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1. UME HA JIEKAPCTBEHHUA INNPOAYKT

Ponyuao 5 mg ¢puamupanu tadneTku
Ropuido 5 mg film-coated tablets
Ponyuno 10 mg ¢puamupanu tabsieTku
Ropuido 10 mg film-coated tablets
Ponyuao 20 mg ¢puamupanu tabierku
Ropuido 20 mg film-coated tablets
Ponyuno 40 mg ¢puamupanu tadnerku
Ropuido 40 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika punmupana tabnetka cbabpxka S mg, 10 mg, 20 mg winu 40 mg posyBacTtaTuH (rosuvastatin)
(KaTo po3yBacTaTUH Kaluuit (rosuvastatin calcium)).

[TomMOLIIHO BELIECTBO ¢ M3BECTHO JCNHCTBHE: JITAKTO3a MOHOXH/IpAT.

Bcska ¢punamupana tadnetka ot S mg cbabpxka 101,86 mg nakro3a MOHOXHAPAT.
Bcska ¢puamupana tabnetka ot 10 mg cvabpxka 96,79 mg nakro3a MOHOXHAPAT.
Besika puamupana tadbsietka ot 20 mg cbhabpxka 193,57 mg 1akto3a MOHOXHpAT.
Bcaka ¢punmupana tabnetka ot 40 mg cbabpxka 174,98 mg 1akto3a MOHOXHApAT.

3a M'bJIHUSA CITMCHK HA MOMOLIHUTE BELLECTBA BHKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunamupana TadsieTka.

Ponyuno 5 mg ¢puamupanu TabneTku: JKbJITH KPbIJK, ABOHHOU3IbKHAIW QUIMHPAHH TA0NETKH C
peaedHo obo3Hauenune ,,ROS™ Han ,,5* or eHara cTpaHa, ¢ aAMaMeTbp 7 mm.

Ponnyuno 10 mg ¢punmupanu tabneTku: po30BH KPbIJU, ABOMHOU3MbKHAIN (PUIMHPAHHU TAOIETKH C
penepHo obo3nauenune ,,ROS* Han ., 10" or ennara cTpaHa, ¢ AMaMeTbp 7 mm.

Ponyuno 20 mg ¢puimupanu TabneTku: po30BH KPbIJIK, ABOHHOU3MbKHAIN (QPUIMHPAHH TA0JIETKH C
penedHo obo3Hauenune ,,ROS™ nan .20 or ennara cTpaHa, ¢ AMaMmeTbp 9 mm.

Ponyuao 40 mg ¢pusiMupanu TabneTku: po30BH €JIMIICOBUAHH, ABOHHOMU3TbKHAIH (PHIIMHUPAHH
tabneTku ¢ penedHo odo3Hayenue ,,ROS™ or ennara ctpana v .40 ot apyrara, ¢ pazmepu 6,8 x 11,4
mm.

4. KJIUHUYHHU JAHHHU

4.1 TepaneBTHUYHH NOKA3ZAHHS

JleyeHue HA XHIIEePXOoJIeCcTePOoJIeMHS




Bb3pacTHH, IOHOIIH K A€LA Ha Bb3pacT 6 TONWHH WU MTOBEYE ¢ MbPBUUHHA XUNIEPX0aecTeponeMua
(tun lla BKIIOYUTENHO XETEPOIUTOTHE (paMUIHA XHIIEPXONECTEPONEMHUA ) U CMECEHA
aucnunugeMus (tumn IIb) karo gonbaHeHHEe KbM AMETATA, KOraTo Pe3yNTaThT OT AMETATA U APYTH
HehapMakoIoTHYHHM NeueHHs (Hanp. GU3NYECKH yNpaXKHEeHU, HAaMaABaHE HA TErNOTO) HE e
3a0BOJIUTENEH.

Bb3pacTHH, IOHOLIK M A€LA Ha BBL3PpacT 6 rOAUHU WK NMOBEYE ¢ XOMO3UTOTHA PaMIITHA
XHUNEPXOTECTEPONEMHS KATO JOITBIHEHHE KbM AUETATa H IPYTd JUTMAO-TTOHHXaBALLH TeUEHHS
(Hanp. LDL adepesa) UM KoraTo ToBa IEUEHUE HE € NOAXOAALIO.

[IpenoTBpaTABaHEe HA CHPACYHOCHLAOBH CLOUTHA

IlpeaoTBpaTsaiBaHe HA CEPUO3HH CHPACYHOCHAOBH CHOMTHSA NMPU NALIUEHTH, 32 KOHTO € YCTAHOBEH
BHCOK PHCK OT ITBPBO ChPACYHOCHA0BO ChOHTHE (BXK. TOUKA 3.1), KaTO AOMBIHEHUE KBM
KOPHIUPpaHeTO Ha APYIH PUCKOBH (PAKTOPH,

4.2 [10o3MpoOBKA B HAYUH HA MPUJIOKEHHE

[Ipean 3anousaHe HAa NeYEeHHUETO MAUMEHTBLT TPAORA Ja ObAe NOCTABEH HA CTaHAapTHA AMETA 33
[IOHHABAHE Ha XOJIECTEPONA, KOATO TpAdBA Aa NPOABIKH 110 BpeMe Ha neueHueTo. JJozara TpadBa pa
C€ ONpEAENH HHAUBHAYANHO B 3aBUCUMOCT OT LIeJITA Ha JICUSHUETO U MOBIHABAHETO HA MTALUEHTA,
KaTo CE M3MON3BAT ChBPEMEHHUTE HACOKH Ha KOHCEHCYCa.

Pomyugo Moxke na ce Mpujara no BCAKO BPEMe Ha eHs CbhC WK Be3 xpaHa.

H03HpOBKa

JleyeHHe HA XMTIEPXOJIECTEPOSCMHUS

[IpenopbuunTesHaTa Ha4anHa no3a € 5 uin 10 mg nepopanHo BeAHbXK AHEBHO, TIPU MALUEHTH, KOUTO
HE Ca IPUEMATH CTATUHH, WM NPH NMALHUEHTH, TpeMUHATU OT Apyr uxuburop Ha HMG-CoA
pedykrasara. [1pu u300pa Ha HauanHa 103a TpAORa Aa ce B3IEMAT NPEABH/ HUBOTO Ha X0JIECTEPO/a Ha
BCEKH OTICNEH NAUNEHT U OBbICIUUA ChPACHHOCLIOB PHCK, KAKTO M MOTCHLUMKAIHHSA PUCK OT HEXKENAHU
peakUUH (BxK. mo-10ay). [Ipy HeoOXoauMOCT no3aTa MOXKE a ¢€ KOPHUIrupa, KaTo ¢¢ NpeMUHE HA
CNEeABALLOTO N030B0 HUBO cleA 4 ceAMULM (BX. Touka 5.1). [Ipeasua noBulleHaTa UeCTOTa Ha
AOKNAABAHE HA HEXENaHU peakuud npd A03a oT 40 mg B cpaBHEHHE € MO-HUCKU A03H (BXK. TOUKa 4.8),
OKOHYATE/IHO TUTPHPaAHE A0 MakcUmManHaTa ao3a ot 40 mg tpadsa aa ce 0OMHUCIA CaMO [IPU NALMKEHTH
C TEXKa XHUIEPXONECTEPONEeMUA C BUCOK ChPACYHOCHA0B pUCK (0CO0EeHO npH Te3n ¢ paMUIHa
XUIEPXONECTEPONEMHU ), KOUTO LENTa Ha JieueHUeTo TpH 20 mg He Ce NOCTUTA U NPH KOUTO UIE CE
H3BBPILBA PYTUHHO NpOoCicadaBane (BxK. ToUka 4.4). Ilpu 3anodyBane Ha nedeHue ¢ no3a 40 mg ce
MpenopbYBa MOCTOAHHO HAONKOAEHUE HA MAUWEHTA OT CIEeLIHaUCT.,

[lpeaorepaTsiBaHe HA CHPAEYHOCHLAOBH CHLOUTHSA
B npoyusaHeTo BEpXY HaMalisIBaHe HA PUCKA OT ChPASYHOCHAOBH ChONTHA, U3M0/3BAHATA 1034 €

ouna 20 mg gHeBHO (BX. To4ka 3.1).

fleduampuuna nonyrayus
M3non3saHeTo B neadarpyuyuHara mnomyJ/alus TpadBa Aa ¢ce U3BbpPILLBA CaMO OT CNIELHANUCTH.

Heua v roHouu o1 6 a0 17 rogunu (etan <Il-V no Tanner)

XEeTEepo3UuroTHa PaMUIIHA XUIIEPXOIECTEPOIEMUS

[1py neua U rOHOWH ¢ XeTEPO3UTOTHA PaMUTHA XUIIEPXONECTEPOIeMHUA 00YaiiHATA HauYa/THa no3a ¢

5 mg AHEBHO.

- I1pn geua Ha BBb3pacT 0T 6 10 9 roAANHU ¢ XETEPOIUTOTHA GaMUITHA XHIIEPXOJIECTEPONEMUS
O0MYAHHUAT J030B AMANa3OH € J>-10 mg mepopanHo BeAHbX AHEBHO. be30onacHoCT
e(pMKacHOCTTA Ha J034 no-rojemMu oT 10 mg He ca npoy4YsaHy NpH Ta3H MONyna




* [lpu aeua wa pu3pact ot 10 20 17 roaHHH ¢ XETEPO3UroTHA PaMUIHA XHIEPXONECTEPONEMHUA
O0HUaHKBAT 1030B AWANa3oH € 5-20 mg nepopanHo BeAHbX AHEBHO. be3onacHocTTa U
e(PMKacHOCTTA Ha AO3M NO-rosieMHu ot 20 mg He ca NPOYUYBAHH [PH Ta3H NONYNaLMA.

YBenuueHHeTo Ha Ao3ara TpadBa 1a ce U3BbPILBA B 3aBUCHMOCT OT HHAHBHUAYATHHA OTrOBOpP K
NOHOCHMOCTTA NpP# MeANAaTPHUYHY NALHEHTH, KAKTO € MPenopbYyaHo OT NPENOPBLKHUTE 33 JIEYEHHE Ha
neua (Bxk. Touka 4.4). Jleuara v ioHomuTe TpadBa aa OvaaT NOCTaBEHU HA CTAHAAPTHA AHMETa 3a
MOHMKABAHE HA XOJIECTEPOJa NPEIH 3aM0YBaHe Ha JIEYEHHETO C pO3yBacTaTuH; Tasu a4cTa TpAdBa na
NMPOABIKK NO BpEeMe Ha NEYEHHETO ¢ pO3YBacTATHH.

XOMO3MroTHa hamMHIHa XHNIEPXONECTEPOIEMHA
[Ipu aeua Ha BB3pacT o1 6 A0 17 roAMHH ¢ XOMO3UIOTHa (haMHIIHA XHITEPXONECTEPONEMHUS

MPENnOPbUYUTENHATA MAKCHMaHa a03a € 20 mg BeAHbXK AHEBHO.

[lpenopbuBa ce HavanHa 1032 0T 5 40 10 mg BeAHDBX NHEBHO, B 3aBUCHMOCT OT BB3pacTTa, TErNOTO U
PEIULLHOTO H3MON3BAHE Ha CTATHHHU. YBEIUUYEHUETO 10 MaKCUMaHaTa 1034 0T 20 mg BEAHbXK
OHEBHO TpsOBA 1a ce U3BBPLIBA B 3aBUCUMOCT OT HHAHBHAYATHHS OTrOBOP M MOHOCHMOCTTA NMPH
neAHaTPHUHY NaLMEHTH, KAKTO € NPENOPBUAHO OT MPENOpPBKUTE 3a JIeHeHHE Ha Aela (BXK. Touka 4.4).
Jlenata n ©HowuTe TPAOBA 13 6bAAT NOCTABEHH HA CTAHAAPTHA AHETA 3a NOHWXKABAHE Ha
X0JeCTepona Npey 3ano4uBaHe HA JICYSHUETO C PO3YBacTaTHH; Ta3H AHETa TPADBA Aa NPOAB/IKH NO
BpEME HA TEYSCHUETO C PO3YBACTATHH.

OnUTLT ¢ ApPYTY 103M, pasnuuHy ot 20 mg, € orpaHWyeH Npu Taszu NMomynaums.

Tatnetkara oT 40 mg He e OAX0AALLA 32 U3NOJ3BAHE MNPU NECIHATPUUHH NALIMEHTH.

Heua noa 6-roaviliHa BL3pacT

BesonacHocTTa ¥ edprkacHOCTTa NpH ynotpeda npn AeUa Ha BB3PACT NOA 6 TOAHHH HE Ca NMPOYUYEHH.
ETo 3awo Ponyunno He ce npenopbusa 3a ynorpeba npH aeua Ha Bb3pacT nod 6 ronHu.

¥Ynorpeba npH NAlHEHTH B CTAPYECKA BhipacT
[Ipy naumeHTH > 70 roanHM ce NpPenopbuYBa HaYanHa Ao3a oT 5 mg (Bk. Touka 4.4). He e HeobxoaKumo

ApYro KOPpHrHpaHE HA 4034Ta BbB BPb3Ka € Bb3pacTTa.

Jo3HpoBKa NpH NAUHEHTH ¢ 0L0peuHa HeNOCTATHUYHOCT

He e HeoOxoauMa KOpEKUHA Ha 103aTa [IPH MAUHUEHTH € JIEKO A0 YMEPEHO ObOpeYHO yBpEKAAHE.
[IpenopbunMTENnHATa HAYATHA 4033 MIPH NALHEHTH ¢ yMepeHo 6BOpeuHe yBpeKaaHe € 5 mg
(kpeaTHHHHOB KNHpPBHC <60 ml/min). JJo3aTa o1 40 mg e npoTHBONOKa3aHa MpPH NAUKEHTH C YMEPEHO
O6u0peuHo yapexaaHe. HinonspaleTo Ha Ponyrao npy NALMERTH € TEXKKO OBOpEUHO yBpekaaHe e

NMPOTHUBONOKA3aHO 3a BCUUKK 03U (BX. TOUKH 4.3 1 5.2).

J03HMpoBKA NpH NALHEHTH ¢ YePHOAPODHO YRpEeKAAHE

He e HaOnt0aaBaHO YBEJIHYEHHE HA CUCTEMHATA EKCNO3ULIMSA Ha PO3YBACTATHH NPY NALUEHTH C
pe3ynTati oT 7 M no-uucku no ckanara Ha Child-Pugh. Ioeuiuena cucreMna ekcno3uuyva obaue e
HabnloaBaHa NpM NalKeHTy ¢ pe3ynTtati oT 8 u 9 no ckanara Ha Child-Pugh (Bx. Touka 5.2). [lpu
Te3W nauueHTH TpadBa oa ce MmMa NMpeABUI OLEHKATa Ha ObOpednara ¢pynkuus (8x. Touka 4.4). Hama
ONWT NPH NALMUEHTH C pe3ynTaTu Haa 9 no ckanara Ha Child-Pugh. Ponyuzao e npotusonokasaH npu
MALMEHTH ¢ AKTHBHO YepHOApoOHO 3abongBaHe (BXk. To4Ka 4.3).

