Ckian

Oilo4a peyosuHda: CUMBACTaTUH;
1 TabreTka, BKpUTa IJIiBKOBOIO 00OJIOHKOIO, MiCTUTh CUMBacTaTuHy: 40 MT;

OONOMIJCHI peuoB8uHU: JTaKTO3U MOHOTiApaT; KpoxMaJib IIpeXelaTuHi30BaHUY;
I1IeJII0JI03a MiKPOKpPUCTAaJliuHa; KMCJIOTa TUMOHHA, MOHOTiApaT; KUCI0Ta acKOpOiHOBa;
oytunrigpokciaxizon (E 320); marHito cTeapar;

06010HKa: rinpomeno3a 6 cII13 (HPMC 2910), makTo3u MoHOTrigpaT, TUTany giokcun (E
171). makporon ITET" 3350. TpuatieTuH. 3amila okcun yepBoHuu (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHoBHI (pi3uKo-xiMiuHi 81acmuBocmi: poxkeBa, OBallbHOI ¢popmMu TabneTKa, BKpUTa
IIJIIBKOBOIO 000JIOHKOIO, 3 JIiHi€I0 po3j1aMy 3 OfHi€l CTOPOHMU i riagka 3 iHimoi. TpiluHu
a00 BiIKOJIM HE CIIOCTEPiraloThCH.

dapMakoTepaneBTHYHA Irpyna
lnomimigemiuni 3acobu. Iuriditopu 'MI'-KoA-penykTa3u. Kom ATX CIOA AO01.
dapMakKogHHaMiKa

o cknany npenapaty CuMBacTaTHH-TeBa BXOOUTH MilligO3HMKYBaJIbHa Oif0o4a
peYoBHHA - CHMBACTaTUH, IKY OOEPXKYIOTh CUHTETUYHUM IIJIIXOM 3 IPOOYKTY
bepmenTarrii

Aspergillus terreus. Ilicns nepopaJlbHOT0O IPUNOMY CUMBACTaTUH, IKUM € HEaKTUBHUM
JIAKTOHOM, TipOJi3yETHCS 3 YTBOPEHHSIM BiATIOBimHOI O€Ta-TrigfpOKCUKMCIIOTHOL (DOPMMU.
Bona € romoBHUM MeTabO0JIiTOM Ta iHTiIOiTOPOM 3-TigpOKCHU-3-MeTUNrioTapui-KoA-
penykta3u (I'MI'-KoA-penykTas3u). Lleit pepMeHT KaTalli3ye MO4YaTKOBY CTaIilo
OiocuHTe3y xoectepuny (neperBopenHss MI'-KoA y meBanoHart). Pe3ynbraTtu
KJIIHIYHUX OOCIIAXKEeHb 3aCBIOYUIIN, 110 IIPU IIepopaibHOMY IIPUUOMI CUMBacCTaTUHY B
YCiX IIepeBipeHux J03ax KOHIIeHTpallid 3arajibHOr0 X0JIECTEPUHY, X0JIECTEPUHY
JIMOMIPOTEIHIB HU3bKOI IIinbHOCTI (JITTHIL), TpurmilepuaiB Ta X0JIeCTEPUHY
JIIMOTIPOTEIHIB Ay2Ke HU3bKOoI 1minbHocTi (JITIOHIII) B rima3Mi 3HUXKYETHCS, a PiBEHb
XOJIECTEPUHY JIIIONPOTEIHiB BUCOKOI 1IinbHOCTI (JITIBII]) momMiTHO HmigBUINYETHCSA IPU
reTepo3uroTHUX GopMax SIK CiMerHOl, TakK i HeCiMenHOol rinnepxonecrepuHemili. Te
caMe CTOCYEThCS ¥ 3Miltanux GopM rimeprimigeMii, Ipu SKUX Ha MIepPIIOMY IIaHi OyiIu



MigBHUINIEH] ITOKA3HUKM XOJIECTEPUHY Ta HEOOCTAaTHSA e(PEeKTUBHICTD JuIlle Oi€eTH. Yepe3
2 THXKHI CIIOCTepirasjgacs 3Ha4yHa [Ais; MaKCUMaJibHa [isd gocsaranacsa depe3 4-6 TUXKHIB.
IIiss 30epiranmacs mim Yac momasbIIoro JTiKyBaHHS. Y pa3i MpunuHeHHS JTiKyBaHHS
npernapatoM CuMBacTaTHUH-TeBa. IOKa3HUKHU XOJIECTEPUHY Ta JIiifiB IOBEPTAIOTHCA
00 3Ha4YeHb, 10 OyJIM A0 IMOYaTKYy JIIKyBaHHS.

AxTuBHa ¢popMa cUMBaACTaTUHY € crienndiynum inriditopom I'MI-KoA-penykTa3u. Bin
IpUrHiuYye Tou (epMeHT, IKuM KaTasi3dye nepetBopeHHsa 'MI'-Ko<\ y meBasoHar.
OcCKinbKHM 11e¥ mpoliec mepeTBOPEHHS BinOyBaeThCSI Ha PaHHBOMY eTalli 6iocuHTe3y
X0JIECTEPUHY, JIIKyBaHHA IpenapaToM CuMBacTaTU-TeBa He CYIIPOBOOXKYETHCS
HAKONMWYEHHSIM B OpraHi3Mi IIOTeHIIINHO MKigIuBux ctepoigis. Kpim toro, 'MI'-KoA
OOCUTH IIIBUIOKO IIEPETBOPIOETHCA B alleTuil-KoA- pedoBuHY, siKka aKTUBHO Oepe y4acTh
y 6araTbhox mpoilecax 0ioIOriYHOTO CMHTE3Y OpraHi3My.

CuMBacCTaTHUH He CIIPUYHUHSE HNiABUILEHHS JIITOT€HHOCTI )K0BYi, TOMYy He CIIif
O4YiKyBaTH IIiOABUIIEHOl YaCTOTH BUHUKHEHHS KOBYHUX KaM€eHiB.

PesynbTaTu gociigXKeHb Ha TBapWHAaX, ITill Yac SKUX BimOyBaBCS IMepopabHUN ITPUNOM
CHUMBaCTaTHUHY, 3aCBiIYMIN BUCOKY CEJIEKTUBHICTh PEYOBUHHU II0A0 IIE€YiHKY, e
BUSIBIISIJIMCS 3HAYHO BUIII KOHIIEHTpAIlil, HiXK B iHIINX opraHax. CuMBacTaTHUH
MeTaboIi3y€eThCS, TOIOBHUM YMHOM B MEUiHIli, Ma€ epeKT

«IIEPILOTr0 IPOXOOXKEHHSI» Ta BUBOOUTHCS 3 2KOBUYIO. ByJI0 BCTAHOBIEHO, M0 CUCTEMHO
edeKTHBHA KiIbKICTh aKTUBHOI ()OPMHU CUMBACTaTHUHY CTAHOBUTH MEHIIIE HiXK 5 %
rcpopanbHol mo3u. 3 HuX 95 % 3B’s13yI0ThCSA 3 OiTKaMu I1JIa3MU KPOBI.

KniHiuHa epekmugHicmb

B pangomizoBaHoMYy, IMOABiIMHOMY Cilimomy mialeb0-KOHTPOIbOBAHOMY
O6araToleHTPoBOMY mociigxkeHHi (CKaHOUHABChKE MOCIIiIXXKEHHS BIIJIUBY
CUMBACTATUHY Ha BUXUBaHHSA [4S]) Opanu ydyacTb 4444 nanieHTiB (82 % 40IO0OBIiKiB) 3
nonepenHiM iHgapkToM Miokapaa (79 %) abo cTeHOKapmi€eio Ta
rinepxonectepuHeMieto (5.5-8.0 MMOIIB/1I). AKi OTPUMYBAaJIU JIIKyBaHHSA B CEPEOHbOMY
IpoTATroM 5.4 POKIB i3 JOTPUMAaHHAM HIETU Ta 3aCTOCYyBaHHAM cuMBacTtaTtuny 20-40
Mr/mo0y (m—2221) abo mmamebo (m=2223). ITig yac mocaigKeHHs TiKyBaHHS
CHUMBaACTaTUHOM IIPU3BEJIO 0 CEPEOHbOr0 3HUKEHHS PiBHSA 3arajbHOI0 XOJIECTEPUHY,
xonectepuny JIITH1II Ta Tpurniuepunis Ha 25 %, 35 % ta 10 % BiAMOBIOHO, a TaKOXK
o0 cepemHboro 30inbIilieHHS piBHSA Xonectepuny JITIBIIl Ha 8 %. CuMBacTaTUH 3HU3UB
PU3UK BUHUKHEHHS JIeTallbHUX BUMaakis 3 11,5 % (mnamebo) mo 8,2 % (p=0,0003).
Pr3uk BUHMKHEHHS JIeTaJIbHUX BUIMIAIKIB Yyepes imeMiuHy XBopoOy cepilsi 3HU3UBCSA 3
8.5 % (mnane6o) 0o 5 % (p=0.00001). CuMBacTaTUH 3HU3UB TAKOXK PUIUK
BUHUKHEHHS CKJIagHUX KOPOHapPHUX MOAiY (JIeTasjibHiI BUIIaJKM 4Yepes ilIeMiuyHy
XBOpPOOY ceplisd Ta IMiATBepAKEeHUM B KITiHiIli 60e3CMMITOMHUN HeNleTalbHUM iH(papKT



Miokapma) 3 28 % (mare6o) mo 19 % (p<0.00001). Kpim Toro, cuMBacTaTUH 3MEHIIINB
PHU3UK BTPy4dYaHb 00 KOPOHAPHOI peBacKyIsapu3allil (omnepailiss KOpOHapHOTO
IIYHTYBaHHS a00 Yyepe3llKipHa TpaHCIIOMiHalbHa KOPOHAapHAa aHTiormacTuka) 3 17,2
% (mmname6o) mo 11,3 % (p<0,00001).

Kpim TOro, cumMmBacTaTUH 3HAQYHO 3HU3UB PU3KUK BUHUKHEHHS JIETAJIbHUX Ta
HeJIeTaJIbHUX 11epeOpOoBaCKYyIIPHUX NOMiN (iHCY/IbT, TPAH3UTOPHA illleMiyHa aTaka) Ha
28 % (p=0,033; 75 nawieHTiB B IpyIli IiKyBaHHSA cuMBacTaThuHOM, 102 maljieHTu B
rpymi miame6o).

[ITogo HeKapOioBaCKYJISIPHOI JTeTaIbHOCTiI CTAaTUCTUYHO 3HAYYIIUX BiIMiHHOCTEN MixX
rpymnaMu JIiKyBaHHS He BHUsBIeHO. CMMBaCTaTUH 3HHW2KYBaB PU3UK BUHUKHEHHS
TAXKKNX KOPOHAPHUX MOMiN B aHAJIOTIYHINW Mipi CTOCOBHO YChOT'O Aialla30HY BUXIOAHUX
3HaueHb 3arajibHOT0 X0JieCTepuHy Ta xojecTtepuny JIITHII. Pusuk cMepTHOCTI y
naiieHTiB BikoM nmoHap 60 pokiB 3HU3UBCSA Ha 27 %, y nauieHTiB o 60 pokis - Ha 37 %
(p<0,01 B 060x BikoBuX rpymnax). OCKinbKU cepen TOMePJIUX BUSIBUIIOCS JTUIlle 53
XKIiHKH, He MOXKHAa B [JOCTATHIN Mipi OL[IHUTH [il0 CHMBaCTaTUHY Ha CMEPTHICTh cepeq
XKiHOK. [IpoTe cuMBacTaTVH 3HKWKYBaB PU3UK BUHUKHEHHS TSAXKKNX KOPOHAPHUX MO
Ha 34 % (p=0,012, 60 xkiHOK y nmopiBHAHHI 3 91 XiHKOI0 3a HasIBHOCTi oxHiel abo
OEeKibKOX IMOMilt). Y malieHTiB 3 HyKPOBUM [ia0eToM PU3UK BUHUKHEHHS TSIXKKUX
KOpPOHapHUX MOAiX 3HU3UBCA Ha 55 % (p=0,002).

B «ocnigxenHi 3axucty' cepus (HPS)» ouiHoBanacsa e(peKTUBHICTh TiKyBaHHS
cuMBacTaTuHOM y 20536 malieHTiB 3 abo 6e3 rimeprimigemii, siki Manu BUCOKUN PU3UK
PO3BUTKY illleMidHOl XBOPOOU ceplilsd depe3 IyKPoBUM miabeT, iHCyIbT abo iHITy
XBOPOOY CYyOHH I'OJIOBHOTO MO3KY B aHaMHe3i, 3aXBOPIOBaHHS ITepudpepudyHuX CyouH
abo icuyrouy imemiuHy XxBopoOy cepiisi. B 6araToineHTpoBOMY, PaHOOMi30BaHOMY,
MMOABIMHOMY CJIiIIOMY MJaleb0-KOHTPOIbOBaHOMY OgociimxkeHHi 10269 malrieHTiB
oTpuMyBanu cuMBacTaTuH 40 Mr Ha o0y Ta 10267 mallieHTiB - nnaiedo, cepemHs
TPUBAJIICTh OOCIHIAXKEHHS CKJjlajla 5 POKiB.

Y 6793 nanieHnTiB (33 %) BuxigHi 3HaueHHA xonectepuny JIITHII cTaHOBUIN HUXKYE
116 mr/gn, y 5063 naittienTiB (25%) BuxigHi 3HaueHHs cTaHoBuiu 116-135 mr/on. y
8680 martienTiB (42 %)- monan 135 Mr/mo.

JIikyBaHHSI CHMBacTaTUHOM B [03i 40 MT Ha moOy y IOPiBHSAHHI 3 niaiebo 3HU3UII0
3arajgbHy cMepTHICTh Ha 13 % (p=0,0003), 18 % - 3HUKEeHHS JIeTaJIbHUX BUIMIadKiB
yepes imeMiuHy xBopo0Oy cepus (p=0.0005); 3HuKEeHHS IeTaIbHUX BUIIAOKIB,
3YMOBJIEHUX HEKOPOHAPHUMM IIOAIiAMHU He OyJI0 CTaTUCTUYHO 3HAYYIIIUM.
CuMBacCTaTUH 3HUXKYBaB TaKOXK PU3NK BUHUKHEHHS OCHOBHUX KOPOHapHUX MOOIU
(y3arasmbHeHUU KiHIIEBUM IIYHKT, 110 CKJIAOA€EThCS 3 HEIeTalbHOTO0 iH(papKTy MioKapay
abo cMepTi BHACHTiOOK immeMiuHoil xBopobu cepiis) Ha 27 % (p<0,0001). CuMmBacTaTuH
3HMXKYyBaB IMOTPeOy B KOPOHAPHIiN peBacKyJsgpu3allil (BK/II0Ualo4dy ornepaliito



KOPOHAPHOTO HIYHTYBaHHSA ab0 4epe3mKipHy TpaHCIIIOMiHAJILHY KOPOHAPHY
aHrionnactuky) Ha 30 % (p<0.0001). CumMBacTaTHH 3HNKYBaB PU3UK BUHUKHEHHS
imemiuHoro iHcyneTy Ha 30 % (p<0.0001). KpiMm TOro, CHMBacTaTUH 3HUXKYBaB PU3UK
rocmitanizariii yepe3 creHokapmito Ha 17 % (p<0,00001). V narienTiB 3/6e3 imemiuHol
XBOpPOOHU ceplisi, IIYKPOBOTO AiabeTy, 3aXBOPIOBaHb NepUPEPUYHUX CYOAUH PUIUKUA
CepIeBO-CYOIUHHUX YCKJIagHeHb (3 00Ky KOPOHAPHUX CYOWH, iHCYJIbTH abo mpolieaypu
peBacKyJsapu3allil) 3Hu3unucsa Ha 25 %.

Kpim TOrO, CHMBacTaTUH 3HMXKYBaB Y IAIliEHTIB 3 IIyKPOBUM [ia0eTOM PU3UK
aprepiajbHUX BTPy4YaHb, 3yMOBJIEHUX HEKOPOHAPHUMM MOOIAMU. JHUXKEHHS PU3UKY,
OOCSTHYTE€ CUMBACTaTUHOM, IIOMO IIePIIIol BaCKYJISPHOI ITOAil He KOpeJlioBalocs 3
TaKHMHU 3MIHHUMH OOCJIIOXKEHHS: BiK Ta CTATh Malll€eHTa, BUXigHl 3HadeHHs JITTHIII.
JITIBIL, Tpu riuiuepupi B, anoiinonpoTeidiB A-1 abo B. rineprensis, 3Ha4yeHHSA
KpeaTHHiHy, OCHOBHA Tepalis i3 3aCTOCyBaHHSAM MeOUKaMEHTIB [JI CEPIEeBO-CyOUHHOI
cucTteMu (HampuKIiam, aciipuH, 6eTa- 6nokaTtopwu, iHridiTopu AII® abo aHTaroHicTu
KaJbllilo), MaliHHS, BXKUBAHHSA CIIUPTHOTO abo oXupinua. 32 % mallieHTiB B rpymi
raiedo npuiiMaau CTaTUH (I103a IPOTOKOJIOM) ITPOTATOM 5 POKiB, TOMY 3HUKEHHS
PHU3HUKIB, IO CIOCTEpPirasocs, HeJOoOoLiHI0E (PaKTUYHY [il0 CUMBaCTaTUHY.

