IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

ATOPBACTATHUH-IJAPHHUILI A

(ATORVASTATIN - DARNITSA)

Cknao:
ditoua pevosuHa: atorvastatin;
1 TabGneTKa MiCTUTL aTOpPBAaCTAaTHHY KaJlbllilo, B IepepaxyBaHHi Ha aTopBactatul 10 mMr a6o 20 Mmr;

0OnoMmidcHI peyosuHU: KaJbIlifo KapOOHAT 3 MOBIMOHOM, I1eJ1(0JI03a MiKPOKPHCTaJliYHa, TaKT03a
MOHOTiipaT, HaTpilo JaypuicyiabdaT, KpOCIOBiOH, MarHilo cteapart, onagpau II 85F Ginuii.

JIikapcbka ¢opma. TabneTky, BKPpUTI 000JI0HKOIO.

OcHosHi pi3uko-xiMiyHi 8aacmusocmi: TabNeTKH KPyTiiol GopMU 3 JBOOIYKJIOI0 IIOBEPXHEI0, BKPUTI
000110HKOI0 6istoro abo Matizke 6iI0T0 KOJILODPY.

dapMmakoTepaneBTHYHA rpymna. JIlikapchki 3acobu, 1110 3HUKYIOTh PiBEHb X0JIECTEPUHY i
TPUTJIiLIEPHUiB y cupoBaTIli KpoBi. IHribiTopu 'MI-KoA-penykTa3u. ATOpBacCTaTHH.

Koxm ATX C10A A05.

®Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

ATopBacTaTHH SBJISIE COO0I0 CUHTETUYHUY TiMOimiqeMigyHui TiKapCchbKui 3aci0. ATOPBACTATHH €
inribitopoM 3-rimpokcu-3-metunriayrapui-kohpepmenTty A ('MI-KoA) penykTa3u — GpepMeHTy, 1110
KaTasidye nepetBopenHs I'MI'-KoA B MeBaJIOHAT - IOYATKOBUH Ta MiMiTyiounii eTan 6i0CUHTE3Y
XOJIECTEPUHY.

ATOpBacTaTUH € CEJIEKTUBHUM KOHKYpeHTHUM iHTibiTopoM I'MI'-KoA-penykTa3u, pepMeHTY, Bif
SIKOT'0 3aJIe3KUTh IBUIKICTh IEPETBOPEHHS 3-TiHPOKCHU-3-MEeTUITIyTapuil-KopepMeHTy A 'y
MeBaJIOHAT, Pe4YOBUHY-IIONIEPEeNHUK CTEePOJIiB, Y TOMY YHUCJIi XOJIeCTEPUHY.

B excnepuMeHTaIbHUX MOAENSAX Y TBAPHUH aTOPBACTaTHUH 3HUXKYE PiBEHDb X0JIECTEPUHY Ta
JinonpoTeiHiB y nm1a3Mi KpoBi muisixoM inribyBanus y neuinii [MI-KoA-penyKTa3u i cuHTE3y
XOJIECTEPUHY Ta LUIIAXOM 30iMblIeHHS KiTbKOCTI Te4iHKOBHX PEIeNTOPiB JIiMONPOTEiHiB HU3bKO1
minbHOoCTi (JITTHIII) Ha moBepxHi KITiTUH [ IOCUJIEHHS OTIMHAHHS Ta KaTabomismy JITTHILI;



aTopBacTaTUH TaK0oX 3MeHIIye nponyKyBaHHs JIITHII Ta KinbKiCTh I[UX YaCTUHOK.

ATopBacTaTuH, fK i ©0T0 AesdKi MeTaboiTi, € papMaKoIoriYHO aKTUBHUM Y JIIOOUHHU. ['0JIOBHUM
MiclleM [il aTOpBaCTATHHY € MeYiHKa, SKa Bifirpae roI0BHY POJIb Y CUHTE3i X0NIeCTEPUHY Ta KITipeHCi
JITTHIII. To3a mikapchkoro 3acofy, Ha BigMiHY Bifl CHCTEeMHOI KOHIIEHTpaIlii TikapChbKoro 3acoby,
Kpallle KOpesioe 3i 3MeHIIeHHAM piBHS xonectepuny JIITHIII. InguBinyanbuuii migbip qo3u
JiKapchbKOTro 3aco0y CIlif 3MilicHIOBATH 3a/Ie3KHO Bif TepaneBTUYHOI Bigmosifi (muB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3W»).

dapmMaxkoKiHemuxka.

BcMOKTYyBaHHS.

ATopBacTaTuH MWBUAKO abCOPOYETHCS MiC/Is MEPOPAIbHOTO 3aCTOCYBaHHS, MaKCUMalbHa
KOHIIEeHTPaIlisg #oro y nna3mi Kposi (C,,,) mocaraetbes mpoTsiroM 1-2 rogus. Ctyminb abcopobiii
3pOCTA€E MPOTMOPLIMHO 0 M03U aTOpBacTaTUHy. AGCOMOTHA 0i0OCTYIIHICTh aTOPBACTATUHY (BUXigHUM
nmikapchkuy 3aci6) ctaHOBUTH npubnu3Ho 14 %, a cucteMHa 6i00CTYIHICTH iHTiOyBaIbHOL
akTuBHOCTI mopo I'MI'-KoA-penykTa3u - ctaHoBUTh npubiau3uo 30 %. HU3bKy CUCTEMHY JOCTYIHICTh
JIiKapChKOT0 3ac00y MOB’SI3yI0Th 3 TePefCUCTEeMHUM KITipeHCOM Y CIIM30Bil 000JIOHII IIITYHKOBO-
KMIIIKOBOT'O TPAaKTy Ta/abo mepepcucTeMHoI0 6ioTpaHcpopMaliiero y nedinii. Xoda ixka 3MeHIIye
IMIBUKICTh Ta CTYIiHb abcopOiiil TiKapchkoro 3aco0y mpubnu3Ho Ha 25 % ta 9 % BipmosigHo,
BUXOMS4M 3 MoKa3HUKIB C,,, Ta AUC (molilla mig KpUBOIO «KOHI[EHTpallig-4ac»), 3HUXKEHHS PiBHSI
xonectepuny JIITHII] € momiOHMM He3aseKHO Biff TOTO, 3aCTOCOBYETHCS JIiKapChKUM 3acib 3 ke abo
okpeMmo. [Tpu 3acToCcyBaHHI aTOpBacTaTUHY BBedepi MOT0 KOHI[EHTPAIlisl y Ija3Mi KpoBi Oyia
Huxk4oio0 (mpubnusuo Ha 30 % gna C,,,ta AUC), HiX npu paHKoBoMy IpuiioMi. OgHaK 3HUXKEHHS
piBHg xonectepuny JIITHII € ogHakKoBMM He3ajeKHO BiJf Yacy 3aCTOCyBaHHS JIiKapChKOTO 3aC00y
(ouB. po3min «Crocib 3acTocyBaHHS Ta HO3U»).

Po3mopin.

CepepiHiit 06’eM pO3MOMiny aTOpBAaCTaTUHY CTAaHOBUTH pubmu3no 381 mitp. ITonam 98 % mikapchbKoro
3aco0y 3B’sA3yeThCs 3 Oinkamu 11a3Mu KpoBi. KoHIleHTpalliliHe CIiBBiIHOIIEHHS KPOB/IIjIa3Ma, 1110
CcTaHOBUTH pubnau3Ho 0,25, BKa3ye Ha IoraHe MPOHUKHEHHS JIiKapCchKoro 3aco0y B epuTpouuTu. Ha
IifCTaBl CIOCTEPeXkKEeHD Y TBAPUH BBaXKA€ETHCS, 1110 aTOPBACTaTUH 30aTHUY IIPOHUKATH Y TPyIHE
MOJI0KO (muB. po3minu «IIpoTunoka3anHs» Ta «OCoOIUBOCTI 3aCTOCYBaHHS»).

Metabori3Mm.

ATopBacTaTUH iHTEHCUBHO MeTab0/Ti3yETLCS A0 OPTO- Ta IMaparifpoKCUIbOBAaHUX MOXiOHUX i Pi3HUX
IPOXYKTiB B-oKucHeHHs. [Ipu gocnigxkeHHaX in vitro inribyBanas I'MI'-KoA-pegykTasu opTo- Ta
naparigpoKCUIboBaHUMU MeTabosiTaMu eKBiBaJleHTHe iHriOyBaHHIO aTopBacTaTuHOM. [Ipubausno 70
% 1MpPKYyIoBanbHOI iHTi6iTOpHOI akTUBHOCTI 010 I'MI'-K0oA-penykTasu 1mnos’s3aHe 3 aKTUBHUMHU
MeTabomiTamu. [locmigKeHHs in vitro cBig4aTh PO BaXK/IUBICTh MeTab0Ii3My aTOpBacTaTUHY
muroxpoMoM P450 3A4, 1110 y3roaXKy€eThCs 3 MigBUIIEHOI0 KOHIIEHTPAIIIEI0 TiIKapChKOro 3aco0y B
171a3Mi KPOBi JIIOOWHY ITiCJIE OOHOYACHOTO 3aCTOCYBAHHS 3 €PUTPOMIIIMHOM, BifOMUM iHTiGiTOpOM
ITbOTO0 i30(epMeHTY (OuB. Po3mdin «B3aemomist 3 iHIMMH JTiKapChbKUMHU 3aco0aMy Ta iHII BUIU
B3a€EMOIiN»).

Exckperrid.

ATopBacTaTUH Ta K0Oro MeTaboJIiTh BUBOASTHCS TOJIOBHUM YHHOM 3 JKOBYIO ITiCJISI TIEYiHKOBOTO Ta/abo
I103aIeYiHKOBOT0 MeTabo0/Ii3My, OfHaK LeH TiKapChKuit 3acib, 04eBUIHO, HE 3a3HA€ KUIITKOBO-



MeviHKOBOI perupKynsiii. CepenqHiil mepion HamiBBUBEAEHHS JTIKapCchbKOT0 3aco0y 3 IIa3Mu KPOBi
JIONWHY CTAHOBUTHL Mpubnu3Ho 14 ronuH, ane nepion HamiB3MeHIIeHHS iHTi6iTOPHOI aKTUBHOCTI
mopmo 'MTI-KoA-penykTa3u ctaHoBUTH Bif 20 1o 30 roguH yepe3 BHECOK aKTUBHUX MeTabO0IiTiB.
[Ticns mepopanbHOT0 3aCTOCYBaHHS JTIKapChKOT0 3aco0y 3 ceuelo BUMINSIEThCS MeHIIe Hixk 2 % m03H.

ITonyaauii xeopux

[NanieHTH NMiTHHOTO BiKy. KOHIIeHTpaIlil aTopBacTaTHUHY B IJIa3Mi KpOBi € BUluMu (mpubnusnao 40 %
nis C,.. Ta 30 % gnst AUC) y 3mopoBUx J0OPOBOJIBIIIB TITHLOTO BiKY (BiKOM Biff 65 POKiB), HiX y
MOJIOOUX Nali€eHTiB. € gaHi npo 6inbmui cTyninb 3HuKeHHs JITTHII npu 3acTocyBaHHi Oynb-sKOi
MO3H JIiKapChKOT0 3ac00y V MallieHTiB JIITHHOTO BiKYy IOPiBHSAHO 3 MOJIOOUMHU IallieHTaMu (OUB. PO3Min
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

itn. YBHUY KIIipeHC IIPYU IepopalbHOMY 3aCTOCyBaHHI aTOpBaCTaTUHY Yy HiTel BUSBUBCSI NOTIOHIM
10 KJIiPpEHCY y JOPOCIIHUX JIIofiel mpy MacuTaOyBaHHI aTOMETPUYHO 3a Macolo Tijla, OCKiIbKY Maca
Tina Oyna €eqUHOIO 3HAYHOIO KOBAapiaTOO B MOMYJIAIiNHINA (apMaKOKiHEeTUYHIN MOJIeNli aTOpBaCTaTHHY
3a JaHMMHU BiIKPUTOTO 8-TUKHEBOTO JOCHIAKEHHS, SKe BKJII04aJo pe3yIbTaTH AiTeu i3
reTepo3UTr0THOIO CIMENHOIO0 rinepxonecrepuHeMieio (BikoM Bim 10 mo 17 pokis, n=29).

Crats. KoHIIeHTpallil aTOpBACTAaTHHY B IJIa3Mi KPOBi XKiHOK BiIPi3HAIOTHCS Bif KOHILIEHTPAIN Y
n1a3Mi KpoBi 4osnoBikiB (mpubmusno Ha 20 % Buie s C,,, Ta Ha 10 % Huxue ans AUC). OgHak
HeMa€ KJIiHiYHO 3Ha4yIIoi BigMiHHOCTI ¥ 3HMKeHHI piBHS xonectepuny JIITHII mpu 3acTocyBaHHi
JIiKapChKOT0 3ac00y y YOJIOBiKiB Ta XKiHOK.

[NopyuieHHs QYHKITI HUPOK. 3aXBOPIOBAHHS HAPOK He MalOTh BIJIMBY Ha KOHIIEHTpAIIii0
aTOpPBACTATHHY Y MJa3Mi KpoBi ab0o Ha 3HUXKEHHS XO0IECTEPHHY JIIONPOTEiHIB HU3bKOI IIiIBHOCTI
(XC-JITTHILI), ToMy KOpPUTYBaHHS JO3HU JIiIKapChKOTO 3aco0y [ Malli€eHTIB i3 MOpyLIeHHIMY QYyHKIIii
HUPOK He MoTpiOHe (muB. po3minu «OcobnMuBOCTI 3acTocyBaHH» Ta «CIoci® 3aCcTOCYBaHHS Ta HO3U»).

I'eMopiani3. He3Baxatouu Ha Te, 1110 V IALi€HTIB i3 TepMiHAJIBHOIO CTAi€l0 3aXBOPIOBAHHS HUPOK
OOCIIAKEeHHS He IIPOBOAUJIUCE, BBAXKAETHCH, 110 FeMOfiali3 He MiBUIIYE 3Ha4YyIIUM YNHOM KIIIpEHC
aTOpPBACTATHUHY, OCKiIbKY TiKAapPChKUI 3aCi0 iHTEHCUBHO 3B’I3y€ETHCS 3 OiKaMu 1Ia3Mu KPOBi.

[le4yinKoBa HegOCTATHICTh. KOHIIEHTpallid aTOpBaCcTaTUHY Yy IJIa3Mi KPOBi IIOMITHO MiIBUILIEHA Y
TAIiEHTIB i3 XPOHIYHOIO aJIKOT'0JIbHOIO XBOPOOOIO IMeuiHKK. 3HaYeHHs MoKa3HuKiB C,., Ta AUCy 4
pa3u BUIIl y HAIiEHTIB i3 3aXBOPIOBaHHAMHU IEYiHKU K1acy A 3a mkanoio Yaunga-I1'10. Y naifieHTis i3
3aXBOPIOBAHHAMU [eUYiHKU KJlacy B 3a mkasnow Yainpga-I1'to 3HauyeHHs noka3Hukis C,, Ta AUC
nigBUIIYIOTHCSA TPU6IKU3HO ¥ 16 Ta 11 pasiB BigmosigHo (OuB. po3min «[IpoTUIOKa3aHHS»).

[locmimkeHHS B3aEMOIii JTikapCbKUX 3aco0iB. ATOpBacTaTUH € CyOCTPaTOM IeYiHKOBUX

tpaHcnopTepis, OATP1B1 ta OATP1B3 TpancnopTtepiB. MeTaboiTi aTopBacTaTAHY € CyOCTpaTaMu
OATP1B1. ATtopBacTaTyH TaKOX ifeHTU(IKYETHCS IK cyOCTpaT e(IIoKCHOTO TpaHcmopTepa 6inka
PE3UCTEHTHOCTI paKy Mo04HOi 3amo3u (BCRP), sikuit Moxke 06MexKyBaT KUIIKOBY abCcopOIIito i
JKOBYHMU KJIIDEHC aTOpPBaCTaTHHY.

