TIHCTPYKIIIA

/IS METUYIHOT'0 3aCTOCYBaHHSA JIIKapChbKOT0 3aC00y

Ba3wrin®

(Vasilip®)

CKknao:
ditoua pe4o8uHda: CUMBaCTaTHH;
1 TabneTka, BKpUTa IUTIBKOBOIO 000710HKOI0, MicTUTh 10 Mr abo 20 Mr cMMBaCTaTUHY;

00ONnoMmidCHI peuo8uHU: TAKTO3X MOHOTIIpaT, KpoxMaJb IIpeXeaTuHi30BaHuM, Oy TUITiIpOKCiaHi3om
(E 320), kucnora NTMMOHHA, KUCJIOTA acKOpOiHOBa, KpOXMaslb KYKYpPYA3SHUM, 11eJ1i0103a
MiKpPOKpPHCTaJliYHa, MarHiio CTeapar;

ITiBKOBa 000JI0OHKA: TilTpoMesio3a, TalbK, IPOIiIeHT TiKoIb, TuTany miokcup (E 171).

Jlikapceka ¢opma. TabneTky, BKPUTI MTiIBKOBOIO 0060JI0HKOIO.

OcHoeHi (i3uko-ximMiuHi 81acmu8ocmi: Kpyrii, 37erka qBoomykii, 6i710ro Konbopy TabIeTKH,
BKPHTI ITIBKOBOIO 000JIOHKOIO, 3i CKOIIEHNMH KPasMH.

®dapMakKoTepaneBTHYHA rpymna.
Timominigemiuni 3aco6u, MOHOKOMIIOHEHTHI. [HTi6iTopu I'MI-K0A-penykTa3su.

Konm ATX C10A AO1.

dapmako102iyHi 8,1acmueocmi.
®apmakoduHamika.

[Ticns mepopanbHOTO MPUIOMY CUMBACTATHH i3 HEAKTUBHOT'O JIaKTOHY TiAPOi3YETHCS Y
TIeYiHIli IO BiAMIOBiAHOI aKTHBHOI OeTa-TigPOKCUKUCIOTHOL PopMH, iKa Ma€ MOTYXKHY
aKTUBHICTh y ranbMyBaHHI 'MI'-KoA-penykTa3u (3-TifpoKcCi-3-MeTU-TIyTapuil KOeH3UM A
penykTrasu). Lleir pepmeHT KaTanizye nepetBopeHHs [ MI'-KoA Ha MeBasnoHaT (IToYaTKoOBa i
niMiTyio4a cTafii 6i0CUHTE3y X0IeCTEPUHY).



[TinTBepAKEHO, 10 CHMBACTaTUH 3HUKYE K HOPMasbHi, TaK i MigBUINEHI KOHLIEHTPAIIil
minonpoTeiniB HU3bKO1 uiinbHOCTI (JITTHII). JITTHIII yTBOPIOIOTHCS 3 TINONPOTEINiB Ay:Ke HU3BKO1
minbHocTi (JITIIHII) i mepeBaxkHO KaTab0ITi3yI0ThCSI BUCOKOCTIOPigHEHUMY pertenrTopamu JITTHIII.
Mexaniam JITTHIII-3HMKyBanbHOTO €PeKTy CHMBaCTaTUHY MOXKe OyTH II0B’SI3aHUM SK 31 3HUKEHHSIM
KOHILIeHTpallil xonectepuny JITIIHIL (X-JITIIHII), Tak i 3 ingykiieto perentopis JITTHIII, 1mo
IPU3BOJNUTH IO CKOPOUEHHS MPOAYKYBaHHS Ta MigBUIEeHHS KaTabomni3zmy xonectepuny JITTHI  (X-
JITTHIIT). TakoXk Ipy 3aCTOCYyBaHHI CHUMBACTaTUHY iCTOTHO 3HUXKYETLCSA PiBEHDb amnojIinonpoTeiny B.
Kpim Toro, cumMBacTaTuH MOMipHO 30i/blIye PiBEHb X0JIECTEPUHY JIIMTONPOTEINiB BUCOKOI IIiTbHOCTI
(X-JITIBII) i 3HMKYy€E piBeHBb TPUTJIiLIEPHUAIB Y MJIa3Mi KPOBi. Y pe3ynbTaTi OUX 3MiH 3MEHIIYIOThCS
CIIiBBIIHOLIEHHS 3arajabHOro xojaectepuny po X-JIIIBI i X-JITTHII mo X-JITIBIII.

dapmakoKiHemuxka.

CuMBacTaTHH - HeaKTUBHUM JTAKTOH, in Vivo JIETKO Tigposi3yeThCs, yTBOpoOoYn 6eTa-
TiIPOKCUKUCIOTHUM NOTykHUY iHTiOiTOp [MI-K0oA-penykTasu. ['inponi3 BinOyBa€eThCsS TOTOBHUM
YWHOM Yy IeYiHli; IMBUAKICTE TiAPOIi3y Y I1JIa3Mi KPOBI JIIOAUHY OyKe HU3bKa.

dapmMakOKiHETUYHI BJIaCTUBOCTI OLIHIOBAJIX 3 y4acTio fopocnux. apMaKOKIHETUYHI JaHi 00 JiTen
Ta MIJJIiTKiB Bi[CYTHI.

Abcopbuis

CuMBacTaTut f106pe BCMOKTYETHCS i MiANAeThCS €KCTEHCHUBHIM eKCTPaKIIil y MediHIli npu
TIEPBUHHOMY IIPOXOOKeHHi. EKCTparyBaHHs y MediHIli 3a/1eKUTh Bi IEYiHKOBOTO KPOBOTOKY.
[Teyinka € OCHOBHUM MiclieM fil akTUBHOI popMu. ITicyig nepopaabHOro MPUNROMY CUMBACTATUHY
HasBHICTL 6€Ta-TiTPOKCUKUCIIOTH y CUCTEMHOMY KPYTroo6iry CTaHOBUTHL MeHIe 5 % Jo3H.
MaxkcumasnbHa KOHIIEHTpAllisl akKTUBHUX iHTiOITOPIB ¥ mIa3Mi KPOBi locATaETLCS IPUOIU3HO Yepes
1-2 roguHM Ticng TpuioMy cuMBacTaTHHY. CyIyTHE BXKUBaHHS 1XKi He BIIJIUBA€E Ha
abcop61iito mpemapary.

dapMakoKiHEeTHYHI OOCTigKeHHS IPUoMy ofHiei abo KiTbKOX 003 CUMBACTaTUHY IOKa3aJlH, 1110
nicsa 6araTopa3oBOro MpUKOMY IpernapaTy He BifOyBaeThCsS HAaKONMYEHHS JTiKapChKOTro 3aco0y.

Po3nooin

3B’sI3yBaHHS CUMBACTATUHY Ta MOTO aKTUBHUX MeTa0O0iTiB 3 OilKaMu m1a3Mu KpPOBi CTaHOBUTH = 95
%.

BusedeHHs

CumBacratuH € cyoctpatoM CYP3A4. OcHoBHMMEU MeTa0oiTaMy CUMBACTaTUHY Y IIJIa3Mi KPOBi
onuHY € 6eTa-TigPOKCHUKUCIIOTa Ta 4 HOJaTKOBi akTUBHI MeTaboriTu. [licisg mepopanbHOTo IpuioMy
CHMBACTAaTUHY, Mi4€HOTI'0 pafgioakKTUBHUM i30T0OnOM, 13 % mpenapaTy BUBOAUTHCA i3 cedero i 60 % 3
bexkanisiMu npotaroM 96 roguH. PeyoBuHa, 3HalifieHa y (eKanlisax, aBse co00i0 YaCTUHY
ancop6oBaHOTO JTiKapChKOTo 3acoby, 110 BUBOOUTLCS 3 KOBYIO, Ta YaCTUHY IIpemapary, 110 He
abcopOyBanacsk. [licysg BHYTPIIHEOBEHHOTO BBeIeHHS MeTaboIiTy 6eTa-TiTpOKCUKUCIIOTH HOT0
mepion HamiBpo3maay cTaHOBUTH 1,9 romunu. Y cepeguabomy nuie 0,3 % BHYTPIIIHHOBEHHOL AO3U
BHBOMIUTHCS i3 cedeto y popMi inribiTopis.

CuMBacCTaTUH aKTHUBHO 3aXOILJIIOETHCS TellaToOIMTaMHU 3a moroMororo Hocigs OATP1B1.

CuMBacTaTuH € cy0cTpaToM eIoKCHOT0 HOCist 6iKa Pe3UCTEeHTHOCTI paKy MOJIOYHOI 3271031



(BCRP).

[NarieHTH 0COOIUBUX TPV

ITonimopgiam SLCO1B1

Y HociiB aneni ¢.521T>C reny SLCO1B1 cnocTepiraeTbcsi 3MeHIIeHa akTUBHICTb Oinka OATP1B1.
Cepepnns exkcrio3utlis (AUC) rojioBHOT0 aKTUBHOTO MeTabOoJIiTy - CHMBaCTaTUHOBOI KUCJIOTH -
ctanoBUuTh 120 % y rerepo3urotaux Hocii (CT) anemi Ci 221 % y romo3urotaux (CC) HOCIiB,
IIOPIBHAHO 3 IallieHTaMU, sKi MaloTh HaunomupeHimuii reHotun (TT). Anens C y eBponencoKii

MOy ALl BUHUKAE 3 4acTOTOI0 18 %, mpu 11boMy ToMO3UTOTHUY reHoTunl CC BUSABNAIOTH i3 4aCTOTOIO
1,5 %. YV nauienTis i3 nomximopgizmom resa SLCO1B1 icHye pu3uK MigBUIlleHO] €KCIIO3HUIIil
CHMBACTaTHHOBOI KMCJIOTH, 1[0 MOKe 30iIbIIyBaTh PU3UK PO3BUTKY pabmoMioni3y (OuB. po3min
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

KniniuyHi xapaKTepHCTHKH.

IToka3auns.

l'inepxonecTepuHeMis

JIikyBaHHS IEPBUHHOI TinepxosiecTeprHeMil abo 3MilltaHol AucCimigemii, K TOIOBHEHHS [0 OIi€TH,
KOJIY BifTIOBifb Ha Mi€Ty Ta iHII HeMeOWKaMeHTO3Hi 3acobu JTiKyBaHHS (Hanpukian, Gpisuyni Bopasu,
3HMZKEHHS MacH Tijla) € HegOCTAaTHLOIO.

JIikyBaHHSI TOMO3UTOTHOI CIMEHMHOI TiepxojieCTepuHeMil, K JOIOBHEHHS A0 OIETH Ta iHILIOTO
TNim03HKKYBaIbHOTO JIiIKyBaHHS (HanmpuKiaf, adbepe3y JinifiB HU3bKOI IMIITBHOCTI), SIKIIO TaKi
METO[H JIiKyBaHHS He € IPUUHATHUMU.

CeplieBo-cyaouHHA TPOodiTaKTHKA

3HUKEHHS CeplieBO-CyAUHHOL CMEPTHOCTI Ta 3aXBOPIOBAHOCTI y NAIi€HTIB 3 IBHOIO
aTepoCKIEPOTUYHOI0 CEPIIEBO-CYANHHOI0 XBOP0OO0I0 ab0 IyKpOoBUM AiabeToM, 3 HOpMalbHUMU a0
IiABUIIEHNMH PiBHAMU X0JIECTEPUHY, IK JO0JaTKOBa Tepalis Ay KOpeKlil iHImnX (akTopiB PU3UKY Ta
0 iHIOl KapAiOmpPOTEKTUBHOI Teparmil (ouB. po3aisn «®apMakoIoriyHi BIaCTUBOCTI»).

IIpomunoka3saHnus.
['nmepuyTnuBicTh 0O CHMBacTaTUHY ab0 10 Oyab-IKOT0 iHIIOr0 KOMIIOHEHTa IIpenapary.

3axBOpIOBAHHS IEYiHKM Y TOCTPiit cTafil abo CcTilike migBUILeHHS PiBHS TpaHCaMiHa3 y
CHPOBATI]i KPOBi HEBIIOMOTO I'eHE3Y.

CymyTHilt npuiioMm notyxkHux iHri6iTopiB CYP3A4 (mpemnaparis, o 30inburyiors AUC npubau3Ho
B 5 pa3iB abo 6inbIe), TaKUX SIK iTPAaKOHA30JI, KEeTOKOHA30JI, T0CAKOHA30J1, BOPUKOHA301, iHTibiTopn
BlJI-mpoTtea3wu (Hampukian, Hendinagip), Oouenpesip, Tenanpesip, epPUTPOMIIINH, KITaPUTPOMIITUH,
TemTpoMinuH, Heha30d0H, Ta JTiIKapCcbKUX 3ac00iB, 110 MiCTAThL KoOiucTaT (OuB. po3ninu «B3aeMopmis
3 iHIMMM¥Y JTiKapChKUMK 3ac06aMu Ta iHII BUAYM B3a€MOMii» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).



CymyTHilt npuiioM remMmdpiopo3uny, IUKI0CIopuHy abo faHa301y (OuUB. po3hinu «B3aeMofis 3
iHImMMMY TiKapchKUMM 3acobaMu Ta iHII BUAYM B3aeMOMii» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

BaritHicTs a0 nepion romyBaHHs TPYAAi0 (IKMB. PO3MiN «3acTOCyBaHHS y Mepiof BariTHOCTI a6o
TONYBaHHS IPYLOI0»).

[TamieHTam i3 TOMO3UTOTHOIO CiMeHOI0 Trinepxonecrepunemieo (I'oCI'), ki omHOYAaCHO
OTPUMYIOTh JIOMiTaIlif i cuMBacTaTHH y fo3ax Oinbie 40 Mr (guB. po3minu «B3aemopia 3 iHIIXMU
JiKapChKUMU 3aco0aMy Ta iHIII BUAU B3aeMofi», «Oco0IMBOCTI 3acToCcyBaHHS» Ta «CIocio
3aCTOCYBaHHS Ta JO3U»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IekinbKa MexaHi3MiB [il TiKapchbKOro 3aco0y MOXKYTh CIPUSATH MOTEHIIiHMHIN B3aeMOpil 3
inri6itopamu 'MI'-KoA-penykrasu. JlikapcbKi 3acobu Ta ImpemapaTyd POCIUMHHOTO
TIOXOMIKEHHS, SIKi TallbMyIOTh fesiKi mii depmenTiB (Hanpuknan, CYP3A4) Ta/abo
TpaHcmopTepa (Hanpukianm, OATP1B), MoXyTh 30iMbIINTA KOHIIEHTPALII0 CAMBACTaTHUHY Ta
CHMBACTaTUHOBOI KHCJIOTH Yy IJ1a3Mi KPOBi Ta IPU3BECTHU [0 IiABUIIEHHS PU3UKY
Mionarii/pabmoMionisy.

