KPATKA XAPAKTEPUCTHUKA HA [TIPOAYKTA
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2. KAYECTBEH U KOJIMMECTBEH CHCTAB

Besika punmupana Tabnetka cbabpxka 10 mg unn 20 mg atopsacTatuH (atorvastatin) KaTo
aTOpPBACTaTHH KaJIUMH (atorvastatin calcium).

[lomolLIlHM BellecTBa ¢ M3BECTHO NEHCTBHUE:
J1JaKTO3a MOHOXHMApAT U Ap.

3a NbJIHUA CMUCBK HAa MOMOLLIHUTE BELECTBA, BUKTE TO4YkKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
®unmupana tabnerka.

@®unmupanure Tadbaetku ot 10 mg u 20 mg ca 6e1H, KPbIIM M 1€KO ABOMHOW3MTbKHAIH.

4. KJIUMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKa3aHHA

XHIepxoaecTepoieMus

ATOpPHC € NMoKa3aH KaTo JOMbJIHEHHE KbM JIMETATA 3a HAMaJIIBaHE HA MOBHILIEHUTE 0011 X0JIECTEPO.I,
(001 -C), LDL-xonectepon (LDL-C), anoaunonporenH B u Tpuranuepuam npu Bb3PacTHH, FOHOLLH
M feua Haa 10-roauniuHa Bb3pacT ¢ MbpBUYHA XHIIEPXOJIECTEPOIEMHS, BKIIOUHTENHO aMuiHa
XHMEPXOIECTEPOIEMHUS (XETEPO3HIOTEH BAPHAHT), UM KOMOMHHpaHa (cMeceHa) XHNEPJHNUAEMHUS
(oTrosapsiia Ha Tun Il a u II b or knacudukauusra Ha Fredrickson), korato ebekTsT Ha queTaTa M
ApYrute HeapMaKOJIOTHYHH CPE/ICTBA € HEJOCTAThYEH.

ATOPHC € MOKa3aH CbLUO U 3a MOHKKaBaHe Ha oK Xosnectepon U LDL-C npu Bb3pacTHH ¢
XOMO3HMIOTHa (paMH/IHA XMIIEPXOJIECTEPOJIEMHS KATO JA0MbIHEHHE KbM APYrHTE METOIH 32
NOHW)KaBaHe Ha MnuauTe (Hanpumep adepesa Ha LDL) wnu B cnyyaute, koraTo Te3u mMeToau ca
HEOCTBITHH.

[IpodunakTHka Ha CbpAEYHOCHIOBO 3a00/15BaHE

[IpodunakTrika Ha CbpAECUHOCHIOBH CHOMTHS MPH BH3PACTHH MALMEHTH, NPH KOUTO € OLIEHEHO, Ue
HMaT BHCOK PHCK 3a NbPBO CbpPACYHOCHA0BO CbOUTHE (BXK. TOUKA 5.1) KATO AOMBIHEHHE KbM
KOPEKLMATA Ha IpYTH PUCKOBU (haKTOPH.

4.2 /lo3HpOBKA H HAYHH HA NPHJIOKEHHE

/103upoBKa




X0JIECTEpO/Ia AWeTa U TpOBa 1a NPOAb/XKH Ja CNa3Ba Ta3u AMETA M0 BPEME Ha JIEUEHHETO ChC
ATopHuc.

[o3ara TpsOBa 1a Obae HHAMBUAYATM3KMpaHa B 3aBUCUMOCT OT M3XoaHUTe HuBa Ha LDL-C. uenTa Ha
JIEYEHHETO U peaKkLU[aTa Ha MNaLUeHTa.

Obuuaiinara HauanHa no3a e 10 mg BeaHbk AHeBHO. Kopekuus Ha 03aTa ce u3BbpLIBa rnpe3
HHTEpBaJK OT 4 WM MOBeYe ceAMULIM. MakcumanHaTa 103a € 80 mg BeAHBXK THEBHO,

[Ivpsuyna xunepxonecmeponemus u KOMOUHUPAHA (CMECeHA) XUNEePAUNUOeMUSE
[loBeueTo mauueHTH ce noBnusABaT ycneuwHo ¢ Atopuc 10 mg BeaHbX AHEBHO. TepanesTuuen edekr
C€ 0CTHra 10 ABE CEAMULIM, a MAKCHMAJIEH TepareBTHYEH ePeKT Ce MOCTUra OOMKHOBEHO 3a 4

ceamMuuu. EdekTbT ce 3ana3Ba no BpEME Ha XPOHHUYHOTO JIEYEHHE,

Xemeposzuzomua hamuina xunepxonecmepo.iemusi

JleyeHunero Ha naunenTa Tpsa6GBa a 3anouHe ¢ Atopuc 10 mg aHeBHo. Jlo3uTe ce HHAUBHUAYATU3UpAT
M KOpUTHpaT Ha Beeku 4 ceamuuu 1o 40 mg aHesHo. Crient ToBa A03aTa Mojke 1a Obie YBEIHUESHA 10
MakcumyM 80 mg aHeBHO MM 40 mg aTopBacTaTHH €HOKPAaTHO JHEBHO M 14 CE KOMOMHHUpPAT ChC
CEKBECTPAHT Ha XUTbYHHUTE KUCETUHH,

Xomozuzomua pamunna xunepxonecmeponemus

Hannunu ca orpanuueH 6poit naHHu (Bx. Touka 5.1).

[lo3aTa Ha aTopBacTaTHH NpU NaLMEHTH C XOMO3HIOTHA (haMuIIHa XxunepxoJiecrepojiemusi € ot 10 no
80 mg aHeBHO (BX. Touka 5.1). ATOpBacTaTHH TpAGBa Aa Obe W3MO3BAH KATO AOMbIHEHHE KbM
ApYTH JIMMNA0-NOHW)KABALIH TEpaneBTU4HU cpeacTea (Hanp. LDL-adepe3a) npu Te3u naumeHTH wiu
MPpHU HEBB3MOXKHOCT 3a H3I0JI3BAHE HA TAKMBA CPE/ICTBA.

lIpogunaxmuxa na cepoeuHocv 0060 3abonasane

[1pu npoyuBanusTa 3a mMbpBUYHa NpoduIakTHKA 103aTa € 6una 10 mg nHeBHO. Moke na ca
HEOOXOIMMH MO-BUCOKHM [103H, 3a Jla ce MOAAbpKAT HuBa Ha LDL- xonectepona CIIOpE HACTOSLLMUTE
PBLKOBO/ICTBA.

bvbpeuno yspexcoane

He ce Hanara npomsiHa Ha no3ata (Bx. Touka 4.4).

Heproopobna nedocmamvunocm

ATopHC TpsaOBa 1a ce W3Mo3Ba NpeanasivBo MPH NALKMEHTH C YEPHOAPOOHO yBpeXaaHe (BXK. TOYKH
4.4 1 5.2). ATOpHC € NPOTUBOMOKA3aH MPH MALMEHTH ¢ aKTUBHO 4ePHOAPOGHO 3a60sBaHe (BX. TOUKa
4.3).

Cmapuecka ev3pacm
EdukacHocTTa M 6e30nacHOCTTa npy naumeHTy Hag 70 roamHH, MpyUeMallld NpenopbYBaHUTE 103H, Ca
CXOJIHH € Te€3HW NMpH oduiaTa nonyaaLms

Ileoumapuuna nonyrayus
Xunepxonecmeponemus.

IlpunaraHero Ha nekapcTBOTO B NeAHATPHUATA TPAGBA 1a CE U3BBPLLUBA CAMO OT CIIE




JICYEHHETO Ha IETCKaTa XHUNEPIUNHAEMHS, KAaTO NaLMEHTHTE TpAOBa na ObJaT NpeLUeHIBaHH PEIOBHO
10 OTHOLUEHHE Ha HarpeabKa Ha JICYEHHETO.

[lpn naureHTu ¢ Xetepo3urotHa GamMuiHa xunepxoecreposieMus Ha 10 ¥ noBeye roauHH
npenopw4BaHaTa CTapToBa A03a aropBactaTvH € 10 mg aHeBHO (Bxk. Touka 5.1). Jlo3ara mosxe na ce
yBeanuu 10 80 mg HEBHO, CBHIIACHO OTIrOBOpPA M NOHOCHMOCTTA. Jlo3uTe TpabBa aa ObaaTt
HHAWBHAYa/IM3HPAHH CBIIACHO MNPENnopbYMTE/IHATA L€/ Ha TepanuaTa. Kopekuuure TpsOBa na ce
HanpaBsaT Ha MHTEPBAIK OT 4 ceAMULIM MK noseye. TUTpupaHeTo Ha ao3arta 10 80 mg AHEBHO ce
NMOAKpens OT JaHHH OT MPOYUYBAHUS MPHU Bb3PACTHU U OT OrPaHHYEHH KIMHUYHHU JaHHHU OT
MpOy4BaHUA MPH JIela ¢ XeTePO3UroTHa pamuaHa xunepxosecrepoemus (Bx. Touka 4.8 u 5.1).
HMMa orpaH1yeHHn AaHHH 3a 0€30MacHOCT W e(pUKACHOCT NPH Aeua ¢ XeTepo3UroTHa pamuHa
XHMEPXO0IeCcTepoIeMHUs MeKIY 6- U 10- roauuIHa Bb3pacT, NoayYeHH OT OTBOPEHH MPOYYBAHHS.
ATOpBACTaTHH HE CE NMPENnopbYBa 3a jJeueHue Ha naumeHTH noa 10-roamuina sb3pact. Hanuuuure
JIaHHK ca OonucaHu B TOYkH 4.8, 5.1 1 5.2, HO He MOXe a1a ce HanpaBH NpenopbKa 3a 103MPOBKA.

Hpyru papmaueBTHYHH HOPMH/KOHLUEHTPALIMH MOJKE [1a ca NO-MOAXOAALLIM 3a Ta3H NOMyJaLus.
Eonospemenna ynompeoa c opyeu rexapcmeenu npooykmu

[Ipy nauMeHTH, NnpUemanM aHTUBUPYCHHUTE CPE/ICTBA 34 JiedeHHe Ha xenaTuT C, KaTo
e10acBUp/TpasonpeBHp HIIH JIETEPMOBHP 3a NpodHIaKTHKA HA LIMTOMEralOBUPYCHA HH(EKLIUS,

CbMI'BTCTBALLO C aTOPBAaCTaTHH, 103aTa Ha aTOpBacTaTHH He TpAOBa aa npeuinaBa 20 mg/neH (Bx.
TOYkH 4.4 u 4.5).

He ce npenopbuBa ynorpebaTta Ha aTopBacTaTHH NMPH NALKEHTH, MPUEMALLH JIETEPMOBHP
€IHOBPEMEHHO CbC LIMKJIOCTIOPHH (BXK. TOUKHU 4.4 u 4.5).

HayuH Ha npuJIoKEHUE

ATOpPHC € 3a NepopaiHo NpuoxeHue.Besika 1HeBHaA 103a aTOPBACTaTHH Ce /1aBa €1HOKPAaTHO JHEBHO
Mo KOETO H J1a BpEME OT AeH, CbC U1K Oe3 XpaHa.

4.3 I[IporuBONOKa3aHHUS

ATOpPHC € NMPOTUBOIOKA3aH MPH NMaLHEHTH:
- CBC CBPBXYYBCTBHTEIHOCT KbM aKTHBHOTO BELLIECTBO MJIH KbM HAKOE OT MOMOLLHHUTE BELLECTBA

Ha TO3H JIEKapCTBEH MPOAYKT, H30pOEeHH B Touka 6.1.

- C aKTMBHO 4epHOAPOOHO 3a00IBaHE TN HEM3SCHEHO MEPCHUCTHPALLO MOBULIEHHE HA
CEPYMHHTE TPAaHCAMMHA3H, HAAXBBPJIALLO 3 MbTH NOPHAaTa rPaHHULIA HA HOPMATA;

- [lo Bpeme Ha OpeMeHHOCT; 110 BpeMe Ha KbPMEHE M TMpPH JKEHH B IETEPOIHA Bb3PACT,
HenpuJjarauld CHrypHd KOHTpaLUENTHBHH CpeacTBa (BXkK. Touka 4.6);

- JlekyBaHW ¢ aHTMBUPYCHHTE CPECTBa 3a JiedeHHe Ha xenatut C riekanpeBup/nuGpeHTacBup.

4.4 CneunajHu npeaynpexieHHs H CleNHAJHH NPEANA3HH MEPKH NPH ynoTpeda

HepHOAPOOHO YBpexaaHe

Tpsa0Ba na ce HanpaBAT GyHKUHMOHAIHU Y€PHOAPOOHH M3C/IEBAHHSA NPEAHM 3aMOUYBAHE HA JIEYEHHETO M
NEPHOAMYHO ciie] ToBa. [Ipy nauneHTH, Npu KOMTO ce NOABAT Oesie3u U CHMNTOMM, NPEAnNo araluu




KOJIMYECTBA aJKOX0J W/HJIM KMAaT aHaMHe3a 3a YepHOApOOHO 3a00.19BaHeE.

[IpegoTBpaTsaBaHe Ha MHCYJIT Ype3 arpeCMBHO HaMalsiBaHE Ha HUBATa Ha xosectepona ((Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL))

Post-hoc aHanu3 Ha cyOTHNOBETE MHCYATH NpH NaUUeHTH 0e3 ucxeMuyHa donect Ha cwvpueto (UBC),
KOMTO ca OUJIM C HACKOPO MpeKapaH UHCYJT WM TpaH3uTopHa ucxemuyHa araka (TIA), e nokasan no-
BMCOKA YECTOTA HA XEMOPArM4eH HHCYJIT MpH MNaUMEHTHUTE, BKJIKOYEHH HA TEpalus ¢ aTOpBacTaTUH

80 mg cnpsamo nnauedo. [lopuwieH puck e otdess3aH NpeaAMMHO NpU NAUMEHTUTE C NPEAXOAEH
X€MOparH4yeH UHCYJT UJIH JJaKyHapeH MH(APKT MpH BKJIKOYBAHE B MPOYYBAHETO. 3a NALIMEHTUTE C
Mpeaxo/1€H XEMOparuyeH UHCYJIT WK JlakyHapeH UHDApKT, OalaHChT MEXKIY PUCKOBETE W MOJI3UTE OT
atopBacTUH 80 mg € HECHUI'YpeH U MOTEHUHATHUAT PUCK OT XEMOpArHyeH HHCYIT TpsaOBa aa Obae
BHUMATEJIHO NMPELEHEH MPEaU 3ano4BaHe Ha TepanuaTa (BxK. Touka 5.1).

[1posiBM OT CTpaHa Ha CKeJieTHaTa MYCKYJlaTypa

ATopBacTtaTHH, KakTo W aApyrure HMG-CoA-peayKkTasHu UHXHOUTOPH, B PEKH C/lyHan MOXe 1a
OKa)ke HeDJIaronpusTHO Bb3AEHCTBUE BbPXY CKeJIETHATA MYCKYJlIaTypa U a NPUYHHU MHAJITHS,
MHUO3MT U MHUOMATHs, KOUTO MOIraT Aa nporpecupar a0 padbioMH0./143a, NOTEHLHATHO
’KMBOTO3aCcTpallaBallo CbCTOAHHE, XapaKTePHU3HUPaLLO CE CbC 3HAYMUTEHO NMOBUILIEHHE HA HUBATA HA
kpeaTUHUH KMHa3a (CK) (> 10 nbTH Haa HopmaTa), MUOTTTIOOUHEMHS H MUOTJTIOOMHYPHS, KOUTO MOraT
10 aoseaar ao 6bopeyHa HeAOCTaTbYHOCT.

