IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

NIMOBOH
(LIPOBON)

Cknag:

Aitoya pevyoBmHa: e3eTnmio;

1 TabneTka MicTUTb e3eTumidy 10 mr;

[ONOMI>KHI PEYOBMHM: LIeNH0M103a MIKPOKpUCTaNivyHa, MaHITON, HAaTPild KpOocKapmenosa, rifpoKCMNponinuentono3a Hu3bKo3aMilleHa, MnoBigoH-K25, Hatpito
naypuncynbar, MarHito cteapar.

JlikapcbKa thopma. TabneTku.
OCHOBHI (hi3nMKO-XiMi4HI BnacTUBOCTI: 6iforo abo marixe 6inoro KoMLOPY NPoAoOBryeaTti TabneTkn 3 Kogom «E 611» 3 ogHOro 60Ky Ta 6e3 XXO4HWX rpasitoBaHb 3
iHWOro 6okKy.

dapmakoTepaneBTUYHa rpyna.
IHWI ninigomoaungikytodi 3acobun. Kog ATX C10A X009.

dapmMakosoriyHi BNacTmBOCTI.

PapmakognHamika.

MexaHi3m aii

E3eTMi6 — Le npeacTaBHMK HOBOMO Kacy Ninigo3HMKYBa/lbHUX PEYOBUH, AKI CEIEKTUBHO MPUTHIYYOThL IHTECTUHAIbHY abcopbLito X0NecTepuHy Ta BiAnoBigHUX
POC/IMHHKX CTeponiB. E3eTMib € nepopanbHO akTUBHMM Ta Mae MexaHi3m fil, BiAMIHHWIA Bif IHLLIMX KNaciB X0NeCTePUHO3HKYBa/lbHUX NpenapartiB (Hanpuknag,
CTaTWHIB, CEKBECTPAHTIB XOBYHUX KMUCMOT (CMOMN), KACMOTHUX MOXIAHMX (PIBPaTIB Ta POC/IMHHMX CTaHO/IB). MOMEKYNIAPHOIO MILLEHHIO e3eTUMIBY € NepeHOCHMK
cteponis Niemann-Pick Cl-Like 1 (NPC1L1), wo BignoBigae 3a BCMOKTYBaHHS X0/IECTEPUHY Ta (DITOCTEPOSTIB Y KALLEYHUKY.

E3eTnmi6 nokanisyeTbCa Ha LUITKOBIA CMYXLi TOHKOT KUALIKW i NPUrHivYye abcopbuito XONecTepuHy, 3MEHLLYHUYM [OCTaBKY IHTECTUHA/IbHOMO XONIECTEPUHY Y
MeYiHKY; CTaTMHN 3HWXYIOTb CUHTE3 XOMeCTepUHY Y MediHui, i pa3oM Li MexaHi3Mu 3a6e3neyyroTb [0JaTKOBE 3HVKEHHA XonecTtepuHy. Iicna ABOTUXHEBOro
KNiHIYHOr0 3aCTOCYBaHHA y 18 nawieHTIB 3 rinepxonecTepuHeMieto e3eTUMi6 Ha 54 % 3HMXKyBaB abCcopOLLi0 X0NecTepUHY NOPIBHAHO 3 Nnaue6o.

dapmakoaMHaMmiyHi epekTn

Byna nposefeHa cepif AOKNIHIYHUX AOCNIMKEHb ANS BU3HAYEHHA CENEKTUBHOCTI e3eTUMIBY o0 NPUrHiYeHHs abcopbuil xonecTepuHy. E3eTnmi6 npurHivysas
abcop6uito [14C]-xonecTepuHy 6e3 BNAvBY Ha aGCOPOLLit0 TPUMMILEPUAIB, XKUPHUX KUCOT, XXOBYHMX KUC/IOT, MPOTreCTePOHY, ETUHINECTPaiony abo XMPOPO3UMHHIX
BiTamiHiB A i D.

EnigemionoriynHi AocnigpKeHHs BCTAHOBWAK, LLO CEPLEBO-CY[MHHA 3aXBOPHOBAHICTb Ta NETa/IbHICTb 3MIHIOOTLCA Y NPAMIMA 3a1€XHOCTI Bif PIBHS 3arajbHOro
xonectepuHy 1a XC JINMHLL, Ta B 06epHeHi Big piBHs XC JTTBLLL.

3acTocyBaHHS €3eTUMIOY 3i CTaTMHOM ePEKTMBHO 3HUXKYE PU3MK CEpLEBO-CYAMHHMX MO y NauieHTIB 3 iLUeMIYHOK XBOPO6OK cepus Ta rocTpMM KOPOHApHUM
cuHgpomom (MKC) B aHamHes3I.




KniHiYHa edeKTUBHICTb Ta 6e3neka

Y KOHTPO/IbOBaHMX KNIHIYHUX LOCNIMKEHHAX e3eTUMI6 Yy AKOCTi MOHOTepanii, a TakoX i3 CynyTHIM 3aCTOCYBaHHAM 3i CTaTUMHOM 3HAYHO 3HWXKYBaB 3arajibHUi
X0necTepuH (3aranbHuii XC), XonecTepuH NinonpoTeiHiB HU3bKOI WinbHocTi (XC JIMHLL), anoninonpoteiH B (Ano-B) ta Tpurniyepuan (TT) i nigsuwysas
XO0/1eCTePUH NINONPOTETHIB BUCOKOT WinbHOCTI (XC JIMBLL,) y nayieHTIB i3 rinepxosiecTepuHeMiero.

MepBuHHA rinepxonecTepuHeMis

Y noggiinHoMy cninomy nnaueb0-KoOHTPONbOBaHOMY 8-TUMXKHEBOMY [OCMiMKEeHHI 769 MauieHTiB 3 rinepxonecTepvHeMieto, fKi BXe OTPUMYKOTb MOHOTepanito
cTaTMHamu Ta He BignosigatoTb Lini XC JIMHLL, BignosigHo ao HauioHanbHOT 0cBiTHLOT Nporpamu 3 xonectepuHy (NCEP) (Big 2,6 10

4,1 mmons/n [Big 100 go 160 mr/an], 3anexHo Bif 6a30BMX XapaKTEPUCTUK), Bynn paHAOMI30BaHi Ans npuinomy esetumioby 10 mr abo nnauebo, Ha A0AaTOK A0
MOTOYHOI Tepanii cTaTHamu.

Cepep, nauieHTIB, SKi OTpMMYBan CTaTUHK i AKi He Bignosiganu uini XC JIMHLL Ha noyaTkoBomy eTani (~ 82 %), 3Ha4HO 6iflbLUe nauieHTiB, paHA0MI30BaHUX ANs
npuiiomy eseTumioby, gocarHynm uini XC JIMHLL, B KiHLeBi TouULi SOCNI4KEHHA MOPIBHAHO 3 NalieHTaMu1, paHA0Mi30BaHUMK 41 Npuidomy nnauebo, BiAnoBigHO 72
% Ta 19 %. BignosigHi 3HMWkeHHA XC JIMHLL, cyTtTteBo BigpisHanucs (25 % T1a 4 % ans e3eTumidy NOpiBHAHO 3 nnaue6o BiAnosigHO). Kpim TOro, e3etunmio,
[0AaHMIA 10 MOTOYHOT Tepanii cTaTUHaMu, CyTTEBO 3HMU3MB 3arasibHuin XC, Ano-B, TI i nigsuwms XC JTMHLL, nopiBHsHO 3 nnaue6o. E3eTumio abo nnauebo, goaaHi
[0 Tepanii cTaTHamu, 3MeHLLMB cepefHi C-peakTuBHUI 6inokK Ha 10 % abo 0 % Bif NOYATKOBOrO PiBHS Bi4NOBIAHO.

Y ABOX NOABIHMX CNINWUX paHA0Mi30BaHUX MNaLe60-KOHTPOMbOBaHMX 12-TMXKHEBUX AOCNIAKEHHAX 3 yyacTio 1719 nauieHTiB 3 MEPBMHHOK FiNepXonecTepuHEMIERD
e3eTumi6 y ao3i 10 Mr cyTTeBO 3HU3MB 3aranbHUii XC (13 %), JITTHLL, (19 %), Ano-B (14 %) i TT (8 %) i nigsuwime XC JINBLL,

(3 %) nopiBHAHO 3 Nnaue60. Kpim Toro, e3eTumi6t He BM/MBaB Ha KOHLEHTPALit0 XXMPOPO3UMHHIKX BiTaMiHiB A, D Ta E, He BNAMBaB Ha NPOTPOMOGIHOBUIA Yac, i, SK
IHLWI NiNiZO3HWKYBa/IbHI NpenapaTu, He 3aBaXkas MPOAYKYBaHHIO afpeHOKOPTUKa/IbHOMO CTEPOIAHOIO FOPMOHY.

Y 6araToueHTPOBOMY MOABIAHOMY C/iNOMY KOHTPO/IbOBAHOMY KAiHiYHOMY gocnifpkeHHi (ENHANCE) 720 nauieHTiB i3 reTepo3vMroTHOK CiMEenHoH
rinepxonectepuHemicto 6ynn paH4oMi3oBaHi 4ns npuinomy esetumiby 10 Mr y kKom6iHauii 3 cumactatmHom 80 mr (n = 357) a6o cumeactatHy 80 mr (n = 363)
NpoTAroM 2 pokiB. OCHOBHOK METOK AOCNIMKEHHS 6YN0 BUBUYEHHS eeKTy KOMOIHOBaHOT Tepanii e3eTMMi6OM/CMMBACTaTMHOM Ha TOBLUMHY iHTUMa-Megia (T1M)
COHHUMX apTepiii MOPIBHAHO 3 MOHOTEpPaniet0 cMMBacTaTMHOM. BNamB LbOro CyporaTHOro Mapkepa Ha cepLeBO-CyAUHHY 3aXBOPHOBaHICTb Ta IeTa/lbHICTb BCe LU He
NPOAEMOHCTPOBAHO. MNepBMHHA KiHLIEBA TOYKA, 3MiHa cepefHbOT TIM BCiX LLIECTM CErMEHTIB COHHMX apTepiil, He Biapi3Hanaca 3Ha4yHo Mipoto (p = 0,29) mMix agBOoMa
rpynamm nikyBaHHs, K Oyno BM3HAYeHO 3a A0MOMOrOH Y/bTPa3BYKOBOrO AOCNIMKEHHS Y B-pexxumi. Mpu 3actocyBaHHi e3eTumity 10 mr y kom6iHauii 3
cumBactaTHom 80 Mr abo TifbkM cumBacTatuHy 80 Mr, TOBLYMHA iHTMMa-MeAia 36inbwimnaca signosigHo Ha 0,0111 mm i 0,0058 mm BiAMNOBIAHO NPOTArOM
[BOPIYHOro AocnigpKeHHs (novaTkosa ToBWMHA TIM COHHMX apTepiit — 0,68 MM Ta 0,69 MM BiAMOBIAHO).

E3etumi6 10 Mr y kombiHauii 3 cumBacTaTuHOM 80 Mr 3meHwWwmB piBeHb XC JIMHLL, 3arancHuii XC, Ano-B i Tl 3HayHO 6inblue, HiXX cumBacTaTuH 80 Mr.
MpoueHTHe 36inbleHHa XC JIMBLL, 6yno nogibHum ana ABOX rpyn NikKyBaHHA. [Mo6IYHI peakLii, MPo AKi NOBIOMAANM MPWU 3aCTOCYBaHHI e3eTumMiby 10 Mr B
KOMGiHaLii 3 cumBacTaTHoM 80 Mr, BignoBiganun noro BigomMmomy npointo 6e3neku.

4iTn

Y 6araTtoueHTPOBOMY NOABIHOMY CNiNOMY KOHTPO/IbOBaHOMY A0CAiKEHHI 138 nauieHTiB

(59 xnonuukiB Ta 79 gisyart) Bikom Bif 6 40 10 pokiB (cepefHii BiK 8,3 poKy) i3 reTepo3uroTHO CiMeliHOK abo HecimMeilHOoW rinepxonectepuHemicto (MeCr) 3
noyatkoBuMu piBHAMM XC JTTTHLL, mix 3,74 i 9,92 mmonb/n 6ynn paHoMi3oBaHi 418 npuinomy e3etumiby 10 mr abo nniaue6o npoTarom 12 TUKHIB.

Ha 12-my TWXHi e3eTUMi6 CyTTeBO 3HM3MB 3aranibHU XC (-21 % npotun 0 %), XC JMHLLY, (-28 % npotu -1 %), Ano-B (-22 % npotu -1 %), XC J/IMNBLL, (-26 %
npotn 0 %) nopiBHAHO 3 nnaue6o. Pe3ynbTaT Ans ABOX rpyn fikyBaHHA 6ynu nogioHumun gna TI ta XC JINBL, (-6 % npotn +8 % T1a +2 % npotn +1 %
BiAMOBIAHO).

