KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA

1. HNME HA JIEKAPCTBEHUS IMTPOAYKT

®oxun 5 mg/10 mg Gpunmupanu TabIeTKH
®noxun 10 mg/10 mg punmupanu TabneTKu
®noxun 5 mg/20 mg ¢punmupanu TabIeTKH
®mnoxun 10 mg/20 mg punmupanu TabaeTKu
AMA0OUNUH/AMOPBACTNAMUH

Flodil 5 mg/10 mg film-coated tablets
Flodil 10 mg/10 mg film-coated tablets
Flodil 5 mg/20 mg film-coated tablets
Flodil 10 mg/20 mg film-coated tablets
amlodipine/atorvastatin

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

®noxun 5 mg/10 mg: Bcesika punmupana TabieTka chabpxa 5 Mg amioounun
(amlodipine) (xaro amrooununos 6ezuram (amlodipine
besilate)) u 10 mg amopsacmamun (atorvastatin) (karo
aTopBacTaTUH Kanuii Tpuxuapar (atorvastatin calcium
trihydrate)).

®noxun 10 mg/10 mg: Bcesika punmupana Tabnerka chabpxa 10 mg amioqunux
(amlodipine) (xaro amnoaummaoB 6e3umar (amlodipine
besilate)) u 10 mg atopBacrarun (atorvastatin) (karo
aTopBacTaTHH Kalauii Tpuxuapar (atorvastatin calcium
trihydrate)).

®roaun 5 mg/20 mg: Bcesika Gpunmmupana TadiieTka chabppxka 5 Mg amiounuH
(amlodipine) (xaro amnoaumnuuoB 6e3unat (amlodipine
besilate)) u 20 mg aropsacraTun (atorvastatin) (karo
aTopBacTaThH Kamuii Tpuxuapar (atorvastatin calcium
trihydrate)).

®moaun 10 mg/20 mg: Beska punmupana tadnerka chabpxka 10 mg amnoaunux
(amlodipine) (xaro amioxunuuoB Gesmnar (amlodipine
besilate)) u 20 mg aropsacrarun (atorvastatin) (karo
aTopBacTaTUH Kamuii Tpuxuapar (atorvastatin calcium
trihydrate)).

3a IBIHMS CIIUCHK Ha MOMOIIHUTE BEIIECTBA BIHKTE TOYKa 6.1.

3. JJEKAPCTBEHA ®OPMA
dunmupana TabneTka
®noxun 5 mg / 10 mg: Kpbriu, TBOHHOM3MIBKHAIN, CHHU (QHIMUPAHU TaOJICTKH.

®noaun 10 mg / 10 mQ: enuncoBuaHM, TBOWHOU3MIBKHAIH, OCTH WX TIOYTH OeNi (GUIMHUpaHU
TaOJIETKH.

o 5 mg / 20 mg: Kpbrik, JBOWHOU3IBKHAIM, OCIH WX MOYTH Oeii (QUIMUPAHU TabJETKH.



o 10 mg / 20 MQ: eauncoBUAHN, TBOMHOM3ITBKHAIH, XKBITH (QIIMUPAHN TaOIETKH.

4. KJIUMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUSA
dnoaun e nokasaH:

- KaTO 3aMECTUTEJIHA Teparus MPU Te3H MAIMEHTH, KOUTO Ca aIeKBATHO KOHTPOJIMPAHU C
aMJIO/IMIIMH U aTOPBACTATHH, MIPUJIaraHi €IHOBPEMEHHO MPH CHIIOTO HMBO HA J03UPAHE, KAKTO
B KOMOWHAIMATA, 3 JIEYCHHE Ha XUIIEPTOHUS (ChC WK O3 XpOHHYHA CTaOMITHA KOPOHAPHA
Oouect Ha chpiieTo u/wiK anruHa Ha Prinzmetal) npu Bp3pacTHU MALMEHTH C €HO OT CICTHUTE
ChOTBETCTBAIIN CHCTOSIHHS:
- IIbPBUYHA XUIIEPXOJICCTEPOJICMUS (BKIFOUMTEIHO (paMIIIHA XUIIEPXOJIECTEPOICMUSI
(Xerepo3uroTeH BapHaHT) WK KOMOHMHHpaHa (CMeceHa) XUIePIUIHIeMus (ChOTBETCTBAIIA
Ha Tum lla u l1b mo knmacudukarnusra Ha Fredrickson;
- XOMO3HTOTHA (paMHITHA XHIIEPXOJICCTEPOITIEMHSI
- 3a MPEBEHLIUS Ha ChP/ICYHO-CHI0BH CHOUTHS NPH MALUCHTH C XUIIEPTOHHUS, C TPU
€THOBPEMEHHH PUCKOBH (DaKTOPH, HOPMAITHH, 10 JIEKO MOBHUIIICHH HUBA Ha X0JecTeposia, 6e3
KJIMHUYHO MPOSIBEHA KOPOHApHA 0O0JIECT Ha CHPIIETO, 32 KOMTO CE CYMTA MOIXOISIIO0
KOMOMHHPAHOTO M3IOJI3BaHE Ha aMJIOJUITMH U HUCKA 7103a Ha aTOPBACTaTHH, B ChOTBETCTBUE
ChC ChBPEMEHHHUTE TEPANCBTUYHH yKa3aHus (BK. Touka 5.1)

4.2 Jlo3upoBKAa M HAYMH HA MPHIOKEHHE

3aMecTUTelIHA Tepanusd nNpyu TE3W NATWMCHTH, KOUTO Ca aACKBATHO KOHTPOJHUPAHW C aMJIOAWIINH U
aTopBaCTaTHH, MpUJIaraHu CAHOBPEMEHHO IMPH CHINOTO HUBO HA JO3HPAHE

donun He ce mpenopbyBa 3a HadainHa Tepanus. Jlo3ara Ha Doaun TpssOBa 1a ObJe onpeselieHa upe3
TUTPHUPaHE Ha OTACITHUTE KOMIIOHEHTH Ha 06a3ara Ha JO3UPOBKA M HAYMH Ha MPUIIOKECHHE Ha
AMJIOAWIIMH U aTOpPBACTAaTHH.

B croTBeTCTBHE C PEIYIATATUTEC OT HJO30BOTO TUTPHUPAHE, IIPCHOPBHUUTCIIHATA 103a € €AHA TabeTKa.

B cnyuaii, ye 1o HiKakBa MPUYHMHA CE HAJara KOPEKIMs Ha JJ03aTa Ha HAKOE OT JBETEC aKTUBHU
BEIIECTBAa B KOMOUHAIMATA (HAIIp. HOBOIHATHOCTHIIMPAHH CHITBTCTBAIIH 3200 IsBaHM,
B3aMMOJICHCTBUS U T.H.), TAIIMEHTUTE TPsIOBa J]a MPEMHUHAT Ha JICUCHHUE C OTICITHUTE KOMIIOHCHTH, 32
MTOBTOPHO ompezersiae Ha go3ute. Ciieq mocTuraHe Ha CTa0WIIHA JJO30BH HUBA, MOXKE Ja ¢€ 00CHIH
BpBILAHE Ha JICYCHHETO ¢ (PUKCUPaHATa KOMOWHAIIHS.

dnonnin Moke a ce U3M0M3Ba, KAKTO CAMOCTOSTENTHO, TaKa U B KOMOHHAIUS C JPYTH
AHTUXUIICPTCH3UBHU JICKApCTBAa, HO HE TPsOBA Jla ce nmprueMa B KOMOUHAIMSI ¢ APYT OJIOKEp Ha

KaJIIUCBUTC KaHAJIN WA APYT CTAaTUH.

HDGBGHHPIH Ha CbpACYHO-CH0BHU CHOUTUS IOpH NANUCHTH C XUTICPTOHUA

OOwnuaiiHaTa HadyajIHa 103a € enHa Tadbinerka or 5 mg/10 mg aueBHO.
[Tpu manueHTy ¢ yCTaHOBEHA HYXJ1a OT TIO-CTPOT KOHTPOJI BbPXY KPHBHOTO HAJISTAaHE, MOKE J1a Ce
npmiara exHa tadbmerka or 10 mg/10 mg nreBHO.

Tlayuenmu 6 cmapuecka v3pacm

EdukacHocTTa M 6e30macHOCTTa P ManueHTH Haj /0-rouIiHa Bh3pacT, H3MOI3BAIIH
MPENophYAHUTE JI03H, Ca TI0J0OOHU Ha Te3H, HAOJII0JaBaHU B 00IaTa MOIMyJIanus. Y BeIM4aBaHETO Ha
J103aTa Ha aMJIOJIUITMH TPsIOBa J1a ce MPaBH C MOBHIICHO BHUMaHKe (BK. Touku 4.4 u 5.2).



Ileouampuuna nonynayus
®oxui He ce MpenopbkyYBa 3a ynorpeda IpH Jela U IOHOIIN, TOPaJH JIUICA Ha JaHHU 3a 0€3011acHOCT
u epukacHoCT.

THayuenmu ¢ ueprodpobHO yepesicoarne

ATopBacTaTuH TpsOBa 1a C€ U3IO0I3Ba C TIOBUIIICHO BHUMAHUE TIPH MAIMEHTH C YePHOAPOOHO
yBpexkaane (Bx. Touku 4.4 u 5.2). ATopBacTaTiH € NPOTUBONOKA3aH IPH MALUEHTH C aKTHBHO
4epHOIPOOHO 3a0ossiBane (BXK. Touka 4.3).

He ca ycTaHoBeHU MpenopbKH 3a A03MpPaHe MPH HALUEHTH C JIEKO, 10 YMEPEHO YepHOIPOOHO
yBpEXKIaHe; CIeI0BAaTEHO N300PHT Ha I03UPOBKA TPsIOBA Jla ce MPaBH BHUMATEITHO U JIa Ce 3aII0YHE C
Hali-HUCKaTa 71032 OT 1030Busl auana3on (BXK. TOUKU 4.4 u 5.2). 3a na ce Hamepu onTuManHara
HayaJlHa J103a U MOIbprKallaTa 103a IpH MalUEeHTH C YepHOAPOOHO YBpPEKAaHEe, IPU Te3U MallUEHTH
no3ara TpsOBa ja ObJie HHANBHUIYATHO TUTPHUPaHa, Ype3 U3I0JI3BaHEe Ha ChCTAaBKUTE HA KOMOMHAIIMATA
aTOPBACTAaTHUH M aMJIOAMIIUH TIOOTAETHO.

dapmMakOKWHETHKATa Ha aMJIOJUITHH HE € MPOyYBaHa MPH TEKKO YePHOAPOOHO yBpEKIAAHE.
AmutonunuH TpsiOBa /1a ce 3arovyHe C Hali-HUCKaTa 1032 U Jia ce TUTpHpa 0aBHO MPH MAlMEHTH C
TEXKO YEPHOIPOOHO YBpEXKIaHE.

Tayuenmu c 6v6peuno yepescoane

[IpoMenuTe B IIIa3MEHUTE KOHIICHTPAIIUHM Ha aMJIOJUITMH HE KOPEJIMPAT ChC CTEICHTa Ha OBOPEUYHOTO
yBpexaHe, a 0bOPEUHOTO YBPEXKIAHE HE OKa3Ba BIMSHUE BHPXY TUIA3MEHHUTE KOHIICHTPAIMH HITH
BBPXY JMnuIHUTE e()eKTH Ha aTopBacTaTuH. CIeI0BaTETHO HE CE U3MCKBA KOPUTHUPAHE Ha Jl03aTa
(Bx. Touka 4.4).

AMJIOIMIINH HE Ce OTCTPAHABA Upe3 JHATH3A.

Eonospemenno npunosicenue ¢ opyeu nekapcmeenu npooykmu

[Tpu nanmeHTH, MpUeMali aHTUBUPYCHU CpeJicTBa 3a Jieuenue Ha xenarut C antiviral kato
endacBHUp/TPa3oNpeBUp, CHITBTCTBAILO C ATOPBACTAaTHH, 103aTa HAa aTOPBACTATHH HE TPsiOBa 1a
npesuirasa 20 mg/nen (Bx. Touku 4.4 u 4.5).

Hauwnn Ha npunioxxeHue
o e 3a mepopaiHa yrmortpeoda .
dnoan Moke J1a ce mprueMa Mo BCSIKO BpeMe Ha JIeHs, ChC WU 6€3 XpaHa.

4.3 IlporuBomOKAa3aHUs

- CBpBXUyBCTBUTETHOCT KbM aKTUBHOTO BEIIECTBO, IUXUAPOTNUPUANHY WIH CTATUHH, WU KBM
HAKOE OT TIOMOIITHUTE BEIIeCTBa, M30POCHU B TOUKa 6.1.

- Texxka XUIOTOHUS

- Mok (BKIFOUNTETHO KapAHOTEHEH IIIOK)

- OOcCTpyKIMs Ha U3XO/SIIMS TPAKT Ha JisiBaTa KaMmepa (Harp. BHICOKOCTEIIEHHA a0PTHA CTEHO3a)

- XeMOJMHAMHYHO HEeCTa0MITHA ChpCYHA HEJJOCTATBYHOCT CIIe]] OCTHP MUOKap/ieH HHPapKT

- AKTHBHO 4epHOAPOOHO 3a00IIIBaHE UM HESCHO IMEPCUCTUPAIIO MOBUIIEHIE HA CEPYMHHTE
TpaHCaMHHAa3H, MOBEYE OT 3 MbTH HAJl TOPHATA IPaHUIIA HAa HOpMaTa. (BK. Touka 4.4)

- BpemMeHHOCT, KbBpMEHE 1 )KE€HH C IETePOJICH MOTEHINAN, KOUTO HE M3MOI3BAT ITOIX O ISIIH
IPOTUBO3aYaThuHH CpencTBa (BXK. TOUka 4.6).

- EnHoBpeMeHHa ynoTpeda Ha UTPaKOHA30J1, KETOKOHA30J WK TSIUTPOMUIUH (BXK. Touka 4.5).

- ATOpBacTaTHH € IPOTHUBOIMOKA3aH NpH IMALUEHTH, JEKYBaHH C aHTUBHPYCHHUTE CPENICTBA 32
nedeHne Ha Xermatut C riekanpeBup/MHOPEeHTaCBHUD.

4.4 Chneuuajnu mpeaynpe;kaeHusi U Mpeana3Hu MEPKH NpU ynoTpeda

B HsiK0JIKO citydas ce cho0LIaBa, ue CTaTHHUTE HHIYLUpaT de NOVO WM BIOIIABaT Beye
CBIIECTBYBaIlla MUACTEHHUS TPABHUC MIIM O4HA MUacTeHUs (BK. Touka 4.8). [Ipunoxennero na dnonun



Tpsi0Ba Ja ce cIipe B Ciydail Ha BioIIaBaHe Ha cumnromute. Mma cpoOiienus 3a peunans npu
(MOBTOPHO) MpHIaraHe Ha ChIUIUS WM pa3inyeH CTaTHH.

ChpJieyHa HEIOCTATHYHOCT

[ManueHTHTe ChC ChPCUHA HEOCTATHYHOCT TPsOBa 1a ObaT JeKyBaHU ¢ BHUMaHue. [Ipu
JBIATOCPOYHO TMIaIe00-KOHTPOIUPAHO MPOYUYBAHE MPH MAIIMEHTH € TeKKa ChPACYHA HEJOCTATHYHOCT
(xmac 11 u IV mo NYHA), crobimaBanara dyectora Ha 6€10Apo0eH 0TOK € OMiIa T0-BUCOKA B TpyTIaTa,
JIEKyBaHa ¢ aMJIOJIMITHH, OTKOJIKOTO B rpyrara Ha mianedo (Bx. Touka 5.1). brokepu Ha kannueBuTe
KaHaJIn, BKIIFOYUTCIIHO aMJIOAUIINH, Tp$[6Ba Jla C€ U3M0JI3BAT C MIOBUIICHO BHUMAHUE NIPU MAITUCHTH
ChC 3aCTOMHA ChpJICUHA HEOCTATHYHOCT, Thil KATO MOTAT Jia MOBHUIIIAT PUCKA OT OBACIIN ChPACUHO-
CbA0OBU C'I)6I/ITI/ISI U CMBPTHOCT.

XUNepTOHUYHA KpHU3a
BezomnacHocTTa M euKacHOCTTa Ha aMIJIOIMITMH TPU XUTIEPTOHNYHA KPHU3a HE C€ yCTAHOBEHH.

Ynorpeba npy HanueHTH ¢ HapylieHa YepHOAPOoOHa HYHKITHS

TpsiOBa 1a ce HaMPaBsIT U3CIeIBaHUs Ha (DYHKIMATA HA YePHHUS IPOO MPe/In 3arouBaHe Ha JICUCHHUE C
aTOPBACTATUH U MIEPHOJNYHO ciie] ToBa. Ha marnueHTuTe, KOUTO pa3BUsT MPU3HAIM UITH CUMIITOMH,
MpeInoJaraiiy yBpexkaaHe Ha YepHus Apo0 1o Bpeme Ha Teparust ¢ Dioani TpsaOBa 1a ce mpaBsT
(YHKIIMOHAITHYU YepHOAPOoOHY TecToBe. [lalleHTHTe ¢ MOBUINICHH HUBA HAa TpaHCAMUHA3KUTE TPSOBA 1a
Obaar HaOJI0JaBaHU, JOKATO CTOMHOCTUTE CE HOPMAaJM3UpaT. AKO MMOKauYBaHETO Ha TPAHCAMUHA3UTE
Hax 3 bTH HaJ ropHaTa rpanunia Ha Hopmara (ULN) mpoabiokasa, ce mpenopbuBa CIMpaHe IprueMa
Ha ®aogun (Bk. Touka 4.8).

[omyXMBOTHT HAa aMJIOJUIIUH € YABIDKEH U cToiiHocTuTe Ha AUC ca mo-BUCOKHM NPH MALMEHTH C
HapyIIeHa YepHoApoOHa (QYHKIWS; HE ca yCTaHOBEHH MPETOPhKH 3a Ao3upaHe. CienoBaTeIHoO
aMJIOJUIUH TpsIOBa J1a ce 3al0YHE C Half-HUCKAaTa 1032 U /1a ce IPOsIBM BHUMaHHUE, KaKTO B HAYaJIOTO
Ha JICYSHUETO, Taka ¥ NPY MOBUILIABaHe Ha Ao3ara. [Ipu manueHTy ¢ Texka yepHogpoOHa
HEIOCTAaThYHOCT MOXKE Ja Ce HAJIOKU OaBHO TUTPUpPAHE Ha 103aTa M BHUMATEIIHO MOHUTOPUPAHE.

®dnoaun TpsidBa Jla ce mpuiiara BHUMATEITHO MPH MAIMEHTH, KOUTO KOHCYMHPAT 3HAYUTEITHA
KOJIMYECTBA aJIKOXOJI U/WIIM MMaT aHAMHE3a 332 YePHOIPOOHO 3200 sBaHE.

IIpoduiakTUKa Ha MHCYIIT YPE3 arpeCUBHO HaMa/IBaHEe Ha HuBaTa Ha Xojecreposa (SPARCL)

Ipum post-hoc ananm3 Ha MOATHITIOBETE MHCYJIT MIPH TAIlHEHTH 6€3 KopoHapHa 60JIECT HA CHPIIETO
(KBC), xouTo HACKOPO ca UM WHCYIT WK pexoanu ucxemuunn ataku (ITMA), nma mo-Brcoka
4eCcTOTa HAa XeMOParudeH HHCYIIT MPH MAlMeHTH, 3all0YHAIN ¢ aTopBactatud 80 MQ, B cpaBHEHHE C
mare6o. ITOBUIIEHUST PUCK € 0COOEHO 3a0eIeN M TP MAIUSHTH ¢ TIPEKapaH MpeId BKIOYBAHETO B
M3MUTBAHETO XEMOPAruueH HHCYIIT WK JJaKyHapeH uHdapkT. [Ipu maruenTy ¢ mpexapan
XEMOPArn4yeH WHCYIT UK JIJaKyHapeH uHpapKT, 0aJaHChT Ha PUCKOBETE U MOJI3UTE OT
aropBacTatuH80 MQ € HECHTYPEH M TMOTEHIMAIHUAT PUCK OT XeEMOparuueH HHCYIIT CIIeIBa J1a Ce
0OMHUCIIM BHUMATEITHO TIPE/IN 3aovBaHe Ha JieueHHeTo (Bxk. Touka 5.1).

