TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

BA3WIJIIII®

(VASILIP®)

CKkn1ao:
0itoya pe4oB8uHAa: CUMBaCTaTHH;
1 TabneTka, BKpUTA ITiIBKOBOIO 0007I0HKO0, MicTUTh 10 Mr a6o 20 Mr cuMBacTaTUHY;

0onoMidCHI peuoBuUHU: TAKTO3W MOHOTIIpaT, KpoXMaJlb IipeXkelaTuHi30BaHUM, Oy TUTiAPOKCiaHi30M
(E 320), kucnora nuMoHHa 6€3BOOHA, KMCJI0Ta aCKOpOiHOBa, KpOXMaJjlb KYKYPYO3SHUM, IeJII0J103a
MIKpPOKpUCTaliyHa, MarHilo cTeapar;

TJ1iBKOBa 000JIOHKA: TiTpoMeso3a, TajbK, MIPOIieHTIiKoIb, TUTany miokcun (E 171).

JIikapceka ¢opma. TabreTKy, BKPUTI MIiBKOBOIO 000JIOHKOIO.

OcHosHi (i3uko-ximMiuHi 81acmugocmi: KPyTii, 37erka ABOOIYKI, 017I0T0 KOIbOpy TabIeTKH,
BKPUTI IJTiBKOBOIO 000JIOHKOIO, 3i CKOIIEHUMHU KPasiMu.

®dapmakoTepaneBTHYHA IpyIa.
l'inonimimemiuni 3acobu, MoHOKOMITOHEHTHi. [HribiTopu 'MI'-KoA-penykTasu.

Kopm ATX C10A AO01.

dapmako102iyHi 8 1acmueocmi.
®apmakoduHamika.

[Ticrsg mepopanbHOTO MPUMOMY CUMBAaCTaTHH i3 HEAKTUBHOI'O JIAKTOHY TigpPOJIi3y€EThCA ¥ MEeYiHIi 70
BiAITIOBigHOI aKTUBHOI O€Ta-TiIPOKCUKUCIOTHOI (OPMHU, TKa Ma€ IOTYKHY aKTUBHICTh y TalIbMyBaHHi
I'MT-KoA-penykTa3u (3-rigpokci-3-MeTun-rayTapuil KoeH3uM A penykTasu). Lle depMeHT KaTamnizye
nepetBopenHs 'MI'-KoA Ha MeBasioHaT (MoYaTKoBa i JimMiTyo4a cTapil 6i0CUHTE3y X0JIeCTePUHY).



[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

CuMmBacTaTuH f106pe BCMOKTYETHCS i MiNaeThCsl €KCTEHCHUBHIM eKCTPaKIIil y meuiHIi npu
IIePBUHHOMY IIPOXO[XKeHHI. EKCTparyBaHHd y IeYiHIli 3aJIe2XUTh Bifj I€YiHKOBOIO KPOBOTOKY.
[TediHKa € OCHOBHUM MiclieM fiil akTuBHOI popmu. [Ticis mepopanabHOT0 MPUIOMY CUMBaCTaTUHY
HasIBHICTh 0eTa-TiAPOKCUKUCIIOTH Y CUCTEMHOMY KPyT000iry CTaHOBUTH MeHIIe 5 % O03H.
MakcuMasnbHa KOHLIEHTpalliss aKTUBHUX iHTiOITOPIB y my1a3Mi KPoBi focATaeThCsl MPUOIU3HO Yepes
1-2 roguHu micng IpurioMy cuMBacTaTHHY. CylyTHE BXKUBaHHSA 1XKi He BIIJIUBA€ Ha
abcop61ito mpemapary.

dapMaKOKiHeTHYHI JOCTiIXKEeHHS IpUitoMy ofHiel abo KiTbKOX 103 CUMBACTaTHHY ITOKa3ay, 110
nicys 6araTopa3oBOro MpUUOMY IpernapaTy He BimOyBaeThCs HaKOMMYEHHS JTiKapChKOTro 3aco0y.

Po3noodin

3B’sI3yBaHHS CUMBACTaTUHY Ta MOTO aKTUBHUX MeTa0O0iTiB 3 OilkaMu ma3Mu KpPOBi CTaHOBUTH = 95
%.

BusedenHs

CumBacratuH € cyoctpatoM CYP3A4. OcHoBHMMEU MeTaboJIiTaMy CUMBaCTaTUHY Y IIJIa3Mi KpOBi
monuHY € 6eTa-TifpoKCUKUCIoTa Ta 4 momaTKOBi akTuBHI MeTabomitu. [Ticis mepopanbHOTO IPUioMy
CUMBaCTaTUHY, MiY€HOTr'0 paAioakKTUBHUM i30TomoM, 13 % mpemapaTy BUBOOUTHCA i3 cedero 1 60 % 3
dekanisiMu npotaroM 96 roguH. PeyoBuHa, 3HaleHa y GheKanisax, aBise co00i0 YaCTUHY
ancop6oBaHOTO JTiKapChKOro 3acoly, 10 BUBOOUTLCS 3 JKOBYIO, Ta YaCTUHY IIpelapary, 1o He
abcopOyBanacs. [licig BHYTPITHEOBEHHOTO BBeleHHS MeTabo0/IiTy 6eTa-TifpOKCUKUCIIOTH HOT0
nepion HamiBpo3maay CTaHOBUTH 1,9 roguuu. Y cepegubomy nutie 0,3 % BHYTPIIIHbOBEHHOI T03U
BUBOJUTLCS i3 ceuero y Gpopmi iHTibiTOPiB.

CHUMBaCTaTUH aKTUBHO 3aXOILJIIOETHCS TellaToOIMTaMHU 3a mommoMoror Hocis OATP1B1.

CuMBacTaTHH € Cy6CTpaToM edIIIOKCHOTO HOCis 6i/Ika pe3UCTEHTHOCTI paKy MOJIOYHOI 3371031
(BCRP).



[NarieHTH 0COOIUBUX TPV

ITonimopgiam SLCO1B1

Y HociiB aneni ¢.521T>C reny SLCO1B1 cnocTepiraeTbcsi 3MeHIIeHa akTUBHICTb Oinka OATP1B1.
Cepepnns exkcno3utlis (AUC) roioBHOT0 aKTUBHOTO MeTabOoJIiTy - CHMBaCTaTUHOBOI KUCJIOTH -
ctanoBUTh 120 % y retepo3urotaux HociiB (CT) aneni C i 221 % y romosurotaux (CC) HOCIiB,
IIOPIBHAHO 3 IallieHTaMU, sKi MaloTh HaunomupeHimui reHotun (TT). Anens C y eBpONenChbKii
IOMyJIALil BUHUKAE 3 4acTOTOI0 18 %, mpu 11boMy roMo3uroTHuY reHotunt CC BUSABNIAIOTH i3 94aCTOTOIO
1,5 %. YV nauienTis i3 nonximopgizmom resa SLCO1B1 icHye pu3uK MigBUILleHO] €KCIIO3HUIIil
CHMBaCTaTHHOBOI KMCJIOTH, IIJ0 MOXKe 30iIbIIyBaTh PU3UK PO3BUTKY pabmoMioni3y (OuB. po3min
«Oco6MMBOCTI 3aCTOCYBaHHS»).

Kniniuni xapakKTepuCTHKH.

IToka3auHs.

l'inepxonecTepuHeMis

JIikyBaHHS IEPBUHHOI TinepxojiecTeprHeMil abo 3MilltaHol AuUCIimigeMii, K TOIOBHEHHS [0 Oi€TH,
KOJIY BifITIOBifb Ha Mi€Ty Ta iHII HeMeOWKaMeHTO3Hi 3aco0u JTiKyBaHHA (Hanpukiaf, GpisuyHi BOpasu,
3HUXKEHHS MacCH Tijla) € HeJOCTaTHhOIO.

JIikyBaHHSI TOMO3UTOTHOI CiMelHO] rinepxojiecTepruHeMil, SIK IOMOBHEHHS [0 TIETH Ta iHIIOTO
TNig03HKWKYBaIbHOTO JIiIKyBaHHS (HanmpuKiaf, abepesy JinifiB HU3bKOI MITBHOCTI), SIKIIO TaKi
METOAY JIiKyBaHHS HE € IPUNHITHUMHU.

CepiieBo-cyouHHA TpodiTakTUKa

3HUKEHHST CepleBO-CyIUHHOI CMEPTHOCTI Ta 3aXBOPIOBAHOCTI Y MAIiEHTIB 3 SBHOIO
aTepoCKIepPOTUYHOI0 CEPIIEBO-CYANHHOI0 XBOP0OO0I0 ab0 IyKpOBUM AiabeToM, 3 HOpMalbHUMU a0
NiABUIIEHNMU PiBHAMU XOJIE€CTEPUHY, K JOJaTKOBa Tepamis A KOpeKlil iHImmX (akTopiB PU3UKY Ta
[0 iHIIOl KapAiOMPOTEKTUBHOI Teparmil (ouB. po3aisn «®apMaKoIoriyHi BIaCTUBOCTI»).

IIpomunoka3aHHs.
linepuyTnuBiCTh MO CHMBACTATUHY ab0 [0 Oyab-sIKOTO iHIIOTO KOMIIOHEHTA IIperapary.

3axBOpIOBAHHS NEYiHKM Y TOCTPiit cTafii abo cTilike migBUIeHHS PiBHSA TpaHCaMiHa3 y CHPOBATII
KPOBi HEBIIOMOTO I'eHe3Y.

CynyTHi#t mpuiioMm notyxHuux inriéiTopis CYP3A4 (npenaparis, mo 36inpuryiors AUC npuGnusHo
B 5 pasiB abo Oinbllle), TakKuX K iTpaKOHA30J1, KETOKOHA30JI, T0CaKOHa30JI, BOPUKOHA30J1, iHTibiTopu
BlJI-mpoTtea3wu (Hanpukian, Hendinagip), Oomenpesip, Telanpesip, epPUTPOMIITNH, KITaPUTPOMIITHH,
TemTpoMinuH, Heha30d0H, Ta JIiIKapCchbKUX 3ac00iB, 110 MiCTSATH KoOirucTaT (OuB. po3minu «B3aeMomis
3 iHImMUMM NTiKapchKUMU 3acobaMu Ta iHII BUAM B3aeMOZAi» Ta «OCOOIMBOCTI 3aCTOCYBaHHSI»).

CynyTHil npuiiom reM¢piépo3umy, HUKI0CIOpuHYy abo maHa301y (IuUB. po3ninu «B3aeMomis 3
iHIMMUMY TiKapchKUMU 3acobaMu Ta iHII BUAYM B3aeMOii» Ta «OCcOOIMBOCTI 3aCTOCYBaHHS»).



BaritHicTs abo nepion rogyBaHHS TPYONI0 (OUB. pO3MOin «3acTOCYyBaHHS Y Iepiofl BariTHOCTI abo
TOAyBaHHS TPYANI0»).

[TarieHTaM i3 rOMO3UTOTHOIO CiMelHOIo rinepxonectepureMieto (I'oCIl'), ki omHOYACHO
OTPUMYIOTh JIOMiTalif i cuMBacTaTUH y mo3ax Oinbire 40 Mr (ouB. po3minu «B3aemonis 3 iHmuMu
JMiKapCbKUMU 3aco0aMu Ta iHII BUAU B3aeMOfin», «OcoOIMBOCTI 3acTOCyBaHHS» Ta «Crmocio
3aCTOCYBaHHS Ta JO3W»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
B3aeMogpito BuBYanu ullle y JOPOCIIUX.

IexinbKa MexaHi3MiB fiii 1iKapchKoro 3aco0y MOXKYTh CIPUSTH IOTEHLINHIN B3aeMofii 3 iHriGiTopamu
'MT-KoA-penykrasu. JlikapcbKi 3acobu Ta IperapaTyd POCIMHHOTO IIOXOAKEHHS, SIKi TaIbMyIOTh
nesiki mil hepmenTiB (Hanpuknan, CYP3A4) Ta/a6o TpaHcnopTepa (Hanpukiaza, OATP1B), MoXyTb
30iTBIIUTY KOHLIEHTPAIL[il0 CMMBACTaTUHY Ta CUMBACTAaTHHOBOI KHMCJIOTH B IIJIa3Mi Ta IIPU3BECTH [0
TiBUIIIEHHS PU3UKY MiomaTii/pabmomiorizy.