3BepHITHCs 0 iIHCTPYKIi# /IS MEIUYHOI0 3aCTOCYBAaHHS BCiX OTHOYACHO
3aCTOCOBYBaHHX JIiKapChKHX 3aC00iB /IJIs1 OTPUMaHHSA T0AaTKOBOI iHdopmailiii mpo ix
MOTEHIIiHHY B3a€EMOiI0 i3 CHMBAaCTaTHHOM Ta/a00 3MiHH, sIKi MOXKYTh BimOyBaTHCSA
3 ¢epMeHTaMu a00 TPaHCIIOPTEPAMH, Ta MOXK/IUBE KOPUT'YBaHHS 03U i peXxXumiB
3aCTOCyBaHHS.

B3aeMofiito BUBYAJIH JIAIIE Y HOPOCIIUX MALi€HTIB.

@apmakoOQUHAMIYHI 83aEMO0iT

B3aemo0is 3 2inoainidemiuHUMU AiKapcbkKumu 3acobamu, siKi npu nputiomi OKpemo Moxcymb
cnpuyuHuUmu mionamiw

Pu3uk po3BUTKY MiomaTil, BKII0O4aouu pabmnoMiosi3, 30ibIyeThCSA IPYU 0MHOYaCHOMY 3aCTOCYBaHHI
CMMBacTaTHHY 3 ¢ibpaTamu i HialmHOM (HiKOTHMHOBA KucnoTa) = 1 r/moby. OKpiM Toro, icHye
dbapMakoKiHeTHYHA B3aEMOZis 3 reM}pibpo3usom, 1110 MPU3BOAUTE [0 30iIbIIEHHS PiBHS
CHMBAaCTaTUHY Y IJ1a3Mi KpoBi. HemMae K0gHOr0 foKa3y, 10 IPXU OGHOYaCHOMY 3aCTOCYBaHHI
cUMBacCTaTUHY i peHoDiOpaTy pU3UK PO3BUTKY MiomaTii BUIIMH, HiXK MPU 3aCTOCYBaHHI 1IUX
npenapartis okpeMmo. Illono inmux ¢ibpaTis - HEMae HalexXHUX AaHUX 3 papMaKoOHArIAAY i
(bapMaKOKiHETUKHU. Y TTOOAMHOKUX BUIIaKaX BUHUKHEHHS MiomaTil/pabmomioni3y acomuitoeThes i3
CYMiCHMM 3aCTOCyBaHHSIM CUMBACTATHHY Ta JiMif03HUKYBalIbHOI 103U = 1 r/go0y HialuHy (OuB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

dapmMakokiHemuy4Hi 83aemMo0ii

PexomeHpanii o5 3acTocyBaHHS 3ac00iB, III0 BCTYNAIOTh Y B3aEMOZIi10, HaBe[IeHO y TabNulli HUXK4e
(ouB. TakoxX po3minu «IIpoTunokasaHHs», «OCco6IMBOCTI 3aCTOCYBaHHI» Ta «Croci0 3acTOCyBaHHS
Ta JO3U»).



MiomaTii/pabmoMionisy

B3aemofis 3 iHIIUMHU JTiIKapCbKUMM 3aC00aMH, 110 aCOLII0ETLCS 3 MiIBUIIEHUM PU3UKOM

Pe4yoBHHY, 1[0 BCTYNIAIOTh Y B3aEMOII0

PexomeHnmairii

[MTotyxHi iuribiTopu CYP3A4:
iTpaKOHa30I1

KETOKOHA30J1

M03aK0HAa30J1I

BOPUKOHA30J1

ePUTPOMILINH
KJIapUTPOMILIMH
TEJIITPOMIIIIH

inri6iTopu BlJI-nporea3u (HendiHasip)
Gorenpesip

Tejanpesip

Hedha30mo0H

[IAKJIOCTIOPUH

maHa3071

reMmpioposun

IIPOTUIIOKa3aH€ 3aCTOCYBaHHA Pa30M i3 CHMBaCTaTUHOM

[H11i pibpaTy (32 BUHSITKOM
berodiOpaTy)

HE II€ePEeBUIlyBATU I.T.IOJIGHHOI mo3u 10 mr CUMBACTATUHY

Dy3uguHOBa KUCIIOTA

HE DPEKOMEHOYETHCA i3 cuMBaCTaTUHOM

Hianuu (HiKoTMHOBA KHCJIOTA)
(= 1 r/mo6y)

He pekOMeHOyeThC IpU3HaYaTU pa3oM i3
CHMBACTAaTHHOM IAIliEHTaM MOHTOJIOIOHOI pacu

AMiogapoH He repeBuIlyBaTy 20 MI CUMBAacTaTUHY Ha g00y

QAMIIOMUIIIH

Bepamnamin

muJITia3eM

enbacBip

rpa3onpesip

[lanToMilTuH Crtig pO3rISHYTU NUTAaHHS PO TUMYaCOBE MPUIUHEHHS
3aCTOCYBaHHS CUMBaCTaTHHY Yy MALi€HTIB, AKi
[IPUMMalOTh AAlTOMILIMH, SKII0 KOPUCTH Bif
OIHOYACHOT0 3aCTOCYBaHHS He MEPEBUIYE PU3UK (OUB.
po3min «OcoB6IUBOCTI 3aCTOCYBAHHS»)

JlomiTamin [Tamientam i3 ['oCI' cumMBacTaTuH NpU3HA4Ya0Th ¥ 4031
He Buile 40 Mr Ha J00y

TuKarpeaop 11031 CMMBaCTaTUHY, 1110 epeBuIlyioTs 40 Mr Ha 006y,

HE PEKOMEHOYIOTHCA

['peindpyTOBUH CiK

[PEKOMEHI0BAHO YHUKATH BXKUBAHHSL

Bnaue iHwux ikapcvkux 3acobie Ha cumeacmamuH

B3aemodii 3 yuacmio CYP3A4

CuMBacTaTHH € cyocTpaToM muroxpomy P450 3A4. ITotyxHi iHribitopu nutoxpomy P450 3A4

MigBUIYIOTh PU3UK BUHUKHEHHS MiomaTii Ta pabnoMiostidy BHACHIOK 3POCTaHHS
KoHIleHTpaIril ['MI'-KoA-pemyKkTa3u y maa3Mi I 4ac Teparil CiMBacTaTHHOM. [10 TaKHUX
iHTi0iTOPiB Ha/lekaTh iTPAKOHA30JI, KETOKOHA30JI, T0CAKOHA30JI, BOPUKOHA30JI,
E€PUTPOMILIVH, KIIapPUTPOMIIIMH, TeiTpoMiluH, iHribiTopu BIJI-nmpoTeas3u (HampuKiaf,
HendiHaBip), OolenpeBip, Tenanpesip Ta Hega30moH. CymyTHiH IPUHOM iTPAKOHA30ITY




IPU3BONUTH OO 3POCTaHHS €KCIO3Ullil CUMBaCTaTUHOBOL KMCJIOTH (aKTUBHOTO MeTaboiTy GeTa-
rimpokcukucnoTtu) Oinbire Hixk y 10 pasis, TeniTpominuny - 6inbine Hixk y 11 pasis.

KombOiHairis 3 iTpakoHa30710M, KETOKOHA30JI0M, IT03aKOHA30JI0M, BOPHKOHA30JI0M, iHTibiTopamu
BlJI-mpoTtea3u (Hendinapip), OouenpeBipoM, TeIanpeBipoM epUTPOMIIMHOM, KJIaPUTPOMIIIMHOM,
TeJiTPOMIIIMHOM, Heha30[M0HOM, a TaK0oXK i3 reM}iOpo3uiom, IUKIOCIOPUHOM Ta AaHa30JI0M
IPOTUNIOKAa3aHa (auB. po3min «[IpoTunokasaHHg»). AKIIO TiKyBaHHS MOTYKHUMH iHTiGiTOpaMu
CYP3A4 (mpemapaTamuy, 1m0 36inbiryiors AUC y 5 pa3iB a0o 6inbllie) HEMOXKIMBO YHUKHYTH, TEPAIIil0
CUMBACTaTUHOM NOTPiOHO MPUNUHUTU Ha Yac IPOBENEHHS KypCy JIiKyBaHHS. 3aCTOCyBaHHS
CHMBACTaTHHY 3 OEeIKUMU iHIIUMHU MeHII IoTyKHUMHU iHTi6iTopamu CYP3A4 (dhmokKoHa30710M,
BeparaMisioM i guiaTia3eMoM) CIIif IPOBOAUTH 3 00epexkHiCcTIO (quB. po3ninu «OcoO0IuBOCTI
3acTocyBaHHS» Ta «Crocib 3aCTOCyBaHHS Ta I03U»).

D 10KOHA301

3pifka moBimoOMIISIIOCS PO BUIAAKKM BUHUKHEHHS pabooMioni3y, 0 acouitoBaBcs i3 CynyTHIM
IPUIOMOM CUMBACTaTHUHY Ta (QIIIOKOHA301y (OUB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

LuksaocnopuH

Pu3uk po3BUTKY MiomaTii/pabmoMioni3y 3pocTae Ipu MOETHAHOMY 3aCTOCYBaHHI IIUKIOCIIOPUHY 3
CHMBACTaTHHOM, TOMY TaKe 3aCTOCyBaHHS IIPOTUIIOKa3aHe (OUB. po3ninu «IIpoTunoka3aHHSI» Ta
«0OcobnuBOCTI 3aCTOCYyBaHHS»). X04a MexaHi3M [iil He IIOBHICTIO 3p03yMinuii, 0yio
IIPOIEMOHCTPOBAHO, 1110 ITUKJIOCTIOPUH 30inbirye AUC iuri6iTopie TMI-KoA-penykTa3u. 30inbIIeHHS
AUC cuMmBacTaTuHY BinOyBa€Thcs Hacamiepen yepes npurnivenus CYP3A4 ta/abo 6inka OATP1B1.

IlaHa3on

Yepes pu3uK pPO3BUTKY MiomnarTil i pabmomiosizy, 1m0 30ibIIyETHCS IPU CYITyTHHOMY 3aCTOCYBaHHi
[aHa30Jy 3i CHMBACTaTUHOM, TaKe 3aCTOCYBaHHS IPOTUIIOKa3aHe (guB. po3ninu «IIpoTunoka3anasa»
ta «OCcoONMMBOCTi 3aCTOCYBAHHS»).

T'em@ibposun

Temdi6posun 36imbmrye AUC cuMBacTaTHHOBOI KMCIOTH ¥ 1,9 pa3a, MOXKIINBO, Yepes
raJbMyBaHHS KackKafy peakllill TMoKypoHifaii Ta/abo 6inka OATP1B1 (guB. po3ginu
«[TpoTtunokasaHHs» Ta «OcoOIUBOCTI 3aCTOCYBaHHA»). CylyTHE 3aCTOCYBAHHS 3
reM}iOpo3unoM IPOTUIIOKa3aHe.

dy3uduHosa Kucaoma

Pusuk miomarii, BKmo4aoun pabmoMiosTi3, MoxKe MigBUIIyBATUCS IIiT Yac CyIyTHHOTO IPUMOMY
cucTeMHol Gy3uaMHOBOI KUCIIOTH Ta CTaTuHiB. CYIyTHIN MpuioM 11iel KoMOiHallil Moxke
CIIPUYMHUTHU MiABUIIEHHS KOHI[eHTPallii 000X IpemnapariB y maa3Mi KpoBi. MexaHi3M Takol
B3a€EMOIil moTemnep HeBigomui. [Ipu 3acTOCyBaHHI CHMBACTaTHHY IMOBITOMIISIOCS PO
TIOOAWHOKI BUIIAIKU PO3BUTKY PabmoMiosidy (BK/I0Uaoyu jneTanbHi BUagku). AKIIo
BBaXKAETHCS 3a HeoOXigHe 3aCTOCyBaHHSA (Gy3UAMHOBOI KUCIIOTH, JTIKyBaHHS CUMBACTaTHHOM
CJIiI IPUIIMHUTH Ha Ie# 4yac Teparil (quB. po3min «OcobIUBOCTI 3aCTOCYBAaHHSI »).

AmiodapoH

Pusuk Mmiomnarii Ta pabgomionizy migBUINYETHCS I Yac CyIyTHbHOTO IPUHAOMY CHMBACTaTUHY 3



amiomapoHoM (OuB. po3min «OcoBIMBOCTI 3aCTOCYBaHHS»). Y MPOIIECi KITIHIYHOTO OOCHiIXKEeHHS IIPO
MioOIaTiio IOBigOMUIM 6 % MalieHTiB, Kl npuiiManu cuMBactaTiH 80 Mr Ta amiogapoH. ToMy fo3a
CUMBACTaTUHY He OBUHHA NepeBulyBaty 20 Mr Ha 1oy [7s MallieHTiB, SKi IpUAMaloTh el
mpenapar CyIyTHBO 3 aMiOgapOHOM.

baokamopu Kaavyiegux KaHania
e Bepanamin

Pu3uk BUHUKHEHHS MiomaTil i pabgomionidy 30i/bLIyeThCS IPK CYIIYTHHOMY 3aCTOCYBaHHI
Bepanaminy i3 cumBacTaTiHOM Yy 0o3i 40 a6o 80 mr (guB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).
dapMaKOKiIHETAYHI AOCIIIXKEHHS T0Ka3ally, 1110 OGHOYaCHe 3aCTOCYBaHHS BepanaMily IpU3BOOUTh
Mo 30iNbIIIeHHS eKCIIO3UIlil CHMBACTAaTHHOBOI KMCJIOTH B 2,3 pa3a, HacaMIepe[ yepe3 IPUTHiYeHHs
CYP3A4. TakuM YMHOM, 03a CHMBACTATHHY He IIOBUHHA ITepeBuIyBaTu 20 Mr Ha moby ams
MallieHTiB, AKi IPUUMAIOTh Ll IIpenapaT CyIyTHbO 3 BepalaMilioM.

e Jlunmiasem

Pu3uk BUHUKHEHHS Miomartii # pabmoMioni3y 30iNbIIyETHCS IPU CYITyTHHOMY 3aCTOCYBaHHIi
[usTia3eMy Ta CUMBacTaTUHY Y 0o3i 80 Mr (guB. po3min «OcobIuBOCTi 3aCTOCYyBaHHS»). Y
(dhapMakKOKiHETUYHOMY [OCTIgXKEHHI CYNyTHiN MTPUHXOM OUITia3eMy CIIPUYNHSIB 3pOCTaHHS €KCIIO3UIlil
CHMBaCTaTUHOBOI KMCJIOTH y 2,7 pa3a, Hacamnepep dyepe3 npurHidenuss CYP3A4. TakuM YHUHOM, TS
IIAI€EHTIB, AKi OTPUMYIOTH CYIIYTHE JIIKyBaHHS AUITIa3eMOM, [03a CUMBAaCTaTUHYy He IOBUHHA
nepesumyBatu 20 Mr Ha f00y.

e AMa00uniH

[TamienTy, sKi IpUMaTh aMJIOTUIIIH CYIIYTHBO i3 CUMBACTaTUHOM, MAIOTh MiIBUIIEHUN PU3UK
PO3BUTKY MiomnarTil. ¥ ¢papMaKOKiHETUYHOMY JOCTiAKEeHHI CyIyTHiY IPUIOM aMJIOfUIIHY CIIPUYUHSIB
3pOCTaHHS eKCIO3UIlil CUMBaCTaTUHOBOL KHCNOTH ¥ 1,6 pa3a. ToMy [o3a cuMBacTaTHHY He IIOBUHHA
nepesuiyBatu 20 Mr Ha go0y AJg MallieHTiB, sSIKi MpUUMaloTh L[ed ImpenapaT CYyIyTHbO 3
AMJIOOUIIHOM.