Edekr BEpXy ckeneTHaTa MycKysaTypa

ATtopBacraruH noj1o6Ho Ha Apyrure HMG-COA-penykTazHu HHXHOUTOPY MOXKE B PEAKH CITydan Ja
TIOBJIMSIC HA CKeJIeTHATa MyCKyJlaTypa U J1a IPUYUHN MUAJITUS], MHO3UT i MHOTIATHsI, KOUTO MOXeE J1a
nporpecupar aa padoMHOIN3a, MOTEHIIMAIHO KUBOTO3aCTPAILIABAILO ChCTOSIHUE, XapaKTePH3UPAII0
Cce ¢ M3pa3eHo MOBHIIaBaHe Ha HUBarTa Ha KpeatnH kuHaszara € (CK) (> 10 mag ULN), Muornmo6uaemus
W MHOTJIOOMHYPHS, KOMUTO MOTarT Jia IoBeJar A0 ObOpeyHa HeJOCTaThuHOCT.

Ilo BpEME€ Ha WM CJI€[ JICHEHUC C HAKOU CTaTUHU, BKIIFOYUTECIIHO aTOPBACTATHUH, € UMaJIO MHOT'O
penKu ChoOIIeH s 3a IMyHOMeTuupana HekpoTmsupania muonarus (MMHM). Kimuanaao UMHM ce
XapakTepu3upa C MepCUCTUpaIia MPOKCUMaTHa MyCKyJIHa ¢1a00CT 1 TOBUIIICHH CEPYMHU HUBA Ha
KpeaTHH KHHa3aTa, KOUTO MEPCUCTUPAT, BBIIPEKH MPEKHCBAHETO HA JICUEHUETO ChC CTATHHH.



[Ipenu 3an04YBaHe Ha JIEYEHUETO

q)HOI[I/IJ'I Tpﬂ6Ba Ja Cc€ nmpeAnucBa ¢ IOBUIICHO BHUMAHWE NIPU MAIIUCHTU C IIpeapasnojaramy

(hakropu 3a pabromMHuOIH3a.

HuBoto Ha kpearun pocdokunazara (CPK) tpsoBa na ce u3mepu npeiu 3armoyBaHe Ha JCYCHHETO ChC

CTATHHU B CIICITHUTE CITydau:

- O0BOpeUHO yBpeKIaHe

- XUIMIOTUPCON AU BM

- JWYHA WK (paMHUITHA aHAMHE3a 33 HAaCJIeICTBEHH MYCKYJIHU HapyIICHHs

- aHaMHe3a 3a MyCKYJTHa TOKCUYHOCT IIPH CTaTHH Win pudpat

- aHaMHe3a 33 YepPHOPOOHO 3a00JIIBaHE MM KOTAaTO Ce KOHCYMHPAT 3HAYUTEITHU KOJIMYECTBA
AITKOXOJT

- B cTapyecka Bb3pact (>70 roaunu), TpsOBa J1a ce MOMUCIIH 3a HEOOXOAUMOCTTA OT TAKOBA
U3MEpBaHEe CIIOpe/l HATMYMETO Ha APYTH Mpeapasnoaraiy GakTopu 3a pa3BUTHETO Ha
pabaomuonmza

- CHTYAIIMH, IPU KOMTO MOXE JIa Ce MOSIBU MMOBUIIIABAHE HA IJIA3MCHUTE HHUBA, KaTO
B3auMoeiicTeus (BXK. Touka 4.5). u crienuanHy nomyaanuy, BKIKOYUTEIHO TeHETHIHN
cy6nomnynanuu (BK. Touka 5.2).)

B Te3u ciydau TpsibBa 5ia ce MpereH: BHUMATEITHO PUCKBT OT JICUYCHUETO CIIPSIMO Bh3MOXKHUTE MOJI3U

U ce MpenopbuBa KIMHUYHO npocie/sBane. He TpsOBa a ce 3amoyvBa JieueHne, ako CTOMHOCTUTE Ha

CPK Ha M3X0IHO HHUBO ca 3HauuTeNHO moBuirenu (> 5 metu ULN).

I/ISMC[}BaHe Ha KpCaTUHUH @oc@ommamm

Kpeatunun pocdokunazara (CPK) He TpsiOBa na ce uscnensa cie GU3MIECKO HATOBapBaHE WIH MIPU
HAJMYHMETO Ha JPYTH BEPOSTHH NMPUIMHH 32 HEHHOTO MOBUINIABaHEe, THi KATO TOBA 3aTPyIHSBA
MHTepIpeTalusaTa Ha pesynarature. Ako HuBata Ha CPK ca 3HauMTEeIIHO MOBHIIEHH HA M3XOJHO HUBO
(> 5 mett ULN), HuBara tpsi0Ba J1a ce U3MepsAT OTHOBO B paMKHTE Ha 5 710 7 THU MO-KBCHO, 3a
MOTBBPKIAaBaHE Ha PE3YNTATUTE.

Io BpeMe Ha JIeYUEHUETO

- [ManmenTute Tps1OBa na OBIAT MOMOJIEHH 1a CHOOIIABAT CBOCBPEMEHHO 33 MYCKYJTHH OOJIKH,
€aboCT MITH Cra3MH, 0COOEHO aKko ca MPUAPYIKEHU OT HePa3TOJIOKEHHE UITH TeMIIeparypa.

- AKO ce TIOSIBSIT TAaKUBa CUMIITOMH, JTIOKATO ce Mpiara Jeuennero, auara Ha CPK tpsbsa na
ObaaT M3MepeHn. AKO Ce HaMepH, 4e Te3W HUBA ca 3HauuTeaHo nosumenn (> 5 et ULN),
JICUCHUETO TPSOBA J1a O'bJIC CIPSHO.

- AKO MYCKYJIHUTE CUMITTOMH Ca TeXKH U MPEIU3BUKBAT SXKETHEBCH AUCKOMDOPT, TOPH U
nuBara Ha CPK na ca noBumienu 10 < 5 X ULN, tps0Ba na ce oOMuciu npexparsiBaHe Ha
JICYCHUETO.

- AKO cUMITOMHUTE OTIIYMSAT U cToitHOCTHTE Ha CPK ce HopManu3upar, Moxke Jia ce TIOMUCITH 3a
MOBTOPHO BBBEXkKAaHe Ha Doani npy Hali-HUCKATa 1032 U BHUMATEITHO HAOJFOICHHE.

- Onoun TpsAOBa fa ce MPEyCTaHOBH, aKO CE MOJIyYr KJIMHUYHO 3HAYMMO TOBHIIIABAHE HA
croitnoctuTe Ha CPK (>10 X ULN) mu ako ce IHarHOCTHIIMpA MIIH [TOI03Mpa pabIoMHOIN3a.

EHOBpEMEHHO JieueHue ¢ IPYTH JIeKapcTBa

PuckbT oT pabnoMuonmsa ce MoBHIIaBa NPy eTHOBPEMEHEH npueM Ha DiIoaui ¢ onpeaeneHn
JIEKapCTBEHU MPOAYKTH, KOUTO MOTAT Jia IOBUIIAT IJIa3MEHATa KOHIIEHTPAIIMS Ha aTOPBaCTaTHH, KaTo
MouauTe nHxuoutopu Ha CYP3 A4 unu TpaHCIOPTHUTE NPOTEHHHU (HAIP.LIHUKIOCHOPHH,
TEJMTPOMUIMH, KIAPUTPOMHUIINH, AeTaBUPANH, CTUPUIICHTOJ, KETOKOHA30JI, BOPHKOHA301,
UTPaKOHA30J1, mo3akoHa3on i HIV-nporeaznu HHXUOUTOPH, BKIIOUUTETHO PUTOHABUD, JIOIMHABHP,
arazaHaBHp, HHAUPABUD, AapYHABHP, TUIIPAHABUP/PUTOHABUD U JIp.). PHCKBT OT MUONIATHS MOXKE
CHIIO Ja OB/Ie TIOBHIIEH ITPH SAHOBPEMEHHOTO NPUJIOKEHNE C TeMPUOPO3MI U IpyTrH pudpaty,
AHTHBHPYCHHU cpezicTBa 3a Jedenue Ha xenatut C (HCV) (bouenpesup, Tenanpesup,
€0acBHpP/TPa30NPEBHUP) CPUTPOMHUIIMH, HUAITHH WIIH €3eTUMHO. AKO € BE3MOXKHO, BMECTO TE3H
JIeKapcTBa TPsAOBa 1a ce OOMUCIAT alTepHATUBHU (HEB3aUMOEHCTRAIIHN) TEPAITHH.




B citydan, korato € HeOOX0IUMO €THOBPEMEHHOTO MpUJIaraHe Ha Te3H JIEKapCcTBa C aTOPBACTATHH,
M0JI3aTa ¥ PUCKBT OT ChITBTCTRAIOTO JICYCHHUE TPsIOBa J1a ObJaT 0OMuUCIeH BHUMaTeaHo. Koraro
MAI[MEHTUTE MOJTyYaBar JIeKapCcTBa, MOBHUINABAIIY [Ia3MeHaTa KOHIICHTPAIlUs Ha aTOpBacTaTHH, Ce
MperophYBa MMO-HUCKA HaYajIHa JI03a Ha aTOpBacTaTHH. B ciiyyanTe Ha eJHOBPEMEHHO MPUIIaraHe ¢
moinuu naxuouTopu Ha CYP3A4 tpsiOBa na ce 00Chau MO-HKUCKA HAavYaaHa 1034 Ha aTOPBACTATUH M CE
MpenopbyBa ChOTBETHO KJIMHUYHO MPOCIEIABAHE HA TE3U MAIUCHTH (BXK. ToUka 4.5).

EnHoBpemMeHHOTO npuiaraHe Ha KOMOMHAMSITA aTOPBACTaTHH U (y3U0Ba KUCEIMHA HE CE
HpErnopbYBa, €TO 3alll0 MO BpeMe Ha Tepanus ¢ (y3ua0Ba KUCeIHHa TPsAOBa J1a ce 0OMHCIN BPEMEHHO
NpeKpaTsBaHe Ha IpreMa Ha aTOpBacTaTHH (BX. Touka 4.5).

Hurepcrunmanga 0exoapodHa 6ojecT

[Tpu mprieM Ha CTaTUHU ca ChOOIIABaHK OTACIHU CIIy4and Ha MHTEpCTUIMaHA OenoapoOHa OoiecT,
0c00EHO TIPH MPOABIDKUTENHA Tepamnust (BX. Touka 4.8). [IposBUTEe Morar Jia BKIFOUBAT TUCITHES,
HENPOAYKTHUBHA KAlILTUIIA U OOII0 BJIOIIABaHE Ha 3/ipaBeTo (YMOpa, 3aryda Ha TErJio M TPECKa).
TepanusTa chC CTATHHH TPAOBA Ja e MIPEYyCTAHOBH, aKO CE T0I03UPa, Ue MAIUECHTHT € Pa3BUII
HUHTEepcTUIMaNHa OenoapooHa OotecT.

3axapeH auader
Criopes HIKOU JaHHU C€ MPE/Ioara, ue JIeKapcTBara OT Kjlaca Ha CTATHHUTE MOBUIIIABAT HUBOTO HA

KpbBHATA 3aXap, KaTo MPHU HAKOH MAI[MEHTH, U3JI0KEHH Ha BUCOK PHUCK OT pa3BUTHE HA 1uabeT, MOXKe
Ja IPEAN3BUKAT HUBO HA XUIEPTIMKEMHUS, IIPH KOETO € HEOOXOAMMO KIMHUYHO MTPOTHBOANAOETHO
JedeHre. Brrpeku ToBa, PUCKBT e MPEBH3X0XK/IA OT MOHMKEHHETO Ha CHIOBHS PUCK IPH yroTpeda
Ha CTAaTHHH U TIOPajy TOBA He OMBa /1a ObJie MPUYKHA 3a CIIUPAHE Ha JIEYEHHETO ChC CTaTHHM. [IpH
MAllMEHTUTE, U3JI0KEHU Ha PUCK (KpBbBHA 3axap Ha riagHo 5,6 10 6,9 mmol/L, U'TM>30 kg/m?,
MTOBHIIIEHU TPHUTITHUIIEPH/IN, XMITEPTOHMS) TPIOBA JIa ce MPOCIEASBAT KIMHUYHUTE U OHOXMMUYHUTE
MOKa3aTeNHt, ChIIIACHO MECTHUTE YKa3aHHUs.

Dy10aM1 CHAbPHKA HATPUI
To3u nekapcTBeH MPOAYKT ChAbpKa Mo-Maiko ot 1 mmol Hatpuii (23 mg) 3a Tabnerka, T.e. MOXKe Ja
ce Kaxe, 4e MPaKTUIECKU HE ChIbpKa HATPUH.

4.5 BzaumopeiicTBHe ¢ IPYrd JeKapCcTBEHH MPOAYKTH U APYrH (popMH Ha B3aUMo/ieiicTBHe

B npoyuBane 3a iekapcTBEHN B3aMMOACHCTBUS P 3/IpaBU JOOPOBOJIIIH, €THOBPEMEHHOTO
npunoxkeHue ca aropsactatul 80 mg u amnoaunun 10 mg e noseno no 18% ysennuenne na AUC Ha
aTopBacTaTuH. EqHOBpEMEHHOTO NpUIOKEeHHE Ha MHOTOKpaTHHU a03u oT 10 mg ammoaumnud ¢ 80 mg
aTopBacTaTHH HE € JIOBEJIO JI0 3HAaYMMa MPOMSIHA B PABHOBECHUTE (papMaKOKHMHETUYHH NapaMeTpH Ha
aropBacTatuH. He ca nmpoBexiaHu pOyYBaHU 3a JIEKapCTBEHH B3aUMOJICHCTBUSI C KOMOMHAIMATA OT
aTOpBACTaTUH M aMJIOJMITHH U APYTH JIEKApCTBA, HO Ca MPOBEKAAHH IIPOYYBAHUS C OTJCITHUTE
KOMIIOHEHTH aMIJIOJTUITHH M aTOPBACTATHH, KAKTO € OMUCAHO TO-0Y:

B3anMonelcTBHUA ¢ aMJIOUNHH

eticmaue na opyau nexapcmea 8bpxy amioOUnuH

Baknoden: npenu3BuKBa MOBUILIEHNE HAa aHTUXHIIEpTeH3UBHUS eekT. TpsOBa aa ce mpocuenssa
KPBBHOTO HAIATAHE U Aa C€ KOPUTHpa 703aTa, aKo € He00X0ANMO.

CYP3A4 naxubuTopH: €JHOBPEMEHHOTO MPHIIOKEHNE Ha aMJIOJUITAH C MOIIHN WM YMEPEHHU
CYP3A4 naxuburtopu (MpoTea3Hu HHXUOUTOPH, a30JHU MMPOTUBOI'BOMYHU TIPOTYKTH, MaKpOJIHIH,
KaTO €PUTPOMUIIMH WM KJIAPUTPOMHUIIMH, BEpATIaMIJI WIN IMIITHA3EM), MOXKE J1a IOBEZE 10 3HAYMMO
yBeJIMYBaHE Ha EKCIO3HUIUATA Ha aMJIOAUNHH. KilmHNYHAaTa 3HaYUMMOCT Ha Te3H (HapMaKOKHHETHYHH
BapHalliK MOXKE J1a € TT0-U3pa3eHa NPy NaleHTHTE B cTapyecka Bh3pacT. ToBa MOXe /1a HAJIOKH
KIMHUYHO MPOCIIeIIBaHE U KOPEKIMs Ha J03aTa



CYP3A4 unaykropu: 1ia3MeHaTa KOHIIEHTPAIMs Ha aMJIOIUIIMH MOXeE Jla BApUpPa B 3aBUCUMOCT OT
€IHOBPEMEHHOTO TpuJiarane Ha mo3Hatu nHAykropu Ha CYP3A4. CienosatenHo TpsoOBa ja ce
npociensBa KpbBHOTO HaJISITAHE U J1a CE PEryirpa Ao3aTa o BpeMe Ha U ClIe eAHOBPEMEHHA
yrotpeba, ocobeno Ha cunuu uaaykropu Ha CYP3A4 (mamp. pudammunns, Hypericum perforatum).

He ce npenoppuBa eqHOBpeMeHHATa yHIOTpeda Ha aMIIOJUITAH C TPEHNnPYT UM COK OT TpernpyT,
THH KaTO NPHU HAKOU MAHEHTH OMOHAIMYHOCTTA MOXeE Jia Ce MOBUIIM U a JOBEE A0 3aCUJIBaHE Ha
AHTUXUIICPTCH3UBHUTE eq)eKTI/I.

Hantponen (uady3ust): [Ipu >KUBOTHH ca HaOJI0AaBaHH JieTalHa KaMepHa GUOpHiIaus U ChbpACYHO-
CBJ/IOB KOJIAIIC, CBBP3aHU C XUIIEPKAJIUEMHs, CJIe]] IPUIIOKESHUE Ha BeparaMiil 1 HHTPaBEHO3EH
nanTtpoiieH. [lopaau puck oT XUNepKalIueMHus, Ce IPEnopbyuBa Aa ce U30sIrBa eTHOBPEMEHHOTO
NPUJIOKEHHNE C AaHTarOHUCTH Ha KAILUEBUTE KaHAJIM, KaTO aMJIOAMIIHH TIPH MallUeHTH,
Mpeapa3nojIokeH! KbM MaJIUTHEHA XUIIEPTEPMHUS U [IPH OBJIaIsIBaHEe HA MAIUTHEHA XUIIEP TEPMHUSL.

Egexmu na amnoounun evpxy opyau rekapcmeenu npooyKmu

EdextnTe Ha IOHMkKaBaHe Ha apTEPUATHOTO HAJISTaHE Ha aMJIOJUIHH C€ HAaclIarsaT KbM
MOHKABAIIUTE KPHBHOTO HAJISITaHE SPEKTH HA JAPYTH JICKAPCTBCHU CPEJCTBA C aHTHXUTICPTCH3UBHU
CBOMCTBA.

[Tpu KITUHUYHY TPOYYBAHUS 32 B3aUMOCHCTBYS, aMJIOIUIIMH HE TIOBJHIBa (papMaKOKMHETHKATa Ha
aTOpBACTaTHH, IUTOKCHH, BappapwH WM [UKIOCITOPHH.

CuMBacCTaTuH: MHOT'OKPATHOTO NPHUJIOKCHUC HAa aMJIOJUIINH 10 Mg €IHOBPEMECHHO ChC CUMBACTAaTHH
80 Mg noBuUIIaBa CbC T7% CKCIIO3UILIMATA Ha CUMBACTATHH CIIPAMO CaMOCTOATCIIHOTO IMMPUIJIIOKCHUC Ha
cumBactaTtuH. Hamanere Jo3aTra Ha CUMBacCTaTuH a0 20 Mg THCBHO MPH NANXUCHTUTE HA JICUCHUEC C
aMJIOJUITHH. .

Kombunayuu, xoumo mpsabsa oa ce umam npedsuo

Anda-1 6mokepu B yposorusTa (pamo3uH, andy303mH, J0KCa303UH, TAMCYJIO3HH, TEPAa30CHH):
YCWJIBAHC HAa XUIIOTCH3NBHUA C(I)CKT. Puck ot Texka OpTOCTaTU4YHA XUIIOTOHMHH. .

AMUQOCTHH: yCHIIBaHE Ha XUIIOTEH3UBHUS e(eKT, upe3 IpubdaBsHE HA HEXKETaHU ChOUTHSL.

VMunpaMUHOBY aHTUAETIPECAHTH, HEBPOJIENTHIM: AHTUXHUIIEPTCH3UBEH €(PEKT M MOBHUIIICH PUCK OT
OpPTOCTaTHYHA XUITOTOHMS (aTUTHBEH e(EKT).

bera-610Kkepu npu chpieyHa HEIOCTATBYHOCT (OMCOMPOIIOI, KAPBEANOII, METONPOJION): PUCK OT
XHUIIOTOHUSA M ChpJEYHA HEOCTATBUHOCT MPHU MAIEHTH C JaTEHTHA WM HEKOHTPOJIMpaHa ChpJeUHa
HenocTaTbaHOCT (IN VItro HeraTuBeH HHOTPOMCH eEeKT HAa AUXUAPOMUPHIUMHUTE, PA3THIHO 3aBUCUM
OT IPOJYKTUTE, KOMUTO MOKE J]a yCUIIM HETaTUBHUTE MHOTPOITHU €eKTH Ha OeTa-0JIoKepHure).
Hanuuunero Ha niedenue ¢ 6eTa-0J1o0kepu MOKe J1a HaMalli O MUHUMYM pediekcHaTa CHMIATHKOBA
peakuus, 3aeiicTBaHa B Cllyyail Ha MPEKOMEPHO XEMOJUHAMHYHO Bb3JeiCTBUE.

KopTukocTeponau, TeTpako3akTH/I: HaMaJIsiBaHe Ha aHTUXUIIEPTeH3UBHUA eekT (eekT Ha
3aJIbpXKaHe Ha BOJa U HATPUI NPU KOPTUKOCTEPOUANTE).