IIpeou reyernuemo

ATopBacTaTvH Tpa0OBa Ja ce U3Mnoja3Ba BHUMATEIHO MPH MALMEHTH ¢ Npeapa3noaraiiy GakTopu 3a

pabaomuonusa. Hueara Ha CK TpsbBa na ce uscnensar npeau 3anoyBaHe Ha JieYEHHE CbC CTATHH B

C/IEIHUTE CITYyY4au:

- bbOpeuHo yBpexknaHe;

- XHUMNOTHPEOUIHU3BM;

- AHaMmHe3a, BKJI. U CeMeHHa, 3a HACJIeACTBEHH 3a00JIIBAaHUS HA MYCKYJIMTE;

- AHaMHe3a 3a MYCKYJIHa TOKCHYHOCT OT CTaTHH WJIK (pUOpar;

- AHamHe3a 3a yepHoApoOHO 3abonsgaBaHe W/ UM ynoTpebda Ha 3HAYMUTETHU KOJIMYECTBA alIKOXO0J1,

- [lpu mauneHTH B cTapuecka Bb3pact (> 70 r.) TpsOBa aa ce uMa npeaBua HEOOXOAMMOCTTa OT
TOBa U3CJI€/IBaHE B 3aBUCHMOCT OT HAJMYMETO Ha APYry (pakTopH, npeapasnosiaralii KbM
pabaoMuonu3a,

- Korato € Bb3MOXXHO MOBHLLUABAHE HA MJIA3MEHWTE HUBA, HAMp.NPH B3aUMOJIEHCTBHUA (BXK. TOUYKA
4.5) ¥ cNeLMalHH MOMyJIaUMH, BKJI. TeHETHYHH cyOnonynauuu (Bx. Touka 5.2).

B TakuBa cuTyauum Tpa0OBa Aa ce NpeLeHH PUCKBT OT JIEYEHHETO CMNPAMO Bb3MOXKHUTE MO3H H CE
npenopb4yBa KJIMHHYHO MOHMTOPHUpPAHE.

He TpsabBa na ce 3anouBa jieueHue, ako uzxoaHute HiBa Ha CK ca 3HauuTeHO NoBUILIEHH (> 5 MbTH
Ha/l HopMara).

H3imepsane na kpeamuHuHu Kunazama

Kpearunun kuna3zara (CK) He TpsaOBa na ce u3cnenBa cien pU3HM4ecKO HaTOBAPBAHE WIIH NPH
HAJIMYUETO Ha BEPOSATHA AJITEPHATHBHA NPUYMHA 3a HEHHOTO yBeJIMYEHHE, Thi KaTo DY
Ha pe3yJiITaTUTE B TAKHMBA CJIy4aH € 3aTpyaAHeHa. AKO U3XOAHUTE CTOHWHOCTH Ha C
NOBULUEHHU (> 5 NbTH HAJ HOpMaTa), HUBaTa TpAOBa 1a ce U3cienBaT NOBTOPHO
[IHH, 3a 11a C€ MOTBBbPAAT PE3yJITaTHTE.

Ilo speme na reuernuemo




OOJIKH, KpaMITH HJIH ¢J1aDOCT, 0COOEHO KOraTo TOBa € MPUAPYKEHO ¢ HEPA3NONOKEHHE UITH
MOBHIIEHHE HA TEMMEpATypara.

- TpsdBa na ce uscnensar Huara Ha CK, ako ce nosiBAT TaKMBa CUMIITOMH 10 BPEMeE Ha
TepanuATa ¢ atopBactaTiH. HeoOX0a1umo e npekpatsiBaHe Ha TepanuaTa, aKO C€ YCTAHOBH, Y€
TE€3W HMBA Ca 3HAYUTEIHO MOBHULLEHH (> 5 MbTH HAJ HOpMaTa).

- TpsbBa n1a ce 0OMHUCIM npekpaTaBaHe HA JIEUEHHETO, AKO MYCKYJIHUTE CHMITOMHM Ca TEXKKH H
Npeau3BHUKBAT MOCTOSHEH AUCKOMPOPT, 10pH U B cayuauTe, korato CK ca noBuiuenu no < 5
NbTH Ha/l1 HOpMara.

- AKO CUMNTOMHTE OTUIYMAT W HUBaTa Ha CK ce HopManu3upart, Moxe Ja ce 0OOMMCIIH MOBTOPHO
BKJIFOYBAHE HA aTOpPBAaCTaTHH MJIK 3aMo4YBaHe HA TEparus ¢ AITEPHATHBEH CTATHH MPH
M3110/13BaHe HA HaW-HUCKATa /1032 U CTPUKTHO MOHHUTOPHPAHE.

- [IppuembT Ha aropBacTaTHH TpsAOBa 1a Ob/ie NpeyCTaHOBEH, aKO ¢a HAJIMLIE MOBMILIEHH HHBA Ha
CK (>10 nbTH Haa HOpMaTa) WK aKo ce AMarHOCTHLIMPA WITK M01031pa pabaoMHoIK3a.

Lonospemenen npuem ¢ Opy2u 1ekapcmeeHu nPoOyKmu

PuckbT OT pabaomuoau3a ce noBMLIaBa Npy €IHOBPEMEHEH MPHEM Ha aTOPBACTATHH C ONpeeeHH!
NIEKapCTBEHH NPOAYKTH, KOUTO MOraT a NOBHLUAT IJ1a3MeHaTa KOHLEHTPaLM1s Ha aTOPBACTaTHH, KaToO
MOLUHMTE HHXHOUTOPpH HA CYP3A4 MK TpaHCNOPTHUTE NPOTEUHHM (HANP.LUHUKIOCMTOPHH,
TETMTPOMHULIMH, KIAPUTPOMHULIMH, 1€/IaBUPAUH, CTUPHIIEHTOJ1, KETOKOHA30J1, BOPHKOHA301,
HTPaKOHa30/1, N03aKOHAa30J1, JietepMoBHp WM HIV-nporeasHn HHXUOMTOPH BKJIIOUMTEIHO PUTOHABUD,
JIONUHABMP, aTa3aHaBUp, HHAWPABHUP, AapyHaBUP, TPUNIPAHABUP/PUTOHABUP M Ap.). PUCKBT OT
MHOMATHA MOXe ChLLO Aa Obae MOBULIEH MPH €AHOBPEMEHHOTO NPHIIOKEHHE ¢ reMpubpo3ua 1 Apyru
¢ubpartu, aHTHBUPYCHHM cpeacTBa 3a eueHue Ha xenatut C (HCV) (6ouenpesup, Tenanpesup,
eJibacBup/rpazonpesup, JiequnacBup/cohocOyBUp), EpPUTPOMHULIMH, HHALIMH WM €3eTUMHO. AKO €
Bb3MOXHO, BMECTO T€3H JIEKAPCTBEHH MPOAYKTH TpAOBa Aa c€ OOMHUC/IH aNTEPHATHBHO
(HEB3aUMOAEHCTBALLIO JIEHEHHE).

[lo Bpeme HJIK ciiefl JIeYeHHE ¢ HAKOU CTaTHHM € UMAJIO MHOTO PEIKH ChOOLLIEHHS 3a
HMYHOMeAHHpaHa HekpoTHu3adpawa Muonatus (MMHM). Kinunnuno UMHM ce xapakrepusupa ¢
NEPCHCTHpAaLIlAa MPOKCUMAaJIHA MYCKYJIHA C/1a0OCT U NOBHMILEHU CEPYMHH HMBA HA KpeaTUH KMHA3aTa,
KOUTO NEPCUCTHPAT BBLIIPEKH MPEKPATABAHETO HA JIEYEHHETO ChC CTATHHH, MOJOMKUTETHO AHTH-
HMG-CoA peaykrasHo aHTHTAI0 U noa00peHHe ¢ MMYHOCYNPECUBHH CPEICTBA.

B cay4au, korato € He0OX0AMMO €IHOBPEMEHHOTO MPUIIOKEHHE HA TE3H JIEKAPCTBEHH MPOAYKTH C
aTOpBAaCTaTHH, MOJI13aTa H PUCKBT OT ChITBTCTBALLLOTO JIeUeHHE TpsiOBa Aa ObaaT oOMHUCIEHH
BHMMaTe/IHO. Koraro nauueHTHTe noJjiyyaBar JieKapCTBEHH NMPOAYKTH , MOBHLLABALLY IJ1a3MeHaTa
KOHLEHTPALMA Ha aTOPBACTaTHH, C€ MpPENnopbyBa rno-HMCKa MaKCMMallHa 103a Ha aTOpBacTaTHH. B
CJIy4aHuTe ¢ €IHOBPEMEHHO npuJiaraHe ¢ MouHH HHXHOUTOpU Ha CYP3 A4 Tpabsa 1a ce o0cbaM Mo-
HHCKa Ha4a/lHa /10332 Ha aTOPBACTaTHH H CE€ MpPENnopbYBa CbOTBETHO KIIMHUYHO MOHMUTOPHUPAHE Ha TE3H
nauMeHTH (BX. Touka 4.5).

ATOpHC He TpsAdBa J1a ce npuiara eJHOBPEMEHHO ¢ y3MI0Ba KHCEIMHA 332 CHCTEMHO MPUIIOKEHHE
WM B paAMKHMTE Ha 7 IHM CJIE]l CMIMPaHe Ha JieueHHeTo ¢ ¢y3uaoBa kucenauHa. [lpu naumeHTH, npu
KOMTO ynoTtpedara Ha (py3Ma0Ba KMCE/IMHA 32 CHCTEMHO MPHJIOKEHHE € OT ChLUECTBEHO 3HAYEHHE,
JIEYEHUETO CbC CTATUHM TPAOBA J1a ce cnpe 3a Le/ius Kypc Ha jieuyeHue ¢ Gy3uaoBa KHCeHHa.
CboOLueHH ca cinyyan Ha pabaoMHONH32 (HAKOW OT KOWTO (paTaiHK) NPH NALMEHTH, NOJY4aBaIH
KOMOHHaLMsA OT Gy3u10Ba KUCEJIMHA CbC CTATHHHM (BX. TOuYkKa 4.5). |
[laupeHTure TpaOBa 1a ObAAT NOCHBETBAHM 1a NOTbPCAT He3a0aBHO JieKapcka n X ce
MOSABAT CHMINITOMH Ha MYCKYJIHA ¢1a00CT, 00JIKa WK YYBCTBHTEHOCT.

JleyeHueTo cbe cTaTHHU MOXKe /1a Ob/Ie 3a1I0YHATO OTHOBO CEAEM JHHU Cliell
dy3ua0Ba KHUCEJTHHA.
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B otraenHu ciyyam, korato € He0OX0AHMO NPOABL/KHTEHO JieueHHe ¢ hy3ua
CUCTEMHO MPHJIOKEHHE, HAMP. MPH JIEYEHHUE HA TeXKKH HHDEKLIMH, HY»K/1aTa OT



MPpHJI0KEHHE Ha ATOPHC W (y3MI0Ba KHCEIWHA TPsAOBA /1a Ce MPELIEHH 3a BCEKH OTAE/IEH NalHEeHT W
[0/ MPAKO JIEKAPCKO HaA0JIH0/IEHHE.

[leanaTpuyHa nonyJaius
B 3-roaniiHo npoy4saHe, OCHOBAHO Ha OLEHKA HA LUAJOCTHOTO Ch3PABAHE W Pa3BUTHE, OLEHKA 0
CTaaWH Ha Tanner 1 M3MepBaHe HAa BUCOUMHATA U TETJI0TO, HE ce HAbJII0aBa KIIMHUUHO 3HAUYUM e(heKT

BbPXY Pa3BUTHUETO M MOJIOBATA 3PAJIOCT.

HUHTepcTuumanta 0enoapodHa 6oJiecT

[Ip1 npuem Ha cTaTHHH ca CbOOLIABaHH OTAEHH CllyYau HAa MHTEPCTULMAIHA BenoapobHa Gonecr,
OCOOEHO NpH NMpoABbIKUTENHA Tepanus (BK. Touka 4.8). [TposBuTe MoraT aa BKJIIOYBAT JMCIIHEA,
HENpPOYKTHBHA KallIMLa U 000 B/IOIIaBaHe Ha 3/1paBeTo (ymopa, 3aryba Ha Terjio U Tpecka).
TepanusTa cbC cTaTiHK TPAOBa 1a ce NPeyCTaHOBH, aKo Ce MOA03Mpa, Ye MALMEHTA € Pa3BUII
HHTEepcTHUHaIHA OenoapobHa GogecT.

3axapeH auader

Hsikon naHHHM nokasBar, 4e CTaTHHMTE Ca KJ1ac JIeKapcTBa, KOMTO MOBHIIABA KPbBHATA 3aXap U NpH
HAKOU MAaUMEHTH, U3J102)KEHH HA BUCOK PUCK OT pa3BUTHE Ha nHadeT, MOxKe J1a 10BEAaT A0 ChCTOSHHE
Ha XHMEPIrIIHKEMHS, MPH KOETO C€ U3UCKBA MPOBEKAAHETO HA MOAXOAALIHM MEPKH KAKTO MpH aUader.
To3u puck, obaye, ce KOMNEHCHpa OT HaMaJIiBaHE HA ChAOBHS PUCK MPH JEUYEHHETO CbC CTATHHH M
3aTOBa He TpsOBa Na Obe NpUyYKHA 3a CNUpaHe Ha JieueHHeTo. Ha naumeHTHTE, M310)KEHH HA PUCK
(rioko3a Ha rnaaHo 5.6-6.9 mmol/L, HTM> 30kg/ m?, noBHLIEHH TPUIITMLEPUIH, XHIIEPTOHHS ),
Cie1Ba 1a Ha3Ha4H NpPOBEXKAAHE Ha KIIMHWUYHU U OMOXMMUYHHU H3CJIEABAHUSA B ChOTBETCTBHE C
HaLlHOHAJIHUTE PbKOBO/CTBA.

MuacTeHus rpaBuc

B HsAKOJIKO ciyuas ce cboOLaBa, ye CTaTUHUTE HHAYLMPAT de novo WK BIIOLIABAT Beye
CbLICCTBYBALlla MMAaCTEHHUS rPaBUC MJIM OYHA MHACTEHHS (BXK. TouKa 4.8). [IpunoxkeHueTo Ha ATopHc
Tpsi0Ba /1a ce cripe B Cily4aii Ha BoLIaBaHe Ha cumnTomute. Ma choGLIeHHS 32 peLIHaUB MPH
(MOBTOPHO) MpUiaraHe Ha ChlUKs WK Pa3/IMYEH CTATHH.

[ lomolIIHHU BelllecTBa

ATOpHC CbabpiKa 1akTo3a. [launeHTH ¢ peaku HacneacTBEHH NPOOIEMH HA HEMOHOCHMOCT KbM
rajJlakTo3a, MbJIEH JIAKTa3eH NE(PUUMT HJIH MIIOKO3HO-TajlakTO3Ha MaslabcopOuus He TpaOBa na
MpUEMaT TO3H JIEKapCTBEH NPOAYKT.

To3u nekapcTBeH NpoAyKT Chabpka no-manko ot | mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXe aa
C€ KaXKe, Y€ MPaKTHYECKH HE ChbpP)Ka HaATPHH.

4.5 BsaumoaelcTBHE C APYIH JIeKAPCTBEHH NPOAYKTH H APYrd (JOPMH HA B3aHMOAeHCTBHE

EdekTn Ha eqHOBPEMEHHO NPHI0KEHH JIEKAPCTBEHHU MPOAYKTH BbPXY aTOPBACTATHH

ATOpBacTaTHH ce MeTadonn3upa ot uuToxpom P450 3A4 (CYP3A4) u e cy6eTpar Ha yepHOaApoOHUTE
TPaHCMOPTEPH, OpraHUuYHUs aHWOH-TpaHcnopTeH noaunentua 1B1 (OATPIB1) u 1B3 (OATPI1B3)

TpaHcnoprep. MerabosnuTure Ha atopBacTatuH ca cydctpath Ha OATPIBI1. YcraHos
TakKa, 4e aToOpBacTaTHH € CyOCcTpar Ha edlyKCHUTE TpaHcnopTepy P-ravkonpoTeu
MpOTE€HHA Ha PE3UCTEHTHOCT Ha paka Ha rppaara (Breast cancer resistant protein
Jia OrpaHHYaT YpeBHaTa adCOPOLIMA M HUTbUHUS KIIMPBHC Ha aTOPBACTATHH (BXK.
ENHOBpEMEHHMSAT MpUEM Ha JIEKapCTBEHH NPOAYKTH, KOMTO ¢a HHXHOHUTOPH H
TPAHCMOPTHHUTE NPOTEHUHH MOXKE /14 10BEE 10 MOBHUILIABAHE HA MJIA3MEHHUTE KO
aTOpBACTATHH M MOBHULLIEH PUCK OT MUOoNaTHs. PUCKBT MOKE 1a C€ MOBHLLHU Cb




[pHJIaraHe Ha aTOpPBACTATHH C IPYTH JIEKAPCTBEHU MPOAYKTH, MPHUTEKABALLM NMOTEHLIMA /12
MHAYUHMpaT MHOMATHS Kato puOpaTn u e3eTUMHO (BK. TOUuka 4.4).

