IHCTPYKIIA

IJISI METUYHOT'0 3aCTOCYBaHHSA JIIKapChbKOT0 3aC00y

JIIMICTHH 20

JIIMICTHH 40

(LIMISTIN 20

LIMISTIN 40)

Cknao:
Oitoya peyosuHa: aTOPBaCTATUH;
1 TabGneTKa MiCTUTL aTOPBACTAaTHHY KaJlbIlil0 y IepepaxyBaHHi Ha aTopBacTaTuH 20 Mr abo 40 mr;

donomicHi pevosuHu: KaJIbITilo KapOOHAT; 1e/II0J103a MiKPOKPHCTAJIiuHa; JIaKT03a,
MOHOTIIpaT; HATPil0 KPocKapMeno3a; nojicopbat 80; rimpoKCUIPOIIiIentoi03a; MarHito
CcTeaparT; TiAPOKCUIIPOITIIIMETHUIIIEII0I03a; IIPOIIiIeHTIIIKOIIb; IOJieTUNeHr1iKonb-6000;
TanbK; TUTaHy giokcup (E 171) - TabmeTku 1o 20 Mr;

KaJblli0o KapOoHaT; 1Ie/TI0/I03a MiKPOKPHUCTATiYHa; JTaKT03a, MOHOTIAPAT; HAaTPil0 KPOCKapMeo3a;
nojticop6aT 80; TigpOKCHUIIPOIIiNIIeNi0no3a; MarHilo cTeapaT; KPOCIIOBIIOH; HATPil0 Taypuicyibdar;

TiOPOKCHUMIPOMIIIMETUIIENTI0N03a; monieTuneHrnikonb-6000; Tanek; Tutany miokcup (E 171) -
TabseTky 1o 40 mr.

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIiBKOBOIO 000JI0HKOIO.
OcHosHI (i3uko-xiMiuHi 81aCMUBOCMI:

6imoro abo Matizke 6iTOTO KOILOPY KamcCyIonogiOHi TabieTKH, BKPHUTI MITiBKOBOIO 000JIOHKOIO, 3
PHUCKOI0 3 ofHOro 00Ky (Tabnetku mo 20 Mr);

6imoro a6o Matixke 6iTOT0 KOIBOPY KPYTJIi ABOONYKJIi TaONIeTKH, BKPUTI IJTIBKOBOIO 0060I0HKOI0
(TabmeTtku mo 40 mr).

®apmakoTepaneBTHYHA rpyma. linonimigemiyni 3acobu, MoHOKoMIOHeHTHI. [HTi6iTOpy ['MI -
KoA-penykra3u. Kog ATX C10A AO0S.



dPapmako.102iuHi 8 1acmueocmi.
dapmakoOuHamika.

ATopBacTaTHUH SBIIsIE COO0I0 CHHTETUYHUY TiMOIimigeMiuyHui TiKapCcbKui 3aci0. ATOPBACTaTHH €
inri6iTopom 3-rigpokcu-3-mertunriayrapun-kohepmenTy A (I'MI'-KoA) pegykrasu, GepMeHTY, 110
KaTasidye nepetsopenHss I'MI'-KoA B MeBaJIOHAT - IOYATKOBUH Ta IiMiTyounii eTan 6i0CUHTE3Y
X0JIECTEPUHY.

ATOpBaCTaTUH € CEIEKTUBHUM KOHKYPeHTHUM iHTiOiTopoM 'MI-KoA-penykTasu - GepMeHTy, Bif
SIKOTO 3aJIeKUTh IIBUOKICTh IEPETBOPEHHS 3-TiHPOKCHU-3-METUNTTyTapui-kopepMeHTy A B
MeBaJIOHaT, PeYOBUHY-TIOIEPENHUK CTEPOJIiB, Y TOMY YHCJIi XOJIECTEPUHY.

B ekcniepuMeHTaNbHUX MOJEIIAX Y TBAPUH aTOPBaCTaTUH 3HUKYBaB PiBeHb X0JIECTEPUHY Ta
JINONpPOTeIHiB y Ia3Mi KpoBi muisixoM inribyBanus y neuinii [MI'-KoA-penyKTa3u i cuHTE3y
XOJIECTEPUHY Ta LIIAXOM 30ibIIeHHS KiTbKOCTI TeYiHKOBUX PEIeNTOPIB JIiMONPOTEIHiB HU3bKO1
minbHocTi (JITTHIII) Ha moBepxHi KITiTUH [ TOCUJIEHHS IIOTIMHAHHS Ta KaTabomiamy JITTHIII;
aTopBaCTaTUH TaKOXK 3MeHIIyBaB nponyKyBaHHs JIITHII Ta KiNnbKiCTh IIUX YaCTUHOK.

ATopBacTaTHH, 5K i HOT0 AesKi MeTabosiTi, € papMaKoIOriYHO aKTUBHUM Y JIIOOUHU. ['0JIOBHUM
MiclieM fil aTopBaCTaTHHY € MeYiHKa, SKa Bifirpa€ roI0BHY POJIb Y CUHTE3i X0NIEeCTEPUHY Ta KITipeHCi
JITTHII. Jo3a npenapaTy, Ha BigMiHy Bif CHCTEMHOI KOHIIeHTpallil TpenapaTy, Kpallle KOpeoe 3i
3MeHIIeHHSM piBHS xonectepuny JITTHIL. [apuBigyaneHui migbip no3u mpemnapaty Ciif 3giiCHIOBATH
3aJ1eXKHO Bifl TepameBTUYHOI BiAMOBiAi (auB. po3min «Cmocib 3acTOCyBaHHS Ta [HO3U»).

dapmMaKkoKiHemuxka.

BCMOKTYBaHHS. ATOpBacTaTHH MBUAKO abCOPOYETHCS MiCHs MEPOPAIbHOTO MPUHOMY, HOTO
MaKCHMalbHa KOHIIEHTpaIis y mia3mi KpoBi (C,,,,) HOCATAaEThCA IpoTaroM 1-2 rogul. CTymiHb
abcopO11iil 3pocTae MPOMOPIiMHO 10 M0o3u Mpemnapary. A6comoTHa 0i0OCTyIHICTD
aToOpBaCTaTUHY (BUXiOHUM JTiKapChKUM 3acif) cTaHOBUTH mpubnmu3Ho 14 %, a cucteMHa
6iogocTymHicTh iHTiOyI040l aKTUBHOCTI om0 I'MTI-KoA-penykTasu - mpubnusso 30 %.
Hu3pKy cCUCTEMHY OOCTYIIHICTE IIperapaTy 0B a3yI0Th i3 [IepefCUCTeMHUM KIIipeHCOM Y
CIIH30Bil 000JIOHIT IITYHKOBO-KHUIIIKOBOTO TPAKTY Ta/a00 MmepeacucTeMHO0
6ioTpancdopMariiieio y nevinii. Xo4a ika 3MeHIITy€e MBUAKICTh Ta CTYIiHb aOCOpOIIil
niKapchKoro 3acoby mpubnau3Ho Ha 25 % Ta 9 % BifmoBimHO, 3 OTNIsIAy Ha MOKa3HUKM C, . Ta
AUC (mnoma mif KpUBOK «KOHIIEHTpallig-yac») 3HUKEHHS PiBHA xonectepuny JITTHII]
nofi0He TPy IMPHUOMI ITpemnapary SK 3 1kelo, Tak i He3aJie’kKHO Bif BXKUBaHHA 1Xki. [Ipu
3aCTOCYBaHHI aTOPBACTAaTUHY BBeUepi H0T0 KOHIIEHTpAIlid Y My1a3Mi KpoBi Oyna HUKYO0I0
(mpubmu3Ho Ha 30 % 3a moka3Hukamu C,.,, Ta AUC), Hix mpu mpuitoMi BpaHi. OmHak
3HUKEHHS piBHA xoJectepuny JIITHII € omHAaKOBUM He3aleXkHO Bifl 4acy IpUuoMy
npenapaty (OuB. po3nin «Crocid 3aCTOCYBaHHS Ta [IO3U»).

Posnopin. Cepensiit 06’eM po3mofiny mpemnapaTty cTaHOBUATDL mpubau3no 381 mitp. [Tonanm 98 %
aTopBacTaTHHY 3B’sI3yeThCS 3 OikaMu 1y1a3Mu KpoBi. KoHIleHTpalliiiHe CIIiBBiTHOIIEHHS
KpPOB/IIJIa3Ma, II0 CTaHOBUTH npubau3Ho 0,25, BKa3ye Ha IoTaHe IPOHUKHEHHS IperapaTy B
eputpouuTu. Ha mifcraBi criocTepekeHs y IIypiB BBAXKAETHCS, 1[0 aTOPBACTATUH 3MaTHUN
IIPOHUKATH Y TPYOHE MOJIOKO (OuB. po3minu «IIpoTunoka3aHHss» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).



MeTtabori3M. [TpemapaT iHTeHCHBHO MeTab0IIi3yETHCS N0 OPTO- Ta MaPariTfpOKCUIbOBAHUX MOXITHUX
i pi3HuX nTpPoAyKTiB OeTa-oKUCHEeHH. [Ipu mocmifKeHHX in vitro iHridyBanus I'MI'-KoA-pegykTasu
OpTO- Ta MapariApoKCUIL0BaHUMHK MeTaboJliTaMu eKBiBaJleHTHe iHTi0yBaHHIO IIpernapaToM.
[Tpu6nusno 70 % mupKymo04ol iHribiTopHol akTUBHOCTI mofo 'MI-KoA-pegykTa3u moB’si3aHo 3
aKTUBHMMU MeTabomiTamu. [locmigKeHHs in Vitro cBig4aTh Mpo BaXK/IUBICTh MeTabomi3My
aTopBacTaTuHy OUTOXpoMoM P450 3A4, 110 y3rofXKyeThCs 3 MiABUIIEHOI0 KOHI[EHTpALli€l0 IIpenapaTy
y IJ1a3Mi KpOBi JTIOAUHM ITiC/ISI OMHOYACHOTO 3aCTOCYBaHHS 3 EPUTPOMIIIMHOM, BioMHUM iHTiGiTOpOM
II,OT0 i30epMeHTY (OUB. po3nin «B3aemopmis 3 iHIIMMU JTiKapChbKUMU 3aco0aMy Ta iHII BUOU
B3aEMOJIiN»).

ExKckpellis. ATopBaCTaTWH Ta HOro MeTaboIiTH BUBOAATHCS I'OJIOBHUM YUHOM 3 JKOBYIO ITiCIIS
IIeYiHKOBOTO Ta/4u 1M03anevyiHKoBoro MeTabosi3aMy, OfHaK Ie¥ Iperapar, 04eBUIHO, He 3a3Ha€
KUIITKOBO-TIeYiHKOBO1 pelupKynanil. CepeqHiii mepion HamiBBUBEOEeHHS IIpenapaTy 3 IIa3MHu KPOBi
JIOOUHY CTAHOBUTD MpubIKU3HO 14 romuH, ane nepion HamiB3MeHINEHHS iHTiOiITOPHOI aKTUBHOCTI
mopo 'MI-KoA-penykTa3u ctanoBuTh Biff 20 1o 30 roguH dyepe3 BIIJIUB aKTUBHUX MeTa0omiTiB. [Ticns
IIepOpaIbHOTO NIPUIOMY IIpenapary i3 cedyero BUAUIAETLCS MeHIle Hixk 2 % O0o3U.

ATtopBacTaTuH € CyOCTPaTOM MEeYiHKOBUX TPAHCIIOPTEPiB, OPraHiYHOT0 aHiOH-
TpaHcmopTyoudoro nomninentuny 1B1 (OATP1B1) ta 1B3 (OATP1B3). MeTtaboritu
atopBacTaTuny € cybctpatamu OATP1B1. ATopBacTaTHH TaKOX imeHTUDIKYETHCS SK
cyOcTpaT Oinka pe3ucTeHTHOCTI Ao Mikapchkux 3aco0iB 1 (MDR1) Ta 6inika pe3uCTEHTHOCTI
1o paky Mono4Hol 3ano3u (BCRP), akuit Moxe 00MeXKyBaTH KUIIKOBE BCMOKTYBaHHS Ta
JKOBUHUM KJIIPEHC aTOpBaCTaTUHY.

Ocob.ausi nonyasauyii nayieHmis

[NanieHnTy miTHBOrO BiKy. KOHIIEHTpAlis Mpemapary y Mmjia3Mi KpoBi € BUIIOIO (MTPUOIU3HO

40 % pnsa C,,., Ta 30 % gnsa AUC) y 3mopoBuX OOPOBOJIBLIIB JIITHROTO BiKY (BiKOM Bif

65 poKiB), HiXK y MoIogux OOpocnux mnamtieHTiB. KmiHiuni maHi cBimyaTh mMpo OiNbLUINN CTYITiHb
3unxkenHs JITTHII nmpu 3acTocyBaHHi OyAb-9KOi 403U IIpenapaTy y HallieHTiB JIiTHhOTO BiKy
IIOPiBHSHO 3 MOJIOOUMH TallieHTaMu (OuB. po3mdin «OcoOIUBOCTiI 3aCTOCYBAHHSI»).

LiTH. VIBHUY KITipeHC IPU IepopaaIbHOMY TPUHAOMi aTOPBACTATHHY B [iTEW BUSBUBCS MOMIOHUM [0
KJIipeHCY B JOPOCIUX IIpu MaciiTabyBaHHI alloOMeTPUYHO 3a MacoIo Tijla, OCKiJIbKYM Maca Tina Oyna
€OVHOI0 3HAYHOIO KOBApiaTOIO B IMOMYIALINHIN (hapMaKOKiHEeTHYHIM MOJeJIl aTopBacTaTHUHY i3
OaHVMMM, IKi BKITI04YalIu OiTeH i3 reTepo3UroTHOI CiIMEMHOI0 TimepxonecTepuHeMieio (BikoM Big 10 go
17 pokis, n = 29), y BiIKpUTOMY 8-TUXKHEBOMY OOCIiIKEHHI.

CraTb. KoHIleHTpallis Tpemapary y maa3Mi KpPoBi XKiHOK BiIpi3HSIETHCS Bifl TAKOl Y YOIOBIKiB
(mpubnu3Ho Ha 20 % Buile 3a MoKa3HUKOM Cmax Ta Ha 10 % Huxk4e 3a nokasHukoM AUC). OgHak
HeMae€ KJIiHIYHO 3Ha4yIIol BiTMIHHOCTI ¥ 3HUXKeHHI piBHA xonecTepuny JITTHII npu 3acTocyBaHHi
IIperapaTy y 40JIOBiKiB Ta XKiHOK.

[TopyureHHs QYHKIN1 HAPOK. 3aXBOPIOBAHHS HUPOK He BIIJIMBAIOTH HA KOHIIEHTPAIIiI0
aTopBacTaTHHY y IJIa3Mi KpoBi a60 Ha 3HUKEHHS X0JIeCTEPUHY JIMONPOTEIHiB HU3BKOI IIiIbHOCTI

(XC-JITTHIII), ToMy KOpUTyBaHHS 0O3U NpelapaTy AJis MallieHTiB i3 IopyleHHIME (YHKIIil HUPOK He
notpibHe (muB. po3minu «OcobauBOCTI 3acToCcyBaHHSA» Ta «CIoci0 3aCTOCYBaHHS Ta LO3U»).

CeMomiani3. He3Baxkatouu Ha Te, IO 3a YYACTIO MAIli€HTIB i3 TEPMiHAIbHO CTaMli€l0 3aXBOPIOBAHHS
HUPOK [TOCJIIXKEeHHS He IPOBONUIINCH, BBAXKAETHCS, 110 TeMOfiasli3 He MiIBUIIY€e 3HaUyIIUM YHHOM



KHipeHC dTOPBACTATHHY, OCKIiTbKH IIpemapar iHTEeHCUBHO 3B’${3y€TBC${ 3 OinmKamu Mmiaa3Mu KpOBi.

[Ie4yiHKOBa HEOOCTATHICThL. KoHIleHTpallis mpenapaTy y maa3Mi KpOBi MOMITHO HifiBUIIIEHA Y
TIAIiEHTIB i3 XPOHIYHOIO aJIKOT'0JIbHOIO XBOPoOoio nmeuinku. Cmax Ta AUC y 4 pa3u Bullli y maIji€eHTiB
i3 3aXBOPIOBaHHSM ITeYiHKM Kiacy A 3a mkasor Yaiinma — [1'10. ¥ mallieHTiB i3 3aXBOpIOBaHHIM
nedinky Kiacy B 3a mkamoro Yatnma - [T'10 C,,, Ta AUC migBuiyoThcs npubnau3uo y 16 ta 11
pasiB BiAmoBigHO (OUB. Po3min «[IpoTUIOKAa3aHHSI»).

[locnmigKeHHS B3a€MOil TiKapChbKHUX 3aC00iB. ATOpBacCTaTUH € CyOCTPAaTOM MEeYiHKOBUX

tpaHcmopTepiB, OATP1B1- Ta OATP1B3-TpancnopTepiB. MeTabomiT aTOpBaCTaTUHY €
cyoctparamu OATP1B1. ATopBacTaTiH TaKOX ifeHTU(IKYETLCA K CyOCcTpaT edIIOKCHOTO
TpaHcmopTepa 6ifika pe3uCTEHTHOCTI paky MoJio4yHol 3ano3u (BCRP), skuit Mmoxe
0o0MexXyBaTHu KUIITKOBY a0COpOI1Iito i 2KOBYHUM KJTipEHC aTOpBaCTaTUHY.

Tabmuisa 1

BmivB 0mMHOYACHO 3aCTOCOBYBAHMX IIPenapaTiB Ha (papMaKOKiHETHKY aTOPBACTATUHY

OpHOYACHO 3aCTOCOBYBaHI ATOpBacTaTUH

[IpEIapaTy Ta PEKUM N03yBaHHA Mosa (vr) CmiBBimHOImeHHs |CHIiBBIOHOIIEHHS
AUC* Crna

*IIuknocnopuH 5,2 Mr/Kr/mo0y, 10 mr 1 pa3 Ha moby 8 69 10 66

cTabinmpHa m03a BIIPOMIOBXK 28 MHIB ’ ’

*Tunpanasip 500 Mr 2 pa3u Ha §o0y/

puTtonasip 200 Mr 2 pa3u Ha moby, |10 Mr ogHOpa3o0BoO 9,36 8,58

7 nHiB

*T'nekampesip 400 mr 1 pa3 Ha mo0y/

nibpenTacsip 120 mr 1 pa3 Ha [00y, ;3 1\(/[);332337 1;153063, 8,28 22,00

7 mHIB p

*Tenampesip 750 Mr K0XHi 8 rofuH, 20 M OHODA30EO 7 88 10.60

10 gHiB p ! !

**Caksinasip 400 Mr 2 pa3u Ha f00y/

putoHasip 400 Mr 2 pa3u Ha [00y, ;lg 1\:[);33};;1 1;153063] 3,93 4,31

15 mHiB p

*Entacsip 50 mMr 1 pa3 Ha mo0y/

rpa3omnpesip 200 mr 1 pa3 Ha go6y, |10 Mr ogHOpa3oBo 1,94 4,34

13 gHiB

*Cumenpesip 150 mr 1 pa3 Ha 00y, 40 wr omHOpasoso 2,12 170

10 gHiB ’ ’

*Knaputpominua 500 mMr 2 pasu Ha |80 mr 1 pa3 Ha mo0y 1 54 5 38

no0y, 9 mHiB BIPOOOBX 8 MHIB ’ ’

# .

Hapyxasip 300 Mr 2 pa3u Ha mo0y/

puTonaBip 100 Mr 2 pa3u Ha 00y, ;2 I\;SBI;I?Z Hﬂ?{gow 3,45 2,25

O mHiB p

*Itpakonason 200 mr 1 pa3 Ha o0y, 40 Mr omHOPa30Bo 330 120

4 mHi ’ )

JTetepmoBip 480 Mr 1 pa3s Ha mo0y, 20 M 0JHOPA30B0 399 b 17

10 guiB ’ !




*®ocamnperasip 700 Mr 2 pa3u Ha

10 mr 1 pa3 Ha goby

2 TUXKHI

BIPOOOBX 2 THXKHIB

noOy/putoHasip 100 mMr 2 pa3u Ha . 2,53 2,84
106y, 14 mmis BOPOOOBX 4 MHIB
*®ocamnpenasip 1400 mr 2 pasu Ha [10 Mr 1 pa3s Ha go0y 2 30 1 04
mo0y, 14 guiB BOPOOOBX 4 MHIB ’ ’
*Hendinasip 1250 mMr 2 pasu Ha 10 mr 1 pa3 Ha moby 174 b 29
no0Oy, 14 gHiB BIIPOJIOBXK 28 MHIB ’ ’
# o o .

['peiindpyToBui cik, 240 M 1 pas 40 wr 1 pas Ha mo6y  |1,37 1,16
Ha Jo0y*
legmﬂ_aseM 240 mr 1 pa3 Ha 1006y, 40 Mr 1 pas Ha 106y 1,51 1.00

OHIB

EE)IIEEOMIHHH 500 Mr 4 pa3u Ha 700y, 10 wr 1 pa3 ma 1oy [1,33 138
Ammnogunin 10 Mr, pa3oBa fo3a 80 mr 1 pa3 Ha moby |1,18 0,91
Liumetupun 300 mr 4 pasu Ha goOy, |10 mr 1 pas Ha moby 100 0 89

Konectumon 10 r 2 pa3u Ha fo6y, 24
TUKHI

40 mr 1 pa3s Ha g00y
BIIPOJIOBXK 8 THXKHIB

He 3acToCOBYyETHCSA

0,74

Maamnokc TC® 30 mi 4 pa3u Ha 100y,

10 mr 1 pa3 Ha moby

7OHIB ¥

BIPOOOBX 7 MIHIB

. ) 0,66 0,67

17 gHiB BIIPOJOBXK 15 gHIB
Edasipen3 600 mr 1 pa3 Ha #o0y, 10 Mr BupomoBxK 3 059 101
14 guiB THiB ! !
*Pudammin 600 mr 1 pa3s Ha no0y,
7 OHIB (IpU OQHOYACHOMY 40 mr 1 pa3 Ha moby |1,12 2,90
3acTocyBaHHi) '
# .

PI/I(I.)aMl'IlH 600 mr 1 pas HaT A0Gy, 40 mr 1 pas Ha ooy [0,20 0,60
5 mHiB (OKpeMUMH [03aMu)
# .

l"eM(b16po‘31/m 600 mMr 2 pa3u Ha 40 mr 1 pas sa 16y [1,35 1.00
no0y, 7 mHiB
# .
JIiieBHoqnGpaT 160 mr 1 pas Ha moby, 7 40 mr 1 pas ma 706y [1,03 1,02
# .
7B:Ii_liznpe31p 800 mr 3 pa3u Ha 1006y, 40 mr 1 pas sa moby 2,32 ) 66
['nekamnpesip 400 mr 1 pa3 Ha go0y/
nibpenTacsip 120 mr 1 pa3 Ha #o0y, 10 wr 1 pa3 Ha noGy 8.3 -

*Ent6acsip 50 mMr 1 pa3 Ha mo0y/
rpa3omnpesin 200 mr 1 pa3 Ha moby,
13 gHiB

10 Mr 2 pa3swu Ha mo0y

1.95

CriBBigHOIIIEHHS 3a METOMIaMU JTiKyBaHHS (0OJHOYAaCHE 3aCTOCYBaHHS JIiKapChKOT0 3ac00y 3

aTopBaCTaTUHOM IOPIBHSHO i3 3aCTOCYBaHHAIM aTOPBACTATUHY OKPEMO).

[n1st oTpuMaHHS iH(popMalil Ipo KIiHIYHY 3HA4YYLIiCTh AUB. PO3Oinu «B3aemofia 3 iHIIUMHU

JiKapChbKUMU 3aco0aMu Ta iHIII BUAY B3aeMOfili» Ta «OcoOIMBOCTI 3aCTOCYBAHHS».

*

[MToBimommsimocst mpo Ginbiri migsuierHs AUC (cmiBBigHomenHs AUC mo 2,5) Ta/abo C,,,
(cmmiBBigHOMmMEHHS C,,, 10 1,71) mpu HagMipHOMY CIIOXKMBaHHI rpeundpyToBoro coky (750 mi - 1,2
miTpa Ha fo6y abo 6inblie).

** CriBBiHOIIEHHS, 1[0 I'PYHTYETHCS Ha OOUHUYHINA BUOIpI, B3sTiit uepe3 8-16 roguH micins
3aCTOCYBaHHS JO3M.



***OpmHouYacHe NTiKyBaHHS IpellapaTaMy IeKalpeBip/mi6peHTacBip IPOTUIIOKa3aHe (OUB. PO3MiT
«ITpoTUTIOKa3aHHS»).

" Yepes MexaHi3M IOABIHOI B3a€MOfIii prdaMIiHy peKOMEHIYEThCS OTHOYACHE 3aCTOCYBAaHHS

aTopBacTaTUHY 3 pubaMIIiHOM, OCKiIbKM OyJI0 IT0Ka3aHo, 110 BifCTPOYEHUI IPUNOM aTOPBACTaTUHY
IicyI 3aCTOCYyBaHHS pUGaMIIiHy OB’ I3aHUM 3i 3HAUHUM 3HUKEHHSIM KOHIIEHTpallil aTOpBaCTaTUHY Y
I1J1a3Mi KPOBi.

¥ Iosa komOGiHamii npenapartiB CakBiHaBip PUTOHABIP Y LIbOMY FOCIIZKEeHH] HEe € KITiHiYHO

3aCTOCOBYBaHOIO 03010. [TiBUIIeHHS €KCII03UIlil aTOpBaCTaTUHY IIPU 3aCTOCYBaHHI y KITIHIYHUX
yMOBax, iMOBipHO, Oy/ie BUIIIUM, HiX Te, 110 CIIOCTEpIranocs y bOMy AOCIigKeHHi. Tomy
3aCTOCOBYBATH IIpemapar cjiif 3 00epeKHICTIO Ta Yy HaWHUKYil HeoOXimHi#i m03i.

Tabmuns 2

BruB aTopBacTaTHHY Ha (GapMaKOKiHETUKY OJHOYACHO 3aCTOCOBYBAHUX JIiIKapChKUX 3ac00iB

ATOpBacTaTUH OmHOYaCHO 3aCTOCOBYBaHMM JTiIKapChKUi 3acib Ta peXuUM NO3yBaHHS
Mpenapar/mosa (ur) CrnisBigHomienHs |CIiBBiZHOIIEHHS
AUC C nax

80 Mr 1 pa3 Ha

no0Oy BrponoBxX 15 |ArTumipua 600 Mr omHOPa3oBo 1,03 0,89

TTHiB

80 mr 1 pa3 Ha

oGy Brupomosx 10 [*Murokcun 0,25 mr 1 pas Ha no0y, 20 guis |1,15 1,20

THiB

40 mr 1 pas Ha Hepopam?Hi KOHTPALENTHBA 1 pa3 Ha

106y Brpomosx 22 [F00Y, 2 Micaui: 1,28 1,23
HiB -~ HOPETUCTEPOH 1 mr; 119 130

A - eTUHIIEeCTPafion 35 MKT ’ !

10 mr 1 pa3 Ha Tunpanasip 500 mr 2 pa3u Ha £o0y/ 108 0 96

no0y putonasip 200 mr 2 pa3u Ha fo0y, 7 gHIB |’ ’

;11261\;[;31115(?;012{ (1Di)cal\./[1'lpeHaBip 1400 mr 2 pa3u Ha mo6y, 0,73 0,82

4 nHiB AIELB

;261;[]1-]311153;’0};{ CDocaaneHaBip 700 Mr 2 pa3u Ha mo0y/ o909 0,04

A nis putoHasip 100 mr 2 pasu Ha go0y, 14 gHiB

#

g oTpuMaHH4 iHGopMaIllil Tpo KIiHIYHY 3HAYYIIiCTh IUB. PO3AiNn «B3aeMofia 3 iHIMMMU
JiKapChKUMH 3acobaMu Ta iHIIi BUIKM B3aEMOIiN».

KriniuHi xapaKTepUCTHKH.
Iloka3anns.
3anobizaHHs cepueso-CyOUHHUM 3aX80PIOBAHHAM Y 00POCAUX

I mopocnux MalieHTiB 6e3 KIiHIYHO BUpaXKeHoi irmeMiuyHo1 XBopoOu cepliis, ane 3 AeKilbkoMa



(dbakTOpaMu pU3UKY PO3BUTKY illIeMiuHOI XBOPOOU CePIIsi, TAKUMHU SIK BiK, TIOTIOHOIATIHHS,
apTepianbHa rimepTeH3is, HU3bKUM PiBeHb JinmonpoTeiniB Bucokoi urinbHoCcTi (JITIBII) abo HasBHICTDH
PaHHBOI iMmeMiyHOI XBOpoOU CcepIs y ciMeHOMY aHaMHe3i, ITperapaT oKa3aHu [Is:

- 3MEHIIEHHST PU3UKY BUHUKHEHHS iHPapKTy MioKapaa;

- 3MEHILIEeHHS PU3UKY BUHUKHEHHS IHCYIIbTY;

- 3MEHIIEeHHST pU3UKY IIPOBEfIeHHS IIPOIeNypP PeBacKysgpu3allii Ta CTeHOKap/iii.

II71s1 MOPOCUX TAIliEHTIB, XBOPUX Ha HyKpoBui miabet II Tumy Ta 6e3 KIiHiYHO BUpaXKeHOol imeMidyHol
XBOpOoOU ceplis, aje 3 KiTbKoMa (paKTOpaMu PU3UKY PO3BUTKY illleMiyHOI XBOPOOHU Ceplsi, TAKUMHU SIK

peTuHOIaTisA, ankOyMiHypis, TIOTIOHOMaMiHHSA a0 apTepianbHa rinepTeH3is, npenapaT MoKa3aHUN
OIS

- 3MEeHIIIEeHHSI PU3UKY BUHUKHEHHS iHQapKTy MioKapaa;

- 3MEHIIEHHS PU3UKY BUHUKHEHHS IHCYJIbTY.

IIns mamieHTiB i3 KIiHIYHO BHPaXKeHOI0 illeMivHO00 XBOP000I0 CepIls mpemnapaT MOKa3aHUuM [JIs:
- 3MEHIIIeHHS PU3UKY BUHUKHEHHS HeJleTaJbHOr0 iH(papKTy MioKapaa;

- 3MEHIIEeHHS PU3UKY BUHUKHEHHS JIETaJIbHOI'O Ta HEeJIeTalbHOTO 1HCYIbTY;

- 3MEeHIIIEeHHSI PU3UKY [IPOBEIeHHS IPOLIeAYP PeBacKyIapHu3aliil;

- 3MeHIIIeHHSI PU3UKY TOCIIiTanmi3alii y 3B’3Ky i3 3aCTiiHOIO CEPIIeBOI0 HEIOCTATHICTIO;

- 3MEHIIEHHSI PU3UKY BUHUKHEHHST CTEHOKAapP/Iii.

T'inepainidemis

Y Oopocaux nauienmis

- ¢IK mOTIOBHEHHS [0 Mi€TH, 1100 3MEHIIUTH MigBUINEHUN PiBeHb 3aralbHOT0 XOIECTEPUHY,
xonectepuny JIITHII, anomninonpoTeiny B Ta TpurminepumiB, a TaKOX AJIS MiIBUINEHHS PiBHS
X0JIECTEPUHY JIIMOMPOTEIHIB BUCOKOI 1inbHOCTI (XC-JITIBIII) y natmieHTiB i3 mepBUHHOIO

rilepxoecTepuHeMi€I0 (TreTEPO3UTOTHOIO CIMEMHOIO Ta HECIMEWHO0) Ta 3MIIIaHO0 AUCIIMiIeMi€et0
(tTunu ITa ta IIb 3a kKnmacudikarieo ®pempikcoHa).

- fIK mOTIOBHEHHS [0 OiETH OIS IiKyBaHHS IMAlli€HTIB i3 MiABUIEHUM PiBHEM TPUTJIiLIEPUIIB Y
cupoBartili KpoBi (tun IV 3a knacudikarniero ®penpikcona).

- Ins nikyBaHHS MallieHTIiB i3 nepBUHHOI OucbeTaninonporeineMieto (tum III 3a Knmacudikaiiieio
®penpikcoHa) y BUIIafiKaX, KOJIM JOTPUMaHHS Ji€TH € HEIOCTaTHHO €(EeKTUBHUM.

- [l11s1 3MeHIIeHHd 3arajabHOro xonectepury Ta XC-JIITHII y nanieHTiB i3 TOMO3UTOTHOO
CiMeWHOI0 TillepxoieCTEPUHEMIEI0 K HOMOBHEHHS A0 iHIIKX TiMOJiMigeMiYHUX METOMIB JTiKyBaHHS
(mampukinan, adepes JITTHII) a6o SKIO Taki MeTOOU TiKyBaHHS HEHOCTYIIHI.

