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2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Enna ¢unmupana tabnerka ceabpxa 10,82 mg atopsBactaTiH KajilMeB TPUXMAPAT (atorvastatin calcium
trihydrate), exkBuBaneHTHH Ha 10 mg aropBacTaTvH, 5 mg NEepHHAONPHJ apruHuH (perindopril arginine),
€KBUBAJEHTHH Ha 3,40 mg nepunmonpun W 6,94 mg amnoaunuu Oesunar (amlodipine besilate),
EKBHBAJICHTHH Ha 5 Mg aMJIOAUIIHH.

[TomouiHM BemecTBa ¢ U3BECTHO AEHCTBHE: J1akTo3a MOoHOXMapar 27,46 mg (chabpxa 26,09 mg nakrosa) 3a
JInnepranc 10/5/5 mg, 54,92 mg (cvabpxa 52,17 mg nakrosa) 3a Jlunepranc 20/5/5 mg, 20/10/5 mg u
20/10/10 mg, u 109,84 mg (cpabpxa 104,35 mg nakro3a) 3a Jlunepranc 40/10/10 mg)

3a MBJIHUA CIHUCHK Ha NOMOIIIHHUTE BELLECTBA BHXKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupana tabnerka.

Jlunepranc 10/5/5 mg: Xwnra, kperia ¢Qunmupana Ttabnerka ¢ AMaMeTsp 7 mm, € paaMyCc Ha

M3MTBKHAIOCTTA OT 25 mm, rpaBUpaHa OT €HaTa CTpaHa che cuMBosia 1", a oT Apyrara cTpaHa ¢bC CHMBOJIA
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4. KJHHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHS

JlunepraHc e nokasaH 3a JieueHHE Ha €CeHUMaTHA XWUMEPTOHMS W/MAM cTabWiHa KOpoHapHa OosecT Ha
CbPLETO, CBbP3aHH C MNbpPBHYHA XHIEPXOJIECTEPOJIEMHs WIH XHIIEPIHUNUACMHA OT CMECEH THII, KaTo
3aMECTUTEJIHA Tepanus NPH Bb3PAcTHHU NMALMEeHTH, KOUTO Be4Ye ca aJieKBaTHO KOHTPOJIMPAHH C aTOPBACTaTHH,
NMEPUHAONPUI M aMJIOAWIIHMH, TpUWlIaraHd €QHOBPEMEHHO B ChlllaTa J03MPOBKA, B KakBarto ca B
KOMOMHALMATA, HO KaTO OTAEIHHU NPOAYKTH.

4.2 [lo3MpoBKa H HAYHH HA NMPHJIOKEHHE

ﬂommnxa

OOu4aiiHaTa NO3MPOBKA € e/1Ha TabJieTKa BEHbK JHEBHO.

DukcHpaHara 1030Ba KOMOMHALMA HE € MOAXO0/ALIA 32 HAa4YaTHO JIeYSHHE.
[Ipy HEOOXOAMMOCT OT MpoMsHA Ha O03MpOBKara TpsOBa Oa ce H3BBPIUM TUTPHPAHE Ha JI03MTE Ha
OTJAEJIHUTE KOMITIOHEHTH.

Eonospemenno npunazaue ¢ opyeu rekapcmeeru npooykmu (6xc.moyku 4.4 u 4.5)

[Ipy mauueHTH, npHeMallli aHTUBUPYCHH CpeCTBa 3a jedeHne Ha xenatut C enbacBHp/rpa3onpeBUp HIH
NeTEPMOBHUD 3a NpoduiakTHKa HAa LIMTOMEraJoBUpycHa HH(EKIHsA eqHOBpEMEHHO ¢ JIunepraHc, go3ata Ha
aropBacTaTvH B Jlunepranc He TpsaOBa na HaaBuiuasa 20 mg/neH.

Ynorpebara Ha JlunepraHc He ce mMpenopbYBa INPH MALMEHTH NpHEMallM JIETEPMOBHP €IHOBPEMEHHO C
LIMKJIOCTIOPHH.

bvbpeuno yepeacoane (6xc. mouxka 4.4)

JIunmepraHc Moxe /1a ce npuiaara Npv NauHeHTH ¢ KPeaTUHWHOB KIHPBHC 2 60 ml/min ¥ He € noaxoasLl 3a
MalHEHTH C KPEaTMHHHOB KIMPBHC < 60 ml/min. [Ipu Te3W mauMeHTH ce MpenopbyBa HWHAUBHAYATHO
TUTPHPAHE Ha JI03MTE HA OTJICTHUTE KOMIIOHEHTH.

ITayuenmu 6 cmapuecka év3pacm (6xc. mouxa 4.4 u 5.2)
[TaumeHnTuTe B CTapuecka BB3pacT Morar jaa Owbaar JekyBaHu ¢ Jlunmepranc cboOpa3zHo ObOpedHara HUM
$yHKLMSA.

Ueproopobno yepeacoane (exc. mouku 4.3, 4.4 u 5.2)
Jlunepranc TpAbBa na ce W3MON3Ba C MOBHIIEHO BHHMAHHE MPH MAlMEHTH C YEPHOAPOOHO YBPEKIAHE.
JIunepraHc e NpOTHBOMNOKAa3aH NpPH MaLMEHTH ¢ aKTHBHO YepHOAPOOHO 3abonsaBaHe.

Ieouampuuna nonynayus
besonacHocTTa M edexkTHBHOCTTA Ha JlMmepraHc nmpu Aeua M MOAPACTBALIM HE ca yCTaHOBEeHM. JluncBar
naHHM. Ilopaau ToBa, ynorpebara npu aeua v noapacTBallH He Ce NMpEenopbYBsa.

HayuH Ha npHI0KEHHE
[lepopanHo npuioxeHue.




Tabnerkara Jinnepranc Tpabpa Ja ce Npuema KaTo €IHOKpaTHa 1033, BEAHLK AHEBHO CYTPHH IMpPEIH
XpaHeHe. |

4.3 IIporHBONOKA3aHHSA

* CBpBXYYBCTBHTETHOCT KBM AaKTHBHHTE BEulecTBA HIH KbM ApyrH ACE HMHXUOUTOPH, HIM KBbM
DUXUOPONMMPHIWHOBH TIPOM3BOAHM WIH CTATHMH, WIM KbM HAKOE OT INOMOIUHMTE BEIICCTBA B TO3M
TieKapcTBeH NpoAYyKT, H30poeHHu B TOUKa 6.1 ;

* AaKTHBHA 4YepHOZpoOHA OollecT WIH NOCTOAHHO MOBHHICHH CEpPYMHH TpaHCaMMHa3M HAA 3 IBTH HaJ
ropHaTa IpaHHIa Ha HOPMATA C HEYCTAHOBEHA NMPHYHHA;

* TI0 BpeMe Ha OpeMeHHOCT, KbpPMEHE M NpH XEHH C JETEPOACH NOTCHUMAJN, KOMTO He H310/3Bar
TIOAXOIAUIH KOHTPALENTHBHH MePKH (BK. Touka 4.6);

* enHOBpeMeHHa Yymorpeba ¢  AHTHBHPYCHH  cpeincrBa 3a  AeyeHwe Ha  xematur C
TieKanpeBUp/ MHOPEHTACBHD;

*  TEXKA XHUITOTOHHSA;

*  1HOK (BKJIFOMUTENHO Kap/IMOreHeH oK),

* OOCTpYKUMS Ha H3XOAHHA TpaKT Ha JaBara kKamepa (Hamp. Xxuneprpodu4yHa OOCTPYKTHBHA
KapAHOMHOIIAaTHA H BHCOKOCTEIICHHA a0PTHA CTCHO3a);

* XeMOAWHAMHYHO HecTabWiIHA CHP/ICHHA HEJOCTATHYHOCT ClIEX OCThp MHOKAPACH UH(APKT;

* aHaMHe3a 3a aHruoeneM (exeM Ha Quincke), cebp3ana ¢ neuenue ¢ ACE uHXHOUTOPH B MHUHANOTO {BX.
TOuKa 4.4);

*  HaCJIEACTBEH WIM HIHOMATHYEH aHTHOCHEM;

*  eIHOBpEMEHHa yrnorpeda ¢ ATHCKHPER-CHIABPKALIM MPOAYKTH NpH NALMEHTH CHC 3aXapeH Auaber WiH
OpOpeuHo yBpexaaHe (ckopoct Ha moMepysiHa ¢punrpatms (GFR) < 60 ml/min/1,73 m?) (BX. ToukH 4.5
u5.1);

* e¢OHOBpEMEHHAra ynorpeba Ipu JNEYeHHE ChC CaKyOMTpry/BancapraH, Jlunmepranc He TpsbBa na ce
3aMo4Ba ApelH Ja <a H3MHHAIM 36 Yaca oT npHEMa Ha TIoCIeaHaTa n03a cakyOuTpwl/BajicapTan  (BXK.
TOUYKH 4.4 1 4.5);

*  EGKCTPaKOpHOpalIHH JE4YEHHsA, BOACIUM AO KOHTAKT HAa KPHBTA ¢ OTPHUATENHO 3apEAECHH NOBBPXHOCTH
(Bxk. TOUKa 4.5);

* 3HAYMMA JBYCTPAHHA CTEHO3a Ha OLOpeyHHTE apTepum HWIM CTeHO3a Ha OnOpedHaTa apTepusa Ha
SIHHCTBEH PYHKIMOHUpaIL OBOpek (Bx. Touka 4.4).

4.4 Cnennannu npeaynpexiaceHHst H MpeANaiHH MEPKH npu ynorpeda

Cneusannnre NpeAyNpesxIeHHs M NPEANA3HH MEPKH, CBBP3aHH ¢ ATOPBACTATHH, NMEPHHAONPHIA H
AMJIOAUIIHH ce OTHACHAT H 3a JInnepranc

YepHoapoOHo yBpexkaane:
Ylopagu nannuuseTo Ha KOMITOHEHTA aToppacTaTuH B Jlumepranc, TpaOBa NEPHOIUYHO Ja C€ U3BBPLUBAT

(GYHKUHOHANMHE YepHOApoOHH wM3ciaeBanms. Ha nauMeHTH, KOUTO pa3BHAT HAKAKBH [PU3HALK WIH
CUMITTOMH, [OAO3PHTENIHH 3a 4YepHoapoOHa AMCOYHKUHMA, TpAOBa Oa €€ HAIpaBAT (PYHKIUOHATHU
YepHOoApOoOHH M3caenBaHudA. [IpH mMALMEHTH, NPH KOWTO CE€ pa3BHE TOBHLIEHO HUBO Ha TPaHCAMWHA3HTE,
TpsabBa 1a ce NpoBele INpoClieAdBaHE IO OT3ByYapaHe Ha HapymeHHero(sta). [lpu nepcdcrupamo
NOBHILIABAHE Ha TpaHCaMHMHa3WTe, 3 NBTH Had TopHUTe TpadnuM Ha Hopmara (I'TH), ce npenopbysa
HaMaIIBaHE Ha J03aTa Ha aTOPBACTATHH 4pe3 U3MON3BAHE HA OTACHHHTE KOMIMOHEHTH HIW CIIHpaHE Ha
aropBactatvHa (Bx. Touka 4.8). [Ipy nanwenTuTe, KONTO YNOTPeOSBAT IHAYUTEITHO KOJNMUYECTBO AIKOXOM
H/WIH HMAT aHaMHe3a 3a depHoApoOHO 3abongsade, npwinaraHero Ha JIunmepranc Tpabea na crasa ¢
MOBHINIEHO BHUMAHKE,

B penxu cnyyau ACE uRXHOMTOpUTE ca CBBP3BAHM CbC CHHIAPOM, KOHTO 3aModBa KaTo XOJECTaTHYHA
KBITCHHLIA U TTporpecupa 7o GpyJIMHHAHTHA 9epHOAPOOHA HEXpo3a ¥ (B HAKOM ClIydau) CMBPT. MEXaHH3MBT

MIH 3adenexHMO IOBHIIABAHE Ha HHUBATa Ha 4YepPHOAPOOHMTE ¢H3MMH, TpaOBa ma N
JinnepraHe ¥ J1a noAy4aT NoAXOAAIIO MEAUIHHCKO TIpocicidapade (Bx. Touka 4.8).



[Ipy naunwenTH ¢ yBpeaeHa depHOOpoOHAa (YHKUHA IONY)KHBOTBT Ha AMJIOAHIIHHA C€ YIABLKaBa H
crofinocTHre Ha AUC ca no-BHCOKH; JMICBAT YCTAHOBCHM NpenopbKH 3a Ao3vpade. Ilpu nekyBaHH ¢
JIMTIEPTAaHC NAIMEHTH € TEXKKO YCPHOAPOOHO yBpeXKAaHe MOXE Aa ¢ HATOKK OaBHO THTPHPAHE HA 103aTa U
BHUMATEIHO MOHHTOPHPAHE.

Karo ce uma npeapus edekTa Ha aTOPBACTATHH, IICPHHACTIPHI M aMIOAUNHE, JIUNEpTaHe € MPOTHBONOKAa3aH
NpH IMAIHCHTH ¢ AKTHBHA 9EePHOAPOOHA GONECT WIH TNOCTOSHHO IOBHIUEHH CEPYMHH TpaHCAMHHAH,
HaZBHIIABAIlH 3 IBTH TOpHAaTa IPaHHMIA HA HOPMaTa C HEyCcTAHOBEHa npHuuHA. [IpH MmAOMEHTH C
YEPHOAPOOHO YBPEXKJAHE M NPH NALMEHTH, KOHTO YNOTPEOABAT 3HAYUTENHO KOIHYECTBO AnKOXON W/IITH
MMaT aHaMHe3a 33 yepnonpobuo 3aonspane, npuaaradero Ha Jiunepranc TpaOBa Aa cTapa ¢ NOBHIIEHO
BHuMaHue. [Ipr HEOGXOAMMOCT OT MPOMAHA HA AO3MPOBKATA TPAOBaA Ja C€ H3BLPIIM THTPHPAHE HA JO3HTE
Ha OTAETHHTE KOMIIOHEHTH.

EdekTH BEPXY CKeleTHATa MYCKY.ISTYPa!

ATOPBACTATHHET, 1og00OHO Ha Apyrute yHXHOHTOpH Ha HMG-CoA penykrazara, MOXKE B pe/IkH CIy4aH Aa
3acerHe CKeleTHaTa MYCKYIaTypa M Ja NPHYHHH MHAANTHA, MHO3WT M MHONATHA, KOMTO MOrar [a
Mporpecupar A0 padaoMHOIK3A - NOTEHLIHATHO JKHBOTO3aCTPAILABALI0 CHCTOAHHE, KOETO C€ XapaKTepH3Hpa
C JOAYEepPTaHO NORMIIEHH HHBa Ha KpeatnH kunasata (KK) (> 10 oeru I'TH), MuornoOusHemus u
MUOITIOOMHYDHS, KOMTO MOTAT Aa noeenar A0 Ob0peuHa HeaoCTarbYHOCT.

B mMHOro peaku ciaydad ce cboOliaBa 3a yMyHO-MeqMHpaHa HekpoTuanpama Myuonarns (MMHM) no Bpeme
Ha JIe4CHHE WIH ciel NeYeHHe ¢ HIKOH cratiHu. KnuanuHo MMHM ce xapakTepH3Hpa ¢ NapoKCU3IMAalHa
MYCKY/IHa c1adocT U MOBHIICHH HUBA H& CepYMHATA KPeaTHH KHHA3a, KOMTO CE 3aAbPXKaT BHIIPEKH CITUpaHe
Ha JICYEHUETO CBC CTAaTHHY, NoNoxHTenno aHtH-HMG CoA peayKTazHO aHTHTANO H [OACOpEeHHE ¢
AMYHOCYINIPECHBHA CPEACTBA.

H3amepeane Ha kpeamuM KUKQ3AMaQ.

Kpearun kunazara (KK) He Tpabea na ce m3MepBa Clief] TeKKH QHIUYECKH HATOBapBAaHHA WIH NMpH
KaKBUTO U a OUN0 BEpOATHU aNTEpHATUBHU MPHYHHY 32 moBHmapaHe Ha KK, ThH karo ToBa BOAH IO
3aTpyAHERO MHTEpnpeTupate. Ako HuBarta Ha KK ca 3HauMTenHo NOBHIIEHH HAa U3XOAHOTO HUBO (> 5
nsTH Hal I'TH), nuBara 1pabBa ma ce M3MEPAT OTHOBO 5-7 IHM IO-KBCHO 33 MOTBBPXIABaHC HA
PE3YITATHTE,

ITpenn neyenuero:

ATopeactatuH TpadBa Aa ce MpeaNnHCBa ¢ MOBHINEHO BHHMaHHE HA NMALHWEHTH C Opeapasnonaraliu
¢dakTopH 3a pabmomunosa. [Ipu cnegmute cimydyan, HuBata Ha KK TpaOBa Ia ce M3MepAT npenu
3aM0MBAHETO HA JIEYEHHE CbC CTATHH:

- brOpeunu HapyineHus

- XHNOTUPEOHAUIBM

- Jluyna unu amunHa aHaMHe3a 33 HACNIENCTBEHH MYCKYJIHH HapyllIeHHA

- AHaMHe3a 3a MyCKYJTHA TOKCHUHOCT ChC CTAaTHH WM Gubpat

- AHaMHe€3a 3a 4YepHOAPOOHO 3a00JABaHe W/MIM B CIy4ad, B KOHTO C€ KOHCYMHPAT 3HaUMTEIHH
KOJIHYECTRA AlIKOXO

- IIpK naweHnTH B crapyecka Bb3pacT (Haja 70 roguHM), HeoOXOAUMOCTTa OT HoZo0HN M3MEPBAHUA
TpaOBa Na ce MpeleHH B 3aBUCHMOCT OT HAMMYHETO HA LPYrH Mpedpasnojaralld ¢axTopd 3a
pabaomMinosa

- Cny4vad, npd KOWTO MOXE Ja ce MOABH NOBHIIABAHE Ha TINIa3MEHHWTE HHUBa, KaTO HalpHMep
B3aMMOIECHCTBHA (BXK. To4ka 4.5) ¥ cnenyaiHy NOmyJlalyH, BKIIOYBAILH MEHETHYHU MOANOIyNaldH
(BX. TOUYKa 5.2).

B TakuBa ciyuau, pHUCKa OT JICYCHHETO TPSOBA a C¢ OLEHH B 3aBHCHMOCT OT BBE3MOXKHATA 1107138 OT
HEro, KaTo ce NpenopbYBa KIHHUYHO NPOCICASBAHE.

Axo HuBara Ha KK ca 3HagurenBo nosvinens (> 5 metn ['TH) B HauanoTo, a¢4YeHN
CE 3aro4Ba,

[1o BpeMe Ha neyeHHe:



— Jlauuerrure Tpabsa na 6bAaT MHCTpYKTHPaHH HezabasHO N2 CpOOWIABAT 33 MYCKYJHM OOJKH,
KpaMIld W1H C1adocT, OCOOEHO ako ca CHIPOBOJCHH ¢ 00O HepaslONoKeHHE HAHM IIOBHILICHA
TEMIIEpaTypa.

— [Ipn mosApa Ha TakWBa CHMIITOMH [10 BpeMe Ha JicueHHe ¢ JIunepranc Ha nanHeHTHTe TpabBa aa ce
H3MepaT HuBaTa Ha KK. AXo ce ycTaHOBH, Y& HMBATA ¢4 3HAUMTENHO MOBHLICHHU (> 5 NBTH Han
I'TH), neyenunero tpsdra na Obae CripsaHo.

— AKO MYCKY/JIHMTE CHMIITOMH Ca TEXKH M [TPHUHHABAT €XeIHEeBEH THCKOMGOPT, JOpH HUBATa Ha
KK na ca nopumenu no <5 x I'T'T, Tpa6sa na ce 06MHCITH NpeKpaTABaHE HA JICYEHHETO.

— Ako cuMrroMuTe oT3Bydar M HMBaTa Ha KK ce BB3CTaHOBAT [0 HOpMara, TOTaBa MOXe Aa Ce
MHACJIM 32 MNOBTOPHO 3alo4MBaHe HA JEYEHHETO C AaTOPBACTATMH MWIH 3a BKIKOUBaHE Ha
ANTEpPHATHBEH CTATHH B Hall-HUCKA A03a W MIPH BHAUMATEAHO MOHHTOPHUpAHE.

— Jlumepranc tpadsa na OwBae CrpAH He3a0aBHO MPH IT0ABA HA KIHHWYHO 3HAYHMMO IIOBULIABAHE HA
HuBata Ha KK (> 10xITH), unn ako ce IHAarHOCTHLHpPAa WIH IIOA03Hpa HAIMYKHETO Ha
pabIoMHONIH3A.

Eonoepemerno newenue ¢ Opyu 1eKapcemeen nPGOyKmu.

Hopagu HarH4gHeTo Ha aTOPBACTATHH KaTO KOMIIOHEHT, PHCKBT OT pabaoMHONN3a Ce NOBHIIABA NPH
eNHOBPEMEHHO Npuaarane Ha JlumepraHc ¢ onpeAeneHd JIEKAPCTBEHH MMPOAYKTH, KOHTO Morar na
NOBHINABAT TIA3MEHUTE KOHIIEHTPAMH HA aTOPBACTATHH, KaTO HAPHMEp MOLIHWTE HHXHOHTOPH Ha
CYP3A4 miu TpaHCHOPTHUTE NPOTEHHM (HAMp. UMKJIOCHOPHH, TEIMTPOMULHH, KIAPHTPOMHULHH,
JIeNaBHPOWH, CTHPHUITEHTOJN, KETOKOHA30J, BOPHKOHA30], HTPAKOHA30J, MO3aKOHA30J JIETEPMOBHP H
HIV npoteasH HWHXHOMTOpPH, BKIIIOMBAIIM pPHTOHABHp, JOMHWHABHP, aTa3aHaBHp, HHAWHABHD,
JapyHaBup, TUNPAHABHP/PHTOHABHP H T.H.). PHCKBT OT MHONATHA MOXE Ja C€ IIOBHUIH ITpH
eNHOBpeMEHHAa ynotrpeda Ha rempuOpo3WNT W JPYrH IIPOM3BOOHM Ha (uUOparHara KHCENMHA,
aHTHBHPYCHH cpeacrBa 3a nededde Ha xematur C  (HCV) (OouenpeBup, TenanpeBup,
endacBup/rpa3onpeBHp, AeOHNacBHp/codhocOYBHP), EPUTPOMHIMH, HHALMH WIH €3eTuMHO, . Ilpy
Bb3MOXHOCT BMECTO Te3W JIEKAPCTBEHH TNpOoAYKTH Tpsabpa na ce OOMHCIAT anTepHATHMBHH
(HeB3anMoelicTBaNY ) TepalHH.

B ciyyadre KOorato ce Hajara ¢JIHOBpPEMEHHO IIpWIaraHe Ha Te3W JIEKAPCTBEHM NPOAYKTH C
Jlunepranc, TpaOBa BHHMATEITHO Aa Ce TIPEIICHAT MOJI3HTE H PHCKOBETE OT SIHOBPEMEHHOTO JIEYEHHE,
Ilpy manHeHTH, KOHTO TIOMYYABAT JIEKAPCTBEHH NIPOAYKTH, NOBHIIABAINH IIA3MEHHTE KOHLICHTPALHH
Ha aTOpBAacTaTHH, CE€ MOpEenophYBa NO-HACKA MAKCHMMATHA J103a HA aTOPBACTATHH, CIIETOBATCIIHO
Tpa0Ba Aa c¢ OOMHCIIH THTPHPAHE KBM ITO-HHCKA 7032 Ha OTASNHHATE KOMIIOHEHTH. B NONBLJIHEHHE, B
CIy4an Ha MolgHH HHXHOHTOpH Ha CYP3A4 Tpabesa ga ce oOMHCIM MO-HHCKa HayaiHa A03a Ha
aTOpPBacTaTHH H MOAXOAANIO KIMHHYHO MOHHTOPHPAHE Ha BHIIPOCHHUTE MAIMEHTH (BX. TO4Ka 4.5).
IMopanu ceabpxkanneTo HA aTopBacTaruH, JIMnepraHe He TpAbGBa Ja ce MpHeMa €IHOBPEMEHHO Che
CUCTEMHH NEKAPCTBEHH NMPOAYKTH ChABPXAINH (y3uaMeBa KMCENMHA WM B paMKMTE Ha 7 JHH OT
CTIMPAHETO Ha JieueHHero ¢ TaX. [lpy manmedTH, NpH KOMTO ynoTpebara Ha cHCTeMHa Qy3uMaAMERa
KHCEJIMHA C€ CYMTA 34 KpalHO HeoOXoaHMO, NeUeHHEeTO ChC CTAaTHH TpadBa Ja ce NpexKparH JOKaTo
Tpae Je4eHNETO ¢ Py3unreBa KucenuHa. MiMa ¢cpolienns 3a pabnoMuonnsa (BKAIOYHTENHO HAKOJIKO
daTanHW) NpH NAUKCHTH, TPHEMAlH Gy3UAHHOBA KHCETHWHA W CTATHHM B KOMOMMaLMA (BXK.TOYka
4.5). Ilaunenture Tpsabsa Aa OBJAT NMOCHBETBAHH Aa NOTHPCAT He3a0aBRHO JIEKAPCKH CBBET aKo
NOJTY1aT CHMOTOMH Ha MYCKyJHa cinabocT, 00siKa HWIM HMyBCTBUTENHOCT. JIEUEHHETO CBC CTATHH MOXE
Jla ce Bb300HOBH CEIEM IHH Cllel MocnenHaTa 403a Py3HAHEBa KHCENNHA.

B M3KMIOYMTENHN CITyYaH, MPH KOHTO ¢ HeoOXOIHMO NPOIb/KMTENIEH IPHEM Ha CUCTeMHa (y3uaueRa
KHCEITMHA, Hanp. 3a JICYCHHETO HA TEXKH HHPEKUHH, HeoOXOQUMOCTTA OT €AHOBPEMEHEH NMPHEM Ha
Jlunepranc U ¢y3uanueBa KHCEJIMHA TPsOBa Aa ce TPeUeHABa MOOTAENIHO 33 BCEKH €AMH Clly4ail H Npu
CTPOro NEKApCKo HabiomeHme.

MHuacTeHns IpaBuc, 09Ha MHACTEHHS:
JOKINamBaHH ca HAKOJIKO Ciy4Yad, B KOMTO CTaTHHMTE WHIAYIIHPAT HOBA WIH BiOIIABAT Be4¢ CHIICCTBYBAlla
MHACTEHHs TPaBUC WIH OYHA MHacTeHuA (Bx. Todka 4.8). Jlunepranc TpaOBa 1a ce npeyCTaHOBH B CiIyyaif

(ITOBTOPHO) MPHIIOKEH.

Hurepcrvuyanya denoapobua Hoaect:




[Tpn HAKOM CTATHHH B MIKTIOUHTENHO PEAKH CIyYan ¢ cholildBa 3a HHTepcTHIHanHa Genoapobna bonecr,
0COOCHO IIPH ABLArOCPOYHO jieuycHHE (Bxk. Touka 4.8). KNMHUYHMTE MPOABH MOXKE 3 BKIIOYBAT AUCIIHEA,
HEMPOAYKTUBHA KalUTHLA ¥ BOIIaBaHe HA 0OIOTO 34paBOCIOBHO CHCTOAHME (YMOpa, 3aryDa Ha Terno H
NIOBUILIEHA TEMNeparypa). AKo ¢e moJo3upa ce, 4e JaJeH NILUHEHT € pa3BHA HHTEPCTHIMATHA OenoapobHa
bonect, neueruero c Jlunepravc TpadBa Aa ce crpe.

