Ckian

Oitoua peuosuHa: atorvastatin;

1 TabreTka MiCTUTH aTOpPBAaCTaTHUHY Kalbllilo, B IepepaxyBaHHi Ha aTopBacTtaTuH 10
Mr a6o 20 Mmr;

OONOMIJCHI peyo8uHU: Kallbllilo KapOOHAT 3 ITOBiJOHOM, I1eJ1I0JI03a MiKpPOKpHCTaJliuHa,
JIJaKTO3a MOHOTiApaT, HaTpilo naypuiacynbdaTt, KPOCIOBiAOH, MarHilo cTeapat, onagpau
IT 85F Oimut.

JIikapcbKa ¢popmMma

TabneTKu, BKpUTi 0007I0HKOIO.

OcHoBHI (pi3uko-ximiuHi 81acmueocmi: TabieTKu Kpyriaol ¢opMu 3 IBOOITYKIIOKO0
ITOBEepPXHEI0, BKPUTi 000JI0HKOI0 6itoro abo Matizke 6ilIoro KOnbopy.

®dapMaKoTepalneBTHYHA Irpyna

JIikapchKi 3aco0u, 1110 3HUKYIOTh PiBEHb X0JIECTEPUHY i TPUTIIILIEPUIB Y CUPOBATII
KpoBi. Iari6itopu I'MI'-KoA-penykTa3u. ATopBacTaTHH.

Kog ATX C10A AO05.
®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

ATopBacTaTUH ABJSE COO0I0 CUHTETUYHUM TinoinigeMiyHui TikapchbKui 3acio.
ATopBacTaTuH € iHribiTopom 3-rigpokcu-3-metunrinyrapui-kopepmeHnTy A (CMI-KoA)
penykTta3u — GpepMeHTy, 110 KaTanidye neperBopeHHss [ MI'-KoA B MeBajioHaT -
IMOYaTKOBUM Ta IIMITyI04HMH eTal 0i0CUHTE3y X0JIeCTEPUHY.

ATopBacTaTUH € CeJIEKTUBHUM KOHKYypeHTHUM iHridiTopom 'MI-KoA-penykTasu,
(epMeHTy, Bi SKOTO 3aJIeKUTh IMIBUAKICTh IEPETBOPEHHS 3-TiIPOKCHU-3-
METUITIyTapuiI-KohepMeHTy A y MeBaJIOHAT, PEYOBUHY-IIONIEPEOHUK CTEPOJIB, ¥ TOMY
YUCJIL XOJIECTEPUHY.

B excnnepuMeHTaIbHUX MOMEJIIX Y TBAPUH aTOpBacTaTUH 3HUXKYE PiBEHb XOJIECTEPUHY
Ta JIIIOMPOTEIHIB y IJIa3Mi KpoOBi miyisgxoM iHriOyBauHs y nedinii 'MI'-KoA-penykras3u
i CHHTe3y X0JIeCTEPHUHY Ta HIJITXOM 30iIbIIIeHHS KiJIbKOCTI IIeYiHKOBUX PEIenTopiB
JIIIONPOTEIHIB HU3bKOI IIibHOCTI (JITTHII) Ha moBepXHi KITITUH OJIS MOCUJTIEHHS



MOTrTMHaHHA Ta KaTtabomnizmy JITTHIII; aTopBacTaTUH TaKOXK 3MEHIITyE ITPOAYKYBaHHS
JITTHIII Ta KiIbKiCTh IMX YaCTUHOK.

ATopBacTaTuH, §IK i oro meski MeTaboJ1iTH, € papMaKoJIOTiYHO aKTUBHUM Y JTIOOUHU.
['omoBHUM MiclieM [il aTopBacTaTUHY € ITeYiHKa, siKa Biflirpa€ roJIOBHY POJIb ¥ CUHTE3I
xonecTepuny Ta KiipeHci JITTHII. [To3a mikapchKoro 3aco0y, Ha BiIMiHYy Bif
CHUCTEeMHOI KOHIIeHTpaIlil TikapCchKOT0 3aco0y, Kpallle KOPeJIloe 3i 3MEeHIIIeHHSIM PiBHS
xosnectepuny JIITHII. InguBinyanbHuit migbip go3u nikapchbKoro 3acoly ciifg
3OiMCHIOBATH 3aJIe’KHO Bif TepameBTHUYHOI BignoBimi (muB. po3ain «Cmocid
3aCTOCyBaHHS Ta JO3U»).

dapmakoKiHemuka.

BCcMOKTyBaHHS.

ATopBacTaTUH IMIBUAKO aOCOPOYETHCS MiCIIA IepOopPabHOTO 3aCTOCYBaHHS,
MaKCUMaJibHa KOHIIEHTpallis U0ro y njaa3Mi Kposi (Cmax) OOCATAETHCA NIPOTATOM 1-2
roguH. CTyninbk abcopOiril 3pocTa€ NPOIOPIIMHO M0 MO3U aTOpBacTaTuHy. AGCOJTIOTHA
0iogOCTYyIIHICTh aTOpPBACTaTUHY (BUXIMHUY JTiKapChKUM 3aci®) CTaHOBUTHL MPUOIIU3HO
14 %, a cucteMHa 0iOOOCTYITHICTh iHTiIOyBambHOI aKTUBHOCTI 1mogo ['MTI'-KoA-
penykTa3u - cTaHOBUTH ITpubsu3H0 30 %. HU3bKy CUCTEMHY JOCTYITHICTh JTIKapChKOTO
3aco0y IMOB’SI3YIOTh 3 IEPEACUCTEMHUM KIIipEeHCOM Yy CIIM30Biil 000JIOHIII IITYHKOBO-
KHMIITKOBOT'O TPAKTy Ta/abo nmepegcucTeMHolo OioTpaHcdopMaliiero y meuiniri. Xova ixka
3MeHIIIy€e MIBUAKICTh Ta CTYIiHb abCcopO1lil TikapchKOro 3aco0y npubnmusHo Ha 25 % Ta
9 % BIOMIOBIAHO, BUXOOSYHM 3 ITIOKA3HUKIB Cmax Ta AUC (mnoitia mig KpuBOIO
«KOHIIeHTpallis-4ac»), 3HUKeHHS piBHA xonectepuny JIITHII € mogiOHMM He3anexXHO
BiZl TOTO, 3aCTOCOBYETHCS JTiIKapChKUM 3acibd 3 iketo abo okpeMo. ITpu 3acTocyBaHHI
aTopBacTaTHUHY BBedepi MOT0o KOHIIEHTPALlis y Ijla3Mi KpoBi Oyna HUXK4Y010 (MpubIn3HO
Ha 30 % pgnsa Cma
xonectepuny JIITHIIl € ogHaKOBUM He3aJIeXXHO Bifl YaCy 3aCTOCYBAHHS JIIKAPCHKOI'0

L Ta AUC), HiX npu paHKOBOMY npuriomi. OgHakK 3HUKEHHS PiBHSA

3aco0y (muB. po3min «Cnocib 3acTOCyBaHHS Ta JO3U»).
Pozsnonin.

CepeqnHiii 06’eM po3mOiNy aToOpBaCTaTUHY CTAaHOBUTDL pubnu3uo 381 mitp. IToHanm
98 % mikapcbkoro 3aco0y 3B’sI3yeThCs 3 Oilkamu mna3Mu KpoBi. KoHIleHTpalliiiHe
CIIiBBigHOIIIEHHS KPOB/IJia3dMa, 10 CTAaHOBUTL Ipubnu3Ho 0,25, BKa3ye Ha IoraHe
IMPOHMKHEHHS JIiKapChKOTr0 3aco0y B epUTPOIIUTHU. Ha mifmcTaBi cnocTepekeHsb y
TBApUH BBaXKa€ThCH, III0 aTOPBACTaTUH 3aTHUM MPOHUKATU Y TPYAHE MOJIOKO (OUB.
po3ninu «IIpotunokalaHHsa» Ta «OcoOIUBOCTI 3aCTOCYBaHHS»).

MeTaboJ1i3zM.




ATopBacTaTHUH iHTEHCUBHO MeTabO0Ii3yeETHCS OO OPTO- Ta MaparifpoOKCUILOBaHUX
MMOXiTHUX i PI3HUX IPOOYKTiB B-OKMCHEHHS. [Ipu mocmimKeHHSX in vitro iHTiOyBaHHS
I'MTI'-KoA-peoyKTa3u OpTO- Ta NaparigfpoKCUIbOBaHMMU MeTabosiTaMu eKBiBajleHTHE
iHribyBaHHIO aTopBacTaTuHOM. [Ipubnu3Ho 70 % LUMPKyIIOBaIbHOIL iHTi6iTOPHOI
akTuBHOCTI mono 'MI'-KoA-penykTa3u MoB’sgi3aHe 3 aKTUBHUMU MeTabOoJIiTaMu.
IocmigzKeHHs in vitro cBim4aTh PO BaXKIUBICTh MeTab0J1i3My aTOpBacCTaTUHY
nuToxpoMoM P450 3A4, 110 y3roaXKyeThCs 3 MiOBUIIIEHO KOHIIEHTPAIIi€I0 JIIKapChKOr 0
3aco0y B m1a3Mi KpOBi JIIOOUHY ITiCJIE OMHOYACHOI'O 3aCTOCYBAaHHS 3 ePUTPOMIITUHOM,
BimoMuM iHTiGiTOpPOM 1IHOTO i30bepMeHTY (OUB. Po3[inn «B3aemopist 3 iHIIUMU
JIiIKapChKUMHU 3aco0aMU Ta iHIIN BUOU B3a€EMOMil»).

Exckpernis.

ATopBacTaTUH Ta MOro MeTaboJIiTH BUBOASTHCS T'OJIOBHUM YHHOM 3 JKOBYIO ITiC/Is
IMe4YiHKOBOT0 Ta/abo Mmo3are4iHKoBOro MeTabo0s1i3aMy, ogHaK Iiel JTiKapChKui 3acio,
O4YEeBHUOHO, HE 3a3Ha€ KUIIKOBO-IIEYiHKOBOl penupKynalil. CepenHiu mepion
HalliBBUBEOEHHS JIiIKapChKOTr0 3aco0y 3 m1a3Mu KPOBi TIOAMHYN CTaHOBUTDH IIPUOIU3HO
14 roguH, ane nmepion HaOiB3MEHIIIEHHS iHTi0iTOPHOI aKTUBHOCTI 100 I'MI'-KoA-
penykTa3u cTaHoBUTH Bim 20 mo 30 roguH yepe3 BHECOK aKTUBHUX MeTaboriTiB. [Ticns
IepopasibHOT0 3aCTOCYBAHHS JIiIKapChKOT0 3aco0y 3 ceuero BUMIISIETLCS MEHIIIe Hixk

2 % pmo3u.

ITonyaauii xaopux

[MauienTu miTHHOrO BiKy. KOHIIeHTpallil aTopBacTaTUHY B IIJIa3Mi KPOBi € BUILIUMU
(mpubnu3xHo 40 % mns CmaX Tta 30 % g AUC) y 3mopoBuUx H0OPOBOJIBIIB JIITHEOTO
BiKY (BiKOM Biff 65 pPOKiB), Hi2K Y MOJIOOUX MHaIliEHTIB. € gaHi Ipo OiNbINNE CTYITiHb

3auxkeHHs JITTHII npu 3acTocyBaHHI Oyab-gKOI MO3HU JIiIKapChKOT0 3aco0y y IMallieHTiB
JIITHBOTO BiKy MOPIBHSTHO 3 MOJIOOMMM TIallieHTaMu (OuB. po3min «OcobIMBOCTI
3aCTOCyBaHHS»).

Hitu. YABHUU KJTipEHC IIpPU IIepopalbHOMY 3aCTOCYBaHHiI aTOpBacTaTUHY y OiTen
BUSBUBCS MOOIOHUM [0 KJIIPEHCY Y DOPOCIIUX JIIoel Mpu MaciuTaOyBaHHI
aJIOMETPUYHO 3a MacoIO Tijla, OCKiJIbKM Maca Tina OyJia eguHOI0 3HAaUYHOIO KOBapiaToio
B IONyJIALiNHIN (papMaKOKIHETUYHINM MOJeJIi aTopBaCTaTUHY 3a JaHWMU BiIKPUTOTO 8-
TUXKHEBOI'O IOCIIIXKEHH, IKe BKJII0YAJI0 pe3yJIbTaTu OiTeH i3 reTepO3UroTHO
CciMenHOI0 rimepxonecrepuHemicero (BikoM Big 10 mo 17 pokis, n=29).

CraTth. KoHIleHTpallil aTopBacTaTUHY B IIJIa3Mi KPOBi 2KiHOK BiIpi3HSAIOTHCS Bif

KOHIIeHTpalliil y mjia3Mi KpoBi 40J10BiKiB (mpubnusHo Ha 20 % Buile s Cm . Ta Ha

a
10 % uuxue gnsg AUC). OgHak HeMae KJTIHIYHO 3HA4YyIIol BiAMIHHOCTI Y 3HMKEHHI
piBHs xonectepuny JITTHII] nmpu 3acTocyBaHHi JIikapChbKOTro 3aco0y y 4YOJIOBiKiB Ta

KIiHOK.



[TopymeHHs: QyHKII1 HUPOK. 3aXBOPIOBAHHS HUPOK HE MalOTh BIJIMBY Ha

KOHIIEHTpAIIil0 aTOPBAaCTAaTUHY y IJIa3Mi KPOBi a00 Ha 3HUXKEHHS XOJIeCTEePUHY
JIITOMMPOTEIHIB HU3BbKOI ITinbHOCTI (XC-JITTHIII), TOMy KOPUT'yBaHHS 03U JIiIKapChbKOTO
3aco0y a4 MallieHTiB i3 mopylIeHHAMU GYHKIII HUPOK He MOTPiOHe (AuB. po3minu
«OcobnmuBOCTi 3acTocyBaHHSA» Ta «CIiocib 3aCTOCyBaHHS Ta HO3U»).

I'emopiani3. He3Baxkatouu Ha Te, IO Y HAIl€HTIB i3 TepMiHa/IbHOIO CTadi€l0

3aXBOPIOBaHHS HUPOK [OOCIIIXKEHHSA He IPOBOOUJIMCH, BBAXKAETHCH, 1110 reMofiai3 He
ITiABUITY€E 3HAYYIIIMM YMHOM KJIipeHC aTOpBaCTaTUHY, OCKiTbKHU JIiIKapChbKUM 3acid
iHTEHCUBHO 3B’I3y€THCA 3 OiJIKaMu IJIa3MU KPOBI.

ITeuinkoBa HegocTaTHICTE. KOHIIEHTpAalliss aToOpBacTaTUHY Y IIJla3Mi KPOBi IIOMITHO

IMigBUIIEeHa Y IMalli€HTiB i3 XpOHIYHOIO aJIKOTOJILHOIO XBOPOOOIO MeYiHKN. 3HaUYEeHHSI
IIOKa3HUKIB Cmax Ta AUC y 4 pa3u BuUllll y NaLi€HTIB i3 3aXBOPIOBAHHAMU [I€YiHKU
Kjacy A 3a mkasnorw Yaunma-I1'ro. ¥ nmamieHTiB i3 3aXBOproBaHHSIMU IEeYiHKU Kijiacy B
3a mwkasow Yaunpa-I1'to 3HaueHHs IOKa3HUKIB Cmax Ta AUC nigBUIyrOTHCS
npubnu3Ho y 16 Ta 11 paziB BigmoBigHO (OuB. po3main «IIpoTuoka3aHHSI»).

IlocmigKeHHs B3aEMOil TiKapCchKuX 3aco0iB. ATopBacTaTUH € CyOCTpaTOM MEe4YiHKOBUX

TpaHcnopTepiB, OATP1B1 ta OATP1B3 TpancnopTepiB. MeTaboniT aTOpBacCTaTUHY €
cyoctpatamu OATP1B1. ATopBacTaTUH TaKOXK ifeHTUGIKyeEThCSA SIK CyOcTpaT
edrokcHOro TpaHcnopTepa Oinka Pe3nuCTEeHTHOCTI paky Mono4Hoi 3anmo3u (BCRP),
SIKUM MOKe 00MexKyBaTU KMIIKOBY abCcopOIlito i 2KOBYHUM KJIipeHC aTOpBaCTaTUHY.