Y oimeti



- SIK DOTIOBHEHHSA [0 OIETU A7 3MEHIIeHHS PiBHA 3arajabHOro xojaecrepuny, XC-JIITHII ta
anoninomnpoTeiny B y mite#t BikoM Big 10 mo 17 pokiB i3 reTepo3uroTHOO CiMEeNHOI0
rinepxonecTepuHeMi€lo, SKIIO IiCs BiAMOBIAHOI Ai€TOTepalii pe3ynbTaTy aHami3iB Taki:

a) xonectepud JITTHII 3anumaeTtscs 3190 mr/on (4,91 mMorb/m1) abo
0) xomectepus JITTHII 3160 Mr/mom (4,14 MMoIb/n) Ta:
y ciMmeliHOMY aHaMHe3i HasgBHi paHHi cepleBo-CyIUHHI 3aXBOPIOBaHHS a0

nBa abo Oinbire iHIMX HaKTOPiB pU3UKY PO3BUTKY CEPLIEBO-CYIUHHUX 3aXBOPIOBAHb
HasBHI y MallieHTiB OUTAYOTO BIKY.

IIpomunoka3aHHs.

AKTUBHe 3aXBOPIOBAaHHS MEYIiHKH, SKe MOXKe BKJII0YaTH CTiMKe MigBUINEeHHS PiBHSA
IIeYiHKOBUX TpaHCaMiHa3 HeBiOMOI eTioNoril.

['inepuyTnuBiCTh 0O OyIb-IKOTO 3 KOMIIOHEHTIB I[bOTO JIiKapChKOT0 3ac00y.
[Tepion BariTHOCTI.
I[Tepion romyBaHHS TPYLLLO.

OpHoYacHe NiKyBaHHS NIPOTUBIPYCHUMHU IIpellapaTaMy IJieKanpeBip/mibpeHTacBip nmpotu renatuty C.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodili.

Pu3uk po3BUTKY MiomaTil B Ipolieci TiKyBaHHS CTaTHHAMMU ITiIBUIIYETHCS ¥ Pa3i OMHOYACHOTO
3aCTOCyBaHHS MOXimHUX (iOPOEBOI KUCIIOTH, MimifoMoaudikyounx 03 HialliHy, IUKIIOCTIOPHHY a0
noTyxkHuX iHriditopis CYP 3A4 (Hanpukiaf, KIapuTpoMinuny, iHribiTopiB mpoteasu BIJI i Bipycy
rermatuty C Ta iTpakoHa3ony) (ouB. po3minu «dapmakonoriydi BmacTuBocTi» Ta «OcoOMMBOCTI
3aCTOCYBaHHS»).

ITomyoicHi iHeibimopu CYP 3A4 . Atopeactatus MeTaboi3yeTscs nuToxpoMom P450 3A4 (CYP3A4)
i € cybcTpaToM MevYiHKOBUX TPAaHCIIOPTEPIB, OPraHiYHOT'0 aHiOH-TPAHCIIOPTYI0YOTO
nomninentuny 1B1 (OATP1B1) ta 1B3 (OATP1B3). MetabomniTit aTopBaCTaTHHY € CyOCTpaTaMu
OATP1B1. AtopBacTaTvH TakKoX imeHTU(DiKyeTbCs K cyOCTpaT GilKa pe3uCTEeHTHOCTI 10 TiKapChKUX
3aco6iB 1 (MDR1) Ta 6inka pe3uCTeHTHOCTI 10 paKy MoJio4yHoi 3ai03u (BCRP), skuit Moxke
0o0MeXyBaTé KUITKOBE BCMOKTYBaHHS Ta XKOBUHUU KJTipEHC aTOPBACTATUHY (OUB. PO3MiN
«®apMakKoJIOTiYHi BIaCTUBOCTI»).

OpHOYacHe 3aCTOCYBaHHS aTOpPBacTaTHHY 3 MOTyKHUMHU iHTiOiTopamu CYP 3A4 MoXKe PU3BECTU [0
TiBUIIIEHHS KOHIIEHTPAllil aTOpBacTaTUHY B IJIa3Mi KpoBi (quB. Tabnuilio 3 Ta feTanbHy iHGOpMaIllio,
HaBefeHy HUXK4e). CTymiHb B3a€EMOZI1 Ta MiCUIEHHS [il 3a7exkaTh Biff MOKJIMBOCTI BIIJIUBY Ha

CYP 3A4. Crig 1o MOXKJIMBOCTI YHUKATH OOHOYACHOI'0 3aCTOCYBaHHS IIpenapary 3 NOTYKHUMU
inribiTopamu CYP3A4 (HampuKiaf, i3 HUKIJIOCIIOPUHOM, TEJIITPOMIIIMHOM, KJTaPUTPOMIITUHOM,
feaBipAUHOM, CTUPUIIEHTOJIOM, KETOKOHA30JI0M, BOPMKOHA30JI0M, iTPaKOHa30JI0M, I0CAaKOHA30JI0M,



IesKUMU IPOTUBIPYCHUMU IIpenapaTaMu A1 JikyBaHHA renatuty C (BI'C) (Hanpukmap,
enbacBipy/rpa3omnpeBipy) Ta iuribitopamu npoteas BIJI, y Tomy 4ucsi puTOHaABipOM, JTOIiHABIpOM,
aTa3aHaBipoM, iHAMHABIPOM, fapyHaBipoM). AKI0 HEMOXK/INBO YHUKHYTH OOJHOYACHOTO 3aCTOCYBaHHS
IIUX [IpellapaTiB 3 aTOPBAaCTaTHHOM, CIIifl PO3TJISTHYTH MOXKJIMBICTh 3aCTOCYBaHHSI MEHIIIOl II09aTKOBO1
Ta MaKCHUMAJIbHOI 103 aTOpPBaCTaTHHY. TaK0XK PEKOMEHAYETHCS IPOBOOUTY HaJIeXKHUM KITIHIYHUN
MOHITOPHUHT CTaHy IalieHTa (IuB. TabNuLo 3).

[TomipHi inri6iTopu CYP3A4 (Hanpukiaj, epUTPOMIIIMH, AUITia3eM, BepanaMin Ta GIyKoHa301)
MOXKYTb MiJBUIIYBaTH KOHLIEHTPAIlil0 aTOPBACTAaTHUHY B IJIa3Mi KpoBi (AuB. Tabnuuio 1). OgHoYacHe
3aCTOCYBaHHSI EPUTPOMILIMHY Ta CTATUHIB CYIIPOBOAXKYETHCS MiABUIIIEHHIM PU3UKY PO3BUTKY
Mmiomarii. [JocmimkeHb B3aEMOIii TikapchKuX 3ac0o0iB [ OLIHKY BIIJIUBY aMioflapoHy a0o Bepamaminy
Ha aToOpBacTaTUH He IIpOoBOUIM. Bigomo, 1110 aMiogapoH Ta BepamnaMisl IPUrHi4yI0Th aKTUBHICTh
CYP3A4, ToMy opHOYaCHe 3aCTOCYBaHHS LIUX IIperapariB 3 aTOpBaCTaTUHOM MOXKE IIPU3BECTH 10
30inbIIeHHS €KCIO3UIIil aTopBacTaTUHY. TaKuM YMHOM, IIPU OTHOYACHOMY 3aCTOCYBaHHI
aTopBacTaTHHY Ta IuX noMipHux iuribitopis CYP3A4 crif po3risiHyTH MOXKJIUBICTh IPU3HaYEHHS
MEHIIKX MaKCUMaIbHUX 03 aTOPBACTATHHY Ta MPOBEAEHHS K/IIHIYHOTO MOHITOPUHTY CTaHy
narieHTa. TakoXK KJTiHIYHUM MOHITOPUHT CTaHy HallileHTa pEKOMEHO0BaHO IIPOBOOUTH IIiC/IS IIOYaTKY
niKyBaHHS iHTiOiTOpOoM abo micisg KOpekKIlil #10ro [03H.

I'petingppymosull cik

Mictuth oguH abo Oinblile KOMIIOHEHTIB, 1110 iHri6yioTh CYP 3A4 Ta MOXKYTh HiIBUIIYBaTH
KOHIIEHTPAIlil0 aTOPBACTATHHY B IJIa3Mi KPOBi, 0COOMMBO MIPX HafIMipHOMY CIIOKWBaHHi
rpeundpyroBoro coky (6ineie 1,2 miTpa Ha mo6y).

KaapumpomiyuH

3uaueHHsa AUC aTopBaCTaTUHY 3HAYHO IIigBUIIYBAJIOCH IPU OOHOYACHOMY 3aCTOCYBaHHI
aTtopBacTaTHHY B m03i 80 Mr Ta kimaputpoMinuny (500 Mr 2 pa3u Ha 0o0y) MOPiBHSHO i3
3aCTOCYBaHHSM TiJIbKU aTopBacTaTuHy. OTXKe, IalieHTaM, SKi 3aCTOCOBYIOTh KJIAPUTPOMILIUH, CIIifT 3
00epexkHiCTI0O 3aCTOCOBYBaTH aTOpBacTaTHH y fo3i Buiie 20 Mr (guB. po3ginu «Oco0auBOCTI
3acTocyBaHHs» Ta «Crocib 3aCTOCyBaHHS Ta I03U»).

KombiHauis iHeibimopie npomea3s

3nadeHHsa AUC aTopBaCTaTHHY 3HAYHO ITigBUIIYBAJIOCh IPU OOHOYACHOMY 3aCTOCYBaHHI
aTopBacTaTHHY 3 IeKiTbKkoMa KoMOiHaligMu iHribiTopiB mpoTeas3u (muB. po3ain «dapmMakonorigsi
BJIACTUBOCTI»). [lanienTaMm, sSKi mpuiiMaTh TUIIPaHaBip puTOHAaBip abo riekamnpesip mibpeHTacBip,
CJIi YHUKATHA OOHOYACHOr'0 3aCTOCYBaHHS aTopBacTaTuHy. [lanieHTaMm, fKi NPUUMAIOTh JIOIIHABIP
puToHaBip abo cUMeIpeBip, Ipemnapar CIifl 3aCTOCOBYBaTH Y HAWHUXKYiN HeoOXimHil mo3i. s
MAI€HTIB, SKi MIPUIMalOTh CaKBiHABIpP PUTOHABID, JapyHaBip pUTOHABIp, pocaMIpeHasip,
¢dbocamMrnpeHaBip puToHaBip abo enbacBip rpa3omnpeBip, fo3a MpenapaTy He MOBHHHA II€PEeBUIIYBATH
20 mr. [Tpu 3acTocyBaHHI IalieHTaM, sKi IpuiiMaiTh HeldiHaBip, 4o3a IpelapaTy He IOBUHHA
nepeBuilyBaty 40 Mr, a TaKOXK PEeKOMEHIYETLCS IIPOBEIEHHS PeTeJIbHOI0 KIIIHIYHOTO MOHITOPUHTY
namieHTiB (quB. po3minu «Oco6auBOCTI 3acToCyBaHHS» Ta «CI0Ci0 3aCTOCYBaHHS Ta JO3U»).

ImpakoHason

3navenHs AUC aTopBacTaTMHY 3HAYHO IIigBUIIYBAJIOCS IIPU OMHOYACHOMY 3aCTOCYBaHHI
aTopBacTaTUHY y m03i 40 Mr Ta iTpakoHa3omny y go3i 200 mr (guB. po3ain «PapmMakonIoriyHi
BJIACTUBOCTi»). OTXKe, MallieHTaM, SIKi 3aCTOCOBYIOTh iTPaKOHA30JI, CHIifl 0yTH 06epeKHUMHU, SKIIO0
mo3a aTopBacTaTuHy nepesuirye 20 Mr (oquB. po3ginu «Oco6IUBOCTI 3acToCyBaHHS» Ta «C10ci0



3aCTOCYBaHHS Ta JO3W»).
LukaocnopuH

ATtopBacTaTuH € CyOCTpaTOM MEYiHKOBUX TPaHCIOPTEPiB. MeTaboiTH aTopBacTaTUHY € CyOCcTpaTaMu
tpaHcnoprepa OATP1B1. Iuribitopu OATP1B1 (nanpukiap, MAKIOCIOPUH) MOXKYTh MiABUIIYBATH
6iogocTymHiCTh aTopBacTaTuHy. 3HaueHHs AUC aTopBacTaTHHY 3HAYHO ITiABUITYBAIOCS IIPU
OOHOYACHOMY 3aCTOCYBaHHi aTOpBAacTaTHHY B 1031 10 MTI Ta IMKIOCIOPUHY B 003i 5,2 MI/Kr/0o0y
IIOPiBHSHO i3 3aCTOCYBaHHSIM TiJIbKM aTOPBaCTaTUHY (OUB. Po3ain «®apMaKOIOTiYHi BTaCTUBOCTI»).
Crip yHUKaTHA OOHOYACHOTO 3aCTOCYBaHHS npemnaparty JIiMiCTHH Ta IUKIOCIOPUHY (AUB. PO3MiNI
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

Jlemepmosip. OqHOYACHE 3aCTOCYBaHHS aTOpBacTaTUHY B 4031 20 MI' Ta JIETEPMOBIPY B 031
480 Mr Ha mo0y MPU3BOAMUIIO OO MigBUIIEHHS PiBHSA BIUIMBY aTOPBACTATUHY (CIiBBiIHOIIEHHS
AUC:3,29) (guB. po3min «®apMakKOKiHETHKA»).

JletepMmoBip € inribiTopom edrmiokcuux TparcnoptepiB P-gp, BCRP, MRP2, OAT?2 Ta me4iHKOBOTO
Tpadcrnoprepa OATP1B1/1B3, TakuM 4MHOM BiH MiBUILYE PiBeHb BIUIUBY aTOpBacTaTuHy. [Jo3a
Ipernapary He IOBUHHA nepepuilyBaty 20 Mr Ha 0o0y (muB. po3min «Crocib 3acToCyBaHHS Ta JO3U»).

Crymins onocepenkoBaHuX jikapchkux B3aemoni CYP3A ta OATP1B1/1B3 Ha cynyTHI npenapat
Moxke OyTH pi3HOI0 IIPU OOHOYACHOMY 3aCTOCYBaHHi JIeTEPMOBIPY 3 IIMKJIOCIIOPHHOM. 3aCTOCYBaHHS
npenapaTy He peKOMEHIYEThCA MallieHTaM, SKi IpUUMalTh JIETEPMOBIP OMHOYACHO 3
IIUKJIOCIIOPUHOM.

I'nexanpesip i nibpenmaceip, eabaceip ma 2pa3onpegip. CynyTHE 3aCTOCYBaHHS
riekanpeBipy Ta nibpenTaBipy abo enbacBipy Ta rpa3onpeBipy MoxKe MPU3BECTHU OO
IigBUIEHHS KOHLIEHTpPAallil aTOpBaCTaTUHY y IIJla3Mi KPOBi Ta MigBUIEHOT0 PU3UKY MiomarTil.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi IyieKanpesipy i mibpeHTaBipy 3 aTOpBaCTaTUHOM IIJIa3MOBa
KOHIIeHTpallis aTopBacTaTUHY IMigBUINYETLCA 10 8,3 pa3a yacTkoBO uepe3 BCRP, OATP1B1/1B3 ta
CYP3A inribyBaHHS, TOMy He DeKOMEHAYETLCS ONHOYACHEe 3aCTOCYBaHHS aTOPBACTaTUHY IalIli€HTaM,
SKi CYyIyTHBO IIPUKMAIOTh JTiIKapChKi 3ac00H, 110 MIiCTATh TJIEKalpeBip Ta mibpeHTacBip.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi enbacBipy Ta rpa30INpeBipy 3 aTOpBACTaTHHOM IIJIa3MOBa
KOHIIeHTpallisl aTopBaCTaTUHY MigBUINYETHCS A0 1,9 pa3a yacTkoBO yepe3 BCRP, OATP1B1/1B3 Ta
CYP3A inribyBanHs, TOMy f03a IperapaTy He MOBUHHA NepeBuiyBat 20 Mr Ha fo0y mpu
3aCTOCYBaHHI MalfieHTaMm, sIKi CymyTHBO IPUMMAaIOTh JIiIKapChKi 3acobu, 110 MicTSATh enbacsip Ta
rpa3onpesip (auB. po3ninu «dapmakokiHeTuka», «Oco0IMBOCTI 3acTOCyBaHHS» Ta «C1ocio
3aCTOCYBaHHS Ta JO3W»).

MepuuHi peKOMeHIallil {010 3aCTOCYBaHHS JTiKapChKUX 3ac006iB, 110 B3aEMOIIIOTh, ITiICYMOBAHO Y
tabnuii 3 (AuB. TaKoXK po3ninu «®apMakonoriyHi BMacTuBOCTI», «Cocib 3acTOCyBaHHS Ta J03W» Ta
«Oco6MMBOCTI 3aCTOCYBaHHS»).

Tabmuig 3

B3aeMopii mikapchbkux 3aco0iB, OB’s13aHi 3 MiIBUIIIEHUM PU3UKOM MiomaTii/pabmoMionizy

MenuyHi peKoMeHaalil

[IpemapaTy, 10 B3a€EMOMIIOTh
penapati, 1 A [II0A0 3aCTOCYBaHHSA




[IMKIOCIIOPYH, TUIIPaHaBIp PUTOHABID, TNEKaIpesBip

. : . . YHUKaTU 3aCTOCYBaHHS
niOpeHTacBip, 1€TepPMOBIp IIpX OGHOYACHOMY 3aCTOCYBaHHI 3

aTOpPBaCTaTUHY
[[MKJIOCIIOPUHOM
KnapuTpoMmilliH, iTpaKOHa30J1, CaKBiHaBIp PUTOHABIPY, He nepesuiysatu go3y 20 mr
mapyHaBip puTOHaBIp, ocaMmIpeHasip, pocaMpeHaBip ATOpPBACTaTUHY Ha J00Y

PUTOHABIP, €10acBip rpa3onpesip, TeTEPMOBIp

He nepesuiysatu o3y 40 mr

Hendinasip

ATOPBACTATHHY Ha H00Y
UlomiHaBip pUTOHABIP, CUMENPEBIp, MoXigHi GiOpPUHOBOI 3acToCcOByBaTH 3 00EPEKHICTIO Ta Y
KUCJIOTH, €EPUTPOMIIIMH, a30JIbHI TPOTUTPUOKOBI 3ac0o0H, HallMeHIIi# HeoOXigHiN mo3i

mimigoMomudikyooUi 103U HialluHY, KOIXilIMH

*3aCTOCOBYBATH y HaMeHIIIiM HeoOXigHil Ho3i.

T'em@ibposus

Y 3B’SI3Ky 3 MiABUILIIEHUM PU3UKOM MiomnaTii/pabmoMioni3y Ipu ogHOYaCHOMY 3aCTOCyBaHHi iHTi0iTOpiB
I'MTI'-KoA-penykTa3u 3 reMdi6bpo3uIoM CiIil yHUKaTh CyMiCHOTO 3aCTOCYBaHHS mpemnaparty JliMicTun
3 remdibpo3unoM (ouB. po3ain «Oco6MUBOCTI 3aCTOCYBAaHHST»).

THwWi ¢pibpamu

OcCkinbKH BiOMO, 1[0 pU3UK PO3BUTKY MiomarTil B mpotieci nikyBaHHS iHribiTopamu I'MI-KoA-
pPenyKTa3u IiBUIIYETHCS IPYU OAHOYACHOMY 3aCTOCYBaHHi iHmMx ¢ibpartis, JlimicTuH cuin 3
06epeKHiCTI0 3aCTOCOBYBATH MPU CYMiCHOMY 3aCTOCYBaHHI 3 iHIMMU dibpaTamMu (OUB. PO3Tin
«OCc0bIMBOCTI 3aCTOCYBaHHSI»).

HiayuH

Pu3uk BUHUKHEHHS NOOIYHUX SIBUII 3 OOKY CKeJIeTHUX M’s13iB MOKe 36ibIIyBaTUCS TPU
3aCTOCYBaHHI IIpemnapaTy B KoMOiHallil 3 HiallMHOM, TOMY 3a TaKUX YMOB CJIiJl PO3TJISHYTU MOXKJIUBICTb
3HUKEHHS [03u mpemnapary JliMicTuH (quB. po3min «Oco0IUBOCTI 3aCTOCYBaHHS»).

Pugamnin abo iHwi iHOykmopu uumoxpomy P450 3A4

OpHoYacCHe 3aCTOCYBaHHS Ipelapary 3 iHgykTopamu uutoxpomy P450 3A4 (Hanpukiap, edaBipeHs,
pudammin) Moxe MPU3BOOUTH [0 HECTIMKOr0 3MEHINIEHHS KOHIIEHTPAllil aTOPBACTATUHY B I1JIa3Mi
KpoBi. Yepe3 MexaHi3M MOfBiiiHOI B3aeMOil pudaMIliHy peKOMeHAYEThCSA OgHOYACHE
3aCTOCYBaHHS aTOpPBAaCTaTUHY 3 pr(aMITiHOM, OCKiNTbKY 0yJ10 IT0OKa3aHo, 110 BiiCTpoUeHe
3aCTOCYBaHHS MpeMnapary IIiclis BBefeHHs pudaMIIiHy 0B’ s3aHe 3i 3HaUHUM 3HUXKEHHSIM
KOHIIEHTpAIlil aTOpBaCTaTUHY B IJla3Mi KPOBi.

[uamiazemy 2idpoxaopud

OpHovacHuUM npuioM aTopBacTatuny (40 Mr) Ta gunriazemy (240 Mr) CynipoBOAXKYETHCS
MiOBUIIEeHHSIM KOHIIEHTPallil aTOpBaCTaTUHY B IJIa3Mi KPOBI.

HumemuouH



Y pe3ynbTaTi TpoBeIeHUX OOCIiIXKeHb 03HAK B3a€MO/Iil aTOPBAaCTAaTUHY Ta IIMMETHUOUHY He BUSBIIEHO.
Anmauudu

OnHouacHe nepopasbHe 3aCTOCYBaHHS aTOpPBaCTATUHY Ta CYCIIeH3ii aHTalUgHOTO Ipenapary, 1o
MICTHATh MaTHill Ta allOMiHii0 TiZPOKCHUA, CYIIPOBOIKYETLCS 3HUKEHHIM KOHIIEHTPaIlil
aTopBacTaTHHY B Ija3Mi KpoBi npubnu3Ho Ha 35 %. [Ipu 1ipoMy rinosinigeMiyHa fig aTopBacTaTUHY
He 3MIHIOBAJIAaCk.

Koaecmunoa

KoHIIeHTpallisi aTOpBACTATHHY B IJIa3Mi KpoBi Oy/a HUXK40I0 (CITiBBITHOIIIEHHS KOHIIEHTpAIlil
atopBacTtaTuHy 0,74) mpu omHOYACHOMY 3aCTOCYBAHHiI aTOPBACTATHUHY Ta KOJIECTUIIONY. [Ipu oMy
rinonimigemiuyHa mist KoMGiHalii aToOpBacTAaTUHY Ta KOJIECTUIIONY ITepeBuIlyBaia eQeKT, IKu nae
3aCTOCYBaHHS KOXKHOTO0 3 IUX IIpenapaTiB 0KpeMo.

A3umpomiyuH

OpHouacHe 3acTocyBaHHS aTopBacTaTuHy (10 Mr 1 pa3 Ha goOy) Ta asuTpomituuy (500 Mr 1 pa3 Ha
no0y) He CYIIPOBOMXKYBAlIOCSd 3MiHAMKM KOHIIEHTpAIlil aTOpBaCTATHHY Y IJIa3Mi KPOBi.

IHeibimopu mpaHcnopmHux 6inkie

[HribiTOpM TPaHCIOPTHUX OiNKiB (HApPUKIIaM, ITUKIOCIOPYH, JIETePMOBIpP) 3maTHi
igBUIYBAaTH PiBEHb CHCTEMHOI eKCIT03HIIii aTopBacTaTUHY (IuB. Tabmuiio 1). Brus
IIPUTHIYEHHS HaKONMMYyBaJbHUX TPAHCIOPTHUX OiNKiB Ha KOHIIEHTpPAllil0 aTOPBACTaTUHY B
KJIITUHaX IeYiHKM HEBIOMUU. K0 YHUKHYTH OOHOYACHOI0 IIPU3HAUYEHH LIUX perapaTiB
HEMOXKJIMBO, PEKOMEHI0BaHe 3HUKEHHS 03U Ta IIPOBENEeHHS KIIHIYHOT0 MOHITOPUHTY
e(eKTHBHOCTI aTopBacTaTUHy (OuB. Tabnuimo 1).

Ezemumib

3acTocyBaHHS e3eTUMiOy SIK MOHOTepaIil OB’ I3yI0Th i3 PO3BUTKOM SBUII 3 00Ky M’s130BOi
CHCTEMH, Y TOMY 4MCIi pabmomionidy. TaKuM YMHOM, IIPK OMHOYACHOMY 3aCTOCYBaHHi
e3eTuMiOy Ta aTOpBaCTaTUHY PU3UK PO3BUTKY LIUX SBUII 30iTbIIYETHCA. PEKOMEHIOBAHO
IIPOBOOUTY HaJIeXKHUY KITIHIYHUY MOHITOPUHT CTAHy TaKUX IallieHTiB.

dy3udosa Kucsioma

[Ipu ogHOYAaCHOMY CHCTEMHOMY 3aCTOCYyBaHHi (y3UA0BOI KUCIIOTH 31 CTaTUHAMYU MOXKe
TiABUINYBATUCS PU3UK PO3BUTKY MiolaTii, B ToMy 4ucyi pabmomionizy. MexaHi3M I1iel B3aeMopil (4u €
BOHA (hapMaKOOMHAMIYHOI0 a00 apMaKOKiHETUYHOIO, Y1 000X BU[IiB OOHOYACHO) Ha ChOT'OJIHI
HeBimomuii. [ToBimoMIIsANIOCS PO BUNIaAKY pabooMioni3y (y TOMy YUCIIi 3 IeTaJIbHUM HaCJIiAKOM) y
Nali€eHTiB, SIKi oTpUMyBanu KoMOiHallio 1[UX Ipenaparis.

AKI10 HeoOXigHe CUCTeMHe 3aCTOCYBaHHS (y3UM0BOI KUCIIOTH, CIIiT IPUITUHUTH
3aCTOCYBaHHS aTOPBACTAaTHHY Ha BEeCh IEPiofl 3aCTOCYBaHHS (Dy3UIOBOI KUCIIOTH (IUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

HuzokcuH

[Tpu ogHOYACHOMY 3aCTOCYBaHHi 6araTopa3oBUX /103 aTOPBACTATUHY Ta AUTOKCUHY PiBHOBaXKHi



KOHIIEHTpAIlil AUTOKCUHY B IJ1a3Mi KPOBi MiABUINYIOTHCS (OUB. po3min «PapMakokiHeTuKa»). Crifn
HaJIe2KHUM YMHOM KOHTPOJIIOBATH CTaH MAIli€HTIB, IKi 3aCTOCOBYIOTh QUTOKCHH.

IlepopanvHi KOHMpauenmueu

Y pasi ogHOYaCHOTr0 3aCTOCYBaHHS aTOPBACTATUHY 3 IIepOpabHUMU KOHTpAaleITUBaMU
crioctepiranocs nigsuiieHHs AUC o1 HOPETUCTEPOHY Ta eTUHIIeCTpaniony (IUB. pO3min
«®apMaKoJIOTiYHi BIaCTUBOCTI»), 1110 CJIifi BpaXOBYBaTH IIpU BUOOPi mepopasbHOr0 KOHTPALEITUBY
[J1S1 XKIHOK, fIKi 3aCTOCOBYIOTh aTOPBACTATHH.

BapgapuH

ATopBacTaTUH He YMHUB KJTIiHIYHO 3HAYYLIO] Ail Ha MPOTPOMOiHOBUIL Yac y MAI[iEHTIB, SIKi MPOXOOUIN
IOBrOTpUBaJe JIiKyBaHHSA Bap)aprHOM.

KoaxiuuH

[Tpy ogHOYACHOMY 3aCTOCYBaHHI aTOPBACTaTUHY 3 KOJIXiIIMHOM IIOBIAOMIISAJIOCS IIPO BUNIAAKHU
miomartii, B ToMy uncii pabmomionisy, ToMy ciif 3 06epexXHiCTIO TpU3HaYaTH aTOPBaCTaTHH 3
KOJIXiLIUHOM.

IManmomiuuH. TToBigOMIISITIOCS TIPO BUNIAAKY MiomaTil Ta/abo pabmomiosntidy nmpu omHOYaCHOMY
3acTocyBaHHi iHTi0iTOpiB 'MI-K0A-enyKTa3u (HampuKial, aTOpBacTaTUHY) 3 JalTOMIIIIHOM.
SAKI110 OMHOYACHOT0 3aCTOCYBaHHS HE MOXKHA YHUKHYTH, PEKOMEHYETHCS IIPOBOOUTHU
BiOMOBimHUY KIiHIYHUN MOHITOPUHT (OUB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSI»).

THwi nikapcvki 3acobu

KriHiuHi gocCmigXKeHHs [I0Ka3aly, [0 OOHOYaCHe 3aCTOCYBaHHS aTOPBACTATUHY i IilTOTeH3UBHUX
IpenapariB Ta KOr0 3aCTOCYBaHHS B IIPOIECI eCTPOreH3aMiCHOl Tepallil He CyIIPOBOXKYBaIOCs
KJTIHIYHO 3HAUYIUMU 00iYHUMU edeKTaMu. [JoCHiKeHb B3aEMOIii 3 iHIMMMU ITperapaTamMu He
IIPOBOOUIIU.

Oco06.1ueocmi 3acmocyeaHHs1.
CkenemHi Mm’a3u

IcHYI0TH pipKicHi Bunagku pabmomionizy 3 roCTpo0 HUPKOBOIO HEOCTATHICTIO BHACTIIOK
Miorno6iHypii mpu 3aCcTOCyBaHHI aTOpPBaCTaTUHY Ta iHIIMX JTIKAPCHKUX 3ac00iB LIbOTO KJIacy.
HasiBHiCTH B aHaMHe3i opyIIeHsb GYHKIIII HUPOK MoxKe 6yTH (GaKTOPOM PUIUKY OIS PO3BUTKY
pabmomioni3y. Taki naiieHT MoTpeOy0Th PeTEIbHOTO MOHITOPUHTY 151 BUSIBIIEHHS IIOPYIIEHb 3
OOKy CKeJleTHUX M'S13iB.

ATopBacTaTuH, K i iHII IpenapaTy IPYNy CTaTHHIB, IHOMOI CIPUYUHSE MiONATIi0, 1110 BU3HAYAETHCS
K 0inb y M’g3ax a0 cnabKicTh M’s13iB y TOENHAHH] 3 MiIBUIIEHHSIM TOKa3HUKIB
kpeatuH@ochokinasu (KPK) y monan 10 pasiB Buile BepxHbol MexXi HopMmu (BMH). OgHouacHe
3aCTOCYBaHHS BUINKX 003 aTOPBACTAaTHHY 3 IEBHUMHU JIiKapCbKUMU 3ac00aMy, TAaKUMU K
IIUKJIOCTIOPHH i moTyxkHi inribitopu CYP3A4 (Hanpukiaf, KIapUTPOMILlMH, iTpaKoOHA30 Ta iHTribiTopu
npoteas BIJI i Bipycy rematuty C), mifBuilye pu3uk Miomnarii/pabgomionisy.

3aCTOCYBaHHH ATOPBACTATHHY MOXK€E CIIDUYUHATU iMYHOJIOTi‘-IHO OIIOCEPEIKOBAHY HEKPOTHU3YIOUY



MmionaTito (IOHM) - ayToiMyHHY MiomaTito, II0B’s3aHy i3 3acTOoCcyBaHHAM cTaTuHiB. IOHM
XapaKTepU3YETHCS TAKUMHU O3HAKAMHU: CIa0KiCTh MPOKCUMAIbHUX M'SI3iB Ta MiABUILNEHUN PiBEHb
KpeaTUHKiHA3W Yy CUPOBATII KPOBi, sIKi 36epiratoThCsi, He3BaXKa4uy Ha MPUIIUHEHHS JTiKyBaHHS
CcTaTUHaMHU; M’si30Ba 0ioTIcisi BUSIBIISIE HEKPOTU3YI0Uy MiomaTiio 663 3HaYHOTO 3alajleHHs; IpU
3aCTOCyBaHHI iMyHOCYIIpECUBHUX 3aC00iB CIIOCTEPIra€ThHCS MO3UTHBHA AWHAMIKA.

MoXKTHBiCTh PO3BUTKY MiOTaTii CJTif po3rnsigaTu y NallieHTiB 3 qudy3Ho0 Mianrieto, 6osicHicTio abo
cnabkicTio M’s13iB Ta/ab0 3HayHuUM migBuieHHSAM KOK. [TanieHTaM CyIif peKoMeHyBaTh HeraunHo
TIOBIIOMJISITY TIPO BUIaAKHX 000 y M’s13aX, 00JicHOCTi abo cimabKocTi M’'s3iB HEBIZOMOI €Tionorii,
0COOJIMBO SIKIIO IIe CYMPOBOMXKYETHCS BifUYTTIM He3OyKaHHS a00 migBUINEHHSIM TeMIepaTypu, abo
SIKIII0 O3HAKM Ta CUMIITOMH 3aXBOPIOBaHHS M’3iB 30epiratoThCs Mmicisl MPUIUHEHHS 3aCTOCYBAHHS
aTopBacTaTuHy. JIiKyBaHHSA IIperapaToM CJIi IPUIUHUTY Y BUNIAAKY 3HAUYHOTO MMiABUILIEHHS PiBHS
K®K, miarHocTyBaHHS abo0 Mifo3pu Ha MiomarTiio.

