KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HWME HA JIEKAPCTBEHUA IMTPOAYKT

Posucrar 10 mg ¢puamupaHu Tad/ieTKH /._9 /_ﬁ 0 /5 }—/j’d)

Rosistat 10 mg film-coated tablets

Posucrar 20 mg ¢puaMupanu tadieTKH 2/6,2}’2 -3 05-03- 2026

Rosistat 20 mg film-coated tablets

2. KAYECTBEH U KOJIHYECTBEH CHCTAB

Bceska rabnerka Posucrar cbabpxka 10 mg uau 20 mg po3yBacTaTvH (rosuvastatin), Kato
pO3yBacTATHH KaJILUMH (as rosuvastatin calcium).

Bcesika Tabnerka Posucrar 10 mg cpabvpka 101,3 mg nakro3za moHoxuapar.

Bcesaka Tadnerka Posucrar 20 mg cbabpxka 202,61 mg nakro3a MOHOXH/paT.

3a MbJIHUS CIIUCHK MOMOLIHHU BELIECTBA BUIKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

duamupaHa TadaeTka

Posucrar 10 mg duaMupanu tabiaeTku
CBeTJI0 pO30BH, KPbIJIH, ABOHHOU3MbKHAIU (PUIMUPAHU TAONETKH, C J€IMTEIHA YEPTa OT ABETE

cTpaHu, pasaensia “117” u “36” or eaHara crpana v “10” ot Apyrara cTpaHa.

Po3ucrar 20 mg ¢duamupanu TabaeTKH
CBeTJI0 pO30BH, KPbIJIH, ABOHHOU3MbKHAIM (PHIMHUPAHHU TAONIETKH, C JEIUTEIHA YEPTA OT ABETE

cTpaHu, pazaenaswa <117 v “377 or eanara crpana v “20” ot aApyrara cTpaHa.

4. KJIMHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKAZAHHS

JleyeHue Ha XUMEePXO0JIECTEPOIEMHUS

Bb3pacTHu, OHOWM W Aeua HaA 6 roauuIHa Bb3pacT C MbpBUYHA Xuriepxosecreposiemus (Tun lla,
BKJIKOYUMTE/IHO XETEPO3UIoTHA (hpaMUJIHA XHUIIEPXOJIeCTEPOIEMHUSA) HIIM CMECEeHA AUCITUNTMAEMHS (THUN
[Ib) kato n00aBka KbM AueTaTa, KOraTo pe3yiTarbT OT JIMeTaTa U APYry HehapMaKoIOrHiHU MEPKH
(Hanp. pU3MYECKH YNPAXKHEHHUS, HAMAJIABAHE HA TErJIOTO) HE € 3a/10BOJIUTE/IEH.

Xomo3urorHa (haMMIHA XHIEPXOJIECTEPOJIEMHs KaTO 100aBKa KbM JMETaTa, KaKTo M C IpYro
TMNUAONOHMKABALLO JieyeHue (Hanp. LDL adepesa) uau koraro ToBa jieyeHHe HE € NOAXOAALLO.

[ IpeBeH1IMs HA CbPACYHO-CbAOBHU CHOUTHS
[IpenoTBpaTaBaHe Ha roJEMH CbPAEYHO-CHAOBU CHOUTHUSA MPH MAUMEHTH, OLIEHEHHU C BUCOK PHCK 3a
MbPBO ChbPAEYHO-CHA0BO CbOMTHE (BXK. TOUKA S5.1), KATO AOMBJIHEHHE KbM KOPUITHPAHETO Ha

PUCKOBH (haKTOPH.

4.2 Jlo3HpPOBKA H HAYHH HA NPHJIOKEHHE




J103UpOBKa

[Tpenn 3anousaHe Ha Tepany¥ATa NAUUEHTHT TPAOBA Aa Ob/€ MOCTaBEH Ha CTAHAAPTHA JHeTa 34
MNOHMKABAHE HUBOTO Ha XOJIECTEPONA, KOATO Aa NPOABIKH H NO BpeMe Ha neveHHeTo. M300pbT Ha
JO3HPOBKA Ce onpeacsa OT HHAUBHAYANHNTE TEPANEBTHYHH LESiH, KOUTO CE OMpEaenaT ot
NPenoOpbKHTE Ha CbBPEMEHHHUTE KOHCEHCYCHH PBbKOBOACTBA 3a KOHTPOJ HA XOJIECTEPOSIEMHATA.

PosucTaT MozKe 1a ce MpUeMa Mo BCAKO BpeMe Ha JeHs ¢ unu 6e3 xpaHa.

Hevenue na xunepxosecmeponemus

[IpenopbryBaHaTa HavanHa g03a € S mg WK 10 mg BeaHBLK AHEBHO, KAKTO MPH NatMEHTH, KOUTO HE ca
nNpHUeMany CTATHHH, TaKa U Npy ripeMuHaBane ot Apyr nHxubntop Ha HMG-CoA peaykrasara.
M360pbT Ha HavyaIHATA 10332 OT MEAMKAMEHTa 3aBUCH OT HMBOTO HA CEPYMHHSA XOJIECTEPOIT, ObaciIus
CBHpP/AEYHO-CBHAOB PHCK M PUCKA OT HOABA HA HEXENaHH PEAKLHH KbM JIEUYEHHETO (BXK. 110-n0ay). [1pn
HeOOXOAMMOCT 103aTa MOXKE /1a C€ KOPHIHpa, KaTo ce NpeMHHe Ha CNeABalloTo A030BO HHBO cnel 4
ceAMHLM (BXK. Touka 5.1). [Ipeasuia nopHileHaTa 4ECTOTA HA CHOOLLABAHE HA HEXENIAHH PEaKLUH MpH
n03a oT 40 mg B CpaBHEHHE € NO-HHCKHUTE A03M {BK. TOUKA 4.8), NOociIeIHO THTPHpPAHE A0
MaKcHManHaTa ao03a ot 40 mg ce npeanpueMa ¢amo MpH NnaLMeHTH ¢ TeXKKa XHMEepX0JeCTepoeEMHS, C
BHCOK ChPAEYHO-CHAOB pUCK (0COOEHO TE3M ¢ (PAMHUIHA XHIIEPXOJIECTEPOIEMHA ), KOUTO HE JOCTHrAT
*eJJAHOTO HUBO Ha XOJeCTEpON Nnpu nevenue ¢ 20 mg, 4 npy KOUTO LUE CE NpaBU pyTHHHO
npoc/ieaBaHe B Xoa Ha JedeHueTo (Bxk. Touka 4.4). Ilpu 3anourane Ha neyeHue ¢ 40 mg ce
NpenopbUBa NOCTOAHHO HAONIOAEHUE HA MALIMEHTA OT CIICLMAIIHCT.

Ilpesenyus Ha copOEYHO-CHOOBU CHOUMUA
B npoyueaHeTo 33 MOHMXABAHE HA PHUCKA OT CbPACYHO-CBHAOBH CHOUTHA € H3non3saHa no3a ot 20 mg

(BX. TOyka 3.1).

IHeouampuuna nonynayus
Ynorpebara npu aeua TpaOea Aa ce NpoBexKaa caMO OT CHELHATHCTH.

Hella u Mnanexu Ha Bb3pacT oT 6 10 17 roaudu (ctaaui < 1I-V no Tanep)
Xemepozuzomua hamurna xunepxoaecmepoiremus
Ilpu neua ¥ MTaexH ¢ XETEPO3UroTHA (pamMunHa Xxunepxonecreposemus, oOuyaiHaTa HavanHa ao03a €
5 mg nHeBHO.
e [Ipu neua Ha Bb3pacT OoT 6 N0 9 FOAHHH C XETEPO3UIrOTHA (haMUTHA XMIIEPXONECTEPONEMHUA,
oOHualtHHAT N030B OHaNa3oH € 5-10 mg BeaHbXk AHEBHO. bezonacHocTTa M edHKACHOCTTA Ha
A03H, NO-BUCOKH OT 10 mg, He ca NpOy4BaHU NPH Ta3H NOMyaLHs.
e [Ipu aeua Ha eb3pacT oT 10 10 |7 roaMHU ¢ XETEPO3UrOoTHA (PAMIIHA XHIIEPXONECTEPOSIEMHUA,
oOuuaiHHAT J030B AUWana3oH € 5-20 mg eeaHbkK ZHEBHO. bezonacHocTTa H €DHKACHOCTTA Ha
A03H, MO-BUCOKH OT 20 mg, He ¢a NPOYYBAHH NPH Ta3H NOMyNaLius.

Turpupanero Tpabea ga ce NpoBex1a CbrNacCHO HHAMBUAYANHHSA OTrOBOP UM [TIOHOCHMOCT HA
neAHaTPHYHMTE NMALKUEeHTH, KAKTO Ce NpenopbUBa B NMPENOPBKATE 3a IEUEHHUE Ha aeua (Bxk. Touka 4.4).
Heuara u Maanexute TpabBa fa ce NOATOXKAT HAa CTAHIAPTHA XOMECTEPON-NOHUKABALLA AUETA NIPEAK
[a Ce 3arno4He JeYeHHe ¢ pO3yBacTaTHH, [ueTaTta Tpadea 1a ce MpoabL/KH M0 BpeMe Ha NEYEHHUETO €
pPO3YBACTATHH.

Xomosuzomua pamuina xunepxoaecmeposemus

[Tpu neua Ha BBb3pacT OT 6 10 17 roaruHU € XOMO3HIrOTHA (PaMHUITHA XHIIEPXOJIECTEPONIEMHA,
NpenopbyrTE/IHATA MAKCHMAJTHA 1034 € 20 mg BEAHDBK AHEBHO.

[IpenopbuBaHaTa HayanHa ao03a € 5 mg ao 10 mg BeaHskK AHEBHO, B 3aBUCHMOCT OT Bb3pacTTa,
TErJIOTO HA NAUKEHTa U NpeaxoaHa ynotpeda Ha cTaTUHH. TUTpHpaHe Ha N03aTa 40 MAKCHMAIHA
ot 20 mg BeAHDBK AHEBHO TpAOBa Ja C€ M3BBLPLUBA CAPAMO UHANBHUIYNAHHS OTTOBOP M MOHOC
MpU NEeAHATPUYHHUTE MALIHEHTH, B CHOTBETCTBUE C NIPEMOPHLKHUTE 34 JICUEHHE B NeAHATPUYHAT




NOHWKABallla AHETA NPeH 3aMmoyBaHe Ha JeueHue ¢ po3yBacTtathH. Tasu auera Tpabea na O6bvae
NPOAbAXKEHA W N0 BPEME Ha JIEYEHHETO.
MUma orpaHHueH onyr ¢ 4034, pa3iHyHH oT 20 mg npH Tasu nomyjaums.

Jlo3a ot 40 mg He e noaxoadlla 3a ynorpeba npu neauaTpHuHHU NALKMEHTH.

Heya, no-maxu om 6 200unu
bezonacHocTTa M €pHMKACHOCTTA Ha ynoTpebarTa npu Aeua, No-MajikHu OT 6 roAMHY, HEe ca NPOYUYBAHM.
CnenoBaTtesHO pO3yBacTaTUH HE Ce NPEnopbUBa 3a ynotpeda npu Acua, No-Majiku ot 6 roardHu.

[layuenmu 6 cmapuecka év3pacm
[IpenopbunTenHara NbpBOHaYanHa 403a NPH NauHeHTy Haa 70-roayduiHa Bb3pacT € 5 mg (BXK. ToYKa
4.4). He e He0DX0AMMO APYro KOPHIrHpaHe Ha A03HPOBKaTa B 3aBHCHMOCT OT Bb3pacTTa.

Ilayuenmu ¢ 6vb6peuna nedocmamvyvocm

[Ipy naLHeHTH ¢ Jieko 0 ymepeHo 6b0pevHo yBpeKIaHe He Ce Hallara KOpeKLMs Ha [03aTa. 3a Te3u
NAaLMEHTH NPENOpbYBaHaTa JHEBHA A03a € 5 mg (KpeaTHHUHOB KIMPBHC < 60 ml/min). Jlo3uposka ot
40 mg e NpOTUBONOKA3aHa NPH NALUMEHTH ¢ YMepeHo 0bOpeuHo yepexxaaxe. IIpyu nauyeHTH ¢ Texko
6uOpeuno yspexaaHe, ynorpebara Ha po3yBacTaTHH € MPOTHBOINOKA3aHa 3@ BCHYKH JO3H (BXK. TOUKH

43 15.2).

Iayuenmu ¢ yeproOpobro yepeoicoane

He e Ha0m0naBaHO NOBUILEHO CHCTEMHO H3NaraHe Ha pO3yBacTaTHH NPH NMALMEHTH CbC CTOMHOCTH 110
ckajiata Ha Child-Pugh < 7. Bpnpeku ToBa NOBHLIEHO CHCTEMHO H3Jlarase € HabnonasaHo npu
NaLMeHTH ¢bC CTOHHOCTH NO ckanata Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). Ilpn Te3n nauxeHTH
TpaOBa Na ce npeanpHeMe oleHka Ha 6bOpeunara ¢pyHxuua.(BK. Touka 4.4). Hama nanuu 3a
NMaLHMeHTH ¢bC cToHHOCTH No ckanara Ha Child-Pugh nan 9. PozyBacTaTHH € MPpOTHBONMOKA3aH NPH
NaUHEHTH ¢ aKTUBHO Y€PHORPOOHO yBpekaaHe (Bx. Touka 4.3).

Paca

[1pu mauueHTH OT a3HATCKU MPOM3X0[ € HabMKAABAHO MOBULIEHO CHCTEMHO H3JIaraHe Ha
meaHkaMeHTa (BxK. Touku 4.3, 4.4 1 5.2). [IpenopbuBaHaTa HayaaHa A03a NPU NAUMEHTH OT A3HATCKH
npousxon € 5 mg. Hosara ot 40 mg e NpoTHBONOKA3aHA MpPH TE3H MALMEHTH.

I'enemuuen nonumopusem

HssecTHO e, ye reHoTHNHUTe SLCO1BI1 (OATPIB1) ¢.521CC n ABCG2 (BCRP)c.421AA ca
CBBbP3aHH ¢ NoBHILaBaHe Ha ekcno3dumata (AUC) Ha po3yBacTaTUH. 3a NALKMEHTHTE, 32 KOHUTO €
H3BeCTHO, ye UMaT reHotun ¢.521CC unu c.421AA, ce npenopbysa nosioBuHaTa ot obHyaiiHara
NpenopbUYMTENHA 4033 H MAKCHMAJTHA €IHOKPATHa AHEBHA 1032 OT 20 mg po3yBacTaTHH (BX. TOUKH
4.4,4.5u5.2).

