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THCTPYKIIISI
IJIst MEAUYHOI'0 3aCTOCYBAHHSA J'liKapCbKOFO 3ac06y

CumBacTtaTuH-TeBa
(Simvastatin-Teva)

Cknao:

Oitoua peyosura: CUIMBacTaTHH;

1 TabneTKka, BKpUTA ILTIBKOBOKO OGOIOHKOI0, MiCTUTH cuMBacTaTUHY: 20 Mr abo 40 mr, abo 80 mr;
OONOMINCHI DEHOSUHU.

JIAKTO3H MOHOTIJpaT; KpOXMajb HpeXeIaTHHI30BaHUil; LeN0103a MiKpOKpUCTaJIiuHa; KHUCIIoTa
JIMMOHHA, MOHOTiJpaT; KucioTa ackop6inoBa; Gytuinrinpokcianizon (E 320); marsito creapar;
obononxa ons mabnemox no 20 me:

rinpomenosa 6 cI13 (HPMC 2910), naxro3u MoHoriapar, Tutany fiokcuat (E 171), maxporon ITEI’
3350, TpuaneTuy, 3atisa okcun yepsoHuii (E 172), 3anisa okcua xoptuii (E 172);

obononka ons mabnemox no 40 me:

rinpomenosa 6 cI13 (HPMC 2910), nakTo3u MoHoriapart, Tutany aiokcun (E 171), makporoxn ITET
3350, TpuaueTuH, 3aii3a okcu yepsonui (E 172);

obononka ons mabnemox no 80 mz:

rinpomenosa 6 cI13 (HPMC 2910), nakto3u MoHoriapat, TuTaHy aiokcua (E 171), makporon ITET
3350, TpuaneTHH, 3anisa okcun depsonuit (E 172), 3anisa oxcun sxoptuii (E 172), 3aniza okcua
yopuuii (E 172).

Jlikapcbka ¢popma. TabneTky, BKPUTI IITiBKOBOKO 000IOHKOIO.

OcnoeHi Qizuxo-xiMiyni e1aCMUEOCmi:

tabnerku no 20 Mr: KOBTYBAaTO-KOPHYHEBa, OBANIbHOI (OpMH TabNeTKa, BKPHUTA ITIBKOBOKO
060JI0HKOIO, 3 JiHi€I0 po3jaMy 3 omHiei cTOpoHH i riajka 3 ipmiol. Tpiluau abo Bifkonu He
CIOCTEPIraloThes;

tabnerku no 40 Mr: poxeBa, OBaILHOI popMHu TableTKa, BKPUTA MJTiBKOBOIO OOO0JIOHKOIO, 3 JiHi€H0
po3aMmy 3 ojHi€T cTOpoHH i rnazka 3 iHmof. TpimpHu abo BigKonM He CHOCTEPIraoThCs;
tabnerkd no 80 Mr: IEnIsAHO-YepBOHA, OBajibHOI ¢opMHu TabneTka, BKpHTa ILTIBKOBOIO
0GO0JIOHKOIO, 3 JIiHI€I0 po3iaMy 3 OfHiel cToponM i rnajgka 3 iHmol. Tpimpny abo BigKoNM He
CIIOCTEPIraloThes.

®dapmakorepaneBTuyHa rpyna. ['inomininemiuni 3acobu. IariGitopu I'MI'-KoA-peayxrasu.
Koxg ATX C10A AO1.
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Dapmakonoziuni enacmugocmi.

Dapmaroounamixa.

Jo cxnany mpenapary CumBacTaTHH-TeBa BXONHTDH JiNlifO3HIKYBalbHa [il04a pEYOBHHA —
CHMBACTATHH, AKY OJEPKYIOThb CMHTETHYHHMM IUIIXOM 3 NPOAYKTY (epmenTauii Aspergillus
terreus. Tlicna TepOpaibHOTO MNpPUIOMY CHMBAacCTaTHH, SKHA € HEAKTMBHUM JIAKTOHOM,
rigposizyeTbea 3 YTBOPEHHAM BiANOBigHOT GeTa-TiIpoKCHKHCIOTHOT hopmH. BoHa € rosoBHUM
meTabonitoM Ta iHri6itopoM 3-rimpokcu-3-metmnrmorapun-KoA-penykrasy (IMI-KoA-
penykTasn). Lleit GepMeHT KaTalizye I09aTKOBY CTafilo 6i0CHHTE3y XOIECTEPHUHY ([IePETBOPSHHS
I'MI"-KoA y MeBanoHar). Pe3ynbTaT KIiHIYHHX JOCIiIKEHB 3aCBiIUHIIM, 110 IPH HEPOPATBHOMY
npuiioMi CUMBAacTaTMHY B YCiX NMepeBipeHMX 033X KOHLEHTpAlif 3arajbHOroO XOJECTepHHY,
XOJIeCTepMHY JNinonpoteinis Hu3bkoi uimbHocti (JINTHIL), Tpurninepuiis Ta XonecTepuHy
JTONpOTEiHiB Myxe HUu3bKOi winpHoCT (JITITHILY) B 1a3mi 3HMXKYETHCS, & PIBEHb XONECTEPUHY
ninonporeinie Bucokoi minsHocTi (JIIIBIIL) nMOMiTHO WiABMILYETbCS NP TETEPO3UTOTHUX
dopmax sk ciMelHol, Tak i HecimelHoI rinepxonectepunemii. Te came CTOCYeTbCs H 3MilIaHAX
dopm rinepninizemii, npy SKUX Ha HePIIOMY ILIaHi OyNil MiJBULIEHI MOKA3HUKHA XOJNIECTEPHUHY Ta
HeoCcTaTHS eeKTUBHICTE Jiuie AieT. Yepes 2 TIKHI criocTepiranacs 3Ha4Ha Jlis; MakcuMaibHa
mis mocsrayacs depes 4-6 TokHiB. Ilis 30epiramacs mif yac MOJANBLIOrO JiKyBaHHA. Y pasi
NpUNMHEHHs JiKyBaHHs npenapatoM CuMBacTathH-TeBa, NOKA3HMKM XONECTEPUHY Ta JNliiB
TIOBEPTAIOTHLCA 110 3Ha4eHb, W0 OYyJIM 10 MOYATKY JiKyBaHHS. AKTMBHA (pOopMa CHMBAacTaTHHY €
cnerudiuamM inribiropom TMI-KoA-penykrasu. Bin npuraidye Toii pepmeHT, KU KaTalisye
nepersopeHHa TMI'-KoA y meBanoHar. OCKilbKy Iiefi IIPOLEC NEPETBOPEHHS BiAOYBA€ETHCS Ha
paHHBOMY eTami GiocHHTE3y XOJecTepHHy, JiKyBaHHA mpenmapatom CumBactaTé-TeBa He
CYIpPOBOIKYEThCS HAKONMYEHHSIM B OpraHismi NoTeHNiHHO WKiammBuX crepoinis. KpiM Toro,
MTI'-KOA [OCHTB IIBHIKO MEPETBOPIOETHCS B aneTHi-KoA — peqoBuHy, ska akTUBHO Oepe
ydacTh y Garathox mpouecax 0ionoriyHoro cHHTe3y opraHismy. CuMBacTatvH He CIpUYMHIE
MiJBUIIEHHS JIITOT€HHOCTI JKOBYi, TOMY HE CJiJ OYiKyBaTH MiABUIIEHOI YaCTOTH BHUHMKHCHHS
’OBYHHMX KaMeHiB. Pe3ysbTaTn mociikeHb Ha TBApUHAX, Mifl Yac AKUX BifOyBaBCs NEPOPabHUM
NpUiOM CHMBAaCTaTHHY, 3aCBiYUIH BHCOKY CEJEKTHBHiCTb PEYOBHHM WIOAO MNEYiHKH, [€
BHSIBIISUTMCA 3HAYHO BUILI KOHLIEHTpALlil, HiXK B iHIIKMX opraHaX. CUMBacTaTHH MeTaboli3y€eThes,
FOJIOBHUM YHHOM B NEYiH1Ii, Ma€ eeKT «IeplIoro NPOX0oLKEHH» Ta BUBOJUTECA 3 JKOBYIO. byo
BCTAHOBJIEHO, IO CUCTEMHO e(peKTHUBHA KiNbKIiCTh aKTMBHOI (JOpMM CHMBACTAaTHHY CTAHOBUTb
MeHIIIe Hixk 5% NepopanbHoi 031, 3 HUX 95% 3B’s3yI0ThCs 3 GilkaMH MIa3MH KpOBi.

Kniniuna egpexmusnicmyo

B panpoMi3zoBaHoMy, NOABiHOMY cINOMY MNIane60-KOHTPOILOBAHOMY (araToLEeHTPOBOMY
nocimkenHi (CkaHAMHABChKe TOCHIKEHHs BIUIMBY CUMBACTaTUHY Ha BHBaHHs [4S]) Gpanu
yuacth 4444 mauientis (82% uonosikiB) 3 nonependim indapkrom Mmiokapaa (79%) abo
CTEHOKaplieio Ta TinmepxonectepuHeMiero (5,5-8,0 MMOMB/), AKi OTpUMYBAlM JIKYBaHHS B
CepeqHBOMY MPOTAroM 5,4 POKiB i3 JOTPHMaHHAM Ji€TH Ta 3aCTOCYBAHHSIM CHMBACTaTHUHY
20-40 Mr/noby (n=2221) abo rmmaue6o (n=2223). Ilix wuac [AOCHiKEHHA JiKyBaHHS
CHMBAcTaTHHOM T@pHM3BEJIO OO CEPEeIHBOr0 3HMKEHHS DpiBHA 3arajlbHOro XOJECTEpHHY,
xonectepuny JINHILI Ta TpurniuepuaiB Ha 25%, 35% Ta 10% BiAnoBiAHO, @ TAKOXK 0 CEPEAHBOTO
36inpienHs piBas xonectepuy JIIIBIL na 8%. CumBacTaTHH 3HW3UB PHU3UK BHHHUKHCHH:
neransHUX Bunaakie 3 11,5% (mnane6o) o 8,2% (p=0,0003). PU3MK BHHHUKHEHHS JIETabHUX
BUMNAJKiB yepe3 illeMiuHy XBOpoOy cepus 3HumzuBcs 3 8,5% (mnaue6o) mo 5% (p=0,00001).
CHUMBACTaTUH 3HM3UB TAKOX PH3MK BUHHMKHEHHs CKJIAJHUX KODOHApHHX MNOAIH (IeTanbHi
BHIAJKM depe3 imeMiyHy XBOpoOy cepls Ta IiJTBEPKEHHH B KIiHilli Ge3CHMITOMHUM
HeJeTaIbHUI indapKT Miokapza) 3 28% (tutaue6o) 10 19% (p<0,00001). Kpim Toro, cumsactaTtut
3MEHIIMB pH3MK BTpYYaHb INOJO KOPOHapHOi peBacKyjspu3auii (omepauis KOpPOHapHOTro
LIyHTYBaHH# a60 Yepe3lIKipHa TPaHCTIOMiHabHa KOPOHapHa aHrionnacTuka) 3 17,2% (mauebo)
no 11,3% (p<0,00001). Kpim TOro, cMMBacTaTHMH 3Ha4YHO 3HU3UB PU3UK BUHUKHEHHS JIETAIbHUX
Ta HeJeTATBLHUX LepeOpOBacKyIAPHHUX TOAIN (IHCYJIBT, TPAH3UTOpHA illeMiyHa aTaka) Ha 28%
(p=0,033; 75 nauienTiB B rpymi JiKyBaHHA cUMBacTaTHHOM, 102 nauienTtd B rpymni nnaue6o).
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[Ilomo HeKapAiOBacKYJIAPHOT JIETAIBHOCTI CTATUCTUYHO 3HAYYINUX BifMiHHOCTEH MiX rpynamu
JNiKyBaHHs He BUsBIeHO. CHMBACTATHH 3HW)KYBaB PH3UK BUHUKHEHHS TSHKKAX KOPOHAPHHUX MOJiH
B aHAJIOTIYHi# Mipi CTOCOBHO yChOTO Jiana3oHy BUXiJHHUX 3Ha4EHb 3arajlbHOTO XOJIECTEPUHY Ta
xonectepuny JIITHILL. Puzuk cMepTHOCTI y NallieHTiB BikoM noHas 60 pokiB 3HU3UBCA Ha 27%, y
nauienTiB 10 60 pokie — Ha 37% (p<0,01 B 060X BikoBHX rpynax). OcKiJIbKH cepell HOMEPIUX
BUSIBHJIOCA JIMINe 53 JKiHKM, HE MOXHa B JOCTaTHi Mipi OILHMTH Jil0 CHMBAaCTaTMHY Ha
CMEpTHICTh cepell JKiHOK. IIpoTe cHUMBAacTaTWH 3HMXKYBaB pHM3MK BHHHUKHCHHS TKKHX
KOpOHApHUX Mol Ha 34% (p=0,012, 60 xxiHOK y MOpiBHAHHI 3 91 XiHKOIO 33 HAABHOCTi OfHi€l
abo [eKinpKoX mojii). Y DalieHTiB 3 LYKPOBUM Jia0eTOM pHU3MK BHHHMKHEHHS TKKHMX
KOpPOHapHHX Tofiif 3HU3MBCs Ha 55% (p=0,002).

B «Jlocnimxenni 3axucty cepus (HPS)» oniHioBanacs edeKTUBHICTD JIIKyBaHHsS CHMBACTaTHHOM
y 20536 naiientiB 3 a6o Ge3 rinepimizemii, AKi MaJ¥ BUCOKHM PHU3HMK PO3BHUTKY iIEMi4HOL
XBOpOOH ceplid uepes IyKpoBMii iabeT, iHCynbT abo iHury XBOpoOy CyAMH IOJOBHOIO MO3KY B
aHaMHe3i, 3aXBOpIOBaHHA MNepudepuyHuX cyauH abo icHyrody imeMiuHy XBOpoOy cepls.
B GararolieHTpOBOMY, pPaHAOMI30BaHOMY, MOIBIHHOMY climoMy mIaue60-KOHTPOJILOBAHOMY
nociaimkeHHi 10269 nauieHTis orpumyanu cumBactatid 40 Mr Ha o0y Ta 10267 nauieHTiB —
mianeGo, cepeiHs TPUBANICTH AOCITIIKEHHA cxiana 5 pokiB. ¥V 6793 nanienTis (33%) BHXigHi
3Ha4yeHHs xonectepuny JITHIL cranopmin Hinkue 116 mr/m, y 5063 mauientis (25%) Buxiani
3HaueHHs cTaHoBWIX 116-135 mr/mn, y 8680 mauientiB (42%) — nonan 135 mr/mn. JlikyBaHHs
CHMBAacTaTHHOM B 103i 40 Mr Ha 106y y MOpIiBHSHHI 3 M1aue6o 3HU3WIO 3aralbHy CMEPTHICTh Ha
13% (p=0,0003), 18% — 3HHWXKEHHs JeTaJbHUX BUNAJKiB depe3 illeMiuyHy XBopoOy cepis
(p=0,0005); 3HMKEHHS JieTalbHUX BUIAJKIB, 3yMOBJICHHX HEKOPOHApHMMH IOAiAMH He Gyyo
CTATUCTHYHO 3HauymmM. CHMBAcTaTMH 3HW)KYBaB TaKOX PHU3NK BHUHHMKHEHHS OCHOBHHX
KOPOHApHUX TMOJiH (y3araJbHeHH KiHLIEBHI yHKT, IO CKJIAJA€ThCs 3 HENETATBHOTO iH(apKTy
miokapay aGo cMepTi BHacHifoOK imemigHoi xBopobu cepus) Ha 27% (p<0,0001). CumBacTaTiuH
3HHKYBaB MoTpe0y B KOpPOHapHili peBackyispuzauil (BKJIIOYAOYM OMNEPaLilo KOPOHAPHOrO
IIYHTYBaHHA a00 uepe3sUIKipHy TPaHCIIOMiHAIbHY KOpPOHapHy aHriomnactuky) Ha 30%
(p<0,0001). CuMBacTaTMH 3HH)XYyBaB PH3UK BHHUKHEHHsA imeMiunoro iHcyasty Ha 30%
(p<0,0001). KpiM TOro, cCMMBacTaTHH 3HI)KYBaB PH3UK rocliTasisauii yepes creHokapio Ha 17%
(p<0,00001). V nauientis 3/6e3 imeMiyHoi XxBopoOH ceplisd, IyKpoBOro JiabeTy, 3aXBOPIOBaHb
nepudepuyHUX CyAUH PU3MKH CEpPLEBO-CYAMHHUX YCKJIAAHEHb (3 OOKy KOPOHApHUX CYHAHWH,
iHcyapTH abo mpoueAypd peBacKylspu3auii) 3HusWIMca Ha 25%. KpiMm Toro, cumBacTaTuH
3HH)KYBAB y TAI[i€HTIB 3 IyKpOBUM MAiaGeToM pU3HK apTepialbHUX BIPYYaHb, 3YMOBJIEHHX
HEKOPOHAPHMMH MOAiAMH. 3HMKEHHSA PH3UKY, JOCATHYTE CHMBAacCT4THHOM, IIOAO IEpIIOl
BAacKyJISIpHOT MOZii He KOpEeNoBaiocs 3 TAKUMM 3MiHHUMH JOCHi/DKEHHS: BiK Ta CTaTh Nalli€HTa,
BUXigHi 3Hauenns JIITHIL], JITIBIL, Tpurniuepuais, anoninonpoteiniB A-1 abo B, rineprensii,
3HAYEHHA KpeaTHHiHy, OCHOBHA Tepalis i3 3aCTOCYBaHHAM MEJUKAMEHTIB U1 CEPLIEBO-CY AMHHOT
cucTeMH (Hampukiaj, acnipuH, Gera-6nokaropy, iHribitopu AII® abo aHTaroHicTH Kajblilo),
NalivHs, BXXUBaHHS CIIMPTHOTO a0 0XUPiHHA. 32% mallieHTiB B rpymni mianebo npuiMaiy CTaTuH
(mo3a TMpPOTOKOJIOM) TPOTATOM 5 POKiB, TOMY 3HMXKEHHS pPH3HKiB, ILIO CHOCTEpiranocs,
HEOOIiHIOE (haKTUYHY Ai0 CHMBAaCTATUHY.