Tabmuig 1

BrnuB oqHOYACHO 3aCTOCOBYBaHUX JTiKapPChKUX 3aC00iB Ha (hapMaKOKiHETUKY aTOPBAaCTATUHY

ATOpBacTaTUH

OnHOYaCHO 3aCTOCOBYBaHi

CoiBBimHomenHs (CHiBBimHOIIEHHS
IpelapaTy Ta PeXUM NO3YBaHHSI Io3a (Mr)

AUC* Cru




*IIuKn0oCcIopHH 5,2 MIr/Kr/mo0y,

10 mr 1 pa3 Ha moby

. ) 3,69 10,66
cTabinpHa Jo3a BIIPOJIOBXK 28 OHIB
*Tunpanasip 500 Mr 2 pa3u Ha §o0y/
putonasip 200 mr 2 pa3u Ha o6y, |10 mr, pa3oBa mo3a |9,36 8,58
7 nHiB
*T'nekanpesip 400 mr 1 pa3 Ha moGy/
niGperTacsip 120 mMr 1 pa3 Ha mo0y, 10 wr 1 pas ua noGy 8,28 22,00
) BIIPOJIOBXK 7 OHIB
7 mHIB
# . .
Tenappemp 750 Mr KOoXHi 8 romus, 20 mr, pasosa mo3a 7,88 10,60
10 gHiB
**Caxksinasip 400 Mr 2 pa3u Ha
noOy/putoHasip 400 mMr 2 pa3u Ha 40 mr 1 pas3 na FOGY 3,93 4,31
. BIIPOJIOBXK 4 OHIB
mo6y, 15 guiB
*Ent6acsip 50 mMr 1 pa3 Ha mo0y/
rpa3omnpesip 200 mr 1 pa3 Ha mo6y, |10 mr, pa3osa go3a 1,94 4,34
13 gHiB
# .
CI/IManeBlp 150 mr 1 pa3s Ha o0y, 40 wr, pasosa moza  [2,12 1.70
10 gHiB
*Knaputpominua 500 mMr 2 pasu Ha |80 mr 1 pa3 Ha go0y 4 54 5 38
no0y, 9 mHiB BIPOOOBX 8 MHIB ! ’
# .
Hapyxasip 300 Mr 2 pa3u Ha mo0y/
puToHaBip 100 Mr 2 pa3u Ha o0y, 10 mr 1 pas na .I[OGY 3,45 2,25
. BIIPOJOBXK 4 OHIB
O muiB
#
41;[1){81.K0Ha30ﬂ 200 mr 1 pa3 Ha g00y, 40 wr, pasosa moza  |3,32 1.20
HeTepMOBlp 480 mr 1 pa3 Ha o0y, 20 mr, pasosa moza  |3,29 D17
10 guiB
*®ocamnperasip 700 Mr 2 pa3u Ha
noOy/putoHasip 100 mMr 2 pa3u Ha 10 wr 1 pas3 xa .HOGY 2,53 2,84
. BIIPOZIOBXK 4 OHIB
no0y, 14 guiB
*®ocammpenasip 1400 mr 2 pasu Ha |10 Mr 1 pa3 Ha noGy 2 30 1 04
mo0y, 14 guiB BIIPOZIOBXK 4 MHIB ’ ’
*Hendinasip 1250 mMr 2 pasu Ha 10 mr 1 pa3 Ha goby 174 ) 29
moOy, 14 gHiB BIIPOJIOBXK 28 MIHIB ’ ’
# o o .
['peiindpyToBui cik, 240 M 1 pas 40 mr 1 pas ma 106y [1,37 1,16
Ha Jo0y*
,E[mn.aseM 240 mr 1 pa3 Ha noby, 40 mr 1 pas ma 106y 1,51 1.00
28 mHiB
]731:;[1;1{T§OM1L1HH 500 Mr 4 pa3u Ha 7006y, 10 wr 1 pas a 06y [1,33 138
Amnogumid 10 Mr, pa3oBa 03a 80 mr 1 pa3 Ha moby |1,18 0,91
Lumetupun 300 mr 4 pa3u Ha goOy, |10 mr 1 pa3s Ha moby 100 0 89
2 TUXKHI BIOPOOOBX 2 TUXKHIB ’ !
Konectunon 10 r 2 pasu Ha fo0y,  [40 mr 1 pa3 Ha goOy 6 38CTOCOBVETBCS 10, 747
24 THXHI BIPOOOBX 8 THXKHIB y ’
Maanokc TC® 30 M 4 pa3u Ha 06y, |10 Mr 1 pa3 Ha noGy 0.66 0.67
17 muis BOPOOOBXK 15 mHIB ’ ’
Edasipens 600 mr 1 pa3 Ha #o0y, 10 MT BIPOmOBK 059 101
14 guiB 3 OHIB ! !
“Pudammin 600 Mr 1 pa3s Ha 700y,
7 OHIB (IpU OOGHOYACHOMY 40 mr 1 pa3 Ha moby 1,12 2,90

3aCTOCyBaHHi) "




# .

PI/ICI')aMl'IlH 600 mr 1 pa3 HaT no0y, 40 Mr 1 pas sa 106y 0,20 0,60
5 mHiB (OKpeMUMM [03aMu)
# .

l"eM(b16po‘31/m 600 Mr 2 pa3u Ha 40 mr 1 pas ma 1By [1,35 1,00
noOy, 7 mHiB
# .
JIiieBHo@leaT 160 mr 1 pas Ha mo6y, 7 40 mr 1 pas sa o6y [1,03 1,02
# .
7B;Ii_xiznpemp 800 mr 3 pa3u Ha H00y, 40 mr 1 pas ma 106y [2,32 ) 66

CniBBigHOIIIEHHS 3@ METOMIAaMU JTiKyBaHHS (0OJHOYACHE 3aCTOCYBaHHS JIiIKapChKOT0 3ac00y 3
aToOpBaCTaTHHOM IOPIiBHSHO i3 3aCTOCYBaHHSIM aTOPBACTaTUHY OKPEMO).

* g oTpuMaHH4 iHbOpPMaIlil TPo KIiHIYHY 3HAYYILIiCTh AUB. PO3Ainu «B3aeMopis 3 iHImIMMMUu

nmiKapchbKUMU 3acobaMu Ta iHIm BUgu B3aeMopin» Ta «OCOOIMBOCTI 3aCTOCYBaHHS».

* [MoBigomusinmocst mpo Ginbiri migBuenuss AUC (cmiBBigHomenHss AUC mo 2,5) ta/a6o C,,,
(cmiBBigHOMmEHHS C,,, 70 1,71) mpy HagMipHOMY CIIOKMBaHHI I'PeUNpPyTOBOro Coky (750 M -
1,2 nitpa Ha go6y abo GimbIe).

*  ChiBBigHOIIEHHS, 110 TPYHTYETHCSA Ha OOUHWYHIM BUOipli, B3sATiit yepe3 8-16 rogux micins
3aCTOCYBaHHS [O3H.

" Yepes mexaHi3M nopBiiiHOI B3aeMopiil pudaMITiHy peKOMEHIYEThCS OGHOYACHE 3aCTOCYBaHHS

aTOpPBACTATHHY 3 pUQaMITiHOM, OCKiTbKY OyJI0 ITOKa3aHOo, 10 BiICTPOYEeHMH IIPUIAOM aTOPBAaCTaTUHY
iCJIs 3aCTOCYBaHHA PUGaMIIiHy OB’ I3aHUM 3i 3HAUYHUM 3HUKEHHSIM KOHIIeHTpallil aTOpBaCTaTUHY Y
I1J1a3Mi KPOB.

i ITo3a koMmOiHarii mpemapaTiB cakBiHaBip pUTOHABIP V IIbOMY HOCIIXKEHHI He € KITiHiYHO

3aCTOCOBYBaHOIO 03010. [ligBUIlIeHHS €KCIIO3UIil aTOPBaCTaTHHY IIPX 3aCTOCYBaHHI y KITiHIYHUX
yMoBax, iMoBipHO, Gy/ie BUIIUM, HiX Te, III0 CIIOCTepiranocs y IboMy AoCigkKeHHi. ToMmy
3aCTOCOBYBATH IIPeMapar Ciif 3 00epeXHICTIO Ta Y HaUHUKYil HeoOXimHiN 0o3i.

Tabnuns 2

BrnuB aTopBacTaTHHY Ha (hapMaKOKiHETUKY OOHOYACHO 3aCTOCOBYBAHUX JIiKapChKUX 3ac00iB

OmHOYaCHO 3aCTOCOBYBaHMM JTiIKapChKU 3acib Ta PeXUM NO3yBaHHS
ATOpBacTaTUH TlikapcoKui 3aci6/nosa (vr) ggl(];BII[HOHIeHHH 8H1BB1)1HOHIGHHH
80 mr 1 pas Ha 1o Oy AnTunipuH 600 Mr 0ogHOPA30BO 1,03 0,89
BIIPOMIOBXK 15 mHIB
80 mr 1 pa3 Ha no6y [*Ourokcus 0,25 Mr 1 pa3 Ha o0y, 115 120
BIIponoBX 10 OHIB 20 mHiB ’ ’
[lepopasnbHi KOHTpalenTusu 1 pa3
40 mr 1 pa3 Ha mo6y [Ha goOy, 2 Mmicsi:
BIIPOLOBXK 22 [HIB - HOPETUCTEPOH 1 Mr 1,28 1,23
- eTUHiIecTpagion 35 MKr 1,19 1,30
Tunpanasip 500 mMr 2 pa3u Ha
10 mr 1 pa3 Ha goOy |goOy/putoHaBip 200 mr 2 pa3u Ha |[1,08 0,96
no0y, 7 [HiB




10 mr 1 pa3 Ha goly .

BIPOTIOBX CD(())6ca1v11n4peI}{IiaBBlp 1400 mr 2 pa3u Ha 0,73 0,82
4 mHiB Foby, A

10 mr 1 pa3 Ha o0y [PocammpenaBip 700 Mr 2 pa3u Ha

BIIPOOOBXK noOy/putonasip 100 mr 2 pasu Ha |0,99 0,94
4 MHiB no0y, 14 guiB

,[[J'IE{ OTPUMaHHSA 1H(1)0pMau11 IIpo KIIIHIYHY 3Haqyunch OWB. PO3O1T <<B3a€M01115{ 3 1HIIMMHU JIIKaPCEKUMHU
3aco0aMu Ta iHIIT BUOY B3aEMOMI».

KiiniuyHi XxapaKTepHUCTHKH.
Iloka3aHnHus.
3anobizaHHs cepl,e80-CyOUHHUM 3aXB0PHOBAHHAM Y 00OPOCAUX.

I11st mopocnuX marieHTiB 663 KITHIYHO BUpPaXKeHol inmeMivyHoi XBopoOu ceplis, ane 3 OeKiTbKoMa
(daxTopaMu pHU3UKYy PO3BUTKY illleMiuyHOI XBOPOOU CepIisl, TAKUMHU SIK BiK, TIOTIOHOTAJIIHHS,
apTepianbHa rimepTeH3is, HU3bKUM PiBeHb JimonpoTeiniB Bucokoi urinbHoCTi (JITIBII) a60 HasBHICTDH
paHHbOI inemMiyHOl XBOpoOU cepIsl y CiMelHOMY aHaMHe3i, aTOpBacTaTHH IOKa3aHUU [JIs:

- 3MEHIIIEHHS PU3UKY BUHUKHEHHS iHpapKTy MioKap[aa;
- 3MEHIIEHHS PU3UKY BUHUKHEHHS 1HCYIbTY;
- 3MeHIIeHHS PU3UKY [IPOBEleHHS IPOLeyp PeBacKyapu3aliii Ta CTeHOKapaAil.

Ins nauieHTiB i3 nykpoBuM niabetom II Tumy Ta 6e3 KIiHiYHO BUpaxKeHOi ilmeMigyHoI XBOpoOHu ceplid,
asne 3 KiTbKOoMa (paKTOpaMy PU3UKY PO3BUTKY illleMigyHOI XBOPOOHU Ceplsi, TaKUMHU SIK PETUHOIATIs,
anbOyMiHypis, TIOTIOHOTAJIHHS a00 apTepiasibHa TinepTeHsis, mikapchbKuil 3aci0 moKa3aHUU OJis:

- 3MeHIIIeHHS PU3UKY BUHUKHEHHS iHpapKTy MioKapaa;
- 3MEHIIIeHHS PU3UKY BUHUKHEHHS iHCYJIbTY.

It aIlieHTiB i3 KIiHIYHO BUPaXKeHOI0 ileMivHo0 XBOPO000 ceplis JTiKapChKuH 3aci0 moka3aHui
OIS

- 3MEeHIIIeHH PU3KUKY BUHUKHEHHS HeJleTaabHOoro iHdapKTy Miokapaa;

- 3MEHIIEeHHS PU3UKY BUHUKHEHHS JIETAJIbHOTO Ta HEJIeTaIbHOT0 iHCYIIbTY;

- 3MEHIIeHHS PU3UKY IPOBEeHHS IPOLleAyp PeBacKyIspU3aliil;

- 3MeHIIIeHH PU3UKY roCIiTai3alil y 3B’s3Ky i3 3aCTilfHOI0 CepIieBOI0 HEJOCTATHICTIO;
- 3MEHIIIeHHS PU3UKY BUHUKHEHHS CTeHOKapAHil.

T'inepainidemis.

Y Oopocaux nauienmis.

- 91K MOTIOBHEHHS [0 Ai€TH, 1100 3MEeHIIUTH TiIBUILIEHUH PiBeHb 3arajbHOT0 X0JIECTEPUHY,



xonectepuny JIITHII, anomninonpoTeiny B Ta TpurmitepupiB, a TaKOXK AJIS MiIBUINEHHS PiBHS
xonectepuny JITIBII y maii€eHTiB i3 MEPBUHHOIO TiepPX0IeCTePUHEMIEI0 (TeTEPO3UTOTHOK CiMENHOIO
Ta HeCiMeiHo10) Ta 3MilaHoio guciinigemieto (Tunu Ila ta IIb 3a knacudikariero dpempikcoHa).

- fIK MOTIOBHEHHS OO OIi€THU [JIA JTIKyBaHHS IAI[l€HTIB i3 MiABUILIEHUM PiBHEM TPUTIILEPUAIB Y
cupoBartiii KpoBi (tum IV 3a knacudikaririero dpeapikcoHa).

- [lns nmikyBaHHS MallieHTiB i3 mepBUHHOW0 AucbeTtaninonporeinemieto (Tum III 3a Knacudikarrieio
®penpikcoHa), y BUIIaiKaX, KOJIM JOTPMMaHHS Ji€TH € HEIOCTaTHBO e(heKTUBHUM.

- [I719 3MeHIIeHHS 3araJbHOr0 X01ecTepruny Ta xonecrepuny JIITHII y marieHTiB i3 TOMO3UTOTHOO
CIMEWHOI0 TillepxoJieCTepUHEMIEI0 NOIOBHEHHS [0 IHIIKX TiMOJIiNifeMiYHUX METOAIB JIIKyBaHHS
(Hanpuknan, adepes JITTHII), abo SKIIO TakKi MeTOOU JiKyBaHHS HENOCTYIIHI.

Y oimetl.

- fIK MOTIOBHEHHS [0 OIi€THU [AJIS 3MEHIIEeHHS PiBHS 3arajibHOT0 X0/IeCTepuHy, Xxonectepuny JITTHII Ta
aroJIinonpoTeiny B y X70M4uKiB Ta AiBYAT Mmicd Mo4YaTKy MeHCTpyauii BikoM Big 10 go 17 pokiB i3
reTepO3UT0THOIO CIMEMHOIO0 TinepxonecTepuHEMi€l0, SKIIO IicIIs BiAIIOBIOHOI mieToTeparil
pe3yibTaTy aHaJIi3iB TakKi:

a) xonectepuH JITTHII 3amumaeTrses 2 190 mr/mn (4,91 mMorns/m) abo;
0) xomectepus JITTHII 3 160 mr/mn (4,14 MMoIb/n) Ta:
y CiMeHOMY aHaMHe3] HasiBHI paHHI CeplieBO-CyAUHHI 3aXBOPIOBAHS;

nBa abo Ginble iHIMX GaKTOPiB PU3KUKY PO3BUTKY CEPLEBO-CYAUHHUX 3aXBOPIOBAHb HASIBHI Y
nalieHTa JUTAYO0r0 BiKYy.

IIpomunoka3aHHs.

- AKTHBHEe 3aXBOPIOBaHHS MEUYiHKY, IKe MOXKe BK/IIOYATH CTiliKe MiABUILEHHS PiBHIB II€YiHKOBUX
TpaHCaMiHa3 HeBiTOMOI eTiomnoril.

- l'imepuyTnuBicTh K0 O6yOb-IKOTO 3 KOMIIOHEHTIB I[hOT'0 JIiIKapChbKOTO 3acoly.
- BariTHicTs.

- Ilepiox rogyBaHHS TPYAIIO.

B3aemodisn 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

Pu3uk po3BUTKY MiomaTil mif Yac JTiKyBaHHS CTaTHHAMU IiIBUIIYETLCA ¥ Pa3i OMHOYACHOTO
3aCTOCYBaHHS noxigHuX ¢GibpoeBoi KUCI0TH, mimigomonudikauifHux 103 HiallMHY, IUKIOCTIOPUHY abo
notyxHux iHriditopis CYP 3A4 (Hanpukiaj, KlapuTpoMinuny, inribiTopis npoteasu BIJI i Bipycy
rernatuty C Ta iTpakoHa3ony) (muB. po3ninu «®apmakonoriyi BmacTuBocTi» Ta «OcoOMUBOCTI
3aCTOCYBaHHS»).



ITomyocHi iH2ibimopu CYP 3A4. AtopBactatul MeTabomi3yeThest uroxpomoM P450 3A4. OnHovacHe
3aCTOCYBaHHS JTiKapCbKoro 3acoby 3 moTykHuMH iHribiTopamu CYP 3A4 mMoxKe PU3BECTH [0
IiABUINEHHS KOHIIEHTPAIll aTOpBaCTaTUHY Y I1a3Mi KpoBi (muB. Tabnuiiio 3 Ta geTanbHY
indopMarrito, HaBefmeHy HUK4Ye). CTymiHb B3a€EMOZI] Ta MiICUIEHHS [il 3a7eXaTh Bifi MiHJIUBOCTI
BryiuBy Ha CYP 3A4. Criig 3a MOXK/IMBOCTI YHUKATH OMHOYACHOTI'0 3aCTOCYBaHHS 3 IOTYKHUMU
inribitopamu CYP 3A4 (Hampukiaf, i3 HUKIOCIIOPUHOM, TETITPOMILIMHOM, KIIapPUTPOMILIMHOM,
neaBipAuHOM, CTUPUIIEHTOJIOM, KETOKOHA30JI0M, BOPMKOHA30JI0M, iTPaKOHa30JI0M, I0CAaKOHA30JI0M,
IesIKUMU IPOTUBIPYCHUMU IpenapaTamu A nikyBanus HCV (Hanpukiap, enbacBipy/rpa3omnpesipy)
Ta iHribiropamu mpoteas BIJI, 30KkpemMa puTOHABIpOM, JIOIiHABIPOM, aTa3aHABIPOM, iHIMHABIPOM,
napyHaBipoM). fAKIO HEMOKIIMBO YHUKHYTH OJHOYACHOT'0 3aCTOCYBAHHS LIUX JIIKAPCHKUX 3aC00iB 3
aToOpPBaCTaTHHOM, CJIifl pO3TJISHYTH MOXKJIMBICTh 3aCTOCYBaHHS MEHIIIO] II0YaTKOBOI Ta MaKCUMaJIbHOI
[03 aTopBacTaTHHYy. TaK0X PEKOMEHAYETHCS IPOBOOUTH HaJIeXKHUM KITiHIYHWY MOHITOPUHT CTaHy
narieHTa (guB. Tabmummo 3).