Paca
[ToBUlIeHAa CHCTEMHA EKCITO3HLMA ¢ Ha0moAaBaHa NpY MAaLMEHTH OT a3HaTcKaTa paca (BXK. TOUKH 4.3,

4.4 u 5.2). [penopbuUTENHATA HAYANTHA 1034 3a NALUKMEHTH OT a3UATCKM Npou3xol e 5 mg. [lo3a ot
40 mg e NpOTHBOMNOKA3aHa NPH TE3H MMALIUEHTH.

['eHeTHUHH NOJHMOPPHIMH




[lokazaHo e, ye redorunorere SLCOIBI (OATPI1B1) ¢.521CC u ABCG2 (BCRP)c.421AA ca
CBLP3aHH ¢ NOBHINABAHE HAa €KCTIO3UIMATA HA PO3yBACTATHH. 3a MallHeHTHTE, 38 KOUTO € U3BECTHO, Ye
MMaT reHoTHnN ¢€.521CC unv ¢.421AA | ce npenopbysa NONOBHHATA OT obuyaliHaTa npenopbunTeHA
A033 M MakCHMa/lHA €HOKPAaTHA AHEBHa 103a oT 20 mg Ponyuno (B, Touku 4.4,45u5.2).

/l03HPOBKA RPH NALMEHTH ¢ NPeAPA3INONATALIH (GaKTOpH 3a pa3sBHTHE HA MHONATHS
[Ipenopbumrensara HauanHa no3a TPH HAUMEHTH € npepa3nonaratiy GakToOpH 3a pa3BHTHE Ha
MHONATHA € 5 mg (BX. TouKa 4.4).

Ipy HAKOW OT Te3H MALMEHTH 103aTa oT 40 Mg € MPOTHBOTIOKa3aHa (BXk. TouKa 4.3)

EaHoBpeMeHRHo nevenne

KOHLEHTpalKa Ha pO3yBaCTATHH NOPaaH B3aUMONEHCTRUA ¢ Te3u TPAHCMIOPTHH NMPOTEHHU (HAaIp.
LMKAOCTIOPHH H HAKOH NPOTEa3HH HHXHOHTOPH, BKITIOUHTETHO KOMOMHALMH OT PUTOHABHP ¢
aTa3aHaBHD, JIONHHABHP H/WJIH THIPAHABHD; BXK. TOUKH 4.4 Y 4.5). Korato e BE3MOHO, Tps6Ba aa ce
OOMHMCITH NPUNOKEHHETO Ha &ITCPHATHBHH JIEKAPCTBA, H, aKO € HeOOXOAUMO, J1a Ce MOMHCIH 32

Porryuno (. Touka 4.5)

Havun aa NPHAOKECHHE

3a nepopanHo npuiIoKEHHe.
4.3 IlporHBonoka3aHug

Porrynno e npotusonokasan:

- I1py MauMeHTH ¢BC CBPBLXUYBCTBHTETHOCT KBM AKTHBHOTO BEIHECTBO WK KBbM HAKOE OT
MOMOILHHTE BELIECTBA, H30POEHH B TouKa 6. 1.

- [Ipy nauneHTH ¢ aKTHBHO uepHOAPoOHO 3a60n9BaHEe, BRITIOUHTETHO HEYTOYHEHO,
[ICPCHCTHPALIO NOBUILIEHHE HA CEPYMHHUTE TPAHCAMUHA3H H BCAKO NIOBHLICHME Ha CepyMHara
TpaHCcaMKHa3a Hall 3 ITBTH Ha/l FOPHATA rPaHMLI HA HOPMATA (ULN).

— [1pu naunenTy ¢ Texmko 6u6peuHo yBpexaane (KpeaTHHHHOB KnupbHe <30 ml/min).

— I[IpH nauuenTH ¢ MHonarus.

— ITpu naumenTu npuemaiuy egHoBpeMeHHO cocbncﬁynpracnna'racnup/ﬂoKcmanpesup (BXK.
TO4YKa 4.5).

— [1py mauuenTH, npueMaim CAHOBPEMEHHO HUKIIOCIIOPHH,

—  Ilo Bpeme na GpemenHocT, kbpMeHe U [PH XKEHH ¢ NETEPOACH MOTEHLIHAA, KOWTO HE U3NOI3BAT
NMOAXOAALIY KOHTPALIETTUBHH MEPKH.

Ho3ata ot 40 mg e NPOTHBONOKA3aHA NIPH NALHEHTH ¢ npeapasnonaraly Gpakropu 3a pa3sBUTHE Ha
MHonaTus/pabnomMuonusa. Takusa pakTopr BKIIOYBAT:

— yMepeHo 6B6peuHo yBpexaaHe (KpeaTHHHHOB KNHPBHC <60 ml/min)

- XHIIOTHPECOUAN3BM

— EPCOHAIHA HTH PaMHUITHA aHAMHE3a 33 HAC/EACTREHK MYCKYJTHH 3a00198aHUS
— aHaMHE3a 33 MYCKYJTHa TOKCHYHOCT ¢ ApYT HHAykTop Ha HMG-CoA penyxTasara unu ¢pulpar
- 3noynotpeda ¢ ankoxon

- CHTYaLHH, ITPH KOHTO MOJXKE Ja B3HHKHE MOBHIIABAHE B IUTa3MEHUTE HURA
— NALHEeHTH OT a3UaTCKaTa paca

— CAHOBpeMEHHA ynoTpeba Ha ¢pubpatu.
(BX. Touku 4.4, 4.5 u 5.2)




4.4 ChneuHaJHH NpelynpexAeHHR H NPeAna3HH MepPKH npH ynorpeba

EdekTH BEpXY OBOpELINTE

[Tpu nauveHTH, nexkyBaHH ¢ BUCOKH 103u Ponyuao, no-cneunanto 40 mg, € HabaroaasaHa
NPOTEUHYPHS, YCTAHOBEHA MPH U3CAEABAHE C TECT-IEHTH, MPEAUMHO OT TyOyapeH NpOU3Xoa, H, B
MOBEYETO CIY4aH, C MPEX0aeH WK UHTEPMHTEHTEH XapakTep. [IpoTenHypusaTa He € 10Ka3aHa KaTo
NPOrHOCTHYHA 3a OCTPO WK nporpecuBHo 6106peuno 3abonspane (Bx. Touka 4.8). CrobuieHara
yecToTa HA CepHO3HU OBOPEYHN CBOUTHA B NOCT-MAPKETHHIOBHA NEPHON € NO-BHCOKA MPH 1034 OT
40 mg. Tpabea 1a ce oOMucau oucHka Ha 6LOpeuHara pyHKUHUS 11O BPEME HA PYTHHHO TIPOCAEAfBaHE
Ha MallMeHTHTE, NeKyBaHu ¢ A03a ot 40 mg.

EdekTy BBPXY CKENETHATA MYCKYJIATYPA
EdekTn BopXy CKENleTHATA MyCKYyJIaTypa, HanpdMep MHalrHsa, MHOTaT4a 4 psaako pabaoMHoNn3a, ca

cbo01ABaHYM NpH NALUEHTH, NEKYBaHH ¢ PONyHA0 ¢ BCHUYKH A03H M NO-CIIELHANHO ¢ 103K > 20 mg.
MHOro peaxy cayuad Ha pabaoMuonusa ca cbofliaBaHi Npyu ynotpedara Ha €3eTHMHO B KOMONHALKA
¢ uHxubutopn Ha HMG-CoA peayxTazata. QapmakoiMHaMHYHO B3aUMOAEACTBHE He MOXKe Na Obae
H3KnoueHo (Bx. Touka 4.5) ¥ TpAaGBa Ja ce BHUMaBa npy koMOHHHpaHaTa uMm ynorpeda. Kakto # npu
apyru unxubutopn Ha HMG-CoA peaykra3arta, cboblueHaTa 4eCToTa Ha CBbp3aHaTa ¢ Ponynao
pabroMUOIH3a B NOCT-MAapKeTHHroBara ynorpeba e no-sucoka npy no3a 40 mg.

Hiuvepsane na kpeamun Kunazama

Kpeatuu kunHazata (CK) He Tpsabea fa ce H3MepBa cnell PH3HYECKO HATOBAPBAHE MK MPH HAJIHYUETO
HA pyra BepofATHA NPHUYHHA 33 HEMHOTO YBENUUEHHE, KOETO MOXKE A 3aTPYAHH THJIKYBAHETO HA
pe3yaTtaThTe. Ako HHBaTa Ha CK ca 3HauYMTENHO NOBUIUEHH B HAYAIOTO (> 5 ITbTH ropHaTa rpaHdLa
Ha HOpMAaTa) HeoOXOAKMO € /12 C& U3BRLPILIBA U3CINEABAHE 3a NOTBbPXIaBaHE Ha Pe3yTaTa B paMKHTe
Ha 5—7 AHH. AKO MOBTOPHOTO M3CNieIBaHE NOTBbPAH H3X0AHOTO HUBO Ha CK >3 nbTH ropHaTa
rpaHivLa Ha HopMara, N1eueHreTo He Tpabea 1a ce 3anoyBsa.

TTpedu nevenuemao
Poriynno, kakto v npu apyri vuxubutopu Ha HMG-CoA peaykrasarta, TpaOBa Aa ce NPeATIHCBa C
MOBHLIEHO BHUMAHHE TIPH MALMEHTH ¢ nipeapasnonaraiy GakTopH 3a pasBUTHE Ha
mMuonaTtua/pabaomuonnza. Takusa pakTopy BKIHOYBAT!

OnOpeuHo yBpexkIaHe

XHITOTHPEONAHIBM

nmepcoHatHa Uiy GaMiuIHa aHaMHe3a 3a HaceACTBEHN MYCKYJIHH 3aboaaBaHns

aHAMHE3a 3a MYCKYJTHA TOKCHYHOCT ¢ apyr HHayktop Ha HMG-CoA penayxra3zata unu ¢pudpar

wWoynoTpeda ¢ ankoxon

Bb3pacT > 70 roaMHu

CHTYaUUH, MPH KOUTO MOXKE [a Bb3HHKHE MOBHIIABAHE B M1a3MEHHTE HHBA (BXK. TO4KHU 4.2, 4.5
H5.2)
. eAHOBpeMeHHa yroTpeda Ha pubpatu.

[Tpy TakMsa NaLKHEHTH PUCKBT OT JEUEHUETO TPAOBa Na Ce NpeLUeHH CNpAMO Bb3IMOXKHHUTE NOA3N H C€
NpenopbyYBa KIHEHYHO Npocneassade. Ako HuBata Ha CK ca 3HauMUTENHO MOBHINEHH (> 5 MbTH
ropHaTa rpaHyila Ha HopMaTa) NpH U3X0AHOTO HUBO, IEUEHUETO HE TpadBa aa 3anoysa.

[To epeme Ha nevenuemo
[MauuenTuTe TpaOBa na 6bAAT NOMONEHH Aa chobLuaBaT BeaHara HeobACHUMa MyCKy1Ha 00JIka,
c1ab0CT UK KpaMiK, 0Co0EHO aKo € CBBLP3aHO C HEPA3MOIOKEHNE WK NOBULIEHA TeMnepaTypa. [1pn
Te3u NalUMNEHTH TpaOBa na ce uamepaT Hueata Ha CK. JleuenneTo TpsadBa a2 ce npeyCTaHOBH, aKo
Hueata Ha CK ca 3HAaYHTENHO NOBHLIEHH (> 5 MbTH ropHara rpaHuia Ha HOpMaTa) WiH ako
MYCKYJTHHTE CHMNTOMH Ca TEXKH W NPUYUHABAT €XEAHEBEH NUCKOMPOpPT (10pPH H aKO HH .
ca <5 MbTH ropHarta rpaHyLIa Ha HOPMaTa). AKO CHMNTOMHTE OTIIYMAT H HHWBaTa Ha C ~
HOPMAJIM3HPAT, MOXe Ja ce 0OMHCIN MOBTOPHO BbBEXAaHe Ha POrtyHa0 WK anTepHaTy




uHxHOuTop Ha HMG-CoA peanykTa3ara npy Hal-HHWCKaTa n03a ¢ BHUMATEIHO NpoCcneasBaHe.
PyTunHo HabnoaeHKHe HA HYBaTa Ha CK npy acHMNTOMaTHYHU MALMEHTH HE € onpasaaHo. [1o Bpeme
HA WIHW Chel JISUERNE CbC CTATHHH, BKIIOUUTENTHO pO3yBAcTaTHH, MMa MHOTC pPEAKH CHO0ILEHHUS 33
HMYHHO-MeJnupaHa HexpoTusrpawa muonatusa (IMNM).

IMNM KJIMHUYHO C€ XapaKTepH3upa ¢ MPOKCHMAaNlHa MYCKYJIHA C1aboCT U MOBUILIEHH CEPYMHU HUBA
Ha KpeaTHUH KHHA3aTa, KOUTO NMPOABLXABaT Aa CbIIECTBYBAT BbNPEKH NPEKbCBAHE HA JIEHEHHETO CbC
CTaTHHM.

B HAkonko ciyyas ce cbo011aRa, 4€ CTaATHHUTE MHAYLHUpAT de nOvVO HAHK BIIOIHABAT BEUE
ChILECTBYBAIIlAa MHACTEHHA PABUC MNTK OYHA MHAcTEHNA (BXK. Touka 4.8). [IpunoxkenueTo Ha Ponynao
TpabBa Aa ce cnpe B cny4aid Ha BroLluaBaHe Ha cumntToMure. MMa cholluennsg 3a peunaus npH
(MOBTOPHO) NIpHJaraHe HA ChLUHA UK pa3/IHYEH CTAaTHH,

B xndHUYHM NpOYUYBaHKA IMNCBAT IaHHH 32 MOBULLEHH €PEKTH BbPXY CKENETHaTa MyCKyaaTypa npH
MaJTbK Opo# OT NAaUMEHTHTE, IeKyBaHH ¢ POITyrao v CbNbTCTBAWIQ NEUEHHE. Y BEIHUESHHE B 4eCTOTATA
Ha MHO3MT M MUoNaTua obaue ce HabmronaBa NpH NAUMEHTH, NPHEMALLY APYTH UHXHOUTOPH Ha
HMG-CoA penykTasara, 3a€AHO € TPOM3BOAHH Ha GUOpHUHOBATA KNCEIHHA, BKNIOYHTENHO
reMmpuOpo3 K, LHKNOCNOPHH, HUKOTHHOBA KMCENIHHA, a30JI0BH TPOTHBOILOHMYHU CPEACTBA,
npoTeasHd RHXUOUTOPH H MaKpPOIHAHK aHTHOHOTHIK. ['eM(PHOPO3IHN NoBHIIABA PUCKA OT MHOTIATHSA,
KOTaTo ce fipujiara eAHOBpeMeHHO ¢ HakoM HHxHOUTOopu Ha HMG-CoA peaykrasara. CnenoBarenHo
xoMOHHanuaTa Ha Ponyuao u rempubposun He ce npenopbusa. Ilonsara oT NO-HATATbLIHH
H3MEHEHUS B HUBATA Ha TMNHANTE OT KOMOMHHPAHOTO M3NOA3BaHe HA Ponyuao ¢ oundparu niu
HYaLKMH TpAOBA 1a OBbAe BHUMATENHO MPEUEHEHA CNPAMO MOTEHLHANHHUTE PHCKOBE OT TE3H
koMOuHauuu. Jlo3ata ot 40 mg € npoTHBONMOKa3aHa NpH €AHOBpEMEHHa ynoTpeba Ha puOpar (BiK.
TO4YKH 4.5 4 4.8).