B pangomizoBaHOMYy, MOJBIHOMY CIIOMY Ta IUIaLEe60-KOHTPONILOBAHOMY 6araTOLEHTPOBOMY
nocnimxenni (Multicenter Anti-Atheroma Study [MAAS]) 404 nanieHTH 3 ilIeMi4HOIO XBOPOOOIO
ceplid, MiATBEPKEHOIO pe3yJibTataMy aHriorpadii, Ta rinepxonecrepunemiero (5,5-8,0 mmons/m)
HPOTAroM 4 poKiB OTpUMYBaNM i3 TOTPHMAHHAM AieTH cuMBacTaTuH 20 Mr/noby (n=204, 89% —
yosoBikK) a6o muane6o. KoponapHi aHriorpaMu po6uiaM Ha MoYaTKy JiKyBaHHdA, 4epes 2 Ta 4
pokd. CHMBacTaTHH CyTTEBO YNOBLIBPHIOBAB NPOrpecyBaHHS YpaxKe€HHs BiOBigHO 10 Qikcanii
cepemnix 3Mmin MinimansHoro (p=0,005) ta cepeansoro (p=0,026) miamerpy NpOCBiTY CyauH
KOKHOTO 3 NALEHTIB 32 pe3y/ibTaTaMi aHTiorpaMu (06MABa NEPBUHHI KiHIIEB] MYHKTH 5K O3HaKa
BOTHHUILEBUX a00 AU y3HHX 3MiH); TE caMe CTOCYEThCS 1 3BY)KEHHs AiaMeTpy CyIHH y BiICOTKaX
(p=0,003). Tlig €ac nikyBaHHS CHMBacTaTHHOM YaCTKa MALli€HTiB 3 HOBMMH YPaXKEHHAMH
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(cumBacTaTuH — 13%, mnaueGo — 24%, p=0,009) Ta HOBOIO OBHOIO OKJHO3i€10 (5% Yy MOpiBHAHHI
3 11%, p=0,04) 6yna cyTT€EBO HHUXKYOIO.

Hocnimxenns «Study of the Effectivness of Additional Reductions in Cholesterol and
Homocysteine (SEARCH)» nopiBHIOBAJIO Jil0 JiKyBaHHS CUMBACTaTHHOM B 1031 80 Mr Ta B 103i
20 Mr (cepemHiii mepiof MOHANBIIOro Hariasmy — 6,7 pokKiB) Ha OCHOBHiI BacKyJsApHi moii
(BusHaueHi sK imwemiyHa xBopobGa cepus 3 JISTANPHUM HACHiKOM, HeEJNETalbHMH iHGapKT
MiOKap/ly, BTpy4YaHHS 3 MPHBOAY KOPOHApHOI peBacKy/lspH3allii, HeleTanpHuH iHCYIbT abo
iHCYJIBT 3 JETAJbHUM HACHIAKOM, BTpy4aHHs 3 HpHBOAY mnepudepudHoi peBacKynapusalii) y
12064 nauientie 3 indapkToM Miokapry B aHaMHe3i. CyTTeBoi pi3HHULI Mix o6oMa rpynamu
CTOCOBHO HMX MOZill BUABIEHO He Gyio: 20 Mr cuMBacTaTuHy (n=1,553; 25,7%) y nopiBHsHHI 3
80 mr cumsacratuny (n=1,477; 24,5%); RR 0,94, 95% [I: 0,88-1,01. A6comoTHa pi3HHIA
nokasHukiB xonecrepuny JITTHIIL mixx o6oma rpynamu npoTarom gocaimkeHns cxiana 0,35+0,01
mmone/i. IIpodine Gesneku OyB CX0XUM B 000X Ipynax JiKyBaHHS, 3a BUHATKOM 4YacTOTH
PO3BUTKY Mionarii, sika y mauieHTiB, mo npuiimanu 80 Mr cuMBacTatusy, ckiana npubi. 1,0% y
NOpiBHAHHI 3 MalieHTamu, o oTpuMysany 20 Mr cumpactatuny, 0,02%. IIpuGausso nonosuHa
[MX BUIIAJKIB PO3BUTKY MionarTii Tpamuiacs B epIIuii pik TikyBaHHA. YacToTa pO3BHTKY Mionartil
y HaCTYIHi pok# ckiana npubiausHo 0,1%.

Pe3ynbTaTd JOCHIIKEHb, O BUBYAMMA ©(hEKTHBHICTb HO3HM CHMBAcTaTHHY y Ialli€HTiB 3
IIEPBUHHOIO TilEPXOJIECTEPUHEMIEID, BUKIIaICH] HIDKYe. Y TPETHUHH MalieHTiB 6yJ10 JOCATHYTO
3HIKeHHs piBHa xonecrepuny JITHIL B 53% i Ginbme mpu 3actocyBanHi ao03u 80 Mr y
nopiBHAHHI 3 46% y NauieHTiB, fKi oTpuMyBamu Ao3y 40 Mr. 3HHKEHHA PiBHA XOIIECTEPUHY
JIITHIII, ronoBHHM YHMHOM, HE 3aJIEXaJI0 Bif BUXiAHOro nokasHuka. Ha mporuBary npomy,
3HWKEHHS piBHA TPMITHLEPUAIB 3alieXkaljo BiJ BHXiAHOTO MOKa3HMKa TpHriilepuliB. 3 664
HaLieHTiB, ski mpuiiMany 103y 80 Mr, y 475 nauieHTiB 3 MOKa3HUKAaMH TPUITHLEPUIIB B IUIa3Mi
<2,25 MMOJB/I CepeIHE 3HWKEHHS piBHA TPHUITiLEpUIiB cTaHOBWIO 21% B TOM Yac, Sk y 189
HaLiedTiB 3 rinepTpuriiuepuaeMicio (>2,25 MMOJB/T) CepeNHE 3HIKEHHs PiBHA TPUIIILEPUIIB
cTaHoBMIO 36%. B e gociipKkeHHs He 6yid BKIIOYEHI HalliEHTH 3 HOKa3HUKaMU TPUTJTiLEpHIiB
>4,0 MMois/1. B XO#i KOHTPOJBOBAHOrO KIIIHIYHOTO JOCTIIKeHHA 12 malieHTiB BiKOM
15-39 pokiB 3 TOMO3MIOTHOI CIMEHHOIO TilEepXOJIECTEPUHEMIEI0 OTPUMYBAIM CHMBACTATHH
40 Mr Ha 100y sK pa3oBy no3y abo posaineHy Ha 3 npuiiomu abo 80 Mr Ha 100y 3a 3 npuHOMH.
Cepenne 3HmxeHHs piBHs xoiectepuny JIITHI cxnano 14% s nauieHTiB, AKi NpUiMany 103y
40 Mr, Ta BiAmoBigHO 25% IUIA MAIi€HTiB, AKi npuiiMaiy no3y 80 mr. ¥ ojpHoro mauieHTta 3
BizicyTHBOIO GyHKIliero peuentopa JITHIL 3sHmkenss piBHa xonectepuny JITHILL cknano 41%
IIpH 3aCTOCyBaHHi 1034 80 Mr.

Kniniuni 0ocnioxcennsa y nionimxie eikom 10-17 poxis. Y mnoapifiHOMy ciinoMy miaue6o-
KOHTPOJILOBAHOMY J0CHi/pKeHH] Gyno paHmoMizoBano 175 manienTiB (99 xuonuis BikoBoi cTafil
11 3a TanHepoM Ta cTapuiux i 76 AiBYaT, y SIKUX, IPUHAUMHI OIMH PiK NPUCYTHil MEHCTPYaIbHU
uukn) Bikom 10-17 pokis (cepemniit Bik — 14,1 pokiB) 3 TIeTepO3MIOTHOK CiMEHHOIO
rinepxoiecTepUHeMi€l0 MPOTAroM 24 THXHIB (OCHOBHE AOCIHI/UKEHHS) INOAO 3aCTOCYBaHHS
cuMBacTaTvHy abo miane6o. J[ns BKIIOYEHHS y JOCIHIDKEHHs HeoOXifHMMM Oyju NOKa3sHMK
xonecrepuny JITHIL 160-400 mr/mn (4,1-10,4 MMonB/1) Ta WIOHaiiMEHIIE OfMH 3 GaTbKiB 3
noxkasHukom xonecrepuny JITTHIIL >189 mr/an (>4,9 mmons/n). Jlo3a cuMBacTaTHHy cxiajiana 10
mr 1 pa3s Ha 106y BBeuepi MPOTATOM MepLIHX 8 THXKHIB, 20 MI — IPOTATOM HACTYNHHUX 8 THIKHIB,
a notiM — 40 mr. ITig yac 24-THXXHEBOro JOAATKOBOrO JOCIHiKeHHs Opanu ydacTs 144 nauieHTH
Ta oTpuMyBai 40 MI cHMBacTaTHHy abo niane6o. CUMBAacCTaTUH CYTTEBO 3HUXKYBAB IIOKA3HMKH
3aralbHOrO XonecTepuHy, xojecrepuny JIITHIL], Ttpurninepuzie Ta anominonpoTeiny B.
PesynbTati JoCiipKeHHs dYepe3 48 THKHIB MOpPIBHIOBAINCA 3 pe3yJbTaTaMH OCHOBHOIO
nocnimxends. Yepes 24 THKHI JiKyBaHHS cepelHiii NOcArHyTUl piBeHb Xonectepuny JIITHILL
cknas 124,9 mr/nn (3,2 mmons/n) (mianason 64,0-289,0 mr/mn; 1,7-7,5 Mmonb/n) B rpymi
nikyBaHHs cumBactaTuHoM 40 Mr y nopiBHsaHHi 3 207,8 mr/mn (5,4 mmons/m) (niamasoH
128,0-334,0 mr/mr; 3,3-8,7 MMOJIB/1T) B rpymi miane6o. CMMBacTaTUH 3HIDKYBaB CEPeHi BUXiHI
MOKA3HMKM 3arajbHOro XojecTepuHy Ha 26,5% (mnane6o: 36inbmenHs 1,6%), xonecTepuy
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JITTHILI 1a 36,8% (mane6o: 36inbmenns 1,1%), TpuriainepuniB Ha 7,9% (mraue6o: 30iTbIIeHHS
3,2%), anoninonpoteiny B Ha 32,4% (tutane6o: 0,5%) Ta miaBuIyBaB cepelHi 3HAYEHHS
xonecrepudy JIIIBIIl Ha 8,3% (miaune6o: 3,6%). besneka Ta eeKTHBHICTL J03yBaHHS MOHAM
40 Mr Ha 106y y AiTel Ta MiQIiTKiB 3 reTepO3HIOTHOK CIMEHHOIO TiNEepXONECTEPHHEMIED HE
gociimxysanacs. JOBroTpuBaia Jis JKyBaHHS CHMBACTAaTHHOM Y JiiTell CTOCOBHO 3HMKEHHSA
3aXBOPIOBAHOCTI Ta CMEPTHOCTI B IOPOCNIOMY Billi HE IOCTIKyBaacs.

Dapmaroxinemuxa.

A6copbyis. Ananoriuno 10 Mofeni y cobak cUMBacTaTHH Hobpe BCMOKTyeThes. OuiHioBanacs
noctynHicte Merabomity L1-654.969 B kpoBooGiry micis MEpOpalbHOTO 3aCTOCYBaHHS
cuMBacTaTuHy. Uepes BUpakeHU edeKkT nepumoro NpoXoHKEHHS 3HAYEHHSA CTaHOBUIIO MEHIIE
5% 3actocoaHoi no3u. ITig yac NpoBeAEHH AOCiHKeHb IOAO NPOMOPLiHOCTI 03U CTOCOBHO
no3 5, 10, 20, 60, 90 Ta 120 mMr He OyJio BUABICHO CYTTEBHMX BimxuieHs Bif niHilinocTi AUC
inri6itopis B kpoBooGiry. CymyTHiit mpuiioM Dki He BIuBae Ha abcopbuiro. PapMakOKiHETHKa
OJIHOKpaTHOi Ta 6araTOKpaTHMX 103 CHMMBacTaTHHY HPOJEMOHCTpYBaja, IO HE BilOYBAacTLCA
HisIKOTO HAaKOMMYEHHs JIKAPCBKOro 3acofy Imicis GaraTokpaTHOro 3acTocyBaHHA. B ycix
¢apMakOKiHETMYHMX HOCTIIDKEHHSIX MaKCHMallbHa KOHIEHTpauis iHriGiropis B mnasmi
Jocsaranacs depes 1,3-2,4 ronqunau.

Po3nodin. CAMBAacTaTHH NOTPAILISE B [IEYiHKY — OCHOBHM# OpraH #oro akTuBHOCTI. EkBiBaneHTH
{10401 PEYOBMHM ITIOTIM BHBOASATHCS 3 jxoButo. CHMBacTaTH Ta Horo Merabonit L-654.969 B
OCHOBHOMY 3B’43aHi 3 Oinkamu miasMu moauHd (95%). ToMy cucTeMHa JOCTYNHICTh Hir0YOl
PEYOBHHH HU3bKA.

Memabonizm. CumBacTaTuH MertaGonisyetbes 3a gonoMorolo CYP3A4, mpore BiH He Mae
iHri6yrouoi aktusHocti moao CYP3A4. Tomy He citi o4ikyBaTH, 1o Oy /e 3/AiliCHIOBATHCS BIUIUB
Ha piBeHb B IUIa3Mi iHIIMX JiKapcbKUX 3aco0iB, ki MeTabonisyroTeea 3a gonomororo CYP3A4.
CunbHi inri6itopy CYP3A4 MOXYTh MiBUILYBaTH PpH3UK PO3BUTKY Miomarii IHIISXOM
3MEHIIEHHs elliMiHalil cuMBacTaTuHy. CHMBacTaTMH € HEAaKTMBHMM JIAKTOHOM, IO JIErKO
rigpoinisyeTses, NEPEeTBOPIOIOYUCE in vivo 10 O€Ta-rinpoKCHKUCIOTH, L-654.969, motyxHOrOo
inri6itopy I'MI'-KoA-penykrasu. Inribysanas 'MI'-KoA-pegyKTasy € BUXiJHUM IYHKTOM s
NpoBeacHHS (apMaKOKIHETHYHHMX JOCHI/UKEHb MeTaboliTiB GeTa-TiIpOKCHUKUCIOTH (aKTWBHI
iHri6iTopu) Ta micis 34iiCHEHOro0 OCHOBHOTO TiIpoJi3y — aKTHBHUX Ta IIPMXOBaHMX iHri6iTopis
(3araneHi iHri6itopu). B mia3Mi KpoBi BUSBIIAIOTE OCHOBHI METabOIIITH CUMBAcTaTHHY, L-654.969
Ta YOTHPH iHILi aKTHBHI METabOJITH.

Buseoennsa. Tlim uac NpOBeNeHHS HOCHIIKEHHS MLIOAO PO3MOAUTY i3 3acTOCYBaHHAM
CHMBACTaTHHy, MideHoro isotonom “C, 100 mr (20 MKkiopi) npuiiManu y BHIJIAAI Karcys
(5%20 Mr), a moTiM BM3Ha4anM piBeHb y KpoBi, cedi Ta ¢ekamiax. 13% paaioakTHBHOCTI
BUSBIISUIOCA B cedi, 60% — y dekaniax. Bussiena y ¢pekanisx KinbkicTh Bianosifae abcopbopaHii
PEUOBHHI, L0 BUIINSETBCA 3 JKOBYIO, a Takox HeabGcopbopaHiil pesoBuHi. Menme Hix 0,5%
NpUIHATOT 1034 BUSBISIIOCS B cedi Y BUMIIAAi iHriGitopy I'MI'-KoA-penykrasu. B masmi kpoBi
inri6itopu BigmoBinamu 14% (aktuBHi iHriGiTopu) Ta 28% (3araybHi iHriGiTOpM) 3arajabHOL
panioakTuBHOCTI. Ilicas BHYTpPILIHEOBEHHOT iH’ €Kil METaboNiTy GeTa-rilpOKCUKICIOTH TIEPioN
HOro HariBBUBEEHHS CTAHOBUTE Y cepeHboMy 1,9 roaunu. CHMBacTaTHHOBA KHCJIOTa aKTHBHO
3aXOIUTIOETELCA reNaTolUTaMu 3a fonomororo nepeHocHuka OATPIB1.

Dapmaroxinemuxa ocobnusux zpyn nayienmis

Hopywenns @ynxyii Hupox. T1i yac NpoBeIEeHHS TOCTiIXKEHHS Y NALEHTIB 3 TAKKOK HUPKOBOO
HeJoCTaTHICTIO (KiipeHe KpeaTuHiHy <30 MII/XB) KOHLIEHTpAllis 3arajbHHUX iHribiTOpiB B MIa3Mi
micns pa3oBoi 103U aHasioriydoro iHriGitropy I'MI'-KoA-peaykrasu Gy/ia B iBa pa3u BULIOIO, HiX
Y 370pOBHX JOOPOBOJIBLIB.