Tabmnuisa 1

BruB ogHOYACHO 3aCTOCOBYBAHUX JIIKAPCHKUX 3aC00iB Ha papMaKOKiHETUKY
aTOPBACTATHUHY

ATopBacTaTUH
OpHO4YaCHO 3aCTOCOBYBaHi
IpernapaTu Ta PpexXuM .. ..
P P P CuiBBigHoimeHHs |CIiBBigHOIIEHHS
OO3yBaHHA H03a (Ml")
AUuC c &
max

10 mr 1 pa3 Ha
moOy BIIpoOoBXK 8,69 10,66
28 mHiB

#I_[HKHocnopI/IH 5,2 Mr/kr/mo0y,
ctabinbHaA mo3a




#TanaHaBip 500 Mr 2 pa3u Ha

10 mr, pa3osa

noOy/ putoHaBip 200 Mr 2 pa3u 038 9,36 8,58
Ha mo0y, 7 OHiB A
#FHeKaHpeBip 400 mr 1 paz Ha |10 mr 1 pa3 Ha
noOy/ mibpenTacip 120 mr 1 moOy BIIpoAoBxkK (8,28 22,00
pa3 Ha moOy, 7 mHiB 7 mHiB
# . .
T 750 8 |20 mr,
enanpeBlp. MT" KOXKHi MT, pa3oBa 7 88 10,60
roouH, 10 gHiB Io3a
#, leCaKBiHaBip 400 mr 2 pa3zu |40 mr 1 pa3 Ha
Ha moOy/putoHaBip 400 mr 2 moOy BrpomoBxk 3,93 4,31
pa3u Ha goby, 15 gHiB 4 nHiB
#En6aCBip 50 mr 1 pa3 Ha Oo0y/
) 10 mr, pa3oBa
rpasonpesip 200 mr 1 pa3 Ha 1,94 4,34
. mo3a
no6y, 13 mHiB
#CHMenpeBip 150 mr 1 pa3d Ha |40 Mr, pa3oBa
. 2,12 1,70
no6y, 10 oHiB mo3a
# ) 80 mr 1 pa3 Ha
Knapurpominua 500 Mmr 2
. moOy BIIpodoBxkK (4,54 5,38
pa3u Ha goby, 9 nHiB )
8 mHiB
#JIapyHaBip 300 Mr 2 pa3u Ha
n06y/ putoHasip 100 mr 2 pasu |10 Mr 1 pa3s Ha
Ha 106y, no0y BnpogoBxk 3,45 2,25
4 nHIiB
9 mHiB
#ITpaKOHa3OJ'I 200 mr 1 pa3 Ha |40 Mr, pa3oBa
3,32 1,20

mo0Oy, 4 mHi

OJ03a




JletepMmoBip 480 mr 1 pa3 Ha

20 Mr, pa3oBa

3,29 2,17
noOy, 10 oHiB mo3a
#®ocaaneHaBip 700 Mmr 2 10 mr 1 pa3 Ha
pa3u Ha gobOy/putoHasip 100 mr |moOy BrpogoBX 2,53 2,84
2 pa3u Ha no0y, 14 nHiB 4 mHiB
10 1
#d)ocaaneHaBip 1400 mr 2 VT S pas Ha
. moOy BripogoBxkK (2,30 4,04
pa3u Ha moby, 14 nHiB .
4 nHIB
10 mr 1 pa3 Ha
#Hend)iHaBip 1250 mr 2 pa3u P
) moOy BIipoOoBxk (1,74 2,22
Ha mo0y, 14 mHiB .
28 mHiB
#Fpeﬁn(bpyTOBHfI cik, 240 mn1 1 |40 mr 1 pa3 Ha 137 116
pa3 Ha moby* ifeloys ' ,
Huntiazem 240 mr 1 pa3 Ha
4 1
no6y, O mr 1 pas Ha 1,51 1.00
ifeloys
28 mHiB
E i 500 4 10 1
pHTpOMlLFI/IH mr 4 pa3u Ha mr 1 pa3 Ha 133 138
moOy, 7 mHiB noGy
80 mr 1 pa3 Ha
Ammnopurnin 10 Mr, pa3oBa go3a P 1,18 0,91
ro0y
10 1 pa3 Ha
LHumetunuu 300 mr 4 pa3u Ha MU L pasH
moOy BripomoBxk |1,00 0,89

mo0y, 2 TUXKHI

2 TUZKHIB




Konectunon 10 r 2 pa3u Ha 40 mr 1 pas Ha

He
Ro0y, no0y BIIPOAOBXK 0,74**
3aCTOCOBYETBCH

24 TIOKHI 8 THUXKHIB

10 mr 1 pa3 Ha
moOy BripogoBxk (0,66 0,67
15 guiB

Maasnokc TC® 30 mi 4 pa3u Ha
noOy, 17 gHiB

Edasipens3 600 mr 1 pa3 Ha
10 Mr BIipomoBxk

106y, 0,59 1,01

3 OHiB
14 nouis s

#PH(l)aMHiH 600 mr 1 pa3 Ha

Ro0y, 40 mr 1 pa3 Ha
5 1,12 2,90
7 OHIB (IIp¥ OOHOYaCHOMY noby
3aCTOCYBaHHI) T
#PH(baMHiH 600 mr 1 pa3 Ha
40 1
106y, mr 1 pa3 Ha 0,20 0.60
noGy
5 OHiB (OKpeMuMHu J03aMu) T
#l"eM(bi6po31/m 600 mr 2 pasu (40 mr 1 pa3 Ha 135 100
Ha no0y, 7 OHiB noGy ’ ’
#CDeHoqoiGpaT 160 mr 1 paz3 Ha (40 mr 1 pa3 Ha 103 102
o0y, 7 nHiB o0y ’ ’
# .
b 800 3 40 1
OLIETIPEBIpP Mr 3 pa3u Ha mr 1 pa3 Ha 2.3 2,66

mo0y, 7 mHiB nooy

& CriBBigHOIIEHHS 3a METOJaMHU JIiKyBaHHS (OgHOYaCHE 3aCTOCYBaHHS JIIKAPCHKOT O
3aco0y 3 aTopBaCTaTUHOM IIOPiBHSHO i3 3aCTOCYyBaHHSAM aTOPBaCTaTUHY OKPEMO).



# Mna OoTpUMaHHA iH(popMalIlil Ipo KIiHIYHY 3HaYyLIIiCTh JUB. po3aiiu «B3aemomisa 3
iHmUMU JTiKapChKUMHU 3acoOaMu Ta iHII BUAM B3aeMOmit» Ta «OcobmuBOCTI
3aCTOCYBaHHS».

* TToBimomunsinocs mpo Oinburi mipgsuinenss AUC (coiBBigHomenHst AUC go 2,5) Ta/a6o
Cmax (crriBBimHOIIIEHHS CmaX mo 1,71) npu HagMipHOMY CIIOKWBaHHI rpeunpyTOBOTO
coky (750 M - 1,2 miTpa Ha gody abo OinbIme).

** CriBBigHOIIIEHHS, 1110 I'PYHTYETHCSA Ha ONUHUYHIN BUOip1i, B3aTiM yuepe3 8-16 rogun
Iicsi 3aCTOCYBaHHS JO3U.

T Yepes MexaHi3M NOABiMHOI B3aEMOil pudaMIiHy peKOMEeHOYyEThCSI OQHOYacHe
3aCTOCYBaHHS aTOpPBAacTaTUHY 3 pudaMIiHOM, OCKiIbKM OyJI0 IOKa3aHo, II10
BiICTpOUYEHUM IIPUNOM aTOPBAaCTaTHUHY ITiCJIA 3aCTOCYyBaHHS puUdaMmIiny OB s3aHUU 3i
3HAYHUM 3HUXKEHHSM KOHIIEHTpAallil aTOpBacTaTUHY y IJjia3Mi KPOBi.

¥ Ilo3a KkoMm0OiHallil MpenapaTiB caKBiHaBip + PUTOHABIP y IIbOMY OOCJIiAXKEHHi HE €
KJIIHi9YHO 3aCTOCOBYBaHOIO [03010. [1igBUIlleHHSI €KCIIO3UIlil aTOpBaCTaTUHY IIPHA
3aCTOCyBaHHIi y KJIiHIYHUX yMOBax, iMOBipHO, Oy[e BUILMM, HiXK Te, II[0 CIIOCTepiramocs
y LIbOMY OOCHigXKeHHi. ToMy 3aCTOCOBYBaTH IIpenapar Ciif 3 00epeXHiCTIo Ta Y
HaMHUXKYil HeoOXigHil mo3i.

Tabnuisa 2

BnnuB aTopBacTaTHHY Ha (hapMaKOKiHETHKY OOQHOYACHO 3aCTOCOBYBAHUX JIIKAPCHKUX
3aco0iB

OmHO4YacHO 3aCTOCOBYBaHUM ITiKapChbKUM 3acib Ta pexkuM
NO3yBaHHSA

ATopBacTtaTuH
CuisBigmHoienHs |(CHOiBBiOHOIIIEHHS

JlikapchKui 3aci6/mo3a (Mr)
AUC C

max

80 mr 1 pa3 Ha .
ArTunipus 600 mr
no0y BITPOOOBXK 1,03 0,89

) OOHOPAa30BO
15 gHiB




80 mr 1 pa3 Ha

#J:[I/IFOKCI/IH 0,25 mr 1 pa3 Ha
no0y,

4 mHiB

MT 2 pa3u Ha mo0y, 14 nHiB

no0y BIIPOOOBXK 1,15 1,20
10 gHiB 20 mHiB
[lepopanbHi KOHTpauenTusu 1
40 Mr 1 pas Ha  |pa3 ma moGy, 2 Micsmi:
mo0y BITPOOOBXK
22 mHIB e HOPETUCTEPOH 1 Mr 1,28 1,23
e eTUHiNIeCcTpagiosn 35 MKI
1,19 1,30
Tunpanasip 500 Mr 2 pa3u Ha
10 mr 1 pa3 Ha )
o6 noOy/puTtoHasip 200 Mr 2 1,08 0,96
HRODY pa3u Ha moOy, 7 mHiB
10 mr 1 pa3 Ha
® ip 1400 2
pa3u Ha moby, 14 mHiB
4 mHiB
10 mr 1 pas na ®ocammpeHasip 700 mr 2
AoGy BIPOAOBXK pa3u Ha moby/purtonasip 100 |0,99 0,94

# s oTpuMaHHS iHpopMallil Tpo KIiHiYHYy 3HAYYILIiCTh OUB. PO3Min «B3aeMomisa 3

iHIMIMMU JTiKapChKUMHU 3acoO0aMM Ta iHII BUOW B3a€EMOIi».

IToxa3aHHSA

3anobizaHHA cepu,eso-CYOUHHUM 3aX80PHOBAHHAM Yy OOPOCAUX.

I mopocnux mallieHTiB 0e3 KITiHIiYHO BUpPaXKeHO] illeMiyHol XBOpoOu ceplid, aje 3
OekinbKoMa akKTopaMu PU3UKY PO3BUTKY illIeMidyHOI XBOPOOU CepIisi, TAKUMH SIK BIK,

TIOTIOHOMAJIiHHS, apTepiajibHa TinepTeH3isd, HU3bKUU PiBEeHb JIIIOMPOTEIHIB BUCOKO1

mrinpHOCTi (JITIBII) a60o HasiBHICTh paHHBOI illleMivHOI XBOPOOU CepIls Yy CiMeHOMY

aHaMHe3i, aTOpBAaCTaTUH MOKAa3aHUH OJIs:

e 3MEHINIEHHSI PU3UKY BUHUKHEHHS iHpapKTy MioKap[a;




e 3MEHIIIEHHSI PU3UKY BUHUKHEHHS iIHCYIbTY;
e 3MEHIIEHHS PU3UKY IPOBEEHHS IIPOLeNyP PeBacKyisgpu3allil Ta CTeHOKapmii.

I maienTiB i3 1ykpoBuM giabetoM II Tuny Ta 6e3 KIiHIiYHO BUpaxKeHOol ilmeMiyHoil
XBOpOOU ceplis, ane 3 KimbKoMa (pakKTopaMu PU3HUKY PO3BUTKY illIeMidHO1 XBOPOOU
ceplilsi, TAKMMMU K PEeTHUHONAaTisA, anbOyMiHypis, TIOTIOHONaIiHHS abo apTepiaabHa
rimepTeHsis, JTiKapchbKui 3acib mokasaHuM Os:

e 3MEHIIEHHS PU3UKY BUHUKHEHHS iHQapKTy MioKapaa;
e 3MEHIIEHHS PU3UKYy BUHUKHEHHS iHCYIIbTY.

II1s1 maItieHTiB i3 KITiHIYHO BUPaXKeHOIo illeMiYHO00 XBOP000I0 ceplis JTiKapChKUl 3acid
IIOKa3aHUM OJIsi:

e 3MEeHIIIEHHS PU3UKY BUHUKHEHHS HeJIeTaJIbHOTO iHpapKTy MioKap/aa;

e 3MEHINIEHHS PU3UKY BUHUKHEHHS JIETAJIbHOT'O Ta HeJIeTaJIbHOT O iHCYIIbTY;

e 3MEHINEHHS PU3UKY NIPOBEOEHHS NPOIEayp PeBacKyJIsapu3aliil;

e 3MEHIIIEHHS PU3UKY roCHiTani3allil y 3B’sI3Ky i3 3aCTiMHOIO CEPIIEBOIO
HeOmoCTaTHICTIO;

e 3MEeHIIIEHHS PU3UKY BUHUKHEHHS CTEHOKapil.

I'inepainioemis.
Y dopocaux nauienmis.

e fIK MOIIOBHEHHS [0 Hi€TH, 1100 3MEHIINTH IIiABUINIeHNI PiBeHb 3arajibHOI0
xonecTtepuny, xonectepuny JIITHII, anominonpoTeiny B Ta Tpuriinepunis, a
TAKOXK [JId HifBUILleHHs piBHA xoyiecTepuny JIIIBIII y maiieHTiB i3 I€pBUHHOIO
rimepxojieCTepuHEMIEIO (TeTEPO3UTOTHOIO CIMENHOI0 Ta HECIMENHOI) Ta
3MmimaHoo nuchinigemieio (tunu Ila ta IIb 3a knmacudikaiieo ®penapikcoHa).

e K OOTIOBHEHHS OO0 OIETU OIS JIIKyBaHHS IAILIEHTIB i3 HiABUILIEHUM PiBHEM
TPUTJILIEPUAIB y cupoBaTili KpoBi (tun IV 3a knacudikaiieo ®peapikcoHa).

e JIms1 MiKyBaHHS MAlliEHTIB i3 mepBUHHOIO nucOeTaninonporeinemieto (tum III 3a
Kinacudikaniero ®penpikcoHa), y BUnagkKax, KOJIU JOTPUMaHHSA OIE€ETU €
HeIOCTaTHLHO e(DEKTUBHUM.

e Jl71g 3MeHIIIeHHs 3arajlbHOTO X0JieCTepuHy Ta xojiecTepuny JIITHII y naitieHTiB i3
TOMO3UTOTHOIO CIMENHOIO0 rinepxojieCTepUHEMI€I0 OIIOBHEHHS OO IHIITUX
rinominigeMiyHux MeTOmiB MiKyBaHHS (Hanmpukiaamn, adpepes3 JITTHII), abo skiio
TaKl METOOU JIIKyBaHHS HEOOCTYIIHI.

Y Oimedi.

e {K MOTIOBHEHHSA [0 OIETU OJi 3MEHILEHHS PiBHS 3araJIbHOTr'0 X0JIECTEPUHY,
xonectepuny JITTHIII Ta anoninonpoTeiny B y XJIOMYMKIB Ta miBYaT IiCA



nmoyaTkKy MeHCTpyanii BikoM Big 10 mo 17 poKiB i3 reTepO3UTr0OTHOK CiIMENHOI0
rimepxojieCTepuHEMI€I0, SIKIIO MiCJIs BiAIIOBiAHOI Oi€eTOTeparril
pe3yJbTaTu aHasli3iB TakKi:

a) xonectepun JITTHII 3anuinaerses 3 190 mr/on (4,91 mmonw/n) abo;
0) xonectepun JITTHIII 3 160 mr/gn (4,14 MmMonb/n) Ta:

e Yy CiIMEMHOMY aHaMHe31 HasiBHI PaHHI CepleBO-CyOUHHI 3aXBOPIOBAHSI;
e Ba abo Oinbile iHIMMX (GaKTOPiB PU3UKY PO3BUTKY CEPIIEBO-CyOUHHUX
3aXBOPIOBaHb HasABHI y IallieHTa OUTAYOr0 BiKYy.

IIporunnoka3aHHs

AKTHUBHe 3aXBOPIOBAHHSA MEYiHKH, IK€ MOXKe BKJIIOYATH CTiliKe MiTBUIIIeHHS
PiBHIB Me4YiHKOBUX TpaHCaMiHa3 HEBiJOMOI €Tionoril.

lnepuyTnusicTh A0 OyAb-IKOTO 3 KOMIIOHEHTIB IIOTO JIiKapChKOT0 3aco0y.

BaritHicTb.

[Tepionm rogyBaHHS I'PYALEO.
B3aemoaisi 3 iHOIMMH JTiKapChbKHMH 3acCo00aMHu

Pu3uk po3BUTKy MionarTil mif 9ac JIiKkyBaHHSI CTaTUHaAMM ITiABUIINYETHCS y pa3i
OMHOYACHOTO 3aCTOCYyBaHHSA MOoXigHUX (iOPOEBOI KMCIIOTH, JimimoMonudikalliiHux 103
HiallUHY, IIUKJIOCIIOPUHY abo nmoTyxkHux iuriditopis CYP 3A4 (Hanmpuknafm,
KJIapUTPOMIilMHY, iHTi06iTopiB mpoTeas3u BIJI i Bipycy rematuty C Ta iTpakoHa30I1y)
(muB. po3minu «®apMaKoIOTiyHi BIaCTUBOCTI» Ta «OCOBGIMBOCTI 3aCTOCYBAaHHS»).

ITomyoicHi iHe2ibimopu CYP 3A4. ATopBacTaTuH MeTab0JIi3yETLCS IIUTOXPOMOM

P450 3A4. OpHOoYyacHe 3aCTOCyBaHHS JIiIKApPChKOT0 3aco0y 3 MOTYKHUMHU iHTiOiTOpaMu
CYP 3A4 Moxxe npu3BECTHU OO MiABUIIEHHS KOHIIEHTPAallil aTopBacTaTUHY y MJjia3Mi
KpoBi (guB. Tabmuio 3 Ta meTanbHy iHpoOpMallito, HaBegeHy HuUXK4e). CTyniHb
B3a€eEMOil Ta MifgcuIeHHs Ail 3ayeaThb Bifg MiHnuBocTi BonuBy Ha CYP 3A4. Crig 3a
MOZKJIMBOCTi YHUKATH OOQHOYACHOTO 3aCTOCYyBaHHS 3 MOTYyKHUMU iHTi6iTopamu CYP
3A4 (Hanpukiag, i3 QUKJIOCIIOPUHOM, TEJIITPOMIIMHOM, KJIapPUTPOMILIMHOM,
nenaBipOuHOM, CTUPUIIEHTOJIOM, KETOKOHAa30JI0M, BOPUKOHA30JI0M, ITPaKOHAa30JI0M,
II0CAaKOHAa30JI0M, OeAKMMHU IIPOTUBIPYCHUMMU IIperapaTaMu i JiikyBaHnHsa HCV
(Hanmpukinaz, enbacBipy/rpa3onpeBipy) Ta iHridiTopamu npotea3 BIJI, 30kpema
PUTOHABIPOM, JIOIIiHABIPOM, aTa3aHaBipoM, iHOUHAaBIpPOM, JapyHaBipoM). AKII0
HEMOXKJIMBO YHUKHYTH OOQHOYACHOTO 3aCTOCYBaHHS LIUX JIiIKapChKUX 3acobiB 3
aTOPBACTAaTUHOM, CJIil PO3TISTHYTU MOXKJIUBICTh 3aCTOCYyBaHHS MEHIIIO1 TOYaTKOBOL Ta
MaKCHMaJIbHOl 03 aTOpBacTaTUHY. TaK0XK PEKOMEHOYETHCI IIPOBOOUTY HAJIEXKHUU
KJIiHIYHUU MOHITOPUHT CcTaHy naunieHTa (quB. Tabnuirio 3).