3axapeH aHalerT:

HAxoun nokazarencrea codar, yé CTATHHHTE, KaTO KJac ChCAHHEHHSA, MOBHIIABAT KPBBHATA IVIFOK03a U NPU
HAKOH NallHEHTH ¢ BHCOK pUCK OT Obacil AuabeT MOKE Ja MpeIH3BHKAT TAKOBAa HHBO HA XHMIIEPITIMKEMMS,
NpPH KOETO € MOAXOAANIO Npiwiarade Ha GopmanHo anTHaHaberHo degcHue. To3n puck obave ce HaABHIlIABA
OT HaMalABAHETO HAa CBOOBHA PMCK MMOA AcHCTBHETO HA CTATMHHTE H NOpaad TOBAa HE Ou crneaBano ja e
PHYHHA 32 COHpaHe Ha AedeHHero ¢ Jlunepranc. [lauWeHTHTE ¢ TaKBB PHCK ([IH0KO03a Ha raaHo 5,6 1o 6,9
mmol/l, BMI > 30 kg/m?, nopumesy TpArnuiiepruay, XHNepTouns) Tpabea j1a 6b1aT MOHHTOPHPAHH KakTo
KTUHHYHO, TaKa ¥ OHOXHMHYHO ChITIACHO HAIHOHAIHHTE YKa3aHusA, KOraTo ce nekysar ¢ Jluneprauc.

[Ipu manxeHTHTe ¢ AMaber, NekyBaHH C MEepOpPANHM MPOTHBOAMAGETHH CpeacTBa WM HMHCYNMH, TpiaORa
BHHMATENIHO Oa ce HaOmoJapa MIMKEeMHYHHAT KOHTPOJ Npe3 MbpBHUA MeEcel OT JIEYEHHETO C JIeKapCTBa,
cpabpxald ACE unxuburtopu, karo Harpumep JlunepraHc (Bx. Touka 4.5).

CopredHa HEAOCTAaThYHOCT:

Ilpu matmedTHTE CBC CHPACYHA HEAOCTATHYHOCT NMPHIAraHeTo Ha Jlunepranc tpadBa Aa crasa ¢ NOBHILEHO
BHHMaHHe. B OBArocpodHo, nnauebo-KOHTPONHpAHO KIWHHYHO IIPOYYBAHE IPH IAUMCHTH C TEXKa
CepAcuHa HenoctarbuHOCT (Kiac IIf w IV no NYHA) cwoluiapanara 4ecrora Ha 6e10ApobeH oTok € bHna
MO-BHCOKA B TPYMNATA, JIEKyBaHa ¢ aMJIONWITHH B CpaBHEHHE ¢ FPYNarta, NeKysaHa ¢ nnauedo (Bx. Touka 5.1).
JIeKapCTBEHH MPOAYKTH, ChABPAKAINM KalllMeBH AHTAFOHHCTH, BKIKYHTENIHO aMIOAUNMH, TpadBa Ja ce
M3T0I3BAT NpPeAna3nuBo NMpH NAaHUeHTH Ch¢ 3acTOHHA ChpOeYHA HEAOCTATHYHOCT, ThH Karo Te MOorar nia
IOBHIIAT PHCKA OT OBACIIM CHLPAECIHOCHAOBH HHITUAESHTH H CMBPTHOCT.

XHIOTOHHA:

ACE upxubutopute KaTo NMepHHIONPHI MOXE Ha OPUMHHAT MOHH)XaBaHe Ha KPBBHOTO Hamsarade. [lpu
HDAUHEHTH ¢ HEYCNOXHEHA XHNEPTOHHA PAAKO ce HalmioaaBa CHMITOMATHYHA XHIOTOHHA, KOATO € TO-
BEPOATHO Ja BBE3HHKHE TNPH XUMOBOJEMHYHH NAlIHCHTH, HallpUMEP BCICACTBHE HA JTMYPETHYHO JICHEHHE,
AHETA C OTPAHHYEH IIPHEM Ha €O, AWATH3A, AWapUd WIH MOBPBIIAHE, WM NMPH TAKHBA C TEXKAa PCHHH-
3aBUCHMA XuIepToHUA (Bx. Toukd 4.5 u 4.8). [Ipy DammeHTH CBC CHMIITOMArHvHa ChpAEYHA
HEAOCTATBYHOCT ¢ MIM Oe3 cBbp3aHa OnOpedyHa HEAOCTATHLYHOCT, € HabmoJaBaHa CHMITTOMATHYHa
XHIIOTOHMA. BeposaTHOCTTA TOBA Aa €€ CAYYH € NO-ToJIIMa MpH MalHeHTH ¢ MO-TeXKa CTeNeH Ha ChpACYHa
HEAOCTATBYHOCT, KOETO ChOTBETCTBA HA H3MION3BAHETO Ha IO-BHCOKH J03H OT OpPHMKOBH-IHYPETHIIM,
XHIIOHATPHEMHS WIH HapymeHue Ha OnOpeunara ¢yHxuus. [Ipy DAIMEHTH ¢ NOBHIICH PUCK OT
CHMNITOMATHYHA XRIOTOHHA € HeOGX0AHMO BHHMATENHO HA0MIOACHHE MDY 3aM0YBaHE HA JICYECHHETO M TPH
KOpPEKIIMA Ha Ao3aTra (BK. Touka 4.8). [lonoGui ¢p00pakeHus ca B CHIA U 33 NALHEHTHTE, KOHTO CTPAJAT OT
HCXEMHYHO CBPAEYHO HIM MO3BYHOCBOOBO 3a00/ifBaHE, IPH KOWUTO MPEKOMEPHOTO [MOHHXABAHE Ha
KPBBHOTO HANATAaHE MOXKE Ja IPHYUHYE MHOKApeH HHPAPKT WIH MOIBYHOCHA0B HHIMIACHT,

[Ipy BB3HMKBaHE Ha XMIIOTOHMA MALMEHTHT TpAOBa A2 C€ ITOCTABH B JIETHANO MOJNOXKEHHE MO rphd H aKo €
HeoOXOMMO Na TNONY4YH HHTpaBeHO3Ha wH(]Y3MA ¢ pa3TBOp Ha Hatpues xiopua 9 mg/ml (0,9%).
[IpexonHHUAT XHIIOTOHHYEH OTTOBOP HE € NPOTHBOMOKA3AHHE 34 TIO-HATATHIUIHH AO3H, KOMTO 0OMKHOBEHO
MOraT Jia ¢€ mpwiarar 0e3 3aTpyJHEHHS, Cliell KaTO KPBBHOTO HAMATAHE ¢¢ MOBHLIH CIIE€N YBEIHYABAHE Ha
obema.

[Ipy HAKOH MALIMEHTH ¢ KOHreCcTHBHA (3aCTO#HA) ChpASYHA HEROCTATHYHOCT ¢ HOPMATIHO HJIH HHCKO KPBBHO
HalmsiraHe MOXE Ja HAcThlM JONBIHHUTEIHOTO MOHHKABAHE HA CHCTEMHOTO KPBBHO HAIAraHe 0oon
ACHCTBHETO HA nepuHionpun. To3w edext € ouakBaH H O0OMKHOBCHO He € [pHYHHA 33 CNHPAHE Ha
JIEYEHHETO. AKO XHITOTOHHATA CTaHE CHUMIITOMAaTHYHA, MOKe 1a € HeoOXOAuMO HaMalnsiBaHe Ha 103aTa WIH
[IPEKPaTABAHE Ha NCYCHHETO ¢ JIMNEpTaHC.

AOpTHa CTEHO3a 1 CTEHO33 HA MUTPAIHATA KJlana;
KaxTo ¥ npy ocraHanmyTe Jekapcersa, cpabpxaind ACE aHxuburop, karo nNepuHIonpHil

CTEHO3a HA MHUTPAIHATA KJana WK KIHHAYHO 3HAYHMAa, HO He BHCOKOCTENEHHA a0pTHa fasTmteprac
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TpabBa Ja ce MpHNara ¢ MOBUIIGHO BHMMaHue. Ymortpebara Ha JlumepraHc e NpPOTHUBOIOKA3aHa IIPH
MALMEHTH ¢ TEXKA 00CTPYKIIUA HA W3XOIHUS TPaKT Ha JiaBaTa kaMepa (Bx. Touka 4.3).

brOpeuna TpaHciuiaHTaIMA ;
JluncBa ONMT OT NPHIATAHETO HA IEPUHAOTIPHN APTHHHH TIpH MALUMEHTH ChC CKOpoIIHA OBOpeuna
TPaHCIUIaHTAIHA.

PeHoBackynapHa XHIIEPTOHHS:
[Ipy naumeHTH C© AByCcTpaHHA cTeHO3a Ha OnOpeuHaTa aprepus WiIH CTEHO3a Ha apTepHATa MPH €AHH

¢yuxumonupam 6u6pek, nekyBaHu ¢ ACE HMHXUOUTOPH, CHINECTBYBA NMOBHIIEH PHCK OT XUMOTOHHMA H
OL0peyHa HexoCTATRUHOCT (B, ToYKa 4.3). JleueHreTo ¢ JUYPETHLM MOXe Ia CTaHe AOMpUHAcsLl (akTop.
Jarybara Ha OBOpeYHa ¢yHKUMA MOXE Ia HACTLIIHM NMPH MHHHMAJIHH H3MEHEHMA B CEpyMHMA KPEaTHHHH
JIOpH NpH NaUHEHTH ¢ ¢AHOCTPAHHA CTCHO3a Ha DbhOpeuHaTa apTepus.

HapynicHa 6s0peyuHa dyHKiIa:

JlunepraHc MOXKe 1a ce MpHIAra NpH NalMeHTH ¢ KPEaTHHHHOB KIHpBHHC 2 60 ml/min U He € roaxoasul 3a
NalMEHTH ¢ KPEATHHWHOB KIMPBHC < 60 ml/min (ymepeHo mo Texko OnbpeuHo yspexnane). IIpu Te3u
NalKERTH Ce TIPENOPhYBA MHAWBHAYAIHO TUTPHpaHEe Ha NO3MTE HA OTACIHHTE KOMHOHEHTH. ObuuaiiHoTo
MEAHLIHHCKO HAOMOACHHE Ha HUBATA Ha KalHA H KPeaTHHHHA € HacT OT HOpMalHaTa MeJULIHNCKa IPAKTHKA
NpH nauHeHT! ¢ 0BOpeuHo Hapyniesue (Bx. To4ka 4.8).

Hpu nauMeHTH ¢hC CHMNTOMATHYHA ChPACYHA HEAOCTATHYHOCT XHUIOTOHUATA CNE 3a0YBaHe HA JIEUEHHETO
¢ ACE HHXUMOWTOPH KaTo MEpHHIOONMPHJI MOXE Aa AOBERE JI0 HAKOHM JOMBIHHTECIHH HapylIeHHs Ha
ObOpeunara ¢pyHKIMA, B Te3n cnayuad ce cpobmapa 3a ocrpa OBOpedHa HENOCTATBYHOCT, OOHKHOBEHO
oOparrma.

[Ipn HAKOM MALMEHTH ¢ ABYCTpPaHHA CTEHO3a Ha OnOpeuHara apTepHs WA CTEHO3a HA apTepHATa IIPH €IHH
¢yrxuuonupan: 6u0pek, nekysanu ¢ ACE HHXHOHTODH, ¢ Habmoasa yBEJIHUCHUE HA YpeATa B KPhBTa H
CEpyMHHMsI KPEaTHHHH, KOeTO OOMKHOBEHO € o0parHMO IpH cnHpaHe Ha JeucHHero. ToBa € 0CobeHo
BEPOATHO NPH ManueHTH ¢ OB0pedHa HENOCTATBYHOCT. AKO € HalHWle H PEHOBAaCKyJapHa XHICPTOHHA,
ChLILECTBYBA MOBUILEH PHCK OT TEXKA XMIIOTOHHA ¥ OBOPEUHA HEIOCTATHMHOCT.

HsKOH XMNEpTOHMYHH MAallHEHTH 0e3 BUANMO NMpeAHIIHO ChlllecTBYBaloe 6s0peuHo cpa0B0 3ab0NiaBane ca
pa3BUIM MOBHINABAHE HAa KPbBHATA Ypesd H Ha CEPYMHUA KPeaTHHHMH — OOMKHOBeHO cnabo M MPEXONHO —
O0CODEHO KOraro MEPHUHAONPHN € OMI npunaran €IHOBPEMEHHO ¢ AWYpPeTHK. ToBa € T0-BEpOATHO Aa
BB3HUKHE MPH NALHEHTH ¢ Beye ChUISCTBYBAn0 OBOpeyHO yBpexaane. Moxe aa ¢e HUIOKH HAMAIABAHEe HA
A03aTa W/WIH CIIMPAHETO HAa IMypeTHKa WK Ha JlunepraHc.

Ilp nawMeHTH ¢ OBOpeuyHAa HEAOCTATHYHOCT AMJIOZMIHH MOXE€ ha C€ H3MNO0J3Ba B HOPMAIHH JO3H.
IlpoMennTe B nmasMeRdTe KOHIUEHTPALMK HAa aMJIOAMIIMH He ¢a CBBHP3aHH CbC CTENCHTA Ha OB0Opedno
yBpexKIaHe. AMIOJUNHH He NOAJIEXKH Ha JHAIH3A.

Edextute oT xoMOHMHanuATa ¢ JIMnepTaHe He ca MpoyyBaHH Tipu nauHeHTH ¢ 6u0peuno yppexnane. /losara
Ha JlunepraHc TpsAOBa Aa e crodpazeHa ¢ NMPenopbKUTE 32 JO3HPAHE Ha OTACIHUTE KOMIIOHEHTH, NIPHEMaHH
MOOTAEIHO.

IauMeHTH Ha XeMOIHATH34!

3a aHaWIaKTOHIHH peaklMH ce choOlapa npH TMAlMEeHTH, NOJANOKEHH Ha AWainu3a ¢ BHCOKOICOHMTHH
MeMOpaHH U NeKyBahu eaHoBpeMeHHO ¢ ACE nuxuburtop. Ilpn Te3u naupeHTH Tpadpa Aa c¢e¢ oOMHCIH
H3II0JI3BAHE HA JAPYT THN AUANIM3HHA MEMOpaHH UM Ha aHTHXUNEPTOHHYHO CPEACTRO OT APYT KJIac.

CBpBLXIYBCTBHTEIHOCT/AHTHOEEM:
Panko ce cpodinaea 3a asrmoeaeM Ha JIHLETO, KpallHHULWTE, YCTHHTE, JUTABUHLMTE, €34Ka, NIOTHCA W/HIH
JIapMHKCA MPH NMAUHEHTH, JeKyBaHK ¢ ACE HHXHOHWTOPH, BETIOUUTEHO NIEPUHAONPUT (BXK. TOUK

CUMITTOMKTE. B ciIydante, B KOMTO TIOAYBAHETO € OrPAHHYEHO M 3acira camo JI



CbCTOSTHHETO NPEMUHABA OOUKHOBEHO 0€3 JICUeHHE, RBNPEKH Ye 3a 00N1eK4aBaHe Ha CHMIITOMHTE € OT Mon3a
MPHEMAHETO Ha AHTHXUCTAMMHM,

AHruoeneM, CBbp3aH ¢ OTOK Ha JTapHHKCa, Moxe fa 6bae araned. Koraro e 3acerHar €3UKsT, MOTHCHT HIH
TApPUHKCHT, KOETO MOXKE Aa NpUYMHH 3aMyIIBAHE HA AMXATSIHHTS NBTHINA, Tpabsa HesabaBHO pa ce
NPUIOKH CHEIIHO JiedeHHe., ToBa MOXKE O3 BKAKOYBA [IPHIAraHe HA aJpeHANMH H/HIM NOJAbpKaHe Ha
JMXaTeNHWTE ITBTHILA Ha nauuenta, IanuenTsT TpabBa Aa ocTaHe NOJ MPAKO JEKAPCKO HAOMIOACHUE J0
I'BJIHO ¥ OKOHYATENTHO NTPEMHHABAHE HA CHMIITOMMTE.

[laimenTu ¢ aHaMHe3a 3a aHrHoeNeM, KOWTO He € cBep3aH ¢ nedeHHe ¢ ACE wuxuOuTopH, MOXe 1a ca
M3/I0’KEHHU Ha MOBHILEH PUCK OT aHTMOEEM MpH npHeMaHe Ha JIunepTaHe (BxK. Touka 4.3).

[Ipn maumenTH, nekysanu ¢ ACE naxubuTOpH, B pelkH cnydyau ce choOlaBa 3a HHTCCTHHA/IEH aHTHOEEM.
OnnakpaHnATA pH TE3M TIAUKMEHTH BKIIOYBAT 00JKH B KopeMa (Cbe WM 6e3 rageHe W NOBPLILAHE); B HAKOU
Cllydqad HE€ € YCTAHOBEH MpejecTsBail aHrHocReM Ha JHiuero W HuBata Ha C-1 ecrepazara ca Ounu
HOpMaTHH. To3m BuA aHruoeneM e GWi1 AHArHOCTHLHpPAH 4pes npolemypw, kouro srmousaT CT Hiw
YJITpa3BYKOBO H3CI€ABAHE HA KOpeMa, WIHM NpU XUPYPrHUHa ONepalisd, KaTo CHMITOMHTE ca OT3By4daly
cien cnupade Ha npHema Ha ACE wuxuOuropa. MHTECTHMHANHHAT aHruoeaeM TpiadBa a ce BKIIOYH B
AHQepeHIIHAIHATA AHardo3a Mpy NalKMeHTH, npueMainy JInnepraxc, KOHTO Ce OIUIAKBaT OT KOPEMHHU GOJKH.

Kom0GrHupaHeTo Ha NEPUHAONPHI CbC CaKyOHTPII/BaACapTaH € NPOTHBONOKA3aHO TIOPANH YBEHYEH PHCK
OT aHruoeneM (Bxk.Touka 4.3). Jleuenue cbe cakyOHTpIIL/RasicapTaH He TpabBa Aa ce 3anouBa npefik aa ca
HIMHMHAIH 36 yaca OT NPUEMAHETO Ha MOCAenHaTa A03a OT JIEYEHHETO ¢ NEPUHIONPHIL. AKO JIEYSHHETO ChC
CaKkyOMTpHII/BalICapTaH € IpeKpaTeHo, JICYEHUETO ¢ TISPUHAONPUI He TpsadBa Aa ce 3amouBa Npeau Ja ca
M3MUHATH 36 4Yaca OT NMPHEMAHETO Ha TOC/IEHHATA [03a cakyOurpwi/BaicapradH (Bx.ToukH 4.3 u 4.5).
EnnoBpemennara ynorpeba Ha ACE unuxubutopn ¢ NEP paxuburopu (Hanp. pauekanorpwin), mTOR
MHXHOMTOPH (Hamp. CHPONHMYC, €BEpPONIMMYC, TEMCHPONHMYC) M TIJIMOTHHM (Hanp. JTHHACIHUNTHH,
CaKCAITIMIITHH, CHTArMHITHH, BHIAATIHIITHH) MOXE Aa AOBEAE A0 NORHIIEH PHCK OT aHruHoedeM (Hamp.
[MoAyBaHE Ha AMXATEHHTE THTHMING HIH €3HKa, Ch¢ WK 0e3 HapyleHo Aumane) (Bx. Touka 4.5). Tpadea na
CE€ MNOAXOXJA ¢ NOBHUILIEHO BHMMAHHE KOTaTo ce 3arousa pauckagorpua, mTOR nmHxHOHTOPH (Hanp.
CHPOAHMYC, €BEPONHUMYC, TEMCHPOJIKMYC) W IMTANTHHH (HANp. AMHAITIHITHH, CAaKCArHITTRH, CHTAIJIAIITHH,
BIULIAITIMIITHH) [IpH NALUEHT, koo eede npuema ACE uHxuburop.

AHadunakToHAHY peaki 1o BpeMe Ha adepesa Ha THNONPOTENHH ¢ HUCKa NsTHOCT (LDL.-adepesa):

B penku cirywan namenTH, npaemainy ACE uuxuburopH no BpeMe Ha agepesa Ha JTHIONPOTEHHH ¢ HHCKA
nasTHOCT (LDL-adepesa) ¢ nekcrpanos cyndar, ca noiydaBaiy KHBOTO3aCTpAallaBamy aHa(pWIaKTOHIHH
peakliiH. TakuBa peaklvH ca Ouny H30ArBaHu 4Ype3 BPEMeHHO clHpaHe Ha ieyeHHeTo ¢ ACE nHxuOuTOpa
npeny BeAka adepesa.

AHa(UNaKTOUIHH PEAKIMH N0 BpeMe Ha JeceH3H0mIM3aIus:

[TaiienTn, npHeMamu JiekapcTBa, cpabpxami ACE wuaxuburopd, karo JlumepraHc, II0 Bpeme Ha
JECEHCHTH3IHPAIO JieyeHHe (Hamp. ¢ OTPOBA OT XHMEHOIITEPa), Ca NMOMy4aBaii aHA(PUIAKTOMAHY PEaKLIHH.
TIpu chIUMTE MALMEHTH TE3H peaklldH ¢a OHIM NpPEeaoTBpaTABAHM Ype3 BpeMeHHOTo cnupaHe Ha ACE
HHXHOMTOPHTE, HO ca ce NOABABAIH OTHOBO fIpH HElIpeIHAMEPEHO NIOBTOPHO NpHIAraHe.

Heytponenua/arpanyionnTo3a/TpoMGOIMTONEHHS/ AHEMHES
Ilpy naumenTH, npueMam ACE uHXuGHTOpH, Ce cpo0IIaBa 3a HeyTPOIEHMA/arpaHynouuTosa,

TPOMOOLMTONCHUA U aHeMHs. [IpH naupeHTn ¢ HopManHa ObOpedHa PpyHKuMa 1 6€3 fpyru ycnokHaBally
dakTopy, paaxko ce Habmoaaea HeyTponeHud. HeoOxoaumo e H3KIIOYUTENHO IONSAMO BHHUMAHME NIpH
npuarade Ha JlunepraHc NpH naunMeHTH ¢ KOJAreHHO ChAOBH 3a0os1gBaHuA, HMYHOCYIIPECHBHO JICHEHHE C
ATOMYPHHON WIIH MMPOKAHHAMHA WIH KOMOHHALMA OT TOAOOHH YCIOXKHABAIH (akTopH, 0co0EHO ako ¢
HATHLE M TPEAXOAHO ChLISCTBYBAINO HapylleHue Ha OnOpeunara ¢yHkuus. IIpH Te3M MallHEeHTH MOHAKOra
C€ pa3sBHBAT CEPHO3IHH MH(PEKLUUH, KOWTO B HAKOH OTACIHH CIY4ay HE ca c€ MOBJHABAIM OT MHTCH3HBHA
anTHOMOTHYHA Tepanud. Akxo JlunmepraHc ce ppuiara IpH TAKMBa NALUEHTH, MPENOPBYHTEIHO €




ACE UHXHOMTOPHTE NPHYHHABAT MO-BHCOKA YECTOTA HA AHTHOCAEM NPU YEPHOKOXM MALUCHTH, OTKOJIKOTO
TIpH OCTaHAIHTE.

Jlunepranc, xo#to cbaspxka ACE wuHxuburopa NEpHHIONPHI, MOXe fAa € TNo-caabo edexTuBen 3a
NOHIDKABAaHE HAa KPBBHOTO HANATAHE MPH YEPHOKOXKH XOpPa, OTKOJIKOTO HPH OCTAHAIMTE, BEPOATHO IIOpANH
No-ronsgMara 4eCToTa HA HUCKOPEHHHOBH CHCTOSIHHUA B MOMNYNALMATA HA 4EPHOKOXKHTE XHIEPTOHKLIY.

Kaumuiunma:

Crobmpapa ce 3a kanumpa npH ynotpebara Ha ACE uHxuburopu. XapakTepHO €, Y€ KauulMiara €
HEMpPOAYKTHBHA, YIIOPHTAa M MPEMHH¥aBa ClIell clMpaHe Ha JedeHnero. [Ipuunrenara or ACE unxuburopu
Kaouivna TpadGBa 1a ce BKIIOUH B OudepeHialHaTa AHarHo3a Ha Kanuiuila MpH NALKMEHTH, JICKYBaHH ¢
Jluneprasc.

XHPYPruyHy oficpaiiti/aHeCTe3HA:

IIpy nauMeHTHTE, MOANOKEHH HA TEXKKA XUPYPTrHUHA ONEPANNA WK aHECTe3HA C BELIEeCTBa, NPHYHHABALIN
XHNOTOHMS, JIMnepTanc Moxe Aa 6noxupa obpasyraHeTo Ha aHrHOTECH3MH 11 B pe3ynaTar Ha KOMIEHCATOPHO
ocBoOOKaasane Ha peHuH. JleueHuero TpAGBa Ja ce cnpe e€AUH IEH TpeOu olepauuaTa. AKO Bb3HUKHE
XHINOTOHHSA, 33 KOATO €€ CMATA, 4€ € NMOPOAEHA OT TO3H MEXaHW3bM, MOXE Aa ObJe KOpHIMpaHa upes
yBeIHM4YaBaHe Ha obeMa.

XHrepkanyeMus:

HabmonapaHo € noBUIIABAHE HAa CEpYMHUTE HHBA HAa KAIMA TNPHM HAKOM NalMeHTH, NeKyBaHH ¢ ACE
HHXHMOHTOPH, BKMOYHTCIHO mepuHgonpmi. ACE uHxubutopuTe MOrar Aa NpeAu3BHKAT XHNEpPKATHeMHus,
Thi KaTo HHXHOHpAT ocBobOXKJaBaHeTo HA anpoctepoH. OOUKHOBEHO edekTa HE € 3HAYMM MPH NAMUEHTH ¢
HopMaHa O0BOpeuyHa (yrkimsA. PuckoBure dakTopn 3a pa3BUTHE Ha XHNOKaMHEMHA BKMOYBAT OBOpeuHa
HEeJOCTaTHYHOCT, BIOLIaBaHe Ha OwOpeuHata dyskumda, Bb3pacT (> 70 romuHmM), 3axapeH HOHader,
VHTEPKYPEHTHH CBHOWTHSA, B YaCTHOCT JEeXWApATAlHs, OCTpa ChpAeYHAa JeKoMIeHcamws, MeTabonnTHa
alMyI03a H eIHOBpeMEHHa YynoTpeba Ha KaTMA-CBXpaHABALUIM JWUYpeTHIM (Hanp. CHOHPOHOJAKTOH,
CIUIEPEHOH, TPHAMTEPEH H/IM AMHJIOPHMA), KaJIWeBH JO0DAaBKH WM KaIWH-ChABPKAINM 3aMECTHTCIM Ha
roTBapcKaTa CoJ; WIH TAKHBA MALKHEHTH, KOMTO [IPHEMAT RPYTH MEAWUKAMEHTH, CBRP3aHH ¢ MOBHLIABAHCTO
Ha CEpYMHHUA Kamuil (Hamp. XEMapHH, KO-TPHMAKCA30J1, H3BECTEH OLIE KaTo THMETOMpHM/Cya(aMeToKCca3 o)
M O0COOEHO AHTArOHUCTH Ha ANIOCTEpOHa M aHTMOTEH3WH pelenTopHH Onokepu. Ilpu manMeHTH ¢
yBpeleHa OnOpeuHa (yHKUMA ynorpefara Ha KanveBU N00aBKH, KanMH-CHXpaHABAILH IHYDPETHLH HIH
KaTHA-CBABPKALIN 3aMECTHTENIM HA roTBapcKaTa COJ MOXE A3 HOBENE A0 3HAYHMTENHO IOBHMIUZBAHC Ha
CepyMHHA Kallvi. XHUNEpKANMEMHATA MOXKE /1a NPHYHHHM CEPHO3HH, NMOHAKora ¢garanHd apuTMHH. Kanwnii
ChXpaHsABALONTE NUYPETMIH H AHMMOTEH3HH pelenTtopHuTe On0Kepu TpadBa Ja ce M3MNOJ3BAT ¢ BHUMaHHE
npu nauuenty, npueMaiy ACE wHxuOutopy, ¥ cepymHua kanuii v 6u6peunara ¢yHKIHa TpsiOBa na ce
HabmoaaBaT. AKO CbBMECTHOTO NPHJIATAHE HA HOCOUYEHHTE MO-TOPEe CPelcTBa 3ae/Ho ¢ JlunepraHc e 6uno
NPELCHEHO 38 YMECTHO, T€ TpAOBa Aa ce W3NON3BaT BHUMATENHO IPH Ye€CTO MOHHMTOPHpaHE Ha CCPYMHHA
Kaaui (Bx. Touka 4.5).

