TIHCTPYKIIIA

/IS METUYIHOT'0 3aCTOCYBaHHSA JIIKapChbKOT0 3aC00y

Ba3wrin®

(Vasilip®)

CKn1ao0:
ditoua pe4o8uHda: CUMBaCTaTHH;
1 TabGneTka, BKpUTa IUTIBKOBOIO 0007I0HKOI0, MiCTUTE 40 MI' CUMBACTaTUHY;

0onoMidCHI pe4oBuHU: TAKTO3W MOHOTIIpaT, KpOXMaJlb IpexkeaTuHi30BaHuM, Oy TUNTiIpOKCiaHi30m
(E 320), kucnora NTMMOHHA, KUCJIOTa acKOpOiHOBa, KpOXMallb KYKYpPYA3SHUH, 11eJ1i0I03a
MiKpPOKpPHCTaJlidYHa, MarHilo cTeapar;

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

Jlikapceka ¢opma. TabneTky, BKPUTI MTiIBKOBOIO 000I0HKOIO.

OcHosHi (i3uko-ximMiuHi 81acmu8ocmi: KPyrii, 37erka qBoomykii, 6i710ro Kombopy TabIeTKH,
BKPUTI IIJTIBKOBOIO 000JIOHKOIO, 3i CKOIIIEHUM KPAEM Ta 3 HACiYKO0 3 OOHOTO OOKY.

dapMakoTepaneBTHUYHA IpyIa.
linonimigemiuni 3aco6u, MOHOKOMIIOHEeHTHi. [HribiTopu 'MI'-KoA-penyKTa3mu.

Kon ATX C10A AO1.

dapmakKo102iuHi e 1acmueocmi.
dapmakoOduHamika.

[Ticris mepopasbHOTr0 MPUUOMY CUMBACTAaTHH i3 HEAKTUBHOT'O JIAKTOHY TiAPOJIi3Y€ETHCA Y
TIeYiHIl M0 BiAMOBiqHOI aKTHBHOI O€Ta-TigPOKCUKUCIOTHOL PopMH, siKa Ma€ IMOTYKHY
aKTUBHICTH y ranbMyBaHHi ['MI'-KoA-penykTa3u (3-rigpokci-3-meTunritorapui-KoA-
penykTtasu). Llei pepmeHT KaTanidye nepetBopeHHss MI-KoA Ha MeBasnoHaT (1mo4aTKoBa i
niMiTyio4a cTafii 6i0CUHTE3y X0IeCTEPUHY).

[TinTBEpAkKEHO, 10 CHMBACTaTUH 3HUKYE K HOPMaJbHi, TaK i mMigBUINEHI KOHLIEHTPAIIil



mimompoTeiniB HU3bKoI minbHOoCTi (JITTHII). JITTHIL] yTBOPIOIOTHCS 3 JIMOMPOTEINiB Iy2Ke HU3bKOI
minbHocTi (JITIITHII) i mepeBaxkHO KaTab0ITi3yI0THCS BUCOKOCTIOPigHEHUMH pelternrTopamu JITTHIII.
Mexanizm JIITHIII-3HMKyBanbHOTO €()EeKTy CUMBACTaTUHY MOXKe OyTH IOB’I3aHUM 5K 31 3HUKEHHIM
KOHIeHTpalil xonectepuny JIIIITHII (X-JITITHIL), Tax i 3 inpykiieo penenrtopis JIITHII, mo
IPU3BOJUTH IO CKOPOUEeHHS MPOAYKYBaHHS Ta MigBUINeHHS KaTabomniamy xonecrepuny JITTHII (X-
JITTHIII). Takox Npu 3aCTOCYBaHHI CHMBaCTaTUHY iCTOTHO 3HUXKYETHCS PiBeHb alloJiNonpoTeiny B.
Kpim Toro, cuMBacTaTvH OMipHO 30iIbIIyE PiBEHD X0JIECTEPUHY JINIONPOTEINiB BUCOKOI IMIiTBHOCTI
(X-JITIBIII) i 3HUXKY€ piBeHb TPUTJILIEPUMIB y IJIa3Mi KPOBi. Y pe3ynabTaTi IUX 3MiH 3MEHIIYIThCI
CIIiBBIHOLIEHHS 3arajabHOro xojaectepuny go X-JIIIBI i X-JITTHII mo X-JITIBIII.

Iiremiva xBopo0Oa cepid (IXC)

Y mocnigxenni HPS (Heart Protection Study) pesynsraT Teparii cumBacTaTuHOM GYII0 OLIHEHO Y
20536 mauienTiB (BikoM Big 40 mo 80 pokiB) i3 rimoninigemieio a6o 6e3 Hel, 3 iMmemMiuHOI0 XBOPOOOIO
cepls Ta iHIIMMHU OKJTIO3iMHUMM apTepialbHUMU 3aXBOPIOBAHHSAMU a00 IIYKPOBUM AiabeToM. Y 1iboMy
IOCTimXKeHHi, sike TpruBano 0113bK0 5 pokiB, 10 269 mallieHTiB npuiitManu CHMBacCTaTHH ¥ 0o3i 40 mr
Ha 700y, 10267 marienTiB mputiManu miarebo. Ha moyaTky mocmimxkenHs 6793 marientu (33 %)
Manu piBens JIITHII suxde 116 mr/mn, 5063 mattienTtu (25 %) manu piBeHb Big 116 mr/om go 135
mr/mi, 8680 martrienTiB (42 %) Manu piBeHb Oinbire 135 Mr/m.

JIikyBaHHS CUMBaCTaTUHOM y 103i 40 Mr Ha 100y IOpiBHAHO 3 IIale00 3HaYHO 3MEHIIYE
JeTaNbHICTh 3 Pi3HUX NMPUYUH y nanieHTiB (1328, abo 12,9 %, npotu 1507, abo 14,7 %,
BigmoBigHO; p=0,0003), y 3B’sI3Ky 3i 3MEHIIIEHHSAM JIeTalIbHOCTI Bifl iH)apKTy MioKapaa Ha 18
% (587, abo 5,7 %, mpoTtu 707, abo 6,9 %; p=0,0005; 3HMKEHHST aOCOMOTHOTO PUIUKY 1,2
%). 3HUKEHHS 1eTalbHOCTI Bil HECYOUHHUX 3aXBOPIOBaHb HE JOCATJIO CTaTUCTAYHOL
3Ha4yImocCTi. TakoXK CUMBACTATUH 3MEHIIY€E PU3UK BEJIMKUX KOPOHAPHUX HalafiB
(cKnapieHU# KiHIIeBM MTOKA3HUK i3 HeleTanbHOTo iH(papKTy MioKapa Ta JIeTalbHOCTI Bif
IXC) Ha 27 % (p<0,0001). CuMBacTaTUH 3MeHIIY€E IOTPe0Y Y MPOXOIKEHHI Ipolleypu
PEBACKYJIAIl KOPOHAPHUX apTepid (Y TOMY YUCIIi aOPTOKOPOHApHE IyHTYBaHHSA a00
TpPaHCIIOMiHaTbHa KOPOHApPHA aHTiOoMIaCcThKa) Ta MPOIeyPyU PEBACKYIIALil mepudepuyHux
Ta HeKopoHapHuX cyauH Ha 30 % (p<0,0001) ta 16 % (p=0,006) BigmoBigHO.

CuMBaCTaTHH 3MEHINy€e PU3UK BUHUKHEHHS iHCYNbTY Ha 25 % (p<0,0001), imiemiuHOrO iHCYIBTY
-Ha 30 % (p < 0,0001). Kpim Toro, y migrpyrmi maifieHTiB i3 1IyKpoBUM fiabeTOM CHMBaCTaTUH
3MeHIIyEe PU3KUK PO3BUTKY MaKPOBACKYJIIPHUX YCKIIagHEHb, a 0TXKe, He00XiIHICTh IIpoLefypu
peBacKyndiil nepudepudHUX CyauH (Xipypris abo aHrionnacTuka), aMIyTallil HUXKHiX KiHI[IBOK, a
TaKOX 3HUXKY€E PU3UK BUHUKHEHHS BUPa30K Ha Horax Ha 21 % (p = 0,0293). IIponopiiliHe 3HUKEHHS
YaCTOTH MOfAiN Oy0 OOHAKOBUM y KOXKHii MiATpymi OOCTifXKyBaHUX MallieHTiB: 6€3 KOpOHAapHUX
3aXBOPIOBaHb, ajie i3 CepleBo-CyOUHHUMU 3aXBOPIOBAaHHSIMY a00 meprudepruyHUMYU 3aXBOPIOBaHHAMU
CY[HYH, YOJIOBIKiB Ta XKiHOK Y Billi fo a6o micns 70 pokis, i3 HasiBHiICTIO ab0 BifCYyTHIiCTIO TimepTeH3il Ha
II0YaTKy AOCIiXKeHb, 30KpeMa i3 piBHeM xonectepuny JITTHII auxye 3,0 MMOJIB/II.