Hayienmu nimuvozo eixy. Pesynbrati hapMakOKiHETHUHOTO NOCIHIUKCHHA Y NMalli€HTiB BiKOM
70-78 pOKiB MPOJEMOHCTPYBAIIH, IO CEPEAHiM NMOKa3HUK CUMBACTaTHHY B ITa3Mi Ha 45% BHIIIE,
HiXk y naiieHTiB BikoM 18-30 pokis.

Jlimu ma nionimxu. JIocBin 3actocyBanHs y AiTeii BikoM 10 10 pokiB BiacyTHil.

EOHAAP H. M.
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Honimopgpizm SLCOIBI. Y Hociis anens ¢.521T>C rena SLCO1B1 cnocrepiraeTecs 3MeHIIEHA
axTuBHicTh 6i1ka OATP1B1. Cepeans 6ionocrynHicts (AUC) rooBHOro akTHBHOT0 METaboIiTy
— CHMBAaCTaTHHOBOI KUCJIOTH — CTaHOBUTH 120% y reteposurotHux Hociie (CT) anens C ta 221%
y romosurotHux Hociie (CC) mopiBHAHO 3 mauieHTamu 3 HaiinomupenimuM resotunom (TT).
Anens C y eBpomneichkiif momymswii 3ycTpidaeTrscss 3 uacTotoro 18%. VYV mnauieHTiB 3
nonimopdizmom rera SLCO1B1 icHye pU3uK NiABUILIEHOT €KCIO3HLiT CHMBAaCTaTMHOBOI KMCJIOTH,
1110 MO3Ke 301bIIyBaTH PU3HK PO3BUTKY pabaoMionisy (ImB. po3ain « OcobaMBOCTi 3aCTOCYBaHHs.
Mionarist/pa6nomioniz»).

Joknini4ni jani. [pyHTYrOUMCEh Ha pe3yJbTaTaX TpamuUifiHUX HOCIHIIKEHb Ha TBapHHAX IIOJO
dapMakoIMHaMiKH, TOKCHKOJIOril TpU [OBTOPHOMY IpUHOMi, I€HOTOKCHYHOCTi Ta
KaHIEPOT€HHOCTI, Y MALiEHTIB He COOCTEPirajIucs iHIIi pH3UKHY 33 BUHATKOM THX, AKi OUiKyBaJIHCs
Ha OCHOBi (apMakoJIOTiYHUX MexaHi3miB. IIpi mepeHocHMili MakcHMabHifl 1o3i y HIypiB Ta
KpOJIIB CHMBACTATHH HE NPHU3BOAMB JO aHOMajii pO3BMIKY IUIOAY Ta HE BIUIMBaB Ha
depTUILHICTS, PO3MHOXEHHS ab0 HeoHaTalnpHHH po3BUTOK. IIpoTe cnip aoTpUMYyBaTHCA
pEKOMeHIallil, 3a3Ha4eHuX B Po3nimi «3acTocyBaHHA y Iepiof BariTHOCTI abo rogyBaHHS
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KniniuHi XapakTepHCTHKH.

Iloka3anus.

3HMKEHHS  I[ABUINEHOrO piBHA  3araJibHOro  XosecrepuHy, xonectepuny JIITHIL,
amojimonporeiny B i TpuriiuepuAiB y mauieHTiB 3 IEPBHHHOIO TilEPXONECTEPHHEMIEIO,
3MillaHuMK  QopMaMH  rinepiimifieMii Ta y mDalieHTIB 3 TreTEepO3HIOTHOIO CiMeiHOIO
rinepxojiecTepUHEMI€l0, fAK MOMOBHEHHA JO Mi€TH, KOINM BiANMOBiAb Ha AieTy Ta iHmi
HEMeAUKaMEHTO3HI 3aco0M NiKyBaHHs (Hanpuiiaf, GizuvHi BpaBH Ta 3HIXKECHHS MacH Tina) €
HEAOCTAaTHBO €(PEKTUBHOIO.

CumMBactatiH-TeBa MoKa3aHMif TaKOX SK JOTOBHEHHS 10 Ji€TH Ta iHIUMX HEJi€THYHMX 3aXOJiB
(nanpuxiaz, agepes JIITHII) g 3HWOKEHHS MiIBULIIEHOTO PiBHA 3arajllbHOTO XOJIECTEPHHY,
xonectepuny JIIIHIL, anominmonporeiny B y namieHTiB 3 TOMO3MIOTHOIO CiMeiHOIO
rinepxoecTepuHeMIEr0, K0 eEKTHBHICT TAKUX 3aXO/iB € HEJOCTaTHLOIO.
Cumpacratvi-TeBa MMOKa3aHHMii MallieHTaM 3 BUCOKMM PU3MKOM PO3BUTKY ilIEMiuHOI XBOpOOH
cepus (3 rinepninigemiero abo 6e3 rinepiiniaemii), HanpyuKaj, NalieHTaM 3 YKPOBUM JiaGeToM,
CTAaHOM Ticis imeMiYHOro iHCYNIbTy, IHIIMX IepeOpoBacKyIApHUX 3aXBOpIOBaHb abo
3aXBOPIOBaHb NepUPEPUUHMX CYAUH, a00 MalieHTaM 3 iCHYIOUOIO ileMi4HO XBOPOOOIO Cepls.
Cumpacratud-TeBa MpPU3BOAMTH OO 3HWKEHHS 3arajbHOi CMEPTHOCTI BHACHiJOK 3HM)KEHHS
PH3HKY PO3BHUTKY CEpIIEBO-CYAMHHOI CMEPTHOCTI, CEpLIEBO-CYAUMHHUX MOAH, 3HHKEHHS NOTPebH
y KOpOHapHili, HekopoHapHiii, nepudepuuHili peBackyispuzalii Ta 3HHXKEHHS PHU3HKY
rocmiranisaiiii 4epe3 CTeHOKap/ilo.

HeobXijHO TNPOBOAWTH JIKyBaHHS TaKMX BiIOMMX TIpHYMH pO3BHUTKY CEPLIEBO-CYIMHHOL
CMEpTHOCTI ab0 3aXBOPIOBAHOCTI, AK apTepianbHa rinepreHsis abo WyKpoBuii AiabeT, a Takox
BiIMOBMTHCS BiJ] AJliHHSA.

CumBacTaTvH-TeBa NoKasaHuwil Juis migsuiieHHsa pieHs xonectepuny JIIIBIL| y narieHrtiB 3
HOMipHO TiBULIEHHM PiBHEM 3arajibHOro Xonectepuny (5,5-8,0 MmMons/i).

IIpomunoxasanna.

* TinepuyTaMBiCTh HO cUMBacTaTUHy abo Gy/b-AKOi CKJIafoBOI Npenapary.

» 3aXBOpIOBaHHs IEYiHKM B aKkTHBHil (a3i aGo He3pozymine Ta crifike NiABHMILEHHA piBHIB
TpaHcaMiHa3 CHPOBATKU KpPOBi.

* BariTHicTh Ta nepio roAyBaHHsA PyIai0 (AUB. po3/in «3acToCyBaHHs y Iepioj] BariTHOCTi abo
rOJyBaHHS TPYIION).

» Cynytaiii npuiiom moTyxHuX iHribitopie CYP3A4 (Hanpuknaz, iTpakoHa30j, KETOKOHA301,
NOCAaKOHAa30J1, BOPMKOHA30J1, iHriGitopn BUI-mpoteasu, Gonenpesip, Tenanpesip, epUTPOMiLlUH,
KJIApPMTPOMIIIMH, TENITPOMILMH, Heda30oq0H i dikapchki 3aco0H, WO MiCTATH KOOGILUCTAT) (AMB.
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posainu «OcobnuBocTi 3actocyBanHs. Mionatis/paGoomioniz» Ta «Bsaemomia 3 iHIMMH
TMKapCHKUMH 3aco0amu Ta iHII BUAM B3aEMOZi»).

e CynyTHili npuiioMm rem$piGposuity, HMKIOCIOPHHY a0 JaHa3oimy (AuB. po3ainu «OcobamMBoCTi
3acTocyBanHs. Mionaris/pa6aomionis» ta «B3aeMozis 3 iHIIMMH JikapchKUMH 3ac00aMH Ta iHIIi
BHJTH B3aEMOJIIi»).

B3acmooia 3 inmumu nikapcoKumu 3acobamu ma iHwii 6uou 63a€mMooiil.

Jlekineka MeXaHi3MiB MOXYTh CIIPHATH NOTEHUilHil B3aemonil 3 iuribitopamu I'MI-KoA-
penykrasu. Jlikapcbki 3aco0u aGo mpenapaTé POCIHHHOTO MOXO/DKEHHS, SKi raibMyIOTh JEsKi
nuisxu ¢pepmentis (Hanpukiaa, CYP3A4) ta/aGo Tpancnoprepa (Hanpukiag, OATP1B), MoxyTs
36iNBUINTH KOHIEHTPALII0 CUMBACTATHHY Ta CHMBAaCTATUHOBOI KMCJIOTH B IIa3Mi Ta MPU3BECTH
JIO THABUILECHHS PU3KKY PO3BUTKY Mionartii/pabaomionizy.

3BepuiThbess [0 iHCTPYKHil AN MEXMYHOro 3aCTOCYBAaHHST Ha BCi  OJHOYACHO
BHKOPHCTOBYBaHi MpenapaTH /Jisi OTPHMAHHSA J0AaTKOBOI indopmanii mpo ix morenuiiny
B32€MOJiI0 3 CHMMBACTATHHOM Ta/a00 MOXJIMBICTH 3MiH, AKi MOXYTb BiA0yBaTHCH 3
depmenTaMH a00 TpaHCHOPTepaMM, TAa MOXJHBE KOPHIYBAHHSI [03H Ta PeXHMIB
32CTOCYBaHHS.

IIpomunoxazani rikapcvki 3acobu

OnHouacHe 3aCTOCYBaHHS HaBEACHUX HIDKYE JIiKapChKHUX 3ac00iB MPOTHIIOKA3aHe.

Homyocni inzioimopu CYP3A4. CumBacTaTvH MeTabomnizyeThbes 3a nonomoror CYP3A4, npore
He Mae inriGyrouoi aktuBHOCTi CYP3A4. ToMy He O4iKylOTh, 10 CUMBACTaTHH BINIMBaTHME Ha
KOHIIEHTpaIlii B I1a3Mi iHIIKX [penaparip, mo MeTabonizyroTecs 3a yyacTio CYP3A4. IloTyxHi
inriGiropu CYP3A4 MoXyTh mifiBMIIyBaTH PU3MK PO3BUTKY MiomaTii/pabaomionidy ILIAXOM
3MeHIIeHHs efimiHanii cuMmBactatuHy. OfHOYacHMi NpHHAOM 3 JiKapChbKUMH 3acobaMH, fKi
YHHATH MOTYXXHMH iHriOyroumii BB Ha CYP3A4 B TepaneBTHYHMX 033X, NMPOTUIIOKA3aHHM
(HampuKial, iMpaKoOHA30l, KEMOKOHA30N, NOCAKOHA30, 60PUKOHA30M,  epUmpOMIYUH,
Kaapumpomiyun,  menimpomiyun,  iHe2ibimopu Bl/I-npomeasu, 6oyenpesip, menanpesip,
nepazooon abo nikapchKi 3aco6H, WO MicTATh KobimucTaT) (auB. po3ainH «IIpoTHnoxasaHHs»,
«OcobnuBocTi 3acTocyBaHHA. Miomaris/pabaoMionizy, «®apMakokiHeTukay). JociifxeHHs
B3a€MO/Iii MPOBOJMIUCH TUIBKHU 32 Y4acTIO JOPOCTIHX.

TemdiOpo3un, HUMKIOCTIOpUH abo AaHa3oi: AuB. po3mimk «IIporunokazanHsy», «OcobamMBoCTi
3acTocyBaHHs. Mionaris/pabnomioniz», «@apMakoKiHETHKa».

Dapmaroxinemuyna 63aemoois

PexoMenpanii 0J0 OJHOYACHOrO IPM3HAYEHHS JIKApChbKUX 3acoliB, 110 B3aEMOZIIOTH 3
CHMBACTaTUHOM, y3arajbHEeHO B TabJMIi HUK4Ye (OuB. po3aimy «Cnocib 3acTocyBaHHS Ta A0O3HY,
«ITpotunokazanHsay», «OcOOGIUBOCTI 3aCTOCYBaHHSAY).

B3aemo0isa 3 inuumu 1ikapcoKumu 3aco6amu, Wo acoyiloemybcs 3 NiIOGUWEHUM DUSUKOM PO36UMKY
Mionamii/paboomionizy

[Ipenapat B3aeMOAiT PexoMeHpallii H10J10 IpU3HAYEHHS
[MoryxHi inridiropu | OmHOYAacHE 3aCTOCYBaHHS i3 CUMBacCTaTUHOM IIPOTUNIOKA3aHE
CYP3A4, HalpuKIaa:

iTpakoHa30J1, KETOKOHA3011,

NI0CaKOHas30J1,

BOPHUKOHA3011,

€pUTPOMIlIUH,

KJIapUTPOMiLIUH,

TENMTPOMIilIUH, iHribiTOpH

BUI-npoteasu,

Gouenpesip, Tenampesip,

HedasomoH,  kobiuucrar,

EOHAAP H. M.
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UKJIOCTIOPHUH,  JAaHa3od,

remiGposun

Inmi ¢gibparu He nepesuinyBaru fo3y 10 Mr cuMBacTaTuHy Ha no6y

Bepanamin

Juntiazem

®y3uaMHOBA KHCIOTA He pekoMeHIy€EThCS JUIsl 3aCTOCYBaHHS 3 CUMBACTaTHHOM

EnGacBip He pexoMeHIyeThCS [T 3aCTOCYBaHHS 3 CUMBACTATHHOM

I'pazonpesip

Hiauun (>1 r/noby) He pexoMmeHmyeThcss NpU3HAuaTH pa3oM 13 CHMBacTaTMHOM
nailiecHTaM-aziaTam

AwmionapoH He nepepuiyBatu 103y 20 Mr ciMBacTaTuHy Ha 100y

AmJIoMIiH

Jlomitanin V nauieHTiB 3 TOMO3UTOTHOIO CIMEHHOO TilepX0IeCTEPUHEMIEIO
7032 CAMBACTaTHHY He OBMHHA nepeBuityBatu 40 Mr Ha 100y

JlanroMinuH He pexoMeHnyeThCs Ul 3aCTOCYBaHHS 3 CHMBACTaTUHOM

Tukarpenop He nepepninyBaru 103y 40 Mr cuMBacTaTHHY Ha 100y

[peiingpyToBuii cik ITin vac niKyBaHHA CHMBAaCTaTHHOM YHHKAaTH BXXHMBaHHS
rpeiindpyToBOro CoKy

Iani B3aemonii

Inwi gpibpamu. Tlpu 3actocyBanHi remMdiOposuiy (muB. po3ain «IlpoTunokasaHHs») Ta iHIIAX
¢i6paris nigBUILYETHCS PHU3UK pO3BUTKY MiomaTii. IlpmiioM LHUX JiMigO3HMKYBAIbHHX
JIKapCHKUX 3ac06iB OKPEMO TaKOXK MOXe CIPHYUHATH Mionarito. IIpu opHouacHOMy mpuiioMi
cMMBAacTaTHHY Ta ¢peHodibpaTy HeMae MiATBEPAXKEHb TOrO, IO PU3HK MioNaTii MEpeBHIIyE CyMy
iHIMBiTyanbHUX PU3UKIB KOXKHOrO mpenapaty (aue. posaiau «IIpotunokasanasa», «OcobauBocTi
3actocyBadns. Miomarist/pabnoMionis»).

Cucmemni npenapamu y3udunosoi kucromu. IloBigomnsutocs npo pabmomionis (BKIOYa0YH
JEKinbKa NeTANLHUX BUIAKIB) Y MAlli€HTIB, AKi OTpUMYBAJIM CUCTEMHI NpenapaTu Qy3HIUHOBOI
KHCJIOTY B KOMOGiHaLil 3i CTaTMHaMH, BKJIIOYAIOYH CHMBAacTaTWH (OuB. po3min «OcoOGIUBOCTI
3acTOCyBaHHA»). MexaHism wiei B3aemopil HeBimomuii. JlikyBaHHS CHMBAacTaTMHOM CIij
NPUIMHATH Ha Yac HeoOXiZIHOTO CHCTEMHOTro JiKyBaHHA (y3HIMHOBOIO KHcIoTOW. Teparito
CHMBAaCTaTHHOM MOJKHA BiJIHOBHMTH 4epe3 CiM JHIB MicJis IPUHOMY OCTaHHBOT A03H QY3HMHOBOT
KHCJIOTH.

Amiodapon. PusvK pO3BUTKY Miomarii/paGroMionizy MiBHLIYEThCS IPH OHOYACHOMY NpHioMi
aMiofjapoHy 3 CUMBACTaTHHOM (IMB. po3ain «OcoGNHBOCTI 3aCTOCYBaHHA»). ¥ XOAI KIIHIYHOTO
JocTiKeHBs y 6% naiieHTiB, ki npuitManu cumeactaTHH 80 Mr Ta aMiofiapoH, NOBiAOMJISIOCS
npo miomnartito. ToMy [o3a cMMBacTaTWUHY He NOBHHHa nepeBuiyBath 20 Mr Ha moly s
nalieHTiB, AKi MpUiiMaroTh Liei npenapat B KOMOiHaLil 3 aMioJapOHOM.