IHayuenmu, npeopaznonodcenu Kvm pazeumue Ha MUONAMUA
I1pu mauneHTH ¢ nNpeapasznonaraiii (aKkTopH 3a pa3BUTHE HA MHONATHA, NPENOPbLYBAHATA HAYANHA
no3a e 5 mg (Bx. Touka 4.4)

[pu HAKOM OT TE3H NAUMEHTH € MPOTHBOMOKA3aHO NPWIOKEHHETO Ha n03a oT 40 mg (8. To4Ka 4.3).

Coynvmemsauya mepanu
Po3yBacTaTHH € cyOCcTpaT Ha pa3nuuHu TpaHcnoptepHy nporedHyu (Hanp. OATPIB1 u BCRP).
PucKkbT OoT MHONaTUA (BKTIOUMTENHO pabaoMMOnK3a) ce NOBHLLIABA, KOTAaTO PO3yBacTaTHH CE Npuiara
€HOBPEMEHHO C OTIPEAE/ISHH €KAPCTBEHH NPOAYKTH, KOUTO MOraT Ja MoBHULLAT IJ1a3MEHATa
KOHLIEHTpAaLMg Ha pO3yBacTaTHH, NOpaav B3aUMOACHCTBHE C TE€3H TPAHCNIOPTEPHHU NPOTEHHH (Ha
LMKJIOCTIOPUH M HAKOHM MPOTEa3HU UHXHOUTOPU, BKITIIOUMTENHO KOMOMHALIMKY HR PHTOHABUP
aTazaHaBup, JONHHABUDP W/HAN TUNpaHABHUp BXK. TOUKH 4.4 v 4.5). Ha npeanuceawmre ne
MpenoppyBa Aa B3eMaT MpeABU] ChOTBETHATA JIEKapCcTBEHA HH(OPMALIMS, KOrato oOMHC
MpyUAaraHde Ha TaKWBa NPOAYKTH 3a€AHO ¢ po3yBacTaTuH. Koraro € Bb3MOkHO, TpsOBa 4




MpeaBKHa aNTEPHATUBHY JIEKAPCTBa H aKO € Heo0XO0UMO, Ja C€ HMa NPEABHA BPEMEHHO MPEKbCBaHE
Ha TepanuATa ¢ po3yBacTaTUH. B cuTyauuu, Koraro €IHOBPEMEHHOTO NPUHJIOKCHHE HA TE3H
NEeKapCTBEHW MPOAYKTH C PO3YBACTaTHH € HEM30eXkKHO, NoJi3aTa U pUcKa OT CbIbTCTBALLATA TEPATTHA U
KOpeKLMH Ha 103aTa Ha pOo3yBacTaTHH TpAOBa BHUMATENHO 1a ce oOmucaaT (BxK. ToHKa 4.5).

4.3 IlporuBonoxkazaHud

Po3yBacTaTHH € NPOTHUBOMOKA3aH MpPH:

- CBPBXYYBCTBHTEJIROCT KbM aKTUBHOTO BELIECTBO MK KbM HAKOE OT MOMOLUHHWTE BELLECTBA,
u30poeHu B Touka 6.1;

- aKTHBHO 4YepHOAPOOHO 3abonaBaHe, BKIIOYHTETHO HEYTOUHEHO, NMPOAbIKHTEIHO NOBULICHHE
Ha CEPYMHUTE TPAHCAMMHA3H H BCAKO MOBHLUICHHE HA CEPYMHA TPAaHCAMUHA3a TPH NBTH HAA
HOpMATa;

- Texko ObOpeuHo yBpexkaaHe (KpearuHHHOB KAMpbHC < 30 ml/min);

- MHONAaTHA;

- €HOBPEMEHHO MPHEMaHE Ha LUKIOCMOPHH;

- eIHOBPEMEHEH MpHeEM Ha codocOyBup/BennaTacBUp/BoOKCHIanpeBup (Bx. Touka 4.5);

- OpeMeHHOCT, KbpMEHE U TMPH KEHH B AETEPOAHA BB3PACT, KOUTO HE HU3MOM3BAT MOAXOAALUH
KOHTPAUENTHBHH MEPKH.

JlozaTta ot 40 mg ¢ npoTHROMNOKAa3aHa NPH NMaLyeHTH C Npeapasnoaray GakTopH 3a pa3BHTHE Ha

mMuonaTHa/padbanomuonunza. Takuea daxTopu ca:

- yMepeHo On0peuHo yBpexgaHe (KpeaTHHHHOB KIHpBHE < 60 ml/min);

- XHMOTHPEOUAHIBM;

- JTHYHA WK aMUIHa aHAMHE3a 3a HACNeACTBEHH MYCKYNTHH 3a00NABaHMA;

- aHaMHe3a 33 NOosBa Ha MYCKYJIHO YBpEXJaHe MO BPEME Ha JICHSHUE ¢ APYT MEAHKAMEHT OT
rpynara Ha HHXUOUTOPHTE Ha XHAPOKCH-METHI-TTYTAPHUI-KOCH3UM A peayKTa3zara Uiy
¢ubpar;

- 3noynoTpeda ¢ ankoxon;

- CHCTOAHHA, NPH KOMTO MOXKE [a CE€ NOBHLIK MJIa3MEHOTO HHBO HA MEIWKAMEHTA;

- MaLHEHTH OT a3HATCKH TPOU3XOL;

- €HOBPEMEHHO MPUWIOKEHHUE ¢ PHOpaTH (BK. Touku 4.4, 4.5 u 5.2).

4.4 Chnenuaany npeaynpexJaecHNd H NPpeaANA3HH MEPKH OpH ynorpeda

Egexmu evpxy 6v0peyume

[Mpy nauMeHTH, TeKyBaHH C NO-BUCOKH A03H pO3YBacTaTHH, No-KOHKpeTHO 40 mg, € HabmoaasaHa
NPOTEHHYPHUA, YCTAHOBEHA NPU U3CNECABAHE C TECT-JIEHTH, C MPEAUMHO TyOYNeH NpoU3Xoa U B
MOBEYETO CJIYYaHU C NPEXOACH HIIH HHTEPMHUTEHTEH Xapakrep. [lporenHypuaTa He e JoKa3aHa 1a
rnpealiecTsa OCTPO HIM nporpecueHo 0bOpeuHO 3a0onsaBaHe (Bxk. Touka 4.8). JlokiaasaHara yectora
Ha cepuo3HK OBOpeyHH yBpeau NpH NocT-MapkeTHHropata ynorpeda € no-sucoka npy 103MpoBKa OT
40 mg. OueHka Ha 6bOpeuyHaTa pyHkumua TpsOBa na ce HanpaBH MO BpEME Ha PYTHHHO NPOCIEAIBaHE
NPU NMaLUeHTH, TpeTHpaHU ¢ Ao3a oT 40 mg.

Edexmu 6ppxy ckeremuama Myckyaiamypa

EdexTH BbpXY CKeNeTHAaTa MyCKyaaTypa (MHaIrda, MHOMAaTHA Y NO-paaxo pabaoMHonn3a) ca
cbOOLIABAHH NPH NPWIOKEHHE HA BCHYKH A030BH PEXHMH, 0COOCHO npH 1031 Haa 20 mg. MHoro
peldKH Clyuyau Ha pabaoMuoOnH3a ca QOKJAABAHH NPH U30I3BAHETO Ha €3eTUMHUO B koMOMHaLUA ¢
HMG-CoA peaykraznu uHxubuTopu. He moxe aa 6bae U3KI0UEHO fapMakoiHHaAMHYHO
B3auMoeicTBHE (BXK. TOUKA 4.5) ¥ € HeoOX0AMMO BHHMaHHE NMpU KOMOMHUPAHOTO UM H3MOJI3BAHE.

Kakto npu apyrure HMG-CoA penykrasHu HHXHOUTOPH, IOKIIAABAHATA UECTOTA Ha pabao
acoLIMMpaHa ¢ pPo3yBacTaTHH MPH NOCT-MAPKETHHIOBATA YNOTPpeda, € NO-BUCOKA MpH ,uosu
mg.




B HAKOnKO cayyas ce choOluaea, Y€ CTATHHUTE HHRYLMpAT de novo WIH BIOLLIABAT BEUe
CbLLECTBYBAaLlLAa MHACTEHUS FPaBHC MITH O4HA MHAcTeHHA (BK. To4Ka 4.8). [IpunoxeHueTo Ha
po3yBacTaTHH TPAOBA 1A ce crpe B cy4ail Ha BaoluaBaHe Ha cumnTomute. MMa cbobuienus 3a
pEUHAHUB MPpH (MTOBTOPHO) NPUIIAraHe Ha ChLUMA HAH Pa3THUEH CTaTHH.

Himepsane Ha KpeamuHKunasda

Kpearunkunazarta (CK) He TpaOBa na ce uamepsa cnefl YCHIEHH YNpaKHEHUS WK NPH HATMYHETO Ha
ApYT NPUYHHHTEN HA yBenuuenue Ha CK, KoeTo MOXe Aa 3aTpyAHH ThIKYBAHETO HA pe3ynrara. AKo
HHBOTO Ha CK € 3HaUMTENHO NMOBULLEHO NPH U3XOOHO HHUBO (> 5 MBTH ropHaTa A0NYCTHMA IPaHHLA)
TECT 3a NNOTBbPXKAABaHE Ha pe3ynTara Tpabea na 6Obae HanpaBeH B paMkuTe Ha 5-7 OHH. AKO
MOBTOPHOTO M3CNEABaHE NOTBLPAU U3XOAHO HUBO HA CK > 5 nbTH ropHara qonycruma rpaHuua, He
TpaOBa aa ce 3anoypa NEYECHHE.

IIpedu revenuemo

Kaxro u npu apyru unxuburopn Ha HMG-CoA peaykraszara, po3yBacTaTHH TpsafBa fa Obe

MpeAnHCBaH ¢ 0COOEHO BHUMAHHE NPH NALKMEHTH, 38 KOMTO ca HalHUe (PaKTOpH, Npeapa3noaraiy

pa3BUTHE HA MyonaTusa/paboomuonuza. Takusa dakropH ca:

- Ov0peuHo yBpexaaHe,

- XHNOTUPEOHAHIBM,;

- NMYHa WK GaMWIHA aHaMHe3a 3a HaCJISACTBEHO MYCKYJIHO 3abonsBaHe;

- YCTAHOBEHA MYCKYJTHA TOKCHYHOCT KbM Apyrd HMG-CoA uHxuOuTOpH Ha peryKTa3ara WiH
¢dubpary;

- 3oynorpeda ¢ ankoxon;

- NalMeHTH Ha Bb3pacT Hajg 70 roauyw,

. CBCTOSHHA, NPH KOHTO MOXeE [1a ce HabogaBa nokayBaHe Ha niasMeHUTe HUBA (BXK. Tovka 5.2);

- e IHOBPEMEHHO MPWIOKEHHE Ha ¢pudpartw.

[Tpu TakkBa naiMeHTH TPAOBA 1a ce B3€ME NpeABHI OTHOLLEHHETO NON3A/PUCK U C€ NpenopbUBa
KNHHUYHO HabmroaeHHe. AKO U3X0AHOTO HHBO HAa CK € 3HaYMTENHO NMOBHILUEHO (> 5 MBTH ropHara
NOMyCTHMA MpaHuLa), He TpabBa 1a ce 3anouBa JieueHue.

Ilo gpeme na neuenuemo

[TauneHTHTe Ce 3aammKaBaT HezabaBHO 1a noxiaaBaT HEOORCHUMH MYCKYJIHH DONKH, ycelllane 3a
cJ1aboCT WAM cXBalllaHe, Haif-Bede aKo ¢a CBbP3aHH C HEepa3nonoKeHUe wiv Tpecka. [Ipu Te3u
nauMeHTH TpabBa aa ce n3mepaT HuBaTta Ha CK. Tepanusara Tpabea na ce npekpaTH, ako HHBOTO Ha
CK e 3HaunTeIHO NOBULUEHO (> 5 ITbTH rOPHATA AOMYCTHMA MPaHHLA) HITH MYCKYJTHHTE CHMITTOMH Ca
TEKKH M MPUUMHABAT €XKEIHEBHO HEpA3nonoxeHue (1opy HUBOTO HA CK na e < 5 mbTH ropHara
OOMyCTHMAa MPaHuLA). AKO CHMIITOMMTE U3ue3Hat U HUBOTO Ha CK ce Hopmanu3npa, Moxe aa ce
MOMMCIIM 32 MOBTOPHO JIeUeHHE C po3yBacTaTHH UK anrepHaTUBeH HMG-CoA unxuburop Ha
pelyKTa3ara B Haif-HHUCKa 103a noa HabnwoaeHue. PyTuHHo HaOmoaeuune Ha HuBoto Ha CK npu
nauyeHTH 6e3 CHMNTOMH HE € OCHOBATENHO.

Hma MHOro peakH cboOLLECRHS 32 HMYHOMEHHMPaHa HEKPOTH3Hpallla MHONATHs, KIMHUYHO U3pa3eHa
¢ NEPCHCTHPALLA IPOKCHMAalIHA MYCKYJTHA ¢J1a0OCT B NOBHLUIEHH HUBA HA KpeaTUHKHHA3A 110 BpEMe
WJIH CJI€J MPEeKPATABAHE Ha JIEYEHHETO ChC CTAaTHHU, BKITKOUMTEIIHO PO3YBACTATHH. Bb3MOxkHO €
NPOREKIAHE HA AOTTLIHUTENIHH HEBPO-MYCKYJIHH H CEPOIOTHUYHH W3CIEaABaHHA. AKO € HeoDXO0OUMO ce
npujiaraT KMyHOCYNPECOPH.

[Tpy KNUHHYHHTE U3NHTBAHWA HA PO3YBACTATHH HE Ca N0Ka3aHHW €(EKTH BbPXY CKEJIETHATA

MYCKYJ1aTypa Ha Maka rpyna nauueHTH, npH KOUTO pO3YyBaCcTaTHH € MpHJaraH ¢ Apyro ChIbTe
NeYyeHHe. Y BeTHYEeHHME Ha YECTOTAaTa HA MHO3UT U MHomnaTug € HabmoaasaHo obaue npu
nonay4asaiiy apyrd uuxubdburopu Ha HMG-CoA peaykrasara, 3a€4HO C NPOH3BOAHH H




pUCKa OT MHONATHA, aKo ce npuemMa earoBpemeHHO ¢ HAIKOW HMG-CoA nHxnbUTOpH Ha peaykTa3aTa.
[Mopaau ToBa, kOMOMHaLMATA Mexay reMpubpo3na U pO3yBacTaTHH He € npenopbyunTeHa. [lonsara
OT AOMBJHUTENHO MOHHW)KaBaHe Ha JIMMUIHUTE HHBA B PE3YNTAT OT KOMOMHUPAHOTO [PUEMAHE Ha
po3yBacTaTHH K pUOpaTH UKW HUAUKH TpAOBaA na Obae BHUMATENHO HIYHCAEHA CITPAMO
MNOTEHLUHATHUS PUCK OT NoaoOHHU komMOxHauuu. Tlpu eaHoBpeMeHHO NpUIOkKeHUe Ha PHOpaTH,
neveHueTo ¢ A03u oT 40 mg e npoTuBONOKa3aHO (BX. Toukd 4.5 n 4.8).

