1. UME HA JIEKAPCTBEHUA ITPOAYKT

AMIJIATOP 10 mg/5 mg punmupanu Tabnetku
AMIJIATOP 10 mg/10 mg ¢punmupann TabneTkn
AMIIATOP 20 mg/5 mg duamupany TabaeTku
AMIJIATOP 20 mg/10 mg dunmupany TabneTku

W3NBLITHWTENHA ATEHUMA NO TEKAPCTBATA
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AMLATOR 10 mg/5 mg film-coated tablets
AMLATOR 10 mg/10 mg film-coated tablets
AMLATOR 20 mg/5 mg film-coated tablets
AMLATOR 20 mg/10 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CBCTAB

Amnatop 10 mg/S mg dunmupann TabreTku:

Beaka gunmupana tabnetka cbabpxa 10 mg aTopBacTatiH (KaTo aTOPBAcTaTUH L-iK3HH)
(atorvastatin as atorvastatin L-lysine) u 5 mg amnoavnun (kato amnoaunud 6eaunar) (amlodipine as
amlodipine besilate).

Amnarop 10 mg/10 mg dunmupann tabaeTku:

Bcsaka ¢gunmupana tabnetka ceappka 10 mg atoppacTaTHH (KaTo aTopBacTaTvH L—nmuu)
(atorvastatin as atorvastatin L-lysine) u 10 mg amnogunun (karo aminonunuH 6e3mnar) (amlodipime as
amlodipine besilate).

Amnartop 20 mg/5 mg durmupany TabneTku:

Beska pmnmupana Tabnetka cuabpxa 20 mg aTopsactaThH (KaTo aTOPBacTaTHH L-NMH3HH)
(atorvastatin as atorvastatin L-lysine) u 5 mg amnogunun (karo amnoaunut 6e3unar) (amlodipine as
amlodipine besilate).

Amiatop 20 mg/10 mg duamupany Tabnerku:

Besika gunmupana rabnerka chabpika 20 mg atopacTtaTi (KaTo aropBacTaTtiH L-nv3unn)
(atorvastatin as atorvastatin L-lysine) u 10 mg amnoaunuu (xaro amnoanwnun 6e3unar) (amlodipine as
amlodipine besilate).

3a IbJIHKA CTIHCHLK HA TIOMOIHHTE BELIECTRA, BUKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
Punmupana radnetka

Amnarop 10 mg/5 mg ¢punmupanu Tabnetku ca 6enu, Kpbriv, ABOHHOM3MbKHAIH (PHAMHDAHU
TabeTky, ¢ aguaMeTsp okoiao 9,0 mm. Ot eaHara UM crpaHa uMa Haanuc: “CE3”, a or gpyrara ¢TpaHa
HAMa HaJIuC.

Amnarop 10 mg/10 mg prunmupanu Tabnetku ca 6enn, Kpbriiu, ABOHHOHMTBEKHANN (PHIMUPAHU
TabNeTKH, ¢ AMaMeThP 0ko0 9,0 mm. Ot exHaTa UM cTpada uMa Hagnue: “CES”, a oT ApyraTa CTpaHa
HSIMa HAJNMC,

Amnarop 20 mg/5 mg punMupanu TabneTkH are Gesiu, NPOABJITOBATH, JBOHHOH3ITBKHAIH QHIMHpaHH
TabNeTKy, ¢ pazmepH okoo 15,5 na 8,0 mm. Ot eanara um crpaHa uMa nagnuc: “CE4”, p.@
CTpaHa HAMA HaIMKC.

Amnatop 20 mg/10 mg dunmupanu tabneTku are Send, MPOABLITOBATH, TBOHHOU]
(riiMHpann TabnerkH, ¢ pazMepH okoao 15,5 na 8,0 mm. Or ejtHara UM cTpaHa
a OT ApPyrara cTpaHa HAMa HaJaIuC,



4. KJIMHUYHM JAHHHA

4.1 TepaneBTHYHH NOKAZAHHUN

AMJIATOp € NIOKa3aH KaTo 3aMEeCTHTE/HA TEPANM 3a T€3H MALMEHTH, KOMTO ¢4 aJIEKBaTHO
KOHTPOJIHPAHH C AMJIOHITMH H aTOPBACTAaTHH, NPHUJIAraHH €HOBPEMEHHO TIPH CHIIOTO HHBO Ha
NO3HPAHE KAKTO B KOMOWHALMATA, 3a JieUeHHEe Ha XMITEPTOHHA (¢ WK 0e3 XpoHHYHa CTa0K/THA
KOpOHapHa 00NeCT HA CHPUETO W/HIH aHriHa Ha Prinzmetal) npu Bb3pacTHH NAaUKWEHTH € €4HO OT
CIEAHHTE CHOTBETCTBAIIH ChCTOAHHA:

- TbPBUYHA XMIEPXONICCTEPONIEMHEs (BKAMHTENIHO (PaMHIIHA XHIIEPXONAECTEPOIeMHUs (BbB
BAPUAHT XCTECPOIUTOTHA) UK KOMOMHHMpaHA (CMeceHa) XHMepMHIMAeMH (ChOTBETCTBAING Ha
Tun Ila u Hb no knacudukalusaTa Ha Fredrickson),

- XOMO3UIOTHA (haMHIIHA XMTIEPXONIECTEPONEMHUS,

- HEOOXOAMMOCT OT NIPEBEHLIHA HAa ChHPASYHO-CHAORH CHOMTHA MPH BL3PACTHH [ALMEHTH, KOHTO
Ca M3JI0KEHH HA BHCOK PUCK OT ChPAEUYHO-ChA0B HHUMAEHT (B3K. TOUKa 5.1), KaTo aonbjiHeHHe
KbM KOPEKUWATA Ha NPYTH PHCKOBH PAKTOPH.

4.2 [{0o3HpPOBKA H HAMMH HA NPHJIOKEHHE

AmJiaTop He ce NpenopbyBa 3a HauaslHa Tepanus. Jo3upoBkaTa Ha Amnarop TpaOBa 1a Obae
ONpeaceHa Upe3 TUTPHPAHE HA OTACTHHUTE KOMIOHCHTH Ha 0a3a 103MPOBKA M HAUHH HA NPHIIOKEHHE
Ha aMJIOZTHITHH U aTOPBAacTaTHH.

B ciyuaki ye ce Hanara KOpeKLHs Ha [03aTa MO OTHOIUEHHE HA HAKOS OT ABETE aKTHBHH BEIIECTBA
nopagH HAKAKBa NPUYUHA (HANp. HOBOAWArHOCTHLIMPAHH CLIBTCTBALLM 3300/19BaHHA,
B3aUMOACHCTBHE U T.H.), HAUMEHTUTE TPAOBA Na NPEMUHAT HA JICYCHUE ¢ OTOSITHHTC KOMITOHEHTH 34
IOBTOPHO TUTPHPaHE HA AO3UTE W J1a Ce BLPHAT KbM JieueHHe ¢ (pukcupaHaTa KoMOUHALHA ClIe]] KaTo
KOPHUIHPaHWTE NO30PH HHBA C& CTAOHIH3MPAT, aKO € HOAXOIAIIO.

Jlo3upoeka

B choTBETCTBHE C pe3yATaTHTE OT JO30BOTO THTPHPAHE, NpenophYHTEIHATA 1034 € ¢1Ha TabneTKa
Amnarop 10 mg/5 mg, enna tabnerka Amnatop 10 mg/10 mg, eana Tabnerka Amnarop 20 mg/5 mg
WM e/1Ha TabneTka Amnatop 20 mg/10 mg aHesno. MakcHMaltHaTa JIHEBHA 11033 € e/1Ha TabyeTka
Amiartop 20 mg/10 mg AHEBHO.

Eonospemenno npunodicenve ¢ opyau Aekapcmeenu npodyKmuy

Ilpu mauuerTH, NpHeMani aHTHBUPYCHH CPe/ICTBa 34 Jieuenne Ha xenaTuT C Kkato
enbacBHp/rpasonpeBHp HIH JIETCPMOBHP 3a NPOPHIAKTHKA HA LHTOMETAIOBHPYCHa HH(pEKUHS
CHITBTCTBAIIO ¢ ATOPBACTATHH, J103aTa Ha aTOPBACTATHH He TpAORa na npesumuapa 20 mg/neH (Bx.
ToYkH 4.4 v 4.5). MakcHmanHaTta NHEBHA 1034 e eaHa Tabnerka Ammarop 20 mg/10 mg.
Ynotpebara Ha aTopBacTaTHH He C& NPENOPHYBA NPH MNAIHEHTH, IPHEMALIH JETEPMOBHD
€HOBPEMEHHO ¢ LUMKJIOCTIOPHH (BK. TOUkM 4.4 n 4.5).

Cmapuecka ev3pacm
EjdukacnocTra u 6¢30nacHOCTTA Py naumeHTy Hap 70-roauina BBL3PACT, KOWTO M3MOJI3BAT

NPernoprYaHUTE JOIHPOBKH, ¢a NOAOOHM Ha Te3H HaOMoIaBaHH B OOILATA IOy 1aLIHS.
YBEJHUaBaHETO HAa NO3HPOBKATA HAa aMNOAMIIMH TpsAOBa Aa Ce NPaBH ¢ MIOBHILEHO BHUMaHWE (BiK.

TOUKH 4.4 1 5.2).

Heduampuuna nonyaayus
bezomacHocTTa ¥ edukacHoCTTa HA AMaaTop NpH aeua noa 18-roaMiza pL3pa

Yepnoopobuo yepexncoane

\\\\\



ATopBacTaTHH TPAOBa 12 C€ M3NMOJI3BA ¢ NOBHILEHO BHHMAHHE NIPH [ALMEHTH € YEPHOIPOOHO
yBpeskaaHe (BXK. Touku 4.4 1 5.2). ATopBacTaTHH € [POTHBOMOKA3aH [PH MALHEHTH ¢ AKTHBHO
4epHOIpoOHO 3abonsaBane (Bxk. Touka 4.3).

He ca ycTaHOBEHH IPENOPBKAU 32 AO3UPAHE HA aMIOJUNHH NIPH MALBEHTH C JIEKO A0 YMEPEHO
YEPHOAPOOHO YBPEkKAAHE; CIEA0BATEIHO, U30OPHT Ha J03HPOBKa TPAOBA /@ ¢¢ NpaBy BHUMATEHO H
[a CE€ 3aN04HE ¢ Hai-HUCKATa 1034 OT JO30BHS AHanasoH (Bx. Todku 4.4 v 5.2). 3a na ce HaMepH
OIITHMA/THATA HadanHa [03a U NOATbPKALIATA 1034 [IPH MalHEHTH ¢ YEpHOAPOOHO YBPEKIaHe, 103aTa
TpsA0Ba na OpJe HHAUBMAYATHO TUTPHMPAHA IIPH TE3H NALMEHTH, H3MON3BAHKH OT/ACTHHTE ChCTABKH HA
KOMOHHAIIHATA aTOPRACTATHH H AMJIOANIHH.

PapMaKOKHHETHKATA HA AMJIOJUITHH HE € MPOYYBaHa IIPH TEKKO 4€PHOAPOOHO yBpexkaaHe. [IpueMeT
Ha aMJIOIHIIHH TpsOBa Ja 3ano4He ¢ Hal-HUCKATA 1034 U [1a C¢ TUTPHpa GaBHO NMPH TTALHEHTH C TEXKKO
4epHOAPOOHO YBpeXKIaHe.

bvbpeuno yspexcoare

[IpoMenH B IIa3MEHHTE KOHLIEHTPAIMH HAa aMJIOZHITHH HE Ca CBbP3aHH ChC CTENeHTa Ha OBOPeUHOTO
yBpexaaHe, a Ob0peuHOTO 3a00MABaHe He OKA3BA BIMAHKE BbPXY MIA3MEHHTE KOHUEHTPAUNY WK
BbPXY NMHINUAHUTE €PEKTH Ha aTopBacTaTHH, ClIEJOBATEHO HE C€ M3NCKBA KOPUTHpaHe Ha 103aTa
(Bx. TOuka 4.4).

AMNOJHMHH HE C€ NOANABA HAa AHAJIH3A.

HauvH Ha npunoMxeHue
AMIIaTOp MOXKE A Ce [IpAeMa o BCAKO BpeMe Ha JieHs (HO 33 NMPEANOYHTAHE MO €1HO U CBIID BpEME
BCEKH [ICH) H HE 3aBHUCH OT XPAHEHETO.

4.3 TIIpormBomoxazanns

- CBpbXYYBCTBUTEHOCT KBM aKTHBHHTE BEIIECTEA HIH KEM JUXHIPOHHPHAHHOBH IIPOH3BO/HH,
WJIM CTaTHHH, HMH KbM HAKOU OT NMOMOILLHUTE BElecTRa, H3bpoeHu B Touka 6.1,

— Texxka XHNOTOHMA,

— 1ok {BEIHOUYUTENHO KapAHOr¢HEH HIOK),

- OOCTpYKUMA HA H3XOAALIHA TPAKT HA NBaTa Kamepa (Hanp. BHCOKOCTENEHHA a0pTHA CTEHO3a),

— XeMOOHHAMHAYHO HecTabHaHa ChpAeuHa HeAOCTATHYHOCT ClIe], OCThP MHOKapASH HHDAPKT,

— AKTHBHO YepHOAPOOHO 3a00/1MBaHe HINM HEACHO NEPCHUCTHPALLO MOBHIIEHHE HA CEPYMHHTE
TpaHcaMHMHA3H NOBeYe OT 3 MbTH HaJ ropHaTa rpaHHLa Ha HopMarta (BX. Touka 4.4),

— [lo Bpeme Ha OPEMEHHOCT, MO BPeMe Ha KbPMEHE H IMPH KEHH ¢ AeTePo/IeH NOTEHLIHAN, KOHTO
HE M3NON3BAT NOAXOAAIM NPOTHBO3AYATEYHH CpeAcTBa (BXK. Touka 4.6),

= EnHoBpemMeHHa ynorpeda ¢ aHTMBUPYCHHTE CPEICTBA 3a IgYeHHE Ha xenaTHT C
rnekanpeBup/nubpeHTacBuap.

4.4 ChnennajJHH NpeaynpexieHHA H NpeANa3HH MEPKH NpH ynoTpeda

Xunepmonuuna Kpusda
besonacHocTTa ¥ €PHKACHOCTTA Ha AMJIOJHIMH MPH XMITEPTOHNUUHA KPH3a HE Ca YCTAHOBCHH.

Cvpoeuna nedocmamvynocm
[TauMeHTHTE CBC CHPAESYHA HEAOCTATHLYHOCT TPAOBA fa OBAAT JIeKyBaHH ¢ BHEMaHue. [Ipu
ABJITOCPOYHO TINaeb0- KOHTPOJIMPAHO NPOYUYBAHE NPH NALMEHTH ¢ TEKKA ChpACYHA HEXOCTATBYHOCT
(kmac 1II u IV no NYHA) ceobuaBanara uectora na 6enogpoden otok e Ouna no-sucoka B rpynara
JEKYBaHa ¢ aMJIOAWUNHKH, OTKOJIKOTO B rpynara Ha ruiauedo (Bx. Touka 3.1). biokepun Ha KallueBHTE
KaHIH, BKAKYHTENHO aMJIOUIIHH, TPAORA /1a C€ M3MOJI3BAT C MOBHILCHO BHHMAHHE NIPH TTAUHCHTH
ChC 3aCTOHHA CHPACYHA HEAOCTATEYHOCT, Thi KATO MOrar Aa TMOBHILAT PUCKa OT OBACLIH Ch
CBJOBH CHOMTHS H CMBPTHOCT.

Yeproopobro yepescoane
IIpenopbusa ce Aa ¢e npaBAT (YHKUHOHANHH Y€PHOAPOOHH H3CIEIABAHHS NPEaH 3a
NeYEeHHE ¢ ATOPBACTATHH H NEPHOIWYHO cJiel ToBa. Ha mallMeHTHTe, KOUTO Pa3BHAT




CHMITTOMH, NpeATionaraliy yBpeKaHe Ha 4epHus apod ro BpeMe Ha Tepanusa ¢ AMiarop, TpabBa xa
Ce NPaBAT (PYHKLUHOHANHH YepHOAPoOHM npolu. [TauHeHTHTE ¢ NOBHIIEHH CTOHHOCTH Ha
TpaHcaMHHa3HTe TpAOBa Aa ObAAT HAOMIOAABAHH, AOKATO CTOHHOCTHTE CE HOPMANTA3HPAT. AKO
nokaupaHeTo Ha TpaHcamMHHasuTe (ALT unu AST) Hag 3 meTH Hag ropHaTa rpaHvla Ha HopMarta
(ULN) ce 3anasm, npenopbyBa ce HAMANSBAHE HA 103aTa WM CIMPAHE npuema Ha AMnarop (BX.
TOo4Ka 4.8).

[ToyKHBOTBT Ha AMIIOJHTIHH € YAB/KEH H cToliHocTHTE Ha AUC ca FO-BHCOKH NPH MALMEHTH ©
HapylileHa 4epHoApoOHa GyHKUHS, HE ca YCTAHOBEHH MPenopbkH 3a Zo3upane. CaenoBaTeHo
AMJTIOIMITHH TPAOBA /1a ce 3aI0YHE ¢ Hal-HHCKATa 034 H Ja ce NPOABH BHUMAaHHUE, KaKTO B HAYA/I0TO
Ha JICYCHHETO, TaKa H [1pU [IOBULIABAHE Ha Ao3arta. Hpu naumenTH ¢ Texkka yepHoaApoOHa
HEAOCTATEYHOCT, MOXKE /1a C& HAIOXKHU OaBHO TUTPHPAHE Ha A034Ta H BHUMATEIIHO MOHHTOpPHpAHE.

AMNaTop TpsOsa Jia ce NpHAAra BHUMATENHO NPH NAIMEHTH, KOWTO KOHCYMHPAT 3HAYHTETHH
KOIHYECTBA ATKOXOJ W/HIIA HMAT YepHOApOOHO 3a00NIBaHe B aHAMHE3ATA.

Ipodunaxmura na uncyama upes azpecueno Hamaineane Ha nueama Ha xorecmepoaa (SPARCL)
[Ipw post-hoc ananu3 Ha NOATHIIOBETE MHCYIIT NPH NAUMEHTH H€3 KOPOHAPHA GOJIECT HA ChPLIETO
(KbC), kouTo Hackopo ca HMalTi HHCYAT WM npexoaHy ucxemuunu ataku (IIMA), uma no-sucoka
YE€CTOTA HA XEMOPAruueH HHCYJIT NIPH MALMEeHTH, 3alOYHAIH ¢ atopBacTtaTud 80 mg, B CpaBHEHHE C
rnanedo. [oBHILIeHHAT pHek e 0cobeHo 3abeekHM NPH MANKMEHTH ¢ MPEeKapaH npeay BKIIIOYBAHETO B
H3MUTBAHCTO XEMOParuY¢H HHCYJIIT MK JaKkyHapeH nagapkrT. [Ipn nanMedT! ¢ npekapaH
XEMOparu4yeH MHCYIT WIH JJaKyHapeH HHQApPKT O6aMaHChT HAa PUCKOBETE U NOI3KUTE OT aTOPBACTATHH
80 mg e HeCHrypeH H NOTCHUHATHHAT PUCK OT XEMOPAru4CH WHCYJIT CE/IBa 14 ce OOMUCIH
BHUMATEAHO MPEAH 3an0YBaHe Ha NeUeHHeTOo (BxK. Touka 5.1).

Cmapyecka ev3pacmi
TloBHuIaBaHe Ha A03aTa MPU NALKEHTH B HANpeAHAaAa BL3pacT TpAOBa Aa ce M3BbPLURA C BHHMAaHHE

(Bx. TOuku 4.2 1 5.2).

Heduampuuna nonyiayus

AMJIATOp HE Ce MpPENOpbYBa 3a Jela.

He € Ha0nioaaBan KNMHUYHO 3HAYKM eEKT BbPXY PACTEXKA W NOJIOBOTO CH3PIBaHe B 3-TOAMLLHO
NMpoY'4BaHC HA aTOPBACTATHH, OCHOBAHO Ha OLUECHKATa Ha UAITOCTHOTO Ch3psABaHC H Pa3sBHTHE, OLICHKA
Ha cTagus no TaHep (Tanner Stage) u m3mepBaHe Ha pbeTa M TETIOTO (BXK. TOuka 4.8).

bvépeuno yepexcoare

AMNOAHIHH MOXE 114 c€ NPUAara NpU TAKMBA NALMEHTH B HOPMATHH HO3HPOBKH. [IpomeHuTe B
MIa3MEeHATa KOHLIICHTPALHs Ha aMJIOAUIIMH HE Ca CBBP3aHH ChC CTENEHTa Ha OBOPEeHHO yBpeskKaaHe.
AMIIOAUNHH HE C¢ NOAJaBa Ha JIMAIU34a.