[MTomipHi inri6iTopu CYP 3A4 (Hanpukiaj, epUTPOMIIMH, AUITia3eM, BepanaMin Ta (HI0KOHa3071)
MOKYTh IIiIBUIITYBaTH KOHIIEHTPALIil0 aTOpPBAaCTAaTUHY Y Ij1a3Mi KpoBi (auB. Tabmuio 1). OnHOoUacHe
3aCTOCYBaHHS €PUTPOMILIMHY Ta CTaTUHIB CYIPOBOAKYETHCSA MiIBUIIIEHHAM PU3UKY PO3BUTKY
Mmiomartii. [JocnimKeHHS B3aeMO/Iil TiKapchKux 3aco0iB sl OI[iHKY BIIMBY aMiogapoHy abo
Bepanamisly Ha aTopBacTaTHAH He IIPOBOAUIIUCE. BimoMo, 1110 aMioflapoH Ta BepalaMiyl IPUrHi4yITh
aktuBHicCTb CYP 3A4, ToMy OfHOYACHe 3aCTOCYyBaHHS LIKMX JIiIKapChbKUX 3aC00iB 3 aTOPBaCTaTUHOM
MO2K€e TTPU3BECTH [0 30iMblIIeHHS eKCIIO3UIlii aTOpBAaCTaTUHY. TaKUM YMHOM, IIPU ONHOYACHOMY
3aCTOCYBaHHI aTOPBaCTATUHY Ta IUX noMipHux inribiropis CYP 3A4 cnig po3ryissHYTH MOXKJIUBICTh
IpU3HA4YEHHS MEHIINX MaKCUMaJlbHUX 103 aTOPBACTaTUHY Ta IPOBEAEHHS KIIHIYHOT0 MOHITOPUHTY
CTaHy nalieHTa. TaK0X KJIiHiYHMN MOHITOPUHT CTaHy IallieHTa PEKOMEeHA0BaHO IIPOBOAUTH IIiCIIS
IIOYaTKY JIiIKyBaHHS iHTiOiTOpoM abo Mmicig KOpeKIlil #10ro [03H.

I'petingppymosuti cik. MicTtuTb ofguH abo 6inbilie KOMIIOHEHTIB, 110 iHTi0yoTh CYP 3A4 Ta MOXKYTh
IiABUINYBATU KOHIIEHTpPAIIil0 aTOpPBAaCTaTUHY Y IJIa3Mi KpPOBi, 0COO/IMBO IIPK HaIMipHOMY CIIOKMBaHHI
rpeundpyToBoro coky (6ineiie 1,2 miTpa Ha mo0y).

KnaapumpomiyuH. 35adensss AUC aTopBacTaTUHy 3HAYHO MiIBUIIYBaJIOCh IPU OHHOYACHOMY
3aCTOCYBaHHI NTiKapcbKOro 3acoby y no3i 80 mMr Ta knapurpomiiuny (500 Mr 2 pa3u Ha m00y)
IIOPIBHAHO i3 3aCTOCYBAaHHSM TiJIBKY aTOPBACTaTUHY (OUB. POo3niyl «PapMaKOJIOTiYHi BIAaCTUBOCTI»).
Otxe, malieHTaMm, SKi TpuUiMaTh KJIAPUTPOMIINH, CIIifl 3 06epeXHICTI0 3aCTOCOBYBATH
aTtopBacTaTHH y f03i Buie 20 Mr (muB. po3ainu «Ocob6nuBOCTi 3acTocyBaHHA» Ta «Crocio
3aCTOCYBaHHS Ta JO3W»).

KombiHauis iHeibimopie npomea3s. 3naueHHss AUC aTopBacTaTHHY 3HAYHO IiIBUIYBaJIOCh IIPU
OJHOYaCHOMY 3aCTOCYBaHHi JTikapchKOro 3aco0y 3 meKinbkoMa KoMObiHalisiMu iHTi0iTOpiB MpoTeasu
(muB. po3gin «®apMakKoJIOTiuHi BIaCcTUBOCTI»). [lanieHTam, AKi IPUUMaTh TUIIPAHABip PUTOHABID
abo riekanpesip miOpeHTACBip, CITig YHUKATH OOHOYACHOTO 3aCTOCYBaHHS i3 aTOPBACTAaTUHOM.
[MTamieHTaM, sIKi MpUMalOTh JIOMiHABIP PUTOHABIP ab0 cuMerpeBip, MiKapCchKui 3acib moTpibHo
3aCTOCOBYBATH Yy HaWHUKYiM HeoOXigHik no3i. [I11g nalieHTiB, SKi IpuiiMaioTh CaKBiHaBip pUTOHABID,
IapyHaBip pUTOHaBIp, pocaMmpeHasip, ¢pocaMpeHaBip puToHaBip abo enbacsip rpa3onpesip, mo3a
nikapchKoro 3aco0y He noBUHHa nepesumtyBaty 20 Mr. [Ipu 3acTocyBaHHi nallieHTaM, SKi
npuiMaloTh HesliHaBip, J03a aTopBacTaTAHY He NTOBHMHHA IepeBuilyBatu 40 Mr, TaKOX
PEKOMEHIYEThCS IPOBENEeHHS PeTEIbHOTO KIIIHIYHOT0 MOHITOPUHTY HaLli€HTIB (OUB. PO3OiIH
«0Oco6muBOoCTi 3acTocyBaHHS» Ta «CIr0ci0 3aCTOCYBaHHS Ta JO3U»).

ImpakoHasos. 3naueHHsa AUC aTopBaCcTaTUHY 3HAYHO IiABUIIYBaJIOCh IIPU OHHOYACHOMY
3aCTOCYBaHHI aTopBacTaTuHy y 0o3i 40 Mr Ta iTpakoHa301y y mo3i 200 Mr (ZuB. po3min
«PapMaKoJIoTiyHi BMacTUBOCTI»). OTXKe, mallieHTaM, SKi MpuiiMaloTh iTpakKoHa3071, ciig 6yTu



00epexKHUMH, SIKIIO [103a aTopBacTaTuHy nepesuiiye 20 Mr (ouB. po3minu «OcoO0muBOCTi
3acTocyBaHHSI» Ta «Croci6 3aCTOCYBaHHS Ta [O3MU»).

ITuksaocnopuH. ATopBacTaTuH € CyOCTpaTaMu IMEYiHKOBUX TPAHCIIOPTEPiB. MeTabomiTu
aTtopBacTaTuHy € cyocTtpatamu TpancrnopTepa OATP1B1. Iuri6itopu OATP1B1 (Hanpuknafm,
ITUKJIOCIIOPWH) MOXKYTh HiIBUINYyBaTH 0i0qOCTYIIHICTh aTopBacTaTuHy. 3HaueHHss AUC aTopBacTaTUHY
3HAQYHO MiABUIIYBaIOCh IPU ONHOYACHOMY 3aCTOCYBaHHI aTopBacTaTuHy y fo3i 10 mr ta
IIUKJIOCIIOPUHY Y [03i 5,2 Mr/Kr/mo0y MOpiBHSHO i3 3aCTOCYBaHHSAM TilbKK aTOPBACTATUHY (IUB.
po3pin «®apMakoIoriyHi BIaCTUBOCTI»). CIIil yHUKaTH OOHOYACHOI'0 3aCTOCYBaHHS aTOPBAaCTaTUHY
Ta UUKJIOCTIIOPUHY (OuB. po3min «OcoB6IUBOCTI 3aCTOCYBAHHS»).

Jlemepmosgip. OnHO4YaCHe 3aCTOCYBaHHS aTOpPBacTaTUHY y 4031 20 Mr Ta jeTepMoBipy ¥ 0o3i 480 mr
Ha 0o0y MPU3BOAUIIO OO MiABUILEHHS PiBHS BIJIMBY aTopBacTaTUHY (cmiBBimHOIIeHHS AUC: 3,29)
(muB. po3pgin «®apMakOKiHEeTUKa»).

JleTenMoBip sBnsieThCS iHTiIOiTOPOM edriokcHUX TpaHcnopTepiB P-gp, BCRP, MRP2, OAT2 Ta
nevyinkoBoro Tpancnoptepa OATP1B1/1B3, TakuM 4MHOM BiH IMiBUIIY€E PiBEHb BIIJIUBY
aTtopBacTaTHHY. [103a aTopBacTaTHHY He MTOBMHHA NepeBuiyBaTu 20 Mr Ha 0o0y (IUB. pO3Min
«Crocib 3acTocyBaHHS Ta OO3H).

Crymninb onocepenkoBaHux nikapchkux B3aemopiit CYP3A ta OATP1B1/1B3 Ha cynyTHi niKapchKi
3acobu Moxke OyTH Pi3HOIO NTPY OMHOYACHOMY 3aCTOCYBaHHI JIETEPMOBIPY 3 IUKJIOCTIOPAHOM.
3acTOCyBaHHS aTOpBaCTaTUHY He PEKOMEHAYEThCS TallieHTaM, Ki IPUKUMaloTh JIETEPMOBID
OIHOYAaCHO 3 IIUKJIOCIIOPUHOM.

I'nexanpesip i nibpeHmaceaip, eabaceip ma epazonpesip. CymyTHE 3aCTOCyBaHHS IJIeKalpPEBipy Ta
niépeHTaBipy abo enbacBipy Ta rpa3onpeBipy MoxKe MPHU3BECTH [0 MiABUILEHHS KOHIIEHTPAIil
aTopBacTaTHHY y IIJIa3Mi KPOBIi Ta MiABUIIEHOT0 PU3UKY MiomaTil.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi IJieKampeBipy i mibpeHTaBipy 3 aTOpBAaCTaTUHOM IIJTa3MOBa
KOHI[eHTpallisl aTopBaCTaTUHY MigBUIIYETHCA A0 8,3 pa3a yacTkoBO uepe3 BCRP, OATP1B1/1B3 ta
CYP3A inribyBaHHs, TOMy HE PEKOMEHOYEThCS OMHOYACHE 3aCTOCYBAHHST aTOPBACTATHHY ITallieHTaM,
SKi CYyIIyTHRO ITPUMMAIOTh JTiIKapChKi 3ac00H, 1110 MICTSTh TJIeKallpeBip Ta nmibpeHTacBip.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi enbacBipy Ta Irpa3onpeBipy 3 aTopBaCTaTHHOM IIJla3MOBa
KOHIIEHTpAllig aTopBaCcTaTUHY MigBUILyeThCA 00 1,9 pa3a wacTkoBo yepe3 BCRP, OATP1B1/1B3 ta
CYP3A inribyBaHHs, TOMY [[03a aTOpBacCTaTUHY He IMOBHHHA IepeBumlyBaT 20 Mr Ha fo0y npu
3aCTOCYBaHHI MallieHTaM, SKi CyIyTHLO MPUIMAIOTh TiKapChKi 3aco0u, 110 MicTATh enbacsip Ta
rpa3omnpesip (quB. po3pinu «PapMakokiHeTHKa», «OcobIuBOCTI 3acTocyBaHH» Ta «Croci6
3aCTOCYBaHHS Ta JO3M»).

MepnuuHi peKOMeHallii 1[0I0 3aCTOCYBaHHS JTiKapChKUX 3aC00iB, 1110 B3aEMOIIIOTh, ITiACYMOBAHO Y
Tabmuri 3 (quB. TakKoXK po3minu «PapMaKoJIOTiuHi BIMacTUBOCTI», «OcOOIMBOCTI 3aCTOCYBAHHSI» Ta
«Croci6 3acToCcyBaHHS Ta HO3U»).

Tabmnuig 3.

B3aemopii mikapchbkux 3aco0iB, MOB’s13aHi 3 MigBUIIEHUM PU3UKOM MiomaTii/pabmoMionisy.

MenuyHi peKOMeHaallii oo

JTikapchKi 3ac00w, 110 B3aEMOIIOTh
3aCTOCYBaHHS




[IMKIOCIIOPYH, TUIIPaHaBIp PUTOHABID, TNEKaIpesBip
miOpeHTaCBip, IeTEPMOBIP NIPU OAHOYACHOMY
3aCTOCYBaHHI 3 IIUKJIOCIIOPUHOM

KnapuTpoMmilinH, iTpaKOHa30J1, CaKBiHABIp
PUTOHABIP*, MapyHaBip puToHaBip, PocamnpeHasip, [He nepeBumysaTtu fo3y 20 Mr
(dbocaMripeHaBip puTOHAaBip, en0acBip rpa3onpeBip, [aTopBacTaTUHY Ha H00Yy
TIeTEPMOBIP

YHUKaTU 3aCTOCYyBaHHS
QTOpPBACTaTUHY

He nepesuiyBaTtu go3y 40 Mr

Henginasip ATOPBACTATHHY Ha HOOY

JlominaBip puTOHABIP, CUMENPeBip, IOXiAH]
(hiOpUHOBOI KUCJIOTH, EPUTPOMIIINH, a30/IbHI 3acTocoByBaTH 3 00EPEKHICTIO Ta Y
npOoTUTpUOKOBi 3acobu, nimigomonudikyoodi go3u HalMeHIIIiN HeoOXiaHIN q03i
HiallMHy, KOIXIIMH

* 3acTOCOBYBaTH y HAaWMEHIIIiH HeoOXigHili no3i.

I'em@ibpo3us. YV 3B’43Ky 3 MiABUIEHUM PU3UKOM MiomarTii/padmoMionisy mpu 0MHOYaCHOMY IPUHAOMI
inribiTopis I'MI'-KoA-penykTa3u 3 reMdiOpO3uIOM CIifi YHUKATHA CyMiCHOTO 3aCTOCYBaHHS
aTtopBacTaTUHY 3 reM¢piopo3unom (auB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

THWi ¢ibpamu. OCKiNbKY BiTOMO, 1110 pU3UK PO3BUTKY MiOTaTil i yac jmikyBaHHS iHTiGiTOpamu I'MI'-
KoA-penykTa3u MigBUIIYETHCS IPU OAHOYACHOMY IIpUMOMI iHIMMX (ibpaTiB, aTOpBaCTaTHH CIIif 3
00epekHICTIO 3aCTOCOBYBATH IIPU CYMiCHOMY ITpU3HAYeHHi 3 iHmuMu ¢ibpaTamMu (OUB. po3min
«Oc06IUBOCTI 3aCTOCYBaHHS»).

HiayuH. Pu3uK BUHUKHEHHS MOOIYHUX SBUL 3 O0KY CKEJeTHUX M s3iB MOXKe 30iIbIyBaTUCS TIPU
3aCTOCYBaHHI JTikapCchbKoro 3acoby y KoMOiHallii 3 HiallMHOM, TOMY CJIifi PO3T/ISTHYTH MOXKJIUBICTh
3HUKEHHS 03U aTOpBacTaTUHY (OUB. po3Min «OCcoBIUBOCTI 3aCTOCYBAHHS»).

Pugpamnin abo iHwi iHOykmopu uumoxpomy P450 3A4. OgHo4YacHe 3aCTOCYBaHHS JIKApChKOTO
3aco0y 3 inmykTopamu nmuToxpomy P450 3A4 (mampuknan, edaBipeHs, pudaMiii) Moxke IPU3BOAUTH
10 HECTIMKOr0 3MeHIIeHHs KOHI[eHTpallil aTopBacTaTUHY y I1a3Mi KpoBi. Yepe3 MexaHi3M IOABiHOI
B3aeMOil pudaMIiiHy peKOMEHAYETHCS ONHOYaCHE 3aCTOCYBAHHS JIIKapCHKOT0 3aco0y 3 pudaMIiHoM,
OCKinTbKH OyJI0 ITOKa3aHo, 110 BiICTPOYeHe 3aCTOCYBaHHS JIiIKaPChKOTO 3aC00y ITiC/Ist BBeIEHHS
pudaMIiny MoB’si3aHe 31 3HAYHUM 3HUKEHHSM KOHILIEHTpAllil aTOpBacTaTHUHY Y IJIa3Mi KPOBI.

[unmiazemy 2idpoxaopud. OgHOYaCHUY IIpuiioM aTopBacTaTury (40 Mr) Ta muntiazemy (240 mr)
CYIIPOBOIXKYEThCS MiABUIIEHHSAM KOHIIEHTPAllil aTOPBAaCTAaTUHY Y IJa3Mi KPOBI.

ITumemuoduH. Y pe3ynbTaTi IPOBENEHUX NOCTIXKeHb 03HAK B3aEMOIil aTOPBACTAaTUHY Ta LUUMETUIUHY
He BUSBIIEHO.

AHmayudu. OmHOYaCHUM IepOopalbHUY MPUINOM aTOPBAaCTaTHHY Ta CyCIeH3il aHTallUIHOT O
JiKapChKOTro 3aco0y, 110 MiCTUTh MarHif Ta aalOMiHi0 TiTPOKCHU[I, CYIIPOBOMXKYETHCS 3HUKEHHSIM
KOHIIeHTPallil aTOpBaCTaTHHY y Ija3Mi KpoBi npubnu3Ho Ha 35 %. [Ipu 1poMy rinosinigeMiuHa mis
aTopBaCTaTUHY He 3MiHIOETHCH.

Koaecmunos. KoHIleHTpallist aTOpBacTaTUHY Y IJla3Mi KpoBi Oyia HUKYOIO (CIiBBiAHOIIEHHS
KOHIIeHTpallil aropBacTtaTuHy 0,74) Ipu 0gHOYaCHOMY IIPHUUOMi aTOPBACTaTUHY Ta KoJjleCTUNomny. [Ipu
IIbOMY TinoJinigeMiyHa fig KoMOiHallil aTopBacTaTHHY Ta KOJIECTUIIONY IepeBuIlyBasia eheKT, SKui
Ia€ MPUHUOM KOXKHOTO0 3 IIUX JTIKAPChKUX 3aC00iB OKpeMo.



AszumpomiyuH. OgHOYacHe 3acTocyBaHHS aTopBacTaTuHy (10 Mr 1 pa3 Ha mo0Oy) Ta a3UTPOMIIIUHY
(500 mr 1 pas Ha go0y) He CYyIPOBOMXKYBAJIOCS 3MiHaMU KOHIIEHTpAIlil aTOpBACTaTUHY Y IJIa3Mi KPOBi.

