KPATKA XAPAKTEPUCTUKA HA TIPOJAYKTA

1. HNME HA JIEKAPTCBEHUS IMTPOAYKT

Pomazuk 5 mg ¢pmimMupanu TabaeTKA
Pomazuk 10 mg dunvupanu tabieTkn
Pomazuk 20 mg prmMupanu TabiaeTKH

Romazic 5 mg film-coated tablets
Romazic 10 mg film-coated tablets
Romazic 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pomasuk 5 mg ¢punmupanu tabneTku: Besika TabieTka chabpxka 5 My pozyBactaTuH (rosuvastatin),
(xaTo pO3yBacTaTHUH KAJILIUN)

Pomasuk 10 mg dunmupanu tabiaeTku: Besika TabiaeTka chabpika 10 mg posysacratun (rosuvastatin),
(xaTo pO3yBacTaTHUH KaJILIUH)

Pomasux 20 mg ¢puimupanu TabaeTku: Besika tabierka chabpxa 20 Mg posyBacratuH (rosuvastatin),
(xaTo po3yBacTaTUH KaJILIUN)

IToMoOIIIHO BEIIECTBO € U3BECTHO JIEUCTBUE: HATPUM, JTJAKTO3a MOHOXHUAPAT

Pomazuk 5 mg ¢pmnvupanu TabaeTKU: Beska TabieTka chabpxka 41,572 mg makTo3a MOHOXHIPAT
Pomasuk 10 mg dunmupanu tabnetku: Beska Tabierka chabpka 83,144 mg 1akTo3a MOHOXHIPAT
Pomazuk 20 mg dummupann TabIeTKH: Beska TabaeTka chabpka 166,288 Mg JakTo3a MOHOXHIpAT

3a IIBJIHHS CIIMCHK HA IIOMOIITHHATE BENIECTBA BUKTE TOUKa 6.1
3. JEKAPCTBEHA ®OPMA
Ounmupana TadneTka

Pomasuk 5 mg dunmupanu tabneTku: benu wim nouT 6eiiv, KPbIVIM U IBOHHOU3ITBKHAIH
¢unmupanu TabNeTKy, TpaBUPaHy ¢ *’5” OT eHaTa CTpaHa.

Pomaszuk 10 mg ¢punmupanu Tabnerku: benu win moutu 0eu, KpbId U ABOWHOM3IIBKHAIN
¢unmupann Tabnetku, rpaBupanu ¢ *’10” OT emHaTa CTpaHa.

Pomasuk 20 mg ¢punimupanu Tabnerku: bemu win mouty 0eu, KPhIid U JBOWHOM3ITBKHAIN
¢unmupann Tabnetku, rpaBupanu ¢ *’20” OT eHaTa CTpaHa.

4. KJIMHNYHU JAHHU
41 TepaneBTHYHHU NMOKA3AHUSA

JleyeHnune Ha XunepxoJsecrepoJeMust

Bw3pactHy, Mianexu U Jena Ha Win Haj 6-ToJIUIIHA Bb3pacT ¢ IbPBUUHA XUIIEPXO0JIECTEPOICMHUS
(tun Ila) nnu cmecena qucnunuaeMus (tun 11b) kato nob6aBka KbM JueTaTa, KOraTo pe3yiaTaTbT OT
nuerara u Jpyru HeapMaKoJOTMYHU MEPKHU (Hamp. (PU3NYECKUTE yNpaKHEHNUs], HaMaJIsIBaHE Ha
TErJI0TO) HE € 3aJJOBOJIUTEIICH.

Br3pacTHy, Miaiexu U 1ena Ha Wi Haj 6-TOIUIITHA BB3PACT ¢ XOMO3UTOTHA haMUITHA
XHIIEPXOJIECTEPOTIEMusl KaTo Jo0aBKa KbM JUeTaTa, KaKTo U ¢ APYTo JUIHIONOHMKABAIIO JICUCHHE
(mamp. LDL adepesa) nim korato ToBa JiedeHre HE € TIOXOIIIO.

HpodmnaKTmca Ha CbPACYHOCHAOBAH UHIMACHTH



[MpodunakTrka Ha 3HAYUMH CHPICYHOCHIOBH MHIIMICHTH IIPU MAIMEHTH, KOUTO CE 0YaKBa Jla UMAaT
BUCOK PHCK 32 ITbPBH CHPJICYHOCHI0B HHIMACHT (BXK. ToUKa 5.1), KaTo TOMBbIHEHHE KbM KOPHTHPaHE
Ha JPYTH PUCKOBHU (HaKTOPH.

4.2 J103MpoBKA M HAYWH HA MPUJIOKEHUE

[Ipenu 3ano4yBaHe Ha JICYCHUETO, MAIUCHTHT TPSAOBA J1a O'bJIC TOCTABEH HA CTAHIAPTHA XOJIECTEPOII-
MTOHIKABAIa JUeTa, KOSITO TPAOBa 1a MPOIBIDKH U 10 BpeMe Ha JiedeHueTo. Jlo3aTta TpsOBa aa ce
WHIUBUIyaTU3Upa B 3aBUCUMOCT OT IIeJITa Ha JICYEHUETO U OTTOBOPA Ha MAIlMeHTa, KaTo Ce U3MO0JI3BaT
AKTYaTHATE KOHCEHCYCHH TPEMOPHKH.

Pomasuk Moxe a ce mpuema 1o BCSIKO BpeMe Ha JIeHs, ¢ Win 0e3 XpaHa.

JleueHue Ha XHIIEPXO0JIeCTEPOTeMUsI

[Ipenoprunrennara HayanHa 1032 € 5 Mg mnn 10 My nepopanHo BeIHBK JHEBHO, KAKTO MPH
MalKueHTH, KOUTO HE ca MpUeMallid CTaTUHH, TaKa U NPU IpeMUHaBaHe OT Apyr uHxuoutop Ha HMG-
CoA penykrazata. M300pbT Ha HaUaIHA J103a 3aBUCH OT HUBOTO Ha CEPYMHHUSI XOJIECTEPOI, ObICTITHS
CHPIEYHOCHIOB PUCK U TTIOTCHLIUAIHHS PUCK OT M05IBa HA HEXKEJIaHU JICKapCTBEHU PeakHH (BXK. 1MO-
noiry). [Ipu He0OX0IUMOCT T03aTa MOKE Jla c€ KOPUTHpa KaTo ciied 4 CeAMUIIN ce TPEMUHE Ha
CIIEIBAIIOTO /1030BO HUBO (BK. Touka 5.1). [Ipensun noBuieHaTa yecToTa Ha JOKJIaABaHE Ha
HEeXeJIaHW peaKIiy mpu fo3a oT 40 My B cpaBHEHHUE € IO-HUCKUTE 03U (BXK. ToUKa 4.8), MocIeHo
TUTpUpaHE A0 MakcuMmaiHarta no3a ot 40 mg tpsiOBa 1a ce mpennpuemMa camo IpH MAlKMEHTH C TeXKa
XHIIEPXOJIECTEPOTIEMHUS C BUCOK CHPACYHOCHAOB PUCK (0COOCHO Te3H ¢ paMuiIHa
XHIIEPXOJIECTEPOITIEMUs), KOUTO HE JOCTUraT MPULETHUTE HUIIA Ha XOJIECTEPOIIa IIPH JICUEHHE C

20 mg 1 mpu KOWUTO 1Ie ce MPOBEKAA PYyTHHHO TpOCie/sIBaHe B X0/1a HA JIeUeHUETO (BK. Touka 4.4).
[Ipu 3amouBane Ha jedenue ¢ 40 My ce mpenopbUBa MOCTOSIHHO HAOJIOICHNE Ha TAIleHTa OT
CTIEeLUAITUCT.

IMpopuiakTuka HA CHbPACYHOCHAOBH HHUUACHTH
B npoy4Bane 3a HaMansBaHe Ha PUCKa OT ChPAEYHOCHIOBY MHIIMEHTH, U3I0JI3BaHaTa /103a € Ouia

20 mg aueBHO (BX. Touka 5.1).

HequaTpunyna momyanus
YmoTpebara npu Aera TpsAOBa Aa ce MPOBEXKIa CaMO OT CIICIIHATIUCTH.

Jlema 1 Mimagexxu Ha Be3pact 6 1o 17 roaguau (cramguii <II-V mo Tauep)

XOMO3UroTHA (PaMUITHA XHUIIEPXOIECTEPOICMUS

[Tpu nema n miagexu Ha BB3pacT 6 10 17 roquHA ¢ XOMO3UTOTHA (paMIITHA XHITEPXOJIECTEPOIIEMUS
npenopbYBaHaTa MakcuMaiHa go3a ¢ 20 mg qHeBHO.

Hauanmnara no3a e 5-10 mg nepopaiiHo BeTHBX JHEBHO B 3aBUCHMOCT OT BB3PacTTa, TETJIOTO U
npeamecTBamusa CTaTuH.

TurpupaneTo 1o MakcuMaiaHaTa mo3a oT 20 My AHEBHO TPsAOBa a ce MPOBEkKIa CHINIACHO
VH/IMBH]Ty aJTHUSI OTTOBOP M MIOHOCUMOCT Ha MEAMATPUYHUTE MAI[UCHTH, KAaKTO Ce IPENopbhyuBa B
MIPENOPBKUTE 32 JIeUueHre Ha aena (Bx. Touka 4.4). Jlemara u muragexxuTe TpsOBa Ja ce IMoAI0KaT Ha
CTaH/JapTHA XOJIECTEPOJI-TIOHIKaBalla JJUeTa MPeay Ja ce 3aovHe JeUeHNe ¢ PO3yBacTaTHH; IUeTaTa
TpsiOBa J1a ce MPOABIDKHU TI0 BpEME Ha JISYEHHUETO C pO3yBaCTaTHH.

OnuThT MpU Ta3M MOMYyIALHUS C 103U, pa3auyHu oT 20 My € orpaHuyYCH.

Jena no-mayku oT 6 roAMHU
be3onacHocTTa M1 epuKacCHOCTTA Ha ynoTpedara MmpH Jela mo-MaJIki OT 6 TOAWMHH HE ca MPOYYBaHH.
CrnenoBarenHo Poma3uk He ce mpenopbuBa 3a yrnoTtpeda mpH Jiera Mmo-Majiky OT 6 TOIUHH.

Ynorpeba npy HanueHTH B cTapyecKa Bh3pacT
[IpenopruntennaTa HadaaHa 1032 MPpH nanueHTy > 70 roauimHa BB3pacT € 5 mg (Bx. Touka 4.4). He e
HE00X0JMMO APYro KOPUTHpaHe Ha JTO3UPOBKATa B 3aBUCUMOCT OT Bh3pacTTa.

Jlo3upaHe IIpy nauueHTH ¢ 0b0peyHa HEIOCTATHYHOCT:




He e HeoOxommrMa KOpEKITHs Ha 103aTa MPH IMAIMEeHTH C JIEKO 0 YMEPEHO YBpekaaHe Ha Ob0peuHaTa
¢bysknus. [Ipy nanueHTy ¢ yMEpeHo YBpekIaHe penopbhunTeIHaTa HayaaHa 103a € 5 Mg Ha
O0bOpeuHara GpyHKIMs (KpeaTHHUHOB KIMpbHC < 60 ml/min). Jlo3a ot 40 MQ € mpOTUBOMOKA3aHa MPU
MAIMEHTH C YMEPEHO YBpeXkaaHe Ha ObOpednarta GpyHkuus. YrmoTpedara Ha po3yBacTaTHH MPH
MAI[MEHTH C TEXKO YBpPEeKIaHe Ha ObOpeuHaTa (pyHKIMSA € MPOTUBOIOKA3aHa 38 BCHUKH JO3UPOBKU
(Bk. Toukn 4.3 1 5.2)

Jlo3vpaHe npy NalMeHTH ¢ YBpeXIaHe Ha YepHoApoOHaTa QyHKIHS:

He e HabmonaBana moBuIleHa CHCTEMHA €KCIIO3UIMS Ha PO3YBACTATHH NPH MAIMEHTH C OLEHKA M0
ckanata Ha Child-Pugh, paBna ma 7 wim mo-aucka. Berpeku ToBa MOBUIIICHA CHCTEMHA SKCTIO3HIIHS €
HaOJI01aBaHa MPH MAIUeHTH ¢ olleHKa 1o ckanara Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [Ipu Te3u
TIAIMEeHTH TPsIOBa J1a ce MpeAnprueMe U OTIeHKa Ha OhOpeuHaTta GyHKIs (BK. Touka 4.4). Jluncra
OIIUT TIPY TAIUEHTH ¢ orieHKa no ckanara Ha Child-Pugh nan 9. Po3yBacratuH e nmpoTuBONOKa3aH mpu
MAIMEeHTH C aKTUBHO YepHOAPOOHO 3a00saBane (BXK. Touka 4.3).

Paca

[Tpu mamueHTH OT a3UaTCKU MPOU3XO0/ € HaOJF01aBaHa TIOBHIIIEHA CUCTEMHA EKCITO3UIIHS (BXK.
touku 4.3, 4.4 u 5.2). [IpenopbyBaHata HayaslHa J103a [IPU MAIMEHTH OT a3HATCKH MPOU3X0 € 5 Mg.
[Ipu Te3u nanuentu no3a ot 40 My € NpOTUBONOKA3aHa.

I'enernyen moauMopbHU3bEM

N3BecTHO e, 4e crienu(UIHU TUTIOBE HA PTEHETHYEH MOJIUMOP(HU3BM MOTaT Jia IOBE/IAT JI0 MIOBHUIIICHA
eKCITO3HITHS Ha po3yBacTaThH (BXK. Touka 5.2). 3a maleHTH, 3a KOUTO € U3BECTHO, Y€ UMat
crenu(UYeH TUI FTeHETHYCH MOJIMMOP(U3BM, CE MPEIOPHYUBA MO-HUCKA 71032 PO3YBACTaTHH.

Jlo3upaHe Npu NanueHTy, IpeApasnoioKeHH KbM PA3BUTUE HA MUOTIATHSI

[Mpu manuenTy ¢ npeapasnonaraniy GakTopH 3a pa3BUTUE HA MUOIATHS IPETIOPHUNTETHATA HAYATHA
no3a e 5 mg (Bx. Touka 4.4).