B pangomizoBaHOMY, TOAOBIMHOMY CIIiIIOMY Ta I1/1alie00-KOHTPOIbOBAHOMY
O6araToueHTpoBOMY AociimxkeHHi (Multicenter Anti-Atheroma Study [MAAS]) 404
MalieHTH 3 illleMivHOoI0 XBOPOOOIO ceplis, MinTBEPOXKEHOI0 pe3yJibTaTaMu aHTiorpadii,
Ta rinepxonectepuHemiero (5,5-8,0 MMob/1) IPOTATroM 4 POKiB OTPUMYBaJH i3
OOTPUMaHHAM fieTu cuMBacTaTuH 20 Mr/mo0y (1=204, 89 % - yosnoBiku) abo nnaiebdo.
KoponapHi aHriorpaMu poOuiu Ha MOYaTKYy JIIKyBaHHS, yepe3 2 Ta 4 POKHU.
CuMBacCTaTHUH CYTTEBO YIIOBIIBHIOBAB IPOTrPEeCyBaHHSA YpaXKeHHS BiAIOBIAHO [0
(dikcatii cepennix 3min MiHiMmanbHOro (p=0,005) Ta cepenuroro (p=0,026) giameTpy
ITPOCBITY CYOAUH KOXKHOTO 3 MalIliEHTIB 3a pe3yJabTaTaMHU aHTiorpamMu (o0uaBa MEepPBUHHI
KiHIIEBi IIyHKTHU SIK O3HaKa BOTHUIIEBUX a00 mudpy3HUX 3MiH); Te caMe CTOCYEThCS U
3BYKEHHS OilaMeTpy cyauH y BincoTkax (p=0,003). Ilig 4yac nikyBaHHSA CUMBacTaTUHOM
YacTKa IalliEHTIB 3 HOBUMU ypaXXeHHSIMU (cuMBacTaTuH - 13 %. nnanebo - 24 %,
p=0.009) Ta HOBOIO ITOBHOIO OKJTI03i€t0 (5 % y mopiBHsHHI 3 11 %. p=0,04) 6yna
CYTTEBO HUXKYOIO.

IHocnigKeHHSI

«Study of the Effectivness of Additional Reductions in Cholesterol and Homocysteine
(SEARCH)» nopiBHIOBaJO Iil0 JIiIKyBaHHSA CUMBACTaTUHOM B 1031 80 Mr Ta B fo3i 20 Mr
(cepenHil mepion oganbIIOro HArasaAAy - 6,7 POKiB) Ha OCHOBHI BaCKyJIAPHIi mofil
(BU3HaYeHi sK imemiuHa xBopoOa cepiis 3 JeTaJIbHUM HACIigKOM, HeJleTaJIbHUM
iH(papKT MioKapAy, BTPy4YaHHS 3 IPUBOOY KOPOHapPHOI peBacKyJsapu3aliil,
HeJIeTaJIbHUM iHCYbT @00 iHCYJILT 3 JIeTaJlbHUM HACJIiHKOM, BTPy4YaHHS 3 IPUBOLY



nepudepuydHol peBacKynsapu3iaril) y 12064 maiieHTiB 3 iHpapKTOM MioKapay B
aHaMmHe3i. CyTTeBOI pi3HUIIl MiK o6oMa rpyraMy CTOCOBHO IIUX ITOMOilM BUSIBIEHO He
oymno: 20 mr cumBacTtaTtuny (1=1,553; 25,7 %) y nopiBHsHHI 3 80 MI cUMBacTaTUHY
(m=1,477; 24,5 %); RR 0,94, 95% [I: 0,88-1,01. AGcosoTHa Pi3HUIIS ITOKA3HUKIB
xonectepuny JITTHIII mixk o6oMa rpynaMu IpoTsATroM OociimkeHHs ckinana 0,35+0,01
MMOJTb/T1. [Ipodink 6e3meku OyB CXO0KUM B 000X IrpyIliax JiKyBaHHS, 3a BUHSITKOM
4aCTOTHM PO3BUTKY MioOIaTil, iIKa y Mali€HTiB, o npuiiManu 80 MI' CHUMBaCTaTUHY,
ckiana rmpubn. 1,0 % y nmopiBHAHHI 3 mallieHTaMu, 1110 oTpuMyBanu 20 Mr
cumBactatuny, 0,02%. [TpuGIU3HO MOJIOBMHA IIUX BUITAAKIB PO3BUTKY MiomnaTii
Tpanusacs B IMepUIUi PiK JTiKyBaHHs. YacToTa PO3BUTKY MiomaTil y HAaCTyMIHi POKU
cknana npubnu3Ho 0,1 %.

PesynbTaTé gociaigXKeHs, 110 BUBYaIu €e(heKTUBHICTh JO3U CUMBACTaTHUHY y HAIli€EHTIB 3
IIEPBUHHOIO TillepXxojieCTepUHEMI€l0, BUKIIafeHl HUXK4e.

Y TpeTuHu nalieHTiB OyJI0 MOCATHYTO 3HUKEHHS PiBHS xonectepuny JIITHIII B 53 % i
Oinbirie ipu 3acTocyBaHHi mo3u 80 MT y nmopiBHsSHHI 3 46 % y IallieHTiB, gKi
oTpuMyBanu 003y 40 mr. 3HuKeHHA piBHA xonectepuny JIITHII. roloBHUM YWHOM, HeE
3asiekasio Big BUXIOHOTrO IMoKa3HMKa. Ha nmpoTtuBary jboMy, 3HUXKEHHS PiBHSI
TPUTJIiLIEPUAIB 3aeXKaso Bil BUXIOHOTO MOKa3HUKa TPUTJIilepuais. 3 664 mallieHTis,
Kl npunManu o3y 80 mr, y 475 nalieHTiB 3 IOKa3HUKaMU TPUTJIILEPUOiB B IIJIa3Mi
<2,25 MMOJIB/J1 cepeqHE 3HUXKEHHS PiBHS TPUIJIiLlepUaiB cTaHOBUIIO 21 % B TOU 4ac,
K y 189 malieHTiB 3 rinepTpuriinepugeMieo (>2.25 MMOIIb/11) cepegHE 3HUXKEHHS
piBHA TpuUTrillepuaiB cTaHOBUIO 36 %. B 11e gocrigXkeHHd He OyJiM BKIIIOUEHI MalliEHTH
3 MOKa3HUKaMU Tpuriinepunis >4,0 MMOJIb/JI.

B xopai KOHTpPOIbOBAHOTO KIIIHIYHOTO AOCHiaKeHHd 12 manieHTiB BikoM 15-39 pokiB 3
TOMO3UTOTHOIO CIMENHOIO TilepxojieCTepUHEMi€0 oTpuMyBaiu cumMBacTtaTul 40 Mr Ha
noOy sIK pa3oBy Ho3y abo po3nineny Ha 3 nmpuiiomu abo 80 Mr Ha mo0y 3a 3 IPUNMOMHU.
CepenHe 3HMKeHHA piBHA xonectepuny JIITHII cknano 14 % pgmis maii€eHTiB, SKi
npurManu no3y 40 mr, Ta BignmoBigHO 25 % [Jid NaLieHTiB, sSKi npurManu go3y 80 mr.
Y opgHoro marieraTa 3 BigCcyTHBOIO QyHKIi€0 peuenTtopa JITTHII 3HMKeHHS piBHSA
xonectepuny JIITHII cknano 41 % mpu 3actocyBaHHI no3u 80 Mr.

KaiHiuHi docaioxceHHA y nidaimkia gikom 10-17 pokis

Y nopBitiHOMY cilinoMy naleb0-KOHTPOIbOBAaHOMY OOCITiMXKeHHi 0yJI0 paHIoOMi30BaHO
175 nauienTiB (99 xnomniiB BikoBoi cTtazil I 3a TaHHepoM Ta cTapiiux i 76 miB4ar, y
SIKUX, IPUHAVMHI OOVH PiK OIPUCYTHIN MeHCTpyalbHUM IUKII) BikoM 10-17 pokiB
(cepenHin Bik- 14,1 pokKiB) 3 reTEPO3UTOTHOI CIMENHOO TillepXojIeCTePUHEMIE0
MPOTsATroM 24 TUXKHIB (OCHOBHE JIOCIIIXKEHHS) IIOM0 3aCTOCYBaHHSI CUMBAcCTaTUHY abo
mane6o. [ BKIIOYEeHHS Y OOCHiIXKeHHSI HeoOXigHUMHU OyJIU MOKA3HUK XOJIECTEPUHY
JITTHIIT 160-400 mr/mon (4,1-10,4 MMoOJIB/JI) Ta IOHAWMMEHIIIEe OOUH 3 0ATHKIB 3



noka3HuKoM xonectepuny JITTHII >189 mr/on (>4,9 mmonb/n). [lo3a cuMBacTaTUHY
ckinagana 10 mr 1 pa3 Ha 0o0Oy BBeuepi IpOTATroM mepuiux 8 TuxKHiB, 20 MT - IPOTSITOM
HaCTyIHUX 8 TUXKHIB, a 11oTiM - 40 mr. [lig yac 24-TUXKHEBOTO JOOAaTKOBOI'0O
OocIimkKeHHs: Opanu ydacTh 144 naiieHTu Ta oTpuMyBanu 40 Mr cuMBacTaTuHY abo
ranebo.

CuMBaCTaTHUH CyTTEBO 3HMKYBaB ITIOKa3HUKU 3arajlbHOTO XOJIECTEPUHY, XOJIE€CTEPUHY
JITTHII. TpurminepufAiB Ta anoainonpoTelny B. Pe3ynbraTu mocnigxkeHHS yepes 48
THU2KHIB IIOPIBHIOBAIMCS 3 pe3yJibTaTaMXd OCHOBHOI'O JOCIIiAKEHHSI.

Yepe3 24 TUXKHI TiKyBaHHS CEPefHiN OOCATHYTUU piBeHb XojecTtepuny JIITHII cknaB
124.9 mr/gn (3,2 mmons/n) (miama3on 64,0-289,0 mr/gmn; 1,7-7,5 MMOJb/i) B rpyIni
JIiKyBaHHs cuMBacTaTuHOM 40 Mr y nopiBHsHHI 3 207,8 Mmr/on (5,4 MMmonb/n) (giana3oH
128,0-334.0 mr/mon; 3,3-8.7 MMob/11) B rpyii maebo.

CuMBacCTaTUH 3HUXKYBaB CepefHi BUXIIHI MOKa3HUKU 3arajibHOI'O X0OJIECTEPUHY Ha
26.5 % (rnmane6o: 30inpimenss 1,6 %), xonectepuny JITTHII Ha 36.8 % (nnamebo:
30inbimenss 1,1 %), TpurmninepuniB Ha 7,9 % (mnanebo: 36inepienHs 3,2 %),
anosrinonpoTteiny B Ha 32,4 % (nnane6o: 0,5%) Ta migBUIllyBaB cepeaHi 3HaUEeHHSI
xosnectepuny JIIIBII Ha 8.3 % (mmaie6o: 3.6%).

Bes3neka Ta epeKTUBHICTh 03yBaHHs moHanm 40 Mr Ha go0y y AiTel Ta MiAJiTKiB 3
reTepo3uUroTHOI CIMEUHOIO TillepXx0JIeCTEPUHEMICIO HEe OOCIIiAXKYyBasacs.
IoBIOTpUBasia [id JIiKyBaHHS CUMBaCTaTUHOM Y OiT€U CTOCOBHO 3HUXKEHHS
3aXBOPIOBAHOCTI Ta CMEPTHOCTI B JOPOCJIOMY Billl He OOCIIigXKyBajiacsd.

®dapMaKOKiHeTHKA

Abcopbuisn

AnamnoriuHo go Mopmesi y cobak cuMBacTaTUH Ho0Ope BCMOKTYeThCA. OLiHIOBaacs
OOCTYyIIHiCTh MeTaboJtiTy L-654.969 B KpoBOOOITy micyist IIepopalbHOr0 3aCTOCYyBaHHS
cuMBacTaTUHY. Yepe3 BUpaxKeHU e(eKT MepPIIOoTro IPOXOAXKEeHHSA 3HaUeHHS
CTaHOBUJIO MeHIIIe 5 % 3acTocoBaHOl fo3u. Ilig Yac mpoBeaeHHS OOCIiAXKeHb III010
MMPONOPIIINHOCTI mo3u cTOoCcOoBHO mo3 5, 10. 20. 60, 90 Ta 120 Mr He 6yI0 BUSIBIIEHO
CYTT€EBUX BimxuseHsb Bifg niHitiHOCTI AL 'C iHri6iTopiB B KpoB0oOOiry. CymyTHi# mpuiiom
i He BriuBa€ Ha abcopOirito. PapMaKoKiHETUKA OJHOKPATHOI Ta 6araToKpaTHUX 03
CUMBACTaTUHY MPOAEMOHCTPYBasa, 110 He BigOyBa€eTbCSA HiTKOTO HAKONIUYEHHS
JIIKapChKOT0 3aco0y micis 6araToOKpaTHOTO 3aCTOCYBaHHS. B ycix ¢hapMakKOKiHETUYHUX
OOCITim»KeHHSIX MaKCUMaJIbHa KOHIeHTpallis iHribiTopiB B ma3Mi gocsiraaacs yepes
1,3-2.4 roguHU.

Po3noodina



CuMBacCTaTHUH IOTPAIIS€ B IEYiHKY - OCHOBHUY OpraH MOTro aKTUBHOCTI. EKBiBaIeHTU
Oif0Y0l PEYOBMHHU IIOTIM BUBOOSATLCS 3 2KOBYI0. CHMBAcTaTHH Ta ¥Moro MetadormiT L-
654.969 B ocHOBHOMY 3B'si3aHi 3 OinKamMu mna3mu moguiu (95 %). Tomy cucteMHa
OOCTYITHICTD [if040l PEYOBUHU HU3bBKA.

Memaboaizm

CumBacTaTuH MeTabonizyeTbcs 3a gonomoroio CYP3A4, ipoTte BiH He Mae€ iHTi6yro4oil
aktuBHOCTI oo CYP3A4. Tomy He ciig odikyBaTH, 110 Oyae 3[iiCHIOBATUCS BIIJIUB
Ha piBeHb B MJIa3Mi iHIIUX JTiKapChbKUX 3aco0iB, s1Ki MeTab0i3yI0ThCS 3a MOIIOMOT 00
CYP3A4. Cunsai iuriditopu CYP3A4 MoXyTh HiIBUIyBaTU PU3UK PO3BUTKY Miomartil
IIIJITXOM 3MEHIIIEHHS eJliMiHallil CHMBacTaTUHY.

CuMBaCTaTHUH € HEAKTUBHUM JIAKTOHOM, III0 JIETKO TiAPOJIi3yETHCS, IEPETBOPIOIOYUCH
in vivo go 6eTa-rimpokcukucnotu, L-654.969. notyxHoro iHriéiropy I'MI'-KoA-
penykrta3u. IurioyBanus 'MI'-KoA-penyKTa3u ¢ BUXiTHUM OYHKTOM [JIS IPOBEEHHS
(bapmMakoKiHETHYHHUX OOCHIOXKEeHb MeTaboIiTiB 6eTa-riTpOKCUKUCIOTH (AKTHUBHI
iHribiTopHu) Ta micnsg 37WiiCHEHOT0 OCHOBHOTO TiiPOJIi3y - aKTUBHUX Ta IIPUXOBaHUX
iHTiOiTOPiB (3aranbHi iHridiTopu). B nna3mMi KpoBi BUSBISIOTE OCHOBHI MeTabO0IiTH
cuMBacTaTuHy, L-654.969 Ta yoTHUpHU iHIINI aKTUBHI MeTabOJIiTHU.

BuseoeHHsA

ITig yac mpoBeaeHHS OOCIIOXKEHHS 040 PO3MOAiY i3 3aCTOCYBaHHAM CUMBaCTaTUHY,
MmigeHoro izoromnom I14C, 100 mr (20 MKKIOpi) IpuiMasnu y BUTJIAAL Kancyn (5><20
MT'), a IIOTiM BM3Ha4daJid pPiBeHb y KPOBi, cedi Ta ¢ekaniax. 13 % pamioaKTUBHOCTI
BUABJIANOCS B cedi. 60 % - y ¢pekaniax. BusiBneHa y ¢gekanisax KinbKiCTh BignoBimae
abcopOoBaHil PeYoOBHHI, 1110 BUAIISIETHCS 3 KOBYIO, a TAKOXK HeabcopOoBaHil
pedoBuHi. MeHIie HiX 0,5 % MPUUHSTOI I03U BUSBIISIIOCS B Cedi y BUTTISAOl iHTiGiTOpY
I'MTI'-KoA-penykTa3u. B nima3mi Kposi iHridiTopu BignoBimanu 14 % (akKTuUBHI
inridiTopu) ta 28 % (3aranbHi iHribiTOpH) 3araabHOl pagioaKTUBHOCTI. Ilicms
BHYTPIIITHbOBEHHO] iH’€KIIil MeTaboiTy 6eTa-rifpOKCUKHUCIIOTHU IIepiof Moro
HaliBBUBEOEHHS CTaHOBUTH Yy cepegHboMy 1,9 roguHu.

CumMBacTaTUHOBA KHMCJIOTa aKTUBHO 3aXOIMIIOETHCS TelaToLuTaMU 3a JOIOMOT 00
nepenocHuka OATP1B1.

dapmakokiHemukKa ocobausux 2pyn nauieHmias

Hupkosa HeOdocmamHicmb

ITig yac mpoBeneHHS OOCIIAXKEHHS YV Malli€HTIB 3 TSAXKKOI0 HUPKOBOI HEJOCTATHICTIO
(kmipeHc kpeaTuHiHy <30 MJI/XB) KOHIIEHTpAallisd 3arajJbHUX iHTiOITOPIB B Iy1a3Mi Imicns
pa30Boi m0o3u aHanoriuy"oro iHri6itopy I'MI'-KoA-penykTa3u Oyiia B IBa pa3u BUILOIO,



HiXK y 30pOBUX OOOPOBOJIBIIIB.
ITauieHmu AiMHBLO20 BIKY

PesynpTaTté papmMakOKiHETUYHOTO OOCIIAKEHHS y IMallieHTiB BikoM 70-78 poOKiB
IPOOEMOHCTPYBAJIH, 110 CEpPeaHii MOKa3HUK CUMBACTaTUHY B y1a3Mi Ha 45 % Buile,
HiXK y nanieHTiB BikoMm 18-30 pokiB.