Broxamopu xanvyiceux xauanie. Bepanamin. Pu3MK pO3BHTKY Miomatii Ta pabromionisy
TiIBMINY€ETHCS MPH OJHOYACHOMY TpuiioMi BepanaMiny 3 cumBacTaTHHOM 40 Mr aGo 80 mr (auB.
po3ain «Ocob6aMBOCTi 3acTOCYBaHHA»). Y X0/i GapMaKOKiHETHIHOIO JAOCHIPKEHHA OJHOYACHHUIH
npuiioM 3 BepamaMilioM Mpu3BiB 10 2,3-KpaTHOro 30ibLIEHHS €KCNO3MUii CHMBacTaTHHOBOI
KHCJIOTH, Hacamrepes, yacTkoBo 4epe3 npurHideHHs CYP3A4. Tomy no3a cuMBacTardHy He
NOBMHHA NepepuinyBatd 10 Mr Ha noby ansd nauieHTiB, fKi NMpuiiMaroTe UEH INpemnapar B
KoMGiHarii 3 BepanaminoMm.

Hunmiazem. Pusvk po3BUTKy Miomatii Ta pabGaomionizy NiABUILYETbCS NPH OAHOYACHOMY
npuiioMi nuntiazeMy 3 cumBactaTiHOM 80 Mr (muB. po3fin «OcoGIMBOCTI 3aCTOCYBAHHS»).
V xofii GapMaKoKiHETHUHOrO NOCHIPKEHHs OJHOYACHMH NpHHOM 3 JMITia3eMOM NpH3BIiB 10
2,7-KpaTHOTrO 301bIICHHS €KCIIO3UIIT CUMBAaCTaTHHOBOI KHCJIOTH, HacaMIepel, YaCTKOBO Yepes
npurnidenns CYP3A4. Tomy 103a CMMBacTaTUHY He IOBUHHa nepesuiyBati 10 Mr Ha no6y mis
NauieHTiB, AKi NpUiMalOTh Lieil mpenapat B koMOiHallil 3 AuATIa3eMoM.

BOHAAP H. M,
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Amnoounin. TlaieHTH, AKi TPUAMAIOTh aMJIOAUIIIH OJHOYACHO 3 CUMBAacTaTUHOM 80 Mr, MaroTh
MiJBMILEHUN PU3HUK PO3BUTKY Miomarii. Pu3uk po3BUTKY MiomarTii y MaIi€HTiB, WO NpuiiManu
CHMBACTAaTHH Y 031 HIk4e 40 Mr, He MiABULIYBaBCs Yepe3 OAHOYACHUH MPHIOM 3 aMIIOUITIHOM.
V xoai papMaKOKiHETHYHOTO JOCIHI/KEHHS OJHOYACHHUI MPHIfOM 3 aMJIOJUITIHOM MpPH3BIB JO
1,6-KpaTHOTO 3GiNBIIEHHS €KCIIO3UIIiT CHMBACTaTHHOROT KHCIOTH. TOMy /1032 CHMBAacTaTHHY HE
NOBUHHA TepeBuinyBatd 20 mMr Ha go0y Ans MalieHTiB, fKi MpuiiMaloTh Lied npemapaTr B
KOMOIHAITIT 3 aMJIOAUITIHOM.

Jlomimanio. PA3MK po3BUTKY Miomarii Ta pabmoMiosizy MiJBHILYETHCA HPH OXHOYACHOMY
3aCTOCYBaHHi i3 nomiramigoM (muB. pos3fimi «Cnoci6 3acTocyBaHHS Ta J03u», «OcobauBOCTI
3actocyBaHHs. Miomnaris/pabaomionia»).

Homipni inzibimopu CYP3A4. TlauienTty, ki npuiiMaloTh iHIII JIiKapchKi 3aco0u, IO MaloTh
moMipHuii iHriGyrounii BB Ha CYP3A4, oqHOYacHO 3 CUMBAaCTaTUHOM, OCOOIMBO 3 BUIMMU
J03aMH CHMBACTATHHY, MalOTh IiJIBUICHHUI pU3NK NOsABH Mionartil (auB. po3ain «OcobiuBocTi
3actocyBaHHs. Mionarisi/pabaomionis»).

In2ibimopu 6inka-nepenocnuxa OATPIBI. CumBacTaTMHOBa KHCIOTa € cybcTtparoM Oinka-
nepedocanka OATP1B1. OnHouacHe 3aCTOCYBaHHS JiKapchKUX 3aco0iB, sKi € iHribitopamu
6inka-niepesocarnka OATP1B1 (Hanpukiaz, HHIIOCTIOPHH), MOX€ MPU3BOJAUTH 10 30ibIIEHHA
KOHI[EHTpallii CHMBacTaTHHOBOT KHUCIIOTH y TUIa3Mi KPOBi Ta JO MiABUIICHHS PU3UKY PO3BUTKY
mionatii Ta pabmomionizy (muB. «IIpoTunokasaHHs», «OcCOOAMBOCTI 3aCTOCYBaHHS.
Mionarist/pabaoMionizy).

Inzibimopu 6inka pesucmenmuocmi paxy monoyroi 3anozu (BCRP). CumBacTaTHH € cyOCTpaToM
e(IIIOKCHOTO NEepeHOCHUKa Ginka pe3uCTEeHTHOCTI paky MosiouHoi 3ano3u (BCRP). OxnodacHe
3aCTOCYBaHHs 3 JlikapCchKuMM 3acobaMu, mo € iHribitopamu BCRP (nmanpuxian, enbacBip Ta
rpasonpeBip) Mo)Ke NPUBECTH O MiABMINEHHA KOHLIEHTpalii CUMBAacTaTWHy B IUla3Mi Ta
OiJBMINEHHA PU3MKY PO3BUTKY Miomarii. TOMy He peKOMEHAYEThCS OJHOYACHE 3aCTOCYBaHHS
CHMBAaCTaTHHY 3 Tperaparamu, IO MicTATh endaceip abo rpasomnpesip (auB. posgimu «Cnocib
3aCTOCyBaHHS Ta 03u», «OcobGmuBoCTi 3acTocyBanHsd. Mionaris/pabaoMionia»).

Hiayun  (nixomunosa xucnoma). PinkicHi Bumagku po3BUTKY Miomatii/pabaomionizy
acoIilOBaIMCA 3 OJHOYACHHM NMPUHAOMOM CHMBAacTaTHHY 3 JimigoMoaudikyrouumu aozamu (>1
r/mo0y) HialMHy (HIKOTHHOBOI KuUCJIOTH). VY Xofi ¢dapMaKOKiHETMUHOTO JOCHTiJDKEHHS
OJJHOYACHHH MPUHOM OINHOKpPATHO 2 T HiKOTHHOBOI KHMCJIOTH MpoJoHroBaHoi mii 3 20 wmr
CHUMBACTaTHUHY MpHU3BiB 10 momipHoro minsumeHHs AUC cuMBacTaTMHY Ta CUMBACTaTHHOBOI
KMCJIOTH Ta KOHUEHTpaLil Cmax CHMBACTaTHHOBOT KUCIIOTH B TUIa3Mi (uB. po3nin «OcobnuBocTi
3acTocyBaHHs. Mionaris/pabaoMionis»).

Konxiyun. YV mnanieHTiB 3 HMPKOBOK HEIOCTATHICTIO MOBiZOMJISJIIOCS IpO MIOMATi0 Ta
pabGmoMiosiis IpH OZHOYACHOMY MpPUIOMi KONXIiLIMHY Ta CHMBAacTaTHHY. PekoMeHayeTbCs
peTeNnbHUI MOHITOPUHT MALi€HTiB, AKi NPUHAMAIOTh 110 KOMOiHaLiIO.

Janmomiyun. Pu3uk po3BUTKy Miomnarii Ta/abo pabmomionisy Moxe MiABUILYBAaTHCS IpH
OIHOYAaCHOMY 3acTocyBaHHi iHribiTopie 'MI'-Ko-A penykrasu Ta pantoMiuuHy (QUB. pO3ZiN
«OcobIMBOCTI 3aCTOCYBaHHA. Miomaris/pabaoMionizy).

I'peiingppymosuti cix. TpeiindpyToBuil cik NpUrHidye akTUBHICTH HuUTOXpoMy P450 3A4.
OpHouyacHe BXXMBaHHA BEIMKHX KilbKocTel rpeiindpyroBoro coky (moHan 1 n Ha 1xo0y) i
CHMMBACTaTHHY BHKJIMKAJIO CEMMKpaTHE 30iJbIIeHHs aKTUBHOCTI Mpenapary. BaxuanHsa 240 mi
rpeindpyToBOro CoKy 3paHKy Ta TNPUHOM CHMBACTaTUHY BBEYEpi TAKOX NPHU3BOAMIM [0
36inbmenns gii B 1,9 pasa. ToMy mij Yac JGiKyBaHHsS CHMBACTATMHOM CIIiJl YHHKATH B)XMBaHH:A
rpeiindpyToBoro coxy.

IHepopanvni anmuxoazyisawmu. Y NTBOX KIiHIYHUX JOCHi/PKEHHX, B OTHOMY 3 IKUX Opajiyl y4acTb
3I0pOBi A0OPOBOJIBI, @ B iHIIOMY — XBOpi 3 FiNEPXOJIECTEPUHEMIEIO, CUMBACTaTHH y J03aX
20-40 Mr/n00y moMipHO 30iNbIyBaB edheKT KyMapHHOBHX aHTHKOAryJsHTiB. [IpoTpomGiHOBUI
yac, AKHM BU3HAYaIW AK MikHapoaHe HopManizoBaHe cmiBBigHomeHHa (MHC), 3pocrae 3
noyaTkoBoro 3Hadenss 1,7 no 1,8 i3 2,6 1o 3,4 y 310poBuX JOOPOBOJIBLIB Ta XBOPHX BiANOBiHO.
VY nyxe piakicHuX BUNagKax moBigomisuiocs npo niasumeHi nokaznuki MHC. Tomy y xBopux,

9

EOHAAP H. M.
M-P 3 PET NP0EKTIp o, 1870 2023



K1 JIIKYIOTBCSl KyMapUHOBMMH aHTHKOATYJISIHTaMH, CJIiJl TepeBipaTH IpoTpoMOiHOBHIH Yac nepex
TIOYaTKOM Tepanii CMMBACTATUHOM Ta IOTIM JOCHTh 4acTo, mMo0 YNMEBHUTUCH Y BiJICyTHOCTI
3Hauymol 3MiHM npoTpomGiHoBoro wacy. Ilicns mocarHeHHs cTabidizanii MOKa3HHKIB
npoTpoMGiHOBHH Yac MOXKHA NIEPEBIPATH Yepe3 iHTepBaI dacy, sKi 3a3BUYal PEKOMEHIYIOTECA
715 XBOPHX, IO JIKYIOTECS KyMapMHOBMMH aHTHKOAry ssHTaMH. IIpy 3MiHi 031 abo npu Biamini
CUMBacTaTHMHy HeoOXimHo motpumyBatucs Tiel camoi mpouendypu. Ilinm wac Tepanii
CUMBAaCTaTHHOM Y NAIi€HTIB, sKi HE MPHHMAIOTh AHTUKOATYJIHTH, HE CIIoCTepiranocs KpoBoTey
a60 3MiHM IIPOTPOMOGiIHOBOTO Yacy.

Juzoxcun. OHHOYACHMM MpPHHOM CHMBACTaTHHY Ta JWUTOKCHHY Yy 3[0pOBHX JAOOPOBOIBLIIB
IPU3BO/IMB JI0 HE3HAYHOTO MiBULICHHS PiBHA AMTOKCHHY (MeHLIe Hix 0,3 HI/MI, BUMIpAHHMX 3a
JIOTIOMOTO}0 PajlioiMyHOJIOTIYHOrO aHali3y), B IpyIHi NpHiioMy Mmianebo Ta IUrOKCHHY LBOTO HE
criocrepiranocs.

OoHouacke 3acmocysanns 3 iHwumu Jikapcokumu 3acobamy. Ilin 4ac MpoBEAEHHA KIHIYHMX
JOCTifPKEHh IPUMOM CHMBAcTHTHHY pa3oM 3 iHriGitopamu AII®, OGera-6iokaropamu,
JiypeTHMKaMM Ta HECTEPOIMHUMH NPOTH3aNAIBHUMHM Mpenaparamu 3JiicHIOBaBCs (€3 O3HaK
KJIHIYHO 3HAYYIMX HETATUBHUX B3aEMOJIiH.

IIponpanonon. Y 300poBUX JOGPOBONBLIB HE CHOCTEpiraiocs KIIHIYHO — 3HAYYWOL
dapmakokineTHyHOi a6o hapMaKkoJUHaMi4HOT B3a€EMOJIT MMic/IA OHOYACHOTO MPUAOMY Pa3OBHX
103 CHMBACTaTHHY Ta MPOIIPaHONOIy.

Ocobnueocmi 3acmocy8anHta.

Mionamis/paboomionis

CumBacratuy, SK i iHmi inriGitopu T'MI'-KoA-penykrasu, iHOJi MOXe CIIPUYMHATH MioNaTio,
IO TpPOSBIAETECA y BHUINISAI M’S30BOrO GO0, c1abKOCTi Ta XBOPOOJNMBOCTI, a TaKOX
CYNPOBOKYEThCS 3HAYHMM 3pOCTaHHAM aKTHBHOCTI KpeaTnHkiHasH (KK), 6inbm mix y 10 pasis
BHILE BEpXHBOi Mexi Hopmu (BMH). Mionaris iHoni HaOyBae dopmu pabaomionisy, 3 aGo Ges
roCTpoi HUPKOBOI HENOCTATHOCTi, 3YMOBJEHOI MiONOGiHYpi€lo; piIko NOBIJOMIANM PO
JeTaNbHI BUMAaAKku. PU3MK po3BMTKY Miomatii 3GifblIyeThcs BHACHiZOK BHCOKOI iHTiGYroyol
aktuBHocTi mWoao I'MI'-KoA-penykTasy B 1m1a3mi Kpoei (TOGTO NpH MiABHILEHiH KOHIEHTpawil
CHMBACTaTHHY Ta CHMBaCTATUHOBOI KHCIOTH), LI0 YaCTKOBO MOXe OYTH NOB’I3aHe i3 B3aEMOJII€I0
3 JiKapceKum# 3acoGaMH, fKi TNEPElIKOMKAloTh OOMiHy pedoBMH Ta/abo TpaHCHOPTY
cUMBacTaTHHy (AuB. po3nin «Bszaemopis 3 iHIIMMM JiKapchKUMM 3acofaMM Ta iHINI BHAH
B3aEMOJIiH»).

Jlikapi TOBMHHI JOTpHMYyBaTHCA OCEPEXHOCTI HPH TNpPU3HAYEHHI CTaTWHIB NallieHTam 3i
CNpUATIMBAMM (aKTOpaMH PO3BUTKY paGaoMionisy. JIo modaTKy JliKyBaHHs CTaTHHaMM PiBEHb
KpeaTHHKiHa3H CJIiJi BAMIPATH B TAKUX CHUTYaLlisfX:

* nopylueHHs QyHKIIT HUPOK;

* HEKOHTPOJILOBaHUIA FiNOTUPEO3;

* HasBHICTh B 0cOGMCTOMY a60 ciMEHHOMY aHaMHe3i CTIaAKOBHX MOPYLIEeHb 3 60Ky M’s3iB;

* HasBHICTb B aHAMHE3i M’430BOi TOKCHYHOCTI, CHPMYMHEHO] CTaTHHOM abo gibpaToM;

* 3JIOBXKMBAHHS alIKOTOJIEM;

* niTHIM BiK (BiK >65 pokiB) (Lie cii/i BpaXoByBaTH 3a HAIBHOCTI iHIIMX CIPUATIMBUX (QaKTOpiB
PO3BUTKY pabomionizy);

* )iHOYa CTaTh.

V Tak¥xX CMTyal{ifX PM3HMK JIKYBaHHS CIiJ po3rNANaTH BiJHOCHO MOMJIMBOI KOPHCTi, a TaKOX
pEKOMEHTyeThcs KIIiHiYHKA MoHiTOpuHT. IIpM 3HAaYHOMY BHXiJHOMY IiJIBUIIEHHI DiBHIB
KpeaTuHKiHasu (Giiblie HX y S pasiB unie BMH) nikyBaHHs He ClliJi pO3IIOYHHATH.