Heespomyckyanu echexmu

B HaKkonko ciayuas ce crobuiasa, 4e CTATHHATE HHAYLHPAT de Nnovo WM BIOILABAT BEYE
CBIECTBYBAIllA MHACTCHNA IPaBUC MJTH O4YHA MHAcTeHuA (BXK. Touka 4.8). Ilpunomkenuero Ha Amarop
TpAOBA A ce cIpe B Cryvyail Ha BnomasaHe Ha cuMaToMute. MMa chollieHHs 3a peltiauB npu
(IOBTOPHO) NPUITAraHE HA ChLUMA HIIH PA3IHYEH CTATHH.

fIpogeu om cmpana na cxeaemuama myckyaamypa
AropBacTaThH oaodHo Ha apyrure HMG-CoA-peaykTasHi HHXHOMTOpPH MOXKE B PSAKH CIy4aH 12
[IOBJIUAC HA CKEJICTHATA MYCKYJIATYPA H ZIa TPUYUHH MHAITHA, MHO3UT U MHOMIATHA, KOHTO 1a MOXKE
Aa nporpecHpar no pabaoMHOIU3a, MOTEHIMATHO KHBOTO3ZACTPAINABAIIND ChCTOSHHE,
XapaKTepH3rpallo ce C H3pa3eHO MOBHILIABAHE HA HIBATA Ha kpeaTuH kuHazaTa (CK) (> 10 nbTi Han
ropHara rpaHuiia Ha HopMarta), MHOII00MHEMHS W MHOTI00MHYPHsA, KOHTO MOraT J1a AOBE
OBOpeUHa HEQOCTATBYHOCT.

o BpeMe Ha UK cnes ieueHHE ¢ HIKOH CTATHHHU € HMAJIO MHOTO PEAKHU ChOOILEH
MMYHOMEIMHpaHa HeKpoTusHpaiua muonatus (MMHM). Kinunnuno HMHM ce

.....



KOWTO NIEPCHCTHPAT BHIPEKH NPEKHCBAHETO Ha JEUEHHETO ChC CTATHHH, NONOKHTENHO aHTH-HMG
COA penyKra3HO aHTHTSIIO H H IOZOGpeHHe ¢ MMYHOCYNPECHBHH CPEACTBA.

IIpedu zanousane Ha reyenueno

Amnatop Tpsa0Ba Aa ce npeAncBa ¢ NOBUILIEHO BHUMAHUE NPU NaLMEHTU C NpeApa3noiaraiiy

(axTopu 3a pabgomuonuza. Huporo va CK Tpabsa na ce M3aMepH npeiii 3an04BaHE HA JIEUEHHETO ChC

CT&THHH B CIIEIHMTE CIIyYaH:

— brOpeuno yepexanane

— XHUAOTHPEOHIU3 LM

— JInuHa wiu pamMunHa anaMHe3a 3a HACIEICTREHH MYCKYIHH HapyLIEeHH

— AHaMHe3a 32 MyCKyJIHA TOKCHYHOCT TIDH CTaTHH uan dubpar

— AHamHesa 3a uepHoApoOHO 3a0oNABaHe W/HITH KOTaTo Ce KOHCYMHPAT 3HAYHTENIHU KOMHYeCTRa
aANKOXOJ

= B Hanpennana sb3pact (Bb3pact >70 roguHu), TpA0OBa j1a ce NOMHCHM 33 HeOOXOIUMOCTTA OT
TAKOBA M3MEPBAHE CIIOPEN HATHYHETO HA [APYTH Mpeapasnojaraiid GpakTopH 3a pabaoMroaunsa.

—  CHTyalMH, NpH KOUTO MOXE 13 ¢ NOSBH MOBUIIABAHE HA NJIa3MEHHUTE HABA, KATO
B3aHMOJEHCTBHA (BK. TOUKa 4.5) 1 cACUMAIHA MONYNAIlHH, BKIHOYHTEITHO FEHETHYHH
cybnomynauuu (Bx. To4ka 5.2)

B Te3u ciry4an TpsadOsa fa ce npeleHd BHUMATENHO PUCKET OT JICYEHHETO CTIPAMO Bb3MOXKHUTE TIOT3H H
Ce MPENnopLYBA KITMHHYHO MPOCIEAABAHE,

He Tpsibra na ce 3anousa neuetine, ako croiiocTHTe Ha CK ca 3HauMTeNHO NOBAIIEHH (>5 BTH Haa
ropHaTa rpaHHId Ha HOpMAara) Ha W3XOJHO HHBO.

Hamepeane na kpeamun Kunasama
Kpeatuu knnasata (CK) He Tpabea na ce u3cnenpa cnef GpuU3HUeCKo HATOBAPBAHE HIIN MPH

HANTHYHUETO HA APYTH BEPOATHH NMPUYHHM 32 HEHHOTO MOBHILIABaHE, THH KaTO TOBA 3aTPyAHABA
HHTepOpeTalUaATa Ha pe3yaraTiTe. AKo HUBaTa Ha CK ca 3HaudTeIHO MOBHILEHH HA H3XORHO HABO
(>5 NBTH Hax ropHaTa rPAHKHLA HA HOPMATA), HUBATA TPAOBA @ CE H3MEPAT OTHOBO B PAMKUTE Ha 5 10
7 THH TI0-KBCHO 3a NOTBBPXKAABAHE HA PE3Y/ITATHUTE.

Ilo epeme Ha aenenuemo

—  Ilaudenture Tpsdsa na 6baaT NOMONIEHH Aa CHOOILABAT CBOEBPEMEHHO 33 MYCKYJIHH 00JIKH,
cnaGocT UK cnasMu, 0cobeHO aKo ca NPUPYKEHH OT HEPA3NONOKEHHE HIH TEMNEPATYPA.

— AKO ce NOABAT TAKKBA CHMITTOMH, JOKATO HA NALIKEHTA CE NMPUIIAra JISYeHUe ¢ AMIIATOP,
Texnure HHBa Ha CK tpabBa na 6baaT usmepeHn. AKoO ce yCTaHOBH, Y€ TE3H HHBA Ca
3HAYMTENHO NOBUIICHH (>3 NBTH HAR FOPHATA TPAHMLIA HA HOPMATa), JICUECHHETO TpA0Ba Na
ObAe NpeycTaHOBEHO.

— AKO MYCKYJTHUTE CUMNTOMH Ca TEKKH M IPEAU3IBUKBAT €XKEAHEBEH TUCKOMDOPT, NOpPH H
ako nusata Ha CK ca noBuweny 20 <5 nbTH Haa ropHaTa rpaHHLA Ha HOpMaTa, TpsOBa aa ce
OOMMC/IH TIpeKpaTaBaHe Ha JTeYEHHETO.

- AKO CHMNTOMHTE OTIIYMAT M cToHHOocTHTE Ha CK ce Hopmans3upat, Torasa MOxe ja ce
NOMHC/IH 33 NOBTOPHO BbBEXKAAHE HA AMJIATOP NPH Hali-HUCKATa A03a U BHHMATEHO
HabmoAeHHE.

- ATOpBAcTaTHH TpAOBa Oa ce NMPeyCTAHOBH, aKO Ce MOAYYH KIMHHYHO 3HAYMMO MOBHILIABAHE HA
croiinocture Ha CK (>10 x ropHara rpaHniia Ha HOpMaTa) WIIH aKO Ce AUATHOCTUI[MpA WIH
noao3vpa padbaoMUOIH3A.

Ednogpemenno nevenue ¢ dpyeu iexapemsenu npodykmu

aTOPBACTATHH KATO MOLUHK UHXUOHTOPH HA CYP3 A4 unu TpascnopTHd NPOTEUHM (
[IHKNOCTIOPHH, TENUTPOMHLIMH, KIAPHTPOMULIMH, AENABUPIUH, CTHPUNEHTON, KETO
BOPHKOHA30JI, HTPAKOHA30/1, 1103aKoHa3od, netepmosup H HIV-uporeasun nuxud
BIJIFOYMTE/IHO PUTOHABUP, NNOIIMHABHD, aTa3aHABHD, HHIAWHABHD, AapyHaBHP, HIpal




H T.H. PUCKBT OT MHODATHA MOXKE CBILIO /1A C€ YBEIHYH NPH ¢IHOBPEMEHHaTa ynorpeda Ha
reM(pHOpPO3UA H APYTH NPOM3BOAHYK HA (UOPHHOBA KHCETHHA, AaHTHBUPYCHH CPE/CTBA 3a ICUEHHE Ha
xenatit C (HCV) (Hanp. Souenperup, Tenanpesup, enbacBHp/ TpasonpeBup,
neaMnacsHp/codochyBup), epHTPOMHULIMH, HHALKH HITH e3eTHMHG. AKO € BB3MOKHO, TpadBa na ce
MOMMCIIM 33 &JITEPHATUBHU TEPANUH (TIPY KOUTO HAMA BIAUMOJICHCTBHE) BMECTO TE3H JICKAPCTBEHM
NPOLYKTH.

B ciyyauTe, KOrato € HeoOXOAMMO EAHOBPEMEHHO NPUIOKSHHE HA TC3H CKAPCTBEHH NPOAYKTH €
aTOPBACTATHH, [10J13aTa U PUCKLT OT €IHOBPEMEHHOTO JIEYEHHE TpAOBA Xa ce OOMUCIIAT BHHMATEIHO.
lo-HucKa MakcuMaliHa 1032 aTOPBACTATHH Ce MPeNopbYBa NPH NaLHEHTH, MPHEMAIIH JIEKAPCTBEHH
MPOAYKTH, KOHTO MOraT 1a YBCAHYAT MJIA3MEHaTa KOHUCHTPALMS Ha aTOPBACTATHH. B JONBIHEHHE, B
ciyyad Ha MOIUHH CYP3A4 uHxnbutopu, TpaOea Aa ce H3non3Ba No-HHUCKA HavyallHa 1034
aTOPBACTATHH U CE€ MPENOpbUBRA KITHHHIHO HAOMOAEHHE HA T€3H NaLHEHTH (BXK. Touka 4.5).

Amnarop He TpsOBa 1a ce nNpHIIara €IHOBPEMEHHO ¢ JICKAPCTBEHH MPOLYKTH 32 CHCTEMHO
NPHIOIKEHHE, ChbpKALIH (y3HAOBA KHCE/IMHA WITH B PAMKHTE HAa 7 AHM Cie/l CTHPAHC HA NIEYEHUETO
¢ (hy3unoBa kucenuHa. [lpy naupMeHnTHTE, 32 KOUTO € MPUETO, Y€ CUCTEMHHUAT NPHEM Ha Qy3HI0Ba
KHCE/IHA € OT ChIUCCTBEHO 3HAUCHHE, JICUEHHUETO ChC CTATHHH Tpﬂﬁﬂa Ja ce CIIpe€ 3a UC/IMi NEpHO Ha
neueHue ¢ ¢py3uaosa kucenuHa. Mma cholbilieHua 3a pabaoMuonmsa (BKTHOUYHATENTHO ¢ (aTaleH Kpai)
MpH NALKEHTH, NpHEMaInH Tasu komOusaums (BK. Touka 4.5). [TauentsT TpabBa na 6ua€
[IOCBBETBAH J1a MOTHPCH HE3A0ABHO CHBET OT JieKap, aKO MOMY4H HAKAKBH CHMIITOMH Ha MYCKYJ/IHA
cnabocT, 60oNKa WK GONE3IHEHOCT.

JleueHHeTo Che CTATHHU MOXKE 1A 3ar0YHe OTHOBO Ce/leM JIHH cle]l MpHEMa Ha NMOCIeHaTa 103a
(y3u10Ba KHCEJIHHA.

Ilpu U3BBHPEAHN 0OCTOATENICTBA, KOraTO € HEOOXOIHMO NPOIB/DKHTETHO CHCTEMHO TIpHJIaraHe Ha
py3na0Ba KMCENHHA, HANPHMEP, NPH TEKKH HHOEKUMH, HYKAaTa OT KOMOHHHPaHO MpHaraHe Ha
AMJIiarop H y3uaoBa KHceMHa TpadBa Ja ce OOMHCIH HHAHBHAYAJIHO 33 BCEKH MAaLHEHT H II0A
BHHUMATETHO MEAHUIIMHCKO HADMOOEHKE.

Humepemuyuanna benodpobua bosecm

M3KIIOYATENHH CITyuad Ha HHTEPCTHUHATHA 6enopobHa Gostect ca ¢hoOLIABaHH NPK HAKOH CTaTHHH,
0COOEHO NpH NPOABIDKUTENHO JeuetHne (BX. Touka 4.8). XapakrepucTukuTe, C KOHTO CE U35BBA,
MOTraT Aa BKITFOYBAT AWCHHEN, HENPOOYKTHBHA KallTHLA W BITOLIARaHe Ha 0DLIOTO 3ApaBOCTIOBHO
CbCTOSHHE (YMOpa, 3aryba Ha TEer10 M NOBHLIEHA TEeMNEpaTypa). AKO HMa ChbMHEHHS, Y€ MAIHCHTET €
pa3sBHT HHTEPCTHLMANIHA OenoapobHa GonecT, JedeHUeTO ChC CTATHHH TPA0Ba 1a ce NPEYCTAaHOBH,

Jaxapen ouabem

KoMOHHauMATa OT aTopBacTaTHH H aMITOMIIKH HE € IPOYHBaHA [IPH HALHUCHTH ¢ JUabeT, nopand Tosa
C€ M3UCKBA MMOBHUIICHO RHHMAHHE, KOTATO CE IEKYBa Ta3d NONyAaiids oT NAlHEeHTH.

Cniopen HAKOM 1aHHH MOXKE 11a ce MPEANOI0KH, Ye JIEKApCTBaTa OT KJaca Ha CTATHHHTE MMOBHLLABAT
HUBOTO Ha KPbBHA 3aXap, Karo IIPH HAKOH NallHeHTH, H3JI0KEHH Ha BUCOK PHCK OT Pa3BUTHE Ha
NHA0ET, MOMKE 1a IPENM3BUKAT HHBO HA XMAEPTIHKEMH, DY KOETO € HEOOXOAHMO KIIHHUYHO
[POTUBOAHAOETHO JIeUeHHe.

Benpeku T0Ba, PUCKBT ce MPEBB3XOKAA OT NOHWKEHHETO Ha CHAOBHA PHCK NPH yNoTpeba Ha CTaTHHH
H NIOPaJH TOBA He cJie/iBa Aa GbAe NPHYUKHA 32 CNHPAHE Ha JICYCHHUETO ¢bC CTaTHHU. [IpH nauHeHTHTE,
M3TI0)KEHH Ha puck (KpbhBHA 3aXap Ha raaaHo 5,6 a0 6,9 mmol/L, UTM>30 kg/m?, nosuineHu

TPHITTALEPH/IH, XHIIEPTOHHA ), TPSOBA Aa ce MPOCNIEAIBAT KITHHHYHHTE U OHOXUMHYHMTC NOKA3aTENH
CBIJIACHO MECTHUTE Pas3opeadH.

Homowno eewgecmso
To3u npoaykr CHIOBbPAKA HATPUEB HHLIECTEH [JIMKONAT.,

ToBa nexkapcTBo chabpka no-manko ot 1 mmol Hatphii (23 mg) Ha ¢unmipana Tad
Ja Ce KaXe, Ye MPaKTHYECKK HE ChAbPKA HATPHUH.

4.5 BzauMofeicTBHE ¢ APYrH JEKAPCTBEHH UPOAYKTH H APYTrA GOpMA HA



B npoyuraHe 3a IekapCTBCHH B3aUMOCHCTRUA MPH 31PaBH F00POBOILIH, €AHOBPEMEHHOTO
npuaoxkenue Ha 80 mg aTtopeactaTtvH B 10 mg amaoannuH ¢ noseno 1o 18% yeenuuenue Ha AUC Ha
aTopBacTaTUH. EAHOBpEMEHHOTO NIpHAOKEeHUe Ha MHOFOKpaTHH A03M ot 10 mg amnoaunut ¢ 80 mg
aTopBaCTaATHH HE € NOBCHO 00 3HAYHMA [poMiAHa B paBHOBECCHHTC (bﬂpMﬂ]{{)KHHeTH'-IHH napamMcTpH Ha
aropsactaTvH. He ca npoBexaanu npoyusaHus 3a JIEKAPCTBEHM B3AMMOACHCTBUA ¢ KOMOMHAUHATA OT
aTopBacTaTHH H AMNOLMITHH, M IPYTH NEKAPCTRa, HO Ca NPOBEXKIaHU NPOYYBAHUA C OTACIHUTE
KOMITOHEHTH aMJOAHITHH H aTOPBACTATHH, KAKTO € OMUCaHOo No-A0NaY.

BiauMoaeicTBHA ¢ aMAOAMIHH

Edexmu na opyeu aexapcmeaenu npooykmu 6bpxy GMACOURUH

CYP3A4 unxubumopu

EQHOBpPEMEHHOTO NMPHIIOKEHHE HAa aMIOAUNHH CB¢ CHIHM WK yMepend CYP3A4 unxuOHTOpH
(nMpoTteasHy HHXHOMTOPH, a30JIHH NPOTHBOTEOUYHH CPE/ICTBA, MAKPOAUIH, KATO EPUTPOMHLIMH HIIH
KNapUTPOMHIIMH, BEPANaMiLl WiINH JHIITHA3EM), MOKE Aa JOBEE 10 3HAYMMO YBETMYBAHE HA
EKCMO3HULIMATA HA aMIOAHITMH, BOJCIIO AC NOBULIEH PHCK OT XHUNOTOHHA. KiiMHHYHaTa 3HAYHMOCT Ha
Te3H (PAPMAKOKMHETHUHH BAPHALIMH MOXE /1a € N0-H3Pa3eHa NPH NaUHEHTHTE B Hape1HaJla Bb3PacT.
Tosa MOKe J1a HAOKH KIMHHYHO NPOCJACABAHE H KOPEKLHS Ha 103aTa.

Knapurpomuid ¢ uaxudburop Ha CYP3A4. CeluecTBYBa OBULIEH PUCK OT XUIIOTOHHS NIPH
MaLHEHTH, TIPHEMALIH KNapUTPOMHLMH ¢ aMmnoaunuH. [IpenopryBa ce BHUMATENHO HabMOASHHE Ha
MalHUEHTUTE, TIPH €AHOBPEMEHHO NPHWIOKEHUE HA aMJTOIHITHH ¢ KIIAPHUTPOMULIMH.

CYP3A4 unovemopu

[1pn enHoBpeMEHHO NpUicKEHKE HA W3BeCTHH MHAYkTOpY Ha CYP3 A4 nna3MeHaTa KOHUCHTpaLUA Ha
aMJIOIUIMH MOKe 1a Bapupa. [lopanu Toea kpbBHOTO HanAraHe TpsOBa na ce Npocienssa U J1a ce
OOMMC/TH aIaTHPAHE HA JI033Ta KAKTO 10 BpEME, TaKa U CNeJl €AHOBPEMEHEH NMPHEM, OCODEHO ChC
cunHn CYP3A4 vnaykropu (Hanp. pHbaMIMLAH, HCBIM KAHMAPUOH).

He ce npenopbusa ynotpeba Ha aMnoAuNIAH € rpedndpyT win Cok OT rpedndpyT, Tbi KaTo P
HAKOM NalHeHTH OHOHAIMYHOCTTA MOKE J1a CE MOBHILH H Ja A0BEAC A0 3aCH/IBaHe HA
AHTRXMNEPTEH3UBHUTE EEKTH.

Hanmponen (unpysun)

[1pn sxviBOTHH ¢a HabroaaBaHy eTanHa KaMepHa GUOpHIALMS M ChPASYHO-CHAOB KOJAMC, CBBP3aHH
C XHIIEPKATTHEMHS CIICH IIPHIOKEHHE HA BEPANaMiAll i HHTPaBeHO3eH JaHTposeH. [lopaau puck ot
XHINEPKAIHEMHUA, CE NPETIOPbYBA Aa ce H30ATBa €{HOBPEMEHHOTO NMPHIOKEHHE C AHTArOHUCTH Ha
KaJLMEBHTE KAHAJIA KaTO aMJIOJMITUH TIPH NMALMEHTH, NPEAPA3NONI0KEeHH KbM MAIMIHCHA
XHNEPTEPMHUA H IIPH OBJIAJABAHE HA MAJTUCHCHA XUNEPTCPMUA.

Edpexmu na amnodunun evpxy oOpyau sexapcmeernume npodyvimu

EjexTure BbpXY MOHHKABAHE HA APTEPHAIHOTO HANATaHE Ha aMJIOJIMIIKH ce A0DaBAT KbM TE3H
e(peKTH Ha ApPYTH JIEKAPCTBEHH TIPOAYKTH C aHTHXHNEPTEH3HBHH CBOICTRA.

Taxponumyc

FMa onacHOCT OT NOBMUIaBaAHE KPBBHUTE HUBA HA TAKPOJIMMYC, KOraTo e NpUiara efHOBPEMEHHO C
aMJIOZIHTIHH, HO (PapMAKOKMHETAYHHA MEXaHH3M Ha TOBA B3aHMOACHCTBUC HE € HATBJIHO M3ACHEH. 3a
Na ce H30erHe TOKCHYHOCT HAa TAKPOJIUMYC, NMPUIOKEHHETO HAa aMIIOAUITHH Ha NALMEHTH, JIEKYBAHH C
TAKPOJIHMYC H3HCKBA KOHTPOJ HA KPBBHHTE HHBA Ha TAKPOJIMMYC M KOPEKLIMS Ha 103aTa Ha
TAKPOIHMYC, KOTaTo € MOAXO/IAII0.

Huxubumopu na mTOR
Huxuburopu Ha mTOR xato cuponumyc, TeM3uponuMyc U epeposiuMyc ca CYP3A ¢
Amnoaunure e cnabd CYP3A uuxubutop. Che cbmbTeTBama ynorTpeda Ha HHXHOUT
AMJIONUOUH MOXKE J1a YBEAHUYU eKCIIO3MUHATA Ha HHXHOHMTOpH Ha mTOR.



