KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHMUA ITPOAYKT

Bosycrar 10 mg ¢puamupaHu tabieTku / £ oy T2 J’7 72 z
Vosustat 10 mg film-coated tablets J s

BosyctaT 20 mg dhuiaMHpaHu TabneTKH 6§ ¥%L77-2 14-03- 05

Vosustat 20 mg film-coated tablets

f 48 KAYECTBEH U KOJIMYECTBEH CbCTAB

Bo3ycrat 10 mg ¢puamupanu tadsieTku

Bceska Tabnerka cohabpka 10 mg pozyBacTaTvH (rosuvastatin) kato po3yBacTaTuH KalluUu (rosuvastatin
calcium).

Bceaka Tabnerka cbabpka 91,440 mg 1akTo3a MOHOXHApAT

Beaka tabnerka cvabpaka 00,0288 mg anypa yepseH astymuHues Jiak (E129)

Bosycrat 20 mg dhuamMupaHu TabneTku

Beaka TabsieTka ecbabpika 20 mg po3yBacTaTHH (rosuvastatin) KaTo po3yBacTaTUH KaJILUK (rosuvastatin
calcium).

Bceaka tabnerka cvabvpka 182,880 mg s1akTo3a MOHOXMApAT.

3a NMBbJIHUSA CITUCHK Ha NMOMOILIHUTE BELLECTBA BUKTE TOYKA 6. 1.

3 JIEKAPCTBEHA ®OPMA

DunmupaHa Tabdnerka
Taonerku 10 mg: Tabnerkure ca Kpbriu, ABOMHO U3MbKHAIU, CBETJIOPO30BH TabJIETKH, ¢ BAIBOHATO
penedHo o3nauenue "10" or eqHaTa cTpaHa.

Tabnerku 20 mg: Tabnerkure ca KpbIiu, ABOWHO U3NMbKHAIH, ThbMHOPO30BH Ta0JIETKH, ¢ BIUTBOHATO
penedHo o3HaueHue ..20" OT eaHaTa cTpaHa.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3aAHHSA

Jleuenune Ha xHnepxoJiecTeposieMHus

BB3pacTHH, FOHOLLH M J€Lla Ha WU HaZl 6-roAMLIHA Bb3PpacT C MbpBHUYHA Xuniepxosnecreposemus (turn lla,
BKJIFOUMTETHO XETEPO3ZUIrOTHA (PaMUITHA XUIIEPXOJIECTEPOIeMHUs) WK cMeceHa aucaunuaemus (tun l1b)
KaTo 100aBKa KbM JMETaTa, KOraTo pe3yJitTarbT OT AUETATa U ApYrH HedapMaKkoJIOrHiYHA MEPKH (Hanp.
pu3ryeckuTe ynpaxkHeHUs, HaMajIsBaHe Ha TErJ0TO) HE € 3a/I0BOJIUTE/IEH.

Bb3pacTHH, FOHOLLM M JIella HA WK Haj 6-roaullIHa Bb3pacT ¢ XOMO3UMroTHa (haMuiiHa
XUNEPXOJIECTEPOIEMHSA KATO J00aBKa KbM JIMETATa, KAKTO U C APYro JMMUI0NOHUIKABALLIO JIeYeHue (Hanp.
LDL adepesa) unm koraTo TOBa JieYeHHE HE € MOAX0/ALILO. —

IIpeBenuus HA CHPACYHO-CHAOBH CHOHTHS

[IpeBeHLIMA HA 3HAYMMH CBPAEYHO-CHIOBH CHOUTHS MPH MALUEHTH, NPH KOKUTO CE O
MbPBO ChPAEHHO-CHA0BO CHOUTHE (BXK. TOUKA 5.1), KATO 1OMBIHEHHE KbM KOPHITHUP
hakTOpH.



4.2 J03RpoBKa H HAYHH HA MPHI0KEHHE

[lpeaw 3anmouBaHe Ha TepanuaTa nauHeHTHT TpAOBa na ObAe NOCTaBeH Ha CTAHAAPTHA AHETE 32 MOHWKABAHE
HHBOTO Ha XOJIECTEPOJIA, KOATO Aa NPOALIDKHA W NTO BpeMe Ha JieyeHueTo. M30opbT Ha no3uMpoBKa ce
onpeaens oT UHAUBUAYATHHTE TEPaneBTUUYHH LETH, KOUTO CE ONPEAEAT OT MPENOPBLKHTE HA CHbBPEMEHHHTE
KOHCEHCYCHH PbKOBOJCTBA 3a KOHTPOJ Ha XOJIeCTEPOSIEMHUATA.

ﬂeKapCTBBHHﬂT ITPOAYKT BOB}’CT&T MOXC 4 CC [IpyUcMa 1o BCAKO BpOCME Ha ACHA, CbC HIIH oe3 XpaHa.

JledeHHe HA XHIIEPXOJIECTEPOAEMHUS

[1penopvuypanaTa HavwanHa n03a € 5 wiu 10 mg BeaHbK AHEBHO, KAKTO NPH NMALHEHTH, KOUTO HE Ca
NpyeMalk CTaTHHH, TaKa U NpH NpeMUHapaHe ot Apyr HHxuburop Ha HMG-CoA penyxrazata. U3bopsT Ha
HauyanHaTa 403a OT MEAHKAMEHTA 3aBHCH OT HUBOTO Ha CEPYMHUS Xonectepo, 6baelllud CbLpASUHHO-CHAOB
PHCK H PHCKA OT TNOABA HA HEXE/AHM PEaKUMH KbM JEHYEHHETO (BHK no-aony). [Ipn HeobdxoaumocT ao3ara
MOXXE Ja Ce KOPHIHpa KaTo Ce NpeMHUHE Ha C/1eABalloTO A030BO HHBO cea 4 ceaAMULM (BXK. TOuka 5.1.).

B cpaBHeHue ¢ MO-HUCKHUTE 03W U NpeBUA MOBULICHATA 4€CTOTa Ha CHOOLIEHH HEXKENMAHU peaKUuHH Npy
no3a oT 40 mg B CpaBHEHHE C MO-HUCKUTE A03H (BAK. TOUKa 4.8), MocNeAHO TUTPUPAHE 10 MaKCHMAJTHATA
no3a oT 40 mg Tpabea Aa ce npeanpriema caMo MPHU NALUECHTH C TEXKA XHNEPXO0eCTEPOIEMHS C BUCOK
CBPACHHOCHAOB PUCK (0CODEHO TE3HW ¢ PaMUNHA XHIIEPXOJECTEPONIEMHS ), KOWTO HE AOCTHIAT XKeJaHOTO
HUBO HA XONECTEPOJ NIPH NeUeHHE ¢ 200 mg U NMPH KOUTO LIE CE NMPaBH PYTHUHHO NPOCISAIBaHE B X013 Ha
nevyeHneTo (BXK. Touka 4.4).

[1pu 3anousane Ha neudenye ¢ 40 mg ce npenopbYBa NOCTOAHHO HAOMIOAEHHE Ha NALUUEHTA OT CHELMAIIUCT.
IIpeBeHUHA HA CHLPACYHO-CHAOBH CHONTHSA
[1py nMpoyuBaHe 3a HAMAJIABAHE HA PUCKOBETE OT CbPACYHO-CHAOBH CLOMTHA M3NO3BaHATA 103a € O1na

20 mg nHeBHO (BXK. TOuKa 5.1).

Meanarpuuna nonyianus
[fennarpuunara ynorpeba Tpabpa ga ce npuwiara camo OT CIEeLHATUCTH.

Jella ¥ WoHOLIY Ha BB3pacT 6 Ao 17 roaunu (Momuera cbe cTanui <II-V no TanHep)

XeTepo3aroTna ¢paMuIHA XHIIEPXOJIEeCTepoIeMAs

[1py neua v 1OHOWM € XETEPO3UrOTHA (JaMUITHA XHIIEPXOJIECTEPOIEMHA o0WUyaliiHaTa HavallHa 103a € 5 mg

NHEBHO.

¢ [lIpu aeua Ha BB3pAcT OT 6 10 9 roAMHU C XETEPO3UroTHA (PaAMKHIHA XHIIEPXOAECTEPOIEMUR OOHHANHUAT
A030B AHanasoH € 5-10 mg nepopanHo BeaH®bXK KHEBHO. bezonacHocTTa U epHKACHOCTTA HA 103H MO-
BUCOKH OT |0 mg He ca Npoy4yBaHU NPH Ta3H MOITYJIALHA.

o [lpu neua Ha BB3pacT or 10 10 17 roauHu ¢ xeTepo3UroTHa GaMuiHa XHUNEPXoNecTepoIeMus
oOuyakHUAT NO30B AManasoH € 5-20 mg nepopanHo BeAHBXK AHEBHO.

be3zonacHocTTa M €(PUKACHOCTTA Ha A03HM NMO-BHCOKH OT 20 mg He ca npoy4BaHH MPH Ta3H NOMYJIALIUS.

Turpupaseto TpadBa Aa ce NpoOBE}Aa CbrMACHO UHAUBUAYAHHSR OTTOBOP M IOHOCHMOCT Ha NEAHATPHYHUTE
NaLHeHTH, KAKTO Ce NMPETopbYBa B NPENOPBbKUTE 3a neueHne Ha Aeua (BX. Touka 4.4). Jlenata v KOHOLINTE
TpaOBa 1a ObJaT nocTaBeHH Ha CTaHAAPTHA XO/1eCTEPOIO-IOHHXABAILA AWETA MPEIH 3aNOUBaHe JICHEHHE C
pO3YBACTATHH; AMETATa TPAOBa Ja MPOABINKYA NO BPEME HA JIEUCHHUETO C PO3YBACTATHH.

X0oMO3HroTHa GaMHIHA XANEPXOJECTEPOJIEMAN
[Ipy neua Ha BB3pacT 6 10 17 roguHU ¢ XOMO3UroTHa GaMHIIHA XHIIEPXONECTEPOIEMHS, NIPE HaTa,
MaKCHManHa no3e € 20 mg BeaAHBXK ZHEBHO.

HauanHara nosa ot 5 10 10 mg BeaHbK AHEBHO 3aBMCH OT BBb3PACTTa, TEMJIOTO H MNpe
ynoTpeba Ha cTaTUHH. THTPHPaHETO A0 MAKCHMAaTHATa 7032 0T 20 mg BeAHbX JHEB
W3BBPLIK CHOOPa3HO HHAMBHAYAIHHUSA OTrOBOP U MOHOCHMOCTTA NPH NeAHATPHUHH
MpenopbyBa B MPENOPLKUTE 34 JiEUeHHe Ha aeua (Bx. Touka 4.4). JleuaTta W KOHOLIH




NOCTABEHH HA CTAHAAPTHA XOJIECTEPOJIO-NMOHWIKABALLIA IHETA NMPEAN 3aM0YBAHE NCUCHHE C PO3YBACTATHH;
aueTaTa TpAOBa 1a NPOABLIKHK M0 BPEME Ha JICYEHUETO C PO3YBACTATHH
HMma orpaHMyeH OMUT ¢ A03H pasnuyHH oT 20 mg Npy Ta3u nonynauMs.

Heua nog 6- roaviiHa Bb3pacT
be3zonacuHocTra M epUKACHOCTTA HA ynoTpedaTa npu aeilia noa 6- roguuHa Bb3pacT HE ¢a NPOYUESHH.
CnegoBatenno Bosycrar He ce npenopbuBa 3a ynorpeba rpu geua noa 6-roauiiHa Bb3pacrT.

Ynorpe6a npH NAaLHEHTH B CTap4YecKa Bb3PaACT
[TpenopbuBaHaTa MbpBOHAYAHA 103a NPH NAUKMEHTH Hald 70-roaKuIHa Bb3pacT € S mg (BX. Touka 4.4).
JIpyro KOpHrupaHe Ha JO3SHPOBKATA B 3aBUCMMOCT OT BB3pacTTa He € Heobxoaumo.

JO3HpaHe npH NauHeHTH ¢ 0bLOpeuYHa HEROCTATHLYHOCT

[Tpy nanmeHTH ¢ AeKO 10 yMepeHo ObuOpeuHo yBpexaane He € HeOOX0OUMO KOPHIHpAHE Ha N03HPOBKATA.
[Tpn nauneHTH ¢ yMepeHo 6B0peuHo yBpeXXaaHe NpenopbYBaHATA MbPBOHAYATHA 0032 € 5 mg
(KkpeaTHHHHOB KAWpBHC noa 60 ml/min). Josuposkara ot 40 mg € NpOTUBONOKA3AHAIIPU NALMEHTH C
ymepeHo 6b0peuno yBpexnase. [Ipy nauueHTy ¢ Texko 660pedHo yBpexaaHe ynotpebarta Ha Bosycrar e
NPOTUBONOKa3aHa (Bx. To4ka 4.3 U TouKa 5.2).

Jo3xHpaHe NpH NAUHEHTH ¢ YepHOAPOGHO YBpeKaAaHe

He ¢ HabmopaBana nMoBUILIEHA CHCTEMHA €KCMO3ULIMA HA PO3YBACTATHH MPHU NALIMEHTH C OLUEHKA NO cKaJjaTa
Ha Child-Pugh < 7. Benpeku ToBa NOBHLLIEHA CUCTEMHA €KCIMO3MUMA € HabmoaagaHa rnpy NauHeHTH ¢
oueHka no ckanara Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [Ipu Te3n nauneHTH TpaOBa aa ce npeanpueMe
OLCHKA Ha ObOpevHaTa PyHKUUA (BxK. TOuka 4.4). Hama QaHHH 32 NauneHTH ¢ oueHka no ckanara Ha Child-
Plugh Hax 9. Bo3ycTaT € npoTHBONOKAa3aH NpH NAaLKWeHTH ¢ aKTUBHO Ye€PHOAPOOHO yBpeXKaaHe (BXK. TOUKa

4.3)

Paca

Ilpy mauneHTH OT a3uaTckara paca ¢e HabmoaaBa NOBHLIEHA CUCTEMHA EKCITO3MIIMA HA MEIMKaMeHTa (RX.
Touka 4.3, Touka 4.4 v Touka 5.2). [IpenopbuBaHara nbpsOHAUANIHA A03a NPU MAUHEHTH C a3HATCKO NOTEKIIO
e 5 mg. [Ipu Te3u nauMeHTH e NPOTHBONOKA3aHO NpUIIOKEHHE Ha A03a oT 40 mg.

IeneTHYen nonHMOpPPHILM

M3BecTHU ca cnelnPHUUYHHN THIIOBE FreHEeTHYEH NOIUMOPPHU3IBM, KOUTO MOFAT /a2 JOBEAT A0 NMOBHILEHA
€KCMNO3HLUE Ha po3yBacTaTHH (BxkK. Touka 5.2). [Ipu maumeHTH, KOUTO UMAT TaKHBa CNeLUU(PHUUHY THIIOBE
MOAUMOpPHU3BLM, Ce MpeopbYBa NO-HACKA AHEBHA 1034 PO3yBaCTaTHH.