Vcix nayiewmie, wo nouunaromv mepaniio CUMBACMAMUHOM, A MAKOJNC NAYIEHMIS, SKUM
HeobXiOHo 36inbuumu 003y CUMEACMAMUHY, NOMPIOHO nonepeoumu Npo PUSUK EGUHUKHEHHA
Mionamii ma HeobxiOHiCMb He2aiH020 36ePHEHHsL 00 NIKAPA Y pasi 6UHUKHEHHS 0YOb-AKUX 03HAK
HESCHO20 Xapakmepy, HAnpuKidao, M’a308020 6onio, xeopobrusocmi y m’asax abo m’'a30601
cnabrxocmi. JIiKyeanns cumMeacmamuHom HeoOXIOHO He2aliHO NPUNUHUMU, AKWO OiG2HOCMOBAHO
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mionamiro abo icnye nidospa wooo it eunurxnents. Li cuMnToMH i 3HaueHHs >10xBMH BkasyroTb
Ha Mionariro. Y pasi HeraiflHOro MPUNUHEHHs JiKyBaHHS CUMIITOMH, IO BUHUKAJIM y M’fA3aX, Ta
3HaueHHs piBHA KpeaTUHKiHasu y Oimbinocti BUNaikiB € o6opoTHuMY (muB. posfin «IloGiuHi
peakiii»). PexomMeHnoBaHO NepioquyHe BHU3HAYEHHS DiBHA KPEATUHKIHA3M y MAILli€HTIB, IO
MOYMHAIOTh TEPANil0 CAMBACTATHHOM, ab0 y Nalli€HTiB, SKAM HEeoOXifHO 30iNbIMTH I03Y
cumBacTatuHy. OJIHaK HEMae AOCTOBIPHHX JaHUX HPO Te, IO TAKMM YHMHOM MOXHA 3amobirTu
pO3BUTKy Miomarii. [TepioanuHe BU3HAYCHHS PiBHS KPeaTHHKIHA3H PEKOMEH/YEThCA Y MAlli€HTiB
i3 36inpmenHaM ao3u 10 80 mr. IIpore AOCTOBIpHO HEBiTOMO, UM MOXKHA 3alOGITH PO3BUTKY
mionarii TakuM umHOM. PiBeHp KpeaTMHKiHA3M He cCiiJ BUMipioBaTH Ticad (i3HYHOro
HaBaHTAXEHHs ab0 3a HasBHOCTI Gy/Ab-AKOI MMOBIpHOT albTEpPHATHUBHO! MPUYMHH MiJBHUILEHHA
KpEaTMHKiHA3M, OCKLIBKH 1€ YCKIAIHIOE TIyMaYeHHs HAsBHUX pe3yNbTaTiB BUMiproBaHHs. [Ipu
3HaYHOMY ITi/IBUIIEHH] piBHA KpeaTHHKiHAa3u Ha oyaTKy (Ginbme Hix y 5 pasis Bume BMH) ciig
MIOBTOPMTH BHMIpIOBaHHs uepe3 5-7 OHIB /Ui MiATBepKeHHs pesynbTariB. [Ipy BHHHKHEHHI
6ouro, c1abkocTi ab0 crasMiB y M’S3ax MMijl 4ac MpUitoMy NallieHTOM CTaTHHY, CJIiJ BAMIpATH piBHi
KpeaTMHKiHa3H. Y pasi 3Ha4HOro MiJBUIUEHHS IUX NOKa3HHKiB (Oinbme Hix y 5 pasi Buie
BEPXHBOT MEXi HOPMH) JIIKyBaHHS CIil IPUIUHKUTH. SIKIO CHUMITOMH 3 60Ky M’A3iB € TSHKKAMHU
Ta BUKJINKAIOTh WOAEHHMH AUCKOMGOPT, HaBiTh AKIIO PiBHI KpeaTHHKiHAa3H NEPEBULICHI MEHIIE
HiX y 5 pasiB NOHAJ BEPXHIO MEXY HOPMH, TO CIiJ PO3INISHYTH HEOOXigHICTh NPUNUHCHHSA
JiKyBaHH4. SIKIO CHMITTOMH 3HHKJIH Ta PiBHi KpeaTHHKiHA3H HOPMAaJli3yBaIUCa, CITi/l PO3TJIAHYTH
NPOJIOBXKEHHS JIKYBaHHS i3 3aCTOCYBaHHSM TOrO CaMoro cTaTHHy abo JiKyBaHHS i3
3aCTOCYBAHHAM aIbTEPHATHBHOIO CTaTUHY y MiHIMalbHil [03i Ta MiJ PETEJLHAM KOHTPOJIEM.
V 6inbIIOCTi NALi€HTIB, y AKMX Mij 4ac JiKyBaHHS CHMBacTaTHMHOM PO3BHHYBCS paGioMionis, B
aHaMHe3i 6yl YCKJIa[HIOIOYi OOCTaBMHH, BKJIIOYAIOYM HHPKOBY HEJOCTAaTHICTh, y Oararbox
BHIIaJKaX BHAC/IIZOK HagBHOCTI IIYKPOBOro AiabeTy BIPOJOBXK TpUBANOro 4acy. Taki mauieHTH
noTpebyIoTh GibII peTenbHOr0 KOHTpOmo. JliKyBaHHS CHMBAcTaTHHOM HEOOXiTHO TUMYacoBO
NPUIHHKTH 32 JEKiIbKa IHIB O NPOBEIEHHs BEIMKOTO XipyprivHoro BTpy4aHHs, a TAKOX y pasi
BHHUKHEHHS rocTpoi MeauuHoI abo Xipypriunoi natoJorii.

Ax i y pazi 3acmocyeanns inwux ineibimopie I'MI-KoA-pedykmasu, pusux po3eumky
Mionamii/paboomionizy sanexcumv 6i0 003u npenapamy. 3rifHO 3 6a3010 JaHMX KIHIYHHMX
JOCHiDKEHD, B AKy Oya0 BioueHo 41413 mallieHTiB, O OTpUMYBaIM CUMBAcTaTHH, 24747
(mpubnusHo 60%) 3 sAKMX Opaqu y4acTb y HOCHI/DKEHHAX 3 MENiaHOK CHOCTEPEKEHHS
LOHaliMeHIue 4 POKH, YaCTOTa BUHMKHEHHS BUMAIKiB Miomatil cTaHoBuaa npubausHo 0,03%,
0,08% Ta 0,61% npu 3acTocyBanHi 103 20 Mr/no6y, 40 mr/noGy Ta 80 Mr/no6y BignosigHo. ¥ xoxi
IIUX JOCHiKEHb INPOBOAMBCH pETeNbHUH MOHITOPMHI CTaHy IHAlLli€HTIB Ta BHKIIOYAIOCH
3aCTOCYBaHHs JEAKHX JIIKapChKHUX 3aco0iB, SIKi MOIJIM BCTYMATH Y B3aEMOAIIO 3 IOCIIIKyBaHUM
npenaparoM. 3a IaHUMH KIiHIYHOro DOCIiMKEHHs, B IKOMY NauicHTH 3 iHQapKTOM MioKapja B
aHaMHe3i 3aCTOCOBYBalM cMMBAcTaTHH y 103i 80 Mr/mo0y (cepemHiil mepiofi CIIOCTEPEKEHH
CTaHOBUB 6,7 POKY), 4acToTa BMHHMKHCHHs BUNaiKiB Miomarii cTaHoBuna mpubmusno 1,0%
nopiaAHO 3 0,02% y nauieHTiB, sKi 32CTOCOBYBAIM CHMBACTaTUH y A03i 20 Mr/mo6y. IIpubausuo
MOJIOBUHA 3 LIMX BUNAJKIB MiomaTii Maja Miclie IpOTAroM MepIioro poky JikyBaHHs. KoxHoro
HACTYIIHOTO POKY JIIKyBaHHs 4acTOTa BUHUKHEHHS BHIIAJIKiB MiOIaTii CTAHOBMIIA B CEPEAHBOMY
0,1%. Pusuk mosBd Miomarii GiNbIIMiA y manieHTiB, fAKki mpuiMaroTe 80 Mr cuMBacTaTHHY,
TOPIBHSAHO 3 TaKMM Yy MAIli€HTIB, Ki OTPUMYIOTh iHIIi OCHOBAHi Ha CTaTHHI Tepamii 3 MoAiGHO
edexTuBHiCcTIO W00 3HIKeHHs xonectepuny JIITHIL. Tomy mpenapat y mo3i 80 mr motpi6Ho
3aCTOCOBYBATH TilIbKM Y THX IMALI€HTIB, AKi HPOTATOM TPUBAIOrO 4Yacy NpuiiMaroTs 103y 80 Mr
CHMBacTaTHHY 6e3 03HaK M’s30BOi TOKCHYHOCTI. JU1d maui€eHTiB, AKi NpUAMalOTh CHMBACTaTHH
80 Mr i SKAM HEOOXiZHO OJHOYACHO 3aCTOCOBYBATH JIIKAPChKHMii 3acif, mo MOXe NOTEHLiHHO
B3aEMOJISITH, CJIifl 3aCTOCOBYBATH aJbTEPHATUBHMI OCHOBaHMN Ha CTATHHI PEXHM 3 MEHILIMM
HOTEHL{iA7IOM B3a€MOJIT 3 IHIIMMM JliKapchbKuUME 3acobamu (auB. po3ainu «Cnocib 3acTocyBaHHs
Ta go3u. CynyTHs Tepanis», «[IpoTunokazaHH»). 3a JaHUMH KIHIYHOTO JOCII/DKEHHS, B AKOMY
MaLi€HTH 3 BUCOKMM PU3HKOM CEPLIEBO-CYTHHHUX 3aXBOPIOBaHb OTPUMYBAJIH CUMBACTaTHH y JI03i
40 Mr/no6y (MeaiaHa nepiofly CHOCTEPEXEHHS CTAHOBMIIA 3,9 POKY), YaCTOTa PO3BHTKY Miomarii
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craHopwia npubmusHo 0,05% cepex mnauieHTiB HEKMTAHCBKOro MNOXOMKeHHA (n=7367) y
nopiBHsAHHI i3 0,24% y mauieHTiB kuTaiicbkoro noxo/ukenns (n=5468). Hespaxaroun Ha Te, 10 Y
1EOMY KJIHIYHOMY JOCHiKEeHH] a3iaTchka OMyJiiis Oysia IpeAcTapieHa JIMILIE KUTalsMHU, CITiJ
3 0GEPEeKHICTIO 3aCTOCOBYBATH CUMBACTaTHH NallieHTaM asiaTaM Ta NpH3HA4aTH iM HaiMeHIny
HEoOXimHy 103y.

Imynoonocepedxoeana wnexpomuuna mionamia (IOHM). B nyxe pigkux BUIagKax
THOBiJOMJISIIOCS TIPO BUHMKHEHHS iMyHOONOcepekoBaHOT HekpoTHiHoi Mionatii (IOHM) nix yac
abo micna nikyeaHHs neskuMu cratuHamd. IOHM kimiHiuHO XapakTepH3yeTbcs CTilKolO
c1abKiCTIO IPOKCHMMAILHIX M’SI3iB Ta MiBUIIEHHAM PiBHS KpeaTHHKiHa3H B CHPOBATL KPOBi, AKi
He 3HUKAIOTh, He3BKAIOYHM Ha NPUMMHEHHS NpHoMY CTaTHHIB.

3nuncena @yuxyia  6inkie-nepenocnuxie. Ilpy 3HWKeHi ¢yHKUil neuiHKoBUX OiNkiB-
nepedocHnkis OATP moske 3011bIIyBaTHCS CUCTEMHA €KCIO3ULi CHMBACTaTHHOBOI KHCIIOTH, a
TAKOX ITiJBUIIYBATHCA PUSHK PO3BUTKY Mionatii Ta pabmomionisy. 3HmxeHHs QYHKIIT MOXIMBE
K pe3ynbTar iHriOyBaHHS B3a€EMOMIIOYMX TIpenapaTiB (HampuKiaj, LMKIOCIOpUH) abo y
nanieHTiB, gki € Hocismu SLCOIB1 ¢.521T>C reHotuny. Y mnamieHTiB-HOCIiB ajeyis reHa
SLCO1BI1 ¢.521T>C, mo xoxaye meHm aktupuuii 6inok OATP1BI, BixzHayaeThes 30inbIeHa
CHCTEMHA €KCIIO3MIli CMMBACTATHHOBOI KMCJIOTH i MiIBUILECHUI PU3MK PO3BUTKY MiomnaTii. bes
OpHUB’A3KH O TEHETMYHOTO TECTYBAHHS PHM3UK PO3BUTKY MiOMNaTii, MOB’A3aHOi 3 BHUCOKMMH
gosamu (80 Mr) CMMBAacTaTHHY, CTaHOBUTH NMpUOMM3HO 1%. 3a pesyiabTaTaMu AOCIifXKEHHA
SEARCH romosurotdi Hocil amens C (sxux me mno3Hauaotk sk CC), dKi npuiMaroTh
CHMBacTaTHH Y 1031 80 Mr, MaroTh 15%-ii pu3KK PO3BUTKY MiomaTii MpOTAroM OAHOTO POKY, TOJI
aK pu3uk y rereposurotHux HociiB anens C (CT) cranoButs 1,5%. BinnoBignuil moxasHUK
PHU3MKY Y HAIi€HTIB 3 HalOibI po3nosciomkeHuM renotunoM (TT) crasosuts 0,3% (auB. po3zin
«®DapMaKOKiHETHKAy»). 32 MOMJUIMBOCTI, MepIl HiX NpH3HA4YaTH CHMBAcTaTMH B 71031 80 Mr
OKPEMHM Mal[ieHTaM, CJTiJi BBaXKaTH JOLINTBHAM NPOBEAEHHS y HUX T€HOTHITYBaHHs Ha HasBHICTh
anens C B paMKax OLIHKH CIHIBBiIHOMIEHHS KOPHCTb-PH3MK, @ TAKOXK YHHKATH NPHU3HAYEHHH
BUCOKMX 1103 HocisM reHotumy CC. OpmHak BiJICYTHICTH LBOTO TI€HAa 3a pe3yJIbTaTaMH
rEHOTHUITYBaHHS HE BUKIIOYAE MOMNJIMBOCTI PO3BUTKY MiomarTii.

Bzaemoois 3 nikapcorumu 3acobamu

Pusux  pozeumxy mionamii/paboomionizy niOeuwyemocsa npu OOHOYACHOMY 3ACMOCY8AHHI
CUMBACMAMUHY 3 MAKUMU NIKAPCOKUMY 3aC00aMU:

IIpomunoxazani nikapcwxi 3acobu

Cunvni inzioimopu CYP3A4.: onHoyacHUi NpHioM 3 JTiKapChbKMMHU 3ac00aMu, IO YMHATEH CUIbHUMH
inri6yrounii BB Ha CYP3A4 B TepanmeBTHMYHHX [03aX, INPOTHIIOKA3aHMH (HalpHKIaz,
iTpakoHa30J, KETOKOHA30Jl, MOCAKOHAa30J], BOPHKOHA30J, EPUTPOMILMH, KIApUTPOMIlKH,
TeiTpoMiluH, iHriGitopu BUI-mporteasu, Gouenpesip, Tenamnpesip, HedazonoH abo JiKapchKi
3aco6H, MO MICTATE Kobinucrar). SIKIO KOPOTKOYACHY Tepamnilo CHIBHUMH iHriGiTopamu
CYP3A4 HeMOXIMBO BiAMIiHMTH, CJIiJl MPU3YNUHUTH TEPAMil0 CHMBACTaTMHOM Ha 4ac NpUHOMY
uux npenaparie (auB. posminu «IIporunoxazaHHa», «B3aeMofis 3 iHIIMMM JiKapChbKUMH
3acobaMH Ta iHIIi BUIM B3aEMOii», «PapMaKOKiHETHKaY).

Tem@hibposun, yuxnocnopun abo Oanason: ORHOYACHMH TPUAOM CHUMBACTaTUHY 3 LIUMH
nikapchKuMM 3acofamMM npoTHnokaszanuii (muB. posnimu «IIporunokasanusa», «Bzaemomia 3
iHIIMMH JTIKapCHKUMU 3aco00aMU Ta iHILi B B3aeMOJiH», « PapMaKOKiHETHKaA»).

Inwi nikapceki 3acobu

@yzuounosa xucioma. inridiropu 'MI'-KoA-peaykrasu (CTaTHHH), BKIIOYAIOYM CUMBACTATHH,
He Cclij MmpuiiMaTh OJHOYacHO 3 CHCTEMHHMM IpenaparamMu (y3uauHOBOI KucnoTd. bynm
THOBiJOMJIEHHS MPO pabaoMionis (BKIIOYAIOYM JCKUTbKA JETAIBHUX BHUNAJKIB) y MALi€HTIB, AKi
OTPUMYBAJIM CHCTEMHI TIpenapati Gy3uIuHOBOT KHCIOTH B KOMOiHALLT 3i cTaTHHAMY (JMB. PO3/iN
«B3aemopnis 3 iHmIKMMM JTiKapcbKMMM 3acobaMu Ta iHIII BHAM B3aeMmopiiy). JliKkyBaHHA
CHMBACTaTHHOM CJIiJ IPUMMHUTH B Nepiol HEOOXiJHOrO CUCTEMHOTO JIiKyBaHHs Gy3HIMHOBOIO
KHcoTor. IanienTaM ciif mopexoMeHyBaTH HeraifHO 3BEpHYTHCA 10 Jlikaps Y pasi HOABH Y HUX
OyIb-IKHX CHMITOMIB clIabKOCTi B M’s13aX, 6omo abo xBopobausocTi. Teparniro cTaTHHOM MOXHA
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BiZJHOBHMTH yepe3 7 QHIB Micis MpuioMy OCTaHHBOI 103U QY3HIMHOBOI KMCIIOTH. Y BUHATKOBUX
BUMNAAKaX, KOJM HeoOXigHe JOBrOTpMBaje CHCTEMHE JIiKyBaHHSA (QY3HAMHOBOIO KHCJIOTOXO,
HEOOXi/HICTh CYMyTHHOrO MpHUHOMY CHMBAcTaTMHy Ta (Y3HAHHOBOI KHCIOTH IIOTPiGHO
PO3rIANaTH TIIBKH Y KOXHOMY OKPEMOMY BUIAJIKy Ta NPOBOJMTH IiJ PETEILHAM MEIUYHUM
CIIOCTEPEKEHHSM.