Ipu HAKOHM OT Te3H MAI[HEHTH € IPOTHBOMOKA3aHO MPWIOKEHHETO Ha mo3a oT 40 mg (Bxk. Touka 4.3).

ChIpTCTBAIA TEpANUS

PosyBacrarus e cyOctpaT Ha paznundau TpaHcniopTau npotennu (Hanp. OATP1B1 u BCRP). Pucksr
OT MUOTIaTH (BKIIIOYUTEITHO pabOMHUOIIN3a) ce TIOBHIIIABa, KOTaTO PO3yBAcTaTHH € TPUIIOKEH
€IHOBPEMEHHO C HAKOM MEIULMHCKU NPOIYKTH, KOUTO MOTaT J1a MOBHUIIAT IJIa3MeHaTa My
KOHIICHTpAIIHs TIOPaJi B3aUMOJICHCTBHE C TE3H TPAHCIIOPTHHU MPOTEHHHU (HATIP. IUKIIOCTIOPHH U HIKOH
MPOTEa3H! HUHXUOUTOPH, BKIIOUUTETHO KOMOMHALIMY OT PUTOHABHP U aTa3aHaBHP, JIOMMHABUD W/UITU
TUTIpaHaBUp; BIKTE TOUKH 4.4. 1 4.5). Koraro e Bp3MOXHO TpsIOBa /1a ce 00CHAN alTepHATHBHO
JICYCHHE U aKO € HE0OXO0MMO, Ja ce MPEKpaTh BPEMEHHO JISYCHUETO C po3yBacTaTuH. B ciayyan,
KOraTo eTHOBPEMEHHOTO MpUjIaraHe Ha Te3U METUIIMHCKH MPOJYKTH C pO3yBacTaTHH € HEU30eKHO,
TpsiOBa BHUMATEJHO Ja C€ NMPELEHN ChbOTHOILIEHUETO MOJI3a/PUCK OT EAHOBPEMEHHOTO JICUCHUE U
JIO3MPAHETO Ha PO3yBacTaTHH (BK. TouKa 4.5).

4.3 IIpoTuBonoka3zanus

PosyBacraTuH € NpOTUBOIIOKA3aH:

® TIpU NAIMEHTH ChC CBPBXUYBCTBUTEIHOCT KbM PO3yBACTATHH WJIM KBM HSKOE OT IIOMOIITHUTE
BEIECTBa, U30POCHU B TOUKa 6.1.

® [IpH NAMEHTH C aKTUBHO YE€PHOIPOOHO 3a00JsIBaHE, BKIIIOYUTEITHO HEYTOYHEHO,
MIPOIBIDKUTEITHO IOKaYBaHe HA CEPyMHHUTE TPAHCAMHUHA3H U BCSIKO IMIOKaYBaHE HA CEpyMHA
TpaHCaMWHa3a TPU bTH HaJ TOpHaTa pedepeHTHa TpaHuIa.

® TIpU MAIMEHTH C TEXKO YBpeXaaHe Ha ObOpeuHara GyHKIMs (KPEaTHHUHOB KIIMPBHC
< 30 ml/min)

o IpU MalMUCHTHU C MUOIIaTUA

e [IpH MAIMEHTH, IIPUEMAIH €THOBPEMEHHO LIUKJIOCIIOPUH

® 110 BpeMe Ha OpEeMEHHOCT, KbPMEHE U IPH KEHU B JICTEPOAHA Bb3pPacT, KOUTO HE U3MOI3BAT
MOAXOAAIIM KOHTPALEIITUBHU CPEACTBA



Jlo3ata ot 40 Mg e MpOTHUBOIIOKA3aHa MIPH MAIMECHTH C TIPeapasnoiaraniy GakTopy 3a pa3BUTHE Ha
MUOTIaTHs/padAOMHUOITH3A.
TaxuBa (hakropu ca:

® yMepeHO IO CTeNeH yBpexkaaHe Ha ObOpeuHarta pyHKIus (KpeaTHHUHOB KIUPBHHC

< 60 ml/min)

®  XUINOTHPEOUIUIBM
JMYHA WK (aMUIHa aHaMHe3a 3a HacJIeJCTBEHH MYCKYJIHHU 3a00JIsIBaHUs
aHaMHe3a 3a POosiBa Ha MYCKYJIHAa TOKCHYHOCT KbM JIpyT HHXHOUTOp Ha HMG-CoA
penykrasara wim puodpar
3JI0ynOTpeba ¢ aIKOXOJT
CHUTyalluH, IPY KOUTO MOXKeE Ja ce HaOIrojaBa MOBHUIIABaHE Ha TJIa3MEHNUTE HUBA
MalHUeHTH C a3MaTCKH MPOU3XO0.

®  CBHIIBTCTBAIIO MPUIOKEHHE HA HUOpATH.
(Bwxkre Touku 4.4, 4.5 u 5.2).

4.4 Crnenynaj Hu npexynpexIeHns U NpeANa3Hu MepPKH NPH ynoTpeda

B HsAKOJIKO citydast ce choOIaBa, 4e CTaTHHUTE HHAYIMpar de NOVO Witk BIOIaBaT Beue
CBIIIECTBYBAIla MHACTCHUS TPABHC MITK OYHA MuacTeHus (Bk. Touka 4.8). [Ipunoxenuero Ha Pomazuk
TpsiOBa J1a ce Crpe B Cliyyaii Ha BJIOIIaBaHe HA cUMITOMHTE. MiMa ChOOIICHHUS 32 PEIU/INB MTPH
(TTOBTOPHO) TIpHJIaraHe Ha CHIKS WA PA3IMICH CTaTHH.

Brusane Bppxy On0penmte

[Ipu manmenTy, JeKyBaHH C IIO-BUCOKH JJO3H PO3yBaCTaTUH, NO-KOHKpeTHO 40 MQ, e HabmoaaBaHa
MPOTEUHYPHSI, YCTAHOBEHA MPH U3CJICABAHE C TECT-JICHTH, C IIPEIUMHO TyOyJIeH IPOU3XO/l U B
MOBEYETO CIIyYau C MPEXOJIeH WIM HHTEPMUTEHTEH Xapakrep. Hsima gaHHu nanu npoTerHypusiTa uMa
MPOTHOCTUYEH XapaKTep 3a OCTPO MM MPOrPecHBHO OBOpedHo 3abosBane (BK. Touka 4.8).
JloknagBaHaTa 4ecTOTa Ha CEpHO3HU OBOPEYHM YBpEIU NP MOCTMAPKETUHIOBAaTa yrorpeda € 1mo-
BHICOKa Ipu 103upoBKa oT 40 mg. [1o BpeMe Ha pyTUHHOTO MPOCTeAsSBaHe HA MAIUEHTH, OOWYIaitHO
tperupanu ¢ 40 mg, TpsOBa ja ce MpaBM U OIIEHKA Ha OBbOpevHaTa yHKIIHA.

BnusiHue BpXy CKesleTHaTa MycCKyjiaTypa

CrolmaBanu ca eeKTH BbPXY CKeJIeTHaTa MyCKyJiaTypa B TOBa YHCIJIO MUAJITHS, MUOTIATHSI U PSAKO
pabaoMuoIK3a Ipyu NPUII0KEHUE HAa BCUYKH JO30BU PEKUMHU C PO3YBACTaTHH, OCOOCHO IIPH 403U HaZ
20 mg.

MHoTO pAAKO ca ChOOIaBaHM CITydan Ha pabIoMuoi3a IpH yImoTpeda Ha e3eTHMHIO B KOMOWHAITHS ¢
naxubutop Ha HMG-COoA penykraszara. He Mosxe na Obae U3KII04YEeHO (hapMaKoIUHAMUYHO
B3amMoJielicTBHE (BXK. TOUKa 4.5) M € HEOOXOAMMO BHIMAaHWE TTPH KOMOMHUPAHOTO MM TIpHJIaraHe.
Kakro mpu apyrure nunxudburopu Ha HMG-COA peanykrasara, [okjianBaHaTa yecToTa Ha
pabaomMuonn3a, cCBbp3aHa ¢ pO3yBacTaTHH MO0 BpeMe Ha MOCTMAPKETUHTOBaTa yIoTpeda € 1o-BUCOKa
pu Jo3upoBKa ot 40 mg.

Uscnedsane na kpeamunkunazama

Kpearunkunazata (CK) He TpsiOBa ia ce u3ciieasa ciiesi (U3N4ecKo HATOBapBaHE WM MPU HAIWYHE HA
Jpyra MpaBIonoAo0Ha mpuyuHa 3a yBenudenne Ha CK, kosiTo MoXxe Jja 3aTpyTHU HHTEpPIIPETaInsITa
Ha pe3yarata. Axo HuBoTo Ha CK e 3HauMTeNHO MOBHIIIEHO HA W3XOJHO HUBO (> 5 TTH HaJ| rOpHATA
pedepeHTHa rpaHuIa), TPSOBA J1a Ce U3BBPIIU MOBTOPEH TECT 3a IOTBBPIKIaBaHE B pAMKHUTE Ha

5-7 nHu. AKo ce moTBbpAM U3x0HOTO HUBO Ha CK > 5 mbTH Haj ropHaTa pedepeHTHA rpaHulla,
JIeYeHUEeTo He TpsiOBa Ja ce 3amoyBa.

Ilpeou neuenuemo
Kakro n npyru uaxuburopu Ha HMG-COA penykrazata, po3yBacTaTHH TpAOBa Ja 0bJe NpeanrcBaH
¢ 0co00CHO BHIMAHME IIPYU MAIMEHTH, 32 KOUTO ca Hanmune (hakTopw, nmpeapasnoarainy pa3BuTue Ha
muomnarus / padnomuonusa. Takua GakTopu ca:

*  yBpekIaHe Ha OBOpedHaTa PYHKITHSL

*  XUIOTHPEOHIU3IBM

*  MYHA WK QaMUITHA aHaMHe3a 3a HAaCJIeJCTBEHO MYCKYJIHO HapyIICHUE



* aHaMHe3a 3a IPOosiBa Ha MYCKYJIHa TOKCHYHOCT KbM ApYyT uHXuourop Ha HMG-CoA
peaykrasara wiu Guopar
*  3J0ynoTpeda ¢ aIKOXOJ
*  TIaMeHTH Ha BB3pacT Hax 70 roauHn
*  CHUTYyallHH, IPH KOUTO MOKE JIa ce HaOJIIo/1aBa MOBUINIABaHEe Ha TUIa3MEHUTE HUBA
(Bx.Touku 4.2, 4.5 1 5.2)
*  CBHIIBTCTBAIIO MPHUJIOKEHUE Ha PudpaTH
[Ipu TakvBa manMeHTH PUCKBT OT JISYSHNUETO TPIOBa Ja ce choOpa3u ¢ Bh3MOYKHATA I10J13a, KaTo ce
npenopbyBa KIMHUYHO HabroneHne. Ako u3xoaHoto HUBO Ha CK e 3HaunTeHO MOBUIIEHO
(> 5 mpTH Hax ropHaTa peepeHTHa TpaHMIlA), JEUYEHHETO HE TPSAOBA J1a 3aIl09Ba.

1lo epeme na neuenuemo

[Narmentute TpsiOBa na ObIAT MpeayNpeaAeHN He3a0aBHO a ChOOLIABAT 3a MOsIBaTa Ha HEOOICHUMHU
MYCKYJIHH OOJIKH, yCellaHe 3a ciaboCT Wik KpaMITi, 0COOEHO aKo ca CBbP3aHU C HEPA3MOJIOKEHHE
i Gedpunuret. [Ipu Te3n manuentu TpsdBa aa ce uscneasa HuBoTo Ha CK. Tepanusita TpsiOBa na ce
npekpaTH, ako HuBoTo Ha CK € 3HaYuTeIHO MOBUIIIEHO (> 5 ITFTH HaJ TopHAaTa pedepeHTHa TpaHuIa)
WM MYCKYJIHATE CUMITOMH Ca TEKKU M MIPUIMHABAT JTUCKOMQOPT 10 BpeMe Ha oOnyaiiHaTa
akTuBHOCT (nopu HUBOTO Ha CK 5a e < 5 mpTH Haj ropHarta peepeHTHa rpaHuiia). AKO CHMITOMHTE
n3ue3HaT u HuBoTo Ha CK ce Hopmanm3upa, Moke Ja ce IOMHUCITH 32 Bh30OHOBSIBAHE Ha JICYEHUETO C
po3yBacTaTHH WM ¢ anTepHatuBeH naxuoutop Ha HMG-COA penykraszara, npuiaras mo;y
HaOmoieHre B Hall-HUCKa 103a. PyTuHHOTO MOHHMTOpHUpane Ha HUBOTO Ha CK mpu naumentu 6e3
CHMIITOMH HE € OCHOBATEeIHO. MHOTO PSJIKO UMa ChOOIIEHNUS 32 UMYHOMEIHHUPaHa HEKPOTU3IUPAILA
muomatust (MMHM) o Bpeme Ha Wi ciief] IeYeHHe ChC CTATUHH, BKITFOUHUTEITHO PO3YBACTaTHH.
NMHM ce xapakTepu3upa KIMHUYHO ChC CJIA00CT Ha MPOKCUMATHATa MYCKYJIaTypa U TIOBUIIICHA
CepyMHa KpEaTUHUHKMHA3a, KOETO MPOABJIKABA BBIIPEKU PEKPATABAHE HA JICUEHUETO ChC CTATUH.

