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1. HME HA JIEKAPCTBEHUSA NPOAYKT

BAPAHTA 5 mg q)m]MHpaHH Ta6ﬂeTKH CE FRE e
3APAHTA 10 mg ¢unmupany TafneTku ' 3 6//7”7/—7/6’{?6‘? -
3APAHTA 20 mg ¢pnnmupans Tabnerkn e

| 1 L -0é- 2!]22‘

ZARANTA 5 mg film-coated tablets T e S e
ZARANTA 10 mg film-coated tablets
ZARANTA 20 mg film-coated tablets

2, KAYECTBEH H KOJIMHMECTBEH CHBCTAB

3apaxTa 5 mg QpwiMHpanu TabneTKu:
Besaka GpumMupana TabneTka chaBpKa S Mg po3yBACTATHH (Fosuvastatin) KaTo pO3yBacTATHH Ka/LHE
(as rosuvastatin calcium)

3apanTa 10 mg ¢unmupany Tabnerku:

Beaka dunmMupana TabnaeTka chabpka 10 mg posysactaTHH (rosuvastatin) Kato PO3YBACTATHH KaJIIIHii
(as rosuvastatin calcium)

3apanTa 20 mg ¢punMupaHu TabNeTKH:
Besxa Gunmupana TaGneTka chabpxka 20 mg posyBacTaTHH (rosuvasiatin) KaTo po3yBaCTATHH KaTHHH
(as rosuvastatin calcium)

Tomoinmn BemecTBa ¢ W3BECTHO KeliCTBHE:
3apanTa 5 mg dunmMupany TabieTki:

Besxa ¢punvupana TabneTka cpaspka 43,5 mg 1aKTo3a MOHOXHApAT.

3apanTta 10 mg ¢punmupaHy TabneTKH:
Beska punamupana Tabnetka ceappixa 87,0 mg nakTo3a MOROXMADAT.

3apanta 20 mg punMupanu TabneTKH:
Beaxa dunmupana TabneTka cuaspixa 174,0 mg nakto3a MOHOXHIpAT.

3a nkJHMA CTTHCEHK HAa NOMOIIHHTE BELIECTER BHIKTE TouKa 6.1,

3. JIEKAPCTBEHA ®0OPMA
DunMHpaHa TabieTka.

3apanTa 5 mg QunmMupans 1abIeTKH:

Benu unu noutu Genmu, xpwerau, apoltHonsnekhanu Tabnetku. OT eHAaTa CTPaHa MMa BLTEGHATO
penedro m3obpakenune C33.

JuaMersp: npubnusutendo 5,5 mm, gebemuna: 2,7 - 3,3 mm.

3apanta 10 mg dunmupanu TabneTku:
Beym wnu nouTw Genu, KpbIiK, ABOHHOMIIIBKHATH QUIMUpaHH Ta6ne'rl<n Ot ennara CTpaHa HMa
BITEOHATO peltedHo w3obpaxeune C34.

HMuameTsp: npubmuzutenno 7,0 mm, nebenuna: 3,3 - 4,2 mm,

3apanTa 20 mg dunmupanyu rabneTkH: i
benu wiu nourn Genu, KpBIiK, ABOHHOM3NBKHATH GuiMupany Tabnetku. OT ¢
BITBOHATO penedHo niobpakeHue C35.

HMuameTsp: npuSnusutento 9 mm, neGenuna: 4,2 - 4,9 mm.




4. KIMHHYHU JAHHH
4.1 TepanesTHYHH MOKA3AHHSA

Jleuenue na xunepxonecmeponemus

BeapacThu, roHomu 1 fena Ha BB3PAcT 6 H NOBEYE OAKMHH C ITEPBHYHE XHIIEPXONECTEPONeMHR (THI
Ila, ¢ u3xnIOYEHHE HA XETEPOIHIroTHA haMIITHA XHUIIEPXOIECTEPONIEMHES) HIIH CMECEHa IUCTHITHACMHA
(tum IIb) kato AoGaBka KEM AHETaTA, KOTATO PE3YATATHT OT AUETATA U APYTH He(apMaKOMOrHYHH
MEPKH (Hanp. GH3MIECKH YIPaKHEHNs, HAMANABAHE Ha TETTIOTO) HE € 3aJ0BOIMTENEH.

Br3pacthu, OHOIIM ¥ ie1la Ha MITH HaJ 6-TOAHIIHA BB3PAcT ¢ XOMO3UIrOTHA (JaMHITHA
XUIIEPXONECTEPONEMHA KaTO 100aBKa KbM AMETATA H KEM APYTO JHITHAONOHHKABAIIO IeUeHAe (Hamp.
LDL adepesa) win korato TOBA JICICHHE HE € NOAXOIALLO.

Ipesenyun na xapouosackyrapru cvbumus

IIpeBeHUyA HA 3HAYMMH CEPAEYHO-CBAOBH CHOHTHA [IPH MaLHEHTH, IIPH KOUTO C& OUAKBA BHCOK PHCK
P4 MEPBO CHPACUHO-CHAOBO CHOUTHE (BXK. ToUKa 5.1), KaTO TOMBIHEHHE KbM KOPEKLMS Ha APYTH
PUCKOBH (paKTOpH.

42 [lo3WpoBKA H HAYMH HA NPHJIOKEHHE

[peau samouBaHe Ha TepalHATa MALUeHTHT TpsOBa Aa ObIe TIOCTaBeH Ha CTAHAPTHA IHETA 38
TMOHIDKABAHE HUBOTO Ha XONIECTEPOiIa, KOSTO Aa MPOABIKH H 110 BpeMe Ha JIeUeHHeTO.

EOBHQOBK&

I/ISSOP'BT Ha MO3WPOBKa € OIIpenesniss OT HHIMBHAYATHHTS TepaleBTHYHU eI H 0Troeopa Ha
NMAOHEHTA, KOKHTO ¢ OTIPEAS/IAT OT NPCNOPEKUTE Ha CHBEPEMEHHHTE KOHCEHCYCHH PBKOBOICTEA 34
KOHTPON Ha XOIeCTSPONICMHATA.

Jlevenue na xunepxonecmeponemus

INpenopryBaHaTa HayanHa f03a € 5 mg WK 10 mg epopanHO BeAHEX AHEBHO, KAKTO MPH NALMEHTH,
KOHTO HE ca TIPHEMAaJTH CTATHHHM, TaKa W TIPH IPeMHHABaHe OT Apyr uuxubutop Ha HMG-CoA
pemykrasara. HabopbT Ha HawanHa 103a 3aBUCH OT HHBOTO Ha CEPYMHMS XOJIECTepo, Gnaernus
CBPACYHO-CBA0B PUCK H PHCKA OT NMOSBA HA HEKEIAHH JISKAPCTBEHH peakuuH. [1pu HeobxomuMocT
No3aTa MOXE 1a C& KOPHTHPa KaTo & NPEMHUHE Ha CIIeIBalIOTO I030BO HUBO ciiel 4 ceAMHUH (BXK.
TOouKa 5.1).

IIpeasun nosuiueHaTa 4€CTOTa HA IOKANBAHE HA HEXKENAHH PEAKLUMK NPH J03a or 40 mg B
CPABHEHHE C MO-HACKHTE 1031 (BxkK. ToYKa 4.8), Noc/ieqHO THTpUpaHe 10 MAKCHMA/THATA 4033 OT
40 mg Tpsi6Ba na ce MpeAMpHEMa caMO IPH MALMEHTH C TEKKA XHIIEPXOIECTEPOIEMHS ¢ BHCOK
CBPACYHOCHAOB PUCK (0cobeHO Te3H ¢ (GaMHNHA XHIIepXONecTeponeM s ), KOHTO He JOCTHraT
AEJIAHOTO HUBO HA XOIICCTSPOI MPH JieyeHHe ¢ 20 mg ¥ MpH KOHUTO 11e ¢e TIPaBH PYTHHHO
npocnenseaHe B X04a Ha Ne4eHHeTo (BXK. TOUKa 4.4).

Iipu 3anousane Ha Teuenue ¢ 40 mg ce NpenopbUBa NOCTOSHHO HAGMIONEHHE HA TIAIIMEHTA OT
CIIEITHAJTHCT.

IHpegenyus na copoeurno-cvdocu cvbuns

B npoyuaHe 3a HaMasiBaHe Ha PHCKa OT CHPIEYHO-CBA0BH ChOMTHS H3MOM3BAHATA 034 € 20 mg

IHeBHo (BX. TOUKa 5.1). P
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Heduampuuna nonyaayus
Ynorpebata oT fela TpaGBa xa ce W3BBPILIBA CAMO NO) HAOONEHHETO HA cneunm;?ic’r
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Jeua ¥ 10HOWH Ha BE3pacT oT 6 Ao 17 ropueu (cranuii <I1-V oo Tanep)

XeTepo3HroTHa PaMHIHA XHIEPXONECTEPOIEMHS A




IlpH nena u roHOLIN ¢ QAMHIHA XHTIEPXO/IECTEPOIEMHA NPENOPHIHTENHATA Hauaina o34a € S mg

IOHEBHO.

» I1pu neta Ha BH3pacT 6 10 9 roAMHU ¢ GaMHITHA XUNIEPXONECTEPONEMHA MPETOPEIUTETHUAT
J030B AMANa3oH € 3-10 mg nepopanHo BeAHEX AHeRHO. besonacHocTTa H epUKACHOCTTA Ha
JI03H NO-BUCOKH OT 10 mg He ca mpoy4BaHH IIPH Ta3H NOMyJIanu.

. Tpwu nena v oo Ha BB3pacT 10 a0 17 ronuen ¢ hamuiTHa XHepXonecTepoeMua
MPELoPBUMTENHAAT I030B AHANA30H ¢ 5-20 mg nepopanHo BeaubxK AHEBHO. Be30macHOCTTa H
eKaCHOCTTa Ha A03H MM0-BHCOKHM 0T 20 mg He ca npoyYBaHH [pH TA34 NOITyJIaIHA.

Tutpupaneto TpaGea a ce MPoBexAA CEINACHO WHAMBHAYATHUA OTTOBOP M NOHOCHMOCT Ha

NeJHaTPUYHHTE MALHEHTH, KaKTO Ce TIPeNopbYBa B IIPSHOPHKUTE 33 leueHHe Ha aena (8K, Touxa 4.4).

Jeuara v 1oHOWHTe TPsAOBa Na Ce MOAAOKAT Ha CTAHAAPTHA XOJIECTEPOIO-NIOHIKABAILA THETA NPeAU
Aa Ce 3ano4He JICUEHHE ¢ PO3yBacTaTHH; AxeraTa TPAOBa a ce NPOMBIDKH O BpeMe Ha JIEYeHHeTO ©
PO3yBaCTaTHH.

XomozuroTHa GaMHIHA XHIIEPXONECTePONIeMHS

IIpu feua u PoHOWIM Ha BB3pacT oT 6 10 17 roJHHH ¢ XOMO3HIOTHa aMuiHa XUIepXOoIecTepoNeMHa
NpenoppYMTeNHaTa 1o3a € 20 mg BeAHEK THEBHO.

Ilpenopeyra ¢e HauanHa A03a oT 5 10 10 mg BenHEK THEBHO B 3aBHCHMOCT OT BB3PACTTA, TENECHOTO
TErNIO U NpeANIIHA yIIoTpeDa Ha cTaTHHH.

TurpupareTo 10 MakcuManHa fosa oT 20 mg BeHDLK AHCBHO NPH MeJHATPHYHH [IALMEHTH TpS0Ba fa
ce MpoBexad CHIVIACHO HHAMBHAYATHHA OTTOBOP H IIOHOCHMOCT, KaKTo € CIIope/ NpelopbKHUTe 3d
TIeYCHKE TIPH NEAWATPHYHM MaLmeHTH (BX. Touka 4.4). JleuaTa u pe3pacTHHTE Tpadsa oa ObaaT Ha
CTaHapTHA THETa 32 MOHHKaBaHe HA XONECTePoNa [IPe/H 3allOYBaHE Ha IEUEHHETO ¢ PO3YBACTATHH,
KaTo Ta3d AHeTa Tpa0Ba Ja ce MpPOIbIKH 110 BpeMe Ha JICUSHHETO.

Hma orpaHHYeH onur ¢ A03H, pasnuvHy oT 20 mg, IpH Tasu NOMyJIalu.

Jeua no-MankH ot 6 roaHHH
bezonachocTTa M ehiKacHOCTTa Ha yNoTpedara MPH Jiella MO-MAJIKK OT 6 TOJAHHM HE Ca [IPOYYBAHH.
CnenosaTenHo 3apaHTa He ce Npenopbysa 3a ynoTpeGa Npu Aewa o-Majikd oT 6 FOIHHK.

Cmapuecka ev3pacm
ITpenopbupanaTa HavasIHa 103a npy NauMenTH >70 roguiuHa Be3pact € 5 mg (k. Touka 4.4).
Hpyro KopurupaHe Ha JOSHPOBKATA B 3aBUCUMOCT OT BB3pacTTa HE ¢ HeobXoaumo,

Bvbpeuno yepeocoane

He e Heo6x0anMo KOpHIHpaHe Ha R034Ta NpPH NMALHEHTH C J€KO 0 YMEPEHO YBPEKIAHE Ha
61Opeunara Gynkuus. [Tpu nanueHTH ¢ yMepeHo yBpeskaaHe Ha 6n6pewnata dyHKuua
Tpenopp4BaHaTa HaYallHa 103a € 5 mg (KpeaTHHHHOB KIHphHC <60 mL/min). Jlosupoekara ot 40 mg
© NIPOTHBONOKA3aHA TIPH NALMEHTH ¢ yMEPEHo yBpekaaHe Ha OpOpeunara @yrkuma. IIpH naumeHTH ¢
TEXKKO yBpexKOaHe Ha 6u0peunarta PpysKuva ynorpeGara Ha 3apanTa e MPOTHBONOKA3aHa 33 BCHYKH
JO3UPOBKH (BX. TOYKH 4.3 1 5.2),

Hepuodpotuo yapescdane

He e nabmonasana mosHIlleHa cHCTEMHA €KCIOZHLMA HA PO3yBaCTATHH NPH MALMEHTH ¢ OLIEHKA 110
ckanara Ha Child-Pugh paBra Ha 7 wnu no-aucka. Bblpeks TOBA NOBUIIIEHA CHCTEMHA SKCTIOSHILAA &
HaOJmoaBaHa NpH NALKMEHTH ¢ OlieHKa 110 ckanata Ha Child-Pugh 8 u 9 (x. Touxa 5.2). ITpu Teau
NauMeHTH TpabBa 1a ce npeanpueMe H OLEHKA HA MepHoapobHaTa Gynkuusa (Bx. Touxa 4.4). HaMa
JaHHY 32 MAUMEeHTH ¢ oueHka rno ckasnara Ha Child-Pugh Han 9. 3apanTa e npoTHBONMOKA3aH npu
MIALMEHTH ¢ AKTHBHO YepHOApo6HO 3aboiaBane (BX. ToUKa 4.3).

