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KPATKA XAPAKTEPUCTHKA HA TTPOJYKTA /oo

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Pedpuoopo 5 mg/10 mg punmupanu tabnerku
Refidoro 5 mg/10 mg film-coated tablets
Pedpuaopo 10 mg/10 mg ¢puamupanu tabsieTku
Refidoro 10 mg/10 mg film-coated tablets
Pedpuaopo 20 mg/10 mg ¢puamupanu tabnerTku
Refidoro 20 mg/10 mg film-coated tablets
Pepunopo 40 mg/10 mg punmupanu tTabnerku
Refidoro 40 mg/10 mg film-coated tablets

2z KAYECTBEH U KOJIMYECTBEH CBbCTAB
Peduaopo 5 mg/10 mg duamupanm TabieTku

Beska dunmupana Tabnerka cbabprka S mg po3yBacTaTvH (rosuvastatin) (KaTto Kanuui (as calcium)) n 10
mg e3eTUMMO (ezetimibe).

Pedunaopo 10 mg/10 mg duamupanu TabaeTKH
Besaka ¢puimupana tabsierka cbabpika 10 mg posyBactaTtuH (rosuvasitatin) (kato kanumk(as calcium)) v 10
mg e3eTUMHO (ezetimibe).

Peduaopo 20 mg/10 mg duamupanu TabieTKu
Besika dunmupana tabnerka cuabpka 20 mg po3yBacTtaTuH (rosuvastatin) (Kato Kajauuu (as calcium)) v
10 mg e3eTumud (ezetimibe).

Peduaopo 40 mg/10 mg duamupanmn TabaeTku
Beska dunmupaHa tabnerka cbhabpika 40 mg posyBacTtaTuH (rosuvastatin) (Kato Kajauvi (as calcium)) v
10 mg e3eTumud (ezetimibe).

[ loMmO1LIHM BellecTBa ¢ U3BECTHO JIEHCTBHE:
Besika ¢puamupana tabnerka Peduaopo 5 mg/10 mg, 10 mg/10 mg, 20 mg/10 mg cvabpxka 200,.5 mg
JTAKTO30B MOHOXMpaT.

Beska gpuamupana tadbnerka Peduaopo 40 mg/10 mg cbabpxka 205,5 mg j1akTo3a MOHOXHpAT.

3a MbJIHUS CITUCHLK HA NMOMOLIIHUTE BelecTra BukTe Paznen 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tadsnerka (Tadnerka)

Pedhuaopo S mg/10 mg puamupanu TabieTku
CBETIOXKDBJTH, KPbIJIH, IBOMHOM3ITbKHAIK (PUIMUPAHU TAOJIETKH C AHAMETHP NPHL
pesepHo obo3zHavenue . EL 5 oT ennaTa crpaHa.

Peduaopo 10 mg/10 mg duamupanu tabiaeTku
beKOBH, KpbIJIH, ABOHHOM3MbKHAIH (DUIIMUPAHH TaOJIETKH C IMaMEThP NPUOJIM3UTS




o6o3HaueHue ,,EL 4* oT egHaTta cTpaHa.

Peduaopo 20 mg/10 mg duamupanu TabneTku
JKBJITH, Kpbray, IBOHHON3INBKHANY PUIMHUpaHU TaONeTKU ¢ AnaMeThp npudnuzurenHo 10 mm u penedHo

oboznaueHue ,,EL 3* oT enHaTa cTpaha.

Pedunaopo 40 mg/10 mg dunmupany tabaeTku
benn, Kpbriy, JBOHHOH3NbKHANH (PUIMHpaHU TabNETKH ¢ AMaMeTbp NpudausuTenHo 10 mm u penedHo

oboznaueHue ,,EL 2“ oT eaHaTa cTpaHa.

4. KJIMHAYHUA JAHHH

4.1 TepaneBTHYHH NOKAZAHHA

[IbpBUYHA XUMEPXONECTEPOIEMHUS

Pedunopo € npeaHazHayeH KaTo 3aMeCTHTENIHA TEpanus NMpu MbJAHOMETHHY NALHEHTH, YHETO CHCTOSHHE €
NoJ aAeKBATEH KOHTPONI 4Ype3 eIHOBPEMEHEH NPHEM Ha PO3YBACTATHH M €3€TMMHO, MpHEMAHU ¢ €IHO M
CHLIO A030BO HUBO KaTo BLB (PMKCHpaHaTa KOMOMHALIMA, HO KaTO OTAEIHHM NPOAYKTH, KATO JIOMbIIHEHUE
KbM JHETa 3a JJEYEHHE Ha MbPBUYMHA XHUTIEPXO0JeCTepOIeMH.

IlpeBeHUMSA HAa CHPAEHHO-ChAOBU HHUMIAEHTH

Peduaopo € npeaHasHaueH KaTo 3aMeCTUTETHA TEPAINHS NMPH MbAHOIETHH NALKWEHTH, YHETO CHCTOSHUE €
noj aACKBATEH KOHTPOJ 4pe3 €JHOBPEMEHEH NPUEM HA PO3YBACTATHUH M €3eTUMHUO, NpuemMaHu ¢ €JHO M
CbUIO AO30BO HMBO KaTro BLB (PUKCUpAHATa KOMOMHALIMA, HO KATO OTAESIHH NPOAYKTH, C LiEJT HAMAISIBAHE
Ha PHCKa OT CbpPREYHO-CHAOBHA MHLMACHTU NMpH MAUMEHTH ¢ kopoHapHa Sonect Ha c¢wnpuero (KBC) H
aHaMHe3a 3a OCThp KoponapeH ciHapom (OKC).

4.2 Jo3RpoBKa H HAYHH HA NPHJOKEHHE

Ho3npogka

[lauMeHTDHT TpAOBa Aa € Ha NOAX0AALIA AMETa 32 HaMANIABaHe HA TUTIMAUTE ¥ TPAOBA 1a MPOALINKH fAa Obae
Ha Ta3H AWeTa No Bpeme Ha JedueHHeTo ¢ Peduaopo.

Peduaopo He e moaxoasw 3a mspBoHauYaiHa Tepanya. 3arnoyBaHeTO Ha JIEYEHHETO HIIH KOPHUFHPAHETO Ha
[03aTa, ako € HeobxoaumMo, TpabBa Aa ce npaBH caMO ¢ MOHOKOMIIOHEHTHTE, KATO C/i€]l YCTAHOBABAHE Ha
MOAXOASIIMTE NO3H € Bh3MOXKHO Aa €€ NPEMUHE KbM PUKCHpaHaTa 1030Ba KOMOMHALIMA C NOAXOAALLATA

KOHLIEHTpAaLus.

[ManpenTuTe TpaOBa Na H3MON3BAT KOHUEHTPAUMATA, KOATO OTroBaps Ha NPEAMIIHOTO WM JIEYeHHE.
[IpenoprunrenHaTa no3a e eaHa TabaeTka AHEBHO.

Cv6MeCmHO NPUNOJNICEHUE CHC CEKBECMPANRINU KA JHCABUHU KUCEAUHY
Pedunopo tpabsa na ce nprema unu >2 yaca npeau, Wid >4 yaca ciell NPHIOKEHHET
XKITbYHHU KHUCENHHHU (BHKTE Pazpen 4.5).

[leduampuuna nonyrayun
beszonacHoctra M edukacHocTra Ha Pedmpopo npu aeua Ha BB3pacT noa 18 rdy



ycTaHOBeHH. HannuHHTe KbM MOMEHTA JAHHH ca onucaHu B Pasnenn 4.8, 5.1 n 5.2, HO He Moke 1a ce aane
Mpenopbka OTHOCHO JO3HPOBKATA.

Cmapuecxa ev3pacm

[lpu nmaumeHTH Ha BB3pacT >70 rOAWHM C€ MpEenOpbYBA HAYAIHA 1032 OT 5 Mg PO3YBACTATHH {BHXKTE
Paznen 4.4). KombuHaluaTa He € MOAX0AA1IA 3a TbPBOHAYATHA TEPANUA. 3aN0UYBAHETO HA JIEUEHHETO HUITH
KOPHUIrHpaHETO Ha A03aTa, ako € HeoOXoaumo, TpabBa aa ce paBy caMoO ¢ MOHOKOMIIOHEHTHUTE, KaTo CleA
YCTAHOBABAHE HA NOAXOIALLMTE A03H € Bb3MOXKHO [1a C€ NPeMUHE KbM PHKCHUpaHaTa 1030Ba KOMOHHaLMS

C noaxoasumara KOHUCHTPALUNA,

bvbpeuno yepeoscoane

He € HeoOxoaumo peryavpaHe Ha n03aTa IMPpU MAUMEHTH ¢ JiIeKW OBLOpedHH YBpEXKIAHHA.
[IpenopbpuMTENIHATA HaYa/iHA 4034 € PO3YBACTATHH 3 Mg NPHU NALMEHTH C YMEpPEHH OBOpEeUHU YBpEIKIaHHA
(kpeaTHHHHOB KAMpBHC <60 ml/MuH). o3ara oT 40 mg/10 mg e nporusonokazaHa rpu NaLMEHTH C
yMepeHH ObOpedHn yBpeKaaHHU4.

Ynorpebara Ha Peduaopo npu nauMeHTH ¢ TEKKH ObOpeyHH yBpeXX1aHHA € NPOTHBOIIOKAa3aHa MPH BCHUKU
0o3u (BWwxkte Paznenn 4.3 n 5.2).

Yeproopobno yspesicoane

He e Heobx0auMO peryaupaHe Ha fo3aTa NpH NALHEHTH ¢ JIeKa YepHOAPOOHA HEAOCTATHLYHOCT (OLEHKA 5
10 6 no Child Pugh). JleueHueTo ¢ Pedpunopo He ce npenopbsusa npu NalMEHTH ¢ yMepeHa (oLieHka 7 1o 9
rno Child Pugh) unu Texka (ouenka >9 no Child Pugh) uepHoapo6ua anchynkuna (Buxre Paznenn 4.4
5.2). Pedpunopo € npoTUBONOKa3aH NP NAlHEHTH C AKTHBHO uepHoApoOHO 3abonaraHe (BuxTe Pasgen
4.3).

Paca

[Ipy yuyacTHHUH OT a3daTCkM mnpou3xoa € HabnwaaBaHa MNOBHILIEHA CUCTEMHA €KCIMO3WLUA KbM
po3yeacTaTvH (BWXTe Pasnenm 4.3, 4.4 u 5.2). [IpenopbwuMreniHaTa Ha4alHa 2032 € pO3yBacTaTHH 5 mg 3a
MaUKEHTH OT a3HaTCKH nNpousxoa. Pepuaopo 40 mg/10 mg e npoTuBoOnoOKasan NpH T€3W NALMEHTH,

['enemuynu noaumoppusmu
[lokasaHo €, ye reHotunosere SLCOIB1 (OATPIB1) ¢.521CC u ABCG2 (BCRP) c.421AA ca cBbp3aHM

C MOBUUIABAHE Ha €KCMO3ULMATA KbM PO3YBACTATHH. 34 NALIMEHTHUTE, 332 KOUTO € H3BECTHO, Y€ HMAT
reHoTHn ¢.521CC nnu c.421 AA ce npenopbuBa MONOBKHHATA OT oOKy4aiiHaTa NpenopbYUTEIHa 1034 H
MaKCHMaTHa €IKHOKpAaTHa AHeBHa A03a ot 20 mg po3syBacTaThH (BxK.Toukm 4.4, 4.5 u 5.2).

Hoszuposexa npu nayuernmu ¢ npedpaznonazauju KoM Muonamus gpaxmopu

Ilpu nauyeHTH ¢ npeapasnonaraiiy KbM MUONaTHA GakTopu NPEnophLUYNTEIHATA HaYalHa 103a €
po3yBacTaTuH 5 mg (Bwxrte Pasnen 4.4). Pepugopo 40 mg/10 mg e npoTHBONOKa32H NPU HAKOH OT TE€3H
naumeHTH (BrokTe Pasgen 4.3).

Covnvmemeawa mepanus
PosyBsacTtaTiH € cyOcTpar Ha pa3HyHH TpaHcnopTtHu npoterHH (Hanp. OATP1B1 u BCRP). Puckbr ot
MHONAaTHA (BKIIFOUHTENHO pabaoMUOAK3a) € noBHLeH, Korato Peduaopo ce npu.nara E,EI,HDB]JEM&HHO C
ONpPEAesiEeHH JIEKapCTBEHH TPOAYKTH, KOWTO MOXE JAa [MOBHUILAT IUIa3MeHaTa ya
pO3YBacTaTHUH TMOpaAd B3aUMOAECHCTBHA C Te3d TPAHCMOPTHU MMPOTEHHH (Han
OnpeacAcHH NpoTeasH! HHXHOUTOPH, BIITFOUUTENHO KOMOMHALWHK OT pUTOHABHD C aTaaMgE

W/Wnu TunpanaBup; BkTe Pasgenn 4.4 u 4.5).

Koraro € Bb3MOXHO, TpA0Ba Ja ce pa3rienar aNTepHaTHBHHM JIEKApCTBa, KaTo NpH



na ce oOMHUC/IH W BPEMEHHO MpPEeyCTaHOBABAHE Ha TepanuaATta ¢ Pepuaopo. B cuTyauuu, rpu KOWTO
CBEBMECTHOTO FIPUJIOKEHHUE HA TE3W JIEKAPCTBEHH MPOIYKTH ¢ Pedpuaopo HAMA Kak Aa ce niberte, rion3ure
M PUCKOBETE OT SAHOBPEMEHHATA TEpanHa M KOPEKLUMHTE Ha J03aTa po3yBacTaTHH TpsOBa na ce oOMUCAAT
H3KITIOYHTETHO BHUMATENHO (BWwkTe Paszaen 4.5).

HauyH Ha NpHIOKEHHE
3a nepopanHa yrorpeba.

Pedunopo Tpabea na ce npuema BeAHbXK AHEBHO, MO €IHO U ChILO BPEME BCEKH JIeH, ChC HAH 03 XpaHa.
Tabnerkara Tpabea xa ce nperibllia LA1a ¢ MAJIKO BOJA.

4.3 IIpoTHBONOKA3IAHHSA

° [Ip4 NaLUMEHTH CBC CBPBXYYBCTBUTENHOCT KbM AKTUBHHUTE BEILECTBA {pO3yBaCTaTHH, €3€TUMHO)
HJIM KBM KOETO H Ja € OT NOMOLHUTE BELUECTBA, KOUTO ca H3dpoeHH B Pazaen 6.1.

. Ilpy MaumMeHTH ¢ akKTHBHO uepHOAPOOHO 3abonsBaHe, BKIKUYHUTETHO HEOOSCHUMH, MOCTOSHHH

[NOBULLEHHA HA CEPYMHHU TPAHCAMHHA3H M BCAKO NOBHLLIEHHE HA CEpYMHA TPAaHCAMHHA3a, KOETO HaABHLLIABa
3x ropnara rpaniua Ha HopmanHoTo (ULN) (euxkre Pasnen 4.4).

. [lo BpeMe Ha OPEeMEHHOCT W KbpMEHE MPH KEHU C AETEPOACH NOTEHLMAN, KOUTO HE M3MOJ3BAT
NMOOXOOSUH KOHTpaLENTUBHY CpeacTia (BHxKTE Pasaen 4.6).

. [Ipy nmaumeHTH C© Texkko OBOpeuHo yBpeknaHe (KpeaTHHHHOB KAHpBLHC <30 ml/mMuH) (BMXKTE
Paznen 5.2).

- ITpu naumeHTH ¢ Muonartua (Buxkre Pazaen 4.4).

. [Tpu MaLHUEHTH, KOUTO MOJIyuaBar CbIIbTCTBALLA koMOHHanHa OT
cogocOdysUp/Bennaraceup/Bokcunanpesup (Buxre Pasaen 4.5).

o [Ipy naunenTH, KOMTO NMONy4YaBaT eAHOBPEMEHHO W LMKIOCMOpUH (BixTe Pazaen 4.5).

Hozata or 40mg/l0mg e nporMBonokasaHa mnpH MNaLMEHTH C M[pepasnojaratid  KbM
MHonaTus/padbaomuonuza ¢akropu. Takuea haKkTOpy BKIIOYBAT:

. YMmepeHo Op0peyHo yBpexkaaHe (KpeaTHHHHOB KnHpbHC <60 ml/MuH).

- XHUMOTUPECOHOHIBM.

. JInuna niu paMHIHA aHaAMHE3a 3@ HACNEACTBEHH MYCKYJIHH 3a009BaHu.

. [IpeaunuiHa aHaMHe3a 38 MyCKYy/THa TOKCHYHOCT ¢ Apyr HHXHOUTOp Ha HMG-CoA penykrazara unu
bubpar.

. 3noynorpeba ¢ ankoxoi.