3BepHITHCSI 0 IHCTPYKIiH /I MEIUYHOT'0 3aCTOCYBAaHHS BCiX 0THOYACHO 3aCTOCOBYBAaHHX
JKapChKHX 3aC00iB [/IsT OTPHMAaHHSA JOAAaTKOBOI iHpopMaliii mpo iXx moTeHIiHHy B3a€MO/il0
i3 cuMmBacTaTuHOM Ta/a00 3MiHH, sIKi MOXYTh BinOyBaTHCs 3 pepMeHTaMH ado
TPaHCHOPTEPaMH, Ta MOK/IMBEe KOPHT'YBaHHSI JO3HW H PeKHMiB 3aCTOCyBaHHSI.

dapmakoOuHamiyHi 83aemo0ii

B3aemoodis 3 einoainidemiuHuMu aikapcvKumu 3acobamu, sKi npu nputioMi OKpemo MoHicymb
cnpuyuHumu mionamiro

Pu3uk po3BUTKY MiomnarTil, BKI04a04u pabnoMioi3, 30i1bHIyeThCs IPYU OGHOYaCHOMY 3aCTOCYyBaHHI
cUMBACTaTHHY 3 ¢pibpaTamu i HianuHOM (HiKOTMHOBa KucnoTta) = 1 r/moby. Okpim Toro, icHye
dapMakoKiHeTUYHa B3aEMOTis 3 reMpibpo3uoMm, 110 TPU3BOAUTH OO0 30iNbIIeHHS PiBHSA
CUMBaCTaTUHY Y Ij1a3Mi KpoBi. Hemae K0gHOr0 f0Ka3y, 110 IPX OGHOYaCHOMY 3aCTOCYBaHHI
CHMBacCTaTHHY i heHo(DiOpaTy pU3UK PO3BUTKY MiomaTii BUIIUH, HiXK ITPX 3aCTOCYBAHHI IIUX
npemnapartiB okpeMo. [Ilogo iHmmx ¢idpaTiB - HeEMa€e HaleXKHUX JaHUX 3 papMaKOHArIAnay i
(dapMaKOKiHEeTUKHU. Y TOOAMHOKUX BUNlaKaX BUHUKHEHHS MiomaTil/pabmoMiosii3y acouiloeThCs i3
CYMiCHMM 3aCTOCYBaHHSIM CMMBACTATUHY Ta JIMi03HUXKYBaIbHOI 703U = 1 r/mo0y HiauuHy (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

®apmakoKiHemuy4Hi 83aemo0ii

PexomeHnpanii o5l 3acTocyBaHHS 3ac00iB, III0 BCTYIAIOTh Y B3aEMOZIi10, HaBeIeHO y TabNulli HuXK4e
(ouB. TakoxX po3minu «IIpoTunoka3aHHs», «OCco6IMBOCTI 3aCTOCYBaHHI» Ta «Crocib 3aCcTOCyBaHHS
Ta JO3U»).

B3aeMofiis 3 iHIMMMY JTiKapChKUMM 3aC00aMHu, 110 aCOINIOETHCS 3 MiIBUIIEHUM PU3UKOM
Mionartil/pabmomioni3y
Pe4yoBHHY, 1[0 BCTYNIAIOTh Y B3aEMOLII0 ||PeKOMeHJIaU;ﬁ




[TotyxHi iuribiTopu CYP3A4: [IPOTUIIOKa3aHe 3aCTOCYBaHHS pPa30M i3 CHMBACTaTUHOM
iTpakOHA301

KEeTOKOHA30J1

[103aK0HAa30J1I

BOPUKOHA30J1

ePUTPOMIIIUH

KJTapUTPOMIIIH

TEeJIITPOMIIINH

inri6iTopu BlJI-mpoTeas3u (HendiHagip)
OolenpeBip

TeJanpesip

Heda30goH

[[MKJIOCIIOPUH

maHa30J1

reMbiopo3un

[a1mi pibpaTy (32 BUHITKOM He IIepeBUILYBaTH IOAeHHOI 03U 10 MI cUMBacTaTUHY
benodibpaTy)
dy3ugrHOBa KMCIIOTA He PEKOMEHMIYETHCS i3 CUMBACTaTUHOM

HiaiuH (HIKOTUHOBa KHCJI0Ta) He peKOMeHOyeThCI MPU3HaYaTU Pa3oM i3

(= 1 r/mo0y) CHMBACTAaTHHOM IaIliEHTaM MOHTOJIOIOHOI pacu
AmiomapoH He repeBullyBaTy 20 M CUMBacTaTHHY Ha 000y
QAMJIOOUIIIH
Beparnamin
nunTiaseM
ebacsip
rpas30IpeBip
[lanToMilluH He peKOMeH[yeThCd NPU3HaYaTh 13 CUMBACTAaTUHOM
JToMiTarmig [Tamientam i3 'oCI' cuMBacTaTUH MPU3HAYalOTh y [03i
He Buie 40 Mr Ha 700Y.

['peindpyTOBUH CiK ||_peK0MeH11013aHo YHUKATHU BXKUBAHHS

Bnaus iHwux aikapcvkux 3acobi8 Ha cCuMB8acmamuHx

B3aemooii 3 yuacmio CYP3A4

CumMmBacratuH € cyoctpaTtoMm muroxpomy P450 3A4. [ToTyxHi iHribiTopu uutoxpomy P450 3A4
iABUINYIOTh PU3UK BUHUKHEHHS MiomarTii Ta pabmomiosnidy BHACTIIOK 3poCTaHHs KOHIeHTpalii I'MI -
KoA-penykTa3u y mia3mi mmif yac Tepamnil cuMmBacTaTuHoM. [[o TaKux iHTiOiTOpIB HanexkaTh
iTpaKOHa30/, KEeTOKOHA30JI, ITI0CAKOHA30JI, BOPUKOHA30J1, EPUTPOMIIINH, KIIaPUTPOMIILINH,
TenmiTpominuH, iuribiTopu BlJI-mpoTea3u (Hampukiap, Hendinapip), OouienpeBip, Temanpesip Ta
HedazomoH. CymyTHil IPUOM iTpaKOHa30 Ty IPU3BOAUTE 10 3POCTAaHHS €KCIIO3UIlil CUMBaCTaTUHOBOI
KUCJIOTH (AKTUBHOTO MeTabomiTy 6eTa-rimpokcukucioTu) 6inbiie HixK y 10 pasis, TemiTpoMiuuny -
Ginbie Hixk y 11 pasis.

KowmbiHaris 3 iTpakoHa3010M, KETOKOHA30JI0M, II03aKOHA30JI0M, BOPUKOHA30J10M, iHribiTopamu BIJI-
npoTtea3u (Hendinagip), 6ouenpeBipoM, TenanpeBipoM epUTPOMIIIUHOM, KJTaPUTPOMIIITHOM,
TeTPOMIIIMHOM, He(a30q0HOM, a TaKOX i3 reMdpiOpo3nIoM, IMKIIOCIIOPHHOM Ta HaHA30JI0M
IPOTUIIOKA3aHa (AuB. po3min «[IpoTunokasaHHg»). AKII0 TiKyBaHHS MOTYKHUMH iHTiGiTOpaMu
CYP3A4 (npemnapaTtamy, 1o 36inemryiors AUC y 5 pasiB abo 6inbilie) HEMOKINBO YHUKHYTH, TEPAIIiio
CHMBACTATHHOM MOTPIOHO MPUIIMHUTH Ha Yac IPOBeIeHHs KypCy JIiKyBaHHS. 3aCTOCYBAaHHS
CUMBACTATUHY 3 [eSIKUMU iHIIUMU MeHII MOTyKHUMU iHribiTopamu CYP3A4 (drmokoHazonom,
BepaIaMisioM i JuITia3eMoM) CJIif IPOBOAUTH 3 00epexkHiCTIO (quB. po3minu «OcoO0IuBOCTI



3acTocyBaHHSI» Ta «Crocib 3aCTOCyBaHHS Ta IO3U»).
@ a10K0HA301

3pigka moBimoMIISIIOCS PO BUIAAKKM BUHUKHEHHS pabooMioni3y, 0 acolitoBaBcs i3 CynyTHIM
IPUHAOMOM CUMBACTATUHY Ta (JIIOKOHA30JTy (OUB. Po3min «OcoOMMBOCTi 3aCTOCYBAHHS»).

LukaocnopuH

Pu3uk po3BUTKY MiomaTii/pabmoMioni3y 3pocTae mpu MOETHAHOMY 3aCTOCYBaHHI ITUKIOCIIOPUHY 3
CHMBACTATHHOM, TOMY TaKe 3aCTOCYBaHHS MIPOTUIIOKa3aHe (OuB. po3minu «I[IpoTUIOKa3aHHSI» Ta
«0Ocob6uBOCTi 3acTOCyBaHHS»). X04a MexaHi3M [Iil He IOBHICTIO 3pO3yMinui, 6yio
IIPOJIEMOHCTPOBAHO, 1110 IuKIIocmopuH 36inbinye AUC iuribitopiB 'MI-KoA-penykra3u. 30inbiieHHS
AUC cumBacTaTUHY BinOyBa€eTbcs Hacamiepen depe3 npurniuenus CYP3A4 ta/abo 6inka OATP1B1.

Ianason

Yepe3 pU3UK PO3BUTKY Miomnartii i pabmomMionisy, 1m0 36imbInyeThCS IPU CYITyTHEOMY 3aCTOCYBaHHi
[aHa30Jy 3i CHMBACTaTUHOM, TaKe 3aCTOCYBaHHS NIPOTUIIOKa3aHe (guB. po3ninu «IIpoTunoka3anHa»
ta «OCOONMMBOCTi 3aCTOCYBAHHS»).

T'em@ibposus

T'empi6posun 36inemye AUC cuMBacTaTHHOBOI KUCIOTH y 1,9 pa3a, MOXKIIKUBO, 4epes
raJbMyBaHHS KacKafy peakilill TiokypoHinaiiii Ta/a6o 6inka OATP1B1 (guB. po3minu
«[IpoTumnokasanHsa» Ta «OCOOIUBOCTI 3aCTOCYBaHHI»). CymyTHE 3aCTOCYBaHHS 3
remM¢piOpPO3uIOM MPOTUIIOKA3AHE.

dy3uduHosa Kucioma

Pu3uk Mmiomarii, BK/II04a04yy pabmoMiosni3, MoxKe IiIBUIIYBATHUCS i YaC CYIyTHBOT'O MIPUHOMY
cucTeMHol Gy3uaMHOBOI KUCIIOTH Ta CTaTuHiB., CYIyTHIN MpUKOM I1i€l KoMOiHaIll Moxke
CIIPUYMHUTH TiABUIIEHHS KOHI[eHTPallii 000X IpemnapariB y maa3Mi KpoBi. MexaHi3M Takol
B3aEMO[Iil moTernep HeBimoMmui. [Ipy 3acTOCyBaHHI CUMBACTATHHY ITOBIHOMIISITIOCS IIPO
TIOOAWHOKI BUIIaIKU PO3BUTKY PabaoMiosi3y (BK/I0Ual04yy jeTalbHi BUagku). AKIIo
BBaKA€ETHCS 3a HeoOXigHe 3aCTOCyBaHHSA (Gy3UAMHOBOI KUCIIOTH, JIIKyBaHHS CUMBACTaTHHOM
CJIiI IPUIIMHUTH Ha Ie# 4yac Teparil (quB. po3ain «OcobIUBOCTI 3aCTOCYBAaHHSI»).

AmiodapoH

Pusuk Mmiomnarii Ta pabgoMionizy migBUINYETHCS I Yac CYyIyTHbBOTO IPUHOMY CHMBACTaTUHY 3
aMmiomapoHoM (muB. po3ain «OcobIUBOCTI 3aCTOCYBaHHS»). Y IIPolieci KITiHiYHOTO AOCTiAKEeHHS IIPO
MioOIaTiio IOBigOMUIM 6 % MalieHTiB, Kl npuiiManu cuMBactaTiH 80 Mr Ta amiogapoH. ToMy fo3a
CUMBACTaTUHY He OBUHHA NepeBuiyBaty 20 Mr Ha 0o0y [7s MallieHTiB, SKi IpUNMaloTh el
npenapar CyIyTHBO 3 aMiOIapOHOM.

Baokamopu Kaavuiegux KaHanis
e Bepanamin

Pu3uk BUHUKHEHHS MiomaTil i pabgoMionidy 30i/bLIyeThCS IPX CYIIYTHHOMY 3aCTOCYBaHHI
Bepamnawminy i3 cumBactaTuHoM y 1o3i 40 a6o 80 mr (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).



dapMaKOKIHETHYHI JOCIIXKEHHS I0Ka3ally, 1110 OGHOYaCHe 3aCTOCYBaHHS BepanaMily IpU3BOOUTh
1o 30inblIeHHS eKCII03UIlil CUMBAaCTaTUHOBOI KUCIIOTH B 2,3 pa3a, HacaMIlepes yepe3 MpUTHiYeHHS
CYP3A4. TakuM YMHOM, 032 CUMBACTaTUHY He IIOBUHHA NepeBuilyBaTy 20 Mr Ha o6y s
IallieHTiB, AKi IPUUMAIOTh el IIpenapaT CyInyTHbO 3 BepalaMilioM.

e Jlunmiasem

Pu3uk BUHUKHEHHS Miomartii # pabmoMioni3y 30ibIUIyETHCS IPU CYITyTHHOMY 3aCTOCYBaHHIi
[uTiaseMy Ta CUMBacTaTUHY ¥ 0o3i 80 Mr (ouB. po3min «OcobIuBOCTi 3aCTOCYBaHHS»). Y
(hapMakKOKiHETUYHOMY [OCTigXKEHHI CYNyTHiN TPUKXOM AUITia3eMy CIPUYMHSIB 3pOCTaHHS €KCIIO3UIlil
CHMBaCTaTHHOBOI KMCJIOTH y 2,7 pa3a, Hacamnepep dyepe3 npurHidenHss CYP3A4. TakuM 4YUHOM, TS
NallieHTIB, SIKi OTPUMYIOTh CYNyTHE JIIKyBaHHS AWJITia3eMOM, [03a CUMBaCTaTUHYy He IIOBUHHA
nepesuiyBatu 20 Mr Ha go0y.

e AMa00uniH

[TamienTy, sKi NIpUuMaTh aMJIOTUIIIH CYIIYTHBO i3 CUMBACTaTUHOM, MAIOTh MiABUIIEHUN PU3UK
PO3BUTKY MiomnarTil. Y papMakoKiHETUYHOMY OOCIigKeHHi CyIyTHiN IPUHAOM aMJIOAUIIIHY CIPUYUHSB
3pPOCTaHHA eKCIIO3UIlil CUMBaCTaTUHOBOI KUCNIOTH ¥ 1,6 pa3a. ToMy go3a cuMBacTaTUHY He IOBUHHA
nepesuttyBat 20 Mr Ha {00y {71 MAIli€HTiB, SKi TPUIMAaIOTh LIeH mpemapaT CymyTHLO 3
AMJIOOUIIIHOM.