Po3yBacTaTiH He Tpsa0OBa Aa ce npusiara €1HOBPEMEHHO C Py3H0BA KUCENHHA 38 CHCTEMHO
MPUIOKEHHE WU B PAMKHTE Ha 7 IHM Clle CMHPaHe Ha JIEYEHHETO ¢ Py3naosa kucenuHa. Ilpu
MaLMeHTH, NMPH KOUTO H3NOA3BAHETO HA (y3MA0BA KUCENMHA 32 CUCTEMHO NPUITOXKEHHE CE CUMTA 32
KpalHO HEODX0AUMO, JIEYEHHETO ChC CTATHHHM TpaOBa Aa Obae nNpeycTaHOBEHO Npe3 LEIUs NEPHO Ha
nevenue ¢ py3nanea kucennHa. Mma ¢crobmeHus 3a pabaoMuoivia (BKITIOYHTENHO HAKONKO ©
daTaneH W3Xoa) nNpyH NaUMEHTH, npUeMalld (y3HI0Ba KMCEJIUHA U CTaTHHH B KOMOMHALMA (BXK. TOUKA
4.5). MaunentHnte TpabBa Aa 6BIAT NOCHBETBAHKU Aa NMNOTHPCAT He3abaBHO MEAHLIMHCKA NOMOLL, aKO
M3MUTBAT CUMITTOMH HA MYCKY/IHa cnabocT, 6osika MM OONE3HEHOCT.

JledeHHeTO CBC CTATHHH MOXe Aa Obae NOAHOBEHO CeleM AHM el noclieaHara A03a Ha (py3MaoBa
KHCENHHA.

[Tpn H3BBLHpeAHH OOCTOATENCTBA, KOraTo € HeoOX0aAMMa NPOAb/DKUTENHA ynoTpeda Ha ¢y3uaoBa
KMCEHHA 33 CHCTEMHO MPUWIOKEHHE, HANIPUMED 32 JIEYEHHE HA TEXKKH UH(PEKLHMH, HEODX0AMMOCTTa
OT €HOBPEMEHHO MPHIIOKEHUE Ha PO3YyBaCTAaTUH U (PY3NAOBA KUCE/IMHA TPAOBa 1a CE€ NMpELEHH
WHAHBUAYATHO M MO CTPOr MEAULIMHCKH KOHTPOI.

Posyeactatud He Tpsabea na ce ynotpebsapa npy nauMeHTH C OCTPH CEPHO3HH ChCTOAHUA,
Nperonaraliy MHOMATHA WY npeapa3nonaraliid KbM pa3sBUTHE Ha Ob0pedHa HeaOCTaTBUYHOCT
BcNeacTaue pabaoMuonnsa (Hanp. CencHe, XUNOTEH3HA, TONAMa onepaLys, TpaBMa, TEKKH
MeTA0OAUTHH, EHAOKPHHHH W €JIEKTPOJUTHH HAPYLUEHUS UIH HEKOHTPOJIIMPaHHU bp4Y0Be).

Eexmu svpxy ueptiun opod
Kakto npu apyru HHXu6uTopH Ha HMG-CoA penykrasara, po3yBacTarvH TpA0Ba BHUMATEHO Aa ce

NPHIAra Npy MauKEeHTH, KOUTO NPHUEMAT rOAAMO KOJMHYECTBO AJIKOXON W/UNM ca UMany 3abonsBaHe Ha
yepHus apo0. [IpenopbunTenHo e aa ce HanpaBAT KU3C/IeABaHHUA HA YepHUs Apod npeau M 3 Meceua
cJjell 3anoyBaHe Ha neveHreTto. [IpueMbT Ha po3yBacTaTHH TpabBa na Obae NpeyCcTaHOBEH WK f03aTa
TpaOBa 1a ce HaMAIH, aKO HUBOTO HA CEPYMHUTE TPAHCAMHHA3Y HAABMINM 3 NbTH FNOPHATA MPaHMLIA HA
Hopmara. JlokagBaHaTa 4eCTOTA HA CEPUO3HH HEPHOAPOOHH YBPEKIaHHUA (3aKIIOUBALIH CE ITIaBHO B
YBEJIHYEHH HEPHOAPOOHH TPAaHCAMHHA3H) MPY NOCT-MAPKETHHIOBaTa ynorpeba e no-BHcoKa npy 103a
oT 40 mg.

[Tpu NaLMeHTH ¢ BTOPUUYHA XUNIEPXOIECTEPONEMHUS, MPUYHHEHA OT XHNOTHPEOHIUIBM WIIH
HeppOTHYEH CUHAPOM, OCHOBHOTO 3ab0JiiBaHe TpAORA [a ce IeKyBa Mpey 3aro4vBaHe Ha JIeYeHHUe C
pPO3YBaCTATHH.

Paca
OapMaKOKMHETUYHHTE MPOYYBAHHKSA NOKA3BAT, Y€ NP NaUYeHTHTE OT a3vaTcKara paca € Hanuue Mno-

BHCOKa €KCIO3HLMA B CPaBHEHHE ¢ Te€3H OT KaBka3zkaTa (banara paca) (Bxk. Touku 4.2, 4.3 n 5.2).

IIpomeaznu unxubumopu
[loBHllIEHA CHCTEMHA €KCITO3ULIMA HA PO3YBACTAaTHH € HabJlloJaBaHa rpH NaUMEHTH, NPHEMALIM
PO3YBACTAaTHH €1HOBPEMEHHO C Pa3jIMYHHU NPOTEa3HH HHXHOUTOPH B KOMOHHALUS C PUTOHABUP.
Tpabea na ce 06MHCIM KAKTO MON3aTa OT JAMUAOMOHHKABAHE Ype3 ynoTrpedara Ha po3yBacTaTHH MpH
naudeHTH ¢ HIV, npuemaum nporeasHy HHXHMOMUTOPH, Taka W NOTEHLHA/A 32 NOBHLLECHA
KOHLIEHTPaLUKWA Ha pO3yBACTATUH, KOraTO Ce 3al04Ba TEpAanuAaTa U C€ NOBHLIABA J03aTa Ha
pO3YBAcCTaTHH NMpH NALMEHTH, IeKyBaHH ¢ NpoTeasHu nHXnb6uTopy. He ce npenopvusa
eIHOBPEMEHHOTO MPHJIOKEHHE ¢ ONPEAENEHH NMPOTEa3HN UHXUOUTOPYH, OCBEH aKko A03aT
pPO3YBACTaTHH HE CE KOpHUIrHupa (BK. Touka 4.2 1 4.5).




Humepcmuyuanna 6eao0pobua bosecm

JokinaasaHHd ca H3OJIHMPAaHH Clly4ad Ha HHTepCTHUMANHa OenoapoOHa HonecTt Npu NprUAOKEHHE Ha
HAKOM CTATHHM, 0cOOEHO NMPHU NpoaAbLKATENHA Tepanus (BxK. Tovka 4.8). KnuHHUHHUTE nposasu Morar
[a BKJIIOYBAT AUCIHEA, HEMPOAYKTHBHA KALLTMLA W BIOIHaBaHE HAa 0OWOTO CheTOsHUE (YMOpa, 3aryda
Ha TErno M Tpecka). AKO UMa MOJO3PEHHE, Y€ MALIMEHTDLT € Pa3BHII HHTEPCTHLHANIHA Oen10apodHa
OonecT, TepanuATa CbC CTaTUH TpAOBa na Obae npeycTaHOBEHaA.,

Jaxapern ouabem
Hskou nokasatescTBa Npeanonarar, e CTaTHHHUTE KaTo KJac MOBHMILABAT KPbBHATA MIKOKO3a W NPH

HAKOM MALMEHTH, BUCOKOPHUCKOBH 3a pa3BUTHE Ha AWadeT B Obaeule, Morar aa JOBEAAT 10 TaKOBa
HHBO Ha XHUMEPrAHKeMHS, MPXH KOETO € NOAXOAALIO NPHIaraHeTo Ha peloBHATa MPHXKa, NpoBEKAaHa
npu auaber. To3u puck, obaye, ce HaaIeNaBa OT PEAYKLMATA Ha BaACKYJJApHHUA PHCK CbC CTATHHU H
C/IeNOBATENIHO He TPsAOBaA 1a 6bAe NpHUMHA 32 CIHpAHe HA CTAaTUHOBATA Tepanus. PUCKOBHTE
nauMeHTH (FI0Ko3a Ha r1aaHo 5,6 1o 6,9 mmol/l, uHaekc Ha TenecHa mMaca > 30 kg/m?, noBHWEHH
CTOMHOCTH Ha TPUIJIHLEPHONTE, XHNIEPTOHHUA) TpAOBa Na ce npocneasBar KIMHHYHO H DUOXHUMHUYHO
CBIMACHO HAUMOHATHUTE PHKOBOACTEA.

B npoyusanero JUPITER, cvoOlueHara o0ula YecToTa Ha 3axapeH Avaber e 2,8% 3a po3yBactaTvH M
2,3% 3a nnauebo, rIaBHO NPH NMALMEHTH C TAI0K03a Ha rnagHo 5,6 oo 6,9 mmol/l.

TexcKku KONCHU HeHceaanu peaxyuu

[Ipu neueHne ¢ po3yBacTaTHH c€ CHOOLIABA 32 TEKKH KOXKHH HEXeNaHU peakLMH, BKJIIOYBALIY
cHHApoM Ha Stevens-Johnson (SJS) u nekapcTBeHa peakuus ¢ €03MHOGWINA U CUCTEMHHU CUMITTOMM
(DRESS), kouTo MOXe 11a ca KMBOTO3aCTpalliaBallli WK ¢ JieTaneH u3xoA. [1py npeanucealeTo Ha
NIeKapCTBEHHA NMPOAYKT NauydeHTHTe TpaOBa na ObaaT HHGOPMHPAHH 33 NPU3HALIMTE U CUMITTOMHTE
HA TEXKH KOXKHH peakuvu ¥ aa Obaat HabnoaaBaHu ¢ NOBHLIEHO BHHMAHHE. AKO C€ NMOABAT
MPH3HALK ¥ CHMITTOMH, NOKA3aTE/IHH 32 Ta3H peakuUus, NPHIoKEHHeTo Ha Po3ucTtart Tpabsa
He3aDaBHO Aa ce NMPEeyCTAHOBH M Aa ce OOMHCIIN anTepHATUBHO JIEUEHHE.

AKO HAaLHEHTDbT € pa3BUa CepUO3HA peakuua, kato HanpuMep SIS uwau DRESS npu ynorpebara Ha
PozucTar, teueHHeTO ¢ TOBa IEKAPCTBO HE TpaOBa HMKOra Aa ¢c€ NOAHOBABA MPH TO3HU NALHEHT.

[leouampuyna nonyaayus

OueHABAHETO Ha THHEHHOTO HU3pacTBaHe (BUCOvHHA), Terno, BMI (MHaexkc Ha TenecHaTa maca) v
BTOPHYHHTE NONOBH Dene3n Ha MONOBOTO Ch3pABAHE NO cKanaTa Ha Tanner Npy NeAHATPHYHH
NalUeHTH Ha Bb3pacT OT 6 10 17 roAuHH, NpueMailyi po3yBacTaTyH, € OrpaHHYcHO A0 ABYroAULIEH
nepyoa. Cnen aABe roAWHH Ha TPEeTHpAHE 110 BpEME Ha MPOYHBAHETO, HE € 3a0e/193aH HUKAKbB €PeKT
BBLPXY pacTexa, Ternoro, BMI unn nosnosoTo cwu3psasane (BK. Touka 5.1).

B KNHHHYHO MPOYyYBAaHE HA ACLIA U MNIAAECKH, TIPHEMALLIH PO3YBACTATHH 3a 52 CEIMHLUH, NOBHLLABAHE
Ha CK > 10xULN ¥ MyCKYJIHUTE CUMNTOMM CAEA YNIPAKHEHHE WIH MOBHILEHE PHU3UYECKA AKTHBHOCT
ca HabmoaaBaHU MO-4YECTO B CPABHEHUE ¢ HADNIOAECHHA OT KNTMHHHYHHU NPOYYBAHHUA NPH BbL3PacTHH
(B:K. TOuKa 4.8).

Pozucmam cwuobpiica raxmosa
[TauueHTH ¢ peaKy HacNeACTBEHH APOONEMH KATO ralakro3Ha HENOHOCUMOCT, Lapp nakraseH
nedULUT WK IIH0KO30-ranakTo3Ha ManabcopOuus He TpsOBa Aa NIPHEMAT TOBA JICKAPCTBO.

4.5 B3iauMoaeHcTBHE C APYIH JJEKAPCTBEHH NPOJYKTH K ADYTrH QOPMH HA B3AHMOJCHCTBHE

Edekr Ha eAHOBPEMEHHO NPUI0KEHH JIEKAPCTBEHHU NPOAYKTH BbPXY PO3YBACTATHH

Huxubumopu na mpancnopmeprume npomeunu
Po3yBacTaTuH € cyOCTpaT Ha ONpencneHH TPAHCTIOPTEPHH NPOTEUHH, BKITKOYHATENHO Y
birreiik TpaHcrioprep OATP1B1 v edaykc tpancnoprepa BCRP. EanoBpemennoTo n




pO3YyBacCTaTHH C JICKAPCTBEHH MPOAYKTH, KOUTO €4 HHXHOWTOPH Ha TE3M TPAHCMOPTHH NMPOTEHUHU,
MOXKe Aa J0BeJe A0 NMOBULIABAHE HA [UTa3MEHATa KOHIICHTPALIMA HA PO3YBACTATHH U MOBHILEH PUCK OT
muonarua (Bx. Tabnuua | u toukn 4.2 u 4.4).