Iimu
IHocsin 3acTocyBaHHA y giteu 0o 10 poKiB BiICyTHIA.
IToaimopgizm SLCOI1B1

Y HociiB anenst ¢.521T>C rerna SLCO1B1 cmocTepiraeTscst 3MeHIIIeHa aKTUBHICTh
6inka OATP1B1. Cepenus 6iomocTtynHicTh (AUC) rojioBHOTO aKTUBHOT'O MeTaboIIiTy -
CUMBACTaTUHOBOI KUCJIOTH - CTaHOBUTH 120 % y retepo3urotHux HociiB (CT) anens C
Ta 221 % y romo3uroTHux HociiB (CC) MOpPiBHAHO 3 MalliEHTaMM 3 HaUMIOIIUPEHIIINM
renotunioMm (TT). Anens C y eBpOIENCHKiN MOIIYyJIAIil 3yCTPidaeThCA 3 4acTOTO 18%.
Y narmienTiB 3 nonimop¢izmom reHa SLCO1B1 icHye pu3uK OigBUIEHOl €KCIIO3HUIIil
CUMBACTaTUHOBOI KUCJIOTH, III0 MOXKe 30i/bITyBaTH PU3UK PO3BUTKY PabooMioni3y
(muB. po3min «OcobMUBOCTI 3acTOCyBaHHS. MionaTisi/pabmomioni3»).

HOoKJTiHIYHI JaHl

['pyHTYIOUKCH Ha pe3ylabTaTax TPagUILIMHUX JOCHIIAXKEeHb Ha TBApUHAaX II0O0
(bapmMakoguHaMiK¥, TOKCUKOJIOTIl IPYU IOBTOPHOMY IIPHIOMi, TEHOTOKCHUYHOCTI Ta
KaHILIePOTeHHOCTI. y IMallleHTiB He CIIOCTepirajgucs iHIIi PU3UKU 3a BUHSATKOM THUX. AKIi
O4YiKyBaJIUCs Ha OCHOBI (papMaKOJIOTiYHUX MexaHi3MiB. [Ipu mepeHocuMiu
MaKCHMaJIbHil [03i y LIypiB Ta KPOJIiB CHMBaCTaTUH He IIPU3BOAUB OO aHOMaAJiu
PO3BUTKY IJIONY Ta He BIIJIMBAB Ha (GEPTUIIBHICTh, PO3MHOXKEHHS a00 HeOHaTaTbHUM
PO3BUTOK. [IpoTe CiIig JOTPUMyBaTHUCS PEKOMeHaallil, 3a3Ha4yeHuX B PO3Oii
«3acToCyBaHHA y nepiof BariTHOCTI abo rogyBaHHS I'PYATIO».

IToxa3zaHHSA

3HUKEHHS OiABUILEHOT 0 PiBHSA 3arajbHOr0 X0JIeCTepuHy, Xxonectepuny JITTHIII.
anoJinonpoTelny B i TpurninepugiB y mami€eHTiB 3 TEPBUHHOIO TilIepX0JIeCTEPUHEMIEIO,
3MimaHuMM (popMaMu rinepJinigemil Ta y Malli€HTIiB 3 TeTEPO3UTOTHOIO CiIMENHOIO
rinepxojieCTepUHEMIEIO, SIK OOIIOBHEHHS [0 AiCTH, KOJIM BIANOBIAb Ha OIE€TY Ta iHIII
HeMeOMKaMeHTO3Hi 3aco0u niKyBaHHS (Hampukiaaf, ¢Gi3uyHi BIpaBu Ta 3HUKEHHS
MacH Tijla) € HeJOCTaTHbhO e(heKTHUBHOIO.



CumMmBacTaTuH-TeBa MoKa3aHUHM TAaKOXK SIK JOIIOBHEHHS OO Oi€TH Ta iHIIUX HEeOlETUYHUX
3axomiB (Hampukiaan, adbepe3 JITTHII) o 3HUKEeHHS ITiABUINEHOT O PiBHS 3arajibHOTO
xonecTtepuny, xonectepuny JIITHII. anominonpoTelny B y naili€eHTiB 3 TOMO3UTOTHOIO
CiMEeMHOIO TilepXxoJIeCTEPUHEMIEI0. SKIO e(PeKTUBHICTh TAKUX 3aXOiB €
HeOoCTaTHHOIO.

CumMBacTaTHuH-TeBa MOKa3aHUH MMalliEHTaM 3 BUCOKUM PHU3UKOM PO3BUTKY ilIeMigHOI
XBOpoOU cepiis (3 rinepninimemMieio abo 6e3 rimepinigemii), Hanpukian, NalieHTaM 3
IIYKPOBUM Hia0eToM, CTaHOM ITiCJIs iIlIeMiYHOT O iHCYIbTY, iHIITUX 11ePeOdpPOBaCKYJISPHUX
3aXBOpPIOBaHb ab0 3aXBOPIOBaHb NepudepudyHux CyauH, abo mallieHTaM 3 iCHYI04 010
inmemMiuyHOI0 XBOP00O0oIo ceplisi. CUMBacTaTUH-TeBa IPU3BOOUTDL OO0 3HUKEHHS 3arajbHOlL
CMEPTHOCTI BHACJIIAOK 3HUKEHHS PU3UKY PO3BUTKY CEPLIEBO-CYAMHHOI CMEPTHOCTI,
CeplLEeBO-CYIUHHUX ITOAIM, 3HUKEHHS NOoTPeOu ¥ KOPOHapHil, HEKOPOHaPHIH.
nepudepuyHii peBacKyasapu3aliil Ta 3HUKEHHS PU3UKY rOCIIiTasi3allil yepes
CTEHOKapiro.

Heo0xigHO IPOBOOUTHU JTiKyBaHHS TaKWX BiIOMUX IIPUYHUH PO3BUTKY CEPIIEBO-CYIUHHOI
CMepPTHOCTi ab0 3aXBOPIOBAHOCTI, SIK apTepiajibHa rinepTeH3isa abo ykpoBuii miabeT, a
TAKO2K BIMMOBHUTHCS Bif IIAIiHHS.

CumMBacTaTuH-TeBa moKa3aHUM OJis HiOBUILleHHS PiBHS xoyecTtepuny JITIBII y
MaIli€HTIB 3 MOMIPHO HiABUIIEHUM PiBHEM 3arajibHOr0 XOIecTepuHy (5,5-8,0 MMob/m).

IIporunnoka3aHHs

linmepuyyTnuBiCTh IO CUMBacTaTUHY ab0 OyAb-IKO1 CKJIaZoOBOl Ipernapary.

3axBOpIOBaHHS MEYiHKY B aKTHUBHIM (a3i abo He3po3yMine Ta CTitiKe HigBUILIEHHS
PpiBHIB TpaHCcaMiHa3 CUPOBATKU KPOBI.

BariTHicTh Ta nmepion rogyBaHHS IPYAOI0 (OUB. PO3hin «3acTOCYBaHHS y IIepiof
BariTHOCTi abo rogyBaHHS TPYOOI0»).

CynyTHil ipuiiom noTyKHux iHriditopiB CYP3A4 (Hanpukiaf, iTpakKoHa3071,
KeTOKOHa30JI, IOCAaKOHAa30JI, BOPUKOHAa30J1, iuridiTopu BIJI-mpoTeaswu,
Oolenpesip. TelanpeBip, epUTPOMIIIUH, KITAPUTPOMIIINH, TeJTiITPOMIIIHNH,
Heda30m0H i IiKapceKi 3acobu, 1110 MicTATH KoOirucTaT) (QUB. PO3Oiau
«0OcobnmuBOCTi 3acTOoCyBaHHS. MiomnaTist/padbagomioni3d» Ta «B3aeMomis 3 iHIIIUMU
JIiIKapPChKUMHU 3aco0aMU Ta iHIIN BUOU B3a€EMOil»).

e CynyTHiN npuiioM reMdiOpo3uy, HUKIOCIOPUHY abo maHa30i1y (OUB. PO3Oinu
«Ocob6mmBOCTI 3acToCcyBaHHs. MionarTisi/pabgomionia» Ta «B3aeMmomist 3 iHIIUMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3AaEMOIiN»).

B3aeMogisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIIL BHIHM B3a€EMOIiH



IlekinbKa MexaHi3MiB MOXKYTb CIPUSATH NOTEHIIIMHIN B3aeMoii 3 iHribiTopamu I'MTI -
KoA- penykTasu. JIlikapchKi 3acobu abo mperapaTy POCIMHHOTO ITOXOOXKEeHHS, IKi
raabMyIOTh AesiKi minsaxu ¢depmenTiB (Hanpukian, CYP3A4) ta/abo TpaHcopTepa
(Hanpuknazn, OATP1B), MoXyTh 30iIbIINTA KOHIIEHTPALIil0 CHMBaCTaTUHY Ta
CMMBACTaTHHOBOI KUCJIOTH B IIJIa3Mi Ta IIPU3BECTHU [0 HiABUIIEHHS PU3UKY PO3BUTKY
Mionartii/pabmomiostizy.

38epHimubcsa 00 IHCMpPYKUii 0151 MeOu4YHO020 3aCMOCYB8AHHS HA 8Ci OOHOYACHO

sUKOpUCMOBYBAHI npenapamu 0151 OMpPUMAHHA 0o0amkos8oi iIHpopmauii npo ix

nomeHuilHy 83aemMo0il0 3 CUMBACMAMUHOM Mma/abo Mocausicmb 3MiH, AKi MOHCYMb

giobysamucs 3 gepmeHmamu abo mpaHcnopmepamu, ma MOMcAu8e Kopu2y8dHHs

003U Ma pexicumie 3aCmoCcy8aHHs.

ITpoTuIioKa3aHi JiKapceKi 3acobu

OmHOoYacHe 3aCTOCYBaHHSI HaBeOEeHUX HUXKYe JIiIKapChKUX 3aco0iB MPOTHUIIOKa3aHe.
ITomyoicHi iHeibimopu CYP3A4

CumMBacTaTuH MeTabomni3yeThcs 3a mornomoroio CYP3A4, mipoTe He Ma€ iHTiOyi04o01
akTuBHOCTI CYP3A4. ToMy He OUiKyIOTh, III0 CHMBaCTaTUH BIJINBaTUMeE I1a
KOHIIeHTpallil B IJTa3Mi iHIIUX mpernaparis, 1m0 MeTabos i 3yioTbcst 3a yuactio CYP3A4.
[ToTyxkHi inri6iTopu CYP3A4 MOXKyTh IIiABUIIYBATU PU3UK PO3BUTKY
MiomaTii/pabmomiosnidy IIISXoM 3MeHIIeHHs ejliMiHalii cumBacTtaTuny. OQHOYaCHUM
IIPUMOM 3 JIiIKapChKUMU 3aco0aMM, AKi YMHATH MOTYKHUM iHTiOyIOUNM BIJIMB Ha
CYP3A4 B TepalleBTUYHUX [03aX, IPOTUIIOKAa3aHUM (HampuKian. iTpaKoHa3017I,
KEeTOKOHAa30JI, I0CaKOHAa30JI, BOPUKOHAa30JI, EPUTPOMILIVH, KIIaPUTPOMIIIUH,
TeniTpoMminuH. iHridiTopu BIJI-mpoTea3u, 6olenpeBip. Tenanpesip, Heda30moH abo
JIiIKapChKi 3aco0u, 110 MiCTATh KoOiucTaT) (OuB. po3minu «IIpoTUnoka3aHHs»,
«0OcobnmuBOCTi 3acTOoCcyBaHHsA. MiomaTist/padgomioni3d», «PapMaKOKiHETHUKA»).

IocnigKeHHs B3a€MO[il IPOBOAUIIUCE TiIbKU 3@ y4acCTIO JOPOC/IUX.

I'em@iOpo3uI. IUKIIOCIIOPHUH ab0 JaHa30J: AUB. POo3inu «ITpoTHUIIOKAa3aHHS»,
«0OcobnuBOCTi 3acTocyBaHHA. MiomaTisg/pabgomioni3», «PapMaKOKiHETHUKA».

dapmakoKiHemuyHa 83aemooin

PekomeHpaliil 110m0 ogHOYACHOTO ITPU3HAaYEeHHS JTiIKapChKUX 3aco00iB, 1110 B3aEMOIIIOTh
3 CUMBaCTaTHUHOM, y3arajbHeHO B TaOnuIli HuXK4e (guB. po3ninu «Crocid
3acTOCyBaHHS Ta mo3u», «IIpoTturnokalanHsa», «OCOOIUBOCTI 3aCTOCYBaHHS»).

B3aemo0disa 3 iHWUMU AiKAPCbKUMU 3acobamu, w,0 dcouitoemsbcs 3 ni08UW,EHUM
pu3ukom po3gumky mionamii/paboomionizy



IIpenmapar B3aemMomii

PekoMeHgaril 1moao Npu3HaYeHHSI

[TotyxkHi inribiTopu CYP3A4,
HaNpUKJIan: iTpaKoOHAa3011,

KETOKOHAa30J1I, I0CaKOHa3017I,
BOPHUKOHA30JI, EPUTPOMILIVH,

KJIAPUTPOMILIUH, TEJIITPOMILIUH.

iaridbiTopu BlJI-mpoTea3u.
OolienpeBip. Tenampesip,
Heda3o0moH. KoOiucTar,
LIMKJIOCIIOPUH, JaHa30JI,
reMm@piopo3un

OpgHOUYacHe 3aCTOCYBaHHSA 13 CUMBAaCTaTUHOM
MIPOTUIIOKa3aHe

[u11i pibpatu
Bepanawmin

IunriazemMm

He nepesumtyBatu mo3y 10 Mr cuMBacTaTUHY Ha O00y

Oy3uanMHOBa KUCJIOTA

He PEKOMEHOYETHCA OJIA 3aCTOCYBaHHA 3
CHUMBaAaCTaTHHOM

EnGacaip

['pa3omnpesip

He PEKOMEHOYETHCA OJIA 3aCTOCYBaHHA 3
CHUMBaAaCTaTHHOM

Hiamux (>1 r/mo06y)

He pekoMeHOyeThCA IIpU3HaAYaTyU pa3oM i3
CUMBACTATHHOM IIallieHTaM-a3iaTaM

AmMiogapoH

He nepesumiyBatu m1o3y 20 M cMMBacTaTUHY Ha O00y
AMIIoguIiH

Y nmani€eHTiB 3 TOMO3UTOTHOIO CIMEWHOO
JlomiTarmiz rimepxoJjieCTepUHEMIE0 J03a CUMBaACTaTUHY He

TOBHHHA IepeBuiryBatu 40 Mr Ha go0Oy

['peuitndpyToBUl CiK

[Tig yac niKyBaHHSA CUMBaCTaTUHOM YHUKATU

B2XKMBAHHS I'PeUun(pPyTOBOTO COKY

B3aemogqil 3 iHIMUMHU JTiKapChKUMHU 3aco0aMu

[umri ¢pibpaTu: npu 3actocyBaHHI reMpidpo3uny (gus. po3nin «IIpoTunokaszaHHs») Ta
iHmmx ¢idpaTiB MigBUIYETHCA PU3UK PO3BUTKY MiomarTii. [Tpuiiom mux

JIITiA03HUAKYBaIbHUX JIIKAPChKUX 3aC00iB OKPEMO TAKO0XK MOIKE CIIPUUYUHATH

miomnariro. IIpu omHOYacHOMY npuiioMi cuMBacTaTuHY Ta peHodiOpaTy HEMAE




MigTBEPAXKEHDb TOTO, II0 PU3UK MiomaTil IepeBUIIlye CYMy iHONBIOyaTbHUX PU3UKIB
KOXXHOTO0 npernaparty (ouB. po3ninu «IIpoTunoka3saHHs». «OCOOGIMBOCTI 3aCTOCYBaHHS.
Miomnartist/pabmomioniz»).

CucteMHi mpenapaTtu Qy3uaUHOBOI KUCJIOTH: ITOBITOMJISIIIOCS PO pabaomiosni3
(BKJIIOUAIO4YU OeKilbKa JieTaJIbHUX BUIIAAKIB) y Halli€eHTiB, K1 OTpUMYyBajil CUCTEMHI
mpemnapaTty Gy3UOUHOBOI KMCIOTH B KOMOiHAIll 3i cTaTUHAMM, BKIIOYAOYU
cuMBacTaTUH (OuB. po3nin «Ocob6IMBOCTI 3aCTOCYBaHHS»). MexaHi3M I1i€el B3aeMopmil
HeBimoMuii. JIiKkyBaHHSI CUMBACTaTUHOM CJIifl MPUIIMHUTH Ha YaCc HeoOXimHOoTOo
CHUCTEMHOTO JIiKyBaHHSA Qy3UOUHOBOIO KHCJIOTOK. Tepamnito CHkMBaCTaTUHOM MOXKHa
BiIHOBUTHU 4Yepe3 CiM [HIB ITiCJIg IPUMOMY OCTaHHBOI J03U (Py3UAUHOBOI KUCJIOTH.

AmiodapoH

Pu3uk po3BUTKY MionaTii/pabmomMiosni3y migBUIITy€EThCSA TPU OOHOYACHOMY IpUMoMi
aMiomapoHy 3 CUMBACTaTHUHOM (OUB. PO3[in

«Ocob6IMBOCTI 3aCTOCYBaHHS»). Y XOfi KJIIHIYHOTO HOCHiAXKEeHHS y 6% IallieHTiB, gKi
npurManu cumBacTtaTu 80 MI Ta aMiogapoH, IIOBIHOMIISAIOCS PO Miomnartiio. ToMmy
I03a CUMBaCTaTUHY He ITOBHMHHA nepesBuinlyBatu 20 Mr Ha Ao0y 014 Malli€HTIB, IKi
MMpUUMAaIlOTh liel ImpernapaT B KoMOiHaIlil 3 amiogapoHoOM.

baokamopu Kaavuiesux kaHamia
Bepanamin

Pu3uk po3BUTKy Mionartii Ta pabmoMiosi3y migBULIIYETHCS IPU OOHOYACHOMY ITPUMOMI
Beparmnaminy 3 cuMmBacTaTuHoMm 40 Mmr a6o 80 mr (guB. po3min «OcoOmuBOCTI
3aCTOCyBaHHS»).