Ponyuno He Tpa6Ba Ja ce npunara eAHOBPEMEHHO € GOPMYNUPOBKH Ha (y3uMA0BaTa KUCENIMHA ChC
CUCTEMHO JEHCTBHE WK B paAMKHTE Ha 7 IHU Cjied CNUpPaHe Ha JeHeHHeTo ¢ (y3uao8a KHceanna. [1pn
NALUEHTH, NPH KOUTO ynoTpedaTa Ha Qy3Ua0Ba KMCENHHA CbC CUCTEMHO AECHCTBHE CE€ CHMTA 3a
ChillECTBEHA, JIEYEHHETO ChC CTATUHU TPRAOBRA Aa ce NpeKpaTH 3a LAI0TO BPpEMETPAeHE HA IEHEHUETO ¢
py3nnosa kuceauHa. Uma cpobuienus 3a pabaoMuonnsa (BKIIHOUHTENHO CMBPTHH Ciiy4an) npu
NALMEHTH, NOJyYaBally KoMOHHaUKA OT Py3NOBA KHCENHHA W CcTaTUHH (BX. Touka 4.5). [TauneHTnte
TpadBa Aa 6bOAT CHBETBAHH A NOTbPCAT HE3a0ABHO MEAMUMHCKA MOMOILLL, aKo MOAY4YaT HAKAKBH
CHMIITOMH Ha MYCKYNIHA ciabocT, 60sKa WIH YYBCTBUTENHOCT. JIEYEHHETO ChC CTATHHH MOXE A4
Ob/€ MOBTOPHO BLBEAECHO CEAEM AHH CNel NocaeaHaTa no3a Py3HMaA0oBa KucesnHa. [1pu
M3KJIIOMHTENIHA 0OCTOATENCTBA, KOrato € HeoOX0AHMA MPOABRIKHATEIHA CHCTEMHA €KCIMO3HLIHA HA
by3naoBa KUCEAHHA, HANP. 33 NEYEHHE HA TEXKHA HHDEKLUHH, HEOOX0AMMOCTTA OT €AHOBPEMEHHO
npuiaraHe Ha Ponyuao v ¢y3uaosa kucennHa TpaOpa aa ce 0OMHCNA 332 BCEKH OTAENEH Cnyyal v nol
CTPOro MeIMHUHCKO HabnoaeHHeE.

Pormyuno He Tpa6Ba Ja €& N3MOJI3BA TIPH NAILUEHTH € OCTPO, TEXKO ChCTOSHKE, PEANOAAratlo
MHOIATHA HIIM MpeJpa3nonaraile KbM pasButie Ha 6bOpeuHa HEAOCTaTbYHOCT BCNEACTBUE Ha
pabaoMuonHn3a (HANP. CENCUC, XUNOTEH3HA, 3HAYUTENIHA ONEPAaTHBHA UHTEPBEHLINA, TPABMA, TCHKKH
MeTabOIMTHH, EHAOKPHHHH W €IEKTPOSUTHHA HAPYLUEHUSA, HNH HEKOHTPOIUPAHH I'bPHOBE).

TeXKH KOXKHU HEXENAHH PEaKUHH
[Tpu neueHue ¢ po3yBacTaTHH ce CbOO11ARA 33 TEXKKY KOXHH HEXeENaHH peakLUHH, BKIIOYBaIlIH
cuHpoM Ha Stevens Johnson (SJS) n nekapcTBeHa peakuus ¢ €03HHOPUANA B CHCTEMHH CUMNTOMH
(DRESS), xouTO MOXe€ 1a ca »XHMBOTO3acTpallaBallid UAH ¢ eTaied u3xoa. [1pu npeanucsaHeTo Ha
NeKapcTBEHHS NMPOAYKT NauUeHTUTe TpAOBa na 6baar uHGOpMHpaHH 3a NPU3HALKTE U CUMNITOMUTE
Ha TeXKY KOXKHH peakuHd W 1a ObaaT HabMoaaBaHy ¢ NOBULLIEHO BHUMAHHE. AKO C€ MOABAT
NPH3HALIKM M CAMNTOMH, NMOKA3aTeIHH 34 Ta3k PeaklMsa, NpUaoKeHneTo Ha Ponyuao tpadea
He3abaBHO Na ce NMPeyCTAHOBHU M Ja ce OOMUCNH AITEPHATUBHO JIEUEHHE,




AKO NALMEHTHT € Pa3BUA CEPHOIHA peakiliua, kaTo HanpuMep SJS unu DRESS npu ynorpebara Ha
Pormynao, neuenuneto ¢ Ponyuao He TpabBa HUKOra Aa c€ MOAHOBABA MIPH TO3H NALIMEHT.

EdexTH BbpXy uepHus Apod

KakTto v npu apyru uuxuburopu Ha HMG-CoA peaykrasara, Ponyuao Tpabsa na ce u3nossea ¢
AOBMLLIEHO BHUMAHUE MPH TALHKEHTH, KOUTO NPUEMAT NPEKOMEPHH KOJTUYECTRA AMKOX0N W/ UK KMaT
aHaMHe3a 3a yepHoApoOHO 3abonaBane.

[MpenopbUUTENHO € Ja C€ NpaBAT PYHKUMOHATHY YepHOAPOOHH H3CaeABAHUA NpeaU H 3 Meceua cnel
3alI04BAHE Ha JeueHueTo. Jleuenreto ¢ Ponyuao Tpadsa na ce npeycTaHOBH MIY J03aTa Aa e
HaMall, aKO HUBOTO Ha CEpYMHUTE TpaHCAaMMHA3K NpPeBULLIaBa 3 MbTH FOpHATa rpaHHlla Ha HOpMarTa.,
CpoblaBanara 4ecToTa 3a CEPHO3HHY YEPHOAPOOHH CHLOHTHA (CHCTOALUN €€ OCHOBHO OT NMOBHIICHHU
yepHOAPOOHHU TpaHCAMMHA3H) B NOCT-MAapKETHHIOBUA MEPHO € MO-BUCOKA NpH A03a 40 mg.

[Ipy MauyeHTH ¢ BTOPUUYHA XHNEPXONECTEPONEMUA, NPUYHHEHA OT XUIIOTHPEOUAN3IBM HIH
He(POTHUEH CHHAPOM, OCHOBHOTO 3abonaBaHe TpAOBa 112 Ce n1eKyBa fIpeaH 3ano4BaHe Ha IeUEHNE C

Ponywno.

Paca
PapMaAKOKUHETUUHH NMPOYYBAHUA NOKA3BAT YBEIUUEHHE HA CKCNIO3ULMATA NPH NALHCHTH OT

a3vaTCKaTa paca B CpaBHEHHeE C TMpeacTaBuTenuTe Ha 6anara paca (Bx. Toukn 4.2, 4.3 n 3.2).

[poTea3Hu HHXUOHUTOPY

ToBMilleHa CUCTEMHA eKCMO3MLUHA Ha pO3yBacTaTHH € HabI0aaBaHa MpH NALUKUEHTH, NONy4aBalln
N03YBACTATHH €HOBPEMEHHO C PasNHYHHU NPOTEa3HH HHXKONTOPH B KOMOHHALIHMA C PHTOHABHD.
TpaGra m1a ce UMAT NPeABH N10J13aTa OT NOHKABaHe HA JHITHAKTE YUpe3 u3nonisaHe Ha Ponynno npu
nauueHTH ¢ HIV, nonyuyasamu nporeazHd HHXHOMTOPH, U NOTEHUHANA 32 YBETMYABAHE Ha
IUIA3MEHMWTE KOHUEHTPAUUH Ha PO3YBACTaTHH NPH 3anovBaHe M yBenvuasaHe Ha 103aTa Ha Pomynao
MPH MAUKUEHTH, NEKYBAHM ¢ TIPOTEa3HH HHXKOUTOPH. EAHOBPEMEHHOTO H3N0JI3BAHE C HAKOH
NMPOTea3HH HHXHOUTOPH HE Ce NpenopbUBa, OCBEH ako 103aTa Ha Pomynao He ce kopurupa. (Bx.
Toukn 4.2 u 4.5).

JIaKTO3HA HETTOHOCUMOCT
[[auMenTH ¢ peaKHU HacheICTBEHY NpoldeMy Ha ralakTO3Ha HEMOHOCHMOCT, MbJICH AAaKTA3eH

Ae(UUHT UM TIHOKO30-ralakTo3Ha ManadcopOuusa He TpAOBa Aa MPHEMAT TOBA JIEKAPCTBO.

HutepcTuumanda 6enoapobHa donect
Enunauuan ciyyan Ha HHTepcTUUManHa Oenoapobra HonecTt ca choblueHy npu ynoTpeda Ha HAKOH

CTaTHHU, OCOOEHO NPH MPOALIHKUTENHO NeueHue (Bx. Touka 4.8). 3abonsiBaHeTo ce NpoABABa C
IUCITHESA, HEMPOIYKTUBHA KaULTMLA W BNOIIARAHE HA OOLMOTO 33PaBOCIOBHO ChCTOSHHE (YMOPA,
3ary0a Ha TerJIo M MOBHUIEHA TeMrepaTypa). AKO HMa CbMHEHHE 3a paiBHTHE HA HHTEPCTUHLIHAHA
benoapobHa GoJiecT, IEYEHUETO ChC CTATHHKW TPROBA Aa ce NpeyCTaHOBH.

3axapeH nnader
Hakou 1aHHY NMOKa3BaT, Y€ CTATHHHATE KATO KNAC MOBUILABAT KPbBHATA M1I0K03a H NIPH HAKOH
MALUEHTH, HITOKEHH HA BUCOK PHCK OT pa3BUTHE Ha AHA0OET, MOXKE Aa NOBEIE 4O HHBO Ha
XUNEPriKKeMHs, NPy KOETO € NMOAX0AA0 NPUNAraHeTo Ha NJeueHye 3a nuadet. Toln pHck obaue ce
KOMIIEHCHpa OT HaManABaHe Ha CbAOBHA PUCK MY NMpUEMaHe Ha CTaTHHM M 3aToBa He TpAOBa na Obae
MPHUYKHA 32 CNUpaHe HA ICUEHHETO CbC CTAaTUHMK, [TaUNEHTHTE, N310KEHH Ha PHUCK (130K03a Ha
rnaaHo $,6-6,9 mmol/l, U”TM >30 kg/m” N1OBKHLIEHO HUBO HA TPHUMIHLEPHAYM, XMNEPTOHHUA ), TpsbBa /12
ce NpoclieAsBaT KIUHUYHO H OMOXHMHUYHO ChIJIACHO HALIMOHATHHTE HACOKH.

B npoyusaueTo JUPITER cwobuiaranaTa obuia yecrora Ha 3axapeH anaber ¢ 2,8% npn po3yBacIaruH
H 2,3% npu naaue6o, Haii-Bedye nNpy nanueHTy ¢ rAKKo3a Ha raado 5,6-6,9 mmol/l.




lleayaTpyyHa nonynaius

OueHKaTa Ha JHHEeH pacTexX (BUcouKnHa), Terno, HTM (MHOeKC HA TenecHa Maca) H BTOPHYHH
XapaKTepHCTHKH Ha NMOJIOBOTO ch3paBaHe o Tanner npy neadaTpUUHH NMaUHEHTH OT 6- 0o |7-
roiullHa Bb3pacT, IPHEMALLK PO3YBAacTAaTHH, € OTPAaHHYEHA 0 NEPUHOA OT A8e roauHu. Cren ase
NOAWHHA HA JIEUEHHE B MPOYUBAHETO He ce Habmonara eQeKkT BbpXy pactexa, ternoro, HTM nau
fIONOBOTO Ch3PABAHE (BXK. To4ka 5.1).

B xnMHHUHO NpoyuBaHe HA Aela U IOHOLLHM, MONY4aBaillkd pO3YBAaCTATHH B fIPOABJKEHHE Ha 52
ceamuuy, nosdmieHye Ha CK > 10 mbTH ropHara rpaHHl@a BEa HOPMATA U MYCKYJIHM CUMITTOMH Clen
YIOPAXXHEHUA MM NOBULLIEHA (PHU3NUECKA AKTUBHOCT C€ HADMKAABAT MO-YECTO B CPABHEHME C
HaOnmoaeHHS B KNTHHUYHH MPOYYBAHHUA TIPH BB3PACTHH (BXK. TOUKa 4.8).

4.5 B3auMogeilcTBHE C APYIH JEKAPCTBEHH NPOAYKTH B APYrH GOpPMH HAa B3IAUMOJEHCTBHE

Bb3aeiicTBue Ha CAHOBPEMECHHO TIDUNOXKCHH JICKAPCTBCHH MNPOAYKTH BHPXY DO3YBACTATHH

HHXHOHTOpH Ha TPAHCNOPTHHTE NPOTEHHH: PO3yBacTaTuH € cyOCTpAaT 3a HAKOM TPAHCNOPTHH
MPOTEHHH, BKJIFOUMTENHO TPAHCTIOPTEpa Ha YepHOApoOHO 3axBawane OATPIBI1 u epaykcHus
TpaHcnoprep BCRP. EAHOBpeMEHHOTO NMPHUNOKEHHE HA PONTYHAO € TeKapCTBEHH NMPOAYKTH, KOHTO ca
HHXUOHTOPH HA TE3W TPAHCMOPTHH NMPOTEHHM, MOXE [1a OBERE A0 NOBUIUEHH [L1a3MEHH
KOHLUEHTPaLUMK Ha PO3YBACTATHH H NOBHIUEH pUcK OT MUonaTusa (Bx, Toukn 4,2, 4.4 u 4.5 Tadbnvoa 1).

