KPATKA XAPAKTEPUCTHUKA HA IMTPOAYKTA
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Rosucard 10 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH CHbCTAB

Besaka ¢punmupana Tabnerka coabvpxka 10,4 mg pozyseacmamun kanyuu (rosuvastatin calcium), KOUTO
e paBeH Ha 10 mg po3yBacTaTHH (rosuvastatin).

| loMOLIIHO BEILIECTBO C U3BECTHO AEHCTBUE: JIAKTO3a MOHOXHpAT.
Pocykapa 10 mg ¢punmupana tabnerka cpabpka 60 mg 1akTo3a MOHOXHApAT.

3a NBJIHUSA CITUCHK HA NMOMOILIHUTE BEILeCTBA BHXKTE TOouka 6.1.

3. JIEKAPCTBEHA ®OPMA

OunmupaHa Tabnerka.

Pocykapa 10 mg ¢punmupanu TabneTku: CBeT10 po30BH, GHUIMHpPaHH, €JIMIICOBUJIHM, ABOHHO-
M3MbKHAIK TaOJIeTKH C Ae/MTEe/IHA YepTa, ¢ Ab/DKMHA 0K0J10 8,8 mm M MpourHa okoJio 4,5 mm.

Tabnerkara moxe na Obae pa3aeneHa Ha IB€ paBHM J103H.

4, KIMHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JleyeHHe Ha XUnepxoJiecTepoeMus

Bb3pacTHH, OHOLLH M /JieLia Ha Bb3pacT 6 U NoBeYe roAMHU ¢ MbPBHYHA XHUMEPXOJIECTEPOIEMHS (THI
IIa, BKIIIOUHMTEIHO XETEPO3UIOTHA CEMEHHA XUIIEPXOJIECTEPOIEMHS ) HIIH CMECEHA AUC/THITHAEMUS
(tun 11b) karo AONMBJIHEHHE KbM AMETa, KOraTo OTrOBOPHT Ha JIMETa M APYro He(hapMaKoJOrH4HO
neyeHue (Hanp. GU3HUYECKH YNPaKHEHUs, HaMaJIeHHe Ha TerjoTo) € HeaJleKBaTeH.

Bb3pacTHu, IOHOLIM M J€1ia Ha WM Haja 6 roaMilHa Bb3pacT C XOMO3UIOTHA CeMeHa
XHUIEPIUNUAEMHS, KaTO JOMBJIHEHHE KbM JIMETa U APYTH JieueOHHU CPEICTBA 3a HAaMaJIsBaHE Ha
nanuaute (Hanp. LDL adepe3a) unu ako nogoOHU Je4eHHs He ca aJIEKBaTHH.

[IpeBeHLIMS HA KAPAHMOBACKYJIAPHHU CHOUTHS

[IpeBeHUMS HA 3HAYUMH CHPAECYHO-CHAOBH MHLIWAEHTH NMPH NALIMEHTH, TIPHU KOUTO CE€ OUAKBA BUCOK
PUCK IMPH MbPBU CHPACYHO-CHA0B HHLIMACHT (BXK. TOUYKA J.1), KaTo JONMBJIHEHHE KbM KOPEKLIMS Ha
JPYrd PUCKOBH (paKTOpH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

ﬂpenu 34l104BdHEC HA JICHCHHUETO, NALLHCHTDBT 'I’pﬂﬁﬂa aa ObJie MOCTAaBeH Ha CT&H,II,&]JTH \'.-
XOJICCTCPOJIa JHM€Ta, KOATO 'rpaGBa Ad NIPOABJIXKH 110 BPEME Ha JICHCHHETO. I{o?.a’ra :ﬂ
HHIWBHUAYAJIU3HPA CBOTBETHO 3a LCJITA HA JICHEHHUETO H OTIroBOpa Ha MnalucHTa, H H

AKTYAJIHHUTC KGHCEHC}JCHH yrcazanm. [
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EOSHEOBKR

Jlevenue na xunepxonecmeponemus

IpenoprunTenHara HayanHa no3a € 5 mg uny 10 mg nepopanHo, €AMH MbT AHEBHO, KAKTO NpH
HEJIeKYBaHH CbC CTATHHHM MALMEHTH, TaKa M MPH NallHeHTH NPEMHHABALIM HA TOBA JIeYeHHE OT APYTO C
uuxuouTop Ha HMG-CoA penykrasza. [lo3za oT 5 mg Moxe Aa ce NpHIOoKM KaTo ce pa3jienH Tabnerka
or 10 mg Ha ABe MO ACIWTENIHATA JIMHHAL.

[Tpu u3bop Ha HayanHa Ao03a Tp2OBa fa ce B3eMe npeaBHA HHAMBHAYATHOTO HHBO Ha XOJECTEPOIa
NpH NaiueHTa H 0sACHIUSA CHPACYHOCHAOB PUCK, KAKTO H NMOTCHLUHAIIHHA PUCK OT HEXEJIaHH
JleKapcTBeHH peakLuu (BK. TOUKHM 4.4 1 4.8). Kopekiiia Ha 103aTa KbM CJIEABAUIO HHBO HA JO3HPaHe
MOXe [la C€ HaNpaBH clexn 4 ceRMHIH, aKo € HeoOxoaumo (BxK. Touka 5.1). B ceerninuara Ha
HapacTBaiMTe rno Opoi cboOlleHHs 3a HeXKeNaH! JIEKApCTBEHH peakiliu npu ao3a otr 40 mg, B
CpPaBHEHHE C NO-HUCKHTE J03H (BK. TOYKA 4.8), OKOHUYATEIHO THTPHpAHE 10 MaKCHMAarnHarta 103a ot
40 mg TpaOea Aa ce uMa NpeBHI caMO IPH NALMEHTH ¢ TEKKA XHIEPXONecTepoIeMHA H BHCOK
ChPASMHOCHAOB PHCK (0CODCHO NPH Te3U CbC ceMeiiHa aHAMHE3a 32 XHITEPXONeCTEPOIEMHA ), KOHTO HE
MOTraT J1a NOCTUTHAT TepareBTHUHHTE Lean ¢ 20 mg, ¥ MpyU KOHTO MOXe Jia Ce NpaBH PYTHHHO
npocneassaHe (BxK. Touka 4.4). HabnioneHue oT crietHaaKuCT ¢ Npernopeusa NpH 3anoysaHe Ha 03a
ot 40 mg.

IIpesenyus na cvpoevro-cv008u cvbumus
B npoyuBaHus 3a HAMa/IMBaHE PUCKA OT CLPAEYHO-CHIAOBH CHOUTHA € M3MI0I3BaHa 103a oT 20 mg
JHEBHO (BXK. TOuka 5.1).

lHeouampuuna nonvaayus
Ynorpebara ot neua Tp268a Ja ce H3BLPILLUBA CaMO NOA HAOMIOAEHHETO Ha CIICLIMAJIHCT.

Ileya u ronowu na ev3pacm om 6 oo 17 zoounu (cmaouu < II-V no Tanep)

XeTepo3urorHa (paMMIIHA XMTIEPXOJIECTEPOIEMHUA

[Ipu aela M 10HOIIH ¢ XeTepO3UroTHa dhaMuiHa XunepxonecreposieMus odHuakHaTa JHEBHA 1034 €
S mg AHEBHO.

e [Ipu gena Ha BB3pacT 6 70 9 roAMHHK C XETEPO3HUIOoTHA PaMIIHA XHIEPXOJIECTEPOSIEMHS
oOHuyaliHHAT 4030B AKHana3oH € 5-10 mg nepopaiHO BeAHBK JHEBHO. be30onacHOCTTa H
e()MKACHOCTTA HA A03H NO-BUCOKH OT 10 mg He ca nMpoy4YBaHH NpH Ta3H NOIMyJauMs.

e [lIpu neua Ha BB3pact 10 no 17 roarHH ¢ xeTepo3UroTHa paMUITHA XHIIEPXOJIECTEPOIEMHSA
oOHYaHHHAT 0030B AUHaNa3cH € 5-20 mg nepopalHO BeAHBXK AHEBHO. be3onacHocTTa M
e(pHKACHOCTTA Ha A03H Haja 20 mg He ca NpOoy4YBaHU NPH TasH MOMyNalMA.

JleuenueTo Tpabra na ce MpoBeXKAa CNope] HHAMBHAYAIHUS OTTOBOP H MOHOCHMOCTTA Ha
IEAHATPUYHHMTE MALIHEHTH, KAKTO CE€ MPENOPBLYBa OT ChBETHTE 32 NMEAUATPHUHO JICUEHHE (BX.

Touka 4.4). Jleliata # 1oHowMTE TpAOBa na 6bAAT NMOCTABEHH HA CTaHIAAPTHA XOJIECTCPOI-NIOHKABALLA
AWeTa NMpeAH JeYeHHETO ¢ PO3YBACTATHH; Ta3H aAueTa TpAOBa Aa NPOABILKH U MO BpeMe Ha JICYEHHETO
C PO3YBACTATHH.

XOMO3HTOTHA (paMHUIIHA XUIIEPXOJIECTEPOIEeMHUA

[1pu gena Ha BB3pacT 6 0o 17 roAMHHA ¢ XOMO3UroTHa GpaMUIIHA XHUITEPXOJIECTEPOTIEMHA,
NpenopbUNTENHATA MaKCUMaiHa no3a € 20 mg BeHDbXK AHEBHO.

[IpenopriBa ce HayasmHa 033 OT 5 10 10 mg BeaAHBXK AHEBHO B 3aBUCHMOCT OT BB3pacTTa, TENIOTO H
npeau ynorpedara Ha CTaTHH. TUTpUpaHe 10 MakcHManHarta ao3a oT 20 mg BeAHEK AHEBHO TpaOBa
1a ce NMPOBEXKIa B CHOTBETCTBUE C HHIAMBUAYAIHHS OTTOBOP H NOHOCUMOCT NPH NEAYATPHYHU
NalHeHTH, KaKTO € MpernopbhiaHo B NPENOPLKUTE 3a JIeMeHUE Ha Aela (BxK. Touka 4.4). Jeuata u
IoHOIIKTE TpAOBa Aa 6pAaT MOAM0KEHH HA CTAHARPTHA XOJNEeCTEPONI-MOHWXKABALLA JMETA IPEIM
3anoyBaHe Ha JIEYEHHETO C PO3YBACTATHH; Ta3u aAHeTa TPaOBa Aa NMPOIBIDKH 10 BPEME Ha JICYEHHE C
po3yBacTaTHH. UMa orpaHM4eH onyr ¢ 034, pa3ivuHy oT 20 mg npH Ta3H 1omyaauHs.

Tabnerka 40 mg He e noaxoaquia 3a ynorpeda npH neaAvarpuyHy NalHeHTH.

Heya, no-manxu om 6 200unu
bBezonacHocTTa M edukacHOCTTa Ha ynoTpebaTa npH Aeua no-MankH ot 6 roauH




Cmapuecka ev3pacm
Hauanna 1034 0T 5 mg ce npenopryusa NpH MaLMeHTH Ha Bb3pacT >70 roauHu (BXK. Touka 4.4). He ce

Hajara Jpyra KOpeKLHsa Ha A03aTa [opaau Bb3pacTTa.

bvbpeuno yepeacoane

He ce Hanara KopeKLs Ha J03aTa NPH NALHEHTH ¢ JIeKO 10 YMEPEHO OBbOPEeUHO yBpexKIaHe.
[IpenopbudTeNHATA HAvaNHa 1032 € 5 mg NPpH NALHEHTH ¢ yMepeHo OL0peuHo yBpexaaHe
(kpeaTuHHHOB KAUpBHC <60 ml/min). Jlo3ara ot 40 mg € NpoTUBONOKA3aHA NPH NMALMEHTH C YMEPEHO
6B6peuHo yBpexaate. M3n0a3BaKeTo Ha pO3YBACTATHH NMPH NALMEHTH € TEXKO 0b0peuHo yBpexaaHe
€ NMPOTHBOMOKA3aHO 33 BCHYKH 1034 (BX. TOUKHK 4.3 1 5.2).

Heproopobuo yepexcoane

Hsma ypenuuaBsaHe Ha CHCTEMHOTO Bb3AeHCTBHE Ha pO3yBacTaTHH MpPH NalHeHTH ¢ oleHka no Child-
Pugh ot 7 s no-HUCKa. B chiOTO BpeMe, NMOBHILIEHO CHCTEMHO Bh3eicTBHE ce HabnoaaBa npH
uuauBHIM ¢ orieHkH no Child-Pugh ot 8 1 9 (Bx. Touka 5.2). [Ipu Te3u nanneHTH TpsaOBa Aa ce
o6cnau olieHka Ha 6n0peuHara PpyHkuMa (BK. Touka 4.4). Hama onut ¢ uHauBUAHK ¢ oueHkH no Child-
Pugh nan 9. PozyBacTaTiH e POTHBONOKA3aH [IPH NALMEHTH C AKTUBHO 4epHOAPOOHO 3a00nABaHe

{(BX. TOUKa 4.3).

Paca

IToBuIIEHO CHCTEMHO BB3JIelCcTBHE ce Habmonasa Npy HHAUBUAH C A3HATCKH NMPOHU3XO0A {BXK. TOUKH
4.3, 4.4 u 5.2). [IpenopbuydTenHaTa HavalHa 4034 3a NALKMEHTH C a3HATCKH NpoU3XoZ € 5 mg. Ilpu
TE3M MALMEeHTH A03a oT 40 mg € NPOTHBONOKAa3aHa.

Tenemuuen nonumMopuiovm

ITo3HaTH ca crieLiH@UYHE BUAOBE FEHETUYEH NONHMOpPH3IBM, KOUTO MOraT Ja 10oBeJaT A0 MOBHILIEHa
eKCNO3HLIMA Ha pO3YBACTATHH (BXK. TOYKa 5.2). 3a NalIMEHTH, 38 KOMTO € U3BECTHO Y€ HMAT TaKbB
crieludHYeH BHA NONUMOPPUIBM, CE NPETNOPBLUBA MO-HUCKE AHEBHA 1033 pO3YBacTaTHH.

Hayuenmu ¢ paxmopu npedpaznoaazaifu KoM Muonamus

[TpenopbyuTENnHATa HAYAIHA [032 € 5 Mg NPH NAaLKEHTH ¢ NpeApasnoaralti KsM MHONIATHA (PaKTopH
(BX. TOUKa 4.4).

[TpH HAKOH OT T€3M MALMEHTH A03a oT 40 mg e MPOTHBONOKa3aHa (BXK. TOUKa 4.3).