KoMOuHaIHs ¢ TMTHI:
KoMOHHalMATa Ha JIHTHH ¢ MEOWKaMEHTH, ChABPKAIIM NEPUHIONpPIWI, KaTo JlunepraHc, He ¢€ penopLYBa
(BK. TOuKa 4.5).

OHHO OJIOKH ¢ HA CHCTEeMAaTa peHHH-aHI'MOTEH3HH- ocrepoH (RAAS

Hma noxasarencrtsa, e eaHoBpeMeHHata ynotpeba Ha ACE uaxuburopu ¢ anruotensuH Il peuenTopHu
GnoxepH MIM ¢ anHCKUPEH YBENMUaBa PHCKa OT XWIIOTOHHA, XMIlepKanueMHsA H HaMancHa OwnOpeuHa
byHxHs (BKITIOUUTENHO ocTpa O6bLOpeuHa HEAOCTATBYHOCT). 3aTOBA He Ce MPenophiBa ABOHHO ONOKMpaHe
Ha RAAS 4pe3 xombunamms ot ACE unxuGuropn ¢ anrnoteH3uH Il peuenropru 610kepu HIH ¢ aNUCKHpPEH
(k. Toukn 4.5 1 5.1),

AKO ce MpeleHH, Y€ JIEUEHHETO ¢ ABO/HO ONIoKHpaHe € abCOMITHO HeoOXxoanmo, T TpAORa a ce H3BhpIIBa

(yHKLHA, ETEKTPOITUTHTE H KPBBHOTO HAIATAHE.,
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IIpu nauMeHTH ¢ aHabeTHa HedponaTna He TpiabBa Ja ce uznonsear eAHoBpeMeHHO ACE uHxudutopu u
aHruoTeHsuH I peuerrropru 6nokepH.

[TepBHYCH ANJOCTEPOHNUIBM:
[HauueHTH ¢ NLPBHYCH XUMIEPATAOCTEPOHU3BM KaTO LAJIO HE C€ BAKHAAT OT JIEYEHHE ¢ AHTHXHIIEPTEH3HBHH

NEeKapCeTBa, ASHCTBALIN Ype3 WHXHOMpPAHE Ha CHCTEMATa PeHMH-aHruoTeH3wH. [lopanu ToBa yrnorpebara Ha
TOBAa JICKAPCTBO HE CE NPENIOPHYBA.

[ToMOILIHH BEIlIeCTBA:
[lopaau HanM9MeTO HA JIAKTO3a, NALUMCHTUTE C PEAKM HACHEACTBEHH NpoblieMH Ha HENOHOCHMOCT KbM

TalaKTo34, MMIOK030-TallakTo3Ha ManabcopOima wiH 061na NakTa3Ha HeAOCTaTEIHOCT HE TpAOBa /ja Npuemar
TOBA JIEKAPCTRO.

Hwro Ha HaTpuA
JlunepraHce cbabspxka no-Manko oT 1 mmol Hatpmii (23 mg) 3a egHa Tabnerka, KOETO 110 ChLIECTBO O3HAMaBA,

ye He CHABPXKA HATPHIA.
4.5 B3aumojeiicTBHe ¢ IPYrH JeKAPCTB¢HA NPOAYKTH H XpYrd ¢opMH Ha BIAHMOJEHCTEHE

KAHHHYHHTE H3NMHTBAHHMA NOKA3BaT, Y€ JBOHHOTO ONOKHpaHe HAa CHCTeMaTa pPEeHHH-aHTHOTEH3HH-
annocrepod (RAAS) upes komOuHupana ynotpebGa Ha ACE wmHxuOuTOpH, aHrHoTeH3HH II peuentopHu
OnokepH WIH AlUCKUPEH € CBbp3aHa C MO-BHCOKA 4YECTOTA HA HEXENaHW ChOMTHA Karo XMMOTOHMA,
XUNEPKATHEMHSA ¥ HaMangBaHe Ra ObOpeuHara (hyHKIHA (BKIIOUHTETHO ocTpa §BOpEUHa HENOCTATEYHOCT),
OTKOJIKOTO H3MOA3BAHETO CAMO Ha €1HO CPencTBoO ¢ feiicTBHe BhpXY RAAS (Bx. ToukH 4.3, 4.4 1 5.1).

He ca npoeexnanu Npoy4YBaHns 3a B3aHMOAEHCTBHATA Ha JlunmepraHC C JpyrH JEKapCTBa, BBIPEKH 1€ ca
NPOBEIEHH MPOYYBAHNSA ¢ aTOPBACTATHH, NEPHHAONMPUI M aMIOAHIIMH. Pe3ynraTure OT T€3H NpOoYyYBaHHUA ca
NIpeacTaBeHH o-104y.

Jlexapcemea, noeuwasawgu pucxa om ancuoeoem

Eanoepemennara ynorpeda Ha ACE uHxuOHTOPH ChC cakyOHUTpUWI/BajicapTal € MpOTHBONOKa3aHa, ThH KaTo
TOBA [TOBHLIARA PHCKA OT aHrHoeAeM (BxK.TOYKH 4.3 U 4.4). CakyOuTpril/BajicapTad HE TpAOBaA Ja Ce 3amo4Ba
Npeny Ja ¢a W3MHuHany 36 4aca OT NpHeMa Ha TIOCTSAHATA 11033 OT TEpaluATa ¢ NEPHHAONPWI. JIeueHHe ¢
NEPUHAOINPHI He TpAOBa A2 Ce 3anoyBa NPEAH Aa ca W3MHHATH 36 yaca ciej npueMa Ha Moc/IenHaTa 1034 Ot
CaxkyOUTpHI/BasicapTaH (BXK.TOUKH 4.3 1 4.4),

EnxospemenHara ynorpeba ha ACE waxuburopu ¢ pauekanotpui, mTOR HHXHOHTOPH (Hanp. CHPOIHMYC,
E€BEPONTUMYC, TEMCHPONHMYC) ¥ TDJUMNTHHM (Hanp. JIMHArJivMOTHH, CakCarJIMOTHH, CHTarJHIITHHE,
BHJIJATTTHITTHH) MOXKE 12 JOBEE 10 NOBULIEH PHCK OT aBruoeaemM (BX.Tovka 4.4).

Jlexapcmeq, UnOyyupawu XUneprasuemMusn.

BbIpekH, Ye cepyMHHS KalHi 0OMKHOBEHO OCTaBa B HOPMAIHM IPaHHIIU, XHIIEPKATHEMHA MOXE 1A C€
MIOABH NMPH HAKOM MALMCHTH, JIeKyBaHH ¢ Jinepranc. Hakon nekapcrsa mnu TepaneBTHYHH KJ1acoBE MOrar
2ia TIOBMIIIAT YeCcTOTaTa Ha MOABA HAa XUIMCPKANMEMH . AJIUCKUPEH, KATMEBH COJTH, KATHI-ChXpaHABalllH
AMypeTHUHM (Hamp. CIIHPOHOTIAKTOH, TPHaMTEpeH unH aMwiopua), ACE uHXuouTOpH, aHrHoTeH3uH Il
peuenrophu onokeps, HCIIBC, xenapunu, HMYHOCYPECHEBHY CPEACTBA KATO HHUKIOCTIOPHH HITH
TaKpOJIUMYC, TPUMETOMPHM H KOTPUMMOKCA30J ( TPUMETOIIPHM/CYA(PaMETOKCa30l), Thil KaTo € H3BCCTHO, Ye
TPHMETOIIPHM JEHCTBA KaTo Kaui ChbXpaHABalll AMYPETHK Karo amunopua. KomGunaimsiaTa ¢ Te3u
NeKapcTBa NMOBHIIaBa pUCKa OT XunepkanneMus. [lopagn Topa, komOMHHpaneTo Ha JIMIeEpTane ¢
ropecIIOMEHaTHTE MeKapCTBa He ¢¢ MpenopbyBa. AKO € NpeAiicana eIHOBpeMeRHa yroTpeba, Tpabpa Ja ce
TIO/IXOX A ¢ BHUMAHHE H C YECTO NPOCICAABAHE HA CEPYMHMA KaHil.
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Eouoepemenrama um ynompeba e npomusohoxaszana (8xc. moura 4.3):

KoMnoHeHr H3secTho BiaumopelicTBHE ¢ Apyr JJ¢KapcTBEH NPOAYKT
B3aHMoOaeHCTBHE C
NPOAYKTa

Iepunaonpun AJINCKHPEeH EnnoBpeMeHHOTO JieueHHne ¢ JIMnepTaHc U aTHCKHPCH

€ NIPOTHBOIMOKA3aHO NIPH NALMEHTH ChbC 3axXapeH AuadeT
W HapymeHa ObOpedna ¢yuxuua (GFR <
60 ml/min/1,73 m?), nopagu pUCK OT XHIIEpKAIHEMHA,
BIOIIaABaHe Ha OBOpeuRaTa pyHKIMA H NOBUINABAHE Ha
ChPACYHOCHAOBRATA OONECTHOCT U CMBPTHOCT.

Excrpakopropanau sieueHus

ExcTpakopnopalHH NedeHus, BOACIIO 10 KOHTAKT Ha
KPBBTa ¢ OTPHIIATEAHO 3apeAcHH IOBLPXHOCTH, Karo
HanmpuMep ITHANN3a UM XeMOQUITpaLHs ¢ OmpeaceHn
BHCOKOITPOITYCKMUBH MeMOpany (nanp.
NONHAKPHJIOHATPHNIHE MemOpann) M adepesa Ha
JUNONPOTEMHH ¢ HHUCKAa IUIBTHOCT ¢ JIEKCTpaHoOR
cyndar, mopald TNOBHIIEH PHCK OT  TEXKH
aHapHNakTOMAHH peakuMd (Bk. Touka 4.3). Ilpn
HeobXoauMocT OT TMoaoOHO NeyeHue TpabBa na ce
OOMHCNIH M3MONI3BaHE Ha Jpyl THII JHAJTH3HH
MEMOpaHH HNIH Ha AHTHXUIIEPTEH3HBHO CPENCTBO OT
APYT Kliac.

ATopBacTaTHH I'nexanpeBdp/muOpEHTACBHP

EnnoBpeMeHHOTO — JeyeHMe ¢ JlanepraHc €
NPOTHBONOKA3aHe  Iopaad  IHOBHIIEH PHCK  OT
MMOIMATHSL.
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Eonospemennama ynompeba He e npenopvuumenna (8xc. movuxa 4.4):

KomMmoneHT H3isecrHo B3auMogeidicTBHe ¢ B3anmoneiicTBHe ¢ APYr A€KapeTBEH NPOAYKY
MPOAYKTA

AtopBacratHn  Mounu CYP3A4 unxubutopu ATOpBacTaTHH ce MeTabommsupa OT uMToxpom P450
3A4 (CYP3A4) m e cybGcrpar Ha 4YepHOApOOHHUTE
TPAHCTIOPTEPH H HA HONUNENTHIHTE, TPAaHCITOPTHPALIH
OpraHM4HH  aHWoHM  {organic  anion-transporting
polypeptide 1B1, (OATPIB1) u 1B3 (OATPI1B3).
MeraGonuTuTe Ha aTOPBACTATHH ca CyOCTpaTH Ha
OATPIBI. YcraHoBeHO € CBIIO TaKa, Y€ aTOpBaCTaTHH
e cyOcTpar Ha eUIYKCHUTE TpaHcnopTepd Ha P-
rivkonporens (P-gp) 1 Ha NPOTEHHA HA PE3UCTECHTHOCT
Ha paka Ha repraara (Breast cancer resistance protein,
BCRP), xomro MOXEe Jda OrpaHH4aTr 4peBHATa
abcopOrmsi M *TBYHHMA KIKPBHC HA AaTOPBACTATHH
(Bx.Touka 5.2). EaHOBpeMEHHOTO [IpHJIAaraHe Ha
NEKAPCTBEHH TPOAYKTH, KOMTO ca HHXUOHTOpH Ha
CYP3A4 unn Ha TPaHCNOPTHHTE MPOTEHHH, MOXE /A
NOBEAE N0 MOBHHICHH I[UTA3MEHH KOHLCHTPALMH Ha
ATOPBACTaTHH M IMOBHIIEH PHCK OT MHONATUA. PUCKBT
MOKe J1a Ce TOBHIIM ITPH €IHOBPEMEHHO NMPHIIAraHe Ha
aTOPBACTaTHH ¢ APYTH JIEKapCTBEHH NPOIYKTH, KOUTO
MMaT [OTeHIHal J[a WHAYLHPAT MHONATHs, Karo
NPOM3BOAHM Ha (HMOpaTHaTa KHCENMHA W ELETHMHO
(BXK. TOUKa 4.4).

YcTaHoOBeHO ¢, ue MoImHUTe HHXHOMTOpH Ha CYP3A4
BOAAT A0 M3pa3cHO IOBUINABAHE Ha KOHIUCHTPALIHHTE
Ha 4ropBacTaTHH. EOHOBPEMCHHOTO MNpPWIaraHe Ha
MomH# HHXxHOGHTOpA AA CYP3A4 (Hanp. UMKIOCTIOPHH,
TETHTPOMUIIHH, KIIapUTPOMUUMH, AeNaBHpAKH,
CTHPHUIIEHTOJI, KETOKOHA301IL, BOPHUKOHA301,
MTPAKOHa30], MO3aKOHA30M, HAKOM aHTHBHPYCHH
JIEKapCTBa, H3NMOM3BaHH 3a jJeueHHero Ha HCV (nanp.
enGacBHp/Tpa3onpeBHp) H HIV IpOTEA3HH
HHXHOMTOPH, BKIOYBAIlM PHUTOHABHP, JOIHHABHD,
aTa3aHaBUp, HHAMHABUD, AAPYHABUpP, H T.H.) 3a€QHO C
JlunepraHc TpadBa na ce n304rea, axo € BE3MOXKHO. B
ClydaH, TIPH KOMTO HEe MOXKE Ja ce n30erne ChBMECTHO
npysaraHe Ha TMOCOYCHMTE JEKAPCTBEHH NPOAYKTH ¢
JInneprtanc, Tpabpa ga ce OOMHCIH [10-HKCKA 032 Ha
aropBacTatTiH B JIMmepraHc W ce MpenopbyBa
NOAXOAALI0 KIHHHYHO MOHHTOPMpPaHE Ha BBIIPOCHHTE
namyeHTH (Bx. Tabnnua 1).

Ilepunnonpun  AnMCKHpeH [py manMeHTH, KOUTO HAMAT AMaber HUTO HApyLIeHaA
ObOpeuHa (yHKUHMA, €AHOBPEMCHHOTO JICUEHHE C
JIunepTaHc 1 aNHCKHPEH He CE TIPENOphYBa.
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KoMnonent

HieecTHO B3aumoaeiicTBHe ¢
NpoAYKTA

B3auMoaeiicTeue ¢ APYr J€KAPCTBEH NPOIYKT

EaHoBpeMeHHO ne4eHne ¢
ACE nHXuOHTOPH H
aHrHOTEH3HWH PELIENITOPHH
Onokepu

B nureparypara nMa ChoOLIEHMA, Y€ NPH MALHECHTH C
YCTAHOBCHA aTEPOCKJICPOTHYHA OoNecT, ChpAcYHa
HENOCTAaTRYHOCT MMM Adaber ¢  KpaHHO OpPraHHo
YBpeXJlaHe eAHOBpeMeHHOTO JedeHHe ¢ ACE
MHXHOHTOp KaTo mnepuHaonpun B Jlunepranc o
AHTHOTEH3NH pelenTopeH Omokep, € CBBp3aHO
MOBHIIEHA  YeCcTOoTa HAa  XMNOTOHHMA,  CHHKOI,
XHIIEPKATHEMHAA H BJIOMIABaHE Ha OBOpedyHaTa QyHKIUsA
(BKIIOYHTENIHO oOcTpa OnOpedyna HeZoCTaThYHOCT) B
CPaBHEHHE ChC CAMOCTORTENHOTO NpIaraHe Ha ¢IHH
NEKApCTBEH NPOAYKT, MNOBIHABALL CHCTEMATa PCHHH-
AHTHOTEH3HH-ANAOCTEpOH.  JlBoifHoTo  DNOKHpane
(Hamp. 4pes koMOmHupaHe Ha ACE wHXHOHMTOD C
anrvoTeniuH Il penentopeH Onokep) TpadBa na ce
OTpaH{MM CaMO 10 HHAMBHWAYANHO ONPEIENCHH CyqyaH
npM BHAMATE/IHO MOHHMTOpHpaHe Ha OBOpedHara
¢ yHKLNs, HUBATA HA KAIHI H KPEBHOTO HALAIGHE.

Ecrpamycrin

PMCK OT TIOBMIIABAHE HA HEKENAHHTE JICKapCTBEHH
peaKiMy KaTo aHrHOHEBPOTHYEH OTOK (AHTHOEIEM),

Jurnii

Cpof1apa ce 3a oOpaTMMO NOBHIIABAHE HA CEPYMHATA
KOHLEHTpAIlHd H TOKCHYHOCTTA Ha JIHTHA IIpH
¢/HOBpeMeHHO mnpHnaraHe Ha Jutaid ¢ ACE
naxnouTopH. I[lpunaranero Ha Jlunepranc ¢ JTUTHH HE
ce MPENnopbuBa, HO ako KoMOMHaLMATA € HeoOXonuMa,
Tpa6Ba Aa ce MPOBEXKAA BHUMATE/THO MOHUTOPHPAHE Ha
CEPYMHHTE HHBA Ha THTHA (BXK. ToUKa 4.4).

Kannii-crxpanaBaniu
AUYPETULIH (Hanp.
TPHAMTEPEH, aMUIOpHI,
EMNCPEHOH, CHHPOHOIAKTOH),
KUTHEBH COH

H3BecTHO e, 4e¢ NOCOUYECHHTE JEKapcTBa HHAYLHpaT
XHUIepKamueMus (NMOTEHUHAIHO (arajHa), 0CODeHo
CEBMECTHO ¢ yBpe/eHa 0b0peuHa QpyHKIMA (aAHTHBHA
xunepkaiemrda  edekti). KoMmOuHauHara Ha
Jlureprane ¢ TOPENOCOYEHHTE [IE€KapcTBa HE ce
npenopeusa (BX. Touka 4.4). AKO BBIPEKH TOBa
ChIECTBYBAT JIOKa3aHMsA 32 CHBMECTHOTO NPHIAraHe,
MENNKAMEHTHTE TPAOBA fa Ce H3MON3BaT BHUMATEIHO H
Ipy  4ecTo HalJloJeHWEe Ha CEpyMHHA KaldH H
KpEaTHHUH.

AMIOINITHH

HanTponen (MHDY3HA)

IlpH suBOTHH ca HabMIOAaBaHH JCTATHA KaMepHA
¢ubpunanus U ChPACYHOCHAOB KOJIATIC BHB BPBIKa C
XHIIEPKANHEMHA CJI€Jl NpUIaraHe Ha BepanaMHil U
HHTpaBeHO3¢H  JaHTponeH. Ilopagn  puCKa  OT
XHIIEPKANHEMHS C€ TipenopepuBa Jja ce u3baArea
€THOBPEMEHHOTO NpUiIaraHe . B4,
CBABPXKAIIH KAIIMEBH aHTaroHH




KoMIIOHEeHT

H3BecTHO B3aMMoaAeiicTBHE ¢

NpoaAyKTa

BizanmMoznelcreue ¢ APYr JeKapcTBeH NPOAYKT

XMIIEPTEPMHST H NpH  LUAMOCTHOTO JIEYCHHE Ha
3JI0KAYECTBECHATa XHIEPTEPMHAL.

ATopBacraThn/
aMJIOAMIINH

I'pefingpyr wnu
rpeiingpyT

CCK

0T

EnHOBpEMEHHOTO IIPpHIAraHe Ha rojieMH KOITMYEeCTBa OT
COK OT IrpeindpyT H aropBacTaTHH HE ce MpenopbpuBa
(Bx. Tabnuua 1).

[lpunarasero ©Ha JlunepraHc, xOHTO  ChAbpXKA
aMIOJUNUH ¢ TpeiindpyT WIH COK OT rpeindpyT He ce
npernopruBa, TBH Karo TIpH  HAKOM  NAlHCHTH
OHOHATHYHOCTTA MOXE Ja C& OBUIIK W TOBA Ja A0BENE
0 3aCiIBaHe Ha e(eKTHTE Ha HAMAIABAHE Ha KPBBHOTO
HAIATaHE.
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Eodnospemenna ynompeba, koamo usuckea cneyuanrio sHUManue.

KoMImoHenT

H3BecTHO B3aHMOaeHCTRHE

BiaumoaeHicTBHE ¢ APYT JA€KAPCTBEH NPOAYKT

ATOpBacCTaTHH

¢ NMpOAYKTa
YMepeHH uHxubuTopH Ha
CYP3AA4;

Ymepenute unxuouropu Ha CYP3A4 (nanp.
EPUTPOMHIIMH, AWITHA3CM, BepanaMul M
pnykoHazon) MOXKe Ja AOBEAAT IO IOBUIIABAHE
Ha M1a3MEHHTE KOHLEHTPAUUH HA aTOPBAaCTATHH
(Bx. Tabnuua 1). [loBHIIEH pUCK OT MHOMATHA €
HaOmonasad opH ynorpeda Ha €pUTPOMHLIMH B
KoMOHHaIMA ChC cTaTHHH. He ca nposekAaHH
[pOy4BaHHA BBPXY B3AHMOACHCTBMA 32 OLICHKA
Ha eexTa HA AMHOAAPOH WIHM BEparlaMil BBPXY
aTopBacTaTHH. M3BECTHO €, ue ¥ aMUOAAPOHBET,
H BepanaMiIbT HHXMOMPAaT aKTUBHOCTTZ Ha
CYP3A4 ® CBBMECTHOTO [pwiaraHe ¢
aToOpBacTaTHH MOXKE Ja HMa 33 pe3yaTar
TOBHILIEHA €KCIO3MUIMUA Ha  aTOpBAacTaTHH.
IMopanu ToBa, TpsabBa Aa ce oOMUCITY MO-HUCKA
MakCHMaTHa JA03a Ha  aTOpBacTaTHHOBHA
KOMNOHeHT B JlHnepraHnc M c¢¢ IpenopbhuBa
NOAXOAAIMI0 KIHHHYHO MOHHTOpHpaHe Ha

IaldeHTd, TMOpd  KOMTO €€  H3NOI3Ba
eIHOBPEMEHHO ¢ YMEpPEHH MHXHOMTOpPH Ha
CYP3A4. TlomxonaimoTo KIHHUYHO

MOHUTOPUpAHE €€ NPEenophyBa CIIE 3arl0UBaHe
Ha JEYEHHETO HIIH CJIeA KOPEKLHA Ha A03aTa Ha
HHXHOHTODA.

CYP3A4 unaykropu

EAHOBpEMERHOTO NpHIArale Ha aTOPBacTaTHH C
HHAYKTOpH Ha 1uToxpom P450 3A (Hamp.
epapupen, pHQaMIULUH, >XBAT KAHTAPHOH)
MOXKE Ia JoBede N0 NMPOMCHNHBH HAMAJIABAHHS
Ha TUIa3MEHNTE KOHIEHTpPAaUMM Ha aTOpBacTaTHH
(Bx. Tabnwua 1). MNopaxs MexaHu3Ma Ha ABOVHO
B3anMoJeiicTBue ¢ pHpaMIMLIMH (MHAYKIHA Ha
upToxpoM P450 3A wm  uuxuOHpaHe Ha
XenaTouuTHHA noeMeH Tpancmoprep OATP1B1)
C€ TNpenophuBa EIHOBPEMEHHO CBBMECTHO
npwiarase Ha JiumepraHc ¢ pupaMnuLuH, ThH
Karo 3aKbCHEHHE B TPWUIAraHe Ha aTOPBACTATHH
CIOpAMO TIPHJIAraHeTo Ha pUPaMOHUUH €
CBBpP3aHO CbC  CTaTHCTHYECKH  3HAYHMMO
HaMaNsBaHe HAa NJAa3MEHHTE KOHLCHTPALMH Ha
aTopBacTaTHH. E¢exThT Ha pudaMnuuuH BEPXY
KOHLUEHTPALMHTE Ha aTOPBaCTATHH B
XenaTouuTHTe 00aue € HEW3BEeCTEH U B CIIy4yaH
HA HEBBIMOKHOCT na ce n30erye
€NHOBPEMEHHOTO  MpWIaraHe,  NAUMEHTHTE
TpsAOBa Aa OBAAT BHHUMATEIHO NPOCICAABAHH TI0
OTHOILIEHHE HAa e(PHKACHOCTTA.
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KoMnoHenT

H3BecTHO B3aHMoaencTBHE
¢ IPOAYKTA

BiaumoneiicTBHe ¢ APYT JEeKAPCTBEN NPOAYKT

JIurokcuH

[Tpu enHOBpEeMEHHO NMpWnaraHe Ha MHOTOKPATHH
no34 or gurokcud W 1) mg aropsacTarHH ce
YCTaHOBABA JIEKO [IOBUILABAHE Ha
CTaLHOHAPHATA KOHUCHTpauHs Ha MJAHTOKCHHA
(Bx. Tabmuma 2). IlauweHtTHTre, nNpHEMAlUH
OUTOKCHH, TpaOBa Aa ©&baar MOHUTOPHPAHH IO
MO IXOIAL HAYHH.

EzeTuMuo

CaMocToaTensara yrorpebara Ha €e3eTUMHD €
CBBP3aHa C MyCKY/IHH CHONTHS, BRIIOUHUTEIHO
pabaomuonu3za. PHCKBT OT TakHBa CHOUTHA
MOKE CIISAOBATEIHO [a Ce MOBHIUH 1pH
eHOBpeMeHHa yroTpeba Ha e3eTUMud U
Jlunepranc. [IpH Te3U HaNHEHTH ¢E NPEMOPHYBA
NOAXOAAMOTO KTHHHYHO MOHHTOPHPAHE.

dy3uaueBa KUCENHHA

PHckeT OT MUOMATHA BKJTFOUHTENHO
paCooMUONIM3a MOXKE Ja ¢€ MOBHLIH NpH
eqHOBpeMeHHaTa ynoTpeba Ha  CHCTEMHA
(y3HaHEeRa KHCETHHA CBC CTATUHH. MEXaHH3IMEBT
HA TOBa B3aMMOJEcHCTBHE (HE3ABUCHMO JA/IH €
(hapMaKOOMHAMHYHO WIH (DApMaKOKHHETHYHO
HIH JBETE) Bce oOlle He € wu3BecreH. Hma
crOOIIEeHMs 3a pabaoMMoOnu3a (BKIKUHTENHO
HAKOM (paTATHH) NIPH NALRUEHTH NPHEMAIIH Ta3u
KOMOHHALMA.