Jpyru aHTUXUIEPTCH3UBHY JICKAPCTBA. €THOBPEMEHHOTO MPUJIaraHe Ha aMJIOJIUIIUH C APYTO
AHTUXHUIIEPTEH3MBHO JeKapcTBO (Oera-6iokep, O10kep Ha anrnorensuH |, nnypernk, ACE
MHXHOHMTOP) MOXKE JIa YCUITH XUIIOTCH3UBHHS €(DEKT Ha aMJIOUNUH. JIeueHne ¢ TPUHUTPAT, HUTPATH
WM IPYTH Ba30IMIIATaTOPH TPSIOBA 1a Oh/Ie BHUMATEITHO OOMUCIICHO.

Cungenadwr: emHokpaTHa mo3a oT 100 mg cunmaerad it mpu HaUeHTH ¢ eCEHITHATHA XUTIEPTOHUS
HsIMa eeKT BBpXY (hapMaKOKHHETHYHUTE MapaMeTpH Ha amioaunuH. [Ipy koMOMHHUpPaHO U3MOI3BaHE



Ha aMJIOJUTINH ¥ CHITIeHA(DII, BCSIKO CPEICTBO OKa3Ba HE3aBHCHMO COOCTBEHHS CH e(DEKT,
MOHM)XaBall KPbBHOTO HAJISATaHE.

HpI/I IMPpOYy4YBaHC HA B3aHMOJICHCTBHUS € IOKAa3aHO ChbIIO, Y€ CUMCTHUAUH, aTOPBACTATHH,
aJIYMPIHI/IeBI/I/MaFHe3PICBH COJIM 1 JUT'OKCHUH HEC ITIOBJIMNABAT q)apMaKOKI/IHCTPIKaTa Ha aMJIOJJUIINH.

BzanmoIeicTBHUSI ¢ aTOPBACTATHH

Epexmu na eOnospemenno npunodiceHu 1eKapcmeenu nPoOOyKmu 6bpxy amopeacmamut
AropBactaTuH ce Metadbonusupa ot rurtoxpom P450 3A4 (CYP3A4) u e cybeTpar Ha YepHOAPOOHUTE
TPaHCIOPTEPH U Ha TOJUIEITUANTE, TPAHCTIOPTHUPAIIX OpraHindHu aHroHK (Organic anion-
transporting polypeptide 1B1 (OATP1B1) u 1B3 (OATP1B3). MeraboiuTuTe Ha aTOpBACTAaTHH Ca
cyocrparu Ha OATP1B1. YcranoBeHo e cbino Taka,l ue aropBactaTHH € cyOCTpar Ha MpOTenHa,
CBBpP3aH ¢ MHOXECTBEHa JieKapcTBeHa pesucrentnoct 1 (Multi-drug resistance protein 1, MDR1) u Ha
NpOTeHHA Ha PE3UCTEHTHOCT Ha paka Ha repaata (Breast cancer resistance protein, BCRP), kouto
MOJKe J]a OrpaHHyYaT YpeBHATa aOCOPOIMS U KITBYHHS KIUPBHC HA aTOPBACTATUH (BXK. TOYKa 5.2).
ChIBTCTBAIIOTO NPUIAaraHe Ha JIEKAPCTBEHHU MPOIYKTH, KOUTO ca nHxuOuTopu Ha CYP3A4 nnu Ha
TPAHCIOPTHHTE MPOTEHHHU MOXeE J1a IOBEIE /10 MOBHUIIABaHE Ha TIa3MEHHUTE KOHIICHTPAIMU Ha
aTOPBACTATUH U MOBUILEH PUCK OT MHONATHs. PUCKBT MOKe J1a ce MOBHIIM CHIIO PH €THOBPEMEHHO
IpUIaraHe Ha aTOPBACTATHH C APYTH JICKAPCTBEHN NMPOAYKTH, IPUTEKABAIIH MTOTSHINAT A2
WHIyIUpaT MUOMATHsI KaTo (Gudpatu u e3eTuMuO (BK. Touka 4.4).

Unxubumopu na CYP3A4

Nma nanuu, ye MornuuTe naxuoutopu Ha CYP3A4 BoIAT 10 3HAYUTEIHO MOBUIIICHH KOHICHTPAIMH
Ha aropBacTaTvH (B Tabmuma 1 u crieruduynata naGopmanus no-gomny). EqaoBpemenHoTO
npuiarane Ha MoniH HHXuOUTOpH Ha CYP3A4 (Harp. UKIOCTIOPHH, TETHTPOMHUIINH,
KJIApUTPOMULIMH, JeNaBUPANH, CTUPUIIEHTOJ, KETOKOHA30J1, BOPUKOHA30J1, UTPAKOHA301,
M03aKOHA30J1, HIKOM aHTUBHPYCHH CpeZCTBa 3a JieueHue Ha xenatuT C (Hamp. endacBup/rpa3onpeBup)
u Ha HIV-npoTea3san HHXUOUTOPH, BKIIOYUTEIHO PUTOHABUP, JIONIMHABUD, aTa3aHaBUP, HHANHABHP,
JapyHaBHp H JIp.) TI0 Bh3MOXKHOCT TpsiOBa J1a ce u3bsArea. B ciyuau, koraro He Moe Ja ce u3derse
€IHOBPEMEHHOTO IPWJIaraHe Ha TE3H JIEKAPCTBEHU IPOLYKTH C aTOPBAcTaTHH, TpsOBa J1a ce OOMUCIAT
M0-HUCKU HayaJlHa ¥ MaKCHMaJHa JO3HM Ha aTOPBAcTaTHH, U CE MPENopbUBa MOAXOAALI0 KIMHUIHO
mpoclensBade Ha rnauenTa (Bx. Tabmuma 1).

Ymepenute nuxuoutopu Ha CYP3A4 (Hamp. epUTPOMUIIMH, TAITHA3EM, BepanaMil U (JIyKOHA301)
MOTAT Jia TIOBHINAT TUIA3MEHUTE KOHIICHTPAIllMU Ha aTopBacTtaTtuH (Bxk. Tabnuna 1). Habmonasan e
MMOBHILICH PUCK OT MUOIATHS MPH yIoTpeda Ha epUTPOMHUIIMH B KOMOUHaLMs Che cTaTHHU. He ca
MTPOBEXIaHU MPOYYBAHHS HA B3aUMOJICHCTBUATA, KOUTO J1a OIICHAT €(PeKTHTE HA aMUOIAPOH U
BeparaMuj BbpXy aroppacraTvH. M3BeCcTHO €, ue aMUOJapOH U BepanaMuil HHXHOUpPAT akTHBHOCTTA
Ha CYP3A4 u emHOBpEMEHHOTO MpHJIaraHe ¢ aTOPBACTaTUH MOXKeE J1a IOBEJIE 10 MMOBHUILIEHA
EKCIO3MIIMS Ha aTropBacTaTiH. ETO 3a10, npu eIHOBpeMeHHa yroTpeba ¢ yMepeHH HHXHOUTOPH Ha
CYP3AA4, tpsabBa na ce 00CHAM MO-HUCKA MaKCUMAIIHA J103a Ha aTOPBACTATHH U J]a CE TIPOBEIC
MOJIXO/IAII0 KJIMHUYHO MPOCIIeIsBaHe Ha nanuenTa. KIMHUIHO pociieisiBaHe ce MPenophiyBa KaKTo
NP 3aM0YBaHE HA TePAIUsITa, Taka U MPH MOCIeBaIIa MPOMIHA Ha JO3UPOBKATA HA HHXHOHUTOPA.

Unoyxmopu na CYP3A4

EnHoBpeMeHHOTO MpuiiaraHe Ha aTOpBacTaTHH ¢ MHAYKTOpH Ha rutoxpoMm P 450 3A4 (namp.
edaBupeHL, puaMIiH, XbJIT KAHTAPUOH) MOJKE J1a IOBEJE 10 IPOMEHJIMBO MTOHKEHUE Ha
IUTa3MEHNUTE KOHLIEHTpaLMu Ha aTopBacTaTtuH. [lopaau 1BoitHNA MeXaHHU3bM Ha B3aMMOJIENCTBIE Ha
pudamnuH (MHIYKIHS Ha TUTOXpoM P-450 3A4 u nHXnOupaHe Ha TpaHCTIOPTEpa Ha XEMAaTONUTHOTO
3axBamane OATP1B1) ce nmpenopbuBa eTHOBpEMEHHO MpHJIaraHe Ha aTOPBacTaTHH ¢ pu(aMIMH, ThH
KaTo MO-KbCHOTO NPUJIOKEHUE Ha aTOPBACTATHH CJIEX IIpUEM Ha pU(aMIINH Ce CBBP3BA CbC 3HAUUMO
HaMaJsIBaHE Ha IUIA3MEHNTE KOHIICHTPAMK Ha aTopBacTaTuH. BrusHuero Ha pudamMnuH BEpXy
KOHIIEHTPAallMUTE Ha aTOPBACTATHH B XEMATOLUTUTE € HEM3BECTHO U, aKO €THOBPEMEHHOTO NpUJIaraHe



HE MOXe Jia ce n30erHe, MalMeHTHTE TPSIOBA Ja ce MPOCIeIBAT BHUMATEITHO 3a OLICHKA Ha
e(hUKacCHOCTTA..

Huxubumopu na mpancnopmepume

HNuxuburopure Ha TPAaHCTIOPTHUTE MPOTEHHH (HAIIP. IIMKIIOCTIOPHH) MOJKE JIa IIOBHUINAT CUCTEMHATA
HATMYHOCT Ha aTopBacTatuH (BK. Tabmuna 1). EQexkTsT oT mHXMOMpaHeTo Ha TPAHCTIOPTEPHUTE Ha
XEMaTOIMTHOTO 3aXBalllaHe BbPXY KOHIEHTPAIMITA HAa aTOPBACTATHH B XCMATOIIUTUTE € HEU3BECTCH.
AKO eJHOBPEMEHHOTO MpUJIaraHe He MOXKe Jia ce U30erHe, ce MpenopbyuBa MOHMKABAHE Ha J03aTa U
KJIMHUYIHO HaOmoneHne Ha edextute (Bxk. Tabmuma 1).

Tempubposun /hubpamu

CamocrositenHaTa yrnotpeba Ha Gudpartu ce CBbp3Ba MOHIKOra ¢ MHOTIATHS, BKIFOUUTEITHO
pabaomMuon3a. PUCKBT OT TaKMBa CHCTOSHUS MOJKE JIa C€ TIOBHIIH ITPH €HOBPEMEHHOTO NpHJIaraHe
Ha (ubpaTH 1 aTopBacTaTuH. AKO ¢THOBPEMEHHOTO MPUIaraHe He MOJKe Ja ce u3berHe, TpsidBa 1a ce
Mpuiara Hai-HUCKaTa TepPareBTHYHA J103a aTOPBACTATHH U MAIMEHTHT TPAOBA Ja C€ MOHUTOPHpPA
BHHUMATEITHO (BXK. TOUuka 4.4).

Ezemumu6

CaMOCTOSTEITHOTO MPUIOKEHUE HA €36TUMHO CE CBHP3Ba C MUOTIATHS, BKIIFOUUTEITHO pa0I0MHOIH3A.
3aToBa PUCKBT OT TAKMBA CHCTOSHHUS MOXE Ja ObJie MOBHIICH ITPH €JHOBPEMEHHOTO NpUIaraHe Ha
e3eTUMHO 1 aropBacTaThH. [IpenopbuBa ce BHUMATEIHO KIMHUYHO MOHUTOPUPAHE HA TE3U MAlUEHTH.

Konecmunon

[Tn1a3MeHnTE KOHIICHTPALIMK Ha aTOPBACTATUH U aKTUBHUTE MYy METa0O0JIMTH ca OMJIU 110-HUCKU
(mpubnusuTenHo ¢ 25%), KOraTo KOJIECTHIION € MPUIarad eAHOBPEMEHHO ¢ aTopBacTaTHH. EQekThT
CIIPSIMO JTUTIMIHATE HUBA 00adue € O Io-u3pa3eH, KOraTo aTOPBACTATHH M KOJIECTHUIION ca TpUJIaranu
€THOBPEMEHHO, OTKOJIKOTO IPU CAMOCTOSITEITHO MPHUJIOKEHHUE Ha JIBaTa JIEKAPCTBEHU MPOAYKTA.

Dy3uoo6a Kuceruna

He ca npoBexnanu npoy4YBaHus HA B3aMMOJICHCTBUSATA HA aTOPBACTATHH C (y3UI0Ba KUCEIHHA.
Kakro ¢ ocTananuTe CTaTUHY, MHONIATHS, BKIIOYUTEITHO PabloMHOIN3a, ca ChOOIABaHU IPU
MOCTMapKETHHTOBaTa yrnorpeda, Npy eTHOBPEMEHHO MpHjiaraHe Ha aTopBacTaTuH U Gpy3un0Ba
KucenuHa. MexaHu3MbT Ha TOBa B3aUMOJAEHCTBHE HE € n3BecTeH. [lanmenture TpsOBa BHUMATEIHO A2
ce MOHUTOPHPAT M MOKE Jla ObJle yMECTHO BPEMEHHO NPEYCTaHOBsIBaHE HA MIPHEMa Ha aTOPBaCTaTHH.

Koaxuyun

BroIpeku ue He ca MPOBEKIAHU IIPOYUYBAHUS 3a B3aUMO/ICHCTBHE HAa aTOPBACTATUH U KOJIXHUIIMH, HMa
CHOOILEHUSI 32 CITyYyal Ha MUOIIATHsI IPU €THOBPEMEHHO NPUIIOKECHHUE Ha aTOPBACTATHH C KOJIXHIIUH U
€ He0OX0IMMO MMOBHUIIIEHO BHUMAHKE, KOTaTo CE MPEANNUCBA aTOPBACTATUH C KOJIXHUIHH.

E(beKT Ha aTOPBACTATHH BHPXY €AHOBPEMCHHO IMpUJIaraHy JCKapCTBCHU MPOAYKTH

gzuZOKCMH

HDI/I MHOT'OKPATHO INpujaradHe Ha JUroOKCHUH CIHOBPEMECHHO C 10 Mg aTopBaCTaTUH CTAIlTMOHAPHUTEC
KOHILIEHTPAIlMX Ha JUTOKCUH C€ IOBUIIABAT JeKO. [lallMeHTH, KOUTO IIpUeMaT JUTOKCUH, TpsAOBa aa
OBb/IaT BHUMATEJIHO POCIEAIBAHMY.

Ilepopannuu konmpayenmueu
EnrOBpeMeHHOTO mprIiTarane Ha aTOpBacTaTHH C MepOpajieH KOHTPAIETHB BOAH 0 TOBHIIIEHA
IJT1a3MeHa KOHIIEHTPAIHS HA HOPETUHIPOH U €TUHUIIECTPAIUON.

Bappapun
B xIMHUYHO pOyYBaHe MPH MAI[MEHTH, IPUEMAIIH IPOIb/DKUTEIHA Tepanus ¢ BapdapuH,
eIHOBPEMEHHOTO Tipuiiarane Ha 80 My aTopBacTaTHH JHEBHO ¢ BaphapuH MPUIHHSIBA JIEKO



MOHWXEHHE OT 1,7 CeKyHIM Ha MPOTPOMOMHOBOTO BpEME B IIbPBUTE 4 AHU HA JICUEHUETO U BPBILAHE
KbM HOpMaTa 0 15-THs JeH OT JIeUeHHETO C aTopBacTaTHH. BhIpekn ue MHOTO PSIKO ca ChoOIIaBaHu
KIIMHAYHO 3HAYUMH B3aNMOJICHCTBHUS C aHTUKOATYJIaHTH, TPOTPOMOMHOBOTO BpeMe TpsiOBa 1a Obie
OIIpe/IeIeHO MPEAN 3aII0YBAaHE Ha aTOPBACTATHH MPH MalMEHTH, MOJy4YaBaIld KyMapHHOBU
AHTUKOAr'YJaHTH U IOCTAThYHO YECTO B HAYAJIOTO Ha TEPAIUATa, 3a [ja Ce MOJCUTYPH, Y€ HE Bb3HUKBA
3Ha4YKMMa MPOMsIHA B MPOTPOMONHOBOTO BpeMe. Koraro ce fokyMeHTHpa CTabHiIHO TPOTPOMOMHOBO
BpeMe, TO MOKe Jia ObJie MOHUTOPHPAHO HA HHTEPBAIN, KOUTO OOMKHOBEHO Ce MPEnopbyuBaT Mpu
MAIMeHTH Ha KYMapHHOBU aHTUKOAryJaHTH. AKO J03aTa Ha aTOPBAcTaTHUH C€ IPOMEHH WIIH CE
MpeKpaTu MpUEeMbT, TPSOBA Ja ce MOBTOPH ChINaTa Ipoieaypa. Tepamusra ¢ aTopBacTaTHH HE ce
CBBP3Ba C KbPBEHE WM C MPOMEHU B MPOTPOMOMHOBOTO BpeMe NPH MALMEHTH, KOUTO HE MprUeMar
AHTHUKOATyJaHTH.

Tabnuua 1: EdbexTy Ha eAHOBPEMEHHO IIPWJIATaHU JIEKAPCTBEHU NPOAYKTH BEPXY
(hapMaKOKHMHETHKATA HA aTOPBACTATHH

EnHoBpemeHHO mpuiiaran ATopBacTaTHH
JICKapCTBCH MPOAYKT N PEXUM | 1933 (mg) Ipomsina B | KnuuuuHa npenopbKa#
Ha 103upaH AUC
Tupnanasup 500 mg nea et | 40 mg ot nen | 1 9,4 mbTH Korarto enHOBpeMEHHOTO
naeBHO/PrutonaBup 200 mg 1, 10 mg ot TIpUJIaraHe ¢ aTOPBACTATHH €
JIBa BT THEBHO, 8 THU (OT nen 20 HEOOX0IUMO, HE
neH 14 no 21) npeBumraBaiire 10 mg
Tenanpesup 750 mg q8h, 10 20 mg, SD 17,9 mpti aToOpBacTaTHH AHCBHO.
JHU [IpenopbuBa ce KITMHUYHO
[uknocmopus 5,2 mg/kg/nen, | 10 mg 1 8,7 mpTH Ipocie/iBaHe Ha TE3U
NOCTOSIHHA 1034 BEIHBK NarueHTH.

JTHEBHO 3a 28

JTHH
Jlonmaasup 400 mg nBa metr | 20 mg 15,9 mpTH Koraro eqHOBpeMeHHOTO
nueBHo/ Putonasup 100 mg BEAHBK NpUJIarale ¢ aTopBacTaThH €
JIBa II'bTH THEBHO, 14 nHK JTHEBHO 3a 4 HE00X0MMO, CE TIPETTOPHIBAT

JTHH MO-HUCKU TOATBPIKAIIN 103U
Kiapurpomurua 500 mg aBa 80 mg 1 4,4 mpTH Ha aropBacratuH. [Ipu no3u Ha
I'GTH JHEBHO, 9 THH BEIHBK aTOPBACTaTWH, HA/IBUIIABAIIN

JTHEBHO 32 8 20 mg, ce npenopbuBa

THU KIIMHUYHO IIPOCIIeIIBaHE Ha

NaeHTHUTE.