Y 6aratoLeHTPoBOMY NOABIAHOMY CNiMOMY KOHTPO/IbOBaHOMY A0CHiMKeHHI 142 xnonunku (ctadis TaHHepa |1 a6o Buwe) Ta 106 giB4aToK Nicnis MeHapxe BiKOM Bij,
10 fo 17 pokiB (cepesHiii BiK




14,2 poKiB) i3 reTepo3nroTHOO CiMeliHO rinepxonectepuHeMieto (MeCrr) 3 novatkosumu pisHaAMU XC NIMHLL, mix 4,1 Ta 10,4 mmons/n 6ynun paHLOMI30BaHi /15
npuinomy es3eTnmiby 10 Mr cynyTHbO 3 cumBacTaTuHOM (10, 20 a6o 40 mr) abo Tinbkun cumacTatuHy (10, 20 a60 40 Mr) NpoTArom

6 TWXKHIB, CYMYyTHbLO 3 e3eTUMIO6OM i 40 Mr cumBacTaTUHy abo Tiflbkn 40 MI CMMBACTaTUHY NPOTArOM HaCTYMHUX 27 TVDKHIB 3 NOJasblUMM BiAKPUTUM CYNyTHIM
npuiiomMmom e3eTumidy Ta cumsacTaTtuHy (10 mr, 20 Mr a6o 40 mr) npoTarom 20 TUXKHIB.

Ha 6-My TWXXHI e3eTMMI6 i3 CynyTHIM 3aCTOCyBaHHSIM CUMBAacTaTUHY (BCi [1031) CYTTEBO 3MeHLWMB 3arasibHnii XC (38 % npotn 26 %), XC JMHLL, (49 % npotun
34 %), Ano-B (39 % npotu 27 %), XC JITNBLY, (47 % npotun 33 %) NOpiBHAHO 3 MOHOTepaniet CMMBACTaTUHOM (BCi J03u). Pe3ynbTatv 41 4BOX FPyn NiKyBaHHSA
oynu nogioHumm ana TI ta XC JINBLY, (-17 % npoTtu -12 % Ta +7 % npotn +6 % BignoBigH0). Ha 33-My TWXXHI pe3ynbTarti 6yiM CyMiCHUMM 3 pe3ynibTaTaMu Ha 6-
MY TWXKHI, | 3Ha4HO 6ifblue NauieHTiB, AKi 0TpUMyBanun e3eTnMi6 Ta 40 Mr cumBacTaTuHy (62 %) aocarnu igeansHoi meTu BignosigHo 4o NCEP AAP (< 2,8 mmosb
/n [110 wmr/gn]) pns XC JIMHLL, nopiBHAHO 3 TUMK, XTO OTpumyBaB 40 Mr cumBactatuHy (25 %). Ha 53-My TWXHI, HanpukiHui BiLKPUTOro A04aTKOBOIO
AOCNiDKeHHS, BNVMB Ha NiNigHI NnapameTpn 36epirascs.

Besneka Ta ePeKTUBHICTbL e3eTUMIOY, L0 NPU3HaYav Yy KOMOiHaLT 3 cMBacTaTUHOM Y A03i 6inblue 40 Mr Ha fo6y, AiTaM Bikom Big 10 4o 17 pokiB, He BUBYA/IUCS.
besneky Ta epeKTUBHICTb €3eTUMIOY, L0 NpU3HaYaIn y KOMBIHaLIT 3 cuMBacTaTUHOM, AiTAM BikoM Ao 10 pokis, He BMBYaiW. [LOBroCTPOKOBa ePEKTMBHICTL Tepanil
€3eTUMIBOM Yy MaLieHTiB BIKOM A0 17 poKiB AN 3HUXXEHHS 3aXBOPIOBAHOCTI Ta NETa/IbHOCTI Y 3piNoMy BiLi He A0CAi[KyBanacs.

Mpodhinak TuKa cepLeBo-CyaNHHIX NOAIN

MoninweHe CKOPOYEHHs pe3ynbTaTiB: MiXXKHapOAHe AOCHiMKEHHS eteKTMBHOCTI BiTopiHy (IMPROVE-IT) — ue 6aratoueHTpoBe paHAOMi30oBaHe MoABiviHE cnine
[OCNIHKEHHS 3 aKTUBHMM KOHTPO/IEM 3 y4yacTio 18144 nauieHTiB, sKi 6y BkYeHi npotarom 10 gHiB nicns rocniTanisayii yepes rocTpuii KOPOHapHWn CUHAPOM
(TKC, roctpuia iHhapKT miokapga [IM] a6o HecTabinbHa cteHokapdis [HC]). Ha momeHT npossy 'KC XC JTMHLY, nauieHTiB 6yB < 125 mr/gn

(£ 3,2 MMO/1b/N), AKLLO BOHW HE OTPUMYBa/IN MiNIA03HMKYBA/IbHY Tepanito, abo < 100 mr/gn

(€ 2,6 Mmonb/T), SKLWO BOHW OTpUMYBa/IM NiNiLO3HMXKYBaIbHY Tepanito. Yci nauieHTn 6ynu paHLoMi30BaHi y cnisBigHoWweHHI 1:1 ans npuiiomy abo e3eTumiby
/cumBacTtatuHy 10/40 mr

(n=9067) abo cumsactatuHy 40 mr (n = 9077) Ta 3HaXO4MANCSA Nif HArNALOM Y CepeHbOMY

6 pokisB.

CepefHiii BiK MaLieHTiB CTaHOBMB 63,6 poKy; 76 % 6ynu YonoBidvoi ctaTi, 84 % 6ynn KaBKa3bKOi HalioHaNIbHOCTI Ta 27 % Manu aiabeT. CepefHin nokasHuMK XC
NMHLLL, Ha MoMeHT BMBYeHHA KBanidikauiinHoi nogii 6ys 80 mr/an (2,1 mmons/n) ans ninigo3HmKyBanbHoi Tepanii (n = 6390) Ta

101 mr/an (2,6 mmonb/n) Ans TUX NauieHTIB, SKi He OTPUMYBa/IM MONePeHI0 NiNiA03HMKYBaNbHY Tepanito (n = 11 594). [o rocnitanizayii y 38°sa3ky 3 TKC 34 %
nayieHTiB OTpUMYBa/IM Tepanito cTaTuHaMu. MNpoTarom 1 poky cepeHint nokasHnk XC SIMHLL, ana nauieHTis, SKi NpoAoBXyBaan Tepanito, cTaHOBMB 53,2 mMr/an
(1,4 mmonb/n) gns rpynu eeTumidy/cumeactaTuHy i 69,9 mr/an

(1,8 mmonb/n) ans rpynu MOHOTepani’ cMMBacTaTUHY. 3HaYeHHs Ninigis 3aranom 6ynn oTpMMaHi AN NauieHTIB, AKi 3aIMWUANCA B A0CNILKYBaHI Tepanil.
MepBUHHOKO KiHLLEBOK TOUKOK Oyna KOMGiHaLiT, Lo BKIOYana neTalbHUiA HacNifOoK 3 NPUYUHU CepLEeBO-CYAMHHOT NaTONOriT, rOCTpUiA KopoHapHuiA cuHgpom (MFKC,
WO BM3HA4aBCSA SK HeneTanbHWUIA IH(ApPKT MioKapaa, 3aOKyMeHTOBaHa HecTabinbHa CTEHOKapfisi, sika noTpebyBana rocniTanisauii, abo 6yab-ika npoueaypa
KOPOHapHOT peBacKynspu3aLlii, ska npoxoauna gk MiHiMmym yepe3 30 AHIB Nicns Npu3HayYeHHs paHA0Mi30BaHOI0 NiKyBaHHS) | HeneTaslbHWUIA IHCYNbT. JoCNiAXeHHSs
nokasasu, Lo fiKyBaHHSA e3eTUMIOoM Npu LofaBaHHI L0 CMMBAcCTaTMHYy 3abesneyye MocTynoBy rnepesary y 3MeHLUEHHI NMepB1HHOI KOMBIHOBAHOT KiHLEBOT TOYUKM
NeTanbHOro Hacnigky 3 NpUUMHK cepueBo-cyaAnMHHOT natonorii, TKC Ta HeneTabHOro iHCY/bTY MOPIBHSAHO 3 CUMBACTaTUHOM (BiHOCHWIA PU3MNK 3HMXKYETLCA Ha 6,4
%, p = 0,016). MepBMHHa KiHLeBa ToYKa cnocTepiranaca y 2572 3 9067 nauieHTiB (7-piuHniA NoKasHWK Ha ocHOBI MeTofy KannaHa-Meepa [KM] 32,72 %) B rpyni
eseTuMmiby/cumBacTaTnHy Ta 2742 3 9077 nauieHTiB (7-piyHMiA NOKa3HMK Ha ocHoBi meTogy KM 34,67 %) y rpyni cumBacTaTuHy. (amB. Puc.l i Tabnuuto 1).
OuikyeTbCA, WO LS AoAaTkoBa nepesara Oye CXOXOH 3 OAHOYACHUM BBEAEHHAM iHLIMX CTaTUHIB, AKi MOKa3asv CBOK e(MEKTUBHICTb Y 3MEHLUEHHI PU3NKY
CepLLEeBO-CYANHHUX MOAINA. 3araibHa NeTanbHICTb Y Uil rpyni BUCOKOro pU3nKy He 3MiHunacs (ams. Tabnuuto 1).



[ns BCiX IHCYNbTIB iCHYBaa 3arasibHa Mnepesara; npoTe CroCTepirasocs HeBeNnKe HesHayHe 30i/IbLUEHHS FreMopariyHoro iHCY/bTy B rpyni e3eTumiby-crMBacTaTUHy
MOPIiBHAHO 3 cumBacTaTUHOM (AuB. Tabnuui 1). PU3MK remopariyHoro iHCy/nbTy NPV 3acTOCyBaHHI €3eTUMiBy pa3oM i3 BMCOKOAKTUBHUMK CTaTMHaMW Yy
[OBrOCTPOKOBUX AOCNIIKEHHSX pe3y/bTaTiB He OYB OLiHEHWA.

NikyBanbHWUiA epeKT e3eTMMiby/cMMBacTaTHY 3araJioM BiAMOBigaB 3araibHWM pesynbTaTam y 6araTbOX NiArpynax, BKAKYakuu CTaTb, BiK, pacy, HasiBHICTb
LIyKpPOBOro AiabeTy B aHaMHe3i, MoYaTKOBI piBHI N1iNiAis, nonepegHIo Tepanito cTaTUHaMK, NOMEePeAHIil IHCYNbT Ta FiNepToHIto.

Puc. 1. Bnave e3eTuMiGy/cMBacTaTUHY Ha MepBMHHY KOMGIHOBaHY KiHLIEBY TOUKY, L0 BK/KOYAE NeTafbHUIA HACMifOK 3 MPUYMHU CEpLIEBO-CYANHHOI NaTonori,
FOCTPUiA KOPOHAPHWIA CUHAPOM Ta HeNeTaNbHWIA iHCYNbT.

a0

BigHowenHa pusuky +CI-01 0936 (95% CI, 0 887-0 988), p=0 016
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Yac 3 momMeHTY padaomisauii (poxu)

MauieHTa AKI BIAHOCATECRA
A0 TpYnH PHU3MKY

eseTUmib/cumBacTaTiH 9067 an 5801 6375 5839 4284 330 1906

CHMBaCTaTHH 9077 7455 E799 LE S5 & 2 0 3284 1857

OCHOBHI CcepLieBO-CYyAMHHI NOAIT 3a rpynamMu fliKyBaHHSA Y BCIX paH40Mi30BaHUX NawieHTiB y gocnimkeHHi IMPROVE-IT.

Tabnunuyga 1.



PesynbTaT

E3etumib/cnmBactatnH 10

140 mra
(N =9067)

CumBacTaTuH

40 mrb
(N = 9077)

n

| K-M %c¢

n

| K-M %¢

BigHOLWEHHS
pU3NKiB
(95% Al)

P-3Ha4YEHHA

MepBUHHA KOMBIHOBaHa KiHLEBa TOYKa

(neTanbHWiA Hacnigok 3
MPUYNHN
CEpLEeBOo-CyAMHHOI
naTosnorii, rocTpuii
KOPOHApHWIA CUHAPOM i
HeNeTa/IbHUIA IHCYNbT)

2572

32,72%

2742

34,67 %

0,936 (0,857,
0,988)

0,016

BTOpVHHI KOMGIHOBaHI KIHLEBI TOYKU

NetanbHuii  Hacnigok
yepes iLeMiyHy
xBopoby cepus (IXC),
HeneTa/lbHUA  iH(apKT
MioKapaa (M),
TepmiHOBa  KOpOHapHa
peBacKynapu3aLis nicns
30 aHiB

1322

17,52 %

1448

18,88 %

0,912 (0,847,
0,983)

0,016

NKC, HeneTanbHUIA
IHCY/bT, NeTaTbHUI
HacnigokK (BCi NPUYMHN)

3089

38,65 %

3246

40,25 %

0,948 (0,903,
0,996)

0,035

JNeTanbHWiA HAcNIdoK 3
MPUYNHN
CEpLEeBOo-CyAMHHOI
naTonorii, HeneTanbHWUiA
IM, HecTabinbHa
CTEHOKapAis, fAKa
noTpebyBsana
rocnitanisauif,
Oyab-AKa
peBackynspusawis,
HeneTaNbHUM IHCYNbT

2716

34,49 %

2869

36,20 %

0,945 (0,897,
0,996)

0,035

KOMMNOHEHTW MepBMHHOI KOMOIHOBAHOI KiHLEBOI TOYKM Ta BifibpaHi KiHUEBI TOUKM eqeKTUBHOCTI (nepuui
BUMALKM 3a3HaYeHOl NoAiTY 6y /ib-AKMWiA Yac)




NetanbHuini Hacnigok 3 | 537 6,89 % 538 6,84 % 1,000 (0,887, | 0,997

MPUYMHN 1,127)

CepueBo-CyMHHOT

narosorii

OCTpWiA  KOPOHapHWIA

CUHAPOM:

HenetanbHuii IM 945 12,77 % 1083 14,41 % 0,871 (0,798, | 0,002
0,950)

HecTtabinbHa 156 2,06 % 148 1,92 % 1,059 (0,846, | 0,618

CTeHOKapAais, AKa 1,326)

noTpebysana

rocnitanizayii

TepmiHOBa KopoHapHa | 1690 21,84 % 1793 23,36 % 0,947 (0,886, | 0,107

peBacKynapusaLisa nicns 1,012)

30 gHiB

HenetanbHuii iHCYnbT | 245 3,49 % 305 4,24 % 0,802 (0,678, | 0,010
0,949)

Yci IM (netanbHuin Ta | 977 13,13 % 1118 14,82 % 0,872 (0,800, | 0,002

HeneTabHUIA) 0,950)

YcCi iHCYbTH 296 4,16 % 345 4,77 % 0,857 (0,734, | 0,052

(neTanbHUiA Ta 1,001)

HeneTanbHUIN)

HeremopariyHuii 242 3,48 % 305 4,23 % 0,793 (0,670, | 0,007

iHcynbTd 0,939)

"femoparivyHuid iHcynbT | 59 0,77 % 43 0,59 % 1,377 (0,930, | 0,110
2,040)

NeTanbHuiA Hacnigok 3 | 1215 15,36 % 1231 15,28 % 0,989 (0,914, | 0,782

Oy Ab-SKOTNPUYNHM 1,070)

a6 % nallieHTaM [03a e3eTUMiBy/cMMBacTaTHy 6yna nigsuileHa ao 10/80 wmr.
a27 % nauieHTaM [o3a cumBacTaTuHy 6yna nigsuileHa 1o 80 Mmr.