Y mocnigxeHHi 4S (Scandinavian Simvastatin Survival Study) BniuB Ha 3aranabHy JI€TaIbHICTh OYB
omineHui Ha 4444 nauienTax i3 IXC Ta piBHeM xonectepuny 212-309 mr/an (5,5-8,0 mmons/n). ¥
I1b0MYy 6araToleHTPOBOMY PaHAOMi30BAHOMY MOABINHO-CIINOMY I1/1alie00-KOHTPOIEOBAHOMY
[OCITiKeHH] MalieHTH 3i cTeHOoKap#ieio abo nepenecerHuM iHdapkToMm Miokapaa (IM) mikyBanucs 3a
IOIIOMOTOI0 [i€TH 31 3BUYAWHUM JOTJISAOM, CHMBACTaTUHOM Y mo3i 20-40 Mr Ha moby (n=2221) abo
nnane6o (n=2223) i3 cepegHbOI0 TPUBAIICTIO TiKyBaHHS 5,4 POKY. Byso moka3aHo, 110 CHMBaCTaTUH
3MEHIIIye PU3UK JIeTaabHOro Hacigky Ha 30 % (3HUXKeHHS abComoTHOTO pusuky 3,3 %). Pusuk
neTanbHOro HachifgKy Bif IXC Oyno 3MeHmeHno Ha 42 % (3HUXKeHHS abCONIOTHOTO PU3UKY 3,5 %).



CuMBacCTaTHH TaKOXK 3MEHIIYE PU3UK BUIAMKiB BETMKUX KOPOHAPHUX HaIafiB (JIeTalbHUN HACIigoK
Bim IXC Ta 6e3cMMNTOMHUY HeNleTanbHUM iHMapKT Miokapaa) Ha 34 %. KpiMm Toro, cuMBacTaTuH
3HAYHO 3HMXKYE PU3UK JeTaJbHUX Ta HeJlIeTalbHUX BUMAJKIB CepIeBO-CYOUHHUX 3aXBOPIOBaHb
(iHCYZIBT Ta TPaH3UTOpPHA ilmeMiuyHa aTaka) Ha 28 %. Hemae ctaTuyHO 3Ha4yII0l BiMiHHOCTI MiX
rpynaMu y pasi JieTaJIbHOI'0 HaCJIiIKy He Bif] CEepLEeBO-CYOUHHUX 3aXBOPIOBAHE.

[TepBHHHA TinepxoyiecTeprHeMis Ta KoMOiHOBaHA TrinepiinigeMis

Y mocrnigXeHHSX, e TOPiBHIOIOTHCS e(eKTUBHICTh Ta O€3MEeYHICTh CHMBACTaTUHY y [03i 10
mr, 20 mr, 40 mr Ta 80 Mr Ha o0y y HallieHTiB i3 rimepxoiecTepUHEMIEI0, CepeqHe
3HuxKeHHd xonectepuny JITTHII 6ymno 30 %, 38 %, 41 % ta 47 % BigmoBigHO. Y
OOCIIiMXKEeHHSX MallieHTiB i3 KoMOiHOBaHOO (3MillTaHO0) PopMoI0 rinepninigemii, ki
npuiiMany 40 Mr tTa 80 MIr cuMBaCTaTHHY, CepPeqHE 3HUKEHHS TpUrinepumnis 6ymno 28 % Ta
33 % BigmoBigHO (mtare6o 2 %), a cepenHi 36imbiienHs xonectepuny JITIBII cTaHOBUIIH
BigmoBiguo 13 Ta 16 % (mwnane6o 3 %) BigmoBioHO.

dapmaxoKiHemuxka.

CuMBacTaTUH - HeaKTUBHUM JIAKTOH, in Vivo JIETKO Tigpoi3yeThCs, yTBOpooun 6eTa-
TiIPOKCUKUCIOTHUM NOTyKHUY iHTi6iTOp [MTI-K0A-pemykTa3u. [inponi3 BinOyBaeThCsA TOOBHUM
YMHOM Yy IIeYiHIli; IMBUAKICTH TigPoIi3y y IIa3Mi KPOBI JIIOOUHU € AyXKe HU3BKOIO.

dapMaKOKiHETHYHI BJIJaCTUBOCTI OL[IHIOBAJIX 3 y4acTio fopocnux. ®apMakKOKiHeTHYHI faHi o0 AiTen
Ta IIJIITKIB BiCYTHI.

Abcopbuis

CuMBacTaTuH f00pe BCMOKTYETLCS i MiANAEThCS €KCTEHCHUBHIM eKCTPAaKIIil y MediHIli npu
IIePBUHHOMY IIpOoXonxkeHHi. EXxCcTparyBaHH4 y NediHIl 3a/IeXKUTh Bifi I€4iHKOBOI'0O KPOBOTOKY.
[TedyinKa € OCHOBHUM MicIieM fii akTUBHOI (hopMu. [Tic/si mepopanbHOr0 IPUKXOMY CUMBACTaTUHY
HasIBHICTh OeTa-TifPOKCUKUCIIOTH Y CUCTEMHOMY KPYTroo0iry CTaHOBUTH MeHIIe 5 % m03H.
MaxkcumasnbHa KOHIIEHTpallisl akKTUBHUX iHTi6ITOPIB ¥ II1a3Mi KPOBi loCATaETHCS IPUOIU3HO Yepes
1-2 rogunu micng npuiioMy cuMBacTaTuHy. CyIyTHIN IPHUKOM 1XKi He BIJIMBA€ Ha abCopOIIiio
npenapary.

dapMakoKiHEeTHYHI OOCTiAKeHHS IPUIoMY OfHi€el abo KiTbKOX 403 CUMBACTaTUHY ITOKa3aH, 1110
micist 6araTopas3oBoOro MpUHOMY IperapaTy He BigOyBa€ThCs HaKOMUYEHHS JTIKapChKOro 3acoby.

Po3nodin

3B’13yBaHHS CHUMBACTaTUHY Ta MOTO aKTUBHUX MeTa0O0IiTiB 3 OiIkaMu mja3Mu KpPOBi CTaHOBUTH = 95
%.

BusedeHHs

CumBacratuH € cyoctparoM CYP3A4 (nuB. po3pinu «[IpoTunokasaHHs» Ta « Blaemopis 3 iHIIUMHU
JiKapChbKUMU 3aco0aMu Ta iHIIi BUAY B3aeMOfil»). OCHOBHUMU MeTaboIiTaMyu CUMBACTaTAHY Y
I71a3Mi KpPOBi MIOAUHY € OeTa-TigpOKCUKHUCIIOTa Ta 4 HOJaTKOBiI aKTHBHI MeTabomitu. ITicis
IIepOpaIbHOTO NIPUIOMY CUMBACTaTUHY, MiYeHOr0 pafioaKTUBHUM i30TonoM, 13 % npenapaty
BUBOIUTHCS i3 ceuelo i 60 % 3 dekamiamu npotsarom 96 roguH. PedyoBruHa, 3HaWieHa y GheKaiix,
sIBJIsi€ 00010 YaCTHUHY aficopOOBaHOTO JTiKapChKOro 3aco0y, 110 BUBOAUTHCS 3 XKOBYIO, Ta YACTUHY
mpemnapary, 1o He abcopOyBanacs. [Ticisa BHYTPIlTHbOBEHHOTO BBeJIeHHSI MeTaboiTy GeTa-



TIAPOKCUKUCIIOTH MOTO [Iepiof HamliBpo3naay cTaHOBUTE 1,9 rogunu. Y cepegubomMy nuite 0,3 %
BHYTPIIIHbOBEHHOI 03U BUBOOUTHLCS i3 ceuyero y popwmi iHribiTopis.

CuMBacCTaTUH aKTUBHO 3aXOIUIIOETHCS TeIlaToMTaMH 3a HOIIOMOrol0 Hocig OATP1B1.