[TomipHi inribiTopu CYP 3A4 (Hanmpukiajg, epUTPOMIlIUH, OUITia3eM, BepalaMia Ta
(b;1I0KOHA3071) MOXKYTh IIiOBUIITYBATH KOHIIEHTPAIIilI0 aTOPBACTAaTUHY Yy IIJIa3Mi KPOBi
(muB. Tabnuinto 1). OmgHO4YacCHe 3aCTOCYBaHHS €PUTPOMIIIMHY Ta CTaTUHIB
CYIIPOBOMXKYETHCS MiABUIIIEHHSIM PU3UKY PO3BUTKY Miomnartii. [JocnigKeHHS B3aEMOil
JIiKapChbKUX 3aco0iB [Jis OL[iHKHY BILJIMBY aMiofapoHy abo BepalaMijly Ha aTopBaCcTaTuH
He IPOBOOMJIMCE. BimoMo, 1110 aMiofapoH Ta BepalaMijl IPUTrHiYylOTh aKTUBHICTh

CYP 3A4, Tomy ogHO4YacCHe 3aCTOCYBaHHS IIUX JTiKapChbKHUX 3aC00iB 3 aTOPBAaCTaTUHOM
MO2Ke ITPU3BECTU A0 30iNbIlIeHHs eKCIIO3UIlil aTopBacTaTUHY. TaKUM YUHOM, IIPU
OOHOYACHOMY 3aCTOCYBaHHI aTOpBacTaTHUHY Ta IuX ImoMipHux inriditopiB CYP 3A4 cnmin
PO3IJIAHYTU MOXKJIUBICTh IIPU3HAYEHHS MEHIINX MaKCUMaJIbHUX 03 aToOpBacTaTUHY
Ta IPOBEOEHHs KIIIHIYHOIr0 MOHITOPUHTY CTaHy IalieHTa. TaKoX KIIiHIYHUYI
MOHITOPUHT CTaHy NallileHTa PeKOMEeHI0BaHO IIPOBOOUTH IIiCJId II04YaTKy JIIKyBaHHSA
iHri6iTopom abo Iicnst KOpekKiiil oro go3u.

I'petingppymosuti cik. MictuTb oguH abo Oinbllle KOMIIOHEHTIB, 110 iHTiOyioTh CYP 3A4
Ta MOXKYTb IIiABUIIYBAaTU KOHIIEHTPAI[il0 aTOPBAaCTaTUHY y MJia3Mi KpOBi, 0COOIUBO IIpHU
HaOMipHOMY CIIOXKMBaHHI rpeUrnndpyToBoro coky (Oinbiae 1,2 miTpa Ha moOy).

KaapumpomiuuH. 3HaueHHss AUC aTopBacTaTUHY 3HAYHO HigBUIIYBaJIOCh IPU
OOHOYACHOMY 3aCTOCYBaHHI JIikapCchKOTo 3acoby y mo3i 80 MTI' Ta KJIapuUTPOMIIIUHY
(500 Mr 2 pa3u Ha m00y) MOPiBHSAHO i3 3aCTOCYBaHHSM TilIbKM aTOPBaCTaTUHY (OUB.
po3min «®apMaKoOJIOTiYHiI BIacTHUBOCTI»). OTXKe, MalliEeHTaM, SKi IPUKUMalOTh
KJIapPUTPOMIIIMH, ClIii 3 00epexkKHiCTI0O 3aCTOCOBYBAaTHU aTOPBacTaTUH y A03i Buile 20 Mr
(muB. po3minu «OcobmuBOCTI 3acToCcyBaHHSI» Ta «C1ocib 3aCcTOCyBaHHS Ta [O3U»).

KombiHauis iHeibimopie npomea3s. 3HauenHss AUC aTopBacTaTUHY 3HAYHO
ITiABUITYBAJIOCh IIPU OJHOYACHOMY 3aCTOCYBaHHI JIikapChbKOTo 3aco0y 3 AeKimbKoMa
KoMOiHaIissMu iHTiGiTOPiB MpoTea3u (aAuB. pPo3Mmin «®apMaKOIOTiYHi BIaCTUBOCTI»).
[MamieHTaM, sIKi MpuiMaloTh TUIIPaHaBip + pUTOHaBip abo rinekamnpesip +
mibpeHTacBip, CJifg YHUKATHU OOHOYACHOTO 3aCTOCYBaHHS i3 aTOPBAaCTaTHUHOM.
[NamienTaM, sIKi IpUMalOTh JIOIIiHABIp + pUTOHAaBiIp ab0 cuMenpeBip, TiKapChKUM
3aci6 moTpiOGHO 3aCTOCOBYBATH Y HAMHMUXKYilt HeoOXigHi#M mo3i. [Ij1sa maltieHTiB, AKi
IpUIMalOTh CaKBiHaBIp + PUTOHAaBIP, JapyHaBip + pUTOHaBIp, pocamMIpeHasip,
docamnpenasip + puToHaBip abo enbacBip + rpa3onpesip, Mo3a JIiIKapChbKOT0 3aco0y
He ITOBHHHAa nepeBuillyBatu 20 Mr. [Ipu 3acTocyBaHHI IalieHTaM, SKi IPUUMaIOTh
Hesn(iHaBip, J03a aTOpBaCcTaTUHY He MOBUHHA NepeBuuryBatu 40 Mr, TakKOxX
PEKOMEHYETHCS IPOBEOEHHS PETEIbHOI0 KJIIHIYHOIO MOHITOPUHTY IALliEHTIB (OUB.
po3minu «OcobmuBOCTi 3acTocyBaHHSI» Ta «Croci® 3aCTOCYBaHHS Ta [MO3U»).

ImpakoHasoa. 3HauenHss AUC aTopBacTaTUHY 3HAYHO HiABUIIYBaJIOCh IPU
OJHOYaCHOMY 3aCTOCYBaHHI aTopBacTaTuHy y 003i 40 Mr Ta iTpakoHa3ony y go3si 200
MT (OuB. po3ain «®apMaKoJIOTiyHiI BIacTUBOCTI»). OTXKe, MallieHTaM, SKi IPUKUMaloTh



iTpakoHa3071, citig 6yTu 00epexXHUMH, SIKIIO 103a aTOPBACTaTUHY nepeBuilye 20 mMr
(muB. po3minu «OcobMMBOCTI 3acToCyBaHHsI» Ta «C1oci6 3aCTOCYBaHHS Ta [O3U»).

IlukaocnopuH. ATopBacTaTUH € CyOCTpaTaMU ITIeYiHKOBUX TPaHCIIOPTepiB. MeTabomiTu
aTopBacTaTUHy € cyOcTpaTamu TpaHcrnopTtepa OATP1B1. Iuri6itopu OATP1B1
(HampuKiaz, TUKJIOCIIOPUH) MOXKYTh MiABUITyBaTH 0i0OAOCTYIIHICTh aTOPBaCTaTHUHY.
3HauyeHHs AUC aTopBacTaTUHY 3HAQYHO MigBUIIYBaJIOCh IIPY OOHOYaCHOMY
3aCTOCYBaHHI aTopBacTaTUHY y m03i 10 MI Ta IIUKJIOCHOPUHY Y A03i 5,2 Mr/Kr/moby
MIOPIBHSHO i3 3aCTOCYBAaHHSAM TiJIbLKU aTOpBAacTaTUHY (OuB. po3ain «®apmMakomoriuHi
BJIaCTUBOCTI»). CJIig yHUKATU OOHOYACHOI0 3aCTOCYBaHHS aTOpBaCTaTUHY Ta
IIUKJIOCTIOPUHY (OuB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

Jlemepmosip. OgHO4YacCHe 3aCTOCYBaHHSA aTOpBacTaTUHY y no3i 20 MI Ta 1eTepMOBipy
y mo3i 480 Mr Ha moOy IPU3BOOMIIO OO IiABUIIIEHHS PiBHS BIIJIUBY aTOPBACTATUHY
(coiBBigHOIIEeHHS AUC: 3,29) (guB. po3gin «®apMaKOKiHETHKA»).

JleTemmMOBip ABNSIETLCS iHTiIOiTOPpOM edriokcHUX TpaHcmopTepiB P-gp, BCRP, MRP2,
OAT?2 Ta neuirkoBoro Tpaucrnoptepa OATP1B1/1B3, TakuM 4uHOM BiH IIigBUIIYE
PiBEHBb BIOJIMBY aTOpBacTaTUHY. [l03a aTopBacTaTUHYy He MOBUHHA HepesumyBaTta 20
MT Ha mo0y (muB. po3min «Crocib 3acToCyBaHHS Ta [A03M).

Cryminb onmocepenkoBaHuXx jJikKapcbkux B3aemonin CYP3A ta OATP1B1/1B3 Ha cynyTHi
JIiIKapChKi 3aco0u MoxkKe OyTHU Pi3HOIO ITPU OJAHOYAaCHOMY 3aCTOCyBaHHi JIeTEPMOBIpYy 3
LIUKJIOCIIOPUHOM. 3aCTOCYBaHHS aTOPBACTAaTUHY He PEKOMEHOYETHCA MallieHTaM, AKi
IPUUMAalOTh JIETEPMOBIP OMHOYACHO 3 IIUKJIOCIIOPUHOM.

I'nekanpesip i nibpenmacsip, eabaceip ma 2pa3onpesgip. CynmyTHE 3aCTOCYBaHHS
rieKanpeBipy Ta mibpeHTaBipy abo enbGacBipy Ta rpa30peBipy MoxKe IIPU3BECTH [0
MigBUIIEHHS KOHIIEHTPAIlil aTOpBaCTaTUHY Y IJIa3Mi KPOBi Ta MiABUILEHOT 0 PU3UKY
Mioraril.

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI I'JleKanpeBipy i mibpeHTaBipy 3 aTOpBaCTaTUHOM
IJ1a3MOBa KOHIIEHTPAlIlil aTopBaCTaTUHY IIiABUINYETHCA 00 8,3 pa3a 4aCTKOBO 4Yepes
BCRP, OATP1B1/1B3 ta CYP3A inribyBaHHs, TOMy He pEKOMEHAYETHCSA OOHOYaCHE
3aCTOCYBaHHS aTOpPBACTAaTUHY MalliEHTaM, AKi CyIyTHbO IIPUHUMAaIOTh JTiKapChKi 3acobu,
III0 MIiCTSITh TJIEKAIIPEBip Ta ImibpeHTacBip.

[Tpu ogHOYACHOMY 3aCTOCyBaHHi en0acBipy Ta rpa3oIpeBipy 3 aTOpBaCTaTUHOM
Iy1a3MOBa KOHIIEHTpAllisl aTopBacTaTUHY IIiABUINYETHCS 00 1,9 pa3a 4aCTKOBO yepes
BCRP, OATP1B1/1B3 ta CYP3A inribyBaHHsI, TOMYy 103a aTOpPBacCTaTUHYy He ITOBUHHA
nepesuiryBatu 20 Mr Ha go0Oy IIpu 3aCTOCYyBaHHI HalfieHTaM, SKi CyIyTHLO IIPUUMAaIOTh
JIiKapchKi 3aco0u, 1110 MiCTATh en0acBip Ta rpa3onpesBip (AUB. po3dinu
«®apmakokiHeTuka», «Ocob6MBOCTI 3acTocyBaHHsI» Ta «Crocib 3acToCyBaHHS Ta



OO3U»).

MepnuyHi peKkoMeHaallil 111040 3aCTOCYBaHHS JTiKapChKUX 3ac00iB, 1110 B3AEMOIiIOTh,

mimcymoBaHo y Tabmuii 3 (OuB. TaKOX po3minu «PapMaKoJIOTiuHI BTaCTUBOCTI»,

«0OcobnuBOCTi 3acTocyBaHHSA» Ta «Criocib 3aCTOCyBaHHS Ta HO3U»).

Tab6mnumsa 3.

Bzaemoqii nikapcbkux 3aco0iB, OB’ sI3aHi 3 MiABUIIEHUM PU3UKOM

Mionartii/pabmomiostizy.

JIikapchKi 3aco0u, 110 B3aEMOIIIOTh

MenouuHi peKoMeHaallil
1100 3aCTOCYBaHHSA

LIukiocnopuH, TUIIPaHaBIp + PUTOHABIP, I'JIeKanpeBip +
miOpeHTacBip, JIETEPMOBIP IIPU OTHOYACHOMY
3aCTOCYBaHHI 3 IUKJIIOCIIOPUHOM

YHUKaTH 3aCTOCYBaHHA
aTopBacTaTUHY

KnaputpominuH, iTpakoHa30J1, CakBiHaBip + pUTOHaBip*,
mapyHaBip + pUTOHaBip, pocaMOpeHasip,
docammpeHaBip + puToHaBip, enbacBip + rpa3onpesRip,
JIeTEPMOBIp

He mepesBuiityBatu o3y
20 Mr aTopBacTaTUHy Ha
noGy

Hendinasip

He nepesuinyBaTu no3sy
40 Mr aTOopBacTaTUHY Ha
moOy

JlominaBip + pUTOHAaBIP, CUMEIIPEBIP, NOXiAHI
($pi6prHOBOI KMCIOTH, EPUTPOMIIINH, a30J/IbHi
MMPOTUTPUOKOBI 3acobu, JinmimoMonndikyodi go3u
HiallMHY, KOIXIIIUH

3acTocoByBaTu 3
00epexXHiCTIO Ta y
HalMEeHIIN HeoOXigHil
mo3i

* 3acTOoCOByBaTH Y HaWMeHIII HeoOXigHiM [o3i.

I'em@ibpo3ua. Y 3B’13Ky 3 IIiOBUINIEHUM PU3UKOM MiomaTii/pabmomionisy mpu

ogHo4dacHoMy mputioMi iHri6iTopiB I'MI'-KoA-penykTa3u 3 rem¢piopo3unom ciig

YHUKATHA CYMiCHOT'O 3aCTOCYBAaHHSI aTOPBACTAaTUHY 3 reMpi6po3unoM (OuB. po3min

«OCcOoOIUBOCTI 3aCTOCYBAHHS»).




THwi ¢pibpamu. OcKinbKu BigoMo, III0 PU3UK PO3BUTKY MioIaTil Imifg yac niKyBaHHS
inridiTopamu I'MI'-KoA-penyKTa3u MMigBUNTYETHCS IIPU OOHOYACHOMY IIPUMOMI iHIITHUX
¢dibparTiB, aTopBacTaTuH Ciif 3 00ePeKHiICTI0O 3aCTOCOBYBATH IIPU CYMiCHOMY
Mpu3HadeHHi 3 iHmmumu ¢pibpaTtamu (OuB. po3main «OcobIMBOCTI 3aCTOCYyBaHHS»).

HiayuH. Pusuk BUHUKHEHHS IMOOIYHUX ABUII 3 OOKY CKeJIETHUX M’I3iB MOXKe
30imbIITyBaTUCS IIPU 3aCTOCYBaHHI MiKapCchKoro 3aco0y y koMOiHallil 3 HiallUHOM, TOMY
CJIif PO3IJIAHYTU MOXKJIMBICTh 3HUKEHHSA 003U aTOPBACTaTUHY (OUB. PO3Iis
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

Pugamnin abo iHwi iHOykmopu uyumoxpomy P450 3A4. OgHO4YacCHE 3aCTOCYBaHHS
JIiIKapChKOT0 3aco0y 3 iHgykKTopamMu 1mtoxpoMmy P450 3A4 (Hanpuknam, edaBipeHs,
pudamIrii) Moxke IPU3BOOUTH OO0 HECTIMKOr0o 3MEHIIIeHHSI KOHIIeHTpaIlil
aTopBacTaTHUHY y IJIa3Mi KpoBi. Yepe3 MexaHi3M IOABiMHOI B3aeMofil pudpaMITiHy
PEKOMEHYEThCS OJHOYaCHE 3aCTOCYBaHHS JTIiKapChKOro 3aco0y 3 pudaMmIiHoMm,
OCKinbKM OyJI0 ITOKa3aHOo, 110 BilCTpOYeHe 3aCTOCYBaHHS JIiKapChKOT'0 3aCO0y ITiciist
BBeeHHs pudaMIliHy OB’ sI3aHe 3i 3HAaUHUM 3HUKEHHSIM KOHIIeHTpallil
aTopBaCTaTUHY Y IIJIa3Mi KPOBI.

Huamiazemy 2iopoxsopud. OgHOYaCHUY IIPUIOM aTopBacTaTuny (40 Mr) Ta
nunTtiazemy (240 Mr) CynipoBOOXKY€ETHCS MiABUINIEHHSIM KOHIIEHTpaAIlil aToOpBaCTaTUHY Yy
ra3Mi KpoBsi.

LlumemuoOuH. Y pe3ynbTaTi IPOBEeIEeHUX OOCITiAKEeHb O3HAaK B3aEMOJIil aTOPBaCTaTUHY
Ta HIUMETUONHY He BUSBIIEHO.

AHnmauudu. OgHOYaCHHUY IIepOPaIbHUM IIPUNOM aTOPBAaCTaTUHY Ta CyCIIeH3il
AHTAIIMIHOTO JIIKapChKOIr'o 3aco0y, I1I0 MiCTUTh MarHi Ta aJlOMiHiI0 rigpokcus,
CYIIPOBOOXKYETHCS 3HUIKEHHSIM KOHIIEHTpAIlil aTopBaCTaTUHY Y IJIa3Mi KPOBI
nmpubnausHo Ha 35 %. [Ipu pboMy rimnosimigeMiuHa [iss aTopBacTaTUHY He 3MiHIOETBHCS.

Koaecmunosa. KoHlleHTpallisl aToOpBaCTaTUHY y MJla3Mi KPOBi Oyjia HUXKYO0I0
(cmiBBimHOIIIEHHS KOHIIEHTpPallil aTopBactaTuly 0,74) npu ogHOYAaCHOMY ITpUioMi
aTopBacCcTaTHUHY Ta KoJjiecTunony. IIpu npoMy rinoninigemMiusa mist komOiHaril
aTopBacTaTHUHY Ta KOJIECTUIIOJY IepeBuUIllyBaia epeKT, AKNU Ja€ IPUHUOM KOXKHOTO 3
IIUX TiKapChKUX 3aC00iB OKpeMo.

A3umpomiyuH. OmHOYacHe 3acTOCyBaHHS aTopBacTtaTuHy (10 Mr 1 pa3 Ha mo0Oy) Ta
asutpominuny (500 Mr 1 pa3 Ha mo0y) He CYIIPOBOXKYBaJIOCsSI 3MiHaMU KOHIIEHTpaIlil
aTopBacCTaTUHY Y IIJla3Mi KPOBI.