C 7-piuHnii nokasHKK Ha ocHOBI MeTofly KannaHa-Meepa.

d gkntouae ilwemiuHmii IHCY/IbT @60 IHCYNbT HEBU3HAYEHOI O TUNY.

Mpodhinak TnKa 0CHOBHUX CYANHHMNX NOAil NPX XPOHIYHOMY 3aXBOPHOBaHHI HUPOK (X3H)

JocnimpkeHHs Wwoa0 3axucTy cepus 1a HUpoK (SHARP) — Le 6araToHauioHalbHe paH4oMi30BaHe MnJiaLe60-KOHTPOoNboBaHe NOABIVHE cline AOCNIMKEHHS 3 y4acTHo
9438 nauieHTIB i3 XPOHIYHMM 3aXBOPIOBAHHAM HMPOK, TPETMHA 3 AKX HA MOYATKOBOMY eTarli 3HaxoAunucs Ha gianisi. 3aranom 4650 nauieHTam 6y/o npu3HavyeHo
(hikcoBaHy 03y KOMGiHaLUiT e3eTnmiby 10 Mr i3 cumBacTaTHoM 20 Mr, a 4620 — nnaue6o; nayieHT 3HaxXoanInca nig Harnsagom y cepefHoomy 4,9 poky. CepefHii



BiK NaujieHTIB CTaHOBMB 62 poku; 63 % 6ynu 4onosivoi cTaTi; 72 % 6ynn KaBkasbKOi HauioHanbHOCTI; 23 % manu fiabet, a Ans TUX, XTO He OTpMMYyBaB fiasis,
cepeHs OLiHIOBaHa LWBMAKICTb KNy60uKoBoi (hinbTpayii (LLUK®) cTaHoBUNa 26,5 Mn/xs/1,73 M2, KpuTepiis BBeeHHS ninigis He 6yno. CepeaHiit piseHb XC AMHLL,
Ha no4aTKoBOMY eTari ctaHoBuna 108 mr/an. Yepes pik, y TOMY UnCAi y nauieHTiB, AKi 6inblue He npuiiManun gocnigkysaHi niku, XC JIMHLL, 3HM3mBCA Ha 26 % npu
MOHOTepanii cumBacTaTUHOM Yy A03i 20 Mr Ta Ha 38 % npu npuitomi e3eTMiby y Ao3i 10 Mr B KOMGiHaUii 3 cMBacTaTUHOM Y 03i 20 MI MOPIBHSHO 3 Nnaue6o0.
[MepBMHHE NOPIBHAHHSA, sike 6y/10 BU3HaYeHO y npoTokoni SHARP, — Le aHani3 BignoBiAHO A0 MOYaTKOBO NMPU3HAYEHOr0 NiKYBaHHA «OCHOBHUX CYAMHHUX NOAIN»
(OCI, wo BM3Ha4aBCA AK HeneTalbHMn 1M abo 3ynuHKa cepus, IHCYNbT abo Byab-AKa npouedypa peBackynsapusalii) TifbKKM B TUX NaLieHTIB, AKi cnoyatky 6ynu
paHAOMi30BaHi B rpyny e3etMmiby B KoMOiHaUii 3 cumBacTaTMHOM (N = 4193) a6o B rpyny nnaue6o (n = 4191). BTOpUHHI aHanian BKAKOYaIN aHaNOrivyHy
KOMOGiHaLito, NpoaHanizoBaHy A5 BCi€i KOropTW, paH40OMi30BaHOT (Ha NOYaTKOBOMY eTari AOCNif4KeHHs abo vepe3 1 pik) Ans npuinomy e3eTumiby B KOMOiHaUiT 3
cumBacTaTnHoM (n = 4650) abo nnauebo (n = 4620), a TaKOXK KOMMOHEHTU LLiET KOMOIHaLiT. AHani3 NepBUHHOT KiHLEBOI TOUYKM MOKa3as, Lo e3eTUMib y KoMbiHauii i3
CUMBACTaTUHOM 3HAYHO 3MEHLLMB PU3NK PO3BUTKY CYAMHHUX NoAii (749 nauieHTiB 3 nogismu y rpyni nnaue6o ta 639 y rpyni e3eTuMidy B NOeAHaHHI 3 rPynoto
CMMBACTaTUHY) 3 BIHOCHMM 3MeHLUEHHAM pu3nKy Ha 16 % (p = 0,001 ). TuM He MeHLle, Uel niaH [OCMILXKEHHS He [03BOSIMB 3pOOUTU OKPEMMWIA BHECOK
MOHOKOMMOHEHTHOI 0 e3eTUMiOY B eDEKTUBHICTb, OO 3HAYHO 3MEHLLNTY PU3MK BUHUKHEHHS CYAMHHUX NOAil y nauieHTiB i3 X3H. OkpemMi komnoHeHTM OCI y BCix
paHA0Mi30BaHMX NaLieHTiB npeacTaBneHi B Tabnuui 2. E3eTMi6 y KombiHaLiT i3 CMMBaCTaTMHOM 3HAYHO 3MEHLLIMB PU3NK IHCYNbTY Ta Oy Ab-SKOT peBacKynsapusauii 3
He3HaYHUMU YMCNOBMMMW BIAMIHHOCTAMM 3 NMepeBarolo e3eTMiby B KOMOIHaLT 3 CMBACTaTUHOM MpU HenleTaibHOMY IM Ta 3ynuHLi cepus.

OCHOBHI CyAMHHI NOAIT 3a rpynamMm NikyBaHHSA Y BCIX paHA0MI30BaHUX MauieHTiB y gocnimgkeHHi SHARP2,

Tabnumuyga 2.

PesynbTar e3eTnmi6 10 mr Mnaue6o CniBBigHOLIEHHSA PU3NKY P-3HaueHHA

y KOMOiHauii 3 (N = 4620) (95% A1)

cumBacTaTMHoM 20 Mr

(N = 4650)
OCHOBHI CYVHHI 701 (15,1 %) 814 (17,6 %) 0,85 (0,77 -0,94) 0,001
nogaii
HenetanbHuii IM 134 (2,9 %) 159 (3,4 %) 0,84 (0,66 — 1,05) 0,12
3ynuHka cepus 253 (5,4 %) 272 (5,9 %) 0,93 (0,78-1,10) 0,38
ByAb-SKWIA iHCYNbT 171 (3,7 %) 210 (4,5 %) 0,81 (0,66 — 0,99) 0,038
HeremopariyHuii 131 (2,8 %) 174 (3,8 %) 0,75 (0,60 - 0,94) 0,011
IHCYNbT
"eMopariyHui iHCynbT 45 (1,0 %) 37 (0,8 %) 1,21 (0,78 - 1,86) 0,40
Byab-AKa peBackynspusauis 284 (6,1 %) 352 (7,6 %) 0,79 (0,68 - 0,93) 0,004
OCHOBHI aTepoCK/IePOTUYHI 526 (11,3 %) 619 (13,4 %) 0,83 (0,74 -0,94) 0,002
nogii (OAM)P

8AHani3 BigMNOBIAHO 0 NMOYATKOBO NPU3HAYEHOTO NliKyBaHHS AN1s BCixX NallieHTis SHARP, paHJ0Mi30BaHNX Ais NpUiioMy e3eTUMiby B KOMGiHALLIT 3 CMMBACcTaTHOM
ab0 nnauebo AK Ha NoYaTKOBOMY eTani, Tak i yepes 1 pik.



b 0 AM; BusHauaeTbes siK KOMGiHaLis HeneTanbHOro iHhapKTy Miokapa, KOpoHapHOT CMepTi, HeremopariyHoro iHcynbTy abo 6y/ib-AKOT peBacKynspu3aLii.

ABCO/IOTHE 3HWKEHHSA PiBHA XonecTepuHy JIMTHLL,, gocarHyToro e3eTMibom y KoMBiHaLiT 3 CMMBaCTaTUHOM, BY/10 HYXKUMM Cepes NaLieHTIB 3 H/XYMM NOYaTKOBUM
piHeM XC JTMHL,

(< 2,5 mmonb/n) Ta nauieHTiB, SKi OTPUMYBaIM Aiani3 Ha NOYaTKOBOMY eTarli, HXK Yy iHLWKXX NauieHTIiB, a BiAMNOBIAHE 3HMXXEHHSI PU3MKY B LMX ABOX rpynax 6yno
rocnabneHo.

FoMo3nroTHa ciMeitHa rinepxonecTepuHemis (FoCIn)

Y nopgiiHOMY CninoMy paH4OMi30BaHOMY 12-TUXXHEBOMY [OCNI[KEHHI B3snM yyacTb 50 nauieHTiB 3 KNiHiYHMM Ta/abo reHotunosum giarHozom [oCIl, ki
OTpMMyBa/IM atopsBacTaTuH abo cumsacTaTuH (40 mr) 3 abo 6e3 cynyTHboro aeposy JIMHLL,. E3etumi6 cynyTHb0 3 aTopsactaTuHom (40 a6o 80 mr) abo
cumacTaTnHOM (40 a6o 80 Mr) 3Ha4yHO 3HM3MB piBeHb XC JIMTHLL Ha 15 % nopiBHAHO 3i 36ibLUEHHAM 403U CMMBAcTaTMHY abo MOHOTepanieto aTopBacTaTMHOM Bij,
40 o

80 mr.

fomo3uroTHa cuToCcTeponemis (hiTocTeponemis)

Y noggiiHoOMy cninomy nnaue60-KoHTPOIbOBaHOMY 8-TUXHEBOMY AOCNIKEHHI 37 NauieHTIB i3 FOMO3UIrOTHOK CUTOCTEHOEMIED By paHAOMI30BaHi A4/ NpUiioMy
e3eTumiby 10 mr (n = 30) a6o nnaue6o (N = 7). Jeski nauieHTV OTpUMyBan iHLWE NiKyBaHHA (Hanpuknag, CTaTuHKU, cMonu). E3eTMi6 3Ha4YHO 3HM3MB 006MABa
OCHOBHi POC/IMHHI CTEPOSIN, CUTOCTEPOs Ta KamrnecTepos, BiAnoBigHO Ha 21 % Ta 24 % NOpIBHAHO 3 MOYaTKOBMM PiBHEM. BNAMB 3MEHLUEHHS CUTOCTEPOSY Ha
3aXBOPHOBAHICTb Ta NeTabHICTb Y Uil NONYNALLIT HEBILOMUINA.

CTeHo3 aopTH

JocnimpKeHHs cMMBacTaTMHY Ta €3eTUMIOY Ans NiKyBaHHSA CTeHO3y aopTu (SEAS) — ue 6araToueHTpoBe MofgiiHe cnine nnaue6o-KOHTPObOBaHe A0C/IAKEHHS
CepefHbOI TPUBaNICTHO

4,4 pokn 3 y4yacTio 1873 nauieHTiB i3 6e3cMMNTOMHUM cTeHo30M aopTu (CA), niaTeepixeHUM peynbTtaTamu Jonnnep-exokapgiorpadii, Npy SKin LWBMAKICTb
NOTOKY MiKy aopTu 6yna B mMexax Big 2,5 10 4,0 m/c. Jlnwwe Ti nauyieHTn, SKi, Ha AYMKY NikapiB, He NOTpedyBanv NiKyBaHHA CTaTUHAMU 3 METOH 3MEHLLIEHHS PU3NKY
aTepoCKIEPOTUYHMX CEpLEBO-CYAMHHMX 3aXBOPHOBaHb, Oy 3apaxoBaHi y AocnimkeHHs. MayieHTn 6ynmn paHgomizosaHi 1:1 ansg npuinomy nnaue6o abo cynyTHLOro
BBefeHHS e3eTumiby 10 Mr Ta cumBacTaTuHy 40 Mr LWOAEHHO.