Ilo BpeMe Ha KIMHUYHUTE U3IUTBAHUS IPU MajKaTa Ipylia NaueHTH, TP KOUTO PO3yBaCTATHH €
MpUIarad CbC ChIIBTCTBALIO JICUCHHE HE ca MOyuYeHH AJaHHH 32 YBeJInYaBaHe Ha e(peKTUTe BbPXY
CKeJICTHaTa MyCKyJaTypa, Y BeIMYeHNE Ha YECTOTaTa Ha MUO3UT U MUOIIATHA € HaOJII0AaBaHO oOaye
NpY TalUeHTH, pueMany Apyru naxuoutopu Ha HMG-COoA peaykraszara 3aeTHO C IPOU3BOIHH Ha
(pnbprHOBaTa KHCEIMHA, BKIIOYBAIIN reM(pUOPO3MI, IIUKIOCTIOPHUH, HUKOTHHOBA KHCENNHA, a30JI0BH
AQHTUMHUKOTHIIM, TPOTEa3HN MHXUOUTOPU U MaKpOIUAHN aHTHOMOTHIH. [ emuOpo3un nosuiasa
pUCKa OT MOsIBaTa Ha MUOMATHUS, aKO c€ IPUeMa eTHOBpEeMEHHO ¢ Hsikon nHxubuTopn Ha HMG-CoA
penykTasara. [lopanu ToBa koMOMHaLUATa MEXAY pO3yBacTaTHH U reMpuOpo3ui He €
npenopbunTenHa. [lon3ara oT JOMBIHUTETHO TOHMKABAHE HA JINITUIHUTE HUBA B PE3yNTaT OT
KOMOWHHMPaHOTO NMpHEMaHe Ha po3yBacTaTHH ¢ GUOpaTH WIM HUALMH TPsOBa 1a Oble BHUMATEITHO
MpeleHeHa CrpsMo MOTEHIMAIHUS PUCK OT moio0Hn komOuHanuw. [1pu no3a ot 40 mg
CBITBTCTBAIOTO JIeueHHe ¢ (GUOpaTu e MPOTUBOTIOKA3aHO (BXK. TOUkH 4.5 u 4.8).

Pomasuk He TpsiOBa J1a ce mpuiiara eTHOBPEMEHHO ChC CUCTEMHO JIeUeHUE ¢ (y3uI0Ba KHCEITUHA UITH
B 7'I[HCB€H nepuoj Cjica CiupaHeTo My. HpI/I MagyueHTU, MPU KOUTO CUCTCMHOTO M3IIOJI3BAHC HA
(dhy3umoBa KucearHa € aOCOIOTHO HEOOX0INMO, JICICHHETO ChC CTATHHU TPsIOBA 11a Ce MPEKpaTH T10
BpeMe Ha JICYCHHUETO ChC (py3uaoBa KucenuHa. JlokiaiBaHu ca ciiydyau Ha pa0oMUOIH3a (BKIL. HIKOU
(haTayHN) IpH TMAUEHTH, ITOIyJYaBalli B KOMOUHAINS ()y3uI0Ba KHCEIMHA U CTaTHHU (BJK. TOUKA
4.5). [NarmenTute TpsiOBa Aa OBIAT MOCHBETBAHU J1a IOTHPCAT MEAMIIMHCKA KOHCYJITAIUS BEIHATA,
aKo MOYYBCTBAT CHMIITOMH Ha MYCKYJIHA c1abocT, 0OJIKa MK 9yBCTBUTEIIHOCT.

JledeHnuero cbe cTaTUH MOXKe J1a ObJIC 3aII0YHATO OTHOBO CEICM JTHH CJIe]l TIoCeIHaTa 032 (Py3uI0Ba
KHCEITUHA.

[Tpu U3KIIIOYUTEITHU OOCTOSATENCTBA, KOTaTO € HE0OXO0MMO NPOIBIDKUTETHO CUCTEMHO JICUCHUE C
(dy3uI0Ba KUCENMHA, HATIp. 32 JICUCHNE Ha TeXKKH HHPEKIMH, He0OOXOUMOCTTa OT €THOBPEMEHHO
npunarane Ha Pomasuk u Gy3umoBa kucenmuHa TpaOBa Ja ce MpeleHsBa 32 BCEKH OT/CIICH CITyJai u
TOJT CTPOTO JIEKAPCKO HAOIIO/ICHHE.

PosyBacratun He TpsOBa 1a ce yrmoTpeOsBa Mpu MAIMEHTH C OCTPH, CEPUO3HU CHCTOSHHS,
MTOKA3aTeNHU 33 MUOTIATHS WJIH TIPepa3oiaraiiy KbM pa3BUTHE Ha ObOpeyHa HeOCTAaTHYHOCT
BCJICICTBUE padioMHoIK3a (HaIp. CETICUC, XUIIOTEH3MS, FojisiMa OIepaliusi, TpaBMa, TeKKH
MeTaOO0JIMTHY, EHJIOKPUHHH U €JIEKTPOJIMTHU HapyIIEHHS WM HEKOHTPOJIMPAHU I'bPUOBE).



BrusiHue Bpxy YepHHs APOO

Kakro npu apyru naxuduropu Ha HMG-COA penykrasara, po3yBacTaTuH TpsiOBa Jia ce Ipuiiara
BHUMATEITHO TP MAIUCHTH, KOUTO MPUEMAT TOJIIMO KOJUYECTBO aATKOXOJ W/WUITH MMaT aHaAMHe3a 3a
3a00J1siBaHe Ha YepHUs Ipo0. [IpenopbunTenHo € a ce HapaBsT U3CIICABAHUS 3a OlICHKA Ha
GyHKIUATA Ha YepHHs Apo0 Mpeau U 3 Mecela ciie 3amouBaHe Ha JiedeHneTo. PosyBacraTuH TpsiOBa
na ObJie IPEeyCTaHOBEH WJIM JI03aTa TPsOBa 1a ObJic HaMaJIeHa, ako HUBOTO Ha CEPYMHUTE
TpaHCaMWHA3M HAJIBHIIaBA 3 MBTH ropHarta pedepentHa rpaHuna. Cho0IIeHaTa 4ecToTa Ha Cep HO3HU
HEXKEJIaHU PEeaKIMK OT CTPaHa Ha YepHHUs Ipo0, (CCTOSIIN CE OCHOBHO B YBEIMUCHH TPAHCAMUHA3H)
Mo BpeMe Ha MOCTMapKEeTHHIOBaTa yrnoTpeda € mo-Bucoka npu jro3ara ot 40 mg.

[Ipu marenTH ¢ BTOPUYHA XUTIEPXOJIECTEPOIEMHS, TPUIUHEHA OT XATTOTUPEONUAN3BM HITH
He()POTHUYCH CHHJPOM, OCHOBHOTO 3a00JIsIBaHe TPsIOBa Ja ce JISKyBa MpE/H 3alI0YBaHe Ha JICUCHUE C
pO3yBacTaTHH.

Paca
[Tpu manmeHTH OT a3MaTCKU MPOM3X0/]] € HaOJIr01aBaHa MOBUILICHA CUCTEMHA SKCIIO3UIIHS, B
CpaBHEHHE C T€3U OT KaBKa3ka paca (Bx. Touku 4.2, 4.3 u 5.2).

IIpoTeasHu MHXUOUTOPHU

[loBuiieHa cucreMHa eKCIO3HLMS HAa PO3YBAaCTaTHH € Ha0JII0aBaHa Py JIMLA, IPUEMAaIH
pO3yBacTaTHH €IHOBPEMEHHO C Pa3UuHU MIPOTEa3HN HHXUOUTOPH, B KOMOHHAIIMS C PUTOHABUP.
TpsabBa na ce 0OMUCTHN KaKTO MOJI3aTa OT JIMIHUIOTIOHKABAHE Ype3 ynoTpeda Ha po3yBacTaTHH MPH
nanueHTn ¢ XVB, npremalny npota3Hu MHXUOUTOPH, TaKa U MOTEHIIHANIA 32 MTOBHUIIICHA
KOHIICHTpaNys Ha pO3yBacTaTHH , KOTATO Ce€ 3all04YBa JICYEHNE U ce TIOBHINABa J03aTa Ha
pO3yBacTaTHH NPH MALKEHTH, JIEKyBaH! C MPOTea3HH HHXUOUTOpH. ENHOBpEMEHHOTO NPHIIOKEHHUE C
HSIKOM IPOTEa3HH HHXUOUTOPH HE Ce MPENnopbuBa, OCBEH aKo A03aTa PO3yBacTaTHH HE CE alanTupa
(Bx. Touku 4.2 u 4.5).

Unrepcrunmanna 6enoapodua Gosect

CpoO11eHN ca N30JIMPaHy CIyYad Ha HHTEPCTUIIHAIHA OeoqpoOHa 60IeCT IpH MpHUEeM Ha HIKOU
CTaTHHH, OCOOCHO MPH MPOIBIKUTEIHO Je4eHue (Bxk. Touka 4.8). [Ipu3Hanure Morar /1a BKIIFOUBAT
JUCITHESI, HETIPOAYKTHBHA KaITHIA U BIIOIIaBaHe Ha OOIIOTO ChCTOSTHUE (YMOpa, OTcIabBaHe HA
tersio ¥ pedpmmtet). [Ipu nomo3peHne, ye MaueHThbT € pa3BIWil HHTEPCTUIHAIHA OeI0ApoOHa
OoJect, JISYEHUETO ChC CTaTUH TPsIOBa J1a ObJie MPEyCTaHOBEHO.

3axapen nuaber (Diabetes mellitus)

Hsxown naHHM npeanonarar, 4e rpynara Ha CTaTHHHTE OBHUILABa KPbBHATA 3aXap M P HAKOU
MAlMCHTH C MOBHUILICH PUCK OT Pa3BUTHETO HA JHa0ET MOXKeE Jia TOBEAAT JI0 HUBO Ha XUIEPTITHKEMHUS,
M3HUCKBAILO NPEIIPUEMAHETO Ha ITOIXO0IAIIN MepKH. To3u puck, obade, ce KOMIEHCHPa OT
HaMaJIIBAHETO Ha CHJIOBUS PHCK MPH CTaTHHUTE, MOPAIH KOCTO HE TpsiOBa aa Oblie MPUUUHA 32
CIIMpaHe Ha JIEYEHUETO ChC cTaTuHM. [lanmeHTHTe ¢ prck (rIFoKo3a Ha raagHo 5,6 0 6,9 mmol/L,
BMI>30kg/m?, noBuiiieHn TPUrIHIEPUIH, XUTIEPTOHKS) TPSIOBA [a ObAT IPOCIIEISIBAHN KAKTO
KJIMHUYIHO, TaKa ¥ OMOXMMHYHO CBHITIACHO HAIMOHATHNTE PETIOPBKH.

B npoyusanero JUPITER, cho01iaBanara o0ima 4ecTora Ha 3axapeH auader e ouna 2,8% mnpu
po3yBacraTtuH u 2,3% npu 1iane0o, MpeIuMHO MIPH MAIMEeHTH C TIIF0K03a Ha TIIaaHo 5,6 110
6,9 mmol/L.

TexKn KOKHHM HEKETaHU pCaKnnu
HpI/I JICUCHUC C PO3YBACTATHH CC C’BO6IJ_IaBa 34 TCIKKU KOXKXHU HCKCIJIAHU PCAKIUU, BKIIFOUBAIIIA

cuHIpoM Ha Stevens Johnson (SJS) u niekapcTBeHa peakius ¢ €03UHO(GUIINS U CUCTEMHU CUMITTOMH
(DRESS), xonTo MoKe 1a ca )KHBOTO3aCTpalIaBaIly WiK ¢ JieTaneH u3xo. [Ipu npenmucBanero Ha
JIEKapCTBEHUS MTPOIYKT MAIMEHTUTE TPSOBa 1a ObAaT WHDpOPMUPAHH 32 MPU3HAINTE U CUMIITOMHUTE
Ha TeXKHW KOKHU Peaklnu 1 Ja ObaaT HaOIroJaBaHu ¢ MIOBUIIEHO BHUMaHUE. AKO CE TOSBAT
MPU3HALA U CUMIITOMH, TIOKa3aTeIHY 3a Ta3U PEeaKIlus, IPUIoKeHneTo Ha Pomasuk TpsOBa He3a0aBHO
Jla ce TIPEyCTaHOBH U Ja C€ OOMUCITH alTepHATUBHO JICUCHHE.



AKO ManyeHThT € pa3BII CEPHO3HA peaknus, karo Hanpumep SJS wmu DRESS npu ynorpebara Ha
Pomasuk, neyeHneTo ¢ TOBA JIEKapCTBOTO HE TPsOBAa HUKOTA Jia CE ITOJHOBSBA IPU TO3H MAIMCHT.

enuarpuyHa nomynanus

OrneHsBaHeTO Ha IMHEHHOTO U3pacTBaHe (BUCOYMHA), Teriio, BMI (uHaekc Ha TenecHara maca), U
BTOPUYHHTE ITOJIOBH O€JIe3H Ha MOJIOBOTO Ch3psBaHE 10 cKajara Ha Tanner npu neauaTpuIHu
MAIMEeHTH Ha Bb3pacT 6 10 17 roauHu mpueMaiiy po3yBacTaTUH € OrPaHNYEHO JI0 JBYTOIUIIEH
nepuof. Cnen 1Be TOAMHM Ha TPETHPaHE 10 BPEME Ha IPOYUYBAHETO, HE € 3a0eii3aH HUKAKbB e(heKT
BBPXY pactexa, Teraoro, BMI mnu monoBoTo ce3psiBaHe (BXK. Touka 5.1).

B xauHMYHO npoyyYBaHe Ha Jella U MJIaIeKy MIpUeMallli po3yBacTaTHH 3a 52 CeIMHULIM, TTOBUIIIABaHE
Ha CK >10xULN © MyCKyJTHHTE CHMITTOMH CJIe]] YIIPAKHCHIE WITH TTOBUIICHA (DH3NIEeCKa aKTHBHOCT
ca Ha0JII0JJaBaHU M0-YECTO B CPaBHEHUE ¢ HAOIIOACHUS OT KIIMHUYHY NMPOYYBAHHS NIPHU Bh3PAaCTHU
(Bk. Touka 4.8).

HenoHOCHMOCT KbM JaKTO3a
[NarenTy ¢ peaKu HACIEACTBEHH NeEKTH KATO HEMOHOCUMOCT KbM TajaKT03a, OOl JIAKTa3eH
TIeUITUT WK TIIFOK030-TaJlakTO3Ha MajabcopOms He TpsSOBa 1a mprueMaT TO3H JICKAPCTBEH MPOTYKT.

ToBa nexapcTBO chABpPIKa MO-Masko oT 1 mmol Harpwuii (23 mg) 3a TabneTka, T.€. MPaKTHIECKU He
ChIBbPKa HATPUM.

4.5 B3aumoneiicTBue ¢ APYIrd JieKapCTBEeHH NPOAYKTH U APYIrd (pOpMHU Ha B3auMoOeiicTBHe
Egexm na eonoepemenno npunosicenu 1eKkapcmeenu npoOyKmu 6bpxy po3y6acmanuH.