IH2i6imopu mpaHcnopmHux 6inkia. IHTi6iTOPU TpaHCIOPTHUX OiNKiB (HarpuKiazg,
IIMKJIOCIIOPYH, JIETEPMOBIpP) 3[aTHI IIiABUIIYBAaTH PiBeHb CUCTEMHO] €KCIIO3UIIil
aTtopBacTtaTtuHy (gus. Tabmuiio 1). Biiue npurHideHHsS HaKONMYyBalbHUX



TPaAHCHOPTHUX Oi/IKiB Ha KOHIIEHTPAIlil0 aTOpBaCTaTUHY B KJIiTUHAX NEeYiHKU
HeBimoMu. fAKINO YHUKHYTH OOHOYACHOTO ITPU3HAYEeHHS IIUX JIiIKapChKUX 3ac00iB
HEMOXKJIUBO, peKOMEHJOBaHO 3HUXKEHHS NO3U Ta IPOBeOeHHs KIIIHIYHOTO
MOHITOPUHTY e(PeKTUBHOCTiI aTopBacTaTUHy (muB. Tabnuiio 1).

E3emumib. 3acTocyBaHHS €3eTUMiOy IK MOHOTEpPAITii ITOB’I3YIOTh i3 PO3BUTKOM SIBUII]
3 60Ky M’sI30BOI CUCTEMHU, Y TOMY 4YHCJIIi pabgomionizy. TakuM 4YuHOM, ITPU
OOHOYaCHOMY 3aCTOCYBaHHi e3eTUMiOy Ta aToOpBacTaTUHY PU3UK PO3BUTKY IIUX SBUIIL
30inbIyeThcss. PeKOMEeHIOBaHO ITPOBOAUTH HaJIEXKHUM KIIHIYHUN MOHITOPUHT CTaHy
TaKUWX Malll€HTiB.

®dy3udosa kucsoma. [Ipy omHOYACHOMY CUCTEMHOMY 3aCTOCYBaHHiI Qy3uaoBOil
KMCJIOTH 31 CTaTMHAMM MOXKe ITiABUIIyBaTUCSA PU3UK PO3BUTKY MiomarTii, B TOMY YHCIIi
pabpomionisy. MexaHi3M i€l B3aeMopil (41 € BoHa hapMaKoguHaMiduHOI0 abo
bapmakokiHeTUUYHOIO, UM 000X BHiB OJIHOYACHO) mOTemnep HeBimomuii. IToBimomMsimocs
PO BUIIaAKU pabmomiostiy (y ToMy YHCIIi 3 TeTajlbHUM HACJIiIKOM) V IAlli€eHTiB, SKi
oTpuMyBaau KOMOiHallilo IIUX TiKapChKUX 3aco0iB.

Axio HeoOxigHEe CUCTEMHE 3aCTOCYBaHHS (Py3UA0BOI KMCJIOTH, CJIif IPUITAHUTHA
3aCTOCYBaHHS aTOpPBACTAaTHUHY Ha BECh IIePiofl 3aCTOCYBaHHS (Qy3UA0BOI KUCIOTH (OUB.
po3min «OcoBIMBOCTI 3aCTOCYBAaHHS»).

HueoxcuH. TIpu omHOYACHOMY 3aCTOCYBaHHI 6araTopa30BUX /103 aTOPBACTATUHY Ta
OUTOKCHHY PiBHOBaXKHI KOHIIeHTpallil AUTOKCHUHY V IIJIa3Mi KPOBIi IIiABUIIYIOTHCS (OUB.
po3min «®apMakKoKiHeTHuKa»). CIig HalleXKHUM YHMHOM KOHTPOJIIOBATU CTaH MAlli€HTIB,
sIKi IPUUMaIOTh JUTOKCHUH.

ITepopanavHi KoHMpauenmueu. OmHOYaCHE 3aCTOCYBaHHSI aTOpPBaCTaTUHY 3
IIepopalbHUMU KOHTPAlleNTUBaMM ITifBuIllyBaio 3HadeHHS AUC [Oj1s1 HOPETUCTEPOHY
Ta eTHHiIecTpamiony (AuB. po3ail «®apMaKOJIOTidHi BIaCTUBOCTI»). Lli migBUIlleHHS
HeoOxigHOo OpaTu [0 yBaru Ipu BuOOPi MepopabHOr0 KOHTPALEIITUBY OJI XKiHKH, siKa
OIpUuiMa€Ee aToOpBacTaTHUH.

BapgapuH. ATopBacTaTVH He YMHUB KJIIHIYHO 3HAUYIO]1 il Ha MPOTPOMOiHOBUY YacC y
Malli€HTiB, SIKi IPOXOOUIN OOBrOTpPUBajle JTiKyBaHHS BaphapruHOM.

KosaxiyuH. [Ipy ogHOYaCHOMY 3aCTOCYBaHHI aTOPBACTATUHY 3 KOJIXIITUHOM
ITOBiTOMJISIJIOCS TIPO BUMAAKU MioIaTii, y ToMy 4ucii pabmomionidy, ToMy Citif 3
00epexkHICTIO MPHU3HaYaTH aTOPBACTATHUH 3 KOJIXiIITMHOM.

THwi nikapcvki 3acobu. Bigomo, 1110 ogHOYacHe 3aCTOCYBaHHS aTOPBACTAaTUHY i
riroTEeH3UBHUX JIIKapChKUX 3aCc00iB Ta MOT0 3aCTOCYyBaHHS y IPOLIECI €CTPOTEH-
3aMicHOI Teparlii He CyIIPOBOAXKYETHCSA KIiHIYHO 3HAYYHIUMU TOOIiYHUMU eeKTaMu.



IocmigKeHb B3a€EMOZIl 3 iHITUMY JTiIKAPChKUMHU 3aco0aMUu He TPOBOAUIIOCE.
Oco006/1MBOCTi 111010 3aCTOCYBaHHSI

CkesiemHi m’a3u

Bigowmi pigkicHi BUnnagku po3BUTKY pabooMioti3y 3 TOCTPOIO HUPKOBOIO HEAOCTATHICTIO
BHACJIiAOK Mioro0iHypil mpu 3acToCyBaHHi JTiKapCchKOT0 3ac00y 3 aTOPBACTAaTUHOM Ta
iHIIUX JTiIKapCchKMUX 3aco0iB 1IHOT0 Kjlacy. HasgBHICTh B aHaMHe3i mopyIllieHb QyHKIIil
HUPOK MOKe 0yTu (paKToOpoM PU3UKY [OJIT PO3BUTKY pabmomionisy. Taki maiieHTu
MoTpebyI0Th OiNTbII pEeTETPHOTO0 MOHITOPUHTY [AJII BUSIBIEHHS IOPYIIIEHb 3 OOKY
CKeJIeTHUX M’ A31B.

ATopBacTaTuH, SIK i iHIIi MTiKapchKi 3acobu rpynu CTAaTUHIB, iHOAI CIPUYUHSIE
MioIaTiio, 1110 BU3HAYAETHCS K 0ifib ¥ M’s13ax ab0 ciabKicTh M’sI3iB y IToemHaHHI 3
MigBUINIEHHSIM MOKa3HUKIiB KpeaTuH@ocpokina3u (KPK) y monan 10 pasiB Buiie
BepxHbOI Mexki HopMmu (BMH). OpgHo4YacHe 3aCTOCYBaHHS BUIIIMX 103 aTOPBACTAaTUHY 3
IMeBHUMHU JIiIKapChbKUMHU 3ac00aMM, TaKUMHU SK IIUKIOCIOPHUH i ITOTY2KHi iHTiO6iTOPH
CYP 3A4 (HampukKiag, KJIapUTPOMIIIMH, iTpaKoHa30JI Ta iHridiTopu npoTteas3 BIJI Ta
Bipycy rematuty C), migBuIllye pu3uK MiomnaTii/pabgomionisy.

Takok BimoMi piKiCHI TOBIAOMJIEHHS ITPO BUIIaAKM iIMyHOJIOTiYHO OIOCEPEIKOBaHOL
HeKpoTusyiodol mionartil (IOHM) - ayToiMmyHHOI MiomaTii, TOB’3aHOI i3
3acTtocyBaHHAM cTtaTuHiB. IOHM xapakTepu3yeThCsa TaKMMU O3HaKaMU: CJIabKiCTh
IIPOKCHUMaJIbHUX M’5131iB Ta IMigBuUIlleHUH piBeHb KpeaTuHKiHa3u (KK) y cupoBartii
KPOBI, siKi 30epiraloTbCs, He3BaXKal04l Ha NPUIIMHEHHS JIIKyBaHHSA CTaTUHAMU;
M’si30Ba 0ioIICisi BUSIBISIE HEKPOTU3YIOUY MiomnaTito 6e3 3HaYHOT'O 3alajieHHs; TPpUu
3aCTOCYBaHHi iMyHOCYIIpecuBHUX 3aC00iB CIIOCTEPIra€ThCS MO3UTHUBHA OUHAMIKa.

MoXNUBiCTh PO3BUTKY MiomaTil CJIim po3rnsgaTtu y OyOb-IKOT0 MallieHTa 3 AuQy3HOI0
Mianriero, 0osmicHicTIO a00 cimabKicTio M'93iB Ta/abo 3Ha4yHUM mnigBuIineHusaM KOK.
[NamieHTaM ciifg mopeKoOMeHAyBaTHU HeralHo MOBiTOMJISATH IIPO BUIIaAKU OO0 y
M’si3ax, 6oJicHOCTi abo cmabkocTi M’s13iB HEeBimoMOI eTiosorii, 0COOINBO SKIIO IIe
CYIIPOBOMXKYETHCS BiMUyTTSIM He3Oy>KaHHA ab0 MiIBUIIIEeHHSIM TeMIlepaTypu, abo SIKII0
O3HAKM Ta CUMIITOMM 3aXBOPIOBAHHS M’s13iB 30epiraroThCs ITiCiIst NPUITNHEHHS
3aCTOCYBaHHSI aTOPBACTAaTUHY. 3aCTOCYBaHHS JIiIKAPChKOTO 3aCO0Y CIil MPUIIUHUTHU Y
BUIIaAKYy 3Ha4YHOTO migBuilieHHs piBHI K@K, miarHocTyBaHHSA ab0 mimo3pu Ha
MioIiaTito.

Pu3uk miomarii mig 4ac 3aCTOCyBaHHS JIiIKapPChKOTO 3aC00Y IILOT'O KJIACY ITiABUINYETHCS
ITPY OMHOYACHOMY 3aCTOCYBaHHI TiKapchKux 3acobiB, 3a3HaueHux y Tabmuni 3. Jlikapi,
SIKi pO3rasigaloTh MOXKJIUBICTH KOMOIHOBaAHOI Teparlil aTopBacTaTUHY 3 OyOb-IKUM i3

IIUX TiKapChKUX 3ac00iB, MOBUHHI peTeIbHO 3BaXKUTH IIOTEHIIIMHI ITepeBaru Ta pU3ukKy,



a TaKOXK PeTeJIbHO MOHITOPUTH CTaH Mali€HTIiB 1m0A0 Oyab-IKUX MIPosBiB 60JIIO,
6osicHocTi abo cimabkocTi y M’s13aX, 0COOIUBO MPOTSITOM MOYAaTKOBUX MiCSIIiB Teparil
Ta IMIPOTSATOM OY[b-IKOT'0O 3 IIePioiB TUTPYBaHHS 03U Y HANPSIMKY 30iIbIIIeHHS 03U
OyIOb-IKOTO0 3 JTiKapChKuX 3aco6iB. Ci po3TISHYTH MOXKJIMBICTh 3aCTOCYBaHHS
HU3BKUX [I0OYATKOBUX Ta HiATPUMYIOYUX 003 aTOPBACTAaTUHY IIPU OOHOYACHOMY
MMpUoMi 3 BUIle3TrafaHUMU JIiIKapChbKUMHU 3acobamMu (OuB. po3din «B3aemomis 3
IHIMMMU JTiKapChbKUMHU 3aco0aMM Ta iHII BUOU B3a€MOMili»). ¥ TaKUX CUTYyaAlIlisIX MOXKe
PO3rIsagaTHCS MOKIIUBICTD IepioguyHOro Bu3HaueHHa K@K, ane HeMae rapanrTii, 1o
TAaKWUH MOHITOPUHT JOIOMOXKe 3alo0irTv BUIagKaM TSKKOI MiomaTil.

Teparito nikapcbKUM 3aCO00M aTOpPBACTATHH CJIig TUMYacOBO abo0 ITOBHICTIO
NPUIUHUTHU y OyOb-IKOTO MalliEHTa 3 TOCTPHUM, CEPMO3HUM CTaHOM, III0 BKa3y€e Ha
PO3BUTOK MiomaTii, ab0 mpu HasIBHOCTI (paKTOPy PU3UKY PO3BUTKY HUPKOBOI
HEeOOoCTaTHOCTi BHACIIAOK pabaoMioni3y (Hampukiaf, TsaXKKa rocrpa iHdekiis,
rinmoTeH3is, XipypriuHa omepaltiisi, TpaBMa, TSIKKi MeTa0O0IiuHi, eHIOKPUHHI Ta
€JIEKTPOJIITUYHI pO3JIagH, a TaKOK HEKOHTPOJIbOBaHi CyJOMM).

ITopyweHHs ¢yHKUil neuiHKu

Byno moka3zaHo, 110 CTaTUHMU, SIK i mesdKi iHiIi rimonimigemMiuHi TepaneBTUYHI 3aco0y,
TOB’si3aHi 3 BigXUIE€HHAM Bi HOpMHU OioXiMiuHMX IMOKa3HUKIB QyHKIiI nmedinku. CTilike
mipgBunieHHs (0inbmI HiXK v 3 pa3u Bullle BMH pmiana3ony, sske BUHUKIIO 2 pa3u abo
OinbIle) piBHIB CUPOBAaTKOBUX TpPaHcaMiHa3 crocTepiranocs y 0,7 % mallieHTiB, sKi
OTpUMYBAaJId aTOpPBacCTaTHUH IIiJ] Yac KJIIHIYHUX OOCHIiAXKeHb. HacToTa BUIAAKIB IIUX
BimxuieHs Big HopMu ctaHoBumna 0,2 %, 0,2 %, 0,6 % ta 2,3 % mns o3 npenaparty 10,
20, 40 ta 80 Mr BigmoBigHO.

BimoMo mpo pO3BUTOK KOBTSAHULIL ITPU IIPUMOMI aTOpBaCTaTUHY, MiNBUILIEHHS
IMOKa3HUKIB QyHKITIOHaANMbHUX P06 neuinku (OIIII), siKi He MOB’sI3aHi 3 XKOBTSIHUIIEIO
a0o0 IHIMMMM KIiHIYHUMHM O3HaKaMH Ta cuMOToMaMu. [1iciiss 3MeHIIeHHS 003U,
IIepepBH Y 3aCTOCYBaHHI JIiKapChKOTro 3aco0y ab0 IPUIIMHEHHS MOTr0 3aCTOCYBaHHS
piBHi TpaHcaMiHa3 IMOBEPTAIOTHCA [0 PiBHIB mepeq JIiKyBaHHSAM a00 MpuOIU3HO OO0 LUX
piBHIB 6€3 HEraTUBHUX HACJIiIKIiB.

[Tepen TUM SIK PO3MOYMHATH TePaIllilo JIiIKapChbKUM 3aCO000M, peKOMEHOYETHCS
OTpUMAaTHU pe3y/IbTaTH aHalli3iB MOKa3HUKIB (epPMEHTIB IeYiHKM Ta 3JaBaTy aHaIi3u
ITOBTOPHO Yy pa3i KiiHiuHOol moTpebu. TakoxK BimoMO IIPO PiAKiCHiI BUIIagKHU JIeTaIbHOI
Ta HeJIeTaJIbHOl TeYiHKOBOI HEJOCTAaTHOCTI y MAlliEHTIB, AKi NpuUiMau JiKapchKi
3acobu rpynu CTaTHHIB, Yy TOMY YHCIIi aTOpBacTaTHUH. Y BUIIQAKy CEPUO3HOTO
ypaXKeHHS MeYiHKU 3 KJIIHIYHUMHM CUMIITOMaMu Ta/abo rinepbinipybinemiero abo
KOBTSIHUIIEIO ITiJT YaC 3aCTOCYBAHHS JIIKapChKOT0 3aCc00y aTOpBAaCTATUH CJIii HETalHO
MNPUIIMHUTH JIIKyBaHHS. fKIIIO He BU3HAYEHO aJIbTEePHATUBHOI €TiONOoril, He CIIifg
TTOBTOPHO PO3MOYMHATU 3aCTOCYBaHHS JIiKapChKOT0 3aco0y.



ATopBacTaTuH ciig 3 00epexxHiCTIO MpHU3HaYaTH MalliEHTaM, SIKi 3JT0BXKUBAIOTh
asikorojieM Ta/abo MaioTh B aHaMHe3i 3aXBOPIOBaHHS IedyiHKu. JIikapchbkuit 3acid
MTPOTUNIOKA3aHUM ITPU aKTUBHOMY 3aXBOPIOBaHHI IMeuiHKM ab0 CTiMKOMY HigBUINIEHHI
PiBHS MEeYiHKOBUX TpaHcaMiHa3 HeBimoMol eTiosorii (quB. po3min «[IpoTUnoKa3aHHSI»).

EHOoKpuHHa ¢pyHKUiA

IMoBigoMmusiniocs mpo migBuilleHHS piBHSA HbAlc Ta KOHIIeHTpallil ITI0K031 Y CUPOBATIIi
KPOBi HaTIIe Ipu 3acTocyBaHHi iHri6iTOopiB 'MI-KOA-penyKTas3u, y TOMY YUCIIi 1
aTopBacCTaTUHY.