Convmemeawa mepanus
PosyBacTatHH € CyOCTpaT Ha pa3snyWyHH TpaHCnopTHH nporevHy (Hanp. OATP1B1 u BCRP). Pucket

OT MUuonaTHa (BKJIHOUHTETHO padaoMHOJIH3a) C¢ NOBHILABA, KOraTO pO3YBAacTATHH CE NpHIara
eIHOBPEMEHHO C ONpPEAENICHH NIeKapCTBEH! NPOAYKTH, KOMTO MOTaT Jia MOBHIIAT I1a3MeEHaTa
KOHLIEHTPpALIHg Ha PO3YBAaCTATHH NNOPaJH B3aHMOICHCTBUE C TE€3H TPAHCNIOPTHH NPOTEHHH (Harp.
HHKJIOCTOPHH H HAKOH MPOTea3HH HHXHOUTOPH, BKITFOYHTEIHO KOMOMHALIUH OT PHTOHABHUP C
aTa3aHaBHP, TONUHABUP HW/WIH THNIPaHABHUP, BX. Touku 4.4 U 4.5). KoraTo e Bp3MOXHO, TpaOBa Ja ce
MMAT MpeaBH]l AITEPHATHBHY JIEKapCTBa U, aKO € Heo6xoaumo TpsadBa Aa ce 0OOMHCIIH BPEMEHHO
CIIHpaHEe HA TepanuATa C po3yBacTaTHH. B CHTyauuH, KOraro eJHOBpEMEHHOTO NMPHIOXKEHHE Ha TE3H
JIEKApPCTBEHH NPOAYKTH C PO3YBACTaTHH € HEU3DEKHO, M0/13aTa H PHCKA OT CHITETCTBALIA TEPANUA H
KOpEeKLIHsA Ha A03aTa Ha po3yBacTaTHH , TpAOBa BHUMATENHO /1a ce OOMHUCIAT (BX. Touka 4.5).

HauynH Ha NpUuaoxeHue
Pocykapa Moxe fa ce npHeMa no BCAKO BpeMe Ha ZIeHd, ¢bC WK Oe3 XpaHa.

4.3 IIpoTHBONOKA3AHHA

PDB}’B&CT 4THH € IIpOTHBOIIOKA34dH.
- NpH NaUHEHTH CbC CBPBXHYBCTBHTE/IHOCT KBPM AKTHBHOTO BCLICCTBO HIIH

NMOMOILHHTE BELIECTBA, H3IOPOEHU B TOUKA 6.1,




- [IpH NaLKHEeHTH ¢ aKTHBHO 4YepHOApOoOHO 3a60naBaHe, BKIIOUHTEIIHO HEOOACHHMO,
NEPCUCTHPALIO MOBUILCHHE HA CEPYMHMTE TPAHCAMUHA3H M BCAKO fIOBUIIECHHE HA CEPYMHa
TpaHCaMHHAa3a HaJBHIIABAIO 3X ropHara rpaHuua Ha HopMara (ULN).

- OpH NalUKeHTH ¢ TexKo 6p0peuHo yBpexaane (KpeaTHHKHOB KIHpbHC <30 ml/min).

- NpPH NaLKEHTU C MUOMATHA.

- MpH NaUKEHTH, DIPUEMAllIH €JHOBPEMEHHO codocOyBHp/BeNnaTaCBHP/BOKCHIANPESBHP (BK.
TOUKa 4.5).

- MpPH NALUMEHTH NOJIYYABAUIH €IHOBPEMEHHO LIMKIOCTIOPHH.

- M0 BpeMe Ha OpeMEHHOCT H KbPMEHE H PH XKeHU BbB (PepTIIHA Bb3PACT, KOHUTO HE MPHIAraT
aJcKBaTHU MEPKH NTPOTHB 3abpeMeHABaHeE.

Hozara ot 40 mg ¢ npoTUBONOKAa3aHa IIPpU NALMEHTH ¢ GAaKTOPH, Npeapasnoaralii KbM
MHonaTtua/pabaoMuonusa. Te3u ¢pakTopu BKIIOUBAT:

- yMepeHo OB0peuHO yBpexaaHe (KpeaTHHHMHOB KNHpBHC <60 mL/min).

- XHUIIOTUPEOMOUIBM.

- JIMYHA WK CeMelHa aHAMHE3a ¢ HAc/IeACTBEHH MYCKY/IHH HAPYLUICHHS.

- Mpeaxoxaalild aHAMHECTHYHHU JJaHHU 38 MYCKYJIHa TOKCHYHOCT NpHU ynotpeba Ha aApyr

naxHourop Ha HMG-CoA peaykrasa unu ¢ubpar.

- 3noyiorpeba ¢ ankKoxol.

- CHTYyalMH, [IPH KOUTO MOXKE JIa C€ CTUCHE O [IOBHIABAHE Ha IUIa3MEeHUTE KOHLEHTPALMH.

~  NALMEHTH C 83MATCKH MPOH3XOL.

- CbOPOBOXKIALLO M3noiA3BaHe Ha ¢ubpatu (Bx. Touxu 4.4, 4.5 n 5.2).

4.4 Chnen"ajum npeaynpexIcHAS H OpeANA3ZHA MEpPKH OpH ynoTpeba

Edexry BEpXY OLOpeLUTe

[IpoTenHypus, OTKpUTA CBC CyXa Npoba U Hali-seve TyOyapHa No npou3xo/, € HabmoaaBaHa NpH
NMalUHEeHTH JIeKyBaHH ¢ BUCOKH J03H PO3YBACTATHH, M no-crieuHanyo 40 mg, KbACTO B MOBEYETO
Cllydau e NpexoaHa U HHTepMHUTEHTHA. [IpoTenHypusaTa He € nokasana [pOrHOCTUYHA CTOMHOCT 3a
ocTpO HAH nporpecHpamo 6s0peuHo 3abonaBase (Bxk. Touka 4.8). YUecrorara Ha chobimaBaHe Ha
Cepuo3HU 6BOpeUHH CHOMTHUA MPU NOCT-MAPKETHHIOBOTO NMPUIIOKEHHUE € MO-BUCOKA IPH A03a 40 mg.
Tpabea aa ce npeLeHH HyKIaTa Aa ce€ HanpaBH oLeHKa Ha OnOpeyHaTa hyHKUMA NMPH PYTHHHO
NPOCACAABAHE Ha TTALHUCHTH JICKYBaHH ¢ 03a oT 40 mg.

Edekry BbpXYy KOCTHATA MYCKYTaTYpa
EdexTHTe BbpXY KOCTHAaTa MYCKYJIATYpa, KATO MHAJIrHa, MHOIIATHA W PAAKO, pabaoMHONIN3A, ca

Ha0JI01aBaHu MPH JICKYBaHHM C PO3YBACTATHH MALMEHTH NPH BCHUYKH A03H M 0COOEHO NMpH OO03H

>20 mg. UMa HabmopaBaHH MHOTO PAAKO CiyuaM Ha pabaoMHONU3a Npy M3NOM3BaHE HA €3¢TUMHO B
koMOuHauus ¢ uHxuburopu Ha HMG-CoA peaykraza. PapMakogUHAMUYHO B32aHMOACHCTBHE He
MOXe Aa Obae M3IKIMOUYEHO (BX. TOUKA 4.5) U NpH KOMOMHHPAHOTO UM H3NON3BaHe TpAORA Aa ce
MOAX0XAa BHUMATEHO.

Kakro npu octananure uHXHOUTOpH HAa HMG-COA penykrasa, croblaBaHara 4eCcToTa Ha
pabaoMHONu3a, CBLP3aHa C pO3YBACTATHH MPH NOCT-MAPKETHHIOBO NPHIOKEHUE, € N10-BHCOKA MPH
no3a 40 mg.

MHacTeHHs rpaBUC

B Hskonko c¢nydas ce cboOllaBa, 4€ CTaTUHHTE HHAYUMpaT de novo WIM BJIOLIABAT Beue
ChLUCCTBYBALLA MHACTCHMA TIPAaBHC HWIM O4YHAa MHacTeHHA (BX. Touka 4.8). [Ipunoxenuero Ha
Pocyxapn tpafsa aa ce cripe B cayuai Ha BiOLIABaHE Ha cuMmroMuTe. Uma croOLueHHs 3a peLauB
NpH (NOBTOPHO) IpUIAraHE Ha ChlUA WK Pa3IHYEH CTATHH.

KoauyecTBeHoO ONpeNENAHE HA KDCATHHHHKHHA34

MHTEPHPETHPAHETO Ha pesynTara. Ako HHBara Ha CK ca 3HauYMTeTHO MOBHIUEHH C
(>5xULN), TpabBa ga ¢e Hanpaeu H3caeaBaHe 3a MOTBbPXKIaBaHe a0 5-7 IHHU. AK
y3cneaBaHe nOTBbpAH, Ye HavanHata CK >5xULN, neuenue He Tpabea aa ce 3ano




Ilpeau neyeHue
PosyBacTaTuH, KakTo U ocTaHanute HHxubuTropn Ha HMG-CoA peaykra3sa, TpsbBa na ce H3nucear
BHUMATEIHO NPH MaLMEHTH ¢ MpeApasnonaraiy ¢akTopd KbM MHOIaTH/pabaomuonusa. Tean
$aKTOpH BKIIOYBAT:
— OubpeuHo yBpexaaHe.
—  XHIIOTHPEOHIU3BLM
— JIHYHA WIH ceMeliHa aHaMHe3a C HacJIeACTBEHH MYCKYJ/IHY HapyLICHUSL.
—  npeaxoxaailii AHAMHECTUYHHU AaHHH 33 MYCKYJIHA TOKCHYHOCT NpH ynotpeba Ha Apyr
nHxuburop Ha HMG-CoA peaykrasza uwiu pubpar.
— 3noynorpeba ¢ ankoxon.
— BB3pact Haa 70 roanHw.
— CHTYAallHH, NPH KOWTO MOraT AA C€ CTHIHE 10 NOBULIABAaHE HA IUTA3MEHATA KOHLIEHTpalUH (BXK.
TOYKH 4.2, 4.5 1 5.2).
— €IOHOBPEMEHHO M3MOoJI3BaHe Ha pUOpaTy.
[Ipu TakMBa naldeHTH, pHCKBT OT JICHEHHETO TPAOBA Aa ce UMa MPEeABH] BB BPB3Ka C Bb3MOXKEH
GnaronpuaTeH epeKkT H ce NpenopbuBa KIMHHYHO HabmoneHue. Ako CK HHBaTa ca 3SHAUHTEIHO
noBuuIeHH cripsamo HauanHute (>5XULN), neueHne He TpaOBa aa ce 3anouea.

[Ipy npoALDKABAIIO JICYEHHE

ITaunenTuTe cneasa ga 6bAAT MOMOJICHH He3abaBHO Aa yBEAOMSBAT 3a HEOOACHHMa MYCKYIHA 0olka,
cnabocT WK repuoBe, 0co0CHO aKo ¢a CBBLP3aHU ¢ 0010 HEPa3NoNOXKEHHE H BHCOKA TEMIIEPATYpa.
ITpu Te3u naipenTu Tpabea aa ce onpenenat husara Ha CK. Jleuenuero TpadBa na 6nae
NpeyCcTaHOBEHO, ako HUBaTa Ha CK ca 3HauuTenHo nosuweHd (>5XULN) Win korato MyCKyITHHTE
CHMITTOMH Ca TEXKH H €XKeIHEBHO MPBUHHABAT AUCKOMopT (aopH ako HuBaTa Ha CK ca <5x ULN).
AKO CHMITTOMHTE NpEeMHUHAT M HUBaTa Ha CK ce BbpHAT KbM HOpMa, TpAOBa J1a ce NMpeLcHH
BIUTIOYBAHETO OTHOBO HA PO3YBACTATHH WIH arrepHaTHBeH HHXHOUTOp HA HMG-CoA peaykrasa B
Hal-HACKMTE J03H, IPH HENPEeKbCHATO HabmoaeHue. PyturHo MonuTopupaHe Ha CK HHuBaTa npu
aCHMINTOMaTUYHHY NMALMEHTH He e onpasaaHo. MMa MHOro peakH NOKJIaaH 3a HMyYHOMEHHpAHa
HekpoTHaHpailla Muonatus (IMNM) no Bpeme Ha Win cnea 1eueH’e CbC CTATHHH, BKIIOYHTEITHO
posyBacTaTiH. IMNM KAMHHYMHO C€ XapaKTepH3Hpa ¢ MPOKCHMAITHA MYCKYJIHA CnaboCT U NOBHILCHH
CEPYMHH HHBA Ha KPEaTHHUHKHHA3aTa, KOETO IEPCHUCTHPA, HE3ABUCHMO OT CITHPAHETO Ha JIEYEHHETO
CbhC CTATHHH.

B KNMHHUMHM U3NHTBaHUA HAMA JAaHHM 33 NOBUILEH €(eKT RhpXY KOCTHATA MYCKYJIATypa [IpH MalTbK
OGpol NALMEHT, KOWTO Ca NMOJIYHMIWIH PO3YBAacTATHH H CBNPOBOXAALLO JeueHue. UMma, obade, noruiueHa
4eCTOTa Ha MMO3MT ¥ MHOMNATHA NPK NALMEHTH NIeKYBaHU ¢ Apyru HHxubutopd Ha HMG-CoA
peAyKTa3a 3a€JHO C MPOU3BOAHU HA PHOpaTHA KHCEIUHA, BRIIOYHTEIHO reMHPHOpO3un,
LIMKJIOCTIOPHH, HUKOTHHOBA KHCEJIHHA, a30JI0BU MPOTHBOIbOUYHH MPOIAYKTH, [IPOTEa3HH HHXHOUTOPH
H MaKpOJIMAHH aHTHOHOTHLM. I'eMupubposun nosMiapa pucka OT MHOIATHA, KOraTo ce npuiara
eQHOBpEMEHHO ¢ HiakoH HHxuburopu Ha HMG-CoA peaykrasa. [lopagu ToBa koMOMHHpaHeTO Ha
pO3yBacTaTHH H reMH(GHOpO3U He ce npenopbyBa. [lonzaTa oT AONBIHHTENHA NIPOMAHA Ha
JMIMTAAHATE HUBA ¢ KOMOMHHUPAHOTO HM3MON3BaHE HA PO3YBACTATHH ¢ PUOPATH WIK HHALMH TpaOBa
BHHMATEJIHO Ja Ce MpeTeriH Cpelly NOTCHLHAIIHUA PUCK NpH noaoOHKW komOuHauMu. JlosaTa ot

40) mg e NPOTHROIOKA3aHA NPH €AHOBPEMEHHO M3MOJI3BaHe Ha GHOpaT (BK. TOUKH 4.5 U 4.8).

