TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

BA3WIJIIII®

(VASILIP®)

CKn1a0:
ditoua pe4o8uHda: CUMBaCTaTHH;
1 TabGneTka, BKpUTa IUTiBKOBOIO 0007I0HKOI0, MiCTUTE 40 MI' CUMBACTaTUHY;

0onoMidCHI pe4oBuHU: TAKTO3W MOHOTIIpaT, KpOXMaJlb IpexkelaTuHi30BaHuM, Oy TUNTiAPOKCiaHi30m
(E 320), kucnora nuMoHHa 6e3BogHa, KUCJIOTa aCKOPOiHOBa, KpoXMaJilb KYKYPYA3SHUM, 1IeJTI0103a
MIKPOKpHUCTaiYHa, MarHiio creapar;

ITiBKOBa 000JI0OHKA: TilTpOMesio3a, TalbK, IPOIiIeHTTiKoIb, TuTany miokcup (E 171).

Jlikapceka ¢opma. TabreTku, BKPUTI MTiBKOBOIO 000I0HKOIO.

OcHosHi (pi3uko-xiMiyHi 81acmusocmi: KpyTJli, 371eTKa OBOOMYKJI, 6iIor0 KOnbopy TableTKH, BKPUTI
ITiIBKOBOIO 000JIOHKOIO, 31 CKOIIIEHMM KpaeM Ta 3 HACiuKolo 3 OOHOTO GOKY.

®dapMmakoTepaneBTHYHaA rpyIa.
lnonimigemiuni 3aco6u, MOHOKOMIIOHEHTHi. [Hri6iTopu 'MI'-KoA-penyKkTa3mu.

Koo ATX C10A AO1.

dapmako102iyHi 8 1acmueocmi.
®apmakoduHamika

[Ticrsg mepopanbHOTO MPUMOMY CUMBAaCTaTHH i3 HEAKTUBHOIO JIAKTOHY TigpPOJIi3y€EThCA ¥ MEeYiHIi 70
BiAITIOBigHOI aKTUBHOI O€Ta-TiIPOKCUKUCIOTHOI (OPMHU, TKa Ma€ IOTYKHY aKTUBHICTh y TaIbMyBaHHi
['MT-KoA-penykTa3su (3-rigpokci-3-metunrimtorapuin-KoA-penykrasu). Lleit pepMeHT KaTasisye
nepetBopenHs 'MI'-KoA Ha MeBasioHaT (MoYaTKoBa i JimMiTyo4a cTapil 6i0CHHTE3y X0JIeCTePUHY).

[TinTBepAkKEHO, 10 CHMBACTaTUH 3HUKYE K HOPMaJbHi, TaK i MigBUINEHI KOHIIEHTPAIIil
mimompoTeiniB HU3bKOI wminbHOCTI (JITTHII). JITTHIL] yTBOPIOIOTHCS 3 JIMOMPOTEINiB Iy2Ke HU3bKOI
minbHoCTi (JITIIHII) i mepeBaxkHO KaTab0Ii3yI0ThCSI BUCOKOCTIOPigHEHUMY perienrTopamu JITTHII.



Mexaniszm JIITHII-3HMKyBanbHOTO ePeKTy CHMBaCTaTUHy MOXKe OyTH IIOB’sI3aHUM AK 31 3HUKEHHSIM
KOHIeHTpalii xonectepuny JITITHII (X-JITITHIL), Tax i 3 inpykiieio penenrtopis JIITHII, mo
IIPU3BOIUTH 0 CKOPOUEHHS MPOAYKYBaHHS Ta MigBUINEeHHS KaTabomiamy xonectepuny JITTHII (X-
JITTHIII). TakoX mpu 3aCTOCYyBaHHI CUMBaCTaTHHY iCTOTHO 3HUXKYETHCS PiBEHB amoinonpoTeiny B.
Kpim Toro, cuMBacTaTUH IOMipHO 30ibIIye PiBEHD X0JIECTEPUHY JIIIONPOTEINiB BUCOKOI IIiIbHOCTI
(X-JITIBII) i 3HMKYy€E piBeHDb TPUTJIILIEPUAIB ¥ I1JIa3Mi KPOBi. Y pe3yibTaTi OUX 3MiH 3MEHIIYITHCS
CIIiBBiIHOIIIEHHS 3arajabHOr0 Xojaectepuny go X-JIIIBII i X-JITTHII mo X-JITIBILI.

Iimremiva xBopoda cepirg (IXC)

Y mocnipxenni HPS (Heart Protection Study) pe3ynbraT Teparmii cuMBacTaTHHOM GyJI0 OLiHEHO Y
20536 mamienTiB (BikoMm Bim 40 mo 80 pokiB) i3 rinonimigemieto abo 6e3 Hel, 3 ileMigYHOI0 XBOPOOOIO
ceplis Ta iHIIUMHU OKJTIO3iMHUME apTepia/lbHUMHU 3aXBOPIOBAHHSIME a00 IYKPOBUM AiabeToM. Y 1iboMy
IOCIIiKeHHi, sKe TpuBaio 6;1u3bK0 5 pokiB, 10 269 nauieHTiB npuiiMany CUMBaCTaTUH y 703i 40 Mr
Ha n00y, 10267 marienTiB mputiManu miarebo. Ha moyaTtky mocmimxkenHs: 6793 marientua (33 %)
Manu piBens JIITHII auxye 116 mr/mn, 5063 mattienTtu (25 %) manu piBeHb Big 116 mr/om mo 135
mr/on, 8680 mamieHTiB (42 %) Manu piBeHb Oinbiie 135 mr/m.

JIikyBaHHSI CUMBACTaTHHOM Y 1o3i 40 Mr Ha 100y MOpPiBHSAHO 3 myale6o 3HaYHO 3MEHIIYE JIeTaJbHiCTh
3 pi3HUX npuyuH y namieHTis (1328, abo 12,9 %, npotu 1507, abo 14,7 %, BignosigHo; p=0,0003), y
3B’A3KY 31 3MeHIIeHHSIM JIeTaIbHOCTI Bifl iH(apkTy Miokapha Ha 18 % (587, abo 5,7 %, npotu 707,
a6o 6,9 %; p=0,0005; 3HUKEHHS a6COMIOTHOTO pU3uKy 1,2 %). 3HUKEHHS JIeTaTbHOCTI Bif
HEeCYJMHHUX 3aXBOPIOBaHb HE AOCATIIO CTaTUCTUYHOI 3HAYYL[OCTi. TaKOXK CHMBAaCTaTUH 3MEHIIIyE
PU3UK BEJIMKKUX KOPOHAPHUX HalafiB (CKJIafeHUH KiHI[eBUY ITOKA3HUK i3 HeleTalbHOT0 iHpapKTy
MioKappa Ta netanbHOCTI Bifg IXC) Ha 27 % (p<0,0001). CuMmBacTaTuH 3MeHIIyE MIOTPEOY ¥
IIPOXOAKEHHI POoIleypy peBacKysIlil KOpOHAPHUX apTepil (y TOMy 4HCIIi aOPTOKOpOHApHe
IIYHTYBaHHS a00 TpaHCIIOMiHalbHa KOPOHapHA aHTiOMIacTUKa) Ta MPOLEeAypH PeBACKYIAIii
nepudepuyHUX Ta HeKOpoHapHuXx cyauH Ha 30 % (p<0,0001) Tta 16 % (p=0,006) BigmoBigHO.

CuMBacTaTvH 3MeHIIy€e PU3UK BUHUKHEHHS iHCYNIbTy Ha 25 % (p<0,0001), imemigHOoro iHCYIBTY -Ha
30 % (p < 0,0001). Kpim Toro, y migrpymi namieHTis i3 1ykpoBuM fiabeToM CUMBaCTaTUH 3MEHIIYE
PU3HK PO3BUTKY MaKpPOBACKYJIIPHUX YCKIaAHEHb, @ 0TXKe, HeoOXiIHICTh MPOoIleypy peBacKyIIsIil
nepudepuyHUX CyAuH (Xipyprig abo aHriomaacTKa), aMIyTallil HUKHIX KiHI[iBOK, @ TAKOXK 3HUKYE
pU3UK BUHUKHEHHS BUPa30K Ha Horax Ha 21 % (p = 0,0293). IIpomopiiiiiHe 3HUKEHHS 4aCTOTH MOMil
OyJI0 OMHAKOBUM Y KOXKHI{ MiATPYIIi HOCTiAXKYyBaHUX MallieHTiB: 663 KOPOHAPHUX 3aXBOPIOBaHb, aje i3
CepleBO-CYAMHHUMH 3aXBOPIOBAaHHIMU a60 nepudpepruyHNMHU 3aXBOPIOBAHHSIMU CYIHUH, YOJIOBIKiB Ta
XKiHOK ¥ Billi mo abo micns 70 pokiB, i3 HasgBHiCTIO ab0 BifCYyTHICTIO rinepTeH3il Ha MOYaTKy
LOCIIiAXKeHb, 30KpeMa i3 piBHeM xonectepury JIITHII auxye 3,0 MMOJIB/II.

Y mocnimxkenHi 4S (Scandinavian Simvastatin Survival Study) BnnuB Ha 3aranbHy J€TalnbHICTL OYB
ouineHuy Ha 4444 nauienTax i3 IXC Ta piBHeM xonectepuny 212-309 mr/gn (5,5-8,0 mmons/n). ¥
I1b0MYy 6araToleHTPOBOMY PaHAOMi30BAHOMY IOABINHO-CIINOMY I1/1alie00-KOHTPOIEOBAHOMY
IOCTiAKEeHH] MallieHTH 3i CTeHOKapfi€eo abo nepeHeceHUM iHpapkToM Miokapzaa (IM) mikyBanucs 3a
IOIIOMOTOI0 [i€TH 31 3BUYAUHUM JOTJISAOM, CHMBACTaTUHOM Y mo3i 20-40 Mr Ha moby (n=2221) abo
nnane6o (n=2223) i3 cepegHbOIO TPUBAICTIO NiKyBaHHSA 5,4 POKY. Byso moka3aHo, 110 CUMBaCTaTHH
3MEHIIIye PU3UK JIeTaabHOTo Hacigky Ha 30 % (3HUXKEeHHS abComoTHOT0 pusuky 3,3 %). Pusuk
nmeTanbHOr0 Haciaky Bim IXC Oyro 3mMeHIneHo Ha 42 % (3HUXKEeHHS a0CONIOTHOTO pU3UKy 3,5 %).
CuMBacTaTUH TaKOXK 3MEHIIY€e PU3UK BUMAAKiB BEJIMKUX KOPOHAPHUX HamamiB (JieTalbHUN HACIiIOK
Bim IXC Ta 6e3cMMNITOMHUY HeNleTanbHUM iHGapKT Miokapaa) Ha 34 %. KpiMm Toro, cuMBacTaTuH
3HAYHO 3HMXKYE PU3UK JeTaJbHUX Ta HeJlIeTalbHUX BUMAIKIB CepIeBO-CYOUHHUX 3aXBOPIOBaHb
(iHCYTIbT Ta TPaH3UTOpPHA ilmeMiuyHa aTaka) Ha 28 %. Hemae ctaTuyHO 3Ha4yII0l BiIMiHHOCTI MiX
rpynaMu y pasi JieTaJIbHOI'0 HaCJIiIKy He Bif] CEpLEeBO-CYOUHHUX 3aXBOPIOBAHE.



[TepBuHHA rinmepxoyiecTepuHeMis Ta KOMOiHOBaHa Tinepiimigmemis

Y mocnifKeHHSX, Ie MOPiBHIOIOTECA e(heKTUBHICTL Ta 0e3MeyHiCTh cuMBacTaTUHY v [o3i 10 Mr, 20 mr,
40 mr ta 80 Mr Ha go0y y nali€eHTIB i3 rinepxonecTepuHEMi€l0, CepefHe 3HUXKEHHS X0JIECTEePUHY
JITTHIL 6yno 30 %, 38 %, 41 % ta 47 % BigmoBigHO. Y HOCTiAXKEHHSX MAI[iEHTIB i3
kKoMOiHOBaHO0 (3MiltaHo10) ¢hopMorio rinepminipemii, ski npuiiManu 40 Mr Ta 80 mMr
CHMBaCTaTUHY, CepefHE 3HNUKEHHS Tpuriinepunis 6ymo 28 % ta 33 % BigmnosigHo (m1aiebo
2 %), a cepepnHi 30inmbinenHs xonectepuny JIIIBII ctanoBunu BignosigHo 13 Ta 16 %
(mname6o 3 %) BinmoBimHO.

dapmaxoKiHemuxka.

CuMBacTaTvH - HeaKTUBHUM JTAKTOH, in Vivo JIeTKO Tigposi3yeThCs, yTBOpooun 6eTa-
TiIPOKCUKUCIOTHUIM nOTykHUY iHTiOiTOp [MI-K0A-penykTa3u. ['ifponi3 BinOyBaeThCsA TOTOBHUM
YUHOM Yy IIeYiHIli; IBUAKICTH Tigpoi3y y IIa3Mi KpOBi JIIOOUHU € AyXKe HU3BKOIO.

dapMaKOKiHeTHYHi BIIaCTUBOCTI OILIHIOBAJIU 3 YYaCTIO mopociaux. PapMaKOKiHeTUYHI maHi 11010
OiTeu Ta MifAJiTKiB BiACYTHI.

Abcopbuis

CumMBacTtaTut f00pe BCMOKTY€ETHCS i MiANAEThCS €eKCTEHCHUBHIM €KCTPAaKIIil y MediHIli npu
IIePBUHHOMY IIpOoXonkeHHi. EXCcTparyBaHH4 y ediHIl 3a/IeKUTh Bifj I€4iHKOBOI'O KPOBOTOKY.
[TedyinKka € OCHOBHUM MicIieM [ii akTUBHOI (hopMu. [Tic/isi mepopanbHOT0 IPUKMOMY CUMBACTaTUHY
HasIBHICTh 0€Ta-TiIPOKCUKUCIIOTH Y CUCTEMHOMY KPYroo0iry CTaHOBUTH MeHIIe 5 % mo3H.
MaxkcumasnbHa KOHIIEHTpallisl akTUBHUX iHTi6ITOPIB ¥ mIa3Mi KPoBi locATaEThCS IPUOIU3HO Yepes
1-2 ropuHY micns npuioMy cuMBacTaTuHy. CymyTHIN IpUOM IXi He BIIMBa€ Ha abcopOuito
mpenapary.

dapMakoKiHEeTHYHI OOCTiAXKeHHS IPUIoMy ofHiel abo KimTbKOX 403 CUMBACTaTUHY ITOKa3aJH, 110
micist 6araTopas3oBoOro MPUHOMY IIperapaTy He BigOyBa€ThCa HAKOMUYEHHS JTIKapChKOTo 3acoby.