Huxnocnopun

He ca nposexiany npoyyBaHHs 3a B3aHMOJEHCTBHETO MEXKTY LIHKIOCMOPHH H aMJIOAMITHH NpPH
3/1paBy A0OPOBONLM WM APYTH NOMYJALHH, C H3KIIOYEHHE HaA MauMeHTH ¢ ObOpeuHa
TPaHCMIAHTAUUS, NPU KOKTO ¢e HabNOaaBa NPOMEHIIHBO yBenHYeHne (cpeano oT 0% no 40%) na
KOHUSHTpauua Ha uHKaocnopu. MI3MckBa ce noOBULICHO BHUMAHHME NPH MOHHTOPHHI HA HUBATA HA
LIHKJIOCTIOPHH TIPH NMauHeHTH ¢ Ob0peuna TpaHCIAaHTal W, NPHEMALIM aMITO/THITHH, @ HAMAJIIBaHETO
Ha 003aTa HAa LHKNOCTIOpHH TPpAOBa 1a CTaRa NpH HEOOXOIHMOCT.

Cumeacmamun

EJHOBPEMEHHOTO MMPUIOKEHHE HA MHOTOKpaTHH 103H 0T 10 mg amirogunux ¢ 80 mg cuMBacTaTHH
BOAW A0 77% yBeNHYCeHHE HA CKCMO3HITAATA HA CHMBACTaTHH B CPAaBHEHHE ChC CHMBACTaTHH
NPHIIOKEH caMocTosTeaHe. [Ipy naudeHTH, IpHeMaly aMI0MNKMH, 103aTa HA CUMBACTATHH €
orpaHvyenHa go 20 mg qHEBHO.

[lpy KIMHAYHK TIpOYHYBaHWA 32 B3AUMOACHCTBHA aMIIOAUIUH He MOBJIHABA (PapMaKOKMHETHKATA Ha
aToOpBaCTaTHH, AMIOKCHH, YUIH BapdapuH.

B3anmoelcTBUS ¢ aTOpBacTaTHH

E@exm KU eQ0HOBPEMEHNO NPUIA2AHU Aexapcmaeriu NPoOYKNiu 8bpXy amopeacmamin

ATtopaacTatul ce Metabonuzupa ot uuroxpoM P450 3A4 (CYP3A4) n e cybcTpar Ha
YEPHOAPOOHUTE TPAHCNOPTEPH H HA MOJHIIENTHANTE, TPAHCTIOPTHPALIIH OPTaHHYHH aHHOHH [ B
(Organic anion-transporting polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3). MeTtaGonurure Ha
aropBacTaTHH ca cybcTpatd Ha OATPIB1. YeranoBeHo e chino Taka, ue aTOpBacTaTHH € CyOcTpar
Ha enyKcHHTE TpaHcnoprepu P-rnukonporenn (P-gp), U Ha NpoTenHa HA PE3HCTEHTHOCT HA paKa
Ha repaara (Breast cancer resistance protein, BCRP), kouTO Moke ja orpaHHyar YpcRHaTa
a0COPOLMA U HITBYHHA KIHPBHC Ha aATOPBACTATHH (BX. Touka 5.2). EAHOBPEMEHHOTO NIPHIIOKEHHE
Ha JICKAPCTBEHH MPOAYKTH, KOHTO ca HHXUOUTOPpH Ha CYP3 A4 uad TpaHCTIOPTHH NPOTCHHH MOXKE Aa
AOBEE A0 MOBMUICHH TU1a3MEHH KOHLUCHTPALMH HAa aTOPBACTATHH H MOBHUIEH PHCK OT MHOMATHSA.
PUCKBT MOXE J1a CHIIO Aa ¢€ NOBUILIK NPY €HOBPEMEHHO NPHICKEHHE Ha ATOPBACTATHH C APYTH
NEKAPCTBEHH NPOAYKTH, KOHTO HMAT NOTEHLUHUAN 32 MH1YLHPAHE HA MHONATHA, KATO NPOU3BOLHHK HA
¢prbprHOBaTa KHCETHHA W €3eTHMHO (BX. Touka 4.4).

CYP3A4 unxubumopu

HabmonaeaHo e, ye Mownute CYP3A4 HHXHOHTOPH, BOJAT A0 3HAYHMMO NMOBHIUABAHE HA HA
KOHLEHTPALMHTE Ha aTopBacTaTvH (BK. Tabnuua 1 1 wonkpeTHa undopmalus 0o-100y).
EanoBpeMentoro npunokenye Ha MomHH CYP3 A4 uexuburopu (Hanp. UKIOCIIOPHH,
TEHTPOMHIIHH, KIIapUTPOMMLIHH, 1SNABUPAMH, CTHPHIICHTO, KETOKOHA30J1, BOPUKOHA30,
MTPaKOHA30J1, I03aKOHA30J1, HAKOW AHTHBUPYCHH CPEICTBa 3a JieueHHue Ha xenarut C (Hanp.
enbacsup/rpazonpesup) 1 HIV-npoteasiu HHXHOHTOPH, BKIIOYHTEIHO PHTOHABUP, JTOTTHHABHP,
ara3aHaBHp, HHAMHABHP, 1apYHAaBHUp 4 T.H.) TpAOBa Aa ce H30ArBa, aKo € BE3MOXKHO. B ciydanre,
KOraTo ¢AHOBPEMEHHOTO NPH/IOKEHHE Ha TE3H JICKAPCTBEHH NPOAYKTH ¢ aTOPBACTATHH HE MOXKE Aa
Obae uzbernaro, TpaOBa na ce OOMHUCIAT MO-HMCKH HAYAJHH U MAKCHUMAJIHA JI03H Ha ATOPBACTATHH U
Ce NpenopbuBa NOAXOAAUID KIMHMYHO HAOMIOAEHKe Ha naumeHTa (Bx. Tabauua 1).

Yuepenute CYP3A4 unxuburopu (Hanp. epuTpoOMHLIMH, AUITHAZEM, BEPAnaMui ¥ GUIyKOHa3001)
MOrarT Jia MOBULIAT MJIA3MEHHTE KOHLICHTPALMH Ha aTopBacTaTHH (Bx. Tabnuua | ). HabmogasaHe ¢
MOBHLIEH PHCK OT MUONATHS MPU yNoTpedaTa Ha ePUTPOMMULIHH B KOMOMHALIKA Che cTaTUHH. He ca
MPOBCKAAHM NMPOYUBAHHA 38 B3AHMOZIECHCTBUSA, OLICHABAIH e(peeKTUTE HA aMHOJapOH HJIH BepanaMu

CKCNO3HLIHATA Ha aTopBacTaTHH. CiicqoBaTeNnHoO, TpAOea 1a ce OOMHCIN MO-HHCKA MAKC)
Ha aTOPBACTaTHH H ¢€ NPenopbYBa HOAXOAAUIO KIMHUIHO Ha0noaeHHe Ha NALHEeHTa, g§r
U3MIO/3BA €AHOBpeMeHHO ¢ yMepeHH CY P3A4 unxuburopu. [IpenopsuBa ce noaxoas
HabIOACHHE CI1e/] 3anovBaHe HIH NMPH KOPEKLIHH Ha 03aTa Ha HHXHOHTOpA.



CYP3A44 unoykmopu

EnHoBpeMeHHOTO NpUIoKeHHE Ha aTOPBACTATHH ¢ HHAYKTOPH Ha utoxpoM P450 3A (wanp.
epapHpeHt, puhaMIMULMH, KBIT KAHTAPHOH) MOKE J1a JOBEAE MO AIPOMEHIMBH TTOHHXKEHHA B
TUIA3MEHWUTE KOHUEHTPAUWH Ha aTopeacTaTHH. [lopaan nBoliHKMA MEXaHH3BLM Ha B3aMMOJCHCTBHE HA
pudaMovUuH, (HHAYKUHMA HAa LuToXpoM P450 3A v uaxuGvpane Ha TpaHCNOpTEpa HA XENaTOLMTHHA
3axsaT OATP1B1), ce npenopbusa eqHOBpeMeHHO MPHICKEHNE HA aATOPBACTATHH C PHPAMITHLIHH,
ThH KaTo 3a0aBEHOTO NPAJICKEHHE HA ATOPBACTATHH CJIC] MpUEM Ha pHGaMnHULMH C& CBbP3Ba ChC
3HAYUMO HaMalleHUE HA MNIA3MEHHTE KOHLICHTPALUWH HA aTOPBACTATHH. BBIIPEKH TOBA, HE € W3BCCTEH
edexra Ha puaMIHLUH BhPXY KOHLEHTPALHHTE HA ATOPBACTATHH B XENATOLUMTHTE W B CIIy4aH, Ye He
MOXe€ Aa ce U30erHe eAHOBPEMEHHO NMPUIOKEHHE, MAUMEHTHTE TPAOBA na Ob/1aT BHHMATEAHO
HaOMIOAaBaHH 3a ePUKACHOCTTA.

Huxubumopu na mpancnopmepume

UHXHOHTOPHTE HA TPAHCNOPTHHUTE NPOTEHHH MOXKE [a NOBHINIAT CHCTEMHATa EKCIIO3HLIHS Ha
aTopBacTaTHH. U LMKIIOCAOPUHLT, ¥ IETEPMOBUPBT Ca HHXHOUTOPU Ha TPaHCTIOPTEPH, YHacTBalilH B
pa3npeaeneHueTo Ha aropBactaruH, T.e. OATP1B1/1B3, P-rnukonporenn (P-gp) n npoTeHH Ha
PE3HCTEHTHOCT Ha paka Ha rbpaara (BCRP), koeTo BoaH 10 MOBHIIIEHA CUCTEMHA €KCITO3HIHA Ha
aTopsacTaTHH {Bk. Tabnuua 1). EdekThT HA HHXHOMpaHETO Ha TPAHCIIOPTEPHTE HA XENMATOLHHTHOTO
3aXBAllaHE BHPXY €KCMO3HUUATA HA aTOPBACTATHH B XETIATOLHTHTE € HEH3BECTEH. AKO
€AHOBPEMEHHOTO NPUIIArEHa He MOXKe Ja ce M30erHe, ce NpenopbyBa MOHKWKABAHE HA J03aTa H
KJIHHWYHO HabmoaeHue 3a eekTHBHOCT (B, Tabnuma 1).

YnorpebaTa Ha aTOpBACTATHH HE Ce NPENOPHYBA MPH NAFMEHTH, NpUeMAI(H J1eTEPMOBHP
eJHOBPEMEHHO C LIMHKJIOCIIOPHH (BxX, TouKa 4.4).

Femgbubpozun/npouzeoonu na gubpunoeama xuceauna

CaMOCTOATENHOTO M3NMON3BaHe Ha (PUOPATH OHAKOTA C& CBBP3Ba ¢ MYCKYIHU NMPOOICMH,
BKNIOYMTETHO pabaoMuonusa. PUCKBT OT TakHBa ChOMTHSA MOXKE Aa ¢¢ YBEIHYY NPH €AHOBPEMEHHATA
ynotpeba Ha npou3eoaHH Ha (UOPHHOBA KMCENMHA M aTOPBACTATHH. AKO HEe MOXE Aa ce U30erHe
CAHOBPEMEHHO NPUIOKECHHUE, TPAOBA 1a Ce H3TI0JI3BA HAH-HUCKATA 1032 aTOPBACTATHH 33 [TOCTUraHe
Ha TePaNeBTHUHATA LIeSt H NMaLUeHTHTe 1a ObaT NOAXOAAIIC MOHATOpHpPaHH (BXK. TouKa 4.4).

Ezemumubd

CaMOCTOSTETHOTO U3II0/I3BaHe HA €3€THMHD ce CBBP3Ba ¢ MYCKY/IHH NPOOJIEMH, BIJTHOYHTEITHO
pabaomHonusa. CnenoBaTenHo, pHCKBLT OT TaKMBa CHOUTHA MOKE Aa CE€ YBEJIHYH NPH
€AHOBpPEMEHHaTa ynoTpeda Ha e3eTHMHO H aTopsacTaruH. [IpenopbhuBa ce MOAXOAAO KIHHHYHO
MOHHTOPUPAHE HA TE3H HALAEHTH.

Konecmunon

[1na3sMeHHUTE KOHUECHTPALIWKY HA aTOPBACTATHH H HEMOBHTE aKTHBHH MeTabOJIUTH Ca NO-HHCKH
(CLOTHOIIEHHE Ha KOHLIGHTPalUS Ha aTopBacTaThH: (.74) NpH eHOBPEMEHHO NPUWIOKEHHE Ha
aTOPBACTATHH U KONeCTHNON. EQekThT CpsaMo nunuaHuTe HUBa obauve € Mo-H3pa3eH, Korato
aTOPBACTATHH U KOJIECTHIION C€ APHAAraT 3a¢/IHO, OTKOJKOTO KOraTo ¢IUHUAT OT JIEKAPCTBEHHUTE
NPOAYKTH CE€ NMPUIara CaMOoCTOATETHO.

Dy3uodvea xucenuna
PHCKBT OT MHOMaTHA, BKITIOUHTETHO pabgoMHONN3a, MOXKE Aa C€ NOBHILY MPH €AHOBPEMEHHO
CHCTEMHO NpHIaraHe Ha QPy3ua0Ba KHCEIUHA H CTATHHH. MeXaHHW3MLT Ha TOBa B3aHMOJEHCTBHE
(HE3aBMCHMO JaNu € OT (PapMaKoqUHAMHYEH WiH (apMaKOKHWHETHYCH THI KT OT JBaTa THIIA) 3acera
€ Hen3BecTeH. MiMa cho0LueHu 3a pabnomMuonisa (BKIIIOUHTETHO HAKOH CiIy4aH © (paTaieH Kpai) npu
NalHEeHTH, I10JTy4YaBauy Ta3d KOMOUHaLHs.

AKO € HEODXOAHMO NeyeHHe ¢ Ppy3HA0BA KHCENHHA, TEYEHUETO C ATOPBACTATHH TpaOBa Na bbae
CIpAHO 32 LEJIHA NepHO Ha TepanuAaTa ¢ Py3Haoea kuceauHa, Buwkre cplio v To4Ka 4.4,

Koaxuyun



Bonpeky ye He ca npoBexaaHH TIPOYUBAHMS 32 B3aUMOACHCTBHE C aTOPBACTATHH ¥ KOJIIXULMH, HMa
CHOOILICHHA 32 CITy4aH Ha MHOTIATHS MIPH €IHOBPEMEHHO MIPHIOKEHHE Ha aTOPBACTATHH C KOJIXHLHH H
€ HeOOXOAHMO NOBHILEHO BHUMAHHE, KOTATO CE TIPEANMCRA ATOPBACTATHH C KOJIXHLMH.

Bausnue na amopsacmamun ebpxy e0HOSPEMEHHO NPUIONCEHY AeKAPCMEEHY NPOOYKIU

Hucoxcun

I1pu eanoBpeMeHHa ynotpeba Ha MHOTOKPATHH JO3H OT AMIOKCHH K 10 mg aTopBacTaTHH, JIEKO Ce
YBE/IH4ABAT PABHOBECHUTE KOHLEHTPALIMH Ha AUrOKCHH. [lauMedTHTe, NpHEMaLLX AWTOKCHH TPA0Ba
aa ObAAT Nog noaxoAawo Hadmo/IeHHe.

Opanuu kowmpayenmusu
EnnoBpeMeHHnaTa ynotpeba Ha aTOPBACTATHH ¥ OPAJICH KOHTPAUEIITHB NPEAU3BUKBA NOBHINABAHE Ha
[LIA3MEHHTE KOHLEHTPAUHH HA HOPETHHAPOH H eTHHWIECTpaAHON,

Bapghapun

B kIHHMYHO M3MIMTBAHE C NALIMEHTH, NONYYABALUM XPOHHUHO JICUEHHE ¢ BapdapHH, €AHOBPEMEHHATA
ynotpeba Ha aropeacTaTHH 80 mg AHEBHO U BapdapuH € NPeaM3BHKANA IEKO YBEIHUYEHHE OT OKOJIO
1,7 cexyHM Ha IPOTPOMOHUHOBOTO BpeMe Npe3 IMbPBUTE 4 JHH ClIe 3an0uBaHe HA NPHEMA, KOETO Ce €
HOPMaJIM3HPAJIO B paMKHTE Ha 15 aHu cnea 3ano4YBaHE HA JICYEHHETO C aTOpBACTAaTHH. BbOpekH 4e ¢
ChOOLIBAHO CaMO 38 MHOTO PEAKH CITYYaH HA KIHHUYHO 3HAYMMU B3aHMOACHCTBHA C AHTHKOAry/1aHTH,
MpoTPOMOUHOBOTO BpeMe Tpa0OBa Aa Obje onpeseNcHO NPEAH HAYAIOTO Ha TIPHEMA Ha aTOPBACTATHH
ITPH MNanyCHTH, ITpHEMAILH KYMApPHHOBHA aHTHKOAryJIaHTH, H 20CTaATRYHO HYEeCTO B HAMAN0TO Ha
JICUCHHETO, 3a J1a CC FAPAHTHPA, Y€ HAMA J1a BB3HHKHAT CHINECTBEHH IIPOMEHH B POTPOMOHHOBOTO
Bpeme. Crie KaTo ce ycTaHOBM CTaOWAHO NPOTPOMOKMHOBO BpeMe, HEFOBHTE CTOHHOCTH MOTAT /14
Obaar Habmonasany Ha UHTEPBAIH, KOWTO OOHKHOBEHO C€ NPEMOPBHYUBAT 34 MALMCHTH, MpHEMALH
KYMapuHOBU aHTHKoarynauTy. [Ipu npoMdHa Ha Jo03aTa WM CNApaHe NpHEMa Ha aTOPBacTaTHH,
Tpa0Ba 1a ce NOBTOPH ChIIATA Npoueaypa. JIeUeHHeTo ¢ ATOPBACTATHH HE € OHITO CBBP3aHO C KbPBEHE
HJiK ¢ IPOMEHH B NMPOTPOMOHHOBOTO BpEME MPH MALWEHTH, KOUTO HE NIPHEMAT aHTHKOAryJIAHTH.

Tabsnna 1;: Edexrr Ha efHOBpEeMEHHO MPHIOKEHH JEKAPCTBEHH HPOIYKTH BEPXY
(papMaKOKMHETHKATA HA ATOPBACTATHH

EnHoBpeMeHRO Npuiarad ATOpBacTaTvH
JICKAPCTBEH MMPOOYKT U
CXEMa Ha NpuiaraHe
Hlosa (mg) CT’UTHDI”E‘; Knuauunu npenophm#
e Ha AUC

Tunpunasup 500 mg BID/ | 40 mg va nex 1, | 9.4 B cayuan, koraro €
Puronasup 200 mg BID, 10 mg Ha nex 20 HeoOX0AHMA €IHOBPEMEHHA
8 nuu (ot 14-T1 10 21-BU ynorpeba ¢ aTopBacTaTiH, He
JIEH) Tp#OBa Ja ce NpeBHLIARA

10 mg anesno. IlIpenopbusa ce
Hucnocnopun 10 mgOD & 8.7 KIHHH4YHO HabmoaeHue Ha
5.2 mg/kg/nen, ctabuina | npoabIDkeHue Te3H NAaUHEHTH.
ao03a Ha 28 aHuU
Tenanpesup 750 mg npes | 20 mg, SD 7.9
8 yaca, 10 anmu
I'nexanpesup 400 mg 10 mg Benamx | 8.3 EnHOBpEMEHHOTO 1ipHAarage ¢
BEAHBLX JHEBHO/ JHEBHO 332 7 JHMH APOAYKTH, CbhABPXK -
I1nbpenTtacsup 120 mg IJICKANIPEBUP WIH
BEAHLXK IHEBHO, 7 AHH NMUOPEHTACBHP, €

NPOTHEROMOKA3a

4.3).