CTaTVUHU NEepenIKOoaXKalTh CUHTE3Yy X0JIECTEPUHY Ta TEOPETUYHO MOXKYTh OCJIabIATH
CeKpellilo HAMHUPHUKOBUX Ta/ab0 roHaOHUX CTepPoimiB. BimoMo, 1110 aTopBacTaTUH HE
3HMXKYy€ 0a3aibHYy KOHIIEHTPaIlil0 KOPTHU30/y IJIa3MHU KPOBi Ta He MOIIKOOXKY€E
aJpeHayoBUU (HagHUPKOBUM) pe3epB. BOIuB cTaTHHIB Ha 3alIigHIOBAIbHY 3[aTHICTh
CIlepMU He OOCIigXKyBaBcCs. HeBimoMoO, IKUM UMHOM aTOpPBaCTATHUH BIIJIMBAE Ha
CUCTEMY «CTaTeBi 3aJI03U-Tinodi3-rinoTajaMyc» y XKIiHOK y HepeIMeHOoIIay3aJlbHUNI
nepioxn. Criig 6yTy 00epexXHUM IIPU OOHOYAaCHOMY 3aCTOCYyBaHHI TiKapCchKOT0 3aC00y
Tpynu CTaTUHIB 3 JTiKapChbKUMHU 3acob0aMu, IKi MOXKYTb 3HUXKYBaTH PiBeHb ab0
aKTUBHICTh €HIOTE€HHUX CTEPOITHNX TOPMOHIB, TAKUMHU SIK KETOKOHA30JI,
CIIipOHOJIaKTOH Ta IUMETUIVH.

3acmocysaHHA nauieHmamu 3 Heu,00aeHuUMU 8unadkamu iHCcyabmy abo
MpaH3umopHOI iwemMiyHOI amaku

ITpu post-hoc ananisi gocnigxkenHss SPARCL (Stroke Prevention by Aggressive
Reduction in Cholesterol Levels/3anobirasas iHCy/IbTy HUISSXOM PaAlITOBOTO
3MEHIIIeHHs PiBHS XOJIECTEPUHY), i Yyac AKOro aTopBacTaTUH y 0031 80 Mr Ha
nmpoTuBary mianebo 3actocoByBanu 4731 nanienTy 6e3 imeMiyHol XBOPOOU ceplis, SKi
MaJIi B aHaMHe3i BUNAJKU iHCY/IbTY a00 TPaH3UTOPHOI illleMigyHOl aTaKu IIPOTITOM
ronepenHix 6 Mics1iB, cmocTepiramacs OinbIlla YacTOTa BUIIAAKiB reMoparigvHoro
IHCYNIbTY y TPYIIi IIALII€EHTIB, SIKi OTPUMYyBaJ/Id aTopBacTaTUH y A03i 80 Mr MOpPiBHSIHO 3
rpynozo nnanebo (55 Bumnagkis, 2,3 % y rpyIli aTopBacTaTUHY IMOPiBHSAHO 3 33
Burnagkamu, 1,4 % y rpymi nnane6o; CP: 1,68, 95 % II: 1,09, 2,59; p=0,0168).
YacToTa BUIIaAKiB I€TalbHOT0 TreMOpariyHoro iHCcynbTy Oysa momiOHo B yCiX rpymnax
nmikyBaHHS (17 Ta 18 gns rpyn aTopBacTaTHUHY Ta Iaiebo BimmoBigHo). YacToTa
BUIIaAKiB HeJIETAaJIbHOI'O TeMOpariyHoro iHCynbTy Oyja 3Ha4HO BUIIOI0 Y TPYITi
Malli€eHTiB, sIKi oTpuMyBanu atopBacTtaTuH (38; 1,6 %), MOPiBHSHO 3 rpynoo Iaamnebo
(16; 0,7 %). desiki moYaTKOBI XapaKTEPUCTUKU, Y TOMY YMCJIi HAsIBHICTh BUIIAIKiB
reMoparigyHoro Ta JIJaKyHapHOT'O iHCYJIbTY IIiZl 4YaC BKJIIOYEHHS OO0 OOCIIiAXKEeHHS,
acoLit0BaIUCA 3 BUIIIOI0 YaCTOTOI BUIIAKIB reMOopariyHoro iHCyJbTy y IrpyIii
MMallieHTiB, SIKi OTPUMYBAJId aTOPBacCTaTUH (OAUB. po3min «ITobiuHi peakiiii»).



Cepepn 39828 mnallieHTiB, sIKi OTPUMYyBaJii aTOPBaCTaTUH Y KIIHIYHUX OOCIIIXKEHHIX,
15813 (40 %) nanienTiB Oyu BikoM Bixm 65 pokis, a 2800 (7 %) martieHTiB Oyau BikoM
Bizm 75 pokiB. He crmocTepiramocst 2KOogHOI 3arajabHol BiMMiHHOCTI m10710 6e3IMeKu Ta
e(eKTUBHOCTI 3aCTOCYBaHHS IIpenapaTy MiXK [UMH IalliEeHTaM#A Ta MOJIOOIINMU
nalfieHTaMH, Tak caMo, K He OyJI0 3apeeCcTpPOBaHO KOOHUX BiAMiHHOCTEN Yy BigmoBimi
Ha JiKyBaHHS MiX HalliEHTaMHU JIiTHBOTO BiKYy Ta MOJIOOUIMMH ITalliEHTaMM 3TiHO 3
iHIITMM KJTiHIYHUM [OCBimOM, MPOTe He MOXKHAa BUKIIOYATHU OilbIy YYTIUBICTD OEeSIKUX
CTapiux mamieHTiB. OCKIIbKM CTapIIui BiK (ITOHam 65 poKiB) € GaKTOPOM CXMIBHOCTI
oo Miomnarii, citim 3 06epekHICTIO MpU3HaYaTU aTOPBAaCTaTUH ITalliEHTaM JIiTHBOTO BiKYy.

ITeyiHkosa HedocmamHicmbw

JlikapcbKu# 3acib IpOTUIIOKa3aHMM MalliEHTaM 3 aKTUBHUM 3aXBOPIOBAHHSAM ITE€YiHKY,
BKJIIOUAIOUM CTiMKe MiABUILEHHS PiBHS II€YiHKOBUX TpaHCaMiHa3 HEBiIOMOI eTioJoril
(muB. po3ninu «®apMaKOJIOTi4HI BIaCTUBOCTI» Ta «IIpoTUNIOKa3aHHSI»).

JIo noyamky AiKy8AaHHs

ATopBacTaTHH ciif 3 00epexKHiCTIO MIpu3HaYaTH IalliEeHTaM 3i CXUJIbHICTIO 10
PO3BUTKY pabgomiostidy. [Io mo4yaTKy JiKyBaHHS CTaTUHaAMHU Y IAli€HTIiB, CXUIbHUX [0
PO3BUTKY pabmomionisy, ciig Bu3HavaTu piBeHb KK mpu:

e IOpPYILIEHHI (QYHKIIl HUPOK;
e TimOyHKIIil IIIMTOBUOHOL 3aJ103H;
e CIIAJKOBUX pO3/1afiaX M’sI30BO1 CUCTEMH y POOMHHOMY ab0 0COOMCTOMY aHaMHe3i;
e IepeHeCeHUX Y MUHYJIOMY BUNaJKaX TOKCUYHOTO BIJIUBY CTaTUHIB abo ¢ibpaTiB
Ha M'43Y;
e IEpPEeHEeCeHUX Y MUHYJIOMY 3aXBOPIOBAHHSIX MEeYiHKK Ta/ab0 37I0BXKMBaHHI
QJIKOT OJIEM.

IInsa manieHTiB miTHBOTO BiKy (BikoM Bixm 70 poKiB) HeOOXigHICTL TPOBEIEHHS
O3HAYEeHMWX 3aXOMiB CJIi OL[iIHIOBATH 3 ypaxXyBaHHSAM HasIBHOCTI iHIINX (PaKTOPiB
CXMIIbHOCTI [0 PO3BUTKY pabmoMionisy.

[TigBuLIeHHS PiBHSA JIIKapChKOTO0 3aco0y y MJja3Mi KpOBi MOXK/IUBE, 30KpeMa, ¥ pa3i
B3aeMopil (muB. po3main «B3aemopis 3 iHIIMMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUOH
B3aEMO[il») Ta 3aCTOCYBAHHS OCOOJIMBUM MOMNYJISITisIM MaIliEHTIB (OUB. PO3Mis
«dapMaKOKiHeTUKa»), y TOMY YHCJIi IallieHTaM 3i cliagfKOBUMHU XBOpPOOaMu.

Y Takux BUNagKax PeKOMEHO0BaHO OIIiHIOBATH CHiBBiOHOIIIEHHS PU3UKIB Ta MOXKJIMBOI
KOPUCTI Bif JTiKyBaHHSA Ta IIPOBOOUTU KJIIHIYHWY MOHITOPUHT CTaHy Malli€HTiB. AKIIIO
oo nmo4yaTKy JikyBaHHSA piBeHb KK 3HauHO migBuiienui (mepesuiilye BMH Oinbliie Hixk
y 5 pa3siB), JIiKyBaHHS PO3IOYWHATU HE CIIiM.



BuwmiprosaHHA pigHsa KK

PiBens KK He cig BU3Ha4YaTH ITiCJIs iHTeHCUBHUX (Di3MYHMX HaBaHTaxkKeHb abo 3a
HaSsIBHOCTI OyIOb-IKUX MOKJIMBUX aJlbT€PHATUBHUX ITPUYUH MigBuUIlleHHs pPiBHSA KK,
OCKIJIBKY 1€ MOXKe YCKJIaQHUTU IHTepIIpeTalio pe3yJbTaTiB. K0 Ha I0YaTKOBOMY
piBHIi criocTepiraetrbcs 3HauHe migBunleHHs KK (mepeBunieHHss BMH Oinbliie HiX y
5 paziB), To yepe3 5-7 OHIiB HEOOXiIHO IIPOBECTU MMOBTOPHE BU3HAUYEHHS OIS
OigTBEPOXKEHHS pe3ysbTarTy.

ITio yac niKkyeaHHs

IMamieETH TOBMHHI 3HATH IIPO HEOOXiAHICTh HETAaWHO IMMOBIiHOMJISITH PO PO3BUTOK OOJIIIO
y M’'si3aX, CyJOM 4YM C1abKOCTi, 0COOIMBO KOJIM BOHU CYITPOBOAXKYIOTHCS HE3MyKaHHSAM
a00 raps4koio.

Y Bumapgky IOsiBU IIMX CUMIITOMIB IIif Yac JIiKyBaHHS aTOpPBaCTaTUHOM HeOOXigHO
BU3HauuTu piBeHb KK y 11p0ro mnamiesnTa. Ao piBeb KK 3Ha4YHO MigBUILleHUMN
(mepeBuiitye BMH 06inbliie HiXK y 5 pa3siB), miKyBaHHS CIIiJl IPUOUHUTH.

HOLIIIBHICTS IIPUIIMHEHHS JIIKYBaHHS CJIi] TAKOXK PO3IJISHYTHU, SKIIO HiABUILIEHHS
piBHsa KK He csirae n’ssTukKpaTHOTO nepeBullieHHsas BMH, ane cumntoMu 3 60Ky M’g3iB
MalOTh TSAXKKUU XapakKTep Ta IIOLEHHO CTal0Th IPUYUHOI HEIIPUEMHUX BiQUYYTTIB.

[Ticnss 3HUKHEHHSI CUMIITOMIB Ta HOpMaJi3sailil piBHI KK MoXkHa po3TriIsaHyTH
MOZKJIMBICTb BiTHOBJIEHHS JIIKyBaHHS aTOPBaCTaTUHOM a00 MOYaTKy JIiKyBaHHS
aJIbTePHATUBHUM CTATUHOM 3a YMOBU 3aCTOCYBaHHS MiHiMa/IbHOI MOXKJIMBOl TO3U
JIIKapChKOTO 3ac0o0y Ta pPeTeNbHOT0 HATJIAAYy 3a CTAHOM Ialli€eHTa.

JIikyBaHHSI aTOpPBaCTaTUHOM HEOOXiIHO MPUNUHUTH, SIKIIO CIIOCTEPIra€EThCS KIiHIYHO
3Hauyme nigpuieHHs piBHs KK (nmepesunierdss BMH 6inbine Hixk y 10 pa3siB) ab6o
BCTAHOBJIEHHSI OiarHo3y pabmomionidy (abo mimo3pu Ha PO3BUTOK padmomiortizy).

OOHOuYacHe 3acmoCcyB8adHHA 3 IHWUMU AiKAPCbKUMU 3dcobamu

Pu3uk po3BUTKYy pabaomiosnily MigBUIIYETHCA IPU OQHOYACHOMY 3aCTOCYBaHHI
aToOpBacCTaTUHY 3 OeIKMMMU JIiIKapChbKUMHU 3aco0aMi, 1110 MOXKYTh 30iIbIINTU
KOHIIEHTPALIiI0 aTOpBaCTaTUHY Y Iy1a3Mi KpoBi. [IpukimagaMu TaKux JIiIKapChbKUX
3aco0iB MOXKYTh BUCTyIaTH MOTyxKHi iHridiTopu CYP 3A4 a6Go TpaHCIOPTHUX OiNKiB:
LIVKJIOCIIOPUH, TEJIITPOMIIINH, KJIapUTPOMIlIVH, OeJlaBipauH, CTUPUIIEHTO],
KeTOKOHa30JI, BOPUKOHA30JI, iTpaKOHa30JI, IOCaKOHa30JI Ta iHribiTopu npoteas3 BIJI,
30KpeMa pUTOHAaBIp, JIOIIiHaBip, aTa3aHaBip, iHAWHABIP, JapyHasip. [Ipu ogHOYacHOMY
3acTOCyBaHHi 3 remM(}piOpO3uIOM Ta iHIIMMU MOXigHUMU (HiOPOBOI KUCIOTH,
OollenpeBipoM, ePUTPOMIIITMHOM, HiallMHOM Ta €3eTUMiOOM, TenanpeBipoM abo 3
KoMOiHalli€lo TemanpeBip/pUTOHABIP TAKOXK 3POCTAa€ PU3UK BUHUKHEHHS MionaTil.



SIKIII0 MOXKJIMBO, CJIii 3aCTOCOBYBATH iHIII JIiKapCchbKi 3acobu (1110 He B3a€EMOIIOTh 3
aTOpPBACTAaTUHOM) 3aMiCTh 3raJaHUX.

A0 HEeOOXimHO IPOBOOUTY OOHOYACHE JIiIKyBaHHS aTOPBAaCTaTUHOM Ta 3rajaHuMU
JIiIKapChKUMU 3aco0aMH, CJIiZl peTeIbHO 3BaXKUTHU KOPUCTh Ta PU3UKU TaKOT0
3acTOCyBaHHS. fKIIIO MalliEHTU IIPUUMaIOTh JIiIKapChKi 3aco0H, 110 TiABUIIYIOTh
KOHIIEHTPAIIi0 aTOPBACTaTUHY y IJIa3Mi KPOBi, pPEKOMEHOYETHCSA 3HUXKYBATU [03Yy
aTopBacTaTUHY OO0 MiHiManbpHOL. KpiM TOro, ¥y BUIlagKy 3aCTOCYBaHHS MOTYXKHUX
inribiTopiB CYP 3A4 crig po3riasiHyTH MOXKJIMBICTh 3aCTOCYBaHHS MEHIIIOl TOYaTKOBO1
OO3M aTOpPBaCTaTHHY. TaK0XK PEKOMEHOYETHCS IPOBOAUTU HaJIEXKHUM KIIHIYHUU
MOHITOPUHI CTaHy LIUX ITAlll€HTIB.

ATopBacTaTUH He MOKHa IIpU3HavYaTy OQHOYACHO 3 (y3UO0BOIO KHUCIIOTOI0, IKY
3aCTOCOBYIOTH CUCTEMHO, a00 BITPOMOBIK 7 OHIB ITiC/IsI MPUMTMHEHHS TiKyBaHHS
¢y3upoBow kucnaoTor. [lamienTaM, IKUM CUCTEMHE 3aCTOCYBaHHSA (py3UOOBO1 KMCIIOTHU
HeoOXxifgHe, MiKyBaHHS CTaTUHAMU CJIi[ IPU3YIIMHUTU Ha BeCh Mepiof JIiKyBaHHS
(py3umoBOIO KUCIIOTOIO.

Y natuieHTiB, siKi oTpuMyBanu Qy3ug0BYy KUCJIIOTY Ta CTaTUHU Y KoMOiHallil, Oyiu
3apeecTpoBaHi BUMagku pabmoMionidy (B ToMy 4HCIi TeTanbHi) (AUB. PO3Mmin
«B3aemogis 3 iHIMMMU TiKapChbKUMHU 3acoO0aMu Ta iHIIN BUOU B3aeMoOmiti»). ITaiieHTy
CJIiI peKOMEeHayBaTu HeralHO 3BepPTaTUCs 3a MEOUYHOKO AJOIIOMOI0I0 Y pasi
BUHUKHEHHS OyOb-IKMX CUMIITOMIB cj1abKOCTi, 6010 ab0 60JIiCHOL YyTIUBOCTI y
M’g3ax.

Teparito cTaTuHaMU MOXKHa ITPOOOBXKUTH Yepe3 7 OHIB Micias OTPUMaHHS OCTaHHBOI
mo3u Qy3umoBOl KMCIIOTH.

3a BUHSTKOBUX 00CTABUH, KOJIM ITOTPiOHE MOBTOCTPOKOBE CUCTEMHE 3aCTOCYBAaHHS
by3umoBoi KMCIOTH, HAITPUKIIAM OIS JIIKYBAaHHS TIXKHUX iHPEKIi, HeoOXimHiCcTh
OOHOYACHOTO 3aCTOCYBaHHS aTOpPBaCTaTUHY Ta QPy3uUO0BOI KMCJIOTH CIIifl PO3TIsOaTi
TiJIbKY iHOUBiAyaJIbHO Ta 3[4IMCHIOBATH IIif peTeIbHUM HarJsagoM JiiKaps.

IHmepcmuujiasivHa x8opoba se2eHb

[Tig yac nmiKyBaHHS OeSIKMMH CTaTHUHaAMU (0COOIMBO i YaCc TPUBAJIOTO JIiIKYBaHHS)
Oynu omMcaHi BUIIaJIKU PO3BUTKY iHTEPCTHIiaJIbHOI XBOpoOU nereHiB. [IposiBamMu 11i€l
XBOPOOM MOKHa BBaXKaTH 3aQUINIKYy, HEITPOAYKTUBHUM KallleJlb Ta 3arajibHe
MOTipIIeHHsS CaMOIIOYyTTs (CTOMJIIOBaHICTh, 3HMKEHHS MacCHU Tijlla Ta rapsd4ka). Y pasi
BUHUKHEHHS ITiJ03pHY Ha iHTEPCTUIliaIbHy XBOPOOY JIereHiB Ci MPUINHUTHU
JIIKyBaHHS CTaTUHaMMU.

