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Tpuxomua 100 mg/40 mg/10 mg TBbpaM Kancyu

Trinomia 100 mg/40 mg/10 mg hard capsules

2. KAYECTBEH 1 KOJITHMYECTBEH CHCTAB

Tpunomua 100 mg/40 mg/10 mg mewpou xancynu

Besika kancyna ceaspxa 100 mg anernncanuumiosa kucennna (acetylsalicylic acid), 40 mg
aropeacTaThH (atorvastatin) (noa ¢popmara na 43,38 mg atopeacrarun kanuues Tpuxuapar) u 10 mg
paMunpun (ramipril).

ITomowy BewecTsa ¢ u3BecTHo neficTaue: Chabpika 79,40 mg nakrosa monoxuapat u 0,48 mg coes
JIEIUTHH.
3a MbAHMA CMMCHK HA MOMOIIHHMTE BELLECTBA BHKTE Touka 6.1.




3. JIEKAPCTBEHA ®OPMA

Teepaa xancyna.

Tpunomua 100 mg/40 mg/10 mg mewpou kancynu

l'onemuna 0 kancyyiu ¢ TBBP/IO XKeNaTHHOBO NOKpHUTHE (MpubM3uTENHa IbukMHa: 21,7 mm) ¢
HETIPO3pa4YHO, OPAHXKEBO OLBETEHHM TS0 M Kanayka ¢ Haamuc ,,AAR 100/40/10”, ceaspxamu nse Genu
WM TIOYTH GeNk Qpuiamupany TabneTky ¢ 50 mg aueTHICATHIMIOBA KHCE/IHHA ¢ Wamna ,,AS”, 1iBe po3oBH

(unmupany tabnetku ¢ 20 mg aropeactatus 1 mamna ,,AT” u eqHa GnenoxbiTa GUaMHpana TabneTka c
10 mg pamunpun ¢ mamna ,,R17.




4. KJMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

Tpunomua e nokasa 3a BTopuYHa NPEBEHLMS HA CHP/EYHO-CHIOBH HHLMACHTH KATO 3aMeCTBala
TEpanus Npy Bb3PacTHH NALMEHTH C a/ICKBATEH KOHTPOJI ¢ MOHOKOMITOHEHTH, JABAHH €HOBPEMEHHO B
€KBHBAJIEHTHH TEPAIEBTHYHH J03H,

4.2 [lo3HpOBKA H HAYHH HA NPHIOKEHHE

Ho3uposka

Bw3pacmmnu

[TaupenTH, KOMTO MOHACTOAIIEM Ca MOCTHIHAJIM KOHTPOJI C €KBUBA/IEHTHH TEPaNeBTHYHH J03H
ALETH/ICATTHIIWIIOBA KHCEJTHHA, aTOPBACTATHH M PAMMITIPHJI, MOTAT JMPEKTHO /1a PEMUHAT HA JIEYEHHE C
TpuHOMHa Kancynu.

Jleyenuero Tpsa6Ba na ce 3anouHe MO MEAULUMHCKH KOHTPON (BX. TouKa 4.4).

3a chpaeuHO-Ch0BA TIPEBEHLIMA LieeBaTa MOIbPXKALIA /103 pamMunpis e 10 mg BeJHbXK AHEBHO.
Ileduampuyuna nonyrayus

Tpunomua e npoTHBoONOKa3aH NpH ena K I0HOIH NoA 18 rogumHa Be3pacT (Bx. Touka 4.3).

Cneyuannu 2pynu

- Hauuentu ¢ 656peyno yspexnane: JlnerHata 103a npu nauuentu ¢ 656peuHo yspexaane Tpabea aa
Ce OCHOBaBa Ha KPEATHHHHOBHA KIHPEHC (BK. To4Ka 5.2):
- 8KO KpEaTHHHHOBMAT KIHPBHC € > 60 ml/MHH, MakcHMaHaTa JIHEBHA 103a HA PaMHIIpHII €
10 mg;
- KO KpeaTHHHHOBMAT KJIHPBHC € Mekay 30-60 ml/MuH, MakciManrHaTa JHEBHA 032 HA
pamMMIipui € 5 mg;

TpuHoMHa e npoTHBONOKa3aH (BK. ToUKa 4.3) NPH NALMEHTH HAa XEMOIHATH3a W/HITH C TEXKO
6u0peuno yBpexknaHe (KpeaTHHUHOB KIMpBHC < 30 ml/mun).

- IaumeHTs ¢ yepHonpo6Ho yspesiane: TpuHomua Tpsbea fa ce Mpuilara NpeaAnasTHBO B CIyYaH Ha
4epHOo/Ipo6HO yBpexiaHe (Bik. Toukyu 4.4 u 5.2). Tpsabea 1a ce HanpaBaT YepHOAPOGHH '
(bYHKIUHOHATHH TECTOBE MPE/IH 3a10YBaHe HA JIYEHHETO M NEPHOAMYHO ciie ToBa. Ha
KOHTO MOKAXAT NPU3HALIM WM CHMITTOMH, TpeIoaraiiy 4epHoApoGHO yBpexaaHe
HaTpaBAT YePHOAPOOHH GYHKIMOHANHH TecToBe. [TalMeHTHTE, KOWTO Pa3BUAT NOBH
TpaHCaMHHa3uTe, TPAOBa /1a ce NpOoC/esBaT, JOKATO HAPYIIEHHETO(STa) OTITYMST.




TNEpPCUCTHPA NOBUIICHHE HA TPAHCAMWHA3UTE OT MOBEYE OT 3 ILTH Hajl ropHaTa rpaHylia Ha HOpMaTa
(I'TH), ce npenopwura criupase Ha Tpunomua (k. Touxa 4.8).

OcBeH TOBa MAKCHMAJTHATA THEBHA 1032 PAMMIIPHII TIPH TE3H NALMENTH € 2,5 mg U JieveHneTo tpabsa
& C€ 3aM0YHe [0/l CTPOT MEAHIHHCKH Haz0p.

ITpn nauKeHTyTe ¢ TeXKO WIH aKTHBHO YepHOAPOGHO yBpexkaane TPHHOMHMA € MPOTHROMOKAZAH (BXK.
To4YKa 4.3).

- IlalMeHTH B HanpeaHana BB3pacT

Ipw xopa 8 MHOrO HampeHAaNA BB3PACT H YA3BHMH IALHEHTH JIeYeHHETo TpAbBa ia ce 3aI04Ba
NPeAnasuBo MOPajIH NO-TONAMATa BEPOSATHOCT 38 HEXENAHH PeaKliMy.

EHOBpEMEHHO OpHNOXKEHHE ¢ IOPYrY JEKAPCTEEHH NPOAYVKTH

Tlpu naumeHTH, NpueMalyy aHTHBHPYCHH CPE/ICTRA 3a Nevenne Ha xenatut C kato enbacBup/rpasonpesup
CBIBTCTRAILO ¢ ATOPBACTATHH, J103aTa HA aTOPBACTAaTHH He TPAGBA /ia npesnwmasa 20 mg/neH (B¥K. TOUKH
4.4 u 4.5).

HaunH Ha npunokeHue

Tpunomua TeBpAM Kancynu ca 32 NEPOPATHO TIPHICHKEHUE.

Tpuromua TpaGea na ce npHEMA NEPOPANTHO KATO eHA KAICYJIA IHEBHO, 32 NPEANOYHTAHE CIIE/] XPaHEHE.

Tpuromna Tpadea na ce nornbiua ¢ TewHoct. He Tpabsa na ce ApBue WM pasTpollaBa NpeNy HOMTbIIAHE.

Kancynara ve Tps6ea ia ce oreaps. CHCTemMaTa Ha 3aTBapsHe rapanTHpa dapMaKoIors4HuTe CBORCTBA Ha
AKTHMBHHTE JIEKAPCTBA.

Ha ce uzbarsa cok ot rpeiindgpyT, noxaro ce npHema TpHHEOMHKA.
4.3 IMporasonoxazaHus

- CBpHX4yBCTRHTENHOCT KbM AKTHBHHTE BELISCTRA, KbM HAKOE OT NOMOLIHHUTE BELLECTsa, H3GpoeHH
B To9Ka 6.1, KEM JpYTH CANHUHIATH, KbM HeCTEPOUIHH MPOTHROREINAIMTEIHA CPEICTBA
(HCIIBC), k1M nsxaxsu apyru ACE (AHrHOTEH3HH-KOHBEPTHPALL €HIUM) HHXHOUTOPH HITH KBM
TapTpa3yH,

- CBpBXYYBCTBUTENIHOCT KBM €O WIH (PECTHUM.

- B cnyuail Ha aHaMHesa 32 IPEAXOMKIALIN ACTMATHYHH TMIPHCTEIA WK APYTY ANEPrHYHH PeakLuu
KbM CAJIMLIHIIOBA KHCETHHA HITH JIPYIH HECTEPOHAHH aHAIMETHITH / IPOTHROBLANAIMTENHH
CpeAcTRa.

- AKTHBHA WIH aHAMHE3a 38 PEUHAMBHPAIIA NeNTHYHA A38a M / MM CTOMAILHO / YPEBEH KPhBOMAIHE,
WIHAPYTH BHIOBE KbPBEHE KATO MO3BYHO-CHIOBH KPLBOH3IHBH,

- Xemo(wina 1 ApYrH HAPYIIEHHS Ha KPhBOCHCHPBAHETO.

- Texko 6b0peuro n yepHoapobHO yBpexkaaHe (Bk. Touka 4.2).

- ITaupenTH Ha XeMoanaIH3a (BXK. Touxa 4.2).

- Texxka ChpieYHA HEAOCTATEYHOCT.

- CBNBTCTBAIIO JIEYEHHE C METOTPEKCAT B 03K OT 15 mg Win noseue cenMuuno (BX. Touxa 4.5).

- Ennospemennara ynorpefa sa TpunoMHa ¢ alMCKHPEeH-CHABPIKALIM MPOAYKTH € IPOTHRONOKA3aHa
TpH NauMeHTH Cbe 3axapeH auabet uni 6s6peuro yepexpane (GFR < 60 ml/min/1,73 m?) (Bak.
Touky 4.5 u 5.1).

- [MaumenTu ¢ Ha3aIHYU TIOHITH, CBBP3AHY C 4CTMA, HHIYLMPAHH WA 0G0CTPEHH OT
ALETHWICATHLMIOBA KUCEIHHA.

- AKTHBHO uepHOApobHO 3abonaBaHe Wiy HeEOOACHUMM MEPCUCTHPAIIH IOBHIIEHHS H

- Hopaau pHcka OT pabaOMHOIIN3E CHITPTCTBRILO IEHEHHE ¢ THIIPAHABUD FIH PHT
44 m4.5).



4.4

Ilopanu pucka ot pabromMHONHU3a CHITETCTBALLO JIEUEHHE ¢ UMKNOCTIOPHH (BK, TOUKH 4.4 1 4.5),
AHaMHe3a 33 aHPHOeAeM (HAC/eCTBEH, UAUOTIATHYEH HITH TTOPAJIH TPeIX0KAAL] AHTHORIEM NPH
ynorpeda na ACE unxu6uropn win Anruotensut I peuenropuu anraromuctn (AIIPA).
ExcTpakopriopainu nedeHus, BOAEIM 10 KOHTAKT HA KPBETA ¢ OTPULATENIHO 3apeieHH
[OBBLPXHOCTH (BXK, Touka 4.5),

3uaunMa Guiratepaina CTeH03a Ha GROpPEIHITE aPTepHH ik CTeHo3a Ha Grbpeynata apTepus mpy
€IUHMYeH QyHKIUHOHHpail 6L6pexk.

Pamunpun He Tpsa6Ba a ce H3MO3BA NIPH NALMEHTH B XUTIOTEHIWBHO WITH XEMOJHHAMHYHO
HecTabunHo cheToAHHME.

Aela u ronomu noyx 18 roanina re3pact. ChligcTBYBa PUCK OT CHHAPOM Ha Reye B caydasi Ha
Acua 1noja 16 rofuuH ¢ peGpuanTeT, rpun HAH BapUUEIA,

[lauuenTH nekyBaHy ¢ aHTHBHPYCHHTE CPE/ICTBA 3a IEYSHHE Ha Xenatut C

rJIeKanpesHp/ nubpearaceup.

CemeTeTRawa ynorpeba npH Tepansus cbe cakyOuTpHIY/Bancaprad, TpHHOMKA He TpaGBa Aa ce

3an04Ba no-paHe oT 36 yaca cel nocaeanaTa Jo3a CakyOHTpHi/BancapTaH (BX. ChINe ToukH 4.4 4
4.5).

Criennannu npeaynpexaenns u npelna3ni MepPKA HPH ynorpeba

TpHHOMHﬂ TpﬂGBa Aa CC H3M0JI3Ba CAMO KATO 3amMecTBalla Tepanns TIPH MAaHHECHTH © TIOCTHIHAT aAEKBATEH
KOHTPOJT ¢ MOHOKOMITOHCHTHTE, JaBaHK €THOBPEMEHHO B eKBHBAJIGHTHH TCPANCRTHIHR J03H.

Hpeayupexnenus npyu cOCIHATHH TPYIIH:

Ocobeno BRUMATENTHO METIMITMHCKO HabmoIeHHe ce H3MCKBa B Cilydaii Ha:

CBPLXHYBCTBHTENHOCT KBM APYTH aHANTETHUM / NPOTHBORB3NATHTEIHH CPEICTRE / aHTUITHPETHYHH
CpeAcTBa / aHTMPEBMATHYHH CPECTBA WK APYTH AIEpreHH (Bxk. Touka 4.3).

APYTH WIBECTHH ANEPriM (HAIp. KOXKHH PEAKIHH, IPYPUTYC, ypTUKApHa), BpOHXHATHA acTMa,
CCHHA XpeMa, MOJYTa HA3AIHA IMraBHIa (ANEHOWTHA XHIIEPIUIA3UA) M IPYTH XPOHHYHH
pecniHparopau 3abonaBaHuA (BK. Touka 4.3).

NALMERTH C AHAMHE34 38 TaCTPATHU WM EHTEPATHH A3BH KM 33 [4CTPO-MHTECTHHAIIHO KbpEEHE
(Bk. TOuKa 4.3).

TIAIIMEHTH C IOHWXKEeHA YepHOIpoOHa Wunn 6b0pedHa dyHKnMsa (Bx. Touka 4.2).

nauMeHTH B 0co0eH puck 3a xunotoHns: [IpyH MalMeHTH chC CHITHO AKTHBHPaHa PEHHH-
aHTHOTEH3HH-ATAOCTEPOHOBA CHCTEMA, TPAH3HTOPEA MM NEPCHCTHPALIA ChPAEYHA
HEAOCTATEHHOCT cned MU, nanieHT# B pUCK OT Chp/Ie¥HA WK Hepefpasita cXeMus, B cTyuaidl Ha
OCTpPa XHNOTOHHUA € HEOOXOMHMO MEULIMHCKO HabMoAEHHE, BKITIOYHTENHO IPOCTEAABaHE HA
KPBBHOTO HajlgraHe, 3a Jia ce HaMAJIH PHCKa OT OCTPO H3PaseHo NOHWKEHHE Ha KPhBHOTO HaIATaHe
 BiIowasane Ha OsOpeqHara PyHxuua nopaau uHxubupane va ACE (Touxka 4.3).

BJIOIIABAHE HA CHPAEYHO-CBOBATA UMPKynauus (6s0pedHo-cha0Ba GolecT, 3acTOMHA CEpAEUHA
HEJOCTATBYHOCT, 3ary0a Ha obem, romaMa XHpypriuiHa Hameca, CeNCHC WK CEPHO3HH
XeMOPAruHHA ChOMTHA).

NALHEHTH C IMIOK030-6-(GochaTHa AeXHIPOreHa3HA HEJOCTATHHHOCT.

MAUHEHTH B PHCK OT YBeNM4eHH HUBA HA MMKOYHA KHCEJTHHA,

NAUMEHTH, KOUTO KOHCYMHPAT 3HaUHTE/THH KOJHMYECTBA &KOXO0J W/HIM HMAT aHaMHe3a 3a
depHoApobHo 3abonseane.

OpH AMArHOCTHIMpaHa GpeMeHHOCT eueHHeTo TpalRa fia ce cnpe He3abaBHO H, 4KO € NOAX0AALIO,
TpsAGBa Aa ce 3ano4He anTepHaTHBHA Tepanus (Bx. Toukd 4.3 u 4.6).

ACE unxubHuTOpHTE MPHYHHABAT MO-BHCOKA YECTOTA HA AHTHOE/IEM IIPH YEPHOKOMKH NALMEHTH
OTKOJIKOTO [PY HEYEPHOKOMKMH [IaLHEHTH.

IlonoGro Ha ocrananute ACE MHXHOHTOPH PaMHNIPIIT MOXe a Gbe Mo-Manko edeKTureH npu
NOHHXKABAHE HA KPBBHOTO HAJIATAHE NPH EPHOKOXH NTANMEHTH, BEPOSTHO MOPATH 1T '
YECTOTa HA XMNEPTOHHATA [IPH HHCKH PEHHHOBH HHBA B IPYNIATA HA YEPHOKOXKHTE
XHINEPTOHHUA.




Heobxonnmo e npociieA9Bane Ha IEUCHHETO B Cayqai Ha:

- CRMLTCTBALIO JIEYEHHE ¢ HECTEPOUHH [IPOTUBOBBLINATHTENHA cpeacTra (HCTIBC),
KOPTHKOCTEPOMY, CENEKTHBHY HHXHOHTOpH Ba 00paTHOTO 3axBalaHe Ha cepoTonnHa (SSRI),
AHTHATPETAHTH, AHTHKOArYSJIAHTH,

- CBILTCTBALLIO ICUEHHE ¢ HOYNpodeH.

- TNAIMEHTH, KOUTO NOKA3BAT MPH3HALA WM CHMITOMH, MPEIIONIArally YepHOAPOSHO YBpeKaaHe.

- Xupypeuuna nameca: Teparmsra ¢ TpuHOMua TpabBsa fa ce cpe BPEMEHHO HAKONKO AHH npenH
rolgMa eNeKTHBHA XHPYPru4Ha HAMECA B KOrATO HACTBIIY HAKAKBO TOJAMO MEJHLIMHCKO WM
XUPYPTHYHO CHCTOAHHE, B Cyyail Ha MO-MaJKH MHTEPBEHLINH KaTo 350HH eKCTpakuuH TPHHOMHA
MOJKE J1a TOMPHHECE 33 YARLKABAHE HA BPEMETO HA KEPBEHE.

- 0cO0EHO BHUMATETHO MpociesBase e HeoGX0AHMO NPH NALHEeRTH ¢ 6BOPeYHO Yapexaate (Bx.
To4ka 4.2). ChluecTBYBa PHCK OT yBpexane Ha OBOpednata GyHKums, ocoBEHO NP1 NALMEHTH Che
3aCTOHHA CbpAEYHA HENOCTATHFYHOCT WK ¢iel OBOPEYHa TpaHCINAHTALIUAL

- Cepymen xanuti: ACE HEXMOHTOpHTE MOTAT A2 NPEAM3BHKAT XHTIEpKATHeMud, Thil KaTo
HHXubMpaT ocroboknapaneTo Ha angocTepoH. EdekrsT ofukHOBEHO He € 3HAauMTeNeH NPH
NauMeHTH ¢ HopmanHa 6uOpeuna dynkuma. [Ipn nannenty ¢ Hapymena 6u6peuna GyHkius obaue
W/HITH NPH NaUHEHTH, TIPHEMALIH XPAHHTENHHA 200ABKH, CHABPKAIIM Kanuil (BKIIOMHTENHO
3AMECTHTENH Ha COJITA), KAJIMH-ChXpaHARAIIH AHYPETHLM, TPUMETONPUM HIIH KOTPHMOKCA30,
M3BECTEH CHINO KATO TPHMETONPUM/CyI(aMeTOKCA30, H 0coGEHO aHTATOHICTH Ha ANA0CTEPOHA
HJIH aHTHOTEH3UH-PELIEnTOPHH OTOKEPH, MOXKE 12 Bh3HHKHE XUnepkanuemus. Kanuit-
ChbXpaHsABaIIMTE JHYPETHLH H aHTHOTEH3HH-PEUENTOpPHHTE 0;I0KepH TpAOBA /1A C¢ [IpHIIaraT
BHHMATE/THO NpH MauueHTH, npuemay ACE mHxnburopy, kaTo cepyMHHAT Kauiwii u 6u6peunara
(yHxuHa TpadBa na ce npocaeasear (Bx. rouka 4.5). JIpyru $pakTopH, KOHTO MOraT 4a
NpEAN3BAKAT XUIIEPKAJIeMHs ca: Bp3pacT > 70 rolBH1, HEKOHTPONHpAH 3axapeH nualer,
CBCTOSHMA KATO NEXHAPATALHA, OCTPA ChPIEYHA AEKOMIIEHCAUMA WIH MeTaboIHTHA auMA03a.

HQCQ!HQC&EHPNI 3a CHGQH@H‘{HH HEXKENAHH PCaKITHH:

- Uepnodpobuu peaxiuu:

Tpsbea 1a ce HANPABAT 4epHOAPOOHH (YHKUMOHATHH TECTOBE TIPEM 3ANI0YBAHE HA TECYEHHETO C
4TOPBACTATHH K NEPHOAHYHO cyefl ToBa, [IpH mauueHTy, (IpH KOUTO ¢€ MOABAT Gelle3n WIIH CHMITTOMH,
npeanoAaralM 4epHOAPoOHO yBpexKaaHe, Te3n YepHOAPOGHH (DYHKIIMOHAIHY TECTOBE Ca 231 bJKKTEHH.
HNauueHTH, npx KOHTO Ce NoBMIAT HHRATA HA TPAHCAMHHAIWTE, TPAGBa na 6LaaT KOHTPONTHpaHH a0
H34€3BAHE HA OTK/IOHEHHETO (OTKIOHEHHATA). AKO MOBHILEHHETO Ha TPAHCAMUHAIMTE, HAZAXBBLPIAILD
NOBEYE OT TPH ITETH OPHATA rpaHMLA Ha HOPMAaTa, IEPCHCTHPA, C¢ TIPENOpPhYBA HAMATIABAHE HA J03aTa
WIH NPEYCTaHOBABAHE Ha NipueMa Ha TpuHomua (mx. Touka 4.8). Tpunomua Tpafea 12 ce npunara
NPEATAa3THBO NIPH MALWEHTH, KOHTO KOHCYMHPAT 3HAYMTEAHN KOMHYECTRE aNKkoX0J H/HIH HMAaT aHaMHe3a
3a YepHOApobHO 3abongeane.

- Hpeoomepamasarie na uncyam upes azpecusHo HAMAIABAHE HA HUGAMMA Na Xonecmepona ({Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)):

Post-hoc ananus na cyGTunosete vHCYNTH NpH NalueHTH Ge3 KOPOHAPHO chpreuHo 3abonasane (KC3),
KOMTO ¢a OHITH ¢ HaCKOpO NpeKapaH HHCYJIT MITH TPAH3HTOpHA BeXemuna ataka (TIA), € nokasan mo-
BHCOKA YECTOTA Ha XeMOpPAarH4eH HHCYNT NPH NAIMEHTHTE, 3aTIOYHAJIN ¢ aTOPBACTAaTHH 80 mg cnpsaMo
tuiaue6o. [losuwen prck e 0TOENA3aH NPEAUMHO MPH TALMEHTHTE ¢ TIPEAXO/EH XEMOPArHYEH HHCYIIT
HIIK NTaKyHapeH MHGApKT NPH BIUTIOYBAHE B TIPOYYBAHETO, 3a NAUMEHTHTE C OPEAXONIeH XeMOoparuieH
HHCYT WK NTaKyHapeH HH(papkT 6aNaHChT MeXULy PUCKORETE M ON3KTE OT aTopRacTH 80 mg e
HECHT'YPEH U MOTEHLMATHUAT PUCK OT XEMOPATHYEH HHCYNT TpAGBA fa Gbe BHUMATEIHO NpeLiel -
Iipe/id 3a1104BaHe Ha TepanuAaTa.