. CuTyaumu, NpU KOUTO MOXE 14 C€ CTHIHE [0 NOBULIEHHE Ha NIa3MEHHTE HUBA Ha PO3YBACTATHH.
¢ [TauMeHTH OT a3MaTCKHU NPOM3XOA.

¢ CoreTcTBama ynotpeda Ha ¢pubpaty (Brxre Pasgenu 4.4, 4.5 u 5.2).

4.4 CnenHajHH NpeaynpexieHus H NnpeANa3sHH MepKH NpH ynorpeba

EQEeKTH BEPXY CKEIETHUTE MYCKYJIH
EdekrH BbpXYy CKENETHHTE MYCKYNH, Halp. MUANTHA, MUOTIaTHA H B PEAKH Clydyau pabGaoMuondia, ca
cbo0LIaBaHH MPH TPETUPAHU C PO3YBACTATHH MAUMEHTH MPH BCHYKH J03H H NO-KOHKPETHO NpM-2a3Y >20
mg. Kakto npu npyru unxuOutopy Ha HMG-CoA pepykrasata, uyecrorara Ha
pabxoOMHONM3a, aCOLIMMpaHa C pO3yBacTaTHH NpH ynotpeba cnel nyckane Ha nasapa

no3arta ot 40 mg. F
[Ipn ynorpebara ciea nyckaHe Ha nasapa Ha €3eTUMMG MMa CHOGUIEHW CAYYs ': T s

pabnomuonu3a. He moxe na ce m3knioun ¢GpapMakoAMHAMHUHO B3auMoacHcTBHE (BHWEE



TpsiOBa A4 ce BHUMAaBa U3KIFOMHUTENIHO NpH KOMOMHKMpaHaTa UM ynotpeba. Bbunpekn ToBa, MHOTO paAKoO ce
cbOO11IaRa 32 pabIOMHONIN3a NPH MOHOTEPANMUA C €36THMHO H MHOTO PAAKO NMpH 100aBAHETO Ha €3eTUMHD
KbM APYTH areHTH, 3a KOUTO € W3BECTHO, Y€ Ca CBbP3aHH C MNOBHIIEH PUCK OT pabaoMHUOH3a.

AKO MMa NMoJIO3peHHs 3a MHOMATHA Bb3 OCHOBA Ha MYCKYJIHH CUMITOMH MJIM aKO TakaBa € NoTBbPACHA
ype3 HMBOTO HA KpeaTHH KMHa3za, TpabBa He3abaBHO Aa ce npeycraHosu ynotpebara Ha Pednaopo u
BCHUKH areéHTH, 338 KOWTO € M3BECTHO, Y€ ¢a CBBLP3aHH C MOBHILIEH PHUCK OT pabIOMHONH3a M KOHTO
NAUMEHTBT MPUEMA €IHOBpeMEHHO. Ha BCHUKH CcTapTHpaluy mauueHTH TpadBa Ja ce yKaxe aa cbobulasar
CBOEBPEMEHHO 3a BCAKA HeoOACHMMA 60JIKa, UyBCTBHTESHOCT WIH cnadocT B MycKynuTe (BHxXTe Pasaen

4.8).

H3MepBaHe HA KpeaTUH KKHa3a

KpeatuH kunaszara (CK) ve Tpabea na ce U3meppa cnea HaToBapBalld YIIpaKHEHUA WIK MPHU HAJTHYHE Ha
npapaonoaodHa anTepHaTHBHA MPUYKHA 3a NoBULIeHHETO HA CK, KoeTo MOke aa 00BpKa ThAKYBAHETO Ha
pE3YTATHTE.

Axo HuBata Ha CK ca cbliecTBeHO noBvuieHH npe3 6azoBoTo HUBO (>5xXxULN), Tpabea ga ce HanpaBu
NMOTBbLPAUTENHO H3CNEABAHE B pAMKUTE HA 5-7 AHU. AKO NOBTOPHOTO U3CAEABaHE MOTBBHPAHN 6a30BO HHUBO
Ha CK >5xULN, nedeHnueTo ne TpabBa aa ce 3ano4sa.

[lpedu neuenuemo

Pedunopo, kakro apyru unxuburopu Ha HMG-CoA peaykraszara, TpaOBa 1a ce npeanucea ¢ MOBULLCHO
BHHUMaHUE TIPH NMALMEHTH C Nipeapasnonaralliy kbM Muonatus/pabanomuonusa gakropu. Takusa dakrtopu
BKJIKOUBAT:

¢ ObOpeYHO yBpeKaaHe;

. XUMOTHPEOHANIBM;

. JIMYHA WK aMHUTHA aHaMHe3a 3a HAC/leACTBeHH MYCKYJTHH 3aD0naBaHu,

* NpeavillHa aHaMHe3a 3a MyCKYITHa TOKCHUHOCT ¢ Apyr HHxubuTop Ha HMG-CoA peaykraszara unu
¢ubpar;

. 3noynorpeda ¢ ankoxoln,

. Bb3pacT > 70 roavHH;

. CHTYaLHH, IPH KOMTO MOYKE J1a CE CTHUTHE 10 MOBHLIEHUE Ha Tna3MeHHTe HUBA (BrokTe Pasnen 4.2,
4.5us.2)

o CbNbTCTBALA YNIOTpeba Ha GubpaTy.

[Ipy TakMBa NaLMEHTH PUCKDBT OT JieueHHETO TPAOBaA Na ce OOMHCIH BBB Bpb3Ka C Bb3MOXKHATA 110133, KaTO
Ce MpenopbyBa KJIHHUYHO HaGmioaeHue. Ako HuBara Ha CK ca cbilecTBeHO MOBHIIEHH npe3 6a30BOTO
HHBO (>5xULN), neueHunero He TpabBa na ce 3anoyea.

Ilo epeme na aeuenuemo
[launenTtuTe TpabBa Ja 6baaT nomoneHU He3zabaBHO Aa choOLUIABAT 3a HeoOACHUMA Oonka, caabocT UM
KpaMIinH B MyCKYJTUTE, 0COOEHO aKO ca CBbpP3aHH C HEpa3NOJIOXKEHHE WIIH BUCOKA TeMmrntepaTypa. Husara Ha
CK na TakuBa nauveHTH TpaOBa na ce uaMepar. Tepanuara TpsaOBa na ce NpeyCcTaHOBH, ako HuBaTa Ha CK
¢a cbluecTBeHO NOBHLLEHH (>5XULN) unu ako MycKyAHHTE CHMATOMH €2 TEXKH U NMPHYHHABAT eXKeJHEBEH
auckomeopt (aopu ako HuBata Ha CK ca <5xULN). Ako cumnToMuTe ce paspewiaT u HuBaTa Ha CK ce
BbPHAT KbM HOPMaTHOTO, TOraea Tpsabea aa ce OOMHUCIU BPBbLUAHETO KbM PO3YBACTATHH U

uHxuouTop Ha HMG-CoA peaykrasata ¢ Hai-HMUCKaTa 1034 ¢ MPAKO HAOMONEHHE E 7N
OCHOBaHHE 3a pyTHHHO Ha0moneHue Ha HHUBaTa Ha CK npy acHMOTOMaTHYHM nauue ;
Mma MHOrO pelkH ChboOLIEHHS 338 HMYHHO-MEMHPaHa HEKPOTHIHPALA MHOTIATHS r"
WK Cliell IEYEHHETO CbC CTATHHH, BKNIOYHUTEMHO po3yBacTaTHH. IMNM ce xapa




MPOKCHMAJIHA MYCKYJIHA CNIabOoCT M NOBHLLEHA CEPYMHA KPEAaTUH KHHA3a, KOMTO MPOABKABAT BbIIPEKU
NPEYCTAHOBABAHETO HA JICHEHHUETO CbhC CTATHHM.

B KIHHHYHH H3MUTBAHWA HAMA JOKA3aTesICTBA 33 [OBHUIUCHU €QEKTH BbPXY CKENICTHUTE MYCKYNH Cpel
MaJikusa OpoH nmauMeHTH, KOMTO Nnony4yaBaxa pO3YBaCTATHH W CbNbTCTBallia Tepanua. Bbripexn ToBa €
HabM0AaBAHO NOBHLICHUE HA C/Ty4auTe Ha MHO3HT W MHOMATHS CPe MALMEHTHTE, KOWTO NOJy4aBat Apyru
unxuburopn Ha HMG-CoA penykrasara 3aegHo ¢ nepHBath Ha GUOPHHOBA KMCENWHA, BKAIOYHTEHO
reMpuOpo3nn, LUUKIOCNIOPHH, HUKOTHHOBA KHCEJIMHA, a30/IHH NMPOTHROINBEOHMYHH CpencTBa, NPOTEa3HH
MHXHOUTOPH KU MaxpoNHMOHH aHTHOMOTHMUHU. ['empuOpo3nN yBenuuaBa pUCKa OT MHOMATHA, KOTaTo ce
npueMa €JHOBPEMEHHO ¢ HAKOH HHXHOMTOPH Ha HMG-CoA peaykrasara. [lopaau ToBa He ce npenopbuea
koMOMHUpaHeTo Ha Pedunopo ¢ remdubposun. Ilonsara oT no-HataTbLWHM NMPOMEHW Ha HHMBATA Ha
JIMNIKUAHTE OT KOMOMHMpaHoTO H3non3eaHe Ha Peduaopo ¢ pubpatu win HHauuH TpabGBa na ce TNpeLeHH
BHHMATEJIHO CIPAMO NOTEHLUHWANHUTE PUCKOBE OT TakMBa KoMOWHauuWu. [lozara ot 40 mg po3yBacTaTHH €
MPOTHBOMOKA3HA C €AHOBPEMEHHO U3Noi3BaHe Ha pubpar (Brwxte Paznenn 4.3, 4.5 u 4.8).

DV3IUA0BA KHCEIHHA
Pedunopo e TpsabBa na ce npueMa eqHOBpPEMEHHO CbC CHCTEMHU (opMynH ¢y3HAOBA KHCEIMHA W/IH B

PaMKHTE Ha 7 JIHY OT CrIMpaHe Ha JieueHHe ¢ ¢y3uaosa kucenuHa. [1py nauMeHTH, NpH KOUTO U3TOI3BAHETO
HA CHCTEMHA (PY3H0Ba KMCE/IHHA ce CUMTA 3a ChLUECTBEHO BAXKHO, JIEYEHUETO CbC CTATHHH TpabBa aa ce
NpeyCTaHOBH 3a CpOKa Ha JeyeHueTo ¢ ¢y3ugosa kuceauHa. Mma cnobuienus 3a pabaomuonuza
(BKJTHOYMTENTHO HAKONKO (paTanHK chyyas) MpH MauMeHTH, KOWTO NMoJydyaBatT KOMOMHAUMHHK oT ¢y3ngosa
KUCeTHHAa MU CcTaTHHHU (BWkTe Pasaen 4.5). Ha nauvenTta Tpabsa paa ce ykaxke ga noTbpcH He3abaBHO
MEIUUHHCKa MOMOILL, aKO H3NWTa KaKBMTO M Aa OWI0 CHMNTOMHM Ha MycKynHa ciabocT, 6oaxa WIH
YYBCTBUTEJTHOCT. lepanusata ¢bC CTATHHM MOXKE Ja C€ IOJHOBH celeM JAeHa ciie] mnocjiegHaTta go3a
$y3Ma0Ba KHUCENUHA,

I1py U3KNIOUHMTENHH CITy4YaH, B KOMTO € HeobXoauMa npoab/DKUTENHA ynoTpeba Ha dy3uaoBa KHCENHHa,
Harmnp. 3a JICYeHHETO HA TEXKKHU HH(PEKLMNH, NOTPEOHOCTTA OT CHLBMECTHO MpHiIOXKeHHe Ha Peduaopo u
(y3nnoBa kucennHa TpabBa Aa ce pa3riexaa caMoO Ha MHAMBMAyalHa 0a3a ¥ noA NpAK MEAMLHMHCKH

HAZ30D.

Pepunopo He TpabBa na ce U3N0ON3Ba NpH NALKMEHTH C OCTPH, CEPHO3HH ChCTONHHS, KOMTO NpPEeANoJiarar
MHOMNATHA HWIH ¢a MNpeapasnonarallyd 3a pa3BUTHETO Ha ObOpevHa HeJOCTATLYHOCT BCJEACTBHE Ha
pabaoMHosTH3a (HAMp. CENCUC; XUTIOTOHUS; FONEMHU ONEPaLIHH; TPABMH; TEKKH MeTaBONHTHH, EHIOKPHHHH
U €IeKTPONIMTHH HApYUWEHHA; WIH HEKOHTPOAHPAHH MbpYOBE).

Edextu Bupxy uepHus apobd
[1py W3NUTBAHHA C KOHTPOJIUPAHO ChBMECTHO MPWIOKEHHE NPH NALMEHTH, KOHTO MOJYYaRaT €3eTUMHE
ChC CTATHH, ¢a HabNloAaBaHK NOCNEOBATETHH IOBULIEHHA HA TpaHCAMMHA3aTa (>3 X ropHaTa IpaHMLA Ha
HopMmanHoTto [ULN]).

[lpenopbuBa ce 3 mecena ciel HAUANIOTO Ha JIEYEHHUETO C PO3YBACTATHH J12 CE€ HaNpaBsT H3C/eABaHUs HA
yeproapobHata dyHkuua. [IpueMsT Ha posyeacTaruH TpaOBa Ja ce NpeyCTaAHOBW WM J03aTa ja Obae
HaMmajiCHa, aKko HUBOTO Ha CEpPyMHH TpaHCAMHHA3H € MOBe4Ye OT 3 MbTH Haj ropHaTa rpaHuLa Ha
HOpMalIHOTO. YecToTata Ha choOluaBaHe Ha CEPUO3HM YEPHOAPOOHH CBLCTOSHUSA (KOMTO CE CBhCTOSAT
NpeAUMHO OT NMOBHLLIEHH HHBA HA YepHOAPOOHY TpaHCAMHMHA3K) NpuU ynoTtpeba cien nyckaHe Ha nasapa e
Mo-BMCOKa npK A03ara oT 40 mg.

[Ipy mauMeHTH ¢ BTOPUYHA XMNEPXOECTEPONEMHUS, MPHUUMHEHA OT XHUIOTHPEOUAM3BM HITH HEDRG
CHHIIPOM, OCHOBHOTO 3af0/1aBaHe TpAOBa Aa ce TpeTupa Npear HA4YaNoTO Ha JIEUEHUETO ¢ PA
[Topanu HensBecTHUTE edekTH Ha NMOBHIIEHATa EKCMO3MUKA KbM e3eTHMHMO npH nanue “
TeXKKa uepHoApodHa HegocTaTbuHocT, Pedunopo He ce npenopryea (Bixre Paspen 5.2
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HepHonpobuu 3abongBaHHa M ankoxon

Pepnaopo Tpabea na ce H3non3Ba ¢ NOBULLEHO BHUMAHUE MNPH MALKEHTH, KOHTO yNOTpeOay P



KOAHYECTBA AJIKOXO0/ W/HIH UMAT aHaMHe3a 3a ‘IGPHOHPOSHD 3abonsaBaHe.

EdekTy Bbpxy On0peunTe

[Ipn nauMeHTH, KOWTO ca TPETHpPaHH ¢ [MO-BHCOKH A03M PO3YRACTAaTHH, MO-KOHKpeTHO 40 mg,
HaOnogaBaHa MNPOTEUHYPHA, 3ace4ueHa 4pe3 TeCT ¢ H3MEpBaTe/HA JIeHTa U NPeAUMHO TyOynHa no
MPOU3XO/1, KATO B MOBEUYETO CJIyUYan T4 € MPEXOHA WAN NEPHOANUHA. He e 1oKa3aHOo, Ye NPOTEHHYPHATA €
npeacKasBalll NoKasaTten 3a OCTpo Wi nporpecHsHo 60peuHo 3abonsaeane (BuxKTe Pasgen 4.8). Yectorara
Ha chLoOLlaBaHe Ha cepuo3HM OBOpeYHH CHCTOSHHMA NP ynoTpeba ciel MyckaHe Ha raszapa € no-BUcoxa
nmpu no3ara ot 40 mg. [1o BpeMe HAa pYTHHHOTO NpOCAECaAABAHE HA MALIUEHTUTE, KOUTO Ca TPETHPAHM ¢ 1034
oT 40 mg, Tpabea ga ce obmucnu oueHka Ha 6bOpeuHaTa ¢pyHKLMA.