L{uxrocnopun

[1py enHOBpPEMEHHOTO NPUIIOCXKEHHE Ha PO3YBAacTaTHH C LMKJIOCNIOPHH, cpeannTe cToHHocTH HAa AUC
Ha pO3yBacTaTHH ca OUIU CpeaHO 7 MBTH MO-BUCOKHU OT TE€3H, HAONIOaBaHH MpH 34paBH AOOPOBOIIUH,
Ha KOMTO € NPUI0KEHA CbluaTa Ao3a oT npoAykTa (Bx. Tabauua 1). PosyBactaTH € NpoTUBONOKa3aH
NPy NaLKUEHTH, KOUTO €HOBPEMEHHO NOJIy4aBaT LMKIOCMIOPHH (BX. Touka 4.3). EfHOBpeMEHHOTO
MPUICKEHHE HE € MOBIUANO NAA3MEHUTE KOHLUEHTPALUUH Ha LIMKJIOCTTOPHKH.

Tuxazpenop
Tuxarpenop uHxubupa TpaHcnoprepa BCRP, koeto soau go 2,6-kpatHo ysenuuenne Ha AUC Ha

PO3YBACTaTHH, KOCTO MOKC Ad A0BEREC A0 MNOBHLICH PUCK OT MHOTIATHA. Tpﬂﬁﬂa Ja CC NMPpCLUCHAT
MOJIBUTE OT MNPEAOTBPATABAHETO HA rOJICMH HCXKCIAHH ChPACHHOCBAOBH CHLOUTHS ypce3 }/HOTPCGHTB. Hd
pPO3YBACTATHH H PHCKOBETE TIPH MOBHULLICHH TLNNA3MEHHW KOHLUCHTPAUKWH Ha pO3yBaCTaTHH.

Ezemumud

EnnoBpemeHHOTO npunoxerue Ha 40 mg posysactatuH ¥ 10 mg e3eTHMUO HE BOAU 4O NPOMEHH B
AUC v Ha aBaTa NpoRyKTa, KOrato ¢€ npuiarar rnpu 3apasd 200poeoiaud. Mma 1,2 nbTH NOBUIIEHHE
Ha AUC na po3sysacratuH, korato 10 mg posyBactatvd u 10 mg ezeTumMud ca npuioxeHun npu
NaLMEHTH ¢ xunepxonecreponeMus (Bx. Tabnuua 1). Bulipeku ToBa He MOKE Aa Ce U3KITIOUH
¢apMaKoOAWHAMHYHO B3aMMOAEHCTBHE MEXKAY TAX, KOETO A3 BOJAM /10 HEXKETAHHU PEaKLHY (BXK. TOUYKA

4.4).

IIpomeaznu unxubumopu

Bbnpekn 4e TOUHUAT MEXAHU3IBM Ha B3aUMOJECHCTBUE HE € U3BECTEH, EAHOBPEMEHHOTO MPHJIOKEHHE
C NpoTea3HH HHXHOUTOPH MOXKE PA3KO Aa NOBHULIK €KCTIO3HLIMATA HA pOo3yBacTaTHH (BiK. TabiHnua 1).
Hanpumep, no epeMe Ha papMAKOKHHETHYHO NPOYYBaHe NpH 3ApaByd A0OPOBOJILH, EAHOBPEMEHHOTO
npunokeHue Ha 10 mg po3yBacTaTHH B KOMOHHHUPAH NPOAYKT, CHCTOSALL CE€ OT JBa NPOTEa3HH
uHxHObuTopa (300 mg atazanaeup/100 mg puToHaBHp) ce acoLUUpa ¢ NPUONTHIUTENHO TPUKPATHO

HapacTBaHe B pasHoBecHUTE AUC 0.24) ¥ Cpax Ha posyBacTaTUH. ENHOBpEMEHHOTO NpUOkKEHHE Ha
pO3yBacTaTHH M HAKOH KOMOHHALWK OT NPOTea3HH HHXHOHTOPH MOXE Aa c€ UMa NPEABHA ClE
BHHMATEJIHO NMPEUEHABAHE HA KOPEKLMHNTE Ha 103aTa Ha pO3yBacTaTHH, Ha Da3a OYaKBaHOTO
MOBHLLIEHHE HA EKCMO3HLMATA Ha po3yBacTaTHH (BxX.Tabnvua 1 ¥ Toukn 4.2 n 4.4).

Temcbubpozun u Opy2u AUNUOOROHUIICABAUIU NPOOYKMU
EnHoBpeMEHHOTO MPUIOKEHHE HA PO3YBAaCTATHH M reM(prOpO3WIT € AOBENO A0 ABYKPATHO MOBULICHHE

Ha AUC0.24) H Cinax Ha pO3YBacTaTHH (BxK. TouKa 4.4). JlanHuTe OT QapMaKOKWHETHYHH NPOYYBaHHA,
W3C/IeABALIY NEeKAPCTBEHUTE B3aUMOACHCTBHUSA, HE NMOKA3BaT B3auMoaeiHcTBHE ¢ eHopubpart, HO
pbIpeKkH TORA hapMakoAHHAMUYHH B3aUMOAECHCTBHA ca Bb3MOXKHH. ['empubpozwi, perodubpar u
OCTaHaNUTe MEAHKAMEHTH OT rpynara Ha ¢$uOdpaTuTe U JIMMUAONOHWKABAaIUWTE 1034 (1034 2> | g Ha
NeH) Ha HHaUWH (HUKOTMHOBA KUCEJTMHA), NOBUILIABAT PUCKA OT MOABA HA MHUOMATHA NPU
KOMOHHHpaHE ¢ HHXMOUTOPH Ha XHAPOKCU-METHII-TIIYTAPHII-KOEH3UM A pellyKTa3ara, Hail-BepOATHO
nopanu (paKTa, Ye NMocACAHATE MOTraT Ja NPEAU3BHKAT MOABA HA TOBA YC/IOMKHEHHE U NPH
moHoTepanus. Jlo3a ot 40 mg € npoTHBONOKAa3aHa NPy €AHOBPEMEHEH Tprem Ha GubpaTH (BXK. TOUKH
4.3 n 4.4). [1pn Te3u nauneHTy nevedrero TPsOBA Aa 3aMoYHE € 1032 OT 5 mg.

Armuauuou

EHHUBPEMEHHOTO [MPHUNOXKCHUE HA PO3YBACTATHH C dHTHALKAHA CYCIICH3HA, CbAbpiKallld A IlYMHWHHCB H




Epumpomuyun
EQHOBPEMEHHHAT MPUEM HA PO3YBACTATHH U €pUTPOMHUMH € 1oBea A0 20% vamanssane Ha AUC .y 1

30% namanasane Ha Cpax Ha po3yBacTaTHH. TOBa B3aUMOACHCTBHE MOXKE [1a € NPEAW3BUKAHO OT
MOBHILEHHUA YpEBEH MOTHIIUTET BCIISACTBHE HA MPUEMAHETO HA EPUTPOMULIHH.

Enzumu om cucmemama na yumoxpom P450

JIaHHMTE OT HH BUTPO U UH BMBO NPOY4YBAHKMA NOKA3BAT, Y€ PO3YBACTATHH HE € HUTO HHXHOMTOP, HUTO
MHAYKTOD Ha uHTOXpoM P450 nzoensumute. PozyeacTaThi e cnad cybctpar 3a 1€31 U30EH3UMA.
CnenoBatenHoO, NeKapCTBEHU B3aUMOACHCTBHUA, PE3YITaT OT UMTOXpoM P450-Meanupanus
meTaboMH3bM, He ce ovakBaT. He ca HabmonaBaHyn KNMHHUYHO 3HAYUMH B3aMMOJEHCTBUA Mex Ay
po3yBacTaTHH H PpnykoHazon (MHXubutop Ha CYP2C9 u CYP3A4) wnn keTokonason (MHXHOHUTOP Ha
CYP2A6 u CYP3A4). EaHoBpeMeHHHAT NpHeM Ha HTpakoHa3o (MHxuburop Ha CYP3A4) u
po3yBacTaTHH BoAu A0 28% yBenuveHue Ha AUC Ha posyBactatuH. ToBa ManKo yBEJIHUEHHE HE €
KIHHWYHO 3Ha4YuMoO. [1o Tazu npuyKHa ekapCcTBEHH B3aUMOICHCTBHUA BCIIEACTBUE HA META0OIHUIBM,
MeaunpaH ot uMToXpoM P450, He ce oyakear.

BiaumopeicTBHA, KOUTO W3HCKBAT KOPEKLIMSA HA A03aTa HA PO3YBACTATHH (BkK. chuto Tabnuua 1)

Koraro e Heobxoaumo Aa ce npunara po3yBacTaTMH €IHOBPEMEHHO C APYTH 1EKAPCTBEHH NPOLAYKTH,
33 KOUTO € H3BECTHO, Y€ NMOBULIABAT €KCMO3MLMATA HA PO3YBACTATHH, AO3UTE PO3YBACTATHH TpsaOBa Na
ce kopurupar. Ha nmpeanuceaiumre nekapy ce npenoppuBa [a B3€Mart NMpeaBu ChOTBETHATA
AEKapCTBeHa HHGOPMALIMA, KOTaTO OOMHCIAT NPHAAraHe Ha TAKUBA NMPOAYKTH 3a€AHO C
pPO3YBACTaTHH. 3aro4Ba ¢€ ¢ 1034 OT 5 mg PO3YBACTATHH BEAHDBK JHEBHO, aKO O4YaKBaHOTO
nopuiieHHe Ha excno3uuuaTa (AUC) e npubnusutenHo aBpyKpaTHo no-ronamo. MakcumanHara
IHEBHA 1032 pO3yBacTaTHH Tpab8a fa ce KOpUrupa taka, ye Aa HAMa BEpOATHOCT OYaKBaHAaTa
€KCMO3HLIHA Ha pO3YBaCTaTHH Aa HaABMIUM Ta3u Ha 40 mg AHEBHA 103a, npueTa Oe3
B3aWMOAEHCTBALUM JIEKAPCTBEHH MPOAYKTH, Harp. Ao3a oT 20 mg po3yBacTaTuH ¢ reM¢pudposun (1,9
MbTH MOBHIIEHHE) H Jo3a oT 10 mg po3yBacTaTHH ¢ KOMOMHAUKNS pHTOHaBUp/atazaHasup (3,1 meTH
MOBHILEHHE).

AKo ce HabmoaBa, Y€ JekapCTReH npoaykT nosuinasa AUC Ha po3yBacTaTHH MO-MaNkKo OT 2 ITbTH,
Ha4YanHaTa 103a He TpaOea Ja ce HaManfBa, HO TpAOBa a ce NoAX0XKaa ¢ BHHMaHHE, akO 403aTa Ha
PO3YBACTATHH ¢e nosyuid Haa 20 mg.

Tabauna 1. E¢exT HA eJHOBpPEeMEHHO NPHJIATAR JEKAPCTBEH NPOAYKT BLPXY €KCIIO3HIHATA HA
posysacraTiH (AUC, B Ha3x0oasnm pea) oT ny0aMKYBaHH KJIHHMYHM NPOYUBaAHHA.

Ilosuiasane Ha AUC Ha po3yBacTaTHH 2 NbTH HJIH NOBEYE OT 2 ObTH

H030B pexxHM HA B3aHMOJeHCTBAINO H030B pe’kHM Ha IIpomana B AUC na
JIeKapcTBO pPO3YBACTATHH PO3yBACTATHR'
Codocbysup/Bennaracsup/Bokcunanpesip { 10 mg egnHu4Ha no3a 7,4 NbTH

(400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BeaHBK AHEBHO
33 15 qHM

Luxnocnopud 75 mg asa bty Ha aeH 10 | 10 mg BeaHbxk AHeBHO, 10 aHK 7,1 nbTH |
200 mg nBa MLTH Ha AeH, 6 meceua

Haposytamua 600 mg 2x AH., 3 ABH 3 mg, eAMHUWYHA 1034 5,2 nbTH |
Peropadennd 160 mg, eaHbk AHesHO, 14 | 5 mg, eaMHWYHA n03a 3,8 0bTH |

AHU

ATazanasup 300 mg/putonaeup 100 mg, 10 mg, eaunnyHa no3a 3,1 ng oj'é‘ﬁﬂlfﬂ,{%
BeAHBK JHEBHO, 8 AHH

Pokcaaycrar 200 mr npe3s aeH 10 mg, eauHH4Ha 1032

Bennaracevp 100 mg BeAHBX THEBHO 10 mg, eAMHHYHA 032




OmbuTaceup 25 mg/ napuranpesup 150
mg/ putoHaByp 100 mg BeAHBIK
nHepHo/nazabyeup 400 mg 2 nbTu AHEBHO,
14 quun

5 mg, eIMHHYHA 034

2.6 NbTH

JHH

TepudutyHomH I He e Hanu4Ha 2,5 nbTH |
Banaanycrar 600 mg BeAHBIK HEBHO, 20 mg, enMHKUHa Qo034 2,5 nbTy 1§
8 AHK

['pazonpesup 200 mg/enbaceup 50 mg 10 mg, enuHudHa no3a 2,3 NBTH
BeAHBX AHEBHO, || OHHU

[nexanpesvp 400 mg / nubpenraceup 120 | 5 mg BeaHBK AHEBHO, 7 IHH 2,2 nbTH
Mg BEAHBLX JAHEBHO, 7 AHM

Jonunasup 400 mg/puronasup 100 mg 20 mg BeAHbIK AHEBHO, 7 JHH 2,1 nbTH 1
OBa MbTH HA OeH, | 7 AHU

Kanmatuuubd 400 mg nBa NbTH Ha ACH 10 mg, eanHu4uHa 1032 2,1 mbTH 1
Knonugorpen 300 mg HauanHa go3a, cnea | 20 mg, eqMHKYHA 1034 2 bTH |
koeTo no 75 mg Ha 24 yaca

®ocramatnuyb 100 mg aBa mbTH Ha AEH 20 mg, eqMHHYHA 0032 2,0 noTH 1
(Mebykcoctar 120 mg BEAHLXK AHEBHO 10 mg, enHu4yHa no3a 1,9 nbTH 1
Tadamuauc 61 mg 2 mbTy AHEBHO Ha aed | 10 mg, eaMHU4Ha no3a 2,0 nbTH 1
1 12, nocineaBaHO OT BEAHBX JHEBHO Ha

AEH 3 H 9

I'emdubposun 600 mg apa mbTH Ha AeH, 7 | 80 mg, ennHKyHa no3a 1,9 nbth 1

IToprmabsade Ha AUC Ha po3yBAaCcTATHH NO-MAJAKO OT 2 BbTH

[1030B peXUM HAa B3aHMOAECHCTBANIO

0308 peskHM HA

IIpomana B AUC na

JEeKAPCTBO PO3YBACTATHH PO3YBACTATHH
Entpombonar 75 mg BeAHbK QHEBHO, 3 10 mg, eauHK4HA N03a 1,6 nbTH T

IOHH

HapyHasup 600 mg/prronasup 100 mg 10 mg BeaHbIK AHEBHO, 7 AHU 1,5 b 1

71BAa ITbTH HA AeH, 7 AHU

Tunpanaeup 500 mg/puronasup 200 mg 10 mg, enMHKUUHA N03a 1,4 nbTd 1

IBa NbTH Ha OeH, [ 1 aum

HpouenapoHd 400 mg ABa MbTH Ha JEH He e HanuuyHa 1,4 nvth ]

HUrpakonazon 200 mg BeaHbK AHEBHO, 5
IOHH

10 mg, eaMHUuHa no3a

1,4 nbTH T*%*

Ezetumub 10 mg Beausxk aHesHo, 14 gHH

10 mg, BeaHbK AHEBHO, 14 AHM

1,2 nbTH T**

INonwxasane Ha AUC na po3yBacraTun

0308 pexHM Ha B3aRMOJEHCTBAIIL0 J030B pexamM Ba IIpomaua 8 AUC ua
JIEKAPCTBO _pO3YBACTATHH pO3YBACTATHH
Epurpomuuus 500 mg 4eTHpH MbTH Ha 80 mg, enuHnuHa n03a 20% |

AeH, 7 OHH

baukanud 50 mg Tpu mbTH Ha ael, 14 aun | 20 mg, eaMHUYHA No3a 47% |

AUC= o1 nox kpyBara

*laHHHUTE, MOCOUEHH KATO X MbTH MPOMAHA NPEACTABAT MPOCTO CbOTHOILIEHHETO MEXAY

€1HOBPEMEHHOTO NPUIOKEHHE H NPUIOKEHHE Ha PO3YBACTaTUH CAMOCTOATENHO. [JJaHHHUTE, NOCOYEHH
KaTo % npeacTaBaAT NpoLEHTa pa3nuKa, OTHECEH KbM CAMOCTOATENHOTO PHIIOKEHHWE Ha PO3YBACTATHH.
[loBMILIEHHETO € MPEACTABEHO KATO ,,1”, MOHWKEHHUETO KaTo ,,] .
**Hakonko npoy4uBaHUs 3a B3aUMOACHCTBUE ca NPOBEACHHU ¢ PA3IMYHU JO3UPOBKH PO3YBACTATHH.
Tabnuuarta npeacrags HaH-3HAYUMOTO CHOTHOLUEHHE.