Po3noodin

3B’g3yBaHHS CHMBACTaTUHY Ta OT0 aKTUBHUX MeTa0O0IiTiB 3 OiIKaMu Ij1a3Mu KPOBi CTAHOBUTH = 95
%.

BusedeHHs

CumBacratuH € cyoctparoM CYP3A4 (nuB. po3pinu «[IpoTunokasaHHs» Ta « Blaemopis 3 iHIIUMHU
JiKapChbKUMU 3aco0aMu Ta iHIII BUAY B3a€MOfi»). OCHOBHUMU MeTaboIiTaMyu CUMBACTaTAHY Y
y1a3Mi KpPOBi MIOAUHY € OeTa-TigTpOKCUKUCIIOTa Ta 4 HOJaTKOBI aKTHBHI MeTabomitu. ITicins
[IepOpaIbHOTO NIPUIOMY CUMBACTaTUHY, MiYeHOr 0 pafioaKTUBHUM i30TonoM, 13 % npenapaty
BUBOIUTHCS i3 ceuelo i 60 % 3 dhekamiamu npotsaroM 96 roguH. PedyoBruHa, 3HaWfeHa y GheKaifx,
sIBJIsi€ 00010 YaCTHUHY aficopOOBaHOTO0 JTiKapChKOT0 3aco0y, 110 BUBOAUTHCS 3 XKOBYIO, Ta YACTUHY
npemnapary, 1o He abcopOyBanacs. [Ticisa BHYTPIlTHhOBEHHOTO BBEJIeHHS MeTaboiTy GeTa-
TIAPOKCUKUCIIOTH MOTO [Iepiof HamMiBpo3naay CTaHOBUTE 1,9 rogunu. Y cepegubomMy nuite 0,3 %
BHYTPIIIHEOBEHHOI 103U BUBOMUTHCS i3 ceuero y ¢popMi inribiTopis.

CuMBaCTaTHH aKTHUBHO 3aXOIIJIIOETHCS renaToIluTaMu 3a mornomoroio Hocigs OATP1B1.

CHMBaCTaTHH € CyOCTpaToM eIFOKCHOr0 HOCist OilTKa Pe3UCTEHTHOCTI paKy MOJIOYHOI 3a/103H



(BCRP).

[NarieHTH 0COOIUBUX TPV

ITonaimopgiszm SLCO1B1

Y Hociis aneni ¢.521T>C reny SLCO1B1 cnocTepiraeTbcsi 3MeHIIeHa akTUBHICTb Oinka OATP1B1.
Cepenns excro3utlis (AUC) rosoBHOr0 akTHBHOTO META0O0JIITY - CUMBACTATHHOBOI KMCIIOTH -
crtanoBuTh 120 % y rerepo3urotaux Hocii (CT) anemi Ci 221 % y romo3urotaux (CC) HOCIiB,
TIOPiBHSIHO 3 TalliEHTaMH, SIKi MaloTh Haunomwpenimuit reqotun (TT). Asiens C y eBpomenceKii
TOMyJIALii BUHUKAE 3 4ACTOTO 18 %, mpy uboMy roMO3UroTHUY reHoTun CC BUSBISAIOTE i3
vacToToio 1,5 %. V nauientis i3 monimopdizmom reny SLCO1B1 icHye pu3uK MmigBUILIEHO]
€KCIT03UIlil CHMBaCTaTUHOBOI KMCJIOTH, IIJ0 MOXKe 30iIbIlyBaTh PU3UK PO3BUTKY pabmoMionisy (muB.
po3min «OcobIuBOCTi 3aCTOCYBaHHS»).

KiiHiuHi XapaKTepHUCTHKH.

IToka3auHs.

l'inepxonecTepuHeMis

JIikyBaHHS IEPBUHHOI TinepxojiecTeprHeMil abo 3MilltaHol AUCTiMigeMii SK TOIOBHEHHS [0 Hi€TH,
KOJIY BifITIOBifb Ha Mi€Ty Ta iHII HeMegUKaMeHTO3Hi 3aco0u JIiKyBaHHS (HanpHukiaf Qi3udHi BIpaBH,
3HUKEHHS MacH Tijla) € HeJOCTaTHLOIO.

JIikyBaHHSI TOMO3UTOTHOI CiMelHOI rifepxojieCTepHHEMIl SIK NOMOBHEHHS [0 TIETH Ta iHIIOTO
JMiqO3HUKYBAIbHOTO JIIKyBaHHS (Hampukian adepes3y JimigiB HU3bKOI HMIiIIBHOCTI), SKIIO TaKi
METOAY JIIKyBaHHS HE € HaJleKHUMU.

CepiieBo-cyouHHAa TpodiTakTUKa

3HUKEHHS CepIeBO-CyANHHOI CMEPTHOCTI Ta 3aXBOPIOBAHOCTI Yy MAIiEHTIB 3 SBHOIO
aTepoCKIEPOTUYHOI0 CEPIIEBO-CYAUHHOI0 XBOP0OO0I0 ab0 yKpoBUM AiabeToM, 3 HOpMaJbHUMU a0
MigBUIIEHNMHU PiBHSAMH X0JIECTEPUHY, SIK OJATKOBa Tepallis A7 KOPeKIIil iHmux (aKTopiB pU3UKY Ta
[0 iHIIIOI KapAioMpPOTEKTHUBHOIL Teparil (guB. po3min «®apMaKoIoTiyHi BIacTABOCTI»).

IIpomunoka3aHHs.
linep4yTnuBicTh 0 cUMBacTaTUHY ab0 00 Oymb-IKOTO iHIIOTO KOMIIOHEHTa IIperapary.

3axBOpIOBaHHS MEYiHKM y TOCTPiX cTafil abo CTiliKe MigBUIEHHS PiBHS TpaHCaMiHa3 y
CHPOBATIIi KPOBi HEBIIOMOTI'O reHe3y.

CynyTHi#t mpuiioMm motyxHuux inridiTopis CYP3A4 (npenaparis, mo 36insuryiors AUC npu6nusHo
B 5 pasiB abo 6inbIe), TaKUX SIK iTPAKOHA30JI, KETOKOHA30JI, T0CAKOHA30J1, BOPUKOHA30J1, iHribiTopn
BlJI-mpoTtea3wu (Hanpukian HendiHagip), Oomenpesip, Telanpesip, epPUTPOMIITNH, KITapPUTPOMIITHUH,
TeJIiTPOMIIIMH Ta Heda3omoH (AuB. po3ninu «OcobIUBOCTI 3aCTOCYBaHHSA» Ta «B3aeMopis 3 iHIMMU
JiKapChKUMHU 3acob6aMu Ta iHIi BUAKM B3aEMOIiN»).



CynytHi#t npuitoM reMpiOpo3uny, HUKIOCIOPUHY abo maHa3omy (auB. po3minu «OcoO0auBOCTI
3aCTOCYBaHHS» Ta «B3aeMofis 3 iHIIMMU TiKapChKUMK 3ac00aMu Ta iHII BUOYM B3aEMOMiH»).

BaritricTs abo nepiog rogyBaHHs IPyOAo (IMB. pO3Mmin «3aCTOCYBaHHA Y MepPiof BariTHOCTI abo
TONyBaHHS T'PYALIO»).

[TamienTaM i3 TOMO3UTOTHO CIMEUHO0 Tiepx0IeCcTepUHEMIE0, 1K1 OQHOYACHO OTPUMYIOTh
JIOMiTaIif i cuMBacTaTHH y mo3ax Oinbire 40 Mr (quB. po3minu «Croci0 3aCTOCYyBaHHS Ta JO3U»,
«Oco6IMBOCTi 3aCTOCYyBaHHS» Ta «B3aeMofis 3 iHIKMMHU JTiKapChKUMU 3ac06aMu Ta iHIII BUAK
B3aEMOMIN»).

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Bzaemoqiil BuUBYany Iuile y JOPOCIUX.

®apmMakoOQUHAMIYHI 83aeMOOIT

B3aemo0is 3 2inosinidemiyHuMu aAikapcbkumu 3acobamu, AKi npu npuliomi 0Kpemo Moxcymso
CNpuyuHUMU Mionamito

Pu3uk po3BUTKY MiomarTil, BK/II0o4aoyu padmoMioni3, 30i/IbLUIyeThCS TPYU OMHOYACHOMY 3aCTOCYBaHHi
CHMBacTaTHHY 3 ¢ibpaTamu i HialmHOM (HiKOTHMHOBa KucnoTa) = 1 r/moby. OKpiM Toro, icHy€E
(dapMaKoKiHeTHYHA B3aEMOfig 3 TeM(piOPO3UIOM, 1[0 IPU3BOOUTE A0 30i/IbIIEHHS PiBHSI
CHMMBaCTaTHHY y IJIa3Mi KpoBi (IuB. HUX4e «dapMaKOKiHETHYHI B3aEMOii» 1 po3pinu
«[Iporunoka3anHsa» Ta «OCoOIMBOCTI 3aCTOCYBaHHS»). HeMae XKOIHOTO 0Ka3y, 110 IIpu
OJHOYAaCHOMY 3aCTOCYBaHHi cuMBacTaTuHY i heHodiOpaTy pU3UK PO3BUTKY MiomaTii BUIIUH, HiXK MTpH
3aCTOCyBaHHI WX mpenapaTiB okpeMo. [lfonmo inmux ¢ibpaTiB - HeMae HaleXKHUX TaHUX 3
(dapmakoHarnany i GbapMakoKiHeTHKU. Y TOOAMHOKKX BUIIagKaX BUHUKHEHHS MiomaTil/pabmoMionisy
aCOIMI0ETHCA i3 CYMiCHUM 3aCTOCYBaHHSM CHMBACTaTUHY Ta JiMif03HUKYBaAIbHOI 1031 = 1 r/mo0y
HianuHy (TuB. po3ain «Oco6nMUBOCTI 3aCTOCYBaHHST»).

dapmakoKiHemuyHi 83aemo0ii

PexomeHpanii ayisi 3acTocyBaHHs 3ac00iB, 10 BCTYIAOTh Y B3aEMOZIi10, HaBe[IeHO y TabNulli HuXK4e
(muB. TakoXK po3minu «Croci0 3acToCyBaHHS Ta m03u», «IIpoTunoka3anHs», «OcoOIUBOCTI
3aCTOCYBaHHS»).

B3aemopisi 3 iHmuMH TiKapChbKHMH 3aC00aMH, 0 aCOMII0ETHCSA 3 MiTBHIIIEHHM PH3HKOM
Miomarii/padmomiosntizy

Pe4yoBHHY, 1[0 BCTYNAIOTh y PexoMennmarii
B3aEMOII0




[TotyxHi iuribiTopu CYP3A4: [IPOTUIIOKa3aHe 3aCTOCYBaHHS pa30M i3 CHMBACTaTUHOM
iTpakOHA301
KEeTOKOHA30J1
[103aK0HAa30J1I
BOPUKOHA30J1
ePUTPOMIIIUH
KJTapUTPOMIIIH
TEeJIITPOMIIINH

inri6iTopu BIJI mpoTeasu
(Hendinagip)
OolenpeBip

TeJanpesip

Hedha30moH
[[MKJIOCIIOPUH

maHa30J1

reMbiopo3un

[a1i pibpaTy (32 BUHITKOM He IepeBUIIyBaTH IOAeHHOL 03U 10 MI cHMBacTaTUHY
benodibpaTy)
Dy3uaUHOBa KUCIIOTA He peKOMeHIYy€EThCS i3 CUMBACTaTUHOM

Hiamux (HikoTMHOBa KHcnoTa) (= 1 |He peKOMeHOyeThCA IpU3HaYaTHA Pa3oM i3
r/no0y) CMMBACTATHUHOM IalliEHTaM MOHTOJIOITHOI pacu
AmiomapoH He repeBulyBaTé 20 MI' CUMBacTaTHHY Ha 000y
QAMJIOOUIIIH
Beparnamin
nunTiaseM
ebacsip
rpas30IpeBip
JlomiTamin [Tamientam 3 ['0CI' (rOMO3UTOTHOIO CiMEHHOI0
rimepxonecTepuHEMi€l0) CUMBACTaTUH NIPU3HAYAIOTh Y
no3si He Butle 40 Mr Ha g00y.

['peindpyTOBUH CiK PEKOMEHI0BAHO VHUKATHU BXKUBAHHS

Bnaus iHwux aikapcvkux 3acobi8 Ha cuMB8acmamuH

B3aemooii 3 yuacmio CYP3A4

CumBacTtaTuH € cy6ctpatom nutoxpomy P450 3A4. TlotyxHi inribiTopu muroxpomy P450 3A4
IiABUINYIOTH PU3UK BUHUKHEHHS MiomarTii Ta pabmomioni3y BHACIIIOK 3pocTaHHs KOHIeHTpalii I'MI -
KoA-penykTa3u y mia3Mi KpoBi Iif yac Teparii cuMBacTaTuHoM. [10 TakKUX iHTiGiTOpIB HanexkaThb
iTpakKoHa3011, KETOKOHA30J1, T0CAaKOHAa30J1, BOPHKOHA30JI, EPUTPOMIIIMH, KIIapUTPOMILIKH,
TenmiTpoMinuH, iuribiTopu BlJI-mpoTeas3u (Hampukiap, HendinaBip), 6ouenpeBip, Temanpesip Ta
HedazonoH. CynyTHil IpuKoOM iTpaKOHA30/1y MPU3BOAUTE N0 3POCTAHHS €KCIIO3UIlil CHMBAaCTaTUHOBOI
KHMCJIOTH (AKTHBHOT'0 MeTaboJtiTy 6eTa-rinpokcukuciaoTu) 6inbin Hixk y 10 pasiB, TeniTpoMinuny -
6inbim HiX y 11 paais.