Jlomimanio

Pu3uk Mionaril Ta pabgoMioni3y migBUILYETHCS IIPU OMHOYACHOMY 3aCTOCYBaHHi JToMiTamigy Ta
CHMBACTaTHHY (IuB. po3ninu «ITpoTtunokasaHHs» Ta «Oco6IUBOCTI 3aCTOCyBaHHSI»). OTXKe IS
nanieHTis i3 ['oCl’ mpu ogHOYaCHOMY NIPU3HAYEHH] 3 JIOMITallifloM f03a CUMBAaCTaTUHY He IIOBUHHA
nepesumyBatu 40 Mr Ha 700y.

ITomipHi iH2ibimopu CYP3A4

[MauieHTH, sIKi TpUAMalOTh iHII TiKapchKi 3aco0H, 10 MalOTh MOMipHUH iHTiIOyI0uul epekT Ha
CYP3A4, cynyTHbBO i3 CMUMBacCTaTUHOM, OCOOIMBO 3 BUILIMMHU J03aMH{ CUMBACTaTUHY, MalOTh
IiABUINIEHUY PU3UK II0SIBU MiomarTii (auB. po3min «OcoOnMMBOCTi 3aCTOCYBaHHS»).

IH2i6imopu mpaHcnopmHozo bianka OATP1B1

CuMBacTaTHHOBA KHUCJIOTa € cyOcTpaToM TpaHcnopTHOTro 6inka OATP1B1. CynyTHE 3aCTOCYBaHHS
JiKapchKUX 3aco0biB, sKi Bimomi K iHTibiTOpH TpaHcmopTHOro 6inka OATP1B1, Moxe MPU3BOAUTH IO
30inbIneHHS KOHIIeHTpallil CHMBaCTaTUHOBOI KUCJIOTH Y T1JIa3Mi KPOBi ¥ [0 MiABUIIEHHS PU3UKY
PO3BUTKY Miomartil (guB. po3minu «IIpoTunoka3anusa» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).



IH2i6imopu 6inka peducmeHmHocmi paky mMmoa04Hoi 3an03u (BCRP)

OpuoyacHe 3acTocyBaHHS 3 iHribiTopamu BCRP (BKJI0Yarouu TiKapchKi 3aco0u, SKi MiCTSTh e10acBip
abo rpa3ompesip) Moxke MPU3BECTHU A0 MigBUIIEHHS KOHIIEHTPallil CHMBaCTaTUHY Y IJIa3Mi KPOBi Ta
HiBUIIIEHHS PU3UKY PO3BUTKY Miomartii (muB. po3minu «Oco6auBoCTi 3acTOCyBaHHS» Ta «Crocid
3aCTOCYBaHHS Ta JO3W»).

llanmomiyuH. Bunagku miomarii Ta/a6o pabmoMionidy crocTepiraaucs mpy CymyTHbOMY MpUHOMi
inri6iTopiB I'MI'-KoA-penyKTa3u 3 mamntomiiaoM. CIiifi HOTPUMYBaATUCS 00€PEKHOCTI pH
npu3HadeHHi iuribitopiB 'MI'-KoA-peayKTa3u 3 JalTOMIIIMHOM, OCKiJIbKY OYAb-SKHAN 3 HUX MOXKE
BUKJIMKATH MioTarTiio Ta/abo pabmoMioni3 mpu 3acTocyBaHHi okpeMo. [lallieHTaM, 5SKi 3aCTOCOBYIOTh
OANTOMILNH, CJIifi TUMYaCOBO IPU3YIIMHUTY 3aCTOCYBaHHSI CUMBACTaTUHY.

HiauuH (HikomuHo8a Kucsioma)

PigkicHi Bunapgku Miomatii/pabmoMioni3y acouiroBanucs i3 CymyTHIM IpHOMOM
nimigomopudikysanbaux 003 (=1 r/mo0y) HialuHy (HIKOTHHOBOI KMCIIOTH). Y Ipolieci
(hapMakKOKiHETUYHOI0 JOCTiAKEHHS CYIyTHIM IPUIOM OJHOPA30BO AO3U 2 T HIKOTUHOBOI KHUCIIOTH
IIPOJIOHTOBaHOI Ail i3 cuMBacTaTrHOM 20 MT IPUBIB 10 moMipHOTro migBuIeHHs AUC cuMBaCTaTUHY i
CHMBACTaTUHOBOI KMCJIOTH Ta NoKa3HuKa C,,, CUMBACTaTHHOBOI KHCJIOTH ¥ IJIa3Mi KPOBi.

Tukaepesaop

OpHOYacCHe 3aCTOCYBaHHS THKArpeopy 3 CuMBacTaTUHOM migsuinye C, .. cuMBacTaTUHY Ha 81 % i
AUC Ha 56 %, a cumBacTaTuHOBOI KucnoTH C,,. — Ha 64 % i AUC — Ha 52 %, 3 HesIKUMU
iHOMBigyanbHUMM BUIIaAKaMU 30ibIIEHHS BKa3aHUX IMOKA3HUKIB y 2-3 pasu. OmHOUYacCHe
3aCTOCYBaHHS TUKArpeiopy 3 403aMu CUMBACTATHHY, 110 epeBuIlyoTs 40 Mr Ha mo0y, MoxKe
CIIPUYMHUTH OOIYHI peakilii CHMBaCTaTHHY, TOMY PillleHHS IIPO OfHOYACHE 3aCTOCYBaHHS
IpenapariB y 3a3Ha4eHUX [03aX CJIif IpUUMaTh Ha OCHOBI MOPIiBHSHHS PU3UKIB 3 IOTEHLIWHOO
KOPUCTIO. BIIJIUB CUMBAcTaTUHY Ha PiBEHb TUKATIPEJIOPY y IJIa3Mi KPOBi HEe CIIOCTEepirasCs.
OpHOYacCHe 3aCTOCYBaHHS THKArpeiopy 3 fo3aMu CUMBacTaTuHy noHapg 40 Mr He peKOMEHYETHC.

I'petingppymosull cik

Cik rpeindpyTa NpUrHiyye akTUBHICTh HuTOXpoMy P4503A4. BxXuBaHHSA BETMKUX KiTbKOCTEN
(6inpure 1 1 Ha HoOy) rpednpPyTOBOrO COKY y IMOENHAHHI 3 MPUMOMOM CUMBACTaTUHY MOXKe
IIPU3BECTH [0 IiABUINEHHS [Iii CHMBaCTaTUHOBOI KUCIOTH V 7 pa3iB. BxuBauus 240 mn
IPern@pyToBOro COKY 3paHKy Ta 3aCTOCYBaHHS CHMBaCTaTUHY BBeUYepi TaKOXK IMPU3BOAUIO IO
36inbineHHd Ail y 1,9 pasa. ToMy He0OXifHO YHUKATH BXKUBaHHS COKYy rpedndpyTa Ipu 3aCTOCYyBaHHi
CAMBACTaTUHY.

KoaxiuyuH

[Ipu cynyTHBOMY IPUKOMI KOJIXIIIMHY Ta CUMBaCTaTUHY Y XBOPUX Ha HUPKOBY HEAOCTATHICTh
CIoCcTepiranucs BUMagKYW BUHUKHEHHS Mionartii Ta pabmomioni3y. 3a malmieHTamu, siKi IpuiMaTh
TaKy KoMOiHaIliio TiKkapChKUX 3ac00iB, pPEKOMEHOYEThCS PETEIbHO HATJISIOATH.

PupamniyuH

Ockinbky pudaMminyul € ToTyKHUM iHTyKTOopoM CYP3A4, y namuieHTiB, SKi JOBTUU Yac HOTO0
IpUYMAaIOTh (HalpUKiaf, Tepamis Ty0epKyIb03y), MoXe BUHUKHYTU BTpaTa e(heKTUBHOCTI
CHMBACTaTHHY. Y papMaKOKiHETUYHOMY JOCIiIXKEeHHi y 3m0poBuxX 1o6poBobIliea AUC



CHMBACTAaTUHOBOI KUCJIOTH 3MeHIIuIacsa Ha 93 % mpu cynyTHbOMY mpuiiomi 3 pudaMIIinuHOM.
Bnaue cumeacmamuHy Ha papMakokiHemuky iHwux Aikapcvkux 3acobis

CuMBacTaTUH He YHHUTH IPUTHIUYBaAJIbHOI [ii Ha muToXpoM P450 3A4. TakuM YHHOM OUiKy€EThCS, 110
CHMBaCTaTHH He BIJIMBAaTHMe Ha IJTa3MOBi KOHIIEHTpallii pe4OBHH, IKi MeTab0/i3yI0ThCA 3a
nonoMoro nuroxpomy P450 3A4.

IlepopasavHi aHmukoazyAaHmu

Y mBOX KTiHIYHUX JOCTiAXKEHHSX, B ODHOMY 3 SIKUX Opayii y4acTh 3[0POBi OOPOBOIBL, a B iHIIOMY -
XBOPi Ha rinepxonecrepuHeMio, 0y10 BCTaHOBJIEHO, 1110 CUMBACTaTHH Y [03i 2 -40 Mr/moby moMipHO
TIOCUJTIOE [Iif0 KyMapHHOBUX aHTUKOATYJISHTIB: TPOTPOMOiHOBUH Yac, BUPaXKeHUH 3TiHO 3
MiKHapOJHKUM HOpMaJsli3oBaHUM BifHoIIeHHAM (MHB), 36inbmuBcs 3 6a30Boro 3HaueHHs 1,7 mo 1,8y
300pOoBUX NOOPOBOIBLIB i 3 2,6 [0 3,4 y marfieHTiB. [[y>Ke pigKo MOBiZOMIISIIOCS PO BUIAOKH
nigsuiienHs MHB. YV marjieHTis, fKi npuiMaOTh KyMapyuHOBI @HTUKOATYJISHTH, 0 I04YaTKy
JiKyBaHHS CUMBACTaTUHOM HEOOXiIHO BU3HAYUTHU IPOTPOMOIHOBUY Yac, a IOTiM AOCTIIXKyBaTH HOTO
IIPOTSATOM IOYaTKOBOTO NEPiOAy JIiKyBaHHS 3 METO BUSBIIEHHS MOXKJ/IMBUX ICTOTHUX 3MiH
npoTrpoMb6iHOBOTO Yacy. ITicns migTBepaXKeHHS cTabiTbHOCTI TPOTPOMOIHOBOTO Yacy [OCTiIKEeHHS
IIPOBOIATH Yepe3 iHTepBaiu, peKOMEHI0BaHi AJ1s MallieHTiB, IKi IPUUMalTh KyMapruHOBI
AQHTUKOATyJISHTU. fKI0 403y CHMBaCTaTUHY 3MiHeHO ab0 H0ro IpuiioM NPUNUHEHO, He0OXigHO 3HOBY
nifnTBepauTH cTabinbHICTE TPOTPOMOiHOBOTO Yacy. JIikyBaHHS CUMBACTaTMHOM He ITOB’sI3yBaJsiocs 3
BUHUKHEHHSM KPOBOTeY abo 3i 3MiHaMu ITPOTPOMOIHOBOTO Yacy y MAaIliEHTIiB, SKi He IpuiMau
QHTUKOAryJISHTIB.

Oco6.1ueocmi 3acmocyeaHHsi.

Mionamis/pabdomioni3. CumBacTaTyH, 5K i inmi inriGitopu TMI-KoA-penyKTasu, Moxke
CIIPUYMHUTH MioIaTiio, 110 IIPOSBISETHCSA Y BUTTISAMI M’ 130B0or0 001110, XBOPoO/IMBOCTi abo crnabKoCTi
Ta CYIIPOBOAXKYETHCS 3POCTAHHSIM aKTUBHOCTI KpeaTHHKiHa3M OifbIlle HiX y [IecsATh pa3iB BUIlle
BepxHbOi Mexki HopMmu (BMH). Miomnaris iHoni HaOyBae ¢hopmu pabmomionidy 3 abo 6e3 roctpoi
HUPKOBOI HEJOCTATHOCTI, 00yMOBIE€HOI Mior100iHypi€to; TyKe PimKo MOBiMOMIISIIOCS IIPO JeTallbHi
Bunagku. Pu3uk mionarii 36inmbIIyeThCsl BHACTINOK BUCOKOI iHTiOyI040l aKTUBHOCTI 100 I'MI'-KoA-
penyKTas3| B IJla3Mi KPOBi (MiABUIIEHHS PiBHS CUMBACTaTUHY Ta CHMBACTATHHOBOI KUCJIOTH B IIJIa3Mi
KPOBI), 1110 4aCTKOBO Moxke OyTU IOB’g3aHe i3 B3a€MOZI€I0 3 JTiKapChKUMU 3aco0aMi, SKi
IepelKoKalTh 00MiHy pe4oBUH Ta/ab0 TPaHCIIOPTY CUMBACTaTUHY (OUB. pPo3fin «B3aeMopmis 3
iHITMMHM NTiKapCbKUMHM 3aco0aMu Ta iHII BUAM B3aEMOii»).

4K iy Bunapaky 3 iHmuMu inridiTopamu I'MI-KoA-pengykTasu, pusuk po3BUTKY MionaTii/pabnoMionisy
3aJIeXKUTh Bif] 03U mpemnapary. Y 0a3i maHuX KIiHIYHUX OOCITigXKeHb, V skux 41413 naiieHTiB
IpuUiMany cCUuMBacTaTuH, 24747 (mpubnusno 60 %) 3 skux OyIu 3anydeHi 4o OOCIigXKeHb i3 cepemHiM
IIePiogoM CIIOCTepexKeHHs IPHHANMHI 4 POKH, YaCTOTa IOSIBY Miomartii ctaHoBuaa npubnusao 0,03
%, 0,08 % ta 0,61 % BigmoBigHO mpu go3ax 20, 40 ta 80 Mr Ha moO0y. ITig Yac KX JOCHiIXKeHb 3a
nalieHTaM{ PeTeIbHO CIocTepiranu Ta Oynu BUK/IIOUEHi AesdKi JTikapchbKi 3acobu, 1110 BCTYIIaIu y
MIOTEHLIHY B3aEMOI0.