Jlomimanio

Pu3uk Mionaril Ta pabgoMioni3y migBUINYETHCS IPU OMHOYACHOMY 3aCTOCYBaHHi JToMiTamify Ta
CHMBACTaTHHY (IuB. po3ninu «ITpoTtunokasaHHs» Ta «OcoGIUBOCTI 3aCTOCyBaHHS»). OTXKe s
narienTiB i3 ['oCl’ npu ogHOYaCHOMY IPU3HAYEHH] 3 JIOMITallifloM 032 CUMBACTaTUHY He IOBUHHA
nepesumyBatu 40 Mr Ha 700y.

ITomipHi iHeibimopu CYP3A4

[MauieHTH, sIKi TpUAMalOTh iHIIi TiKapchKi 3aco0H, 10 MalOTh MOMipHUY iHTiIOyI0uul ePekT Ha
CYP3A4, cynyTHbBO i3 CMUMBacCTaTUHOM, OCOOIMBO 3 BUILIMMHU J03aMH{ CUMBaCTaTUHY, MalOTh
IiABUIIEHUY PU3UK I0SIBU Miomartii (auB. po3min «OcoOnMBOCTi 3aCTOCYBaHHSA»).

IH2ibimopu mpaHcnopmHozo b6iaka OATP1B1

CuMBacTaTUHOBa KHUCJIOTa € cyOcTpaToM TpaHcnopTHOTro 6inka OATP1B1. CynyTHe 3aCcTOCyBaHHS
nikapchkux 3aco0iB, siki Bimomi sk iHribiTopu TpancnopTHoro 6inka OATP1B1, Moxke IpU3BOAUTH [0
30inbINIeHHS KOHIIEHTPallil CHMBAaCTAaTMHOBOI KMCJIOTH Y I1JIa3Mi KPOBi ¥ [0 MiABUIIEHHS PU3UKY
PO3BUTKY MiomarTii (muB. po3minu «IIpoTunoka3anHs» Ta «OcoONMMBOCTI 3aCTOCYBaHHS»).

IH2i6imopu 6inka peaucmeHmHocmi paky mMoaouHoi 3ano3u (BCRP)

OpuoyacHe 3acTocyBaHHS 3 iHribiTopamu BCRP (BKJI0Yarouu TiKapchKi 3acobu, sSKi MiCTSITh e10acBip
abo rpa3ompeBip) Moxke MPHU3BECTHU OO MigBUIEHHS KOHIIeHTpPallil CHMBaCTaTUHY Y IJIa3Mi KPOBi Ta
IiABUIIEHHS PU3UKY PO3BUTKY MiomaTil (ouB. po3ninu «Oco0amBOCTI 3acTocyBaHHS» Ta «Cmocio
3aCTOCYBaHHS Ta JO3M»).

[anmomiyuH. Bunagku miomatii Ta/a6o pabgomMioni3y crocTepiranucst mpu CynyTHbOMY IIpuiiomi
inri6iTopis I'MI'-KoA-penyKkTa3u 3 mamtominaoM. CITifi HOTPUMYBATHUCS 00€PEKHOCTI IPH
npu3HadeHHi iuribitopis 'MI-KoA-pegyKTa3u 3 JalTOMIIIMHOM, OCKiJIbKU OyAb-SIKAW 3 HUX MOXKE
BUKJIMKATH MioTmaTito Ta/a0o pabmoMiosi3 mpu 3acTocyBaHHi okpeMo. ITalieHTaM, SKi 3aCTOCOBYIOTh



[aANTOMIINH, CHIifl TUMYaCOBO NPU3YIIMHUTHA 3aCTOCYBaHHS CUMBACTaTHUHY.
HiauuH (HikomuHo8a Kucsoma)

PigkicHi Bunmagku miomatii/pabmomionti3y acomitoBanucs i3 CymyTHIM IpuioMoM
ninigoMopudikyBanbHUX 703 (=1 r/goly) HiauuHy (HIKOTMHOBOI KMCIO0TH). Y TIPOIECi
(hapMaKOKiHETUYHOTO JOCIiIXKEHHS CyNyTHiY MPHUOM OJHOPA30BO OO3U 2 T HIKOTUHOBOI KUCJIOTH
IIPOJIOHTOBAHOI1 Ail i3 cuMBacTaTyHOM 20 MT pUBiB [0 HoMipHOro migsumeHHa AUC cuMBacTaTUHY i
CHMBaCTaTHHOBOL KUCJIOTY Ta NoKa3HuKa C,,, CUMBACTaTUHOBOI KHCJIOTH Y IJIa3Mi KPOBI.

I'petinppymosuti cik

Cik rpeindpyTa IpUTrHidy€e aKTUBHICTL IuTOXpoMy P4503A4. BxkuBaHHS BEIMKUX KiJTbKOCTEHN
(6inmbie 1 11 Ha mo6Oy) rpedndpPyTOBOrO COKY y MOENHAHH] 3 MPUNAOMOM CUMBACTATUHY MOXKe
IIPHU3BECTH [0 MigBUILEHHS Oil CHMBACTaTUHOBOI KUCNIOTH Y 7 pa3iB. BxkuBauHsa 240 M
rpeundpyTOBOr0 COKY 3paHKY Ta 3aCTOCYBaHHSI CUMBACTaTHHY BBeYepi TaKOXK IMPU3BOAUIIO OO
36inmbinenHs Oii y 1,9 pasa. ToMy HeoOXifHO YHUKATH BXKHMBaHHS COKY rpeindpyTa Ipyu 3aCTOCYyBaHHi
CHMBaCTaTHUHY.

KoaxiuuH

[Ipu cynyTHBOMY IPUIOMI KOJIXIIIUHY Ta CUMBaCTaTUHY Y XBOPUX Ha HUPKOBY HENOCTATHICTh
CrocTepiranucs BUNaAKY BUHUKHEHHS Mionartii Ta pabmomioni3y. 3a manieHTamu, siKi IpuiMaTh
Taky KoMOiHallio ikapchkux 3ac00iB, pEKOMEHOYETLCS PeTEIbHO HaTrIsgaTH.

PugpamniyuH

Ockinbku pudaMIinyl € noTykHUM iHAYKTOpoM CYP3A4, y mallieHTiB, SKi JOBrU# 4ac UOT0
IpUUMaloTh (HallpUKIIaf, Teparis TyOepKybo3y), MOXKe BUHUKHYTH BTpaTa e(eKTUBHOCTI
CMMBacCTaTUHY. Y (apMaKOKiHETUUHOMY JOCIiKEeHHi y 300poBuX 0o0poBoibiiiB AUC
CHMBaCTaTUHOBOL KUCJIOTH 3MeHImmIaca Ha 93 % npu CynyTHOMY IPUMOMI 3 pudaMIiluHOM.

Bnaue cumgacmamuHy Ha papmakokiHemuky iHwux AikapcvKux 3acobis

CuMBacTaTUH He YHHUTH IPUTHIUYBaJIbHOI [ii Ha muToXpoM P450 3A4. TakuM YHMHOM OUiKy€EThCS, 110
CHMBACTaTHH He BIIJTUBAaTUME Ha I1JTa3MOBi KOHIIEHTPallii pe4OBUH, IKi MeTa00Ii3yI0ThCS 3a
nonoMoro nuroxpomy P450 3A4.

IlepopaavHi aHmMukoa2yaaHmu

Y [BOX KJTiHiYHMX AOCTiAKEHHSX, B ODHOMY 3 SIKAX Opajiy y4acTb 300pOBi 1OOPOBOIBII, a B iHIIIOMY -
XBOPi Ha rinepxonecTepuHeMio, 0y10 BCTaHOBIEHO, 1110 CUMBACTaTHH y 1031 2 -40 mMr/moby moMipHO
TIOCHJTIOE [Iil0 KyMapHUHOBUX aHTUKOATYJISHTIB: MPOTPOMOIiHOBUIL Yac, BUpPaXKeHU 3TifHO 3
MiKHapOOHMM HOpPMaJsli3oBaHUM BifHomeHHsSM (MHB), 36inbimuBcs 3 6a30Boro 3HauenHs 1,7 mo 1,8y
3M0pOBUX MOOPOBOIIBLIB i 3 2,6 M0 3,4 y malfieHTiB. [[y>Ke pPigKo MOBiHOMIISIIOCS PO BUIAOKH
nigsuiierHs MHB. YV naifieHTiB, fKi npuiiMaloTh KyMapyHOBI aHTUKOATyJISHTH, [0 II04YaTKy
JIIKyBaHHS CUMBaCTaTUHOM HeOOXiIHO BU3HAYUTHU IPOTPOMOiIHOBUI YacC, a MOTIM AOCTiAKyBaTH U0OT0
IIPOTATOM IIOYATKOBOTO [1ePiofy JIiIKyBaHHS 3 METOI0 BUSIBJIEHHS MOXKJIMBUX iCTOTHUX 3MiH
npoTpoMOiHOBOTO Yacy. ITicns migTBepaKeHHS cTabibHOCTI TPOTPOMOIHOBOTO YacCy [OCTiIKEeHHS
IIPOBOLATH Yepes iHTepBaiv, PeKOMEeH0BaHi A1 MallieHTiB, AKi IPUUMalTh KyMapUHOBI
AHTHUKOATYJISHTU. FAKII0 03y CHMBACTaTUHY 3MiHeHO ab0 #0ro MpuiioM NPUNUHEHO, HeOOXigHO 3HOBY
HigTBEPAUTH CTabinbHICTh MPOTPOMOiHOBOTO Yacy. JIiKyBaHHSI CHMBaCTaTUHOM He ITOB’SI3yBasiocs 3
BUHUKHEHHSM KPOBOTeY alo 3i 3MiHaMu IPOTPOMOIHOBOT0 Yacy y MAIli€HTIB, IKi He IpuiMau



aHTI/IKoaT‘ynS{HTiB.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Mionamis/pabdomioniz. CuMBacTaTuH, 5K i inmi iHri6iTopu I'MI'-KoA-penykTasu, MoxKe CIIPUYNHUTH
MioTIaTio, 110 IPOSIBNISETLCS Y BUTTIAAI M’s130BOT0 60110, XBOPOOIMBOCTI @00 €c1abKoCTi Ta
CYTIPOBOMIKYETHCS 3POCTAaHHSIM aKTUBHOCTI KpeaTUHKiHa3u Oifbllle HiXK ¥ OecsITh pa3iB BUllle
BepxHbOi Mexki HopMmu (BMH). Mionatis iHoni HaOyBae ¢hopmu pabmomionidy 3 abo 6e3 rocTpoi
HUPKOBOI HEJOCTATHOCTI, 00yMOBJIEHOI MiOTTI00iHYPi€0; MyKe PigKO MOBigOMIISIIOCS PO JIeTalbHi
BuUnagku. Pu3uk mionarii 36inmbIIyeThCsl BHACTINOK BUCOKOI iHTiOyI040l aKTUBHOCTI 1010 I'MI'-KoA-
penyKTas3| B IJla3Mi KPOBi (MiABUIIEHHS PiBHS CUMBACTaTUHY Ta CHMBACTATHHOBOI KUCJIOTH B IIJIa3Mi
KPOBI), 1110 YaCTKOBO MOXke OyTU IOB’sg3aHe i3 B3a€MOZI€I0 3 JTiIKapChKUMHU 3aco0aMH, SIKi
IepelKOo/KaloTh 00MiHy pe4oBUH Ta/ab0 TPaHCIIOPTY CUMBaCTaTUHY (OUB. pPo3min «B3aeMomis 3
iHITMMHY NTiKapCbKUMHU 3aco00aMu Ta iHII BUAYM B3aEMOii»).

4k iy Bunagky 3 iHmuMu inridiTopamu 'MI-KoA-penykTasu, pusuk po3BUTKY MionaTii/pabnoMionisy
3aJIeXKUTh Bif H03u IpemnapaTty. Y 0a3i gJaHux KIiHiYHUX OOCHimXeHb, ¥ akux 41413 mairieHTiB
IpUiMany CUMBacTaTuH, 24747 (mpubnusno 60 %) 3 skux Oyu 3aydeHi 4o OOCIigXKeHb i3 cepegHiM
IIepiofIoM CIIOCTEepexKEeHHS MPUHAWMHI 4 POKHU, YacTOTa IOSIBY Mionarii craHoBuia mpubnusuo 0,03
%, 0,08 % ta 0,61 % BigmoBigHO mpu go3ax 20, 40 ta 80 Mr Ha moOy. ITig Yac UMX JOCHifXKeHb 3a
nalieHTaM{ PeTebHO CIoCTepiranu Ta Oyau BUK/IIOUEHi IesKi JTiKapchbKi 3acobu, 110 BCTYIIaIN y
MIOTEHLIMHY B3aEMOIO.

Y nporeci KiHIYHOTO AOCMTIAXKEHHS, B AKOMY IIAIli€HTH 3 iHpapKTOM MioKapha B aHaMHe3i IpuriMaiu
cumBacTtatul 80 Mr Ha mo0y (cepenHil mmepion crocTepexkeHHs 6,7 POKY), YaCTOTa MiomaTil
craHoBmIa npubmusHo 1,0 %, mopiBHsHO 3 0,02 % n1s mauieHTiB, AKi npuiimManu 20 Mr Ha f00Yy.
[Tpu611U3HO MOJIOBMHA 3 IIUX BUIAMKIB MiomaTili Majia MicIiie MpOTSATOM IEepIIOro POKY JiKyBaHHS.
YacToTa n0sIBU MiomaTii MpoTATroM KOKHOTO HaCTYITHOTO POKY JIiKyBaHHS cTaHOBuUA mpubnu3Ho 0,1
% (muB. po3minu «®apMakosoriuHi BmacTUBOCTI» Ta «IT06iuHi Ta peakirii»).