IHeibimopu mpaHcnopmHux 6iakie. IHTIOiTOPYM TpaHCIOPTHUX GiNKiB (HaPUKIIAM, IIUMKIOCIOPUH,
JIeTepPMOBIip) 3[aTHI MiABUIYBaTH PiBeHb CUCTEMHOI €KCII03UIlil aTopBacTaTuHy (nuB. Tabnuiio 1).
BrnuB npurHidveHHS HAaKOMUYYyBaJbHUX TPAHCIOPTHUX OiNTKiB HAa KOHIIEHTpPAIlil0 aTOPBACTATHHY B
KJIiITUHAX MTeYiHKY HeBigoMui. AKII0 YHUKHYTH OOHOYACHOTO IIPU3HAUYEHHS IIUX JTiKapChKUX 3acobiB
HEMOXKJIMBO, PEKOMEH0BAaHO 3HUKEHHS 03U Ta MIPOBEAEHHS KJIIHIYHOTO MOHITOPUHTY e(peKTUBHOCTI
aropBacTtaTuHy (guB. Tabmuiro 1).

E3emumib. 3acTocyBaHHS €3eTUMIOy SIK MOHOTEPaIIil OB’ I3yI0Th i3 PO3BUTKOM SIBUIIL 3 GOKY M’s130BO1
CHCTEeMH, Y TOMY YHKCIli pabmoMionizy. TakuM YMHOM, IPX OMHOYACHOMY 3aCTOCYBaHHi e3eTUMiOy Ta
aTOPBACTAaTHHY PU3UK PO3BUTKY LUX SBUI 30iTbIIyEThCS. PEKOMEHIOBAHO TPOBOAUTU HaJIeXKHUN
KJIIHIYHUY MOHITOPUHT CTaHy TaKUX Ialli€HTIB.

®y3udosa Kucsaoma. IIpu ogHOYACHOMY CUCTEMHOMY 3aCTOCYBaHHI (py3UI0BOI KMCIIOTH 3i CTaTHHAMHU
MOZKe TiIBUIITYBATUCS PU3UK PO3BUTKY MiomarTii, B ToMy uncii pabmomionisy. MexaHi3M 1€l
B3aeMofil (4¥ € BOHA papMaKOAMHAMIYHOIO a00 papMaKOKiHETUYHOIO, Y1 000X BHU[IiB OOHOYACHO)
norernep HeBimomui. [ToBimOMIIANIOCS TIPO BUMIAAKK pabooMioni3y (y TOMy YHUCIIi 3 IeTalbHUM
HACJIigKOM) Y Malli€eHTiB, SKi OTPUMYyBaIu KOMOiHAIiI0 IIUX TiKapChKUX 3aC00iB.

Ao HeoOXifHe CUCTeMHe 3aCTOCYBaHHS (Yy3UA0BOI KUCJIOTH, C/Iif IPUNUHUTH 3aCTOCYBaHHS
aTopBacTaTHHY Ha BeCh IIepiof 3aCTOCyBaHHS (y3UI0BOL KUCIOTH (OUB. po3ain «OcobIuBOCTI
3aCTOCYBaHHS»).

[ueokcuH. IIpu ogHOYACHOMY 3aCTOCYBaHHI 0araTopa3oBUX 403 aTOPBACTATUHY Ta JUTOKCHHY
PiBHOBAXKHI KOHI[EHTpAIlil AUTOKCUHY Y IIJIa3Mi KPOBi HiABUIIYIOTHCS (OUB. PO3MiN
«QapmakoKiHeTHKa»). CIif Hajle2KHUM YMHOM KOHTPOJIIOBATYU CTaH IAl[i€HTiB, SKi IPUUMAaIOTh
OUTOKCHH.

ITepopaavHi KoHmpauenmueu. OgHOYaCHE 3aCTOCYBaHHS aTOPBACTaTUHY 3 IIepOpabHUMU
KOHTpalleNTUBaMHU IiABuUIyBaso 3HaueHHsI AUC Oy HOPeTUCTEPOHY Ta eTHHIIeCTpadiony (ouB.
po3min «PapMaKoJIOTiuHi BMacTuBOCTI»). LIi mimBuilieHHs: HeoOXigHO OpaTH OO0 yBaru mpu BuOOpi
IIepoparIbHOT 0 KOHTPAUEIITUBY OJIA }KiHKI/I, AKa npnﬁmae dTOPBACTaTHUH.

BapgapuH. ATopBacTaTUH He YMHUB KJIiHIYHO 3HAYYIO] il Ha MPOTPOMOIiHOBUM Yac y MallieHTiB, SKi
IIPOXOOMIN TOBrOTpHBase JiKyBaHHS BaphapuHOM.

KosaxiuuH. [Ipu omfHOYAaCHOMY 3aCTOCYBaHHI aTOPBACTATHAHY 3 KOJIXIIIMHOM IIOBILOMIISIIIOCS IIPO
BUIIAOKU MiomaTil, y ToMy 4ucyi pabnoMionidy, ToMy ciiif 3 00epexkHICTI0 Ipr3HadyaTH aTOpBacTaTUH
3 KOJIXiIITMHOM.

THwi nikapcvki 3acobu. Bimomo, 110 omHOYaCHEe 3aCTOCYBAHHST aTOPBACTATHHY i FiOTEeH3UBHUX
niKapchKux 3aco6iB Ta HOT0 3aCTOCYBaHHS y IIPOIIECi eCTPOreH-3aMiCHOI Teparii He
CYTIPOBOMXKYETHCS KITIHIYHO 3HAUYLIIUMHU MOGIYHUMY eheKTaMHu.

HocnigxkeHb B3aeMOAii 3 iHIIUMU JTiKapChbKUMU 3ac00aMy He TPOBOAUIIOCH.

Oco6.1ueocmi 3acmocyeaHHsi.

CkesemHi M’sa3u



Bimowmi pifgkicHi BUllafik pO3BUTKY PabIOMioi3y 3 TOCTPOI0 HUPKOBOIO HEIOCTATHICTIO BHACTITOK
Mmiorno6inypii mpu 3acTOCyBaHHi TiKapChKOro 3acoby 3 aTOPBACTaTHHOM Ta iHIINX JIIKaPChKUX
3aco6iB 1poro Knacy. HasgBHiCTb B aHaMHe3i opyIIeHb QYHKIII HUPOK Moxke 0yTH (aKTOpOM PU3UKY
IJIs1 PO3BUTKY pabmomionidy. Taki maiieHTy moTpedyoTh OiNlblI PETEIBHOI'0 MOHITOPUHTY [T
BUSIBJIEHHS TTOPYIIEHDb 3 O0KY CKeJIeTHUX M’ g3iB.

ATtopBacTaTuH, fK i iHImi MiKapchKi 3aco0u TPynu CTATHHIB, iHOAI CIPUYKHSIE MioTIaTiio, II0
BH3HAYa€eThCs SK 6inb y M'g3ax abo cimabKicTh M’S131B y IO€HaHHI 3 MiIBUILIEHHSAM ITI0Ka3HUKIB
kpeaturdocdokinasu (KOK) y nonap 10 pasis Buille BepxHb01 Mexki HopMmu (BMH). OgHo4yacHe
3aCTOCYBaHHS BUIIUX N03 @TOPBACTATUHY 3 IEBHUMHU JIiKaPChKUMHU 3aC00aMu, TAKUMHU SIK
IIUKJIOCTIOPHH i moTyXKHi iHri6iTopu CYP 3A4 (Hampukiaf, KJIapuUTPOMILIMH, iTPaKOHA30JI Ta
inribiTropu mpotea3 BIJI Ta Bipycy remartuty C), migBuinye pu3uk miomatii/pabmomiorniay.

Takoxk BimoMi pigKicHI IOBIJOMIEHHS IIPO BUNAAKU iMyHOJIOTIYHO OIIOCEPEOKOBaHOL HEKPOTU3YI0UOl
MmionarTil (IOHM) - ayToiMyHHOI MiomaTil, ITOB’g3aH01 i3 3acTOCyBaHHIM cTaTuHiB. IOHM
XapaKTepHU3YEThCSI TAKUMHU O3HAKaMu: Cl1a0KiCTh MPOKCUMaIbHUX M’SI3iB Ta MiABUILIEHUN PiBEHb
kpeatunkina3u (KK) y cupoBaTiii KpoBi, siKi 30epiraloTbcs, He3BaXkKaloyy Ha NMPUNUHEHHS JIIKyBaHHS
cTaTUHAMHU; M’s130Ba 0iOICisl BUSIBIISIE HEKPOTU3YI0Uy MiomaTito 6e3 3HAaYHOTO 3amajleHHs; IpU
3aCTOCYBaHHI iMyHOCYIpeCUBHUX 3aC00iB CIIOCTepiraeThCst MO3UTHBHA JUHAMIKA.

MoXuBiCTh PO3BUTKY MiomaTil CIIif po3risigatu y Oymb-sKOro HallieHTa 3 IU(Y3HOI0 Miari€lo,
pouicHicTIO ab0 crnadKicTio M’s3iB Ta/abo 3HayHuM mninBuieHHaM KOK. [TaumieuTaMm ciifg
IIOPeKOMEeHIyBaTU HeranHo MOBIIOMIISITH IIPO BUIMIaAKX 00JTI0 ¥ M’si3ax, 601icHOCTI abo ciabkocTi
M’s13iB HEBiOMOI eTionorii, 0co6IMBO SKIIO 1Ie CYIMPOBOIKYETHCS BiTUyTTIM He3qyKaHHS abo
IiABUIIEHHSM TeMIlepaTypH, abo SKI0 03HAKK Ta CUMIITOMH 3aXBOPIOBaHHS M’s13iB 30epiraioThCs
icyI MPUIMHEHHS 3aCTOCYBaHHS aTOpPBaCTaTUHY. 3aCTOCYyBaHHS JIiIKapChKOTO 3ac00y CIlif
IPUIMHUTY Y BUMAAKYy 3HauHOro mipuiieHHs piBHs KOK, miarHoctyBanHs abo migo3pu Ha Miomarito.

Pusuk Mmiomnarii mmif 4ac 3acTOCyBaHHS JIiKapChKOT0 3ac00y IbOT0 KJacy MiiBUIIYETHCS IIPU
OOHOYACHOMY 3aCTOCYBaHHi JlikapchKuxX 3aco6iB, 3a3Hauenux y Tabnuui 3. Jlikapi, gKi po3rnsganoTh
MOZKJIMBICTb KOMOIHOBAHOI Teparii aTopBacTaTUHY 3 OyOb-IKUM i3 IUX JIiIKapChKUX 3ac00iB, MOBUHHI
PETENbHO 3BAXKUTH IIOTEHITIMHI IepeBary Ta PU3NKH, a TaKOXK PEeTEeIbHO MOHITOPUTH CTaH IIAlliEHTIB
mono 6yab-sSIKKX MPOosBiB 601110, 60JTicHOCTI ab0 cmabkKoCTi y M’sg3axX, 0COOIMBO MPOTATOM ITOYAaTKOBUX
MicsLiB Tepamii Ta IpoTAroM Oyab-IKOTo 3 IepiofiB TUTPYBaHHS [03U y HAIPSAMKY 30ibIIeHHS 003U
Oymb-gKOTO0 3 JIiKapchKux 3aco6iB. Ciifl pO3rIsIHYTH MOXKIUBICTh 3aCTOCYBaHHS HU3bKUX TI0YATKOBUX
Ta HiATPUMYIOYUX 03 aTOPBACTaTUHY IIPA OOGHOYACHOMY IIPUIOMI 3 BULe3TafaHUMU JIIKapCbKUMU
3acobamu (OuB. Po3[in «B3aemois 3 iHIIMMY TiKaPCHKUMH 3aco0aMu Ta iHIT BUOW B3aEMOMIN»).

Y Takux cUTyaligx MOXKe PO3IIafaTUCsa MOXKIIUBICTE IlepioguyHoro BudHaueHHsa KOK, ase HeMae
rapaHTii, 110 TaKU¥ MOHITOPUHT AOMOMOXKEe 3an00irTy BUMafiKaM TSIKKOi MiomarTii.

Tepamito mikapchKuM 3ac060M aTOpBAaCTaTHH CJIiJ] TUMYAcOBO a00 MOBHICTIO MPUIIUHUTH ¥ OYOb-IKOTO
nallieHTa 3 TOCTPUM, CEPHO3HUM CTAaHOM, 110 BKa3ye Ha PO3BUTOK MiomaTii, abo mpu HasgBHOCTI
(baxTopy pU3UKy PO3BUTKY HUPKOBOI HEJOCTATHOCTI BHACTIOK pabooMioni3dy (HampuKiag, TSXKKa
roctpa inexis, rinoteHsis, xipypriyHa onepariisi, TpaBMa, TSXKKi MeTa00JIiyHi, eHIOKpUHHI Ta
€JIEKTPOJIITUYHI PO3/7afgHy, a TaK0XK HEKOHTPOILOBaHI CyooMHu).

IopyweHHA pyHKUII neviHKu

Byno nokasaHo, 110 CTaTUHYU, 5K i OesKi iHlIi rinonimigeMiyni TepaneBTHYHI 3aco0u, OB’ g3aHi 3
BiIXUJIEHHSIM Big HopMu OioXiMiUHMX IMOKa3HUKIB QYyHKIII nevinku. CTifiKe migBuineHHs (GinbIl HiX y
3 pasu Bumie BMH nianasony, ske BUHUKIIO 2 pa3u abo Oinbie) piBHIB CHPOBAaTKOBUX TPaHCaMiHa3
crioctepiranocsa y 0,7 % nauieHTiB, AKi OTPUMYBaJIM aTOPBACTATHH IIif] YacC KIIIHIYHUX OOCIIiIXKEHE.



YacToTa BUIMagKiB UX BigxuneHs Big HopMu ctaHoBuna 0,2 %, 0,2 %, 0,6 % ta 2,3 % mons mo3
npenapaty 10, 20, 40 ta 80 Mr BigmoBifHO.

BimoMo mmpo po3BUTOK XKOBTSHUII IPU MIPHUMOMi aTOPBACTATUHY, MiABUIIEHHS TOKa3HUKIB
byHKUioHaMbHUX Mpo6 mevinku (PIIT), gKi He MOB’sI3aHi 3 KOBTSIHUIEIO a60 IHIIUMY KITiHIYHUMU
O3HaKaMHU Ta CUMIITOMaMH. ITicyist 3MeHIIIeHHS 103H, IIEPEPBU ¥ 3aCTOCYBaHHI JIiIKapChKOTO 3aC00y
abo MpuUNMHEHHS KOT0 3aCTOCYBaHHS PiBHI TpaHCaMiHa3 IIOBEPTAIOThCS OO0 PiBHIB Iepeq JTiKyBaHHSIM
a00 mpubIu3HO [0 KX PiBHIB 0€3 HETAaTUBHUX HACIIIAKIB.

[Tepen TMM SIK PO3MIOYMHATH TEPaIliio JTiKapChbKUM 3aCc000M, PEKOMEHYEThCS OTPUMATH Pe3yIbTaTh
aHaJi3iB MOKa3HMUKIB PepPMEHTIB IeUiHKHU Ta 37laBaTH aHaJli3X ITOBTOPHO Yy pas3i KJIiHiyHOoI moTpedHn.
Takok BioMO IIpO PigKicHi BUMIA[IKY JeTalIbHOI Ta HeJeTalbHOl TeYiHKOBOI HEJOCTAaTHOCTI ¥
nali€eHTiB, SKi MpuitManu JTikapchKi 3ac06U I'PYIIM CTATUHIB, Y TOMY YKCJIi aTOpPBacTaTUH. Y BUMAAKY
CEPHO3HOTO YpaxKeHHs MMediHKY 3 KIIiHIYHUMU cCUMIITOMaMu Ta/abo rinepOinipybinemieio abo
JKOBTSIHMIIEIO TIiJT Yac 3aCTOCYBaHHS JIiKapChKOro 3aco0y aTOPBACTATUH CIIifl HETAWHO IPUITUHUTH
JiKyBaHHS. fKIIO HEe BU3HAYEHO abTepPHATHBHOI €Ti0NOoril, He CJIifi TOBTOPHO PO3MOYMHATH
3aCTOCyBaHHS JIiIKapChKOT0 3ac00y.

ATopBacTaTHH CJIif 3 00epeXkHiCTIO IPHU3HAYaTH MallieHTaM, SIKi 3JTOBXKMBAIOTh aJIKOToJjieM Ta/abo
MaloTh B aHaMHe3i 3aXBOpIOBaHHA MediHKHU. JIikapchKui 3acid IPOTUIIOKa3aHUl IIPU aKTHBHOMY
3axBOPIOBaHHI Ne4YiHKY ab0 CTIMKOMY MiIBUII[eHH] PiBHS NIEeYiHKOBUX TpaHCaMiHa3 HEeBiOMOI eTioJoril
(muB. po3min «IIpoTunoka3aHHsI»).

EHOOKpUHHA (pYHKUis

[MoBimomnsnocs npo migsuineHHs piBHA HbAlc Ta KoHIIEHTpalil III0K03U y CUPOBaTIli KPOBi HATIIE
Ipu 3acTocyBaHHi iHriGiTOpiB I'MI'-K0A-penyKTa3u, y TOMY YHUCIIi i aTOPBACTaTUHY.