[MepBMHHOIO KiHLEBOKO TOYKOHO Byna KOMOIHALiS OCHOBHUX CepLeBo-CyaAnHHMX nogin (OCI), 40 AKX BXOAMB NeTalbHUIA HACMIA0K 3 MPUYNHN CEPLEBO-CYANHHOT
nartonorii, 3amiHa aopTasibHoro knanaHa (3AK), 3acTiiHa cepueBa HegoctaTHicTb (3CH) BHacnifok nporpecyBaHHs CA, HeneTafbHWUIA iH(apKT MioKapaa,
LUYHTYyBaHHS KopoHapHoT apTepii (LLUKA), yepesLukipHe KopoHapHe BTpy4YaHHs (YKB), rocnitanisayis npu HectabinbHili CTEHOKapAii Ta HereMopariyHuiiz iHCYbT.
KnouoBMMM BTOPMHHUMU KiHLIEBMMM TOUKamM By KOMGIHaLLIT NigKnaciB KaTeropi nofin NepBUHHMX KiHLUEBMX TOYOK.

MopiBHAHO 3 Nnaue6o, eseTuMib/cumacTaTH 10/40 Mr HecyTTeBO 3HM3MB pu3nK OCI. MepBUHHMIA pe3ynbTat cnocTepirascst y 333 nauieHTiB (35,3 %) y rpyni
eseTumiby/cumBacTaTuHy Ta 'y

355 nauieHTiB (38,2 %) y rpyni nnaue6o (BigHOLLIEHHS PU3KKY B rpyni e3eTUMiby/crMBacTaTuHy

0,96; 95 % posipunii iHTepsasn, Big 0,83 go 1,12; p = 0,59). 3amiHa aopTa/bHOro KnamaHa 6yna nposefeHa y 267 nauieHTiB (28,3 %) y rpyni e3eTumidy
/cumBacTaTuHy Ta y 278 nauieHTiB (29,9 %) y rpyni nnaue6o (BigHowweHHs pusunky 1,00; 95 % Al, Big 0,84 go 1,18; p = 0,97). MeHLUe nayieHTiB Man ilemiyHi
CepLIeBO-CYAMHHI NOAIT B rpyni e3eTnMiby/cumBacTatuHy (n = 148), HiX y rpyni nnaue6o (n = 187) (BigHoLweHHs pu3uky, 0,78; 95 % Al, Big 0,63 fo 0,97; p = 0,02),
rOIOBHMM YMHOM Yepe3 MeHLLY KiflbKiCTb NawuieHTIB, AKi NEPEHEC/N WYHTYBaHHA KOPOHapPHOT apTepil.

Pak cnocTepiraecs yacTiwe y rpyni esetumioy/cumsactatuHy (105 npotu 70, p = 0,01). KniHiyHa 3HauyLLiCTb LbOr0 CNOCTEPEXEHHS € HEBM3HAYEHO, OCKI/IbKN B
pocnipkeHHi SHARP 6ifblia KinbKIiCTb MauieHTiB 3 Oyb-AKUM yrepLue BusBieHUM pakom (438 y rpyni esetumiby/cumsactatuHy Ta 439 B rpyni nnauebo) He
BigpisHsanuca. Kpim Toro, y gocnigpkeHHi IMPROVE-IT 3aranbHa KinbKiCTb MauieHTiB 3 6y/b-AKOK HOBOK 3/10KICHOK MyXIMHOK (853 y rpyni e3eTumidy



/cumBacTaTMHy Ta 863 y rpyni cvMBacTaTUHy) ICTOTHO He Bifpi3Hsnacs, i TOMy MOLWYK pe3ynbTaTiB LOCNiMKeHHS SEAS He Moxe OyTW NiATBepLXEHWN
pocnipkeHHsm SHARP a6o IMPROVE-IT.

dPapmaKkoKiHe TUYHI BNacTUBOCTI

Abcopbuisa. Micns npuiioMy BHYTPILIHLO €3eTUMIO LUBMAKO BCMOKTYETbCA Ta aKTMBHO KOH’IOFYE 3 YTBOPEHHAM (hapMaKO/oriyHO aKTUBHOIO (eHO/IbHOro
rNOKYpoHiAy (e3eTUMIG-TNOKYpoHia). CepeaHs MakcMMmasibHa KOHUeHTpauis (Cmax) y nnasmi KpoBi AocsraeTbes vepes 1 — 2 roauHu Ans e3eTUMiby-rnioKypoHigy i
yepe3 4 — 12 roguHn ansa esetumidy. AGCOMOTHY BI04OCTYMHICTL €3eTUMIOY BU3HAYMTN HEMOXX/IMBO, OCKINIbKN LS CMOyKa HEPO3YMHHA Y BOAHOMY CepefoBuLLi,
npuaaTHOMY ANS iH’ €KL,

OfHoYaCHWUIA NPUInOM Ki (3 HNU3bKUM ab0 BUCOKMM BMICTOM XXMPY) HE BMNIMBAE Ha NepopasibHy 6i0f0CTYNHICTbL e3eTUMiOy. E3eTUMIO MOXKHa NpUiiMaTi He3aneXHo
Bif, Mpuitomy ixi.

Posnogin. E3eTnMi6 Ta e3eTUMI6-rNHOKOPOHI[ 3B°A3YH0TbCA 3 BiNlkamu Miasmm KPoBi IOAMHN Ha

99,7 % 1a 88 — 92 % BifNOBIAHO.

MeTaboniam. MNepBUHHMIA MeTaboniaM e3eTUMiby BifOyBac€TbCA B TOHKOMY KMLLEYHMKY i MeYiHUi LASXOM KOH’torauii 3 rntokKypoHigom (peakuisi 11 casm) 3
nofanblUMM BUBEAEHHAM i3 >KOBYK. MiHIMaNbHUMI OKUCHUIA MeTaboniam (peakuis | (hasu) crnocTepiraBcs Ha BCiX eTanax TpaHcdopmauii. E3eTumi6 Ta
€3eTUMIB-TrNIOKYPOHIS € OCHOBHUMW PeYOBMHAMU, LLIO BM3HAYAKOTLCA Y NiasMi KpoBi, Ta CTaHOBNATbL NpnbnnsHo 10 — 20 % i 80 — 90 % Bif 3arasibHOro BMICTY
npenapaty y nnasmi BignoeigHo. E3eTMMi6 Ta e3eTUMIO-TIIOKYPOHIZ NOBISIbHO BUBOAATLCA 3 M1a3MU KPOBI B NPOLIECI KMLLKOBO-MeYiHKOBOI peunpKynsauii. Mepiog,
HaniBBUBELEHHS e3eTUMIOY Ta e3eTUMIOY-TrHOKYPOHIAY CTaHOBUTL NPUBAN3HO 22 TOAUHM.

BuBefieHHs. Micna npuitioMy J06pOBOMbLAMM BHYTPILLUHLO 20 Mr 14C-e3eTumiby y nnasmi KpoBi 6yno BUSBMEHO MpubAn3HO 93 % cymapHOro e3eTumiby Bif
3arasibHoI pafioakTMBHOCTI Nnasmu. MpnbnmnsHo 78 % i 11 % npuiAHATOI pafioakTUBHOT 103K 6Y10 BUBEAEHO 3 Ka/IoM i ceyeto BignosigHo npotsarom 10 aHiB. Yepes
48 rofivH cnigyn pagioakTMBHOCTI Y Nna3Mi KPOBi He BUSABNAINCA.

Oco6/mBi rpynu nawieHTIB

diTn

dapMaKkoKiHETVKA €3eTUMIOY CXOoxa Yy AiTeld BiKOM Bif 6 pokiB i gopocnnx. ®apMakOKIHETUUYHMX JaHMX LLOAO 3aCTOCYyBaHHSA AiTAM BiKOM [0 6 pPOKiB HeEMaE.
KniHiuHWiA gocBif y AiTei i nigniTkiB BkAtoYae nayieHTis 3 FoCIT, MeClr abo CMTOCTEPUHEMIELD.

MauieHTn NiTHLOIO BIKY

Y nauieHTiB NiTHLOro BiKy (MOHag 65 poKiB) KOHLEHTpaLisf Y niasMi KpoBi 3aralbHOro e3etumiby npubnansHo BABIYI BMLLA, HIXX Y MONOAWMX nauieHTiB (18 — 45
poKiB). 3HMmkeHHs XC JITTHLL, i npodinb 6e3nekn npnban3HO 0AHaKOBI Y NalieHTIB NiTHLOrO BiKY i MONOAMX NaUieHTIB, SKi NpUiAMaloTb e3eTumi6. Tomy ans
nawieHTIB ITHLOTO BiKY HEMAE NOTPe6Y B KOPEKLiT fO3W.

[MeyYyiHKOBa HEAOCTATHICTb

Micna ogHopa3oBoro npuitiomy 10 Mr e3eTUMIOY 3HaUYeHHS cepeHbOT NAOLLI Mif KPMBOK «KOHUEHTpauis — yac» (AUC) ans 3aranbHOro e3etumioy 6yno B 1,7 pasa
BALLMM Y NaLieHTIB i3 NeYiHKOBOK HeAOCTaTHICTHO NIerkoro cTyneHs (5 — 6 6anis 3a Wwkanot Yaringa-r’to), HiX y 340poBux 406poBosbLiB. MpoTarom 14-aeHHOro
AocnifikeHHs 3 6araTopa3oByM NpPUiOMoM e3eTUMiby (no 10 Mr Wo4HS) Y NaLieHTIB i3 NeYiHKOBOK HEAOCTATHICTIO MOMIPHOIO CTYMNeHs

(7 — 9 6ani. 3a Wkanoto Yarnga-MN’wo) sHavyeHHs AUC ans 3aranbHOro e3eTnmidy 3poctano npubansHo B 4 pasu B 1-i Ta 14-i feHb NOPIBHAHO 3 TaKMM NOKa3HUKOM
Yy 340p0oBMX [06pOoBOMbLIB. lMauieHTam i3 MeYiHKOBOK HeAOCTATHICTHO JIerKOro CTYneHs Kopekuis f03n He noTpibHa. OcCKifbKM eheKTV MigBULLEHOrO BMICTY
e3eTUMIiBy Yy nauieHTIiB i3 MEYiHKOBOK HeAOCTATHICTHO MOMIPHOro abo TSHKKOro ctyneHs (6inbwe 9 6aniB 3a wWwkanow Yannga-I’to) Hesigomi, e3eTUMIO He
PEKOMeH/0BaHWIA A1t 3aCTOCYBaHHA Liiil KaTeropii nayieHTiB (auB. po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS»).

HupkoBa HEJOCTATHICTb

Micns ogHopasosoro npuiiomy 10 Mr e3eTUMiBy Y NaLieHTIB i3 THKKOH HUPKOBOK HeAOCTaTHICTIO (N = 8; KnipeHC KpeaTuHiHy < 30 Mn/xB/1,73 M2) cepefiHe
3HayeHHA AUC ans 3araibHOro e3eTumiby 3poctano npubamsHo B 1,5 pasza NOPIBHAHO 3 TakMM MOKa3HWKOM Y 340p0BuX Ao6poBonbUiB (n = 9). Llein pesynbTat He




BBAXKAETHLCA K/NIHIYHO 3HAUYLLMM. [115 NauieHTIB i3 MOPYLUEHHAM (YHKLIT HUPOK HEMaE MOTPebn B KOPeKLiT L03W.

B ogHoro nauieHTa B LUbOMY AOCMIIKEHHI (AKUA MaB HWPKOBWIA TpaHCMNaHTaT i OTpPMMyBaB MYy/NbTUTEPanito, B TOMY YUCANI LMKIOCMOPUH) PiBEHb 3arajibHOro
e3eTuMiby 6yB BULLMIA y 12 pasiB.

CTtatb

KoHUeHTpauis y nnasmi KpoBi 3arasibHOro e3eTnmiby Tpoxu suuia (NpubnmnsHo 20 %) y XKIHOK, HiXK Y 40MoBIKiB. 3HMKeHHS piBHA XC JIMHLL, i npodinb 6e3neku
NpU6AN3HO OAHAKOBI B HOMOBIKIB 1 XXIHOK, AIKi MPUAMat0Tb e3eT1Mi6. TOMy HeMae NOTPe6y B KOPeKLLiT 031 3a/1eXHO Bif CTaTi.

KniHIYHI XapaKTePUCTUKWN.

lNoka3aHHA.

[NepBUHHA riNnepxonecTepUHEMIs

E3eTnmi6 y koM6iHauiT 3 iHri6ITOPOM pefyKTasn rigpoKCUMeTunrnyTapun-koeHsnumy A (FMIM-KoA) (ctaTvH) nokasaHuii SiK AOMNOMiKHa Tepanis Ao AieTwn ans
nawieHTIiB 3 MEPBMHHOIO (FeTEPO3NTOTHOKD CIMEHOIO Ta HECIMEMHOID) FinepxonecTepuHeMieto, AKLLO Tepanii TibKW CTaTUHOM HeOCTaTHbLO.

MoHoTepanis e3eTUMIGOM MoKazaHa fK AONOMiXKHa Tepanis A0 AieTM A0S NauieHTiB 3 MepBUHHOK (FETEPO3UTOTHOK CIMEMHOK Ta HeciMenHoHo)
rinepxonecTepuHeMieto, ANa SKMUX 3aCTOCYBaHHSA CTaTUHY € HeJoUi/IbHUM abo iCHYE A0ro HernepeHOCUMICTb.