- Peanyrn om cmpana na cxezemunama Mycwﬂamypa:




XapaKTEPH3HPALLO CE CBC CHITHO MOBHINCHH HHBA Ha kpeaTHHkuHazata (KK) (> 10 netu ITH),
MuoTno0NHEMUS M MHOTTIOOHHYPHS, KOETO MOKe 13 JOBEAE /10 6n0peyna HezocTaThYHOCT.

Hpeou nevenuemo

ATOpBacTaTHH TPAGBA A1 Ce M3NOA3BA BHUMATENHO NPH NAUMEHTH C MIPEAPA3NoNaraiiy $akTopH 3a
pabnomuonusa. Husara Ha kpeatunoctokunasara (CPK) tpabea aa ce Hicaeasar npens 3anouBave Ha
JIEYCHHE ChC CTATHH B CJIGAHHTE CITYYAH:

- OBOpedHO yBpexaHe;

- XHIMOTHPEOHROHIEM,

- aHamMHesa, BKJL M CeMeiiHa, 3a Hac/eicTBeHM 3a00/IBAHHA HA MYCKYJTHTE;

- dAHAMHe3a 32 MYCKYJIHA TOKCHHHOCT OT CTATHH WA GubpaT;

- aHamHe3a 3a YepHoapoGHo 3abonsBane WM ynoTpefa Ha 3HAYHTETHH KOJHYECTBA ATKOXO,

- DI'pH NAITMEHTH & HanpeAHana Bbapact (> 70 r.) TpaGra na ce ¥ma npeasua HeoOXoAMMOCTTa OT
TOBA H3CNEBaHe B 3aBHCMMOCT OT HAIMYHETO Ha APYrH (akTopH, Npeapasnonaraiy KxM
pabroMHonu3a;

- KOraro € Bb3MOXKHO NOBHLLIABaHe Ha MNA3MEHHTE HURA, Hanp.NIpH B3aUMoneiicTBuA (Bik. Touka 4.5)
U CHeualiny Nomy Ay, BKILICHETHYAN cyOnomynauuH (Bx. Togka 5.2).

B Taknpa CHTYaluHH 'I‘pﬂ538 ace TIPENIEHH pncxa OT JIeYEHUETO Cl‘lpﬂMO BB3MOMKHHTE I10JI3H U Ce
NpenopbLuBa KIHEHTHO MpOocHeAaBaHe.

Axo HuBara Ha KK ca 3Hauurento nosuiuens (> 5 nou Haa I'TH) Ha M3X0qHOTO HHBO, He TpaOBa ja ce
3aMoYBa JeYeHHe,

Hamepaane na xpeamunxunazama (KK)

Kpearuuknnazara (KK) se Tpabsa aa ce n3crenpa criell Hanpernato GU3nYECKO HATOBAPBAHE HIH NpH
HATHYHETO HA BePOATHA AITCPHATHBHA IIPHIMHA 3a YBeNHUeHHeTo Ha KK, Thil kaTo HHTepnpeTauuaTa Ha
pe3ynTaTHTe B TAKHBA CITyYad € 3aTpyaHeHa. Axo maxogruTe ¢Tofinoctr Ha CPK ca sHaumrenno
NOBHLIEHH (> 5 MBTH Hall HOpMaTa), HHBaTa TpAGRA JIa ce H3CHSABAT IORTOPHO B paMKkuTe Ha 5 1o 7 AWK,
3a Ja ce MIOTBhPAAT Pe3yJITaATHTE,

ITo Bpeme Ha neqeHHe:

- [Tauvenrture Tpalea na GpaaT noMoneHn 6Lp3o sa crobutarar 3a MyckyiHa Gonka, KpaMIIH
UM cnabocT, 0coBeHo ako ce ChITBTCTBAT OT rajicHe Wiu PebprnuTerT.

- B cayyait Ha nosBa Ha TaKMBa CUMITTOMY, I0KATO NALMEHTET NOJY4ABa JICYEHHE C
aTopBacTaTHH, TpAbRa na ce onpenensaT nusara Ha KK. Axo ce okaxe, ue Te3H HEBa ca
3HaWHTE/IHO nOBHWenH (> 5 nwTH ITH), neyenmero tpabea na ce cripe.

- AKO CHMIITOMMTE OT CTPAaHA H& MYCKYJIUTE €A TEKKH H IPHYMHABAT ©KEHEBEH THCKOMMOPT,
AopH ako HuBaTa Ha KK ca noeuwesn 1o 5 x I'TH, Tpabea na ce uma npesuz cnupaie Ha
JIEUEHHETO.

- AKO cuMTITOMMTE OTUIYMAT H HHBaTa Ha KK ce BLpHAT o HOpMaiHKTE, IOBTOPHOTO
3arovBaAHE HA JTEYEeHHUE ¢ ATOPBACTATHH CJIeA TOBA WiIH 3aN04BaHETO HA ANTEPHATHBEH CTATHH
MOKE 0a C& HMaT npe,maml NpH BHUMATEITHO [pocneiaBaHe.

- Tpuxomua TpsOea Aa ce Cnpe, aKO HACTBIAT KIHHHYHO 3HAYMMH HOBHINEHHA Ha HHBaTa Ha KK
(> 10 x I'TH) anu ako ce AMArHOCTHIHpa WK NOA03Mpa pabaoMuonusa.

Io BpeMe Ha niu ciea neveHre C HIKOH CTATHHH € HMAJI0 MHOTO PeAKU CbOOIIEHH s 38 HMYHOMEIHHPAHA
HexpoTu3upaiia myonatis (MMHM). Knunniao HMHM ce xapakrepuaupa ¢ nepcueTupaia
NpOKCHMAJIHA MYCKY/THa laGoCT H IIOBHIUEHH CEpYMHH HHBA Ha KPEaTHH KHHA3aTa, KOMTO MEPCHCTUPAT
BBIIPEKH NIPEKPATABAHETO Ha JICUEHHETO CbC CTATHHU.

FEonospemenen npuem c Opyau aexapemeenu npodyxmu

Puck®T 0T pabooMHonusa ce NOBMILABA NpH eNHOBPEMEHEeH NIPUEM Ha aTOPBACTATHH C
JIEKAPCTBEHH NMPOAYKTH, KOMTO MOTAT [Ia NOBMILAT MIa3MeHATa KOHUEHTPaLMS Ha aTo




AApyHABMD, THIPAHABHP/PUTOHARHP H Ap.). PUCKBT OT MHONATHA MOXeE CHIO Aa GbAe MOBHINEH TIpU
€/IHOBPEMEHHOTO Npunoxkenue ¢ rempubposnn u ipyru GUOpaTH, aHTHBMPYCHH CPEACTBA 32 leyeHue Ha
xenatiT C (HCV) (Gouenpesup, Tenanpesup, e16acBHp/rpa3onpeBip), epUTPOMULIWH, HHALIME HIIK
e3eTHMHO. AKO & Bb3MOXKHO, BMECTO Te3H JIeKapeTsa TpabBa 1a ce OGMMC/IAT ANTEPHATHBHH
(HeB3auMONeHCTRAIIR) TePANUH.

B ciy4an, xorato € Heo6XOAMMO EAHOBPEMEHHOTO MPUIIAraHe HA TE3M JIEKAPCTBA C ATOPBACTATHH,
NION34aTa U PUCKET OT CHIBTCTBALIOTO Nevekne TpabEa aa 6naat obMucneHd BHuMarenno. Korato
NanyeHTUTE TO/ly4aBaT JIEKApCTBa, NOBUIIABALLM [U1a3MEHATa KOHLIEHTPAIIMA Ha aTOPBACTATHH, ce
HpernoprUBa No-HACKA HAYalHa 1032 Ha 8TOPBACTATHH, B ClydanTe ¢ eHOBPEMEHHO NPHIIATAHE C MOLIHH
HHXuburopn Ha CYP3A4 Tpabea na ce o6chau mo-HACKA HAYAHE 1033 Ha ATOPBACTATHH H ce
NIPenopBHea ChOTBETHO KNMHHYHO NPOC/IeIABaHe Ha Te3d MALMEeHTH (BX. TouKa 4.5).

Tpunomua ne Tps6Ba fa ce NPeNMCBA EIHOBPEMEHHO CBC CHCTEMHH NIPOIYKTH ChABDKANIN DYIHI0Ba
KHCEJIMHA HITH B IPOABIDKEHME HA 7 JJHH clie] NPeycTaHOBABAHE HA JIEHEHHETO ¢ (y3HI0BA KHCRIHHA.
IIpu nauneHTH, MpH KOMTO H3MONIBAHETO HA CHCTEMHA (Y3HM0BA KHCEIHHA CE CUMTR 32 HAIOMKHTENHO,
NIEHEHHETO ChC CTATHHH TPAGBA 14 /e mpeycTAHOBEHO 3a NEPHO/A HA [pHeM Ha (y3HI0RA KUCETTHHA.
Hma chobiuenns 3a cydad Ha pabaoMAonu3a (BKIFOUHTEHO C JIETANEH U3X0/) IPH TIALIHMEeHTH,
npuemawy Py3uaoea KUCETHHA ¥ CTATHHH B KOMOHHALMA (BIK TOuka 4.5). TTauueHTHTe Tpa6Ba na Guae
CBEBETBAHH He3zabaBHoO Aa NIOTHPCAT MENUITHHCKA ITOMOLI, aKO MoJayJar CHMIITOMHY HA MYCKYJIHA cnaﬁoc’r,
Gonka HIH YYBCTBHTENHOCT.

JleueHHETO ChC CTATHHH MOXKE J1a OBJIE IPOLBIDKEHO CeAeM JHH CIIE] [I0CIEAHATA 1034 Ha dY3HMI0Ba
KHCEJ/IHHA,

Ilpu n3sBHpeaHH 06CTOATENCTBA, B KOHTO ¢ HCOOXOQHM IPONWDKHTENIEH MPHEM HA CHCTEMHA (y3unopa
KHCENMHA, HANIPKMED, 34 JIeYeHHe HA TEXKH WHPEKLIHH, HeOOXO0IHMOCTTA OT €HOBPEMEHHOTO [IPHIAraHe
Ha TpuHoMHa B (y3ur0Ba KMCENHHA TPAGBA 13 Ce pa3rNe}aa WHIHRHYATHO M Aa IPOTHYE IO CTPOTO
MEIHUHHCKO HAOMOAEHHE,

- Humepcmuyuanno benodpobuo 3aborssane:

Cpobasar ce eHHHYHH CJIy4aH Ha HHTEPCTHUHANHO Genoapobuo sabonsarane npu ynorpeba Ha HAKOH
CTATUHH, 0CODEHO NPH ABIrocpouHa Tepanua (BkK. Touka 4.8). [TposeUTe MOTAT 14 BKIIIOYBAT JIMCITHES,
HETIPONYKTHBHA KallTHUA 1 o01Io BlollaBate Ha 3apaseto (ymopa, 3aryba Ha TErno 1 Tpecka). Ako ce
NIOA03HPA, Ve MALMEHTET € PA3BH)I HHTEPCTHIHANHO OenoapobHo 3abonasade, TEpanuaTa CbC CTATHH
TpsOBa 1a ce crpe.

- 3axapen duabem:

HskoH nokasaTencTsa NPeanoNarar, € CTATMRATE KaTo KIAc JEKAPCTEHH MPOAYKTH TIOBHINABAT
KPBBHWTE HHBA HA TVIIOKO3aTa H IIPH HAKCH [ALIMEHTH, ¢ BUCOK PHCK oT Objey auaber Morart aa
[IPEAHIBHKAT XHNICPrIHKEMHA, KOATO Oa 6‘5}16 JIEKYBAHA IO MOAXOAA] HAYHH. Tosu PHCK obayve ce
KOMIICHCHPZ OT HaMa/lsIBaHe Ha CbAOBHA PHCK CBC CTATHHH H CNE€OOBATENHO He Tpﬂﬁaa na 61:,[{8 MPpHYHHA
3d CIIMpaHE Ha JIe4YeHHETO ChC CTATHHH.

IMauwenTure B prck or nuabeT (TMOKO3a HA raaHo 5,6 1o 6,9 mmol/l, HHoeke Ha TenecHara Maca
(UTM) > 30 kg/m?, noBMIIEHH TPUIIHLIEPH/IH, XHIEPTOHAS) TPAGRA Na ce MPOCTEAABAT KAKTO KIMHHYHO,
Taka K OHOXMMMYHO, CBIVIACHO HAITHOHAJIHUTE TIPENOPBKH.

- An2uoedem:

ITpu maumenTy, nexypanu ¢ ACE nHXuBHTOPH, BKITIOUHTETHO paMHMNpPH, ce ¢hoBIIABA 32 AHTHOEEM
(Bk. Touka 4.8).

B cayuaii Ha aHrnoenem Tpusomua TpsaBea za ce cnpe.

Hesa6apHo 1pabsa sa ce 3anoyne cnewma Tepanus. [lanpesTsT TpabBa Aa ocTaHe MO Haﬁmogeuue 38
noHe 12 10 24 qaca u na 6bae M3NMCAH Cllel ILAHOTO OTIIYMABAHE HA CHMOTOMHTE. >

[Mpu naumnenT, nexypaHu ¢ ACE uuxuburopu, Brunoumtenso pamunpun, ce chobina
anrHoeneM (k. Touka 4.8). Tesn nalMenTH ce NPeACTARAT ¢ KOpeMHa Gosika (¢ Win
MOBpPHIIAHE),




CenbreTaara ynorpeba va ACE HHXBOHTODH Che caKyOHTPHI/BATICAPTAH € MPOTHECIIOKA3&HE OPaIH
NOBKLICH PHCK OT aurnoeaem. Siesenne cue cakyOuTpHi/BancapTad He Tp6sa Aa Ce 3a0UBa TO-PaHO OT
36 waca cneqt nocneaHara 103a Tpunomua. Jleuenue ¢ TpuHomHa ne TpaBBa 1a ce 3aMo4sa Mo-paHo Ot 36
yaca ciie]) nociienuara 1o3a cakySHTpu/BancapraH (Bxk. Touku 4.3 u 4.5).

CrnbreTsamara ynorpeba va ACE unxuGutopy ¢ pauexagorput, mTOR unxuGuropu (nanp.
CHPONUMYC, €BEPOTTUMYC, TEMCHPOIMMYC) H BHIIAITHITTHH MOXKE J8 JOBeE JI0 [IOBHLIEH PHCK OT
aHruoe/eM (Hamp. OTOK Ha AUXATeNHHTE TbTHINA HTH e3HKa, ChC Wik Ge3 HapyLIeHHe Ha JHIIAHETO) (B3,
TouKa 4.5). HeobxoanMO e 1a ce noaxo/u ¢ IIOBHLIEHO BHUMAHME, KOTATO Ce 34TI0UBa JTEYSHMUE C
pauexanorpuit, mMTOR uHXUOKRTOPH (HANp. CHPOIUMYC, EBEPONTHMYC, TEMCHPOIMMYC) H BHITAACTHITHH
MpH DIAHEHT, koiTo Beve npuema ACE uuxuburop.

Heoino Groxupane na penun-anzuomensun-apdocmeponogama cucmema (PAAC)

Hma nanum, ve egHospeMennata ynorpeba va ACE unxuGutopy, anruorensun Il-peuentopuu Gokepu
WM aIHCKHPEH TIOBULIABA PHCKA OT XUHOTOHUA, XUTIEPKANHeMAS 1 hamanissase Ha OnOpeunara yrxups
(BrEOUMTENHO OcTpa GB6penna HenocTaTeuHOCT). TTOpafH TOBA He ce Npenopb4Ba NBOHHO OnmokwpaHe Ha
PAAC upes xomGunupanara ynorpe6a na ACE nnxuburtopu, anrnotensun Il-peuenropus 6nokepn niu
aTHCKHpeH (B, Touku 4.5 1 5.1).

AKO Ce NMpeueHH, Ye Tepanuata ¢ JBoHHO Grokupate e abComoTHO HeofxoaumMa, Tosa Tpabea 1a crasa
Camo 1107l HabIIOIEHUETO Ha CHELHATIMCT H TIPH Y¢CTO BHHMATETHO MOHHTOpHPaHe Ha ObGpedHara
yHKUYA, ENCKTPONHTHTE H KPHBHOTO HANATAHE,

ACE unxu6HT0pH U aHrHOTeH3HH [I-peuenTophu 61okepy He TpAbBA Ja ce H3NON3BAT EAHOBPEMEHHO
MPH NIALMEHTH ¢ AHabeTHA HepomaTHs.

- Anaguraxmuynu peaxyuu no 6pemMe Ha decencubunBUpane:

BepoarrocTTa 3a 1 TexecTTa Ha aHApHIIAKTHYHH M AHADHNAKTOMAHY PEaKLHE KbM OTPOBATA HA
HaCCKOMH U [IpYru anepreHy ca norvueHH B ycnoeunra Ha ACE unxubuparie. Tpstsa na ce uma
NpEeIBUA BpeMEHHO CIMpaHe Ha TprHHOMMa TIpe/id AeceHCHOHIIHAUPAHETO.

- Heymponenun/azpanynoyumosa:

Panxo ca nabmonanatin HeyTPOTIERMA/arpaHyA0LUTO3a, TPOMBOLMTONEHHA H aHEMES H ce ChoGLLaBa 3a
NoTHCKaHe Ha KOCTHHA MO3bK. [Ipenoprusa ce aa ce npocnengra GposT Ha neskouuTHte, [o-uecto
TIpOCNietIBaHe CC NIPenopbyYBa B HAYAIHATA (pa3a Ha JIeHEHHETO H NIPH NaUHEHTH ¢ yBpeaeHa 6u6peuna
(pyHKUpA, Te3n ChC CHIBTCTRANIA KOMAreHo3a (Hanp. JyIyc epHTEMATO3yC WIH CKIepoAepMa), H TesH,
TIeKyBaHH C IPYTH JIEKApCTBEHN NPOAYKTH, KOWTO MOrar i IPHYHHAT NIPOMEHH B KPhBHATA KapTHHA (BXK.
Touku 4.5 1 4.8).

-Kawanuya:

Ilpu ynorpe6a Ha ACE wHxuOuTOopH ce cbobIaBa 3a Kaultiia. XapakTepHOTO €, 9€ KATHIATA €
HEMPOIYKTHBHA, NIePCHCTHPALIA U OTLIYMABA CIIe]l cHpaHe Ha Tepanuata. Hunyuupanara or ACE
HHXHOMTOPH KaluTHua TpAOBa Aa ce IIPHeMa 3a 4acT OT AudepeHLMATHATA AHArHO3a Ha KallTHIIATA.

TpranomHa cpabpxa naxtosa. HalMeHTHTE ¢ peaKxH HACNeCTRCHH HAPYLIEHHA ¢ MTAKTO3HA
HEeMOHOCHMOCT, JlakTaseH ZeduumT Ha Lapp unu ManaGeopOuna Ha roko3a-ranakrosa ve Tpatea fa
TIpHEMAT TOBA JIEKaPCTBO.




4.5 BsaumopeiicTHe ¢ APy JeKaPCTBEHA NPOXYKTH ¥ APYrH Popmu Ha B3armoneicTRHe

Ayemuacanuyunosa ruceauna; GapmakoOuHaMusHil 1 bapMaKoKuHEmuHY 83aUMOOCTC MBI

Egpexm na ednospemenno npunazanume nexapcmeenu nposyKMU 6epXy ayemuiCanuyur06a KUceautd

- Apyau unxubumopu na azpezupanemo Ha mpomboyumume: VimxuOuTopy Ha arperupaHeTo Ha
TPOMOOLMTHTE KATO TUKIIOMHAKH H KIIOIIHIOTPEN MOraT ia IOBENIAT 10 YBEAHYEHHE Ha BPEMETO Ha
ChCUpPRAHE.

- Llpy2u necmepoudnu ananeemuyt / npOMus08bINANUMENHE U QHMUPECMAMUHY cpeocmea: Tesu
NEKapCTRa NIOBUILABAT PHCKA OT TACTPO-HHTECTHHAIHO KbhDBEHE U A3BH.

- Cucmemnu 2MOKOKOPMUKOUOU (C USKAIOUERNE HA XUOPOKODPIMUION KAMO 3AMECIUmenna mepanua npu
Gorecm na Aducon): CHCTEMHHTE TTIOKOKOPTHKOHAM OBHIIABAT PHCKA OT [ACTPO-HHTECTHHATHU 381
H KbpBEHe.

- Huypemuyu: HCTIBC MoraT jia IpHUMHAT 0CTpa 6B0pedHa HeA0CTATLYHOCT, 0cobeHo mpH
AexufpaTipady nawweHTH. B ciryyail va enHoBpemenHa yrnotpe6a va TpuHOMMA H THYPETHIIH cC
TIpENIOPLYBA NPOCAEABAHE Ha TOMHAT2 XHPATAIMA HA NALIHEHTHTE.

- Ankoxon: ATKOXOTBT NOBHILARA PUCKA OT FACTPO-HHTECTHHAMHK A3BH H KBPBEHE,

- Cenexmusnu unxubumopu na obpamnomo saxeémyane na cepomonuna (SSRI): JlexapcTrara o1 rpynata

Ha SSRI nopHIuasat pucKka OT KbpBEHE, 0COGEHO OT raCTPO-HHTECTHHANHO KbpBEHE, MOpafi TeXHHTE

CHHEpPrHYHH e(eKTH.

- Ypuxosypuunu cpedcmea: EaHoBpeMeHHOTO neverne ¢ Tpunomua otcnabea edekra Ha

YPHKO3YPHYHHTE CPEJICTBA U [IOBHILIABA IUTA3MEHHTE HMBA Ha ALIETHIICATHIHIOBATA KMCETHHE 4pe3

[OHIDKABAHE HA eKCKpeLuaTs if.

Eperm na ayemuicanuyunoga Kuceruna 6spxy npuiazanume 3aedno ¢ Hefl AeKGPCMBENU nPodyxmy

-Anmuxoazyranmua u mpomborumuuna mepanust: AUETHICATHIIANOBATA KUCETMHA MOXE A TIOBHINK
PHCKA OT KbpBEHE, AKO C€ NMPHEMA TNpedH HIH eIHOBPEMEHHO € AHTHKOAryJIAHTHA W TPOMBOTHTHYHA
TepanHA. 3aToBa NALHEHTHTE, KOUTO C€ HYXAAST OT AHTHKOATY/IAHTHA WM TPOMGOIATHYHA TEPANNS,
TpabBa na ce HaMoNaRaT 38 NPHUIHALY HA BEHLIHO WITH BHTPEIIHO KLPBEHE.

- Huzorcun: HCIIBC noeuimasar nnasmeHyTe husa Ha arokensa. [lpenopbysa ce npocnesBane Ha
MIa3MEHATE HHBA HA JMIOKCHHA MO BpeMe Ha ChIFTCTBALLO TEYEHHE ¢ IWTH CriHpaHe Ha Tpunomua,

- Aumuduabemnu cpedcmea, exawuumento uncyrus: EIHOBPEMEHHOTO Nphiokenue Ha TpuHOMHUa 1
aHTHAHAGeTHH CPEACTBE, BKUIOUHTENHO HHCYIIMH, 3aCHIIBA XHITOTTMKEMHYHHUA eekT Ha Te3H
nexapcTREHH NpoAykTy. [Ipenopeyea ce npocnensBane Ha KPbBHATA PIOK03a, (BK. IOATOMKA
»Papmaxoounamuny u dapmaxoxunemuynu 83aumodeticmsun na pavunpun. Hpeonaswu mepicu npu
yrompe6a” no-gony).

- Memompexcam: Camuumnarire MOraT 1a M3MECTAT METOTPEKCAT OT ILTA3MEHHTE CBLP3BAIIM BelThuM 1
12 NOHKAT OROPEeHUS My KITMPHHC, BOACHKY SO TOKCHYHM TUIA3MEHH KOHLEHTPALME HA METOTPEKCAT.
E/HOBpeMEHHOTO Ne4eHHe ¢ METOTPEKCAT B A03MPOBKa OT 15 Mg WM MoBede CeIMHIHO e
NPOTHBONOKA3aH2 (BK. Touka 4.3). B ciryyait Ha nosupoBKa Ha MeTOTpEKCaT nox 15 mg ceaMHIHO
Tpabea fa ce u3BBpILBA NpocnesBate Ha 6u6peunara Gyukumus U xemorpaMara, 0coGeHO B HAYAIOTO
HA e1eHKeTO.