Ho3Hpane npr NanHEeHTH, APEAPA3NON0KEHH KbM Pa3BHTHE HA MHONATHSA
I1pr nauHeHTH ¢ Npenpasnonarati GakTopH 3a pa3BUTUTE HA MHOMATHA NPEeNOpbYBAHATA HAYaiHA A03a e 5
mg (BX. Touka 4.4).

[1pH HIKOH OT TE€3H NALMEHTH € NPOTHBONOKAa3aHO NMPWIOXKEHHETO Ha A03a oT 40 mg (BXK. Touka 4.3).

ChbIobTCTBALNO JICHEHHE

PosyBacTtaTul € cybCcTpaT Ha pa3yIMuHU TpaHCNOPTHHU NpoTeuHH (Harip. OATP1B1 u BCRP). Puckbr ot
MHOMATHA (BIUTIOUMTENHO pabaOMHUONIK3a) C€ NOBHINABA, KOFaTO PO3YBACTATHH Ce NpHIara € AROBPEMEHHO C
HAKOH JIEKAPCTBEHH NMPOAYKTH, KOUTO MOTaT Aa YBEJIHYAT IUTa3MEHHTE KOHLICHTPALUKK Ha PO3YBACTaTHH,
nopaau B3auMOACHCTBUE ¢ TAKMBA TPAHCTIOPTHH NPOTEHHH (HaNpUMep LIMKJIOCHOPHH U HAKOHW BHIAOBE
NpoTea3’HH HHXUOHUTOPH, BKIIHOYHTENTHO KOMOUHALIMM OT PUTOHABUP H aTA3aHABHP, JJOMHHABHP, W/ HIH
THNPaHaBHP; BHXX TOUKH 4.4 U 4.5). Korato € Bb3MOXKHO, Tp2OBa Aa Ce NpeaIoKH AITEPHATUBHO JiedeHHe, U

aKO € HeODX0AUMO, Aa c€ OOMHCITH BpEMEHHO CNIMPAHE HA IEYEHUETO C PO3yBacTaTUH. B cutyayw DU
KOMTO €IHOBPEMEHHOTO MPHIIOMKEHHE Ha TE3H NEKAPCTBEHH NPOAYKTH € HEU30EKHO, TPACRE-ERUAATE AR
ce OOMHMCIAT MON3UTE U PUCKOBETE HA ChITBTCTBAUIOTO JICUEHHE, KAKTO U THTPUPAHETO 4/: 82

pO3yBacTaTHH. (BX. Touka 4.5).




4.3 IIpoTAaBONOKa3aHHAA

BOByCTﬁT € NPOTUBOIIOKA3aH:

. MPH NAUHEHTH CbC CBPBbXYYBCTBHTENHOCT KbM PO3YBACTATHH WK HAKOE OT MNOMOLLHHUTE
BelleCTBa, H30poeHn B Touka 6.1;
. MPH NMaUHeHTH C aKTUBHO 4YepHOAPOOHO 3aboisBaHe, BKIIOUMTENHO HEYTOUHEHO,

NPOALDKUTENHO NOKAUBAHE HA CEPYMHMTE TPAHCAMUHA3ZHN H BCAKO NOKAUBAHE HA CEPYMHHUTE
TpaHCaMHHA3W TPH NbTH HAJ ropHaTa rpaHula Ha Hopmara (ULN);

. NP MAUHEHTH ¢ TEXKKO OBOpEeYHO yBpeKaaHe (KpeaTHHUHOB KIHPBHC < 30 ml/min);

. NP NMALKUEHTH C MHOMNATHA,

. NPH NaLKeHTH, MpUeMalli €JHOBPEMEHHO KOMOHWHALMA OT
codpocOyBHUp/BENNaTaCBUP/BOKCHIANMPEBUP (BXK. TOUKA 4.5)

. MPH MaUUEHTH NPHMEMALLIH €ZHOBPEMEHHO LIUKIOCMOPHH;

. Mo BpeMe Ha OPEMEHHOCT, KbPMEHE H TIPH XEHH B ACTEPOHA Bb3PACT, KOHTO He U3NOA3BAT

NOAXOAALIH KOHTPAUCNTHBHH MEPKH.,

Ho3ara o 40 mg € NpoTUBOINOKAa3aHa IMpH NaLHEHTH ¢ Nipeapa3znonaramy akTopH 3a pazBUTHE Ha
mMuonaTus/padbaomuonusa. Takusa dakropu ca:

. yMEpPEHO Mo cTeneH 6bOpeyHO yBpexxaaHe (KpeaTUMHHHOB KIHPBHC noa 60 mi/min);

¢ XAMOTUPEOHAHIBLM;

. NUYHA UK paMHITHA aHAMHE3a 33 HACAEACTBEHU MYCKYJTHH 3a00AIBaHMNS;

. aHaMHe3a 3a NOABA HAa MYCKYJIHO YBPEXKIAHE MO BPEME Ha JICUEHHE C APYT MEAHKAMEHT OT

rpyrnara Ha MHXHOMTOpHTE Ha xuapoKcumeTHnrnyrapui koeHsuM A (HMG-CoA) peaykrasara
WiH ¢ ¢pudbpar;

. 3noynoTpeda ¢ ankoXxo;

. CbCTOAHHA, [TPU KOUTO MOXKE J1a CE MOBHILLH [U1A3MEHOTO HWBO Ha MEAHKAMEHTA;
. JIU1IA OT a3UaTCKAaTa paca;

. CBABTCTBALLO NeueHHue ¢ dubparw.

(Bx. Touku 4.4 ,4.5 u 5.2).

4.4 CneiHA/IHH NpeaAynpeKAenHs H NpeAna3zHH MEPKH NPH ynoTpeda

Edektu Bbpxy 6u6peunte

I1py naumneHTH, NEKYBAHH C O-BHCOKH JO3H PO3YBACTaTHH, NO-KOHKpeTHO 40 mg, € HabawoaaBaHa
NPOTEUHYPHSA, KOATO € YCTAaHOBEHA MPH U3CJIEABAHE C TECT-IEHTH, C NPEAUMHO TYOYNEH MPOU3X0a H B
MOBEYETO CIyYaH ¢ NPEXOACH WM HHTEPMUTEHTEH XapakTep. He € nokasaHo npotenHypusaTta na
NpealecTBa OCTPO WK nporpecuBHo 6bOpeuHo 3aboiaBaHe (BXK. Touka 4.8).

JloknageaHara 4e€CTOTa Ha CepUO3HU OBLOpEUHH yBpeaH fipH NOCTMAPKETHHIOBATA yrioTpeba € no-BHCOKa
rnpu aosuposka ot 40 mg. Ouenka Ha 6bOpeuHaTa GyHkLUMA TpabBa Aa ce HanpaBH 1O BpeMe HA PYTHHHO
MpociedABaHe Npy NauueHTn, oduuaitHo jekyeanu ¢ 40 mg.

EdekTn BbpXy cKeNeTHa MYCKYNaTypa:

EdexTh BbpXy ckeneTHaTa Myckynatypa (MHairus, MUONATHI U NMO-paako pabaoMHONO34a) ¢a
CbODIaBaHH NMPU NPHIOKEHHUE HA BCHYKH A030BH PEXXUMH, 0cobeHo npH no3u Haa 20 mg. MHoro peaxu
cny4vad Ha pabAOMHOAK3A ca JOKNAaABaHU NMPH U3MON3BAHETO Ha ezeTuMub B xomGuHaums ¢ HMG-
CoApenykrazHu uHxubuTopH. He Moxe na 6bae H3ki4eHo papMakKOAWHAMHYHO B3aUMOIEHCTBUE (BXK.
TO4Ka 4.5) ¥ € HeoDX0AUMO BHHMaHKE NMpU KOMOUHUPAHOTO UM H3non3BaHe. Kakto npu apyrvre HMG-
CoA penykrazHv HHXHOMTOPH, AOK/I4/IBAHATA YeCTOTa Ha pabIOMHOIH3A, ACOLHHUPAHA C pO3YBacTaTHH NPH
NOCT-MapKeTHHroBaTa ynotrpeba, e no-eucoxa npu A03Wpoeka ot 40 mg.

Himepeane na kpeamunkunazama -
KpeatunkuHasara (CK) He TpabBa 1a ce u3mMepsa cnes yCHNEHH YNPaXKHEHHS WIH IPH
NMPHYKHHHTEN 3a yBelHuyeHHe Ha CK, KoeTo MOXKe Aa 3aTpyHU ThAKYBAHETO Ha pe3yn
CK e 3HauMTeNHO NOBUIIEHO NPH U3XOQHO HUBO (> S MBTHU ropHaTa JONMYyCTHMA I'pa
MOTBbP)KAABAHE Ha pe3yaTara TpsaOBa na 6bae HanpaBeH B paMKHTE HA 5 - 7 aHU. A
H3cnenBaHe NOTBLPAY U3XonHO HMBO Ha CK > 5 mbTH ropHaTta momycTuMa rpaHyLa
3aN04Ba JICYEHHE.



Ipeou nevernuemo

Kakro # apyru unxuburopu Ha HMG-CoA penykraszara, Bosycrar TpabBa na 6bae npeanucBaH ¢ ocodeHo

BHUMAHHWE MPH MaLHEeHTH, 38 KOUTO ¢a HaliMue GaKTopH, Npeapasnonaraliy pa3suTyue Ha Muonartus/

pabaomuonu3a. Takuea (pakTopH ca:

» O1OpeuHo yBpexaane;

*  XHIOTHPEOUOAH3IBM;

e JIMYHA UK PAMUNHA aHAMHE3a 3a HACTICACTBEHO MYCKYNHO 3a00J/IABaHE;

e  YCTaHOBEHA MYCKYJIHA TOKCHYHOCT KbM ApyrH HMG-Co uHxubutopu Ha peaykrazaTta unu pubparu;

« 310ynoTpeda Cc anKoXon;

e TAllMEeHTH Ha BBb3IpacT Haf 70 roauHu;

e  CbCTOAHHWA, IPH KOWUTO MOXe Jia ce HabNroaaBa rMmokayBaHe Ha masMeHuTe HHBa (BXK. TOUkA 4.2, 4.5 U
5.2);

e €IHOBPEMEHHO NMpHUIcKeHHe HA GubpaTu.

[Tpn noao6Guu nauneHTH TpaOBa Aa ce NpeABUAN OTHOWEHHETO PHCK/NMoI3a W Aa ObAaT MOCTABEHH MO
KIMHHYHO HabmioaeHne. Ako u3xoaHoto HuBo Ha CK e 3HauMTenHo noBuLeHo (> 5 MbTH ropHaTa rpaHuLAa
Ha HOpMaTa), He TpaDBa Aa ce 3armo4Ba JieveHHe.

Ilo eapeme na nevenuemo

[TaunenTHuTe TPsOBA HE3a0aBHO Aa AOKNAABAT HEOOACHUMH MYCKYJIHHM OONIKH, ycelyaHe 3a ¢1abocT Wnu
CXBalllaHe, Hald-BeYe aKo ca CBBbP3aHHU ¢ HEpas3noaokeHHe WK pedpunutet. [1pu Te3n naumeHTH Tpadea aa
ce usmepat Husara Ha CK.

Tepanuara Tpsadsa na ce npekpatH, ako HHBOTO Ha CK € 3HauuTenHo noBuiLeHo (> S MbTH ropHaTa
JAOTMYCTHMA rpaHuUlla) HIIU MYCKYJTHUTE CUMNITOMH Ca TEXKKH K NPUYKHABAT €XEAHEBHO HEPA3NOA0KEHHE
(nopv HuBoTO Ha CK za € < 5 mbTH ropHara AONyCTUMa FpaHyUa). AKO CUMITTOMHTE H3YE3HAT U HWBOTO Ha
CK ce HopMmanu3vpa, MOXE Aa C€ NOMUCIH 3a NOBTOPHO NeveHue ¢ BosycraT mnu antepHatneeH HMG-
CoA uHxuOuUTOp Ha peayKTasara B Hal-HMCKa 1034 noa HabmoaeHue. PyTuaHo HabnioaeHne Ha HUBOTO Ha
CK npu naumeHTH 6e3 CUMIITOMU He € ocHoBaTeHO. FiMa MHoro peakm ¢xobuieHus 3a MUMyHOMeHUpaHa
HekpoTu3upawa muonatis (MMHM) no speme Ha WM cief fedesne CbC CTaTHHH, BKIIOYHTENHO H
posysactatuH. UMHM ce xapakTepusvpa KNIMHUMHO ¢ NPOKCHUMATTHA MYCKYNHa ¢1aboCcT U MoBUILIEHH HUBA
Ha CepyMHaTa KpeaTHHKHHA3a, KOMTO NEPCHCTHPAT BBIAPEKH MPEKPATABAHETO HA JICUEHHETO CHC CTATHH.

B Hakonko cnyyad ce ¢x001asa, Ye CTaTHHUTE HHAYLMPAT de 7ovo WK BOLIABAT BeYe ChIIECTBYBAILA
MHAacTCHHS I'paBUC UKW OYHA MHACTeHHs (BXK. Touka 4.8). [Ipunoxenuero Ha Bo3ycraTt Tpa6Ba aa ce cnipe B
CJIydaH Ha BJIOLIABAHE Ha CHMIITOMHUTE. MiMa cpobiueHus 3a peunaus npu (MOBTOPHO) NPHIAraHe Ha ChLLHUA
WJIH Pa3/IHYEH CTATHH.

[Ipy KIIHHUYHHKTE U3NKUTBAHKA HA pO3YyBAaCTaTHH He ca HaOMIOZABAaHW AaHHH 3a NMOBUILEHH e(EKTH BLPXY
CKeNleTHaTa MyCKYJIaTypa B Ma/lKaTa rpyra flaiyMeHTH, PU KOUTO PO3YyBACTATHH € MPUIIaraH ¢ Apyro
CbNbTCTBALLO JICYEHHE. Y BENHYEHHE Ha YECTOTATa HA MHO3WT M MHOMNaTus e HabmonaeaHo obaue npu
MalMEeHTH, Moay4aBall apyru uHxuoutopu Ha HMG-CoA peaykrazarta 3aeiHO C MPOU3BOAHH Ha
¢ubpuHOBaTa KMCENWHA, BKIIIOUHTENHO remMPpUOpo3n, UHKNOCNOPHH, HUKOTHHOBa KUCE/IMHA,

a30/I0BH AHTHMHKOTHLIH, IPOTEA3HH HHXUOUTOPH M MAKPONKAHH aHTHOMOTHUM. [eMbUbpo3UN NoBHIIABRA
pPHCKa OT MHOTIATHA, aKO C€ NpHeMa eaHOBpEeMEHHO ¢ HAKOH HMG-CoA unxubutopu Ha peaykraszara.
[lopaau Tora kOMOHHaUHATA MexxAy reMbUOpO3na U po3yBacTaTHH He € npenopbunTenHa. [Tonsara ot
ACTILIHUTENTHO CHHXKABaHE B JIMMTMAHUTE HUBA B PE3YATAT OT KOMOMHUPAHOTO NPUEMAHE HA PO3YBACTATHH H
¢undpaTH unu HHauuH Tp26Ba na 6bAEe BHUMATENIHO H3YHCAEHA CNPSAMO MOTEHLMANHHA PUCK OT MOJOOHH
komOuHauru. [1pn eaHoBpeMeHHO npuUnoxeHne Ha GUbpaTH JeuerHeTo ¢ 103K oT 40 mg e
NMPOTUBONOKa3aHo.(BxK. Toyka 4.5 1 Touka 4.8).