Inwi @ibpamu: ons nayienmig, sxi nPUIMaOMb CUMBACMAMUN OOHOYACHO 3 Qibpamamu, 3a
sunamKom 2empibpozuny (Ous. po3oin «IIpomunoxazannay), abo 3 penopiopamom, 0oboea 0osa
cumeacmamuny He noeunHa nepesuwyéamu 10 mz/0o6y. Cnin 3 oOepexXHICTIO MpU3HAYATH
dbenodibpar npu 0AHOYACHOMY MPHIOMi 3 CHMBAacCTaTHHOM, OCKiNbkH deHodibpar cam mo cobi
MOX€e CIPHYMHATH po3BMTOK Miomatii. KombGinanis ¢ibpariB 3 cMMBacTaTMHOM, K IpPaBUIIO,
CIIPUYMHAE HE3Ha4YHEe [ONATKOBE 3HIDKEHHsA piBHA Xonectepuny JIIHIL[; mpore MOXyTh
JocAraTucs ¥ Tojanblie 3HMKEHHS piBHSA TPUITILEPHUAIB Ta IiJBUIIEHHS PiBHA XOIECTEPHHY
JITIBIII. KomGinanii ¢ibparie abo HialMHy 3 CHMBACTATMHOM 3aCTOCOBYBAJIMCSA Y HEBEIHKHX
KOPOTKOTPHBAJIMX KJIHIYHMX JOCHIIKEHHIX 3 PETENbHUM MOHITOPMHIOM, IMijJ 4ac MpOBEACHHS
AKUX HE CIOCTepiraBcs pO3BMTOK Miomartii (IuB. po3nin «Bzaemofis 3 iHIMMM JiKapCHKMMH
3aco6aMH Ta iHII BUIM B3aEMOIiM»).

Amiodapon (Oue. po3din «B3zaemodis 3 inwumu NiKapCbKuMu 3acobamu ma iHuwi  6uOU
83aemo0iily); y 6% naliesTiB, AKi npuiiMany cuMBactaTid 80 Mr Ta aMiojapoH B XOZi KJIiHiYHOro
IOCHi/KEHHs, TOBimoMisiocs Tpo Miomartito. Tomy Oo3a cumeacmamuny He NOBUHHA
nepesuwyeamu 20 m2 Ha 006y 013 nayicnmis, AKi NpuUMaOmy yel npenapam O0OHOYACHO 3
amio0apoHoMm.

EBnoxamopu xamvyiceux xananie. Bepanamin abo ounmiazem: y NalieHTIB, AKi NpUAMANH
cuMBacTaTid 80 Mr i aunTiazeM B XOHi KIIHIYHOTO JAOCTIMKEHHS, iCHYBaB NiJBHMILNEHUH PH3MK
po3BMTKY Miomarii. ToMy [03a CUMBAacTaTHHY He MOBHHHA mepepuuryBatd 10 Mr Ha no0y ajis
NauieHTiB, AKi NpUiiMalOTh Hel mpenapaT OJHOYACHO 3 BepamaminoM abo AunTiazeMoM (IMB.
po3zin «B3aeMopis 3 iHIIMMM JiKapchbKUMH 3aco6aMH Ta iHIL BUIM B3aEMOMii»).

Amnodunin: Tig yac KIIHIYHOTO JOCIIIKEHHS MaIli€HTH, fKi NpuUiMald aMJIOJUIIH Ta
cuMBacTaThH 80 MT, MaaM JEWIO IiJBMINEHHI PU3KK PO3BUTKY Mionartil (uB. po3ain «B3aemozis
3 iHIIMMM JiKapCHKAMHU 3acobaMyl Ta iHIII BUAM B3aeMopii»). Tomy dosza cumeacmamury He
nogunna nepesuwyeamu 20 me na 006y 01 nayieHmis, AKI NPUIIMAOMs yell npenapan 0OHOYACHO
3 aMAOOUNIHOM.

Jlomimanio: y nanieHTIiB 3 TOMO3UTOTHOK CiMEHHOIO riNepXxoaecTEpHHEMIEIO TP OTHOYACHOMY
NpH3HAYEHH] 3 JIOMITai oM 103a CHMBACTaTHHY He MIOBHHHA nepeBULIyBaTH 40 Mr Ha 106y (1uB.
posin «B3aeMonuis 3 iHILIKMHE JIiKapcHKIMH 3ac00aMU Ta iHIII BUAM B3acMOZii»).

Iomipni inzibimopu CYP3A4: nauieHTH, sKi NpUHMAIOTh OJHOYACHO 3 CHMBACTATHMHOM iHIII
JiKapchKi 3aco0u, W0 MaloTh MoMipHHii iHribytounit B Ha CYP3A4, oco61uBo 3 BUCOKUMHU
JO3aMH CHMMBACTaTMHy, MAlOTh MiJBHINIEHUI pHU3UK TosBM Mionatii. Ilpm omHoYacHOMY
3aCTOCYBaHHi CHMMBAcTaTHHy 3 noMipHumMu inribitopamu CYP3A4 moxe Oytw HeoOXiaHOIO
KOPpeKilisl J03U CUMBACTaTHHY.

Inzibimopu 6inxka pesucmenmuocmi paxy monounoi sanosu (BCRP): opHoYacHe 3aCTOCYBaHHS 3
npenaparami, ki € inriGitropamu BCRP (nampuxian, enbacBip abo rpasonpeBip) MOXe
NPU3BECTH /10 MiOBMINEHHS KOHLEHTpauii CHMBACTaTHHY B IUIasMi i MiJBULICHHA DPHU3HKY
PO3BUTKY Miomarii. OmHOYacHE 3acTOCYBaHH: €16acBipy Ta rpasonpeBipy 3 CHMBAaCTaTUHOM HE
JOCIIIKYBAIOCA; TOMY HE pEKOMEHIYEThCS OJHOYACHE 3aCTOCYBaHHA CHMBACTaTHHY 3
npenaparaMi, WO MicTaTh enGacip abo rpasompepip (uB. po3fin «Bszaemomisa 3 iHmMMH
MKapChKUMH 3aco0aMy Ta iHILi BUIM B3a€MOTiN»).

Hiayun (=1 2/006y) (Oue. po3din «Bzaemodin 3 inwumu nikapcokumu sacobamu ma iHuli 6uou
63aemo0iti»); BUNAIKH PO3BUTKY Miomatil/pabaoMionidy crnocrepiraimcs Mil 4ac OJHOYACHOTO
npuiioMy cMMBacTaTuHy 3 jimigomonudikyrounmu gozamu (>1 r/noby) niauuny. ¥V KliHi4HOMY
JOCTiKeHHI (Meiana mepiofy CrocTepeXKeHHs cTaHOBMIIa 3,9 poKy) Opaty yyacTb MaLi€HTH 3
BHCOKMM DHU3MKOM pO3BMTKY CEpLEBO-CYJMHHHX 3aXBODIOBaHb, SAKi Jocaram Jgoope
KOHTpoNboBaHOro pieHg xonectepuny JIITHII| Ha ¢oni npuitfomy cumBacTatMHy B 1030
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40 Mr/no6y pa3oM 3 e3eTuMiboM B 103i 10 Mr aGo 6e3 Hporo. JloqaTkoBa KOPHUCTH [jId CEpLEBO-
CyIMHHOI CHCTeMM UpH JofaBaHHi ninmigomoaudikyrounx ao3 (=1 r/moby) HiaumHy He
Bim3Hauanaca. ToMy HeoOXimHO goOpe 3BaXUTH KOPHCTh KOMOIHOBAaHOrO 3acTOCYBaHHA
CHMBACTaTHHY 3 Hial[MHOM Yy TOpIBHSHHI 3 PM3MKOM Takol KoMGiHauii. ¥ npoMy JociimkeHHi
4aCcTOTa PO3BUTKY MiomaTii craHoBMIIa mpubIu3HO 0,24% y nallieHTiB KATAHCHKOTO MOXOMKEHHS,
AKki mpuiiManum cuMBacTaTiH B 103 40 mr abo eserumi6/cumBacTatuH B n03i 10/40 mr, y
nopiBHAHHI 3 1,24% nauieHTiB-KUTAlLiB, SKMM NpH3HAYald CHMBAcTaTMH B no3i 40 mr a6o
e3eTuMib/cumMBacTaTHH B 1031 10/40 Mr pasoM i3 KoMOiHOBaHMM IpenapaToM MoAM(}iKoBaHOro
BHBiNbHEHHs HialuHy/naporinpanrty 2 r/40 mr. HesBaxaiouy Ha Te, IO y LbOMY KIIiHIYHOMY
JOCHIIKEHHi asiarchbka momynsuisa Oyna NpeAcTaBlIeHa JMIUE IalieHTaMH KHTaHChKOro
HIOXOJPKEHHS, Ta PU3UK PO3BMTKY MiOMaTii cepell MalieHTiB KUTaiChKOTO MOXOJPKEHHS BHILMH,
HiX cepejl NallicHTiB HEKUTAMCHKOro MOXOMKEHHs, MPU3HAYaTH MallieHTaM-a3iaTaM OJJHOYACHO
CHMBAcTaTHH Ta Jinmigomoaudikyroui 1034 (>1 r/106y) HialMHy HE PEKOMEHAYETBCSA (IUB. PO3/LI
«B3aemopis 3 iHIIMMM NiKapCHKUMH 3aco6aMU Ta iHIIi BUU B3a€EMOLINY).

Janmomiyun: Tpd omHOYacHOMY 3acTocyBaHHI iHri6itopis I'MI'-KoA-pemykrasu 3
JIANTOMIIMHOM CHOCTepiraimcs Bumaaku mionartii Ta/abo pabmomionizy. Cnij moTpuMyBatHCs
obepexHOCTi mpy mpusHadeHHi iHriGiropie I'MI'-KoA-penykrasyu 3 JanTOMillMHOM, OCKiJIBKH
Oynp-AKMii 3 HAX MOXE BHKJIMKAaTH Miomarilo Ta/abo pabmomioniz mpu 3acTOCYBaHHI OKPEMO.
[MauienTam, sKi 3aCTOCOBYIOTH JANTOMILIMH, 3a3BUYali pEKOMEHIYETbCI THMYACOBO MPU3YMUHUTH
3aCTOCYBaHHs CAMBACTaTHHY (IHB. po3zin «BaeMois 3 iHIIMMH JlikapchKUMH 3ac00amMu Ta iHILi
BH/IH B3aEMOJIINY).

Tuxazpenop: OIHOYACHE 3aCTOCYBaHHS CHMBACTaTHHY Y 103i, o nepepumtye 40 mMr Ha 100y, 3
THKArpejaopoM He peKOMEHAY€EThCs.

T'peiingppymosuii cix. TlatieHTiB HEOOXiIHO MPOIHCTPYKTYBATH CTOCOBHO TOTO, IO HE CIIiJ MATH
rpeindpyToBHii Cik Yepe3 MOXIIHBY B3aemoxito (iHriGyBaHus CYP3A4) (nus. po3ain «Bsaemonis
3 iHIIMMH JIKapChbKUMH 3aco00aMH Ta iHIIi BUM B3aEMOJ1I»).

Bnnug na newinxy. Y KIiHIYHEX JOCTIKEHHSAX CIIOCTEPIrayiocs CyTTEBE 3pocTaHHs (Oinbm HiX y
3 pasu Bume BMH) piBHIB CHpPOBaTKOBMX TpaHCaMiHa3 y HEBENHMKOI KiJIbKOCTi JOpPOCIMX
HAL€HTIB, AKi OTPUMYBAIH CHMMBAcTaThH. Ilicnd npu3ynuHeHHs abo BiIMiHM 3aCTOCYBaHHS
npenapary piBHi TpaHCaMiHa3 y LMX MaUi€HTiB 3a3BHUYali MOBINIBHO MOBEPTAMNCS IO TIOKA3HUKIB,
AKi 6y 10 noyaTKy JiKyBaHHsl. [TiBALIEHHS HE CYNPOBOIKYBANOCS XKOBTAHULEIO 060 iHIIMMH
KIiHiYHMMH cuMnToMamu. O3HaK rinep4ymIMBoCcTi He Oyno. VY gesdkuX 3 LUX NAali€HTIiB 10
NOYaTKy JiKyBaHHs Oyyiv MMiABMIIEH] nmokasHUKM (yHKUii MeuiHku Ta/abo BOHH 3I0BXKUBAIM
ankorosem. Ilix yac CKaHIMHABCHKOTO JOCTIIXKEHHS BIUIUBY CHMBACTaTHHY Ha BIDKMBaHHA [4S]
(muB. po3fin «®apMakoJOriuHi BIACTUBOCTI») IOPIBHIOBANOCS CTiliKe 3pOCTaHHS PiBHA
tpancaminas (AJIT Ginem Hix y 3 pasu Bix BMH) y pasi 3acTocyBaHHs CUMBacTaTHHY Ta Iiale6o
(14 [0,7%] y nopieusuni 3 12 [0,6%]). 3aranom okpemi migsuineHHs pisua AJIT Ginbin HiK y
3 pasu Bix BMH mig yac mepiioro poky AOCHiIkeHHs (ikcyBalMcs 3HAYHO 4YacTille B Ipymi
MaLieHTiB, o npuiiManmk cumeactaTuH (20 y nopieHsHHI 3 8, p=0,023). IligBvineHHs piBHA
Tpancaminas (AJIT, ACT) y 8 mauientiB 3 rpynu npuitomy cuMBacTaTuHy (n=2221) Ta y
5 mauienTis 3 rpynu miane6Go (n=2223) npu3Beno A0 NPUNHHEHHS JiKyBaHHA. Y JBOX iHIIMX
KOHTPONBLOBAaHUX KIHIYHUX JocimkenHsx y 1105 marieHTiB yactoTa CTIHKOro mifBHMILEHHS
TpaHCaMiHa3 MeviHKu, sixe GyJo MoB’s3aHe 3 JIIKapchKUM 3acoboM, ckiana 0,7% mpu 103i 40 Mr
ta 1,8% npu no3i 80 Mr npotsrom 6 micsuie. [Tig yac npoeefeHHA «JOCTiKEHHS 3aXHCTy CEPLI»
(HPS), B sxomy 20536 mauieHris GyaM paHAOMi30BaHO PO3MOJAiNEHI HA TPYNH IiKyBaHHS
cuMBacTaTuHOM 40 Mr Ha 106y aGo mane6o, yacToTa MiABMLIEHHS TpaHcaMiHa3 (G1nbIl HiXK y
3 pasu Big BMH) ckiana y mauieHTiB B rpymi JikypaHHs cuMBacTtatunoM 0,21% (n=21), a y
nauieHTiB B rpymni miane6o — 0,09% (n=9).

Oco6nuBy yBary ciif NpUAiIATH MAlli€eHTaM, Y SKUX MifABUILYBAaBCA PiBEHb CHPOBATKOBMX
TpaHcaMiHa3: PeKOMEHAYEThCS MPOBOAMTY (YHKIIOHATIBHI NEYiHKOBI MpoOu mepen moYaTkoM
niKyBaHHs, a IIOTIM BiANOBiJHO IO KIIHIYHMX NoKa3aHb. IlanieHTam, AKMM IUIaHYETHCS
NigBMIMTH 103y A0 80 Mr, noaaTkoBi $yHKIiOHaTbHI NE4iHKOBI MPOGHM CJiJ NPOBOJAUTH MO
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MOYaTKy IiBHINEHHS JO3H, NOTiM 4epe3 3 Micsui micis focarHeHHs o3k 80 mr, micnd 4oro
TepioMYHO TIOBTOPIOBATH (HanpuKian, 1 pa3 Ha MiBPOKY) MPOTATOM IEPIIOTO POKY JiKyBaHH.
TarienTam, y AKMX MiJBUINUBCS PiBeHb CHPOBAaTKOBHUX TpaHCaMiHa3, CJIi/i HOBTOPUTH KOHTPOJIb
dyHKIii NeuiHKA HeraiiHO Ta YacTille NPOBOAMTH i Hajandi. Y pasi, koiu piBeHb TpaHCamiHa3
HapocTae, 0COOJIMBO TpPH CTIHKOMY NEpEBHILEHHI B 3 pa3H BEPXHBOI MeXi HOPMH, Mperapar
Heob6xiaHo BigMinvTu. Chuix sayBaxkut, o AJIT MoXke BULINATHCA 3 M’A30BOi TKAaHUHH, TOMY
miasumerns AJIT 3 KpeaTMHKIHA30k0 MOXeE BKa3yBaTH Ha Miomariio (auB. po3zin «OcobnuBoCTi
3acTocyBaHHs. Mionaris/paGaoMionisy).

V NOCTMapKETHHIOBMii Tepio] PiIKO MOBIZOMIIANOCA PO JIETAIbHY Ta HEJNETAIbHY MEYiHKOBY
HEJIOCTAaTHICTh y Malli€HTiB, AKi NpUAMAaNM CTaTMHH, Y TOMY 4HCJi cHMMBacTaTHH. IIpu mosBi
CEpHO3HOTO Ypa)KEHHS MEYiHKM 3 KIHIYHMMHM CHMITOMaMM Ta/aGo rinmep6inipybinemii aGo
JKOBTSHHUILI IIijJi 4ac JiKyBaHHA mpenaparom CuMBacTaTHH-TeBa CIifi HEraiHoO MepepBaTH
Tepaniro. SIKIo He BCTAHOBJICHO {HINOI MPHYMHM 3aXBOPIOBAHHSA, HE CJiJl 3HOBY PO3MOYHHATH
npuiioM npenapaty CumBactartue-TeBa. IlpemapaT clif 3acTOCOBYBaTH 3 OOEPEXKHICTIO
marieHTaM, AKi 370BXKMBAIOTH AIKOrojieM Ta/aGo MaloTh 3aXBOPIOBaHHS MEYiHKM B aHaMHE3i.
3axBOpIOBaHHA NEYiHKM B akTHBHINA (asi abo Hes’scoBaHe MiJABMINCHHA PiBHIB TpaHCaMmiHa3
CHPOBATKM KPOBI € MPOTHIOKa3aHHAMHU (UB. po3/in «I[IpoTunoxasaHHs»).