- Bannpoesa xucenuna: CamaunnaTiTe MOTAT 42 H3MECTAT BAJIIIPOEBATA KHCEIHHA OT [TA3MEHHTE
CBBbp3BaIy OenThlM 1 12 NonwkaT MeTaGonnsma fi, KoeTo NORHIIABA IIASMEHHTE KOHHEHTPALIHH Ha
BaNMpoeBaTa KHCeNHA.

- Hoynpodben: Jluvicha KaTeropH1HO J0KA3ATENCTEO MO OTHOMIEHHE HA NIOTEHIIHATHOTO B3aUMOeHCTRHE,
KOraTo aueTHICAIMLIIOBA KHCETMHA C¢ H3NON3BA 3aeHO ¢ aparojeHcTram nbynpoden, BbOpexH ue
HSKOW SeKCTIRPUMEHTAIIHY JAHHH TOKA3BAT MOHMKEH eeKT BRPXY arperaumaTa Ha TpoMOOUMTHTE (B,
Touka 5.1).

- Aumugyudu: AHTHAMARNTE CPEACTRA MOTAT J1a IOBHINAT GBOPEUHOTO eNMMUHMpaHE Hg

ype3 aNKaluIMPaHe HA YPHHATE. Y

- ACE wmxubumopu: Bynpexu 4e ce ¢ho0Iiana, 4e aETHICATIHIIMIORATA KUCENHHA
nojioxuTenHua edext Ha ACE uHxuGuropure KaTo NOHMKR CHHTE3a Ha BA3OMMNA
NPOCTATNAHAMHH, HAKOJIKO POYYBAHUA YCTAHOBABAT HEIATHBHO B3AUMOEHCTBHE
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WHXHOMTOPUTE NIPH BUCOKH JO3M acMpHH (T.€. > 325 mg), HO He M NPH HUCKHU 103H acrHpHH {T.e.
<100 mg).

- Luxnocnopun: HCTIBC morar aa noBumiaT He)pOTOKCHIHOCTTA Ha LIHKJIOCTIOPWHA MTOpaay edexTH,
Me/THHpaRK oT 61OpeHHTe npocTarnanuay. [penopsysa ce BHUMATENHO J1a Ce Npocheniea
6ubpeuHara dyHKuMA, 0cOBEHO NPH NaLKMENTH B HANPEHANA BL3PACT.

- Banxomuyun: AUeTHNCANHUMIOBATA KHCEIMHA MOYKE /18 TIOBHIIK PHCKA OT OTOTOKCHYHOCT OT
BaHKOMHLIMH.

- Humepgepon o AUSTWICATHLIANOBATA KHCE/IHHA TIOHIKABA AKTMBHOCTTA HA unTepdepoH a.

- Jlumuai: HCTIBC noHmmkaBaT €IMMMEHPAHETO HA JIMTHS, TIOBUIIABAMKM IUTa3MEHHTE HHBA HA JHTHA,
KOMTO MOTAT ja JOCTHIHAT TOKCHYHM cToiHOCTH, He ce npenopsiBa eaHoBpemenuara ynorpeda Ha
mutuit ¢ HCIIBC. Ako e Heo6X0HMa Ta3H KOMOMHALNA, TUIA3MEHHTE KOHIICHTPAIMH Ha IUTHA TpA6Ba
Aa Ce NpocneassaT BHHMATEIHO N0 BPEME Ha 3a1104BAHETO, KOPEKLIMATA H CIIMPAHETO HA JICYEHHETO.

- Bapbumypamu: AneTHncanuIWIOBATA KMCEIMHA TIOBHIIABA [UTA3MEHHTE HHBA HA Hapburyparure.

- 3u008y0un. ALETUICATHUMIOBATA KHCEIIHHA MOXe 1A OBHIIM IUIAIMEHHTE HHBA HA JMJ0BYIHH, Thil
KaT0 HHXHOUPA KOHKYPEHTHO [JIOKYPOHWIHPAHETO WIH AUPEKTHO HHXMOHpa 4epHOApOOHHS
MHKPO30MasieH MeTabONMU3bM.

- Denumoun: AUETNCATULIIIOBATA KHCEIMHA MOJKE 14 TIOBHIIM [1a3MEHMTE HUBA Ha beHHTOMNH.

- JlabopamopHu uscredsanus. ATETHICATHIIATIOBATA KHCEIMHA MOYKE 13 TIPOMEHH CEAHUTE aHATHTHUHH
H3CNEIBAHMA:

- Kpwe: nosuwenue (6nonoruuno) Ha rpancamMurasure (ALT u AST), ankansata docaraza,
aMoHAKa, 6nnHpyGuna, xonecTepona, KpeaTHHKMHA3ATA, TUIOKCHHA, CBOGOIHI THPOKCHH,
nakrataexuaporenazara (LLDH), THpokcHHCEEp3BAIIMA r106yTHH, TPUNITHLEPHIMTE, TMKOYHATA
KMCEJIHHA H BaNITIpOeBaTa KHCETHHA, NOBHILeHHe (AHATHTHIHA HHTepdepeHIHA) Ha TITIOKO3aTa,
napaueramona U o61us 6enTek; noHxeHHe (GHoNorMyHo) Ha cBOGOIHMA THPOKCHH, [MIIOKO3aTa,
tpermronna, TSH, TSH-RH, TupokcHHa, TPUIIHUEepHHTE, TPHHONTHPOHHHA, IXKOMHATA
KHCE/IMHA H KPEATHHHHOBHS KJIMPBHC; MTOHH:KEHHE (aHANHTHYHA HHTEpdepenMa) Ha
TpaHcamuHasute (ALT), anbymuHa, ankanHara docdarasa, XonecTepona, KpeaTHHKHHA3ATA,
nakraTaexuaporeHasara (LDH) u obmute Genrsum.

- Ypuna: [loHmxeHHe (6HOIOrHYHO) Ha €CTPHONA; MOHIKEHUE (AHATHTHYHA HHTEephepeHIHs ) Ha
5-XHMAPOKCHHHIOIOLETHATA KHCEMUHA, 4-XHAPOKCH-3-METOKCHMAHEIIOBATA KHCETHHA, 06LIHTe
€CTPOreHH M FMOKO3aTa.

Amopeacmamun: gapmaxodunamuuny u GapmaxoKuHe MUK 83gUModeticmaus

- Ehexm na ednospemenno npungzanume nexapcmeeni npodykmu 6spxy amopeacmamun

AtopsacTaTHH ce MeTaGonu3upa ot uuroxpoM P450 3A4 (CYP3A4) 1 e cyGeTpar Ha uepHOApoGHUTE
TPAaHCIIOPTEPH H Ha MOTMNENTHANTE, TPAHCTIOPTHPAIIY OpraduuHy aHuoHH 1Bl (Organic anion-
transporting polypeptide 1B1, OATP1BI) u 1B3 (OATP1B3). MeTabonuTHTe Ha aTOPBACTATHH Ca
cyberpatd Ha OATP1B1. YcraHoBeHO € CBINO TaKa, e aTOPBACTATHH € CyGCTpaT Ha NPOTEHHa, CBBbp3aH ¢
MHOXECTBEHA JIeKapcTBeHa pesucteHTHOCT | (Multi-drug resistance protein 1, MDR1), u Ha npoTenHa Ha
PE3NCTEHTHOCT Ha paka Ha rbpaaTa (Breast cancer resistance protein, BCRP), kouro Moxe na orpanuuar
upeBHaTa abcopbIMA W AUTBUHMSA KNHPBHC HA ATOPBACTATHH (BX. Touka 5.2). EqHOBpeMeHHOTO
MPHITOHEHHE HA JICKAPCTBEHH MPOIYKTH, KOMTO ca MHXubHTOpH Ha CYP3A4 wiu tpancnopTHHTE
GenTeLp, MOXe a JI0BC/IE 10 OBUIISHHE HA IUTa3MEHHTE KOHLIEHTPALMH Ha ATOPBACTATUH U A0 TOBUIIEH
pHCK 0T MHONATHS. PHCKBT MOXe Na Gbl1e MOBULUIEH CBINO NPH CHIBTCTBALLO IPHIOKEHHE Ha
aTOPBACTATHH C APYTH JIEKAPCTBEHM NPOIYKTH, KOMTO HMAT MOTEHLHAT KA HHAYHHPAT MHONATHH, KAaTo
NPOU3BOJHH Ha pUOpHHOBaTa Kucemuna, Dy3pnoBa KucenuHa U eseTHMuG (B, Touxa 4.3 u 4.4).

CYP3A4 uaxuburopu:
Hokasano e, ye mouaaTe CYP3A4 vHXUOUTOPH BOJAT [0 3HAYMTETHO NOBHICHH KOHLEHTpaLHH Ha

aropsacTaThH (Bx. Tabnnua 1 ¥ cneuwanyara mudopmaius mo-10iy). EAHOBPeMEHHOTO NPUIIOKEHHE Ha
mowHd CYP3A4 vexuGuTopu (Hanp. NHKITOCTIOPHH, TEIUTPOMHLIMH, KIAPHTPOMHLIMH, AeNaBUp/IAH,

CTHPHIICHTOJT, KETOKOHA30J1, BOPHKOHA30J1, HTPAKOHA30M, I03aKOHAION, HAKOH AHTHEAPYCH
neuenwne Ha xenarut C (Hanp. enbaceup/rpasonpesup) u HIV npoteasi uuxuburopu,
PHTOHABHP, TONIHHABHP, ATA3aHABMD, HHIHMHABRHP, JapyHABHD, H T.H.) TpAOBRa 1a ce u3f

HpOﬂyKTH c aTopBaCTamH TpAGBa /la ce OBMHCIIAT [10-HUCKA HAYAIIHA H MAKCHMAITH ﬁb a v
aropBacTaTiH. IIpenopsHea ce M NOAXOAAMIO KIHHHYHO TPOCTIEABAHE HA [TALMEHTA ﬂéﬁ k{'ﬁaﬁnnua"l).

Sigeal
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Ymepenure CYP3A4 nuxuburopn (Hanp, epuTPOMHUMH, JUNTHA3EM, BepanaMit U (ITyKOHA30]) MOTAT
A4 NOBHIIAT N/1a3MEHUTE KOHUEHTPALlM Ha aTopBacTaTHH (BxK. Tabnuua 1). Habnronasa ce nopxied
PHCK OT MHOMIATHR NPH YNOTpedaTa HA CPUTPOMULKE B KoMOUHAINA cBC cTatuny. He ca nporexknann
NpOy4BaHRkA 32 B3aHMOEHCTRHE, OLSHABAIUM edEKTHTE Ha AMHOAAPOH HIIH BEpANaMi BRPXY
aToOpBacTaTHH. M3BECTHO €, e KaKTO AMHOZAPOH, TAKA H BEPAIIAMKI HHXHMOHpAT AKTHBHOCTTA HA
CYP3A4 u eqHOBpeMeHHOTO HM NPUIOKEHHE C aTOPBACTATHH MOXKE 1a JOBE/E [0 NOBMINEHA
€KCMO3MIKA HA aTOPBAcTaTHH. ET0 32110 TIPH eHOBPEMEHRa YNOTpeGa ¢ YMepeHH HEXHOHTODH Ha
CYP3A4 tpaGBsa na ce 06CHAN MO-HACKA MAKCHMAJTHA 1032 HA ATOPBACTATHH M /13 CE POBEAE TMOAXOAALLO
KJIHHHYHO Npociie/iABate Ha MauHenTa. [ToaxoaauoTo KIHHHYIHO NIpocieasBaHe ce NPENopLYBa cnej
3AM0YBAHE WK CIE/| KOPEKLHA Ha 1034Ta Ha HHXHOHTOpA.

CYP3A4 uHIyKTOPH

EHOBpeMeHHOTO NMPUIIOKEHHE HA ATOPBACTATHH C HHAYKTOPH Ha UHTOXpom P450 3A (manp. edapupent,
PHGAMITHH, K BIT KAHTAPHOH) MO3KE /1A A0BE/E 10 PA3IMYHH [0 CTENESH TOHIDKEHHS Ha [1a3MEHITE
KOHUEHTpAUHH Ha aTopBacTaTuH. [lopagH MexaHH3Ma Ha nBoitHO B3auMoneHCTBIE Ha PUAMIIHH
(wanykuus 52 uuTOXpom P450 3A 1 vHXHGHpaHe Ha TpaHCIOpTEpa HA XENATOLMTHOTO 3aXBallaHE
OATPI1B1), ce npenopryba eAHOBPEMERHO IPUIOKEHHE HA ATOPBACTATHH ¢ PH(AMITHH, Thil KATO
3a06ABEHOTO NPUIOHEHHE H2 ATOPBACTATHH Cllel NPHIOKEHHE Ha PH(MAMIIMH CE CBBP3Ba CBC 3HAUHTENHO
NOHKKEHHE Ha TNA3MEHHTE KOHLUEHTPAUMH Ha aTopBacTaTHH. EdekTsT Ha prudamH supxy
KOHIIEHTPAlIMMTE HA ATOPBACTATHH B XENATOLMTHTE 00a4e HE ¢ H3BECTSH, M AKO eJHOBPEMEHHOTO
IPHJIOKEHHE He MOKe J1a e H3berHe, NauueHTHTe TpAGBa 1a Ce IIPOCIeAABaT BHHMATEHO 33
e(pUKacHOCT.

HHxuOMTOPH Ha TpaHCOQpTEpHTE

HuxubHTOpHTE HA TPAHCTIOPTHHTE GENTELM (HAP. UMKNOCTIOPMH) MOrAT [ TIOBRIIAT CUCTEMHATA
eKCITO3HLMA Ha aTopeacTathH (BK. Tabnuua 1). EdexrsT Ha HHXUOKpPaHETO HA TpacOpTEpUTe Ha
4epHOApPOGHOTO 3aXBalllaHe BBPXY KOHIIEHTPALHKHTE Ha aTOPBACTATHH B XENATOLHTHTE & HEHIBECTEH. AKO
He MOXE [ Ce u3berHe eQHOBPEMEHHOTO NPHITOKEHKE, CE TIPENOPbYBA NOHWXKABAHE Ha J03aTd H
KIHHHYHO Habmoaenue Ha edexture (k. Tabnvna 1).

emdbubposin / nporseoHH Ha dUOGPHHOBATA KHCETHMHA

Yrnorpebara caMo Ha GuOpaTH MOHAKOra € CBBP3AHA C PEAKUHH OT CTPRHA MYCKYJTHTE, BKIIOYHTENHO
pabaoMuonu3a. PHCKBT OT Tean peakuiny Moxe /18 Gblie NOBULIEH P EAHOBPEMEHHOTO NPINOKEHHE HA
NPOM3BOAHH Ha (HOPHHOBATA KMCETHHA M ATOPBACTATHH. AKO HE MOXKE 14 ce H30ErHe eIHOBPEMEHHOTO
NIPHIIOKEHHE, NIAUMEHTHTE TPAOBA A2 €€ IPOC/IEAABAT N0 NOAXOAALIHS HAYMH (BX. TOUKa 4.4).

Eazerumut

CamocToarenHara ynorpeba Ha e3eTHMuO ce CBLP3Ba ¢ PEaKLHM OT CTPAHA HA MYCKYJIMTE, BRIIOYHTEITHO
pabaomuonu3a, PHCKET OT Te3H peakuuu CAEIOBATENHO MOXE Ja Obae OBHIIEH TPH €IHOBPEMEHHA
ynotpeba Ha eseTuMuG u atopeacTaThH. [IpenopbuBa ce NOAXOAALIO KIMHHYHO OPOCAEASBAHE Ha TE3H
MAI[KEHTH.

Konecrunon

[1ma3sMeHHTe KOHIEHTPALMM Ha aTOPBACTATHH H HETOBHTE META0OHTH ca MO-HHCKM (¢ NpHBIH3HTEHO
25%), KoraTo KONECTHITON Ce MPKNara 3aeHo ¢ atopeactaTiH. EdekTure BLpXy nunuaute obave ca rno-
H3PAa3CHH, KOraTO ATOPBACTATHH W KOJIECTHITON CE& NMpPUIAraT 3aeHO0, OTKOJIKOTO KOraTo KOHTO | na e oT
JIBATA IEKAPCTBEHH NPOIYKTA C¢ NaBa CAMOCTOATEITHO,

@®y3unoea KHcenIrHA
PHCKDBT OT MHOMATHA, BRROYHTETHO pabIoMHONu3a MOke 12 Gblle YBeTHUeH NPH eAHOBPEMEHHOTO

TIpK/IAraHe Ha CUCTEMHA (Y3HI0BA KHCETWHA CbC CTATHHH. MeXaHHIMBT Ha ToBa Bzanmonencmuc..
(nezaBHCHMO JanH € (apMaKONHHAMMYEH K (APMAKOKHHETHYEH, UM H [IBATA) ¢ Bce
Hma crobiienns 3a ciiyHad Ha pabnoMHOMN3a {BKIIOHHTENHO ¢ JIeTANIEH U3XOZ) NP n
NPHEMALIM Ta3K KOMOHHALMS.

6B71¢ NpeycTaHOBEHO [Ipe3 LEHA NEPUO/ Ha JIEYEHHE Ha d)yaﬂnona KHCEITHHA. Bme\\;ﬁmojgoqxé 4 _
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Konxuuux
B'I:ﬂpeKH e HE Ca l'IpOBe)K,E[aHH npquBaHml 3a BBaHMOJIEﬁCTBHﬂ MEKIY aTopBaCTaTPIH H KONXHIHH,

Cly4yad Ha MUOTIATHA Ca OHITH JOKTaflBaHH C aTOpPBACTaTHH MpPHIATaH COHOBPEMEHHO C KOJIXHUIIMH, H
Nnopaagu ToBa 'rpsfSBa Jla C€ NOAX0XkAa ¢ BHUMAHHE, KOTATO C& HA3HAYABAETHOBPEMEHHO TIPUITOKEHUE Ha
ATOPBACTATHH ¢ KOJIXHIIMH.

- Echexm na amopsacmarun 6bpxy npusazanume 3aedno ¢ He20 IeKapCmaeHu npodyKmy

gHI‘OKCHH

Koraro ce npunarar 3ae/1Ho MEOTOKpaTHM J03H JIMCOKCHH M 10 mg aTopBacTaTHH, paBHOBECHUTE
KOHUEHTPALUHH HAa AHTOKCHH JIEKO ¢ NOBKINABRAT. [lanmenTiTe, NosydyaBallii AHroKCHH, TpabBa 1a ce
MPOCNeNABAT 10 NOAXOMALL HAWHH,

[TepopanHy KOHTPANENTHBH

EﬂHOBpBMGHHUI‘O NPHATOKCHHE HA ATOPBACTATHH C NepopalieH KOHTpALETITHE BOAH /10 NOBUILISHKE HA
MJIA3IMEHHTE KOHLIECETPALMH H& HOPETHHIAPOH H CTHHHIECTpaaHO,

Bapdgapun

Hp# eqso KIHHHIHO MPOYYBAHE HA MAUMEHTH ¢ XPOHHYEH NpHeM Ha BapdapHH ¢IHOBPEMEHHOTO
npunoxeHue Ha atopeactatuit 80 mg AHeBHO ¢ BapdapHy NPUYUHABA JIEKO TIOHIKEHNE OT OKOJIO

1,7 cexyHan Ha mpoTpoMGHHOBOTO BPEME TIpes ITbpBMTE 4 JIHH OT JO3HPAHETO, KATO Ce BpBILA 10
HOpMATa B PAMKHTE Ha 15 THM OT JIeYEHHETO ¢ aTOPRACTATHH. Bhnpeku ue ce chobIaBaT caMo MHOTO
peZiky CilydaH Ha KIMHHYHO 3HAYHMH AHTHOKOATYIAHTH B3AUMONEHCTBHA, MPOTPOMOHHOBOTO BpeMme
Tps6Ba a Ce onpe/ens NpeIy 3aN0UBAHE Ha JIEYEHHETO ¢ ATOPBACTATHH TIPH NALIHEHTH, NIPHEMALIY
KYMapHHOBH aHTUKOATYNAHTH, H IOCTATEYHO Y€CTO B PAHHUTE €TANM HA TEPAIIWATA, 33 1A € CHIYPHO, He
He HACTHMBAT 3HAYMMH OTKIOHEHHS B IPOTPOMONHOBOTO Bpeme. CIE]l KATO C€ MOCTHIHE cTabMHITHO
NpoTPOMGHHORO BpEME, TO MOXKE /Ia CE TIPOCIIE/IABA HA HHTEPBA/IH, KOMTO OOMKHOBEHO Ce MpENopPHYBAT 33
TAIMEHTH Ha KyMAaDHHOBH aHTHKOarynauti. Axo TpHHOMHa ce crpe, TpAbBa Aa ce MOBTOPH ChilaTa
npouenypa. Tepamusara ¢ aTOPBACTATHH HE € CREN3aHA C KBPBEHE WIH ¢ IPOMEHH B IPOTPOMBUHOBOTO
BpeMe MPH NALMEHTH, KOHTO HE MIPUEMAT aHTHKOAIy1aHTH.

Tabmuua 1: EdexT Ha eaHOBpEMEHHO MPHITaraHHTe MeKapCTBEHH NIPOAYKTH BBPXY (PapMaKoKHHETHKATA
Ha ATOPBACTATHH

ChLneTCTBAILO NEKAPCTBO M CXeMa ha ATOpBACTATHH

Ao3Hpane Jo3uposka (mg) Hpomauna s | Knanuana npenopnka®
AuC*

Tunpanasup 500 mg BID/ Prronasup 40 mg Ha pgen 1, T 9,4 nv1H TpurOMHUA € NPOTHBONOKA3AH B

200 mg BID, 8 pavt (ouu 14 1o 21) 10 mg Ha geH 20 TE2M CIy4aH,

Tenanperup 750mg q8h, 10 aum 20 mg, SD _1.7.9 npTH

Huxnocnopun 5,2 mg/kg/neH, crabmina 10 mg OD 3a T 8,7 nvTH

no3a 28 nHu

Jonuraeup 400 mg BID/ Putonasup 20mgOD3a4d aun | T 5,9 anta Korato eanoBpemennoro

100 mg BID, 14 nHy IIpunarasde ¢ aTOPBaCTATHH ¢

Knapurpomuuns 500 mg BID, 9 gau 80 mg OD3a 8 gun | 14,4 meTH HEeoOX0AMMO, C& TTPeNophUBAT HO-

HHCKH HOATRPKAILH T03H Ha
aropsacratvd. [IpH a03u Ha
ATOPBACTATHH Haj 20 mg ce
MPENopEYBa KIMHHUHO
Npocne/aBaHe HA Te3H NALHEHTH.

Caksunasup 400 mg BID/ Puronasup 40mgOD3ad quu | 13,9 mpTH Koraro eAHOBPE

(300 mg BID ot au# 5-7, NnoBHIEHHE 10 TpAfaratde ¢
400 mg BID ua gen 8), nun 5-18, 30 muu HeoOXoauMy,
clie/l IpMEMa Ha aTOPBACTATHH HUCKH IO

T
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ChLOBTCTBAO JIeKAPCTBO H CXEMA HA ATOpBacTaTHH
Jo3IHpaHe Hosnposka (mg) IIpomana e | Knnanuna npenopexa®
AUC*

Japyraenp 300 mg BID/Purosasup 10mg OD 3a4 guu | 13,3 memnt

100 mg BID, 9 aun

Wrpakonazon200 me OD, 4 ouu 40 mg SD 13,3 mbTH

©osamnpenasup 700 mg BID/ Putonaprp | 10 mg OD3a4 auu | 12,5 mhta

100 mg BID, 14 gxu

Dosanpenarup 1400 mg BID, 14 quu 10mg OD3a4 gem | 12,3 mhrH

Henduuasup 1250 mg BID, 14 neu 10 mg OD 2a t 1,7 opit® Bea crieyuaniy npenopuxm.

28 nun

Cok ot rpeiingpyr, 240 ml OD * 40 mg, SD 137% EnnoRrpemMeHHUST NpHeM HA
TONEMH KOJMMYECTBA COK OT
rpeRndpyT M ATOPBACTATHH He Ce
NpenopLYBa.