Paca /:-\-:‘::\\
Tlpu mauweHTH OT a3uaTcKa paca ce Hab/ToIaBa MOBHIICHA CHOTEMHA EKCITO3HIHA HA Jiél& CTE: Tﬁf‘J N\
(Bx. Touku 4.3, 4.4 1 5.2). Tpenops4BaHaTa HAYANHA /1034 NPH MALMEHTH ¢ asuaTcxo noremg £ S‘{rr”

TIpH Te3u nawyieHTH € MPOTHBOTIOKA3AHO MPHIOKEHHE Ha 034 oT 40 mg.

TI'enemuuen nonumopduzom




HzeecTH ca ¢HELH(pHIHE BHOOBE reHETHYEH MOTHMOP(UIBM, KOHTO MOraT Aa A0BeHaT A0
TIOBHLIABAHE SKCTIOSHITHATA Ha PO3YBACTATHH (BXK. TouKa 5.2). 3a nauueHTHTe, 38 KOHTO € H3BECTHO,
4e MMaT TAKMBA CTIelH(HYHA BUACBE NOMHMMOPGH3EM, Ce IIPeTIOphYBa [0-HHCKA JHEBHA 1033
PO3YBacTaTHH.

Ilpedpasnonazawu haxmopu xem muonamus

IMpu nauxeHTy ¢ npenpasnonarauy GakTOPH 3a PA3BHTHE Ha MUONATHA MPENOPHYBAHATA HAYaTTHA
no3a € 5 mg (BxK. Touka 4.4).

Tpy HAKOH OT TE3H NaLMEHTH ¢ NPOTHBONOKATAHO NPHWIOKEHHEeTo Ha f03a oT 40 mg (BXK, Touka 4.3).

Cenvmemesaua mepanusa

Po3yBacTaTHH e cyOCTpaT Ha pasiTH4HH TPaHCTIOpTepHY npoTekaH (Hanp, OATP1B1 v BCRP).
Puckst oT MHONATHA (BKIIOUHTENHO pabmOMHOIH3E) e NOBHIIIABA, KOTATO PO3YBACTATHH c@ NMpHara
€IXHOBPEMEHHO C ONpeNelICHH JIEKapcTBEHH MPOAYKTH, KOHTO MOTAT JIa MOBHNIAT IU1asMeHATa
KOHUEHTpALIHA HA PO3YBACTATHH NOpaad B3aHMOJEHCTBHE C TE3H TPaHCTIOPTePHH NPOTEHHH (Hanp.
LHKJTIOCTIOPHH H HAKOH TIPOTea3HU HHXHOUTOPH, BKMIOMHTENHO KOMGHHALIMH HA PUTOHABHP C
aTa3zaHaBMP, JIONMHABHD W/WIH THIIPaHAaBHD; BX. ToukH 4.4 1 4.5). Ha npeanscealyyTe JIGKapH ce
MPETIOPBHBA Ja B3eMat NpeABHI ChOTBETHATA JIEKAPCTReHA HHPOpMaLHa, KOTaTo 00OMHCIAT
TIpiIaraHe Ha TAKMBA MPOJYKTH €JHOBPEMEHHO Cbe 3apaHTa. KoraTo e Bh3M0oxkHO, Tpfha na ce Hmat
TIpeNBUA ATTEPHATHBHY JIEKAPCTBA U, aKO € HeobX0oauMO, 1a ce MMa Npe/IBHI BPEMEHHO [TPEKECBaHe
Ha TEpAIHATA ¢ po3yBacTaTHH. B CHTyauyH, korato efHOBpeMEeHHOTO NIPHIOKEHHE Ha Te3H
TIEKAPCTBEHH NPOLYKTH € PO3YBACTATHH € HeH30eXHO, [013aTa H PHCKa OT CHITBTCTBALIATA TEPaNHs H
KOPEKIIMM HA K034Ta Ha pOo3yBacTaTHH TPAOBA BHUMATETHO Aa ce oOMHCIAT (BxK. Touka 4.5).

Hauuy ua npunoxexne
3apanTa MOXe Ja ¢& TIpHeMa 10 BCAKO BpeMe Ha JeHA ChC MIH Oe3 xpaHa.

4.3 IIporuBomokazaHus

3apanTa & NpOTHBOIOKA3aH!

- IPH MAUHEHTH ChC CBPBXUYBCTBUTEIHOCT KBM aKTHBHOTO BELIECTBO MIIH HAKOE OT MOMOIHHTE
BelleCTBa, H30poeHHU B TouKa 6.1,

- NPH NALUHERTH ¢ aKTHBHO 4€pHOAPOoGHO 3ab0naBaHe, BIITIOYHTENIHO HEYTOYHEHO,
NPOIL/DKHTETHO NOKAYBAHE Ha CePYMHHTE TPAaHCAMHHA3ZH H BCAKO MOKAYBAHE HA CEPYMHEH
TPAHCAMHHA3H TP NETH HAJ FOpHATa pethepeHTHA MpaHuLa.

- TIPH NALKEHTH ¢ TEXKO YBpeKIaHe Ha Or0peyHaTa (hyHKUHMA (KPEATHHHHOB KITHPBHC
<30 mL/min).

- 1IpH MALITHEHTH ¢ MHUOHATHA.

- TIPH NMALMEHTH, FIPHeMAllH eAHOBPeMeHHO codocOyBup/BenmaTacBup/BOKCHANpPeBHp (BXK. TOYKA
4.5)

- [IpH NAUHEHTH, TPHEMATITH eTHOBPEMEHHO [HKITOCTIOPHH.

- no BpemMe Ha OpeMeHHOCT, KbpMEHE U TIPH XKeHU B AeTePOIHA BH3PAcT, KOHTO HE HATON3BaT
NOJXOASILH KOHTPAUCIITHEHH MEPKH.

Ho3sura ot 40 mg € NPOTHBOMOKAa3aHA NPH NAlHEeHTH ¢ NPeapasoarallid GakTopH 34 PasBHTHE Ha
Muonatua/pabaomuonusa. Taxuea GpakTopH ca:

- YMePEHO 1o cTeneH yppexnane Ha 6pOpednara pyHkUmA (KpeaTHHHHOB KAHPEHC N0
60 mL/min)

- XHIIOTHPEOHAUIBM

- JHYHA WITH QaMILTHA aHaMHe3a 3a HACEACTBEHH MYCKYJHH 3a60nBaHnA

- AHAMHE3a 32 [0ABa Ha MYCKYJTHO YBpexIatie 0 BpEME Ha JCUECHHE ¢ Apyr M,ema“
rpynaTa Ha HHXHOWTOpUTE Ha XUIPOKCH-METHA-TILyTapUN-KOSH3UM A pegyk:r&a&%
pubpar AN

- 3n0ynorpeba c ankoxon I Y

- JHUA OT a3naTcKaTa paca
- CBITBTCTRALIO TedeHHe ¢ Pubpary.



(Bx. Touxwy 4.4, 4.5 1 5.2)
44 Coenmajau npelynpexIeHus u CNEIHATHH NPeANa3sHH MEPKH npa ynorpeda

Teorcku KONCHU HENCERAHHU Pearytiu
I1pu nederne ¢ pO3YBAcTATHH € CHOOIIABA 32 TEXKH KOXKHH HEXEIAHH PEaKLMH, BKIIOYBAIH

cuHnpoM Ha Stevens Johnson (SJS) u nexapcTsera peakius ¢ e03MHOQUANS ¥ CHCTEMHH CHMITTIOME
(DRESS), KOMTO MO3Ke a ¢a JKHBOTO3aCTPAllaBaIlIK WiK ¢ netaned H3xoA. [IpH npeanuceaneTo Ha
IEKApCTBEHMS MPOIYKT NalueHTHTe TpabBa fa 6b1aT HHGOPMHpPaHH 3a IIPH3HALIMTE H CHMITTOMHTE
Ha TEKKH KOXXHM PEakLHH H 123 0baT HaOMmo1aBaHu ¢ HOBMINEHO BHUMaHUE. AKO CE NOSBAT
NPH3HALM M CHMITTOMH, NIOKA3aTENHH 38 Ta3H pPeakius, NPUIoKeHHeTo Ha 3apaHTa Tpa6ea HesabasHO
Iia Ce IPEYCTAHOBH U JIa ce 0OMUCIIH aNTepPHATHBHO JIeUEHHE.

AKO MALMEHTHT € PA3BHII CEPHO3HA peakums, kato HarmpuMep SIS Wi DRESS npu ynorpefara Ha
3apaHTa, TeyeHHeTo ¢ 3apanTa He TpAOBa HHKOrA Aa C€ MOAHOBARA IIPH TO3H IAIMEHT.

Drbpeyu

IMpn naukenTy, IeKyBaHH ¢ NIO-BHCOKH J03H 3apaHTa, no-KoHkperHo 40 mg, € Habmonasana
NPOTeHHYPHA, KOATO € YCTAHOBEHA NPH H3CICABAHE ¢ TECT-NEHTH, ¢ NPEAMMHO TyOyJieR MPOH3X0l K B
TIOBEUETO CITy4aH C [IPeXO/eH WM HHTEPMHUTEHTEH XapakTep. HaMa NaHHW Ja/i NpOTeHHY pHATa
TPEAIIECTBA OCTPO HITH TporpecHBHO 6p0peyHo 3abonseane (Bxk. Touka 4.8). HecroTata Ha
IOKNafBAHE HA OLICHEHHTE KaTo cepro3HH OpOpedunH Hexenanu crbuTHa no Bpeme Ha
NOCTMApKeTHHIOBa ynoTpeba ¢ no-sHcoka IPpH Jo3HpoBka oT 40 mg. [Io BpeMe Ha pyTHHHOTO
MpoCneASBaHe HA MALUUeHTH, oOuyaiiHo Tperspany ¢ 40 mg, TpAGBa 1a ce [IPaBH H OLleHKa Ha
6nbpeynaTa QyHKLMS.

Crezemna Mycxyramypa

EdexTH BEpXY CKENeTHaTA MyCKYNaTypa (MHAITHA, MHOTIATHA H, MO-pARko pabaoMHoNK3a) ca
¢BHOOIIABAHH TIPH NPHIOKEHHE HA BCHUKH A030BH PEXKHMH Cbe 3apaHTa, 0coGeHo npH J03H Hajl

20 mg. Muoro paako ciyvau Ha paGaoMuon3a ca crofbmaeanu npu ynorpeba Ha ezetimibe B
koMOuHauwpA ¢ HHxuOHTOp Ha HMG-CoA penykrazata. He Moxe na Oble H3KITIOUSHO
¢bapMakoTHHAMHHHO B3auMoaeHcTBHE (BK. TOUKa 4.5.) H € HeoOXOHMO BHUMAHHE IIPU
KOMOMHHpPaHOTO UM NpHIIaraHe.

Kakro npu apyrute HEXuOHTOpH Ha HMG-CoA peaykTasara, TOKTaBaHATA YECTOTa Ha
pabnoMuoNmMsa, CBHP3aHa Che 3apanTa o BpeMe Ha TIOCTMAPKeTHHIOBaTa yrnoTpeba e no-gHcoKa npu
ITosupoexa ot 40 mg,

Hzcredeane na kpeamunxunazama

Kpearunkunazara (CK) He TpaGea na ce onpenens cnes (pu3uvecko HATOBAPBAHE WK [IPH HATTHYHETO
Ha Apyra npasnonoaoSHa NMpH4KHA 3a yeennuenue Ha CK, koeto Moxe fa 3aTpynsu
HHTEPAPETALHATA Ha pe3yaTaTa. Ako HusoTo Ha CK ¢ 3HaUHTeIHO MOBHIIEHO Ha H3XONHO HHBO (> 5
ITTH HaJi ropHaTa pedhepeHTHa TpaHHIA), TOBTOPHO onpenensHe Tpabea Ja O'BIe HATIPABEHO B
paMKHTe Ha 5-7 THH. AKO ce NOTBBpAM H3X0AHO HHBO Ha CK >5 npTH Han ropHata pedepeHTHa
rpaHMla, NEYEHHETO He TpAOBa Ja 3amousa.

lIpedu revenuemo

Kakro i apyru uuxuturopn Ha HMG-CoA penykTaszara, 3apanTa Tpa6Ba 1a Gbae NpeanmuchaH ¢

ocofeHo BHUMaHHE TIPH IALMEeHTH, 33 KOWTO ca HAIMLE (aKTOpH, NPeApasIioNaraly pa3BHTHE HA

MHonaTHA/pabnoMuoniza. Takuea dakTopH ca:

- yBpexnane Ha Op0peuHaTa GyHKUuUA

- XHIMOTHPEOHTHIBM

- THYHA WM PaMHITHa aHAMHE3a 3a HACIEACTBEHO MyCKYITHO 3a00onsasane

- aHaMHe3a 3a MPOSIBH Ha MYCKyJiHa TOKCHYHOCT KBM Ipyry RHXHOuTOpH Ha HMG- C_,QA,.__W_
peayxrazata wiu pubpary e 1‘:; N

- 3noynorpeda ¢ aNKoXon

- MalHeHTH Ha BB3pacT Hay 70 roguny

jﬁ
- CBHCTOAHMKS, TIPH KOHTO MOKe Aa ce Habmogasa MoBHIIaBaHe Ha l’lI[aSMeHrH’l‘e
42,45u5.2) i




- CHIBTCTBALIO NMPHIOKeHHe Ha Qubpary.

IIpH Te3H MALMEHTH, PUCKET OT JIeueHHETO TpA0Ba 1a ce cbobpasy ¢ BE3MOXKHATA N0/138, KATO ¢e
npenopruBa KWIMHUYHO HaGoeHHe. Ao n3xoaHOTO HiBO HA CK ¢ 3HATHTETHO IOBHINEHO (>5 meTH
HaJl ropHaTa ped)epeHTHA IPpaHHIIa) JeUeHHeTo He TpabBa na 3amoysa.