Pocykapa He TpabBa aa ce npriara €IHOBPEMEHHO ¢ (Py3HAOBA KMCE/THHA 38 CUCTEMHO MPHIOKEHHE
WJIM B paMKUTE Ha 7 JHH CJie]i CIHPaHe Ha JIeYEHHEeTO Che Py3uaoBa kucenuHa. [Ipy naumeHTH, npH
KOHUTO CHCTEMHATA Tepanus Ha Gy3uaoBa KHCEJIHHA C€ CUMTA 33 OCHOBHO, JICUEHUETO ChC CTATUHH
TpsOBa na ObAe NpeyCTaHOBEHO NpPE3 LEJIUA NEPHOL Ha JiedeHHe CbC Qy3unosa kucenuHa. Uma
cHOOLIICHHA 34 Ciy4aH Ha pabnoMuonusa (BKIKOUYMUTENHO ¢ IETANICH U3X0[) NPH NALMEHTH, DRHeMAlN
¢dy3na0Ba KHCEJIHHA H CTATHHH B KOMOMHaLMA (BXK. Touka 4.5). [TaunenteT TpabBa na ‘7’ No
NOCHLBETBAH A2 NOTHPCH He3a6aBHO MEAMUIMHCKA NOMOL NTPH Bb3HUKBaHe Ha CHMITTEKgFE
MYCKYJIHa cnabocT, O0JKH WK 4yBCTBUTEIHOCT. Tepanuara ¢bC CTATHHH, MOXE /1§
BL3CTAHOBEHA CelieM JHH Clie] MOCAeAHaTa 103a Ha Qy3uaoBa kucenuna. [Ipu u3 ‘
oOCTOATENCTBA, B KOUTO € HEOOXOAHMO NPOAB/DKHTEIHO CUCTEMHO NPWIOKEHUE

KHCEJIHHA, HAITPUMED TIPH NICUYCHUC Ha TCXKKH HH(])CKLIHI-‘I, HeOOXOAUMOCTTa OT €HOR




npunarate Ha Pocykapa ¥ ¢y3naosa kucenuHa Tpabea Aa ce 0OMHCIH NpH BCEKH CNy4al W NpH CTpOr
MEMIIHHCKH KOHTPO,

PosysacTaTuh He TpAOBa 1a C¢ U3MOJ3BA MPH MALMEHTH C OCTPH, CEPUO3HH CHCTOSHHA, KOHTO
NpeAnoNaraT MMOMNATHA WIH fIpeipa3nojaraT KbM pa3sBHTHETO Ha OBOpeyuHa HeAOCTATHYHOCT
BTOpHUHA ciel pabaoMuoIH3a (KaTo CENCUC, XMNOTOHHA, rojiaMa onepaLus, TpaBMa, TEXKH
METa0ONUTHH, EHAOKPHHHH H €NICKTPOIUTHHA HAPYLUCHUA UM HEKOHTPOJHPAaHH I'bPYOBE).

Texkn KOXKHM HEXKENAHH PeaKLIHH
TexKKH KOXKHH HEXKENIaHH peaKilnH, BKIIOMHTEIHO CHHAPOM Ha Stevens-Johnson (SJS) u nexkapcTeeHa

peakims ¢ eosHHopHnnA U cucteMHd cuMntomH (DRESS), konro morar ga 6naat
’KHBOTO3ACTPAIIABALIHA WIH C JIETANEH W3XOJ, Ca NOKIAZIBAHH NpH ynoTpeda Ha po3yBacTaTHH. [lo
BpPEME HA HA3HAYABAHETO MY, MALHEHTHTE TPAOBA Aa 61LAAaT HHGOPMHPAHU 34 NPH3HALIMTE U
CUMIITOMHMTE Ha TEXKKH KOKHH PeakKLiMH H Ja OBgaT BHUMATENHO HaboJaBaHU. AKO CE MOABAT
NPH3HALM M CHMITTOMH, NpeANonarally Ta3u peakuus, nedeHueTo ¢ Pocykapa Tpabsa He3abasHo fa
¢ MpeyCTAHORH U Aa ce OOMHCIH aNTEPHATHBHO JICUEHHE.

AKO NALIHEHTLT € pa3Buil cepro3Ha peakuus karo SJS win DRESS npu ynorpebara va Pocykapa,
nevyeHHeTo ¢ Pocykapa He TpaOBa HHKOTA [1a C€ NOAHOBABA NPH TO3H MALUEHT.

Edektn BbpXY YepHHs Apobd

Kaxro ¥ npH ocraHanute uHxuburopu Ha HMG-CoA penykra3sa, po3yBacTaTHH TpsaOBa Ja ce
U3NO0JI3Ba BHHMATEJIHO NMpH NAalMEHTH, KOUTO KOHCYMHMPAT 3HAYWTENIHU KOIHYECTBA aJIKOXOJ W/HIH
MMaT aHaMHe3a 3a YepHOIPoOHO 3abonasane. [IpenopbunTento € uepHOoApOoOHaTa QYHKLMS 1A ce
H3cJIeABa Npeay M 3 Mecelia clie 3aro4YBaHe Ha ieueHHe ¢ posyBacTaTHH. PosyBactatus Tpsabsa aa ce
crpe WIK J03aTa Ja ¢€ HaMalli, KO HHBOTO Ha CEPYMHHUTE TPAHCAMHHA3H € 3 ITbTH NO-BHCOKO OT
ropHaTa rpaHMila Ha HopMata. YectoraTa Ha choOlaBaHe Ha CEPHO3HU Y€PHOAPOOHH CHOMTHA
(BKJIFOYBAIIH OCHOBHO MOBHLIEHH YEPHOAPOOHH TpaHCAMMHA3U ) ITPHU NMOCT-MAPKETHHIOBOTO
NPUIOKEHHUE € NO-BUCOKA NpH no3a 40 mg.

[TpH naUHEHTH C BTOPHHHA XUIEPXOJECTEPONIEMHS MMPHYHHEHA OT XHIIOTHPEOHAUIBM HIIH
He(dpOTHYEH CHHAPOM, NOANEKaLoTo 3a0ongBaHe TpAOBa Aa ce JieKyBa peH Ja ce 3allOYHE JIEUYECHHE
C pO3YBAacTATHH.

Paca
PapMaKOKMHETHYHHUTE MMPOYYBAHMA MOKA3BAT MOBHLLEHO BL3IEHCTBHE NPH KHAWBHAHW C a3HATCKH

MPOH3XOJ B CpaBHEHHE ¢ Te3U OT OasaTa paca (BX. ToukH 4.2, 4.3 1 5.2).

[TIporea3Hu MHXUOUTOPH

[ToBuilleHa CUCTEMHA €KCMO3ULIMA HA pO3yBacTaTHH € Onna HabnoaasaHa Npy NALMEHTH,
NONYyYaBsalllH po3yBaCTATHH €OQHOBPEMEHHO ¢ Pa3IM4HM [IPOTea3HH HHXHOUTOpHU B KOMOHHALUA C
putoHasup. TpaGsa na ce OOMHMCIN KAKTO MOJI3aTa OT NMIMTHAOTIOHIKABAHE Ype3 ynoTpebara Ha
po3yBacTaTHH npu nauueHTH ¢ HIV, nonyyasamy nporeasHd HHXHOHTOPH, Taka H NOTEHIHANA 3a
NOBHILEHA IUIa3MEHA KOHUECHTPALIMA Ha pO3yBacTaTHH, KOraTo C€ 3al04Ba TEPAnus U ce rnosyuiasa
N03aTa Ha pO3yBACTATHH MPU NALMEHTH, IeKyBaHU C NpoTea3HH HHXUOMTOpH. EAHOBPEMEHHOTO
[MPUIOKEHHE C IpOTea3HH HHXUOUTOPH He ce MpenophyBa, OCBEH aKO 03aTa Ha pO3YBacTaTHH HE Ce
xopurupa (Bx. Touxku 4.2 u 4.3).

HurepcTrinanyo 6enoapobHo 3abonspaHe
Crob11aBaHy ca OTAEHYM C/yYyaH Ha HHTepCTHLHANHO OenoapobHo 3abonssane npu ynotpeba Ha

HAKOH CTATHHH, 0COOEHO MPH NPOABKHTENHA Tepanus (Bx, Touka 4.8). [Ipeacrasenure 6enesu

MOTAT Ja BKJIIOUBAT 3aTpYAHEHO AULIAHE, CyXa KAalUIMLA ¥ BJIOLIABAHE Ha 30PaBOCIIOBHOTO ChCTOSHHUE
(oTnagHanoct, 3aryba Ha Terno, TeMneparypa). AKo ¢e 1noao3Hpa, 4ye rnaludeHT pa3BHBa
HHTEPCTHLHANHO OenoapobHo 3abonsaBaHe, TEUECHUETO CBC CTATHH TPAOBaA Aa ce npey

3axapeH nHaber

Hsakou AoKa3aTeiCTBa BHYLLUABAT, Y€ CTATHHHTE KATO KJac NOBHIIABAT HUBOTO HA
NPH HAKOH MAaUMEHTH, 1 BUCOK PHCK OT Obaei auaber, Mmorar fia JOBEAAT A0 XHIe
ca onpeaeneHl dopMmanHu rpyxu npH auaber. To3n puck, obaue, ce KOMIEHCHpa




CbAOBHS PUCK ChC CTATHHH U He TpAOBa Aa Obae npH4KHAa 33 CHpaHe Ha JIEYEHHETO CBC CTATHHH.
[TanmeHTy ¢ pucK (I/IIOK03a Ha ragHo ot 5,6 xo 6,9 mmol/l, UTM > 30 kg/m?, NOBHLIEHH
TPUIITMLIEPUIM, XHIIepTOHKA) TPAOBa Ja ce NpocyieadBaT KIMHHYHO U 1a00paTOPHO B CHOTBETCTBHE €
HaLIMOHAJTHMTE PBLKOBOJACTRA.

B msnursanero JUPITER noxnaasaHaTa cpeaHa MecToTa Ha 3axapeH auaber e 2,8% npu
po3yBAacTaTHH H 2,3% mnpwu mnauedo, rnaBHO MpH NALHMEHTU ¢ HUBO Ha MIIOKO3aTa Ha rjajaHo oT 35,6 1o
6,9 mmol/1.

[leanaTpyuHa nomynaius
OueHkaTa Ha NTHHEeHHOTO MOBMIIABAHE HA PBCT (BUCOYMHA), Terno, BMI (uHAekc Ha TenecHaTa Maca),

H BTOPHYHHTE MONOBH OEJIE3H MPH NEAUATPHYHM NALMEHTH Ha Bb3pacT oT 6 10 17 roauHy,
orpaHd4aBa ynotpebaTta Ha po3yBacTaTvH A0 2 roguud. Ciiea 2 roaMuiHo neyeHue B Npoy4BaHeTo,
e(peKTH BBpPXY pPbCT, TEFNI0, BMI WM nonoBoTO ch3psABaHe HE €a OTKPUTH (BXK. TOUKa 5.1).

[Ip1 KIHHMYHATE U3NATBAHMA NPH JELA M IOHOUIW, NPUEMALIH PO3YBaCcTATHH 3a 52 ceIMULIM, HUBaTa
Ha KpeaTHHKHHa3ara ¢a > 10xULN u MyckynHH CHMIITOMH 1€ TPEHHPOBKa WM NOBHLLICHA
(du3nvecKa aAKTHBHOCT ¢ HabMoAaBaT no-4eCTo B CPaBHEHHE ¢ KIIHHHYHHTE MpOy4YBaHHd NpPH

BB3PacTHH (BaK. Touka 4.8).

I10MOILIHH BELIECTBA

[TpoayKTHT CbABPAKA NaKTO3a MOHOXHAPAT. [IaUHEHTH ¢ peAKH HaceACTBEHH NPobIeMH Ha
rajJakTo3Ha HEMOHOCHMOCT, 00111 IaKTO3eH AeHLMT WIH rIII0KO30-ranakTo3Ha Manadcopdums He
TpsaOBa Ja MpHUeMaT TO3H MEAMKAMEHT.

Tosa nekapcTBo ChbABPXA Mo-Manko or 1 mmol HaTphii (23 mg) B Tabnerka , T.€. MOXE Aa C€ KaxKe, ye
MPaKTU4ECKH HE ChABPAKaE HATPHH.

4.5. BsammonelcTBHe ¢ APYIH JIEKapCTBEeHH NPOAYKTH H APYrH GOpPMH Ha B3aHMOAEeECTBHE

EdekT Ha €AHOBPEMEHHO NPHJIOKEHH JIEKAPCTBEHH 11 KTU BbPXY PO3YBACTATHH

Huxubumopu na mpaxcnopmsume npomeunu

PosyractaTiH € cyOCTpaT Ha HEKOM TPAHCIIOPTHH MPOTEHHH, BKIIOYHTEIHO YEPHOAPOOHHA BITEHK
tpaHcnoprep OATP1B1 u ednyke Tpancnoprepa BCRP. EnnospeMeHHOTO NpHNoKeHHe Ha
pPO3YBAaCTATHH C JIEKAPCTBEHH MPOAYKTH, KOUTO ¢a HHXHOUTOPH Ha T€3HM TPAHCIIOPTHH NPOTEHHH
MOJXKe Jia JOBeJe A0 NOBHIIABAHE Ha IU1a3MEHATa KOHLIEHTPAUHKA Ha pO3YBaCTATUH H MOBHLIEH PHCK OT
mMyomnatHs {Bx. ToukH 4.2, 4.4 u 4.5 Tabnuua 1).

L{uxnocnopun

[Tpu eAHOBpPEMEHHO MPHIOKEHHE HA PO3YBAaCTATHH H LIMKIOCNIOPHH, cTolHHOCTHTE 3a AUC Ha
PO3YBACTATHH Ca CPeIHO 7 MbTH NO-BHCOKH OT HabMoaBaHUTE Npy 34paBu A00poBoOIILH (BXK.
Tabnuua 1). Po3yBacTaTHH € NpOTUBONOKA3AaH NPH MALMEHTH, KOUTO €IHOBPEMEHHO NMPHEMAT
OMICTOCNOpHH (BXK. Touka 4.3). EnHoBpeMeHHOTO NMpiIoXKEHHE HAMa €(PEKT BbpXY IUTA3MEHHTE
KOHLIEHTPALIUH Ha LIMKJTOCTIOPHH.