Juntuazem 240 mg OD, 28 anu 40 mg, SD 151% Crnen samoypane WM cien
KOPEKIHS HA A03RTA HA
IMITHA3IEM Ce NPEeNophyBa
MOXONALIO KNHHHYHO
OpocIeNABaHe Ha Te3H HAlIMEHTH.

Epurpomunud 500 mg QID, 7 aum 10 mg, SD T 33%" INpenopwuBa ce No-HUCKa
MAKCHMANHA 032 K KITMHIYHO
npoclefaBaHe Ha NALUEHTHTE,

AMnoanms 10 mg, exHoKpaTHa A03a 80 mg, SD 1 18% bes cneuyanHy Npenopeky.

Ifumernaun 300 mg QID, 2 cenmuLi 10 mg OD 3a 1 mo-manko be3 creunanky npenopuxa.

4 ceaMHIII ot 1%

AHTHAIUHA CYCITEN3HA OT MaTHE3HED | 10 mg OD 3a | 35%" be3 crennanin npenopbKi.

anyMHHMEB xugpokcua, 30 ml QID, 4 ceaMHIH

2 ceaMUUM

Edasupeny 600 mg OD, 14 auu 10 mg 3a 3 mHH 1 41% Bes cnennanEn Ipenopeku.

Pugammur 600 mg OD, 7 nun 40 mg 5D 1 30% AKo He Moxce Ja ce uilerte

(eHOBpEMEHHO IIPHITONEHHE) CHIBTCTBALIOTO NPHIOKEHHE, TO

Pudammus 600 mg OD, 5 ohw (pasueneun | 40 mg SD | 80% C€ NpENopBLYBa ¢AHOBPEMEHHO

Jlo3n) TTPHIIOKEHHE HA ATOPBACTATHH C
pUPaMINH ¢ KITHHAYHO

, npocneNiABaHe,

I'emubpozun 600 mg BID, 7 nau 40 mg 5D 1 35% [TpenopruBa ce o-HUCKA
HavyalHa 7032 H KIHHHYHO
NpocNeAABAHE Ha TE3U TTAHHEHTH.

Denopubpar 160 mg OD, 7 auu 40 mg SD T 3% [penopr4ea ce mo-HUCKA
HAYATHA 1033 H KIHHHYTHO
MPOCIEABAHE HA TE3H MAIHEHTH,

bouenpesup 800 mg TID, 7 nun 40 mg 8D 12.3 mbTH ITpenopbyBa ce HICKA HAYANHE
7033 ¥ KTHHMYHO HabmooeHue Ha
T€3H nauHeHTH. Jlolara Ha
aTOPBACTATHH He TpadBa ga
HaJBHINABA AHERHA A033 oT 20 mg
OPH eAHOBPEMEHHO MPUTOKEHHE
¢ folenpeBHp.

I'nexanpesup 400 mg Beansx 10 mg reaHBX T 8,3 nbH EAHOBpEMEHHOTO MpUJIAraHe ¢

IHesHO/OpenTaceup 120 mg seaHbx IHEBHO 338 7 OHH NPONYKTH, ChIbPKANIH

JHEBHO, 7 OHH T/ISKANPEBHD WIH MHGpeHTacBHp,
€ MPOTHBOMOKA3aHO (BX. TOYKA
4.3).

EnGacsup 50 mg Benuex 10 mg enuHIvHA 1 1,95 e | Jlo3ara Ha a

nHeBHO/Tpalompennp 200 mg sennsx Jo3a TpsOBa I3

JIHEBHO, 13 OHH J103a 0T
€[IHOBD
npony
HJIH TP
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& JlaHHHTE Ca NaNeHH KATO X-TIbTH POMSHA, NPEACTABIABALLA IPOCTO CHOTHOMIEHHE MEXIY ChIbTCTBALIOTO
NPKIOKEHHS H NPHIOKSHHETO CaMO Ha ATOPBACTATHH (T.e, 1-mbTH = Ge3 npomana), JlauHuTe, 1ageHy KaToO
% NpomsHa, NPEACTABNABAT Y%-HaTa pasnuKa N0 OTHOWIEHHE NPHJIOKERHUETO CaMO HA ATOPBACTATHH (T.e. 0%
= Be3 npoMaHa).

# BuxTe Touxu 4.3, 4.4 1 4.5 332 KIMHHUHOTO JHAYEHHE.

* Chabpxa e1MH HIH [T0BEYE KOMIOHEHTH, KOuTO HHXUGupaT CYP3A4 1 MOTaT ia MOBHIIAT MNa3MeHHTE

KOHICHTPALHH Ha JIEKAPCTBEHHTE TIPOAYKTH, KOHTO c¢ Merabomnaupatr oT CYPIA4. IlpveMbT Ha egHa yama

ot 240 ml cok ot rpefindpyT chuI0 BosM A0 MoHmkeHHe Ha AUC or 20,4% 3a aKTHBHHA OPTOXHIAPOKCH

MeTaGoauT. lonemute KonmiecTea cok oT Tpeiindpyt (Han 1,2 | aHesso 3a § 1Hu) noerwasar AUC uHa

aTropBacTaThH 2,5 mbTH U AUC Ha aKTHEHHTE BelgcTBa (aTOpBACTATHH H MeTabonuTH).

O61La eKBUBAIEHTHE Ha ATOPBACTATHE aKTHRHOCT

[oeuiIeHHETO € O3HAYEHO KATO ,,1", MOHIDKEHHETO KaTo ,,|”

OD = seanbx aresRo; SD = enHokparra foaa; BID = asa nbTH AHEBHO; TID =py mhTH THERHO;

QID = qeTupl IHTH AHEBHO

Tabnuua 2: Edexr Ha aTopBacTaTHH BbpXy ($papMaKOKHHETHKATA HA CHIILTCTBALMTE NEKAPCTBCHH
MPOAYKTH

ATOpBACTATHH M cXeMa Ha | CRINETCTBAN JEXAPCTBEH NPOAYKT
J0INpaHe Jlexapersen npoaykr /osa (mg) IlpoMsina B Knuunana npenopbra
AUC&
80 mg OD 3a 10 gau Hurokcun 0,25 mg OD, 20 nqun 1 15% ITaureHTUTE, NpHEMAIIH
JUroxcHH, Tpalea ja ce
NpOCIENABAT 1O
HOJXOAALL HAYMH,
40 mg OD 3a 22 nuu IMepopaneH kouTpauentie OD, Be3 cnenuaniu
2 Mecela IIPENOPBKH.
- HOpPETHHIpOH 1 mg T 28%
- eTHHHIECTpannon 35 ng 1 19%
80 mg OD 3a 15 guu * (benazon, 600 mg SD T 3,0% Bes cnenpanau
HpenopEKA
10 mg, SD Tunpanaeup 500 mg BID/puronasup | bes mpomsna be3 cnenuamun
200 mg BID, 7 auu _TPENnoOpLEM
10 mg, OD 3a 4 nuu Pozamnpenasup 1400mg BID, 14 127% Bes cnempanun
Iuu NPETIOPBKH
10 mg, OD 3a 4 quu Dozamnpenasup 700mg bea npoMsana Be3 crienuantn
BID/puronasup 100Mr BUI, 14 dni MpenopbKu

& Hauuure, nageny xato % nNpoMAHa, NpeACTARIABAT Y-HATA PA3IHKA 10 OTHOIEHHE IPHIOKEHHETO CaMo Ha
atopeactarus (T.e. 0% = He3 npomsHa)

* CuNeTCTRALIOTO IPHMTOKCHHE HA MHOTOKPATHH I03H ATOPBACTATHH M (leHA3OH ITOKA3BA cNab WK
He3abenexuM edekr BEPXy KIHPHHCA Ha ieHAIOH.
[ToBuineHUeTo e 03HAYTEHO KATO ,,1”, MOHMKCHHETO KaTo ,,|”
CD = sennpix gHepHo; SD = emHOKparHa 1034

Pamunpun: hapmarodunamiunu u hapmaxoxunemuyny 63GuModeticmeus

Ilpomueonoxazanu xombunayuu
- Excrpakopnopannu BUOOBE JieYeHHe, BOJELIM 10 KOHTAKT Ha KPBRTA ¢ OTPULATENHO 3apeeHH
MOBLPXHOCTH KATO AManuza unu xemodunrpauus ¢ MemOpanu ¢ BUCOK TIOTOK (Hanp.
NONHAKPHNOHKUTPWIHYM MeMOpaHu) U athepesa Ha JIHTIONPOTEHHH ¢ HUCKA IUILTHOCT C AEKCTPaH cydar
nopajgH NOBHIIEH PUCK OT TEXKH aHaQunaxTOMAHH peakivu (Bx. Touka 4.3). AKo e HeoBX0IHMO TakoBa
AedyeHHe, TpAOBa Ja ce MMA IIPERBM/L HIMON3BAHETO HA Pa3iHdeH B JHATHIHA MeMOpaHa WK pasidieH
KNac aHTHXHIIEPTEH3HBHO CPEACTBO.
- JlekapcTsa, NOBMINABALIH PUCKA OT AHIHOEAEM: CBITETCTBamarTa ynotpeba Ha ACE HHxu6uTtopu cre
cakyOHTpHI/BancapTaH ¢ NPOTHBOIOKA3aHa, Thil KATO TORA IOBKIIABA PHCKA OT mrﬂoe?é@ﬁ[}_ﬁg\
-’--_

4.3 1 4.4).

Ipednasuu mepru npu ynompetba
- Kanwii- C'bxpaHsIBamﬂ TUYPETHLH, XPAHUTE/IHH ,uoﬁamm ChABPIKALLIM KATHIL HITH K
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TPaHHULM, TIPH HAKOH ITALMEHTH, JEKYBaHH ¢ PAMMIIDII, MOXKE 112 BE3HHKHE XHIepkanuemus. Ynotpebara
Ha KAJIUH-ChXPaHARAIIN JIHYPETHLM (HAMp, CTHPOHOIAKTOH, TPUAMTEPEH HITH AMWIOPH]), XPAHHTETHH
RO0aBKH, ChABIKALIN KaTHH HITH KaTHIi-ChIBPKAIH JAMECTHTENTH Ha CONTA MOXE A JIOBEE 10
3HAYMTEIIHO MOBHINEHHE Ha cepyMHNs kanuil. Tpabra chilo 1a ce BHHMABA, KOraTO PAMMIIPUI CE TpMiiara
€HOBPEMEHHO C APYTH CPEACTBA, KOKTO [IOBULIABAT CEPYMHHA KATMi{, KATO HAMP. TPKMETOIIPUM H
KOTPHMOKCA30J1 {TPMMETOTIPHM/CY1(aMeTOKCa301T), Thil KATO € H3BECTHO, Ye TPUMETOTIPHM AEHCTRA KaTo
KaJIA-ChXpaHdBall JHypeTUK Noao6Ho Ha aMmnopu, TTopajK TOBA He ce NpenopbuBa KOMOHHHpaHETO
Ha PAMHTIPHI ¢ FOPECTIOMEHATHTE eKapcTha. AKO € NI0KasaHa ChITbTeTeawma ynorpeba, Te Tpa6Gea Aa ce
H3N0JI3BAT ¢ MOBHIUCHO BHUMAHKME M [IPH MECTO TIPOCIEIBAHE HA CEPYMHHS KallHd.
- Xenapun: [Ipn conbTeTRama ynotpe6a Ha ACE uuxu6uTopu ¢ Xenapun Moske Ja BE2HUKHE
xunepkaauemus. [Ipenoppuea ce npocnenseane Ha CepyMHMA KaJIHid,
- AHTHXHIIEPTEH3HBHH Cpe/ICTRA (HATIP. AHYPETHLM) H APYTH BELIECTRA, KOMTO MOTAT 118 MOHHIKAT
KPBEHOTO HaArane (Hanp. HHTPAaTH, TPHIHKIMYHY AHTHAENPECAHTH, AHECTETHIH, ITPHEM Ha rOJIEMU
KOIH4ecTRa akoxoi, 6aiodeH, andy3o3nH, JOKCa303HH, NPAIO3HH, TAMCYI03MH, Tepasosun): Tpabea na
Ce OYaKBa [TOTeHUHHpaHe HA PUCKA OT XHIOTOHHS,
JIaHHH OT KIMHWYHE IPOYYBAHHA NOKA3BAaT, He ABOHHOTO OI0KUPAaHE Ha PpeHHH--aHTHOTEHIHH-
anpocTeporoBata cucteMa (PAAC) upes komOunupanata ynorpe6a na ACE uaxubuTopH, aHTHOTEHIHH
[I-peuentopHu 6110KepH WK ANMUCKHPEH CE CRBP3BA C NO-BUCOKA YECTOTA HA HEXENNAHH ChBMTHA, KaTo
HATIPHMEP XHIOTOHHKS, XHIIEpKANMeMUa U HaMansBaHe Ha 6sOpedHaTa QyHKUMA {BRIIOUMTEHO 0CTpa
GnOpetHa HeIOCTATEYHOCT), B CPaBHEHEE ¢ ynoTpeGaTa CaMo Ha €HO CPEJCTBO, ASHCTRAIIO BhPXY
PAAC (Bx. Toukn 4.3, 4.4 u 5.1).
- Basonpecopan cHMIaTHKOMHMETHLM U APYTH BELLECTBA (HATIp. H30MIPOTEPEHON, ROOYTAMHH, TOTIAMMH,
enuHeQpUH), KOMTO MOTAT J1a OTC/Ia0AT AHTHXHIIEPTEH3UBHUS ebekT Ha pamunpmr: [pernopsuea ce
IpocneassaHe HA KPLBHOTO HATATEHE,
- AnomypuHOJI, HMyHOCYIPECOPH, KODTHKOCTEPOKAM, IPOKAHHAMMIL, IIMTOCTATHLM ¥ JIPYTH BELIECTRA,
KOMTO MOFaT []a IPOMEHAT KPLBHATA KapTHHA: [IoBHINIEHA BEPOATHOCT 22 XEMATONOTMYHH PEAKIMK (B3,
Touka 4.4).
- Jlutnesu comu: ExckpenyaTa va mutus Moxe Aa 6bae noHmwkena oT ACE uHX#6HTOpH M 3aTOBA
TOKCHYHOCTTA Ha JINTHA MOXKE Ja ce 3aciH. Tpg0Ba na ce Npochenssa HUBOTO HA JUTHS,
- AHTH/IMaGETHH CPEeACTBa, BKIIOYHTENIHO HHCYIHH: MOraT Ia HACTBIIAT XHITONTHKEMHYHH PEAKIIHH.
I[IpenopwuBa ce npocrenaBaHe Ha KPbBHATA [IIOKO3A.
- JlekapcTea, noBxiuaBaIy picka ot aurnoeneM: ChITbTCTBAIATA yUOTpeGa Ha ACE uurxubunropu ¢
pauexanorpui, mTOR nnxuburopu (Hanp. cHpONTHUMYC, €BEPOTHMYC, TEMCHPOIMMYC) H BHILAALTUIITHH
MO3Ke JTa JOBEAE 10 MNOBHINCH PHCK OT aHrHoeneM (BiK. To4ka 4.4).

- Huxnocnopun: [pu cemeTeTBamma ynotpeda sHa ACE uaxubutops ¢ uumnocnopuﬂ MOJKE Jd BE3HHKHE
xunepkanuemus. [Ipenopsusa ce npocieassate Ha cepyMHMA KaTHii.

4.6 @epTnauTeT, GPEMEHHOCT H REpMeHe

Kenn ¢ nereponeH moTEHNHAN

Jenute ¢ aeTeposeH NOTEHIHAN TPAGRA /1a U3NON3BAT ¢EKTHBHA KOHTPAIIETIIIHA TIO BPEME HA JICHEeHUETO
(Bxk. TOuka 4.3).

BpeMeHHOCT

TpHHOMHA e MPOTHBONOKA3aH 10 BpeMe Ha SpemMeHHOCT (Bx. ToMKa 4.3).

Hsnonspanero #a ACE-unxubuTopu He ce npenopeusa npe3 TbPEHS TPHMECTHP HA GPEMEHHOCTTA (BaK
To4ka 4.4). Manonssanero Ha ACE HHXHGHTODH € IPOTHBONOKAzaHa 10 BpEME HA BTOPHA H TPETHS
TPUMECTBP Ha OpeMeHHOCTTA (BIDKTE TOUKM 4.3 1 4.4),

Enunemuonoruynure J0Ka3aTencTBa Mo OTHONIEHHE HA PHCKA OT TEPATOTEHHOCT CIF
ACE uHXHGMTOpH MO BpEME Ha ITbPBHA TPMMECTHP HAa GpeMEeHHOCTTa He ca Kafgrd
TIOBHIIEHHE HA PHCKA He Moke Ja ce M3kmodd. OCBeH aKO NpPOIh/IKABAHETO H gl}e
HHXHOHTOP He ce CUNTA 33 CHLIECTBEHA, IALIMEHTKHUTE, IIAHUPALLM GpeMEeHHOCT, TP
ANTEPHATMBHO BHTHXHIEPTEH3NBHO JIeYEHHE, KOETO MM YCTAHOBEH o Ha ﬁesoriqéﬂg 3 2
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npu 6pemertoct. Korato ce guarnoctuumpa 6pemenHoct, neuenreto ¢ ACE HHXHOHUTOPH Tpadea fa ce
cripe He3abaBHO W, aKO € TIOIXO/ALIO, A4 CE 3AM0YHE AJITEPHATHBHA TEpariHA.

H3ssectHo e, ve excnosnumsTa Ha repanus ¢ ACE wrxuGurop / Anrnorensnn II penentopeH aHTarouuct
(AIIRA) npe3 BTOPHS H TPETHS TPHMECTBP HHAYLMPA HETOTOKCHYHOCT IIPH X0pa (MOHHIKeHa 6nbpeuna
(PYHKUAA, OJIMrOXHAPAMHHOH, PeTApAALUA Ha OCH(IMKALIMATA HA YEPENA) H HEOHATATHA TOKCHUHOCT
(616peyHa HEAOCTATHHHOCT, XHIIOTOHUS, XUTIepKaneMus). (B, cbuo 5.3 T [PeKIIHHMYHE NaHHK 34
BesonactocT”). Ako ekcnosuumara Ha ACE MHXuOHTOp e 3anouHana ot BTODHS TPHMECTED Ha
OpeMEHHOCTTA, Ce NPenopEYBa Y/ITPa3ByKOBO H3cie/BaHe Ha Gh0peunata dyHKius ¥ Ha Yepena.
HoBopopenute, unuto maiixu ca npuemany ACE nuxufuropu, TpaGsa aa ce mpoc/ieinBaT CTPUKTHO 32
XHMOTOHHSA, OJIMI'YPHA H XUMEPKATEMHA {BX. CBILO ToukH 4.3 u 4.4).

Tlo Bpeme Ha MHPBHs M BTOPHS TPHMECTEP Ha GPEMCHHOCTTA ALIETUACANMIIMIOBA KMCETHHA TPIGBA Aa ce
NpHEMa CaMo B CITYMAH, KOTATO € CTPOro Heobxoauma.

HuxubHpaHeTo Ha cHHTE3a HA IIPOCTAMTTAHAMH MOKE 2 HMa HETATHBHM e(heKTH BHPXY GpeMeHHOCTTa
W/ eMEpHOHANHOTO/BeTANHOTO pasBuTye. JIaHHHTE OT eNnMIEMUONIOrMYHITE TTPOYUBAHHA LOKa3BAT
MOBHUILEH PHCK 32 DeTanHa CMBPT, KAKTO ¥ ChPACYHE NS(EKTH H racTPOCXH3A Clle] NPHIOKEHHE HA
HHXHGHTOPH Ha CHHTE3a Ha NPOCTAIIAHAMH TIpe3 paHHaTa 6pemeHHOCT. [IpHeMa ce, ue pHCKBT HAPACTBa ¢
103aTa ¥ NPOABKHTETHOCTTA HA JIEUEHHETO.

lpeanuamar onut ¢ aHeBHy ao3u ot 50150 mg aneTHncanuIMIOBa KucenuHa, NPHIIAraHK Ha OpEeMeHHU
AKEHH Mpe3 BTOPUS H TPETHs TPUMECTHP, HE [I0KA3BAa NIOTHCKAHE HA PAsKAAHETO, IOBHIIEHA CKIOHHOCT
KBbM KbpBEHE HAH MPEXICBPEMEHHO 3aTBAPAHE HA ducius arteriosus.

.]-IP[HCBaT AOCTATHYHO JAHHH, KOMTO MOrart Jia HO.IIKPGI]HT HIH OTXB'pr'lﬂT Bpb3KaTa Ha
AlETHICAIMUMIORATA KHCEIMHA C MIOBHILEH PHCK oT abopT. OcseH TOBA HAMA JAHHH, KOHWTO J1a [NOKAa3BaT
BPB3KATA HA ALETHICATHIIMIOBATE KHCETUHA ¢ MalIPOPMALIHH, BBIIPEKH Y€ HE MOJKE 14 C€ U3KITIIOUH
TIOBHILIEH PHCK 38 ra¢TPOCXM3A.

[Ipu enun MeTa-ananus3, BKTIOYBAI § KOXOPTHH IPOYYBanus, 1 KOHTPOIHPAHO PAHIOMH3HPAHO
npoyusaHe 1 15 npoyusanua cnyuait-korTpona (Kozer et al, 2002), OTHOCHO BpB3KATa MENTY
MAnGOPMALIKUTE M NIEYESHHETO ¢ ALETUNCAIMIANIOBA KACENHHA TIPe3 TLDBUS TPHMECTEP Ha GpeMeHHOCTTa,
HE CE NPOABH 3HAYHMO [OBHINCHHE Ha pucKa OT MandopManuy (BepoaTHoCTHO choTHOWeEHKe (OR) =

1,33 K 95%: 0,94 — 1,89). Haii-BaskHOTO KOXOPTHO NpPoy4BaHe BKIIOYBA MpHGmmsuTento 15 000
OpemeHHY EHH, KOMTO ¢a MPUEMAITH ALICTWICATHIIAIOBA KMCENMHA TIP3 THPBHA TPHMECTED Ha
OpEeMEHHOCTTA.

FlpoyusanusTa npH >KMBOTHH TIOKA3BaT PENPOIYKTHBHA TOKCHYHOCT 110 OTHOLIGHHE HA AKTHBHHTE
BENIECTRA, ALETHICATHIHIOBA KHCETHHA, ATOPBACTATHH H pAMHNPHI (BK, TOUKa 5.3).

B cmydau ha jxeHH, KOHTO MaHupar /ia 3a6PEMEHEAT, WK Ha GPEMEHHM JKEHH B IPBHA WIH BTOPHA
TPHMECTBP), TIPHENH aUeTH/ICAIHLMA0BA KHCENHHA, TIPOAB/DKUTEHOCTTA Ha IeYeHHeTo Tpabsa aa e
KOJIKOTO € Bh3MOXKHO NO-MaJIKa.

Ilo Bpeme Ha TpeTus TPHMECTELP Ha GpeMeHHOCTTa Nopaau ynoTpeGaTa Ha MHXHEUTOPH Ha CUHTE3a Ha
MpOCTarNaH/HH, PeTyCHT MoXKe Na Obae H/I0MKEH Ha:

- Ceppreuno-Genoapotua TOKCHUHOCT (PeX/IEBPEMEHHO 3aTBapSHE Ha ductus arteriosus W IyIMOHaTHA
XUMEPTOHUSA)
- Br6peuna HenocTaThHHOCT, KOATO MOXKeE 1a AOBEAE 10 GpOpeuHO YBpexkIaHEe H ONHIOXUAPAMHHOH.