Caksunasup 400 mg nBa et | 40 mg 13,9 meTH Koraro eqHoBpeMEHHOTO
nHeBHO/Puronasup (300 mg BEJIHBXK IIpWJIaraHe ¢ aTOpPBacCTaTHH €
JBa ITBTU JHEBHO OT JHU 5-7, JTHEBHO 32 4 HE0OX0MMO, Ce MPENnopbUBaT
nosutieH 10 400 mg nBa meTH | THU MO-HUCKH HOJAIbPKAIIM 103U
JTHEBHO Ha JieH 8), 1au 5-18, Ha aropBactaTuH. [Ipu n03u Ha
30 min criex no3ara Ha aTOpBACTaTHH HA/IBUIIABAIIH
aTOPBACTATHH 40 mg, ce mpemopbUBa
Hapynasup 300 mg aBa obTH 10 mg 1 3,3 mbTH KIIMHUYHO MTPOCIICsIBAaHE Ha
nmHeBHO/PutonaBup 100 mg BEJHBXK MAlUEHTUTE.
JIBa ITBTH THEBHO, 9 THU JTHEBHO 3a 4

JTHU
Urpaxonazon 200 mg Bexabx | 40 mg 13,3 mpTH
JTHEBHO, 4 THU €/IHOKpaTHa

J103a
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®ozammpenaBup 700 mg aBa 10 mg 12,5 mpTH
'BTU THEBHO/PuToHaBUD BEJHBK
100 mg nBa reTH THEBHO, 14 ITHEBHO 3a 4
JTHU JTHU
®ozammpenasup 1400 mg nBa | 10 mg 1 2,3 mbTH
IIBTH JTHEBHO, 14 mHM BEJTHBK
JTHEBHO 3a 4
JTHU
Hendunasup 1250 mg nsa 10 mg 11,7 meTH Hsma cienmansu npenopbKu
IIBTH JHEBHO, 14 mHM BEJTHBK
HEBHO 3a 28
JTHU
Coxk ot rpeiindpyrt, 240 ml 40 mg, 137% He ce npenoppuBa
BE/IHBK JTHEBHO* €/THOKpaTHa €/IHOBPEMEHHHUS TIPHUEM Ha
Jo3a TOJIEMH KOJIMYECTBA COK OT
rpeindpyT u aTOpBacTaTHH.
Huntuazem 240 mg BeaHbxK 40 mg, 151% Crnen 3arouBaHeTO Ha
TTHEBHO, 28 mHU €IHOKpaTHa TepanusATa Wi cle IpoMsHa
Jo3a Ha JI03UPOBKATa Ha JUITHA3EM,
ce MpenopbyBa KIMHUIHO
MpoCIIe/sIBaHe Ha MAIHESHTHUTE.
Epurpomura 500 mg wernpu | 10 mg, 133%" IIpenoppuBa ce mo-HUCKa
I'BTU JTHEBHO, 7 THU €JIHOKpaTHa MaKCHUMallHa /1032 ¥ KIMHUYHO
J03a npociesBaHe Ha MAIMEHTHTE. .
AwmnogunuH 10 mg, BeIHBK 80 mg, 118% Hsma cienmanau penopbKy.
JTHEBHO €/IHOKpaTHa
J103a
Humernaun 300 mg uetupu 10 mg | mo-manko | Hsama cneunannu npenopbKy.
ITBTH JTHEBHO, 2 CEIMHUITA BEIHBK or 1%"
JHEBHO 3a 4
CEeJIMUIIN
AHTHaIUIHA CYCIICH3HS OT 10 mg 1 35%* Hsama crienimanay npenopbKi.
MarHe3ueB U allyMHHUEB BEIHBXK
xuapokcuau, 30 ml yetupu JTHEBHO 3a 4
TBTH JHEBHO, 2 CEIMUIIH CEIMATIN
Edasupenn; 600 mg Beaubx 10 mg 3a 3 141% Hsma cienmanny npenopbKu
JIHEBHO, 14 mHM THU
Pudammma 600 mg BegHbK 40 mg 1 30% AKO eTHOBPEMEHHOTO
JTHEBHO, 7 THU (SAHOBPEMEHHO | €JHOKpaTHa NpUJIarane He MOXe Ja ce
TIPHIIOKEH) J103a n30€erHe, ce MpernophrIBa
Pudammua 600 mg Beaubx 40 mg 1 80% KIIMHUYHO IPOCIEAABAHE MIPU
JHEBHO, 5 IHU (JO3UTE ca €/IHOKpaTHa €IHOBPEMCHHO TpHUJIaraHe Ha
pa3zeneHn) J103a aTopBacTaTWUH U pruaMIIKH.
T'emdubdposzmn 600 mg aBa 40 mg 135% [IpenopbuBa ce mo-HUCKA
IBTH JTHEBHO, 7 THU €IHOKpaTHa HadaJHa J03a U KIMHAIHO
Jo3a npociensBaHe Ha TE3U
MAIUEHTH.
®enodubpar 160 mg Beaunx | 40 mg 13% IIpenopruBa ce mo-HUCKa
JTHEBHO, 7 THU €IHOKpaTHa HadaJHa J03a U KIMHAIHO
Jo3a npociensBaHe Ha TE3U

HaIEeHTH.
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Bonenpesup 800 mg tpu et | 40 mg 1 2,3 mpTH [peropwuBa ce mo-HUCKA
JTHEBHO, 7 THH €/THOKpaTHa HavallHa /1033 ¥ KIMHUIHO
no3a HpocCie/IiBaHe Ha Te3U
naruentu Jlo3zara
aTopBACTAaTHUH He TpIOBa 1a
npesuiasa 20 My THEBHO,
KOTaTo Cce IpuJiara
€IHOBPEMEHHO C OOLIeTIPEBHP.

I'mexanpesup 400 mg Bexamx | 10 mg 1 8,3 mpTH EnHOBpeMeHHOTO mpuIlarase c
naeBHo/muOpenTaceup 120 mg | BeaHbK MPOAYKTH, ChIBPKAIIU
BEIHBX JHEBHO, 7 JTHU JTHEBHO 3a 7 TJICKAIPEeBHpP WIN
JTHU nUOpEeHTacBUD, €
MPOTHBOTIOKAa3aHo (BK. TOYKA
4.3).
Ent6acsup 50 mg Beaubx 10 mg 11,95 et | [lo3ara Ha aTOpBAaCTaTHH HE
JTHEBHO / eIMHUYHA Tpsi0Ba J1a MPEBUIIABA JTHCBHA
razonpesupl 200 mg BegHBK nos3a no3a ot 20 mg mpu
nHeBHO, 13 nHu €/IHOBPEMEHHO TIpUJIaraHe Ha

MPOAYKTH, ChIBPKAIITU
eJ10acBUP WIIH IPa30NpPEBHP.

& CroifHOCTHTE, JaICHU KAaTO X-IIBTH MPOMSIHA, TIPEJICTABST MIPOCTO CHOTHOMICHUE MEKAY CHITBTCTBAIIO
MIpUjIaraHe ¥ CaMOCTOSITENTHO TIpMIaraHe Ha aTopBacTaTvH (T.€. | - mbpT = HiMa npomsiHa). CTOMHOCTUTE, NaIeHH
KaTo % MpOMSHA, IPEACTAaBAT % pa3inKa I10 OTHOLICHHE Ha CAMOCTOSATENHO MPHIIOXKEH aropBacTaTtuH (T.€. 0% =
HSIMAa MPOMSHA).

# BXK. TOUKU 4.4 1 4.5 3a KIIMHUYHATAa 3HAYUMOCT.

* Chabpika eHa WK MOBeYe cheTaBku, Kouto naxuoupar CYP3A4 u MoraT 1a moBUIIAT IJIA3MEHUTE
KOHIICHTPALIMU Ha JIEKapCTBEHU NMPOIYKTH, KouTo ce MeTabonmsupaTt oT CYP3A4. IlpuemsT Ha enHa yama 240
ml cok ot rpednpyT chio Boau Ao noHmkaBane Ha AUC ot 20,4% 3a aKTHBHUS OPTOXHIPOKCH METaOOIHT.
T'onemu xomudecTBa cok oT rpedndpyt (Han 1,2 1 mHeBHO 32 5 nun) nmopumasa AUC Ha aTopBacTaTuH 2,5 mbTH
n AUC Ha akTUBHHTE CHhCTaBKH (aTOPBACTATHH M METaOOIUTH).

A CymMmapHa aTopBacTaTUH €KBUBAJIEHTHA aKTUBHOCT

[ToBumeHneTo € 03Ha4eHo Karo “1”, MOHWKEeHneTo Karo “|”

Ta6Jmua 2: EdJCKT Ha aTOpBaCTaTHH BHPXY d)aDMaKOKI/IHeTI/IKaTa Ha CAHOBPEMEHHO IIPUJIOKECHHU
JICKapCTBCHU IIPOAYKT

ATOpBacTaTHH U cXeMa Ha EnHOBpeMeHHO MPHUIIOXKEH JIEKapCTBEH MPOAYKT
JI03UpaHe
JlekapctBen npoaykt//doza [Ipomsana | KnuHM4YHU npenopbku
(mg) B AUC&
80 mg BemHbxk AHEBHO 3a 10 m1HU Hurokcun 0,25 Mg BeAHBK 115% [TauuenTu, npueMaiu
JIHEBHO, 20 qHu JTUTOKCHH TPSOBa 12
ObJaT BHUMATEITHO
MIPOCIIEIBAHU.
40 mQ BeOHBK AHEBHO 3a 22 THU Ilepopannu KOHTpauenTUBU 128% Hsama cnienmnanau
BEIHBX THEBHO, 2 Mecera - 119% HPENOPBKH.

HOPETUHAPOH 1 Mg -
eTUHWIeCTpaanon 35 ug

80 mg BeaHBX JTHEBHO 3a 15 nHK * denazoH, 600 mg 13% Hsama cienmanan
€JIHOKpaTHA /1032 MPETIOPHKH.
10 mg, eqgHOKpaTHa 1032 Tunpanasup 500 mg na metu | Hsma Hsama cnenmanau

nueBHo/puronasup 200 Mg nBa | mpomsiHAa | MPEHOPBKH.
IBTU THEBHO, { IHU
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10 mg, BeaHBK JHEBHO, 32 4 THU ®ocamnpenasupl400 mg aBa 127% Hama cnenuaniu
MBTH IHEBHO, 14 nau MIPENOPBKHU.

10 mg BeqHbX THEBHO, 32 4 THU ®ocammnpenasup 700 mg nBa Hama Hsama cnenmanau
ITBTH THEBHO/PUTOHABHUP MIPOMsIHA MPETOPHKH.
100 mg nBa mbTH THEBHO,
14 nan

&  CroitHocTuUTE, NageHU KaTo % NpoMsiHa IpeacTaBsaT % pa3iuka 0 OTHOLIECHUE Ha
CaMOCTOSATETHO TPUIIOKEH aTopBacTatuH (T.e. 0% = Hsama mpomsiHa) * EqHOBpeMEeHHOTO Tpuiiarane
Ha MHOTOKPAaTHH 103 aTOPBACTaTUH U (eHA30H MMOKA3BaT MaIbK WM HEJOJIOBUM e(eKT BEPXY
KImpbHCa Ha ¢eHa3oH. [loBumennero e o3Ha4eHo Karo ““1”, MOHMKEHHEeTo KaTo “|”

46 @epTHAUTET, OPEMEHHOCT M KbPMeEHE
donIT € IPOTUBOIIOKA3aH 110 BpeMe Ha OPEMEHHOCT ¥ KbpMeHe (BXK. Touka 4.3).
Kenu ¢ gereponieH moTeHIna

JXenwure ¢ nereposieH NoTeHIMAN TPsiOBa 1a M3MONI3BAT e(pEeKTUBHA KOHTPALISIIIHS O BpeMe Ha
JiedyeHueTo (Bx. Touka 4.3).

bpemenHocT
be3onacHocTTa Ha aTOPBACTATHH W aAMJIOINITHH ITPYU OPEMEHHH KEHU HE ¢ YCTAaHOBEHA.

[IpoyuBaHusATa P KUBOTHU IIOKA3BAT PEHPOAYKTHBHA TOKCHYHOCT IPH BUCOKH J03H HA aMJIOIUITHH
(BX. TOuKa 5.3).

ATopBacTaTHH € MPOTHBOIOKA3aH 110 BpeMe Ha OpeMeHHOCT (Bk. Touka 4.3). He ca nmpoBexxaanu
KOHTPOJIMPaH! KIMHUYHH POYYBaHUS C aTOPBACTATHH NpU OpeMeHHH JKeHH. Psiiko ca moigydyaBaHu
CHOOIIIEHNS 32 BPOJICHU aHOMAIINU cliel nHTpayTepuHHa ekcrio3uius Ha HMG-CoA-penykra3zau
nHxubuTopH. [IpoyuBaHusTa MPH KUBOTHH MOKA3BAT PENPOIYKTUBHA TOKCHYHOCT (BXK. TOUKa 5.3).
JleuenneTo Ha Maiikara ¢ aTOpBaCTaTUH MOJKE J1a OHWKH (ETaJTHUTE HUBA HAa MEBAJIOHAT, KOWTO €
IpPEeKypcop Ha XOJIECTepOJIOBUs OMOCUHTE3. ATEPOCKIIEPO3aTa € XPOHUUEH MPOLEC U OOUKHOBEHO
[IPEKPATABAaHETO HA JIMIMIONOHIKABAIINS JIEKAPCTBEH NPOAYKT 110 BpeMe Ha OpeMeHHOCT, 01
TpsiOBaJIO ja Ma MaIIBK €eKT 10 OTHOLIEHHE Ha IBITOCPOYHHS PUCK, CBBP3aH C MbPBUYHATA
xunepxoiaectepoaemMusi. 1o te3u npuunan ®aoaun He TpsiOBa 1a ce npuiara Ipy >KeHU, KOUTO ca
OpeMeHHH, OITUTBAT Ce Aa 3a0peMeHesT WK TI0J03Upar, ye ca OpemenHu. Jledennero ¢ Onoaun
Tpsi0Ba J1a ce MPEeyCTaHOBH 3a IIEpPHO/a Ha OPEMEHHOCTTa WIIM JOKATO C€ YCTaHOBU JIUIICA HA
OpemeHHOCT (BX. Touka 4.3.) AKO 1O BpeMe Ha JICUCHHETO Ce YCTaHOBH, 4 )KeHaTa € OpeMeHHa,
neuerueTo ¢ Pnoaun TpsOBa BeAHAra 1a ce MpeKpary.

Kbpmene
AMIIOOUNNH ce eKCKpeTHpa B MAaHYMHOTO MIISIKO NP YoBeKa. [Iponopuusata Ha MaitunHaTa 103a,

MOJTIy9deHa OT KbPMAUETO € OIpeelicHa ¢ MHTepKapTmieH ooxsar 3 — 7%, ¢ makcumyM 15%. EdekTsT
Ha aMJIOJTUTINH TIPU KbpMadeTa He € N3BECTEH.

He e u3BecTHO Manu aTOpBacTaTHH MJIM HETOBUTE METa0OJIUTH CE€ EKCKPETHpaT B KbpMara. [Ipu
TUTHXOBE TUTA3MEHUTE KOHIIEHTPAIIUN Ha aTOPBACTATHH M HETOBUTE aKTHBHHU METa0OJIUTH ca OJIN3KH
JI0 T€3U B MUIIKOTO (BX. Touka 5.3). [lopaau B3MOKHOCTTA 32 CEPUO3HU HEXKETIAaHU PEaAKIIHH, KEHUTE
npueMaru Oroanun TpsAOBa J1a MPEYCTaHOBIT KbpMEHETO (BK. Touka 4.3). ATopBacTaTHH €
MIPOTHUBOIIOKA3aH B TIeproa Ha KbpMeHe (BXK. Touka 4.3).

DEepTUIUTET
HpquBaHI/IHTa HpI/I JKHUBOTHHU HC ITOKAa3BaT BJIMAHHUC HA aTOpBaCTaTI/IH Bbpxy MBXKUA NI

KEHCKUS QepTUIUTET (BXK. Touka 5.3).
HpI/I HSKOMU MAIlMCHTH, JICKYBAHU C 6)10Kep1/1 Ha KaJIIMCBUTEC KaHAaIH, Ca CT:O6H_ICHI/I O6paTI/IMI/I
6I/IOXI/IMI/I‘lHI/I IMPOMCHHU B I''ITaBUYKAaTa HAa CIEPMATO30UAUTE. Knnanunure JaHHHU ca HEAOCTAThYHHU 110
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OTHOLICHUE Ha MOTEHIMATHUS eEeKT Ha aMJIONUIIMH BbpXY deprunureTa. IIpu eqHo npoyuBane npu
TUTBXOBE Ca YCTAHOBEHU HEXENaHU e(heKTH BbPXY MBKKUS PepTHINTET (BXK.TOUKA 5.3).

4.7 EdexTu BBpPXY ciocOOHOCTTA 32 I0(UpaHe U padoTa ¢ MALINHH

He ca mnpoBexmaHu wH3cieiBaHHMs 3a YCTaHOBsBaHEe e(ekra Ha (QuKcHpaHaTa KOMOHMHAIUS
aMJIOIMMUH/aTOPBACTATHH BBPXY CMOCOOHOCTTA 32 modupane u padota ¢ MalIUHA

AMJIOIUIIMH MOYXE Jia TIOBJIMsIe B ciiada 0 yMepeHa CTENeH CIocOoOHOCTTa 3a modupaHe u padoTa ¢
MalvHUA. AKO TalMeHTUTe, MpHUeMally aMJIOIUIMH, MOJMy4yaT 3aMmaiiBaHe, TiiaBoOoyiMe, yMopa WIH
rajicHe, ClloCOOHOCTTA MM Jia pearupar Moke Jia Obze HapyiieHa. [IpernopbsyBa ce OBUIIICHO BHUMAHHE,
0cO00EHO B HAYAJI0TO HA JIEYEHHETO.

ATOpBacTaTHH MOBJIMSABA IPEHEOPEKUMO CIIOCOOHOCTTA 32 IoQupane U padoTa ¢ MaIIUHH.
4.8 HexeaaHu JeKapcTBeHU peaknu

Hexenanure JICKApCTBEHU pEaKIUH, KOUTO CEC Ha6J'IIO,Z[aBaT IMOOTACIHO C aTOpBAaCTaTUH UJIU
aMJIOJUIINH, MOTaT Ja 6’BZ[aT MOTCHIUAJIHU HEXKECJIaHU pCaKluu C q)J'IO,E[I/IJ'L

Haii-uecto cpo01aBaHnTe HEXETaHU PEAKIMH [0 BPEME Ha JICYEHUETO C aMJIOIUIIHH ca
COMHOJICHTHOCT, 3aMastHOCT, TJ1aBOO0JINE, TTATIUTALNH, 3a4epBsIBaHe, KOpeMHa 00JIKa, TafeHe, OTOIH
Ha TJIe3eHHUTE, OTOK U yMOpa.

Cropen 6a3zaTta naHHM OT IUIae00 KOHTPOJIMPAHU KIMHHYHH POYYBaHMs ¢ aTopBactaTuH, oT 16 066
(8755 aropsacratuH cpeiy 7311 mnane0o) nanueHTH, ISKyBaHH B POIBIDKCHUE HA CPETHO 53
ceaMuIH, 5,2% OT MaIMeHTUTE Ha aTOPBACTATUH Ca MPEKPATHUIIN JICYCHUETO MOPATH HEXKEIaHH
peakuuu B cpaBHeHue ¢ 4,0% npu nauneHTUuTe, NprueMaiy mianedo.

B3 ocHOBa Ha JAAHHUTC OT KIIMHUYHU MIPOYYBAHUS U O6IHI/IpHI/I$I MNOCTMAPKCTUHI'OB OIIUT, MO-A0TY €
npeacTaBCH HpO(bI/IJTbT Ha HEXCIAaHUTC JICKAPCTBECHU PCAKIIUM HAa aTOPBACTATHH U aMJIOAUIIUH.

W3uncnenuTe 4ecTOTH Ha HEXKEJIaHUTE JIEKapCTBEHH PEaKIMH ca TPYMUPAHH ChIIIACHO ClIeIHATA
KoHBeHIMS: yecTH (> 1/100, < 1/10), meuectn (> 1/1000, < 1/100), pexxu (> 1/10 000, < 1/1000),
mHoro peaku (< 1/10 000), ¢ Hen3BecTHa YecToTa (OT HATMYHHUTE JaHHU HE MOXKe J1a Ob/ie HalpaBeHa
OLIEHKA).