HUurepcTtuunanda 6enonpobHa donecr
[Ipy HAKOHM CTATHHH Ca CHLOOLLEHH pPeAKY Clydau Ha YHTepcTHIHaNHA OenoapobHa Gonect, ocobeHo npu

avarocpouHa tepanus (BWkrTe Pasgen 4.8). IlpeacraBuTenHuTe XapaKTepHCTHKM MOXKE Aa BKIIOYBAT
AUCIHESA, HEMPOAYKTUBHA KAUUIMLA WU BIOLIABAHE Ha OOLUOTO 34paBOCNOBHO CbCTOSAHHUE (YMOpa, BUCOKA
TeMneparypa W 3aryba Ha Tersio). AKO CbUISCTBYBAaT NOAO3PEHMA, Y€ HAAEH TMAalHEHT € pa3BHI
HMHTEpCTHUHANHA OenoapodHa 6onecT, TepanuAaTa CbC CTATUHH TpAOBa 1a ce NPeyCTaHOBH.

3axapeH Auabet
Hskon nokasaTencTsa npeanosarar, Ye CTAaTUHUTE KATO KJ1ac NOBMINABaT KPbBHATA 3aXap, KATO NPH HAKOH

NallHEHTH, KOUTO Ca M30)KEHH Ha BUCOK PUCK OT pa3BHTHE Ha AHabeT B Objelle, Mo)e Ja AOBEAAT OO
HHBO Ha XUMNEPIIMKEMUA, NMPHU KOETO LIe € AoAX0ALL0 OPHUMATHO leueHue 3a Anader.

Bunpexu TORa, TO3H PHCK C€ KOMIMEHCHPA OT HAMAIABAHETO Ha ChJIOBUS PUCK ChC CTATHHH W NOpPaAM TOBA
He TpAOBa [a € NpHYHMHA 32 CNMpaHe Ha JIEYeHUETO ChC CTaTHHHU. U310)KeHHTe Ha pUCK naLneHTH (C KpbhBHA
3aXap Ha rnaaHo 3,6 go 6,9 mmol/L, BMI>30kg/m2, nosuineHO HUBO Ha TPUIIHLEPHAH, XUIEPTOHHA)
TpaOBa na 6baaT HabNKoAaBaHK KAKTO MO KIMHUYEH, TaKa H 1O OHOXMMHYEH ITBT, ChIVTACHO HALIMOHAJIHUTE

HACOKM.
B usnurBaHeTo JUPITER cbhoblueHaTa usnocTHa YecToTa Ha BE3IHMKBaHe Ha 3axapeH avaber e 2,8% npw
po3yBacTaTvH ¥ 2,3% npu nnauedo, npeAUMMHO TpW MaLKWEHTH ¢ KPbBHA 3aXxap Ha riagHo 5,6 no 6,9
mmol/L.

AHTHKOAryJJaHTH
Axo Pedpunopo 6nae nobaseH kbM BapdapuH, Apyr KYMapHHOB AHTHKOArYJIAHT WM (IYMHAMOH,
MEXAYHapOAHOTO HOopManuiupaHo ¢boTHollenue (INR) tpabea na ce Habnropasa no nmoaxoadin HauyMs
(ewxre Pasznen 4.5).

linknocnopusx
Buxre Paspenu 4.3 n 4.5.

Dubpatu
be3zonacHOCTTa U epUKacHOCTTa Ha e3eTUMHO, Mpuiarad 3aeHO ¢ puOpaTH, He € YCTaHOBEHA (BUIKTE T10-
rope, kakro u Pasnenu 4.3 u 4.5).

AKO CBIUECTBYBA NOJO3PEHHE 3a XOJETHTHA3A NPH NAUMEHT, Kolto npuema Pedunopo u denodubpar, €
MOKa3aHo Aa C€ HanpaBAT U3CJIEABAHHA HA XIBUYHMUA MEXYP H TepanusTa TpaOBa Ja ce MpeyCTaHOBH ( BIDKTE
Pasnenu 4.5 n 4.8).

[IpoTeazHn WHXHOKWTOPH
[Ipy naumeHTH, nonay4aBalud poO3yBacTaTWUH CBHBMECTHO C pasfIH4HH Mpo f
KOMOWHaLMs C PUTOHABHP, € HAabNI0aBaHa NOBUILIEHA CHCTEMHA EKCIO3HLUUS KbY BOTY BACRATAE % 10Ba| |



MOBUUIEHH MJ1a3MEHH KOHLIEHTpaLHUW Ha pO3YBACTATHH TNPH 3aMO4YBaHE H YBENMUYABAHE HA PO3YBACTATHH
NpH NMaluMeHTH, TPETHPaHU ¢ nporea3sHn MHxubuTopu. He ce npenoprusa enHOBpeMeHHaTa ynorpeba ¢
ofipeaesieHH NpoTeasHd HHXUOUTOPH, OCBEH aKO 103aTa He ce peryaupa (Bwkre Pazaenn 4.2 n 4.5).

TeKKH KOXKHH HEKETAHU peakL iy

[Tpu ynorpe6a Ha po3yBacTaTHH ca CbOOLIABAHH TEXKKH KOXHH HEXKEJIaHHN PEAKLYH, BKIIIOUYBALLH CHHAPOM
Ha CtuBbHc-/DkoHcbH (Stevens-Johnson syndrome, SJS) W nekapcTBeHa peakuus ¢ €o03uHOGUNUS H
cucTemMHd cumnToMu (drug reaction with eosinophilia and systemic symptoms, DRESS), kouto Moxke na
ca KMBOTO3acTpaluaBalld WIH ¢ jeranedH u3xod. [lpy npeanucBaHETO Ha JIEKAPCTBEHHA NPOAYKT
naLHeHTHTe TpsOBa na ObAAT HHGPOPMHUPAHH 34 NPU3HALIMTE H CUMITTOMMTE Ha TEKKUTE KOXKHH pEakLUM
U Aa ObaaT HabmoaaBaHK ¢ NOBHILEHO BHUMAHHE, AKO CE€ NMOSBAT NPKU3HALIM H CUMIITOMH, NOKA3aTEHH 32
TakaBa peaklus, NpuiokeHHeTo Ha Pedumopo Tpabpa ma ce npeycTaHOBM He3abaBHO M Ja ce OOMMCIH
aJITepHATHBHO JICYEHHE.

Ako npu ynorpebaTta Ha Peduaopo mallueHTHT € pa3Bil CEPUO3HA peakuys, KaTto Hanpumep SJS wau
DRESS, npy To3u nauueHT He TpaOBa na ce 3ano4uBa OTHOBO JieueHHue ¢ Peduaopo B koiTo ¥ aa duno

MOMCHT.

Paca
OapMaKOKHHETHUYHHUTE H3NMTBAHKA C pPO3YBACTATHH MOKAa3BaT MNOBHIUEHHE HAa EKCMO3HLUMATA TIPH
YYaCTHHULIY OT a3HAaTCKH NPOU3X0A B CPaBHEHHE ¢ TAKUBA OT KaBKa3ku npousxon (Bvxre Paznenu 4.2, 4.3

U 5.2).

[leanaTpHyHa nMonyaalus
beszonacHocTTa M eduKacHocTTa HAa Peduaopo npu acua Ha Bb3pacT noa 18 ronuHu Bce oule He ca
YCTAHOBEHM, NTOPaaH KOETO HE C€ MpenopbyuBa yrnorpedarta My Cpel Tasu BL3PAacTOBA Ipyna.

Peduaopo ¢cbaALpKa 1aKT03A
[TauveHTH C penkH HacneaCTBEHU MNMpoOneMM KATO HEMOHOCHMOCT KbM TajlakTo3a, NbjeH JIaKTaseH
ACPHLIMT WY FTIOKO30-TAJIAkTO3HA ManabcopOLus He TpsdBa 1a NpyUeMar TOBa IEKAPCTRO.

Peguaopo chaAbLpxa HATPRH
To3H NEKapCTBEH NPOOYKT ChAbpaka Mo-Malko oT | mmol HaTpuit (23 mg) Ha TabneTka, T.e. MOXKE Ja c€
KaKE, Y€ MPAKTHYECKH HE ChIbpiKa HATPHUH.

4.5 B3auMoOIeHCTBHE ¢ APYrH JIEKAPCTBEHH MPOAYKTH H ApYrn GOopMH Ha BiaHMoOAeHCTBRE

[IpoTHRONOKA3aHKA

Luxnocnopun: ENHOBpEeMEHHOTO NpuiigkeHUe Ha Peuaopo ¢ LHMKIOCNOPHH € NPOTUBONOKA3HO 3apau
posysactaTUH (BHxcre Pasaen 4.3). [lo speme Ha eGHOBPEMEHHO JIeYEHHE C PO3YBACTAaTHH U LLUKNOCIIOPHH,
CTOHHOCTUTE Ha po3yBacTaTHH AUC Osaxa cpenHo 7 NbTy NO-BUCOKH OT T€3M, HabaoaaBaHU NpH 34paBu
nodposonum (Bwxre Pasnen 4.3). EAHOBpeMEHHOTO NPHNOKEHHE HE NOBMHSA IU1a3MEHUTE KOHLEHTPALHH
Ha UKJIOCNOPHH.

B uanurTBaHe ¢ oceM nauMeHTH cnel 6p0peyHa TpaHCIJIaHTaUMs ¢ KpEaTHHWHOB KIUPBHC OT > 50 ml/MuH,
Ha cTabu/IHA 103a LMKIOCNOPHH, €AHOKpaTHa a03a oT 10 mg eseTumu® nosene 10 3,4 nbTH

no 7,9 metH) nosuuieHue Ha cpeanara AUC 3a obums ezetTuMud B CpaBHEHHME CbC 3Ap% / @\
Momynauus, rnony4yasaiua caMo e3eTuMud, ot apyro vManureave (n=17). B gpyro u3n Ir B .
ObOpeuHa TpaHCIIAHTAUHWA, C TEXKKa ObLOpeuHa HEAOCTATBHLUMHOCT, KOWTO MOJydaBauy 4 3
MHOXECTBO OPYrd JEKApCTBa, AEMOHCTPUPA 12 MBbTH MO-BUCOKA E€KCMO3UUUA KbM||OE
CPaBHECHHE ¢ €AHOBPEMEHHHUTE KOHTPOJIH, KOMTO MNoy4vasaxa caMmo e3eTuMub. B nyneps
U3MWTBAHE C JBaHAAECEeT 3ApaBH YUYACTHULMW, €XKEIAHERHOTO npuiaokeHHe Ha 20
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npoabbkeHne Ha 8 HU ¢ emHokpaTHa ao3a o1 100 mg uuknocnopun npe3 en 7 noseae no cpeato 15%
yeenuveHue Ha nuMriiocnopuH AUC (obxear ot 10% namanenue 1o 51% noBuileHHE) B CPABHEHHE C
€IUHCTBEHO efHOKpaTHa Ao3a oT 100 mg unknocnopuH. He € npoBeKaaHo KOHTPOJAUPAHO U3NUTBAHE Ha
edexra Ha CbBMECTHO MpWIaraH €3¢TUMHO BbPXY €KCMO3MUHATA KbM LUHMKIOCHIOPHH NPH MALKWEHTH ¢
OBOpEUHH TPAHCILTAHTALIHH.

HenpenopbuuTenyy koMOMHaLIMY

I[Ipomeasznu _unxubumopu: Bbnpeky ve TOYHMAT MEXaHHM3bBM HA B3aMMOAECHCTBHE HE € H3BECTEH,
ChBMECTHHAT NMPOTEa3eH HHXHOUTOP MOXKE CHAHO /14 MOBKIUK €KCNO3HLMATE KbM PO3YBACTATHH (BHXKTE
Pasnen 4.5, Tabnuua 1). Hanpumep, B ¢aH0 $apMaKOKHHETHUHO H3MMUTBAHE ChBMECTHOTO MPHIIOKEHHE Ha
10 mg po3yBacTaTH U KOMOHWHHpPaH NPOAYKT OT JABa MpoTea3Hu HHXHOWTOpa (300 mg arazanasup / 100
Mg PHTOHABHUP) NPH 34paBH AOOPOBOLM Gellle CBBP3aHO ChC CHOTBETHO NPUOAHMBHTENHO TPHUKPATHO H
ceneMkpaTHO NoBHlueHHe Ha po3yBacTaTHH AUC u Cmax. CbBMecTHaTa ynotpeba Ha po3yBaCTATHH W
HAIKOU KOMOMWHALIMM MPOTEa3HW MHXHOMTOPM MOXE [a ce pasriiena cnej BHUMATENHO OOMHCIgHE Ha
perynMpaHeTo Ha J03aTa pO3yBaCTAaTHMH BRb3 OCHOBA HA OYAKBAHOTO MOBULIEHHE HA €KCITO3HULIMATA KbM
po3yBacTatHH (BikTe Paznenn 4.2, 4.4 n 4.5, Tabauua 1).

Huxubumopu na _mparncnopmuy npomeuny. PO3yBacTaTUH € cyOCTpar 3a ONpEac/iieHH TPaHCIIOPTHH
NPOTeHHH, BKJIKOYHUTEIHO TpaHcnopTepa 3a yepHoapobHo noemane OATPIB1 u ednyke tpaHcnoprepa
BCRP. CxemecTHOTO npunoxedue Ha Pepmaopo ¢ ekapcTBEHH NPOIYKTH, KOUTO ca HHXUOUTOPH Ha Te3u
TPAHCTIOPTHH NPOTEUHN, MOXKE Ja AOBEeAE A0 MOBULLICHH NNAa3MEHN KOHLIEHTPALMH HA PO3YBAaCTaTUH H I10-
BUCOK pUCK OT MHonatna (Bvxte Pasaenu 4.2, 4.4 u 4.5, Tabnuua 1).

T'empubposun u opyeu nonwicasawu aunuoume npooykmu. CbBMeCTHaTa ynotpeda Ha po3yBacTaTHH M
reMmpuOpo3nwa noeene no 2-KpaTHO NOBULLEHME HA po3yBacTatiH Cmax v AUC (Buxte Paspen 4.4).
EnnoBpeMEHHOTO NPUIOKEHHE HAa reM(UOpO3UA NOBUIUK JIEKO OOLIMTE KOHLEHTpAUMH Ha €3€THMHD
(npubnusurenyHo 1,7 mbTH).

B13 ocHoBa Ha pgaHHute OT cneundMuHM  M3MUTBAHUA 334 B3aUMOACHCTBHA, HE C€ OYaKBaT
(PapMaKOKHHETHYHO PENEBAHTHH B3aMMOICHCTBHA MEXAY PO3YBACTATHH H PeHOoDUOpAT, HO BBIPEKH TOBA
€ Bb3MOXKHO A& Bh3HHKHE papMaKkOIHHAMHYHO B3aUMOJICHCTRHE.

EnHOBpeMeHHOTO TpHJIOkKeHHe Ha ¢deHopHOpaT NOBHUIIM NEKO OOIUMTE KOHUEHTPALUUU Ha €3eTUMHOD
(npuban3zurenso 1,5 nbTH).

["'emdubpo3un, peHodubpar, apyru GpubOpaTH U MNOHWKABALLK JIMNUAUTE J03M (> WIK paBHO Ha | g/IHEBHO)
HUallkH (HUKOTHHOBA KMCEAMHA) YBEJMYaBaT PUCKA OT MHOMATHA, KOraro ce AaBaT CbBMECTHO C
uHxuburopu Ha HMG-CoA peaykra3zaTa, BEpOATHO 3a1U0TO MOraT [a NPEAU3BUKAT MUONATHA KOraTo ce
npujaraT CaMOCTOATENHO.

[Ipu nauueHTH, KOUTO Nnpruemar geHoGudpat U e3eTUMHD, NekapuTe TpabBa Aa ca HAACHO C BH3MOXKHHUSAT
PHCK OT XOJIETHTHA3a H 3abonaBaHe Ha ATbUHMA Mexyp (BuxTe Paznenu 4.4 n 4.8). AKO ChLiLECTBYBA
MOAO3IPEHUE 3a XOJETHTHA3A MMPHU NALMEHT, KOUTO npuema e3eTUMHO U denodudpar, € nokazaHo aa ce
HAMpaBAT U3CNICABAHUA Ha )KNbUHUA MEXYD ¥ TepanuiaTa TpaOBa Ja ce¢ npeycTaHoRH (BWxkTe Paznenu 4.8).
EaHoBpeMEeHHOTO ApHUIIOKeHHE Ha e€3eTHUMHO ¢ apyru ¢ubpartn He ¢ npoyuBaHo. @ubpaTHTe MOXKE Aa
NOBHULUAT OTAENSAHETO HA XONECTEPOI B XKNBHKATA, KOETO BOAU OO0 XOJenuTHa3a. B H3NUTBaHHUS € )KUBOTHH
e3eTUMHUO MTOHAKOra NMOBHLIABA XOJIeCTEpO/a B XIBbUKATA, HO HE [IPH BCHYKH BHAOBE (BHXKTE Paznen 5.3).
He moxe na ce H3knoun TUTOreHEH pUCK, KOWTO € CBBP3aH ¢ TepaneBTHYHaTa ynorpeba Ha e3eTuMuo,

Ho3ata ot 40 mg/10 mg e npoTUBONOKa3aHa ¢ €AHOBPEMEHHO H3NOJ3BaHe Ha hubpar (BuxkTe
u4.4).