BosycTaT He Tpsi6Ba Ja ce npuiara eAHOBPEMEHHO ChC CUCTEMHO MpHIaraHa Qys1aos
PaMKHTE Ha 7 RAHH CNEA CNHPAHE Ha JiedeHue ¢ Py3unosa KucenuHa. [Ipu naunenTy,
M3MOM3BaHE HA (y3MA0BA KHCENIMHA C€ CHYHTA 3a ChIIECTBEHO, JIEYEHHETO ChC CTATH
NPEyCTaHOBEHO IIpe3 LEJNA NepHoA Ha feueHue ¢ Py3uaoBa xkucenuHa. Uma crobin LR
pabnoMHONM3a (BKIKOUHUTETHO C HAKOJIKO NETAIHH CAYYasn) NPH NAUKMEHTH, NpHEMa AP
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He3a0aBHO MeIULIMHCKA NOMO1, aKO NNOAY4YH CUMITTOMH HA CH&ﬁGCT, 00s1Ka WK HYBCTBHUTCITHOCT B

MYCKYJIUTE,
JleueHHETO CbC CTATHHU MOXKe Aa ObJie BL3CTAHOBEHO CEAEM AHHU Clea NoceaHaTa no3a Ha (pyanaosa
KUCeJIHHa.

[Tpu u3kIOUKTENHH OOCTOSTENCTBA, KOraToO € HEOOX0AMMO NMPOABLHKUTENHO CHCTEMHO NPHIaraHe Ha
¢dy3H10Ba KHCEJIHHA, HATTPUMED, 34 IEUYEHUE Ha TEXKH HHPEKUHMH, HEOOXOAUMOCTTA OT € THOBPEMEHHOTO
npunaraHe Ha Bo3ycraT U ¢y3uMaoBa KHcenuHa TpaOBa Aa ce NpeLEHARA 32 BCEKH OTAECIICH clly4ai K Nnoj

CTPOFO ACKAPCKO HabnoAEHUE.

Boaycrat He Tpa6Ba aa ce ynoTpebsara npu nalHeHTH ¢ OCTPH CEPHUO3HU ChCTOAHUA, NMPEANOIarally
MUONATHA WK NIpepa3noNarallii KbM pa3BUTHE Ha OBOpeuHa HeJOCTaTBUHOCT BCIEACTBUE pabaOMHONH3A
(Hanp. cencuc, XMNOTOHHA, FONAMA ONEPaLKUs, TPABMA, TEXKH METabOIUTHH, EHOIOKPHHHH U €JIEKTPONHTHH
HapyUeHUs WK HEKOHTPOIHPAHH I'bpUOBe).

Jlanmomuyun

CrofliapaHy ca cnyyay Ha Muonatus u/unu pabaomuonusza npy unxuouropn Ha HMG-CoA peaykrasara,
MpUjiaraHyu eAHOBPEMEHHO ¢ AaNTOMHLUMH. TpabBa Aa ce noAX0XKaa ¢ MOBULICHO BHUMAHUE, KOrMaTo ce
npeanuceat HMG-CoA penykrasHd HHXUOUTOPH € TaNTOMHMUKMH, Thi KaTO BCAKO OT BELECTBATa MOXKE J1a
MPUUHHA MHONATHA H/UNHK pabaOMHONIN3a, KOTaTo ce NMpuiara camocTtosaTenHo. Tpabea aa ce oGMUCIH
BpeMEHHO criupaHe Ha Bo3ycrar npu nalMedTH, NpUeMallM JanTOMHUILMH, OCBEH aKO NOM3UTE OT
€IHOBPEMEHHOTO NPHIOKEHHE HE MPEeBUINABAT PHCKA. AKO €IHOBPEMEHHOTO MPUAOKEHHE HE MOXKeE 1A
Obae wiberHaro, HUBaTa Ha KpeaTHHPochoKHHA3aTa TPAOBRA /1a Ce M3MEPBAT MO-UYECTO OT BEAHDBHK CEAMUUHO
U NauueHTHTe TpaOBa Aa ObaaT BHUMATENHO Ha0NIoaaBaHH 3a BCAKAKBU MPHU3HALKW WIH CUMIITOMK, KOHUTO
Ouxa MOru Aa ca NpogsH Ha MHOMATHA.

TexKH KOXKHH HEXENAHH peakLUH

[1pu neueHue ¢ po3yBacTaTHH ce chOOWIABA 3a TEXKH KOXKHHM HEXENAHH peakLui, BKIKOUYBALIH CHHIPOM Ha
Stevens Johnson (S8JS) u nekapcTBeHa peakuys ¢ eoauHopunua U cucremtHd cumnromu (DRESS), kouto
MOXE [a Ca XXHBOTO3acTpaillaBallii UM ¢ NetaneH u3xod. Ilpu npeanuceaHeTo Ha NekapCTBEHUS NPOAYKT
naLueHTUTe TpAdBa J1a ObAaT HHPOPMHPAHH 33 NPU3HALMTE B CHMIITOMHTE HA TEXXKH KOXHH PeakUWy U Aa
Obaar HabnroaaBaHU C MOBHLLIEHO BHHMAHUE, AKO C€ MOABAT NMPU3HALIM U CHMITTOMH, TTOKA3aTEIHM 3a TasH
peakuusa, npuioxeHuero Ha Bosycrar Tpsabea He3abaBHO 1a ce NPEYCTaHOBH M Aa Ce OOMUCITH
alTepHAaTUBHO NEUEHHE.

AKO NAaLMEHTHT € Pa3BUJI CEPUO3HA peakums, kato HanpuMep SJS wnu DRESS npu ynorpebara Ha
BosycTar, neucHuero ¢ BodyctaT He Tpabsa Hukora aa ¢¢ NOAHOBABA NPH TO3H NALIUEHT.

BranaHKe BLPXY YepHUA Apob
KakTto npu apyru unxudburopn Ha HMG-CoA peaykrasara, Bozycrar tpabera BHUMaTeHO na ce npuiara
[Py NALMEHTH, KOUTO NPHEMAT rONIMO KOJTHUECTBO AIKOXOJ W/UIH ca HManu 3ab0onsBaHe Ha YepHHS Apoo.

[IpenoppuMTENHO € Na Ce HanpaBAT U3CNCABAHHUA HA YepHUA Apob npeau U 3 Meceua cliell 3arnoysaHe Ha
neqyenrero. Bosycrar Tpabea na 6bae npeycTaHOBEH WM A03aTa TpaOBa Aa ce HaMalli, akO HUBOTO Ha
CEPYMHUTE TpaHCaMHUHa3W HaABUiNABA TPH TbTH rOpHATa rpaHvLa Ha HopMaTa. JlokiaaBaHaTa 4ecToTa 3a
CEPHO3HH YepHOAPOOHH YBpexKAaHHUsA (3aKTOYBALUM CE INIABHO B YBEIHUYEHU YEPHOAPOOHHN TPaHCAMUHAZH)
[pH NOCT-MAapKETHHrOBaTa ynorpeba e no-BHCcOKa npy A03upoBKa ot 40 mg.

{Ipy nauHeHTH ¢ BTOPHYHA XHTIEPXONECTEPONEMHA MPUYHHEHA OT XHUITOTHPEOUIUIBEM WIIH HEPPOTHHEH
CHHIPOM, OCHOBHOTO 3a00/1s1BaHe Tpa0OBa Ja ce NeKyBa MpeaH 3anoysaHe Ha nedyeHne ¢ Bosycrar.

Paca
PDapMaKOKHHETUYHHTE NPOYUBAHHMA NOKA3BaT, e PH NALHEeHTHTE OT a3MaTCKATa paca € H
€KCMO3HLUHA B CPaBHEHHE C TE3H OT KaBKa3kata (0anara) paca (Bx. Touka 4.2, Touka 4.3

[Ipotea3un HHXUOUTOPH

[loBHIEHa CHCTEMHA €KCMO3HUMA Ha PO3yBACTaTHH ce HaOMI01aBa MPH NALMEHTH, N
CbBMECTHO C pa3AHYHH MMPOTEA3HH HHXUOUTOPH B KOoMOUHALMA ¢ pUTOHABHD. TpaOB
noj3ara OT JIMMHAO-NMOHHXKABALLATa Tepanus 4pe3 ynorpeda Ha po3yBacTaTHH NPH Na




NPHEMALLU NPOTEa3HH UHXHOUTOPH, TAKA H NMOTEHLMHAITHOTO NOBUILABAHE HA MJIA3MEHUTE KOHLIEHTpaLUH Ha
PO3yBaCTaTHH, MPH CTAPTHPAHE U NPH NOBHILIABAHE HA 103aTa HA PO3YBACTATHH MPH NAUMEHTH, NPHEMALIH
nportea3zHd HHXHOUTOpH. He ce npenopbuea eAHOBPEMEHHOTO NMPHIIOKEHHE C MPOTEA3HA HHXUOUTOPH,
OCBEH aKO J103aTa Ha PO3YRACTaTHH HE c€ TUTPHPA CHOTBETHO (BXK. TOYKU 4.2 1 4.5).

HurepeTruumnanta 6enoapobua donecr

Karo uskmoueHne ca HabnoaaBaHu ClyvaHd Ha MHTEpCTULIMATHA OenoapobHa Honect npy HAKOW CTATHHH,
0co0€HO MpH ABJATOCPOUHO ieueHHe (BXK. Touka 4.8). [IpoaseHnTe NpU3HALIM MOraT Ja BKJIIOYBAT JMCTHEA,
HEeNPOJAYKTHBHA KallJHLIa U BlOLIaBaHe Ha 0010TO 3ApaBOC/IOBHO CHCTOAHUE (YMOpa, 3aryba Ha Teryio u
MOBUILIEHA TEMIEPATYPA). AKO HMA CBMHEHHA, H€ NALKEHTLT € pa3BUN HHTEpCTHLHAIHA BenogpobHa
bonecT, TepanuaTa cbC CTaTHH TPAOBa Aa ce NpeKpaTH.

3axapeH auaber

Hakou JaHHKW NpEeAnonarar, Y€ CTaTHHWTE KaTo KJ1ac JIEKAPCTBEHX MPOAYKTH MOBULLIABAT KPbBHATA 3axap M
NPH HAKOM NALHEHTH, C MIOBULIEH PHUCK 34 Pa3BUTHE Ha AHabeT, MoraT Ja npeau3BUKAT TaKOBA HHBO Ha
XUMEPTIIUKEMHA, MIPH KOETO 4a ObAC MOAXOAALIO OPHLMANTHO OPHETOTO NieueHue Ba auadber. To3n pHCK
obaue ce KOMNEHCHpa OT HAMANSBAHETO HAa CHAOBHUA PUCK Ype3 CTATHHH W NMOPaaU TOBA He Tpabea ga 6bae
[MPUUYHHA 33 NPEKPATABAHE HA JICUEHHETO ChC CTATUHH. [laLUEeHTHTE C MOBUILEH PHCK (MTPH HUBA HA KPbLBHA
3axap Ha rnagHo or 5,6 no 6,9 mmol/l, BMI (body mass index, uHaexc Ha Tenecna maca) > 30 kg/m?,
NOBULLEHHU TPUITIMLEPHUIH, XUNIEPTEH3UA) TpaAOBRa fa Obaar HabnloJaBaHU KAKTO KIHHHYHO, TaKa H
OHOXHMHMYHO CNOPE] HALIMOHATHUTE PbKOBO/ICTBA.

[lpu n3cnensanero JUPITER obiuure noknagsanu cnyuau Ha 3axapeH auabet ca 6unu 2,8 % npu neueHue ¢
pocyBacTaTuH 4 2,3 % npu riauebo, Hal-4eCcTO TIPH NALUKEHTH C KPLBHATA 3aXap Ha rlagHo ot 5,6 no

6,9 mmol/l).

[TeanaTpuyna nooyaauus

OueHABaHETO Ha JIMHEHHOTO U3pacTBaHe (Bucoumnna), rersio, BMI (muaekc Ha TenecHaTa Maca)
BTOPHYHHUTE NMOJAOBH Dene3y Ha NoJoBOTO Ch3pABaHE MO CKanaTa Ha TaHep Npu neAHaTPHYHH NALMEHTH Ha
Bb3pacT 6 00 |7 roaAvMHH, npyeMally po3yBacTaTHH, € OrpaHH4YEHO 10 ABYTroAMLIEH nepuoa. Ciep age
FOOWHH Ha TPETHPAHE NO BpPEME Ha MPOYUYBAHETO He € 3a0ena3aH HUKaKkbB €(EeKT BbpXY pacTexka, TErjnoTo,
BMI unu nonoBoTo ¢h3paBaHe (Bxi. Touka 5.1).

B KAHHYHYHO NpoyUBaHe HA A€HA W IOHOLUHM, NTpHEeMALlY pO3YyBacTaTUH 3a 52 ceaAMHUM, NoBHinasaHe Ha CK>
10xULN u MyCKYJTHH CHMITTOMH CJie]l YNPOKHEHUE HIIH NOBULLECHA (PH3MYECKA aKTHBHOCT ca HabnionaaBaHu
[10-4€CTO, B CPaBHEHHE C HAONMIOAEHUsA OT KIIMHUYHH NPOYYBaHUA NIPH Bb3PACTHH (BXK. Touka 4.8).

[ ToOMOILLHH BelleCcTBa
To3wn nexkapcrTeeH NpooyKT ChIbpXka nakrosa. [launeHtu ¢ peaxky HacneACTBEHU NpobieMH Ha

HEMOHOCHMOCT KbM rajlakrosa, TbJICH JIAKTa3¢H ACPULIHT HITH FIIOKO30-rajlakTo3Ha ManadbcopOuus He
TpadBa Aa NIpUEMAT TOBa NE€KApPCTBO.

Tabnerku ot 10 mg: cbabpxkaT anypa uepseH anyMuHHeB jak (E129).
Moxe a NpUYKHH ANepPrUdHU PeaKUHH.