CTaTuHU IEePEIKOAXKaloTh CUHTE3Y X0JIECTEPUHY Ta TEOPETUYHO MOXKYTh 0CTIAbISITA CEKPELiio
HAJHUPHUKOBUX Ta/a00 rOHAMHUX CTEPOiMiB. BimoMo, 1110 aTOpBaCTaTUH He 3HUXKYE Oa3aIbHY
KOHIIEHTPAIlil0 KOPTU30/Iy IIJTa3MHU KPOBi Ta He MOLIKOJXKYE afpeHaoBUul (HafHUPKOBUM) PE3€EPB.
BriniuB cTaTUHIB Ha 3amIigHIOBaIbHY 3[aTHICTh CIIEPMU He AOCIiAXyBaBcd. HeBimoMo, SKUM YUHOM
aTopBaCTaTHH BIJIUBA€ Ha CUCTEMY «CTaTeBi 3aJI03U-Ti0o(i3-rinorasamyc» y KiHOK Y
nepenMeHoNay3anbHul nepion. Crig 0yt 00epeKHUM IIpU 0HHOYACHOMY 3aCTOCYBaHHi JTiKapChKOT0
3aco0y rpymny CTaTUHIB 3 JIiKAPCHKUMHU 3ac0b6aMu, sIKi MOXKYTh 3HUKYBaTH PiBeHb a0 aKTUBHICTh
€HJIOTeHHUX CTEPOIAHUX TOPMOHIB, TAKMMH SIK KETOKOHA30JI, CITiDOHONAKTOH Ta IIMMETHIUH.

3acmocysaHHs navieHmamu 3 Hew,00a8HUMU 8UNAOKAMU iHCYAbMY ab0 MPAH3UMOPHOI iwemiuHoi
amaku

[Tpu post-hoc ananisi mocnmigxxennss SPARCL (Stroke Prevention by Aggressive Reduction in
Cholesterol Levels/3anobirants iHCyIbTy LIISXOM PAITOBOTO 3MEHIIEHHS PiBHS XOJIECTEPUHY), Iif
yac SIKOTO aTopBacTaTUH y 703i 80 Mr Ha mpoTuBary miaiebo 3actocoByBanu 4731 mairieHTy 6e3
imemiyHOI XBOpOOH cepls, IKi Maly B aHaMHe3i BUIagKK iHCYIbTY a0 TpaH3UTOPHOI illeMidyHol
aTak¥ IPOTSTOM IONepenHix 6 MicsliB, criocTepiranacs GinbIlla YacTOTa BUIAAKIB TeMOPariyHoro
IHCY/IBTY y I'PYIi NaALi€eHTiB, SKi OTPUMYBaJIX aTOPBACTATUH y H03i 80 MI ITOPIBHSAHO 3 TPYIIO0
nnane6o (55 Bunaakis, 2,3 % y rpymi aTopBacTaTUHY NMOPiBHSAHO 3 33 Bunagkamu, 1,4 % y rpymi
nane6o; CP: 1,68, 95 % [I: 1,09, 2,59; p=0,0168). YacToTa BUIIaAKiB 1€TaIbHOI'0 T€MOPAriyHOr 0
iHcynbTy Gyrna nmomibHOIO B ycix rpynax jikyBaHHs (17 Ta 18 mnsg rpym aTopBacTaTHHY Ta Ijiane6o
BigmoBigHO). YacToTa BUMAMKiB HEJIeTaJbHOTO TeMOPariyHoro iHCynbTy OyJia 3HaYHO BHUIIOI0 y TPYIIi
NallieHTiB, SIKi oTpuMyBanu aTopBactaTd (38; 1,6 %), mopiBHSHO 3 rpynoio nnanebo (16; 0,7 %).
[lesiKi MOYaTKOBI XapaKTEPUCTUKH, Y TOMY YHKCIIl HasSBHICTh BUITaAKiB reMOPariyHoro Ta JaKyHapHOTO



IHCY/IBTY Mif YacC BKJIIOUEHHS [0 OOCIIIXEeHHS, aCOL[il0Ba/IMCS 3 BUILIOK YaCTOTOX BUIIA[KIB
reMOopariyHoro iHCY/IbTY y TPYIIi MalieHTiB, AKi OTPUMYBaIu aTOpBacTaTHH (OuB. po3min «I[To6iusi
peaxiii»).

Cepen 39828 matiieHTiB, IKi OTpUMYBald aTOPBACTATHH y KITiHIYHUX gociigxkeHHsX, 15813 (40 %)
naiieHTiB 6ynu BikoM Bifm 65 pokis, a 2800 (7 %) marmienTiB 6ynu BikoM Bif 75 pokiB. He
CIocTepiranocst Xk0/HO0I 3arajbHOI BiIMiHHOCTI I10f0 6e3meku Ta e(eKTUBHOCTI 3aCTOCYBaHHS
npernapary MiX IIUMH MallieHTaMy Ta MOJIOAIIMMY TalliEHTaMu, TakK caMo, SIK He 6yJI0 3apeecTPOBaHO
JKOJHUX BIAMIHHOCTEH y BiATIOBiAi Ha JIiIKyBaHHS MiX MallieHTaMU JITHBOTO BiKy Ta MOJIOAIINMU
nalieHTaMy 3TifHO 3 iHIIMM KTiHIYHUM JOCBigOM, IPOTE He MOXKHA BUKJIIOUATH GiNbIly YyTIUBICTh
OesKUX CTapLIuX mauieHTiB. OCKinbKM CTapui BiK (MOHafA 65 pPoKiB) € (aKTOPOM CXUJIBHOCTI [0
Miormartii, ciif 3 06epeXHICTIO MpU3HaYaTH aTOPBACTATUH IalliEeHTaM JIiTHHOTO BiKY.

ITeyiHkosa HedocmamHicmb

Jlikapceku# 3aci0 TPOTUIIOKA3aHUH MalliEeHTaM 3 aKTUBHUM 3aXBOPIOBAHHSM IEYiHKHU, BKIIOYA0OYH
CTiliKe MigBUINEHHS PiBHS MEeYiHKOBUX TPaHCaMiHa3 HEBimOMOI eTionoril (IuB. po3minu
«®apMaKOoIOTiYHi BIaCTUBOCTI» Ta «[IpOTUIIOKA3aHHS»).

Lo noyamky AiKy8aHHA

ATopBacTaTUH CJIif 3 00ePeKHICTIO MPU3HAYATH MalliEeHTaM 3i CXUJIbHICTIO 0 PO3BUTKY
pabmomiomni3y. J1o moYaTKy JiKyBaHHS CTaTUHAMMU Y IMAIli€HTIiB, CXUIBHUX OO0 PO3BUTKY pabmoMiomi3y,
crmipg Bu3HauaTu piBeHb KK mpu:

- IOpyLIeHH] QYHKII1 HUPOK;

- TimoGyHKIi1 IKATOBUAHOI 3a7103H;

- CIIaIKOBUX pO3JlafiaX M’si30BOI CUCTEMH Y POOUHHOMY ab0o 0co0uCTOMY aHaMHEe3i;

- IepeHeCeHNX Y MUHYJIOMY BUNIafiKax TOKCUYHOI'0 BIUIMBY CTATHHIB abo ¢ibpaTiB Ha M's13Y;
- IepeHeCeHNX Y MUHYJIOMY 3aXBOPIOBAHHSX IEeUiHKY Ta/ab0 3710BXKUBaHHI alKOT0JIEM.

Ins maiieHTiB MiTHHOTO BiKy (BikoM Bif 70 pokiB) HeoOXimHICTH TPOBeleHHS 03HAYEHUX 3aXO0fIiB CIIif
OLIiHIOBATH 3 ypaXyBaHHSM HasBHOCTI iHIINX (aKTOPiB CXUILHOCTI 10 PO3BUTKY pabmoMiomiy.

[TinBuIeHHS PiBHS NTiKapChKOTO 3aco0y y IIa3Mi KpoBi MOXKIIMBE, 30KpeMa, Y pa3i B3aeMopii (Ius.
po3min «B3aemopisa 3 iHIIKMHU JTiKApCHhKMMHU 3aco0aMu Ta iHII BUAM B3a€EMOfiii») Ta 3aCTOCYBaHHS
0COOTMBUM IOMYJISLISIM TMallieHTiB (IuB. po3min «®apMaKOKiHETHKA»), Y TOMY YKCIIi HalieHTaM 3i
CIIaJIKOBMH XBOPOOaMHu.

Y Takux BUMagKax PeKOMEH0BAHO OLIiHIOBATH CIIiBBiIHOIIEHHS PU3UKIB Ta MOXKJIMBOI KOPHUCTI Bifl
JIIKYBaHHS Ta IPOBOAUTY KJIIHIYHUYN MOHITOPUHT CTaHY Nali€HTIiB. fAKINO 00 OYaTKY JIiKyBaHHS
piBens KK 3HauyHO nipBuinenus (nepesuirtye BMH Ginbire HiX y 5 pasiB), mTiKyBaHHS PO3MOYUHATH He
cIIif.

BuwmipiosanHs pisHsa KK

PiBens KK He cytifg BU3HAYaTH Iicisg iHTEeHCUBHUX Qi3MYHUX HaBaHTaXKeHb a00 3a HasBHOCTi Oyb-
SIKAX MOXKJIMBUX aJIbT€PHATUBHUX NIPUYXH HigsuiieHHs piBHA KK, 0CKiIbKY Lie MOXKe YCKIIagHUTHU
iHTepnpeTalio pe3yabTaTiB. AKINO Ha I0YaTKOBOMY PiBHI CIIOCTEpIraeThCd 3HauHe mifsuiieHHsa KK



(mepeBuiieHHss BMH 0inbiiie HiXK y 5 pasiB), To yepe3 5-7 AHiIB HE0OXigHO IPOBECTH IIOBTOPHE
BU3HAUYEHH [ NiATBePIXKEHHS Pe3ybTaTy.

I1i0 yac aikyeaHHA

[TauieHTH TIOBUHHI 3HATH NP0 HEOOXigHICTh HeTalHO MOBIJOMIISITH IIPO PO3BUTOK 00JII0 y M’s3aX,
cymoM uu ci1abKoCTi, 0CO0IMBO KON BOHM CYIIPOBOIKYIOTHCS HE3TyKaHHIM ab0 rapsukoio.

Y BUNaAKy MOSIBY X CUMIITOMIB IIiff 4ac JIiKyBaHHS aTOpPBaCTaTUHOM HEOOXigHO BU3HAYUTU PiBEeHb
KK y poro marienTa. dxuio piBers KK 3HauHo migBuienuy (nepesuiye BMH Ginblne HiX y
5 pagsiB), MiKyBaHHS CIIiJ IPUITUHUTH.

[ouinpHiCTh IPUIIMHEHHS JIIKyBaHHS CJIi] TAKOXK PO3TISHYTH, IKIIO HifgBUlleHHS pPiBHA KK He csrae
' ITUKPATHOTO TiepeBuinerHss BMH, ane cumnroMu 3 60Ky M’s13iB MalOTh TSXKKUU XapakTep Ta
IIOOEHHO CTal0Th IPUYUHOI HEIPUEMHUX BiYyTTiB.

[Ticns 3HUKHEHHS CUMIITOMIB Ta HOpMauti3anil piBEsI KK MOXXHa pO3TISHYTH MOXKJIUBICTE
BiIHOBJIEHHS JIIKyBaHHS aTOPBaCTaTUHOM ab0 IOYaTKy JiKyBaHHS albT€PHATUBHUM CTATHHOM 3a
YMOBU 3aCTOCYBaHHS MiHiMaIbHOI MOXKJIMBOI JO3H JIiKapChKOro 3aco0y Ta peTebHOr0 Harjany 3a
CTAQHOM IIallieHTa.

JIikyBaHHSI aTOpPBaCTaTUHOM HEOOXiqHO MPUIIMHUTH, SKIIO CIIOCTEPIra€ThCS KIIiHIYHO 3HAUYIIE
nigsuienHs piBHSA KK (mepesutnenHs BMH 6inbire Hixk y 10 pa3iB) abo BCTaHOBIEHHS HiarHO3Y
pabmomioni3y (abo mimo3pu Ha PO3BUTOK PabooMionizy).

OdHouacHe 3acmocy8aHHsA 3 iIHWUMU AIKAPCbKUMU 3dcobamu

Pu3uK po3BUTKY pabaoMiosti3y migBUIYETHCS NIPH OMHOYACHOMY 3aCTOCYBaHHI aTOPBACTaTUHY 3
IeSKUMU JTiKapChKUMU 3aco6aMu, 110 MOXKYTh 30iMbIINTH KOHIIEHTPALlil0 aTOPBACTATUHY Y IIJIa3Mi
KpoBi. [IpuKkiiafamMu TakKux JIiKapchKKUX 3ac00iB MOXKYTh BUCTYIaTH MOTYXKHi inribiTopu CYP 3A4 a6o
TPAHCIOPTHUX OiNIKiB: IMKIOCIOPYH, TEITPOMIINH, KITaPUTPOMIINH, AelaBipAuH, CTUPUIIEHTOJI,
KeTOKOHA30JI, BOPUKOHA30J1, iTPAaKOHa30JI, T0CAaKOHa30J1 Ta iHribitopu mpoTteas BIJI, 30kpema
pUTOHABID, JIOMIHABIP, aTa3aHaBip, iHAWHABIP, fapyHasip. [Ipy ogHOYaCHOMY 3aCTOCYBaHHI 3
reM}iOpo3unioM Ta iHIKUMY oXigHUME (HiOPOBOI KUCIIOTH, 601N peBipOM, EPUTPOMIIIMHOM, Hial[MHOM
Ta e3eTUMiOOM, TenanpeBipoM abo 3 KOMOiIHAIli€I0 TenanpeBip/pUTOHABIP TaKOXK 3POCTAE PU3UK
BUHUKHEHHS MiomaTiil. KIIo MOXKJIMBO, CJTifi 3aCTOCOBYBATH iHIIIi JTiKapChKi 3acobu (1110 He
B3a€EMOIIIOTh 3 ATOPBACTATUHOM) 3aMiCTh 3rafjaHuX.

Ao HeoOXiMHO MPOBOAUTH OFHOYACHE JIIKYBaHHS aTOPBAaCTAaTUHOM Ta 3raflaHUMU JIiIKapChbKUMU
3acobaMu, CJIi[l peTeNIbHO 3BaXKUTU KOPUCTh Ta PU3UKHU TAKOT'0 3aCTOCYBaHHS. FKINO MallieHTH
IPUUMAaIOTh JTIKapChKi 3aco0H, 110 MiBUILYIOTh KOHIIEHTPAIlil0 aTOPBAaCTATUHY Y I1JIa3Mi KPOBi,
PEKOMEHIYEThCS 3HNAKYBATH NO3Y aTOPBaCTaTUHY [0 MiHiManbHOI. KpiM Toro, y BUIagKy
3aCTOCyBaHHS MOTYyxKHUX iHTi6iTOpiB CYP 3A4 cif po3risiHyTH MOXKIUBICTh 3aCTOCYBAHHS MEHIIIO1
II04YaTKOBOl 03U aTOPBACTAaTUHY. TaK0XkK PEKOMEHAYETHCS IPOBOOUTH HaleXKHUH KITiHIYHUN
MOHITOPUHT CTaHy IIUX IAl[i€HTIB.

ATopBacTaTHH HEe MOXKHAa IIPU3HA4YaTH OFHOYACHO 3 GY3UA0BOI0 KUCIIOTOM, IKY 3aCTOCOBYIOTh
CUCTEMHO, ab0 BIIPOIOBXK 7 OHIB Iic/is NPUNMHEHHS JIiIKyBaHHS (y3UO0BOI0 KuCI0Tow0. [TamienTamM,
SKUM CHCTEeMHe 3aCTOCYBaHHS (y3UO0BOI KUCIOTH HeoOXinHe, TiKyBaHHS CTaTUHAMU CIIif
IPU3YNIMHUTY Ha BECH [1€PIOf NiKyBaHHS (y3UI0BOI0 KUCIIOTOIO.

Y natuieHTiB, SKi oTpuMyBanu Gy3um0OBy KUCIIOTY Ta CTaTUHU Y KoMOiHa1lil, 6y 3apeecTpoBaHi
BUTIQIKK pabmoMioni3y (B TOMy YMCIi JleTasbHi) (OUB. po3min «B3aeMopmis 3 iHIMUMU JTiKapChbKUMU



3acobaMu Ta iHIIi BUOW B3a€MOZil»). [1allieHTy il peKOMeHyBaTh HeraHO 3BepTaTUCS 3a
MEeIHUYHOIO IOIIOMOT010 V Pa3i BUHUKHEHHS OyIb-IKHX CUMIITOMIB cJ1abKoCTi, 6010 abo 60osmicHOl
YyTJIUBOCTI y M’sI3aXx.

Tepamito cTaTuHaM¥U MOXKHa IIPOIOBKUTHU Yepe3 7 [HIB MiCs OTPUMaHHS OCTaHHBLOI 103U GYy3Un0BOi
KUCJIOTH.

3a BUHSITKOBUX 00CTaBUH, KOJIU IOTPiOHE OBrOCTPOKOBE CHCTEMHE 3aCTOCYBaHHS (Qy3UI0BOI
KVMCJIOTH, HaIIPUKJIaM [JIs JTIKyBaHHS TSIXKKUX iH(eK1ii, HeoOXigHICTh OMHOYACHOTO 3aCTOCYBAHHS
aTopBaCTaTHHY Ta Qy3UA0BOI KUCIIOTHU CIIif PO3T/ISAAaTH TiIbKY iHAUBIAyaIbHO Ta 3OIMCHIOBATH IIif
PEeTEeNbHUM HarlIs0M JIiKaps.

IHmepcmuuiaabHa x8opoba sezeHb

[Tig yac nmiKyBaHHS OeSIKUMHU CTaTUHAMU (0COOIMBO IIifl Yac TPUBAJIOTO JiKyBaHHS) OyIM onucaHi
BUIIQ[IKA PO3BUTKY iHTEpPCTUIialbHOI XBOpOOU nereHiB. [IposiBaMu 1iiei XBOPoOM MOXKHa BBazKaTH
3aUIIKy, HEIIPOAYKTUBHUY KallleJib Ta 3arajbHe MOTipIIeHHS CaMOIIOYyTTs (CTOMIIOBAHICTB,
3HUIKEHHS MacH Tijla Ta rapsiyka). Y pasi BAHUKHEHHS ITif03pY Ha iHTepCTUllialbHy XBOPOOY JereHiB
CJIi[l IPUNIVHUTY JTiKyBaHHS CTaTHHAMHU.