Y nponeci KTiHIYHOT0 AOCTIIXKEHHS, B AKOMY IIAIli€eHTH 3 iH(papKTOM MioKap[a B aHaMHe3i IpuiMau
cuMBacTtaTuH 80 Mr Ha f00y (cepenHill Iepiof criocTepeXeHHs 6,7 POKy), YacTOTa MiomaTil
craHoBmIa npubmusuo 1,0 %, mopisasHO 3 0,02 % n1s1 mauieHTiB, Aki npuiiManu 20 Mr Ha f00Yy.
[Tpu611U3HO MOJIOBMHA 3 IIUX BUIAAKIB MiomaTili Majia Miclie MpOTSAToM IEepIIOoro POKY JiKyBaHHS.



YacToTa mosiBM MiomnaTil MpoTsATroM KOXKHOT'0 HACTYITHOTO POKY JiKyBaHHS CTaHOBUIIA mpubmu3Ho 0,1
% (muB. po3minu «®apMakosoriyHi BMacTUBOCTI» Ta «[106iuHi Ta peakirii»).

Pusuk nosiBu MiomaTii OinbInnii y HaLi€HTIB, SKi npuiiMaioTh 80 MI CHMBaCTaTUHY, ITOPIBHSHO 3
TAKUM Y TAIEHTIB, SKi OTPUMYIOTh TEPAIilo iHIIMMY CTaTUHAMYU 3 MOAIOHOI0 e(PEeKTUBHICTIO II0H0
3HuKeHHs xonectepuny JITTHII. Tomy mo3dy npenapaty 80 Mr moTpibHO 3aCTOCOBYBATH TiJIbKH
IalieHTaM i3 TAXKKOIO TinepxojecTepUHEeMI€EI0 Ta 3 MiABUIIEHUM PU3UKOM CEePLEBO-CyIUHHUX
YCKJIagHEHb, Kl He JOCATIN ePeKTy Bif TiKyBaHHS HUXKYUMU A03aMHU, KOJIU OUiKYETHCS, 110 KOPUCTh
IepeBaXxaTUMe MOTeHIIMHI pu3uKu. [[715 NallieHTiB, AKi IpUKUMaTh cuMBacTaTUH 80 MT i IKUM
noTpibHa CynyTHS Tepallis, CJIifl 3aCTOCOBYBATHU HUKYY 103y CUMBACTaTUHY ab0 iHIIUN CTATHH 3
MEHIIIMM MTOTEHIia/IoM B3aEMO{Iii 3 TiKapChKUMU 3acobaMu (IUB. HUXKYe «3aX0NH 100 3HUKEHHS
PU3HKKY PO3BUTKY MiomaTii/pabmomMionizy», quB. po3minu «IIpoTunoka3aHHsI», «B3aemonis 3 iHIIuMu
JiKapChbKUMU 3aco0aMu Ta iHIIi BUAY B3aeMofiki» Ta «Crocib 3aCTOCyBaHHS Ta JO3W»).

Y KiiHiYHOMY AOCHIAKEHH], B IKOMY ITalliEeHTHA 3 BUCOKUM PU3UKOM CEPLIEBO-CYAUHHUX 3aXBOPIOBaHb
OTPUMYyBaJIi CUMBACTaTHH y 03i 40 Mr Ha o0y (MefiaHa mepioAy criocTepekeHHs cTaHOBuUNA 3,9
POKY), YacToTa PO3BUTKY MiomaTii cTaHoBua npubnu3Ho 0,05 % cepep mallieHTiB He KUTaWChKO1
HallioHaJbHOCTI (n=7367), mopiBHsHO 3 0,24 % cepen Nalli€HTiB KUTaWChKOI HAI[iOHATbHOCTI
(n=5468). He3Baxawuu Ha Te, 110 y IbOMY KJIiHIYHOMY OOCIiAKeHHI IOMyIsALis MOHTOJIOITHOI pacu
Oyna mpeacTaBieHa JInille KUTalChKO0 HalliOHAIBHICTIO, CJTif 3 00epexkHiCTI0O 3aCTOCOBYBATH
CHMBACTATHH IalliEHTaM MOHTOJIOITHOl PacH i Ipu3HayaTH IM HaMeHIIY [03y.

Y KinbKOX BUIAagKaX MOBiMOMIISIOCS, 110 CTATUHYU CIPUYUHSIOTE de novo abo 3aroCTpoTh yxKe
HasIBHY MiacTeHilo rpaBic abo MiacTeHito ouedt (quB. po3min «[1o6iuHi peakii»). Y pasi 3arocTpeHHs
CHMIITOMIB ITPUUOM JIiIKapChKOT0 3aco0y Baszumin® cmin MPUOUHUTH. [10BIZOMIAIOCS IPO PELUANBY,
KOJX (ITOBTOPHO) BBOIUIIM TOM camMui abo iHINUN CTaTHUH.

3HudiceHa yHkuia mpaHcnopmHux biakise

[Tpu 3HUKeHiN QyHKIII TpaHCTOPTHUX OinkiB neuinku ciMmeiictBa OATP Moxe 30inpmyBatucs AUC
CUMBACTATUHOBOI KUCJIOTH i MiIBUIITyBAaTUCS PU3UK MiomaTii Ta pabmomionidy. 3uuxkeHa QyHKIIis
MOXKe€ BUHUKHYTH SK pe3yJbTaT iHTi0iii B3aeMopitounx 3acobiB (Hampukia, IIUKI0CIOPUHY) abo y
nanieHTis, ki € Hociimu SLCO1B1 (c.521T>C) renotumy.

YV nanienTis, ski HecyTs anenb reHa SLCO1B1 (¢.521T>C), 110 Koiye MeHIII aKTUBHUM 6inoK
OATP1B1, Bin3unavaeTncs 30inpmena AUC cuMBaCTaTHHOBOI KMCJIOTH i MigBUIIEHUN PU3UK MiomaTii.
Be3 npuB’g3Ku 00 reHeTUYHOI0 TeCTyBaHHS PU3UK PO3BUTKY Miomaril, IOB'g3aHOl 3 BUCOKUMU
no3amu (80 MT') cMMBaCTaTUHY, CTAaHOBUTH NpuOnu3uo 1 %. Pesynbratu gocnimxenns SEARCH
II0Ka3yIoTh, 0 roMo3uroTHi Hocil asneni C (CC), gki npuiiMalTh CUMBaCTaTHH y 0031 80 Mr, MaTh
15 %-¥ pU3uK PO3BUTKY MiOIaTil MPOTATOM POKY, TOHi K PU3UK y TeTePO3UTOTHUX HOCIIB anesi C
(CT) ctanoButs 1,5 %.

BigmoBigHUYM OKa3HUK PU3UKY Y MAIliEHTIB 3 HaWOinbIi po3noBcogkeHuM remotumoM (TT)
cranoButh 0,3 % (OuB. po3min «®@apMakonoriyHi BmacTuBocTi»). ITomibHe crenudiyHe TeHOTUITYBaHHS
He PO3MOBCIOAXKEHe Y KTiHIYHIY NpaKTULi. Y pa3i MOXKJIMBOCTI, IEPII HiX Npu3HayaT CUMBAaCTaTUH
y mo3i 80 Mr oOKpeMuUM TallieHTaM, CJIifi BBaXKaTH JOLUIbHUM IPOBEEHHS Y HUX T€HOTUIIYBaHHS Ha
HasBHICTH aselli C y paMKax OLIHKYU CIIBBIHOIIEHHS KOPUCTb-PU3UK, | YHUKATU IPU3HAYEHHSI
BUCOKUX 103 HOCiaM rerotuny CC. OnHaK BiACyTHICTh LIbOT'0 T'eHa 3a pe3yJibTaTaMU F'eHOTUIIyBaHHS
He BUKJII0Ya€E MOXKJIMBOCTI PO3BUTKY MiOIaTil y IIUX MAI[i€HTIB.

Bumipr8aHHA KpeamuHKiHA3u



PiBeHb KpeaTHHKiHA3M HE CJIifi BUMIPIOBATHU IiC/Is eHepriiHux (isnyHuX BIpaB abo y pasi HasgBHOCTI
Oymb-gKO] iHIIIOI TPUYMHY MigBUIIEHHS KPeaTUHKIHA3H, OCKIJIbKY I1e YCKIIa[HIOE TIyMadeHHS
pe3ynbTaTiB. [Ipy 3HAYHOMY MiIBUILEHH] PiBHIB KpeaTHHKiHA3M Ha MMo4aTKy (Oinbine HixK y 5 pasiB
nopiBHSHO 3 BMH) piBHi c/if MOBTOPHO BUMIPATY Yepe3 5-7 OHIB A1 MiATBEPHAXKEHHS Pe3yIbTaTiB.

ITeped saiky8aHHAM

Ycix namieHTiB, sIKi IOYMHAIOTH TePAIil0 CHMBACTAaTHHOM, a TAKOX MAlli€HTiB, IKUM Oyy0 30i1biIeHO
I03y CUMBACTATHHY, MTOTPIOHO MOTIEPEeIUTH PO MOXK/IUBICTE BUHUKHEHHS MiomaTil Ta HeoOXimHICTh
Hera’HOTo 3BepHEHHS [0 JTiKaps y pa3i BUHUKHEHHS OyOb-gKOro He3'sicoBaHOTro 60110 3 00Ky M’s13iB
abo M’s130BOi C71abKOCTi.

Cnip goTpuMyBaTucs 00epezKHOCTI 100 MAIliEHTIB i3 (haKTOpaMu pU3UKy PO3BUTKY pabmoMionizy.
PiBeHb KpeaTHHKIHA3Y CIIIT BUMIPATH [0 II0YATKY JIIKyBaHHS B TAKUX BUIIaAKaX:

JIiTHIH BiK (BiK = 65 POKiB) Ialli€HTa;

XKiHOYa CTATh;

opylLIeHHA QYHKII1 HUPOK;

HEKOHTPOJIbOBAHUY TilIOTUPEO3;

HasIBHICTh B 0cOO6UCTOMY ab0 ciMeltHOMY aHaMHe3i CllafKOBUX MOPYIIEHb 3 00Ky M’ g3iB;
HasBHICTh B aHaMHe3i TOKCUYHOTO YpaxKeHHS M'g3iB, CIPUYMHEHOT0 CTaTUHOM abo ¢pibpaToMm;
3JI0BKUBAHHS aJIKOTOJIEM.

Y Takux CHTyalisix PU3UK JiKyBaHHS CIIiJl pO3TIsAfaTH BiTHOCHO MOXKJIMBOI KOPUCTI, TAKOXK
PEKOMEHIYEThCS KITiHIYHNY MOHITOPUHT. fKIIO paHille y naiieHTa 6yn1o mopyiieHHs 3 60Ky M's3iB
npu nputiomi ¢pibpaty abo cTaTHHy, NTiKyBaHHS iHIIUM 3aC000M ITHOT0 KJIacy IOTPiOHO PO3MOYMHATH 3
00€epexHICTIO.

[Tpu 3HAYHOMY ITOYATKOBOMY IIiBUIIIEHH] PiBHA KpeaTHHKiHa3M (Oinbile HiX y 5 pa3iB Buiile BMH)
JIIKYBaHHS He CJIi[ PO3IOYUHATH.

I1i0 yac aikyeaHHA

[Tpu BuHUKHEHH]i 605110, ctabkocTi abo cra3MiB mif Yac mpuioMy IMallieHTOM CTaTHHY CIIifl BUMIpSITH
piBHI KpeaTHHKiHa3U. AKIIO BUSIBIIEHO, IO IIi PiBHi, y pa3i BiACYTHOCTI cepi03HUX Hi3UUHUX
HaBaHTaXXeHb, 3HAUHO MifBuUIIeHi (6inbine HiXK y 5 pa3is mepesuiyots BMH), nikyBaHHS CIift
IPUMUHUTH. AKII0 CUMITOME 3 6OKY M’SI3iB € TSAKKUMU Ta BUKJIMKAIOTH IIOJeHHUN OUCKOMDOPT,
HaBITh AKINO PiBHI KpeaTUHKiIHA3M MEHIIE HiX y 5 pa3is Buile BMH, To cnif po3rngauyTu
HeoOXiIHICTh MPUNMHEHHS JIiIKyBaHHS. AKIIO0 Mi03PI0ETHCS MiomaTisl 3 OyOb-9KO1 iHII0I IPUYNHH,
JIIKYBaHHA CJIif] IPUTIUHUTH.

IyXKe pigKo cIiocTepiranucs BUMagKu iMyHOOIIOCEPEeIKOBaHOI HEKpPoTHUHOI MiomaTii (IOHM) mif yac
abo micnsa nikyBaHHS cTaTiHamMu. [OHM KiHigYHO XapakTepu3yeThCs CTiMKOIO ClTabKiCTIo
IIPOKCUMaJIbHUX M’SI31B 1 MigBUILIIeHHAM PiBHS KpeaTUHKIHA3U B CUPOBATLi KPOBI, fIKi He 3HUKAIOTh,
He3BaXKaloyyu Ha MIPUNMHEHHS IPUoMy CTaTUHIB (IuB. po3min «ITobiuHi peakIii»).

AKIIO0 CUMIITOMY 3HUKJIU Ta PiBHI KpeaTUHKIHA3Y ITOBEPHYIUCS 00 HOPMHU, CJIi[l PO3TISHYTH



JIOI_IiHLHiCTB IIOBTOPHOTO HpI/IfIOMy TOT'O0 K CTaTHHY abo AJIbTEPHATHUBHOI'O CTAaTHHY Y HU3bKIl mo3i Ta
mif peTeJIbHUM KOHTPOJIEM.

Bumuit BimcoToK Miomarii cmocTepiraBcs y MallieHTiB, SKUM 30imbInyBany o3y 0o 80 Mr (OuB. po3min
«®apmakonoriyni BjaactuBocTi. PapmakoguHaMika»). PeKOMeHI0BaHO IPOBOOUTH IIepioguuHe
BHM3HAUYEHHS PiBHS KpeaTWHKiHA3H, OCKIJIbKY IIe MOIIOMOXKe BUSIBUTH CYOKJTiHIYHI BUTTagKKU MiomaTii.
OpHak HeMae JOCTOBIPHUX IaHUX IIPO Te, 110 TAKUU MOHITOPUHT 3TaTHUM 3aM00irTH PO3BUTKY
Mionaril.