Pusuk miomaril mif yac jiKyBaHHS IperapaTaMy IIbOT0 KJIacy MigBUIIYETHCS IPU OGHOYACHOMY
3aCTOCyBaHHI JTiKapCcbKux 3aco0iB, 3a3HadeHux y tabnuii 3. Jlikapi, SKi po3rismaloTh MOXKIUBICTb
KOMOiHOBaHOI Teparlii aTopBacTaTUHOM Ta Oy[b-IKUM i3 IIUX IIperapariB, IOBUHHI PETEIbHO 3BaKUTH
MIOTEHIINHI ITepeBary Ta PU3UKHU, a TaKOXK PETEIbHO MOHITOPUTH CTaH IMAIli€HTIB OO0 OyIb-IKUX
nposBiB 601110, 6omicHOCTi abo cmabKoCTi ¥ M's13aX, 0COOIMBO IPOTATOM IIOYATKOBUX MiCSIiB Teparril
Ta MPOTATOM OyIb-SIKOTO 3 IIE€PiOfiB TUTPYBAHHS H03U Y HANMPSIMKY 30inblIeHHS OYIb-IKOT0 3
npernapatis. Crif po3r/IgAHYTH MOXKJIUBICTh 3aCTOCYBaHHS HU3bKUX [I0YATKOBUX Ta MIATPUMYIOYHUX 03
aTopBacTaTHHY IIPU OOHOYACHOMY 3aCTOCYBaHHI 3 BUILle3TralaHMMU JIiIKapChbKUMU 3aco0aMu

(muB. po3min «B3aeMopmis 3 iHIMMMY JTiKapChbKUMU 3ac00aMu Ta iHII BUAM B3A€EMOii»). Y TaKuUxX
CUTYAIlisIX MOXKe PO3TJISIHaTUCI MOXKJIUBICTD MepioguuyHoro Bu3HaueHHsT KOK, ayme HeMae rapaHTii,
II0 TAKUY MOHITOPUHT JOTIOMOXKe 3amobirTy BUIMIafKaM TSXKKOI MiomarTii.

Teparmito mpemapaToM CIii TUM4YacoBO a00 MOBHICTIO IPUIUHUTH OYOb-IKOMY IAIliEHTY 3 TOCTPUM
CEepH03HMM CTAHOM, 1[0 BKa3y€ Ha PO3BUTOK MiomaTii, abo mpu HAsIBHOCTI (haKTopa PU3UKY PO3BUTKY
HUPKOBOI HEJOCTATHOCTI BHACIMOK pabnoMioni3y (HampuKiam, TsSXKKa rocTpa iHGeKIis, TinoTeHsi,
XipypriuHa omeparfisi, TpaBMa, TSKKi MeTa0oJliuHi, eHIOKPUHHI Ta €JIeKTPOIITUYHI PO3JIajii, a TaKOXK
HEKOHTPOJIbOBaHi CyIOMU).

Y mooguHOKKX BUIaAKaxX MOBiHOMIISNIOCS, 110 CTaTUHU iHAYKYIOTH «de novo» abo
3aroCTPIOIOTh BXKe iCHYI04y MiacTeHiio rpaBic abo ouny miacteHito (muB. po3min «ITob6iuHi
peakiiii»). ¥ pa3i 3arocTpeHHS CHMIITOMIB CIIii IPUNUHUTHA IPUKOM aTOPBaCTaTUHY.
[ToBimoMIsAnIOCS PO PEUUAUBY IPU ITOBTOPHOMY 3aCTOCYBaHHiI TOTO caMoro abo iHIIOTo
CTaTUHY.

ITopyweHHA pYHKUiI neviHKu

IloBemeHo, IO CTAaTHHHY, 5K i [esKi iHImi rimomimigemMiudi TepaneBTHYHi 3aco0u, OB’ sI3aHi 3
BiIXuIeHHSIM Big HopMu OioxiMiUHMX IMOKa3HUKIB GyHKIIIl neuinku. CTilike migBuilleHHS (6inbine Hix
y 3 pa3u Buille BMH fiana3oHy, ske BUHUKIIO 2 pa3u abo 6inbie) piBHS CUPOBAaTKOBUX TpaHCaMiHa3
crioctepiranocs y 0,7 % malfieHTiB, SKi OTpUMyBaIu aTopBacTaTUH. YacToTa BUNAAKIB LIUX BiAXUJIEHDb
Big HOpMmu cTaHoBuma 0,2 %, 0,2 %, 0,6 % Ta 2,3 % mnsa no3 aropBactatuny 10, 20, 40 Ta 80 Mr
BigImoBigHO.

IcHyOTH faHi, 110 IPU 3aCTOCYBaHH] IpenapaTy B OGHOTO MallieHTa PO3BUHYJIACS KOBTSIHULIA.
[TinBuieHi mokasuuku QyHKIioHanbHUX P00 nevinku (OIIII) B inmmx nauieHTiB He 6yIu OB’ s13aHi
i3 KOBTAHUIEIO a00 IHITUMHU KITiHIYHUMU CUMIITOMaMU. [1icis 3MeHINEeHHS 003U, TIEPEPBU Y
3aCTOCyBaHHI IpenapaTy abo MPUNMHEHHS KOT0 3aCTOCYBaHHS PiBeHb TPaHCaMiHa3 ITOBEPTaBCS 0
piBHA nepe[ JiKyBaHHAM a00 MpuOIM3HO OO0 LHOTO PiBHA 63 HeraTUBHUX HacmifgkiB. 18 i3



30 marieHTiB 3i CTIMKUM MiABUIIEHHIM II0OKa3HUKIB QYHKI[IOHATbHUX P00 MEeYiHKY IPOAOBKYBaIN
JIIKYBaHHSI aTOPBACTaTUHOM y MEHIIUX J03aX.

[lepen TuM sIK PO3NOYMHATHU Tepalliio IpenapaToM, peKOMeHAY€EThCSI OTPUMATH Pe3yIbTaTy aHasli3iB
TIOKA3HUKIB (pePMEHTIB NeYiHKM Ta 3[laBaTH aHaJli3u IIOBTOPHO Y pa3i kiiniyHoi noTpebu. Hagxonunu
PimKicHi mocTpeecTpalliliHi OBiTOMIIEHHS IIPO BUIAKK JI€TAIbHOI Ta HeleTallbHOI IIe4YiHKOBOI
He[0CTaTHOCTI Y Malli€HTIB, AKi 3aCTOCOBYBaJIX IIpenapaTy IPyny CTaTUHIB, y TOMY YUCIIL
aTopBacTaTHH. Y BUIA[Ky CEPHO3HOI0 ypakKeHHs MeYiHKY 3 KIHIYHUMU CHMIITOMaMu Ta/abo
rinep6inipybiHemielo ab0 KOBTSHHULIEIO IIifl YaCc 3aCTOCYBaHHS aTOPBACTAaTHHY CIIifl HETalHO
IPUIMHUTHY JIiIKyBaHHS. K0 He BU3HAYEHO aIbTEPHATUBHOL €TiOJIOTil, He CIIif IOBTOPHO
PO3I0YUHATH JIiIKyBaHHS IIpernapaToM.

JlimicTuH ciif 3 06epeKHICTIO TPU3HAYATH MallieHTaM, SKi 3JI0BXKMBAIOTh aJIKOT0jIeM Ta/a00 MaloTh B
aHaMHe3l 3aXBOPIOBaHHA NeYiHKHU. JIIMICTUH NPOTUIIOKAa3aHUY [IPU aKTUBHOMY 3aXBOPIOBaHHI
neviHky abo CTiKOMy MifiBUILIEHH] PiBHS MeYiHKOBUX TpaHCaMiHa3 HeBimoMoi eTiosorii (uB. po3min
«ITpoTUIOKa3aHHS»).

EHOOKpUHHA pyHKUiA

[ToBimomnsinocs mpo nigBuilleHHs piBHS HbAlc Ta KOHLIeHTpallil I/TI0KO34 B CHUPOBATIIL KPOBi HATIIE
IIpU 3acTocyBaHHi iHTiOiTOpiB [MI-K0A-pefiyKTa3u, B TOMY YUCJIi 1 aTOPBACTaTHHY.

CTaTuHY NepelKoIKaloTh CUHTE3Y X0JIeCTEPUHY Ta TEOPETUYHO MOXKYTh O0CNIabJIITH CeKpelio
CTepoimiB HAgHUPKOBUX 3aJ103 Ta/a00 roHamHUX CTepoimiB. KmiHiuHi mocmimKeHHs IOKa3ay, IIo
aTopBacTaTHH He 3HUXKYE Oa3anbHy KOHIIEHTpAIlil0 KOPTU30JTy IJIa3MH Ta He IOPYIIy€e agpeHaloBUA
pe3epB. By cTaTHHIB Ha 3allTigHIOIYY 30aTHICTh CIIEPMHU He [OCHIiIXKYBaBCd Y HOCTAaTHLOI
KiTbKOCTI narieHTiB. HeBimoMo, SKMM YWHOM IIpelapaT BIJIMBA€ Ta YU B3arajli BIJIMBA€ Ha CUCTEMY
«CcTaTeBi 3an03u-rinogis-rinoragaMmyc» y XkiHOK y epefMeHonay3anbuuii nepion. Cuig 6yTu
00epexXHUM IIPU OMHOYACHOMY 3aCTOCYBaHHI IpemnapaTy I'PyIy CTAaTUHIB i3 mikapchKuMu 3acobaMy,
SIKi MOXKYTb 3HUZKYBaTH PiBeHb a00 aKTUBHICTh €HIOT€HHUX CTEPOINHUX TOPMOHIB, TaKUX 5K
KETOKOHA30J1I, CIIiPOHOIAaKTOH Ta IIHMETUOVH.

3acmocysaHHA nayieHmam i3 Heu,00aeHiMu sunadkamu iHcyaemy abo mpaH3umopHoi
iwemivHOI amaku

[Tpu Tepamii aTopBacTaTuHOM Y m03i 80 Mr y mailieHTiB 6e3 immeMiuyHOI XBOpoOu ceplis, sIKi Masy B
aHaMHe3i BUNAagKM iHCYIbTy a00 TPAaH3UTOPHOI illIeMiYHOl aTaK¥ BIPOJOBXK MOIEPEHIX 6 MiCAIIiB,
crioctepiranacs 6ifbllla YaCTOTa BUIAMKiB reMOParivHOr0 iHCYNIbTY MOPIBHSIHO 3 TPYIIO0 maiebo.
YacToTa BUNAAKIB I€TAIbHOTO reMOpPariyHoro iHcynbTy Oyra mogibHoIo B yCix rpymax
niKyBaHHS. YacTOTa BUIAMKiB HEJIETATbHOT'0 TeMOpPariyHoro iHCy/nbTy 6yia 3HaYHO BUILOIO Y
TPYIIi MallieHTiB, SKi OTPUMYBaIu aTOPBACTATHH, MOPIiBHSHO 3 TPyMo0 miaiebo. Jeski
II0YaTKOBI XapaKTEPUCTUKY, y TOMY YUCJIi HAsIBHICTh BUNAMKIB TeMOpariyHoro ta
JIaKyHapHOT'O IHCYJIBTY IIifl YacC BKJIIOUEHHS [0 OOCIIIIXKEHHS, aCOLiI0BaIUCs 3 BUIIOO
YaCTOTOIO BUIIAIKiB reMOpPariyHoro iHCYyJIbTY Y IPYI MallieHTiB, Kl OTPUMYBaJIU
aTopBaCTaTUH.

Cepepn narieHTiB BikoM 65-75 pOKiB, SKi OTpUMYyBaIl aTOpPBAaCTaTUH, HE CIIOCTEPiranocs xKOmHO1
3arasibHOl BifMiHHOCTI 110710 6e31eku Ta e(eKTHBHOCTI 3aCTOCYBAHHS IpernapaTy MiX HUMU
nalieHTaM{ Ta MOJIOALINMU IallieHTaMu, TakK caMo SIK He 0yJI0 3apeeCTPOBaHO KOOHUX BigMiHHOCTEN
III0JI0 BIIMBY IIpemnapaTy cepeq Malli€HTiB JiTHLOTO BiKYy Ta MOJIOMIINX MAIliEHTIB, IPOTE HE MOXKHA
BUKJIIOYATH OiNIBITY YYTIUBICT OESKUX CTapIIMX NalieHTiB. OCKiNbKY MallieHTH JIiTHBOTO BiKY (BiKOM



Big 65 poKiB) OinbIl CXUIBHI 00 Miomarii, ctifg 3 06epexkHiCTIO TPHU3HAYaTH iM aTOPBACTATHH.
ITeviHkoBa HedocmamHicmo

JIiMiCTHMH IIPOTUIIOKA3aHUY MalliEHTaM 3 aKTUBHMM 3aXBOPIOBAHHSAM MEYiHKY, BK/II0YAIOUM CTilKe
MigBUIIIEHHS PiBHS MMEYiHKOBUX TPaHCaMiHa3 HEBimoMol eTionorii (uB. po3ainu «PapMaKonIoTiuyHi
BJIACTHUBOCTi» Ta «IIpOTUIIOKa3aHHI»).

Lo noyameky ﬂiK)ZB(ZHHﬂ

JlimicTuH cyig 3 00epeKHICTIO MPU3HaYaTH MalliEHTaM 3i CXUIbHICTIO 10 PO3BUTKY pabmoMiomnisy. 1o
TI0YaTKYy JIiIKyBaHHS CTaTHHAMM Y TAIli€HTIB, CXUJIbHUX 0 PO3BUTKY pabmoMioni3dy, ciif BU3HaAYaTH
piBeHb KpeaTuHKiHa3u (KK) mpu:

- OpPYyIIeHH] (QyHKIil HUPOK;

- rimo¢yHKII1 MUTOBUAHOL 3a103H;

- CIafKOBUX PO3jIafiax M’s30BOI CUCTEMHU Y CiMeiHOMY ab0 0CcOOUCTOMY aHaMHe3i;

- IlepeHeCeHrX y MUHYJIOMY BHIIafiIkaX TOKCHUYHOTO BIJIUBY CTaTUHIB abo (ibpaTiB Ha M’s3H;
- IepeHeCceHuX Y MUHYJIOMY 3aXBOPIOBaHHSX ITeUiHKY Ta/ab0 37T0BXKUBAHHI aJIKOT0JIEM.

IIns malieHTiB MiTHHOTO BiKy (BikoM Bif 70 pokiB) HeoOXimHICTH TPOBeieHHS 03HAYEHUX 3aXO[IiB CITif
OLIiHIOBATH 3 ypaXyBaHHSM HasIBHOCTI iHIIMX (HaKTOPiB CXUILHOCTI 10 PO3BUTKY pabmoMioniy.

[ligBulleHHS PiBHA IIpenapary B IIJla3Mi KPOBi MOXKJIMBE, 30KpeMa, Y pa3i B3aEMOfIl (TUB. pO3in
«B3aemogis 3 iHIIUMY JTiKapChbKUMHK 3aco0aMu Ta iHII BUAM B3a€EMO[Iili») Ta 3aCTOCYBaHHS
0COONTMBUM TIOMYIALISM Malli€eHTiB (IUB. po3min «PapMaKOKiHETHKA»), Y TOMY YHKCIIi MallieHTaM 3i
CIIafIKOBUMH XBOPOOaMH.

Y Takux BUIlafiIKaXx PEKOMEHI0BaHO OIiHIOBATU CIIiBBiIHOIIEHHS PU3UKIB Ta 0YiKyBaHOI KOPHUCTI Bif
JIIKYBaHHS Ta IPOBOAUTH KJIIHIYHUYI MOHITOPUHT CTaHY Nalli€HTiB. fAKINO 00 MOYaTKY JIiKyBaHHS
piBenb KK 3nauHo migBuienuil (nepesumrye BMH 6Ginbine HiX y 5 pasiB), NiKyBaHHS PO3MOUYUHATH HE
cIIif.

BuwmiprosanHs pisHsa KK

Pienb KK He cif BU3HauaTH micnsg iHTeHCUBHUX Gi3MYHUX HaBaHTaXeHb a00 IIPU HasIBHOCTI Oy/ib-
SIKAX MOKJIMBUX aJlbT€PHATUBHUX NIPUYHXH HigsuiieHHs piBHA KK, 0CKiIbKY Lie MOXKe YCKIIagHUTHU
iHTepnpeTalio pe3yabTaTiB. fAKINO Ha I0YaTKOBOMY PiBHI CIIOCTEpIraeThCsa 3HauHe mifaBuileHHsa KK
(mepesuieHHs BMH 6inbliite HiXK y 5 pa3iB), To yepe3 5-7 gHiB He0OXiIHO IPOBECTH ITOBTOPHE
BU3HAUYEHHS [ NiATBEePAXKEHHS Pe3yIbTarTy.

ITi0 yac aiKyeaHHA

[TauieHTH TTOBUHHI 3HATH NP0 HEOOXigHICTh HeTalHO MOBIJOMIISITH ITPO PO3BUTOK 00JII0 y M’s3aX,
CymoM 4M ci1abKoCTi, 0cOOIMBO KOJIM BOHU CYIIPOBOMXKYIOTHCS He3MyKaHHSAM a0 rapsgdkoio.

Y pasi nosiBu WX CUMIITOMIB Y IIpolieci TiKyBaHHS aTOpBacTaTUHOM HeoOXifHO BU3HAUUTH piBeHb KK
y uboro manierTa. dkio piBers KK 3HauHO nipBuienu (nepesuitye BMH Ginbine HiX y 5 pasis),
JIiKyBaHHS CHIif IPUIUHUTH.

[OUibHICTE IPUNIMHEHH JIIKYBaHHSA CJIif] TAKOXK PO3TJISHYTH, AKINO HifABUlleHHA PiBHA KK He carae



I’ ATUKPATHOTO NepeBuiieHHs BMH, ane cumnToMu 3 00Ky M’513iB MalOTh TAXKKUU XapaKTep Ta
IIOOEeHHO CTAlTh IPUUYUHOK HEIIPUEMHUX BifYYyTTIB.

[Ticns 3HUKHEHHS CUMIITOMIB Ta HopMautisaiil piBasI KK MokHa pO3TISHYTH MOXKJIUBICTh
BiIHOBJIEHHS JIiIKYBaHHS aTOPBaCTaTUHOM ab0 IOYaTKY JiKyBaHHS albT€PHATUBHUM CTATHHOM 3a
YMOBY 3aCTOCYBaHHSI MiHIMaIbHOI MOXKJIMBOL fO3Y IIpemnapaTy Ta PeTeIbHOT0 Harjasiaay 3a CTaHOM
IaliexTa.

JIikyBaHHST aTOPBACTAaTHHOM HEOOXigHO MPUIIMHUTH, SKIIO CIIOCTEPIraEThCS KITHIYHO 3HAUYIIE
nigsuienHs piBHsA KK (mepesuinenass BMH 6inbiie Hixk y 10 pa3iB) abo BcTaHOBIIEHO OiarHO3
pabmoMionisy (abo mimo3pa Ha pO3BUTOK pabmomiosizy).

OdHovacHe 3acmocy8aHHA 3 iIHWUMU AIKAPCbKUMU 3dcobamu

Pu3uk po3BUTKY pabmoMionti3y migBUIYEThCS MIPHU OMHOYACHOMY 3aCTOCYBaHHI aTOPBACTATUHY 3
IesSKUMH TiKapChKUMU 3aco06aMu, 110 MOXKYTh 30ibIINTH KOHIIEHTPALlil0 aTOPBACTATUHY Y IJIa3Mi
KpoBi. [IpuKafaMy TakKUX IIpenapaTiB MOXKYTh BUCTYIIaTH OTYKHi iHribiTopu CYP3A4 a6o
TPAHCIOPTHUX Oi/IKiB: IUKJIOCIIOPYH, TETITPOMIIIMH, KJIapUTPOMILIMH, feflaBipAuH, CTUPUIIEHTOI,
KETOKOHAa30J1, BOPUKOHA30JI, iTpaKoHa30J1, T0CaKOHa30J1, IeTePMOBip Ta inribitopu nporteas BIJI, y
TOMY YHCJIi pUTOHABID, JIOMiHABIP, aTa3aHaBip, IHAWHABIP, AapyHaBip, TUIIPaHaBip/pPUTOHABIP Ta iH.
[Tpu ogHOYACHOMY 3aCTOCYBaHHi 3 reMpiOpo3uIoM Ta iHIIMMU NOXigHUMU (i6POBOI KUCTIOTH,
IPOTUBIpYyCHUME 3acobaMu MJis NTiKyBaHHS renatuty C (TenamnpeBipoM, enbacBip/rpa3onpesip),
€PUTPOMIIIMHOM, HiallMHOM Ta e3eTuMiboM, TeanpeBipoM abo 3 KoMbiHalIli€0
TeJalpeBip/PUTOHABIP TAaK0XK 3POCTA€ PU3UK BUHUKHEHHS MiomaTii. AKI0 MOXIIHBO, CIIif
3aCTOCOBYBATH iHIII JTiKapChKi 3aco0u (110 He B3aEMOIiI0Th 3 aTOPBACTaTUHOM) 3aMiCTh
BHUIlle3ralaHUX.

Ao HeoOXiMHO MPOBOAUTH OFNHOYACHE JIIKyBaHHS aTOPBaCTAaTHHOM Ta 3raflaHUMMU IIperapaTaMy,
CJIi[l peTeIbHO 3BaKUTHU KOPUCTD Ta PU3UKHU. FKIIO MAI[iEHTH 3aCTOCOBYIOTH JIiKapChKi 3acobu, 1110
HMiABUIIYIOTH KOHIIEHTPAIIII0 aTOPBACTATUHY Y I1JIa3Mi KPOBi, pEKOMEHIYEThCS 3HUKYBATU 03y
aTopBacTaTUHY 100 MiHiManmbHOI. KpiM TOTO, ¥ BUNIAAKy 3aCTOCYyBaHHS MOTYXKHUX iHTi6iTopiB CYP3A4
CJIi[l PO3TJIIHYTH MOXKJIMBICTh 3aCTOCYBaHHS MEHINIOI II0YaTKOBOI 103M aTOPBACTaTUHY. TaK0X
PEKOMEHAYEThCA IPOBOAUTH HaleXKHUY KITiIHIYHNY MOHITOPUHT CTaHy I[UX Malli€eHTiB.

ATopBacTaTVH He MOXHA IPU3HaYaTU ONHOYACHO 3 (Py3UA0BOIO KUCIIOTOK), SIKY 3aCTOCOBYIOTh
cucTeMHO, a0 BIPOJOBXK 7 [HIB IiC/Is MPUNUHEHHS NiKyBaHHS (Qy3UA0BOIO KUCIOTO. [TarieHTam,
SKUM CHCTEeMHEe 3aCTOCYBaHHS (y3UI0BOI KUCIOTY BBAXKAETHCSA HEOOXIMHUM, TiKyBaHHS CTaTUHAMU
CJIil MPU3YNIMHUTU Ha BeCh Nepiof] 3aCTOCyBaHHS (y3UI0BOI KUCIIOTH. Y MAIiE€HTIB, IKi OTPUMyBaIu
Gby3unoBy KUCJIOTY Ta CTaTUHY Y KoMObiHallii, 6yu 3apeecTpoBaHi BUIagKy pabmoMionisy, B TOMY
YUCJIi eTanbHi (DUB. po3din «B3aemopmis 3 iHIMMMU TiKapchKUMU 3aco0aMy Ta iHIII BUOU
B3a€eMoOfii»). [TallieHTy Ciig peKOMeHAyBaTH HeraiHo 3BEPTATUCS 3a MEeAUYHOIO AOIIOMOI010 y pasi
BUHUKHEHHS Oy[b-IKMX CUMIITOMIB CcJ1abK0OCTi, 607110 ab0 60J1iCHOI YyTIUBOCTI y M’s13ax.

Tepamito cTaTuHaMU MOXKHa IPOJOBXKUTHU Yyepe3 7 OHIB MiCId OTPUMaHHS OCTaHHBOI 03U (Py3Ua0BO1
KVCJIOTH.

3a BUHSATKOBUX 00CTaBUH, KOJIM MOTPiOHE JOBrOCTPOKOBE CHCTEMHE 3aCTOCYBaHHS (y3UA0BOI
KVMCJIOTH, HalIPUKJIIaA [JIs JTiKyBaHHS TSIXKKUX iH(eK1iit, HeoOXigHICTh 0QHOYACHOTO 3aCTOCYBaHHS
aTopBacTaTHHY Ta (py3Um0BOI KUCIIOTH CJIifi PO3TJISIAATH Ti/IbKY B iHAMBiAyalbHOMY MOPSAKY Ta
3O1MCHIOBATH IIifi pETeJIbHUM HarjsafoM JliKaps.

Pu3uxk mionaril Ta/abo pabmoMionily MoxKe MigBUITYBaTUCS IPYU OGHOYACHOMY 3aCTOCyBaHHI



iuri6iTopie 'MI-KoA-penyKTa3u (HanpuKiaj, aTOPBACTaTUHY) Ta HANTOMILMHY (OUB. PO3Mil
«Bzaemogis 3 iHIIUMY JTiKapCLKUMHK 3aco0aMu Ta iHII BUOM B3aEMOfiN»). CIlif pO3rIsHYTH
MOZKJIMBICTh TUMYACOBOTO MPU3YIIMHEHHS 3aCTOCYBaHHS aTOpPBaCTaTUHY IallileHTaM, gKi
3aCTOCOBYIOTh JalITOMIIIMH, SKIIO TiTbKY KOPUCTH Biff OMTHOYACHOI'0 3aCTOCYBaHHS He IepeBaxkKae
PHU3UK. fKII0 OMHOYACHOI'0 3aCTOCYBaHHS He MOXKHa YHUKHYTH, CJIiff KOHTPOJIIOBAaTU PiBEHb
KpeaTHHKiHa3u 2-3 pa3u Ha TUXK[EHb, a NallieHTU OBUHHI Tepe0yBaTH Iifi peTebHUM HaTIsg0M
IJ1sT BUSBIIEHHS OYOb-IKMX 03HAK a00 CUMIITOMIB, 1[0 MOXKYTh CBITYUTH IIPO MioIaTio.

IHTepcTUIlianbHa XBopoOa JIereHiB

Y npoiieci niKyBaHHS AeSKUMU CTaTUHaMHU (0COONIMBO Yy MPOIECi TPHUBAIOTO JIiKyBaHHS) OyJIK OmMcaHi
BUHSTKOBI BUTIAAKM PO3BUTKY iHTEPCTHUIliaIbHOI XBOpOoOU JieTeHiB. [[o IPosBiB 1Iiei XBOPOOM MOXKHa
BifHECTH 3a[UIIKy, HEIIPOLYKTUBHUM KallleJlb Ta 3arajibHe MOTipIIeHHs CaMOIo4yTTs
(cTOMTIOBaHICTh, 3HMKEHHS MaCH Tifla Ta rapsg4ka). Y pasi BUHUKHEHHS 03P Ha IHTepCTUIliabHy
XBOPOOY JIETeHIB MiKyBaHHS CTaTUHAMMU CJIi[l IPUTTUHUTH.

HanosHioBaui

Ilo ckmapy npemnaparty JliMmicTiH BXOOUTH TakTo3a. Llel mpemapar He CIIif 3aCTOCOBYBaTH
nalieHTaM i3 pigKiCHUMU CIIafKOBUMU 3aXBOPIOBaHHSIMU, I10B I3aHUMU 3 HEIIEPEHOCUMICTIO
rajakTo3u, gedimurom nakta3u Jlanma abo ManbabCopOITiE0 MTIOKO3U-TaIaKTO3MH.

Tepamisa nimigomogudikyounMu mpemnapaTaMy IIOBUHHA OYTH OfHI€I0 3i CKIagOBUX KOMITJIEKCHOI
Tepallil JjIg Ialli€HTiB 3i 3Ha4YHO MiABUIIEHUM PU3UKOM PO3BUTKY aTE€POCKIEPOTUYHUX 3aXBOPIOBAHb
CY[VH 4epes rinepxoiecTepuHeMin. MegukaMeHTO3Ha Tepallisi peKOMEeHYEThCA K IOIIOBHEHHS [0
Ii€TH, KOIHM Pe3yNbTaTy Bifl JOTPUMaHHS TIETH, 110 00MeXKy€e CIOXKUBAHHS HaCHUYEeHUX KUPIiB Ta
X0JIECTEPUHY, a TAKOXK Bifl 3aCTOCYBaHHS iHIINX HEMEOMKAMEHTO3HUX 3aX0fiB 0yJI0 HeIOCTaTHEO.
[MamienTam 3 imeMivyHOI0 XBOpo60I0 cepist abo 3 meKinbKkoMa (hakTopaMy PU3UKY PO3BUTKY ilIeMidyHOI
XBOpPOOU ceplls 3acToCyBaHHs mpernapaTy JIIMICTUH MOXKHa PO3I04YaTy OGHOYaCHO 3
OOTPUMaHHAM [IETH.

ObmediceHHA 3acmoCyB8aHHA

ATopBacTaTUH He JOCIiKyBaJii 3a YMOB, KOJIM OCHOBHUM BiIXUJIEHHSM Bifi HOpMH 3 OOKY
ninonpoTeiniB OyJio mifBUILIEHHS PiBHSA XimoMikpoHiB (Tunu I Ta V 3a knacugikarieio ®penpikcoHa).

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py0010.

BaeimHicmb
OuiHKa pu3ukis

[TpemapaT mIpOTHUIIOKA3aHWM BariTHUM XKiHKaM, OCKiJIbKM HE BCTAHOBJIEHa Oe3IeKa Horo
3aCTOCyBaHHS BaTiTHUM i HEMa€ SBHOI KOPUCTI MIPUIOMY MiMiI03HMKYBaIbHUX IIpenapaTiB y mepion
BaritHOCTi. Ockinbky iHribiTopu I'MI'-K0oA-penyKTasu 3HUXKYIOTh CHHTE3 X0JIECTEPUHY Ta, MOXKJIUBO,
cuHTE3 iHMmKX 6i070TiYHO aKTUBHUX PEYOBUH, SKi € MOXiTHUMU X0JIECTEPUHY, aTOPBACTAaTHH MOXKe
IIKIJIMBO BIIUBATH Ha mtif. [Ipuiiom npenaparty CIif IPUIUHUTY, K TiIBKU BCTAHOBJIEHA
BaTiTHICTb (OUB. po3min «IIpoTUMIOKa3aHHSI»).

Po3paxyHKOBuUi (POHOBUY PHU3UK 3HAUYHUX BPOAKEHUX MallbpopMallid Ta BUKUIHIB [AJI BKa3aHOL



nonynsAil HeBigoMui. Y 3aranbHii nomynsiil CIIA po3paxyHKoBul (HOHOBUM PU3UK 3HAYHUX
BPOIKEHUX MaIb(popMalliii Ta BUKAOHIB IPU K/TiHIYHO BU3HAHUX BariTHOCTSIX CTAHOBUTH 2—-4 % Ta
15-20 % BignosigHO.

KoHmpauenuis

ATopBacTaTHH MOXKe 3aBfaBaTHU IIKOAY IJIOAY IIPU 3aCTOCYBaHHI BariTHO XiHKOW. 2KiHKHK
PENPOAYKTUBHOTO BiKy MalOTh OyTH poiHdopMoBaHi Ipo HeoOXigHICTh epeKTUBHOI KOHTPALeIil mif
Yac JTiKyBaHHS UM ITPEnapaToM.

KniniyHi 0ani

O6mMmexeHi ony01iKoBaHi gaHi o6cepBalifHUX [OCTiIXKeHb, MeTaaHasli3iB Ta KITiHIYHUX BUAOKiB
100 3aCTOCYBaHHS aTOPBAaCTATUHY KaJIbIlil0 He TOKa3aly MiABUIEHOr0 PU3UKY BUHUKHEHHS
CepHo3HUX BPOMKEHUX MallbpopMallid Ui BUKUIHIB.

Hapgxopmunu pigkicHi moBigoMIIeHHS PO BPOMXKeHi aHOMaJtil mics BHyTPIIIHbOYTPOOHOI eKCII03UIIil
inmux inriditopis I'MI'-KoA-penykTa3u. [IpociekTuBHe crnocTepexeHHs npubnu3Ho 100 Bunagkis
BariTHOCTEU Yy XKIHOK, SKi JIIKyBaJIKUCs CUMBAaCTaTUHOM YU JIOBACTATUHOM, I10Ka3aJsio, 110 4acToTa
BUIIQMIKiB BPOMIXKEHUX aHOMAJIi} I10[a, BUKUIHIB Ta BHYTPIITHEOYTPOOHUX
CMepTel/MepTBOHAPOOKEHDb He IlepeBUIllyBaia YaCTOTH, 0YiKyBaHOl IS 3arajibHOL MOMYJISAIil.
KinpKicTh BUIIQMIKIB € IOCTATHHOIO, 11100 BUKITIOUUTH = 3—4-KpaTHe IMiIBUINEHHS BPOOXKEHUX aHOMaTii
PO3BUTKY IIJI07a NMOPiBHIHO 3 (POHOBOIO YacToTOM0. Y 89 % BariTHUX, 3a IKMUMHU BeJIU IPOCIIEKTUBHE
CIIOCTePEeXKEHHS, JTIKyBaHHS IIperapaToM PO3M0YUHANO0Cs A0 BariTHOCTI Ta MPUMIUHSIIIOCS IIif 4ac

[ TpuMecTpy micis BUSBIIEHHS BariTHOCTI.