Pusuk nmosiBu Miomatii OinbInuii y malieHTiB, sSKi npuiiMaioTs 80 MI' CHMBaCTaTHHY, ITOPiBHSHO 3
TAK{M Y Talli€HTiB, SKi OTPUMYIOTh TEpaIlilo iHIIMMHU CTaTUHAMU 3 OHiOHOI0 e(PEeKTUBHICTIO 000
3HuKeHHd xonectepuny JIITHII. Tomy mo3y npenapaTy 80 Mr moTpibHO 3aCTOCOBYBATH TiJIbKH
malieHTaM i3 TAKKOIO TinepxonecTepuHeMi€elo Ta 3 MiABUIEHUM PU3UKOM CEePLEeBO-CyAUHHUX
YCKJIagHEeHb, IKi He JocATIHN ePeKTy Bif NiKyBaHHS HUXKYKMMU N03aMHU, KOIU OUiKYETHCS, 1110 KOPUCTH
IIepeBaXxKaTUMe MMOTEHIINHI pU3uKHU. [I/1 Mali€HTIB, SIKi IPUUMalOTh CUMBAcTaTUH 80 MT i SKUM
oTpi0Ha CYImyTHS Tepallis, CHifl 3aCTOCOBYBaTH HUXKYY J03y CUMBACTaTUHY a0 iHIIUN CTaTUH 3
MEHIIINM ITOTEHITiaIoM B3a€MOil 3 TiKapChKUMU 3acobaMu (OUB. HUXKYe «3aX0Ou 00 3HUKEHHS
PU3HUKY PO3BUTKY MiomnaTii/pabmoMionizy», guB. po3ginu «IIpoTunoka3aHHsa», «B3aemogis 3 iHIIuMuU
JMiKapChbKUMU 3aco0aMu Ta iHIImi BUgU B3aeMofini» Ta «Croci6 3aCTOCyBaHHS Ta JO3W»).

Y kniHiYHOMY [OCTigXKEHHi, B IKOMY TalliEHTH 3 BUCOKUM PU3UKOM CEPIIEBO-CYOAUHHUX 3aXBOPIOBAHb
OTpUMYBa/M CUMBacTaTHH y 0o3i 40 Mr Ha moby (MeniaHa mmepiofly criocTepekeHHs cTaHoBUA 3,9
POKY), 4acTOTa PO3BUTKY MiomaTii ctaHoBua npubnusHo 0,05 % cepeq malieHTiB He KUTaWChKO1
HallioHanbHOCTI (n=7367), mopiBHsAHO 3 0,24 % cepeq NaIlieHTiB KUTaCbKOl HAIliOHAIbHOCTI
(n=5468). He3Baxaouu Ha Te, 1[0 y IbOMY KJIiHIYHOMY OOCIigKeHHi IOy Is1is MOHT0JIOITHOI pacu
Oyna mpepqcTaBieHa JIHille KATalCbKOI0 HalliOHAIBbHICTIO, CTif 3 00epeXkKHiCTI0O 3aCTOCOBYBaTH
CHMBACTATHH IalliEHTaM MOHTOJIOITHOI pacH i mpru3HavYaTH iM HaMEHIITy [03y.

3HudceHa pyHKUiA mpaHcnopmHux biakie




[Tpu 3HUKeHiN QyHKIII TpaHCTIOPTHUX OinkiB neuinku ciMmeiictBa OATP Moxe 30inbpmyBatucs AUC
CUMBACTaTUHOBOI KUCJIOTH i MiIBUIITyBaTUCS PU3UK MiomaTii Ta pabmomionidy. 3unxkeHa QyHKIis
MOXK€ BUHUKHYTH SK pe3yJIbTaT iHTibiii B3aeMopirounx 3acobiB (HAmpuKia, IIUKIOCIOPUHY) abo y
naiieHTiB, ki € HociiMu SLCO1B1 (¢.521T>C) renoTumy.

YV nanienTis, ski HecyTs anenb reHa SLCO1B1 (¢.521T>C), 1o Komye MeHIII aKTUBHUM 6iloK
OATP1B1, Bin3unavaeTncs 30inbpmena AUC cuMBaCTaTHHOBOI KMCJIOTH i MigBUIIEHUN PU3UK MiomaTii.
Be3 mpuB’g3KM 10 TEHETUYHOTO TECTYBAHHS PHU3UK PO3BUTKY MiolaTil, II0B’s13aHOi 3 BUCOKMUMU
no3amu (80 Mr) cuMBacTaTUHY, CTaHOBUTE npubnu3Ho 1 %. PesynbraTtul mocnipgxenus SEARCH
ITOKa3yI0Th, 1110 roMo3uroTHi Hocil aneni C (CC), ki mpuitMaioTh CHMBACTaTHH y 103i 80 Mr, MamTh
15 %-11 pu3uK pPO3BUTKY MioNaTil IPOTATOM POKY, TOAL IK PU3UK y T€TePO3UTOTHUX HOCIIB aneni C
(CT) ctanoButs 1,5 %.

BigmoBigHUYM OKA3HUK PU3UKY Y MAlliEHTIB 3 HaWOilbil po3noBcogkeHuM remotumoM (TT)
ctanoButh 0,3 % (OuB. po3min «®apmakonoriyni BmacTuBoCTi»). ITomibHe cnenudiyHe TeHOTUITYBaHHS
He PO3MOBCIOAXKEHe Y KTiHIYHIY MpaKTULi. Y pa3i MOXKJIMBOCTI, IEPII HiX Npu3HaYaT CUMBACTaTUH
y £o3i 80 Mr oOKpeMuM TallieHTaM, CJIifi BBaXKaTH JOLUIbHUM IPOBEEHHS Y HUX T€HOTUIIYBaHHS Ha
HasBHICTH aseni C y paMKax OLHKYU CIIiBBIJHOIIEHHS KOPUCTb-PU3UK, | YHUKATU IPU3HAYEHHSI
BUCOKMX 703 HOocisiM rerHotuny CC. OgHak BiACyTHICTh LIbOTO I'eHa 3a pe3yjabTaTaMyi FeHOTUIIYBaHHSI
He BUKJII0Ya€ MOXKJIMBOCTI PO3BUTKY MioNaTil y WX MaLi€HTIB.

Bumipr8aHHA KpeamuHKiHA3u

PiBeHb KpeaTHHKiIHA3M HE CIIif] BUMIPIOBATH IIiCJIs eHepriiHux ¢i3udyHux BIpaB abo y pa3i HasBHOCTI
Oymb-gKO] iHIIIOI TPUYMHMY MigBUIIEHHS KPeaTUHKiHA3H, OCKIJIbKY Ile YCKIIa[HIOE TIIyMadeHHS
pe3ynbTaTiB. [Ipy 3HAYHOMY MiIBUILIEHH] PiBHIB KpeaTHHKiHA3M Ha Mo4aTkKy (Oinbine HixK y 5 pasiB
nopiBHSHO 3 BMH) piBHI c/1if MOBTOPHO BUMIPATH Yepe3 5-7 [HIB A1 MiATBEPHAXKEHHS Pe3y/IbTaTiB.

Ileped saiky8aHHAM

Ycix namieHTiB, SIKi IOYMHAIOTH TePAIil0 CHMBACTaTHHOM, a TAKOX MAalli€eHTiB, IKuM Oyy0 30inbiIeHo
I03y CUMBACTATHHY, ITOTPIOHO MOTIEPEIUTH PO MOXKIUBICTh BUHUKHEHHS MiomaTil Ta HeoOXiIHICTh
HeralHoTro 3BepHEHHS [0 JTiKaps y pa3i BUHUKHEHHS OyOb-9KOro He3'sicoBaHOT0 60110 3 00Ky M’s13iB
abo0 M’s130B0O1 C1abKOCTi.

Cnipm goTpuMyBaTHCcs 00epeKHOCTI 100 MAIliEHTIB i3 (haKTOpaMu pU3UKy PO3BUTKY pabooMionisy.
PiBeHnr KpeaTUHKIHA3M CIIif BUMIPATH [0 [IOYATKY JIIKyBaHHSA B TAKUX BUIMAKaX:

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

XKiHOYa CTaTh;

OpyLIeHHA QYHKII1 HUPOK;

HEKOHTPOJILOBAHUY TillOTUPEO3;

HasBHICTH B ocobucToMy abo ciMmeliHOMy aHaMHe3i CITafKOBUX MOPYIIEHDb 3 6OKY M’s3iB;
HasIBHICTh B aHaMHe3i TOKCUYHOTO YpaxKeHHS M'g3iB, CIPUYMHEHOTO CTaTUHOM abo ¢pibpaToMm;
37I0BKUBAHHSA aJIKOTOJIEM.

Y Takux CHUTyalligX PU3UK JIiKyBaHHS CJIifl pO3T/IsiHaTy BiTHOCHO MOKJIMBOI KOPUCTi, TaKOXK



PEKOMEHIYEThCS KITiHIYHUY MOHITOPUHT. ZKIIO paHile y naiieHTa O6y10 mopyiieHHs 3 60Ky M's3iB
npu npuitomi pibpaTy abo cTaTuny, NiKyBaHHS iHIIKM 3acO060M LIBOTO KJIacy MOTPiOHO pPO3MOYMHATH 3
00ePexKHICTIO.

[Tpu 3HaYHOMY ITOYATKOBOMY IiBUINEHH] piBHA KpeaTuHKiHa3u (6inbiue HixK y 5 pasiB Buiie BMH)
JIIKYBaHHS He CJIi[ PO3IOYUHATH.

ITi0 yac aiKyeaHHs

[Tpu BuHUKHEHH]i 605110, c1abKoCTi ab0 clia3MiB mif yac IpuKUOMY MalliEHTOM CTAaTHHY CIifl BUMIpSITH
piBHI KpeaTWHKiIHA3U. AKIIO BUSIBIEHO, IO IIi PiBHI, y pa3i BiACYTHOCTI Cepr0o3HUX Hi3UUHUX
HaBaHTaXKeHb, 3HAYHO MifBuIeHi (Oinbie HiXK y 5 pa3iB mepesutiyiots BMH), nikyBanHs ciif
IPUNUHUTH. FKI0 CUMOTOMY 3 OOKY M'SI3iB € TAXKKMMU Ta BUKIMKAIOTh IIOAEHHUN TUCKOMMOPT,
HaBITh AKINO PiBHI KpeaTUHKIHA3M MEHIIE HiX y 5 pa3is Buille BMH, To ciif po3rnsaayTu
HeoOXiIHICTh MPUNMHEHHS JIiIKyBaHHS. fAKIIO0 Mi03PI0ETHCSA MiomaTis 3 OyOb-9KO1 iHI0l TPUYNHY,
JIIKYBaHHS CJIiI IPUIUHUTH.

Ilye pigKo crocTepiranucs BUMagKu iMyHOOIIOCepeIKOBaHOiI HeKpoTu4Hol Mionarii (IOHM) mig yac
abo micns nikyBauHsa cTatuHaMu. [OHM kyiHiYHO XapaKTepu3yeThCs CTINKOIO CabKicTio
IIPOKCUMaJIbHUX M'SI31B i MiABUIIEeHHSIM PiBHS KpeaTUHKIHa3U B CUPOBATII KPOBI, IKi HE 3HUKAIOTh,
He3BaXKaloyy Ha MPUNMHEHHS NMPUMOMY CTaTHHIB (OuB. po3min «[1o6GiuHi peakii»).

FAKIO CUMIITOMY 3HUKJIYA Ta PiBHI KpeaTHHKIHA3YU MOBEPHYJIUCS OO HOPMH, CJIif PO3TJISHYTH
MOIIBHICTE TOBTOPHOTO TPUHOMY TOTO K CTAaTHHY a00 allbTePHATUBHOT'O CTaTHHY Y HU3bKIlM M03i Ta
il peTeIbHUM KOHTPOJIEM.

Bumuit BifcoTOK MiomaTil criocTepiraBcs y MallieHTiB, SKuUM 30inbinyBanu 103y 1o 80 mr
(muB. po3min «PapMakosoriuHi BmacTuBoCTi. PapMakoguHamika»). PeKoMeHO0BaHO
IIPOBOMUTH II€PiOAUYHEe BU3HAYEHHS PIBHA KpeaTUHKIHA3HU, OCKIJIBKY 1€ JOIIOMOXEe BUSIBUTHU
cyOKkmiHiuHi Bunagky miomnatii. OfHaK HeMa€e JOCTOBIPHUX IaHUX IIPO Te, IO TaKui
MOHITOPHUHT 3[aTHUYM 3am00irT¥ po3BUTKY MioTmarTii.

Teparmito cuMBacTaTHHOM MOTPIOHO THMYACOBO MIPUIIMHUTH Y MAIliEHTIB 3a KillbKa [HIB 10 BUKOHAHHS
BUOIpHUX BEJIMKUX OTIEPATUBHUX BTPyYaHb, & TAKOXK ITiC/IS MeIUYHUX a00 XipypriuHUX BTPy4YaHb.