Cucremo-opranen YecroTa ATOpBacCTaTHH AMJIOIMITHH
kjaac no MedDRA
Nndexunn u Yectu Ha30(apUHTUT
nH(ecTanu
Hapymenns na Penxn TPOMOOLIUTOIICHHUS
KpBBTa 1 TUM(HATA MHoro penku TpoMOOLUTONIEHNS,
cUCTEMa JIEBKOTIEHHUS
UYectn AJICPrUYHU PEaKIuu
Hapymenns na MHoro penku aHa(uITaKcus aJICPTUYHU PEaKLUU
MMYHHaTa CHCTEMa
Yectn XUMEPTIUKEMHST >
Hapymenns na Heuectu XUIOTITUKEMUS,
MeTaboIM3Ma 1 MOBHIIIABaHE HA TETJIOTO,
XPaHEHETO AHOPEKCHS
MHoro penku XUMEPTIUKEMHUS
Oe3chHUE, MPOMEHH B
Heuectn Oe3chHHe, KOLIIMApPH, HACTPOCHHETO (BKIL
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[enxuuan TPEBOYKHOCT),
HapyIICHUS Jienpecust
Penxu 00BpKBaHe
C HeusBecTHA Jenpecus
4ecToTa
Yectn riaaBoOoHe CBHIIUBOCT,
3aMaliBaHe,
riaaBoOoJne,
(ocobeHo B Ha4aIOTO
Hapy1uenus Ha Ha JICYCHHUETO)
HEpBHATa CHCTEMa Heuectu 3aMasiHOCT, IIapeCcTe3us, CHHKOII, TPEMOp,
XUITOECTE3HS, JTUCTEY3HS, JICTey3us,
aMHE3Hs XUIOECTE3HS,
napecresus
Penku nepudepHa HEBPOIATHI

MHoro penku

MOBHIIICH MYCKYJICH
TOHYC, nIepudepHa

HEBPOTATHSA
C HemsBecTHa MHUACTEHUS TPABUC eKCTpanmpaMuIaieH
4ecToTa CHHAPOM
Heuectu 3aMBbIJIEHO 3peHHe 3pUTEITHU
Hapymenuns Ha ounte HapyIIeHUS
(BKITFOUHMTEITHO
JIVIIIOTIVS)
Penxu 3pUTETHN HAPYIICHHS
C HeusBecTHa OYHA MHACTEHUS
4ecToTa
Hapyienus Ha yxoto Heuectu TUHUTYC TUHUTYC
1 1abuprHTa MHoro penku 3ary0a Ha ciyxa
Yectn HaJIUTaluu
Penxu CTEHOKAp U
MHoro penku nH(pApKT HA
Hapymenus na MHUOKapJia, apuTMuUs
CBPIIETO (BKITFOUHMTEITHO
Opaaukapus,

KaM€pHa TaxXukKapaus
" IpeaACHPAHO

MBIKIEHE)
Yectu 3a4epBsIBAHE
CbI0BU HapyIICHUS Heuectn XUTIOTOHUS
MHoro penku BAaCKYJIUT
Yectu ®apuHroyiapMHreaita
PecniupatopHhy, 00JIKa, SMTUCTAKCHC
TPBIHU U Heuectu JIVCTIHEsI, PUHUT,
MEIUaCTUHAIHA MHuoro penku Kaluiina
HapyIICcHH C HeusBecTHa Hurtepcruiinanya
4ecToTa OenoapobHa Goecr,
0COOEHO TP TBIATOCPOTHO
JIeUCHUE
Yectn JIapus, 3arek, KopeMHa 0oJiKa,

CromarHo-4peBHU
HapyIICHHs

(hmaTyneHIUs, TUCTICTICHS,
raJicte,

ragcHe

15



Heuectn

MOBpBINaHe, 00JIKa B
ropHaTa U JI0JTHa 4acT Ha

MOBPBLIAHE,
JMCTIETICHS, TPOMSTHA
BBB QYHKIUSITA HA

Kopema, OpHUrBaHe, yepBaTa
MaHKpeaTuT (BKIIFOUMTEITHO
TAApHS U 3aTIeK),
CyXOTa B ycTara
MHoro penku NaHKPEaTuT, TaCTPHUT,
XUIMEPIIa3us Ha
BCHIIUTE
Heuecru XemaTuT
XenaToOunuapHu Penku XoJiecrasa
HapyUICHUs MHoro penku 4epHOIpoOHa XeTaTuT, )KbITCHHIIA,
HEJIOCTATHYHOCT MOBHIIIEHUE HA
4epHOAPOOHHUTE
eH3uMH (TJIaBHO
CBBP3aHO C
X0JIeCTasa)
Heuectn YpTUKApUs, alomerus, aNoTeIyis, My pITypa,
KOKeH 00pHB, TIPYPUTYC NpOMsHA B LIBETA Ha
KOXKaTa,
Hapyruenus Ha XUIEPXUIPO3a,
KOXKaTa u NpypuTyc, 00pHB,
MOJTKO’KHATA ThKaH CK3aHTEM.
Penxu AQHT'MOHEBPOTUYEH OTOK,

OyJ03eH JepMaTHT,
BKJTIOUHUTEITHO epuTeMa
MynTUdOpMe, CHHAPOM Ha
Stevens-Johnson u
TOKCHYHA eTuepMaTHa
HEKpOoJIn3a

MHoro penku

aHTHOE/IEM, epUTEMa
myntudopme,
YPTHKApHS,
exc(hoIaTUBEH
JIePMAaTHT, CHHAPOM
na Stevens-Johnson,
eneM Ha Quincke,

(hoTOUyBCTBUTETHA
peaKIus
C HewnsBecTHA Toxcuuna
YecToTa enuaepManta
HEKpOoJH3a
MHAJITHS, apTPaITHs, IoIyBaHe Ha
Yectu 0oJKa B KpalHUIIUTE, TJIE3EHUTE
MYCKYJTHH CIIa3MH,
MoJTyBaHe Ha CTABUTE,
Hapymenns na Ooika B repba
MYCKYJIHO-CKEJIeTHATa Heuectn 0OJIKH BBB Bpara, apTpaIThs, MAAITHA,
CHCTEMA H MYCKYJTHa C1aboCT MYCKYJIHH KpaMIIH,
ChbeJIMHHUTEIIHATA ThKa 0oJka B repba
Peaxu MHOIIATHSI, MUO3UT,

pabiomuou3a,
TCHAMHOIATHSI, TIOHIKOTa
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YCJIOXKHEHU C Pa3KbCBAHE,
pa3KbCBaHe Ha MYCKYJIUTE
MHoro peiku Jlynyc-nomo6eH cHHIpoM
C HeusBecTHa NmyHomenuupana
YecToTa HEKpOTHU3MpaIlla MUOTIATHS
(Bk. Touka 4.4)
HapyH_ICHI/IH Ha HapyUIEHO
OBOpenuTe U Heuectu yPHHHEpAHE, HOIIHO
MMUKOYOIIPOBOJHUTE YpHUHUpAHE,
IIbTHIIA MOBHIIIEHA YECTOTA
Ha YpUHHpPaHE
Heuectn UMIIOTEHTHOCT AMIIOTEHTHOCT,
Hapymienus Ha THHEKOMACTHSI
BB3MPOU3BOIUTEITHATA MHuoro penku TUHEKOMACTHS
CHCTEMA U I'bpJIaT
Yectu elleM, ymopa
OO0y HapyIeHHs U Heuectn HEpa3MoJIOKEeHHE, acTeHus1, | Ooyka B objacTTa Ha
e()eKTH Ha MACTOTO 0oJka B 00JyiacTTa Ha TPBIHUS KO,
Ha MPWIOKEHU IpBAHUS Kol iepudepeH acteHus, 00Jka,
OTOK, yMOpa, BUCOKA HEPa3IoJI0KEeHNE
TeMIeparypa
HapylIeH! CTOMHOCTH Ha
Yectn YEPHOAPOOHUTE
WzcnenBanus (yHKIMOHATHH
[oKa3arean™*, moBuIlIeHa
CepyMHa
kpeatnHpochoknHaza™* **
JIEBKOIIMTH B YpUHATA MOBHIIIABaHE HA
Heuectu TErJIOTO, HAMAJISIBAHE
Ha TETJIOTO

* [Ipu M310JI3BaHETO Ha HAKOM CTATHHU € ChOOIIaBaHO 3a JUabeT: 4ecToTara My 3aBUCH OT IIPHCHCTBUETO MIIH
OTCHCTBHETO Ha pUCKOBY (axTopu (III0K03a Ha r1aaHo > 5.6 mmol/L, U'TM > 30 kg/m?, nopuiienu
TPUTIIMICPUIN, aHAMHE3a 33 XUIICPTOHHS).

** Kakro u pu apyrure HMG-CoA-penykrazau HHXHOUTOPH, TIPH MTAIMEHTH, JIEKYBaHU C aTOPBACTATHH, €
ChOOIIaBaHO 32 MOBUILIEHH CEPYMHHU TpaHCaMUHa3u. Te3u mpoMeHH 0OMKHOBEHO ca OMJIM JIEKH U IIPEXOIHU U He
ca HaJlarajiy MpeycTaHOBsBaHE Ha Tepallusira..

KnnanaHo 3HaunMu (roBede oT 3 TbTH Ha/l HOPMAJIHUTE CTOMHOCTH) TIOBUIIICHUS HA CEPyMHHTE TPaHCAMUHA3N
ca ycranoBenu rpu 0,8% ot O0JIHHTE, JCKYBaHH C aTOpBAaCTaTHH. Te31 MOBUIICHHUS Ca OUIH J0303aBUCHUMHU U
00paTUMU MPU BCUYKH HAI[HEHTH..

***[loBuiieHu HUBa Ha cepyMHaTa kpeaTnHpochokunasza (CK) 3 mpTr HajJ ropHara rpaHuiia Ha HOpMara ca
ycTaHoBeHH TIpH 2,5% oT OOJHHMTE, JIEKyBaHH C aTOPBACTATHH, M0100HO Ha npyrure HMGCoA-penykTa3an
WHXUOUTOPH B KIMHUYHK NpoyuBaHus. Husa, 10 mbTH 0-BUCOKHM OT ropHaTa rpaHHlia Ha HOpMaTa, € UMajlo
mpu 0,4% OT JIeKyBaHUTE C aTOPBACTATHH MAUEHTH (BXK. TOUKa 4.4).

Cp0o0111aBaHe Ha OTO3UPAHT HEKEIIAHU PEAKITHN
Cro0IaBaHeTo Ha TOJI03UPAHU HEXKEJTaH! PEakiiy Clie]l pa3peliaBane 3a yrnoTpeda Ha JIeKapCTBEHHUS

MPOAYKT € BaxkHO. ToBa MO3BOJISIBA 3 IPOIBIKY HAOIOJICHUETO Ha ChOTHOIIICHUETO TOJI3a/PHCK 32
JIeKapCTBEHUS NPOAYKT. OT MEAMIIMHCKUTE CIISITUAIUCTH CE U3UCKBA JIa ChOOIABAT BCAKA
MOJJ03UpaHa HeXKeJlaHa peakius upe3

M3mpmHuTEIHA areHITus 0 JieKapcTBaTa yiI. ,,Jlamsa ['pyes” Ne 8

1303 Codus
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Temn.: +35 928903417
yebcaiir: www.bda.bg

49 Ilpeno3upane
HsiMa naHHM OTHOCHO MPEI03UPaAHETO Ha JeKapCTBEHUs npenapaTt Oroani npu xopa.

Amnoounun
OmuThT ¢ IpeIHaAMEPEHO MPEA03UPaAHE C aMJIOIUIIMH TIPHU X0pa € OTPaHUYEH.

Cumnmomu.

Hannuuure aHHM 3a aMIIOAMITMH HPEAINOIaraT, 4e 3HAaYUTEIIHO MPEI03UPaHe MOXKE JIa TOBEAE 10
eKCIleCHBHA MepudepHa Ba3ouIaTalvs U BeposiTHa pedaekTopHa Taxukapaus. ma cho0mieHn
ClIydad Ha M3pa3eHa M BEPOSITHO MPOIBIDKUTEIHA CUCTEMHA XMITOTOHUS U TOCTUTAIA BKIFOYUTEITHO
JI0 IIOK ¢ (haTaJieH U3XO/I.

Hekapauorenen 6enoapoOeH 0TOK ce ChOOIaBa PSIKO KaTo MOCIEIUIa OT MPEI03UPAHE C
aMJIOJTUTINH, KOMTO MOKE JIa Ce MPOSIBU ChC 3a0aBeHO Havyano Ha edekra (24-48 gaca cien
MOTJTBIIAHE) U J]a M3UCKBA M3KYCTBCHA BEHTHIIAIMS. PaHHUTE peaHMMAIMOHHU MEPKH (BKIIOYHTEITHO
HaTOBapBaHe ¢ TEYHOCTH) 32 MOJIbpKaHe Ha TIepPy3HsATa U ChPJACUHUS JeOUT Morar aa Obaar
yCKOpsiBaly (hakTOpH.

Jleuenue:

Knuanuno 3HaunMara XUIMOTOHMS, ABJIKalla C€ Ha MPEA03UpaHe C aMJIOJAUIINH, U3MCKBA aKTUBHO
MOIbPIKaHe Ha ChPJICYHO-CHIAOBHUTE (PYHKIIUH, BKIFOYUTEITHO Y€CTO MOHHTOPHPAHE Ha ChpeYHATA H
JquxaTtelHaTa (yHKIWY, TOBAWTaHe Ha KPAMHUIIUTE U TIOIbPIKAHE HA TUPKYJIATOPHUS 00eM U
Iypesarta.

HpI/I YCJI0BUE, Y€ HAMA IIPOTUBOIIOKA3aHNs, 3a Bb3CTAHOBABAHC HAa TOHYCAa Ha CbAOBETC U KPHBHOTO
HaJTaHe MOJKe Ja € OT T0J13a IPHIIOKEHNETO Ha BA30KOHCTPHUKTOP. IHTpaBeHO3eH KaJIeB
[JIFOKOHAT MOXeE J1a € OT I10J13a 33 IIPeO0/I0JIsIBaHe Ha e(hekTa Ha OJI0Kaa Ha KaJIIMeBUTE KaHAIIH,

B HsKOUM crydam MoXe [ja € OT [oJI3a CTOMAITHATa MpoMuBKa. [[puioxxeHneTo Ha akTUBEH BBIJICH IPH
371paBH TOOPOBOIIH JI0 2 "aca ciies mpueM Ha 10 My amMIIoIUNVH € TT0Ka3ajio HaMalIsIBaHe CTEIIeHTa
Ha abcopOIMs Ha aMJIOTUITHH.

Tbii KaTO aMJIOJUIIMH CE CBHP3Ba BHB BUCOK MPOIEHT C TUIa3MEHUTE MPOTECHHH, TUATTU3aTa BEPOSITHO
HSMA J1a IMa T0JI3a.

Amopeacmamun

CrieruHO JIeUeHUE MPH MPEI03UpaHe C aTOpBacTaTUH HAMa. [Ipu mpeno3upane ManueHTsT TPSOBa
na ObJie JIEKyBaH CUMIITOMAaTHYHO H JIa C€ IpeIprueMar oA bpKalid MEPKU CIIOPe.T
HeoOxomumocTTa. TpsOBa fja ce HAanpaBsAT YepHOAPOOHH (HYHKIIMOHATHY TECTOBE U JIa Ce
MoHuTOpUpar HuBata Ha cepymuata CPK. [lopanu Bucokara CTereH Ha CBbpP3BaHe Ha aTOPBACTATHH C
TUIA3MEHHUTE MPOTEHHH, HE CE€ 0YaKBa XEMOIMAIN3aTa Ja YCKOPU 3HAYUTETHO KIIUPBhHCA Ha
aTOpBacTaTHH.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 ®apmakoaMHAMHYHY CBOIiCTBA
dapmakotepanesTuyHa rpyna: HMG-CoA-penykTasHn HHXHOUTOPH, Ipyrd KOMOMHALIHH,
aTopBacratu u amyoaunud, ATC xox: C10BX03

Amopeacmamun

ATOpBacTaTHH € CeJIeKTUBEH, KoMieTuTuBeH HHxnoutop Ha HMG-CoA-penykrasara -
CKOPOCTOOTIPEICIAIINAT €H3UM, OTTOBOPEH 3a IMPEBPBIIAHETO HA 3 -XUAPOKCH-3-METHII-

18



Ty TApUIKOEH3UM A JI0 MEBAJIOHAT, MPEKYPCOP Ha CTEPOIIUTE, BKIIFOUNTETHO Ha XOJIECTEPOIa.
TpurauuepuanTe U X0JIECTEPOIbT B UEPHUS IPO0 ce BKIIIOYBAT B CHCTAaBA HA JIMTIONPOTEUHH ¢ MHOTO
nucka rsTHOCT (VLDL) 1 ce oTnenar B miia3mara 3a npeHacstHe 7o neprudepHuTe ThKaH!.
Jlunonporennute ¢ Hucka wrbTHOCT (LDL) ce oOpasysar ot VLDL u ce karabonmusupar npeau
BCHYKO upe3 penentopu ¢ Bucok apuuuter 3a LDL (LDL pemenrop).

ATOpBacTaTH MOHMWKaBa TIA3MEHUTE HUBA HA XOJIECTEPOJIA H JIMTIONIPOTEHHUTE Ype3 HHXUOUpaHe Ha
HMG-CoA penykTrasara 1 nocieBaiiata OMOCHHTE3a Ha XOJIECTEPOJI B UEPHUS Apo0 U yBennyaBa
Opos Ha uepHOapOoOHHUTE perienTopy 3a LDL BppXy KileThYHATa MOBBPXHOCT 32 YCHIIEHO YCBOSBAHE U
karabonu3bM Ha LDL.

ATopBacratuH HamansBa oopasyBaneTo Ha LDL u 6pos nHa LDL-vactunmre. ATopBactaTiH
MPUYHHSIBA 3HAYUTEIHO U IBJITOTPAHO MOBHIIABAHE HAa aKTHBHOCTTA Ha penentopute 3a LDL,
HPUIPYKEHO ¢ OIaronpusTHA MPOMsIHA B Ka4eCTBOTO Ha ImpKysmpamure LDL-gacTumm.
ATopBactaThH € epuKaceH 3a noHmxkasane Ha LDL-xonectepona mpu naumeHTH ¢ XOMO3UIOTHA
(baMmIHa XUTIEPXO0JIECTEPOSIeMHs - TpyIa OOJHN, KOUTO OOMKHOBEHO HE CE BIHSAAT OT MOHIDKABAIIN
JUIUANTE JICKapCTBa.

Y CcTaHOBEHO €, 4e aTOpBAaCTaTHH MOHMKaBa o0wmus xosectepod (30-46%), LDL-xonecrepona (41-
61%), anommmnionporens B (34-50%) u Tpurmmnepunute (14-33%), kaTo ChIIEBPEMEHHO BOJIH 10
Bapuabuiaau nosuineHus Ha HDL-xonectepona u anonunonporerd Al B 10303aBUCHMO NPOYYBaHe.
Te3u pe3yaraTu ce MOTBBPXKIAABAT P MALMEHTH C XETEPO3UIOTHA (paMIIIHA XUIIEPXO0JICCTEPOTIEMHUS,
HedaMHITHA XUIIEPX0JIECTEPOTIEMHS U CMECEHA XUIIEPIUITHISMHsI, BKITFOUYUTEITHO TMALMEHTH C
HEHHCYJIMHO3aBUCUM 3axapeH Jrader.

JlokazaHo e, 4e TIOHWKeHNeTo Ha oo1us xosectepoi, LDL-xonecrepona u anmonunonporens B
HaMaJsiBa PUCKa OT ChPJICYHO-CHJ0BU HHITUICHTH U ChPACYHO-CHI0BA CMBPTHOCT.

XOMO3UTOoTHA (PaMUIIHA XUIIEPXOIECTEPOIEMHS

B MynTuieHTpoBO 8-ceAMUYHO OTBOPEHO NPOYUYBaHE C MUJIOCHPAHA LIET U ¢ (aKyITaTUBEH
YIBIDKUTEIIEH MIEPUO]T C Pa3IMuHa MPOABIDKUTENHOCT, ca Own BKiItoueHn 335 nanuenty, 89 ot KouTo
ca ¢ yCTaHOBeHa XOMO3UTOTHa (haMmitHa xumepxoecrepoiiemust. [Ipu Te3u 89 marmeHTH, CpeaHOTO
noHmwxkeHne Ha LDL-xonecrepona e mpubausutento 20%. ATopBacTaTHH € npuiiarad B 1031 10 80
mg/mex.

ATepockieposa

B knmuHn4HOTO npoyuyBane OOpaTHO pa3BUTHE HAa aTEPOCKIIEPO3aTa Upe3 arpeCUBHO JIUIUIHO
noHmwkaBane (Reversing Atherosclerosis with Aggressive Lipid —Lowering Study (REVERSAL)
eeKTHhT Ha MHTEH3WBHO MOHIDKAaBaHEe HAa JTUMUANTE ¢ aTopBacTaTiH 80 MJ ¥ cTaHAAPTHO HUBO Ha
MOHWKaBaHe Ha JIMIIUANTE C paBacTatuH 40 MY pu KOpOHApHA aTEPOCKIIEPO3a € OLICHEH Upe3
BBTPECHA0BO yITpazBykoBo uiciensane (1VUS) mo Bpeme Ha aHrHorpadus npyu manueHT ¢
ucxemuyta 6osect Ha chpuero (MBC). B ToBa pangomMusupano, JBOHWHOCIANO, MYJITHIEHTPOBO,
KOHTPOJIMPAHO KJIMHUYHO npoyuBaHe IVUS e HanpaBeH B Hauaja0TO HA MPOYYBAHETO U Ha 18-us
Mmecer ipu 502 nanuenTu. B rpynara Ha atopBacTatuH (N=253) HsIMa MporpecHs Ha aTepoCcKIIepo3ara,

MenuanaTa Ha IPOLIEHTa HAa IPOMSHA B 001IMs 00eM Ha aTepOCKIEPOTHYHATA TIJIaKa OT HA4aJIOTO Ha
Mpoy4BaHeTo (ITbpBUYEH KpUTEpHi Ha npoyusaneTo) e -0,4 % (p=0,98) B rpynara Ha aTOpBacTaTHH U
+2,7% (p=0,001) B rpynara Ha npaBactatun (N=249). [Ipu cpaBHEHHUE C MIPaBACTATHH e(EKTHTE HA
aTopBacTaTUH ca cratTucTruyecky 3HaunMu (p=0,02). EdexkThT Ha HHTEH3UBHOTO JIUIHIHO
MOHM)KAaBaHE BBPXY ChPAEYHO-CH0BATa KpaiiHa TouKa (Hamp. HEOOXOAUMOCT OT PEBACKYJIapU3aLIHs,
HedaraneH MHOKapAeH HH(PAPKT, KOpOHapHA CMBPT) HE € U3CJIeJBaH B TOBA IPOYYBaHE.