Dy3udosa xuceruna. He ca npoBexgaHN HM3NMUTBaHMA 3a B3aMMOJCUCTBHETO Me
¢by3unoBa kucennHa. PUCKBLT OFT MMoONaTusa, BKAIOYHTENHO pabaoMHonuza, Moxe I
€JHOBPEMEHHOTO MPUNIOKEHWE HA CHCTEMHA (DY3HAOBA KHUCEJIMHA ChC CTAaTHHM.
B3aUMOACHCTBHE (HE3aBHCUMO Jla/M € (papMaKOAUHAMHYHO, PapMaAKOKMHETHYHO WIH




e U3BecTeH. MMa crobuienns 3a pabaoMHuonKu3a (BKIIKOUHTENHO HAKOIKO (paTajlHK ciy4yas) MpH NALMEHTH,

KOWTO MpHEMAT TAa3¥ KOMOWHaLMA.
AKO € HeOOX0aNMO JICUEHHE Che CUCTEMHA (DY3HIOBA KHCENTMHA, TepanuaTa ¢ po3yBacTaTHH TpsabBa aa ce

NPEeyCTAHOBM 3a CPOKa Ha fieveHHeTo ¢ (hy3MaoBa KMcenuHa. Buxre cbuio Taka v Paznen 4.4.

Hpyry B3auMoaeicTBIS
Anumuayud: ENHOBpEMEHHOTO NpHEMAaHe Ha J03H PO3YBACTATHH ¢ aHTHALMHA CYCNIEH3U, KOATO ChAbpXkKa

ATYMHHHI H MarHesuMeB XWAPOKCHA, BOAM N0 HAMANIABAHE HA MJIA3MEHATA KOHUEHTPALMs Ha po3yBaCcTaTHH
¢ npubansurenno 50%. To3m edekr e cMeKueH, KOraTto A03aTa aHTHALMA € NpHera 2 yaca ciael
po3yBacTaThH. KiiMHHYHATa 3HAYHMMOCT Ha TOBa B3aMMOJEHCTBHE HE € NIPOYyUEHa.

EaHOBpeMEHHOTO NMPHIOXKEHUE Ha AHTHALIMUM HAMAJISABRA CKOPOCTTa Ha abcopOHpaHe Ha e3eTHMHO, HO He
OKa3Ba ePekT BLPXY OHMOHaNHYHOCTTA HAa e3eTMMHO. Toea HaMangBa CKOpOCTTa Ha abcopbuud, HO He ce
CYUTA 38 KJIMHHUYHO 3HAUHUMO.

Epumpomuyun: ENHOBpeMEHHOTO W3MOJ3BAHE HA pPO3YBACTATHH WM epUTpOoMMUMH Boaud a0 20%
rioHw>keHne Ha AUCo« u 30% noHmxeHHe Ha Cmax HA po3yBacTaTHH. TOBa B3aMMOACHCTBUE MOXKE A Ce
ObKH Ha NOBHLUEHHETO HA UPEBHATA NOABHIKHOCT, MPUUHHEHO OT EPUTPOMHLIMH.

Enzumu va yumoxpom P450. Pesyntatv OT in vitro M in vivo W3NKMTBaHUS NOKa3BaT, Y€ pO3yBACTaTHH HE €
HUTO HHXUOUTOP, HUTO MHIYKTOP HAa M30€H3MMUTE Ha uuToxpoM P450. B ponbnHeHue, po3yBacTaThH €
cnab cybcTpart 3a Te3M H3oeH3HMH. [lopaay ToBa He ce ovuakBaT nekapcTBEHH B3aUMOAECUCTBHA BCIIEACTBHE
Ha MeauupaH oT uuToxpoM P450 merabonuzbM. He ca HabnoaaraHK KIMHAYHO 3HAYKHMH B3aHMOAECHCTBHA
Mexxay posyBacTaTHH U ¢urykoHazon (HHxubuTop Ha CYP2C9 u CYP3A4) unn ketokonazon (WHX1HOUTOP
Ha CYP2A6 n CYP3A4).

B npeakAWHAYHHA W3TIUTBAHUA € MOKAa3aHO, Y€ €3¢TUMWO He HHayuupa uudtoxpom P450 nexkapcTseHu
meTabonuzupalud eH3uMU. He ca HabntogaBaHW 3HAUYMMM (PapMaKOKMHETHYHU B3aMMOACHCTBUA MEKAY
€3eTHMHO M JIEKapcTBa, 3a KOMTO € W3BECTHO, Ye ce MeTtabonu3upar ot uutoxpomu P450 1A2, 2D6, 2C8,
2C9 u 3A4, win N-auetunrpancoepasa.

Tuxaepenop:. Tukarpenop HHxubHpa Tpavcnoprepa BCRP, koeto Boau go 2,6-kparHo ysenr4eHue He
AUC Ha po3yBacTaTHH, KOETO MOXE Aa AOBE/E A0 NOBHLIEH PUCK OT MHonaTHs. Tpabsa na ce npeueHaT
MOI3UTE OT NPEIOTBPATABAHETO HA MOJIEMU HEXKENAHU CHhPACHHOCHIOBU CHOHTHA upes ynoTpebarta Ha
pPO3YBACTATHH U PUCKOBETE NPH NOBULIEHH NNA3MEHU KOHLUECHTpaLUH Ha pO3YBACTATHH.

Aumazonucmu na sumamun K. Kakto npu apyru uuxuburopu na HMG-CoA peaykrasara, 3anodBaHeTO
Ha JiIeYyeHUe ¢ pO3yBAaCTATHH MM VBEIMYABAHE Ha Ao3aTta po3yBacTaTHH MNPH MNaUHUEHTH, KOMTO
€JHOBPEMEHHO ¢ TOBA Ca TPETUPAHH C aHTaroHUCTH Ha BUTaMKH K (Hanp. BapdaprH WK Apyr KYMapuHOB
aHTHKOAryJiaHT), MOXe Ja AoBeAe 40 NMOBULLABAHE HA MEXAYHAPOLHOTO HOPMAIM3UPAHO CHOTHOLUCHHUE
(INR). [lpeycTaHoBsAIBaHETO M/ HAMAISIBAHETO HA J103aTa PO3YBACTATUH MOXKE Ja JoBeae A0 MOHHXKaBaHe
Ha INR. B TakuBa cnyvyau e ;xenarenHo aa ce OCblECTBH noaxoasio HabmoaeHue Ha INR.

EAHOBpEMEHHOTO npunokKeHde Ha e3etuMnud (10 mg BeOHBK [HEBHO) HAMaLIE edexT BLPXY
OnonanuuHocTTa HAa BapdapHH MIM MPOTPOMOUMHOBOTO BpeME B M3NHUTBAHE C JABaHANECET 3APaBH,
NBJAHONETHH YHACTHHLM OT MBXKH Noi. Benpeku ToBa, MMa cproblueHMA Clie] MYCKAHETO Ha rnazapa 3a
MOBHULICHO MEXOYHAPOIHO HOopManuiuparo cvoTHouleHue (INR) npu nmauueHTH, npy KOUTO €3eTUMHD €
nobaseH KbM BapdapHH WM GiyuHInoH. Ako Pedunopo 6vae no6aBseH Kbm Bapci)apuﬂ ,upyr KYMap1HOB
aHTHKoAaryaaHT Wi payunauon, INR tpsabsa aa e noa noaxoaswo Habnoaenue (BH

Ilepoparnu xonmpayenmuew/xopmornozamecmumenna mepanua (X37): EaHoBpe
pO3YBACTATHH M TNEPOPATHH KOHTPALSNTUBH BOAW A0 NOBUILEHHE HA €THMHWJ €
AUC ot crotBeTHO 26% 1 34%. Te3n noBuilleHd Nna3smMeHH HUBa TpsaOBa aa Obal
npu u3bopa Ha 003K nNepopanHH KoHTpauenTueH. Hama Hannwunu dapmak




YYaCTHHUUH, KOUTO TIPHEMAT €IHOBPEMEHHO po3yBacTaTHH U X3 T, nopaau KOETO He MOKE [a C& U3KMIOUHU
cxoneH edext. Bbnpeku ToBa, kOMOMHALMATA € IHUPOKO H3MNON3BAHA NTPH XKEeHH B KIIMHWYHU H3NUTBAHHUS
M € NoKa3sana A00bp npodHn Ha NOHOCHMOCT.

B KIMHUYHM U3NKWTBAHHUA Ha B3aHMOAEHCTBUA €3eTUMUO He € UMan eeKT BbpXY (hapMAKOKMHETHKATA Ha
NEPOPaNHUTE KOHTPALENTHBH (€THHWA €CTPAARON H JIEBOHOPrecTpel).

Konecmupamun: EDTHOBPEMEHHOTO NPHIOKEHHUE Ha KOAESCTHPAMUH HaMasigBa CpeaHara 30Ha NOA KpHBaTa
(AUC) nHa o00bmms e3etuMnHb (e3etumMub + eserumud rmokypoHuz) ¢ npubnusurenHo 55%.
MHKpeMEeHTATHOTO HAMAJIABAHE Ha JIMITONPOTEUHOBHU XxonecTepon ¢ Hucka irbTHOCT (LDL-C) nopaau
nobasAHETO Ha e3eTUMUO® KbM KOJIECTUpaMMH MOXe Ja Opae HaManeHO BCNeACTBHE Ha ToBa

B3auMoacicTeue (BHxkTe Pazaen 4.2).

Ezemumub/pozyveacmamun. EanoBpemeHHaTa ynotpeba Ha 10 mg posypactatiH W 10 mg e3eTMHO BOAM
1o 1,2 meTu yBenuueHue Ha AUC Ha po3yBacTaTHH MpH YUACTHHULHM ¢ xunepxoaecreponemud (Tadbnuua 1).
He MOXe Ia ce M3KIoYH apMakoIHHAMHYHO B3aUMOACHCTBUE, BbB BPb3Ka C HEXENAHHA €PEKTH, MEXKAY
po3yBacTaTHH H e3eTUMHD (BinkTe Pasnen 4.4).

Lpyau rexapecmeenu npodykmu: Bb3 ocHOBa Ha JaHHUTE OT cNeLMPUYHH U3NWTBAHK 3a B3aHMOAEHCTBHS,
HE C€ OYaKBAT KJIMHHYHO 3HAYUMH B3aUMOACHCTBHA MEXIY PO3YyBaCTaTHH M JUIOKCHH.

B KIMHHWYHH W3MUTBAHUA 34 B3aUMOJEHCTBUA €3¢eTUMHO He e uman edekT BbpXy papMakOKHHETHKATA Ha
DAncoH, JAckcTpoMeTopdaH AWIOKCHH, TAWMNH3MA, TonbyramMuHa WIM MMAA30JlaM N0 BpEME Ha
€AHOBPEMEHHO TNpUNOKeHHe. [IMMeTHAMH, CBbBMECTHO npunarad ¢ e3eTuMud, HAMa edekT BLPXY
OuoHanNMYHOCTTa Ha €3€TUMUO.

B3a#MOAelCTBHS, KOHTO HAJATAT KOPUTHPAaHe HA J03aTAa PO3YBACTATHH (BHXKTe cbil0o Tabauna 1):
Koraro e He0OX0AHUMO pO3yBACTATHH A4 C€ MPHJIAara CbBMECTHO C APYrH JIEKAPCTBEHU NPOAYKTH, 33 KOUTO
€ M3IBECTHO, Y€ YBEIWYABAT CKCMO3MLMATA KbM pO3YBACTaTHH, A03WTe TpadBa Aa O6bAaT KOpUrHpaHH.
3anoyHeTe ¢ 5 mg 003a po3yBacTAaTUH BEAHBX JHEBHO, aKO OYAKBAHOTO YBEJIMUCHHE HA €KCMO3HUUATA
(AUC) e npubayvauTenno 2 mbTH MK noBede. MakcuMatHaTta AHeBHa J03a TpAOBa Na ce Kopurvpa Taka,

4ye 1a HE € BEpPOsATHO OYAKBAHATa €KCMNO3HLUA KBM pPO3YBACTaTHH Ja HaABHIIIABa TakaBa oT 40 mg anesHa
7103a pO3yBacTaTHH, npyuemaHa 0e3 B3aMMOAelcTBalLlK JIEKApCTBEHH MPpOAYKTH, Hanpumep 20 mg no3a

po3yBactaTHH ¢ rempubposun (1,9 nbTu yBenuueHne) 1 10 mg no3a po3yBacTaTHH ¢ KOMOWHALIMA OT
arazaHaBup/puToHaBup (3,1 NbTH yBenHUYeHHE).

Tabauua 1: EdexT oT ¢bBMeCTHO NPHJIAraHH 1eKAPCTBEHH NPOAYKTH BLPXY €KCNO3HIHATA
KbM polyBacTtaTHd (AUC; B Hu3xoaam pea) or ny0JIMKYBaHH KIHHHYHH H3NHTBAHHA

IloBnmasane Ha AUC Ha po3yBacTATHH 2 IbTH HJIH MOBeYE OT 2 NbTH

Pexum Ha no3upane ¢ PesxxuM Ha xo3upane ¢ Ilpomana na AUC na
B32aHMOICHCTBAINO JEKAPCTBO PO3YBACTATHH PO3YBACTATHH
Cogocbysup/Bennaraceup/BokcHnanpesup | 10 mg equHHuHa n103a 7,4 nbTU |

(400 mg-100 mg-100 mg) +
Bokcuaanpesup (100 mg) BeaHnk AHEBHO
B NPOABLJDKEHHE Ha 15 nHu

Liuknocniopus 75 mg nea nbTH AHeBHO A0 | 10 mg BeaHwsk aHeBHO, 10
200 mg nBa ’bTH AHEBHO, 6 MeceLa NHMU

Haponyramun 600 mg nga nbTH AHEBHO, 5 | 5 mg, enuHHuHa no3a

JHH
Peropacenu6 160 mg, Beannx AHeBHO, 14 | 5 mg ennHHuHa a03a




IHM
ATazaHasup 300 mg/putonaesup 100 mg 10 mg, eaMHHYHA n03a 3,1 meTH |
BeIHBLX JHEBHO, 8 NHH

Poxcagycrat 200 mg, npe3 oeH 10 mg, enMHU4YHA 0034 2,9 1bTH {
Cumenpesup 150 mg BeaAHBXK AHEBHO, 7 10 mg, eaAMHHU4YHa A03a 2,8 nbTH |
IHH

Besnatacevp 100 mg BeaHBXkK AHEBHO 10 mg, enuHHYHa no3a 2,7 bTH 1
MomenoThHub 200 mg BeqHBK OHEBHO, 6 | 10 mg, eanHKH4Ha n03a 2,7 mbTH 1
AHH

Tuxarpenop 90 mg nBa 1meTH AHEBHO, 2 10 mg, eauHKnuYHa no3a 2,6 nvTH T
IHH

OmbuTracBup 25 mg/ napuranpesup 150 > mg, eIMHUYHA 1034 2,6 nbTH 1
mg/ putoHaBup 100 mg BeAHBLK AHEBHO /

nazadbyeup 400 mg nra mbTH gHEBHO, 14

JIHH

Tepudaynomua, JlepnyHomua He € npHnoxumMo 2,5 nbTH T
I"'pazonpeup 200 mg/ enGaceup 50 mg 10 mg, enuHuyHa no3a 2,3 nbTH |
BeHLX JHEBHO, | |1 aHM

I'nekanpesup 400 mg/ nubpenraceup 120 | S mg BEOAHBLXK AHEBHO, 7 2,2 mbtH 1
mg BEAHDBXK AHEBHO, 7 AHH IHH

Jlonunasup 400 mg/puroHasup 100 mg 20 mg BE€AHDBXK AHEBHO, 7 2,1 nbTH 1
JABa MbTHU AHEBHO, |1 7 OHK IHH

Kanmatnuunb 400 mg nBa mbTH AHEBHO 10 mg, eanHUuHa 1032 2,1 mpTH T
Knonugorpen 300 mg 3apexaauna go3a, 20 mg, eAHHWYHa J03a 20bTH T
nocjeBaHa ot 75 mg caep 24 yaca

QOocramaTuHub 100 mg, aBa nsTH AHeBHO | 20 mg, eAMHHYHA 1033 2 nb1H |
Tadamunuc 61 mg 2 meT oHeBHO Ha f1eH | 10 mg, eaMHUuHA qo3a 2 bTH |