Huxnocnopun: I1pH eAHOBPEMEHHO JiIeueHHUe ¢ PONyHI0 U IHKIOCNOPUH, cTodHOCTHTE H2 AUC Ha
PO3YBacTaTHH ¢a OMAK cpeaHo 7 MbTH NO-BHCOKH OT Te€3H, HabnraasaHy nNpu 35paBu J00pOBON LU
(k. Tabnuua 1). Ponyuao € mpoTHBOMOKa3aH NPH NAaLUHEHTH, NPUEMALLH €AHOBPEMEHHO
HMKAOCHOPHH (BXK. TOUKa 4.3). EAHOBPEMEHHOTO MPUIOKEHHE HE € MOBJIHANIC HA ILIA3MEHUTE
KOHUEHTPaLKH Ha LHKIOCNOPHH.

fTpomeasuu unxubumopu: BbOpeKH Y€ TOYHHAT MEXAHH3IbM Ha B3aUMOACHCTBUE € HEU3BECTEH,
eAHOBPEMEHHOTO NPHIOKEHHUE HA MPOTEA3eH HHXUOUTOP MOMXKE CUIIHO A4 YBENWYH €KCNIO3HLNAATA Ha
posyBacTaTvH (BX. Tabauua 1). Hanpumep BbB papMakOKHHETHYHO NMPOYYBaHE, €IHOBPEMEHHOTO
npungmxkenue Ha 10 mg po3yBacTaTUH M KOMOHMHUPAH MPOAYKT HA ABA NPOTea3HA MHXHOHUTOpa

(300 mg atazanasup/100 mg puToHaBHp) NpH 34paBHU L0OPOBOLHM € CBBP3BA C TPHOIUIHUTENHO TPH-
U CeNeMKpaTHO yBelHueHHUe cboTBETHO HA AUC # Cmax Ha posysacTtaTtHH. EaHoBpeMeHHaTa
yrnotpeba Ha Ponyuao # HAKOW KOMOMHAUMK HA poTea3HU HHXUOUTOPH MOXe a ce 0OCBaM ciie
BHHMAaTENHA NpPeLEHKa Ha KOPEKUMHTE Ha no3aTta Ha PonyHao Bb3 OCHOBA Ha 04AaKBAHOTO YBEIHUEHHE
Ha €KCMO3ULIMATA HA PO3YBACTATHH (BXK. TOUKH 4.2, 4.4 1 4.5 Tabaunua 1).

NeMPuOpo3INA H APYTH TMNKIONMOHHIKABALUK APOAYKTH: EAHOBPEMEHHOTO MPUNOKEHHE HA
Ponynao ¥ remppudpo3nn € J0BEN0 10 ABYKpaTHO yBeanueHue Ha Cmax u AUC Ha po3yBacTaTvH
(Bx. TOuka 4.4).

B13 0CHOBa Ha JaHHHUTE OT MPOYYBAHHSA HA CNEUHDHUYHU B3aUMOICHCTBUA, HE CE 0YaKBa 3HAYHMO
hapMaKOKMHETHYHO B3aUMOAECHCTBHE ¢ peHOGUOpAT, BLIIPEKH Y€ MOXKE Ja HACTbNU
dhapMakoAHHAMHYHO BiauMoaeicTere. I'eMpudpolun, derodudpar, apyru pudpati u
ARMUAOMOHUKABALIH A03M (> WIU paBHa HA | g//eH) HAa HHALMH (HHKOTUHOBA KMCEIUHA) YBENHYABAT
pHCKA OT MUONATHSA, KOTATO CE NTpHIAraT €1HoBpeMeHHO ¢ MHXHoUTOpH Ha HMG-CoA penykrasara,
BEPOATHO 3alL0TO MOTAT Ja Npeav3BUKAT MUONATHA, KOTaTO CE MpUAarar caMocToaTenHo. Jlo3arta ot
40 mg e npoTHBONOKAa3aHa Npu eaHOBpeMeHHa yrnioTpeba Ha pxOpaT (Bxk. Toukn 4.3 H 4.4). Tesu
MaUHEHTH CbLIO TPADOBA Aa 3alO4HAT ¢ 4032 OT 5 mg.

E3zeTumMn6: EnHoBpeMeHHOTO H3noa3saHe Ha 10 mg Ponynao v 10 mg ezeTumnd Boaun no
ysenndeHue ot 1,2 nut Ha AUC Ha po3yBacTaTUH NpU NauMERTH ¢ Xunepxonecreponemun (Tadbauua
1). He moxe na ce n3knwouy obaue ¢papmMakoIMHAMHUYHO B3auMoeicTeHE Mexay Ponyuno #
€3¢THMHO MO OTHOWEHHE HA HEXKENMAHHTE peakLMH (BX. Touka 4.4).




AHTHAUKAH: EAHOBpEMEHHOTO 103UpaHe HA POnyu/10 ¢ aHTHALMAHA CYCNEH3HA, CbAbpKalla
alyMMHHEB U MarHe3sueB XU/JIPOKCHI, BOAH 10 HAMa/IABAHE Ha Mja3MeHaTa KOHUEHTpaLus Ha
po3yBacTaThH ¢ npubansurenHo 50%. To3u edekt oTciiabBa, KOrato aHTHallM/L ce /1aBa 2 vaca cjie/l
Ponyuno. KIHHUYHOTO 3Ha4Y€HUE HA TOBA B3aUMOJAEHCTBUE HE € MPOYUBAHO.

Epurpomuuun: EnHoBpemennata ynorpeda Ha Ponyuio u epuTpOMHLIMH BOAM 10 HaMmasieHue ¢ 20%
Ha AUC u Hamanenue ¢ 30% Ha Cmax Ha po3yBactaTuH. ToBa B3aUMOJAEHCTBHE MOXKE 1A CE€ NbJIKH
Ha MOBUILIEH YPEBEH MOTHJIUTET, MPUUMUHEH OT EPHTPOMHLIHH.

EH3umu Ha cucTemaTa untoxpom P450: Pesynraru OT in vitro W in vivo Npoy4BaHus rnokassar, ue
pO3yBACTATUH HE € HUTO UHXUOUTOP, HUTO MHAYKTOP HAa uuTOXpom P450 u3oensumure. B
NOITbJIHEHUWE, PO3YBACTATHH € ¢1ab cyOcTpar 3a Te3u u3oeH3uMH. Ciie10BaTeIHO HE Ce OYaKBaT
JIEKapCTBEHM B3aUMOJIECTBUS, NPOU3THYALLK OT UMTOXpoM P450-meannpan metabonn3bm. He ca
Ha0M01aBaHH KJIMHHYHO 3HAYMMM B3aUMOJEHCTBUS MEXY pO3yBacTaTUH U (DIIyKOHA30J1 (HHXHOUTOP
Ha CYP2C9 u CYP3A4) unu ketokoHaszosa (MHxuoutop Ha CYP2A6 u CYP3A4).

Tuxkarpesop

Tukaprenop moxe aa nopiausie ObOpeyHara eKCKpeLMrs Ha po3yBacTaTHH, YBEJIHYaBAHKH PUCKA OT
KyMyJlMpaHe Ha po3yBacTaTUH. BbNpeku ye TOYHUAT MEXaHW3bM HE € U3BECTEH, B HAKOM CITy4yau

e AHOBPEMEHHOTO MPUJIOKEHUE HA TUKAPIeJ0p U po3yBacTaTUH BOJM /10 HaMaisiBaHe Ha ObOpeuHara

byHKums, nosuweHo HUBO Ha CPK 1 pabaomuonnsa.

B3aumoaeiicTBHsI, H3HCKBALIIH KOPHIHPaHe HA 103aTa HA PO3YBAaCTATHH (BK. ¢bino Tabanua 1):
Koraro € Heo0X01MMO €IHOBPEMEHHO MPUII0KEHUE HA PONyunao ¢ Ipyru JIEKapCTBEHH NMPOAYKTH, 3a
KOMTO Ce 3Hae, 4e yBeJIMyaBaT eKCMo3ULMUsATa Ha pO3yBacTaTuH, 103uTe Ha Pormyunao TpsdBa 1a Obaar
KOPHIrHpaHH. 3anoyHere ¢ 103a OT 5 mg Be/JHbLK AHEBHO Ha Pornyu10, ako 04aKBaHOTO YBE/IMYEHHE
Ha ekcnos3uuusaTa (AUC) e npubdAM3UTENHO 2-KpaTHO WJIM NO-BUCOKO. MakcumanHara JIHEBHA 103a Ha
Ponynao TpsidBa 1a ce KOpUrupa taka, 4e OuakBaHaTa €KCro3MLIMs Ha pO3yBaCcTaTHH /1a HE € BEPOSTHO
7a HAJABMILIM Ta3W Ha JHeBHaA n03a oT 40 mg Ha Ponywao, npuera 0e3 B3aUMOIEHCTBALLH JIEKAPCTBEHH
MPOAYKTH, Hanpumep ao03a ot 20 mg Ha Ponyuao ¢ rempudposun (1,9-kpatHo yBeMUeHHE) U /103a OT
10 mg Ha Ponyu10 B KOMOMHaUMsA ¢ pUTOHaABUp/aTasaHaBsup (3, |-KpaTHO yBeJIHUYEHHE).

Axo ce HaO/mo1aBa, ye JekapcTBeHUAT npoayKT nosuiuasa AUC Ha po3yBacTaTvH Mno-mMajiko ot 2
MbTH, HAYaJIHaTa 103a He TpsAbdBa na ce HamasgBa, HO TpsAOBa J1a ce MOAX0XkK/1a C BHUMaHHe, ako 103ara
Ha Ponyuao ce nosuiuu Haa 20 mg.

Tabanua 1 BausiHue HA eAHOBPEMEHHO NMPHJIATAHH JIEKAPCTBEHH NMPOAYKTH BbLPXY €KCNO3HUHUATA HA
posyBactaTuH (AUC; B HH3X0AS I pea MO CHJIA) OT NYOJIMKYBAaHH KJHHHYHH NPOYYBaAHHSA

[Mosumaane Ha AUC Ha po3yBacTAaTHH 2 NbTH HJIH NMOBeYe OT 2 MbTH

/1030B peKHM HAa B3aUMO/eHCTBALLOTO J1030B pe’KHM HA pO3yBacTaTHH Ilpomsina B AUC Ha
JIEKAPCTBO pO3yBacTATHH
CogocOyBup/BesinaracBUp/BOKCHIIATIPEBUP |0 mg, enHOKpaTHa 1032 7.4-xpaTtHO |

(400

mg-100 mg-100 mg) + BOKcHIanpeBup
(100 mg) BeaAHBbK AHEBHO 3a |5 AHM

[luknocnopun 75 mg BID no 200 mg BID, 6 10 mg O.D, 10 m‘-‘m-. o ??J-KpaTHn |
Mecela

ﬂﬁpﬁﬁwaﬁuﬂ 600 mg “BID, 5 ﬁHn ” 5 mg eiHOKpaTHa 103a -52 -KpaTHo 1
PempachHHG 160 mg OD, 14 nuwu S mg ﬂﬂHDI{p;T“ﬁﬂ .;-510.33;1 R IE,S—KPHTHU T.
..A.’I‘H'IIIHHHB”H[J“3[j.0..£ngfp-ﬁTﬁHaBHp 100 mg OD, 10 mg, eaHokpaTHa 103a 3.1-kparHo 1
8 n1HU

.PDHCHH)/CTHT 200 mg QOD 10 mg, enHOKpaTHa /103a




Ben ﬂaTﬂCBHp IOO mg OD 10 mg, earHoKpaTHa 103a 2,7-kpaTHO 1

OMOHUTacBUp 25 mgfnapmanpeaup 150 mgs 5 mg, eAHOKpaTHa 103a 2,6-kpaTHoO 1
Puronasup 100 mg OD/nacadysup 400 mg |
BID, 14 nuwu
Tepudaynommna HE € HAJIMYHO 2,5-kpatHo 1
“pazonpeup 200 mg/endacsup 50 mg OD, |0 mg, enHoKpaTHa 103a 2,3-KpaTtHo ]

| aHM |
“nekanpeBup 400mg/nudpentaceup 120 mg S mg OD, 7 auu 2,2-kpaTHo 1
OD, 7 nun
Jlonuunasup 400 mg/purtonasup 100 mg BID, 20 mg OD, 7 auu 2,1-kpatHo 1

7 IHM |
anMaTuHUo 40{]mg BID 10 mg. €/IHOKpaTHa /103a 2,1-kpatHo 1
{ﬂﬂnuﬂnrpm 300 mg HHTUHHpBB.LLIH 20 mg, e/IHOKpaTHa /103a 2-KparHo 1
nocjeasada ot 75 mg ciuen 24 yaca |
DocramatuHub 100 mg, 1Ba MbTH AHEBHO 20 mg, eaAHOKpaTHa /103a 2,0-kpaTtHo 1
fDeﬁyncmc*raT 120 mg 0[) 10 Mg, eIHOKpaTHa 103a [,9-kpaTHO 1
Tadbamuamnc 61 mg BID Ha nen | m 2 10 mg, eIHOKpaTHa 103a 2.0-kpatHoO ]
nocaeaBaHo ot OD HageH 3 U 9 ”
['em¢puOpo3un 600 mg BID, 7 nHu 80 mg, eHOKpaTHa /103a [,9-kpaTHO 1

l'lﬂBHuJHBaHE Ha AUC Ha po3yBacTaTHH N0-MAJIKO OT 2 IbTH
Jo3osB pE}I{HM Ha B?-HHMD,EIEHCTBHLI.IGTG J1030B peskHM Ha PO3YBACTATHH Tlpomsaina B AUC Ha
JIEKaApPCTBO pPO3yBACTATHH™
EﬂTpﬂMﬁunar 75 mg OD, 5 nuu |0 mg, enHoKparTHa 103a |,6-kpaTHO |
Hapynasup 600 mg/puronasup 100 mg BID, 7 10 mg OD, 7 num |.5-kparHo 1
JIHH
Tunpanasup 500 mg/puronaBup 200 mg BID, 10 mg, eanokparHa no3a |.4-kpaTHo 1
[l aHM
I[pouenapﬂn 4[}0 mg BID He e HanuuHoO [, 4-kpaTHO ]
Utpakonasor 200 mg oD, 5 JHM 10 mg, eanokpatHa 103a " 1.4-kpaTHo 1
Ezetumu6 10 mg OD, 14 nnu 10 mg OD, 14 auu ""1,2-kpartHo 1
[Monn:xkaBane Ha AUC Ha po3yBacTaTHH

/1030B peKHM HA B3aHMO/AEHCTBALLIOTO J1030B pe’kHM Ha pO3yBACTATHH [Ilpomsina B AUC na
/1IeKapcTBOo pPO3yBaCTATHH™
EpurpoMuumH 500 mg QID 7 1HH 80 mg, eAHOKpaTHa 103a 20% |
baiikanun 50 mg TID, 14 nuu 20 mg, enHOKparHa 103a 47% |

‘JlaHHUTE, NaeHH KaTO MPOMSIHA X-KPATHO, NPEACTaBISABAT NPOCTO ChOTHOLIEHHE HA €IHOBPEMEHHOTO M
CaMOCTOSITEJIHOTO NMPHJIOKEHHE HA po3yBacTaTuH. [laHHuTe, 1aneHu Kato % npomMsiHa, npeacrasissart % pasjivka B
CpaBHEHHE C pO3yBACTaTHH CAMOCTOATEIHO.