Baoicauea iH(popmauis npo 00NOMIdHCHI peyo8UHU.

o cknapy nikapchKoro 3aco0y BXOAUTH TaKTo3a. Llel mikapchKuil 3acib He cilif mpuiMaTu
nalieHTaM i3 pigKiCHUMU CIIafKOBUMU 3aXBOPIOBaHHSIMU, II0B’ I3aHUMU 3 HEIIEPEHOCUMICTIO
rajakTosy, fedinurom nakrasu Jlanmna abo nopymeHHIM ManbaOCcopOLii ITI0K031-TalakTo31.

Tepamisa nmimigomogupikauiiHUME TiKapChKUMK 3ac00aMu ITOBHHHA OYTH OMHUM 3i CKJIaI0BHX
KOMIIOHEHTIB KOMIIJIEKCHOI Teparil g5 Nalli€HTiB 3i 3HaYHO MigBUIIEHUM PU3UKOM PO3BUTKY
aTEePOCKJIEPOTUYHUX 3aXBOPIOBaHb CYOUH 4Yepes3 rinepxojecTepuHeMiin. MegqukaMeHTO3Ha Tepalis
PEKOMEHIYEThCS SIK MOMOBHEHHS [0 HOiETH, KOJIU PE3y/IbTaTy Bifl HOTPMMaHHS [i€TH, 1[0 00MeKYyE
CIIOXKMBaHHSA HaCUUEHUX XKUPIB Ta X0IECTEePUHY, a TaKOXK Bifl 3aCTOCYBaHHS iHIIKX
HeMeJUKaMeHTO3HUX 3aX0MiB Oy10 HeqoCcTaTHLO. [1alieHTam 3 immeMiuHoo0 XxBopo0oio ceplis abo
IekimbKoMa (akKTopaMy PU3UKY PO3BUTKY illleMiuHOI XBOPOOU CEPIst MPUHOM JTiKapChbKOro 3acofy
MOXKHa PO3I0YaTy OJHOYACHO 3 JOTPUMAaHHAM HiE€TH.

Lle#t mikapcbkui 3acib MiCTUTE CIIOJTYKU HATPil0, TOMY HalliEeHTaM, SKi JOTPUMYIOThLCS TIETH 3
KOHTPOJILOBAHUM BMiCTOM HaTpito, Cyif OyTH 00epeXHUMU IIifl 4ac 3aCTOCYBaHHS JaHOTO
JiKapchbKOro 3aco0y.

ObMedceHHA 3acmoCcyB8aHHA

ATopBacTaTUH He [OCTIIXKyBall 3a YMOB, KOJIU OCHOBHUM BiXUJIEHHSM Bifl HOpMHU 3 GOKY
JIMOMPOTEIHIB € migBUINEeHHS PiBHS XimoMikpoHiB (Tumu I Ta V 3a kKnacudikaiieo OpegpikcoHa).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BazimHicme.
OuiHKa pusukis

ATopBacTaTHH MPOTUIIOKA3aHUH BariTHUM XKiHKaM, OCKiJIbKM He BCTaHOBJIEeHa 0e3meka Horo



3aCTOCYBaHHS BaTiTHUM i HEMa€ SBHOI KOPUCTI IPUMOMY NTiMi03HUKYBaIbHUX JIIKAPCHKUX 3aC00iB
i yac BaritHocTi. Ockinbku iHribiTopu I'MI-KoA-penyKTa3u 3HUKYIOTh CHHTE3 X0JIECTEPUHY Ta,
MOXKJIUBO, CUHTE3 iHIIMX 6i070TiYHO aKTUBHUX PEYOBUH, SIKi € MOXiTHUME XOJIECTEPUHY,
aTopBacTaTUH MOXKe LIKIIJIWBO BIJIMBATU Ha 1Iif. [IpuiioM aTopBacTaTUHY CIIif IPUIUHUTH, IK
TiIbKY BCTAHOBJIEHA BariTHICTh (OUB. po3Min «[IpoTUIIOKa3aHHI»).

Po3paxyHKoBuUi1 (JOHOBUY PHU3UK 3HAUYHUX BPOAKEHUX MallbpopMallid Ta BUKUIHIB [AJI BKa3aHO1
nomnynAlil HeBimoMuii. Y 3aranbHiil nmomynsiil CIIA po3paxyHKoBulM HOHOBUM PU3UK 3HAYHUX
BpPOMIKeHUX ManbdopMalliii Ta BUKAIHIB TPY KTiHIYHO BU3HAHUX BATiTHOCTSX CTaHOBUTH 2-4 % Ta
15-20 % BigmoBigHO.

Konmpauenuin

ATopBacTaTUH MOXKe 3aBHaBaTy IIKOAU IVIOAY IIPY 3aCTOCYBAHHI BariTHOW XiHKO010. 2KiHKH
PENpPOAYKTUBHOTO BiKy Mai0Th OyTH poiH(OPMOBaHi Ipo HEOoOXiAHICTL e)eKTUBHOI KOHTPALIEIil mif
yac JTiKyBaHHS LIUM JIiIKapChbKUM 3aC000M.

KniviyHi 0aHi

OOmMmexeHi ony01iKoBaHi gJaHi o6cepBaliiHUX [OCiIXKeHb, MeTaaHasi3iB Ta KIIiHIYHAX BUAOKiB
IIJ0JI0 3aCTOCYBaHHSA aTOPBACTaTUHY KaJIblil0 He IT0Ka3aly MigBUIIEHOT0 PU3UKY BUHUKHEHHS
CEpPHO3HUX BPOMKEHUX ManbdopMalliii abo BUKUIHIB.

Hapgxopmunu pigkicHi MOBifoMJIEHHS IIPO BPOMAXKEHI aHOMaJTil Mic/is BHyTPIIIHbOYTPOOHOI €KCII03UTIil
inmux inri6iTopis 'MI'-KoA-penykTa3u. [IpocnekTuBHe crocTepexeHHs npubausno 100 Bumagkis
BariTHOCTEeM y XKiHOK, SIKi JTIIKyBa/uCsl CHMBACTaTUHOM ab0 J10BaCTaTHHOM, ITOKa3asio, 10 4YacToTa
BUIIQMIKiB BPOMIKEHUX aHOMAJIill I10[a, BUKUIHIB Ta BHYTPIITHEOYTPOOHUX
CMepTel/MepTBOHAPOIKEeHb He TTepeBHUIllyBala YacTOTH, 0YiKyBaHOI IS 3arajbHOL MOyl
KinpKicTh BUIIAQMIKiB € IOCTATHHOIO, 11100 BUKITIOUUTH = 3—-4-KpaTHEe IMiIBUIIEHHS BPOOXKEHUX aHOMaIii
PO3BHUTKY IIJI0fla TOPiBHSHO 3 (HOHOBOIO 4acTOTOW. Y 89 % BariTHuX, 3a SKMMHU BEJIU ITPOCIEKTHBHE
CIIOCTEPEekKEHHS, 3aCTOCYBAHHS JTIKAPCHKOTO 3aC00y PO3MOYNHAIIOCS [I0 BATiTHOCTI Ta MPUIUHSIIOCS
Iig 4ac I TpuMecTpy Miciisg BUSIBJIEHHS BariTHOCTI.

ITepiod 200ysaHHA 2pydoHo.

ATopBacTaTUH MPOTUIIOKAa3aHUH IIiJ Yac rogyBaHHA I'PyOato. BimcyTHs iHpopMallis mIpo BIIUB
niKapchKoro 3aco0y Ha AUTHUHY, SIKY TOAYIOTh TPYANI0, YU Ha JaKTallio. HeBinoMo, 4 mpoHUKae
aTopBacTaTHH y TPy[HE MOJIOKO, 0OgHaK O0ys10 BUSIBIIEHO, III0 iHINNMH TiKapchKuM 3aci0 1bOro Kiacy
IOTpAIUIsi€ Y TPyAHE MOJIOKO; aTOpBaCTaTUH HAasIBHUU y MOJIOLI ITypiB. OCKiJIbKY CTaTUHHU
IIOTEHI[INHO 3[aTHI CHPUYUHUTU CePIO3Hi HebaXKaHi peakiiil y HEMOBIIST, IKi 3HaXOAAThCS Ha
IPYOHOMY BHUT'OJOBYBaHHI, KiHKaM, sIKi IOTpeOyIOTh JTiKyBaHHS aTOPBACTAaTUHOM, He CJIiJ] TOOyBaTH
rpyanio (ouB. po3nin «[IpoTunoka3aHHS»).

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

3milicHIOE MyKe He3HAaYHMY BIIJIMB Ha IMIBUAKICTh Peakxilil i 4ac KepyBaHHST aBTOTPAHCIIOPTOM abo
po06OTi 3 IHIIUMU MeXaHi3MaMH.



Cnoci6 3acmocyeaHHss ma do3u.
I'inepainidemis i 3miwaHa ducainiemis

PekoMeHOBaHa IIOYATKOBA [103a aTOPBACTATUHY CTaHOBUTH 10 Mr a6o 20 mr 1 pa3 Ha goly. [Ins
TaIieHTIB, SIKi TOTPeOyI0Th 3HAYHOI0 3HUXKEHHS piBHS Xonectepuny JITTHII (6inbire Hix Ha 45 %),
Teparnis Moxke OyTu po3noyara i3 mo3yBanHsg 40 mMr 1 pa3 Ha mo0y. [1030BUi giama30H JTiKapChKOTO
3aco0y 3HaxomuThca ¥ Mexkax Bif 10 mr mo 80 Mr 1 pa3 Ha mo6y. Jlikapcbkuit 3aci6 MoxKHa
3aCTOCOBYBaTH Pa30BOI0 03010 Y OyOb-Ki TOMMHU Ta He3aJeKHO Bif BXKKWBaHHS 1XKi. [IouaTKOBYy Ta
HiATPUMYyBaIbHi 1031 aTOPBAaCTaTUHY CIIif MigOupaTH iHAWBiAyanbHO 3a/I€3KHO Biff METHU JIiIKyBaHHA Ta
Bipmogixi. [Ticns noyaTky nikyBaHHS Ta/abo Micis TUTPYBaHHS JO3MU CJIif TpoaHasi3yBaTu piBHI
JIMiIB IPOTATOM Mepiofy Bif 2 4o 4 TUXKHIB Ta BiOMIOBIIHUM YMHOM BiZKOPUTYBaTHU HO3Y.

I'emepo3uz2omHa cimeliHa 2inepxosecmepuHemia y nauieHmis dumsayozo 8iky (8ikom 10-17 pokis)

PekoMeHoBaHa IMOYaTKOBa 403a JIiKApPChKOT0 3aco0y cTaHOBUTHL 10 Mr/mo0y; 3BuYaliHUM [iama30H
mo3 ctaHoBuTh Bim 10 Mr mo 20 Mr mepopanbHo 1 pa3 Ha goOy. [lo3u mikapchKoro 3acoby cimifg
nigOupaTy iHAUBiTyaIbHO BiMIIOBIMHO MO PEKOMEHI0BAaHOI METH JIiKyBaHHs. KOpuUTryBaHHS HO3U CIIif
IPOBOAUTH 3 iHTEepBasoM 4 THXKHi a0 GinbIme.

T'oMo3u20mHa cimeliHa 2inepxosiecmepuHemis

[lo3a aTopBacTaTUHY AJIS MALIEHTIB i3 TOMO3UTOTHO CIMEWHO0 IinepxoecTepuHeMi€0 CTaHOBUTD
Big 10 Mr mo 80 Mr Ha moOy. ATOpBacTaTHH CIIifl 3aCTOCOBYBATH SK [OIOBHEHHS 0 iHIIMX
rinoninigeMiyHUX METOMIB NiKyBaHHS (Hampuknag, adepes JITTHIL), abo sxkio rimomimigemiyni
METO[Y JIIKyBaHHSA HEeIOCTYIIHI.

OO0HouvacHa 2inoainideMiuHa mepanis

ATopBacTaTUH MOXKHa 3aCTOCOBYBATH 3i CEKBECTpPaHTaMM XKOBYHUX KucjoT. KomOinaittito inribiTopis
'MT-KoA-penyKTa3u (cTaTHHIB) Ta pidpariB ciig 3arasioM 3aCTOCOBYBaTH 3 00epeXkHiCTIO (IUB.
po3minu «B3aeMopmis 3 iHIMMMU NTiKapChbKUMHK 3aco0aMM Ta iHII BUOAKM B3aeMOiit» Ta «Oco0IuBOCTI
3aCTOCYBaHHS»).

[lo3yeaHHA 014 nauieHmis i3 nopyweHHAMU GYHKUII HUPOK

3axBOpIOBaHHS HUPOK HE BIIJINBA€E Hi Ha KOHLIEHTpPAIIl0 Y [1JIa3Mi KPOBI, Hi Ha 3HUKEHHS PiBHA
xonectepuny JIITHII mpu 3acToCyBaHHi JTiKapChKOTO 3aC00y, TOMy KOPUTYBaHHS [03H TiKapChKOT0
3aco0y mJist mauieHTiB i3 mopyieHHsAMU QYHKINI HUPOK He MOTpibHe (AuB. po3minu
«DapmakokiHeTuKa» Ta «OCo6IMBOCTI 3aCTOCYBaHHSI»).

[lo3yeaHHA 045 nauieHmis, sKi npulimMaroms YUK/AOCNOPUH, KAAPUMPOMIUUH, impPakoHa3os abo negHi
iHeibimopu npomeas

Cnig yHUKaATH 3aCTOCYBAHHS JTiKapChKOro 3acoby maljieHTaMm, siKi IpuiitMaloTh HUKIOCIOPUH abo
inribiTopu mportea3u BIJI TunpaHaBip puToHAaBip, abo iHTriGiTOp MpoTeas3u Bipycy rematuty C
riekanpesip mibpeHTacBip, abo 1eTEPMOBIpP TP OAHOYACHOMY 3aCTOCYBaHHI 3 IUKIOCIIOPUHOM.
[TamienTtam i3 BIJI, ki mpuiiMarOTh JIOMiHABID PUTOHABIP, aTOPBACTATUH CJIiT 3aCTOCOBYBATH Y
HalHMXK4id HeoOXimgHiM [03i. Y malfieHTiB, SKi IpuiMaloTh KJIapUTPOMILIMH, iTpaKOHa30J1, e10acBip
rpa3omnpesip, abo namientam 3 BIJI, ski npuitMaioTs y KoMOiHallii cakBiHaBip pPUTOHABIp, JapyHaBip
putoHaBip, ¢ocamnpeHnasip abo ¢hocaMnpeHaBip puUTOHaBIp abo IeTEPMOBIP, TEPANIEBTUYHY 03y
JiKapChKOT0 3ac00y citig 00MeXUTH 003010 ¥ 20 MT, TAaKOXK PEeKOMEHIYETHCS ITPOBOAUTH HaleXKHi
KJTiHiuHi 06CcTexkeHHd s 3a0e3MeyeHHsT 3aCTOCYBaHHS HallMeHIN0l HeoOXigHOI 1031 aTOpPBaCTaTUHY.



[NTamieHTaM, sKi npuiiMaioTh iHribiTOp mpoTea3u BIJI Hendinagip, TiKyBaHHS aTOPBaCTaTUHOM CIIif
oOmexuTH 003010 1o 40 Mr. [Ipu cynyTHROMY NpU3HAYEHH] aTOPBACTATUHY 3 iHIIUMU iHTiIGiTOpaMu
IIPOTea3 PeKOMEHIYEThCS IIPOBEIeHHS BiIMTOBIMHUX KTiHIYHMX 00CTeXKEeHb 151 3a0e3meueHHs
3aCTOCyBaHHS HaliMeHII0l HeoOXigHOI Ho3u JliKapchKoro 3acoby (OuB. po3minu «B3aemomis 3 iHIIUMU
JiKapChbKUMU 3aco0aMu Ta iHIII BUAU B3aeMofik» Ta «OCOOIMBOCTI 3aCTOCYBaHHSI»).

Himu.
I'emepo3uz2omHa cimeliHa 2inepxo/secmepuHemis

Beameka Ta e(peKTUBHICTh 3aCTOCYBAHHS JIIKAPCHKOT0 3aco00y BCTAHOBIIEHi [y miTed BikoMm Big 10 mo
17 pokiB i3 reTepO3UTrOTHO CiMEUHO0 rinepxoaecTepUHEMIEI0 AK OOIIOBHEHHS 00 Oi€TH AJIS
3HUKEHHS 3arajabHOro xojectepuny, pieas JIITHII Ta piBHS anmoninonporeiny B, Konu micns
aJleKBaTHOI cupoOu mieToTeparrii BimMidarThCS:

* xonectepu# JIITHII = 190 mr/mi (4,91 mMons/m) abo
* xonecteput JIITHII = 160 mr/on (4,14 mMonb/n) Ta:

-y ciMeliHOMYy aHaMHe3i HasiBHA CiMeliHa rinepxonectepuHeMis abo paHHi ceplieBO-CyIUHHI
3aXBOPIOBaHHS y POAUYIB IePIIOro abo IPyroro CTymeHs;

- HasiBHIi gBa abo OinbIne iHIIMX GaKTOPIB PU3UKY CEPLEBO-CYOUHHUX 3aXBOPIOBAHb.
[Toka3aHHS AJI9 3aCTOCYBaHHS aTOPBACTATUHY IiATBEPHXKEeHE HAa OCHOBI IOCTigXKEHb:

[Tnare00-KOHTPOJIbOBaHE KITiHiYHE HOCTiAKEeHHS TPUBAICTIO 6 MicsALiB 3a ydacTio 187 xyomniiB
Ta [OiBYaT Mic/Is I0o4YaTKy MeHCTpyauii BikoM Bif 10 go 17 pokis. [lamienTy, SKi 0OTpUMyBaIn
JiKYBaHHS aTOPBACTAaTUHOM y [03i 10 Mr a6o 20 Mr IIOmHS, Maly 3arajoM MomiOHuH mpodins
He0aXXKaHUX peaklliil 10 TAKOTO, IK y MAlli€eHTiB, IKi 0OTpuMyBasu 1ianebo. Y 1150My By3bKOMY
KOHTPOJIbOBAaHOMY [IOCIifI>KeHHi He 6yJI0 BUSBIIEHO 3HAUYIIOI0 BIIJIUBY JTiKapChKOro 3aco0y Ha picT
abo cTaTeBe mO3piBaHHS XJIOMI[iB a00 Ha TPUBAJIiCTh MEHCTPYaIbHOTO IUKJITY V iBUaT.