CuMBacTaTHH € cy6cTpaToM ehII0KCHOTO HOCIs 6iflka pe3UCTEHTHOCTI PaKy MOJIOYHOI 3aJI03U
(BCRP).

[TarieHTH 0COOIUBUX TPV

ITonimopgiam SLCO1B1

Y HociiB aneni ¢.521T>C reny SLCO1B1 cmocTepira€tbcst 3MeHIlIeHa aKTUBHICTE Oifka
OATP1B1. Cepents ekcmo3utiisi (AUC) rol0BHOTO aKTUBHOTO MeTab0IIiTy - CHMBACTAaTHHOBOI
KHUCJIOTH - CTaHOBUTH 120 % y retepo3urotHux HociiB (CT) aneni C i 221 % y romo3urotaux (CC)
HOCI1B, TOPiBHSIHO 3 MAlliEHTaMH, SIKi MaloTh HaunomupeHimui resotun (TT). Anens Cy
€BPOTIEUCHKIl MOMYJIALil BUHUKAE 3 4acToToI0 18 %, mpu 11boMy roMo3urotHuii resorun CC
BUSIBIISIIOTH i3 yacToTo0 1,5 %. Y namienTis i3 noniMmopdismom reny SLCO1B1 icHye pusuk
MiOBUINEHOI €KCIIO3UIlil CMMBACTAaTHHOBOI KMUCJIOTH, III0 MOXKe 30i/IbIlyBaTH PU3UK PO3BUTKY
pabmgomioni3y (quB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

l'inepxonecTepuHeMis

JIikyBaHHS MIePBUHHOI TinepxosiecTeprHeMil a0o 3MiltaHo1 AUCTimigeMii SK JOIOBHEHHS [0 Hi€TH,
KOJIY BifTIOBib Ha Mi€Ty Ta iHII HeMegUKaMeHTO3Hi 3aco0u JIiKyBaHHS (Hampukian GisudHi BIpaBu,
3HUZKEHHS MAcCH Tijlla) € HegOCTATHLOIO.

JIikyBaHHSI TOMO3UTOTHOI CiIMEMHOI TinepxojieCTepuHEMIl SIK JOIIOBHEHHS A0 TIETH Ta iHILIOTO
JIMigqO3HUKYBaIbHOTO JIIKyBaHHA (Hanpukiaf adepesy JimigiB HU3bKOI LIiIIBHOCTI), SKILIO TaKi
METO[H JIiKyBaHHS He € HaJIeKHUMU.

Cepl1ieBo-cyouHHA IPoQilakTUKa

3HUKEHHS CeplieBO-CyAUHHOI CMEPTHOCTI Ta 3aXBOPIOBAHOCTI y NAIli€HTIB 3 IBHOIO
aTepoCKIEPOTUYHOI0 CEPIIEBO-CYANHHOI0 XBOP0OO0I0 ab0 IyKpoBUM AiabeToM, 3 HOpMaJllbHUMU a0
IiABUIIEHNMH PiBHAMH X0JIECTePUHY, IK J0aTKOBa Tepalis Ay KOpekKlii iHImux (akTopiB PU3UKY Ta
0 iHII0l KapAiOMpPOTEKTUBHOI Teparii (auB. po3ain «®apMakoIoriyHi BIaCTUBOCTI»).

IIpomunoka3aHHA.
linepyyTnuBicTh KO cHMBacTaTUHY abo0 [0 Oyab-IKOT0 iHIIOTO KOMIIOHEHTAa IIperapary.

3axBOPIOBAHHS MIEYiHKM y TOCTPiX cTafil abo CTiliKe MigBUIEHHS PiBHA TpaHCaMiHa3 y
CHAPOBATI]l KPOBL HEBIIOMOI'0O Ir'eHe3y.



CynyTHil npuiiom notyxkHux iHridiTopiB CYP3A4 (mpemaparis, 1o 36inpuryiors AUC
npubau3HO B 5 pasiB abo Oinble), TaKUX K iTPAaKOHa30J1, KETOKOHA30JI, T0CAaKOHA30J1, BOPUKOHA3071,
inribitropu BlJI-npoTea3u (Hanpukiap HendiHaBip), OollenpeBip, Telamnpesip, epUTPOMILINH,
KJIapPUTPOMILIVH, TeITPOMIIIMH Ta Hedga30moH (ouB. po3minu «Oco0IMBOCTI 3aCTOCYBAHHI» Ta
«B3aemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIM BUIU B3aEMOIIN»).

CynyTHilt npuiiom reM¢piépo3umny, MUKI0CIopuHy abo maHa3ony (AuB. po3ninu «OcobmruBOCTi
3aCTOCyBaHHS» Ta «B3aeMofiis 3 iHIMMU TiKapChKUMM 3acob6aMu Ta iHIII BUAYM B3aEMOZMi»).

BaritHicTs a0 mepion rogyBaHHS T'PyAA0 (IUB. PO3MOiN «3acTOCyBaHHS Y Iepiof BariTHOCTI a6o
TOyBaHHS T'PYIOIO»).

[TamierTaM i3 TOMO3UTOTHO CIMEUHOIO Tinepx0oIeCTepUHEMIE0, IKi OHOYACHO OTPUMYIOTh
JIOMiTaIif i cuMBacTaTHH y fo3ax Oinbie 40 Mr (guB. po3minu «Croci0 3acToCyBaHHS Ta JO3U»,
«Oco0nuBOCTi 3aCTOCYyBaHHS» Ta «B3aeMofiia 3 iHIIMMHU JTiKapChKAMU 3ac00aMy Ta iHII BUAK
B3aEMOJIiN»).

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

[exinbKa MexaHi3MiB [il TiIKapChKOIro 3ac0o0y MOXKYTh CIPUATU NOTEHIIMHIN B3aeMOfil 3
inribiTopamu 'MI'-KoA-penykTa3u. JlikapchKi 3aco0u Ta IpenapaTyd POCIUHHOTO
TIOXOIKEeHHS, SIKi TanbMyIOTh OesKi fii depmenTiB (Hanpuknan, CYP3A4) Ta/a6o
TpaHcnopTepa (Hanpukiana, OATP1B), MoXyTh 30iMbIINTHA KOHIIEHTPALII0 CAMBACTaTUHY Ta
CHMMBaCTaTUHOBOI KUCJIOTH Y I1JIa3Mi KPOBi Ta IPHU3BECTH [0 MiABUIIEHHS PU3UKY
MiomnaTii/pabmoMiornisy.

3BepHITHLCsI 10 iHCTPYKIIIH IJIsI MEIHYHOT0 3aCTOCYBaHHS BCiX OHOYACHO 3aCTOCOBYBaHHX
JMiKapChLKHUX 3aC00iB [I/Is 0OTPHMAHHSI TO0TaTKOBOI iHdopMaIrii mpo ix moTeHniinHy B3aEmMoiio
i3 cumBacTaTuHOM Ta/ab0 3MiHH, sIKi MOXKYTh BigOyBaTHCs 3 ¢pepmMeHTaMHu abo
TPaHCIOPTEPaMH, Ta MOXK/IMBe KOPHUT'YBaHHS TO3H H PeKHMiB 3aCTOCyBaHHS.

B3aeMopii BUB4asy ullle ¥ HOPOC/IMX Talli€HTiB.

®apmakoOQuHamiuyHi 83aemo0ii

B3aemo0is 3 2inosinidemiyHuMu aAikapcbkumu 3acobamu, IKi npu npuliomi 0Kpemo Moxcymso
CNpuUYuUHUMU MIioNamio

Pu3uk po3BUTKY MiomaTil, BKII0O4a04u pabmnoMiosi3, 30iNbLIIyeThCSA IPY OMHOYACHOMY 3aCTOCYBaHHI
CHMBacTaTHHY 3 ¢ibpaTamu i HianmHOM (HiKOTHMHOBA KucnoTa) = 1 r/moby. OKpiM Toro, icHy€E
dbapMakoKiHeTHYHA B3aEMOis 3 reM}pibpo3usom, 1110 MPU3BOAUTE [0 30iNbIIEHHS PiBHS
CHMBACTATHHY V IJIa3Mi KpoBi (quB. HUXk4e «DapMaKOKiHETUYHI B3aEMOiil» i po3minu
«[Tporunoka3anHsa» Ta «OCoOIMBOCTI 3aCTOCYBaHHS»). HeMae KOIHOTO [0Ka3y, 10 TpU
OOHOYACHOMY 3aCTOCYBaHHi cUMBacTaTUHY i heHodiOpaTy pu3UK PO3BUTKY MiomaTil BUIIKHN, HiXK IIpU
3aCTOCyBaHHI WX mpenapatiB okpeMo. [llomo inmux ¢ibpaTiB - HeMae HaleXKHUX HaHUX 3
dbapmakoHarnsany i GapMakoKiHeTHKH. Y TOOOMHOKKX BUIIagKaX BUHUKHEHHS MiomaTil/pabmoMionisy
aCOII0ETHCA 13 CYMICHUM 3aCTOCYBaHHSIM CUMBACTaTUHY Ta JiMif03HUKYBaIbHOL 103U = 1 r/0o0y
HianuHy (quB. po3nin «OcoOMMBOCTI 3aCTOCYBaHHS»).

dapmakoKiHemuyHi 83aemo0ii




PekoMeHfarii 71 3aCTOCYBaHHS 3ac00iB, 1110 BCTYIAIOTh Y B3aEMO/IiI0, HaBEHNEHO y TabIuIl H1uXK4e

(muB. TakoX po3minmu «Croci0 3acToCyBaHHS Ta m03u», «IIpoTunoka3anHsa», «OCoOIUBOCTI

3aCTOCYBaHHS»).