AKO JIEUEHHETO ChC CHCTEMHA (QY3HAHECBA
KHCENMHa € HeoOXoauMo, NCUEHHETO C
JlunepraHc TpsaOGBa a ce NpekparH J0KaTo Tpae
jeYeHHeTo ¢ (Gy3HaueBa KHceaMHa (BX.TOYKA
4.4).

['eMpHOPOIHI/ IPON3BOIHH
Ha ¢udpaTHaTa KHCEIHHA

CamocToaTenHaTa ynoTpedara Ha ¢uOpaTH B
HAKOH C/1y4aH € CBBbP3aHa ChC 3acAralny
MYCKYJIHTE ChOMTHSA, BKIIOYUTETHO
pabnoMuonn3a (Bk. Tabmuna 1). PHCKBT OT
TaKMBa CHOMTHA MOXE 14 CE MOBHILIY NPH

e THOBpEMEHHA ynoTpeda Ha TPOM3BO/IHM Ha
¢mOpaTHaTa KHCENHHA C aTopBacTaTuH. B
CITyJaif Ha HEBB3MOXKHOCT J1a ¢ H3berne
eTHOBPEMEHHOTO NpUIarane TpsaOBa aa ce
u3non3sa JImnepraHc ¢ Hali-HUCKaTa 1034
aTOPBACTaTHH, KOATO & AOCTaTh4yHA 38
MOCTUTAHE HA TEPANeBTUYHHTE LETH, H
nmaugHeHTUHTe TpAOBA na OBAAT npociensBaHH no
NOAXOALI HAYHH BXK. TOUKA 4.4).
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KOMNOREHT

H3BecTHO B3aUMoaeiicTBHE

¢ NIPOAYKTA

B3aumoaeHcTBHE ¢ APYT JeKaAPCTBEH NMPOAYKT

HuaxubHropu Ha
TPAHCIIOPTECPHTE

HuxubuTOpHTE HA TPAHCIOPTHHTE NPOTCHHH
(Hamp. 1MKIOCIOPHH, JIETEPMOBHp) MoraTr na
MOBHIIAT  CHCTEMHATA  CKCIIO3WLIMA Ha
atoppactatd (BkK. Tabnuna 1). EdextsT ot
HHXHOHpaHe HA YEpPHOApPOOHHTE TOEMALlH
TPAHCIIOPTEPH BBPXY KOHLEHTPALMHMTE Ha
ATOPBACTaTHH B  XEMATOIMTUTE obaue e
HeuseecTeH. B cnyvail HaA HEBBb3IMOXKHOCT Ja Ce
M30erHe  eAHOBPEMEHHOTO  [pUaraHe  ¢¢
NperopbyBaT HaMaldBaHe Ha  A03aTa M
KTHHHYHO TpocieidBaHe MO OTHOLIEHHE Ha
¢(PMKacCHOCTTA.

Ynorpebara Ha JIMIEepraHc He c€ NpenopbyBa
Np¥  TNalHEHTH  [pUeMallM  JIETEPMOBUp
eIHOBPEMEHHO ¢ IMKJIOCTIOpHH (BXK.TouKa 4.4)

Bap¢apun

B ycioBHAaTa Ha KIHHHYHHM IPOYYBAHHUA BBPXY
MallMeHTH, KOHTO  NOJYYaBaT  XPOHHYHO
Bap(apHH, €IHOBPEMEHHOTO MOPHIAraHe Ha
aropeacraTil 80 mg AHEBHO 3aeHHO ¢ BapdapuH
NpHYHHABA JeKOo HaManseaHe ¢ okono 1,7
CEKYHAH Ha NpOTPOMOHHOBOTO BpeEME Mpe3
nbpBHTE 4 AHH OT HAYAIOTO HA NpPHIAraHe, HO
TO CE€ BpBIIA B [PAaHULMTE Ha HOpMaTa A0 15 Hu
cle/l 3amovBaHE Ha JICYCHHETO ¢ aTOPBACTATHH.
BbInpexn MHOTO PEIKUTE CIydan Ha ChOOIICHHA
3a KIHHMYHO 3HAaYUMH B3aUMOACHCTBHA ¢
AHTUKOATYNaHTH IIPH IIALHEHTH, KOMTO TIPHEMAT
KYMapHHOBH aHTHUKOATYIaHTH,
npoTpoMOMHOBOTO Bpeme TpsabBa na ce
ONpeneld IpeAd 3al04YBAHE HA JICYCHHETO ¢
Jlunepranc ¥ cnen ToBa Aa ce CledH JOCTaTBIHO
YECTO B PAHHHTE €Tanu Ha JCHCHHETOo, 3a Aa cc
rapaHTHpa, Y€ HAMAa [a HACTBIAT 3HAYHMH
POMEHM B OpoTpoMOMHOBOTO BpeMe. Cnen kato
ce¢ AOKYMEHTHpa, € MpOTpOMOHHOBOTO BpEME ¢
crabunHo, MOHHTOPHPaHETO Ha
[pPOTpOMOKHOBOTO BpEME MOE Ja CTaBa IIpes
MHTEPBAJIATE, KOUTO ODHYaHHO c€ MpenopbiBaT
MpH NAUHCHTH HAa JIEYEHHE C KYMapHHOBH
aHTHkoaryJaHTH. Ilpn nmpomana Ha Ao3ara WK
CIUPaHe HA ATOPBACTATHH KAaT0 KOMIIOHEHT B
Jlunepranc TpAOBa Ja ce WOBTOpPH CHIIATA
npouienypa. JledeHuero ¢ aropBacTardH HE ¢
CBBP3aHO € KPBBOM3IJIMBH WIM C MPOMEHH B
IpOTpoMOHHOBOTO BpPEME MpHU MALHEHTH, KOUTO
HE OPHEMAT AHTHKOAryJIaHTH.
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KomnoHent

HiBecTHO B3aHMOAeHCTBHE

€ NPOAYKTA

B3asmoaeiiCTBHe ¢ APYT JeKapCTBEH NPOAYKT

[Mepuaponpun

[TpotuBoanabeTHH cpencTaa

(MHCYIHH,

TIEpOPanHH

XHIOTJIHKEMHMHH CPEACTRA)

EnnaeMHAOIOTHYHHTE NPOYYBaHHA PEANOarar,
ye eaHOBpeMeHHoTo IpHyaraHe Ha ACE
HHXHOHTOPY M MPOTHMBOAWAOETHH CpEACTBa
(MHCYIHH, NEPOPATHH XHITOTIIMKEMHAYHH
cpeficTBa) MOXKeE /1a NOBENE A0 3aCUNBaHE edeKTa
Ha HaMalfiBaHE HA IJIKOKO3aTa B KPHBTA H PHCK
OT XUHmorauxeMns. HacrnhnBaHero Ha TOBa
AB/ICHHE € MO-BEPOATHO FPE3 ITBPBUTE CCAMMIIM
OT KOMOHHHMPAHOTO JICICHHE M HpPH MAIMEHTH C
yspeaeHa OvOpeuna ¢yHkuus. llpes mbpBHA
Mecell OT JICUEHHETO € HeoOX0oAWMO BHHMATETHO
Ia ce HaOmoaapa NMHEKEeMUIHHAT KOHTPOIL.

baknogen [TosHineH AHTHXHIIEPTOHHYEH e(heKT.
Habniomapaiite KpBBHOTO HalIAraHe W MpH
HeOOXOAMMOCT  KOpHrHpaiTe  Jo3ata  Ha
AHTHXUNECPTOHWIHAA METHKAMEHT.
Hecteponann Npu ennoBpemenHo npwnarave Ha ACE
NPOTHBOBBINATHTCITHU HHXUOUTOPH C HECTEPOUIHH
JIeKapCTBEHH CPEACTBA NPOTUBOBBINAIHTEIHH JleKapcTrBa (Hamp.
(HCIIBC) (BKIHOYHTENHO aleTWICATHIWIOBA KUCETHHA B

ALCTHICANTHIIWIOBA KHCCIIHUHE

>3 g/neH)

NPOTHBORB3NAIMTEIHA CX&Ma Ha J03upaHe,
uixuburopn Ha COX-2 H  HeCeIeKTHBHM
HCIIBC) MoXe na HACcTBIIM oTcnadBaHe Ha
AHTHXHIEPTOHHYHUSA eEKT.

EqroBpeMeHHOTO  1pHiIaraHe  Ha ACE
uuxuorroppn n HCIIBC mMoxe na moseae oo
MOBHIIEH PHCK OT BlOIUaBaHe Ha ObOpedHaTa
GyHKIHA, BKIIOUHTETHO BB3MOXHOCT OT OCTpa
ObOpedHa HEAOCTATHUYHOCT H TNOBHILNABAHE Ha
HUBara Ha CEePyMHHS Kanwid, ocobeHo npH
NaluMeHTH C BeYe CHHICCTBYBAlld HAMAICHA
OxOpeunara ¢yukmmsa. KomOuHanmudATra oOT
Jinneprasc v HCIIBC Tpsbpa na ce npuiara
BHHMATENHO, OCOoOeHO IpH Xopa B CTapuecka
Bh3pact. [IlaupeHTure Tpafea na Obaar
aNeKBaTHO XHApaTHpaHH H Tpadsa pga ce
noMHcnM 3a HabmioneHne Ha OwOpednHara
GyHKIMA creA 3amoyYBaHE HAa E€IHOBPEMEHHOTO
neyeHne, a Cen ToBa — MEPHOAHYHO.
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KoOMIIOHeHT

HiBecTHO B3aHMOOCHCTBHE

¢ IPOAYKTa

B3zaumoneiicTBHe ¢ APYT JeKApPCTBEH NPOAYKT

AMIOOUITHH

CYP3A4 nuxuburopu

EnHoBpemMeHHara yroTpeba Ha amJIOZHIIHH H
CYP3A4 uHXxHOMUTOpHA CBC CHIIHO WIH YMEPEHO
AcKCTBHE (MpoTea3Hd HHXUOHMTOPH, A30JNHHU
NPOTHBOrEOMMHH CpEACTBA, MAKPOJIHMAH Karo
EPUTPOMHLHMH WIH KIApHTPOMHLUHH, BEpanaMmui
WU JUITHA3EM) MOXKE J1a J0BEAe 10 3HAYUTEIHO
NOBHIIABAHE HA CKCMO3WIHATA Ha aMJIOJHITHH.
Knnaugnara 3HAYNMOCT Ha TE3H
(hapMAKOKHMHETHYHH BapHalMH MOXe Aa € Io-
M3pa3eHa NMpH NALUEHTHTE B cTapyecKa Bh3pacT.
Moxke 1a ce HaMOXK KIHHHYHO NPpOCaeasaBate U
KOPEKUUs Ha J03aTa.

ChillecTBYBa MOBHIIEH PUCK OT XHIIOTOHHA NpH
NauMeHTn,  [IpHeMalny eAHOBPEMEHHO
KJIADUTPOMHIMH ¢ aMmioannuH. IlpenoppyBa ce¢
BHHEMATEIHO [POCICASBAHE HA [MALMEHTHTE,
KOraTQ aMJIOJUIIHH C¢ NpHEMa SAHOBPEMEHHO ¢

KJIAPHTPOMHLIMH.

CYP3A4 uHnyKTOpH

[IpH €IHOBpPEMEHHO MPHIONKEHHE HAa H3BECTHH
HHAYKTOPH Ha CYP3A4 Mmia3MeHara
KOHLIEHTpAllHA HAa AMJIOJMIIHH MOXE Ja Bapupa.
[Topani TOoBa KPBEBHOTO HamAraHe TpadBa aa ce
HaOmpaaBa W J1a ce OOMMCIH NpOMsAHA Ha J103aTa
KaKTO TI0 BPEMe, Taka U CJie] eIHOBPEMEHHOTO
neucHue ocobeno ¢b¢ cwiHu  CYP3A4
HHAYKTOpH  (Hamp.,  pUQaMiHLHH,  XKBIT
KaHTapHOH )
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Eounospemenna ynompeba, xosimo mpabsa oa ce uma npeosuo;

KoMnOHeHT

H3iBecTHO B3aHMOneHCTBHE ¢
NpoaYKTa

B3aumoaeiicTBue ¢ Apyr JeKapCTBEH
NPOAYKT

ATOpBacTaTHH

KOnXHLHH

Berpekn ue He ca [IpOBeKIaHM
NpOYUBaHUA 3a B3aHMOACHCTBHE C
aTOPBACTATHH H KOJXHLHH, ce ChodlaBa
3a CAyYad Ha  MUOMarus  IpH
COHOBPEMEHHO npyjlara’e Ha
aTOpBACTaTHH C KOJXHIHH, MOpaaH
KOEeTo €  HeoOXOoOZHMC  TMOBHLISHO
BHHMAHHE I[IpH MNOpPeANHCBAHETO  Ha
ATOPBACTATHH 38€HAHO ¢ KOJIXHIIHH.

Konectunon

[lnazmenure KOHHEHTPALIHH Ha

aTOPBACTaTHH KW AKTHBHHIE MY
MeTaGoIHTH ca OHIIH NMO-HHCKU {C OKOIIO
25%) mpH CBBMECTHO ITpwiaraHe Ha
KOJIECTHNON C atopBacTaruH. Edexrure
BLpXy JHmHaHTe obade ca OWIH no-
rojleMH MpH CHBMECTHO IPHJIAraHe Ha
aTOPBACTATHH ¢ KONECTUMONA, OTKOJIKOTO
IPH CAMOCTOATEHO MPHAAraHe Ha HAKOH
OT ABaTa IpOAYKTa.

IlepopanHu KOHTpPALICIITHBH

EnHoBpeMEHHOTO NpHUniaralHe Ha
ATOPBACTATHH C NEPOPATHH
KOHTpALETITHBH BOOK JI0 NOBYULIIABAHE HA
[UTA3MEHUTE KOHLEHTPALKH Ha
HOPETHHAPOH M €THHHA €CTPaaHoN (BX.
Tabmuua 2).

IlepuHaonpHn

CrMnaroMuMeTHULIH

CUMIIaTOMHMETHUIMTE MOXKE 13 BaMainaT
anTixuneptoadyHus  edexkt Ha ACE
HHXHAOHUTOPUTE.

TPpHUMKIHYHEH aHTHACTPECaHTH/
AHTUIICXOTHIIN/@aHECTETULIM

EanoBpemeHHara ynorpeba Ha HAKOH
AHECTEIUONMOTHYHN JICKApCTBEHH
MPOAYKTH, TPUUHKIINYHH
AHTHICIIPECAHTH H AHTUIICUXOTHLH <
ACE wmxuburopu Mmoxe Ja AOBEAE 10
OOITBJIHATETHO NOHUKABAHE Ha
KPBBHOTO HansraHe (Bx. Touka 4.4).

3naro

Paaxo ce cpoOwmiaBa 3a HUTPHTOHIHH
peakudyd (CHMITOMHTE WM BKIKOYBAT
jgyepBABaHE Ha  JIHLECTO,  Ta/CHE,
NOBpPLIIARE M XMIIOTOHMsA)  IPH
NalyeHTH, JEKYBaHH ¢ HHDKEKIHOHHH
popmu Ha 31aTO (raTpHEB
aypOTHOMANAT), H eIHOBPEMEHHO
npunarato nevenne ¢ ACE uaxuduropy,
BKJTIOUHTEIIHO TTEPUHIONPHIL.

AMIOIHNMUH

JINTOKCHH, AaTOPBACTAaTHH  WIH
BapdapHH

MMpy  KIMHMYHA  Dpoy4BaHHA 34
B3aHMOACHCTBHA aMJIOOMKITHH He
MOBJIHABA  (apMaKOKHHETHKATA  Ha
aTOPBACTATHH, AHTOKCHH,
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KoMnoHeHT

HiBecTHO BR3aHMOaekHcTBHE C

NpoaYKTa

BiaumoaeiicTBHe ¢ ApYr J1€KapCTBCH
nApPOayKT

Takponumyc:

ChillecTBYBa PHCK OT [IOBHIIABAaHE Ha
HWBaTa Ha TaKpOAUMYC B KPBBTA, KOraTo
¢€ MpHiIara ¢HOBPEMEHHO ¢ aMJIOIHITHH.
3a ga ce wuzberHe TOKCHYHOCTTa Ha
TAKPOITAMYC € HeoOXO0AHMO
NpochesBaHe HAa HEroBHTE HHBAa B
KDBBT3, KOraTo amiIoAMNHH C€ Npuiara
Mpy [AalHEeHTH, KOWTO ¢€ JIEKyBaT C
TaKpONHMYC, ¥ MPY HEOOXOAHMOCT 1a ¢e
KOPHIHpa 71034aTa Ha TAKPOIHMYC.

Tapreren

MCXaHHU3IBM

Ha

PanamMuimu (mTOR) unxuduropu

mTOR HHXHOUTOPHTE KaTO CHPOIHAMYC,
TEMCHPOJIHMYC H  €BEPONHMYC Ca
cyberpaty Ha CYP3A4. AmyoaunuH €
cnaé CYP3A4  unxuburop. Ilpu
ennoBpeMeHHara yrotrpeba Ha mTOR
AHXHOUTOpH, AaMIOJWIHH MOXe Ja
nosumH  exkcrmo3HumaTa Ha mTOR
WHXHOUTOPHUTE.

[IMKnocrnopuH:

He ca nposexigaHn MpOydYBaHHA 3a
JEKapCTBEHU B3aUMOICHCTBHA Ha
IMKJIOCIOPHH ¢ AMIIOAWNIMH NPH 3]paBH
HOOpOBOJILM WM APYTH HOMYNalHH C
H3KIIOYeHHe Ha MauHeHTH ¢ OBOpedHa
TpaHCIUTAHTAUWA, IIPH  KOHTO  Ce€
HaOnonaBaT NPOMEHH, B 3aBHCHMOCT OT
NMOBKHINABAHE HAa KOHLUCHTpaUMATa Ha
mpstocnopus {cpeaHo ot 0% po 40%).
TpabBa na ce oO6MUCAH NPOCTIEAABAHE HA
HYBAaTa Ha HMKJIOCTIOPHH NpH OBLOpe4YHO
TPaHCIUVIAHTUPAHH TNALMEHTH, KOHTO ¢€
JleKyBaT ¢  aMJICAMIIMH, W [pH
HEOOXOOMMOCT Jla C€ HaMaiu J03aTa Ha
L KJIOCTTOPHH.

Ilepunponpun/aMioaunud  AHTUXMIEPTOHHYHH CpeacTBa U

Ba30/IHIATATOPH

EnHoBpemeHnnaTa ymnorpeba Ha Tes3H

CpelcTBa MOXe na 3aCHJIH
XUNOTOHHUHHTE e€eKTH Ha JlnunepraHc.
EnHoBpeMeHHaTa ynorpeba C

HUTPOTTIAIIEPHH ¥ JAPYrH HHTPATH HWIH
Ba30AWIATaTOPH MOXE JOMBIHHTEIHO A2
NOHHXH KPBBHOTO HAJIATAHE.

Tabnuya 1. Eghexmu na eOno8peMenno npunazanume AeKapcmeent npodyxmu 6spxy (papMaxokuHemurama

HA amMOopPEACMamuH

EanospeMenno ATOpPBACTATHH

TIPHIATAHH Ho3a CroTHomIeHHe Ha | KIHHHYHH npennpum#
JeKapCcTBeHH AUC*

NMPOAYKTH H CX€MH HAa

AO3HpaHe

Tunpanasup 500mg [40mg B8 JMen 1,| 94 B ciyqaute, B KOHTO €

ABa meTH | 10 mg B Jen 20 HEOBXOHMO ChB 0 T
JAHeBHO/PUTOHABMD MPHIOXKEHHE C 1
200mg  nBa ObTH HE HAZABHIAB )




EanoBpeMeHHO ATOpBACTATHH

NpHJIATAHN No3a CrotHowrende Ha | Kanmuann npenopnkn®

JEeKApPCTREeHH AUC®

NPOAYKTH H CXeMH Ha

N03HpaHe

IHEBHO, 8 OHM (OT nOeH aTopBacTaTHH AHEBHO. [IpH

14 no 21) TE€3H MAIMEHTH C€ IPEnopBUBa

Tenanpesup 750 mg, va | 20 mg, eanoxparHa | 7,9 KJIHHHYHO MOHHMTOPHPAHE,

8 h, 10 1um 103a

HuknocropuH 10 mg, BeOHBX | 8,7

5,2 mg/kg/nen, IHEBHO 32 28 NHU

crabunHa go3a

Jlonuxaeup 400 mg na | 20 mg, BEIHBX | 5,9 B ciay4yanTe, B KOHUTO €

IBTH IHEBHO 3a 4 THH He0OXOMUMO CHBMECTHO

nHeBHO/PUTOHAaBHDP MPHJIOKEHHE ¢ ATOPBACTATHH,

100 mg aBa neTH CE NpenopLYBaT MO-HUCKH

IHEBHO, 14 THH MOAABPKALIH JO3H Ha

KnapurpoMvuuH 80 mg, BeAHEBK | 4,5 aTopBacTaTHH. IIpH 1034 Ha

500mg pmBa  1BTH | AHEBHO 3a § THU aTOpPBAaCTATHH, KOHTO

ITHEeBHO, 9 nHN HaapHinapar 20 mg, Ha
[TALIMEHTHTE C€ NIPENOPHYBA
KJIMHHYHO MOHHTOPHpaHE.

CakBUHABMD 400 mg | 40 mg, BeOHBX | 3,9 B ciay4aute, B KOHTO €

IBa ITbTH | AHEBHO 33 4 JTHH HeoOX0AHMO CbBMECTHO

nHeBHO/PUTOHABHD MPUAQKEHNE C aTOPBACTaTHH,

(300mg 1nBa OBTH ce NpernopbYBaT NO-HHCKH

JHEBHC OT JAcH 5-7, ¢ O pIKAIIA J03U HA

noeuiaeane o0 400 mg aropsacTaTHH. [1pn nosu Ha

I1Ba ITBTH JIHEBHO Ha JIEH aTOpPBacTaTHH, KOUTO

8), B aHr 4-18, 30 Haasumasart 40 mg, Ha

MHHYTH CJIc] TIpH/Iarafe NANMEHTHTE CE MPEeHopPbYBA

Ha no3aTa OT KIHHHYHO MOHHTOPHpAHE.

aTOPBACTATHH

HapyHaeup 300 mg npa | 10 mg, BenHbXK | 3,4

bTH IHEBHO 3a 4 nHH

IHEeBHO/PUTOHABHD

100 mg nBa nbTH

JIHEBHO, 9 ITHH

Hrpakonaszon 200 mg | 40 mg, eanokparHa | 3,3

BE/IHBX JHEBHO, 4 THU | no3a

MocaMpeHaBHp 10 mg, BEOHEX | 2,5

700mg aBa  ITHTH | IHEBHO 32 4 AHH

AReBHO/PHTOHABHD

100mg 1nBa  nBTH

AHEBHO, 14 THM

GocaMpeHaBrup 10 mg, BEIHBX | 2,3

1400 mg naBa 1BTH | AHEBHO 33 4 IHH

JIHEBHO, 14 nHH

Jlerepmoup 480 mg | 20 mg emHokpatHa | 3,29 Jlozara Ha aropBacTATHH HE

BEIHDBXK JHEBHO, 10 nuu | mosza TpadBa aa NpeBHLIABA
IHeBHaTa pao3a oT 20 mg
JIOKaTo Tpae ¢IHOBPEMEHHOTO
MPWIOXKEHUE Ha

Henadunapup 1250 mg | 10 mg, BEAHBLXK | 1,74 Hswma ocobe BRI .
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EaHoBpeMenHO ATOpPBaCTATHH

NPHUIATaHK Mo3a CroTHOlenne Ha | KanHHYHEH npenophLkn’

JeKapCTBEHH AUC#*

NPOAYKTH H CX€MH H3

AO3HpaHE

IBa IIbTH AHEBHO, 14 | AHEBHO 33 28 AHH

IHH

Cok or rpelingpyr, | 40 mg, enHokparHa | 1,37 EnnoppeMeHHaTa KOHCyMaLHA

240 ml, BCAHBK | 1033 HA roJieMH KOJIHYECTBA COK OT

AHEeBHO™* rpeiingpyT 1 aTOPBAaCTATHH HE
C€ MPEnOPHLYBA.

JAunruazem 240 mg | 40 mg, enHoKparHa | 1,51 Cnen mepBOHayanHaTa a034

BeIHBXK JHEBHO, 28 nHH | nosa HIIH Noceapallia Kopekuys Ha
I03aTa Ha JIWITHA3EM C¢
NpenoprUBa NOAXOIAIIO
KIMHI9YHO MOHHMTOPHPAHE HA
BBIPOCHUTE [1ALHEHTH.

Epurpomuims 500 mg | 10 mg, eaHokparsa | 1,33 [Tpu Te3u NaLMEHTH ce

YETUPH ITETH OHEBHO, /7 | Q03a IpenopbUBa NMO-HHCKA

JHHA MaKCHMAJTHA J03a ¥ KIKHHYIHO
MOHHTOPHUPAHE.

AMIOTHIMHH [O0mg, | 80 mg, enHokpatHa | 1,18 Hsawma oco0eHHd NPenophKH.

¢OHOKpaTHa /1034 1033

LlumeTnamn 300 mg | 10 mg, BeaHsxk | 1,00 Hsama ocoOeHH Npenophy.

4YEeTUPH IIETH JHEBHO, 2 | JHEBHO 3a

CEIMHLH 2 ceIMULIH

Konectmmon 10 g nea | 40 mg  Beawnxk | 0,74%%* Hama ocobenn npenopsku

ITETH IHEBHO, 24 | nHeBHO 3a 8

CEIMHLIH CSAMHLIH

AHTHaIMIHA cycneH3us | 10 mg, BenHeXx | 0,66 Hama ocoBeHH NPEnopbKH.

HA MarHe3HeB M | OHEBHO 3a 15 OHKM

ATYMHHHEB

XHAPOKCHAH, 30 mli

YCTHPH [TETH  JHEBHO,

17 1HM

EdaBupenu 600 mg | 10 mg 3a 3 oHu 0,59 Hsama ocoOeHH NpenopeKH.

BE€HLXK AHEBHO, 14 AHH

Pupammuuun 600 mg | 40 mg, ennokpartHa | 1,12 B cnyuaii Ha HEBBIMOKHOCT

BEOHBX [OHEBHO, 7 JHH | mo3a Ja ce u3berse

(ChBMECTHO eAHOBPEMEHHOTO NPHIAraHe

MPHJIOKEHHE ) ce MpenophYBa ChBMECTHO

Pudammunus 600 mg | 40 mg, exHokpatha | 0,20 npuiaraHe Ha aTopPBacTaTHH U

BEIHEX MOHCBHO, 3 JHHW | 103a pUaMIIiH ¢ KITHHHYHO

(¢ pasncneH npueM Ha MOHHTOpUpAaHE.