HNHXUOUTOPH HA TPAHCIIOPTHUTE MPOTEHHU

PosyBactarun e cyOcTpar Ha OnpeiesieHU TPAaHCIIOPTHU MPOTEUHH, BKJIFOUYUTEIIHO Ha TPAHCIIOPTEPa
Ha yepHOApoOHHUs 3axBar OATP1B1lu ednyke Tpancnoprepa BCRP.EnHoBpeMeHHOTO TipHtoxXeHne
Ha PO3yBACTATHH C JICKAPCTBEHH MPOYKTH, KOUTO Ca MHXUOUTOPH HA T€3H MPOTEUHH, MOXKE J1a
JIOBEJIC 10 TIOBHUIIIABAaHE Ha MJla3MeHaTa KOHIICHTPAIKs Ha pO3yBaCTaTHUH U MOBMIIICH PUCK OT
muomnarus (BkK. Touku 4.2, 4.4 u 4.5 u Tabnuna 1).

HI/IKJ’IOCHO[!I/IH

[Ipu chIBTCTRAILO MPUIOKEHUE HA PO3YBACTATHH U IIUKIIOCTIOpUH, cToiiHOCTHTEe HAa AUC Ha
po3yBacTaTHH ca OWJM CPeTHO 7 ITBTHU MO-BUCOKH OT T€3H, HAOJIF01aBaHu TPH 3APaBU JOOPOBOIIIH
(Bx. Tabauma 1). PosyBacTaTvH € NpOTUBONOKA3aH MTPH MAIUSHTH, ¢IHOBPEMEHHO O IyYaBaliy
LIUKIOCHOPUH (BXK. TOUKa 4.3).

ChITBTCTBAIIOTO MPUIOKEHHUE HE € MOBJIMSIIO TUIA3MEHUTE KOHIIEHTPAIUH Ha ITUKJIOCTIOPHH.

IIporeasHu HHXUOUTOPU

Bwrpeku, 4e TOUMIT MEXaHU3bM Ha B3aMMOJICHCTBUE HE € U3BECTEH, CIHOBPEMEHHOTO MPUIIOKECHUE C
MPOTEea3H! HHXUOUTOPH MOJKE PSA3KO J1a MOBHILM €KCIO3HIUITA Ha po3yBacTaTuH (Bx. Tabmuna 1).
Hampumep emHoBpeMEeHHOTO MpriioKeHue Ha Ha 10 MQ po3yBacTaTiH M KOMOWMHHPAH MPOIYKT,
CHCTOSII ce OT JiBa npoTeaznu naxudbuTopa (300 mg arasanasup/100 Mg puToHaBUp) 1O BpeMe Ha
(hapMaKOKHHETHYHO MPOYYBAHE NIPH 3APaBU JOOPOBOIIIH, CE ACOIUHPA C TPUOIU3UTEIHO TPUKPATHO
napactane Ha AUC 1 Cmax Ha posyBacTtatis. EJHOBPEMEHHOTO MPUIOKEHUE HA PO3YBACTATUH U
HSIKOM KOMOWHAITY OT MPOTEa3HH HHXUOUTOPHU MOXKE Jla Ce UMa MPEBH Clie]l BHUMATEITHO
MpeleHsABaHe Ha KOPEKIMUTE Ha 103aTa pO3yBacTaTHH, Bb3 OCHOBA HA OYaKBaHOTO MOBHIICHUE HA
eKCITO3uIuATa My (BX. TOUkH 4.2, 4.4 u 4.5 Tabmuma 1).

I'embuOpo3na u Apyry JIMNUIONOHMKABAINN TPOIYKTH

ChIBTCTBAIIOTO NPUIOKEHNE HA PO3yBACTaTUH U reM(pUOPO3UII € JOBEJIO 10 ABYKPATHO MOBUIIICHHUE
Ha Cmax u AUC Ha po3yBactaTuH (BX. Touka 4.4).

B®3 ocHOBa Ha gaHHM OT (PapMAKOKMHETHYHH MPOYYBAHUS 3a CeUU(UIHH JICKApCTBEHU
B3aMMOJICHCTBUS, HE CE 09aKBa B3auMo/ieiicTBre ¢ peHopudpaT, HO € Bb3MOXKHA TI0s1Ba Ha
(hapMaKoIMHAMUYHH B3aUMOJCHCTBHSL.



I'emdpubpo3wmi, henopudpar, Apyru GUOpaTH U JIUIMHIOTIOHIKABAIINTE JT03H (B I03W > WM PaBHU Ha
1 g/nen) Ha HMAWH (HUKOTHHOBA KHCEIIMHA) MIOBUIIIABAT PUCKA OT IMOsIBAaTa HA MUOTIATUS MTPH
koMOuHupane ¢ uaxuouropu Ha HMG-COA (XUIpOoKCHMETHII-TIy TapHI-KOCH3UM A) peayKra3ara,
BEPOSITHO MOpajy (pakTa, 4e Te MOTAT JIa MPEIU3BUKAT MOsSBaTa HA MUOTIATHS ¥ P MOHOTEPAIIHSI.
Jo3ara ot 40 Mg € MPOTUBONOKA3aHa IPHU ChITbTCTBAIIO JeueHue ¢ pudpaTu (Bxk. Touku 4.3 u 4.4).
[Ipu Te3u marueHT  JeUCHNETO TPSIOBa 1a 3alMovYHe ¢ 103a OT 5 M.

Ezerumn®

CeropreTBammara ynotpeda va 10 mg posysacrarud u 10 mg ezetumu6d Boau 1o 1,2 xpaTHO
nosumeHre Ha AUC Ha po3yBacTaTHH pH XUMepxoiecTepoiaemuann naruenT (Tadomwma 1). Tosa
HE MOJe JIa ce M3KII0YH (PapMaKOAWMHAMHUYHO B3aMMOJICHCTBIE MEX/Y PO3yBacTaTUH U €3eTUMHO,
KOETO JIa MMa KaTo Pe3yiITaT HeKelaHu peaknnu (Bxk. Touka 4.4).

AHTHAIUAN

EnHOBpeMEeHHOTO NMpUIIOKEHHE HAa PO3yBAacTaTHH C aHTUALMAHA CYCIICH3Hs, ChABbpPIKAIla aTyMUHUEB U
MAarHe3ueB XUIPOKCH € JOBEJIO Jla HaMallsIBaHEe Ha TUIa3MeHaTa KOHICHTPAIHsI Ha pO3YBacTaTHHA C
okoJ1o 50%.

To3u edexT e Omi orcnabeH, KOrato aHTHAIMUTE ca JIaBaHH 2 Jaca CJie/l IpreMa Ha po3yBacTaTHH.
KiMHUYHOTO 3HaUeHHE Ha TOBA B3aMMOJCHCTBUE HE € N3CIIE/IBAHO.

Eputpomunmn
CerpTeTBaIIaTa ynorpeda Ha po3yBacTaTHH U €PUTPOMUIIMH € ioBena A0 HamansaBaHe ¢ 20% na AUC

u ¢ 30% Ha Cnex Ha po3yBacTaTUH. B3auMoaeiicTBUETO MOXKeE J1a € IPEAU3BUKAHO OT NOBHUILIECHUS
YpEeBEH MOTUJIUTET, BCIEACTBUE HA IPUEMAHETO Ha EPUTPOMUITIH.

Tukarpenop
Tukarpenop mMosxe aa mosnusie Or0pevYHaTa eKCKpenrs Ha pO3yBacTaTHH, TOBHUIIABANKN PHUCKaA OT

HaTpyMBaHE Ha pO3yBacTaTHH. BbIpeKky 4e TOUHUAT MEXaHU3bM HE € U3BECTEH, B HAKOU CITydau
CHITBTCTBAIATA YIOTpeOa Ha TUKATrpeNIop U po3yBacTaTHH BOJH /10 HaMalsiBaHe Ha OhOpedHaTa
¢yskuus, nopumasane Ha HUBoTo Ha CPK u pabnomuonusa.

EnsuMu ot cucremara Haruroxpom P450

Pesyaratu oT in VIitro u in Vivo mpoy4BaHus MOKa3Bart, Y€ po3yBacTaTHH HE € HUTO HHXHOHUTOP, HUTO
MHAYKTOp Ha mutoxpoM P450 m3oensumure. B prbaBka po3yBacTaTvH € JIom CyOCTpaT Ha Te3u
n3oeH3umMu. Cle[oBaTeNHO, HE CE 0UaKBaT JICKAPCTBEHH B3aMMOJICHCTBHUS KaTo pe3yTaT OT
nuToxpoMm P450-menunpanns merabonu3bM. He ca HabmoqaBaHy KIMHUYHO 3HAYUMHU
B3aUMOJICHCTBHS MKy po3yBactatuH U (iykona3on (maxudutop Ha CYP2C9 u CYP3A4) niun
keTokoHa30J1 (uuxudurop Ha CYP2A6 u CYP3A4).

BsanmoieiicTBHs, KOUTO M3UCKBAT KOPEKIIHS Ha J103aTa PO3yBacTaTH (BXk. ChIo Tabumuia 1):
Koraro e Heo6Xx01uMOo po3yBacTaTHH Aa ce Mpuiiara 3a¢HO C APYTH JeKapCTBEHH POIYKTH, 32 KOUTO
€ M3BECTHO, Y€ MOBHIABAT CKCIIO3UIIMATA MY, TO3UTE HA PO3YBACTATHH TPSOBA J]a c€ KOPHUTHPAT.
3amoyBa ce ¢ 103a 5 My po3yBacTaTHH BEIHBXK JHEBHO, aKO OYAKBAHOTO MOBHIIICHUE HA
excrosupsta (AUC) e npubIu3uTeTHO IBYKPATHO WM TTO-TOJIIMO. MaKkcuMasHaTa JHeBHA /1032 Ha
po3yBacTaTHH TpsiOBa Jia Ce€ KOPUTHpa Taka, 4e OYaKBaHATa EKCIIO3UIIMS Ha PO3YBaCTaTHH J1a HIMa
BEPOSATHOCT J1a HaBUINYU Ta3u Ha 40 MQ JHEBHA /1033 OT PO3yBaCTaTUH, IpUeMaH 0e3
B3aMMO/ICHCTBAIIIN JICKAPCTBEHH MTPOYKTH, HAapumep, j03a ot 20 Mg po3yBacTaTtuH ¢ reMpuopo3un
(1,9-reTH IoBHIIEHME), U 103a 10 MY po3yBacTaTHH ¢ KOMOMHANKS ara3aHaBup/puToHaBup (3,1-meTH
MOBHIIICHUE).

Ta6mmna 1 EdekT Ha eqHOBpeMEHHO NPUWIATAH JIEKAPCTBEH NPOAYKT BbPXY €KCIIO3UIUSITA
Ha po3yBacraTtuH (AUC; B HU3X0sIII pen) OT MyOIMKYBAHU KIMHUYHU

NMpPOyYBaHUS
J1030B pexuM Ha B3aUMOAEHCTBAIOTO J030B pe:kum Ha IIpomsna B AUC na
JIEKAPCTBO po3yBacTaTHH pPoO3yBacTaTHH
Hukmoctiopua 75 Mg nBa MbTH THEBHO 10 10 mg BemHBK 7,1 npTH 0
200 mg nBa mBTH JHEBHO, 6 Mecela nHeBHO, 10 quu




Peropadenu6 160 mg, BeTHBX JTHEBHO, 5 mg, enHOKpaTHa 3,8 mbTH T

14 man nosa

Atazanasup 300 mg/putonasup 100 mg BenHbK 10 mg, eqHOKpaTHA 31men T

JIHEBHO, 8 nHH o3a

Bennaraceup 100 mg BeAHBX THEBHO 10 mg, eqHOKpaTHa 2,7 mpTH |
Ji03a

OmMOuTacBup 25 mg/maputanpeBup 5 mg, eMMHUYHA 1032 2,6 IbTH 1

150 mg/ puronasup 100 mg BegHBX

nmHeBHO / mazadysup 400 mg 2 mbTH

JIHEBHO, 14 nmHU

I'pazonpeBup 200 mg/endacBup 50 mg 10 mg, equHn4YHa 1032 2,3 obTH 1

BEJHDBK JHEBHO, 11 qHU

I'mexanpeBup 400 mg/mmOpeHTacBHP 5 mg BeIHBX THEBHO, 2,2 IbTH 1

120 mg BeaHDBK JHEBHO, 7 AHU 7 oA

Jlonmuasup 400 mg/ puronasup 100 mg aBa 20 mg BeaHDBK 2,1 metu T

IbTH OHEBHO, 17 mHu IHEBHO, / IHU

Kmommunorpen 300 mg HatoBapBaiia /103a, 20 mg, eqHOKpaTHa 2 metu T

nocieaBana ot 75 mg Ha 24 gaca no3a

I'emdubposzun 600 Mg aBa mbTH AHEBHO, 7 JHU 80 mg, enHokparHa 1,9 mbTH 0
Ji03a

EntpomOomnar 75 mg BeqHbx THEBHO, 5 THU 10 mg, eqHOKpaTHA 1,6 mpTH 0
J03a

Hapynasup 600 mg/ puronasup 100 mg aBa nbtu 10 mg BenHBK 1,5 metu T

ITHEBHO, { IHU JIHEBHO, [ IHU

Tunpanasup 500 mg/ puronasup 200 mg BID, 11 | 10 mg, exHokparHa 1,4 mera T

JTHH J103a

Hponenapon 400 mg aBa mbTH JHEBHO He e nanuuna 1,4 mema T

Hrpakonaszon 200 Mg BeAHBXK AHEBHO, 5 THU 10 mg, exnokpaTHa 1,4 et T
J103a

Eserumu6 10 mg Benubx aueBHo, 14 nnu 10 mg, BenubK 1,2 mema T

IHEBHO, 14 nHU

docammpenasup 700 mg/ puronasup 100 mg asa 10 mg, eqHOKpaTHA o

II6TH JHEBHO, 8 THKU o3a

Anernurazap 0,3 mg, 7 nau 40 mg, 7 nau RS

Cunumapud 140 Mg Tpu MbTH JHEBHO, 5 THH 10 mg, eqHOKpaTHA o
J03a

®denodudpar 67 Mg Tpu IbTH AHEBHO, / JHU 10 mg, 7 nuu RN

Pudammun 450 mg BeaHbK THEBHO, 7 THH 20 mg, enHOKpaTHa PN
J03a

Ketoxonazon 200 mg nBa mbTH AHEBHO, 7 JHH 80 mg, emHOKpaTHA PN
Ji03a

dnykonazon 200 mg Benubx AHeBHO, 11 mHU 80 mg, enHokparHa VAN
J03a

Epurpomuna 500 mg uetnpu nbTH JTHEBHO, 7 80 mg, enHoKpaTHa 20%

JTHH Ji03a

Baiikanua 50 mg tpu nbTH AHEBHO, 14 nHU 20 mg, eqHOKpaTHA 47% 4
J03a

PO3yBacTaTHH.