IIpu niKyBaHHi CHMBACTATMHOM, SIK i IHIIMMH JiliJO3HKYBaJIbHUMH 3aC00aMH, CIOCTEPIranocs
nomipae (MeHe Hix y 3 pa3u nonax BMH) 36ibleHHs aKTHBHOCTi CHPOBATKOBUX TpaHCaMiHas3.
L1i 3miHum 3’ aBasiMcs He3abapoM Micis MOYaTKy JiKyBaHHs, YacTO Maj¥ TUMYacOBMiM XapakTep,
HE CYNpOBOKYBaIUCs OyIb-IKMMH CHMIITOMaMH Ta He OTpeOyBasM BiMiHH Tepartii.
Inmepcmuyianbna xeopo6a nezens. TIpo BUHATKOBI BUNAAKK iHTEPCTULIIANLHOT XBOPOOH JIereHb
IOBiIOMJISTIOCA NP NpHMHOMI JESKHUX CTaTHHIB, OCOOIMBO MiJ Yac JOBrOTPUBANOI Tepamnii (IHUB.
posmin  «IloGiuni peakuii»). BimmoBigHi cHUMNTOMM MOXYTh BKIOYATH  OMCITHOE,
HENpPOAyKTUBHUI Kallle)ib Ta MOTIipIIEHHS 3araJbHOrO CTaHy 370pOB’s (BTOMA, BTpaTa MacH Tijia
Ta rapsyka). SIKIo € migo3pa, WO y nanieHTa po3BUHYNACh IHTEPCTHIIATLHA XBOPOOa JIEreHs,
TEpaMilo CTATHHOM CJiJl IPUIIUHUTH.

Owui. 3a BifcyTHOCTI 6yIb-91KOr0 MEAUKAMEHTO3HOTO JIiKyBaHHS 301JIbIIEHHS IIONIi TIOMYTHIiHHS
KPUIUTAIMKA BBAXAETHCA HACIIIKOM Ipoliecy cTapiHHs. Bifomi Ha cboroani qani J0BroTpuBanux
KIiHIYHMX BUMpOOYBaHb HE BKa3ylOTh Ha iCHYBaHHs WIKi/UIMBOrO BIUIMBY CHMBACTaTHHY Ha
KPUINTAIUK OKa JIFOHH.

Tinepmpuaniyepudemis. CumBactaTuH-TeBa 3HHXKY€ PiBEHb TPUTIIiLIEPUIB JIMILE TOMiPHO, TOMY
He NOKa3aHMi [0 3aCTOCYBaHHs, SAKIIO HAa NEpeJHbOMY IUIaHi CTOITh TilepTPUTIILEpHIEMIs.
Ile crocyetnea rinmepainigemii Tuny I, IV ta V.

I[ykposuii diabem. € NOKa3u TOrO, IO CTATHHHM SK KJIAc MiABUILYIOTh PiBEHb IVIIOKO3M B KpPOBI.
V HesSKMX Nali€HTiB 3 BACOKKM PU3MKOM PO3BHUTKY LIYKPOBOTO AiabeTy B MaHOyTHEOMY MOXYTh
CIIPUYMHATH piBeHb TimepriikeMii, mpH SIKOMY DPEKOMEHAYETbCH PO3MOYMHATH JIiKyBaHHS
1ykpoBoro fiabery. OfHak, HaJ TaKMM PHU3HKOM II€PEBa)Ka€ KOPHUCTb 3HUIKEHHA CTaTUHAMH
CYJMHHOrO PH3HMKy, i TOMYy BiH He NMOBHHEH OyTH NpPHYMHOIO I NPUIMHEHHS JIKyBaHHSI
cratuHaMd. CTaH TMAalicHTIB 3 PH3UKOM PpO3BUTKY I[yKpoBOro niabery (IVIIOKO3a HaTIlE
5,6-6,9 MMOIB/JI, iHAEKC MacH Tina >30 Kr/mM%, NifBAILEHUH PiBEHb TPUIITILEPHAIB, apTepialbHa
rineprensis) NOTPiGHO KOHTPOJIIOBATH SIK KIIHIYHO, TaK i 6ioxiMiuHO (1uB. «I1oGiuni peakiii»).

3acmocyeanns y nepioo sazimnocmi abo 200y8anHs 2pyooro.

Bazimnicms. CuMBacTaTHH-TeBa MPOTUTIOKa3aHMii BariTHUM. be3neka 3acTocyBaHHs npenapary
y BariTHHX He JOCHimKyBaiacs. Byin oTpuMaHi pikicHi NOBinOMJIEHHS MPO BPOKEHI aHOMAJIi
y HEMOBJISAT, MaTepi AKUX B mepiox BariTHocTi orpumysanu iHriGiropu I'MK-KoA-penyxrasu.
Opanak, asanmis npuGiausHo 200 BariTHMX, fAKi NPOTATOM IEpPIIOTO TPUMECTPY BariTHOCTI
npuiiManu CumBacraTiH-TeBa abo iHmmi iHri6itop 'MK-KoA-penykrasu, yacrora Bpo/DKEHUX
aHoMaJtiii OyJ1a MOPiBHAHOMO 3 TAKOIO Y XKIHOK, AKi He OTpUMYyBaH JlikyBaHHsa. CuMBacTaTuH-TeBa
He MOXKHA 3aCTOCOBYBAaTH y BariTHHMX, & TAKOXK Y JKiHOK, SIKi HAMAaratoThCs 3aBariTHITH, ab0 SKINO
€ migo3pa, Mo BOHK BariTHi. JlikyBaHHs npenapatoM CHUMBacTaTUH-TeBa CJIil NPU3YMMHKWTH Ha
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BECh IePio]| BaritHocTi abo JOTH, JOKU He Oye MiATBEPIPKEHO, IO XKiHKa He BariTHa (AMB. pO3/in
«IIpoTunokasaHHsa»).

T'ooysanns 2pyoorw. HeBigoMo, ui BUAIAETBCS CHMBacTaTuH abo Horo mMeTaboliTd B rpyaHe
MoJ10KO. Uepes MOXITMBHIA PU3HK JUIS HEMOBJIATH XKiHKaM, SKi OTPEMYIOTh JIKyBaHHS [IPENapaToM
Cumsacratun-Tesa, c1ii yTpuMaTHCh BiJl rOlyBaHHS rpyanio (AuB. po3ain «IIpoTUniokasaHHs»).

30amuicms ennueamu Ha weudKicmv peakyii Npu KepyBaHHi a8mMompancnopmom abo iHuwumMu
MexaHizMamul.

V 3B’43Ky 3 MOXUJIHBAM BHHHUKHEHHSAM NOOIYHUX peakiiii MOXKe UNHHTHCS HETaTUBHMI BILIMB Ha
3JaTHICTh [0 pearyBaHHs, KEpyBaHHS aBToMOOineM abo IHIIMMH MEXaHi3MaMH.

Cnoci6 3acmocyeanna ma 003u.

Jlo moyaTKy JiKyBaHHS i3 3acTocyBaHHsAM mpenapaty CuMBacTaTHH-TeBa MallieHTy CIil
NPU3HAYHTH XOJIECTEPUHO3HIDKYBAJILHY MI€TY, SAKOI BiH HOBHHEH JOTPHMMYBATHCS IPOTAIOM
yceoro Kypcey jikysanus. [inGip no3u, 3a notpedu, citifl 3AiliCHIOBAaTH 3 iHTEpBalaMi HE MEHILIE
HiX 4 THKHIi, Yy pa3i NOBTOPHOI KOpeKmii j03a He NMOBHHHA nepesumyBatd 40 Mr Ha 100y.
TabneTku, SK NpaBuiIO, IPUMMAIOTH il Yac Bedepi, He po3koByIoun. Hepes MiABULIECHUA PU3UK
PO3BUTKY Miomnarii Ta paGmomionizy o3a 80 Mr peKOMEHIy€eTbCA JIMIE JUIs THX HallieHTiB, AKi
MpPOTArOM TPHBANOrO Yacy npHiimMaioTh n03y 80 Mr cuMmBacTaTHHy O0€3 O3HaK M A30BOI
TOKCHYHOCTI.

Yepes et pU3MK MAIliEHTaM, Y SKUX He OyJ10 JOCATHYTO OCTATHE 3HIKEHHS PIBHS XOJIECTEPUHY
JITIHIL i3 sactocyBaHHsaM go3u 40 mr, ciia nepexonuTH He Ha 80 Mr cMMBacTaTuMHy, a Ha
anbTepHATUBHY Tepartito 3i 3Hxenns JIITHILL, sxa € 6ibIn epeKTHBHOIO 1010 3HWKEHHS PiBHA
JITTHIII. Pu3suk po3BUTKY MiOmaTii € BiTOMHUM JJ0303aJIEXKHUM €(EKTOM I BCiX CTATUHIB (IHB.
posain «OcobuBocTi 3acTocyBanHsa. Mionarist/pabaoMionisy).

Cmanoapmmue 003y8anHs

Hayicnmu 3 6UCOKUM PUSUKOM PO3BUMKY iuleMiYHOT X60pobu cepys abo 3 ICHYIO40I0 TueMIYHOI0
x80poboro cepys

V naui€eHTiB 3 BUCOKMM PHU3MKOM PO3BUTKY ileMiyHOT XBOpoOH cepiid (3 rinepuninigemiero abo 6e3
rimepiimigemii), BKIIOYaIOYM NAI[i€eHTiB 3 LYKPOBUM Jia0eToM, LEpeOpPOBACKYISIPHUM
3aXBOPIOBAHHAM a00 3aXBOPIOBaHHSAM NepHdepuuHMX CyIMH, abo0 MNAalli€HTiB 3 ICHYIOUOIO
ilmemigHOI0 XBOpoOOIO ceplid, f03a npenapary CumBacTaTHH-TeBa cTaHOBHTE 40 Mr Ha 100y, 1O
NpUiiMaeThCA ONUH pa3 Ha 100y BBeUepi.

Hayienmu 3 zineprinioemicro, wo He HaneHcamv 00 3A3HAYEHOI GuUye 2PYNU PUSUKY

[ToyaTkoBa m03a cTaHOBUTH 10-20 Mr Ha J00y Ta mpUiiMaeThcs OJUH pa3 Ha 100y BBedepi, HE
po3xoByrouM. Jjis MalieHTiB, SKuM HeoOXinue Ginbmn 3Haune 3HWwkeHHs JIITHILL (nonan 45%),
NOYaTKOBA 10332 MOXKeE CTaHOBUTH 40 Mr Ha 100y, 1O NpUiiMacTbCa OJUH pa3 Ha 100y BBeYEpi.
[TinGip ;03 MOBUHEH 3AiCHIOBATUCS, K OIIMCAHO BHIIE.

V pasi 3HIKEHHs piBHS 3aralbHOTO XoJiecTepuHy Hikue 160 mr/an (4,1 mmons/m) a6o
xonecrepuny JITTHIIL amxue 100 mr/on (2,6 MMone/i) HeoOXigHO 3HM3UTH J03y. JIiKyBaHHS
npenaparom CumBactathH-TeBa CIiI NPUNMHWTH, SKIO 4epe3 3 MicaAli JiKyBaHHA He
BCTaHOBJIEHO 33/I0BiJIbHOTO PE3yJIbTaTy.

T'omo3zuzomna cimetina 2inepxonecmepunemis

PexoMeHZioOBaHA [103a IS MALEHTIB 3 TOMO3MIOTHOK CIMEHMHOIO TrilepXoJiecTepUuHEMIEI0
cranoBuTh 40 wMr mpemapary CumBactatuH-TeBa Ha po0y. CumsactatuH-TeBa ciif
3aCTOCOBYBATH Yy TaKUX MAI[i€HTIB K JOMOBHEHHA A0 {HIIOTO JIiMiJO3HUKYBaIbHOTO JiKyBaHH
(nanpuxuaz, adepes JIITHII) abo sxumo iHII BUAY JIiKyBaHHS HEAOCTYIHI.

Ilpu oxHouacHOMy mpuitoMi mpenapatry CumBacTaTHH-TeBa 3 JoMiTamifioM /o03a mnpenapary
CumBactatud-TeBa He nosMHHA mepesuinyBatd 40 Mr Ha oGy (quB. po3minu «OcoGIUBOCTI
3acTocyBaHHs. Mionaris/pabaoMionizy, «B3aemogis 3 iHIIMMH JiKapchKUMH 3aco0aMH Ta iHIi
BH/IH B33aEMOJII»).

Cynymns mepanis
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Cumsactatun-TeBa eeKTHBHHIT K MOHOTEpaIlisl, a TaKOX Y KoMOiHallii i3 aHioOHiTaMu.

Ipu omuHouacHoMmy mpuifomi npenapaty CumBacrathH-TeBa 3 ¢ibpaTamMu, 3a BHHATKOM
rem¢ibposmwny (muB. po3gin «IIpormmokasanssy»), abo 3 QenodibpaToMm, mo3a mpenapary
Cumpactatun-TeBa He MOBUHHA nepeBulTyBaTH 10 Mr Ha f106y.

Ipu oxHouacHoMy mpuitomi npenapary CumpacTaTuH-TeBa 3 BepanmaminoM abo AuITia3eMOM
no3a npenapary CumBacratuH-TeBa He TOBHHHA nepepulyBat 10 Mr Ha 10Gy.

IIpu omHouacHoMy mpuiiomi npenapary CumBactatiH-TeBa 3 amiogapoHOM, amioauniHOM a6o
paHonasMHOM j103a Tpenapary CuMBacTaTHH-TeBa He MOBMHHA nepesullyBatd 20 Mr Ha 100y
(muB. posminu «OcobnuBocTi 3actocyBaHHA. Miomaris/pabaomionis», «BzaeMopis 3 iHIIMMH
NiKapChbKAMH 3aco0aMu Ta iHIII BUY B3aEMOJII»).

[lepenocumicTs Ta e(eKTHBHICTH CHMBAcTaTMHy B KoMG6iHalii 3 mpemaparamu, IO MiCTATH
enbaceip aGo rpa3onpeBip, He AOCTiKyBaTUCS; OAHOYACHE 3aCTOCYBAaHHSA MOXE MTPU3BOAUTH IO
36GiIbIIEHH KOHIEHTPALlil CHMBACTaTUHY B IUTa3Mi KpoBi. TOMy HE PEKOMEHIYETBCS OJHOUACHE
3aCTOCYBAaHHs CMMBAcCTaTHHY 3 Ipenaparami, IO MicTaTh enbacBip aGo rpazonpesip (AuB.
posnimi  «OcobnuBocTi  3acTocyBaHHA. Mionartis/pabnomionis», «Bzaemomia 3 iHIIMMH
JTiKapChKUMH 3aC00aMU Ta iHILI BUIY B3aEMOZII»).

Ocobnugi pexomenoayii W00o 003y6anHs

Hayienmu 3 nopywennsmu @ynxyii Hupox. OCKITBKM CHMBacTaTUH BHBOIUTLCS Y€pe3 HUPKU
JUIle B HE3HAYHiH KiJAbKOCTi, Opd IOMIpHi HHPKOBil HEHZOCTATHOCTI HEMae HEoOXiaHOCTI
3HIMKYBATH JI03yBaHHs. Y MAlLli€HTIB 3 TSHKKOIO HUPKOBOIO HEJOCTATHICTIO (KIipeHC KpeaTHHIHY
<30 ma/xB) ciig 3 obepexHicTIO mpu3HayaTH npemnapar y no3i 10 Mr Ha n00y (quB. po3Ain
«DapMaKOKiHETHKAY).

Iayienmu nimuvozo eixy. Y NAlieHTIB cTapiie 65 pokiB, AKi OTPUMYBaM CHMBAacTaTHH B paMKax
KOHTpPOJILOBAHMX IKJIIHIYHMX AOCHi/KEHb, €(EeKTHBHICTb, IO BHMIpIOBajlacd 3a 3HIKEHHAM
nokazuukis JIITHIL[ Ta 3araJbHOrO XOJNECTEPUHY, HE BiApi3Hsanacs Biy Takoi y 3aranbHii
nonynsnii. Kiinidsi aGo naGopaTopHi NOKa3HHKH, IO BiEXW/LUIUCA BiX HOPMM, HE
crocrepiranucs y 36iutbmenit kinbkocti. IIpote, pe3yIbTaTH iHIIOro KIiHIYHOTO NOCIIKEHHS,
Oif 9ac SKOro MaiicHTH OTPUMYBaIM JIKyBaHHS CHUMBacTaTHHOM y f03i 80 mr Ha m00y,
3aCBiUMIN MiBUILIEHAH PU3KK PO3BUTKY Miomartii y MalieHTiB BikoM >65 pokiB y MOpiBHAHHI 3
nalieHTaMu BikoM <65 pokiB.

Mimu ma nionimxu

Himu ma nionimxu eikom 10-17 pokie npu cemepo3uzomuitl CiMeunil 2inepxonrecmepunemii.
PexoMeH10BaHa TTOYATKOBA 7034 CTaHOBUThL 10 Mr oiuH pa3 Ha no0y BBeuepi. PekomeHnqoBanmii
nianmasod J03 craHoBuTh 10-40 Mr/mo6y. MakcumanbHa peKOMEHIOBaHa [03a CTAaHOBHTH
40 mr/no6by. Jlo3y HeoOXigHO migGHpaTH BiMOBIAHO A0 iHAMBiAyaJbHUX LiIBOBHX MOKA3HUKIB
Tepamii (muB. po3ain «@PapMaKoJOriyHi BIACTHROCTI»). XJONLi MOBMHHI OyTH MIOHaMMEHIIE
BikoBoi cramii II 3a TamnepoM. VY aiB4aT MOBHHEH OyTH IMpPUCYTHIM MEHCTPYaJIbHMH LHKII
[IOHaiiMeH e OAKH pik (UB. po3ain «OcoOMUBOCTI 3aCTOCYBaHHAN).