4.5 BianmoaeHcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH (JOPMH HA B3aHMOACHCTBHE

EdexT Ha eTHOBPEMEHHO NPWIAraHUTE JIeKAPCTBEHH MPOIAYKTH BhPXY PO3VBACTATHH

HuxuOHTOpH HA TPAHCNIOPTHHTE APOTEHHH: PO3yBacTaTHH € CYOCTpaT Ha HAKOKW TPAHCIIOPTHH MPOTEHHH,
BKITIOYHTENHO TpaHcnopTep Ha yeproapobHoTo 3axsawane OATPIB1 u ednykc Tpancnoprepa BCRP.
EAHOBPEMEHHOTO NMpPUAAraHe Ha pO3yBaCTATHH ¢ JIEKAPCTBEHH MPOYKTH, KOUTO Ca HHXHOUTOPH Ha Te3u
TPAHCHOPTEPHU NPOTEUHH MOXKE /12 AOBEAE A0 NMOBHMIIEHH HUBA Ha IUTa3MEHa KOHLEHTPALERT \
pPO3YBaCcTaTHH H MOBHUIIEH PUCK OT MHUONATHS (BHX ToukHu 4.2, 4.4, n 4.5 Tabanua 1). '

Huxnocnopnn: Ilpy eTHOBPEMEHHOTO NPUIIOKEHHE HA PO3YBACTATHH C LIMKIOCIIOP
Ha AUC Ha po3yBacTaTHH ca Ounu cpeHO 7 MbTH NO-BUCOKH OT TE3H, HaGIIOAABaHE
aobpoonuH (Brk Tabnuua 1), Ha KOHTO € NpUIoXKeHa ¢ChulaTa A03a. PosyBacraTvH QR



MauMEHTH, KOUTO MO CHUIOTO BPEME MPOBEKIAT JIEYEHUE C LMKITOCTIOPHH (BWXK ToYKa 4.3). CbBMECTHOTO
NPUNOKEHHE HE € TIOBJIMANO JIa3MeHUTE KOHLEHTPALMH Ha UHKIOCTIOPHH.,

IIpoteaznu AHXHOHTOPH: BBNpEKH Y€ TOYHHAT MEXAHUIBM HA B3aUMOACHCTBHE HE € U3BECTEH,

e IHOBPEMEHHOTO MPHJIOKEHHE ¢ NMPOTEa3HU UHXUOHTOPH MOXE PA3KO 43 NOBUIIH €KCNIO3ULIMATA HA
posyBacTaThH (81K Tabnuua 1). Hanpumep, cbBMECTHOTO npunoxende Ha |0 mg po3yBacTaATHH U
KOMOMHHUpaH NPOAYKT, ChCTOALL C€ OT ABa nporeasHy uHxudbutopa (300 mg arazanasup / 100 mg
PHTOHABHP), MO BPEME HA €AHO PapMAKOKMHETHYHO MpOoyYBaHe NpH 3apaBH A0OPOBOJILIM CE acoLuupa C
NpUOIU3UTEAHO TPHU- U ceaeMKpaTHO HapacTBaHe B pasHOBeCHUTE AUC 1 C nax HA pO3yBacTaTHH.
CbBMECTHATA ynoTpeda Ha po3yBacTATHH H HAKOHM NMpOTEasHH HHXHOHTOPH MOXKe aa ce 00Chau cnen
BHUMATENHO OOMHUCAAHE Ha A03aTa Ha pO3yBacTaTUH, HAa 6a3a Ha OYAKBAHOTO YBEIHYCHHE HA €KCMO3ULIUATA
Ha pOo3yBacTaTHH (BWK TOukH 4.2, 4.4, u 4.5, Tabnuua 1).

I'emdpuOpo3na H APYrH JHNHIONOHHKABALIM NPOAYKTH: EAHOBpPEMEHHOTO NPHIIOIKEHHE HA
pPO3yBacTaTHH M reMpubpo3na € ROBENO A0 ABYKPATHO NoBULLIEHHE Ha Cpax 1 AUC Ha po3yBacTaTuH (BX.
Touka 4.4).

HaHHHUTE OT PapMaKOKHHETHUHUTE NPOYUYBAHHUA, H3CICIBALUM NEKAPCTBEHHUTE B3aUMOAEHCTBHA, HE
MOKa3BaT B3auMoAcHCTBHE C peHODHUOpaT, HO € Bb3MOXKHA NOABA Ha (papMaKOAHHAMMYHY B3aUMOAEHCTBUSA.
["eMpubposun, peHoPUOpaT U OCTaHATMTE MEAUKAMEHTH OT rpynaTta Ha pubpaTurte u
NUNTHAONIOHHUKABALLMTE 1034 (B 103H = | g Ha eH) HHALMH (HHKOTMHOBA KHCE/IHHA) MOBULLIABAT PUCKA OT
NOABA HA MHOMNATHA NpH KOMOMHHUpPaHE C HHXHOUTOPH HAa XHAPOKCH-METHII-TITYTapHI-KOEH3HUM A
peayKTa3aTa, HaH-BEPOSATHO NnopalaH ¢akTa, ue MOCACAHATE MOraT Aa NpeaU3BHKAT NOABaTa Ha TOBa
YCNOKHEHHE U Npu MoHoTepanus. [losarta or 40 mg € npoTHBONOKAa3aHa MpU €XHOBPEMEHEH TTPHEM Ha
¢pubparu (Bxk. Touka 4.3 U Touka 4.4). [lpu Te3n MauMeHTH IeYEHHETO CbLIO TPAORa Aa 3anouHe ¢ 5 mg.

Ezeramu0: EanospeMenHoTo npunoxkeHue Hal( mg posysacratun ¥ 13 mg ezeTumud Boau ao |,2-kpatHo
NoBUIICHHE Ha mJowlTa nod Kpupata (AUC) Ha pOo3yBACcTaTHH MPH NALMEHTH C XUNEPXONECTEPOIEMUS
(Tabsvua 1). Brapeky ToBa He MOXE Aa C€ U3KITIOUH (PapMaKOAMHAMUYHO B3aUMOAEHCTBHE MEXY THX,
KOETO Ja MMa 3a pe3yNTaT HexXenaHU peakLHH (BX. Touka 4.4.).

JanToMHuAA: PUCKLT OT MHONATHA W/ UK paboOMHOJIH3a MOXKE A CE MOBULLM MPH €IHOBPEMEHHO
npunoxeHue Ha HMG-CoA peaykraziu HHXHOMTOPH ¥ ganToMULMH. Tpabea aa ce oOMuUCH BpeMEHHO
cnupaHe Ha Bo3ycTaT NnpH nauMeHTy, NPUEMaLH JaNTOMULKH, OCBEH aKO TMOJI3UTE OT €AHOBPEMEHHOTO
NPUAOKEHUE HE NMPEBULLIABAT PUCKA, AKO €AHOBPEMEHHOTO IPHIIOKEHHE He MoXe aa Obae uiberHaro,
HUBaTa Ha KpeaTHHPocPOKKMHa3aTa TpaOBa Na ce U3MEPBAT MO-YECTO OT BEAHDBIK CEAMHYUYHO H MALHAEHTHUTE
TpabBa n1a 6baaT BHUMaTenHo HabnioAaBaHK 3a BCAKAKBY NPU3HALIM WK CHMIITOMMH, KOHTO OMXa MOTNH J1a
ca NPOsABY Ha MuonarTui. (Bx. Touka 4.4).

AHTHAIHAH: EAHOBPEMEHHOTO NPUAOKEHHE HA pO3YBACTaTHH C aHTHALIM[IHA CYCNEH3HS, ChAbPXKalla
ATYMHHHEB H MAarHE3HUEB XHUAPOKCH, € JOBENO A0 HAMATABAHE HA NNAa3MEHATA KOHLUEHTPAlUMUA Ha
po3yBacTatul ¢ npubausnrenno S0 %. Toau edekrt ¢ 6un orcnaben, korato aHTHaALMAUTE ca AaBaHK 2 Yaca
CIIEA MPHEMA Ha PO3yBACTaTUH. KNIMHUMHOTO 3HAYEHHE HA TOBA B3aHMOAEHCTBHE HE € H3CAEBAHO.

Eparpomuunn: EAHOBPEMEHHHAT NIPUEM HA pO3YBACTaTHH U EPHTPOMHLMH € aosen ao 20% HamManeHue Ha
AUC (o) v 30% HamanienHe Ba Crax Ha po3yBacTaTuH. BaauMoaeiicTBHETO MOXKe A1 € NPEeHU3IBHKAHO OT
MOBHIICHHA YPEBEH MOTHIIMTET BCJIECTBUE HA NMPUEMA HA EPUTPOMULIMH.

EH3MMH OT cHCcTEMAaTa HA HHTOXpoM P450: Pesynratu oT npoyuBaHdus in vitro Y in vivo NoKasear, 4e
pO3YBACTaTUH HE € HUTO HHXUOHUTOP, HUTO HHAYKTOP Ha nWTOXpoM P450 nzoenzumuTte. B nonwiHeHne KoM
TOBA, pO3yBacTaTHH € cy1ab cyOcTpat 3a Te3u uzoeHzuMu. CnegoBaTenHo, 1eKapcTBEHH B3aHMO] EECEEHH

pesynTar oT uHToxpoM P450-Meauupanuns metabonusbM He ce odaksat. He ca Habmmo App@fUangHING .
3HAYMMH B3aUMOACHCTBHA MEXIY PO3yBacTaTHH U (uTykoHa3on (Muxuburop Ha CYP / I CIAL ; |
3
keTokoHa3on (HHxuouTOp Ha CYP2A6 1 CYP3A4). S_g‘ 1 % ; %
Tuxarpeaop: Tukarpenop Moxe aa nosause 6n0peyHaTa ekckpeLMs Ha po3yBacTay lr.El, yiead “&%{ﬁﬁ .
PHCKa OT KyMY/IMPaHE Ha pO3yBacTaTHH. BbIIpekH Ye TOUHHAT MEXAHHU3BM HE € U3BY l,'.,’“mﬁ"{:nyqjh
€HOBPEMEHHOTO MPHUJIOKEHHE HA TUKArpenop U po3yBacTaTHH BOAU 10 HB.M&J'IFIBHH FHLOpeyHaTta ..,

(6’0
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¢dbyHKLMS, NOBULLIEHO HHBO Ha KpeaTHHPOCHOKHHA3A U padaOMHOH3A.

BianmoaciicTBHA, KOHTO H3HCKBAT KOPEKIANA HA 103aTa HA PO3YBACTATHH (BXK. Cbio Taduua 1):
KoraTto ¢ Heo06x0AMMO a ce npunara po3yBacTaTHH ¢ APYIH JIEKAPCTBEHH MPOAYKTH, 32 KOMTO € U3BECTHO,
ye NOBHILABAT €KCNO3ULMATA HA PO3YyBACTATHH, JO3HUTE HA NOCNEAHUA TpsaOBa Na ce KOpUrHpar. 3anousa ce
C Ji03a OT 5 mg pO3YBACTATHH BEIHLK JHEBHO aKO OYAKBAHOTO NMOBHUIECHUE HA ekcno3nuusaTa (AUC) e
NPUOAUIMTENHO ABYKPATHO HIIK NO-rofsaMo. MakcuMaiHaTa AHEBHA 032 po3yBacTaTHH TpabBa aa ce
KOpPUIHpa Taka, Y€ OYaKBaHaTa €KCNO3HLUUA HA pO3YBACTATHH HAMA BEPOATHOCT Aa HaBHIUM Ta3u Ha 40 mg
AHEeBHA A03a PO3YBaCTATHH INpUET Oe3 B3aUMOAEHCTBRALLH JNEKAPCTBEHH NMPAYKTH, HanpuMep 20 mg no3a
po3yBacTaTHH ¢ remdpudposnn (1,9-kpaTHo yBenu4deHnune), ¥ 1o3a ot 10 mg po3ysacTaTHH ¢ KOMOHHALIUA
aTaszaHaBHp /pUTOHaBMP (3,]1-KpaTHO YBEAHUECHHE).

Ako ce 3abenexu, ye AeKapcTBEHUAT NpoayKT nosyinasa AUC #a po3yBacTaTHH NO-MaIKO OT 2 IYbTH, HE €
He0OX0AMMO HauanHaTa n03a aa Obae HamaneHa, Ho TpabBa na ce 06bpHE BHUMaHKeE, aKO A03aTa Ha
Bozycrar ce nosuiin Haa 20 mg.

Tabauua 1.
E¢dext Ha eTHOBpEMEHHO NPUJIAraH JICKapCTBEH NPOAYKT BbPXY €KCIIO3MLHUATA HA pO3YBaCTaTHH

(AUC, B HM3xoad1 pen) oT myONUKYBaHH KNTHHUYHY NTPOYYBAHUA

INosumapane Ha AUC Ha po3yBacTaTHH 2 NbTH RJIH NoBedYe 0T 2 MbTH

/10308 pexxaM HA B3AAMOACHCTBAMIOTO J{030B peXHAM HA IIpomana B AUC
IEKApPCTBO pPO3YBACTATHH HA PO3YBaCTATHH*
Codocbysup/Bennacracsup/Bokcunanpesup | 1o mg, eAHOKpATHA 1032 7,4-nbTH

(400 mg/100 mg/100 mg) + Bokcunanpesup
(100 mg) BeaHbx AHEBHO 3a 15 AHH

LluknocnopuH 75 mg ABa MbTH Ha ACH A0 10 mg BeaHbk nHesHo, 10 avu | 7,1-nbTH |
200 mg nBa MbTH Ha JeH, 6 Mecela

Haponyrtamun 600 mg nsa nbTH HA J€H, 5 5 mg, eAHOKpaTHa 0034 5,2-mbTH 1
OHH

Peropagenutd 160 mg BeaHbX AHEBHO, 5 mg, eAHOKpaTHa 1034 3,8-nbTH 1
14 nHu

ATtazaHasup 300 mg/putonasup 100 mg 10 mg, enHoOKpaTHa 003a 3,1-mbTH 1
BeAHDbX NHEBHO, 8 JHH

Pokcagycrat 200 mg npe3s nex 10 mg, eaHokpaTHa AC3a 2,9-nbTH 1
Bennatacevp 100 mg BeaHbk aHEBHO 10 mg, enHokpaTHa A03a 2,7- nbTH 1
OmbuTaceup 25 mg/naprTanpeBHp 5 mg, eqHoOKpaTHa 003a 2,6- nbTH 1

150 mg/ puronaeup 100 mg BegHBK
aHeBHO / gazadyeup 400 mg 2 nbTH
AHEBHO, 14 AHM

TepudayHomua He e HannuHa 2,5- TbTH ]
I'pazonpesup 200 mg/enbaceup 50 mg 10 mg, eqHOKpaTHa no3a 2,3-mpTH |
BEOHBXK AHEeBHO, |1 aHM

I texanpeup 400 mg/mubpeHTtacBup 3 Mg BEAHDBAK JHEBHO, 2,2- nbTH T
120 mg BeAHDBK OHEBHO, 7 AHM 7 IHU

Jlonnnasup 400 mg/ puronasup 100 mg asa | 20 mg BeaAHBXK JHEBHO, 7 AHK
NbTH AHEBHO, |7 OHM

Kanmatuuub 400 mg 2 nbTH AHEBHO 10 mg, eqHOKpaTHa A03a
Knonuaorpen 300 mg HaToBapBaiua n03a, 20 mg, enHOKpaTHa fi03a
nocneasaHa ot 75 mg Ha 24 vaca