B3aemopisi 3 iHmuMu 1iKapChbKHMH 3aC00aMH, 10 aCOMII0ETHCSA 3 MiTBHIIIEHHM PH3HKOM

Miomarii/padmomiotizy

Pe4oBUHY, L]0 BCTYyNAKTh Y
B3aEMOIiI0

PexoMenpmartii

[ToryxHi inribitopu CYP3A4:
iTpaKOHa3011
KETOKOHAa30]
103aKOHAa30]I
BOPUKOHA30]I
ePUTPOMILINH
KJIapUTPOMILIUH
TeIiTPOMILINH

inri6iTopu BIJI mpoTea3u
(HendiHaBip)
Gorrenpesip

Tejanpesip

Heda30moH
[IAKIOCIIOPUH

maHa307

reMmpiopo3un

MMPOTUIIOKa3aHe 3aCTOCYBaHHA Pa30M i3 CHMBaCTaTUHOM

[H1Ii ¢pibpaTy (3a BUHATKOM
benodibpaty)

He IIEPEBUINYyBATU I.T.IOJIeHHOi oo3u 10 Mr CUMBACTAaTHUHY

Dy3uguHOBa KUCIIOTA

He peKOMeHJy€eThCS i3 CUMBAaCTaTHHOM

Hiamue (HikoTHHOBa KucnoTa) (= 1
r/mo6y)

He pekoMeHOyeThCA IIpU3HavYaTyA pa3oM i3
CMBACTAaTMHOM TAIliEHTAM MOHTOJIOITHOI pacu

AmiomapoH He repeBulyBaTy 20 MI' CUMBACTaTHHY Ha 000y

AMIIOIUIIIH

Bepanamisn

muJITiazeM

enbacBip

rpas3onpesip

[lanToMinine Crig pO3rIgHyTHA NUTAHHS IIPO TUMYaCOBE NPUIUHEHHS
3aCTOCYBaHHSI CUMBaCTaTHHY Yy MALi€HTIB, Kl
[IPUMMAaOTh JANTOMILIMH, SIKIIO KOPUCTH Bif
OJHOYaCHOT'0 3aCTOCYBaHHS He IEePEBUIIYE PU3UK (IUB.
po3min «OcobIMBOCTI 3aCTOCYBAHHS»).

JlomiTamin [TamieaTam 3 ['oCI' (rOMO3UTOTHOIO CiIMEIHOIO0
riepxoiecTepuHEeMiel0) CUMBACTaTUH [IPU3HAYAKOTh Y
mo3i He Buile 40 Mr Ha go0y.

TuKarpeaop 1031 CHMBaCTaTHHY, 1110 ITepeBullyoTs 40 MT Ha o0y,

HE PEKOMEHIOYIOTHCA

['peindpyTOBUH CiK

PEKOMEHOOBAHO YHUKATH BXKMBAHHA

Bnaue iHwux ikapcvbkux 3acobie Ha cumedacmamuH

B3aemoaii 3 yuacmio CYP3A4




CumMmBacratuH € cyoctpaTtoMm muroxpomy P450 3A4. IToTyxHi iHribiTopu uutoxpomy P450 3A4
HiABUINYIOTh PU3UK BUHUKHEHHS MiomarTii Ta pabmomiosni3y BHACTIIOK 3poCTaHHs KOHIeHTpalii I'MI -
KoA-penykTa3u y mia3Mi KpoBi mif yac Teparii cuMBacTaTuHOM. [10 TakKUX iHTiGiTOpiB HanexkaThb
iTpaKOHa305, KEeTOKOHA30JI, ITI0CAKOHA30JI, BOPUKOHA30J1, EPUTPOMIIINH, KIIaPUTPOMIILIMH,
TemTpoMinuH, iuridiTopu BlJI-mpoTea3u (Hampukiap, Hendinapip), Oouenpesip, Temanpesip Ta
HedazonoH. CymyTHilM IPUOM iTpaKOHa30 Ty IPU3BOAUTE A0 3POCTAaHHS €KCIIO3UIlil CUMBaCTaTUHOBOI
KHCJIOTH (AKTUBHOTO MeTaboriTy OeTa-rifpoKCUKuUCI0TH) 6inbin Hik y 10 pasi, TeniTpoMinuny -
6inmbm HiX y 11 pasis.

Komb6iHalrisg 3 iTpakoHa30710M, KETOKOHA30JI0M, M03aKOHA307I0M, BOPUKOHA30JI0M, iHTiGiTopaMu
npoTealu BIJI (Hampukmnapm, Hendinaip), 6o1enpeBipoM, TeIAIPEBIiPOM ePUTPOMILIMHOM,
KJIapUTPOMILIMHOM, TENIiTPOMiIMHOM, Hepa30qoHOM, a TaKOXK reM(pibpo3uioM, IIUKIOCIOPUHOM,
MaHA30JI0M Ta 3 JIIKapChKUMH 3aco0aMu, IO MICTSITh KOOiIMCTAT, MPOTUIIOKAa3aHa (OUB. PO3MiN
«[IpotumnokasaHHs»). JAKII0 NiKyBaHHS MOTYKHUMY iHTibiTopamMmu CYP3A4 (nmpemapaTamy, 1110
36inmbimytoTh AUC B 5 pa3siB abo 6inbIlie) HEMOXKJIMBO YHUKHYTH, TEPaIlilo CHMBACTaTUHOM IOTPiOHO
IPUNUHUTY Ha YacC NPOBeAeHHS KypCy NiKyBaHHSA. 3aCTOCYBaHHS CUMBACTaTUHY 3 AEIKUMHU iHIIUMUI
MeHIII MOTyKHUMHU iHribiTopamu CYP3A4: ¢pi0oKOHA3010M, BepalaMisioM i AunITia3eMoM - CIIif
IPOBOOUTH 3 00epexkHicTIO (quB. po3minu «Crocib 3acTocyBaHHS Ta mo3u», «OcoOIUBOCTI
3aCTOCYBaHHS»).

D 110KOHA301

3pigka MOBiIOMIIANM PO BUIMIaAKK pabmOMioi3y, 10 acoIlifoBaBCs 3 CYyIyTHIM IPUOMOM
CHMBACTaTUHY Ta (PoKoHa301y (AuB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»).

LukaocnopuH

Pu3uk po3BuTky Miomnatii/pabnomioni3y 3pocTae npu moegHAHOMY 3aCTOCYBaHHI IUKIJIOCTIOPUHY 3
CHMBACTaTHHOM; TOMY TaKe 3aCTOCYBaHHS IIPOTHIIOKa3aHe (AuB. po3minu «[IpoTunokasaHHSI» Ta
«Oco0IMBOCTi 3aCTOCYBaHHS»). X04Ya MeXaHi3M [iii He TIOBHICTIO 3p03yMinuii, 0yi1o
IIPOJIEMOHCTPOBAHO, 1110 IuKocmopuH 36ineinye AUC iuribitopiB 'MI-KoA-pengykTa3u. 30inblIeHHS
AUC cumBacTaTuHy BinOyBa€eThcs Hacammepen yepel npurdidenns CYP3A4 ta/abo 6inka OATP1B1.