CneauuTe nekapcTBeHd NPOAYKTH/KOMOHHAUMH HE OKa3BaT KIIHHUYHO 3HAYUM €(EKT B @ 7
PO3YBAaCTaTHH MPH eQHOBPEMEHHO NpUIoKeHue: anernurasap 0,3 mg, 3a 7 aau; deHo
332 7 IKH, NPWIOKEHUE NO TPU MbTH Ha aeH; paykoHaszon 200 mg 3a 11 aHw, npunox




AHeBHO; (ho3amnpenasup 700 mg/ puronasnp 100 mg 3a 8 JHK, NPUITOKEHKE ABA MBTH HA JIEH;
keTokoHa3on 200 mg 3a 7 AHK, NpUAOKEHHE ABA MbTH Ha AeH; pudamnuu 450 mg 3a 7 aHH,
MpUIcKEHHE BEAHBK AHEBHO; cunuMapuHd 140 mg 3a 5 auu, npuioxKeHHe TpH MbTH HA JeH.

EdekT Ha po3yBACTATHH BBLPXY €AHOBPEMEHHO MPUEMAHH NIEKAPCTBEHH NMPORYKTH

Aumazonucmu Ha eumamun K

[ToaodOHo Ha apyru nuxuburopu Ha HMG-CoA penyxrasara, 3anouBaHeTo Ha JieUEHHE C
PO3YBACTATHH WJIH THTPHPAHETO HA A03aTa MY MPH NALMEHTH, NPHEMALLH AHTarOHHCTH Ha BUTAMHH K
(kaTo BapdapyH WK APYrd KyMapyHHOBH aHTHUKOAIyJIaHTH) MOXeE [1a A0BELE A0 NOBHUIEHHE Ha
International Normalised Ratio (INR). [IpekbcBanero Ha iedeHHETO WM HAMANABAHE HAa 103aTa Ha
PO3YBACTATHH MOXE Aa AoBeae 10 Hamanseane Ha INR. Ilpn noaoOHM cHTyaumH ce npenopbUusa
MOHHTOPHHT HA croiHOCTHTE Ha INR.

[lepopannu kormpayenmuau/XopMoHO3aMecmeauia mepanus

EnHoBpeMeHHUA NPUEM HA PO3YBACTAaTUH M EPOPATHH KOHTPALENTHBH € JOBEJ A0 NOBHILUABAHE HA
AUC Ha eTHHHN ecTpagHoa B HOprecTpea ¢boTBETHO C 26% K 34%. Tesn nOBULLEHH NN1a3MEHH
KOHLUEHTpaLYH TpAOBa Ja ce B3eMarT N0 BHUMAaHHWE, KOraTo ce onpeaens 103MpoBKaTa Ha
nepopaiiHuTe KOHTpauenTHBY. Hama dapmMakoKMHETHYHH AaHHH 34 MaUHEHTH, NPHEMALLH
eAHOBpEeMEHHO PO3YBACTAaTHH M XOPMOHO3aMecTBalla Tepanys. ETo 3auio szauMoaeicTeuero,
OMKHCAHO MO-TOpPe, HE € H3KMI0UYEHo. Bbnpekn ToBa, Ta3u KOMOHHALIMA € LWIMPOKO MIPUJIAraHa fnpy XKeHH
B KJIMHHUHH W3NMTBAKHA ¥ € ToJiepHpaHa nodpe.

pyzu aexapcmeenu npodyxmu
JIMrOKCHH: Bb3 OCHOBA HA JAHHHUTE OT ONpeAEieHH KNIHHHYHH NMPOYUBaHHA 3a M3CNeBaHe Ha
NIEKAPCTBEHH B3aUMOJIEHCTRA, HE CE OYaKBa KIIMHMYHO 3HAYHMMO B3aHMOJEHCTBHE C JUFOKCHH.

@dy3naoBa KMCENIMHA: PUCKBT OT MHOMATHUA, BIJHOYUTENIHO pabaoMuonu3a, MOXe 1a Ce YBENNYH NpH
eqHOBpeMeHHaTa ynotpeba Ha dy3unoBa KMCEIUHA 38 CHCTEMHO MPHIOKEHUE H CTATHHH.
MexaHu3MET Ha TOBA B3auMoaeicTBUeE ((apMaKoJHHAMUYHO MM PAapMAKOKMHETHUYHO, UITH U IBETE)
€ Bce olle HensBecTeH. Uma crobiueHus 3a padbaoMuonuiza ( BKAIOUHTETHO HAKOAKO ¢ (paTaleH U3Xxoa)
Npy NaUUEHTH, NPUEMALLH KOMOHBALUATA.

Ako TepanuaTa ¢ ¢y3Ma08a KUCETHHA 33 CUCTEMHO MPWIOKEHHUE € HATOXHUTENHA, JICUEHUETO ¢
po3yBacTaTHH TpaOBa aa Obae npekbcHaTo Npe3 nepHoaa Ha neueHue ¢ Py3uaora KHCesTHHa (BX.
TouKka 4.4).

[leanaTpyyHa nOMyaLMS
[IpoyuBaHHs 3a B3aHMOIEHCTBMA ca NMPOBEXKIAHH CaMO NpH Bb3pacTHH. CTeneHTa Ha
B3aHMMOACHCTBUATA MPH NEeIUATPHUUHA MTOMYAAUHA HE € H3BECTHA.

4.6 depraauTeT, GpeMEHHOCT H KhpMEHe

Po3yBacTaATHH € MPOTHUBONOKAa3aH No BpCME Ha 6PEMEHHOCT H KbpPMCHC.
AeHu B ACTCpPOAdHa Bb3pacT Tpﬂﬁﬂﬂ Ia npdnarat noaxoadlid KOHTPaAUCITHBHH MCDKH.

bpeMeHHOCT
XonecTepoasT W APYIH NMPOAYKTH HA XONECTEePOIOBHA OUOCHHTES Ca BAXHH 3a pa3BUTHETO Ha IL10/a.
Eto 3au10 noteHUHATHHAT PUCK OT HHXHOUpane Ha HMG-CoA peayktaszara € no-ronsM B CpaBHEHHE
C MOJ13aTa OT JICUEHHETO MO BpEME Ha OpeMeHHOCT. M3cneasaHuaTa BbpPXY KHBOTHU OCHTYpABAT

OrpaHH4eHH JaHHH 33 PENPOLAYKTHBHA TOKCHYHOCT (BX. TO4UKa 5.3). AKo naumneHrka 3adpemeHe

KbpMmeHe
OrpaHyyeHu JaHHHU OT myONUKUBaHK A0KIaaH NOKA3BaT, Y€ pO3yBaCTaTHH MPOCHCTRA
KbpMa. PO3yBaCcTATHH CE€ OTAE/IA B MJIAKOTO Ha UTbXoBe. [lopaau MexaHusMa Ha aeicT




pO3yBacTATHH, CBLUECTBYBA MOTCHIIHAICH PUHCK OT HEXKEJIAHH PCAKLHH MPH KbPMAYCTO. Po3ucrar ¢
[TPOTHBOIIOKA3dH NO BPEME Ha KbpMCHE.

QDEePTUIHTET
Hama n3secTHH edekTn BbpXY epTHANTETA Ched YNOTpedaTa Ha pO3HMBACTATHH.

4.7 EdexTH BLpXY cnoco0HOCTTa 32 mopHpane H paboTa ¢ MAIHHH

Hsma npoyuBaHus 3a edexra Ha po3yBacTaTUH BbpXY CNocOOHOCTTA 3a o upaHe U paboTa ¢
MalllHHH, HO Bb3 OCHOBA HA (papMaKOAWHAMUUHHTE CH CBOHCTBA HE CE O4YaKBa PO3YBACTATHH A BIHAC
HeOIAronpuATHO Ha Te3M cnocoOHoCTH. Bunpeku ToBa, npy wodHpaHe win padoTa ¢ MalluHK TpabBa
Nla c€ UMa NpeIBHA, He NPUEMAHETO Ha JIEKAPCTBOTO MOXKE Aa Npeau3BHKa CBETOBbPTEXK.

4.8 Hexenann AeKapcTBeHH peaKIHH

Hexenanurte nekapCcTBEHH peakuui, HaDAIOJaBaHH MPH ynorpebara Ha po3yBacTaTHH, OOMKHOBEHO ca
Jexy v npexoaHu. I'lpy KoHTponupaHH KJIMHHYHH H3MIHTBaHU NOJ 4% OT NaLKMECHTHTE, NIEKYBAHH C
pPO3YBACTATHH, ¢a NPEKbCHAJIHK NEUYECHHETO NOpadH HEXENaHU CBHOUTHA.

TabauveH ¢NHCHK HA HEMETIAHUTE PEAKLIHN

Basupana Ha JaHHH OT KJIMHWYHH NPOYYBAHHA H ODIUMPEH MOCT-MAPKETHHIOB ONUT, ClleAHaTa
TabNHLUA npeAcTaBd NpoQUIBT Ha pO3YBACTaTHH MO OTHOLUEHHUE HA HEXKEIAHHTE JIEKAPCTBEHH
peakuuu. Hexxenanute peakuuu, H30poeHH No-a0iy, ca KJIaCHQULIMPAHH NO YECTOTa U CHCTEMO-

opraned kiac (COK).

UecToTaTra Ha HEXENAHUTE peakLMH e ¢bobpaizeHa cbe cneaHaTa koHBeHuus; yectu (> 1/100 oo 1/10);
HeuectH (> 1/1000 go 1/100); peaku (= 1/10000 no 1/1000); muoro peaxu (< 1/10000); nensBecTHa
yectoTa (He MOXe Ja O6bae oueHeHa OT HATHUHWTE JaHHH).

Tabanna 2. HexxetaHH J1eKapCcTBeHH peakiiHH, 6a3HpaHH HA ZAHHH OT KJJHHHYHH NPOYYBAHUSA
H NOCT-MAPKETHHIOB OIHT,

Cucremo- YecTH Heuectn Peaxn Mmuoro peakn HeussectHa
OPraHe¢H KJaac JeCTOTA
Hapyuienusa Ha TpombouHTONEHNS
KpPbBTA U
aumbara
HapyuieHnsa Ha Peakuuu Ha
MMYHHATA CBPBXUYYBCTBUTE]-
CUCTEMA HOCT,
BKJTOYHTEITHO
AHCHOEOEM

Hapywienns Ha | 3axapeH
€HIOKpMHHAaTa | Anabet’
CHCTEMA

ITcHXHYHH Jenpecus
HADYLUCHHA

Hapywenusa Ha | I'naBoboaue, [Honuuesponarus, | IlepudepHa
HEepBHATA 3aMailBaHe 3aryba Ha naMeT | HeBpONaTHi,

CHCTEMA




rpaBHC

PecnupaTopHH, Kauuinua,

I'PbAHY U AUCTIHEA

MEAHACTHHATHH

HapyuleHUs

CtoMalllHo- KoHcTHnauus, [TankpeaTur Huapus

YpEeBHU rajcHe,

HApYLUEHHS abaoMHUHaHa

bonka
Xenarobunuap [ToBuiueHH XKuatenuua,
HYA _HapYLUeHWS 4yepHOAPOOHH XENaTHUT
TpaHCaMHHA3H

HapyuieHug Ha [lpypuryc, CuHaopoM Ha

KOXAaTa H obpus, Stevens-

MOAKQKHATA yPTHKaPHS Johnson,

ThKaH JIEKapCTBEHA
peaxiua ¢
CO3NMHODHANA H
CHCTEMHH
CHMIITOMH
(DRESS)

Hapywenna Ha | Muanrua Muonarus ApTtpanrus Hapywenus Ha

MYCKYJIHO - (BKJIFOUHTETHO CYXOKHITUATA,

CKEeJIETHATA MHO3HT), MOHAKOra

CHCTEMA U pabaoOMHOIH3A, YCAOXKHEHH OT

ChEAHHHTE- nymyc-noaobex pynrypa,

HaTa TbKaH CHHIPOM, HMYHOMEQHH-

MYCKYJ/IHa pynTypa paHa

HeKpo3upalia
MHOTIATHA

Hapymenus Ha XeMATOoypUs

O6BpOpeuHTE H

MUKOYHHUTE

MbTHLLIA

HapyluuieHus Ha [ 'uHekOMacTuA

BBL3MPOHU3BOIN-

TenHara

CUCTEMA U

rbpAAaTa

O6iM AcTeHns Enem

HapyLIeHHa U

edexry Ha

MACTOTO Ha

NPUIOKEHHE

HapylieHus Ha

QUUTE




' YecToTaTa LIE 3aBUCH OT HATHUHMETO MW OTCHCTBHETO Ha PUCKOBH (haKTOPH (IN1KOKO3a HA MagHo >
5,6 mmol/l, unaekc Ha TenecHa maca > 30 kg/m’, MOBHLIEHH CTOMHOCTH Ha TPUT/THLIEPHANTE,
aHaMHe3a 3a XHINEPTOHHA ).