MpodhinakTuKa CepLEeBO-CYANHHUX NOAIN

E3eTMMI6 MoKasaHWii ANs 3MEHLLEHHSI PU3MKY CEPLIEBO-CYAMHHUX Mofil (anB. po3ain «PapmakoamHaMikax) y nauieHTiB 3 iemivyHo xBopoboto cepus (IXC) Ta
rocTpuM KopoHapHUM cuHapomom (MKC) B aHaMHesi npu fo4aBaHHI 40 NOTOYHOT Tepanii ctaTuHaMu abo 3aCTOCYBaHHI 04HOYACHO 3i CTaTUHOM.

"foMO3uroTHa cimeiiHa rinepxonecTepuHemis (FoCI)

E3eTnmi6 y KOM6iHaLiT 3i CTAaTUHOM NOKa3aHWUiA K A0NOMIKHa Tepania Ao AieTv ans nayieHTis i3 FoCI. MayieHT MOXYTb TaKOXX OTPUMYBATU A0AATKOBE /liKyBaHHS
(Hanpviknag apepes JITTHLL).

foMo3uroTHa cnTocTeponemis (hiTocTeponemis)

E3eTumib nokasaHuin AK 4ONOMi>KHa Tepanis A0 AieTU AN NaLiEHTIB i3 FOMO3UIOTHOK CIMENHOK CUTOCTEPOSIEMIERD.

MpoTuUnokasaHHs.

inepyyTAMBICTb L0 AiOYOT PeHOBMHM ab0 A0 OYyAb-AKOT3 LOMOMDKHUX PEYOBUH.

Mpu cynyTHLOMY NPUInOMI e3eTUMIOY 3 BY/1b-AKUM CTaTUHOM C/ifJ, 03HANOMUTUCA 3 IHCTPYKLIE AN 3aCTOCYBaHHSA AN LLbOro KOHKPETHOIO NiKapCbKOro 3acoby.
CywmicHa Teparnis e3eTMiby 3 Oyb-AKMM CTATUHOM NPOTUMOKAa3aHa Yy Nepioj BariTHOCTI abo rofyBaHHA rpyaato.

3acTocyBaHHA e3eTMMiOy B KOMGIHaLiT 3 Oyb-AKMUM CTATUHOM MPOTUMOKA3aHO MauieHTaM i3 3aXBOPHOBAHHAMM MEYiHKM Y CTafii 3aroCTpeHHs abo Hes’ACcOBaHUMM
TpBa/IMMM NiABULLIEHHAMUW PIBHIB CMPOBaTKOBMX TpaHCaMiHa3.

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIiA.

LOKNiHIYHI JocnimKeHHA NoKasanu, Lo e3eTUMib He IHAYKYE (hepMeHTU cucTemm umtoxpomy P450, wo metabonisytoTb npenapat. He cnocTepiranocst »oaHuX
K/MIHIYHO 3HaYYLLMX (hapMakKOKIHETUYHINX B3aEMOZINA MK €3eTMMI6OM Ta npenapatamu, Lo MeTaboni3ytoTbCa PepMeHTaMu cuctemu uutoxpomy P450 1A2, 2D6,
2C8, 2C9 1a 3A4 ab6o N-aueTunTpaHcgepasoro.

Y KNiHIYHUX JOCNIIKEHHSAX NiKapCbKOT B3aEMOAIT e3eTUMi6 Npy KOMGIHOBaHIl Tepanii He BNAMBaB Ha (hapMakKOKiHETUKY AarcoHy, AeKCTPOMeTopdaHy, ANrOKCUHY,
nepopasibHUX KOHTpaLUenTuBiB (eTUHINeCTpagiony Ta NeBOHOpPrecTpeny), rainiavgy, Tonbytamigy abo migasonaHy. LlumetmamH npu KomGiHOBaHiin Tepanii 3
e3eTUMIBOM He BN/IMBaB Ha 6i0A0CTYMHICTb e3eTUMIBY.

AHTauman. OgHoYacHWn NPUIAOM aHTauMAIB NPU3BOANTL 40 3HMXKEHHS CTyneHs abcopbuii e3eTuMiby, ane He BNIMBAE Ha MOro Gi0AOCTYMHICTb. Take 3HMKEHHS



CTyneHs abcopbLiT He BBAXKAETHCA K/TIHIYHO 3HAYYLLMM.

XonecTupamiH. Ipn KoMGiHOBaHOMY 3aCTOCYBaHHI 3 X0MeCTUpaMiHOM CepefiHE 3HAaYeHHS MO Mif KPUBOK «KOHLUEeHTpauis-yac» (AUC) cymapHOro esetumioy
(e3eTMi6 Ta e3eTMMIO-TrNIOKYPOHIL) 3MeHLYyBanocs NpubnnsHo Ha 55 %. Mpu gofdaBaHHI e3eTUMIOY [0 XOMecTMpaMiHy MOCTYMNOBE 3HMXKEHHS XONeCTepUHY
NINONPOTETHIB HU3bKOT WinbHOCTI (XC JITTHLL) moxe ynosinbHUTUCA. ®PibpaTu. AKWO NauieHT OTPUMYIOTb (eHOgibpaT Ta e3eTMMib, nikapi NOBUHHI OyTH
NPOiH(OPMOBaHi NP0 MOX/NBUIA PU3NK BUHUKHEHHS XOMeNiTiasy i 3aXBOPHOBaHHS XXOBYHOI0 Mixypa. Mpwu nNigo3pi Ha xonenitias y nauieHTa, KU oTPUMYeE e3eTUMIO
Ta peHodhibpaT, nokasaHi 06CTEXEHHS XXOBYHOI0 MixXypa, a Taky Tepanito Caig npunuHUTK (AUB. po34in «o6iuHI peakuii»).

CynyTHe 3acTocyBaHHA (heHo(ibpaTy abo remqibpo3nny He3Ha4yHMM YMHOM MIABULLMIO 3araiibHy KOHUEHTpauito e3eTumity (npmbnusHo y 1,5 i 1,7 pasa
BIAMOBIA4HO).

OfiHoYaCHe 3aCTOCYBaHHS €3eTUMIOBY 3 IHWMMU (DibpaTaMun He BUBYAN.

dibpaTn MOXYTb MiABULLYBATU BUAINEHHS XONECTEPUHY B XKOBY, LLIO NPU3BOANTL A0 X0Nenitiady. Y A0CNIMKEHHAX Ha TBapMHaX e3eTuMib iHoAi NiABuMLLYBaB pPiBeHb
XONIECTEPUHY B XKOBUI, /e He Y BCiX BUAiB. JTITOreHHWI pu3nK, NOB’A3aHWin 3 TepaneBTUYHUM 3aCTOCYBaHHSAM e3eTUMIOY, He MOXKHa BUK/THOUUTH.

CTaTuHn. XKOoAHOT KNiHIYHO 3Havywoi (hapMakOKIHETUYHOT B3aeMoAii He Oyno BWUABNEHO MPU KOMOGIHOBaHOMY MpuWilOMi e3eTMMiby 3 aTopBacTaTMHOM,
CYMBaCTaTUHOM, NPaBacTaTUHOM, 10BACTaTUHOM, (h/lyBacCTaTMHOM ab0 PO3yBacTaTMHOM.

LIMKNoCnopuH. Y XoAi LOCNIIKEHHS 3 yYacTHo 8 MauieHTiB Nicns TpaHCnaaHTawii HAPKKX 3 KNipeHCOM KpeaTuHiHy > 50 Mi/XB npu cTabifbHil fo3i uuknocnopuHy 1
fo3a e3eTumiby 10 Mr npu3BoauTb 4O NigBueHHA y 3,4 pa3a (diana3oH ctaHoBWUTL Big 2,3 Ao 7,9 pa3a) cepefHbol AUC 3araibHOro e3eTumity nopiBHAHO 3
BIAMOBIAHMM MOKa3HWKOM Y KOHTPO/bHIN nonynsuil 340poBMX NaUieHTIB, AKi OTPMMYBann TiNbKW e€3eTUMIO, B iHWOMY aocnimkeHHi (n = 17). e B oaHomy
AOCNIKEHHI Yy NauieHTa 3 TPaHCN/IaHTOBAHOK HUPKOHD i TSHKKOK HUPKOBOK HEAOCTATHICTHO, SIKMIA OTPMMYBAB LIMKIOCMOPMH Ta 6arato iHLWKX NiKapcbKmnx 3acobis,
3ahikcoBaHO 12-pa3oBe 306i/bLUEHHS eKCNo3uLii 3arasibHOro e3eTUmiby MOpPIBHAHO 3 KOHTPONbHUMMK MauieHTaMKn, SKi OTPUMYBanM TiNbKK e3eTumi6. Tig yvac
MepPeXpPecHOro JOCNiMKEHHS 3 ABOMA nepiofamn 3 yyacTro 12 340p0BMX J06POBO/LLIB LWoAeHHE BBeAeHHA 20 Mr e3eTUMiOy nNpoTarom 8 AHiB 3 ofHieto fo3oto 100
MI LMK/IOCMOPUHY Ha

7-i feHb npusseno o 36inbweHHs AUC UmMKNocnopuHy B cepeaHboMy Ha 15 % (giana3oH Bif 3MeHLIeHHst Ha 10 % [0 36inblweHHA Ha 51 %) MOpiBHSAHO 3
BiZANOBIAHMM MOKa3HMKOM MpW BBeAeHHI OAHiel o3 100 Mr UMKNOCNOPUHY. KOHTpO/ibOBaHe AOCAIMKEHHS BM/IMBY OAHOYACHOrO MpUIAOMY €e3eTUMIBY Ha
eKCNOo3nLLit0 LIMKIOCMOPUHY Y MaLieHTIB i3 TPaHCN/IAHTOBAHOK HUPKOK He NpoBoAun. Cnif 3 06epeXXHICTIO po3NOYNHATK NTiKyBaHHSA €3eTMMIOOM naLlieHTamu, AKi
NPUAMatOTb LIMKAOCMOPWH. Y NaujieHTIB, AKi NPUAMatoTb e3eTUMI6 Ta LMKNOCNOPWH, CNif NepeBipAT KOHLUEHTPAL|T UMKIOCNOPUHY .

AHTUKOarynaHTu. OfHOYacHe 3acTocyBaHHA e3eTuMiby (10 Mr 1 pa3 Ha 4oby) He Mano 3Ha4HOro BNAMBY Ha 6i0AOCTYNHICTb BapdapuHy Ta NPOTPOMOIHOBWIA Yac y
X041 AOCNIIKEHHS 3 y4acTHo

12 300pOBUX AOPOCAMX YONOBIKIB. OAHaK Oynn nicnspeecTpauiinHi NOBIAOMEHHSA MPO 30i/IbLUEHHS MiXHAPOAHOro HOpMani3oBaHoro BifgHoweHHs (MHB) vy
nauieHTiB, AKMM e3eTUMI6 gofasann [0 BapapuHy abo (ayiHAIoOHY. FAKWO e3eTMMi6 3acTOCOBYBaTM Ha Tai NpuiioMy BapdapviHy, IHLLIOrO KymapuHOBOIO
aHTUKoarynaHTy abo qnyiHAioHy, cif HaneXXHUM YMHOM nepeipsTM MHB.

[iTun. locnigppKeHHs B3aEMOAIT NPOBOAUINCA Y LOPOCNX.

Oco6MBOCTI 3aCTOCYBaHHS.

Mpw cynyTHLOMY NPUIAOMI €3eTUMIBY 3 By b-AKUM CTAaTUHOM CAifJ, 03HANOMUTUCS 3 IHCTPYKLIIEI /151 3aCTOCYBaHHA AN15 LibOro KOHKPETHOT O /TIKapCbKOro 3acooy.
PepmMeHTU NeYiHKK

Y KOHTPO/IbOBaHUX [LOCMIMKEHHAX CYMyTHbLOT Tepanii y nauieHTiB, AKi OTPUMYIOTb e3eTUMI6 3i cTaTMHamu, CroCTepirainca MoCNifoBHI NIABULLEHHS PIBHA
TpaHcaMmiHa3 (y 3 abo Gifblie pa3iB BuMLLE 3a BEPXHIO Mexy Hopmu [BMH]). Mpu npuiiomi KomGiHauii e3eTumiby 3i cTaTUHOM CAif NPOBOAUTU (PYHKLIOHabHI
NeYyiHKOBI MPo6K Ha NoyaTKy Tepanii Ta 3rifHo 3 peKOMeHAaLi MU CTOCOBHO CTaTUHY.

Y MoninweHoOMY CKOPOYeHHI pe3ynbTaTiB: MDXKHAPOAHE LOCNiMKeHHA etheKTMBHOCTI BiTtopiHy (IMPROVE-IT), 18144 nauieHTu 3 ilueMiYHOH XBOPOOOHD cepud Ta



Bunagkamm M'KC B aHaMHesi 6ynu paHZoMi30BaHi Ans npuiioMy eseTumidy/cumactatuHy 10/40 mr wogeHHo (n = 9067) abo cumsacTaTuHy 40 Mr WOAeHHO (N =
9077). MpoTsarom cepeHLOro nepiofy CrnocTepeXkeHHs 6 poKiB YacToTa NocnigoBHOro NiABuLLEHHSA TpaHcaMiHas (y 3 abo 6inbLue pasis BuLe 3a BMH) ctaHoBMna
2,5 % pons eseTumidy/cumBactaTuHy Ta 2,3 % 419 CUMBaCcTaTUHY.

