH APTEPHONH, B HOPMaIHHUTE H HCXEMWIHH CerMeHTH. Ta3n
IHNATAIIMA TIORUIIABA CHaG/SBAHETO ¢ KHCIOPOI HA MHOKApAA TIPH NMALMEHTH ChC ClIA3BM Ha
KOPOHAPHHTE apTeprH {BapMaHTHA aHCrMHA WK anTHHA Ha Prinzmetal).

[pH mauMeHTH ¢ XMNEPTOHHA, eAHOKPATHOTO AHEBHO NPHNOKEHHE OCUTYPABA KIMHHYHO 3HAYHMO
HaMalleH1e Ha KPEBHOTO HAIIATAKE B NETHAN0 W M3NPABSHO NONMKEHHE 3a nepuol oT 24 vaca. L
$aBHOTO HAYANO Ha EACTBHE, OCTPATA XHIOTOHHS He € XapaKTepHa 32 NPHIOKEHNETO Ha, ZMIQInAuH




cermMenTa ¢ | MM, H HAMAJABA eJHOBPEMeHHC OpOA HA CTEHOKApPIHUTE MPRCTHIN ¥ KOHCYMAURATA HA
TabneTkl IIHUEPHI TPHHHTPAT.

AMIOIHIIHH He e CBBP3BA ¢ HeOnaronpuaTHU MeTa0OMHTHH edeKTH IWITH (IPOMEHH B [[1A3MEHHTE
JMIHIH ¥ e ToAX0AAL 3a YIoTpeCa Ipy NALHEHTH ¢ aCTMa, THaleT B Noaarpa.

{Ipunodicenue npu nayuenmu ¢ ucxemuuna borecm Ha copyemo (HBC)

EdexTHRHOCTTa HA AMITOAHIHH 33 ((PO(HNAKTHKA HA KITHHAYHA CHOHTHA MPH NANMEHTH ¢ HCXEMHYHA
Gonect Ha cepieTo (MBC) e olerena B He3a8MCHMO, MEQUOUEHTPOBO, PAHIOMHIMPAHO, ABOHHO
CIAMo, Inauedo KOHTPOMHpaHo npoyueane NpH 1 997 nauuenty; CpasHeHune Ha aMIOIHIMH CHPAMO
eHaNallpUIl 3a orpaHHYasaHe Ha noaeaTa Ha TpomGo3a (CAMELOT). Or Te3n nauMenty, 663 ca
JEKyBaHH ¢ aMAoANNHA 5-10 mg, 673 mauueHTH ca nekyBanw ¢ edananpun 10-20 mg a 665 nauuenTu
ca JISKyBaHHM ¢ Iauedo, B JoNbITHeHKe KBM CTAHIAPTHATA TEPANUi ChC CTATHHH, GeTa-6rokepu,
OWYPETHLH H ACHPHH, B IPOIBIDKEHHE Ha 2 roguHy. OCHOBHUTE PE3YITATH 32 epHKACHOCT ca
npencTaseHY B Tabnuoa 1. Pesyaratute mokasear, e TeUeHHeTo ¢ AMAOIHIIHH € CBBP3aHo C 110-
MaTKO XOCTHTATH3aUMH N0 [OBCE Ha CTEHOKApIHU H PeBacKyIapH3allHOHHH MPpOLEIypH NpH
nauueHTH ¢ UBC.

Ynotpeba npH naudeHTH ¢ HexeMudHa Gonect Ha cepueto (MEC)