CYP3A4 unxubumopu

MouHnte CYP3 A4 nuxuburopu ca nokasaiu, ye BOAAT 10 YUYBCTBHUTENHO MO-BHCOKA KOHUEHTpaLu1$
Ha aTopBacTaTHH (BWxk TabiMua 1 v cneunduunarta nupopmaums no-nony). EaHospemeHHOTO
npujaraHe Ha MOLHH HHXHOHUTOPH Ha CYP3A4 (Hanp. UMKIOCTIOPHH, TETUTPOMHLIMH,
KJIapUTPOMHLIMH, N€1aBUPIMH, CTHPHIEHTOJ1, KETOKOHA30]1, BOPHKOHA30/1, HTPAKOHA30/1,
103aKOHA30J1, HAKOH AHTHBMPYCHH CPE/CTBA, M3M0/13BaHH NpH JevyeHueTo Ha HCV (Hanpumep
enbacsup/rpasonpesup) v HIV-nporeasnn nHXUOUTOPH, BKIIOYHTETHO PUTOHABHP, JIONTMHABUP,
aTa3aHaBWp, HHAHHABHD, 1apyHaBHP H 11p.) N0 Bb3MOXKHOCT TpsiOBa Aa ce u3dsarea. B cayuau, korarto
HE MOXeE 11a ce U30erHe eIHOBPEMEHHOTO NpUJIaraHe Ha Te3H JIEKAPCTBEHH MPOAYKTH C aTOPBACTATHH,
TpsAOBa 1a ce OOMUCIAT NO-HUCKM HAYATHA U MAKCHMAJTHA 103 Ha aTOpBAaCTaTHH, U CE Npenopb4Ba
MOAXOAALIO KJIMHHYHO MpocieasBaHe Ha nauveHTa (Bx. Tabauua 1).

Ymepenute nHxuOuTopu Ha CYP3A4 (Hanp. epuTpOMUUMH, IMATHA3EM, BEpANaMil U ¢arykoHazo.)
MOrar Ja rnoBHLUAT NJ1asMEHUTE KOHLIEHTpAaLUMH Ha atopBacTaTvH (Bx. Tabnuua 1). HabnronasaH e
NOBHLUEH PUCK OT MUOMATHsA MNpPH ynorpeda Ha epUTPOMHULIMH B KOMOMHALMS CbC cTaTHHH. He ca
MPOBEXKAHH NNPOYYBAHMA HA B3aHMOJACHCTBUATA, KOHUTO /1a OUEHAT eeKTUTE Ha AMHOAPOH WIIH
BEpanamHi BbpXy aropBacTaTHH. MI3BeCTHO e, ue aMHO1apOH W BepanamMuil HHXHOUPAT aKTUBHOCTTA
Ha CYP3A4 n enHOBpEMEHHOTO MpuJlaraHe ¢ aTOpBacTaTHH MOKE /1a J10BEAE 10 NOBULIEHA
CKCMO3HLIMA HA aTOpBACTaTHH. ETO 3all0 npu eaHOBpeMeHHa ynoTpeba ¢ yMEpeHH MHXHMOUTOPH Ha
CYP3A4 TtpsabBa na ce 00¢HaM No-HUCKA MAKCMMAJTHA 1033 Ha aTOpBACTaTHH H Ja ce NnpoBeje
MOAXOAALLO KIIMHUYHO MPOC/I€ABaHe Ha nauueHTa. KnMHMuHO npocieasBaHe ce npenopbyBa KakTo
[Py 3aMo4BaHEe Ha TEPANHATa, TaKa W MPH Moc/ieBalla NpOMAHa Ha 103MPOBKATa Ha HHXUOMTOPA.

Huoykmopu na CYP3A4

EHOBPEMEHHOTO NPHUJI0KEHHE HAa aTOPBACTATHH C MHAYKTOPH Ha urutoxpom P 450 3A4 (Hanp.
e(paBUpeHL, pUpaMIKH, XXbIT KAHTAPHOH) MOXKE 114 10BEJIE 10 MPOMEHIMBO MOHWKEHHE Ha
MUIa3MEHHTE KOHLIEHTPAaUMUHK Ha aTopBacTaTvH. [lopaau nBoHHHA MeXaHM3bM Ha B3aUMOJEHCTBHE Ha
pudamMnuH (MHIYKUMS Ha ULMTOXpOoM P-450 3A4 u unxuGupaHe Ha TPaHCNoOpTepa Ha XeNnaTOLUTHOTO
3axBailaie OATP1B1) ce npenopwuBa e1HOBpeMEHHO MpHaraHe Ha aTOPBACTATHH C pyudamnuH, Thi
KaTo No-KbCHOTO NPHIOKEHHE Ha aTOPBACTATHH CJIE/l IPHEM Ha PH(AMITHH Ce CBBbP3BA ChC 3HAYMMO
HaMaJ1s1BaHEe Ha MNIa3MEHHUTE KOHLUEHTPALIMK Ha aTOpBacTaTHH. BausHueTo Ha pudamnuu BbpXy
KOHLUCHTPALIMKTE HAa aTOPBACTATHH B XENAaTOLMTHTE € HEW3BECTHO H, aKO €IHOBPEMEHHOTO MpHUIaraHe
HE MOXe /1a ce u30erHe, nauveHTuTe TpsAOBa Aa ce Npoc/easBaT BHUMATEIHO 3a OLIEHKA Ha
TeparneBTHYHUTE €(DEKTH.

Ipancnopmuu unxubumopu

MHXUOMTOpHTE HA TPAHCTIOPTHUTE NPOTEMHH MOXKE /1a MOBULLAT CHCTEMHATA HATMYHOCT HAa
aTopBacTaTHH. LIMKI0CNOPHH H JIETEPMOBHP Ca HHXHOWTOPH HA TPAHCMIOPTEPHUTE, BKJIKOYEHH B
C/IMMHHHUPAHETO Ha aTopBacTaTuH, Hanp. OATP1B1/1B3, P-gp, u BCRP, koeTo Boau 10 noBUiLeHa
CHCTEMHA HAIMYHOCT Ha aTopBacTaTHH (BX. Tabimua 1). EpekTsT OT MHXMOMpaHeTo Ha
TPaHCMOPTEPUTE HA XEMAaTOUMTHOTO 3aXBalllaHe BbPXY KOHLIEHTPALIMATA Ha ATOPBACTATHH B
X€NaTOLMTHTE € HEU3BECTEH. AKO €IHOBPEMEHHOTO MpHUJIAaraHe He MOXe Aa ce u3berue, ce
penopbHBa MOHW>XaBaHE Ha 103aTa W KJIMHUYHO HaOmtoaeHHe Ha eekTuTe (Bk. T8 '

He ce npenopbusa ynorpebara Ha aTopBacTaTHH NPH NALMEHTH, MPHEMALLH
€HOBPEMEHHO ChC LIUKIIOCNIOPHH (BXK. TOuka 4.4).

L empubposzwi/huopamu

CamocrosTesnHara ynorpeba Ha pubpaTh ce cBbP3Ba MOHAKOra ¢ MMOMNATHS, B



paboMHONN3a. PHCKBT OT TaKWBa ChCTOSAHHS MOJKE /14 C€ MOBHLUM MPH €IHOBPEMEHHOTO MpPHJIaraHe
Ha (uOpaTH u aTOpBacTaTHH. AKO €IHOBPEMEHHOTO NMPHUJIAraHe He MOJKE /1a Ce H30erHe. TpAOBa J1a ce
npuara HaH-HUCKATa TepaneBTHYHA [103a aTOPBACTATHH M NalMeHTa TpsAGBa 1a ce MOHUTOPHpA
BHUMATEJIHO (BXK. To4Yka 4.4).

Ezemumuo

CaMOCTOSATEIHOTO NPHIIOKEHHE Ha e3eTUMUG Ce CBbP3BA C MUONATHS, BKJIIOYUTENHO pab1oMHOIIH3a.
3aTOBa PUCKBT OT TAKHBA CHCTOAHHMA MOXKe /1a Ob/ie MOBHLLUEH NPH €HOBPEMEHHOTO NPH/IAaraHe Ha
e3eTMMHO u atopsacTtaTH. [IpenopbyBa ce BHUMATEIHO KIIMHUYHO MOHUTOPHPAHE HA TE3M MALMEHTH.

Koarecmunon

[1na3smMeHHTE KOHUEHTPALIMK HA aTOPBACTATHH W AKTUBHUTE My MeTabOIUTH ca OWITH MO-HUCKH
(ChOTHOLLICHHE Ha KOHUEHTpaUHUaTa atopeacTaTuH; 0,74) KOraTo KOJI€CTHNON € MpuaraH
€IHOBPEMEHHO ¢ ATOpHUC. E(PeKThT cripamo iMnuaHKTe HUBA 06aye € Uil M0-M3pa3eH, KoraTo
aTOpBaCTAaTHH H KOJIECTHIIO/ Ca MpHJIaraHd €1HOBPEMEHHO, OTKOJIKOTO MPH CaMOCTOATETHO
MPUJIOKEHHWE HA [1BaTa JIEKAPCTBEHH MPOAYKTA.

Dy3udosa Kuceiuna

PUCKBT OT MHOMATHS, BKJIFOYUTETHO pabIOMHOIN3a, MOXKE /1A Ce MOBHLIH MPH €JHOBPEMEHHO
MPUI0KEHHE Ha (Py3HU10Ba KHCETMHA 32 CUCTEMHO MPHJIOKEHHE ChC CTATHHU. MeXaHHW3MbT Ha TOBA
B3aUMOJEHCTBHE ((hapMaKOJAHHAMUYHO WK (hapMAKOKHHETHYHO, HJIH U IBETE) BCE OILE € HEM3BECTEH.
HMma cpoOLieHus 3a ciiyyan Ha pabaoMHOIN3a (HAKOM OT KOWTO ¢ (haTaleH M3XO0/1) NMPH NaLHEHTH,
oJily4yaBajii Ta3u KOMOHWHaLKA.

AKO € HE0OX0AUMO NleYeHH e C (y3H10Ba KHCETMHA 38 CUCTEMHO NPUIOKEHHE, TEPANHUATA C
aTOpBAcTaTHH TPAOBa 11a Ce NPEKPTH MO BpeMe Ha JieUeHHETO ¢ (y3HI0Ba KUCENHHA. BHKTe ChILO
TOuYKa 4.4,

Koaxuyun

Bbnpeku ye Ha ca NpoBeaaHH NPOYUBaHUS 3@ B3aUMOJEHCTBHATA HAa aTOPBACTATHH C KOJIXHMLIMH,
CbOOLLABAHH Ca CJly4an Ha MHOMATHS, KOraToO aTOPBACTATHH € NPHUAAraH €JHOBPEMEHHO C KOIXHLHH.
Heobx0auMo € NoBHLIEHO BHUMAHHE NPH NPeINMCBAHETO HA ATOPBACTATHH C KOJIXHMLIMH.

Edexr Ha aTopBacTaTWH BbPXY €JHOBPEMEHHO MPUJIAraHH JEKAPCTBEHH MPOAYKTH

Jlueoxkcun

[Tp MHOrOKpaTHO NpHUI0XKEHHE HA IMFOKCHH eHOBpeMeHHO ¢ 10 mg aTopBacTaThH CTaLlHOHAPHHUTE
KOHLCHTPALIMH HA IMTOKCHH C€ MOBHILABAT JIEKO. [TaLMEHTH, KOMTO NpUemMaT AUrOKCHH, TpsAOBa aa
ObJaT BHUMATEIHO NPOC/EAABAHH.

llepopannu konmpayenmuesu

EAHOBPEMEHHOTO Npu/iaraHe Ha aTOPBAaCTaTHH C MEPOPaieH KOHTPALENTHB BOAH 10 NOBHLIECHA
KOHLCHTPALIMs Ha HOPETHHAPOH W ETHHHJI €CTPaHOJL.

Bapgapun

B KJTHHWYHO NpoyyBaHe NpU NauMeHTH, MPUEMALLIH MPOAb/KHTENHA Tepan
€/1HOBPEMEHHOTO NpujiaraHe Ha aropsactatuH 80 mg aHeBHO W BapdapHH
OT 1,7 CEKyHAH Ha NPOTPOMOMHOBOTO BpEME B IMbPBUTE 4 THH OT JIeUEHHET




3HAYUMH B3aHMO/IEHCTBHS C AHTHKOAry/IaHTH, NPOTPOMOMHOBOTO BpeMe TpsaOBa aa Obe onpeaeneHo
pEH 3aro4BaHe Ha aTOPBACTATHH MMPH MALKEHTH, MOJyYaBalld KyMapHHOBH aHTUKOAryJIaHTH M
AIOCTATbYHO YECTO B HAYAJIOTO Ha TEParnuATa, 3a J1a Ce MOJACHIypH, Ye He Bb3HUKBA 3HAYMMa NPOMSHA
B NPOTPOMOHHOBOTO Bpeme. KoraTo ce 10kyMeHTHpa CTabHIHO MPOTPOMOMHOBO BpeMe, TO MOXKE /13
ObJl€ MOHMTOPHPAHO HA MHTEPBAIH, KOUTO OOMKHOBEHO C€ MPEnopbyBAaT MpH NaLUEeHTH Ha
KyMapWHOBH aHTHKOAryJaHTH. AKO /103aTa Ha aTOPBACTAaTHH Ce MPOMEHH HIIH CE NPEKPATH NpUema,
TpAOBa 1a ce MOBTOPH ChilaTa npoueaypa. TepanusTa ¢ aTOPBACTaTHH HE Ce CBbP3BA C KbPBEHE MK C
MPOMEHH B NPOTPOMOHUHOBOTO BPEME MNPH MALIMEHTH, KOMTO HE MPHEMAT aHTHKOArY/1aHTH.

Tabauua 1: EdekTH Ha €1HOBPEMEHHO NpUIAraHu JeKapCTBEHH MPOAYKTH BbPXY
(hapMaKOKHMHETUKATa HA AaTOPBACTATHH

EnHOBpEeMEHHO npuaaras ATOpBacTaTHH
/I€KapCTBEH NPOYKT H PEXHUM HA | Jlo3a (mg) CooTHO: | s npenopma#
AO3HPAHE LIEHHE Ha
— —_— % — —_— l——AUC& - - —
[ nekanpesup 400 mg BeaHbK | 10 mg BeaHBXk 8,3 | EAHOBpEMEHHOTO
nHesHO/[TudpenTacup 120 mg JHEBHO 3a 7 IHHM [MPUJIOKEHHE C MPOAYKTH,
BEAHBXX JHEBHO, 7 IHH CbAbprKALLMU rJIEKanpeBup
| . WJIM NUOPEHTACBUP, €
' | [MTPOTHBOINOKA3aHO (BX.
Touka 4.3). |
Tupnanasup 500 mg aBa nbTH 40 mg ot aeH 1, 9.4 Koraro enHOBpeMEHHOTO
| nHeBHo/PutonaBsup 200 mg nsa | 10 mg ot aex 20 [MPHJIOKEHHE C
MbTH AHEBHO, 8 AHM (OT neH 14 aTOpPBACTaTHH €
no21) HEeo0OX0AHUMO, HE |
. npesuiaBaiTe 10 mg
| | | aTOpBaCTaTHH JHEBHO.
[IpenopbuBa ce KIMHHUUYHO
npoc/jieAsBaHe Ha TE3H .
Tenanpesup 750 mg nHa 8 yaca3a | 20 mg eaqHokpaTHa | 7,9 | MALUHCHTH.
10 aHuM 1032
LinksaocnopuH 5,2 mg/kg/neH, 10 mg BeaAHBK 8,7
MOCTOsIHHA 71034 JHEBHO 3a 28 aHHu '
JlonuHasup 400 mg aBa nmbTH 20 mg BeAHBK 5,9 ‘ Koraro eqHOBpeMEHHOTO
nHeBHo/ PuronaBup 100 mg nea | aHeBHO 3a 4 AHM [pUjaraHe c
NbTH AHEBHO, 14 1HHU ' aTOpPBaCTaTHH €
He00X0aAMMO, ce |
MpenopbLYBaT NO-HUCKH
. | noAAbpKALLK 103K Ha
| aropsactatuH. [Ipu n103u
Ha aTOpBacTaTHH |
HaaBvLiasaw 20 mg, ce
Kinapurpomuuus 500 mg nBa | 80 mg BeaHDBXK __l 4,5 | DRETRPASEA KAHHBRHO
MbTH AHEBHO, 9 NHH JIHEBHO 3a 8 qHH PG RRANG Ha
- ] . _ | nauMeHTHTe.