Y KOHTPONbOBaHOMY K/TiHIYHOMY AOCNIMKEHHI, Y sKkoMy noHag 9000 nauieHTiB 3 XPOHIYHMM 3aXBOPIOBAHHAM HMPOK Oynv paHAoMi30BaHi Ans Npuinomy es3eTuMidy
10 Mr y Kom6iHauii i3 cumBacTatHoMm 20 Mr wofeHHo (n = 4650) abo nnaue6o (n = 4620), (cepefHiin nepiog crioctepexkeHHs 4,9 poky), YacToTa NocnifoBHOIO
nigsuLeHHs TpaHcamiHas (y 3 abo 6inbLue pasis Bule 3a BMH) ctaHosuna 0,7 % ansa e3eTnmMiby B KoM6iHaLii 3 cumsacTatuHoMm i 0,6 % ans nnavebo.

CkeneTHi M’53u

Y nicnapeecTpauinHoMy nepiofi nosigomMnsAM Npo BUMNaAKM mionatii Ta pa6aomionidy npu 3acTocyBaHHI €3eTUMIOY. BinblWicTb NauieHTIB, Y SKUX PO3BUHYBCA
pabgomionis, npuiiMan CTaTUH OZHOYaCHO 3 e3eTUMi6oM. OfHaK Npo BUMNAAKW pabLomionidy NOBILOMAANM AyXKe PiAKO Mpu MOHOTepanii e3eTUMi6GoM, iy pasi
[ofaBaHHA e3eTUMIOy [0 iHWMX 3aco6iB, 3 AKMMMU, AK BIfOMO, MOB’A3aHWUMA NIiABULLEHWUIA PU3MK BUHUKHEHHS pabgomionisy. Mpu nigos3pi Ha mionaTito, L0
NPOSBAAETLCA CUMNTOMaMM 3 6OKY M’53iB ab0 NiABULLEHHAM PiBHSA KpeaTUHKIHa3M binbLue HiX Y

10 pasiB Bif, BEPXHbOT MEXi HOPMM, CNif HErainHO NPUNMHUTM NPUAOM e3eTUMIByY, Oyb-AKOro CTaTMHy Ta OyAb-IKOro 3 IHLWWX NpenapaTiB, SKi NauieHT npuiiMae
0[JHOYACHO. YCiX NauieHTIB, AKi MOYMHaOTb NiKyBaHHA €3eTUMiIBoM, NOTPIGHO NPOIH(OPMYBaTN NPO PU3NK BUHWKHEHHS MionaTil Ta HeOoOXIAHICTb TepMIiHOBO
MOBIZOMNATY MPO NoABY 60/110 B M’A3aX, MISABOCTI 860 CNabKOCTI HE3PO3YMifoT eTIONOrIT.

Y pocnipkeHHi IMPROVE-IT 18144 nauieHTn 3 iliemMiyHOK XBOPOOOK cepus Ta Bunagkamu FKC B aHaMHe3i Gynu paHAOMi30BaHi Ans nNpuiioMy e3eTuMidy
/cumBactatuHy 10/40 Mr WoeHHO

(n=9067) abo cumBacTatuHy 40 Mr wogeHHo (n = 9077). MNpoTarom cepefHLOr0 Nepiofy CroCcTepeXXeHHs 6 poKiB YacToTa mionaTii ctaHoBuna 0,2 % A1 e3eTUMidy
/cumBacTaTuHy Ta

0,1 % fana cumBacTaTuHy, e MionaTis B1U3HayYanacs K M’s30Ba CnabKicTb abo 6ifib He3po3yMifol eTionoril 3 piBHEM KpeaTWHKiHAa3M B cupoBaTLi Kposi y 10 abo
6inblue pasiB BuLLe 3a BMH a6o 3 ABoma nocnigoBHUMKU pe3ynibTataMu KpeaTuHKIHa3WM y 5 abo 6inblue pasis i y 10 pasiB MeHLwe 3a BMH. YacToTa pabaomionisy
ctaHoBuna 0,1 % ans es3eTuMiby/cumBacTatuHy Ta 0,2 % Ans cMMBacTaTUHY, Ae pabaomioni3 BU3HayaBCA K M’530Ba ClabkicTb abo 6iflb HE3pO3yMinoi eTionorii 3
piBHEM KpeaTUHKiHa3u B cmpoBaTLi KpoBi y 10 abo 6inbLue pa3iB BuLLe 3a BMH 3 03HakaMu MOLUKOKEHHS HAPOK, Y 5 abo 6inbLue pasis Buwe i y 10 pasiB MeHLLUe 3a
BMH gBiyi nocnifnb 3 03HakaMu MOLLKOMKEHHSA HUPOK abo piBHeM KpeaTuHKiHa3u = 10000 MO/n 6e3 03HaK MoLKOAXEeHHS HUPOK.

Y KniHiYHOMY focnifkeHHi, y skomy noHag 9000 navieHTiB 3 XPOHIYHMM 3aXBOPHOBAHHAM HUPOK Oy paHAOMI30BaHi Ans npuinoMy e3eTumioy 10 mr B KOMGIHaLLT
i3 cumBacTaTHOM 20 Mr WwofaeHHo (n = 4650) a6o nnaue6o (n = 4620), (cepefHiii nepiog cnoctepexkeHHs 4,9 poKy), YacToTa MionaTii/ pa6gomionisy ctaHosuna 0,2
% [ns e3eTMMiOY B KOMGiHaLiT 3 cumBacTaTuHoM i 0,1 % ans nnaue6o.

MeyiHKOBa HEAOCTATHICTDb

OCKiNbK1 eekTn MigBULLEHOr0 BMICTY e3eTUMiOy Yy MauieHTIB i3 MeYiHKOBOK HEeAOCTATHICTIO MOMIPHOro Ta TAKKOrO CTYMNeHs HeBifoMi, e3eTumib He
PEKOMEHA0BaHWNI 1N 3aCTOCYBaHHS Liiil KaTeropii nayieHTiB.

LiTn

Bigomo, o egeKkTUBHICTb Ta 6e3rneka e3eTUMiOy Y nauieHTiB BiKOM Big 6 A0 10 poKiB i3 reTepo3nroTHOK CiMEHOK ab0 HEeCiMEenHOH rinepxonecTepuHeMieto
ouiHIOBaNM y Nnaue60-KOHTPONbOBAHOMY K/IHIYHOMY AOCAIMKEHHI NPOTAroM 12 TWXKHIB. Bnave e3eTnMiby NpoTArom nepiody NikyBaHHs 6Ginblue 12 TUXKHIB Y Ui
BIKOBIiA rpyni He BUBYaN.

Bnnue e3eTMiby He B1BYaNM y NauieHTiB BiKOM [0 6 POKiB.

Bigomo, o egeKTUBHICTb Ta 6Ge3neka e3eTUMIOy, L0 Npu3HadYaIM Yy KOMGIHaLiT i3 cumBacTaTMHOM NauieHTam BikoM Big 10 o 17 pokiB i3 reTepo3vroTHoO
CIMeMHOI0 rinepxonecTepuHeMIet0, OLIHIOBAIUCA B KOHTPOIbOBAHOMY K/TIHIYHOMY JOC/I[XEHHI 3 y4acTro X/1I0n4mKiB (CTagisa TaHHepa || abo BuLe) Ta AiByaToK (He
MEeHLLIE HIDXK Yepes3 piK Micns MeHapxe).

IMig yac uboro 06MeXXeHOro KOHTPO/Ib0BaHOro AOC/IIKEHHA B3arali He CrocTepirasiocs XO0A4HOro NOMITHOrO BM/IMBY Ha PICT | CTaTeBe A03PIBAHHA X/I0NYMKIB Ta



[IBYATOK NIANITKOBOrO BiKY 1 XXOLHOT AiT HA TPUBaICTb MEHCTPYA/IbHOTO LMKy B AiBYaToK. OfHaK Ait0 e3eTUMiBy Ha piCT Ta cTaTeBe [03PiBaHHA YMPOLOBX Mepiofy
NiKyBaHHS 6inbLue 33 TUXKHIB He BUBYA/IN.

Besneky Ta epeKTUBHICTb €3eTUMIBY, L0 NpU3HaYaIn y KOMOIHaLT i3 cMMBacTaTUHOM Y 403i 6inbLue 40 Mr Ha o0y, aiTam BikoM Big 10 fo 17 pokKiB, He BUBYaW.
be3neky Ta e)eKTUBHICTb €3eTUMIOY, L0 NpU3HaYaIv Y KOMOIHALiT i3 CMMBaAcTaTUHOM, A4iTAM Bikom 40 10 pokiB, He BUBYa/IN.

LJ0BrocTpoKoBy e(heKTMBHICTb Tepanii e3eTMi6oM Y naLjieHTiB BIKOM 10 17 POKiB A/ 3HUXKEHHS 3aXBOPHOBAHOCTI Ta IETaNlbHOCTI Y 3pifioMy BiLi He AOCNIAKYBasN.
®ibpaTn

besneka Ta e()eKTUBHICTb €3eTUMIBY Npwu 3aCcTOCyBaHHI 3 hibpaTaMm He BCTaHOB/IEHA.

Mpu Nigo3pi Ha XoneniTia3 y nawjieHTa, AKNiA OTPUMYE e3eTUMIO Ta (heHOoibpaT, NoKasaHi 06CTEXEHHS XXOBUYHOI0 MiXypa, a Taky Tepanito cif NPUnuHUTHA.
LivknocnopuH

Cnif 3 06epeXHICTIO PO3NOYNHATL NiKYBaHHSA €3eTUMI6OM nauieHTamn, AKi NPUUMatoTb LMKNOCNOPUH. Y NauieHTiB, AKi NpUAMaloTh e3eTUMIO Ta LIMKIOCMOPUH,
CNij NepeBipATU KOHLUEHTpaLiT LMKIOCMOPUHY.

AHTUKOAryNnaHT "

AKLLO e3eTMMIO 3acTOCOBYBaTU Ha T/i NPUMOMY BapgapuHy, iHLWOro KymMapvHOBOIO aHTMKOArynsHTy abo (ayiHAIOHY, CAif HaNeXHUM YMHOM MepeBipATU
MiKHapozHe Hopmani3oBaHe BigHoweHHs (MHB).

3acTocyBaHHSA y nepiof BariTHOCTI abo rofyBaHHS rpyaato.

Tepanis e3eTUMi60M Y KOMGiHaLiT 3i CTaTUHOM NPOTMNOKa3aHa y Nepiof BariTHOCTI abo rofyBaHHsA rpyaato (aAnB. po3ain «MpoTunokasaHHs»); Cif 03HaOMUTUCS 3
IHCTPYKLIEN A9 3aCTOCYBaHHSA [/19 LbOro CTaTUHY.

BariTHiCTb

E3etumi6 cnig npusHayatv TiNbKW BariTHUM >KiHKaMm, AKWO Le ABHO HeoOXigHO. KniHIYHI AaHi Npo 3acTocyBaHHA e3eTUMiOy Yy nepiof BariTHOCTI BIACYTHI.
JocnifpKeHHs Ha TBapuHax i3 BUKOPUCTaHHSM e3eTUMiBY B SSIKOCTI MOHOTepanii nokasaaun BigCyTHICTb NPSIMOro abo HeNpPSMOro LUKIAAMBOro BNMBY Ha BariTHICTb,
(heToembpioHaIbHUIA PO3BMTOK, MO0 abo NOCTHaTaNIbHUIA NePiof PO3BUTKY.

["ofyBaHHA rpyaato

E3eTumib He cnif 3acTocoByBaTW y nepiog rofyBaHHsA rpyaato. JocnifpKeHHs Ha Wwypax nokasanu, Lo e3eTUMi6 NPOHMKAE MOJIOKO TaKTYHUMX TBapuH. HeBigomo,
Y NPOHMKAE €3eTUMIO Y rpyAHE MOJIOKO JIIOAVHM.

PepTUNbHICTb

KniHiuHi gaHi npo BNavB e3eTUMiby Ha (DepTUNbHICTb IKOAUHY BiACYTHI. E3eTUMIO He NMoKasas >XOLHOIrO0 Br/UBY.

34aTHICTb BNAMBATY Ha WUBMAKICTb peakLii npy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.
JocnifxeHb LWOLO BNMBY Ha 34aTHICTb KepyBaTX aBTOMOGI/IEM Ta IHLWIMMKW MeXaHiYHUMK 3ac06aMu He NpoBOAUAN. Asie CNif BPaxoByBaTW, WO NOBIOMAAIN MPO
3arnamopoyeHHs Npu KepyBaHHI aBTOMOOIIEM Ta IHLWIMMK MeXaHi3Mamu.

Cniocib 3acTocyBaHHA Ta [03Mu.
MpOoTArom ycboro Kypcy NikyBaHHs e3eTMiG0M naLieHT NOBUHEH AOTPUMYBATUCA CTaHAAPTHOT NiNiJ03HMKYBaNbHOI AIETH.

J03yBaHHS

PekomMeHz0BaHa f03a e3eTumiby ctaHoBMTb 10 Mr (1 Tabnetka) Ha 006y .
Mpw foaaBaHHI e3eTUMIOY A0 CTaTMHY CNij NPOLOBXYBATU MPMIAOM NOYATKOBOI 403 LibOro CTaTMHy abo BiflbLl BUCOKOT 403K CTaTUHY, sika BXe Byna npusHaveHa. Y
TakoMy BMNafKy CNif 03HAOMUTUCH 3 IHCTPYKUIEID 418 MEAUYHOIO 3aCTOCYBaHHS LIbOro CTaTUHY.