I 1 2, nocneaBaHO OT BEAHDBLX AHEBHO Ha

HEH 3 n 9

Hosumasane Ha AUC Ha po3yBACTATHH HO-MAJIKO OT 2 NbTH

o308 pexHm HA [ 030B pexnm Ha IIpomana B AUC Ha
B3AHMOAEHCTBAIOTO JEKAPCTBO PO3YBACTATHH po3yBacTtaTun*
['em$pubposun 600 mg apa nmbTH aHeBHo, 7 | 80 mg, eAHHUYHA 1032 1.9-nbTH |
IHU

QebykcoctaT 120 mg BeAHBK THEBHO 10 mg, eauHuyHa no3a 1.9-nbTH |
EntpoMbonar 75 mg seAHbX AHEBHO, 5 10 mg, ennHnyHa n03a 1,6 mbTH 1
ITHM

HapyHapup 600 mg/putosasup 100 mg 10 mg BeaAHBXK OHEBHO, 7 1,5 nb1H 1
JBa ITbTH AHEBHO, 7 AHU JHH

Tunpanasup 500 mg/puronasup 200 mg 10 mg, eanHUuHAa 1034 1,4 nbTH 1
JBa NBETH OHEBHO, 11 AHHU

Apodeaapox 400 mg 1Ba MbTH AHEBHO He € HannuHo 1,4 nvTn 1
Hrpakorason 200 mg BeAHBHK AHEBHO, 5 10 mg, exHnyHa g03a 1,4 mbtH 17
OHH

Ezerumu® 10 mg BeaHbK AHEBHO, 14 AHM

10 mg, BeaHB XK AHEBHO, 14
JAHH

[losumasane va AUC na posyBacraTnn

IEH@" 212

Ho030B pexxHM Ha
B3aHMO/IeliCTBAINOTO JIEKAPCTBO

/1030B pexxum na
pO3yBACTATHH
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EputpoMuuuH 500 mg ueTupu NbTH 80 mg, eaAMHHYHA 0034 20% |
NHEBHO, 7/ IHWU
baiikanuH 50 mg Tpu nbTH AHEBHO, 14 nxM | 20 mg, eAMHHuYHA N03a 47% |

l"I,[lﬂ.HHIv'ITE, AdJCHHA KAaT0 X NMBETH TNIpOMAHA, MPEACTABNABAT NPOCTO ChOTHOLWECHHE MEXKAY CBBMECTHO NPUNOKCHNUC H
MOHOTEPpAIIUA C PO3YBACTATHH. JlaHHUTE, AadeHH KaTo % MpOoOMAHZ, NPCIACTABRNABAT % PAa3/IHKA CITpAMO MOHOTEPANIHUA

C pO3YyBACTAaTHH.
YBenuueHueTo ce 0bo3Havana ¢ ,, 1", NOHHAKEHHUETO ¢ ,,|“.
“TlpopeaeHH ¢a HAKOIKO M3NHTBAHUA 3a B3aUMOAEHCTBHME C Pa3iMyHH A03M PO3YBacCTaTHH, Karo Ha Tabiauuara e

NoKazaHo Hai-3HaYUMOTO ChOTHOLUEHHE,
OD = Beanwx aHesHo, BID = apa nbTtH aHesHo, TID = Tpu nbTH AHeBHO, QID = ueTupn nueTH AHeBHO, QUD= npe3
IaeH

CreAHMTE NIeKapCTBEHH NMPOAYKTH/KOMOMHAUMK HE OKa3BaT KIMHUYHO 3Ha4YuM edekT Bbvpxy AUC Ha
PO3yBacTAaTHH NPU €JHOBPEMEHHO npuioxkeHue: Anernurasap 0,3 mg npunoxerue 3a 7 aHu; @eHodubpar
67 mg 7 aAHHU NpUNOKEeHHe TpHU MbTH Ha AeH; daykonazon 200 mg 11 AHU npunokKeHHe BeAHDbK NJHEBHO;
Dozamnpedasup 700 mg/puronasup 100 mg 8 avu npunokedue aea nbTU Ha AeH; KetokoHazon 200 mg
7 IHU NMPUIOXEHUE JBA MbTH Ha AeH; Pudamnun 450 mg 7 AHW NpunoXKeHHUE BEAHBXK AHEBHO; CHIUMapUH
140 mg 5 aHK NpUNOKEHHE TPH ITbTH HA AEH.

4.6 DepTHAATET, OPEMEHHOCT H KbpMEHE

Pepuaopo € npoTHBONOKa3aH npy 6peMeHHOCT H KbpMeHe (BrkTe Pazaen 4.3).
JKeHuTe ¢ AeTepoJicH NoTeHuWan Tpadsa qa U3NoN3BaT NOAXOAALIMN KOHTPALENTUHBHH MEPKH.

bpeMeHHOCT

Posyeacmamun.

T®i kKaTo XOn€ECTEPONDBT H APYTH MPOAYKTH HA ODMOCHHTE3bT HA XOJeCcTeposia Cca ChLUSCTBEHO BAXKHHU 3a
Pa3BUTHETO Ha IUI0HA, NOTEHUHANHUAT pUCK OT uHxubupaHe Ha HMG-CoA penykraszara HaaBuLIaBa
NPEAHMCTBOTO OT JIEUEHUETO MO BpeMe Ha OpemeHHoOCT. M3nMTBaHHATA C >)KMBOTHH AABAT OrpaHH4EHH
A0KAa3aTENCTBA 3a PeNpPOAYKTHUBHA TOKCHYHOCT (BUxXTe Pazaen 5.3). Ako JaneHa nauueHTtka zabpemeHee
o speMe Ha ynorpeba Ha Pepuaopo, nedeHnero Tpabra aa ce npeycTtaHOBU He3abarHo.

Ezemumub.

HaMa KNHHHYHY JaHHH 33 U3MON3BAHETO Ha €3€TUMHO 1o BpeMe Ha OPEMEHHOCT.

N3nuTBaHHATA ¢ KMBOTHH OTHOCHO ynoTpebara Ha e3¢TUMMO KaTo MOHOTepanus HE NAaBaT HUKAKBH
JOKA3aTeJICTBA 34 MPEKU HJTH KOCBEHH BpEIHH €PEKTH BbPXY OpeMeHHoCcTTa, eMOpHODETATTHOTO pa3BUTHE,
PaXJaHETO WJIKM MOCTHATANHOTO pa3BuTHE (BWTE Pasnen 5.3).

KbpMeHe

OrpaH1yeHd JaHHU OT MyOIMKyBaHH JAOKNaAHW MOKA3BaT, Y€ pO3YBaCTaTHH U €3€THMHO NPHUCHCTBAT B
YOBEILKOTO MJIAKO B HUCKH KonuuecTBa. [lopanu MexaHu3ma Ha A€HCTBHE Ha pO3YBAaCTaTHH,
CBbLUECTBYBa MMOTEHLHANIEH PUCK OT HEXKEJIAHH PEAKUMH NPH KbpMaueTo. Pedraopo € npoTHBONOKA3aH Mo
BpeME Ha KbpPMEHE.

Geptunyrer
Hama Haiu4HH NaHHH OT KIHHWYHHY U3NHMTBAHUA OTHOCHO ediekTa Ha e3eTHMHO 1iu
qyoBeKHUA QepTuauTeT. EzeTtuMub HAMA edekT BbpXY (epTHIHTETA HA MBXKH U

Paznen 5.3).




4.7 EdexTH BbpXY cI0COOHOCTTA 38 modupane H padora ¢ MAUIHHH

Peduaopo He MOBNUABA WK MOBIHABA B MpeHeOpeXkHTeNnHa cTeneH cnocobHOCTTa 3a wodHpaHe ¥ paboTa
¢ MawiMHU. He ca nporexaaHu W3nuTBaHKe 3a ONpeAesHe Ha €eKTa Ha po3yBacTaTHH U/ UM €3eTHMHD
BbPXY CNOCOOHOCTTA 3a wodupaHe v pabora ¢ MawMHU. Benpeku ToBa, npy wodupane wiv padota ¢
MalIMHK TpAOBa Na ce UMa NpeABK, Y€ MO BPEME HA TEpanuATa MoXKe [1a UMa EMU30AH Ha 3aMasHOCT.

4.8 Hexeann TeKAPCTBEHH PEAKIAH

O600wmeH npodun Ha 6e30NacCHOCTTA

Hexxenanure peakuiMu, KOUTO ca HAOAO/aBaHH NPH PO3yBacTaTHH, OOMKHOBEHO Ca JIEKH H BpEMEHHH. B
KOHTPONMPAHH KIHHUYHH W3NUTBAHUA NMO-MANKO OT 4% OT TpeTUpaHHTE C PO3yBaCTATUH MALIMEHTH Odaxa
OTTErJICHH BCIIEACTBHE HA HEXKEJIAHH PeaKlIUHM.

B KIHHHYHH U3MTHTBaHHUA ¢ NPOALKHTENHOCT A0 112 ceamuuu 1o3a ot 10 mg eseTumud exenHeBHO Oelle
APUJIOKEHA KaTo MOHOTepanus npu 2396 nauueHTH, B koMOMHauUMA cbe cTaTiH npH 1 1 308 nauuenTn wim
B KOMOHHanu ¢ peHopuOpat npu 185 naunenty. Hexenanvre peaklin OOMKHOBEHO €a JIEKH H BpPEMEHHH.
OO1aTa 4ecTOTa HAa HEXeJaHWTE peakuuu Oeule cxoAHa Mexay e3eTumu0 U nnauedo. Cbiuo Taka
4ECTOTATA Ha MPEYCTAHOBABAHE MOPaJH HEXENIaHU peakLyH Oellie CpaBHUMA MEXKAY e3eTHMUO U nauedo.

TabnuyeH CHUChLK Ha HEXKENAHUTE PeaKlMU

B Tabauiara no-nony ca nokKasaHH MeCTOTHTE HA HEXENAHUTE peakudH. Ta3u 4ecToTa € ONpeAcsiCHa, KaKTo
cneapa: MHoro yectn (>1/10), uectu (=1/100 no <1/10), Hewectu (=1/1 000 npo <1/100) u ¢ HensBecTHa

HECTOTA (DT HaJIHYHHTE NaHHHU HEe MOXKe na Obae HArNpaBCHa OLICHKA 3a qec*ro'ra).

Cucremo- YecTn HeuecTn Penxu Muoro peaxn C Hen3zBecTHA2

OpPraHHH 4ecToTA

KJIACOBE crnopel

MedDRA

HapymeHHna HA TpombolLuToneH TpOMOOLIMTONEH

KpLBTA H s’ s’

JUMPHATA

CHCTEMA

Hapymenus Ha peaKLMH Ha CBpBX4yBCTBH-

HMYHHATA CBPbXUYBCTBHUTE TEJIHOCT

CHCTEMA JIHOCT, ( BIJTIOUMTENHO

BKJIIOYHTEJTHO obpus,
aHrFHOEAEM’ ypTHKapH4,

aHa(pUNaKcHa M
aHruoeaem)’

Hapymenus Ha | 3axapeH

eHJoOKpHHHaTa | Axaber'?

CHCTEMA

Hapymenus na HaMaJleH

MeTaboaH3MAa B AFIETHT

XpaHeHeTo

McaxauHH "

HAPYUICHHA _

Hapywmenns na | rnasoSonue’* | napecresmns® nosMHeBpbnaTy F R o

HEpBHATA , 3aMasHOCT’ , 3ary6a H'?‘, A,




CHCTCMA

naMer*

HapyLUEHHS Ha
ChHA
(BKITFOUHTENTHO
6e3cbHUE H
KOLLIMapH)?,
3aMasHOCT,
napecTe3us’,
MuacTtenus
rpaBHC.

Hapyuienus Ha
OYHTE

OuyHa MHMACTHHA

CobaoBn ropeu
HApYIIeHHS BBIIHK’,
XMIIEPTOHU
Pecnupatopnn, KaliMua’ KalnuMua’,
rpbAHH H aucnHes™
MeIHACTHHAJIH
H HAPYIICHHA
CroMAamHoO- 3aneK?, OUCTIENICUA”, MaHKpeaTuT anapus’,
YpeBHH raaeHe’, racTpo- NaHKpeaTHT’,
HAPYIICHHS 6onka B ezodareanHa 3anek’
Kopema’”, pedyKcHa
AnapHs’, donecT,
METEOPU3BLM® | rajieHe’,
CyXoTa B
ycrara’,
FaCTPHT
XenaTtobnnanap NOBUILIEHH HHBA | XKbJITEHHLIA, XENATHUT,
HH HADYIICHHA Ha XEnaTHT’ XoJIenuTHasa’,
YEPHOLPOOHH XOJIELIKCTHT’
TpaHCaMHHa3M’
Hapymenus Ha chpbex™, CHUHIPOM Ha
KOXKAaTa H o6pup>*, CTHUBBHC-
NOAKOXKHATA ypTHKapua’* JIKOHCBH?,
THKAH epHTEMA
MySTHROpME®,
NEKapCTBEHH
PEAKLHMH C
€03HHODHAUA U
CUCTEMHH
CHMIITOMH
(DRESS)
Hapymenus na | muanrus®? ApPTPANTHS’, MHOMNATHS apTpanrua’ HMYHHO
MYCKYJIHO- MYCKYJTHH (BKIFOUYHMTENHO MEIMHpaHa
CKEJICTHATA crnasmu’, MHO3HT)?,
CHCTEMA H GoJika BLB pabaomuonusa’,
CheIMHHTETHAT Bpata’, 60JKka | HanoaoOsBalil
a ThKaH B repba’, nynyc
MYCKY/THA CHHIPOM?,
cnabocet?, pa3kbCBaHe Ha
Gonka B MYCKYJI’




kpaiHunure® apTpaIrug’;
MHarusg>;
MuonaTHua/pabn
OMHOJIN3a’
(BHakTE Pasaen
4.4)
Hapymenun na Xemarypua’
OnbOpennre n
NHEKOYHHATE
NbLTHINA
Hapymienus na rHHEKOMACTUA?
BL3MPOH3BOIMT
eJIHATA cCHCTeMa
H rbpaaTa
O6n acTeHHA’, Dosnka B OTOK’, ACTEHHS’
HAPYIIEHAA H yMopa’ rbLPAUTE’,
epeKTH HA 6onka’,
MSACTOTO HA acTeHus*,
NnpHJIGKEHHE nepHgepeH
oTOoK*
H3caeasannsg [loBHILIEHH [ToBuiuenu
ALT w/vnnu ALT v/vnu
AST? AST’,
NOBHLIEHA
kpreHa CPK?,
NOBHILIEHA
rama-
FYTAMHJI
TpaHcdepasa’,
aOHOpPMHH
H3CEeABaHHA
Ha PyHKLHATA
Ha YepHHS
apo6’

' YecTOTaTa 1€ 3aBHCH OT HAJKYHETO WM JIMOCATA HA PUCKOBH (akTopH (KpbBHA 3axap Ha riaaHo > 5.6 mmol/L,
BMI>30kg/m?, noBMILIEHH TPUITHLIEPUAH, AHAMHESA 3a XHIIEPTOHUA) — 3@ PO3YBACTaTHH.

2 TIpodHrbT 3a HEXKENaHW PeaklMH Ha PO3YBACTATHH C€ OCHOBaBa Ha AHHUTE OT KJMHWYHH U3MUTBAHUS U 0OLLMpPEH
OMMT CNEl MYCKAHETO HA fa3apa.

> Ezetumu6 B MoHOTepanud. HexenaHuTe peakuMH ca HabmonaBaHd NMpPH NALKEHTH, TPETHPAHH ¢ e3eTHMHO
(N=2396), c no-ronsimMa 4yectoTra B cpaBHeHHe ¢ naauedbo (N=1159).

4 EseTnMuO, CbBMECTHO NMpHnarad chc cTaTHH. HexenanuTe peakuny ca HabnioJaBaHu NpH NALMEHTH ¢ €3€TUMHD,
CbBMECTHO npuiaraH ¢be ctatuH (N=11308), ¢ no-ronama vyectoTa 0T MOHOTEpANHA ¢bC CTAaTHH (N=9361).

> HOMBIHUTEHA HEXENAHU PEaKUUM KbM €3eTHMHO, ChoOLIABaHKM OT ONMUTA Clie MYCKAHETO Ha nazapa (Cbe WK 6e3
CTATHHH).

Kakro npu apyrn vuxndburopu ma HMG-CoA peaykTasa, Bb3HMKBAHETO HA HEXKEII
peakliWH 3aBUCH OT A03aTAa.




MOBEYE B JAJACH MOMEHT MO BpeMme Ha jieueHHeTo ¢ 10 W 20 mg, u B npubnusurenHo 3% oT NauveHTHUTE,
tpetrpadu ¢ 40 mg. [Ipu go3ara ot 20 mg e HabnonaBaHO HE3HAUUTENHO YBEJIHUYEHUE HA NPOMAHATA OT
NHNCBALLO HJIK MUHHUMAJTHO KOJIMYECTBO /10 +. B noBeueTo cinyyan NpoTEMHYpHATA HAMATABA WK U3UYE3Ba
CMOHTAHHO NMPHY NPOABL/KABAHE HAa TEPaIHATA.