I1epiod 200yBaHHA 2py00i0

[IpenapaT mpoTUIIOKa3aHUM Yy MePiof TOAyBaHHS Ipyamio. BincyTHs iHdopMaliis mpo BIIUB
IpernapaTry Ha OUTUHY, Ky TOIYIOTh Tpyanio, abo Ha /akTallito. HeBigomo, Y1 MpOHUKAE
aTopBacTaTHH y TPy[HE MOJIOKO, ogHaK 0ys10 MoKa3aHo, I0 iHIIMH TiKapCchKuii 3acib 1bOT0 Ki1acy
IIOTpaIUIsie Y TPyAHEe MOJIOKO; aTOpBaCTaTUH HAasIBHUU y MOJIOLI ITypiB. OCKiJIbKY CTaTUHU
TIOTEHIIMHO 3[]aTHI CIPUYUHUTY Ccepiio3Hi HeOaXkaHi peakllii y HEMOBJIAT, SKi 3HAXOASTHCS Ha
TPYAHOMY T'OAyBaHHI, XiHKaM, fKi HOTpeOyIOTh TiKyBaHHS IIpernapaToM, He CJIifl TOOyBaTu IPyAIio
(muB. po3min «IIpoTUOKa3aHHI»).

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

[Tpenapat Ma€ AyKe He3HAYHUM BIJIMB Ha IIBUAKICTh peakiil mif Yac KepyBaHHS
aBTOTPAHCIIOPTOM abo iHITMMM MeXaHi3MaMu.

Cnoci6 3acmocyeaHHsi ma do3u.
I'inepainidemia ma 3miwaHa ducainioemis

PekoMeHOBaHa IIOYATKOBA [103a aTOPBACTAaTHHY CTaHOBUTH 10 a6o 20 Mr 1 pa3 Ha moby. [Iis
TALE€HTIB, SIKi TOTPeOyI0Th 3HAYHOI0 3HUXKEHHS piBHS Xonectepuny JITTHII (6inbire Hix Ha 45 %),
Teparnis Moxke OyTu po3noyara i3 mo3yBanHsg 40 mMr 1 pa3 Ha m00y. [1030BUY Oiama30H aTOPBACTATHHY



3HaxomuThLC y Mexkax Bif 10 mo 80 mr 1 pa3 Ha goOy. IIpemapaT MoXHa IpHUMATH Pa30BOI0 NO30I0 Y
Oymb-IKUii Yac Ta He3aJIeKHO Bifl BXMUBaHHA 1ki. [IouaTKOBY Ta MigTpUMYIOUi 03U ImpemapaTy Cifg
nigOupaTy iHOUBiMyaIbHO 3aJI€3KHO Biff MeTH JIiKyBaHHS Ta Bigmosimi. [Ticisa moyaTKy JiKyBaHHS
Ta/abo mics TUTPYBaHHS 03U IIperaparTy CIIif IpoaHasli3yBaTy piBeHb MilifliB MPOTSATOM Iepiony Bin
2 [0 4 TUXKHIB Ta BigIIOBIAHUM YMHOM BiZKOPUTYBaTHU HO3Y.

I'emepo3u2omHa ciMeliHa 2inepxo/secmepuHemis y nauieHmie 0umasaA4o20 8iKy (8ikom 8id 10
0o 17 pokis)

PekomMeH0BaHa IMOYaTKOBA [I03a aTOPBACTATUHY CTAaHOBUTH 10 MI Ha g00y, 3BUYANHUM [iala30H 03
cranoBuTh Bif 10 mo 20 Mr mepopasnbHo 1 pa3 Ha goOy. [lo3u mpenapary Ciif migbupaTtu
iHOMBiTyaIbHO BIiOIIOBIAHO [0 MeTH JIiIKyBaHHS. KOpUryBaHHS AO3U CIifi IPOBOOUTHU 3 iHTepBaioM 4
TUXKHi ab0 OinbIme.

I'omo3uz2omHa cimetHa 2inepxoiecmepuHemis

[lo3a aTopBacTaTHHY AJIS MALi€HTIB i3 TOMO3UTOTHOI CIMEWHOI0 Tilepx0IeCTepUHEMIEI0 CTaHOBUTD
Bim 10 mo 80 mr Ha noOy. JIiMicTHH CIif 3aCTOCOBYBATHU SIK NOMOBHEHHS OO iHIINX TiMOMiMigeMidHUX
MeTOfiB JiKyBaHHS (Hampukiaz, apepes JITTHII) abo skio rimomimigemMiysi MeTomy TiKyBaHHS
He[OCTYIIHI.

O0HouacHa 2inoainidemiuHa mepanis

JlimicTH MOXKHa 3aCTOCOBYBATH 3i CEKBECTPAaHTAMM KOBYHUX KuCJIOT. KoMOinartrito inribitopis I'MTI -
KoA-penykTa3u (ctatuniB) Ta ¢ibpaTiB ciif npr3HayaTu 3 06epexkHicTIO (quB. po3minu «B3aemomis 3
iHImMMUMY TiKapchKUMU 3acobaMu Ta iHIII BUAM B3aeMOZii» Ta «OcOoOIMBOCTI 3aCTOCYBaHHS»).

[lo3yBaHHA 045 nauieHmis i3 nopyweHHAMU GYHKUiI HUPOK

3axBOPIOBaHHS HUPOK He BIJIMBA€E Hi Ha KOHLIEHTPALIil0 IIperapaTy y I1Jla3Mi KPOBi, Hi Ha 3HUXKEHHS
piBH4 Xosectepuny JITTHII npu 3acTocyBaHHI IpenapaTy, TOMY KOPUTYBaHHSA [0O3U IIpelaparTy [
TIAIli€HTIB i3 MOPyLIeHHSAMU QYHKIII HUPOK He MoTpibHe (OuB. po3minu «PapMaKOKiHETHKa» Ta
«Oco6MMBOCTI 3aCTOCYBaHHS»).

Llo3y8aHHA 044 nauieHmis, AKI NPUUMarmMbs UUKAOCNOPUH, KAAPUMPOMIYUH, IMPAKOHA30,
nemepmosip abo nesHi iHzibimopu npomeas3

Crnig yHUKaTH 3aCTOCYBaHHS IIpenapary nallieHTaM, SKi IpUuiMaloTh HUUKIOCIOpUH abo iHribiTop
npotea3u BIJI Tunpanasip putoHasip, abo iHribiTop nMpoTeasu Bipycy renatuty C riekanpesip
niépeHTacBip, abo 1eTepMOBip IPU OAHOYACHOMY 3aCTOCYBaHHI 3 IIMKJIOCTIOPUHOM. [lariieHTam 3
BIJI, sixi npuiiMaloTh JIOMiHaBip PUTOHABIP, aTOPBACTAaTUH CJIifl 3aCTOCOBYBAaTH Y HAaUHUXKYIN
HeoOXigHiK m03i. ITamierTam, SKi MPpUEMalOTh KJIaPUTPOMIIIMH, iTpaKOHA30J1, e/10acBip rpa3omnpesip,
abo margientam 3 BIJI, gki npuiimaioTh KoMOiHallil cakBiHaBip pHTOHABIP, JapyHaBip PUTOHABIP,
¢dbocammpenasip, ocaMipeHaBip puToHaBip abo 1eTepMOBip, TepaneBTUUHY 03y IIpenapaTy CJIif
oOmexuTu 20 MT, TAaKOXK PEKOMEHAYETHCS TPOBOAUTU HasleXkHe KiTiHiuHe 06CTeXKeHHS s
3a0e3meyeHHsT 3aCTOCYBAHHST HaMeHII0l HeoOXigHOI 03U aTOPBaCTaTUHY.

Y martienTis, ski mpuiimaioTh iHTi6iTOp MpoTeasu Bipycy rematuty C enbacBip/rpa3onpesip
OOHOYACHO 3 aTOPBACTAaTMHOM, 03a aTOPBAaCTATUHY He TIOBMHHA nepesuinyBatu 20 Mr/noby (ous.
po3min «Ocob6IuBOCTI 3aCTOCYBaHHSI» Ta «B3aeMoiis 3 iHIIMMU TiKapChKUMM 3acobaMu Ta iHII BUAK
B3aEMOMIN»).



[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 HaliMeHIIol HeoOXigHOI Ho3u mpenapaTty (AuUB. po3minu «B3aeMofis 3 iHIMUME
JiKapChbKUMU 3aco0aMu Ta iHIII BUAU B3aeMofik» Ta «OCOOIMBOCTI 3aCTOCYBaHHSI»).

Himu.
I'emepo3uz2omHa cimetiHa 2inepxosiecmepuHemis

Besmneka Ta eeKTUBHICTh 3aCTOCYBAHHS aTOPBACTATUHY BCTAHOBJIEHI [Jisg miTei BikoM Bim 10 mo
17 pokiB i3 reTepO3UTOTHO CiMEUHO0 TinepxoaeCcTepUHEMIEI0 IK TOIIOBHEHHS 00 Oi€TH AJIA
3HUKEHHS 3arajabHOro xojectepuny, piBas JIITHII Ta piBHS amoninonpoTteiny B, Koy micns
aJeKBaTHOI cupoOu mieToTeparii Bif3HAYalOThC:

- xonectepus JITTHIIT =190 mr/gn (4,91Mmorns/m) abo
- xonectepu JITTHII =160 mr/gn (4,14 Mmonb/n) Ta:

y ciMeifHOMY aHaMHe3i HasiBHa CiMeiiHa rimepxonectepuHeMis abo paHHi cepiieBo-
CYOVHHi 3aXBOPIOBAHHS Y POOUYIB mepioro abo gpyroro cTymneHs abo

HasIBHi Ba a00 Oinblre iHIMMX (AKTOPIB PU3UKY CEPIIEBO-CYIUHHUX 3aXBOPIOBAHE.
[Toka3aHHS OJIs 3aCTOCYBAHHST aTOPBACTATHHY ITigTBEPIAXKEeHe Ha OCHOBI HOCIiIKEeHb:

[Tnare60-KOHTPOIbOBaHE KJTiHiYHE [OCITiI2KEeHHS TPHUBAJIICTIO 6 MicsliB 3 y4acTio 187
XJIOMLIB Ta AiBYAT IiCJsd TO0YaTKy MeHCTpyanii BikoM Bif 10 mo 17 pokis. IlalienTH, AKi oTpuMyBaiu
JIiKyBaHHSI aTOpBAcTaTUHOM y 03i 10 Mr a6o 20 Mr mIomHs, Many 3arajioM MogioHuu mpodinb
HeOaXkaHUX peaklliil o TAKOTO Yy MAallieHTiB, SKi 0TpuMyBasu 1mianebo. Y 1150My By3bKOMY
KOHTPOJILOBAaHOMY [IOCIIiI2KeHHi He OyJI0 BUSBJIEHO 3HAUYIIOr'0 BIJIMBY aTOPBACTAaTHHY Ha picT abo
CTaTeBe [03PiBaHHS XJIOMIIB a00 Ha TPUBAJIICTh MEHCTPYAJIbHOTO IIUKIIY Y HOiBYaT.

TpupiuHe BiIKpUTe HEKOHTPOJIbOBaHe HOCIIAXKEeHHS 3 y4acTo 163 mite# BikoM Big 10
mo 15 poKiB 3 reTepO3UTOTHOIO CIMEHHOIO TilepxoIecTepUHeMi€o, MIs SKUX HMigOupany qo3y At
OOCSATHEHHS LinboBoro piBHA Xonectepuny JITTHIII < 130 mr/gn (3,36 mmorns/n). be3neka Ta
e(eKTUBHICTh 3aCTOCYBaHHS aTOpPBaCTaTUHY IIpU 3HUKEHHI xonectepuny JITTHIII, 3a3puyait
BifITIOBigal0Th MOKa3HUKAM, SIKi CIIOCTEpIranucs y JOPOCUX MallieHTiB, He3BaXKalo4yu Ha 00MeKeHHs
IIJIaHy HEKOHTPOJIbOBAHOTO JOCIiAKEHHS.

Heo06xigHa KOHCYNIbTallisl giBYaT IiC/IsA MOYaTKy MEHCTpYyalliil 040 KOHTPAIEIIlii, KO 1ie TOPeYHO
IJIs TallieHTa.

IoBroCTPOKOBOi e(heKTUBHOCTI Tepallil aTOpBaCcTaTUHOM, PO3I0OYATOI B TUTHHCTBI [IJIsT 3MEHIIIEHHS
3aXBOPIOBAHOCTI Ta JIETAJILHOCTI Y JOPOCJIOMY Billi, He BCTAHOBJIEHO.

Besneka Ta eheKTUBHICTh Tepallii aTopBaCTaTUHOM He BCTAHOBJIEHA IJIs miTed BikoM mo 10 pokiB 3
reTepO3UTr0THOI0 CIMENHOIO TinepxonecTepruHEMIEIO.

I'omo3u2omHa cimetiHa 2inepxosiecmepuHemis



KriniuHa e(eKTUBHICTh aTOpBACTaTHHY y mo3ax mo 80 Mr Ha moOy mpoTsarom 1 poky Gyna oIiHeHa y
HEKOHTPOJIbOBAHOMY HOOCJIiIXKEHH] y MallieHTIiB i3 TOMO3UTOTHO CiMEWHO0 TinepxoIecTepuHeMIER,
o SIKOTo 0YJ10 BK/TIOUEHO 8 miTel.

Ilepedo3yeanHns.

Crnenudivyaoro nikyBaHHS IIepefo3yBaHHS aTOPBACTATUHOM HeMae€. Y BUIAKY IIepefo3yBaHHSI
malieHTa CJIif JTiKyBaTH CHMIITOMATUYHO Ta IIPU HeOOXiMHOCTI 3aCTOCOBYBATH MiATPUMYIOUi 3aX0H.
Yepes BUCOKHUH CTYIiHb 3B'I3yBaHHS IIpenaparty 3 6iTkaMu Ijla3Mu KPOBi He CITifl 049iKyBaTH
3HQYHOIO IiICUIeHHS KJIIPpeHCy aTOpBAaCTaTUHY 3a AOIIOMOT 00 reMofiai3y.

ITobiuni peakuii.

Y 3B’s3Ky 3 TUM, L0 KJIiHIYHI JOCTiAXKEeHHS NPOBOOATHCS Y Pi3HUX YMOBAX, 4aCTOTY
BUHUKHEHHST HeOaXKaHUX peakllili, 0 CIIOCTEePIiraroThCs i Yac KIiHIYHUX [OCIiIXKeHb
JiKapchKoro 3acoby, He MoxHa 6e3mocepeqHbO MOPiBHIOBATH 3 TOKAa3HUKAMU, OTPUMaHUMU
IIiT Yac KITiHiYHUX OOCHiAXKeHb iHIIOT0 IIpenapaTy, Ta BOHM MOXYTh He BiAIIOBigaTH
ITOKa3HUKaM 4aCTOTH, IO CIIOCTEPIraloThCA Y KITiHIYHIA TPaKTHLI.

3rifHO 3 JaHUMU KJIIHIYHUX AOCIIAKEHb aTopBacTaTuHy cepen 16066 maluieHTiB IPOTAroM
53 TUXKHIB y Malli€HTIB, SKi OTPUMYBaIM JiKyBaHHS aTOPBAaCTaTUHOM, HaldacCTillle
crocTepiranucs Taki HeGaxkaHi peaxilii, 1110 TPU3BOOUIN OO MPUIUHEHHS 3aCTOCYBaHHS
aToOpBaCTATHUHY Ta TPAIJISIIUCS 3 YaCTOTO0, BUIIOK0 HixX y rpymi mnane6o: mianris (0,7 %),
niapes (0,5 %), aymota (0,4 %), mifBullleHHS pPiBHA alaHiHaMiHOTpaHcdepasu (AJIT) (0,4 %)
Ta nedinkoBux ¢epmeHTiB (0,4 %).

HatyacTimumu mobiyHUMHU peakilisMmu (= 2 % MopiBHSHO 3 Malle00), He3anexkHo Bif
IPUYUHY, Y MAI[iEHTIB, AKi OTPUMYBaIM JTiKyBaHHS aTopBacTaTUHOM (1=8755), 6ynu:
Ha3odapuHrit (8,3 %), apTpanrig (6,9 %), miapes (6,8 %), 6inb y KinmiBkax (6,0 %) Ta
indexIIii ce4OBUBITHUX IIISXiB (5,7 %).

Y Tabmnuii 4 migCyMOBY€EThCS 4acTOTa KIiHIYHKUX HeOaxkaHUX peakllii, He3aJle’kHO Bifl
IIPUYUHHOTO 3B’SI3KY, 3aPEECTPOBAHUX Y 2 % MallieHTiB abo OifbIlle Ta 3 YaCTOTOO BUIIOIO,
HiX y rpymi mnane6o, y malli€eHTiB, SKi OTpUMYBau JIiKyBaHHS aTopBacTaTuHOM (n=8755), 3a
naHuMu 17 mmane60-KOHTPOIbOBAHUX MOCTiIKEHE.

KniniuHi HebaxkaHi peakilii, 1110 BUHUKaNU y Oinbiile HiXK 2 % Malli€HTiB, SKi OTPUMyBan
JiKyBaHHS OyIb-sIKOIO I03010 aTOPBACTATUHY, Ta 3 YaCTOTOIO BUIIOI0, HiXK Y T'PYIIi miarebo,
He3aJIe’kHO Bifl TPUYUHHOTO 3B’sA3KY (% IallieHTiB).

Tabmnuug 4

Byne-ska
HebaxaHa peakiis* Io3a
N=8755

10 mr 20 Mr 40 mr 80 mr [Tnameb6o
N=3908 N=188 N=604N=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 93 31 5,9
IH(l)eK'LIlE[ CeYOBUBIOHUX 5,7 6,9 6,4 8 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-cKeJieTHHUM O0inp 3,8 5,2 3,2 5,1 2,3 3,6
M’s130Bi cia3Mu 3,6 4,6 4,8 51 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

OifIb

* HeGakaHa peakiisi >2 % y Oymb-sKil mo3i 6inbIie, HiXK y rpymi miaieoo.

o inmux HeOaxkaHUX Peakilii, MPo SKi IOBimOMIISIIOCS IIif Yac m1ane00-KOHTPOIbOBAHUX
IOOCJiIXKeHb, HaJleXXaTh:

3a2a/bHi NOpyweHHA: BITUYTTS HEe3OYXKaHHS, [IPEKCis;

3 60Ky mpasHoi cucmemu: MITYHKOBO-KUIIKOBUY OUCKOMMOPT, BiZpuKKa, METEOPU3M,
TeraTuT, X0JIecTas;

3 6OKY CKesiemHo-M’ 30801 cucmemu: M’sI30BO-CKeJIeTHUY Oinb, MigBHUIIIEHA BTOMJTIOBAHICTh
M’s13iB, Oinb y mmi, HabpsKaHHS Cyr100iB, TeHAXHONATIA (iHOAi yCKnagHeHa PO3PHUBOM
CYXOXKHUILIA);

3 6oKy Memab0i3My ma xapuysaHHs: MiABUILIEHHS TPaHCaMiHa3, BiIXUJIEHHS Bii HOPMU
GbyHKIIOHaIbHUX TPO0 MeYiHKY, MiABUIIEHHS PiBHA IyXKHOI ocdaTa3r B KPOBi, MigBUAIIEHHS
akTuBHOCTI KOK, rinepriikemis;

3 60Ky Hepeosoi cucmemu: XKaxXJIUBI CHOBUIHHS;

3 60Ky duxasnbHoi cucmemu: HOCOBa KPOBOTEUQ;

3 60Ky wKipu ma ii npudamkis: KPOIIUB' THKA;

3 60Ky Op2aHie 30py: HEUITKICTh 30PY, IOPYLIEHHS 30DY;

3 OOKY opeaHie c/ayxy ma pigHosazu: IIyM y ByXaX;

3 60Ky ceyocmamegoi cucmemu: IEUKOLUTYPis;

3 60Ky penpodyKmueHoi cucmeMu ma MO/A04YHUX 3d/103: TiIHEKOMAaCTis.

YacToTy BUHMKHEHHS MOOIYHUX peakIlii BU3HAYaId TaKUM YMHOM: 9acTo (>1/100, <1/10);
HeyacTo (>1/1000, <1/100); pigko (>1/10000, <1/1000); myxe pigko (<1/10000).

3 60Ky Hepeosoi cucmemu: 4aCTO - TOJIOBHUH 0iib; HEYACTO - 3aIIaMOPOYEHHS, TTApPecTesis,



rimecTesis, mUCTeB3is, aMHe3is; pigKo - nepudepryHa HeUpPoIaTis.
3 60Ky W.AYHKOBO-KUWKOB020 MPAKMYy: 4aCTO - 3amop; HeYacTo - TaHKPeaTHUT, OJII0BaHHS.

3 60Ky cKesnemHo-M’ 5130801 cucmemu ma CnoAy4YHOi MKAHUHU: 9aCTO - 6inb y cyrmobax, 6inb y criuHi;
nyKe PimKo - MiomaTis, Mio3uT, pabmoMionis;

3aeanvHi nopyweHHsA: HEYaCTO - acTeHis, 6inb y rpynsx, nepudepudHi HaOpsIKU, CTOMITIOBAHICTb.

ITopyweHHs memaboaizmy ma xap4yeaHHs: HeYaCTO - TilOTIiKeMis1, 30i/IbIIeHHSI MaCH Tila,
aHOPEKCis.

3 60Ky neviHKU ma H#084YHO20 Mixypa: MyXKe PimKo - Me4iHKOBa HENOCTATHICTb.

3 60Ky wKipu ma cnoayyHoi MKaHuHu: HeYacCTo - MIKiPHI BUCUTIAHHS, CBepOiXK, aylomnelis; pigKo
- JIiXeHOIMHA peakllis, CIpUYNHEeHa JTiIkapChKUM 3ac000M; OyKe PidKO - aHTiOHEeBPOTHYHUH
HaOPSK, OyIbO3HUY AepMaTUT (Y TOMY YUCHIi MynbTU()OPMHA epUTEMA), CHHAPOM

CriBeHca — [I?)KOHCOHa Ta TOKCUYHUM elifepMalbHUI HEKPOIi3;

3 6oky cepueso-cyOuHHOI cucmemu: PIOKO - BaCKYJIIT.

3 6oky OuxanvbHOi cucmemu, op2aHie 2py0HOI KaimKu ma cepedocmiHHA: 9aCTO - 6inb y ropii Ta
TOpTaHi.

3 6oky cucmemu Kposi ma aiMpamuyHoi cucmemu: PIAKO - TPOMOOITUTOIIEHIS.
3 6oky iMmyHHOT cucmemu: 4aCTO - aJlepriyHi peakiiil; myxKe pifKo - aHadinakcis.
3 60Ky opeaHie 30py: HEYACTO - 3aTyMaHeHHS 30Dy.

3MiHU pe3yabmamis 1abOPaAmMoOpPHUX aHaAi3i8: 4aCTO - BiAXUJIEHHS Pe3yJIbTaTiB QYHKI[IOHATbHUX
mpo06 MeviHKy, miaBUIeHHST akTuBHOCTI KOK KpOBi; HEYACTO - MO3UTHBHUY Pe3ybTaT aHalli3y Ha
BMICT JIEMKOLIATIB y Ceyi.

4K i nmpu 3acTtocyBaHHi iHmmuX iHribiTopis 'MI'-KoA-penykrasu, y nalieHTiB, SKi IpuiManu
aTopBaCTaTHH, CIIOCTepiraay MigBUIEeHHS aKTUBHOCTI TpaHCaMiHa3 CUpOBaTKU KPOBi. Lli
3MiHM 3a3BUYaii Oynu c1abKo BUpakKeHUMH, TUMYaCOBUMU Ta He MOTpeOyBalyu BTpy4YaHHS
abo nmikyBaHHs. KniHiyHO 3Hauyllle MiBUINEHHS aKTUBHOCTI TpaHCaMiHa3 CUPOBATKHU KPOBi
(mepeBumients BMH 6inbine HiX y 3 pa3u) crnocrepiranu y 0,8 % marlieHTiB, gKi npuiimMmanu
atopBacTaTHH. lle migBUIIEeHHS MaJio 0303a/IeKHUY XapakTep Ta 0yn1o 060pOTHUM Y BCiX
Ialli€HTIB.

Y 2,5 % nauieHTiB, gKi IpuiMasy aTopBacTaTHH, CIIOCTepiranu 3pocTaHHs akTuBHOCTI KK cupoBaTku
KPOBI, 110 Ginbiile HiXK y 3 pa3u nepesuiryBaia BMH. Ile 30iraetscs 3i CriocTepeKeHHIMU MIpU
3acTocyBaHHi inmux inribiropis 'MI-KoA-penykTasu y mpotueci kininiuaux gocmimxens. Y 0,4 %
TIAIE€HTIB, IKi OTPUMYBAJI aTOPBACTATHH, CIIOCTEPIraBcs piBeHs, 110 nepeBuiiryBaB BMH Oinblie Hix
y 10 pasis.

[ToGiuHi peakilii, SKi BUHUKIIY IIiJl YacC KIiHIYHUX DOCIiIXKeHb: iHpEeKIIii Ce40BUBITHOTO
TPakKTy, yKpOBUY fiabeT, iHCyNbT.



Iimu (10-17 pokie). Y mallieHTiB, SIKi 3aCTOCOBYBaJI aTOPBACTATHH, BilaHayaIu MoOiYHi TposiBY,
nonibHi Mo MPosBIB y mallieHTiB rpymnu mnane6o. Hali3arampHimuMy moGiYHUMY IPOSIBaMU, SIKi
crocTepiranucs B 060X rpymnax, He 6epy4y 0o yBaru MPUYUHHUY 3B'30K, Oynu iHPeKITi.

[loceid nocmpeecmpau,iiiHo20 3acCmMocy8aHHs aMopaacmamuHy.

[TpoTSiroM MOCTPEECTPALIITHOTO 3aCTOCYBaHHS aTOPBACTATUHY OyNiM BUSBJIEHI
HUX4Ye3a3HaueHi HeOaxaHi peakiii. OCKilIbKY PO 1Ii peakiiil IOBigoMIIsIId Ha JOOPOBiIbHIN
OCHOBI Biff TOMyJIAIil HEBiIOMOl YHUCEIbHOCTI, He 3aBXKAU MOXKHA OOCTOBIPHO OL[IHUTH 1X
4acToTy ab0 BCTaHOBUTU IPUYMHHO-HACIIIAKOBUY 3B’930K i3 3aCTOCYBaHHSIM IIpenapary.

o HeGaxxXaHUX peakliili, OB’ A3aHUX i3 JIIKyBaHHSIM aTOPBaCTATUHOM, 3apPEECTPOBAHUX ITiCIIT BUXOOY
IperapaTy Ha PUHOK He3aJIeKHO Bifj OL[IHKY IPUYUHHO-HACIIAKOBOTO 3B’ 43Ky, HaleXaTh:
aHadinakcisg, aHTiOHEBpOTUYHUY HaOpsK, Oy/Ib03HI BUCUIIaHHS (Y TOMY YHCIIi eKCyoaThBHA
MynbTH(QOpPMHa epuTeMa, cuHOpoM CTriBeHca—[IKOHCOHA Ta TOKCUYHHUM elliflepMaibHAN HEKPOJIi3),
pabmomionis, Mio3uT, migBHUIIlEHA BTOMITIOBAHICTh, PO3PUB CYXOXKHUIIIIS, JIeTallbHa Ta HeJleTalbHa
IIe4YiHKOBa HEOCTATHICThb, 3allaMOPOYEHHSI, IEeTNpecis, mepudepruyHa Helponarisi, maHKpeaTUT Ta
iHTepcTUIianbHa XBOpoOa JIeTeHb.

Hapgxopnunu pigkicHI MOBifOMJIEHHS IPO BUNIaAKY iMyHOJIOTIYHO OIIOCEPEAKOBAHOl HEKPOTU3YI0Y01
MioraTii, TOB’s13aHOI i3 3aCTOCYBAHHSIM CTATHHIB (OUB. Po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

Hapxomgunu pigKicHI OCTpeecTpaLilHi IOBiIOMIIEHHS [P0 KOTHITUBHI po3j1aay (BTpaTa nam’sTi,
6e3naM’sITHICTh, aMHe3is1, TOPYIIeHHs IaM’sTi, CIIJTyTaHiCTh CBiMOMOCTI), IIOB’sI3aHi i3 3aCTOCYBaHHSAM
craTtuHiB. LIi KorHiTuBHI po3nanu OyK 3apeeCcTpoBaHi IIPX 3aCTOCYBaHHI BCiX CTaTUHIB. 3araaoMm
BOHM He HaJjiexkalu 10 KaTeropii cepiio3nux HebaxkaHUX peakiliii Ta O0yIu 000POTHUMHU IIiC/IS

IPUNUHEHHS IPUUOMY CTaTHHIB, MaJii Pi3HUYU Yac OO0 MOoYaTKy NposBY (Bif 1 OHA OO KiIbKOX POKIB)
Ta 3HUKHEHHS (MefliaHa TPUBAJIOCTi CTAHOBUIA 3 TUXKHI).

[Tig yac 3acTocyBaHHS OeSKUX CTaTUHIB Oy/IM onucaHi Taki HebaXaHi siBUIa: po3/iaj CTaTeBol
GbyHKIIT; BUHSTKOBI BUIAOKU iIHTEPCTHLIATbHOI XBOPOOHU 1ereHiB, 0COGIMBO il Yac TOBrOCTPOKOBOTO
JIIKYBaHHS.

Hiﬂ YaC IMMOCTMAPKETHUHT OBUX CIIOCTEPEXKEHD HOBiEOMJ’IﬂJ’[OCH IIpo HUXKYe3a3HaueHi Do0iuHi QeaKEﬁ.
3 60Ky KpoB8oHOCHOI ma AimpamuyHoi cucmemu: TPOMOOITUTOTIEHIS.

3 6oky imyHHOI cucmemu: anepriufi peakirii, anadinakcis (y Tomy yucii aHadiTakKTUYHUH
II0K).

3 6oky memaboai3My ma xapuy8aHHsl: 36iNbIIEHHS MACH Tija.

3 60Ky Hepeosoi cucmeMu: TONIOBHUIM Oinb, TimecTesist, AUCTeB3isd; MiacTeHid rpasic (4acToTa
BUHUKHEHHS JaHOTO PO3J/Iafly HeBioMa).

3 60Ky WaAyHK0B80-KUWKO0B020 Mpakmy: 6ifib y KUBOTI.
3 6oky opaaHis cayxy ma nabipuHmy: LIYM y ByXaX.
3 6oky opaaHie 30py: O4YHA MiaCTeHis (YacToTa BUHUKHEHHS JaHOT0 PO3jIady HEBimoMa).

3 60Ky wKipu ma ni0wKipHOT MKAHUHU: KPOIIUB' THKA.



3 60Ky ckesemHo-M’ 30801 cucmemu ma CnoAYYHOI MKAHUHU: apTpanris, 6inb y CIIUHI.
3az2anvbHi nopyweHHA: 6inb y TpyOsax, nepudepuynuit HabPSK, He3OyKAHHS, BTOMA.

3MiHU pe3yabmamis 1abOPAMoOpPHUX aHai3ie: MiABUILEHHS aKTUBHOCTI
alaHiHaMiHOTpaHC(epas3u, migBuileHHS aKTUBHOCTI KOK KpoBi.

[ToBigoMIeHHS PO IMif03pI0BaHi M00iYHI peakiril

[ToBimoMnenHs npo mobiuHi peakilil micns peecTpariii 1ikapchKoro 3aco0y Ma€e BaXKIMBe 3HAUYEHHS.
Lle nae 3MOry IpOBOAUTYA MOHITOPUHT CHIBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
niKapchbKoro 3aco6y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIi TIOBiOMJISITH TIPO YCi BUITAAKHU Iif03PI0OBaHUX IMOOIYHMX Peakllii Ta
BifICYTHOCTi e(peKTUBHOCTI TiKapChKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpMaIliliHy CUCTEMY 3
bapmakoHarmsaay 3a mocunanusM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 2 POKHU.

YMmoBu 306epiranns. 30epiraTy B OpuriHaibHil yakoBIl npu TeMmepatypi He Buiie 30 °C.
30epiraTy B HEOOCTYIITHOMY OJISI [iTe MiCIIi.

YonakoBka. [1o 10 TabneTtok y Gmictepax, mo 3 6micTepu y KOpootii.

Karteropist Bimmycky. 3a peLenToM.

BupoOHUK.

Aptypa ®apmacerotikans I1sT. JITa.

Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJgpeca MicCIllsi IPOBaXKeHHsS HOro Jis/IbHOCTI.

1505 TlopTig Poyg, pi Citi CE3, CetsiBemy Manparn, Paion Yittop - 517 588, mrat AHfaXpa
[Ipapew, IHais.

3asiBHHUK.

Ananta Mepikeap JITa.


https://aisf.dec.gov.ua

Micne3HaxomKeHHsI 3asiBHHKa Ta/a00 mpeacTaBHUKA 3asiBHHKA.

Crior 1, 2 Creutmta Kopt, Imnepian Bapd, Tayumen Poan, ®ynxaMm, JlonmoH, Benuka bpurawnis.

IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHsI IiKapChbKOro 3acooy

JIIMICTHH 20

JIIMICTHH 40

(LIMISTIN 20

LIMISTIN 40)

Cknao:
ditoya pevosuHa: aTOPBaCTaTUH;
1 TaGneTKa MiCTUTh aTOPBACTATUHY KaJIbIlilo0 V IepepaxyBaHHi Ha aTropBacTaTul 20 mMr a6o 40 mr;

donomidicHi pewosuHu: KaJbllilo KapOOHAT; Ie/I0103a MiKpOKpHCTaliuHa; JTaKT03a,
MOHOTIApaT; HaTPil0 KPoCKapMes03a; moiicopdart 80; rimpoKCHUIIPOIIiIeToio3a; MarHio
cTeapart; TiAPOKCUIIPONIIMETHUIIIEII0/I03a; IIPOILIeHT JIIKOJIb; IOJIieTUIIeH I IiKoIb-6000;
TanbK; TUTany giokcup (E 171) - tabmetku mo 20 Mmr;

KaJblli0 KapOoHaT; 1Ie/II0/I03a MiKPOKPHUCTATiYHa; JTaKT03a, MOHOTIAPAT; HATPil0 KPOCKapMeso3a;
nosticop6aT 80; TigpOKCHUIIPOIIiNIIeNi0n03a; MarHilo cTeapaT; KPpOCIIOBiIOH; HATPil0 Taypuicynbdar;

TiAPOKCUIIPOMIIMETUIILENI0NI03a; TT0JieTUeHTniKoab-6000; TaneK; TUuTaHy miokcup (E 171) -
TabneTk# 1mo 40 mr.

JIikapcbka ¢opma. TabmeTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:



6imoro abo Matizke 6iTOTO KOILOPY KalCyIononiOHi TabeTKH, BKPHUTI MITiBKOBOIO 000JIOHKOIO, 3
PHUCKOI0 3 ofHOro 00Ky (Tabnetku mo 20 Mr);

6irmoro a6o Maiixke 6iI0T0 KOJIBOPY KPYTJIi ABOOMYKIIi TablIeTKM, BKPUTI MJTiBKOBOIO 060JI0HKOIO
(TabmeTku mo 40 mr).

®apmakoTepaneBTHYHA rpyma. linonimigemiyni 3acobu, MoHOKoMIOHeHTHI. [HTi6iTOpy ['MI -
KoA-penykra3u. Kog ATX C10A AOS.

dPapmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

ATOpBacTaTHH SBJISIE COO0I0 CHHTETUYHUY TiMOIimigeMigyHuii TiKapCchbKui 3aci0. ATOPBACTATHH €
inribitopoM 3-rimpokcu-3-metunriyrapun-kohpepmenty A (T'MI-KoA) penykTa3u, GepMeHTY, 110
KaTasisye nepetBopeHHss [MI'-KoA B MeBa/llOHAT - TOYAaTKOBUY Ta JIiIMiTyI0uui eTan 6i0CUHTE3y
X0JIECTEPUHY.

ATopBacTaTUH € CeIeKTUBHUM KOHKYPeHTHUM iHTibiTopoM 'MI-KoA-penykTrasu - hpepMeHTy, Bif
SIKOT'0 3aJIe3KUTh IIBUIKICTh IEPETBOPEHHS 3-TifPOKCHU-3-MEeTUNTIIyTapuiI-KopepMeHTy A B
MeBaJIOHaT, PeYOBUHY-IIONIEPEeNHUK CTEePOJIiB, Y TOMY YHCJIi XOJIeCTEPUHY.

B excnepuMeHTaIbHAX MOAENSAX Y TBAPKH aTOpBaCTaTHH 3HWXKYBaB PiBEHb X0JIECTEPUHY Ta
ninonpoTeiHiB y maa3Mi Kposi muisixoM inribyBanus y nevinii [MI-KoA-penyKTa3u i cuHTE3y
XOJIECTEPUHY Ta HIIAXOM 30ibllIeHHS KiTbKOCTI TeYiHKOBUX PEIeNTOPIB JIMONPOTEIHiB HU3bKO1
minbHOoCTi (JITTHIII) Ha moBepxHi KITiTUH [ IOCUJIEHHS IIOTIMHAHHS Ta KaTabonismy JITTHILI;
aToOpBacTaTUH TaKOXK 3MeHIyBaB npoaykyBaHHA JIITHII Ta KinbKIiCTh IUX YaCTUHOK.

ATopBacTaTuH, fK i ©0T0 AesKi MeTaboiTi, € papMaKoIoriYHO aKTUBHUM Y JTIOOUHHU. ['0JIOBHUM
MicIleM [il aTopBacTaTHHY € IediHKa, sIKa Bifirpa€ roJIoBHY pOJib Y CUHTE31 X0JIeCTEPUHY Ta KIlipeHCi
JITIHII. Jo3a npemnapaTy, Ha BigMiHYy Bif CHCTEMHOI KOHIIeHTpallil ITpenapaTy, Kpallle KOpenoe 3i
3MeHIIeHHsAM piBHA xonectepuny JIITHII. InguBinyansauii nigbip [o3u npemnaparty Ciif 3milficHIOBaTH
3aJ1eXKHO Bifl TepameBTUYHOI BifmoBiai (ouB. po3min «Cmocib 3acTOCyBaHHS Ta IO3U»).

dapmakoKiHemuka.

BcMOKTYBaHHA. ATOpBAaCTaTUH IBUAKO aOCOPOYETHCS IIiCIIsI IEPOPANIbHOTO IPUAOMY, HOT0
MaKCuMaJbHa KOHLIeHTpalis y m1a3Mi Kposi (C,,.,) Aocsaraerscs npotsaroM 1-2 rogus. CTymiHb
abcopOiril 3pocTae MPOMOPIIHHO 00 H03u IpenapaTy. A6cosoTHA 6i0JOCTYIIHICTh aTOPBACTATHHY
(BuximHwUit MikapchKuii 3aci6) ctaHOBUTH MpubIu3HO 14 %, a cucTeMHa 6i0fOCTYIIHICTH iHTi0y04Y01
akTuBHOCTI mono 'MI'-KoA-penykTa3u - mpubau3Ho 30 %. Hu3bKy CHCTEMHY JOCTYIIHICTH IIpenapaTy
TI0B’I3YIOTh i3 IEPECHCTEMHUM KITiPEHCOM Y CITM30Bil 000JIOHI IITYHKOBO-KHIITKOBOTO TPAKTy
Ta/abo mepencucTeMHOI0 6ioTpaHCcopMariiero y nedinii. Xoda i>ka 3MeHIIy€E IIBUAKICTh Ta CTYIiHb
abcop0iril mikapckKoro 3aco0y mpubnu3Ho Ha 25 % Ta 9 % BimmoBimHO, 3 OryIsgAy Ha MoKa3Huku C, . Ta
AUC (mmoma mifi KpBOIO «KOHIIEHTpallig-4ac») 3HUKeHHA piBHSA xonectepuny JIITHII noxibHe mpu
IPUIOMI Ipemnapary gK 3 XKelo, Tak i He3aleXKHo Bif BXXUBaHHA ixi. [Ipy 3acTocyBaHHI
aToOpBaCTaTHHY BBedepi 0ro KOHIEHTpallis y m1a3Mi KpoBi 6yna Hux4oro (mpubnu3uo Ha 30 % 3a
nokasHukamu C,,. ta AUC), HiX npu npurioMi BpaHii. OnHak 3HUKeHHS piBHA xonecTtepuny JIITHII €



OIHAaKOBUM He3aJIezKHO Bifl 4acy mpuitoMy mpenaparty (ouB. po3min «Cmocib 3aCcToCyBaHHS Ta JO3U»).

Posnopin. CepenHiit 06’eM Po3mofiny mpemnapaTty CTaHOBUTDH mpubau3Ho 381 mitp. [Tonam 98 %
aToOpBaCTaTHHY 3B’sI3yEThCS 3 OinKaMu 1my1a3Mu KpoBi. KoHIleHTpalliiiHe CIIiBBiTHOIIEHHS
KpPOB/IIJIa3Ma, III0 CTaHOBUTH Mpubau3Ho 0,25, BKa3ye Ha [ToTaHe IPOHUKHEHHS MperapaTy B
eputpouuTu. Ha mifcrasi criocTepekeHsb Y IIypiB BBAXKA€ETHCH, 1[0 aTOPBACTATUH 3TaTHUU
IIPOHUKATH y TPYIHE MOJIOKO (IuB. po3minu «IIpoTunokazanHs» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

MeTtaboii3M. [TpemapaT iHTEHCHBHO MeTab0IIi3yETHCS N0 OPTO- Ta MAParifpOKCUIbOBAHUX MOXITHUX
i pi3Hux npoayKTiB OeTa-oKMCHEeHH. [Ipu mocmimKeHHsX in vitro iHridyBanus I'MI-KoA-pegykTasu
OpTO- Ta MaparifpoKCUIL0BaHUMHU MeTabosliTaMu eKBiBaJleHTHe iHTi0yBaHHIO IIpernapaToM.
[Tpu6nusno 70 % mupKymoogol iHribiTopHol akTUBHOCTI om0 'MI-KoA-penykTa3u moB’si3aHo 3
aKTUBHUMU MeTabomiTamu. [JOCTigKeHHS in Vitro cBig4aTh PO BaXKJIUBICTh MeTab0Ii3My
atopBacTaTUHy HUTOXpoMoM P450 3A4, 1m0 y3rogXKyeThCA 3 MiIBUIEHOK KOHIIEHTPALIE0 IpernapaTy
y IJ1a3Mi KpOBi JTIOAUHM ITiC/IS OMHOYACHOTO 3aCTOCYBAaHHS 3 EPUTPOMIIIMHOM, BimoMuM iHTiGiTOpOM
II,OT0 i30epMeHTY (OUB. po3din «B3aemopmist 3 iHIMMU JTiKapChbKUMU 3aco0aMy Ta iHIII BUOU
B3aEMOJIIN»).

Exckpellis. ATopBaCTaTWH Ta HOro MeTaboliTé BUBOAATHCS T'OJIOBHUM YUHOM 3 JKOBYIO ITiCIIS
IIeYiHKOBOTO Ta/4u 1M03anevyiHKoBOro MeTabosi3aMy, OmHAK Ie¥ Iperapart, 04eBUIHO, He 3a3HaE
KHUIITKOBO-TIeYiHKOBOI pelupKynsanil. CepeqHili mepion HamiBBUBEOEeHHS IIpenapaTy 3 IIa3MHu KPOBi
JIOOUHY CTAHOBUTH MpubIU3HO 14 romuH, ane nepion HamiB3MeHINeHHS iHTi0iTOPHOI aKTUBHOCTI
mopo 'MI-KoA-penykTa3u ctaHoBUTh Biff 20 1o 30 roguH Yepe3 BIIJIUB aKTUBHUX MeTa0oIiTiB. [Ticns
[IepPOpaIbHOTO NIPUIOMY IIpernapary i3 cedero BUAUISEThCS MeHIle HixX 2 % [o3u.

ATopBacTaTuH € CyOCTPaTOM MEeYiHKOBUX TPAHCIIOPTEPIB, OPTaHiYHOT0 aHiOH-
TpaHcmopTyouoro nominentuny 1B1 (OATP1B1) ta 1B3 (OATP1B3). MeTtaboritu
atopBacTtaTuny € cybctpatamu OATP1B1. ATopBacTaTHH TaKOX imeHTU(DIKYETHCS SK
cybcTpat Oinka pe3ucTeHTHOCTI Ao Jikapchkux 3acobiB 1 (MDR1) Ta 6inika pe3uCTEHTHOCTI
no paky Mono4Hoil 3ano3u (BCRP), skuit Moxke 00MeXkKyBaTH KUIIKOBE BCMOKTYBaHHS Ta
JKOBUHHUMU KJIIPEHC aTOpBaCTaTUHY.

Ocob.ausi nonyasauyii nayieHmis

[NanieHTy miTHBOrO BiKy. KOHIIEHTpAllis Mpemapary y mia3Mi KpoBi € BUIIOIO (MTPUOIU3HO

40 % pnsa C,,., Ta 30 % onsa AUC) y 3mopoBux fOOPOBOJIBLIIB JIITHROTO BiKY (BiKOM Bif

65 poKiB), HiXK y MoIoguxX mOpociux mnamieHTiB. KmiHiuni maHi cBimyaTh mpo OiNbLUINN CTYITiHb
3unxkenHs JITTHII nmpu 3acTocyBaHHi OyOb-9KOi 03U IpenapaTy y MallieHTiB JIiTHbOTO BiKY
IIOPiBHSHO 3 MOJIOOUMH TallieHTaMu (OuB. po3mdin «OcobIMBOCTiI 3aCTOCYBAHHSI »).

LiTH. VSIBHUH KITipeHC IPY IepopaaIbHOMY MPUHAOMi aTOPBACTATHHY B [iTEW BUSBUBCS IMOMiOHUM [0
KJIipeHCY B JOPOCIUX IIpU MaciiTabyBaHHI alloOMeTPUYHO 3a MacoI0 Tijla, OCKiIbKYM Maca Tina Oyna
€OVHOIO 3HAYHOIO KOBapiaTOIO B MOMYJIALINHIN (hapMaKOKiHETHYHIM MOJeIi aTOpBacTaTHHY i3
OaHVMM, SIKi BKITI04YalIu OiTel i3 reTepo3uroTHOI CIMEMHOI0 TimepxonecTepruHeMieio (BikoM Big 10 go
17 pokis, n = 29), y BiIKpUTOMY 8-TUXKHEBOMY OOCIiKEHHI.

CraTb. KoHIleHTpallis Mpemapary y maa3Mi KpPoBi XKiHOK BiIpi3HSIETHCS Bifl TAKOI Y YONIOBIKiB
(mpubmu3Ho Ha 20 % Bulle 3a MoKa3HUKOM Cmax Ta Ha 10 % Huxk4Ye 3a mokasHukoMm AUC). OgHak
HeMa€ K/IiHIYHO 3Ha4yIol BiGMIHHOCTI ¥ 3HUXKeHHI piBHA xonecTepuny JITTHII npu 3acTocyBaHHi
npenapary y Y0JIOBiKiB Ta XKiHOK.



[TopymmeHHS QYHKII HUPOK. 3aXBOPIOBAHHS HUPOK He BIIUBAIOTh Ha KOHIIEHTPAIi0
aTopBacTaTHHY Y IJIa3Mi KpoBi a60 Ha 3HUKEHHS X0JIeCTEPUHY JIIONPOTEIHIB HU3BKOI IIiIbHOCTI

(XC-JITTHILI), ToMy KOPUTYBaHHS OO3U IIpenapaTy OJis MallieHTiB i3 mopyleHHaMu (QYHKIIiI HUPOK He
noTpibHe (ouB. po3ainu «Ocob0MMBOCTI 3acToCyBaHHA» Ta «Crocib 3aCcTOCyBaHHS Ta HO3U»).

['eMmopmiani3. He3Baxarouu Ha Te, 10 3@ YYACTIO TMAI[iEHTIB i3 TepMiHAIbHOI CTAIi€I0 3aXBOPIOBAHHS
HUPOK JOCJIIXKEeHHS He IPOBONUINCH, BBAXKAETHCS, 1110 TeMOiai3 He MigBUIy€e 3HaYyIlUM YHHOM
KJIipeHC aTopBaCTaTHHY, OCKiJIbKHU IIpenapaT iHTeHCUBHO 3B’SI3yE€ThCS 3 OiTKaMu IJTa3MU KPOBI.

[leyiHKOBa HeqOCTaTHICThL. KoHIleHTpallis mpenapary y maa3Mi KpoBi MOMITHO MigBUIIEHA Y
NALiEHTIB i3 XPOHIYHOIO alKOT0IbHOIO XBOp0oOoIo neuinku. Cmax Ta AUC y 4 pa3u BUllli y Nalli€eHTiB
i3 3aXBOPIOBaHHAM IEYiHKHU KJlacy A 3a mkasow Yaunma — [1°10. Y nari€eHTiB i3 3aXBOPIOBAHHAM
nevinku Kiacy B 3a mkasmomo Yattnma - [1'0 C,,, Ta AUC migBuiy0ThCa Ipubnu3Ho y 16 ta 11
pa3iB BiAMmoBigHO (OUB. PO3min «[IPOTUIOKA3AHHS»).

[TocmimkeHHsT B3a€MOJIil TikapChbKUX 3aC00iB. ATOpBAcCTaTUH € CyOCTPAaTOM IeYiHKOBUX
tpaHcnopTepiB, OATP1B1- ta OATP1B3-tpancnoprepiB. MeTabomiTi aTOpBaCTaTUHY €
cyoctpatamu OATP1B1. ATopBacTaTHH TaKOXK ifeHTU(DIKYETHCI IK CyOCTpaT epIIOKCHOTO
TpaHcmopTepa 6ifika pe3uCTEHTHOCTI paky MoJo4Hoil 3ano3u (BCRP), skuit Mmoxe
o0MeXKyBaT! KUIIKOBY a0CcOpOIliio i ;KOBUHMIM KJTipEHC aTOpPBaCTaTHHY.

Tabmuns 1

BB 0ofHOYaCHO 3aCTOCOBYBaHUX IIpelapariB Ha (papMaKOKiHEeTUKY aTOPBACTaTUHY

OnmHOYaCHO 3aCTOCOBYBaHI ATOpBaCTaTUH
[IpeTapaTy Ta PeKKUM A03yBaHHA CriBBigHOIIeHHST |CHiBBiIHOIIEHHS
IMo3a (Mr) & &
AUC Cnax
*IIuknocnopuH 5,2 Mr/Kr/moby, 10 mr 1 pa3 Ha go0y
) ) 8,69 10,66
cTabinbHa mo3a BIIPOJIOBXK 28 MHIB
*Tunpanasip 500 Mr 2 pa3u Ha g00y/
putonasip 200 mr 2 pa3u Ha moby, |10 Mr ogHOpa30Bo 9,36 8,58
7 mHiB
*T'nekampesip 400 mr 1 pa3 Ha mo0y/
nibpenTacsip 120 mr 1 pa3 Ha #o0y, 10 wr 1 pas3 na FOGY 8,28 22,00
. BIPOOOBXK 7 MHIB
7 nHiB
#: . .
Tena_npeBlp 750 Mr KoxHi 8 roguH, 20 Mr OHOPA30BO 7.88 10,60
10 gHiB
**Caksinasip 400 Mr 2 pa3u Ha go0y/
putoHasip 400 Mr 2 pa3u Ha m00y, 0 vr 1 pas Ea g06y 3,93 4,31
. BOPOOOBX 4 MHIB
15 mgHiB
*En6acsip 50 mr 1 pa3 Ha 1o0y/
rpa3onpesip 200 mr 1 pa3 Ha o6y, |10 Mr ogHOpa30BoO 1,94 4,34
13 mHiB
# .
Cumenpesip 150 mr 1 pas 52 #06Y, |14 \r oruopasoso 2,12 1,70
10 gHiB
*Knapurpominus 500 mr 2 pasu Ha |80 Mr 1 pa3 Ha moGy
. : 4,54 5,38
no0y, 9 mHiB BIIPOAOBXK 8 OHIB




*Mapynasip 300 Mr 2 pa3u Ha g00y/

10 mr 1 pa3 Ha goby

2 TUXKHI

BIIPOLOBXK 2 TUXKHIB

pHTqHaBip 100 mr 2 pas3u Ha mo0y, BIPOTOBXK 4 HiB 3,45 2,25
O nHiB
#
41;[1){?K0Ha30H 200 mr 1 pa3 Ha go0y, 40 Mr 0THODA30BO 3,32 1,20
JIeTepMOBlp 480 mr 1 pa3 Ha o0y, 20 Mr OEEODA30RO 3,29 D17
10 gHiB
*®ocammpenasip 700 Mr 2 pa3u Ha
noOy/puTtoHasip 100 mr 2 pa3u Ha 10 wr 1 pas #a .I[OGY 2,53 2,84
. BIIPOJIOBXK 4 OHIB

no6y, 14 guiB
*®ocamnpenasip 1400 mr 2 pasu Ha |10 Mr 1 pa3 Ha noGy 2 30 4 04
moOy, 14 mHiB BIIPOMIOBXK 4 MHIB ’ ’
*Hendinasip 1250 Mr 2 pas3u Ha 10 mr 1 pa3 Ha go0y 174 ) 29
mo0y, 14 guiB BIIPOAOBXK 28 OHIB ’ ’
4 o o .

['peiitndpyToBui cik, 240 M 1 pas 40 wr 1 pas Ha 106y |1,37 1,16
Ha Jo0y*
,]:[I/IJ'ITl'a3eM 240 mr 1 pa3 Ha 1006y, 40 mr 1 pas sa moby |1,51 1.00
28 nHiB
E;;I;I{Tisomunﬁ 500 Mr 4 pa3u Ha 7006y, 10 mr 1 pas ra 106y [1,33 1,38
Amnopunin 10 Mr, pa3oBa f03a 80 mr 1 pa3 Ha moby |1,18 0,91
Linmetunun 300 mr 4 pa3u Ha goOy, |10 mr 1 pa3 Ha o6y 100 0 89

Konectunon 10 r 2 pa3u Ha o0y, 24
THUXKHI

40 mr 1 pa3 Ha o6y
BIOPOOOBX 8 THXKHIB

He 3acTOCOBYETBECS

0,74

Maanokc TC® 30 mn 4 pa3u Ha 100y,

10 mr 1 pa3 Ha goby

JOHIB ***¥

BIOPOOOBX 7 OHIB

) ) 0,66 0,67

17 pHiB BIIPOZOBXK 15 gHIB
Edagipens 600 mr 1 pa3 Ha #o0y, 10 mr BrpomoBx 3 059 101
14 muis MHiB ’ !
*Pudammin 600 mr 1 pas Ha n00y,
7 OHiB (IpU OOHOYACHOMY 40 mr 1 pa3 Ha goOy 1,12 2,90
3aCTOCyBaHHi) "
# .

Pn(pammﬁ 600 mr 1 pa3 HaT no0y, 40 Mr 1 pas a 106y 0,20 0,60
5 mHiB (OKpEMUMHM N03aMu)
# .

FeM(blﬁpO.SI/IJ'I 600 Mr 2 pa3u Ha 40 mr 1 pas ma 706y [1,35 1.00
no0Oy, 7 OHIiB
# .
JIiieBH0(1)16paT 160 mr 1 pas Ha mo6y, 7 40 mr 1 pas sa 1By [1,03 1,02
# .
7B:;(;Hpe31p 800 mr 3 pa3u Ha 1006y, 40 mr 1 pas sa by [2,32 ) 66
['nekamnpesip 400 mr 1 pa3 Ha goOy/
miopenTacBip 120 mr 1 pa3 Ha #o0y, 10 wr 1 pa3 ra no6y 8.3 -

*En6acsip 50 mr 1 pa3 Ha 1o0y/
rpa3omnpesin 200 mr 1 pa3 Ha 100y,
13 mHiB

10 Mr 2 pasu Ha goOy

1.95

& CriBBiIHOIIIEHHS 3a METOMAMHU JTiKyBaHHS (OOHOYACHE 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y 3

dTOpPBaCTaTHHOM HOpiBHfIHO i3 3aCTOCYBAaHHSAM aTOPBACTATHUHY OerMO).

[7ng oTprMaHH4 iHGopMaIllil TPo KIiHIYHY 3HAYYIIiCTh AUB. po3ainu «B3aeMopmis 3 iHIMMu

nmiKapchbKuMU 3acobaMu Ta iHII BUAU B3aeMOfin» Ta «OCOOIMBOCTI 3aCTOCYBaHHS».




*  TloBimommsimocs npo Ginbiri nigBuierHs AUC (cmiBBigHomenHs AUC mo 2,5) Ta/abo C,,,,
(cmiBBigHOmEHHS C,,, 0 1,71) mpu HagMipHOMY CIIOKMBaHHI rpedndpyToBoro coky (750 mi - 1,2
niTpa Ha moby abo Oinblie).

** CHiBBigHOIIEHHS, 1[0 I'PYHTYETHCS Ha OOUHUYHIY BUOIpII, B35Tiil uepe3 8-16 roguH micnis
3aCTOCYBaHHS [O3U.

***OpmHOUYacHe NTiKyBaHHS IpellapaTaMy IeKalpeBip/mi6peHTacBip IPOTUIIOKa3aHe (OUB. PO3MiT
«ITpoTUTIOKa3aHHS»).

" Yepes MexaHi3M IOABIHOI B3a€MOfIii prdaMIiHy peKOMEHIYEThCS OTHOYACHE 3aCTOCYBAaHHS

aTopBacTaTUHY 3 pubaMIIiHOM, OCKiIbKM OyJI0 IT0Ka3aHo, 110 BifCTPOYEHUI IPUNOM aTOPBACTaTUHY
IicyI 3aCTOCYyBaHHS pUGaMIIiHy OB’ I3aHUM 3i 3HAUHUM 3HUKEHHSIM KOHIIEHTpallil aTOpBaCTaTUHY Y
I1J1a3Mi KPOBi.

¥ Tosa kom06iHamii npenapariB CakBiHaBip PUTOHABIP Y LILOMY FOCIIIZKEeHH] HEe € KITiHiYHO

3aCTOCOBYBaHOIO [03010. [TiBUIIeHHS €KCII03UIlil aTOpBaCTATUHY IIPU 3aCTOCYBaHHI y KITIHIYHUX
yMOBaX, iMOBipHO, Oy[e BUIIUM, HiX Te, III0 CIIOCTepiranocs y I[boMy AOCigxKeHHi. ToMmy
3aCTOCOBYBATH IIpemapar cjiif 3 00epexKHICTIO Ta Yy HaWHUKYil HeoOXimHi#i m03i.

Tabnuns 2

BruB aTopBacTaTHHY Ha (GapMaKOKiHETUKY OJHOYACHO 3aCTOCOBYBAHUX JIiIKapChKUX 3ac00iB

ATOpBacTaTUH OmgHOYAaCHO 3aCTOCOBYBAHUM JTiKAPChKUM 3aCi0 Ta peKUM HO3yBaHHS
Mpemapat/mo3a (Mr) CrisBigHomienHs |CIiBBiZHOIIEHHS

perapatin AUC o

80 mr 1 pa3 Ha

no0Oy BrponoBxX 15 |ArTumipua 600 Mr omHOPa3oBo 1,03 0,89

TTHiB

80 mr 1 pa3 Ha

oGy Brupomosx 10 [*Murokcun 0,25 mr 1 pas Ha no0y, 20 guis |1,15 1,20

HIB

40 mr 1 pas Ha [lepopasibHi KOHTpalenTyusu 1 pa3 Ha

106y Bripomosx 22 [F00Y, 2 Micai: 1,28 1,23

) - HOPETUCTEPOH 1 Mr;
MHiB . . 1,19 1,30
- eTUHIIEeCTPafion 35 MKT

10 mr 1 pa3 Ha Tunpanasip 500 mr 2 pa3u Ha 7o0y/ 108 0 96

no0y putoHaBip 200 Mr 2 pa3u Ha mo0y, 7 oHiB |’ ’

10 mr 1 pa3 Ha .

106y BIDOTOBX f:cal\.fll'[peHaBlp 1400 mr 2 pa3u Ha mo0y, 0,73 0,82

4 nHiB AIELB

10 Mr 1 pa3 Ha .

e CDocaaneHaBlp 700 Mr 2 pa3u Ha mo0y/ o909 0,04

A nis putoHasip 100 mr 2 pa3u Ha go0y, 14 gHiB

#

g oTpuMaHH4 iHGopMaIllil Tpo KIiHIYHY 3HAYYIIiCTh OUB. PO3AiNn «B3aeMofia 3 iHIIMMU
JiKapChKUMH 3acobaMu Ta iHIIi BUIKM B3aEMOIiN».



Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.
3anobizaHHsA cepueso-CyOUHHUM 3aX80PHOBAHHAM Y 00POCAUX

[ns mopocnux malieHTiB 0e3 KIiHiYHO BUpaXKeHoi irmeMigyHol XBopoOu cepiis, aie 3 AeKilbkoMa
(dhakTOpaMu pU3UKY PO3BUTKY illIeMiuHOI XBOPOOU CePIIsl, TAKUMHU SIK BiK, TIOTIOHOIATIHHS,
apTepianbHa rimepTeH3is, HU3bKUM PiBeHb JinonpoTeiniB Bucokoi urinbHOoCTi (JITIBII) abo HasgBHICTD
PaHHKBOI iMmeMiyHOI XBOpoOU cepIsl y ciMeHOMY aHaMHe3i, ITperapaT IToKa3aHu [Is:

- 3MEHIIEeHHSI pU3UKY BUHUKHEHHS iHPapKTy MioKapaa;

- 3MEeHIIIEeHHSI PU3UKY BUHUKHEHHS iHCYTIbTY;

- 3MEHIIEeHHSI pU3UKY IIPOBEMIeHHS MIPOIeNyp PeBacKysgpu3allii Ta CTeHOKapii.

I mopocnux MalieHTiB, XBOPUX Ha 1yKposuii giabet I Tumy Ta 63 KiIiHiYHO BUpaXKeHOI imeMivyHoi
XBOpOoOU ceplis, aje 3 KiTbKoMa (paKTopaMu PU3UKY PO3BUTKY illleMiyHOI XBOPOOHU Ceplsi, TAKUMHU SIK
peTuHomaTis, ankOyMiHypis, TIOTIOHOMaMiHHSA ab0 apTepianbHa rinepTeH3is, npenapaT IoKa3aHUN
OIS

- 3MEeHIIEeHHSI PU3UKY BUHUKHEHHS iHpapKTy MioKapaa;

- 3MEHIIeHHS PU3UKY BUHUKHEHHS iHCYJIbTY.

Il mamieHTiB i3 KIiHIYHO BUPaXKeHOI0 illeMivHO0 XBOPo0O0I0 CepIls mpemnapaT MOKa3aHuM [JIs:

- 3MeHILIeHHSI pU3UKy BUHUKHEHHS HeJleTallbHOTo iHpapKTy MioKap[a;

- 3MEHILIEeHHS PU3UKY BUHUKHEHHS JIETaJIbHOI'O Ta HeJIeTalbHOTO iHCYMIbTY;

- 3MeHIIIeHHSI PU3UKY IPOBEEeHHS IPOLIEeAYP PeBacKyIapHu3aliil;

- 3MeHIIIeHHSI PU3UKY TOCIIiTanmi3alii y 3B’ 3Ky i3 3aCTiiHOIO CEpIIeBOI0 HEJIOCTATHICTIO;

- 3MEHIIEHHSI PU3UKY BUHUKHEHHS CTEHOKapP/Iii.

I'inepainidemis

Y Oopocaux nauienmis

- ¢IK mOTIOBHEHHS [0 Mi€TH, 1100 3MEHIIUTH MigBUINEHUN PiBeHb 3arajIbHOT'0 XOIECTEPUHY,
xonectepuny JIITHII, anomninonpoTeiny B Ta TpurmilepumiB, a TaKOXK AJIS MiIBUINEHHS PiBHS
X0JIECTEPUHY JIMTOMPOTEIHIB BUCOKOI 1IinbHOCTI (XC-JITIBIII) y narmi€eHTiB i3 mepBUHHOIO
rilepxoiecTepUHEMIEI0 (TeTEPO3UTOTHOIO CIMEMHOIO Ta HECIMEWHO0) Ta 3MIIIIaHO0 JUCIIMiIeMi€t0

(tTunu ITa Ta IIb 3a knmacudikarieo ®pempikcoHa).

- fIK mOTIOBHEHHS [0 OiE€TH A JIiKyBaHHS IMALi€HTIB i3 MiABUIEHUM PiBHEM TPUTJIiLIEPUMIIB Y
cupoBartili KpoBi (tun IV 3a knacudikanieio ®penpikcona).

- Ins nikyBaHHS MallieHTIiB i3 nepBUHHOI OucOeTaninonporeinemMieto (tum III 3a Knacudikaiiieio
®penpikcoHa) y BUIafiKaX, KOJIM JOTPUMaHHS Ji€TH € HEIOCTaTHBO €(EeKTUBHUM.



- [lns 3MeHIIeHHS 3arajabHOro xojaectepury Ta XC-JIITHII y nanieHTiB i3 TOMO3UTOTHOO
CiMEHHOIO TillepXoIeCTEPUHEMIEI0 SIK JOTIOBHEHHS [0 iHIIUX TiMOJIiNigeMiYHUX METOLIB JIiKyBaHHS
(Hanpuknag, adepes JITTHII) a6o SKIO Taki MeTOOH JTiKyBaHHS HELOCTYIIHI.

Y oimeti

- fIX mOTOBHEHHS [0 AIETU AJIS 3MEHILIEeHHS PiBHS 3arajabHOro xonectepuny, XC-JITTHIII ta
anomninonpoteiny B y mite#t BikoM Big 10 go 17 pokiB i3 reTepO3UTr0THOO CiMENHOI0
rimepxoecTeprHeMi€l0, SKIIO MMiCA BiATIOBIAHOI Ji€eToTeparil pe3ynbTaTH aHali3iB TakKi:

a) xonectepud JITTHII 3anumaetses 3190 mr/on (4,91 mMoss/i) abo
6) xonmectepus JIMTHII 3160 mr/an (4,14 MMonb/n) Ta:
y ciMelitHOMY aHaMHe3i HasiBHI paHHi ceplleBO-CyIUHHI 3aXBOPIOBaHHS abo

nBa abo Oinbie iHIMX HAKTOPiB PU3UKY PO3BUTKY CEPILEBO-CYIUHHUX 3aXBOPIOBAHb
HasBHI y ITAlll€HTIB QUTAYOIO BIKY.