Kom0iHarmist 3 iTpak0OHa30710M, KETOKOHA30JI0M, II03aK0OHA30JI0M, BOPHKOHA30JI0M, iHTibiTOpamMu
npoTealu BIJI (Hampukinapm, Hendinapip), OomenpeBipoM, TeIanpeBipoM epUTPOMIIIMHOM,
KJIapUTPOMIIIMHOM, TENIiTPOMiIMHOM, Hepa30qoHOM, a TaK0xK reM(pibpo3uioM, IUKIOCIOPUHOM,
IaHa30JI0M Ta 3 JIiIKapChKUMHU 3ac00aMu, 1110 MiCTSTh KOOIIMCTAT, MPOTUIIOKa3aHa (IUB. PO3MIin
«[IpoTumoka3anHs»). AKII0 TiKyBaHHS MOTYKHUMH iHTi6iTopamMu CYP3A4 (mpemapaTamy, 1110
36inmbimnyioTh AUC B 5 pasiB abo 6inbllie) HEMOXKJINBO YHUKHYTH, TEPaIlil0 CHMBACTaTUHOM IOTPiOHO
IPUNUHUTH Ha Yac IPOBefeHHS KypCy NiKyBaHHSA. 3aCTOCYBaHHS CUMBACTaTUHY 3 AEIKUMHU iHIIUMHI



MeHII MOTyKHUMHU iHribitopamu CYP3A4: ¢p1roKOHA3010M, BepanaMisioM i AuITia3eMoM - CIIif
IIPOBOOUTH 3 00epexHicTIo0 (IuB. po3minu «Crocib 3acTocyBaHHS Ta m03u», «Oco0MMBOCTi
3aCTOCYBaHHS»).

D 10KOHA301

3pigKa MOoBimOMIISITIM MTPO BUMAAKU pabaoMionti3y, 10 acoIlifoBaBCsS 3 CYIyTHIM IPUOMOM
CHMBACTATHHY Ta (QIIOKOHA30y (IUB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

HukaocnopuH

Pu3uk po3BUTKY MiomaTil/pabmoMionidy 3pocTae Ipu MOETHAHOMY 3aCTOCYBaHHI IUKIOCIIOPUHY 3
CUMBACTaTHHOM; TOMY TaKe 3aCTOCYBaHHS IIPOTUIIOKa3aHe (OuB. po3minu «[IpoTumoka3aHHsI» Ta
«0OcobuBOCTi 3acTOCyBaHH»). X04Ya MexaHi3M [iil He IOBHICTIO 3pO3yMinuii, 6yio
IIPOJIEMOHCTPOBAHO, 1110 IuKIIocmopuH 36inbinye AUC iuribitopiB 'MI-KoA-penykra3u. 30inbiieHHS
AUC cumBacTaTuHY BinOyBa€eThbcsl HacaMmiepen depes npurHiuenus CYP3A4 ta/abo 6inka OATP1Bl1.

Ianason

Yepes pu3uK pPO3BUTKY MiomarTil i pabmomiosizy, 1m0 30ibIIyETHCS IPU CYITyTHHOMY 3aCTOCYBaHHi
[aHa30JIy 3 CHMBACTaTUHOM, TaKe 3aCTOCYBaHHS IPOTUIIOKa3aHe (OuB. po3ninu «IIpoTunoka3aHHI»
ta «OCcoOMMBOCTI 3aCTOCYBAHHS»).

T'em@ibpo3us

T'empi6posun 36inemye AUC cuMBacTaTHHOBOI KUCJIOTH V 1,9 pa3u, MOXKIKBO, Yepe3
rajJbMyBaHHS KacKafy peaklill TJIIOKypoHifalil Ta/abo 0inka OATP1B1 (gus. po3ginu
«ITpoTunokazaHHsa» Ta

«0OcobnuBOCTi 3acToCyBaHHS»). CyNlyTHE 3aCTOCYyBaHHS 3 reM(}iOpO3UIOM IPOTUIIOKA3aHe.
®y3uduHosa Kucaoma

Pusuk Mmiomarii, BK/IIo4aoyy pabooMiosi3, MoxKe IiiBUIIYBaTUCS i YaCc CYIyTHHOT'O IPUOMY
CHUCTEeMHOI (Py3uAMHOBOI KMCIOTH Ta CTaTuHiB. CymyTHil mpuiioM niel KoMOiHallil MOXe CIPUYUHUTH
IiABUIIEHHS KOHI[eHTpallil 000X IIpemnapariB y mj1a3Mi Kposi. MexaHi3M Takol B3aeMOii
(bapmakomuHamika Ta/a0o hapMakoKiHeTHKa) Ha HaHUM Yac HeBimoMui. Bymu moBimoMIeHHS PO
pabmoMioni3 (BK/IIO4aO4YX OesKi leTanbHi BUITAAKK) Y MAIliE€HTIB, AKi MpuiMany 110 KoMOiHaIriio.
fAKI10 BBaXKa€eThCSA 3a HeoOXilHe 3acTOCyBaHHS (Qy3UAMHOBOI KUCIIOTH, Ha LieH Yac JIiKyBaHHS
CHMBACTaTUHOM CJIiJ] IPUIUHUATU (OUB. Po3min «OcoONMMBOCTi 3aCTOCYBaHHS»).

AmiodapoH

Pusuk mionarii Ta pabgomionizy migBUIMYETHCS I Yac CYyIyTHbBOTO IPUHAOMY CHMBACTATUHY 3
amiomapoHoM (muB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS»). Y XO[i KIiHIYHOTO [OCTIIKEHHS PO
MionaTito moBigoMuiIu 6 % mauieHTiB, gKi npuiiManu cuMBacTtaTvl 80 Mr Ta amiomapoH. Tomy mo3a
CHMBaCTaTUHY He MOBUHHA IepeBullyBaTu 20 Mr Ha [o0y [7g Nalli€HTiB, SIKi IPUIMalOTh IpenapaT
CYIIyTHBO 3 aMiOlapOHOM.

bokamopu Kaavyiesux KaHania

e Bepanamin



Pu3uk BUHUKHEHHS MiomaTil i pabgoMionidy 30i/bLIyeThCS IPU CYIYTHHOMY 3aCTOCYBaHHI
Bepamnaminy 3 cuMBacTaTuHOM y 1031 40 mMr a6o 80 Mr (muB. po3ain «OcoO6nMUBOCTI 3aCTOCYBaHHST»).

dapMaKOKiHETAYHI JOCIIIXKEHHS 10Ka3ally, 1110 OGHOYaCHe 3aCTOCYBaHHS BepanaMily IpU3BOOUTh
1o 30inbIIeHHS eKCII03UIlil CUMBAaCTaTUHOBOI KUCIIOTH B 2,3 pa3y, HacaMIlepe[ Yepe3 MPUTHiueHHS
CYP3A4. TakuM YMHOM, [03a CUMBACTaTUHY He IIOBUHHA NepeBuilyBaTy 20 Mr Ha o6y s
MAIl€HTIB, SKi MIPUMMAaIOTh I[el IpenapaT CyIyTHRO 3 BepalaMilIoM.

e Jlunmiasem

Pu3uk BUHUKHEHHS Miomartii i pabmoMionisy 30iNbIIyETHCSA IPU CYTyTHHOMY 3aCTOCYBaHHi
OWUITia3eMy Ta CUMBacTaTUHY y [03i 80 Mr (muB. po3min «OcobmuBOCTI 3aCTOCYBaHHS»). Y
(bapMaKOKiHETUYHOMY [OCTII2KEeHH] CYIyTHil TpUoM JUITia3eMy CIIPUYUHSB 3POCTaHHS €KCII03UIIil
CHMBaCTaTUHOBOI KUCJIOTH y 2,7 pa3u, Hacammnepeq dyepe3 npurdiuenus CYP3A4. Takum 4uHOM, [JIis
MAI€HTIB, Ki OTPUMYIOTh CYIIyTHE JIIKyBaHHS OU/ITia3eMOM, [03a CUMBAaCTaTUHYy He IOBUHHA
nepesuiyBatu 20 Mr Ha go0y.

e AMa00UNiH

[TamienTy, sKi NIpUMaTh aMJIOTUITIIH CYIIyTHBO 3 CUMBACTaTUHOM, MAIOTh MiIBUIIEHUN PU3UK
PO3BUTKY MiomnarTil. Y papMakoKiHETUYHOMY OOCIigKEeHHI CyIIyTHiN IPUHUOM aMJIOAUIIIHY CIPUYUHSB
3pPOCTaHHA €KCIIO3UIlil CUMBaCTaTUHOBOI KUCNIOTH ¥ 1,6 pa3u. ToMy mo3a cUMBacTaTHHY He TOBUHHA
nepesuttyBat 20 Mr Ha m00Y {71 MAIli€HTiB, SKi TPUIMalOTh 1e¥ mpemapaT CyImyTHLO 3
AMJIOOUIIIHOM.

Jlomimanio

Pu3uk Mionaril Ta pabgoMioni3y migBUILY€EThS IPU OMHOYACHOMY 3aCTOCYBaHHi JIoOMiTamigy Ta
CHMBACTaTHHY (IuB. po3ninu «I[TpoTtunokasaHHs» Ta «OcoGIUBOCTI 3aCTOCyBaHHSI»). OTXKe s
narienTiB 3 ['oCl’ mpu ogHOYaCHOMY NIPU3HAYEHH] 3 JIOMITAIliIoOM 032 CUMBACTaTUHY He IIOBUHHA
nepesumyBatu 40 Mr Ha 700y.

ITomipni iHeibimopu CYP3A4

[MamieHTH, sIKi TpUAMalOTh iHIIi TiKapchKi 3aco0H, 110 MalOTh MOMipHUY iHTiIOyI0uul epekT Ha
CYP3A4, cynyTHBO 3 CUMBACTaTUHOM, 0COOJIMBO 3 BUILIMMHU J03aMH{ CHMBaCTaTUHY, MalOTh
IiABUIIEHUY PU3UK I0SIBU Miomartii (uB. po3min «OcoOnMMBOCTi 3aCTOCYBaHHSA»).

IHe2i6imopu 6iaka-Hociss OATP1B1

CuMBacTaTuHOBa KHCNIOTa € cyocTpaToM Ginka-Hocis OATP1B1. CynyTHe npu3HadyeHHS TiKapChKUX
3aco0iB, ski BimoMmi sk iHribiTopu 6inka-uociss OATP1B1, Moxe mpu3BOOUTH [0 30iNbIIEHHS
KOHIIEHTPAIlil CHMBaCTaTUHOBOL KUCJIOTH Yy IJIa3Mi KPOBI i [0 NiABUIIEHHS PU3UKY PO3BUTKY MioIaTil
(ouB. po3minu «IIpoTunoka3zaHHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

IH2i6imopu 6inka pe3ucmeHmHocmi paky mMoaoyHoi 3ano3u (BCRP)

OpHoyacHe 3acTocyBaHHS 3 iHribiTopamu BCRP (BKJI0Yarouu TiKapchKi 3aco0u, sIKi MiCTSTh e10acBip
abo rpasompesip) Moxke MPU3BECTHU A0 MigBUIEHHS KOHIIEHTpPallil CHMBaCTaTUHY Y I1JIa3Mi KPOBi Ta
IiBUIIIEHHS PU3UKY PO3BUTKY MiomaTii (muB. po3minu «Crocib 3acToCcyBaHHS Ta JO3U»,
«OCc06IUBOCTi 3aCTOCYBaHHS»).

HiayuH (HikomuHo8a Kucsoma)



PigkicHi Bunmagku Miomatii/pabmoMioni3y acouiroBanucs 3 CylyTHIM IPHAOMOM
ninigomomudikyBanbHuUX 103 (=1 r/moly) HiauuHy (HIKOTHHOBOI KMCIOTH). Y X0mi
(bapMaKOKiHEeTUYHOT0 JOCHIXKEHHS CyyTHIY IPUXOM OJHOKPATHO HO3H 2 T HIKOTUHOBOI KUCJIOTH
IIPOJIOHTOBaHOI [iil 3 cuMBacTaTHHOM 20 MT MPU3BiB A0 nomipHOTro migBuiieHHS AUC cuMBacTaTUHY i
CHMBaCTaTHHOBOI KMCJIOTH Ta KOHIeHTpalil C,,, CUMBACTaTHHOBOI KHCJIOTH ¥ IIJIa3Mi KPOBi.

I'petingppymosuti cik

Cik rpeundpyTa NpurHiyye akTuBHICTb HUTOXpoMy P4503A4. CrioXKUBaHHS BEIUKUX KiTbKOCTEN
(6inpure 1 1 HA gOOY) rpednpPyTOBOTO COKY Y MOENHAHHI 3 TPUMOMOM CUMBACTaTUHY MOXKe
IIPU3BECTH [I0 IiABUINEHHS [Iii CHMBaCTaTUHOBOI KUCJIOTH Y 7 pa3iB. CrnoxuBaHHsa 240 My
Irpern@pyToBOro COKY 3paHKy Ta CHMBACTaTHHY BBedepi TaKOXK MPHU3BOAMIIO A0 30inbiieHHS Oily 1,9
pasiB. ToMy HeoOXigHO YHUKATH BXKUBAHHS COKY IperndpyTa IIpy 3aCTOCYyBaHHI CUMBaCTaTHHY.

KoaxiuuH

[Ipu cynyTHbOMY IIPUKOMI KOJIXIIIUHY Ta CUMBACTaTUHY Y XBOPHX Ha HUPKOBY HEOOCTATHICTh
CIIOCTEepiranucs BUMAAKKU BUHUKHEHHS MiomarTii Ta pabmomionidy. 3a marieHTamMu, siKi IpUAMaiTh
TaKy KoMOiHallio JTiKiB, pPEKOMEHOYEThCS PETEIHbHO HATJISIOATH.

PugpamniyuH

Ockinbku pudaMIinyl € noTykHUM iHAyKTOpoM CYP3A4, y mallieHTiB, AKi JOBrUU 4acC UOTo
IpPUKMalOTh (HallpUKIIaf, Tepalis TyOepKyIb03y) MOXKe BUHUKHYTH BTpaTa e(heKTUBHOCTI
CHMBAacTaTUHY. Y papMaKOKiHETUUHOMY OOCHiIXKEeHHi Yy 3mopoBux 0oOpoBonbiiB AUC
CHMBaCTaTUHOBOL KUCJIOTYA 3MeHImmIack Ha 93 % mpu cyyTHbOMY IPUIOMI pudaMIilyHy.

Bnaus cumgacmamuHy Ha (papmakoxkiHemuky iHwux Aikapcvkux 3acobis

CuMBacTaTvH He Ma€ IPUTHIYyBalbHOI Ail Ha 1uToxpoM P450 3A4. TakuM YUHOM, OUiKYETHCS, 110
CUMBACTATHH He BIUIMBATUME Ha IJTa3MOBi KOHIIEHTPAIlii pe4oBHH, sKi MeTab0mi3yI0ThCS 3a
nomnomorow uroxpomy P450 3A4.