YBeanueHHeTo € nokasaHo ¢ .1, a HaMaJleHHeTo ¢ ,, )",

“TlpoBejieHH ca HAKOJIKO MPOYUYBaHHs 3a B3aMMOJIEHCTBHS NPH Pa3IMUHM J103H HA pO3yBacTaTHH, Tabauiara
[NoKasBa Hal-3HAYMMOTO CbOTHOLLUEHHE

AUC = nnout noa kpuBata; OD = Beaubx aHeBHo; BID = nsa nbtu auesHo: TID = tpu nbtu anesno; QID =
HETHPH IMbTH AHEBHO, QOD = npe3 AeH

Creanute ﬂEI{ElpCTBEHH npﬂ,uymm’ﬂ{}mﬁu HALLMK HEe OKa3BaT KIMHMYHO 3Ha4YuM edekt Bbpxy AUC Ha
pO3yBAacTaTHH IMPH €IHOBPEMEHHO MpHUJIOKeHHUE: AsersinTasap 0,3 mg NpUI0KEHHUE 3a Jar
Mdenodpubpar 67 mg 7 AHU NpUIIOKEHHe TPH MbTH AHeBHO: Dnykonazon 200 mg 11 g §eh




BeAHBX JHeBHO; PosamnpeHaBup 700 mg/puronasup 100 mg 8 aHu npunoxenue ABa NbTH AHERHO;
KetokoHazon 200 mg 7 IHH NIPUIOXKEHHE ABa IMETH AHEBHO; PHdamnuid 450 mg 7 auu npunoxeHue
BEAHBK AHEBHO;, CvutnMapiH 140 mg 5 nHU npunoxeHne Tpy NbTH JHEBHO.

BranelicTBHe HA PO3YBACTATHH BbPXY €IHOBPEMEHHO NPWIAraHH JEKAPCTBEHH MPOIYKTH

AHTAroHHCTH Ha BHTaMHH K: KaxTo u npn apyru unxuburopu Ha HMG-CoA penykrasara,
3alIOYBAHETO Ha JICUCHUE WIH NOBULIABAHE HA A03aTa HA POmyHao nNpu nauMeHTH, NeKyBaHH
€AHOBPEMEHHO C aHTArOHUCTH Ha BUTaMHUH K (Hanp. Bapdapus win apyT KyMapHHOB aHTHKOAryJIaHT)
MOXE Ja A0BeI¢ A0 YBEIHYAaBaHe Ha MEKAYHAPOIHOTO HOpManu3HpaHo ¢boTHOLIeHHe (INR).
[IpekbcBaHe Ha NeueHHETO WK HAMansBaHe Ha A03aTa Ha Pornynao Moske Aa foBsese 10 HaMasaBaHe
Ha INR. B TakuBa cutyauny € xenarento noaxoaaiuo MoHutopupate Ha INR.

Ilepopannn xouTpanentasu/xopmonosamecrama Tepanus (HRT): EanospemenHoTto
NpuioxxeHue Ha PormyMao W nepopanHu KOHTpaLeNTHBH BOAM A0 yBeanueHHe Ha AUC Ha eTHHUN
€CTPagHO U HOprecTpes CbOTBETHO ¢ 26% H 34%. Tesn noBHIUCHH nasMeHy HUBa TpabBa 1a ce
B3eMaT NPeABKA MpH KO3MPOBKATA Ha MEPOPATHH KOHTpAaHEeNTHBH. JIUncBar GapMakOKHHETHYHH
JNaHHH NPHY NaLUHEHTH, KOHTO npHeMat eaHospeMeHHO Porryuno u HRT, ¥ chenoearenno nogoben
e(heKT He MOXKE Ja Ce W3KTIOYH. Bbnpeks ToBa koMBHHALMATA € LIHPOKO M3MON3BAHA NPH JKEHH,
Y4acTBallH B KTHHHYHH NMPOYUYBAHHA, H Ce NnoHacH nobpe.

Jpyra ieKapcTBeHH NPOAYKTH:

JHrokcHH: B3 0CHOBa Ha JaHHHTE OT NMPOYy4YBaHHA 3a CrielMdHYHH B3aBMOIEHCTRHS, HE C& 04aKBa
KNTHHAYHO 3HAYMMO B3aHMOAEHCTBUE ¢ AUTOKCHH,

Dysunora kucenuna: [Ipoyysanus 3a p3anMoaeicTBHE Ha PO3yBACTATHH W (Y3HIOBA KHCEUHA He ca
MpoBeXaHU. PUCKBT OT MHONATHA, BKIFOUHTENHO pabaoMHONN3a, MOXE [a CE YBEIHUYH NIPH
€IHOBPEMEHHOTO NPHIOXKEHHE HA (PY3UI0BA KUCENHHA CBC CUCTEMHO JelCTBHE U CTATHHM.
MexaHH3MbT Ha TOBA B3aMMOAEHCTBHE (He3aBUCHUMO JaNH ¢ GapMakoAHHAMHYEH,
(hapMaKOKHHETHYEH H/IM M ABATAa) BCe olue He e u3BecTeH. MiMa chobiueHns 3a paboomMuonusa
(BK/IFOUMTEIHO CMBPTHH CIIYyYaH) NP MALKEHTH, MOAYYaBalld Ta3:H KOMOUHALKS.

AKO € He00X0AUMO NieYcHHE ¢ PY3HIOBA KHCENMHHA ChC CHCTEMHO AelCTBHE, IEUYEHHETO ¢ Ponmynno
TpAGBa Ja ¢ NPEYCTAHOBH 10 BPEME Ha NMPOABKIKHTENHOCTTA HA JIUEHHETO ¢ by3umoBa KMCEIHHA.
BuxTe cBINO TOYKA 4.4.

[eauarpuuna nonynauns: [Ipoyusatus Ha B3aMMOAEHCTBHATA Ca NPOBEMNAAHH CaMO IPH
Bb3pacTHH. CTeNeHTa Ha B3aUMOJeHCTBHE B NEAHaTPUYHATA MONYNALHNS HE € U3BECTHA.

4.6 DepTHARTET, OPpeMEHHOCT H KBpMeHe

Pommynzio € mpoTHBONOKA3aH MO BpeMe Ha GPEMEHHOCT H KbPMEHE.,
/KeHu ¢ aereponeH noTeHUHaN TpAOBa Aa H3N0A3BaT eeKTHBHA KOHTPALICTILIHAL.

bpemeHHoCT

I'bH KaTO XONECTEPONBT K APYTH NPOAYKTH Ha OHOCHHTE3A HA XOJIECTEPOI €A OT CHILECTBEHO
3Ha4CHHE 33 Pa3BHTHETO Ha TUIOAA, MOTEHLHANKHUAT pHCk OT WHXUOHpaHe Ha HMG-CoA penyxrazara
Ha/lBHILIABA NPEAHMCTBOTO Ha JIEYEHHETO IO BpeMe Ha OpemeHHOCT. [IpoyyBaHuaTa NPH >KMBOTHH ca
HEIOCTAaTbYHH MO OTHOLIEHHE HA PENPOAYKTHBHATA TOKCHUHOCT (BxX. Touka 5.3). AKO nmauueHTKa

3abpemeHee no Bpeme Ha ynorpebara Ha To3U NPOMYKT, JICUeHHETO TpAOBA na Obje npeycTaHOBEHO
He3abaBHO,

KbpMmeHe
OrpaHu4eHy AaHHK OT MyGJIMKYBaHH JOKIIaAW NOKA3BaT, e pO3yBacTATHH NPHCHCTH)
KbpMa. PodyBacTaTHH ce oTaeNs B MIAKOTO Ha IUTsXoBe. [lopaay MexaHu3Ma Ha Jief




Ponyuao, cbllleCTBYBa NOTEHUHAIEH PUCK OT HEKEJIaHW PeakLUuu npy Kbpmaiero. Ponyuio e
MPOTUBOIIOKA3aH M0 BpeMe Ha KbpPMEHE.

DepTuiiurer
Hsima u3BecTHH edekTH BbpXY pepTHiuTeTa ciea ynorpedara Ha po3yBacTaTHH.

4.7 EdexkTn BbpXy cnoco0HoOCTTA 3a WopupaHe H padoTa ¢ MALLIHHH

He ca npoBexjaHu npoy4BaHus 3a ycTaHoBsiBaHe Ha edekra Ha Ponyunao BbpXy cnocoOHOCTTA 32
wodupane u pabora ¢ malwiMHH. Bbaopeku ToBa, Bb3 OCHOBA Ha (papMAaKOJAWHAMHUYHHUTE CH CBOMCTBA,
Ponyuao e Majiko BEpOSITHO J1a NMOBAMsAe Ha Te3u cnocoOHoCTH. [1pu wodpupane unu padora ¢
MallKMHHK TpsAOBA Aa Ce B3eMe Mpe/IBU/, Ye M0 BPEME Ha JICYEHHETO MOJKE /1a Ce MOsAIBU CBETOBBPTENK.

4.8 Hexe1aHH JieKapCTBEHH peakuHH

HexenaHuTe JIeKapCTBEHU peakinu, Ha0101aBaHH NMPH po3yBacTaTHH, OOMKHOBEHO Ca JIEKH U
npexoaHu. B KOHTpOIUpAHU KIHHUYHHK NPOYYBAHUSA MO-MANKO OT 4% OT NaLMEHTHUTE, JIEKYBAHH C

PDH}/H,IID, Ca U3TEIJIEHH NOopaJan HEKCITAHH PCAKLIHH.

TabnuyeH CrMChbK HA HEKEJTAHUTE JIEKAPCTBEHHU pEeaKLIUH

Bb3 0CHOBA HA JAHHUTE OT KJIMHUYHHU NMPOYYBAHUSA U OOLLUMPHHUS MTOCT-MAPKETHHIOB OMMUT, B
cieaBallara tadsuua e npeAcTaBeH npo(HIbT Ha HEKEJIAHUTE peakUMH Ha pO3yBacTaTHH.
Hexenanure peakumu, M30poeHH 1o-a0J1y, ca rpynupaHm 1o 4ecTota 1 CHCTEMO-OpraHHH KjlacoBe

(SOC).

YecToTUTE HA HEXKEJIAHUTE JIEKAPCTBEHU PEaKLIMM Cca rPYINHPAHH CbIVIACHO CJie1HAaTA KOHBEHLIUS:
yecTd (o1 >1/100 oo <1/10); Hewectu (o1 =1/1000 g0 <1/100); peaku (ot =1/10 000 xo <1/1000):
MHOTro peaku (<1/10 000); ¢ Heu3BecTHA YyecTOTa (OT HAIMYHHTE A1aHHW HE MOXKe 1a Ob/e HanpaBeHa
OllEHKA).

Tadamua 2. Hexkennanu peakuuu Ha 0a3ara Ha JaHHH OT KJIMHHYHH NMPOYYBAHHSA H MOCT-
MAPKETHHIOBHS ONHT

Cucremo-opranen Yectn  Heuweern  Peakw Mmuoro peakn C HeH3BeCcTHa
KJ1ac | 4ecrToTa
Hapywenus na kppema TpoMOOUUTONEHHS
u Tumghnama cucmema
Hapywenus na Peakuuu Ha
UMYHHama cucmemd CBPbXYYBCTBHUTE!I-

HOCT,

BKJIFOUUTEHO

aHMHoe1eM
Hapywenus na 3axapeH
eHOOKpUHHama nnaber’
cucmema
[Tcuxuunu napyuenus Henpecus
Hapywenus na [ naBo- [lonuneBpo-  Ilepudepnara
HepeHama cucmema OosHe naTus 'HEBpOIaTHA

Buene 3aryba Ha Hapyuienus Ha

Ha CBAT namer ChHSI
| (BKJIKOYHUTEIIHO




Hapywenus na ovume

Pecnupamophu,
CPBOHU U
MeOUacCmuHatHu
HAPYULCHUA

3anek
[ aneHe
‘KopemHa

CmomauHo-4pesHu
HAPYULEH U

Xenamoobuwruapru
HapPYUuL eHUs

Hapywenus na
Koxcama u
NOOKONCHAMAa MvKaM

Hapywenus na
MYCKVIHO-CKelemuama
cucmema u
cheounHumenHama
MBKAH

Hapywenus na
OvOpeyume u
NUKOYHUME NbMUYa

Hapywenus na
6b3NpoOUIBOOUMeIHamada

cucmema u evbpoamada

Obwu Hapyuienus u AcTeHus
ehekmu Ha msicmomo

Hd RPUWITOANCEHUE

[Tpypuryc
O0puB

Yprukapus

Muanrus

[TankpeaTut

[loBHUILIEHH

CTOHUHOCTH HA
YEpHOAPOOHHUTE
TpaHcaMHHa3M

Muonartus

( BKJIKOYUHUTEJIHO
MHO3MT)
Pabnomuonusa
Jlynyc-nonobeH
CUHIPOM
Pa3zkbcBaHe Ha
MYCKYJIHTE

rpaBMC
OyHa MHACTEHUA

Kauuvua
JlucnHes

Jlnapus

XenaTrur

CHHApPOM Ha
Stevens-Johnson
JlekapcTBeHa
peakums ¢
€O3UHODHIIUA H
CUCTEMHH
CUMITTOMMH

(DRESS)

HapaHsiBaHe Ha
CYXO0XKHITHE,
TIOHsAKOra
YCIIOKHEHO OT
pasKbCcBaHe
MMyHOMeIMHpaHa
HEKpOTH3Mpalla
MHONATHS

Ap’rpﬁ_n U

EXEMHTypﬁH

T uHekomacTus

OTOK

' YecToTaTa 1€ 3aBUCH OT HAJTMUMETO WIIM JIMTICATA HA PUCKOBHU (pakTOpH (KPbBHA IJ1H0K03a HA IMaHO
> 5,6 mmol/l, UTM> 30 kg/m~, nOBHILIEHO HUBO HA TPUITIMLEPUANTE, AaHAMHE3A 32 XUTIEPTOHUA).

KakTo u npu npyru uHxubutopu Ha HMG-CoA peaykrasara, 4eCTOTaTa Ha HEKENAHUTE JIEKAPCTBEHH
peakuMu NnposiBsiBa TEHACHUHWs na Objie 3aBUCHUMa OT /103aTa.