Ipomeaznu urxubumopu
Bonnpeky 4e TOUHHAT MEXAHHU3BM Ha B3aHMOJECHCTBHE HE € U3BECTEH, €THOBPEMEHHOTO TIPHIOKEHHE
C MpOTea3eH HHXHOHTOP MOXE PA3KO Ja MOBHUIIHN eKCIIO3ULMATA HAa po3yBacTaTHH (BxK. Tabnuua 1).
Hanpumep, BbB apMAKOKHHETHYHO M3MUTBAHE, €AHOBPEMEHHOTO NpUIOKeHHe Ha 10 mg
PO3yBacTaTHH H KOMOWHHpaH IPOAYKT, ChCTOMILL Ce OT ABa NpoTea3sHu uHxuburopa (300 mg
atasaHasup/100 mg pUTOHABHp) NPH 3ApaBH JOOPOBOJILM, C€ aCOLMMpa C MPUOIHIMTETHO TPHKPATHO
H ceneMkpaTHo nosHinaBaHe Ha AUC H Cpax HAa pO3yBacTaTHH CHOTBETHO. EQHOBPEMEHHOTO
NPHJIOKEHHE HA PO3YBAaCcTaTHH H HAKOM KOMOHHALMK OT NpoTeasHH HHXHOHTOPH MOXe Ja ce
0OMMCIIH cJie] BHUMATETHO NpeLieHsIBaHe Ha KOpPeKLHUTE Ha J03aTa pO3yBacTATHH, Ha O
OYaKBAHOTO MOBHIIIEHHE B €KCNO3HLHATA HA pO3yBAacTaTHH (BXK. TOUkU 4.2,4.4 1 4.5 T

I'emcpubposun u opyzu namanreauwiu aunuoume npooyKmu

EnHOBpeMEHHOTO NPHIIOXKEHUE HA PO3YBACTaTUH H reMpHOpo3Ha BoAH A0 2-KpaTH
Cumax H AUC Ha posyBacrariH (BXK. Touka 4.4). Cniopea JaHHHTE OT NMPOYYBaHHUATA
B3aUMoelicTBHe, He ce 0YaKBa (PAPMAKOKHHETUHHO 3HAUKMO B3aUMOAEHCTBHE, HO




¢apmakogHaMU4HO B3auMonekcTere. I'emdubposun, henodpubpar, apyru pubparu u HamangaBaiy
NHMHANTE 4034 (> Wik paBHO Ha 1g/neH) HUallMH ( HHKOTHHOBA KMCE/IHHA) NOBHLIABAT PHCKA OT
MMOMNATHA, KOraTo ¢¢ npuiarar eaHospeMeHHo ¢ HHXxuOuTopH Ha HMG-CoA penykrasa, BeposSTHO
nopajy TOBa, Y€ MOTAaT Ja NpeAU3BHKAT NOABATA HA MUOMATHA NPH CAMOCTOATEIHO IIPHIIOKEHHE.
Tosara ot 40 mg e IPOTHBONOKA3aHa NPH €IHOBPEMEHHO H3MOoI3BaHe Ha pudparT (BK. TOUKH 4.3 U
4.4). Te3n nauyeHTH cblle TpAOBa Aa 3ano4HaT ¢ A03a OT J mg.

Ezemumub

EnnoBpemennoTo npuioxkenue Ha 10 mg posysacratuH u 10 mg e3etumud Boau 1o 1,2 0bTH
nopuiuaBaHe B AUC Ha po3yBacTaTHH NPH NaljHEeHTH ¢ xunepxonecreponemus (Bx. Tabnuua 1). He
MOXe, oDaue, a Oble H3KITIOUEHO PapMakOAHHAMHYHO B3aHMOAEACTBHUE, B CMUCHI HAa HeXKEJIaHH

NIeKapCTBEHU peakiiii (BX. TouKa 4.4).

Anmuayuou

EnHOBpEMEHHOTO NPHJIOKEHHE Ha PO3YBACTATHH M AHTHALIMHA CYCTICH3HS, ChAbPKalla aTyMHHHEBA
M MarHesdeBa OCHOBa, BOJHM 10 NOHWKEHHE HA TUIa3MCHHTE KOHLUEHTpallHi Ha PO3YBACTATHH C
nputnusurento 50%. To3u edexr ce HamansaBa NIpYU NPHICKEHHE HA aHTHALMAA 2 Yaca cliel
po3yBacTaTHH. KNHHUUHOTO 3HaYEHHE HA TOBA B3aUMOJAEHCTBHE HE € YCTAaHOBEHO.

Epumpomuyun

EnnoBpeMEHHOTO NPHIOKEHHE HA PO3YBACTATHH H EPHTPOMHLHH BOAH A0 20% NMOHMKEHHE Ha
crorHocTHTE Ha AUC 1 30% noHmwkeHne Ha Cmax 38 pO3yBacTaTUH. TORa B3aUMOACHCTBHE MOXKE 114 €
B pe3yNTaT Ha YCKOPEH MOTHIIHTET Ha YepBaTa, NPHYHHEH OT €PHTPOMMIIMH.

L{umoxpom P430 enzumu

PesynrateTe OT NpOyUYBaHHATA in Vitro W in vivo TIOKa3BaT, Ye po3yBacTaTHH HE € HHTO HHXUOUTOP,
HHATO MHAYKTOp Ha nutoxpoM P450 uzoeH3umu. OcBeH TOBa, po3yBacTaTHH € ¢i1ab cyOCcTpar 3a TesH
H30€eH3KHMH. Crie10BaTEHO JIEKAPCTBEHH B3aHMOACHCTBHA pe3yNTaT oT uHToXxpoM—P450 meaunpanus
MeTabonu3bM He ce ovyakBaT. He ca HabniopaBaHy KIMHHYHO 3HAYHMH B3aHMOJECHCTBHA MEXIY
po3yBacTaTHH H ¢urykoHason (mHxuburop Ha CYP2C9 n CYP3A4) nnu ketokoHa3o (HHXHOMTOp Ha
CYP2A6 u CYP3A4).

Tuxazpenop
Tukarpenop Moxe aa noeinuse 6pOpeyHaTa eKCKpeLHA Ha pO3yBaCTATHH, YBE/IHUABAlKH PHCKA 34
HATPYIIBAHE HA PO3YBACTaTHH. BBIIpEKH 4e TOUHHAT MEXAHHU3IBLM HE € H3BECTEH, B HAKOH Clly4aH

e/IHOBpeMEHHaTa ynoTpefa Ha THKarpejaop U po3yBacTaTHH BOJAH 4O HaMaisiBaHe Ha Ob0OpeuHaTa
¢YHKLHMA, NOBHULIEHO HUBO Ha KpearHHkuHaza (CK)u pabaomuonusa.

Bzaumodeticmeun, xoumo usuckeam Kopexyus Ha 003ama Ka pozysacmamun (8xc. cvwyo Tabauya 1)
Koraro e HeoOX0aHMO pO3YBACTATHH Aa € NMpHiara eAHORPEMEHHO C APYTH JICKAPCTBEHH IPOAYKTH,
38 KOMTO € H3BECTHO, Y€ MOBHIIIABAT €KCMO3HLIMATA Ha pO3yBacTATHH , A03aTa HA pO3YBacTaTUH
TpabBa fa ce KOpHrupa. 3ano4sa ce ¢ 103a pOo3yBacTAaTHH OT 5 Mg BEIHLXK AHEBHO, 4KO OYaKBAHOTO
nosuueHue Ha excno3uuuaTa (AUC) e npuOIN3KHTENIHO ABYKPATHO WIH NO-roiaMo. MakcumanHaTa
AHEBHA 1033 pO3YBAaCTATHH TpAOBa na 6bJe KopUrHpaHa Taka, 4e Aa HAMa BEPOATHOCT O4YAKBaHATA
eKCIO3HUMA Ha PO3YyBacTATHH Ja HAABMLUM Tazu Ha 40 mg AHEBHA [103a pO3YBacTaTHH npuerta be3
B32MMO/CHCTBAlIM NEKAPCTBEHH NPOAYKTH, HanpuMep Ao3a 20 mg po3yBacTaTHH ¢ rem¢pubposnn (1,9
ITLTH NOBHILEHHKE), H 1032 10 mg po3yBacraTHH B KOMOHHALIMA ¢ aTa3aHaBup/puroHaBup (3,1 meTH
NOBHLICHHKE).

Ako ce HabmopaaBa, 4ye nekapcTBeH npoaykT nosuwasa AUC Ha po3yBacTaTHH NO-MANKO OT 2 ITbTH,
HA4YaJ1HaTa 032 He TPAORa Ja c¢ HaMaiABa, HO TPsAOBa Ja ce MoAX0XIa ¢ BHUMAHHE, aKo J038Ta Ha
pO3yBacTaTHH ce nopullaea Haa 20 mg.

Tabnuua 1. Edekt Ha eAHOBPEMEHHO MPUJIAraH JICKAPCTBEH MPOAYKT BhPXY €KCIIO3
po3syBactaThH (AUC; B Hu3xoasil pea) ot myONHKYBaHH KIHHWYHU NPOY4BaHHA.

[

Tloprmabpane na AUC ua po3yBacTaTii 2 0bTH HJIH NOBeYe OT 2 BBLTH




 JX030B pe:XHEM HA B3IAHMOIEHCTBAIIOTO JIEKAPCTBO 0308 pexHM HA IIpomsana B
| pO3yBaCTATHH AUC Ha
PO3YBACTATHH™
Coocbysup/sBennataceup/Bokcunanpesup (400 mg-100 |10 mg ennokpatHa | 7,4 mbTH |
! mg-100 mg) + Bokcunanpeeup (100 mg) Beanbxk AHEBHO | 034
3a 15 AHH
!
| Huksocnopuu 75 mg aBa meTH AHEBHO Ao 200 mg nBa 10 mg BeaHBXK 7,1-nbTH 7
'TBTH Ha JieH, 6 Mecela aHesHo 10 gHM
Haponyramupa 600 mg nBa meTH Ha A€H, 5 AHH 5 mg, eaHOKpaTHa 5,2 mbTH 1
| [03a
Peropagenut 160 mg, Beaubx AHEBHO, 14 AHU 5 mg, enHOKpaTHAa 3,8 nuTH ©
| no3a
ArazaHaBup 300 mg/puronaeup 100 mg seaHLk AHEBHO, | 10 mg, eaHokparHa | 3,1-mvTH |
8 IHH no3a
. Pokcaaycrar 200 mg BCEKH BTOpPH ACH 10 mg, enHokpatHa |2,9-1pTH 1
no3a
 Beinaracerp 100 mg BeAHBXK JHEBHO 10 mg, enHokparHa |2,7 nbTH T
no3a
OmbGuracsup 25 mg/napuranpesdp 150 mg/ puroHaBup |5 mg, eQHOKpaTHa 2,6 nbTH T
100 mg Beansk nHeBHO / Aa3zabysup 400 mg 2 mbTH ao3a
nHeBHo, 14 nHU
| Tepudynomun He e HanHuecH 2,5 o’
I'pazonperup 200 mg/enbacenp 50 mg peanbxk aHeBHO, | 10 mg, enHokpatHa |2,3 mbTH §
11 ann 0o3a
'I'nexanpesup 400 mg/nubperraceup 120 mg BeaHbK 5 mg BeaAHBXK 2,2 nbTH 1
 THEBHO, 7 IHH IHEBHO, 7 AHH
:‘Honuﬂanup 400 mg/puronaeup 100 mg asa meTH Ha AeH, | 20 mg BeAHBX 2,1-mbTHT
17 nun NHEBHO, 7 OHH
i Kanmarunaud 400 mg apa mbTH Ha J€H 10 mg, enHokpaTtHa [ 2,]1-nbTH]
' no3a
{
Knonmaorpen 300 mg HaTopappalia 103a, nocaeasaHa ot | 20 mg, eaHokpatHa | 2,0 npTHT
|75 mg Ha 24 vyaca 1034
‘@ocramatHHu6 100 mg ABa TETH HA NEH 20 mg, eqHokpatHa | 2,0 mbTHT
| A03a
‘Tadamuauc 61 mg Apa meTH Ha AeH B AeH 1 u 2, 10 mg, enHokpatia |2,0 nbTHT
 IOC/IeIBaHO OT BEAHBXK JHCBHO B 1HH OT 3 10 9 no3a
‘Topumapaue aa AUC Ba po3yBacTarHH nNo-MaJKo0 oT 2 IbTH
' J1030B peXXHM HA B32aHMOACHCTBAIOTO JIEKAPCTBO J1030B pexXBEM Ha IIpoMsHa B
‘ pO3YBACTATHH

AUC Ha

| DedykcoctaT 120 mg BeAHBK AHEBHO

10 mg, eqHOKpaTHAa
I03a

Ii ['eMdrbpozun 600 mg apa bTH HA AeH, 7 JHM

80 mg, enHOKpaTHA
no3a




| EntpoMGonak 75 mg BeaHBxk AHEBHO, 5 AHH 10 mg, eaHokpatHa |1,6-mmeTH
A03a

-

Iapyuaeup 600 mg/puroHasup 100 mg aBa ne1H Ha fAeH, | 10 mg BeaHBXK 1,5-meTH 1

| 7 AHH JHEeBHO, 7 IHHU

|

 Tunpanasup 500 mg/puronasup 200 mg nsa nbTH Ha 10 mg, enHokpatia | 1,4-mbTH |

'AeH, 11 nHK 1033

I HpoxeaapoH 400 mg aBa NbTH Ha AeH He ¢ Hanu4yHa 1,4-bTH

iPI'1'pamﬂa:_at:u.u 200 mg BeAHDBXK AHEBHO 5 IHH 10 mg, ennokpatHa | **1,4-nbTH 1

| no3a

? Ezerumu® 10 mg peaHbxk AHEBHO, 14 nHH 10 mg, BeaAHBXK *¥*1,2-mbTH 1
AHEBHO, 14 nHHU

|
 IIonm:xaane Ha AUC Ha po3yBacTATHH

- Jlo30B pexHM HA B3AHMOAEHCTBAIMOTO JIEKAPCTBO J030B peXXHM HA IIpomsana B
| PO3YBACTATHH AUC na
, pPO3YBACTATHH™
E EpurpomuliyH 500 mg 4eTHPH IThTH HA 1cH, 7 THHU 80 mg, eaHokpatHa [20% |
no3a
BajikanyH 50 mg Tpu IbTH AHEBHO 14 1HK 20 mg, eaHokpatHa |[47% |
| a103a

[

* laHHHTE, NOCOYEHH KATO X-IbTH NPOMAHA MPEACTABAT IPOCTO ChOTHOLUIEHHE MEXIY
€IHOBpPEMEHHO NPHJIOKEHUE H NPUWIOKEHHE Ha PO3YBAaCTATHH CAMOCTOATENHO. JlaHHuTe ,
é HOCOYEHH KaTo % MpeacTaBAT MPOLEHTA Pa3iMKa OTHECEH Ha CAaMOCTONTEIHOTO NPUIOKEHHE Ha
po3yBacTtaTiH. [loBHIIEHHETO € NpencTaBeHo KaTo “1”, MOHHKEHHETO KaTo “|”,

**Hskonko npoy4uBaHHs 3a B3AUMOICHCTBUA Ca MPOBEAECHH C Pa3IHMHHA JO3HPOBKH PO3YBaCTaTHH,
 TabnuuaTa rnokassa Hai-3HAYMMOTO ChOTHOLLICHHE.
' AUC = ot nox Kpusara

Cneanure nekapcTBeHH NPOOYKTH KOMOWHALMH HE OKa3BaT 3HaYMMU edekTH BbpXy AUC Ha
PO3YBACTATHH MPU €THOBPEMEHHO NPHIOKEHHE:

anernurtazap 0,3 mg npunoxenue 3a 7 nHu, peHopubpar 67 mg 7 AHKU NMPHIOKEHUE TPH TBTH HA JEH,
¢mykonazon 200 mg 11 aun npwiokeHHe BeAHbX JHEBHO; dosamripeHasyp 700 mg/ puToHaBHp

100 mg 8 nHM npunoxkeHHe ABA ITLTH HA IeH; KeTokoHaso 200 mg 7 AHU NPUNOKEHHUE ABA NBTH HA
oeH, pudamniuH 450 mg 7 JHU NPUIOKEHHE BeAHBbXK AHEBHO, cumMMapHH 140 mg 5 n(HM nMpUioxXeHHe
TPH ITBTH Ha JeH.