Himu eixom 0o 10 poxis. 3actocyBanHd npenapaTy CuMBacTaTHH-TeBa HE PEKOMEHAYETLCA Y
niteit BikoM 70 10 pokiB, OCKIIBKA JOCBiJ TaKOro 3aCTOCYBaHHs BiICY THIM.

Mimu.

Besneky Ta eheKTHBHICTb CUMBAcTaTHHY IUIs MauieHTiB BikoM 10-17 pokiB 3 reTepo3uroTHONO
ciMelfHOIO rimeprinigemMiero OLIHIOBaIH B XO[i KOHTPOJIBOBAHOTO KJIiHIYHOTO JOCHI/KEHHS 32
y4acTIO XJIOMUiB BikoBoi crapii 11 3a TaHHepoM Ta cTapIUMX i AiBYAT, y SKUX MpHHAMMHi OMH PiK
IpUCYTHi MeHcTpyanshuii wuki. Ilpodine mobiunmx peakuiif y nauieHtis, sxi mpuimany
CHMBACTaTHH, 3arajoM OyB IoIiGHMii 10 TAKOTO Y MallieHTiB, AKi npuiiMamm rianeto. Jlo3u noHan
40 Mr He HOCHiIKYBaIMCA y OaHil rpyni mauieHTiB. ¥ npomy pocnuifkeHi He Oyio 3adikcoBaHO
BIUIUB CHMMBAcTaTHHY Ha piCT Ta CTareBuii PO3BUTOK JiTedl, a TakoX Ha TPHUBAIICTb
MEHCTPYaJILHOrO LUKy B AiB4aTok (ouB. po3ainu «Croci6 3acTocyBaHHs Ta Ho3W», «IloGiuHi
peakuii», «®apMaKooriuHi B1acTUBOCTI»). JliBUaTOK-MiUTITKIB HEOOXIAHO MPOKOHCYJILTYBATH
IIOJO BiANMOBiAHMX METO/IB KOHTpalENUii Mpyd 3aCTOCYBaHHi CHMBAacTaTHHY (OMB. pO3Zinu
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«IIpotunokasanua», «OCOGIMBOCTI 3aCTOCYBaHHA», «3aCTOCYBaHHA y Mepioj BariTHOCTI abo
romyBa”Hs Tpynmio»). Jing nanieHTiB BikoM 10 18 pokiB e(QeKTHBHICTH Ta Oe3leKy He
JOCTiDKYBAIH TPOTArOM TEPiOiB JiKyBaHHS TpUBATicTIO AoBie 48 TvkHiB. Binnanenuii BrivB
Ha GispyHui, PO3yMOBHMH Ta CTaTeBUil pPO3BUTOK Hapasi HeBigomuil. CHMBAacTaTUH He
JOCTiIKyBaBcs Y mainieHTtiB BikoM 1o 10 pokiB, y AiTeil npemyGepTaTHOro BiKy, a TakOX Y
JIBYATOK, Y AKUX € HE OYAIUCI MEHCTpYaITii.

ITepeoosyeanns.

Ha croroasi BifoMi Kijlbka BUNJIKiB epeAo3yBaHHA. MakcumaibHa IpUAHATA 033 CTaHOBUIIA
3,6 r. Bci manientn oxyxanu 6e3 Hacnigkis. He icHye cnenmdivyHoro nikyBaHHS Nepeno3yBaHHs
CHMBAcTaTHHOM. PeKOMEHIYEThCS CHMIITOMATUYHE JIIKYBaHHS Ta KOHTPOJIb QyHKIIIT Ee4iHKH.

ITo6iuni peakui.

YacToTa 3a3HAYEHHX HIDKYe NOGIYHMX peakilifi, AKi cHocTepiraincs B paMKaX NpPOBEACHHS
KNiHIYHKX JOCIiIKeHb Ta/abo B mepiol HOCTMApKETUHIOBOTO 3aCTOCYBaHHs, Kilacu(ikoBaHa 3a
OIHKOIO iXHiX PIBHIB Yy XOJIi BEJMKHX JOBrOTPHBAIMX IUIane60-KOHTPOIbOBAHUX KIIiHIYHHX
nocrmimkenp, Bkmouaoud HPS (Jlocmimkenns 3axucty cepus) Ta 4S (CxaHIMHaBCBKE
JOCIIDKEHHS BIUIMBY CHMBAacTaTHHY Ha BMXKMBAHHA) 3a ydacTi BiamoigHo 20536 Ta 4444
nauientis. YV HPS Bigmivanucs NMile Taki cepiio3Hi mobiuHi peakuii, SK Miajiris, miABHUIIECHHS
piBHs TpaHcaMiHa3 CHPOBAaTKH KPOBi Ta KpeaTHHKiHa3M. Y 4S 3anucyBanucs yci 3a3HaueHi HuK4e
no6iyni peakiii. KO B X04i UX JOCTiIKEHb PiBHI P NpUIiOMi CHMBAcTaTHHY Oy/IM HMKUi
a6o moAiOHi /10 THX, 1o ¥ TpH mpuiioMi mianedo, Ta 6y NoAiOHI CIOHTaHHI NOBIAOMIIEHHS IIPO
noGiyni peakuii, siki Mamu OOIpyHTOBaHHH NMPUYMHHUN 3B 430K, BOHH KIacH}iKyBaluch K
piaKicHi.

B xoni mocnipxenns HPS 3a yuacti 20536 nauieHTiB, sxi npuiiMana 40 Mr/no0y cuMBacTaTUHY
(n=10269) a6o mmaue6o (n=10267), npodini Gesneku Oyiu MOPiBHAHMMH Yy Mali€HTIB, fKi
NpuiiMaay CUMBACTATHH, Ta MALEHTIB, AKi npuiiMany miane6o, B cepeHBOMY MPOTATOM 5 POKiB
nocnimkens. PiBui npunuHeHHs ydacTi yepe3 noOiuHi peakuii 6y NOpiBHIHUMHU B 000X rpynax
nikyBauHs (4,8% y mauienTis, ski npuitManu cumBacTtaTHH 40 mr, Ta 5,1% y mamieHTiB, fAKi
npuiiMany miane6o). Yacrora po3ButKy Miomnaril cranoBuna <0,1% y nmauieHTiB, ski npuiiManu
cumBactatul 40 mr. IligsuiieHHs TpaHcaMinas (y moHaj 3 pa3u BHIIE BEPXHbOI MEXi HOPMH,
HiITBEp/DKEHe MOBTOPHUM aHajizom) Binbymocs y 0,21% (n=21) manieHTis, sAKi nmpuiimanu
CHMBacTaTHH, MopiBHAHO 3 0,09% (n=9) nauieHTiB, ki Mpuiimanu nnaunedo.

Jlani momo 4acToTM BUHMKHEHHS NOOIYHUX peaklili HaBe/leHi 3a Takowo Kiacuikauiero: nyxe
gacto (>1/10), yacto (>1/100 ta <1/10), Heyacto (>1/1000 Ta <1/100), pinko (=1/10000 Ta
<1/1000), ayxe pigko (<1/10000), yactoTa HeBiqoMa (4acTOTY BUHUKHEHHS NOOIYHMX peaKuii
HEMOMUTBO BCTAHOBUTH Ha OCHOBI iCHYIOUHMX JaHHUX).

Hocnioxcenns.: piako - HiIBUILEHHS piBHiB CHPOBAaTKOBUX TpaHcamiHa3
(ananinaminorpancdepasu, acmapratamiHoTpaHcdepasu Ta ramMma-IIOTaMiNITpaHCHIENTUIA3H)
(nuB. poszmin «OcobnuBocTi 3acTocyBaHHs. BIUIMB Ha TNeuiHKy»), MiJBHILEHHsS DPiBHA JyXHOI
doctharasy, nigBUILEHHS PIBHIB CHpOBAaTKOBOI KpeaTHHKiHa3H (muB. po3fin «Oco6auMBoCTi
3acTocyBaHHsA. Mionaris/paénomionisy»). Llykposwuii niabet — yacToTa BUHHKHEHHS 3aJI€)KUTh Bil
HasgBHOCTI a60 BiACYTHOCTI (paKTOPiB pU3HKY (PiBEHB ITFOKO3M KPOBi HATILE >5,6 MMOJIB/J1, IHJIEKC
MacH Tina >30 Kr/M?, MiiBUILEHMH piBeHb TPUIIILEPHUIIB, apTepianbHa rilepTeH3is B aHaMHe31)
(muB. «OcoOIMBOCTI 3aCTOCYBaHHS»).

Hopywenns 3 60xy kpogi ma Aim@amuunoi cucmemu: pigKo — aHeMisl.

Iopywenns 3 60Ky imMynHoi cucmemu: PiIkO CIIOCTEPIraBcsi CHHPOM, 10 OYEBHUHO NOB’ I3aHHUI
3 TinepuyTJIMBICTIO Ta CYIPOBO/KYBABCS TAKUMH CHMITOMaMHU: aHadinakcis, aHriOHEBPOTHYHHUMH
HaOpsK, BOBYAKOMOMIOHMHA CHHIPOM, peBMaTH4YHa NOJIMianris, AEpPMaTOMiO3UT, BacKYIT,
TpomGonuTOneHisA, eosuHodinis, miasumena IIIOE, aprput Ta apTpanrii, KpoNuB’sHKA,
CBITJIOYYT/HUBICTD, raps4Ka, NPUIUIHBH, AUCITHOE Ta CNAOKICTh.
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IHopywenns 3 60Ky Hepeogoi cucmemu: PiJKO — TOJOBHHWH 6ijib, MapecTesis, 3anaMOpOYEHHS,
nepud)epHuHa HEBPOIATIS; AyXe PiKo — MOPYIIEHHS maM’ATi.

IHopywenns 3 60Ky WAYHKOBO-KUWKO8020 mMpaxkmy: Ppiiko — 3amop, abaoMiHaibHHil Oinb,
METeopH3M, JUCTIETICis, Jiapes, HyA0Ta, OJIIOBaHHA, TAHKPEATHT.

Hopywenns 3 60Ky wikipu ma niOWKIpHUX MKAHUK: PiIKO — BUCHIL, CBEpOiXK, alonelis; 4acToTa
HeBiZloMa — YEpBOHMIA IJIOCKUH JIMILIA.

Hopywenns 3 60xy ckenemmo-m’s1306020 anapamy, CHOMYYHOI MKAHUHU MA KiCMOK: PIIKO —
Miomnaris [mig 4ac KJIiHIYHOTO JOCIHKEHHS MiomnaTis BMHHMKaJa 34e0iNbIUOro y Nali€eHTiB, fKi
npuiiMany cuMBacTaTiH B 1031 80 Mr Ha 106y (1,0%), y nOpiBHSAHHI 3 NalieHTaMH, sKi NpUAMa
20 mr Ha o0y (0,02%)], pabmomioniz (muB. po3min «OcoGMMBOCTI 3aCTOCYBAaHHS.
Mionarist/pabaomionisy), Mianris, M’s30Bi cnasmu. Pabmomioniz € noGiuHOIO peakiiero, 110
HOTEHIHHO 3arpoxye xutTio. [loBifomisiocs Npo OKpeMi BMNAJK¥ BHHMKHEHHsS CKapr Ha
IACKOMGPOPT axiNIoBOrO CYXOXHIUISA, PiIKO MOB’s3aHi 3 PO3PHBOM axiNIOBOTO CYXOMKMJIJIA.
YacToTa HEBiOMa — iIMyHOOIOCEpEAKOBaHA HEKPOTHUYHA Miomatist (uB. po3fin «OcobauBOCTi
3aCTOCYBaHHs»)**.

3azanvui nopywienHs: PigKo — acTEHid.

3axeopiosanns newinku ma JHCOEYHO20 Mixypd: PiAKO — TENaTUT/XKOBTSAHML; XyXE pifko —
JIeTalbHA Ta HeJleTaJlbHa NEeYiHKOBa HEIOCTATHICTh.

Hcuxiuni nopywenns: nyxe pinko — 6e3cOHHS; 4acTOTa HEBiioMa — AETpecisl.

Ilopywenns 3 60Ky penpoOyKmMuHOi cucmemu ma MONOYHUX 3ai03: 4YacTOTa HeBioma —
epeKTHJIbHA TUCRYHKILis.

Pecnipamopni, mopakanehi ma MeOiacmuHAaNbHI  NOpYulenHs: dacToTa HeBiiomMa —
iHTepcTHIIATbHA XBOPOOa JIETEHiB.

THob6iuni pearyii npu 3acmocyeanti cmamunie

** Jlyxe piaKo MOBIZOMIIUIOCS MPO BUMAAKH iMYHOOIIOCEPEIKOBAHOI HEKPOTHMYHOI Miomatii
(IOHM), ayroimynHoi Miomatii mix yac aGo micns mikyBaHHS ctatuHamu. JOHM wiiHiuHO
XapaKTepH3y€eThCs CNAbKICTIO MPOKCHMAIBHUX M’A3iB Ta NifABHILIEHHAM PiBHS KpeaTHHKiHa3H B
CHpPOBATIIi KPOBI, SIKi HE 3HUKAKOTh, HE3BAXKAIOYH Ha IIPUNUHEHHS NpuiioMy cTaTuHiB. Pesynbrati
JOCII/DKEHHS M’S3iB BKa3ylOTh Ha 03HaKM HEKPOTH4YHOI Miomatii 6€3 3HauHOro 3amalieHHs Ta
3aCTOCYBaHHS IMYHOCYNPECHBHUX 3acoGiB NPU3BOAUTH JO TMOJIMIIEHHA (AUB. pPO3Ain
«Oco6aMBOCTI 3acTOCyBaHHsA. Mionaris/pabnoMionisy»). Y Xo4i mocTMapKeTHHTOBOTO Mepioay
3pigka OyJiM NMOBiZOMIIEHHS PO NOPYLIEHHS KOTHITUBHOI QYHKUIT (HaNpUKiIa, BTpaTa nam’sti,
3a0yAbKYBAaTICTh, aMHe3is, IMOpYLIEHHS NaM’iTi, CIUIyTaHiCTh CBiIOMOCTi), TOB’sA3aHi i3
3aCTOCYBAaHHAM CTATHHIB. IIpo 1i MOpyIIeHHs KOTHiTUBHOT QYHKIii NOBiIOMIIAIOCS CTOCOBHO
ycix cratuniB. B LinoMy, Bunaaxu 6y HETSXKKMMH Ta 000pOTHUMH Micl NPUNWHEHHS NPHHOMY
CTATHHY; 4Yac OO TO4YaTKy MOSBM CUMNOTOMIB (Bim 1 AHSA JO KiJBKOX POKIiB) Ta 3HMKHEHHS
cuMmnToMiB (y cepeaHboMy 3 THXHI) OyB pisHHM. [Ipy npuiioMi JesAKMX CTaTHHIB MOBIAOMIISIIH
npo Taki noGiuHi peaxuii: 1) po3aau cHy, BKIIOHAl04Y HiYHI KOMMapy; 2) cTaTeBa AUCQYHKIis.

Himu ma nionimxu eikom 10-17 poxie. Y xofi 48-THXXHEBOTO JOCIHIKEHHS 3a y4yacTio JiTell Ta
nimiTkis (xonyuks BikoBoi crapii I 3a TaHHepoM Ta BuILe Ta iBYaTa, B AKUX NpUHARMHI OJMH
piK NPUCYTHI MeHCTpyanbHuil uMKI) BikoM 10-17 pOKiB 3 reTepo3HroTHOIO CiIMEHHOIO
rinepxosecrepureMicto (n=175) npodine Ge3neku Ta IEPEHOCUMOCTI Y NALIEHTIB, AKi IpHAMaIH
CMMBACTAaTHH, OyB 3arajoM MNOMiOHMH 1O TAaKOro y MAalli€HTIiB, sKi NpuiiManu mianedo.
JloBroTpuBajiuit BIUIMB Ha ¢i3udHME, pO3yMOBHii Ta cTaTeBHH po3BUTOK HeBimomuid. Hemae
JIOCTaTHBOI KiJIBKOCTI AaHUX MiCJIs OJHOTO POKY JiKYBaHHS.

Tepmin npuoamuocmi. 2 poxu.
Ymosu 36epiranns. 36epiraté B OpuriHaibHil ynakoBLi npu TeMnepatypi He Buie 25 °C.

36epiraT y HEIOCTYITHOMY ISl Tl MicLli.
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¥Ynakoska. I1o 10 Tabnerok y Gnictepi; ans tabnerok no 20 mr ta o 40 mr: no 3 a6o no 10
GuictepiB y kopoOui; ans Tabnerok no 80 mr: mo 3 Giictepy y kopoOii.

Kareropis Binmycky. 3a penentom.
Brapoonuk. AT ®apmaueBTudnuii 3aBog Tesa.

Micue3HaxoMKeHHS BUPOOHHMKA Ta aJpeca MicIs NPOBAIKeHHS HOro aislJibHOCTI.
Hineanng 1; H-4042 Ie6peuen, By [Tamnari 13, YropupiHa.

JaTa ocTaHHBOrO Meperasany.

GOHAAP H. M.
M-P 3 PET NPOEKTIB 77 ‘ZY/J% 18 M0 2023
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