TpupiuyHe BigKpuUTe HEKOHTPOJIbOBaHE [OCTIIXKEHHS 3a y4acTio 163 miteu BikoM Bifg 10 mo
15 poKiB i3 TeTepo3uUTroTHOIO CiMEMHOI0 TinepxonecTepuHeMi€elo, ISl IKUX Migbupanu 103y s
IOOCSATHEHHS LiTboBOTO piBHSA Xonectepuny JITTHII <130 mr/gn (3,36 mmorns/n). be3neka Ta
e(eKTUBHICTh 3aCTOCYBaHHS aTOPBAaCTaTUHY IpU 3HUKEHHI xonectepuny JITTHII 3a3Buyait
BiATIOBigal0Th MOKAa3HUKAM, SIKi CITIOCTEPIranucs y JOPOCuX MallieHTiB, He3BaXKalo4yu Ha 00MeKeHHS
IIJIaHy HEKOHTPOJIbOBAHOTO JOCTiAKEeHHS.

HeoOxifmHa KOHCYIbTALliS AiBUAT IiC/Is IOYaTKy MEHCTpPYallill [00 KOHTpALeNlii, K0 Iie JOPeYHO
IJIS IIallieHTa.

IToBrocTpoKoBOI e(peKTUBHOCTI Tepallii aTopBaCTaTHHOM, PO3IOYATOl B [UTUHCTBI IJI 3MEHIIIeHHS
3aXBOPIOBAHOCTI Ta CMEPTHOCTI Y TOPOCJIOMY Billi, He BCTAHOBJIEHO.

be3neka Ta eeKTUBHICTL Tepallii aTOpBAaCTaTUHOM He BCTAHOBJIEHA I miTel BikoM mo 10 pokiB i3
TeTepPO3UTOTHOIO CIMEMHOIO TinepxonecTepruHEMIEIO.

I'omo3uz2omHa cimetliHa 2inepxoiecmepuHemis



KniniuHa e(eKTUBHICTh aTOpBAcTaTUHY ¥ Ho3ax 10 80 mr/mo0y mpotsiroM 1 poky Oyna oliHeHa y
HEKOHTPOJILOBAHOMY OOC/IiIXKEeHH] MaIli€HTIB i3 TOMO3UTOTHOK CIMEMHOIO TillepX0JIeCTEPUHEMIEI), 0
SKOT0 OyJI0 BKJIIOUEHO 8 [iTeil.

Ilepedo3yeanHns.

Crnenudivyaoro nikyBaHHS IIepefo3yBaHHS aTOPBACTATUHOM HeMae€. Y BUIAKY IIepefo3yBaHHSI
nalieHTa CJIif JTiKyBaTHU CHMIITOMaTUYHO Ta 3a HeoOXiMHOCTi 3aCTOCOBYBATH MigTPUMYBaJIbHi 3aX00H.
Yepe3 BUCOKUIM CTYIIiHb 3B’sI3yBaHHS aTOpPBAacTaTUHY 3 GiTKaMu I1JIa3MU KPOBi He CIIiJ 04iKyBaTH
3HAYHOTO MifCHJIeHHS KJIiPEHCY TiKapChKOro 3aco0y 3a JOIIOMOTI00 reMOofiai3y.

ITo6iuni peakuii.

Y 3B’43Ky 3 TUM, L0 KIIiHIYH] JOCTIAXKEHHA IPOBOAATLCSA Y PI3HUX YMOBAX, Y4aCTOTY BUHUKHEHHS
HeOaXXaHWUX Peakllill, 0 CIIOCTEePIraloThCA i Yac KIIHIYHUX JOCTigXKeHb JTiKapChKOro 3aco0y, He
MOXKHa 6e31MocepeNHbO MOPIBHIOBATH 3 MMOKA3HUKAMU, OTPHMaHUMHU i YacC KIIiHIYHUX OOCITiIXKeHb
iHIIOro NMiKapCchKOro 3aco0y, Ta BOHU MOXKYTh He BiINOBigaTH OKAa3HKWKAM YaCTOTH, 110
CIIOCTEPIramThCA Y KITiHIYHIN IPaKTHII.

3rigHO 3 JAHMMHU KJIiHIYHUX OOCHiXKeHb aTopBacTaTUHY cepen 16066 nauienTiB (8755 oTpumyBanu
aropBacTtaTdH Ta 7311 orpumyBanu mnane6o; BikoBui mianaszon 10-93 poku, 39 % xkiHok, 91 %
€BpOTIEO0iNHOI pacH, 3 % HerpoigHoi pacu, 2 % MOHT010igHOI pacy, 4 % iHImi) 3 MefiaHOIO JTiKyBaHHS,
10 cTaHOBUNIA 53 TUXKHI, 9,7 % mali€HTiB, IKi OTPUMYBa/IM aTopBacTaTuH, Ta 9,5 % MallieHTiB, AKi
OTPUMYBAJIH MTare00, MPUIMHUIIA 3aCTOCYBAHHS IIpemapaTy yepe3 HeOaxkaHi peakilii, He3aIexkHO
Bifj IPUYUHHOTIO 3B’'I3KY 3 IIperapaToM.

[T'siTh HaWMOMKpPEHINMX HebaXaHUX peaklliil y NalieHTiB, SKi OTPUMYBaX JIiKyBaHHS
aTOpBaCTAaTUHOM, 1110 IPHU3BOOUIIN OO MPUIKHEHHS 3aCTOCYBaHHS aTOPBAaCTAaTUHY Ta TPAIISINCS 3
YacTOTOI0, BUINOIO HiX y rpymi mnane6o: mianris (0,7 %), miapes (0,5 %), vymoTa (0,4 %),
MigBUINIEHHS PiBHA anaHiHamiHoTpaHchepasu (AJIT) (0,4 %) ta meuinkoBux pepmenTis (0,4 %).

Y natuieHTiB, SIKi OTpUMYyBasH JIiKyBaHHS aTOPBACTaTUHOM Y I11alie60-KOHTPOIbOBAHUX MOCTIIKEHHIX
(n=8755), HaiuacTie crocTepiranucs Taki HebaxkaHi peakiiii (4acToTa BunaakiB 2 % abo Oinbie Ta
BHUIIE, HiX y Tpymi miaiebo), He3alekHO Biff IPUYMHHOTO 3B’ 43Ky: Ha30hapuHrit (8,3 %), apTpanris

(6,9 %), miapes (6,8 %), 6inb y KinniBkax (6,0 %) Ta iHdexkIis cevopuBigHUX mIxiB (5,7 %).

Y Tabnuti 4 migCyMOBY€EThHCS 4aCTOTa KIiHIYHNX HebaXKaHUX peaklliid, He3aaexKHO Biff IPUYUHHOTO
3B’SI3KY, 3apEECTPOBaHUX ¥ 2 % malieHTiB abo Oiybllle Ta 3 4aCTOTO0, BUIIOI0, HiX y Tpymi nauebo, y
Tali€HTIB, SIKi OTPUMYyBaJIX JTiKyBaHHS aTopBacTaTuHOM (n=8755), 3a nanumu 17 nnauebo-
KOHTPOJIbOBaHUX NOCTiAKEHb.

Tabmnuig 4.

Kniniuni He6GaxaHi peakuii, 110 BuHUKanu y 2 % mauieHTiB Ta Oinblie, SKi OTPUMYBay JTiKyBaHHS
Oymb-gKOI0 J03010 aTOPBACTATUHY, Ta 3 YAaCTOTOIO, BUIIOIO HiX N1are6o0, He3aexKHO Bifl IPUYNHHOTO
3B’s13KYy (% MaIli€HTiB).

Bynp-sika 10 mr 20 MT 40 mr 80 mr ITrnamnebo

jer¥
Hebaxara peaxis nosa N=8755N=3908 N=188 N=604 N=4055 N=7311



HazodapuHrit 8,3 12,9 5,3 7 4,2 8,2

Aprtpanrisa 6,9 8,9 11,7 10,6 4,3 6,5
Hiapes 6,8 7,3 6,4 14,1 5,2 6,3
Bins y xiHLiBKax 6 8,5 3,7 9,3 3,1 5,9
IH(l)eK'LIlE[ CeYOBUBIOHUX 5,7 6,9 6,4 3 41 5.6
IIISIXiB

Iucnerncis 4,7 5,9 3,2 6 3,3 4,3
Hynota 4 3,7 3,7 7,1 3,8 3,5
M'’sa30Bo-ckeneTHu# 6inp 3,8 5,2 3,2 5,1 2,3 3,6
M’s130B1 cia3Mu 3,6 4,6 4,8 5,1 2,4 3
Mianrisa 3,5 3,6 5,9 8,4 2,7 3,1
Be3conns 3 2,8 1,1 5,3 2,8 2,9
dapuHTOIapUHTeaTbHUM 2.3 3.9 16 2.8 0,7 2.1

0ine
* HebazkaHa peakuisi > 2 % y Oyab-gKii f03i GinbIze HiX mmane6o

o inmux HeOaxkKaHUX Peakilii, Mpo SKi IOBiMOMIISIIOCS IIiff Yac JOCITigXKeHb, HaleXaTh:

3 60Ky opaaHie 30py: HEUITKiCTh 30PY, MOPYIIEHHS 30pY.

3 60Ky opaaHis cayxy ma eecmubya5pHO20 anapamy: IMyM y ByXax.

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0Hoi KAimKu ma cepedoCmiHHSA: HOCOBa KPOBOTEYaA.

3 60Ky WYHKOBO-KUWKOB020 MPAKmMy: MITyHKOBO-KUITKOBUH JUCKOM®OPT, BiTpUKKa, METEOPH3M,
TellaTUT, X0JIeCTas.

3 60Ky HUPOK ma ceyosudinbHOI cucmemu: TeHKOIUTOYPis.

3 6oky 06MiHYy peyosuH, memaboai3my: MOBUIIEHHS TPaHCaMiHa3, BiIXUIEHHS Bil HOpMHU
GbyHKLioOHATBHUX P00 MeYiHKY, MiABUILIeHHS PiBHS TyXKHOI pochaTasu B KPOBi, MigBUIIEHHS
aktuBHOCTI KOK, rinepruikemis.

3 60Ky Hepsosoi cucmemu: XKaxIuBi CHOBUIIHHS.
3 6oky wkipu ma niOwKipHOi KAiMKOBUHU: KPOTIUB' THKA.

3 60Ky onopHO-pyX080i cucmemu ma cno/Ay4YHOi MKAHUHU: M’SI30BO-CKEJIETHUY Oifb, MigBUIIEHA
BTOMJIIOBaHICTh M’s13iB, Oifib y 1mIni, HaOpsKaHHS Cyr00iB, TeHOAUHONATIA (iHOOi yCKnagHeHa
PO3PUBOM CYXOKMIIIIS).

3 6oky penpodykmugHoi cucmemu ma yHKUil MOAOYHUX 3a/103: TIHEKOMACTIs.

3aeanvHi po3aadu: BiguyTTd He3OyXKaHHS, MipPeKCid.

Bci mo6iuHi peaxkilii mpuBeieHO 3a CHCTEMOIO KJIacCiB Ta OpraHiB Ta YaCTOTO0: {yxke JacTo (= 1/10),
yacTo (=1/100 - <1/10), Hewacro (=1/1 000 - <1/100), pigxo (=1/10000 - <1/1000), gy=xe pigko
(<1/10 000), yacToTa HeBimoMa (He MOXYTh OyTH OLliHEHi 3a HASIBHUMU TaHUMH).

3 60Ky opaaHis 30py: HEUACTO - 3aTYMaHEHHS 30Dy .



3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0Hoi KAimKu ma cepedoCcmiHHA: 4acTo - Oiflb y TOpIIi Ta
rOpTaHi.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMy: YacTo - 3allop; HeYacTo - ITaHKpeaTUT, OII0BaHHS.
3 60Ky neviHKU i H#0840BUBIOHUX WAAXI8: myXkKe PiIKO - IeYiHKOBA HEJOCTATHICTb.
3 6oky 06MiHYy peuosuH, memaboai3my: HEYACTO - TiMOTTiKeMis, 30iNbIIEHHS MacH Tijla, aHOPEKCis.

3 60Ky Hepeosoi cucmeMu: 4acTo - TOJIOBHUY 6ifib; HeYacTo - 3allaMOPOYeHHS, TTapecTesis,
rimecTesis, IUCreB3is, aMHe3is; pigko - nepudepryHa HeupomaTis.

3 60Ky kposi ma aimpamuyHoi cucmemu: pigKo - TPOMOOIUTOIIEHiS.
3 60Ky iMyHHOI cucmemu: 9acTo - ajJiepriuHi peakilii; myxKe pimko - aHadinakcis.

3 6oky wkipu ma niOwKipHoi KAiMKoBUHU: HEYACTO - MIKipHi BUCUIIaHHS, CBepOiXK, anomenis; pigko -
AHTiOHEBPOTUYHUY HAOPSK, Oy/TbO3HUN HEPMATHUT (Y TOMY YHCHI MyIbTU(OPMHA epuTeMa), CHHIPOM
CriBeHca-[I>)KOHCOHA Ta TOKCHYHHUM ellifiepMabHU HEKPOITi3.

3 60Ky onopHO-pyx080i cucmemu ma CnoAy4YHOI MKAHUHU: 9acTo - Oinb y cyrimobax, 6inb y CIiuHi;
pigko - miomatist, mio3uT, pabgomioris.

3aeanvHi po3nadu: HEYACTO - aCTeHis, Oinb y rpyasax, nepudepuydti HaOPSIKU, CTOMITIOBAHICTb.

JlabopamopHi NnoKa3HuUKU: 9acTo - BiTXUJIeHHS pe3yJIbTaTiB QYHKIIOHATbHUX P00 MEeUiHKH,
nmigBuIeHHs akTUBHOCTI KOK KpOBi; HE4YacTO - MO3UTUBHUM pe3yJibTaT aHali3y Ha BMICT JIEUKOLUTIB
y ceui.

4k i mpu 3acTtocyBaHHi iHmux iHribitopie 'MI'-KoA-penykTasu, y nalieHTiB, SKi mpuiiManu
aTOpPBACTaTHH, CIIOCTepiranay MigBUIEeHHS aKTUBHOCTI TpaHCaMiHa3 CUPOBATKH KPOBi. L1i 3MiHu
3a3Buyay Oynu c1abKo BUpaXKeHUMH, TUMYaCOBUMHU Ta He MOTpeOyBasy BTpydaHHS a0o JTiKyBaHHS.
KriHiyHO 3HauyIle MigBUIleHHS aKTUBHOCTI TpaHCaMiHa3 CUPOBAaTKU KPoBi (nepesulliendss BMH
OinbIne HixK y 3 pa3u) cnocrepiranu y 0,8 % marfieHTiB, SKi mpuiMany aTopBacTaTuH. Lle migBuieHHS
MaJio [0303a/IeKHUM XapakTep Ta 0y/10 000POTHUM Y BCiX MaIli€HTIB.

Y 2,5 % nauieHTiB, gKi npuMany aTopBacTaTUH, CIIOCTepiranu 3pocTaHusa akTuBHOCTI KK cupoBaTku
KpOBI, 1110 6inbIne Hixk y 3 pa3u nepesuinysaia BMH. Lle 36iraeTbscs 3i ClocTepekeHHIMHU TPU
3acTocyBaHHi iHImmx inribitopiB 'MI-KoA-penykrasu y npotieci KiiHivHuxX gochigxenb. Y 0,4 %
NallieHTiB, SIKi OTPUMYyBaJIi aTOPBaCTaTHH, CIIOCTEPiraaucs piBHi, mo nepesuinyBanyu BMH Ginbiie
Hix y 10 pa3sis.

[ToGiyHi peakii, SKi BUHUKIIU IIif Yac JOCHiXKeHb: iH(QEKIisT Ce40BUBIIHOTO TPAKTY, YKPOBUU
niabeT, iHCYTIBT.

Y pmocnigxenni ASCOT (Anglo-Scandinavian Cardiac Outcomes Trial), sike Bkntogano 10305
y4acHUKIB (BikoBu# miama3on 40-80 pokis, 19 % xkiHok; 94,6 % mpencTaBHUKIB €BPOIEOIIHOI pacH,
2,6 % npencTaBHUKIB HETPoigHOI pacy, 1,5 % miBoeHHO-a31iChKOro MoxoaxkeHHd Ta 1,3 % 3MimaHoro
IOXOOKEeHHS/IHIINX), IKi OTPUMYBaJIu JIiKyBaHHS aTopBacTaTHHOM y fo3i 10 Mr moneHHo (n=5168)
abo mmane6o (n=5137), npodinb Ge3meku Ta IEPeHOCUMOCTI y MaIli€HTiB, SKi OTpUMyBax
aTtopBacTaTHH, OyB ITOPiBHIOBAHUM 3 TaKUM Y T'PYIIi MJ1a1ie60 BIPOIOBXK MePioAy MOAaIbIIoTro



CIIOCTepeXeHHA 3 Me[liaHO TPUBAJOCTI 3,3 POKY.