Ilo epeme na Aevenuemo

Tpabea na ce ucka OT nauueHTHTe He3abaBHO Aa CHOOMABAT 32 MOABATA HA HEOOACHAMM MYCKYJIHH
GONKH, ycemade 3a cnabocT WITH KPaMITH, 0co0eHO aKo ¢a CBEP3aHH ¢ HEPa3NONIOKCHHE HIIH
de6punurer. [Ipy Tesu naupenTy Tp:absa aa ce usciaeapa HusoTo Ha CK. Tepanusta Tpatea na ce
TpekpatH, ako HuBoTo Ha CK e 3Ha4YHTe HO mosHIneHo (>5 TBTH HaJl TOPHATa pedepeHTHA rpaHHLa)
HITH MyCKYJTHHTE CHMITTOMH Ca TEXKM H NPHYHHABAT JHckoMOpT Mo Bpeme Ha ofuvaiinara
axtusHocT {mopu HueoTo Ha CK 1a e <5 mbTH Haj ropHata pedepeHTHa MpaHuna). AKO CHMITOMHTE
H34e3HaT H HHBOTO Ha CK ce HOpManu3Hupa, MOXKe Ja ce IOMHCH 33 BE300HOBSBaHe Ha JIeUeHHeTO
¢be 3apanTa Wi ¢ anTepHaTHBeH HHXUOHTOP Ha HMG-CoA peykTasarta, mpunarad B Hali-HHCKA
zo3a, noa Habmonenue. PyTuHHOTO MOHUTOpHpaHe Ha HuBoto Ha CK npy namueHTH 6€3 CHMIITOMH
HE & OCHOBATEJIHO.

Hima MHOTO pefikH ChOOIISHHS 3a MMyHOMeIMUpaHa HekpoTH3upawa Muonatus (HMHM) nio speMe
HITH CJIe] JIEYeHHE CHC CTATHHH, BKITIOUHTENHO posyBacratud. IMHM, KTHHHYHO Ce XapaKTepH3upa
¢ IPOKCHMAaTHA MYCKY/THA cnafocT U OBUILEHa KPEaTHHKHHA3A, KOHTO IIEPCHCTHPAT BBITPEKH
CTHpaHe Ha JIe9eHHETO CbC CTATHHH.

TIo BpeMe Ha KIMHWYHKWTE U3MMTBAHMA HE Ca NONYYEeHW AaHAH 33 YBeHYaBate Ha edeKTHTe BBPXY
CKeJIeTHATa MYCKyJ1aTypa B MajIKaTa IpYHA NalHeHTH, IpH KOHTO PO3yBAaCTATHH e IIPHIarax Chbe
CHITBTCTRALLO eueHHue. YBejMueHHe Ha YeCTOTAaTa Ha MHOSHT M MHONaTHE € HaGmoaaBaHo obaye npu
TMAIHeHTH, nipueMany apyrd uaxuburopsn Ha HMG-CoA peffyKTaszaTa 3aeJHO ¢ MPOU3BOAHH Ha
¢$hrOpUHOBATA KHUCENIHHA, BKIKOYBALIN TeMOHUOPO3HI, UHKIOCIOPHH, HHKOTHHOBA KHCEITHHA, a30/10BH
AHTMMHKOTHUM, TPOTEa3HH HHXHOMTOPH H MakpOTHIHH aHTHOHOTHLM.

T'eMduGpo3nT IOBULIABA PHCKA OT IOAB2a Ha MHOMIATHA, KO €& MPHEMa e[IHOBPEMEHHO ¢ HAKOH
naxubuTopr HAa HMG-CoA penykTasaTa. [Topagu Topa KOMOHHALMATA MEXAY PO3yBaCTaTHH H
remuOpO3KN He e npenopruMTenHa. [loasarta OT AONBIHUTETHO IOHIDKABAHE Ha TMIMAHWTE HHBA B
pesynTar oT KOMGHHHpPaHOTO IIpUeMaHe Ha po3yBAacTaTHH ¢ GuOpaTH unu Hualke TpAGBa na 6uae
BHHMATENIHO TpeUeHeHa CpAMO MIOTEHLIHAMHUS PHCK 0T MogoOHK koMOuHauus. I1pu nosa ot 40 mg,
CBOBTCTRAIIOTO JeyenHe ¢ GHOpaTy € NpOTHEONOKA3aHO (BiK. TOUKH 4.5 1 4.8).

3apanTa He TpAOBA 1a ce TIpUIara eJHOBPEMEHHO < JICKAPCTBEHH IPOJYKTH 33 CHCTEMHO
MIPHIOKEHHE, ChABPKAIIM GY3UI0BA KHCENHMHA WIH B pAMKHTE HA 7 JHH CJe CHpaHe Ha JIEUYeHHeTO
¢ $y3unoea kucenuHa. [Ipy MALMEHTHTE, 38 KOHTO € PHETO, Ye CUCTEMHHAT NMpHeM Ha Qy3unoea
KHCEJIHHA € OT CBHIECTBEHO 3HAYCHHE, JTSUeHHeTO ChC CTATHHH TPAOBa Ia CE Crpe 3a LieNus NepHOL Ha
neuenye ¢ Ppy3unosa xucennna. Mma copobinenns 3a pabaomuonuia (BunounTento ¢ paTaien kpaii)
TIpH NALHEHTH, MPUEMANTH TasH KoMOUHauus (BX. Touka 4.5). [Tauuenrure TpaGea na Obmar
TIOCHEBETBAHH [ MOTHPCAT He3aDAaBHO CHBET OT JIEKap, AKO MOJY4YaT HAKAKBY CHMITTOMH Ha MyCKYJ/THa
cnaboct, Donka HiIH GONe3HEHOCT.

JleyeHneTo CHC CTATHHH MOXKE J1a 3aTI0YHE OTHOBO CeAeM AHH CJIe/ IPHEMA HA NOCNEHATa J03a
¢y3unopa kucenuHa, [pH H3BBHPEAHH 06CTOATEICTRA, KOTATO € HeoOXOAHMO PO BIDKHTETHO
CHCTEMHO NpHIaraHe Ha (ry3HI0Ba KHCSMHA, HATIPEMED, TIPH TEKKH HHMEKLMH, HyKIaTa 0T
KOMOHHYpaHo NpHnaraHe Ha 3apanta H $y3HI0Ba KHCeMiHa TpAbBa aa ce o0MHCIH HHAMBHAYAIHO 32
BCEKH TAIMEHT W 0] BHUMATETHO MEeIHLHMHCKO HabmoeHue.

3apanTa He TpA6Ba na ce ynorpebaBa NPH NALMEHTH C OCTPH, CEPHO3HA CHCTOAHMUA, TIOKA3aTeNHH 3a
MHOTIATHA WK TIPSAPAsIONaTaluy KeM passHTue Ha GB0peuHa HeJIOCTaThYHOCT BCNEACTBHE = =
paGoomuonusa (Hanp.cerncue, XUNOTeH3Hs, FONIAMa Onepalus, TPABMa, TEHKH Meraﬁdﬂii’pﬁy;! N
SHIOKPHHHH M €IEKTPOIHTHH HapyILEeHHA HIIH HEKOHTPOJIHPaHH [bPUOBE). R

Brusnue evpxy ueprus dpot




Kakro npu napyre unxubutopn Ha HMG-CoA peaykrasaTa, 3apaHTa Tpa0Ba BHHMATEITHO Ja ¢e
NIpHJIara INpH MALMEHTH, KOHTO MPHEeMAT rOIAMO KOJHMeCTBO 8KOXOM H/WIH ¢a MMaTH 3a00/iABaHe Ha
YePHUA APOG.

[MpenoprulTEnHO € fa ce HarlpaBAT H3c/e BaHHA 33 OLeHKa Ha (PyHKIMATA Ha YepHHA APOD NpeiH H
3 Meceua creq 3ano4BaHe Ha JIEHeHHETO, 3apaHTa TpAOBa Ja ObAe NpeyCTaHOBEH HITH o3arTa Tpalea
Ja GbIe HaMaeHa, aKO HUBOTO HA CEPYMHUTE TPaHCAMHUHA3H Ha/IBHILIABA TPH ITHTH FOPHATA
pedeperTHa rpaHuna. CrobueHaTa HECTOTA HA CEPHO3HY HOMENAHM Peakiiiy OT CTPaHa Ha YePHMA
Ipob (CHCTOALH ce OCHOBHO B YBEHUEHH TPaHCaMHHA3H ), 110 BpeMe Ha IIOCTMAPKETHHIOBATA
ynorpeba, e no-BHCOKA IIpH f03ata oT 40 mg.

HpPI TTallHEHTH C BTOpPI'-IHa XHHBPXOJICCTGPOJ’ICMHH, TNIpUYHHEHA OT XHHOTHPCOPI,HH3’EM HIIH
HedypoTHUECH CHHAPOM, OCHOBHOTO 3a00nsBaHe TpsORA [Ia Ce TeKyBa NMpeAH 3aN0OYRaHe Ha ISUCHHE CBC
3apanra.

Paca
PapMakOKMHETHYHHTE NIPOYYBAHHA NOKA3BaT, Y€ [IPU MAlMEeHTHTE OT a3HaTCKaTa paca © HaIHLe 1o-
BHCOKa EKCIIO3HLHA B CPABHEHHES C TE3H OT KaBKazkata (Ganara) paca (Bx. Touku 4.2, 43 u 5.2).

IIpomeasnu unxubumopu

TloBuuIeHa CHCTEMHA €KCTIO3HLIMA Ha pO3yBacTaTHH € HaGMroAaBaHa NpH NallHeHTH, IIpHEMalIH
PO3YBAacTaTHH ¢AHOBPEMEHHO C PA3iHYHH NPOTEa3sHH HHXHOUTOPH B KOMOMHAIIMA C pHTOHABHD.
Tpabea ma ce obMuCTH, KAKTO MON3aT2 OT NHIWIOTIOHWKARAHE Upe? ynoTpeba Ha pO3yRacTaTHH TIpH
patueHTs ¢ HIV, KOHTO NpHeMaT nporeasHd HHXUMOHTOPH, TaKa B MOTEHUMANA 38 MOBHLIEHA
KOHLIEHTPALHA Ha PO3YBACTATHH, KOraTO Ce 3all0yBa TepallMATa ¥ Ce IOBHINABa A03aTa Ha
PO3YBAcCTaTHH NPH NALHEHTH, TEKYBAHH ¢ IpoTeasHl HHXHOUTOpH. He ce mpenopsuBa CHITBTCTBAIIO
HPHITOKEHHE HA OMpPeNE/IeHH NpoTea3HU HHXHOMTOPH, OCBEH aKo 103aTa Ha pO3yBacTaTHH HE C&
KOpHTHpa (BX. To4kH 4.2 1 4.5)

Henonocumocm xvm raxmaoza

To3u JekapeTeeH NPOAYKT CHABPKA akro3a. [IalHeHTH ¢ PeAKH HacaeACTBEHH [PODIeMH
HEIIOHOCHMOCT KbM raslakT034, [IbIeH JIaKTa3eH AeQHLHT WIH NTIOK030-ranakTo3Ha ManabcopOuma He
Tpa0Ba Ja npueMaT ToBa JIEKapCTBO.

Humepcmuyuanua benodpobna bonecm

CrobiueHH ca H30THPaHH CliyvaH Ha HHTepcTHIHANHA Senoapobaa GonecT npH NpHeM Ha HAKOH
CTATHHH, 0COOEHO NPH NMPOIB/LKHTETHO TeyeHHe (BXK. Touka 4.8). [IpH3HaumTe MoraT Aa BKMOYBAT
JMCITHes, HEMPOAYKTHBHA KAIIUTHIA H BIIOIIABaHE HA O6WOTO cheToAire (yMOpa, oTcnabeane Ha
Tero u debpunurer). IIpn nolospeHeHse, Ye NaMeHT e pa3Bu HHTepeTHIHAHA GenoapodHa
Gonect, TedeHHETO Ch¢ CTATHH TPAGBa Aa Gble NpeyCTAHOBEHO.,

3axapen ouabem
Criopen HAKOH JaHHH MOKE Ja Ce MPEMIOIONKH, Ye IEKApCeTBATa OT K1aca HA CTATUHWTE TIOBKIUARAT
HHMBOTO Ha KPBBHA 3aXap, KaTo MPH HAKOH MALMEHTH, H3TOKEHH HA BHCOK PHCK OT Pa3BHTHE Ha
nvafer, MOXe 12 NPeAU3BHKAT HUBO HA XUIIEPIIIHKEMHS, TIPH KOETO € HEOOXOIHMO KIHHHYHO
npoTHBOANabeTHO TeUeHHe.

Brnpexu ToBa, pUCKET €& NPEBB3X0OKIA OT NOHIKEHHETO Ha CHIOBHA PHCK MIPH yorpe6Ga Ha CTaTHHH
U IOpajiy TOBA He cllelBa 1a Ob/le NpHUKHA 33 CIIMpaHe HA JIEYEHUETO Che cTaTiHU. [Ipu mauueRTuTe,
H3JIOKEHH Ha PHCK OT XHIeprinkeMus (KpbBHa 3axap Ha rafHo 5,6 10 6,9 mmol/L, HTM >30 kg/m?,
NOBHINEHY TPHITTHHEPHIH, XHIEPTOHHA), TpAOBA 11a ce NpoCcneanBaT KIMHHYHUTE H OHOXHMHYHHTE
TIOKa3aTelH ChITIACHO MECTHHTE pasnopendH.

B wsnursaneto JUPITER e chobiena ofua ectoTa Ha 3aXapen auaber OT 2,8% Npu-rpuey Ay,
pO3yBacTHTHH U 2,3% [IpH NpreM Ha miaue6o, TPeaMMHO IIPH IALUMEHTH ¢ Huea H{}l St 3o X
rnagHo 5,6 oo 6,9 mmol/L.

!
-
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OueHABAHETO HA MHHEHHOTO H3pacTBaHe (BHCo4YmHa), Terio, MTM (MHACKC Ha TelecHa Maca) H
BTOPHYHHTE [TOJI0BH OeJie3H Ha NOMOROTO Ch3PABAHE MO CKANaTa Ha Tanner npH NeOMATPHYHH
NALHECHTH Ha BBE3pacT 6 Ko 17 roayuH ApHeMallli po3yBacTaTHH € OrpasHYeHo 10 ABYTrOAHIIeH
nepuon. Cren 2 rofHHM Ha TPETHPAHE TIO BPEME Ha MIPOYHBAHETO, He ce 3a6e13Ba HHKAKEB edexT
REPXY pacrexa, Ternioro, MTM mnH nosoBoTo cu3paBaHe (Bx. Touka 5.1).

B xanHAYHO TIpOyYBaHe Ha AeLa U IOHOLIH MPHeMAalliy pO3YBACTATHH 2a 52 CeAMHLH, TOBMIIABAHE Ha
CK >10xULN 1 MyckyIHHTE CHMITTOMH CJIe]] yIpaXKHEeHHe WIH NOBHIICHA (PH3HYEeCKA AKTHBHOCT ca
HabnoAapaHH 110-4ecTO B CpaBHEHHe ¢ HAOMIONeHHS OT KIHHHYHH IIPOYYBAHUA NPH BH3PacTHH (BXK.
Touka 4.8).