IIpomunoka3aHHs.

AKTVBHe 3aXBOPIOBaHHS MEYiHKHU, IKe MOXKe BKJII0YaTH CTiiKe MigBUIIEeHHS PiBHSA
IeYiHKOBUX TPaHCaMiHa3 HeBigoMol eTiosorii.

['inmepuyTnuBicTh 0O OYIb-IKOTO 3 KOMIIOHEHTIB I[bOTO JIiIKapChKOT0 3ac00y.
[Iepiom BariTHOCTI.
[Tepion romyBaHHS IPYLLIO.

OnHouacHe NiKyBaHHS TPOTUBIPYCHUMMU TIpeNapaTaMy IyieKanpeBip/mibpenTacsip npotu renatuty C.

B3aemodia 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

Pu3uk po3BUTKY MiomaTil B IpoLiecCi TiKyBaHHS CTaTHHAMMU MiABUIYETHCS V Pa3i 0MHOYACHOT O
3aCTOCYBaHHS MOXimHUX GiOPOEBOI KUCIIOTH, MimimoMoaudikyounx [103 HialluHy, IUKIIOCIIOPUHY a0o
noTyxkHuX iHridiTopis CYP 3A4 (Hanmpukiiaf, KIapuTpoMinuny, iHribiTopiB mpoteasu BIJI i Bipycy
rernatuty C Ta iTpakoHa3oiy) (muB. po3ninu «dapMakonoriydi BmacTuBocTi» Ta «Ocob6MMBOCTi
3aCTOCYBaHHS»).

ITomyoicHi iH2i6imopu CYP 3A4 . AtopsacTaTu MeTaGomi3yeTbest muToxpoMoM P450 3A4 (CYP3A4)
i € cyOCcTpaToM Ie4iHKOBUX TPAHCIIOPTEPiB, OPraHiYHOTO aHiOH-TPAHCIIOPTYIOYOT0
noninentuny 1B1 (OATP1B1) ta 1B3 (OATP1B3). Metaboniti aTopBacTaTHHY € Cy6CTpaTaMu
OATP1B1. ATopBacTaTH TaKOXK ieHTUGIKYETbCS IK cyOcTpaT 6ifika pe3uCTEHTHOCTI 0 JTiKapChKUX
3aco6iB 1 (MDR1) Ta 6ifika pe3uCTEeHTHOCTI [0 paKy MoJioyHoi 3ai03u (BCRP), sakuit Moxe
00MeXKyBaTH KHUIIIKOBE BCMOKTYBAHHS Ta JKOBUHHH KJTiDEHC aTOPBACTATUHY (OUB. PO3MiN
«®apMaKOJIOTiYHi BIaCTUBOCTI»).



OpHOYacHe 3aCTOCYBaHHS aTOpPBaCTaTHHY 3 MOTyKHUMHU iHTiOiTopamu CYP 3A4 MoXKe IPU3BECTU [0
TiBUIIIEHHS KOHIIEHTPAllil aTOpBacTaTUHY B IJIa3Mi KpPoBi (IuB. Tabnuilio 3 Ta feTanbHy iHGOpMaIlio,
HaBefeHy HUXK4e). CTymiHb B3a€EMOZI1 Ta MiCUIEHHS [il 3a7exkaTh Biff MOXKJIMUBOCTI BIIJIUBY Ha

CYP 3A4. Crig 1o MOXKJIMBOCTI YHUKATH OOHOYACHOI'0 3aCTOCYBaHHS IIpenapary 3 HOTYyKHUMU
inribiTopamu CYP3A4 (HampuKiaf, i3 HUKIJIOCIIOPUHOM, TEJIITPOMIIIMHOM, KITAaPUTPOMIIIUHOM,
feaBipAMHOM, CTUPUIIEHTOJIOM, KETOKOHA30JI0M, BOPMKOHA30JI0M, iTPaKOHa30JI0M, I0CAaKOHA30JI0M,
OesKUMU IPOTUBIPYCHUMU IIpenapaTaMu ajid JikyBaHHd renatuty C (BI'C) (Hanpukmap,
enbacBipy/rpa3omnpeBipy) Ta inribitopamu npoteas BIJI, y ToMy 4ucsi puTOHaABipOM, JTOIiHABipOM,
aTa3aHaBipoM, iHAMHABIPOM, fapyHaBipoM). AKI[0 HEMOXK/INBO YHUKHYTH OOJHOYACHOTO 3aCTOCYBaHHS
IIUX IIpelaparTiB 3 aTOpPBaCTaTUHOM, CJIifl PO3TJISHYTH MOXKJIUBICTh 3aCTOCYBaHHS MEHINOI TI09aTKOBOI
Ta MaKCUMAaJIbHOI 103 aTOpPBaCTaTHHY. TaK0XK PEKOMEHAYETHCS IPOBOAUTY HaJIeXKHUU KITiHIYHUN
MOHITOPUHT CTaHY NallieHTa (aIuB. TabmuIlo 3).

[TomipHi inri6iTopu CYP3A4 (Hanpukiiaj, epUTPOMIIIMH, AUITia3eM, BepanaMin Ta GIyKoHa30)
MOXKYTb ITiIBUIIYBATH KOHIIEHTPAIIil0 aTOPBACTAaTUHY B IIa3Mi KpoBi (muB. Tabnuiio 1). OmHoYacHe
3aCTOCYBaHHSI ePUTPOMILIMHY Ta CTAaTHHIB CYIIPOBOOXKYETHCS MiABUIIIEHHSM PU3UKY PO3BUTKY
Mmiomartii. [JocnimkeHb B3aEMOIii TikapchKuX 3ac0o0iB [ OLIHKY BIIJIUBY aMioflapoHy a0 Bepamaminy
Ha aToOpBacTaTUH He IIpoBoguIu. Bigomo, 1110 aMiogapoH Ta BepanaMisl IPUrHi4yI0Th aKTUBHICTh
CYP3A4, ToMmy ogHOYaCHe 3aCTOCYBaHHA ILIUX IIpPenapaTiB 3 aTOpBaCTaTUHOM MOXKe IIPU3BECTU [0
30iNbIIIEHHS €KCIIO3UIlil aTOpBAaCTaTUHY. TaKUM YHHOM, IIPU OOHOYACHOMY 3aCTOCYBaHHI
aToOpBaCTaTHUHY Ta UUX MoMipHUX iHri6iTopiB CYP3A4 cnif po3T/sSHYTH MOXKIIMBICTh MPU3HAYEHHS
MEHIIINX MaKCHMaJIbHUX 103 aTOPBAaCTaTUHY Ta IIPOBEEHHS KIIiHiYHOT0 MOHITOPUHTY CTaHy
narieHTa. TakoX KJIiHIYHUI MOHITOPUHT CTaHy HallieHTa pEeKOMEHO0BaHO IIPOBOOUTH IIiC/IS II0YaTKY
niKyBaHHS iHTiOiTOpOoM abo micisg KOpeKIlil #10ro [03H.

I'petingppymosull cik

Mictuth oguH abo Oinblile KOMIIOHEHTIB, 1110 iHri6yioTh CYP 3A4 Ta MOXKYTh HiIBUIYBaTH
KOHIIEHTPAIIil0 aTOPBAaCTAaTHHY B IJIa3Mi KPOBi, 0COOIMBO MPX HafIMipHOMY CIIOKMBaHHI
rpeundpyroBoro coky (6ineie 1,2 miTpa Ha mo6y).

KaapumpomiyuH

3uaueHHsa AUC aTopBaCTaTUHY 3HAYHO ITigBUIIYBAJIOCH IIPU OLHOYACHOMY 3aCTOCYBaHHI
aTtopBacTaTHHY B 03i 80 Mr Ta kimaputpoMinuny (500 Mr 2 pa3u Ha fo0y) MOPiBHSHO i3
3aCTOCYBaHHSIM TiIbKM aTopBacTaTuHy. OTXKe, MallieHTaM, gKi 3aCTOCOBYIOTh KJIaPUTPOMIIIUH, CITiT 3
00epexkKHiCTI0O 3aCTOCOBYBaTH aTOpBacTaTuH y fo3i Buile 20 Mr (gus. po3ginu «Oco0amuBOCTI
3acTocyBaHHSI» Ta «Croci6 3aCTOCYBaHHS Ta IO3U»).

KombiHauis iHeibimopie npomea3s

3uauenHsa AUC aTopBacTaTUHYy 3HAYHO MiIBUIIYBAJIOCh IPU ONHOYACHOMY 3aCTOCYBaHHI
aTopBacTaTHHY 3 JeKiTlbkoMa KoMOiHauigMu iHribiTopiB nmpoTeas3u (gus. po3pin «dapmMakonorigsi
BJIaCTUBOCTI»). [lauienTaMm, sKi mpuiiMalTh TUIIPaHaBip pUTOHaBip abo riekanpesip mibpeHTacBip,
CJIil yHAKATHU OJHOYACHOT0 3aCTOCYBaHHS aTopBacTaTuHy. [lallieHTaM, sIKi IPUKUMalOTh JIOMiHABIP
puToHaBip abo cUMeIpeRBip, Ipenapar CJIifl 3aCTOCOBYBaTH Y HAWHUXKYiN HeoOXimHil mo3i. s
MAIli€HTIB, SKi MIPUIMalOTh CaKBiHABIP PUTOHABIP, JapyHaBip pUTOHaBIp, pocaMIpeHasip,
(dbocamMpeHaBip puToHaBip abo enbacBip rpa3omnpeBip, fo3a IpenapaTy He MOBUHHA II€PEeBUIYBATH
20 mr. [Tpu 3acTocyBaHHI NallieHTaM, sKi IpuiiMaTh HeldiHaBip, 4o3a IpelapaTy He IOBUHHA
nepeBuinyBaTy 40 Mr, a TaKOXK PEeKOMEHIYETLCS IIPOBEIEeHHs PeTeJIbHOI0 KIIIHIYHOTO0 MOHITOPUHTY
namieHTiB (quB. po3minu «Oco6auBOCTI 3acToCyBaHHS» Ta «CI0Ci0 3aCTOCYBaHHS Ta JO3U»).



Impakonason

3uauenHsa AUC aTopBacTaTUHYy 3HAYHO MiIBUILYBAJIOCS [IPYA ONHOYACHOMY 3aCTOCYBaHHI
aTopBacTaTUHY y 1031 40 Mr Ta iTpakoHa3omy y go3i 200 mr (guB. po3ain «PapmMakoIoriyHi
BJIACTUBOCTI»). OTXKe, NallieHTaM, sKi 3aCTOCOBYIOTh iTPaKOHA301, CJIifi 0yTH 00epeKHUMHU, SKII0
mo3a aTopBacTaTHHY nepesuinye 20 mMr (oqus. po3minu «Oco6auBOCTI 3acToCyBaHHS» Ta «C1oci0
3aCTOCYBaHHS Ta JO3W»).

IukaocnopuH

ATopBacTaTuH € cyOCTpaTOM IeYiHKOBUX TPaHCIOPTepiB. MeTaboniTu aTopBacTaTuHy € cybcTpaTaMu
tpaHcnoptepa OATP1B1. Iuribitopu OATP1B1 (manmpukiaf, MUKIOCIOPUH) MOXKYTh IMiABUIIYBATH
6iomocTynHicTh aTopBacTaTuHy. 3HaueHHSI AUC aTopBacTaTUHY 3HAYHO ITiIBUITYBaJIOCS TIPH
OJHOYAaCHOMY 3aCTOCYBaHHi aTopBacTaTHHY B 103i 10 MI Ta IMKJIOCTIOPHHY B 03i 5,2 Mr/Kr/moby
IIOPIBHAHO i3 3aCTOCYBaHHSIM TiJIbKM aTOPBaCTaTUHY (OUB. po30isl «®apMaKOIOTidHi BIaCTUBOCTI»).
Crig yHMKaTH OJJHOYACHOTO 3aCTOCYBaHHS mpenapaty JIIMiCTHH Ta IUKIIOCIOPUHY (AUB. PO3OiN
«OCc06IUBOCTI 3aCTOCYBaHHS»).

Jlemepmosgip. OgHOYaCHEe 3aCTOCYBaHHS aTopBacTaTUHY B 031 20 MI' Ta 1eTepMOBIpY B [03i
480 mr Ha mo0y IPU3BOAMIIO [0 MiABUINEHHS PiBHSA BIIJIUBY aTOPBACTATHHY (CIiBBigHOIIEHHS
AUC:3,29) (guB. po3min «®apMakKOKiHETHKA»).

JleTepMoBip € inribiTopoM edmiokcHux Tpancnoptepis P-gp, BCRP, MRP2, OAT?2 Ta ne4iHKoBOro
TpaHcnoprepa OATP1B1/1B3, TakuM 4MHOM BiH MiBUINYy€ PiBeHb BIUIMBY aTOpBacTaTuHy. [Jo3a
npemnapary He TOBMHHa nepeBuinyBaty 20 Mr Ha no6y (auB. po3min «Croci6 3acToCyBaHHS Ta [03U»).

Cryninb onocepenkoBaHux ikapchkux B3aemonii CYP3A ta OATP1B1/1B3 Ha cynyTHIi npenapaTtu
MozKe 6yTH pi3HOI0 IPU OAHOYACHOMY 3aCTOCYBaHHI JIETEPMOBIpY 3 LUKJIOCIIOPUHOM. 3aCTOCYBAaHHS
IperapaTy He PEKOMEHYEThCA IallieHTaM, sKi IPUKUMaloTh JIETEPMOBIp OJHOYACHO 3
IIUKJIOCIIOPUHOM.

I'nekanpesip i nibpeHmacsip, eabaceip ma 2pa3onpegip. CylyTHE 3aCTOCYBaHHS
r7eKarnpeBipy Ta mibpeHTaBipy abo enbacBipy Ta rpa3onpeBipy MoOxKe IPU3BECTH [0
MiOBUINEHHS KOHIIEHTpPAllil aTopBaCTaTUHY y IIJla3Mi KPOBi Ta MigBUIIIEHOT0 PU3UKY MiomarTii.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI TJieKanpeBipy i miOpeHTaBipy 3 aTOpBacTaTUHOM IIJIa3MOBa
KOHI[eHTpallisl aTopBaCTaTUHY MigBUINYETHCA A0 8,3 pa3a yacTkoBO uepe3 BCRP, OATP1B1/1B3 Ta
CYP3A inribyBaHHS, TOMy He PeKOMEHAYETHLCS ONHOYACHE 3aCTOCYBaHHS aTOPBACTATUHY TallieHTaM,
SKi CYyIyTHBO IIPUUMAIOTh JTiIKapCchKi 3aco0H, 1110 MICTSTh TJIeKalpeBip Ta nmibpeHTacBip.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi enbacBipy Ta Irpa3onpeBipy 3 aTOpBACTaTHHOM IIJIa3MOBa
KOHIIeHTpallis aTopBaCTaTUHY MigBUINYEThCA 10 1,9 pa3a yacTkoBO uepe3 BCRP, OATP1B1/1B3 ta
CYP3A inribyBaHHs, TOMy [i03a IIpemnapaTy He MMOBHHHA IepeBuinyBatu 20 Mr Ha go0y npu
3aCTOCyBaHHI MalfieHTaM, SIKi CylyTHbO IPUMMAaIOTh JIiKapChKi 3aco0u, 110 MiCTSATH en0acBip Ta
rpa3omnpesip (quB. po3ninu «PapmakokiHeTHKa», «OcobIuBOCTI 3acTocyBaHHI» Ta «Croci6
3aCTOCYBaHHS Ta JO3MW»).

MepuuHi peKOMeHallii I[0I0 3aCTOCYBaHHS JTiIKapChKHUX 3aC00iB, 1110 B3aEMOIIIOTh, ITiACYMOBAHO Y
tabnuii 3 (IuB. TakKoX po3ninu «®apMakonoriyHi BIacTUBOCTI», «Coci6 3aCTOCyBaHHS Ta J03W» Ta
«Oc00IUBOCTI 3aCTOCYBaHHS»).

Tabmuig 3



Bzaemoqii mikapchkux 3aco06iB, IOB’sI3aHi 3 MiIBUIIIEHUM PU3UKOM Mionarii/pabmomioni3y

MenuyHi peKoMeHaaIril

[IpemnapaTH, 1110 B3a€MOMIOTh
1070 3aCTOCYBaHHS

LIMKI0CTIOpUH, TUNIPAHAaBip PUTOHABID, IJIeKanpesip

. : . . YHUKATH 3aCTOCYBaHHSA
nibpeHTacBip, 1eTEePMOBIp IIPU OJHOYACHOMY 3aCTOCYBaHHI 3

ATOPBaCTATUHY
[[UKJIOCIIOPUHOM
KnapuTpoMminuH, iTpakOHa30J1, CaKBiHaBip pUTOHABIP*, He nepesuiysatu go3y 20 mMr
mapyHaBip pUTOHAaBIp, pocaMiipeHaBip, pocaMipeHasip aTopBacTaTUHY Ha [00y

pUTOHABIp, e16acBip rpa3omnpeBip, 1eTEePMOBIp

He nepesuiysatu fo3y 40 mMr

Hendinasip

ATOpBacTaTHHY Ha 00y
JTominaBip pUTOHABIP, CHMEIpeBip, moxigHi Gi6pHHOBOI 3acTocoByBaTH 3 00EPEKHICTIO Ta Y
KHCJIOTH, €PUTPOMIIIH, a30JIbHiI IPOTUrPHUOKOBI 3ac00H, HaMeHIIiH HeoOXinHii no3i

minigoMopuGiKyooUi [03U HialluHY, KONXIIWMH

*3acTOCOBYBaTH y HaliMeHIIi! HeoOXigHil Ho3i.

T'em@ibpo3us

Y 3B’s13KY 3 MigBUIIIEHUM PU3UKOM MiomaTii/pabmoMioni3y Ipu ogHOYaCHOMY 3aCTOCYBaHHi iHTiGiTOpiB
'MT-KoA-penykTa3u 3 reM¢piOpo3uIoM Cllif YHUKATH CyMiCHOT'O 3aCTOCYBaHHS mpemnaparty JliMmicTuH
3 reM(ibpo3usiom (guB. po3min «OcoOIMBOCTI 3aCTOCYBaHHSI»).

THwi ¢pibpamu

OcCkKinbKH BioMO, 1[0 pU3UK PO3BUTKY MiomaTii B mpotieci nmikyBaHHS inribiTopamu I'MI'-KoA-
PeayKTa3u MiiBUIIYETHCS IIPU OOHOYACHOMY 3aCTOCYyBaHHi iHmux ¢ibpartis, JlimicTuH cif 3
00epexKHICTIO 3aCTOCOBYBATH IIPX CYMiCHOMY 3aCTOCYBaHHI 3 iHIMMMHU pidpaTamMu (IUB. po3Mdin
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

HiauuH

Pu3uk BUHUKHEHHS MOO0IYHUX SBUI 3 00Ky CKeJIeTHHUX M’s13iB MOKe 30iNbIIyBaTUCS MIPU
3aCTOCyBaHHI ITpertapaTy B KoMOiHallil 3 HiallMHOM, TOMY 3a TaKUX YMOB CJIiJl PO3T/ISHYTU MOXKJIUBICTh
3HUKEHHS [03u Ipenapary JliMicTuH (guB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

Pugamnin abo iHwi iHOykmopu yumoxpomy P450 3A4

OpHOYacCHe 3aCTOCYBaHHS Ipelapary 3 iHgykTopamu uutoxpoMmy P450 3A4 (Hanpukiap, edaBipeHs,
pudaMITiH) MOXKe MPU3BOIUTH N0 HECTIMKOr0 3MEHIIIEHHS KOHIIEHTPAIlii aTopBacTaTHHY B IIJIa3Mi
KpoBi. Yepe3 MexaHi3M MOABIHOI B3aeMOfil pudaMITiHy peEKOMEHIYETHCS OJHOYaCHE
3aCTOCYBaHHS aTOPBACTAaTUHY 3 pudaMITiHOM, OCKiTbKH 0YJ10 IT0Ka3aHo, 110 BiiCTpoUeHe
3aCTOCYBaHHSA IIpemnapary IIiclis BBefeHHs pudaMIiiHy 0B’ sg3aHe 3i 3HaUHUM 3HUXKEHHIM
KOHI[eHTpallil aTOPBaCTaTHHY B IJ1a3Mi KPOBI.

Huamiazemy 2idpoxaopud

OpHovyacHuM npuroM aTopBacTatuly (40 mMr) Ta gunriademy (240 Mr) CyipoOBOAXKYETHCS



MigBUIIIEHHSIM KOHIIEHTPallii aTOpBaCTaTUHY B I1JIa3Mi KPOBI.

IHumemuoduH

Y pe3ynbTaTi IpoBeieHUX OOCTiAXKeHb 03HaK B3a€EMOIil aTOPBACTATUHY Ta IMMETHOUHY He BUSBJIEHO.
Anmauudu

OpHoYacCHe IepopajibHe 3aCTOCYBaHHS aTOPBAaCTaTUHY Ta CyCIIeH3il aHTalUJHOTO IIpemnapary, 1o
MICTUTBh MarHii Ta aJllOMiHil0 TiAPOKCU[I, CYIIPOBOAXKY€ETHCS 3HUKEHHSIM KOHIIeHTpallil
aTopBacTaTHHY B IJa3Mi KpoBi npubnu3Ho Ha 35 %. [Ipu 11poMy rinosinigeMiyHa fiis aTopBacTaTUHY
He 3MiHIOBalach.

Koaecmunoa

KoHIIeHTpallisi aTOPBACTAaTHHY B I1a3Mi KpOBi Oy/ia HUKY00 (CITiBBiHHOIIEHHS KOHIIEHTpAIlil
atopBacTtaTuHy 0,74) mpu omHOYACHOMY 3aCTOCYBAHHi aTOPBACTATHUHY Ta KOJNECTUIIONY. [Ipu 1iboMy
rinoninigeMiuyHa mis KoMmOiHalil aTopBacTaTUHY Ta KOJIECTHUIIONY IlepeBulllyBaia epeKT, IKui nae
3aCTOCYBaHHS KOXHOTO 3 I[UX IIpelapaTiB OKpeMo.

A3umpomiyuH

OpuoyacHe 3acTocyBaHHS atopBacTaTuHy (10 Mr 1 pa3 Ha go0Oy) Ta asuTpoMiuuHy (500 Mr 1 pa3 Ha
no0y) He CyIIpPOBOMXKYBalocd 3MiHaMU KOHIIEHTpallil aTopBacTaTUHY Y IJIa3Mi KPOBI.

IH2i6imopu mpaHcnopmHux biakKie

[HTiOGiTOPM TpaHCIOPTHUX OiNKiB (HAmpUKiIaf, IIUKIOCIIOPUH, JIETEPMOBIP) 30aTHI
MigBUIYBaTH PiBEHb CUCTEMHOI €KCIT03H1lii aTopBacTaTUHY (AuB. Tabmuilio 1). Brimus
IIPUTHIYEHHS HAaKOMMYYyBaJIbHUX TPAHCIOPTHUX OiNKiB Ha KOHIIEHTPAIIil0 aTOPBACTATUHY B
KJIITUHAX MeYiHKW HeBioMUM. AKI0 YHUKHYTH OOHOYACHOI0 IIPU3HAUYEHHS [IUX IpelapariB
HEMOXKJIMBO, PEKOMEHI0BaHe 3HUKEHHS 03U Ta IPOBENEeHHS K/IIHIYHOT0 MOHITOPUHTY
e(peKTUBHOCTI aTopBacTaTUHY (OuB. TabnuINo 1).

Ezemumib

3acTocyBaHHS €3eTUMiOy SIK MOHOTepaIlil OB’ A3yI0Th i3 PO3BUTKOM SIBUII 3 00Ky M’I30BO1
CUCTeMH, Y TOMY 4YuCJli pabmomioni3y. TakuM 4YMHOM, IPU OAHOYACHOMY 3aCTOCYBaHHI
e3eTuMiOy Ta aTOpBaCTaTUHY PU3UK PO3BUTKY LIUX SBUII 30iTbIIYETHCS. PEKOMEHIOBAHO
IIPOBOOUTY HaJIeXKHUY KJTIHIYHUY MOHITOPUHT CTAHy TaKHX Ialli€HTiB.

®y3udosa Kucsioma

[Ipu ogHOYaCHOMY CHCTEMHOMY 3aCTOCYBaHHi (Gy3UA0BOI KUCIIOTH 31 CTaTUHAMU MOXKEe
TiABUINYBATUCS PU3UK PO3BUTKY MiomaTii, B ToMy yucyi padmomioni3y. MexaHi3M I1iel B3aemopmil (uu €
BOHA (papMaKOOMHAMIYHOIO a00 (apMaKOKiHETHYHOIO, Y1 000X BH[IiB OOHOYACHO) Ha CHOT'OIHi
HeBimomui. [ToBimOMIIANIOCS IPO BUIMIaAKK pabooMiosni3y (y ToMy YHUCIIi 3 IeTaJlbHUM HaCJiAKOM) y
NallieHTiB, SIKi OTpUMyBaiu KOMOiHaIli0 IUX IIpeaparTis.

Ao HeobOxilHe CUCTEMHE 3aCTOCYBaHHS (PY3UI0BOI KUCJIOTH, CIIifl IPUIHHUTHI
3aCTOCYBaHHS aTOPBAaCTaTUHY Ha BECh IIePiof 3aCTOCYBaHHS (Py3UI0BOI KUCIOTH (IUB.
po3ain «Oco0IMBOCTI 3aCTOCYBaHHS»).



IlueokcuH

[Tpu ogHOYACHOMY 3aCTOCYBaHHi 6araTopa30BUX /103 aTOPBACTaTHUHY Ta AUTOKCUHY PiBHOBaXHi
KOHIIEHTpAIlil AUTOKCUHY B IJ1a3Mi KPOBi MiABUINYIOTHCS (OUB. po3min «PapmMakoKiHeTuKa»). Crif
HaJle2KHMM YMHOM KOHTPOJIIOBATH CTaH MAlli€HTIB, IKi 3aCTOCOBYIOTh QUTOKCHH.

IlepopanvHi KOHMpauenmueu

Y pasi ogHOYaCHOTr0 3aCTOCYBaHHS aTOPBACTATUHY 3 IIepOpabHUMU KOHTpaleITUBaMU
crioctepiranocs nigsuiierHs AUC o1 HOPeTUCTEPOHY Ta eTUHiIeCTpaniony (IUB. pO3min
«®apMaKoJIOTiYHi BIaCTUBOCTI»), 1110 CJIifi BpaXOBYBaTU IIpU BUOOPi mepopasbHOr0 KOHTPALEITUBY
0J15 KiHOK, K1 3aCTOCOBYIOTh aTOpPBAaCTaTHH.

BapgapuH

AToOpBacTaTUH He YMHUB KJIiHIYHO 3HAYYILIO] Ail Ha MPOTPOMOIiHOBUIL Yac y MaIliEHTIB, SIKi MPOXOOUIN
[OBrOTpUBaJe JIiKyBaHHSA Bap)apuHOM.

KoaxiuuH

[Ipy ogHOYACHOMY 3aCTOCYBaHHI aTOPBaCTaTUHY 3 KOJIXiIIMHOM IIOBIAOMIISAJIOCS IIPO BUMIAAKHU
miomartii, B ToMy uncini pabmomionisy, ToMy ciif 3 06epeXHiCTIO TpU3HaYaTH aTOPBaCTaTHH 3
KOJIXiLIUHOM.

IManmomiuuH. TToBigOMIISITIOCS TIPO BUNIAAKY MiomaTil Ta/abo pabmomiostidy nmpu omHOYaCHOMY
3acTocyBaHHi iHTi0iTOpiB 'MI-K0A-enyKTa3u (HampuKial, aTOpBacTaTHUHY) 3 JalTOMIIIIHOM.
SAK1110 OMHOYACHOT0 3aCTOCYBaHHS HE MOXKHA YHUKHYTH, PEKOMEHYETHCS IIPOBOOUTHU
BiOMOBimHUY KIiHIYHUN MOHITOPHUHT (OUB. po3min «OcoOMMBOCTI 3aCTOCYBAHHSI»).

THwi nikapcvki 3acobu

KriHiuHi DoCmigKeHHs [I0Ka3aly, [0 OOHOYaCHEe 3aCTOCYBaHHS aTOPBACTATUHY 1 IilTOTeH3UBHUX
IIpenapariB Ta KOr0 3aCTOCYBaHHS B IIPOIECI eCTPOreH3aMiCHOl Tepallil He CyIPOBOXKYBaIOCs
KJTIHIYHO 3HAUYIIUMU N00iYHUMU edeKTaMu. [JocHiKeHb B3aEMOIii 3 iHIMMMU ITperapaTamMu He
IIPOBOOUIIU.

Oco06.1ueocmi 3acmocyeaHHs1.
CkenemHi M’a3u

IcHYI0TH pipKicHi Bunagku pabmomionizy 3 roCTpo0 HUPKOBOIO HEOCTATHICTIO BHACTIIOK
Mmiorno6inypii mpu 3aCcTOCyBaHHI aTOpPBaCTaTUHY Ta iHIIMX JTIKAPCHKUX 3ac00iB LILOTO KJIacy.
HasiBHiCTh B aHaMHe3i OpyIIeHsb GYHKIIII HUPOK MoxKe 6yTH (GaKTOPOM PUIHUKY OIS PO3BUTKY
pabmomioni3y. Taki naiieHT MOoTpeOyI0Th PeTEIbHOTO MOHITOPUHTY IJ151 BUSIBIIEHHS IIOPYIIEHb 3
OOKy CKeleTHUX M'S3iB.

ATopBacTaTuH, K 1 iHII IpenapaTy IPyNy CTaTHHIB, IHOMOI CIPUYUHSE MiONATIi0, 1110 BU3HAYAETHCS
K 0inb y M’g3ax a00 cnabKicTh M’s13iB y TOENHAHH] 3 MiIBUIIEHHSIM TOKa3HUKIB
kpeatuH@ochokina3u (KPK) y monan 10 pasiB Buie BepxHbol MexXi HopMmu (BMH). OgHodacHe
3aCTOCYBaHHS BUINKX 003 aTOPBACTATHHY 3 IEBHUMHU JIiKaDCbKUMU 3ac00aMy, TAaKUMU K
IIMKJIOCTIOPUH i moTyxkHi inribitopu CYP3A4 (Hanpukiaf, KIapUTPOMIlLlMH, iTpaKoOHA30 Ta iHTribiTopu



npoteas BIJI i Bipycy rematuty C), mifBuiilye pu3uk Mionarii/pabgomionisy.

3acToCyBaHHS aTOpBaCTaTUHY MOXKe CIPUYUHATH IMyHOJIOTIYHO ONOCEPEKOBaHY HEKPOTU3YIOUY
MmionarTito (IOHM) - ayToiMmyHHY MiomaTito, II0B’s13aHy i3 3acTocyBaHHAM cTaTuHiB. [OHM
XapaKTepU3YETHCS TAKUMHU O3HAKAMHU: CIa0KiCTh MPOKCUMAJIbHUX M'SI3iB Ta MigBUILIEHUN PiBEHb
KpeaTUHKiHA3W Yy CUPOBATII KPOBi, sIKi 36epiratoThCsi, He3BaXKa4uy Ha MPUIMHEHHS JTiKyBaHHS
CcTaTUHaMHU; M’si30Ba OioIicisi BUSIBIIsi€E HEKPOTU3Y0Uy MiomaTiio 663 3HaYHOTO 3arajeHHs; Ipu
3aCTOCyBaHHI iMyHOCYIIpECUBHUX 3aC00iB CIIOCTEPIra€ThCS MO3UTHBHA AWHaAMIKa.

MoXTHBiCTh PO3BUTKY MiOTaTii CJTif po3rnsigaTu y NalieHTiB 3 qudy3Ho0 Mianrieto, 6omicHicTio abo
cnabkicTio M’s13iB Ta/ab0 3HayHKUM migBuieHHSAM KOK. [TamieHTaM Ciiif peKoOMeHyBaTh HeranHo
MOBIOOMIISITH TIPO BUIlafKu 60110 y M'si3aX, OoicHOCTi abo cinabKocTi M’g3iB HEBimoMol eTionorii,
0COOJIMBO SIKIIIO IIe CYMPOBOMXKYETLCS BifUYTTIM He3OyKaHHS a00 migBUINEHHSIM TeMIepaTypH, abo
SIKIII0 O3HAKM Ta CUMIITOMU 3aXBOPIOBaHHS M’3iB 30epiratoThCs Mmicysl MPUIUHEHHS 3aCTOCYBAHHS
aTopBacTaTuHy. JIiKyBaHHSA IIperapaToM CJIi IPUIUHUTY Yy BUNAAKY 3HAUYHOTO MMiABUILIEHHS PiBHSA
K®K, miarHocTyBaHHS a0o0 Mifo3pu Ha Miomariio.