OpanvHi aHmMukoazyAsaHmu

Y IBOX K/TiHIYHUX AOCTiAKEHHSX, B ODHOMY 3 SIKAX Opajy y4acThb 340POBi J0OPOBOIBII, B iHIIOMY -
XBOPi Ha rinepxoiecTepuHeMito, 0y10 BCTaHOBJIEHO, 1110 CUMBACTaTHH Y [03i 20-40 Mr/moby momipHo
TIOCHJTIOE [Iif0 KYMapHHOBUX aHTUKOATYJISIHTIB: TPOTPOMOiHOBUH Yac, BUPaXKeHUH 3TiTHO 3
MiKHapOJHKUM HOpPMaJsli3oBaHUM BifHoIIeHHsSM (MHB), 36inbimuBcs 3 6a30Boro 3HaueHHs 1,7 mo 1,8y
3M0POBUX NOOPOBOIBLIB i 3 2,6 M0 3,4 y maifieHTiB. [[y>Ke pigKo MOBimOMJISIN PO BUMIAAKH
nigsuiierHs MHB. VY naifieHTiB, fKi npuiiMaoTh KyMapyuHOBI aHTUKOATyJISHTH, [0 II04aTKy
JIIKyBaHHSI CUMBaCTaTUHOM HeOOXiIHO BU3HAYUTHU IPOTPOMOIHOBHUIL Yac Ta JOCHIXKyBaTH HOT0
IIPOTATOM II04YaTKOBOTO Iepiofy JIiKyBaHHS 3 METOI0 BUSBJIEHHS MOXKJIMBUX ICTOTHUX 3MiH. [Ticisa
nigTBEpOXKEeHHS cTabiNbHOCTI MPOTPOMOIHOBOI'0 Yacy HOCIigKeHHS IIPOBOMSTh Yepe3 iHTepBaslH,
PEKOMeHIOBaHi [Jd Malli€HTIiB, SKi MPUINMalOTh KyMapUHOBI aHTUKOATyJISHTH. fKIIO O03Y
CHMBaCTaTHHY 3MiHeHO ab0 #0oro MpuiioM MPUNUHEHO, HEOOXigHO 3HOBY MiATBEPAUTH CTa0INbHICTE
npoTpoMOiHOBOTO Yacy. JIikyBaHHS CHMBACTaTUHOM He II0B’I3yBaJid 3 BUHUKHEHHIM KPOoBOTed abo 3i
3MiHaMu TPOTPOMOIHOBOTO Yacy y MallieHTiB, SKi He MPUIMalOTh aHTUKOATYJISTHTIB.

Oco6.1ueocmi 3acmocyeaHHs1.



Mionamisa/pabdomiois

CumMmBacratuH, §K i iHmi inribitopu 'MI-KoA-pegyKTa3u, MoXKe CIPAYUHUTH MioIaTilo, 110
IIPOSIBNIIETHCS Y BUTTIAAL M'230BOT0 00110, XBOPOO/IMBOCTI ab0 3aranbHOI c1abKOCTi, Ta
CYIIPOBOMXKYETHCS 3pOCTAaHHAM aKTUBHOCTI KpeaTHHKiHa3u Oinbi HiXK y 10 pa3iB Bullle BEPXHBOI
MexXi HopMu. MiomaTist Moxke TPoSBIATUCS ¥ hopMi pabmomiosi3y, 110 iHOMI CYyITPOBOAXKYETHCS
TOCTPOI0 HUPKOBOIO HEJOCTATHICTIO, 3yMOBJIEHOI0 MiornobiHypieio. Pu3uk miomnatii 36ibIIyETHCS 3a
PaxyHOK MigBUIeHHS iHribyiodoi akTuBHOCTI 'MI-K0A-penykTasu y mia3Mi KpoBi.

4k iy Bunapgky 3 iHmuMu inribiTopamu I'MI-KoA-penykTasu, pusuk po3BUTKY MiomaTii/pabnoMionisy
3aJ1eXKUTh Bif] JO3U IIpenapary.

Y 6asi jaHuXx KIiHIYHUX JOCTifXKeHb, y AKuxX 41413 maljieHTiB mpuiiManyu cuMBacTaTuH, 24747
(mpubnu3Ho 60 %) 3 skux OGynu 3anydeHi 10 HOCTiXKeHD i3 cepefHiM IepioloM CIIOCTEPEeXKEHHS
IpuHaiMHi 4 pOKH, 4acToTa MosABYU MiomnaTil ctanoBuia npubausHo 0,03 %, 0,08 % ta 0,61 %
BinmoBigHO npu mo3ax 20, 40 Ta 80 Mr/mo6y. Ilig yac mux gociigKeHb 3a MalliEHTaMU PETENIbHO
crocTepirany Ta 6ynu BUKITIOYEHi esiKi mikapchKi 3aco6u, 110 BCTYIANK Y B3a€EMOI0.

Y xopi KNiHIYHOTO OOCNTigXKEeHHS, B IKOMY NallieHTH 3 iHdapKToM MioKaphy B aHaMHe3i IpuiMaIn
cuMBacTtaTuH 80 Mr/mo0y (cepenHiit mepio crocTepexkeHHs 6,7 POKiB), YaCTOTa MiomaTii CTaHOBHIIA
npubnusuo 1,0 %, mopisasiHO 3 0,02 % mns manienTis, ki mputiManu 20 mMr/go0y. [Ipubnu3Ho
TI0JIOBMHA 3 IIMX BUIAJKIB MiomaTil Majia Miciie IpoTSATroM IIepIIoro POKY JiKyBaHHS. YacToTa MOSBU
MiomaTil IPOTSATOM KOXKHOT'0 HaCTYIIHOT'O POKY JIiKyBaHHS cTaHOBWIa npubnusuo 0,1% (muB. po3pinu
«[TobiyHi peakuii» Ta «®apMaKOJIOTiYHi BITaCTUBOCTI»).

Pusuk nosiBu Miomatii OinbInii y Mali€HTiB, sSKi npuiiMaioTh 80 MI' CHMBaCTaTUHY, TOPIBHSHO 3
TAKUM Y TALiEHTIB, SIKi OTPUMYIOTh TEPAIilo iHIIMMY CTaTUHAMHU 3 OHIOHOI0 e(PEeKTUBHICTIO II0M0
3amxkenHs X-JIITHII. Tomy mo3y mpemnapaty 80 Mr moTpi6HO 3aCTOCOBYBATH TilIbKHU IalliEHTaM i3
TSKKOIO TillepX0JIeCTEPUHEMIEI0 Ta 3 MiABUIIEHUM PU3UKOM CePIeBO-CYAUHHUX YCKIIafHEHD, Ki HE
pocarnu eeKTy Bif JTiKyBaHHSA HUKYKUMU [03aMU, KOJIU OYiKy€ETHCS, 10 KOPUCTH ITepeBakKaTiuMe
TIOTEeHUIMHI pU3UKHU. [[714 MallieHTiB, SKi npuitMaioTh cuMBacTaTuH 80 Mr i SKUM MOTPiOHA CymyTHS
Teparis, Ccilig 3aCTOCOBYBATH HUKYY N03y CUMBACTATHHY a00 iHINMHM CTAaTUH 3 MEHIIINM IIOTEHIiaIoM
B3a€MO[Iil 3 TiKapChKUMHU 3aco0aMu (OUB. HUXK4Ye «3aX0fu M0N0 3HUKEHHS PU3UKY PO3BUTKY
Miomarii/pabmoMioni3y», ouB. po3ginu «IIpoTunoka3aHHI», «Cocib 3aCTOCyBaHHS Ta HO3U»,
«B3aeMopmis 3 iHIMMMY NTiKapChbKUMHU 3aco0aMu Ta iHIII BUAM B3aEMOIiii»).

Y kiiHiYHOMY [OCIIIAKEHH], B IKOMY ITAlllEHTH 3 BUCOKUM PU3UKOM CEPLIEBO-CYIUHHUX 3aXBOPIOBaHb
OTPUMYBAJIM CUMBaCTaTUH Yy 003i 40 Mr/mo0y (MefiaHa mepiomy CriocTepexkeHHs CTaHOBHUIA 3,9 POKY),
YacTOTa PO3BUTKY Miomartii cranoBuia mpubnmu3uo 0,05 % cepep mallieHTiB He KUTANUCHKO]
HallioHanIbHOCTI (n = 7367), mopiBHAHO i3 0,24 % cepepn mallieHTiB KUTAaMChKOI HAllilOHAJIbHOCTI
(n=5468). He3Baxawuu Ha Te, 1[0 y IIbOMY KJIiHIYHOMY OOCIigKeHHi IOy Is1lis MOHT0JIOITHOI pacu
Oyna mpepcTaBieHa JInille KATalCbKOIO HalllOHAIbHICTIO, CITif 3 00epexkKHiCTI0O 3aCTOCOBYBaTH
CHMBACTATHH IalliEHTaM MOHTOJIOITHOI pacH i mpru3HavYaTH iM HaMEHIITYy [03y.

3HudiceHa pyHKUiA mpaHcnopmHux biakie

[Tpu 3HUKeHiN QYHKIII TpaHCTIOPTHUX OinkiB neuinku ciMmeiictBa OATP Moxke 30inbIIyBaTUCS
CHCTeMHa eKCIIO3HUIlis CHMBACTaTUHOBOI KMCJIOTH i MigBUIIyBaTUCS PU3UK Mionartii Ta pabmomioizy.
3HnkKeHa (yHKIiT MOXKe BUHUKHYTHU K pe3yJbTarT iHTi0illil B3aeMopirounx 3acobiB (Hampukafp,
ITUKJIOCIIOPHUHY) a0o0 y malrieHTis, ki € Hocismu SLCO1B1 (c.521T>C) renorury.

Y narmienris, siki HecyTs anenb reny SLCO1B1 (c.521T>C), 110 Kogye MeHII aKTUBHUY 0iI0K



OATP1B1, Bin3HadaeTbcsa 30iNbIlIeHAa CUCTEMHA €KCIIO3UIIi CUMBACTATHHOBOI KHUCJIOTH i MiMBUIIIEHUH
pu3uK Miomnarii. be3 mpuB’sI3KK M0 TEHETUYHOT0 TECTYBaHHS PU3UK PO3BUTKY MiOIaTii, TOB’s13aHOI 3
BHCOKMMHU mo3amu (80 MI) CMMBaCTaTUHY, CTAaHOBUTE mpubnmu3Ho 1 %. Pe3ynbTaTul HOCTiIXKEHHS
SEARCH noka3yTs, 1110 TOMO3UToTHi Hocil aneni C (1Kux mo3HadaioTh K CC), gKi IpuiMaioTh
cuMBacTaTHH y 0o3i 80 Mr, MaioTh 15 %-ii pU3UK PO3BUTKY MiolaTili IPOTSATOM POKY, TOMi SKi pU3UK Y
retepo3uroTHux HociiB aneni C (CT) ctanoBuTts 1,5 %.

BinmoBigHUM OKa3HUK PU3UKY Y MallieHTIB 3 HaOilbil po3noBciogKeHuM reHotumoM (TT)
ctanoButsh 0,3 % (ouB. po3gin «®@apMakoioriyHi BIacTuBOCTI»). [lomiOHe cnenudiyHe TeHOTUITYBaHHS
He PO3MOBCIOAXKeHe V KITIHIYHIY NpaKTULi. Y pa3i MOXKJIUBOCTI, IepII HiX NpU3HaYaTU CUMBACTaTUH
y £o3i 80 Mr oOKpeMuM nallieHTaM, CJIifi BBaXKaTU OOLUIbHUM IPOBENEHHS Y HUX T'eHOTUIIYBaHHS Ha
HasgBHICTH ajieni C y paMKax OL[IHKHU CIIiBBIHOIIEHHS KOPUCTh-PU3KUK, 1| YHUKATHU [IPU3HAYEHHS
BUCOKUX 103 HOociaM resoruny CC. OpgHaxk BiCyTHICTh LIbOT'0 I'eHY 3a pe3yjabTaTaMU I'eHOTUIIYBaHHS
He BUKJII0OYa€ MOXKJIMBOCTI PO3BUTKY MionarTil y IUX Mali€HTiB.

Bumipioo8aHHA KpedmuHKIHA3U

PiBeHb KpeaTHHKiHA3M He CJIifi BUMIPIOBATH IiCIIst eHepriitHuX (isnyHUX BIpaB abo y pas3i HasBHOCTI
Oynmb-SIKOI iHIIIOI MPUYUHMY MiIBUILIEHHS KpeaTHHKIHA3M, OCKIIbKHY 1ie YCKIagHIOE TIyMadeHHS
pe3ynbTaTiB. [Ipy 3HAUHOMY TiIBUILIEHH] PiBHIB KpeaTHHKiHa3M Ha Io4aTkKy (Oinbine HiXK y 5 pa3iB
IIOPIBHAHO 3 BEPXHBOK MeXKeK HOPMU) PiBHI CIIifl TOBTOPHO BUMIPATY Yepe3 5-7 OHIB O7id
HiATBepOXKeHHs Pe3ybTaTiB.

Ileped niKy8aHHAM

Ycix nanieHTiB, SKi IOYMHAIOTH TePalilo CHMBAaCTaTUHOM, a TAaKOXK MAallieHTiB, IKUM Oyy0 30i1blIeHO
03y CUMBACTATHHY, MOTPIOHO MOTIEPEeIUTH PO MOXK/IUBICTh BUHUKHEHHS MiomaTil Ta HeoOXimHICTh
HeraHOTO 3BePHEHHS [0 JIiKkapsl y pa3i BUHUKHEHHS Oyab-aIKUX He3'sicoBaHUX 601iB 3 60Ky M’s13iB
abo M's130B01 €1abKOCTi.

Cnig goTpuMyBaTHCs 00epeKHOCTI 1I00 MAIliEHTIB 3 (haKTOpaMy PU3UKY PO3BUTKY pabmomiosmizy.
PiBeHb KpeaTuHKiHA3U CJIif BUMIPSATH A0 IIOYATKY JIIKyBaHHS B TaKUX BUIMAJKaX:

JIiTHIX BiK (= 65 POKiB) Malli€HTa;

XKiHOYa CTaTh;

NOpYIIeHHS (PYHKII1 HUPOK;

HEKOHTPOJIbOBAHUM TillOTHPEO3;

HasIBHICThH B 0ocobucToMy abo ciMeliHOMYy aHaMHe3i CllagKOBUX IOPYIIEHb 3 00Ky M’g3iB;
HasIBHICTh B aHaMHe3i TOKCUYHOTO YpaxkKeHHS M'sI3iB, CIPUYMHEHOT0 CTaTUHOM abo ¢ibpaTom;
37I0BXKUBAHHS aJKOT'0JIEM.