Y xoni dapMakOKiHETMYHOTO OOCTIAXKEHHS OOHOYACHUY ITPUMOM 3 BepallaMijioM
MMPU3BIB 10 2,3-KpaTHOTO 30i/IbIIIeHHST €KCIO3UIlil CHMBAaCTAaTHUHOBO1 KHUCJIOTH,
HacaMmIepen, 4aCTKOBO uepe3 npurhidyenusas CYP3A4. Tomy mo3a cuMBacTaTUHY He
IMOBUHHA NepeBuinlyBatu 10 Mr Ha goOy O/ IMalli€eHTiB, SKi IpUKUMAalOTh 1Ie¥ Impenapar
B KoMOiHalIil 3 BepamaMinom.

Hunamiazem

Pu3uk po3BUTKY MionarTii Ta pabaoMi3ony migBUIIYETHCS IIPHU OOHOYACHOMY IIpUMOMi
ounTiazeMy 3 cuMBacTaTuHoM 80 Mr (guB. po3min "OcobmuBocCTi 3acTocyBaHHS"). ¥
xo[i papMaKOKiHETUYHOTO OOCIIAXKEHHS OOJHOYAaCHUY ITPUKOM 3 OUJITia3eMOM IIPU3BiB
oo 2,7-KpaTHOro 30iJbIIIeHHST eKCIIO3UIlil CHMBAaCTAaTUHOBOI KMCJIOTH, HacaMIIepe],
4acTKOBO 4Yeped npurHidenusa CYP3A4. Tomy go3a cuMBaCTaTUHY He IOBUHHA
nepesuiryBatu 10 Mr Ha goOy AJid Malli€EHTIB, AKi IPUUMAalOTh 1€y mpenapar B



KoMOiHaIlil 3 gujaTiazeMoM.
AMa00uniH

[TamienTH, K1 IPpUUMalOTh aMJIOOUIIIH OODHOYACHO 3 cuMBacTaTuHoM 80 MI. MalOTh
MMigBUIIEHUN PU3UK PO3BUTKY MionaTil. PU3KWK pO3BUTKY MioIaTil y MMalli€HTiB, 110
NpUr¥MalIid CUMBacTaTUH y 0031 Huxk4e 40 MrI, He IMigBUIIYBaBCS Yepe3 OOHOYaCHUU
MIPUMOM 3 aMJIOOUITIHOM. Y xofi papMaKOKiHETMYHOTO OOCTIAXKEHHS OOHOYAaCHUM
MIPUNOM 3 aMJIOOUIIiHOM ITPU3BiB 10 1,6- KpaTHOTO 30iIbINIEHHST €KCIIO3UIIil
CHMBaCTaAaTHHOBOI KHCJIOTH. TOMYy [03a CUMBaCTaTHHY He IIOBUHHA ITepeBulllyBatu 20
MT Ha HoOy OJs IallieHTiB, sIKi IpUUMalOTh 1iel IIpenapaT B KoMOiHallil 3
AMJIOOUIIIHOM.

Jlomimanio

Pu3uk po3BUTKY MionarTii Ta pabaoMioni3y DigBUIIYETHCS IIPU OGHOYACHOMY
3aCTOCyBaHHI i3 joMiTamigoM (OUB. PO3OiNM

«Cmocib 3acTocyBaHHSA Ta #03u», «OCOOIMBOCTI 3aCTOCyBaHHS.
MiomnarTisi/pabmomiortiz»).

ITomipHi iHei6imopu CYP3A4

[TamieHTH, sIKi MpUMalOTh iHIIi JTiKapchKi 3acobu, 1110 MaloTh TOMipHUM iHTiOyI0Uni
BriuB Ha CYP3A4, ogHOYaCcHO 3 CUMBACTaTUHOM, OCOOIMBO 3 BUIIUMU [03aMH
CUMBACTATHUHY, MAlOTh HMiIBUINIEHUN PU3UK MMOSIBU MionaTii (DuB. po3min «OcobmuBOCTI
3acTocyBaHHs. MionarTisi/pabmomioni3»).

IH2ibimopu b6inka-nepeHocHuka OATP1B1

CuMBacTaTHHOBa KHCJIOTa € cyOcTpaToM Oinka-nepeHocHuka OATP1B1. OgHo4acHe
3aCTOCYBaHHS NiKapCchbKuX 3aco0iB, sKi € iHridiTopamu Ginka-nmepeHocHauka OATP1B1
(HampuKIiaI, HUKJIOCIIOPUH), MOXKe ITPU3BOOUTHU [0 30iIbIITeHHST KOHIIEHTPAIlil
CHMBaCTaAaTHHOBOI KHCJIOTH Yy IIJIa3Mi KPOBi Ta A0 MiABUILEHHS PU3UKY PO3BUTKY
MiomnarTii Ta pabmomioni3y (muB. «IIpoTurnokaldaHHsa», «OCoOIUBOCTI 3aCTOCYBaHHS.
MiomnarTisi/pabmomiotiz»).

IH2i6imopu 6inka pe3ucmeHmHocmi paky MmoaouyHoi 3an03u (BCRP)

CuMBacTaTHUH € cy0cTpaToM edIIIOKCHOTO ITepeHOCHUKa Oijlka pe3uCTEeHTHOCTI paKy
MoJ10uHOi1 3a503u (BCRP). OmHo4yacHe 3aCTOCYBaHHS 3 JIIKapChbKUMHU 3aco0aMH, III0 €
iaridiTopamu BCRP (Hanpukiaf, endacBip Ta rpa30onpeBip) MozxKe IIPUBECTH [0
MMigBUIIEHHS KOHIIEHTpPallil CHMBaCTaTUHY B IIJIa3Mi Ta IMiABUILEHHS PU3UKY PO3BUTKY
mionaTii. ToMy He peKOMeHAY€EThCS OOHOYAaCHEe 3aCTOCYyBaHHSI CUMBACTaTHUHY 3
nmpenapaTaMu, II0 MiCTSATh efibacBip abo rpa3onpeBip (aAuB. po3ginu «Craocid



3aCTOCYBaHHS Ta mo3u», «OcobIMBOCTI 3acTocyBaHHsI. MiomnaTisi/pabmomMiosnniz»).
HiauuH (HikomuHoB8a Kucsioma)

PigkicHi Bumagku po3BUTKY MioImaTil/paboomMiosnidy acollitoBaaucs 3 OOHOYACHUM
MIPUIOMOM CHUMBAaCTATUHY 3 ninigomMoaudikyiouumu go3amu (>1 r/go0y) HialluHy
(HiKOTHHOBOI KHMCIOTH). Y X0/i hapMaKOKiHETUYHOTO OOCIIiIXKEeHHSs OJHOYaCHUM
IPUIOM OOHOKPATHO 2 T HIKOTUHOBOI KMCJIOTH IIPOJIOHTOBAHOI Ail 3 20 Mr
CUMBaCTaTUHY IIPU3BIB 00 noMipHOro nigsuitieHHss AUC cuMBacTaTUHY Ta
CHMBaCTaAaTHHOBOI KHCJIOTH Ta KOHIIeHTpaliin Cmax CUMBaCTaTUHOBOI KHCJIOTH B
maa3mi (ouB. po3min «Oco6muBOCTI 3acTocyBaHHA. MiomaTiss/pabmomMiotiz»).

KoaxiuuH

Y nmailieHTiB 3 HUPKOBOIO HEOOCTATHICTIO MOBiHOMIISIIIOCS PO MiomaTito Ta pabmomiortis
IIpYU OOHOYACHOMY IIPUMOMI KOJIXIIIMHY Ta CUMBAacTaTUHY. PEKOMEHIYEThCS peTeIbHUN
MOHITOPUHT TAlli€HTIB, AKi IPUUMAaIOTh 110 KOMOiHallio.

I'petinppymosuti cik

['perinippyTOBUM CiK IPUTHIYYE aKTUBHICTE uTOoXpoMy P450 3A4. OgHo4acHe
BXKMBaHHS BEJIMKUX KiTbKOCTEU rpeundpyToBOoro coky (rmoHazn 1 i1 Ha goOy) i
CUMBACTaTUHY BUKIUKAJIO CEMUKpaTHe 30iJIbIlIeHHST aKTUBHOCTI ITpenapary.
BxkuBauusa 240 M rpeundpyTOBOrO COKY 3paHKy Ta IPHUMOM CUMBAaCTaTUHY BBedepi
TaKOXK IPU3BOOUIM O0 30inbiieHHs Aii B 1.9 pa3a. Tomy mig yac jikyBaHHS
CUMBACTaTUHOM CJIi[l YHUKATU BXKUBaHHS I'PEUNPPYTOBOTO COKY.

ITepopasavHi aHmukoazyasaHmu

Y mBOX KJIiHIYHUX OOCITIOXKEHHSIX, B OODHOMY 3 SIKUX Opajii y4acTh 300POBi
noOpOBOJIBIlL, @ B iHIIIOMY - XBOPi 3 rimepxoyecTepuHeMi€lo, CMMBacTaTUH y mo3ax 20-
40 mr/goOy nmoMipHO 306inbiryBaB eeKT KyMapUHOBUX aHTUKOATyISTHTIB.
[TpoTpomMOiHOBUY Yac. IKUM BU3HAYAIM K MiXKHapoaHe HOopMaJlli3oBaHe
craiBBigHOmeHHA (MHC), 3pocTaB 3 mo4yaTKOBOro 3HadYeHHsA 1.7 00 1.8i32,6 034y
3[0POBUX JOOPOBOBIIB Ta XBOPUX BIAMOBIAHO. ¥ OyKe pPigKicCHUX BUMIagKax
MIOBIIOMJISATIOCS PO mifgBuInieHi noka3Huuky MHC. Tomy y XBOpUX, Kl JIIKYIOTHCS
KyMapHUHOBUMHU aHTUKOATYJISHTAMHU, CJIi IepeBipsaTU NpoTPOMOiHOBUY Yac mepeq
IMOYaTKOM Teparii cMMBaCTaTUHOM Ta IIOTIM JOCUTH YacTo, 1100 YIIEBHUTUCH ¥
BiZICYTHOCTi 3HauyIol 3MiHM IpoTpoMOiHOBOTO Yacy. I[licinsa mocssrHeHHs cTtabimizarril
IMOKa3HUKIB MPOTPOMOIiHOBUYM YaC MOXKHa EPEBIipATU Yyepe3 iHTepBaau 4acy, SKi
3a3BUYal PEeKOMEHOYIThCS AJIsI XBOPHUX, 110 JIIKYIOTHCS KyMapuHOBUMU
aHTUKOaryassHTaMu. [Ipu 3MiHi Jo3u abo Ipu BiAMiHi CHMBacTaTUHY HEOOXimHO
OOTPUMYyBaTHCS Ti€el caMol mmpoienypu. [1ig wac Teparlril cCMkMBacTaTUHOM Y ITAIli€HTIB,
sIKi He IMTPUNMalOTh aHTUKOATYJISHTH, HE CIIOCTepiramocss KpoBoTed abo 3MiHM



poTpoMOiHOBOTO Hacy.
Ju2o0KcuH

OmHO4YacHUY MPUNOM CUMBACTaTUHY Ta OJUTOKCUHY Y 3TOPOBUX AOOPOBOJIBIIIB
NPU3BOAUB OO0 HE3HAYHOIO IMiABUIIEHHS PiBHA OUTOKCHUHY (MeHIIe Hix 0.3 HI/MII,
BHMIipSIHUX 3a JOIIOMOTO0I0 PafdioiMyHOJIOTiYHOTO aHaJli3y), B IPyIIi MpuiioMy Iaiebo
Ta JUTOKCUHY 1IbOTO He CIIOCTepiraaocs.

O0HouyacHe 3acmocyB8aHHs 3 IHWUMU AIKapcbKuMu 3acobamu

ITig yac mpoBeaeHHS KIIIHIYHUX OOCIIIAXKEeHb IIPUHMOM CUMBACTUTUHY pa3oM 3
inridiTopamu AII®, 6eTa-6/10KaTOpaMu, AiypeTUKaMHU Ta HECTEPOIOHUMU
IMpoTH3analbHUMHU IIpelapaTaMu 3[iMiCHIOBaABCSA 0e3 03HaK KIIIHIYHO 3HAYYIINX
HeraTUBHUX B3a€EMOIN.

ITponpaHosaon

Y 3mopoBux JOOPOBOJIBIIB HE CIIOCTEPIramocs KiliHiYHO 3HauyIol dapMaKOKiHETUYHOI
abo dapmakoguHaAMiYHOI B3aEMOIil ITiC/IsT OMHOYACHOTO ITPUMNOMY PAa30BUX 103
CUMBACTaTHUHY Ta IPOIIPAHOJIONY.

Oco00/1UBOCTi 3aCTOCYBaHHSA

Mionamis/pabdomioni3

CuMBacTaTuH, §K i inmri inriéitopu 'MI'-KoA-pegykTa3u. iHO[I MOXKe CIPUYUHSATH
MioTaTiio, 110 IPOSIBIISIETHCSA Y BUTISAAL M'I30BOr0 0010, C1abKOCTi Ta XBOPOOJIUBOCTI,
a TaKOXK CYIIPOBOMXKYETHCSA 3HAYHUM 3POCTaHHSIM aKTUBHOCTI KpeaTuHKiHa3u (KK).
6inbir HiK y 10 pa3iB Bullle BepxHbol Mexki HopMmu (BMH). Mionartis iHoni HaOyBae
dbopmu pabmomionizy, 3 abo 6e3 rocTpoi HUPKOBOI HEOJOCTATHOCTi, 3yMOBJIEHOI
Miorno0iHypi€lo; pigKO MOBigOMJISANIN IIPO JieTalibHi BUMTagKu. PU3KUK PO3BUTKY MionaTii
30iIbIIYETHCSA BHACIITOK BUCOKOI iHTiIOyI040l akTUBHOCTI 1momo 'MI'-KoA-pegykTasu B
IJ1a3Mi KpoBi (TOOTO MpH IIiOBUIIEHIM KOHIIEHTPAllil CMMBaCTaTUHY Ta
CUMBACTaTUHOBOI KUCJIOTH), III0 YaCTKOBO MOKe OyTH ITOB's3aHe i3 B3aEMOIEIO 3
JIIKapChbKUMHU 3aco0aMH, sSIKi MepenkoaKaoTh 0OMiHy pedoBUH Ta/ab0 TPAHCIOPTY
CUMBACTATUHY (OUB. PO3[in «B3aemMomist 3 iHIMIMMU JTiIKapCbKUMU 3aco0aMu Ta iHIIi
BUOU B3AEMOIIN»).

JIikapi MoBUHHI OTPUMYyBaTHCS 00€PEKHOCTI IPHU ITPU3HAUYEHHI CTAaTUHIB MallieHTaM
3i cripusATIUBUMU (paKTOpaMu PO3BUTKY pabmoMmioni3y. 1o modaTKy JTiKyBaHHS
CTaTUHaMU PiBEHb KpeaTUHKIHA3Y CJIi[ BUMIPATUA B TAKUX CUTyallidgX:

e IOPYyLIEHHS (QYHKIIil HUPOK;



e HEKOHTPOJIbOBAHUY T'ilIOTUPEO3;

e HasSIBHICTBH B 0ocoOucTOMy ab0 ciMelfHOMY aHaMHe3i CIaJKOBUX IOPYIIEHb 3 OOKY
M's131B;

e HASIBHICTh B aHaMHe3i M’'s130BO1 TOKCUYHOCTIi, CHPUYMHEHOI CTaTUHOM abo0
didbpaTom;

e 3JIOBXKMBAHHS aJIKOTOJIEM;

e JIiTHIN BiK (BiK >65 pOKiB) (1ie ciif BpaxOByBaTH 3a HAasIBHOCTI iHIIINX
CIIPUSTINBUX (PAKTOPiB PO3BUTKY pabmoMionisy);

e XIHOYa CTaThb.

Y Takux CUTyallisiX PU3UK JIiKyBaHHS CIIiJl PO3TIsAAaTA BiTHOCHO MOXKJIMBOI KOPUCTI, a
TaKOXK PEKOMEHOYEThCA KIIIHIYHUU MOHITOPUHT.

[Tpu 3HAaYHOMY BUXigHOMY ITiIBUINIEHHI PiBHIB KpeaTuHKiHa3u (Oinbile HiXK y 5 pasis
Buinle BMH) nikyBaHHS He CJIil PO3IIOYMHATH.

Ycix nauienmis, iu0 noyuHarOMbv mepanio CuM8AaCMAMUHOM. d MAKOMC nayieHmis,
AKUM HeobxiOHo 36iavwiumu 003y cumMeacmamuHy, nompibHo nonepedumu NpPoO pPu3uk
BUHUKHEHHs1 mionamii ma HeobxiOHicmb HeaaliH020 38epPHEeHHs1 00 AiKaps y pasi
BUHUKHEHH s 6y0b-AKUX 03HAK HEesICHO20 Xxapakmepy, Hanpukaao, M 51308020 6010,
xeopobausocmi y M s13ax abo m 30801 caabkocmi. JIiKy8aHHA cCuM8ACMAamMuHOM
Heobxi0OHO Hez2allHO NnpunuHumu, AKW,0 diazHocmosaHo mMionamito abo icHye nido3pa
w,000 i1 BUuHUKHeHHA. 111 cumnitoMu i 3Ha4eHHs >10 BMH Bka3yioTes Ha MionarTiio. Y
pa3i HeraHOTO IIPUITMHEHHS TiKyBaHHS CUMITOMH, III0 BUHUKAJIM y M'si3aX, Ta
3HAYEeHHS PiBHSA KpeaTHWHKiHa3U y OiJIbIIOCTI BUMIAOKiIiB € 00OPOTHUMU (OUB. PO3Mia
«IToGiuHi peaxkIii»).

PekoMeHOoBaHO nepiogvyHe BU3HAYEHHS PiBHSA KpeaTUHKIHA3U Y HAlli€HTIB, 110
IMOYMHAIOTH Tepamnilo CMMBACTaTUHOM, ab0 y IallieHTiB, SKUM HeOoOXimHO 30imbIIUTH
no3y cuMBacTaTuHy. OgHaK HeMa€e OOCTOBIPHUX OaHUX IIPO Te, IO TaAKUM YHUHOM
MO2KHa 3aro0irTy po3BUTKY Miomnartii. [IepioguyHe BU3HaYeHHS PiBHSA KpeaTUHKiIHaA3HU
PEKOMEHOYETHCS y Malli€eHTiB i3 30inbieHHsIM go3u mo 80 mr. [IpoTe JOCTOBIpPHO
HEeBigOMO, Y¥ MOXKHAa 3amno0irT¥ PO3BUTKY MioIaTil TAKUM YHUHOM.