3acTocyBaHHsA nayieHTam 3 iLeMi4YHO XBOpOo60to cepus Ta sunagkamu 'KC B aHaMHesi

[19 NOCTYMNOBOr0 3HMXEHHS PU3NKY BUHWKHEHHS CepLEeBO-CYANHHMX NOAIN naLjieHTam 3 ilueMiYHOK XBOpo6oto cepus Ta Bunagkamm TKC B aHamHesi e3eTumio (10
MI) MOXXHa 3aCTOCOBYBaTW Yy KOMOIHaLii 31 CTAaTUHOM 3 NiATBEPLXKEHVUM CMIPUATINBUM BMN/IMBOM Ha CEPLIEBO-CYANHHY CUCTEMY.

CynyTHiil NpuiioM i3 cekBeCTPaHTaMN XKOBYHUX KUCNOT

Mpuidiom e3eTUMIBY Cnif NPOBOANTM He Ni3HiLLe HIXX 3a 2 TOANHK A0 ab0 He paHille HiX Yepes

4 TOAVHN MiCNA BBEAEHHSA CEKBECTPAHTY XOBYHOI KUC/IOTU.

MauieHTW NiTHLOrO BiKy

MawieHTV NiTHLOrO BiKY HE NOTPEOYHOThL KOPEKLiT A03N.

MeyiHKOBa HEAOCTATHICTDb

[N nauieHTIB i3 NeYiHKOBOK HelOCTaTHICTIO Nerkoro ctyneHs (5 — 6 6aniB 3a LWKanok

Yaiinga-’t0) Kopekuis 4031 He NOTpibHa. JTikyBaHHS e€3eTMI6OM He peKOMeHAO0BaHO nauieHTaM 3 noMipHum (7 — 9 6anis 3a WwkKanoo Yainga-r’to) abo TsHKKUM
(6inbLue 9 6aniB 3a LWKanoto Yannga-’to) NopyLIEHHAM (YHKLIT NeYiHKN.

HupkoBa HeOCTaTHICTb

MaLieHTV 3 HUPKOBOK HEJOCTATHICTIO He MNOTPebyroTb KOpeKLuiT A03N.

Cnocib 3aCTOCYBaHHSA

MpenapaT 3acTOCOBYBaTW NepopasibHO. E3eTMi6 MOXKHa NpuinMaTi y Oy b-aKuiA Yac 06U He3aneXKHo Bif, Npuinomy i.

aiTn.

Ha noyaTky nikyBaHHs He06XiAHWIA Harnsg cneyjianicra.

[iTv Ta nigniTkm BiKOM Bif, 6 poKiB: BifOMO, L0 6e3reka Ta epeKTUBHICTb W00 3aCTOCYBaHHSA e3eTUMibY AiTAM BIKOM Bif 6 A0 17 poKiB He BCTaHOB/eHa. HasBHI Ha
[JaHWA 4Yac faHi HaBogAaTbCA Yy posginax «®dPapmakoguHamika», «PapMakOKiHETUUHI BNacTMBOCTI», «Oc06MMBOCTI 3aCTOCyBaHHS», «[106IYHI peakuii», ane
peKkomeHAauil Wo0 A03YBaHHA HEMOX/IMBI.

Mpy Npuinomi e3eTMIby 3i CTaTUHOM C/if 03HAMOMMTUCS 3 IHCTPYKLIEH AN 3aCTOCYBaHHS WOAO A03YBaHHS ANst AiTel.

[iTv BiKOM 0 6 pOKiB: BiOMO, LL|0 6e3neKa Ta eq)eKTUBHICTb LLLOAO 3aCTOCYBaHHA e3eTUMIBY AiTAM BIKOM 10 6 POKiB He BCTaHOB/EHA. IH(hopMaLlis BiaCyTHS.

Nepepo3yBaHHA.

Y pocnifpkeHHAX BBeAeHHS e3eTumMiby 50 mr/goby 15 340p0BUM yyacHMKaM nNpoTsarom 14 gHis abo 40 mr/go6y 18 nauieHTam 3 NepBUHHOO FiNepXxoecTepUHEMIED
npoTArom 4o 56 AHiB, SK NpaBuso, 406pe NepeHoCcHNocs. Y TBapuMH TOKCUYHICTb He crniocTepiranach, Micns 0gHopasoBux nepopaibHux o3 5000 Mr/kr e3eTumidy y
LypiB Ta Muwert Ta 3000 Mr/Kr y cobak.

MoBigomMAANN NPO AeKifbKa BUNaAKIB nepefo3yBaHHA e3eTUMIO0M; Y BiNbLLOCTI BUNAAKIB Nepefo3yBaHHA He CNPUYNHINO HebaxkaHuX aBuLy,. HebaxaHi fBumLLa, AKi
crnocTepiranuncs, He 6ynn cepiio3HUMK. Y pasi Nepefo3yBaHHA CAif BXXUTU CUMATOMaTUYHMX Ta NIATPUMYHOUNX 3aX04iB.

Mo6iuHI peakuii.

Hwvykuye HaBeaeHMIA CNCOK NOGIYHMX peakuir (KNiHIYHI 4OCNiMKeHHS Ta nicnspeecTpalinHni nepiod). Y AOCNIIKEHHAX TPMBaNicTO A0 112 TUXKHIB e3eTUMIb Y A03i
10 mr Ha o6y BBOAMAM OKpeMo 2396 navjieHTaM abo B koM6iHauii 3i ctaTHoM 11308 nauieHTam abo heHohibpaTom

185 nauieHTam. Mo6ivHi peakLii, AK NpaBwio, 6yM He3HaAYHUMIK Ta KOPOTKOTPUBA/IMMI. 3arasibHa YactoTa nobiyHux peakuii 6yna nofibHOK MiX e3eTMiboM Ta
nnaue6o. AHaNOrivyHO, YacToTa NPUNUHEHHS NiKyBaHHSA Yepe3 HebaxkaHi ABumLLa Byna CniBCTaBHOK MiXK e3eTMMiboM Ta nnauebo.

E3eTumib y akocTi MOHOTepanii abo B KOM6GiHaLii 3i CTaTUHOM



HwkyesasHayeHi NOGIYHI peakuii crocTepiranncs y KAiHIYHUX LOCNIIKEHHAX Y mauieHTiB, AKi nikysamca e3etumioom (N = 2396), Ta BUHUKA/IN YaCTILle, HIX Y
rpyni nnauye6o (N = 1159), abo cnocTepirannca y nawuieHTiB, SKi NikyBanucsa e3eTMMiooM cynyTHbO 3i ctaTHoM (N = 11308), Ta BUHMKa/IM YacTille, HX Y rpyni
npuiiomy Tinbkn ctatuHy (N = 9361). MNob6iyvHi peakyii y nicnapeectpauiiHniA nepiog 6ynn oTprMaHi 3 NOBIAOM/IEHb, Y AKMX €3eTUMIO BBOAMIM abo OKpemo, abo
CYNyTHbLO 3i CTaTUHOM.

YacToTa BUHUKHEHHS NOGIYHMX e(DEKTIB KNacUiKyeTbCA TakKMM YMHOM: Ay>Ke 4yacTo (=1/10), yacto (=1/100 go <1/10), HevacTo (=1/1000 go <1/100), pigko (=1
/10000 <1/1000), ay>xe pigko

(<1/10 000) Ta HeBiOMO (HEMOX/IMBO OLLIHUTK 3a HAsBHUMMW JaHUMMK).

MoHoTepanis e3eTMibom

Knacu cnctem opraHie Mob6iuHi peakuii YacToTa
3 60Ky O0OMiHY peyoBMH  Ta | 3HUXKEHHS aneTuty HeyacTo
XapyyBaHHA

3 60Ky CyAVHHOT CUCTEMM MPUNANBK; rinepTeHsis HeyvacTo
MopyweHHs 3 6GOKy [OMX&/bHOI | Kallesb HeuacTo

CUCTEMU, OpraHiB rpyaHOT KITKU Ta
cepefoCTiHHA

3 60KY LLYHKOBO-KMLLIKOBOrO TPaKTy | abfoMiHaibHWI 6ifb; fdiapesi; MeTeopusMm YacTo
Aucnencis; ractpoesogareansHuin peditoke; | Hevacto
HyfoTa
3 OOKy CKeneTtHo-m’A30BOI  Ta | apTpanris; M a30Bi cnasmu; 6inb y Wi HeyvacTo
CMONYYHOT TKaHNHU
3ara/ibHi MOpYLUEeHHs Ta peakuii y | BTomMa YacTo
MICLI BBEAEHHA 6inb y rpyasx, 6inb HeyvacTo
JabopaTopHi JoCnigpKeHHs MigsnweHHs AT Ta/abo ACT; niasuuleHHs | HevacTo
PiBHA KpeaTWMH(OCHOKIHA3M B cupoBaTLi
KpOBI; NiABULLEHHSA PiBHA

raMma-rinytaminTpaHcqepasv;  pesynbTatut
(hYHKUiOHa/IbHUX MNeYiHKOBMX Npo6 rnosa
HOPMOtO

JopaTkoBi MNo6iyHI peakuii Npy cynyTHLOMY NPUIAOMI €3eTUMIBY 3i CTATUHOM

Knacu cuctem opraHie Mo6iuHi peakuii YacTtoTa
3 60Ky HepBOBOI CUCTEMY ro/I0BHWI 6iNb Yacto

napecresis HeuacTo
3 60KY LLMYHKOBO-KMLLIKOBOrO TPaKTY | CyXiCTb Y pOTi; racTput HeuacTo
3 60Ky LUKipK Ta NiAWKIPHUX TKAHWH | CBEPOIXK; BUCUMAHHS; KPOMNWB’ AHKa HeuvacTo
3 60Ky  CKeneTHO-m’A30BOI  Ta | Mianris Yacto

CMONYYHOI TKaHMHN



6inb Yy CNWHI; cnabkictb M’a3iB; 6inb Yy | Hevacto
KiHLiBKax
3ara/ibHi MOpYLUEHHA Ta peakuii Yy | acTeHis; nepuepryHi HabpaKu HeyvacTo
MicLi BBEAEHHS
JabopaTopHi f4oCNipKEHHS MigsuweHHs ANT Ta/a6o ACT Yacto
MicnspeecTpayiiiHnin nepiof (3i cTaTMHOM abo 6e3 HbOr0)
Knacu cuctem opraHis Mob6iuHI peakuii UacTtoTa
3 OOKYy CMCTEMM KPOBOTBOPEHHSA Ta | TPOMOOLMTONEHIA Hesigowmi
nimgaTnyHoT
cucTemm
3 60Ky IMyHHOT cucTeMu rinepyyT/IMBICTb, BKNKOYAKOUN BUCKUMAHHS, Hesigowmi
KPOMWB’AHKY, aHaginakcito Ta
aHriOHEBPOTMYHMI HabPSK
McKXivHi NOpYLLEHHS Aenpecis Hesigowmi
3 60Ky HepBOBOT CUCTEMU 3anamopoyeHHs; napecTesis HeBigowmi
3 60Ky [AMXaNbHOI CUCTEMM, OpPraHiB | AUCNHOE Hesigowmi
rPYyAHOT KNITKN Ta CepefoCTIHHA
3 6OKY LLTYHKOBO-KMLLKOBOrO TPaKTy | MaHKpeaTuT; 3anop Hesigomi
3 60Ky MeYyiHKM | >KOBYOBMBIAHMX | renaTuT; XoneniTias; XoneyncTut Hesigomi
LUNAXiB
3 60Ky LUKipy Ta MIAWKIPHUX MYNIbTUOPMHa epuTeMa Hesigomi
TKaHVH
3 60Ky CKeNleTHO-mM’A30BOT  Ta | mianrisa; mionaris/pabgomionis Hesigomi
CMOYYHOT TKaHNHU
3arasibHi  MoOpyLUeHHA Ta peakuil Yy | acTeHis Hesigowmi
MicLi BBEAEHHS

CynyTHiin npuitom e3eTUMiby Ta heHoibpaTy
MopyLUeHHs 3 6OKY LLMYHKOBO-KMLLIKOBOrO TPAKTY: abA0MiHabHWIA 6ifb (4acTo).

Y 6aratoueHTpOBOMY MOABIMHOMY CRiMOMY nnaueb6o-KOHTPOIbOBAHOMY KiHIYHOMY AOCAIMKEHHI Y NauieHTiB 3i 3MmiliaHow rinepninigemicto 625 nauieHTis
OTPUMYBa/IN NiKyBaHHA NPOTArom nepiogy A0 12 TWXHIB i 576 nayieHTiB NpoTAroM nepiogy Ao 1 poKy. Y uboMy focnifkeHHi 172 nauieHTun, SKi OTpUMyBaIu
NiKyBaHHSA e3eTUMIOOM i peHodibpaToM, 3aBEpLUNAN 12-TVXKHEBE NiKYBaHHS, a

230 nauieHTIB, fKI OTPMMYBA/IN NiKYBaHHA e3eTuMiboM i heHoibpaTom (y Tomy umcni 109 nauieHTiB, fKi OTPUMYBa/IM €3eTUMIG Y AKOCTI MOHOTepanii MpoTArom
nepLmx 12 TWXKHIB), 3aBepLUMN OAHOPIYHE NiKyBaHHSA. Lie gocnigpkeHHs 6yno po3pobieHo He ANa NOPIBHAHHSA rpyn NiKyBaHHA Ha NPeaMeT BUHUKHEHHS HeYacTUX
AL, YacToTn BUHUKHEHHS (95 % A1) 4ns KNiHIYHO BaXXIMBUX NiABULLEHb (Y 3 pasv BuLLe 3a BEPXHIO MeXY HOPMU, NMOCNILOBHE) PiBHIB CMPOBAaTKOBUX TpacamiHas
craHoBu/iM 45% (1,9 i 8,8) ta 2,7% (1,2 i 54) pna moHoTepanii (eHO(ibpaTOM Ta OAHOYACHOrO 3aCTOCyBaHHSA e3eTUMiby 3 (eHogibpaToM BiAMNOBIAHO,



CKOperoBaHvM N5 eKCNo3uLii ikyBaHHA. BignoBigHI MOKa3HMKM YacTOTU BUHUKHEHHA AN19 XoneunctekTomii ctaHosuamn 0,6 % (0,01 3,1) Ta 1,7 % (0,6 i 4,0) gna
MOHOTepanii peHodibpaTom Ta 0AHOYACHOI 0 3aCTOCYBaHHS e3eTUMIbY 3 heHOGibpaTOM BigNOBIAHO, CKOPEroBaHUM Ha A1 eKCNo3nLiT TiKyBaHHS.