Y Takux CUTyalisix PU3UK JiKyBaHHS CIIifl pO3TIsAfaTH BiTHOCHO MOXKJIMBOI KOPHCTIi, TAKOXK
PEKOMEHIYEThCS KITiHIYHUY MOHITOPUHT. fIKIIO paHile y naiieHTa 6yno mopylieHHs 3 60Ky M’s3iB
npu nputiomi ¢pibpaTy abo cTaTHHY, NTiKyBaHHS iHIIMM 3ac060M IIOT0 KJIacy IOTPiOHO MOYKMHATH 3
00epexKHICTIO.

[Tpu 3HAYHOMY I10YaTKOBOMY ITiABUIEHHI PiBHIB KpeaTuHKiHa3u (Oinblle HiXK y 5 pasiB Bullle



BEPXHBOI MeXi HOPMHU) JTiKyBaHHS HE CITiJ] PO3NOYHUHATH.

ITi0 yac aikye8aHHA

[Tpu BuHUKHEHH]i 60110, cmabkocTi abo cra3MiB mif Yac mpuioMy MallieHTOM CTaTHHY CIIifl BUMipSITH
piBHI KpeaTuHKiHa3uU. JKIIO BASBIIEHO, IO IIi PiBHi, 3@ BiACYTHOCTI cepi03HUX Di3UUHUX
HaBaHTaXKeHb, 3HAYHO MifiBUIIEH] (0ifiblle HiXK y 5 pa3iB epeBUIIYIOTh BEPXHIO MEXKY HOPMHU),
JMKYBAHHS CIIiJ IPUIUHUTH. AKIIO CUMITOMH 3 OOKY M’SI3iB € TSIKKUMHU Ta BUKJIUKAIOTh MIOJeHHUN
nuckoMGOPT, HaBIiTh SKIIO PiBHI KpeaTMHKIHA3M MeHIIE HiX y 5 pa3iB BUllle BEPXHLO1 MeXi HOPMH, TO
CJIi[l PO3TNISIHYTH HEOOXigHICTh MPUNIMHEHHS JTiKyBaHHS. AKIIO Mig03pI0E€ThCS MionaTis 3 Oyab-s1KO01
iHIII0] TPUYUHY, JIIKYBaHHS CIIifl MIPUITUHUTH.

Iyxe pigKo CIiocTepiranucs BUMagKyu iMyHOOIIOCEPEeIKOBaHOI HEKpPoTHUHOI MiomnaTii (IOHM) mig yac
abo micnsa nikyBaHHS cTaTiHaMu. IOHM KiHigYHO XapakTepu3yeThCs CTiMKOO ClTabKiCTio
IIPOKCUMaJIbHUX M'SI31B 1 MigBUILIeHHAM piBHS KpeaTUHKIHA3M B CUPOBATLi KPOBI, SIKi He 3HUKAIOTh,
He3BaXKaloyy Ha MPUIMHEHHS IPUMOMY CTAaTHHIB, 03HaKaMK1 HEKPOTUYHOI Miomnartii Ha Giomcii M’s13iB
6e3 3HAYHOrO 3alajieHHs, MOJIIMIIeHHIM [IPX 3aCTOCYBaHHI iMyHOMIeTIpecUBHUX 3ac00iB (OUB. pO3Min
«ITobOiuHi peakirii»).

FAKIO CUMIITOMY 3HUKJIYA Ta PiBHI KpeaTUHKIHA3Y MOBEPHYJIUCS OO HOPMH, CJIif PO3TISHYTU
MOIIBHICTE IOBTOPHOTO IIPUHOMY TOTO K ab0 abTepHATUBHOTO CTAaTUHY Y HU3BKIi 031 Ta mmif
PEeTENbHUM KOHTPOJIEM.

Bumuit BifcoTOK MiomnaTil criocTepiraBcs y MallieHTiB, SKuUM 30inbinyBanu 103y 1o 80 mr
(muB. po3min «PapMakosoriuHi BmacTuBocTi. PapMakoguHamika»). PeKoMeHOOBaHO
IIPOBOOUTH IIePiOfUYHEe BU3HAYEHHS PIBHS KpeaTUHKIHA3HU, OCKIJIBKY 1€ JOIIOMOXEe BUSIBUTHU
cyOkiHiuHi Bunagku miomatil. OngHaK HeMa€ NOCTOBIPHUX AaHUX NIPO Te, 10 TaKUU
MOHITOPHUHT 3[aTHUM 3am00irT¥ po3BUTKY MioTmarTii.

Tepariio cHMBaCTaTHHOM IOTPIOHO TUMYACOBO MPUIMHUTH IAIliEHTaM 3a KijTbKa OHIB 0 BUKOHAHHS
TIIJTAHOBUX BEJIMKUX OllePaTHBHUX BTPY4YaHb, @ TAKOXK IiC/Ig MeJUYHUX a00 XipypriyHuX BTpy4aHb.

3axo0u 015 3HUNMCEHHA PU3UKY PO3BUMKY Mionamii, CNnpu4uHeHol 83deMO0IEN 3 IHWUMU
AiKapcbKumu 3acobamu (makodtc dus. po30ia «B3aemolia 3 iHWuMU AiKapCbKuMu 3acobamu ma iHwi

sudu 83demMo0iu»)

Pu3uk po3BUTKY MiomaTil Ta pabmoMioni3y 3Ha4HO 30iNIbIIYETHCS IPU CYIIyTHHOMY 3aCTOCYBaHHI
CHUMBACTaTHHY 3 NOTyKHUMH iHTibiTopamu CYP3A4, TakuMu K iTpaKOHa30J1, KETOKOHA3017,
TI0CaKOHa30J1, BOPUKOHA30JI, EPUTPOMILIMH, KJIIaPUTPOMILIMH, TeiTpoMinuH, iHribitopu BIJI-mpoTeasu
(Hampukian, HendiHaip), 6orenpesip, Tenanpeip, Heda3omoH, TiKapCcbKUMHU 3aco0aMu, IO MiCTSITh
KoOimucTaT, a TakKoX i3 rem¢piOpo3unoM, HUKIOCIIOPHHOM, TaHA30I0M. 3aCTOCYBaHHS LIUX JTiIKAPCHKUX
3aco0iB MPOTUIIOKA3aHO (MUB. PO3Min «[IpOTUIIOKA3aHHS»).

Pu3uk po3BUTKY MiomaTil Ta pabmoMiosi3y Takoxk 30i/bIIYETHCS MIPU CYIYTHHOMY 3aCTOCYBaHHI
aMmiofapoHy, aMJIOIUIIiHy, BeparnaMiny abo aunTiazeMy 3 IEBHUMHU [I03aMU CUMBACTATHHY (OUB.
po3minu «Crmocib 3acTocyBaHHS Ta g03u», «B3aeMofiia 3 iHIIMMHU JTiKapChKAMU 3aco0aMy Ta iHIImi
BUOY B3a€EMOZili»). PU3KK PO3BUTKY MiomaTil, BK/II0Ual04y pabmoMionis, 30iMbLUIyeThCs IpU
CYIyTHBOMY 3aCTOCYBaHHi (y3uAMHOBOL KMCIOTH 31 CTaTUHaMU (OUB. po3hin «B3aemopia 3 iHMKUMU
JiKapCbKUMU 3aco0aMu Ta iHIII BUAU B3aeMofit»). Y maieHTiB i3 ['oCI" mpu ogHOYaCHOMY
3aCTOCYBaHHI JIOMiTalligy i CAMBaCTaTHAHY 1Llel PU3UK 3POCTaAE.

3acTocyBaHHS cuMBacTaTuHY 3 iHribitopamu CYP3A4, iTpakoHa3010M, KETOKOHA30JI0M,



1I0CaKOHA30JI0M, BOPUKOHA30J10M, iHribiTopamu BlJI-npoTea3u (Hanpukiaz HeldiHaBipoM),
6o1enpeBipoM, TenampeBipoM, EpUTPOMILIMHOM, KIIaPUTPOMILIMHOM, TETITPOMILIMHOM, Heda30J0HOM
Ta JIIKapChbKHMHM 3ac00aMH, II0 MiCTATh KOOIIIMCTAT, MPOTUIIOKA3aHO (OUB. PO3MisIH
«IIpoTunoka3anHs», «BlaeMomisi 3 iHIMMMU JTiKapChKUMHU 3acobaMy Ta iHIIT BUOHU B3a€EMOMIiN»). AKIIO
Tepariio notyxHuMHu iHribiTopamu CYP3A4 (npenapaTtamy, 1o 36inemyiors AUC y 5 pasis abo
Oinbirie) HEMOXKJTMBO BiIMIHUTH, CHIifl MIPUNIUHUTY Tepalilo CMMBaCTaTUHOM Ha 4acC MpUUMaHHS X
Ipernaparis (Ta PO3rJISHYTU BapiaHT 3aCTOCYBaHHS albTePHATUBHOIO cTaTuHy). KpiMm Toro, cuip 3
00epeKHICTI0O OJHOYACHO 3aCTOCOBYBATH CUMBACTATHUH 3 IEBHUMM MEHII IOTYKHUMHU iHTiGiTOpaMu
CYP3A4: ¢pmrokoHA30I0M, BepamnaminoM, TuiiTiazeMoM (IuB. po3min «B3aeMomisa 3 iHIITMMHU
JiKapChbKUMU 3aco0aMu Ta iHIII BUAY B3aeMOfit»). CIlif yHUKATU BXKUBaHHS I'PeUnpPyTOBOTO COKY
pasoMm i3 CHUMBaCTaTAHOM.

3acTocyBaHHS CUMBacCTaTUHY 3 TeM(}iOpPo3UIOM IIPOTUIIOKA3aHOo (AUB. po3Ain «[IpoTUIIOKa3aHHI»).
Yepes nifBuilleHNH PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y fo3a CHMBaCTaTUHY He TIOBUHHA
nepesumiyBat 10 Mr Ha f00y {714 MaLi€HTIB, SKi IPUIMalOTh CUMBACTATHH 3 iHIMUME (idpaTamu,
KpiM deHodibpary (nuB. po3ginu «Crocib 3acTocyBaHHS Ta f03u», «B3aemopis 3 inmmumu
JiKapChKUMH 3acoOaMu Ta iHIIi Bugu B3aemomin»). Crim 3 o0epexHicTio mpu3HadyaTt ¢perodibpar i3
CHUMBACTAaTHMHOM, OCKiIbKM KOXKEH 3 IINX NpelapaTiB MOXKe CIPUYNHUATH MiOIarTiio.

CuMBacTaTHH He CJIifi MPUAMaTHA OOHOYACHO 3 CUCTEMHUMHU IIpenapaTaMy, 1[0 MiCTITh QPy3Ug0By
KHCIOTY, ab0 mpoTsiroM 7 gHIB Iic/ig IPUNIMHEHHS 3aCTOCYBaHHS (y3UA0BOI KUCTIOTH. AKIIO
3aCTOCYyBaHHS CHCTEMHOI (py3KUO0BOI KMCIOTH € HeOOXiTHUM, JTiKyBaHHS CTaTHHAMU CJIifl IPUIIUHUTU
Ha BeCh Iepiof npuitoMy Qpy3ungoBoi KUCI0TU. Bynu moBigoMieHHS Ipo pabdmoMioni3 (BKII04aoyu
IeKibKa JIeTaJTbHUX BUIAOKIB) y MAIli€HTiB, SKi mpuiiManu KoMmbiHaliio ¢y3unoBoi KUCIOTH i
CTATHHIB (OuB. po3Mmin «B3aemopis 3 iHIIMMHU JTiIKAPCHKUMHU 3aco0aMu Ta iHIIT BUOM B3AEMOMIN»).
[TamieHTy Ccif HeraiHO 3BEPHYTHCH [0 JiKaps y pa3i mosiBu y Horo cinabkocTi abo 600 y M’s13ax,
6omio a6o xBopoOiuBOCTi. Tepariio CTaTUHOM MOXKHA BiTHOBUTH Yepe3 7 OHIB IiCIII IPUHOMY
OCTaHHBOI 103U (HY3UANHOBOI KHCIIOTH. Y BUHSATKOBUX BUIIafiKaX, KOJIM HeOOXilHe TOBroTpuBae
CUCTeMHe JIiKyBaHHS (y3UOUHOBOI0 KHCJIOTO0, HAIPUKJIIaM, OJ1S JIiIKyBaHHS TSXKKUX iHGEKIIIH,
HeoOXiIHICTh CYIYTHBOT'O IPUIOMY CUMBACTAaTUHY Ta QYy3UAMHOBOI KMCIIOTH MOTPIOHO PO3riIsmaTH
TiJIBKU Y KOXKHOMY OKPEMOMY BUIIAAKY Ta Iifi peTEIbHUM MEeOUYHUM KOHTPOJIEM.

Kom6iHOBaHOT0 3aCTOCYBAHHSI CHMBACTAaTHHY B [03ax moHaym 20 Mr Ha o0y pa3oM 3 aMiogapoHOM,
aMJIOOUIiHOM, BepamnaMinoM abo AuiTia3eMoM Ciif yHuKaTHU (quB. po3pinu «Crocib 3acToCyBaHHS Ta
no3u», «B3aemoyis 3 iHIKUMY JTiKapChKUMU 3aco0aMu Ta iHI BUOU B3aeMofili»). Y marrieHTiB 3 ['oCI’
IIpY OJHOYACHOMY 3aCTOCYBaHHI JIOMiTallifly i cMMBacTaTUHY PU3UK MiolaTil 3pocTa€e (OUB. PO3Tinu
«Cmocib 3acTocyBaHHA Ta 0o3u», «IIpoTunoka3aHHsa» Ta «B3aeMopis 3 iHIIMMY TiKapChKUMHI
3aco0aMHu Ta iHIII BUOU B3aEMOMIN»).