— § —
CaksuHaBup 400 mg aBa nbTH 40 mg Be/IHBK 3,9 Koraro eaHOBpeMeHHOTO

nHeBHO/ PuronaBup (300 mg nBa | aHeBHO 3a 4 AHU [puaraHe ¢
MbTU JHEBHO OT JHHM 5-7, aTOpPBACTATHH €
nosuiueH 10 400 mg aBa nbTH | HeoOXxoaumo, ce

| AHeBHO Ha neH 8), nuu 4-18, 30 penopbuYBaT NO-HUCKH
min ¢jie a03arta Ha NoAAbp a1 J03H Ha
aTopBacTaTHH aTopBactatvH. [Ipu 103u

Ha aTOpBaCTaTHH
HaaBuluasawM 40 mg, ce
NpenopbYBa KIMHUYHO

Japynasup 300 mg nBa nbTH 10 mg BeaHBbX 3.4 npocJjieasBaHe Ha
nHesHo/Putonasup 100 mg nBa JHEBHO 3a 4 OHH | mauMueHTuUTe.
MbTH JHEBHO, 9 1HU

} Mrtpakonason 200 mg anHesHo, 4 | 40 mg eaqHOKpaTHa 3,3
AHH _ ] A03a _ [ I
Do3zamnpenasup 700 mg aBa 10 mg BeaAHBK 2,3

nbTH AHeBHO/ PuroHaBup 100 mg | aHeBHO 3a 4 qHU
J1Ba MbTH JHEBHO, 14 QHHU

| ®o3zamnpenasup 1400 mg nBa 10 mg BeaHBbXK 2.3 |
bTH JIHEBHO, 14 nHH AHEBHO 3a 4 HH ]
. — 1 sk = _— =
Enbacsup 50 mg BeaHbxk |0 mg eauHuuHa no3a | 1,95 Jlo3aTa Ha aTopBacTaTHH
aHesHo/I'pazonpesup 200 He TpsA0Ba na HaJBHllIaBa
mg BEJAHbXK AHEBHO, 13 JHHM ‘ AHeBHa fa03a ot 20 mg no

| BpEME Ha €IHOBPEMEHHO |

MPHJIOKEHUE C NMPOAYKTH,
ChAbpKally en10acBup

! WJIH Ipa3onpeBHMp.
20 mg eaHuyHa no3za | 3,29 | Jlo3ara Ha aTopBacTaTUH I

He TpsAOBa Aa HaJBHILABa
AHEBHA n03a ot 20 mg no
BpEME Ha €HOBPEMEHHO
. | MPUJIOKEHHE C NPOAYKTH,
ChIbpKaLlH J'IETEPMDBHL'

| JlerepmoBup 480 mg BEHBK
aHeBO, 10 aHu

1 = —_— . — .
Hendunasup 1250 mg nBa nbtH 10 mg BeaHBK 1,74 Hama cneumannm
AHEBHO, 14 nHHU JIHEBHO 3a 28 /1HH NpPENnoOpPbHKH.
Cok ot rpeingpyT, 240 mL 40 mg, eaHOKpaTHa | 1,37 | He ce npenopbuBa
BEAHBXK AHEBHO* n03a €IHOBPEMEHHHS MPUEM Ha

r0JIEMH KOJIMYECTBA COK
[ _ OT rpeundpyT U

_ . | | aTOpBacTaTHH.
Juntrazem 240 mg BeaHbXK 40 mg, enHOKpaTHa 1,51 Cnen 3anoyBaHeTo Ha
JIHEBHO, 28 nHH no3a | | TepanusTa WU cnen |
[MPOMsHA Ha 103UpPOBKAaTa

‘ Ha JUJITHA3eM, ce
MpenopbYyBa KJIMHUYHO
npocieasBaHe Ha

_ _ _ | NaLHEHTHTE. ]
Epurtpomuuun 500 mg yetupu 10 mg, enHokpaTHa \ 1,33 __‘ [IpenopbuBa ce no-Hucka
MbTH AHEBHO, 7/ 1HH 103a MaKCcHUMall /e o3d ¥

| ' KJIMHUURE RROeTIC

. | - | Ha naLy
AmnoaunuH 10 mg, BeaAHbK 80 mg, enHokpaTHa 1,18 Hama e 1ln; Ryt \

JTHEBHO no3a npen




Liumernaunn 300 mg yetnpu
NbTH JHEBHO, 2 CeIMHULIH

10 mg BeAHBIK AHEBHO
3a 2 CeAMHULM

1,00

Hsama cneuuanuu
NPENnoOpPbKH.

Kosectunon 10 g ABa nbTH
JIHEBHO, 28 ceIMHUILIH

-

AHTHAUMK/HA CYCMEH3Hs OT
MarHe3ueB U aTlyMHUHHUEB
XUAPOKCHIHU, 30 mL yeTupu
I_m;."m JHEBHO, | 7 nHHK

Edasupenu 600 mg BeaHbx
JIHEBHO, 14 nHH

| Pupamnun 600 mg BeaHbK
JAHEBHO, / AHHU (€AHOBPEMEHHO
[MPHJIOKEH)

Pudamnun 600 mg BeaHBK
| AHEBHO, 5 OHHM (103MTE Ca
pa3ieneHH)

["'eMpubpo3un 60{]Eg [Ba MbTH
JIHEBHO., 7 OHH

-?DenotbuﬁpaT 160 mg BEAHBbXK
JAHEBHO, / HH

bouenpesrp 800 mg Tpu nbTH
JIHEBHO

L |

A03a

40 mg BeaAHBAK AHEBHO | 0,74%* Hsama cneuuanyu
3a 28 ceaAMHULM MPENnoOpPbKH.
ﬁ R o 4 m— o I
10 mg BeaHbK AHEeBHO | 0,66 Hsama cneumanuu
3a 15 AHM MPENOPbKH.
—_— — —_——] — L — —
10 mg 3a 3 aHM 0,59 Hsma cneumnantu
[IPENOPBKH.
40 mg eaHOKpaTHa 1,12 AKO €1HOBPEMEHHOTO
n03a pyJjiaraHe He MOXe /1a ce
u3derHe, ce npenopbusa
KJIHHUYHO MMpOC/IeASBaHE
NPy €HOBPEMEHHO
| npunaraHe Ha
aTOpPBaCTaTHH H
40 mg eaHOKpaTHa 0,20 pudamnuH. ;
J. J03a I
40 mg eaHOKpaTHa },35 [IpenopbuBa ce no-Hcha_I
| 1032 HayaJlHa 1032 U KJIMHHHYHO
[pocieasBaHe Ha Te3u
I MaLMHEHTH.
40 mg eaHOKpaTHa 1,03 [IpenopbuBa ce no-HUCKa I
n103a HayaJlHa 103a U KIMHUYHO
npocieasBaHe Ha Te3H
l MaLMHEHTH.
40 mg eaHOKpaTHa 25D

[IpenopbuBa ce I'IO-HHCI{EI_I
HavyaJlHa 103a U KJIMHHYHO
poc/eisiBaHe Ha TE€3H
nauueHTtH. [lpu

€IHOBPEMOHHO

[MPHJIOKEHHE C I
OouenpeBup , IHEBHA
J103a aTOPBACTaTHH HE
TpsaOBa Aa npeBUIlIaBa
20 mg

o

[lpencTraBasBa chboTHOWIEHHE MEXY JieueHHUATa (JIEKAPCTBEH MPOAYKT, MPUIAraH €JHOBPEMEHHO C
aTOpBACTaTHH, CMPAMO CAMOCTOATENHO MPUIOKEHHE HA aTOPBACTATHH ).

H

B)K. TOYKH 4.4 ¥ 4.5 3a KIMHUYHATA 3HAYHMOCT.
* CpabpiKa €/1Ha WK NMOBeYe CbCTaBKH, KOMTO HHXHOUpaT CYP3A4 1 Morar 1a NOBMILAT MJ1a3MEHHTE
KOHLIEHTpaALIMK Ha JIEKapCTBEHH NMPOAYKTH, KOUTO ce MeTadonu3upart ot CYP3A4. l'lpne

yawia 240 ml cok ot rpetindpyT cbio Boau 1o noHwkasane Ha AUC ot 20,4% 3a a
OPTOXHAPOKCH MeTa0OHT. ['onemu konnuecTBa cok ot rpeindpyT (Haa 1,2 | aHeE
nosuasa AUC Ha aropsactaTvH 2,5 nbTH U1 AUC Ha akTUBHHUTE CbCTaBKH (aTOpH

MeTaboauT), HMG-CoA — peaykrazHu HHXHOUTOPH, 1,3 nbTH.

** CphoTHOWWIEHHE, 6a3upaHO Ha eAMHWYHA Npoba, B3eTa 8-16 uaca cien no3ara.
OD =Beanbx aHeBHO, SD = enHokparHa no3a, BID= aBa nbtu anesHo, TID = Tp

QID= 4yeTHupH NMbTH JHEBHO

wﬂ
/



Tabauua 2: Edekr Ha aTopBacTaTHH BbpXy (hapMaKOKMHETHKATA HA €HOBPEMEHHO NPUIOKEHHE

JIEKAPCTBEHHU NMPOAYKTH

ATOpBacTaTHH U CXeMa Ha
N03UpaHe

OHH

80 mg BeaHbXkK AHEBHO 3a 10

40 mg BeAHBXK AHEBHO 3a 22
JHH

80 mg BeAHbK IHEBHO 3a 15
JAHH

10 mg eaHokpaTHa no3a

‘ 10 mg BeaHBbX AHEBHO 3a 4

AHH

10 mg BeaHbK AHEBHO 3a 4
JHH

EAHOBpEeMEHHO NpHII0KEH 1IeKapCTBEH NPOAYKT
JlekapcTBeH CboTHOweHHe | KIMHHYHH
npoaykt/Jlo3a (mg) o AT MPENOPbKH
Jvrokcun 0,25 mg [,15 [lauueHTH
BEAHBX JHEBHO, 20 pUEMaLM TUIOKCHH |
JHH TpsAOBa ga ObaaT
BHUMATEJTHO
i | [MPOC/IEASABAHM. ._
[lepopaninu 1,28 Hsama cneuuansu
KOHTpaLenTHBH 1,19 MPEnoOpbKH.
BEAHbXK JHEBHO, 2
Meceua
- HOPETHHAPOH | mg
- €THHUJIeCTpaaro. 35
g I | _ |
* ®enason, 600 mg 1,03 Hsma cneunannu
€HOKpaTHa 103a* [penopbKH
|
— —— - __I— e
Tunpanaeup 500 mg 1,08 Hsama cneumnanyu
J1Ba MbTHU AHEBHO/ NpenopbKM
PutonaBup 200 mg |
J1Ba MbTH AHEBHO, 7
JHH _ l _ N ]
do3zamnpeHaBup 0,73 -_I Hsama cneuuanHu
1400 mg nBa nmbTH [IpENOpbKH |
AHEBHO, 14 aHM |
s S == = —
Do3amMnpeHaBUp 0,99 Hsma cneunanuu
700 mg nBa nbTH NpenopbKH
nHeBHO/ PuToHaBup ' |
I

100 mg nBa nmbTH
JIHEBHO, 14 JIHH

[IpencrapnisiBa CbOTHOLUEHHE MEXKY JIEHEHHATA (JIEKAPCTBEH MPOAYKT, NPHIAraH eHOBPEMEHHO C
aTOpBaCTaTHH, CNIPSAMO CaAMOCTOSATEJIHO MPUIIOKEHHE HA ATOPBACTATHH ).

* EAHOBPEMEHHOTO NMpHIaraHe Ha MHOrOKPaTHH 034 aTOPBACTATHH U (PeHA30H MOKA3BAT MATbK HIH
HE0JIOBUM €(DEKT BbPXY KJIMpbHCA Ha (DEHA30H.
OD =BeaHbx nHeBHO, SD = enqHokpaTHa no3a; BID = aBa nbTH AHEBHO.

[leauarpuyHa nonynauus

[TpoyuBaHus BbpXY JIeKapCTBEHHTE B3aMMOASHCTBHS Ca M3BbPLUEHH €IMHCTBEHO MPH Bb3PACTHH.(BK.
Touka 4.8) CreneHTa Ha B3aMMoeHCTBHE B NefHaTpUYHATa NOMyaLMsa He € u3BecTHa. TpadBa a ce

4.4

MMaT Mpe/IBH/ rOpeCroMEeHaTUTe B3aUMOIEHCTBHS NMPHU Bb3PACTHH U NPEAYPEXKIACHHUS

[pH MPHUJI0KEHHE B NeAHaTPUYHATA NOMYJIaLMs.

4.6

JKeHH ¢ 1eTepoieH noTeHuan

DepTHINTET, OPEMEHHOCT H KbPMEHe




/KeHuTe ¢ 1eTeposieH NoTeHuMan TpabBa aa U3non3sar epeKTHBHA KOHTPALIENLHMS M0 BpEME Ha
JIEYEHHUETO (BIXK. TOUKa 4.3).

bpemeHHOCT

ATOpHC € NPOTHBOMNOKAa3aH No BpeMe Ha OpeMeHHOCT (Bxk. Touka 4.3). BesonacHocTTa npyu OpeMeHHH
KCHH HE € yCTaHOBEHa. He ca npoBexaaHu KOHTPOAMPaHH KIIHHUYHH MPOYUYBAHHS C aTOPBACTATHA
NpH OpeMEHHH KeHH. PaKko ca nonyyaBaHu ChOOLIEHHS 33 BPOJCHH aHOMATHHM CJie/ HHTpayTepUHHA
ekcnosuuusa Ha HMG-CoA-peaykrasuu nnxuburopu. [IpoyuBaHusaTa npu >kMBOTHU NMOKa3BaT
penpoayKTHBHA TOKCHYHOCT (BX. TO4Ka 5.3).

JleuenueTo Ha MaiKkaTa ¢ aTOPBACTaTHH MOXKE a MOHMKH (PETANTHUTE HUBA HA MEBAJIOHAT, KOHTO €
NPEKypCop Ha X0JIECTepOI0BaTa OHOCHHTE3a. ATEpOockiepo3aTa € XPOHHUEH MPOLEC U OOMKHOBEHO
MPEKpaTABAHETO Ha JIMITKUIOMOHHKABALLHMS JIEKAPCTBEH MPOAYKT MO BpeMe Ha OpeMeHHOCT O
TpAOBa/IO 12 MMa MaTbK €EKT MO OTHOLLIEHHE HA BJATOCPOYHHUS PHCK, CBBP3aH ¢ MbpBAYHATA
XHUIEPXOJIECTEPOIEMHUS.