Aitn (BiKom Bif 6 A0 17 POKiB)

Bigomo, Wo nig yac AocnimkeHHs 3 yyacTiO AiTeil Bikom Big 6 A0 10 pokiB i3 reTepo3nMroTHOK CiMeliHOK abo HeciMeliHOK rinepxonectepmHemieto (n = 138)
cnocTepiranncs nigsuiLeHHs piBHiB AJIT i/ a6o ACT (y 3 abo 6inbLue pa3iB BULLE 33 BEPXHIO MEXY HOpMU, nocnifosHe) y 1,1 %

(1 nauieHT) nauieHTiB, AKi OTPMMYBAN NiKyBaHHA €3eTUMi6oM nopisHAHO 3 0 % y rpyni nnayebo. MigsuweHs piBHIB KPK (y 10 i 6inblue pasis BULLE 38 BEPXHIO
MeXy HOpMWK) He cnocTepiranocs. Mpo Bunaaky Mionartii He NOBiAOMAANN.

Bigomo, wo nig 4ac iHWOro AocnifpkeHHs 3 yyacTio nigniTkie (Bikom Big 10 Ao 17 pokiB) i3 reTepo3nroTHOK CiMelHOK rinepxonectepuHemieto (N = 248),
crnoctepirannca nigsuileHHa AJTT Ta/abo ACT (y 3 abo 6inblue pa3iB BULLE 3a BEPXHIO MeXy HOpMMW, MocnifosHe) y 3 % (4 nauieHTiB) y rpyni e3eTumidy
/cumBacTaTuHY MOPIBHAHO 3 2 % (2 nauieHTW) y rpyni MoHoTepanii CMMBaCTaTMHOM; Lii MOKa3HWKM CTaHOBWUAW BignoBigHO 2 % (2 nayieHTn) i O % CTOCOBHO
nigsuweHHs KpeaTuHgocgokiHasn (KPK) y 10 i 6inblue pasis BuLLe 3a BEPXHIO MeXy HOpMK. po BUMaAKy mionatii He NOBiAOMANANN.

Y UbOMY JOCNIMKEeHHI He NOpiBHIOBa/IN PiAKICHI NOBIYHI peakuil Ha npenapart.

MauieHTn 3 iWeMi4HOK XBOPOOOIO cepus Ta Bunaakamu I'KC B aHaMHesi

Y pocnigpxkeHHi IMPROVE-IT (ams. po3gin «®apmakogvHamika») 3 yyacTio 18144 navieHTiB, AKi oTpumyBanmn esetumib/cumeactatud 10/40 mr (n = 9067; 3 Akux 6
% nauieHTam 6yno NigBULLEHO A03K e3eTuMiby/cumBacTaTuHy Ao 10/80 mr) abo cumsacTatvH 40 Mr (n = 9077, 3 HUX 27 % 6yno NigBULLEHO 403K CUMBACTATUHY [0
80 mr), npodini 6e3nekn 6ynn 0gHAKOBUMMW MPOTArOM CepefHbOro Mepiofy CrocTepeXXeHHs 6 pokiB. YacToTa NPUNUHEHHS NiKyBaHHS Yepe3 HebaXaHi sBuLa
craHoBuna 10,6 % y nauieHTiB, AKi oTpUMyBann eseTuMib/cumeacTatvH, i 10,1 % y nauieHTIiB, AKi OTpMMYBa/IM cuMBacTaTUH. Yactota mionartii ctaHosuna 0,2 %
Ansa esetumiby/cumacTtatuHy Ta 0,1 % Ans cMMBacTaTuHY, e MionaTis BU3Hayanaca Sk M’s30Ba CNabKicTb abo 6i/lb He3pO3yMisnol eTionorii 3 piBHeM KpeaTUHKIHA3N
B cmpoBartLi kposi y 10 abo 6inbLue pasiB Bue 3a BMH abo 3 gBoma nocnigoBHUMKM pesynbTaTamy KpeaTuHKiHAa3M y 5 abo binblie pasis BuLle i y 10 pasiB MeHLLe 3a
BMH. YacTtoTta pa6gomionisy ctaHoBuna 0,1 % ansa esetumiby/cumactatvHy Ta 0,2 % Ans cMMBacTaTUHY, Ae pabaomMioni3 BU3HaYam AK M’S30BY CnabKicTb abo
6inb He3PO3yMiNoT eTioNoril 3 piBHEM KpeaTUHKIHa3n B cupoBatLyi Kposi y 10 a6o 6inblue pasis Bulle 328 BMH 3 03HakaMu MOLLKOMKEHHS HUPOK, Y 5 abo 6inbLue
pasis Buule i y 10 pasis MeHLe 328 BMH fgiyi nocninb 3 03HaKamMy NOLUKOKEHHS HUPOK abo piBHEM KpeaTUHKIHa3M = 10000 MO/n 6e3 03HaK NOLIKOLKEHHS HAPOK.
YacToTta nocnigoBHOro nigsuLLEeHHA TpaHcamiHas (y 3 abo 6inbLue pasis Buule 3a BMH) ctaHoBuna 2,5 % ana e3eTumidy/cumeactaTuHy Ta 2,3 % Ans cMMBacTaTuHy
(ams. po3gin «OcobNMBOCTI 3aCTOCYBaHHS»). [N06iIUHI edieKTI, NOB’A3aHI 3 XKOBYHUM MiXypOoM, BiA3Hancs y

3,1 % npotun 3,5 % nauieHTiB, AKi OTPUMYBa/IN €3eTMMIG/CMBACTaTMH Ta CMMBACTaTMH BiAMOBIAHO. YacToTa rocnitanisauii Yepes XoeLncTeKTomito ctaHosuna 1,5
% B 000X rpynax nikyBaHHsl. Pak (W0 Bu3Hayanu K Oy[b-iKy HOBY 3/108KICHY MyXIuHy) OyB AiarHOCTOBaHWIA Nif 4ac gocnimpkeHHs y 9,4 % npotn 9,5 %
BIAMOBIAHO.

MayieH TN 3 XPOHIYHM 3aXBOPHOBAHHAM HUPOK

Y [OCnimpKeHHI WoAo 3axucTy cepud Ta HUpokK (SHARP) (ame. posgin «®apmakoguMHamika») 3 y4yacTio noHag 9000 nauieHTiB, fiKi OTpUMyBasiM (PiKCOBaHY
KoM6iHauito e3eTumity 10 mr i3 cumBacTatHoM 20 Mr wogeHHo (n = 4650) abo nnaue6o (n = 4620), npodini 6e3neku 6ynu CniBCTaBHUMW NPOTATOM CepefHbLOro
nepiofly cnoctepeXxXeHHs 4,9 poky. Y UbOMY AOCNIAXKEHHI Bynu 3apeecTpoBaHi NnLLe Cepirio3Hi NOGIYHI peakuii Ta NMPUNMHEHHS NiKyBaHHSA Yepe3 0y/ab-gKi No6iYHi
peakuii. YacToTa NpUNMHeHHs NiKyBaHHSA Yyepe3 NobivHi peakuii 6yna cnisctaBHo (10,4 % y NauieHTiB, AKi OTPMMYBann e3eTUMIO Y KOMOIHALIT i3 CMMBACTaTUHOM,
i 9,8% y nauieHTiB, AKi oTpumyBanM nnaue6o). Yactota mionartii/pabgomionisy craHosuna 0,2 % y nauieHTiB, AKi OTpMMyBain e3eTMMIO Yy KOMOGiHauil 3
cumBacTaTuHOM, i 0,1 % y nauieHTiB, AKi 0TpuMyBann nnaue6o. MocnigosHe NiaBuLEHHA TpaHcamiHas (y 3 pasu Bulle 3a BMH) cnocTepiranocs y 0,7 % nauieHTis,
AKi OTPMMYyBa/IM €3eTUMIO Yy KOMOGIHaLiT 3 CMMBacTaTMHOM MOPIBHAHO 3 0,6 % nauieHTiB, AKi 0OTpMMyBann nnauebo (auBe. po3gin «OcobAMBOCTI 3aCTOCYBaHHA»). Y
LIbOMY AOCNiAKEHHI He BYN0 CTaTUCTUYHO AOCTOBIPHOIO 36i/bLUEHHS YacTOTM NOMNEPeAHbO BU3HAUYEHNX MOBGIYHMX peakLiii, BKNoYaroum pak (9,4 % ans e3eTnmiody B
KOMOGiHaL,iT 3 cumBacTaTMHOM, 9,5 % Ans nnaue6o), renatuT, XONeLMCTEKTOMID ab0 YCKNafHEHHS XXOBUYHMX KaMeHiB ab0 NaHKpeaTuTy.

[aHi nabopaTopHUX JOCNIAXKEHD




M4 Yyac KOHTPOMbOBAHMX KIHIYHMX LOCIIKEHb MOHOTepanii KNiHIYHO 3HaYylLLe NigBULLEHHSA CMPOBATKOBUX TpaHcamiHa3 (AJ1T ta/abo ACT y 3 abo 6inbLue pasis
BuLle 3a BMH) 6yno nogi6Hum y eetumiby (0,5 %) Ta nnaue6o (0,3 %). Y aocnifKeHHsAX KOMBIHOBaHOT Tepanii YacToTa nosieu cTaHoBuna 1,3 % y nauieHTIB, SKi
CyNyTHbO NpuiiMann e3eTumib Ta ctaTuH, Ta 0,4 % y nayieHTiB, AKi NpuiiManmy Tifbkn cTaTuH. MogibHe NigBULLEHHS 3a3BMYald 6yn10 6e3CUMMITOMHE, He MOoB’sf3aHe 3
X0/1eCTa30M, a NOKa3HWMKM NOBEPTa/INCA 40 NOYATKOBOrO PiBHA Micns BigMiHW Tepanii abo npy NPOAOBXEHHI NiKyBaHHS.

Y KNiHIYHKX gocnimkeHHsAxX cnoctepiranocs nigsuuleHHs KPKy 10 abo 6inbLue pasis Bulle 3a BMH y 4 i3 1674 nauieHTis (0,2 %), SKi npuidManu TiNbKu e3eTUMI6,
MopiBHAHO 3 1 3 786 nauieHTIB

(0,1 %), siKi npuiimann nnaue6o, Ta 'y 1 3 917 nauieHtiB (0,1 %), AKi npuiiMany e3eTUMI6 CynyTHbO 3i CTaTUHOM, NOPIBHSAHO 3 4 3 929 nauieHTiB (0,4 %), sAKi
npUiMann TiNbkKn cTatuH. He 6yno nepesary y nossi mionatii abo pabaomionisy npyu NpuiioMi e3eTMiby NOPIBHAHO 3 BiAMNOBIAHOK rpynok KOHTPOH (Mnaue6o
abo0 TI/IbKW CTATUH).

[MoBigOMNEHHS NPO NifO3PrOBaHI NOBIYHI peakLil

[y>xe BaXX/MBO MOBILOMAATM NPO Nifo3proBaHi No6ivHi peakuii, WO BUHUKAM MNicna peecTpauii npenapaty. Lle A03Bonsie 34iMACHIOBAT NOCTIMHUIA MOHITOPUHT
CMNiBBIAHOLLIEHHA «KOPUCTL/PU3NK» 3aCTOCYBaHHA LbOr0 JliKapcbKoro 3acoby. Mwu 3BepTaemMocs [0 NpauiBHUKIB CUCTEMM OXOPOHM 3[0POB’A 3 MPOXaHHAM
NoBiAOMAATM NP0 6yAb-AKi NO6IYHI peakLii 3a 4ONOMOroH HalioHaIbHOT CUCTEMU NOBIJOM/EHD.

TepMiH NpuAaTHOCTI. 5 poKiB.

YM0BM 36epiraHHs.
36epiratn npu Temnepatypi He BuLe 30 °C. 36epiraTv B OpUriHanbHil ynakoBLi y 3aXuLLEHOMY Bif BOMOMM MicCLi.

YnakoBKa.
Mo 10 Tabnetok B 6nicTepi; No 360 no 6, a6o Mo 9 671icTepiB Yy KAPTOHHIN NayLi.

KaTeropis Bignycky. 3a peLenTom.

BupobHuK.
3AT dapmaueBTryHMiA 3aBog ElC.

Micue3HaxomkeHHA BUPOOHMKaA Ta afpeca Micusa NpoBafXKeHHS Moro AisnibHOCTI.
1165, m. bypganewuT, Byn. bekeHbenai, 118-120, YropuuHa.