[IpernensT Ha NAHHKUTE OT KIIMHUYHHTE U3MUTBAHUSA W ONKMTA Clle] MyCKaHe Ha fa3apa 0 AHElUHa 1aTa He
COYM MNPHYHHHO-CIIEJCTBEHA BpPb3KAa MEXXAY NPOTEHHYPHATA U OCTPO WM MPOrpecHBHO OBLOpeqHO
3ab0/1aBaHe.

[Ipy TpeTHpaHHu Cc pO3YBACTAaTHH NAaULMEHTH € HabmiogapaHa XeMaTypusA, KaTo AAHHUTE OT KIHHHYHHTE
U3NHUTBAHHA NOKA3BAT, Y€ YECTOTATA HA Bb3HUKBAHE € HUCKA.

Eghexmu svpxy cxeremnume mycxyau. Ilpu TpeTupany ¢ po3yBacTaTHH NALMEHTH C BCHUKU AO3H H NO-
KOHKPETHO ¢ A03H oT >20 mg ca c¢bobuiaBaHd €(EeKTH BBPXY CKEJIETHUTE MYCKYJH, KaTO MHanrug,
MHOMaTHA (BKIIOYHUTEIHO MHO3MT) W B pedKkH ciaydau pabSaomuonu3a c¢b¢ M 0e3 octpa O6bOpeuHa
HEAOCTATLYHOCT.

[Ipu npuemalluTe po3yBacTaTHH MALMEHTH € HaONIoJaBaHO CRBP3AHO C 03aTa MOBHLLICHHE HA HUBATA HA
CK. Ilopeyero cayyau ca nekd, acCHMITOMaTHYHM U BpeMeHHHU. Axo HHMBAara Ha CK ca noBuweHw
(>5xULN), nedenuero Tpadea aa Ovae npeycraHoseHo (BuxTe Paznen 4.4).

Egexmu evpxy uepnua opot: Kakto npu apyru unxuburopu Ha HMG-CoA peaykrasara, npu Majisk Opoi
MpUeMailld po3yBacTaTHH MaLMEHTH € HabmoaaBaHO CRBP3aHO ¢ 103aTa NOBHIIEHWE H3 TPAHCAMUHAIUTE.
[loBeueTo cnyyau ca NeKH, aCHMNTOMATHYHH U NIPEXOIHM.

Creonume neoicenaru cvbumus ca co0bUjeHU NPU HAKOU CIMAMUHU.
. CekcyanHa fuChYHKLUHA.

* CbobLueHH ca pelkH ciyyaud Ha MHTepCcTHLUMAMHA DenoapobHa bonect, ocobeHo npu ABArocpouHa
tepanusa (Buxte Pazgen 4.4).

YecToTata Ha chobliaBaHe Ha pabaoMUOAH3a, cepHO3HH 0BOpeuHH cbOUTHA U CEPHO3HU YepHOAPOOHY
CHLOMTHSA (CBHCTOSAUIM C€ NPEAUMHO OT MOBHILEHW HHBA HA YepHOAPOOHM TpaHCAMUHA3K) € NO-BUCOKA [PH
no3ara ot 40 mg po3yBacTaTuH.

Habopamopru cmounocmu
B KOHTpOAUpaHH KIHMHUYHH K3NMUTBAHUA ¢ MOHOTEPAINHA YECTOTaTa HA Bb3HHKBAHE Ha KIIMHHYHO BaXKHH

NOBHLLIEHHA Ha cepyMHHUTe TpaHcamMHuHazu (ALT w/unn AST >3xULN, nocnenopaTenHo) € ¢XoaHa MExAY
e3eTUMHUb (0,5%) 1 nnauebdo (0,3%). B u3nureavus cb¢ CbBMECTHO NPUIOKEHHUE UECTOTATA HA Bb3HHUKBAHE
e 1,3% npu naumeHTH, KOMTO ca TPeTUPaHH C €3eTHMHO, CBBMECTHO NMpuaaraH ¢be ¢taTH, U 0,4% npu
[IALIKEHTH, KOUTO €A TPETHPAHU CbC CTATHH KATO MOHOTeparnud. Te3d noBuileHUus OOMKHOBEHO ca
aCHMIMTOMATUUHH, HE Ca CBBP3aHH C XOJiecTa3za W CTOMHOCTMTE ce BbpHaxa A0 0a3z0BOTO HHUBO cnej
NMpeycTaHOBABAHE HA TEpanUATa WIH MPU NpoabikaBaHe Ha nedeHHeTo (BHxKTe Pasnen 4.4).

B kauHuuHy usnutsaHus CPK ot >10xULN 6ewe cvobwueHa npu 4 ot 1674 (0,2%) nauneHTH, KOWTO ca
noaydagaiy €3eTuMud Kato MonoTtepanus, crnpsamo npu | ot 786 (0,1%) nauueHTH, KOMTO ca NOJyYaBaIH
nnauebo, n npu 1 or 917 (0,1%) naumeHTH, KOMTO ca MONYYABAIH €3€THMHO CHBMECTHO
cnpamo 4 ot 929 (0,4%) nauueHTH, KoWTO ca nojay4asanu camo ctaThH, Hama nos
MHONATHA WKW padOOMHKONIN3a, KOATO Aa € acoLMHpaHa ¢ €3¢TUMHO B cpaBHEH
KOHTPOJIHO paMmo {rnauedo Unu CTaTuH KaTo MoHOoTepanua) (Bukte Pazaen 4.4).

[leduampuuna nonyarayus
besonacHocTTa U eguKacHocTTa HA Peduagopo npu aeua Ha Bb3pacT noa 18 ro



YCTaHOBEHHU (BUxKTe Pasnen 5.1).

Po3yBacTaTHH:
[loBHLIEHH HHBA Ha KpeaTUH KMHa3a > 1 0xXULN 1 MYCKYJTHH CUMIITOMH clel YIpaKHEHKHE WK NOBUILEHA

dH3HYecKa JEHHOCT ca HabMoaaBaHU NO-4EeCTO B 52-CeAMHYUYHO KIHHUYHO M3MHUTBAaHE ¢ Jela U IOHOLLIH B
CpaBHEHHE C Bb3pacTHH. B aApyru oTHoweHHA NpodUILT Ha 6€30NaCHOCT Ha PO3yBaCcTaTHH € CXOAEH [pU
J€ela H FOHOWMK B CPaBHEHHE C Bb3PaCTHH.

Ezerumud:

B u3nuTBaHe, KOETO BKNIOYBALLE NEIHATPUYHH MTALKEHTH (HA BB3pacT OT 6 10 1) roanHH) ¢ XeTepo3HMroTHa
caMUJIHA KNH HENo3HaTa xunepxonecreponemus (n=138), nopniwenus Ha ALT w/unu AST (33xULN,
nocneaosarenHo) 6axa Habnwaaeanu npy 1,1% (1 mauueHT) OT NALUMEHTHTE C €3€TUMHUO B CpaBHEHHE C
npya 0% B rpynata ¢ mnauebo. Hamawe nosuuwenns Ha CPK (Z10xULN). Hama ¢bobienn cnyuaun 3a
MUOMATUA.

B oraenHo n3nHMTBaHE, BKIIOYBALLMO [MMAUMEHTH Ha loHouwecka Bb3pacT (ot 10 mo 17 roauuu) c
XeTepO3UroTHa pamMuiHa

xunepxosiecreponeMus (n=248), nopdwiena Ha ALT w/unun AST (23xULN, nocneposarenHo) Oaxa
HabnozapaHu NpH 3% (4 naluMeHTH) OT NALIMEHTHTE ¢ €3€TUMHO/CHMBACTATHH B cpaBHEeHHE ¢ NpH 2% (2
MallHEHTH) B rpynara CbC CHMBACTATHH KaTO MOHOTEpariid; Te3H Ykcia ca cboTBeTHO 2% (2 nauueHTH) H
0% 3a nosuwienusaTa Ha CPK (> 10xULN). Hama cbvobuenu cnyydan 3a muonatua. Te3n H3NUTBaHMAS He ca
NOAXOQALIM 34 CPABHECHUE HA PEAKU HEXKEJIaHH JEKapCTBEHH peaKkLiiM.

CbobliaBaHe Ha NOJAQ3IHPAHM HEXENAHW PEAKLIUH

CrobuiaBaHeTO Ha MOJO3HPAHH HEXKeJTaHH peakLHu cliel pa3pelllaBaHe 3a ynoTpeba Ha nekapcTBeHHUA
NPOOYKT € BaXKHO. ToBa MO3BONAABA A3 NMPOALIKA HAONIOAEHHETO HA CHOTHOLLEHHETO MOJI3a/PUCK 34
JNeKapcTBEHMs MpoaAyKT. OT MEAULIMHCKUTE CTIELIMANTUCTH CE W3KUCKBA Aa ChoOLIaBaT BCAKa MOA03HpaHa
HEXKETaHA PEaKL|s upes:

HManbaHuTenHa AreHuusa no Jlekapcreara
yi. ,,Jdaman ['pyes” Ne 8§

1303 Codus

Tes.: +35 928903417

yebcaiiT: www.bda.bg.

4.9 IIpeacaupane
B cnyyail Ha npenosvpaHe TpsaOBa na ce B3eMaT CUMIITOMATHYHHU U NOATBPXALLY MEPKH.

Ezemumub

B K1HHUYHK U3NHTBAHHS NMPUNOKEHUETO Ha e3eTUMHO, 50 mg/aeH, npu 15 34paBH y4acTHHLM 3a NEPUOL
10 14 auu, unu 40 mg/ned npy 18 nauMeHTH ¢ NbPBHYHA XUNEPXOJIECTEPONEMHSA 3a NIEPHO A0 56 AHM,
oOMKHOBeHO Oeine nobpe noHocumo. [Ipu kKUBOTHU He ¢ HabniogaBaHa TOKCHYHOCT CJieAd €AUHWYHMH

JloxnaaBaHd ca HAKONKO ciaydas Ha MPEao3UpaHe ¢ €3¢TUMHUO: MOBEYETO HE Ca CBb
nocneacTeus. CroOIIEHHTE He)KENaHH NMOCIEACTBHS HE €A CEPUO3HH.

Po3yeacmamun
OyHkuuaTa Ha vyepHus apod u Hupara Ha CK TpsbOea ga GbaaT noa HabnoaeHKeE.
XeMOaHaau3ata Jia € oT noisa.



5. GOAPMAKOJOI'MYHU CBOUCTBA

3.1 PapMaKoAHHAMHYHH CBOHicTBRA

dapmakoTepanesTHdHa rpyna: Moanduumpaliy nunuauTe cpeacTtBa, KomMOMHAUMKM; HHXHUOWTOpPH Ha
HMG CoA penykrasza B KOMOMHAUKHA ¢ APYrHM MOAW(MHUMPALLM NUITKINWTE CPEACTBA; PO3YyBaCTaTHH H

e3eTUMHO
ATC kom: C10BAO6

MexaHu3bM Ha NAEHCTBHE

Peprnoopo cbabpka €3eTHMUO W pO3YBACTATHH, ABE MOHWXKARALUHY JIHNHANWTE CbEAHHEHHA C NONBJIBALIH CE
MEeXaHHW3MH Ha Jeiicteue. Peduaopo Hamanspa noBuuieHHs obw xonecrepon (odbw-C), LDL-C,
anonunonporerdH B (Apo B), tpurnnuepuav (TT) u nHNONPOTEHHOBUA XOAECTEPON ¢ HEBHCOKA NUIBTHOCT
(He-HDL-C) u ¢blo Taka NoBMILABA JIMNONPOTEHHOBHA Xonectepon ¢ Bucoka ieTHocT (HDL-C) upes

INBOIHO HHXHOHpaHE Ha abcopOuMATA H CHHTE3a Ha XoJiecTepona.

Poszyeacmamun

MexaHu3bM Ha NeHCTBHE
Po3yBacTaTHH € CeNEeKTHUBEH M KOHKYpeHTeH MHXUOUTOp Ha HMG-COA peaykrasata — orpaHH4aBalllUaT

CKOpOCTTa €H3HM, KOWTO NMpEeBpbiia 3-XHAPOKCH-3-METHIIFNYTApUIT KOCH3UM A B MEBAJIOHAT — NPEKYPCOp
Ha XosecTeposia. OCHOBHOTO MACTO Ha ACHCTBHE HA PO3YBACTATHH € UepHUA Apo0 — LENCBHAT OPraH 3a
MOHWI)KaBaHE Ha XOJECTEPOa.

PosysacratuH nosuiwasa Oposa vepHoapoOHH LDL peuenTopu Ha kieTbyHaTa NOBLPXHOCT, YBEJIHYABA
noeMaHeTo Ha katabonuima Ha LDL v uuxubupa yeproapodbHus cuHres Ha VLDL, kaTo no T1o3u Ha4uH
Hamansasa oowug opoii VLDL u LDL bacTHum.

dapmakoaMHAMHYHU €DEKTH

PosyBactatiH HamansBa nosuuleHus LDL-xonecrepon, obwus xonectepon M TPUIJIHUEPHAWTE H
nosuinaea HDL-xonectepona. To# cbuwio taka Hamansea ApoB, ne-HDL-C, VLDL-C, VLDL-TG wu
nosuinara ApoA-I (Bmxre Tabnuna 2). PozyBacraTuH ote HamansBa cvoTHoweHusTa Ha LDL-C/HDL-C,
obuiua C/HDL-C u ne-HDL-C/HDL-C n ApoB/ApoA-I.

Taboanua 2: OTropop KbM A03aTA PH NANHCHETH ¢ TLPBHYHA XHNEpXxoaecTepoaemus (THH 11a n 11b)
(kopurapaHa cpeIHa NPOUEHTHA NPOMAHA OT 0A30BOTO HHBO)

Jo3a N LDL-C O6ow-C HDL-C TG He-HDL-C | ApoB | ApoA-l
[lnanebo 13 -7 -5 3 -3 -7 -3 0
3 mg 17 -45 -33 I3 -35 -44 -38 4
10 mg 17 -52 -36 14 -10 -48 -42 4
. 20 mg 17 -55 -40 8 -23 -51 -46 5
. 40 mg 18 -63 -46 10 -28 -60 -54 0

TepanesruueH edekt ce moay4aBa AO0 | ceaAMHUa cnel 3arMoyBaHe Ha Jiede
MaKCHUMAJTHUA OTTOBOP CE€ MOCTHUTAT A0 2 ceAMHLM. MaKCUMaTHHAT OTTOBOp OOH
CEAMHLIH U C€ MOAAbPAKA Cliea TOBA.

Ezemumud




MexaHH3bM Ha JEHCTBUE

EzerhMHO € HOB Kiac NMOHWXKABAILK JHNHAUTE CHEIUHEHHUS, KOMTO CENEKTHUBHO MHXMOHpaT 4peBHaTa
abcopOLMg Ha XonecTepona u CEbP3aHUTE PaCTHUTENHH CTEepoid. E3eTHMHUO e nepopaiHO aKTUBEH W UMa
MEXAHW3IBM Ha JEHCTBHE, KOHTO C€ pa3iMyaBa OT APYIUTe KIAaCOBE MOHMKABAIUM XONECTEPOIIA CheAHHEHHS
(Hanp. CTaTWHW, CEKBECTPAHTH HA KIbYHATA KHUCEJIMHA [cMonK], AepuBaTH Ha (GUOPUHOBA KHCENWHA W
PACTUTEHU CTaHOMU), MonekyaapHaTa uen Ha e3etumubd e crepondua tpancnoprep, Niemann-Pick Cl-
Like 1 (NPCIL1), xo#To oTroBaps 3a upeBHOTO IOEMAHE HA XONECTEPOJIa U PUTOCTEPOIIUTE.

EzetuMub ce nokanu3supa B YETKOBMAHATA IPaHMLIA HA THHKUTE uepBa M MHxubuUpa abcopbumara Ha
X0necTeposia, KOeTo BOAU A0 HAMAJIIBAHE Ha NOCTABAHETO HA UPEBEH XONecTepon A0 uepHus aApob;
CTATUHWTE HAMaNABaT CHHTE3a Ha XONecTeposia B 4YepHus apod M 3aeAHO Te3u OTAENHHW MEeXaHU3MH
OCHIypABaT AOMBLIBALIO C€ HaMmanaBaHe Ha xoyecteposa. B 2-ceAMHMUYHO KIMHHYHO W3nUTBaHe ¢ 18
MALUEHTH ¢ XHMNEPXOAECTEpoIeMUa €3eTHMHO HHXUOHpa upepHaTa abcopbums Ha xonecrepon ¢ 54% B
cpaBHeHHe ¢ rutauebo.

dapmaxoanHaMHYHKU edeKTH

bellle HanpaBeHa cepus NPEeIKITHHHUYHYA M3TTHTBAHUL, 32 1A C€ ONPEeIeay CEJIEKTUBHOCTTA Ha €3eTUMHO 3a
HHXUOUpaHe Ha abcopObuusaTa Ha xonecrepon. Ezetumub nnxubupa abcopbumara Ha {14C]-xonecrepon be3
edexT BbpXy abcopbumusATa Ha TPUrIMUEPHAH, MACTHH KHCEJIMHH, MJTbUHHM KHCEIHHH, TNPOTreCTEpOH,
€THHHWI eCTPaaHoN WIN MaCTHOPA3TBOPUMH BUTAMHHH A U D.