[o Te3n npuurHKu ATopuc He TpsOBa 1a ce npuara npu >KeHU, KOUTO ca GpeMeHHH, ONMTBAT ce 1a
3a0peMeHesT WM Mo03MpaT, Ye ca GpemeHHH. JleueHneto ¢ ATopuc TpsiGBa aa ce [peyCTaHOBH 3a

nepuoaa Ha OPeMEHHOCTTa MJIK IOKATO Ce YCTAaHOBH Jiurca Ha GpeMeHHOCT (BXK. Touka 4.3.)

KbpMeHe

He € M3BECTHO Naiu aTOPBAaCTaTHH M HErOBMTE METAGOIMTH Ce EKCKPETHPAT B KbPMaTa.

[1py nabxoBe Ma3MeHaTa KOHLIEHTpALMs Ha aTOPBACTATHH U HEFOBHUTE aKTHBHU METabOMHTH €
CXO/1Ha C Ta3H B KbpMaTa.(BHXKTe TO4YKa 5.3). [lopaau Bb3MOMKHOCTTA 32 CEPHO3HH HEXeTaHH
PEAKLMH, )KEHUTE NMpUEMaLLK ATOPHUC TpsAOBa Aa MPeyCcTaHOBAT KbpMEHETO (BK. Touka 4.3).
ATOpBAcTaTHH € NMPOTHBONOKA3aH B MepHO/Aa Ha KbpMeHe (BK. Touka 4.3).

DOepTUIHTET

[Tpoy4BaHHsTa NPH KMBOTHH HE MOKA3BAT BAWSAHHE HA ATOPBACTATHH BbPXY MBKKHS HJIH KEHCKHS
dbeprunuret (BXK. TOUKa 5.3).

4.7 EdexkTu BHpXY cnocobHocTTa 32 modpupane H pabora ¢ MAIIMHH
ATOPHC HMa HE3HAYMTE/THO BJMSHHE BbPXY CMOCOOHOCTTA 3a WodupaHe H paboTa ¢ MalLMHM.
4.8 Hexe/1anu lekapcTBeHH peaknHy

Pe3tome Ha npoduna Ha 6e30nacHOCT

Cnopen naHHuTe OT Manedo KOHTPOIUPaHH KIMHUYHM MPOYUYBAHHUA C aTopBacTaTuH oT 16 066
aTopBacTaTHH cpeuty 7311 nanuedo) nauMeHTH, 1eKyBaHH B MPOABL/IKEHHUE HA CPEAHO 53 ceaMuLMm,
5,27 OT MaLlMEHTHTE HA AaTOPBACTATHH Ca MPEKPATHIIM JIEYEHHUETO NMOPaau HEXXEJTAHUPEAKLIUH B
cpaBHeHue ¢ 4,0% npu nauyeHTUTE, NpUeManu mniauedo.

Bb3 ocHOBa Ha JaHHWTE OT KJIMHHYHU NPOYYBAHUS W OBLLUMPHUS MOCTMAPKETHHIOB OMUT Mo-40J1y €
NpeCTaBeH NPOQUITBT HA HEXKENAHHTE JIEKAPCTBEHH PEaKLMH HA ATOPBACTATHH. "

TabnnuyeH CUCHK HA HEXENAHUTE peakLMH

H34ncIeHnTe YECTOTH Ha HEXENTaHHUTE JIEKAPCTBEHH PeakLMH ca rpyNnupaHu, KakTo ¢
(=1/100, < 1/10), euectu (> 1/1000, < 1/100), peaxu (> 1/10 000, < 1/1000), MHOro
1/10 000), c Hen3BecTHa YecTOTa (HE MOXE 1a Ob/Ie OLEHEHA OT HATHYHHTE NaHHH).




Undekuum u uudecraumu
YecTu: HazodapuHIruT

HapyuieHus Ha KpbBTa M AMMGHATA CUCTEMA
Peaku: TpoMOOLIUTONEHUS

HapylueHus Ha MMYHHATa CUCTEMaA
YecTu: anepruyHy peakuuu
MHoro peaku: aHaduaakcus

HapyuwieHus Ha MeTaboaM3Ma U XpaHEHETO
YecTu: XunepriimukeMus
HeuecTH: XUNorjinkeMus, NOBULLIABAHE HA TErJ10TO, aHOPEKCHA

[[CHXHYHU HApyLIEHUS
Heuectu: kowumapu, 0€3cbHUE

HapylieHuss Ha HepBHATa CUCTEMA

Yectu: rnasodoine

HeuyecTu: 3amasgHOCT, napecTe3us, XUNnoecre3us, AUCrey3us, aMHe3us
Peaku: nepudepHa HeBponaTus

C Heu3BECTHA YECTOTa: MUACTEHHS MPaBUC

HapyiieHus Ha o4ure:

HeuecTu: HapylueHWe Ha 3peHUETO
Penku: 3puTenHu HapyLIeHUs

C Heu3BECTHA 4eCcTOTa: OYHA MHACTEHMS

HapyuieHus Ha yYXOTO U JJaOUPUHTA
HeuecTu: wuym B yluure
MHoro peaku: 3aryba Ha ciyxa

PecnupaTopHU, rpbAHH U MEAHACTHHAJIHW HAPYLLIEHUS
YecTu: dpapuHronapuireanHa 6omka, enucTakcuc

CTOMalIHO-YPEBHH HAPYLLIEHUS
Yectu: 3anek, ¢pnaTtyneHUuUs, AUCNIENCHS, raJieHe, 1Hapus
HeuyecTu: noBpbliaHe, 00JiKa B ropHaTa M 10/1Ha 4acT Ha KOpeMa, OpUreaHe, NaHKpPeaTHT

XenaroOuanapHU HapyLIEHHUS

HeuecTu: xenarur

Penku: xonecrasa

MHoro peaku: 4epHoaApoOHa HEAOCTATbYHOCT

HapyiieHus Ha ko)aTa ¥ NoJAKOXKHATa ThKaH

HeuecTu: ypTHKapus, KOXKE€H OOpUB, NPYyPUTYC, aloneLu1s

Penku: aHrMOHEBPOTHYEH OTOK, OYJ103€H AE€PMATHUT, BKJIKOUHUTEHO epUTEMA MYATHHOpME, CHHAPOM
Ha Stevens-Johnson W TokCHYHa enuaepMaliHa HEKPOJIU3a

HapyuieHus Ha MyCKYJIHO-CKEJ€THATa CUCTEMA M CbEMHHTE/IHATA ThKAH
YecTu: Muanrus, aprpairus, 00JKH B KpaliHULIMUTE, MYCKYJIHM CNa3MH, NoyBaHe Ha
rbpoa

HeuecTu: 00/1KH BbB BpaTa, MyCKYJIHa CJ1ad0CT

Peaku: Mmuonarus, MHO3MT, padIOMHOJIK3A, PYNITYpa HA MYCKYJ1, TEHAHHOMATHA, Il
YCI0XXHEHH C pa3KbCBaHe




MHOro peaku: nynyc-nogodeH CHHApoOM
C HEM3BECTHA YECTOTA: HMYHOMEAMMPAHA HEKPOTH3HpaLla MHONaTHs (BXK. Touka 4.4)

HapyuieHHus Ha Bb3NPOU3BOAMTEIHATA CUCTEMA W I'bp/1ATA
MHOro peaku: rHHeKOMacTHUs

OOu1K HapylueHHs U ePeKTH Ha MACTOTO Ha MPUIOKEHHE
HeuecTu: HepasnonoxkeHue, acteHus, rpbaHa 6onka, nepudepHH OTOLH, yMOpa, Tpecka

H3caeaBaHUs

HecTH: NOBUIIEHH CTOMHOCTH HA Y€PHOAPOOHHMTE QYHKLUMOHAIHM NOKA3aTe M, MOBUILEHA CEPYMHA
KpeaTHH(dOCchOoKHHa3a

HeuecTH: IEBKOUMTH B YpUHaTa

KakTo u npu napyrure HMG-CoA-peaykra3Hu HHXMOUTOPH, NPH NALIMEHTH, JIEKYBAHH ChC
aTopBacTaTHH, € CbOOLIABAHO 3a NMOBHLIEHHU CEPYMHHU TpaHCaMHUHa3H. Te3u NnpoMeHH OOUKHOBEHO ca
OMJIM JIEKH W MPEXO/IHH M HE Ca Halarajiv npeycTaHoBsBaHe Ha TepanuaTa. KiIMHUYHO 3HaUuMu (>
3MbTH HAaJl HOPMAJTHWUTE CTOMHOCTH) MOBUILEHHUS HAa TPAHCAMHUHA3HUTE ca ycTaHoBeHH npu 0,8% ot
OonHMTE Ha aTopBacTaTHH. Te3u NoBULLEHHUS ca O1IK N1030-3aBUCHMM M OOPATHMH NPH BCHUUYKH
MaLHUEeHTH.

[loBuieHH HUBaA Ha cepymHaTa kpeaTHH docdokrnaza (CPK) 3 nbTu Haa ropHara rpaHMua Ha
HOpMaTa ca yCTaHOBEHH MpH 2,5% oT OosiHUTE Ha aTopBacTaTUH, Noao0HO Ha apyrure HMG-CoA-
peayKTa3HH HHXHOMTOPH B KJIMHHYHH npoyyBaHus. HuBa, 10 mbTH Mo-BHCOKH OT ropHaTa rpaHvLia Ha
HopMara, € umasio npu 0,4% ot neKyBaHUTE ChC aTOPBACTATHH NMALMEHTH (BX. Touka 4.4).

[leanaTpuyHa nonyJauus

[leanarpuunu naumenT Ha Bb3pacT oT 10 10 17 roauHu, 1eKyBaHH ¢ aTOpPBAaCTaTHH, Ca HMAJTH
npogus Ha 0€30MacHOCT, NOA00EH HAa TO3W NPHU NMALMEHTH, JIEKYBaHH ¢ naauedo. Haii-uecture
HexkeslaH! e(heKTH, HabJIlo1aBaHH B IBETE IPyIH, HE3aBMCHMO OT MPHYMHHO-CJIEICTBEHATA BPb3Ka, ca
Onnm nHpekuuure. B 3-roaMuiHo npoyusaHe, Ha 6a3aTa Ha OLEHKA Ha OOLIOTO Ch3PSBaHE W Pa3BUTHE,
OLEHKaTa no cragudi Ha Tanner M M3MepBaHe Ha BUCOYMHATA W TEMJIOTO, HE c€ HAab/I0AaBa KITMHHUYHO
3HA4YMM €(EeKT BbpPXY Pa3BMTHETO W nosioBara 3psuiocT. [IpoduabT Ha 6€30MacHOCT U MOHOCHMOCT
MpH NEMaTPUYHH NALIMEHTH € OMI NOA00EH Ha U3BECTHUA Npodun Ha 6e30MacHOCT HAa ATOPBACTATHH
MPH Bb3PaCTHH.

KsiinHuuHara 0a3a 1aHHM 3a 6€30NacHOCT BKJIKOYBAT AaHHM 3a Ge3onacHocTTa npu 520 nauueHTa B
AETCKa Bb3pacT, KOUTO Ca NnoJjiy4yaBasld aTOPBaCTaTUH, OT KOUTO 7 MauUeHTH ca OWiM noa 6-roayiuHa
Bb3pacT, 121 nauueHTH Ha Bb3pacT Mexay 6 U 9 roaunu, v 392 nauueHtH ca 6uiau 10 u 17 roaMHu.
Ha ocHoBaTa Ha HaJIHMYHWTE JaHHHU YECTOTaTa, THNBT U TEKECTTA HA HEXKETAHHUTE PEaKLIMHU MpH AeLa
Ca CXOJHH C T€3M NpPH Bb3PACTHHM.

[1py NpuI0XKE€HHETO HA HAKOW CTATHUHU Ca CbOOIIABAHH CJIEHUTE HEXENAaHH CbOUTHA:

- HapyuieHa cexcyanHa ¢pyHKuUuUS.

- Jlenpecus.

- OtaenHu ciiyvau Ha MHTepCTHLMATHA GenoapobHa Gosect, 0cOGEHO NPH ABJIrOCPOUHA Teparnus
(BXk. TOYKa 4.4).

- 3axapeH qualdeT: YecTorara Lie 3aBMCH OT HAJTHYHETO WIIK JIMNICATa Ha PUCKOBH (haKTOPH
(raroko3a Ha rnaaHo 5,6-6,9 mmol/L, UMTM> 30kg/ m?, noBHILeHH TPUITHLEPHIH, H
Ha XMNEPTEeH3Ha B aHaMHe3ara)

CboOLuaBaHe Ha NOA03WPAHU HeXKeJaHH PeaKLuH
JloknanBaHeTo HAa NO03UPAHHUTE HEXKENAHH PEaKLIMH, Clle/l Pa3pelleHHe Ha JIEKApCTB
BaXXKHO. TO No3B0/IsABA M10-HATATBLIEH MOHHTOPHHT Ha ChOTHOLUEHHETO M0/13a/PHUCK H
npoaykT. M3ucKBa ce MEAHLIMHCKMTE CNELMAIMCTH 1a 1OKJIA/1BaT 3a BCAKA M0/103Hpa




peakuus 4ype3
U3nbaHuTe/IHA areHuMs no Jiekapcreara
ya. ,,JJamsan ['pyeB” Ne 8

1303 Codpus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 [Ipeposunpane

Crneur@r4HO JIeHeHHE MpH NMpeao3upaHe Ha aTopBacTaTHH Hama. [Ipu npeao3upaHe naLuMeHTbT
TpsiOBa Aa ObA€ JIEKyBaH CHMNTOMATHYHO M J1a Ce MpeanpHemMar noIbpikalid MEPKH Crope;l
HeoOXoaMMOCTTa. TpsaOBa na ce u3caeaBaT YepHOAPOOHMTE EH3UMHM H J1a C€ MOHHMTOPUPAT HMBATa Ha

cepymHara CK. [lopaau BucokaTa cTeneH Ha CBbp3BaHe Ha aTOPBACTATHH C MJIa3MEHHTE MPOTEMHH HE
CE OYaKBa XEMO/1HAIM3aTa Ja YCKOPH 3HAYMTEHO KJIMpPbHCA Ha aTOPBACTATHH.

. ®APMAKOJIOT'HYHU CBOUCTBA

5.1 PDapmMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTuyHa rpyna: Jlekapcrsa, perynupawm aunuaure, HMG-CoA-peaykra3Hu
nHxuouropu, ATC koq C10AA0S

MexaHu3bM HA IEHCTBUE

ATOpBacTaTHH € cenleKTHBEH, KoMneTHTHBEH HMG-CoA-penykTa3eH HHXMOUTOP, CKOPOCTONpEaE AL
€H3MM, OTIOBOPEH 3a NMPEBPBLIAHETO HA 3-XUAPOKCH-3-METHII-TJTYTAPHI-KOEH3HM A 10 MEBAJIOHAT,
[NPEKYPCOP Ha CTEPOJIMTE, BKJIIOYUTEIHO HA X0JI€CTEpPO/Ia. TPUIIIHLEPHANTE U XOJIECTEPOTbT B YEPHHS
Apo0 ce BKJIIOYBAT B CbCTABA HA JIMMONPOTEUHHU ¢ MHOTrO HUcKA mabTHOCT (VLDL) U ce oTnensT B
rnja3mara 3a rnpeHacsHe 10 nepu@epHure TokaHu. JIunonporennure ¢ Hucka mirbTHocT (LDL) ce
obpasysar ot VLDL u ce karaGonu3upar npeay BCHYKO Ype3 peLenTopH ¢ BUCoK apuuuTeT 3a LDL
(LDL peuenToph).

®apMakoAHHAMHUYHH €DEKTH

ATOpBacTaTHH MNOHWXaBa MJIa3MEHUTE HUBA HA XOJIECTEPO.J1a M JTUMONPOTEHHHUTE Ype3 HHXHOUpAHE Ha
HMG-CoA peaykra3sara v nociesaiara GHOCHHTE3a Ha XOJIECTePOsT B YEPHHS Apob W yBea1yaBa
Opos Ha yepHOApoOHHTE peuenTopu 3a LDL BbpXy K/ieTbhbuHATA NOBLPXHOCT 32 YCHJIEHO YCBOSIBAHE H
katabosu3bm Ha LDL.