4.5 BsammoneiicTBHE ¢ APYTH 1eKapCTBa H APYTA GopMH Ha B3aHMoJelicTRHS

EdexT Ha enqHOBPeMEHHO NPUIQKESHH JEKAPCTREHU IIPOAYKTH BEPXY PO3YBACTATHH

Huxubumopu na mpancnopmeprume npomeuny: Po3yBacTaTuH e cyOCTpaT Ha ONpPeReneHy
TPAHCNOPTEPHH HPOTEHHH, BIITIYHTENHO YepHOAPOoOHNUs brrTelik Tpaucnoprep OATP1BI u edmyke
Tpancnoprepa BCRP. EnHoBpeMeHHOTO HpHNOKEHHE HA PO3YBACTATHH C JIEKAPCTBEHH MPONYKTH,
KOHTO €2 HHXUOHTOpH Ha Te3H TPAHCIOPTEPHH POTEHHH, MOKE 1a A0BEAE A0 IOBHINABAHE HA
IUIa3MEHATa KOHIIEHTpalMs Ha pO3yBACTATHH U [IOBHIIEH PHCK OT MHonaTHs (BXK. Toukn 4.2, 4.4, u 4.5
Tabmuua 1).

Lfuxaocnopun: Tlpu CHOBTCTRAING MIPHIOKEHHE HA pO3YBACTATHH H UMKIOCTIOPHH, CpeIXHHTE
croiinocTi Ha AUC Ha posyBacTaTHH ca GHIH cpelHo 7 IBTH N10-EHCOKH OT Te3u, HaGII0JaBaHK [IPH
3apaBH gobpoponun (Bx. Tabmuua 1). Po3yBacTariH € IPOTHBOMOKA3AH IPH MALIMEHTH, KOHTO
€AHOBPEMEHHO MOMYYaBaT UHKJIOCIIOPHH (BK. Toyka 4.3.). CBLIETCTRANIOTO MPHIOKEHHE He e
TIOBJTHANIC TUIASMEHHTE KOHLCHTPALUHH HA LHHKIGCTIOPHH,

ITpomeasnu unxubumopu: BEIpeKH Ye TOUHUAT MEXaHH3EM Ha B3AUMONEICTBHE HE © H3BECTEH,
€AHOBPEMEHHOTO IIPUIOKCHHUE C NPOTCa3HN HHXHSHTOpH MOJKE DPA3ZKO Ja MOBHIIK €KCTIO3HLHATA HA
pozysacratiH (Bx. TaGnuua 1). Hanpumep, enHoBpeMeHHOTO ApHIIOKeHHEe Ha 10 mg po3yBacTaTHH
kOMOUHEpPaH NPOMYKT, ChCTOAI Ce OT ARA NpOTea3tn HHxMGuTopa (300 mg atasanasup/100 mg
PHTOHABHP) MO BpeMe Ha €1HO $hapMaKOKHHETHYHO NPOyYBaHe IPH 3ApaBH n00POBONLM, Ce ACOLMHpPa
¢ TIPHOIM3HTEITHO TPHKPATHO H CeleMKpaTHO HapacteaHe, CboTBeTHO Ha AUC u Cpyay,
EmHOBpPeMEHHOTO IPUNOKEHIE HA POTYBACTATHH W HAKon KOMOMHAINK OT NPOTEa3HH HHXHOHTOPH
MOJK€ [a C¢ HMa IpeIBH] C/le]l BHHMATETHO IPeLeHABaHe Ha KOpeKIHHTE Ha 103aTa Ha PO3yBacTaTHH
Ha 6a3a 04aKBAHOTO MOBHIIEHHE HA €KCIIO3HIIMATA Ha posyBacTatuH (BXK. ToukH 4.2, 4.4, n 4.5
Tabnuua 1).

Temgpubpozun u Opyzu aunudononuxcasauiu cpedcmea: CHITBTCTBALOTO TIPHIOKEHHE HA
Po3yBacTaTHH U remuOpo3IT © KOBENO Aa ABYKPATHO NoeHImeHHe HA C max H AUC Ha po3yBacTaTun
(ex. TOuka 4.4).
B3 ocHOBa Ha naHHM 0T (papMaKOKMHETHIHHTE NMPOYUBAHHS 32 CHELHGUYHH TeKapCTBEHH
B3aMMOASACTBHS, HE ce OYaKRa B3aHMonelicTBHe ¢ PeHodubpat, HO € BE3MOKHA IOSBA Ha
(bapMaKoIHHAMH4HH B3aHMOAEHCTRBHA. ['eMpHOpo3nn, peHoPuOpaT H OCTAHAIIMTE METMKAMEHTH OT
rpynata Ha ¢ubpaTiTe U THTHIONOHIKABALIMTE A03M ( B 103K >1 g/neH) Ha HHaUWH (HHKOTHHOBA
KHCEJIMHA) TIOBUILABAT PUCKA OT NOABA HA MHOMATHA NPH KOMOHHHPAaHEe ¢ HHXHGHTOPH Ha XHAPOKCH~
METH/I-TIIy TAPHT-KOEH3HM A peJllyKTa3aTa, BEPOATHO NMopaaH dakra, 4e MocaeIHHTe MOTAT Aa
NIpeJA3BUKAT TI0ABATa HA TOBA YCIOKHEHHE H ITpH MOHoTeparua. Jlo3ata ot 40 mg e
HPOTHBOTIOKA3aHA TIPH CBITHTBALIO JedeHHe ¢ Gubpati (Bxk. Touku 4.3 1 4.4). [IpH Te3H nalmeHTH
neueHueTo TpAGBa na 3anoyHe ¢ 5 mg.

oI
Esemumuf.: CeneTcTBalmaTa ynorpeda na 10 mg posysactaTux v 10 mg e3eTumut BQ,T.IPI\ AQes ;:,;\
nopumenye o1 1,2 meti B AUC Ha posysacTaTH NPH NALMUEHTH ¢ xunepxonecrepoqéﬁna (Taﬁﬂﬁfxg \
1). Benpeks ToBa, He MOKE Jia ce H3KTIOUN GapMAKOJHHAMHYHO B3aHMO/IEHCTRHE Meﬂmy Tsvi“x \
Ja MMa KaTo pe3ynrTaT HexenaHH edekru (K. Touka 4.4)




Anmuayuou: EAHOBpeMeHHHAT NIpUeM Ha PO3yBacTATHH H HA aHTHALIH/IHA CYCIIEH3HA, ChIbPIKAINA
ATYMHHHEB M MaTHE3HEB XHOPOKCHA, € JOBEN IO HaMaleHHe Ha IUIa3MeHaTa KOHUSHTPalHA Ha
pozysactaTiH ¢ okono 50%. Tozu edext e 6u1 oTcnaben, KOraTo aHTHALMAMTE Ca aBaHM 2 Yaca Clell
npreMa Ha po3yBacTaTHH. KUIHHHYROTO 3HaYeHHWE Ha TOBA B3aMMOJICHCTBHE HE € H3CeIBaHO.

Epumpomuyun: CroereTBamara ynotpeba Ha po3yBacTaTHH M SPHTPOMHLME € JOBEJ 10 HAMANEHHE ©
20% Ha AUC .o U ¢ 30% Ha Cnax Ha posyBacTaTiH. BaauMoneficTBHeTO MOXKe Ia € NPEIU3BHKAHO OT
TIOBHILIESHHS YPEBEH MOTIIIMTET BCIEJCTBHE HA TIPHEMAHETO HA PUTPOMHLIMH.

Ensumu om cucmemama na yumoxpom P450: Jlannure oT un sumpo A ui 6160 IIpOyIBaHHA [IOKA3BAT,
Ye pO3YBACTATHH He € HMTO HMHXUOHTOp, HHTO MHAyKTOp Ha muroxpoM P450 u3oeHsuMuTe. B
NOMbAHEHRE, PO3YBACTATHH ¢ cnal cybcTpaT Ha TesH HM30eH3MMH. [lopadu ToBa, AEKAPCTBEHH
B3aHMMOAEHCTBHA BCIEACTEHE HA MeTa0OoMH3BM, MegHupad oT nutoxpoM P450 He ce ovaksat. He ca
HaGIFONaBAHM KIKHMYHO 3HAYHMH B3aUMOIEHCTBHA MEXITY po3yBacTaTHH M imyxoHa3on (ueExuburop
Ha CYP2C9 s CYP3A4) wnu xetokonason (uuxuburop Ha CYP2A6 u CYP3A4).

Tuxarpenop: THkarpenop Moske aa nosnuie 6s6pedHara eKcKpelHa HA PO3YBAaCTaTHH, YBe/THUYaBaHKH
PHCKa OT KyMyJIMpaHe Ha po3yBacTaTHH. BrripexkH ue TOUHUAT MEXaHH3BM HE € H3BECTEH, B HAKOH
CITyMau ¢IHOBPEMEHHOTO NMPHIIOKEHHE Ha THKATPEJIop H pO3yBacTaTHH BOAH A0 HAMAJIIBAHE HA
OnOpeunara ¢yHKIHS, moBHIIeHO HHRo Ha CPK u pabxomuonnza.

BiaumopeiicTBHEA, KOHTO H3UCKBAT KOPeKIHA HA J03aTa HA PO3YBACTATHH (BK. ChINO

Ta6auna 1): Korato ¢ HeoGXoauMo g ce npuara po3yBacTaTHH €11OBPEMEHHO ¢ IPYTH
NIEKAPCTBEHH NPOJYKTH, 33 KOUTO € H3BECTHO, 4e MOBHILABAT CKCIIO3HLIMATA HA PO3YBACTATHH, JO3HTE
Ha po3yBacTarTHH TpA0Ba Ja ce KopHTHpaT. Ha npennucaaliHre JeKapH ce Mpenopsusa Aa B3eMaT
NpedBHA CROTEETHATA JISKAPCTBeHAa HHopMaLui, Korarto oGMHUCIAT NpHaraHe Ha TAKHBA NMPOAYKTH
€IHOBPEMERHO CbC 3apaHTa. 3allo4ysa C¢ C 1033 OT 5 mg PO3yBacTaTHH BEIHBXK AHEBHO, aKO
OUAKBAHOTO NopHImeHHe Ha excriosuimsaTa (AUC) e npubnuzurelHO IBYKPaTHO HITH TIO-TONAMO.
MakcuManHaTa AHEBHA 1032 HA PO3YBACTATHH TpAGBA Ja ce KOPUrUpa Taka, Ye OYaKBaHaTa
EKCIO3HLKA Ha PO3YBAaCcTaTHH HSIMA BEPOATHOCT Aa HAJBMIUH TasH Ha 40 mg nHeBHA no3a
pO3yBacTaTHH, NpHeT 6e3 B3aHMOASHCTRALIM AeKapPCTBEHH NMPOAYKTH, HANp. no3a ot 20 mg
posyBacTaTiH ¢ rem¢pubposzin (1,9 neTu moeuitieHue) 1 fo3a or 10 mg po3yBacTaTHH ¢ KOMOHHALMA
aTazaHaBHp/pHTOHABHD (3,1 MBTH NOBHILEHHE).

AKo ce HabmoJaBa, 4e IeKapeTBeH MpoAyKT moBHIuapa AUC Ha po3yBacTaTHH NO-MaiKo OT 2 THTH,
HAYATHATA 1034 He TpalBa Ia ce HamMassea, HO TpAORa a ce MOAX0K/A ¢ BHUMAHHe, ako A034Ta Ha
3apawTa ce noBHIM Hag 20 mg.

Tadnuna 1. EfexT HA eJHOBPEMeHHO NPHJATaH JIEKAPCTBEH MPOAYKT BLPXY €KCNOIHIHATA HA
posyBactaTHn (AUC; B nu3xoanm pex) or ny0AHKYBAHA KAHHHYHY NPOyYBaHHSA

Hoenmapane Ha AUC Ha po3yBacTATHH 2 NhTH HJIH N0BeYe 0T 2 NBTH

J0308B pesxum HA Jo030B pe:kAM HA Ilpomana B AUC na
B3aHMO/IelCTBAMOTO TeKAPCTBO PO3YBACTATHH PO3yBACTATHH
CogocOyrup/sennaraceHp/BOKCHIIATIPE 10 mg, enuHMYHA D032 7,4 opa T

Bup (400 mg-100 mg-100 mg) +
Boxkcunanpesup (100 mg) BeaHBxK
AHeBHO 3a 15 nHu

Huxknocnopun 75 mg BID no 200 mg 10 mg OD, 10 nuu
BID, 6 Mecena

Hapomytamua 600 mg BID, 5 mau 5 mg, eavHHYHA 1034
Peropacenut 160 mg, OD, 5 mg, eAMHMYHA 034
14 aau

Artaszanasup 300 mg/puronasup 100 mg 10 mg, enuHuvHA f03a

OD, 8 auu




Bennaraceup 100 mg OD 10 mg, eqHHAMHA AO3a 2,7metR T
OmbuTaceup 25 mg/napuranpesup 5 mg, eaunyyHa 3033 2,6 mptH T
150 mg/puronasup 100 mg OD/

nazaGyeup 400 mg BID, 14 nuu

I'pazonpesup 200 mg/enbaceup 50 mg 10 mg, enuHUYHA 1032 2,3 metH T
OD, 11 oun

I'nexanpesup 400 mg/nubpeHTacRHp 5 mg OD, 2,2 meTH T
120 mg OD, 7 nuu 7 nHH

Jlormvnazup 400 mg/puronasup 100 mg 20 mg OD, 7 axu 2,0 mern T
BID, 17151

Knomuporpen 300 mg HaToBapBala 20 mg, enMHMYHA 1033 2nee T
1033, NocheaBaHa ot 75 mg Ha 24 gaca

Temdubposun 600 mg BID, 7 auw 80 mg, equHMYHA 7032 1,9 a1
Hosnmapane Ha AUC Ha po3yBacTATHH H0-MAJIKO OT 2 TbTH

JI030B pexnm Ha J030B pexnM Ha IIpomana B AUC na
B3aHMOeiiCTBAIOTO JIEKAPCTBO PO3yBACTATHH posysacTaTas’
EnrpoMGonar 75 mg OD, 5 nau 10 mg, eauunYIHa A034 1,6 TeTH t
Tapyuasup 600 mg/puronasup 100 mg 10 mg OD, 7 auu 1,5mem T
BID, 7 nuu

Tunparasup 500 mg/putonasup 200 mg 10 mg, eMHUYHA 032 L4nmera T
BID, 11 nuu

Jporenapon 400 mg BID He e Hannuna 1,4 mora T
Hrpakounazon 200 mg OD, 5 auu 10 mg, enuuuyHa H03a 1,4 mema 1
EserumuG 10 mg OD, 14 nuu 10 mg, OD, 14 aau 1,2 e T*°
Honnxapane Ha AUC na po3yBacTaTan

o308 peskum Ha Jlo308 pekum Ha MNpomsnra B AUC ua
B3aHMOeHCTBALOTO JIEKAPCTBO po3yBacTaTHH posyBacTaTHa'
Eprrpomus 500 mg QID, 7 nuu 80 mg, eqMHHUHA 103 20%
Baukamun 50 mg TID, 14 auu 20 mg, enMHAEYHA 1033 47% 4

Hama KInEEYHO 3HapEM edekT BLpXy AUC cLOTHOIEeRHeTO HA PO3YBACTATHH

Ho3oB pexHM Ha
B3aAMOACHCTBAIOTO NEKAPCTEO

H030B pesxnam Ha
po3yBacTaTHH

Hpomsana B AUC ma
posyBacTaTun’

dosamnpenasup 700 mg/pHToHaBHp
100 mg BID, 8 pun

10 mg, enHokpaTHA A033

Anernurasap 0,3 mg, 7 nHu

40 mg, 7 nHH

Camumapun 140 mg TID, 5 nHu

10 mg, eanokpaTHa n03a

Qenopudpar 67 mg TID, 7 aun

10 mg, 7 quu




Pudamnun 450 mg OD, 7 muu 20 mg, enHOKpaTHA 032 VIS

Ketokorazon 200 mg BID, 7 nuu 80 mg, enHoKparTHa 1032 PR

®Onyxonazon 200 mg OD, 11 guu 80 mg, enHokpaTHa 1034 “

* JlaHuMTe, TOCOYEHH KATO X-ITBTH NPOMIHA NPeICTARAT MPOCTO CHOTHOUICHKE MEXKAY €ZIHOBPEMEHHO
NPHTOKEHHE H TPUIOKEHHE HA PO3YBACTATHH camocTosTenHo. JlaHnure, MocoveHH Kato %
OPeACTABAT MPOLEHTA Pa3MKa OTHECeH Ha CAMOCTOSTENHOTO MPHJIOKEHHE Ha PO3YBACTATHH.