EdexTn Bbpxy Ob0peunTe: IIpu nauneHTH, JIeKyBaHu ¢ Pornyuao, € HaO/1t01aBaHa npoTeuHypus,
yCTAHOBEHA C U3CJIe/IBAHE C TECT-JIEHTH U OCHOBHO € TyOyJapeH npousxona. B onpeneneHn MOMEHTH

oT neyeHueTo npu <1 % ot nauuenture Ha 10 u 20 mg, ¥ npu npudansuTesnHo 3% oT nauune




cneau A0 + . B noseueTo cnyyad NpoTeHHYPHUATA HAMANABa HAN U34€3BA CMOHTAHHO B X0/1a Ha
sgeveHneTo. [Tpernea Ha JAHHUTE OT KIHHHUYHH MPOYUYBAHUA U MOCT-MApKETHHIOBUA OMHUT A0 MOMEHTA
HE YCTAHOBABA MPHUHHHO-CNEACTBEHA BPBb3KA MEXKIY NPOTEHHYPHATA H OCTPO HITH NPOTPECHBHO
0BLOpeyHo 3abonasaHe.

XeMaTypus ¢ Ha0i0AaBaHa NPHU NaLKEHTH, NeKyBaHu ¢ Porynno, U AaHHUTE OT KNUHHYHKTE
NMpOYy4YBAHHS MOKA3BAT, Y€ N0ABATa € HHCKA.

EdexTn BRpXY cKeleTHATA MYCKYNAaTYpa: E¢exTH BbpXY CKeNeTHaTa MYCKYJlaTypa, HarpuMmep
MHAIMUA, MHOTIATHA ( BIJTFOUHTENHO MUO3UT) U Mo-paako pabaomuonnsa cbe MK 6e3 ocTpa 6BOpeuHa
HEIOCTATHYHOCT, Ca ChOOLIABAHHN MPHU NAUMEHTH, NEKYBaHH ¢ PONynao ¢ BCHUKH J03H H NO-
cneuUanto ¢ o34 > 20 mg.

CBBP32HO ¢ 103UPOBKATA YBENHUEHKE HA HUBaTa Ha CK e HabmoaasaHo NpH NauHEHTH, NpHEMALIH
PO3YBACTATHH; MO-TOJAMaTa YacT OT CNyYauTe Ca ek, aCUMITOMATUYHH U NIPEXOAHN. AKO HHBOTO
Ha CK ce noBuiuM (>5 nbTH ropHara rpaiydla Ha HOpMaTa), TIe4eHUeTo TpsabBa Ja ce NPeyCTAHOBU
(Bxk. ToOuka 4.4).

EdexT BLpXy uepHus apob: Kakto u npu apyru nHxnoutopu Ha HMG-CoA peaykrasara,
CBbLP3aHO ¢ 103aTa YBENHUYEHHE Ha TpaHCaMHHa3HTe ce Habnoaasa npu MansK 6poi RAUMEHTH,
NpHEMALIH PO3YBACTaTHH; MO-TOJIAMATA YACT OT CAYUYAMTE €A JIEKH, aCHMNTOMATHYHH H NPEXOAHH.
CleJHUTE HEXENaHK PEAKUHMH €A CHODLLIEHNA TPH HAKOH CTATHHM!

. CexcyaniHa auchpyHKUHS.

. EavHHYBM chyuad Ha HHTEpcTHUHANHA 6enoapobna fonect, ocobeHo NPH MPOABLIIKUTENHO
neyeHue (BxK, Touka 4.4).

CboOllaBaHiTe YeCTOTH 3a pabaoMuonn3a, cepuozHn 6bOpeuHn cbOUTHA 1 CepUO3HU YepHOAPOOHH
chONTHA (CHCTOSLIM C& OCHOBHO OT MOBUILEHH YEPHOAPOOHU TpaHCAMHHA3H) Ca NNO-BUCOKH NMPH 1032
oT 40 mg.

[leanaTpuyHa nonynauus

[loBHilIeHYEe Ha KpeaTUH KWHa3aTa > |0 nbTH ropHarta rpaHdla Ha HoOpMaTa U MYCKYJTHH CUMNTOMH
cien Gu3HUYecKH yNpaK HEHHA WIH NOBHLIEHA (PH3KMECKA aKTUBHOCT €a HabsoaBaHH NO-4ECTO pH
52-ceAMHWYHO KIMHUYHO NPOYYBAaHE HAa NELA M IOHOLLH B CpaBHEHMe ¢ Bb3pacTHHU (BXK. Touka 4.4). [lo
OTHOLLIEHHE HA OCTaHAIKTEe acnekTH, npodguasT Ha 6€30NacHOCT Ha po3yBacTaTUH € CXOJEH NPH Jeua
U KOHOLWHK B CPABHEHHE C Bb3PacTHH.

Cro0aBane HA NOAO3HPAHH HEXKETAHH PEAKLIHH
Cbo0LUuaBaHETO Ha NOAO3IUPAHH HEXeNaHW peakllMK clell pa3pelliaBaHe 3a ynoTpeda Ha NeKapCTBEHUA

MPOAYKT € BaxkHO. TOBA MO3BONABA Jia NPOALJIKK HAGMIOIEHUETO Ba ChbOTHOWIEHUETO M10J138/PHCK 32
neKapcTBeHus Npoaykr. Or MEIMUKHCKHTE CIELUATHCTH C€ U3UCKBa 1a Cho0LLaBaT BCaka
[0JI03UPaHa HEXKENaHa peaKkLus upes:

ManmbIHUTENHA ar€HUUA 110 IEKapCTRaTa

yn. . Jamsad I'pyes” Ne 8

1303 Copusa

Ten.: +359 2 8903417
yebcaliT: www.bda.bg

4.9 [lpenosupane

HaMa cneundnyudo nedeHune B ciyuait Ha npenosupane. B cay4ai Ha npeaosMpaHe, MauHEHTHT
TpAOBa 1a ce NeKyBa CUMNTOMATHYHO M NMPH HEOOXOAUMOCT Aa e NPHNOKH NOAABPXKALIO JIEYEHHE.
YepHnoapobOHara pynkuus u HuBata Ha CK TpadBa ga ce Habmoaasar. XemMoauanusara € Manko
BEpPOATHO aa Obae OT nmonsa.




o ®APMAKOJIOT' MUYHU CBOUCTBA

5.1 ®apmakoaiHHaAMH4YHH CBOHCTBA

dapmakorepaneBTHuHa rpyna: Jlekapcrsa, peryaupaiuu aunuanrte, tHXxuouropun Ha HMG-CoA

peaykTasa
ATC koa: CIOAAOQO7

MexaHU3bM Ha JIEHCTBHE

Po3yBacTaTuH € celeKTUBEH U KOHKYpeHTeH HHXxuOuTop Ha HMG-CoA penykrasara, €H3UM,
orpaHuyanalll CKOPOCTTa, KOHTO NpeBpblla 3-XUAPOKCH-3-METHUIITITYTApHII KOEH3UM A B MEBAJIOHAT,
npeKypcop Ha xoJsiecteposa. OCHOBHOTO MACTO Ha A€HCTBUE HA PO3YBACTATHH € YEPHUAT APOD.,
LEJIEBUAT OpPraH 3a NOHWKaBaHe Ha XOJIeCTepoJa.

Po3yBacratuH yBesin4yana Opost Ha yepHoapoOHuTe LDL peuentopu BbpXy KiieThb4YHaTa NOBbPXHOCT,
KaTo 3acuiBa NoribilaHeTo u karabonusma Ha LDL, n nuxubupa yuepHoapodHara cuuresa Ha VLDL,
KaTo no To3W Ha4YMuH HamMasssa o0wus Opoi Ha VLDL u LDL vactuumre.

dapmakoJaHHAMMYHU €PEeKTH

Ponyuno Hamanssa nosuiueHus LDL-xonecteposi, 00MsA X0JeCTEPON U TPUTITHLEPUANTE, U
nosumasa HDL-xonecreposna. Toi cbuo nouuxkasa ApoB, nonHDL-C, VLDL-C, VLDL-TG u
nosuasa ApoA-I (Bxk. Tabauua 3). Pomyuno cbuo nonwkasa LDL-C/HDL-C, o6wus C/HDL-C 1
cboTHOWeHussTa nonHDL-C/HDL-C u ApoB/ApoA-I.

Tadanua 3 OTroBop KbM /103aTa NPH NALHEHTH ¢ MbPBHYHA XHNIepxoJiecTepoiemus (tun lla u
IIb) (kopurupana cpeaHa NpoOUEHTHA NPOMSIHA OT H3XO0/HOTO HHBO)

No3a N LDL-C  Total-C HDL-C TG  nonHDL-C ApoB  ApoA-l
e S g : e g :
5 7 145 133 13 135 |44 |38 4
0 7 .52 36 14 0 -48 42 4
T o = : s - :
40 8§  -63 46 10 28 -60 .54 0

TepanesTuueH eekT ce noJiyyaBa B paMkuTe Ha | cenMuua ciiea 3arnoyBaHe Ha jeueHueTo u 90% ot
MaKCHMMaJIHUA OTTOBOP Ce nocTura 3a 2 ceAMUuM. MakCUMaJTHUAT OTrOBOP OOMKHOBEHO C€ MOCTHra
cnen 4 ceAMHUILIM M Clle1 TOBA CE NMOAIbpiKa.

KinHuyHa epukacHoOCT M O€30macHoOCT

Poryuno e epekTUBEH NpU Bb3PaCTHU XOpa C XUNEpXoJiecTeposieMust, ¢be U 0e3
XUMNEPTPUTITHLEPHAEMHUSA, HE3ABUCUMO OT paca, 1oJj1 UM Bb3pacT U MPH ClielHaTHH NOMyJjallu KaTo
nuadeTHLM WIH NMalMEeHTH ¢ (paMHIIHA XHUTIEPXOJIECTEPOJIEMHUS,

O000menn nanHu ot (asa Ill nokazpart, ye po3yBacTaTHH € €(DEKTHBEH MPH JIEUEHHE HA NMO-rojisimara
4acT OT NalMeHTHTE ¢ xunepxojecreponemus ot Tun lla u 1Ib (cpeana usxonna crofinoct Ha LDL-C
okoJ10 4,8 mmol/l) cnopen npuerute ot EBporneiickara oOLWHOCT MO aTepOCKIepo3a NPHLEIHH
croitHocTH (EAS; 1998); okono 80% o1 nauueHTure, JekyBaHu ¢ 10 mg, ca 10CTUrHAIM MPULIEJTHHTE
croiHocTH Ha EAS 3a uuBata Ha LDL-C (<3 mmol/l).

B ronsiMo npoyusaHe Ha 435 nauMeHTH ¢ XeTepo3UroTHa pamuiiHa xunepxosiecteposemMus ca oOniu
nanenu posysactatul ot 20 mg no 80 mg ¢ dopcupano TuTpupaHe Ha a03ata. Bcuuku 1034 nokassart
OnaronpusTeH eeKT BbPXY JMIHJAHUTE NMapaMeTpH U JI€YEHHETO KbM NpuuUenHuTe uenn. Cnen
TUTpUpaHe ¢ AHeBHa 103a oT 40 mg (12 ceamuuu Ha nevenue), nonnxennero Ha LDL-C ¢
Tpunecer v Tpu npoueHTta (33%) OT NAUMEHTUTE Ca MOCTUTHAIM HACOKHUTE Ha EAS 3a

(<3 mmol/l). X




B oTBOpeHO npoyuBaHe ¢ GopcupaHo TUTpHPaHe Ha 103aTa [pK 42 NaLUEHTH (BKTIOUYATENHO 8
[eAHATPHYHU MALHEHTH) ¢ XOMO3UMIroTHA GaMHIHA XHNEPXOoaecTeponeMus € OLIEHEH OTTOBOPBT HM Ha
posyeacTatuH 2040 mg. B obiarta nonynauuns cpeaHoTo noHwxeHue Ha LDL-C e 22%.

B kn¥HHYHU OpOYYBAHUA C OTPaHHYEH Opoii MaUKeHTH, pO3yBacTaTUH € NoKasan, 4ye HMa
AOMbAHWTENEH €deKT NPH NOHHKABAHE HA TPUTNKLUEPHAMTE, KOraTo CE H3M0A3Ba B KOMOHHALIMA C
dreHOGUOPAT, ¥ NpU NoBULIaBaHe HA HUBaTta Ha HDL-C, korato ce v3non3ea B KOMOMHALWA ¢ HUALHH

(BX. TOuKka 4.4).

B MynTHUEHTPOBO, ABOHHO-CNANO, Naauedo-KOHTpONUpaHo KIHHKWYHO npoyuBaHe (METEOR), 984
MauMeHTH Mexay 45- u 70-roanuiHa Bb3pacT U C HUCHK PHCK 32 HCXEMHYHA DONTECT HA CbPLUETO
(nepunupan kato puck no Framingham <10% B npoabakeHne Ha 10 roIHHHU), CbC CpeaAHA CTOHHOCT
Ha LDL-C ot 4,0 mmol/l (154,5 mg/dl), Ho cbe cyOrinHHUHA aTEPOCKNEPO3a (OTKPUTA YPE3
H3MepBaHe Ha aebennHaTa Ha KopoHapHaTta HHTuMa-mMeand (CIMT)) ca 6uan paHAOMH3IMPAHH Ha

40 mg po3yBacTaTHH BEAHbX NHEBHO HNH Mnaucdo B NPOABIKEHHE HA 2 roAnHH. B cpaBHEHHE C
inanefo po3yBacTaTHH 3HaYyUTeNHO 3abaBsa CKOpOCTTa Ha nporpecus Ha makcnMandara CIMT e 12
yuacThKa Ha KapoTHAHaTa apTepus oT -0,0145 mm/roanna [95% nosepeH untepsan -0,0196, -0,0093;
p<0,0001]. Mpomanara ot u3xoaHoto HuBo € -0,0014 mm/roanua (-0,12%/roanna (He3Haunmo)) 3a
PO3yBacTaTHH B cpaBHeHHe ¢ nporpecus ot +0,0131 mm/roauna (1,12%/roanna (p<0,0001)) 3a
nnaue6o. Bee olle He e 10kazaHa npsaka Kopenauus Mexay HamanasaHeto Ha CIMT u HaManaBaHeTo
Ha pUCKa OT ChpAeYHOCHAOBH cbOuTUA. HabnionasanaTta nonynauus B METEOR € ¢ HUCBK PHCK OT
McXeMKruHa GONECT HAa ChPLIETO M He € NMPEACTABHTENHA 3a LiefieBara nonynauus Ha Ponyxwao 40 mg.
Ho3ara ot 40 mg TpabBa aa ce npeANUCBa CaMO Ha NAaLUEHTH C TEXKA XHNEPXONECTEPOJIEMHUA C BUCOK
ChpPAECUYHOCHAOB PUCK (BXK. TOuKka 4.2).