Iana3on

Yepes pu3uK PO3BUTKY MiomarTil i pabmomiosizy, 1m0 30ibIIyETHCS TPU CYITyTHHOMY 3aCTOCYBaHHi
IaHa30JIy 3 CHMBACTaTUHOM, TaKe 3aCTOCYBaHHS IPOTUIIOKa3aHe (OuB. po3minu «IIpoTunoka3aHHI»
Ta «OCcOOMMBOCTi 3aCTOCYBAHHS»).

T'emibposun

Tempi6posun 36imemrye AUC cuMBacCTaTHHOBOI KMCTIOTH ¥ 1,9 pa3u, MOXKIIKMBO, Yepes
raJbMyBaHHS KackKafly peakllill TMoKypoHifailiii Ta/a6o 6inka OATP1B1 (guB. po3ginu
«[IpoTUioKa3aHHI» Ta

«0Ocob6muBOCTi 3acTOCyBaHHs»). CyNyTHE 3aCTOCyBaHHSA 3 reM(}iOpo3uIoM IPOTUIIOKA3aHe.
dy3uduHosa Kucsoma

Pu3uk miomarii, BK/II04a04yy pabooMiosni3, MoxKe IiIBUIIYBAaTUCS IIiJ YaC CYIyTHHOT'O MIPUOMY
cucTeMHOI py3uaMHOBOI KMCIOTH Ta CTaTuHiB. CymyTHil mpuiioM miel komGiHallil MoXke CIPUYUHUTH
IiABUINEHHS KOHI[eHTpallil 060X IpenapariB y nj1a3Mi KpoBi. MexaHi3M Takoi B3aeMO[Iii



(bapmakomuHaMika Ta/abo papMaKOKiHETHKA) HA JaHUU Yac HeBigoMmuu. bynu moBimoMIIeHHS PO
pabmoMioni3 (BKIIO4AOYX OesKi JieTanbHi BUITAAKK) Y MAIli€HTIB, SKi MpUUMaIy 110 KoMOiHaIriio.
K110 BBaXKa€eThCs 3a HeoOxigHe 3acTOCyBaHHS (Hy3UOUHOBOI KUCJIOTH, Ha 1led Yac JIiKyBaHHS
CHMBACTaTHHOM CJIiT] IPUNUHUTU (OUB. Po3main «OcoO0NMMBOCTi 3aCTOCYBAHHS»).

AmiodapoH

Pu3uk Mionaril Ta pabgoMioni3y migBUIIYETHCS Iifl YaCc CYMyTHBOTO MIPUAOMY CUMBACTATUHY 3
amiomapoHoM (muB. po3mint «Oco6IMBOCTI 3aCTOCYBAHHS»). Y XO[Ii KITIHIYHOTO JOCTIIXKEHHS PO
MionaTiio moBimoMunu 6 % mauieHTiB, gKi npuiiManu cuMBactaTiH 80 Mr Ta amiomapoH. Tomy mo3a
CUMBACTaTHHY He TOBUHHA IepeBuiyBaty 20 Mr Ha 0oy A7 NallieHTiB, SKi NpuiMaTh Ipenapar
CYIIyTHBO 3 aMiOIapOHOM.

Baokamopu Kaavuiegux KaHanis
e Bepanamin

Pu3uk BUHUKHEHHS MiomaTil i pabgomionidy 30i/bLIyeThCs IPU CYIIYTHHOMY 3aCTOCYBaHHI
Bepanaminy 3 cuMBacTaTUHOM y 1031 40 Mr ab6o 80 mr (guB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHS »).

dapmMakOKiHETUYHI [JOCIiAXKEHHS I0Ka3aJjly, 1110 OfHOYaCHE 3aCTOCYBaHHA BepanaMiny IpU3BOAUTh
no 30inbIeHHST eKCII03KIIii CHMBACTaTUHOBOI KMCJIOTH B 2,3 pa3u, HacaMIlepen Yyepe3 IPUrHiueHHs
CYP3A4. Takum 4MHOM, [03a CHMBACTaTUHY He TIOBUHHA IepeBuiyBaTy 20 Mr Ha [o0y Ans
MAli€HTIB, AKi IPUIMAIOTh Ilel IpenapaT CyIyTHRO 3 BepanaMiIoM.

e Jlunmiasem

Pu3uk BUHUKHeHHS MiomaTil i pabgoMionidy 30i/bLIyeThCS IPH CYIIyTHHOMY 3aCTOCYBaHHI
IUITia3eMy Ta CUMBacTaTuHy y [03i 80 Mr (muB. po3ain «OcobnruBOCTI 3aCTOCYBaHHS»). Y
(bapMaKOKiHEeTUYHOMY [OCTIiI2KEHHI CYyIyTHi! IPUIOM JUITia3eMy CIPUUNHSB 3POCTaHHS €KCIO3UIIil
CHMBaCTaTUHOBOL KUCJIOTH y 2,7 pa3u, Hacamuepe[ depe3 npurdiueHHsa CYP3A4. Takum 4uHOM, OIS
Malll€HTIB, SKi OTPUMYIOTh CYIIyTHE JIiIKyBaHHSA AUJITia3eMOM, 103a CUMBAaCTaTUHY He II0BUHHA
nepesunyBatu 20 Mr Ha f00y.

e AMmao0uniu

[TarieHTH, SIKi IPUUMAalOTh aMJIOQUIIIH CYIIyTHHO 3 CUMBAaCTaTUHOM, MalOTh MiABUIIIEHUN PU3UK
PO3BUTKY Miomnartil. Y papMaKOKiHETUUHOMY OOCIiXKEHHI CyIIyTHiM IPUAOM aMJIOAUIIIHY CIPUYUHSB
3pOCTaHHS €KCIT03UIlil CUMBACTaTUHOBOI KUCIIOTH ¥ 1,6 pa3u. ToMy mo3a cUMBacTaTHHY He ITOBUHHA
nepesumiyBatu 20 Mr Ha f00y [ MaLi€HTiB, Ki TPUIMalOTh LieH IpemnapaT CymyTHbLO 3
AMJIOMHUIIHOM.

JIomimanio

Pusuk Mionaril Ta pabgoMioni3y migBUIY€EThS IIPU OMHOYACHOMY 3aCTOCYBaHHi JToMiTammify Ta
CHMBACTaTHHY (IuB. po3pinu «ITpoTtunokasaHHs» Ta «OcoGIUBOCTI 3aCTOCyBaHHS»). OTXKe s
narfienTiB 3 ['oCl’ npu ogHOYaCHOMY NIPU3HAYEHH] 3 JIOMITAIliloM 032 CUMBACTaTUHY HE IIOBUHHA
nepesumyBatu 40 Mr Ha f00y.

ITomipni iHeibimopu CYP3A4

[MamieHTH, sIKi TpUAMalOTh iHIIi TiKapchKi 3aco0H, 10 MalOTh MOMipHUY iHTiIOyI0uul ePekT Ha
CYP3A4, cynyTHBO 3 CUMBACTaTUHOM, OCOOIMBO 3 BUILIMMHU J03aMH{ CUMBaCTaTUHY, MalOTh



MigBUIIEHUY PU3UK MOSIBY Miomartii (quB. po3min «OcobIuBOCTI 3aCTOCYBaHHSI»).
IH2i6imopu 6inka-Hociss OATP1BI1

CuMBacTaTuHOBa KHCNOTa € cyocTpaToM Ginka-Hocis OATP1B1. CynyTHe npu3HaueHHs TiKapChKUX
3aco06iB, sKi BimoMi gk iHribiTopu Oinka-Hocist OATP1B1, Moxke npu3BoOuTH A0 30i/bIIEHHS
KOHIIEHTPaIlil CHMBaCTaTUHOBOI KUCJIOTH Y IJIa3Mi KPOBI i 10 MiABUIIEHHS PU3UKY PO3BUTKY MiomaTil
(muB. po3minu «IIpoTunoka3aHHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

IH2i6imopu 6isnka peaucmeHmHocmi paky mMoa04Hoi 3an03u (BCRP)

OpHoyacHe 3acTocyBaHHS 3 iHribiTopamMu BCRP (BKJI0Yarouu TiKapchKi 3aco0u, SIKi MiCTSTh e10acBip
a0o rpa3ompeBip) MoXke MPU3BECTH [0 MiIBUIIIEHHS KOHIIEHTPAllil CHMBacCTaTHUHY Yy MJla3Mi KPOBi Ta
IiBUIIIEHHS PU3UKY PO3BUTKY MiomaTii (muB. po3minu «Cnocib 3acToCcyBaHHS Ta JO3U»,
«0Oc06IMBOCTI 3aCTOCYBaHHS»).