Baoicauea iHpopmauia npo 00ONOMIHCHI pedo8UHU.



ITo ckmagy nmikapchbKoro 3aco0y BXOOMTH JIaKTo3a. Lle# mikapchbKuit 3acib He ciiif
IpUUMaTHU IallieHTaM 13 PigKiCHUMHU CIIafKOBHMM 3aXBOPIOBaAHHSMMU, IIOB’I3aHUMU 3
HeIepeHOCUMICTIO ralakKTo3u, AedinuToM nakTa3u Jlamma abo mopylieHHsIM
MaTibaObcopOIlil I'JTI0KO3U-TajlaKTO3MU.

Tepamnisa mimigoMmonudikamiiHUMU JTiKapChKUMU 3aco0aMy ITOBHHHA OyTU OOHUM 3i
CKJIafOBUX KOMIIOHEHTIB KOMIIJIEKCHOI Teparil OJis Malli€eHTiB 31 3HaYHO ITiOBUIIEHUM
PU3UKOM PO3BUTKY aTE€POCKJIEPOTUYHUX 3aXBOPIOBaHb CYOUH 4Yepe3
rinepxosyiectepuHeMio. MengvukKaMeHTO3Ha Tepallisi peKOMEHOYEThCS SIK OOIIOBHEHHS
OO Oi€eTH, KOJIM Pe3yIbTaTy Bif MOTPUMAaHHS Oi€TH, III0 0OMEIKYE CITIOKNBAHHSA
HaCU4YeHUX XKUPIB Ta XOJIECTEPUHY, a TaKOXK Bi[] 3aCTOCYBaHHS 1HIIIUX
HeMeOUKaMeHTO3HUX 3ax0fiB 0ysI0 HemgocTaTHBO. [lallieHTaM 3 inemMigHOI XBOPO0OO0I0
cepust abo gekinbKoMa ¢aKTopaMU PU3UKY PO3BUTKY illleMiuHOI XBOpoOUu cepiis
IIPUMOM JIiIKapChKOTO 3aco0y MOXKHa pPO3I0oYaTH OOHOYACHO 3 JOTPUMAaHHSAM HOIiETH.

[le#t mikapcbKu# 3acib MiCTUTH CIIOJIYKM HATPil0, TOMY NallieHTaM, SIKi JOTPUMYIOThCS
OiETU 3 KOHTPOJIbOBAHMM BMiCTOM HATPilo, CJIim OyTH 00epeXXHUMMU ITif Yac
3aCTOCYBaHHS JAHOTO JIIKapChKOT0 3aco0y.

ObmediceHH s 3dCMOCYB8AHHA

ATopBacTaTUH He OOCIIAXKYyBalu 3a YMOB, KOJIM OCHOBHUM BiJXUJIEHHSIM Bil HOPMU 3
OOKY JIIMONPOTEIHIB € MigBUINIEHHS PiBHS XimoMikpoHiB (Tunu I Ta V 3a Knacudikailieio
dpenpikcoHa).

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BaeimHicmeb.
OuiHKa pu3ukis

ATopBacTaTHUH IIPOTUIIOKA3aHUM BariTHUM KiHKaM, OCKiJIbKM He BCTaHOBJIeHa Oe3IeKa
MOT0 3aCTOCYBaHHS BariTHUM i HeMa€ SIBHOI KOPUCTI MPUKOMY JIiITiJO3HUKYBaJIbHUX
JIiKkapchbKuX 3aco0iB mig wac BariTHocTi. Ockinbku iHTibiTOpU 'MI-KOA-penykTa3u
3HUXKYIOTH CUHTE3 XO0JIECTEPUHY Ta, MOXKJIUBO, CUHTE3 iHIINX 0i0JI0TiYHO aKTUBHUX
PEYOBUH, SIKi € IOXiHUMU XO0JIECTEPUHY, aTOPBACTAaTUH MOXKE LIKIAJIWBO BIIJIUBAaTU Ha
nmig. IlpuiioM aTopBacTaTUHY CIIi IPUIMHUTH, SIK TiJIbKU BCTAHOBJIEHA BariTHICTH
(muB. po3min «IIpoTUnoOKa3aHHI»).

Po3paxyHKoBUM (POHOBUY PU3UK 3HAYHUX BPOAXKEHHUX Malb(opMallii Ta BUKUOHIB OIS
BKa3aHOI nmonyssiii HeBimomui. Y 3aranbHilt nomnynsiii CIIIA po3paxyHKOBUU
(oHOBUY PU3UK 3HAYHUX BPOOKEHUX MaibopMalliii Ta BUKHUOHIB IPU KIiHIYHO
BM3HAHUX BariTHOCTSAX CTaHOBUTH 2-4 % Ta 15-20 % BigmosigHO.



Konmpauenuis

ATopBacTaTUH MOXKe 3aBOaBaTHU IIKOOU IIJIOAY IIPU 3aCTOCYBaHHI BariTHOIO XKIHKOIO.
2KiHKM penpoayKTHUBHOTO BiKy MaloTh OyTH IIPOoiHOpMOBaHi Ipo HEOOXimHICTh
e(eKTUBHOI KOHTpAEIIIil IMiJ] Yac JIiKyBaHHS IIUM JIiKapChbKUM 3aC000M.

KaiHiuHI OaHi

O6mMexkeHi orry0srikoBaHi maHi oOcepBalliiHUX OOCIiIXKeHb, MeTaaHali3iB Ta KITiHIiYHUX
BUMAAKIB L1010 3aCTOCYBaHHS aTOpPBacTaTUHY KaJibIlil0o He ITOKa3alu IIigBUIIEHOI O
PU3UKY BUHUKHEHHSI CEPHO3HUX BPOXKEeHUX MaabdopMaliii abo BUKUIHIB.

Hamxomunu pigKicHIi ITOBimOMIJIEHHS ITPO BPOOXKEHi aHOMaJTil micis
BHYTPIIIHbOYTPOOHOI eKCIto3ullil iHnmux inriditopiB 'MI-KoA-pegyKTa3u.
[TpocnekTuBHE criocTepexkeHHs npubnm3Ho 100 BuNaaKiB BariTHOCTEHN y XKIiHOK, SKi
JIIKYBaJINCSI CUMBACTaTHHOM abo0 JIOBAaCTaTUHOM, IT0OKa3aJsio, I1I0 YaCTOTa BUMIAMKiB
BPO/2KEHUX aHOMaJIiil jiofa, BUKUOHIB Ta BHYTPIIIHEOYTPOOHUX
cMepTel/MepTBOHAPOOKEHD He IepeBUIlyBajia 4aCTOTH, OUiKyBaHOI [JI 3arajibHol
nonynsanii. KinbKicTh BUIIQAKIB € IOCTAaTHHOIO, 100 BUKJIIOUNTU = 3—4-KpaTHe
MMiABUIIIEHHS BPOAXKEHUX aHOMaJlili PO3BUTKY IIJI0ofia MOPiBHSIHO 3 (POHOBOIO YaCTOTOIO.
Y 89 % BariTHUX, 3a IKMMU BeJIU IPOCHEKTUBHE CIIOCTEPEXKEHHS, 3aCTOCYyBaHHSA
JIIKapChKOT0 3aCOo0y PO3MOYMHAJIOCS [0 BAariTHOCTI Ta MPUIIMHSIIOCS i 4yac

I TpuMecTpy micns BUSABJIEHHS BariTHOCTI.

ITepiod 200ys8aHHA 2pydo1o0.

ATopBacTaTUH NIPOTUNIOKA3aHUM IIi Yac rogyBaHHA rpyAnto. BigcyTHa iHpopMaiis
IIPO BIJIMB JIIKapChKOT0 3ac00y Ha OUTHHY, SKYy FOOYIOTh IPyAAI0, YU Ha JIaKTalliio.
HeBigomo, yu mpoHUKA€E aTOpPBAaCTAaTHUH Y TPyOHE MOJIOKO, OMHAK OyJI0 BUSBIIEHO, 1110
iHIIMY JTiKapCchbKUM 3acib bOTO KJlacy IOTPAIlUIsE€ ¥ TPyOHEe MOJIOKO; aTOpBacTaTUH
HasgBHUU Yy MOJIOL] 1ypiB. OCKIiJIbKM CTaTUHU MOTEHIINHO 3[aTHI CHPUYUHUTHU
ceplrio3Hi HeOaKaHi peakllil y HEMOBJIAT, IKi 3HaXOASATHCSA Ha TPyOHOMY
BUT'O[IOBYBaHHi, )XiHKaM, gKi moTpeOyIOTh JTiKyBaHHS aTOPBACTaTUHOM, He CIIif
rogyBaTH Ipynaio (OuB. po3min «IIpoTunoka3aHHa»).

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMu mMexaHiamamu.

3OiliCHIOE Oy2Ke He3HaYHMWU BIIJIMB Ha IMIBUAKICTh peakllil mif yac KepyBaHHS
ABTOTPAHCIIOPTOM abo POOOTi 3 iHIIMMU MeXaHi3MaMHu.

Cmocid 3acTocyBaHHs Ta I03H

I'inepainidemia i 3miwaHa oducainioemisa



PekoMeHOoBaHa ITOYAaTKOBA [103a aTOPBACTAaTUHY CTaHOBUTHL 10 Mr a6o 20 mr 1 pa3 Ha
noOy. 151 malieHTiB, sIKi MoTpeOyI0Th 3HAYHOT0 3HUKEHHSI PiBHS X0JIeCTEPUHY
JITTHIII (6inpuie HiXK Ha 45 %), Tepanisa Moxke OyTu po3mnodara i3 mo3yBaHHs 40 mr 1
pa3 Ha moOy. [1030BUM miara30H JIiIKapChKOTro 3aco0y 3HaXOAUThCSA ¥ Mexkax Big 10 mr
no 80 mr 1 pa3 Ha goOy. JlikapchKuil 3aci6 MOXKHa 3aCTOCOBYBATU Pa30BOI0 O30I0 Y
Oynob-sKi TOOMHY Ta He3aJIeXKHO Bif BXKMBaHHS 1Ki. [ToyaTKOBY Ta HigTpUMyBaJIbHi
o034 aTOPBACTATHHY CIIia mimbupaTy iHOUBigyanabHO 3aJIe3KHO Biff MeTH JIiKyBaHHS Ta
BignmogBizi. ITicns moyaTKy JiKyBaHHS Ta/a0o Iiciisg TUTPYBaHHSA OO3HU CIIif
IIpoaHasi3yBaTH PiBHI JIIiAIB IpOTAroM mepiony Big 2 0o 4 TUXKHIB Ta BiANOBIOHUM
YWHOM BiIKOpPUTyBaTH O03Y.

I'emepo3uzomHa cimetliHa 2inepxosecmepuHeMia y nayieHmis 0umasAuv020 8iKy (8ikom
10-17 pokis)

PekoMeHOoBaHa ITOYaTKOBA [103a JIiKapChbKOTo 3aco0y cTaHOBUTH 10 Mr/moly;
3BUYAWHUM Oialta3oH m03 CTaHOBUTH Big 10 Mr go 20 Mr nmepopanbHo 1 pa3 Ha mooy.
ITo3u nikapchKoTo 3aco0y ciif nigbupaTy iHOUBiOyaIbHO BigMIOBITHO 10
peKoMeH0BaHOl MeTH JIiKyBaHHS. KopuUryBaHHS OO3U CIIif ITPOBOAUTH 3 iHTEpBaioM 4
THUXKHi abo OinbIre.

I'omo3uzomHa cimetiHa 2inepxosiecmepuHemis

Io3a aTopBacTaTUHY OJIS MALlEHTIB i3 TOMO3UTOTHOI CIMENHOIO
rinmepxonecrepuHemieio ctaHoBuTh Bim 10 mr mo 80 mMr Ha moOy. ATOpBacTaTHUH CIIif
3aCTOCOBYBaTH SIK OOIIOBHEHHSA OO IHINMX IiIOJIiNigeMiYHUX METOIB JIIKyBaHHSA
(manpuknaz, adepes JIITHII), abo sSKIIO rinoJrimigeMiyHi MeTOOu JIiIKyBaHHSA
HEeOOCTYIIHI.

OO0HouacHa 2inoaini0emMiyHa mepanis

ATOopBacTaTUH MOXKHa 3aCTOCOBYBaTH 31 CEKBECTPaHTaMHU KOBUHUX KUCJIIOT.
Kowmb6inariito inri6iTopiB I'MI'-KoA-penykTa3u (cTaTuHiB) Ta ¢ibpaTiB ciim 3aramom
3aCTOCOBYBaTHU 3 00epexkKHiCcTIO (OUB. po3ninu «B3aemomist 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHIII BUOAU B3aeMOAii» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

Ilo3ysaHHs 018 nayieHmMi8 i3 NOpyweHHAMU PYHKUiIl HUPOK

3axBOPIOBAHHS HUPOK He BIIJIUBA€ Hi Ha KOHIIEHTPAIlilo y I1JIa3Mi KPOBIi, Hi Ha
3HMKEeHHS piBHS xojectepuny JIITHII mpu 3acTocyBaHHi TiKapchKOTo 3aco0y, TOMY
KOPUTYBaHHS MO3M JIiIKapChKOTr'0 3aco0y IS MalliEHTiB i3 mMOpylIeHHAMU (QYHKIII1
HUPOK He 1oTpPiOHe (muB. po3minu «PapMakokKiHeTHKa» Ta «OCoOIUBOCTI
3aCTOCYBaHHS»).



Ilo3ysaHHA 05 nayieHmia, AKI NpuuMarms YUK/AOCNOPUH, KAAPUMPOMIUUH,
impaxkoHa3os abo nesHi iHeibimopu npomeas

Cnig yHMKaTH 3aCTOCYBaHHS JTiKapChKOT0 3aco0y MallieHTaM, SIKi IIPUNMaloTh
IIUKJIOCTIOPUH abo iHridiTopu npotea3u BIJI TunmpaHasip + puToHasip, abo iHriGiTop
nmpoTea3u Bipycy renatuty C riekamnpesip + mibpeHTacBip, abo 1eTepMoBip npu
OOHOYACHOMY 3aCTOCYBaHHI 3 1ukocrnopuHoM. [Tamientam i3 BIJI, sKi npuiiMaroTh
JIOIIiHABIp + PUTOHABIP, aTOPBACTATUH CJIig 3aCTOCOBYBATH Y HAaMHUKYiN HEOOXimHin
mo3i. Y marieHTiB, SKi IpuiMaloTh KJIaPUTPOMIIIUH, iTpaKoHa30J1, ef1bacsip +
rpa3omnpesip, abo nanientam 3 BIJI, aki npuiiMmaioTs y KoMOiHa1ii

cakBiHaBip + pUTOHAaBIp, HapyHaBip + pUTOHaBip, ocaMIipeHaBip abo
¢pocamnpeHnasip + puToHaBip abo 1€eTEPMOBIp, TepaleBTUYHY A03Y JIiIKapChKOTO
3aco0y citig 06MeKUTH 103010 ¥ 20 MT, TaKOXK PEKOMEHIOYETHCS IIPOBOAUTH HaJIeXKHI
KIiHiuHI 00CTexXeHHs s 3a0e3redyeHHsT 3aCTOCYBaHHSI HallMeHIIT0l HeoOXigHOI Jo3u
aTopBacTaTuHy. [TalieHTam, sKi npuiiMaloTh iHri6iTop mpoTea3u BIJI HendiHaBip,
JIIKyBaHHSI aTOPBaCTaTUHOM CJIii 00MeXKUTHU 003010 A0 40 mr. [Ipu cynyTHEOMY
Mpu3Ha4YeHHi aToOpBaCTaTUHY 3 iHIIMMM iHTiOiTOpaMu MpoTea3 PEKOMEHOYETHCS
MTPOBEIEHHS BiATIOBIAHUX KITiHIYHUX 00CTEXKEHb 151 3a0e3MneueHHsT 3aCTOCYBaHHSI
HaMMeHII0l HeoOXiHOI mOo3H JIiIKapCchKOT0 3aco0y (OuB. po3ninu «B3aemopisa 3 iHIIUMHT
JIiIKapChbKUMHU 3aco0aMu Ta iHII BUOM B3a€MOiti» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

Iimu.
I'emepo3uz2omHa cimetliHa 2inepxoaecmepuHeMis

Bbe3neka Ta e(eKTUBHICTh 3aCTOCYBaHHA JIIKAPChKOT0O 3aCO0y BCTAHOBJIEHI A/ OiTel
BikoM Biz 10 go 17 poKiB i3 reTepO3UTrOTHOI CiMEUHOIO Iillepx0jieCTEPUHEMIEI0 K
OOIIOBHEHHS OO0 OIETHU [OJis 3HUXKEHHS 3arajibHOro xonectepuny, pisasg JITIHII ta
piBHS amosinonpoTeiny B, Konu micns agekBaTHOI cnpoOu AieToTeparril BigMidaloThC:

xonectepuH JITTHII = 190 mr/on (4,91 mMonb/m) abo
xonectepuH JITTHII = 160 mr/on (4,14 MmMonb/mn) Ta:
y ciMeHOMY aHaMHe3i HasiBHa CiMelHa rirnepxojectepruHeMis abo paHHi

CepIeBO-CYOUHHI 3aXBOPIOBAHHS V POAUYIB ITepIIoro abo Apyroro CTYIeHs;

HasiBHI mBa a0o0 OisnbIine iHIMUX GaKTOPiB PU3UKY CEPIEBO-CYTUHHUX 3aXBOPIOBAHb.
IToka3aHHA [OJig 3aCTOCYBaHHSA aTOpBAaCTaTUHY MiATBEpPAXKEeHe Ha OCHOBI AOCIIiAXKEHb:

e ITmare60-KOHTPOIbOBAHE KIIiHIiYHEe JOCHiIKEeHHs TPUBAJIICTIO 6 MicsIIiB 3a
y4acTio 187 xjoniB Ta AiB4YaT miciasa mo4aTKy MeHCTpyaLiu BikoM Big 10 mo
17 pokis. IlamienTy, AKi OTpUMYyBaJju JIIKyBaHHS aTopBacTaTUHOM y 7031 10 Mr
a6o 20 Mr mIogHS, MaId 3arajaoM nomioHuM npodine HebaxkKaHUX peakIlii mo
TAKOI0, K y Mali€HTiB, Ki OTpUMYyBasu Ijane6o. Y nbomMy By3bKOMY



KOHTPOJILOBAHOMY IOCIIXKeHHI He O0yJI0 BUSIBJIEHO 3HAYYIIOTO BIIJIUBY
JIiKapCchKOT0 3aco0y Ha picT abo cTaTeBe MO3piBaHHS XJIOMIIB ab0 Ha TPUBAJIICTD
MEHCTPYaJIbHOI'O LIMKJIY y AiBYarT.

e TpupiuHe BiIKpHUTEe HEKOHTPOJIbOBaHE OOCIIAXKEHHA 3a y4acTio 163 giTei Bikom
Big 10 go 15 poOKiB i3 reTepO3UTr0THOIO CIMENHOIO rinepXoIeCTEPUHEMIEI0, O
SIKUX ITimOupanu mo3y OJisi JOCSATHEHHS IIiTbOBOT0 PiBHS Xomectepuny JITTHII]
<130 mr/gn (3,36 mMmonb/n). be3neka Ta epeKTUBHICTE 3aCTOCYBaHHS
aTopBacCTaTUHY IpU 3HUXKEHHI xonecTtepuny JIITHIIl 3a3Buyai BiAIIOBigaOTh
IIOKa3HUKAaM, SKi CIIOCTepiraaucs y JOPOC/IUX Ialll€HTiB, He3BaXXal4u Ha
0o0OMezKeHHS IIJIaHy HEKOHTPOJIbOBAHOTO [OCTiAXKEHHS.