GocramaTHubd 100 mg 2 mbTH AHEBHO 20 mg, eAHOKpaTHA 1032

Debykcocrat 120 mg BeAHBXK AHEBHO [0 mg, enHOKpaTHa A03a




Tadamuauc 61 mg 2 nbTH AHeBHO Ha 1 ¥ 2 10 mg, enHokpaTHa no3a 2,0 nbTH |
JleH, NOCNeABAHO OT BeJAHLX JHEBHO Ha 3 U

9 neH

lNemdpudbpoznn 600 mg asa mbTH AHEBHO, 7 80 mg, enHoKpaTHAa Do3a 1,9- nbTHn 1
AHU

Ilosrmasane Ha AUC Ha po3yBacTaTHH H0-MAJIKO OT 2 OBLTH

Entpombonar 75 mg Beantxk aAHesHo, 5 auuM | 10 mg, eaHokparHa Ao3a 1,6- nbTH 1

Hapynasup 600 mg/ pyroHaBup 100 mg asa | 10 mg BeaHbx AHEBHO, 7 AHU | 1,5- nbTH 1
MbLTH AHEBHO, 7 JHH

Tunpanasup 500 mg/ puroHasup 200 mg 10 mg, enHOKpaTHa A03a 1,4- mbTh 1
ABa MbTH AHEBHO, 11 AHM

Jlponenapon 400 mg nBa meTH JHEBHO He ¢ HannuHa |,4- neTH |
Hrtpakonason 200 mg seaAHbXK AHEBHO, 3 10 mg, eaHOKpaTHa 1034 1, 4- e 17
AHH
Ezerumu® 10 mg BeaHBX AHEBHO, 14 qHM 10 mg, BeAHBXK AHEBHO, 14 1,2- metH 17

OHU

llonnxasane Ha AUC na po3dyBacTarns
Eputpomuumd 500 mg yeTnupu nwvTH AHEeBHO, | 80 mg, enHoKpaTHa J03a 20% |
7 AHU
bankanuu 50 mg Tpu 1bTH AHeBHO, 14 auu | 20 mg, eAHOKpaTHa J03a 47 % |

* JlaHHHTE, NOCOYEHH KaTO X ITbTH NMPOMAHA NPEACTaBAT NPOCTO ChOTHOUIEHHE MEXAY
€AHOBPEMECHHO NMPUIMKECHHE U NPUNOKEHHE HA PO3YBACTATHH CaMOCTOATENHO. JIaHHHKTE, NocoUYeHH
karo % NpeacTaBAT NPOLUEHTA Pa3/iMKa OTHECEH HA CAMOCTOATEIHOTO MPUAOKEHHE HA PO3YBACTaTHH.
[loBumaBaHETO € MPEACTABEHO KaTo ,,1”, 6€3 npOMAHA KaTo ,,<»”, IOHIKEHHETO KaTo ,,)”".

**Hakonko npoy4yBaHua 3a B3aMMOAECHCTBHE Ca MPOBEAEHH C Pa3NIHYHH JJO3HPOBKH PO3YBACTATHH,
Tabnuuara npeacraes Haik-3HaAYWMOTO ChOTHOLLIEHHE
AUC = nmnow non kpupara (area under curve)

CnenHuTe nexapcTBEHH NPOAYKTH/KOMOMHALIMK He OKa3BaT KJIWHHUYHO 3HaUMM edeKT Bbpxy AUC Ha
pO3YyBacTaTHH NPH €IHOBPEMEHHO NpHIcKeHUe: AnernnTazap 0,3 mg, npunoxkeH 3a 7 auu; ®enodnbpar
67 mg, NpuIoKEeH 3a 7 AHM, TPU NTBTH AHEBHO; Dnykonazon 200 mg, npunoxed 3a [ | AHW, BEAHBK AHEBHO;
®ocammnpesrp 700 mg/putonasup 100 mg, npunoxeHu 3a 8 nHu, aABa meTH AHeBHO; KeTokoHazon 200 mg,
NPHIOKEH 3a / AHH, ABa NbTH JHEBHO; Pudamnuu 450 mg, nprnoxeH 3a 7 AHH, BEAHbLX NHEBHO;
CunumapuH 140 mg, npuiiokeH 3a S HU, TPH ITBTH AHEBHO.

EdeKT Ha po3yBacTaTHH BbpXY €AHOBPEMEHHO NPUEMAHH JICKAPCTBEHH NPOAYKTH

AnTaronncTd H2 BuramiH K: IlonoOHo Ha apyru uuxuburopu na HMG-CoA peaykrazara, 3anouBaHeTo
Ha JIEYeHHE C PO3yBACTATHH WKW TUTPHPAHETO HA 1034Ta MY MPH NaUMUEHTH, NMPHUEMALIlM aHTarOHUCTH Ha
BUTaMUH K (kaTo BapgapvH UM Opyrd KyMapHHOBH aHTHKOArYJIAHTH), MOXKeE [1a AOBEE A0 NOBHILEHHE HA
MEXKIYHapOIHOTO HOpManH3upaHo oTHouleHue (International Normalised Ratio, INR). [TpexbcBakero Ha
NEYECHHETO UNK HaMalsiBaHE Ha 103aTa HA THTPHPAHE C pO3YBAacTaTHH MOXe Ja O0Beae A0 HaMalleHHe Ha
INR. I'lpu mopobHu cuTyauum ce npenopbuBa MoHUTOpHpaHe Ha INR.

Ilepopand KOHTPAaHENTHBH/XOPMOHO3aMEeCTBAINA Tepanna: EAHOBpeMeHHHAT NPHEM Ha pO3yBacTATHH
H NICpOpaliHK KOHTPALENITHUBH € AoBel 10 nosuiiasadHe Ha AUC Ha eTMHUN €CTpaaHOm U HOoprecTped

CbOTBETHO ¢ 26% u 34%. Te3u nopuiLeHH nna3zMeHN KOHLIEHTPaLMK TPAOBa Ja ce B3eMar Mox
KOraTo C€ Olnpeaena NO3HPOBKaTa Ha NMEPOPATHUTE KOHTpauenTusu. Hama dpapMakokuHeT
MALMEHTH, KOUTO MPHEMAT €IHOBPEMEHHO PO3YBACTATHH M XOPMOHO3aMeECTRAINA Teparn
ETo 33110 B3aHMOAECHCTBHETO, ONMUCAHO NO-rope, He TpaOBa Aa Oble HIKIIIOUEHO KaTo

TOBa Ta3u KOMOWHauMs € OMna WMPOKO NpUIarala oT )XeHH B KJIMHHYHU W3ITUTBAHUS
noope.




JApyra JekapcTBeHH NPOAYKTH:

JIurokcuH: Bb3 0cHOBA HA JaHHHUTE OT CMELUMPHUHH MPOYUBAHMA 3a HIC/ICABAHE HA JIEKAPCTBEHH
B3aUMONeHCTBHUA He Ce OYaKBa KJIMHHUUYHO 3HAUUMO B3aUMOACHCTBHE C JUTOKCHH.

dy3ugosa kucenuna: He ca nposexaaHu npoyy4BaHUs 3a U3CIECABAHE HA B3aUMOJCHCTBHA ¢ pO3yBacTaTHH H
¢dy3ua0Ba KHceNMHA. PUCKBT OT MHONAaTHA, BKIKOYHTENHO pabIOMHOIIN3A, MOXKeE Na Obe YBENHUEH NpH
eTHOBPEMEHHOTO NpunaraHe Ha py3UR0Ba KHCEINHA CHCTEMHO H CTaTUHH. MeXaHH3MBT Ha TOBa
p3auMoneicTBHE (HE3aBUCHMO AU € (hapMaKoJHHAMHYEH WK (PapMaKkOKMHETHUYEH, WIH OT ABaTa THIIA)
lacera He e u3BecTeH. Ma cboOuieHua 3a pabaoMuonyza (BKIOUYHTEHO € HAKOAKO (aTanHu cilyyan) npu
MALHEHTH, M0IYUaBaiy Ta3W KOMOHHaLUA.

AKO € HeOOXOIUMO CHCTEMHO fAledeHHe ¢ Py3UA0Ba KHCENIHHA, JICHEHHETO ¢ pO3yBacTaTHH TpadOBa Ja Obae
MPEeyCTAHOBEHO NpPE3 LENUA IEPHOA Ha JicueHHe ¢ Qy3uaosa kucenrHa. Buxre cnuio Touka 4.4,

Ileqnarpuuna nonynanns: IlpoyuBanus 3a 83aMMOJICHCTBHA €A MPOBEXKAAHN CaMO NPH BB3PACTHH.
CreneHTa Ha B3aMMOAECHCTBUATA B IEAMATPHYHATA MONYMaLMa HE € U3BECTHA.

4.6 PepTHAHTET, OPEMEHHOCT H KhpMEHe

BosycTar e npoTHBOINOKA3aH MO BpeMeE Ha OPEMEHHOCT W KbpPMEHE,
Kenu B aerepoaHa Bb3pacT TpabBa Aa NpHiIarar NOAXOAALUIH KOHTPAUETITHBHHA MEPKH.

bpeMeHHOCT

XonecTeponwbT U APYTH NIPOAYKTH Ha XoJiecTepost GHOCHHTE3aTa Ca BAXKHH 33 Pa3BUTHETO Ha nnoaa. Eto

3310 NOTEHLHUAJIHHAT pHCK oT HHXHOUWpaHe Ha HMG -CoA peanykrasatae no-ronsM B CpaBHEHHUE C MON3aTa
OT JieYeHHETO No Bpeme Ha OpeMeHHOCT. M3cnensannsaTa BhpXy XHBOTHH OCUTYpPABaT OrpaHU4ECHH JaHHU 3a

penpoJdyKTHBHA TOKCMHYHOCT (BXK. TOUKa 5.3).
AKO nauHeHTKa 3abpeMeHee Mo BpeMe Ha JIeueHH e ¢ TOBA NeKapcTBo, NpHeMBT TpAOBaA a Oble He3abaBHO

NpeycTaHOBEH.

KspMene

Ot nyOJUKyBaHUTE TOKJIAIH HMa OrpaHidyeHa UH(apmaLUus, 4e po3yBaCTaTHH € HAIMYEH B YOBELUKATA
KkbpMa. Po3yBacTaTHH ce eKckpeTHpa B MISKOTO Ha nabxoBe. [lopagn MexaHH3Ma Ha AedcTBUe Ha Bo3sycrar,

CHIIECTBYBA MOTEHLHAJIEH PUCK OT HE)KEAHH peaKUMHU NNPH HOBOpOoAeHUTe. Bo3ycTaT € nipoTHBONOKA3aH no
BpeMe Ha KbpMEHE (BX. Touka 4.3).

PepTHAUTET

Hama v3BecTHH eeKTH BbPXY QEPTHIHOCTTA cne yroTpeba Ha po3yBacTaTHH.

4.7 EdexTn BHpXy cCIOCOOHOCTTA 32 WOPHPaHEe H padoTa ¢ MALIHHH

He ca npoBexjaHn NpoyuBaHus 3a YCTAHOBSBaHE HA BIMAHHMETO Ha pO3YyBACTATHH BbPXY CNOCOOHOCTTA 32
uiodHpate H pabora ¢ MalikWHH. B13 ocHOBa Ha apMakOAMHAMHYHUTE CBOMCTBA HE C€ OYaKBa
PO3YBACTaTHH Aa NoBnuie HeONaronpuATHO Te3y cnocodHocTH. [py modupane win pabota ¢ MalIHHA
TpabBa 1a ce HMa MpeaBu, Y€ IPUEeMAHETO Ha JIEKAPCTBOTOMOMKE 4 [TPEAU3BHKA CBETOBbPTEK.

4.8 HexeIaHH JIeXAPCTBEHH PeaKHH

pO3yBaCTaTHH , Ca MPeKBCHAIIH JICHUCHHUETO MOpAaJdH HEXC/IAHH DCAKLIHH.




TabanueH cNUCHK HA HEXEITAHUTE PCaKLIHH

bBazupaHa Ha JaHHU OT KIIMHUYHY NPOYYBAHHUA W OOIUMPEH MOCTMAPKETUHIOB ONMT, cneHaTa Tabnuua
npeacTasd Npodria Ha po3yBacTaTHH MO OTHOIICHHE HA HEeXKENTaH!U eKapcTBeHH peakuuu. Hexenanure
peaKLHH, H30POEHH NMO-A0Y €a Ki1acHDHLMPAaHH O Ye€CTOTa U CHCTeMO-opraHeH Kiac (COK).

YecToTaTa Ha HEXXENAaHUTE peaKUHH € cbobpa3zeHa ¢be ceaHara koHBeHUMA: Yectu (21/100 no <1/10);
Heuectn (=1/1 000 go <1/100); Peaku (=21/10 000 go <1/1000); MHoro peaku < 1/10 000); C HenzpecTHa
4eCTOTa (OT HANMYHHTE JAHHU HE MOXKeE Aa Obae HanpaBeHa OUEHKA),

Tabnnua 2. Hexenanu ekapcTBeHN peakuuy 0a3MpaHu Ha JaHHU OT KIMHWYHHU NPOYYBAHUAA U

MOCTMAPKETHHIOB ONUT

Cucremo- Yecrn HeuecTH Peaxn Mpnuoro peaku | C HenzBecTHA

OpPraHeH KJac 4eCcTOTA

Hapywernun TPOMOOLIUTONEHHA

Ha Kpvema u

auMprama

cucmema

Hapywenus peakLuuy Ha

HO UMYHHAmMQ CBPbXYYBCTBUTEIH

cucmema OCT, BKIIFOUHTEITHO

aHrHoeAeM

Hapyvuenws 3aXapeH

Ha auabert’

eHOOKDUHHAM

a cucmema

Heuxuunu aenpecus

HApYUeHus

Hapywenun rinasobonue, NOJIMHEBPONAT | nNepHdepHa

Ha Hepshama | CRETOBBPTEXK HA HEBPONATHA,

cucmema 3aryba Ha HapyueHus Ha

namMer CBHA

(BKIKOYHTETHO
UHCOMHUS H
KOUIMapH ),
MHACTEHUA
[paBUC

Hapywenus O4YHA MHACTEHMS

Ha ouume

Pecnupamopn Kalnuua,

U, 2PvOHU U JHCTIHEA

MeouacmuHail

HU HADYWEHUR

Cmomawno- | KOHCTHNALUA, NAHKPEATHT auapus

YpesHU rajcHe,

HAPYUEeHUA abaOMHHATHH

O0oJIKH

Xenamobwiua NOBULLIEHH K BJATEHHLIA,

PHU yepHOApOOHH XE€NnaTUT

HAPYULEHUA TpaHCAMHHa3U

Hapywenus NPYPHTYC,

Ha Koxcama u obpuB

nOOKONCHAMA YPTHKapHs

MbKAN




€O3UHOPHUINA U
CUCTEMHHU
CUMIITOMH
(DRESS)

Hapywenua Myanrug MHUONAaTHA (BKJ. apTpasirus HMYHOMeOWHWpaHa

HA MYCKYAHO- MHO3HT) U HEKPOTHU3UpAaLIa

cKenemHama pabxoMHONHK3A, MHUOMATHA

cucmemau AymycononobeH

CHEOUHUMENH CUHIPOM, HapyluleHne Ha

ama MmvKau pa3KbCBaHe Ha CYXOXKHAHETO,

MYCKYJ MOHAKOra C

YCITOMHEHHUE OT
Pa3KbCBAHE

Hapywenus XeMaTypus

Ha bvbpeyume

U RUKOYHUME

nbmuwya

Hapywenus TMHEKOMAacTHA

Ha

8b3NPOU3EO0U

menHama

cucmema u

2vpoama

Obwu acTeHus eJIeM

HAPYUIeHUA U

eghexmu na

MACMOMO HA

NPUTOIICEHUE

' YecToTaTa 1e 3aBMCH OT HAIIMYMETO WM OTCHCTBHETO HA PHCKOBY DaKTOPH

(KpbBHa 3axap Ha rmaaHo > 5,6 mmol/l, BMI > 30 kg/m?, noBHILEHH CTOHHOCTH Ha TPHITMLIEPHIIUTE,

aHaMHE3a 3a XHIICPTOHHS ).