Jlonunaswp 400 mg BID/ | 20mgOD & 5.9 B ciyuam, koraro €
Puronasup 100 mg BID, NIPOABLIDKEHME HeoOX0AMMA CTHOBPEMEHHA
14 auu Ha 4 nHU ynorpeba ¢ aTOpBacTATHH, ce
NpPENopbLYBAT NO-HUCKM,
NOAABLPAKALUM A03H OT
aropsacrarui. [1pu no3m or
Kaapurpomuuni 500 mg | 80 mg OD 8 4.4 ATOPBACTATHH, HA/IBUILIABAIIIN
BID, 9 anu MPOABIDKEHUE 20 mg, ce npenopbuBa
Ha 8 AHu KIHHHYHO Habnioaenye Ha
TE3H MaLMCHTH.
Caxksunaeup 400 mg BID/ | 40mg OD B 3.9 B cnyuam, xoraro €
Puronasup 300 mg BID NPOILKCHHE Heo0XOAUMAa €THOBPEMECHHA
Ha AHH 3-7, NOBHILEHO A0 | Ha 4 AHH ynotpeba ¢ aToOpBacTaTHH, ce
400 mg BID na gen 8), MpenopbYRaT NO-HUCKH,
AHK 4-18, 30 muH cnexn NOThpKAiLA A03H OT
IpHEM HA aTOPBACTATHH aroppacraru. l1pu nosu or
Hapynasup 300 mg BID/ | 10 mg OD B 3.3 aTOpBACTATHH, Ha/IBUILIABAllH
Putonasup 100 mg BID, 9 | npoabmkense 40 mg, ce nperopuUBa
ITHH Ha 4 THH K/TMHAYHO Ha0MNoaeHHe Ha
Hrtpakonason 200 mg OD, | 40 mg 33 TE3H HatieHTH
4 nHU EAHOKpPaTHA
J103a
docamnpenasup 700 mg 10mg OD B 2.5
BID / Puronasup 100 mg | npoawimkenue
BID, 14 nuu HAa 4 OHH
®ocamnpenasup 1400mg | 10 mg OD s 23
BID, 14 aau HPOABIKEHHE
Ha 4 NHuH
Jletepmoeup 480 mg OD, | 20 mg 3.29 Jo3aTa Ha AaTOPBACTATHH He
10 anm eJHH1YHA 103a Tpa6Ba Ja NpPeBHILABA JHEBHA
n03a ot 20 mg npu
€IHOBPEMEHHO MMPHIAarane Ha
NPOJAYKTH, CbABPXKALIH
JICTCPMOBHP.
bouenpesup 800 mg TID, | 40 mg SD 2.3 [IpenopwyBa ce Mo-HUCKa
7 Anm Ha4aJlHa 034 U KIHHHUYHO
HAOMONCHHE HA TE3H
nauueHTH. Jlo3ara Ha
aTOPBACTATHH He TpsOBa Ja
Hansumaea 20 mg JHEBHO MO
BpPEME Ha CBITHTCTBALIO
neueHue ¢ DOLECNPEBUD.
Enbacenp 50 mg 10 mg 1.95 Jlo3aTa Ha aTOPBACTATHH HE
BEIHEXK JHEBHO/ €AHHHYHA 1033 TpaOBa 1a NMpeBHIIABA AHEBHA
I'pasonpepnp 200 mg aoza ot 20 mg npH
BEIHDBX JHEBHO, 13 JTHU €IHOBPCMEHHO TTpU/lIaraHc Ha
NPOAYKTH, ChABPIKALH
enN0acBUp WIH rpa3onpeBHp.
Henduuasup 1250 mg 10 mg OD B 1.74 be3 cnenmHUHH NpenophKH
BID, 14 nun NPOIBIDKECHUE

Ha 28 OHH




HAuntnazem 240 mg OD, 40 mg, 1.51 [lpu 3ano4BaHe KK CHIEA
28 nHu €THOKpaTHa KOpEKLIMA Ha 03aTa OT
1033 diltiazem ce npenopbusa
KIMHHYHCO HAOMQAEHHUE Ha
TE€3H NALUEHTH.
Cok ot rpefindpyT, 240 40 mg, 1.37 He ce npenopbusa
mL OD * CHHOKpATHA eiHOBpeMeHHAaTa yroTpeda Ha
a03a rOJIEMY KOJIHYECTBA COK OT
rpedngpyT U aTOPBACTATHH.
['em¢pnOpozun 600 mg 40mg 1.35 IIpenopbyBa ce NO-HUCKA
BID, 7 anm €HOKpaTHa HauajHa 103a H KIIHHAYHO
no3za Ha0MO/IEHHE Ha TE3MH
MTALMEHTH.
Eputpomurnis 500 mg 10 mg, 1.33 [IpenopbuBa ce No-HHCKA
QID, 7 nuu €THOKPaTHa MaKCHMAJIHA 1033 M KJIMHUYHO
1034 HaOIIOACHHE Ha Te3U
NalMeHTH.
Amnomyunuz 10 mg, 80 mg, 1.18 bes cnetudpHIEM NPenoOpPBKH.
eIHOKpaTHA N03a eAHOKpaTHa
034
Pudpamomums 600 mg OD, | 40 mg 1.12 AKO HE MOXKe Ia ce u3berte
7 OHW (e1HOBpPEMEHHO €AHOKpaTHa CBBMECTHATa ynotpeba,
[IPWIOXKEHHE) 034 TIPENopPbUBA CE
Pupammumun 600 mg OD, | 40 mg 0.20 €IHOBPEMEHHATA CHBMECTHA
5 JHH (OTAEITHHA NO3H) CAHOKpaTHa ynorpeba Ha aTOpBaCTATHH U
034 puaMNULMH KA ce U3BBHPLIBA
noj KIHHHUHO HabmoaeHue,
®enodubpar 160 mg OD, | 40mg 1.03 [TpenopbuBa ce Mo-HMCKA
7 nnn €JHOKPATHA Havya/Ha 033 ¥ KIHHHYHO
no3a HAOTIOACHHE HA TE€3H
NaLUEHTH.
Lumetuaud 300 mg 10mg OD B 1.00 Bbe3 cnenudmyHH NPENopbKMU.
YETHPHU [TbTHH THEBHO, 2 MPOABLIIPKCHHE
CEAMHLH Ha 2 CeAMHLIU
Konecrunos 10 g BID,24 | 40 mg OD B 0.74%* Bes cneumnguyuHY DPENopuKu.
CEIMHLH MPOJLIIKEHHE
Ha § ceaMHLH
AHTHaUMIHA CYCTIEH3HA 10 mg OD B 0.66 be3 cneuuduUHM 1PeHopPBKY.
OT MarHe3su M amfyMHHHUEB | MPOABbDKEHHE
xuapokcua, 30 mL QID, Ha 15 JHuU
17 auu
Edasupenn 600 mg OD, 10 mg B 0.59 be3 cnendHYHN NPENOPBKH.
14 aAnn NMPOABIKEHHE
Ha 3 nHHU

% [IpencrapnsaBa CbOTHOLICHHE HA JIGUGHHATA (€IHOBPEMEHHO TIPHIIATAHO NEKAPCTBO ILIKOC
aATOPBACTATHH CPELLY CaMOCTOSTENHA ynoTpeOa Ha ATOPBACTATHH).

*Bak. Touk# 4.4 v 4.5 33 uHopMALIMS OTHOCHO KITHHWYHATA 3HAYHMOCT.

*ChappiKa elHA WM NIOREUE CHCTaBKY, KOATO NoTHCeKka CYP3A4 1 Moke 1a NOBHIIH IUTA3MEeHHTE
KOHLUEHTPAlH HA JIEKAPCTBEHMTE NIPOAYKTH, MeTtabomu3upann or CYP3A4. [IpHeMsT Ha ¢a

OpTOXUAPOKCH MeTabouTuT. [IpHemMBT Ha roteMH Koln4ecTBa cok ot rpeiiidpyT (B
AHEBHO B NMPOABIDKEHHE HA 5 NHH) BOAM A0 yeennuasane Ha AUC npu aTopBactar
Ha aKTUBHWTe (aTopracTaTHH H MeTadonu). Muxubutopu Ha HMG-CoA penykras
** CrorHOmenue Ha O6azaTa Ha euHMYHA Npoda, B3eTa 8-16 yaca cnen fo3ara.



OD = Beaubx aHerHO; SD = ennokparna noza; BID = gea metH AHeBHO; TID = Tpu mbTi AHEBHO;
QID = yeTHpH TTH JHEBHO

Tabnuua 2: EdekTH Ha aTopBacTaTHH BBPXY HapMaKOKHHETHKATA HA €AHOBPEMEHHO NPHAOKEHH
JICKapCTBEHU NPOJYKTH

ATOpPBACTaTHH H EaHoBpeMEHHO NPHIOKEH JIEKAPCTBEH NMPOAYKT
RO30B PEIKHM
JlekapcTeen npoaykt/Jlosa | CroTtHom | KNMHHYHM MpenopbKH
(mg) €HHUE Ha
AUC
40mgOD B OpaneH KOHTpaUenTHB 1.28 be3 cneunpriHA NpenopbkH,
npoabkeHre Ha | OD, 2 Mecena 1.19
22 puu - HOPETHHIpPOH | mg
-€TUHWI ecTpaauon 35 g
80mgOD&® Hurokcun 0.25 mg OD, 20 | 1.15 [ManueHTH, NpHeMalll AUTOKCHH,
NPOABL/DKEHUE HA | JIHH Tpabpa xa 6BAAT NOA NOAXOAAULO
10 guu HAOAOJEHHUE.
10 mg SD Tunpanraeup 500 mg 1.08 be3 cneunguyHA NpeNnopbBKH.
BID/puronaeup 200 mg
BID, 7 quu
30mgOD B * Oenason, 600 mg SD 1.03 be3 cnelHUyHA NPENOPHKH.
NpoJAb/DKEHUHE Ha
15 nHu
10mgOD 8 ®ocamnpenasup 700 mg 0.99 bes cieuHpHUHU NPENOPBKH.
npoabnkeHde Ha | BID/ puronasup 100 mg
4 nuu BID, 14 aum
10mgOD B ®ocamapenasup 1400 mg | 0.73 be3 crie(pHIHH TTPENOPHKH.
npozbkeHde Ha | BID, 14 aun
4 nHU
&

IIpencrabisisa CbOTHOLICHUE HA JICYEHHATA {€AHOBPEMEHHO NPIJIArato JEKapCTBO IUI0C
aTOPBACTATHH CPELLY CAaMOCTOATSIHATA YIIOTpeOa Ha aToOpBacTaTHH.
*TIpn eaHoBpeMeHHa yIoTpeOa Ha MHOTOKPATHH 1034 OT aTOPBAacTaTHH H (peHa3oH e HabmonagaH
cnab uiM HezabenekuM edexr BbpXy KIMpbhHca Ha eHazoH.
OD = peaHbXk aHeBHO, SD = egHokpaTHa no3a; BID = aBa nuTh aHeBHO.

4,6 DPepTRIAHTET, OPEMEHHOCT B KhPMEHE
AMIIATOp € NPOTHROINOKA3AH MMPpY GPEMEHHOCT W NPE3 MEPHOAA Ha KbPMeHe (Bx. Touka 4.3)

enu ¢ oemepoden nomenyuan

HKenure ¢ IeTCposieH NOTEHLUMA TpAOBa 1a M3NOA3BAT NOAXOAAUIM KOHTPALCNITHBHH CPE/ICTRA [10
BpPEME Ha JieYeHHUETO (BXK. Touka 4.3).

bpemeHHoCT
He e ycraHOBeHa 6e30nacHOCTTa HA aTOPBACTATHH W aMJIOAUIHH MPH OpeMeHHH JKEHH.

B npoyuBaHus npu :KUBOTHH, MPH BHCOKH 1034 € HaDJl0jaBaHa peMpoAyKTHBHA TOKCHY
(Bxk.TOUKA 5.3).

ATOpERACTATHH € POTHBONOKA3ARN N0 Bpeme Ha Opemennoct (BXx. Touka 4.3). He e y
bezonacHocTTa MY TIpH OpeMenHH xeHU. He ca MpoBexXTaHU KOHTPOIHPAHH KIIHHKBY
Ha aTOpPBACTAaTHH ¢ OpeMeHHH KeHH. HlonyyaBaHi ca peky cbobUICHHS 3a BPOACHH



BbTPEYTpoOHA excno3nuMa koM Hxuburopn Ha HMG-CoA penykrazara. [Tpw npoyuBaHus BEPXY
XKHBOTHH € HAOMOAABaHA PEMPOAYKTHBHA TOKCHYHOCT (BK. TO4Ka 5.3)

JleueHHeTo Ha MaiikaTa ¢ aTOPBACTATHH MOXKE A3 NOHWXKH (PETATHMTES HHBA Ha MEBAJIOHAT, KOHTO €
NpeKypcop Ha OUOCHUHTE3A Ha X0/1eCcTepPO/. ATEPOCKIIEPO3aTa € XPOHHYEH NPOLIEC H OOUKHOBEHO
OPCKBECBAHETO HA MPHEMA HA THNHAO-IIOHKHKABAIIH JICKAPCTBEHH NMPOAYKTH I1O BPEME Ha
OpemenHocTTa 61 TpAORAIO Ja OKaxkat ¢iabo BAMAHHE BBPXY ABJITOCPOYHHA PHCK, CBBP3aH ¢
MbPBHYHA XHIICPXOJIECTEPOJICMHA.

Ilopagu ToBa, aTOpBACTATUH HE TPAOBA Aa C€ NPUJIAra MPU KEHH, KOUTO ca OPEeMEHHM, NPABAT OMMTH
3a 3a0peMeHABAHE WIK MOAO3MPAT, Ye ¢ca OpeMeHHH. JleyeHHETO ¢ aTopBacTaTHH TpsOBa na Obje
MPEKBCHATO 3a NEPHOAA Ha OPEMEHHOCTTA HAH A0KATO OLe YCTAHOBEHO, Ue XKEeHaTa He € OpeMeHHa
(Bx. TOuka 4.3).

KspMmene

AMIIOIMITHH CE€ EKCKPETHPA B KbpMara npu xopa. Yactra ot a03ara Ha maiikara, [ojly4eHa ot
KbpPMAYETO, € U3UHUCIEHA C MHTEPKBAPTHIIEH ANana3oH 3—7%, ¢ makcHmyM 15%. EdexTnT Ha
AMNOAHNIMH BBPXY KbPMAUETATA € HEH3BECTEH.

He € n3BecTHO nany aTopBacTaTH ¥ HEeTOBUTE METAOONHTH ¢€ eKCKPETHPAT B YOBEWIKOTO MAHYHHO
MJTAKO. |

IIpH reXoBe NIa3sMEHUTE KOHUEHTPALHH Ha aTOPBACTATHH H HETOBHTC aKTHBHU METa0OJIMTH ca
CXOJIHY C TE3U B MIIKOTO (BX. TOUKa 5.3).

[lopagyu BL3MOIKHOCTTA 32 CEPHO3HH HEXENaHH PEaKiHH, JKeHHTE, TpreManiy AMIATop, He Tpabsa fa
KbpMAT Oebeta ot (BxK. Touka 4.3). ATOPBACTATHH € NPOTHBOMOKA3aH 33 ynoTpeda npe3 nepuoaa Ha
KbpMEHe (BXK. Touka 4.3).

DepruniuTeT
IIo BpeMe Ha MPOYYBAHHA BLPXY XXMBOTHH, ATOPBACTATHH HE € MMan €(peKT BbpXy (epPTHAMTETA Ha
MBIKKH WITY 2dKEHCKH MHIAUBHAM (BiK. Touka 5.3).

[Ipr HAKOHW DALUHEHTH, NeKyBaHH ¢ OJIOKEPH Ha KallHeBUTe KaHAU, ca ChOOIIEHH 00paTHMH
OMOXMMUYHMA NPOMEHH B IIaBM4KATA HA cnepMaTo3ouauTe. KIIMHHYHHTE 1aHHH Ca HEAOCTATBYHH NO
OTHOIHEHHE HA MOTEHUHAIHHA €(EKT Ha aMIIOJWITHH BRPXY deprinwTera. IIpH eIHO NpoyYBaHe NpH
MIBEXOBE Ca YCTAHOBEHH HEXENAHH €(DEKTH BBPXY MBXKKHS QepTHIHTET (BXK.TOUKA J.3).

4,7 Edexru Bupxy cnocobHocTTa 32 oG HpPAHE H padoTa ¢ MAIIHHH

He ca npoBexaaHm npOyuBaHus Ha eeKTHTE BhPXy cnocobrocTTa 3a wodupane ¥ paboTta c
MAIIHHH. AMJIOJUITHH MOXE A3 OKaxe ¢/iado W YMEpPEHO BIHAHKE BhPXY cnoco0HOCTTA 38
mopupaHe H paboTa ¢ MaMHA. BE3aMOXKHO € ¢cocoOHOCTTA 3a peakius Aa Ce BIICLIH TIPH NALUEHTH,
AOpHeMalild aMJIOJHIKH, KOHTO MOFAT Ja MOYYBCTBAT 3aMaliBaHe, riapobonue, yMOpa WK raaeHe.

[IpenopbuBa ce MOBHIIEHO BHUHMaHHE, 0CODEHO B HAYAIIOTO HA JIEYEHHETO.

ATOpPBACTATHH OKa3Ba HE3HAYMTEIIHO BIIHSHHE BBPXY CIOCOOHOCTTA 3a modupane H pabora ¢
MALIIHHH.

4.8 Hexenanu JexapcTBeHd peakKnHl

B13MOXHO € HexenaHdTe peakUni, HabnogapaHyi NpH CAMOCTONTENHA yrioTpeba Ha aTOPBacTaTUH
MJTH aMJIOJIMITMH, Aa ObJAT NOTEHUHAIIHHA HEXCAaHH peakiiuy npH ynorpebarTa Ha AMIAaTop.

rei3icHa, OTOK U YMOpa.

B 6a3ara nannu or naaueto-KOHTPOAMpaHU KIMHHYHW H3MHTBAHWA Ha aTOpBacTaT
16066 nauwentu (8755, npuemanu atopeactaruy, copsmo 7311, npueManyu maued



MPOAB/DKEHHUE HA CpeHO 53 ceamuum, 5,2% Ot nauMeHTUTe, MNpUeMasi aTopBacTaTHH, NMPEKPaTHIIH
pHeMa rnopajau HeKeNaHu peakiliuu, B cpasHeHue ¢ 4,0% Ot nauMeHTHTe, npueMau riaueoo.

Bb3 ocHOBa Ha 1aHHWTE OT KIMHHYHKMTE W3MMTBAHKA W OOraTHs NOCTMAapPreTHHrOB ONMUT, Tad/iMLaTa
o-10Jy npejacrass npoguia Ha HexKelaHW PeaKLMM Ha aTOPBACTATUH M HA AMJIOJIMITHH.

OueHKaTa Ha YecToTaTa Ha peakLMKTE € NOCoYeHa ChIJIACHO Clie/IHaTa KiacH(pHKaLMa: MHOIO Y€CTH
(=1/10); uectu (=1/100, <1/10); Heuectu (=1/1 000, <1/100); peaku (=1/10 000, <1/1 000); mHoro
peaku (<1/10 000), ¢ Hen3BecTHa yecToTa (Bh3 OCHOBA HA HAJIMYHWTE JIaHHU HE MOXKe Ja Obae
HalrpaBeHa OLICHKa).

C neuszsecmua

Uundexkunu u nudecranuu Yecmu Hazodapunru
Hapymenuns Ha KpbBTA H Peoku TpomOouuToneHus
JamM¢HuaTa cucrema
Mnoco peoxu TpomOouuTONEHHUS,
JIEBKOMEHHS
Hapymenus Ha aMyHHaATA Yecmu ANEepruyHM peakiu
cHCTEeMA
Mnoco peoxu | AnadunakTuyHa peakuus | AJIepruyHH peakLHH
Hapymenuns na merabosmmsma | Yecmu XHnepriiukemus
H XpaHEeHeTo
Hevecmu XUNorjiMKeMus,
[lonnxken aneTur
Mnoeo peoxu XunepriinkeMus
Hevecmu Koumapu, be3cbHue Jlenpecus, [Ipomenu B
HACTPOEHHETO (BKIL.
TPEeBOXKHOCT), be3cbHHe
IlcuxuyHH HApYILIEeHHs
OO0bpkaHoCT
Peoku
Hapymenuns Ha HepBHara Hecmu ['naBobonue COMHOJIEHTHOCT,
CHCTeMa 3amasaHocT, [ 1aBobonue
(Hali-BeUY€ B HA4aJI0TO Ha
JIEYEHHETO)
Hevyecmu 3amasHocT, [lapecresus, | Cunkon, Tpemop,
Xunoecresus, Jusreysus, | lucreysusa, Xunoecresus,
AMHe3us [lapecTe3us
Peoxu [lepudepna HeBponarus
Mmnozo peoxu

MuacTeHus rpaBuc




yecmoma

HEAOCTATHbYHOCT

HapyLICHUs
Hapymenus Ha ounre Hecmu 3pUTETHO HapylUEHHE
(BKJI. AMIUIONHA)
Hevecmu 3aMbIJIEHO 3peHHE
Peoxu 3pUTETHO CMYLLEHWE
C neuzeecmna | OvyHa MHACTEHHUA
yecmoma
Hapymenns Ha yxoro u Hevecmu Tunuryc Tunutyc
JadupuHTA
Mnoeo peoxu | Hamanes cnyx
Copaeunn Hapymenus Yecmu [Tannuraunm
Hevecmu ApuTmua (BKIL.
bpaaukapaus,
BenTpukynapHa
TaxMKapaus 1
[IpencbpaHO MBIKIAEHE),
Mmnoeo peoxu Hudapkr Ha MHOKapaa
CpaoBu HapymeHHs Hecmu 3auepBsiBaHe
Hevecmu XUNOTOHUSA
Mmnoeo peoxu Backyaurt
Pecnnaparopuu, rpbaHn Hecmu MapuHronapyHreanta JucnHes
H MeIHACTHHAJIHH 00Ji1Ka,
HapylIeHHs Enucrakcue
Hevyecmu Kauuua, PUunur
Cromamno-uypeBHH Yecmu Huapus, Koncrunaums, bonka B kopema,
HapyumeHus DnaryneHums, ['apene, /Jlucnencus,
["anene, Jlucnencus [IpomsiHa B M3XO0XKAAHETO
(BkJ1. /luapusa u
KoncTunaius)
Hevecmu [lopbluane, bosika B [Torpwbiuane, Cyxora B
ropHarta W JoJIHaTa 4act | ycrarta
Ha KopeMma, Epykrauus,
[lankpeaTur
Mnoeo peoxu [lankpeatur, ['acTpur,
[ ' MHruBasIHa XUnepruiasus
Xenaro-OnHapHu Heuecmu XenaTur
HApYIIEeHHS
Peoku Xosecrasa
Mnuozo peoxu | YepuoapobHa