Pusuk mionaril mif yac yiKyBaHHS IperapaTaMy IIbOT0 KJIacy MigBUIIYETHCS IPU OGHOYACHOMY
3aCTOCyBaHHI JTiKapCchbKux 3aco0iB, 3a3HadyeHux y tabnuii 3. Jlikapi, SKi po3risamaloTh MOXKIUBICTb
KOMOiHOBaHOI Teparlii aTopBacTaTUHOM Ta Oy[b-IKUM i3 IIUX IIperaparTiB, TOBUHHI PETEIHHO 3BaKUTH
MIOTEHIINHI ITepeBaru Ta PU3UKHU, a TAaKOXK PETEIbHO MOHITOPUTH CTaH IMAIli€HTIB OO0 Oyab-IKUX
nposBiB 601110, 6omicHOCTi abo cabKoCTi ¥ M's13aX, 0COOIMBO IPOTATOM IIOYATKOBUX MiCSIiB Teparril
Ta MPOTATOM OYyIb-SKOTO 3 IIE€PiOfiB TUTPYBAHHS J03U V HANPSIMKY 30inblIeHHS OYOb-IKOT0 3
npernapatis. Crif po3rIgsHYTH MOXKJIUBICTh 3aCTOCYBaHHS HU3BKUX [I0YATKOBUX Ta MIATPUMYIOYHUX 03
aTopBacTaTHHY IIPU OOHOYACHOMY 3aCTOCYBaHHi 3 BUILle3TraflaHMMU JIiIKapCbKUMU 3aco0aMu

(muB. po3min «B3aeMopmis 3 iHIMMMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUAM B3A€EMOii»). Y TaKuxX
CUTYallisIX MOXKe PO3TJISIHaTHCI MOXKIIUBICTD NepioguyHoro Bu3HaueHHsT KOK, ayme HeMae rapaHTii,
III0 TaKUH MOHITOPHHT JOIOMOXKe 3amo0irTy BUMIagKaM TSKKOI MiomarTii.

Teparmito mpemapaToM CIii TUM4YacoBO a00 OBHICTIO IPUIUHUTH OYOb-IKOMY IMAIliEHTY 3 TOCTPUM
CEepHO03HMM CTAHOM, 1[0 BKa3y€ Ha PO3BUTOK MiomaTii, abo mpu HAsIBHOCTI (haKTopa pU3UKY PO3BUTKY
HUPKOBOI HEJJOCTATHOCTI BHACIOK pabnoMioni3y (HampuKiam, TsSXKKa rocTpa iHGeKIIis, TinoTeHsi,
XipypriuHa omepariisi, TpaBMa, TSKKi MeTa0oJliuHi, eHIOKPUHHI Ta €JIeKTPOIITUYHI PO3JIajii, a TaK0XK
HEKOHTPOJIbOBaHi CyIOMU).

Y mooguHOKKX BUIAAKaX MOBiHOMIISINIOCS, 110 CTaTUHU iHAYKYIOTH «de novo» abo
3aroCTPIOIOTh BXKe iCHYI04y MiacTeHiio rpaBic abo ouny miacteHito (muB. po3gin «ITo6iuHi
peakiiii»). ¥ pasi 3arocTpeHHS CHUMIITOMIB CIIii IPUNIUHUTHA IPUKAOM aTOPBaCTaTUHY.
[ToBimoMIsANOCS PO PEUUAXBY IPU ITOBTOPHOMY 3aCTOCYBaHHiI TOTo caMoro abo iHIIOTO
CTaTUHY.

ITopyweHHA pYyHKYiI neviHKu

IloBemeHo, IO CTAaTUHHY, 5K i fesKi iHIm rimomimigemiudi TepaneBTHYHiI 3aco0u, OB’ sI3aHi 3
BiIXuIeHHSIM Big HopMu OioxiMiUHUX IMOKa3HUKIB GyHKIIl neuinku. CTiliKe migBullleHHS (Oinblne Hix
y 3 pas3u Buille BMH [fiana3oHy, ske BUHUKJIIO 2 pa3u abo 6inblie) piBHS CUPOBAaTKOBUX TpaHCaMiHa3
crioctepiranocs y 0,7 % malieHTiB, SKi OTpUMyBaIu aTopBacTaTUH. YacToTa BUNAMKIB LIUX BiAXUJIEHb
Big HOpMmu cTaHoBuma 0,2 %, 0,2 %, 0,6 % Ta 2,3 % mnsa no3 aropBactatuny 10, 20, 40 Ta 80 Mr
BiZmmoBigHO.

IcHyIOTH faHi, 1110 IPY 3aCTOCYBaHHI IIpeapaTy B OAHOTO MallieHTa PO3BUHYJIACS XKOBTSIHULA.
[TinBuieHi mokasuuku QyHKIioHaMpHUX P00 nevinku (OIIIT) B inmmx nauieHTiB He OyIu OB’ s13aHi



i3 )KOBTSIHUIEI0 a00 IHIIMMY KITiHIYHUMHU CUMIITOMaMHu. [Ticyiss 3MeHINEeHHS 103U, TIEPEPBH Y
3aCTOCYBaHHI mpemnapaTy abo MPUMMHEHHS HO0T0 3aCTOCYBAaHHS PiBeHb TPaHCaMiHa3 TOBEPTABCS 10
piBHS nepeq miKyBaHHSM a0o MpuOIM3HO 40 IOTO PiBHS 663 HEraTUBHUX HACTIAKiB. 18 i3

30 marrieHTiB 3i CTIKKUM IiABUIIEHHSIM IIOKa3HUKIB QYHKIIIOHATbHUX P00 MEeYiHKY ITPONOBKYBaIN
JIIKyBaHHSI aTOPBACTaTUHOM y MEHIIUX [03aX.

[Iepen TMM SIK pO3NOYMHATU Tepallilo IpernapaToM, peKOMEeHOYyEThCA OTPUMATH pe3yJibTaTy aHali3iB
II0OKa3HUKIB (pepMEHTIB IIeUiHKHY Ta 3[laBaTU aHaJli3X IMOBTOPHO Yy pas3i KiiniyHol notpebu. Hagxomunu
PifKicHI mocTpeecTpalliliHi MOBiOMIEHHS PO BUIIAAKH JI€TaIbHOL Ta HeJleTallbHOl IIe4iHKOBOI
He[IOCTaTHOCTI y IAlli€HTIB, sIKi 3aCTOCOBYBAJIU IIpellapaTu I'PyIIy CTaTUHIB, y TOMY YUCIIL
aTopBacCTaTHH. Y BUMAMKy CEPHO3HOTO YpaxkKeHHs MMEeYiHKY 3 KITiIHIYHUMU CUMIITOMaMu Ta/abo
rinep6inipy6inemieio abo KOBTSIHUIIEIO IIi[l YaCc 3aCTOCYBaHHS aTOPBACTATHHY CIIifl HETANHO
IPUIAHUTHY JIiIKyBaHHS. fKIII0 He BU3HAYEHO allbTEPHATUBHOIL €TiOJIOTii, He CIIiJ IIOBTOPHO
PO3MOYMHATH JIiKyBaHHS IIPernapaToM.

JlimicTuH crig 3 06epeKHiCTIO MPU3HaYaTH MallieHTaM, SKi 37TI0BXKUBAIOTh aJIKOTojIeM Ta/abo MalTh B
aHaMHe31 3aXBOPIOBaHHA NeYiHKU. JIIMICTUH NPOTUIIOKa3aHUY [IPU aKTUBHOMY 3aXBOPIOBaHHI
mevinky abo CTIMKOMY MiABUINEHH] PiBHS MeYiHKOBUX TpaHCaMiHa3 HEBigoMoi eTionoril (IuB. po3min
«IIpoTUNIOKa3aHHS»).

EHOOKpUHHA (pYHKUiA

[ToBimomusinocs mpo nigBuiieHHs piBHS HbAlc Ta KOHIIEHTpallil I'/TF0KO3K B CUPOBATII KPOBi HATIIE
Ipu 3acTocyBaHHi iHriGiTopiB I'MI'-K0oA-penyKTa3u, B TOMY YHCIIi ¥ aTOPBAaCTaTHHY.

CraTuHM NepemKogKaloTh CHHTE3Y X0JIeCTEPUHY Ta TEOPETUYHO MOXKYThL 0CNIabJIaTH CeKpeliio
CTepoifiB HAGHUPKOBUX 3a/103 Ta/a00 roHagHUX CTepoimiB. KimiHiuHi mocmimkeHHs mOKa3aH, o
aTOpPBACTATHH He 3HUXKYE Oa3abHy KOHIIEHTPAIIil0 KOPTU30JTy IJIa3MH Ta He IOPYIIY€E agpeHaloBUN
pe3eps. BriuB cTaTHHIB Ha 3allJTigHIOIOYY 30aTHICTh CIIEPMU He JOCTiAKyBaBCS y HOCTaTHHOL
KiJIBKOCTI nanieHTiB. HeBimoMo, SKMM YMHOM IIpelapaT BIJIMBAE Ta YU B3arajll BIJIUBA€ Ha CUCTEMY
«CTaTeBi 3a7103U-Tinogi3-rinoTaraMmyc» y KiHOK y iepegMeHoIay3anbauii nepion. Cuing 0ytu
00epeKHUM IIPU OJTHOYACHOMY 3aCTOCYBaHHI Ipelapary I'PyNnu CTaTUHIB i3 TiKapCbKUMM 3aco0aMy,
SIKi MOXKYTb 3HHUKYBATH PiBeHb a00 aKTUBHICTh €HIOT€HHUX CTEPOITHUX TOPMOHIB, TAaKMUX SIK
KETOKOHA30J1I, CITIPOHOJIaKTOH Ta IMMETHUOVH.

3acmocysaHHA nauieHmam i3 Heu,00asHiMu sunadkamu iHcyaemy abo mpaH3umopHoi
iwemiuHoOl amaku

[Tpu Tepamii aTopBactaTiHOM Yy f03i 80 Mr y narfieHTiB 63 irmemiuHol XBOpoOU ceplIis, AKi Maiu B
aHaMHe3i BUMAgKM iHCYIbTYy a00 TPAH3UTOPHOI illIeMiYHOI aTaK¥M BIPOJOBXK MOIEPEIHIX 6 MiCSIIiB,
crocTepirasnacs Oinbllla YaCTOTa BUMAAKiB TeMOpariuHoro iHCyIbTy MOPIBHSHO 3 IPYIIOI0 I1aiebo.
YacToTa BUIAKiB JIETAIbHOTO TEMOPATriyHOTro iHCYNIbTY Oyila mofidHOI0 B YCiX Ipymax
nikyBaHHS. YacTOTa BUIAMKiB HEJIETAaTbHOI'0 TeMOPariyHoro iHCynbTy O6yaa 3HaYHO BUILOIO Y
TPYIIi MallieHTiB, AKi OTPUMYyBaIu aTOpPBaCTaTHH, IOPIiBHSAHO 3 Tpymo0 miamnebo. [Jeski
[I0YaTKOBI XapaKTEPUCTUKH, Y TOMY YHUCJII HasIBHICTh BUIIQ[KiB reMOpariyHoro Ta
JIaKyHapHOT0 IHCYIBbTY IIifl YaC BKIIOUYEHHS [0 OOCIiAXKEHHS, aCOLil0BaIKuCs 3 BUIIOIO
YaCTOTOIO BUIIaKiB reMOopariydoro IHCYNIbTY y IPYI MAllieHTiB, IKi OTPUMYBaIX
aTOpPBaCTATHUH.

Cepeq manieHTiB BikoM 65-75 POKiB, fIKi OTpUMyBa/i aTOpPBaCTaTHH, He CIIOCTePiranocs KO[HO1
3arajbHOi BifMiHHOCTI 11010 6e3meku Ta eheKTUBHOCTI 3aCTOCYBaHHS ITpenapaTy MixX IUMU



mallieHTaMX Ta MOJIOAIIMMH TIalliEHTaMu, TaK caMo K He OyJI0 3apeecTPOBaHO XKOIHUX BigMiHHOCTEN
IIJOJI0 BIJIMBY IIpemnapaTy cepeq Malli€HTiB JITHLOTO BiKYy Ta MOJIOLIINX MAlll€HTiB, IPOTE HE MOXKHA
BUKJIIOYATH OiNIBITY YyTIUBICTh OESKUX CTapIINX NalieHTiB. OCKiNbKY MallieHTH JIiITHBOTO BiKY (BiKOM
Big 65 POKiB) OiNbINl CXUIBHI OO Miomarii, citig 3 00epexkHiCTI0 IPHU3HAYaTH iM aTOPBACTATHH.
ITeviHkosa HedocmamHicmb

JIiMiCTHH IIPOTUIIOKA3aHUY TMAlliEHTaM 3 aKTUBHMM 3aXBOPIOBAHHSM IEYiHKHU, BK/II0YAIOUM CTiliKe
MigBUINIEHHS PiBHS MMEYiHKOBUX TPaHCaMiHa3 HeBimoMoi eTionorii (muB. po3minu «PapMaKoIoTivHi
BJIACTUBOCTI» Ta «IIpoTUIIOKa3aHHI»).

[Io noyamky AiKy8aHHA

JlimicTuH crif 3 06epekHICTIO TPU3HAYaTH allieHTaM 3i CXUJIbHICTIO 10 PO3BUTKY pabmomionisy. 1o
IIOYaTKY JIIKyBaHHS CTaTUHAMHU Y MAI[iEHTIB, CXUJIBHUX 10 PO3BUTKY paboomionisy, ciif BU3HaYaTH
piBeHb KpeaTuHkiHa3u (KK) mpu:

- opyIIeHHi QYHKIIiI HUPOK;

- rinoyHKII U TOBUAHOI 3aJ1031;

- CIIafIKOBUX PO3jIafiax M’sI30BOI CUCTEMHU Y CiMeitHOMY a60 0coOMCTOMY aHaMHe3i;

- IIepeHeCeHuX y MUHYJIOMY BHITafIKaX TOKCUYHOI'O BINIUBY CTATHHIB abo (ibpatiB Ha M's3H;
- IIepeHeCeHrX Y MUHYJIOMY 3aXBOPIOBAaHHSX IEYiHKY Ta/a00 37T0BKKUBAHHI aTKOTOJIEM.

Ilns manieHTiB miTHBOTO BiKYy (BikoM Bim 70 poKiB) HEOOXimHICTH MPOBEAEHHST 03HAYEHUX 3aXO0MiB CIIif
OLIHIOBATHU 3 YpaxyBaHHSAM HaAsSBHOCTI iHIIKX (HAaKTOPIB CXUIBHOCTI 10 PO3BUTKY pabmoMioizy.

[TinBumeHHSs PiBHSA NpenapaTy B IIJla3Mi KPOBi MOXKIINBE, 30KpeMa, ¥ pa3i B3aeMofil (IUB. po3[in
«Bzaemogis 3 iHIIUMY JTiKapCHKUMHU 3aco0aMu Ta iHIM BUOM B3a€EMO[ii») Ta 3aCTOCYBaHHS
0COONTMBUM TIOMYISALISM MallieHTiB (IuB. po3min «PapMaKOKiHETHKA»), Y TOMY YKCIIi MallieHTaM 3i
CITaAKOBUMH XBOPOOaMH.

Y Takux BUMagKax PeKOMEH0BAHO OLIiHIOBATH CIIiBBiIHOIIEHHS PU3UKIB Ta O4iKyBaHOl KOPHUCTI Bif
JIiIKyBaHHS Ta IPOBOAUTH KJIiHIYHUI MOHITOPUHT CTaHy Ialli€HTiB. fKINO A0 MOYaTKY JIiKyBaHHS
piBens KK 3HauyHO nipBuiieHuy (nepesuitye BMH Ginbitie HiXK y 5 pasiB), TiKyBaHHS pPO3MOYUHATH He
CIIim.

BuwmiprosaHH s pigHa KK

Pisens KK He cytif BU3HaudaTH mmicid iHTeHCUBHUX (Hi3WYHUX HaBaHTaxKeHb ab0 TPy HasIBHOCTI Oyib-
SKUX MOXKJIMBUX aJIbTePHATUBHUX [IPUYMH MigBUllleHHS PiBHA KK, OCKiNIbKY 1€ MOXKEe YCKIIagHUTU
iHTepIpeTalio pe3y/bTaTiB. fAKIO Ha I0YaTKOBOMY PiBHI CrioCcTepiraeThcs 3HauyHe nigsuiieHs KK
(mepeBumiernHss BMH 6inbirte HiX y 5 pa3iB), To yepe3 5-7 OHiB He0OXiTHO IPOBECTU ITOBTOPHE
BU3Ha4YEHHS [JIS MiOTBEPIKEHHS PE3yNbTaTy.

ITi0 yac aiKyBaHHs

[TamieHTH MOBUHHI 3HATH PO HEOOXigHICTh HeTalHO IMOBIJOMIISITH PO PO3BUTOK GO0 y M's3aX,
cynoM uu ci1abkocTi, 0co6IMBO KOJIM BOHU CYIIPOBOAXKYIOThCS HE3MYKaHHIM a00 rapsukKoio.

Y pasi mosiBu uX CUMIITOMIB y IpOIeci JTiKyBaHHS aTOPBAaCTaTUHOM HeoOXiIHO BU3HA4YUTH piBeHb KK



y 1poro nariesTa. fAkino piBedb KK 3nauno nigBuienut (nmepesuiirye BMH 6Ginbine HiX y 5 pasis),
JIIKYBaHHS CJIiI IPUIUHUTH.

HOUinbHICTh IPUNIUHEHHS JIIKyBaHHS CJIi[] TAKOXK PO3TJISHYTH, SKIIO HigBuilleHHs piBHA KK He csrae
' ITUKPATHOTO nepeButnerHss BMH, ane cumntoMu 3 60Ky M’s13iB MalOTh TSXKKUU XapakTep Ta
IIOJIEHHO CTal0Th IPUUYUHOI0 HEIPUEMHUX BiJUYTTiB.

[Ticns 3HUKHEHHS CUMIITOMIB Ta HopMautisartil piBEsI KK MOXHa pO3TISHYTA MOXKJIUBICTE
BiIHOBJIEHHS JIIKyBaHHS aTOpPBaCTaTHHOM ab0 IOYaTKYy JiKyBaHHS albTePHATUBHUM CTAaTHHOM 3a
YMOBY 3aCTOCYBaHHS MiHIMaIbHOI MOXIIMBOL fO3Y IIpelapaTy Ta PeTeIbHOr0 Harjasiany 3a CTaHOM
IalieHTa.

JIikyBaHHST aTOpPBAaCTaTHHOM HEOOXiqHO MPUIIMHUTH, SKIIO CIIOCTEPIraEThCS KIIIHIYHO 3HAUYIIE
nigsuieHHs piBHSA KK (mepesuinenHss BMH 6inbiie Hixk y 10 pa3iB) abo BcTaHOBIIEHO OiarHO3
pabmomioni3y (abo mimo3pa Ha po3BUTOK pabmoMionizy).

OO0HOYaCHe 3aCmoCY8AHHA 3 IHWUMU AIKAPCbKUMU 3dCObamu

Pu3uk po3BUTKY pabaoMiosti3y migBUIYETHCS MIPH OMHOYACHOMY 3aCTOCYBaHHI aTOPBACTaTUHY 3
[esIKUMU J1iKapChbKUMU 3aco0aMy, 110 MOXKYTh 30iIbIIUTY KOHLIEHTPAllil0 aTOPBaCTaTUHY y MJIa3Mi
KpoBi. [IpuKkiafgaMy TakKuxX IpenapaTiB MOXKYTh BUCTyIIaTH NOTyXKHi iHribiTopu CYP3A4 a6o
TPAHCIOPTHUX OiNIKiB: IMKIOCIOPUH, TEIITPOMIIINH, KJTapUTPOMIINH, AeflaBipAuH, CTUPUIIEHTOJI,
KETOKOHA30J1, BOPUKOHA30J1, iTpaKoHAa30J1, II0CaKOHAa30J1, JIeTepMOBip Ta iHribiTopu mpoteas BIJI, y
TOMY YHKCJII pUTOHABID, JIOIHABIP, aTa3aHaBip, IHAVHABIP, JapyHaBip, TUIIPaHaBip/pPUTOHABIP Ta iH.
[Tpu ogHOYACHOMY 3aCTOCYBaHHi 3 TeM(piOpOo3uIOM Ta iHIIMMU NOXiTHUMU (iOPOBOI KUCIIOTH,
IIPOTHBIpyCHUME 3acobaMu [Jis MiKyBaHHS renatuty C (TenamnpeBipoM, enbacBip/rpa3onpesip),
€pUTPOMILIMHOM, HiallMHOM Ta e3eTuMiboM, TenanpeBipoM abo 3 KoMOiHaIli€
TeJalpeBip/PUTOHABIP TaK0XK 3POCTA€ PU3UK BUHUKHEHHS MiomaTil. AKIO MOXKIIHBO, CIIif
3aCTOCOBYBATH iHIII TiKapChKi 3aco0u (10 He B3aEMO[IiI0Th 3 aTOPBACTaTUHOM) 3aMiCTh
BUIlle3ralaHUX.

Ao HeoOXiIHO TPOBOAUTY OJHOYACHE JIiKyBaHHS aTOPBAaCTaTUHOM Ta 3TaflaHMMMU IIpenapaTaMu,
CJIifl peTeIbHO 3BaXKUTH KOPUCTD Ta PU3UKHU. FAKIIO MalliEHTH 3aCTOCOBYIOTH JIiKapChKi 3aco0H, 1110
MigBUIIYIOTh KOHILIEHTPALIiI0 aTOPBACTATHHY  IIJIa3Mi KPOBi, PEKOMEHAYETHCS 3HUXKYBATU H03Y
aTopBacTaTUHY 0o MiHiManmbHOI. KpiM TOro, ¥y BUNIAAKy 3aCTOCYyBaHHSA NMOTYXKHUX iHTi6iTopiB CYP3A4
CJIifi PO3TJISHYTH MOKJIMBICTh 3aCTOCYBaHHS MEHIIOI I0YaTKOBOI J03U aTOpBaCTaTUHY. TaKoX
PEKOMEHAYEThCA IPOBOAUTH HalleXKHUY KITiIHIYHNY MOHITOPUHT CTaHy I[UX MallieHTiB.

ATopBacTaTHH He MOXHA IIpU3HA4YaTh OOJHOYACHO 3 (y3UA0BOI0 KHCIIOTOI0, SIKY 3aCTOCOBYIOTh
cucTeMHO, a0 BIPOJOBXK 7 [HIB MiC/Is MPUNUHEHHS JiKyBaHHS (Py3uA0BOIO KUCIOTO0. [TarienTam,
SIKUM CHCTEeMHe 3aCTOCYBaHHS (Py3UI0BOI KMCIIOTH BBaXKAEThCS HEOOXiMHUM, JTiKyBaHHS CTaTUHAMU
CJIig IPU3YIHUHUTY Ha BeCh IIepiod 3aCTOCYBaHHS (Py3UI0BOI KMCIOTHU. Y TAIi€HTIB, IKi OTPUMYBau
Gy3umoBy KUCTIOTY Ta CTAaTHHU y KoMOiHallil, 6y 3apeecTpoBaHi BUmagku pabaomioidy, B TOMy
YHCITi JIeTaNbHi (IUB. po3min «B3aeMomis 3 iHIMUMHU JTiKapChbKUMM 3aCO0aMM Ta iHII BUOK
B3aeMofii»). [TalieHTy i peKOMeHAyBaTH HeraiHo 3BePTaTUCS 3a MeAUYHOI0 AOIIOMOI010 Y pas3i
BUHUKHEHHS Oy[b-IKMX CUMIITOMIB CcJ1a0KOCTi, 607110 ab0 00J1iCHOI YyTIUBOCTI y M’s3ax.

Teparmito cTaTiHAMK MOXKHa ITPOJIOBKUTU Uepe3 7 [HIB MiC/Is OTPUMAaHHS OCTaHHBOI H03U (Py3umoBol
KHUCIIOTH.

3a BUHATKOBUX 00CTaBUH, KOJIM MOTPiOHE JOBrOCTPOKOBE CHCTEMHE 3aCTOCYBaHHS (y3UA0BO1
KUCJIOTH, HaIIPUKJIaM [JIs JIIKyBaHHS TSXKKUX iHDEKI[i!, HeoOXiIHICTh OMHOYACHOTO 3aCTOCYBAHHS



aTopBacTaTHHY Ta (py3Um0BOI KUCIIOTH CJIifi PO3TJIsIAATH TifIbKY B iHAMBiAyarbHOMY MOPSAAKY Ta
301MCHIOBATH IIifi peTeJIbHUM HarjsafoM Jlikaps.

Pusuk mionarii Ta/abo pabmoMionisy MoxKe MigBUINYBATUCS IPU OAHOYACHOMY 3aCTOCyBaHHI
inri6iTopis I'MI'-KoA-penykTa3u (HampuKiaf, aTOPBAaCTaTUHY) Ta JANTOMILMHY (OUB. PO3TiN
«Bzaemogis 3 iHIIUMY JTiIKapCbKUMHK 3aco0aMu Ta iHIN BUOM B3aEMOfin»). CIlif po3riIsiHyTH
MOZKJIMBICTh TUMYACOBOT'0 IPU3YIIMHEHHS 3aCTOCYBaHHS aTOpPBaCTaTUHY IallileHTaM, gKi
3aCTOCOBYIOTH JANITOMILNH, SKIIO TiILKA KOPUCTH Bifl OMHOYACHOTO 3aCTOCYBaHHS He IlepeBaxkae
PHU3UK. fKII0 OMHOYACHOI'0 3aCTOCYBaHHS He MOXKHA YHUKHYTH, CJIifi KOHTPOJIIOBATU PiBEHb
KpeaTHHKiHa3u 2-3 pasu Ha TUXK[EHb, a NAlLliEHTH TOBUHHI mepe0yBaTH IIif peTelTbHUM HaTISg0M
IJIST BUSIBJIEHHST OYIb-IKMX O3HAK a00 CHMIITOMIB, III0 MOXKYTh CBIIUUTH ITPO MiOTaTilo.

IuTe QCTI/IHiaJ'IBHa XBO [:_)068 JIETEHiB

Y npoiieci nikyBaHHS OeIKUMU CTaTUHaMHU (0COONIMBO y MPOIECi TPHUBAIOTO JIiKyBaHHS) OyJK OmMcaHi
BUHSATKOBI BUITAIKU PO3BUTKY iHTEPCTHIIiaNbHOI XBOPOOU JieTeHiB. [lo TPosBiB 1iei XBopobu MoXKHa
BiHECTH 3a[UIIKy, HEIIPOLYKTUBHUM KallleJlb Ta 3arajibHe MOTipIIeHHs CaMOIo4yTTs
(cTOMUTIOBAHICTD, 3HUKEHHS MacCH Tijla Ta rapsg4ka). Y pasi BAHUKHEHHS Mif03pU Ha iHTepCTULlialbHy
XBOPOOY JIETeHiB MiKyBaHHS CTaTUHAMMU CIIi[l IPUTTUHUTH.

HanosHioBaui

Io cknapmy mpenapary JIIMiCTUH BXOAUTH J1aKT03a. Lle# mpemapaT He CJIif 3aCTOCOBYBaTHU
MMallieHTaM i3 PigKiCHUMH CIIagfKOBUMU 3aXBOPIOBAHHSMHU, OB’ I3aHUMU 3 HEIIEPEHOCUMICTIO
rajakTo3u, medinuToM makTasu Jlamma abo ManbabCcopOITiEr0 III0KO3KU-TaTaKTO3M.

Tepamisa nimigomogudikyounMu mpemnapaTaMmy IMOBUHHA OYTH OfHi€I0 3i CKIIag0BUX KOMITJIEKCHOI
Teparil g NalieHTiB 31 3HaYHO MiBUIIEHUM PU3UKOM PO3BUTKY aTePOCKIEPOTUYHUX 3aXBOPIOBaHb
CY[UH 4epes rinepxojiecTepuHeMin. MenukaMeHTO3Ha Tepallisi peKOMEeHYEThCA AK OOIIOBHEHHS 0
Oi€ETH, KOMY Pe3yabTaTy Bil JOTPUMaHHS HiETH, 1110 0OMEXY€E CIIOKMBAHHS HaCHUYEHUX KUPIB Ta
XOJIECTEPHHY, a TAKOXK Bifl 3aCTOCYBAHHS iHITUX HEMEOUKAMEHTO3HUX 3aX0[IiB 0yJI0 HEOOCTATHRO.
[TamieHTaM 3 imemiyHOM0 XBOp060oI0 cepllsd a0o 3 meKinbkoMa (pakTopaMu PU3UKY PO3BUTKY illIeMidHOi
XBOPOOH Ceplls 3aCTOCyBaHHS mpenapaTy JIIMiICTUH MOXKHA PO3M04YaTh OOHOYACHO 3
OOTPUMAaHHSM TIE€TH.

ObmediceHHA 3acmoCyB8aHHA

ATopBacTaTHH He JOCIiKyBaJii 3a YMOB, KOJIM OCHOBHUM BiIXUJIEHHSM Bifil HOpMHU 3 OOKY
minonpoTelHiB OyJio MifBUILIEHHS PiBHSA XioMikpoHiB (Tunu I Ta V 3a knacugikarieio ®penpikcoHa).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.
BazimHicmb
OuiHKa pu3ukis

[TpenapaT mpOTUIIOKA3aHUM BariTHUM XKiHKaM, OCKiJIbKM He BCTAHOBJIeHa Oe3IeKa Horo
3aCTOCYBaHHS BaTiTHUM i HEMa€ SBHOI KOPUCTI MIPUIOMY MiMif03HNKYBaIbHUX IIpenapaTiB y mepion
BaritHocTi. Ockinbku iHribiTopu 'MI'-KoA-penykTa3u 3HUKYIOTh CUHTE3 XOJIECTEPUHY Ta, MOXKIIUBO,
CUHTEe3 iHmuX 6i0TOTiYHO aKTUBHUX PEUYOBUH, SKi € MOXiTHUMHU X0JIECTePUHY, aTOPBACTATUH MOXKe



IIKIJIMBO BIIMBATH Ha Itif. [Ipuiiom npenapaTy CIif IPUIUHUTY, SK TiIBKU BCTAHOBJIEHA
BariTHICTH (OuB. po3ain «IIpoTunoka3aHHsa»).

Po3paxynkoBuli (hOHOBUM PU3NK 3HAYHUX BPOAXKEHUX MasbhopMalliii Ta BUKUIHIB [ BKa3aHOl
nonynsAnil HeBigoMui. Y 3aranbHii nomynsaiil CIITA po3paxyHKoBuY (HOHOBUM PU3UK 3HAYHUX
BpPOMKEHUX Mab(opMalliii Ta BUKHAOHIB IPY K/TiHIYHO BU3HAHUX BariTHOCTSAX CTAHOBUTH 2—4 % Ta
15-20 % BigmoBigHO.

KoHmpauenuis

ATopBacTaTUH MOXKe 3aBJaBaTHU IIKOAY IJIOAY IIPU 3aCTOCYBaHHI BariTHO XIHKOK. KiHKHK
PENpPOAYKTUBHOTO BiKy MaloTh OyTH poiH(OpMOBaHi Ipo HeoOXigHICTh epeKTUBHOI KOHTPALEil mif
4ac JIiKyBaHHS IIUM IIpernapaToM.

KniHiyHi 0aHi

OOmMmexeHi ony0iKoBaHi faHi o6cepBaliiHUX [OCTiIXKeHb, MeTaaHasli3iB Ta KIIiHIYHAX BUAOKiB
IIJ0JI0 3aCTOCYBaHHSA aTOPBACTaTUHY KaJIblil0 He ITOKa3ally MigBUIIEHOT0 PU3UKY BUHUKHEHHS
CEepUO03HUX BPOAXKEHUX MalbhopMalliii Yd BUKHAHIB.

Hapgxopmunu pigkicHi MOBigoMJIeHHS IPO BPOMXKEHI aHOMaJTil Micis BHyTPIIIHbOYTPOOHOI €KCII03UTIil
inmux inri6iTopise 'MI'-KoA-penykTa3u. [IpocnekTuBHe crocTepexeHHs nmpubausno 100 Bumagkis
BariTHOCTEU y XKIHOK, SKi JIIKyBaJIKUCSA CUMBAaCTaTUHOM YU JIOBACTATUHOM, I10Ka3aJlo, 110 4acToTa
BUIIQMIKiB BPOMIKEHUX aHOMaJIill I10[ja, BUKUIHIB Ta BHYTPIITHHOYTPOOHUX
CMepTel/MepTBOHAPOIKEeHb He ITepeBHUIIlyBaa YacTOTH, 0YiKyBaHOI IS 3arajbHOL Oy ISIIil.
KinpKkicTh BUIIAQMIKIB € OCTATHHOIO, 11100 BUKITIOUUTH = 3—-4-KpaTHE IMiIBUIIEHHS BPOOXKEHUX aHOMaIii
PO3BHUTKY IIJI0fIa TOPiBHSIHO 3 (HOHOBOIO YacTOTOW. Y 89 % BariTHux, 3a SKMMHU BEJIU IIPOCIIEKTHBHE
CIIOCTEPEeXKEHHS, JIIKyBaHHS IIperapaToM PO3M0YUHANIOCS A0 BariTHOCTI Ta MPUIMUHSIJIOCS IIif 4ac

I TpumecTpy micnsa BUSBIEHHS BariTHOCTI.