Edext Ha po3yBacTaTHH BbPXY €AHOBPEMEHHO NPUEMAaHH JIEKAPCTBEHHN NPOIYKTH
Aumazonucmu na sumamur K

[Tono6uo Ha apyru nHxHOuTOopn Ha HMG-CoA peaykra3sara, 3allouBaHETO Ha JIEUEHHE HIH
THTPUPAHETO Ha J03aTa Ha pO3YBACTATHH NPHY NAaLMEHTH, JIEKYBAHH €JHOBPEMEHHO C AHTATOHHUCTH Ha
BuTaMiH K (Hanp. papdapud Wiu Apyr KyMapMHOB aHTHKOAryJIaHT) MOXe Aa JO0BEAE 0 NOBUIIABAHE
B International Normalised Ratio (INR). IIpekb¢BaHeTO Ha NEUEHHETO U/IM HAMAJISABAHETO HA J034aTa
ype3 THTPHPaHE MOXe Ja AoBeae Ao noHwkasaHe Ha INR. [Ipu noaobuu cutyausm ce npenopeuea
MoHuaTopupaHe Ha INR.

Ilepopantiu xonmpayenmuswxopMoHo3Iamecmeayya mepanus
EnHoBpeMeHHHAT MPHEM Ha pO3YBACTATHH M NEPOPANHH KOHTPAUENITHBY BOAH IO NOBHLMIRE
AUC Ha eTHHRHNIECTpaaHONa ¥ HoprecTpena ¢cboTBeTHO ¢ 26% H 34%. Te3n nosHiue /l ¥

HMBA TpAOBa Na OBJAAT B3€TH MPEABU, KOTaTO ¢€ ONPEACNAT JOZUTE Ha NEPOPATHUTE

Hsama dpapMaKkOKHHETUUYHH JaHHH 34 MALHCHTH, KOUTO NMPUEMAT €JHOBPEMEHHO PO3HE &
XOPMOHO3aMECTRALIA TEPAITMA H CCAOBATENHO NOA0OCH edeKT He Moxe Aa Obae H3kHe
@
\ @
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TOBA, Ta3¥ KOMOHHaLMa € OUNa IHPOKO MPUAAraHa OT KeHH B KIIMHWYHM U3NHTBAHHUA M e OUna nodpe
TOJIEpHpaHa.

U ICKAPCTBECHHU 1 KTH
Jucoxcun
B13 ocHOBa HAa AAHHHTE OT CMCUM(UYHH IIPOYUYBAHHA 38 H3C/EIBAHE Ha JICKAPCTBEHH
B3aMMOJEMCTBHA, HE C& OYAKBA KJIHHHYHO 3HAYMMO B3aHMOJCHCTBHE C IMMOKCHH.

Dy3u006a KUuCenuna

He ca npoBekaaly Mpoy4BaHUs 3a W3CNeBaHe Ha B3aHMOACHCTBHA ¢ pO3YBAaCTATHH H QYy3HIO0Ba
KHCEJIMHA. PHCKBLT OT MHONIATHA, BKNIOUYKTENHO padJOMHONN3a MOXKE 1A C¢ YBEJTHYH MPH
kOMOMHHpaHa Tepanus Ha Gy3ua0Ba KUCeIMHa 33 CHCTEMHO NPUI0XKeHHe H CTaTHHH. MeXaHH3MBT Ha
TOBA B3lauMozelicTBHe (nanH € dapMakoIHHAMHYEH WK (PapMaKOKMHETHYEH, HIIH U 1BaTa) € BCe OLle
HeussecTeH. IMa chro01eHns 3a ciryyad Ha pabaoMuonusa (BKIIOUHTENHO C JIeTajleH H3X0) NpH
NalUHEeHTH, KOWTO ¢a Ha Ta3H KOMOMHMpaHa Tepanus.

AKO e HaJIO’KMTENHAa CHCTEMHAaTa Tepanus Ha py3uIoBa KMCENHHA, JICYHEHHETO C pO3YBACTaTHH TpAOBa
a ce MPeYCTAaHOBH MNMpe3 LeKA NEpHo/ Ha eHeHHe Ha Py3HI0Ba KHCeNHHa. BibkTe cbilo Touka 4.4.

[leaMaTpyuHa Nomnyaauus
[IpoyuBaHHA 3a B3aUMOACHCTBHA ca NMPOBEXIAHH CaMO INMPH Bb3pacTHH. CTeneHra Ha

B3aMMOJIeHCTBHATA B ICAUATPHYHATA MOMYJallid He € U3BECTHA.
4.6 DepTHAHTET, OPEMEHHOCT H KbpMEHe

Po3yBacTaTHH € NPOTHBOIMOKA3aH MO BpeMe Ha OPEMEHHOCT H KbPMEHE (BX. TOuKa 4.3).
JKeHu pbB (pepTHIHA BB3pacT TPAOBA Ja M3MOJI3BAT IOAXOAAIIH KOHTPaLENTHBHHA MEPKH.

bpeMeHHOCT

Twii kKaTO XOnecTepoa M APYrd NPOAYKTH Ha XOAeCTeposioBaTa OHOCHHTE3A €A OT ChLUECTBEHO
3HAYEHHE 34 Pa3BUTHETO Ha (peTyca, NOTCHIMANHUAT pHCK OT noTHckaHe HAa HMG-CoA penykrasa
MpeBaJIMpa HaJ NMPOBEXJAHE Ha IeUeHHE N0 BpeMe Ha OpeMeHHOCT. [IpoyyBaHHsTa ¢ )KHBOTHH JaBat
OrpaHHY€HH 0KA3aTEJICTBA 33 PENPOAYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3). AKO MaluueHTKa
3abpeMeHee JOKAaTO M3MO/3Ba TO3H JIEKAPCTBEH MPOAYKT, JICUCHHETO TPAOBa Na Ob1e He3adaBHO
NpeyCTAHOBEHO.

JlakTauuaOrpaHuyeHH JaHHH OT MyOJAMKYBaHU JOKIaAH MTOKa3BaT, 4e po3yBacTaTUH MPHCHCTRA B
yOBCIIKATa KbpMa. PO3yBacTaTHH ce eKCKpeTHpa B KbpMaTa Ha rmbxose. [lopanu MexanusMa Ha
NefiCTBHE Ha pO3YBACTATHH ChIIECTBYBA MOTEHUKANIEH PHCK OT HEXKEJIaHH peakliHH NPH KbpMaveTo.
Po3yBacTaTHH € NPOTHUBOIIOKA3aH MO BPEME HA KBPMEHE.

OepTHanTeT
He ca n3gecTHH edexTH BbpXY PepTUIHTETA CNeA ynorpedaTa Ha po3yBacTaTHH.

4.7 Edexrn sbpxy conocobHocTTa 38 odupane H pabora ¢ MAINHHHA

Hama npoeeaeHy npoy4BaHhs 3a ePEeKTUTE BbPXY CcrocOOHOCTTA 3a 1o¢HpaHe U paboTa ¢ MaLlHHH.
Ha 6a3ara Ha dpapMakoJHHAMHYHUTE CBOKMCTBA, 00ade, MAIKO BEPOSTHO € PO3YBACTaTHH J1a MOBJIHAC
Ha Ta3m cnocodbHocer. Korato ce miodupa win paboru ¢ mamiuau, TpabBa qa ce UMa npeasui, 4e WMa
chOOLIEHHA 3a 3aMaiiBaHe MO BpEME Ha ICUYCHHE,

4.8 Hexenany JeKAPCTBeHH peaKIHH

IMPpEKPATHUIH YHYACTHETO CH NOPAJAH HEXKCIIAHH JIEKADCTBCHH PCAKIIHA.

Hexcenanure nekapeTBEHH PeaKIUH NNPEACTaBEHH B TabHueH BUA
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B13 0CHOBa HAa KITMHHYHH U3NMTBAHHUA W OOLUIMPEH MOCTMapKETHHIOB OIIMT, clie/BallaTa Tabimua
NPeACTABR HEXENAHH PEeaKLMM MPH PO3yBaCTaTHH. KIaCH(HLIHPaHH CTIOPEA YeCTOTaTa H CHCTEMHO-

OpraHHHA Kiac.

YecToTaTa Ha HeXKeJJAHHTE JIEKAPCTBEHH PEaKilMH ce onpeaens 1o ¢jieAHaTa KOHBEHLMA: HeCTH
(21/100 o <1/10), neuectu (=1/1 000 mo <1/100), peaku (=1/10 000 go <1/1 000), MHOro peaku
(<1/10 000), ¢ Hen3BecTHA 4eCTOTa (OT HAJIMYHUTE JaHHH HE MOXe Ja Oble HanpaBeHa OLEHKA).

Tabnuua 2. HexxenaHH NeKapCTBEHK peakUMH Bb3 OCHOBA Ha KIMHHYHH H3NTHTBAHHA U

NMNOCTMaApKETHHIOB OINNUT

MedDRA cHcTEMO-OpraiHH YecTOTA Hexe 1aBH JIeKAPCTECHD PEAKIHE
KJACOBE
Hapywenus Ha kpbpBTa ¥ inM¢HaTa | Peaxu TpombouMToneHus
CHCTEMA
Hapylwnenus Ha uMyHHaTa cucreMa | Penku Peakiimy Ha CBPBbX4YYBCTBHTEIHOCT,
BKIIOUUTENHO AHTHOEAEM
HapyiieHnst Ha eHIOKpHHHATA YectH 3axapeH auaber!
CUCTEMA
[TcvxnuHd HApYLIEHHA C HeuspectHa | Jenpecus
YeCTOTA
Hapywenus Ha HepBHaTa cuctema | Yectu I'nasobonue
3aMaiiBaHe
Muoro peaxu | I[lonvHeBponaTus
3aryba Ha namer
C uenssectHa | [lepudepha HeBponaTus

YECTOTAa

HapylueHus Ha ChHSA (BKNIOYHTEIHO
be3cbHHE H KOLUMApH), MHACTEHHA TPaBHC

HapylueHnus Ha ouure

C Heu3BecTHa

O4YHa MHACTCHHA

4EeCTOTA
PecrinpaTOpHH, FPbAHH H C Heu3BecTHa | Kauwuua
MEIHACTHHANHH HAPYLIEHHS 4eCTOTA Nncnues
CToMallHO-YpPEeBHH HapyLICHH HectH 3anek
["'anexHe
Cromalsa 60mnka
Peaxu ITaHkpeaTHT
C neunspecTHa | Juapus
4eCTOTA
XenaroOMIHAPHU HApYLICHUS Penxu [ToBuiieHU CTOMHOCTH Ha YEPHOAPOOHHTE
TpaHCaMHHa3H
MHoro peaku | JXbaTeHHua
XenaTurt
Hapymenus Ha koxkata H HeuecTun Copbex
NOIKOXKHATA THKAH Obpur
YpTHKapus
C HeuszBecTHa | Cunapom Ha Stevens-Johnson
YEeCTOTa JlekapCcTBEHA peakLHa ¢ €O3MHOGUIUS B
cucteMHU CUMNITOMH (DRESS)
HapyiueHus Ha MyCKYyJTHO- YectH Muanrus
CKENEeTHATa CHCTEMA H Penku Muonatua (BKIIOHMHTEITHO MHO3HUT)
ChECAHHHTENHATA ThKaH PabaoMHoONH3a
Jlynyc-nonobeH CHHAPOM
Pa3kbCBaHE Ha MYCKYJI
MHoro peaxks | ApTpajiris
C HeunzeectHa | HMyHOMequHpaHa HEKpOT
4ecToTa MHOMNAaTHA

YBpexaaHe Ha CYXOmHII
CJI0’KHEHO OT pasKbCBaH
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HapymeHus Ha 6u0permre 1 XeMarypus
IIMKOYHWTE NbTHLIA

HapyuieHus Ha MHoro peaku | I'mHekoMacTH#
BBL3NMPONU3BOAUTENHATA CHCTEMA H

OO0y HapyieHHsd U e(peKTH Ha YectH
MSACTOTO Ha NPUIOKEHHE C HeH3BecTHa
4eCTOTA

' YecToTaTa 3aBHCH OT HATTMYMHETO WIIM JIMIICATA HA PHCKOBM (PakTOpH (HMBO HA INIOKO3aTa HA IN1a/IHO
> 5,6 mmol/l, UTM> 30 kg/m? , noBHUIEHO HHBO HA TPHITIHLEPHIH, AHAMHE3A 32 XHUITCPTOHHS).

Kakro u npu octaHanuTe uHxubutopu Ha HMG-CoA peaykrasa, 4eCcToTaTa Ha HEXCENAaHHTE
JIEKapCTBEHH PEaKIHUH € ¢ TeHJAEHUHS KbM 3aBMCHMOCT OT J03aTa.