B npoyuBaHeto ,,O00cHOBKA Ha ynoTpebaTa Ha CTaTHHY B NbPBHYHATA NMPOPHIAKTHKA:
HHTEPBEHLMOHATHO NPOYUYBaHe 3a oueHABaHe Ha po3ysactaTHH" (Justification for the Use of Statins in
Primary Prevention: An Intervention Trial Evaluating Rosuvastatin, JUPITER) egekTsT Ha
pPO3YBACTaTHH BLPXY HACTBLIBAHETO HA 3HAYUMH ATEPOCKAEPOTHUHH CHPACHHOCBAOBH QOJIECTHH
cvOHUTHA e oueHeH npu 17 802 mbxe (50 roanHu) v xeHu (60 roonHH),

Y4acTHHLHTE B NPOYYBAHETO ca OHUIM paHAOMUIUWPAHH 1a noay4yarat ninauedo (n=8901) unu
po3yBactaTvi 20 mg Beanbx AHeBHO (n=8901) ¥ ca npocneasaBadu 3a cpeaHa NPOALIKHTEIHOCT OT 2
rOMHH.

KoHuentpauuata Ha LDL-xonectepona e 6una namanesa ¢ 45% (p<0,001) B rpynara Ha
po3yBacTaTHH B CpaBHeHHWE ¢ rpynara Ha muauedo.

B nocneapalll aHaTN3 HA BHCOKOPUCKOBA MOAPYIA ¢ NAUMEHTH C U3XOAEH Pe3YyJITaT Ha PUCKa Mo
Framingham > 20% (1558 nauyueHTH) ce HaOnwAaBa 3HAYMTENHO HaMaNEHWE B KOMOUHHUpaHaTa
KpaitHa TOUKa 3a ChpA€YHOCHA0BA CMBbPT, MHCYNT U MHpapKT Ha Muokapaa (p=0,028) npu nedyenue ¢
pPO3YBacTATHH cnpAMo nnauebo. ASCONTHOTO NOHWIKEHUE HA PUCKA B YecToTata Ha CbOHTHATA 32
1000 nauueHTo-roaunu € 8,8. O0wWaTa CMBLPTHOCT € HEMPOMEHEHA B Ta3H BUCOKOPHCKOBA Ipyrna
(p=0,193). B nmocnenpall aHaI¥3 Ha BHCOKOPHMCKOBA noarpyna ¢ naudedTH (0owo 9302) ¢ uixoaeH
pe3yJitat Ha pucka no SCORE > 5% (ekcTpanonvpaHy Taka, 4e a BKNKOUYBA NALUMEHTH Hal 65
roAMHH) ce HabnloaaBa 3HAYMTENHO HaManeHHe B KoMOMHMpaHaTa KpaitHa Touka 3a CbpaAEUYHOCHA0BA
CMBPT, HHCYJT N HHDApKT Ha MHokapaa (p=0,0003) npy nevyeHHe ¢ po3yBacTATHH CIIPAMO M1auedo.
ADCOMOTHOTO NOHUXKEHHUE HA PUCKA B uecTOTaTa Ha ¢hOUTHsTA 3a 1000 naunwenTo-roousy e 5,1.
Obwara cCMBPTHOCT € HEMPOMEHEHA B Ta3X BUCOKOPHCKOBa rpyna (p=0,076).

B npoyusaneto JUPITER e umano 6,6% nauueHTH Ha po3yBactaTHH M 6,2% naudenTu Ha nauebo,
KOUTO €A NpeKpaTUIH ynoTpedarta Ha N3INUTBAHOTO NEKAPCTBO NMOpalu HEXeNaHa peakuus. Haii-
4ECTUTE HEXKENMAaHHW peakUuuH, KOWTO ¢a 10BEJIH A0 NMPEKpaTaBaHe Ha NEYECHUETO, ca OWIH: MUarng
(0,3% po3ysacTtatun, 0,2% nnauebo), kopemna 6onka (0,03% posyeacrathH, 0,02% nnangd




po3yBactaTuH, 8,6% nnauecdo), Hazodapuurur (7,6% posysactaThH, 7.2% mnauebo), bonky 8 repba
(7,6% po3ysacrtatuH, 6,9% nnauebo) u Muanrua (7,6% po3sysacratu, 6,6% nnaucbo).

[MeonaTpruyHa nonynauus

B aBoOiHO-CNANO, paHAOMHU3HPAHO, MYJTHLEHTPOBO, M1aued0-KOHTpONHUpauno, ! 2-ceAMHUHO
npoyuBaHe (n=176, 97 moMueTa u 79 Momuuera), nocneBaHo ot 40-ceamuuHo (n=173, 96 moMueTa 1
77 MOMHYETA), OTBOPEHO, (Pa3a Ha THTPUpPAHE HA 003aTa PO3yBacTATHH, NallUEHTH Ha Bb3pacT 10-17
roauHy (etan [I-V no Tanner, MOMUUETA IOHE €AHA MOAWHA Clie] TLPBATA MEHCTPYAaLUA) C
XETEPO3UTrOTHA PaMIIHA XHITEPXONECTEPOIEMHUA NONYYABAT po3yBacTaTHH 3, 10 unu 20 mg aHesHO
Wi nnauedo 3a 12 ceAMHUH ¥ Chea TOBA BCHYKHM NONYHABAT PO3YBACTATHH AHEBHO B NPOALIXKEHHE
Ha 40 ceamuuu. [1pu BrTiouBaHe B npoy4BaHeTo 0k0j0 30% o1 mauMenTute ca O6vwnmn na 10-13

roaMHH ¥ npuénansutenno 17%, 18%, 40% un 25% ca cwotreeTHo etan 11, IH, IV u V no Tanner.

LDL-C e namanen ¢ 38,3%, 44,6% u 50,0% ot po3yBactaTiH cbOTBETHO 5, 10 1 20 mg B cpaBHeRrue C
0.7% 3a nnanedo.

B kpas Ha 40-ceAMHYHOTO, OTBOPEHO, C THTPHPAHE 10 LENTa, A03HpaHe 10 MAKCHMYM 20 mg BEAHBXK
AHerHO npoyuBaHe 70 ot 173 naunenru (40,5%) ca nocturyany uenta 3a LDL-C oT no-Maniko ot
2,8 mmol/l.

Crea 52 ceaMuLX Ha ICUEHHUE B MPOYYBAHETO HE ce HADNaaBa edekT BLPXy pacTexa, TEMoTo,
UTM wnu nonoBoTo chipasaHe {Bx. Touka 4.4). Topa npoyusaHe (n=176) #e € noAX0AALLO 32
CpaBHABAHE HA PEAKH HEXKENAHH JIEKAPCTBEHH PEAKLIHH.

Po3yBacTaTHH € Npoy4YeH ChI0 W B 2-TOAMILHO OTBOPEHO NPOYYBAHE ¢ TUTPUPaAHE A0 ueaTa rnpy 198
Aella ¢ XEeTEPO3UroTHa GaMHITHA XHINEPXONECTEPONEMHUA HA Bb3pacT OT 6 A0 17 roanum (88 MoMueTa
| 10 MmoMuyeTa, etan <II-V nmo Tanner). HauanHaTa 103a 3a BCU4KH NMALUEHTH € 5 mg pO3yBacTaTHH
BEIHBXK AHEBHO. |1pyU nauKeHTUTE HA BB3pacT oT 6 A0 9 roaudHu (n=64) n03aTa MOXKE Aa CE YBETHYH
10 MaKcuManHa a03a o7 10 mg BeAHbX JHEBHO, a NpK NauHeHTHTE Ha 8b3pact oT 10 10 17 roanHu
(n=134) po makcumanHa 203a ot 20 mg BeAHBK AHEBHO.

Cnen 24-mece4uHo NeUeHHE ¢ po3yBacTATHH CPEAHOTO MPOUSHTHO HaMaNneHue Ha LS oT u3xoaHara
croitnoct npu LDL-C e -43% (u3xoaHo HUBO: 236 mg/dl, Mecen 24: 133 mg/dl). 3a Bcaka
BBH3PacToBa rpyrna CpeIHOTO MPOLUECHTHO HaMANeHHE Ha LS oT u3xoaHuTe ctoiiHocTy npu LDL-C ¢ -
43% (M3xonHO HHUBO: 234 mg/dl, Meceu 24: 124 mg/dl), -45% (u3xonno HuBO: 234 mg/dl, 124 mg/dl)
H 35% (n3axoano HUBO: 241 mg/dl, Mecen 24: {53 mg/dl) cboTBeTHO BLB Bb3pacTOBUTE rPYNH OT & 10
<10, ot 10 30 <14 n ot 14 10 <18.

PosyBactaTnH 5 mg, 10 mg 1 20 mg cbLuo NOCTUra CTATHCTHUYECKH 3HAYHMH CPEAHH W3IMEHEHUS
CIIPAMO H3XOIHHTE CTOHHOCTH 3a CIEAHUTE BTOPOCTENEHHH THIIMAHH H THNONPOTEMHOBH
npoMennuen: HDL-C, TC, non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non HDL C/HDL-
C, ApoB, ApoB/ApoA-1. Te3zn npoMeHH €a B N0COKA HA NOA0OPABAHE HA TUITUAHUTE OTIOBOPH U Ce
3AABPKAT B NPOABIKEHWE HA 2 rOANHM,

He ce Habntonapa eekT BupXY pactexa, Ternoto, U'TM Wik noioBOTO ChipsBaHe ciel 24-MeceqHo
neyenne (BXK. ToO4Ka 4.4).

Po3yBacTaTHH € NpOYYEH B paHAOMH3HPAHO, ABOHHO-CIA N0, mIanebo-KOHTPOJIHPAHO,
MHOTOUEHTPOBO KPBLCTOCAHO nipoyuBaHe ¢ 20 mg BeIHbK AHEBHO cripaMo uauedo npu 14 zeua u
FOHOWWH (Ha Bb3pacT ot 6 1o 17 roauHH) ¢ XOMO3IUTrOTHA PaMUIIHA XUITEPXOJIECTEPOSIEMHUS.
[IpoyuBaHeTO BKIHOYBA AKTHBHA 4-C€IMUYHA BbBEKAAIUA XPAHUTENHA daza, IPe3 KOATO [MaLNEHTHTE
ca jexyBaHH Cc posysacTatid 10 mg, ¢a3a Ha npexoi, ¢heTodLa ce OT 6-CeAMHYEH NEePpHOI Ha
neyeHude ¢ 20 mg po3yBacTaTHH, [pealuecTBaHa WiH NMocieaBala oT 6-CeAMHUHO JIEYEHHE ¢ IU1gLde:;
U 12-ceamuuna noaabpikaiia ¢ala, Npe3 KOATO BCUYKH MALMEHTH €A IEKYBAHH ¢ PO3YyBacTariiy




20 mg. ITauMeHTHTE, yHacTBalllU B MPOYYBAHETO ¢ €3eTUMHUD niu adepesa, ca npoAb/HKUNH
JIEUEHUETO TPE3 LUANOTO NPOYYBAHE.

HabGnionasa ce crarucrudeckm 3Haunmo (p=0,005) normwxenne Ha LDL-C (22,3%, 85,4 mg/dl unu
2,2 mmol /1) chen 6-ceqMUYHO nedenue ¢ polysactatuH 20 mg cnpaMo nnauedo. Hadbmonarar ce
CTATHCTUYECKH 3HaYMMHK noHmxkeHusa Ha Total-C (20,1%, p=0,003), nonHDL-C (22,9%, p=0,003) u
ApoB (17,1%, p=0,024). llonnxenus ce nabawnaear n B TG, LDL-C/HDL-C, Total-C/HDL-C,
nonHDL-C/HDL-C n ApoB/ApoA-1 cnea 6-ceamMuuHo neyeHue ¢ posysactaTvd 20 mg cnpsamMo
rtanedo. [Monuwkennero Ha LDL-C cnen 6-ceaMHYHO NeyeHHe ¢ po3yBacTtaTtiH 20 mg cren 6-
CEAMHUYHO JIEUEHHE C MNaLedo ce 3anaiea 3a |2 ceaMHUKM HENPEKbCHATO NeveHne. EauH nauueHT uma
nocneasauo Hamaneiue Ha LDL-C (8,0%), Total -C (6,7%) v non-HDL-C (7,4%) cren 6-ceAMHUYHO
nedyeHue ¢ 40 mg, 3anouHaTo ¢ TUTPUPAHE Ha 103ara.

1o BpeMe Ha OTBOPEHO NpOy4YBAHE, MPH YABMKEHO neueHue ¢ 20 mg po3yBacTaTHH, 3a nepuoa ao 90
CeAMULM, TTPH 9 OT Te3W nauveHTy, HaManapaHeto Ha LDL-C ce noaabvpxa B rpannumte oT -12,1%
no -21,3%.

flpu 7-Te aeua M lOHOUIH (Ha Bb3pacT OT 8 10 17 roadHH), KOMTO MOraT Aa ObAAT OLIEHEHH, OT
OTBOPEHOTO MPOy4YBaHE ¢ GIPCHPAHO TUTPUPAHE ¢ XOMO3HIOTHA (PaMHITHA XHIIEPXOJIECTEPOSIEMHS
(B)K. no-rope), npoucHTHOTO HamaneHne Ha LDL-C (21,0%), Total-C (19,2%) v non-HDL-C (21,0%)
OT U3XOAHOTO HMBO CNel 6-CeAMUYHO JieueHHe ¢ po3yBacTaTuH 20 mg € B CbOTBETCTBUE C TOBA,
Hab110aaBaHO B rOPECIOMEHATOTO NPOYYBAHE MPY A€UA ¥ IOHOLIU ¢ XOMO3HTIOTHA (PaMIJTHA
XUMEPXOIECTEPONEMUA.

EEBpofieickaTa areHUns Nno JieKkapcTBaTa 0cB000XaaBa OT 3aAb/KEHHETO 3a NPEROCTABAHE Ha
pe3yJTaTUTE OT NPOYYBAHHUATA € PO3YBACTATHH BbB BCHUKH NOArPYNH HA NEAKATPHUUHATA NONYNALIMSK
NP eYEHWE HA XOMO3HTOTHA (PaMUNHA XHNEPXOAECTEPOSEMHA, MThPBHYHA KOMOMHHUPpaHa (CMeECeHa)
AUCJIRIIUACMHUR U NPH NPEINTBPATABAHE HA ChbPACHHOCHAOBU CbOUTHR (BK. Touka 4.2 3a HHPOpMaLHA
OTHOCHO W3MOJ3BAHETO B N¢AKATPUUHATA NOMYMALHNA).