[TarmienTy, sSIKi MpuIMarOTh iHIIi TiKapchKi 3aco0u, 1110 MalOTh MOMipHUM iHTiOyI0unit eheKT Ha
CYP3A4, cynyTHBO 3 CUMBACTaTUHOM, OCOOJIBO 3 BUCOKUMH NO3aMU CHMBACTATHHY, MAiOTh
IiABUIIEHUY PU3UK PO3BUTKY MiomarTil. [Ipy cynyTHEOMY NPUOMi CHMBACTaTUHY 3 IOMipHUM
inriitopom CYP3A4 (mpemaparty, siki 36inmbmryiore AUC y 2-5 pa3siB) Moxke moTpeldyBaTUCS
KOPUTYBaHHS 03U CHMBacTaTUHY. [IJIs1 3aCTOCYBAHHS pa30M 3 OKpeMHUMHU IOMipHUMHU iHTiGiTOpaMu
CYP3A4, Hanpukian guiTia3eMoM, PEKOMEHYEThCS MaKCcuMaJsibHa fo3a 20 MI CUMBacCTaTUHY (IUB.
po3min «Crocib 3acTOCyBaHHS Ta HO3U»).

CuMBacTaTHH € Cy6CTpaToM e(IIIOKCHOT0 HOCis 6iIka pe3UCTEHTHOCTI paKy MOJIOYHOI 3371031
(BCRP).

OpHouacHe 3acTocyBaHH4 3 iHribiTopamu BCRP (mampuknaz, enbacsip i rpa3onpesip) Moxe
IPU3BECTH [0 MifABUIEHHS KOHI[EHTPAllil CHMBAaCTaTHHY Y IIJIa3Mi KPOBI i MigBUIIEHHS PU3UKY



PO3BUTKY MioOTmaTii; TOMy KOPUTYBaHHS M03U CUMBACTAaTUHY MoXke OyTu HeoOXiguuM. OgHOYacHe
3aCTOCyBaHHS e10acBipy i rpa3onpesipy i3 cuMBacTaTMHOM He BUBYAJIM, OOHAK M000OBa 03a
CUMBaCTaTUHYy He IIOBUHHA IlepeBullyBaTy 20 MI [/ Malli€HTiB, Ki OTPUMYIOTh CyIIyTHIO TEPAIlio
ImpenapaTtaM, Io MicTsSTh enbacsip abo rpasompesip (AuB. po3min «B3aemogis 3 iHIIIMK
JiKapChKUMHU 3aco0aMu Ta iHIIi BUOKM B3aEMOIiN»).

Pigkicui Bunmagku miomatii/pabmoMioni3y acotitoBanucs i3 cymyTHiM npuiiomoM iHri6iTopiB TMK-KoA-
penyKTasu Ta JinigoMonudikyBanbHUxX f03 (= 1 r/moly) HiauuHy (HIKOTMHOBOI KMCJIOTH); KOXKEH 3
[[UX IIpelapaTiB MOXe CIPUYUHATHA MIOIAaTIHo.

Y kriHiYHOMY JOCHigKeHHi (MefiaHa mepiofy cocTepekeHHs cTaHOoBUIa 3,9 POKY), B SKOMY Opanu
y4acTh MallieHTH 3 BUCOKUM PU3UKOM PO3BUTKY CEPLIEBO-CYAUHHUX 3aXBOPIOBaHb i 3 obpe
KOHTPOJIbOBaHUM piBHEM xonectepuny JITTHII Ha Ti nmpuiioMy cuMBacTaTUHY y 703i 40 Mr/moby
pa3oMm 3 e3eTuMiboM y go3i 10 Mr abo 6e3 HHOTO, TOIAaTKOBA KOPUCTH sl CEPLEBO-CYOUHHOI CUCTEMU
IIpU fofaBaHHi mimigomopudikyouux m03 (= 1 r/moby) HiauuHy (HIKOTUHOBOI KUCTIOTH) He
Biil3HauasacH.

JIikapi, sKi po3rsigaroTh BapiaHT KOMOiHOBaHOI Teparil CHMBAaCTaTUHOM Ta
ninigoMopmudikyBanbHUMU f03aMu (= 1 r/no0y) HialluHy (HiKOTMHOBOI KMCIOTH) abo IpernapaTaMy,
II0 MIiCTSATh HialliH, TOBUHHI 00Ope 3BaXKUTHU MOTEHIIMHY KOPUCTh Ta PU3UKHU i peTEIbHO
CIIOCTepiraT# 3a IMallieHTaMM Ha MpegMeT mosiBu 00110 abo cmabKocTi y M'g3ax, 30KpeMa IpPOoTsAToM
TIepIIKX MiCSIB Teparnil Ta npu 30inbineHH] 103U OyAb-SIKOT0 3 IIUX JIIKaPChKUX MTperaparTis.

YV mocnimkeHHi YacToTa PO3BUTKY MiomaTil cTaHoBu A mpubau3no 0,24 % cepeq HallieHTiB
KMTaWChKOl HAlliOHAJIbHOCTI, SIKi MpuiManu cuMBacTaTUH B 1031 40 Mr a6o e3eTHMiG/CHMBACTATHH B
no3i 10/40 mr, y nopiBHaHHI 3 0,24 % maIlieHTiB KUTalChKOl HAlliOHAIBHOCTI, IKUM IIpA3HavYaIu
cuMBacTaTHH B 103i 40 Mr abo e3eTumib/cumBacTaThH y [03i 10/40 Mr pa3om i3 KomOiHOBaHUM
penapaToM MoK (}iKOBaHOTO BUBiIIbHEHHS HIKOTHHOBOI KucIOoTH/TapominpauTty 2000 mr/40 mr.
He3Baxarouu Ha Te, 110 Y IbOMY KITIHIYHOMY JOCTiAKeHHi a3iaTchKa Momysllis Oyna mpencTaBieHa
JuIIe KUTAWlsIMU, OCKIJIbKY 9YacTOTa PO3BUTKY MiOIaTil cepeq NalieHTiB KUTalChKOl HAI[lOHAIbHOCTI
BUIIA, HiXK cepef MalliEHTiB He KUTalChKOl HAITIOHAIBHOCTI, TPU3HAYaTH IallicHTaM MOHTOJIOITHOI
pacu ogHOYaCHUY MPUIOM CHMBACTaTUHY Ta nimigomogudikyoouux 103 (= 1 r/goly) HiauuHy
(HIKOTMHOBOI KMCJIOTH) HE PEKOMEHYEThCS.

AUMIiMOKC 3a CTPYKTYPOIO CXOXKHUY Ha HialuH. He3Bakaiouu Ha Te, IO allUIIiMOKC He [AOCIigXKYyBaJHy,
PU3UK PO3BUTKY TOKCHYHOIO BIIJIUBY IIperniapaTy Ha M'sI3U He BUK/IIOYEHUH.

Bnaug Ha ney4iHKY

Y KIiHIYHUX OOCHIAXKEHHAX Y AesIKUX NOPOCIUX Malli€HTIB, IKi OfepxkKyBaJu CUMBaCTaTUH,
Bif3Hayanu CTilike MigBUINEHHS PiBHS MeYiHKOBUX (hepMeHTIB (0inbll HiXK y 3 pa3u BHUIIEe BePXHBOI
Mexi HopMu). [Ipu BigMiHI IpenapaTy aKTUBHICTh TpaHCaMiHa3 3a3BHUYal IIOCTYIIOBO IIOBEPTAETHCS
[0 T04YaTKOBOTO piBHA. [Tepen moyaTKOM JIiKyBaHHS, a MOTIM - BiIIOBIAHO [0 KJIiHIYHKUX ITOKa3aHb
yCiM manieHTaM peKOMEeHAYETHCS MTPOBOAUTH (PYHKIIOHAIBHI TeYiHKOBI MPOOU. Y MaIlieHTIB, A SKUX
IJIAHYETHCS TiIBUINUTY M03y CUMBacTaTHHY 0o 80 Mr Ha no0y, GyHKIIOHAbHI Te4iHKOBI TpoOu
OTPiOHO IMTPOBOAUTHU [0 IOYATKY TUTPYBAHHS, IOTiM Uyepe3 3 Micslli micns gocsirueHHs no3u 80 mMr
Ha 700y Ta IepiofUyYHO MOBTOPIOBaTH (HampuKiaz, 1 pa3 y miBpoOKy) MPOTSATOM YChOTO IIEPIIOTO POKY
nikyBaHHsA. OCOOIMBY yBary BapTo MPUMINATH NallieHTaM, y IKUX MigBUIIEHUN PiBeHb CUPOBAaTKOBUX
TpaHcaMiHa3. [lum naiieHTaM KOHTPOJIb (PYHKIIII IEeYiHKY CJIifl IPOBOJUTH Ha II0YATKY JIiKyBaHHS, a
HapjaJi - yacrille HiX, 3a3BU4ai. Y BUMlafikaxX, KOJY PiBeHb TpaHCaMiHa3 3pocTae, 0COOIUBO MpU
CTiKOMY TIIepeBUIlleHHi B 3 pa3u Bif BepXHbOI MeXKi HOpMH, ITpenapaT noTpioHo BigMinuTu. Crin
3ayBaxkKUTH, 110 ajlaHiHaMiHOTpaHcdepasa MOXKe BUXOOUTH 3 M'I30B0i TKAHUHU, TOMY IiIBULIEHHS



anaHiHaMiHOTpaHcdepasu 3 KpeaTHHKiIHA3010 MOXKe BKa3yBaTH Ha MiomaTiio (IUB. BUIIE
«Miomnartisi/paboomioniz»).

Pigko noBimoMisiu IIpo jeTajabHy Ta HeJleTaJIbHY [IeYiHKOBY HEOCTATHICTh y NAlli€HTIB, AKi
IpUKMaIy CTaTUHH, Y TOMY YUCJIi CUMBacTaTUH. [Ipy MOgBi Cepl0O3HOT0 YpaXKeHHS NeYiHKH 3
KJTIHIYHUMYU cCUMIITOMaMu Ta/abo rinepbinipybinemii abo XKOBTSHHUII i Yac TiKyBaHHS IIpernapaToM
CJIif HeTalHO IlepepBaTu Teparmii. JKIo He 3HalleHO aJlbTePHATUBHOI €TiOJNOril, He CIIifl 3HOBY
PO3MOYKMHATH IPUHOM IIpemnaparty. [Ipemnapar ciif 3acTOCOBYBaTH 3 00epexkKHiCTIO MallieHTaM, SKi
37I0BXKMBAIOTh aJIKOT'0JIEM.

[Tpu niKyBaHHI CUMBACTaTHHOM, §IK i iHIIMMHU TinojinigeMivHuMU 3acob6aMu, CIIOCTEPIiraaocs moMipHe
(MeHIIe 5K y 3 pa3u BUllle BEPXHHOI MeXKi HOpMHU) 30i/IbIIIEHHS aKTUBHOCTI CUPOBATKOBUX
TpaHcaMiHas. Lli 3minu 3'aBnsnucs He3abapoM Iiciis IoYaTKy JIiKyBaHHS, YaCTO MaJld MUHYILIUH
XapakKTep, He CYyIPOBOAXKYBAJIKCS JKOOHUMY CHMIITOMaMH Ta He BUMaraau CKaCyBaHHS Teparil.

Kposul diabem

[lesiKi maHi BKa3yIOTh Ha Te, 110 CTaTUHU IK Kjac MigBUINYIOTh PiBEHb T'II0KO3U B KPOBI, Y IEIKUX
TIAIEHTIB 3 BUCOKUM PU3UKOM PO3BUTKY IYKPOBOTO AiabeTy y MaOyTHbOMY MOXKYTh CIIPUYUHUTH
piBeHb rinepriikemii, Mpu SKOMy PEKOMEHIYETHCS PO3MOYMHATH JTiIKyBaHHS I[yKPOBOTO miabeTy.
OpHak KOPUCTh 3HUKEHHS CTaTUHAMHU CYIMHHOTO PU3UKY IepeBaXkae, TOMY 1ie He TIOBUHHO OyTH
IPUYUHOIO 719 IPUNUHEHHS JTiKyBaHHS cTaTHHaMU. [10TpiOHO TPOBOAUTY KITiHiUHUM Ta OioXiMiuyHMIMA
MOHITOPUHT CTaHy Nalli€HTiB 3 IEBHUM PU3UKOM (TJII0KO3a HaTIe 5,6-6,9 MMOJIb/JI, iHOEeKC MacH Tina
> 30 xr/™M°, migBuULIEeH] TPUTTIiLIEPUOY, apTepianbHa TinepTeH3is), K KIiHiYHUY], TaK i OioXiMiuHUH,
BigIIOBigHO O HAlliOHAJIPHUX HACTAHOB.

IHmepcmuuiaibHe 3aX80PHBAHHA 1€2€Hb

BuHATKOBI BUIagK¥ IHTEPCTULIAIBHOTO 3aXBOPIOBAHHS JIET€Hb CIIOCTEPIraaucs Micis IpuuoMy
IOesKUX CTaTHHIB, BKITIOYAIOYM CUMBACTATHUH, 0COONMMBO IPU OOBrOTPUBAJiM Tepamil. XapaKTepHUMU
O3HAKaMHU iHTePCTHUIaTbHOTO 3aXBOPIOBAHHS JIET€Hb MOXKYTh OYTH OUCITHOE, HEITPOTYKTUBHUMN
KallleJlb, TIOTipIIIeHHS 3M0POB S B IiIoMy (BTOMa, BTpaTa MacCH Tijla Ta rapsiyka). Y pasi migo3pu Ha
PO3BUTOK Y Malli€eHTa IHTEPCTULIAJIbHOTO 3aXBOPIOBAHHS JIETEHb JIIKYBaHHSA CTaTUHAMU CJIif
[IPUIIMHUTH.

O¢pmasavmonoziyHe obcmedceHH s

Y pagzi BigcyTHOCTI 6yIb-IKOTO MEIUKAMEHTO3HOI0 JTiKyBaHHS 30iJIbIIIEHHS IIJIOMI ITOMYTHIHHS
KpUILITaJIMKa BBAXKa€eThCA HACIIIIKOM IIpoliecy cTapiHHga. HasdBHI KITiHIYHI JOCIIIXKEeHHS He BKa3yIOTh
Ha iCHyBaHHS IIKigINBOIO BIJIMBY CHMBACTATUHY Ha KPHUIITAINK OKa JIIOIUHMU.

3acmocyBaHHA nauieHmam AimHb020 BiKy

EdexTuBHICTh 3aCTOCYBaHHS CUMBaCTaTUHY AJIS JIIKyBaHHSA XBOPUX BiKOM IOHaA 65 POKiB, gKi
OTPUMYBAJIX MOTO IIif Yac KOHTPOJIbOBaHUX KJTiIHIYHUX JOCHiAKEHb, OLiHIOBaracs BifTHOCHO
3HUKEeHHS PiBHIB 3aranbHoro ta JITTHII xonecTepuHy i BUABUIACH TAKOI XK, K i A7 MOMysALil
3arasioM. 30i/bIIeHHsT YaCTOTH MOGIYHUX €DeKTiB, siKi 6 BUSBISIIKCS KITiHIYHO 3HAUYIIUMU abo 3a
nmabopaTOPHUMU MTOKa3HUKAMHU, He Bif3HaueHO.