Kaxro npu apyru uuxuburopu Ha HMG-CoA penyxrazata, yecToTara Ha HEXEJIAHUTE IEKapPCTBEHH
pPEaKiMH 3aBUCH OT J03aTa Ha JICKaApCTBOTO.

EdexkTH BLpXY OL0pennTe:

[1py maunenTH, JICSKyBaHH C pO3YBacTaTHH, € HadMOAaBaHa NPOTEHHYPUS, YCTAHOBEHA NPH H3C/IEABAHE C
TECT-NEHTHYKH H KOATO € C NpeIUMHO TyOyJieH nMpou3xod. B onpeaeneHn MOMEHTH OT JieueHHETO ripu < 1%
oT nauueHTute Ha 10 1 20 mg v npu npubnusurenno 3 % ot nauneHTHTE, NeKyBaHHu ¢ 40 mg, ca
HabnoAaBaHU MPOMEHHU B U3C/NEABAHUATA 3a TPOTENH B YPUHATA OT OTPULIATENICH PE3YJITAT KK CJIEU A0
++. He3naynTenHo oTKIOHEHHE B MOCOKa OT OTPHLIATENEH PE3YNTAT WY CIeAH KbM + € HabnoaaBaHo npy
n03a 20 mg. B nopeyero Ciiyyiay NpoTEeHHYpUATa HAMATABA UK W3UE3Ba CMTOHTAHHO B Mpolieca Ha
NICYCHUETO W HE [I0KAa3aHO Aa MPEeUuIECTBA OCTPO H nNporpecuBHoO 6L0peuHo 3abonasanHe. OT npernena Ha
AAHHNATE NMPH KIHHHYHHTE OMHUTH W MOCTMAaPKETHHIOBUTE NPOYYBAHHA [0 CEra He € YCTAHOBEHA NMPHYHHHA
BPb3Ka MEXKAY NPOTEHHYPHATA H OCTPO WK NiporpecusHo 0LOpeuHo 3abonasaHe.

[Ipy naumeHTH, TEKYBAHH ¢ PO3YBACTATHH, € HAbNIOAABAHA XEMATYPHA, HO KIIMHWYHHUTE JaHHH COYAT, Ye
4YeCTOTATA W € HUCKA. O

E¢exTn BBpXY cKejleTHATa MycKyaaTypa: Kakro npu apyru uHxuoHTopu Ha HMG-
Bb3ACHCTBHA BbPXY CKENETHATA MYCKYJIATYPa KATO HEYCIOXKHEHA MHAIrHA, MHOTIaTHA
MHO3HT) ¥ pabAOMHOH3A, Ca YCTAHOBEHH NPH MAUWEHTH IEKYBAHH C PO3YBACTATHH -
TEpaneBTHUHU 03U, 0COOEHO B A03M Haa 20 mg.




Yeennuenue Ha HHBOTO Ha CK BCiencTeue Ha yBesHueHHe Ha 103aTa € HabMmo01aBaHo NpyU ManeK Opoi
MALMEHTHU HA PO3YBACTATHH; MHOXKECTBOTO OT CJYHAUTE Ca JIEKH, NPEXOJHH U aCUMIITOMATHYHU. AKO
HrHBOTO Ha CK ce nopuwuu (> 5 MbTH ropHaTa rpaHULA Ha HOpMaTa), NEYEHUETO TPAOBA BPEMEHHO Ja e
NPEeyCTAaHOBH (BXK. TOUKa 4.4).

EdexkTn Bupxy yepHus Apod: Kakro npu apyrn uHxubutopu Ha HMG-CoA peaykrasara, yBenHueHue Ha
TpaHCaMHHA3WTE, CBBP3AHO ¢ NO3UPOBKATA, € HaboAaBaHO NpH MaTbK OO NauMEHTH HA pO3YBACTaTHH;
NO-roAfaMa 4acT OT CAYHAUTE Ca JIEKH, ACHMITTOMaTHYHH H NPEXOAHH,

Hoki1anBaHara 4ecToTa Ha pabaOMHONK3a, CEPHO3HH OBLOpeUHU CHLOUTHS U CEPHO3HH YEPHOOPOOHH CHOUTHA
(OCHOBHO - YBETHYEHH YEPHOAPOOHHU TpaHCAMUHA3M) € NO-BUCOKA NpH Ao03a oT 40 mg.

Cnennnre HexxenaHu csbutus ca HabNoAaBAHU NPYU HAKOU CTaTHHM:

» CekcyanHa AHC)YHKIMS

* M3kMIOUMTENTHO PEAKH ClTyUYad Ha UHTEpPCTHUHAHA OenoapobHa 60/ecT, 0cObEeHO NPH ABLITOCPOUHO
neucHue (BX. Touka 4.4)

IleamaTpuuna nonyanAs: B KNHHUYHO NPOYYBAHE HA A€LA H KOHOLLH, TIPHEMALLIH PO3YBAaCTaTHH 3a 52
ceaMHLH, nosuibasaHe Ha CK> 10xULN 1 MyckynHH CUMITOMH cllell yNIpaXHEHHE HIH NMOBHLIIEHA
(PH3HYeCKa aKTHBHOCT ca HabyroaaBaHH MO-4€CTO, B CpaBHEHHUE ¢ HAOMOAEHHS OT KIIMHWYHH MPOY4YBaHHs
PH Bb3pacTHH (BiK. TOUKA 4.4).

CrobuiaBade Ha NOAOIMPAHH HEXKENAHH PEaKLIMU
CpobwasaneTo Ha NOAO3UPAHU HEXKENAHW PEAKLIMM Clie]l pa3pellaBaHe 3a ynorpeba Ha ieKapCTBEHNS

NPOAYKT € BaxKHO. ToBa no3poassa aa npoab/xku HabMoAeHHeTO Ha ChOTHOLLIEHUETO NON3a/pUCK 32
JeKapCcTBEHUS NPOAYKT. OT MEIULMHCKHTE CNIELIHATTUCTH C€ U3UCKBA Ja cholluaBar BCsAKa MNOA03HpaHA
He)KenaHa peakLus Ha:

H3nwiHuTENHAaTa areHUUA 110 JieKapcTBara,

yi. ,,JlamMsaH [ pyer® Ne 8,

1303 Codus,

Ten.: +35928903417,

yebcaiT: www.bda.bg.

4.9 IIpeno3mpane

Hsama cneunr@uryHO NeueHHWe B cny4ai Ha npenozupase. [Ipu npeaosupare nauweHTHT TpAOBa Aa ce IEKYBa
CUMITTOMATHYHO U 214 C€ 3alMOYHAT NOAAbLDXKALIY MEPKHU Cnopea HykaaTta. YepHoapodHaTa dyHKUMUA H
HuBaTa Ha CK Tpabsa na ce cnenar. Manko e BeposTHO xeMoauanusara aa 6svae ot nonsa.

5, GOAPMAKOJOI'HTUHH CBOUCTBA

5.1 PapmMaKOAHRAMHYHA CBOHCTBA

PapmaxoTepaneBTHYHA rpyna: uaixuburopy Ha HMG-CoA peanykrasata
ATC xoa: C10AAQ7

MexaHHIBM HA J€HCTBHE
Po3yBacTaTHH € CENEKTHBEH H KOHKYpeHTeH HHXHOHTOp HAa HMG-CoA penykTa3sara, CKOpocCT-
OrpaHH4aBALUUAT €H3UM, KOHTO MpPeBPbLIA 3-XHAPOKCH-3-METHIINTYTAPHIT KOGH3UM A B MEBAIQHAT,




dapMakoaaHAMHYH ePEKTR

Po3yBacraTH Hamanaea nosuwenus LLDL-xonecrepon, o01iusa X0necTepon U TPUrTHLIEPHANTE U NMOBHLIABA
HDL-xonecrepona. Toii cbulo novnxkasa ApoB, HeHDL-xonectepona, VLDL-xonectepona, VLDL-
TPUITIHLEPUANTE U yBenuuasa ApoA-l (gx. Tabnnua 3). PosysacTaTiH noHy»xara ¥ cboTHOLUeHUATa LDL-
xonecrepon/HDL-xonecrepon, 06w xonecrepon/HDL-xonectepon u neHDL-xonectepon/HDL-xonectepon

1 ApoB/ApoA-L.

Tabarua 3 - OTrosop Ha X03aTA IPH BANHEHTH ¢ TbPBHYHA XHNepXxoaecTeposeMAn (Tun Ila n IIb)
(KOpHrHpaH cpeAeH NPOLEHT HA NPOMAHA OT H3X0AHOTO HHBO)

Hoza N LDL- O61m HDL- TG nmeHDL- ApoB ApoA-1
XoJlecre-  xoJjecTe-  XoJiecTe- XoJecre-
poJ poJi poa po.J
[Thauebo 13 -7 -5 3 -3 -7 -3 0
>mg 17 -45 -33 13 -35 -44 -38 4
10 mg i7 -52 -36 4 -10 -48 -42 4
20 mg 17 -55 -40 8 -23 -51 -46 5
40 mg 18 -63 -46 10 -28 -60 -34 0

TepaneBTHUHMAT OTTOBOP KbM NedeHHeTO ce 3abensa3pa A0 | ceaMHULIa OT HA4YAIOTO HA TepanuaTa H 90% ot
MaKCHMAaTHUA OTFOBOP CE€ MOCTHUra A0 2 ceAMULU. MaKCUMATHUAT OTroBOp OOMKHOBEHO C€ MOCTHUra KbM 4-
Ta CEAMMLA H CE MOAABPXKA C/IE TOBA.

KinauYHa epUKACHOCT H De3onacHOCT

Po3yBacTaTuH € eeKTHBEH NpU Bb3PAaCcTHHU XOpa, CTPAAallid OT XUNEPXONECTEPOIEMHS ChC MK Oe3
XHIIEPTPHINMHLUEPHAESMHS, HE3ABUCHMO OT pacoBa NPHHANNEKHOCT, MOJT HIH Bb3pacT W NPH CIICUHANTHH
rPYMNH KaTo AMadeTHLIM WK MAUMEHTH C (PaMUITHA XMIIEPXOJIECTEPOSIEMHUS.

O6o06wennre naunu ot Il daza Ha KIMHKUYHKTE NPOYYBAHHA MOKA3BAT, Y€ PO3YBACTATHH € e)eKTUBEH NPH
Ne4YEHHUE HA ronamMa Jact ot nauveHture ¢ Tun lla u lIb xunepxonecreponemus (cpeasa u3xoaHa CTOHHOCT
Ha LDL-xonecrepona okono 4,8 mmol/l) cniopen onpeaenennte ot EBponefickara oSlHOCT No
aTepocKiiepo3a npHuUeaHH cToHHOCTH (EAS; 1998). Okono 80% ot nauventuTe Ha 10 mg ca AoCTUrHATH
xenanute cTorHoCcTH Ha LDL-xonecrepona (< 3 mmol/l) cnopea EAS.

B eano MawabHo npoyuBaHe ¢ HOpCHpPAHO TUTPHPAHE Ha A03aTa 435 NnaUMeHTH ¢ XeTepo3HroTHa haMHIHA
xunepxonecreponeMus ca nekKysaHt ¢ 20 no 80 mg. Bcruky N03MPOBKH NOKA3BAT NOJOKHUTENEH pe3yIiTaT
BbPXY NMHOKMAHKTE nokasatend. Cnea nocturane Ha AHeBHa Ao3a oT 40 mg (12 cegMuuHO nedyenne), LDL-
XojiecTeponsT HamMansiea ¢ 33%. 33% npoleHTa OT NALUUEHTHTE AOCTUraT cToiHocTHTE Ha LDL-
xonectepona cnopen EAS (<3 mmol/l).

B eaHo oTBOpeHo npoy4BaHe ¢ POpCHpaHO TUTPHPAHE Ha A03aTa NPH 42 NaLMeHTH(BKIIIOUUTENHO §
neAHaTPHYHHU NALHEHTA) ¢ XOMO3HIOTHA (PaMHUIHA XUIIEPXONECTEPOIEMHA Ca OTHETERU PEIVITATHTE OT

npuemane Ha 20-40 mg posyBactaTiH. B obmara nonyaaums cpeaHoro nonmwxeHHe Ha LDL-xonecrepona e
22%.

[Ipn KNTHHHYHHU H3NHTBAHKA C OrpaHHuEH 6poi NAUMEHTH PO3yBaCTaTHH NOKA3Ba aANTHBHA eEKTHBHOCT
MPH HaMaJIABaHEe HA TPHIAHLIEPHAHTE, KOraTo € NpUueMaH B koMOuHauua ¢ dpeHodudbpar, u yBenMyeHHe Ha
HHBOTO Ha HDL-xonecrepona 8 kOMOHHAUMS ¢ HHALIKH (BXK. TOYKa 4.4).

B e1HO MYNTULEHTPOBO, ABOHHO CIIANO, Mniauebo-KOHTPOIMPaHO KIHHWYHO npoyuBaHe (MEEECQR 8
nauueHTH Mexkay 45 U 70 ronmun ¢ HUCBK puck 2a ucxemudna 6onect Ha cwplieto (nedyiephiio K
Framingham puck <10% 3a 10 g) u cve cpenen LDL-xonectrepon 4,0 mmol/i (154,5 mg/c - 5

CYOKITMHHYHA aTEpPOCKIIEPO3a, YCTAHOBEHA Ype3 U3MepBaHe Ha Je0e/IMHATa Ha KapoTU AHNTAMH TS MEDAX
(CIMT, Carotid Intima Media Thickness), 6axa panzoMuzupanu Ha 40 mg po3yBacTaTH B@h g L
WK nnauedo 3a 2 roauHH. PosysacTaTuH 3HauMTENHO 3a6aBH NporpecHaTa Ha MakCHMan @Clﬁmﬁ
BCHUKH |2 MecTa Ha KapOTHAHHTE apTepHH B cpaBHeHMe ¢ ruauedo -0,0145 mm/roamnna (S 74 1-0,0196; j&'/
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(0,0093; p<0,0001). IlpoMaHaTa cnipaMoO U3XOAHHTE CTOMHOCTH 3a pO3yBacTaThH rpynara ¢ -0,0014
mm/roauHa [(0,12% /roanHa (HecuranukauTHO)| B cpasHeHHe ¢ nnauebo rpynara, ¢ Nporpecus Ot
+0,0131 mm/roauna [1,12/roauna (p<0,0001)]. He e neMOHCTpHUpaHa AUPEKTHA B3AHMOBPB3KA MEXAY
noHWeHUeTo Ha CIMT HuBaTa M MOHMMXKEHUA PUCK OT CHpACHHOCBAOBH cbOuTHA. [TonynauusTa B
npoyusaHeTo METEQOR e ¢ HUCBHK puck OT HCxeMHUHa DONECT HA CHPLIETO W HE € NPEeACTABUTENHA 32
TapreTHaTa nomny.j1auusa Ha posyBacTaTiH 40 mg. losuposkarta ot 40 mg TpabBa na ce npeanucea camo npH
MALMEHTH ¢ TEXKKA XUTNEPXONecCTePONEMH C BUCOK CbpACHYHOCHAOB PUCK (BXK. TOUKA 4.2).