5.2 dapmMakoKHHEeTHYHH CBOHCTBA
Abcopbuus

MaxkcumanHuTe riiazMedd KOHUEHTpPaUKU Ha po3yBacTaTHH ce JOCTHraT OKON0 5 yaca ciell
[EPOpANHO npuraokeHre. AbcomoTHara OMOHATHUUHOCT € NnpubaniutenHo 20%.

PasnpegeneHue

PosyBacTaTHH ¢€ NOEMa B 3HAYUTENHA CTEMNEH B YEPHHA Op0D, KOETO € OCHOBHOTO MACTO Ha
CUHTE3HpaHE Ha XOoNecTepoil ¥ oTaensHe Ha LDL-C. ObeMbT Ha pasnpeaci€HHe Ha pOo3yBacTATHH €
npuonusutenHo 134 1. [MpudnuzurenHo 90% ot po3yBacTaTHH C€ CBBP3BA C MIIA3MEHUTE MPOTEUHH,

rMaBHo ¢ andyMHH.

buoTpaHcopmauys

Po3yBacTaTuH npetbpnasa orpaHuucH Metabonnavm (npubnusurenno 10%). In vitro npoyusaHus Ha
MeTabdONH3Ma ¢ H3NEJ3BAaHE HA YOBELIKK XENATOLMWTH MOKA3BaT, Y€ po3yBacTaTul € ¢aab cybcTpar 3a
nuToxpoM P450-00ycnosenna Mmetabonuszbem. CYP2CY € 0CHOBHUAT ydacTBall H30€H3UM, a 2C 19,
3A4 u 2D6 yvacTsat B no-mManka crened. OcHosHuTe MeTabonuTH ca N-ne3mMeTHa 1 JIaKTOHOBH
meTabonuT. MetabonutsT N-nesmetun e npudbanzntento 50% no-Manko akTHBREH OT pO3YBAaCTaTHH,
AoKato ¢opmara Ha JaKTOH €€ CYUTA 338 KIMHUYHO HEaKTUBHA. Ha po3yBacTaTUH Ce€ ABJHKHU MOBEYE OT
90% oT akTMBHOCTTA Ha UMPKYJIUpawug nHXuGurop Ha HMG-CoA peayktazeH HHXHOUTOD.

EnuMKBHUpaHe
[pubnusurento 90% ot 103aTa Ha pO3YBACTATHH CE EKCKPETHPA HENPOMEHEHa BB (heKanu

(cbeTOAWO ce oT abcopdupano U HeabcopObHupaHo aKTHBHO BELLECTBO), a OCTaHanaTa 4yac / -
ypuHata. [1pubauzurtento 3% ce ekckpeTupa B HENPOMEHEH BHA B ypHHaTa. EnMMHHA




(IA3MCH T1I0/y?KHBOT € OKOJIO 19 waca. EnUMMHALMOHHHUAT NOMYKUBOT He ce YBEJIMYaBa MPH NO-
BHCOKH 103H. [ eOMeTpHYHUSAT cpefieH masMen KITMPBHC € NpubausuTento SO murpa/uac
(koe¢uumeHT Ha Bapuauns 21,7%). Kakto u NpH ApyTH uHxHbHTOpH Ha HMG-CoA penykrasara,
HEPHOAPOOHOTO 3aXBAallAHE HA PO3YBACTATHH BK/IIOYBA MeMOpaHHus Tpancnoprep OATP-C. Tosu
TPAHCTIOPTED € BaXKeH 38 YEPHOAPOGHOTO ENMMUHHpaHe Ha pO3YyBacTaTHH.

JIMHeHHOCT/HenuHeliHoCT
CHcTeMHaTa excnosuius Ha PO3YBaCTaTUH Ce YBENHYABA NPONOPLMOHANIHO Ha N03aTa. Hama ApOMSHA
BbB apMaKOKMHETHYHHTE NaPaMETpH Crieli MHOTOKPaTHO €XKEeHEBHO JO3HpaHe.

CneunanHu NonyaaLHH

Brn3pact i moa: Be3pacTra 0 nombT HAMAT KTHHHYHO 3Ha4YHM e(eKT BbpXY hapMaKOKHHETHKATA Ha
PO3YBACTATHH NMPH Bb3pacTHH. Excniosuuuata npy aeua u roHowu ¢ X€TepO3urotTHa dammuiHa
XHNCPXOICCTEPONIEMHA M3rNeKaa MoA0GHa WM NO-HHCKA OT Ta3H Npy Bb3PACTHU MALUEHTH C
JucnunHaemus (Bx. ,,Jlequarpuuna nonmynauus® Mno-a0Jy).

Paca: Qapmakoxuneruunu MPOY1BaHHUA NOKa3BaT NPUGTUIUTENHO 2-KPaTHO YBeHYEHHE Ha
CpeanuTe cToRHOCTH Ha AUC 1 Cmax npw a3uatckata paca (ANOHUH, KHTANHLH, QDHIHMTHHLM,
BHCTHAMLUH M KOPEHLIM) B CPaBHEHHE C NPENCTABMTEINTE Ha BanaTa paca; HHAWHUWTE MOKa3BaT
npudnusuTentol,3-kpaTHo yBenHueHue Ha cpeannTe cToOHHOCTH Ha AUC 1 Cmax. ITonynauuonen
(bapMaKOKHHETHYEH aHA/IH3 [I0Ka3Ba, Ye MEKIY HHAUBHAMTE Ha OENHTE U YepHHTE rpynH HAMa
KTMHUYHO 3HAYMMH Pa3NHYHA BEB apMaKOKHHETHKATA.

bu6peuna HegocrarbuHoOCT: B NPOYYBAHE MPH MALUHEHTU ¢ Pa3THYHA CTeMNeH Ha OB0peuno
YBPCACAAHE, JIEKOTO N0 yMepeHo Gr6peuHo 3a6onaBaHe He € MOBAUSLIO Ha f1a3MeHaTa KOHLIEHTPALMA
Hd PO3yBacCTaTHH WIH Ha MeTabonuTa N-gesmerwn. [MalueHTH ¢ Texko yspexxaaxe (CrCl <30 ml/min)
Ca HMasu 3-KpaTHO NOBHILABAHE Ha IVIa3MEeHAaTa KOHUEHTPALMA U 9-KpaTHO NOBHILABAHE HA
KOHUCHTpauusaTa Ha Merabonura N-ge3meTi B CPaBHEHHE C1C 3apaBu A06poBonuu. CraunoHapHuTe
fU1a3MEHH KOHLEHTPAUHH HA PO3YBACTATHH NPH NALMEHTH, NOLIONKEHHN Ha XeMoHan3a, ca
npubnusurenHo 50% no-BUCOKH B CPaBHCHHE CBC 31paBH A06POBOILH.

UYepuoapobua wegocrarnynocer: B IIpPOYYBaHE NPH NMALIMEHTH ¢ pa3IHYHA CTEMEH Ha YepHoapobHO
YBPCHCIAHE HE Ca NONy4eHH JOKA3aTE/ICTRA 38 MOBHIISHA SKCITO3HLMS Ha PO3YBACTaTUH NpH
MaUHCHTH C PE3YNTATH OT 7 WIH MO-HUCKH NO CKAIATA Ha Child-Pugh. Bunpeku ToBa, apama
NaLKHCHTH ¢ pe3ynTat oT 8 ¥ 9 no ckajara Ha Child-Pugh nokasear ysenuuense na cuctemnara
SKCMO3HLIMA HAH-MAJIKO 2 THTH B CPABHEHHE C MALMEHTH C MO-HHCKH pesynTtatu no Child-Pugh. Hama
ONHT IIpH NMaUHEHTH ¢ pe3yJITaTH Haja 9 Mo CKaJIaTa Ha Child-Pugh.

I'eneTuunn nonamopdusmn: Pasnpenenennero Ha HHXHOuTOpH Ha HMG-CoA peoyKTa3aTa,
BIUTIOYNTETHO PO3YBAaCTaTHH, BKIIOYBA TPAHCIIOPTHUTE nporeuHu OATPIB] u BCRP, KOAHPAHH
CbOTBETHO OT reHuTe SLCO1B1 (OATP1B1) u ABCG? (BCRP). Haxou BapuanTH Ha Tesu reHH, KaTo
SLCOIBI ¢.521CC » ABCG2 c.421AA ca CBBEP3aHH C NMPHONM3INTENHO |, 6 MBTH MO-BHCOKA
CKCnosuuua Ha posyBacTaTHH (AUC) unu 2, 4 mbTH no-BHcoKa CKCIIO3HLHNA, CbOTBETHO, B CpaBHEHHE
¢ resotunose SLCO1B1 ¢.521TT wiu ABCG2 ¢.421CC. [Tpn naunenTy, 3a xouTo e U3BECTHO, Ye
UMaT Takuea reHoTHNoBe (SLCO1B1 ¢.521CC wiu ABCG? c.421AA), ce npenopsuBa no-Hucka
AHEBHA N03a Ha Pommywupo.

[TeamaTpuuna nonyaanus: /pe $apMaKOKHHETHUHH NPOYYBAHMA C PO3YyBacCTaTHH (MPHI0MKEH MO
hopmata Ha TabaeTkH) npu NCAHATPHYHH NAUHEHTH C XETEPO3UIOTHA haMuiHa
AHficpxonecreponemMua Ha Bb3pact ot 10 10 17 unu ot 6 1o 17 roauHH (06wo 214 nayue
[TOKA3BAT, 4¢ eKCNO3HLHATA IPU NEAUATPUYHH NAIIMEHTH H3rNIeXKAa CpaBHUMA MY T10-
"IPH BB3PACTHH MaLneHTH. Excniosuumsra Ha posysacTatuy e NpeaBHAMMA MO OTHOUIE
BPEMETO 3a MEepUOa OT 2 roaHHU.




5.3 [IlpeaknHHHYHH JR2HHH 3a HezonacHOCT

[IpeAKNHHUYHHUTE JaHHH HE MTOKa3BaT 0COOEH PHCK 3a Xopa Ha 0a3aTa Ha KOHBEHLHOHAIIHUTE
¢apmMakonOrHuHi NPOYYBaHUA 3a 6€30MacHOCT, FEeHOTOKCHYHOCT M KAHUEPOTrEHEH MOTEHLIHA,
CneunduuHH wicaeasaHds 3a sbageiicteue BbpXxy hERG He ca oueHapaHu. Hexenanurte peakumu,
KOUTO He ce HabAraaBaT Npy KNAMHUYHHUTE MPOYyUBaHKs, HO ce HabMoaaBaT NPy XKUBOTHH NIPU HUBA

Ha CKCIO3HLIHA, NoJ00HN HA HHBATA HA KJIKHHYHA €KCMO3ULIUA €a, KAKTO CNeNBa; Mpu Mpoy4iBaHHA 34
TOKCHYHOCT [IPpH MHOTOKPAaTHO NPpHIOXKCHHE Ca HabnwaaBaHH XHUCTONATONOMHYHH NpOMECHH B YCPHHA

Rpo0, KOUTO BEPOATHO CE AbLJKAT Ha (PAPMAKONOrHYHOTO AEACTBHE HA PO3YBACTATHH, NPH MHLUKH,
IBXOBE H, B MO-MAITKA CTEMEH, ¢ €PEKTH BbPXY HKITLUHHA MEXYP IIPH KYy4€eTa, HO HE W [IPH MaiMyHH.
B AoMbJIHEHUE, TECTUKYJIAPHA TOKCHYHOCT € HabnioaaBaHa Npy MaiiMyHH U KY4€Ta NPH NO-BUCOKH
103U. PenpoayKTHBHA TOKCHUHOCT € HATHUE NPH MILXOBE, 32 KOESTO CE ChAM 10 HaMalleHaTa
roJIEeMHHa Ha KOTHIOTO, TEMIOTO HA KOTWIOTO H NPEXHBAEMOCTTa NPH HOBOPOAEHHTE, HADOAaBAHH
fIpU TOKCHYHH 33 MalKaTa A03H, MPH CHCTEMHH eKCNO3IMUHH HAKOAKO MbTH Hal HHBOTO HA
TepaneBTHYHATA EKCITO3ULNA.

6. OAPMALUEBTHYHHA N1AHHU
6.1 CpHcehk HA NOMOLUHHTE BeLLIeCTRA

CopueBuHa Ha TabneTkara:
MukpokpucTantda uenynosa

Konounex 6e3BoaeH CHIHLHEB OIUOKCHI
KpocnoBuaoH

JlakTO3a MOHOXHApAT

Marde3nes creapar

[lokpuTHe Ha TabneTkara:

XHIpomMeioia

TuranoB guokcua (E171)

JlakTo3a MOHOXMApPAT

TpnaueruH

KT xkenesed okeua (E172) (camo npu tabnerku o1 5 mg)

Yepeen xkeneszed oxena (E172) (npu tabnetrku ot 10 mg, 20 mg 1 40 mg)

6.2 HechBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

30 mecena.

6.4 CneuHajJHK YC/I0BHSE HA CbXPAHEHHE

To3u nekapcrBeH NPOAYKT HE H3IUCKBA CNELMATIHH YCIIOBHA 34 CbXPaHEHUE.
6.5 Bua M cueabpXkAHME HA ONAKOBKATA

QunMUpaHuTe TabNETKH Ca ONAKOBAHH B anyMUHUI/A1yMUHHUEBH DAHCTEDPH.
[Ipeanarar ce kyTud, cbabpxawiy 28 v 30 gpunmupanu Tabnetku B OnucTepu.

He BcHuKkn BMAOBE ONAKOBKH MOraT ga ObAaT NyCcHATH HA Na3apa.




6.6 Cneuna sy npeanas’Hy MePKH NpyU HIXBbP/asHe # paGoTa

Hama cnelanHu U3NCKBaHUA.

7. MMPUTEXATEJ HA PAPELLUEHHUETO 3A YIIOTPEBA

ALKALOID-INT d.o.o0.

Slandrova ulica 4

1231 Ljubljana-Crnuée, Cnosenus
umeiin: info@alkaloid.s:

8. HOMEP(A) HA PASPELLIEHUETO 3A YIIOTPEBGA

Ponyuzo 5 mg punmupandm tabnetkn  Per. Ne 20180344
Ponyuao 10 mg punmupann tadbnerku Per. Ne 20180345
Ponynno 20 mg punmupanu tabnerku Per. Ne 20180346
Ponyuno 40 mg ¢punmupanu rabnerku Per. Ne 20180347

9. JATA HA ITbPBO PAPEILUABAHE/MMOAHOBABAHE HA PASPELIEHHUETO 3A
YINMOTPEDA

JlaTta Ha npBO pa3speluasaHe: 18.12.2018r.
Jata Ha nocneHO NOAHOBABRaHe: 22.11.2023 r.

10. OJATA HA AKTYAJIUIUPAHE HA TEKCTA

05/2025