Tabanua 1. Yectora Ha 3HAYHMATE KAHHHHE cubuTus npu CAMELOT

Yeerora Ha ¢cbPACHAO-CHAOBH CLOHTHN, AMIOAHOHH ¢COPREMO NIanedo

Bpoii (o)
Peaynraru Amnozgunun  IlnaneGo  Ewnanampun  Koeduumuenr  P-croinHoct
Ha pucka (95%
CI)
IMupsnuna kpaiina Touka
Heskenauu cepaedro- 110 (16,6) 151 (23,1) 136(20,2) 0,69 (0,54- 0,003
CHIOBH CHOUTHA 0,88)
OTaenHH KOMIOREHTH
Koponapaa 78 (11,8) 103 (15,7) 95(14,1) 0,73 (0,54- 0,03
peBacKyIapu3aLpa 0,98)
Xocnuranuzanya o nosoa 51 (7,7) 84 (12,8) 86 (12.8) 0,58 (0,41- 0,002
CTEHOKAPAHA 0,82)
Hedaranen M 14 (2,1) 19 (2,9) 11(1,6) 0,73 {0,37- 0,37
1,46)
Hucynr unu THA 6 (0,9 12 (1,8) 8(1,2) 0,50 {0,19- 0,15
1,32)
CwpagdHO CbOOBA CMBPT 500,8) 2(0,3) 5(0,7 2,46 (0,48- 0,27
12,7)
Xocnuranuzanua ne nosoa 3 (0,5) 5(0.8) 4(0,6) 0,39 (0,14- 0,46
Ha 3CH 2.47)
[Ipexussin cbpreuen apect 4(0,6) 1(0,1) NA 0,04
HogosssHuKHATA 5(0,8) 2(0,3) 8(L,2) 2,6(0,50-134) 0,24

nepudepha cpJoBa Donect
Cerpamenus; 3CH - 3acToitHa cppmeyna venoctateunoct; Cl — qopeputenen uurepsan; MH —
MHokapaeH undapkr; THA ~ TpaH3UTOpHA HCXEMHYHA aTaKka,

Hznumaane 3a nevenue ¢ yea npedomspamssane Ha covpdever npucmen (ALLHAT)
IIposeneHo € paHIOMU3HPAHO, ABOIHO CIANC NPOYYBaHe 3a 3a001€BAEMOCT-CMEPTHOCT, HAPEYSHO =
Hammreane 3a aHTHXHIEPTEHIMBHO H IHMHACNOHHKABAIIO JISYSHHE 32 NIPeR0TRPATABAHE H/a_—_p-”f: i
capaedeH npacten (ALLHAT) ¢ nen cpaenerHe Mexay Mo-HOBUTE JIEKAPCTBEHH Tepanm’}/_ i

amtoaunud 2,5-10 mg/nxesHo (6n0Kep Ha KaTUHeBHTE KaHamU) WK Tn3uHonpun 10-40/ingfnderp
(ACE unxHOMTOp) KATO MbPBa IMHAA HA NEYEHHE CTIPSMO TA3H ¢ THASHIHAA NHYPETHK KIOPTasls
12,5-25 mg/nHeBHO NPH JeKka 10 yMepeHa XMNePTOHHA. \
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O6wo 33 357 nauMenTr ¢ XUMEPTOHHA Ha BL3PAcT 55 WIH MoBede rOQKHH ca paHAOMH3HPaHH U
MpOCHENeHH 3a 1epuoa cpenHo 4,9 roguau. IanuenTHTe ca HMATH TIOHE eIHH NONBAHHTENEH PHCKOR
takTop 3a MIBC, BXIFOUHTEINHO: MP&KHUBAH MUOKapaeH HHQAPKT Uny AHCynT (> 6 Mecela npenu
BKIIIOYBAHETO) MM JOKYMEHTALIMA 3a IPYTa aTePOCKIepOTHYHA KOPOHapHA ¢saoBa Oonect (06110
51,5%), nuaber tun 2 (36,1%), HDL-C <35 mg/dl (11,6%), nepoxamMepHa xunepTpodms,
IWarHOCTHUHpaHA Ype3 eNeKTpoKapIHOorpamMa niy exokaparorpadus (20,9%), TroToHOMy e He
(21,9%).

[TepBu4HAaTa Kpaiina Touxa e cbeTasHa oT datanda HBC wnir Hedatanen muokapaes urdapkr. He e
YCTAHOBEHA 3HAYKMA PA3IMKA B ITBPEHYHATA KpaliHa TOUKA MEXIY TEPanMATa ¢ aMIOTHIHH H
TepanuaTa ¢ xnopranunon: RR 0,98 95% CI (0,90-1,07) p=0,65. Cpen BTopuuHuTE KpaitHd TOUKH,
4eCTOTATA HA ChpPAEYHA HEAOCTATEUHOCT (KOMIIOHEHT Ha ChCTABHA KOMOHHHPAHA ChpJeYHO CHAOBA
KpaiiHa TOYKA) € 3HAYHMO MO BUCOKA B rPYIIATA Ha aMIIOAMIIMH, B CDABHEHHE C IPYIIATA HA
xnopranngos (10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). Tlo orHomenve Ha
o6ata cMBPTHOCT 06ade, HAMA 3HAYHMA PA3THKA MeXIY TEPaHATa ¢ AMIOIUIMH W TEPATIHATA ¢
xnoprannnod: RR 0,96 95% CI [0,89-1,02] p=0,20.