B rpynara Ha aropBacrarun LDL-xonecteponbT ce € MOHMKMI 10 cpeana croiHocT ot 2,04 mmol/l £

0,8 (78,9 mg/dl + 30) cupsimo usxoxauara croiuoct ot 3,89 mmol/l 0,7 (150 mg/dl + 28), a B
rpymnara Ha npaBactatud LDL-xosecteponbT ce e moHmKMI 10 cpeana croitnoct ot 2,85 mmol/l £ 0,7
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(110 mg/dl £ 26) cpsimo m3xoaHara croiiHocT oT 3,89 mmol/l £ 0,7 (150 mg/dl +26) (p<0,0001).
ATopBacTaTHH CHIIO TaKa 3HAYMTEIHO € HAMAJIWII CPSAHUTE CTOMHOCTH Ha OOLIMS XOJIECTEPOII C
34,1% (npaBactatun: -18,4%, p<0,0001), cpeanute HuBa Ha Tpuriaunepuaute ¢ 20% (mpaBacTaTHH: -
6,8%, p<0,0009) u cpennus anoaunonporenH B ¢ 39,1% (npaBacrarun: -22,0%, p=0,0001).
ATtopBacraruH e nosuimi cpeaans HDL- xonectepon ¢ 2,9% (npasacrarun: +5,6%, p=NS). Uma
cpenHo HamasieHue oT 36,4% Ha C-peakTUBHHS MPOTEHH B IpynaTa Ha aTOPBACTATHH, B CPABHEHHME C
Hamasenue ot 5,2% B rpymata Ha mpaBactarud (p<0,0001).

Pesynrarute oT nmpoyuBaHeTo ca ModIydeHy npu go3upoBka oT 80 mg. CiegoBaTtenHo, T HE MOTaT Jia
ce eKCTPAIoIMpaT BbPXY MMO-HUCKHUTE TO3UPOBKH.

[Ipodunure Ha 6€300aCHOCT M IOHOCUMOCT B JBETE JICKYBAaHU I'PYIH ca OMIM CPaBHUMH.

EdexThT OT MHTEeH3WBHOTO MOHW)KABAHE HA JIUIUJINTE BhPXY OCHOBHUTE ChPJICYHO-CHIAOBU KpaiHH
IIeJIM HE € U3CJIeNIBaH B TOBA NpoyuyBaHe. ETo 3a1i0 KTMHUYHATA 3HAYMMOCT Ha TE3H ,,BboOpakaeMu”
pe3yJNITaTH [0 OTHOIICHHE Ha IIbPBUYHATA U BTOPHUYHATA MPO(HUIAKTHKA HA ChPACYHO-ChI0BU
CHLOUTHS HE € U3BECTHA.

OCTBbp KOpOHAPEH CUHJIPOM

B npoyusaneto MIRACL ce orensiBa atopBactatun 80 mg npu 3086 marueHTH (aTopBacTaTHH
n=1538; mnauedo N=1548) c ocTsp KopoHapeH cuHapoM (NON-Q MHOKapAeH HHPAPKT WU
HecTaOMIIHA aHTHHA MEKTOpHC). JIeYeHHeTo ¢ 3aroYHaTo 1Mo BpeMe Ha ocTpara (aza cien
XOCHHTAIM3UPAHE U € MPOABILKUIIO 32 Tepuo oT 16 cenmunuy. Jleuenunero ¢ atopBactarud 80 mg
JTHEBHO yBEIMYaBa BPEMETO JI0 I0siBa Ha KOMOWHHMpaHara IIbpBHYHA KpaiiHa TOYKa, OTpeJiesieHa KaTo
CMBPT, HE3aBUCHMO OT NPUYHMHATA, HeaTaJIeH MUOKapAeH HHPAPKT, PECyCUUTHPAH ChPIEUYEH apecT
WJIM aHTHHA TIEKTOPUC C JIAHHM 32 HCXEMUs Ha MUOKap/ia, Hajlarama XOCIHTAIN3aIHsL, TOKa3Baliky
penykuus Ha pucka ¢ 16% (p=0,048). ToBa e npearmMHO BcaencTBre Ha 26% peayKuus Ha
pexocnuTanu3anyiaTa 3a aHruHa MeKTOPUC C TaHHH 3a ucxemus Ha Muokapaa (p=0,018). dpyrure
BTOPUYHH KpPaiHU LIeJM HE JOCTHraT CTAaTUCTUYECKa 3HAYUMOCT caMH 1o cebe cu (001mo: mianedo:
22,2%, atopBactatut: 22,4%).

[Ipodunsr Ha GezonmacHOCT Ha aTopBactatuH B mpoyuBaHeto MIRACL cpoTBeTcTBa Ha OmMMCaHUS B
Touka 4.8.

HDOd)I/IJIaKTI/IKa Ha CbpACYHO-CHA0BO 3a00J19BaHE

EdekThbT Ha aTopBacTaTHH BbpXY (aranHa ¥ HedaraaHa HCXEMHUYHA OOJIECT Ha CHPIETO € OIEHEH B
PaHIOMU3UPAHO, ABOHHOCIIATIO, IUIAe00-KOHTPOIMPAHO MPOyUBaHe AHIJIO-CKaHINHABCKO MPOYYIBAHE
3a ChPJICUHO-CHIOB M3X0]T — KJIOH ¢ MoHmKaBaHe Ha munuaure (Anglo-Scandinavian Cardiac Outcomes
Trial Lipid Lowering Arm (ASCOT-LLA)). [MauuenTture ca ¢ xunepronus, 40-79-roaumau, 6e3
MPeAXO0IeH MUOKAp/CH WH(pAPKT WK JIeueHHe 3a CTEHOKAPIUS W ¢ HUBa Ha 0OII xojectepon <6,5
mmol/l (251 mg/dl). Bcuuku marmeHTH ca IMaJi Hai-MaJiko 3 peaBapuTeaHo fehuHUPaHN ChPAEYHO-
ChJIOBH PUCKOBHU (paKTOPH: MBXKKH I0JI, BB3PACT >55 rouHH, myiicHe, quader, anamuesa 3a UBC npu
POJCTBEHHK OT WbHpBa JHHUS, 00w xosecreposr: HDL-C >6, mepudepHo cbaoBo 3aboisBaHe,
JIeBOKaMepHa XHUIEpTpOodHs, MPEIXOJCH MO3bYHO-CHAOB HHIUACHT, creimpuuna EKT anomanus,
MPOTenHypHs/anoyMuHypus. He BCHUKH BKITIOYEHH MAIIMEHTH Ca MPEIEHEHN KaTo MallMeHTH ¢ BUCOK
PHCK 3a ITbPBH ChPJICYHO-CHIOB HHIIH/ICHT.

[NarmeHTHTE Ca JIEKyBaHU C aHTHXHUIIEPTCH3UBHA Teparnus (MK cXxeMa, OCHOBABaIlla Ce Ha aMJIOJIUITHH,
MK CXeMa, OCHOBABAIIa Ce Ha aTEHOJI0JT), B KOMOHHAIHS W ¢ aropBactatii 10 Mg auesHo (N=5,168),

unm ¢ mare6o (N=5,137).

EdexTpT Ha HamasiBaHe Ha aOCOJIOTHHS ¥ OTHOCHTEITHHUS PHCK IPH yIoTpeda Ha aTOpBACTATHH € OWT
KaKTO CJIC/IBa:
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Nununent OTHOCHTEIIHO Bpoii Ha AOCOIIIOTHO CroiiHOCT
HaMaJICHHE Ha WHIIUICHTUTE HaMaJIeHHE Ha Ha p
pucka (%) (aropBacrarun pucka® (%)

CHIPSIMO
mane6o)

®daranna UBC miroc 36% 100 cnpsimo 154 1,1% 0,0005

Hedaranen MU 0,0008

001110 ChPICYHO-CHIOBU 20% 389 crpsimo 483 1,9%

WHIMJICHTHA U 0,0006

peBacKyJIapU3alluOHHU

MPOLICAYPH

001110 KOPOHAPHH WHIMJCHTH 29% 178 cnpsimo 247 1,4%

!Bb3 ocHOBa Ha pa3nukara B 00IIaTa 4ecToTa Ha HHIMACHTHTE, HAOIIO1aBaH! TIPU CPEIHO
npocnenssade ot 3,3 rogunau. UBC - ucxemuuna 6osect Ha chpueto; MU — MuokapaeH nHpapkr:.

Oomiata cMBPTHOCT M ChPACYHO-CHA0BaTa CMBPTHOCT HE ca Ouin 3HaunMo HamaneHu (185 copsmo
212 nnuuaenta, p=0,17 u 74 cupsmo 82, p=0,51). B ananuza na noarpynata no no:x (81% muxe, 19%
KEHH) OnaronpusTeH eeKT Ha aTOpPBACTaTHH € OWIT HaOII0JaBaH NMPU MBXKETe, HO HE MOJKE J1a ce
YCTaHOBH TIPH JKEHUTE, BEPOSATHO MOPAJAN HUCKATa YECTOTA HAa WHIIMIEHTH B KEHCKaTa MOATpyma.
OO01maTa u ChbpACYHOCHA0BATA CMBPTHOCT € YUCIICHO MMO-BUCOKa npu xernute (38 crpsimo 30 u 17
cipsiMo 12), HO ToBa He € OMJI0 CTAaTUCTHYCCKH 3HAYMMO. VIMaio e 3HaYMTEITHO TepareBTUIHO
B3aMMOJIEHCTBUE OT CTPaHa Ha OCHOBHATA aHTUXMIIEPTEH3UBHA Tepanus. [IbpBUYHaTa KpaiiHa TOuKa
(paramna UBC mmoc Hedaranen MU) e 3Ha4nMO peaynurpana OT aTOPBACTATHH MIPH MMAIlUEHTH,
nekyBanu ¢ amnoaunut (HR 0,47 (0,320,69), p=0,00008), HO He ¥ TIpH Te3H, JEKYBAHU C ATCHOJION
(HR 0,83 (0,59-1,17), p=0,287).

EdexTbT Ha aTropBacTaTHH BbpXY (aTanHo U HepaTaaHO ChbpACYHO-CHI0BO 3a00JsIBaHE € CHILIO
OIIEHEH B PaHJIOMHU3UPAHO, TBOMHOCIANIO, MYJATHIIEHTPOBO, TJIAE00-KOHTPOINPAHO IPOYUIBaHE
ITpoyusane Ha atopBacraTut npu auaber (Collaborative Atorvastatin Diabetes Study (CARDS)) npu
MAIUeHTH ¢ TU 2 auadet, 40-75-roaumiau, 6e3 NpeaIxoHa aHaMHe3a 3a ChpPJICYHO-ChI0BO
3abomsBane u ¢ LDL-C <4,14 mmol/l (160 mg/dl) u tpurmumepuan <6,78 mmol/l (600 mg/dl).
Bcenuky nanueHTy ca uMainy moHe 1 oT clieIHUTE pUCKOBH (PaKTOPH: XUIIEPTOHUSI, HACTOSALIO MyLIEHE,
peTHHONATHS, MUKPOAIOYMHUHYPHUS UK MaKpOAIOYMHUHYPHSI.

[TanmenTHTE Ca JlekyBanu ¢ atopBactatul 10 mg maeBHO (N=1,428) mmm mane6o (N=1,410) npwu
MejMaHa Ha MmpocieasBane 3,9 roIuHu.

E(I)CKT’LT Ha HaMaJIgIBaHe Ha aOCOJIIOTHUS M OTHOCUTEIHUS PHUCK IpH yrIOTpe6a Ha aTOpBACTaTUH € ounn
KaKTO CJICABA.

1403100201 (30 OTHOCHUTETTH Bpoii Ha AbcomotHo | CToMHOCT Ha
0 HAMAJICHUE | WHIWJICHTUTE | HaMaliCHWe Ha p
Ha pucka (%) | (atopBacTaTuH puckal (%)
CHPSIMO
m1ane0o)
l'onemu cbpaeYHO-CHIOBU 37% 83 cnpsimo 127 3,2% 0,0010
MHIAACHTH ((haTaaeH u
HedarasneH octsp MU, Tux
MM, BHe3anHa CMBPT
BcaenacTeue Ha UBC,
HeCcTaOMIIHA CTCHOKApIus, 0,0070
CABG, PTCA,
peBaCKyIH3aIMsI, HHCYJIT) 0,0163
MU (¢patanen u HedaraieH 42% 38 cripsimo64 1,9%

OMU, tux MHN)
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Wucyntu (dartamau u 48% 21 cpsimo 39 1,3%
HedaTarHn)

!Bb3 ocHOBa Ha pasnukara B 00IIaTa YECTOTA HA HHIIMICHTHTE, HAOJIOIABAHH TIPH CPEHO TIPOCIIEASBAHE OT 3,9
roaunu; CABG - koponapen aprepuaiiet 6aiinac; UBC - ncxemudna 6onect Ha coprero; MU — muokapaeH
nHdapkt; PTCA - nepkyraHHa TpaHCIyMUHAJIHA KOPOHApHA aHTHOILIACTHKA.

Hsma nmokasarenctBo 3a pasiuka B epeKkra OT JedeHUETO CIIOpe]] 110JIa, Bh3PacTTa HiTd H3XO0AHOTO
HuBo Ha LDL-xonecreposna Ha manueHTa. biaronpustHa TEHACHIIUS € Ha0JI01aBaHa 110 OTHOIIICHHE
HUBOTO Ha CMBPTHOCT (82 CMBPTHH CIy4au MpH IU1anedo rpynara cupsmo 61 B rpymnara Ha
aTopBacrtatus, p=0,0592).

PenmnuBupan vHCYAT

B npoyusaneto [IpenoTBpaTsiBaHe Ha HHCYJIT Ype3 arpECHBHO HaMaJsiBaHE HA HUBATa Ha XOJIECTepoia
(Stroke Prevention by Aggressive Reduction in Cholesterol Levels )(SPARCL) e 6w onieHeH epeKThbT
Ha aropBactaTiH 80 MJ THEBHO WK TUIAIe00 110 OTHOIIEHHE NOSBaTa Ha MHCYNT 1pu 4 731 manueHTH
¢ MHCYAT WX TIpexoaHa ucxemuana araka (T1A) B pamkuTe Ha nmpeaxogHuTe 6 Mecena u 0e3
anamHue3a 3a UBC. [lamuenture ca 60% mbxe, 21-92 ronuan (cpeaHa Bb3pact 63 TOJUHM) U CPETHO
n3xonHo Huo Ha LDL 133 mg/dl (3,4 mmol/l). Cpennara croitnoct Ha LDL-C e 6una 73 mg/dl (1,9
mmol/l) mo Bpeme Ha neueHuero ¢ aropsactatud u 129 mg/dl (3,3 mmol/l) mo Bpeme Ha jedeHneTO C
mwiare6o. Mennanara Ha pocienssane € 4,9 ronuHu.

ATtopBacrarud 80 MQ e HaManuy prcKa OT TbPBUYHATA KpaiiHa To4ka (aTtaieH u HedaTaJeH HHCYIT C
15% (HR 0,85; 95% Cl, 0,72 —1,00; P=0,05 wm 0, 84; 95% CI, 0,71-0,99; p=0,03 cnen anantupase
Ha M3XOJHHUTE XapaKTepUCTUKH) B cpaBHEeHHe ¢ tuiane6o. Obmmara cMbpTHOCT € 9,1% (216/2365) npu
aropBacTaTuH cupsamo 8,9% (211/2366) npu miaredo.

B post-hoc amanus aTtopsacrarua 80 My e HaMaJIMII YeCTOTAaTaTa Ha HCXeMUYeH HHCYIT (218/2365,
9,2% copsimo 274/2 366, 11,6%, p=0,01) u e moBUIIMI YecTOTaTa HA XeMOparuyeH UHCynT (55/2
365, 2,3% cupsmo 33/2 366, 1,4%, p=0,02) B cpaBHEHHE C Mmareoo.

- PHCKBT OT XeMOparndeH HHCYJIT € TIOBHUIIEH MTPY MAlHEHTHUTE, KOUTO Ca ¢ TIPEIIeCTBAII
XEMOPAarndeH WHCYJT NPU BKJIIOYBAHE B IPOy4BaHeTo (7/45 mpu aTOpBACTATHH CHIpsIMO 2/48 mipu
mwrane6o; HR 4,06; ClI 0,84-19,57) 1 puCKBT OT HCXEMHUYEH HHCYJIT € CXOJICH B J1BeTe rpymu (3/45
MPY aTOPBACTATHH crpsaMo 2/48 npu manedo; HR 1,64; 95% Cl, 0,27-9,82).

- PuCKBT OT XeMOparnyeH UHCYJT € TOBUILEH [P NalMEHTH, KOUTO Ca C MPe/IecTBalll
JaKyHapeH HHQapKT Mpu BKIo4BaHe B ipoyusaneto (20/708 npu aropBacratuH crpsmo 4/701
mpu wiane6o; HR 4,99; 95% Cl, 1,71-14,6), HO pUCKBT OT UCXEMUYEH UHCYJIT TIPU Te3U
NarueHTu chiio e HaMmassut (79/708 npu atopBacrarus cripsimo 102/701 mpu mwiane6o; HR 0,76;
95% Cl, 0,57-1,02). Bp3M0XHO € KpailHHUAT PUCK OT WHCYJT Ja € TIOBHIIIEH MPH IMallueHTHTE C
NpeAX0/IeH JIaKyHapeH HH(apKT, KOUTO Moy4aBaT aTopBactatuH 80 Mg Ha JeH.

O6miara cmbpTHOCT € 15,6% (7/45) npu nedenue ¢ aropBactatis cipsimo 10,4% (5/48) npu
NpuUIaraHe Ha mianebo B MoArpynara naldeHTH ¢ MPeaxoAeH XxeMoparndeH naeynt. Obmara
cmbpTHOCT € 10,9% (77/708) npu atopBactatus crpsimo 9,1% (64/701) npu miane6o B noarpymnara
MAIMECHTH C NIPEIX0/ICH JTaKyHapeH HH(apKT

[lenmarpryna monyaanus

Xemeposucomna hamunna xunepxoiecmepoiemus npyu neOUAmpuyHy nayuenmu na ev3pacm 6-17
200UHU

[IpoBeneno e 8-ceqMUUHO, OTBOPEHO U3MUTBAHE 3a OIICHKA Ha (papMaKOKWHETHUKATA,
(hapmMakouHaMUKaTa M 0€30IaCHOCTTA M IOHOCUMOCTTA Ha aTOPBACTATHH ITPH JICIla U FOHOIIIH C
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TEHETHYHO TIOTBBPACHA XETEPO3UTOTHA (PaMIITHA XHITEPXOJIECTEPOIeMHsI M m3X0oaHo HuBo Ha LDL-C
>4 mmol/L. Bxrouenu ca 0610 39 gera u roHOIIH Ha Bb3pact ot 6 10 17 roauuu. B koxopTa A ca
BKJItOUeHH 15 nera Ha Bb3pacT oT 6 10 12 roauuu u ctaauii Ha pasButue 1 o Tanep. B xoxopra B ca
BKutoueHH 24 nera Ha Bb3pacT oT 10 1o 17 rogunm u craguit Ha pa3BuTHe >2 1o TaHep.

Hauannara no3a atopBactaTid € 5 Mg mHeBHO 1O (hopMara Ha TabJlIeTKa 3a AbBUCHE B KOXOpTa A H
10 mg aueBHO B TabnetHa popma B koxopta B. Pazpemasa ce qBoiiHO moBuIIaBaHe Ha 03aTa
aTOpBACTAaTHH, B CITy4aii Y€ y4aCTHHK HE € MOCTHIHAM MpHienHara croitnoct Ha LDL-C of <3,35
mmol/L Ha ceamuria 4, KaTo aTOPBACTATHH € TIOKA3al J00pa MOHOCUMOCT.

Cpennute croitnoct Ha LDL-C, TC, VLDL-C, u Apo B ca ce nonmwkunu npe3 Cenmuiia 2 mpu
BCHUYKH y4dacTHUIM. [Ipu ydacTHUIIMTE C yABOEHA /1032 € HAOII0JaBaHO AOMIBIIHUTEITHO TOHKEHIE
Ollle Ha BTOpA CeJIMUIIA, TIPH ITbpBaTa OIIEHKa Clie]l TOBUIIEHHETO Ha Jo3ara. CpenHOTO MPOLEHTHO
MTOHIKEHHE Ha JINTTUIHUTE ITapaMeTpH € CXOIHO TPHU JABETE KOXOPTH, HE3aBUCHMO Ja¥ YYaCTHHUIIUTE
MPOABIDKABAT JIa MPUEMAT IIbPBOHOYO0IIHATA CH WM yABOCHA 103a. Ha ceaMuna 8 cpeqHUAT IpoLeHT
Ha npoMsiHa cipsaMo u3xoaHoTo HUBO mpu LDL-C u TC e cyrBeTHO npunbmusutenHo 40% u 30%, npu
Pa3IMYHUTE JO3UPOBKHU.