Mafikata ¥ noABT B kKpas Ha GPeMeHHOCTTA MOTAT Aa OBIAT HIIMKEHY Ha: , %:/'&E;{“\\\
- BE3MOKHO yAB/DKAaBaHE HA BPEMETO Ha KLPBOHE, AHTHAIPEraHTEH edeKT, KolTo M?{f(@lﬁi -
JOPY IIPH N0-HHCKH J03H. ; é§“ ,,i-mh

- Mrxubupane Ha MaTOYHHTE KOHTPaKLUMH, BOJEIIO 10 3a6aBAHe HITH yAB/DKABaH Hf o

NMPOABIKHTENHOCTTA HA PAKIAHETO, &
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He e yctanoeena GezonacuocTra Ha aTopsacTaTiH npi GpeMeHnE skexu. He ca npoBeKIaHH HUKAKBH
KOHTPOJIMPAHH KITMHMMHH MPOYUBAHHS ¢ ATOPBACTATHH NpH GpemenaH sxenu. [lonyuenu ca peakH
CHODLICHHS 38 KOHICHUTAIHM AHOMATMH CleJl BETpeMaTouHa excnozuus va HMG-CoA peaykraziu
unxuburopy. IIpoyuBaHHsTA IPH KUBOTHH NOKA3BAT PEMPOXYKTHBHA TOKCHHHOCT (BXK. TOUKA 5.3).

Jleuennero na mMaiikaTa ¢ aTOPBACTATUH MOXE /13 TOHKH (ETANHHTE HHBA HA MEBANIOHAT, KOKTO €
npekypcop Ha GHOCHHTE3a Ha XONecTepost. ATEpOCKIIEpO3aTa € XPOHHEEH MpoLec H 0GHKHOBEHO
CIIMPAHETO Ha TUITHA-TIOHMKABAIIHTE IEKApCTBEHM NMPOLYKTH M0 BpeMe Ha OpemeHHocTTa TpafBa 1a Mma
cnab eext BbPXY IXBIArOCPOUHHA PHCK, CRBP3AH C IIbPBUYHATA XHIIEPXONECTEPOTEMHUS,

Tlopanu te3u npuausn TpHnomua He TpAGRA Ia CE H3MION3B2 MPU XEHH, KOWTO ca GPEeMEHHH, OTTHTBAT ce
fa 3abpeMeHesT Wi NIOJO3UpaT, e ca Gpemennn. Jlevenneto ¢ Tpuiomaa TpaGsa Aa ce cnpe 3a neproaa
Ha OpPEMEHHOCTTa UM IOKATO C€ YCTAHOBH, 4e JKeHara He e GpeMeHHa (Bx. Toukn 4.3 1 4.4.)

Knpmene

MaJIkH KOJTHYECTBA AUETWICATHIIIIOBA KHCE/IHHA B HelinuTe MeTaGoNMTH TIpeMHBaBaT B KbpMara. He e
H3BECTHO JIAJIH ATOPBACTATHH HITH HETOBKHTE METAbOJHTH CE EKCKPETHPAT B YOBEIIKATA KbpMa. [IpH
IITBXOBE IMAMCHHTE KOHLIEHTPAlHK Ha aTOpBACTATHH H HEMOBHTE AKTHRHH MeTaboIuTH ca 6J'[H3KH o
T€3U B MIAKOTO (BX. TOuka 5.3). OCheH TOBA HMA HEAOCTATEYHA HH(OPMAllHa OTHOCHO yroTpe6aTa Ha
PaMHIIPHI 110 BpeMe Ha KbpMeHe (Bx. Touka 5.2).

ITopaau pucka OT cepHO3HM HEXENAHM PeaKIlyH, XeHnTe, pHeMaly TpuaoMua He TPIOBA J1a KbPMST
CBOMTE KEpMaveTa. TPHHOMMA € NPOTHBOLIOKA2aH B [IEPHO/Ia Ha KbpMeHe (Bik. Touka 4.3).

DepTHIANTET

[Ipoyusanusra npu *UBOTHH He NIOKA3BAT BIIMAHHE HA ATOPBACTATHH BHPXY MBKKHA HiTH sKEHCKUA
teprunurer (BK. TOUKa 5.3).

4.7 EdexTH BLpXy cnocoGHocTTa 33 modupane u paboTa ¢ MAIIAHH

Kakro AUCTHICATHLIMIIOBATA KHCEIHHA, TaKa M aTOPBACTATHH, HE MOBIHABAT HJIH NIOBJIHABAT
npenebpexumo cnocobHOCTTA 3a WodupaHe U PaboTa ¢ MALIMHM.

[lopanu cheTaBKaTa PAMUIPHIL HAKOH HEXENAHM PEaKUMH (HAlp. CHMITOMH HA [IOHKKEHO KPBEHO
HAJTATAHE KATO 3aMasHOCT) MOTAT JIa HapyLIaT cnocoGHOCTTA HA NMAUMEHTA 12 C€ KOHUEHTPHPa H 13
pearmpa U cliel0BaTelIHO NPEeCTARAARAT PHCK B CHTYALIMH, KbIRTO TE3M CIIOCOOHOCTH ¢a 0T ocolecHa
BaXHOCT (Harnp. moupase Ha NPEBO3HO CPEACTBO HIH paGoTa ¢ MAUIMHK).

Tora mMoxe fa ce ciryud 0cofeHO KOraTo ¢e NpeMHUIaBa OT JIeYeHHE C IPYTH TIPENAPaTH U KOTATo ce
NOBHIIABA f03ata. Cile10BaTEHO, KoraTo ce npueMa TPHHOMHA, He Ce NpernopLyea Ja ce modMpa WiH aa
ce paboT ¢ MALIMHH B MPOABIIKEHHE HA HAKOIKO YaCH.

4.8 Hexejanu JeKapCTBEHH PEAKIIAN

Pestome Ha npoduna na GesomacHoet
Tpunomua TpsGea fa ce H3MO3RA CaMO KATO 3aMECTHTENHA TEPANHSA [IPY NALMEHTH afeKBaTHO
KOHTPOJIUPAHH ¢ MOHOKOMITIOHEHTH NMPHJIAraHH €IHOBPEMCHHO B €KBHBAJIEHTHH TCPALICBTUMHY JO3H,
Haif-yecTHTe HEXENAHH PeakuMK, CBBP3aHH ¢ JIEISHHETO ¢ ACTIHPHWH C2 CTOMALIHO-YPEBHH O
Sl3Ba ¥ KBPBEHE & HE YeCTH (Mo-Manko ot | ciyyaii Ha 100). [Tepdopauusa Ha cToMaiy
MHOTO psiako (no-mMauko ot 1 cayyaii va 10 000). HezabarHo undopmupaiite Bauua 1
3abeexuTe, YEPHH HINPAKHEHHA HIIM KPbB B [IOBBPHAT MaTepyal {[IPH3HALIH HA Te
KEpBEHE).

H3BecTHH HEXENaHH peakiuy npu Tepamm © paMMIIPILT BKTIOYBAT YIOPWTA CYXa Kalk




TepaNHA ¢ PAMHUIPH BIJIIOHBAT aHTHOSNEM, OBOpeuHH H yepHoApoOHH yBpexaanus. Heyrponenws,
arpanynonyro3a ce Habmonasar paaxo (mo-manko ot | cayuaii ga 1000).

Muanrus (601K B MycKynHTe, MyCKYJTHH CIIa3MH, IOAYBaHE Ha CTABHTE) € 0611a HeXKenaHa peaKIHs npu
NedYeHHe Che cTaTHHK. Muonatus u pabaoMuoimsa ca penxu (no-mManko ot 1 cyqait va 1000).
MonuTopusr Ha kpeaTHHHHKHazaTa (KK) Tpa6ra 1a ce NpoBesaa KAaTo MACT OT OEHKATA Ha
NalHEHTHTE CHC 3HAYMTENHO NMOBHLIEHH HUBA Ha KK B HauamoTto (> 5 neTH nag ITH).

Cropen 6azara nannu oT maleb0-KOHTPONIHPAHUTE KIHHHYHH NPOYYBAHHA C aTOPBACTATHH ¢ 16 066
naimeHtn (8755 na atopeactatuu cnip, 7311 ua nutane6o), nexyBaHH 3a CpesieH HEPHOJ OT 53 CeAMMLIM,
5,2% OT NMAIMEHTHTE Ha aTOPBACTATHH CIHPAT JICYEHHETO NOPAgH HEXEARHH PEaKIMH B CDABHEHHE C
4,0% oT mauMeHTHTE Ha ILtanedo.

Kakro # nipu apyru HMG-CoA penykTashu HHXOHTOPH, IIPH MAUVEHTH, I0Jy4aBallld aTOPBACTATHH, CE
CHODIIABAT MOBHIIEHH CEPYMHM TPAHCAMHHA3H. Te3d mpoMeHH OOWKHOBEHO Ca JIEKH, NPEXOAHH ¥ He
HanaraT CrMpaHe Ha JICUeHHero. KiMuuuno 3ra9MMH (> 3 0bTH Haf ropHata rPaHHLA HA HOPMATA)
MOBHINEHHA HA CEepYMHMTE TpaHCAMHHA3H HacTwiBaT mnpH 0.8% oOr nauMedTHTE Ha nedeHWe C
aropeacTaTyH. Te3H MOBUINEHHA Ca A0303aBHCHMM H ¢a OOPATHMH NIPY BCHMKH MALHEHTH.

[loBHlieHH cepyMHH HHBa Ha xpeaTnHKkHHa3aTa (KK) noseue ot 3 neTu Haj ropHaTa TpaHHUA Ha HOpMAaTa
HACTEMBAT MpU 2,5% OT NAUMEHTHTE HA ATOPRACTATHH, MORo6HO Ha xpyrn HMG-CoA penyxTasnu
WHXHOUTODH IIp KIuMHMMEM npoyusawud. Huba mag 10 meTM Hag ropHaTa rpaHAua Ha HOpMara
HacThnBar npH (,4% oT jleKyBaHHTe ¢ ATOPBACTATHH MAlHEHTH (BXkK. To4Ka 4.4).

TTpH HAKOM CTATHHH Ce CHOOLIABAT CNEIHHTE HEXENAHM PEaKLIHH:

- Hapywenns na nonosata QyHKIus,

- Jemnpecus.

- EauHuuHn ¢iiydau Ha untepeTmuuamHa GenoapoGHa Oonect, ocofeHo NpH ABIMOCPOUYHA
Tepanus (BK. Touka 4.4).

- 3axapen auaber: YecToTaTa 3aBHCH OT HAJIHYMETO MMM JIMICATA HA PHCKOBH (aKTOpH
(xkpBBHA rMIOKO3a Ha rmagHo 2 5,6 mmol/l, HTM > 30kg/m?, nosulIeHH TPHLIMIEPHIH,
aHaMHEe3a 32 XHNePTOHHA).

TabanyHo PE3OME Ha HEMEJIAHHTE ICKAPCTEEHH PCAKLIH

Tabaupa 3: He:xxenann peakunn
MHOr0 HecTH (Z 1/10); uectn (= 1/100, < 1/10); Heuectn (= 1/1000, < 1/100); peaxu (> 1/10 000, < 1/1000);
MHero penks (< 1/10 () , ¢ HeH3IBECTHA YeCTOTA (0T HANHYHHTE AAHHH HE MOKE 14 ObIe HATIPABEHA

OLIEHKA)
HeeToTa
Cncremo-
op”]::::[];g:c " Hekeaann peatnin Pamunpun | Atopracraruu ACK
EosnHodmius. HeuecTu

Tlonmxen Gpoit neBKOLHTH(BKIHOUKTEHO
HEYTPOREHUA HITH arpaHyIoLHTOza),

MOHHAKEH Opoll epHTPOLITH, NOHHKEH Penxn
Hapywenua na XEMOTTIO0HH, IIOHHKEH TpomOounTeH Gpoi
KprBTa i {TpoMBouHTONEHHA).
MiMpHaTa TeXKY XeMOpParHH, KOMTO B HAKOM Cliyqau
CHCTEMA MOrar JIa ca KHMBOTO3aCTPAIABAIIIH,

HanpuMep cLoOIIABAT C& MO3IBYHH
KPBLBOM3NTHBH, 0CO0EHO TIPH NAUNEHTH ¢
HEKOHTPOIHPAHA XUTIEPTOHHS H/HITH
CBITBTCTEAILD ITETEHHE ¢ AHTHKOATYIAHTH,
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Habmonananu ca cmyyau Ha KbpBEHE kAT
KBPBEHE OT HOCA, KbPBEHE OT BEHLIHTE,
KOXHO KbpBeHe WM KbPBEHE OT Ypo-
TeHHTATHUA TPAKT C Bb3MOXKHO YIBAKABAHE
HA BPEMETO Ha ChCHpBaHe (B, TouKa 4.4),
Tosu edext Moxe 1a nponbaEn 3a 4 1o

8 mHU crex nprema.

Penku

TpombouTONEHHA.

Pengxn

KocTHOMO3BYHA HE JOCTATRUHOCT,
NMAHLHTONEHHA, XEMOMHTHYHA AHEMMUA.

C HeH3BeCTHA
geCTOTa

Cromauixo-
YpeBHU
HApYLIeHHA

CToMaIHO-MpeBHN OMIAKBaHHA KATO
KHCEIHHH B CTOMAX4, rajeHe, NOBphiIane,
CTOMAITHH GONKH H AHAPKA.

MHuoaro
qeCTH

Mama kpsBO3ary0H 0T CTOMALIHO-UPERHIS
TPaKT (MHKpPOKbpBEHE),

Mauoro
yecTH

Hlucriencus, raieune, AHApHSL

Yectnn

YeeTn

IMospsimnane.

Yecu

Heuectn

Hapywenus Ha XxpaHoCMIIaHETO,
nuckoMQopT B KopeMHaTa ofnact.

Yectw

CroMamMo-upeBHo BL3MaNeHUe.

YecTn

Heuectn

3anek.

HeyecTH

Yectn

OnatyneHuus,

Yectu

CroMaltHO-YpEBHH A3BH.

Heuectu

CTOMaIJ.IHO-lipEBHO KhpPBEHE.

Heyect

Kennzone@HLHTHA aHEMUA TOPAIM OKYIITHH
KPLEO3aryOH OT CTOMANIHO-YPEBHHUA TPAKT
¢aea IbArocpodHa yrotpeba.

Heuectu

Bonku B TopHaTa H JOIIHATA MacT Ha Kopema,
OpHTrBaHE, DAHKPEATHT,

Heuectn

[TankpeaTHT (cmyvan Ha daTaneH H3IXoa ca
chOOUIABAHN HIKMIOYATENHO PANKO APH
ynotpeta va ACE-unxuburopu),
NOBMHIIEHNE HA IAHKPEACHHTE SHIHMH,
AHTHOEAEM Ha TBHKOTO 4epBo, H0NKH B
ropHAaTa YacT Ha KOPEeMa, BIIKOYHTENHO
FaCTPHT, CYXOTa B YCTATA.

Heuectn

Cnocur

Peaxu

ITepdopatina Ha cToMalIHO-4PEBHA A3BA.
HezaGaBHo ysenomere Bamua nekap, Korato
3abenexuTe HepHH HINPAKHEHKA MITH KPBE
B IOBBPHATH OT Bac MaTepun (npu3Hauy Ha
TEXKKO CTOMAMIHO KEPBEHE).

MHoro
pelKu

AdQTe3eH CTOMATHT.

C HeH3BECTHA
YeCTOTA

PecrinpaTopHu,
IPBHH 4
MEIHACTHHATHHA
HAPYUIEHHA

HapoxcusmaneH 6poHxocnasbsM, CepHO3EH
3a4YX, PHHHUT, HARATHA KOHIECTHA.

Yectn

dapuHronapHHreaIHa BOJIKA, EMHCTAKCHCE,

Yectu

HenpoaykTHBHA, OpazHeina KauimMIa,
OpPOHXHUT, CHHYINT, 330YX.

Yecrn

BpOHXOCﬂaB’l:M, BRIKYHUTEITHO OﬁocheHa
4CT™a, HalajIHa KOHTECTHA,

HevecTtn

Hudexipn u
HHeCTAlHH

Hasodapuurur.

Hapywenus na
HepBHATA
cHcTEMa

I'mapobonue.

Yectn

3aMafaHOoCT.

Yect

CpeToBbpTeK, arey3us.

Hevectn
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IapecTesus, musreysus.

Heyect

Heyectn

XHI0ecTeINd, AMHEIU,

Heuectn

[lepudepya HeBponaTH,

Penku

TpeMop, HApYIIEHHE HA PABHOBECHETO.

Peaxu

Mo3B4Ha NCXEMHA, BKAUKTEIHO
HCXEMHYEH WHCYNT H IPEXOAHH HCXEMHYHH
TIPHCTRITH, NCHXOMOTOPHH HApPYIICHHS,
YYBCTRO 33 MapeHe, NapocMiui,

C HeuspecTHa
YeCTOTa

['maBoGonue, 3aMagHOCT, HAPYIUEH CITYX HIH
LIYM B YIIHTE (THHHTYC) H MCHXHYHA
ofppkarocT

Hee
IPHIOKHMO
(Moxe na ca

CHMIITOMH
Ha
NpenoIHpaH
e (Bx.
Touka 4.9},

Hapyiuenns na
KOXaTa H
MOAKOKHATA
TBKAH

OGpuB no-crneLuaTHe Makyno-nanyapes.

Yectnn

Ko#HH peaKLii.

Hevectn

Ypruxapus, KoxeH o0puR, copbex,
anonenus.

Heuecru

AHrHoeaeM,; IRKIMIOUHTEIHD PATKO

0OCTPYKUMA Ha IHXATENHNTE MbTHINA B

CTIEACTRHE Ha aHFHOEEM MOXE 13 HMa
ATaJIeH M3X0J, ChpOEK, XHIEPXHApPO3a.

Heyectn

AHTHOHEBPOTHYEH OTOK, y03eH TepMaTur,
BKJIIOYHMTENHO epHTEMa My ITHdhOpME,
CHHJIpoM Ha Stevens-Johnson u Tokcuuna
enHIepMallHa HeKpOoNu3a.

Pemku

ExkconyarHBeH nepMaTHT, YPTHKApUA,
OHHXO0JIM38.

Penku

Peakiis Ha hOTOUYBETRUTEIHOCT.

MHoro pefku

Eputema myntHdopme.

C HeH3BeCcTHa
YecToTa

MHoro
peaku

Cunnpom ua Stevens-Johnson, TokcHuHa
EMHAEPMaNHa HeKpOH3a,

C HeH3BecTHa
YeCcToTa

ITemcurye, Brouen Ncopuasuc,
nicoprasoGopMeH BepMaTHT, eM(pUroua
HITH JAHXEHOH/EH eK3AHTEM HITH EHAHTEM,
ATONELHs.

C HeusBecTHa
qecToTa

Hapyuienua Ha
HMYHHATA
CHCTEMA

AJICpriiiHH peakyuH,

Yectr

Peakuni Ha CBPBXYYBCTBHTENHOCT Ha
KOXaTa, IUXaTelHUTE TThTHINE, CTOMAIIHO-
YPEBHUA TPAKT M CHPACYHO-ChAOBATA
CHCTema, 0coOEHO [IpH NAMEHTH ¢ ACTMA (C
TE3N BBIMOKHH CHMATOMH: TOHHXEHKE HA
KPBEHOTO HaJIATAHE, 33/1yX, PHHHT, HazanHa
KOHTeCTHA, aHA(QMITAKTHYEH II0K, SAeM Ha
Kaunke),

Penxn

AHapuTakcus.

MHoro penku

AnabHnakraiHa HiIK aHaOHIAKTOH IHH
PeaknuH, NOBKIIEH THTHP HA
AHTHEYKICAPHY aHTHTETA.

C HemHzBecTHA
YecToTa

XenarobunnapHH
HapyIeHHs

XenaTHr.

TToBHIIEHH 9epHOAPODHH eHIHMH H/HIH
KOHIOTHpaH 6unnpyOuH,

HewecTit
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Xonecrasa.

Penku

XonecTaTHIHA KBITEHHLR,
XEIATOUENYIApHO YRPEWIAHE.

Pemaxu

HepronpoGHa HeZOCTATRUHOCT.

Muoro peaxu

IosHieHY CTOMHOCTH HA KPLEHHTE MHoro
YEpHOAPOOHH TECTOBRE, PeIKH
Octpa yepHoapoOHA HENOCTATBYHOCT
Tha fiepHonp ’ C HeM3BeCTHa
XOAECTATHYEH WIIH LUTOMTHIEH XENATHT
Yecrora
(paTanHUAT HIXOM € MHOTO PSTBK).
BEb6pedno yspexIane, BITIOMHTEHO 0CTPA
OOpeYHa HeAOCTATHUHOCT, 3ACHICHO
Hapywenus sia | oTAendHe Ha ypHia, BICIIARaHEe HA Hewects
T
6w0pemmTe u CBHINECTBYBAILA TPOTEHHYPHA, TOBHILEHA
NHKOYHHTE ypes 8 KpbBTa, NOBHIIEH KPEATHHHH B
[TBTHINA KPhBTA,
Bubpeuno yspexgane. Mmuoro
peaKH
XHUneprisKeMus, Yectu
Iopnuen xanuit & KpreTA, Yectn
XHNOTTHKEMHA, Muoro
Hewectu
pelkd
Hannasane Ha Terno. Heuectn
Hapymenns na AHOpEKCHA. Heuectn Heuectn
MeTaboMH3MA H Tlonmxen anerur., Heuecty
XPaHEHETO B HHCKH [03W aleTHICAMMIHAOBAT]
KHCENMHA IOHWKARA eKCKPellUITa Ha
Muoro
NHKOYHA KHcenuHa. [IpH natmenTd ¢
IIOAArpa TOBA MOMKE Ja IIPUMHHK IPHCTHITH pedin
Ha NoAarpa.
[MoHWXEH HATPUH B KPhBTA. C neH3BecTHa
YECTOTA
KowmMapru coHALNA, Oe3cpHHe, Heuectn
JefnpecHBHO HACTPOEHHE, TPEBOKHOCT,
I HEPBHOCT, HECTIOKONCTRO, HAPYIUEHHA Ha Heuectu
CHxHHhH CBHA, BKOYHTEIHO CHHIHBOCT.
Hapyienua CherosHue Ha ofhpraHoCT. Peaku
HapyeHds Ha BHUMAHHETO. C HeM3BECTHA
YECTOTA
Hapywmenns Ha 3aMbreHO BHKIAHE, Heuectn HeuecTt
OuHTE 3pMTENHO HapyluenHe, Heuectn Penxn
KOHKOHKTHENT. Penxu
Hapyuienus na TunKTYC. Peuku Heuectu
yxoTo n Hapymrenus Ha cnyxa. Peaxn
nabupsHTA
3ary6a Ha CITyX. MHoro peaxu
Muanrus, MycKynEM CrazMHy. Uectit Yectn
Bonku no kpalfinuuuTe, nonysade Ha Yecrn
Hapymwleunst H8 | crappre, Gomn n repha,
MYCKYIHO- ApTpanTHa. Hevectn Yeern
CkelleTHata Bo/IKi BBB BpaTa, MYCKYJIHA YMOpa, Heqccy{h}i v
CHCTEMA U 7 A
MuonaTH, MHO3HT, pabaoMuonusa, L
ChHEAUHHUTENTHATA - ;
ThKAH MYCKY/IHA pYNTYpa, TEHAOHONATHS,

IIOHAKOTa YCNOXKHEHA ¢ PynTypa.

HMmyHOMenApana HEKpOTHRHPAINZ
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MHOIATHA (RK. To4Ka 4.4), HECTOTa

Jhmyc-nonoben cuuApOM MHoro peaku
Hapymenus Ha | TpaH3uTOpHA €PeKTHIIHA HMIOTEHTHOCT, Heueorn
BLINPOMIBOAKTEN ) NOHMKEHO THEHT0.
HATa cMcTeMa H | [MHEKOMACTHA. C Hem3BecTHa
CbpaaTa 4ECTOTa Muoro pezch
O6mn I'peana Goska, yMopa. Yecrn Heuecru
HapyLIEHus 1 [pexcus. Heuectu Hewectn
edexTi Ha Hepasnonoxxenue, nepudeped otok,. Heuecrn
MACTOTO HA AcTenma Po o
TIPUTIOKEHHE AkH eHecTa

[TaTonoririHo IpomMereHH YepHOAPoGHH

GyHKIHOHATHN TECTOBE, ORUILIEH Yectn
Hzcnenpannn

KPEATHHKHHEA3A B KPLBTA.

losuTHBHA YPHHA 32 TEBKOLIHTH. Hegectu

MuokapHa HeXeMHA, BKIIOMHTEIHO @HTHHA
Copreunn NEKTOPHC HIH MUOKapAeH HHBapKT,
Ha:ymenu;{ TaXHK:pHHR, apmmu:, naﬂnnfaguu, Hesectn

nepuepHI OTONN.