IO3UTE)

[empunoposun 600 mg | 40 mg, enHoKpatHa | 1,35 ITpH Te3u NalMEHTH ce

IBa [TbTH NHEBHO, 7 OHH | A03a penopbYBa MNo-HUCKa
HaYyanHa 032 i KNHHAYHO
MOHHTODHpaHE.

Oenodudbpar 160 mg | 40 mg, enHokparHa | 1,03 [Ipu Te3u NAMEHTH ce

BEAHBX OHEBHO, 7 IHH | ;1034 npenoppYBa No-HUCKa
HavyaliHa 4034 H KNHH O
MOHHTOPHpAHE. SR

bonenpesup 800mg tpu | 40 mg, enHokpaTHa | 2,3 Ipu Te3u naunew hﬁ;ﬁ

ITBTH OHEBHO, 7 OHHU 033 MpenoppyBa no- A *-1

= b %
N A
RN




EnHospeMeHHO ATOpBACTATHH

NpHIArany To3a ChoTHomenne na | Kinan4YnH npenopsky’
JeKApCTBEHH AUCH*

NPOAYKTH H CXeMH Ha

JX03HpaHE

HavallHa [103a ¥ KIWHHYHO
MOHWTOpHpaHe. Jlo3ara Ha
aToOpBacTaTUH He TpAOBA Aa
HaIBHIIABa JHEBHATA 0034 OT

20mg no BpeMe Ha
€/THOBPEMEHHOTO NMPUJIAraHe ¢
borenpeBup.
I'mexanpesup 400 mg | 10 mg  Benunx | 8,3 EIHOBPEMEHHOTO IIPHUIATAHE C
BCOIHBX OHEBHO 3a 7 THH NPOAYKTH, ChABPIKALLH
aueBHo/ITndpenTaceup reKapeBup WK
120 mg BeAHBXK mMHEBHO, NUOPESHTACBHD €
7 IHH NIPOTHRONOKAa3aHo (BXK.T.4.3).
Enbacenp 50 mg| 10 mg, eamokparna | 1,95 Jlo3aTa Ha aTOpBacTaTHH He
BEIHBK  AHEBHO /| ;mo3a TpAOBa Ja HAJRMINIABA JHEBHA
I'pazonpesnp 200 mg no03a ot 20 mg no BpeMe Ha
BEXHDBK HHEBHO, 13 AHu €0HOBPEMEHHOTO NPHEMAHE C

NPOIYKTH, ChABPHKALIH
enbacsup U rpazonpeBUp

OD= seannx qHeBRO, SD = e¢aHokpatHa f03a, BID = apa metH qaesno, QID = yetHpH metH greBHO, TTD = TpH I1bTH AHERHO
llopmmapaHeTo € ordengsano ¢ .17, nomoKasanero ¢ )"

& JlaHHHMTE, NPEACTABEHA KATO X-ITBTH NPOMAHA, NPEACTABIABAT MPOCTO CHOTHOMEHHE MEXKIY CHBMECTHO TIPHIIOKEHHE H
CAMOCTOATE/IHO TIPWIOKEHHE HA ATOpPRAcTaTuu (T.€. 1 IbT = JMIIca Ha MpoMAHA). JlaHHuTe, MPeACTaBEHH KaTo NMpoMAHd B Yo,
IPECTABNABAT MpoLeHTHA (%) pasiiMKa 110 OTHOIMEHHE HA CaMOCTOATETHO NPUIOXKEH aTopBacTarHH (T.e. 0% wbT = JMIca Ha
IPOMAHA),

* Biokre ToK% 4.4 1 4.5 33 KTHHUMHOTO 3HAYCHME.

* ChabpXa eHH WIH NMOBENE KOMAOHEHTH, KOMTO Haxuoupar CYP3A4 u morarT Aa NOBHINAT MIAIMCHHTE KOHUCHTPALMH Ha
NEKAPCTBEHHTE APOAYKTH, KOHTO ¢¢ Merabommupar o1 CYP3A4. KoHcymalmara Ha dama or 240 ml ¢s¢ cok or rpeindpyr
Chi0 ROOH A0 HaMamtBaHe ¢ 20,4% Ha AUC Ha akTMBHHY OPTOXHAPOKCH MeTalomuT. 'oJieMH KOAMYECTBa cOX OT rpeimdipyT
(rax 1,2 nuTpa QHEBHO B MpojAb/oxeHne Ha 5 auw) nosmmasar 2,5 meTH AUC Ha aropracraTHE H AUC Ha aKTHBHMTE
MeTabonvTH (aropsacrarie U Metabomirure My) HMG-CoA penykrasHi HHxmuOuTOpH 1,3 mbTH.

** CroThowenne, 6aiMpano Ha eAMHAYHA Npoba, eaeTa 8-16 vaca cien ao3ara.

" ToTanHa eKBMBAECHTHA ATOPBACTATHHORA AKTHBHOCT

Tabnuya 2. Egpexmu na amopeacmamuw ewvpxy (PaApMaxkoKunemuxama HA eOHOGDEMEHHO NPuIazanume
AEKAPCMBEHU npOodYKmuy

Cxema Ha posupamne EanoppeMeHHO NIPHIATAH JEKADCTBEH NPOAYKT

HA ATOPBACTATHH JlexapeTBer ChorHomieHHe Ha | KAHHEYNE NPENOPLKH
npoaykr/nosa (mg) AUC*

&0 mg, BeaAHbX OHEBHO | JIMroKCHH, 0,25mg | 1,15 [laneHTUTE, NpHeMally

3a 10 agan BeAHBX AHEBHO, 20 OIHH OUTOKCHH, TpAOBa 1a Obnaar

MOHHTOPHPAHH ITO
MOAXOAAI HAYHH.

40 mg, BeAHbxk qHEBHO | Ilepopannu - 1,28 1,19 HsaMa ocoO¢HM NpenopbKH.
3a 22 nHU KOHTPAUENTHBH, BEXHDBK
ITHEBHO, 2 Mecena
- HopeTuHapon,
1 mg
- ErnHHn
€CTPaaMOoI,
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CxemMa Ha go3upaHe EnHoBpeMeHHO MPHJIATAH NeKAPCTBEH NPOAYKT
Ha aTOPBACTATUH JlekapcTBen CroTHomeHHe Ha | KAHHHYHH NPEeNOPLKH

npoayKT/no3a (mg) AUC*

35 pg

80 mg, Benupx AHeBHO | *PeHazon, 600 mg, 1,03 Hama ocoGeHN npenoptKH.
3a 15 qHH €AHOKpaTHA 1034
10 mg, eamoxpatHa Tunpanaeup 500 mg gpa | 1,08 Hsama ocoOeHH MpenopLKHM.
o03a ITbTH AHEBHO/PUTOHABHp

200mg aBa  DETH
IHEBHO, 7 AHU

10 mg, sBeaubx gHEeBHO | MOcaMNpEeHaBHp 0,73 Hama ocoOeHn NpenopeKu.
3a 4 IHU 1400 mg n1a  MBTH

JMHERHO, 14 1IHHM
10 mg, Beaubxk AHeBHO | ®ocamnpenasnp 700 mg | 0,99 Hama ocobeHM MpenopeKH.
3a 4 nHU JBa IIbTH

AHeBHO/PHTOHABHD

100 mg JABa MbTH
JAHEeBHO, 14 1HH

OD= peapsx aaesso, SD = enHokpaTra no3a, BID = qsa msTH AHEBHO

ITosuuaBakerto e orbenasano ¢ ,,1"°, HOHMKABAHETO C ,, |~

#JJaHHHTE, NPEACTABEHM KATO NPOMSHA B % MpPEACTABIMIBAT HPONEHTHA (%) pasiHKa MO OTHOWEHHE HA CAMOCTOATCIHO
NPHIMKEH AaTOPBACTATHH (T.€, % ITLT = JHIICA Ha NPOMAHA).

*EAHOBPEMEHHOTO MpHNAraHe Ha MHOTOKPATHH A03H OT aTOPBAcTATHH M (EHA30H MOKA3BA JHIICA HA e(CKT HIH HE3HAYHMTE/ICH

e)eKT BBPXY KIAPEHHCA HA (peHA30HA.

4.6 DepTHANTET, GPEMEHHOCT H KbpMEHe
JIMnepTaHc € MPOTHBONOKa3aH M0 BpeMe Ha OpeMEeHHOCT W KbpMeHe {(BiK. Touka 4.3).

Kenu c oemepooden nomenyuan
KeHH ¢ peteponeH noreHWan TpaOBa na M3NON3BAT eeKTHBHA KOHTPALIETILHA 10 BPEME Ha JICUCHHUETO
Jlunepranc (Bxk. Touka 4.3).

bpemennocm:

ATOpBacTaTHH

bezonackhocTTa TIpH OpeMEHHM XXEHM He € YCcTaHOBEHA. JIMICBAaT JXaHHM OT KOHTPOJIHPAHH KIHHHYHH
Npoy4YBaHus OT ynorpebara Ha aropBacTaT#HH TIpy OpeMEHHH KeHM. B peIkH CIy4an ¢a Nojay4yaBaHH
chOOIICHHA 3a BpoJeHH MandopMmaimMu cien HHTpayTepWHHA ekcmosuums Ha HMG-CoA penykrasHu
HHXHOHTOpHU. [IpoyuBanuATa NPH XKHBOTHH NMTOKA3BaT PEMPOAYKTHBHA TOKCHYHOCT (BX. To4Ka 3.3).
JleueHHeTO HA MaliKkaTa ¢ aTOpBacTATHH MOXE Aa JOBEAE 1O HAMAICHH (PeTajlHi HUBA HA MEBAloOHAT, KOHTO
€ IIPEKYpcop B OROCHHTE3a Ha XONecTepoll. ATEpOCKIepo3aTa € XpOHHYEH npouec U OOHKHOBEHO CIIHPEHETO
Ha JIMIHIONOHMKABAIIXATE JIEKAPCTBEHM MPOAYKTH 10 BpeMe Ha OpemeHHoCT O6M TpabBano ¢biceM cnabo Aa
NIOBITHAE HA OBJITOCPOYHHSA PUCK, CBBpP3aH ¢ MbPBHYHATA XHUIIEPXONECTEPOICMHAL.

[lo Te3W nmprYMHE aTOpBAacTaTUH HE TpAOBa Oa ce TpWIara NpH KeHH, KOMTo ca OpEeMEHHH, IIaHHpar Aa
3a0pPEMEHENT WNH TOJI03UPAT, Ye ca OpemeHHH. JIeueHHETO ¢ aropBacTaTHH TpAOBa [a ce OTJIOXKH 3a CpoKa
Ha OPEMEHHOCTTA WK 1O MOTBLPXIABaHe Ha JIUIICATa Ha OPEMEHHOCT (BXK. To4Ka 4.3).

IlepuHaOnpUN
Ynorpebara na ACE unxuOutopn He ce¢ npenopbuBa Npe3 NbPBHA TPHUMECTBP Ha OpeMEHHOCTTA.
Ilpunaranero Ha ACE uBXuOMTOpPY € IPOTHBOMOKA3aHO NIPe3 BTOPHA U TPETHA TPUMECTHP Ha OPpEMEHHOCTTA

(BXK. TOUKa 4.3). —
RPN,

ENHIEMHOTOrHYHUTE JAHHA OTHOCHO PUCKA OT TEPAaTOreHHOCT cinell ekcnosnuya Ha ACE nHxXu
OBPBUA TPHMECTBP Ha OpEMEHHOCTTa HE JAaBaT BB3MOIKHOCT Ja Ce AOCTHIHE A0 3aKaIoy
obave na ce H3KMOYH MAJIKO NOBHIIABAHE Ha pHcKa. JJaunMeHTHTE, KOMTO TTAHMpPAT OpeMeHH 1 A
NPEMMHAT HA AITEPHATHBHO AHTHXHKIIEPTOHHYHO JIEYEeHHE ¢ A0Ka3aH mpodnn Ha 6e30MacHOCE 3: rﬁ}ﬂn&rﬁe \
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no BpeMe Ha OpemenHocrta. [lpu nuarHoctunupase Ha OpeMeHHOCT JeuenHeTo ¢ ACE HHxubHTOopH TpabBa
He3a0aBHO f1a OBAe CIPAHO M aKO € MOAXOAAINO 1a 3a[I0YHE AITEPHATHBHO JICHEHHE.

H3BecTHO ¢, de exkcno3uuMaTa Ha neveHHe ¢ ACE maxuOHTOpH mpe3 BTOpPHA H TPETHA TPHMECTbp Ha
OpeMeHHOCTTa HHAYLMpaA GEeTOTOKCHYHOCT NMpH Xopa (HamancHa OpOpedHa (QyHKUMA, ONMIOXHAPAMHHOM,
3abaBgHe Ha oCH(UKaLMATA HA Yepena) H HEOHATaTHA ToKCHYHocT (650peyHa HenOCTaThYHOCT, XUNIOTOHUA,
XHIIEpKATHEMHA) (BX. TO4ka 5.3). Ako exkcnosmiuara Ha ACE HHXHOHMTOpP € HACTBIIHJIA OT BTOpPHA
TPHMECTHP Ha OpPEeMEHHOCTTa, Ce IPEeNopHYBAT YITPa3BYKOBH IIperfiedd 3a M3cieABaHe Ha OwnOpevHara
dyHkuua u 4yepena. Kevpmadera, yuwto Madiku ca mnpuematd ACE wumxuburopu, Tpsadsa na Obaar
Ha0NMOJaBAHN BHUMATEAHO 33 OTKPHBAHE HA XHITOTOHNA (BX. CBHINO TOUKH 4.3 1 4.4).

AMIOOUNHH
be3zonacHOCTTa Ha aMIOIUIIMH N0 BpeMe Ha OpeMeHHOCT NPH X0pa He e ycraHoseHa. [IpoyuBanuaTa Npu
JKMBOTHMW T0Ka3BaT peNpOAYKTHBHA TOKCHYHOCT IIpH BUCOKH J03H (BXK. TOYKA 5.3).

Kvpmene:

ATOpBacTaTHH

He e u3BeCTHO aanv aTropBacTarHH H MeTa0OIHTHTE MY ce eKCKpeTupaT B kbpmara. [lpu minxoBe
IIa3MEHUTE KOHUEHTPAllHK Ha aTOPBAaCTaTHH H aKTHBHUTE My MeTabomuTH ca MoJoOHH KaTo B KbpMara (BX.
To4Ka 5.3). [lopanu moTeH1{Ha 3a CeprHO3HN HEXEIAHH peaKIHH, XKEHUTE, KOWTO MPHEMAT aTOPBACTATHH, HE
TpsaOBa Ja KEpMAT CBOMTE HOBOPOAECHH. ATOPBACTATHH € MPOTHBOMOKa3aH B MEPUOAA HA KBPMEHE (BK.
TO9Ka 4.3).

lleprBEaonpun
[lopagu nunca Ha HHGOpPMALMA OTHOCHO ymoTpebaTa Ha NEPHHAONPHI B NEpHOAa HA KbpPMEHE,

NEPHHACNPHIT HE C€ NPENOPhYBa K Ce MPEANIOYHTAT ATEPHATHBHH IEYeHHA ¢ No-100pe yCTaHOBEH Mpodun
Ha 0e30nacHOCT B MEpPHOJAA Ha KbPMEHe, 0cO0EHO MpH KbpPMEHE Ha HOBOPOIAEHO WIH IPEXIEBPEMEHHO
POIEHO JETE.

AMJIOAMIIHMH
AMIOQUIHH C€ €KCKpeTHpa B KbpMara. JlerbT Ha MaifurHATa 034, NoJyUueHa OT HOBOPO/ICHOTO, € OLICHEH B
HHTEPKBapTHIEH OHana3oH oTr 3 - 7%, ¢ makcumyM 15%. EQexkThT Ha aMIOaulIMe BEPXY HOBOPOJECHHTE €
HEeH3BECTEH.

Depmuaumem:

ATOpBAaCTaTHH

[IpoyuBaHUSATA NPH KHUBOTHH ¢ ATOPBACTATHH HE MOKA3BaT epeKTH BBPXY MBKKHA H HEHCKUA (epTHINTET
(BK. TOUKa 5.3).

[lepuHaonpun
Hsma BIMAHHE BBPXY PENPOSYKTHBHATA CTIOCOOHOCT H depTHaHTETA.

AMIOAHIIHH

CrpoOmaBsa ce¢ 3a obparumMu OMOXHMHYHH NpoMeHH B TJIAaBHUKHTE Ha CHEPMATO30HAMTC [pPH HAKOH
MAllHEHTH, JIEKYBaHH € K&ILUUMEBH AHTATOHHCTH. KIHHAYHHTE JaHHH ca HEeAOCTaThYHH OTHOCHO
NOTCHLHANHMA e(PEKT Ha aMIOJMNHMH BHpXY (eprunurera. B €QHO npoyuBaHe C IUIBXOBE Ca OTKPHTH
HekenaHy ¢exTH BbpXY MBXKKHSA QepTUAHTeT (BK. TOUKa 5.3).

4.7 EdexTH BLpXy ¢noco0HoeTTa 32 modupane n paéora ¢ MAMIHHH

He ca npoBexxnany npoyuBaHHsa OTHOCHO edpexTUTe Ha JIMnepTaHc BEPXY cCOcOOHOCTTA 3a IOQUpaHE U
paboTa ¢ MaluuHH.

- ATOPBaCTaTHH 0Ka3Ba HE3HAYHTENHO BIHAHHKE BEPXY CMOCOGHOCTTA 33 modupane U padot
- llepuHznonpun He BAHAE NPAKO BBPXY CNMOCoOHOCTTA 3a wiodupaHe U padoTa ¢ MAlIHHH,
NallMEHTH MOXE Ja BL3HUKHAT HHOHMBHAYAIHH PpEaKlIMH, CBBP3aHH ¢ HUCKOTO K
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- AMJoaumuH okazpa cnado WAM YMEPEHO BIHAHHE BLPXY crocoOHocTTa 3a wodHpane H pabota ¢
MalMKEH. AKO TIAlMEHTHTe, NMpPHEMAlld aMJIOOWIMMH, MONY4aT 3aMmaiiBaHe, rinaBobonue, ymMopa HIH
rageHe, CocoOHOCTTa UM [a pearnpar Moxe Aa ObAc HapylicHa.

B pesynrar ot ToBa, NpH NaLMEHTHTE, IpHeMalny JInnepraHe, cnocoOHOCTTA 3a modupase HaH padoTa ¢
MaIIMHKA MOXe Ja ce Hapyu. ITpenopryBa ce NOBHLIEHO BHHMaHHe, 0CO0EHO B HAYATOTO Ha IEYEHHETO.,

4.8 Hexenann JeKapcTBeHH PeAKIHH

Kpatko onucanve Ha npodguna:

Haii-qecTo cphoOImIaBaHNTE HEXENAHN PCAKIMH TIPH ATOPBACTATHH, NEPUHIONPIUT U AMIIOIUIINH, NIPHIIATaHH
NOOTACNHO,  BKAKOYBAT:  Ha30(ApPHHIHT, CBPBXYYBCTBHTECIHOCT, XHHOEPIIHKEMHsA, IlaBobonue,
apuHronapuHreanna 6onka, eNMUCTAKCHC, KOHCTHNAIMA, (NaTyNeHLMs, AMUCHENCHsA, TaJcHe, aHapus,
HapyilieHa acQexauus, MHANruA, apTpairdsa, Oonkd B KpalHUUWTE, MYCKYJIHHM CMa3MH, NMOAYBaHC Ha
CTaBHTE, MOAYBAaHE HaA IJI€3€HHMTE, OONKH B Tspba, a0HOPMHH (YHKIIHOHATHU YEPHOAPOOHH H3CICIBaHMA,
NOBHILICHA KPEaTHH KHHA3a B KpbBTa, COMHOJICHTHOCT, 3amailBaHe, NaNNHTaLM, H34YepBABaHE, KOPEMHH
OoJKH, OTOK, yMOpPa, MapecTe3ln, HapylueHHe Ha 3PEHHETO, ANILIONUA, THHHTYC, CBETOBBPTEXK, XHITOTOHHA,
KallTHIa, JHCIHEA, IOBPBILAHE, AUCrey3Hs, 0OpuB, IPYPHT, ACTCHHA.

Tabiuua ¢be CONCHK Ha HEXENAHNTE PEeaKIiH:

Cneanure HeXeJaHW JIEKapCTBEHH PEakilMH ¢a HaOmoAaBaHH MO BpEME Ha JICUEHUE € aTOPBAacTaTHH,
NEPHHAONPWI, AMACAUNHH MITH MPIUTAraHH MOOTAETHO H €a pa3feNeHn cnopel KiacHGHKalHaTa 10 OpraHu
H no cucteMd Ha MedRA w pa3npencneHy B CICAHATE KATEMOPHH MO YECTOTH, NPH Cra3BaHe Ha CIEAHATA
KOHBEHIIMA:

Muoro uectu (>1/10); yectn (o1 =>1/100 no <1/10); neuectn (ot >1/1 000 no <1/100); peaxu (ot >1/10 000
ao <1/1 000); mHoro peaku (<1/10 000); ¢ HeH3BeCcTHA YecTOTa (OT HAMIMYHHUTE JAAaHHH HE MOke Aa Opae
HalpaBEHa OLICHKA).

CHcremo-opraen | Hexenanu exkapcTBeHH YecTOTA
Kjaac mo MedDRA | peaxnun ATOpBacTATHH Heparponpua AMIOIHNIHH
Hudexnnu n Hazodapunrur YecTH - -
AHdecTANEH Punwr - MHuoro peaku HeuecTu
TpombounTOneHns Penxu MHoro peakH Muoro peaku
Hapymenns Ha JIeBKONECHHA/HCYTPONECHHUA - MEOro peakH Muoro peak
KpeBTa H Eozunodmms - Heuectn * -
AuM@HAaTA ATpaHyJIOHHTO3a UK - MHuoro penku -
CHLTEMA NaHIETONEHHA
XeMOJUTHYHA aHEMHEA NIPU - MHoro peaxu -
MalMEHTH C BPOACH AcPHLIHT Ha
G-6PDH
Hapymenus na CBPBXUYBCTBUTEIIHOCT Yectu - MHOro peaxu
HMyHHATa AHadnaakcus MHoro peaxn - -
CHCTEMA
Hapymenun na CHHIpOM Ha HeaZeKBaTHA - Peaku -
eHAOKPHHHATA CeKpeLMA Ha
CHCTEMA aHTHAHYPETHYIHUSA XOPMOH
(SIADH)
Hapymenus Ha XHNOEPrIUKEMNS Yecrn - MHoOro peiakH
MeTabonnima H XHIMOrAHKEeMHUA Heuectu HeuecTu *
XpaHcHeTO XHNOHATpHEMHA - Hevectn *
XunepkanHeMus, o6paTuMa rnpu - Heuectu *
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CHucTeMo-opranen | HexenaHu jiekapcTBenH YecroTa
kaac no MedDRA | peaxumm Atopsactatan | Iepunaompna Amaoaunag
CIIHpaHe Ha JEUCHUETO (BXK.
TouKa 4.4)
AHOpEKCHA Heuectn - -
Ieuxavann beacvane Heuectn - Heuectn
HapyDIeHHA IIpomMeHNUBO HACTpOCHHE - Heuvectn HeuecTn
(BIIIIOUMTEIHO TPEBOXKHOCT)
HapymeHnus Ha cbHA Heuectn -
Jenpecua - Hewecrn* Heuectu
KoiumapHH CEHMIIG HeuectH - -
CocTOsIHAE HA O0BPKAHOCT - MHoro peaxu Peaku
Hapymienun Ha ChHIMBOCT - Heuecrn * YecTH
HepBHaTa 3amaiipane Hewectn Yecru YecTu
cHerTema I'naBobome YecTH Yectn Yectn
Tpemop - - Heuectn
Jucreyaus HeuectH Yectn HedectH
Cankon - HevecTn * Heuvectn
XunoecTe3na Heuectn - Heuecrn
[Tapecreznu HeuecTH Yectu Heuwecru
XuneproHnyc - - Muoro peaku
Ileprepna HeBponaTHA Penxn - MHoro peaxs
MoO3ByeH HHCYIIT, BE3MOKHO - MHoro peaxx -
BTOPUYEH BCICACTBHE HA
IPEKOMEPHA XHIIOTOHHA NPH
BHCOKOPHCKOBH MALUEHTH (BXK,
TOuKa 4.4)
AMHe3HA HeuectH - -
ExcrpanupaMu | - - C HeusBecrHa
HapYILICHUA 4eCTOTa
(excrpanHpaMHIaneH CHHAPOM)
Muacrenus rpasuc C HeH3BecTHA - -
4eCTOTa
Hapynrenus na 3PHTE/IHH HAPYLICHUS Peaxu HecTH Yecetn
OYHTe Jlurnonus . - Uecrn
3aMBIIICHO BHIKIAHE Heuectn - -
OyHa MHACTCHHA C HEH3BECTHA - -
YeCcTOoTa
Hapyuwenus na Tunntyc HeuecTH YecTH Heuecru
YXOTOH CBeTOBLPTEK - Yectu -
JAGHPHHTA
3ary0a Ha ciyxa MHoro peaxu - -
Cupacann MuokapaeH HHGAPKT, BTOPHUCH - MHoro penku MHoro penku
HADYHICHHSA Oopagu NPeKOMEpPHa XHIOTOHHA
NPH BHCOKOPHCKOBH TALMECHTH
(Bx. Touxa 4.4)
Crenokapaua (Bx. Touxa 4.4) - MHoro peikH