EdekTn Bbpxy 0bOpeLyTe

[IporenHypHs, YCTAaHOBEHA CBC CYXH Npobu U Hal-yecTo TyOynapHa 1o npousxof, ce Habawoaasa npu
NaluMeHTH NEKYBaHH ¢ po3yBacTaTHH. OTKJIOHEHUS B NMPOTEUHH B YPUHATA OT JIMIICBALIM MM CJIEAU A0
++ WM noBeye, ca HabnoaaBaHu npH <1% OT MalUEHTUTE B OTAETHU MOMEHTH M0 BpeME Ha
naeueHHeTo ¢ 10 u 20 mg, u npu npudaK3uTenHo 3% ot nauMeHTHTe JieKyBaHu ¢ 40 mg. Jleko
NOBHIUICHHE B TOBa OTKIOHEHHE (OT JIMNCBALNY UK CieAM J0 1) ce Habmoaasa npu no3a 20 mg. B
NOBEYETO CTy4YaH NMPOTCHHYPHATA CHAAA WK U34YE3BA CIIOHTAHHO MPH NIPOALIIKABAHE HA JIEYCHUETO.
[IperneabT HA AAHHH OT KIIHHHYHHK W3THTBAHHUA U NOCT-MAPKETUHIOBUAT OIUT KbM JIHELIHA JATa HE
Ca YCTAHOBHJIH NMPUYMHHHA BPb3Ka MEXAY MPOTEMHYPHATA H OCTPO WIKM nporpecupailo 6u6peuHo
3abonspane.

XemaTtypus ¢ HabmOgaBaHa NPH MalLMEHTH JIeKYBaHU ¢ PO3YBACTATHH, & KIMHUYHHTE AAHHH
[I0KA3BaT, Y€ TOBA SBJICHHE CE CPELLA PATKO.

Edexry BLpXY CkelleTHaTa MYCKYJIaTypa

EdekTH BEpXY CKeNleTHaTa MYCKYJIaTypa, KaTO MHANTHA, MHONATHsA (BKTIOYHTETHO MHO3HT) H PAIOKO
pabaoMnonuza ¢ WK 6e3 octpa 6pOpeuna HegocTaTPYHOCT ca HAOMIOAABAHH TIPH JIEKYBAHH C
pPO3yBACTATHH MAallWEHTH NPYU BCUUKH JO3H H Hai-Beve MpH 1034 >20 mg.

CeBbp3aHo ¢ no3ara noeuuieHue Ha HUBaTa Ha CK e HabnoaaBaHO NpH NALKMEHTH B3eMalllHd
pPO3YyBacTATHH, MOBEYETO OT CIYYAUTE Ca JICKH, ACHMIITOMATHYHHU U npexoaHU. Ako CK HuBaTa ca
3Ha4YHTeHO NoBHlIeHH (>3xULN), neueHnero Tpadea aa ce npeycTaHoBH (BX. Touka 4.4).

€KTH BbpPXY YepHUA Apob
Kakto u npu ocrananute HHxuburopr Ha HMG-CoA penykraza, CBbp3aHO ¢ 103aTa NOBHILIESHHE HA
HHBATA HAa TPAaHCAMUHA3UTE ¢ HAO/II0AaBaHO NPH MaThbK OpOi MALMEHTH B3¢MalllH PO3YBACTATHH;
NOBEYETO OT CAYHAHTE Ca JIEKH, aCUMITTOMATHYHH M MPEXOIHH.

Coo0illaBadu ca cieAHNTE CTPaHHYHH peakluH OpH ynotpebara Ha HAKOH CTATHHH
e (CekcyanHa gUCQYHKUMA
e OraenHH CIy4an Ha HHTEPCTHLHANHO OenoapodHo 3abongaBaHe, NO-CHCLMAIHO NMPH
NPOAB/DKHTEIHA Tepanud (BXx. Touka 4.4)

YecroraTa Ha chodiilapaHe Ha pabaoMHONN3a, cepHO3HK OBLOpEeYHH CHOUTHA H CEPHO3HH
yepHOAPOOHH CHOUTHA (BKIIOYBALLH OCHOBHO MOBHIUCHH Y€PHOAPOOHHN TpaHCaMHHA3H) € MO-BACOKA
npH go3a 40 mg.

[leguaTpu4Ha nonmyjanus |
[loruiiaBaHeTO HA HYBAaTa HA KpeaTUHKHHA3aTa > 10x ULN ¥ MyCckyiHH CHMIOTOMH c OHMPOBK?
WK NoBUIIEHA PU3HYECKA aKTUBHOCT ce HabmoaasaT no-4ecto npy 32-ceAMHYHO THe
MPOY4BaHE 3a ACLa W IOHOLLH, B CPAaBHEHHE C BB3pacThH (BXK. Touka 4.4). Ot apyra Jrifiut
Ha 6€30NaCHOCT Ha pO3yBaCTATHH NPH JEHA K FOHOIIH € CXO/IEH C TO3H MPH BL3PacTHIE

Ce——
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Crob11aBaRe Ha NOJO3HPAHH HEXKENAHH PeaKLIK
Cro01aBaHeTO Ha NOO3HPAHK HEXENNaHM peaklMH Clie]] pa3peilasaHe 3a ynorpeba Ha JieKapCTBECHHS

ApOAYKT € BaxkHo. ToBa Mo3eonsABa Aa NPOABIKA HabMI0JEHUETO Ha CHOTHOLIEHHETO MO3a/PHCK 34
JIEKapCTBEHHA NPOAYKT. OT MEIULIMHCKUTE CHISLHANMCTH C€ H3HCKBA 1a ChOOLIABAT BCAKA
IOAO3HpaHa HeXelaHa peakums upe3: U3nbiaHuTenHa areHuus no gekapersata ya. ., Jlamsau Fpyes” Ne
8, 1303 Codus, Ten.: +35 928903417, yebeaitr: www.bda.bg.

4.9 Ilpeno3mpane

Hama cneumduuHo neyeHue B cliydad Ha npeaosdpane. B cyyait Ha npefosnpaHe nauMeHTsT TpAOBa
na Objie 1eKyBaH CHMIITOMETH4YHO H Criopej HeoOXOoAMMOCTTa Ja C€ NMPWIAraT NOAAbPXKALlH MEPKH.
Tpabea aa ce Habmogapar yepHOApoOHaTa ¢pyHklMa ¥ HUBaTa Ha CK. Manko BepodTHo ¢
XeMOJHaNu3a a HMa GnaronpHaTeH egexT.

5. ®APMAKOJOIHMYHH CBOUCTBA
5.1 ®dapMaxkoaHHAMHYIHH CBOHCTBA

dapMmakoTepanerTHuYHa rpyna: Jlununo-Mmoauduumpaiuy areHTy, HHXuOUTOpH Ka HMG-CoA
peaykraza; ATC kox: C10AAQ7

HauuH Ha neHCTBUE
Po3yBacTaTH e ceNeKTHREH U KOHKYpeHTeH MHxudburop Ha HMG-CoA penykrasa, orpaHH4aBalliuaT

CKOPOCTTa €H3HM, KOITO NpeBpbila 3-XHAPOKCH-3-METHITIYTAPHI KOEH3HM A B MEBAJIOHAT,
npexypcop Ha xonectepon. OCHOBHOTO MACTO Ha JielicCTBHE HA PO3YBACTATHH € B YEPHHUA ApoD,
TapreTeH OpraH 3a HaMaJIABaHE Ha Xonecrepona.

Po3yBacTraTun noeumana 6pos Ha yepHoapoOHUTe LDL penierrropd BepXY KNETHYHATA [TIOBBPXHOCT,
yJIECHABA YCBOSBaHETO H pasrpaxaaHero Ha LDL, koiro noTyucka yepHoapobHara cuHTe3a Ha VLDL,
¢ KoeTo ce HamansnBa o0musa 6poi VLDL n LDL gactHum.

(dapMakoAUHAMUYHEH €(PEKTH

PosyBacrarun Hamanasa LDL-xonecrepona, o0wua xonecTepos U TPHIVIHUEPUANTE H [TOBHILIABA
HDL-xonecrepona. Toii nonmkasa 1 ApoB, nonHDL-C, VLDL-C, VLDL-TG n nosuinasa ApoA-1

(B>x. Tabnuua 3). PosyBacratud Hamanasa u LDL-C/HDL-C, obmus C/HDL-C u nonHDL-C/HDL-C,
KaKTO H OTHoLIeHHATa ApoB/ApoA-I.

Tabnuua 3: OtroBop Ha A03aTa NNPH NAaLMEHTH ¢ MbpBHYHA XUnepxosecreponaemus (Tun lla u IIb)
(KOpMrMpaHH CpeiHH NPOMEHH B NIPOLICHT CMNPAMO HAYaJIHOTO ChCTOAHHE)

Ho3a N LDL- O6m-C HDL- Tpur nonHDIL- ApoB ApoA-
C C qape C |
- : - — L
[Inauyebo 13 -7 -5 3 -3 -7 -3 0
5 17 45 -33 13 -35 -44 -38 4
10 17  -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 46 S
40 18 -63 -46 10 -28 -60 -54 0

TepanesTuyeH eeKT ce nOCTHra Ao 1 ceaMuLa ciiel] 3a1I04BaHe Ha JICHEHHETO, a 90% ot
MAKCHMAJIHHA OTTOBOP Ce NOCTHra 3a 2 ceAIMHMLM. MaKCHManeH OTroBop OOUKHOBEH
CeMHLIM M CleJl TOBA CE MOJbPKA.

Knunuuxa eduxacHoct v bezonacHocr
T | ;m PN

PosyBacTraTvH € edHKaceH NpH Bh3PaCTHH C XHIEPXOJCCTEPOJIEMUA, ChC H Oe3 ( =1
- il A TR PR Y | N
Cay T

XUNEPTPUTNIMLICPUAEMHUA, HE3aBHCHMO OT paca, NoJl WIH B3PacT H NpH cneunam-m\ IVOE KA
NaGeTHLIM WIH MALMEHTH ChC CEMEHHA XUTIEPXONECTEPOIEMHSL. A 3‘ .
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O6001meHUTe RAHHM OT KITHHUYHM M3nuTBaHua ¢a3a Il noxasear, ue posyBacTaTHH € epHUKaceH 3a
JeyeHue Ha noseveTo naureHTH ¢ TvN lla u lIb xunepxonecreponemus (cpeana usxoana LDL-C
okoJio 4,8 mmol/l) no npveTH B ykazaHHaTa Ha EBponeHcKara acouyanus 3a aTepocKkneposa
(European Atherosclerosis Society) (EAS; 1998) uenu; oxono 80% ot naumnenture nexysanu c 10 mg
aocrurar nenurte Ha EAS 3a niBa Ha LDL-C (<3 mmol/1).

B eano mamabHo npoyusade ¢ GOpCHpaHO TUTPUpaHE Ha 403aTa, 435 nauueHTa ¢ XeTEPO3UroTHa
dbaMWIHa xunepxonecteponeMus ca nekybaHu ¢ 20 mg no 80 mg posyractatiH. BCHYKH AO3HPOBKH
NMOKAa3BaT NOAOXKHTEJIEH PE3YJITAT BHPXY JAKRITMAHUTE [TIOKA3ATENIM H JICUCHHE OO NPHLEITHHTE
cToiiHocTH. Cnexn aoctyraHe Ha aAHeBHa no3a ot 40 mg (12 ceamuuHo JeyeHue), LDL-C Hamansea ¢
53%. 33% ot naumeHTHTe AocTHrar croiinocTy Ha LDL-C cnopen pukoBoacTBata Ha EAS

(<3 mmol/1).

B enHo 0TBOPEHO Npoy4BaHe ¢ POPCHPAHO TUTPUPAHE HA O03aTa [pH 42 NaLKeHTH (BKIIOYUTENHO 8
neAUaTPUYMHHK NALMEHTH ) C XOMO3HIOTHA CEMEHHA XUIEPXOIECTEPONEMHS Ca OLICHEHH 3a TEXHUA
oTTOBOP KM po3yBactardH 20-40 mg. B usanaTta nonmynauusa, cpeaHoTo noHwkeHue Ha LDL-C e 22%,.
B KIHHHYHH H3NKATBAHHUA ¢ OrpaHHuYeH Opoil NaLUeHTH, € A0KAa3aHO, Y€ PO3YBACTATHH UMA aJHTHBHA
(DOITLIIHUTENHA) €PUKACHOCT, H3Pa3AaBallla ¢ B [IOHIDKABAHE HA TPHIVIMLIEPHAKUTE, KOTATO C€ H3M0JI3Ba
B KoMOHHaums ¢ penodubpat u B noHMKkapaHe Ha HUBaTa Ha HDL-C, xoraTto ce n3nonsea p
KOMOMHALIMA ¢ HHALIMH (BXK. TOUKa 4.4).

B MHOrOLEHTPOBO, ABOHHO-CNIANO, IWiaueCo-KOHTpoiHpaHo KIHHU4YHO W3nutBade (METEQOR), 984
NaLUEHTH HA BB3pacT MexXay 45 v 70 rOauMHH ¥ ¢ MATBK PUCK 33 KOPOHApHA ChpjieuHa Oonect
(onpeneneH kato puck Ha Framingham <10% 3a nepuoa ot 10 roauHn), cve cpeana LDL-C or

4,0 mmol/l (154,5 mg/dl), Ho ¢bec cyOxnmuHnuHa aTepocknepo3a (YCTAHOBEHA C ONPEAENAHE HA
aebenrHaTa Ha kapoTnaHaTta HHTHMa /CIMT/) ca pangoMnsupaHu 3a Tpetupane ¢ 40 mg
pO3yBacTATHH €HH ITbT JHEBHO WIH IU1alle00 B NMPOABIDKEHHE HA 2 rOAMHH. Po3yBacTaTHH
3HAYHUTETHO 3a0aBs CKOpoCTTa Ha nporpecHpane Ha MakcumanHotro CIMT B 12 mecta Ha KapoTHaHaTa
aprepusd, B cpaBHeHHe ¢ mnauedo -0,0145 mm/roauHa [95% uuTepBan Ha aosepurenHocT -0,0196, -
0,0093; p<0,0001]. [IpoMaxara cnpaMo Ha4aHOTO ¢beToanue e -0,0014 mm/roauka (-0,12%/roanua
/HecUraHupHKaHTHO/) 3a pO3yBacTaTHH B CpaBHeHHe ¢ rporpecupade ot +0,0131 mm/roauna
(1,12%/roauna /p<0,0001/) 3a auedo. Ollle He € JeMOHCTPHpaHa AMPEKTHA Bpb3Ka MEXY
noHwxkeHueTo Ha CIMT u peayumpaHeTo Ha pucka OT ChpAeHHOCHAOBH crduTua. [lonynauusara
npoyudeHa B METEOR e Hucko-puckoBa 3a KOpoOHapHa cbpAeyHa O0/ecT U He NpeACTaBI/IsBa
TapreTHaTa nomnyjauus 3a posyBacratud 40 mg. [Jo3ara 40 mg TpabBa na ce npeanKucea caMo Ha
NaLUEHTH ¢ TEXKKa XHNEPXONECTEPOJIEMHUA [TPH BHCOK ChPACHHOCHAOB PHCK (BXK. TO4YKa 4.2).