TloBHIIABAHETO € NIPEACTABEHO KaTo “ Gea NpOMSIHa KaTO “<>”, NOHIDKEHHETO KATO wi,

**HAKONKO MPOYYBAHHA 34 B3aUMOIEHCTRYE Ca MPOBEICHN ¢ PA3TUYHH JO3HPOBKH PO3YBACTATHH,

TabnuuaTa NpeacTaps Hal-3HaAYMMOTO CHOTHOLIEHHE,

OD = pegubx gHeBHo; BID = nBa neTh aueBuo; TID = Tpu neTH aHerHO; QID = 4eTHPH meTH

OHEEHO

AUC = nyom non Kpusata

Edexrt Ha po3yBacTaTHH BEPXY MHOBPEMEHHOQ MPHEMAHH JeKADPCTBEHH NPOAYKTH

Anmazonucmu na eumamun K: Tlogo6Ho Ha npyru uaxuburopu Ha HMG-CoA penykrasara,
3aI09BAHETO HA JICUEHHE ¢ PO3YBACTATHH WIH THTPHPaHeTO HA J03aTa My APH NMALUEHTH, NPHeMalllH
aHTaroHucTH Ha ButaMuH K (Hanp. BapdapiH HAM APYTH KyMapyHOBH GHTHKOAryJlaHTH), MOXe A3
noBeAe 10 mosuIileHHe Ha International Normalised Ratio (INR). ITpexpcaHe™o Ha JICUEHHETO HITH
HaMaTABAHE HA 03aTA HA PO3YBACTATHH Moke Ja Josene J0 HamaneHHe Ha INR. [Tpa moxoGuu
CHTYaIluu ce npenopbysa MoHMTOpHpaHe Ha INR.

ITepopannu koumpayenmuew/xopmono-3amecmeawia mepanus (X3T): ENHOBPEMEHHHAT FIPHEM Ha
PO3YBACTATHH K NEPOPATHH KOHTPaLENTHBH € KOBes A0 foBHIEasaHe Ha AUC Ha eTHHHISCTPRZHON H
HOpPrecTpel, CHOTBETHO ¢ 26% u 34%. Te3u NOBMINEHU Ma3MEHH KOHLEHTPALHH TpabBa fa ¢e
B3IEMAT [i0/] BHUMAHHE, KOTATO C¢ OTIpeAeiit JO3MPOBKATa Ha nepopankure KOHTpauenrTHey, Hama
{bapMaKOKMHETHYHM JaHHU 33 TTAUHeHTH, KOMTO NPHeMAaT eXHORpeMenHO posyBacTatiH H X3T. Ero
3amI0, B3aHMOIEHCTBHETO ONHCHAO No-rope He Tpabea fa Obe U3KITIOUEHO KATO BEPOATHOCT.
Bonpeku ToBa, Tazh koMOHHaIMA e OMNla ITMPOKO NpHIIaraHa OT XXEHH B KIMHHYHA H3NHTBAHHA 4 ©
Gunra Tonepupana Aoope.

Hpyzu nexapemeenu npodyxmu
Huzoxcun: Bb3 ocHoBa Ha JaHHUTE OT crieLIMPUYHY [POYUBAHMS 38 M3CNIEABAHE HA NEKAPCTEEHM
B3aMMOJEHCTBHSA, HE C€ 0YaKBa KIHHHIHO 3HAUMMO B3aHMOCHCTBHE C JMIOKCHH.

Pyzudosa xuceauna: He ca mposex1aHl NPOy4YBaHHA 34 U3CNICABAHE HA B3AUMOJCHCTEBHS C
PO3YBACTATHH H QY3IHROBA KHCENMHH2. PHCKBT OT MHOTIATHA, BIUTIOYHTENIHO pabnoMHONH3A, MOXKe Na
Ce NOBHILH NIPH ¢IHOBPEMEHHO CUCTEMHO MpUIAraHe Ha $y3AN0Ba KHCEIHHA U CTATHHH,
MexaHU3MBT Ha TOBA BIaMMOICHCTBHNE (He3aBHCHMO Jand € OT GapMakonMHaAMMIYEH HIN
(hapMakOKMHETHYEH THI WM OT LBATA THIA) 3acera ¢ HeussecTeH. Mma chobimenns 3a pabaoMuonnsa
(BxOYMTETHO HAKOM ClTy4au ¢ daTanen Kpaif) Ipu nalMeHTH, oMy IaBatly Ta3H KOMOHHALHA.

Ax0 e HeoOX0IHMO NeveHHe ¢ Py3uI0Ba KACEIHHA, TeUYEHHETO ¢ polyBacTaTiH TpaGBa Ja Onae
CTIPAHO 34 LENTHA MepHO Ha TeparaTa ¢ y3uaoea kucenuHa. Buakte ¢buio o Touka 4.4,

HenuaTpHyHA MOy IALHA
[poy4BaHHs 3a B3aHMOASHCTBHS Ca MPOBEXKTAHH CaMO IPH Bb3pacTHH, CTeneHTa Ha
Bzaumolxeﬁc'rnma B TMICAHATPHUYHATA MOITYaIKXA HE © HW3BSCTHA.

4.6 @eprTuauTer, SPEMEHHOCT # KbpPMEHe

PosypacTaTHH € NPOTHBOMOKA3AH 110 BpeMe Ha OpeMEHHOCT H KbpMEHe.

JKeHH ¢ feTeposieH NOTEHIHAT -
JKeHu B feTepoaHa BB3pAcT TpAOEa Ja MpHNaraT NOAXOAALIH KOHTPALENTHBHYE MEpPKH. :




bpeMennoct

XonecTepoasT u APYTH MPOAYKTH Ha GHOCHHTE3aTa Ha XOJeCTePON Ca BOKHH 34 PA3BHTHETO HA
wioaa. ETo 3alno AOTEHUHARHUAT puck oT HHXuOupane Ha HMG-CoA pemykrasara e N0-rojidM B
CpaBHEHME C MOM3aTa OT JEUEHHETO 110 BpeMe Ha GpeMeHHOCT. AKO NalMeHTKa aabpemMeHee No BpeMe
Ha JIe4eHHe ¢ TOBA JIEKAPCTBO, NpHeMBT TpsOBa la Gpae He3abasHO NpeyCTaHOBEH.

Knpmene
PosyBacTaTHH € OTHENS B MIAKOTO Ha TUTbXoBe. Hiama YOTaHOBSHK JaHHH 33 OTACAHS B MIISKOTO
npy xopata (Bx.Touka 4.3).

deprumarer
Hscnensanuara BPXY KHBOTHH OCUTYPSBAT OrPaHHYEHHU J3HHH 32 PENPOAYKTHBHA TOKCHIHOCT (BK.
TOYKa 5.3).

4.7 Edext pbpxy cnocoGHocTTA 32 Modupane n pafora ¢ MAIAHA

He ca npoBexpaHn NpOyHBanHA 33 YCTAHOBABAHE Ha BIIMAHHETO HA PO3YBACTATHH BBPXY
cnocobrocTTa 3a modikpaHe U paboTa ¢ MaWHHH. B3 OCHOBa Ha (apMakoAMHAMUYHATE CBOHCTBA, HE
Ce 04AKBA PO3YBACTATHH Ja NOBNHAE HEGNATONPUATHO TE3K criocobuocTu. Tlpeny modupane Hm
paboTa ¢ MamuHK TPAGBa A2 ce MMa MPEBIL, Ye N0 BpeMe Ha JIedeHHeTO MOXe Aa ce Habmonasa
CBETOBBPTEX. :

4.8 Hexenann 1eKapcTBEHM PEAKIHH

Heskenanyre NeKapcTBeHH peakuuy, HaGMoAaBaHH TIpH yNioTpeGaTa Ha pO3yBacTaTHH Ca JIEKH M
npexoauu. [Ipy KOHTPONHPaHy KIHHWYHY H3MHTBAHKA [0 4% OT MAUMEHTHTE, IeKyBaHH C
PO3YBACTATHH ca NPEeKbCHATH JIEUEHHETO NOPAAY HeKeTaHN peaKUHH.

TafmHues COWCEK HA He)KEeIAHKWTE PEAKITHH
Bazupana Ha JAHHH OT KIMHHYHY NPOYYBAHHA H OOIUHPEH NOCTMAPKETHHTOR OTIHT, CIISIHATA
tabnuua npecTass IpodMIBT Ha PO3YBACTATHH 110 OTHOLISHHE Ha HEXKENaHH JEKAPCTBEHH PCaKIHH.

Hexenanute peakuuH, w36poeHH Mo-a0Ty ca Kiacu@HIHpany [0 YecTOTa ¥ CHCTEMO-OpraHeH Kiac
(COK).

YecToTaTa Ha HEKETAHWTE PeaKiMH ce KiacH(HuuMpa ChriiacHo cliefHaTa kouperma: Yectn (>1/100
10 <1/10); Heuects (=1/1000 no <1/100), Penxd (>1/10 000 o <1/1000); Muoro peaku (<1/10 000);
C HeusBecTHa yecTOTa (OT HAAMYHHTE NaHHH He Moyke Aa Obie HanpaseHa OLEHKA).

TaGauna 2. Hexe/lauu JeKapcTBeHN peaKIHE 0a3HPAHU HA JAHHHE 0T KAHHHYHH NPOYIRAHHA H
HOCTMAPKETHHIOB OIIHT

CucreMo-opranen | Yeern Heuectn Peaku Mhnuoro C
Kaac peakn HeH3BecTHA
4ecToTa
Hapywenus na TpomGouuro-
Kpwema u aumpnama NIEHUA
cucmema
Hapywenus na Peaxuuv Ha
UMYRHAMA CUCMEMA CBPBXUYSB-
CTBHTEIHOCT
BIUTFOUHTENHO
aHTHOENEM
Hapyuwenus na 3axapen
endoxpunrama auaber’
cucmema
Heuxuunu
Hapywenus




Hapywenua na I'naBobornye IMomuneepo- | [lepudepna
nepgnama cucmema | 3aMaiiBaHe naTus HEBPONATHL
3ary6Ga Ha Hapymenus
namer Ha ChHA
(BRITIOMHTEN
HO HHCOMHHA
¥ KOIOMAPH)
Pecnupamopny, Kamnuna
2PBOHU U JiucriHen
MeOUACTMUHTHU
HApYWeHus
Cmomawno-ypegru | 3anek Tankpeatur LHnapus
HapyuieHus Tanene
AbpomuHaN-
na Gonka
Xenamobunuapnu [TopuieHH FKrITeHHIA
HaPYWieHUR yepHoApoOHN | XemaTHT
TpaHCaMHHa-
3K
Hapywenua na IIpypuryc CHHapoM Ha
Koxcama u Obpus Stevens-
ROOKONCHAMA MbKaH Yprukapus Johnson
JlekapcreeHa
peaKuHia ¢
€03HHO(HITHA
H CHCTEMHH
CHMITTOMM
(DRESS)
Hapywenua na Mpuanrus MpmuonarTus ApTpanrus Hapymenua
MYCKYAHO- (BrmouHTEN- Ha
crenemHama HO MHO3HT) CYXOKWIHATA,
cucmema u PaSaomuons- NOHAKOTA
CHEOUHUMERHAING 3a YCAOMKHEHH
MBKAH PazkbcBaHe oT
Ha MYCKYJHTE pPasKucBaHe
Jymyco- HmyHomenun
noxoben pasa
CHHAPOM HEKpOTH3Hpa-
N2 MHOTIATHA
Hapywenua na Xemarypus
bvbpeyume u
RUKOYHUME NbIHHL
Hapyvuenun na I'mnexomac-
penpodykmusHama THA
cHcmema U 2upoama
Obwgu napywernus u | ACTeHHs Enem
edhexmu Ha MACMomo
HA NDWIONCEHUE
! Yecrorata me 3apscH OT HATHMHETO WIH OTCHCTBHETO HA PHCKOBH (GakTopH (FI:0K03a Ha [IaaHo > 5,6
mmol/l, ITM >30 kg/m?, noBHIIeHN CTORHOCTH Ha TPUIIHLEPHANTE, AHAMHAE3a 338 XMIIEPTOHMA).