Y mocnigxenni CARDS (Collaborative Atorvastatin Diabetes Study), sike Bkntogano 2838 nauieHTiB (y
BikoBoMY miama3oHi 39-77 pokiB, 32 % xkiHok; 94,3 % mpencTaBHUKIB €BpoIeoifnHol pacy, 2,4 %
IiBIeHHO-a31iCbKOr0 moxonxkeHHs, 2,3 % adppo-kapubCbKoro moxomxkeHHs Ta 1 % iHmux) i3
1IyKpoBuM fiabetoMm II Tumy, siKi OTpUMyBasu TiKyBaHHS aTOPBACTaTUHOM Y [03i 10 Mr Ha
o6y (n=1428) abo nnanebo (n=1410), He criocTepiranocs XO[HOI Pi3HUIN y 3arayibHiit 4aCcTOTI
HeOaxkaHUX peakiliii abo cepiio3Hux HeOaxkaHWX peaklliii MiXK rpynaMu JiKyBaHHS BIIPOAOBXK Iepiomy
IIOJIa/IbIIIOTO CIIOCTEPEXKEHHS 3 MefliaHo0 TprBanocTi 3,9 poky. [Ipo XKoxHi Bulagky pabooMioni3y He
TIOBiIOMJISIIOCS.

Y mocnipxenHi TNT (Treating to New Targets Study), sike Bkmtouano 10001 marierTa (BikoBuii
miama3oH 29-78 pokis, 19 % xkinok; 94,1 % mpencTaBHUKIB €BPOIEOIfHOI pacy, 2,9 % mpeacTaBHUKIB
HerpoigHol pacy, 1,0 % mpencTaBHUKIB MOHTOI0IOHOI pacu Ta 2,0 % iHmUX) 3 KIIIHIYHO BUPaXKeHOI0
irmemiyHOI0 XBOp06OIO CEPIS, SIKi OTPUMYyBaiX aTopBacTaTwH y fo3i 10 Mr Ha moby (n=5006) abo
aTtopBacTaTdH y f03i 80 Mr Ha mo6y (n=4995), cioctepiranucs GinbIin cepiio3Hi HebaXKaHi peakiiil Ta
BUIIQ[IKU IPUIIMHEHHS 3aCTOCYBaHHS aTOpBacTaTUHY Yepe3 HeOaxkaHi peakllii y Tpyi MaIieHTiB, Ki
OTPUMYyBAaJIX BUCOKI 103U aTopBactatuny (92, 1,8 %; 497, 9,9 % BiAnoBigHO), IOPIBHSHO 3 TPYIIO0
MallieHTiB, SKi OTPUMYyBaId HU3bKi 103U atopBacTaTuny (69, 1,4 %; 404, 8,1 % BigmoBigHO),
BIIPOZOBXK IEPiOAY MOOAsIbLIOr0 CIIOCTEPEXEHHS 3 MefiaHO TpuBaocTi 4,9 poky. CTiuki
IigBUINEHHS PiBHS TpaHcaMiHa3 (y 3 pa3u abo Ginbie Buiie BMH, mBiui BipomoBxk 4—-10 mHiB)
croctepiranucs y 62 (1,3 %) ocib, sgki orpuMyBanu atopBacTaTiH y [03i 80 mr ta y 9 (0,2 %) ocio,
SKi oTpuMyBaju atopBacTaTtvH y fo3i 10 mr. [Tigsumenus piBas KK (y 10 pasis abo GinbIle Bulie
BMH) 6ynu 3aranom HU3bKUMHU, ajne OyIy BULIIMME y TPYIIi MAlli€HTiB, SKi OTPUMYBaIX BUCOKi 003U
aropBactatuny (13, 0,3 %), MOPiBHAHO 3 TPYIOI0 NALi€HTIB, IKi OTPUMYyBaIl HU3bKI

no3u atopBactaTuny (6, 0,1 %).

Y mocnipgxerHi IDEAL (Incremental Decrease in Endpoints through Aggressive Lipid Lowering
Study), sike Bkmtogano 8888 namieHTiB (y BikoBoMy fiama3oHi 26—80 pokis, 19 % xiHok; 99,3 %
IIpeICTaBHUKIB €BporeoinHoi pacu, 0,4 % mpeacTaBHUKIB MOHT0J10igHOI pacu, 0,3 % ImpencTaBHUKIB
HerpoigHol pacu Ta 0,04 % iHmux), SKi OTpUMYyBalIu aTopBacTaTuH y 7031 80 Mr/moby (n=4439) abo
cuMBacTaTuH y 103i 20-40 Mr Ha goOy (n=4449), He cIIOCTepiranocs K0aHOl BiTMiHHOCTI y 3arajbHii
4yacTOTi HebaxkaHUX peakiii abo cepiio3nux HebaxkaHMX pPeaklliit MiX rpymnaMu JIiKyBaHHS BIPOAOBXK
1epiofy MoJaibllIoro CIOCTEPEeXXKEHHSA 3 MeiaHo0 TpUBaiocCTi 4,8 poky.

Y mocnigxenni SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels), sike
BKo4asno 4731 namienTa (BikoBui miama3oH 21-92 poku, 40 % xkiHok; 93,3 % npeacTaBHUKIB
eBpormeoigHoi pacy, 3,0 % mpencTaBHUKIB HerpoigHOi pacu, 0,6 % mpencTaBHUKIB MOHTOJIOITHOI pacu
ta 3,1 % iHmwux) 6e3 KITiHiYHO BUpaxkKeHol imemMiuyHol XBOpoOU ceplis, ajie 3 HasgBHICTIO B aHaMHe3i
iHCYNbTYy @00 TPAH3UTOPHOI illIeMiYHOl aTaKy IPOTITOM MONepefHixX 6 MicsliB, SKi OTpUMyBaIu
aTtopBacTaTUH y m03i 80 Mr (n=2365) a6o mraredo (n=2366), yIpomoBxK mepiogy MomabIIoro
CIIOCTEPEXKEHHS 3 Me[iaHO TPUBAJIOCTI 4,9 POKYy crocTepiranacs BUIlla YaCcTOTa BUIIaAKIB CTIMKOTO
IiABUINEHHS PiBHS NMe4YiHKOBUX TpaHcaMiHas (y 3 pa3u abo Ginbie Buiie BMH nBiui Bupogosx 4-10
[HIB) y TPy MallieHTiB, IKi oTpuMyBanu atopBacTaTtuH (0,9 %), mOpiBHSIHO 3 Tpy1olo mianebo

(0,1 %). Bunagku mippuiienHs piBHSA KK (y 10 pagis Buie BMH) 6ynu pigkicHuMu, asne
CIIOCTepiraaucs 4acTille y rpyIi Iali€eHTiB, IKi OTPUMYBa/Id aTOpBacTaTUH (0,1 %), mix y rpymi
nnate6o (0,0 %). Liykposuii miabeT OyB 3apeecTpoBaHui K HebaxkaHa peakis y 144 maiieHTiB

(6,1 %) rpymu, sKa OTpUMYyBaJia aTopBacTaTHH, Ta y 89 marienTis (3,8 %) rpynu mnarebo (ous.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

[Tpu post-hoc anani3i npogeMoOHCTPOBAHO, 110 aTOPBACTaTHH Y A03i 80 MI 3MeHIITyBaB 4aCTOTY
imemiunoro iHcyneTy (218 i3 2365, 9,2 %, npotu 274 3 2366, 11,6 %) Ta migBULyBaB 4aCTOTy



BUIIQ[IKiB reMoparigyHoro incynsty (55 3 2365, 2,3 %, npotu 33 3 2366, 1,4 %) nopiBHSAHO 3 1aiebo.
YacToTa BUMAJKIB JIeTaIbHOTO TeMOpariyHoro iHcynbTy Oymna momi6Howo Mix rpymamu (17 Bumapkis y
I'Pyni aTopBacTaTUHY MOPiBHSHO 3 18 Bumapmkamu y rpymi miane6o). YacToTa BunagkisB HejleTaabHOTO
reMoparigyHoro iHcynpTy 6yiia 3Ha4YHO BHUIIOI0 Y TPYIIi MAIiEHTIB, SKi OTPUMYBaIu aTopBacTaTHH (38
BUIIQ[IKiB HeJIeTaJIbHOI'0 FeMOpPariyHoro iHCyNIbTy), MOPiBHSAHO 3 Ipymoio miamebo (16 Bumagkis
HeJIeTaJIbHOTO IeMOpariyHoro iHCynbTy). BUsBUIOCS, 1110 MAIiEHTH, SKi BCTYIIUIN A0 OOCIiAKEHHS

3 reMOopariyHuM iHCY/IbTOM B aHaMHE3i, 0OTpUMaJiu MigBUILIeHUY PU3UK T'eMOpariduoro incynsTy (7
(16 %) y rpymi atropBactatury, npotu 2 (4 %) y rpyni mnane6o).

3HAUyIUX BIIMIHHOCTEU MiX rpynamu JiKyBaHHS LUIONO0 JIETAJIBHOCTI 3 YCIX IPUYUH He
cmoctepiranocs: 216 (9,1 %) y rpymi, sika oTpuMyBaja aTopBacTaTuH y no3i 80 mr/moby, mpotu 211
(8,9 %) y rpymi nnane6o. YacTuHa Malli€eHTiB, SKi TOMePJIK Yepe3 CeplieBo-CyIUHHY MaToJjIorio, Oyna
YHCeJIbHO MEHIIIO0 y TPYIIi MallieHTiB, AKi OTpUMyBaju aTopBacTatul y 7o3i 80 mr (3,3 %), HIX y
rpymi mnane6o (4,1 %). YacTuHa mallieHTiB, AKi IOMepiid He 4epes3 CeplieBO-CyqUHHY IaTOoJIOoTiIo,
Oyma yrcenbHO OiBINOI0 Y IPYIIi Malli€eHTIiB, SKi OTpuMYyBanu aTopBactaTul y mo3i 80 mr (5,0 %),
HiX y rpyni maue6o (4,0 %).

[To6iuHi peakii mig Yac KIiHIYHUX OOCHIMKEHb 3aCTOCYBAaHHS aTOPBACTATUHY YV HiTeH

[Tig 9ac 26-TuXXHEBOT0 KOHTPOJILOBAHOTO AOCIIIIXKEHHS Y XJIOMLIB Ta y AiBYaT MiC/Is I04aTKy
MEHCTpYyalliil 3 TeTePO3UT0THOIO CiIMENHOI0 rinepxonecTepuHeMieto (BikoM Big 10 mo 17 pokis)
(n=140, 31 % — xiHouoi crtaTi; 92 % — MpegCcTaBHUKU €BPOIEOIgHOI pacH, 1,6 % — mpencTaBHUKHU
HerpoimHoi pacu, 1,6 % — mpeacTaBHUKY MOHTOJIOITHOI pacu Ta 4,8 % — mpegCcTaBHUKHU iHITUX
eTHIYHUX I'pyn) npodins 6e3meKu Ta MepeHOCHMOCTi aTopBacTaTHHY B 03i Big 10 Mr mo 20 Mr Ha
no0y SIK OOTIOBHEHHS [I0 [i€TH A7 3HUKEHHS 3arajibHOTr0 X0IeCcTepuHy, piBHA xonectepury JITTHII]
Ta piBHA anojinonpoTreiny B OyB 3aramom nogibHuM mo mpodinto mianebo.

Lloceid nocmpeecmpauitiH020 3aCMOCYBAHHA AMOPBACMAMUHY.

[TpoTsSiTOM TOCTPEECTPALifHOT0 3aCTOCYBAHHS aTPBACTAaTHUHY Oy BUSIBIIEHI HUK4Ue3a3HadyeHi
HeOaxkaHi peakilii. OCKilIbKY PO IIi peakilil MOBigoMIISIETHCS Ha HOOPOBiNbHINM OCHOBI Bif mOmynsiIil
HEeBiOMOiI YMCENbHOCTI, HE 3aBXKAX MOXKJIMBO NOCTOBIPHO OILIHUTH iX YaCTOTy a00 BCTAHOBUTHU
IPUYUHHO-HACTITKOBUH 3B’'SI30K i3 3aCTOCYBAHHSM JTiIKapChKOI0 3aco0y.

o HebaxkaHUX peakilili, OB’ I3aHUX i3 JTiIKyBaHHSM aTOPBAaCTAaTHHOM, HE3a/IeKHO Bifl OLIHKU
IPUYMHHO-HACIIIAKOBOTO 3B’3KY, HaJleXKaTh pPeakilii: aHadinakcisi, aHrioHeBpOTUYHUHN HaOPSK,
Oy/Ip03Hi BUCUIIAHHS (30KpeMa eKCygaTuBHa MyIbTH(GOPMHA epuTeMa, cuHapoM CTiBeHca-I[KOHCOHA
Ta TOKCUYHUM elligepMabHUN HeKPoJIi3), paboomiosti3, Mio3uT, mifgBuUINleHa BTOMITIOBAHICTh, PO3PUB
CyXOXKUJIJIs, TeTajlbHa Ta HeJleTa/lbHa [TeYiHKOBa HEOCTATHICTh, 3allaMOPOYEHHS, Jelpecis,
nepudepuyHa HeWpoIaTisi, MaHKPeaTUT Ta iHTEPCTHIliaTbHa XBOpobOa JereHb.

Hagxopmunu pigkicHi mOBigoMIIeHHS PO BUIMIAAKK iMyHOJIOTiYHO OTI0CEPEeNKOBaHOI HEKPOTU3YyBaIbHOI
MionarTil, TOB’sI3aH0i i3 3aCTOCYBAHHSAM CTATHHIB (IUB. po3min «OCco0IMBOCTI 3aCTOCYBAHHS»).

Hapxomunu pifKicHi mocTpeecTpalliiiHi MOBiIOMIEHHS PO KOTHITUBHI po3naau (HampuKiaf, BTpaTa
mam’sTi, 6e3maM’ STHICTb, aMHe3is1, MOPYIIEHHS ITaM’sTi, CIIyTaHiCTh CBiMOMOCTi), 1TOB’s13aHi i3
3aCTOCYBaHHSM cTaTHHIB. LIi KOTHiITHBHI po3naau OyIu 3apeecTpoBaHi MpU 3aCTOCYBaHHI BCixX
CTATHHIB. 3BiTH 3arajioM He BiTHOCHIHMCH 10 KaTeropii cepiio3Hux HeOakaHUX peakiliii Ta i
posiBu Oy 060POTHUMM IIiC/ISl IPUNIMHEHHS IPUUOMY CTATUHIB, MaJii Pi3HUI Yac [0 MOYaTKy
IIPOSIBY CUMIITOMY (Bif 1 OHS 4O KifIbKOX POKiB) Ta 3HUKHEHHS CUMIITOMY (MefiaHa TPUBAJIOCTi
CTaHOBMJIA 3 THUXKHI).



[Tig yac 3acTocyBaHHS OesIKUX CTaTUHIB Oy/IM onucaHi Taki HebaxXaHi sSiBUIa: po37aj CTaTeBol
GbyHKIIIT; BUHSTKOBI BUIAOKM iHTEPCTULIATbHOI XBOPOOHU JIereHiB, 0COGIUBO il Yac TOBrOCTPOKOBOTO
JIIKyBaHHS.

I1ig yac TOCTMapKETUHTOBUX CIIOCTEPEXKEHD MOBIOMIISAIIOCS PO HUXKYe3a3HaueHi Mo6iyHi peakirii.
3 6oky opaaHis cayxy ma eecmubya5ipHO20 anapamy: 1yM y Byxax.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: OiNlb y JKWBOTI.

3 60Ky 06MiHYy peuosuH, memaboai3my: 30iNbIIEHHS MacH Tina.

3 60Ky Hepeosoi cucmemu: TOJOBHUY Oinb, rimecTesis, mUCTeB3is.

3 6oky kpoei ma aiMpamuyHoi cucmemu: TPOMOOITUTOTIEHiS.

3 6oky imyHHOI cucmemu: anepriuni peakuii, anadinakcis (y ToMmy 4ucyi aHagimakKTHYHUM 110K).

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU: KPOTIUB' THKA.

3 60Ky onopHO-pyx08oi cucmemu ma cnoAy4YHOi MKAHUHU: apTPaTis, 6inb y CIuHi.

3azanvHi po3aadu: 6ink y rpyasax, nepudbepudHuil HabpsK, He3nyKaHHS, BTOMa.

JlabopamopHi nokasHuku: migBuineHHs akTuBHOCTI AJIT, mipgBummenHs: akTuBHOCTI KOK KpoBi.

ITogidomaeHHsA npo ni0o3pr8aHi nobiyHi peakuii.

[ToBimoMIIeHHS PO Mig03pioBaHi MoGiuHi peakii micis peecTpatiii TiKapchKoro 3aco0y € BaXKJIHBOIO
npouenyporo. Lle mo3Bosise NPOAOBKYBATH MOHITOPUHT CIIiBBIHOLIEHHS «KOPUCTh/PU3UK» OJIS
BiATIOBigHOTO iKapchKoro 3aco0y. Megu4yHUM IIpalliBHUKaM He0OXimTHO MOBiqOMIISTH PO Oyab-sKi
nigo3pioBaHi moOiuHi peakilil Yepes3 HalliOHaIbHY CHUCTEMY IIOBiOMIIEHb.

Tepmin npudamHocmi. 2 POKH.

YMmoBH 30epirannsi.

30epiraTtu B OpuriHanbHi¥ yIaKoBIi Ipu TeMnepaTypi He Buille 25 °C. 30epiratu y HEOOCTYIIHOMY
IS OiTed Mmicti.

YnakoBka.

ITo 10 TabneToK y KOHTYPHIU YapyHKOBi{ yIIaKOBIi; 10 3 KOHTYPHI YapyHKOBi YIIaKOBKY Y IaYIli; 110
14 TabneToK y KOHTYPHIll 4YapyHKOBiH YIIaKOBIli; 10 2 KOHTYPHI YapyHKOBi YIIaKOBKH y MayYIli.



Kareropis Bignmycky. 3a penentom.

Bupoonuk. [IpAT «®apMmaneBTryHa ¢dipMa «JapHHUIS».

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHS HOro Tis/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucninsceka, 13.