B npoyusaneTo ,,O00CHOBKA U3NON3BAHETO HA CTATUHH NPH MbPBUYHA NPEBEHUHA; HHTEPBEHLUHOHAIHO
NpOY4YBAaHE 3a OLICHKA Ha po3yBacTtaTrH' (Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin (JUPITER)) € oueHeH edexrbT HA pO3YBAaCTAaTHH MPH
HacCTbBaHe HA 3HAYMMH ATEPOCKIEPOTHHHM CHPASUHO-CBbAOBH CuOUTHA NpH 17 802 Mbxke (50 ronnHKn) M
)eHH (60 roauHH).

Y4acTHHLIMTE B H3CAEIBAHETO ca OUNM pasfiperenieHH paHAOMM3KHpano Ha mauedo (N = 8901) nan
po3syBactatut 20 mg Beanbxk nHeBHO (N = 8901) u ca npocneaeHM cbe cpeAHa NPOABDKUTENHOCT OT 2
FOLHHH.

KoHueHTpauusTa na LDL-xonectepona e HamaneHa ¢ 45% (p <0,001) B po3yBacTaTH rpynara B CpaBHEHHE
¢ nauebo rpynara.

[Ipu post-hoc aHaIM3K Ha BUCOKOPHCKOBA NOArPYNa JIMLA C H3XOAEH Pe3yJITaT O CKajlaTa 3a OLeHKA Ha
pHcka no Framingham > 20% (1558 nuua) ce Habnonasa 3HauMTENHO HaMaleHHe HAa KOMOMHUpaHaTa
KpaHHa TOYKa OT CbPACYHO-ChA0BA CMBPT, HHCYAT U HHPApPKT HA MHoKapaa (p = 0,028 ) npu neueHue ¢
pO3yBAaCTATHH B CpaBHeHHe ¢ rutauedo. AGCONIOTHOTO HaMalleHUe Ha PHCKA B YECTOTaTa Ha ChOUTHATA Ha
1000 naunenTo-roannHu ¢ 8,8. O0WaTa CMLPTHOCT OCTaBa HEMPOMEHEHA B Ta3U BUCOKOPHCKOBa rpyrna (p =
0,193). Ilpu post-hoc ananv3n Ha BUCOKOPHCKOBA NOArPYNa NHLA ¢ H3XOAEH PE3YITAT N0 CKANATA 3a OLIEHKA
Ha pucka no SCORE 5% (exctpanonupan, 3a na ce Bknouar nvua Haa 65 roauHy) ce Habmoaaea
3HAYUTETHO HaMajleHHE Ha KOMONHHMpaHaTa KpaitHa TOUKa OT ChpASHHO-ChI0Ba CMBLPT, HHCYIT W HHpapKT
Ha muokapaa (p = 0,0003) npu neyedue ¢ po3lyBacTaTHH B CpaBHEHHUE € IWTalebo. ADCONOTHOTO HaMalleHHe
Ha PHCKa B 4ecTOTaTa Ha chOuTHATa Ha 1000 nauneHTo-roaunHm e 5,1. OOGmara CMBLPTHOCT OCTaBa
HENPOMEHEeHAa B Ta3H BUCOKopuckora rpyna (p = 0,076).

B npoyusaneto JUPITER 6,6% oT nauueHTHTe Ha po3yBacTaTHH H 6,2% OT nauueHTHTe Ha naauebo ca
NPEYCTAHOBHIH H3ITOJ3BAHETO HA H3MHUTBAHOTO JIEKAPCTBO NOPAJAH HeXeNaHo cbOnTHe. Hali-uectuTe
HEKEJIAHH CHOHTHA, KOUTO Ca BOACNH A0 NPpeKpaTABaHE Ha ieueHHeTo, ca: muanrus (0,3% npu
posyBacTtaruH, 0,2% npu nmnauedo), kopemHa 6onka (0,03% npu posyeacrarut, 0,02% npu nrauedo) u
obpus (0,02% npu posysacratuH, 0,03% npu nnauebdo). Hai-yecTute HexKeNaHW peakUHH ¢ YECTOTA, NO-
rojiiMa WiH paBHa Ha Ta3H npH niauedo, ca HHPEKUUA Ha NUKOYHUTE MbTHILA (8,7% npu po3yBacTaTHH,
8,6% npn nnauebo), HasopapuHrur (7,6% npu posyeacratuH, 7,2% npu rmnauebo), 6oku B repda (7,6%
NnpH po3yBacTaTHH, 6,9% npu nnauedo) u Muanrus (7,6% nipu posysacraruH, 6,6% npu rnauebo).

IHeanaTpuyna nony.,1auus

[lpn nposeaeHo ABOHHO-CAANO, PAHAOMHU3HPAHO, MYJITHIEHTPOBO, IIaLE00-KOHTPOJIHPAHO | 2-ce AMHUHO
npoyusaHe (n=176, 97 oT MbXKKH 11011 ¥ 79 OT XKEHCKH 1oJ1), nocneasaHo ot 40-ceamuuHa, oTKpuTa dhasa ¢
THTPHpaHe Ha Jo03aTa Ha po3yBacTaTHH (n=173, 96 oT MbxKHW nox ¥ 77 OT )KEHCKH 110J1), NMALIMEHTH Ha
Bb3pacT 10 no 17 roaunu (craguit 11-V no TaHep, MoMUueTa noHe 1 roauHa cjiea HAYANOTO HA
MEHCTPYaUMATa) C XETePOIUroTHa GaMUIHA XHNEPXOJAECTEPOIEMHS NMONYYaBaT po3yBacTaTuH 5 mg, 10 mg
Wiy 20 mg wau nnauedo, AHEBHO 3a |2 ceamuum, 2 ciel TOBa BCHYKH MOJYYABAT PO3YBACTATUH JHEBHO 34
40 ceamuum. B HavanoTo Ha npoyupaHeTo npubnusurenno 30% ot naupeHTHTe 651%xa 10 10 13 rogMIuHU 1
npubausutento 17%, 18%, 40% u 25% ca cvorserHo B craguii 11, 1, IV 4 V no Tanep.

I.DL- xonecreponsT Heiue nonmieH ¢ 38,3%, 44,6% u 50,0% cbOTBETHO OT po3yBacTaps
20 mg B cpaBuenue ¢ 0,7% 3a mauebo. é“’




B kpas Ha 40-ceamMuuHaTa oTkpuTa $aza ¢ THTpUpaHE A0 NMPHUUEIHA CTORHOCT, ¢ A03UpaHe 10 MAKCHMYM
20 mg Beaubxk AHeBHO, 70 ot 173 nauneHTy (40,5%) ca nocTUrHany npyuenHara croiHoct 3a LDL-
xonecrtepona oT no-Maniko ot 2,8 mmol/l.

Cnen 52 ceIMULIM HA M3CNEIBAHOTO JICUEHHE HE € YCTAHOBEH HUKAKBB €(DEKT BLPXY pacTtexa, Ternoro, BMI

HJIK MOJOBOTO Ch3pABaHE (BXK. TOUKa 4.4).
Tosa npoyusaHe (n=176) He € npeaHAa3HAYEHO 3a CPABHABAHE HA PeAKH HeXeslaHHW NNIEKAPCTBEHH peakLHH.

Po3ypacTaTvH € NpOYyUYBaH ChLUO B €AHO 2-TOAHLIHO OTKPHTO KIMHWUYHO NpOoyUuBaHe, ¢ TUTpUpaHe Ha A03aTa
70 TpUUenHaTa 203a npy 198 neua ¢ xeTepo3uroTHa (paMHITHA XUITEPXONECTEPOIEMHS Ha Bb3pacT 6 A0 17
rogvHu (88 Momuera 1 110 MomHueTa, ctaaui no Tauvep<ll-V). HauannaTta n03a npu BCUYKH NALHUEHTH €

S mg po3yBCTaTHH BeAHBXK OHEBHO. [Ipy nauneHTH Ha BB3pacT 6 10 9 roavHM (n=64) no3ata MOXKe 14 ce
THTPHpaA 20 MakCUMyM 10 mg BeAHDK AHEBHO, a NPH NAUMEHTH Ha Bb3pacT 10 ao 17 roouuu (n=134) no
MaKCHUMaNHa n03a 20 mg BEAHBK AHEBHO.

Cnen 24 Meceuna Ha 1eueHHE C po3yBacTaTuH, LS Ha cpeaHusa npoueHT Ha HamaneHHe Ha LDL-xonecrepona
CIPAMO HU3XOAHAaTa CTOUHOCT € -43% (n3xoaHo HUBO: 236 mg/dl, meceu 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeanus npoueHT HA HamanieHue Ha LDL-xonecTepona cnpaMo uixoaHara
cToiiHocT € -43% (u3xoaHo HuBo: 234 mg/dl, mecen 24: 124 mg/dl), -45% (u3xoaHo HUBO: 234 mg/dl,
mecel 24: 124 mg/dl) v -35% (u3xonHo HuBO: 241 mg/dl, meceu 24: 153 mg/dl) BbB BB3pacTOBHTE rpynu
choTBeTHO: 6 10 <10, 10 no <14 u 14 < 18- roaviuHH.

PosysactaTuH 3 mg, 10 mg u 20 mg DOCTHUrar Chllo CTaTHCTHUYECKH 3HAYUMH CPEIHH POMEHH CIIPAMO
M3XO0AHO HHUBO 3a CAEAHHWTE BTOPUUYHH NTOKA3aTENW HA TUNUANTE U aunonporerHute: HDL-xonecrepon, obun
xonectepon, HeHDL-xonecrepon, ¢csotHOwenuara LDL-xonectepon/HDL-xonecTepon, obu
xonecteposi/HDL-xonecrepon, tpuravuepuau (TG)/HDL-xonectepon, HeHDL
xonecrepon/HDL-xonecrepoin, ApoB, ApoB/ApoA-1. Bedka ot Te3u npoMesn € B nocoka Ha noaodpeH
JUNHAEH OTIOBOP H C€ MOABPXKA B MPOABTKEHHE HA 2 TOAHHH.

He ce ycTanoepsBa edexr BbpXy pacrexa, Teryioro, BMI unu nonosoto cw3psapaHe cnen 24 Meceua Ha
ne4yeHue (BXK. ToOuka 4.4).

Po3yBacTaTUH € Npoy4YeH B PAHAOMU3UPAHO, ABOHHOCIANO, NAALEO0-KOHTPOIUPAHO, MYJITHLIEHTPOBO,
KpBCTOCAHO NpoyusaHe ¢ Ao3a 20 mg BeAHBX AHEBHO cIpaMo Tutauedo npu 14 aena M 1oHowd (Ha Bb3pacT
6 no |7 roawHun) ¢ XoMO3UroTHa haMuIHa XxunepxosiecreponeMus. [poyuBaHeTo BKIOUBA aKTHBHA 4-
ceMHYHA BCTHLNHTENHA Pa3a Ha IWETA, MO BPEME Ha KOATO NMALMEHTHTE Ca JICKYBAHH C pO3yBACTATHH

10 mg, enHa kpbcTOCaHa $aza, KOATO BKIAKOYBA MEpHOA OT 6-CEAMHUYHO ieyeHHe ¢ Tialebo U noanpKallaTa
| 2-ceamuuna ¢asa, npe3 KOATO BCUYKH NAUXWEHTH ¢a TEKyBaHU ¢ po3yBacTtaTHH 20 mg. [launeHTHTe, KOUTO
MOCTBHINBAT B IPOYYBAHETO Ha Tepanus € e3eTUMHO unM adepesa, Npoab/HKARAT JIGHEHHETO CH MPeE3 LieNus

Meproa Ha NPOyUBAHETO.

Cratnctudecky snaummo (p=0,005) namanenne Ha LDL-xonectepona (22,3%, 85,4 mg/dl unu 2,2 mmol/l)
ce Habmopaea cnex 6 ceaMULIM HA JieueHHe ¢ po3yBacTaTHH 20 mg B cpaBHeHMe ¢ nnauedo. Habmoaasaun
Ca CTAaTUCTUYECKH 3HAYMMH HaMmalleHuA B oOwua xonectepon (20,1%, p=0,003), neHDL-xonecTeposa
(22,9%, p=0,003), u ApoB (17,1%, p=0,024). [lonnxapane cbio ce HabnoaaBa Ha TPUITTHLIEPHMTE,
cboTHoweHuaTa LDL-xonecrepon/HDL-xonectepon, 06w xonecrepon/HDL-xonectrepon, neHDL-
xonectepon/HDL-xonecrepon u ApoB/ApoA-1 cnea 6 ceaMuLy Ha nedeHue ¢ posyBactaTiH 20 mg, B
cpaBHeHHe ¢ mnauebo. HaManenuero Ha LDL-xonectepona ciea 6 ceAMHULIM Ha JieyeHHe ¢ pO3YBACTaTHH
20 mg, nocreaBaHo OT 6 CeAMMIUM HA JiIeUeHHe ¢ Mnauebo ce 3ana3sa B paMKuTe Ha | 2- ceAMHYHO
HeNpPEeKbCHATO NEeHEHHE.

EavH nauumeHT e uMan no-HarateyHO HaMalieHUe Ha LDL-xonectepona (8,0%), o0mus xon
u HeHDL-xonecrepona (7,4%) cnen 6-ceamuuno nevenue ¢ 40 mg cnen nosHulaBaHe H

[1o BpeMe Ha pa3lIMpEHO OTBOPEHO NpoYyYBaHe NpU 9 oT Te3u nauveHTH Ha 20 mg po
noseyve ot 90 ceamuuy, HaMandasadeto Ha LDL-xonecrepona ce 3ana3ea B paMKHTe




noHwxkeHue Ha LDL-xonecrepona (21,0%), obums xonectepon (19,2%), u seHDL-xonectepona (21,0%) or
H3XOAHOTO HUBO CJIe 6 CEAMULIH Ha JIEUEHUE ¢ pO3YBACTATHUH 20 mg € B CbOTBETCTBUE € TE3H,
Ha0JIi0aaBaHU B MOCOYEHOTO MO-rope NpOoy4YBaHe NpH A€La H IOHOWIK ¢ XOMO3UIOTHA, (paMUITHA
XHNEPXOoNieCTEPOIEMHS.