EnuaeMHONOrHYHH U3NHTBAHKWA YCTAHOBHXa, Y€ CBPACYHO-CbHAOBaTa 3abONEBaeMOCT W CMDBPTHOCT
BapUpaT npasonponopuUMUOHaIHO cripAMo HUBOTO Ha 0011-C v LDL-C y obpaTHONponopunoHanro capamo
HuBoTo Ha HDL-C. [Ipunoxenuero Ha e3eTUMHUO CbC CTAaTHH € eEeKTURHO 33 HAMAJIABAHE HAP MCKA OT
CbPACYHO-CBAOBH CHOUTHSE NPH NALMEHTH C aHAMHE3a 3a KopoHapHa 6onecT Ha chpueTo  OKC.,

Kombunayus om posysacmamun/ezemumubd

KnunuyHa edMKacHOCT

B 6-ceaAMHYHO, paHAOMHW3UPAHO, ABOHHO-CIIANO, NAPANCIHO-IPYNOBO KIIMHHYHO U3NKUTBAHE (M3NHTBAHETO
ACTE) 6sxa oueHeHH OezonacHoctTa M epukacHOCTTa Ha e3eTuMub (10 mg) xaro OONMBIHEHHE KbM
cTrabuiHa Tepanus ¢ po3yBacTaTHH CNpAMO YBEJIMYaBaHE Ha Ao03aTta po3yBacTaTrul ot 5 Ha 10 mg unm ot
10 sa 20 mg (n=440). CeBKynHUTE OJaHHW AEMOHCTPHUPAT, Y€ €3eTUMUO KaTo JAOMbLJIHEHHE KbM cTabWIIHA
no3a po3yBactaTHH oT 3 mg uau 10 mg namanasa LDL xonecrepona ¢ 21%. B xoHTpacT Ha TOBAa,
yABOABAHETO Ha A03aTa po3yBactaTvH Ha 10 mg wnu 20 mg Hamansasa LDL xonecrepona c 5,7% (pa3nuka
Mexay rpynute ot 15,2%, p <0,001).

MuauBuayanHo, e3etdmMubd muroc posysacratud 5 mg Hamanasa LDL  xonectepona noseue o7
posyBacTatuH 10 mg (12,3% paznuka, p <0,001), nokaro ezeTumMud nmoc poszyeacratiH 10 mg HaMmaisBa
LDL xonecrepona noseue ot posysacratiH 20 mg (17,5% paznuka, p <0,001).

beiue npoektHpano 6-ceaMHUHO, paHaAoMH3UpaHo u3nuTBaHe (u3nuTBaHeTo EXPLORER) 3a npoyuBaHe
Ha e(pUKacHOCTTa M Oe3onacHOCTTa Ha po3yBacTathH 40 mg caMOCTOATENHO WM B KOMOHWHALMA ¢
e3etuMud 10 mg npu mauueHTH, KOUTO ca M3NOXKEHW HA BUCOK PUCK OT mpouapﬂa bogect Ha capueTo
(n=469). 3Ha4YMTECIIHO ITOBEUE NALMEHTH, KOWTO MNOJydvaBaT pUE}’B&CT&THH/&
MOHOTEpanKs OT pPO3YBACTATHH, Ca MOCTUrHaIM cBoATa uen 3a ATP III LDL
94,0% cnpamo 79,1%, p <0,001). Pozysacratunr 40 mg Oewue eeKTHBEH 3a NC :
NUNKHAECH MPO(W/I B Ta3H BHCOKOPHCKOBA NOMYIaLHA.

-.
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B paHaoMH3UpaHO, OTKPHTO, 12-CeAMMYHO M3NHUTBaHE (M3NHTBAHETO GRAV
HamManaBaHe Ha LDL sBB Bcako pamo 3a seucHue (posyeacratuH 10 mg
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posypactatuH 20 mg/esetumud 10 mg, cumpactatun 40/ezetumud 10 mg, cumpactarun 80/ezeTimund 10
mg) (n=833). Hamanenuero ot 6a30B0TO HUBO NpH KOMOMHALUMMTE C HUCKA 1032 pO3yBacTaTHH Oelle
59,7%, CBLILECTBEHO NO-TONAAMO OT KOMOUHALMMTE ¢ HMCKA [03a CHUMBACTaTHH, KoeTo Oewle 35,2%
(p<0,05). JleueHuneTo ¢ koMGHHaUKATA C BUCOKA A03a po3yBacTaTdH Hamanu LDL xonecrepona ¢ 63,5% B
cpaBHeHHE ¢ HamMalieHue oT 57,4% ¢ koMOuHauHATa ¢ BUCOKa 103a cUMBacTaTHH (p<0,001).

[leanaTpuyna nonynauug

EBporneiickara areHLya o NeKapcTBaTa OTMEHH 3a1b/DKEHHETO Ad NPEACTABS pe3yNTaTHTE OT U3NHTBAHHA
¢ Pedugopo npu BCcUYKkM noaHaObOpH Ha neaMaTpUYHATa MNOMyJIALMA TPU JIEUEHHUETO HA [(MOBHLUEH
xonecrepon (suxTte Pasaen 4.2 3a uHpopmaLiUs OTHOCHO NeaUaTpuuHa ynorpeda).

5.2 PapMaAKOKHHETHYHH CBOHCTBA

KGMﬁHHHpﬂH&' mepanui ¢ pozysacmamin u ezemumMud

EanoBspeMenHaTta ynotpeba Ha 10 mg posysacTtaTtid 1 10 mg ezetumMnO BoaM 00 1,2 NbTH YBENHYEHHUE HA
AUC Ha po3yBacTaTMH NpH Y4YaCTHULM C XunepxonecreponeMua. He Moxe na ce M3KIO4YM
(apMaKoaHHAMHYHO B3aMMOREHCTBHE, BbB BPB3Ka C HEXENAHHU e(PeKTH, MY PO3YBAaCTATHH H €3€THMHO.

Pozysacmamun
A6copbusa: MakcuManHuTe niasMeHH KOHLUEHTPALMH HA pO3YBACTATHH C€ NOCTUraT NPUOAUIUTENIHO 5
yaca cjiell NepopanHoOTO NpuiokKeHHe. AOconoTHaTa OUOHANMYHOCT € npubauanTenHo 20%.

PaznpocTpaneHue: PozyBactaTH ce abcopbupa npeAUMHO OT uepHus Apob, KOHTO € OCHOBHOTO MACTO Ha
cuHTres Ha xonectepon M LDL-C knupsHe. O6eMbT Ha pa3npOCTPAHEHMETO HA PO3YBACTATHH € OKOJIO 134
L. [Tpubnuzurenno 90% or po3yBacTaTuH ¢e CBbP3Ba ¢ IJIA3MEHUTE NPOTEHHU, Hal-Beve anOyMHH.

buorpanchopmauus: PosysactaTni npeMuHaBa npes orpaddueH Metabonussm (npudbnuszurenno 10%). In
Vifro W3NHUTBAHUA Ha MeTabonu3Ma, NPU KOWTO Ca H3NON3BAHM YOBEWKH XEMATOLMTH, TMOCOYBAT, UE
pO3yBacTaTHH € ol cyberpar 3a Oasupad Ha uuToxpoMm P450 metabonuzbsm. CYP2CY bewne 0OCHOBHAAT

yuyacTBail H30€H3UM, kato 2C19, 3A4 u 2D6 yuacTraxa B no-manka creneH. OCHOBHHUTE HACHTU(PHLIMPAHH
MeTaboNUTH ca N-gecMeTun- U nakToH MeTabonuti. N-necmetun MetabonutsT € ¢ nprdnusntenHo 50%

MO-MalKo AKTHBEH OT pO3YBACTATHH, AOKATO JAKTOHHAaTa PopMa ce CUMTA 32 KJIMHHUHO HEAKTHBHA.
PosysactatuH npeacrasnssa Hag 90% ot axTuBHOCTTAZ Ha uupkynupauiwa uHxudurop Ha HMG-CoA
pelyKTa3ara.

Enumunupane: Ipubnuzurenvo 90% ot nosara posyBacratuH ce oTaens 0e3 mpoMsHa ¢ (EKATHHTE
(cheTodtua ce ot abcopbupaHo U HeabcopOUMpaHO AKTHBHO BELUECTBO), JOKATO OCTAHANATA YACT C€ OTAE/A
¢ ypuHara. Okono 5% ce otaens Oe3 npomana ¢ ypuHara. [lepHoasT Ha nmoaypasnaz 3a Mia3MeHo
eJIMMHHHUpaHe € okoJio 19 yaca. [lepuoasT Ha nmomypasnan 3a €IMMUHHpPAHE HE CE YBEAWYaBa NPH NO-
BUCOKMTE N03H. [ €OMETPHYHHAT CpeacH I1a3MeH KNHPbHC € npubauzutendo 50 nurpa/yac (koedpHUHEHT
Ha Bapuauus 21,7%).

Kakro npn ocrananure uHxuOutopu Ha HMG-CoA penykrazara, uepHOApOOHOTO TIOEMaHe Ha
po3dyBacTaTHH BKIO4YBa MemOpaHHua TpaHcnoprep OATP-C. To3u TpaHcmopTep € BaKeH 3a
YEPHOAPOOHOTO €TMMUHHPAHE HA PO3YBACTATHH,

JInHeHHOCT: CHCTEMHATA EKCIIO3HUMA KbM PO3YBaCTATHH CE NOBUILLIaBa MPOTIOPLIHOME
NMPOMEHH HA (PAPMAKOKUHETHYHUTE NApAMETPH CJiel MHOTOKPAaTHH JHEBHU J0O3H.

CrneuyanHy nonynaiuu




XUIIEPXONECTEPOIEMUA U3MICKAAT CXOAHU HA WIHM MO-HUCKH HA Ta3H MPH BB3PACTHH TMNALKEHTH ¢
aucnrnuaemus (sukre L Jleauarpuuka nomynauua” no-gony).

Paca: GapMakOKMHETHHHHTE M3MUTBAHUA NMOKA3BaT NPUOIU3UTENHO 2-KpaTHO NOBUIUEHHE Ha CpeaHAaTa
AUC M Cmax MpH YYACTHHULHK OT a3MATCKU NPOM3XOA (SANOHUM, KHTAWUM, QUIMIMHHUMK, BHETHAMUH H
KopeiiliM) B CpaBHEHHE C XOpa OT KaBKa3KH MPOM3X0A; XOpara OT a3HaTCKO-HHIAUKCKH MPOU3X0/ NOoKa3Bar
npubausutenno 1,3-kpatHo noeuiieHrne Ha cpegHata AUC 1 Cmax.

[NonynaumuoHeH ¢apMaKOKWHETHUYEH aHANU3 HE pPa3Kpu HUKAKBH KIMHHYHO 3HAUYUMH pa3fiHKH MpH
¢dhapMaKOKMHETHKATA MEXIY XOpaTa OT KaBKA3KH U aQpUKAHCKH NPOH3XOL.

Yapeowcoane na 6xopeyume: B nanuteaHe ¢ y4acTHULH C pa3jiMuHa cTerneH Ha ObOpeyHM yBpeKIaHMs,
NEKOTO A0 yMepeHOo ObOpeuHo 3abodBaHe HAMA BAWAHUE BbLPXY [Ma3MeHaTa KOHUEHTpauus Ha
PO3YBAaCTaTHH WIH BbpXY N-aecMeTUNHNA MeTabonuT. YuacTHULH ¢ Texkko yBpexaade (CrCl <30 ml/mun)
HMaxa 3-KpaTKO YBREJIMUEHHE Ha NIa3MEHATa KOHLUEHTPAuUs M 9-KpaTHO yBEJTHYEHHE HA KOHLEHTPaLIUATA
Ha N-necMeTUIHUA MeTaboUT B CpaBHEHHE ChC 3APaBH ACOPOBONLM.

CtabunHuTe MNa3MEHU KOHLEHTpaUMM Ha pO3yBacTaTHH NpPH YYACTHULMK, KOWTO <a FOANOXKEHH Ha
xeMoauanusia, 6axa 50% no-BUCOKHU B CpaBHEHHE ChC 3APABH YHACTHULIM.

Yeprodpobro yapedcoane: B nanuTeaHe ¢ YYaCTHULM ¢ pa3iiMyHa CTEMEH Ha YePHOAPOOHO yBpekaaHe
HAMaILE A0KA3aTE/ICTBO 3a MOBHILIEHA EKCNIO3HLMA KbM pO3yBacTaTHH NPH yHacTHHUM ¢ oueHKH no Child-
Pugh ot 7 unu no-manko. Bvnpeku ToBa, ABaMa y4acTHULM ¢ oueHKH no Child-Pugh ot 8 u 9 noka3zaxa
MOBHILIEHUE HA CUCTEMHATA €KCIMO3ULUA OT NOHE 2 N'bTH B CPABHEHHE ¢ YYACTHHLM C IMO-HUCKH OLICHKH MO
Child-Pugh.

HsiMa onuT ¢ y4acTHHLM ¢ oueHkH no Child-Pugh nan 9.

Ienemuunu_  nojumopguimu: Pasnpenenedvero Ha uHxuburopure Ha HMG-CoA penykrasara,
BKIIOUMTENHO po3lyBactatvH, Bknwusa QATPIB1 u BCRP TpaHCnopTHM NpOTEHHH, KOAHWPAHU OT
SLCOIB! ren (OATPIB1) u ABCG2 (BCRP) ren. Hakou BapuanTH Ha Te3W reHu, kato SLCOIBI
c.521CC u ABCG2 c421AA ca cBbp3aHu c npuOnu3urenHo 1,6 MbTH MNO-BUCOKA E€KCMO3WMUMA HA
posyBactaTuH (AUC) win 2,4 nmbTH no-BHCOKa €KCIO3MLUA, CHLOTBETHO, B CPABHEHHWE C [EHOTHMOBE
SLCOIBI c¢.521TT nin ABCG2 c.421CC. Ilpy nauveHTd, 3a KOUTO € H3BECTHO, Y€ HUMAT TAKHBA
reHorunose (SLCOIBI1 ¢.521CC n ABCG2 c.421AA), ce npenopbyBa No-HKMCKa AHeBHaA a03a Peduaopo.

Heduampuuna nonyrayus.

JlBe ¢apMakOKWHETHYHHM M3NUTBAHMUA C pO3yBacTaTWH (AaBaH noa ¢opmara Ha TabneTkud) npwu
neagHaTPUYHH MALMEHTH C XeTepO3UroTHA PaMIUIHA XHIIEPXOJIeCTEPOEMHs, KOUTO 64Xxa Ha Bb3pacT 10-17
unu 6-17 rogunu (06wo 214 naumeHTH), AEMOHCTpUpAxa, Y€ EKCNO3ULMATA MPY NEAMATPHYHU NMALKEHTH
H3rnexaa CpaBHUMA UM NO-HUCKA OT Ta3y MPH Bb3PACTHU NMAUHEHTH. EXCOO3HLMATA KbM PO3YBACTATHH
Oelte npeaABHAKMMA NO OTHOUICHHE HAa A03aTa H BPEMETO 3a NEPHOI OT 2 TOAHHH.