Vnompeba npu deya (Ha ev3pacm 6 200unu u ho-201eMu)

B egHo mpoyusaHe, BkMoYBaIno 268 aeua Ha B3pact 6 - 17 rogHHH ¢ NPEIHMHO BTOpPHYHA
XHIISPTOHHUSA, CPaBHABAHETO Ha [103aTa 0T 2,5 mg 1 5,0 mg Ha aMnoaunHH ¢ wianedo nokasea, ue
OBETE A03H HAMANABAT CUCTOMIHOTO KPBBHO HANATAHE 3HAYUTEIHO MOBEYE, B CPABHEHHE ¢ ninaueo.
Pasnukara mesIy ABCTE 402U HE € CTATMCTHYCCKH 3HaTHMa.

JwnrocpouHuTe etheKTH Ha aMIOQUITHH BbPXY pacTexxa, MyOepTeTa H oDIIOTO pa3BUTHE HE ca
H3cAeABaHH. [uarocpoyHaTa ePHKACHOCT HAa aMITOMITHH NIPH TEPAIlUATA B J€TCKa BB3PAcT 3a
HAMAISBaHe HA ChPAEYHO ChIOBATa 3a0018BaEMOCT H CMBPTHOCT B 3pA/ia BB3PACT CHIIO He ca
YCTaHOBEHH,

5.2 MapmaxoKHHeTH4unH cBoificTBa

Hepungonpun

Abcopbyus/pasnpedenenue
Cnen nepopaiHo NpwiokeHHe, abcopbuuATa Ha mepUHACNPHN € OBp3a H MaKCHMANTHa Na3MeHa
KOHLUEHTPALMI Ce NOCTHra B pamkuTe Ha | dac. [InasMeHHAT Oy KHBOT Ha nepuHIonpun e 1 Jac.

Buompancdopmanus/enumunupane

TNepunnonpyn e npennekapcTso. [rageceT U ceneM NPOLEHTa OT NPHI0KEHATA 033 NepHHACTIPHI
JOCTUra KpLEooOpallieHHeTo Nno/ dopMara Ha AKTHBHHA MeTaboIHT NepHHIONPHUNAT. B NonbiHeHHe
KBM AKTHEHHA IEPHHIONPHIAT, NEPHHAONPHI ce MeTabonmiupa 10 § MeTaboIuTa, RCHUKHTE
HeakTHBHH. MakcHManHata [1a3MeHa KOHLSHTPALMA Ha NepHHIOTIPHIAT ¢€ JOCTUTa 3a 3 10 4 vaca.

[TornbliaHeTo Ha XpaHa HAMANABA KOHEEPCHATA OO NEPHHIOTIPUNIAT, A ¢ TOBA H BHOHANMYHOCTTA,
nepHHAONPUA Tpalsa Oa ce NpHIIara NepopalHo B €IHOKPATHA JHEBHA 038 CYTPHH, peaH XpaHeHe.
O6eMbT Ha paznpefenende e mpudnusurento 0,2 kg 3a HecprpsaHua MepuHaonpunat, CBbP3BAHETO
HA TIEPHHAOMPHIIAT ¢ TUIA3MEHUTE MPOTEHHN & 20%, I1aBHO ¢ AHTHOTEHIUH KOHBEPTHPALIMS EH3MM,
HO € JABHCHMO OT KOHLIGHTPALHATA.

[lepuHOCNpHIAT Ce @NUMHHHPA B YPHHATA H TEPMHHATHHAT NOTYKUBOT HA HECBBp3aHaTa dpaKuus e
npHOauInTenHo 17 Yaca, KOeTo BOIH A0 CTAIMOHAPHO CHCTOSHUE B PAMKHTE HA 4 THH.
JuamizHaaT KIHpeHC Ha mepuHaenprat e 70 ml/min.