PiBenb KpeaTuHKiHa3u He CJIif BUMipIOBaTH ITicis pi3MYHOT0 HaBaHTaxKeHHS abo 3a
HasIBHOCTi OyIOb-IKO1 MMOBIpHOI aJIbTePHATUBHOI MPUYUHU HiTBUIIIEHHS
KpeaTVHKIHA3¥, OCKUIBKY Iie YCKIIaOHIOE TIIyMadYeHHA HassBHUX Pe3yIbTaTiB
BUMipioBaHHSA. [Ipy 3HaYHOMY ITiABUILIEHHI PiBHA KpeaTWHKiIHA31 Ha Mo4YaTKy (Oinbliie
HiXK y 5 pa3siB Buiie BMH) ciiig IOBTOPUTY BUMIpIOBAaHHSA Yyepe3 5-7 OHIB A1
ninTBepOXKEeHHs pe3yJibTaTiB.

[Tpu BUHUKHEHHI 60510, c1abKocTi abo cra3MiB y M'si3ax I yac IpUMoMY IalliEHTOM
CTaTUHY, CJIi BUMIPATU PiBHI KpeaTUHKIHA3U. Y pa3i 3HAYHOI'O IIiABUIIEHHS LIUX



MMOKa3HUKiB (Oinblle HiXK y 5 pasiB Bullle BepXHbOI MeKi HOPMHU) JIiIKyBaHHS CIIif
IIPUIIVHUTH.

AxKIo cuMnToMu 3 60Ky M’5I3iB € TIXKKHUMHU Ta BUKJIMKAIOTh IIIOJEeHHUN OUCKOMPOPT,
HaBITh SAKINO PiBHI KpeaTUHKIHA3U [IePEeBUIeH] MEHIIIEe HiXK y 5 pa3iB IIOHA BEPXHIO
MeXKy HOPMH, TO CJIiZl PO3TISHYTH HEOOXiTHICTh IPUIIMHEHHS JTIKyBaHHS.

AKITO CUMIITOMY 3HUKJIM Ta PiBHI KpeaTHHKiIHA3U HOpPMaJli3yBajlucs, CIIif PO3iNaHyTH
MIPOMOBXKEHHS JIIKyBaHHS i3 3aCTOCYyBaHHSIM TOT'O CAaMOI'0 CTaTUHY abo JIiKyBaHHA i3
3aCTOCYBaHHSM aJIbTEPHATUBHOI'O CTaTUHY y MiHIMaJIbHIN 031 Ta IIiJl peTeJIbHUM
KOHTPOJIEM.

Y GinbIIOCTi MAIli€HTIB, y IKUX i 4ac JIiKyBaHHS CUMBACTaTUHOM PO3BUHYBCS
pabmomiorni3, B aHaMHe3i Oy/Iu yCKIagHI0I049i 00CTaBUHH, BK/IIOUYal0Ud HUPKOBY
HEeOoCTaTHICTh, Yy 6araTboxX BUIIagKaX BHACIiOK HAasIBHOCTI I[yKPOBOTO fiabeTy
BIIPOIOBXK TPUBAJIOro Yacy. Taki maimieHTu noTpeOyioTh 6ilbIll PETEeTbHOT0 KOHTPOJIIO.
JIiKkyBaHHSI CHMBaCTaTUHOM HeEOOXiIHO TUMYacOBO IIPUIIMHUTH 3a JeKijibKa OHIB OO
IIPOBEIEHHS BEJIMKOTO XipyprigyHOro BTpy4YaHHS, a TAaKOX y pa3i BUHUKHEHHS I'OCTPOI1
MeOu4HOol abo XipypriuHol maToorii.

Sk iy pasi 3acmocysaHHsa iHWuUX iH2ibimopie ' MI-KoA-pedyKkmasu, pu3uk po3eumky
Mionamii/paboomioni3y 3asexcums 8i0 0o3u npenapamy. 3rigHo 3 6a3010 JaHUX
KJTIHIYHUX JOCIHiaXKeHb, B IKY O0yn10 BKI0oYeHo 41413 nauieHTiB, 10 OTpUMyBaIu
cuMBacTaTuH. 24747 (mpubnusuo 60 %) 3 AKux Opayu y4acTh y OOCITiAKEHHSIX 3
MeiaHOIO0 CIIOCTEpEeKEeHHS MOHarMeHIIe 4 POKH, 4aCTOTa BUHUKHEHHS BUIIAAKIB
miomnarTii craHoBuiaa npudnu3uo 0,03 %, 0,08 % ta 0.61 % npu 3acTtocyBaHHi 103 20
Mr/oo0y, 40 mr/oo6y Ta 80 Mr/mo0y BigmoBimHO. Y x0[i IUX DOCIiaXKeHb ITPOBOAUBCS
peTenbHUN MOHITOPUHI CTaHYy Malli€HTIB Ta BUKJIIOYAJIOCSA 3aCTOCYBaHHS OESIKUX
JIiIKapChbKUX 3ac00iB, sIKi MOTJIM BCTyIIaTH Y B3AEMOZIIO 3 JOCIIiAXKYyBaHUM IIperapaToM.

3a mJaHMMHU KIJTiHI9YHOTO AOCHIAXKEeHHs, B AKOMY Ialli€eHTH 3 iHpapKTOM MioKapaa B
aHaMHe3i 3aCTOCOByBaJil CUMBAacTaTUH y 103i 80 Mr/mo0y (cepenHiii mepion
CIIOCTEPEXKEHHS CTaHOBUB 6,7 POKY), 4aCTOTa BUHMKHEHHS BUNIaOKiB MiomnarTil
ctaHoBuna npubnusno 1,0 % nmopiBHsiHO 3 0,02 % y malieHTiB, AKi 3aCTOCOBYBaJu
cuMBacTaTUH y 0o3i 20 mr/mo6y. [Tpubnu3HO NoJI0BMHA 3 IUX BUIIAAKiB MiomaTil Masa
MiCIie IIPOTATOM IIEePIIOTr0o POKY JIiKyBaHHs. KOXKHOI0O HACTYIIHOI'O POKY JIiIKyBaHHSA
4acCcTOoTa BUHMKHEHHS BUNAJKiB MionarTil cranoBuna B cepenubomy 0,1 %.

Pu3uk nmosiBu Mmionartii OibIINY y MAIiEHTIB, SKi mpuiiMaloTh 80 M CHMBacTaTUHY,
MMOPiBHAHO 3 TAaKKUM Y ITAIli€HTIB, IKi OTPUMYIOTh iHIIII OCHOBaHi Ha CTaTHHI Teparmil 3
nmogibHoi0 e(EeKTUBHICTIO OO0 3HUXKEHHS xonectepuny JIITHII. Tomy nipenapat y
no3i 80 Mr moTpiOHO 3aCTOCOBYBATH TiJIbKM Y TUX MAL€HTIB, SKi IPOTATOM TPHUBAJIOTO
Yacy npuiiMaioTh mo3y 80 Mr cuMBacTaTUHY 0e3 03HaK M’'sI30BOl TOKCUYHOCTI. [



Mali€HTiB, SKi MpuiMaTh cuMBacTaTUH 80 MT i IKUM HeoOXimHO OMHOYACHO
3aCTOCOBYBATH JIiKapChbKUM 3aciO, 1110 MOKe MOTEHIINHO B3a€EMOIiSITH, CIIif
3aCTOCOBYBaTH aJlbTEPHATUBHUU OCHOBAHUM Ha CTAaTUHI PeXUM 3 MEHIIIUM
IIOTEeHIliaJIOM B3a€EMO/I] 3 iHIMMMHU JTiIKapChbKUMM 3acobamMu (auB. po3mainu «Criocid
3acTocyBaHHA Ta go3u. CynyTHs Tepanisa», «I[IpoTuriokasaHHSI»).

3a maHUMH KJIIHIYHOTO OOCJIAXKEeHHS, B IKOMY MalliEHTU 3 BUCOKUM PU3UKOM CEPIIEBO-
CYOUHHUX 3aXBOPIOBAaHb OTPUMYBAJIU CUMBAcCTaTUH y 0o3i 40 mr/moby (MemiaHa
IIepiogy CIOCTepexKeHHs CTaHOBUJIa 3.9 POKy), 4aCcTOTa PO3BUTKY MiomaTil CTaHOBHUIIA
npubnusxo 0,05 % cepeq nalieHTiB HEKMTAaWChKOTO MOXOMXKeHHS (M=7367) y
nopiBHAHHI i3 0.24 % y namieHTiB KUTaluChbKOro noxoaKeHHA (m1=5468). He3Baxawuu
Ha Te, 110 y UbOMY KJIIHIYHOMY OOCIIiXKEHH] a3iaTchKa nonynsiia Oyjia npencTaBieHa
JINIIe KUTAUIISIMU, CJTim 3 00epeKHiCTI0 3aCTOCOBYBAaTH CUMBACTATHUH IalliEHTaM
asiaTaM Ta mpu3HaAvYaTH IM HallMeHNTy HeOOXimHY O03Yy.

ImyHoonocepedkosaHa HekpomuyHa mionamisa (IOHM)

B pyXxe pimkux BuUIlagKax IIOBiIOMIISIIIOCS IPO BUHUKHEHHS iMyHOOIIOCEPEIKOBaHO1
HekpoTuuHol MmionaTii (IOHM) mig yac a6o micnsg mikKyBaHHS OesIKUMU CTaTHUHaMHU.
IOHM KJ1iHiYHO XapaKTepu3yeThCSA CTiMKOI0 CIabKiCTIO MPOKCUMaNbHUX M'S3iB Ta
HigBUILIEHHSM PiBHS KpeaTUHKiIHa3W B CUPOBATIII KPOBI, sIKi HE 3HUKAIOTh,
He3BaXkKalyM Ha NPUIUHEHHS IPUNOMY CTaTUHIB.

3HuotceHa ¢pyHKUisA 6inKie-nepeHOCHUKI8

[Tpu 3HUXKEHIN QYyHKIII] TediHKoBUX 0inKiB-nmepeHocHUKiB OATP Moxe 30inbITyBaTHUCS
CHUCTeMHa eKCIIO3UIlid CUMBaCTaTUHOBOI KMCJIOTH, @ TAaKOXK ITiIBUIITyBaTHUCS PU3UK
PO3BUTKY MiomarTii Ta pabmoMionily. 3HUKeHHS QYHKIII MOXKJIMBE SIK Pe3yabTaT
iHriOyBaHHSI B3a€EMOIiIOUUX ITPeIapaTiB (HarpuKiaa, TUKIJIOCIIOPHUH) abo y Malli€eHTiB,
sKi € Hocigsmu SLCO1B1 ¢.521T>C resotumny.

Y namieHnTiB-HOCiiB anens reHa SLCO1B1 ¢.521T>C, u10 Kogy€e MeHIII aKTUBHUM OiJT0K
OATP1Bl1, Bin3HavaeThCs 30iIbIIIeHa CUCTEMHA €KCIIO3UIIisI CUMBAaCTaTUHOBO1
KMCJIOTH 1 MigBUILIEHUM PU3UK PO3BUTKY MiornaTil. be3 npuB'sa3Ku 10 TeHETUYHOTO
TEeCTyBaHHS PU3UK PO3BUTKY MiomarTii, ITOB'ss3aHO1 3 BUCOKHUMU Ho3aMu (80 mr)
CUMBACTaTHUHY, CTAaHOBUTH MpubIu3Ho 1 %. 3a pe3ynbTaTamu gociigxkenHss SEARCH
roMO3UTO0THI HOCIl anens C (aKux 11e no3HadaloTh K CC), IKi npuiMaioTh
cuMBacTaTuUH y m03i 80 Mr, MatoTh 15 %-#1 pU3UK PO3BUTKY MioIlaTil IPOTSITOM OOHOTO
POKY, TOMi SIK PU3UK y reTepo3uroTHux HociiB anens C (CT) ctanoButs 1,5 %.
BignoBigHMI MOKa3HUK PU3HKY Y MAIi€HTIB 3 HAKWOIIbII PO3MOBCIOAXKEHNM I'€HOTUIIOM
(TT) ctanoButh 0,3 % (guB. po3gin «®apMaKOKiHETHKa»). 3a MOXKJIMBOCTI, TIEPII HixK
OIpu3HavYaTU CUMBACTATHUH B 0031 80 MI OKpeMuM IalliEHTaM, CJIig BBaxKaTH OOLIJIbHUM
IIPOBEeNeHHs Y HUX T'€HOTUIIyBaHHSA Ha HasIBHICTh asiesia C B paMKax OILiHKU



CIIiBBIIHOIIIEHHS KOPUCTBH-PU3UK, a TaKOXK YHUKATU IIPU3HaYEHHS BUCOKUX 003 HOCIIM
regotuny CC. OgHax BiCyTHICTB LIbOTO I'€Ha 3a pe3yJibTaTaMU '€HOTUIIYBaHHSA He
BUKJIIOUa€ MOXKJIMBOCTI PO3BUTKY MiomaTil.

B3aemodisa 3 aikapcvkumu 3acobamu

Pusuk po3zsumky mionamii/pabdomionizy nidsuu,yemsvcsa npu 0OHOYACHOMY
3acmocyBaHHi cuMeacmamuHy 3 maKuMu AiKapcvbkumu 3acobamu:

ITpomunoka3aHi nikapcvki 3acobu

CunvHi iH2i6imopu CYP3A4: omHOYaCHUM IIPUMOM 3 JIiKapChbKUMM 3acob0aMu, 110
YUHATH CUIbHUY iHTiOyIouni BriuB Ha CYP3A4 B TepalleBTUUYHUX J03aX,
NIPOTUIIOKAa3aHUM (HallpuKJiiaf, iTpakKoHa30JI, KETOKOHa30JI, II0CaKOHa30JI,
BOPHKOHA30JI, EPUTPOMILIVH, KJJaPUTPOMIIIMH, TeIiTpoMinuH. iHriditopu BIJI-
mpoTea3u. Oo1enpesip, TenanpeBip. Heda3ogoH abo miKapchkKi 3aco0u, 1110 MiCTSATH
KobOinmcTaT). AKIo KOpoTKO4YacHy Teparito cunbHUMU iHTri6iTopamu CYP3A4
HEMOZXKJIUBO BIOMIHUTHU, CJIi OPUIYIIMHUTU Tepalilo CUMBaCTaTUHOM Ha 4ac IIPUUOMY
LIUX IpernapariB (OuB. po3ninu «IIpoTunokalanHs», «B3aemomisa 3 iHIIUMU
JIiKapChbKUMHU 3aco0aMU Ta iHIIN BUOM B3aeMofiii», «PapMaKOKiHETUKaA»).

I'em@ibpo3us, yukaocnopuH abo 0aHa301: OOHOYACHUM IPUNOM CUMBACTaTUHY 3
IIMMU JIiIKapChbKUMHU 3aco0aMM MPOTUNOKa3aHuM (OuB. po3ninu «IIpoTunoka3aHHI»,
«B3aeMopist 3 iHMIMMU JTiKapChKUMHU 3acoO0aMM Ta iHIITL BUAW B3aEMOIIN»,
«®apMaKOKiHETHKA»).

THwi nikapcvki 3acobu

@dy3uduHosa kKucaoma: inrioitopu 'MI'-KoA-penykTas3u (CTaTUHU), BKIIOYa04Yu
CHMBACTaTHH, He CJIiJ IpuiMaTh OJHOYAaCHO 3 CUCTEMHUMHU IperapaTaMu
dby3upguHOBOI KrcimoTH. Bynu noBimomieHHs npo padaomiosni3 (BKII0Yao4M AeKinbKa
JleTaJIbHUX BUIIAOKiB) y MAIli€HTIB, IKi OTPUMYyBaJIi CUCTEMHI ITpenapaTtu Qy3uguHOBO1
KMCJIOTH B KoOMOiHaIlil 3i craTuHaMu (OuB. po3min «B3aemopist 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHIIII BUOU B3aeMoOAili»). JIikyBaHHS CUMBaCTaTUHOM CJIif IPUIIMHUTHU B
nepiog HeOOXiMHOTO CUCTEMHOTO JTiKyBaHHSA (Qy3UAMHOBOIO KMCJIOTOO. [lallieHTam ciif
IMOPeKOMeHOyBaTH HerallHoO 3BePHYTHUCS [0 JIiKaps y pa3i MosBU Y HUX OyOb-TIKUX
CUMIITOMIB cnabKoCTi B M’s13ax, 601110 a6o xBopoOnuBocTi. Tepalrito CTaTUHOM MOXKHa
BiTHOBUTHU 4Yepe3 7 OHIB ITiCJIA IIPUHNOMY OCTaHHBOI 403U Py3UAMHOBOL KMCIIOTHA. Y
BHHSTKOBUX BUIMAJKaX, KOJIU HeoOXigHe MOBroTpuBajie CUCTEMHE TiKyBaHHS
Gy3uarHOBOIO KMCIOTOI0, HEOOXIAHICTh CYIYTHBOTO IIPUMOMY CUMBACTaTUHY Ta
(py3uarHOBOI KUCJIOTH MOTPIOHO POITISAAATHA TiIbKU Y KOKHOMY OKPEMOMY BUNIAAKy Ta
MIPOBOOUTH IIil peTEIbHUM MEOUYHUM CIIOCTEPEKEHHSIM.