*I[aHHI/ITG, IMOCOYCHM KAaTO X IbTHU MPOMIHA NPEACTABAT IPOCTO CHbOTHOIICHUE MEKIY
CAHOBPEMEHHO IIPHUIIOKCHUE U IPHUIIOKECHNUE HAa PO3yBaCTaTUH CaMOCTOATEIIHO. ,HaHHI/ITe, IIOCOYCHHU
kato % MMpEeACTABAT MPOLCHTA pa3JinKa, OTHSCCCH KbM CaAMOCTOATCIHOTO NPHUIJIOKCHUC HA

IoBHmAaBaHeTo € mocodeHo Kato “T”, 6e3 mpoMsIHA KaTo “4>”, MOHMKEHHETO KaTo “V”.
** Haxonko mpoyvBaHUs 332 B3aUMOJICHCTBUE Ca TIPOBEACHU® Pa3IMyHU JJO3UPOBKH PO3yBaCTATHH.
Tabnawuiiara npejicTaBs Hall-3HAYUMOTO ChOTHOIIICHUE.

Egexm na pozysacmamun bpxy eOHO8peMEHHO NPUEMARY J1EKAPCMEEHU RPOOYKMU




AHTaronuctu Ha BuTamMuH K

[ono6Ho Ha apyru naxudbutopu Ha HMG-CO0A penykTasara, 3al04BaHeTO Ha JICUEHHUE C
pO3yBacTaTHH WA TUTPUPAHETO HA JI03aTa MY MPH MAIMEHTH, IPUEMAI aHTaATOHUCTH HAa BUTAMUH
K (xaro BapdapuH nim Ipyra KyMapHHOBH aHTUKOATYJIaHTH) MOJKE JIa TOBEJIe IO OBUIIaBaHEe Ha
International Normalised Ratio (INR). I[IpekscBaneTO Ha JIeUCHHETO WIIH HAMAJITBAHETO Ha J103aTa Ha
TUTPUpaHE C pO3YBacTaTHH MOXe Ja foBeae Ao HamaneHue Ha INR. [Tpu momgo6Hu cyydau e
JKenaTeaHo MoHuTopupane Ha INR.

[epopaltiy KOHTPAIENTHBH/XOPMOH3AMECTUTEITHA TEPATIHS

CrirprcTBAaIIATA YIIOTPEOA HA IEPOPATTHU KOHTPAIICTITUBY € JjoBesia 10 nmoBuirasane Ha AUC Ha
eTHHHUJIECTPAINOI U HOPTECTPeI, ChbOTBETHO ¢ 26% n 34%. Te3n noBwIieHN Ta3MEHH HUBA TPSIOBa
Jla B3eMar IoJl BHUMaHKe, KOTaTo Ce ONPE/IeIisl JO3UPOBKATa Ha MEPOPATHUTE KOHTparenTuBy. Hiama
q)apMaKOKI/IHeTI/I‘IHI/I JaHHU 3a MAIMCHTH, KOUTO IMpUeMaT po3yBaCTaTUH U XOPMOHO3aMECTUTCIIHA
Tepanus. ETo 3a110 B3auMo/ieiicTBHETOo, OMMCaHO TIO-Tope HE MOXKe J1a ObJIe H3KITF0UEHO. Bhipeku
TOBa Ta3u KOM6I/IHaHI/I$I e Omta IIHUPOKO IMpuiIaraHa npu X€HU 1o BPpEME Ha KIIMHUYHU U3IMIUTBAHUA U €
MOHAcsHA To0Ope.

JIpyry JeKapCcTBEHU POJAYKTH

EI/IFOKCI/IH:

B®3 ocHOBa Ha JAHHUTC OT KIIMHUYHU MTPOYUYBAHU 3a CHGHI/I(i)I/I‘-IHI/I JICKapCTBCHU B3aI/IMOILeI>'ICTBHSI, HC
CC OYaKBa KJIIMHNYHO 3HAYHUMO B3aHMOI[€I>iCTBPIe C IUI'OKCHH.

@Dy3ua0Ba KUCEIHNHA

He ca mpoBexianu npoy4yBaHusi BBPXY B3aUMOJICHCTBUETO MEXKY PO3yBacTaTHH U (y3uaI0Ba
KHCeNHHA. PUCKBT OT MHOTIATHS, BKIFOUUTENHO PadIOMHOIA3a MOXKE Ja C€ YBEIHYH MPH
€JIHOBPEMEHHOTO MpUIarane Ha Qy3u1oBa KUCeIUHA (CHCTEMHO) U CTaTUHU. MeXaHU3MbT Ha TOBA
B3aumoelicTere (0w Toi papMakomruHaMUYeH, (DapMaKOKUHETHUYEH WIIH U JBETE) HE € N3BECTCH
nocera. Mima croOrieHus 3a pabaoMuonu3a (BKIFOUYUTEITHO aTaiHa) Ipy NalleHTH, KOUTO ca
TmoJry4daBaJid Ta3su KOM6I/IH3HI/I$I.

AKo cucteMHo JieueHue ¢ (y3u0Ba KUCEIMHA € HE00X0 MO, JISYEHUETO C PO3yBacTaTHH TPAOBa 1a
ce MPEeKpaTH, T0KaTo MPOIb/rKaBa JIedeHHETO ¢ Py3u0Ba KucelnHa. BuskTe chbiio Touka 4.4,

Ileouampuuna nonynayusn
[IpoyuBanus 3a B3auMoAeUCTBHE Ca MPOBEKIAHU caMO MpU Bb3pacTHU. CTereHTa Ha
BSaHMOHeﬁCTBHHTa B I€aMaTpyu4HaTa mnoiyjanusa HE € U3BECTHaA.

4.6 ®epTHauTeT, GPEMEHHOCT U KbPMEHe

Po3yBactaTtuH € mpOTUBOMOKA3aH N0 BpeMe Ha OPEMEHHOCT U KbPMEHE.

XKenu B neTepojiHa BB3pACT TPOBaA Jja MpUiIarat MoJXO IS KOHTPACITHBHA MEPKH.

TBii KaTO XOJECTEPOTBT U IPYTUTE MPOAYKTH Ha XOJIECTEPOIOBaTa OMOCHHTE3aTa Ca OT ChIICCTBEHO
3HAYCHME 33 PA3BUTHETO HA IUIOJA, IOTCHIIMATHHUAT PUCK OT nHxuOupane Ha HMG-COA penykra3zara
HaJIBUIIaBa MPEeIMMCTBaTa OT JICYUeHHUE 10 BpeMe Ha OpemeHHOCT. [IpoyyBaHusITa IPH JKUBOTHH
OCHUTYpSIBAT OTPAHUYCHH JAHHU 32 PENPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3). AKO NmanueHTka
3a0peMeHee 1o BpeMe Ha JICUSHUETO C TOBA JIEKAPCTBO, PUEMBT TPsIOBa J1a Obje MpeyCTaHOBEH
He3a0aBHoO.

Po3yBacraTiH ce eKcKpeTHpa B MIIIKOTO Ha ITbX0Be. HsiMa ycTaHOBEHH JaHHHM 3a OT/ICISIHE B
MJISIKOTO TIpu XopaTta. (Bx. Touka 4.3)

4.7 EdexTn BBpXy cnoco0HoCTTa 32 mo(pupane u padoTa ¢ MAIIMHA
[TpoyuBanus 3a ycTaHOBSIBaHE HA BIMSHUETO Ha PO3yBaCTaTHH BBPXY CHOCOOHOCTTA 3a modupaHe u

pabota c MalIMHK HE ca MPOBEXJaHU. BrIpekn ToBa, B3 OCHOBA Ha (hapMaKOJINHAMUYHHUTE MY
CBOICTBA, € MAJIKO BEPOSATHO PO3YBACTATHH Ja MOBJHsE HEOIArONpUsITHO Te3u criocobHocTH. IIpu
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modupane Wik padoTa ¢ MaIlIMHA TPSOBA 1a ce UMa IPEIBHII, Y€ IT0 BPpeMe Ha JICUCHUETO MOJXKE Ja Ce

MOsSABU CBETOBBPTCIK.

4.8 HexelaHu JIEKAPCTBEHH PEAKIUH

Hexenanure sekapcTBEHH peakLiy, HA0II0JaBaHU IPH PO3YBAaCTaTHH OOMKHOBEHO Ca JIEKU U
NpexoaHu. B KOHTpoaMpaHu KIMHUYHYU MPOYYBAHUS MO-MAJIKO OT 4% OT MaIMeHTUTe, JEeKyBaHU C
pO3yBacTaTHH ca NMPEKBbCHAIH JICYEHUETO TOPAJX HEKEIAHH PEAKIIHH.

[Mo-moy ca m30pocHN HeXellaH! JIEKapCTBEHH PEAKIIMU 32 PO3yBACTAaTHH, Bh3 OCHOBA HA JaHHU OT
KIIMHWUYHY MPOYYBAHMS U Pa3IIUPEH NOCTMAPKETUHTOB onuUT. Hexenanure peakiuu ca
KJIacu(pUIUpaHu ChOOPA3HO YECTOTATA U CHCTEMO-OPTaHHUS KJIac.

Uecrorara Ha HEXXEIAaHUTE PEAKIMH € KiIacu(HUIMpaHa ChoOpa3HO ClieHATa KOHBEHIIUS:
gectu (>1/100 mo <1/10); mewectn (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muOTO
penku (<1/10 000); ¢ Hen3BecTHA YecTOTa (OT HATHYHHUTE TAHHHU HE MOXKe Jla Ob/ic HanpaBeHa

OIICHKA).
Tabnuna 2 Hexenanure peakuyy, Bb3 OCHOBA HA JTaHHU OT KJIMHUYHH OIHT U MOCTMAPKETUHTOBU
MIpOy4BaHUSA

Cucremo- Yecrn He 4yectn Penxn MHoro C HensBecTHa

OpraHHHU peaku 4ecToTa

KJIAcOBe

Hapymenns na TpomOorHTO-

KpBBTa U NIeHUA

muMbHaTa

cucreMa

Hapyenus Ha CBpbXuyB-

MMyHHaTa CTBHUTEIHOCT,

cucreMa BKJIFOUUTETHO

aHTHoeIeM

Hapymenus na 3axapeH

€H/IOKpUHHATA nuabert!

cucTeMa

Ilcuxuunu Jenpecus

HapylIeHus

Hapymienus Ha I'maBoGomnue; ITonunespo- [epudepna

HEpBHATA 3aMasHOCT TIaTHs; HEBPOIATHSA

cucreMa 3ary0a Ha Hapymenus na

nmameTrTa CHHS,

BKJIFOUUTETTHO
WHCOMHHUS U
KOIIMapHu
Muacrenus
TpaBUC

Hapymenns na O4Ha MuacTeHus

OuHnTEe

PecniupaTophy, Kamuna

TPBIOHY U Hucnaes

MeIMacCTUHATTHH

HapylLIeHUs

CromamHo- Konctunanus [Tankpeatut Huapus

YpPEBHU l'anene

HapylLIeHUs AOGnomuHaHA

Ooika
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XenaroOunuapHu [NoBumenn Kbnrenuna
HapyIICHUs TpaHCaMUHAa3H XEMaTHT
Hapymenns na CopoOex, CunzpoMm Ha
KOXKaTa u o0puB, Stevens-Johnson
MIOAKO>KHATA YPTUKApUs JlexapcTBeHa
THKaH peakuus ¢
€03MHOGMINS U
CHCTEMHU
CHUMIITOMH
(DRESS)
Hapymenns na Mpuanrus Mpuonatus ApTtpanrus Hapymenus B
MYCKYJTHO- (BKIIFOUHUTEITHO CYXOXKUJIHATA,
CKeJIeTHaTa MHO3HUT) U MOHSIKOTa
cucTeMa u pabromuonansa YCIJIO)KHEHH C
CbEAMHUTEIHATA pynTypu
THKaH Jlynyc-nonoGen HNmynomenuupa
CHUHIPOM Ha
HEKpOoTH3Hpalla
PaskbcBane Ha MHOIIATHS
MYCKYJIHTE
Hapymienns Ha Xemarypus
OBOperuTe U
MTUKOYHHUTE
IBTUINA
Hapyienus Ha I'unekomacTtu
BB3NPOU3BOJIUTE A
JIHaTa CUCTeMa U
rbepaaTa
OO0 Actenust OTtok
HapyIICHUS 1
edeKTH Ha
MSICTOTO Ha
MIPUIOKEHHE
! Yecrorara 3aBrcH OT HATMYMETO WITH JIMIICATA HA PHCKOBH (pakTopu (KpbhBHA 3axap Ha riiaxHo >5,6mmol/L,
BMI>30 kg/m?, noBuiiieH! TPUIIIMLIEPHIN, AHAMHESA 38 XUIIEPTOHHUSL).

Kakro mpu apyrure nnxuouropu Ha HMG-CoA penykrasara, mosiBata Ha He)KeJIaHU JIEKApPCTBEHH
peaKnny U3IIex/a € 10303aBUCUMA.