ApHTMHA (BKIIOUHTETHO
Opagnkapaug, KaMepHa

MHoro peaks

29




Cucremo-opranen | Hemenanu nexapcereenn YecTOTa
Kknac no MedDRA | peaxnun ATOpPBACTATHH ITepuraonpun AMJOTAINH
TAXUKAPOHA U APEICHPAHO
MBXKIEHE)
Taxukapaus - Heuectn * -
[TannuTtauus - Heuecth * YecTH
CraosH XHINOTOHUS (i CBBP3AHATE C HEY - YecTu Heuectn
HApYIIEHHSA efexTn)
Backyiut - Heuectn * MHoro peaku
3auepBsaBaHE HA JUIIETO - Penku* Yecru
®eHoMeH Ha Pelino - C HeH3BECTHA -
YECTOTA
PecnnpaTopun, daprHronapuareansa 6oaka Yectn - -
rPHAHH H Enucrakcuc YeetH - -
MEAHACTHHAIHH
A Kauuuia - Yecru Heuectn
HapyleHus
Hucnues - YecTH YecTH
bpoHxocnaznm - Heuectn -
Eo3nnoduina nHeBMOHHA - Muoro peaku -
CroMamuo- INanene Yectu YecTn YectH
YpeBHH
P [lospwiiane HevecTH Yectn Heuectn
HAPYIOCHAR
AbdgomuAanna DoJka, B AOJHATA Heuectn Yectn YecTn
H 'OpHATa 4aCT Ha KopeMa
Jincnencus Yecti YectH Yectu
Juapus YectH Yectu Yectu
Koxcrunauus Uectu YectH HectH
Cyxora B ycTata - HegecTH HeyecTH
[TankpeaTuT HeuectH Muoro peaks MHoro penxu
I'acTpur - - MHOro peaku
Xunepniasusa Ha BEHUHTE - - MHoro peaku
IIpoMsana B HaBHKA Ha - - YectH
Jederanms
Opursane Heuectn - -
OnaryacHUHA Yecru - -
Xenatobuanapun | IlHTONHTHYEH HIH XOMECTATHYEH HeuecTH MHoro peaku MHoro peakt
HapylleHHs XEMaTHT (BX. ToYKa 4.4)
XeareHuna - - MHuoro penku
Xonecrasa Penku - -
YepuoapobHa HeAOCTATEYHOCT MHoro peaku - -
HapymeHns Ha ObpuB HedectH Yectn Heuectu
KOXKATa H Crpbex HeuectH YecTH Heuectu
NOAKOXKHATA
an Ypruxapus HeuecTH HeuectH He4ectH
ThKaH
Hypnypa - - HeuectH
[IpoMeHeH HBAT Ha KOXaTa -
Xunepxuaposa -
ExzanteM -
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Cucremo-opranen | Hexenann nexapcreenn YectoTa
ic1ac mo MedDRA | peaknnu ATOPBACTATHH MepuuzOnpHA AMJIOXENHH
Autoneius Heuectn - Heuecrn
AHrHoeaeM {Bx. Touka 4.4) Penku Heuectn MHOT0 peIKH
Excdonyatisen qepMaTut - - MHOro peakn
BromasaHe Ha NCOPHA3HC - Peaxn* -
[Temduroun - Heuecrn * -
CunapomM Ha CTHBBHC-J[KOHCHH Penkn - Muoro pexaku
PeakuMu Ha YYBCTBHTENHOCT KbM - Hevectu * Mnoro peaku
CBET/IMHA
Tokcruyna envaepMania Penxu - C HeH3BECTHE
HEKPOJIM3a YEeCTOTA
Epurtema Myntugopme Penxu MHoro pe/ku MHoro penku
HapymeHnus na (OTOK Ha CTaRUTE Hectu - -
MYCKYTHO- OTOK HA IJIE3EHHTE - - Hecrn
CKEJICTHATA
CHCTEMA M bonku B kpaHHLIHTE Yectn - -
CHbCAHHHTEIHATA | ApTpanrus YecTn Heuectu * HeuectH
THKAH
MyckynHu crniasMu Yecti Yectu Yectn
Muanras Yectr Heuectu * Heuectu
bonke B repba Yectu - Heuectu
boJiku B muATa HeuecTH - -
YMopa Ha MYCKyIHTE HeuectH - -
Muonatus Penku - -
Muo3nT Penkn - -
PabnoMuomuza Penku - -
PaskncBane Ha MyCKyIIHTE Peaxn - -
TenanHONaTHA, NOHIKOTrA Penxu - -
YCTIOJKHEHA ¢ pyNnTypa
Jlynyconoxo0eH CHHIAPOM Muoro peaku - -
HMyHOMeauHpaHa C Hem3BecTHA - -
HEKPOTH3HPALLA MHONIATHA (BXK. 4eCcToTa
TOuka 4.4).
Hapymrenun na MHKIIHOHHN HApYIIICHHSA - - HeuyectH
OuGpennte n HokTtypus - - HeuectH
MHKOYHHTE Monaxayps - - HevecTH
ObTHIIA
bnO6peuHa HENOCTATEYHOCT - Heuectn -
Octpa O6w0peuHa - Peaku -
HEAOCTATBUHOCT
AHYPHZ/OTHUTYDHA - Penxn* -
HapymieHHA HA Epextunsa auchyHkims - Heuectn HeuectH
BRINPOHIBOAMTEN | "yhexomacTus Muoro peaku - Hesectn
HATA CHCTEMA U
I'bpAATS
Ob6mn Acrenns HeuyectH HectH '
™ /@,fﬂ.ﬁ?. ﬂ{) ;M.
ey ? F
HAPYIICHHHA H Vmopa HevecTn ) // P -0y
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Cacremo-opranen | Hexenanu Jexapersesu YecToTa
Kiaac no MedDRA | peakumnu AToOpBacYaTHH Hepunaonpan AMIOABNNH
¢hexTH HA Otok - - Muoro dectu
Me
CTOTO Ha bonxa B repaute HeuecTn Heuectn * Heuecru
NPAJIOKEHHE
bonxa - . HeuectH
Ob6u10 HepasnonokeHHe HeuectH Heuectu * Heuectn
Ilepudgepen orok HeuecTH Heuectn * -
- Gebpunter Heuectn HeuecTn * -
Hicnensanus IloBHIZEHA Yped B KPhBTA - Heuectn * -
ITOBHIICH KPEATHHHH B KPBBTA - Heuectu* -
IToBumIEeHH YepHOIPOOHH - Peaku Mmuoro pengn**
CH3UMH
[TornuieH OumipyObuH B KpHBTA - Peaxu -
ITopHIaBaHe Ha TeNeCHOTO Heuecrn - HeuectH
TEro
beiw KPLBHH KII€TKH B ypUHATa Heuwecrn - -
IToHHXaBaHE Ha TENECHOTO TETIIO - - Heuectn
AHOMAJIHH YepHOAPOOHH YectH - -
{pYHKIHOHAIHH H3cNeqBaAHHA
IloBumeHa kpeaTnH KHHa3a B YecTH - -
KpPLBTa
HamaneHn xemMornobun u - MHoro peiaku -
HAMAICH XEMATOKPHT
Hapanapanns, Tlanane - HeuecTa* -
OTPaBSAHHSA H
YCJIOKHEHHS,
BL3IHHKHAJH B
pe3ynTaT Ha
AHTCPBEHIHH

* Yecmomama e uzuucrena no 0anny om KAUKUNHI U3NTHMBAHUA 30 HEXCERANY TEKAPCMBENT PEAKHY, OMKPUSAHI Ype3
CRoHmanrnu ceotiyenus
¥*[1pedumno coomeemcemeamu Ha Xorecmasa

Kakro # npu ocranaymre HMG-CoA peaykTasHd HHXHOMTOPH, TPH MaLMEHTH, MOTy4aBalli aTopBacTaTHH,
ce chobLIaBa 3a NOBHLICHH CepyMAH TpancaMuHasH. [IpoMennTe ca OWIH 0OHKHOBEHO JIEKH, PEXOIHH H HE
Ca Hajaraln¥ CnupaHe Ha n¢deHuero. KUIMHMYHO 3HayuMH (> 3 MBTH Haa ropHaTa rpaHvlia HAa HOpMara)
NOBMUIEHHA HA CEPYMHHTE TpaHCaAaMHHAa3H ca HacTenuad npH 0,8% oT nauumeHTHTE, MNpHEMAIIH
aropBacTaTHH. IIpy BCHYKH NAUMEHTH MOBHIIABAHUATA ca OMIM CBBP3aHH ¢ J1o3aTa U ca Ouin 00paTHMH.

IloBymeHne Ha cepyMHH HUBa Ha kpeatud kuHasara (KK) ¢ Han 3 neTH 0T ropHaTa rpaHdilia Ha HOpMara ca
HabmonaBaHi npH 2,5% OT NalMEeHTHTE HA aTopBacTaTHH, KOETO CHOTBETCTBA Ha TOBa npH Apyru HMG-
CoA pemykra3ssi HHXHOHTOpPH, CBITIACHO JAHHH OT KIMHHYHM H3nNUTBaH#A. Huea, xouto ca Hax 10 neTH
MIOBCYE OT HOpMalHaTa ropHa rpaddla, ca HaOmogasaHd npH (,4% OT NEKyBaHHTE C aTOpPBACcTATHH
NALHCHTH (BK. TOUKa 4.4).

CriefHHTE HeXEeNaHH peakLUH ca ChOOLIaBaHH NPU ynoTpedaTa Ha HAKOH CTaTHHK:
* CeKCYANHa AHCYHKIMA

* nenpecHs

* MIKIIOMHTENHO PEAKH Ciayda¥ Ha WHTepCcTHIMaIHA OenoapodHa Oonect, ocobeHo
NedeHne (BXK. Touka 4.4)
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* 3axapeH AHabeT: 4ecToTaTa Ie 3aBUCH OT HAIMMHETO HJIM JIMIICATA HA PUCKOBH ¢axTopH (rnioxos3a B
KpBBTa Ha MafHo > 5,6 mmol/l, unaekc Ha TenecHata Maca BMI>30 kg/m2, moBumeHH TpUINHUEPUY,
aHaMHeE3a 33 XMIIEPTOHHA ).

Crobiasane Ha NONO3MPAHM HEKEIAHH DEAKIIHH

CroliuaBanero Ha NOAO3MPAHK HEXENAHH PEAKIMH Clie] paspellaBane 3a ynotpeda Ha JIeKapCTBEHHA
NPOAYKT € BaXkHOo. ToBa Mo3BoOIgBa Aa NPoALIKH HaGMIOAECHHETO Ha CHOTHOIHEHHETO TI0/3a/PHCK 32
NEKapCTBEHHA MPOAYKT. OT MeIHIIMHCKHUTE CIIELHATHCTH CE H3WCKBA Jia ChOOINABaT BCAKa NOJ03NPAaHa
HEXeEJIaHa peaKkUis uype3 RalHOHAIHA CHCTEMa 3a ChOOIIaBaHeE:

buarapus

H3nenHKETENHA areHiMa no nexapersara (MAJ])
Ya. , Jdaman I'pyes® Ne §

1303, rp. Codus

Ten.: +359 2 8903 417

yebcaliT: www.bda.bg

4.9 Ilpeno3npane
HsMa uH@popmManys OTHOCHO npenozupaHe Ha JIMIepTane MpK Xopa.
Amopeacmamun.

CHMITOMH H OBIAIIBAHETO UM

Hsama cneundHyHO Neyenue 3a npemo3rpade ¢ aTopsacTaTud. B cmy4ail Ha npeno3MpaHe nalMeHTsT TpAdBa
I3 Ce JIEKyBa CHMIITOMAaTHYHO H /1a My C€ Ha3HauaT OOIIOYKpeNBallH MEPKH CIIOpen HyXauTe My. Tpsadsa
Ja C¢ HanpaBAT (YHKUMOHAIHH H3CIeABaHHMsA Ha vepHMA Apod W Aa ce ciaemst Hupara Ha KK. TMopaau
BHCOKATa CTENCH HAa CBBP3BAHE HA ATOPBACTATHH ¢ INA3MEHUTE MPOTEHHH, HE C& 0YaKBa XeMOAHaaH3aTa 1a
AOBEIE /10 CHIIECTBEHO NOBHIIARAHE Ha KJIHPBHCA Ha aTOPBACTATHH.

Hepunoonpun:

CuMToMut:

CuMrroMuTe, CBBpP3aHH ¢ npenosupade ¢ ACE MHXMOWTOpPHM, MOrar 1a BKJIIOYBAT XUMOTOHUSA,
HAPKYIATOPEH [IOK, €ENeKTPOJMTHH HapylleHus, OBOpeuHa HEAOCTATBYHOCT, XMIICPBCHTHIALNS,
TaXHKapaHs, NaINUTANHK, OpaguKapaus, 3aMaliBaHe, TPEBOXKHOCT H KalDTHIIA.

Onnangrane;

ITpenopbuMTENHOTO NeYeHUEe MpH Npeao3HpaHe € HHTpaBeHo3Ha HHGY3us Ha (GHIHONOTHUYEH pasTBOP Ha
HaTpHeB xuopua 9 mg/ml (0,9%). Axko BB3HHKHE XHIOTOHHA, TAIMEHTHLT TpAOBa 72 Ce NOCTAaBH B
NOJIOXKEHHE 33 LIOKOBA TEpanMs. AKO € BB3MOXHO, MOXE Ha ce OOMHCIM M jJeueHHe upe3 MHQy3UA Ha
aHTUOTEH3HH 1] W/WIH MHTPaBeHO3HM KaTeXoldaMHHU. [lepHMHOOMPHIBT MOXKe Aa ce¢ OTCTpaHM oT obmara
IMDKYyJTalHA 4Ype3 XeMoauanmia (BK. Touka 4.4). 3a HenmoJaT/HBa Ha JicucHHE Opaaukapars € II0Ka3aHo
NpriaraHe Ha neicMedknp. Tpabea 1NocTOAHHO JAa c¢e€ HaOmomagaT KHM3HEHHTE [IOKazaTend |
KOHLIEHTPALIHUTE HA EJIEKTPOJHTH H KPeaTHHHH B CepyMa.

Amaoounun:
OMNUTET ¢ YMUIINEHO NPpEIO3HpaHe NPH XOpa € OrpaHHucH.

CUMOTOMH:

Hanu4anTe naHHH NpeAnoaarar, 4€¢ 3HAYHUTENHOTO npego3npaHe Om MOIJIO Aa J0BEOE A0 TE CpHa




HekapaunoreneH Genoapober 0TOK ce cho0IaBa paako KaTo MOCIeaula OT Npeao3HpaHe ©
aMJIOJHUITHH, KOHTO MOXKE Ja ce MposiBH Che 3a0aBeHO Havano Ha edekra (24-48 yaca cnen
MOTTBIIAHE) M [a U3UCKBA H3KYCTBEHA BEHTUIAUMA. PAHHWTE peaHUMallHOHHU MEPKH

( BRIITOUHUTEHO HATOBAPBAHE C TEYHOCTH) 3a NOAAbpKaHE Ha NNepdy3HATa U CEPACUHHA JeOHT MoraT
na Obaar yckopasaiiy $paxropu.

OpnangBaHe:
KnuHHYMHO 3HAaUHMAaTa XUIIOTOHMSA, ABDKAINA CE Ha NMPEAo3HpaHe ¢ aMIOAHITNH, H3HCKBA MPEANPHEMaHe Ha

aKTHBHH MEPKH 32 NOAALDKAHC Ha (YHKUMHTE HA CHPAECYHO-CHAOBATa CHCTEMA, BKIOYHTEIHO YCCTO
MOHHTOPHMPAaHE Ha ChbpA€YHATa W JAMXarenHara (yHKLHM, MOBIHraHe Ha KpaliHMlLUTe W HacoYBaHe Ha
BHHMAaHHAETO KbM LIHPKYJIATOPHHA 00¢M B Auype3aTta. BbBeKIaHeTo Ha BA3OKOHCTPHKTOP MOXKE JIa ITOMOTHE
33 Bb3CTAHOBABAHE HAa ChAOBHA TOHYC H KPBBHOTO HajdAraHe, IIPH YCIOBHE Y€ HAMA MPOTHBOIIOKA3AHHA 34
ynorpedara My. MHTpaBeHO3eH KallUMEB INTIOKOHAT MOXE Ja OKake OnaronpusTeH edexr 3a NpeoaoisaBaHe
Ha epekTuTe OT ONOKMpaHEe Ha KamlHEBHTE KaHaIH. B HAKORW ClyyaH MOXeE ja € OT [OoJi3a CTOMalllHa
npoMHBKa. [IpHiIoXeHUeTo Ha aKTHBEH BBIVIEH NMPH 3ApaBH J0OPOBOJILIM A0 JBa 4aca cnei npHeM Ha 10 mg
aMJICIMNMH € HAMANUWIO CTEIeHTAa Ha abcopOuuA Ha amiogumuH. ThHH KaTO aMIOAWIINH C€ CBLP3BA BHB
BHUCOK NPOLICHT ¢ IUIA3MEHHTE NPOTEUHHU, THATM3aTa BEPOATHO HAMA Ja € OT I10Ji3a.

5, OAPMAKOJIOTHYHH CBOUCTBA
5.1 @apMakoaqHHAMHYHH CBOHCTE2

dapmaxoTepaneBTHYHA rpyna: JIMnuaoMoaupHIHpPaIlY CpeaAcTBa B KOMOHHAITMA C APYIH JICKApCTBa,
ATC xon: C10BX11

MexaHu3EM HA NeHCTBHE:

Amopeacmamin

ATOpBACTATHHBT €  CEJICKTHBEH, KOHKypeHTeH uHxubutop Ha HMG-CoA  penykrasara -
CKOPOCTOONPEACTALLHAT €H3HUM, OTIOBAPAIL 32 KOHBEPCHATA HA 3-XMAPOKCH-3-METHATITYTApUI-KOCH3HM A B
MEBANIOHAT, KOWTO € IMPEeKypcop Ha CTEPOJIHTE, BKIIOVHTEIHO H Ha XofiecTeponia. TpHriHuCpHInuTe M
XONecTepokT B YepHHA Apo0 ca BrpaeHH B JIMIIONPOTEMHH ¢ MHOro Hucka mrstHocr (VLDL) u ce
ocBo0oXkaaBaT B IUIA3MaTa, 3a Jla Ce JOCTAaBAT A0 nepudepHUTE ThKAaHH. JIMIIONPOTEHHHTE ¢ HHMCKA
nsTHOCT (LDL) ce o6pasysar ot VLDL u ce kaTaboau3HpaT NpeaHMHO 9pe3 pelenTOpH ¢ BUCOK apHHHTET
kM LDL (LDL peuenrop).

flepunoonpun

[NepuHmonpuinsT € HHXUOMTOpP Ha €H3MMa, KkoiiTo npeoGpasypa aHrHoTeH3WH 1 B aHrHoTeH3WH 1l
(aHrmoTensuH-KoHBepTHpauMs ¢H3uM ACE). KoHBepTHpalmMAT €H3MM — WM KHHaza — TPEICTaBABa
eK30MENTHAA3a, KOATO MO3BOJIABA Mpeodpa3yBaHe Ha aHMMOTEH3HH | BBB Ba30KOHCTPUKTOpa aHTHOTEH3HH 11
H CBIIO Taka NPHYMHABA pasrpakJaHe Ha Bazofuiaropa OpalHKMHMH A0 HEAKTHBEH XCITAMCITHI.
HMuxubupanero Ha ACE Boam 1o HamansBaHe Ha aHruoreHsuH Il B masmata, KOeTe CTHMYJHpa
aKTUBHOCTTA Ha IUIAa3MEHHA peHMH (Ype3 WHxHOMpaHE Ha OTpUUATeNHata oO0parHa BpB3Ka Ha
OCBOOOXKIABAHETO HA pPEHWH) M HamansdBa OTAeNAHeTo Ha anjgoctepoH. 1wl karo ACE neakTHBHpa
OpajguknHuHa, WHXuOWpareto Ha ACE cpmo Taka BoAH [0 YBENHYaBaHE HA aKTMBHOCTTa Ha
HUPKYJIHPALIMTE H JIOKATHUTE CHCTEMH KANMKPEUH-KMHHH (KOeTO aKTUBUPA MPOCTAIJIaHIMHOBATA CHCTEMA).
B13MOXKHO € TO3H MEXaHH3bM 1a jaonpuHacs 3a aelictBueto Ha ACE HHXMOHTOpHTE, CBHCTOAILO Ce B
NOHIDKaBaHE HA KPBBHOTO HA/ATaHe, H A2 € YaCTHYHO CBBP3aH ¢ HAKOM TEXHHM HEXEJAHH peakuuH (Hanp.
KalUTHLA).

Ilepunnonpun AeHCTBAa YPE3 aKTMBHHA CH META0ONUT mepuHaonpunar. OcraHanute METaboIuTH He BOAAT
A0 WHXHOHpaHe Ha akTBHOCTTa Ha ACE in vitro.

Amaodunun
AMIOIMIIHEBT € HHXAOUTOP Ha BXOAAIIMSA KATIHEB HOHEH TIOTOK OT JUXHAPOIHPHAMH
Ha OABHUTE KAHAIM WIHM aHTarOHKCT Ha KaNIIHEBHTE HOHH) H HHXHOMpa TpancMeMOpa
Ha KaJILHEBH HOHH B CBPJICYHATA M ChAOBATA IVIalKa MyCKyaaTypa.
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DapMakoIMHAMUYHH edeKTH:

Amopeacmamun

ATOpBAacTaTHH HAMAIABA IIa3MEHHA XOJECTEPOS M CCPYMHHUTE KOHUSHTPALMH HA JIUNONPOTECHHHTE upe3
uHXuOHpane Ha HMG-CoA pepykraszata # mocneaBaums OHOCHHTE3 Ha XONecTepola B YEPHHA Ipod H
MoBHIU2Ba Opos Ha 4vepHOApoOHuTe LDL peuentopn no moBbpXHOCTTa HA KIETKUTE, ¢ KOETO YCHIIBA
moemaHeTo M karabonuama Ha LDL.,

ATopBacTaTHH HamansBa oOpasysaHeTo Ha LDL u 6Gpos ma wactunure LDI.. ATopBacTaTHH NpeaH3BHKBA
MOIIHO M YCTOHYMBO MOBHMIIABAHE HAa aKTHBHOCTTA HAa LDL penenTopure, KOETO € HEpa3IENHO CBBP3AHO ¢
OnaronpHATHA MPOMAHA B KAUECTBOTC Ha LupKynupaumte LDL dacTrum. ATopBacraruH € €(peKTHBEH 32
HaManaBade Ha LDL-C npu nanMeRTH, KOMTO ca XOMO3HroTHH 3a (aMUIIHA XHIIEPXOIECTEPOIICMHA -
NOMYIalHA, KOATO 00HYaiiHO HE OTTOBAPS HA JICYEHHETO ¢ HaMa/liBallli IMMMAUTE JeKapCTBEHN NPOTYKTH.

Hepunoonpun

Xunepmoni;

[lepnaonpun ¢ akTHBEH TIPH BCHYKH CTEITEHH Ha XHIIEPTOHMA: NEKA, YMEPEHA, Texka; Haldmwaaea ce
HaMaJISBaHE HA CHCTOJIHYHOTO U HA JWACTOIHYHOTO KPBBHO HAIATAHE KAKTO B JICTHANO, TAKa H B H3NMPaBEHO
MOJI0XKEHKE,

[lepunaonpu HaMaiaea nepudpepHOTO CHIOBO CHIPOTHRIIEHHE, KOSTO BOAH A0 TIOHWXKaBaHE Ha KPHBHOTO
Hanarane. Kato nmocnenuua ot ToBa nepuepHUAT KPLBOTOK ¢e MOBHIIABA, 6¢3 TOBA fla OKas3Ba eeKT BBpPXY
CBhpICYHATA YECTOTA.

Ilo npaBuno ce nopHmaBa u GEOGPEeUHHAT KPBBOTOK, 4 CKOpOCTTa Ha riomepynHa ¢unrpaums (GFR)
OOMKHOBEHO € HeIPOMEHEHA.

Cvpdeuna HedoCmamvyHOCM.

[lepyuponpun Hamansea palorata Ha CHPLUETO Ype3 HAMANABAHE HAa TPEJHATOBAPBAHETO W
C/IEIHATOBAPBAHETO.

Amaedunun

Mexanu3sMBT Ha AHTUXMACPTOHHYHOTO NEHCTBHE HA aMJIOAMIIMH ¢ ABDKM Ha NPAK peSlaKCaHTEH edekT
BBPXY CBAOBara Iladka MYCKynaTypa. TOUHHMST MEXaHH3bM, IO KOMTO amnojfdiuH oblekyasa
CTeHOKapAHara 00nKa, 3acera He € HAITHIHO H3ACHEH, HO aM/IOAMIHH HaMansBa o0LIMA MCXEMMYEH TOBap
Yype3 CICOHHUTE ABE ACHCTBHA:

1} AMIOAWNNH pasInHpARA NIepudepHUTE apTEPHONH H Taka HaMalARa oO1oTO NMEpUPEpHO CHIPOTHBIICHHE
(cmen HaTOBapBaHETO), cpelly KoeTo paboTH ceplieTo. Thif KaTo ChbpAEYHATa YecTOTa OCTaBa ITOCTOSHHA,
OMHCAHOTO PA3TOBApPBaHE HA CHPUETO HAMANABA KOHCYMALHATa HA €HEPrHA H KHCIOPOAHHTC HYXAH Ha
MHUOKap/a.

2) MexaHmsMBT Ha ACHCTBHE Ha aMJIOAMIIMH BKIKYBA BEPOATHO M AWIaTallMA Ha TJABHHTC KOPOHAPHH
apTEpHH M KOPOHApHUTE apTEPHOJIM KakTO B HOPMAJHHTE, Takd H B HCXEMHM4YHHTE 30HH. JluhaTauuata
NoBHIaBa CHAOHABAHETO Ha MHMOKAp[a ¢ KUCAOpOA NPH MANMEHTH ¢ KOPOHApEH CNa3bM (CTEHOKApAMsS Ha
[TpuHnMeran WK BapHAHTHA CTEHOKAP/IHA ).
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Knunuuna eukacHOCT ¥ 6€30acHoCT:

JlunepraHc He € MPOYy|BaH 3a 3a00JIeBAEMOCT H CMBPTHOCT.

Amopeacmamun

YCTaHOBEHO €, de aTOpBACTATHH HaManiBa KOHIeHTpaiuiara Ha obmua-C (30% - 46%), LDL-C (41% -
61%), anonunonporenH B (34% - 50%) u na rpurnuuepuaure (14% - 33%), kaTo €1HOBpPEMEHHO BOAH A0
npoMeHinBo nopumasane Ha HDL-C u Ha anonmnonporenH Al B ycnoBHATa HA IPOYYBAaHE 3a
3aBHCHMOCTTA HA OTIOBOpa OT fAo3ara. 1€3H Pe3yNTarH ca €IRakKBH TpH HAllMeHTH ¢ XETEPO3HUroTHA
(pamHnHa xunepxonecreponeMus, HegamiiHd GopMH Ha XHUIIEPXONECTEPOTIEMHA H CMECEHA XHNEPTUTEMHA,
BKJTHYUTEIHO U NIPH NAaLMCHTH C HEMHCYJTHHO3ABUCHM 3axXapeH auader.

HokazaHo e, 4e HamansBaHeTo Ha o00wW-C, LDL-C » anomumnomporeMH B Hamanaea pucka oOT
CBPAEYHOCHAOBH CHOUTHA H CHPACYHOCHAOBA CMBPTHOCT,

Xomoszuzomma amunia Xunepxonecmeposemis

B MHoroueHrpoo 8-ceAMMUYHO OTKpHTO NpoyuBaHe ¢ pa3slIMpeH ROCTBN ¢ ONTHManHa «asa Ha
NPOABIKEHHE HA TPOYYBAHETO C pa3IMUHO BPEeMETpacHe, ca BKIIIOYEHU 335 nauueHTH, Kato 89 oT TAX ca
NAUHEHTH ¢ HAeHTHULMpaHA XOMO3UroTHa ¢QaMuiaHa xunepxonecreponemus. Cpen nocovyeHure 89
NALHEHTH CPEAHOTO TIPOUECHTHO Hamangeane Ha LDL-C e npubnauznrenso 20%. ATOPBAcTaTHH € npwiarah
B O03H OT 80 mg qHEBHO.

IIpojpunaxmuxa na copoeunocwvdosama borecm
[IpoyuBanero ASCOT (Anglo-Scandinavian Cardiac Quicomes Trial) € MexayHapoIHO, paHTOMH3HPaHO
usnuTBaHe ¢ QakTopuereH 2x2 auzaiil. Llenta na npoyusanero ASCOT e ma cpaBHM edexTHTe Ha ABE
CXE€MH Ha aHTUXMIIEPTOHHYHH JicyeHuA 1Ipy 19 257 nmamyeHTH (paMo 3a HaMalisiBaHe Ha KPBBHOTO HaNATaHE
— ASCOT-BPLA) u edexTuTe Ha nobassiHeTo Ha atopeactatuf 10 mg, B cpaBHeHHe ¢ mwiauedo mpu 10 305
naiHeHTy (PamMo 3a noHuxkapame uHa Junuaure — ASCOT-LLA) Bupxy HedaranHuTe W (QaTaHHTE
KOPOHAapHH CHOHUTHA.