ITepiod 200ys8aHHA 2py00i0

[IpenapaT mpoTUIOKa3aHUM y Nepiof rogyBaHHS Ipyanio. BincyTHs iHdopMalis npo BIIUB
npernapaTry Ha OUTHHY, Ky TOOYIOTh TPyAAio, abo Ha JakTallito. HeBigoMo, Y1 mpoOHUKAE
aTOpBaCTATHH Y IPyIHE MOJIOKO, OJHAK Oys0 IMoKa3aHOo, I0 iHIIWM TiKapChKUM 3acib I[bOTO KJIacy
IIOTpAIlJIsi€e Y TPYOHE MOJIOKO; aTOpPBaCTaTHH HasgABHUU Y MOJIOLI ITypiB. OCKiJIbKYA CTaTUHU
TIOTEHIINHO 3[aTHI CHPUYMHUTH CepHo3Hi HebaXKaHi peakilil y HEMOBIISIT, SKi 3HAXOASIThCS Ha
rPyOHOMY T'OOyBaHHI, XKiHKaM, sIKi TOTpeOyI0Th JTiKyBaHHS IIperapaToM, He CJIifi TOAyBaTH T'PYAII0
(muB. po3min «IIpoTUOKa3aHHI»).

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHizmamu.

[Ipenapat Ma€ AyKe He3HAYHUM BIIJIMB Ha IMIBUAKICTh peakliil mifi Yac KepyBaHHS
aBTOTPAHCIIOPTOM abo iHITUMU MeXaHi3MaMu.

Cnocid 3acmocyeaHHsi ma do3u.

T'inepainidemia ma 3miwaHa oucainioemis



PekoMeHgoBaHa IMOYaTKOBa 403a aTopBacTaTuHy cTaHOBUTHL 10 a6o 20 Mr 1 pa3 Ha moOy. [Ins
TALieHTIB, SKi MOTPeOyI0Th 3HAYHOT0 3HUXKEHHS pPiBHS Xonectepuny JITTHII (6inbire Hix Ha 45 %),
Teparis Moxke OyTu po3noyara i3 mo3yBanHs 40 mMr 1 pa3 Ha mo0y. [1030BUM Hiama30H aTOPBACTATHHY
3HaxoouThcd ¥ Mexkax Bif 10 mo 80 mr 1 pa3 Ha mo6y. [IpenapaT MoXHa MpUiiMaTHA Pa30BOI0 103010 Y
Oynmb-sIKUY Yac Ta He3aJjleXKHO Bifl BXMBaHHS 1ki. [loyaTKOBy Ta HifATpUMYI0Yi 103U IIpemapary Ciif
nigOupaTy iHAKWBiAyanbHO 3a/Ie3KHO Biff METH JIiKyBaHHS Ta Bignosifi. [Ticia moyaTKy niKyBaHHS
Ta/abo micasa TUTPyBaHHS [03U IIpenaparTy CIif IpoaHali3yBaTy piBeHb JIiMifliB IPOTATOM Iepiony Bif
2 [0 4 TUXKHIB Ta BiATIOBIGHUM YMHOM BiIKOPUTYBaTH A0O3Y.

I'emepo3uz2omHa ciMeliHa 2inepxosecmepuHemis y nauieHmie dumsuo2o 8iky (8ikom 8id 10
0o 17 pokis)

PekxoMeHIoBaHa IMOYaTKOBa J03a aTOpPBACTaTUHY CTaHOBUTHL 10 Mr Ha {00y, 3BUYalHUY Oiama3oH 403
craHoBuTH Bifg 10 mo 20 Mr nepopansHo 1 pa3 Ha moby. [lo3u npenapary ciuif nigbupatu
IHOMBiAyaIbHO BIATIOBIAHO OO METH JIiKyBaHHSI. KOpUT'yBaHHS [O3U CJIif IIPOBOOUTH 3 iHTepBajioM 4
THXKHi ab0 OinbIme.

T'oMo3u20mHa cimeliHa 2inepxosiecmepuHemis

[lo3a aTopBacTaTUHY AJIS MALIEHTIB i3 TOMO3UTOTHO CIMEWHO0 IinepxoecTepuHeMi€l0 CTaHOBUTh
Big 10 mo 80 mr Ha moOy. JIiMicTHH CJifi 3aCTOCOBYBATH SIK MOMOBHEHHS [0 iHIIUX TiMoimigeMiqyHuX
MeTOfiB NiKyBaHHS (Hanpuknag, adpepes JITTHII) abo gkiio rinomimifgemMiysi MeTonu NiKyBaHHS
He[OCTYIIHI.

O0HouacHa 2inoainidemiyHa mepanis

JlimicTH MOXKHa 3aCTOCOBYBaTH 3i CEKBeCTpaHTaMM KOBYHUX KuCI0T. KoMbinatiito inribitropis I'MI-
KoA-penykTa3u (craTuniB) Ta ¢ibpatiB ciig npu3HadaT 3 06epexHicTio (ouB. po3ninu «B3aemopnis 3
iHImMMY TiKapchKUMM 3acobaMu Ta iHII BUOYM B3aeMOMi» Ta «OcOoBIUBOCTI 3aCTOCYBaHHS»).

[lo3ysaHHA 014 nayieHmis i3 NOpyweHHAMU PYHKUIl HUPOK

3axXBOPIOBaHHS HUPOK HE BIJIMBA€E Hi Ha KOHLEHTpAIIl0 IIpenaparTy y Ijla3Mi KpoBi, Hi Ha 3HUXKEHHS
piBHs xonecTepuny JIITHII npu 3acTOCyBaHHI IIpenapaTy, TOMy KOPUT'yBaHHS OO3U [Ipelapary Ajis
TALiEHTIB i3 mopyuIeHHIMU QYHKIII HUPOK He moTpibHe (ouB. po3minu «PapMaKoKiHETHKa» Ta
«Oc00IMBOCTI 3aCTOCYBaHHS»).

Ilo3yeaHHA 0414 nauieHmis, AKI NPUUMammMbs UUKAOCNOPUH, KAAPUMPOMIYUH, IMPAKOHA30,
snemepmosip abo nesHi iHeibimopu npomeas

Cnip yHMKATH 3aCTOCYBAHHS IpelapaTy MalieHTaM, SKi mpuiMaTh HUKII0CIOpUH abo iHribiTop
npoTtea3u BIJI TunpanaBip puToHaBip, abo iHribiTop nmpoTeasu Bipycy renatuty C riekampesip
nibpeHTacsip, abo eTepMOBip IIPU OJHOYACHOMY 3aCTOCYBaHHI 3 IUKJIOCTIOpUHOM. [lalieHTaM 3
BIJI, gKi npuiiMal0Th JIOMiHABIp pUTOHABIP, aTOPBACTATHUH CJIiff 32aCTOCOBYBAaTH Y HAMHUXKYIN
HeoOximHiN mo3i. [TarieHTaM, sSKi TpUIMaTh KJIAPUTPOMIIIUH, iTPaKOHA30J1, e10acBip rpa3ompesip,
abo marrientam 3 BIJI, ski mpuiimaioTh KoMOiHalll cakBiHABIp pUTOHABIP, JApyHaBip PUTOHABIP,
dbocamrpeHasip, GocaMipeHaBip puTOHaBip abo 1eTepMOBip, TepaeBTUUHY 03y Ipernapaty CJIif
o0MexkuTH 20 MTI, TaKOXK PEKOMEHAYETLCS IIPOBOAUTY HaJjiexkHe KJTiHiuHe 00CTeXKeHHS IS
3abe3neyeHHs 3aCTOCYBaHHS HaMeHIN0l HeoOXigHOI 03U aTOpBaCTaTUHY.

Y natuieHTiB, SKi mpuiiMaloTh iHTiOiTOp MpoTeas3u Bipycy rematuty C enbacBip/rpa3onpesip
OJHOYACHO 3 aTOPBACTAaTHHOM, 103a aTOpBacTaTUHY He IMOBUHHA IepeBuIyBaT 20 Mr/go0y (ous.



po3min «OcobmUBOCTI 3aCTOCYBaHHSI» Ta «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acob6aMu Ta iHIII BUOU
B3aEMOI»).

[NTamieHTaM, sKi mpuiitMaloTh iHribiTop mpotea3u BIJI Hendinagip, MiKyBaHHS aTOPBACTATUHOM CIIif
o0MexkuTH 003010 o 40 mr. [Ipu cynyTHbOMY IIpH3HaY€HHI aTOpPBaCTaTUHY 3 iHINMMU iHTiGiTOpaMu
IIpOTea3 peKOMEeHY€EThCS IPOBeieHHS BiAMOBIAHMX KTiHIYHMX 00CTeXKeHb 1 3a0e3meueHHs
3aCTOCYBaHHST HaMEHIII0l HeoOXigHOI 103U Ipemnapary (IuB. po3minu «B3aemois 3 iHIIUMU
JiKapChbKUMU 3aco0aMu Ta iHIIi BUOU B3aeMofini» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

Himu.
I'emepo3u2omHa cimetlHa 2inepxosiecmepuHemis

Besneka Ta eeKTUBHICTh 3aCTOCYBaHHS aTOPBACTATUHY BCTAHOBJIEHI [Jg AiTel BikoM Bim 10 mo
17 poKiB i3 reTEPO3UTOTHOIO CIMEWHOIO TillePX0IeCTEPUHEMIEI0 K IOMOBHEHHS [0 OIETH OIS
3HUKEHHS 3arajibHoOro xonectepuny, piBusa JITTHII Ta piBHS anosinonpoTeiny B, Konu micns
aJeKBaTHOI cipoOu HieToTepartii Bif3HAaYal0ThC:

- xonecteput JITTHII =190 mr/on (4,91Mmorns/n) abo
- xonectepud JITTHII =160 mr/on (4,14 MmMonb/n) Ta:

y ciMmeliHOMY aHaMHe3i HasiBHa ciMeliHa rinepxonectepuHeMis abo paHHi ceplieBo-
CYyOUHHI 3aXBOPIOBaHHS Y POAXYiB IepIIOro abo Apyroro CTymneHs abo

HasBHIi iBa a60 Oinblre iHIMX (HaKTOPiB PU3UKY CEPLIEBO-CYAIUHHUX 3aXBOPIOBAHb.
[Toka3zaHH4 [y 3aCTOCYBaHHS aTOPBACTaTUHY IIATBEPIXKEHE HA OCHOBI OOCIIiAXKEHD:

[Inane60-KOHTPOIbOBaHE KITiHiUHE [IOCTigXEeHHS TPUBAJIICTIO 6 MicsAliB 3 yyacTio 187
XJIOMIIIB Ta AiBYAT IiCJiA mo4yaTKy MeHcTpyauiu BikoM Bifg 10 go 17 pokis. [TauienTy, Ki OTpuMyBasu
JiKyBaHHS aTOpBacTaTUHOM y [03i 10 Mr a6o 20 Mr IIOmHS, Malu 3arajoM nomibHui npodink
HeOaxkaHUX peaklIliii M0 TaKOTo Y MAaIiE€HTIiB, IKi OTpUMyBaju mnauebo. Y 1boMy By3bKOMY
KOHTPOJIbOBAaHOMY [IOCIIiI2KeHHi He OyJI0 BUSIBIEHO 3HAUYIIIOT0 BIJIMBY aTOPBACTaTHHY Ha picT abo
cTaTeBe J03PiBaHHS XJIOMIIB a00 Ha TPUBAJICTE MEHCTPYAJILHOTO IIUKIIY Y OiBYaT.

TpupiuHe BifKpuUTe HEKOHTPOJIbOBaHE AOCTIAXKEeHH 3 y4acTio 163 miTer BikoM Bifg 10
mo 15 poKiB 3 reTepO3UT0THOIO CIMEWHOIO TilepXoiecTepUHEMi€I0, IS SKUX IigOupanu o3y Al
IOOCSATHEHHS LiNboBOTO0 piBHSA XonecTepury JIITHII < 130 mr/gn (3,36 mmons/n). be3neka Ta
e(peKTUBHICTb 3aCTOCYBAHHS aTOPBACTaTUHY IIpU 3HUXKEHHI xonectepuny JIITHIL, 3a3Buyaii
BiATIOBimal0Th MOKA3HUKAM, SIKi CITIOCTEPIraaucs y JOPOCIUX MallieHTiB, He3BaXKaloyu Ha 00MeKeHHS
IIJTaHy HEKOHTPOJIbOBAHOI'O AOCIiAKEHHS.

HeoOxifmHa KOHCYIbTALlS HiBUAT IiC/Is IOYaTKy MEHCTpPYallill I1[00 KOHTpALElii, IKIIIO0 IIe JOPeYHO
I TallieHTa.

IoBroCcTpOKOBOI €(heKTUBHOCTI Tepallil aTOpBacTaTUHOM, PO3II0YATOl B JUTUHCTBI [JIST 3MEHIIIEHHS
3aXBOPIOBAHOCTI Ta JIETaJIbHOCTI Y TOPOCJIOMY Billi, He BCTAHOBJIEHO.

Besmnexka Ta e(eKTUBHICTH Tepallil aTOPBaCTaTUHOM He BCTAHOBJIEHA AJIA AiTel BikoM f0 10 pokiB 3
reTepO3Ur0THOI CIMENHOIO TinepxoiecTepUHEMIELO.



I'omo3u2omHa cimetliHa 2inepxoaecmepuHemis

Kniniyna eheKTHBHICTh aTOpBaCTaTUHY y mo3ax g0 80 Mr Ha goOy mpoTsroM 1 poky Oyna oIiHeHa y
HEKOHTPOJIbOBAHOMY HOOCJIIAXKEHH] y Ial[leHTiB i3 TOMO3UTOTHOK CIMENHOIO TinepxoieCTePUHEMIEIO,
o sTKoro OyJI0 BKJTIOYEHO 8 miTel.

Ilepedo3yeanns.

Croenu@idyHOro JiKyBaHHS Ilepefio3yBaHHS aTOPBAaCTaTUHOM HeMa€. Y BUIIaAKy Ilepefo3yBaHHS
nalieHTa CJIif JIiKyBaTH CHMIITOMaTUYHO Ta IIPU HeOOXiMHOCTI 3aCTOCOBYBATH IiATPUMYIOUi 3aX00Hu.
Yepes BUCOKHUU CTYIiHb 3B'I3yBaHHS IIpenaparTy 3 OilkamMu Ijia3Mu KpPOBi He CITifl 049iKyBaTH
3HAQYHOIO IiICUIeHH KIIIPEeHCYy aTOpPBAaCTaTUHY 3a AOIIOMOT 00 reMOofiai3y.

ITo6iuni peakuii.

Y 3B’43Ky 3 TUM, 110 KJIiHIYHI JOCNIiAXKEeHHS IPOBOIATHCS Y PI3HUX YMOBAX, 4aCTOTY
BUHUKHEHHS HeOaXKaHUX peaklliid, 110 CIIOCTEPiraloThCs Mif Yac KIIiHIYHUX OOCIioXKeHb
JiKapchKOro 3aco0y, He MOxKHa 0e3rmocepeiHb0 MOPiBHIOBATH 3 IOKa3HMKaMU, OTPUMaHUMU
Il Yac KJIiHIYHUX JOCHIAXKEHb IHIIIOrO IIpernapaTy, Ta BOHM MOXKYTh He BiilIOBigaTH
IIOKa3HUKaM 4aCTOTH, 110 CIIOCTEPIrarThCA Y KITIHIYHIA TPaKTHULI.

3rigHOo 3 JaHUMHU KIIIHIYHUX JOCIIAXKEeHb aTopBacTaTUHY cepen 16066 mamieHTiB IPOTIATOM
53 TUXKHIB y Malli€HTIB, Ki OTpUMYBaIM JiKyBaHHS aTOPBACTaTUHOM, HaldacCTillle
crocTepiranucs Taki HeOaxkaHi peaxliil, 1110 TPU3BOAUIYN OO0 MPUIUHEHHS 3aCTOCYBaHHS
aToOpBaCTaTUHY Ta TPAIJISIIUCS 3 YaCTOTOI0, BUIIO0 HixX y rpymi nmnauebo: mianris (0,7 %),
miapes (0,5 %), Hymota (0,4 %), migBuIilieHHS piBHA anaHiHamiHoTpaHcdepasu (AJIT) (0,4 %)
Ta nevinkoBux gpepmeHTiB (0,4 %).

HadyacTimumy mo0iYHUMHU peakilisMu (= 2 % MopiBHSHO 3 MmIaileb0), He3anexHo Bif
IPUYUHY, y AI[i€HTIB, AKi OTPUMYBa/IH JIiKyBaHHS aTopBacTaTUHOM (1=8755), Oynu:
HazodapuHrit (8,3 %), apTpanris (6,9 %), miapes (6,8 %), 6inb y KinmiBkax (6,0 %) Ta
iHdeKIIil CeHOBUBITHUX IIIISAXiB (5,7 %).

Y Tabmuti 4 migCyMOBY€EThCS 9aCTOTa KIiHIYHUX HeOaxkKaHUX peaklliii, He3aJIeskHO Bifl
IIPUYUHHOTO 3B’SI3Ky, 3aPEECTPOBAHUX y 2 % MallieHTiB a0o OibIlle Ta 3 Y4aCTOTO0 BUIIOIO,
HiX y rpymi mnane6o, y nali€HTiB, SKi OTPUMYBaH JIiKyBaHHS aTopBacTaTuHOM (n=8755), 3a
manuMu 17 mnane6o-KOHTPOJILOBAHUX MOCTiIXKEHb.

Kniniuni HebGaxaHi peakilii, 1110 BUHUKANY y Oinblle HiX 2 % Malli€eHTiB, SKi OTpPUMYBaIn
JiKyBaHHS Oyb-sIKOIO 103010 aTOPBACTaTUHY, Ta 3 YaCTOTOIO BUIIOI0, HiXK Y T'PYIIi miaiebo,
He3aJIeXKHO Biff IPUUYUHHOTO 3B’s13KY (% MaIli€HTiB).

Tabmnuus 4



Byns-ska

HeGaxana peaxis* 1032 10 mr 20 mr 40 mr 80 Mr  IImame6o
N=8755 N=3908 N=188 N=604N=4055 N=7311
HazodapuHrit 8,3 12,9 5,3 7 4,2 8,2
Aptpanris 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 93 31 5,9
IH(l)eK'Hlﬂ CEYOBHUBITHUX 5,7 6,9 6,4 8 41 5.6
IISXiB
Iucnerncis 4,7 5,9 3,2 6 3,3 4,3
Hypora 4 3,7 3,7 7,1 3,8 3,5
M’s130Bo-cKeneTHu 6inp 3,8 5,2 3,2 5,1 2,3 3,6
M’s130Bi cr1a3Mu 3,6 4,6 4,8 51 2,4 3
Mianria 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 28 0,7 2.1

Oifip

* HebakaHa peakiisi >2 % y Oymb-sKil mo3i 6inblie, HiXK y rpymi miaieoo.

o inmux HeOaxkaHUX Peakilii, MPo SKi IOBiMOMIISIIOCS IIif Yac m1ane00-KOHTPOIbOBAHUX
IOOCJiIXKeHb, HaJleXXaTh:

3a2a/bHi NOpyweHHA: BITUYTTS HEe3OYXKaHHS, [IIPEKCis;

3 60Ky mpasHoi cucmemu: MITYHKOBO-KUIIKOBUY OUCKOMMOPT, BigpHKKa, METEOPU3M,
TenaTuT, X0JIecTas;

3 6OKY CKeslemHo-M’ 30801 cucmemu: M’sI30BO-CKeJIeTHUY Oinb, MigBHUIIlEHA BTOMJTIOBAHICTh
M’s13iB, Oinb y mmi, HabpsKaHHS Cyr100iB, TeHAXHONATIA (iHOAi yCKNnagHeHa PO3PHUBOM
CYXOXKHUILIA);

3 6oky Memab0i3My ma xapuysaHHs: MiABUILIEHHS TPaHCaMiHa3, BiIXUJIEHHS Bil HOPMU
GbyHKIIOHaIbHUX TPO0 MeYiHKY, MiABUIEHHS PiBHA IyXKHOI ocdaTa3r B KPOBi, MigBUAIIEHHS
akTuBHOCTI KOK, rinepriikemis;

3 60Ky Hepeosoi cucmemu: XKaxXJIUBI CHOBUIHHS;

3 60Ky duxasnbHoi cucmemMu: HOCOBa KPOBOTEUQ;

3 60Ky wKipu ma ii npudamkis: KPOIIUB' THKA;

3 60Ky Op2aHie 30py: HEUITKICTh 30PY, IOPYLIEHHS 30DY;

3 OOKY OpeaHie c/ayxy ma pigHosazu: IIyM y ByXaX;

3 60Ky ceyocmamegoi cucmemu: IEUKOLUTYPis;

3 60Ky penpodyKmueHoi cucmeMu ma MO/A04YHUX 3d/103: TiIHEKOMAaCTis.

YacToTy BUHUKHEHHS IMOOIYHUX peakIliii BU3HA4YaaId TaKUM YMHOM: 9acTo (>1/100, <1/10);



HeyacTo (>1/1000, <1/100); pigko (>1/10000, <1/1000); myxe pigko (<1/10000).

3 60Ky Hepsosoi cucmemMu: 4aCTO - TOJIOBHUY 6ifib; HEUACTO - 3allaMOPOYEHHS, ITapecTesis,
rinecTesis, AUCTeB3is, aMHe3isd; piAKo - nepudepriHa HelpomaTis.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMYy: 9aCTO - 3arop; HeYacTo - TaHKPeaTHUT, OTI0BaHHS.

3 60Ky ckesiemHo-M’ 30801 cucmeMu ma cnoay4YHOI MKaHUHU: 9aCTo - 6inb y cyrnobax, 6inb y cruHi;
myXe pigko - MiomaTist, Mio3uT, pabmoMionis;

3azanvHi nopyweHHA: HEYaCTO - acTeHid, Oinb y rpyasx, nepudepudti HaOpSKU, CTOMITIOBAHICTh.

ITopywenHs Memaboizdmy ma xapuyeaHHs: HEYaCTO - TiloraikeMist, 30ibIIIeHHS MacCH Tifna,
aHOPEKCid.

3 60Ky neviHKU ma H#c084YHO20 Mixypa: myxKe PimKo - IeYiHKOBa HeIOCTATHICTE.

3 60Ky wKipu ma cnoay4yHoi mkaHuHu: HEYacCTO - IIKIPHI BUCUIIaHHS, CBePOiXK, anomnellis; pigko
- JIixeHOIAHA peakllis, CIpUu4YrHeHa JlikapChbKUM 3ac0o00M; OyXKe PigKO - aHTiOHEeBPOTHUHUIH
HaOpsK, OyIbO3HUM IepMaTUT (Y TOMY YKCIi MylTbTU(GOPMHA epruTeMa), CAHAPOM

CriBeHca — JI2KOHCOHA Ta TOKCUYHHUH emigepMalbHUN HEKPOITi3;

3 6oky cepueso-cyOuHHOI cucmemu: PIOKO - BaCKYJIIT.

3 60Ky duxaabHOI cucmemu, opaaHie 2py0HOi Kaimku ma cepedocmiHHA: 9acTo - Oinb y ropsi Ta
rOpTaHi.

3 boky cucmemu Kposi ma aimpamuyHoi cucmemu: PIIKO - TPOMOOIIUTOIEHIS.
3 6oky iMyHHOI cucmemu: 4aCTO - aJlepridHi peakiil; JyxKe PifKo - aHadinakcis.
3 6oky opaaHie 30py: HEYACTO - 3aTYMaHEHHS 30DY.

3miHu pe3yabmamie 1ab0pamopHuUX aHai3i: 4aCTO - BiIXuieHHs pe3ybTaTiB GYHKIIOHATbHUX
npo0 neviHky, migBuieHHs akTUBHOCTI KOK KpoBi; HEUACTO - MO3UTUBHUM pPe3yIbTaT aHasli3y Ha
BMICT JIEMKOLIUATIB y Ceyi.

4K i nmpu 3acTocyBaHHi iHmuX iHribiTopie 'MI'-KoA-penykrasu, y nalieHTiB, SKi IpuiManu
aToOpBACTaTHH, CIOCTEpIraay MifBUIIeHHS aKTUBHOCTI TpaHCaMiHa3 CUpOBaTKU KpoBi. Lli
3MiHM 3a3BU4Yaii Oynu cnabKo BUpaXkKeHUMH, TUMYaCOBUMU Ta He MOoTpeOyBalu BTpy4YaHHS
abo nmikyBaHHs. KniHiyHO 3Hauyllle MiBUINIEHHS aKTUBHOCTI TpaHCaMiHa3 CUPOBATKHU KPOBi
(mepeButmientss BMH 6inbine HixX y 3 pa3u) crnocrtepiranu y 0,8 % marieHTi, SKi nmpuiimanu
atopBacTaTHH. lle migBUIIIeHHS MaJio N0303a/Ie’KHUN XapakTep Ta 0yn1o 060pOTHUM Y BCiX
MIaIliEHTIB.

Y 2,5 % mnarieHTiB, AKi mpuiiManayd aTOpBacTaTUH, CIIOCTepirany 3poctanHsa akTuBHOCTI KK cupoBaTKu
KPOBI, 1m0 6inbIne Hixk y 3 pa3u nepesuinyBaia BMH. Lle 36iraeTscs 3i CmocTepekeHHIMU IIpU
3acTocyBaHHI iHmmx iHribitopis 'MI-KoA-penykrasu y npotieci KiiHidHuX gochigxeHs. Y 0,4 %
TIaLliEHTIB, SIKi OTPUMYBaJIX aTOPBACTATHUH, CIIOCTEPIiraBcs piBeHb, 110 nepeBuinyBaB BMH 6Ginblie Hix
y 10 pasis.



[ToGiuHi peakiiii, SIKi BUHUKIIM IIiT Yac KITiHIYHUX OOCHiXKeHb: iH(DeKIIil CeY0BUBITHOTO
TPaKTy, IYKPOBUY miabeT, iHCyNbT.

Iimu (10-17 pokie). Y mallieHTiB, SIKi 3aCTOCOBYBaJI aTOPBACTATHH, BilaHayanu MoOiYHi TPosiBY,
nonibHi Mo MPOosBIB y mallieHTiB rpymnu mnane6o. HalidarampHimuMy no6iYHIMY IPOSIBaMU, SIKi
cnocTepiranucs B 060X rpynax, He 6epyun J0 yBaru NIPUYMHHUN 3B’ 130K, Oynu iH}eKil.

Iloceid nocmpeecmpau,iiiHo20 3acCMocy8aHHs aMopaacmamuHy.

[TpoTSiroM MOCTPEECTPALIIHOTO 3aCTOCYBaHHS aTOPBACTATUHY OyNiu BUSBJIEHI
HUXKYe3a3HaueHi HeOaxaHi peakilil. OCKibKY PO IIi peakxilil MoBimoMIISIN Ha HOOPOBiNbHIN
OCHOBI Biff TOMyJIAIlil HEBIIOMOl YHUCEIbHOCTI, He 3aBXKAY MOXKHA OOCTOBIPHO OL[IHUTH 1X
4acToTy ab0 BCTaHOBUTU IPUYMHHO-HACIIIAKOBUY 3B’930K i3 3aCTOCYBaHHSIM IIpenapary.

o HeGaxXaHUX peakllili, OB’ A3aHuUX i3 JIiKyBaHHSIM aTOPBAaCTATUHOM, 3apPEECTPOBAHUX ITiCII BUXOOY
IIperapaTy Ha PUHOK He3aJIeXKHO Bifj OL[IHKY IPUYUHHO-HACIIAKOBOTO 3B’ 43Ky, HaleXaTh:
aHadinakcisg, aHTiOHEBpOTUYHUY HaAOpsK, Oy/Ib03HI BUCUIIaHHS (Y TOMY YHCIIi eKCyoaThBHA
MynbTU(DOPMHA epuTeMa, CUHAPOM CTiBeHCa—[I)KOHCOHA Ta TOKCUYHUM ellifepMaibHIuI HEeKPOoJli3),
pabmomionis, Mio3uT, migBHUIIlEHA BTOMITIOBAHICTh, PO3PUB CYXOXKMUIIIIS, JIeTallbHa Ta HeJleTalbHa
IIeYiHKOBa HE[OCTATHICThb, 3allaMOPOYEHHS, IEeTNpecis, mepudepruyHa HeNponarisi, maHKpeaTUT Ta
iHTepcTUIianbHa XBOpoOa JIeTeHb.

Hapgxopmunu pigkicHI MOBifOMJIEHHS IPO BUNIaAKY iMyHOJIOTIYHO OIIOCEPEAKOBAHOL HEKPOTU3YI0Y01
MmiomarTii, mOB’s13aHO] i3 3aCTOCYBaHHSIM CTATUHIB (IUB. po3misn «Oco0IMBOCTI 3aCTOCYBAHHSI»).

Hapxomgunu pigKicHI OCTpeecTpaLilHi IOBIIOMJIEHHS [P0 KOTHITUBHI po3j1aay (BTpaTa nam’sTi,
6e3naM’sITHICTh, aMHe3is1, TOPYIIeHHs IaM’siTi, CIIJTyTaHiCTh CBiMOMOCTI), IIOB’sI3aHi i3 3aCTOCYBaHHSAM
craTtuHiB. LIi KorHiTUBHI po3nanu OyK 3apeeCcTpPoBaHi IIPX 3aCTOCYBaHHI BCiX CTaTUHIB. 3araaoMm
BOHM He HaJjlexkalu 10 KaTeropii cepiio3Hux HebaxkaHUX peakiliii Ta O0yIu 000POTHUMHU IIiCIIs
IPUNUHEHHS IPUUOMY CTaTHHIB, MaJii Pi3HUYU Yac OO0 MOo4YaTKy NposBY (Bif 1 OHA OO KiTbKOX POKIB)
Ta 3HUKHEHHS (Me[iaHa TPHUBAJIOCTI CTAaHOBUJIA 3 TUXKHI).

[Tig yac 3acTocyBaHHS OeSIKUX CTaTUHIB Oy/IM onucaHi Taki HebaXaHi sSiBUIa: po3/1az CTaTeBOl
GbyHKIIIT; BUHSTKOBI BUIAOKM iHTEPCTULIATbHOI XBOPOOH JIeTeHiB, 0COGIMBO i Yac TOBrOCTPOKOBOTO
JIIKyBaHHS.

Hiﬂ YaC IMMOCTMAPKETHUHT OBUX CIIOCTEPEXKEHD HOBiEOMJ’IHJ’[OCH IIpo HUXK4Ye3a3HaueHi Ho0iuHi peaKgﬁ.
3 60Ky KpoB8oHOCHOI ma AimpamuyHoi cucmemu: TPOMOOITUTOIIEHIS.

3 6oky imyHHOI cucmemu: anepriufi peakirii, anadinakcis (y Tomy uucii aHadimakKTUYHUH
II0K).

3 6oky memaboai3My ma xap4y8aHHsl: 36iNbIIEHHS MACH Tija.

3 60Ky Hepsogoi cucmemu: TONOBHUI Oinb, TimecTesist, AUCTeB3isd; MiacTeHisd rpasic (4acToTa
BUHUKHEHHS JaHOTO PO3JIafly HEeBioMa).

3 60Ky WaAyHK0B80-KUWKO0B020 Mpakmy: 6iflb y XKUBOT.

3 6oky opaaHie cayxy ma nabipuHmy: LIYM y ByXaX.



3 60Ky opeaHie 30py: 0YHa MiaCcTeHist (YacTOTa BUHUKHEHHS AaHOTO PO3Jiafy HeBimoMma).

3 6oky wKipu ma nidwkKipHOT MKAHUHU: KPOIIUB' THKA.

3 60Ky ckesemHo-M’ 30801 cucmemu ma CnoAYYHOI MKAHUHU: apTpanris, 6inb y CIIUHI.
3az2anvHi nopyweHHA: 6inb y Tpyasax, nepudepuysuit HabPSK, He3OyKAHHS, BTOMA.

3MiHU pe3yabmamis 1abOPAMOPHUX aHaai3ie: TIABUILLIEHHS aKTUBHOCTIL
alaHiHaMiHOTpaHC(epas3u, HigBuileHHS aKTUBHOCTI KOK KpoBi.

[ToBigoMIeHHS PO IMif03pI0BaHi M00iYHiI peakiril

[ToBimomnenHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTh/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCcTaBHUKAM CJIif] TOBiJOMJISITH TIPO YCi BUMIAAKHU Mif03PI0OBaHUX MOOIYHNX Peakllii Ta
BifICYTHOCTi e(peKTUBHOCTI TiKapChKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpPMAIliliHy CUCTEMY 3
bapmakoHarnany 3a mocunanusM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 2 POKH.

YMmoBu 306epiranns. 30epiraTy B OpuriHaibHil yakoBIl npu Temmepatypi He Buiie 30 °C.
30epiratu B HELOCTYITHOMY [JiS [iTel MiCIIi.

YonakoBka. [To 10 TabneTtok y OGmicTepax, mo 3 6micTepu y KOpooOtii.

KaTeropis Bigmycky. 3a penenTom.

BupoOHHK.

Mapkcanc ®apwma JITa.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MiCIsi IPOBaIKeHHs MOro JisIbHOCTI.

Hinsaka Ne JI-82, JI-83, Bepua Iumactpian Icreut, Bepra I'oa, IH - 403 722, Iapis.


https://aisf.dec.gov.ua

3asiBHHUK.

AnanTa Mepikeap JITa.

Micne3HaxomKeHHs 3asiBHHKa Ta/a00 mpeacTaBHUKaA 3asiBHHKA.

Crior 1, 2 Creuura Kopt, Imnepian Bapd, Tayumen Poan, ®ynxam, JloumoH, Benuka bpurawnis.