Ecexmu evpxy 6vopeyume

I[Tpu manmenTH, JIeKyBaHH C PO3yBacTaTHH € HAa0JI01aBaHa YCTAaHOBEHA C TECT-JTCHTHIKH
MPOTEUHYPHS, KOATO € C MPEAUMHO TyOyJieH mpousxo. [Ipu < 1% ot nauuenTture, npuemamu 10 u
20 mg u npu npubausuresnHo 3% ot nauueHtute, nekyBanu ¢ 40 mg po3yBacTaTHH ca HaOJII0AaBaHU
MPOMEHH Ha KOJIMYECTBOTO MPOTEHH B YPUHATA OT OTPHUIIATENIEH PE3YTAT WM CIEAH, KbM ++.
He3HnaunTenHO OTKIOHEHHE B ITOCOKA OT OTPUIIATEINICH PE3yJITaT WK CIIEAN KbM + € HaOJIr01aBaHO
npu g103a ot 20 Mg. B noBeueTo ciiyyan npoTeHHYpHUsATa HAMaJIsiBa WM U34e3Ba CIIOHTaHHO B Mpolleca
Ha siedeHreTo. OT mperjeaa Ha JaHHUTE TIPH KJIMHUIHATE OITUTHU U TTIOCT-MapKETHHT OBUTE
MPOYYBaHUs, IO Cera He € uAeHTU(UIpaHa TPUUYNHHA BPb3Ka MEKAY POTEHHYPHUSAITA U OCTPO HITH
MIPOTpPECHBHO OBOpETHO 3a00IIsIBAHE.

[Ipu manmenTy, TpeTUpaHu ¢ po3yBacTaTHH, € HAOJII0aBaHa XeMaTypHsl, HO KIIMHUYHNUTE JaHHU
couar, 4e yecToTara i ¢ HUCKa.

Egexmu evpxy ckenemuama myckyramypa

Bb3neiicTBus BbpXY CKeJleTHaTa MyCKyJaTypa KaTo MUAITHs,, MUOTIaTHS (BKJI. MUO3UT) U PAIKO —
pabmoMuonm3a cbe WK 0e3 ocTpa 0BOpeTHa HETOCTATHYHOCT, ca CHOOIaBaH! TPH MAIUCHTH,
JISKYBaHH C BCUUKH JIO3M HA pO3yBaCTaTHH, 0COOCHO C 103U Haj 20 mg.
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YBemmuenne Ha HEBOTO Ha CK, BeiencTBue Ha yBenndaBaHe Ha 103aTa, € HaOJII0AaBaHO MPU MaTbK
Opoil maryenTy, MpueMaIy po3yBacTaTHH; IOBEYETO OT CIyYauTe ca JIeKH, 0e3CHMITOMHH H
npexoauu. Ako HuBOTO Ha CK ce moBuiu (> 5 mbTH Hajx ropHara pedepeHTHA TPaHMIIa), ICUCHUETO
TpsiOBa 1a ObJIe MpeycTaHOBEHO (BK. Touka 4.4).

Ecpexmu evpxy uepnus opoo

Kakro mpu apyru naxuburopu Ha HMG-COA penykrasata, yBeJIHYeHUE HA TPAaHCAMHHA3UTE,
CBBP3aHO C JO3MPOBKAaTa € HaOJI0AaBaHO IIPU MATbK OpO NAallMeHTH, IPUEMaly PO3yBacTaTHH;
MOBEYETO OT CIIyYauTe ca JIEKU, OE3CHMITOMHH U MPEXOTHH.

IIpu ynorpe6aTa Ha HSKOM CTATHHU €A CHOOIIABAHHU CJIeHUTE HEKEJAHH PeaKuu:
e (CexkcyanHa qucyHKIHS
e 3onupanu ciayvan Ha HHTEPCTHIMATHA OenoIpoOHa 00JiecT, 0COOCHO MPU MPOIBIDKUTETHO
nedenue (Bx. Touka 4.4)
Crpo0mieHaTa JecToTa Ha padbIoMH0IIN3a, CEPUO3HU CHOUTHS, CBBP3aHU C YBpEXkKIaHe Ha ObOpeTHaTa
(YHKIHUS ¥ CEPHO3HU CHOUTHSI, CBBP3aHH C YBpEXIaHe Ha yepHOApoOHaTa QyHKIMS (CHCTOSIIH ce
MPEJMMHO B YBEJIMYCHU TPAHCAMHHA3M), € MTO-BHCOKA MpH J1o3aTa ot 40 mg.

IenuarpuyHa nomyaanus

[NoBumaBane Ha kpearnHkuHazata >10xULN 1 MycKyJIHUM CHMITOMH CJie[l yIPaXKHEHHUS WIN
MOBHIIIEHA (pU3KUdecKa akTUBHOCT ca HaOK0JaBaHu I0-YE€CTO B €AHO 52-CEAMUYHO KIMHUYHO
Npoy4BaHe Ha Jela U MIIaJIe)KH B CPaBHEHHUE € Bb3pacTHUTE (BX. Touka 4.4). B mpyr acrexr,
npodUIbT Ha 6E30IaCHOCT Ha PO3YyBACTATHH € CXOJICH IPH JIela U MIIAJIC)KH B CPAaBHEHHUE C
BB3PACTHHUTE.

Cpo0111aBaHe Ha [10J03MPaHN HEXXETAHN PEAKIIUN

Cwo0I11aBaHeTo Ha TO03UPaHK HEXKEJIaHU PEaKIuy CJIe] pa3peliaBane 3a ynoTpeda Ha JIEKapCTBEHHUS
MPOJYKT € BakHO. ToBa 1MO3BOJISIBA []a IPOIBIDKH HAOIIOJEHHETO Ha ChOTHOIIICHUETO IOJI3a/PHUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CIICIIHATUCTH CE€ U3UCKBA J]a ChOOIaBaT BCSIKA
MOI03MPaHa HeXKeJaHa Peakns Ypes:

I/ISH'I)I[HI/ITGJ'IHa arcHIus 1o J'IeKapCTBaTa

yi. ,,Jdamsia I'pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

B cnyuaii Ha npeno3upane, criequduuHo JeyeHue HaMa. [Ipu npeno3upane, nauueHTHT TPAOBa 1a ce
JIEKyBa CHMIITOMATUYHO U JIa CE 3all0YHAT IOIIbPKAIIN MEPKH, criopes Hyxaute. TpsoBa aa ce
crendar yepHoapoOHata ¢pynkuus u HuBata Ha CK. Majko e BeposiTHO xeMoananu3ara aa obae ot
10J13a.

5. ®APMAKOJIOTMYHU CBOMCTBA

51 DapMaKoAMHAMUYHH CBOHCTBA

®apmaxorepaneBTuyHa rpyna: Maxnouropu Ha HMG-COA penykrazara
ATC xoa: C10A A07

MexaHu3bM Ha qelicTBHE

PosyBacraruH € celeKTHBEH U KOHKypeHTeH naxuourop Ha HMG-COoA peaykraszara, CKOpOCT-
OTrpaHUYABAIIUAT CH3UM, KOHTO NPEBPbIA 3 -XHIPOKCU-3-METHITIYTAPHI KOCH3UM A B MCBAJIOHAT,
peKypcop Ha xojecreposia. OCHOBHOTO MSCTO Ha JCHCTBUE HAa PO3YBaCTaTHHA € YSPHUS APOO,
MIPULICTHHUAT OPTaH 32 HaMaJIIBaHE HUBOTO HA XOJIECTEPOJIa.
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PosyBacratun yBenmuaBa Opost Ha uepHoapoOHuTe LDL perenTopu BEpXy KiIeThUHATa IIOBEPXHOCT,
KaTo 3acHiIBa 3ajaBsiHeTo U katabonm3ma Ha LDL n naxubupa uepnonpobnata cuaresa Ha VLDL,
KaTo 10 TO3U HauuH HaMasiBa o0mus Opoit Ha VLDL u LDL uvactumu.

DapMaKOIUHAMMYHH e(PeKTH

PozyBacrarun mHamamsiBa moBumieHns: LDL-xonectepos, oOuwst XoIecTepos U TPUTIIUIEPUINTe, 1
nosumasa HDL-xonecrepona. Toit ceio nonmxasa ApoB, non HDL-xonecrepona, VLDL-
xonectepoia, VLDL-tpurmunepuaure u yBenndaBa ApoA-I (Bxk. Tabmuma 3). Po3yBacTtaTiH ChIno
nonmwxkasa u cbotHomeHuero LDL-C/HDL-C, o6my xonecrepon/HDL-C u non HDL-C/HDL-C u
ApoB/ApoA-L

Ta6auua 3 OTroBop Ha j03aTa NPU NALMEHTH ¢ TbPBUYHA XuIepxoJecreposiemus (Tun Ila u
IIb) (kopurupan cpeaeH NpoUeHT Ha MPOMSIHA CIIPSIMO U3XOHOTO HUBO):

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

TepaneBTHUHUAT ePeKT ce 3a0ernsa3Ba B paMKUTe Ha 1 ceMuIia OT HavanoTo Ha jedeHnero u 90% ot
MaKCHUMAJTHUSI OTTOBOP C€ TIOCTHUra JI0 2 ceIMUIM. MaKCUMAITHUAT OTTOBOP OOMKHOBEHO CE IOCTUTA
KbM 4-Ta ceAMULA U CIIe] TOBA C€ MOAIBbPKA.

Kiannnyna egpuxkacHocT U 0€30MaCHOCT

Po3yBactatun e eeKTUBEH IIpU BB3PACTHHU, CTPAJALIHA OT XUIIEPXOJIECTEPOTIEMUs ChC WK Oe3
XUIIEPTPUTTIULEPUIEMHUS, HE3aBUCHMO OT pacoBa IIPUHAUIEAKHOCT, TI0JI WIM Bb3PacT, KaKTo U Ipu
CIICHUAJIHU I'PYIIA KAaTO ILI/I&GCTI/IHI/I WIn IMMaiyueHTH C q)aMI/IHHa XUICPXOJIECTCPOJIEMHUS.

O6o00mennTe 1aHH OT KIMHUYHUTE NpoyuBaHus oT ¢a3za [1I mokaspart, 4ye po3yBacTaTuH €
edeKTUBEH MpH JICYCHNE Ha TOJIsIMa YacT oT nanuenty ¢ tun lla wmm [Ib xunepxomiecreponemus
(cpenna m3xoana croitHoct Ha LDL-xonectepoin — okoo 4,8mmol/L), ciopen onpeneneHuTe ot
Espomnetickoro JIpyskecTBo Mo ATepockieposa npumennu croinoctu (EAS; 1998); okomo 80% ot
nanueHTuTe Ha 10 My ca JOCTUrHAIM JKeTaHUuTe CTOMHOCTH Ha Xonectepon B LDL-xonectepon
(< 3 mmol/L), ciopen EAS.

B enHo oTBOpeHO mpoyuBaHe ¢ popcupaHO TUTPUPAHE HA J03aTa MpH 42 manreHTH (BKIL. 8
NeIuaTpUYHU) C XOMO3UIOTHA (paMuUIIHA XUIIEPXOJIECTEPOJIEMHUS Ca OTYCTECHH PE3YNTATUTE OT
npuemane Ha 20 — 40 mg po3yBacratis. Karo msiio B rpynara cpeqHOTO noHmkenue Ha B LDL-
xonecrepona e 22%.

[Tpy KTMHUYHY U3MUATBAHUS C OTPaHIYEH OpOil MalMeHTH pOo3yBacTaTHH MOKa3Ba aUTHBHA
e(MKacCHOCT MPH HaMaJsIBAaHE HA TPUTIHMLEPUNTE, KOTaTo € MprueMad B KoMOMHaIMs ¢ peHopuodpar u
yBennvyaBaHe Ha HHBOoTO Ha HDL-xosectepost, B koMOMHaIMS ¢ HHAIMH (BX. Touka 4.4).

B eqHO MHOTOLIEHTPOBO, IBOWHOCTAMO, Tanedo-kKoHTpoarpano npoyusane (METEOR), 984
ManueHTa Ha Bh3pacT Mexay 45 1 70 roIuHM C HUCHK PHUCK 338 HICXEMUYHa 00JIECT Ha CHPIIETO
(nedurupan karo Framingham puck < 10% 3a 10 roaunm), cbe cpeaen B LDL- xonectepon
4,0mmol/L (154,5 mg/dl), Ho cbc cyOKIMHUYHA aTEPOCKIIEPO3a, YCTAHOBEHA Ype3 M3MEpBaHe Ha
nebenrHaTta Ha KapotugHaTa nHTEMA Meaus (Carotid Intima Media Thickness) ca 6w
pangoMusupanu Ha 40 My po3yBacTaTHH BEAHBK AHEBHO WM IUanedo 3a 2 ronuau. PozyBactatun
3HAUMTETHO 3a0aBH MporpecusTa 10 MakcuMaiaHara croitHoct Ha CIMT Ha Bcuuku 12 mecTa Ha
KapOTHIHHUTE apTepHu, B cpaBHeHHE ¢ Mutanedo —0,0145 mm/roauna [95% nosepureneH nHTepBa -
0,0196, -0,0093; p< 0,0001]. [poMsiHaTa CIPsIMO M3XOIHUTE CTOMHOCTH 3a TpyIaTa Ha PO3yBacTaTHH
e -0,0014 mm/roauna (-0,12%/roguna {HecurHupuUKaHTHO}), B CpPaBHEHKE C IpyIaTa Ha mianedo ¢
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mporpecust ot +0,0131 mm/roguna (1,12%/rogura {p < 0,0001}). He e nemoHCcTpHpana AupeKTHA
B3aMMOBpPB3Ka Mexay noamkerrneTo Ha CIMT u moHMWKeHus! pUCK OT ChPJICYHOCHIOBU CHOUTHSL.
[onmynanusra B npoyuBanero METEOR e ¢ HUCBK prck OT HCXxeMHUYHA O0JIECT Ha ChPLIETO U HE €
Mpe/ICTaBUTETHA 32 TapreTHATa MoMmyJaius Ha posyBactatud 40 mg. [lo3uposkara ot 40 mg TpsiOBa
Jla ce TIPEeANKICBa caMO Ha MaLKEHTH C TeXKKa XUIIEPX0JIeCTEPOIEMUs], C BUCOK ChPAEYHOCHI0B PUCK
(Bx.TOUKa 4.2).

B O6ocHogka 3a [Ipunoxenunero Ha Cratuau 3a [IspBudna [Ipodniaktuka: IHTepBEHIIMOHAIHO
[IpoyuBane 3a Ouenka Ha Po3ysactatun (JUPITER), e u3cienBan epekThT Ha pO3yBacTaTHH BBPXY
TosIBaTa Ha TOJIEMH aTepPOCKIEPOTHIHH, ChbPACYHOCHI0BH MHITHASHTH npu 17 802 mbxe (=50
roauHu) u xkenu (= 60 ronunn).