ATOpBacTaTHH HamasnsaBsa odpasyBaHeTo Ha LDL u Gpos Ha LDL-uactuumure. ATopBacTaTuH
MPUYHHABA 3HAYUTEJIHO M IBJIFOTPAHHO MOBUILIABAHE HA AKTUBHOCTTA Ha peuenTtopure 3a LDL,
MPUAPYKEHO ¢ O1aronpuaTHa NPOMsHA B KA4€CTBOTO Ha UMpkyaupamure LDL-yacTuum.
ATOpBacTaTHH € eUKaceH 3a noHwxasaHe Ha LDL-xonectepona npu nauMeHTH ¢ XOMO3MroTHA
(pamuiHa XUniepxoJecTepoiieMus, rpyna 60JHH, KOWTO OOMKHOBEHO HE C€ BIMAAT OT MOHUKABAILLU
NUNHUWTE JIEKAPCTBEHH MPOAYKTH.

YCcTaHOBEHO €, Ye aTopBacTaTHH NOHWXkaBa o0 xonectepon (30-46%), LDL-xonectepona (41-
61%), anoaunonporenn B (34-50%) u Tpurnuuepuante (14-33%), KaTo ChIUEBPEMEHHO BOH 10
BapHabuaHH nosuiienns Ha HDL-C w anonunonporenH A, B 103a-3aBUCHMO NPOYYBAaHe.

Te3u pe3ynTaTu ce NOTBBPXKAABAT MPH MALMEHTH C XETEPO3UIOTHA (haMHIIHA XMIIEP
He(daMHITHA XHUIIEPXOJIECTEPOJIEMHS U CMECEHA XHMEPIHITUAEMHUS, BKJIIOUHTEIHO N
HEUHCYJ/IHH-3aBUCHM 3axapeH avader.

JlokasaHo €, 4e NOHWKEHHETO Ha 00K xonectepo., LDL-xonecrepona u anoau



HaMajsBa pUCKa OT CbPAEUYHOCHAOBH HHLIMIEHTH U CbP/I€YHOCHA0BA CMBbPTHOCT.

KannuyHa epmkacHOCT M 6€30MacHOCT

Xovoszuecomua ({){IHHTHH Xunepxo.iecmepo.iemMus

B My/ATHUEHTPOBO OCEM CEAMHYHO OTBOPEHO MPOYUBaHE 3a MHJIOCHPIHA ynoTpeda ¢ (haKy TaTHBEH
YABJDKHTEICH NEPUHO C pa3jIMuHA NMPOAB/IKHTE/IHOCT, ca OW/IM BKJIKOUYEHH 335 nauuMeHTH, 89 oT KOUTO
ca ¢ yCTaHOBEHa XOMO3UroTHA (haMH/IHa Xunepxosecteposnemus. [Ipu Te3u 89 nauueHTH, cpeaHOTO
noHuwxeHue Ha LDL-xonecrepona e npubauzurento 20%. AtopsactaTuH € npuaarad B 1034 10

80 mg/aeH.

Amepockineposza

B ka1MHKM4YHOTO npoyuBaHe Reversing Atherosclerosis with Aggressive Lipid -Lowering Study
(REVERSAL) eekTbT Ha MHTEH3MBHO NOHWKaBaHe Ha TMMUAMTE ¢ aTopBacTaTHH 80 mg 1
CTaH1apTHO MOHHWXKABAaHE Ha JIMMHUAKTE ¢ npaBacTaTHH 40 mg npu KOpoOHApHa aTEPOCKJIEpO3a €
OLICHEH 4pe3 BbTPECHAOBO yATPa3ByKoBO u3c/eaBaHe (IVUS) no Bpeme Ha anruorpadus npu
MaLMeHTH ¢ HcxemuyHa 6onect Ha cbpueto (MBC). B ToBa panaoMusupaHo, 1BOHHO-C4MO,
MYJTHUEHTPOBO, KOHTPOJHUPAHO KIWHUYHO npoy4BaHe IVUS e HanpaBeH B HA4al0TO Ha NPOYYBAHETO
M Ha 18" meceu npu 502 nauuentu. B rpynara Ha atopsactatuH (n=253) Hama nporpecus Ha
aTepockKjepo3ara.

CpeaHuAT NPOUEHT Ha NpoMsHa B o0uiMs 00eM Ha aTEpOCKIEPOTHYHATA IJ1aKa OT HAYaJIOTO Ha
NpOy4BaHETO (MbPBUYEH KPUTEPHIA Ha npoyuBaHeTo) € -0,4 % (p=0,98) B rpynara Ha aTOpBACTATHH M
+2,7 % (p=0,001) B rpynara Ha npaBactaTtut (n=249). B cpaBHeHHe ¢ npaBacTaTuH edekTHTe Ha
aTOpPBACTAaTHH Ca CTaTUCTH4YECKH 3HA4YUMH (p=0,02). EdbeKkTbT Ha HHTEH3UBHOTO JIMMTUHO
MOHHXKaBaHe BbpPXY CbpAEYHOCHAOBATA KpaiiHa Len (Hanp. HeoOX0AMMOCT OT peBacKyJiapU3aLius,
HedaTaneH MHOKapeH HH(DAPKT, KOPOHAPHA CMBPT) HE € U3CJIeIBaH B TOBA MPOYY4BaHeE.

B rpynara Ha atopactatuH LDL-xonectepoabT ce € moHH»KHI A0 cpeaHa cToiHocT oT 2,04 mmol/L
+ 0,8 (78,9 mg/dL+ 30) cnpamo u3xoaHara croiHocT ot 3,98 mmol/L + 0,7 (150 mg/dL + 28), a B
rpynara Ha npaBactatiH LDL-xonecrepoasT ce € noHnxkun 10 cpeaHa ctoiHocT ot 2,85 mmol/L +
0,7 (110 mg/dL+ 26) cnipsamo u3xoanara croitHoct ot 3,89 mmol/L + 0,7 (150 mg/dL + 26)
(p<0,0001). ATopBacTaTHH CBhLLO TaKa 3HAYMTEHO € HAMAJIHJI CPEIHMTE CTOMHOCTH Ha OOLIHS
xonecrepon ¢ 34,1% (npasacrartuH: -18,4%, p<0,0001), cpeanure H1Ba Ha TpUrauuepHanTe ¢ 20%
(nmpaBacTaTuH: -6,8%, p<0,0009) u cpeanus anoaunonporeun B ¢ 39,1% (npasactatun: -22,0%,
p=0,0001). Aropsactatun e nosuwun cpearus HDL-C xonecrepon cpeano ¢ 2,9% (npaBacTaTuH:
+3,6%, p=NS). Uma cpenno Hamanenue ot 36,4% Ha C-peakTMBHHS MPOTEUH B rpynara Ha
aTOpBaCTaTHH B CPaBHEHHE C HamasleHHe OT 5,2% B rpynara Ha npasactaTuH (p<0,0001).

Pe3yaratute OT Npoy4YBaHETO ca NoJyyeHHu npu no3uposka ot 80 mg. CnenoBatenHo, Te He MOraT J1a
Ce €KCTpAnoJHpaT BbpXY MO-HUCKUTE AO3HPOBKH.

[IpoduinTe Ha 6€30NaCHOCT U MOHOCUMOCT B JIBETE JIEKYBaHH IPyNH ca GHIM CPAaBHUMH.

E(ekTbT OT HHTEH3MBHOTO MOHMKABAHE HA JIMMTHUAWTE BbPXY OCHOBHHMTE ChPAEYHOCHAOBH KpaiiHH
L€ HE € u3C/e/IBaH B TOBa npoy4saHe. [lopaau ToBa, KJIMHWYHATA 3HAYMMOCT Ha TE3H MMOJTyYEHH
PE3YyJITaTH MO OTHOLIEHHE HA MbPBMYHATA H BTOPHYHA NPOQHIAKTHKA HA ChPAEYHOCHIOBHTE
CbOMTHS, HE € U3BECTEH.

Ocmvp KOpoHapeH cuHopom




XOCMHUTATU3NPAHE H € NPOABJLKHIIO 3a nepuoa oT 16 ceamuun. Jledenuero ¢ atopsacratud 80 mg
AHEBHO yBE/M4aBa BPEMETO A0 MOsiBa HAa KOMOMHHpaHaTa MbPBUYHA KpakHa TOYKa, ONpeae/ieHa KaTo
CMBPT, HE3ABUCHMO OT MpPUYMHATA, HedaTaneH MHOKapIeH HH(DAPKT, peCyCLMTHPAH ChPAECYEH apecT
HJIKH aHIMHa NEKTOPHUC C IaHHH 3a HCXEMHUS HA MUOKapaa, Hajlaralla XOCnUTalu3alus, NOKa3BalKu
peayKuus Ha pucka ¢ 16% (p=0,048). Toea e npeaMHO BeieacTBHE Ha 26% peayKLMs Ha
PEXOCMHUTA/IN3ALIMATA 32 @aHTHHA MEKTOPUC € 1aHHM 3a MCXeMUA Ha myokapaa (p=0,018). [pyrure

BTOPUYHU KPAHHHW LE/IH HE JOCTHIaT CTaTHYUCKA 3HAYMMOCT caMH Mo cede cu (001wo: niauedo:
22,2%., atopBacTtaTuH: 22,4%).

[IpodunbT Ha Ge3onacHOCT Ha aTopBacTaTHH B npoyuBaHeTo MIRACL ¢hOTBETCTBA HA ONMUCAHUSAT B
Touka 4.8.

[Ipodurakmuka na cbpoeyHocbLO080 3aboaisane

EdekTbT Ha aTropBacTaTHH BbpXY (aTanHa M He-(paTaiHa HCXEMHMYHA GOJIECT HA CHPLIETO € OLIEHEH B
PaHAOMH3HPAHO, IBOHHO-C/IANO, M1auedo-KoOHTpoarMpaHo npoyusaHe, Anglo-Scandinavian Cardiac
Outcomes Trial Lipid Lowering Arm (ASCOT-LLA). [NauuenTtute ca xuneprouuuu, 40-79-roamiunm,
0e3 npeaxoaeH MHOKapeH HHMAPKT UK JIEYEHHE 3a CTEHOKAPAUS M C HUBA Ha 001l xosectepoa (OX)
<6,5> mmol/1 (251 mg/dl). Bcuuku naumenty ca umanu Hail-mMainko 3 npeasapurTenHo aehHHUpaHN
CbpAEYHOCHA0BH PUCKOBH (DAKTOPH: MBIKKH MOJ1, Bb3PacT >55 roAMHH, NyLIeHe, AMabeT, aHaMHe3a 3a
NbC npu poacteeHuk ot mbpea auHUs, OX:HDL-C >6, nepudepHo cbaoBo 3a601sBaHe,
JIeBOKaMepHa XUnepTpodus, NpeaxoaeH MO3bYHO-CA0B HHLIMAEHT, cneunduyHa EKT anomanus,
NpOTeHHYpHsi/anOyMuHypus. He BCHUKM BKIOYEHH MALMEHTH ca MPELEHEHH KaTO MALMEHTH C BUCOK
PHCK 3a MbPBH CbPAECYHOCHIOB HHLIUIEHT.

[TatmeHTHTE ca eKyBaHH ¢ aHTUXMNEPTEH3MBHA Tepanus (MM aMJIOANIHUH - 6a3UpaH PeXUM, UK
aTeHoJ10/1 - Oa3upaH peKMM), KakTo W atopBactatH 10 mg qHeBHO (n=5,168) wnu naaueto

(n=5,137).

EdekTbT 32 HamansaBaHe Ha aGCOMIOTHUS W OTHOCHTENIHHS PUCK C aTOPBACTATHH € OMJI KAKTO CJIE/1BA:

MHuuaeHT OTHOCHTENHO bpoii Ha ABconoTHO CTOHHOCT Ha p
HaMaJIeHWE Ha HHLUIEHTHTE HaMaJleHHe Ha
pUCKa (aropBacTaTHH pucu:al (%)
(%) CrpsiMo niauedo
DartanHa UBC unoc 36% 100 cnpsimo 154 1,1% 0.0005
HedaTaieH MU
OO0wo ChbpICYHOCHAOBH 20% 389 cnpamo 483 1,9% 0,0008
HMHUMIEHTHH U
peBacKyJlapu3alMOHHH
npoueaypH
OO0 KOPpOHAPHH 29% 178 cnpsamo 247 1,4% 0,0006
HHUUIEHTH

1
Bb3 ocHoBa Ha pa3iinkara B 0611aTa YecToTa Ha MHUMAEHTHTE, HaBIFOIaBaHMU NPU CPELHO
rnpocsensaBaHe oT 3,3 roguHH.

HUbC - ucxemuuna 6onect Ha cbpueto; MU — muokapaeH nHdapkr.

HHUKAeHTa, p=0,17 u 74 cnpamo 82, p=0,51). B aHasiiu3a Ha noarpynara no noJ (81
JKEHH) OnaronpusaTeH e(eKT Ha aTOPBACTATHH € DUl HaBII01aBaH NMPU MBXKETE, HO
YCTaHOBH MpPH XKEHHUTE, BEPOSITHO NOPAAXA HACKATA YECTOTA HA MHLIMIEHTH B XKEHCK
OObulara U CbpAEYHOCHAOBATA CMBPTHOCT € YMCJIEHO MO-BMCOKA NPH >keHuTe (38 cn



cnpsmo 12), Ho ToBa He € OMII0 CTATHCTHUYECKH 3HAUYMMO. MMasio e 3HauYMTeTHO TepaneBTHYHO
B3aMMOCHCTBHE OT aHTHXHIEPTEH3WBHATA OCHOBHA Tepanus. [IbpBuuHarta kpaiina uen (daraana
MbC nmoc Hedaranen MH) ca 3HaunMmo peayuupaHu OT aTOPBAaCcTaTHH NPH MALIMEHTH, JIEKYBaHH C
amaoaunud (HR 0,47 (0,32-0,69), p=0,00008), Ho He U npu Te3H, neKkyBaHH ¢ areHo01 (HR 0,83
(0,59-1,17), p=0,287).

EdexTbT Ha aTopBacTaTHH BbpXY (haTanHO M HeaTATHO CHPACUHOCHIOBO 3a00IABAHE € OLEHEH ChLLO
M B PaHIOMH3UPAHO, ABOHHO-CJIANO, MYJITHLEHTPOBO, M1aLeb0-KOHTPOJIMPAHO MPOYyUYBaHE
Collaborative Atorvastatin Diabetes Study (CARDS) npu naumenTty ¢ tun 2 auaber, 40-75-roaMiuHu.
0e3 npe/Xo/1Ha aHaMHe3a 3a CbPAeYHOCHA0BO 3a60asBaHe U ¢ LDL-C < 4,14 mmol/1 (160 mg/dl) u
TpUranuepuan < 6,78 mmol/1 (600 mg/dl). Bcuukyn nauneHTH ca uMasin noHe | OT cieIHUTE PUCKOBH
(haKTOpH: XMNEPTOHHMS, HACTOALLO MylLEHe, PETHHONATHS, MUKPOAIOYyMUHYpPHS HIH
MaKpOa10yMUHY PHSA.

[laumenTuTe ca nekyBanu ¢ atopsactatH 10 mg anesHo (—1,428) unu nnaue6o (n= 1,410) npu
CpeAHO MnpocieasaBaHe oT 3,9 roamHH.