Xemeposucomna pamunua xunepxonecmeponemus npu neduampuyny nayuenmu na ev3pacm 10-17
200UHU

B nBoiiHoCIATIO, MIaned0-KOHTPOIUPAHO TIPOyUBaHe, MOCIeABaHO OT (a3a Ha OTBOpEH npueM 187
MOMYETa M MOMHYETa C MEHCTpYyaItus Ha Bb3pacT 10-17 roaunu (cpenna Bu3pact 14,1 romunm) ¢
XeTepo3uroTHa GammiHa xunepxosecteposemus (PX) unu TexKa XUIMEPXOIECTEPOJICMHUS ca
paHIOMu3NpaHy 3a mpueM Ha aropBacrarur (N=140) wim mare6o (N=47) 3a 26 ceaMuIm, cirex KOETO
BCHYKH Ca TIPUEMall aTOpPBACTaTHH B MPOAbIDKeHNE Ha 26 ceamuiy. Jlo3ata Ha aTOpBACTATHH
(Bemum:x aHeBHO) € 10 MQ mpe3 mbpBUTE 4 CEAMUIIH, CIET KOETO € Bh3XO A0 TUTpUpana g0 20 mg,
axo HuBoTO Ha LDL-C ¢ >3,36 mmol/L. ATopBacTaTuH 3HAYMTEIIHO MOHIKABA MIa3MEHUTE HUBA HA
o0mwms xojecrepoi, LDL-C, tpuriuiepuaure 1 anoiunonpoTenH B mo Bpeme Ha 26 cenMuuHara
nBoitHo-3acienena dasa. [Tocturnara e cpeana croitnoct Ha LDL-C 3,38 mmol/L (o6xsar: 1,81-6,26
mmol/L) B rpynara ¢ aropBacTtatuH, B cpaBHenue ¢ 5,91 mmol/L (o6xsat: 3,93-9,96 mmol/L) B
rpyrnata Ha miane0o mo BpeMe Ha 26 ceqMuyHaTa TBOWHO-3acyerneHa dasa

B JOMBIHATENTHO TIeMUaTpUYHO HU3IMUTBAHE HA aTOPBACTATHH CIPSMO KOJICCTUIION NPH MAIUCHTH C
XHIepxojecTepoiaeMus Ha Bp3pact 10-18 roaunu e mokasano, ue aropsactatit (N=25) npenussuksa
sHaunTenHo HamansBane Ha LDL-C na Cenmumna 26 (p<0.05) B cpaBrenue ¢ konectumon (N=31).

B npoyuBane ¢ MIJIOCHP/IHA 1€ TIPH MAIMEHTH C TeXKA XUIepxosecTeposieMus ( B T.4. XOMO3UTOTHA
XHUIEPXOJIECTEPOIEMHs) ca BKIIOYCHH 46 TieAMaTpHyYHU MAIlMeHTH, JEKyBaHHU C aTOPBACTATHH,
THTPHUPAH CHOpe]l CTENICHTA Ha MOBNUsBaHe (HAKOM ydacTHHIHM ca npuemanu 80 mg aTopBacTaTuH
IHEBHO). M3nuTBaHeTo ¢ mpoabokmio 3 roaunau: LDL-xonecreponst € noHmkeH ¢ 36%.

Hee YCTaHOBCHA ABJITOCpOYHATAa e(bHKaCHOCT Ha JICUCHUCTO C aTOPBACTATHUH IIPU €A BbPXY
HaMaJIIBaHETO Ha 3a00JIeBaeMOCTTa U CMBPTHOCTTA IPHU Bb3PACTHU.

EBporieiickara areHiys 1o jieKapcTBaTa 0CBOOO0K/1aBa OT 3aIb/DKEHHE 3a MPEIOCTABsIHE Ha PEe3yITaTh
OT MPOYYBAHMATA C ATOPBACTATHH TIPH Jielia Ha Bb3pacT ot 0 10 moj 6 roauHH, 3a iedeHre Ha
XETEPO3UIOTHA XUIIEPXOIECTEPOIIEMHUS U TPH Jielia Ha Bh3pact ot 0 10 mox 18 roaumu 3a eueHue Ha
XOMO3HIOTHA (haMHIIHA XUIIEPXOJIECTEPOIIEMHUS, KOMOMHMpPaHa (CMeceHa) XMIIEPX0JIECTEPOIEMHUS,
bPBUYHA XHUIIEPXOJIECTEPOIIEMHSI, KAKTO U 33 MPO(UIAKTHKA HA CHPICUHO-ChI0BH HHIUICHTH (BXK.
Touka 4.2).

Amnoounun

AMJIOUIHH € HHXUOUTOP Ha WHGIIyKCa Ha KAJIIUEBUTE HOHHU, OT AUXUAPONUPHUINHOBATA IPyIia
(6moxep Ha OaBHUTE KaHATW WIIM aHTArOHUCT Ha KaIIMEBUS HOH) U IOTHCKA TPAHCMEMOPAHHOTO
HaBJIM3aHE HA KAJIIMEBU HOHU B KJICTKUTE Ha ChPJICYHATA U ChJ0BATA IJ1aJIka MyCKyJaTypa.
AHTUXUTIEPTEH3WBHOTO JIEHCTBUE HA aMIIOJIUITNH C€ ABJDKH Ha TUPEKTHUS pellakcupar] epexT BbpXy
CbAOBUTC I''Ta/IKU MYCKYJIH. TouHusar MEXaHU3BbM, 11O KOMTO aMJIOAUITNH 06neanBa CTCpOKapausiTa HE

23



€ HaIlbJIHO YCTAHOBEH, HO aMJIOJUIIMH HaMallsiBa TOTAJHUS UCXEMHUYaH TOBAp UPE3 CICIHUTE JIBE

JIEUCTBUS:

- AMITOWIAH TTpeIU3BUKBA UJIATAITUS Ha epudepHUTEe apTePHOIH U TaKa peaynupa o0moTo
niepudepHo ChIIPOTUBIICHUE (CIIEl HATOBAPBAHETO), CPEIy KOETO chpreTo padbotu. Thil kaTo
ChpIIeTHATa YEeCTOTa OCTaBa CTaOMITHA, TOBA OTOpEMEHSIBaHE HA ChPIIETO HaMaIsIBa
EHepruiiHaTa KOHCYMAallMs U KUCIOPOJHUTE HY KU Ha MUOKapa.

- MexaHu3MbT Ha JEeHCTBUE HA aMJIOAMINH ChIIIO TaKa BEPOSATHO BKIIIOYBA JujaTalus Ha
TJaBHUTE KOPOHAPHU apTEPUU U KOPOHAPHUTE apTEPHUOJIU, KAKTO B HOPMAJIHUTE, TaKa U B
ucxeMuaHATE 00nacTy. Ta3w mumaranus MOBUINABA JOCTaBKaTa Ha KUCIIOPO ] TIPH MAITUEHTH C
KOPOHAPEH apTepualicH cna3bM (aHruHa Ha Prinzmetal nnu BapuanTHa cTeHOKapINS).

[Ipu manuenTy ¢ XUNEepTOHNUS, TPUIIOKEHUETO SAHOKPATHO JTHEBHO, OCHTYPSBa KJIMHUYHO 3HAYUMO
MIOHIKCHHUE Ha KPBBHOTO HAJSTAHE, KAKTO B JIETHAJIO, TAKa M B H3IIPABEHO MOJIOKEHHUE, 32 HHTEPBAT
ot 24-4qaca. [lopagn 6aBHOTO Ha4ayo Ha IEHCTBUE, OCTpaTa XUIIOTOHUS HE € XapaKTepHa 3a
MIPUIOKEHUETO HA aMJIOTUTIIH.

EnHOKpaTHOTO AHEBHO MPHUIIOKEHNE HA aMIIOIAITNH TIPH MAMEHTH ChC CTEHOKAP M TOBUIIIaBa
00II0TO BpeMe Ha (PU3NUECKO HATOBapBaHE, BPEMETO JI0 HAYaJI0TO HA AHTUMHO3EH MPUCTBIT U BPEMETO
3a nenpecust Ha ST-cerMenTa ¢ 1| MM U HaMansgBa KaKTO Y€CTOTaTa Ha CTEHOKAPIHUTE MPUCTHITH, Taka
Y TipyeMa Ha TaOJIeTKH HUTPOTIUIICPUH.

AMJIOIUIHAH HE ce CBhP3Ba C HUKAaKBH META0OIUTHH HEXXeNaH! e(DeKTH WM IPOMEHH B TUTa3MEHNTE
JIUIH]TA ¥ € TIOJIXOJIAII 32 JICYCHHE Ha MAIUEeHTH ¢ aCTMa, TUadeT U mojarpa.

[IpunoxkeHre npy NALUEHTH ¢ ucxemuuHa 0osiect Ha cupueto (UBC):

EdexTrBHOCTTA HA aMJIOIMTIMH 32 MPO(UIIAKTHKA HA KIIMHIYHN WHIUIACHTH MPH NAIMEHTH C
ncxemuyHa 6osect Ha chpuero (MbC) e oueHeHa B HE3aBUCUMO, MHOTOLIEHTPOBO, PaHIOMHU3UPAHO,
JBOMHOCIIATIO, TUTAe00-KOHTPOIMPAHO KIMHUYHO npoyuBane npu 1997 nanuentn: CpaBHeHNE Ha
aMJTOJJMIIMH CIIPSIMO CHATIANIPHUII 3a OrpaHUYaBaHe Ha mosiBaTa Ha Tpombo3a (Comparison of
Amlodipine vs Enalapril to Limit Occurrences of Thrombosis) (CAMELQT). Ot Te3u manuentu, 663
ca JleKyBaHH| ¢ amyonunuH 5-10 mg, 673 mauuentu ca nexkyBanu ¢ eHananpui 10-20 mg, a 655
MAIMEHTH ca JeKYBaHH ¢ 11anedo, B JOIIbIHEHHE KbM CTaHJapTHA TepaIrus ChC CTaTHHU, OeTa-
OJI0KepH, AUYPETULH U aCIIUPHUH, B IPOIBIDKEHHE Ha 2 roguHu. OCHOBHUTE Pe3yiITaTH 3a
eUKacHOCTTa OT JICYUEHUETO ca npeacraBeHy B Tabnuna 1. Pesyntarute nokaspar, ye JICYEHUETO C
aMJIOJUIIMH € CBBP3aHO C [10-MAJIKO XOCHHUTAIN3ALMY 32 CTEHOKAPAUS U NPOLEAYPH 32
peBackynapusanus npu nanuenty ¢ UbC.

Taémmua 1. Yectora Ha 3HAYNMHUTe KIMHMYHU cbOuTHs npu CAMELOT

YecroTa Ha CHPAECYHO-CHIOBUTE CHOUTHS, OpOi Amnoagung
% cpenty marebo
KnvHnaHM chOUTHST | AMIIOUITUH [Imane6o |Ewnamanpun | OTHOCHTENEH p-
puck (95% | croitHOCT
AN)

IIepBUUYHa

KpaiHa TOYKa 110 (16,6) 151 (23,1) 136(20,2) |0,69 (0,54- 0,003

Hesxenanu 0,88)

ChPJCUHO-

CBhJIOBH

CHLOUTHS
Ornenau
KOMITOHEHTHU
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KopoHapHa 78 (11,8) 103 (15,7) | 95(14,1) 0,73 (0,54- | 0,03

peBacKyIapu3aIus 0,98)
Xocouranuzanus 3a |51 (7,7) 84 (12,8) 86 (12,8) 0,58 (0.41- 0,002
CTCHOKapIUs 0.82)
Hedaranen MU 14 (2,1) 19 (2,9) 11 (1,6) 0,37
Wncynr wiu TUA 16 (0,9) 12 (1,8) 8(1,2) 0,73 (0,37- 0,15
Copaeuno-csmoBa | 5(0,8) 2(0,3) 5(0,7) 1,46) 0,27
CMBPT 0,50 (0,19-
Xocrmuranmuzarus 3a | 3 (0,5) 5(0,8) 4 (0,6) 1,32) 0,46
3CH 2,46 (0,48-
IpexuBsH 0 4 (0,6) 1(0,1) 12,7) 0,04
CBPJICUCH apecT
HosomosiBuna ce 5(0,8) 2(0,3) 8(1,2) 0,59 (0,14- 0,24
nepudepHa CbI0Ba 2,47)
Oouect

NA

2,6 (0,50-

13,4)

Cokpamenusi: 3CH, 3acroitHa cypaeuna HenocrtaTbuHocT; [, noBepurenen unrepsain; MU,
muokapjeH uHpapkt; TUA, TpaH3UTOPHA UCXEMHUYHHU aTaKH.

IIpunooicenue npu nayuenmu cvc cbpOeyHa HedoCHamvyHOCH

XeMOIMHAMUYHH W3CJICABAHUS U KOHTPOIMPAHU KIMHUYHY NPOYYBaHUS ¢ (PU3NUECKO HATOBApPBAHE
MIpYU MAIMEHTH ChC Chpedna HenoctarbaHocT Kiac -1V mo NYHA mokassar, 4e aMmIIoAUIuH He
BOJIY /10 KIIMHWYHO BJIOLIaBaHE, OLIEHEHO Ype3 ToJepaHca KbM (pru3ndecko HaToBapBaHe, (hpakuusTa
Ha M3TJIACKBaHE Ha JisiBaTa Kamepa U KIIMHUYHATa CHMIITOMATHKA.

[Tnane6o-koHTpOMMpano kiMHUYHO npoyuBane (PRAISE), npenna3znadeHo 3a OlleHKa Ha MAllMeHTH
cbe chpaeuHa HegoctaTbuHoCT Kiac |-V mo NYHA, nonyuaBamy aurokcus, auyperuiy u ACE-
WHXUOUTOPH, € MOKAa3ajo, Ye aMJIOAUIHNH HE BOAM /10 TMOBHIIABaHE HA PUCKA 32 CMBPTHOCT WJIH
KOMOWHHMpaHa CMBPTHOCT U 3a00JIEBAEMOCT IIPU ChpPJICUHA HEAOCTATHYHOCT.

B npocrensBario, 1eIrocpoyHo, manedo-KoHTpoarpaHo KirnangHO mpoyuBane (PRAISE-2) ¢
AMJIOJIMITUH TIPU MALMEHTH ChC ChpieuHa HepocTarbuHocT kiac HI-1V mo NYHA 6e3 kimHuaHn
CHUMIITOMH WIH OOCKTHBHU HaXOAKH 332 Bb3MOKHA MJIM HAJIMYHA UCXEMUYHA 00JIECT Ha ChPIIETO, HA
nocrosinHa Tepanus ¢ ACE-MHXHOUTOpH, JUTHTATHC U AUYPETHLN, aMJIIOTUIIHH HAMa eEeKT BHPXY
o01maTa CbpAEYHO-CHI0BA CMBPTHOCT. [Ipu chlara nomynaiws, IpUIOKEHUETO Ha aMJIOIUIIMH €
CBBP3aHO C yBEJIMYEHA YECTOTa Ha ChOOIEHHS 3a 0€10APOOEH OTOK.

Ipodunaxmuxmuuno neuenue na ocmvp cvpoever npucmon (ALLHAT):

PanmomusupaHo IBOHHOCIATIO MpOy4YBaHe 3a 3a0oneBaeMocT U cMBpTHOCT ALLHAT
(AHTUXHIIEPTEH3UBHO U JIUIHUIOTIOHIKABAIIO JIeUeHHUE 32 MPO(UIaKTHKA Ha ChPACUECH MPUCTHIT)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart AttackTrial) e nposezeHo ¢ 1en
CpaBHsIBaHE Ha IMO-HOBUTE Teparuu: aMmyioaumud 2,5-10mg/nen (kanmueB aHTarOHUCT) WU
msusonpui 10-40mg/nen (ACEMHXUOUTOP) ¢ THA3UAHUS TUYPETUK XJIOPTATHIAOH 12,5-25mg/nen
KaTo JICYCHUE OT MTbPBA JIMHUS MPH MAIMEHTH C JIeKa 0 yMEPEeHA XUMEePTCH3USL.

O6m10 33357 manuedTy ¢ XUNepTeH3UsI HaBb3pacT 55 TOUHY U IMOBeYE ca OMIN paHAOMHU3UPAHH U
npocleneHu 3a cpenno 4,9 ronunu. [lanpieHTUTe ca UMaiH MOHE eUH JOMBIHUTEIICH PUCKOB (GaKTop
3a KOpOHApHA 00JIECT Ha CHPIETO, BKIFOUYUTEITHO PEAIISCTBAI MUOKAPACH UH(PAPKT UITH UHCYJIT
(>6Mmecena mpeay BKIIOYBAHE B MPOYYBAHETO) HIIH JIOKA3aHO JAPYTO aTePOCKICPOTHYHO ChPICYHO-
chII0BO 3a0ossBane (Hax 51,5%), 3axapen quabet tun 2 (36,1%), TUIONPOTEUHH C BUCOKA ILTBTHOCT -
xostectepoi <35mg/dl mm <0,906 mmol/l (11,6%), neBokamepra xunepTpodusi, AMArHOCTUIIIPAHA
4pe3 eNneKTpoKapAnorpama uin exokapauorpadpcku (20,9%), nacrosum mymayn (21,9%).
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[TepBrYHaTa KpaifHa ToYKa € OMiIa ChbCTaBeH MOKa3aTen OT (aTajeH KOPOHAPEH WHIUACHT WIIH
HedaraneH MuokapaeH uHpapkT. He ca HaOnronaBaHu 3HAYMMH PAa3IUUMS 110 OTHOILICHHE Ha
IbPBUYHATA KpaifHa TOYKa MEK/Ty TepanusTa ¢ aMJIOAUIIHH U TEPAIHATA C XJIOPTATUIOH: KOSHHUITUSHT
Ha puck0,98 95% CI (0,90-1,07) p=0,65. IIpu BTOpUYHHUTE KpallHH TOYKHU, YECTOTATA HA CHPJICUHA
HEJ0CTaTHIHOCT (KOMIIOHEHT Ha ChCTaBHATa KOMOMHHpaHa ChPACYHO-CHI0BA KpaliHa ToUKa) ¢ Omia
CTAQTUCTUYECKH 3HAUYMMO I0-BHCOKA B IPpyIaTa Ha aMJIOIUINH, OTKOJIKOTO B IpyIiata Ha XJIOPTAIUIOH
(10,2% cnpsimo 7,7%, RR1,38, 95% CI[1,25-1,52] P<0,001). Bbrpeku ToBa, He ce Habm0aaBaT
3HAYMMU Pa3JIMYKsi IO OTHOLICHHE Ha 00IIaTa CMBPTHOCT MEXK/Ty IpyIiaTa Ha Teparnusi ¢ aMJIOAUINH U
Tasu Ha Tepanus ¢ xmopramuaon RR0,96 95% CI1[0,89-1,02] p=0,20.

Tleouampuuna nonynayus

[Ipu npoyuBasne, BkirouBaio 268 neua Ha Bb3pacT 6-17 roauHu, NpeAUMHO ¢ BTOPUYHA XUIIEPTOHHSI,
CpaBHJIBaHETO Ha A03a OT 2,5 Mg u 5,0 My aMIOAXINH, C IuTane0o MoKa3Ba, 4e U JBeTe 103U
MOHM)KABAT CUCTOJIMYHOTO KPBBHO HANATaHE 3HAYMTEIIHO [T0BeYe OT Iuianebo. Pasnukara mexay
JIBETE JI03M HE € CTaTUCTUYECKHU 3HAYMMa.

JwnrocpounnTte eheKTH Ha aMJIOTUITHH BHPXY pacTexka, myoepTera u o0IIoTO pa3BUTHE HE ca
npoyuBand. [IparocpoynaTta epUKacHOCT Ha aMIIOJTUIIMH TPH TEpamus B IETCKa BB3pacT U 32
HaMaJsIBaHE Ha ChPJIEYHO-CHI0BATa 3a00JI€BAEMOCT M CMBPTHOCT IIPH BB3PAacTHH, CHIIO HE €
YCTaHOBEHA.

5.2 dapmMakoKUHeTHYHHU CBOHCTBA

Amopeacmamun

AOGcopbuus
ATopBacTaTuH ce abcopbupa Obp30 Clies MepopaTHO MPHUIIOKEHNE; MaKCUMaITHa TTa3MeHa

koHnerTpanusg (Cmax) ce moctura 3a 1 no 2 gaca. CrerneHTa Ha abcopOIysi ce moKayBa
MPOTNIOPIMOHAIHO Ha Jj03aTa Ha aropBacTtaTHH. Clie epopaHO NPUIIOKEHHE OMOHAIMYHOCTTA Ha
aropBacTaTuH GunMupanu Tabnaetku e 95 1o 99% B cpaBHEHHE € Ta3u Ha NEPOPATHUS PA3TBOP.
AbGconroTHaTa OMOHATMYHOCT Ha aTOpBACcTaTUH € MpubnusutenHo 12% u cucteMHaTa HATMYHOCT Ha
naxuouroprara akTuBHOCT 32 HMG-CO0A penykrasara e nmpubimsurenso 30%. Huckara ciucremua
HAJMYHOCT C€ OTJaBa Ha MPECUCTEMEH KIMPBHC B TACTPOMHTECTHHAIHATA MyKo3a 1/uinu Ha first-pass
MEeTabOoJN3bM B YEPHHS IPOO.