Pazneneny Ha cirydaeH MPUHITUI, YIACTHHUIINTE B H3CIICABAHETO preMaiy miarebo (n=8901)
posyBactaTud o 20 mg Beaubx Ha JieH (n=8901) B npoabiKeHne Ha 2 TOIUHH.

B cpaBHeHue ¢ muranie0o rpymnara, mpu rpymnara, mpueMaria po3yBacTaTiuH, KoHIeHTparusaTa Ha LDL -
xoJecrepoia e Hamansia ¢ 45% (p<0.001).

B post-hoc ananu3 Ha BECOKO-pHCKOBaTa NOATPYIIA ¢ M3XOAEH PHCK oleHeH o Framingham >20%
(1558 m3cnenBanm) ce HabMIOaBa 3HAYMTEITHO HAMAJIIBaHE HA KOMOMHHMpaHaTa KpaiHa el
BKJIFOYBAIIA CMBPTHH CIy4ad B CIEJCTBUE HA ChPACUYHOCHI0BA CMBPT, HHCYAT U UHPAPKT HA
muokapza (p=0.028) mpu nedenne ¢ po3yBacTaTUH B CpaBHEHUE ¢ miare60. AGCOTIOTHOTO HaMaJICH e
Ha pucka 3a 1000 nauuenro-rogunu Oemte 8.8. IIpu Ta3u BHCOKOpPUCKOBA rpyna o0IaTa CMbPTHOCT
ocrasa HenpoMerena (p=0,193 B post-hoc ananu3 Ha BUCOKO-pUCKOBATA IOATPYIIa MpU CyOekTH (0011
opoit 9302) c m3xonen SCORE puck Z 5% (exctpanonwpaH, ¢ 1ies BKIFOYBaHE Ha JIMIA Ha 65-
TOJIMIITHA BB3PACT) MOKa3Ba 3HAYMTEIHO HaMallsiBaHe Ha KOMOWHHpaHaTa KpaifHa 1eJ BKII0YBalia
CBhPACYHOCHI0BA CMBPT, MHCYAT U MHPapKT Ha Muokapaa (p=0,0003) mpu nedeHne ¢ po3yBacTaTHH B
cpaBHeHue ¢ mane6o. AOCOIIOTHOTO HamMaJIsiBaHE Ha PHCKa 3a YyecToTaTa Ha crouTHsTa e 5,1 3a

1000 nmanmento-roaunu. [Ipu Ta3u BUCOKOPUCKOBA IrpyTia 00maTa CMBPTHOCT OCTaBa HEITPOMEHEHA
(p=0,076).

[Tpu nzcnensanero JUPITER 6,6% ot yuacTHuUIMTE, TpETHpPaHH C po3yBacTaTH U 6,2% OT
TpeTUpaHuTE Manedo ca NPEeKbCHANN U3CJIECABAHETO, TOPAI Bb3HUKBAHE HA HEKETaHU PeaKLyu.
Haii-uecTure ciyyan Ha HeXEJNaHU PEAKIIUU, IPH KOUTO € TIPEKHCHATO JICUCHHETO ca OWITH: MUAITHS
(0,3% posysacratuH, 0,2% muare60), kopemuu 6omku (0,03% posysacratus, 0,02% marebo) u
o6pus (0,02% poszysacratus, 0,03% mmane60). Haii-uecTuTe ormiakBaHus ¢ 4€CTOTa MO-BUCOKA HITH
paBHa Ha Ta3M IpH mwianedo ca nHPeKus Ha nuKkoyHuTe mbTua (8,7% posyBacraTuH, 8,6%
iane6o), Hazodapunrur (7,6% posysacraru, 7,2% maie6o), 60aku B repba (7,6% po3yBacTaTuH,
6.9% nnane6o) u muanrus (7,6% po3yBacratuH, 6,6% 1uiane6o).

HequaTpuyna nmomyianus

B enHo ABOIHO-CIISINO, paHIOMHU3UPAHO, MYJITHIICHTPOBO, IUIAIIE00-KOHTPOIUPAHO, 12-ceMIUYHO
npoyuBane (n=176, 97 oT MBKKH TIOT ¥ 79 OT KEHCKH T101), TtocnenBano ot 40-cenmuuno (n=173, 96
OT M'BKKH II0JI ¥ 77 OT KEHCKH T10JT), OTKPHUTO, (pa3a TUTpUpaHEe Ha J103aTa HA PO3yBaCTaTHH,
nareHTy Ha BB3pact 10 mo 17 rogunau (cramuii [1-1V mo Tanep, Momudera moHe 1 romuHa ciren
HAYaJIOTO HAa MEHCTPYyaIUATa) ¢ paMHiTHA XUTIEPXOJIECTEPOIEMHUs ca ody4YaBalid po3yBacTatuH 5, 10
i 20 mg wy mianedo JTHeBHO 3a 12 ceMUIM U clie]] TOBA BCHYKH Ca T0JTy4aBalld pO3yBacTaTUH
nHeBHO 3a 40 ceamunm. B Havanoto Ha npoyuBaneTo npubimmsutenHo 30% ot nanuenture 6sxa 10 no
13 ropumman u pubauzurenHo 17%, 18%, 40% u 25% ca 6w B cramuu 11, 11, IV u V o Tanep,
CBHOTBETHO.

LDL-xonecreponst e 6un nmonvkeH 38,3%, 44,6% u 50,0% ot po3yBacratun 5, 10 u 20 mg,
CHOTBETHO, B cpaBHEeHHE ¢ 0,7% 3a miare6o.

B xpas Ha 40-cemMMUIHOTO, OTKPUTO, METIAIIO0 TUTPYBaHE, IPOyIBaHe, To3upaHe 10 Makcumym 20 mg

BeJHBXK HEBHO, 70 ot 173 mamuentu (40,5)% ca mocturaanm nenra 3a LDL-xonmectepo oT 1mo-Masko
ot 2,8 mmol/l.
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Cren 52 cenmmuiy Ha U3CIIEBAHOTO JICUCHUE, HE € YCTAHOBEH HUKAKbB e(DeKT BBPXY pacTexa,
ternoto, BMI nim monoBoTo ch3psiBane (Bk. Touka 4.4). ToBa npoyuBane (n=176) He e 6mio
NpeHa3HAuYEHO 32 CPaBHSABAHE HA PE/IKH HEXKEJIaHH JICKAPCTBEHHU PEaKIIMH.

PozyBactarut e mpoydBaH ChIUIO B €AHO 2-TOJUIITHO OTKPUTO KIIMHUYHO MPOYYBaHE C TUTPUpPaHE Ha
Jo3aTa JIo JKellaHaTa J103a IpHu 198 mera ¢ pamMmiHa XUepxoiecTepoaeMus Ha Bp3pact 6 1o 17
roaunu (88 momuera u 110 momudera, craauii mo Tanep <II-V). HauannaTa no3a npu BCUYKH
MAIMEeHTH € 5 MJ po3yBacTaTHH BeIHBK JHEBHO. [Ipu manmenTure Ha BB3pacT 6 10 9 roauan (n=64)
J03aTa MOJKe J1a ce TUTpUpa 0 MakcuMaiiHa 103a 10 Mg BeAHBX JTHEBHO, a IPU MAIMEHTH Ha Bb3pacT
10 mo 17 romuam (n=134) no MmakcumainHa g03a 20 Mg BeIHBXK THEBHO.

Cren 24 mecena Ha JIeUEeHHE ¢ PO3yBacTaThH, LS Ha cpeaHus mpoleHT Ha HamaneHue Ha LDL-C
CHIPSIMO M3XO0JHATa CTOHHOCT € -43% (u3xoano HUBO: 236 Mg/dl, mecen 24: 133 mg/dl). 3a Bcsika
BB3pacToBa rpymna, LS Ha cpennus mporeHT Ha Hamanerne Ha LDL-C cripsiMo u3xomHaTa CTOMHOCT
e -43% (u3xoaH0 HUBO: 234 mg/dl, mecen 24: 124 mg/dl), -45% (u3xoaH0 HUBO: 234 mg/dl,

124 mg/dl), u -35% (u3xoaHo HuBo: 241 mg/dl, mecer; 24: 153 mg/dl) BbB BB3pacToBUTE TPyNHU 6 10
<10, 10 1o <14 u 14 mo <18 cHOTBETHO.

PozyBactrarun 5 mg, 10 mg u 20 mg mocTurar ChIo0 CTATUCTHYECKH 3HAYHMHU CPETHU MPOMEHHU
CHPSIMO M3XOHO HHMBO 3a CJICIHUTE BTOPHYHH MMOKA3aTeNy Ha JTUnuauTe u aunonporennute: HDL-C,
TC, se-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcesika oT Te3u MpoMeHH € B TIOCOKA Ha MOI00PEH JIUIMKJICH OTIOBOP U CE TOIBPKA B POABIDKECHUE
Ha 2 TOOUHU.

He ce ycranoBsiBa edekT BEpXy pacTexka, Ternoro, MTM wmu mooBoTo ce3psiBaHe cien 24 Mecena Ha
neyeHue (Bx Touka 4.4).

Po3yBacTtaTuH e u3cnenBaH B IBOMHO-CIISTIO, paHIOMHU3UPAHO, MYJITHLCHTPOBO, Tanedo-
KOHTPOJIMPAHO KPBCTOCAHO Mpoy4uBaHe ¢ no3a 20 My, BeAHBX THEBHO cpelly Iuianedo, npu 14 xena u
IOHOIIH (Ha BB3PacT OT 6 10 17 roguHu) ¢ XOMO3UTOTHA (paMUIIHA XUIIEPXOIECTEPOTIEMHUSI.
[IpoyuyBaHeTo BKJIFOUBA aKTHBHA 4-CeIMUYHA BbBEX/ala ¢as3a ¢ Iuera, mo BpeMe Ha KOsITO
MaKueHTUTE ca JIeKyBaHu ¢ po3yBactatud 10 mg, kpecTocaHa (haza, KOATO ce ChbCTOU OT 6-CeIMUUYCH
nepuo Ha nedenne 20 My po3yBacTaThH, MPEIIECTBAH HIK CIICABAH OT 6-CeIMIUYEH TIEPHO/] Ha
wianebo u 12-cenmuuHa noaabpskaa ¢asa, o Bpeme Ha KOATO BCUUKHU MALMEHTH ca OWIN JIEKyBaHU
¢ 20 mg posyBactaruH. IlanneHTHTE, KOUTO Ca 3alIOYHANM MTPOYUYBAHETO HA TEpAINus C €3eTUMUO UITU
adepesa s NpoABIDKABAT IO BPEME Ha LSUIOTO MPOYyUYBaHE.

Ha6monaBana e cratuctudecku 3Haunma (p=0.005) pexykums na LDL-C (22,3%, 85,4 mg/dL wim 2,2
mmol/L) crien 6 cemmuunoTo sedenue ¢ 20 Mg posysacTaTiH crpsimo miarie6o. Habmorapana e
CTATUCTUYECKH 3HaunMa penykuus va O6mr-C (20,1%, p=0,003), non-HDL-C (22,9%, p=0,003) u
ApoB (17,1%, p=0.024). Pexykuus ce Habmoaasa cpiuio npu 1G, LDL-C/HDL-C, O6m-C/HDL-C,
non-HDL-C/HDL-C, u ApoB/ApoA-1 cien 6 cenmuanoro neuenne ¢ 20 My po3yBacTaTHH CIIPAMO
wiane6o. Penykuumsna va LDL-C cnen 6 cenmuyuHoTO NeueHue ¢ 20 mg po3yBacTaTHH, KOSTO €
mocienBaio 6 ceqMUUEH epro Ha ianedo, € Ouia moaabpIkaHa moseue ot 12 cemMuIy Ha
MPOABIDKUTENHO Jieuenne. Eaun marpent e uman cnensamia peaykius #Ha LDL-C (8,0%), O6m-C
(6,7%) u non-HDL-C (7,4%), mocneasaria 6 cenmuuno jgedenne ¢ 40 Mg ciel moBHIIaBaHe Ha
J03ara.

o BpeMe Ha pasnIMPeHo 0TBOPEHO jeueHue mpu 9 oT Te3u marmentr ¢ 20 Mg posysacratus g0 90
cenmui peaykuusata Ha LDL-C e mognbp:kana B pamkure Ha -12,1% m0 -21,3%.

IMpu 7 manueHTH (J1e1a 1 I0HOIIHU C OTYSTECHH pe3yaTaTi) (Ha Bb3pact oT 8 10 17 roaunu) ¢
XOMO3HIOTHa (PaMHIIHA XUIIEPXOJIECTEPOJIEMUS IIPH OTBOPEHOTO NMPOyUBaHe ¢ POPCUPAHO TUTPUPAHE
(Bxk. mo-rope), nporenTHata peaykius vHa LDL-C (21,0%), O6mi-C (19,2%) u non-HDL-C (21,0%) ot
W3XO0JHATa CTOMHOCT cief] 6-cenMuyuHo JieueHne ¢ 20 My po3yBacTaTHH € Ouila CbBMECTUMA C Ta3H,
Ha0r0/1aBaHa B CIIOMEHATOTO TPEIn MPOYyYBaHe NPH Jiela U FOHOIIN C XOMO3HIOTHA (haMHITHA
XHUIIEPXO0JIECTEPOTIEMHUSI.
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EBpomneiickara areHuys o JiekapcTBaTra 0cBOO0KAaBa OT 3aIbJDKEHUETO 33 MPEAOCTaBsIHE Ha
pe3ynTaTuTe OT MPOYUYBAHUATA C PO3YBACTATHH MPH BCUYKU MOATPYNH OT NEAUATPUIHATA TOITYJIAIHS
3a JIeYeHHE Ha XOMO3UIoTHA (paMuUITHA XHUIIEPXOJIECTEPOIeMusl, IBPBUYHO KOMOMHMpaHa (cMeceHa)
JVCITHAITUAEMUS 1 32 TPO(UIIAKTHKA Ha ChPJEYHO-CHIOBUTE CHOUTHS (BK. TouKa 4.2 3a uH(popMarms
OTHOCHO YTIOTpeOa B MEAUATPHATA).