Jhuneiinocm/nenunetiiocm

Creytangy ROnvaayHy




Heprodpobno yepesxcdane

KuueTHKaTa Ha NepHATONPHI Ce TIPOMEHA NPH MAlHEHTH ¢ [HPO3a; 4epHOAPOSHHUAT KIHPBHC HA
M3X0IHATA MOJCKYTa HAMANABa HANONOBMHA. Beupekn Topa, KOAMYECTROTO HA 0Opasysan
NEpHHOOTIPU/IAT He HAMANIARA M 3aTOBA He C¢ HATIACA KOPHrupaHe Ha nosata (Bx. Touku 4.2 1 4.4),

Buiipeuno yepedicoane u 8 cmapuecka gv3pacm

EAMMHHHpaHETO HA NEPHHAOIIPUAT HAMASRA TPY OALUMEHTH B CTAPYECKA BB3PACT, KAKTO K MPH
MAUHEHTH CbC ChpAeTHA WM OpbpetHa HenocTaThuHOCT. KopHrupaHe Ha fo3ara npu OwbpeuHa
HEJOCTATEYHOCT & KEMATEAHO B 3aBHCHMOCT OT CTEMIEHTA Ha YBpeakIate (KpeaTHHIHOB KTHPBHC).

Hedguampuuna nonyaayus
EdukacHOCTTa B MOHOCHMOCTTA HA (epHHIGNPUI NIPH Lel[3 H IOHOUIM He & YCTAHOBEHa,

AMoaunye

Abcopbyus/pazhpedencnue

Cren nepopanHo NpANMKEHNE Ha TepaneBTHYHH J03H, aMICTHIMHH ce aGcopOupa nofpe ¢
MAKCHMAIHH MTA3MEHH KOHUCHTpauuK Mewxay 6-12 vaca criex nozara. Miuncnenara aGcomoTHa
OHoHanMuHoCT e Mex Iy 64 u §0%. ObeMET Ha pasnpenenenue e npubnusutenuo 21 l’kg. fx vitro
[POYYBAHAA [10KA3BaT, ue npubnmsuTenqHo 97,5% of uHpkyIHpaluMd aMIOIUITHH € CBBP3aH C
IUTA3MEHHTE POTSHHH.

BHOHATTHYHOCTTA Ha AMAOJWINHE HE C¢ TOBIUABA OT NMpUcMa Ha xpaHa.

Buompancgopmayus/enumunupane

TepMHHANHUAT SNUMHHALMOHEH NOIYXHBOT € 0K0J10 35-50 44ca H € B CbOTBETCTBHE ¢ €AHOKPATHOTO
JHEeBHO IpUIDKeHHEe. AMJIONHITHH C& MeTaboNH3Hpa eKCTeH3HBHO B YepHUA Apod 10 HEAKTHBHH
metadonuTy, karo 10% oT u3x0AHOTO cheaunerue i 60% oT MeTaboAHTUTE C8 EKCKPETHPAT B
YPHHATA.

AMIOAHNHH HE Ce AMATH3INPA,

Creyuariu nonvaayuu

Heprodpobro yepesxcoane

Hwa mHoro orpanugeHy KIMHEYHY JAHHH OTHOCHO PHICHKESHHETO HA aMITOAHIHH OPH TIALHEHTH ¢
4epHoApoOHO ¥Bpexkaane. ilaiuenTn ¢ yepHoApoOHa HENOCTATEYHOCT HMAT HAMATICH KITHPLHC Ha
aMAOLHITUH, KORTO BOOHU [0 MO-AbIIBT [LTA3MeH NOIyXHBOT W npudauiutenHo 40-60% nosniuasane
Ha AUC.

Bvépeuno yapesxcdane u 8 cmapyecka swipacm
[IpomenuTe B N1a3MEHNTE KOHIEHTPALLHH HA AMICAMINUH He CHOTBETCTBAT HA CTENCHTA HA OLOpeuHo
YBpeRAAHE.

BpeMeTo 3a 1oCTUraHe Ha MAKCHMANHM MNAMEHH KOHICHTPAlMH Ha aMJIOAHIIHH € CXO4HO TIpPH THLa
B CTAp4ecKa BhIpacT W no-Maand IHna. KnupeHCRT Ha aMIOZHIHH MOKA3BA TEHASHUMS KBM M0-HHCKH
CTOHHOCTH, KOETD BOAW N0 noprinasate Ha AUC ¥ endMHHATHOHHUA ITOTYXKHROT [IPH MAUHEHTH B
crapyecka e3pacT. [losuuasaneto Ha AUC H eTHMHHALHOHHMA OTYKIBOT TIPH HRLUHEHTH CHC
3acToi{Ha chpaedHa HEJOCTATEUHOCT €A CNOPEA OYAKBAROTO 33 H3MMTBAHATA BE3PACTORA IPyNa
TALIHEHTH.