B obocHoBkata 3a Ynorpeba Ha ctaTiHHM 3a [IbpBudHa npeseHuud: I1poyuBaHe, kacaello
HMHTEpBEHUHATA M oueHsaBallo posdyBacTtaTtuH (JUPITER), edexra or posyBacTaTHH BLpXyY NOSABATA HA
3HAYHUMH ATEPOCKIEPOTUYHH CHbPICUHO-ChAOBH HHLIUAEHTH € oueHeH 1py 17 802 Mbxe (> 50 roaHHu)
H xeHH (= 60 roonsn).

YyacTrHHLMTE B NpOYUBAHETO ca OUNM paHzomMHinpany Ha mwauedo (n=8901) nwnu posysacraTuH

20 mg BeaHBXK AHeBHO (n=8 901) M ca npocneneHu 3a cpegHa MPOABJLKHUTEIHOCT OT ABE FOAMHH.
Konuenrpauusata Ha LDL-xonecrepona e 6una HamaneHa ot 45% (p<0,001) npu nauuenture
npUeMaiy poO3yBacTaTHH B CpaBHEHHeE ¢ Mnauedo-rpynara.

B nepuoaa ciea cneuMalHy aHaJIM3K Ha MOArpyIna oT JIHLA ¢ BHCOKA CTENEH Ha pHcK, Framingham
peaynrat > 20% (1558 nuua), e AoknaABaHO 3HAUHTE/IHO HaMarndBaHe Ha KOMOMHMpaHaTa KpaHHa
TOUKA OT CbPACUHO-CHAOBA CMBPT, HHCYIT, MHOKapaAeH HHapkT (p=0,028) Ha neuenuneTo ¢
PO3YBACTATHH B CpaBHEHHE ¢ IUTaledo. ADCONKTHOTO HAMANIABaHE Ha pUcKa B cny4ail Ha 1000
nauHeHTH-roauHH € §,8. O6ara CMBPTHOCT € HENPOMEHEHA B Ta3H BUCOKO pHCKoBa rpyna (p=0,193)
B nepuopa ciel cneldaliHy aHATW3H Ha MIOATPYIa OT JIHLA ¢ BUCOKA CTeneH Ha pHcK (9302 obekra
06mo) ¢ u3xoauo SCORE puck > 3% (excTpanonMpadu aa ¢e BKIKYAT Haj 65 roguHA) HMalLle
3HAYMTEIHO HamalieHHe Ha KoOMOMHHpaHaTa KpaiHa TOuKa OT CbpACYHO-CHAOBA CMbPT, HH

AOCOJIIOTHOTO HAMAJICHUE Ha PUCKA B ciTyvauTe e 6una 5,1 Ha 1000 nauneHTo-ronu
CMBPTHOCT € HEMMPOMEHEHA B Ta3u BHCOKO pHckoBa rpyna (p=0,076).

B JUPITER npoyuBaHeto ¢ umano 6,6% nanueHTH Ha po3yRacTaTHH U 6,2% nnaly
KOHMTO ¢a NPCYCTAHOBWIH H3NOA3BAaHETO Ha M3MHTBAHOTO ICKAPCTBO MOPAAN HEX
Hait-uecTuTe HeXenaHu ChbOUTHA, KOUTO Ca AOBENH A0 NPEKpATABAHE HA JIEUSHHU
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(0,3% posysacTtathH, 0,2% mnauebo), abapomunanna 6onka (0,03% posyeacratu, 0,02% nnauebo) u
o6pus (0,02% posysacratus, 0,03% nnaue6o). Hal-uecTHTe HexenaHH ChOMTHA NIPH CKOPOCT T10-
roNsMa WIH paBHa Ha Muialebo ca: nHeKuMa Ha NukouHuTe NbTHLA {8,7% posysacTaThH, 8,6%
ruiane6o), HasodapuHreT (7,6% posyeacratuH, 7,2% mnauebo), 6onku B repda (7,6% posyBacTaruH,
6,9% nnawne6o) U Muanrua (7,6% posyBacrtaTus, 6,6% nnauebo).

[leanarpuyHa nomyianus
B ABoiiHO-CNANO0, paHAOMH3HPAHO, MHOTOLICHTPOBO, IU1aLle00-KOHTPOIMPAHO 12-CeAMHYHO

npoy4saHe (n=176,97 muxke U 79 xenu), nocneasano ot 40-ceamuuro (n=173, 96 mpxe u n=77
’KeHH) npoy4BaHe, naLueHTy Ha Bp3pacT 10-17 roaounn (Tanner ckana II-V, xeHuTe Hal-MaJIKo eqHa
rojiMHa ciejl MbPBa MEHCTPYALMA ) C XeTEePO3HTIOTHA PaMHIIHA XUINEPXOIECTECPONeMHs, NOTyyaBaiu
posysacTaTHH 5, 10 wiu 20 mg axeBHO Wwiu ruianebo 3a 12 cenMHLIM K Ciell TOBA BCHYKH NOTy4aBallH
posysacTaTHH 3a 40 cenmuiin. B npoyuBanero 30% ot naunentute ca 6unu 10-13 roaunu u 17%,
18%, 40% u 25% ca o6unu Tanner ckana I, 111, IV u V choTBeTHO.

LDL-C xonecrepona e 6un peayurpad 38,3%, 44,6% u 50,0% ot pozyBacrathH 5, 10 1 20 mg
CHOTBETHO, B CpaBHEHHE ¢ runaiebo.

B xpas Ha 40-ceamMuLia, OT OTKPHTO NPOY4YBaHe, € YCTAHOBEHO AO3HPaHE A0 MakCHMYM 20 mg BeHBXK
nHesHo, 70 ot 173 naumenTa (40,5%) ca nocturHanu HuBa Ha LDL-xonecrepona no-Manku or

2,8 mmol/l.

Cnen 52 ceAMHLH OT JIEUEHHE N0 BPEME HA KJIMHMYHO U3MHMTBAHE, HAMA €(DEKTH BbpPXY pacTex
(BucoumHa), Ternio, BMI (MHAeKC Ha TEECHOTO TEra0) Wi MOJIOBOTO Ch3psaBaHe (BXK. ToUKa 4.4).
Tosa npoyuraHe (n=176) He € NOAXOAALIO 3a CPpABHEHKE Ha PEAKHTE HEXKEJIaHH JIeKapCTBEHH
peaKkLum.

PosyBacTaTHH € NpoyuBaH CBINO B €AHO 2-rOAULIHO OTKPHTO IIPOYyUYBaHe C THTPHpaHe Ha 103aTa A0
kenaHata ao3a npu 198 aena ¢ xerepo3urorHa pamMuiHa XUNEPXoIecTeposlieMHs Ha Be3pact 6 ao 17
roaudu (88 MomueTa M 1 10 moMuueTa, craguii no Tanep <iI-V). HayanHara n03a npy BCHUKH
AAlMEHTH € 5 mg po3YBacTaTHH BEAHEXK AHEBHO. [Ipu nalueHTHTEe Ha BB3pacT 6 10 9 roguHu (n=64)
J03aTa MOXKE Ja ¢e TUTpHpa 10 MakcumasiHa fo3a 10 mg seaHbX AHEBHO, a NPK NALHEHTH Ha BH3pacT
10 no 17 roguun (n=134) no MakcumanHa no3a 20 mg BeAHBXK AHEBHO.

Cnen 24 meceua Ha neYEHHE ¢ pO3YBAcTaTHH, LS Ha cpeiHUA NMpOUECHT Ha HaManenue Ha LDL-C
CNPAMO M3XOAHATA CTOHHOCT € -43% (M3xoaHO HUBO: 236 mg/dl, mecen, 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeaHus npoleHT HamaneHue Ha LDL-C cnipsiMo u3xonHaTa CTOHHOCT € -
43% (u3xonHo HUBO: 234 mg/dl, meceu 24; 124 mg/dl), -45% (u3xonHo Hueo: 234 mg/mg, mecew 24:
124 mg/dl) u -35% (u3xoaHo HuBO: 241 mg/dl, mecen 24: 153 mg/dl) BbB BBE3pacToBUTE rpynH 6 Ao
<10, 10 go <14 u 14 no <18 ¢croTBETHO.

PosyBactatui 5 mg, 10 mg ¥ 20 mg nocTurat cblIO CTATHCTHYECKH 3HAYMMM CpeqHH NPOMEHH
CIIPAMO H3XOAHO HMBO 3a CJIEAHUTE BTOPHYHU NOKA3aTeNH Ha JJMNHAHH ¥ nunonporeuHuTe: 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.
Bcsaka oT T€3M IpOMEHH € B [TOCOKA Ha MOA0OPEH IMNHACH OTTOBOP H CE MOAALPKA B NPOAB/DKEHHE
HA 2 F'OAUHH.

He ce ycranoBsaBa edexT BbpXy pactexa, ternoro, UTM unu nonosoto chbipapane cien 24 Meceua Ha
neyeHHe (BK. Touka 4.4).

Po3yBacTaTHH e npoy4eH B paHAOMH3HPAHO, ABOHHOCATO, M1a1le00-KOHTPOJIHpaHO, MHOIOLIEHTPOBO,
KPbCTOCAHO NnpoyuBaHe ¢ Jo3a 20 mg BeAHBK AHEBHO cnipaMo Mnauedo npu 14 aena v 10HOILM (Ha
Bb3pacT OT 6 Ao 17 roguHH) ¢ XOMO3KWroTHa paMHiiIHa xunepxonecreposiemus. IlpoyusaHero BkmouBa
aKTHBHA 4-CeAMHYHA BCTHNMUTENHA ¢a3a Ha AHETA, 110 BPeME Ha KOATO NALMEHTHTE Ca JIEKYBaHH C
po3yBacTaTHH 10 mg, enHa KpberocaHa ¢asza, KOATO BKIOUBA NEPUO]] OT 6-CEAMHUYHO JICYEHHE C
pO3yBacTaTHH 20 mg npeALIECTBALIA WIMA NOCJIEABAHA OT 6-CEIMUYHO JIeYEHHE ¢ IU1anedo u
noaabpkauiata 12 ceamudna ¢asa, npe3 KoATO BCHYKH NALMEHTH Ca JIEKYBaHU C pO3yBaCcTaTHH
20 mg. [lauueHTUTE, KOUTO MOCTHMNBAT B MPOYYBAHETO HA Tepanug ¢ e3eTUMHO WiH adepeas ‘
MPOABL/DKABAT ICYEHHETO CH MPE3 LEJIHA NMEPHOA HAa IPOYUBaHETO. ?gfdr’\\mﬂ o,
CratucTuueckn curuudmkarTHo (p = 0,005) Hamaneiwe Ha LDL-C (22,3%, 85,4 ma/AlaSin e, 1z,
2,2 mmol/l) ce nabniogasa cien 6 CeAMHLH Ha JeUeHHe ¢ po3yBacTaTHH 20 mg B cf (N o i e
mnanebo. CraTucTHYeCKH 3HaYHMMH HamasieHHa B o0wua xonectepon C (20,1%, p 50803 f". JOL
(22,9%, p = 0,003), u ApoB (17,1%, p = 0,024) ca 6wiu Habmonasanu, [NoHnkarang % OLR A
HabmoaaBa Ha TpHraMuepuanTe, cvoTHomeHuaTa LDL-C/HDL-C, obums xonecrepiy €/HDLA
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nonHDL-C/HDL-C, u ApoB/ApoA-1 cnen 6 ceaMHLIM Ha NieueHHEe ¢ po3yBacTaTHH 20 mg B
cpaBHeHMe ¢ mnanedo. Hamanenuero Ha LDL-C cnen 6 ceaMuum Ha iedeHHe ¢ posyBactaTud 20 mg
MOC/EABaHO OT 6 ceIMMIIM HA JieueHHe ¢ r1anedo ce 3anassa B paMKHMTE Ha 12 ceAMUUHO
HETIPEKBCHATO JICYCHHE.

Enva nauMeHT e MMan no-HataTheliHO noHwkaeaHe Ha LDL-C (8,0%), O6m-C (6,7%) n ue-HDL-C
(7,4%) cnen 6 ceamuyHo aeueHue ¢ 40 mg cneq NOBUILABAHE Ha J03aTa.

[1o BpeMe Ha pa3lIMpPEeHO OTBOPEHO MpOYyUBAHE, IPH 9 OT Te3d NauKMeHTH Ha 20 mg po3yBacTaTHH 3a
He noeeue oT 90 cenmuiy, HamanasaHeTo Ha LDL-C ce 3ana3sa B pamMkuTe Ha -12,1% no -21,3%.
[Ipu 7-Te oueHsABaHH AeLa U IOHOLH (Ha Bb3pacT OT 8 o 17 roaAMHK) ¢ XOMO3UroTHa paMmunHa
XHNEPXOJECTEPONIEMHS OT OTBOPEHO TMPOYyUaBaHe ¢ POpCHpPaHO TUTPUPAHE (BX. TIO-TOpPE),
npoueHTHoTO noHKWxKeHHe Ha LDL-C (21,0%), obumsa-C (19,2%) u ne-HDL-C (21,0%) ot u3xoaHoTo
HHMBO cjie 6 CeAMHLH Ha JieueHHe ¢ po3ypacTtaTiH 20 mg e B CbOTBETCTBHUE C Te3M, HabNIORaBaHHU B
MOCOYEHOTO MO-rope MpoyuBaHe MpH JAela 4 HOIH ¢ XOMO3UroTHa (paMWIHa
XHNEPXONAECTEPONIEMHUAL.