XHIIOTOHHS, OPTOCTATHYHO MCHIKEHHE Ha Yecty

KPBBHOTO HAJTAHE, CHHKOIL
Ca/I0BH 3avepBapaHe. Hewectn
HApYLUIEHH# ChioBa cTeHO3a, XHTIONEP(Y3HA, BACKYIIHT. Peku

Uenomen Ha Raynaud. C Hen3pecTHa

4ecToTa

Crobuwarane HA NONO3UPAHN HEXKEIAHH PEAKIHH

CrofmasaneTo Ha MONO3UPaHH HEXENAHK peaklliK Clle]| pa3pellasane 3a ynoTpe6a Ha JIeKapcTREH s
MpOAYKT € BaxHO. ToBa no3sonABa na Mpos/uki HabNIOEHHETO Ha CHOTHOLIICHHETO NOJI3a/PUCK 3a
NEKAPCTBEHUA TIPOAYKT. OT MEIUUMHCKUTE CEIMANUCTY C& W3HCKBA A3 choOIIABAT BCAKA NOAOIHPaHA
HeXeNaHa peaxklMA Ype3 HalMOHATHATA CHeTeMA 3a ChobIaBaHe:;
H3anenHuTeNHa areHUHA IO IEKapCcTBaTa
ya. ,Jamsau I'pyes” Ne §
1303 Codusa

em.: +359 2 8903417
yebealiT; www.bda.bg

4.9 Ilpenosmpane

Auvemuncaruyunosa xuceuna

IIpu XpoHHIHO NpeRO3UpaHe HA AUETHIICANTHIILIOBATA KHCE/IHHA IPeobNaaBaT CUMITOMHTE OT CTpaHa
Ha LIGHTPAJTHATA HEPBHA CHCTEMA KaTO YHECEHOCT, 3aMAAHOCT, OOBPKAHOCT WIH TAEHE (CANMITKTHIEM),
OcTparta aleTWICATHIMIIOBA HHTOKCHKALNS OT APYra CTPAHA € TEXKO HAPYIIaBaHe HA KHCEMHHO-
aJTKaIHOTO paBHOBeCcHE. JlopH B IpaHHULIUTE Ha TEPANSBTHYHUTE JO3H 3aCHISHOTO JIHLIAHE BOAM 10
pecnHpaTopHa AKAN03a, KOATO Ce KOMIEHCHpa upe3 oBuuIeHa Os0pevuHa excKpeL s Ha
Xuaporenxapbonar, 3a na ¢e NoAAbpaa HopManto pH Ha kpeeTa, TIPH TOKCHYHH 1034 KOMIIEHCALMATA
noBeye He € oCTaThyHa M pH Ha KphBTa ce MOHHKABa, KAKTO U KOHUEHTPALMATA HA XHAporeHKkap6oHaTa.
Ha momenTi pCO; B m1a3mara Moxe 1a € HopManHo. CHCTOAHMETO HITNIEKAA KATO meTabonHTHA
auuno3a, BEMpekH Ye ¢ KoMOMHAIMA OT peclTHpaTOpHa M MeTab0NIMTHA auuao3a. [IpuinHize”
OrpaHMYaBaHe HA JUUIAHETO OT TOKCHYHH 103M, HATPYNIBAHE HA KHCEJIWHE, OTYACTH MO
enuMHHEpane 0T bubperte (cspua u hocdopHa KHCENHHA, KAKTO M CANHIIIIOBA KHCE g
KHCEJIMHA, ALETOLETHA KHCE/TMHA M IPYTH) NOPAAH TEXKKO HAPYIIEHHE HA RHIJIEXH]T T
Ocaen TOBa ce Hab/MIOAABAT ENEKTPONMTEH THCOATANC ¥ roneMu 3ary6H Ha kanuii. :\ -
¢

o

Memﬁo{m
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Cumnmomu Ha ocmpa UHMOKCURAYUA

OcBeH HapylleHHs Ha KNCETHHHO-ATKAIHOTO PABHORECHE, ICKTPONIHTHI HAPYLWeHdA (Hanp. 3ary6a Ha
Kanui), XHIOTIIHKEMHS, KOXHU 0OPHBH H CTOMAILHO-YPEBHO KBPBEHE C€ HAGTIONABAT CHIIO CUMITTOMM
KaTO XUNEPBEHTHIIALMA, THHUTYC, rajieHe, MOBPhIIAHe, HapyIeHHe Ha 3PEHUETO H CIyXa, TaBoboue,
3aMaAHOCT M Ae30pHeHTaums. Texkara unTokcukauus (aan 400 ug/ml) moxe na nosene fo AeaupHyMy,
TPEMOD, PECIIMPATOPEH AUCTPEC, OTEHE, AEXUAPATALHA, XUNepTepMus 1 koma. Ipu neranau
HHTOKCHKALIMM CMBPTTa OOHKHOBEHO Ce NPMHKHARE OT OTNAIAHE HA AMXATENHATA QYHKIA.

Tepanus Ha UHMOKCURAYUR

ObXBaTHT Ha TEPANEBTHYHH BHIMOXKHOCTH TIPH OTPABSHE ¢ ALETIICATHIIIIORA KUCE/HHA Ce ONpeess oT
TENKECTTA, CTAANA W KTHHHYHHTE CUMIITOMHM Ha HHTOKCHKANMATA. T¢ CHbOTBETCTBAT HA CTAHAAPTHHTE
IpoUEeTypPH 32 HAMANABAHE Ha abcopONHATa Ha BEIECTBOTO, GallaHCHPAHE HA XUAPATALIMATA H
€NIeKTPOTUTHTE, KAKTO H 33 KOUTPOJIMPAHE Ha HapyIIeHaTa TeMNepaTypHa PeryIalKa M IHXaTeIHaTa
(yrxuus. Tepanuara ce IOMHEVPA OT JICYCHHA, KOMTO YCKOPABAT EUMHHHPAHETO U HOPMANH3HPAT
KHCENTHHHO-ATKAJIHOTO H €IEKTPOIMTHOTO paBHOBeCHE. B JJonkiHenye Ha BIHBAHMATA HA HATPHER
OHKapOOHAT U KATHEB XTOPHA ce MPYIIATAT ChLIO U AuypeTHLH. CToliHocTTa Ha pH Ra ypuHaTa Tpafsa Ja
€ OCHOBHA, 33 J1a Ce YBEJIH'M CTelleHTa Ha HOHH3aLMA HA CA/IHLIWIOBATA KHCEIHHA B PE3YJITAT Ha
nonwkeHara TyGyiHa peabcopbuma. CuiHo ce npenopbysa KOHTPON Ha OHOXMMHYHHTE MOKA3aTelH Ha
kpraTa (croiiHocT Ha pH, pCO,, 6HkapBonar, kanmii, u T.H.). TexKuTe CTyUaH MOTaT 42 HANAraT
XeMOHAIH3A.

B cnyyaii Ha nogoaupano npeaosupaHe NaMWEHTHT TPIOBA ia ocTaue noj HAbmoIeHHe 32 24 uaca,
NnopajH TOBA, He MOABATA HA CHMIITOMH M HA OTKPHBACMH TUIASMEHH HHBA Ha CATMLIMIATH MOJXeE 1a
OTHEME HAKOJKO 4Yaca.

Amopeacmamun

JIuncea cretduuHO NeYeHHe 3a MPEO3HPAHETO HA aTOpBacTaTUH. B Cly4aii Ha MpeRo3HpPaHe MAIHEHTHT
Tpabaa fa ce TeKyBa CHMITTOMATHYHO H [ia Ce 3aMOouHAT CHMITTOMATHYHH MEPKH criopes HyxauTe. 1pabra
Na c¢ OMpedeIAT 4epHOAPODHHTE (hYHKIHOHANIHH TECTOBE U 1A Ce NIPOCNEAIBAT cepyMHHTE HHBA Ha KK.
Ilopanu 3HAMHTEIHOTO CBbp3BaHE HA ATOPRACTATHH C IIA3MEHHTE GelIThIM HE Ce 0UAKBA XEMOIHATH3ATA
Aa JOBEAE A0 3HAYHTENMHO YBE/IMYCHHE Ha KIHPBLHCA HAa ATOPBACTATHH.

Panvunpunr

CuMniToMuTe, CBLp3aHU C npeno3npane Ha ACE unxubuTopu, Morat fa BKITIOYBAT NMPEKOMEPHA
neprgepHa Ba3OAMIIATAINA (C H3pA3eHa XMIIOTOHHA, 110K), GpaHKap/Iis, eeKTPOIHTHH HAPYLIEHHS 1
6b6peuna HegoctaTkunocT. IlanHenTsT TpalBa 1a ce Npocnensea CTPUKTHO W leueHueTo TpaGea 1a e
CUMIITOMATHYHO M NOJUTBPxkawo. IIpeanaranute MepkH BKIIOYBAT MEPBHYHA ASTOKCHKALIMA (CTOMAIIHA
NPOMHBKA, IPUIOHKEHHE HA afcOPOEHTH) U MEPKH 3a BB3CTAHOBABAHE Ha cralunHa XeMoJHHAMHKa,
BKIIOUHTE/THO NPUIOKEHHE Ha andal -anpeHeprHiHH aroHUCTH HITH TIPHIOKEHHEe HA aHrMoTeH3uH 11
(anrvoTeHsuHaMHNT). PAaMHENpHIAT, AKTHBHHAT METAGOIMT HA PaMUIIPHIT, CE OTCTPAHABA B HHCKA CTENEH
oT 06110To KpeBOCOpAallieHHe Ype3 XeMOAHAIIH3A,

5. ®APMAKOJIOTWYHH CBOMCTBA
51 QDapmMakoIHHAMHYHH CBOICTBA

Qapmakotepanesruina rpyna; HMG-CoA penykraznd MHXu6HTOpH, APYTrH KOMGHHAUHH.
ATC xon: C10BX06

IleauaTpuuHda morTynannug

Epporneiickara areHLHs [0 jiekapcTBaTa ocBOO0KAARA OT 3aAL/DKEHHETO 32 MPeJoCcTa ge
OT [IpOy4BaHKATa ¢ TPHHOMHA BBE BCHYKH TOATPYITH HA NIEAHATPHYHATA MOy 1aLMA 3

r,:{./_.- e
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Ayemuncanuyuiosa xucenunag

AueTuicanvuunosaTa Kucen1Ha HeobpaTumo HHXU6Hpa TpomBouwTHAaTa arperaums. Tosu edexT BBHPXY
TPOMOOLMTHTE € MOPAjH aLSTHIMPAHE Ha LMKIOOKCHTeHasaTa. ToBa HeobpaTiMo uHXHGHpa cHiTe3a Ha
TpomOOKcaH A» (koiiTo mpoMoTHpa TPOMGOLKMTHATA ATperamus U ¢ Ba3OKOHCTPHKTOPEH NPOCTarJadauH)
B TpoMbouKTHTE. TO3H eheKT ¢ NOCTOAHEH M OGHKHOBEHO NPOALTKARE 33 LIEAH 8 IHEBEH KHBOT HA
TpoMmOGoLKTA.

Ilapapokcanto aneTHICATHIIOBATA KHCEHHA CHINO HHXHOMpA cuHTE3a Ha MPOCTAIMKJIMH
(mpocrariiaHauH, HHXHOHPa TPOMOOLKMTHATA ArPeraLd, HO ¢ Ba3OJMWIATATOPHH e()eKTH) B EHAOTETHHTE
KJIETKA Ha KPBBOHOCHHTE ChAoBe. To3M edekT ¢ BpeMeHen. Beauara mom aneTHicaidiuiosara
KHCENUHA Ce eJIMMUHUPA OT KPBBTA, ANPOHOCHHTE €HIOTE/IHH KIIETKH OTHOBO CHHTE3HPAT MPOCTALMIUIHH,
B pesynrar Ha TOBa €HOKPATHA, HUCKA, eXeIHEBHA 1033 AlCTHICATHIMIOBA KHCEIHHA (< 100 mg/nen)
BOJIM 10 MHHXHOHpaHe Ha TpoMGokcaH Az B TpoMBOLMTHTE Ge3 3HAYHTEIHO /14 IIORIHABA CHHTE3a Ha
[IPOCTALIMKAHH.

ALETHIICATTMIHIIOBATA KHCENHHA C& OTHACA CHILO KbM IPynaTta Ha KHCEMHHOOGpasyBaluuTe HECTEPOUIHH
NPOTHBOBE3NATHTE/IHH CPEACTRA ¢ AHANTCTHYHH, AHTHITHPETHYHH W TIPOTHBOBB3NANHTENHH CBOHCTEE.
MexaHUIMET Ha NeiCTBHETO MM Ce CHCTOM B HEOGPATHMO HHXHOHDAHE HA HHKTOOKCHI€Ha3HHTE SHIHMH,
KOMTO Y4acTBaT B NPOCTANNIAHIWHOBHA CHHTE3. B N0-BHCOKH [103H aLETHICATHLIMIOBATA KHCEIHHA Ce
W3TI0/13B4 34 JICUCHHE Ha JIeKa 10 yMepeHOo CHIHa (o/ka, NOBHILIEHA TelecHa TEMIIEPATYpA H 3a JieHeHHE
Ha OCTPH M XPOHWYHH BB3NAIHTEIHH 3a00/ABAHMA KATO PEEMATOHAEH PTPHT.

ExcrieprMeHTaNHUTe JAHHK NOKa3BaT, 4e HoynpodeH MoxKe a HExubupa TPOMGOUMTHATA arperanms o1
AUETUICANTHIMIORATA KHCEIMHA B NIO-HUCKH JI03M, KOraTo ce mpuiarat 3aequo. [lpu exso npoyusane,
CpABHABANIO e(eKTa Ha IPUNOKEHRETO Ha eHOKpaTHA 032 uGynpoden 400 mg 8 waca npenu win

30 MUHYTH OpeH IPAIOKEHHETO HA 81 Mg aUeTHICAIUIMIOBA KiceTnHa (B TabneTka ¢ He3abaBHO
ocsoboxnapaHe), ce Habmonasa otcnabane Ha edeKTa HA AUSTIICATMLUNOBATA KMCETHHA BHPXY
obpasyBaueTo na TpoMGOKcaH MK TpoMGoLUTHATA arperauus. Te3n nanu 06aye ca OrpaHHYEHH, Thil
KaTO HE € ACHA eKCTPANOIAIMATa Ha TE3H JAHHM KbM KIHHHYHATA NIPAKTHKA. 3aTOBA HAMA NPHIGKUMO
3AKIIOYEHHE OTHOCHO PE/IoBHATa yrioTpeba Ha MOYNPOQeH H CHIIO TAKA HAMA KIHHHYHO 3HAYHM E(eKT,
KOHTO MOXKe Aa ce CUMTA 32 CBBP3aH Che CilyuaiiHaTa ynorpeba Ha HGynpoden,

Amopeacmamun

ATOpBacCTATHH € CE/IEKTHBEH, KOHKYpeHTen nuxubutop Ha HMG-CoA penykrasara, kosTo e
OrpaHMyYaBalll¥Aa CKOPOCTTa €H3MM, OTrOBApAL 33 IPEBPBIIAHETO HA 3-XU/IPOKCH-3-METHUN-TIYTapHI-
KOCH3HM A B MEBAIOHAT, KOHTO OT CBOA CTPAHA € TIPEKYPCOp HA CTEPOIUTE, BKIIOUHTENHO XOJIECTEPOIA.
TpurnHuMpenyTe ¥ XONECTEPONBT B YePHHA APOD ce BKIIOMBAT B JHTIONPOTEHHETE ¢ MHOTO HUCKA
mreTHoCT (VILDL) 1 ce oTgensr B nnasmara 3a JocTaBka 0 nepHepHUTe ThKaHK. JIMMONPOTEUHET ¢
Hucka rwibTHocT (LDL) ce of6pasysa or VLDL u ce xaraGonmsmpa OCHORHO 4pe3 pelienTopa ¢ BUCOK
admanTeT KM LDL (LDL peuerrrop).

ATODBACTATHH IOHIDKABA [LIA3MEHMA XOJIECTEPON W CEPYMHHTE JIHIIONPOTEHHOBH KOHLIEHTPALIMH Hpe3
uHxuOupane na HMG-CoA pemykTasara 4 nociensau GHOCMHTE3 Ha XOIECTEPON B YepHHA Apob 1
nosuiaBa Gpos Ha yepHoapoGHUTe LDL peuentopr BPXY KIE€THYHATA IOBLPXHOCT 32 MOBHINEHO
3axBallaHe u katabonuibsm ga LDL.

AtopBacTaTHH noHwxaea obpazypaneto Ha LDL 1 6pos na LDL 4acTHUmMTE. ATOpPBACTATHH BOAY A0
3HAYMTE/HO M IPONB/DKUTENHO NOBUIIEHHE Ha akTHBHOCTTA Ha LDL peuentopa 3aeano ¢ Gmaronpusraa
MPOMAHA B KAYECTBOTO Ha uupkynupawute LDI wactnuu. ATtopBacTaTiH e edeKruseH npy pon
Ha LDL-C 1pu nauuenTy ¢ xoMoaurotHa GpaMHIHa XHIEPXOECTEPOIeMUs, KOHTO TIPE/IC
KOATO OOUKHOBEHO HE OTTOBAPSA Ha JIMIW/-TIOHIDKABAILHTE ICKAPCTREHH MPOAYKTH. 7

JloKa3aHo e, 4e aTOpPBACTATHH NOHWKABA KOHLEHTpauuTe Ha o6ums-C (30% - 46%),
61%), anonunonporen B (34% - 50%), v Tpuranuepnan (14% - 33%), xato Boau o
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noBuweHud Ha HDL-C u anonunonporens Al B ycioBHATA Ha IpoyYBaHe 3a JO30BHS otroBop. Te3u
pe3y/ITaTH ChOTBETCTRAT HA PE3YNITATHTE TIPH NMALMEHTH ¢ XETEPOIHIOTHA (haMITHA
XHIEPXOECTEPONEMHA, HehaMIHN HOPME Ha XHTIEPXONIECTEPONIEMUS H CMECEHA XHITEPTHITALEMH,
BRJIOYHTETHO NIALMEHTH ¢ HHCY/IMH-HE3aBHCHM 3axapeH auaber.

HoxasaHo e, e nonmkenuero Ha o6mma-C, LDL-C 1 anonunonporens B Hamanssa PHCKa OT CHPAEUHO-
CBIOBH CLOUTHSA M CHPACUHO-CBAOBA CMLPTHOCT.

Kaunvuna epuracriocm u 6ezonacrocm

HEO!DH.H&KTHK& Ha CLpAEYHO-CHJIOBO sabonsgeane

EdexreT Ha aTOpRacTaTHH BLPXY datanka 1 HedatanHa ucxemusHa GONECT HA CHPLUETO € OLEHeH B
PaHIOMH3HPAHO, ABOHHO-CIIANO, TUTALE60-KOHTPONHPAHO NPOY4BaHe, AHITIO-CKAHAMHABCKO IPOYYBAHE
3a CbPACHHO-CBHAOB H3XOJ — KJIOH ¢ MoHWKaBaHe Ha munuaute (Anglo-Scandinavian Cardiac Qutcomes
Trial Lipid Lowering Arm (ASCOT-LLA)). TTaudenTure ca ¢ XunepTonns, 40-79-roguuusy, 6e3
TpeaxoneH MHOKApAEH HHGbAPKT HITH JIeYEHHE 34 CTEHOKaP/IHA H ¢ HHBA Ha obIn XonecTepor <6,5 mmol/l
(251 mg/dl). Benukwn nauuenTs ca HMand Hali-Manko 3 NpefBapUTENHO AeDUHHPAHE CHPACYHO-CHIOBY
PHCKOBH ()JaKTOPH: MBKKH 10JI, BE3pACT >55 roauuu, myuieHe, Auafet, anamuesa sa MBC npu
POACTBEHHK OT NibpBa Jdnus, 061 xonectepon:HDL-C >6, nepudepro chposo 3a6onspane, NesoKkaMepHa
XUnepTpodHs, NPeAXOACH MOLUHO-CHAOB MHITMAEHT, cnenwduana BKT anomamas,
npoTeuHypus/anbymuHypus. He Bcudky BKIIOMEHH NAIHEHTH ¢4 NPELIEHEHH KATO IIALHEHTH ¢ BHCOK
PHCK 33 IBPBH CHPAEHHO-CHA0B HHI[HIEHT,

TauneHTHTE Ca IEKYBAHW ¢ AHTHXUIEPTEH3HBHA TEPAIHA (HITH CXeMa, OCHOBABALIA CE HA AMIOJHIIHH,
WJTH CXEMa, OCHOBABalLa Ce Ha aTeHOMOoN), B KOMOWHAaNKA Wik ¢ aTopeactaTHH 10 mg nHeBHo (n=5168),
Hnu ¢ manedo (n=5137).

EdextsT Ha Hamanapane na abCoMOTHHA M OTHOCHTENTHHA PHCK NMPH YNOTpeba Ha aTOPBAacTaTHH € Ou
KaKTo clefga:

Orrocurento Bpoii Ha AbcomoTHo
HaMalleHHe  MHUMASHTHTE  HaMajieHHe
Ha pucka (Yo} (aropeacTaTMH  Ha pucka'

Huuupeut CIIPAMO (%) CroiiHocT
nnanebo) Hap

Paranua UBC nnroc wedaranen 36% 100 cripamo 1,1% 0,0005

MH 154

0610 cppaeMHO-CHA0BH 20% 389 cnpamo 1,9% 0,0008

HHUMJICHTHH H 483

PeBACKY/1aPH3ALHOHHY

npoueaypH

0610 KOpOHAPHH HHLMACHTH 29% 178 cnpamo 1,4% 0,0006
247

'BB3 OCHOBA Ha pa3iHKaTa B O6IIATA 4ECTOTA HA MHIIMAEHTHTE, HAGMONABAHH [IPH CPEHO
npocneageane or 3,3 rogHHH.
HUbC - ucxemuuna Gonect Ha chpuero; M1 — muokapnen undapkr.

Ob61aTa CMBPTHOCT W CHPIEUHO-CB/IOBATA CMBPTHOCT He ca Guiu 3HauuMo Hamanenu (185 copamo 212
uHuMrenta, p=0,17 u 74 cripamo 82, p=0,51). B ananusa xa noarpynata no non (81% muxke, 19% xenu)
GaaronpusATeH epeKT Ha aTOPBACTATHH ¢ O HabmoNaBaK MPH MBXKETE, HO HE MO3KE Ja CE. wfa‘f@ﬁw
KCHHTE, BEPOATHO NOPAAH HUCKATA YECTOTA HA HHLMACHTH B 3eHckaTa noarpyna. O6mg p&e&@hy
CBA0BATA CMBPTHOCT € YHCIIEHO MO-BUCOKA 1pH xkeHuTe (38 cipamo 30 w 17 cupamo e,
Ouio cTaTHCTHYECKH 3HAYRMO. MMATO € 3BAYNTENHO TepaneRTHYHO B:;anMoneucmue( iﬂ‘c _{aHa fa
OCHOBHATa aHTHXUNepTeH3HBHa Tepanud. [TbpeuynaTa kpaitHa Touka (daransa UBC! He(ba'raneﬂ =
MH) € 3HaUMMO penyLHpata oT aTOPBACTATHH IIPH [AUMEHTH, IEKYBAHH ¢ AMITOHIIHH (Hl\-l"ﬁ%l (0, gir /
0,69), p=0,00008), Ho He u npn Te3n, nexyrsaru c ateHonaon (HR 0,83 (0,59-1,17), p=0, 287){ ~ ,‘.x

~ /f.igqm b\_,‘s“ -
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EdexrsT Ha aTOpBacTaTHH BEPXY (AaTANHO H HEDATAIHO CLPAETHO-CLAORO 3a00NABAHE € CHHUIO OLEHEH B
PAHEOMHIVPAHO, IBORHO-CIANO, MYITHIEHTPOBO, Nalebo KOHTpoIMpaKo npoyusare ITpoyunane Ha
atopsacTatiy npu Auaber (Collaborative Atorvastatin Diabetes Study (CARDS)) npu nausesTs ¢ Tin 2
nuabet, 40-75-ropumnmn, Ge3 MpeaXoIHa AHAMHESA 3a CHPAEMHO-ChI0Bo 3abonasane u ¢ LDL-C <4,14
mmol/l (160 mg/dl) u Tpurmiuepuzu <6,78 mmol/l (600 mg/dl). Bcruku nanmeHTH ca HManH noke 1 oT
CIe{HATE PHCKOBH DAKTOPH: XUIIEPTOHHS, HACTOSLIO HyLIEHE, PETHHOTATAS, MUKPOANGYMHHYPHA HIH
MakpoanbyMuHypus.