Pasnpenenenue

CpemausaT 00eM Ha pasnpeselieHne Ha aTopBacTaThH ¢ nmpuom3uTeHo 381 L. AtopBacTaTuH ce
CBBP3Ba C IUIa3MEHUTE MPOTenHH B >98%.

BuoTpanchopmarus

ATopBactatuH ce MeTabommsupa ot ruToxpoM P-450 3A4 o opTo- 1 mapaxuapOKCUINPAHA
JIEpUBATH U PA3IMIHH OETa-OKUCIUTENHU NpoayKTu. OCBEH APYTrUTe IIBTHINA, TE3U JIEKAPCTBA Ce
MeTabOoIM3UPAT JOMBIHUTEIHO Ype3 IIIFOKypoHupane. In vitro uaxudurmpanero Ha HMG-CoA
peayKraszara OT OpTO- ¥ NMapaxUAPOKCHINPAHUTE METa0OIUTH € EKUBaJCHTHA Ha Ta3! OT
atopBactatus. [Ipubnusurento 70% ot nupkyupamaTa MHXHOUTOpHa akTuBHOCT 32 HMG-C0A
peayKTasara ce OT/[aBa Ha aKTUBHUTE METaOO0JIHUTH.

EnmMuHmpane
ATOpBACTaTHH CE U3JIbUBA MPEIUMHO C XKITBYKATA CJIC] XeTaTalleH W/WiIu eKCTpaxenaTaieH

MeTabomu3sM. Usrnexia, obade, 4ye JeKapcTBOTO HE MPETHPIABA 3HAYUTEHA CHTEpOXenaTarHa
permpkynanus. CpeIHUSIT TUIa3MEH MOJY)KUBOT Ha aTOPBACTATHH P X0pa € MPUOIM3UTEIHO 14
yaca. [1oayXKHMBOTHT Ha HHXHOUTOpHATa akTUBHOCT 32 HMG-COA penykrasara e npubnuzurenso 20
1o 30 yaca, mopaau y4acTUETO Ha aKTUBHUTE METa0OJHTH.
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ATopBacraTuH e cyOcTpaT Ha Y4epHOAPOOHUTE TPAHCIIOPTEPH, HOJIUIIENTUANTE, TPAHCTIOPTUPAIIN
oprannunu annonu 1B1 (OATP1B1) u 1B3 (OATP1B3). MerabonuTuTe Ha aTOpBacTaTUH ca
cyocrparu Ha OATP1B1. YcranoBeHo e chIno Taka,l de aropBactaTH € cyOcTpar Ha eIyKCHUTE
TpaHCIOPTEPH Ha MPOTEHHA, CBBP3aH C MHOXKECTBEHA JiekapcTBeHa pesuctenTHocT 1 (MDR1) u Ha
MPOTENHA Ha PE3UCTEHTHOCT Ha paka Ha repaara (BCRP), kouTo Moske a orpaHnvaT upeBHATa
abcopOLus 1 >KTbYHUS KIUPBHC HA aTOPBACTATHH.

CHCLII/IEUIHI/I nonyJjgannuu

Cmapuecka év3pacm:

[Tna3zMeHnTE KOHIEHTPALMK HA aTOPBACTATHH M HETOBUTE aKTUBHU METaOOJIUTH ca M0-BUCOKH IIPH
3I[paBU XOpa B HalpeIHaaa Bb3pacT, OTKOJIKOTO IPU MJIaay MAUeHTH, a eeKTUTE 110 OTHOLIECHHE Ha
JIMIUANUTE Ca CPABHUMMU C TE€3U IPU NIO-MJIAJU NALUEHTH.

Ileouampuuna nonynayus:

B 8-cemmuuno msnmrBane mo ckanarta Ha Tarep 1 (N=15) u ckana na Tauep >2 (N=24) ca 6unu
BKJIFOUCHU MEIUATPUYHH MaMeHTH (Bb3pacT 6-17 roauHm) ¢ XeTepo3urotTHa paMuiiHa
xunepxoJsecreposiemMus u u3xoaHo HuBo LDL-C >4 mmol/L, nekyBanu crotBeTHO ¢ 5 miu 10 mg
gynenw ce wian 10 wmu 20 Mg ¢unMupanu TabneTku aTopBacTaTUH BEAHBX JHEBHO. TenecHOTO
TerIo e OMIIo eqMHCTBEeHAaTa 3HaYnMa KOBapHaHTa B IOMyJIanusaTa Ha atopBactatud PK monena.
BuaumMusT nepopaneH KIUpBHHC Ha aTOPBACTATHH P MEAUATPUYHHU CyOEKTH U3IIIeKIa CXOAEH C TO3H
IIPH BB3PACTHH, KOTATO CE€ OTYUTA aJJIOMETPUYHO Upe3 TeIeCHOTO Terio. Habmonasa ce 3HaunTEIIHO
namanenue Ha LDL-C u TC mon BnusHUETO Ha aTopBacTaTuH U 0-hydroxy aTopBacTaTHH.

Hon:

Konnentpanunre Ha aTOpBACTaTHH M HETOBUTE aKTUBHU METAa0OINUTH MPH JKEHUTE CE Pa3IndaBar OT
TE3H IpU MbxeTe (KeHu: npudamsurento ¢ 20% no-pucoku 3a Cmax u ¢ oxosno 10% mo-HuckH 3a
AUC). Te3u pa3uky HIMAT KIMHAYHO 3HAYCHUE U HAMA KIMHIUYHO 3HAYUMHU PA3ITHUKH MEXTY
e(eKTHUTE [0 OTHOLICHUE Ha JIMIUIUTE TIPH MBXKE U KECHU.

bvopeuno napywenue:
BbrOpeunuTe 3a001s1BaHMs HAMAT BIMSHUAE BHPXY IUIA3MEHUTE KOHIICHTPAILIUU WU BBPXY JIUITUIHUATE
eeKTH Ha aTOPBACTATHH M HETOBUTE aKTHBHU METa0OIUTH

Yepnoopobuo napyuenue:

[Mna3mMeHnTE KOHIICHTPALIMU HAa aTOPBACTATUH U HETOBUTE aKTUBHU META0OJIMTH Ca 3HAYUTEITHO T10-
BHCOKH (mpubnmu3uTeado 16 ety 3a Cmax u 11 metr 3a AUC) npu ManyeHTy ¢ XpOHUYHA aIKOXOJIHA
yeproapobHa donect (Child-Pugh B).

SLOCI1B/! norumopguzvm:

YeproapooHoTo 3axBaiane Ha Bcuaku HMG-COA-peaykTazHi HHXUOUTOPH, BKITFOUHTEITHO
aropBacTaTuH, ce u3BbpuiBa nocpeacrsom OATP1B1 tpancnopren npotens. [Ipu nanuentu cbe
SLCO1BI1 nonumophu3bM nMa pUCK OT MOBHUINIEHA EKCTIO3UIHS HA aTOPBACTATHH, KOETO MOXKeE /1
J0BeJIe 70 TIOBHIIIEH PHUCK OT padbaoMuonm3a (BxK. Touka 4.4). [lomumopdu3MbT npu reHa, Koauparg
OATP1B1 (SLCO1B1 ¢.521CC) e cBbp3an ¢ 2,4 MbTH TIO-BHCOKA CHCTEMHA HATHYHOCT Ha
atopBactratud (AUC) B cpaBHeHUe ¢ mHAUBHM Oe3 To3u reHoTuneH BapuadT (C.521TT). [lpu Te3u
MalMEeHTH € Bb3MOKHO CBIIO F'€HETUYHO Ja € HapyIIeHO YePHOAPOOHOTO 3axBalllaHe Ha
aTopBacTaTHH. Bb3MOKHNTE TIOCIENCTBUS BBPXY €(DUKACHOCTTA Ca HEM3BECTHH.

Amnoounun

AOcopOrus
Crnen nepopaiHO MPUIOKEHUE Ha TEPANEBTUYHA 1033 aMJIOIMITNH, MAKCUMAJTHUTE KOHIICHTPAIIUU B

TIa3Mara ce JocTurar 3a 6-12gaca. AGcomroTHaTa OnoHamMIHOCT € Mexay64% u 80%.
buonanuunocTTa Ha AMJIOJJUITMH HE CC NOBJIMABA OT IpUCMa Ha XpaHa.
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Pasnpenenenue
Ob6ema Ha pasnpenesenne e npudmmsurento 21 1/kg. ,ITpubmusurento 97,5% OT MUPKYIUPAIIIOTO

JICKapCTBO CC CBBP3BaA C IJIa3SMCHUTC IIPOTCUHU.

Buorpancdhopmarusg/enuMuaupane

Kpalinusr mia3MeH moiy>KuBoT € okoJjio 35-50 Jaca u ce 10CcTUra rmpu eIHOKPATHO JTHEBHO
MPWIOKEHNE. AMIIOAMIINH ce MeTaboJIM3upa B 3HAUMTENTHA CTEIIEH OT YePHHS APOO 10 HEAKTUBHH
MeTabOJIUTH, KaTo B ypuHara ce ekckperupat 10% oT nekapcTBoTo B HenmpomeHeH Bua u 60% ot
META0OIUTHUTE.

Crenyaigy nonyjiamnuu

Cmapuecka év3pacm:

BpemeTo 3a gocTrrane Ha MakKCHUMAaJTHH IJIa3MEHHM KOHIISHTPAIUY € CXOJ/IHO MPU HHIUBUIN B
cTapyecka Bb3pacT U MO-MJIa Iy WHIUBHU/IM.

[Tpu manueHTUTe B CTapuecka Bb3pacT, KIMPHHCHT HA aMJIOJIUIIMH € ¢ TCHJICHIIMS KbM HaMaJIsIBaHe,
KosATO BoAM 1o yBenudaBaHe Ha AUC u Ha enmuMUHANIMOHHMS MTOTyKUBOT. HapactBanero Ha AUC u
Ha STMMUHAIMOHHUS MOJTYKUBOT ITPU MALMEHTH ChC 3aCTOMHA ChpAEYHA HEJOCTATHYHOCT €
OWJIO CIIOpe]T 09aKBaHOTO 3a ChOTBETHATA Bb3PACTOBA IpyTia.

IHeouampuuna nonyrayus

[IpoBeneHo € monyIanuoHHO (papMaKOKHMHETHYHO MPOYYBaHE NpHU 74 Jiela ¢ XUIEPTOHUS Ha Bh3pacT
ot 1 10 17 roquan (34manmenTy Ha BB3pacT oT 6 10 12 roawan 1 28 marueHTH Ha Bh3pacT oT 13 1o
17 ronunn), nody4aBaliy aMJIOAMIINH B 1034 Mexay 1,25 mg u 20 Mg, npueMaHu €AHOKPATHO WU
IBYKpaTHO nHEBHO. [Ipu nemara ot 6 10 12 roguau u npu 1oHOIHTE OT 13 10 17 TOAWHY, TUTTHIHUST
nepopanie kiupbHC (CL/F) e 6un chotBeTHO 22,5 11 27,4 |/9ac ipu Mmomueta u 16,4 u 21,3 l/uac npu
mommueTa. HabmojaBana e ronsMa BapuaOMIIHOCT Ha €KCTIO3UIIUATA MEXKY WHANBHIUTE.
CpoOIIeHnTe NaHH! MPH Je1a 1Mo 6 TOAWHYU ca OTPaHUYCHU.

Yeprodpobro Hapyuienue:

Hanuyau ca MHOTO OrpaHUYCeHU JaHHU 33 MPUI0KESHUETO HA aMJIOUIINH [IPH MAIUSHTH C
4epHOAPOOHO yBpexkaane. IlanueHTure ¢ 4epHOAPOOHA HEAOCTATHYHOCT MMAT HAMaJICH KIIMPBHC Ha
aMJIOJIUIUH, ¢ TiocienBanio nokausane Ha AUC ¢ npubimsurenno 40-60%.

5.3 IlpeakIMHUYHU JAHHU 32 §€30MACHOCT
Amopsacmamun

ATOpBacTaTHH HE € MoKa3ajl MyTarcHeH WM KJIaCTOTeHEH MOTeHIMal B 0aTepus oT 4 in Vitro tecroBe
U B eIMH aHau3 iN Viv0o. ATOPBACTATHH HE € KaHIIEPOTCHEH 3a IUThXOBE, HO MPHU MpUIaraHe Ha BUCOKH
JI03M MPU MUIIKY (oBenu 0 6-11 mbTi nmo-pucoku croiiHocty Ha AUC (0 1o 24 vaca) B cpaBHEHHE C
TE3U MPH XOpa, IPUEMaNT Hali-BHCOKaTa PETIOPBUYKTEIHA JI03a) ca Ce TIOSBWIIN CITyYan Ha
XenaTolenyJiapeH aeHOM IPU MBXKHUTE U XENaToleyIapeH KapLUHOM MPH KEHCKUTE KUBOTHU.
Wwma nannu ot npoyuBanus npH xkuBoTHH, ue HMG-COA-peayKkTazHuTEe HHXUOUTOPH MOXKE Ja
BIIUSISIT BEPXY Pa3BUTHETO Ha eMOproHHTE U erycure. [lpn ursxoBe, 3aiiiin 1 KydeTa aTOpBacTaTHH
HsiMa eeKT BhpXY (hepTUIINTETa U HE € TePaTOTeHEH, HO MIPY TOKCHYHH 3a MalKaTa JI03H, IpU
TUTHXOBE U 3aiilu e HaOro1aBana (eTaHa TOKCHIHOCT. Pa3BUTHETO Ha MOKOJIEHUETO TIPU TUTHXOBE €
3a0aBeHO W MOCTHATAJIHOTO OlEJISIBAaHE HAMAJICHO MPY EKCIIO3UIINS Ha MaiKaTa Ha BUCOKH JIO3H
aTopBactatuH. [IpH IIpX0Be MMa T0Ka3aTeNCTBO 3a MPEMHUHABaHE Ha JIEKApPCTBOTO Tpe3 IUIAIeHTaTa.
[pu mrpxoBe MIa3MeHNTe KOHIEHTPAIMK Ha aTOPBAaCTaTHH ca OIM3KH JI0 Te3H B MIIsIKOTO. He e
M3BECTHO JJAJI aTOPBACTATHUH W HETOBUTE METAOOHUTH Ce EKCKPETHPaT B KbpMaTa.
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Amnoounun

Penpooyxmuena mokcuunocm

PenponykTuBHU NpOyUYBaHUS IPH ITbXOBE U MUILIKH [T0Ka3BaT 3aKbCHIBAHE HA J1aTaTa Ha PAXIaHe,
yIBIDKEHA MPOABIDKUTEIHOCT Ha PAXKIAHETO U HaMaJleHa KU3HECIIOCOOHOCT Ha MAJIKUTE MPH 03U
npuOmm3uTenHo 50 TbTH MO-BUCOKH OT MaKCHMAIIHUTE MPENOPBUYUTETHH 03U MPH XOPa, U3UNCIEHU

Ha 6a3a mg/Kkg.

Hapywenus 6v6 ¢hepmunumem

Hsma edexT BbpXy GepTUIUTETA HA TUIBXOBE, TPETUPAHH C aMJIOJUINH (MBKKH — 64 THU U )KEHCKHU —
14au npenu yndTocBane) B 103u 10 10 mg/kg/nen (8 mbTi* MakcuMalHaTa MpEnopbhbUUTEIHA 1032
3a xopa ot 10 mg, uzunciena Ha 6aza mg/m?). B apyro npoy4BaHe HpH IIbXOBE, IIPU KOETO MBKKH
IUTBXOBE Ca TPETUPAHU ¢ amIoAuIuH Oe3unar 30 JAHH, ¢ 1032 CpaBHUMA C 103aTa IPH X0pa,
u3yucieHa Ha 6aza mg/kg, ca ycraHOBEHH TOHIKEHH CTORHOCTH Ha (DOJTUKYIOCTUMYITHPAIIl XOPMOH U
TECTOCTEPOH B IJIa3MaTa, KaKTO U MOHIKEHH ITBTHOCT Ha cliepMara U Opoi Ha 3peiu CIiepMaTHIN U
CEPTOJIUCBU KIICTKH.

Kapyunozenesa, mymaeenesa

Hsima manau 3a KapIIWHOTEHHOCT TP TUTHXOBE M MUIIIKY, TPETHUPAHU IBE TOIUHHU C aMJIOTUIHH B
XpaHata, B KOHIIEHTPAIIUH, U3YKUCIICHH JIa OCUTYPAT THEBHU M030BU HuBa oT 0,5, 1,25 u 2,5mg/kg/nen.
Haii-Brcokara f03a (Ipu MHUIIKH -OJTU3Ka 110, a TIPH IUITEXOBE —IBAITETU* ITO-BUCOKA OT MaKCHMAaJTHATA
MpenopbUYKUTENIHA KITMHUYIHA 1032 OT 10mg, m3uucnena 3a mg/m2) e 6una 6;Iu3Ka 10 MAaKCUMATHO
JIOTTyCTUMATA J103a 32 MUIIKY, HO HE U 32 IIHXOBE.

[Ipoy4BaHus 32 MyTareHHOCT He MTOKa3BaT JICKApCTBEHO-00yCIIOBeHH e()eKTH HITO Ha TeHHO, HUTO Ha
XPOMO30MHO HHBO.

* M3YnCIieHa 3a MalueHTu ¢ Tero 50 Kg

6. OAPMALEBTUYHU JAHHAU

6.1 Chnucbk Ha IOMOIIHHUTE BelllecTBa

CupueBnHa
MukpokpucTaiHa menysnosa (tum 1)

MHUKpOKpHCTAIHA TIeTy103a (Tui 2)
MarHe3ueB KapOOHAT, TEKBK

Hatpues naypuncyndar
XuapOoKCUTIPOTTHITIIEITYJI03a
Kpockapmenosa Harpuit

Maunurton

Marne3ues okcuz

KonoueH, 0€3B0/IcH CHITUITUEB TUOKCH,
Marsne3ueB cTeapar

PuIMoBO IOOKPHUTHE

®@nooun 5 mg/10 mg:

CHUHS O0BHBKA, CHCTaBEHA OT.
MOJIUBHHUJIOB JIKOXOJI
tutaHoB auokcun (E171)
MaKpOroJ

TaJK

uHauro kapmuH (E132)
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@nooun 10 mg/10 mg and 5 mg/20 mg:
0Os171a 0OBHBKA, CHCTaBEHA OT:.
IIOJIMBHHUJIOB aJIKOXOJI

tutaHoB auokcun (E171)

MaKpOroJ

TaJK

@nooun 10 mg/20 mg:

XbJITa 00OBHBKA, CbCTaBEHA OT:

MOJIMBHHUIIOB aJIKOXOJ

tutaHoB auokcuy (E171)

MakKporoJ

TaJIK

KBIIT xKene3eH okeun (E172)

6.2 HecbBMeCTHMOCTH

Hemnpunoxumo.

6.3 Cpox Ha rogHocT

24 Mmecerna.

6.4 CneuuajHu ycjaoBUs HA CbXpPaHeHHUe

Ja ne ce cpxpansBa Hag 25°C.

6.5 Bwuau chABpPKaHHE HA OMIAKOBKATA

Brucrepu ot ot anymununit//OPA/anymunuit/PVC ¢onno, onmakoBaHu B KAPTOHEHH OMAKOBKU
chabpkamy 30 GuTMupaHd TaOIeTKH.

He Bcnuku BuoBe 0makoBKH MOXe Jia ca IyCHAaTH B MpoJaxoa.

6.6 CneuuajaHu npeanasHu MePKH NP U3XBBPJIsiHe U padoTa

Bceku Hen3noa3BaH JeKapcTBEH NMPOAYKT WM OTNAAb4YeH MaTepual TpsiOBa 1a ce U3XBBPIIA B
CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. IMPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski
Ilomma

8. HOMEP(A) HA PASPEIHLIEHUETO 3A YIIOTPEBA
®nomun 5 mg/10 mg: 20170153
®mommn 10 mg/10 mg: 20170154

®nomun 5 mg/20 mg: 20170155
®momun 10 mg/20 mg: 20170156
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9. JATA HA ITBbPBO PA3ZPEITABAHE/TIOJHOBABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Hara Ha mepBo paspemasane: 03 mait 2017
Jara Ha nociieaHo noaHossBane: 05 sayapu 2022

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

27.04.2023
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