Kakto npu npyrn nrxuGutopi Ha HMG-CoA penyxrasaTa, 46CTOTATa Ha HeXeNaHHTE EKAPCTREAR:

peaKIHH 3aBHCH OT O03aTa Ha ASKapCcTBOTO,

A

Egexmu svpxy 6ubpeyume: TIpy MallMenTH, TEKYBAHU ¢ PO3YBACTATHH € Haﬁnmnaaaﬂa HPOTEHHypHSI
YCTAaHOBEHA MPH M3CIEIBAHE C TECT-JIEHTHYKH M KOATO € ¢ MPEAHMHO TYOyneH npomxon




B onpezneneny MOMEHTH OT JIeYeHHeTO NpH <1% oT naupeHTHTe, npyeMainy 10 # 20 mg u npH
npubnusuTento 3% oOT naumeHTHTE, JiexyBaHH ¢ 40 mg ca HaGNIOAABAHH IIPOMCHH B KOJHHMECTBOTO
IIPOTEHH B yPUHATa (MOMYKONHYECTBEHO ONPESIIAHE) OT OTPHLIATE/ICH Pe3YTAT HWIIH CISAH A0 +.
He3sHauuTeAHO OTKIOHEHHE B TIOCOKA OT OTPHLATENEH Pe3yNITaT HITH CEM KEM + ¢ HabmonasaHo
npH g03a or 20 mg. B moBeveTo cydau MPOTEHHYPHATA HAMAIABA MITH H34C3BA CTIOHTAHHO B Npoueca
Ha nevenuero. Ot nperneia Ha NanHHTe NpH KTHHHYHHATE H3NHTBAHHA H HOGTMapKETHHl"OBHTe
[IpOYYBaHHA A0 Cera He € HIeHTH(HIMpaHa IPHYMHHO-CTEACTBEHA BPB3Ka MEKIY NPOTEHHYPHATA K
OCTpPO MM nporpecHeHo 61r6peuno 3abonABane.

ITpy nauuenTy, 1eKyBaHH ¢ PO3yBACTATHH € HaOMonaBaHa XeMaTy Py, HO IAHHHTE OT KNHHHYHHTE
H3MATBAHMA COMAT, Ye 1eCcTOTa H € HHCKa.

Edhexmu vpxy crenemnama myckyiamypa: BeanelicTeus BbpxXy ckeneTHaTa MyCKyAaTypa, KaTo
MHAIITHS, MHOTIATHA (BKA,MHO3MT) M PAAKO, pabIoMHOMA3a, ca choOIMaBaHH IPH MALHEHTH, JICKYBAHH
C pO3yBAcTAaTHH, 32 BCHYKH J03H, H 0coleHo ¢ mosk >20 mg.

Veenuuenue na HHBoTO Ha CK BeencTBHMe Ha yBeTHUSHHE HA 403aTa ¢ HaOMOAaBaHO NPH MAJIbK
Gpoii MaLMeHTH, MPHEMAilH PO3YBACTATHH; TIOBEUETO OT CYYAUTE €2 JIEKH, aCHMITOMATHYHH H
npexonuu. Axo HuBoTo Ha CK ce moBuM (>3 IMBTH HaJl rOpHATA pedepenTHa rpaHnLa), TEUCHHETO
TpaGBa BpeMeHHO Ja ObIe MpeycTaHOBEHO (B, Touka 4.4)

Egpexmu gvpxy vepnus dpo6: Kakro npu apyru uaxuburopr Ha HMG-CoA penykrasara, yBenHHCHHS
Ha TpaHCAMHMHA3HTE, CBBP3aHO ¢ JO3UPOBKATA, € Hab/i0/IaRaHO P MANBK PO NALUEHTH,
TipHeMAalLH pO3yBACTATHH; IIOBSYETO OT CAYHAUTE Ca JICKH, ACHMITTOMATHYHN H NPEXOHH.

CnenHHTE HEKEMAHH PeakuMH ca AOKIABAHH ITPH HAKOH CTATHHH:

- Cexcyanna qucqyHKUMA

- VonupaHu cy4au Ha HHTepCTHUMATHA GenoapoOHa Oomect, ocobeHO NMpH APONBIDKKTENHA
Tepanusa (BXK. TOUKa 4.4),

JoxnapaHaTa 4€CTOTA HA pabaOMHONH3a, CEPHO3HN OBOpevHH U 4epHOAPOOHH CHOUTHS (CHCTORIIM
¢€ OCHOBHO OT YBE/IMUEHH YepHOAPOOHH TPAHCAMHHA3H) € Mo-BucoKa NpH 40 mg No3HpoBKa.

INeauaTpHyHa NONMYNAUNA
Mopninagane Ha kpeatHHKkMHas3aTa> 1 0XULN H MyCKy/THH CHMITOMM ClIeJl YIPOKHSHHS WIH

($H3MUECKA AKTHBROCT ¢4 HaOGMOMaBaHy MO-YECTO B €XHO 52-CeIMH4HO KIWHHYHO NIPOyYBaHe Ha /iela
¥ IOHOIIA B CPABHEHYE ¢ BL3PACcTHHTE (BK. ToUKa 4.4). B apyr acriext, npodunsT Ha Ge3onacHOCT Ha
pO3YBACTATHH € CXOMEH INPH JIelia ¥ IOHOIUH B CPABHEHHE C BL3PAaCcTHHUTE.

Crobinasate HA NONOIMPAHN HEXKEIAHH peaKlu

Cpo6maBaneTo Ha IOAO3HPAHY HEKEaHH PEaKL|y ClIef pa3pelaBate 3a ynoTpeta Ha JTeKapCTBeHHA
npoaykr ¢ saxHo. ToBa no3sonsea fa NpoXB/LKY HAGMIONEHHETO HA CHOTHOIIEHHETO ToN3a/pHCK 32
JNIeKapCTBEHNA NPoAyKT. OT MENULMHCKUTE CTISLMATHCTH Ce H3UCKBa 1a ChoOUaBaT Beska
NOAO3UpaHA REKENaHa peakuys upes 3nbiHuTenHa areHiua no aexapeTsara yu. ,,[faman I'pyer” Ne
8, 1303 Codma, Ten.: +35 928903417, yebcaiir: www.bda.bg.

4.9 TIlpexo3upane

Hsima cnieupuduaHO ieueHHe B CTyyait Ha npefiosupane. [Ipu npeoznpare nanueHTsT TpsOea Aa ce
JNeKyBa CUMIITOMATIYHO M J1a Ce 3alloYHaT MOANbPKAILN MepKH criopel Hyxaarta. UepHoapobHaTta
¢yuxmms 1 musata Ha CK Tpabea na ce caeaaT. Manko e BepoATHO XeMoananwsara aa 6pae oT noxsa.

5.  ®APMAKOJOIHMYHH CBOVICTBA

5.1 @DapmaxoaHHAMHYHH cBolicTBa r
dapMakoTepaneBTHYHA rpyna: nHxubutopu Ha HMG-CoA peaykrasata, ATC kon: C&OAA07 K




MexanusnM Ha JeHCTBHE
Po3yBacTaTHH € CeleKTHEeH H KOHKYPEHTeH HHXHOHTOp Ha HMG-CoA penykra3ara, CKOpocT-

OTpaHHvaBalllHAT €H3HM, KOHUTO NPEBphIla 3-XHAPOKCH-3-METHITTTYTAPHI KOSH3HM A B MEBAJIOHAT,
npeKypcop Ha xonectepona. OCHOBHOTO MACTO Ha AeiiCTBHe Ha PO3YBACTATHHA € HCPHHA npob,
NIPHLEAHMAT OPraH 38 HaMajiABaHe HHBOTO Ha XONECTEPO.

PosyBacTaTH yBenudasa 6pos Ha depHoapoSuure LDL penenTopH BEpXy KICTEUHATA NOBEPXHOCT,
KATO 3ACH/IBA 3A/IABAHETO H Katabonusma Ha LDL 1 uaxuGupa yepHONpoGHaTa cuHTesa Ha VLDL,
KaTo 1o To3M HauuH HaMayasa obwma Gpoit Ha VLDL u LDL vacTHig.

QapmakoAHHAMUYHH eeKTH

Po3yBacTaTHH Hamansiea nosiuenns xonecrepon B LDL (LDL-C), obuns xonectepon (TC)m
tpursmuepuaute (TG) 1 nopwurasa xonecrepona 8 HDL (HDL-C). Toit chio noHImkasa ApoB,
xonectepon uapbH HDL, xonecrepona 8 VLDL, Tpurmitepunnte Bs8 VLDL n ysenudasa ApoA-l
(proicre Tabmuua 3). PosypacTaTiH MOHKMKABA H CHOTHOLISHUETO XOIIECTEPON B LDL/ xonectepon B
HDL, 06m xonecrepon / xonecrepon 8 HDL 1 xonectepon u3sbH HDL (non HDL-C) xonecTepon B
HDL u ApoB/ApoA-L

OTroBop Ha A03aTa NPU NALEEHTH ¢ TbPBHYHA Xunepxonecreponemut (THi [la u IIb) (xopurupax
CPEIEH MPOLEHT Ha POMSHA CTIPAMO H3XOAHOTO HHBO):

Ta6anna 3. OTrosop Ha 1032TA NPH NAUHEHTH ¢ ILPBHYHA XUNepxoecTeposiemus (run [la n
IIb) (xopurupan cpeaes nponeHT HA NPOMAHA HA HIX0HOTO HHBO)

Mo3a N |LDL-C | O6w-C | HDL-C | TG re HDL-C ApoB | ApoA-l
IInayebo | 13 -7 -5 3 -3 -7 -3 0
5mg 17 -45 -33 13 -35 -44 -38 4
10 mg 17 -52 -36 14 -10 -48 -42 4
20mg 17 -55 -40 8 23 51 -46 5
40mg 18 -63 -46 10 -28 -60 -54 0

TepaneBTu4HHAT e(ekT ce 3a0eA38a B paMKHTe Ha | CeIMHLA OT HAYA/IOTO Ha ISHEHHETO U 90% ot
MAKCHMAITHHAS OTTOBOP CE TIOCTHTA JI0 2 CeAMHIIH. MakCHMATHUAT OTrOBOp OOHKHOBEHO C€ MOCTHIa
KbM 4-Ta CEMHLA H ce TIOUTbPsKa CJIe/ TOBA.

Knunnuna gdukacHocT g HesonacHoct

PosyBacTaTiH € eHeKTHBEH NPH BE3PACTHH JMUA CTPANALIH OT XHTICPXONECTEPOJIEMUA Che HIH Ge3
XHITEPTPUIIHLEPAAEMHUS HE3ABHCHMO OT PacoBa IPHHALIEKHOCT, 110 WK BB3PACT U [IPH CrIELMATHH
I'PYITH KaTO AHAGETHIH HIH NauMeHTy ¢ GaMiIHA XHICPXOJeCTEPONeMHUs.

O6o6eHuTe JAHHH OT KIMHHYHUTE npoyyusanus ot tasa I rokasear, ue po3yBacTaTHH €

edeKTHBEH TIPH JICUEHHE Ha TOMIAMA HacT OT nauueHTH ¢ Tan [la u 1Ib xunepxonecteponeMun (cpeaHa
M3XOMHa cTOMHOCT Ha Xonectepon B VLDL okomo 4,8 mmol/L) cniopex onpeneeHHTe 0T

Esponetickara O61HOCT no ATepockiieposa NPHLETHH cTolinocT (EAS; 1998); okono 80% or
naumenTHTe Ha 10 mg ca JOCTHIHANH XeJIaHuTe CToiHoCTH Ha xopectepon B VLDL (<3 mmol/L})
cnopen EAS.

B efHo MamaGHO mpoyuBaHe ¢ GopcupaHo TATPHPAHE HA 103aTa 435 nauneHTH ¢ aMuIHa
XETEPO3UTOTHa XMIEPXONECTePOIeMHus ca exysanu ¢ 20 mg 1o 80 mg. Benukyi 103HPOBKH NOKA3BAT
nonoxurened edeKT BHPXY JHNHIHNTE TIOKA3ATENH H JOCTHIaHe 10 HPHLIEITHHTE LE/TH Ha JCUCHHETO.
Crlesl IOCTHraHe Ha AHeBHa 1032 ot 40 mg (12 ceamuuno NeucHue), xopecrepon B LDL Hamansea ¢

53%. TpuneceT 1 Tpu npoueHTa (33%) OT MAMEHTHTE AOCTHTaT IPEOPBYBAHUTE B PBKOBOACTRATE
ua EAS croiigocTH Ha xopecrepon B LDL (<3 mmol/L). /..5:5;@:-3»:"”‘ N0 ™

o

B ¢1HO OTBOPEHO NMpoyuBane ¢ GOPCHPAHO THTPHPAHE Ha 103aTa NpH 42 nmauueHTa (qxﬁiqfisamas
NeJMATPHYHH NALHEHTH) ¢ XOMOHTOTH (paMHIIHA XHITEPXONECTEPONEMHS Ca OTHETEHH pesyaraTiie
ot mpuemane Ha 20 - 40 mg posysacrarui. Kato 010 B rpynarta CpefHOTO HOHIDKEHME Ha, - = ° i = !
xonectepon B LDL e 22%. ‘ e



TIpH KTMHHYHE W3MHTBAHKA ¢ OrpanKyeH Opoll NAHEHTH PO3YBACTATHH NOKAIEA ANUTHBHA
e(HKACHOCT NP HAMAJIABAHE HA TPHITHUEPHANTE, KOTATO € NIPHEMaH B koMOuHara ¢ peHopHOpaT v
yBeueHKe Ha HUBOTO Ha Xonecrepon 8 HDL B KOMOHHALMSA ¢ HHALMH (BX. TOUKa 4.4).

B €/IHO MHOTOUEHTPORO, ABOHHOCAANIO, MTALeG0-KOHTPOAMPAHO NpoyiBaHe (METEOR), 984
narpenTa Mexay 45 ¥ 70 TONMHM ¢ HUCHK PHUCK 33 HCXeMHYHa GOecT Ha CHpLETO {(neduHHpaHO KATO
Framingham puck <10% 3a 10 rofiueu), CbC CpEIEH XONECTEPOT B LDL 4,0 mmol/L (154,5 mg/dL),
HO CBC CYOKIHHHYHA aTepPOCK/IEpO3a yCTaHOBeHa Ipe3 H3MEPBaHe nebenuuara Ha KapOTHAHATA
prTHMa Meaua (Carotid Intima Media Thickness) 6s1xa pasioMu3HpaHH Ha 40 mg pO3yBacTATHH
BETHEXK JHEBHO WIH TUIane60 32 2 roxuHy. Po3yBacTaTHH 3HAUHTENHO 3a0aBH NPOTPEcHSTa 110
makcumanuata croiisoct Ha CIMT Ha BCHYKH 12 MecTa Ha KapOTHIHWTE apTePHH B CPABHEHHE ¢
wiane6o -0,0145 mm/ronuua [95% aosepurenen uatepsat -0,0196, -0,0093; p<0,0001]. Mpomsanara
CTIPAMO M3XOJHMTE CTOMHOCTH 33 TPYNaTa Ha posysacTaTu e -0,00 14 mm/roxnuHa (-0,12%/romma
[HECHTHH(HMKAHTHO]) B CPABHEHHE ¢ TPYNaTa Ha IU1aneo ¢ MporpecHs ot +0,0131 mm/roauHa
(1,12%/roamua [p<0,0001]). He ¢ nemoHCTpupana IUPEKTHA BIAUMOBPE3KA MEHTY MOHIDKSHHETO HA
CIMT u noHWKeHUs PHCK OT CHPASYHOCHAOBH colyTus. [TonyaluaTa B Npoy4BaHETO METEOR e ¢
HHCBK PHCK OT HCXeMHYHa GOJIECT Ha CBPLETO U HE € NPeCTABHTEIHA 33 TAPTeTHATA NOMYTIALHA Ha
posysactaruH 40 mg. Joaa or 40 mg TpaGBa 1a ce MPEANHUCBAT Camo MPH NAIHMEHTH ¢ TexXka
XHIIEPXONECTEPONEMHA ¢ BUCOK CBPAEIHOCHAOB PHCK (3. Touka 4.2).