IlatenTure ca nexysanu c atopsactatid 10 mg aueHo (n=1428) win mwraue6o (n=1410) OpH MeaHaHa
na npochenaBade 3,9 rognuu.

E¢extsr Ha namanasase Ha aGCOMIOTHHA M OTHOCHTETHUS PUCK TP YIOTpeGa Ha aTOPBACTATHH & GHII
KaKTo creasa:

OTHocHTENHO Bbpoii na Abcomortno
HaMaNeHue KBUUASHTHTE HamManeHue
Ha pucka (%)  (aTopBacTaTHH  Ha pucka'

Huimnenr CTIpAMO (%) CroiinocT
manuebo) Ha p
Fonemn cepaeyHo-CbI0BH 37% 83 coipaimo 127 3,2% 0,0010

HHUMIEHTH ((aTalier u
HedaraneH octep MU, Tux MH,
BHE32ITHA CMBPT BCNEJCTBHE Ha
HBC, HecTabunna creHokapana,
CABG, PTCA, peBackynusaius,

HHCYNT)

MH (atanen u Hedaranen 42% 38 cripamo 64 1,9% 0,0070
OMH, tux M)

Hucyirru (dbaraniu ¥ HedaTanHH) 48% 21 copsamo 39 1,3% 0,0163

' BB3 0CHOBA Ha PA3NIHKaTa B o0liaTa YECTOTA Ha HHIMAGHTHTE, HAGMIOAABAHY TIPH CPELHO
npocneassane ot 3,9 ronunn; CABG - kopoHapeH aprepuanen 6ajinac; HBC - nexemuuna 6onect Ha
cbpieto; MU — muokapaen undapkr; PTCA - nepkyTanHa TpaHCIyMHHATHA KOpPOHapHa
AHTHOILTACTHKA.

Hsama noxazatencTso 3a pasnmuka B edekTa OT TEUSHHETO CNIOPE] 11012, Bb3PAcTTa HIH H3XOAHOTO HHBO
ua LDL-xonecrepora Ha nanuenTa. braronpustHa TeHieHuus € HabmoaaBasa no OTHOLIEHHE HHEOTO Ha
cMbPTHOCT (82 ¢MBPTHH CiTyuau npu mianebo rpynata cnpsMo 61 B rpynaTa Ha aropBacTaTHH,
p=0,0592).

Pamunpun

Mexanusvm na deficmeue

Pamunpunar, akTHBHHAT MeTabONAT HA NPOJIEKAPCTBOTO PAMHKIIPHIT, HHXHOMpa eHInMa
AMMENTHAWTKAPOOKCHITENTHAA3a | (CHHOHHMH: AHMHOTEH3HH-KOHBEPTHpALL €H3HM; KuHWHAa3a IT). B
TA3MATA ¥ TEKAHHTE TO3H €H3UM KaTAJIM3Kpa NPEBPLIIAHETO HA AHTHOTEH3KH | BLB
Ba30KOHCTPHKTOPHOTO BEINECTBO AHTHOTEH3MH ]I, KakTo U pasLenBaHeTO Ha AKTHBHUA BAa3OAIATATOD
OpannrunnH. IMonmwkeHoTo 06pazyBaHe Ha aHTHOTEH3HH 1 W HHXHGUpPaHeTO Ha Pa3LIENBAHETO HA
OpagMKHHHH BOAM OO Ba30TH/IATALMA.

Twit kato anruoTeHsus 1l cBIO cTHMYNHPa OCBOGOK/AARAHETO HA ANAOCTEPOH, PAMHIIPHIIAT npy
[OHMKEHHE HA af0CTEpOHOBATA cekpenud. Cpe/HUAT oTroBop Ha MoHoTepanuata ¢ ACE

rno-c1ab 11py YepHOKOXKH NaiMeHTH (OT adpo-kapHOCKUs paiior) ¢ XHNepTOHNS (Te OOHKHC I
XHIEPTEH3IHBHA rpyIia ¢ HHCKA PeHMHOBA aKTHBHOCT) OTKOJKOTO MPH He-4ePHOKOXKH nau#@;r
1t =

{
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Dapmaxodunamuun egexmu

AHTHXHIIEPTeH3HBHH CBOHCTRA:

IIpunoxeHHeTo Ha PaMHNPUA NPeTH3BHKBA SHAYHTEHO TIOHIKEHHE HA NIEPU(EPHOTO APTEPHATTHO
CbrnpoTHRIeHHe. [To MpaBuiIo HAMa rofieMu NpoMeHH B GhOpeuns IIa3MEH NOTOK H CKOPOCTTA HA
riaoMepynHa Guntpaums. [IpUIoKeHHETo Ha PAMUAPHA HA IALIMEHTH ¢ XMIIEPTOHHUS BOAH 10 NOHWKEHHE
Ha KPLBHOTO HAJIATAHE B JIETHAIO H M3IIPAaBEHO NMOJNIOMxeHHEe 663 KOMIIEHCATOPHO HAPACTBAHE HA
ChpAEYHATA YecToTa.

IIpu noBEYeTO NALMEHTH HAYANOTO Ha AHTHXMIIEPTEHINBHMA e(eKT Ha eHOKPATHATA J03a CTaBa ABHO |
10 2 yaca crejt IEPOPAITHO NpHiokeHue. [IMKOBHAT eeKT Ha eIHOKPATHATA 1032 OGHKHOBEHO C& JOCTHra
3 10 6 waca crea NepOPATHO NPUNOKEHHE. AHTHXHIICPTEH3UBHHAT e(peKT HA &IHOKpPATHATA 1038
0OHKHOBEHO npoABLKaBa 24 Yaca.

MaKcuManHHAT AaHTUXHATIEPTEH3UREH e(EKT Ha IPOTBLKATENHOTO JIEYEHHE ¢ PAMUIIPUI OBHKHOBEHO &
ABeH ced 3 no 4 ceamuuy, JlokazaHo e, e AHTUXMIIEPTEH3MBHUAT eheKT € MPOIBILKHTENCH ClIe
ABITOCPOYHA Tepanus, DPoIbIKaBaa 2 roTUuHH.

BHezarmuoTo cnupane Ha PAMKNPHI He BOAH /10 GbP30 ¥ eKCIIECHBHO PHKOIIIETHO NOBYILEHHE HA
KPBBHOTO HaJIAraHe.

ChpaeyHa HEAOCTATHYHOCT:

HoxasaHo e, ue paMHNPHI € edeKTHBEH MPU MTALHeHTH ¢ QyHKIKHOHAIHM Knacope II-IV no New-York
Heart Association, kaTo AOMbIHEHHE KbM KOHBEHIIHOHATINATA TEPAIIHS ¢ JHYPETULH H EBSHTYAIHO
CBHPAEHHH ITFOKO3MAN. JleKapeTBOTO MMa GraronpUsTHH edekTH BHPXY ChpPAEHHATE XEMOIHHAMMUKA
(BamaneHo Ha/lATaHe HA IEBOKAMEPHO M IeCHOKAMEPHO MbJIHEHe, MOHHKEHA 061Na Pe3uCTEHTHOCT Ha
nepud)eHKTE CHAOBE, MOBMIIEH ChpledeH 1eOUT | Mojo6per crxpaeued HRAeke). Toil oTc1abea chio
HEBPOEHOKPHHHATA aKTHBALIWA.

Knunuuna epuxacnoem u bezonacvocm

Crpueuno-cpaora npeseHnms/Hedponporekima:

TIpoBeaeHo € €A1HO NPeBaHTHBHO, WIANE(0-KORTPOTHPaHO poy4sare (npoyusanero HOPE), npu koeto
pamunpii & nobaseH KbM CTaHIAPTHATA Tepanus mpy noseve ot 9 200 nanuentu. B npoyusaneTo ca
BKJTIOYCHH NALMEHTH C IOBHIIEH PHCK OT ChPEYHO-CHA0BO 3a001ABaHe Cliell ATepoTPOMGOTHHHO
CBPAEHHO-CHA0BO 3a00nsiBaHe (aHAMHE3a 32 MCXEMHYHA OOJIECT HA CHPIETO, HHCYNT KK neprdepHa
¢hI0Ba Bonect) uny 3axapeH auaber ¢ MoHe €JHH AOITLIHUTENEH PHCKOB (akTop (10Ka3aHa
MHKPOaNGYMHHY pHsl, XMITEPTOHHS, TIOBHLIEHO HUBO HA 0GIIMA X0/IECTEPON, HECKO HMBO HA XOJECTEpoIa
B JIMIIONOPTEHHHTE ¢ BUCOKA ILTETHOCT WK TIOTEOHOMYIIEHE).

npOY‘IBaHB’TO NOKAa3Ba, YC PAMHIIPHI CTATHCTHYECKH 3HAYHMO TIOHMKABA YeCTOTATA Ha MUOKAPAHWS

HH(ApPKT, CMBPTTA OT ChPJICYHO-CHI0BH MPUYHHH H HHCYJIT, CAMOCTOSTE/HO WK B KOMOHHAIMA
(MepBHYHH KOMOHHHPAHU CHOUTHA).
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Tabanuad: Mpoyusane HOPE: OcHosuu pesyntatn

r Pamunpun | TTnauebo | OrHocHTeNeH pHeK p-
% % (95%-eH noBepuTENEH CTOMHOCT
HHTEPBAT)
BeHYKH NARMEHTH n=4 645 N=4 652
IIsperunn KoMOuHMpaHn 14,0 17,8 0,78 (0,70-0,36) <0,001
CbOHTHS
Muoxapoen undbapxm 99 12,3 0.80 (0,70-0,90) <0,001
Cmepm om copdenno-cvdoso 6,1 81 0,74 (0,64-0,87) <0,001
cvbumue
Hucyam 3.4 49 0,68 (0,56-0,84) <0,001
BropnyHu KpaiiRH wean
Cuvpm om xaxeamo u da e 10,4 12,2 0.84 (0,75-0,93) 0,005
RpUNUHA
Heobxooumocm om 16,0 183 0.85 (0,77-0,94) 4,002
PEBACKYAAPUIGHUA
Xocnumanuzayus 3a necmatuma | 12,1 12,3 0.98 (0.87-1,10) NS
aHzuna
Xochumanusayus na cepoeuna 32 3.5 0,88 (0,70-1,10) 0,25
HedoCmambBYHOCH
Yenooicnenun, cevpsanu ¢ duabem | 6,4 7.6 0.84 (0,72-0,98} 0,03

IIpoyusanero MICRO-HOPE, koeto e npeasaputento aedurupano nopnpoyusane or HOPE, uacnensa
ehexra Ha n0GaBAHETO HA paMUNpHN 10 Mg KbM TEKYIIOTO eYeHUe CTIPAMO ITane6o npu

3577 nauueHTH, KOMTO Ca NOHE HA > 55 roauurHa Bb3pact (Ge3 ropHa rpaHMUA Ha BLPACTTA), KATO
NoBeHeTo ¢a ¢ THIT 2 auaber (U ¢ ToHe e/IMH APYT CHPACYHO-CHIOB PHCKOB dhakTop), 610 TO
HOPMOTEHIHBHU WIH XHUNIEPTEHIUBHH.

ITbpBrdHEAT 2HaNK3 noka3Ba, 4e 117 (6,5%) mauuenTy na pamuipun u 149 (8,4%) na mnauebo paisuear
ABHa He)pOTIaTHA, KOATO CHOTRETCTRA HA NOHWKEHUE HA OTHOCHTe IS puck (RRR 24%; 95% JIH [3-
40], p=0,027.

IIpoyusaneto REIN, k0eT0 € MHOTOLEHTPOBO, PAHIOMH3HPAHO, ABOHHO-CIIAMO, NAPANIENTHO-IPYIIOBO
Ipoy4BaHe, UEMALLO OLEHKA Ha eeKTa Ha JIeHeHHEeTO ¢ PAMHNPHIT BLPXY CKOPOCTTa HA OTHAJaHe Ha
ckopocrTa Ha rioMepyiHa Guntpatus (CI'®) npu 352 HOPMOTEH3HBHE KIH XUNEPTEH3HBHN MALHEHTH
(na sp3pact 18-70 ronuum), crpagai OT Neka (T.e. CpegHa YPHHHA eKCKPeLHS Ha GenTbk > 1 1

<3 g/24 yaca) wnu TekKa nporennypus (> 3 g/24 daca) nopaau XxpoHWYHa HefiHabeTHa HedponaTua. M
ABETe NOATPYTH Ca CTPATH(HHLHPaHH TIPOCHEKTHRHO.

OCHOBHHMAT aHANM3 Ha IALHEHTHTE C Hall-TeKKATA NPOTEHHY U (CTPATHOHKALIMATA € NPEKIEBPEMEHHO
HapyHIeHa [10pa/H Mo/134Ta B [PYNATa Ha PAMHNPHA) MOKA3Ba, Y€ CpeAHATa CKOPOCT Ha MOHMKARAHE Ha
CI'® na mecell e n0-HUCKa IPH PaMHIIPUIT OTKOMKOTO npd 1ianebo; -0,54 (0,66) crip. -0,88

(1,03) ml/mun/mecew, p = 0,038. Taxa pazmukara mexay rpymmure € 0,34 [0,03-0,65] Ha Mecer H okono
4 mi/mun/ronuna; 23,1% OT nauuMeHTHTe B IpyNaTa Ha PAMMIPKI JOCTHTAT KOMOMHHpaHaTa BTOPHYHA
KpaliHa Len Ha y[BOSBaHE HA U3XOAHATA KOHLEHTPALMA HA CEPYMHHA KPEATHHHH W/HIIM TEPMHHAIHA
6nbpeuna nepoctarsunoct (TBH) (HeobxoauMocT oT Anannza wiH 6x0peuHa TpaHCILIAHTAIINA) cp.
45,5% B nnauefo rpynata (p = 0,02).

Bropu4ha npeBeHLMs cilel OCThP MHOKAPIIEH MH(APKT:

[Ipoyunanero ATRE smoysa noseve or 2000 nauueHTH ¢ TpaH3HTOPHH/ NEPCHCTHPALIH
[PH3HALM HA CHPACYHA HEAOCTATHHHOCT CJIER AOKA3aH MHOKapaeH uHdapkt. Jleuenuer
zanousa 3 30 10 anu cnen ocTep Muokapaen undapkr. [poyusanero noxasea, ye cne,q
npociieaseate oT 15 Mecela CMBPTHOCTTA NPH TEKYBAHUTE ¢ PAMHTIPHI NALHEHTH € .
noaydasanure mratebo maivenTty e 22,6%. Tosa osHavaBa abcoMOTHO HaMAIEHHE Ha m:;‘n‘_;mcrra ’OT i / EN
5,7% M NOHMKEHHE HA OTHOCHTENHHA puck ot 27% (95% JIU [11-40%]). \.“\ ; S
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JpofiHo GnoKHpaHe HA PeHHH-AHTHOTEH3HH-AIIOCTEPOHOBATA cHeTeMa (PAAC):

HBe ronemMy paHIOMM3HpaHH KOHTPOMHPaHW npoydsanua — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymto rno6anio HanuTeane 3a kpaiiHu Touky
Ha TE/IMWCAPTAH, CaMOCTORTENIHO M B KombGuHauma c pamunpwn) 1 VA NEPHRON-D (Kmunuuno
Npoy4BaHe CBBP3AaHO C pa3BHTHC Ha Hedponatus npu auaber, nmpoeegeHo or MummcrepcTBo 110
BLIPOCHTE HA BETCPaHWTe) — mpoy4sar ynoTpebata Ha kombuHaumsra or ACE uuxuburop u
anruoTeHsHH ll-peuentopeu Gnokep.

ONTARGET e npoyurane, npomRefgHO NpH TNAUMEHTH ¢ aHAMHe3a 33 CbPJEYHO-CHAOBR MM
MO3BYHOCHA0BA GOJIECT, WM 3aXapeH qHA0eT THM 2, HPHAPYIKEHR C AAHHM 32 YBpEKIAHE HA ediexTOpHA
opraui. VA NEPHRON-D e npoyusaHe npu naumentd ¢h¢ 3axapeH amaber Tén 2 u auaberna
He(dponaTus.

Tezn npoyusaHus He noxaspaT 3uauumM Graronpusten edekT BLPXY GHOpEYHHTE WWIH ChPAEHHO-
CBROBMTC JIOC/HEMUH H CMBPTHOCT, KaT0 CBLIEBPEMEHHO ca HaGuiONaBaHH TOBWIIEH PHCK OT
XUAEPKATHEMHA, OCTPO YBpex/aHe Ha GrOpenuTe H/MTH XHNOTCOHHY B CPaBHEHHE ¢ MOHOTepanuaTa. Kato
€e UMaT npedBH/ CXOAHHTe HM (apMAKOMHHAMMYHH CBOMCTBA, TE3M PE3Y/TATH Ca NPMIOKHMH M 33
apyru ACE vruxubntopu n anrvotensus I1-penentopau GiokepH.

ACE vnHxubuTopH v anrhotensu I[l-penerropuu fiiokepd cnexopaTesiHO He TPAGBA 44 ce W3ION3BAT
€IHOBPEMEHHO IPH NauMenTH ¢ fuabetHa HedponaTHi.

ALTITUDE (Knuun4HO Npoy4YBaHe NPOBEAEHO ¢ ANMCKHPEH [IPU NALUMEHTH Che 3aXapeH auaber Tun 2 ¢
H3MO/3BAHE HA ChPICYHO-CLAORH M OLOpevHK 3a001ARaHHA KaTO KpaliHK TOUKH) € NpoyYRaHeE,
NpeaHa3sHaueHo N3 W3CIeABa Noj3aTa OT A06aBAHETO HA ATHCKHUPEH KBM CTaH/iapTHa Tepanus ¢ ACE
MHXHOUTOp MK aHruoTenzun Il-penentopen Giokep Npyu nanuenTH cbe 3axapeH Auaber THN 2 K
XpoHu4HO 6K0peuno 3abongsane, chpAevHO-CHAOBO 3a6ongBaHe Wiy H ABeTe. [Ipoyusanero e
NPEKPaTEHO NIPEKAEBPEMEHHO IOPA/IH IOBHINEH PHUCK OT HebnaronpuaTHy nocnenuiu, Kakro cwpacuno-
CBJIOBATA CMBPT, TAKA H MHCYATHT CA NI0-4ECTH B IPYNATa HA aJTHCKHPEH, OTKOIKOTO B [PYNaTa Ha
nnauebo, a NpeACTABIABALIMTE HHTEPEC HEXeNaHH CHOUTHS H CEPHO3HH HeXeNTaHH CLOMTHS
(xunepkanueMus, XuroToHus H 6n0petna nuchyHKINA) ce CbOOLIABAT NO-YECTO B rpyNaTa Ha
AIHCKHPEH, OTKOJIKOTO B IPYIIaTa Ha iauedo.

5.2 dapMaKOKHHEeTHIHH CBOHCTBA

Ayemuncanuyunosa xuceauna

ApneTracaTHUNIOBATA KHCEIHHA Ce MeTaloNH3Hpa 10 HeHHHA IIaBeH aKTHBEH MeTaGOoNMT CATHIIMIORA
KHCETHHA TPENH, IO BpeMe Ha i cnea abcopbumara. MerabonuTiTe ce enMMUHMPAT CABHO pes
6u6peuure. OcBeH CAIHIIWIORATA KHCETHHA OCHOBHHUTE METAGOTHTH Ha alICTHICATHIIIITOBATA KUCE/IMHA
Ca I'IMUHHOBMAT KOHIOTAT Ha CalMLIMIOBATA KHCEMHHA (CANMLMI TTHKOYHA KHCEHHA), ITOKYPOHHUIOBHS
€Tep M eCTep Ha CATHUMIIOBATA KHCEIHHA (CaTHUMT GEHOT M CANHIAIALHITIIOKYPOHHA ), KAKTO U
TEHTHCOBATA KHCEMHA, 00pasyBaHa OT OKHC/IEHHETO Ha CANHIIA/IOBATA KHCETMHA, M HEHHUA TTHUMHOB
KOHIOTAT.

AGcoplumata na aeTHACANMIMIOBATA KHCENNHA Clle] IEPOPANHO NPIIoKeHHE € Bhp3a U IILIHA B
3aBMCHMOCT OT TaICHOBHS NIPOIYKT. XMAPOIU3aTA Ha AlIETHIOBHA OCTATLK OT ALUETHICATHLIMIOBATA
KHCETHHA HA MPAKTHKA CTaBa B H3EECTHa CTETIEH 110 BpeMe Ha HPEMHHABAHETO NPe3 CTOMAIIHO-YPEBHATA
nuraBdua. MakCHMaIHHTE MIa3MEHH HHBA CE I0CTUTAT cliel ChoTBerHO 10 — 20 MunyTy
(aneTHncaMUWIOBA KHCeaHHA) Wk cnea 0,3 — 2 gaca (061H cannumnaTh),
Crnien npueM Ha eJHHMYHA JI03a, XpAHATA HE OKAZBA BITMAHME BBPXY obluara neKapaCTBelzﬁ\g
HO ¢© 3a0aBs BPEMETO 33 JOCTHTaHE Ha MAKCHMAJIHATA IUT43MEHA KOHLIEHTpa|s (tmax) : &
aueTHNCATHLIIORATA KHCeMHa ¢ 1,1 Yaca v ce HaMamaBa Cmax ¢ npubnusutento 42% i‘?
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Kunetikara 114 eTAMHpane Ha CATHIMIOBATA KMCENHHA 3aBHCH B FONAMA CTETICH OT JO3HPOBKATA, Thil
KaTO KanaluMTeTET Ja ¢e MeTa00NM3Hpa CANTHIIIOBATa KHCEIHHA € OrpaHMYeH (TIOMYKHBOTET Ha
€IIHMUHHPAHE Ce NBIKH Mexy 2 1 30 vaca).

ITony:XMBOTET HA ETUMHHUPAHE Ha ANETHICAIULIMIOBATA KUCETHHA € CAMO HAKOJKO MHWHYTH, a
TIONY*HMBOTBT Ha €THMMHADAHE HA CATHLIATIOBATA KHCENTMHA € 2 Yaca ¢/Ie]l TIPHIOKEHNe Ha 1034 o1 0,5 g
aLeTHICATHLUMIOBA KHCENWHA, 4 yaca criell puioxenne Ha | g, ¥ ce moRMmana ao 20 yaca cien
€ANOKPaTHA Jo3a oT 5 g.

Cepp3BateTo ¢ mrasMenuTe GENTHIM IIPH XOpa € 3aBHCHMO OT KOHUGHTPALMATA, KATO Ce ChobILaRa, ue
CTOHHOCTHTE BapupaT oT 49% 1o noseue ot 70% (aueTHICATHUKWIORA KHCENHHA) U 66% 10 98%
(canuuiona KMCenHHa, COTBETHO). CAMIIIOBATA KNCENHHA € H3MEPHMA B IMKBOPA H CHHOBHAJIHATA
TEYHOCT CJie/] IPHIIOKEHHE HA ALeTHICANHIWIOBA kKicenuna. CanmiioBaTa KHCcelHHA NPEeMHHABA 11PE3
MIALICHTATA H C€ [IPEXBHPIS B KbpMaTa.