HeoOxigHa KOHCy/bTallig AiBYaT MicJIg MOYaTKy MEeHCTpPyalliil IIog0 KOHTpallenIil,
SIKIIIO 11e IOPEeYHO [AJIs ITallieHTa.

[TOBroCcTpOKOBOl e(PEKTUBHOCTI Tepallil aTopBaCTaTUHOM, PO3II0YaTOl B AUTUHCTBI OJ14
3MEHIIEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI Y OPOCJIOMY Billi, H& BCTAHOBJIEHO.

Bbes3neka Ta eheKTUBHICTHL Tepallil aTopBacCTaTUHOM He BCTAaHOBJIEHA [IJIsI [iTeM BiKoM
mo 10 pokKiB i3 reTepO3UTrOTHOIO CiIMEMHOIO TimepX0oIeCTePUHEMIEIO.

I'omo3uzomHa cimetiHa 2inepxosiecmepuHemis

Kniniuna epekKTUBHICTE aTOpBAacTaTUHY V Ao3ax mo 80 mr/mo0y mpoTsrom 1 poky Oyna
OLliHEeHa Y HEKOHTPOJILOBAHOMY HOCJIIAXKEHHI Ialll€HTIB i3 TOMO3UTOTHOIO CIMENHO0
rirmepxonecTepuHeMi€lo, o SIKOTo OyJI0 BKIIIOYEHO 8 miTei.

Ilepeno3yBaHHA

CrenudigHoOro JIiKyBaHHS II€pPeOo3yBaHHS aTOpBaCTaTUHOM HeMae€. Y BUIAOKYy
rmepeno3yBaHHS IAlliEHTa CJIi JIIKyBaTU CUMIITOMATHUYHO Ta 3a He0OXigHOCTI
3aCTOCOBYBaTH HiATpUMYyBaJibHI 3ax0oqu. Yepe3 BUCOKUU CTYIIIHb 3B’sI3yBaHHSA
aTopBacTaTUHY 3 OiIKaMu I1JlTa3MM KPOBi He CIIifl O4iKyBaT¥ 3HAYHOTO MiACUIEHHS
KJIipeHCy JIikapChbKOTro 3aco0y 3a JOIIOMOT 010 reMofiani3y.

IToGiuni epexTn

Y 3B’s3Ky 3 TUM, 1110 KJIIHIYHI JOCIIOXKEeHHS IIPOBOOATECS Yy PI3HUX YMOBaX, 4aCTOTY
BUHUKHEHHS HeOaxKaHUX peakilii, I110 CIIOCTePiramThCs ITiJ Yac KITiHIYHUX
OOCITiIKeHb JIiIKapChKOTro 3aco0y, He MOKHa 0e3mocepenHbO MOPiBHIOBATHU 3
IIOKa3HMKaMHi, OTPUMaHUMU IIi[] YaC KJIIHIYHUX OOCIIiAXKEeHb 1HIIIOT O JIIKapChKOI' 0
3aco0y, Ta BOHU MOXKYTh He BiIIOBiZaTU MOKa3HMKAM YaCTOTH, 110 CIIOCTEPIraloThCs Y
KITIHIYHIA ITPaKTHII.



3rigHo 3 JaHUMU KIIIHIYHUX OOCIiAXKeHb aTopBacTaTuHy cepern 16066 nanieHTiB (8755

OTpUMYBaIX aTopBacTaTuH Ta 7311 oTpuMyBanu mnanebo; BiKOBUM giamra3oH
10-93 pokwu, 39 % xiHok, 91 % eBporeoigHol pacu, 3 % HerpoigHoi pacu, 2 %
MOHTOJIOIOHOI pacH, 4 % inmri) 3 MegiaHoIO JIiIKyBaHHS, 10 cTaHOBUJIA 53 TuXkHi, 9,7 %

Mali€eHTiB, IKi OTpUMYyBaJIM aTopBacTaThH, Ta 9,5 % mali€eHTiB, AKi OTPUMYyBasu

riane6o, IPUIWHUIIN 3aCTOCYBAHHS IIperapaTy 4yepes3 HeOaxKaHi peakliii, He3a/IeKHO

Bil IPUYMHHOTO 3B’SI3KY 3 IpeIrapaToM.

[T'ssTh HaMmomIUpPEHiMMX HebaxkKaHUX Peaklliil y mallieHTiB, AKi OTpUMYyBaIu TiKyBaHHS

ATOPBACTATHUHOM, 110 ITPU3BOOUIIN OO IIPDUIIMHEHHA 3aCTOCYBAHHA aTOPBACTATHUHY Ta

TPaNJISIUCcS 3 4aCTOTOI0, BUIIOK0 HiXK y rpyti nnanebo: mianris (0,7 %), miapes
(0,5 %), uynora (0,4 %), migBuIlleHHS PiBHA anaHiHaMiHoTpaHchepasu (AJIT) (0,4 %)

Ta nevyiHkoBux ¢epmeHTiB (0,4 %).

Y mailieHTiB, siKi OTpUMYyBaJu IiKyBaHHS aTOPBAaCTaTUHOM ¥ IJ1alie60-KOHTPOIbOBAaHUX
mociimxeHHsaX (n=8755), HaWvacTillle crocTepiranucs Taki HeGaxaHi peakiiil
(wactoTta BunankiB 2 % abo Oinblile Ta BUIlE, HiXK Y TPYyIIi niaiedo), He3alexkKHOo Bif

MMPUYUHHOTO 3B’13KYy: Ha3ogapuHriT (8,3 %), apTpanris (6,9 %), niapes (6,8 %), 6inb y

KiHIiBKax (6,0 %) Ta iHdeKIlis cedoBUBigHUX Hinsaxis (5,7 %).

Y Tab6mnuiii 4 migcyMOBYETHCS YacTOTa KITiHIYHNX HeOakKaHUX peakllii, He3aJleKHOo Bif

MMPUYUHHOTO 3B’sSI3KY, 3apeecTpoBaHux y 2 % mallieHTiB abo OinbIlle Ta 3 4aCTOTOIO,

BUIIIOI0, HiXK y rpyIi niaiebo, y Nali€eHTiB, IKi OTpUMYyBaJiu JIiKyBaHHS

aTopBactaTuHoM (n=8755), 3a ganumMu 17 1m1aiedo0-KOHTPOIbOBAHUX OOCTiOXKEHb.

Tab6mnuig 4.

Kniniuni HeGaxaHi peaxiiii, 1110 BUHUKanu y 2 % MalieHTiB Ta Oinbile, siKi oTpuMyBaliu

JIiKyBaHHS OyOb-SIKOIO TO30I0 aTOPBAaCTAaTUHY, Ta 3 YaCTOTOO, BUIIOKO HiX mtane6o,

He3aJ/IeXKHO Bifl IPUYNHHOTO 3B 3Ky (% MallieHTiB).

byns-
HeGaxaHa peakiis* ﬂj:a 10 Mr N=3908/20 mr N=188/40 mr N=604/80 Mr N=405
0
N=8755
Hazodapusrit 8,3 12,9 5,3 7 4,2
Aptpanrisa 6,9 8,9 11,7 10,6 4,3



Hiapes 6,8 7,3 6,4 14,1 5,2

Bine y KiHIIBKax 6 8,5 3,7 9,3 3,1

[HdeKIisT cedyoBUBIOHUX

. 5,7 6,9 6,4 8 4,1
IIJISAXIB
Hucrmerncis 4,7 5,9 3,2 §) 3,3
HypoTa 4 3,7 3,7 7,1 3,8
M’s130BO-CcKeneTHUM 0inb|3,8 5,2 3,2 5,1 2,3
M’s30Bi cna3zmu 3,6 4,6 4,8 5,1 2,4
Mianrisa 3,5 3,6 5,9 8,4 2,7
Be3conHsa 3 2,8 1,1 5,3 2,8

dapuHTOTapUHTeaTbHUMN
S 2,3 3,9 1,6 2,8 0,7

* HebaxkaHa peakilis > 2 % y Oynb-sKili mo3i Oinbiie HixK m1amnebo

Mo inmux HeOaxKaHUX Peakllili, IPo SKi IIOBiMOMIISIJIOCS IIil Yac JOCIIiIXKeHb,
HaJlexXaTh:

3 60Ky opeaaHie 30py: HEYITKICTh 30PY, ITOPYIIEHHS 30DY.
3 60Ky opeaaHis cayxy ma secmuby1ApHO20 anapamy: IIyM y ByXax.

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0HOI KAimKu ma cepedocmiHHs: HOCOBa
KpOBOTEYa.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY: IMIITyHKOBO-KUIITKOBUYM OUCKOM(POPT, BiIpHUKKa,
MEeTeOpHU3M, FellaTuT, X0JIecTas.



3 60Ky HUPOK ma ceuosuOlinbHOI cucmemu: TeUKOUUTOYPis.

3 60Ky 06MiHY peuo8uH, Memaboai3mMy: MiTBUIIIEHHS TPaHCaMiHa3, BimXUJIeHHS Bif
HopMHU QyHKITIOHATbHUX ITPO0 MediHKY, NimBUIIIeHHS PiBHSA TyKHOI ¢docdhaTa3u B
KpPOBI, HiABUIIIeHHSA aKTUBHOCTI K@K, rimepriikemis.

3 60Ky HepB8osoi cucmemu: XKaxIuBi CHOBUIIHHS.
3 60Ky wkKipu ma niOwKipHOI KAiMKOBUHU: KPOIINB’ THKA.

3 60Ky onopHO-pyxo80i cucmemMu ma cnoAy4YHOI MKaAHUHU: M’ sI30BO-CKeIeTHUM Oiflb,
ITigBUIIIeHa BTOMIIIOBAHICTh M’s13iB, 0inb y 1m1i, HabpsKaHHSA Ccyrino0iB, TEHOMHOIATIsA
(iHOmi yCKTamHeHa PO3PUBOM CYXOXKHUJIIA).

3 60Ky penpodyKkmueHoi cucmemu ma (YyHKUii MOAIOYHUX 3d/103: TIHEKOMACTis.
3aezanvHi po3aadu: BiguyTTs He3OyKaHHS, MipeKcis.

Bci mo6iuHi peakilii MpuBegeHO 3a CUCTEMOIO KJIacCiB Ta OpraHiB Ta YaCTOTOIO: OyKe
gacTto (= 1/10), wacTto (=1/100 - <1/10), HeuyacTo (=1/1 000 - <1/100), pigko
(=1/10000 - <1/1000), oyxe pigko (<1/10 000), yacToTa HeBigoMa (He MOXKYTb OyTHU
OIliHEeHi 3a HasIBHUMHU JaHUMU).

3 60Ky opeaaHie 30py: HEYACTO - 3aTyYMaHEHHS 30pY.

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyOHOi KAimKu ma cepedoCmiHHA: 4acCTo -
0inb y ropsi Ta ropraHi.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY: 4aCTO - 3alI0pP; HeYaCTO - TaHKPEeaTHT,
OJIIOBaHHA.

3 60Ky neviHKU i H#c08UOBUBIOHUX W AAXiB: My¥Ke PidKOo - MedYiHKOBa HEIOCTATHICTh.

3 60Ky 06MiHY peyosuH, Mmemaboai3my: HEYaCTO - TinmorikeMmis, 30ibIIEeHHST MacHu
Tiflla, aHOPEKCis.

3 60Ky Hepsosoi cucmemu: 4acTo - TOJIOBHUM 0iflb; HeYaCTO - 3allaMOPOYEHHS,
mapecresis, rimecTesis, AUCTEeB3isI, aMHe3id; pPigKo - mepudepruyHa HEUPOIaTid.

3 60Ky Kpoei ma aiMmpamudHoi cucmemu: PigKo - TPOMOOIUTOIIEHIsI.
3 60Ky iMyHHOI cucmeMu: 4acCTO - aJIePrivyHi peakirii; myxe pigko - aHadimakcis.

3 60Ky wKipu ma niowkKipHOI KAIMKOBUHU: HEYaCTO - MIKipHi BUCUIIAHHS, CBePOiXK,
asiomellisi; pigKo - aHTiOHEeBPOTUYHUM HAOPSK, OYIbO3HUM AepMaTUT (Y TOMY YHCIIi
MynbTU(OPMHaA epuTeMa), cMHOApoM CTiBeHca-[I?KOHCOHA Ta TOKCUYHUU



elnigepMajbHUU HEKPOJIi3.

3 60Ky onopHO-pyxo80i cucmemMu ma CnoAy4YHOI MKAHUHU: 9acTo - 0inb y cyriobax,
0inb y cOuHi; pigKo - MiomnaTtis, Mio3uT, pabmoMiosis.

3aezanvHi po3nadu: He4acTo - acTeHis, O0inb y rpynsax, nepudepudHi HaOpsSIKY,
CTOMJIIOBAHICTB.

JlabopamopHi NOKa3HUKU: 9aCTO - BiIXUJIEHHS Pe3ylIbTaTiB QyHKIIOHAIbHUX IIPOO
eyviHKH, migBumieHHss akTUBHOCTI KOK KpoBi; He4acCcTo - TO3UTUBHUM pe3yibTaT
aHaJIi3y Ha BMICT JIEUKOLIUTIB y cedi.

4Kk i npu 3acTtocyBaHHi iHmMX iHridiTopiB 'MI'-KoA-penyKTasy, y Nali€eHTiB, SKi
OIpuUMalIyd aTOPBaCTaTHUH, CIIOCTEPiraau NigBUIEHHS aKTUBHOCTI TpaHCaMiHa3
cupoBaTKu KpoBi. Lli 3mMiHu 3a3Buyait Oysiu ci1abKo BUpaKeHMMM, TUMYaCOBUMMU Ta He
nmorpedyBanu BTpy4daHHs a0o0 nikyBaHHs. KimiHiuHO 3Ha4yIle MigBUINEeHHS aKTUBHOCTI
TpaHCaMiHa3 CUPOBATKU KPOBi (mepeBuiienHss BMH 6inbie HiXK y 3 pa3u)
croctepiranu y 0,8 % maiieHTiB, K1 IpuK¥Mau aTopBacTaTuH. Lle miaBuUIlleHHS MaJio
m0303aJIe’KHUM XxapaKTep Ta 0ys10 000OPOTHUM Y BCiX ITAIli€HTIB.

Y 2,5 % matieHTiB, gKi NpuiiMalid aTOpPBaCTaTHUH, CIIOCTEPiraay 3pOCTaHHS aKTUBHOCTI
KK cupoBaTKu KpOBi, 1110 Oinbiie HixK y 3 pa3u nepeBuiryBaia BMH. 1le 36iraetscs 3i
CIIOCTEPEXKEHHSIMU IIPU 3aCTOCYBaHHi iHImuX iHridiTopiB 'MI-KoA-penykTasu y
rnpoileci KiiHigyEuX gociaigxeHb. Y 0,4 % nallieHTiB, K1 OTPUMYyBaJid aTOpPBaCTaTHUH,
criocTepiranucs piBHi, 1o nepeBuinyBanu BMH 6Ginbinie HixK y 10 pagzis.

[ToGiuHi peakiiii, IKi BUHUKIIM TIif YaC OOCIigXKeHb: iHpEKIlisT CEY4OBUBIAHOTO TPAKTY,
IIYKPOBHUM AiabeT, iHCYIIbT.

Y mocnigxkenHi ASCOT (Anglo-Scandinavian Cardiac Outcomes Trial), sike BKIto4ano
10305 yyacHukiB (BikoBui miana3oH 40—-80 poxkiBs, 19 % xkiHoK; 94,6 % npenCTaBHUKIB
€BPOIEOIOHO1 pacH, 2,6 % IIpeacTaBHUKIB HETpPoigHol pacH, 1,5 % miBogeHHO-
a3iMCHKOr0 MOXOHOXKeHHS Ta 1,3 % 3MiIlTaHOro MOXOAXKEHHS/IHININX), SKi OTPUMYyBaln
JIIKyBaHHS aTopBacTaTUHOM Yy Ho3i 10 mr mopgerHo (n=5168) abo nnanebo (n=5137),
npodinb Oe3meKy Ta IePeHOCUMOCTI y allieHTiB, AKi OTpUMyBaJId aTopBacTaTuH, OyB
TMOPiBHIOBAHUM 3 TAaKMM Yy I'pymi maiedo BIPOOOBXK IIepioay ImoAasbIIoro
CIIOCTepeXkKeHHs 3 Me[iaHOI TPUBAJIOCTi 3,3 POKY.