Tepamito cuMBacTaTHHOM MOTPIOHO THMYACOBO MIPUIIMHUTH Y MAIli€HTIB 3a KillbKa [HIB 10 BUKOHAHHS
BUOIpHUX BEJIMKUX OTNIEPaTUBHUX BTPy4aHb, & TAKOXK ITiC/IS MeIUYHUX a00 XipypriyHUX BTPy4YaHb.

3axo0u 0415 3HUJMCEHHA PU3UKY PO3BUMKY Mionamii, CnpuyuHeHoi 83aeMO0I€0 3 IHWUMU
AIKapcbkuMu 3acobamu (makoac dus. po30ia «B3aemo0ia 3 iHWUMU AiKAPCbKUMU 3acobamu

ma iHWi sudu 83aemo0iil»)

Pu3uk po3BuTKy Miomnatil Ta pabgomMioni3y 3Ha4HO 30iIbUIYETLCS IPU CYIIyTHHOMY 3aCTOCYBaHHI
CHMBACTaTHHY 3 MOTYxKHUMHU iHri6iTopamMmu CYP3A4, TaKUMU SK iTpaKOHA30JI, KETOKOHA30J1,
IT0CAKOHAa30JI, BOPUKOHA30JI, EPUTPOMIIIMH, KITaPUTPOMIIIMH, TEIiTPpOMiluH, iHribiTopu BIJI-mpoTeasu
(mampukiapn, Hendinaip), OotenmpeBip, Tenamnpesip, Heda30qoH, TiKapChbKUMU 3acobaMu, IO MiCTITh
KOoOiIMCcTaT, a TaKoX i3 remM¢pibpo3uiaoM, HUKIOCIIOPUHOM Ta AaHa30JI0M. 3aCTOCYBaHHS LIUX
nmiKapchKux 3ac0o6iB IPOTUIIOKa3aHo (AUB. Po3ain «IIpoTUIIOKa3aHHS»).

Pu3uk po3BUTKY MiomaTii Ta pabmoMioTidy TakoxK 30ibIITYEThCS IPU CYITyTHBOMY 3aCTOCYBaHHi
aMiomapoHy, aMJIOAUIIiHY, BepanaMiny abo auiTiazeMy 3 IEBHUMHU [[03aMU CUMBACTATHHY (OUB.
po3minu «B3aeMopmis 3 iHIMMMH JTiKapChbKUMHK 3aco0aMu Ta iHIIi BUOK B3aeMofmin» Ta «Cmocid
3aCTOCYBaHHS Ta [[03W»). PU3KK PO3BUTKY MiomaTil, BK/II0o4aiouu pabdmoMioni3, 30iIbLUIyeThCS IpU
CYIIyTHbOMY 3aCTOCYBaHHi Qpy3uOMHOBOI KMCIOTH 3i CTaTHHaAMU (OUB. po3[in «B3aemopia 3 iHIIKUMU
JiKapChKUMU 3aco0aMu Ta iHII BUOU B3a€Mofil»). Y nauieHTis i3 ['0CI" mpu ogHOYaCHOMY
3aCTOCYBaHHI JIOMiTallify i CMMBaCTaTHUHY lLledl PU3UK 3POCTAE.

3acTocyBaHHS cuMBacTaTuHy 3 iHribitopamu CYP3A4, iTpakoHa30710M, KETOKOHA30JI0M,
TI0CaKOHa30JI0M, BOPUKOHA30J10M, inribiTopamu BIJI-npoTeasu (Hanpukian, HendinaBipom),
6o1enpeBipoM, TenampeBipoM, EpUTPOMIIIMHOM, KIIaPUTPOMILIMHOM, TETITPOMILIMHOM, Heda30J0HOM
Ta JIIKapCbKHUMHM 3aco0aMH, IO MiCTSATh KOOIIIMCTAT, MPOTUIIOKA3aHO (OUB. PO3MisIH
«IIpoTunoka3aHHs», «BlaeMomis 3 iHIMKMMU JTiKapChKUMHU 3acobaMy Ta iHII BUOU B3a€MOMIiN»). AKIIO
Teparniio notyxHuMHU iHribiTopamu CYP3A4 (npemapaTtamy, 1o 36inemyioTs AUC y 5 pasis abo
Oinbinie) HEMOXKJIMBO BiIMIHUTH, CHIifl MIPUNIUHUTY Tepalilo CKMBaCTaTUHOM Ha 4acC MpUUMaHHS X
IIpernaparis (Ta po3TJISHYTH BapiaHT 3aCTOCYBaHHS albTePHATUBHOIO cTaTuHY). Kpim Toro, cnifg 3
00epexkHiCTI0O OTHOYACHO 3aCTOCOBYBAaTH CUMBACTATUH 3 IEBHUMHU MEHIII ITOTYKHUMU iHTiGiTOpaMu
CYP3A4: ¢pmrokoHA30I0M, BepamnaminoM, TuiTiazeMoM (IuB. po3min «B3aeMomisa 3 iHIITMMH
JiKapChbKUMU 3aco0aMu Ta iHIII BUAY B3aeMOfit»). CIlifi yHUKATU BXKUBaHHS T'PeUn(PyTOBOTO COKY
pasoMm i3 CUMBaCTaTAHOM.

3acTocyBaHHS CUMBacTaTUHY 3 TeM(}iOpPO3UIOM IPOTUIIOKa3aHo (AUB. po3Ain «IIpoTUIIOKa3aHHI»).
Yepes nifBuileHNI PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y fo3a CHMBaCTaTUHY He TIOBUHHA
nepesuiyBatu 10 Mr Ha go0y AJg MallieHTiB, sSIKi MpUEMaOTh CHMBACTAaTUH 3 iHIIUMU ¢ibpaTamu,
KpiM deHodibpaty (nuB. po3ninu «B3aemopnis 3 iHIIKUMYU TiKapChbKUMU 3aco0aMy Ta iHIN BUOU
B3aemofili» Ta «Crocib 3acTocyBaHHs Ta qo3u»). Cix 3 o6epexHicTio Mpr3Havyatu GeHodibpar i3
CHUMBACTAaTMHOM, OCKiTbKM KOXKEH i3 IUX IpelapaTiB MOXKe CIPUYUHUTHA MiOMaTiio.

CuMBacTaTHH He CJIifi IPUUMaTHA OOHOYACHO 31 CUCTEMHUMHU IIpernapaTaMy, 1[0 MiCTITb Py3UOUHOBY



KHUCJIOTY, @00 MPOTSroM 7 [HIB IicIIs MPUNIMHEHHS 3aCTOCYBaHHS (Qy3UIMHOBOI KUCIOTH. SKIIO
3aCTOCYBaHHS CUCTEMHOI py3UOUHOBOI KUCTIOTH € HEOOXiqHUM, JTiKyBaHHS CTaTHHAMU CJIif
IPUIIMHUTY Ha BeCh Iepion mpuitomMy Gy3uaruHOBOI KMCIOTH. Bymu moBimoMieHHS mpo pabmomioia
(BKJTIOYAIOUM [IeKiNTbKa JIeTaIbHUX BUIAMKIB) ¥ MAIli€HTIB, AKi MpuiiManyu KoMOiHa1lito Gy3uaIruHOBOI
KUCJIOTH i CTaTHHIB (IUB. Po3Min «B3aeMomis 3 iHIIuMHU JTiKapCbKUMM 3aCo0aMu Ta iHII BUOM
B3aeMofili»). [lamienTy ciif HeraiHO 3BEPHYTUCS [0 JIiKaps y pa3i mosiBu y HOT0 ci1abKocTi abo
6oi0 y M’'s13ax, 60110 a00 XxBOpoOIMBOCTi. Tepamito cTaTHHOM MOXKHA BiTHOBUTH depe3 7 OHIB Micis
IPUHAOMY OCTaHHBOI 103U HY3UAUHOBOI KUCIIOTH. Y BUHATKOBUX BUIIagKaX, KOJIM HeoOXimHe
IOBTrOTpUBaJie CUCTEMHE JIiIKyBaHHS (Py3UAMHOBOIO KHCIIOTOI0, HAaIIPUKJIa I JiKyBaHHS TSIXKKHUX
inpexuiit, HeoOXiMHICTh CYIMyTHHOTO IPUIOMY CUMBACTaTUHY Ta Py3uAMHOBOI KMCIOTH MOTPIOHO
PO3TTIAfaTH TiIbKY ¥ KOXKHOMY OKPEMOMY BUMIAAKY Ta IiJ PETEIbHUM MEOUYHUM KOHTPOJIEM.

Kom6iHOBaHOT0 3aCTOCYBaHHSI CUMBACTaTHHY B 03ax rmoHap 20 Mr Ha 7o0y pa3oM 3 aMiofapoHOM,
aMJIO[UITIHOM, BepamaminoM abo [usITia3eMOM CIIifl yHUKATHU (IUB. po3ninu «B3aeMopis 3 iHmmMu
JMiKapchKUMU 3acobaMu Ta iHIIi BUOM B3aeMofi» Ta «Crocib 3acToCcyBaHHS Ta [03W»). Y MAIliE€HTIB i3
F'oCT npu ogHOYaCHOMY 3aCTOCYBaHHI JIOMiTamifgy i cMMBacTaTUHy PU3UK Mionartil 3pocTae (Ous.
po3minu «IIpoTunokalaHHs», «B3aeMopmis 3 iHIMMMU JTiKAapChKUMHU 3aco0aMu Ta iHIIi BUIH
B3aeMofii» Ta «Crocib 3aCTOCyBaHHS Ta JO3U»).

[MamieHTH, sIKi TpUAMalOTh iHIIi TiKapchKi 3aco0H, 10 MalOTh MOMipHUY iHTiIOyI0uul epekT Ha
CYP3A4, cynyTHBO 3i CUMBacCTaTUHOM, OCOOJIMBO 3 BUCOKMMH N03aMU CHMBACTaTUHY, MalOTh
IiABUINEHNH PU3UK PO3BUTKY MiomaTii. [Ipy cynyTHhOMY NPUOMi CHMBACTaTUHY 3 TOMipHUM
inribitopom CYP3A4 (mpenapaty, siki 36inmbiryiors AUC y 2-5 pa3iB) Moxke moTpeOyBaTuCs
KOPHUTYBaHHS 103U CUMBACTaTHHY. [[J19 3aCTOCYBaHHS Pa30M 3 OKPEMUMH IIOMipHUMHU iHTiGiTOpaMu
CYP3A4, nanpukiapg guiiTia3eMOM, PeKOMEHAYEThCSI MaKCuMaJjlbHa f03a 20 MI cuMBacTaTUHY (OUB.
po3min «Croci6 3acToCyBaHHS Ta HO3U»).

CuMBacTaTHH € cy0cTpaToM edIoKCHOT0 HOCis GiflKa Pe3UCTEeHTHOCTI paKy MOJIOYHOI 3271031
(BCRP).

OpHoyacHe 3acTocyBaHHS 3 iHribiTopamu BCRP (Hampuknan, enbacsip i rpa3onpesip) Moxe
IIPHU3BECTH [0 MigBUILIEHHS KOHIIEHTPallil CUMBACTaTUHY B IIJIa3Mi KPOBI i MiABUIIIEHHS PU3UKY
PO3BUTKY MiollaTii, TOMy KOPUTYBaHHS I03U CHMBaCTaTUHY MoxkKe OyTu HeoOxigHuM. OmHOYacHe
3acToCyBaHHS en0acBipy i rpa3omnpeBipy 3i cuMBacTaTUHOM He BMBYaM, OOHAK H00O0OBa f03a
CUMBaCTaTUHYy He ITOBUHHA IepeBuilyBaTy 20 Mr [/ Malli€eHTiB, SKi OTPUMYIOTh CyIyTHIO TepaIliio
IIpernapaTaMu, 110 MicTsSTh ebacBip abo rpa3ompesip (ouB. po3min «B3aeMomist 3 iHIIMMU
JiKapChKUMH 3aco0aMu Ta iHIIi BUOKW B3aEMOTIiN»).

Pipkicui Bunagxu Miomnatii/pa6momionti3y acolitoBanucs i3 cymyTHiM mpuiiomoM iHri6itopis I'MK-KoA-
penykTasu Ta JinigoMomudikyouux no3 (= 1 r Ha go0y) HialuHy (HIKOTMHOBOI KMCJIOTH); KOXKEH i3
IIMX IIpernapaTiB MOXKe COPUYMHATH MiOHNaTiko.

Y kriHivHOMY gocnigKeHHi (MefiaHa mepiogy crocTepekeHHs cTaHoBUIa 3,9 POKy), B SKOMY Opanu
y4acTh MallieHTH 3 BUCOKUM PU3UKOM PO3BUTKY CEPLIEBO-CYAIUHHUX 3aXBOPIOBaHb i 3 1obpe
KOHTPOJIbOBaHUM piBHeM xojecTepuny JIITHII Ha Tii mpuiioMmy cuMBacTaTusy B 1o3i 40 Mr Ha mo0y
pa3oMm 3 e3etTuMiboM y 103i 10 Mr abo 6e3 HBOTO, JOJaTKOBa KOPUCTD IJIsI CEPIIEBO-CYAUHHOI CUCTEMHU
IIpHU fodaBaHHi mimimomomudikyounx m03 (= 1 r Ha mo0y) HianuHy (HIKOTHHOBOI KUCJIOTH) HE
Bil3Havamacs.

Jlixapi, siKi npu3Ha4yalTh KOMOIHOBaHY Teparliio CHMBAaCTaTUHOM Ta JIimigoMogudiKylounMy 03aMu
(= 1 r/go0y) HiauuHy (HIKOTMHOBOI KMCI0TH) ab0 IMpenapaTaMy, 110 MiCTSTh HialliH, TTOBUHHI mo0pe
3BaKUTH MOTEHIIHY KOPUCTh Ta PU3UKY i PETEJIbHO CIIOCTEPIraTu 3a MnalieHTaMyu Ha IpPegMeT II0SBU



M’s130BOT0 0071110, XBOPOOIUBOCTI ab0 c1abKOCTi B M’s13aX, 30KpeMa IIPOTIToM IEPIINX MICSIliB Teparril
Ta Ipu 36inblIeHHI 103U 6yab-IKOTO0 3 LKX JIiIKapChKUX 3aco0biB.