Ocobausi 3acmepediceHHA U000 QONOMIHNCHUX PeYOBUH

[TpemapaT MiCTUTH JTaKTO3y. [lallieHTaM i3 T1aKTa3HOI0 HENOCTATHICTIO, TajakTo3eMi€eio abo
CHHIIPOMOM TJTII0K030-TaJlaKTO3HO1 ManbaOcopO1iil He CIlifg mpuiMaTH 1iei mpermapar.



3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
BazeimHicmb

3aCTOCYBaHHH CHUMBACTAaTHHY BariTHUM XKiHKaMm IIPOTHUIIOKA3dHe.

2KogHHX KOHTPO/JIbOBAHUX KIIHIYHHMX JOCIIIKeHb 3 y4aCTIO
BariTHUX XKiHOK He MPOBOJH/INCH, 0e3leKa 3aCTOCYBaHHSA
Hapa3i He BCTaHOBJ/IeHa. € piaKiCcHI MOBiTOMJ/IEHHSI IIPO
BPOIKEHHi aHOMaJTil Mic/isi BHYTPiIHbOYTPOOHOT 0 BILUIUBY
iarioiropis ’'MI'-KoA-pegykrTa3mu.

by oTpuMaHi PigKiCHI MOBiTOM/IEHHS PO BPOAKeHi
aHOMaJIil mic/Is1 BHYTPiIHOMAaTKOBO1 €KCIO3HIIil 10
inrioiropiB 'MK-KoA-pegykra3u. OnHak, aHaIi3 MpUOIHU3HO
200 BariTHHX, 3a IKHMH CIIOCTEepPirajd NpOCIEeKTHUBHO i B
SIKUX IIPOTSITOM IIE€PINOr0 TPUMECTPY Oyjia eKCIO3HIIiA [0
CHMBACTAaTHHY a00 iHmoro noaidonoro iaridoiropy 'MK-KoA-
pedyKTa3H, 4aCTOTa BPOAKEHHX aHOMaJIil OyIa
MOPiBHSIHHOIO 3 TAKOI0 B 3ara/ibHiu momyasnii. Takoi
KiTBKOCTi BUIIaJKiB BariTHOCTi Oy/10 CTaTUCTHYHO
OIOCTATHHO /I BUK/JIIOUYEHHS 301/IbIIIeHHS KijTbLKOCTI
BPOIKEHHX aHOMaJIi y 2,5 pa3H Ta BHIIE MOPiBHSIHO 0
YaCTOTH B 3ara/IbHil MOMyJIsAIil.

Xo4a HeMa€ KOTHOIr0 J0Ka3y TOro, 10 4acToTa MOsIBH
BPOIKEHHX aHOMaJIid Y HalIaJdKiB MamieHTiB, AKi mpunMau
CHMBACTaTHH a00 iHmu# nomionun inrioirop 'MK-KoA-
peayKTa3H, BiIpi3HsIeThCsI Bif Ti€l, 1110 CIOCTEPIiraeTbes y
3arajJIbHiH MOMyJIsIii, TiKkyBaHHsI MaTepPi CHMBaCTaTHHOM
MO2ZKe 3HH3HUTH y I/IoJa PiBeHb MeBa/IOHATY, SIKHH €
MPeKypcopoM 0iOCHHTE3y X0JIeCTEPHHY. ATEPOCK/Iepo3 €
XPOHIYHHM IIPOIECcOM, i 3a3BHYaHd NPHUINHHEHHS MPHHOMY
JTiMiT03HNKYBaJILHUX 3aC00iB y mepioa BariTHOCTi Ma€



He3HAaYHO BIUIMBATH Ha BilJa/IeHHH PH3HK, IOB'I3aHHUH 3
MIEPBUHHOIO rinepxojiecTepuHeMicio. 3 mUX IPUIUH
CHMBACTAaTHH He MOXKHa NMPM3HAYaTH BariTHUM, a TaK0XK
XKiHKaM, sIKi HaMaralwThCs 3aBariTHiTH a00 € mimo3pa, m10
BOHH BariTHi. 3aCTOCyBaHHSI CHMBAaCTaTHHY CJIiJ
NPU3YIMHUTH Ha BeCh TEPMiH BariTHoOCTi a00 1oKu He Oyae
MiATBepPIKEeHHs, 10 XiHKa He BariTHa (IUB. po3din
«IIpoTUIOKa3aHHA»).

T'odyeaHHA 2py0d0io

HeBigomo, 4u MpOHMKAE CHMBaACTaTUH abo ioro MeTaboJIiTH y rpyaHe MojI0K0. OcKinbku 6araTo
JiKapChKUX 3ac00iB MPOHUKAE Y TPYAHE MOJIOKO i € MOXKJIMBICTh BUHUKHEHHS CePHO3HUX MOOIYHIX
peaxtiiii, XKiHkaM, AKi NIpuiiMaloTh CHMBACTaTHH, CJIifl IPUNUHUTY TOOYBaHHS TPYATI0. (IUB. PO3Min
«IIpoTUIOKa3aHHI»).

depmusabHicmb

KriHiyHMX OOCHiAXKEeHb II0A0 BIIMBY CHUMBACTAaTUHY Ha (PEPTUIIbHICTD JTIOOUHU HEe IPOBOAMIIN.
CuMBacTaTHH He Ma€ BIJIMBY Ha (GePTUILHICTh CAMIliB Ta CAMOK IITypiB.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

CumBacTaTHH He Ma€ XKOLHOT0 ab0 Ma€ He3HAUHUI BIIJIUB Ha 3[0ATHICTH KepyBaTé aBTOMO0DiieM Ta
inmuMu MexaHizmMamu. OgHaK Ipy KepyBaHHI aBTOMOGinaMu abo po6oTi 3 iHIIKMMY MeXaHi3MaMu CIIif
BpaxyBaTU PiIKiCHi MOBiIOMJIEHHS IIPO 3alaMOPOYEHHS.

Cnoci6 3acmocyeaHHsi ma do3u.

Ilo6oBi o3y npenapaTy Basumin® - Big 10 Mr mo 80 Mr (3aCTOCOBYBaTH JTiKapChKy GOpMy 3
BiTIOBiTHKMM O03yBaHHSIM) ITepopasibHOo 1 pa3 Ha noOy BBedepi. [Tin6ip mo3u npemapaTty Bazunin® cin
3MifICHIOBATH 3 iHTepBalaMi He MEHIIe HiX 4 TUXHI 0 MaKCUMaJIbHOI 1060B01 mo3u 80 Mr, 1110
npuiiMaeTbcsa 1 pa3 Ha goOy BBedepi. [lo3a 80 MI peKOMEHAYETHCS TiIbKY [JIF Talli€HTIB 3 TSIXKKOIO
rinepxoecTepuHeMi€l0 Ta BUCOKUM PU3UKOM CEPLIEBO-CYAUHHUX YCKIaAHEHb, IKi He NOCATIH Lien
JIIKyBaHHS 3a JOIIOMOT0I0 HUXKYHUX 03, Ta KOJIK OUIKYETHCH, 1110 KOPUCTH IlepeBaxKaTUMe IOTeHLiHI
pu3uku (ouB. po3minu «OcobIUBOCTI 3aCTOCyBaHHI», «PapMaKoguHaAMIiKa»).

linepxonecTepuHeMis

T[MarienTy Cif MPU3HAYUTH CTAaHOAPTHY XOJIECTEPUHO3HUKYBaIbHY [i€TY, SIKOI BiH TOBUHEH
IOTPUMYBATHUCS IIPOTATOM YChOT'O KYPCY JiKyBaHHS IIperapaToM.

3BUYalNHO II0YaTKOBa 03a cTaHOBUTH 10-20 Mr Ha o0y, sika IPUKMMa€EThCS OJHOPA30BO, BBEYEDi.
IIns namieHTiB, SKuM HeoOximHe 3HauHe (= 45 %) 3uuxkenHs piBHsg X-JITTHIII, moyaTkoBa go3a MoXKe



cranoButu 20-40 mMr 1 pa3 Ha moOy BBeuepi. [Tigbip 703, ¥ pa3i HeoOxigHOCTI, MOTPiOHO 3TiMCHIOBATH,
SIK BUKJIa[IEeHO BUIIIE.

I'oMo3ueomHa cimeliHa 2inepxosiecmepuHemis

PekomennoBana noyaTkoBa f03a IIpenapary Baszumin® — 40 Mr Ha no0y 0HOPa30BO BBEYEDi.
[Ipemapart ciif 3aCTOCOBYBATH SIK NOIIOBHEHHS [0 iHIIOTO JIMiO3HUXKYBAIBHOI0 JIIKYBaHHS
(manmpuknan, apepedy JITTHII) abo gKio Take TiKyBaHHS HEIOCTYIIHE.

IIns1 maIieHTiB, SKi OGHOYACHO 3 MpenapaToM Basumin® nmpuilMaioTh JIOMITAmif, [03a Ipenapary Mae
He nepeBuiyBatu 40 mr/moby (ouB. po3ginu «IIpoTunoka3aHHI», «OCOOIMBOCTI 3aCTOCYBaHHS» Ta
«Bzaemogis 3 iHIIUMY JTiIKapCLKUMHU 3aco0aMu Ta iHIM BUTU B3aEMOIIN»).

Cepueso-cyOuHHA npodisakmukad

3BUYaliHa [03a Ipenaparty Basunin® mis nauieHTiB 3 BUCOKUM pu3ukoM po3BUTKY IXC (y noegHaHHI
3 rineprnimigemieto abo 6e3 Hei) craHoBUTH 20-40 Mr Ha OOy OOHOPA30BO BBeUepi. MeIMKaMeHTO3HY
Tepariio MoXKHa [T0YaTH OMHOYACHO i3 gieTor Ta ¢isuyHuMu BopaBamu. I1in6ip mo3, y pasi
HeoOXimHOCTI, TOTPiOHO 3iNiCHIOBATH, K BUKJIQIeHO BUIIE.

CynymHAa mepanis

Basunin® epeKTUBHUN y BUTTIAMI MOHOTEpAIlil, a TAaKOX Y MOEAHAHHI i3 CeKBeCTPaHTaMH KOBYHUX
KuCINOT. [lo3y ciip mpuiiMatu abo He MeHIIe SK 3a 2 TOOUHU 10, abo He MeHIIe SK uepe3 4 roguHu
IiCJIs IPUIOMY CEKBECTPAHTY XKOBYHUX KUCJIIOT.

IIn1s1 maLieHTiB, 9Ki npuiiMaioTh Basumin® ogHoYacHO 3 GpiGpaTaMu, KpiM reMdpiOpo3uny (IUB. PO3MiN
«[IporumnokasanHs»), abo 3 henodibpaTrom, fo3a npenapaTy He MOBUHHA IepeButyBat 10 Mr/mo0y.
Ils maiieHTiB, sIKi OGHOYaCHO 3 IIpernapaToM IpUIMMalTh aMiofapoH, aMJIOQUIIIH, BepalaMil,
nuntiazeM abo miKapchKi 3acobwu, 1110 MicTSTh en16acBip abo rpa3omnpeBip, oO0Ba H03a IIpenaparTy
Bazumin® He MOBUHHA nepesumyBaTt 20 Mr (guB. po3ninu «Ocob6IUBOCTI 3acTOCyBaHHA», «B3aeMofis
3 iHIIMMHM JTiIKapCbKUMM 3aco0aMy Ta iHIIT BUOW B3aEMOMIiM»).

[I03yBAHHA NPU HUPKOBIU HedocmamHocmi

I nalieHTiB 3 MOMipHOIO HUPKOBOIO HEIOCTATHICTIO HeMa€e HeoOXimHOCTi 3MiHU JO3YBaHHS.

Il mallieHTiB 3 TSIKKOI0 HUPKOBOIO HEOCTATHICTIO (KJlipeHC KpeaTuHiHy < 30 MJI/XB) CIIifl peTeNnbHO
3BaXKUTH OOLINMBHICTh MPHU3HaYEHHS Mpenapaty y go3i 10 Mr Ha go0y i, K10 TakKe HO3yBaHHS
BBaXKa€ThCs HEOOXimHUM, Ipemapar CJIif Mpu3HadaT 3 00ePeKHICTIO.

3acmocy8aHHA NAUiEHMAaM AiMmHb020 BIKY

HeMmae noTpebu B KOperyBaHHi 103H.

3acmocysaHHA dimam ma nidaimkam (10-17 pokie)

g mitey Ta migmiTKiB (x71omii BikoBol cTapil TanHepa 11 i ctapuri Ta giB4arta, y SKuX IpuHauMHi 1
PiK IPUCYTHIiN MeHCTpyanbHUM IUKI) BikoM 10-17 pOKiB 3 T€TEPO3UTOTHOIO CiMENHOI0
rinepxonecTepuHeMiel0 peKOMeHI0BaHa 3BMYaliHa 1moYaTKoBa qo3a cTaHoBUTh 10 Mr 1 pa3 Ha moly
BBeuepi. [1o moyaTKy JIiKyBaHHS CUMBACTATUHOM [IiTAM Ta MiAJIiTKaM CJIif IPU3HAUYUTU CTaHAAPTHY
X0JIeCTEePUHO3HUXKYBaIbHY HIETY, IKOI CIIil JOTPUMYBATHUC IIifl Yac JiKyBaHHS CUMBACTaTHHOM.



PexomenpnoBani mo3u - 10-40 mr Ha mo0y; MaKCcHMajbHa PEKOMEHIOBaHa 03a CTaHOBUTH 40 Mr Ha
moOy. To3y ciim migOupaTy iHOUBiOyalbHO, 3TiIHO 3 METOIO JTiKyBaHHS, 32 peKOMeHIalliTMu
nmiKyBaHHS y nemiaTpii (muB. po3minu «OcobnmuBOCTi 3acTocyBaHH», «PapMakoguHaMmika»). ITin6ip
IO3M CJIifl MPOBOOUTH 3 iHTEepBalaMu B 4 THKHi a0o OinbIe.

IocBim 3acTOCyBaHHS IIperapary OiTSM Ipenyb0epTaTHOro BiKy 0OMeKeHuH.

Himu.