Hapymienus Ha Koxkara u Hevecmu Yprukapus, Anoneuus, Anoneuwms, [Typnypa,
NOIKOKHATA ThKaH Koxen 0bpus, [lpypur Obe3uBeTsaBaHe Ha
Ko3kaTa, XUIepXHapo3a,
[pyput, O6pus,
Ex3anTteM, YpTHKapus
Peoku AHIMOHEBPOTHYEH €JIEM,
bynoseHn aepmartur, BKI.
epurema myarudopme,
CHHAPOM Ha CTUBbBHC-
JDKOHCBH M TOKCHYHA
enuiaepMaliHa HeKpo3a
Mnoeo peoku Anruoenem, Epurema
MyJaTudopme,
EkcdonunaruseH
NEPMATHUT, CHHIPOM Ha
CtuBBHC-/[DKOHCHH, €1eM
Ha KBuHke, Peakuus Ha
(OTOUYBCTBUTETHOCT
C neussecmmua TokcuuHa enuaepMasHa
yecmoma HEKpOJIH3a
Hapymenus na Hecmu Muanrus, ApTpairus, [TonyBaHe Ha rae3eHa,
MYCKYJ/IHO-CKeJIeTHATA bosika B KpaHHHLHTE, MyCKyJIHH criasMu
CHCTEeMa H MyCKYJ/THH cna3Mu,
CHEAHHHTEJIHATA ThKaH [ lonyBane Ha cTaBuTe,
boska B rupba
Hevyecmu bonka BbB Bpara, Aptpanrus, Muanrus,
MyckyiiHa ymopa bonka B repba
Peoku Muonatusa, MHO3HT,
Pabpomuonusa, Pyntypa
Ha MYCKYJIUTE,
TenauHonarus, nouskora
YCIOXKHEHH 10 pyNnTypa Ha
CYXOKHIIUA
Muozo peoxu | Jlynyc-nopoOeH CHHAPOM
C neuzsecmna | UmyHomeuvpana
yecmomd HEKPOTH3Hpalla
mMuonaTus*
Hapymenns na 6n0pennre u | Hevecmu Hapyiuenus Ha
NHKOYHHTE NbTHINA ypuHupaHeTo, HOKTypHus4,
[Tonakuypus
Hapymenus na Hevecmu MUMNoTEeHTHOCT,
BbL3NPOH3BOAHTEIHATA
CHCTEMa M rbpaaTa
Mnuoeco peoxu | ['mHekomacTus




O0wn Hapymenus u Mnoeo wecmu - |Orok
ePeKTH HA MACTOTO HA

NPHJIOKEHHEe Yecmu YmMopa, AcTeHus
Hevecmu Hepa3znonoxenue, bonka B repaure, bonka,
ActeHus, bonka B Hepa3nosoxkenue

repauTte, [lepudepen
oTOK, YMopa, [Tupekcus

H3zciienBanus Yecmu OTKJIOHEHHS B
pE3yJITATUTE OT
nabopaTopHuUTE
U3CJieIBaHMs Ha
yepHoapoOHara
byHKUHg**

[ToBHILIEHO HUBO Ha
KpeaTHH KHHa3a B KpbBTa

* Kk
Hevecmu [TonoxkuTeneH pe3yarar 3a | YBeJW4aBaHe Ha TErjoTo,
O€e/v KPbBHH KJIETKH B HamansgaHe Ha Ternoro
ypuHara, [loBuiuasaxe Ha
TErJ10TO
Mnozco peoku [loBuiueny HuBa Ha
4epHOAPOOHH EH3UMH
% %k %k

*Bux Touka 4.4

**Kakto u npu apyru uaxuburopn Ha HMG-CoA penykraszarta, Npu nalMeHTH, NpUeMaliyu
aTOpBAaCTaTHH € CbOOLIABaHO 3a MOBILEHW HHBA HA CePYMHH TpaHcaMuHa3H. OOMKHOBEHO, T€3H
MPOMEHH Ca YMEPEHHU, NPEXOHU U HE Hasarat rnpeKbCcBaHe Ha JleyeHneTo. KiMHUYHO 3HaYuMO
(>3 nbTH Ha/ ropHaTa rpaHiia) MOBULIEHEHHE Ha CEPYMHHTE TPaHCAMHMHA3H € Hab0AaBaHO NMpPH
0,8% ot nauneHTuTe, npuemally aropsacratii. ToBa nosuieHHe € OUI0 CBBLP3aHO C 103aTa U
00paTUMO NP BCHYKH MALIMEHTH.

***I1pu 2,5% oT nauMeHTHTE, NpUEMalLM aTOPBACTATHH, ca HabI0JaBaHK HUBA HA CEPYMHA KpPEeaTHH
kuHa3a (KK) nosuiienu noseye ot 3 nmbTH HajA ropHata rpaHulia Ha Hopmarta, noA00HO Ha ApyrH
uHxubuTopu Ha HMG-CoA peaykrasara B kiMHuuHM usnureanus. [1pu 0,4% ot nauueHrture,
NEKYBaHM C aTOPBACTaTHH, € UMAJIO NMOBHILIEHHE HAa HUBaATa noseye oT 10 MbTH HaA ropHaTa rpaHMLa
(BkK. TOuka 4.4) .

****Haii-uecTo BbB BpBb3Ka ¢ X0J1eCTasa.

[leanarpuuHa nonyaaums
[Ipy neaqnaTpuyHy nauueHTH Ha Bb3pact ot 10 10 17 roauHu, JieKyBaHH ¢ aTOpPBaCTaTHH, NMPOPHILT

Ha HEXKEJIaHM JIEKAPCTBEHU PEaKLMM € CXOJEH Ha TO3M NMpH NauMeHTH, npueManu ruauedo. Haii-
YEeCTHTE HEeKEIaHH peaklWH, HaOJIlI0aBaHy B ABETE IPyNH, HE3aBHCMMO OT OLIEHKATa Ha MPHYHHHO-
ClieICTBEHATa BPb3Ka, ca Ounu nnpexkumunre. He e HabnioaaBaH KIMHMYHO 3HAYUM €(PEKT BbPXY
pacTeka U NnoJIOBOTO Ch3psABaHE B 3-rOAMIIHOTO NPOYYBaHE, OCHOBAHO Ha OLICHKATa Ha LAJIOCTHOTO
Cb3psABaHE U pa3BUTHE, OLieHKaTa Ha ctaaus no Tauep (Tanner Stage) U u3mMepBaHETO Ha pbeTa U
Ternoro. [IpopunsbT Ha He30nacHOCT U MOHOCUMOCT NPH NEIHATPHYHU MALIUEHTH € 10
H3BECTHHA NMPOGd KA Ha 6e30NMacHOCT HAa aTOPBACTATHH MPH BL3PACTHH NALIMEHTH.
bazarta nanum 3a kiMHKuHa Ge30nacHOCT BKJIKOYBA JaHHHM 3a Ge3onacHocT 3a 520
MalMEHTH, KOUTO Ca MOJIyYaBay aTOpBACTaTHH, CPe/l KOUTO 7 nauMeHTa rnoja 6-ro
MalMEHTH BbB Bb3pacToBa rpyna otr 6 10 9 1 392 nauueHTH BbB Bb3pacToBa rpyn

o'f 10 10 I? Bw
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OCHOBA HA HAIMYHUTE JaHHH, YE€CTOTATA, BHIBT H TEXKECTTA HA HEIKENAHH PEaKI[UM IPH AeLiaTa Ca
1og00OHU Ha TE3H MPH BL3PACTHHTE.

CneaHuTe HeXXeNaHH peakiuy ¢a ¢bhoOileHd NpH ynorpedaTta Ha HAKOH CTATHHU:

— CexcyaiHa AUCchYHKINSA

- Henpecus

—  Hszonupanun cnyuyan — uareperuaraniia 6esonpodna OSonect, Hail-Beue IpH NPOABIDKHTENHA
Tepanus (BXK. Touka 4.4)

- 3axapen auaber: UecTorara 3aBHCH OT HATHYMETO WIHW OTCHCTBHETO HA PHCKOBH (PakTopH

(kpbBHa 3axap Ha rnagHo >5,6 mmol/L, UTM>30 kg/m?, noBuiueHy TPUIIHUEPHIH, AHAMHE3A
38 XMINEPTOHUH ).

Crobuarane na No03HpaHKi HEXENAHW PEaAKHN

CrolmapaneTo Ha NOJO3HPAHH HEXENaHH Peakliii cliel paspeliiaBaHe 3a ynorpeba Ha neKkapcTBEHUs
NPOAYKT € BakHO. ToBa nMo3BOMNABa 14 NPOALIKH HaGMIONEHHETO HA ChOTHOLIEHHETO 110J133/PHCK 32
NEeKapCcTBeHHA OpoayKT. OT METUIIMHCKMTE CIELMATIHCTH Ce H3UCKBA J1a ChOoOIIaBaT BCAKA
NOLO3MpaHa HEXEJIAHA PEakLMg Ype3 HallMOHAIHA CUCTEMA 33 CboOLEaBane KeM M3nbnnurennara

areHuMs no nekapcreara, yi. . Jlaman I'pyes” Ne 8, 1303 Codmg, ren.: +35928903417, yebdcaidr:
www.bda.bg.

4.9 Ilpcnosnpane

Hama cwobuieHy cimyyan Ha npeno3upaHe.

Amaoournun
CrpliecTBYBa OrpaHHY€H OMHT OTHOCHO NpeaHaMepeHo Npeao3upaHe IpH Xopa.

Cumnmonu
OT HAJIMUHATE NaHHU MOXKE [1a Ce MPEANOJIOKH, Y€ CEPUO3HOTO NPENO3UpaHe MOXKe 1A OpeIU3BUKA
MpeKoMepHa nepudepHa Ba3oAUIaTaLMA H, €BEHTYAIHO, pediekcHa Taxukapausa. Mma chobimeHus 3a

HU3ABCHA H CBCHTYAJIHO NPOALJXKUTEIHA CHCTEMHA XHITOTOHHA 40 H BKMIOYHTEITHO 10K € JICTAJICH
HU3X0oN.

Hekxapauorenen 6enoapodeH oTok ce chodInaga psako KaTo nociaeguua OT Ipeao3upane ¢
aMJIOIMNMH, KOUTO MOXKE a Ce MPOSBH CBbC 3a0aBCHO Hauano Ha edekra (24-48 uaca cien
MOTBIIAHE) M J1a U3HCKBA H3KYCTBEHA BEHTHIALMS. PaHHUTe peaHHMALHOHHH MEPKH (BIKJIIOUHTETHO
HATOBAPBAHE C TEUHOCTH) 3a MIOAAbLPKAHE Ha Nepdy3uATa M ChpAeyYHUs AeOHT Morar Aa Opaar
YCKOpABaIH (paKkTopH.

Hevenue
KAHHMYHO 3HaYMMa XMNOTOHHS, Ah/DKAINA Ce Ha MPeA03HPaHe HA aMJIOAUITHH, U3HCKBA ChPACHHO-
CBAOBH MEPKH, KOUTO BKIIOUBAT YECTO HAOIIO/ICHHE HA CHPAEUYHATA W JNXATE/NHA (hYHKLHH,

NOBIWIraHe Ha KpaHHHIIKTE H BHUMATENHO Npocie/iapaHe Ha obeMa Ha UMPKYIHpALIUTE TEYHOCTH H
OTJEJICHATa YPUHA.

Ynorpebara Ha BA3OKOHCTPHKTOP MOKE /1a IOMOTHE 3a Bb3CTAHOBSIBAHE HA ChJOBHA TOHYC H
KPbBHOTO HalsAraHe, NpH yCIOBHE Ue HAMAa MPOTHBOMOKA3aHUA 34 Npuiaradero My. BeHosHoTo

NPHIOKEHHE HA KATIHER NIIOKOHAT MOXeE Ja € OT 110134 3a oOpbliuaHe edekra Ha Oiiokana Ha
KaJUuHECBHTEC KAHA M.

Ha abcopOiLMs HA aMAOHITHH.

Ts# KaTo dM/I0JHITHH CC CBDP3IBA B '0JiaMa CTCIICH C MPOTCHHHTE, HC € BCPOATHO I
OT 110J134.




Amopeacmamur

Hsama crnenm@HuHo neyeHue 3a npego3HpaHe Ha aTopBacTaTHH. B ciyvaii Ha npeaosupane,
MalHeHTET TPAOBA 1a OBbJe NeKyBaH CUMIITOMATHYHO U TPSOBa 1a ce B3EMAT CHOTBETHHTE
HaN0XXHTEJIHH NOMOLIHH MEPKU. Tpa0Ba aa ce HANPaBAT U3CJIEABaHUS HA YEPHOAPOOHATA (PYHKLHMA U
TpaOBa aa ce npocneaasat HuBara Ha KK B cepyma. Ilopaau BrcokaTa cTeneH Ha CBBP3BaHe Ha

dTOpPBACTATHH C IUIA3MEHUTEC MNPOTCHHH, HE C€ OHAKBA XeMOOHAIIH3aTa Aa MOBHIIH 3HAYHTECITHO
KITHPBHCA HA aTOPBACTATHH.

5. ®APMAKOJIOTHYHH CBOUCTBA

5.1 OapMakoTHHAMHYEH CBOHCTBA

dapmakorepaneeTHyHa rpyna: CpezcTsa, IOHHXABALIH CEPYMHUTE IMMHAN, HHXHOWTOpH Ha HMG
CoA penykrasaTa, Apyru KoMOHHaLM (aTopeactatid B amimogunui). ATC koa: C10BX03

Amopsacmamun

ATOPBACTATHH € CEJIEKTUBEH KOHKYpeHTeH nHxuburop Ha HMG-CoA penykrasara,
CKOPOCTOONPEAENIl €H3UM, KOHTO NpeBpbila 3-XHAPOKCH-3-METHA ITyTaApHA-KOEH3HM A B
MEBAJIOHAT, MPEKYPCOP HA CTEPONIUTE, BKIIOUKHTEIHO XojlecTeposa. B uepHus xpod
TPHTHLEPHINTE H XOJICCTEPONET CE BKIIKYBAT B JIMIIONPOTEHHH ¢ MHOTO HHCKa mbTHOCT ( VLDL) H
CE& OTACNAT B ILNA3MaTa 34 IPEHACAHE 10 NEPHOEPHUTE THKaHH. JIMMONPOTEHHUTE ¢ HHCKA NABTHOCT
(LDL) ce obpasysat or VLDL u ce pasrpaxjar rinaBHo 4pe3 pelenTopy ¢ BHCOK apUHUTET KbM
LDL (LDL penenrop).

ATOPBACTATHH ITOHWKABa CCPYMHHUTE KOHLIEHTPALIAM HA XONECTEPONA H THMONPOTEHHHTE Ype3
unaxubHpase Ha HMG-CoA penykTasata 4 GHOCHHTE3a HA XOJIECTEPON B UepHHA Apod U YBEIHIABA
Opos Ha yepHOAPOoOHHUTE peuenTopu 3a LDL BLpXy KiIeThuHATa NOBLPXHOCT HA YepHHS Apod, 3a Jia ce
YCHWIH YCBOABAHETO U pasrpaxcaaHero Ha LDL.

ATopBacTaTHH Hamassea obpasysanero Ha LDL u 6pos na LDL vacTHuwure. ATOpBacTaTHH
NpeAN3BUKBA 3HAYMTEIHO U AHATOTpaiiHO TIOBHLLABAHE HA AKTHBHOCTTA Ha peuenTopuTe 3a LDL, xoero

€ CRBP3aHO ¢ ONaronpusTHa APOMsHA B KauecTBOTO Ha uupkyaupamure LDL yactium. AtopBactatii e
epekTHBEH Npy HamanaBaHeTo Ha LDL-C npu nauMeHTH ¢ XOMO3HroTHa aMHIHa
XHIIEPXONECTCPONIEMHS, MOMYNALIHA, KOATO OOMKHOBEHO HE C€ MOBJAUABA OT
NMUMHOTIOHWKABALUH JIEKAPCTBEHU MPOAYKTH. |

[Ipy W3NHTBaHMA ¢ PA3TUYHH JO3H € YCTAHOBEHO, Y€ ATOPBACTATHH NOHUXKABA KOHUEHTPALMUTE HA
obua-C (30%-46%), LDL-C (41%-61%), anonunonporenH B (34%-50%) 0 TpHIIHUEPUAUTE
(14%-33%), HO npean3BUKEa NpoMeHanBo nosumasane Ha HDL-C v anonunonporeun Al.

Tesu pesynrary ca yCTAHOBEHH NPH NAUKCHTH ¢ X€TCpOo3uroTHa pamunna
XMIICPXOJIECTEPONEMHIL, HeDaMHJIHH GOPMH HA XHIIEPXOJIECTEPOIEMHA H CMECCHaA
XUMNEPNHITHASMHS, BKITIOUMTEIHO TIALMEHTH C HEUHCYIMHO3ABUCHM 3aXapeH aAHaber.

HokasaHo e, 4¢ RaManasaHeTo Ha obuua-C, LDL-C u anonunonpoTtens B Hamanaea pucka ot
CHPAEYHO-CHAOBH HHUHACHTH H CHPACYHO-CHI0BA CMBPTHOCT.

XOMO3HIOTHA (DAMIJIHA XUNEPXOJIECTEPOIEMHMS

B MHoroueHTposo, 8-ceMHYHO, OTBOPEHO M3NKMTBAHE 33 ChCTpaAaTeNHa ynorpeba c
HE3aB/LKHUTENHA (a3a Ha IPOAB/IKEHHE ¢ pa3/IMYHO BpEMETPAcHE, ca OuiIM BKIIOYEH
85 OT KOHTO Ca ONpeAeIeHH KATO MALMEHTH ¢ XOMO3HroTHa (JaMunHa XUIEpXoNecTe CHIpA; -5
Te3H 89 NalHeHTH CPEAHUAT NPOIICHT NoHMkeHHe Ha LDL-C e 6un okono 20%. Ato ‘Bgc‘:'{awfie 7 |
MpUIarad B 1034 10 80 mg/qHeBHO. Vg o A



ATepockneposa

[Tpn ,,H3nuTBaHE 3a peBepcupaHe Ha aTEPOCKAEPO3aTa C ArpecHBHO MOHWKABAHE HA THUNHANTE”
(“Reversing Atherosclerosis with Aggressive Lipid-Lowering Study”) (REVERSAL) edexTeT OT
MHTEH3KBHO MNOHWKABAHE HA THNHUAMTE ¢ aropBacTariH 80 mg 1 OT CTAHAAPTHOTO MOHKKABAHE HA
JIMNNAATE C MpaBacTaTHH 40 ME NPH KOPOHapHa aTepoCKAepo3a NPH AaHTHOTPadHs € OLEHEH Ype3
H3II0/I3BAaHE HA HHTpaBackynapeH yatpa3syk (IVUS) nopu napenTn ¢ kopoHapHa 60J1ecT Ha CbpLIETO.
[Ipn ToBa paHAOMU3MPAHO, JBOHHO CNANO, MHOTOLEHTPOBO, KOHTPOJIHPAHO KIHHHYHO H3NUTBAHE €

rnpased WHTpaBacKyiapes yaTpassyk (IVUS) na u3xonno HuBo H Ha 18 meceua npu 502 nauueHTH.
He e umano nporpecupalie Ha aTepockiepo3ara B rpynara ¢ aroppacTaTit (n=233).

CpeaHMAT NPOLCHT H3MEHEHHE B OOILIHA 00eM Ha ATEPOMUTE ([TBPBHYEH KPUTEPHI 32 U3MHTBAHETO)
OT M3XOAHOTO HHBO € — (,4% (p=0,98) B rpynara ¢ atopeacrarus u +2,7% (p=0,001) 8 rpynara ¢
npasacTaTthH (n=249). EdexTsT Ha aTOpBacTaTHH € cTaTucTHYecKH 3Ha4uM (p=0,02) B cpaBnenue ¢
npaBacTaTHH. EdekThT Ha HHTEH3HBHOTO MOHMKABAHE HA NHNHMTE BBPXY ChPACHHO-ChIOBHTE KPaHHH
TOYKH (T.¢. HeOOXOAMMOCT OT peBacKyaphsarys, HedaTaned HHPAPKT HA MHOKAP/a, KOPOHApHa CMBPT)
HE € M3C/I€BaH B TOBA W3IIMTBAHE.

ITpu rpynarta ¢ aropsacratun LDL xonectepon e Hamaneu cpeano ¢ 2,04 mmol/L 0,8 (78,9 mg/dL
1+30) ot uzxoanoto Hueo 3,89 mmol/L £ 0,7 (150 mg/dL. +28) v nmpu rpynara ¢ npasacTaTHH [0
cpeaHo 2,85 mmol/L + 0,7 (110 mg/dL +26) ot u3xoanoto uueo 3,89 mmol/L + 0,7 (150 mg/dL £26)
(p<0,0001). ATopBacTaTHl CHLHIO TAKA 3HAYHTEIHO HAMANIABA CpeaHUA 00LL xosecTepod (total
cholesterol, TC) ¢ 34,1% (npaBactarun -18,4 %, p<0,0001), cpeanyure HHBa Ha TpHINHUepuaHTe (TG) C
20% (npaBactatun: -6,8%, p<0,0009) u cpeanus anoaunonporeny B ¢ 39,1% (npaBacrarun: -22,0 %,
p<0,0001). AropBacrarun yeenuuasa cpeaunst HDL xonecrepon ¢ 2,9% (npasactatiu: +35,6 %,
p=NS). Hma cpestto 36,4% namanenne Ha CRP npu rpynara ¢ aTopBacTaTuH B cpaBHeHHe ¢ 5,2%
HaManeHHue NpH rpynara ¢ npasacratud (p<0,0001).