3axo0u 015 3HUNMCEHHA PU3UKY PO3BUMKY Mionamii, CNnpu4YuUHeHol 83deMO0IEN 3 IHWUMU
AiKapcbKumu 3acobamu (makodtc dus. po30ia «B3aemolia 3 iHWuMU AiKapCbkuMu 3acobamu ma iHwi

sudu 83demMo0iu»)

Pu3uK po3BUTKY MiomaTil Ta pabmoMiosni3y 3Ha4HO 30iNIbIIYETHCS MIPU CYIIyTHHOMY 3aCTOCYBaHHI
CHMBaCTaTUHY 3 MOTyxkHUMHU iHTribiTopamMu CYP3A4, TakKuMU gK iTpaKOHa30JI, KETOKOHA30J1,
TI0CaKOHa30J1, BOPUKOHA30JI, EPUTPOMILIMH, KJIIapUTPOMILIMH, TeTiTpoMinuH, iHribitopu BIJI-npoTeasu
(mampukian, HendiHaip), 6orenpesip, Tenanpesip, Heda3omoH, TiKapCbKUMU 3aco0aMu, IO MiCTSITh
KoOimucTaT, a TakKoxX i3 remM¢piopo3unoM, IUKIOCIIOPUHOM Ta HaHa30JI0M. 3aCTOCYBAHHS LIUX
JiKapChKUX 3ac00iB MPOTUIIOKAa3aHO (OUB. po3min «[IpoTUIIOKA3aHHS»).

Pu3uk po3BUTKY MiomaTil Ta pabmoMioni3y Takoxk 30i/bIIYEThCS MIPU CYIIYTHHOMY 3aCTOCYBaHHI
aMmiomapoHy, aMJIOIUIIiHY, BepanaMiny abo aunTiazeMy 3 IEBHUMHU [I03aMU CUMBACTaTHHY (OUB.
po3minu «B3aeMopmis 3 iHIMMMY JTiKapChbKUMHU 3acobaMu Ta iHIIi BUOM B3aemofi» Ta «Crocid
3aCTOCyBaHHS Ta [03W»). PU3WK PO3BUTKY MiomaTil, BKJII0Ual04u pabmoMioni3, 30iIbLUIyeThCS IpU
CYIYTHbOMY 3aCTOCyBaHHi (y3UAMHOBOI KMCJIOTH 3i CTaTHHAMHU (OUB. po3Ain «B3aeMopmis 3 iHIIMMU
nmikapCcbKUMU 3aco0aMu Ta iHIII BUAU B3aeMofit»). Y manieHTiB i3 ['oCI' mpu ogHOYaCHOMY



3aCTOCYBaHHI JIOMiTallify i CMMBaCTaTHUHY Lledl PU3UK 3POCTAE.

3acTocyBaHHS cuMBacTaTuHy 3 iHribitopamu CYP3A4, iTpakoHa3010M, KETOKOHA30JI0M,
II0CaKOHA30JI0M, BOPUKOHAa30J10M, iHribiTopamu BlJI-npoTea3u (Hanpuknaz, HeldiHaBipoM),
6o1enpeBipoM, TenampeBipoM, EpUTPOMIIIMHOM, KIIaPUTPOMILIMHOM, TETITPOMILIMHOM, Hedha30J0HOM
Ta JIIKapChbKHMHM 3ac00aMH, II0 MiCTATh KOOIIIMCTAT, MPOTUIIOKA3aHO (OUB. PO3MiJIH
«IIpoTunoka3aHHs», «BlaeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMy Ta iHIIT BUOU B3a€EMOIiN»). AKIIO
Tepariio notyxHuMHu iHribiTopamu CYP3A4 (npenapaTtamy, 1o 36inemyiors AUC y 5 pasis abo
Oinbiie) HEMOXKJIMBO BiIMIiHUTH, CHIi[l MIPUNIUHUTY Tepalilo CUMBaCTaTUHOM Ha 4acC MpUUMaHHS X
npernapariB (Ta PO3rJISHYTH BapiaHT 3aCTOCYBaHHS albTepPHATUBHOIO cTaTuHy). KpiMm Toro, cuip 3
00epekHICTI0O OJHOYACHO 3aCTOCOBYBATH CUMBACTATHH 3 IEBHUMU MEHII IOTYKHUMHU iHTiOiTOpaMu
CYP3A4: ¢pnrokoHA30JI0M, BepanaminoM, TuiiTiazeMoM (IuB. po3min «B3aeMomisa 3 iHIITMMHU
JiKapChbKUMU 3aco0aMu Ta iHII BUAY B3aeMOfit»). CIlif yHUKATU BXKUBaHHS IT'PeUn(pPyTOBOTO COKY
pasoMm i3 CHMBaCTaTAHOM.

3acTocyBaHHS CUMBacTaTUHY 3 TeM(}iOpPO3UIOM IIPOTUIIOKa3aHO (AUB. po3ain «[IpoTUIIOKa3aHHI»).
Yepes migBUIIeHUY PU3UK PO3BUTKY Mionaril Ta pabgoMioni3y no3a CUMBaCTaTUHY He IIOBUHHA
nepesumiyBat 10 Mr Ha f00y {714 MaLi€HTIB, SKi IPUIMalOTh CUMBACTATHH 3 iHIMUME (ibpaTamu,
KpimM peHodibpaTy (muB. po3minu «B3aeMofis 3 iHIIMMY JTiIKapChKUMK 3ac00aMu Ta iHIII BUOK
B3aemofiii» Ta «Crocib 3acTocyBaHHs Ta mo3u»). Ciixg 3 o6epexHicTio Mpr3Hayatu GeHodibpar i3
CHMMBACTAaTHMHOM, OCKiTbKM KOXKEH i3 X IperapaTiB MOXKe CIPUYNHUTHA MiOIaTiio.

CuMBacTaTHH He CJIifi MPUUMaTHA OGHOYACHO 31 CUCTEMHUMHU IIpernapaTaMy, 1[0 MiCTSITb Py3UOUHOBY
KHCJO0TY, ab0 mpoTsAroM 7 OHIB Mic/isg IPUIKUHEHHS 3aCTOCYBaHHS (QY3UAMHOBOI KACIIOTH. fAKIIO
3aCTOCYyBaHHS CHCTEMHOI (py3UONHOBOI KUCJIOTH € HEOOXigHUM, JTIiKyBaHHS CTaTHHAMU CJIif
IPUNIMHUTY Ha BECh Mepiof MpuioMy Qy3uanHOBOI KUCIOTH. Bynu moBigomMneHHs mpo pabmomionis
(BKITIOYAIOYM [IEeKiNTbKa JIeTaIbHUX BUIIAMKIB) ¥ MAIli€HTIB, AKi MpuiiManu KoMOiHalio ¢Gy3uanHOBOI
KHCJIOTH i CTAaTHHIB (IUB. Po37in «B3aeMopis 3 iHITUMHM JTiIKapChbKAMM 3aCO0aMu Ta iHIIM BUOM
B3aeMofili»). [1anieHTy ciif HeraHO 3BEPHYTUCS [0 JIiKaps y pa3i mosiBu y HOTo cinabkKocTi abo
6omio y M’sg3ax, 60110 abo xBopo6uBOCTi. Tepariio cTaTHHOM MOXkKHa BiTHOBUTH depe3 7 [IHiB Micns
IPUHOMY OCTaHHBOI 103U (Hy3UIUHOBOI KUCIIOTH. Y BUHATKOBUX BUMIAagKaX, KO HeoOXifHe
IOOBTOTpPUBAJie CUCTEMHE JIiIKyBaHHS (Py3UIMHOBOIO KUCIIOTOI0, HAIIPUKJIA[ [/ TiKYBaHHS TSIXKKUX
iHdeKIiit, HeoOXigHICTh CYIyTHLOTO MPUUOMY CUMBACTATUHY Ta GY3UAMHOBOI KUCIOTH IOTPIOHO
PO3TISAaTH TiIbKKA Y KOXKHOMY OKPEMOMY BUMAAKY Ta Iif] peTeTbHUM MeIUYHUM KOHTPOJIEM.

Kom6iHOBaHOT0 3aCTOCYBaHHSI CUMBACTAaTHHY B [03ax moHay 20 Mr Ha o0y pa3oM 3 aMiogapoHOM,
aMJIOMUITIHOM, BepamaminoM abo JuiTia3eMoM CJIifl YHUKATHU (IUB. po3minu «B3aeMomist 3 iHImMMu
JiKapCchbKUMU 3aco0aMu Ta iHIII BUAY B3aeMofik» Ta «Crocib 3acTOCyBaHHS Ta J03W»). Y Malli€eHTiB i3
['oCI' mpu ogHOYACHOMY 3aCTOCYBaHHI JIOMiTaminy i cCMMBacTaTUHY PU3UK Miomarii 3pocTae (OUB.
po3ninu «IIpoTunokalanHs», «BlaeMopmist 3 iHIMMY JTiIKAapChKUMU 3acob6aMu Ta iHIIi BUOU
B3aeMofii» Ta «Croci0 3aCTOCyBaHHS Ta JO3M»).

[TarmienTy, sIKi MpUIMarOTh iHIIi TiKapChKi 3aco0u, 1110 MalOTh MOMipHUM iHTiOyI0unit eDeKT Ha
CYP3A4, cynyTHBO 3i CHMBAaCTaTMHOM, OCOOIMBO 3 BUCOKMMH N03aMHU CHMBACTATUHY, MalOTh
IiABUINIEHNY PU3UK PO3BUTKY MiomaTil. [Ipy cynyTHEOMY NpUOMi CHMBACTaTUHY 3 TOMIPpHUM
inriitopom CYP3A4 (mpenapaty, siki 36inmbinyiors AUC y 2-5 pa3iB) Moxke moTpeOyBaTuCs
KOPUTYBaHHS 03U CHMBacTaTUHY. [IJIs1 3aCTOCYBAHHS pa30M 3 OKpeMUMHU IOMipHUMHU iHTiGiTOpaMu
CYP3A4, Hanpukian guiTia3eMoM, PEKOMEHIYETHCS MaKCcuMasibHa fo03a 20 MI CUMBacCTaTUHY (OUB.
po3min «Croci0 3aCTOCyBaHHS Ta HO3U»).

CuMBacCTaTHH € Cy6CTpaToM e(IIIOKCHOTO HOCis 6iIka pe3UCTEHTHOCTI paKy MOJIOYHOI 3371031
(BCRP).



OpuouacHe 3acTocyBaHH4 3 iHribiTopamu BCRP (mampuknaz, enbacsip i rpa3onpesip) Moxe
IIPU3BECTH [0 MigBUILEHHS KOHIIEHTPallil CUMBACTaTUHY B IIJIa3Mi KPOBi i MiIBUIIIEHHST PU3UKY
PO3BUTKY MiomaTii, TOMy KOPUTYBaHHS JO3U CUMBacTaTUHY Moxe OyTu HeoOxinHuM. OgHOYacHe
3aCTOCyBaHHS ennbacBipy i rpa3onpeBipy 3i cuMBacTaTMHOM He BUBYaIM, OOHAK m000Ba 03a
CHMBACTAaTHHY He ITIOBUHHA NepeBulyBaTu 20 MT g MAI[i€HTIB, Ki OTPUMYIOTh CYIIyTHIO Tepalliio
mpenapaTamu, Io MicTSTh enbacBip abo rpa3omnpesip (AuB. po3min «B3aemofis 3 iHIIIMU
JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKU B3aEMOiN»).

PigxicHi Bunmagku miomnatil/pabmoMionti3y acomitoBaauchk i3 cynyTHIM mpuiioMoM iHribiTopiB 'MK-KoA-
pemyKTasu Ta imigoMomudikyouux no3 (= 1 r Ha go0y) HialuHy (HIKOTHHOBOI KMCJIOTH); KOXKEH i3
I[UX [IpelapaTiB MoXe CIPUYUHATU MiOIaTito.

V krninivHOMY mocimKeHHi (MemiaHa mepiogy crocTepexkeHHs cTaHoBUIIaA 3,9 POKY), B SKOMY Gpanu
y4acCTh MaIlieHTH 3 BUCOKUM PU3UKOM PO3BUTKY CEPIIEBO-CYIUMHHUX 3aXBOPIOBaHE i 3 mobpe
KOHTPOJIbOBaHUM piBHEM xojecTepuny JIITHII Ha Tii mpuiiomy cuMBacTaTuHy B 0o3i 40 Mr Ha Ho0y
pas3oM 3 e3eTuMiboM y m03i 10 Mr abo 6e3 HbOTO, oAaTKOBa KOPUCTH [JIsl CEPIIEBO-CYIUHHOI CHCTEMU
P fofaBaHHi nimigomoxgudikyounx fo3 (= 1 r Ha mo6y) HianuHy (HIKOTHHOBOI KHUCJIOTH) HE
Bif3Hayuasacs.

Jlikapi, sSiKi npu3HadaoTh KOMOiHOBaHy Teparlilo CHMBAaCTaTHHOM Ta JIMioMOAU(iKyI0YNMHU 003aMU

(= 1 r/no0y) HianuHy (HIKOTMHOBOI KMCIIOTH) ab0 IperapaTaMHy, I0 MiCTATh HialluH, TOBUHHI Ho0Ope
3BaXKUTH MOTEHLIHY KOPUCTh Ta PU3UKHU 1 PETENIbHO CIIOCTEPIraTl 3a IallieHTaMU Ha MpPeaMeT I0SBU
M’s130BOr0 007110, XBOPOOIUBOCTI @60 c1abKOCTi B M’'s13aX, 30KpeMa IIPOTSATOM IEePIINX MiCSIiB Teparrii
Ta npu 30inbiIeHH] 103U 6yIb-IKOTO 3 IUX JTiKapChKUX 3aC00iB.