EsponelickaTa aresuus no aekaperaara OCBOOOXKAaBa OT 3abJDKCHHETO 34 NPEIOCTABAHE HA PE3YIITATHTE
OT NPOYUYBAHUATA C PO3YBACTATHH MPU BCUYKH NOArPYINH OT MNEAUATPUYUHATA MOIMYJIaliUA 3a JIEYEHHE Ha
XOMO3UIroTHa GaMHUIHA XHUIIEPXOJIECTEPOIEMUS, MBPBUYHO KOMOHHMpaHA (CMECEHA) TUCAUMUAEMHUSA H 3a
NpOPUIAKTHKA HA CHPAECYHO-CBIOBUTE CHOUTHA (BXK. TOUKa 4.2 3a MHPOpMALIMA OTHOCHO ynoTpeda B
neauaTpuaTa).

5.2 PapMaKOKHHETHYHH CBOHCTBA

AGcopOnus: MakcuManHH M1a3MeHK HHURA C€ JOCTHIAT 5 yaca cne nepopanHo npuemane. A6conoTHaTa
OroHATUMHOCT e npubinsurenHo 20%.

Pasnpenenenre: Po3yBacTaTHH ¢€ NOEMa OCHOBHO OT YEpHHA Ip00, KONTO € OCHOBHOTO MACTO Ha
CHHTE3HpaHe Ha xonectepona u otacnsaHe Ha LDL-xonecrepon. O6eMbT Ha pasnpeneeHHe Ha
po3yBacTaTuH € npubansurenno 134 1. PosyBacTaTHH € CBBLP3aH C IUIa3MEHHTE NPOTEHHH, NPEIUMHO
anbymuHa, npubnuzurtenno 8 90%.

buorpancopmannn: MerabonusmbT Ha po3yBacTaTHH e orpaHuueH (okono 10%). In vitro npoyuBasHusa Ha
MeTaboa13Ma ¢ N3MOA3BAHE HA YOBELLKH XEMaTOLIMTH MOKa3BaT, Ye po3yBacTaTHH € cab cybcTpar 3a
uutoxpoMm P450 o0ycnosenus metabonuszsm. CYP2C9 € 0OCHOBHHUAT U30€H3UM, KOHTO y4acTBa B
meTabonmiama Ha posysactaTuH, a 2C19, 3A4 u 2D6 yyacTeat B no-Manka creneH. OCHOBHHTe MeTabOUTH
ca N-aecMmerun W nakToH. N-necmetun € okosio 50% no-manko akTHBEH B CpaBHEHHE ¢ pO3YBacTaTHH,
noKato lactone ce cuMTa 3a KIIMHHYHO HeakTHBEH. PozyBacTaTuH onpeaens noseue ot 90% oOT akTHBHOCTTA
Ha uupkyaupawns HMG-CoA uHxubuTOop Ha peaykrasara.

Eaumuunpane: [1pubnuzurenno 90% ot posyBactaTvH ce eNMMHHUPAT KAaTO HETIPOMEHEHO NIEKapCTBO ¢
¢pexannure (abcopbupaHo u HeabcopOHpaHO NEKAPCTBEHO BEIIECTBO), KATO OCTAHAJNATA YACT CE EKCKpETHpa
¢ ypHHaTa. Okono 5% ce exckpeTHpa HenpoOMeHeH B ypHHaTa. [1lnasMeHHaT nony»kHBoT e okosio 19 uaca.
[L1a3MEHUST NONYXKUBOT HE CE YBENHYABa C YBEIHYaBaHE HA J03aTa. CPeHUAT IIa3MEH KIIMPBHC €
npubauskutento 50 nurpa Ha yac (koedruKeHT Ha Bapuabundoct 21,7%). Kakro npu apyru HHXHOUTOPH HA
peldyKTa3aTa 4epHOAPOOHOTO MOEMaHe Ha po3yBacTaTHH BKIIoUuBa MeMOpanHng npeHocuten OATP-C. Tosu
[PEHOCHUTEN € BaXKEH 3a YEPHOAPOOHOTO ENMMHHHMPAHE Ha PO3YBACTaTHH.

JInneidnocT: CUCTEMHATA €KCNIO3MLMA HA PO3YBAcCTaTUH CE YBEJIMUaBa NPONOPLHOHAIHO Ha NpUEMaHaTa
no3a. Hama npomsHa BbB HapMakOKMHETUYHHTE NapaMeTPH NMPH MHOTOKPATHO NO3UPAHE.

CnenrajHH nonyJIANHHA:

Br3pacT 1 nos: Bu3pactra WK NoabT HAMAT KTHHUYHO 3HAYUM €(eKT BbpXY (papMaKOKHHETHKATA Ha
PO3YBACTATHH INPH BL3PACTHU. EKCNO3IHMUMATA NpU ASLA M IOHOLIHM C XeTepo3uroTHa dpaMusHa
XHNEPXOJECTEPONEMUS HITJIEAKIA CPABHUMA HWIIH NO-HHCKA OT Ta3H NpH Bb3PACTHU NAUWEHTH ¢
aAUcunuaAeMus (Bxk. ,Jleanarpuyna nonynauus® no-nony).

Paca: DapMakOKHHETHYHHTE NPOYYBaHKA NOKA3BAT, Y€ NNPH HHAMBHAMW OT a3HATCKaTa paca (SMOHUH,

KMTalLH, PUIMNHHLN, BUETHAMUMU U KOpeiLin), ce Habmonasa AByKpaTHO noBuilaBaHe B cpeaHata AUC u
Cmax, OTKOJIKOTO NMpU MHAXRUAM OT KaBKa3kaTa paca. [1py HHAMIUHY e HaMLE NOBHINABAHE Ha AUC 1 Cinax
1,3 nbTH. He € n3BecTHO KakBO e 3HaueHHeTo Ha (PAKTOPUTE Ha OKOJIHATA CPela U Ha TeHETUUYHHE

HHAWBHIAHUTC OT KaBKAa3KaTa ¥ OT YCpHaTa paca HAMa KNTHHHYHO 3HAYHWMH pa3Iuyui.

brOpeuna HexocTaTLYHOCT: B €AHO Npoy4uBaHe HA HLA ¢ Pa3/IHYHA CTeneH Ha 616
JIEKOTO 10 yMepeHo 6b0peuHo 3abonssate He € MOBAUAIO N1a3MEHHUTE KOHLIEHTPAUHH
Ha HeroBHA N-aecMeTrun metabonut. JInua ¢ Texko yspexaane obave (KpeaTHHHHOB KJI




ca UMajIKH TPUKPATHO YBETHYEHHE Ha TU1a3MEHATAa KOHUEHTpPALIMA B CPaBHEHUE ChC 3ApaBH JO0OPOBOILIN K
AEBET MBTH NMO-BMCOKA KOHLIEHTpauua Ha N-aecmeTun merabonura. PaBHOBECHUTE Nna3zMeHH
KOHLICHTPAllMX Ha PO3YBACTATHH NPHU NALUWEHTH HA XeMoauanu3a ca npudausuresHo 50% no-BMcokH B
CpaBHEHHE CbC 3aApaBy A0OPOBOILIMN.

Yeproapobua HeaocTaThb9HOCT: B €aH0 npoy4yBaHe Ha JIMLA C pa3iMyHa CTENEH HAa Y€PHOIPOOHO
YBpE}KAGHE HE Ca MONYYEHH JaHHHU 3a NOBUIIEHA EKCMO3ULIMA HA PO3YyBACTATHH NPH NALIMEHTH ¢ pe3y/TaT
no Child-Pugh 7 unu no-uuchk. [ipu 1BaMa nalMEHTH € TEAKKO YepHOAPOOHO yBpexkaaHe (pe3ynTaT no
Child-Pugh 8 1 9) cucremuarta ekcnosuuud e 6una ysenvyeHa Hai-Manko JBa MbTH B CPABHEHHWE C JIMLA ¢
no-Huchbk pesyntar no Child-Pugh. Hama nannu 3a naumentH ¢ pesyarar no Child-Pugh Han 9.

I'enernuen nonamopdPuinm: lucnosznuuara Ha HMG-CoA peaykrazHuTe HHXMOUTOPH, BIUTIOYHTENHO
pO3yBacTaTUH, € CBbp3aHa ¢ TpancnoprepHuTte npoteMHd OATP1B1 u BCRP. IIpy naumeHTH ¢ reHeTnuen
nonuMmopduzem Ha SLCOIBI1 (OATP1B1) w/unu ABCG2 (BCRP) cbluecTByBa pUCK OT NOBHILABRAHE HA
€KCNo3ULMATA Ha podyBacTaTHH. Unausuayaned nonumopduszbsm Ha SLCOLIBI1 ¢ 521CC u ABCG2 ¢
421AA e cBBp3aH ¢ N0-BUCOKA eKcno3uums Ha posyBacTaTUH (AUC) B cpaBHeHHe ¢ reHoTHnose SLCOIBI
¢.521TT wm ABCG2 ¢ 421CC. To3u cneupgrueH reHoTHn He € yCTAaHOBEH B KJIWHWYHA NPAKTHKA, HO NPH
NaUHEHTH, 38 KOUTO € U3BECTHO Y€ UMAT TE€3M THITOBE NMONUMOPPHIBLM Ce NMpenopbUuBa NO-HUCKA AHEBHA
noza Bosycrar.

IeARATPHIHA MONYJIANHA:

JiBe (hapMaKOKHHETHYHH NPOYYBAaHHA ¢ pO3YBAcTaTUH (NpunaraH noa ¢opmara Ha TabneTkn) npu
MeAHATPHYHH MALMEHTH C XETEPO3UIOTHA (PaMHITHA XUNIEPXoJiecTeponeMua Ha Bb3pacT 10-17 unu 6-17
roAHHH (001 214 nauuenTa) NoKas3Bar, 4e €KCNO3ULUHATA NPH NEAUATPHYHHTE NALMEHTH H3MEXAa
CpaBHHMA HJIM MO-HHUCKA OT Ta3H MpH Bb3PACTHH NAUMEHTH. EXCO3HUNATA HAa po3yBacTaTHH € OWia
npeaBHAMMa MO OTHOLLCHHE Ha J03aTa H BPEMETO B MPOALDKECHHUE HA ABYrOAWLIEH NMEPHOL.

5.3 IlpeanxTHAHYHE AAHHH 32 0€30NACHOCT

[lpeaxnTHHHYHHUTE NAaHHH HE NOKa3BaT ocobeH pUCK 3a Xopa Ha 0a3ara Ha KOHBEHLIHOHAITHHTE
dapMakonOrH4HH NpOy4BaHKsA 3a0€30NACHOCT, FEHOTOKCHYHOCT H KaHLIEpOreHEH NnoreHuHa . CreundHyHu
TeCTOBE 3a Bb3AeHCTBHE BbpXY hERG He ca 6unu ouensBanu. Hexxenanuwre peakiiMu, KOMTO He ce
HaOII0AaBaT B K/IMHHUYHH MPOYYBAHUS, HO ce HAOMONaBaT Npy >KMBOTHH NP HUBA HA EKCITO3HLIUA, NOAOOHH
Ha HHBATa Ha KJIIHHHYHA €KCNO3HULIMA, Ca KAKTO CneABa: B npoyuBaHus 3a TOKCHYHOCT NMPH MHOTOKPATHH
1034 ce HabmoaaBaT XHCTONATONIOrHYHU MPOMEHH B YePHHUS AP0, KOMTO BEPOATHO CE IBJDKAT Ha

¢hapMaKkoNOrHYHOTO ACHCTBHE Ha PO3YBACTATHH, NPH MHILUKH, IIABXOBE U B M10-MAJIKA CTEMEH C MOCAESAHLIM B
AUTBYHHA MEXYP NPH Ky4yeTa, HO He ¥ npH MaiMyHH. OcBeH TOBa € HabnrogaBpaHa TeCTUKY1apHa TOKCHUHOCT

NpHU MAHMYHH K Ky4€Ta TIPH NMO-BHCOKH N03U. PenpoayKTHBHA TOKCHYHOCT € I0Ka3aHa NMPH TUThXOBE, C
HaMaJICH pa3Mep H TENIO Ha MAJIKHTE, KAKTO U C HAMAJICHA NPEXHBASMOCT Ha NMOKONEHHETO, HabII0NaBaHO
NMPH TOKCHYHH 3a MaHKaTa 03H, NP CHCTEMHU €KCMO3ULIMH, KOUTO €a HAKOJIKO MBTH HAJ TEPANEBTHUHOTO
HUBO.

6. PAPMALIEBTUYHH TAHHHA

6.1 CnHchbK HA TOMOIMHHTE BEUIECTBA

Crvpyesuna na mabsemrxama
Llenyn103a MUKpOKpHUcTanHa tun 102

JIAKTO3a MOHOXHIIpaT
KpOCTOBHAOH THIT A
MarHe3sueB cTeapart

Obsuska na mabaemxama.
JTAKTO3a MOHOXHIpAT
xunpomenosa (E464)
TUTAHOB AHOKCHA (E 171)




TpuaueTHH (E1518)

anypa depeeH anyMuHHeR nax (E129) (rabnetka ot 10 mg)

kapmuH (E120) (tabnetka ot 20 mg)

6.2 HechbBMECTHMOCTH

Henpunoxxumo.

6.3 Cpok HA TOAHOCT

4 ropuHH

6.4 CnennanHn yCJIOBHA HA ChXpPaHEHHe

Ha ce chxpaHsaBa B OpHrHHa/IHaTa ONAKOBKA 3a A3 ¢€ NPeAna3y OT CBETIAWHA M BJiara.

6.5 Buaa B chALpXAaHHE HA ONAKOBKATA

baucrepu ot PA/anmymunuit/ PVC // anymunneso gonano ot 28, 30, 56, 98 dnuamupanu tabnetku. He
BCHYKH BHAOBE ONAaKkOBKH MOraT aa ObIar nycHaTH Ha nasapa.

6.6 CrnenmajHH NpeAnasHH MePKH IIPH HIXBLPJsHE H pabora

Hsama cneuraniy U3HCKBAHHUA.

7. ITIPUTE/XATEJ HA PAZPEIIEHHNETO 3A YIIOTPEBA
Zaktad Farmaceutyczny Adamed Pharma S.A.,

ul. Szkolna nr 33, 95-054 Ksawerow,
[Tonwa

8. HOMEP(A) HA PAZPEHIEHHETO 3A YITOTPEBA

Bosycrtar 10 mg dunmupanu tabnetku - Per. Ne 20100575
Bosycrtar 20 mg ¢dunmupasu tabsieTky - Per. Ne 20100576

9. JATA HA ITBbPBO PA3ZPEIIABAHE/ NIOJHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3pewasane; 13 centemepu 2010 T.
Hara Ha nocneaHo nogHoesaeake: 14 gexemspy 2017 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

02/2025