KakTto npu apyru uHxuouropu Ha HMG-CoA peaykraszara, 4eCTOTATA HA HEXEIAHHUTE IEKAPCTBEHH
peakLiHM 3aBHCH OT fIpHIaraHaTa qo3a.

Edexmu evpxy 6vbperyume

[Ipy nauMeHTH, NEKYBaHH ¢ PO3YBACTATUH, € HAONI0aBaHa NPOTEHMHYPHA C NPEOWMHO TYOyneH
MPOU3X0/, YCTAHOBEHA NPH M3CIEABAHE C TECT-JIEHTHYKH. I3MEHEHHA B KOJIHUYECTBOTO NPOTEHH B
ypHHATA OT JIMNCa WK Cneam Ao ++ Wi noseve ca Habnwgasadu npH < 1% ot nauuenrTure,
npyueMalln Jo3m 10 mg u 20 mg 1 npu npubnusureiHo 3% OT NaLHEeHTHTE, JIEKYBAHHU ¢ 103H OT 40
mg. MHHHMANHO MOBHILEHHKE OT JIMMCA WIH clead 1o + e HabntogasaHo npu nosa ot 20 mg. B
MOBEYETO CAy4an NPOTEHHYPUATA HAMAJIABA HTH W34e3Ba CMOHTAHHO B NpoLieca Ha JeueHHeTo. OT
riperieaa Ha JaHHATE NPY KNMHUYHW W3NUTBAHHUA U NOCT-MAPKETHHIOBH NPOYYBAHHA 1O CEra He €
unenTHUUMpaHa NPHYHHHA BPBH3KA MEXKILY NMPOTEHHYPHUATA U OCTPO WM NporpecuBHO 610peyHo

3200/19BaHE.

[1pu nauueHTH, TPETHPAHHK C PO3YBACTATHH, € HADMI0AaBaHA XeMaTypH4, HO KIMHUUHHUTE JaHHH
COYaT, Ye YecToTaTa M € HHACKA.

Edexmu svpxy cxeremnama mycxysamypa
Bn3aeiicTBUA BbPXY CKEJETHATA MYCKYJIaTypa, KATO MUAJITHA, MHUONATH (BKIIOYHTEITHO MHO3HUT) U

paako pabanomuonusa ¢ KK 6e3 ocTpa 61OpeuHa HEAOCTATBUHOCT, Ca AOKJIAABAHH MPH NALHEHTH,
NEKYBaHH C pO3yBacTATHH MPHA BCUYKH T€paneBTHYHH A03H, 0cOOEHO npu A03M > 20 mg.

YeenuueHu Hupa Ha CK, cebp3any ¢ Ao3aTa, ca HabnoJaBaHu MNP NMaLHEeHTY, NMPHEMaLIH
PO3yBACTATHH, MO-TOJIIMATA YACT OT CIYHYAUTE €A JIEKH, NPEXOAHH U aCHMNITOMAaTHYHH. AKO HHBOTO
Ha CK ce moBHIu# > 5 MbTH ropHaTa rpaHMLa Ha HOPMATa, JIeYEHHETO TPAOBa BPEMEHHO Aa ce

npeycTaHoBH (BX. TOUYKa 4.4).

Edexmu svpxy wepnus opob
Kakto npu npyru nuuxubutopn Ha HMG-CoA penykraszara, € HabnoaaBaHO YBE/IHUEHHE HA

TpaHCAMHHA3UTE, CBBP3aHO C JO3HPOBKATA MPH MAJTBK 6p0ﬁ fIALHCHTH, NPUCMALLH PO3YBaCTATHH, 1O~
roaaMa 4yacTt OT CAy4auTe Ca JIEKH, aCHMITTOMATHYHH H NTPCXOHH.

CneaHuTe HexeNlaHK peaKiMi ca JOKNaABaHH NMPH HAKOU CTATHHU:

- CeKCyasiHa AUC(YHKLUS;

- M30JIMPaHM CNyyau Ha HHTepcTHLUHanHa OenonpodHa Bonect, ocodbeno npu NPoOABILKHUTENHA
Tepanua (BXK. To4Kka 4.4).

JloksiagpaHaTa 4e€cToTa Ha pabaoOMHONIN3a, CEPHUO3HH HEPHOAPOOHH YBPEXKAAHHA (TNAaBHO YBETHYECHH
YyepHOAPpOOHH TpaHCaMHHA3H), € 110-BMCOKa NpH Jo03a oT 40 mg.

[lennwaTpryHa nonyjauns

[ToBminasaHe Ha KpeaTUHKMHa3aTa > 10xULN 1 MyCKyJIHH CHMNITOMHU clel YNPaKHEHUA WIH
NOBULIEHA PU3HUECKA AKTHBHOCT ¢a HaONIOJaBaHH MO-4€CTO B 32-CEAMUYHO KIITHHHYHO MPOYYBaHE Ha
neua ¥ MIaae)ku B CpaBHEHHUE C Bb3pAaCTHHUTE (BXK. Touka 4.4). B apyr acnekT, npodpunibT Ha
6e30NacHOCT HA PO3YBACTATHH € CXOAEH MPH ASLA U MTAAEKH B CpaBHEHHE C Bb3PaCTHHTE.

CrofiuaBaHe Ha MOA03HWPAHN HEXKENAHH PEAKUUU

Cpo0laBaHeTO Ha NOAO3HPEHHU HEXKENAHH peaKLUK Ciel pa3peLlaBsane 3a ynorpeda Ha neKapCTBEHHS

NpoAYKT € BaXKHO. ToBa Mo3BoJIABA A2 NPOAbLIKH HAOMIOASHUETO HA CHOTHOLLIEHHETO T10J13a/PUCK 34

nekapcTBeHUs npoaykr. OT MEJULMHCKMTE CNELHATIUCTH CE H3MCKBA Ja ChoOuaBaT BCAKS o U375
’ LY

Y

-k

noJo3vpaHa HexejaHa peakuusa ypes ManbwnrurenHa areHudd no jiexapcTeara yia. ,,JJamii
8, 1303 Codua, Ten.: +35 928903417, yebeaiiT: www.bda.bg




4.9 Ilpeaosupane

Hsama cneunduyHo nevende 8 ciay4aid Ha npeno3upane. [1pu npenosupane, nauueHTsT TpAOBa Ja ce
NeKyBa CHMMNTOMATHYHO H 12 ce 3anouyHaT NoAabprkalily MEPKH cnopea Hyxaara. HepHoapobHara
dbyHkuua v Hueara Ha CK tpabea na ce cnenar. Manko seposaTHO € Xemoananu3saTa na Obae 0T noasa.

5. ®APMAKOJIOTHYHH CBOUCTBA
5.1 ®PapmaxkoaHHAMHYHH CBOHCTBA

dapmakoTtepanesTuyHa rpyna: Muxuburopu na HMG-CoA penykrasarta
ATC koa: C10AA 07

MexaHU3bM Ha JEHCTBHE

Po3yBacTaTvH e celeKTHBEH U KOHKYypeHTeH HHxuourop Ha HMG-CoA penykrasara,
CKOPOCTOOrPAHMUYABALUYAT €H3UM, KOMTO NMpeepbila 3-XHAPOKCH-3-METHITNYTapril KOCH3UM A B
MEBAJIOHAT, NPeKypcop Ha xonecTepona. OCHOBHO Bb3ACHCTBHE pO3yBACTaTHH OKa3Ba BbPXY YEPHHA
Apo0, OpraHsT, B KOUTO C€ H3BLPLUIBA HAMAIABAHE HHBOTO Ha XONECTEPOI.

PosyBacraTuH yBesnnyaBa 6pos Ha wepHoapoOHuTe LDL peuentopH BepXy KjieThYHATA MOBBLPXHOCT,
KaTo 3aCWiBa NoeMaHeTo y karabonuima Ha LDL v nHxubupa yepHoapobHara cunresa Ha VLDL,
KaTo o To3¥ HauuH Hamamaea oduna 6poit Ha VLDL u LDL yacTuum.

MdapmakonMHaAMHUYHHU €DEKTH

Po3syeacTaTvHH HamansBa nopuieHus LDL-xonecrepon, oduiys xonectepon U TPHINTUMLIEPHANUTE H
nosuinasa HDL-xonecrepona. Toii cbuio nounwxkaea ApoB, veHDL-C, VLDL-C, VLDL-TG u
yeenaruvapa ApoA-I (ex. Tabnuua 3). PosyBactatuH nonmxasa ¥ ceoTHoweHusra LDL-C/HDL-C,
06w, C/HDL-C, HeHDL-C/ HDL-C u ApoB/ ApoA-I.

Tatnana 3. OTroeop Ha 103aTa NPH NANHEHATH ¢ NLPBHYHA XHNepXoJecTepoaemusn (Tan [la v
IIb) (xopurnpan cpeleH OPONEHT HA NPOMAHA 0T H3XO0AHOTO HHBO)

Ho3a N LDL-C | O6m-C | HDL-C TG HeHDL-C | ApoB | ApoA-I
flnanedo | 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 - 351 - 46 5
40 18 - 63 - 46 10 - 28 - 60 - 54 0

TepaneBTUHHHAT OTTOBOP KbM JIEHEHHETO C PO3YBACTATHH Ce 3adenA3Ba 10 1 ceaAMHLA OT HAHAIOTO
Ha Tepanuata U 90% OT MakKCHUMaIHHA OTrOBOP C€ MOCTUra J0 2 ceAMHUU. MaKCHMATTHHAT OTroBOp
OOMKHOBEHO ¢€ NOCTHra KbM 4-Ta ceAMHLIA H C€ NOAABPKA C/EM TOBA.

KnrHHYHa epUKACHOCT U De30MacHoCT

Po3yBacTaTHH e edeKTHBEH NPH BL3PACTHU, CTPAAALIHN OT XHUIIEPXOoJiecTeposieMus ¢ wiu be3

XHIEPTPUTIIMLEPHIEMHS, HE3ABUCUMO OT PACcOBA MPUHALJIEHKHOCT, MOJT WK Bb3PacT H MPH CMNELHATHA
rpynu, Kato AMabeTHLH WIH NauMEHTH ¢ aMUITHA XUNEPXONECTEPONEMUS,

Ob6o0uieHHTe AaHHH oT 1] Pasa Ha KITHHHUYHKWTE MPOYYBAHHA MOKA3BAT, Y€ PO3YBACTATHH €
e)eKTHBEH NpH NeueHHe Ha ronama yacT ot naureHTH ¢ Tvn [la v IIb xunepxonecrepo
n3xoaHa ctoiiHocT Ha LDL-C okono 4,8 mmol/L) cnopen onpeaenenunte ot EBpone#
no Atepocknepo3a (EAS; 1998) uenesu croitnoctn. Okono 80% ot nauneHrture, ne
10 mg, ca gocTUrHaaH xenaHure croifHocTH Ha LDL-C (< 3 mmol/L) cnopea EAS.

ppicbiig,




B mamabuo npoyurane ¢ GopcHpaHoO TUTPHpaHe Ha Ao3aTta, 435 naLMeHTa ¢ XeTepo3UroTHa paMuinHa
XUNEPXONECTEPOEMHA ca eKyBaHH ¢ 1034 oT 20 mg no 80 mg. BCHUKH 103HPOBKH NMOKa3par
OSIOKUTENIEH Pe3YyJITaT BbPXY JTMNUAHUTE NoKazaTenu. Cnea AocTuraHe Ha AHEBHa 103a oT 40 mg
(12-ceamuuno neyenune) LDL-C Hamansea ¢ 53%. 33% ot naumeHTuTE A0CTUraT CTOMHOCTHUTE Ha

LDL-C cnopea EAS (< 3 mmol/L).

B oTBOpeHO NpQy4BaHe ¢ dopcupaHo TUTPHpaHE Ha ao3aTta npu 42 nauMeHTa (BKUIHOUUTENHO 8
neJHaTPHYHK NALKEHTH) C XOMO3UTOTHA (PaMHJIHA XHIEPXOECTEPONEMHUS, CA OTHETEHH PE3YNTATHUTE
ot npueMane Ha 20-40 mg po3yBacTaTuH. B obluara nonynatmsa cpeaHoTo noHwkeHre Ha LDL-C e
22%.

[Tpu KIIMHWYHH W3MMTBAHAA ¢ OTPaHH4YEH OPOi NALMEHTH, pPO3YBACcTaTHH NOKAa3Ba AAHTHBHA
e(PEKTHBHOCT MpPH HaMaNBaHe Ha TPUIIMLEPHANTE, KOraTo € nmpueMan 8 koMOuHaumsa ¢ penodudpar
U npH nosuieHo HUBo Ha HDL-C 8 komMOuHaung ¢ HHanmH (Bx. Touka 4.4).

B MHOrOUEHTPOBO, IBOHHO-CNANO, M1aLeb0-KOHTPOAUpaHO KIHMHWYHO npoyuBaHe (METEOR), 984
MalMeHTa Ha Bb3pacT Mexay 45 u 70 ronMHu ¢ HUCHK PUCK 32 UCXEMHYHA BOAECT HAa CBPLETO
(neduuupan kato Framingham puck < 10% 3a 10 roaunn) n cwe cpeadn LDL-C 4,0 mmol/L (154,5
mg/dL), Ho cbe cyOKIHHKHYHA aTepockiepo3a, ycTaHoBeHa upes uamepBane Ha CIMT (Carotid Intima
Media Thickness) ca panaoMu3dpaHy Ha 40 mg po3yBacTaTHH BEAHBK AHEBHO WiM rniauedo 3a 2
roauHHd. PozyBacTaTHH 3Ha4YUTENHO € 3abasun nporpecusaTa Ha MakcuManHoTo CIMT Ha Bcuuky 12
MECTa Ha KapOTHAHWUTE apTepku B cpaBHeHHe ¢ nnauedo -0,0145 mm/roanna (95% CI -0,0196, -
0,0093; p<0,0001). [IpoMaHaTa cnpAMO U3XOAHUTE CTOMHOCTH 3a po3yBacTaTvH rpynara € -0,0014
mm/roauna (-12%/roguHa (He3HauMTEeNHO)) B cpagHEHHWe ¢ nnauedo rpynata ¢ nporpecus ot +0,0131
mm/roauHa (1,12/roguna (p<0,0001)). He e neMoHcTpHpaHa AHPEKTHA B3aHMOBPDB3Ka MEXAY
noHwkeHrero Ha CIMT HuBaTa H NOHHIKEHHS PUCK OT ChPASYHOCHOOBH ChOUTHA. [lomynauuara B
npoyusaHeTo METEQOR e ¢ HUCBK PUCK OT HCXeMHUYHA DOJIECT Ha CBPLIETO U HE NMPEACTABIIABA
LieAeBaTa nomyauna Ha posyeactatud 40 mg. oauposkara ot 40 mg Tpabsa na ce npeanyucBa caMo
MpH NALHEHTH C TEKKA XHIEPXOJECTEPOIEMHSA C BUCOK CHPAEHYHOCHAOB PHCK (BX. TOUKa 4.2).