EdextbT 32 HamansaBaHe Ha aGCOMIOTHHUA W OTHOCHTEIHUS PUCK C aTOPBACTATHH € OWII KAKTO CJ1e/1Ba:

UHuuaeHT OTHOCHUTETHO bpoii Ha ADCONOTHO CtolH
HaMaJleHHe Ha UHLUMAEHTHTE HaMaJIeHHWE Ha | OCT Ha
pUCKa (aTopBacTaTUH pHCl{a] (%) p
(%) CpsMO
raauedo)
['0nemMu cbpaeyHOCHAOBH 37% 83 cnpsamo 127 3,2% 0,0010
UHLIMEHTH

(¢aTaneH u HedaTaneH ocTbp
MM, Thx MH, BHe3anHa cMbpT
BcaeacTeue Ha UBC,
HecTaOMWJIHA CTEHOKapaUs,

CABG, PTCA,
peBaCKyJIM3aLMsA, HHCYJIT)

MU (daranen u HedaTaneH 42% 38 cnpsamo 64 1,9% 0,0070
OMMH, Tux MH)

HUHcyntu (parannu u 8% 21 cnpsamo 39 1,3% 0,0163
HeaTaIHH)

IB1:|.?. OCHOBA Ha pa3J/iMKaTa B 00L1aTa 4eCTOTa Ha HHUMIAEHTHTE, HA0JIK0/1aBaHH MPU CPEHO
npocaeassaxe ot 3,9 roauuu; CABG - kopoHapeH aprepuasnen 6aiinac; UBC - ncxeMuyHa 60J1ecT Ha
cbpueto; MU — muokapaen ungapkr; PTCA - nepkyTaHHa TpaHC/lyMHHaIHA KOPOHAPHA
aHMOMNJIACTHKA.

Hsma nokasatesicTBo 3a pas/inka B eeKta oT JeUeHHETO Cropesl Moa, Bb3pacTTa WK MbPBOHAYATHOTO
HHBO Ha LDL-C Ha nauuenTa. braronpustHa TeHaeHuMs e Hab0naBaHa NPpU cMBPTHOCTTA (82

CMBPTHH Ci1y4aH npH ruiauedo rpynara cnpsamo 61 B rpynara Ha atopsacTaTtuH, p-0,0592).

Peyuousupay uncyim

B npoyuanero Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL
OLeHeH e(eKTbT Ha atopBacTaTUH 80 mg AHEBHO WM MaLe6o BbPXY HHCYTA npu 473
HHCYAT WK NMPEeXoHa UCXeMHu4Ha araka (T1A) B pamkuTe Ha npeaxoaHure 6 meceua /

3a UbC. [Taunenture ca 60% mbike, 21-92 roauuu (cpeaHa Bb3pacT 63 roanH1) U 1 /
LDL cpeato 133 mg/dl (3.4 mmol/L). Cpennara croiioct va LDL-C e 73 mg/dL ( ekt
BPeMe Ha JIeYeHHETO ¢ aTopBacTaTHH U 129 mg/dl (3,3 mmol/1) no Bpeme Ha neueHn¢TS d Hila
CpeaHara npoABL/IXKUTENIHOCT Ha npocieassaHe € 4,9 roauHm. 2




AtopBacratiH 80 mg € HaManu/I pyCKa OT NbPBUYHATA KpaiiHa e (aTaneH U He-(haTaleH HHCYJIT C
15% (HR 0,85; 95% Cl, 0,71-,00; P=0,05 nau 0, 84; 95% CI, 0,71-0,99; p=0,03 cnexn anantupase Ha
H3XOIHHTE XapaKTEPHCTHKH) B CpaBHeHHE ¢ ru1auedo. Obuara cMbpTHOCT € 9,1% (216/2365) npu
aTopsacTaTHH crnpamo 8,9% (211/2366) npu nnauebo.

B post-hoc aHanu3 aropactatiH 80 mg e Hamanun yectoraraTa Ha HCXeMUueH UHeyAT (218/2365,
9.2% cnpsamo 274/2366, 11,6%, p=0,01) 1 e noB1ILKA YecTOTAaTa HA XEMOparMyeH HUHCYAT (55/2365,
2,3% cnpamo 33/2366, 1,4%, p=0,02) B cpaBHeHuHe ¢ naauedo.

- PUCKBT OT XeMOparuyeH HHCYJIT € NOBULUEH MPH MaLUMEHTHTE, KOMTO ¢a C MpeLIeCcTBALll
XEMOpAru4eH HHCYJT MpH BKJIKOYBAHE B rpoy4BaHeTo (7/45 npu atopBacTaTHH crnipsamo 2/48
npu naauedo; HR 4,06; CI 0,84-19,57) u puckbT OT MCXEMHYEH MHCYAT € CXOEH B JBETE
rpynu (3/45 npu atopsactatvH cnpsamo 2/48 npu nnaue6o; HR 1,64; 95%» Cl, 0,27-9,82)

- PUCKBT OT XeMOparu4eH HHCYIT € NOBHLUEH NMPH MAaLKWEHTH, KOMTO ¢a ¢ Npe/LLeCTRaLLL
laKyHapeH HH(apKT npu BKJIOYBaHe B npoyusaHeTo (20/708 npu atropsactaTtvn cripamo 4/701
npu niauedo; HR 4,99; 95% CI, 1,71-14,6), HO pMCKBT OT HCXEMHYEH UHCYT MPH TE3H
MaUMeHTH CblLo € HaMansa (79/708 npu atopsactatun cnpsamo 102/701 npu nnaue6o; HR 0,76;
95% Cl, 0,57-1,02), Bp3mMOXkHO € KpailHUST PUCK OT HHCYJIT /Ia € MOBHLUEH MPH NALUEHTHTE C
NPeAXO/ieH JJaKkyHapeH HH(]ApKT, KOMTO MoJyyaBart aTopBactatiH 80 mg Ha aeH.

Obwara cmbpTHOCT € 15,6% (7/45) npu aTtopBactatus cnipsamo 10,4% (5/48) npu nnaue6o B
NoArpynarta nauHeHTH ¢ NpeAX0aeH XeMoparuueH HHCYaT. Obwara cmbpTHOCT € 10,9% (77/708) npu
aTopBacTaTHH crnpsamMo 9,1% (64/701) npu nnauebo B noarpynara nauMeHTH ¢ NpeaXo/eH JaKyHapeH
HH(]apKT.

[lequaTpuyHa nonyJauus

Xemeposzueomua (pamuina xunepxonecmepoiemus npu neQuUAMpPUYHU nAyUeHmu Ha 8v3pacm 6-17
COOUHU.

[IpoBeneHo € 8-ceIMHUHO OTBOPEHO MpOyYBaHe 3a OLEHKA Ha (hapMaKOKHHETHKATa,
(papmakoarHamuKaTa M 6€30MacHOCTTa Ha aATOPBACTATHH TPH JIELIA U MOAPACTBALLM C FEHETHUHO
NI0Ka3aHa Xe€TePO3UroTHa (paMUIIHA XMNEPXOJIeCTEPOIEMHS W 6a30BH cToiHOCT Ha LDL>4 mmol/L.
[IpoyuBaneTo oOxBaia 39 neua v noapacTealm Ha Bb3pacT ot 6 a0 17 roauuun. Koxopra A BkIto4Ba
|5 neua, Ha Bb3pacT 6 — 12 roauHu B nbpeM ctaauii no Tanner. Koxopra b Bkiousa 24 neua Ha
Bb3pacT 10 - 17 roguHu B ctaauit no Tanner >2.

HauyanHara 103a aropsactaTHH B KOXOpTa A € 5 mg AHEBHO noj opmaTa Ha TabsieTka 3a JbBUYEHE H

10 mg nHeBHO B kOoxopTa b. JlaneHa e Bb3MOXKHOCT Ha4a/IHaTa /103a /1a C€ YIBOM aKO HE € JOCTHrHaTa
TapreTHaTa cTodHocT 3a LDL-C <3.35 mmol/L Ha yeTBbpTa ceaMuLa 1 ako aTopBacTaTHH Ce NMOHACH
nobpe.

Cpennure croitoctu 3a LDL-C, TC, VLDL-C, u Apo B ca Hamanenu npe3 BTopara ceaAMMLA MpH
BCUYKH nauueHTH. [1pu naumenTHTe, Ha KOUTO NO3aTa e Ouna yaBOeHa, € OUno Hab K0 1aBaHO
AOMBIHUTETHO HAMaJIEHHE Ha CTOMHOCTHTE Ha BTOpaTa CeIMHLA MPH MbPBOTO H3MEPBAHE Clie/
NoBHLIAaBaHe Ha f03aTa. CpeqHaTa CTeNneH Ha NOHW)KABAHE HA CTOMHOCTUTE Ha JIMMUIHHUTE NapaMeTpH
e Onja cxo/1Ha 3a BeTe KOXOpTH 0e3 3HaYeHHe Jaiv NaLUMEeHTUTE ca OWIM OCTABEHHW Ha TAXHATA
MbpPBOHa4a/lHa 103MPOBKA MM T e Ouna yaBoeHa. Ha 8-a cenmuua cpennara crenen Ha npghiye

Oaszosute cToiHOCTH Ha LDL-C u TC e 6una npubausurenHo cbotBeTHO 40% u 30% ..,_/-:5. SCL2
BBb3/1€HCTBHE. Ny

BbB BTOpPO OTBOPEHO MpoyuBaHe, ¢ €AHO pamo, 271 MOMYETa H MOMHYETA C XETEPO3H r- parill
XHMIEPXOJIUCTEPOIEMHS Ha Bb3paTc 6-15 roauHu ca GUIM BKJIIOYEHH M JIEKYyBaHH C aTOR fg\a '
Nepruoa OT 3 roJANHK. 3a BKIKOYBAHE B NPOYYBAHETO € H3UCKBAHO NOTBbpAEHA xeTepm P e

‘n.\FFn '



(pamunHa xunepxosecteponemMus H u3xoaHa ctoiHocT Ha LDL-C > 4 mmol/L (npu6au3urento

152 mg/ dL). [lpoyusaneTo Bknrousa 139 neua B nbpeu craauii no Tanner (0GMKHOBEHO Ha Bb3pacT
oT 6-10 roaunn). Jlo3ara Ha aTopBacTaTHH (BeHbXK AHEBHO) € OWia 5 mg (TabaeTkH 3a AbBYEHE) npu
aeua Ha Bb3pact noa 10 roauHu. /leuara Ha Bb3pacTt 10 roaMHy ¥ noBeye ca 3anoyvyHaIu JieyeHue ¢

|0 mg aTopBacTaTHH (BEAHBXK JAHEBHO). BCHukM Aeua ca MOraM aa noay4art THTPUPAHE A0 MO-BUCOKH
/103H, 3a MNOCTHraHe Ha MpHULUETHH CTOHHOCTH Ha LDL-C < 3,35 mmol/L. Cpeanara no3a, anantupansa
CNpsMO TErJ10TO, 3a Aela Ha Bb3pacT OT 6 10 9 roauHu e 6uaa 19,6 mg, a 3a neua Ha Bb3pact 10
rOJIMHK U noseye e Ouia 23,9 mg.

Cpennure (+/- CO) u3xoanm croitHocTh Ha LDL-C ca 6uium 6,12 (1,26) mmol/L, koeTo e 6110
npudausuTenHo 233 (48) mg/dL. Buxre Tabnaunua 3 no-1011y 3a OKOHYATETHUTE PE3YJITATH.

/laHHKMTE Ca CHOTBETCTBAJIM Ha JIMNCa Ha eeKT BbPXY KOWTO U /1a € OT NapamMeTpPHTE Ha pacTexa
Pa3BMTHETO (Hanp. BUCOUYMHA, Terno, BMI, craaui no Tanner, ouenka Ha u3cnenoBatens Bbpxy
LIAJTOCTHOTO Ch3PSIBAHE H PA3BUTHE) NPH NEAUATPUYHH MALMEHTH U FOHOLIMU C XETEPO3UIOTHA
(haMHITHA XHMIIEPXOJECTEPONIEMHUS, MOJTYHaBALUHM JIEYEHHE C aTOPBACTATHH MO BPEME HA 3-rOJMLIHOTO
npoy4BaHe. Bb3 OCHOBa Ha OLIEHKATa Ha U3C/€10BaTENA, HE € OTYeTEH e(PEKT MO OTHOLLEHHE Ha
BUCOYHHaTa, Tersioro, BMI no Bv3pacT, wiam no non npu nocetieHue.

Tabauua 3 Jlunuaonoxnukasaluy eekTd Ha aTOPBACTATHH NPH FOHOLIM MOMYETA H MOMHYETA C

XeTepo3uroTHa dbamMuaHa xunepxosecrepoaemus (mmol/L)

BpemeBa N TC (CO) LDL-C HDL-C (CO) TG (CO) Apo B (CO)#
TOYKa (CO)

HU3xoaHu 271 | 7,86(1,30) 6,12(1,26) | 1,314(0,2663) 0,93(0,47) 1,42(0,28)**
CTOHHOCTH

Mecen 30 206 | 4,95(0,77)* | 3.25(0,67) | 1,327(0,2796) 0,79(0,38)* | 0,90(0,17)*
MeceL 240 | 5,12(0,86) 3,45(0,81) | 1,308(0,2739) 0,78(0,41) 0,93(0,20)***
36/ET

TC= 06w xonecrepon; LDL-C = xonecreposn ¢ Hucka nabTHOCT-C; HDL-C = xonecTepon ¢ BUCOKa
nAbTHOCT-C; TG = Tpurnuuepuan; Apo B = anoaunonporeun B; “Mecen 36/ET” BkarouBa
oc/ieIHaTa BU3MUTA 3a JIMLATa, KOUTO Ca U3/1€3/IM OT NMPOYYBAHETO MNPEAH MIaHUpaHaTa KpaiiHa
TO4YKa Ha 36 Mecell, KAKTO U MbJIHK 36-MeCeYHHW NaHHH 3a JIMLATA., 3aBbPLIKAINA 36 MECEYHOTO
yuactue; “*”= Meceu 30 N 3a To3u napameTsp € 6un 207; “**”= Usxoauu croiiHoctu N 3a TO3M
napameTbp e 6un 270; “***” = Meceu 36/ET N 3a To3u napamersp e 6un 243; “#”=g/L 3a Apo B.

Xemepozucomua gamuina xunepxonecmepoiemus npu neQuampuyHu nayuenmu Ha évzpacm 10- 17
2OOUHU.

B nBoiHO-cA14M0, n1auebo KOHTPOIMpaHo Npoy4BaHe, NOC/IeABaHO OT OTBOpeHa (a3a Ha
npoyusaHeTo, 187 MoMueTa U MOMHUETA Cle/l MbpBaTa MEHCTpyauus, Ha Bb3pacT 10-17 roauuu
(cpeano 14,1 roauHu)c xetepo3uroTHa hamunna xunepxosnecreponemus (FH) wiu Texka
XMMEPXO0JIECTEPOIEMHS ca OWJIM paHAOMHU3UpaHH Ha atopBacTaTuH (n=140) uau naneuebo (n=47) 3a
26 ceAMHUM, ClIe/l KOETO BCHUKH MOJy4YaBaT aTOPBACTATHH 3a 26 ceiMHLIM. JIo3MpOBKaTa Ha
aTopBacTaTHH (BeAHBX AHEBHO) € 10 mg 3a MbpBUTE 4 CEAMMLIM C MOC/IEABALLO YBEIHYABAHE 10

20 mg B ciyyait ye LDL-C nuBara ca >3.36 mmol/l. ATopBacTaTHH CHrHU(HKaTHO HaMaJIsABa
J1a3MEHUTE HUBA Ha 00K xonectepos, LDL-C, Tpurnuuepuaunte u anonunonporenud B npes
nbpBuTe 26 cCeAMHMLM Ha ABOHHO-casnarTa ¢asza. Cpeanara nocturHara croiiHoct Ha LDL-C e 3.38
mmol/l (range: 1.81-6.26 mmol/l) B rpynara Ha aTopBacTaTHH, cpasHeHa ¢ 5.91 mmol/l (range: 3.93-
9.96 mmol/l) B nnaue6o rpynara npe3 26-ceamuuHara ABoiHO-casna dasa.

JlonMbAHUTENIHO NEAHATPUYHO NMPOYYBAHE HA aTOPBACTATHH CPELLy KOJECTHION NPH NaL g@'ﬂ ﬁﬂ/}}
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Bb3pacT 10-18 roanHu ycraHossBa, ye atopsactatud (N=25) npeau3Buksa curaud
HamaneHue Ha LDL-C na 26-ta ceamuua (p<0.05), cpaBHeH ¢ konectunon (N=31)

[lpoyuBaHe 3a ,,Mun0CbpaHa ynoTpeba™ Npu NaLMEeHTH ¢ TeXKKa XHIEPXO0J1ecTeposk
(BKJIFOUMTETHO XOMO3HIOTHA XHITEPXOJIECTEPOJIEMHUS )BKIIIOUBALLO 46 negHaTpyuyH




JICKYBAHH C aTOPBACTATHH B 3aBUCHMOCT OT OTroBopa (HAKOMW nauueHTH ca npuemanu 80 mg
aropBacTaTHH aHeBHO). [IpoyuBaHeTo npoabkaea 3 roamuu: LDL-xonecrepoasT e HamasieH ¢ 36%.