Y mocnimKeHHi YacToTa PO3BUTKY MiomaTil ctaHoBua npubnusuo 0,24 % cepeq NallieHTiB
KUTalCbKOI HAIliOHAIbHOCTI, SIKi IpuUiMalyd CUMBacTaTHH B 103i 40 Mr a6o e3eTuMib/CMMBaCTaTHH B
no3i 10/40 mr, mopiBHsIHO 3 0,24 % mallieHTiB KUTAaWChKOI HAIliOHAIBHOCTI, IKUM IIPHU3HaYaIu
cuMBacTaTuH y 1o3i 40 Mr abo esetumib/cumBacTaTvH y f03i 10/40 Mr pa3om i3 KoMOGiHOBaHUM
IpenapaToM MoOU(}iKOBAHOTO BUBITbHEHHS HIKOTHHOBOL KucIoTH/napominpanTty 2000 mr/40 mr.
He3Baxalouu Ha Te, 1110 y IIbOMY KIIiIHIYHOMY [OCIiAXKEeHHI a3iaTchka oMy slis Oysa npeacraBieHa
JIMIIe KUTAWISIMM, OCKIJIbKA 9aCTOTa PO3BUTKY Miomartil cepe[ MallieHTiB KUTalCbKOl HalliOHaIbHOCTI
BHUIIA, HiXK cepe]l MallieHTiB He KUTAaMChKOI HalliOHAIBbHOCTI, IPHU3HAYaTH MallieHTaM MOHTOJIOIIHOI
pacu ogHOYaCHUY MPUIOM CHMBACTaTUHY Ta HimigomMogudikyoouux f03 (= 1 r Ha moby) HianuHy
(HIKOTMHOBOI KUCIJIOTH) He PEKOMEHIYETHCS.

AUumiMOKC 3a CTPYKTYPOIO CXOXKUY Ha HialluH. He3Baxkarouu Ha Te, IO allUIIiMOKC He [AOCIigXKYyBay,
PU3UK PO3BUTKY TOKCHYHOTO BIJIUBY IIpemapaTy Ha M'sI3U He BUKJTIOYEHHH (MOxKe OyTH CXOKUM Ha
TaKW{ IpU NPUUOMI HialluHY).

Pusuk mionarii Ta/a6o paGmomionisy MoxKe MigBUIIYBaTUCh IIPU CYIIyTHROMY 3aCTOCYBaHHi iHTi6GiTODIB
I'MTI'-KoA-penyKkTa3u 3 HanTOMIIIMHOM (OuB. po3pin «B3aeMopis 3 iHIMMMY JTiKapchKUMHU 3acobaMu Ta
iHIIT BUOM B3a€EMOIIN»).

Bnsaug Ha ne4iHKY

Y KiHIYHUX OOCHIAKEHHAX Y AeSIKUX OOPOCINX Malli€HTIB, IKi OfepxKyBalu CUMBaCTaTUH,
Bifl3Havasnocs CTifiKe MigBUINEHHS PiBHS Ne4YiHKOBUX (GepMeHTiB (6inbIe HiXK y 3 pa3u Buiie BMH).
[Tpu BimMiHI IpenapaTy aKTUBHICTh TpaHCaMiHa3 3a3BHUYall ITOCTYIIOBO IIOBEPTAETHCS J0 II0YATKOBOTO
piBH4. [lepen moyaTKoM JIiKyBaHHS, a IIOTIM BIIOBIIHO [0 KJIIHIYHUX [TI0Ka3aHb yCIM HaljleHTaM
PEKOMEHIYEThCS MPOBOAUTH (PYHKITIOHA/IbHI T€YiHKOBI IpoOu. Y mauieHTiB, Ad AKUX IJIaHYEThCS
TiIBUILIUTH 03y CUMBacTaTuHy 10 80 Mr Ha q00y, GYyHKIIIOHAbHI TeYiHKOBi Mpobu moTpiGHO



IIPOBOUTH [0 MOYATKY TUTPYBAHHS, MIOTIM Yepe3 3 Micsli micnst mocsaraeHHs no3u 80 mMr Ha go0y,
IiC/IS YOT0 MEePioOgUYHO MOBTOPIOBATHU (HaAMpUKiad, 1 pas y MiBPOKY) IPOTATOM YChOTO MEPIIOT0 POKY
nikyBaHHs. OCOGIMBY yBary BapTo MPUIOINSATH HalliEeHTaM, Y IKUX ITigBUIIEHUN PiBeHb CHPOBATKOBUX
TpaHcaMiHa3. [luM maiieHTaM KOHTPOIb QYHKII] IEeYiHKY CJIiff IPOBOJUTH Ha IOYaTKY JIiKyBaHHS, a
Hajasi - YacTile, HixK 3a3Bu4ail. Y BUIaaKaX, KOJIM PiBeHb TpaHCaMiHa3 3pOCTa€, 0COOIMBO TP
CTiiKoMy nlepeBuIlleHHi B 3 pa3u Big BMH, npemnapaT noTpiOHO BigMiHuTH. Clif 3ayBaXKuTH, 110
alaHiHaMiHOTpaHCc(epa3a MOxKe BUXOOUTHU 3 M'sI30BO1 TKAHUHU, TOMY IiABUIIEHHS
allaHiHaMiHOTpaHCc(depa3u 3 KpeaTHHKiIHA3010 MOXKe BKa3yBaTH Ha MiomaTiio (IUB. BUIIE
«Miomartisi/pabmomiosiz»). Pigko moBimOMIIsIOCS PO JeTaNbHY Ta HeleTalbHY Ie4iHKOBY
HEOCTATHICTh y MAallieHTiB, AKi IPUMMau CTaTUHY, Y TOMY YHUCIIi CUMBacTaTHH. [Ipu nosisi
CEepU03HOTO YpaxKeHHS MeYiHKM 3 KIIiHiYHUMU CUMIITOMaMu Ta/abo rimepOinipybinemii abo
JKOBTSTHULII ITi] Yac JIiKyBaHHS IIpellapaToM CJIi[l HeraiiHo epepBaTy Teparilo. fAKINo He 3HaluleHO
arbTEPHATHUBHOIL €TiONOTil, He CJIif 3HOBY PO3MOYKMHATH IIPUIOM IIpenapary. [Ipemapar cin
3aCTOCOBYBaTHU 3 00€PeXKHICTIO MaIlieHTaM, SKi 37I0BXKMBAIOTh aIKOTOJIEM.

[Tpu nikyBaHHI CHMBaCTaTUHOM, SK i iHIIMMU rinoninigeMiuauMy 3acobamu, CriocTepiranocs noMipHe
(menme HiX y 3 pa3u Buile BMH) 30inblIeHHST aKTUBHOCTI CHPOBAaTKOBUX TpaHcaMiHaa. LIi 3minu
3'IBNIANKCS He3abapoM IicIig oYaTKy JIiKyBaHHS, 4YaCTO MaJid MUHYIINHE XapaKTep, He
CYIIPOBOMXKYBAJIUCS KOOHUMY CUMIITOMaMU Ta He BUMarajyu CKaCyBaHHS Teparil.

Llykposuli diabem

[lesKi maHi BKa3ylTh Ha Te, 110 CTaTUHU AK Kjac MigBUINYIOTh PiBEHb I'JIIOKO3U B KPOBI, Y IEIKUX
TAIiEHTIB i3 BUCOKMM PHU3UKOM PO3BUTKY LIYKPOBOTO MiiabeTy B MalOyTHEOMY MOXKYTh CIIPUYUHUTH
piBeHb rinepriikeMii, Ipyu SKOMy PeKOMeHAYETLCS PO3MOYMHATH TiKyBaHHS I[yKPOBOTO fiabeTy.
OpHak Haf oMM PU3KUKOM MepeBaKa€e KOPUCTh 3HUKEHHS CTaTUHAMHU CyIUHHOTI'O PU3UKY, i TOMY BiH
He MMOBHHEH OyTH IPUYUHOIO [IJI IPUIHUHEeHHS JIIKyBaHHS CTaTHHAMMU. [10TpiOHO TpOBOOUTH
MOHITOPHUHT CTaHy Malli€HTIB i3 pU3UKOM (TJII0KO3a HaTIle 5,6-6,9 MMonb/1, iHAeKC Macu Tina > 30
KT/M’, TiIBUIIEH] TPUTTILIEPUOY, apTepiasbHa TinepTeH3is), IK KIiHiYHUH, TakK i 6ioXiMiyHUH,
BiZIIOBiOHO MO HAlliOHAJILHUX HACTAHOB.

IHmepcmuuianvHe 3axX80PIOBAHHSA /1€2€Hb

BuHSATKOBI BUTIaiKU iIHTEPCTULIAIBHOTO 3aXBOPIOBaHHS JIET€Hb CIIOCTEPIraaucs MiCsa MPUAOMY
IessKUX CTATUHIB, 0COGJIMBO IIPU [OBrOTPUBAIOMY IIpHoMi. XapaKTepHUMHU O03HAKaMU
iHTepCTUIiaTbHOTO 3aXBOPIOBAHHS JIET€Hb MOXKYTb OYTH OUCIHOE, HETIPOAYKTUBHUN Kalllelb,
IOTipIIeHHS 300POB’S B LIJIOMy (BTOMa, BTpaTa MacH Tijla Ta rapsdka). Y pasi migo3pu Ha PO3BUTOK Y
Iali€HTa iIHTepPCTULiaIbHOTO 3aXBOPIOBaHHS JIeT€Hb JIIKyBaHHS CTaTUHAMU CIIiJ IPUIUHUTH.

Opmanbmono2iyHe obcmediceHHA

Y pagzi BigcyTHOCTI 6ymb-IKOTO MEOUKAMEHTO3HOI0 JIiKyBaHHS 306iIbIIIeHHS IO TOMYTHIHHS
KpUILITAJINKa BBAXKa€EThCA HACIIIIKOM IIpoIecy cTapiHHga. HadBHI KITiHIYHI JOCIIIXKEeHHS He BKa3yI0Th
Ha iCHyBaHHS LIKIIUBOIO BIJIMBY CHMBACTATUHY Ha KPUIITAIUK OKa JIIOOUHMU.

3acmocysaHHs 0cobam AimHbO20 iKY

EdexTuBHICTh 3aCTOCYBaHHS CUMBACTaTUHY [AJIS XBOPUX BIKOM Bifi 65 POKIB Iifi YaCc KOHTPOJILOBAHUX
KJIIHIYHUX [OCIIIIKEHb OLIIHIOBAJIAaCS O[O0 3HUXKEHHS PIBHS 3ara/IbHOI'0 X0JIeCTEPUHY Ta
xonectepuny JITTHIII i BusBUIacs Takoio X, SIK i y 3araibHiil momynsuii. 30ibIIeHHS YacTOTH
no0iuHux edeKTiB He BiI3HAUEHO.



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

[Tpenapat MiCTUTh IaKTO3Y, TOMY ITallieHTaM i3 JTaKTa3HOI0 HeIOCTATHICTIO, rajlakTo3eMiero abo
CHHJPOMOM I'JIFOK030-TalakKTO3HOI ManbabCcopOLil He CIIifi 10oro 3aCTOCOBYBATH.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHs 2pydoio.

3acToCyBaHHSI CHMBAaCTaTHHY BariTHUM XKiHKaM
MPOTHUIIOKa3aHe.

2KogHHX KOHTPO/JIbOBAaHHUX KIIHIYHHMX JOCIIIKeHb 3 y4aCTIO
BariTHUX XiHOK He MPOBOIH/IH, Oe3NMeKa 3aCTOCYyBaHHsI
Hapa3i He BCTaHOB/IeHa. € piaKicHI MOBiTOM/IEHHS IIPO
BPOIKEeHHi aHOMaJTil ic/isi BHYTPilIHbOYTPOOHOT 0 BILUTUBY
iarioiropis 'MI'-KoA-pegykra3u.

by oTpuMaHi PigKiCcHI MOBiTOM/IEHHS PO BPOAKEeHi
aHOMaJIil mic/Is1 BHYyTPiIHOMAaTKOBO1 €KCIO3HIIil 10
inrioiropiB ’'MK-KoA-penykra3u. OmHak aHa/Ii3 NpuO/IN3HO
200 BariTHHX, 3a SIKHMH CIIOCTepirajiu NMpOCIEeKTHUBHO i B
SIKMX IPOTSArOM MEePHIOro TPUMECTPy 0yjIa eKCIO3HUIIisa 10
CHMBACTaTHHY a00 iHmoro noaioxnoro iaridoiropa 'MK-KoA-
pedyKTa3H, 4aCTOTa BPOAKEHHX aHOMaJIii OyIa
MOPiBHSIHHOIO 3 TAKOI0 B 3ara/IbHiu momyasnii. Takoi
KiTbKOCTi BUNIAJKiB BariTHOCTi 0y/I0 CTaTHCTHYHO
TOCTAaTHHO IS BUK/IIOUEHHS 30i/IbIIIeHHs KiTbKOCTi
BPOIKEHHX aHOMaJIi# y 2,5 pa3a Ta BHIIe NOPiBHAHO 3
YaCTOTOIO B 3arajibHil MOMyJIsiIii.

Xoya HeMa€ XKOJHUX [0Ka3iB, 110 YaCTOTa BUIIaAKiB BPOAXKEHUX aHOMAJIii y HalllaAKiB Ialli€HTiB, IKi
IPUKMalOTh CUMBacTaTUH 4 iHmi inribitopu I'MI'-KoA-penykrasu, Bifpi3HIETLCS Bif Ti€l, 110

CIIOCTepIiraeThCs y 3arasibHill MOMyslii, TiKyBaHHS MaTepi CHMBACTaTUHOM MOXKe 3MEHIIIUTH PiBeHb
MeBaJIOHATY, 1110 € IIPEKYPCOPOM Y CUHTE31 X0IeCTEPUHY Y III0Aa.