[Tpoyusauero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) wacneasa eekra Ha po3yBacTaTHH KalLUHA BbPXY
MOABATA Ha FONIEMH aTEPOCKIEPOTHYHH ChPAEUHO-CBAOBHU CHOUTHA Npu 17 802 Mbxke (> 50 roauHun) y
xeHH (> 60 roauun).

YyacTHYlLMTE B NPOYYBAHETO Ca paHAOMH3MpaHH Ha mauebo (n=8901) nan posysacratnn 20 mg
BeaAHBK JHeBHO (n=8901) 1 ca npocneneHM 3a cpeieH nepruo OT 2 roAuHA.

KonuenTpauunute Ha LDL-xonecrepona ca noHwxkeHu ¢ 45% (p<0,001) B rpynaTta Ha po3yBacCTaTHH, B
cpaBHeHMe ¢ iauebo rpynara.

[pu post-hoc aHanu3 Ha BUCOKOPHCKOBA rpyrna OT nuua ¢ 6a3os puck no Opamuuram > 20% (1558
NKLA) HMA 3HaYHTe/HA peyKUunUd B KOMOMHUpaHaTa KpaiHa Touka OT ChbPAEYHO-CHA0BA CMbPT,
HHCYAT U MUoKapaeH uHdapkt (p=0,028) npu neueHue ¢ po3yBacTaTuH cripaMo nnauedo.
AOconoTHaTa peayKuMs Ha pucka B HUBOTO HA chOuTHATA 33 1000 naumeHTo-roguuH e 8,8.
TorafiHaTta CMBbPTHOCT € HEMPOMEHEHA B Ta3H BUCOKO puckoea rpyna (p=0,193). I1pu post-hoc ananu3
Ha BUCOKOPHMCKOBA noarpyna ot ayua (9302 nuua obit0) ¢ U3XxoaHa OUEeHKa Ha pUcKa > 5%
(eKCTpanoaHpaH Ja BKJIIOUYH JTMUA HA4 65 rOAMHH) MMa 3HAYMTENHA peayKUMs B KOMOHHHpaHaTa
KpaiHa TOYKa OT CbpAeYHO-CbAOBA CMBPT, MHCYNT M MHOKapaeH nHopapkT (p=0,0003) npu neuenuero
C pO3yBacTaTHH cnpaMo riauedo.

AbcosoTHaTa peayKIUg Ha pUCKa B HUBOTO Ha cubuTtuaTa € 5,1 3a 1000 naunenTo-roauHu.
ToTanHara CMBLPTHOCT € HEMNPOMEHEHA B Ta3H BUCOKOpUCKOBa rpyna (p=0,076).




(0,02% poszysacTaThH, 0,03% nnauedo). Hait-yecTure HExENaHH CHOUTHA C HUBO, MO-TOIAMO H PABHO
Ha Tuiauebo, ca uHGeKUHH Ha NHKouHWTe MbTHna (8,7% po3yeacTtaTuH, 8,6% mwiauebo),
HazodapuHruT (7,6% po3syBactaTuH, 7,2% nnauebo), bosika B repba (7,6% posysacrarun, 6,9%
nnauebo) u muanrug (7,6% po3sysacrtaThi, 6,6% niaauebo).

lleaMaTpryHa nonyJjatua
B enHo ABOHHO-CAANO, PAHAOMH3UPAHO, MYJITH-LIEHTPORO, MJ1auedo-KOHTPOIHpaHo, 12-CeaAMHYHO

npoyusaHe (n=176, 97 OT MbXKHK NOJ U 79 OT kEHCKH o), nocneasaHo ot 40-ceaMHUHA OTKPHTa
¢aza ¢ TUTpUpPaHE Ha R03aTa HAa po3yBacTaTHH (N=173, 96 OT MBKKHK NOJA K 77 OT HKEHCKH 1MOJ),
nauMeHTH Ha Bb3pacT 10-17 roaunu (craauit 1I-1V no Tanep, momuuera none 1 roavHa caen
HAYAO0TO Ha MEHCTPYALHATA) C XETEPO3UIOTHA AMIWIHA XUIEPXOJIECTEPOJIEMHS, Ca MOy YaBaIH
posyeactaTiH 5 mg, 10 mg v 20 mg unu niauedo AHEBHO 3a 12 ceaMHLIK, # CI€] TOBA BCHYKH ca
MoSyyaBaH po3yBacTaTuH JHeBHO 3a 40 ceamuun. B HayanoTto Ha npoyuBaneTo npuOan3uTenHo 30%
ot naruenTuTe ca 10-13 roguiunu v npubanazurento 17%, 18%, 40% un 25% ca cbOTBETHO B CTaAUH
I, 111, IV » V no Tauep.

LDL-xonecteponsT € nonuwxeH 38,3%, 44,6% n 50,0% ot posysactaTtuH 5 mg, 10 mg 1 20 mg,
CBLOTBETHO, B cpaBHeHMe ¢ 0,7% 3a nnauebo.

B kpas Ha 40-ceaMuuHaTa OTKpHUTA (pa3a C THTPHpaHE A0 NPHLEIHA CTOMHOCT, ¢ I03HpaHE 10
MakcHMYM 20 mg BeaHbXK AHEBHO, 70 oT 173 nauuent# (40,5%) ca nocTuruanu npyueIHara
croiiHocT 3a LDL-xonectepon ot no-mManko ot 2,8 mmol/l.

Cnen 52 ceAMHULM HA HM3CNEABAHOTO JICHEHHUE, HE € YCTAHOBEH HUKAKBB e(EeKT BbpXY pacTexa,
Ternoro, BMI nnn nonosoro cbhapsapaHe (BxkK. TouKa 4.4). Tosa npoyusane (n=176) He e
NnpeaHa3HA4YEHO 32 CPARHABAHE HA PEAKH HEXKEJIAHH IeKapCTBEHH PEaKLyH,

Po3yBacTaTHH € MpOYYEH CHLUO B €HO ABYTOAHLUHO OTKPHTO KJIHHHYHO NPOYYBAHE C THTPHPAHE HA
go3ara o xenaHarta Ao3a npyu 198 neua ¢ xeTepo3uroTHa (paMuiHa XHNEPXONECTEPOJIEMUS Ha
Bb3pacT oT 6 a0 17 roauHH (88 momuera u 110 Mmomuuera, ctaauit no Tanep < 11-V). Hayannara nosa
MPpY BCHUYKH MALIHEHTH € 5 Mg po3yBacTaTHH BEAHBX AHEBHO. [Ipy nauueHTH Ha Bb3pacT oT 6 10 9
roauHH (n=64), no3ara MOxXKe Ja ce TUTpUpa A0 MakcumanHaTa 1o3a 10 mg BeAHbK AHEBHO, a NPH
nauueHTH Ha Bb3pacT oT 10 ao 17 roaunn (n=134) — no makcumanna fo3a 20 mg BeAHBK AHEBHO.

Cnepn 24 Mecelia Ha NeueHHe ¢ po3yBacTaTuH, LS Ha cpeaHua npoueHT Ha HamaneHue Ha LDL-C
CNPSMO U3X0AHAaTa CTOMHOCT € -43% (M3xonHo HUBO: 236 mg/dl, meceu 24: 133 mg/dl). 3a Bcsaka
Bb3pacToBa rpyna, LS Ha cpeinus npoueHT Ha HamaneHue Ha LDL-C cnpaMo H3xoaHaTa CTOHHOCT € -

43% (u3xoano HHBO: 234 mg/dl, meceu 24: 124 mg/dl), -45% (u3xonno Hueo: 234 mg/dl, 124 mg/dl)
U -35% (M3xoaHo HuMBo: 241 mg/dl, meceu 24; 153 mg/dl) BB BB3pacrosute rpynu 6 no < 10, 10 no <
14 v 14 po < 18, CHOTBETHO.

Posysactatnd 5 mg, 10 mg 1 20 mg 4OCTHraT Chll0 CTATHCTHUECKH 3HAYUMH CPEAHU NPOMEHH
COpsSMO M3XOAHO HUBO 3a CNEJHUTE BTOPUYHH NOKA3ATE/IH HA JUNHAKTE U aunonpotenHure: HDL-C,
TC, ne-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne-HDL-C/HDL-C, ApoB, ApoB/ApoA-1.
Bcska oT Te3u npoMeHHU € B NOCOKa Ha noao0peH JIMIIHAEH OTrOBOP U CE NMOAAbPXKa B MPOJTLIKEHHE
Ha 2 TOAWHH.

He ce ycTanoBaBa edekT BbpXy pactexa, ternoto, MTM uam nonosoro cu3psarave cnen 24 mecela Ha
nedeHue (BxK. Touka 4.4).

Po3yBacTaTvH € NpoyueH B paHAOMUW3HPAHO, ABOHHOCNANO, MN1aLebO-KOHTPONHNPAHO, MHOTO
KPBCTOCAHO MpOYy4BaHe ¢ 103a 20 mg BeAHbX AHEBHO CripAMO Miauedo npH 14 aeua M 1o
Bb3pacT oT 6 70 17 roanHH) ¢ XOMO3UroTHa paMuIHa Xxunepxonecreposemus. [1poyus
aKTHBHa 4-CeIMHYHA BCTbIUTENHA ¢a3za Ha AUETA, O BPEME HA KOATO NALMEHTHTE Ca

posyBacTaTiH 10 mg, enHa kpbcrocaHa ¢dasa, KOATO BKIKOUBA MEPHOA OT 6-CEIMHHHO g:e




posyeactatuH 20 mg, npeauwiecTBaHa WIM NMOClEABaHA OT 6-CeAMHYHO JleHeHHe ¢ naawedo U
noaabpxaitara 12-ceaMuuHa da3sa, npe3 KoATo BCHUKH NALUEHTH ca JIeKyBaHH ¢ po3ysacTaTuH 20
mg. [TalHeHTHTE, KOUTO MOCTHNIBAT B MPOYYBAHETO HA TEpanHs ¢ e3eTUMHUD UK adepesa,
MpOAbKABAT NEHEHHETO CH NPE3 LUEJIHA NEPHOA HA MPOYUBAHETO.

Cratnectruecku (p=0.005) 1 kanHuuHO 3HaurMo Hamaienue Ha LDL-C (22,3%, 84,5 mg/dL nnu 2,2
mmol/L) ce Habirogasa cnea 6 ceaMULM Ha NeyeHue ¢ po3yBacTaTHH 20 mg B cpaBHeHHe ¢ mauebo
[PH J€ELIA U IOHOLIKW ¢ XOMO3UIroTHA aMuiiHa xunepxonecteponemus. CTaTHCTHYECKH 3HAYHMH
HaMaeHus B obwma xonecrepon (20,1%, p=0.003), HeHDL-C (22,9%, p=0.003) u ApoB (17,1%,
p=0.024), ca HaGnoaaBaHu cnen 6 ceaMHULM HA neueHue ¢ pozysacTaTHH 20 mg B CpaBHEHHE C
1aueto NpM ena M IOHOLH C XOMO3HTOTHa paMuiTHa xunepxonecteponemus. Habnronaea ce couio
MOHXKEHUE HA TpHrauuepHuauTe, csoTHolueHusTa LDL-C/HDL-C, 061 C/ HDL-C, neHDL-C/ HDL-
C u ApoB/ApoA-1 cnea 6 ceaMUUM Ha NieueHHe ¢ po3yBacTaTHH 20 mg B cpaBHEHHE ¢ niauebo npu
geua u wHowd. Hamanenweto Ha LDL-C caen 6 ceaMuuy Ha niedeHue ¢ po3yBacTaTHH 20 mg,
MocAeaABaHo OT 6-ceAMHYHO JieueHue ¢ auedo, ce 3anassa B paMKHTe Ha 12-ceAMHYHO
HEMPEKBCHATO JIEYEHUE MPY ACLA M IOHOLUK C XOMO3UroTHa pamMuina xunepxonecteponemus. Eaun
MaLMEeHT € MMAJ Mo-HaTaTbluHO noHuxasane Ha LDL-C (8,0%), Oou-C (6,7%) v neHDL-C (7,4%)
cnea 6 ceamuuHo JedeHue ¢ 40 mg ciea noBUILABaHE HA J03aTa.

[To BpemMe Ha pasiiHpeHO OTBOPEHO NPOYHBaHE, NPH 9 OT Te3H NauxeHTH Ha 20 mg po3yBacTaTHH 3a
He noseue oT 90 ceamMuun, HamangeaHeTo Ha LDL-C ce 3anaspa B pamkuTe Ha -12,1% 0o -21,3%.

[Tpu 7-Te neua v oHowWwH (Ha BB3pacT oT 8 0o 17 ronuHy) ¢ XOMO3UroTHa aMHUITHa
XHIIEPXOJIECTEPONIEMMA OT OTBOPEHOTO NMPOYUBaHE ¢ (POPCUPAHO TUTPpUPaHE (BHXK NO-rope),
npoLeHTHOTO NoHWxkenue Ha LDL-C (21,0%), obw C (19,2%) n neHDL-C (21,0%) ot n3xoaHoTo
HHUBO el 6 ceAMHLH Ha fedyeHHe ¢ posyBactaTuH 20 mg, € B CbOTBETCTBUE C Te3H, HabmoaaBaHH B
NOCOUYEHOTO NO-TOPEe NPOYHBAHE NPHU AeLa U IOHOLH ¢ XOMO3UroTHA (paMH/IHA
XHNEPXOIECTEPOTIEMHSL.

Esponeiickara areHUMs N0 JeKapcTBaTa 0cBOO0KAaBa OT 3aAbJDKEHHETO 33 MPeaocTaBAHE Ha
pe3ynTaTy OT MPOYUBaHKHA C pO3YyBAaCTATHH NPH BCHYKU NOATPYIH OT NEAUATPHYHATA MOITyJIallks 3a
NeYeHHE Ha XOMO3HUroTHa GaMH/IHA XHNEPXOAECTEPONIEMHSA, TbPBUYHO KOMOMHUPAHA (CMeCceHa)
OUCITHIIKAEMHUSA W 33 NPODUNAKTHKA HA CbPACYHO-CHOOBUTE CHOUTHA (BXK. TOUKa 4.2 3a uHOpMaLys
OTHOCHO ynoTpeda B neauaTpuaTa).