Heduampuwna nonyiayus
Hzpwpineno e nomynanuonno OK npoyusane npH 74 acua ¢ XHISPTOHUS Ha BL3pact oT 1 10

17 rooutn (34 naukeHTH Ha BR3pacT oT 6 10 12 roguuu v 28 nauueHTy Ha Bb3pact ot 13 a0

17 rogunu), nonyvasamy amneaunng Mexay 1,25 mg v 20 mg, npunoxesn BeIHBXK HIH JBA njmr:::*; ‘
auepuo. [Ipn gena va we3pacT o1 6 Ao 12 ronguuM ¥ npH oHOIWK Ha BB3pacT 13 - 17 rogune, /’ N\vm f g 5 ‘i
THNAYHUAT Nepopanen KIMpEHE (CL/F) e chorrerno 22,5 u 27,4 /yac npu Mbxe 1 16,4 n 21 Eﬂ‘fuac &
npu xeAu. Habmonasana e ronaMa sapHaOHTHOCT B KCIIO3MLMATA MEXKITY uﬂnnamme &HuﬁTe e
CHLOOIIEHH IPH ASUA HA BB3PACT (101 6 TOAMHH Ca OrpaHHYeHH.
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5.3 Tlpeskanum4HA ZAHHW 3a GelonacHocT

Iepungonpun

Penpooyxmuena mokcuHocm

Tlpoy4raHuATa 3a penpoSyKTHBHA TOKCHYHOCT (IUTLXOBE, MHIIKH, 3aiUH 1 MaliMyHH) HE [TOKa3BaT
MPHIHAUH HE eMOPHOTOKCHYHOCT HAH TepatoreHHocT. Bripeky ToBa HMa ITaHHY, 4e WHXHOMTOpHTE
HA aHM'HOTEH3HH-KOHBEPTHPAIIMA SHIUM KaTo GapMaxoTepaneBTHYCH Kac IpeIH3BHKBAT HEXEJIAHH
edexTy BFBPXY KbCHOTO (eTalHO pa3BuTHE, BOAEIIH 10 (PeTaTHA CMBPT H BPONSHH NedeKTH [IpH
rpusady  3aiim: Habmonasanu ca GLOpeYHN NE3HY U NOBUIICHHE HA NMepd- U NOCTHATANIHATA
CMBPTHOCT.

Depmutumem

He & Habmonasad edekt BLPXY penpoayKTHBHATA HYHKUMA UIH QEPTWIMTETA NPH MTbXORE, Ha
KOUTO € npuaokeda 10 30 neTu {mg/kg) unw 6 meTH (mg/kg) Haxn npefnoieHaTa MaKCHMAaTHA
KINMHH'YHA 1034 HA NEPHEAONPHA MO BPEME Ha CNEPMATOreHE3aTa IPH MBKKHTE WITH OBOTEHe3aTa |
recTallHATa [IPH XKEHCKHTE.

Kapyunozennocm, MymazenHocm 1 Op2ania MOKCUMHOCH

He ¢ nabmonapana MyTareHHOCT NpH i72 vitro wiK in vivo nipoy4eaund. He e nadmronasan
KapUHHOTEHEH NOTEHIMAN [P JbATOCPOHH NPOYUBRAHHA NPH MIHXOBE M MUMKH. [Tpu mpoyuBaHms
38 TOKCHYHOCT NPH MHOTOKPATHO TIEPOPANHO MpHiaraHe (NIsXoBe i MAiMyHH), MPHLENICH OpraH ca
onOpeLiuTe, ¢ 0GpaTHMH YBpEXKaaHHA,

AMNOTUIIHE

Penpoodyxmuena moxcuunocm

[IpoyuBanuATa 3a penpoayKTHBHA TOKCHUHOCT MPH [UIBX0BE H MUILKH NIOKA3BAT 3a0aBeHO pakaaHe,
YABIGKEHA POIBDKUTENHOCT HA PAKIAHETO H HAManeHa APSKIBAEMOCT Ha TIOTOMCTBOTO IIPH 03N,
npubnusutento 50 NbTH MO-BHCOKH OT MAKCHMANHATA MPernopbyHTEHa 1032 HPU X0Opa, HITHCIena
Ha Oaza mg/kg.