Ezemumut

Abcopbumsa: Cnen nepopaiHo npUAoKEeHHEe €3¢THMHO OBp30 ce abcopbupa M B ronsMa CTerneH ce
KOHIOTHpa 40 (PapMaKoJOTHYHO aKTHBEH (eHONBEH INIOKYpoHUI {e3eTUMHO-rmokyponna). Cpeanure
MaKCUMa/HH [U1a3MeHH KOHUEHTPaUMH (Cmax) Bb3HHKBAT B paMKMTe Ha | a0 2 uvaca 3a e3eTUMHO-

cpena.
ETHOBPEeMEHHOTO MpHEMaHe HAa xpaHa (DoraTu Ha Ma3HHHU XPaHH HIIH 00E3M




HOBCHIKHUTC IUTIa3MCHH NIPOTCHHH.

buorpancdopmaumnsa: Ezetumub ce Merabosnszupa OCHOBHO B TBHKUTE 4YepBa M 4YepHUA Apod upes
MTIOKYPOHUAHA KOHKorauug (peakums ot ¢asa ll) ¢ nocnenpaa xxnsuHa ekckpeuys. [Ipyu Becuuku oueHeHn
BHAOBe € HalmogaBaH MUHHMMANEH OKCHAAaTHBeH MeTabonu3zbM (peakums ot daza I). Ezetumub n
€3eTHMHO-TMIOKYPOHU €A OCHOBHHTE MPOM3BOAHM OT JIEKAPCTBOTO ChEAWHEHUA, KOUTO C€ OTKPMBAT B
[1a3sMaTa, NpeacTaBaAsBaiky crOoTBETHO MpHOnusuTenHo 10 no 20% u 80 no 90% ot obuioTo AeKapcTBO B
nnasmara. Kakro e3eTMMu0, Taka B e3eTMMHO-rIoKypoHHA 6aBHO ce eJIMMUHHpPAT OT MJlazMara, KaTo Uma
NaHHHU 3a 3HAYHMO EHTEPOXENAaTH4YHO peuuKanpaHe. [lepuoabT Ha nonypasnazn 3a e3eTUMUO 1 e3eTUMHUO-
rMIOKYPOHUA € npubausurento 22 yaca.

Eaumunupane: Cnea nepopaliHoTo NpuiokeHne Ha 14C-e3etuMuO (20 mg) npH 4YOBELIKH Y4HaCTHHLH,
o0MAT e3eTUMHO npeacraensBa npubnusuTenHo 93% ot obiwara paaHOAKTHUBHOCT B IU1a3MaTa.
[Ipubnuszutenno 78% u 11% ot npunoxeHaTa palHOaKTUBHOCT C€ OTKPHUBA CHOTBETHO BLB (peKATHUTE M
ypuHaTta npe3 |10-aHeseH nepuoa. Cnea 48 vyaca HAMaA OTKpUBAEMM HHBA HA paJIMOAKTUBHOCT B N1a3Mara.

CrneuyanHH nonyaaluu

Bv3pacm u non: InasMeHHUTe KOHUEHTpaUKUH 3a 001l €3¢TUMHUO Ca OKONO 2 NBbTH MO-BUCOKH NPH 1HLA B
HanpeaHana BB3pacT (=65 roguHy) cripamo npy miaagM (ot 18 no 45 rogunu). Hamangsanero Ha LDL-C ¢
NpoPUNBLT Ha OE30MACHOCT ¢a CPABHUMH MEXAY TPETHPAHMTE ¢ €3eTUMHO ydacTHHLM B HanpegHaia
BB3pPacT U MJaad yyacTHWUHM. [lopaan ToBa He € HEODXOAMMO KOpMriMpaHe Ha [03aTta NpH TE3W B
HafnpeaHana Bb3pacT. [ LnazMeHuTe KoHLeHTpaUmy 3a o0l e3¢ TUMHUO ca IeKO NMO-BUCOKH (C NPUONHIUTENHO
20%) npu >xeHH, OTKOAKOTO npu Mbxke. Hamanasanwero Ha LLDL-C u npodunst Ha 6e3onacHocT ca
CPaBHHMH MEXAY TPETHUPAHHMTE C €3€TUMHO Mbake H KeHHM. [Topaau ToBa HE € HEOOXOIMMO KOPUIrHpaHE Ha
J03aTa Bb3 OCHOB& Ha nmona.

Yapeocoane na 6vbpeyume. Cnen eanuuda 1o3a ot 10 mg e3eTuMub npu nauyeHTH ¢ Texko 61L6peuHo
sabonasaye (n=8; cpeact CrCl <30 mi/mun/1,73m?), cpeanara AUC 3a 061us e3eTiMu6 Geuie nosHILEHa
¢ npubnu3nTenHo 1,5 nbTH B cpaBHEHUE CbC 3/ApaBUTe yuyacTHHUM (n=9). To3u pe3yntar He ce cuura 3a
KNMHHYHO 3HauuM. He e HeobxoaumMo kopurupane Ha 103aTa 3a nauMeHTH ¢ 6b0peyHH yBpexxaaHus.

JonbaHHATENEH NAUKWEHT B TOBA U3NUTBaHe (kOHTO Gelne cnea 6bOpeuHa TpaHCIIaHTALMA U NOdy4YaBall
MHOXECTBO JIEKAPCTBA, B T.4. LUHKJIOCNOPHUH) NOAYYH 12 MbTH NO-rofaMa eKCno3uiMg KuM o011 e3eTHMHO.

Yeprnoopobro yapesicoane. Cnea enaHU4Ha go3a ot [0 mg esetumud cpeanara AUC 3a o6t ezeTumMud
Oelue nosuileHa ¢ 0koo 1,7 mMbTH NpU NaLMEHTH ¢ JieKa YepHOAPOOHA HEAOCTATHHHOCT (OLEHKA MO 5 Uy
6 no Child Pugh) B cpaBHeHMe cbe 3apasu yyacTHULM. B 14-aHeBHO w3nWTBaHe ¢ MHOrOKpaTHH 4034 (10
mg AHEBHO) NpU NMaLUEHTH C yMepeHa uepHoapoOHa HeaocTaTbuHocT (oueHka 7 no 9 nmo Child Pugh)
cpeadata AUC 3a obuw ezerumu® berie nopuieHa npubnuzurento 4 nsti B Jled 1 u Jen 14 B cpaBHeHue
ChC 34paBH y4yacTHULUM. He ¢ HeoOXOauMO peryivpaHe Ha [03aTa NpH NaLUeHTH ¢ neKa yepHoapoOHa
HeapoctaTbyHOCT. [lopanu HemsBecTHUTE €deKTH Ha NOBULIEHATA €KCMO3ULMA KbM e3eTMMUO npw
NMaLHEHTH ¢ YMEpeHa 10 TexKa uepHoapoOHa HeaocTaTbuHocT (ouneHka >9 no Child Pugh), Peduaopo He
ce rmpenopbuBa 3a Te3K nauueHTH (BHxkTe Paznen 4.4).

lleduampuuna nonynayua: PapmMakoKMHETHKaTa Ha €3¢TMMHO € cXolHa MeXIy Aella Ha Bb3pacT > 6
rOAWHA W BB3pacTHH. HaMa HanuyHu (papMakOKHHETHYHH JaHHH NIPH NEIHATPHYH
Bb3pacT <6 roauHH. KNMHUYHUAT ONUT NPU NeJUATPUYHH NALKWEHTH W NMalHeHTH
pmiouBa nauueHT ¢ HoFH, HeFH waun cutocTeponemus.

5.3 IlpeakNHHHYHR NaHAH 34 6e30MacHOCT
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6AXa MO CLIECTBO TE3H, KOUTO OOMKHOBEHO Ca CBbP3aHH CbC CTaTUHU. HAKOH OT TokCHUHHTE edekTH Oaxa
Mo-U3pa3eHd OT HAOMIOJaBaHUTE MO BpPEME Ha MOHOTEpanMs caMoO CbhC CTaTHHH. ToBa ¢e Ab/KH Ha
hapMakKOKHHETHYHUTE U (PapMaKOIMHAMHUHUTE B3aUMOACHCTBUA B TepanuATa CbC CbBMECTHO
npuaoxeHre. B KNIHHHUHHUTE H3NUTBAHMA HAMa Bb3HWKHANTN TakiBa B3aHMOAEHCTBUAL.

Muonartyu ce HabNoAaBAT MPK MTbXOBE CaMO CJIEJ €KCMO3ULKA KbM J03H, KOUTO 64Xa HAKOJIKO IBTH N0O-
BHCOKH OT J03aTa 3a JieyeHue Ha Xopa (npubnusurenHo 20 nvti no AUC uusoto 3a cratidu W 500 mo
2000 nbTH no AUC HHBOTO 33 aKTHBHHUTE MeTabOJIHTH).

B cepus oT in vivo W in vitro aHan#3M €3eTUMUOD, KOTaTO C€ NPHEMA CaMOCTOATETHO H/IH CBBMECTHO CBbC
CTATUHU, HE MOKa3Ba reHOTOKCHUEH NoTeHuMan. TecToBeTe 3a AbJIFOCPOYHA KAHLEPOreHHOCT Ha e3€TUMHO
ca OTPHLIATEITHM,

CbBMECTHOTO NMPHIOKEHHE Ha €3eTUMHO M CTaTHHU He Oellle TepaToreHHo npu rubxose. [1pn Opemennu
3aiily ce HaOmoaaBa MaaTbK Opo# ckeneTHH AegopMaliui (CNETU TPBAHK H ONALUHH NPELLIEHH, HaMaleH
OpoH OnawHy NpeULUIeHH!).

Pozyeacmamun: [1peAKTMHHYHUTE AaHHWA HE Pa3KPHUBAT CMELKATIHMA OMACHOCTH 3a XOpaTa Bb3 OCHOBA Ha
KOHBEHL{HOHAJIHUTE M3NWTBaHUg 3a 6e30MmacHOCT M (apMakoJOrHYEH, NEHOTOKCHYEH U KaHLIEpPOreHEH
noreHuHan. He ca npaBeH#u oLIEeHKH Ha cnieunduyHH TecTose 3a edekTH BLpXy hERG. Hexenann peakuun,
KOMTO He ca HabmogaBaHH B KIHHUYHH H3NUTBAHMA, HO ca 3alesg3aHM MpH KUBOTHHU MPH HUBA HA
eKCMo3xHLUuA, noAcOHM Ha HHWBAaTa Ha KJIMHUYHA €KCNO3HUMA, Ca KakTO ClieaBa: B U3NUTBAHUA 3a
TOKCHYHOCT MPH MHOrOKpaTHa ao3a 0sxa HaOaonaBaHM XMCTOMATONIOTHYHHM UYEPHOAPOOHH NPOMEHH,
BEPOATHH JAbJDKALIM € HA GapMaKONOrUYHOTO AEHCTBHE HA PO3YBACTATHH, NPH MHULLKHU, MUTLXOBE H B MMO-
MaJlka cTeneH ¢ €PEeKTH BbPXY HIILYHHA MEXYP MpU KydeTa, HO HE M NpH MaiMyHH. B JONniHeHHE €
HabnoaaBaHa TECTHKYJIapHa TOKCHYHOCT NpH MaliMyHH M Kyde€Ta C No-BUCOKH 1034. PenpoaykTUBHaTa
TOKCHYHOCT € O4€BHHA MPH MABLXOBE, ¢ HAMANEHH pa3MEp Ha KOTHJIOTO, TEMIO U NPEKHBIEMOCT Ha
HOBOPOJEHHTE, HabnloaaBaHd ApH TOKCHYHM 3a MalKaTta 03, KbAETO CHCTEMHHTE €KCNO3ULIMM Ofxa

HAKONKO ITbTH TTO-TOJICMH OT HUBOTO 34 TEPATNEBTHYHA CKCITO3ZNLIHS.

Ezemumu6: V3nUTBaHUATA ¢ SKMBOTHMU 32 XPOHHYHA TOKCUYHOCT Ha €3¢ TUHMUO HE WACHTH(PHUMpaXa LeneBy
opraHu 3a ToOkcHuHM edekTd. IIpy Kyuera, TpeTHpaHH B NpoAb/DKEHHE HA YETUPH CEAMHUM C €3€TUMHD
(>0,03 mg/kg/neH), KOHUEHTPALIMMTE Ha XONECTEPOA B KUCTO3HATA XJ/byKa Oelile MOBHIIEHA ¢ (PaKTOp OT
2,5 no 3,5. Bbnpeku TOBa, B €JHOrOAUWLIHO HM3MUTBAHE C KyveTa, Ha KOUTO cé aaBaxa no3d ao 300
mg/kg/NHEBHO, HAMalUe HaONtoJaBaHa MOBHUILEHA 4€CTOTa HA XOJIeJINTHAa3a WNY APYrA XenaToOWinapHu
eeKTH. 3HAYEHUETO HA TE3W JIAaHHM 34 XOpa HE e M3BeCTHO. He Moxe na ce M3KITIUH NHTOTEHEH PHUCK,

KOHTO € CRbp3aH ¢ TepaneBTHYHATA ynoTpeda Ha e3eTHMUO.

Ezetumu® HaMa edekT Bbpxy PepTHIUTETA HA MBXKKH WITH KEHCKH NNBXOBE, HUTO CE YCTAaHOBH, ue €
TepaToreHeH MpPH TUTBEXOBEe WM 3aiiliM, HUTO HMmaie edekT BLPXY (PEeHATANHOT WIHW MOCTHATAIHOTO
pazBuTHe. E3eTuMub npemuHasa niaaueHrapHarta Oapuepa npd OpeMeHHH MIbXOBE W 3aHLUM, HA KOHMTO ca
napaH# MHOrokpatHu no3u ot 1000 mg/kg/neH. CbBMECTHOTO NMPHUIIOKEHUE HA €3eTHMHO C Jl0BaCTaTHH
AOBEAE A0 NETANTHH 34 11043 e(eKTH.

6. OAPMAINEBTUYHHA JAHHH

6.1 CnHCBLK HA HOMOMHHTE BEIIECTBA

Hopo na mabremrama

JlakTo3a MOHOXHMApPAT
Kpockapmenosa natpuii (E468)
[ToBrOOH

Harpues naypuncyndar (E487)
Llenyno3a, MukpokpucTanHa 102




Xunpomenosa 2910 (E464)

Cunuuues AHOKCHA, KonouaeH 6e3sogeH
Maruesuen creapat (E470b)

IToxpumue na mabaemxama

Pedunopo 5 mg/10 mg - Opadry Yellow 02F220026, cbcTodwo ce oT:
Xunpomeno3sa 2910 (E464)

Makporoa 4000 (E1521)

Tutanos guokcua (E171)

XKnar xeneszed okeua (E172)

Tanx (E553Db)
YepeeH keneseH okcua (E172)

Pedunopo 10 mg/10 mg - Opadry Beige 02F270003, cverogiuo ce or:
Xunpomenosa 2910 (E464)

TutaHoB auokcua (E171)

Kbar xenezen okcua (E172)

Makporon 4000 (E1521)

Tank (E553b)

Pedunopo 20 mg/10 mg - VIVACOAT PC-2P-308, crerosio ce oT:
Xunpomenosa 6 (E464)

Turasor auokcua (E171)

Tank (E553b)

Makporon 4000 (E1521)

Konr xenesen okcua(E172)

Pedugopo 40 mg/10 mg - Opadry White OY-L-28900, cuerodawo ce or:
JlakTo3a MOHOXUApAT
Xunpomenosa 2910 (E464)

TuranoB gquokcun (E171)
Maxkporon 4000 (E1521)

6.2 HechbBMECTHMOCTH

Henpunoxxumo.

6.3 Cpox Ha roaHoCT

3 roavHH

6.4 CnennanHy npeaAnasHi MEepKd NPH CbXPAHEHHE

To3u JNEKApCTBEH NPOAYKT HE H3NCKBA CCUHAIHH TEMIEPATYPHH YCIO0BHA HA CbXPaHCHHC.
,113, CE CbXpaHiaBa B OpPHIrHHaNHATa ONaKkoBKa, 3a a CC npcanasn oT CBETIIMHA K Bjlara.

6.5 BHa B ChbAbPXKAHEE HA ONAKOBKATA
OPA/Al/PVC//Al baxcTepy, onakoBaHH B KAPTOHEHH KYTHH.

OnakoBka oT 30 ¢unmMupaHu TabJETKH.




6.6 CrnensHa/IHH NPeANAZHE MEPKH NPHA H3XBLPJAAHE

Heu3non3BaHUAT JCKAPCTBCH MPOAYKT WIH OTNAADHHHUTC MATCPHAIIH OT HCEI'O TPHGB& Ad CC H3XBDBPJAT B
CBhOTBCTCTBHE C MECTHHUTEC M3UCKBAHNAL.

7. NIPHTEXATEJ HA PAZPEINEHHETO 3A YITIOTPEBA

Alkaloid-INT d.o.o.
Slandrova ulica 4
1231 Ljubljana-Crnuée, CnoseHus

Ten.: +386 1 300 42 90
daxc: + 386 1 300 42 91
umei: info@alkaloid.si

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Pedbunopo 5 mg/10 mg punmupanu tabnerkn Per. Ne: 20230039
Pednaopo 10 mg/10 mg punmupany tabnerku Per. No: 20230040
Pedunopo 20 mg/10 mg ¢unmupanu TabneTku Per. Ne: 20230041
Pedunopo 40 mg/10 mg punmupanu rabnerku Per. Ne: 20230042

9. HATA HA ITBbPBO PAZPEINIABAHE/TIOTHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspewiasaHe: 28.02.2023 r.
Jarta Ha nocneaHO NOAHOBABAHE:

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

12/2025