HiauuH (HikomuHo8a Kucsioma)

PigkicHi Bunmagku miomatii/pabmomionti3y acouitoBanucs 3 CyImyTHIM IPUAOMOM
minigoMopudikyBanbHUX 703 (=1 r/goly) HiauuHy (HIKOTMHOBOI KMCIO0TH). Y X0mi
(bapMaKOKiHETUYHOTO JOCIiI>KEHHS CyNyTHiY IPHUOM OJHOKPATHO J03H 2 T HIKOTUHOBOI KUCJIOTH
IIPOJIOHTOBaHOI il 3 cuMBacTaTUHOM 20 MT pu3BiB [0 noMipHOro migsuineHHT AUC cuMBacTaTUHY i
CHMBACTaTHMHOBOI KUCJIOTH Ta KOHIeHTpami# C,,, CHMBaCTaTUHOBOI KHCJIOTH y IIJTa3Mi KPOBI.

Tukazpesaop

OpHO4YacHe 3aCTOCYBaHHS TUKArpesiopy 3 CUMBACTaTUHOM minsulinye C, . CUMBaCTaTUHY Ha
81 % i AUC Ha 56 %, a cumBacTtaTuHOBOI KucinoTtu C,,, — Ha 64 % i AUC — Ha 52 %, 3
NeIKUMHU iHOUBiAyalbHUMHU BUNIafKaMu 30iIbIIeHHS BKa3aHUX TOKa3HUKIB Yy 2-3 pasi.
OnHoYacHe 3aCTOCYBaHHS THKarpeyiopy 3 o3aMU CUMBaCTaTHHY, 0 IepeBUiyoTs 40 Mr Ha 700y,
MOKe CIPUYMHUTU N00OiYHi peakiil ciMBaCTaTUHY, TOMY DillleHHS IPO OGHOYACHEe 3aCTOCYyBaHHSA
IpeniaparTiB y 3a3Ha4€HUX [03aX CJIif IpUUMaTh Ha OCHOBI NOPIBHSHHSA PU3UKIB 3 IOTEHLIUHOO
KOPUCTIO. BIJIMB CUMBACTaTUHY Ha PiBeHb TUKArpeaopy B I1JIa3Mi KPOBi He CIOCTepiraBcs.
OpHOYacCHe 3aCTOCYBaHHS TUKarpenopy 3 f03aMy CUMBacTaTuHy noHapd 40 Mr He peKOMEHYEThCS.

I'petingppymosutl cik

Cik rpeundpyTa NpUrHidye akTUBHICTb HUTOXpoMy P4503A4. CrioXKuBaHHS BEIUKUX KiTbKOCTEU
(6inpure 1 1 HA go0y) rpednpPyTOBOTO COKY ¥ IMOEAHAHHI 3 MPUAOMOM CUMBACTaTUHY MOXKe
IIPU3BECTH [0 MiABUINEHHS [Iii CHMBaCTaTUHOBOL KUCJIOTH Y 7 pa3iB. CnoxuBaHHsA 240 M
IpeindpPyTOBOr0 COKY 3paHKy Ta CHMBACTAaTUHY BBeUepi TaK0XK ITPU3BOAUIIO A0 30inmbineHHs Oiiy 1,9
pasiB. ToMy HeoOXiTHO YHUKATU BXKUBAHHS COKY I'DeHndpyTa Ipu 3aCTOCYyBaHHI CUMBAaCTaTHHY.

KoaxiuuH

[Ipu cynyTHBOMY IPUKOMI KOJIXIIIUHY Ta CUMBaCTaTHUHY Y XBOPUX Ha HUPKOBY HENOCTATHICTh
CIocTepiranucs BUMagKY BUHUKHEHHS Mionartii Ta pabmomioni3y. 3a mamieHTamMu, sIKi IpuiMaTh
TaKy KoMOiHalliio 1iKiB, pPEKOMEHIYETLCS PeTEIbHO HaTrIsgaTH.

PupamniyuH

Ockinbku pudaMminul € ToTyKHUM iHOyKTOopoM CYP3A4, y nanieHTiB, SIKi JOBTUU Yac HOTO
IPUIMalOTh (HallpUKIIaf, Teparnis Ty0epKynb0o3y) MOXKe BUHUKHYTH BTpaTa e(eKTUBHOCTI



CMMBacCTaTUHY. Y (papMaKOKiHETUUHOMY JOCiKEeHHi y 300poBuxX 0o0poBoibiiis AUC
CHMBaCTaTUHOBOL KMCJIOTHA 3MeHIMIack Ha 93 % mpu cyyTHbOMY IPUIOMi pudaMIilyHy.

Bnaus cumgacmamuHy Ha (papmakokiHemuky iHwux Aikapcvkux 3acobis

CuMBacTaTvH He Ma€ IPUTHIYyBaibHOI Ail Ha ruToxpoM P450 3A4. TakuM YUHOM, OUiKY€ETHCS, 110
CHMMBaCTaTHH He BIJINBAaTHMe Ha I1JTa3MOBi KOHIIEHTpallil peYOBUH, IKi MeTab0/Ti3yI0ThCA 3a
nornoMoro nuroxpomy P450 3A4.

OpdﬂbHi aHmukoazyasaHimu

Y mBOX KIiHIYHUX JOCTiAXKEHHSIX, B ODHOMY 3 SIKUX Opasid y4acTh 300pOBi JOOPOBOJIBIL, B iHIIOMY -
XBOPi Ha rinepxonectepuHeMiio, 0y10 BCTAaHOBIEHO, 1110 CUMBAcTaTUH y [03i 20-40 Mr/no0y momipHO
TIOCHJTIOE [Iif0 KyMapHHOBUX aHTUKOATYJISHTIB: TPOTPOMOiHOBUH Yac, BUpaXKeHUH 3TifHO 3
Mi’KHapOOHUM HOpMasi3oBaHUM BifHomeHHAM (MHB), 36inbmuBcs 3 6a30Boro 3HadueHHd 1,7 7o 1,8y
3MOPOBUX MOOPOBOIBLIB i 3 2,6 M0 3,4 y marfieHTiB. [IyKe pigKo MOBimOMJISIIN ITPO BUMTAAKH
nigsuienas MHB. V nauienTis, SKi npuiiMal0Th KyMapUHOBI aHTUKOATYISHTH, A0 IOYATKY
JiKyBaHHS CUMBACTaTHHOM HeOOXiIHO BU3HAUYUTHU IPOTPOMOiIHOBHUIL Yac Ta MOCIIXKYyBaTH HOTO
IIPOTATOM II04YaTKOBOTO [1ePioAy JiKYBaHHS 3 METO BUSIBJIEHHS MOXKJIMBUX iICTOTHUX 3MiH. [licisa
niATBEpAXKEHHS CcTabiNbHOCTI MPOTPOMOIiHOBOT0 Yacy AOCTigKeHHS IIPOBOASTh Yepe3 iHTepBali,
PEKOMEeH0BaHi [Jd MallieHTiB, SKi NPUIUMalTh KyMapUHOBI aHTUKOATyJISHTU. fAKIIO0 003y
CUMBACTaTUHY 3MiHEHO a60 MOT0 MPUtoM IPUNUHEHO, HeOOXiTHO 3HOBY MiATBEPAUTU CTAbiIBHICTD
npoTpoMOiHOBOTrO Yacy. JIikyBaHHSI CHMBACTaTUHOM He II0B’SI3yBa/ii 3 BUHUKHEHHSIM KpoBOoTed abo 3i
3MiHaMu TPOTPOMOIHOBOTO Yacy y MallieHTiB, SIKi He MpUMaloTh aHTUKOATYISHTIB.

Oco6.1ueocmi 3acmocyeaHHsi.

Mionamis/pabdomionis

CumBacTtaTuH, gK i inmi inribitopu 'MI'-KoA-pengykTasu, Moxke CIPUUYMHUTY MiOTIaTilo, 110
TIPOSIBNIIETLCS Y BUTTIAAI M'sg30BOr0 00110, XBOPOO/IMBOCTI ab0 3aranbHOI c1abKoCTi, Ta
CYTIPOBOMIZKYETHCSI 3POCTAaHHSIM aKTUBHOCTI KpeaTuHKiHa3u Oinbil Hixk y 10 pa3siB Bullle BEPXHHOI
MexXi HopMu. MiomaTisi Moxke TPoSIBIATHCS ¥ hopMi pabmomiosti3y, 110 iHOMI CYyITPOBOAXKYETHCS
TOCTPOI0 HUPKOBOIO HEJOCTATHICTIO, 3yMOBJIEHOI0 MioT100iHypi€to. Pu3uk miomnatil 36ibIIyETHCS 3a
PaxyHOK TifgBuIeHHs inri6ywo4yoi aktuBHOCTI 'MI'-K0oA-penyKkTa3u y mia3mi Kposi.