TMpoyusane JUPITER (Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin) uscyieapa edeKTa Ha po3yBacTaTHH BRpXy I0ABaTa HA FONEMH
ATePOCKNePOTHYHY ChPAEUHO-ChA0BK chGuThA np 17 802 Mbke (250 TOIMHY) M 5KSHU

(60 ronuHH).

VUaCTHHUKTE B POYYBAHETO Ca PAHAOMHU3UPaHHU Ha rriaue6o (n=8901) wiu po3yBacTaTHH 20mg
BEIHBK HEBHO (1=8901) K ca NPOCIeCHH 33 CPEAEH MEPHO OT 2 TOIHHH.

KoHuenTpauuute Ha LDL-xonectepona ce nomwkasar ¢ 45% (p<0,001) » rpynara Ha posypacraTis B
cpaBHeHHe ¢ Iutauebo rpymara.

Tlpu post-hoc aHANH3 Ha BHCOKO-PHCKOBA FPYTa OT JiHila ¢ fasutieH pHck o @paMuHraM >20% (1558
NHIA) HMa 3HAUMTETHA PETYKIIHA B koMOMHHpaHATA KpaiiHa TOUKA OT ChpAEYHO-CHA0BA CMBT,
uHcynT 1 MuokapaeH undapkr (p=0,028) rpu nedeHne ¢ pO3YBACTATHH CTIPAMO wiaue6o.
AGcomoTHATa pelyKUH Ha pHCKa B HHBOTO Ha cBbuTHATa 3a 1000 nanuenTo-roauyH e 8,8. Obmara
CMBPTHOCT € HeNPOMEHEHa B TA3W BHCOKO PHUCKORE rpyna (p=0,193). [Tpu post-hoc aHANHI HA BUCOKO-
prickoBa noarpyna ot jiaua (9302 nuua ofiwo) ¢ u3xoaer puck no dpamMuHram >5% (excCTpamonupaH
A BKJTFOUM JTHUA Haj 65 TONMHK) HMa 3HAUHTEITHA PelyKuHs B KOMOHHMpaHaTa KpaiHa TOYKa OT
CBPAEUHO-CHI0BA CMBPT, HHCYNIT M MHOKADJEH HH(apKT (p=0,0003) npr neueHHETO ¢ pO3YBaCcTaTHH
cnpamo mnauebo. AGcomoTHaTa peTyKIHs Ha pUCKa B HHBOTO Ha cebuTHaTa € 5,1 2a 1000 nammerTo-
romuHe. O6IIATa CMBPTHOCT € HERPOMEHeHa B Ta3H BUCOKO-pHcKkora rpyna (p=0,076).

B npoyusaneto JUPITER 6,6% ot nuuata ¢ po3yBacTaTiH 1 6,2% oT NHuUaTa ¢ mwianedo ca
NPEeKPaTIH IpHeMa Ha H3CNeABAHOTO IeKapCTBO TIOPANH HEXEIAH0 ceburre. Hall-uecTHTe
HexKenaHH cBOHTHA, KOMTO ¢a JOBEIH JO NPEKpaTABAHE Ha JICHEHHETO Ca: MHAITHA (0,3%
posysactatuH, 0,2% niane6o), kopemua Gonka (0,03 posybacTaTHH, 0,02% nnauebo) u obpue (0,02%
posysactaruH, 0,03% nnane6o). Haii-uecTuTe Hexenanu ¢BOUTHA ¢ HHBO MO-FoJIMO B PaBHO Ha
nnanebo ca HHpEKUHMH Ha THKOYHHMTE THTHINA (8,7 po3yeacTaThH, 8,6% nnauefo), HazogapHHruT
(7,6% posyBactatut, 7,2% manedo), Bonka B repba (7,6% po3yBacTaTH, 6,6% rauedo).

HenuarpryHa MOMyIalHA

B enH0 ABOMHO-CIANO, pAHAOMH3HPAHO, MYJITH-UEHTPOBO, wiaueGo-KOHTPOMHPaHo, 1 2-ceIMHYHO
nipoyusare (n=176, 97 OT MBKKU 1O # 79 OT XKEHCKH FI0JT), FIOC/EABAHO OT 40-ceMUTHO (n=173, 96

OT MBIKKH NOA # 77 OT XEHCKU NION), OTKPUTO, (asa THTPHPAHEe Ha 403aTa Ha POIYBACTATHH,

naumenTH Ha BE3pact 10-17 romurn (cramuit II-IV no Tanner, MOMH4€TaTa ICHE 1 ronuHa cnen
HAYaJIOTO HA MEHCTPYALIUATA) C XeTepO3HTOTHA (aMIITHA XHIIEPXONEeCTEpONEMHS NOTyHaBaT
posyBacTathH 5, 10 win 20 mg win miauefo 1HEBHO 32 12 ceMuLy K Ciie] TOBA BCHYKH MOTydaBaT
po3yBacTaTHH AHeBHO 3a 40 ceamuuu. B HaUamoTo Ha Npoy4YBaHETo npubamzutenHo 30% oF-= T Ny
nauuenTure ca 10-13 rogumuu 1 npubmiasurenno 17%, 18%, 40% u 25% ca CbOTBETHG 3raﬂﬁﬁ ‘Hf’
III, IV u V o Tanner. Y

LDL-xonecteponst e nonwxkeH 38,3%, 44,6% u 50,0% c1oTBETHO OT po3yBacTaTHH 5, 10u 20 mgB
cpaeHenue ¢ 0,7% 3a nnane6o. Ty N e
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B xpas Ha 40-ceAMHYHOTO, OTKPHTO, LeMALIO TUTPYBAHE NPOYYBAHS, JOIMPAHE 10 MAKCHMYM 20 mg
BeNHBXK AHeBHO, 70 ot 173 maunenTy (40,5%) ca MOCTHIrHaM LIEANTA 34 LDL-xonectepon OT M0-MaJIKO
ot 2,8 mmol/L.

Cnez 572 ceIMULIH Ha M3CICABAHOTO JIEUEHHe, He € YCTAHOBEH HUKAKEE e(eKT BEPXY pacTexa,
ternoto, ”TM WIH ONOBOTO chapsBake (Bx. Touka 4.4). Toa mpoyusane (n=176)He ¢
TIPEIHAZHAYEHO 33 CPABHABAHE HA PEAKH HEXKENAHH JICKAPCTBEHH PeakliyH.

Po3yBacTaTHH € MPOYUBAH CHIIO B GIHO 2-TOIHIIHO OTKPHUTO KIMHHMHO NPOYUBAHE C THTPHPAHE HA
703aTa [0 yKenaHaTa 103a npu 198 nella u 10HOWIH ¢ XETEPO3HIOTHA (haMHITHA XHTICPXO/IECTEPOICMHA
Ha BB3pact 6 o 17 roguuH (88 Momuera 1 110 moMuveTa, ctanuii no Tanep <II-V). HavanHata no3a
TIpH BCHYKH MAIHEHTH € 5 Mg PO3YBACTATHH BEAHEXK THEBHO. [Mpy NalMeHTUTe Ha Bh3pacT 6 A0

9 roguuH (n=64) Ko3aTa MOKE Jia ce THTPHPA A0 MaKCHManHa 103a 10 mg BeIHEXK JHEBHO, & MPH
naumesTH Ha Bp3pact 10 mo 17 rogusn (n=134) 1o MakcHManHa 103a 20 mg BeIHBK JHEBHO.

Cnen 24 Mecelia Ha JleueHHe ¢ po3yBacTaTHH, LS Ha cpemHus IPOLICHT Ha HAMANICHHE Ha LDL-C
CTIPSIMO M3XOJIHATA CTOMHOCT € -43% (u3x0oAHO HMBO: 236 mg/dL, meceu 24: 133 mg/dL). 3a Bcaka
BE3pacToBa Ipyna, LS Ha cpefHHs NpOLEHT Ha HaMalleHHe Ha LDL-C cnpsaMo H3XOZHATa CTORHOCT €
-43% (uaxonHo auBo: 234 mg/dl, mecen 24: 124 mg/dl), -45% (13XOHO HUBO:! 234 mg/dl, Mecew; 24:
124 mg/dl), 1 -35% (u3x0nHO HUBO: 241 mg/dl, mecen 24: 153 mg/dl) BeB BB3pACTOBHTE IPYIH 6 110
<10, 10 go <14 u 14 no <18 croTBETHO.

Posysactarud 5 mg, 10 mg 1 20 mg TOCTHraT ChINO CTATHCTHUECKH 3HAUHMHM CPCAHHA NPOMCHH
CTIPSIMO H3XONHO HHBO 38 CJIETHWTE BTOPUYHH NOKA3aTe/IH Ha TUITHANTE ¥ TANONPOTCHHHTE: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcska OT Te3H MPOMEHH € B NOCOKA Ha N0A00peH INMKIEH OTTOBOP H €& TIOANEPIKA B NPONB/LKCHHE
Ha 2 TOOHHH.

He ce ycTaHoBABa eeKT BBPXy pacTexa, Ternoto, ATM wii monosoTo ch3pisare clel 24 MeceLia Ha
neuenne (Bx TouKa 4.4).

Po3yBacTaTuH € fpoydeH B PAHIOMH3HPaHO, ABOHHOCIANO, nnauebo-KOHTPONpaHo, MHOIOLIEHTPOBO,
KPBCTOCAHO TIPOYYRaHe, ¢ 1032 20 mg BeIHBK AHEBHO CIIPAMO wianebo npe 14 feua U IOHOIH (Ha
BB3Pact oT 6 10 17 FOJMHK) ¢ XOMO3HTOTHA (hAMAITHA XUITEPXOTICCTEPOTCMHA. [poy4BaHeTo BKII0YBA
aKTHBHA 4-CeAMHYHA BCTBIHTETHA (paza Ha AHETA, 10 BpeMe Ha KOATO MalUeHTHTe ¢ NeKyBaHH ¢
posypacraTus 10 mg, elHa KpECTOCaHA (ha3a, KOATO BIIIOUBA IEPHOA OT 6-CenqMUYHO JIEUCHHE C
posyBacTaTHH 20 mg, NpeIeCTRAHA WIM TIOCNIEARAHA OT 6-CEAMUYIHO IEHEHHE C nnanebo B
nopnspxama 12-ceqmuusa dasa, Ipe3 KOATO BCHYKA MALMEHTH Ca JIEKYBaHH ¢ po3yBacTaTHH 20 mg.
TIALMEHTHTE, KOHTO IIOCTEHIBAT B [IPOY4BAHETO HA Teparid ¢ e3eTHMUG WK adepesa, NPONB/UKABAT
JIEYEHHETO CH MPe3 LieMmis NEPHO. Ha POy BAHETO.

CTaTHCTHYeCKH 3Ha4uMo (p=0,005) nonwkaeare Ha LDL-C (22,3%, 85,4 mg/d] wnu 2,2 mmol/l) e
HaGTIONABAHO Cef 6 CEAMULM HA JIeueHHe ¢ posyBacTaTii 20 mg B cpaBHeRue ¢ miaueGo.
CTATUCTHYECKH 3HA4MMO ToHMKaBare Ha o6mi-C (20,1%, p=0,003), ne-HDL-C (22,9%, p=0,003), ¥
ApoB (17,1%, p=0,024) e HaGmonasano. HabmofaraHo € ChLIO NOHWKABAHE HA TG, LDL-C/HDL-C,
o6mw-C/HDL-C, ne-HDL-C/HDL-C u ApoB/ApoA-1 cnex 6 ceMULM Ha IEYeHKRE C pO3yBaCcTaTHH

20 mg B cpasHenue c riateGo. [Tormkasaneto va LDL-C cien 6 cenMMIIH Ha JeYeHHE ¢
posyBacTaTis 20 mg, MOC/IEABaHO OT 6 CeIMHIIH Ha JIEUCHHE C wiauebo, ce 3ama3sa B paMkuTe Ha 12-
CeZIMHUHO HETIPEKLCHATO JIEVeHUe NP JEL(a ¥ FOHOIITH ¢ XOMO3HIOTHa (aMEUIHA
xunepxonectepolemus. Ciien 6 ceMULM Ha nederHe ¢ 40 mg cTefl THTPYBaHe €IVH MallMeHT AMa 1o-
HaTaTHWHO NonmKapane Ha LDL-C (8.0%), 06m-C (6.7%) 1 ne-HDL-C (7.4%). TTo Bpepe-Ha -
TIPOMIBIDKHTETHO OTBOPEHO JIeueHue ¢ pocyBacTariH 20 mg B npoIb/IkeHue Ha 10 90 cEmp _Hﬁﬁ*\&\\\
OT Te3H MalyeHTH, noHwkenuero Ha LDL-C ce omaspska B uuTepana ot -12,1% mo -21,3%

[Ipu 7™ OueHABaHM J€L1a W OHOUIH (Ha BE3pacT OT § o 17 roanHM) ¢ XOMO3UTOTHA damunra et
XHIIEPXONECTEPONIEMHS OT OTBOPEHOTO NPOYJBaHe ¢ GOPCHPAHO THTPHPAHE (BXK. no-rope), - . - oy




npouenTHoTO noHwkenne va LDL-C (21,0%), o6m-C (19,2%) # He-HDL-C (21,0%) oT H3x0HOTO
HMBO cleN 6 CEAMHLIM Ha NedeHue ¢ posyeacTaTHi 20 mg e B CBOTBETCTBHE C TO3H, HabmoNABAHH B
TIOCOYEHOTO T0-TOpe IPOYIBAHE TIPH /ICLiA H IOHOIIN ¢ XOMO3UroTH Qamunna
XUTIEPXONIECTCPONEMHUS.