PesyntarvTe OT U3cneBaHETO ca NOJYHEHH 3a ChABPXKAHHES Ha aKTHBHOTO BellecTBO §0 mg.
CnenoBaTenHo, Te He Morar aa ObAaT eKCTPanofiMpPaHH KbM TO-HHCKH JO3H.

Hpr.)(bmmTe Ha 0€30nacHOCTTa U NTOHOCHMOCTTA ¢a CpaBHHMH B JABCTC FPYIIH,

E(eKThT Ha HHTEH3HBHO NTUNMIOTIOHHIKABAHE HA OCHOBHH CHPACUHO-CHAOBH KpaHHH TOYKH HE €
M3CIIC/IBaH B TOBA NpoyyYBane. CNef0BaTeNnHo, KNYHUYHATA 3Ha4MMOCT Ha TE3HM PEIYJITATH 1O
OTHOLIICHHE HA ITBPBUYHATA W BTOPUUHATA PO HIAKTHKA HA ChPACHHO-ChA0BU CHOUTHI HE €
H3BECTHA.

OCThp KOPOHAPEH CHHAPOM

B npoyuraneto MIRACL aropeacrarun 80 mg e oueten npu 3086 naunenTn (aropeactatud n=1538; -
nianebo n=1548) ¢ ocTep KopoHapeH cHHIpoM (MH(apKT Ha MHOKapAa Oe3 HasivuMe Ha Q Bb/IHa WM
HecTaOWIHA aHruHa). JleueHHeTo € 3anoYHano no BpeMe Ha octpara ¢asza caes npueMane B OONHULA

W pOoJbJ/DKaBa 3a nepuos oT 16 ceamuur. Jicucuuero ¢ atopsactaTHH 80 mg AHEBHO yIb/DKaBa
BPEMETO 32 M0ABAa HA KOMOMHHMPAHATA NbPBUYHA KpaiiHa TOYKa, JepUHHPAHA KATO CMBPT M0 KAKBATO

¥ Na € ApHYHHa, HepaTaneH HHAPKT HA MHOKap/a, pcaHUMAIIHA Clie/l CIIMPaHe Ha ChpAcYHaTa
ACHHOCT WIH aHIMHA MEKTOPHC ¢ MPHIHAIH Ha MUOKAP/AHA HCXEMHUS, KOATO H3HCKBA NpHEMaHe B
Oonuuua ¢ HamangBane Ha pucka 16% (p=0,048). Toea ce TBJDKHM OCHOBHO Ha HAMAIABAHE HA PHCKA C
26% npyn NOBTOPHO NpHeMaHe 3a aHIMHA MIEKTOPHMC ¢ NPH3HAaIKY Ha MuokapaHa uexemud (p=0,018).
Jpyrute BTOpHMYHH KpailHHi TOUYKH HE Ca CAaMOCTOATETHO 3HAUYHMH {(00wo: ianedo: 22,2%,
aTopBacTaTHH: 22,4%).
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IpodunbT Ha BezonacHocT Ha aTopBacTaTui B W3nuTeaHeto MIRACL e B ¢bOTBETCT
B TOYKa 4.8.

Iipoguraxmura na cvpdeuno-cv008u 3a6026aHUL




EdexTbT Ha aTOpBacTAaTHH 32 JieTaJHA M HeJleTa/Ha KOpOHapHa DOJIECT HA ChPLIETO € OLEHEH B
PaHJ0MH3HPaHO, 1BOHHO casno, naauedbo kouTposupano Aurio-CkanauHascko IlpoyusaHe 3a
Copaeunu Pesynratu - Jlunuaononmwikasawo pamo (Anglo-Scandinavian Cardiac Outcomes Trial
Lipid Lowering Arm) (ASCOT-LLA). [Tauunenrture ca ¢ xuneprouus, 40-79-roauiuHa sb3pact, 0e3
npejLuecTBatl MHoKap/ieH HHpapkT uiu Jevenue 3a anruda u ¢ TC nupa <6,5 mmol/L (251 mg/dL).
BCcHUKH NMauMeHTH ca MMalii NoHe 3 0T NpeABapUTE/IHO ONPEAEIEHUTE ChPAEYHO-ChA0BH PUCKOBH
(aKTOpU: MBIKKH 1101, BL3pACT >55 roauHu, nyiuexe, auader, anamuesa 3a KbC npu poaHuHa oT
nbpBa avHuA, TC: HDL-C>6, nepudepna cbaosa Gonect, neBokamepHa xuneprpodus,
npellecTBald MO3b4HO-CHA0BH cbOUTHA, crieunduunn EKIT anomanuu,
MPOTEUHYPHUA/an0yMuHypus. He BCHUKM BKJIKOYEHH MALMEHTH CE€ OHAKBA /la MMAT BUCOK PHUCK 3a
NMbPBO CbPAEYHO-CHA0BO CHOUTHE.

[TaunenTuTe ca OMNU NeKyBaHMU ¢ aHTUXMUNEPTEH3HWBHA Tepanus (pexum Ha Oa3aTa Ha aMJIOAMITMH MITH
aTeHos0J1) 1 Wik aropsacratud 10 mg aueBHo (n=5168), nnu nuauedo (n=5137).

ADCOMOTHOTO U OTHOCUTEJIHOTO Bb3EHCTBHE 32 HAMAJISIBAHE HAa PUCKA MPH aTOPBACTATHH € KAaKTO
cneaBa;

Cooumue Hamanenue na | bpou na Hamane-  p-
OMHOCUMENHUA | ChOUmMmuama HUue Ha cmounocm
puck (%) (amopeacmamun = adcoirlom-

| cnpamo naauedo) HuA puck’

(%)

- Jleranna KbC numoc Heneranex 36% | 100 cnipamo 154 1,1% 0,0005

M) R S o § il
OO0LM CBpACYHO-CHIOBH 20% 389 cnpsimo 483 1,9% 0.0008
CBOUTHUS U MPOLIEYPH 1O |

 peBacKyJapu3auus - ] | _
O6um KopoHaphu cbouTHs  29% | 178 cnpsamo 247 1,4% 0,0006

' Bb3 OCHOBA Ha pa3/IMKaTa B ﬂpHﬁﬂH3HTEﬂHHH npouEHT Ha CHOWTHSATA, BH3HMKBALIH MPH MEAHAHHO
npocieasBaHe 3,3 roaAuHHM.
KbC = koponapha 6osiect Ha cbpuero; UM = undapkr Ha MHOKapaa.

Hsma 3HayuMo HaMansBaHe Ha o0lIaTa CMBPTHOCT H CMBPTHOCTTA OT ChPAEYHO-ChA0BH 3a00/19BaHNS
(185 cpemy 212 cuburus, p=0,17 u 74 cpeuty 82 cuoutus, p=0,51). B noarpynoBute aHaJIH3H 110
nos (81% muxe, 19% rxenu), GnaronpusrteH eekT Ha aTOpBacTaTUH ce HabK01aBa MPU MbXKE, HO HE
MOJK€ 1a Obj/ie YCTAHOBEH NPH JKEeHH, BEPOATHO MOpa i HHCKATA CTeneH Ha CbOMTHA B XKEHCKaTa
noarpyna. O6wara CMbPTHOCT M CMBPTHOCTTA OT ChPAEYHO-ChI0BH 3a00J151BaHUs €A YUCJIEHO T10-
BHCOKH TPH NMAUKWEHTH OT XKeHCKH nos (38 cpeuty 30 u 17 cpeuty 12), HO TOBa HE € CTaTHCTHYECKH
3Ha4YuMO. MMa 3HauuMo B3auMOAEHCTBHE HA JICYEHHUETO C AHTHXMUNEPTEH3UBHATA TEPANKA Ha H3XOAHO
HUBO. [IbpBHYHaTa KpaitHa Touka (dharanen KBC nmoc nedaranen UM) e 3HaunMo HamaneHa ¢
aTOPBACTATHH MPH MaLKEHTH, JieKyBaHH ¢ amnoaunud (HR 0,47 [0,32-0,69], p=0.00008), Ho He 1 npu
Te3M, eKyBaHHu ¢ areHonoua (HR 0,83 [0.59-1,17], p=0,287).

EdexTbT Ha aTOopBacTaTUH BbPXY JIETATHH M HEJIETAJIHH ChPACUHO-CHI0BH 3a0019BaHMS CHIIO €
OLIEHEH W NPH PaH/10MHU3UPAHO, IBOHHO CAANO, MHOMOLICHTPOBO, IU1a1ed0 KOHTPOJHUPAHO H3MHUTBAHE,
KonabGoparueHo usnuTBate Ha atopsactatut npu anader (Collaborative Atorvastatin Diabetes Study
(CARDS)) npu naumenTtu ¢ auaGer tun 2, 40-75 roamuisum, 63 aHamHesa 3a CbpEHHO-Cbh10BH
3abonaBanus u ¢ LDL-C<4,14 mmol/L (160 mg/dL) u TG<6,78mmol/L (600mg/dL). Bcuuku
MAaLKHEHTH ca UMaJIK NMoHe | OT cieiHUTe PUCKOBH (PAKTOPH: XMIMEPTOHMS, THOTIOHOIYLLIEHE B_~
MOMEHTA, PETHHONATHA, MUKPOAJIOYMHUHYPUS MU MAKPOAIOYyMUHYpPHUA. &

[TaurenTute ca OuM NekyBaHu MM ¢ aropsactati 10 mg nnesHo (n=1428) uam naa
3a CpeIHO IpocyieasiBaHe OT 3,9 roauHu.
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CnOurTne Hamanenun bpou na Hamaﬂenne p-

' e Ha chOnTHHATA Ha a0CoII0T- | CTOMH
OTHOCHTEN | (aTOpBACTATH HHs pHck '  ocT
-HHSl PHCK | H COpPSMO (%)
(%) njaaunebo)

'onemu cbpaeyHO-CHIOBH CHOHTHSA 37% 83 cnpamo 3,2% 0,0010

(neraneH u Heneraned OUM, tux UM, 127

‘cmbpT nopaaum octpa KbC, Hectabunna

creHokapaus, BKA, TTTKA,

 PEBACKy/1apu3aL1s, HHCYIIT)

UM (netanen u neneranen OUM, tux | 42% 38 cnpamo 64 | 1,9% 0,0070 |

HUM)

EHHC)M]TH (JI€TAJIHK U HENETAIHM) 48% 21 cnpamo 39 | 1,3% 0,0163 |

' B3 ocHOBa Ha pa3iiMKaTa B NPUOIM3UTEIHUS NPOLIEHT Ha ChOMTUATA, B3HUKBALLM NPH MEIHAHHO
npocieassaHe 3,9 roauHu.

OHUM= ocTep uHdapkT Ha muokapaa ; BKA=6alinac Ha koponapHara aprepus; KbC=kopoHapHa
Oonect Ha chpuero; UM=undapkr Ha muokapa ; [ITKA=nepkyTaHHa TpaHC/lyMHHAJIHa KOPOHApHa
AHIHOIUIACTHKA.

Hsma naHHM 3a HAJIMYKETO Ha pa3iiMKa B e)eKTa OT JICYEHHETO Ha MAUMEHTHTE MO M0J1, Bb3PacT HIIH
H3X0aHOTO HUBO Ha LDL-C. BnaronpusarHa TenaeHums ce Habno1aBa o OTHOLIEHHE HA HUBOTO Ha
CMBpTHOCTTA (82 CMBPTHU ciyyas B rpynarta ¢ niauebo cpeuty 61 cMbpTHH ciiyyas B rpynara ¢
aropBactatuH, p=0,0592).

[Toemapsw ce uncynm

[1Ipn u3nureanero ,,Ilpodunakrika Ha HHCY/ITa Ype3 arpecMBHO HAMAJIBAHE HA HUBATa Ha
xonectepona” Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) e ouexeH
edekTbT Ha aropBacTaTiH 80 mg 1HeBHO WM ranebo BbpXyY UHCyATa npu 473 1 nauMeHTH, KOUTO ca
MpeKapaii HHCYJIT WIIH MPEXO0HO HapyLUIEeHHEe Ha MO3bYHOTO KpbBooOpauienne (TUA) B paMKkuTe Ha
nocjieiHuTe 6 Mecella M HAMaT aHaMmHe3a 3a kopoHapHa Gonect Ha cbpueto (KBC). IauuenTture ca
60% ot MbxKKM noJ, Ha Bb3pacT 21-92 roaunu (cpeaHa Bb3pacT 63 roaunu) U cbe cpeaecH LDL Ha
“3X0aHO HUBO OT 133 mg/dL (3,4 mmol/L). Cpeauuar LDL-C e 73 mg/dL (1.9 mmol/L) no Bpeme Ha
ne4yexue ¢ aropsactatuH U 129 mg/dL (3,3 mmol/L) no Bpeme Ha neyenue ¢ naauedo. CpeaHoTo
npocieaasate € 4.9 ronuHm.

AtopsacratiH 80 mg HamasisiBa pyCKa OT IMbPBHYHATA KpaiiHa TOYKA HA JIETAJICH WK HENETalICH
uueynt ¢ 15% (HR 0,85; 95% CI, 0,72-1,00; p=0,05 wau 0,84 95% CI, 0,71-0,99; p=0,03 cnen
KOPEKLHs Ha U3XOJIHUTE (PaKTOpHU) B cpaBHEHHE € Mnaauebto. CMBPTHOCTTA NO BCAKAKBH MPHYHHH €
9,1% (216/2365) 3a atopBactaTiH B cpaBHeHue ¢ 8,9% (211/2366) 3a niauebo.

[Tpu post-hoc ananuza, atopBacrarun 80 mg Hamansea yectorara Ha HcXeMuveH UHCYAT (218/2365,
9,2% cpeuty 274/2366, 11,6%, p=0,01) 1 yBeMuaBa yecToTaTa Ha XeMoparudeH HHCynT (55/2365,
2,3% cpeuty 33/2366, 1,4%, p=0,02) B cpaBHeHue ¢ miauebo.

- PHCKBT OT XeMOparu4yeH WHCYJIT Ce yBeIM4YaBa Nnpy NauHeHTH, KOMTO Ca Ce BKJIHOYH/IN B
M3IMTBAHETO C NPEALIECTBALL XEMOparuuyeH HHCYAT (7/45 3a aTOpBacTaTUH B CPABHEHHE C

4/701 3a nnauebo; HR 4,99; 95% CI, 1,71 — 14,61), a pucKbT OT HCXEMHYEH U ym" c1>u10



HamasisBa npu Te3u naumenTtu (79/708 3a atopsacrarun B cpasHenune ¢ 102/701 3a nnauedo;
HR 0,76; 95% CI. 0,57-1,02). BE3MO3KHO € HETHUAT PUCK OT UHCYJIT Aa ce YBeJHUYaBa npu
MaLHeHTH C NMpeKapaH no-paHo JakyHapeH UH(papKT, KOMTO MOJy4yaBaT aToOpBacTaTHH

80 mg/nen.

CMBpTHOCTTA N0 BCAKaKBU npuurHu € 15,6% (7/45) 3a atopBactaTtiH B cpaBHeHue ¢ 10,4% (5/48) B
MoArpynara nalMdeHTH ¢ npeKapaH no-paHo xeMoparvyeH UHHCYJIT. CMBbPTHOCTTA MO BCAKAKBH
npuurHK € 10.9% (77/708) 3a atopBactatun B cpasHeHue ¢ 9.1% (64/701) 3a nnauedo B noarpynara
MaLHEHTH C NpeKapaH Mno-paHo JaKkyHapeH HH(apKT.

[leanarpuyna nonyaauus

Xemepo3zuecomna hamunna xunepxoaecmeponemusi npu NEOUAMPUYHU NAYUEHMU HA 8b3pacm 6-

17 coounu

[IpoBeneHo e eqHO 8-ceAMHUHO, OTBOPEHO M3INWTBAHE 3a OLEHKA Ha (papMaKOKHHETHKATA,
(papmakoarHamMuKkaTa H 6€30MaCHOCTTa M MOHOCHMOCTTA HA ATOPBACTATHH MPH JCLIA W FOHOUIH C
FeHETHYHO NMOTBBbPAEHA XETePO3UroTHA (haMKIHA XHMEPXOJIECTEPOIEMHS H W3X0AHO HUBO Ha LDL
xonecrepos >4 mmol/L. Bxatouenn ca o610 39 neua v 1oHowM Ha Bb3pact ot 6 1o 17 roaunu. B
KoxopTa A ca BKItoueHH 15 aeua Ha Bb3pact ot 6 10 12 roauny u craauii Ha pasputre 1 no Tanep. B
koxopta b ca Bkimouenu 24 neua Ha Bu3pact ot 10 10 17 roaunu u craauii Ha passuthe >2 no Tanep.

Havanuara 1032 oT aTopBacTaTHH € 5 mg AHeBHO noja ¢opmara Ha TabjeTka 3a JbBYEHE B KOXOpTa A
v 10 mg nueBHo B TabnetHa ¢opma B koxopra b. Pa3peiuasa ce ABOHHO NOBULIIEHHE Ha 103aTa Ha
aTOpBAaCTaTHH, B CIIyYai Y€ y4aCTHUK He € MOCTHIHa npULenHara croiHocT Ha LDL xonecrepona ot
<3,35 mmol/L Ha ceamuua 4, kaTo aTOpBAacTaTHH € MoKaszaj 100pa MOHOCHMOCT.

Cpennurte croitnoctu Ha LDL-C, TC, VLDL-C u Apo B ca ce nonwkuiu npe3 2™ ceaiMuLa npu
BCHYKH YYacTHHULM. [ Ipu yyacTHHIMTE C yIBOEHA /103a € HA0/10/1aBaHO A0MbJIHUTEIHO MOHHKEHHE
Ollle Ha BTOpaTa CeIMULIa, NMPH MMbpBaTa OLEHKA CJIe/l NOBUIIEHHUETO Ha J03aTta. CpeAHOTO NPOLEHTHO
MOHMKEHHE HA JIMITUHUTE MapaMeTPH Ca CXOHHU MNP ABETE KOXOPTH, HE3aBUCUMO J1a/TH
Y4aCTHHULIMTE MPOAL/DKABAT Ja MPHEMaT MbpBOHAYalaHaTa CH J103a WJIH yaBoeHa ao3a. Ha 8™
CEAMMULIA CPEIHHUAT NMPOLIEHT HA NPOMSAHA CNPAMO H3X0AHOTO HUBO npu LDL-C u TC e cborBeTHO
npubausuTenro 40% w 30% npu paziUuHUTE 103UPOBKH.

BbB BTOPO OTBOpPEHO, €1HOpaMEHHO MpoyuBaHe, 271 MoMuYeTa H MOMHYETA C XETEPO3UIOTHA
xunepxonecreposiemud (HeFH), Ha Bb3pacT 6-15 roaunu, ca Ouiin BKIIOYEHH H JIEKYBaHH C
aToOpBACTATHH /10 TPH rOAMHU. BKJIIOYBAHETO B NPOYYBAHETO € U3UCKBAIO NOTBbPAEHA XETEPO3HIOTHA
xunepxonecreponemus (HeFH) u u3xoano nuso Ha LDL-C>4 mmol/L (npubnusutento 152 mg/dL).
[IpoyuBaHneTo e Bkmousano 139 neua B craamii | Ha passutie no Tanep (0OMKHOBEHO BapHpally OT
6-10 roaunm). Jlo3upoBkaTta Ha aTopBacTaTHH (BEAHBK AHEBHO) € OWla 3ano4HaTa ¢ 5 mg (Tabnerka
3a IbBYEHE) NpH Aeua Ha Bb3pact noa 10 roaunu. Jeuara Ha b3pact 10 roiMHu 4 noseye ca
3anoyHaiu ¢ 10 mg aropBacraTuH (BeAHbXK AHEBHO). Beuuky eua ca Moriiv aa ObaaT THTPUPaHH J10
MO-BHCOKH 103H, 3a Aa ce nocturue uenra<3,35 mmol/L LDL-C. Cpeanara u3mepeHa 103a 3a Jela Ha
BB3pacT oT 6 10 9 roauuu e 19,6 mg, a cpeaHara u3mMepeHa a03a 3a aeua Ha Bb3pacTt 10 roauHH
noeeue € 23,9 mg.

Cpennara (+/- SD) 6a3oBa croiitoct Ha LDL-C e 6una 6,12 (1,26) mmol/L, koeTo e npubIH3HTETHO
233 (48) mg/dL. OkoHuaTenHuTe pe3ysiTaTv MOraT Ja ce BUAAT B Tabnuuara no-a0:7y.