Y mocnigkeHHi YacToTa PO3BUTKY Mionarii cranoBuna npubnusno 0,24 % cepeq malli€HTiB
KMTaWChKOl HAIlIOHAJIbHOCTI, SIKi MpuiManu cCuMBacTaTHUH B 1031 40 Mr a6o e3eTHMi6/CHMBACTATHH B
no3i 10/40 mr, mopiBHSHO 3 0,24 % mallieHTiB KUTalChKOl HAIliOHAJIBHOCTI, IKUM IIPpA3HaYaIu
cuMBacTaTuH y 0o3i 40 Mr abo e3eTumib/cumBacTaThH y [03i 10/40 Mr pa3om i3 KomOiHOBaHUM
npenapaToM MofaH(}iKOBaHOTO BUBiIIbHEHHS HIKOTHHOBOI KucIoTH/TapominpauTty 2000 mr/40 mr.
HesBakalouu Ha Te, 10 Y IIbOMY KJIIHIYHOMY JOCITi?KEeHHi a3iaTChbKa MOMyJd1is OyJia mpefcTaBieHa
JIUIIe KUTAWLsIMU, OCKiJIbKY YacTOTa PO3BUTKY MioIaTil cepeq NalieHTiB KUTalChKOI HAI[ilOHAIbHOCTI
BHUIIIA, HiXK Cepe[l MallieHTiB He KUTAalChKOI HalliOHATbHOCTI, IPH3HaYaTH MallieHTaM MOHTOJIOIIHO1
pacu OgHOYACHUY MPUIOM CHMBACTATUHY Ta HimimomMogudikyouux 103 (= 1 r Ha moby) HialuHy
(HIKOTMHOBOI KMCJIOTH) HE PEKOMEHTYEThCS.

AnuniMOKC 3a CTPYKTYPOIO CXOXKHU Ha HiallvH. He3Baxkawyu Ha Te, 1[0 allUIIIMOKC He [OCIIiAXKYBaH,
PU3KK PO3BUTKY TOKCHYHOTI'O BIIJIUBY IIpeliapaTy Ha M’g3U He BUKJIIOYEeHUH (Moxke OyTH CX0KUM Ha
TaKU# IIpY NPUNOMI HialluHYy).

Pusuk Mmiomnarii Ta/a6o pabmoMionisy MoxKe MigBUIIYBATUCh IIPU CYIIyTHEOMY 3aCTOCYBaHHI iHTiOiTOPIB
'MT-KoA-penyKTa3u 3 JalTOMIIIMHOM (OUB. po3AiNn «B3aeMopis 3 iHIMMME TiKapChKUMH 3acobaMu Ta
inmn BuOM B3aeMOmin»).

[l[anmoMmiuyuH

[ToBigoMnsiu mpo Bunapfku Miomartii Ta/abo pabmomiostizy mpu 0OmHOYACHOMY 3aCTOCYBaHHi iHTiGiTOPIB
['MTI'-KoA-penykTa3u (Hanpukiaz, CUMBaCTaTUHY) 3 manToMinuHoM. Crig 3 06epekHiCTIo
npu3HaydaTy iHribitopu 'MI-KoA-pegyKTa3u 3 JalTOMIIIMHOM, OCKiJIbKY OyOb-SIKWM i3 1IUX
IpernapariB MOXKe CIPUYMHUTH MiomaTiio Ta/abo pabgomioni3 mpu oKpeMoMy 3acTocyBaHHi. Crif
PO3TIISIHYTHU IATAHHS [P0 TUMYACOBE MPUIMHEHHS IPUUOMY CUMBACTaTHHY V MAlli€HTIB, SKi
IIPUMMAIOTh AANTOMILMH, SKII0 KOPUCTh Biff OMHOYACHOI'0 3aCTOCYBaHHS HE EPEBUIIYE PU3UK.
Heo0xifnHO 03HaoMUTHCS 3 iH(pOpMalieo Ipo IPU3HYEHHS JalTOMIIMHY, 11100 OTPUMATH NOHATKOBY
indopmalrito Ipo 1110 MOTEHILiNHY B3aeMopio 3 iHribiTopamu I'MI'-KoA-penykTasu (Hampukiaf,
CAMBACTATHHOM) i OTpUMAaTH IOJaIbIli BKa3iBKU 1100 MOHITOPUHTY (HUB. PO3hin «B3aemopisa 3
iHITMMHM NTiKapChbKUMM 3aco0aMu Ta iHII BUOM B3aEMOIiii»).

Bnaus Ha neyviHKY

Y KIiHIYHUX OOCHIAXKEHHAX Y AeSKUX JOPOCIUX Malli€HTIB, IKi OfepxKyBalu CUMBaCTaTUH,
Bi3HAYanocs CTifiKe MigBUINEHHS PiBHS Me4YiHKOBUX (epMeHTiB (6inbIe HiXK y 3 pa3u Buine BMH).
[Ipu BigMiHI IpenapaTy aKTUBHICTh TpaHCaMiHa3 3a3BM4Yal IOCTYIIOBO II0BEPTAETHCS OO II0YaTKOBOI'O
piBH4. [Iepen moyaTKoM JIiKyBaHHS, a IIOTIM BifIIOBiIHO [0 KJIiIHIYHUX [TI0Ka3aHb yCIM HaljieHTaM
PEKOMEHYEThCS MMPOBOAUTH (PYHKITIOHAIbHI TeYiHKOBI Ipobu. Y naiieHTiB, Ag AKUX IJIaHYEThCS
HiABUIIUTH [03y cMMBacTaTuHy 00 80 Mr Ha go0y, QyHKIiOHaIbHI TeYiHKOBi Ipobu MOTPiGHO
IIPOBOJUTH [I0 TIOYATKy TUTPYBaHHS, MOTIM Yepe3 3 Micsui micis gocaraenHs go3u 80 mMr Ha goly,
IiCJIST YOT0 MEePioAuYHO IOBTOPIOBATH (Hampukiag, 1 pa3 y miBpOKY) IPOTATOM YCHOTO MEPIIOT0 POKY
nikyBaHHs. OCOGIMBY yBary BapTo MPUOINIATH HallieHTaM, y SIKUX IMigBUIIEHUN PiBeHh CHPOBATKOBUX
TpaHcaMiHa3. [{uM maiieHTaM KOHTPOJb PYHKIIII MeYiHKy CIifl MPOBOAUTH Ha II0YATKY JIiKyBaHHS, a
Hajasi - yacrille, HiXK 3a3BUYall. Y BUllafikaX, KOJIU PiBeHb TpaHCaMiHa3 3poCTa€, 0COONIUBO MIpHU
CTiiKoMy IlepeBuIlleHHi B 3 pa3u Big BMH, npemnapat noTpiOHO BigMiHuTH. Clif 3ayBaXKuTH, II0
alaHiHaMiHOTpaHC(epa3a MOxKe BUXOOUTH 3 M'sI30BO1 TKAHUHU, TOMY IiABUIIEHHS
allaHiHaMiHOTpaHCc(depa3u 3 KpeaTHHKiIHA3010 MOXKe BKa3yBaTH Ha MiomnaTiio (IUB. BUIIE
«Miomartisi/pabmomioiz»). Pinko moBimoMIIsiocs Ipo IeTanbHy Ta HeleTalbHy Ie4iHKOBY



He[IOCTaTHICTh y MAllieHTiB, AKi IpUKMMau CTaTUHY, Y TOMY YUCIIi CUMBacTaTUH. [Ipu nossi
CEPHO3HOTO YpaxKeHHS MeUiHKY 3 KIIiHIYHUME cuMIToMaMu Ta/abo rinepOinipy6inemii a6o
JKOBTSIHMII ITiJ Yac JiKyBaHHS IIperapaToM CJIii HeraiHO IlepepBaTu Tepalio. AKIIo He 3HaueHO
arbTEPHATHUBHOI €TiONOTil, He CJIifi 3HOBY PO3MOYMHATH IPUIOM IIpenapary. [Ipemapart cin
3aCTOCOBYBaTH 3 00€peXkKHICTIO MallieHTaM, SKi 37I0BXKUBAIOTh alIKOTOJIEM.

[Tpu niKyBaHHI CUMBACTaTHHOM, §IK i iHIIMMU TinosinigeMiyHuMu 3aco6aMu, CIIOCTePIiraaocs momMipHe
(Menme HiX y 3 pa3u Buille BMH) 30ibliIeHHST aKTUBHOCTI CUPOBAaTKOBUX TpaHcaMiHa3. Lli 3minu
3'ABISANKCS He3a0apoM Iic/is MOYaTKy JIiKyBaHHS, YaCTO MaJii MUHYIINHN XapakTep, He
CYIIPOBOIXKYBAIUCS XKOTHUMYU CUMIITOMaMu Ta He BUMarajy CKaCyBaHHS Tepalril.

Llykposutli diabem

[esKi maHi BKa3ylOTh Ha Te, 1[0 CTAaTUHU K KJlaC MiIBUINYIOTh PiB€Hb ITIIOKO3U B KPOBI, y OeAKUX
TIAIiEHTIB i3 BUCOKMM PHU3UKOM PO3BUTKY LIYKPOBOTO MiabeTy B MalOyTHEOMY MOXKYTh CIIPUYUHUTH
piBeHb rinepriikeMii, Ipyu SKOMy PEKOMEHAYETLCS PO3MOYMHATH TiKyBaHHS I[yKPOBOTO fiabeTy.
OpHak Hap UMM PU3UKOM IlepeBakae KOPUCTh 3HUXKEHHS CTaTUHaMU CYAUHHOI'O PU3UKY, i TOMY BiH
He TTOBHHEH OyTH IPUYMHOIO A7 IPUNIUHEeHHS JTiKyBaHHS cTaTHHaMu. [10TpiGHO mpoBOoUTH
MOHITOPUHT CTaHy Nalli€HTIB i3 pU3UKOM (TJIF0KO3a HaTlle 5,6-6,9 MMoib/1, iHOeKC Macu Tina > 30
KT/M’, TiIBUIIEH] TPUTJILIEPUAN, apTepiasibHa TinepTeHsis), K KIiHiYHuH, Tak i 6ioxiMiuHwmii,
BiZIIOBiOHO MO HAlliOHAJILHUX HACTAHOB.

IHmepcmuuiaabHe 3ax80PHBAHHSA /Ie2eHb

BuHATKOBI BUIagKy iHTEPCTUIIQIBHOTO 3aXBOPIOBAHHS JIET€Hb CIIOCTEPITraaucs MiCis IPUuoMy
IessKUX CTaTUHIB, 0COGJIMBO IIPU IOBrOTPHUBAIOMY IIPHUIOMi. XapaKTepHUMHU 03HaKaMu
iHTepCTUIiaTbHOT0 3aXBOPIOBAHHS JIETEHb MOXYTh OYTH OUCITHOE, HEITPOOYKTUBHUY Kalllellb,
IOTipIIEeHHS 300POB’S B LIJIOMY (BTOMa, BTpaTa Macu Tijla Ta rapsiyka). Y pasi migo3pu Ha PO3BUTOK Y
maljieHTa IHTePCTULiaIbHOT'0 3aXBOPIOBAHHS JIEreHb JIIKyBaHHS CTaTHHAMU CIIi[ IPUIIUHUTH.

OdmaavMonoiuHe obcmedtceHHA

Y pasi BimcyTHOCTI OyOb-IKOTO MeIMKaMeHTO3HOTO JIiKyBaHHS 30iIbIIIeHHS IO
IIOMYTHIHHS KPUILITaIMKa BBaXKa€EThCSA HACIIAKOM IIpolecy cTapinHs. HasgBHi KiIiHIYHI
OOCITiA?KEeHHS He BKa3yIOTh Ha iCHYBaHHS IIKiJIMBOTO BIUIMBY CUMBACTATHHY Ha KPHUIITAIMK OKa
JIIOOUHHU.

3acmocysaHHA 0cobaMm AimHb020 BiKY

EdekTruBHICTb 3aCTOCYBaHHSI CUMBAaCTaTHUHY AJIS1 XBOPUX BIKOM Bifi 65 pOKIB mif 9ac
KOHTPOJILOBAHUX KJTIHIYHUX OOCIIIAXKEHb OLiHIOBaJIacs 00 3HUKEHHS PIBHSA 3arajbHOro
X0necTepuHy Ta xonectepuny JITTHII i BusiBunacs Takoo Xk, K i y 3arajibHiil OMyJISIIil.
30inbINIeHHST 4aCTOTH MO0IiYHUX e(eKTiB He Bif3HAUEHO.

Ocob6.1usi 3acmepediceHHA W,000 00NOMIHCHUX PEUOBUH

[IpemapaT MICTUTH JIaKTO3y, TOMY Ialli€HTaM i3 JJaKTa3HOI He[OCTaTHICTIO, FaJlaKTO3eMI€I0
a00 CUHIPOMOM TJII0K030-TaJIaKTO3HOI Manbabcopoiiii He cy1if 10T0 3aCTOCOBYBATH.



3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.

3acToCyBaHHSI CHMBAaCTaTHHY BariTHUM XKiHKaM
MPOTHUIIOKa3aHe.

2KogHHX KOHTPO/IbOBAaHUX K/IIHIYHHUX TOCIIIXKEeHb 3 Y4aCTIO
BariTHHUX KiHOK He MPOBOIM/IH, 0e3leKa 3aCTOCYBaHHSA
Hapa3i He BCTaHOB/IeHa. € pigKicHI MOBiTOM/IEeHHSI PO
BPOIKEHHi aHOMaJTil mic/isi BHYTPiIHLOYTPOOHOT 0 BILUTUBY
iarioiropiB 'MI'-KoA-penykTa3n.

bynu orpuMaHi pigKicHI MOBiZOM/IEHHSI IIPO BPOIKeHi
aHOMaJIil Imic/jasi BHYTPIIHLOMATKOBOI €KCIIO3HIIil 10
iarioiropiB ’'MK-KoA-peaykra3u. OgHaK aHa/1i3 mMpu0/JIU3HO
200 BariTHHX, 3a SKHMM CIIOCTEPirajiu NPOCIEKTHBHO i B
SIKHX IIPOTSITOM IIE€PINOr0 TPUMECTPY Oyjia eKCIO3HIIisA 10
CHMBACTAaTHHY a00 iHmoro noaioxnoro iaridoiropa 'MK-KoA-
peIyKTa3H, YaCTOTAa BPOIXKEHHX aHOMAJIi#d OyiIa
MOPiBHSIHHOIO 3 TAKOI0 B 3arajibHik momyasnii. Takoi
KiTbKOCTi BHNIaJKiB BariTHOCTi Oy/1I0 CTaTUCTHYHO
TOCTATHBHO [JIsI BUK/TIOUEHHS 30iIbIIIeHHsI KiTbKOCTi
BPOIKE€HHX aHOMAJIiK y 2,5 pa3a Ta BHIIE MOPiBHSIHO 3
YacCTOTOIO B 3arajIbHil MOMyJIsiIIii.