Y mocmigxkenHi CARDS (Collaborative Atorvastatin Diabetes Study), sike Bko4ano
2838 mnanieHTiB (y BikoBOMYy miama3oHi 39-77 pokiB, 32 % xiHOK; 94,3 %
MIpencTaBHUKIB €BpoIeoigHol pacH, 2,4 % miBmeHHO0-a3iliChKOTr0 MOX0oaXKeHH, 2,3 %
a(dpo-kapubCHKOTo MOXonKeHHs Ta 1 % iHImuX) i3 mykKpoBuM niabetowm Il Tumy, saKi
OTPUMYBAJIHU JIiIKyBaHHS aTOPBacCTaTUHOM Yy fmo3i 10 Mr Ha moby (n=1428) abo nnaiebo
(n=1410), He criocTepiraaocs }KOaHOI Pi3HUIIl y 3arajabHii 4acTOTi HeOaKaHUX



peaxiiit abo cepiio3HUX HeOaxKaHUX peakIliil MiXK rpyrnaMu JTiKyBaHHSI BIPOOOBXK
repioay ImomasbIloro CIIOCTEPEXXEeHHSA 3 MeaiaHow TpuBaiocTi 3,9 poky. [Ipo xkKoaHi
BUIIAAKW PabooMioJli3y He MOBimOMIISIIOCS.

Y mocmigxenHi TNT (Treating to New Targets Study), sske Bkntodano 10001 narmierTa
(BikoBui mianma3oH 29-78 pokis, 19 % xkiHok; 94,1 % mpencTaBHUKIB €BPOIIEOITHOL
pacwu, 2,9 % npencraBHUKIB HerpoigHol pacu, 1,0 % npeacTaBHUKIB MOHTOJIOIAHOL
pacu ta 2,0 % iHmuMX) 3 KJIiHIYHO BUPaXKEeHOoIo illleMidyHO0I0 XBOp0o6oIo ceplisd, SKi
OTpUMYBaIu aTopBacTaTHH y Oo3i 10 Mr Ha moby (n=5006) abo aTopBacTaTuH y mO3i
80 mr Ha moby (n=4995), cmocTepiranucs OinbIll cepio3Hi HeOaxKaHi peakiril Ta
BUIIAAKM ITPUNUHEHHS 3aCTOCYyBaHHS aTOpBAacCTaTHUHY dyepe3 HebaxKaHi peakilil y rpyIri
Mali€eHTiB, IKi OTPUMYyBa/JIM BUCOKIi 103U aTopBacTtaTtuny (92, 1,8 %; 497, 9,9 %
BiITIOBiOHO), MOPIBHSHO 3 TPYMIOI0 MAIliEHTIB, Ki OTPUMYBaJIM HU3bKI J0O3U
aTtopBacTtatuHy (69, 1,4 %; 404, 8,1 % BiAmOBiOHO), BIPOOOBXK II€PioAy IIOOAIbIIOTO
CIIOCTEPEeXKEeHHS 3 Me[ilaHo0 TpUuBayioCTi 4,9 poky. CTilKi MigBUILlEeHHS PiBHSA
TpaHcaMmiHa3 (y 3 pa3u abo Ginbie Buitie BMH, gBiui Bnpomosxk 4—-10 mHiB)
croctepiranucsa y 62 (1,3 %) oci0, ski oTpuMyBaJjii aTopBacTaTUH y m03i 80 Mr tay 9
(0,2 %) ocib, siki oTpuMyBanu aTopBacTaTuH y go3i 10 mr. ITigBuinenHs piBas KK (y 10
paziB abo Ginbine Buile BMH) Oynu 3arajomM HU3LKUMHU, ane OyJIyd BUIIUMU Y TPYIIi
MaIli€eHTIiB, IKi OTPUMYBaJIM BUCOKi mo3u aTtopBacTtatuny (13, 0,3 %), MOpPiBHSAHO 3
TPYIIOIO MAIli€HTIB, AKi OTPMMYyBaJIi HU3bKi 403U aTopBacTtaTtuHy (6, 0,1 %).

Y mocnigxenHi IDEAL (Incremental Decrease in Endpoints through Aggressive Lipid
Lowering Study), sake Bkmtodasno 8888 marilienTiB (y BikoBoMy fiamna3oHi 26—80 pokis,
19 % xiHoK; 99,3 % npencTaBHUKIB €BpoIrieoigHol pacu, 0,4 % mpencTaBHUKIB
MOHTO0J01gHOo1 pacH, 0,3 % npencraBHUKiIB HerpoigHol pacu Ta 0,04 % iHimx), gKi
OTpUMYBaIX aTopBacTaTuH y 0o3i 80 Mr/moby (n=4439) abo cuMBacTaTUH y 0031
20-40 mr Ha moby (n=4449), He crocTepirasocs XKOOHOI BITMIHHOCTI y 3arajabHii
4acToTi HebaXKaHUX peakiliii abo cepiio3HUX HebaXKaHUX peaklii MiXK rpymaMu
JIIKyBaHHS BIIPOAOBXK II€PiOOY ITOOAIbIIOT0 CIIOCTEPEKEHHS 3 MeiaHOI0 TPHUBAIOCTI
4,8 pokKy.

Y mocnigxxenni SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol
Levels), ske Bkmouano 4731 nauieHTa (BikoBu# miana3oH 21-92 pokwu, 40 % XKiHOK;
93,3 % npencTraBHUKIB €BpoIieoigHol pacu, 3,0 % npencTaBHUKIB HETPOIOHOI pacH,
0,6 % npencTaBHUKIB MOHTOJI0IOHOI pacu Ta 3,1 % iHmmux) 6e3 KIIiHiYHO BUpPaXKeHOol
ilmeMigHOl XBOpOOU cepllsd, ajle 3 HasBHICTIO B aHaMHe3i iHCyIbTy a00 TPaH3UTOPHOIL
ilmeMigHOl aTaK¥ IPOTIATOM IOIIePenHixX 6 MiCSIliB, SKi OTPUMyBaJii aTOPBACTaTUH y
mo3i 80 mr (n=2365) abo maarebdo (n=2366), yIpPOIOBXK mepiofy MomasbIIoro
CIIOCTEPEeXKEeHHS 3 Me[laHO TPUBaJIOCTI 4,9 pOKy cIiocTepirasjiacs BUIlla yacToTa
BUIIAAKiB CTiMKOTO MiABUIIIEHHS PiBHS IMEeYiHKOBUX TpaHcaMiHa3 (y 3 pa3u abo Oinbiire
Buiie BMH pBiui Bipogosx 4—10 gHIB) y rpyIi ali€HTIB, sIKi OTPpUMyBaIu



atopBacTtatuH (0,9 %), mopiBHsIHO 3 rpymnoo mnanedo (0,1 %). Bunagku nigBuIlleHHS
piBusa KK (y 10 paziB Buiie BMH) 6ynu pigkicHuMU, ajie CliocTepiraaucs 4yacriiie y
rpyImi mamieHnTiB, ki orpuMyBanu atopBactatul (0,1 %), Hixk y rpymi nname6o (0,0 %).
LlykpoBuii niabet OyB 3apeecTpoBaHU 5K HeOaxkaHa peakilisi y 144 maiienTis (6,1 %)
rpyny, ssKa OTpUMYyBajia aTopBacTaTuH, Ta y 89 nauienTis (3,8 %) rpymnu mnnaiebo
(muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHSI»).

[Tpu post-hoc aHani3i mpogeMOHCTPOBAHO, 110 aTOPBaCTaTHUH Yy A03i 80 MI 3MeHIITyBaB
4aCTOTY imeMigHOoro iHCcynbTy (218 i3 2365, 9,2 %, npotu 274 3 2366, 11,6 %) Ta
MigBHUILyBaB YaCTOTY BHUIIAAKIB reMoOparigyHoro iHcynbTy (55 3 2365, 2,3 %, npotu 33 3
2366, 1,4 %) nopiBHsIHO 3 mIalle6o0. YacToTa BUIIAIKiB JIeTAJIbHOTO TeMOpPariayHoro
iHCynbTy Oyia noni6HO0 Mix rpynamu (17 BUIIagKiB y TPyIi aTOpBacCTaTUHY
nopiBHSAHO 3 18 BunagkamMu y rpyii rmiame6o). YacToTa BUNaakiB HeJIETaTbHOT O
reMoparigyHoro iHCcynbTy Oyjia 3HaYHO BUILOIO Y I'PYIIi MMAlli€HTIB, IKi OTPUMYyBallu
aTopBacTaTuH (38 BUNaOKiB HEJIETAJILHOTO reMOPariYyHoro iHCyIbTy), HOPIBHSIHO

3 rpy1molo ninane6o (16 BumagkiB HeJleTalbHOIO0 TeMOoparigyHoro iHCynbTy). BusiBunocs,
1110 ITaLliEeHTH, AKI BCTYIIUJIN A0 OOCIIIOXKEHHA 3 reMOopariyiuM IHCYJIbTOM B aHaMHe3i,
OTpUMaIU HiABUIIIEHUU PU3UK reMoparivsoro iHcynsty (7 (16 %) y rpymi
aTopBacTaTuny, npotu 2 (4 %) y rpymi mname6o).

3HauyIIuX BIIMIHHOCTEN MiXK I'pyllaMU JIiIKyBaHHS IIOAO JIETAJIbHOCTI 3 YCiX IPUYUH
He crocTtepiranocs: 216 (9,1 %) y rpymi, sKka oTpuMyBajla aTOpBacTaTUH y OO3i

80 mr/mo6y, mpotu 211 (8,9 %) y rpymi nname6o. YacTuHa mallieHTIB, SKi moOMepIu
yepe3 CeplieBO-CyAUHHY I1aTOoJIOTiio, OyJia YuceIbHO MEHIIIOI0 y IPYIi IMallieHTiB, IKi
OTpPUMYBaIu aTopBacTaTuH y mo3i 80 mMr (3,3 %), Hixk y rpyni nnauebo (4,1 %).
YacTuHa Malli€EHTiB, SIKi IIOMEPJu He Yepe3 CceplieBO-CYAUHHY I1aToJIoTiio, Oyia
4uCeJIbHO OilIbIIIOI0 ¥ TPYIIi MAIli€EHTIB, Ki OTpUMYyBau aTopBacTaTuH y mo3i 80 mr
(5,0 %), Hix y rpyni nname6o (4,0 %).

IToGiuHi peakiil Imig Yac KJIiHIYHUX JOCIiIZKeHb 3aCTOCYBAHHS aTOPBACTATHUHY V OiTeH

ITig yac 26-TUKHEBOT0 KOHTPOJILOBAHOI'O JOCJIIIAXKEHHS Y XJIOMILIB Ta y AiBYaT IIiCis
I04YaTKy MEeHCTpYyallid 3 TeTEePO3UTOTHOIO CIMEMHOIO TrinepXxoieCTepuHEMIEI0 (BiIKOM
Bim 10 mo 17 pokiB) (n=140, 31 % — xkiHo4oi ctaTi; 92 % — npeacTaBHUKHA
€BpoIieoigHol pacH, 1,6 % — npeacTaBHUKHM HErpoigHOl pacH, 1,6 % — mpeacTaBHUKHT
MOHTOJIOIgHOI pacu Ta 4,8 % — mpeacTaBHUKM iHIINX €eTHIYHUX rpyn) npodinb 6e3mneku
Ta MMepPeHOCUMOCTi aTopBacTaTuHy B [03i Bim 10 Mr mo 20 Mr Ha g00y K OOTTOBHEHHS
IO OIETU OIS 3HUIKEHHS 3arajlbHOTO XOJIECTEPUHY, piBHA XonecTepuny JIIIHII Ta
piBHS amnosminonpoTeiny B 6yB 3aranom nomi6HuM mo mpodinto niaiebo.

Ioceid nocmpeecmpauitiHo20 3aCMoCy8aHHs1 AMOP8ACMAMUHY.



[TpoTsaroM IMOCTPEECTPALIIMHOTO 3aCTOCYBaHHS aTpBaCTaTUHY Oyiu BUSBJIEHI
HUXKYe3a3HauyeHi HeOaxkaHi peaxirii. OCKiIbKM mpo I1i peakiiii ImoBiqoMIsIETLCSI Ha
noOPOBiNMbHIM OCHOBI Bifl ITOIYJIAIIl HEBIHOMOI YUCETbHOCTI, HE 3aBKIU MOKIIUBO
OOCTOBIPHO OIIIHUTHU IX YaCcTOTy ab0 BCTAHOBUTU IIPUUYMHHO-HACITIIKOBUM 3B 30K i3
3aCTOCYBaHHSM JIiIKapChKOT'0 3aco0y.

Ilo HebOaxkaHUX peakllii, MOB’sI3aHUX i3 JTIKyBaHHSM aTOPBaCTaTUHOM, He3aJIeKHO Bif
OLIIHKM IIPUYMHHO-HaCJIIAKOBOI'O 3B’A3KYy, HajieXKaTh peakllil: aHadinakcis,
aHTiOHEBPOTUYHUN HaOpAK, OyJIbO3HI BUCUIIAaHHSA (30KpeMa eKCyJaTHBHa
MyNIbTU(OPMHA epuTeMa, CuHAPOM CTiBeHCa-[[?KOHCOHA Ta TOKCUYHUU
elnigepManbHUM HEKPOJIi3), pabmoMiosti3, Mio3uT, migBUIlleHa BTOMIIIOBAaHICTh, PO3PUB
CYXOXKWJIJIS, JIeTajJlbHa Ta HeJjleTallbHa IeYiHKOBa HEOOCTaTHICTh, 3allaMOPOYEHH,
nernpecisi, nepudepryHa HelpoIaTisi, TaHKpeaTUT Ta iHTepCcTHlliajibHa XBopoba
JIeTeHb.

Hapgxomunu pigKicHi ITOBiOMIEHHS PO BUIIAOKU IMyHOJIOTIYHO OIIOCEPEOKOBAHOl
HEKpPOTU3yBaJIbHOI MionaTii, MOB’sI3aH0il i3 3aCTOCYyBaHHSM CTAaTUHIB (OUB. pO3Oin
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

Hapxonmunu pigKicHI mocTpeecTpalliiiHi IOBiHOMJIEHHS PO KOTHITUBHI po31agu
(HampuKIiam, BTpaTa maM’siTi, 6e3nam’ ITHICTh, aMHe3is1, IIOPYIIIeHHS ImaM’sITi,
CIIYTaHICTh CBiIOMOCTI), IOB’si3aHi i3 3aCTOCyBaHHAM CTaTHHIB. 1li KOTHITUBHI
po3nanu OyyiM 3apeeCcTpoBaHi IMPU 3aCTOCYBaHHI BCiX CTaTUHIB. 3BiTHU 3arajoMm He
BiIHOCUIIHUCH [0 KaTeropil cepiio3Hux HeOaKaHUX peaklliii Ta Iii TposiBU OyIu
00OPOTHUMHU ITiC/IS IPUNIMHEHHS IPUNOMY CTAaTHHIB, MaJid Pi3HUM Yac OO0 MO4YaTKy
nposiBy cumMnToMy (Bifg 1 gHS OO KiJIBKOX POKiB) Ta 3HUKHEHHS CUMIITOMY (MefiaHa
TPUBAJIOCTiI CTaHOBUJIA 3 TUXKHI).

[Tig yac 3acToCcyBaHHS OesIKUX CTaTHUHIB Oy/IU ONKCcaHi Taki HeOaXaHi siBUIla: po3Jaf
cTtaTeBol QyHKIIII; BUHSITKOBI BUIQIKU iHTEPCTHUIliaJIbHOI XBOPOOU JIeTeHiB, 0COOJINBO
i YaCc JOBIOCTPOKOBOTO JIIKyBaHHI.

ITig yac IIOCTMAPKETHUHI OBUX CIIOCTEPEXKEHD HOBIOOMJISAJIOCS IIpo HHXK4Ye3a3HaueHi

nobiyHi peakirii

3 60Ky opaaHis cayxy ma secmubya51pHO20 anapamy: IIyM y ByXax.
3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: Oinb y KHUBOTI.

3 60Ky 06MiHY pedosuH, memaboai3my: 30INbIITEHHS MaCH Tina.

3 60Ky Hepsosoi cucmemu: TONMOBHUM Oifnb, TimecTesist, OUCTreB3is.

3 6oky Kpoei ma aiMmpamuyHoi cucmemu: TPOMOOLIUTOIIEHIS.



3 60Ky iMyHHOI cucmemu: anepriuti peaxkirii, anadinakcis (y Tomy ducii
aHa(piTaKTUYHUN ITIOK).

3 60Ky wKipu ma nidwKipHOI KAIMKOBUHU: KPOIIUB sTHKA.
3 60Ky ONOpHO-pyx080i cucmemu ma Cno/Ay4YHOi MKAHUHU: apTpanris, 6iab y CriuHi.
3azanvHi po3saadu: 6inb y rpynsax, nepudepruyHuil HaOpSK, He3OyKaHHS, BTOMaA.

JlabopamopHi NoKa3HUKU: TiaBUINeHHs aKTUBHOCTI AJIT, migBUIlleHHSI aKTUBHOCTI
KO®K kpoBi.

ITogi0oM1eHHA npo ni0o3prosaHi nobiuHi peakuii.

[ToBimoMiieHHS PO Mimo3ploBaHi M00iYHI peaxiiii micias peecTpaliil T1iKapchKOT0
3aco0y € BaXJINBOIO IIpolLenaypolo. Lle mo3Boisie IpOOOBXKYyBaTH MOHITOPUHT
CIIiBBiAHOLIEHHS «KOPUCTHL/PU3UK» OJIS BiAMOBIMHOTO JIiKapChKOro 3aco0y. MegudHuUM
MpalliBHUKaM HeoOXimHO MoBimoMIsiTU PO Oyab-siKi mimo3pioBaHi mobiuHi peakiii
yepes HallioHaJIbHY CUCTEMY IIOBIOMIJIEHb.

TepMiH npHIaTHOCTI
2 POKH.
VYMoBM 30epiranHs

30epiraTtu B OpUTiHANIbHIN YIAKOBIIi TpU TeMIlepaTypi He Buile 25 °C. 306epiratu y
HEeOOCTYIIHOMY IJIS OiTeu MicCIi.

YnakoBka

ITo 10 TabyeTOK Y KOHTYPHil YapyHKOBi# yIIaKOBIli; 10 3 KOHTYPHI YapyHKOBI
YIIaKOBKM y mautlj; 1o 14 tabieToK y KOHTYPHiM 4apyHKOBiM yIIaKOBIli; 10 2 KOHTYpPHi
YapyHKOBI YIIaKOBKY Y ITay4Ili.

Karteropis Bignycky
3a penenTomMm.
BupoOHUK

[TpAT «®apmaneBTudHa pipma «JlapHHULIST».

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta aJpeca MiCIisi IPOBaaXKXeHHsI HOTr o
IisIITHLHOCTI.
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