JlaHHHTE ca CbBMECTHMMU C JIMTICATA Ha JIEKapCTBEH e(DeKT BbPXY BCEKH €IMH OT NapaMeTpHTE Ha
pacTe)ka W pasBMTHETO (T.€. pbeT, Terno, MTM, craauii no Tauep, oueHKka Ha U3ciea0BaTens 3a
UAZIOCTHOTO Ch3PsABAHE W Pa3BMTHE) NPH NEAMATPUYHM NaLMEeHTH W 1oHowH ¢ Hel'H, nony4aBaiiu
JIEYEHHE C aTOPBACTAaTHH Ipe3 3-roAMLLIHO npoyusaHe. He € WMao oLieHeH JiekapcTBeH eQeKT OT
CTpaHa Ha u3cseoBaresis, oTdess3an no puer, Terno, MTM no Bu3pact wiu 1o noa npu noce:

Edexr na NOMHKABANE HA JIHNHAH ¢ ATOPBACTATHH DY IOHOWIH — MOMYETA i MO! : A%,
X€TEPO3UIOTHA pamMu.IHA XHNepXoaecTepoaemus (mmol/L) | | 5 [ 8 _ |
Mepwoxna |N  |TC(S.D) |LDL-C(S.D.) |HDL-C(S.D.) [TG(S.D.) [ApaB(S.DJ# | &
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:DI.I;BHK.EI
Haxommo 271 |7.86(1,30)  16,12(1,26) 1,314(0,2663) |0,93(0,47) |1,42(0.28)**
"HHBO
Meceu30 [206 [4,95(0,77)* [3,25(0,67) 1,327(0,2796)  0,79(0.38)* |0,90(0,17)*
%?Ef:ru 240 |5,12(0,86)  {3,45(0,81) 1,308(0,2739)  |0,78(0,41)  10,93(0,20)***

{ i
TC= 06w xonecrepon; LDL-C = xonecrepos ¢ Hucka niabTHOCT Ha aunonporennute; HDL-C =
XOJIECTEPOJ C BUCOKA IUIBTHOCT Ha aunonportennure; TG = tpurnuuepuan; Apo B = anoaunporeun
B: “Meceu 36/ET” Bk/I0YBa AAHHH OT MOCAEAHOTO MOCELIEHHE HA YYACTHHLHMTE, KOUTO Ca
@npummquﬂu Y4acCTHETO B IPOYYBAHETO MpeIH MJIaHUpaHus 36-MecedeH nepro/l OT BpeMe, KakTo H

IThJIHK JIaHHH 3a 36 Mecela 3a yYaCTHULIMTE, KOUTO ¢a NPUKIIOYHIIH 36-MeCce4HOTO NpoyUBaHe; “*7=
‘Meceu 30 N 3a To3u napamersp e 207; “**”= HUsxoaHo HuBo N 3a T03M napameTsp € 270; “***” =

‘Meceu 36/ET N 3a To3u napamersp e 243; “#” =g/l 3a Apo B.

Xemepozuzomna ghavunna xunepxonecmeporemus npu neOuamMpuyHu nayuenmu Ha evzpacm 10-

17 co0unu

B ejiHo aBOMHO-C1sM0, TU1a1e00-KOHTPOIMPAHO U3IUTBAHE, M0CeBaHO OT (pa3a Ha OTBOPEH IIPUEM
|87 momueTa M MOMHYETa ¢ MEHCTpyauus Ha Bb3pacT 10-17 roaunu (cpeana b3pact — 14,1 roaunn)
C XeTepo3uroTHa amunna xunepxosecreponemus (OX) Wiu TeKKa XUnepxosnecreposieMus ca
paHAOMH3HMpaHH 3a rnpuem Ha atopBactaTvH (n=140) wiu nnauedo (n=47) B npoAb/IKEHHE Ha

26 ceaMHLM, ClIe/l KOETO BCHUYKH ca NMpHeMaJii aTOpBacTaTHH B NPOAb/KeHHe Ha 26 ceamuum. Jlosara
Ha aTopBacTaTHH (BeAHbXK AHEeBHO) € 10 mg npe3 mbpBUTE 4 CEIMMLMK, ClIe] KOETO € Bb3XOAALI0
TuTprpana 10 20 mg, ako HuBoTo Ha LDL-C ¢ >3,36 mmol/L. ATopBacTaTHH 3Ha4MTEJIHO NOHHXKaBA
MiasMeHUTe HUBa Ha o0wuMs xonectepon, LDL xonectepona, TpHrIMUEpHAUTE M anoJvnonpoTerH B
npe3 26-ceMHUHaTa 1BOMHO 3acrieneHa ¢asa. [locturnara e cpesHa croiHoct Ha LDL xonecrepona
ot 3,38 mmol/L (rpanuuu: 1,81-6.26 mmol/L) B rpynara ¢ aropBactatiH B cpaBHeHHe ¢ 5,91 mmol/L
(rpanuum: 3,93-9,96 mmol/L) B rpynara ¢ naaue6o no speme Ha 26-ceAMHYHATA ABOWHO 3ac/ieneHa

daza.

B enHO 10MbAHUTENHO NEAMATPUYHO M3TMUTBAHE HA ATOPBACTATHH CMIPAMO KOJIECTHUION NPH NMAlIMEHTH
C XxunepxoJiecteponeMus Ha Bb3pacT ot 10 10 18 roaunu e HabmonasaHo, ye atopBacTaTHH (n=235)
NpeM3BMKBA 3HAYMTEIHO HamansBaHe Ha LDL xonecrepona kbm ceamuua 26 (p<0,03) B cpaBHeHHE C

konecTunon (n=31).

B enHO M3nuTBaHe ¢ MUIOCHPAHA L) MPH NMALMEHTH C TEXKKa XHIEPXOJiecTepoieMus (B T.4.
XOMO3MIOTHa XMNEPXOJIECTEPOIEMHS ) Ca BKJIIOYEHH 46 neiHaTPHYHH MaLMUEHTH, JIEKYBAHH C
aTopBacTaTUH , THTPUPAH CMOpPE/l CTeNeHTa Ha NoBiusBaHe (HAKOW y4acTHULM ca npuemann 80 mg
aTopBacTaTHH AHEBHO). U3nuTBaHeTo € npoab/kuao 3 roauuu: LDL xonecteponsbT € NOHHKEH €

36%.

He e YCTAHOBEHA ABJINOCpOYHaTa eq:mxacuocr Ha JICYECHHUETO C aTOPBACTATHH IPH 1€11a 34 HAMA/ISIBAHC

Ha 3a001€Ba€MOCTTa H CMBPTHOCTTA MPH BB3PACTHH.

EBponefickara areHumns no jiekapereara 0cBo00/1aBa OT 3a/b/DKEHHETO 3a NPEAOCTABIHE Ha
pe3yJTaTHTE OT NPOY4YBAHHUATA C aTOPBACTATHH MPH Aeua Ha Bb3pacT oT 0 10 noa 6 roJuHH 3a
JICYEHHE HA XETEPO3UIrOTHA XHUIEPXOIECTEPOIEMHS, U MPH Aeua Ha Bb3pacT oT 0 10 noa 18 roaunu 3a

JIEYEHHE HAa XOMO3UIroTHa pamMuiIHa XUnepxonecTeposieMus, KoMmOMHHUpaHa (cMeceHa)

XHMEPXOJIECTEPOIEMHA, MbPBUYHA XUIIEPXOJIECTEPOJIEMHS, KAKTO U 3a NPO(HUIAKTHKA HA CbPAEHHO-
Cb/IOBH MHUMJIEHTH (BHXKTE TOuKa 4.2).

Amunoounun

AMJIOIMNHH € HHXHOMTOP HA BXOJSLUMS KaJILIMEB HOHEH MOTOK OT AMXUAPONHPHIMHOBATA rpyna
(Gsokep Ha OaBHMTE KaHAIM WJIM AHTArOHKCT HA KAJILIMEBUTE HOHM) H MHXHUOHpa TpaHcMeMOpaHHHS

BXO/IALLL MOTOK Ha KAJILIMEBH HOHHW B Chp/ICYHATa M Ch/I0BATA IJ1a/1Ka MyCKYJ1aTypa.




MexaHH3MbT Ha AaHTHXHIEPTEH3HBHOTO JEHCTBIE HA AMAOJHITHH CE& IBJKH HAa NPAK PeSlAKCAHTAHEH
e(peKT BLPXY CHAOBATA INIaAKA MYCKYJIaTypa. TOUHHAT MEXAHU3BLM, IO KOHTO aMIOIHUIHH 0bek4yasa
CTCHOKAPIHATA, HE € HANNBMTHO HAACHEH, HO aMNOAWITMH HAMANABA OGHJ,HH HCXCMHUYCH TOBAP 1IPC3
ClIeAHUTE ABE OEHCTBUA.

- AMIOHITHH pa3llupaBa NeprGEpPHUTE APTEPHONH H TAKa HAMAJILBA O0LWOTO NMepHpepHo
CBIIPOTHRICHHE (CEAHATOBAPBAHE ), CPelly KoeTo paboTH chpueTo. ThH KaTo ChpaeyHaTa
4eCcTOTa 0CTaBa cTabUNHa, ToBa OOPEMEHABAHE Ha CHPLETO HAMAaNsABa MUOKapaHaTa
KOHCYMAIlHA Ha EHEPrud U KHCIOPOAHHTE HYKAMH.

— Mexanu3MbT Ha JeiicTBHe Ha aMIOAMNNH BEPOSTHO BKJIFOYBA U IMIIATALMA HA MaBHHTE
KOPOHAPHH apTepyy H Ha KOPOHAPHHTE apTEPHONK B HOPMATHU H UCXeMHUYHM CerMeHTH. Tasu
AUnatanHg NOBHLIABA CHAOASABAHETO ¢ KMCJOPOA Ha MHOKap/Aa NPH NaUHEHTH Che ¢Na3bM Ha
KOPOHapHHTE aprepuu (BapHaHTHA aHIHHA WIH aHTMHA Ha Prinzmetal).

I1pH mauKeHTH ¢ XHNEPTOHUA €AHOKPATHHAT JHERBCH NMPHEM OCHTyPABa KIIMHUYHO 3HA4YHMA PEAYKIHA

Ha KPBBHOTO HA/IATAHE H B XOPH3OHTAJIHO, U B H3NPABEHO MOJIOKEHHE, Npe3 Leind 24-4acos

uHTepean. [lopaau 6aBHOTO Havaio Ha AEHCTBUETO MY, OCTPATa XHIIOTOHUSA HE € XapaKTepHa 3a

NPHIIOKEHHETO HA AMIOAHIIHH.

I1pyn nanmenTH Che CTEHOKAP/MA, CAHOKPATHOTO JHERHO MPHICKEHHE Ha AMIIOJUNIMH YABIXKABa

001I0TO BpeMe Ha HATOBAPBAHE, BPEMETO JI0 MOABA HA CTEHOKAPAWA H BpEMETO JIo 1-mm aenpecus Ha

ST-cermeHTa U HaMansBa eJHOBPEMEHHO OPOs Ha AHTHHO3HUTE NPUCTBIIA H OpOs HA MPUETHTE

TabJIETKY MIMLIEPHT TPHHUTPAT.

AMITIO/IMITHH He Ce CBbP3Ba ¢ HeOIarornpUsSTHH METabONIUTHY edeKTH WIH NPOMEHH B IUIA3MCHUTE

JUIMHAH H € TIOAXOQALL 3a ynoTpeda TIpH NaureHTH ¢ OpoHXMaliHa acTMa, 3aXxapeH auabeT i nojaarpa.

Hcexemuuna 6onecm na copyemo (HbBC)

EdexTHBHOCTTA HA aMNOJMIIHH 33 NPOPHIAKTHKA HA KJIMHWUHH HHITUJIEHTH MPU NALIMEHTH C
nexeMHuHa 0ostecT Ha eupueto (MBC) e oueHeHa B HE3aBHCHMO, MHOTOLICHTPORO, PAHAOMH3HPAHO,
ABOMHO-CIIAIIO, NAaLeO0-KOHTPOSHPAHO KIHHHYHO npoyuBane npu 1997 nauventu: CpaBHeHuUe Ha
aMJIOIMIIMH COPAMO SHANANpUN 3a OrpaHHYaBaHe Ha rossata Ha TpoMOo3a (Comparison of
Amlodipine vs Enalapril to Limit Occurrences of Thrombosis) (CAMELOT). Ot Te3u namienTy, 663
Ca IEKYyBaHH C aMJIOOHNMH 5-10 mg, 673 naumeHTH ca nekyeanu ¢ eHananpun 10-20 mg, a 655
MALMEHTH Ca JIEKYBAHH ¢ 1Ji1aueto, B IONLIHEHHE KbM CTAHLAPTHA TEPanus CbC CTAaTHHH, OeTa-
OJIOKEPH, AHYPETHIIH W ACTIMPHH, B NPOIBDKEHHE Ha 2 roaHud, QOCHOBHHUTE Pe3yJITaTH 3a

e HKACHOCTTA OT JIGUCHHETO ca NpeCcTaBeHH B clefHara Tabnuua. PesynraTure nokassar, ue
JICHECHHETO C AMJIOAHMIIMH € CBBP3aHO C NO-MAaJIKO Xocnuranu3allk 3a CTCHOKaApAKHA H NIPOLEAYPH 34
peBacKyJapusauus npu nanHenTd ¢ UbC.

YecToTa HA 3HAMAMHUTE KIHEHYHE cuOaTHE B CAMELOT

HecToTa Ha CHPACYHO-CHIOBITE CHOUTHA, AMI0AHNHH cnipamMo miauebo
Opo# (%)
Knuauunu cs6HuTHS AMJIOIHITHH [Mnane6o | Enananpun | OTHOCHTENEH | p -CTOHMHOCT
PHCK
(95% JIN)
[IbpBHYHA KpaiiHa TOuKa
Hexxenanu cbpaeyno- 110 (16,6) 151 (23,1) | 136(20,2) [ 0,69 (0,54- 0,003
CbIOBH CHOHTHA 0,88)
OTaeHA KOMIQHEHTH
KopoHnapHa 78 (11,8) 103 (15,7) | 95 (14,1) 0,73 (0,54- 0,03
peBaACKynapu3auus 0,98)
XOCTIMTANN3alM4 3a 51 (7,7) 84 (12,8) 86 (12,8) 0,58 (0,41-
CTEHOKapAHA 0,82)
Hedaranen MU 14 (2,1) 19 (2,9) 11 (1,6) 0,73 (0,37-
1,46) e,
Hrcynt wm THA 6 (0,9) 12(1,8) [ 8(1,2) 0,50 (0(’9+§ /1B
132) [l




CobpaecyHo-Cba0Ba 5 {0,8) 2(0,3) 3{(0,7) 2,46 (0,48- 0,27
CMbPT 12,7)
XOCIHTANIH3aLHUA 3{0,5) 5(0,8) 4 (0.6) 0,59 (0,14- 0,46
nopagn 3CH 2,47)

IMpexuBsaH cepacueH 0 4 (0,6) 1(0,1) NA 0,04
apecT

Hosonosguna ce 5(0.8) 2(0.3) 8(1.2) 2,6 (0,50- 0,24
nepudepya cra0Ba 13,4)

donect

Coikpamtenus: 3CH, 3actoiina chpaeuna negocrarsunoct; /JIW, noseputenen unrepsan; MU,
mMuoKapaeH HHpapkT; THA, TpaH3UTOpHH HCXEMHMUYHH aTakH.

Covpoeuna nedocmamvynocm: XeMOAMHAMHYHH W3CJICABAHUA U KOHTPOJIMPAaHH KJIMHUYHH
Mpoy4Banus ¢ PU3MYECKO HATORAPBAHE MPH MALIMEHTH CEC ChPAEYHa HEAOCTATBhYHOCT Kjac H - 1V o
NYHA noxkassear, ue aMmI0aMNKHA He NpeAH3BHKBA KIHHUYHO BJIOWABAHE, OLIGHEHO YpE3 ToNepaHca
KbM (pH3HUUECKO HATOBApBaHe, GpaKLMATA HA M3TIACKBAHE HA J1IBaTa KaMepa U KIKHHYHATA
CHMNTOMATHKA.

[Inauebo-koHTponupaHo KIHHH4HO npoyuBaHe (PRAISE), B koeTo ca MpoyuYBaHH NALUMEHTH CBC
cbpAeuHa HepocTaTbuHocT Knac -1V no NYHA, nony4daBaliiy ZHrokcut, aHypetyuiid n ACE-
HHXHOMTOPH, € NOKa3alo, He aMIIOHITMH HE NOBHIABA PHCKA 38 CMBPTHOCT HJIH KOMOWHHpaHa
CMBPTHOCT H 33a00/IEBAEMOCT MPH NALHEHTH CBC CHPACYHA HEAOCTATHYHOCT.

B npocnenspanio, ALArocpodHo, nianebo-KOHTpONHpaHo KiHHHYHO npoyusaHe (PRAISE - 2) ¢
aMJIOAMNKMH NPH NALMEHTH CbC chpaedHa HedocTaThuHOCT Knac HI-IV no NYHA 6e3 kaunnuum
CHMIITOMH HJIH ODEKTHBHH JaHHH, NPEANONAraiM noaaexaia iexeMuyHa 6onecT Ha CbpLeTo, Ha
crabunna tepanugd ¢ ACE-HHXUOMTOpH, ANTHTANKC H JHYPETULH, AMJIOJHNIHH HAMA epeKT BBPXY
001aTa CopACYHO-Ch0BA cMBPTHOCT. [IpH chlllaTa rpyna nalHeHTH NPHICKEHHETO HA AMITOJMITHH €
CBBP33HO C YBE/IHYCHA YECTOTA Ha CliyHanTe Ha GenoapodeH OToK. |

Knunuuno npoyueane 3a npo@uaakmuxmuino acuenue Ha ocmuvp copoeven npucmon (ALLHAT):
Pangomuzupano, 1poHHO ClIAN0, OLEHABALIO 3a001€BaAEMOCTTA H CMBbPTHOCTTA IWIMHHYHO NPOYYBAaHE,
HapeycHO M3nHTBaHe Ha AaHTUXUNEPTEH3UBHO M JIMAMAOTIOHWKARAILO JeUeHKE 32 NPOPUIAKTHKA Ha
c¢wpaeyeH npHersil {ALLHAT) e mpoeeneno, 3a 1a cpaBHH TIO-HOBHTE JIEKapCTBEHA TEPAIHH C
amMnoaunuH 2,5 -10 mg/nHeBno (GJ10KEp HAa KANLMEBHTE KaHaid) MM JH3uHonpun 10-40 mg/axesHo
(ACE- nHXHOHTOp) KATO TEpanuH OT MbPB2 JIMHUA CIPAMO JIeUeHUE C THA3HIHUA JIUYPETHK
XNopTanuIoH 12,5-25 mg/nHeBHO Npu Neka A0 YMEPEHA XUTIEPTOHHSL.

O6mo 33 357 naiMeHTH ¢ XMITEPTOHHA Ha BL3PacT Hal 55 roHuHH ca OWIH paHIOMU3HPAHK K
[pocneaeHn cpeaHo 3a 4,9 ropuaw. [lauuenTrTe ca UMANH Hal-Manko OILE €AMH PHCKOB (PAKTOP 32
KBC (xoponapHa 6onect Ha ChpUETO), BKIIIOYHTEIHO: MPEAHILIEH MUOKapAeH HHPApKT HIH HHCYAT
(>6 MeceLa npeiM BKIIOYBAHETO) WM IOKyMeHTHpaHa Apyro artepociiepotino CC3 (copacuHo-
CbAOBO 3a0onaBane) (06w 51,5%), anater Tvn 2 (36,1%), HDL-C<35 mg/dL (11,6%), nterokamMepHa
XHIEPTPOQHUS, TAATHOCTHIHpAHA eneKTpokapauorpadckd WM exokapauorpadicks (20,9%),
TIOTIOHONYLICHE (21.9%).

OcHoBHaTa kpaiHa uen e komOrHauus ot daransa KBC unu Hedaranen uudapkt Ha mMuokapna. He
ce HabJ1l0aBa 3HAYHMa PaUIHKA B TLPBHYHATA KPakHA LE]I MEKIY TEPANHATa ¢ aMIOAHIIHH H
xiopranuaod (RR: 0,98; 95% CI. 0,96-1,07; p=0,65). Ot BTOpHUHHTE KpaiiHi KpaiHH UESNH,
HYeCTOTaTa Ha ChpACYHA HEAOCTATBYHOCT (KOSTO € 9acT OT of0wara komOHHUpaHa KpaiHa ChpACYHO-
CHI0Ba LE]T), € O1Ia 3HAUWTENHO MO-BHCOKA B Fpynara, ApHeMallia aMJIOQHIIHH, CMPAMO TPynaTa 3a
npvem Ha xyoptanuaoH (10,2% copamo 7,7%; RR: 1,38; 95% CI1:1,25-1,52; p<0,001). Benpeku ToBa
obaue, HIMA 3HAYHMA Pa3liHKa B O0IIATa CMBPTHOCT MEHKAY aMJIOHITHH H XIOPTaNKHACH (
95% CI: 0,89-1,02; p=0,20).

IlenraTpHyHa nomynamHs
Vrnompeba npu deya (na sv3pacm 6 u noseve 200unu)




Hpu npoyusaHe, Biuirousallo 268 aeila Ha BL3pacT 6-17 roadHn, npeJUMHO ¢ BTOPHUYHA XHIIEPTOHUS,
CpaBHABAaHETO HA 1034 OT 2,5 mg H 5,0 mg aMIoauITHH, ¢ 1anebo Moka3ea, 4e | JBETe AO3H
[IOHMKABAT CHCTOJIHYHOTO KPBBHO HAIIAHE 3HAYMTETHO noBede oT miatebo. Pasnukara Mexny
JABETE 103U HE € CTATUCTHYECKH 3HAUHMA.