THwi ¢ibpamu: ons mallieHTiB, AKi MPpUWMalOTh CUMBAaCTaTUH OOHO4YaCHO 3 pibpaTamy,
3a BUHSATKOM remdpiopos3uny (ouB. po3nin «IIpoTurokalanHs»), abo 3 peHodidpaTom.
no0OoBa [103a CUMBAcCTaTUHY He MOBUMHHA nepeBuiyBatu 10 mr/mo6y. Cmig 3
o0epexHicTIO Tpu3HadaTy GpeHodidbpaT Ipu OOHOUYACHOMY NPUMOMi 3 CUMBaCTaTUHOM,
ocKinmbku heHodiOpaT caM 1o cobi MoKe CIIPUYNHSATUA PO3BUTOK MionaTii. KombiHaIris
¢$ibpaTiB 3 cMMBAacCTaTUHOM, K IIPaBUJIO, CIPUYUHSE HE3HAUYHE OOJAaTKOBE 3HUXKEHHS
piBHA xonectepuny JII1HII: npoTe MOXYTh HOCATATUCS U OOasbllle 3HUXKEHHS PiBHSI
TPUTIIiIIEepUOiB Ta MigBUIlleHHs PiBHS Xonmectepuny JITIBII. Komb6inarrii ¢idpaTiB abo
HiallMHY 3 CUMBaCTaTUHOM 3aCTOCOBYBAJIMCA Y HEBEJIUKUX KOPOTKOTPUBAIUX
KJIIHIYHUX OOCIIIAXKEHHAX 3 PEeTEeJIbHUM MOHITOPHUHIOM, IIifl 4aC MPOBEOEeHHS SKUX He
CIIOCTepiraBcsi pO3BUTOK MiomaTil (AuB. po3fin «B3aeMomisa 3 iHIIUMHU TiKapChbKUMU
3acobaMu Ta iHIIII BUOW B3a€EMOMIN»).

AwmiogapoH (OuB. po3min «B3aeMomist 3 iHIIUMU JTiIKAPChbKUMM 3aco0aMu Ta iHIII BUON
B3a€EMOii»): y 6 % mali€eHTiB, gKi mpuiiManu cuMBactaTuH 80 Mr Ta amiogapoH B XOfi
KJIIHIYHOT' O JOCJIiAZKEeHHs, IIOBIAOMJISIJIOCS PO MionaTito. ToMy fo3a cCuMBacTaTUHY He
MMOBMHHAa NepeBuilyBatu 20 Mr Ha goOy OJid MallieHTiB, SKi IPpUKMMAaIOTh 1IeM Ipenapar
OJHOYACHO 3 aMiogapoOHOM.

baokamopu Kaavuiesux KaHanis

Bepanamia abo dunamiazem: y nali€HTiB, sKi mpuiiManu cuMBacTaTuH 80 Mmr i
OuiTia3eM B XO[i KJIIHIYHOTI'O OOCJIIZKeHH, ICHyBaB IIiIBUIIIEHUN PU3UK PO3IBUTKY
miomnarTii. ToMy mo3a cuMBacCTaTHHY He MOBUHHA nepeBuillyBatu 10 Mr Ha moOy mis
MAaIliEHTIB, SKi IPUUMaIOTh IIel IIperapaT OgHOYAaCHO 3 BepallaMizioM abo OousiTiazeMoM
(muB. po3min «B3aeMomisa 3 iHIIUMHU JTiKapChKUMM 3aco0aMH Ta iHIITI BUOM B3aEMOMIMN»).

Amao0uniH: T Yac KIIIHIYHOTO OOCIIAXKEHHS Nallil€eHTH, SKi IpUuiMany aMJIOOUIMIH Ta
cuMBacTaTuH 80 MT. Majiu OeIlo HigBUINEeHUU PU3UK PO3BUTKY MiomaTil (AuB. PO3Aia
«B3aemMogis 3 iHIIMMU TiKapCchbKMMM 3acoO0aMu Ta iHIINI BUOU B3aeMomiii»). ToMmy mo3a
CUMBACTaTHUHY He OBUHHA mepeBulllyBaTu 20 Mr Ha moOy [ MallieHTiB, SKi
OPpUUMAIOTh 1led mpelapaT OJHOYAaCHO 3 aMJIOOUITIHOM.

Jlomimanio: y nalii€HTiB 3 TOMO3UTOTHOIO CiIMENHOIO Tilepx0JIeCTEPUHEMIEI0 IPU
OJHOYaCHOMY IIPM3HA4YEeHHI 3 JIOMiTanigoM Jo3a CUMBaCTaTUHY He IOBHHHA
nepesuiryBatu 40 mr Ha go0y (OuB. po3min «B3aemomist 3 iHIMMMU TiKapChbKUMU
3aco0aMu Ta iHIIi BUOM B3AEMOMIIN»).

ITomipHi iHeibimopu CYP3A4: mailieHTH, IKi MPUHUMAaiOTh OHOYACHO 3 CUMBACTaTUHOM
iHIIi TiKapchKi 3aco0u, 10 MaloTh NoMipHUM iHTiOyiouni BuiauB Ha CYP3A4. oco6muBO
3 BUCOKHMMH OO3aMM CMMBACTaTHHY, MalOTh MiABUIIIEHUN PU3UK MMOsIBU Mionartil. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI cCMUMBACTaTHUHY 3 MoMipHuMU iHribitopamu CYP3A4 moxke
O0yTu HeoOXigHOI0 KOPEKIIisl 103U CUMBACTATUHY.



IH2ibimopu 6inka pe3aucmeHmHocmi paky mosio4Hoi 3asno03u (BCRP): omHOYacHe
3aCTOCYBaHHS 3 IIpemapaTtamu, sKi € inriditopamu BCRP (Hanpukinam, enbacsip abo
rpa30IpeBip) MOXKe IIPU3BECTH A0 IIiABUIIIEHHS KOHIIEHTPaIlil CHMBAaCTaTUHY B Ijla3Mi
i MigBUINIEHHS PU3UKY PO3BUTKY MionaTili. OgHOYaCHe 3aCTOCyBaHHS en0acBipy Ta
rpa3omnpesBipy 3 CUMBACTaTUHOM He OOCIIIAXKYyBaJioCsa: TOMYy HE PEKOMEHOYEThCS
ODHOYACHE 3aCTOCYBaHHSI CUMBACTATHUHY 3 IIpermapaTaMH, I110 MiCTSTh e10acsip abo
rpa3omnpesip (ouB. po3min «B3aemomist 3 iHIIMMY TiKapChbKUMU 3acoO0aMu Ta iHII BUOU
B3a€EMOiN»).

HiauuH (>1 2/006y) (ouB. po3min «B3aemMomist 3 iHIIIMME TiKapChbKUMU 3aco0aMu Ta
iHIIIi BUOM B3a€EMOili»): BUIIQAKM PO3BUTKY MiomnaTii/pabmoMiosti3y criocTepiranucs min
Yac OJHOYaCHOT O IIPUMOMY CUMBACTaTUHY 3 JIinmigoMoaudikyrodyuMu goldamu (>1
r/mo0y) HianuHy. Y KiiHiYHOMY mociaigKeHHi (MeiaHa mepiogy cnocTepekeHHs
ctaHoBuia 3.9 poky) Opanu y4acTh MAlliEHTH 3 BUCOKUM PU3UKOM PO3BUTKY CEPIIEBO-
CYOUHHUX 3aXBOPIOBaHb, SIKi JOCATIIM HOOpe KOHTPOJILOBAHOTO PiBHS X0JIECTEPUHY
JITTHIII Ha ¢oHi mpuiioMy cuMBacTaTUHY B m03i 40 Mr/mo0y pa3oMm 3 e3eTUMiOOM B 03i
10 Mr abo 6e3 HBOrO. [lomaTKOBa KOPUCTD AJIS CEPLIEBO- CYAUHHOI CUCTEMU TP
nomaBaHHi ninmigomopudikyoouux no3 (>1 r/goly) HialluHy He Bim3Hadasnacs. Tomy
HeoOxigHOo moOpe 3BazKUTU KOPUCTh KOMOIHOBAHOT'0 3aCTOCYBaHHSI CUMBACTAaTUHY 3
HiaIlMHOM VY IIOPiBHSIHHI 3 pU3WKOM TakKoi KoM0OiHallii. ¥ 11boMy OoCITimXKeHHi yacToTa
PO3BUTKY MiomnarTii craHoBuiIa npubnau3no 0.24 % y malieHTiB KUTalChKOT0
MMOXOOKEHHS, IKi mpuiiManu cuMBacTaTUH B fo03i 40 Mr abo e3erumib/cuMBacrarvt B
no3i 10/40mr, y nopiBHsHHI 3 1,24 % malieHTiB-KUTAULiB. SKUM IIpU3HavYaaIn
cuMBacTaTuH B 103i 40 Mr abo e3etumib/cumBacTaTuH B o3i 10/40 Mr pa3om i3
KOMOiHOBaHUM IIpenapaToM MoaudiKoBaHOTO BUBIIbHEHHS HiallUHY/JIapOIIiIpaHTy 2
r/40 mr. He3Baxarouu Ha Te, 110 Y LIbOMY KJIIHIYHOMY OOCJIIOXKEeHH] a3laTCbKa
nmonyJssiis Oyjla mpencTaBiieHa JIUIle NalliEeHTaMU KUTalChbKOT0 IOXOIXKEeHHS, Ta
PU3UK PO3BUTKY MiomnarTil cepeq MalliEHTiB KUTallCbKOT0 MOXOXKEHHS BUILMM, HiXK
ceper Ialll€HTiB HEKUTalChbKOI0 IOXOOKEHH S, IpU3HavYaTH NallieHTaM-a3iaTaM
OOHOYACHO CUMBACTATHH Ta ninimoMoaudikyoui mo3u (>1 r/moby) HialmHy HE
peKoMeHOyeThCs (OUB. po3ain «B3aemoist 3 iHIMMMU TiKapchKUMU 3acoO0aMu Ta iHIIT
BUOM B3aEMOTIN»).

I'netinppymosutl cik

[ManieHTiB HEOOXiTHO MPOIHCTPYKTYBATU CTOCOBHO TOTO, III0 HE CJIif MUTHU
rpeun@pyToBHUH CiK Yepe3 MOXKJIMBY B3aeMofito (iurioyBanus CYP3A4) (quB. po3gin
«B3aemogis 3 iHIMMMM TiKapCchbKUMH 3acoO0aMu Ta iHIIT BUOU B3aEMOMIMN»).

Bnaue Ha neuiHKy

Y KniHIYHUX DOCHIAXKEHHSIX CIIOCTEPIraaocs CyTTeEBe 3pocTaHHs (OinbmI HiXK v 3 pa3u
Buitle BMH) piBHiB CMpOBaTKOBUX TpaHCcaMiHa3 y HEBEJTUKOI KiJTbKOCTi JOPOCIINX



Malli€eHTiB, IKi OTPUMYyBaJiM CUMBacTaTUH. [licns npu3ynuHeHHs ab0 BigMiHU
3aCTOCYBaHHS{ IIpenaparTy pPiBHI TpaHCaMiHa3 y LIMX MHalli€HTiB 3a3BU4Yal IOBIJIBHO
IIOBEPTAJIUCA [0 TOKA3HUKIB, Ki OyJIu OO0 ImodYaTKy JiKyBaHHS. [linBUILIEHHS He
CYIIPOBOKYBAJIOCS KOBTSHUIIEI0 @00 iHIMNMHU KITiHIiYHUMU cuMIiToMaMu. O3HaK
TinepyyTAUBOCTI He Oyio0. Y messKUX 3 LUX IMalliEHTIB 40 MOYaTKYy JIIKyBaHHSA OynIu
ITigBUIIEHI TOKa3HUKH (QYHKIII MeYiHKy Ta/a00 BOHU 37I0BXKHUBAJIA aJIKOTOJIEM.

ITig vac CkaHOUHaBCHKOT'O OOCIiAKEHHS BIJINBY CUMBACTaTHHY Ha BUXKUBAHHS [4S]
(guB. po3min «®apMaKoOJIOTiUHi BIaCTUBOCTI») MOPIBHIOBAJIOCS CTiiKe 3POCTaHHS PiBHA
TpaHcaMiHa3z (AJIT Ginbir HiK y 3 pa3u Big BMH) y pa3si 3acTocyBaHHSI CHUMBaCTaTUHY
Ta 1aiebo (14 [0.7 %] y nopiBusaHHi 3 12 (0,6 %]). 3aranom okpeMi migBUILIEHHS
piBHsa AJIT Ginbiu HiXK y 3 pa3u Big BMH mipg yac nepiioro pokKy OOCHiIKeHHS
(ikcyBanmucsa 3Ha4YHO YacCTille B TPYIIi HAIli€EHTIB, 10 IpUKXMaliu cuMBacTaTuH (20 y
nopiBHAHHI 3 8, p=0,023). ITligBuinenHs piBHa TpaHcaMmiHa3l (AJIT, ACT) y 8 namieHTiB
3 Tpynu NpuioMy cuMBacTaTuHy (1=2221) Ta y 5 maljieHTiB 3 rpynu mnauebo
(m=2223) npu3Beso A0 IPUIINHEHHS JIIKyBaHHSI.

Y OBOX IHIIMX KOHTPOJIBOBaHUX KIIIHIYHUX OociaigKeHHAX vV 1105 mamieHTiB 4acToTa
CTIMKOIO MifBUIIleHHS TPaHCaMiHa3 MedYiHKY, siKe OyJIio IOB'sI3aHe 3 JTiKapChKUM
3acobowm, ckmana 0.7 % npu gosi 40 mr ta 1,8 % npu mo3i 80 Mr mpoTsArom 6 MicsIIiB.

[Tig yac nmpoBemeHHsa «JlocmigkeHHS 3axucty cepusa» (HPS), B skomy 20536 maIlieHTiB
Oynu paHAOMi30BaHO PO3IMOAiJIEH] Ha TPyIH JiKyBaHHS cuMBacTaTuHOM 40 Mr Ha 100y
abo mianebo, YacToTa MigBUIIIeHHS TpaHcaMmiHa3l (0ibmI HixK v 3 pa3u Bim BMH)
CKJlaJjia y HallieHTiB B rpyi jnikyBaHHSA cuMBacTaTuHOM 0,21 % (1=21), a y naijieHTiB B
rpyrmi mname6o - 0,09 % (1=9).

Oco06uBY yBary Ciif OPUOiIsSTA HalliEHTaM, Y SSKUX ITiIBUIITyBaBCs PiBEHb
CHPOBATKOBHUX TPaHCaMiHa3: PEKOMEHAYETHCS ITPOBOOUTH (PYHKIIOHAIbHI II€YiHKOBI
mpo6u mepen MoYaTKOM JIiKyBaHHS, a IIOTiM BiAIOBIAHO [0 KIiHIYHUX ITOKa3aHb.
[TamieETaM, IKMM HJIaHYETHCA MiOABUIIUTU 003y A0 80 Mr, mogaTKOBI PyHKIIIOHAIBHI
MMe4YiHKOBiI Mpo0u CJIim MPOBOOUTH A0 ITOYaTKy HiABUIIEHHS OO3U, IIOTIM Yepe3 3 Micsai
micnst mocAarHeHHS mo3u 80 Mr, miciasa 4oro IIepioguyYHO IIOBTOPIOBATH (Hampukian. 1
pa3 Ha IIiBPOKY) IPOTSATOM MEPIIOTrO POKY JIiKyBaHH. [lallieHTaM, y SKUX MigBUIINBCS
pPiBEeHb CHPOBATKOBUX TPaHCaMiHa3, CJIif IIOBTOPUTH KOHTPOJIb PYHKIIil ITeUYiHKHU
HeralHO Ta YacTille MPOBOOUTH ¥ Hamali. Y pasi, Kolu piBeHb TpaHCaMiHa3 HapOCTae,
0COOJIMBO MTPU CTIMKOMY IIepeBUIIIeHH] B 3 pa3u BEePXHbOI MeXKi HOpMH, IperaparT
HeoOxigHo BigMmiauTHu. Crig 3ayBaxkutu, 1o AJIT Moxke BUOIMATUCA 3 M’ I30BO1
TKaHUHU, ToOMYy IiaBulileHHa AJIT 3 KpeaTHHKIHa3010 MOXKe BKa3yBaTH Ha MiOIlaTiio
(muB. po3min «Ocob6IMMBOCTI 3aCcTOCYBaHHS. MionaTisi/padmomioni3»).

Y nmocTMapKeTUHIOBUU I1€PiOf PiAKO MOBIAOMIIAIOCS IIPO JIETAJIbHY Ta HeJleTaJlbHY
MIe4YiHKOBY HEOCTATHICTh y MAli€HTIB, AKi IpUNMaJi CTaTUHH, Y TOMY YKUCIIi



cuMBacTaTUH. [Ipu osABi CEPHO3HOI0 YpaxKeHH NeYiHKY 3 KJIIHIYHUMU CUMIITOMaMu
Ta/abo rinepobinipydinemii abo KOBTSTHUII ITifT Yac JIiIKyBaHHS ITperapaToM
CuMBacTaTUH-TeBa CIig HeralHO IlepepBaTy Tepamiio. FKIo He BCTaAHOBJIEHO iHIIIO1
NPUYMHU 3aXBOPIOBaHHS, HE CJIil 3HOBY PO3MOYMHATU IPUUOM IIpenaparTy
CumBacTaTuH-TeBa.

[IpemaparT ciig 3acTOCOBYBaTH 3 00EPEXKHICTIO IMalliEeHTaM, SIKi 3JI0BKHMBAIOTh
asKkorojieM Ta/ab0 MaloTh 3aXBOPIOBAHHS MEUYiHKU B aHaMHe3i. 3aXBOPIOBaHHS MEeYiHKU
B aKTUBHiM (a3i abo He3'sscoBaHe MigBUINIEHHS PiBHIB TpaHCcaMiHa3 CUPOBATKU KPOBi €
NPOTUIIOKAa3aHHAMU (OUB. po3min «[IpoTUIIOKa3aHHSI»).

[Tpu nmikyBaHHi CUMBaCTaTUHOM, §IK i iIHIIMMU JTIiMTiTO3HUKYyBaJlbHUMHU 3aco0amMu,
criocTepiraTtocs nmomMipHe (MeHIle HiX y 3 pa3u nmoHag BMH) 30inbiieHHST aKTUBHOCTI
CUPOBATKOBUX TpaHcaMiHa3s. Lli 3MiHu 3'aBnsanucs He3abapoM IIicyisa MoYaTKy
JIIKyBaHHS, 4aCTO MaJId TUMYaCOBUM XapaKTep, He CYIIPOBOAXKYBaIUC OyOb-IKUMU
CUMIITOMaMM Ta He IoTpeOyBaiu BigMiHU Teparril.