Amapeacmamun

Abcopbyun:

ATtopsacTaThH ce abcopbupa 6bp30 cliel nepopaTHO NPIIOKEHHE, MAKCHMATHUTE TLIA3MEHH
KOHUEHTPALWK {Crax) €€ 1OCTHTAT B pamkuTe Ha 1 10 2 vaca. CrenenTa Ha aGcopbumaTa HapacTpa
IPONOPLUHOHAIHO ¢ 03aTa aTOpRacTaTAH. Ciej NEPOPATHO TIPHIIOKEHHE ATOPBACTATHH (PHIMHUPAHH
TabsieTku ca ¢ GHOHATUYHOCT 95% /10 99% B cpaBHEHHe ¢ NepopanHHA pasTeop. AGconoTHaTa
OHOHAIHYHOCT Ha aTOPBACTATHH ¢ Npubausutento 12%, a cucTeMHara HamMusoct HA HMG-CoA
penykrazHa MHXHOWTOpHA aKTHBHOCT € npubmuanTento 30%. Huckara cHcTeMHua HATHYHOCT Ce OTIaBa
Ha MPECHCTEMHHUA KIHPBHHC B CTOMANIHO-YPEBHATA JIKTABULZ H/HIIH YepHOAPOOHHR METAGONH3BM rpH
'BPBO IPEMHHABAHE.

Cren npueMm Ha eMHHYHA 034, XPAHATA HE OKA3BA BIUAHME BHPXY 061IATA IEKAPACTREHA SKCTIOIMIUNS,
HO ce 3a0aBd BPEMETO 3a IOCTHIaHe HA MAKCHMATHATA [L1a3MEHA KOHLEHTpaLH (tmax) Ha aTOPBACTATHH
¢ 1,7 yaca u ce Hamanaea Cmax ¢ npubnusurenno 47%.

Pasnpedenenue:
Cpeaunuat obeM Ha paznpefeieHHe Ha ATOPBACTATHH € npub/3uTento 381 1. AtopracTatuH e > 98%
CRBP3aH ¢ IUasMeHaTe OenThbIn.

Buompancdropmayun:

ATopBactaTuH ce Merabonusnpa ot nxToxpem P450 3A4 o opTo- ¥ napaXHAPOKCKIMPAHH MPOH3BOAHN
¥ pa3IHYHY NPOAYKTH Ha OeTa-okucnenne. OcBeH APYTHTE MBTHINA Te3H IPOAYKTH Ce MeTaboIM3HpaT
AOIIBITHUTENHO Upe3 IIKYPOHKHAMpaHe. fn vifro nixubupanero Ha HMG-CoA pexykrasara oT opTo- H
TNaPaXUEPOKCHANPANNTE MeTaDONUTH € EeKBMRBAJICHTHO HA TORA OT aTOpBacTaThH, [Ipubamintento 70% ot
MHXHOUTOPHATA aKTUBHOCT B LupKynaunata 32 HMG-CoA pegykrasaTa ce 0TAaBa Ha aKTHBHHTE
merabonmrTu.

Enumunuparne;

ATOpBaCTAaTHH C€ €TMMHHHMPA OCHOBHO B UThYKATA CIEM] XENATAIEH WHIH eKCTPaxenaTaleH
metalonuibm. Okaspa ce, obaue, ue aTOpBacTaTHH He NPETHLPIABA 3HAYMMA EHTEPOXENATATHA
peurpkynauus. CpeHHAT MOy KUBOT HA ETHMHHHPAHE OT INIA3MaTa Ha AFOPBACTATHH NPH X0pa €
npubnusurenno 14 waca, TlonyxuBoTsT Ha MHXHOUTOpHATA akTHBHOCT 38 HMG-COA penykTasa e
npubausurento 20 ao 30 yaca nopagu NMPUHOCA HA AKTHBHH MeTaboNHTH.

ATtopBacTaTiH e cy6eTpaT Ha yepHOAPOBHUTE TPAHCIIOPTEPH # HA IIONUMNCIITHAMTE, TPAHCTIOPTHPALLH
opraiuynu aHHoHH 1B1 (OATP1B1) u 1B3 (OATP1B3). Mertabonurure Ha aTopBacTaTHH cacylicgpaTu
Ha OATPIBI. YcraHoBeHo € CBLIO Taka, Ye aTOpPBACTATHH e cyBeTpar Ha eduykcHiTE Tpamfgm‘ﬁpwg
NpOTeUHA, CERP3aH ¢ MHOXKECTBEHA NeKapcTReHa pesucterTHOCT | (MDR1), 1 na npoTs %
Pe3HCTEHTHOCT Ha paka Ha rppaara (BCRP), konto Moxke na orpaHHuar upesHaTa ab
KNMHPEBHC Ha arOpBacTaTHH.
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Cheywannu zpynu:

llanmenTy g HanpegHana pp3pact: [nasMeHuTe KOHLIEHTPALHM Ha ATOPBACTATHH U HETOBMTE AKTHBHH
METAGOMUTH Ca NO-BUCOKK TIPY 3APABY XOpa B HANPEAHAIA BbIPACT, OTKOIKOTO NPH M0-MIa1H
Bb3PaCTHH, JIOKATO JIMITHAHATE €PEKTH Ca CPaBHHMH C Te3H, HabmoaBaHy Py MaUTe TPyNH
NalMeHTH.

Ienpatpuyny nauueny: Tlpu eH0 OTKPHTO, 8-CeAMAYHO NPOYHBAHE, NEAMATPHUHA NALHEHTH ChLC
cranui mo Tanner 1 (N=15) u craauit mo Tanner > 2 (N=24) (Ha BLapacT 6-17 rogMHE) ¢ XeTepo3nroTHa
hamuina xunepxoaecteponemus u uaxoaeH LDL-C > 4 mmol/l ca nexysanu chotsetHo ¢ 5 i 10 mg
Tabnerky 3a AvBueHe W 10 wnn 20 mg GrIMHPaHy TAGIETKH ATOPBACTATHH BEIHBK NHEBHO.
TenecHoTo Terno e eMHCTBEHHAT 3HAUMM KOBAPHAT B IPyNAT4 3a NOMyNauHoHHO DK MOJSTHpale Ha
aTopBacTaTHH. [[pUBMIHKUAT NepopaleH IIMPBHC HA ATOPBACTATHH NPU NEIHATPHYHH NALHEHTH ce
0Ka3Bd CXOZIEH € TO3H NPM BH3PACTHH, KOTATO ¢ KOPHIHPA TI0 ATOMETPHYHA CKANla 3 TEIECHOTO TErIO.
CooTBeTHH noHKskeHH Ha LDL-C 4 TpuriHuepHauTe ce HabII0AaBAT 3a JHAIIA30HA Ha eKCIO3HIHS Ha
ATOPBACTATHH H O-XHAPOKCHATOPRACTATHH.

Ilon: KoHueHTpalumMMTe HA ATOPBACTATHH H HErOBHTE aKTHBHH METABOMTYH [IPH MEHY Ce PATKUABAT OT
Te3M NpU MbKe (keHH: NMpubanantento 20% no-rHCokH 32 Crax ¥ npubIM3IUTENHO 10% MO-HUCKM 3a
AUC). Teau paznukx ca 63 KIMHAYHO 3HAYEHHE, KATO HE BOJAT 10 HHKAKBH KITMHHYHO 3HAYMMHE
Pa3IHK{ B THIHAHATE €DEKTH MPH MBKE H XKEeHH.

bbbpeuna veoctarbanoct: BuOpeunoro 3abonsBake He OKa3Ba HUKAKEO BJIMAHKE BRPXY TUIA3MEHHTE
KOHUEHTPAUMH WITH THIIHAHHTE €(PEKTH Ha aTOPBACTATHH M HETOBHTE AKTHBHH MeTaGOMHTH.

YepronpobHa HepocTaTh4HOCT: [1azMeHHTe KOHUEHTPALKHA HA ATOPRACTATHH M HETOBHUTE AKTHEHH
MeTabOJIHTH Ca 3HAYUTENTHO IIOBHILEHH (IPHEIU3HTENHO 16 NBTH 38 Cryy ¥ pubAM3uTenHo 11 nuTH 32
AUC) npK NAaLKMEeRTH ¢ XPOHUTHO ankoXo/iHo depHoapobHo 1abonssane {Child-Pugh xiac B).

SLOCIBI| nonumopdussm; YeproapoGuoro saxpaiaHe Ha Berukd HMG-CoA penykrasHu MHXHGHTODH,
BKJIFOYHTEIHO aTOPBACTATHH, BKJIIOUBA TpaHcropTHHA Oentek OATPIBI. Ilpu nauuenture che
SLCOI1B] nonuMop(U3LM HMa PHCK OT TIOBUILEHA EKCIIO3MUMA HA ATOPBACTATHH, KOTO MOXKE a NOBE/E
/10 NOBULIEH PHCK OT pabaomuonuza (Bx. Touka 4.4). [TonumopduameT B reHa, xoaupam OATP1B1
(SLCO1Bt ¢.521CC), € capp3aH ¢ 2,4 IBTH NO-BHCOKA €KCTIO3HUIIMA Ha aTopBacTaTiH (AUC) oTkonKoTO
1IpH HHAMBKAKTE €3 TO3W reHoruneH Bapuant (¢.521TT). [Ipu Te3H DaUHEHTH € BB3MOXKHO CHLID
FEHETHYHO YBPExKIaHE Ha YepPHOAPODHOTO 3aXBaluaHe Ha TOPBACTATHH. He ca MIBECTHH BB3MONKHHTE
MOCNEIACTRHA 32 edUKACHOCTTA,

Panvunpun

Abcopbyun:

Cnep nepopanto nprioxenve paMunpun Gepso c¢e abcopbupa 0T CTOMALIHO-UPEBHYA TPAKT: NMNKOBUTE
IU1a3MEHK KOHILIEHTPALHH Ha pAMUIPHA Ce JOCTHraT B PAMKHTE Ha eIMH 4ac. B13 ocHoBa Ha HAMHYHETO B
ypHHata cTenenra Ha abcopbums e more 56% W He ce MOBIHABA 3HAYHMO OT HAIIMMHUETO Ha XPaHa B
CTOMAUIHO-YPEeBHHUS TPAKT. BUOHATHYHOCTTA Ha aKTHBHYA MeTabOUT PAMHLIPUIAT CIIE] IIEPOPAITHO
NIpUNoKeHHe Ha 2,5 1 5 mg pamunphi e 45%.

Caen nprem Ha eAMHU4YHA 1033, XpaHaTa HaManara cpenyata AUC c 26% u 3abarg spemero 3a
AOCTHTraHe Ha MAKCHMAITHATA [1a3MEHd KOHLEHTpaLuua (tmax) Ha pamunpun ¢ 1,2 yaca u HaMansasa Cmax
¢ npubimsuTento 69%. Edextute Ha xpauata sppxy AUC u Cmax Ha paMMOpHIT He e CHMTAT 3a
KIHHAYHO 3HAYHMM.

I1MKoBHTE MTaIMeHK KOHLIGHTpaLHH Ha PAMHIIPHNAT, KOHTO € €1HHCTBEHNIT AKTHBEH MeTaﬁonHT Ha
pamunpwi, ce noctirat 2-4 Haca cliejl pHeMa Ha paMHIpwI. PABHOBECHHTe I1a3MEHH KQ
PAMHNIPHIIAT Cllell eJHOKPATHO IHEBHO TIPHIOXKEHHE © 0BMYaliHH JHEBHH 10U paMan
OKOJIO YETBBLPTHS JeH OT JISYEHHETO.

Pasnpedenenue: H A\
CBBbp3BaHETO Ha PAMHIIPWI ChC CePYMHHTE BeNThUM € okoo 73%, a ToBa HA pamunipi, q'r N ontcmo 56%/ *
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Buompancopmayus:
PaMUIpPHN NOYTH HANGIHO Ce MeTaGONMM3NPA AC PAMUNIPHIAT H O AMKETONMTIEPAZHHOBA ecrTep,
AHKETONHIICPA3HHOBATA KHCEMMHA U [TIFOKYPOHHHTE HA PAMHIIPWI H PAMHIIPHJIAT.

Enumunupane:
EkckpeupaTa Ha metabonurute ¢ ocHoeso npes 61x6peumre.

[TnasmMeHuTe KOHUEHTPAIIMH Ha PAMHTIPENAT ce MOHWKaraT nomHdasHo. ITopagu MOmMHOTO My,
nacHaemo cepp3sane ¢ ACE n Gasnata IMCOLMANNA OT SH3MMA PAMUITPAIIAT MOKA3BA YIRKEHA
TEPMHMHANHA (234 Ha ENUMUHHPAHE IPY MHOFO HUCKY TINA3MEHHM KOHLICHTPALIHH.

Cnexn MHOTOKPATHO NPHITOKEHHE HA €AHOKPATHH JHEBHH JI03H PAMUIIPAT e)eKTHBHHAT TIONYKHBOT Ha
KOHLCHTDALMHTE Ha paMHNIpiIaT € 13-17 uaca 3a go3ure oT 5-10 mg ¥ NO-IbIbr 33 MO-HUCKHTE 1030 OT
1,25-2,5 mg. Tasu pasnuxa e CREp3aHA ¢ HACHILACMUS KANANMTET HA SHIMMA /1A CEBPIBA PAMAIIPHNAT.

EnHokpaTha nepopanua 1032 paMHNPHII BOH A0 HEOTKPUBAEMO HUBO HA PAMHIIPHI H HA HEroBHS
meTabonuT B kbpMara. He e m3BecteH obave eekTsT Ha MHOrOKPATHHTE A02H.

Maunentr ¢ 6p6peuno yspexaaHe (RK. Touka 4.2): Gr0peyHaTa ekcKpeLHs Ha paMHLPIIAT € NOHIKEHA
IPH NALMERTH ¢ yBpeaeHa 0LOpeuna dyHkius u GB0peyHnsT KITHPEHC Ha paMUNIPHIIAT &
NpONOPLHOHANICH Ha KPeATHHHHOBHS KIWPBHC. TOBA BOIH YO MOBHINEHH IUTA3MEHH KOHLEHTDPALMH Ha
DAMMIMPHUIIAT, KOUTO CE NOHHMKABAT NTO-0ARHO, OTKONKOTO NPH NAlMEHTH ¢ HOpManHa 6nOpeuna PyHKma.

IMatenty ¢ wepHonpoGHo yRpesknaHe (Bik. Touka 4.2): IpH MAUMENTHTE ¢ YBpeIeHa YepHOapobHa
(yHKIMA MeTaOONHIMBT HA PAMHNPHIL KO PAMHIIPUIAT € 3a6aBeH NopajiH IOHILKEHATA AKTHBHOCT HA
HEPHOAPODHUTE ECTEPA3N B [UIAIMEHHTE HUBA HA PAMUIIPIN NP TE3y MAUMEHTH ¢4 YBETHUCHM.
[TKoBHTE KOHUEHTPALHK HA PAMHIIPUIAT [IPH TE3H TALMEHTH 00ade He ce PA3THYABAT OT TE3H,
nabnonaraHu IPH N2UMEHTH ¢ HOPMATTHA YepHOApoOHa (yHKUMA.

5.3 IpelkIHHHYTHH IAHHH 13 Ge300ACHOCT

He ca NPOBCHKIAHH HCKTHEHYHHY H3CJICHABAHHUA 33 0e300aCHOCT ¢ AKTUBHHTE BellleCTBa B KOMOMHALIHA.

Ayemuicanuyiosa KHceauHa

[IpearntHAYHEAT Mpodt Ha Ge30aCHOCT Ha ALETHIICATHIAIIOBATA KHCENMHA e n00pe JOKYMEHTHpaH.
[Tpu npoy4BaHHATA BBPXY KHBOTHM HE € A0KA3aHO CANMUMIATHTE [1a IPUYHHABAT KAKBOTO M J1d €
OPraHHO YBPEXKAAHE C H3KIIOUEHHE Ha YBpEeXIade Ha GLOpeluTe BLR RUCOKH JI0IH.

ALCTHICATHIHIOBATA KMCENUHA € IIMPOKO [IPOYUBAHA i1 Vilro U in vivo 32 BE3MOXHH MyTareHHH edeKTH.
B3eTd 3ae/1H0 PE3YATATHTE HE MOKA3BAT HUKAKBO CHMHEHME 33 MyTareHHU edekTH. ChIOTO ce OTHAcH M
33 IPOYYBAHHATA, H3CIEIRAIUM FEIMOMKHOCTTA 33 HAKAKBH KAHIEPOTEHHH ederTu,

[Ip# npoy4BaHHATA BBPXY XHBOTHH TEPATOreHHH e(IEKTH HA CATHLMIIATHTE Ce ChOoBINABAT IPH HAKONKO
Ouomornusy suaa. Onucany ca HapylleHa HMIIIAHTALHA, eMOPHO- M PeTOTOKCHUHH edeKTH M HapyLISHA
crnocoOHOCT 33 3ay4aBaHe NPH NPEHATAHO €KCIIOIHPAHOTO NIOKONEHHE.

Amopeacmamun

ATOPBAaCTaTHH € HETaTHBEH 3a MYTareHEH H KJIaCTOTEHEH OTEeHLMAN Cnioped Habop ot 4 in wrro TeCcTa U 1
in vivo HaCNeABaHe. ATOPBACTATHH HE CE OKa3Ba KAHLEPOTEHEH [IPH IUThXOBE, HO BHCOKHTSI03H WARY, 0
MUIKH (Bozeruy a0 6-11 metu no-roasma AUC 0-24 yaca oT focTHranata nipy xopa ¢ e %
MpenopBYBAHa [03a) MOKA3BAT XSNATOLETYIAPHH ATEHOMH NIPH MBXKHTE KHBOTHH W HSRA ggﬂwmp _

KapLUHHOMH [IPH XEHCKHTE XMBOTHH, ¥
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Hma naHH# OT eKCIEPHMEHTAIHHTE NPOYYBAHHA BLPXY JHBOTHH, ve HMG-CoA pPeLyKTa3HHTE
HHXHOHTOPH MOTAT [a MORNKAAT PA3BHTHETO Ha eMOprOKUTE M QeTycure. [IpH IIbXoBe, 3aHIM 1 KyueTa
ATOPBACTATHH HAMA HHKAKBB e(PCKT BLPXy (EPTHIINTETA i HE € TEPATOTEHEH, HO MPH TOKCHUHH 3a
MafKHUTe 1034 ce HabMOaaBa PEeTaTHA TOKCHIHOCT TIPH IUTEXOBE H 2aiilfH. Pa3BUTHETO Ha ILTBIIETO
OKO/IEHHE € 3a0aBEHO, a NOCT-HATANHATA [IPEXUBSEMOCT € IIOHIKEHa 10 BPEME Ha eKCTIOIMLMATA Ha
MaHKNTE Ha BUCOKH [03H aTOpBACTATHH. TIpH IUTEXOBETE MMa AOKA3ATE/ICTBA 32 TNAUEHTAPSH TpaHcep.
[Tpu mexoBETE MNA3IMEHNTE KOHLEHTPALMM HA ATOPBACTATHH C& CXOJHH C TE3H B kvpMaTta. He e
M3BCCTHO Aa/M aTOPBACTATHH H HEMOBHTE METAGONIMTH Ce eKCKPETHPAT B YOBELIKATA KLPMa.

Pamunpun

JlokasaHo e, ue 11epopaHoTo NPUIOKERHE HA PAMHIIPII HE BOJIM 10 OCTPa TOKCHYHOCT TIpH IPU3ady K
xyueta. [IposeneHu ca npoyuBaHuA, BKITIOYBALIN XPOHHYHO HEPOPATHO MPHIOKEHHE, [PH [UTBXORE,
KydeTa ¥ MaiiMyHH. OTKPHBAT Ce IPOMEHH B IUIA3MEHHTE €/IeKTPOIUTH M IPOMEHH B KPLBHATA KAPTHHA
npH 3 GHONOrM4HA BHIA.

Kato u3pas Ha papMakoAMHAMMIHOTO AeiCTBHE HA PAMHIIPWI Ce 3a6e/TA3Ra M3PA3EHO YroNEMsBaHE Ha
IOKCTArJIOMEpyIapHHA anapat npH KydeTa H MAHMyHM OT THEBHH J03u ot 250 mg/kg/nen. [Inexosere,
Ky4€TaTa ¥ MaliMyHWUTE TOJIEPHPAT IHEBHU J03H OT ChOTBETHO 2, 2,5 u 8 mg/kg/nen 6es yrpexnawu
edexru. Habmonasa ce neobpatnmo yBpexcaaHe Ha 6u6penure Ha MNaIH ILTBXOBE, MONYYHIH
€/IHOKPAaTHA J[03a PAMUIIPKN.

[Ipoy4BaHusaTa 332 penPOAYKTHBHA TOKCHUHOCT LIPH ILTBX0BE, 34/l H MaliMyHH HE TIOKAa3BaT KAKBHTO U
N1a € TEPATOTEHHH CBOHCTBA. DEPTUINTETHT HE € YBPEJEH HHTO NIPH MBXKKH, HUTO NPH JKEHCKH IUTEXOBE.
llpHrokeHHeTO Ha PaMHNPUI HA JKEHCKY TUTEXOBE 110 BpeMe Ha (eTaIHMA TEPHO. H TAKTALHATA BOLH 0
neobpaTumo GubpedHo yBpexaane (THnatauus Ha GbGPEUHOTO NEreHye) y NOKONEHHETO B AHEBHH 103K
ot 50 mg/kg TenecHo Terno W Mo-BUCOKH.

LllupokoTo ¥3cieiBaHE 32 MyTareHHOCT, H3IO/I3BAMIO HAKONKO TECT CHCTEMM, HE TIOKA3Ba, 4e PAMHIIPHII
IPHTEKABA MYTAICHHH WM FeHOTOKCHHHH CBOHCTBA. J{BATOCPOUHHTE MPOYUBAHHMS 32 KAHLIEPOTEHHOCT
MpPH MUILKH M IUTBXOBE HE IABAT JOKA3ATENCTEA 32 KAHLEPOreHeH eeKT.

6. PAPMANEBTHYHHN JAHHHA
6.1 ChoHcrk na NOMOIMHATE BeMIECTRA

Cupyesuna

MHuxKpokpHCTanHa Henynosa

Tank

HaTtpues HumecTeH riuxonar (Tum A)
JlakTo3a MOHOXUIpAT
IlpexeIaTHHHINPAHO [APeBHYHO HHINECTe
Kanuuer xapbonar
XHAPOKCHNPONKILETYT03a
ITonucopbar 80

Kpocnosuzon (Tim A)

KonowjgeH Ge3poneH CHITHIHEB JHOKCH
MarHesues creapat

Xunpomenosa

Hatpuer creapungymapar

Dunmoso noxpumue
[IonUBHHKIOB ankoxo:a
Turanos auoxcHa (E171)
Tanx

JletutuH {coes)

o * PN =
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Kcanranora ryma
Xunpomenosa

Tpuerun uurpar

INoBunon

Xnar xenesen okcun (E172)
Yepaen xenesen okeun (E172)

Cwvemas va kancyanama obeuska
Kenatuu

Turanos guokcua (E 171)

XKoot xeneseH okeup (E172)
Yepeen xeneseH okeua (E172)
Hlennax

Yepen sxenezen okcua (E172)

- ————
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6.2 HecnBMecTHMOCTH
Henpunoxwumo.

6.3 Cpoxk Ha rogaoct

6.4 CnennaJnn ycIOBHS HA ChbXpaHEHHE

To3u nexapcTBeH NPOLYKT He H3HCKBA CMIELHATHH YCJIOBHS HA ChXPaHEHHE.
6.5 BuaucbabpikaHHe HA ONAKOBKATA

Bnucrep (OPA/AI/PVC/AL): 7, 14, 28, 56, 84 unn 98 TBbpaH KancyIu B KyTHL.
He BcHukM BHIOBE OMAakoBKH MorarT jia GbIaT mycHaTH B npoaax6a.

6.6 Cnennannu npeINasHA MePKH NPH H3XBLpJsiHe U pabora

Hsama cnieniManHy U3HCKBaHUA.

7. TIPUTEXATEJI HA PASPELHIEHUETO 3A YIIOTPEBA

Ferrer Internacional, S.A.
Gran Via Carlos I11, 94
08028 Barcelona
HUCITAHHUSA
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8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20170086

9. JIATA HA ITBPBO PA3SPEINIABAHE/IIOJHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha MBPBO paspeluaBaHe:
21 ¢erpyapu 2017 T.

JlaTta Ha nocieAHO MOHOBsABAHE:

19 nexemepu 2018 r.
10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2019
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