Te3u edexTH Ha aropBacTaTHH BBpXy (aTalHnTe U HedpaTATHATE KOPOHAPHHU CHOMTHA Ca OLEHABAHH IpH
MalHEHTH ¢ XHUNEPTOHHUA Ha BB3pacT 40-79 ronuHu 6e3 aHaMHE3a 3a MHOKApAEeH HHPAPKT WK NCYCHHUE 34
CTeHOKapui H ¢ HHBa Ha Tpurnuuepuaute (TC) < 6,5 mmol/l (251 mg/dl). [Ipy BCHYKH MALIKEHTH € HMAO
HaH-MAIKO 3 OT MPEABAPUTENHO ONpENENCHUTE ChpASYHOCHAOBH PHCKOBH (akTOpH: MBXKH MOJ, Bb3pacT
>55 TOA¥HH, TIOTIOHONYIIEHE, THabeT, aHaMHE3a 3a KOpOHapHA OOJIECT Ha CBpPLETO APH POAHHHA OT MIbPBA
crened, TC:HDL C > 6, nepudepna cvuosa 0{onect, neBOKaMepHa Xuneprpodud, NpeAmIeCTBAIO
MO3bYHOCBAOBO ¢BOHTHE, cneunduany aHoManuy B EKI, npoterHypus/anbyMunypus.

[ManweHTHTE Cca MOJy4aBand AHTHXHIEPTOHHYHO JICUEHHME WU C AMIIOAMIIHH WKW C aT€HOJo/. 3a Ja ce€
NIOCTHTHE LEJIEBOTO KOHTPOJIHPaHe Ha KpBBHOTO Hanarave (< 140/90 mmHg npu nauueHTH 63 Auader, <
130/80 mmHg npu naumentu ¢ amaber), € 6mno paspemeno A100aBAHe HA NEPHHACONPUN IIPH rpynara Ha
aMJIOZKITHH, a Ha OeHApodIYMETHA3H) B TPYyaTa Ha aTeHONoM.

IamenTHTe Ca NoJiyyaBalH AHTHXMIICPTOHHIHO JieueHHE (WiIH cxeMa Ha 0a3zara Ha aMROIMIIMH HIIH H2
Daszara Ha aTeronmoN) 3aenHo ¢ aropeacTaril 10 mg gueBHo (n=5 168) unu mnaneto (n=5 137).
KomOHHaUMATa OT aTOPBACTaTHH W aMIOJUNMH € MOKa3ana CTaTHCTHYECKH 3HAYMMO HaMalsBaHe Cropel
OCHOBHHTE KPHTEDHH 32 KpailHa OlICHKA, TIPSACTABNABAIM (paTanHy¥ KOpOHAapHK CBOUTHA H HedaTaneH
MHOKapieH uHGapkT, oT 53% (95%JIH [0,31; 0,69], p <0,0001) B cpaBHEeHHE ¢ paMOTO Ha Iutauebo +
aMJIOQUIHH H 0T 39% (95%H [0,08; 0,59], p <0,016) B cpaBHeHHE ¢ paMOTO Ha aTOPBACTATHH + aTEHOJIOI.
B moarpyna or naudeHtd B pamoro ASCOT-LLA, nepuHupana B axHanu3 c¢i€l, 3aBLplUBaHE HA
NIPOYYBEHETO, €IHOBPEMEHHO NEKYBAHHTE C aTOPBACTATHH, IEPHHAONpUN U aMimodunuH (n=1 814) ¢
ycraHoBeHO 38% HamansBaHe Ha ¢aTanHUTe KOpPOHApHH ChLOMTHA U HA HedaTanHHa MHOKApACH MH(papkKT
(95% U [0,36; 1,08]) B cpasHeHHEe ¢ aropBacTaTHH, aTeHonon u Oerapoduymernazun (n=1 978). 3aeqHo ¢
TOBA € YCTAHOBEHO CTAaTHCTHYCCKH 3HAYMMO HaManABaHe or 24% Ha cOopHMTE ChPACUHOCHIOBH CHONTHA U
npouenypu (95%J1 [0,59;0,97]), namanasane or 31% Ha cOopHHTe KopoHapHH ceOMTHA (95% W
[0,48;1,00]) u crarucTiuecku 3HauMMoO HamanaBaHe ¢ S0% Ha ¢aranHuTe B HehaTaATHUTE MO3bYHH HHCYIITH
(95%0U [0,29;0,86]), 39% 3a cGopa OT HedaranHMTE MHOKapEHH HH$pApKTH, daranH 4af
ChONTHA H TIpOLEAYPHTE Ha KOpOHApHaTa peBackynapusauus (95%1HM (0,38;0,97]) u 4
ChPACYHOCHA0BA CMBPTHOCT, MUOKAPIHH HHQAPKTH W MO3HUHH HHCYATH (95% U [0,40;




{Iepunoonpun

XunepmoHus.

AHTHXHIECPTOHHYHATA AKTHBHOCT CJIEA €JHOKpAaTHA 50332 € MaKCHMajHa Mexay 4-us U 6-MA 4ac H C¢
NOJABPXKA B MPOABIKCHHE HA 24 Jaca: edekTUTEe NIpH Hall-HucKkHTE HUBA ca okoyio 87-100% ot edexra npH
MUKOBUTE KOHLUCHTPALIMH.

IlOHMXEHO KpPBBHO HansraHe HacTelBa Obp3o. [IpH HanMeHTH, KOUTO OTIOBApAT Ha JICUYECHHETO,
HOPMAaIU3HPAHOTO C€ TIOCTHIA ClIE SAHH MECE M ¢e moaabpka 0€3 TaXu(PHIaKCHA.

ITpoAbIKUTETHOCTTA Ha JIEYEHHETO HE BOIH J0 ,,pHOayHa” (pHKomHpall) edekT.

IlepHHaonpHa HaMaABa JICBOKAMEPHATa XUIIEPTPODHA.

[ToTBEpACHO €, 4Ye Tpu Xopa MNEPHHIOMPHI IMOK43Ba Ba3OAWIATATOpPHH cBoHcTBa. Toll momoOpsBa
€TaCTHYHOCTTA Ha T'OJIEMHTE apTEPHH M HAMANABA CHOTHOUICHHETO MEIUA/IyMEH B MAJIKUTE apTEPHH.
AJIIOBaHTHOTO JICYEHHE C THA3MIEH JIHYPETHK BOAM N0 aAWTHBEH cuHeprusbM. KomOunaumata ot ACE
MHXHOMTOp ¢ THa3HJEH IHYPETHK HaMajfBa H PHCKA OT XHTOKATMEMHS, HHIYLUMpaHa OT JHYPETHYHOTO
NeYCHHE.

Hayuenmu coc cmabwina koponapHa bonaecm HA CoPYemo:

[IpoyaBanero EUROPA e MHOTOIIGHTPOBO, MEKIAYHAPOJAHO, PAHAOMH3MpPAHO, ABOHHO-CINNO, ILtauebo-
KOHTPOJIHPAHO KIIMHHYHO U3NMUTBAHE ¢ MPOABIKHTENHOCT OT 4 rOIUHH.

JBaHanecer XunsgH M asecra v ocemuanecer (12 218) naupenTu Ha BB3pacT Haa 18 rogwnu ca Omwin
PaHAOMH3HpaHH Ha 8§ Mg NepHUHIONPHI fert-6yTUNaMUH (ekBHBaNeHTeH Ha 10 mg NepHHONPHA aprHHHH)
(n=6 110) nnau Ha mauedo (n=6 108).

ITonmynauusita, yyacrpalla 8 POyYBAHETO, € MMaJIa JOKa3aHA KOpOHapHa GosiecT HA CbpLETO, Oe3 KaHHH 3a
KIHHMYHE MNpU3HAUH Ha CbpA€YHa Hepocrarbunoct, Karo uwanmo, 90% or namupeHTHTe C¢a HMalH
peAllecTBall MUOKapAeH UH(ApKT H/WIH IpeniiecTBama KOpOHapHa peBacKymaphsauus. [lopewero ot
MALMEHTHTE Ca MONyYaBalHd INPOYYBaHHA MEAMKaAMEHT KaTo Jo0aBKa KbM KOHBEHILHOHATHOTO JICYEHHE,
BKJIIOYBAIO TPOMOOLMTHY MHXHOHTOpH (MHXHOHTOpH Ha TPOMOOLMTHATA arperalyd), JIMIHAOTIOHHKABAILH
cpencrea U Oeta-0/10KepH.

OcHOBHHAT KpHTepHii 3a edukacHocT € unrerpaieH (cGopen) oT ChbpAeYHOCHIOBA CMBPTHOCT, He(artaleH
MHOKap/JeH HH(PAPKT U/ WK ChpACYeH apecT C yCnelna peanuMauus. Jleuennero ¢ § mg nepuHaonpun eri-
OyTninaMHH (exBHBaleHTHO Ha 10 mg nNEPUHAONPUI APTrHHMH) BEAHBXK JHCBHO HMa 3a pesyirar
CTATUCTHYECKHA 3HAYMMO abCONIOTHO HaMansgBaHe Ha TINIaBHAA KpUTepHH 3a KpaiiHa olieHka ¢ 1,9%
(ramansBaHe Ha OTHOCHTEIHHA PHCK ¢ 20%, 95%/JIH [9,4; 28,61 — p <0,001).

[Ipu nmauueHTH ¢ aHaMHe3a 3a MHOKapAeH HHOapKT WITH peBacKyJiapH3alis € HabmonasaHo abCONOTHO
HaMajleHue oT 2,2%, CHOTBETCTBAIIC Ha CHOTHOIICHHE HAa HamanssaHe Ha pucka (RRR) or 22,4% (95% 11
[12,0; 31,6] — p<0,001) no oTHOIEHHE Ha OCHOBHHS KPUTEPHIA 3a KpaliHa OIleHKa B CP2BHEHHE ¢ 1w1aLebo.

Apyeu:_1BoiiHo GnoxHpaHe HAa CHCTEMATa PEHIH-aHTHOTEH3NH-an0cTepoH (RAAS)

B nse ronemu paHIOMH3HpaHH, KOHTpoaupaHy H3nuTBaHua (ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial — uanuTBase 3a mpoaniikaBally mo0anHy pe3ynTary
TIpH TETMHCAPTaH CaMOCTOATEIHO U B KomGuHauys ¢ pamunpiut) # VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes — Hedponarus u Juaber nNpH BeTepaHNTE) € H3cjledBaHa yYNoTpebara Ha
komMOnHanus ot ACE naxuOntop H anrsoteH3ud 11 penentopeH Gy1oKkep.

ONTARGET e npoyuBane, npoBeneHO cpell NAllMEHTH ¢ aHAMHE3a 34 ChPACYHOCHA0BO HIH MO3BLYHOCHAOBO
3a00nABaHe WIM CbC 3axapeH auabeT THN 2, NPUAPYKEH C JOKA3aTeNCTBO 33 TEPMHHAIHO OpPraHHO
yepexaane. VA NEPHRON-D ¢ npoy4sane cpel maupieHTH ¢b¢ 3axapeH nuaber tan 2 u auabetHa
He(ponaTus.

Tesn npoyuBaHHs He MOKa3Bar 3HAYHTEIEH OnaronpusaTeH eekT BBPXY H3XoAa OT OBOpeyHOTO WHIN
CBPAEYHOCHAOBOTO 3a00IIBaHE ¥ BBPXY CMBPTHOCTTA, HO CBUICBPEMEHHO Ce HabmoAaBa MOBULICH PUCK OT
XHIEpKATHEMHs, ocTpa 6b0peyuHa HeOCTATHYHOCT M/HIIH XHNOTOHHA B CPABHEHHE ¢ MOHOTEpANHATa. Te3H
pesyntatd ca B cuna ¥ 3a Apyrd ACE uexubutopH v aHruorensuH Il peuenropHu 6nokepn ¢ nofobHHU
(bapMaKoIHHAMHYHH CBOMCTEA.

CrenoBarenHO NpH NauueHTH ¢ nuabeTHa HedponaTus He TpaOBa Aa ce M3noN3BarT eqHOBpeMeHHO ACE
HHXHOUTOPH B aHrAoTeH3HH [ peuenTopHn Onokepu.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal
M3NUTBEHE Ha ATUCKHPEH NpH Auader Tun 2 upes pe3yaraTH 3a ChbpAeYHOCBHAOBO B O
IIpoyuBaHe, NMpeAHAzHAUYCHO 13 OLEHH MOJM3HTEe OT A00aBAHETO HA AAMCKUPEH KBbM
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ACE wnxubutop wnm aurnoreHsuH Il penentopen Onokep npd MAUHEHTH CbC 3aXapeH aualer THN 2 H
XpOHHMHO OBOpeuHo 3afonaeaHe, ChpaeuHOCHAOBO 3ab0nagBaHe WIH H nBete. IIpoyyuBaHeTo € mpekpaTeHo
NPCKUCBPEMCHHO MOPAAH NOBHIIEH PHCK OT HEXeNaH u3xon. CMBPTTA M MHCYNTHT [0 CHPACUHOCHIOBH
NMPHIHHH YHCACHO ca MO-4Y€CTO CpellaHd B rpynara Ha aJHCKHPEH, OTKOJKOTO B Ta3sH Ha iuiaucdo, a
NPEICTABIABAILIATE HHTEPEC HEKENAHH PEAKIIHH H CEPHO3ZHH HEKEIAHH PEAKIHH (XHIIEPKATHEMHA,
XUMOTOHHA ¥ OBOpeuHa nuchHyHKIMA) ca choOLaBaAHY MO-YECTO B IPYMNaTa Ha aIHCKHUPEH, OTKOJIKOTO B Ta3H
Ha Iu1anefo.

Amnoounun:

IIpu malMeHTH ¢ XHNEPTOHMA €JHOKpAaTHaTa AHEBHA 1033 AMJIOJMIIHH OCHIYPABA KIIMHUYHO 3HAYMMO
HaMalgBaHe Ha KPBLBHOTO HAMAIIaHE KaKTO B JIETHANO0, TAKA H B M3MPABEHO MOJIMKEHHE Tpe3 Henusd 24-4acos
uHTepBain. Ilopaas 0GaBHOTO Hadano Ha IEHCTBHETO My, OCTpaTa XHMOTOHMA HE € XapaKTepHa TNpu
NMPHIOXEHHETO HA aMJIOJHITHH.

I1py mauMeHTH CbC CTEHOKAP/INA BeAHDBX JHEBHOTO MMPHIAraHe HA aMJIOJHNWH YBENIHYaBa o61OTO BpeMe Ha
(PM3HIECKO HATOBapBaHE, BPEMETO 0 NOMBA HA CTEHOKApAHH GONKY M BpEMETO 0 NOABA Ha AEMpecHs OT
1 mm Ha ST-cermenra, kaT0 HaManABa KaKTO Y€CTOTATA HA IPUCTBHIIMTE OT CTEHOKApAUi, Taka M yrnotpebara
Ha TAOJETKH OT INHUEPHT TPHHHTPAT,

AMIIOIHITHH HE C€ CBBP3BA ¢ HEOIArONPHUATHH METaG0IMTHH eeKTH WiIH MPOMEHH B [J1IA3MEHHTE JIHIHAH U
€ IOAXOMAL 33 YoTpeba NPpH MauMeHTH ¢ acT™Ma, AuadeT U Toaarpa.

Ynompeba npu nayuenmu ¢ koponapna 6orecm na copyemo (CAD)

EdexkTHBHOCTTA HAa aMIOAMIIMH TIPH [IPEACTBPATABAHE HA KIHHMYHHTE CHOMTHA [IpH NAlMEHTH ¢ KOPOHApHA
bonect Ha cppuero (CAD) € OleHEHO B YCHOBHATA Ha HE3aBHCHMO, MHOTOHEHTPOBO, PaHIOMH3HDAaHO,
JABOMHO-CJIAN0, MIaueO0-KOHTPOIMPaHO H3MMTBaHe, BKmiousaw 1997 nammenTH; CpaBHABAHETO Ha
AMJIOWIIMH COPAMO €HANANPHI 110 OTHOIMIEHHWE Ha I'paHHIATa HAa Bh3HHKBaHe Ha TpoMmOo3a (CAMELOT),
Ot Te3d mauHeHTH 663 ca Ounu nexyBaHH ¢ amjoaunuH 5-10 mg, 673 nauMeHTH ca GWIM JEKyBaHH C
cHananpun 10-20 mg u 655 nanMeHTH ca 6mMnM NeKyBaHH ¢ ianebo, TPWIATAHN KAaTO JOMBIHEHHE KBM
CTAHOAPTHOTO JICUEHHE CBC CTaTUHH, OcTa-0/IOKepH, AMYPETHUH H aUeTWICAIULWIOBA KHCEIUHA B
NpoAbIKEHHE Ha 2 ronyHl. OCHOBHHUTE PE3yATaTH 3a e(UKACHOCTTA ca MPEACTABCHU B clieiHaTa Tabinua.
Pesynrature moka3Bar, 4€ NEYEHHETO ¢ aMJIONMIIHH € CBBP3aHO C MO-MAIKO Ha Opoil XOCIHTANH3AIMHA 34
CTCHOKapaMA 1 3a IpoleNypH 3a peBacKyaapu3alinsg npu nampenture ¢ CAD.

YecToTa HA CTATHCTHMECKH 3HAMHMHATE H3X0AH OT npoyusanero CAMELOT

Yecrora HA CHPICYHOCEIOBUTE CHOHTHA, AMaoaunun cnpamo aanebo
bpoii (%)
M3xoau AMIIOIHIHH IInanebo  Enananpun CBOTHOILICHHE Ha P crolinocT
pucka (95% JAN)

OCHOBHH KPHTEPHH 34
OKOHYATEJIHA OLIEHKA
Hexenann cepaeuioChaoBu 110 (16,6) 151 (23,1) 136(20,2) 0,69 {0,54-0,88) 0,003
crOuTHA
VHABRBHIYATHH KOMIIOHEHTH
KopoHapha 78 (11,8) 103 (15,7) 95(14,1) 0,73 (0,54-0,98) 0,03
peBacKyapH3anHA
XOCMUTATH3AIHA 32 51(7,7) 84 (12,8} 86 (12,8) 0,58 (0,41-0,32) 0,002
CTCHOKAP/HA
Hedatanen MU 14 (2,1) 19 (2,9) 11 (1,6) 0,73 (0,37-1,46) 0,37
MossueH uncynt uin ITHUIT 6 {0,9) 12 (1,8) 8(1,2) 0,50(0,19-1,32)
CLpIEYHOCHI0BA CMEPT 5 (0,8) 2 (0,3) 5(0,7) 2,46 (0,48-12,7) *
Xocnatanuzauus 3a 3CH 3(0.5) 5(0,8) 4 (0,6)




PeaHuMHpaRe OT ChpICYEH 0 4 (0,6) 1(0,1) Henpuaoxumo 0,04
apect

HoBa nosBa #a 5(0,8) 2 (0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
nepudepHocLaoBa bonect

Cukpamenus: 3CH = zactoiina cepaeura Heaocrarsyuoct; M = poctoseper uutepsai; MH = MuokapaeH HHQapKT;
ITHII = npexoneH HCXEMHYEH HPHCTHII.

H3nonszeane npu nayuenmu CoC ChPOCUHA HEOOCMAMBYHOC

XeMOIHHAMHYHY NpOyYBaHHA H 0a3supamlH ce Ha (U3MYECKO HATOBAPBAHC KIMHMUHK H3NWTBAHHA IIPH
MAalHEHTH CBbC ChpAcyTHa HeaocTaThyHOCT OT Kiac I1-1V no NYHA ca nokasann, 4e amnoaunud He BOAH 10
KJIMHHYHO BIIOLIABAHE CIIOPEA M3MEPBAHMATA HA WU3APBAIMBOCT HA QUIUYECKO HATOBApBaHe, JIEBOKaAMEpHa
¢pakums Ha H3TIACKBAHE H KJIMHUYHA CHMIITOMATHKA.

Enxo niauebo-konTponupaHo npoy4usane (PRAISE), cp3ganeHo ¢ 11€1 OLEHKA Ha TIALMEHTH ChC ChpAeYHa
"HepocTaThuHocT oT Knac IMI-1V no NYHA, nonyuasamy gurokcuH, puypetHimy ¥ ACE unuxuburops, ¢
Nnokazao, Y€ aMJIOAYNYH HE BOOM A0 NOBHUINABAaHE HA PHCKA OT CMBPTHOCT WIH KOMOMHMpaHa CMBPTHOCT H
O0NecTHOCT OT ChpAeYHa HeJOCTaAThYHOCT.

I[Ipu mpocnensBaiio, ALIrOCPOUHO IUTaledo-koHTpoaHpaHo npoyusaHe (PRAISE-2) Bppxy aMuoaHIIHH PH
NALMEHTH ChC ChpAcYHA HempocrarbyHocT oT Kiac III n IV mo NYHA 6e3 KIHHWYHH CHMIITTOMH WIIH
0OeKTHBHH HaXOJKM, HACOYBAINM KBM IM OOYCIOBEHHM OT HCXeMHYHa 6oject, Ha crabumnu no3H oT ACE
MHXHOHTOPH, IUIHTANHC M JAMYPETHUH, aMIONHIMH HiMma edeKT BBbpXy ofmara ChpACYHOCHAOBA
CMBPTHOCT. B ChIllaTa nonynamua aMmIoAMIHH € 6un CBhp3aH ¢ HapacTBaHe Ha Opos Ha CHOOIIEHHATA 32
OenoapobeH oToK.

Hpoyyeane Treatment to prevent heart attack trial (ALLHAT) (reuerue 3a npedomepamagare Had MuUoKapoeH
urthapxm)

C uen cpaBHsABaHE ¢ [I0-HORH Tepanui € OO0 NMPOBECHO PAHAOMH3HPAHO, ABOHHO-CIAIO NPOYYBAHE BbPXY
3a00NEBAEMOCT M CMBPTHOCT, HapeueHo Antihypertensive and Lipid-Lowering Treatment to Prevent Heart
Attack Trial (ALLHAT) (aHTUXHMTIEPTOHHYHO M NMOHMXABAIIO JHITUAMTE JeYeHHe 3a mMpodUIAKTHKA Ha
ChpICYEH YyAap) 3a CpaBHABAHEe HA4 HOBH NEKApCTBEHH TepanvH: amiaomumuH 2,5-10 mg/neH (kanuues
aHTaroHucr) wiM ausvronpun 10-40 mg/d (ACE uexubuTop) Karo Je4eHHE OT IThbpBa JIMHMA, CIPAMO
CXEMHTE C THA3HAEH JUYPETHK, XopTanuaoH 12,5-25 mg/nen npu J1eka 40 yMepeHa XHIIePTOHUI.”

PannoMusupanm ca Ouwnn o010 33 357 namMeHTH ¢ XHIepTOHUs Ha BB3pacT 55 roJNHH WIH NO-Bb3PACcCTHH H
ca OmiM rmpocaeAsBaHU B NPOJL/KEHHE HA cpeaHo 4,9 ropuHu. IlauperTHre ca MManv OOHE €4HH
AOMBIBUTENCH PUCKOB aKTOp, BRIIOUMTENHO: MMPEAIIECTBalll MHOKApAeH HHPApKT WIH Mo3bYeH yaap (> 6
Mecella MpeaH BKIKWYBAHE B MNPOYYBAHETO) WIH [JOKYMEHTALMA 3a ApPYro arepocKIEpOTHYHO
ChPAEYHOCHIOBO 3abonaBane (obmo 51,5%), zaxapen aumaber ot 1um2 (36,1%), HDL-C < 35 mg/dl
(11,6%), neBoxamepHa xuneprpodus, ARATHOCTHLHPaHA ¢ eIeKTPOKapAHorpaMa WIH eXOKapauorpagus
(20,9%), THOTIOHONYIIEHEe KbM MOMEHTA Ha rnipoyusaHero (21,9%).

ITbpBHYHUAT KpHTEpUH 3a KpaiiHa oLeHKAa € OMI ChCcTaBHA Benu<dHHa OoT (patanHa KopoHapHa 00JIECT Ha
CBPLUETO WIH HegaTtaneH MHOKapacH HHpapkT. He ¢ ycraHoBeHO HalMdWe Ha CTATHCTHYECKH 3HAYHMMA
paivKa 1o OTHOHICHUE HAa MLPBHYHHA KPHTEPHH 3a KpaiiHa OleHKa MEeXIy JIeYeHHeTOo Ha Oa3a aMIOAHIHH
H JieyeHHETo Ha basa xnopranunoH: CroTHOWeHUeTo Ha pHcKka (RR) e 6o 0,98 npu 95% JH (0,90-1,07)
p=0,65. Cper BTOpPHYHMTE KpHTEpHH 3a KpaiiHa OIICHKA Ce YCTAHOBABA, Y€ CTATHCTHYECKHM 3HAYHMO I1O-
BHUCOKaZ € Oumna uectoTaTa Ha CbhpicuHa HETOCTATBMHOCT (KOMIOHEHT HAa CBhCTaBHHA KOMOHMHHpaH
CbpACYHOCHA0B KPHTEPHHM 3a KpalHa OLIEHKAa} B Ipynara Ha aMJIOQUIIMH, B CpaBHEHWE ¢ rpynara Ha
xnoptanmaon (10,2% cnpamo 7,7%, npu cwotHOIIeHHe Ha pHcka (RR) or 1,38 (95% AH [1.25-1,52]
p<0,001). He ¢ ycraHoBeHo 00aue HAIHYME HA CTATHCTHYSCKH 3HAYHMA paslHKA [0 OTHOIUCHHE Ha
CMBEPTHOCTTa NO BCHYKH NPHINHH MEXTY JiedeHHeTo Ha 0a3a amiuogumuH H JiedeHHeTo Ha 0Oasa
XJnopTanuaoH (oTHocuTenHUAT prck (RR) e 611 0,96 B 95% JIH [0,89-1,02] p=0,20).

IleauaTpHyHa Nonyaanus

Jluncear JaHHH OTHOCHO Jlunepranc npu Aena.
EBponefickara areHoMs No JeKapereara, CIEHHATHO 33 [MPOAYKTA, OCBOOOXKAAB
MpEAOCTABAHE Ha PE3YNTATHTE OT MPOYUBAHUATE ¢ JlunepraHCe BLB BCHUKW NMOX

39



NOMyJIaly#A 3a JICYEHHME HAa UCXEMHYHH HapylleHHs Ha KOPOHApHHMTE APTEpHMH, XHNEPTOHHA W MOBHLICH
XOJIeCTepON (BxK. ToUKa 4.2 3a HHGOpMANA OTHOCHO yIoOTpeOa B IeQHATPHATA).

5.2 @DapMaKOKHHETHYHM CBoiicTBa

IIpu npoy4BaHe BBPXY NEKApCTBEHU B3aMMOACHCTBUS NPH 3APABH HHAWBKWIN, THOBPEMEHHOTO NPHIaraHe
Ha aropBacratul 40 mg, nepuHaonp apruidH 10 mg u amnoaunun 10 mg € noBeno Ao noBHIIEHHE ¢ 23%
Ha AUC Ha aropBacTarvH, KoOe€TO HsAMa KIMHKYHO 3HaueHMe. MakcMManHaTa KOHLIEHTpauusa Ha
NEPHHAONPHA HapacTea ¢ okono 19%, Ho dpapMakOKHHETHKATA Ha MEPHHJOTIPUIIATA - AKTHBHHST META0OIHT
He ce 3acara. YecTorata M creneHta Ha abcopbupaHe Ha aMNIOAMIIMH MPH CBHBMECTHO TIPHIOKEHHE C
aTOPBACTATHH H MEPUHIONPHII HE €A C€ PavIHYaBAITH 3HAUNTEIIHO OT YECTOTaTa M CTEMEHTa Ha adcopbupaHe
HA AMJIOJAMITHH NPH CAMOCTOATEITHO [IPUITOAKECHHE,

Amopeacmamun.