5.2 dapMaKOKMHETHYHH CBOWCTBA

Abcopoyus
MaxkcumaliHu TIa3MEHU HHUBA CE€ JIOCTHraT MPUOIM3UTEIHO 5 Yaca cie]l IepopaIHo IprueMaHe.
AbGconroTHaTa OnOHATUIHOCT € mpuodm3nTenHo 20%.

Pasnpeodenenue

PosyBactaTuH ce moeMa OCHOBHO OT YEPHUST Jp00, KOWTO € OCHOBHOTO MSCTO Ha CHHTE3HMpaHe Ha
xoJrectepoia u kimpbHC Ha LDL-xonmectepoma. O6eMbT Ha pasnpeeieHne Ha po3yBacTaTHH €
npubmmutenHo 134L. Po3yBacTaThH € CBBp3aH C IIa3MEHHUTE IPOTEHHH, PEAUMHO C AIOyMVH,
npudm3uTeaHo B 90%.

Buompancgopmayusa

MeTaboM3MbT Ha po3yBacTaTuH € orpanndeH (npubmmsurenno 10%). In vitro npoyuysanus Ha
MeTaboIM3Ma C W3MOI3BaHe Ha YOBEUIKH XEMaTOIUTH ITOKa3BaT, Y€ PO3yBaCTaTHH € HETIOIX OIS
cyOctpar 3a nutoxpoM P450 obycrmosernst metabonu3zbM. CYP2C9 e 0CHOBHUSAT M30€H3UM, KOHTO
ydacTBa B MeTabonn3Ma Ha posyBactaTuH, a 2C19, 3A4 u 2D6 y4acTBar B 110-MaJka CTEICH.
OcnoBHUTE MeTaboaUTH ca N-Ie3MeTn U JaKTOH. N-ae3MeTr € okosno 50% 1o-Maiako akTHBEH B
CpaBHEHHUE C PO3yBacTaThH, JOKATO JIAKTOHA CE CUUTA 32 KIMHUYHO HeakTUBEeH. Po3yBacTaTuH
mpescTaBisiBa mosede oT 90% oT akTHBHOCTTA Ha mupKympamus naxuoutop Ha HMG-CoA
peayKrasara.

Enumunupane

[TpubnmsurenHo 90% ot g03ata po3yBacTaTHH ce ENMMUHIPA KaTO HEPOMEMEHO JIEKapCTBO C
(hexanuute (CHCTOAIIO ce OT abcopOrpaHo U HeabCOPOUPAHO aKTHBHO BEIIECTBO), KATO OCTaHAJIaTa
qacT ce ekckperrpa ¢ ypuHata. Oxomno 5% ce ekcKkpeThupa HeNpOMEHEeH B ypuHaTa. [1a3MeHusT My
MOJTY>KUBOT € 0KoJIo 19 waca. BpeMeTo Ha Mory’)KHBOT HE Ce yBennJaBa IpH 10 -BUCOKH JTO3H.
CpenHuAT mia3MeH KIHPBHC ¢ npubausutento 50 murpa/dac (koeduiueHT Ha BapuadbmwiHocT 21,7%).
Kakro mpu apyru naxuburopu Ha HMG-COA penykrasata, 4epHOAPOOHOTO MOEMaHe Ha
posyBacTaTuH BKII0YBa MeMOpanausT npeHocutesl OATP-C. To3u mpeHocuTen € BaKeH 3a
YepHOIPOOHOTO eIMMUHUpPaHEe Ha PO3YBaCTATHH.

Jlunetinocm
CucteMHaTa eKCIO3HIINS Ha PO3yBACTATHH CE YBEIMYaBa MPOIOPIIMOHATIHO Ha MTpUeMaHara J103a.
Hsima mpomsiHa BB (hapMaKOKHHETUIHHUTE ITapaMeTPH MPH MHOTOKPATHO TO3UpPaHE.

CrnenuaJiHd rpynu nanueHTu

Bn3pact u non
Bb3pacTta u nona npu B3pacTHU HAMAT KIMHUYHO 3HAYUM e(DEeKT BEpXYy apMaKOKWHETUKATa Ha

po3yBacraTuH. Excrio3unusATa mpu eta 1 IOHOIIH ¢ XeTEPO3UTOTHA (paMIITHA XUIIEPX0IeCTEPOIIEMUS
M3TJIEK]IA € CXOAHA WU TO-HUCKA OT Ta3u MPU Bb3PACTHU MALUEHTH C TUCTUIUAESMHUS (BXK. MO-A0TY
Ll learuaTpuaHa oIy Iamms )

Paca

dapMakOKMHETUUHUTE POYUBAHU [TOKa3BaT NOYTH 2-KpaTHO nosumiaBade Ha cpeguara AUC u Crax
MIPH MAI[UEHTUTE OT a3UATCKH MPOU3XOT (SIMOHIM, KATANIH, (PHIHITMHIN, BUETHAMIIN U KOPEHITN) B
CpaBHEHHUE C IPEACTaBUTENINTE Ha OstaTa paca. A3uaro-uHAMAHLIUTE [TOKa3BaT Npubau3urenHo 1,3-
kpatHo nosumiaBane Ha cpegqHata AUC u Cmax. [TonynanuoHHUAT papMakOKHHETHICH aHaIu3 He
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MMOKa3Ba KIIMHWUYHO 3HAYMMH Pa3Indusi BB (DapMaKkOKHHETHKATa MEXAY TPyTHTE OT OsTaTa U 4epHa
paca.

brOpeyna HeloCTaTEYHOCT

B kimMHUYHO MpoyYBaHe MpH JIHLA C Pa3iIMyHa CTENEH Ha YBpexKaaHe Ha ObOpeunaTa QpyHKIms,
JIEKOTO JI0 YMEPEHO OBOPEYHO YBpEKAaHe HEe € TIOBJIHAJIO TNIA3MEHUTE KOHIICHTPAIMU Ha
pO3yBacTaTHH WA HA HETOBHsI N-I€3METH METa0OJIHT.

O6aue suIa ¢ TeKKO yBpexkaane Ha 6b0peunara dynkius (CrCl<30 ml/min) ca umanu 3-kKpaTHo
YBCJIMYCHUEC Ha IJIa3MCHAaTa KOHICHTpalud B CPAaBHCHUE ChC 3/IpaBU I[O6p0BOJIIII/I 1 9 OBTH IO-BHUCOKA
KOHIIeHTpanus Ha N-e3MeTra MeTaboauTa. PaBHOBeCHHUTE TIIAa3MEHN KOHIIEHTPAIIUH Ha
pO3yBacTaTHH IMPH MAIUCHTH Ha XeMOIualin3a ca npuoam3uTentHo 50% mo-BUCOKU B CPaBHEHHE ChC
3IpaBu JOOPOBOJIITH.

UYepHoipoOHa HEAOCTATHYHOCT

B ximHWYHO Mpoy4YBaHe MU JIMIA C pa3InyHa CTENeH Ha YePHOAPOOHO YBpEXKIaHe He ca IMOTyIeHU
JIAaHHY 3a TIOBHUIIICHA EKCIIO3HIINS Ha PO3YBACTATUH NPHU NanueHTH ¢ oneHka o Child-Pugh 7 wim no-
HuCKa. Berpeku ToBa, pu nBaMa namnueHTH ¢ orieHka rmo Child-Pugh 8 u 9 cucremnara excrniozumus e
Ousia yBenrueHa Hali-MaJiko 2 IbTH B CPaBHEHHE C JIMIIA ¢ Oo-Hucka orieHka o Child-Pugh. Hsama
ommuT TIpy nanueHTH ¢ onenka mo Child-Pugh nanx 9.

I'enernyen nonumopdussm

JHucniosunusita Ha 0f HMG-CoA-penykTa3HiTe HHXUOUTOPH, BKIFOYUTEIHO PO3yBaCTaTHH BKITFOUBA
OATP1B1 u BCRP tpancnoptepu. [Tpu marmenture ¢ SLCO1B1 (OATP1B1) u/unmu ABCG2
(BCRP) renernyeH noaumMopdu3zbM UMa PUCK OT MOBHIIICHA €KCIIO3UIHMS Ha PO3YBaCTaTHH.
Nupusumyanen mommmopduzsm Ha SLCO1B1 ¢.521CC u ABCG2 ¢.421AA ce aconmupa ¢ TI0-BUCOKa
excro3unus Ha posyBactatud (AUC) B cpaBaenne ¢ SLCO1B1 ¢.521TT wm ABCG2 ¢.421CC
resorunosere. Te3u cnennpuyHN FeHOTUIIOBE HE Ca YCTAHOBEHH B KJIMHUYHATA IPAKTHKA, HO IPU
MalKUEeHTH, 32 KOUTO € U3BECTHO, Y€ UMAT TE€3U THIIOBE MOIMMOP(PU3BM, Ce MPENopbyYBa MO-HUCKA 71032
poO3yBacTaTHH.

[enuaTpuyHa MoMyJaamusi:

JIBe papMaKkOKMHETHYHH MIPOYYBAHUS C pO3yBacTaTHH (IpuiiaraH moj opmara Ha TabJIETKH) MPH
TIeUATPUYHU TIAITUCHTH ¢ (DaMIITHA XHUTIEpXoJiecTeposieMust Ha Bb3pacT 10 go 17 wm 6 mo 17 roguan
(o610 214 nmanueHTH) NOKa3BaT, Ye SKCIO3UIUATA TPH MEANATPUYHUTE MAIUCHTH U3TIIeK 1A
CpaBHHMA WM MTO-HUCKA OT Ta3U MPH BH3PACTHHUTE MAIMEHTH. EXCrIo3uImsaTa Ha po3yBacTaTHH € Ouia
MpEeABUANMA 110 OTHOUIEHHUE Ha J03aTa U BPEMETO B IPOIBIDKECHUE HA 2-TOJIUIIECH IEPUOI.

5.3 IIpenxkIuHUYHM JaHHH 32 0€30MACHOCT

[IpeaxnmHUYHUTE TaHHKU HE IOKa3BaT OCOOCH PHUCK 3a XOpa, Ha 0a3aTa Ha KOHBEHIIMOHAJIHUTE
(hapMaKoJOTHYHH U3MHUTBAHKA 32 0€30TIACHOCT, FTEHOTOKCHYHOCT U KaHIIEPOTeHEH ITOTeHIUAIL.
Criermnduaam TectoBe 3a eexrure Bpxy hERG He ca onensiBann. Hexxenanure peaknnu, KOUTO HE
ce HaOJIrO/IaBaT MpY KIIMHUYHUTE U3MUTBAHKA, HO Ce HaOII0JaBatT NpH KUBOTHH NPU HUBA Ha
eKCIIO3UIIYs, IIOZ00OHU HAa HUBATa Ha KJIIMHUYHA €KCIO3UIMS ca KaKkTo ciensa: B mpoyuBanus 3a
TOKCHYHOCT Ha MHOTOKPaTHUTE JI031 c€ HaOII0AaBaT XUCTONATOJIOTMYHH IPOMEHH B YepHHS APOO,
KOHUTO BEPOSATHO CE ABJDKAT HA (PapMaKOJOTMYHOTO ACHCTBUE HA PO3YBACTATUH IIPU MUIIKHU U
IUTBXOBE, KaKTO M JI0 MO-MaJKa CTEIEH ¢ OCIEIUIM B AIIBYHHA MEXYp NPH KydeTa, HO HE U IpU
MaiiMmyHu. OcBeH TOBa, IIPU NI0-BUCOKH JI03M € HAaOJIr01aBaHa TOKCUYHOCT BbPXY TECTUCUTE IIPU
MalMyHH M KyueTa. Hanune e penpo ykTHBHA TOKCUYHOCT IPHU IUIBXOBE, 3@ KOATO CE ChIU 110
HaMaJIeHUTE Pa3MEPH U TErJI0 Ha KOTWIOTO U [0 HaMaJleHaTa IPEXXUBsEMOCT Ha IOTOMCTBOTO. Te3u
pe3yaTaTH ca HabJIoAaBaH! [IPHU TOKCUYHU 3a Maiikata 1034 Ha CHCTEMHA €KCIIO3HMLIMUS HAKOJIKO IIBTU
HaJl HUBOTO HAa TEpaIreBTUYHA eKCIO3HIIHS.

6. DPAPMANEBTUYHU JAHHAN

6.1 CIHCHK HA MOMOIIHUTE BelecTBa
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Anpo Ha TabieTkaTta

JlakTo3a MOHOXUIPAT

Lemyno3a, MUKpOKpHUCTaTHA

Harpues nurpar

Kpocnosuaon

CunimeB OKCHI, KOJIOUAEH 0€3B0OIEH

MaruesueB creapar

HokpuTHe Ha TabneTKaTa
Xunpomenosa

JlakTo3a MOHOXUApAT
Makporon

Tpuanernn

Turano auokcun (E 171)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHocT

2 TOINHU

6.4 CrnenynajTHu yCJIOBHSI HA CbXpPaHeHHe

To3u nexkapcTBeH NPOILYKT HE U3UCKBA CIICIHATHH YCIOBUS HA ChbXPaHEHHE.
6.5 JlaHHM 3a omaKoBKAaTa

Al/ OPA/AI/PVC anymuH#eBH OIHCTEPH.
Crabpprkanue Ha omakoBkarta: 30 TabieTKw.

6.6 ChneuuajaHu npeana3Hu MepKH NPH U3XBbPJIsIHE

HeI/ISHOJISBaHI/ISIT JIeKapCTBeH HpO,ZIYKT WX OTHHAABYHHUTEC MaTepI/IaJII/I OT HCrO Tp?I6Ba a ce I/I3XBT)pJ151T
B CBOTBCTCTBHUEC C MCCTHUTEC N3NCKBAHUS.

7. INPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Pharmaceutical Works POLPHARMA S.A.

19 Pelplinska Street
83-200 Starogard Gdanski

ITomma
8. HOMEP(A) HA PASPEIHHIEHUETO 3A YIIOTPEBA
5mg: 20120061

10 mg: 20120062
20 mg: 20120063

9. JATA HA TBPBO PA3ZPEINABAHE/TIOJHOBSABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA
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Jara Ha mepBO pasperraBane: 27.01.2012
JlaTa Ha mocnenuo nmoguossBane: 06.06.2016

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

15.11.2023
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