4k iy Bunapgky 3 iHmuMu inridiTopamu I'MI-KoA-penykTasu, pusuk po3BUTKY MionaTii/pabnoMionisy
3aJIeXKUTh Bif] [O3U IIpernapary.

Y 6a3i gaHux KIiHIYHUX OOCHTimXKeHb, V akux 41413 nalfieHTiB mpuiiManu cuMBacTaTuH, 24747
(mpubmu3Ho 60 %) 3 sKuX OyIK 3anMydeHi 10 JOCTiIXKeHb i3 CepefHiM IepioioM CIIoCTepeRKEeHHS
IpUHAMMHI 4 pOKM, 4aCTOTa MMOsIBY MiomaTii ctaHoBuia mpubausxao 0,03 %, 0,08 % ta 0,61 %
BigmoBigHO pu mo3ax 20, 40 ta 80 Mr/moOy. I1ig wac KX OOCIigKeHb 3a MallieHTaMyi PeTeIbHO
crocTepirany Ta Oynu BUKJIIOYEeHi fiesiKi miKapchKi 3ac0o0H, 110 BCTYIANK y B3aEMOMII0.

Y xopi KJTiHIYHOTO AOCIAXKEHHS, B SKOMY Ialli€eHTX 3 iH(papKTOM MioKapay B aHaMHe3i IpuiMaiu
cuMBacTtaTul 80 Mr/mo0y (cepenHiii mepiof crocTepekeHHs 6,7 POKiB), YaCTOTa MiomarTii CTaHOBUIA
npubmu3no 1,0 %, mopiBasHO 3 0,02 % s namienTis, ki npuiimanu 20 Mr/mo0y. [IpubausHo
IIOJIOBMHA 3 IIMX BUMAJKIB MioIlaTil Maja Miclle IPOTSIrOM IIePIIOro POKY JIiKyBaHHS. YacToTa MOSBU
MmiomaTii mMpoTSAroM KOKHOTO HAaCTYIIHOTO POKY JIiKyBaHHS cTaHOBUJIA mpubausHo 0,1% (muB. po3pinu



«ITo6iuHi peakii» Ta «®apMaKOIOTiYHi BIACTUBOCTI»).

Pu3uk nmosiBu Miomatii OinbInnii y malieHTiB, sSKi npuiiMaioTh 80 MI CHMBaCTaTUHY, TOPiBHSHO 3
TaK{M y TMali€HTiB, IKi OTPUMYIOTh TEpaIilo iHIIMMU CTaTUHAMU 3 OHiOHO e(EeKTUBHICTIO OO0
3amxkenHs X-JIITHII. Tomy mo3y mpemapaTy 80 Mr moTpi6HO 3aCTOCOBYBATH TiJIbKHM IAlliEHTaM i3
TSI2KKOIO TillepX0JIeCTEPUHEMIEI0 Ta 3 IMiABUIIEHUM PU3UKOM CEPLIEBO-CYIUHHUX YCKIIafHEHS, 9Kl He
pnocarnu eeKTy Bif JTiKyBaHHS HUKYKUMU [03aMU, KOJIU OYiKY€ETHCS, 10 KOPUCThH ITepeBakKaTiMe
TIOTEeHUIWHI pU3UKHU. [[71g MallieHTiB, SKi npuitMaioTh cuMBacTaTiH 80 Mr i SKUM MOTPiOHA CymyTHS
Teparis, cilig 3aCTOCOBYBATH HUKYY N03y CUMBACTATHHY a00 iHIINHM CTAaTUH 3 MEHIINM IIOTEHIiaToM
B3a€MO[Iii 3 TiKapChbKUMHU 3aco0aMu (OUB. HUXK4Ye «3aX0fu OO0 3HUKEHHS PU3UKY PO3BUTKY
Miomnarii/pabmoMionisy», ouB. po3minu «IIpoTunoka3aHHI», «Cocib 3acTOCyBaHHS Ta HO3U»,
«B3aeMopis 3 iHMMMY NTiKapChbKUMHU 3ac00aMu Ta iHIII BUAM B3aEMOIiii»).

Y kiiHiYHOMY [OCIIIAKEHH], B IKOMY ITalllEHTH 3 BUCOKUM PU3UKOM CEPLIEBO-CYIUHHUX 3aXBOPIOBaHb
OTPUMYBAJIM CUMBACTaTHUH ¥ 003i 40 Mr/mo0y (MefiaHa mepiomy criocTepexkeHHs CTaHOBHUIA 3,9 POKY),
YacTOTa PO3BUTKY Miomartii cranoBuia mpudnmu3uo 0,05 % cepep mallieHTiB He KUTANUCHKO]
HallloHaJIbHOCTI (n = 7367), mopiBHSHO i3 0,24 % cepepn nali€eHTiB KATalChKOl HAIllOHAJIbHOCTI
(n=5468). He3paxatouu Ha Te, 0 y I[bOMY KJIiIHIYHOMY AOCIi>KEeHH] IOMYISLis MOHTOJIOITHOI pPach
Oyna mpefcTaBieHa JIKille KATalChKOIO HalllOHAIbHICTIO, CITif 3 00epexkKHiCTI0O 3aCTOCOBYBAaTH
CHMMBAaCTaTHH TallieHTaM MOHTOJIOITHOI pacy i mpu3HayvaTy iM HallMeHITy 03y .

Y KinpKOX BUNIafKax MMOBIIOMIISANIOCS, 110 CTaTUHY CIPUUYUHSAIOTE de novo abo 3aroCTpIOIOTh yKe
HasiBHY MiacTeHilo rpaBic abo MiacTeHito ouelt (ouB. po3gin «[1o6iuHi peakii»). Y pasi 3arocTpeHHs
CHMIITOMIB IIPUIOM JIiKapCchKOro 3aco0y Basumin® ciim npunueuTy. T10BiMOMISANIOCS PO PELUIHBH,
KOJT¥ (IIOBTOPHO) BBOOMIIA TOM caMui a0o iHIIMHI CTaTHH.

3HudKCeHa hyHKUiA mpaHcnopmHux 0ijikKie

[Tpu 3HUKeHiN QYHKII TpaHCTIOPTHUX OinkKiB nmeuinku cimeiictBa OATP Moxe 36inbIIyBaTUCS
CHUCTEeMHA eKCIIO3HIlisi CHMBACTATHHOBOI KMCJIOTH i MigBUIIYBATUCS PU3UK Miomnatii Ta pabmomionizy.
3HMKeHa QYHKIIiS MOXkKe BUHUKHYTH K pe3yJbTaT iHTi0illil B3aeMopitounx 3acobiB (Hampukiaf,
IIMKJIOCTIOPUHY) abo y matfieHTiB, gki € Hociasmu SLCO1B1 (c.521T>C) rexorumy.

Y nauienTis, sgKi HecyTs anenb reny SLCO1B1 (c.521T>C), 110 Koye MeHII aKTUBHHUI 0il0K
OATP1B1, Bin3HadaeTbcsa 30ibIlIeHa CUCTEMHA €KCIIO3HUIIi CUMBACTATHHOBOI KHUCJIOTH i MiMBUIIIEHUH
pu3uK Miomnarii. be3 mpuB’sI3KK M0 TEHETUYHOT0 TECTYBaHHS PU3UK PO3BUTKY MioIaTii, TOB’s13aHOI 3
BHCOKMMHU fo3aMu (80 MI) CHMBaCTaTUHY, CTAaHOBUTE mpubnu3Ho 1 %. Pe3ynmbTaTu mOCTimXKEeHHS
SEARCH noka3yTs, 1110 TOMO3UT0THi Hocil aneni C (IKux mo3HadaioTh K CC), gKi IpuiMaloTh
cuMBacTaTuH y 0o3i 80 Mr, MaioTh 15 %-ii pU3UK PO3BUTKY MioIaTii IPOTSATOM POKY, TOMi SKi pU3UK Y
retepo3uroTHux HociiB aneni C (CT) ctanoButs 1,5 %.