5.2 PDapMakoKHHETHYHH CBOiiCcTBa
Abcopbuus

MakcuManHuTe NJasMeHH KOHLICHTpalWi Ha po3yBacTaTHH CE€ AOCTUraT NpubAM3UTEAHO 5 Yaca ciel
MepopaHO npunoxkeHue. AGcomoTHaTa OMOHaANU4HOCT e pubnnzurenHo 20%.

Pasnpeaenexue
Po3yBacTaTHH ce NoeMa NpeauMHO OT YEPHUA ApO0, KOHTO € OCHOBHOTO MACTO Ha CHHTE3HPAHE Ha

xonectepon v otaenaHe Ha LDL-C. O6eMbT Ha pasznpeaeneHHe Ha po3yBaCTaTUH € NPHOTH3UTENHO
134 1. [Ipubnusurenno 90% o1 po3yBacTaTHH € CBBbP3aH C NJIa3MEHHUTE NPOTEHHU, NPEAHMHO C
anOyMHH.

BuoTtpaHcthopmauus
MeTabonu3MbT Ha po3yBacTaTHH € orpaHuueH (npubnusurtento 10%). In vitro npoyueaHus Ha

MeTabonn3Ma, MPH KOMTO Ca W3MOI3BaHKM HYOBCLLKH XENAaTOUMTH M10Ka3BaT, Ye po3yBacTaTHH € cnad
cybcTpar 3a uuroxpom P450-6a3upan metabonunszbm. CYP2C9 € OCHOBHHA H30EH3UM, KOHTO Y4acTBa
B MeTabosiH3Ma Ha po3yBacTaTuH, a 2C19, 3A4 v 2D6 yyacTsat B no-Manka creneH. O
meTabonutu ca N-desmethyl v lactone. N-desmethyl e oxono 50% no-manko al{THB 8
pO3YyBacTaTHH, N0KaTo /actone ce CHHTA 3a KIIHHWYHO HeakTUBEH. Po3yBacTaTuH ofgc/
90% ot akTHBHOCTTA Ha UMpKyAHpawmns HMG-CoA unxuburop Ha peaykrasara.
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EnumMuHHpaHe

[TpubnuznrenHo 90% ot po3yBacTaTvH ce eKCKpPeTHpa HENMPOMEHEH C PEKATHHTE (CBCTOALLL CE OT
abcopbupaHo v HeabcopOUpaHO aKTUBHO BELUECTBO), @ OCTAHAIATA YACT C€ eKCKpeTHpa ¢ ypuHara.
Oxkosio 5% ce ekckpeTHpa HeNpoMeHeH B ypuHaTta. [1nazsMeHuaT nonyxusot € npudausurenHo 19
4aca U He ce MPOMEHS C YBE/IMUAaBaHe Ha fo3ara. CpeAHHAT TUTa3MEH KIIUPBHC € Npubau3nTenHo 50
auTpa/uac (koedHiMeHT Ha BapHabunHocT 21,7%). Kakro npu apyru unxuburopu Ha HMG-CoA
pEAYKTa3aTa, HepHOAPOOHOTO YCBOSIBAHE HA PO3YBACTATHH € CBbP3aHO ¢ MEMOPaHHHA NPEHOCHTET
OATP-C. To3u npeHOCUTESN € BaXKEH 3a YEPHOAPOOHOTO ENTMMUHHPAHE HA PO3YBACTATHH.

JIuHe# i HOCT/ HENUHEHHOCT
CHucTeMHaTa eKCMO3HULMA HA PO3YBACTATHH CE€ YBEIW4YABA NPONOPLUHOHAIHO HA NPUEMaHAaTa J03A.
Hsma mpoMsaHa BbB (PapMaKOKHHETHUYHHTE NapaMeTPH NMPH MHOTOKPATHO AHEBHO J03HpaHE,

Creyuannyu nonyaayuu

Bw3pacm u non
B13pacTTa Wik Noja HAMaT KIIMHAYHO 3HA4YMM e(peKT BLPXY JapMaKOKHMHETHKATA HA PO3YBaCTATHH

npy BB3pacTHH. EKCno3ulMaTa NpM Aela ¥ IOHOIUH C XETEPO3UroTHa (paMuiHa
XUIEPXONECTEPONEMUA U3IVIEKRA CPABHUMA WM NO-HUCKA OT Ta3H HA BBL3PACTHH MALIHEHTH C
avcannuaemus (8. ,,[leanatpuuna nomynauma™ no-noay).

Paca
PDapMaKOKHHETHHHUTE MPOYYBAHUA TOKA3BaT NMPUOITUIUTENAHO ABYKPATHO YBE/IHHEHHE B CPEAHUTE

croiiHocTH HAa AUC U Cax NpY HHAKWBHAN OT a3MAaTCKH Npou3Xo[ (ANOHUH, KUTaliuX, GHIAMITHHLA,
BUETHAMUM M KOpefiLiH) B CPABHEHHWE ¢ HHAMBUIM OT KaBkalkara paca. [Ipv nnaniium ce Habnronaea

noedieHHe HaA AUC U Cpax npubnnsurento 1,3 nbTH. He € H3BECTHO KaKBO € 3HAYEHHETO HA

(aKTOpPUTE Ha OKOJIHATA CPEAA U HA FEHETHYHHTE (PAKTOPH 32 NOABA Ha Te3H patiuky. [TonynaunoneH
hapMakOKHMHETHYEH aHANW3 MOKAa3Ba, Y€ MeX Ay MHIMBHAMTE OT KaBKa3KkaTa W HErpouaHATa paca HaMa
3HAYUMH Pa3NTH4HA.

bvbpeuna nedocmamvunocm

B npoyusaHe Ha J1Hia ¢ pa3ii4yHa cTeneH Ha ObOpeyHo yBpeXaaHe, JIEKOTO 40 YMEPEHO OBOpedHo
3ab0naBaHe HE € NOBAUAIIO MJIA3MEHHUTE KOHUEHTPALWA Ha PO3YBACTATHH WU Ha HErOBHA MeTabonur
N-desmethyl. JInua ¢ Texko yppexaase, obave, (KkpearHHUHOB KIHPBHC < 30ml/min) ca umanu
TPHKPATHO YBEIHYEHHE HA IUIA3MEHATa KOHLEHTpaUHsa B CPABHEHHE ChC 34paBH A00POBOJILIM H 9 MBTH
NO-BHCOKA KOHUEHTpauus Ha MeTabonurta N-desmethyl. PaBHOBeCHHTE N1a3MeHH KOHLIEHTPALMU Ha
pO3yBacTaTHH NpPH NAUKWEHTH HA XeMOJHaIU3a ca npubau3nTeaHo 50% no-BUCOKM B CPaBHEHHE CBHC
3ApaBH 10OpPOBOJILH.

Yeprodpobra nedocmamvynocm

B KJIMHHYHO MpOYYBaHE Ha JIMLA ¢ pa3iiyHa CTENEH Ha YepHOAPOOHO YBpEKAaHE HE Ca NOMYyYEHH
JIAHHH 32 NOBHILIEHA €KCIIO3ULHA Ha pO3YBacTaTHH ApH NMauneHTy ¢ pesyarar no Child-Pugh 7 wnn
no-HUCHK. [Ipy ABaMa maLMeHTH ¢ TeXKO YepHOAPOOHO yBpexkaaHe (pesynrar no Child-Pugh 8 u 9)
CHUCTEeMHATa eKCIO3ULMA € Ouia yBeaHueHa Halt-Manke 2 fbTH B CPABHEHHE C JIMLA € NO-HUCBK
pesynrar no Child-Pugh. Hama gaHHM 3a naumeHTy ¢ pesyntar no Child-Pugh van 9.

l'enemuuen norumopguzom
Hucno3uurara Ha HMG-CoA peaykrazHuTe HHXHOUTOPH, BKIKOUHTENHO pO3YyBACTaTHH, BKIIOYBA

tpaHcnoprepHure npoteuHd OATPI1B1 w BCRP, xoaupann or SLCOI1B1 ren (OAP1B1) u ABCG2
red (BCRP). Hakou BapuanTH Ha Te3u redm, kato SLCOIBI1 ¢.521CC u ABCG2 ¢.421AA, ca

CBbp3aHH ¢ NpubNU3KTENHO 1,6 NbTH No-BHCcOKa excno3vuusg (AUC) Ha posyBacTaTHH
MO-BHCOKA eKCNO3HLMA, CBOTBETHO, B cpaBHeHME ¢ reHoTunosete SLCOIBI ¢.521TT




c.421CC. Ilpy naumMeHTH, 38 KOUTO € H3BECTHO, Ye uMaT TakuBa reHoTunose (SLCO1IB1 ¢.521CC u
ABCG2 c.421AA), ce npenopbusa NO-HUCKA AHEBHA n03a Posucrar.

ITeouampuuna nonyaayus

JIpe papMaKOKHHETHHYHH MPOYYBAHKA C PO3YBacTaTHH (NpHJarad noa gopmara Ha TabieTkH) NpH
NeAUaTPHYHH MALMEHTH C XETEPO3IUroTHa PaMUIIHE XHNIEPXONECTEpOaEeMHa Ha Bb3pacT 10-17 nnu 6-
|7 roandun (0610 214 nayyeHTa) NOKa3Bar, Y€ €KCNO3HLUATA NPU NEAUATPHUHHUTE MALIUEHTH
M3rNeXAa CpaBHMMAa WK NO-HUCKaA OT Ta3H NPH Bb3paCTHHU NauMeEHTH. Ekcrioznumnsata Ha
pO3YyBacTaTHH € Ouna npeaBMaMMa no OTHOLLEHHE Ha 103aTa U BPEMETO B NMPOABIKEHUE HA
ABYTOJMLUEH MEPHOI.

5.3 IlpeaknuHHYHHA JaHHH 32 Oe30NmacHOCT

HeknHHUUYHHTE JAHHH HE MOKa3BaT 0COOEH PHUCK 3a xopa Ha 6a3aTa Ha KOHBEHLIMOHANHHUTE
MpOoyuBaHHA 3a 6€30NaCHOCT BbPXY OCHOBHHUTE CHCTEMHU, F’EHOTOKCHYHOCT M KAHUEPOTEHEH
noteHuuran. Cneundpuynm Tecrose 3a edextu Bupxy hERG (reHa, koiTo koaupa opmupaiiata nopu
anda cybearHHULIA HAa BONTaXK-3aBHCHMHTE Ka/lMEBH KAHAIM B ChPACYHATA H HEPBHATA ThKaHK) HE ca
OLICHABAHH.

HexxenaHute peakumu, KOMTO He ca HabnoaaBaHH B KIHHHYHH NPOYYBaHHA, HO € Hab0AaBarT npH
YKUBOTHH TPy HHBA HA €KCNO3ULMA, NOJA0OHN HA HMBATA HA KIIMHHUYHA €KCNO3ULMA H € Bb3MOXKHO Aa
MUMAaT 3HAYEHMUE 32 KIMHAYHATA ynoTpeda, ca KakTo CleliBa: B M3MUTBAHHUA 33 TOKCHYHOCT NpH
MHOTOKPaTHO MPUIOKEHHE ca HabnonaBaHK XUCTONMATONIONHYHH MPOMEHHKH Ha YEpHHA Apo0, Hak-
BEPOATHO IbIIXKAWMH ¢& Ha GapMaKONOruiHOTO ASHCTBHE HA PO3YBACTATHH MPU MULUKH, [LTHbXOBE U B
no-Majika creneH epeKTH BbpXy AKTbYHHUA MEXYP NPH Ky4yeTa, HO He ¥ NpU MauMyHH. B nonbaHeHue,
[Py BUCOKH A03H € Habn1oaapaHa TOKCHYHOCT BBPXY TECTHCHTE NPU MAMYHH H Ky4eTa.

B eaHO npoyuBaHe BLPXY MITBXOBE B NPEA- U [TOCTHATATHHUA NMEPHOA € HAJTULIE PENPOAYKTHBHA
TOKCHYHOCT, 338 KOATO CE€ CbIH MO HAMAJICHHUTE pa3MEpH, TErNo, KAKTO K NO HAMAJICHATA
MPeXUBAEMOCT Ha MaIkUTE. Te3n peaynratH ca HabnoAaBaHK NPH TOKCHYHH 38 MaiKaTa 103H, NpH
CHCTEMHA €KCMO3ULIMA HAKONKO MbTH HAJ HHBOTO Ha TEpPaNeBTHYHA EKCNO3HLIMA.

6. OAPMALNEBTHUYHH JAHHHA
6.1 CrhnHcepxk HAa TOMOIIHHTE BellleCTBA

CbpleprdHa Ha TabneTkara:

JlakTo3a monoxuapat (DCL-11);
Llenynosa, mukpokpuctanHa (PH-112);
Kpocnosuaon (tun B);

MarHesues creapar.

(Ob6BuBKa HA TabneTkaTa:
JlakTo3a MOHOXHApAT;
Xunpomenosa 2910 (6 cps),
TpuaueruH;

TuranoB anokeun (E171);
Yepseu xeneseH okeua (E172).

6.2 HecnrBMEeCTHMOCTH
Henpunoxumo
6.3 Cpox naroanocr

3 roaMHH




6.4 ChoenMaIHH YC/I0BHS HA ChXPAHEHHE
He u3nckBa cneunaniu yCJIOBUA Ha CHXPAHEHHE.
6.5 BnancbabpKaHHE HA ONAKOBKATA

Alu-Alu 6aucrep
Po3ucTat ce npeanara B 6auctepHy onakoBku ot 28 (2 x 14) nau 30 (3 x 10) Tabnerkn.

He BcHuku BUOOBE ONMAKOBKKM MoraT aAa Obaat nycHaTH Ha nasapa.
6.6 Cnennannu npeanasHn MEepKH NPH HIXBLP/AAHE

Hsama creuaiHH H3MCKBAHMA.

7. THPHTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBGA
EKODOAPM I'PVYII A/l

yn. Aranac [lykos Ne29, er. 3,

1407 Codus, bvnrapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Homep: 20130187 - Pozucrat 10 mg ¢punmupanun tabnerky
Per. Homep: 20130188 - PozucTtat 20 mg ¢punMypaHHu TabJETKH

9. HAATA HA ITBPBO PAZPEHIABAHE/TIOJHOBSBAHE HA PASPELHIEHHMETO 3A
YIIOTPEBGA

HaTta Ha mepBO paspelnapane: 20 maii 2013 r.
Hara Ha nocaenHo noaHossABaHe: 7 toHW 2018 r.,

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA




