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1. WME HA JJEKAPCTBEHUS MPOJAYKT

Asanop 10 mg ¢puamupanu TabneTku
Avanor 10 mg film-coated tablets

Asanop 20 mg ¢punamupanu TabneTku
Avanor 20 mg film-coated tablets

ABanop 40 mg ¢uimupanu TabaeTKu
Avanor 40 mg film-coated tablets

Asanop 80 mg punmupanu Tabnerku
Avanor 80 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

ABaHop 10 mg duaMupaHy TabieTKH

Bcesika punmupana Tabnerka ceabpka 10 mg aropBacraTuH (atorvastatin) KaTo aTOpBacTaTUH KaJILIMM.
AsaHop 20 mg duamupanu TabneTku

Bcesika punmupana tabnerka cwabpxka 20 mg aropBactaTH (atorvastatin) KaTo aTOpBaCTaTHH KaJILIMH.
ABaHop 40 mg duamupaHu TabsieTKH

Bcesika punmupana Tabnerka cbabpika 40 mg atopBactaTuH (atorvastatin) KaTo aTOpBacTaTHH KaJILIMMA.
AaHop 80 mg duamupanu TabjeTKH |

Bceska punmupana Tabnerka cpabpka 80 mg atopBactaTuH (atorvastatin) KaTo aTOpBacTaTUH KaJILIMMA.

3a MBbJIHUS CMUCHK HA NMOMOIIHHUTE BEllECTBA BHKTE TOYKa 6.1

I JIEKAPCTBEHA ®OPMA

®uamupaHa Tabierka

ABaHop 10 mg duamMupaHu TabaeTKH
benu no nouru 6enu, ¢ enuncopuaHa Gpopma, ABORHOU3IMbKHAIU (PUIMUpPAHU TaOJIETKHU ¢ BUTOHATO

penedHo o3HaueHue ,,10* oT eqHaTa cTpaHa M raaaku ot apyrara crpada. Pazmep: npuOau3uTenHo
8 mm x 4 mm.

Asanop 20 mg duaMupanu TabneTku

benun no nouru 6enu, ¢ enuncoBuaHa popma, ABOMHOU3ITbKHANH (PUIAMHpaHH TabJIETKH ¢ BAJILOHATO
penedHo o3HavyeHue ,.20° OT eaHATa CTpaHa M ¢ JleJIMTeIHa YepTa OT Jpyrara cTtpaHa. Pasmep:
npuOau3uTenHo 10 mm x 6 mm.

TaGnerkara Moxe 1a Objie pa3jie/ieHa Ha paBHH J103H.

AaHop 40 mg duamMHUpaHu TabNeTKH

benu no nouru 6enu, ¢ enuncoBuaHa ¢popma, ABOHHOU3NBKHAMK (pUIMUpaHK TabneTKu ¢ BAIBOHATO
penedHo o3HaueHue ,.40° oT egHaTA CTpaHa U ¢ JeJIMTE/IHA YepTa OT JApyrarta ctpaHa. Pazmep:
npuban3uTesHO 13 mm x 7 mm.

TaGnerkara Mmoxe na Ob/ie pa3zesieHa Ha paBHHU J103H4.
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Asasiop 80 mg ¢unmupaty Tabnerxa

bexn 10 nourH Oeny, ¢ enmncosuana Gopma, ABOHHOM3IBKHANH (UIMHPaHH TAbNeTKH ¢ BUTEOHATO
penedHO o3HaueHue ,,80 oT eHATA CTpaHA H ¢ JENHUTENHA YepTa OT APYraTa cTpaHa. Pasmep:
npubnau3urenHo 16 mm x 9 mm.

Tabnerkara Moxe z1a Op/ie pa3eiieHa Ha paBHH NO3H.

4, KIAHAYHHA JAHHHA

4.1 TepaneBTHUNH NOKAIRHAL

XunepxonecreponaeMus |

ABaHOp ce mpHara Karo JOITk/IHeHHE KbM JHeTaTa 3a HaMaJIdBaHe Ha nopuieHHa obiy xonecrepon
(061-C), LDL-xonecrepon (LDL-C), anoaMnonpoTeHH B H TPUIIHUEPHAKTE MIPH BE3PACTHH, IOHOMHM
M elid Ha Bb3pacT Ha 10 M moBeve roAHHH ¢ ITbPBAYHA XHNIEPXONECTEPOICMHS, BKIIIOIHTEITHO
(paMMIIHA XHIIEPXOJIECTEPOJICMHA (XETePO3HIOTeH BAPHAHT) Wi KOMOHHMpaHa (CMeceHa)
xunepmEAeMua (oTropapsama Ha THn Ila vy Tan 11Ib cernacHo knacHgukaimara Ha Frederickson),
KOTATO MOBJTHABAHETO OT JUETa M APYrH HedapMaxoJorHyHH MEpPKH € He3aJ0BOIHTE/HO.

ABaHOD e NOKa3aH CBHINo M 3a NoHwkasaHe Ha oOmud u LDL-xonecTepon npu BE3pacTHH ¢
XOMO3HTOTHA (aMIIHA XHTICPXOJIECTOPOJIEMHS, KATO AOMBIHCHHE KbM APYTO JIMITMACNOHIKABALIO
nedenne (Hanmp. LDL-adepesa) win ako HAMA BE3IMOXHOCT 32 TAKOBA JIEYCHHE.

I1 Ha OBH
[IpodunakTHka Ha CHPACYHO-CHAOBH CHOMTHSA ITPH BH3PACTHH MAUMEHTH, 38 KOMTO € H3BECTHO, Ye ca
¢ BHCOK PHCK OT ITbPBH CBPACYHO-CHIOB HHLMACHT (BXK. TOYKA 5.1), KATO JOITHIHCHHE 338 KOPSKLIMA

Ha APYTH PHCKOBH (PaKTOPH.

4.2 o3upoBKA H BAYHR HA HPHJIOKEHHE

Ho3uporka
[TaipenTsT TpabBa Aa ObAC Ha CTAHZAPTHA NOHIDKABAILA XOJIECTEpOJia JHCTA NPEAH Aa 3aMo4He
npUeMa Ha ABaHOP K 18 MPOXL/GKH A8 CIIA3B4 Ta3M JHETA M 110 BpeMe Ha JIEYSHHETO ¢ ABAHOP.

Josara TpaOsa aa ce onpenens HHANBHAYATHO cs00pasHo H3xoAaHHTe cTofiHocTh HAa LDL-C, nesnrra Ha
JI€YEHHETO H OTIrOBOPA OT CTpaHa Ha IMAaLHeHTa.

' O6uuaiinaTa HaYaTHA K034 e 10 mg BeAHLK AHEBHO. AJanTHpaHeTo Ha nosara Tpabea aa ce
M3BBPITBA HA HHTEPBAIH OT 4 ceaAMHIIA WK nopetde. MakcHMasnKaTa 203a ¢ 80 mg BeAHbX AHEBHO.

ITvpeuvna xunepxonecmeponemun u KOMOURUPAHA (CMeCena) Xunepaunudemus

IIpu noBedeTO NalMEHTH Jo3ara o1 10 mg aTopBacTaTHH BEAHEXK JHEBHO € ROCTATHYHA.
TepanesTruieH oTrOBOP ce HaOMORaBa B pAMKHTE Ha 2 CEAMHLM, KATO MAKCUMATHHAT TEPAIICBTHYCH
OTTOBOP OOHKHOBEHO Ce MTOCTHTa B PAMKMTE Ha 4 CeAMHLIH OT Ha4anoTo Ha nedennero. Edexrsr ce

NOAABPHKA NPH NPOABDKUTEHO JICUEHHE.

Xemepozuzomna pamunia Xunepxonecmeponemusn

ITauuenTTe TpOBa 21a 3ano4HAT ¢ n03a oT 10 mg ApaHop aHesHO. JlosuTe TpaOBa 1a ce onpeaensT
HHAMBHIYAIHO 32 BCEKH MALMEHT M /1a C€ KOPHTHPAT Ha BCEKH 4-cenmuim Ao 40 mg nuesno. Cnen
TOB& WK JO3aTa MOXKE 214 C€ MOBHIIM A0 MaKCHMYM OT 80 mg AHEBHO WIH CEKBECTPAHT HA MUTbYHH

KHCeJIHHU MOXe ,na Cc H3TI0NI3Ra B KOMGHH&].[H’I C 40 mg aToOpBRaCTaTHH BCAHDIK I[HGBHG 1 ﬁJ \
/ "' Y, ﬂ.u i /]
A .-

Xomo3uzomna hamunna xunepxonecmeporemus R ,r' m} _

R

Mma caMo OrpaHHHueHH AAHHHA (BX. Touxa 5.1). ' SRR 3 \
Jlo3aTa aTOPBACTATHH IIPH NALIKEHTH ¢ XOMO3HMIOTHA haMWIHA xnnepxonecreponem ¢ oT ID mg Ba > Q

¢

80 mg nreBHO (BX, TOUKA 5.1). ATOpBacTaTHH TPAOBA A4 CE€ M3NOJ3BA KATO .uDH'BJHiﬁHHﬂ K'BM ﬂmﬂ'ﬂ ;
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Tepanus 3a NOHWKABaHe Ha JHIMAHTE B KpbeTa (Hanp. LDL-adepe3a) npH Te3H NALMEHTH WIH aKO
HAMA BB3MOXHOCT 38 TAKOBa JIEYECHHE. |

IIpopunaxmuxa na copoeyHo-Cv0060 3a001A8aHe
[Ipy KIHHUMHH H3NMTBAHMA 33 TbPBHYHA MPOPHNAKTHKA € H3NOJI3BaHa no3a oT 10 mg nHesHO. Moxe

Jia ca HeoOXOMMMH NO-BUCOKH JO3UPOBKH, 32 Jia ce JOCTHTHAT HiBa Ha (LDL-) xonectepon
OTTOBapAINM HA CEBPEMECHHHTE KIMHHYHH PBKOBOJICTBA.

Bvbpeuno yepeacoane
He ce Hanara KOpeKLHs Ha A03aTa (BX. TouKka 4.4).

‘Iepnodpwna yspem:)aue
AsaHop Tpa0Ba na ce npunara ¢ NOBHIICHO BHHMAHHE [IPH NALHEHTH C yepHOAPOGHO YBpeKkaaHe (Bxk.
TOUKH 4.4 # 5.2). ABaHOP € MPOTHBOMOKA38H mpH NalMeHTH C aKTHBHO 4epHOApoOHO 3abonasane (BXK.

TouKa 4.3).

f

EOonoepemenno npunoicenue ¢ Opyeu Aexapcmeenu npooyxmu

IIpx naumeHTH, NpHEMAIM AHTHBMPYCHMTE CpeZicTBa €/10aCBHP/TPasonpeBHp 34 JICUCHHE Ha
xenatuT C WIH leTepMOBHp 3a NpoduIaKTHKa HA IMTOMETATIOBHPYCHA HH(EKIHA CHITBTCTBAINO ©
aTOPBACTATHH, A034TA HA 8TOPBACTATHH He TpAOBa na npesHinana 20 mg/neH (Bx. ToUkH 4.4 u 4.5).

He ce npenopruBa ynorpedara Ha STOPBACTATHH ITPH NALMEHTH ITPHEMAILITH JIETCPMOBHD
eAHOBPEMEHHO ¢ LHKIOCTIOPHH (BXK. TOukH 4.4 1 4.5).

Cmapuecxa ev3pacm
EduxacHocTTa H 6e30nacHocTTa Ot ynorpebara B NpenopsYMTEHATE A03H TIPH NALHEHTH Ha BB3PACT
Han 70 roaMHK ca CXOAHH Ha Te3H, Rabimoaasany B o61ara nomynaims.

ITeduampuuna nonyarayus

Xunepxonecmeponemus :

YrnorpeOara npu genia TpabBa Aa ce H3IBRLPLIBA CAMO NOJA KOHTPOJIAa HA CIIELHATHCT C OTTHT B
JieYeHHETO HAa XMITEPMMMASMHEA NPH AeLa ¥ naumesTHTe TpsAOBa Ra ce MperieKAaT peJIOBHO 3a
OLICHKZ HA MPOorpeca Ha JICYEHHETO.

38 NALMEHTH C XEeTepO3HroTHA (PaAMILIHA XHTIEPXOIECTEPONIEMHS HA Bh3pacT Ha 10 B nopeye roauHy,
NPENOPHUMTEIHATA HavaNHa 1033 aropsacTariH € 10 mg aueBHo (Bk. Touka 5.1). JlozaTa Moxe 1a

6pae mosHmeHa Ao 80 mg AHEBHO, B 3ABHCHMOCT OT MOBIMABAHETO M MOHOCHMocTTa. JlosaTta TpabBa
18 ¢c¢ HHAMBHIYAIM3HPA B 38BHCHMOCT OT NPENOPHLYHTEIHATA EJI HA TEPANMATa. ANAITTHPAHETO
TpaAOBa 18 ce H3RRPINBA Ha HHTEPBAIH OT 4 ceAMMUH WIM noseye. TurpHpaHeTo Ha Ao3aTta Ao 80 mg
JHEBHO € NOAKPENeHO ¢ AAHHH OT NPOYYBaHHS NPH BB3PACTHH H OT ONPAHHYCHH KJIIMHHHYHM JAHHH OT
TPOY4BaHUA ITPH JIEHA C XETEPOIHrOTHA PAMIWIHA XHIIepXoJiecTepoieMus (BXK. TOUKM 4.8 1 5.1).

Hanuute 3a 6e30nacHOCT H €GHUKACHOCT IIPH AEHA ¢ XeTCPO3UroTHA PaMIUTHA XUIIEPXOJNCCTEPOJICMHA
Ha BB3pacT oT 6 o 10 rogueu ca orpaHHYEeHH H ca NPeAOCTABSHH OT OTKPHTH MPOYUBaHMI.
ATODBACTATHH He € TI0Ka3aH 34 JICYEHHETO Ha mauuenTyh noj 10-royumsa pp3pact. Hanwdxure
MOHACTOALEM JJAHHM ¢a OIHCaHK B TOYKH 4.8, 5.1 1 5.2, HO NpEeNOpPBEKH OTHOCHO AO3HPOBKATA HE

MOTET & CE HATIPABAT.

3a Ta3m nonyuamu MOJKE J1a C2 MO-IIOAXOAAINH APYTH JIEKAPCTBEHH (POpMI/KOHLIEHTPALIHH.

Hauwn Ha npunoxenye | s
ABaHOD e TNpeHA3HAYCH 32 NepopaiHO npunoxeHHe. Bedka AHeBHa 1032 8TOPBACTATHH o@ |
HABEeHBXK M MOXKE JIa Ce Aazie 110 BCSAKO BpeMe Ha leHs Che WM 0e3 XpaHa. ,r; WA
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43 IIpoTEBONOKA3ARNS

ABGHOD € NMPOTHBOTIOKA3AH MPH NAIHCHTH!

- ChC CBPBXIYBCTBHTE/HOCT KBM AKTHBHOTO BCIICCTBO WIH KbM HAKOC OT NOMOIIHATE BCICCTBA,
w30poeHH B Touka 6.1 |

- C aKTHBHO 4epHOAPOOHO 3a0o/smBane WM HeOOSCHAMO NEPCHCTHPAINGO NOBHINICHHE Ha
CepYMHMTe TPAHCAMMHAZH, HANBUIIIABAMIO TPHKPATHO TOPHATA IPAHHIIE HA HOPMATa

- no BpeMe Ha GpeMEeHHOCT, KbpMeHe H MPH 3KEHH C JACTepO/icH NOTEHLHAN, KOHTO He H3NON3BaT
NOJXOAAIM KORTPAUECITTHBHH MepkH (BX. To9ka 4.6)

- NIEKYBAHH C AHTHBHPYCHATA KOMOMHALIMA 3a JieyeHre HA XenaTuT C

riexanpeBHp/THOPEHTACBHD
44 Cuenuaimn npenynpeiueﬂu H DpeAnA3HE MEPKH Npu ynoTpeba

HO H e
ITpean 3anoqusaHe Ha JIEYCHHETO H MEPHOANYHO MO BpEME Ha JICUCHHETO TpAOBa J1a Ce MPOBEXKIAT
U3C/I¢IBAHUA Ha YepHoapoOHuTe pyHiumm, Uicnensanuara Tpabra na ce mpaBaT Ha NALMEHTH, KOHTO
MPOSBABAT NMPH3HALM H CHMITTOMH 38 Bh3MOXKHO SCpHOAPOGHO yBpex/iane. [launeHTH, NpH KOHTO e
Ha0/monasa NOBHIICHHME HA CTOHHOCTHTE HA TPAHCAMMHA3NTE, TpAOBa Aa ce HAOmoaasar 1o
HOpMAaJIM3HpaHe Ha cToliHocTHTE. B ciryuall ye NOBHINCHHETO HA TPAHCAMHHA3HTE € TPH ITBTH Hajl
ropHaTa rpaauna Ha HopMara (I'TH) u nepeucripa, ce npenophasa NOHIKABAHE HA 103aTa HWIH
npeKpariBaHe Ha NpHeMa Ha ABaHOP (Bak. TouKka 4.8).

ApaHop TpaOBa fa ce H3MONI3BA C NOBUIICHO BHHMaHHE NPH NAIMEHTH, KOHTO KOHCYMHPAT roJieMH
KOJEIIeCTBa ANKOXO0/ H/IWIH ¢a ¢ aHAMHE3a 38 YepHoapobHO 3abongsane.,

YOMHIAKTHRE HA MO3Bb4eH HH Ipe3 ArpecHBHO HOHIDKABAHE HA HUBATA Ha X0JIECTEepOIIa
(IIMHAITHX) -
B post-fioc aHaNW3 Ha NIOABUAOBETE HHCYNIT NpH NaIMenTH 6e3 uexeMuuna Gonect Ha cwpuero (UBC),
KOMTO HACKOPO <& MOMYIH/TH HHCYJIT M NPEeXOHO HapyUICHHE HA MOIBYHOTO KPBBROOOpaIneHHe
(ITHMK) e ycTaHOBEHA NMO-BHCOKA YECTOTA HA XeMOPArHYEH HHCYJIT NMPH NALMEHTH 3aN0YHATH
neuerue ¢ 80 mg aTOPBACTATHH B cpaBHeHHe ¢ wanebo. [losmueHUST puck ¢ 61 crneLHanHo
Hab/mo/aBaH MpH NAUMEHTH ¢ NPEEeCTBALL XeMOPArHIeH HHCYT HIIH JTAKYHSPeH HH(QApKT NpH
BK/TIOMBAHE B H3NTHTBAHETO. 38 NaUHEHTHTE ¢ NPSALISCTBAI XeMOPArHYeH HHCYJIT MJTH J1aKyHApeH
nH}apkT, 6anaHCeT noma/‘pncn 3a aTopBacTaTiHH 80 mg He € ACeH H MOTCHLMAIHMA PHCK 34
XeMOparm4eH HHCYNT Tpabea na Opae BHUMATEIHO OOMHMCIICH NTPEAM 3aN0YBaHe HA Tepartid (B,
TOUKa 5.1).

B pemcu c.nyqan mpnac'ramn, no.noﬁﬂo H& JpYTH HMG-CoA PEAYKTa3HH HHXUOHTOpH MOXKeE A1
38CETHE CKEIEeTHATA MYCKYIaTypa H 18 MPeIH3BHKa MHAITHA, MHO3HT H MHOTIATHA, KOHTO MOTaT Jia
NporpecHpar Ao pabAOMHONN3A - NOTEHIMATHO XKHBOTO3ACTPAIIABAINO CLCTONHHEE, XaPAKTEPHIHPAIIO
ce ChC ZHAYMTEITHO NOBHIICHH CTOMHOCTH HA KpeaTHH kuHa3arta (creatine kinase, CK) (>10 mpym
I'TH), MuornobrreMHs 1 MHOITIOGHHYPHA, KOUTO MOTAT Jia A0BEAAT A0 GhOpedHa HeIOCTATHIHOCT.

[lo BpeMe Ha NeYeHHE C HIAKOH CTATHHM HWIH CJISJ TOBA € HMAIO MHOI'O peliky ChoOINeHHA 3a

HMYHOMCIUHpaHa HeKpoTHinpama muonatis (HMHM). Kmaswaro HMHM ce xapakrepianpa ¢
NePCHCTHPAIIA MPOKCHMANHA MYCKYNHA C/I200CT M NOBHIIEHH CepyMHH HHBA HA KPEATHH KHHA3ATA,
KOHTO MEPCHCTHPAT BHIIPEKH HPEKPATABAHETO Ha JICYEHHETO CHbC CTATHHHA, NONOKHTENHO aHTH-HMG-
CoA peayKTa3HO 8HTHTAIO K noobperne ¢ MIMYHOCYTIPeCHBHH CPEACTBA.

MuacTeHns rpaBuc, OuHa MHACTCHMA 8
B HAKOJIKO ciydas ce cho0laBa, 4e CTATHHHTe HHAYLMPAT de novo Wi BIIOHIABAT BEYE . -
CHIICCTBYBAINA MHACTeHHS INPABUC WIH OYHA MHACTEHHA (BXK. TOYKA 4.8). l'lpnn '

' peLMAMB pH (NOBTOPHO) MPWIAraHe HA CHIIHA WIM Pa3iNYeH CTATHH.
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IIpedu 3anousane na reyenuemo

ATopBacTaTHH Tp0Ba Jia C€ NMpeNHCBa ¢ NOBUILICHO BHHMAHWE Ha MTALMEHTH ¢ TIpepasnoJaram
¢akTopH 3a pabaommnonuza. Husara Ha CK Tpabsa na ce onpeaensT npeau 3anoysaHe Ha JICICHHETO
ChC CTATHHH B C/IEHHUTE CHTYaLHH:

- O610peuno yBpexnane

- XHIOTHPEOHAH3bM

- JTHYHA WIH GaMIIHA AHAMHE3A 33 HAacNeACTBeHH MYCKYIHH 3a00onapaHus

- NpeaUIIIHA aHAMHE34 38 MYCKYJIHA TOKCHYHOCT CBBp3aHa ¢ yrorpeda Ha craTHHM Wik pubparty

- NMpeaMIIHA aHAMHE34a 34 YepHoApoOHO 3abonsapaHe H/WIH NpekoMepHa ynoTpeba Ha ankoxon
- NpPH MAalMeHTH B cTapuecka Be3pacT (Hag 70-roguinHa PB3pacT), HeobXoauMocTTa oT noaobHo
u3ciaeaBaHe Tpadba Aa ce OLICHABA BBB BPB3KA C HAJIMMHETO Ha APYTH NPEIUCIIOIHPAIIH
¢axTopu 3a pabaoMuoaK3a
- CHTYALHH, MIPH KOMTO MOXE 21a ce Hab/MoaaBa NOBHIIEHHE HA TUIA3MEHHUTE HHBA, KATO
B3auMoaeHCTBHA (BXK. TOUKA 4.5) H cCneLHANHY NOITYAALMH, BRTIIOMHTETHO N'eHeTHHHH
~ cybrniomynaumu (Bx, TOYKa 5.2)

B Te3n cimyuau TpsOBa BHUMATEIHO 1a ¢€ NPELIEHH PHCKA OT JTEYEHHETO CNPAMO BB3MOXHHUTE MOJI3H U
Ce NpenoppYBa KIHHHYHO MOHMTOPHpAaHE.
Jleuenne He TpaOBa Aa ce 3amouBa, aKO W3XOAHMTE CTOMHOCTH Ha CK ca 3HaYMTe/IHO NOBHINCHH

(>5 TTH).
Mﬂg HA4 ﬂ AMUuRKiénRaama

CK He Tpabra na ce wicneasa cies HHTCH3HBHO (PH3HYECKO HATOBAPBAHE WM IPH HAJIHYHE Ha ApyTa
BB3MOXKHa MMPHIMHA 38 HEHHOTO MOBHINABAHE, Thit KATO TOBA MOMXE AA 3aTPYAHHU HHTEPIIPCTALMATA.
Axo H3xoaauTe croiiHocTH Ha CK ca 3HauuTenHo noprimend (>S5 I'TH), uacneapanero Tpabpa na ce
TNIOBTOPH cAel 5 X0 7 AHH, 32 j1a Ce MOTBBPUAT Pe3yJITaTUTE.

Ilo epeme na nevenuemo -

- ITanmenTHTe TpaAOBA Ma 6LAAT NOMONEHH He3abaBHO Aa ¢pOOINABAT 3a MyCKyNnHa OoJKa,
KpaMITi WiH ciabocT, 0co0eHo aKo ca MPHAPYIKEHH OT OTIIAAHANOCT U NOBHMILICHA TEMIICPATYpa.

- AKO TaKMBa CHMINITOMH ce HaboaBaT, AOKATO NALMEHTDT MPOBEXKAA JICHCHME C ATOPBACTATHH,
TpaORa na ce m3cnensar Husarta Ha CK. B ciryvaii Ha 3HauuTenso nosrieHue (>5 I'TH),
nedeHuneTo TpadBa na 6bae mpexpaTeHo.

- AKO CHMITTOMHTE OT CTPaHa HA MYCKYJIHT® €8 TEXXKH WIH NpeAH3BUKBAT eXXeAHEBEH
nuckomdopt, TpabBa 1a ce oOMHCIH MpEKPaTABAHE Ha JICYEHHETO, AOPH H 8KO CTOMHOCTHTE Ha
CKca<5ITH. |

- Ako cumniromute oTasydar H CK ce HopManusupa, Moxe Ja ce 0OMHCIIH Bb30OHOBSIBAHE HA
JIeYeHHEeTO ¢ aTOPBACTATHH WIH Ja C¢ 3aIIOMHE JICUCHHE C APYT CTATHH B MHHHMAJTHA 1034 U
NpH CTPMKTHO HabnoaeHwe.

- Jleuenuero c aTopBacTaTHH TPOBa Aa 6nle NPEKPATEHO, KO € MOABAT KIHHHYHO 3HAYHMO
noeuiasane Ha croliHocTure Ha CK (>10 I'TH) unu pabaoMuonuza, Wi npHd CbMHEHHE 3a

. pabaoMHoONK3a.

ChIrbTCTBANO JISUCHHE C IPYTH JIEKADCTBEHH TIPORYVKTH
PucksT OT pabnoMuonisa ce nOBMINaBa NpH-eIHOBpPEMEHHA ynoTpeda Ha aToOpBacTaTHH H

OIpeJic/ICHH JTEKAPCTBEHH NPOAYKTH, KOMTO MOTAT Ja MOBHILAT IUIA3MEHATA KOHLEHTpaLHs Ha
8TOPBACTATHH, K&TO MOLHH HHXHOHTOPH Ha CYP3 A4 win TPAHCTIOPTHH NIPOTEHHH (Hanp.
LMKJIOCTIOPHH, TEJIHTPOMHUIMH, KJIAPHTPOMHIIHH, JEABEPAMH, CTHPHIICHTOJ, KETOKOHA30/1,
BOPHKOHA30J1, HTPAKOHA30J1, NO3aKoHAa30/1, JierepMoBHp U HIV-nporeasHu HHXHOHTOPH, BKI.
PUTOHABHD, JIOTIHHABUP, ATA3aHABUP, HHAMHABHD, AAPYHABH]P, THIIpaHABHP/PUTOHABHP H Ip.). Pncm.'r
OT MHOIIATHE OCBEH TOBa MO Aa 0b/ie NOBMINEH IPH €AHOBpE¢MEHHa ynoTpeda Ha rembnﬁ/pean?\"
IpyrH ¢puOpaTH, aHTHBHPYCHH CpeAcTBa 3a jiedeHHeTo Ha xenatut C (HCV) (uanp. 60 u]!:r — S,

s \
H'-',,'k',

TeNIanpesMp, enbacesup/rpasonpesHp, Jeaunacsup/codpocOyBup), epUTPOMHLMH, HH WIH \

by
eseTHMHEG. AKO € BE3MOXKHO, TpaOBa 21a ce OOMHCIH ANTEPHATHBHA Tepanus (Hemamomﬁmmi) \ 7\
BMECTO TE3M JIEKAPCTBEHM MPOAYKTH. 1 : | } = i
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B ciy4ait 9e eHOBPEMEHHOTO NMPHIICKCHUE HA TE3H JICKAPCTBEHH NMPOAYKTH C ATOPBACTATHH €
HeoOx0auMO, TPSOBA BHHMATEITHO Aa Ce OLICHH CHOTHOIIEHHETO Non3a — puck. Korato naumenmure
NPHEeMAT JICKAPCTBEHH MMPOAYKTH, KOHTO NOBHINABAT [U1A3MEHATA KOHLEHTPALMA HA ATOPBACTATHH, CE
npenopuIBa NO-HUCKA MAKCHMAHA 1038 Ha atopBacTaTHH. OcBeH TOBA, B CIy4ali Ha ynorpeGa Ha
Mo CYP3 A4 umxuburopu, Tpabsa fa ce oOMHCIH NMpUIOHEHHETO. HA NMO-HACKA HAYATHA J038
QTOPBACTATHH W Ha T€3W NIALMEHTH Ce NIPeNophIea NOAXOAIN0 KIMEHYHO Habmonenue (BX.

ToYKa 4.5).

PHCKLT OT MHONATHA H/WIH PabROMHOIIAA MOXKE Aa CE TIOBHIIM NMPH CHITHTCTBAIIO MPHIOKEHHE HA
HMG-CoA penyxrasin HHXHGHTOpPH (HANp. aTOpBAaCTATHH) M JANTOMHLMH (BX. Touka 4.5). Tpabpa
Aa ce oOMHCIM BpeMEHHO CTIHpaHe Ha ABAHOP NIPH MALHEHTH, PHEMAIIH JANTOMMIIHH, OCBEH KO
MOJI3HTE OT CHITHTCTBAIIOTO NMPUNO)KEHHE He NIPEBHINABAT PHCKA. AKO ¢ HOBPEMCHHOTO IPHIIOXKEHHE
He MOke nia ce u3berde, muBaTta Ha CK 1pabea na ce wsMepraT 2-3 ITbTH CEAMMYHO H MALMEHTHTE
TpaGsa na ce HAGUMOAABAT BHUMATEIIHO 328 BCAKAKBH NMPU3IHAIMH HITH CHMITTOMH, KOMTO 6HXa MOTJIH Aa
CA M3AB3 HA MHOIIATHA. -

ATopBacTaTHH He Tp#OBa /1a ce ynoTpeSaBa eTHOBPEMEHHO ¢ PY3HIOBA KHCEIMHA B JICKAPCTBEHH
‘(hopMH 38 CHCTEMHO NPAIOKEHHE WIH B PAMKHTE Ha 7 IHHU Ciel NPEKpaTiBaHe Ha JICYECHHETO C
$ysnzoBa kucemuna. [Ipu rialpenTH, 3a KOHTO ce CuMTa, Y€ CHCTEMHOTO NPHAOKeHHE Ha Qy3unoBa
KHCE/IHHE € OT CBIICCTBEHO 3HAYECHME, JICUEHHETO ChC CTATHHH TPAOBA 18 ce NMPEYCTAHOBY IIpe3 LeTHA
TIEPHOA Ha JiedeHHe ¢ Qy3uaosa Kucenmuna. Mma ca crobmenns 3a paﬁ,uomonma (BKIIOYHTENHO H
HAKOH CMBPTHH CNTy4aH) IpH MAlMeHTH, NOJY9IaBaIlIH (y3HI0BA KHCE/IHHA H CTATHHM B KOMOHHAIMA
(BXK. Touka 4.5). [TaunenTsT Tp46Ba Na 6b/ie NOCHBETBAH He3a0aBHO /18 MOTHPCH MEAMIMHCKA NMOMOIL,
aKo MnoJTy9IH CHMITTOMH Ha MYCKY/HA cabocT, 60/Ka WM YyBCTBHTEITHOCT.

JleueHHETO CHC CTATHHH MOXe 1a Gbjle Bh30GHOBEHO CelleM JHH Cliell IOCTEAHATA 11032 dhy3HIOBa
KHMCEJTHHA.

B u3BLHpeHHU ClTy4aH, KOTaTo € HeOGX0QHMO NPOALDKHTENHO CHCTEMHO IpHEMane Ha Gy3ua0Ba
KHCE/THHA, HAMp. 34 JIeYeHHe Ha TeKKH HHOeKImH, HeOOXOMMMOCTTa OT eAHOBPEMEHHO NPHIIOKEHHE
HA ABaHOp H QYy3H10BA KHCETHHA TPAGBa fa ce ofMuic/ 38 BCeKH OTAENeH Caydal M NoJ CTPHKTHO

~ METMLIMHCKO HabmoneHue. -

H]JH HAKOH CTATHHH, ocoﬁeﬂo TIPH MPOAB/DKUTENHA YNIOTPeDa, B M3K/IOYHTE/IHH CITy4an €
JAOKnaapana MHTepcTHIHaHa Oenoapobna Gonecr (Bik. Touka 4.8). [IposerTe Morar a4 Bx/nOYBAT
JHCTIHES, HEIMPOAYKTHBHA KAUIMIIA H BIOHIaBaHe Ha O0IOTO CHCTOAHNE (OTHAXHAIIOCT, 3ary6a Ha
TerNO H MOBHIIeHA TeMniepaTtypa). [IpH CbMHEHHE, de NAUHEHTHT pa3BUBA HHTEPCTHLIMAIHA
6enoapobHa Gonecr, TeparmsTa chC CTATHHH TpAOBa Aa OBIe MpeycTaHoBEHA.

3axapeH auaber ‘ |

HMa nokasare/icTsa, 4e CTATHHHTE KATO KJac MOBHINABAT KPHBHATA 3aXAD U [TPH HAKOH NALMEHTH C
NOBHILICH PHCK OT pa3sBHTHE Ha Auaber B 6paerne, MOTaT Aa AOBENAT KO HHBO HA XHNEPriMKEMMSTA,
KOETO M3NCKBA JICUCHHE KaTO NpH 3axapeH auabet. Tosu pHck obade ce mpesb3Xoxkaa OT NON3aTa oT
NOHIKABAHETO HA CHIOBHA PHCK ChC¢ CTATHHHTE M ITOPAAH TOBA He TpA0Ba Aa ce pasriex/ia KaTo
MPHYKHHA 38 CIMpaHE HA JICIEHHETO Che cTaTHHH. [laumenTure ¢ puck (KpbBHA 3axap Ha r1aaHo 5,6 10
6,9 mmol/l, unaexc Ha Tenecrara Maca (MTM)>30 kg/m?, nosuillenn HHUBA Ha TPATTIHLICPHIHTE,
XMTIEPTOHHS) TPAGBA A8 GBAAT MOHHTOPHPEHH KITHHIWIHO H GHOXHMHIHO, cHOGPA3HO HALMOHANHMTE

IleaMaTpHIHA NOMyNAUHA
B 3-roguumso mpoy4BaHe, 0CHOBAHO Ha OLIEHKA Ha IJIOCTHOTO CH3pABAHE H PasBHUTHE,
ckasaTa Ha TaHep ¥ H3IMEPBAHE HAa BUCOMMHATA H TETVIOTO HE ca HalimoaapaHH
edexTH BLPXY Pa3BHTHETO H TIOIOBOTO Ch3paBaHe (BX. TO9Ka 4.8).

F ]
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[lomommy BeriecTBa
Tosu nexapcTBeH NPOAYKT CHALPKA MOo-Mako ot 1 mmol Harpuii (23 mg) Ha 1034, T.¢. MOXKe /13 Ce

. Kaxke, Y€ NMPaKTHYCCKH He ChAbpP)KA HAaTpHH.
4.5 BaammopeficTBEE ¢ APYTH JEKAPCTBEHN NPOAYKTH B APYT'H $OPMHE Ha BiauMonekcTBHE

beKT Ha €HOBPEMEHHOTO MPHIOMKEHHE HA JICKADCTBEHY MPOAYKTH BPXY 8TOPBACTATH
ATopBactaTui ce MeTabommsupa ot mroxpom P450 3A4 (CYP3A4) u e cySctpat Ha ueproapobumre
TPAHCIIOPTEPH H HA MOJKHNENTHANTE, TPAHCIIOPTHpALM opraHnMyHH aHHoHH 1B1 (Organic-anion-
transporting polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3). MerabormTiTe Ha aTOPBacTATHH Ca
cyGerpat na OATP1B1. YcTaHOBEHO € CHILO TAKA, Y€ aTOPBACTATHH € CyOCcTpaT Ha eduIykcHHTe
TpaHcnoprepd P-rimkonporesH (P-gp) 4 Ha IPOTEHHA HA PE3HCTEHTHOCT HA paka Ha repaara (Breast
cancer resistance protein, BCRP), koHT0O MOTaT A2 OrpaHH4aT YpeBHara abcopbume H HTHYHHA
KTHPBHC HA aTopBacTaThH (BK. Touka 5.2). CBITETCTBANIOTO MPHIO)KEHHE HA JIEKAPCTBEHH NMPOAYKTH,
xouro ca HHxuOuTOpH HA CYP3A4 Wi Ha TPaHCNIOPTHHTE MPOTEHHH MOXE A JIOBEAE O NOBHLICHH
IUIA3MEeHH KOHICHTPALMH Ha ATOPBACTATHH H MOBMIIIEH PHCK OT MHOIATHA. PUCKBT MOXeE 1a ce
' IOBHINM 4 MPH CHITBTCTBAINO MPWIOKEHNE HA ATAPBACTATHH C JPYTH JICKAPCTBCHH IMPOAYKTH, KOHTO
MMAT NOTEHIMAN 2 HHAYLIHPAT MHONATHSA KATO npomomm Ha ¢puOpHHOBaTA KHCE/HHA K e3eTUMnO
- (BX. TOUKA 4.4).

CYP3A4 urnxubumopu

YcTanoseHo e ye MomHHuTe HHXHONTOPH Ha CYP3 A4 BoaaT 210 3HAUMTETHO NOBUIICHKE Ha
KOHLICHTpaLMHMTe Ha aTopBacTaThH (Bk. Tabmuua 1 ¥ cneumduunara undpopmMaiHa no-A0ITY).
EnxoBpeMeHHOTO MpHiokeHHe Ha momHH HHXHOKTOpH HA CYP3 A4 (XaT0 IMKIOCTIOPHH,

TEIMTPOMHIHH, KNAPHTPOMMIHH, A€JIABHPAHH, CTUPMIIEHTOJI, KETOKOHA30J1, BOPHKOHA301,
MTPaKOHA30J1, [103AKOHA30J, HAKOH AHTHBHPYCHH CPEICTBa, H3IION3BAHH 3a JIedeHHeTo Ha XenaTHT C

(uanp. en6aceup/rpazonpesup) 1 HIV nporeaiHn AHXHOUTOPH, BKITIOYHTE/IHO PHTOHABHD,

'~ JIOTIMHABHP, 8TA3aHABHP, HHAWHABKD, AapyHABAD U Jip.) TpAGBa fa ObAe H3GATBaHO, AKO € BE3IMONKHO.
AKO eTHOBPEMEHHOTO MPHIIOKEHUE HA TE3H JICKAPCTBSHH NPOAYKTH C ATOPBACTATHH € HenGexHo,
Tpa6ra Aa ce 06CHAH NO-HHCKA HAUANHA M MAKCHMATHA 71038 HA ATOPBACTATHH M C€ NPENopLYBA
NOAXOAAILIO KIHHHYHO HabmoaeHue 3a nauxeHTa (Bx. Tabmana 1).

Vumepenure mHXHOHTOpH Ha CYP3A4 (KaTO epUTPOMUILIEH, AHITHA3EM, BepanaMWI H GITyKOHA301)
MOe Za TIOBHMINIAT 1a3MEHHMTE KOHIICHTPAILHH Ha aTopBacTaThH (Bx. Tabmaua 1). IIpn koMGuHMpaHO
NPHIOKEHHE HA EPHTPOMILIMA ChC CTATHHH € HAOMIORABAH NOBUINEH PHCK OT Pa3BHTHE HA MHONIATHA.
IIpoyupanus 3a p3auMogeficTBHe, OLleHABAINH eeKTHTEe Ha AaMUOAAPOH HWIH BepanaMml BbPXY
ATOPBACTATHH He ca nMpopexaaHn. HipecrHo €, ue  aMHOZRPOH H BepanaMuia HHXHOHpaT
axTHBHOCTTA Ha CYP3 A4 1 eAHOBpEeMEHRHOTO HM NMPHIOKEHHE C ATOPBACTATHH MOXKE J1a NOBeAe A0
NOBMINEHA €KCIIO3MIMA HA aTOPBACTATHH. 3aTOBA, KOMaTO ATOPBACTATHH CE€ HANOJ3BA 38€IHO C
ymepenn uaxuburopu Ha CYP3 A4, cnexsa fa ce OOMHC/IM NO-HACKA MAKCHMATHA 1038 Ha
&TOPBACTATHH H MOAXOAAMO KIMHHYHO HabmofeHHe Ha naienTuTe. Iloaxoaamo KTHHHYHO
HabmoeHne ce nPenopbYBa M MPH 3anovBaHe Ha JICYECHHETO WM NOCHIEABALIO afAITHPAHE Ha J03aTa
HA mnﬁmopa. |

Huoyxmopu na C YP344
EaHOBPEMEHHOTO npmmxeunc HA aTOPBACTATHH ¢ HHOAYKTOPH HA mm)xpom P450 3A (marnp.
eBatHpeHL, pHdaMIHIMH, JXCHIT KAHTAPHOH) MOXKE J1a IoBEAE 0 MPOMEH/IHBO HAMANIBAHE HA
IU1a3MeHHTe KOHICHTpalMH Ha aropeacTaTHH. Ilopaau 1BOHHCTBEHHI MEXaHH3BM Ha
BlauMopelicTRHe Ha pHbAMITHIMHE (HHAYKLMA Ha uToXpoM P450 3A u unxubupane Ha
xenaToluTHRA Brrelik Tpancnoprep OATP1B1) ce npenopbisa ¢ JHOEPEMEHHOTO NTPHJIOKEHHE Ha
ATOPBACTATHH ¢ pHdaMITHLIMH, KATO OTIOKEHOTO MPHIOKEHHUE HA ATOPBACTATHH ClieA pudam
CBBP3Ba CHC IHAYHTEHO HAMAINBAHE HA IUIA3MEHHTE KOHLCHTPALMH HA ATOPBAaCTATHH.
pHdaAMIMIMH BHPXY KOHUEHTPALIMATE Ha aTOPBACTATHH B XENATOLMTHTE 004aue e HeH3p
EAHOBPEMEHHOTO MM TIPHJIOKCHRAE € HeM30exkHO, MalHeHTHTe TPAOBa 18 OLAAT BHAM

HabMOKABAHH 38 ePHKACHOCT. i IR
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Huxubumopu na mparcnopmepume

HuxuGuTopuTe Ha TPAHCHIOPTHUTE NPOTEUHM MOJXKE 18 MOBHIIAT CHCTEMHATA EKCTIO3HIIMA Ha
aTopBacTaTHH. M LIMKIIOCIIOPHH H JIETEPMOBHP ¢a HHXHOWNTOPH Ha TPAHCIIOPTEPHTE, YYaCTBAlll B |
pasnpeneeHUeTo Ha aropsacratii, T.e. OATP1B1/1B3, P-gp, u BCRP xoeto Bogu 10 noBuimnena
CHCTEMHA EKCIIO3HINS Ha aTopBacTaTHH.(RK. Tabmuma 1). Edexrsr or mixubupanero Ha
TPAHCTIOPTEPUTE HA YePHOAPOOHUA BITEHK BhPXY eKCNIO3HLMATA HA ATOPBACTATHH B XENATOLMTHTE e
Hem3BecTeH. AKO eTHOBPEMEHHOTO NpWiIoKeHue He 60xe Aa 6vae u3bernaro, ce npenopr4sa
NOHIDKABAHE HA I03aTa M Hab/IoeHMe 3a KMHHIHa eUKacHOCT (BX. Tabnuua 1),

He ce npenopnusa ynotpebara Ha aTopBacTaTHH IIPH MNALMEHTH NPHEMAIIH JICTEPMOBHP
eTHOBPEMEHHO C IIMKAOCTIOPUH (BXK. TOYKa 4.4).

Tem¢pubposun/npoussoonu na ubpunoea xucenuna

CamocroaTenHara ynotpeba Ha GHOpaTH B peaku ciryyau ce CBBP3Ba C NOABA HA MYCKYJIHH CHOMTHSA,
BKJIIOUMTENHO pabnomMuonusa. PUCKET OT TakMBa CHOMTHA MOXe Aa ce NOBUIIH NPH € THOBPEMEHHA
ynoTpeda Ha MpoM3BOAHM Ha PuOPHHOBATA KHCE/IHHA M 8TOPBACTATHH, AKO €THOBPEMEHHOTO
MPUIOKEHHE He MoxXe Ja Onae H30erHaro, 3a J0CTHTaHe Ha TepanepTHYHa ePHKACHOCT ce
Npenop»YBa NO-HUCKA 1034 AaTOPBAaCTATHH H no,uxnnﬂno HaOMOXEHHE HA NAalHEHTHTE (BIK.

TOUKz 4.4).

Ezemumub

CamocTosTenHara ynorpeta Ha eseTHMUO ce cB1P3Ba ¢ MOABA HA MYCKYJIHH [TPOMEHH, BKIIOUHTEHO
paGaoMHonn3a. PHCKBT OT Te3H CHOMTHA MOXKE 1A ¢e MNOBUIOH MTPH SJHOBPEMEHHO TIPHIOKEHHE HA
eseTHMH0 ¢ ATOPBACTATHH. 3a TAKHBA NALMEHTH Ce NPENOPhYBa NOAXOANIN0 KIHHHYHO HadmoneHve.

Konecmunon

I[Ipu exHOBpEeMEHHO MMPUICKCHHE HA KOJICCTHIION C ATOPBACTATHH, IUIA3MEHHTE KOHLICHTPALIMH HA
ATOPBACTATHH H HETOBHTE AKTHBHH METa0OJIHTH ca NO-HHCKH (CHOTHOINEHHE Ha KOHLICHTPALMATA
aropsacraTas: 0,74). Bee nak numiaHuTe edekTH Ha eAHOBPEMEHHATA yrioTpeba Ha ABaTa NMPOAYyKTa
ca MO-H3pAa3eHH, OTKOIKOTO NMPH CAMOCTOSTEIHOTO NPHIOKEHHE HA KOHTO H Ia € OT BaTa NPOAYKTa,

Dy3udosa xucenuna

PHCKBT OT MHONATHS, BKIIOYHTEIHO pabAOMHONIN3A, MOXKE Aa C€ NOBHINH OT €AHOBPEeMCHHATA .
yrioTpeOa Ha Gy3HAOBa KHCEJIHHA 38 CHCTEMHO MPHIOKEHUE U CTATHHH., MeXaHM3MbT Ha TOBA
s3aumoneiicreue (6uno ro dapmakoarHaAMHIHO WIH GapMaKOXHHETHYHO, WM M ABETE) € BCe OmIe
Hen3secTeH. Hamwanu ca cro0meHns 3a pabpomMuoninsa (BIIOUMTENHO H HIKOH CMBPTHR CITy9aH)
NpH NALMEHTH, OTY4aBAIH Ta3H KoMOHHaLHA.

AKO ce Hanara JicueHHEe ¢ PY3HI0B3 KHCEITHHA 38 CHCTEMHO MPHIOXKEHHE, JICUEHHETO ¢ aTOPBAaCTaTHH
TpeOBa /1A Ce MPEKPaTH AOKATO Ce MPOBEXK/A JieHeHHe ¢ (Py3u0Ba KHCENIHMHA (BX. TOUKA 4.4).

Konxuyun

Brnpexu ue mpoy4saHni 3a B3aHMOACHCTBHE MEXAY ATOPBACTATHH H KOJIXHIIMH HE C& MPOBEXAaHH,
NpH €JHOBPEMEHHOTO MPUIOXKCHHE HA ATOPBACTATHH C KOJIXMIIMH, Ca CHO0IAaBaHH CTy4aH Ha
MHONATHA H € HeoOXOMHMO NOBHIIICHO BHUMAHHE NPH NPEeANHCBAHETO HA ATOPBACTATHH C KOJIXHIHH.

Hanmomuyun
CrobiapaHy ca CITy4aH Ha MHONATHS H/WiM pabaoMHOIN3A ITPH €THOBPEMEHHO NPHIOKEHHE HA
HMG-CoA peayKTa3Hud HHXHOHTOpH (HANP. ATOPBACTATHH) M AAIMTOMMULIMH. AKO €{HOBPEMEHHOTO
NPHIOKEHHE He MOXe Aa 6pae uabernaro, ce npenophyYRa NOAXOAAMIO KIHHUYHO Habmonaenue (Bix.
TouKa 4.4).
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DEKT ATODBACTATHH BBI

Huzoxcun

CAHOBDOMC

HO

DHNIAradHH

1O JICKAL

BCHH TTDO AN

ITps MHOTOKpPATHO NPHJIOKEHHE HA JHMNOKCHH €IHOBPEMEHHO ¢ aTopBacTaTiH B Jo3a 10 mg,
IJIa3MEHaTa KOHIIEHTPALWH HA JArOKCHH B CTAILIHOHAPHO ChCTOSHEE JIeKo ce nopumrasa. [TaimenTure
JIEKyBaHH C AMTOKCHH Tpa6Ba Aa ObAaT BHHMATENHO MOHHTOPHPAHH.,

Iepopannu xonmpayenmueu

EnHoBpeMeHHa ynioTpe6a HA AaTOPBACTATHH H MEPOPATHH KOHTDAIICTITHBH, NOBHINABA

KOHLICHTpauuATa Ha HOPCTHHAPOH B €CTUHHICCTDAANO!.

Bapgpapun

B e/1H0 KIIMHMYHO NPOYYBAHE ITPH NALMEHTH HA XPOHHYHO J1

e4yeHHe ¢ BapdapuH, eqHOBPEMEHHO

NpHIOXKeHHe Ha aropsacTaTHH 80 mg AHeBHO ¢ BapdapuH € MIPHIMHWIO JIeKO HAMAAABAHE OT OKOJIO
1,7 cexynau Ha mpoTpoMOHHOBOTO BpeMe Npe3 MLPBHTE 4 THU OT NPHIOKEHHETO, KOETO CE € BLPHANO
10 HOpPMAJTHKTE CTONHOCTH B paMKMTE Ha 15 JiHH OT NederueTo ¢ BapdapuH. Brrpeku ye ca OumH
NOKJIANBAHH CAMO PeAKH CITyJaH Ha KIHHMYHO 3HAYMMH AHTHKOATYJIAHTHH B3aHMOICHCTBHA,
npoTpoMOHHOBOTO BpeMe TpAGBa Aa ce omnpeieia Ipeau 3aNoYBaHe Ha AaTOPBACTATHH MPH NALMEHTH,
KOMTO NPHEMAT KYMAPHHOBH AHTHKOAIYJIAaHTH, KAKTO H AOCTATHYHO Y€CTO B HAMANOTO Ha TeparnMATa,
3a Jla C¢ IrapaHTHPa, Y€ HAMA /1a CE MOABAT CHIKECTBECHH MPOMEHH B NPOTPOMOMHOBOTO BpeMme. (Cnien
KATO € ZOKYMEHTHpA CTabWu3upaHe Ha npoTpoMOHHOBOTO BpeMe, TO MOXKE Ja C¢ MOHMTOPHpA Ha
oOHYaMHO NPENoPEUBAHUTE HHTEPBAJIH 38 MALMEHTH HA KYMapHHOBH 8HTHKOAryJIaHTH. AKO J03aTa Ha
aTOPBACTaTHH CE€ NPOMEHM WK ynorpebara My On/ie npexpareHa, Tpa6Ba ia ce MOBTOPH CHINATA
npoueaypa. TepanuaTa ¢ aTOPBACTATHH HE € CHITHFTCTBAHA OT KbPBCHE WIH MPOMEHH B
NpOTPOMOMHOBOTO BpeMe NPHU MALMEHTH, KOUTO HE NNPHEMAaT AHTHKOArYJIaHTH.

me

ITpoyuBaHMHATA 32 JICKAPCTBEHH B3aHMOAECHCTBHA Ca MPOBEKIAHM CAMO IPH BE3PACTHH. Crenenra Ha
B3g8HMOZielicTBHE B e MATPHYHATA NOMyJIaliug € HeH3BecTHA. [Io-rope cnoMeHaTHTe B3aUMOACHCTBYS

NpH BL3PACTHH H MPEAYTNPExKACHUATS B TouKa 4.4 TpaOBa Aa ce UMAT NpEIBHA U 3a NEAHATPHIHATA

MONmy;alHa. -

JI ozeiicTs

Tabnuna 1. EdexT HA CHULTCTEANINTE JIEKAPCTBEHH NPOAYKTH BbPXY PAPMAKOKEHETHKATS HA

ATOPBACTATRR _ |
EnHoBpeMeHHO npuiarad ATOpBACTATHH _ . ] ]
JICKAPCTBEH MPOAYKT H cxeMa | Jlosa (mg) CrorHomenne | Knunnuna npenopska’

Ha NPHIIOXKEHHE | Ha AUC* _ -
['nexanpesup 400 mg seanbxk | 10 mg peaAHbX 8,3 | EaHoBpeMeHHOTO NIPHNATAHE C
OHEBHO/ JAHEBHO 3a 7 THU NPOXYKTH, ChABLPXKALIH
[Tu6penTaceup 120 mg INEKATIPEBHD WIH
BEAHLK JHEBHO, 7 I{HW MIOPEHTACBMD €

' MPOTHBOTIOKA3AHO (BXK,

. | _TOuKa 4.3). _
Tunpasaeup 500 mg nea meTd | 40 mguanenl, | 94 AKO ce Hanara eTHOBPeMEHHO
AHEBHO/ 10 mg va nen 20 NPUWIOKEHHE C ATOPBACTATHH,
Puronasup 200 mg ABa ImTH AHEBHATA 1038 HA aTOPBACTATHH

epHo, 8 aHK 14 0 21) | | He Tpabpa na Haneumasa 10 mg.
Tenanpesup 750 mg Ha scexu | 20 mg, 7,9 IlIpenoprusa ce KWIMHHYHO
84, 10 mun CAHOKpATHa mo3a | | nabmoneHHe Ha TE3H NALMEHTH.
1uxnocnopus 5,2 mg/kg/neH, ' 10 mg BeAHBXK 8,7
NOCTOAHHA 034 - JAHEBHO 3a 28 aHH
Jlonunasup 400 mg asa meTH | 20 mg BeAHBXK 5,9
AHEBHO/ AHOBHO 34 4 THH
Puronasup 100 mg npa meTH
AHEBHO 14 aHv

g
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Knapurpommmn 500 mg npa | 80 mg seawnx 4,5 aropsacTariH. [Ipy 1031 Ha
IThTH AHEBHO, 9 THH AHEBHO 3a 8 aum STOPBACTATHH MO~-BHCOKH OT
20 mg e HeoOXOAUMO KIIMHUMHO
_ | | HabmioaeHHe Ha Te3H NALMEHTH.
Caxsunaspp 400 mg apa wTH | 40 mg Bepex | 3,9 | Axo e HeoOXoHMO
AHEBHO / JTHEBHO 38 4 THH e ATHOBPEMCHHO NPHIOKCHHE ¢
Putonasnp (300 mg npa nbTH | ATOPBACTATHH Ce IIPENnopHYBa
AHEBHO OT AHH 5-7, NOBHIHEHH | | moO-HHCKA MOAXBPKALIA A038 HA
- no 400 mg nBa ITbTH AHEBHO Ha - aropsacTaTu. [Ipu no3u Ha
‘ nen 8), nuu 4-18, 30 min cnen | aTOPBACTATHH NO-BHCOKH OT
NPWIOKEHHE HA ATOPBACTATHH | _ .40 mg cé npenopnyBa
| I Hapynasup 300 mg asa metH | 10 mg peaHBX 3,4 KIMHAYIHO HAaOmoAeHre Ha Te3n
JHEBHO IHEBHO 38 4 THH NALMEHTH.
Prronasup 100 mg nsa mTH _ -
| aueBHO, 9 nHK | i |
Hrpakonason 200 mg seapnx | 40 mg 3,3
| AHEBHO, 4 IHH __| eHOKpATHA A03a |
dozammpesnp 700 mg aBa 10 mg BeaHBXK 2,5
MLTH JHEBHO/ JHEBHO 34 4 qru
Puronasup 100 mg Asa meTH
| swmesHo, 14 1HH |
dozammpesnp 1400 mg aBa 10 mg Bemuex | 2,3
TTH JHEBHO, 14 AHH JAHEBHO 38 4 JHU
EnGaceup 50 mg pemHsx 10 mg 1,95 [IpH enHOBPEMEHHO
RHEBHO/ | CHOKPATHA 11034 NPUIOKEHHE ¢ MPOXYKTH,
I'pasonpenup 200 mg BeaAHEX | ChIbpxanH enbacsup Win
OHEBHO, 13 oo rpasonpeBHp, AHCBHATA 11034 HA
aTOPBacCTaTHH He TPAOBa Aa
- . 1 npesuinasa 20 mg
Jlerepmoup 480 mg peqex | 20 mg 3,26 IIpH eqTHOBPEMEHHO
aHeBHO, 10 nuu eHOKPAaTHA J03a NPHIOKEHHE ¢ MPOAYKTH,
ChABPXKAILH JICTCPMOBHD,
THEBHATA N034 HA ATOPBACTATHH
- _ _ | He Tpabsa na npepumana 20 mg.
Hendunasup 1250 mg asa 10 mg BeaHBK 1,74 Hama cniepHIHY NperiopbKH.
ITbTH AHEBHO, 14 1M AHEBHO 33 28 nHM _ ,
Cox ot rpelindpyr, 240 ml 40 mg, 1,37 EnnospemenHaTa ynorpeba Ha
' BeIHBK JHEBHO* - eJHOKpAaTHa 1034 rOfIEMH KOJIMYECTBA COK OT
' rpelindpyT ¥ ATOPBACTATHH HE
_ * | _ ce MpenophYBa. _
Twrruasem 240 mg BeqHbxK 40 mg, 1,51 Cnen HauaIHATa 7032 WIH Clef
IHEBHO, 28 qHH €AHOKpaTHA 1038 anarnTUpaHe Ha A03aTa Ha
ANTHA3EM € HeoOXOAHMO
! | - KJTHHM9HO HAaG/oAeHHe Ha Te3H |
: _ | N3UMEeHTH.
EpurpoMuipi 500 mg gvetupu | 10 mg, 1.33 [Ipu Te3n nauMeHTH ce
| ITbTH JIHEBHO, 7 THU €AHOKPATHA /1034 - | TpeTIOpBYBa NO-HACKA
MAKCHMAITHA X038 H KIHHHYHO |
| . _ HabMoAcHHE.
Amioaumve 10 mg, 80 mg, 1,18 Hama cnerpcpywasm 1
| ensowparmanosa | emwokparsa josa | ~
Liuernmun 300 mg yeTHpu 10 mg peaHBK 1,00
ITETH JTHEBHO, 2 CeIMHIH JTHEBHO 38 2
CeAMMIIM |
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Konectumon 10 g x8a IrsTH

I 40 mg BEIHEXK 0,74** T Hama criepHIHH NMPENopPBKH.

AHEBHO, 24 CeIMHLIK | AHEBHO 34 8 |
| . | ceamMule | _
AHTHAMAHA CYCNICH3NA OT 10 mg BemubX 0,66 TI—Ima crelMPpHUIHM NMPENnOPHKH.
MArHE3HEE H ATYMUHHECB JIHEBHO 3a 15 nuu l
xuapoxcun, 30 ml seTHpH TETH |
AHEBHO, 17 nHH _ _ [
Edasupenn 600 mg BeAHBX 10mg3a3guun | 0,59 Hama cnienmpHIHH NPEnophKH.
JAHEeBHO, 14 nHH _ 1 ]
Pudamnmipin 600 mg peapnx | 40 mg 1,12 AKO CHITBTCTBAIOTO
AHEeBHO, 7 AHM eAHOKPATHA 1038 MPUIOKEHKE € Hen3dexHO, Npu
¢THOBPEMEHHO MPHIOKEHHE) | | ennoBpeMeHHOTO NMPHIOKEHHE
Pudamvmunuz 600 mg seannx | 40 mg 0,20 Ha aTOPBACTATHH H
JHEBHO, 5 M (OTHEAHH JO3H) | €AHOKPATHA A03a pHGaMITHINH Ce NpenopsYBa
. | KIHHHYHO Hab/moaeHue.
Femdubposun 600 mg nsa ' 40mg 1,35 IIpH Te3H NaLMeHTH ce
ITBTH JAHEBHO, 7 JHH eAHOKpAaTHa 1034 | npenopeYBa MO-HHCKA HAYaNHa
~ | . | 4038 H KIMHHYHO HabmoneHne.

denodpudpar 160 mg seaerx | 40 mg 1,03 [Tpu Te3n NALHEeHTH ce
JAHEBHO, 7 JHH eHOKPAaTHA 1034 npenopn4ba ro-HHUCKA HA4YANHA

_ _ 1032 H KIHHWYHO Habmoenne.
bouenpesup 800 mg Tpu my™H | 40 mg 2,3 | Ilpu Te3H NMALMEHTH Ce l
JTHEBHO, 7 JHH ¢HOKpATHa A03a penop»YBa NO-HUCKA HaYalHa

71038 ¥ KIHHHYHO HaGMmozieHue. |
[Ipn enHOBpEMEHHOTO

. MpwIoxeHne ¢ bouerpesup
JHERHATA 033 Ha a'ropnac'ram:_l
He Tpa6Ba 1a npepHmara 20 m

% [TIpencTaBnABa CHOTHOMEHHE MEXAY JIEUCHHATA (nexapcmn NPOAYKT, MPHJIATAH eAHOBPEMEHHO C

aTOPBACTARTHH CIIPAMO CAMOCTOATENHO NPHIOKEHHE Ha 2aTOPBACTATHH).

* Bk Toukd 4.4 1 4.5 33 KIHHHIHO 3HAYCHHE.
~ * Chabpika eqHH WIH MOBEUE KOMIOBEHTH, KouTo MRXUOHpaT CYP3A4 1 MoXe na NOBHIIAT TUIR3MEHHTE
KOHICHTPALMH Ha NEKAPCTBEHH MpoaykTH Merabomrsapand ot CYP3A4. TlpneM va 240 ml cox ot rpefindpyT
chIo BoaH Ao nomrxapane Ha AUC ¢ 20,4% 33 akTMBHHA OPTOXHAPOKCH-METR00MT. ['oNeMH KOIHIECTBA COK
ot rpefingpyT (noeede ot 1,2 | 1HEBHEO B NPOALDKEHNE Ha 5 AHM) mosuasaT AUC Ha aTopBacTaTHH 2,5 ITTH M
AUC Ha akTHBHHTE (aTOpBacTaTHH M Metaboaurn) nExubutopn #a HMG-CoA peaykrasata 1,3 mpTH.

** CroTHOmMERHE Ha 6a3aTa HAa eqMHWYHA Npola, B3eTa 8-16 waca cieA NMPHIOKEHHE.

Tabnana 2. EdexTH Ha ATOPBACTATHH BHPXY $APMAKOKEBECTHKATS HA €AHOBPEMERHO

NPAJATAHATE JEKAPCTBeHH MPOAYKTH

IATOPBRACTATHH H

CXeMH Ha
NIPHNOXKEHHE 1

180 mg BEAHEXK
lnmHeBHO 38 10 oHuM
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Eua crielMPHIHH TPENOPHKH. B
a crieLMHYHH MPENOPHKH.

% [IpeacrannaBa CHOTHONECHHE MEXAY JICICHUATA (nexapcnén IPOAYKT, npnnaran eTHOBPEMEHHO ¢
ATOPBACTATHH CIPAMO CAMOCTORTEIHO NPWIOAKEHNE HA ATOPBACTATHH).
* ENHOBPEMEHHOTO MPAJIOXEHHE HA MHOTOKPaTHH O3H aTOPBACTATHH H (P¢HA30OH NOKA3aBa MAITbK HITH HAKAKEB

 edeKT BEPXY KIHPBHCA Ha tbeHasoH

4.6 DepTHIHTET, OpeMeHHOCT H KbpPMeEHe

€HM C OJIeH 1] aJ
XKeHH ¢ neTepoZieH noTeHIAN TPAOBA 1a HINOA3BAT NOAXOAALIH MEPKH 32 npe.unaanane oT
GPEMEHHOCT IO BPEME Ha JICICHHETO (BX. TOUKa 4.3).

BpemMeHHOCT
ABaHOp € NPOTHBOINOKA3AH MO BpeMe Ha OpemeHHOCT (Bx. Touka 4.3). be3onacHOCTTa NpH

ynoTpe0aTa Ha ATOPBACTATHH ITpu OpeMeHHH KeHH He ¢ ycraHoseHa. IIpu OpeMeHHH XeHH He ca
NPOBEXAAHM KOHTPOJIMPAHM KAHHHUYHH NPOYYBAHHKA C ATOPBACTATHH. B peakH ciiydaH cnex
unTpayTepHHHa ekcriosuims Ha HMG-CoA penykrasHH HHXHOMTODH ca nNOMy4aBaHu ¢hobinenns 3a
BpOeHH aHOMaNHH. [TpoyuBaHHATaA NPH )KHBOTHH NOKA3BAT PEMPOXYKTHBHA TOKCHUHOCT (BXK.
TOYKA 3.3).

JleueHreTo Ha MaHKATa ¢ aTOPBACTATHH MOXKE A2 MOHIKH (PETATHHTE HHBA HA MEBAJTIOHAT, KOKTO €
npexypcop B OMOCHHTE3aTa Ha XONeCTEPON. ATEPOCKIIEPO3aTa € XpOHHYEH NMPOLIEC H NPEeKpaTABaHe Ha

NpHEMa HA JTHMHAOMOHIDKABALIHTE JICKAPCTBEHH MPOAYKTH 10 BpeMe Ha OpeMEeHHOCT OOHKHOBEHO
1WMa ¢1ab0 BIHAHHE BHPXY ARITOCPOMHHA PHCK IIPH ITHPBHYHA XHIIEPXONECTEPONEMHS.

ITo Te3n npuurHKM ABaHOP He TpAOBA Ja ce NpuIara IpH XKEHH, KOUTO ca OpeMeHHH, ONHUTBAT ce Ja
3a6peMeHesT Win NMONO3UPAT, ue ca GpemeHHN. JleueHHeTo ¢ aToppacTaTHH TpsbBa na 6nae
NMPEeKPaTeHo MO BpeMe Ha GpeMeHHOCT HITH AOKATO c€ MOTBLPAH, e )KEHaTa He ¢ OpeMeHHa (BXK.

TOYKA 4.3).

KbpMeHe
He e u3BecTHO AaNM aTOPBACTATHH H HEroBUTE MEeTabONMTH ce eKCKpeTHpAT B KppMaTa. Ilpn nrsxose

IUTa3MEHHTE KOHLICHTPALMH HA aTOPBACTATHH M HEMOBHTE AKTHBHH MeTAOOIHTH Ca CXOAHM C TE3H B
MJISKOTO (B3K. TouKa 5.3). ITopain BEpOSTHOCTTA 338 CEPHO3ZHH HEHKEJIAHHM PEAKI[HH, XKEeHHTE KOHTO ¢a.
HA JIeYeHHUE C aTOPBACTATHH He TpA0Ba Ja KppMAT Oeberara cu (Bx. Touka 4.3). ATOPBaCTaATHH €
IMPOTHBOIIOKA3AH MO BpeMe HA KbpMeHe (Bx. Touka 4.3).

QepTMTeT

B npoy4BaHHATa BbPXY KMBOTHH ATOPBACTATHH HE € HMAJI €PEKT BLPXY KEHCKHA HITH MBKKHUS

depTIIHTET (BXK. TOUKA J.3).

4.7 EédexTn BBpxy cnocobnocrTa 3a modupane u pabora ¢ MAMHEN
ABaHop nopauABa npeHebpexumMo cnocobHOCTTa 3a WodupaHe H pabora ¢ MalKHH.

4.8 HexeNaBH JEKAPCTBEHH PeAKIHN

Cnopen 6a3aTa JaHHM 3a IW1aLE60 KOHTPOAHPAHH KIMHUYHH MPOYYBAHMUA ¢ aTOPBACTATHH; OT. ,“. ™S
16 066 naupeHTH (8 755 Ha aropBacraTiH cnpaMo 7 311 Ha nnanebo) nexyBaHM 3a opémest nepm.q\dr
53 ceamuiM, 5,2% OT NALHCHTHTE HA ATOPBACTATHH CA NPEKPATHIN JICICHHUETO MOK He*m;m
peakiH, B cpasHenue ¢ 4,0% ot mauseHTHTe Ha TIALE6O.
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, b
ChenpaimusT CHCHK NPEACTaBsA nMpodina Ha HeXeNaHHTe PeaKkiMH 38 ATOPBACTATHH BB3 OCHOBA Ha

peaerraTm OT KIHHHYHH H3NMUTBAHWA # OGIIIHPHHH [MNOCTMAPKCTHHIOB OITHT.

YecTOTATa HA HEXKENAHHTE PEaKIMH € onpeleneHa Cho0pa3Ho caeAHaTa KOHBeHLMS: YecTH (=1/100,
<1/10); Hewectn (21/1 000, <1/100); peaxn (=1/10 000, <1/1 000); muoro pexxu (<1/10 000) ¢
HEH3BECTHA 4eCTOTa (OT HAMITYHHTE aHHH He MOXe /ia Ohle HampaBeHa ouemca)

- Vindexunu u nudecranmu

Yectn: HasodapHUHIUT
CHHS HA KPHBTA U JIMM cHCTEMa
Peaxu: * TpoMGoLIrTONEHHS
Hapymenys Ha HMYHHATA CHCTeMA
YecTn: AJICPrHYHH PeAKLIHH - i
MHoro peaky: aRaQHIAKCHS
CHHA HA ay E€HETO
YecTn: XMIIePrIHKEMUS
Heuecn: XMGOTTMKEMHA, NIOBHINABAHE Ha TernoTo, aHOPEKCHA
IlcuxuaHH H__apm
Heuectn: KomMapH, 6e3csHHe
HapymeHus Ha HEpBHATA CHCTEMA
Yecru: = rmasobomme,
HeuecTti: 3aMagHOCT, NApecTe3nsi, XHIIoecTe3ud, AUCreyIH, aMHe:mn
Penxu: neprdepHa HeBPONIATHN
C HensBeCTHA
4ecToTA: MHACTEHHS IPABHC
Hapymenus sa ouure
HeuecTn: = 3aMBIVIEHO 3peHHE
Penxu: 3pHTEIHY HAPYLICHUA
C Heur3sBeCTHA
YecToTa: OYHA MHACTCHHA

Hapymenns Ha yxo1o ¢ niabupunra
Hegecrn: THHHTYC
Muoro peaxu: 3aryba Ha ciyxa

ChbIoBY HapymeHus
Penxn: BACKYJIHT
"eCIMPATOPHH, I'DBHIAHN U MEAHACTUHATTHH HAPYINCHHS
Yecmn: dapunro-napmmreanHa 60/xa, eNMCTAKCHC
MAUTHO-YPEBHH HAPYIICHHS
Yecrn: KOHCTHIRIMA, daTyIeHUMA, AHCNIENCUS, raficHe, HapUd
HegecTu: nosprmane, Homxa B ropHaTa WK OOJIHA KOpeMHA nononnna, opmm;{ﬁqmpmm N,
‘ 'ﬂ-* ; .-’r R "‘ :' '
. XenaToOHNUAPHY HADYINEHHS - | f{f S e \
Heuectn: XenaTuT [ ol R
MBHoro pezaxku: 4epHOoApoOHA HEAOCTATBYHOCT N TR T
" Y :
£ . i.'-h:} i
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R R~
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HapyineHHd Ha KOXATA M NOJKOMHHTE THKAHH |

Heuecrn: YPTHKApHA, KOXKEH ODpUB, NIPYPHTYC, AIONELIHA

Penkm: AHTHOHEBPOTHYEH eleM, OYN03eH JEPMATHT, BKTIOYHTEIHO epHTEMA Mynmq:opm
CHHAPOM Ha Stevens-Johnson ¥ TOKCHYHA eNMMAEPMATHA HEKPOJIH3A, IHXCHOHTHA

NEKapCTBEHA PeaKLiHa

Wm CHCTEMA M CHEIMHHTEIHATA THKAH
MHAITHSA, ApTPairys, 6OIKH B KpalfHMIIHTe, MYCKYJIHM CITA3MH, OTOK Ha CTaBUTe,

. bonxa B repba
Heuectu: Goska BBB BpaTa, MYCKYJIHA CII800CT
Pexn: MMONATHS, MHO3HT, pabOMHOIII38, MYCKYJTHA PYNTYPA, TEHIHMHONATHA, IOHIKOTE
YCIIOXKHEHA C PYNTypa

- MHoro peaxu: aymyc-noaobeH CHHAPOM
C HemsBecTHA

4eCTOTA: HMYHOMEIHMPAHA HEKPOTH3HpAIla MHONAaTHA (BXK. TOYKA 4.4)

* Heuecth: Hepaanmmme, acrenma, 6onxa B repauTe, nepudepeH OToK, OTNATHATIOCT,

MHPEKCHS
Viscneparys |
Yecmu: MPOMAHA B YepHOAPOOHUTE PYHKIHOHANIHH M3CHICABAHMS, NOBHIIICHHE HA KPEATHH
: KHHA3ATA B KPbBTa
HeuecTH: = HaiIHMMHE HA JICBKOLMTH B YPHHATA

Kaxto 1 mpn apyrure HMG-CoA penykrasHH HHXHOMTOPH NMPH NALMEHTH NIEKYBaHH ¢ aTOPBACTATHH
e 6o cro0mAaBaHo 32 NOBHINIABAHE HA CEPYMHHTE TPAHCAMMHA3H. 1€31 NTPOMeHH OOHKHOBEHO ca
G JIEKH H IPEXO/IHH M HE Ce € HAJIArano NpeKsCBaHe Ha JieueHueTo. [Topumenne Ha cToliHOCTHTE
Ha CepPYMHHTE TPAHCAMMHA3ZH ¢ KITMHHYIHO 3HaueHue (>3 x I'TH) e 6ino nabmopnasano rpu 0,8% or
NALHEHTHTE, [TOTyHABAIIH ATOPBAcTaTHH. Te3y MoBHIlIeHHA He ca 6HAM N0303aBHCHMH H ca Ce
HOPMANHM3UPAITH MPH BCHUKH NALMEHTH,

ITpu 2,5% o1 nauMeHTHTE NOMyYaBaId aTopsacTatHH, NogobHo Ha apyrure HMG-CoA peayxrasHu
HHXHOHTOpH € OWI0 Habmo1aBaHo NOBMINABRAHE HA HHBaTa Ha cepyMHara CK noseye ot Tpu mbTi
HaJ rOpHaTa rpaHMLUA Ha HopMaTta. CroliHocT Haasuinasamu noseye ot 10 nbTH ropHaTa rpaHMLIA HA
Hopmara ca 61 Habmonasanu rpu 0,4% OT NALMEHTHTE C aTOPBACTATHH (BXK. TOUKa 4.4).

lleanaTpHtna nonynauxs
ITeauaTpyuvHMTE NALKEHTH Ha Bb3pacT or 10 a0 17 rogwsun, nexyBaHH ¢ ATOPBACTATHH, HMAT Ppodun

Ha 6e3011aCHOCT Ha HEXEJIAHHTE JIEKAPCTBEHH Peaki{iy, CXOEH C TO3H Ha NALMEeHTHTE, JIEKYBaHH C
nnaiebo. Half-uecTre Rexenany peaxums, HabmogasaHu B ABETE IpyIH, HE3ABHCHMO OT NPHYHHHO-
CIeACTBEHATA BPb3ka ca MHpexipuTe. B 3-roaMimHo npoyyBaHe, OCHOBAHO HA OLIEHKA HA LUIOCTHOTO
CH3pABAHE M PA3BHTHE, OLICHKA IO CKaNaTa Ha TaHep H U3MepBaHe Ha BHCOYHHATE H TErJIOTO He ¢a
HabmoqaBaHH KITHHHYHO 3HAYMMH ¢(EKTH BHPXY PASBHTHETO M MOJIOBOTO Ch3PABAHE. l'lpmbm'r Ha
Ge30macHOCT W MOHOCHMOCT NPH NEAHATPMYHY NALHEHTH € NoNo0eH HA M3BECTHHA NMpodnT Ha
~ 6€30macHOCT Ha ATOPBACTATHH NTPH BH3PACTHH MAILHEHTH.

| i
ba3a naHHH 3a KIHHHYHA 6€30aCHOCT BKITIOUBa AaHHH 34 OesonacHocTTa IpH 520 nexy lml-m C:\ \
NMALHCHTH, KOWTO ¢8 NPHEMAITH aTOPBACTATHH, OT KOHTO 7 MALIHEHTH ¢ HA BB3PACT ' by B

Bb3 OCHOBA H& HATMYHHTE JAHHH YeCTOTATA, BUTET ¥ TEXECTTA HA HEKEJIAHHTE
CXOZHH C Te3H MPH BL3PACTHHTE,

~ 14
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[Ipy npHAOKEeHNETO HA HAKOH CTATHHH Ca CHOOLIaRAHM CIICIHHTE HEKEIAHH CHOMTHA:

. CEeKCYaIHH HAPYLIEHHUA
. aenpecus
. B M3KTIOYHTENHH CTydau MHTepcTHIMANHA Oenoapobra 6onect, ocobeHo MpH MPOAB/DKHATEIHA
" Teparms (BX. TOuka 4.4).
° 3axapeH JHAGET: YeCTOTAaTa 3aBHCH OT HAJIHYHETO HIH OTCHCTBHETO HA PHCKOBH (JAKTOPH
(kpbBHa 3axap Ha rnamHo > 5,6 mmol/l, BMI>30 kg/m?, nosuiieHH HHBa Ha TPHIIHLEPHAHTE,
aHAMHE3a 3a XUTICPTOHHA)

CrobimapaHe Ha NONO3HPAHM HEXENAHH PEaKINH
CrobmaeaHeTo Ha NOKO3HPAHH HEKENAHH PEAKLHHM ClIe]] pa3peinaBaHe 3a ynorpeda Ha IeKapCTBeHHA
NMPOAYKT € BaxkHO. ToBa Mo3BoJIsBa 4a NPOAB/DKH HaOMOAEHHETO HA ChOTHOLIEHHETO NOJI3a/PHUCK 34

JIEKapCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CNICLHATHCTH CE H3HCKBA Jia Cho01IaBaT BCgKa

NOAO3HPaHa HEXKEAHA peakiiya ype3 U3mbnHUTENHA areHLMA 1o JiekapeTeara, yi. ,,JJamad ['pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiir: www.bda.bg.

4.9 Ilpesosupane

CreidHdaHO JieYeHHE MPH NPEAO3UPAHE ¢ ATOPBACTATHH HiMa. B ciyuail Ha npefo3upale NauueHTsT
TpaOBa a 6bae NeKyBaH CHMITTOMATHYHO H J1a C€ MPUAraT NOTHPXKALNM MEPKH, 8KO € HeoOX0oauMo,
Tpabpa na ce npoBexaaT yepHOAPOOHA PYHKLMOHAHH H3C/ICABAHHA H a € MOHHTOpHpaT
croitHocTuTe Ha cepyMHaTa CK. [Topany cBbp3Bane Ha ATOPBACTATHH B IOJLIMA CTENEH C TUIA3MEHHTE
NMPOTEHHH, HE CE 04axBa XeMOJHAJIW3aTa I8 NOBHIIH 3HAYHMMO KIMPBHCA H& aTOPBACTATHH.

5., ®APMAKOJIOI'HYHH CBOMCTBA

5.1 PapMakoIHHAMHBYHEA cBolicTBA

dapmaxoTepanepTHyHa rpyna: CpeacTsa, NOHHKABAINM CEPYMHMTE MMM, mﬁmﬁn Ha HMG-
CoA penyxraszata, ATC xoa: C10AA0S |

MexaHH3bM HA AeHCTBHE
ATOpPBACTATHH € CEIEKTHBEH, KOHKYpeHTeH HHxHOuTOp Ha HMG-CoOA peaykrasara, CKOpocT-
JIHMHTHPALIl CH3HM, OTTOBOPEH 34 NPEBPBINAHETO HA 3-XHUAPOKCH-3-MEeTWI-IITYTAPHII-KOSH3IUM A B
MEBAJIOHAT, KOMTO € MpeKypcop HA CTEPOJINTE BKITIOMHTENIHO Ha XoJecTepona. TpHITMUCPHAHTE H
XOoJIecTepona B MepHHA Apol ce HHKOPIIOPHPAT B JIMIIONPOTEHHH ¢ MHOT'O HHCKA TUTBTHOCT (very low-
density lipoproteins, VLDL) u ce 0cBOGOXKAABAT B ILTA3MATA 32 TPAHCTIOPTHPAHETO UM IO
nepudepHuTE THKAHK. JIMNonporesHnTe ¢ HYCKa WIsTHOCT (low-density lipoproteins, LDL) ce
¢opmupar ot VLDL u ce xatabonuzupar riaBHO NOCPEACTBOM PELIEIITOP ¢ BHCOK APHHHUTET KbM
LDL (LDL-peuenop).

ATOpBACTATHH MOHWXKABA IL1a3MEHHS XOJIECTEPON H CEPYMHHTE KOHLIEHTPALHM HA JTHIIOMTPOTEHHHTE
upe3 mixubupane Ha HMG-CoA penyxrasaTa U B pe3yiTar, (HOCHHTE3a Ha XOJIECTEPO B HEPHUA
apob ¥ nosuiuasa Opos Ha YepHOApoOHHTE LDL-penienrropy no KIeTs4HATE NOBLPXHOCT, KOETO BOAM
IO NOBHIIABAHE HA 3aXBalAHETO U KaTabonuima Ha LDL.

PapMakoAWHAMHYHH €DEKTH

ATOpBAacTaTHH HaMaNsABa cHHTe3a U Opog Ha LDL 4acTuiuTe. ATOpBACTATHH BOAM A0 CWIHO H
TpaiiHo MoBMIIaBaHe HA aKkTHBHOCTTAa Ha LDL-peuenropure, CBbp3aHO ¢ OnarompusTHa MPOMAHA B

KayeCTBOTO Ha UMpKyaHpanre LDL-4acTHUH. ATOPBACTETHH € e()EKTHBEH B IMOHIKABAHETO HA LDL -

xonectepona (LDL-C) npu maumeHTH ¢ XOMO3HMIoTHa paMiuiIHa xnnepxnnecmponem norlynauml
KOATO OOMXHOBEHO He C€ NOBJIMABA OT JIHIMTHAONOHIDKABAIIM JICKAPCTBCHH npo.uylcru .
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| Ycranoneno e, ue a'mpnacm‘rm{ HaManssa obuua xonecrepon (30%-46%), LDL-C (41%-61%)
anomnonporeuH B (34%-50%) u Tpurmauepuaure (14%-33%), Ho BOJIH O pA3IMYHO NO CTEMNEH
nosunasate Ha xonecrepona B HDL u anonnronporent Al B 10300NpeAesAIH KIHHHIHH
 M3NMTBAHUA. T€3H Pe3yNITATH ¢a BAH/HH 38 IALHEHTH ¢ XETCPOHIOTHA PAMMITHA
XHniepxosecTepoieMus, HehaMuIHN GOPMH HA XHTIEPXOIECTEPOJIEMHA H CMECEHA XMTICPITHITHIEMHS,
BK/IIOYHTEIHO MALMEHNTH ¢ HEHHCYJIHHO-3ABHCHMM 3axapeH aualer.

ITorBBpOCHO €, e NOHIDKABAHETO Ha o6 xonecrepos, LDL-C u anoﬂmoﬁpomun B, HamanaBa |
DHCKA OT CHPACYHO-CHAOBK CHOMTHSA H B Pe3yJITAT CMBPTHOCTTA, NOPAIH CHPACHHO-CHAOBH IPHYHHH.

B enﬂe Mnorouempom B-cemqﬂo OTKPH'I‘O KJIMHMMHO MPOYUBAHE CHC ChCTPAN3Te/IHA yncrrpeﬁa H
BH3MOXHOCT 38 YABIDKABAHE ¢ PAVIMMHA NPOALDKHTEIHOCT €4 BKIOYCHH 335 nauMenT; 89 ot Tax
ca ¢ XOMO3HTOTHA ¢amiuiHa XunepxonecreposeMus. Cpeasoro nombkerne Ha LDL-C npu tax ¢

npuﬁmume:mo 20%. ATopBacTaTHH ¢ npuaaraH B a034 Ao 80 mg/anesxo,

ATtepockneposa -

B KxIHHHIHOTO HIpOYyuBaHe 38 OOpaTHO pa3BHTHE Ha ATCPOCKIIEPO3ATA Ype3 AKTHBHO JIMITHAHO
nomoxasane (Reversing Atherosclerosis with Aggressive Lipid-Lowering Study, REVERSAL) .
edexThT HA HHTEH3MBHO NOHIDKABAHE HA JIMIMAKTE C aATOpBacTaTHH 80 Mg M CTAHAAPTHO HHBO Ha
NOHINKABaHEe Ha JIMITHAKTE ¢ nNpaBacTaTHH 40 mg MpH KOPOHAPHA aTepOCKIepo3a ¢ 61 olieHeH upes
BETpeCHAOBO yaTpassykoso uicnensane (BCY3H) no Bpeme Ha anrnorpad s npu NALHEHTH ¢

. mcxemivHa Gonect Ha cpiiero (MBC). B ToBa paHAOMH3HPAHO, ABOHHO C/IAIO, MHOTOLIEHTPOBO,
KOHTPOIMPAHO KITHHEYHO npoy4saHe BCY3HU e u3pbpmieHO B HAYANOTO HA MPOYYBAHETO H HA
18-1a mecent mpu 502 naienT. B rpynara Ha atopBacTaTiH (n=253) He e 6u1a ycTaHOBEHa

nporpecgn Ha arepocmepoam.

CpeAHHAT NPOLIEHT Ha MPOMAHA B OOIMMA 0OEM HA ATEPOCKIICPOTHIHATA IUTAKA OT HAYANIOTO HA
npoy4yBareTo (IMbPBHYHA KpaliHa TOUKA HA npoy4saHeTo) ¢ -0,4% (p=0,98) B rpynara na
aTopBacTaTHH M +2,7% (p=0,001) B rpynara Ha npasacraTtiH (n=249). [Ipu cpaBHeHMe ¢ MPABACTATHH
edexTiTe HA ATOPBACTATHH €& CTATHCTHYCCKH 3HauMMH (p=0,02). EdexriT Ha HHTEH3HBHOTO
JIMITHAHO NIOHIDKABAHE BHPXY CHPACYHO-CHAOBATA Kpatina ToUKA (Hanp. HeoGX0AUMOCT OT
pepacKynapmsauma, HedataneH MEOKapAcH HHPAPKT, KOpOHAPHA CMEBPT) HE € mcne,zmaﬂ B TOBA

Irpqunaﬂe

B rpyniata Ha atopeactaThi LDL-CT ce noHmkaBa 210 cpeaHa cToiHoCT oT 2,04 mmol/1 + 0,8 (78,9
mg/d] = 30) cnpamo H3xoxHaTa cTolHOCT oT 3,98 mmol/1 £ 0,7 (150 mg/dl + 28), a s rpynaraHa
npasactaTHH LDL-C ce nonrmxasa a0 cpegHa crodroct ot 2,85 mmol/l + 0,7 (110 mg/dl + 26)
cnpaMo M3XoaHaTa cTotiroct ot 3,89 mmol/l £ 0,7 (150 mg/d] + 26) (p<0,001). AropsacraTH OCBEH
TOBA 3HAYHTEIIRO MOHWDKABA CPEAHHTE CTOHHOCTH HAa 00ImuA xonecrepoi ¢ 34,1% (npasacraTvy: -
" 18,4%, p<0,0001), cpeanvre Hupa Ha TpuTAHUEepHanTe ¢ 20% (npaBacTaTuH: -6,8%, p<0,0009) u
cpenuus anounonporeuH B ¢ 39,1% (npasacrarus: -22,0%, p=0,0001). ATopeacraTu nosuInasa
cpeanns HDL-C ¢ 2,9% (npaeacrarun: +5,6%, p=NS). HMa u cpeano naManenue ot 36,4% Ha C-
peaKTHBHMA NMPOTEHH B MPYINATA HA ATOPBACTATHH B CPaBHEHUE ¢ NOHIKEHME 0T 5,2% B rpynara Ha

MpaBacTaTHH (p<0,0001).

Peayﬁ'ranm OT MPOYYBAHETO Ca OHIH MONTydJeHH ﬁpn nosuposka ot 80 mg. CaenoparenHo e He
MOraT Jia C€ eKCTPanOJMpaT BBPXY MO-HHCKHTE RO3HPOBKH. ,

EdexTsT OT HHTEH3UBHOTO NTHNNWAHO NOHIKABAHE BEPXY OCHOBHHTE CHPACMHO-CHAOSH lﬁm 'rtmm \
He © H3CJICABAH B TOBA NpOoy4BaHe. 3aTOBA KINMHWIHOTO 3HAYECHHE Ha TE3H Pe3y ITaTH IKY mwemje . ‘ - }
—_— ]
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KODOHADEH C M |
B npoyusanero MIRACL ¢ onienen aTopsacrarus 80 mg npu 3 086 naumenTn (aropsacTaTus
n=] 538, mnauebo n=1 548) ¢ ocTep KOpoHAapeH CHHAPOM (non-Q MHOKAPAEH HHPAPKT HAK
HecTabWIHA aHTHHA NeKTopuc). JieueHneTo ¢ 3aMOYHATO N0 BpeMe Ha ocTpara ¢asa cien
XOCIMTANH3aIIME H IMPOAL/DKABA 328 NEpHOA oT 16 cemmui. Jledenmero ¢ aropsacraTvl 80 mg
IHEBHO Y/TLDKABA BpEMeTo JO NogBaTa Ha koMOMHMpaHaTa ITbpBHYHA KpalHa TOYKa, ONpeaeneHa
KATO CMBPT, HE3aBHCHMO OT NPHYMHATA, HedaTaneH MHOKapAeR HH(PApKT, CHPACYCH apecT NOAICHKALL
Ha PECYCLMTAIHS HIH 8HI'HHa NeKTOPHC C JaHHH 33 MCXCMHA HA MHOKapAa, Hauarauia
XOCHMTANH3ALNA, NIOKA3Baiiku HamaneHue Ha pucka ¢ 16% (p=0,048). Tosa e onpeaeneHo karo
clieicTBME HA 26% HaMaeHHE HA PEXOCIMTAIM3ALMATA 38 AHIHHA MIEKTOPHC C AZHHM 38 HCXEMHS Ha
muokapaa (p=0,018). [ipyriure BTOpHYHH KpaiiHH TOYKH HE C& JOCTHI'HAH CTATHCTHICCKA 3HAYMMOCT

caMi no cebe cu (obmo: mnanebo: 22,2%; aropeacratuH: 22,4%).

ITpodusT Ha 6e30macHOCT Ha aropBacTaTHH B npoy4dsaHeTo MIRACL e B chorBeTCTBHE ¢ ONHCAHHA
B Touka 4.8.

Etbem—r Ha a'ropnac'ranm n'bpxy q:ta'ra.uma H Hetpammia HCXeMH1HA 60/1eCT Ha CEPLIETO € OLICHEH B
eAHO PAHAOMM3HPAHO ABOHHO C/IANO MAauedo KOHTPOJHPAHO KIHHHYIHO HIAHTBAHE
Anglo-Scandinavian Cardiac OQutcomes Trial Lipid Lowering Arm (ASCOT-LLA). [TaumexTyTe ca ¢
XHIICPTOHHA, HA BE3PacT Mexay 40 1 79 roxuHH, 663 npeamecTsaill MHQApKT HA MHOKapAA WIH
NleyeHHe 38 CTEHOKAPMA, H ¢ HHBa Ha o6uua xoaecrepon <6,5 mmol/l (251 mg/dl). Beuukn
NAIMEHTH ¢a C MOHE 3 NPEeABAPUTENHO AHAHOCTHLMPAHH CHPACTHO~-CHIOBH PUCKOBH (aKkTOopa:
MBIKKH N10J1, BB3PACT = 55 rogMt, TIOTIOHOMNYLICHE, 3axapeH Auabet, anamnesa 38 UbC npu poaHuuu
no pasa JuHKA, TC:HDL-C >6, nepudepHo cbaoBo 3abonmasane, xuneprpodus Ha JiBa kaMepa,
NpeALIeCTBAL MOZhYHO-CHA0B HHLACHT, cnetuduuil npoMeHH B EKT,
npoTeHHypHa/anbymuHypud. He BcHUXH BKIFOYEHH MALIMEHTH Ca OLICHEHH KAaTO BUCOKO PHCKOBH 38
NOSB& HA ITLPBO CHPACYHO-CHAOBO CEOHTHE. -

[TaupeHTHTE NONYYABAT AHTHXHUIICPTEH3IUBHA TEPAITHA (AMJIOHITHH HITH 8T€HON0M — 6a30B pekHM) U
aroppacTaTHH 10 mg aneBHo (n =5 168) wiu mnauebo (n =5 137). |

EdexrvTe Mo OTHOIMEHHE HAMANABAHETO HA a6COMOTHMA H PEJIATMBHHA PHCK Ca KaKTO CliexBa:

CrburHe OTHOCHTENTHO bpoii cOuTHA A6comoTHO  p-CTOHHOCT
NOHHKEHHE Ha (aTOpBacTATHH NOHWKEHHE Ha
pucka  cmpsaMo maueGo) pHcka'
% _ I
Qaranaa UBC + Hedatanen 36% 100 cnipamo 154 1,1% 0,0005
UM
O6m 6poit Ha cBpAeHHO- 20% 389 cnipamo 483 1,9% 0,0008
CHIOBHTE 3a00/ABaHUA H '
NpOLECAYPHTE IO
peBacKy/IapH3aLus
O61m10 KopoHapHH CHOHTHA 29% 178 cnpsamo 247 1,4% 0,0006

'BB3 0CHOBA HA pa3IHKaTa B 00ImMATA YeCTOTa HA HHIMACHTHTE, HalMORABAHH NPH CPEIHO NMpociensBaHe ot 3,3
roIHEH .
Irisc-ﬂcxeumua Oonect Ha CbpUETO; HM nﬂq:aprr HA MHOKApAA

O6ImAaTa CMBPTHOCT H CMBPTHOCT HOPaM CHPACYHO-CHAOBH MPHYKHHHA HE ca 3HATHMO Mumm f
(185 cripamo 212 cuburua, p = 0,17 u 74 cipamo 82 cuburus, p = 0,51). Ilpu auamnﬁmamm'wnme\

!

no nod (81% meike, 19% xenm), npu Mekere ¢ Habimonasan GnaronpuaTen egexr El'op ,

!
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p3anMOieHiCTBHE C AHTHXHIIEPTEH3HBHATA OCHOBHA Tepanus, [ThpeuunaTa kpafina Touka (paranHa
HUBC + Hedaranen UM) e anaunmMo pexylHpaHa OT aTOPBaCTATHH NPK NALMEHTH JIEKYBAHH ¢
amnonumH (HR 0,47 (0,32-0,69), p = 0,00008), Ho He u npH Te3n aekyBaHH ¢ arcHonon (HR 0,83
(0,59-1,17), p=0,287).

EdexrsT Ha aTopBacTaTiH BLpXy (aTanHo u HedaTanHO CHPACYHO-CHAOBO 3a00/1BaHe € OlieHeH H B
PRHAOMM3MPAHO, ABONHO CIIANO, MyJATHLEHTPOBO, tane6o KoHTponupaHo w3nuTeaHe Collaborative
Atorvastatin Diabetes Study (CARDS) npu naunenTh ¢ auaber Tun 2, 40-75 rojpmnu, 6e3
npeJiuecTBalla aHaMHe3a 3a ChpAeYHO-ChA0BO 3a800/uBane U ¢ LDL-C <4,14 mmol/] (160 mg/dl) n
Tpurmepuan <6,78 mmol/l (600 mg/dl). Bcuuxn nanueHTH ca ¢ NIOHe €AMH OT CIeIHHTEe PUCKOBH
¢aKTopM: XHNCPTOHHS, HACTOAMO TIOTIOHOIYIIEHE, PECTHHONATHS, MUKPORTOYyMHHYPHA WK
MaKpoanOyMHHypHIL.

[TammeHTHTE Ca NEKYBaHH ¢ ATOpBacTATHH 10 mg .uHenHo (n=1 428) wnu nnauedo (n = 1 410) npu
CpeaHO npocneassaHe ot 3,9 roauHu.

EdexTa no oTHOMIEHKE HA peayUMPaHETO Ha aOCOMOTHUA M OTHOCHTEJTHHA PHCK OT ATOPBACTATHH €
KaKTO CJIABa:

ik . i

CrOurHe | OTHOCHTEIHO Bpoii cnOuTHA A6COmOTHO p-c'roﬁnoc'r
| ’ TIOHIDKEHHE Ha (aTopBacTaTHH NOHIDKEHME HA
pHCKA cnpaMo maneto) pucka'
%) % _
TonemH CBPACIHO-CBAOBH 37% 83 cnpamo 127 3,2% 0,0010

cuOuTHA (paTaneH H

nedaranen OUM, Tix UM,

octpa cMbpT OT BC,

HecTaOMNHA CTCHOKAPIHA,

KABI', PTKA,

peBacKysapHsalis, HHCYJIT) |

UM (daranen » HedaraneH 42% 38 cnpamo 64 1,9% 0,0070

OMH, ix M) |

Hucynt (paraneH u | 48% 2] capamo 39 1,3% 0,0163

HedaTaneH _ . _ | -
'Br3 OCHOBA HA pA3NIAKATa B 00IATA YecTOTA HA MHIMACHTHTE HA0MIOAABAHY IIPH CPEIHO NPOCIeAABane oT 3,9
FOAHHM,
OHM = ocrbp HHOApKT Ha MHOKapAa; KABI™ = xopoHapHo-apTepuancH Galinac rpadpt; UBC= ncxemnana
Gonect Ha cppueTo; ; MM = uHdapxT Ha Maokapaa; PTKA = nepkyTaHHA TPAHCIYMEBaiHa KOpOHapHa
AHTHOTUTACTHKA.

Hama noxasarencrsa 3a pa3nuka B epexTa OT JeUeHHeTO CNOpeA noa, BE3pacTTa WM
MsPBOHAYANHOTO HUBO H& LDL-C Ha naunenTa. baaronpusaTHa TeHACHIMA € HAOMIOAABAHA MTPH
cMBPTHOCTTS (82 CMBPTHM CiTydas NpH rauedo rpynara cnpamo 61 B rpynara Ha aTOPBacTaTHH,
p = 0,0592).

Perpinypupant HHCYJIT
B manureanero [IMUAITHX e oueHeH edexra Ha aTopsactatil 80 mg nHerHO My 1wianebo Brpxy
uHCyaTa npH 4 731 nauHeHTH ¢ HHCYJIT WIH MPEXOAHO HapylleHUe Ha MO3BMHOTO KphBoobpallieHHe
(ITHMK), B paMKHTE Ha nipeaxoaHuTe 6 Mecelia H 6e3 anamHe3sa 38 UBC. [laupenTrre ca 60% Mbake

Ha BB3pacT 21-92 roaunn (cpeaHa BB3pacT 63 roaMHH) U H3X0AHO HHBO HA LDL-C cpenne‘lBng/dt "N
(3,4 mmol/l). Cpennara crofinoct na LDL-C e 73 mg/dl (1,9 mmol/l) no Bpeme ua ney¢fiuero e - -2
aroppacTaTHTH H 129 mg/dl (3,3 mmol/l) no Bpeme Ha nedennero ¢ manebo. C R A
MPOABIDKMTEIHOCT Ha npociieAsBaHe € 4,9 ronuHm.

ATtopeacTaTrn 80 mg noHmxasa pHCKa OT NOSBA Ha cHOMTHE, OTTOBAPAINO HA KP
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" mepBHYHA Kpaltna Touka (¢aranens n HedaraneH uHcynr) ¢ 15% (HR 0,85; 95% CI, 0,72-1,00;

. p=0,05 wn 0,84; 95% CI, 0,71-0,99; p = 0,03 cnea aganTnpaHe Ha HIXOAHHTE XAPAKTCPHCTHKH) B

" cpaBHeHHe ¢ mauebo. O6mara cMbpTHOCT € 9,1% (216/2 365) npu aTopeacraTis cnpaMo 8,9%
(211/2 366) npu nnaiebo. .

B post-hoc anamuz, aropsactatus 80 mg NOHIKABS WeCTOTATA HA HCXeMHYeH HECYNT (218/2 365,
9,2% cnipsmo 274/2 366, 11,6%, p = 0,02) u noBHIIABA YECTOTATA HA XEMOPArHyeH HHCYaT (55/2 365,
2,3% cnpaMo 33/2 366, 1,4%, p = 0,02) B cpasHeHne ¢ niauebo.

. PucksT OT XeMOparuueH HHCYJIT € NOBHIKIEH MPH NAHEHTHTE, KOUTO Ca C NpeAlieCTBall
XeMOparnieH HHCYJIT PH BKIOUBaHE B H3NMUTBAHETO (7/45 npH aropsacTaTHH cripaMo 2/48
npu rnane6o; HR 4,06; 95% CI, 0,84-19,57) ¥ pHCKET OT HCXEMHYEH HHCYAT € CXOACH H B
asere rpynH (3/45 nipu aropsactaTii cnpamo 2/48 npn rraye6o HR 1,64, 95% (I, 0,27-9,82).

. PHCKBT OT XeMOparuueH HHCYJIT € NOBHILICH IIPH MAalHEHTH, KOMTO ¢a ¢ NPERIIeCTRAIN
naKyHapeH HHOApKT npy BKMoYBaHe B manHTBaHeTo (20/708 npu aropeacraTi cipaMo 4/701
3a inanebo HR 4,99; 95% CI, 1,71-14,61), Ho prcKa OT HCXEMHYEH HHCYJIT CHIO € NMOHIDKEH
npH Te3# nauuent™ (79/708 3a aTtopBacraTul cripamo 102/701 3a nnaneGo; HR 0,76; 95% CI,
0,57-1,02). BE3MOXHO € HETHHAT PHCK OT MHCYJIT 8 € NOBHIIEH ITPH NIALMEHTH ¢

NpeAIIeCTBAN JAKyHApeH HEGApPKT, KOHTO NnoyJdasaT aropsacTaTvH 80 mg mHeBHO.

O6mara CMBPTHOCT € '15,6% (7/45) 3a aTOPBACTATHH, CIIPAMO 10,4% (5/48) B nozrpynara a
NAIMEHTHTE C NpeANIecTsaly, xemoparnicH uncyat. O6mara cMupTHOCT € 10,9% (77/708) 32
aTOPBACTATHH, CHPAMO 9,1% (648701) 3a nnauebo B cybrpynara Ha NAUHEEHTHTE C NMPEAIECTBALL

- ‘naKyHapeH MHGQapKT.
[eanaTpuaya goiTynaIps

Xemepo3suzomna pamunna xunepxonecmeponemus (Heterozygous Familial Hypercholesterolaemia,
HeFH) npu neduampuunu nayuenmu na ev3pacm mexcoy 6-17 2oounu

[IpoBeneHo e 8-ceAMMYMHO OTKPHTO NpOYYBAHE 38 OLEHKA HAa GapMAaKOKMHETHKATA,
dapMakoqHHAMHKATA, 6€30NaCHOCTTa H TOHOCHMOCTTA Ha 8TOPBACTATHH ITPH ACLIA H IOHOINH C
NeHETHYHO IOKA3AHA XeTepo3uroTHa GopMa Ha PaMIITHA XHTIEPXONIECTEPOJICMHS H U3XO0IHH
crofiHoctd Ha LDL-C >4 mmoV/l. [Tpoyusanero o6xBama 39 aena # 10HOUM Ha BB3PAcT OT 6 A0

17 ropunn. Koxopra A Bkmousa 15 fena na pe3pact 6-12 roauHu 8 mxpBH cTagui no Tanner.
Koxopra b sBxmousa 24 aeua Ha u3pact 10-17 roausu B craaumii no Tanner 22.

Hauannara noza a'ropnac'mmn B Koxopra A e 5 mg tneBHo Ta6neTxa 3a Tbeuene u 10 mg AHEBHO B
tabneTHa ¢popma B Koxopra b. J{o3ara Ha aTopsacTaTHH ce yABOsBa, akd Ha 4-TA CEIMHLIA NTPH
NALMEHT2 He € JOCTHUIHATO NpuueaHoTo HUBO 38 LDL-C or <3,35 mmol/l nnu ako aTopsacratis ce

noHaca Aoope.

Cpeauure crofiroctd 3a LDL-C, TC, VLDL-C u Apo-B ce noHikasar Ha ceIMHUIIA 2 ITPH BCYYKH

" BKJIIOYEHH MAUMEHTH, 38 Te3H, YHHTO JO3M Ca YABOCHM B HANAJIOTO HA CeAMMLia 2 Clie IrhpBara
OlIEHKA CJie/] NOBHINABANE Ha JO3ATA, € YCTAHOBEHO NOITBIHHMTEIHO NOHMKeHHE. CPpeAHMAT MPOLICHT

' HA NOHIDKABAHE HAa CTOHHOCTHTE Ha JIMAMHUTE NOKA3ATEH € CXOACH 33 JBeTe KOXOPTH Oe3 3HaueHHe
JAJIM NAMEHTHTE C8 OCTABCHH HA TAXHATA ITbPBOHAMAIHA JO3MPOBRKA WIH T4 € yABoeHa. Ha 8-mMa
CeIMMIIA CPERHO MPOLICHTHT HA MPOMAHA Ha u3xoauure croiHocT Ha LDL-C u TC e npubnuswrenno
cboTBeTHO 40% 1 30% Haz obcera Ha BH3/CHCTBHE. | I

N -"-"hu.i‘

6-15 roakHM ca BXTIOMEHH H IEKYBaHH C a'ropnacramn 38 IIEPHOJ OT TPU FOAMHH. 38 B

poyuBaHeTO ce H3uckea notespaeHa HeFH wisxoana crodmoct Ha LDL-C > 4 mmal/L< /

(npubmusurenno 152 mg/dl). [Ipoyusanero sxmotBa 139 aeua cue cranuit 1 Ha pazprgny

(o6uKHOBeHO Ha BB3pacT ot 6-10 roaunu). HavankaTta 1032 Ha aTOpPBacTATHH (nenm\u{mm) fipi

 ;ena Ha p3pact nox 10 roxusy ¢ 5 mg (Tabnerxa 3a auBticHe). Jlena Ha Bu3pact 10 ro mek ;D
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3anouBaT ¢ 10 mg aropeacTaTyH (BEAHBXK JHEBHO). BcUuku Aena MOraT f1a € THTPHPAT 10 MO-BHCOKH
NO3H, 33 Aa MOCTHrHAT npuuenHy crotiHocT HA LDL-C <3,35 mmol/l. Cpeanara ao3a, agammupasa
CIIPAMO TErNOTO 38 AeLa Ham.apacTo'rﬁ.uu 9 romamm ¢ 19,6 mg, a 3a nena Ha BB3pacT 10 u noseye
rogdHM e 23,9 mg.

Cpenﬂa'ra (+/- SD) mxonua crolinocT Ha LDL-C e 6,12 (1,26) mmol/l, xoero ¢ npubnmsureHo
233 (48) mg/dl. Buoxre Tabmuma 3 no-aony 38 OKOHYATE/IHUTE PE3YJITATH.

JiaHHMTE ca CBBMECTHMH C JINNICATa HA IEKAPCTBEH e(deKT BEPXY HHKOA OT [IapaMeTPHTE Ha pacTeka H
pasBUTHETO (T.¢. BHCOUMHA, Terio, HTM, cramati no TaHep, oneHka Ha H3CNIIOBATENIA 38 IUIOCTHOTO

Ch3pABAHE M PasBHTHE) NpH Aea 1 1onomu ¢ HeFH, nomydasamy nedeHye ¢ aTOPBACTATHH TI0 BpEMe

Ha 3 rogumHo npoy4sane. He e oneHssan edexTsT Ha JIEKAPCTBOTO OT M3CIEAOBATENA BHPXY
BHCOYMHA, TeIJI0, HTM, no BB3pacT WIK No MNoJ1 NPH NOCEIICHHe.

Tabnana 3. IRDEAONORMEABAINE ¢peKTH HA ATOPBACTATHH NPH IOROINE H A¢BOHKR ¢
XETePOIRIOTHA SAMILIEA XHHNepxoyecTeposemMus (mmol/l
pemeBa | O6m I.DL-C (S.D.) HDL-C(S.D.) G (8.D.) OJIMTIOTIPOTEHH

qKa XONnecTepo . (S.D.#
S.D.)

HaxoxHo 271 [7,86(1,30) 6,12(1,26)  |1,314(0,2663) " 0,93(0,47) 1,42(0,28)**
Mecer 30 m 95(0,77)* PB,25(0,67) 1,327(0,2796) 10,79(0,38)* 0,90(0,17)*
Mecex 36/ET W 12(0.86) B,45(0,81) 1,308(02739) [0,78(0,41)  [0,93(0,20)***

HDL-C = xonecTepon-C, THIONPOTECHH C BECOKA ITLTHOCT, (high denasity lipoprotein cholesterol-C); TG=
armaLepEM; “Mecen; 36/ET™ Bx/IoOvYBa AAHHH OT 3AKMOYHTSIIHOTO NOCCIICHAC 38 WHAHBHA, npmnom
\ menpemnaampma'r IAHHpAHATA KpaliHA TOYKA Ha 36-Mecen, XKakTo H ODhJIHH 36-MeCeTHH JaHHM 38
AHAMBHINTE, 3aBbpIKNH 36-MecedHoTO YuacTae; “* = Mecen 30 N 3a To3n nokasaten e 207; “**’= mxonnara
oftHOCT HA N 33 TO3H nokazaren & 270; “***” =Mecen 36/ET N 3a To31 mokazaren ¢ 243; “#"=g/l 3a |
ANQOJIATIONPK HH B.

Xe m+ X PXORECNEPOREMUR RPU NEOUAIMPUYHY RAYUETIMU HG -'-:.:_f

17 200unu - |

B eaHO [BOH#HO CIATIO, nnaueﬁo KOHTPONHPAHO KIHHHYHO MPOY4Bane NOCIEBAHO OT OTKPHTA dasa
Ha poydBaHerTo, 187 MOMuUETa M MOMHYETA CJIE ITHPBATA MEHCTPYALKS, Ha Br3pact 10-17 roguuu
(cpeano 14,1 ropwmu) ¢ xerepo3urorHa ¢paMiIHa XHIIEPXONECTEPOIEMHS MITH TEXKA
XMIICPXOJIECTEPOJIEMHES €8 PAHAOMMIMpPaHU Ha aropBacTaTuH (n=140) umn mnanebo (n=47) 3a

26 ceaMMI4, ClIeAl KOETO BCHYKH Ca NONY4ABAIIH 8TOPBACTATHH B NPOALDKeHME Ha 26 CeAMHI, '
JosMpoBKaTa Ba aTOpBacTATHH (BeAHEXK AHeBHO) ¢ 10 mg 3a mbpBHTe 4 ceMULIE H C NOCEABALI0
nosumasane 10 20 mg, 8 caydaii ge nuata Ha LDL-C ca >3,36 mmol/l. AToppacTaTiH 3HATHMO
MOHIKABA MIA3MEHHUTE HUBA Ha o0Iua xonecrepon, LDL-C, TpurmHepuanTe ¥ anoaHnonpoTenH B
rpe3 ITbPBUTE 26 ceMHULIH Ha ABoliHo-cnanara ¢aza. CpenHara nocTurHara crodHoct Ha LDL-C e
3,38 mmol/l (B quanason 1,81-6,26 mmol/1) B rpynara Ha aTOpBacTATHH B cpaBHeHHE ¢ 5,91 mmol/l

(anana3on 3,93-9,96 mmol/l) B rpynara Ha manebo npes 26-ceaMuanHara asoitHo-caana dasa.

JIOITBJIHHTEITHO NEIHATPHIHO MPOYIBaHE HA ATOPBACTATHH CIIPAMO KOJNECTHIION NPH NALEHTH c
XHriepxoJyiecTeposieMus Ha BL3pacT 10-18 roaunu ycranopsea, ye aTOpBacTaTHH (n=25) BOOM 10
3HauMTeNHO HaManeHue Ha LDL-C Ha 26-ra ceamuna (p<0,05), B cpapHenne ¢ koziecTHnon (n=31).

IIpoyuBaHe CBC CHCTPAAATENHE YNOTPeOa MPH NALHEHTH ¢ TEKKA XHTIEPXOeCTepo/ieMHs L
(BKMIOUHTEIIHO XOMO3HIOTHA XHIIEPXOJIECTEPONeMHS) BKIFOUBA 46 neaHaTPHYHH HALMCHPH, halgnﬂ,nii‘”x\
¢ ATOPBACTATHH, THTPHPAH B 3aBUCHMOCT OT OTTOBOpA (mon nauMeHTH npuemsar 80 (- “-: o~ \*’J*:* g

IBAToCpPOHATA ePHKACHOCT HA TEPalHATa C ATOPBACTATHH B JIETCKA BL3PAcT 34

3800/1€BAEMOCTTa H CMBPTHOCTTA B 3pAiia BB3pacT He € YCTAHOBSHA. U g
. \1\ i g S, e ’HJ 1'-:: ' ’,"'T
\h - M ——— T _ ﬁ,{_ -
.“ , .- Nf-b 8 .-"
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EsponetickaTa areHitus no Jiekapcraara ocBoboxxaBa oT 38Xb/DKEHHETO 38 IPEIOCTABIHE HA
pE3YJITATHTE OT MIPOYUBAHMATA C Pe(PEPEHTHUA TEKAPCTBEH NMPOAYKT, ChABPKAII ATOPBACTATHH IIPH
neua ot 0 no noxa 6-roguiIHa BB3PAcT MPH eHCHHE HA XeTePO3HIOTHE XHIEPXOeCTepOJIEMHA, KAKTO
H npH geua ot () Ao noa 18-roauiiiHa BB3pACT NpH NIEMEHHETO HA XOMO3HIOTHA aMITHA
XMTIepXoJiecTeponeMus, KoMOuHMpaHa (CMeceHa) XHIIepXOeCTeposIeMis, IThPBHYHA
XHIEPXONecCTEPOIEMHS H NMPOPHIAKTHKA HA ChPACYHO-CHAOBH CHOMTHS (BXK,. TOUKa 4.2 3a
MH(pOPpMALIHI OTHOCHO YTOTpeda B NEAHATPMATA).

5.2 <PapMaKOKHHETHIHH CBoHCTBA

Abcopbumsa

ATopBactaTHH ce abcopbupa OBp30 cren nepopaTHO MPUIOKEHHE;, MAKCHMAJIHATA TU1a3MeHa
koHUeHTpaLus (Cmax) ce gocTura B pamxure Ha 1-2 yaca. Crenenra Ha abcopOums HapacTBa
MPaBONPONOPLIHOHATHO Ha A03aTA HA ATOPBACTATHH. BHOHANTHYHOCTTA HA aTOPBACTATHH Clie]
NEPOPATHO NMPHIOKEHHE Ha QUIMUpaHH Tabnerkn € 95% 1o 99% B cpaBHEHME C NIEPOPATIEH PasTBOP.
Ab6comoTtHaTa OHOHANMYHOCT € oKkoJo 12%, a CHCTEMHATA HATHYHOCT HA AKTHBEH MHXUOHTOD HA
HMG-CoA penykTasarta e okono 30%. HuckaTa CHCTEMHA HATUMHOCT Ce TBJDKH HA TPeCHCTEMHUS
KIIHPBRC OT CTOMALIHO-YPEBHATA JIMTABHIIA H/WIH e()eKTa Ha ITHPBO NPEMHHABAHE NPe3 YepHH: ApoD.

PanpeaeneHue
Cpenxuar 06eM Ha pasnpee/ieHHE Ha aTopBacTaTHH ¢ npubnusurenno 381 1. AtopeacraTuH ce

CBBP3Ba C IVIA3MEHHTE NPOTEHHH B >98%.

- baorpatcpopmanns -

AropacTaTvH ce MeTabormaupa ot uuToxpom P450 3A4 10 opTo- B NapaxXHAPOKCHIHPAHH ACPHBATH
M pa3IMyHH 6eTa-OKCHAALHOHHU NpoAYKTH. OCBeH NMo ApYry IThTHINA, TE3H CHCTABKH JOMWIHHTEIHO
ce MeTabONM3NPAT NOCPEACTROM MMIOKYPOHK3alWA. In vitro nnxnbupanero na HMG-CoA
PEAYKTa3aTa OT OPTO- U NapaXHAPOKCHIKPAHA METabOMHTH € eKBHBAICHTHO Ha TOBa C ATOPBACTATHH.
[Mpubmmurento 70% ot uupkynupamara HHxuOUTOpHa akTMBHOCT 38 HMG-CoA peaykrasara ce

TBHDKH Ha aKTHBHHTE MeTabOJIMTH.

Enumunupane
ATOpBACTATHH C€ EKCKPETHPA TJIABHO YPe3 KITbYKATA clie]] YepHoApobeH WK excTpauepHoapobeH

MeTabonH3BM. ATOPBACTaTHH 00a4e HIIIIEKAA He MOJISKH HA 3HAYHTE/CH eHTepOXenaTalieH
KpbroBpar. CpeaAHHAT IU1a3MeH CIMMHHALMOHEH NOTY)XHBOT HA ATOPBACTATHH NPH XOpa €
npuOau3HTeNnHO 14 yaca. brnarosapeHse Ha aKTUBHHTE MeTabONHTH, BPEMETO HA MONY>KHBOT Ha
HMHXHOHTOpHATA AKTHBHOCT NO oTHouicHue Ha HMG-Co-A pexyxtasata e npubmimsurento 20-30 uaca.

ATOPBACTATHH € CYOCTpaT Ha HepHOAPOOHHTE TPAHCIIOPTEPH H Ha TIOJHMINENTHAMTE,
TpaHCcTIopTHpalH opraHnyHy aHnoHH 1B1 (OATP1B1) u 1B3 (OATP1B3). Merabonurure Ha
aropeacTaTHH ca cybGcTpatd Ha OATPIBI1. YcrasoBeHo e C3HIN0 Taka, Hie aTOpBACTATHH € CybCTpaT
Ha e(UIYKCHHTE TpaHcnoprepH P-raukonporend (P-gp) H Ha MPOTeHHA HA PE3HCTEHTHOCT Ha paka
Ha repaata (BCRP), kouTo Morar aa orpaHHYAaT YpeBHATa a6COpOLMA M ATHYHNA KIHPBHC Ha
ATOPBACTATHH. -

Cnelmanyy monyjaumwi

Cmapuvecxa ev3pacm
[InasmMeHuTe KOHUEHTPALMM HA ATOPBACTATHH M HETOBHTE AKTHEHH MeTabOIMTH ca NO-BHCOKH an

3IpaBH NMALIMEHTH B CTAPYECKA BB3PACT, OTKOJKOTO MPH NO-MJIAAHTE, HO nunnnononmcqmm
e(eKTH NMPH ABETE BL3PACTORH FPYNH Ca CXOAHH. |

;"
J’

Ieduampuuna nonyrayun
B enHo OTKpHTO 8-CEAMHYHO NPOYYBAHE, NEAHATPHYHH NALHEHTH (Ha BB3pacT 6-1 1 E‘omm) cra,uuﬁ
1 no Tanner (n=15) u cramuii no Tanner >2 (n=24) ¢ XETepO3HUroTHA (haMWIHA xaneﬁkaneﬂepmem

H H3XOZIHM cToHOCTH Ha LDL-C >4 mmol/l ca nekysanu ¢ 5 win 10 mg TaGneTky 3a mﬂm&m SRS '.. ’

h
Rofe FOL RSt
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croTBeTHO ¢ 10 v 20 mg dunmupany TabneTkH aTOpBACTATHH BEAHBXK AHEBHO. EqMHCTREHATS
3HAMHTEJIHA [IPOMSHA BbB (papMaKOKHHETHIHHMA MOZEN Ha NOMy/IalaTa JIeKyBaHa ¢ 8TOPBACTATHH e

' Ouna TenecHaTa Maca. BuauMuaT nepopaneH KIHMPBHC HA ATOPBACTATHH MNPH NEAHATPHYHH NAlLUCHTH
e Onn nostobeH Ha TO3M MPH BBLIPACTHH CJICH AJIOMETPHYHO H3MEPBAHEe HA TEJICCHOTO Terio, B
JIHANA30HA HA €KCHIOAMIIMA HA ATOPBACTATHH H O-XHAPOKCHATOPBACTATHH € 6110 HabmoznapaHo
choTBeTHO HamMasleHHe Ha LD1L-C u obmus xonecrepon.

IlTon

KOHIIEHTpAUMHTE HA ATOPBACTATUH M HErOBHTE AKTHBHH META0O/IMTH CA PAIMYHH NPH XKEHH U MBKE
(xeHH: Cmax € Mpubi. 20% no-sucoxa, 8 AUC e npubin. 10% no-amcka). Tean pamiku He ca ¢
KIMHHYHO 3HAYCHHE, KATO He CA AOBE/H JO KIMHWYHO 3HaYMMO PasiiHyHe B JIHMHAONOHIDKABAIIHI
e(eKT NIpH MEXKE H JKEHH. '

bvbpeuno yapexcoane
buOpeunsTe 3abonasanms HIMAT edexT ln.pxy IUIa3MEHHTE KOHLUEHTpaLMK WK

nmu-mommmnamm'e e()eKTH Ha RTOPBACTATHH H HErOBMTE aKTHBHH METabOIMTH.

‘Iepnoapoﬁuo yepexcoare

IIna3mMeRHTe KOHUEHTPALMH HA ATOPBACTATHH H HEINOBHTE SKTHBHH METAGOIHTH IHATHTEITHO Ca
noBHINCHEH (Cmax mpubn. 16 meH, a AUC 11 mbTH) Py narmeHTH ¢ XpOHUYHA AKOXONHa bosiecT Ha

geprua gpod (Child-Pugh B).

SLOC1B1 nonumopdpusem -

YeproapobHoTo 3axsamate Ha BeHukd HMG-CoA peayxrasHH MHXHOHTOPH BKIBOYHTETHO
aTopBacTaTHH ce W3BbpuIBa upe3 OATP1B1 Tpaucnoprepu. [lpu nammentn ¢ SLCO1B1
nonmopd:mu CBHINECTRYBA PHCK OT NMOBHILCHA €KCNO3HLMA HA ATOPBACTATHH, KOKTO MOXeE 24
A0BEzE 0 IOBHIIEH PHCK OT pabioMuonn3a (Bk. Touka 4.4). llomamopdusMET Ha resa, kogupall
OATP1B1 (SLCO1BI ¢.521CC) ce cebp3ea ¢ 2,4-KpPaTHO NO-BHCOKA eKCTIO3HIHA Ha aTOPBACTATHH
(AUC), cnipamo narmenTr 6e3 To3u reHotun (€.521TT). OcBeH TOBa, NPH TAKHMEA NALMEHTH €
Bb3MOXXHO N'eHETHIHO HAPYINEHHE HA YepHOAPOOHOTO 3aXBAINAHE HR ATOPBACTATHH. BraMoXHNTE
NOCNeAMIH 32 ePHKACHOCTTE C3 HEH3BECTHU.

53 Ilpeax/MHHETHA JAHEH 38 6ezonacrocT

B nabop ot 4 in vitro recta ¥ 1 in vivo aHany3 aTOPBacTATHH NOKA3BA O'IPHI.IE'FBJIHH PE3YJITATH 32
MYTAreHeH H KJIACTOIN¢HEeH NOTeHUMAN. ATOPBACTATHH He € KAHLIEPOTeHEH 3a TUThX0Be, HO BUCOKH
AO3H NPWIOKEHHK Ha MEINKU (BoAST 20 6-11 mbTH no-pucoka AUCy.24n, JOCTUTHATA IPH XOPAa B Haii-
BHCOKATA MPETIOPLUMTETHA 034) CA MOKA3AH XeNaToLeyIapHH ANeHOMH NPH MBXKKHTE U
XeNATOLENYJAPHH KAPIHHOMH TPH KEHCKHTE. |

ChIleCTBYBAT JOKA3ATENICTEA OT eKCTISPHMEHTAIHHTE IIPOYIBAHHA NMPH XKHUBOTHH, ue¢ HMG-CoA
peAYKTa3HHTe HHXHOHTOPM MOTAT J1a MPOMEHAT eMOpHORaMHOTO WM QeTanHoTo pazsuthe. Ilpu
IUTEXOBE, 32l ¥ KydeTa, aTOPBACTATHH He NOKAa3Ba eeKTH no OTHOMEHHE Ha (epTHNMTeTa H He e
TePATONeHEeH, MaKAp Y€ NpH IUTbXOBE M 3aiim ca HabmonaBaHu edekTH Ha QeTaTHa TOKCHYHOCT [IPH
TOKCHYHM 3a MalikaTa 203u. [Ipn uanaraHe Ha Malfkure Ha BUCOKM J03M ATOPBACTATUH, PAIBUTHETO HA
NOKOJEHMETO ILTHXO0BE € 3a6aBeHo, & MOCTHATATHATS MPEKUBIEMOCT € no-uucka. [Ipu nTexoBe uMa
JAOKA3ATE/ICTBA 34 IaleHTapeH TpaHcdep. [TpH mrbxoBe 1asMeHHTe KOHIEHTPALKH Ca CXOAHK C Te3H
B MJIAKOTO. He e M3BeCTHO /1ad ATOPBACTATHH WIH HETOBHTE MeTabOIMTH C€ €KCKPETHPAT B KbPMATA

- =
[pH Xopa. - e,
: . " ! *f"I
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6. OAPMAIEBTHYHH JAHHH

6.1 Chouchx HA NOMOIMANRTE BeINECTBA

TabnetHo aapo .
Muxpokpuctansa nenynosa (E460)

Kanumes xapbonar (E170)
Manro3a

Kpockapmenosa Hatpuii (E466)
IMomcopbar 80 (E433)
MarsesyeB aTyMHHOMETACHIHKAT
Marnesues cteapart (E470b)

OUAMOBO NIOKPHTHE

Xunpomenosa (E464)
Xuapoxcunpomwiteaynosa (E463)
Tprerwnos irpar (E1505)
ITosmucopbar 80 (E433)

Turanos muokcHa (E171)

6.2 HechBMeCTHMOCTH
Henpunoxumo

6.3 Cpok Ba rogaocr

PVC/PVDC-Al 6aucrep: 30 mecenia
PA/AV/PVC-Al 6nucrep: 3 ronuam
- HDPE 6ytunka: 3 roopHn

64 CoenHajHE yCIOBHS HR CHXPANHCHHE

TO3H JIeKAPCTBEH NPOAYKT HE H3UCKBA CHEHHATHH YC/IOBHA HA CHXpaHEHHe.

6.5 Baau chrALpXAHAE HA ONRKOBKATA

PA/AI/PVC-Al GrucTepum onakoBkM chabpakan 10, 14, 15, 28, 30, 50, 56, 60, 90, 98 wnu 100, 105
bunmupann Tabnerxu M Gmacrep ¢ eAMHKHYHA Ao3a craespxam 10x1, 14x1, 15x1, 28x1, 30x1, 50x1,
56x1, 6031, 90x1, 98x1, 100x1 wmm 105x]1 dunmupanu TabreTxn.

PVC/PVDC-Al 6mucreprn onaxosku chabpoxaiu 10, 14, 15, 28, 30, 50, 56, 60, 90, 98, 100 w1 105
dunMmpanu mﬁnm.

(10 mg u 40 mg]
HDPE 6ymunka ¢ PP kanauka, ceappoxaum 28, 30, 50, 90, 100 120, 250 wm 500 cl)mupa}m
TabneTkH. |

[20 mg]
HDPE 6yrhnka ¢ PP kanauka, C'B,I['BpJICHIIIH 28, 30, 50, 90, 100, 120, 250, 500 umn 1000 cblmuupalm
TadeTKH. T T
A f_';: i‘.;h;.f;_'- .- ?
\.

HDPE 6yrinka ¢ PP xanauxa, ceaspikamu 28, 30, 50, 90, 100, 120 wm 250 tbnnmpammﬁﬂemﬂ

He BcHYKn BHAOBE ONIAKOBKH MOTaT 8 (bJaT IyCHATH HA Nasapa. SRR \_ PR ’*"f,,f .

| Yy f:,‘z.im ?) f"‘ ’
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6.6 ChnenHaNHH NpeaAnA3HE MEPKE OPH RIXBLPJASHE

Heusnomapauuar JICKAPCTBECH NPOAYKT WK OTNIAABYHHTC MATCPHAJIM OT HEI'O TPHGBE Aa CC H3XBBPIIAT

‘B CHOTBETCTBHE ¢ MECTHHMTE H3MCKBAHMA.

7. HPHTEXATEJ HA PASPEIHEHHETO 3A YIIOTPEBA

TevaB.V.
Swensweg 5, 2031 GA Haarlem

Hunepnauaus -

8. HOMEP(A) HA PAPEINEHHMETO 3A YIIOTPEFA

Apanop 10 mg punmvupanu Tabnerku - Per. Ne 20250013
Asanop 20 mg ¢punmupanm Tabnerxu - Per. Ne 20250014
AsaHop 40 mg puamupanu TabneTku - Per. Ne 20250015
AsaHop 80 mg duwnmupanu TabneTkm - Per. Ne 20250016

9. JAATA HA ITBbPBO PASPEONIABAHETIONHOBABAHE HA PASPEIIEHHETO 3A

YIIOTPEBA

Hara Ha Ii'hpno paspemapane: 22 aHyapu 2025 r.

10. JATA HA AKTYAJIH3APAHE HA TEKCTA

- 23/05/2025
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