EsponeiickaTa areHuus Mo NeKapcTeaTa oCBoO0KAaRa OT 38ABJUKCHHETO 328 NPEAOCTABAHE Ha
PE3YJITATHTE OT NPOYYBAHHATA C PO3YBACTATHH NP BCHUKH IIOArpYIH OT NEAHATPHUYHATA NOITYIALIMA
3a JICYEHHME Ha XOMO3UTOTHA (haMHITHA XHUIIEPXOIECTEPOJIEMHUA, ITBPBHYHO KOMOUMHHpPaHa (CMeceHa)
AUCAUMUAEMUS U 33 NPOQHIAKTHKA HA CHPACYHO-CBAOBH CHOMTHA {BXK. TOUKa 4.2 3a HHpOpMaLuA

OTHOCHO ynoTpeda B neaqHaTpusiTa).
5.2 PapMAKOKHHETHYHH CBOHCTBa

Abcopbuns
MakcHMaHH fJIa3MEHH KOHHEHTPALMH Ha PO3YBACTATHH CE MOCTUIraT MPUONUMIKUTENHO 3 Yaca cnel
epopaiHo npuioxeHHe. AbcomorHara GHoOHANHYHOCT € npubausurenno 20%.

Pasnpenenenue

Po3yBacTaTHH ce MOrTblya €KCTEH3IUBHO OT YEpHHUA Opob, KOATO € MBPBUYHOTO MACTO 3a CHHTE3 HA
xonecTtepoa ¥ u3uructeaHe Ha LDL-C. O6emMbT Ha pasnpezencHue Ha po3yBacTaTHH € MPHOIH3HTENTHO
134 1. Ilpubnusutendo 90% ot po3yBacTaTHH ¢ CBBP3BA ¢ IUTA3MEHHTE NIPOTEHHHU, OCHOBHO KbM

1O yMHH.

buorpancdopmanms

PosyBacTaTuH ce mogyara Ha orpanuden Metabonusem (npubnuzurento 10%). In vitro npoyuBaHHA
Ha MeTaboNMU3Ma ¢ H3MON3BAHE Ha YOBELIKH XeNAaTOLUTH MOKa3BaT, Y€ po3yBacTaTHH € cnab cyberpar
3a 6aszupanua Ha P450 metabonuszsm. CYP2C9 ¢ 0CHOBHURT yuacTBalll H30¢H3HM, KaTto 2C19, 3A4 u
2D6 ca BKJIIOYUECHHM B N0-MankKa cteneH. OCHOBHUTE WACHTHQHUKpaHU MeTabonuTH ca N-ae3MeTun u
nakToH Merabonuth. N-neametun metabonursT € ¢ npubansuTenHo 50% no-cnaba akTHBHOCT
OTKOJKOTO PO3yBaCTATHH, AOKATO NTAKTOHHaTa dopMa Ce cUMTA 32 KITMHUYHO HEAKTHBHA.,
PozyBacTaTuH AonprHaci 3a noseue ot 90% ot uuxuburopHarta akrusHocT Ha HMG-CoA peaykrasa

B LUPKYJIaLHATA.

EnuMHHMpaHe
[Tpubmusurenno 90% oT ao3aTa po3yBacTaTHH C€ €KCKPETUPA HENPOMEHEHA BLB (PeKAJIMUTE
(cnxeTodua ce ot abcopbupano U HeabcopbupaHo aKTHBHO BELLECTBO), a OCTAHANATA 4acT Ce
eKkcKpeTupa B ypuHaTa. [Ipubnusurenno 5% ce ekckpernpa HenpoMeHeHa B ypuHata. [LnazmeHuar
MOJIY->KHBOT Ha eIMMHHHUPaHE € NpUOau3uTenHO 19 uaca. [Tomy-xHBOTHT Ha eTMMHHHPAHE HE
HapacTBa NPU MO-BUCOKH A03H.  COMETPHUHHAT CpeAcH IUIa3MeH KITHPBHC € NPUOIH3HTETHO

50 nurpa/vac (koepuuMeHT Ha Bapuanua 21,7%). Kakro u npu ocraHanure uuxuburopn Ha HMG-
CoA peaykrasa, 4yepHOApOOHOTO YCBOABAHE HA PO3YBACTAaTHH BKIIOYBa MEMOpaHHHS TPAHCIIOPTHOP
OATP-C. To3u TpaHCOPTHOP € BaXKEeH 3a YePHOAPOOHOTO eNMMHHHPAHE Ha PO3YyBaCTATH

JIMHEHHOCT
CHCTEMHOTO BB3ICHCTBME Ha PO3YBACTATHH HApacTBa ¢ MOBUILABAHE HA N03aTA.

bapMaKOKHHETHYHHATE NMAapaMETPH CJI€] MHOTOKPAaTHHU AHECBHH A03M.

CrneuranHy nonynaury
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Bwe3pacm u non

HsaMa KNTHHHYHO 3HA4YHUM €(EeKT Ha NoJa H Bb3pacTTa BbpXY (PapMaKOKHHETHKATA HAa pO3YBacTaTHH
npH Bb3pacTHH. Excno3uuusaTa npH ela | I0OHOIIHW C XeTEPO3HroTHa paMHIHa
XHIEPXoecTepoNieMUA U3MJICIKIA CPABHMMA WM NO-HHUCKA OT Ta3H MPH BL3PACTHH C AHCITHITHAEMHA
(BK. ,.JlenuaTpuuHa nonmyjayusa’” no-gomy).

Paca

dDapMaKOKMHETHYHHUTE NPOYYBAHHA NOKA3BAT MPHOIH3IHTENIHO ABYKPATHO NOBHILIEHHE HA MeIHAHHATA
croliHocT Ha AUC H Cuax MPH HHAMBUIH C a3HATCKH NMPOU3XO0A (AMOHLM, KUTAKIH, QHIHITHHLA,
BHETHAMLIM U Kopeiflli) B cpaBHeHHe ¢ Oanara paca. [Ipn asmaTuM-uHaHiinH uMa 6nu3o 1,3-kpaTHo
HapacTBaHe Ha meJuanHaTa CTORHOCT Ha AUC M Cpax. [Tomynaunoner GpapMaKkoKHHETHYEH aHATH3
OKa3Ba, Y€ HAMA KJIMHHYHO 3HAYHMH PAaIMKH BbB (PapMakOKMHETHKAaTa MEXIY KaBKa3Kara M YepHa
pacH.

bvbpeyno yepexcoane

[Tpu npoyusaHe Ha KHHAHBHAHM ¢ pa3HOOOpa3zHO No cTeneH OBOPEYHO YBpEKAaHE, JieKaTa A0 YMEPEHa
O10peyHa 6onecT He NOKa3Ba BIHAHHE BbPXY IUIA3MEHHTE KOHLIEHTPALUH Ha pO3yBacTaTHH HWIH N-
gesmerin metabonura. MHouBHaM ¢ Texko 6u0peuno yepexaaHe (Clcr <30 ml/min) umar 3-xpaTHo
NOBHULIEHHE HA MJIa3MEHHTE KOHLIEHTPALUHH H 9-KpaTHO NOBHLIEHHE HA KOHUEHTPaLUHTe Ha N-
ne3MeTHa MeTaboJIMTa B CpaBHEHHE ChC 3ApaBHuTe 1006poBou. PABHOBECHHTE IUIa3MEHH
KOHLIEHTPALIHY Ha PO3YBACTATHH NPH HHAHBUIX HA XEMOAHaNu3a ca npuonusurenHo 50% no-BHCOKH
B CPAaBHEHHE ChC 30paBH JOOPOBOILIA.

Heproopobro yepesicoarne

B npoyuBaHe Ha HHAHBHJH ¢ PA3TH4YHA CTENEH HA YePHOAPOOHO YBpEKaaHe, HAMA NAHHH 32
yBeJH4YaBaHe Ha Bh3ICHCTBUETO HA PO3YyBacTaTHH NMpU HHOUBHAM ¢ olleHka no Child-Pugh ot 7 nnu
no-Hucka. J[sama, obaue, ¢ oueHka no Child-Pugh ot 8 n 9, noka3sart nosHileHo CUCTEMHO
Bb3ACHCTBHE ¢ Hal-MaNko 2-KpaTHO MOBHULIEeHHE B CPABHEHHE C HHAWBHAMTE C MTO-HUCKH OLICHKH M0
Child-Pugh. Hama onut ¢ uHausuau ¢ oueHku no Child-Pugh van 9.

I'enemuuen nonumoppuzvm

Mucnosuuuara Ha HMG-CoA peaykrazHuTe HHXHOUTOPH, BKITIIOUMTEIHO PO3YBACTATHH € CBBbP3aHa C
OATP1B1 u BCRP TpancnoprtHH npoterHH. [Ipy naumeHTH ¢ reHeTuueH nonuMop¢13sM Ha
SLCO1BI1 (OATP1B1) w/unu ABCG2 (BCRP) uma puck oT noBUilieHa eKCNO3IULMA Ha
po3yBacratuH. Unausuayanen nonumopguszsM Ha SLCOI1B1 ¢.521CC u ABCG2 ¢.421 AA e cBbp3aH
C MO-BHCOKa excno3uums Ha posyBactatH (AUC) B cpaBHeHHe ¢ reHotunosete SLCOIBI1 ¢.521TT
unu ABCG2 ¢.421CC. Tosu cneundpuryel reHOTUII HE C€ YCTAHOBABA B KIIMHHYHATA TIPAKTHKA, HO 34
MaLHEHTH, 3a KOHTO Ce 3Hae Ye UMAaT Te3d TUMOBE MOoJUMOp¢H3IbM, C€ NPENOpPbYBA NO-HUCKA JHEBHA
1033 pO3YBacTaTHH.

llecuampuuna nonyrayus:

JlBe hapMaKOKMHETHYHH MpOYUBaHUA C PO3YyBacTaTUH (NMpuiarad noz ¢opMaTa Ha Tab/IeTKH) NPH
neJUMaTPHYHH MaUKUEHTH C XETEPO3UroTHa GaMuiHa XUnepxoaecreponeMus Ha Bb3pact ot 10 no 17
wiH oT 6 10 17 rogunu (ob1o 214 naupeHTH) NoKa3Bar, Y€ €KCNo3HUMATa NPU NEAHATPUYHHTE
MalHEeHTH H3IJIeXKa CPaBHMMA MM MO-HUCKA OT Ta3H NMpH Bb3paCTHHU NauMeHTH. Excnosuimsara Ha
pO3YyBacTaTHH € OMiIa npeaBUAMMAa 10 OTHOLIEHHE Ha 103aTa H BPEMETO B MPOIB/DKCHHE Ha 2-
FOAMLLIECH TEPUOA.

53. Ilpeaxk/IHHRYHAM JAaHHH 332 0€30NACHOCT

[TpeaknMHHYHKTE JAHHH HE NMOKA3BAT CMICLIMAJICH PUCK 34 X0paTa Ha 0a3za Ha KOHBEHLIMOHALHY
M3MMTBaHKA 3a PapMaKoIorniHa 6€30MacHOCT, FeHOTOKCHYHOCT U KaHLEPOreHEH MoTe n’/
CneunduuHH TecTOBE 3a Bb3ReicTBHE BbpXY XEPI He ca oucHsaBanu. Hexxenauure pgagy

He ca HabmoaaBaHK B KTMHUYHK NPOYUBaHHs, HO ce HaGMIOAABAT NPH XKHBOTHU NpH/AKEY Ha %
EKCIO3HLMA, MOJOOHH Ha HUBATA Ha KIIMHHYHA €KCMO3ULHA Ca KAKTO ClieABa: NPH ndBiRds ‘
NPOY4BAHMS 32 TOKCUUHOCTTA XHCTONATONOrHYHHTE MPOMEHH Ha YePHU NPo0, KOHTY SPRQ 4

IbIDKAT Ha (papMaKOIOrHYHOTO AEHCTBHE HA PO3YBACTATHH e HAGNMIONABAT NMPH MUK TDYBX
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KaKTO M A0 MaJ1Ka CTEMEH ¢ NOCIEAHLM B *IThYHUA MEXYD MPH Ky4eTa, HO HE ¥ NPpH MaliMYHH. B
JOMMBJIHEHHE, TOKCHYHO Bb3JIEHCTBHE BBPXY TECTHCHTE € HaDMoJaBaHO NMpH MadMyHH H Ky4eTa, [IpH
NMO-BHCOKH N03H. TOKCHYHO BB3ACHCTBHE BBPXY PENPOAYKLUMATA IPH IUTBXOBE € A0Ka3aHO 1o

HaMaJIeH Opoii IUTbxyeTa B KOTUIOTO, peAYLIMPAHH TErO H MPEKUBAEMOCT Ha HOBOPOJAECHHTE
rbxuera. Tesu edekTi ca HabMOaaBaHU NPH TOKCHYHHU 203H 34 MaiKaTa H CHCTEMHH €KCIO3HLHH,

HaABUMILNABAIIM HAKONAKO ITbTH HUBOTO Ha TepanceBTHYHATA €KCIIO3HIUA.

6. PAPMAIIEBTHUYHHU JAHBHU
6.1 Chnacbk HA DOMOIHHTE BEIIECTBA

Anpo Ha TabnerkaTa

JlakTo3a MOHOXHAPAT

MHKpOKpUMCTAIHA LIETy103a
Kpockapmenosa HaTpui

Konouzaex 6e3soeH CHIHLIMEB JHOKCH]T
MarHe3ueB cTeapar

OUWIMOBO NOKPHTHE

Xunpomenoza 2910/5

Maxkporoa 6000

Turanos avokcua (E171)

Tank

Xenesen okcun, 4epseH (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox 52 rogaocT

2 FOANHH

6.4 Coennanns yc10BHS HA ChHXPaHEHHE
Jla ce cpxpanaBa noa 25°C B opUruHanHaTa OnaKkoRKka, 3a [ja c€ mpeanas3u OT CBET/IHHA U BJara.
6.5 Jladnnu 33 ONAKOBKATA

OPA/AVPVC/Al nnu PVC/PVDC//Al 6nucrepHa onakoBKa, Crbeallla € KapTOHEeHa KYTHA.

Pa3mep Ha onakoBkure: 28, 30, 84, 90, 98, 100 ¢punmupann tabnerka.
He BCHYKH BHAOBE OTIAKOBKH MOTAT Aa ObAaT MycHATH B npogaxoda.

6.6 CpenHalHH DpeANA3HH MEPKR OPH HIXBLPASHE H padoTa

Hsama cnelivaiHH U3HCKBaHMA.

7. INIPATEXATEJ HA PASPEINIEHHETO 3A YIIOTPEBA

Zentiva k.s.,
U kabelovny 130,
Dolni Mecholupy,

102 37 Prague 10,
Yewka penrybnunka
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8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20100143

9, JIATA HA IThPBO PA3PEINIABAHE/TIOJHOBABAHE HA PA3PEIIIEHHUETO 3A
YIIOTPEBA

JaTa Ha mbppBo paspewasade: 08 Mapr 2010
Jata Ha nocneaHo noaHoBsapaHe: 21.07.2015

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

16.10.2024 r.
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