EBponeiickaTa areHIuA 10 JeKapcTBaTa OCBOOMKAABA OT 3aABDKEHHETO 3 NPeAOCTABAHS HA
pesynTaTHTE OT NPOYYBAHKATA C peePEHTHHA NIEKapCTBEH NPOAYKT, CHABPKALL PO3YBACTATHH NPH
BCMUKHA TIOATPYITH OT fleAMATPHYHATA MOMyJIala 38 JIEYSHME HA XOMO3UIOTHA daMiHa
XHMEPXONECTEPONEMHSA, TEPBHYHO koMbuHHpaHa (cMeceHa) AUCTTUTINAEMHA H 33 TIpOhHIAKTHKS HA
CHPASHHO-CHAOBHTE CHOMTHS (BXK. TOUKa 4.2 3a naboOpMaIHs OTHOCHO ynoTpeba B NeQHATPUATE).
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Abcopbuma
MakcuMaEH TUIa3MEHH HHBA C€ MOCTHraT NPHOTH3KTENHO 5 Yaca ¢iel NepopatHo NpueMaHe,
A6comoTHaTa 6HOHAIMYHOCT € prGnu3HTenHO 20%.

PasnpeneneHue

Po3yBacTaTHH ce NOEMa OCHOBHO OT YEPHUA Apo6, KOHTO € OCHOBHOTO MSICTO Ha CHHTEIHpaHe Ha
XOJIeCTepoNa M O4ncTBaHe Ha Xopectepona B LDL. Q6eMBT Ha pa3npeacieHHe HA PO3YBacTATHH &
npubmusuTenHo 134 L. PosysacTaTyH € CBbp3aH ¢ ITa3MEHHTE NPOTCHHH, npeAvMHO anbyMHHa,
nprGmsurenno 5 90%.

buoTpaHchopManua

MeTaGonU3MET Ha pO3yBacTATHH € orpaHuueH (npuGnusutenno 10%). fn vitro Npoy4Banns Ha
MeTa6oTH3MA ¢ H3TION3BAHE HA HOBEIIKH XETIaTOLHTH MOKa3BaT, 4€ Po3yBacTaTHH € HEMOMXOAIM
cyBeTpar 3a uuToxpoM P450 ofyciosen meTabonuzbm. CYP2CY e OCHOBHUSAT 30€HIHM, KOHTO
ydacTsa B MeTaboJTH3Ma Ha PO3YBACTATHH, & 2C19, 3A4 u 2D6 y4acTBaT B I0-MAIKA CTEMNEH.
OcroprmTe MeTaboauTd ca N-Ie3Merin U naktor. N-geameTis e okono 50% 110-Manko akTHeeH B
CpaBHEHHE ¢ PO3YBACTATHH, 10KATO MaKTOHA C¢ CYMTA 33 KIMHHIHO HCAKTHECH. PosysactaTuH
npencTaeisea nosede or 90% OT aKTHBHOCTTA HA LIMPKY/IHpallHi umxuburop Ha HMG- CoA
peAyKTa3ata.

EnuMHHHpaHE

TpuGausuTento 90% oT po3yBacTATHH Ce eTMMHHAPAT KAaTO HEMPOMEHEHO JIEKAPCTEO © (ekanHHTe
(cBoTomo ce oT aGcopGHpaHo 1 HeaGcopPOUPaHO aKTHBHO BEILECTBO), KATO OCTAHAIATA YacT ce
gKCKpeTHpa ¢ ypuHaTa, Okono 5% Ce eKCKpeTHpa HEIPOMEHEH B yPHHATA. TLIa3sMEHHAT MOMYKHBOT €
oxono 19 yaca. BpeMeTo Ha NONYXUBOT HE C& YBEMWUHABA NPK [10-BUCOKH I03H. CpeHHAT IIasMeH
KIHPBHC & npubIH3uTeNHo 50 MHTpa/vac (KoeuuueHT Ha papuabunHoct 21,7%). Kakro npu apyru
maxuburopd Ha HMG-CoA penykrasara, uepHOIPOGHOTO NOEMaHe HA PO3YBAaCTATHH BKIIOYEA
meM6pannus npenocuten OATP-C. Toau npeROCHTEN € BakeH 33 YepHOAPOOHOTO ENHMHHHpaHE Ha
pO3yBacTaTHH.

JIvneliHoCT
CHCTEMHATA EKCIIO3HINA Ha PO3yBacTaTHH ¢ YBENHYaBa NPONIOPLIHOHAIHO Ha IPHCMaHaTa o34,
Hama npomMsHa BEB (apMakOKHHETHYHHUTE NapaMeTPH MPH MHOIOKPaTHO NO3HpaHe.

Creyuaniy epynu Rayuenmy

Bw3pacm u non: Bp3pacTTa WK NONA HAMAT KIMHEHO 3HAYMM edeKT Bppxy $apMakOKHHETHKATR Ha
pPO3YBACTATHH NP BB3PACTHH. EKCO3HIIMATA IPH [SUA H IOHOLIH C XCTePO3UroTHA damuHa

XMMEPXOJECTEPONEMHA M3CNEXIA CPABHAMA HIM IO-HHCKA OT TA3H MPH BB3paCcTHH NALME
AHcIRIATeMHs (Bx. “TleMATpUUHA MOMyTalUa” TI0-10ITY).
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Paca: ®apMaKOKHHETHYHHUTE MPOYYBaHHA IOKA3EAT, e MPH HHAUBHIH OT a3WATCKATA paca (AMOHIW, 3, 1\,
KUTAHIH, (PHIMIHMHUK, BAETHAMITH K Kopelilw), ce Habmoapa 2-KpaTHO NOBHINABAHE HA CPEHATA . .+ = ik
AUC 1 Ciax, OTKOTIKOTO TPH WHAMBHAH OT KaBKa3KaTa paca; IPH MHIMHIN € HAIHLE OBHUIABAHE. A




cpemtata AUC M Cuax 1,3 nbTH. oMy nanuoHHus hapMaKOKHHETHHEH AHAIH3 MOKA3BA, 4e MEKILY
HEZABM/KTE OT KABKA3KATA H USPHATA Paca HAMA KIMHHIHO 3HAUMMH PASTHYHA.

Bubpeuno yepedicdane: 1o BpeMe Ha KIHHIYHO POY'iBaHe TIPH IHLA C pauIN4Ha cTeleH Ha
yBpexknane Ha OBpOpeuHara (yHKUMA, NIEKOTO 4O YMEPEHO yBpEXkIaHe HE ¢ IOBITHANIO TUIA3MEHHTE
KOHLEHTPALMH Ha PO3yBacTaTHH WIH Ha Herosus N-aesMerin MeTabonuT. JIHua ¢ TEXKO yBpexKaaHe
Ha G6peunara ¢yHkuus obave (CrCl <30 mL/min) ca HMan¥ 3-KpaTHo YBeIHYEHHE Ha IUIA3MEHATA
KOHIEHTpAlHA B CPaBHEHHE ChC 30PaBH J00POBOILY H § IBTH MO-BHCOKA KOHICHTPALINA HA N-
nesMeTHn MetaGonuta. PABHOBECHHTE Na3MeHH KOHLCHTPAlHH Ha PO3yBacTaTHH MpPH NALMEHTH Ha
xeMomHamza ca npubanaurento 50% Mo-BHCOKM B CpaBHEHHE CBC 3APABH D0GPOBOIIHM.

Yepnoopobro yspexcoane: B XNMHUYHO MPOYHBAHE NPH U4 C pa3mHyHa CTENICH Ha yepHOApobHO
yBpeXKAaHe He Ca TOTyyeHH JaHHH 3a IOBHLIeHa €KCTIO3UIHA Ha PO3YBACTATHH MPH NALHEHTH
pesyntar o Child-Pugh 7 #1H mo-HuckK. Bonpeku ToBa, ApH ABaMa NAUHEHTH C PE3YITAT M0 Child-
Pugh 8 1 9 cucTemHara excriosuuma ¢ Grna yReanyieHa Hal-Majko 2 MBTH B CPABHEHHKE C JIHLA ¢ No-
nuceK pesyarar no Child-Pugh. Hama nanxu 3a naumeHTH ¢ pesyniTar o Child-Pugh Han 9.

Tenemunen noaumopguzem: Nucniozuimara Ha HMG-CoA penykrashHuTe HHXMOHTOPH, BKIIOYHTENHO
PO3YBATCTATHH, € CBBP3aHa C TPAHCTIOPTEPHUTE MPOTEHHH OATP1BI1 u BCRP. I1pu nauMeHTH ¢
reseTvyeH nojuMopdusem Ha SLCO1B1 (OATPLB1) w/umn ABCG2 (BCRP) uMa pHCK OT
HOBMLLIABAHE HA EKCMO3MUAATA Ha po3yBacTaTHE. Uuaueunyanen nonumopdussm Ha SLCO1B1
¢.521CC u ABCG2 ¢.421 AA e cBBp3aH ¢ no-BUcOKa exciosHuus (AUC) Ha po3yBacTaTHH, B
cpaBHeHue ¢ reHoTrnosere SLCO1B1 ¢.521TT nnn ABCG2 ¢.421CC. To3u cnenHYEH FeHOTHIT He
€ YCTAHOBEH B KIMHUYHATA NPAKTHKA, HO 32 MALHEHTHTE, 32 KOUTO € H3BECTHO, 4 HMAT TC3H BRIOBS
nonEMopH3IBEM, Cé TIPENoPhYBa MO-HUCKA THEBHA 11038 PO3YBACTATHH.

Meduampuuna nonyrayus: 1Be GapMaKOKMHETHYHH MPOYYBAHHA C PO3YBACTATHH (npunaraH fl0NR
dopmara Ha TabneTku) NpU NEAHaTPHIHH NALAEHTH C XeTEPO3HUIOTHA damunna
XunepxonecTepoeMus Ha Bp3pact 10-17 wnu 6-17 roanHu (o610 214 nmauueHTH) NOKAIBAT, 1€
eKCIIO3NUMATa TIPH NeAUATPHIHNTE NAUHSHTH H3IMIEXKa CPABHHMA WK NO-HUCKa OT Ta3H NpH
BB3PACTHHTE TAUMEHTH. EKCIIO3MIMATA HA PO3YBACTATHH € OHIa IPSABHIMMA MO OTHOLICHHE HA
ZO34Ta ¥ BPEMETO B IIPOABIKEHHE HA 2-TOIHLUCH MEPHOA.

53 TpexxJHHHYHH JAHHH 32 0€30MACHOCT

TIpeiCTHHAYHHTE JaHHH HE Ca TOKa3a/I CTIeHa/IeH PHCK [PH XOpa Bb3 OCHOBA HA CTAHIAPTHHTE
npoy<BaHus 32 Ge30MACHOCT, FeHOTOKCHYHOCT W KAHLIEPOreHEH NOTCHUHAL. He ca nposexaaHu
criewuHHE H3cTeARaHNA, oueHsram edexTnTe Bbpxy hERG. Heskenanute pekaljn, KOUTO HE ca
HaOMIONaBaHK B KIMHWUYHY IPOYYBAHHA, HO Ca HAOIIOIaRakM NPU XUBOTHH [IPH HHBA HA EKCIIOIHLHA
GNU3KH 10 KIMHHYHATE ¢4 CIIEHHUTE: B W3ANHTBAHHUA 33 TOKCHYHOCT CNISJ| MHOIOKPATHO NPHITOAKEHHE
ce Hab/TroAaBaT XMCTONATONOrHYHH EPHOAPOGHH H3MEHEHHS B CIIENCTBHE Ha (apMakoNnoruHOTO
AeifCTBHE Ha PO3YBACTATHH TPH MHLIKH, TLTHXOBE H B [I0-HACKA CTEMNEH B JITEYHHA MOXYP NpH
Ky4eTa, HO He M NipH MaliMyHu. B nomenuenue ¢¢ HaGm¥01aBa TOKCHIHOCT MO OTHOLCHUE HA
TECTHCHTE NPH MaiiMyHH ¥ Ky4eTa [TPH NT0-BHCOKH 102, PerpoayKTHEHA TOKCHYHOCT IIPH TUTEXOBE,
38 KOSITO CE CHIH N0 HAMANEHUTE FOIEMHHA, TEINTO M MPEXHUBAEGMOCT Ha MankuTe ¢e Habmoznaea npH

MATEPHOTOKCHYHH JO3H HA CHCTEMHA EKCMOZULIHS HAKOMKO ITETH HaA HHBOTO Ha TCPANICBTHHA
SKCTIOZHLHAL.

6. GAPMANEBTHYHHN JAHHA
6.1 Choaesk Ha NOMOIIHHTE BElleCTBA

Cuvpyesuna na mabremxama.
Marnesves creapar
MukpokpucTania nemnyiosa (Tamn 12)
MarHesues XHAPOKCHI




KpocnoBunoH (tun A}
JIakT03a MOHOXUKApAT

Hoxpumue na mabremxama:
Turaros auokcun (E171)

Maxporon 3350

Tanx

TToMUBHHHUNOB aJIKOXOMN

6.2 HechbBMECTAMOCTH

Henpuraoxumo.

6.3 Cpox Ha rogaoct

3apanTa 5 mg, 10 mg u 20 mg dbuiMypany TabneTky: 3 roadHH.

6.4 CrenuajJHE yC/IOBHA H3 CbXPAHeHHE

Jla ce crxpaHfBa B OPHIMHAIIHATA ONIAKOBKA, 34 14 O MPeANa3H OT CBETIHHA.
To3H MeKapeTBEH MPORYKT He H3UCKBA CTIELMATHH TEMIepaTyPHH YCTIOBHA 38 ChXPAHCHHE.

6.5 Tauuu 32 onaKopkaTta

3apanTa 5 mg GHIMHpaHH TabneTkd

Tabnerkute ca onakosanH B 6auctep (PA/AIWPVC/Alu), chappxxam 28, 30 wmm 56 GrIMHpaHH
TabneTxy, B €IHA CTbBaeMa KapTOHEHA KyTHA.

3apanta 10 mg duimupanu TaGnetkn, 3apanta 20 mg punMupany TabNeTKH

rabreTiuTe ca onakosand B Gucrep (PA/AlW/PVC/Alu), chrspxai 28, 30 ww 90 dbunMupanu
TabNeTKy, B ¢/1HA CrbRacMa KAPTOHEHA Ky THA.

He BCHYKH BUIOBE OMAKOBKM MOTAT Ja GBJAT MycHaTH B npoAaxda.

6.6 Coenmannd npeqna3HH MEPKH NPH H3XBbPAAHE

Hama criellMaTHH H3HCKBAHHSA,

7.  IIPETEXATEJI HA PASPEIIEHWUETO 3A YIIOTPEBA

Gedeon Richter Plc.
1103 Budapest,
Gyomréi Gt 19-21.
YHrapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA
5 mg: 20100155

10 mg: 20100156
20 mg: 20100157

9.  JATA HA ITbPBO PASPEUIIABAHEMOJHOBSABAHE HA PA3PELIEHMETO 34"

YINOTPEBA )
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IATA HA AKTYAJIM3HPAHE HA TEKCTA
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