Vepescoane na pepmunumema

Hama edexT pppxy depTHIMTETA IPU NABX0BE, TPETHPAHM ¢ AMITOAUIHH {(MBKKHTE 33 64 1HH, 4
eHCKHUTe 14 OHM penn o1s1o%1aHeTo) B fo3u 20 10 mgkg aHesHo, (8 nptu* Makcumanuata
HpelopRYMTENHA 032 TPy Xopa oT 10 mg, u3umcieHa na 6aza mg/m®). B apyro npoyusase npu
TUIBXOBE, IPH KOETO MBKKU NIEXOBE ¢4 TPETUPAHH ¢ aMToaunHH 6e3unar 3a 30 OHH B 034,
cpaBHIMa ¢ I03aTa NMPH xopa, Ha 0a3a mg/kg, e HaGMONaBAHO HAMAMABAKE B TUIA3MATA HA
oMKy TOCTUMY THPALHA XOPMOH U Ha TECTOCTEPOHA, KAKTO H HAMANIBAKE Ha rbCTOTATA HA
crepMara ¥ Opos Ha 3peNIUTe CepMaTo30HIN H CEPTOAHERBH KIETKHL.

Kapyurnozennocm u MymazeHnocm

HsMa naHHM 33 KApUHHOTEHHOCT MPH MUTEX0BE H MHIUKH, TPETHPAHH C aMACAMIIHH KbM JUETATA B
NpoXBIDKEHHE HA IBE NOJHHH, B KOHUCHTPALAY, H3UHCIIEHHM 14 OCHIYPAT JHEBHH HO30BH HuBa oT 0,5,
1,25 u 2,5 mg/kg/nnerno. Haii-smcokaTa 0032 (38 MUILKH, CXO/THa Ha, H 3 THXOBE /IBa MIETH®
MakCHMAaITHaTa npeflopbiHTeIRa KAHHINTHA no3a o1 10 mg, usuncrena Ha 6a3a mg/m?) e Grmaka 1o
MaKCHMAJIHATA TIOHOCHMA 11032 33 MUILIKH, HO HE W 3a [IThXOBE.

ITpoyuBaHHATA 33 MYTareHHOCT HE NOKA3BAT NEKAPCTBEHO 00YC/oseHH e)eKTH, HHTO HA TEHHO, HUTO
Ha XPOMO30OMHO HHEO.

*B13 ocHOBa Ha TeNecHo Terio Ha Nauuedta 50 kg
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6.1 ComHcbK HA NOMOUIHHTE BEWECTEA

Henmyno3a, MUKpoKpHCTATHA

Kanuuer xuaporen gocdar nuxuapar

Kpockapmenoza HaTpHi

Cunuxes AMOKCHA, KOJIoHAeH Ge3soaeH

Marueznes cTeapar

6.2 HecsBMecTHMOCTH

Henpunoxumo,

6.3 Cpok Ha rogHocT

2 ronvHK

6.4 CoeuuaJHM ycnoBHA Ha chXpaHeHHE

Ha ce cpxpanasa noa 30°C B opurunanHarta onakoBkKa, 3a 0a C€ Npeinasd 0T CBeTIMHA M BJIAra,
6.5 BuaH ceappxaHHe N3 ONAKOBKATA

OPA/AI/PVC/Al Gauctep, KapTOHEHA Ky THS.

Konriectso B egHa omakoeka: 30, 90 TabneTku

He BcHuxu BH/J0BE OMAKOBKH MOraT 4a ObAaT mycHaTH B nponaxba.
6.6 CnennanAH Npeana3HH MepPKH HPH MIXSLpadaHe B padoTa
Hewnsnon3eaHusat JIEKapCTBEH HpOI[yKT HIIH OTHNAOLYHUHTE MaTepnaJ'm OT HETO Tpaﬁea a Cce M3XBLPIAT
B CHOTBETCTBHE C MECTHHTC HIUCKBaHHA,

7. NMPUTEKATEJ HA PASPEIHEHHETO 3A YIIOTPEBA
Zentiva k.s,

U kabelovny 130,

Dolni Mécholupy,

102 37 Prague 10,

Yewka pemybnuka

8. HOMEP(A) HA PAPEILEHHMETO 3A YIIOTPEGA

Per. Ne 20150281

9. JATA HA ITbPBO PASPELHABAHETIOJHOBABAHE HA PAIPEIMEHHETO 3A
YINOTPEBA

Jara Ha nepeo paspemasane: 12.08.2015 r.
Jlata Ha nocneaHo nonHoBsBaKe: 25.05.2021 r,

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

15.06.2021 r.