Xoya HeMa€e XOIHUX NOKAa3iB, 110 YaCTOTa BUIIAAKIB BPOIXKEHUX aHOMAJIIY Y Hallla[IKiB
TallieHTiB, SIKi TPUIMalOTh CUMBACTATHH 4H iHIIi iHTibiTopu I'MI'-KoA-penykTasy,
BiIpi3HAETHCS Bifl Ti€l, 110 CIIOCTEPIra€ThCS y 3araibHid MOMyALil, TiKyBaHHS MaTepi
CAMBACTaTUHOM MOXe 3MEeHIIUTH PiBeHb MeBaJIOHATY, 110 € IPEKYPCOPOM y CUHTe31
X0JIECTEPUHY Y IJIOLA.

ATepocKiepo3s - Iie XpoHiuHuM mporiec. BimMoBa Bif rimomimigeMiyHuX TiKapchKuX 3aco0iB
IIiJl Yac BaTriTHOCTI He ITOBMHHA 3HAYHO BIIJIMBATU Ha Pe3yJIbTaTU JOBTOTPUBAJIOTO JIiIKYBaHHS
IIePBUHHOI TinepxosiecTepuHeMil. ToMy cuMBacTaTHH He CJIifi 3aCTOCOBYBaTH BariTHUM
’KiHKaM Ta XKiHKaM, SKi HaMaralTbCs 3aBariTHITH Y Hig03PIOI0Th, II[0 BOHX BariTHI.

IIpuitoM CHMBACTaTHHY CJIil IPU3YIHHUATH Ha BeCh TepPMiH
BariTHOCTi a00 M0 TOro 4Yacy, IIOKH He Oy[e miaTBepaKeHHs,



110 KiHKa He BariTHa. 3aCTOCYBaHHS CUMBACTaTUHY CJIif
IPU3YIMHUATY Ha BECh TEPMIH BariTHOCTI a00 MOKH He Oyme
IIiATBEPOKEHHS, 110 XKIHKa He BariTHa (OuB. PO3MLI
«ITpoTUOKa3aHHS»).

I1epiod 200yB8aHHA 2py0010

HeBimoMo, 41 MpOHUKAE CUMBACTaTHAH ab0 “0oro MeTaboJiTH y TpyaHe MOJI0KO. OCKinbKH
Oarato JikapchbKuX 3aco0iB IPOHUKAE ¥ TPYIHE MOJIOKO i € MOXKJIMBICTh BUHUKHEHHS
CepHo3HuX MOOIYHUX peakllidl, XKiHKaM, sIKi IPpUIMaTh CHMBACTATHUH, CJIi[l MPUIUHUTHI
TOOYBaHHA I'PYOOIO. (ouB. po3nin «IIpoTunokasaHHS»).

PepmuabHicmb

Kniniyaux gocrnigKeHs MION0 BIIMBY CUMBACTAaTHHY Ha GePTUIBHICTE TIOAWHY HE ITPOBOLMIIN.
CuMBacTaTvH He Ma€ BIIUBY Ha (GepPTUNIBHICTH CaMIIiB Ta CaMOK IIypiB.

30amuicmb 8niusamu Ha weudkKicme peakyii npu KepyeaHHi aamompaHcnopmom abo iHwumu
MexaHi3mamu.

CuMBacTaTuH He Ma€ XKOIHOTro abo Ma€e He3HAUHUM BIJIMB Ha 3[aTHICTh KepyBaTu aBTOMOOieM Ta
iHmuMu MexaHizmMamu. OfHaK MpY KepyBaHHI aBToM0oOineM a6o po6oTi 3 iHIMMY MeXaHi3MaMu CJIif
BpaxyBaTHU PiAKICHI MOBIAOMJIEHHS IIPO 3alaMOPOYEeHHS.

Cnocib 3acmocyeaHHsi ma do3u.

Ilo6oBi mo3u Ba31/miny® - Bim 5 Mr (3acTocoByBaTH TKApChKy (JOPMY 3 BiAIOBIMHUM [O3yBaHHSIM) OO
80 Mr nepopansHo 1 pa3 Ha 00y, BBedepi. I1inGip mo3u Basuniny® ciif 3pilicHIOBaTH 3 iHTEpBaNTaMy
He MeHIIe HiX 4 THXKHI 10 MaKCHMaIbHOI fo00Boi mo3u 80 Mr, 110 MpuiiMaeThcs 1 pa3 Ha 1006y,
BBeuepi. [1o3a 80 MI' peKOMEHYETLCA TIBKY [JIS MALiE€HTIB 3 TAXKKOIO TillepX0oJieCTepUHEMIEI0 Ta
BHCOKHM PU3UKOM CEPLEBO-CYAUHHUX YCKIIafAHEHb, Ki He NOCATIA METHU JIIKyBaHHS 3a JOIIOMOT 00
HUXKYMX 103, Ta KOJIU O4YiKYETHCH, 1[0 KOPUCTh IIepeBaxKaTUMe MOTEeHIIMHNY PU3KK (OUB. PO3AiNU
«PapmakonguHaMmika» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).

linepxonecTepruHeMia

[MarienTy Cif MPU3HAYUTH CTAaHOAPTHY XOJIECTEPUHO3HUKYBAIBHY [Ii€TY, STKO1 BiH MOBUHEH
NOTPUMYBATHUCS IIPOTATOM YChOT'0 KYPCY JTiKyBaHHS IIperapaToM.

3a3Buyail moYyaTKOBa fi03a cTaHOBUTL 10-20 MTr Ha mo0Oy, IpuiiMaTi OOGHOPa30Bo, BBeuepi. [s
MallieHTiB, IKUM HeoOxinHe 3HauHe (Ginbime K Ha 45 %) 3HukeHHs piBHa X-JITTHII, moyaTkoBa mo3a
Moxe craHoBuTH 20-40 Mr 1 pa3 Ha noOy, BBeuepi. ITin6ip {03, y pa3i HeoOximHOCTI, MOTPiOHO
30ilCHIOBATH, SIK BUKJIQLEHO BHUIIIE.

I'omo3ueomHa cimeuHa 2inepxosecmepuHemis

PexoMeHOoBaHa oyaTKoOBa I03a Ba31/mir1y® — 40 mr Ha moOy ogHOPa30BO BBeuepi. [Ipemapar ciin



3aCTOCOBYBATH SIK MOTIOBHEHHS [I0 iHINIOTO JiMig03HUKYBaIbHOTO JIiIKYBaHHS (HampuKiaf, adhepesy
JITTHIIT) abo SKIIO Take JTiKyBaHHS HEOOCTYIIHE.

II71s1 maIieHTiB, SKi OGHOYACHO 3 IpenapaToM Basumin® npuiiMaioTh JIOMITamif, [03a Ipenapary He
moBUHHA nepeBuityBatu 40 Mr Ha noOy (muB. po3minu «IIpoTUIOKa3aHHA», «B3aeMofisa 3 iHIMMUMU
nmiKapchbKUMU 3aco0aMu Ta iHII BUAM B3aeMOfil» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

Cepueso-cy0uHHa npodisakmuka

3BuyaiiHa f03a Basuniny® A4 DallieHTiB i3 BUCOKMM PU3MKOM PO3BUTKY ilIeMiuHOI XBOPOOHU cepIisd
(IXC), y moenHaHHi 3 rinepiinigemieto abo 6e3 Hel, ctaHoBUTh 20—40 Mr Ha 00y OAHOPA30BoO,
BBeuepi. MeinKaMeHTO3HY Tepallilo MOXKHa I1oYaTh OOHOYACHO 3 [IieToio Ta (i3KynbTyporlo. ITinbip
103, Y pa3i HeoOXigHOCTi, MOTPiOHO 3MiliCHIOBATH, SIK BUKJIQZIEHO BUIIIE.

CynymHsa mepanis

Bazunin® epeKTUBHUM y BUTTIAMI MOHOTEpAIil, a TaKOX Y MOEAHAHHI 31 CEKBeCTPaHTaMH KOBYHUX
KuCNoT. [lo3y ciipm mpuiiMaty abo He MEHII K 3a 2 TOAUHU 10, a00 He MeHII 5K Yyepe3 4 TONUHU
IiCJIsI IPUIOMY CEeKBEeCTPAHTY XKOBYHUX KUCJIOT.

II51s1 maLieHTiB, 9Ki npuiiMaioTh Basumin® ogHoYacHO 3 gpiGpaTaMu, KpiM reMpiOpo3uny (IuB. PO3MiN
«IIpoTunoka3aHHs»), abo 3 peHodibpaToM, Ho3a MpemapaTy He IOBUHHA MepeBulyBaTu 10 Mr Ha
noOy. [I7s mamieHTiB, sIKi OqHOYACHO 3 IIpellapaToM IIPUIMaTh aMiolapoH, aMJIONUIIIH, BeparaMisn
a00 munTiazeM, noOoOBa Io3a Ba314niny® He NIOBMHHA IepeBuinyBaTty 20 Mr (guB. po3minu «B3aemomis
3 iHIMMUMHM NTiKapCchKUMU 3acobaMu Ta iHIIN BUAM B3aeMOfi» Ta «OCOOIMBOCTI 3aCTOCYBaHHS »).

[lo3y8aHHA npu HUPKOBIiU HedocmamHocmi

I7g nalieHTiB i3 MOMipHOI0 HUPKOBOIO HEOCTATHICTIO HeMa€ HeOOXiMHOCTi 3MiHM NO3yBaHHS.

[l71s mallieHTiB 3 TAKKO0I0 HUPKOBOI HEOCTATHICTIO (KJlipeHC KpeaTuHiHy < 30 MJI/XB) CIIi[l peTeNnbHO
3BAXKUTHU JOLIIBHICTH IPU3HAYEHHS IIpemnapaTy y £o3i 10 Mr Ha fo0y i, KIIO TaKe J03yBaHHS
BBaXKA€ETHCS HEOOXIMHUM, IIpenapar CJIifi Ipu3HadaT 3 00epeXkHICTIO.

3aCcTOCyBaHHA IallieHTaM JiTHbOrO BiKy

HeMmae noTpebu B KOperyBaHHi 103H.
3actocyBaHHg miTam Ta migmitTkam (10-17 pokiB

[ns giTed Ta mipmiTKiB (xyomui BikoBol cTafil TanHepa 11 i cTapimii Ta giByaTa, y SKUX NpUHAUMHI
OJVH PiK HassBHUU MEHCTPyaJIbHUY UUKJII) BiKOM 10—17 pOKiB 3 reT€pO3Ur0OTHOIO CIMENHOI0
rinepxonecTepuHeMi€l0 peKOMEHI0OBaHa 3BMYaliHa [T0YaTKOBa q03a CTaHOBUTh 10 Mr 1 pa3 Ha moly,
BBeuepi. [1o movyaTKy JIiKyBaHHS CUMBACTaTUHOM [iTAM Ta IMiAJIiTKaM CJIif NIPU3HAYUTU CTaHAAPTHY
X0JIeCTEPUHO3HUKYBAIbHY [HI€TY, K01 CHIi JOTPUMYBATHUCH IIif Yac JiKyBaHHS CUMBACTaTAHOM.

PexomenpoBaHi go3u - 10—40 mr Ha 0o0y; MakcuMasibHa peKOMeHIoBaHa 03a CTaHOBUTH 40 MT Ha
noOy. [lo3y crig migbupaTy iHAUBigyanbHO, 3TiMHO 3 METOIO JTIIKYBaHHS, 3a PeKOMeHAallisIMu
nikyBaHHA y nefiaTpii (muB. po3pinu «®apmakoguHaMmika» Ta «OcoOnMuBOCTI 3acTocyBaHHA»). I1ig6ip
03U CJIif IIPOBOOUTH 3 iHTepBasaMu B 4 TUXKHIi abo Oinbire. [[ocBig 3aCTOCYBaHHS IIpenapary giTAM
npenybepTaTHOTO BiKy 00MeXeHUH.

Besneka Ta eeKTUBHICTh 3acTOCyBaHHSA 003 noHax 40 Mr Ha #o0y HiTAM 3 reTepO3UT0THO0



ciMelHOI0 TinepxonecTepruHeMiel0 He BUBYaIuCs. [J0BrOCTPOKOBa e(peKTHUBHICTh Teparlil
CMMBaCTaTUHOM y OIUTUHCTBI AJIs 3HUXKEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI y IOPOCTIOMY Billi He
BCTaHOBJIEHA.

Himu.

Besnexy Ta e@eKTUBHICT 3aCTOCYBaHHSI CUMBACTATAHY g nauieHTiB BikoM 10-17 pokis i3
reTepO3Ur0THOIO CIMEMHOI0 TinepinifeMiero OLiHIBalId ¥ KOHTPOJIbOBAHOMY KITIHIYHOMY
OOCITiI?KeHH] 3a y4acTIO XJIOMYKKiB BikKOBOi cTafil TanHepa II Ta migmiTKiB-miBUaT, y IKUX
moHakmeHIe 1 pik Tomy novanucst MeHcTpyaitii. ITpodins mobiuynux epeKTiB y maIieHTis, AKi
IpuiMany CUMBacTaTHH, OyB MOAIOHKY 0O TAaKOro y MAallieHTiB, SKi mpuiimany nianebo. [Jo3u GinmbIine
40 Mr He HOCTiAXKYyBajy y Uik IPyIIi mamieHTiB. Y gocnigkeHHi He 0yi10 3adikCcoBaHO BILIMB
CMMBaCTaTUHY Ha PiCT Ta CTaTeBUil PO3BUTOK MiJJIiTKiB, @ TAK0XK Ha TPUBAJIICTh MEHCTPYaJIbHOTO
ITUKITy ¥ OiBYATOK (OuB. po3minu «Crocib 3acTocyBaHHsS Ta Ho3u», «I106iuHi peakirii»).

[iBuaTa MaioTh OyTH IpPoiHPOPMOBaHI 1040 HEOOXiAHOCTI KOHTPAIleNlil IpX 3aCTOCYyBaHHI
CAMBaCTaTUHY.

3acToCyBaHHS CHMBACTATUHY He OOCIIAXKYyBaJX y IalieHTiB BikoM 10 10 pokiB, a TakOX y AiBYATOK, y
SIKWX IIe He T0YaIucs MeHCTpyaliil.

g nauieHTiB BikoM 10 18 pokiB edeKTUBHICTE Ta Oe3MeKy He OOCigKyBaly IPOTATOM IIepiofiB
JIIKyBaHHS TPUBAJICTIO foBIIe 48 TUXKHIB. BIIIMB JOBrOTPUBAIOr0 3aCTOCYBAHHS Ha (i3NYHUY,
IHTeJIeKTyaJIbHUU Ta CTaTeBUU PO3BUTOK HEBIAOMUU.

Ilepedo3yeanHs.