Besneky Ta eeKTUBHICTH CHMBaCTaTUHY AJig HalieHTiB BikoM 10-17 poKiB i3 reTepo3uUroTHO0
CIMENHOI0 TinepiiinifieMieo OLiHIBAIA Y KOHTPOJIbOBAHOMY KJTIHIYHOMY OOCIIiIXKEHH] 3a y4acTio
XJIOMYMKIB BiKOBOI1 cTafil TaHHepa Il Ta miAmiTKiB-AiBYAT, y SIKUX IMOHaNMeHIIe 1 piKk TOMy IOYaIucs
MeHcTpyatii. [Tpodinb mobiuHux edekTiB y NallieHTiB, SIKi TpuiManu CUMBacTaTHH, OyB MOMiOHUMN [0
TAKOTO Y Talli€eHTiB, sKi mpuiiMany mnnaiebo. [lo3u Oinbire 40 M He JOCIIgXKYBasHU y Liil TPyIIi
natieHTiB. Y gocrnigxkenHi He Oyio 3a¢hikcoBaHO BIJIMB CUMBACTATUHY Ha PiCT Ta CTAaTEBUU PO3BUTOK
iQIiTKIB, @ TaKOXK Ha TPUBAJIiCTh MEHCTPYAIbHOTO LUKy YV OiBYaT (OuB. po3minu «Crocid
3aCTOCYBaHHS Ta m03u», «[1o0iuHi epekTm»).

IliByaTa MaioTh OyTH IIPOiHGOPMOBaHI M0N0 HEOOXIMHOCTI KOHTPAIEMNIIi]l ITPY 3aCTOCYBaHHI
CHMBACTaTUHY (OuB. po3ainu «IIpoTunokasanHsa», «3aCTOCYBaHHS Y [Iepiof BariTHOCTI i TONyBaHHS

TPYAOIO»).

3aCcTOCyBaHHS CUMBACTATUHY He NOCIIOXKYyBasX y nalieHTiB BikoM 10 10 pokiB, a TakOX y AiBYaT, y
SIKHX IIle He [T0YaIucs MeHCTpyaliil.

BB moBroTpuBanoro 3aCTOCyBaHHS Ha (Pi3MYHUY, iHTENIEKTyalIbHUY Ta CTATEBUY PO3BUTOK
HeBiZIoOMUI.

Ilepedo3yeanHns.

Ha 1eu 4ac BifoMo mpo KijibKa BUINAJKIB epeno3yBaHHs, MaKCUMaJjlbHa IPUKWHATA A03a CTaHOBUIIA
3,6 r; Ipy I[bOMY y 2KOAHOTO 3 MAI[iEHTIB HE BUABIECHO CIEUU(PIYHUX CUMITOMIB. YCi ali€HTH
omyxanu 0e3 ycKafHeHb. Y pa3i nepeno3yBaHHS He0OXiIHO MPOBOOUTH CHMIITOMaTHYHi i
HiATPUMYyBaIbHi 3aX0[IX, OCKIJIbKY CIIe(pigHOTOo TiKyBaHHS HEMaE.

ITobiuni peakuii.

YacToTa HUXKYe3a3HAUCHUX MOOIYHMX SBHII, PO SKi MOBIJOMUIIH IIiJ Yac KIiHIYHUX NOCIiIXKEeHb
Ta/abo y mepiof MOCTMapKETHHTOBOTO 3aCTOCYBaHHS, Kilacu(pikoBaHa 3a OLIHKOIO iXHiX piBHIB ¥ xofi
BEJIMKHUX MOBrOTPUBAJIUX I11arie00-KOHTPOIbOBAHUX KIIHIYHUX MOCITiIXKeHb, BKIodYaoun HPS Ta 4S 3
y4acTio BignosigHo 20536 Ta 4444 nauieHTiB (ouB. po3nin «PapMakoguHaMmika»). Y HPS
Bi3HAYa/IKCS TiIbKU CePio3Hi MOGiYHi SBHUINA, a TAKOXK Miaris, MigBUINEHHS TPaHCaMiHa3
CHUPOBATKYU Ta KpeaTUHKiHa3u. Y 4S 3anucyBanuch yci 3a3HavyeHi HuKYe 1mo0iuHi spuia. AKIo y xomi
IIUX OOCTiAKEeHb PiBHi pu MpuitoMi cuMBacTaTUHY OynTy HUXK4Yi a0o momiOHi mo Tux, 110 i mpu
npuiiomi mnare6o, Ta Oynu nmoxiOHi CIIOHTAHHI MTOBIOMIIEHHS IIPO SBUIIA, SKi MaIu 00T pyHTOBaHUM
IPUYUHHNM 3B'930K, I1i 100iYHi ABUIa K1acu(iKyBalauCh K PidKiCH.



Y xomi gocnigxenusa HPS (gus. po3pin «®apMakoauHaMika») 3 y4acTio 20536 maifieHTiB, sKi
npuiiManu 40 mMr/oo0y cuMmBacTaTuHy (n = 10269) a6o mmame6o (n = 10267), mpodini 6e3nexu Oymau
TIOPiBHSTHHUMM Y TAIli€HTIB, SKi MpUUMaI CUMBACTAaTHH, Ta MALi€HTIB, SKi mpuiiManu miamnebo y
CepeHbOMY TIPOTATOM 5 POKiB HocTimkKeHHs. PiBHI nmpunuHeHHs y4acTi yepe3 nobiuHi epekT 6ynu
nopiBHIHHUMIU (4,8 % y maifi€eHTiB, SKi npuiiManu cuMmBacTatul 40 mr, Ta 5,1 % y namieHTis, ki
npuiiManu miane6o). Yactora mionarii ctanosuna < 0,1 % y marmieHTiB, SKi mpuiiMany CUMBaCTaTHH.
[TinBumeHHs TpaHcaMiHa3 (>3 pa3iB BUllle BEPXHHOI MeXKi HOPMH, MiATBEPHAKEHE TIOBTOPHUM
aHasnizom) BigOymnock y 0,21 % (n = 21) namienTis, sSKi npuiitManu cuMBacTaTuH, opiBHsAHO 3 0,09 %
(n = 9) namienTiB, gKi mpuiMany mnamneoo.

Kareropii yactotu mobiyHux siBuII: Oyzxe dacTo (> 1/10), vacto (= 1/100, < 1/10), HewacTo (=
1/1000, < 1/100), pigko (= 1/10000, < 1/1000), myxe pigko (< 1/10000), HeBigoMo (He MOXKHa
IipaxyBaTH 3a HaSBHUMHU JaHUMMU).

3 60Ky KpOBi Ta nimMbaTU4HOi CUCTEMHU

aHeMis.
3 OOKYV IICUXiKU
Be3coHHs, menpecis.

3 O0KY HEPBOBOI CUCTEMU

ToJIOBHUY 0inth, IapecTesis, 3amaMoOpodYeHHs, IepudeprudyHa HeMPOIaTis; MOTipIIeHHs maM’ sTi.

PecnipaTopsi, TopakasbHi Ta MefiaCcTAHAIbHI NOPYIIEHHS

iHTepcTuIianbHa xBopoOa yereHiB (AuB. po3min «Oco6IUBOCTI 3aCTOCYBAHHSI»).

3 60Ky HIIIYHKOBO-KHUIITKOBOTO TPAKTY

3arnop, abmomiHanbHM 6inb, METEOPU3M, OUCIIEIICis, miapes, HymoTa, OTI0BaHHS; TAaHKPEATHUT.
3 00Ky IeYiHKY Ta XXOBUYOBUBIIHUX IINIAXiB

TelaTUT/XKOBTSIHULIS;

JieTajbHA Ta HeJeTajlbHa IeYiHKOBa HeJOCTATHICTh.

3 6OKY LIKipK Ta NifIIKipHUX TKAHWH

BHCHUIIAHHS, CBepOixK, ayomnerris.

3 6OKY KiCTKOBO-M’sI30BOi CHCTEMHU

MionaTisl (BK/Io4alouu Mio3uTH), pabmoMiosii3 i3 HUPKOBOIO HeOCTaTHICTIO abo 6e3 Hel (TuB. po3min
«Oco6IMBOCTI 3aCTOCYBaHHS»), MiaJris, cClla3Mu M’s13iB, CyIOMH, MiO3UTH, TI0JTiMiO3HUTH;

TeHJiomnaTid, iHOoAl yCKIafHeHa po3puBaMy, iIMyHOOIIOCepegKOoBaHa HeKpoTuyHa Mionatisa (IOHM)**,

** [lyKe PiKO cIoCTepiranucs BUNagKU iMyHOOIIOCepeAKOBaHOl HeKpoTuyHol Mionarii (IOHM),
ayToimMyHHOI MiomaTil mig yac abo micns mikyBaHHS cTaTuHamMu. IOHM KITiHIYHO XapaKTepu3yeThCs
CTilKOI0 C/TabKiCTIO MPOKCHMAIbHUX M’S3iB i MiIBUIIEHHSM PiBHS KpeaTMHKiHa3M B CUPOBATII KPOBi,



Kl He 3HMKAIOTh He3Baxalul Ha IPUIMHEHHS IPUIOMY CTaTUHIB, 03HaKaM{ HEKPOTUYHOI MiomaTil
Ha Giomcil M’s13iB 663 3HAUHOT0 3alajieHHs, MOJIINIIeHHIM ITPU 3aCTOCYBaHHI iMyHOIETIPECUBHUX
3aco06iB (ouB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS »).

3 OOKY CTAaTeBUX OPraHiB Ta MOJIOYHOI 3271031

epeKTUIbHa AUCHYHKILiS.

3arabHi po3/iafy Ta NOPYIIEHHS V MiClli BBeIeHHSI

aCTeHid.

3pifka MOBIIOMIISAIYM IIPO BUIIAAKY BUPAKEHOI'0 CUHAPOMY TilepyyTIMUBOCTI, 1[0 BKJIOYAB JesKi 3
TAKMX IIPOSIBiB: aHTIOHEBPOTUYHUY HAOPSK, BOBYAKOMOMiOHWM CHHIPOM, peBMaTUYHa IIOTiMianTis,
IepMaToOMiO3UT, BACKYJIiT, TPOMOOIIUTOIEHis, €03uHO(Difis, 30inbIIeHHs MBUAKOCTI OCiTaHHS
eputpornuTiB (IIIOE), apTpuT i apTpanris, Kponus'sHKa, GoToceHcuOini3alis, rapsyka, IPUIIUBHY,
3a[uIlIKa Ta He3OyXKaHHS.

Bnonus Ha Pe3VyJIbTaTh Ha6OQaTOQHI/IX Ta iHCTQyMeHTaHLHI/IX OOCITiIKEHD

30inpIIeHHSs PiBHS TpaHCaMiHa3 y CUPOBATIi KPOBi (alaHiHaMiHOTpaHchepasy,
acrmaprataMiHoTpaHcdepasu, y-TyTaMinTpaHCcIenTraasu) (uB. Po3min «Oco0MMBOCTi 3aCTOCYBaHHS.
BnnuB Ha mediHKy»), MigBUIIEHHS PiBHS TykKHOI (hocdaTasy, MigBUILIeHHS PiBHSI CUPOBAaTKOBOI
KpeaTuHKiHa3u (OuB. po3Min «Oco6IUBOCTI 3aCTOCYBAaHHSI»).

[Tpu nmpuiiomi CTaTHHIB, BKIOYa04Yu Ba3unin®, moBigomasnau npo migsuiieHHss HbAlc Ta piBHIB
TJIIOKO3M CHPOBATKM y CTaHi HaTIIe.

Bynu noBimoMeHHS PO MOPYIIEHHS KOTHITUBHOL QPYHKIII (HampuKiIag BTpaTa Iam sTi,
3a0yObKyBaTiCTh, IIOPYILIEHHS ITaM’gTi, CIIIyTaHICTh CBifOMOCTI), TTOB’g3aHi i3 3aCTOCYBaHHSIM
CTaTHHIB, BK/IIOUYAI0YU CHMBACTaTHH. Y 1LiJIOMy BUIMIafKX OyIu HeCepio3HUMU Ta 000POTHUMM ITiC/sA
IPUNIMHEHHS IPUUOMY CTAaTHHY; Yac [0 MMOYaTKY IMOSIBU CUMIITOMIB (Bim 1 OHS OO KiTbKOX POKiB) Ta
3HUKHEHHSI CUMIITOMIB (Y cepeHbOMY 3 THKHi) OYB pi3HUM.

IyXe pigKo CIIoCTepiraaucs BUMagKu iMyHOOIIOCEPEeIKOBaHOl HeKPOoTHUYHOI MionaTil (IOHM),
ayToiMyHHOI MiomaTii, OB’s13aH0i i3 3acTocyBaHHAM cTaTuHiB. IOHM xapakTepusyeThcs c1abKiCTIO
IIPOKCUMaJIbHUX M’SI31B 1 MiABUIEeHHSIM PiBHS KpeaTUHKIHa3W B CUPOBATIIl KPOBI, IKi HE 3HUKAIOTh
He3BaXXal4yyu Ha NIPUNUHEHHS IPUUOMY CTATHHIB.

HomaTkoBi mo6iuHi edeKTH, SKi CocTepiranucs micis IPpUUoMy OessKuX CTaTUHIB
- TIOPYLIEHHS CHY, ¥ TOMY 4YKCJIi 6€3COHHS Ta HiYHi XKaXu;
- cTareBa OUCHYHKIIS;

- IyKpOBHUY OiabeT: 4acTOTa 3aJIe’KUTh BiJ] HAsIBHOCTI/BifCyTHOCTI (paKTOpiB pHU3UKY (PiBEHD
IJIIOKO3H HaTile = 5,6 MMone/a, IMT > 30 Kr/M°, HNigBUILeHHUI PiBeHb TPUTTILIEPULIIB, TillepTeH3id B
icTopii xBopoOu).

Tepmin npudamHocmi.



3 POKM.

YMoBH 30epiraHHs.

30epiraTu B opuriHaibHiN YIAKOBIN TpHu TemrepaTypi He Buie 30 °C.

36epiraté y HEOOCTYIIHOMY OJIST OiTe# MicCIIi.

VnaxoBka.

[To 7 TabneToK y 6ricTepi, mo 2 abo 1o 4, abo 1o 12 6micTepiB y KapTOHHIN KOpOOIIi.

Kareropis Bigmycky. 3a perenTtom.

BupoOHuUK.

KPKA, .., HoBo mecto /KRKA, d.d., Novo mesto.

Micue3HaxoaKeHHsI BUPOOHHKA Ta MOT0 aJpeca MicCIisi IPOBaAKeHHsI Tis/TbHOCTI.

[MImap’emka necra 6, 8501 Hoso mecto, CrnoBenisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