Jbarocpounvre eekTy Ha aMIOAUITAH BbPXY pacTexa, nydeprera u 00110TO Pa3BUTUE HE €a
MpOy4BaHH. J[bnrocpounata epUKaCHOCT HA aMIOAHIIMH MPH TCPATIKA B ACTCKa Bh3pacT M 32
HaMansApate Ha CHPASHHO-CHA0BATA 3a00EBAEMOCT H CMBPTHOCT NPH BL3PACTHH CBILC HE €
YCTAHOBEHA.

5.2 dapMAKOKHMHETHYMH CBoOlicTBa

Amopsacmamun

Abcopbuma

ATtopeacTaTuH ce pe3opbupa OBp30 clien nepopalieH NpueM; MaKCMMaJIHM IU1a3MEeHH KOHLEHTPaLUH
(Cmax) c€ pocTHrar 3a |1 go 2 yaca. CteneHTa Ha pe30opOLHA HapacTBa NPONOPLUMOHAIHO Ha 03aTa Ha
aTOpPBACTATHH. bBHOHANWYHOCTTA Ha aTOPBACTaTHH CJI€] NEpopasieH NpUeM Ha aTOpBacTaTHH
drAMUpanu TabneTkH e 95 10 99% B cpaBHeHUe ¢ GUOHATMYHOCTTA HA NTEPOPATTHUA Pa3TBOP.
AbconmoTHaTa GHOHATTMYHOCT HAa aTOPBACTATHH € Npubau3uTeHo 12%, a cUcTeMHaTa HAIMYHOCT Ha
HHXHOUTOpHaTa akTMRHOCT 32 HMG-CoA-penykrazara e npubmusurenno 30%. Huckara cucremHa
HAITHYHOCT €€ OTAABA HA PCCUCTEMEN KIIMPBHC B TaCTPONHTECTHHAJIHATA JIMTABHLA H/HJTH
NPEeCUCTEMEH METADONU3BEM B HYSPHUS Apo0.

PasnpeneneHue
Cpenuust o6eM Ha paznpeseNleHUe Ha aropBacTaTH e npubnmsurendo 381 L. AtopeacTtaTtuH ce
CBBP3BA C MJIa3MEHUTE NpOTeHHH ~98%,

buoTtpaHchopmanya

ATopBacTaTuH ce MeTabonu3Hpa ot uutoxpoM P450 3A4 no opro- U napaxuApOKCHIHPAHH
NPOH3BOJAHH H PA3IHYHH O€Ta-OKUCIUTEIHU NPOAYKTH, OCBCH JIPYTHTE ITTHILA, TE3H ChEAHHCHHUA
Nno-HaTaThk ¢ce MeTabonau3npar upes rmokyponupade. Maxubupanero Ha HMG-CoA peaykrasara in
Vilro OT OpTO- Y NApaxMAPOKCUIHPAHUTE MeTaDONHTH € EKBUBAIICHTHO HA TOBA HA aTOPBACTATHH.
Hpubmzurenno 70% or udpkynatopHara WHXHOWTOpHA akTUBHOCT BBPpXY HMG-CoA peaykrasara
C€ IbJDKHM Ha AKTHBHMUTE MCTAOONHUTH.

EnumuHupaHe

ATOpBAacTaTHH Ce eJIMMHHHMPA [NIABHO C XK/THUYKATA C/IE/, XENATAIEH WHNY eKcTpaxenaraned
MeTa0onu3eM. Obave, aTOpPBACTATUH HE NIPETHPIIABA 3HAYMTESIHA EHTEPOXETATATIHA PELUPKYIaLHs.
CpeaHHaT nnasMeH NoyKUBOT Ha CIIMMUHHPAHE Ha AaTOPBACTATHH TIPH XOpa € NpUOIH3HTEHO
14 yaca. [lonyxusorsT Ha HHXMOUTOpHATA akTHBHOCT cnipaMo HMG-CoA peaykrazara €
npubimautenno 20 no 30 gaca, nopaaM y4acTHETO Ha AKTHBHHTE METAOOMTH.

ATOpPBACTATHH € CYOCTpaT Ha YEPHOAPOOHHTE TPAHCIIOPTEPH H Ha TOJMNENTHANTE, TPAHCTIOPTUPALIH
opraHHudu annoHu 1B1 (OATP1BI1) u IB3 (OATP1B3). MerabonuTHTe Ha aTOpPBACTATHH Ca
cyberpat Ha OATP1IBI1. YcraHOBEHO € ¢hINO TaKa, e aTOPBACTATHH € cyOcTpaT Ha eIyKCHUTE
TpaHcnopTepy P-rinukonporeHH (P-gp), U npoTenHa Ha pe3ucTeHTHOCT Ha paka Ha repaara (BCRP),
KOHTO MOXE Ja OTpaHHYaT YpeBHaTa adcopOLHA B ATHYHHAA KIHPBHC Ha aTOPBACTATHH.

Cnelnaiiy ONyJ1ALUH

Cmapuecka ev3pacm
I1nazMeHHTe KOHLICHTpALMH Ha aTOPBACTaTHH U HEMOBHTE aKTHBHH MeTabO/THTH ca N0-B
3[paBy NMAlMEHTH B HAMPEAHAIA Bh3PacT, OTKOIAKOTO MPU MJIAH, HO eeKTHTE [0 OT
TUNHAMTE Ca CPABHHMHU C T¢3H, HABIIOAABAHN NIPH TO-MNAIH NTOMYJIaLHH NALMEHT

lleduampuuna nonyarayusn
B enHo oTBOpeHo, 8-ceMUUHO HINHTBAHE NCHATPHYHH MTALMEHTH B cTaani 1 (ng
(n=24) no Tanep, Ha BB3pacT 6-17 roAHHH, C XETEPO3UTOTHA (haMMITHA XHUTIEPXOTEE! ppqﬂgmiﬂﬁn



n3xoAHa CTOMHOCT Ha LDL-C >4 mmol/L, ca nexyBanu cboTBeTHO € 5 MM 10 mg aTtopsacTaTHH
TabsieTky 32 AbBYeHe i 10 uin 20 mg GpuaMHpanH TabneTK aTOPBACTaTHH BEAHDIK JHEBHO.
TenecHoTo TErno € eANHCTBEHUAT 3HAYUM KoBapuaT BLB MK Moaen Ha nomynauuaTa ¢ aTopBacTaTHH.
BUAWMHAT KNTHPBHC HA aTOPBACTATHH, PHEMaH NEPOPATHO TIPH NMETHATPHYHRH NALMEHTH, H3MTEKIA
CXOJ€H C TO3M MPY Bb3PACTHUTE NPH AIOMETPUUHO CKAIMPAHE NO TeNECHO Terno. CXoaHo
noHwxenre Ha LDL-C u TC e HabmoxapaHo NpH pazyiHuHETE 103HPOBKY HAa ATOPBACTATHH W
O-XHAPOKCHATOPBACTATHH.

lIon

KOHLIEHTPaUMHTE HA AaTOPBACTATHH M HETOBUTE aKTHBHH METa0OMTH [IPH XKEHH €€ Pa3/In4aBaT OT Te3H
NpH MBKE (KEHH: NpHOAu3uTenHO 20% Mo-BHCOKH 33 Cmax M ipubnnsuTenso 10% no-Huckw 3a
AUC). Te3u paznuuus ca 6e3 KTHHWYHO 3HAYEHKE, KOETO BOIH JIO TOBA, Y€ HAMA KITHHHYHO 3HAYMMH
pa3inKK B €PEKTa BbPXY JIMIHIUTE CPel MBKETE U JKEHHUTE.

bvopeuno yepexncoane
BbopeynoTo 3abonapaHe He OKA3BA BIMAHKME BhPXY IUIA3MEHHTE KOHUCHTPALUMHU WK e(eKTa BHPXY
JTUNMHAKTE Ha ATOPBACTATHH H HErOBUTE aKTHBHU METADOIUTH.

Yeproopobuo yepeacoane

I1nasmenHTe KOHUEHTPALMK Ha aTOPBACTATHH M HEIOBWTE AKTHBHHM METabOJIMTH ¢a 3HAYHUTEIHO
NOBHIIECHH (HPHOIH3HTENHO 16 mbTH 32 Chax B 11 meTH 32 AUC) npy nan#eHT! ¢ XpOHHYHA
ankoxonxa yepHoapoOHa bonect (Child-Pugh B).

Hoaumopghuzom na SLCO1B1

HepHonpobroto 3axBammane Ha Bcruxkd vEXHOuTOpH Ha HMG-CoA peaykTasara, B T.4. aTOpBacTanH,
BEMIOUBa TpaHCnopTHHs npoteHH OATP1B1. Ilpu naunenTtn ¢ noaumop¢dpussm Ha SLCO1IB1
CBIUECTBYBA PUCK OT TIOBHLICHA €KCIIO3HLIMA HA aTOPBACTATHH, KOETO MOXKE Ja AOBEAE 10
yBEIHYaRaHe PUCKA OT pabaoMuonusa (Bx. Touka 4.4). IlonumopduszsM Ha reda, kogupau) OATPIBI
(SLCOIBI ¢.521CC) e cabp3an ¢ 2,4-kpaTHO NOBUIICHA eKCMO3HUEKA HA atopeacTaTiH (AUC)
CNpAMO MHAHWBHIH 6€3 To3u renotuneH BapuanT (¢.521TT). [Ipu Te3u nanueHTH € Bb3MOXKHO H

FeHETHYHO YBpeneHa QyHKLKA Ha YepHoaApoOHO 3axBamare. He 3a H3BECTHH Bb3MOXKHKHTE TOC/EIHLIH
33 e(peKTHBHOCTTA.

AMR00UNUN

AbcopOuns

Ciien nepopaiiHo NpuUNoKEHHE HAa TEPANIEBTHUHM J03M aMJIOJUIHH ce abcopbupa nobpe, karo
MaKCHMAaJIHHTE TTa3MEeHH KOHLEHTpalHK HacThNBAT MeKAy 6 M 12 yaca ciejl npHeMa. Y CTAHOBEHO ¢,
ye adCOMOTHATa GHOHANMYHOCT Ha aMIIOANITHH € Mexay 64 1 80%. BuoHanuuHOCTTa HA AMAOAMNHH
HE Ce NPOMEHS OT MPUEMa HA XpaHa.

Pasnpenenenue
O0embT Ha pasnpenenenue ¢ npubausurendo 21 L/kg. Jlavuure ot in vitro Npoy4YBaHHA NMOKA3BaT, ye

MPUONMAZHTENHO 97,5% OT UMPKYIHUPAIIHS AMIOAHITHH € CBEP3aH ¢ IIA3MEHUTE TIPOTEHHH.

buotpancdopmanus/enuMHHHpane
Kpakinuar nnazmen nonyxuBot € okoso 35-50 yaca 1 ¢e JOCTUra MPH €JHOKPATHO JHEBHO
IMPUNOKECHHE. AMIOAUNKH c¢ METabONH3Mpa B 3HAYMTE/IHA CTENEH OT UepHHA Apod 10 HEaKTHBHU

MeTaDONTUTH, KaTo B ypUHara ce ekckpeTupar 10% ot 1eKapeTBOTO B HenpoMeHeH Bua U 60% ot
METa0ONUTHTE.

CrelManHy nonyaalmn

Hepnoopobno napyuienue

HanuW4Hu ca MHOro orpaHuyu€HH 1IaHHH 3a NPUJIOKEHHETO HA AMIIOUITHH TIPH Al - -
uepHOaPOOHO HapyuieHHe. [lauueHTHTe ¢ YepHOIPOOHA HEIOCTATRYHOCT HMAT [0 )Fe K}'[Hp'hHC

aMJI0AWHHH, BOJCLL A0 NO-ABILT MOMYXKHUBOT U ITOBHLIABAHE CTOMHOCTUTE Ha AUC ;trpuﬁnnamen '
40-60%. WE N L f




Cmapuecka evipacm

BpemeTo 3a gocTurane Ha MaKCHMalHH MTA3MEHHM KOHLEHTPALHH € CXOXHO MPH HHIHBHIH B
HanpeaHana Bb3pacT ¥ No-mnagy uHauBuau. [Ipu nauyenTy B HanpeaHana Bb3pacT KIHPBHCHT Ha
aMJIO[MNKH € C TEHACHLIMA KbM HaMANIABaHe, KOETO BOAMW A0 yBejsuyaBane Ha AUC u spemero Ha
CIIMMHHALMOHEH mTomy>kuBOT. Hapacteane Ha AUC ¢ eJIMMHHALIMOBBHMAT MOAYXKHBOT NPH NALHEHTH
ChC 33CTOMHA CHP/JCYHA HEAOCTATHYHOCT & OHJIO COPE OHAKBAHOTO 3a ChHOTBETHATA BH3PACTOBA

rpyna.

Heduampuyna nonyiayuwi

[IpoBeaeHo € nonynalMoHHO GapMaKOKHHETHYHO NPOYYBAHE MPH 74 Ac1a ¢ XHUIEPTOHUS Ha Bb3PacT
ot 1 mo 17 ronuun (34nateHT Ha BB3pacT oT 6 7o 12 roauHH ¥ 28 nalkMeHTH Ha BB3pact oT 13 1o
I'7 roauHm), MoMy4aBauly aMiIogunuH B 1031 Mexay 1,25 mg u 20 mg, npMeMaHu €HOKPaTHO KM
ABYKpaTHO AHEBHO. fIpu nenara ot 6 no 12 ronuun 4 npH oxowute ot 13 10 17 roquHH, THIHYHHAT
nepopaneH KwiMpwHe (CL/F) e 6un cworBetHo 22,5 v 27,4 L/gac npu momueta i 16,4 1 21,3 L/uac npu
MoMHYeTa. HabnonaraHa e ronsiMa BapHaOMIIHOCT HA €KCIIO3HLIMATA MEXITY HHJIMBHIHTE.
CrobiuenuTte JaHHH TIPH AeL@ Noa 6 rogKHy ca OrPAHUYECHH,

5.3 IIpeaAxnnunEYHH NaHHH 32 Ge30MACHOCT

Amopsacmanmun

ATOpRACTATHH € NOKa3all OTPHUATENHH PEe3YATATH 34 MyTareHHOCT M KJIACTOI€HEH OTEHUMA MPH
rpyna oT 4 u3caefBaHMs in vitro W 1 aHanus in vivo. YCTAHOBEHO €, Y€ aTOPBACTATHH HE €
KAPUMHOTEHEH MPH TLTbXOBE, BBHIIPEKY Y€ MPU BUCOKY J03H, NPHIATAHH HA MMIIKM {BOAEIIH A0 6-11
MbTH 110-BHCOKa 24-4yacoBa exkcriosuung (AUC), JocTUrHaTa npy Xopa NpH NpHeM Ha Hal-BUCOKHTE
NpENOpHLYUTENIHH A03M) ca HaOMAaBaHd XeNaToneay/IapHi aZJIEHOMH NPH MBXKKH HHIUBHAHK H
XENATOLEMYJJAPHH KAPLIXHOMH [IPH KEHCKH. EKCTIEpUMEHTAIHA NPOYYBaHHA C )KUBOTHH Ca [TOKa3anH,
Ye HHXHOMTOpHTE HAa HMG-CoA penykrazara Morar 1a NnoplssT pa3BHTUETO Ha eMOpPHOHA HITH
¢eryca. [Ipu nbxoBe, 3aiiun U KyueTa aTOpBACTATHH He € nokaszan edekT BhpXy GeprunuTera U He e
O TepaToreHeH, BLIPEKH Y€ NPH TOKCHYHH HO3M 3a MaiKara € Hab/moasana (peTanHa TOKCHYHOCT
NpH I1BLX0BE M 3akiuy. HabnonasaHo e 3a6agaBaHe B pa3BUTHETO H HAMAICHA CJICAPOAMIIHA
NPEKUBAEMOCT HA MTOTOMCTBOTO IMPH MIHXOBE MPH KCNO3HLHA Ha MaifkaTta Ha BUCOKH XO3H OT
aropBacTaTthi. MiMa aoxasarenctea 3a mnalexraped tpaHcdep npH nabxose. [pu nabxose
T1a3MEHHTE KOHLIEHTPALMH Ha aTOPBAaCTATHH ¢a CXO/IHH C TC3XA B MaHYMHOTO MJAKo. He € H3BecTHO
A1 ATOPBACTATHH WM HEMOBUTE MeTA0O0IUTH C€ EKCKPETHpAT B MallYMHOTO MIIKO TIPH XOpa.

Amroounun

Penpodyxmusna moxcuunocm

PenpoaykTuBHH NpoyyuBaHHs MPH IUTHXO0BE H MHILKH MOKA3BAT 3aKbLCHABAHE HA AaTaTa Ha paKAaHe,
YABIDKCHA MPOABILKHTECAHOCT HA PAXKAAHETO R HAMAJIeHA KH3HECTIOCOOHOCT Ha MOTOMCTBOTO NPH
N034 NpHOIA3UTENHO 50 ObTH NO-BUCOKH OT MAKCHMAAHUTE MPENOPBYHTEHH 03K NPH X0pa,
H3YUCIIEHU Ha Oaza mg/kg.

Hapyuenus eve chepmurumema
Hsma ediekt BEPXY QepTHIHTETA HA IUTEXORE, TPETHPAHH C AMIIOJUITHH {MBXKKY - 64 THHA U )KEHCKH -
14 nun npeam onstoxxaane) B no3u ao 10 mg/kg/nex (8 mbrn* NO-BHCOKHA OT MaKCHMAaTHATa
MpenopbYHTENHA 3a Xopa a03a oT 10 mg/m2, usukciacHa Ha 0a3a mg/m2 ). B apyro npoy4saHe npu
IUTEXOBE, MPH KOCTO MBXKKH IITbXOBE ca TpeTupaHn ¢ amnoaunyx 6ezunar 30 num, ¢ no3a cpaaﬂuma C
A03aTa NpH Xopa, H34HcaeHa Ha Da3a mg/kg, ca ycTaHOBeHH OHMKEHH TUTa3MEeHH ”
(bONMHKYIOCTAMY/THPAL XOPMOH U TECTOCTEPOH, KAKTO H MIOHIKEHH TUIBTHOCT Ha CN
Ha 3peu CICPMATHAU H CCPTOIHEBH KIIETKH.

Kapyunozenesa, mymacenesa



Hak-pucokara no3a (1ipy MUIIKH - GIM3Ka 10, a NMPH TUIHXOBE — ABA NBTH* M0-BUCOKA OT
MaKCHUMAa/IHATA MPENOPLYHTENHA KIHHHYHA 1032 oT 10 mg, u3uucnena 3a mg/m?) e Guna Gnuska 10
MaKCHMAa/THO JOMYCTHMATA A03a 3a MUUIKH, HO HE W 34 TUThXOBE,

ITpoy4yranua 32 MyTareHHOCT HE MOKA3BAT JIEKAPCTBEHO-00YCI0BEHH €PEKTU HHTO HA MEHHO, HUTO Ha
XPOMO30OMHO HHBO.

* M3uncnena 3a naumeHTH ¢ Terno 50 kg.

6. PAPMANLEBTHYHHA JAHHHA
6.1 CnHcbK HA IOMOIIAMTE BENIECTRA

CbpuesrHa Ha Tabnerkara:

Kanuues kapOoHar,

MHKPOKPHCTATTHA 1IEJIYJI03a,
MPEXENaTHHH3NPAHO {UaPEBUYHO) HHUIECTE,
KPOCKapMe03a HATPHIA,

KaNUMEB OKCHI,

HATpHER HHLICCTEH IIIMKOMAT, THII A,
XHAPOKCHIPONUJILICTYJI034,

nonucopdar §0,

KOJIoHAEH O€3BOJICH, CHIIHLHEB JTHOKCHI,
MAarHe3UeB creapar.

O0BuBKa Ha TabneTKaTa;

YACTHYHO XH/IPOJUIUPAH NMOTH(BHHUIOB ANTKOXON),
THTAaHOB nuokcun (E171),

makporon 4000,

TaJIK.

6.2 HechBMECTHMOCTR

Henpunoxumo.

6.3 Cpoxk na roanoct

24 MeceLa

6.4 Chnennains yc/10BHS HA ChbXpPaHEHHE

Ha ce cbxpansea nox 25°C.
Ja ce chbXpaHdBa B OpMrMHaJIHATa ONAKOBKA, 34 /1a C€ NMPEANa3y OT CBETJIHHA M B/ara.

6.5 /lannH 33 onaKkoBKaTa

30 v 90 punmupany Tabnerku ca onakoBaHu B Ha1a, HENPO3HAYHA GNIMCTEPHA OMAKOBKA OT
PA/AI/PVC//Al n kyTHs.

He BcHUKH BHAOBE OTIAKOBKH MOraT Ja ObJar MycHaTH B npogaxoa.

6.6 CrnenyaJHH NpeNHNaA3HN MEPKH NPH H3XBLPJISHE B pabora

HaMa cnenManHu M3MCcKBaHUA.
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7.  IIPHTEXATEJ HA PAZPEHNIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.
1103 Budapest
Gydmroi at 19-21.
Yxrapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Amnarop 10 mg/5 mg dunmupanu rabnerxu: 20110295
Amnarop 10 mg/10 mg dunmupanu Tabnetrku: 20110296
Amnarop 20 mg/5 mg ¢dunmupanu tabnetxu: 20110297
Amnatop 20 mg/10 mg puimepanu Tabnerku: 20110298

9. HATA HA IIBPBO PAZPEINIABAHE/TIIOJHOBABAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

04.05.2014/30.08.2016

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

22.05.2023