ATepocKiepos - Iie XpOoHiyHu# mporec. BimMoBa Bif rimomimigeMiyHux miKapchKuUx 3aco6iB mmig gac
BariTHOCTI He TIOBMHHA 3HAYHO BIIJIMBATU Ha Pe3yJIbTaTHU JOBrOTPUBAJIOTO JIiKyBaHHS TEPBUHHOL
rimepxonectepuHeMii. TOMy cuMBaCTaTHH He CJIi[l 3aCTOCOBYBATH BariTHMUM KiHKaM Ta XiHKaM, SKi
HaMararmThCs 3aBariTHITH YU HigO3PI0I0Th, III0 BOHU BariTHi.



IIpuitoM CHMBACTaTHHY CJIil IPU3YIHHUTH Ha BeCh TePMiH
BariTHOCTi a00 1m0 TOro 4Yacy, IIOKH He Oy[e miaTBepaKeHHs,
110 XiHKa He BariTHa. 3aCTOCYBaHHS CUMBACTaTUHY CIIif
IPU3YIMHUATY Ha BECh TEPMIH BariTHOCTI a00 MOKM He Oyme
IiATBEPAKEHHS, 110 XKIiHKa He BariTHa (OuB. PO3MiI
«ITpoTUIOKa3aHHS»).

ITepiod 200ys8aHHA 2py0010

HeBimomo, 4u TPOHMKAE CHMBACTATHH a0 oro MeTaboJIiTH y rpyaHe MojI0Ko. OcKinbku 6araTo
JiKapChKUX 3ac00iB MPOHUKAE Y TPYAHE MOJIOKO i € MOXKJIUBICTh BUHUKHEHHS CePHO3HUX MOOIYHIX
peakKIlii, XKiHKaM, SKi IpUAMa0Th CHMBACTATHH, CJIif MIPUIMHUTH TOMNyBaHHS Ipyomio. (IUB. PO3Mmin
«[IpoTunokasaHHa»).

PepmuabHicmb

KriHiyHMX OOCHiKeHb IIOA0 BIIMBY CHMBACTAaTUHY Ha (PEPTUIIbHICTD TIOOUHU HE TPOBOAMIIN.
CuMBacTaTvH He Ma€ BIJIUBY Ha (GePTUIBHICTh CaMIliB Ta CAaMOK IIypiB.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHizmamu.

CuMBacTaTHH He Ma€ XKOIHOro abo Ma€e He3HAUHUM BIIUB Ha 3aTHICTh KepyBaTu aBTOMOGieM Ta
inmumu MexaHizamamu. OgHaK Ipu KepyBaHHI aBToM06iieM a6o poOOTi 3 iHIIMMU MeXaHi3MaMu CJIif
BpaxyBaTHU PiAKiCHI MOBIAOMJIEHHS IIPO 3allaMOPOYEeHHS.

Cnoci6 3acmocyeaHHsi ma do3u.

Io60Bi mo3u Basuniny® - Bix 5 Mr (3aCTOCOBYBaTH JiKapCchKy GOPMY 3 BiAIOBIIHKM HO3yBaHHAM) [0
80 mr mepopanbsHo 1 pa3 Ha 0o0y, BBeuepi. [Tinbip mo3u Ba3nniny® CJIiT 3MiliCHIOBATH 3 iHTepBalaMu
He MeHIIe HiX 4 THXKHi [0 MaKCHMabHOi f000B01 fo3u 80 Mr, 110 puiiMaeThcs 1 pa3 Ha 700y,
BBeuepi. [lo3a 80 MI peKOMEeHAY€ETHCS TiMbKHY [AJIS MALiEHTIB 3 TAXKKOIO TiepXoieCTeEPUHEMIEI0 Ta
BUCOKMM PU3UKOM CEPIIEBO-CYIUHHUX YCKIIaAHEHb, SIKi He JOCATIIA METH JIIKyBaHHS 3a JO0IIOMOT 00
HUXKYHUX 103, Ta KOJIX OYiKY€ETHCS, III0 KOPUCTD ITepeBaxKaTuMe NOTEHIIMHNY PU3UK (OUB. PO3Tinu
«PapMmakonuHaMmika» Ta «OcoOIMBOCTI 3aCTOCYBaHHSI»).

l'inepxonecTepuHeMis

[NTauieHTy Ccif IPU3HAYUTHU CTaHAAPTHY X0JIE€CTEPUHO3HUKYBAJIbHY OIETY, SIKOl BiH IOBUHEH
NOTPUMYBATHUCS IIPOTATOM YChOT'O KYpCY JTIKyBaHHS IIpernapaToM.

3a3Buyai MoYaTKOBA f103a CTaHOBUTL 10-20 Mr Ha moOy, IpuiMaTH OOHOPA30BO, BBeuepi. [
MAIEHTIB, IKUM HeoOximHe 3HauHe (Oinbire K Ha 45 %) 3uuxkeHHs pipHsa X-JITTHII, moyaTkoBa mo3a
Moxe craHoBuTH 20-40 Mr 1 pa3 Ha noOy, BBeuepi. ITinbip 03, y pa3i HeoOXimHOCTI, MOTPIOHO
3[iMCHIOBATH, SIK BUKJIQ[eHO BUIIE.



I'oMo3ueomHa cimelHa 2inepxosiecmepuHemis

PekoMeHOoBaHa Io4aTKoOBa I03a Ba31miny® — 40 mr Ha moOy ogHOPa30BO BBeuepi. [Ipemapar ciif
3aCTOCOBYBATH K JOTIOBHEHHS [0 iHIIOTO JIiMiA03HKKYBaIbHOTO JIiKyBaHHS (Halpukiaf, abepesy
JITTHIII) abo sIKIIo TaKe JTiKyBaHHS HEOCTYIIHE.

IIn1s1 maIieHTiB, SKi OGHOYACHO 3 IpenapaToM Basumin® nmpuiiMaioTh JIOMITamif, [03a Ipenapary He
MOBHHHA nepeButyBaTy 40 Mr Ha goOy (ouB. po3pinu «IIpoTunokalanHs», «BlaeMomist 3 iHIIUMU
JiKapChbKUMU 3aco0aMu Ta iHIIi BUAU B3aeMOfini» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

Cepueso-cyOuHHA npodisakmukd

3BHuUalHa go3a Ba314niny® U1 TIAIli€HTIB i3 BUCOKUM PU3UKOM PO3BUTKY illIeMidHOI XBOPOOU ceplis
(IXC), y moennaHHi 3 rinepsinigemieto abo 6e3 Hel, ctaHoBUTh 20—40 Mr Ha 100y OMHOPA30BoO,
BBeuepi. MeiMKaMeHTO3HY Tepallilo MOXkKHa IoYaTh OOHOYACHO 3 [ieToio Ta (i3KynbTyporo. ITinbip
103, y pa3i HeoOXigHOCTi, MOTPiOHO 3[iliCHIOBATH, SIK BUKJIQ[IEHO BUIIIE.

CynymHA mepaniA

Basunin® epeKTUBHHUIN y BUTTIAMNI MOHOTEpaIlil, a TAKOX Yy IIOENHAHHI 3i CEKBECTPaHTaMH JXOBYHHUX
KucnoT. [lo3y ciig npuiiMaTt abo He MEHII 5K 3a 2 TOOUHU 10, a0 He MeHII K Yepes3 4 ToguHu
IIiCJIs IPUMOMY CEeKBECTPAHTY XKOBYHUX KHUCJIOT.

Iy mawLieHTiB, AKi npuiiMaoTh Basummin® ogHoYacHO 3 piGpaTaMu, KpiM reMpiOpo3uIy (IUB. PO3MiN
«IIpoTunoka3aHHs»), ab0 3 PpeHodiOpaToM, H03a IMpemapaTy He IOBUHHA NTepeBulyBaTy 10 Mr Ha
noOy. [I7g malieHTiB, sSIKi 0qHOYACHO 3 IIpellapaToM IPUIMalTh aMiofjlapoH, aMJIO[UIIiH, BepamnaMis
a6o munTiazeM, foOOBa mo3a Ba3nniny® He TIOBUHHA IepeBuinyBaty 20 Mr (gus. po3ninu «B3aemopnis
3 iHIMMMHY JTiKapChKUMK 3ac00aMu Ta iHII BUAYM B3a€MOMii» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).

Io3yeaHHA npu HUPKOBIil HedocmamHocmi

I TalieHTiB i3 MOMipHOI0 HUPKOBOIO HEOCTATHICTIO HeMa€e HeoOXiMHOCTi 3MiHK 0O3yBaHHS.

[I71s1 mallieHTiB 3 TIKKOI0 HUPKOBOI HEOCTATHICTIO (KJlipeHC KpeaTuHiHy < 30 MJI/XB) CIIi[l peTelbHO
3BAXKUTHU JOLINBHICTH IPU3HAYEHHS IIpemnapaTy y £o3i 10 Mr Ha fo0y i, SKIIO TaKe J03yBaHHS
BBaXKAETHCS HEOOXIMHUM, IIpenapar CJIifi Ipu3HadaTu 3 00epeXkHICTIO.

3aCcTOCyBaHHA Ialli€eHTaM JiTHbOTO BiKY

HeMmae noTpe6u B KOperyBaHHi 103H.
3actocyBaHHsg miTaM Ta migmitTkaMm (10-17 pokiB

Ins miTed Ta mipmiTKiB (xyomui BikoBol cTafil TaHHepa 11 i cTapiii Ta giByaTa, y SKUX MpUHAUMHI
O[IVH PiK HassBHUYU MEHCTpPyaJIbHUY UKKJII) BIKOM 10—17 pOKiB 3 reT€pO3Ur0OTHOIO CIMENHOI0
rinepxonecTepuHeMicel0 peKOMeHI0BaHa 3BMYaliHa [T0YaTKOBa q03a cTaHoBUTh 10 Mr 1 pa3 Ha o0y,
BBeuepi. [1o moyaTKy JIiKyBaHHS CUMBACTaTUHOM [iTAM Ta MiAJIiTKaM CJIif NPU3HAYUTU CTaHAApPTHY
X0JIeCTEPUHO3HUKYBAIbHY [Ii€TY, IKOI CHifl JOTPUMYBATHUC IIif Yac JIiKyBaHHS CUMBACTaTAHOM.

PexomenpoBaHi no3u - 10—40 mr Ha 0o0y; MakcuMasbHa peKOMeHI0BaHa 03a CTaHOBUTH 40 MT Ha
noOy. [lo3y crmig migbupaTy iHAUBigyanbHO, 3TiMHO 3 METOIO JIIKYBaHHS, 3a PeKOMeHAallisIMu

nikyBaHHA y nemiaTpii (muB. po3pinu «®apmakoguHaMmika» Ta «OcoOnMuBOCTI 3acTocyBaHHA»). I1ig6ip
03U CJIif ITPOBOOUTH 3 iHTepBasaMu B 4 TUXkHi abo Oinbire. [JocBifg 3aCTOCYBaHHS IIpenapary giTaM



npeny0epTaTHOTO BiKy 00MeXKeHU.

Beamneka Ta e(peKTUBHICTh 3aCTOCYBaHHSA 103 ToHaA 40 Mr Ha go0y HiTAM 3 T€TePO3UTOTHOIO
ciMelHOI0 TinepxonecTepruHeMiel0 He BUBYaIuCs. [J0BrOCTPOKOBa e(peKTUBHICTh Tepailil
CHMBaCTaTUHOM y OIUTUHCTBI AJIs 3HUXKEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI y IOPOCTIOMY Billi He
BCTaQHOBJIECHA.

Himu.

Be3neky Ta eeKTUBHICTh 3aCTOCYBaHHS CHMBACTaTUHY AJid HalieHTiB BikoM 10-17 pokiB i3
reTepO3Ur0THOIO CIMENHOI0 TinepilinifeMiero OLiHI0BaIA Y KOHTPOJILOBAHOMY KITIHIYHOMY
OOCITiI?KeHH] 3a y4acTIO XJIOMYKKiB BiKOBOI cTafil TanHepa II Ta migmiTKiB-miBUaT, y IKUX
moHakmeHIe 1 pik Tomy novanucst MeHcTpyartii. IIpodins mobiynux epeKTiB y maIieHTis, AKi
IpuiMany CUMBacTaTHH, OyB MOAIOHUY 0O TAaKOro y MallieHTiB, IKi mpuiimany niane6o. [Jo3u GinbIine
40 Mr He OCTiAXKYyBay y Uik IPYIIi MalieHTiB. Y gocnigkeHHi He 0yio 3adikCcoBaHO BIIUB
CHMBACTATUHY Ha PIiCT Ta CTaTeBUU PO3BUTOK IMiAJIITKIB, @ TAKOXK Ha TPUBAIICTh MEHCTPYaIbHOT O
IIUKITY ¥ OiBYATOK (OuB. po3minu «Crocib 3acTocyBaHHs Ta Ho3u», «I106iuHi peakirii»).

[iBuaTa MaioTh OyTH IPOiH(POPMOBaHI 1040 HEOOXiAHOCTI KOHTPALeNil IpX 3aCTOCYBaHHI
CAMBACTaTUHY.

3acToCyBaHHS CUMBACTATUHY He OOCIIAXKYBaJX y IalieHTiB BikoM 10 10 pokiB, a TakOXK y AiBYATOK, y
SIKHX I1e He [T0Yaucs MeHCTpyaliil.

Ins marrienTiB BikoM 1o 18 pokiB eeKTHBHICTL Ta O€3MEKY HE HOCTIXKYBaIU IPOTATOM IePioxiB
JIIKyBaHHSI TPUBAJICTIO AoBIIe 48 TUXKHIB. BIIIUB JOBrOTPUBAIOr0 3aCTOCYBAHHS Ha Qi3NYHUY,
IHTeJIeKTyaJIbHUU Ta CTaTeBUU PO3BUTOK HEBIAOMUU.

Ilepedo3yeaHHsi.