Ha ne#1 yac BigoMo IIpo KijbKa BUIIA[KIB l1epefo3yBaHHs, MaKCUMaJlbHa IPUMHSATA [03a
cTaHoBuma 3,6 T; IpH IIbOMY Y KOIHOTO 3 Malli€HTiB He BUSBIIEHO ClIenU(piYHUX CUMITOMIB.
Yci marnientu onyxanu 60e3 yCKIafHeHb. Y pasi nepemo3yBaHHSI HEOOXiIHO TPOBOAUTHU
CHMIITOMATUYHi 1 MigTPUMYI0Yi 3aX0[X, OCKIJIbKY CIIeIU(}ivHOr0 TiKyBaHHS HEMAE.

ITobiuni peakuii.

YacToTa HUXK4Ye3a3HAYEHUX IMOOIYHUX SBHUII, IPO SKi MOBIMOMUIIH ITiT Yac KIIiHIYHUX OOCITiIXKeHb
Ta/abo y mepiod MOCTMapKETUHTOBOTO 3aCTOCYBaHHS, Kilacu(dikKoBaHa 3a OLIHKOIO iXHiX PiBHIB y
IIPOIIECi BeJTMKUX IOBrOTPUBAIUX IIalle00-KOHTPOJILOBAHUX KITIHIYHUX JOCHIiAKeHb, BKIodanyu HPS
Ta 4S 3 yuacTio BignosigHO 20536 Ta 4444 nauieHTiB (guB. po3min «dapmakoguHaMika»). Y HPS
Big3HauaNucs TiMbKU cepio3Hi mobiuHi SBUIIA, a TAKOXK MianrTis, migBUIIeHHS TpaHCcaMiHas3
CHPOBATKM Ta KpeaTHHKiHa3u. Y 4S 3anucyBanuch yci 3a3HadyeHi HUK4e noOiuHi fBuma. Ao y
TIpoleci IUX [OCTigXKeHb PiBHI pu mpuitoMi cuMBacTaTuHy Oy HUXK4Yi abo mopibHi mo Tux, 1o i npu
npuiiomi nnare6o, Ta O6ynu momiOHi CIIOHTAHHI TOBIHOMIIEHHS IIPO SBUIIA, SKi MaIu 00T pPyHTOBaHUM
IPUYUHHUIM 3B’S130K, 1Ii M06iuHi gBUIa KnacudikyBaauch IK pigkicHi.

Y nponeci gocnigxenus HPS (mus. po3min «®apMakoguHaMika») 3 ygacTio 20536 malieHTiB, IKi
npuiiManu 40 Mr/go0y cuMmBacTtaTuHy (n=10269) a6o mnarebo (n=10267), mpodini 6e3nexu Oynu



IIOPiBHSHHUMM Y IaIli€HTIB, SKi IpHMany CUMBaCTaTHH, Ta MallieHTiB, SKi npuiiManu mianebo y
CepegHLOMY MPOTSATOM 5 POKiB JocTimKeHHs. PiBHI mpunuHeHHS y4yacTi yepes nobiyni edexktu O6ynu
nopiBHIHHUMHU (4,8 % y maifi€eHTiB, ki npuiiManu cuMmBacTatul 40 mr, Ta 5,1 % y namieHTiB, sKi
npuiiManu miane6o). Yactora mionarii cranoBuna < 0,1 % y marmieHTiB, siKi mpuiiMany CUMBaCTaTHH.
[TinBuieHHs TpaHcaMiHa3 (>3 pa3iB Buile BMH, mifTBepaxeHe IIOBTOPHUM aHasli3oM) Bigbynoch y
0,21 % (n=21) naieHTiB, 9Ki npuriManu cuMBacTaTuH, MopiBHIHO 3 0,09 % (n=9) mamieHTiB, gKi
mpuiiManu mnnaue6o.

Kareropii yactotu nmobiynux siBuil: gyxe gacto (> 1/10), gacto (= 1/100, < 1/10), HeyacTo (=
1/1000, < 1/100), pigko (= 1/10000, < 1/1000), oy=xe pigko (< 1/10000), yactoTa HeBigoMa (He
MOXKHa ITifpaxyBaTy 3a HasAsBHUMU NAaHUMU).

3 60Ky KPOBi Ta mimMbaTruHOi cucTeMu. Pidko: aHeMis.

3 6oky imMyHHOI cucTemu. [Jyoce pioko: aHadimakcis.
3 6oky ncuxiku. [Jysce pioko: 6e3coHHs. Hegidomo: mempecis.

3 60Ky HEPBOBOI cucTeMU. PiOko: TOnoBHUM Oiflb, TapecTesis, 3aaMOpPoYeHHs, TepudeprudHa
Heliponartis. [yowce piOko: IOTipIIeHHS TaM’ATi, MiaCTeHis rpasic.

PecmipaTopHi, TopakanbHi Ta MegiacTUHAILHI HopyIeHHs. HegidoMo: iHTepCTHIIialbHa XBOpPoOa
nereHiB (guB. po3min «OcoGIUBOCTI 3aCTOCYBAHHS»).

3 6OKy IITYHKOBO-KMIITKOBOT'O TPAKTY. Pi0ko: 3anop, abgoMinanbHui 6isib, METEOPU3M, OUCIIENCis,
miapes, HygoTa, 67I0BaHHS; ITAHKPEATHT.

3 6OKy IeYiHKM Ta XKOBYOBUBIIHUX HIIAXIB. PiOKO: TenaTUT/XKOBTIHUILSA. Jysce pioko: neTanbHa Ta
HeJleTa/IbHa I1€4YiHKOBa HE[OCTATHICTE.

3 6OKy IIKipy Ta MigMKipHUX TKaHWH. Pi0Ko: BUcunaHHs, cBepOixk, anomenis. [Jyace pidko:
JIiXeHOITHUY JTiIKapChbKUY BUCHIL.

3 6OKY CKeJIeTHO-M SI30BOT'0 alapaTty Ta CIIOAYYHOI TKaHWHU. Pi0Ko: MiomaTtis* (BKIIOYal4uu
Mio3uTH), pabooMiosi3 3 HUPKOBOI HeloCTaTHICTIO abo 6e3 Hel, MianTisi, M'930Bi cla3Mu, CyIOMH,

MiO3UTH, MOJiMiIO3UTH. [Jyorce piOKo: PO3PUB M’ S3iB.

* [1ig 4yac KIIiHIYHUX OOCTIiIXKEeHb MiolaTisl YacTillle BUHUKasa y Mali€HTiB, K1 IpuiMaiu
cuMBacTaTHH B [03i 80 Mr Ha o0y, MOPiBHSHO 3 MallieHTamMy, sKi mpuriManu 20 mMr Ha fo6y (0,1 %
npotu 0,02 % BigMmoBigHO).

Hegi0omo: TeHnuHONaTIs, iHOMI yCcKIagHeHa po3puBaMu, (IOHM)**,

** [lyxke pigko crocTtepiranucs unagku IOHM, ayToiMmyHHOI MiomaTil mmig 9ac abo micis miKyBaHHS
cratuHamu. IOHM KITiHIYHO XapaKTePU3YETHCS CTiMKO0 C1a0KiCTI0 TPOKCUMaIbHUX M's13iB i
MigBUIIEHHSIM PiBHS KpeaTHHKIHA3U B CUPOBATL KPOBI, AKi He 3HUKAITh HEe3BaXKaluyu Ha
IPUNIMHEHHS IPUIOMY CTATUHIB, 03HaKaM{ HEKPOTUYHOI MiomaTii Ha 6iomcii M’g3iB 6€3 3HAUHOT0
3arajieHHs, MOJNIIeHHSM IIPU 3aCTOCYBaHHi iMyHOmenmpecuBHUX 3aco0iB (guB. po3min «Oco0auBOCTI
3aCTOCYBAHHS»).

3 00Ky penpOOYKTHUBHOI CUCTEMH Ta MOIOYHHUX 3a103. [lyKe pifiko: TiHeKoMacTisi. Hegidomo:
epeKTuIbHa TUCHYHKITIS.



3 00Ky opraHiB 30py. Pi0Ko: 3aTyMaHEHHS 30pY, MMOPYIIEHHS 30py. [Iyace pidko: ouHa MiaCTeHis.

3arabHi po3fiafy Ta NOPYIIEHH y Miclli BBefleHHd. PiOko: acTeHid. 3pifgKa IOBIAOMIISANIN IPO
BUIMAOKYU BUPAXKEHOI0 CUHAPOMY TillepuyyT/IMBOCTI, 10 BKJIIOYaB [esKi 3 TAKUX IPOSIBiB:

AHTiOHEBPOTUYHKY HAOPSK, BOBUAKOIMOMIOHMY CUHIPOM, peBMAaTHYHA IOTiMiarisi, ;epMaTOMiO3uT,
BACKYJIiT, TPOMOOIIUTOIIEHisI, €03UHOMIITist, 30i/bIIIeHHS BUAKOCTI ocimanHs eputpouuTis (IIIOE),
apTPHUT i apTpanris, KponuB sHKa, poTocencubinmizalis, rapsyka, MPUIIJIABY, 3aJUIIKA Ta CT1aOKiCTh.

BrnnuB Ha pe3ynbTaTy 1a60pPAaTOPHUX Ta iHCTPYMEHTATbHUX HOCIiIKEHb.

Pioko: 30inblIeHHs piBHS TpaHCaMiHa3 y CUPOBATI KPOBi (anaHiHaMiHOTpaHCchepasy,
acrnaprataMiHoTpaHcdepasu, y-TyTaMinTpaHcnenTuaasu) (auB. po3ain «Oco0nMMBOCTi 3aCTOCYBaHHS.
BrnnuB Ha mediHKy»), MigBUIEHHS PiBHSA NTykKHOI pocdaTasu, MiABUILIEHHS PiBHSI CHPOBATKOBOI
KpeaTuHKiHa3u (OuB. po3Min «Oco6IUBOCTI 3aCTOCYBAaHHS»).

[Tpu npuiiomi cTaTHHIB, BKIOYao4Yu Ba3unin®, moigomnsnu npo migsuiieHHs HbAlc Ta piBHIB
TJIIOKO3U CHPOBATKM B CTaHi HaTIIeE.

Bynu noBimoMeHHS PO MOPYIIEHHS KOTHITUBHOI QyHKIII (HapuKiaz, BTpaTa IaM’ sri,
3a0yObKyBaTiCTh, TIOPYIIEHHS ITaM’gTi, CIIIyTaHICTh CBiOMOCTI), TIOB’g3aHi i3 3aCTOCYBaHHSIM
CTaTHHIB, BK/II0Yal04y CUMBACTATHUH. Y I[iIOMY BUNIAAKU Oy HECEPHO3HUMU Ta 00OPOTHUMHU ITiCIIs
IIPUNIMHEHHS [IPUMOMY CTAaTUHY; Yac OO0 IT0YaTKy II0SBUA CHUMIITOMIB (Bif OMHOTO OHS A0 KiJIbKOX POKiB)
Ta 3HUKHEHHS CUMIITOMIB (Y cepefHbOMY 3 TUXHi) OYB pPi3HUM.

[TonaTkoBi mobivyHi edhekTH, sIKi cmocTepiranucs micas TPUNHOMY NesSKUX CTAaTUHIB:

- MIOPYIIEHHS CHY, y TOMY 4MCJIi 0€3COHHS Ta HiuHi XKaxu;
- CcTaTeBa OUCQYHKIS;

- IyKpoBUM fiabeT: YacToTa 3ajIeKUTh Bil HASBHOCTI/BiICYTHOCTI (aKTOPiB pU3UKY (piBeHb
ITII0KO03H4 HaTile = 5,6 MMons/n, IMT >30 Kkr/M°, migBuINleHNi piBeHDb TPUTIIiIEPU/IiB, apTepianbHa
rinmepTeH3is B aHaMHe31i).

ity Ta migmiTky (BikoM 10-17 pokiB)

Y nporeci 48-TuXHEBOT0 JOCTIAXKEHHS 3a Y4acCTIO [IiTed Ta MigIiTKiB (X70mYuKy BiKoBOI cTapil II 3a
TaHHEPOM 1 cTapllle Ta fiBYaTa, B SIKAX IIpUHANMHI OOUH PiK HasiBHUU MEHCTPYyaJIbHUU LIUKII) BIKOM
10-17 pokiB 3 reTepO3UTr0OTHOIO CiMEHHOIO TinmepinigeMiero (n=175) npodins 6e3mexu Ta
IIepeHOCUMOCTi y TallieHTiB, SKi MpuiManyd cuMBacTaTUH, OyB 3arajioM MOJiOHUMN OO TAaKOTO y
TallieHTiB, SKi mpuiiManu mianebo. [[OBroTpuBaauil BIJIMB Ha GQi3WYHUM, PO3YMOBUM Ta CTaTEBUN
PO3BUTOK HeBimoMuii. HeMae mocTaTHBOI KiTbKOCTI laHUX IIiCJIT OMHOT'O POKY JIiKyBaHHS (IUB.
po3minu «OcobmuBOCTi 3acToCyBaHHSI» Ta «Cr0ci0 3aCTOCYBaHHS Ta JO3MU»).

[ToBimomIeHHS PO Mimo3pioBaHi mMo6iYHI peakirii

[ToBimomneHHs mpo mo6iuHi peakiril micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IMBe 3HAYEHHS.
Lle nae 3MOry IPOBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI IbOTO
JiKapchbKOro 3acoby. MeguyHuM Ta ¢apMalleBTUYHUM IIpalliBHUKAM, a TAKOXK IalieHTaMm abo ix
3aKOHHUM ITpe[CTaBHUKAM CJIif] IOBiTOMJISITH TIPO YCi BUMTAAKHU IiI03PI0OBaHUX MOOIYHUX Peakllii Ta
BifCcyTHOCTI e(peKTUBHOCTI NTiKapchKOro 3aco0y yepe3 ABTOMaTH30BaHYy iHGOpPMaIliliHy CUCTEMY 3
(dbapMaKoHarnsany 3a nocunaHHaM: https://aisf.dec.gov.ua.



Tepmin npudamuocmi.

3 POKH.

YMoBu 30epiranHsi.
36epiraTu B opuriHaibHiN yIAKOBII pu Temrepatypi He Buie 30 °C.

30epiratu y HeJOCTYIIHOMY OJIS1 OiTeM MiCIi.

YnakosBka.
Tabmetku mo 10 mr: mo 7 TabneTok y 6micTepi, mo 2 abo mo 4 6rmicTepu y KapTOHHIN KOPOOIIi.

Tabnetku 1o 20 Mr: mo 7 TabmeTok y OmicTepi, mo 2 a6o 1o 4, a6o mo 12 6GicTepiB y KapTOHHIK
KOpOOT1Ii.

KaTteropis Bigmmycky. 3a penenTtom.

BUpPOOHHK.

KPKA, n.n., HoBo mecto, Cnosenist/ KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micls MpoBaIXKeHHs HOro Tis/IbHOCTI.

[IImap’emika necta 6, 8501 HoBo mecto, CrnoBeHisi/ Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