IHmepcmuuiaavHa xeopoba se2eHb

[Tpo BUHSTKOBI BUIAQOKHN iHTEPCTHUIIiaIbHOI XBOPOOU JIETeHb ITOBIiIOMIISIIIOCS TIPHU
MIpUMoOMi IeTKUX CTaTUHIB, 0COOGIMBO IIif Yac AOBroTpuBaJsol Tepamnii (quB. po3min
«ITo6iuHi peakii»). BifmoBigHi CUMIITOMU MOXKYTb BKJIIOYaTH OUCIIHOE.
HENMPOAYKTUBHUU KallleIb Ta HNOTIPIIEeHHS 3araJbHOr0 CTaHy 3[M0POB’d (BTOMa, BTpaTa
MacCH Tijla Ta rapsdka). fAKIo € migo3pa, 1o y IallieHTa PO3BUHYIACh
iHTepcTHUIlianbHa XBopoOa JIereHb, Tepallilo CTAaTUHOM CJIiJl TPUITUHUTH.

Oui

3a BimCcyTHOCTiI 6yOb-IKOT0 MEAMKAMEHTO3HOT 0 JIiKyBaHHS 30iIbIIeHHS IO
IIOMYTHIHHS KPHUIIITAJIMKa BBaXKa€ThCA HACJIIAKOM IIPOLIeCy CTapiHHsg. BigoMi Ha
ChOTO[HI JaHi JOBroTpUBaIMX KIiHIYHMX BUNTPOOYBaHb HEe BKa3ylOTh Ha iCHyBaHHS
IIKIOJIVBOI'O BIIJINBY CUMBACTaTUHY Ha KPUIITAJIUK OKa JIIOOUHMN.

I'inepmpuea i uepudemis

CumMBacTaTUH-TeBa 3HUXKYE PiBEHb TPUTIIILIEPUIB JIUIIE IIOMIPHO, TOMY He IIOKa3aHUU
OO0 3aCTOCyBaHHS, SIKIIO Ha IepeagHbOMY IIJIaHi CTOITh rinepTpuriinepugemis. Lle
CTOCY€EThCA rinepminigemii tuny I, IV ta V.

Llykposuli diabem

€ OOoKa3u TOro, L0 CTATUHM K KJjlaC HiABUIIYIOTh PiBEHb I'JIIOKO3U B KPOBL. Y OesaKux
Malli€HTiB 3 BUCOKUM PHU3UKOM PO3BUTKY LIyKPOBOTO HOiabeTy B MaliOyTHbOMY MOXKYTh
CIIPUYMHUTH PiBEHH TillepriiKeMil, Ipu SKOMY PeKOMEHOYETHCSI PO3NOYUHATHU



JIIKyBaHHS IIYKPoBOro miabety. OmHaK, HaJ TaKUM PU3UKOM IIepeBaXKa€ KOPUCTh
3HUXKEHHS CTaTUHAMU CyOUHHOTO PU3UKY, i TOMY BiH He ITOBUHEH OyTU NPUYNHOIO OJIs
IIpUNUHEHHA JIiKyBaHHA cTaTuHaMu. CTaH Nalli€eHTiB 3 PU3UKOM PO3BUTKY LIYKPOBOI'O
miabety (rmoKo3a HaTile 5.6-6,9 MMonb/n, iHOeKc Macu Tinna >30 Kr/M2, migBUilleHu
PiBeHb TPUTIIIIIEPUIiB, apTepialbHa rinepTeH3is) moTPiOHO KOHTPOIIOBATH K
KJIiHiYHO, Tak i 6ioximiuHo (guB. «I[106iUHi peakirii»).

3maTHiCTH BIUTHBATH Ha MIBHIKICTH peakiiii IpH KepyBaHHi aBTOTPaHCIIOPTOM
a00 iHIMMMHU MexaHiZMaMHu

Y 3B'3Ky 3 MOXKJIUBUM BUHUKHEHHSIM ITOOIYHUX peaklilii MOxKe YMHUTUCS HEeTaTUBHUMN
BIIIUB Ha 3[IaTHICTh 10 pearyBaHHs, KepyBaHHSA aBToMoOisieM abo iHIIMMHU
MexaHi3MaMu.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHs IPyaaio

BaeimHicmb

CumMBacTaTuH-TeBa npoTUnoKa3aHuM BariTHUM. be3neka 3aCTOCyBaHHA Ipenapary y
BariTHUX He OocJiaXKyBajacsa. bynu oTpuMaHi pigKiCHI IIOBiMOMIIEHHS IIPO BPOOXKEHI
aHoMaJlil y HEMOBIIST, MaTepPi SKUX B Iepiof BariTHOCTi oTpuMyBasnu iHribitopu I'MK-
KoA-penykTtas3u. OgHak, aHani3 npubnausHo 200 BariTHUX, SKi IPOTSITOM IEPIIOTO
TPUMECTPY BariTHocTi nputiMmanu CumBacTtaTuH-TeBa abo inmui iuriéitop F'MK-KoA-
penyKTa3u. 4aCcTOTa BPOIXKEHUX aHOMaJIii OyJjia IMOPiBHSIHOIO 3 TAKOIO YV XKiHOK, SIKi He
OTPUMYyBaJIU JIIKyBaHHS.

CumMBacTaTuH-TeBa He MOXKHa 3aCTOCOBYBaTU y BariTHUX, a TaKOXK Y XKIHOK, AKi
HaMaraloThCs 3aBariTHiTH, ab0 SKIIIO € ITigo3pa, 1110 BOHU BariTHi. JIikyBaHHS
npemnapatoM CuMBacTaTUH-TeBa CHIi MPU3YIUHUTHU Ha BeCh IIepiof BariTHOCTI abo
OOTH, MOKHU He Oyhe migTBepPaKeHo, I0 XKiHKa He BariTHa (OuB. po3min
«I[TpoTUIOKaA3aHHS»).

I'ooysaHHsa 2pydoro

HeBimoMo, 4 BUiNISAETHCS CUMBAcCTaTUH ab0 0oro MeTaboIiTH B rpyJHE MOJIOKO.
Yepe3 MOXKIMBUM PUIUK [JI HEMOBJISTH XKiHKaM, IKi OTPUMYIOTH JIIKyBaHHS
npenapaTtoM CumBacTaTuH-TeBa, CJIil yTPUMATHUCh Bifl TOAYBaHHS IPyan0 (AUB. pO3Qia
«[IpoTUIIOKa3aHHI»).

Cmocid 3acTocyBaHHsS Ta T03H

1o moyaTKy JiKyBaHHS i3 3aCTOCyBaHHAM IIpenapaTty CuMBacTaTUH-TeBa NaLli€EHTY
CJIiI IPU3HAYUTH XOJIECTEPUHO3HUXKYBAIbHY Oi€TY, K01 BiH IOBUHEH HOTPUMYBaTUCH



IIPOTSITOM yChOTO KypcCy nikKyBaHHs. [1in6ip mo3u, 3a moTpebu, ciifm 3miicHIOBaTH 3
iHTepBalaMu He MeHIIIe HixK 4 THKHi, Y pa3i IOBTOPHO1 KOPEKIIil J03a He ITOBUHHA
nepeBuilyBatu 40 Mr Ha mo0y. TabneTKu, sIK IpaBUJIO, IPUUMAIOTh ITIiJl Yac Beuepi, He
pO32KO0By0uU. Yepe3 MigBUINIEHUNW PU3UK PO3BUTKY MiomarTil Ta padbmomionizy mosa 80
MI' PEKOMEHIYETHCSA JIUIE AJIs TUX Nalli€HTiB, Ki IPOTATOM TPUBAJIOr0 4Yacy
nmpuMaioTh 0o3y 80 Mr cuMBacTaTUHY 0€3 03HaK M'I30BOI TOKCUYHOCTI.

Yepes 11eMi pU3HUK NallieHTaM, V IKUX He OyJI0 DOCSATHYTO AOCTaTHE 3HUKEHHS PiBHSA
xonectepuny JIITHIII i3 3acTocyBaHHAM mo3u 40 Mr, ciig nepexoguTu He Ha 80 Mr
CUMBACTaTHUHY, a Ha aJlbTEPHATUBHY Tepariio 3i 3uuxenHs JITTHII. sika € 6inbi
eekTHBHOIO 10710 3HUKEeHHS piBHA JITTHIII. Pu3uK po3BUTKY MioIaTil € BigoMuM
no303aJie’kKHUM e(peKTOM [Jis BCiX cTaTHUHIB (OUB. po3ain «OcobIMBOCTI 3aCTOCYyBaHHS.
MiomnarTist/pabmoMiontiz»).

CmaHOapmHe 003y8aHHA

ITauieHmu 3 BUCOKUM PU3UKOM pO38UMKY iwemMiuHoi xaopobu cepus abo 3 iCHy1u00
iwemiuHow xe8o0pobor cepus

Y naui€eHTiB 3 BUCOKUM PHU3UKOM PO3BUTKY illIeMigyHOI XBOpoOU cepiis (3
rinepmninigemiero a6o 6e3 rinepinigemii), BK/TI0YaO4Hu Malli€HTIB 3 IIYKPOBUM
miabeToM, 11epeOpPOBaACKYISIPHUM 3aXBOPIOBAHHSIM ab00 3aXBOPIOBAHHSIM
nepudepuyHUX CyouH, abo mallieHTiB 3 iCHYI040I0 imeMiuyH0I0 XBOPOOOIO Ceplis, mo3a
npemnapaTty CumMBacTaTuH-TeBa cTaHOBUTDL 40 MT Ha o0y, 1110 IPUNMAETLCS OOUH pPa3
Ha moOy BBeudepi.

ITauienmu 3 2inepainidemiero, WO He Hasaedxcamsv 00 3a3HAYEHOI suWe 2pynu pu3uky

[TouaTkoBa mo3a cTaHOBUTHL 10-20 Mr Ha o0y Ta IPUHUMAETHCS OOUH pa3 Ha mo00y
BBeYepi, He Po32KOBYyIOYH. [[/Is MMAIli€eHTiB, SKUM HeoOXigHe OifTbll 3HaUYHEe 3HUKEHHS
JITTHIIT (rmonam 45%), moyaTKoOBa mo3a MoxKe CTaHOBUTHU 40 Mr Ha moOy, 110
MMPUMMAaETHCSA OOUH pa3 Ha moOy BBeuepi. ITinOip 403 mOBUHEH 3MiICHIOBATUCS, K
OIUCaHO BUIIIE.

Y pa3si 3HMKEeHHS PiBHSA 3arajbHOT0 XoJjiecTepuHy Hux4de 160 mr/gn (4,1 mMornb/mn) abo
xonectepuny JITTHII aHuxxye 100 Mmr/gon (2,6 MMOJIL/T) HEOOXiTHO 3HU3UTHU HO3Y.
JlikyBaHHA nnpenapatoM CumMBacTaTuH-TeBa CIIif IPUNUHUTH, IKII0 Yepe3 3 MicAall
JIIKyBaHHS He BCTAHOBJIEHO 3a0BUJILHOTO Pe3yJIbTarTy.

I'omo3uz2omHa cimeltiHa 2inepxosiecmepuHemis

PekxoMmeHpgoBaHa mo3a OJIs MAIliEHTIB 3 TOMO3UTI'OTHOIO CiMENHOI0
rinepxonecrepuHemieio ctaHoBuTh 40 Mr npemnapaty CuMBacTaTuH-TeBa Ha HoOy.
CumBacTaTuH-TeBa CiIif 3aCTOCOBYBaTU y TaKUX Malli€HTIB K OJOIIOBHEHHS [0 iHIIIOTO



JIITig03HUAKYBaILHOTO JIiKyBaHHs (Hanpukiaf, abepes JITTHII) abo sikiio iHI BUOM
JIIKyBaHHS HEOCTYIIHI.

IIpu ogHoyacHoMy nmpunoMi npemnapaty CumMBacTtaTuH-TeBa 3 jloMiTanigoM go3a
npenapaTty CuMBacTaTuH-TeBa He ITOBUHHA IepeBunlyBatu 40 Mr Ha moOy (Ous.
po3ninu «OcobaMBOCTi 3acTocyBaHHs. MionarTisi/pabmomioni3», «BlaemMopisi 3 iHIIIUMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIN BUOW B3a€EMOIii»).

CynymHsA mepanis

CumBacTaTuH-TeBa e)eKTUBHUM SIK MOHOTEpPAIlisl, a TaKOXkK Yy KoMmOiHaIrii i3
aHiOHiITaAMMU.

[Tpu ogHOYacHOMY IIpuiioMi rpemnapaTty CuMBacTaTuH-TeBa 3 ¢pibpaTaMu, 3a BUHITKOM
rem¢pidpo3uny (OuB. po3gin

«IIpoTunokalaHHa»), abo 3 peHodiOpaToM, mo3a npenapaty CuMBacTaTuH-TeBa He
IMOBMHHa nepeBuillyBatu 10 Mr Ha m00y.

[Tpu ogHOYacHOMY IIpuiioMi nmpemapaTy CuMBacTaTuH-TeBa 3 Beparnaminom abo
OujITia3eMoOM [o03a IIpenapaTrty CuMBacTaTUH-1eBa He IIOBUHHA IlepeBulllyBatu 10 Mr
Ha 100y.

ITpu ogpHOYacHOMY npuiioMi npemnapaty CumMBacTaTuH-TeBa 3 aMiogapoOHOM,
aMmJioguIriHoM a0o paHOIa3uHOM [103a IpemnapaTty CuMBacTaTUH-TeBa He ITOBUHHA
nepesuiryBatu 20 Mr Ha go0Oy (ouB. po3ainu «OcoOIUBOCTI 3aCTOCYBaHHS.
Miomnarisi/pabmomiortiz», «B3aemopist 3 iHIIMMHU JTiIKAaPCLKUMH 3aco0aMU Ta iHIIN BUOU
B3a€EMOMil»).

[TlepeHocuMicTh Ta e(peKTUBHICTh CUMBaCTaTMHY B KOMOiHallil 3 mpenapaTtaMy, II10
MicTSTh eyi6acBip abo rpa3onpeBip, He OOCHIMXKXyBaluCcsa; OOHOYAaCHE 3aCTOCYBaHHS
MOZK€e IPU3BOOUTH A0 30iNblIeHHS KOHIIEHTpallil CMMBaCTaTUHY B IJIa3Mi KpoBi. Tomy
He PEKOMEHIYEThCS OOHOYaCHe 3aCTOCYyBaHHA CUMBaAcCTaTUHY 3 IIpellapaTaMu, 110
MicTSTh enbacBip abo rpa3onpeBip (OUB. PO3Oian

«OcobnuBOCTi 3acTocyBaHHSA. MiomaTisg/padgomioni3d», «BlaeMmomisa 3 iHIIUMHT
JIiIKapPChKUMHU 3aco0aMU Ta iHIIN BUOM B3a€MOMii»).

Ocobausi pekomeHOauii w000 003y8aHHA
Hupxosa HeOocmamHicmb

OCKUIBKYM CMMBaCTaTUH BUBOOUTHLCS Yepe3 HUPKMU JIMIle B He3HAUHIM KiJIbKOCTI, IpU
ITOMipHi¥ HUPKOBiMI HEMOCTAaTHOCTI HEMa€ HeOOXiIHOCTI 3HNUKYBaTU OO3yBaHHS. Y
Mali€eHTIiB 3 TA2KKOI0 HUPKOBOIO HEOCTATHICTIO (KJlipeHC KpeaTuHiHy <30 MJI/XB) CiIif



3 00epexKHiCcTIO MpU3HavaTH IIpenapat y Ao3i 10 Mr Ha moOy (OuB. po3Min
«PapMaKOKiHETHKA»).

3acmocyeaHHA nauieHmam AimHb020 B8IKY

Y manieHTiB cTapiile 65 pPOKiB, AKI OTPUMYyBaJId CUMBaCTaTUH B paMKax
KOHTPOJIbOBAHUX KITIHIYHUX OOCIiIXKeHb, e(DeKTUBHICTh, III0 BUMipioBasiacs 3a
3HMXKeHHAM noka3HuKiB JITTHIII Ta 3arajibHOro X0JIeCTEPUHY, He Bipi3HsAIacs Bif
TaKol y 3aranbHiit monynsauii. Kminignai abo mabopaTopHi MOKa3HUKY, 110 BiOXUISIACS
Bil HOpMU, He crocTepiranucs y 30inbieHi KinbkocTi. ITpoTe, pe3ynbTaTu iHIIIOTO
KJIIHIYHOT' 0 JOCIIIAXKEeHHs, i Yac SKOro IIallieHTU OTPUMYBaJIU JIIKyBaHHS
cUMBacTaTUHOM Y o3i 80 Mr Ha moOy, 3aCBimYMIU TNiABUIIIEHUN PU3UK PO3BUTKY
MiomnaTil y maIi€eHTiB BIKOM >65 POKIiB y IOPiBHSAHHI 3 IallieHTaMU BiKOM <65 POKiB.