Ha ne#t yac BifoMo IIpo KiflbKa BUIIaAKiB IIepefo3yBaHHs, MaKCUMaJjlbHa IPUUHSATA J03a CTAHOBUIA
3,6 T; IpH IIbOMY y 2KOQHOTO 3 TAIliEHTIB HE BUSBIEHO CIEUU(pIYHUX CUMIITOMIB. YCi namiesTu
omyxanu 0e3 yCKIafHeHb. Y pasi mepeno3yBaHHS HeOOXiMHO MPOBOOUTH CUMIITOMATHYHi i
MigTPUMYIOUi 3aX0H, OCKINIbKY CIenu(ivYHOrO0 JTIiIKyBaHHS HEMaE.

ITo6iuni peakuii.

YacToTa HUXKYe3a3HaUeHUX MOOIYHUX SBUII, PO SIKi MTOBIMOMUIY ITif Yac KIiHIYHUX OOCIiIXKEeHb
Ta/abo y mepiof MOCTMapKETHHIOBOTO 3aCTOCYBaHHS, Kilacu(iKoBaHa 3a OLIHKOIO IXHIX PiBHIB y
mIpolieci BeTMKUX OOBTOTPUBAJIUX ITale00-KOHTPOIbOBAHUX KITIHIYHUX JOCITigXKeHb, BKIovaoyu HPS
Ta 4S 3 yuacTio BignoBigHOo 20536 Ta 4444 nauieHTiB (muB. po3min «dapMakogrHaMika»). Y HPS
Big3HavaNKCs TiMTbKU CepPHo3Hi mobOiuHi SBUIIA, a TAKOXK Mianris, migBUIIeHHS TPpaHCaMiHa3
CHPOBATKM Ta KpeaTHHKiHa3u. Y 4S 3anucyBanuch yci 3a3HauyeHi HUxK4e 1mo0iuHi spuia. AKIo y
IIpolieci IUX [OCTiXKeHb PiBHI IpY NpHUKOMi CHMBacTaTUHY Oyu HuXK4i ab0 nofibHi 0 THX, 110 i IpH
npuiioMi mnane6o, Ta 6ynu momibHi CIOHTaHHI MOBiMOMIIEHHS PO SIBUIIA, SIKi Maau 00T PYHTOBaHUMN
IPUYMHHNUM 3B’SI30K, IIi M06iYHi fBUIIa KTacu(piKyBaauCh K PigKicHi.



Y npoueci gocnigxenus HPS (guB. po3ain «®apmakoguHaMmika») 3 y4acTio 20536 mallieHTiB, SKi
npuiiManu 40 mMr/go0y cuMmBacTtaTuny (n=10269) a6o mraredo (n=10267), mpodini 6e3neku Oynu
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.
[TigBuieHHs TpaHcamina3 (>3 pasiB Bullle BMH, migTBepmkeHe MOBTOPHUM aHalli3oM) BigOynaoch y
0,21 % (n=21) maIieHTiB, AKi MpuiiManu cuMBacTaTuH, MopiBHAHO 3 0,09 % (n=9) namieHTiB, IKi
IpuiManyu miamneoo.

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), yactoTa HeBifoMa (He
MOXKHa IIiIpaxyBaTH 3a HasBHUMU NaHUMHU).

3 60Ky KpOBi Ta nimbaTu4Hoi cucTeMu. Pidko: aHeMis.
3 6oky iMyHHOI cucteMu. [Jysce pioko: aHadimakcis.

3 6oky ncuxiku. [ysce pioko: 6e3coHHS. Hegidomo: mempecis.

3 60Ky HepBOBOi cucTeMu. Pidko: romoBHUM 6inb, mapecTesisi, 3alaMOPOYeHHs, TepudeprudHa
Heupomnaris. [Jysxce pidko: IOTipIIeHHS IaM sTi.

PecrnipaTopHi, TopakanbHi Ta MeiacTUHaILHI nopyIieHHs. HegidoMo: iHTepCTHIIiabHa XBOpoOa
nereHiB (guB. po3min «OcoO0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky HIINYHKOBO-KHUIITKOBOTO TPaKTY. Pi0Ko: 3amop, abmoMinanbHUM 6inb, METEOPH3M, OUCIIETICIs,
miapest, HymoTa, OTFOBaHHS; TAaHKPEATHT.

3 OOKY MeyYiHKM Ta JKOBUYOBUBITHUX INAXiB. PiOKO: TelaTUT/XKOBTSAHUL. [[yoce pidko: meTanbHa Ta
HeJleTaJIbHa IIeYiHKOBa HeJOCTAaTHICTh.

3 OOKY LIKipK Ta HifIIKipHUX TKaHWH. Pi0K0o: BUCUIIAHHS, CBepOixK, anomeris. [Jyoce pidko:
JIiXeHOIMHUY JTIKapChKUYU BUCHIL.

3 OOKY CKeJleTHO-M sSI30BOT0 alapaTty Ta CIIONYYHOl TKaHWHU. Pi0Ko: MionaTis* (BKIi04anuu
Mio3uTH), pabooMiosi3 3 HUPKOBOIO HeOCTaTHICTIO abo 0e3 Hel, MianTisi, M'g30Bi cla3Mu, CyIOMH,

MiO3UTH, MOJiMiO3UTH. [[yorce piOKo: PO3PUB M’ SI3iB.

* T1ig gac KJiHIYHUX JOCTIiAKEeHb MiOoIlaTid YacTille BUHMKAJIa y NallieHTiB, gKi IpuiMau
cuMBacTaTvH B 003i 80 Mr Ha mo0y, mMOpPiBHAHO 3 NalieHTaMu, aKi npuiimanu 20 mr Ha go6y (0,1 %
npotu 0,02 % BigmoBigHO).

Hesidomo: TeHOUHOIATIs, iHOAl yCKmamHeHa po3puBamu, (IOHM)**,

** [Tyxke pigko croctepiranucs sunagku IOHM, ayToiMmyHHOI MionaTil mif 4ac a0o micys NiKyBaHHS
cratuHamu. IOHM KITiHIYHO XapaKTePU3YETHCSA CTIMKO0 C1a0KiCTI0 TPOKCUMaIbHUX M's13iB i
NiABUIIIeHHAM PIBHA KpeaTUHKIHA3U B CUPOBATL KPOBI, fIKi He 3HUKAIOTh He3BaXXaluu Ha
IPUNIMHEHHS IPUIOMY CTATUHIB, 03HaKaM{ HEKPOTUYHOI MiomaTii Ha 6iomcii M'g3iB 6€3 3HAYHOT0
3arajeHHs, MOJNIIeHHSM IIPU 3aCTOCYBaHHi iMyHOmempecuBHUX 3aco0iB (quB. po3min «Oco6IuBOCTI
3aCTOCYBAHHS»).

3 60Ky penpOOyKTHUBHOI CUCTEMU Ta MOJIOYHHUX 3a103. [ly:Ke pifiko: TiHekoMacTisi. Hegidomo:



epEeKTUIbHA AUCHYHKILiS.

3 60Ky 30py. Pidko: 3aTymaHeHuu 3ip, IOPyIIeHHS 30Dy .

3arabHi po3/iafy Ta NOPYIIEHHS y Miclli BBeleHHd. Pi0ko: acTeHid. 3pifgKa IOBIAOMIISANIN IPO
BUTIA[KU BAPAXKEHOT0 CUHIPOMY TillepUyTIUBOCTI, 110 BKJII0YAB [efAKi 3 TAKUX IIPOSBIB:

aHTiOHEBPOTUYHUY HaOpSK, BOBUAKOINOAIOHUY CUHAPOM, peBMaTU4Ha MOIiMianris, ;epMaTOMiO3uT,
BACKYJIT, TpoMOOLUTONEH s, e03uHODimis, 30inbIeHHs MBUAKOCTI ociganus eputporuTis (IIOE),
apTPHUT i apTpairis, KponuB sHKa, poToceHcubimizalis, rapsuka, IPUIIJIABY, 3aJUIIKA Ta CIa0KiCTh.

Bnonus Ha PEe3YJIIbTAaTU HaGOQaTOQHI/IX Ta iHCprMeHTaHLHI/IX OOCIiIKEHb.

Pioko: 36inbLIeHHs pPiBHS TpaHCaMiHa3 y CUPOBATI KPOBi (anaHiHaMiHOTpaHCchepasy,
acrmaprataMiHoTpaHcdepasu, y-TyTaMinTpaHcHenTraasu) (uB. po3nin «Oco0MMBOCTi 3aCTOCYBaHHS.
BnnuB Ha mediHKy»), MigBUILIEHHS PiBHS TykKHOI (hochaTasy, MigBUILIeHHS PiBHSI CUPOBAaTKOBOL
KpeaTuHKiHa3u (OuB. po3Min «OcoBIUBOCTI 3aCTOCYBaHHS»).

[Tpu npuiiomi cTaTHHIB, BKIOYaouu Ba3unin®, moBigomnsnau npo migsuiieHHss HbAlc Ta piBHIB
TJIIOKO3U CHPOBATKH B CTaHi HaTIIE.

Bynu nosimoMieHHS PO MOPYIIEHHS KOTHITUBHOI QYHKIIl (HanpuKiaj, BTpaTa IIam sTi,
3a0yObKyBaTiCTh, IIOPYIIEHHS ITaM’gTi, CIIIyTaHICTh CBiOMOCTI), TIOB’g3aHi i3 3aCTOCYBaHHSIM
CTaTHUHIB, BK/IIOUYAI0YU CHMBACTaTHH. Y LiJIOMy BUMIafKU OyIu HeCepio3HUMU Ta 000POTHUMM IiC/sA
IIPUIMHEHHS [IPUKXOMY CTaTUHY; Yac 0 II0YaTKy II0SBUA CHUMIITOMIB (Bif OMHOTO OHS A0 KiJTbKOX POKiB)
Ta 3HUKHEHHS CUMIITOMIB (Y cepefHbOMY 3 TUXKHi) OYB pPi3HUM.

[TonaTkoBi mobiuHi edhekTH, sIKi cCnocTepiraaucs micasg TPUNOMY NeTKUX CTATUHIB:

- TIOPYLIEHHS CHY, Y TOMY 4uCJIi 6€3COHHS Ta HiYHi KaXu;
- CcTaTeBa OQUCQYHKIIIS;

- IyKpoBHUH miabeT: 4acTOTa 3aJieXkKUTh BiJ] HAsIBHOCTI/BifCyTHOCTi (paKTOpiB pHU3UKY (pPiBEHD
TJII0KO3H HaTile = 5,6 MMons/a, IMT >30 Kr/M’, IiiBUIIEeHNi piBeHb TPUTIiNepHUiB, apTepiaabHa
rinepTeH3is B aHaMHE3i).

[liTy Ta migmiTku (BikoMm 10-17 pokiB)

Y nporeci 48-TUKHEBOTO AOCTiAKEHHS 3a YYacTIO OiTel Ta MifJIiTKiB (XJIOMYUKU BiKOBO1
crapil IT 3a TaHHepoM i cTapiie Ta giBuaTa, B IKMX IPUHANMHI OfMH PiK HasBHUN
MEeHCTpyabHUM IUKI) BikoM 10-17 pOKiB 3 reTEPO3UTOTHOI CIMEWHOIO TillepainigeMieto
(n=175) npodinb Oe3neKu Ta IEPEeHOCUMOCTI y TIalli€HTiB, IKi TpUMalId CUMBacTaThH, OyB
3arajaoM MofiOHUY M0 TAKOTO y MallieHTiB, IKi mpuiiManu miaie6o. [JoBroTpuBanuil BIJIKUB Ha
GbismyHNM, PO3YMOBHI Ta CTaTEBU PO3BUTOK HeBimoMuii. HeMae 4oCTaTHBOI KiTbKOCTI TaHUX
IIiCJIs OMHOT0 POKY JIiKyBaHHS (OuB. po3minu «OcobnuBoCTi 3acTocyBaHHS» Ta «Crocio
3aCTOCYBaHHS Ta JO3U»).

3BiTYBaHHS IIPO Mif03pIoOBaHi MO6iYHi peakiril.

3BiTyBaHHS PO Migo3pioBaHi Mo0iYHi peakilii micys peecTpaliil TiKapcbKoro 3acoly Mae
BeJIMKe 3HaueHHs. Lle mae 3Mory mpoBoauTH 6e3repepBHe CIIOCTEPEeKEHHS CITiBBiIHOIIEHHS
MiXK KOPHCTIO i pu3uKaMH, II0B I3aHUMHU i3 3aCTOCYBaHHSIM JTiKapChKOTo 3acoby. Cremiamictu



y Taly3i 0XOPOHM 3[0POB’SI IIOBUHHI ITOAaBaTH iH(popMallito Mpo Oyab-gKi mifmo3pioBaHi
mo0iuHi peakiril 3a OIIOMOI0I0 HalliOHAJIbHOl CUCTEMHU 3BiTHOCTI.

Tepmin npudamuocmi.

3 POKH.

YMoBH 30epiraHHs.
30epiraTu B opuriHaibHil YIAKOBIN Mpu TemrepaTypi He Buie 30 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

VYnaxoBka.

Tabmetku mo 10 mr: mo 7 TabneTok y GmicTepi, mo 2 abo mo 4 6micTepu y KapTOHHIN KOPOOIIi.

Tabmetku mo 20 Mr: o 7 TabneTok y Omictepi, mo 2 abo mo 4, abo no 12 GmicTepiB y KapTOHHIM
KOpPOOTIi.

Kareropis Bignmycky. 3a pelenToM.

BUpPOOHHK.

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

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Miclsi IpoBaIXKeHHs HOro Tis/IbHOCTI.

[Imap’emka necta 6, 8501 HoBo mecto, CrmoBeHisi/ Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