Abcopbuns

Crnen nepopanHo npuaokeHde abcopOumHATa Ha aTOpBacTaTHH € Obp3a; MAKCHMAIHM IUIa3MEHM
KOHIUeHTpaluH (Cmax) ce nocturar Ao 1-2 yaca. CreneHra Ha abcopOuMa HapacTBa NMPONOPLUHOHAIHO HA
A03aTa Ha aropBacTatvH. CieA NepopalHO MPHIOKEHHE aTopBacTaTHH (GHAMHpPaHW TablIeTkH wMar
OHoHanM4HOCT 0T 95% g0 99% B CcpaBHeHWe C mepopaiHua pasTsop. AOcomoTHAaTa OHOHANMMHOCT Ha
aTopBacTaTHH ¢ npubauzurento 12% u cucremuara HannaHocT Ha HMG-CoA penyKTasHO-HHXHOMTOpHATA
aKTHBHOCT ¢ npuOnuaurenso 30%. Huckara cucTeMHa HAIHMHOCT Ce OTAABA HA NPECHCTEMEH KIHMPBHC B
CTOMaHIHOYPEBHATA IMTABHIA H/WIH 4pe3 MeTaboIH3bM NPH IbPBO ITpEeMHHABAHE.

PasnpenencHue
Cpeanusat obeM Ha pa3snpeneleHHe Ha aropBacTaTHH € okxono 381 1. Cebp3BaHeTO Ha AaTOPBACTATHH ¢

IUTA3MEHUTE IIPOTEHHMH € > 98%.

buoTpascdopM

ATOpBacraTvH ce Metabonusupa oT uuToxpoM P450 3A4 1o opro- ¥ napaxuipoKCHIMpaHd NPOH3BOAHH U
pazNUYHH OpoAYKTH Ha Oera-OKuciaeHHeTro. HesaBMCHMO OT OCTAHANMTE ITHTHILA, TE3H NPOOYKTH MMO-
HaTaThK ce MeTadonu3upar 4pes3 MIOKypoHHOupaHe. Muxubupanero in vitro Ha HMG-CoA penykrasara or
OpTO- H NAapaxXUAPOKCHIHPAHHTE METAa0ONHTH € EKBHBAJICHTHO Ha TOBa OT aropeactar¥sa. [Ipubnusurento
70% ot uWpkyaupamara akTHBHOCT, uuExmOmpama HMG-CoA pepykrazara, ¢€ OTJaBa Ha aKTHBHH
MeTaGoTHTH.

EnumuHupane
ATOPBacTaTHH C¢ EJIHMMHHPA NPEJUMHO TIpE3 KIIBYKATa Cliell YepHoApoOeH W/miM eKCTpaxemmaTaneH

merabonnsbm. Harnexpa obauve, 4e aTOpBACTATHH He e MOAJAra Ha 3HAYMTENIHA CHTEPOXENATAlIHA
pelHpKyIauus. Bpemero Ha nojlyeTHMUHMpaHE OT f1/1a3MaTa Ha aTOpBacTaTHHA IIPH X0pa € NPUOIH3HTETHO
14 yaca. [lonyXHBOTBT Ha akTHBHOCTTa, HHxuGHpama HMG-CoA penykrasara, € npubnusutrento 20 go 30
yaca NopagH IPHHOCA HA aKTHBHUTE METabOJIUTH.

ATOpBacTaTUH ¢ cyOcTpar Ha 4epHOAPOOHMTE TpaHCIIOPTEpH M Ha NOMHNENTHAWTE, TPAHCIOPTHPALLH
opraHH4YHH aHHOHH 1B1 (OATP1BI1) u 1B3 (OATP1B3) tpancnoprep. MerabonuTHTe Ha aTOPBACTaTHH Ca
cyOcrpath Ha OATPIB1. YcraHoBeHa € ChINO TaKa, Y€ aTOPBACTATHH € CyOCTpaT Ha €QUIYKCHHTE
TpaHcnopTepd Ha P-rmuxonporern (P-gp) M Ha NpOTEHHA HA PE3UCTEHTHOCT HA paka Ha repaata (BCRP),
KOETO MOXK€E Aa OrpaHH™H UYpeBHATA abcopOLMA M KIBYHHA KIMPHHC HA ATOPBACTATHH.

CHelHanHB nomyaalHH
Iayuenmu 6 cmapuecka evspacm: TInasMeHHTE KOHIEHTpAllMH HA AaTOpBACTaTHHA W AKTMBHHTE MY

METa00JUTH ¢a NMO-BUCOKH TP 3[paBH WHIHBHAM B HaNpeiHania BH3PacT, OTKOJIKOTO Xopa,

NMNalHCHTH.



{Ion: KOHUEHTPALMHTE HA aTOPBACTATHH H AKTHBHHTE My METa0OANTH ca pa’slIHYHU NPH MBXE H NPH KEHH
(xenu: npubnmzuTenHo 20% no-Bucoky 3a Cmax u npubnuzutenno 10% no-auckH 3a AUC). Tesn pasnuku
HAMAaT KJIHHWYHO 3HAYEHHE, HE BOUAT A0 KIMHHYHO 3HAYMMH Pa3sIMKH B €(PEKTUTE BBPXY JTHIHAHTE NPH
MBKETE H NP KEHHTE.

bwvbpeuno yepesicoane: brOpeunuTe 3a00NABaHKA HE BIMAAT BhPXY IUIA3MEHUTE KOHIEHTPAaLUH H epeKTHTE
BBPXY JIHMAJHTE HA aTOPBACTATHH U Ha aKTUBHUTE My MeTabO/IUTH,

Yeprnoopobro yspexcoague: IlnazMennTe KOHLUEHTPALHA HA aTOPBACTATHH H AKTHBHUTE My METADOJIHTH ca
nox4epTaHo IMo-BHCOKH (OKono 16 metH cmopen Cmax B npubmusutentHo 11 meth cnopen AUC) npu
NallMEHTH ¢ XPOHUIHA ankoxosHa depHoapobHa 6onect (Child-Pugh B).

SLOCIBI norumopghuzem: YepHoppobuoto moemane ma BCHUKH HMG-CoA peaykTasHH HHXUOMTOpH,
BKIIOYHTENAHO M HA aTOPBacTaTHH, BKNIOYBA y4dacTHeTo Ha Tpancnoprepa OATPIBIL. Ilpu mauueHTtH ¢
SLCOIBI1 nomuMoppuseM ChIleCTBYBA PHCK OT NMOBHIEHA €KCMO3ULIMS HA ATOPBACTATHH, KOATO MOXE Ja
OOBENE N0 MOBHINEH PUCK OT pabaomuonusa (Bxk. Touka 4.4). INoauMopusMBT Ha reHa, KoOHpalll
OATPIB1 (SLCOIBI c.521CC) € cpbp3ad ¢ 2,4-nbTH NO-BHCOKA €KCMO3WLIMA Ha aropsactaTHH (AUC),
OTKOJAKOTO NPH HHAWBUAH Oe3 To3m renoturied BapuaHt (C.521TT). Ilpu 1e3u nauueHTHd € BBIMOXKHO H
reHETHYHO YBPEXIAAHEe HA 4YepHOApoOHO moeMarHe. BB3MOXHHTE mocaeavuH 3a epUKacHOCTTA HE ca
YCTAaHOBEHH.

Hepunoonpun:

Abcopouug
Cnen nepopanHo npunokeHHe afcopOuuATa Ha NEepHHAONPHA ¢ Obp3a, 3 [IMKOBaTa KOHLICHTpaLHA ce
noctHra a0 1 4ac. IlnasMEHHUIT NOTyKHBOT HA NEPHHIOIMPHII € paBeH Ha |1 dac.

buotpaHcdopmaiis

[lepyHaONPHALT ¢ npekypcop. [Ipamecer ¥ ceaeM OPOLIEHTA OT NPWIOKEHATa 1034 NEPHHIONPHI JOCTUTAT
IHpKyJalpaTa nox popMara Ha akTUBHUA MeTabonur nepuazonpmiaar. OcBEH aKTHBHMA NEPHHAONPHIAT
NeEpHHOONPUII JaBa oule Ner MeTaboIMTa, KOHTO ¢a HEaKTHBHH. [IMKoBM IUTa3MEHM KOHLEHTpALMHM HA
IEPHHACIIPHIIAT CE AOCTUIAT B paMKuTe Ha 3 10 4 gaca.

[IpeMpT Ha Xpana HaMansBa KOHBEPCHATAa A0 TIEPHHAONPMUNIAT, OTTaM H OMOHAIMYHOCTTA, NMOPAIH KOETO
NCPUHAONPHI apriHWH TPAOBa Ja c¢ MpHAara NEPOpalHO KaTo ¢AHOKPATHA OHEBHA J03a CYTPHH NpPeax
XpaHeH¢.

JIHHEHHOCT
JlokazaMa € JIHHeiHa 3aBUCHMOCT MeXOy 003aTa Ha NIEpHHAONPHI U IUVIA3MEHATA MY €KCNO3ZHLIHA.

PasnpepnencHue

O6eMBT Ha pasnpenenenye e okono 0,2 1/kg 3a HecBbp3aHMs nepuHAonpwiar. CTeneHTa Ha CBBp3BaHe Ha
MEPHHAONPHUNAT ¢ IUTasMeHHTe npotedHu ¢ 20%, ocobeHO ¢ ARTMOTEH3MH-KOHBEPTHpAIHA €H3HM, HO
3aBHCH OT KOHLICHTPALHATA.

EnMHMHHMpAaHE

IlepuHaonpunar ce eMHMHHHpA ¢ YpHHATa H KpalHHMAT €IMMHHALMOHEH MOJYXXHBOT HAa HECBBDP3AHATA
¢pakuyd e okoAo 17 gaca, B pe3y/ITar Ha KOETO C€ [TOCTHIA CTAIHOHAPHO CBCTOAHHE B PAMKHUTE Ha 4 IHH.
CrelHanHy MOMyJIalHy

ITayuenmu 6 cmapuecka ge3pacm. Ilpn NauueHTH B HanpeJHANa BBL3PacT, KAKTO U NpU MALHEHTH C¢hC
ChbpaeYHAa WK O0BOpeYHa HEZOCTATBYHOCT, EMTMMHHHMPAHETO Ha MEPHHACIIPHAAT € HaMalleHO.

Bvbpeuno yspescoane: YKenarenHo e KOpurapaHe Ha Ao3ara nNpH Ob0pevHa HEAOCTATBYHOCT B 3aBHCHMOCT
OT CTEMEHTA Ha yBpexAaHe (KPeaTHHHHOB KJTHPBHC).

KnyMpBHCET Ha NEepUHAOIPUNAT [PH AHAIK3A € paBeH Ha 70 ml/min.

flpu nayuenmu ¢ yuposza: DapMakOKMHETUKATa HAa MEPUHJONPHJ C€ TIPOMEHsS NpH
YEPHOAPOOHUAT KIHPHRHC HAa POAMTENICKATA MOJEKy/la HaMaliBa HanoJOBHHA.
KOJIHYECTBOTO Ha 00pa3yBaHHA NEpHHIONPHIAT M INOpadH TOBAa HE C€ Halara K
TOukM 4.2 1 4.4),
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AMaoounun:

Abcopbuns
Cnen nepopalHO NPUIOKEHUE HA TEPANCBTHYHH A03H aMIOAMIMH c¢¢ abcopbupa Ao6pe ¢ NMUKOBH KPhBHH

HUBa MekIy 6 ¥ 12 gaca cxen mpuema. Maumenenara aGcomorHa OmonanuunocT € mexay 64 u 80%.
bHOHATHYHOCTTA H& aMJIOAHIIHH HE Ce NMOBJIMABA OT NMPHEMA HA XpaHa.

PasnpegeneHue
ObembT Ha paznpenenenue ¢ okono 21 Vkg. In vitro npoyusanus noka3eat, ye npubnusurenno 97.5% ot
LHPKYIHpaling aMmJIOANIIHH € CBbP3aH C IUTa3MEHHUTE [IpOTEHHH.

buorpaHcdopm H eJIHMHUHHDAHE

KpalHUAT nomy>XHBOT Ha €IMMHHHMPAHE OT Iu1a3MaTa € okoio 35-50 yaca M € ChbBMECTMM ¢ IHOKPATHO
JAHEBHO J03upane. AMAOANITHH ¢¢ MeTaboAH3Hpa BB BUCOKA CTETIEH OT YSPHHA Ipod 10 HEAKTHBHU
MeTalo/IHTH, kato 10% oT mepBOHAYATHOTO CheuHeHHe H 60% OT MeTabONUTHTE c€ EKCKPETHPAT B
ypHMHATA.

Cneuyanty nomynalumMm
Yepnoopobro yepexcoane: ChIIECTBYBAT CHIHO OTPAHHYEHH KIHHMYHH JAaHHH OTHOCHO MPUEMAHETO Ha

aMJIOZHIIHH OT MALHEHTH ¢ HapylIeHa YepHOApoOHa yukuus. [laeHTH ¢ 9epHOAPOOHA HETOCTATHYHOCT
HMaT HaMalcH KIHPBHHC Ha aMJICAMIIMH B Pe3yJITaT Ha YARDKEHHA MOMYXUBOT B nosuinasaneTo Ha AUC ¢
okoJio 40-60%.

Hayuenmu 6 cmapuecka éwv3pacm: Bpemero 3a NOCTHraHe Ha MaKCHMAlIHAa IDTa3MEHA KOHLICHTPAalMA Ha
aMJIOMUTIHH € CXOJHO NPU JIMLZ B HAllpeAHaNla Bb3pacT M NpH no-maany nuua. KnHpBRHCET Ha aMIIOAUIIHH
[IOKa3Ba TEHAECHIMA KbM IO-HUCKH CTOMHOCTH C nmocieaBamo mopuiicHue Ha AUC ¥ eTMMHHALMOHHMSA
MOJIyKUBOT MPH NALHEHTH B HanpenHana pe3pacT. Hapacteanero Ha AUC (rutowfra moJa KpHBata BpeMe-
KOHUEHTPAUKA) U BPEMETO HA [IONYSTUMUHUPAHES [IPU NAUMCHTH CHC 3aCTOHHA CHPACUHEA HENOCTATHYHOCT
ca OWIH Cnopea 04aKkBaHOTO 3a NPOYYBAHATA BB3PACTOBA IPYIIa NALHEHTH.

5.3 IIpeakauun4HR JaHHH 3a 0e30nacHOCT
He ca npoeexxiaHu NpeaKIHHWYHA NPOy4YBaHHUs BhpXy JIunepranc.

Amopsacmamun:

Penpooyxmusna moxcuurnocm u epexmu evpxy pepmunumema; QT eKCTIEPUMEHTAIHY NIPOYUBAHHATA BEPXY
AKHMBOTHH uMa nokasarencrea, ye HMG-CoA penykraznnre #HXHOMTOPH MOXE [a 3aCerHaT Pa3BUTHETO Ha
eMOpuonnTe WM ¢eryca. Tlpd nasxose, 3alilld W Kyue€Ta aTopBacTaTHH He MPOABABA e(eKT BBPXY
¢epTunuTeTa U He € OWn TeparoreHeH. ITpH TOKCHYHH 3a MaiikaTta O3M [P IUTHXOBE M 3aiiiy odaye e
HabmonaeaHa TOKCHYHOCT 3a mwioja. [IpH NMNbXOBe CASA EKCHO3HUIMA Ha MaffKuTe Ha BHCOKH J03H
aroppacTaTHH ¢ HabnwaaBaHo 3abaBeHO PAa3BUTHE HA [MOKOJNCHWETO H HAM&IeHA NOCTHATANIHA
npexuHeseMocT. [IpH mrsxoBe CBILECTBYBAT JaHHH 3a NPEMHHABaHE Ipe3 IUtalleHrara. [Ipy mubxoBe
IUTa3MEHHTE KOHLCHTpAallMd Ha AaropBacTaTHH c¢a INMoxoOHM HAa Te3d B kbpMara. He € H3BeCTHO RalH
aTOPBACTATHH ¥ MeTaDOIIMTHTE MY C¢ eKCKPETHPAT B KBpMATa.

Kapyunozenesza, mymazenesa; ATOPBAacTaTHH € OHJI HEMATMBEH 33 MYTAr€HEH M KJIACTOTCHEH IIOTEHIHAN IIPH
Halop OT 4 Tecta in vitro ¥ TpU eOHO M3CneABaHe in vivo. He € yCTaHOBSHO aTOpPBAcTaTHH Aa €
KapLUHHOTCHEH NpH INIbXOBE, HO BBHB BUCOKH J03H NMpPH MHINKHK (nocTuramm 6-11 mbTH CTOHHOCTTA Ha
AUCO0-24h, xosTo Ce gocTHra npH xopa IpM Hal-BHCOKATA NpeNopbhbuBaHa A03a) A&BAa XEMaToLelylapHH
ATECHOMH NMPH MBXKHTE )XHBOTHH H XENATOLENY/IAPHH KapLIHHOMH NMpPH XKEHCKUTE,

Mepunoonpun;
Xponuuna moxcuyrocm. TIpy npoydBaHHA 3a XpOHHYHA TOKCHMHOCT NMPH TepopajleH NMpHEM (ILIbXOBE U
MaiMyHH) LIETIEBUAT OPraH € OBOPEKbT 1IpH O0PAaTUMOCT HA YBPEKAAHWATA. T

Penpodyxmusna morxcuuHocm u eghexm 6vpxy hepnuaumema: PenpogyKTHBHHUTS
TPOYYBAHMA (ILTbXOBE, MHIIKH, 3alili ¥ MalMyHH) He [OKa3BaT IIpH3HA
eMOPUOTOKCHYHOCT MM TE€PATOr€HHOCT. 3a MHXHOMTOPUTE HA AHTMOTEH3HH-KOHBEP
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Knac obaue e YCTAHOBCHO, Y€ WRAYLHMPAT HEXKCIAHH PCAKUHH BBPXY KBCHOTO PA3iBHTHE Ha 11044, KOHTO
BOJAT 0 CMBPT Ha IUI0OJA H BPOJCHH e(eKTH 1pH rpH3ayud W 3aiiiu: HabmrogaBaHH ca OLOpeYHH JIe3HH U
[OBHILABAHE HA MEPH- H TTOCTHATAIIHATA CMBPTHOCT. PepTHWIMTETET HE € OHNT HApYINlEH HHUTO NPH MBXKKH,
HUTO NPH XKEHCKU DIBEXORE.

Kapyunocenesa, mymazenesa: He e yCTaHOBEHa MYTAareHHOCT HUTO TIPU in Vifro, HUTO TIpH in vive
npoyusaHus. He ¢ nabnronasada kaplHHOT€HHOCT NPH ABANOCPOUHH NPOYUBAHMS TIPH IUTEXOBE H MHIIKH,

Amroounun:

Penpooykmuena mowxcuynocm: TlpoydpaHMs 3a pPenpOAYKTHBHA TOKCHYHOCT TpPH IUTbXOBE W MHIINKH
NMOKa3BaT 3aKbCHABAHE HA JaTata HA paxiaHe, yAb/DKeHa NMPOABIKHUTEIHOCT HA PaKIAHCTO M HaManeHa
KH3HECMOCOOHOCT HA MOTOMCTBOTO IIPH ZIO3H, NpHONMHE3MTENHO 50 NMBTH NMO-BHCOKH OT MAKCHMAIHHMTE
MPEIOPbUHTEAHH A03H NPH X0pa, u3uncineHy Ha Haza mg/kg.

Hapywenus na epmuiumema: Hama edeKkTd Bbpxy (epTHIMTETa HA MABXOBE, TPETUPAHH ¢ AMIIOIHITHH
(MBxKn 33 64 THU K XKeHCKH 3a 14 1un npeay omioxkaaHe) B Ao3u Haa 10 mg/kg/nen (8 mpTH* no-pHCOKM
OT MaKCHMATHO MpETNopbLYMTENHaTa 3a Xopa no3a oT 10 mg, m3uuciena Ha 6asa mg/m’). B apyro
TIPOYYBAHE, B KOETO MBXKH IIBX0BE ca OWIH TPETHPaHH ¢ aMI0AuNMH Oeswnar 3a 30 Ay B 103H, CPABHHMH
C TE3H NPH Y0BeKa Ha 0a3ara mg/kg, ce ycTaHOBABA HaMalfABaHE B IUIa3MaTa Ha GONHKYIOCTHMYIHPALIHS
XOPMOH H HAa TECTOCTEPOHA, KAKTO M HaMalsgBaHE Ha IUTBTHOCTTA Ha criepMara M Ha Opod Ha 3penure
CTIEPMATO30MAH H CEPTONHECEH KIIETKH.

Kapyunoceneza, mymazeresa: TlrexoBe ¥ MHIIKH, TPETHPaHH C aMmioAuNUH, A00aBjiH B XpaHaTa UM B
NPOABIEHHE HA NBE TOAHHN B KOHLIEHTPAlIMH, H3UUCTIeHN TaKa, Y€ Aa OCHIYPAT HHBA Ha JHEeBHATa A03a OT
0,5, 1,25 ¥ 2,5 mg/kg/nen, He moka3BaT MPH3HAILK HA KaplHHOTeHHOCT. Haii-BHcokara no3a (IIpH MHIIKH —
PaBHa HAa, a NMPH IUIBXOBE ~ ABOKHO* NO-BHCOKA OT MAaKCUMAIHATA NPEeNophYHTENIHA KIHHHYHA a03a o1 10
mg, H34YKHCIICHA 3a mg/m2) ¢ Omna 6;1M3Ka J0 MaKCHMAJTHATa IOHOCHMA 032 32 MUILKH, HO HE H 32 ILTBXOBE.

IIpoyqBaHuaTa 32 MYTaréHHOCT HE TIOKa3BaT JIEKapcTBEHO 00ycioBeHH e¢eKTH HHTO Ha INeHHO, HHTO Ha
XpOMO30MHO HUBO.

*u34ncIIeHa 3a NaWMeHTH ¢ Terno 50 kg
6. PCAPMAINEBTHYHH 1AHHH
6.1 CnHcbK H2 NOMONIHHTE BelecTBA

Covpyesuna na mabaemxama:

JlakT03a MOHOXHApAT

Kamues xapoosat (E170)
Xugpokcunponunueryinosa (E463)
HarpueB rimkonar ot Humecte (Tio A)
MukpoxpHcranna nenynosa (E460)
MantonekcTpuH

MarHe3nes creapar (E470b)

Duamupauio noxpumue Ha madremxume:
I'muuepon (E422)

Xunpomenosa (E464)

Makporon 6000

Marxesuen creapar (E470b)

Turanos nuokcua (E171)

JKwaT xenesen okcun (E172)

6.2 HechLBMeCTHMOCTH

HenpmwioxkHMo.




6.3 Cpox na roanoct

2 TONAHHA

Tabnerkute ca cradbunun 100 guu cnex oTsapsase B kKouTeiiHep 3a 100 TaGeTkH OoT MOMHETUIIEH € BUCOKA
IUTBTHOCT.

6.4 Chneunaany ycJoBHSA HA CHXPAHEHHE
PP xoHTeiinep: To3m nekapcTBeH MPOAYKT HE H3UCKBA CICHMANHY TEMIIEPATYPHU YCAOBUS HA ChXpPaHEHUE.

HDPE xonrelinep (Bcuuku, ocseH chaspxanidre 40/10/10 mg akTusHY BeiliecTBa): To3M JeKapCTBEH
NPOAYKT HE H3UCKBA CTIELHANHA TEMIIEPATYPHHU YCIOBHA HA ChXPAHEHHE.

HDPE konreiinep (coappxaimute 40/10/10 mg akTeHH BelnecTsa): Jla ce chxpanssa noa 30°C.
CoxpansBaiiTe KOHTEHHEPa ILTETHO 3aTBOPEH, 34 [a C€ NPEAa3y OT Biara.

6.5 BuaH chILPXAHHE HA OTIAKOBKATA

10 ¢unMupann TabneTkH B MOMHNPOMWISHOB KOHTElHEp 3a TabNeTKH, 3aTBapAlll C€ ChC 3alyllanka oT
MOJHETHJIEH ¢ HUCKA IUIBTHOCT (HAMYeH caMo 3a Aozosara emuanna 10/5/5/ mg). 3anmymankara ceabpxka
cyumtesl. KonreluepsT 3a Tabnerkn Tan 10/5/5 mg e cnabaeH ¢ penykTop Ha NMpHTOKA Ha BB3ayX ot LDPE
(NONHETUIIEH € HUCKA TUTBTHOCT).

28 ¢uiMuUpaHd TaONEeTKH B MOJHUMPONMUIEHOB KOHTelHep 3a TaONeTKH, 3aTBapdlll € CbC 3amyllalika OT
NOMHETHIEH ¢ HHCKA INTBTHOCT, 3allyaakara ChAbpka cymTen. KontelinepsT 3a Tabnerkn T 10/5/5 mg
€ CHa0ZAeH ¢ peAyKTOp HA NPHTOKA Ha BB3/1yX OT LDPE (moJHETHIEH ¢ HHCKa INTBTHOCT).

30 ¢unMupanyu TableTKd B NMOJUNPOMIICHOB KOHTEHHEP 3a TaOneTkH, 3arBapdll C€ ChC 3amyllanka oT
NOJIHETHIICH ¢ HUCKA ITBTHOCT. 3allyllankara ¢hibpka cyluren. Konrelinepst 3a Tabnetku tun 10/5/5 mg

€ CHaD/IEH ¢ peyKTOp Ha NPHTOKA HA BB3AYX OT LDPE (monHeTHNeH ¢ HHCKA ITETHOCT).

100 ¢prnMupany TabieTku B KoHTelHEp 3a TaOJIETKH OT MTOJIHETHIICH ¢ BHCOKA IUTHTHOCT, ChC 3aBHHATBALLA Ce
3amyHIaNnKa OT NOJHIponwicH. KOHTElHepsT 3a TabneTku ChAbpka CYINIUTENHH KarCyJ/IH,

Kyrns ¢ 10, 28, 30, 84 (3 xonTeinepa 3a rabnerky no 28), 90 (3 xonTeiinepa 3a Tabnetku ot no 30) wiu 100
(pHIMHPEHH TAOIETKH.

He Bcruky BHAaOBE ONakoBky Morar aa 6baar MyCHATH B Npoaakoa.
6.6 Cnenuaaun NpeANasnn MEPKH TIPH HIXBbPIIAHE

Hsma cieniHanAay H3MCKBaHHUA 33 H3XBBPIAHE,

7. IIPUTEXKATEJI HA PASPEMIEHHETO 3A YIOTPEBA

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
Dpanims

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA




Per. Ne: 20150389; 20150390;20150391;20150392;20150393

9. JATA HA ITBbPBO PA3ZPEIIABAHE/IIOJHOBABAHE HA PAZPELHIEHHETO 3A
YIIOTPEBA

Harta Ha nepBo pazpewasane: 13.11.2015 r.
JlaTa na nocnegro nmoxHorarane: 11.06.2020 r.

10. JAATA HA AKTYAJIH3UPAHE HA TEKCTA: 04/2023 r.
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