Himu ma nidaimxku sikom 10-17pokKie npu 2emepo3u20mHiu cimeuHil
einepxosecmepuHemil

PekoMeHOoBaHa IMoYaTKOBA 103a CTaHOBUTH 10 Mr oguH pa3 Ha mo00y BBeudepi.
PekoMeHpoBaHUM miana3oH 103 ctaHOBUTH 10-40 Mr/mo6y. MakcuManbHa
pekoMeHaoBaHa f03a cTaHOBUTH 40 Mr/mo0y. o3y HeoOxigHO migdupaTy BigIOBigHO
0O iHOWBiOyasbHUX LiJIbOBUX MOKA3HUKIB Teparril (quB. po3ain «®apmMakKosIoriyHi
BJIaCTUBOCTi»). XJyomniii moBuHHI 6yTH moHaiMeHI1Ie BikoBoi ctazil II 3a TanHepom. ¥
OiBYaT IMOBUHEH OyTHU IIPUCYTHIM MEHCTPYyaJbHUM ITUKJI IIIOHaWMEHIIle OOUH PiK (OUB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

Ilimu sikom 0o 10 pokia

3acTocyBaHH4 IIpenapaTty CuMBacTaTUH-TeBa He PEKOMEHOYEThCA Y AiTeur Bikom go 10
POKiB, OCKiJIBKY JOCBiJ] TAKOT'O 3aCTOCYBAaHHS BiICYTHIU.

itk

Besneky Ta epeKTUBHICTbh CUMBACTaATHUHY [J1d MalieHTiB BikoM 10-17 pokiB 3
reTepo3uroTHOI CiIMEMHOIO TilepinigeMi€io OliHIOBaIu B X001 KOHTPOJILOBAHOTI' O
KJIiHIYHOTO [OCIiAKEeHHS 3a y4acTIO XJIOMIIiB BiKoBol ctazil II 3a TaHHepoM Ta
CTapIIuX 1 AiBYaT, y AKUX NPUHAWMHI OOVH PiK IPUCYTHIX MEHCTPYaJIbHUU LIUKII.
[MTpodins mobivyHMX peakllidl y MallieHTiB, sIKi IpUiMany CUMBACTaTUH, 3arajoM OyB
MoniOHUM MO TAKOTO Y IAllieHTiB, siKi mpuiiManu 1iaiebo. [Jo3u moHan 40 Mr He
OOCITim KyBaJIMCA YV OaHi¥ IpyIli naiieHTiB. Y boMy OOCHiaXKeHi He Oyo 3a¢gikCcoBaHO
BIIJIMB CHMBAaCTaTUHY Ha PICT Ta CTaTeBUU PO3BUTOK HiTel, a TaKOXK Ha TPUBAJIICTh
MEHCTPYaJIbHOTO IIMKIIY B AiBYaTOK (OUB. po3minu «Criocié 3acTOCyBaHHS Ta OO3U»,
«ITo6iuHi peakIii», «®apMaKOJIOTiYHi BTaCTUBOCTi»). [[iBU4aTOK-IiAIiTKiB HEOOXimHO
MIPOKOHCYJIbTYBATH IIOOO BIAMOBIOHUX METOMIB KOHTpPAIEIIIlil ITPY 3aCTOCyBaHHI



cuMBacTaTUHY (OuB. po3minu «I[IpoTunoka3zaHHs», «OCOBIMBOCTI 3aCTOCYBaHHS»,
«3acToCyBaHHS Y IIepion BariTHOCTI abo romyBaHHS Ipyanio»). 71 malieHTiB BikoM A0
18 pokiB edpeKTUBHICTh Ta 6€3MeKy He MOCIiAXKyBaIu IPOTITOM IepiofiB TiKyBaHHSI
TPUBAJIICTIO HOBIlIe 48 THUXKHIB. BingameHui BIIMB Ha Qi3sUUYHKUN, PO3YMOBUU Ta
CTaTeBUU PO3BUTOK Hapa3i HeBimomuii. CUMBacTaTUH He OOCJIiAXKYBaBCA Yy MalLliEHTIB
BikoM 0 10 poKiB, y miTel npenmybepTaTHOTO BiKy, a TAK0OXK y OiBYATOK, Y SKUX IIIe He
moYanaucsa MeHCTpyallil.

ITlepeno3yBaHHsA

Ha croropHi BimoMi KijlbKa BUNadKiB mepeno3yBaHHA. MakcuMalibHa IIPUNHATA 403a
ctaHoBuna 3,6 r. Bci nauienTu onyxkanu 6e3 HacnigkiB. He icHye crienugignoro
JIIKyBaHHS IIepeno3yBaHHSA CUMBaCTaTUHOM.

PekoMeHOy€eTbCSA CUMIITOMaTUYHE JIIKYyBaHHS Ta KOHTPOJIb (PYHKIIil ITIE€UiHKH.
IToOiuni peakmii

YacToTa 3a3HaYeHUX HUXKYE IMOOIYHUX peakllii, siKi cmocTepiranucs B paMKax
ITPOBEIEHHS KIIIHIYHUX OOCIiAXKeHb Ta/abo B Iepios MOCTMapKEeTUHT OBOTO
3aCTOCyBaHHS, KilacHu(piKoBaHa 3a OIL[IHKOIO 1XHiX PiBHIB Y X0l BEeIUKUX OOBrOTPUBAIUX
J1a1e00-KOHTPOJILOBAHUX KITIHIYHUX OOCIIimKeHb, BKIovaouu HPS (JocrmimxeHHs
3axucTy cepus) Ta 4S (CkaHOWMHaABChKE OOCIIAXKEHHS BIJIMBY CUMBAacTaTUHY Ha
BHU2KVBaHHS) 3a y4acrTi BignoBigHo 20536 Ta 4444 nauienTis. Y HPS BigMmivanucs
nuile Taki cepio3Hi mobGiuHi peakirii, SK Mianris, migBUILIEHHS PiBHS TpaHCcaMiHa3
CHPOBATKM KPOBi Ta KpeaTUHKiIHa3u. Y 4S 3anucyBalucs yCi 3a3HadyeHi HUXKYe
mobiuHi peakirii. AKIMo B X0[i ITUX MOCHIIXXeHb PiBHI Ipu NpUOMi CUMBaCcTaTUHY OyJu
HUXK4i abo nmogibHi mo Tux, 110 ¥ npu npuiioMi nnanebo, Ta Oynau NoaiOHI clIoOHTaHHI
MMOBiTOMJIEHHS PO MOOiUHi peakilil, AKi Manu OOTPYHTOBAHUM NMPUUYUHHUM 3B'SI30K,
BOHU Kj1aCU(}iKyBaJIMCh SIK PigKicHi.

B xomi gocmimxkennss HPS 3a yyacti 20536 marttienTiB, ski nputimanu 40 Mr/mo0y
cuMmBacTaTtuny (m=10269) a6o mamebo (m=10267). mpodini 6e3neku Oynu
IOPIBHSHUMM Y IALIIEHTIB, SIKi IpUiMaid CUMBacCTaTHH, Ta IAlll€HTIB, AKi IpUUMasu
maiebo, B cepeaHbOMY IIPOTATOM 5 POKiB mociigKeHHs. PiBHI NpunmuHeHHS y4acTi
yepe3d nmobiyHi peakxiiii Oysu MOPiBHAHUMHU B 000X rpynax JIikyBaHHA (4.8 % y
nalieHTiB, gKi npuriManu cuMmBacTtaTul 40 Mr, Ta 5,1 % y mauieHTiB, gKi npuiMaiu
mnaie6o0). Yactora po3BUTKY MiomnaTil cranoBumna <0,1 % y mailieHTiB, sgKi mpuiiManu
cuMmBacTaTtuH 40 mr. [TinBumieHHsI TpaHcaMiHa3 (y moHaA 3 pa3u BHUILlE BEPXHBOI MeXi
HOPMH, IiATBEpPIKEeHe MOBTOPHUM aHali3oM) BigOynocsa y 0.21 % (m=21) mallieHTis,
SIKi mpurManu cuMBacTaTuH, OPiBHSAHO 3 0,09 % (1=9) nmaiieHTiB, SKi npuiManu
rane6o.



IMaHi 111000 YacTOTU BUHUKHEHHS ITOOIYHUX peaklliii HaBedeHi 3a TaKOoIo
Kinacudikalnieo: nyxe dacto (>1/10), gacto (>1/100 ta <1/10), HegacTo (>1/1000 Ta
<1/100), pigko ( -1/10000 ta <1/1000), oyxke pigko (<1/10000), gacToTa HEBigoMa
(4acTOTy BUHUKHEHHS IMOOIYHUX peakllii HeMOXKJIMBO BCTAHOBUTHY Ha OCHOBI iCHYIOUHUX
OaHUX).

HocraigKeHHs

Pioxo: migBuUIlleHHS PiBHIB CHPOBATKOBUX TpaHCaMiHa3 (ajlaHiHaMiHOTpaHCdepa3n.
acmapTaTaMiHOTpaHCdepa3u Ta raMMa-TIIOTaMiITpaHCcIIenTUaa3un) (OIUB. PO3Mis
«OCco06IMBOCTI 3aCTOCYBaHHS. BIyIMB Ha Ne4iHKY»), iABUIIIEHHS PiBHS JIy?KHOI1
dochaTas3u, migBullleHHS PiBHIB CUPOBATKOBOI KpeaTUHKiIHA3MU (OUB. PO3Mis
«OcobnuBOCTi 3acTOoCcyBaHHSA. MiomaTiss/paboomioni3»).

Llykposuli 0iabem: 4acTOTa BUHUKHEHHS 3aJIe>KUTh BiJl HAssBHOCTi a00 BigCyTHOCTI
(pakTOpiB pU3UKY (pPiBEHb I'TIOKO3M KPOBi HaTIle >5.6 MMOJIb//I, iHAEKC Macu Tina >30
KT/M2. TigBUILIIeHUU PiBeHb TPUTJILIEPUAIB, apTepiajbHa rinnepTeH3is B aHaMHe3i) (OuB.
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

IMTopymieHHS 3 O0KY KPOBi Ta JiMMaTHYHOl CUCTEMH

Pinko: aHeMmis.

IMopymieHHs 3 60Ky iMyHHOI CUCTEMH

Pigko criocTtepiraBcs CHHOPOM, 110 OYEBUOHO II0OB’'I3aHUU 3 TiIEepPYyTIUBICTIO Ta
CYIIPOBOMKYBaBCsSI TAKUMU CUMIITOMaMu: aHadinaKciss, aHTiOHEeBPOTUYHUN HaOPSIK,
BOBYAKOIOAIOHMYM CUHAPOM, peBMaTHU4Ha ITojliMianris. ;epMaTOMiO3UT, BaCKYJIiT,
TpoMOOIIMTOIIeHisI, eo3uHOGinmist, migBuiieHa IIIOE, apTpul Ta apTpanirisi, KPoIuB'sHKA,
CBiT/IOYYTNIMBICTD, TapsiyKa, IIPUIMJIMBY, TUCITHOE Ta CIa0KiCTh.

IMopymieHHs1 3 60Ky HEPBOBO1 CHCTEMHU

Pigko: ronmoBHU# 0inb, IIapecTesis, 3a1aMOpPoYeHH s, ITepudepruyHa HeBPOIIaTis.
Ilyxe pioKoO: HOPYIIEeHHS TaM’ ATi.

IMTopyiieHHs 3 60Ky HIJTYHKOBO-KMIIIKOBOI'O TPAKTY

Pigko: 3amop, abmomiHanbHUM 0i/Tb, METEOPU3M, OUCIIEIICis, Oiapes, HyAoTa,
O1I0BaHHS, TaHKPeaTuT.

IMopymieHHs 3 60Ky HMIKipH Ta HigMIKipHMX TKAaHUH

Pigko: Bucum, cBepOixK, ajiomeIris.



ITopyiieHHs 3 60Ky CKeJIeTHO-M'SI30BOr0 alapaTy, COOJYYHOI TKAHMHHU Ta KiCTOK

Pinko: miomaTis (mig 9ac KJIiHiYHOTO OOCIiIXKeHHsI MionaTiss BUHMKasa 30e06iIbiioro y
Malli€eHTiB, SIKi MpuiiManu cuMBacTaTUH B m03i 80 Mmr Ha nody (1,0 %), y mOpiBHSAHHI 3
naiieHTaMu, sKi npuiimanu 20 mr Ha gooy (0,02 %)), pabgomiosi3 (quB. po3min
«OcobnmuBOCTi 3acTOoCyBaHHSA. MiomaTist/pabagomioni3»), Mianrisi, M’I30Bi clia3MHu.

Pabpgomioni3 € mo6iyHOIO peaklli€to, 10 TOTEHIIINHO 3aTPOXKY€E KHUTTIO.

[ToBigoMISAIOCS PO OKPEMi BUNIaAKN BUHUKHEHHS CKapr Ha UCKOMQOPT axiiioBOTO
CYXOKUJIJISL, PIOKO MOB'si3aHi 3 PO3PUBOM axiIZIOBOTO CYXOXKUJIJIA.

YacToTa HeBigoMa: iMyHOOIOCEPEeAKOBaHa HEKPOTHYHA MionaTisa (AuB. PO3AiI
«OCcoOIUBOCTI 3aCTOCYBaHHSI»)**,

3aranbHi DOPYVIIEHHS

Pinko: acTenig.

3axXBOPIOBAHHS MEYiHKH Ta XKOBYHOT'0 MiXypa

Pigko: remaTUT/>)KOBTSIHUIIS.
Iy>Ke pigKo: jeTajibHa Ta HejlerajibHa IIe4YiHKOBa HEJOCTaTHICTh.

IlcuxiyHil DOpPYIIEHHS

IIyxe pinko: 6€3COHHS.
YacToTa HeBimoMma: gerpecis.

ITopyIieHHs: 3 60Ky PEeIPOOYKTHBHOI CHCTEMH Ta MOJIOYHHX 3aJI03

YacToTa HeBigoMa: epeKTu/IbHA OJUCPYHKIIIS.

PecniipaTopHi, TOpaKajlbHi Ta MeOlaCTHHAIbHI IOPYVIIEHHS

YacToTa HeBigoMa: iHTepCTHUIliaTbHa XBopoOa JIeTeHiB.

ITo6iuHi peakiiil Ipu 3aCTOCYBAaHHI CTAaTUHIB

** Jlyke pidKO MOBIOOMIISIOCS IIPO BUIIQAKM iIMyHOOIIOCEPEOKOBaHOI HEKPOTUYHOI
mionarii (IOHM), ayToiMmyHHO1 MiomaTii iz yac abo Iicns JiKyBaHHSI CTaTUHaMU.
IOHM kmiHiYHO XapaKTepU3YETHCS CJIaOKiCTIO MPOKCUMAaIbHUX M'SI3iB Ta
HiOABUIIIEHHAM PiBHS KpeaTUHKiIHa3u B CUPOBATII KPOBIi, AKi HE 3HUKAKOTh,
He3BaXaloyu Ha NPUNUHEHHS IPUUOMY CTaTUHIB. Pe3ynbTaTy OOCITIAXKEHHSA M's31B
BKa3yIOTh Ha 03HAKHW HEKPOTUYHOI MiomnaTii 63 3HaUHOTO 3alajieHHs Ta



3aCTOCYBaHHS iMyHOCYHIPEeCHUBHUX 3aC00iB ITPU3BOAUTD A0 ITOJIIIIIeHHS (OUB. PO3MIin
«0OcobnmuBOCTi 3acTOoCcyBaHHS. MiomaTist/padgomioniz»).

Y xomi mocTMapKeTUHTOBOTO Mepiony 3pigka OyJix MOBimOMJIEHHS PO NOPYIIEHHS
KOTHITUBHOI QyHKIIil (HanpuKiIaj, BTpaTa IaM'saTi, 3a0yObKyBaTiCTh, aMHe3is,
MIOPYLIEHHS IaM'sTi, CIJIyTaHICTh CBIHOMOCTI), II0OB’sI3aHi i3 3aCTOCyBaHHSAM CTaTUHIB.
[Tpo ui mopylieHH KOTHITUBHOI (PyHKIIi1 TOBiZOMJISIJIOCS CTOCOBHO YCiX CTaTUHIB. B
1[iJToMy, BUMTAAKU OyIU HETSXKKHUMU Ta OOOPOTHUMM TiCJIA NPUNUHEHHS ITPUNOMY
CTaTHHY; YacC OO0 MOoYaTKy IIOSIBU CUMITOMIB (Big 1 OHS OO KiTbKOX POKiB) Ta
3HUKHEHHSI CUMIITOMIB (Y cepegHbOMY 3 THKHi) OyB pi3HUM.

[Tpu puiiomi gesIKUX CTAaTHUHIB ITOBIIOMJISAIM IIPO TakKi M0oOiYHi peakiiii: po3maau CHY,
BKJIIOUAIO4YH HiYHiI KOIIIMapH; cTaTeBa OUCQHYHKIIIS.

ity Ta nigmiTky BikoM 10-17 poKiB

Y xomi 48-TuKHEBOTO AOCIIAXKEHHS 3a y4acCTIO AiTel Ta MiAJIiTKiB (XJIONYUKHU BiKOBO1
ctapil II 3a TauHepoM Ta BHUIIlEe Ta AiBYaTa, B SKUX IPUHAUMHI OOUH PiK IIPUCYTHIA
MEeHCTpya/lbHUM IUKII) BikOM 10-17 pOKiB 3 reTepO3UTrOTHOK CiMENHOIO
rinmepxonecrepuHemieio (1=175) npodinb 6e3MneKu Ta IIepPeHOCUMOCTI y Malli€EHTIB, AKi
MMpu¥Manay CUMBAcTaTUH, OyB 3arajoM NOomiOHMM [0 TAKOTro y MallieHTiB, sIKi mpuiiManu
mane6o. [oBroTpuBanuii BIUIUB Ha PisMyHUM, PO3YMOBUM Ta CTAaTEBUM PO3BUTOK
HeBigoMuii. HeMae mocTtaTHBOI KiJIbKOCTI JaHUX IIiCJII OMHOTO POKY JIiKyBaHHS.

TepMiH NpHIAaTHOCTI
2 POKH.
VYMoBM 30epiranHs

30epiraTtu B OpuUTiHaANIbHIM YyIAKOBIIi TpU TeMIlepaTypi He Buile 25°C. 30epiratu y
HEeOOCTYIIHOMY IJIS OiTeu MicCIi.

YnakoBka

ITo 10 TabneTok y 6micTepi; mo 3 6micTepu y KOPoOIIi.
KaTeropisz Bignmycky

3a penemnTomMm.

BupooHuK



AT ®apwmanesTuunun 3ason TEBA.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaXKeHHsI
IJistIbHOCTI

Hinpuuis 1; H-4042 [TeGpenen, Byn. [Tannari 13, YropuiuHa.
[Ixkepesto iHCTPYKITil

[HCTpyKIIifo TiKapChKOTro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY
JIiIKapChKHX 3ac00iB YKpalHu.
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