JIbarocpoyHara e(pUKaCHOCT Ha Tepanus C aTOPBACTaTHH B JIETCKA Bb3PAcT 3a HAMAJIsBAHE Ha
3a00/1€Ba€MOCTTa U CMBPTHOCTTA B 3psijia Bb3pacT HE € YCTAHOBEHA.

EBponeickara areHLu1s no JeKapcTBaTa € OT/10/KH/1a 3aAb/KEHHETO 3a NO/1aBaHe Ha Pe3yJITaTH OT
Npoy4BaHHsA C aTOpBAcTaTHH npu aeua ot 0 10 6-roaMilHa Bb3pacT NpH JIeYEeHUE Ha XETEPO3UTrOTHA
(paMuIIHA XHNEPXOJIECTEPOIEMHUS, KAKTO W npu Aeua ot 0 10 18-roauuiHa Bb3pacT npH JIe4EHUETO Ha
XOMO3HUroTHa (hpaMHJIHA XHUIIEPXONIECTEPOIEMUS, KOMOMHHUpPAHA (CMECEHA) XHIEPXOJIECTEPOIEMHUS,
MbpPBHYHA XHIIEPXOJIECTEPOIEMHUSA H MPH MPEBEHLIMATA HA CbPACYHOCHAOBH CHOUTHS (BXK. ToUuka 4.2 3a
HH(pOpMaLMs 3a neaMaTpyuuHaTa ynorpeda).

S.2 PapMaKOKHHETHYHH CBOHCTBA

AbcopOuus

ATtopBacTtaTuH ce abcopOupa Obp30 cjiea NepopasHO NMPUIOKEHHE, MAKCHMATHA MJ1a3MeHa
KOHUeHTpauus (Cnax) ce moctura 3a 1 no 2 yaca. CreneHra Ha abcopOums ce nokaysa
NMPONOPLIHOHAIHO Ha A03aTa Ha aropBacTaTuH. Cnea nepopasiHo NpUIoKeHHE OMOHAIIMYHOCTTA HA
aropBacTaTHH (puaIMHpaHH TabneTkH € 95 10 99% B cpaBHeHHe C Ta3u Ha MEPOPAIHHS Pa3TBOP.
AOCOJIIOTHaTa OUOHATMYHOCT HAa aTOPBACTaTHH € NMPUOIM3UTENHO 12% W CHCTEMHATa HAJTMYMHOCT Ha
HHXHOMTOpHaTa akTUBHOCT 328 HMG-CoA penykra3ara e npubansurenHo 30%. Huckara cucremHa
HaJIMYHOCT C€ OT/1aBa Ha NPECHUCTEMEH KJIIMPBHC B raCTPOMHTECTHHAIHATA MYKO3a W/ MK Ha first-pass
MeTaboIM3bM B YEpHHA APOD.

Pa3npeaeneHue

CpeanusaT obem Ha pasnpeaeseHUe Ha aTopBacTaTHH € npubnusutenHo 381 L. AtopactaTuH ce
CBbp3Ba C rUia3MeHUTE NpoTeuHHU B 98%.

MeTado/ M3 BM

ATOpBacCTaTHH ce MeTabonusupa ot uuToXpoM P-450 3A4 no opTo- ¥ napaxuapOKCHIHMPaHH
NIEPUBATH H pPa3IMYHU O€Ta-OKHUCIUTENHHU NpoayKTH. OCBEH IPYTUTE MBTHLIA, T€3H JIEKAPCTBA CE
METadOJIM3UPAT JOIMBIHUTEIHO Ype3 IIOKYpoHUpaHe. In vitro uHxuouuusata Ha HMG-CoA
peayKTa3aTta OT OpTO- W NapaxHJApPOKCHIUPaAHHUTE META0OJIMTH € EKMBAJIEHTHA Ha Ta3H OT
aropBactaTuH. [Ipubnausurenno 70% ot uvpkynupauara HHXHOUTOpHA akTUBHOCT 3a HMG-CoA
peaykTa3ara ce OTJaBa Ha aKTUBHUTE META0OIUTH.

EnumuHUpaHe

ATOpBAacCTaTHH C€ WU3JIbYBA MPEAUMHO C XJTbYKaTa Cle/] XenaTajieH W/ WiK eKcTpaxenarajieH
meTaboau3bM. U3rnexna, obaue, ye 1eKkapcTBOTO HE NMPETbPrIABa 3HAYMTEIHA EHTEPOXENATAIHA
peurpkyauds. CpeAHUAT M1a3MeH MOJy>KMBOT Ha aTOPBACTATHH MPH Xopa € Npudau3uTenHo 14
yaca. [lomyxuBoTbT Ha HHXHOUTOpHATa akTHBHOCT 32 HMG-CoA penykra3zara € npubausurento 20
10 30 yaca nopaau y4yacTHETO Ha AKTHBHHUTE META0OJIUTH.

ATOpBACcTaTHH € CyOCTpaT Ha YEPHOAPOOHHTE TPAHCTIOPTEPH M HA MOJIMMNENTHANTE, TPAHCOPTHUPALLH
opraHi4HH aHWoHHW 1B1 (OATPI1BI1) u 1B3 (OATPI1B3). MeTtabonuture Ha aTopBacTaTHH ca

cyocrpatu Ha OATPIBI. YcranoseHo e cbL10 Taka, 4e aTopBacTaTHH € CyOCcTpar Ha 4 ‘ ﬁh

TpaHcnoptepu P-rnukonporenH (P-gp) u Ha npoTreHHa Ha Pe3MCTEHTHOCT Ha paka Ha r. ﬁﬁtg
(BCRP), konto Moxxe na orpannuat ypeBHaTa abcopOLIMs W KIbYHHS KJIMPBHC Ha 9YoRBaCT, g o\ C"‘
Cneyuainu nonyiayuu S (WV4;
2\
%




Cﬂfﬂp'f&’('ﬁﬂ 6b3pacm.

[[na3zMeHuUTe KOHUCHTPALUHH HA ATOPBACTATHH H HCTOBHTC dKTHBHH MeTaOOJIMTH C€a NMO-BUCOKH [1pH
3ApaBH XOpa B HAlpeE€aHa/la Bb3pacT, OTKOJIKOTO IMNMpHU MJ1aau MNMauuHCHTH, a E(I)E-’KTHTE Mo OTHOLUCHHUEC Ha
JIUITUAHTE Ca CPABHHUMH C TC3H I1PH 110-MJ1a1H MNMALHEHTH.

[leouampuuna nonyiayus.

B oTBOpEHO, 8-CEAMUYHO NMpoyU4BaHe, NeAHaTPUHUYHU NaUMeHTH (Ha Bb3pacT 6-17 roauuu) | craaui no
Tanner (N=15) u craaui no Tanner 22 (N=24) ¢ xerepo3urorHa pamuaHa XUIepXoJecTepoeMus 1
OCHOBHH CTOHHOCTH Ha LDL-C >4 mmol/L ca nekyBaHnu ¢ 5 uaun 10 mg tabneTku 3a AbBYEHE WM
CBOTBETHO 5 WK 10 mg puaMupaHu TabEeTKH aTOPBACTAaTHH BEAHbXK AHEeBHO. EnMHcTBEeHaTa
3HAYMUTE/IHA NPOMAHA BbB (PAPMAKOKMHETHYHHUS MOJEJ Ha NMOMYyJ1alMATa, JIeKyBaHa C aTOPBaCTaTHH €
TejiecHata Maca. OpajHUAT KJIMPBHC MPH NEAHATPHYHH MALMEHTH Ce ABABA MOA00EH HA TO3H MpH
Bb3PACTHH CJIE/l AIOMETPUYHO U3MEPBAHE HA TeJIECHOTO Teryio. CboTBeTHO HamaneHue Ha LDL-C u
TC e 6110 ycTaHOBEHO clie]] JIEYHEHHETO ¢ aTOPBACTATHH U O-XH/1POKCHATOPBACTATHH.

[lon:

KOHUeHTpauuMuTe Ha aTOpBacTaTHH U HEFrOBUTE aKTUBHU META0OIUTH NPH KEHUTE CE pa3jiu4yaBar OT
T€3U NMpU MbXKeTE (3KeHHU: NPUOAU3UTENHO ¢ 20% no-BUCOKH 3a Cpax M ¢ 0k0J10 10% no-HUCKH 3a
AUC). Te3un pa3iiMKyd HAMAT KJIMHUYHO 3HAYEHHE U HAMA KIIMHMYHO 3HAYUMH Pa3/IUKH MEXKIY
e(eKTUTEe Mo OTHOLUEHUE HA JIMITUAUTE MPU MbXKE U HKEHH.

bvopeuno yspercoane:
bbrOpeunuTe 3a0019BaHUA HAMAT BIMSHUE BbPXY MIAa3MEHUTE KOHLUEHTPALIMH WU BbPXY JIMITUAHUTE
e(EeKTH Ha aTOPBACTATUH U HEMOBUTE AKTUBHH META0OJIUTH.

Yeproopoono yepesicoane:

[Ina3mMeHuTE KOHLUEHTPALIMK HAa aTOPBACTATHH U HENOBUTE aKTUBHHU META0OJIMTH Ca 3HAYMTEHO MO-
BUCOKH (NnpuOIU3UTENHO 16 MbTH 32 Chax U 11 nbTH 32 AUC) npu naumeHTH ¢ XpOHHYHA aJIKOXOJIHA
yepHoapoOHa 6onect (Child-Pugh B).

SLOC1BI noaumopghuzvm:

YepHoapoOHoTo 3axBauaHe Ha BCHYKM HMG-CoA-peaykTa3zHH HHXHOHUTOPH, BKJIKOYHTETHO
aTopBacTtaTHH, ce u3BbpLuBa rnocpeacrsoM OATPIB1 tpancnopren nporeuH. [Ipy nauueHTH chbe
SLCOI1BI1 nonumopdu3bM HMa PUCK OT MOBHULLIEHA EKCMO3ULIMSA HA aTOPBACTaTHH, KOETO MOXE 14
NOBE/E N0 MOBHULLEH PUCK OT pabaomuonunia (Bx. Touka 4.4). [lonrumopdU3MbT NpU reHa, KoaMpatiil
OATPIBI1 (SLCOIBI1 ¢.521CC) e cBbp3aH ¢ 2,4 NbTH NO-BUCOKA CUCTEMHA HAJTMYHOCT Ha
aropsactaTiHH (AUC) B cpaBHeHHEe ¢ HHAWBHUAM 0e3 TO3u reHoTuneH BapuaHT (¢.521TT). I1pu Te3u
NaLMEHTH € Bb3MOXKHO CbLLIO N’€HETHYHO 1a € HAPYLIEHO YePHOAPOOHOTO 3axBalllaHe Ha
aTopBacTaTuH. Bb3MOXKHUTE NOC/IEACTBUA BbPXY €(DUKACHOCTTA Ca HEU3BECTHH.

3.3 [IpeaxkIMHUYHHE JaHHH 32 6€30MACHOCT

ATOpBacTaTHH HE € MOKa3ajl MyTareHeH WJH KJ1aCTOreHeH NoTeHuMas B 0atepus oT 4 in Vitro TeCTOBe

U B €IMH aHAJIM3 1IN VIVO. ATOPBACTAaTHH HE € KaHLIEPOreHeH 3a MJIbXOBE, HO MPH NpuWjaraHe Ha

BUCOKH 1034 NMpU MULUKH (aoBeau a0 6-11 nbTu no-sucoku ctorHocTy Ha AUC (0 1o 24 yaca) B
CPaBHEHHE C TE€3H MPH XOpa, NpUEMAJIH HalH-BUCOKATa NMPENOPbUYMTE/IHA /103a) ca Ce MOABUIIH CITyYau

Ha Xernaroue/yJ/lapeH aaeHOM MPU MBXKKHUTE U XenaToueyapeH KapUuMHOM MpPH dKEHCKUTE dKUBOTHH.
Mma nanHu ot npoyuBaHus npu K1MBOTHH, Ye HMG-CoA-peaykrazHure MHHXMOMTOPH MOXKeE J1a

BJIUSISIT BbPXY Pa3BHTHETO HAa eMOpHOHMTE U peTycuTe. [Ipu nabxoBe, 3alLM U Ky4yeTa aTOpBaCTaTHH
HAMA edeKT BbpXy (PEPTHIIMTETA U HE € TEPATOreHeH, HO NMPH TOKCHYHM 3a MaiKkara J03H S
[JIbXOBE M 3aHLM € HaOmoaaBaHa peTanHa TOKCHYHOCT. Pa3BUTHETO HA MOKOJIEHHETO
3a0aBE€HO W MOCTHATAJHOTO OLIE/IABAaHE HAMAJIEHO NP €KCMO3ULIMA Ha MaiKaTa Ha BH
aTopBacTaTHH. [ Ipy mibXxoBe UMa 10KA3aTENCTBO 3a MPEMHUHABAHE HA JIEKAPCTBOTO
[Ipy nabXOBE MJ1a3MEHUTE KOHLEHTPALUMHU Ha aTOPBACTaTHH ca OJIM3KHK 10 TE3H B MJ]
W3BECTHO J1aJ1H aTOpPBAaCTaTHH W HErOBMTE METADOJIMTH CE€ EKCKPETHpAT B KbpMarTa.




6. PAPMAILIEBTUYHUA JAHHHU
6.1. CnHCcBK HA NOMOIIIHHTE BellecTBa

SAnpo Ha TabaeTkara:

[loBuaoH

HaTtpues naypuicyndar

Kanuues kapoonar (E170)
MukpokpucTaniHa uenaynosa (E460)
JlakTo3a MOHOXHMApAT
Kpockapmenosa Hatpuii (E468)
Marne3ues creapat (E470b)

PUIMOBO MOKPUTHE:

[ loIMBUHKUJIOB AJ1IKOXO
TuranoB auokeua (E171)
Makporona 3000

Tank (E553b)

6.2. HecboBMecTHMOCTH

Henpunoxumo.

6.3. Cpok Ha rogHoOCT

2 rOAUHH

6.4 ChneuHa/IHH yC/IOBHS HA CbXPaHEeHHe
Jla ce cbxpansaBa noa 25°C.

6.5 Jlauuu 32 omaKkoBKaTa

®unmupanu Tadsetkd no 10 mg u 20 mg:
baucrepna onakoska (Al poano, OPA/AI/PVC donuo): 30 punmupanu TabaeTku B KyTHS.
baucrepHa onakoska (Al ponmo, OPA/AI/PVC ¢onuo): 90 dunmupanu tabneTku, B KyTHs.

He BCcHUKH BH/10B€ OMAKOBKK MOrar Aa ObaaT nycHaTH Ha nasapa.
6.6 Chneunna/HH NpeANna3sHH MEePKH NPH H3XBbPJIAHE

Hsama cneuMajiHu U3UCKBaHUA.

7. TMIPHTEXATEJ HA PASPEIHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHHs

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per.Ne: 20040183 — Atopuc 10 mg
Per.Ne: 20040184 — Atopuc 20 mg




9. JAATA HA ITBbPBO PA3ZPELHIABAHE/ITIOJJHOBSBAHE HA PA3PEIHIEHUETO 3A
YIIOTPEBA

/larta Ha nbpBa perucrpauus: 26.04.2004
Jlata Ha nocneaHo nogHossBaxe: 12.10.2009

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Moapobxa nHdopmalms 3a TO3M IEKAPCTBEH NPOAYKT € NPEeAOCTaBeHa Ha yebcaiita Ha U3mbinuTenHa
AreHuus no Jlekapcreara (MAJI) http://www.bda.bg.