BipmoBigHUIM OKa3HUK PU3UKY Y MallieHTiB 3 HaWOibIl po3moBCcogKeHuM reHoturoM (TT)
cranoButh 0,3 % (ouB. po3gin «®@apMakonoriyHi BmacTuBocTi»). IlomibHe cnenudiyHe TeHOTUITYBaHHS
He PO3MOBCIOAXKEeHe V KTIHIYHIY NpaKTULi. Y pa3i MOXKJIMBOCTI, IepII HiX NpU3HaYaT CUMBACTaTUH
y 1o3i 80 Mr oKpeMUM TallieHTaM, CJIifl BBaXKaTU JOLIIbHUM IIPOBEIeHHS Y HUX T€eHOTUITYBaHHS Ha
HasgBHICTH ajieni C y paMKax OL[iHKHU CIIiBBIJHOIIEHHS KOPUCTh-PU3KUK, 1 YHUKATHU IPU3HAYEHHS
BUCOKUX 103 HocisM reroruny CC. OpgHaxk BiACyTHICTh LIOT'0O F'eHY 3a pe3yjabTaTaMU I'€eHOTUIIYBaHHS
He BUKJIIOYA€ MOXKJIMBOCTiI PO3BUTKY MiomnarTil y IUX Malli€HTiB.

Bumipio8aHHA KpedmuHKIHA3U

PiBeHb KpeaTHHKIHA3M He CJIifl BUMIPIOBATH IicIst eHepriiHuX GisnyHuUX BIpaB abo y pas3i HasgBHOCTI



Oymb-SIKOI iHIIIOI MPUYNHMY MiIBUIIEHHS KpeaTHHKIHA3M, OCKIIbKHY 1ie YCKIagHIOE TIyMadeHHS
pe3ynbrartiB. [Ipy 3HaYHOMY MiABUILEHHI PiBHIB KpeaTUHKIHA3M Ha mo4aTKy (6inbiie HiX y 5 pa3is
MIOPiBHSHO 3 BEPXHbOIO MEKeI0 HOPMHU) PiBHI CITifl TOBTOPHO BUMIPSATH Yepe3 5-7 OHIB AT
MiOTBEPAXKEHHS pe3ybTaTiB.

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
HeralHoTro 3BepHEHHS [0 JliKaps y pa3i BUHUKHEHHS OyOb-IKUX He3 scoBaHUX 00JIiB 3 60Ky M’g3iB
abo M's30B01 C11aOKOCTi.

Cnip goTpuMyBaTuCs 00epeKHOCTI 100 MAIliEHTIB 3 (haKTOpaMu PU3UKY PO3BUTKY pabmomiomizy.
PiBeHb KpeaTHHKIHA3Y CIIIT BUMIPATH [0 II0YATKY JIIKyBaHHS B TAKUX BUIIaAKaX:

JIiTHIHX BiK (= 65 POKiB) Malli€HTa;

XKiHOYa CTATh;

opylLIeHHA QYHKII1 HUPOK;

HEKOHTPOJIbOBAHUY TilIOTUPEO3;

HasIBHICTh B 0cOO6UCTOMY ab0 ciMeltHOMY aHaMHe3i CllafKOBUX MOPYIIEHb 3 00Ky M’ g3iB;
HasIBHICTh B aHaMHe3i TOKCUYHOTO YpaxkKeHHS M'S13iB, CIPUYMHEHOT0 CTaTUHOM abo dibpaTom;
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 cTaTUHY, MiKyBaHHS iHIINM 3ac000M IIHOT0 KJIacy IOTPiOHO MOYKMHATH 3
00€epexHICTIO.

[Tpu 3HAYHOMY IIOYaTKOBOMY IIiBUIIIEHHI PiBHIB KpeaTuHKiHa3u (Oinblle HiXK y 5 pasiB Bullle
BEPXHBOI MeXi HOPMHU) JTiKyBaHHS HE CJIi[l pO3IOYUHATH.

I1i0 yac aikyeaHHA

[Tpu BuHUKHEHH]i 605110, ctabkocTi abo cra3MiB mif Yac mpuioMy IMallieHTOM CTaTHHY CIIifl BUMIpSITH
piBHI KpeaTuHKiHa3uU. AKIIO BUSBIIEHO, IO IIi PiBHI, 3@ BiACYTHOCTI Cepi03HUX Hi3UUHUX
HaBaHTaXXeHb, 3HAUHO MifBHUIIeHi (6isble HiX y 5 pa3iB MepeBUILYIOTh BEPXHIO MEXKY HOPMH),
TMiKYBaHHS CIIiJ IPUIUHUTH. AKIIO CUMITOMH 3 GOKY M’SI3iB € TSIKKUMU Ta BUKIIUKAIOTh MIOJeHHUN
ouCcKOMGOPT, HaBiTh IKIIIO PiBHI KpeaTMHKIHA3M MEHIIE HiX y 5 pa3iB BUllle BEPXHBO1 MeXi HOPMH, TO
CJIi[l PO3TNISIHYTH HEOOXigHICTh MPUNUHEHHS JiKyBaHHS. AKIIO Mig03pI0eThCs MionaTis 3 Oyab-sKO01
iHITIOl TPUYUHY, JIIKYBaHHS CIIifl IPUIUHUTH.

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,
He3BaXKalyy Ha IPUIMHEHHS IPUMOMY CTAaTHHIB, 03HaKaMM1 HEKPOTUYHOI Mionartii Ha Giomcil M’s13iB
0e3 3HAYHOTI'0 3arajieHHs, MOJIIMNIIeHHIM IIPY 3aCTOCYyBaHHI iMyHOeTIpecuBHUX 3aC00iB (IUB. pO3Min
«ITo0OiuHi peakirii»).



SAKIT0 CUMIITOMY 3HUKJIY Ta PiBHI KpeaTUHKIHA3U IIOBEPHYJIUCS 0O HOPMH, CJIifi PO3TJISHYTU
[OLIJIbHICTE TIOBTOPHOTO IIPUIOMY TOTO XK a00 anbTePHATUBHOTO CTATUHY Y HU3bKIi 103i Ta mif
peTeNIbHUM KOHTPOJIEM.

Bumuit BimcoToK MiomaTii criocTepiraBcs y malli€HTiB, SKUM 30inbiyBanu 103y go 80 Mr (OUB. PO3min
«®apmakonoriugi BjpactTuBocTi. PapmMakoanHaMika»). PEKOMeHIOBaHO IPOBOAUTY IePioguuHE
BHM3HAUYEHHS PiBHS KpeaTUHKiHA3M, OCKIJIbKY IIe MOMIOMOXKe BUSIBUTH CYOKJTiHIUHI BUITagKKU Miomartii.
OpHak HeMae JOCTOBIPHUX IaHUX IIPO Te, 110 TAKUU MOHITOPUHT 3TaTHUM 3am00irTH PO3BUTKY
Miomaril.

Teparito ciMBacCTaTUHOM IOTPIOHO TUMYACOBO MPUIMHUTY IAIliEHTaM 3a KillbKa OHIB 10 BUKOHAHHS
IIJTAaHOBUX BEJIMKUX OllePaTHBHUX BTPy4YaHb, @ TAKOXK IiC/Ig MeJUYHUX a00 XipypriyHUX BTpPy4aHb.

3axo0u 0415 3HUJCEHHA PU3UKY PO3BUMKY Mionamii, CNpuYuUHeHoi 83aeMO0IE€0 3 IHWUMU
AiKapcbkumu 3acobamu (makodtc 0us. po30ia «B3aemodia 3 iHWuMU Aikapcbkumu 3acobamu

ma iHWi sudu 83aemo0iil»)

Pu3uk po3BuTKy Miomnatil Ta pabnomioni3y 3Ha4HO 30iIbLUIYETHCS IIPU CYIIyTHHOMY 3aCTOCYBaHHI
CHMBACTaTHHY 3 MOTYyxKHUMHU iHrib6iTopamMmu CYP3A4, TaKuMU SK iTpaKOHa30JI, KETOKOHA30J1,
ITI0CAKOHAa30J1, BOPUKOHA30JI, EPUTPOMIIIMH, KITaPUTPOMIIIMH, TeIiTpoMiluH, iHribitopu BIJI-mpoTeasu
(nampukiapn, Hendinaip), OouienmpeBip, Tenamnpesip, Heha30ooH, TiKapChbKUMU 3acobaMu, IO MiCTSTh
KOOiIMCTaT, a TaKOXK i3 reM¢piOpo3unoM, HUKIOCIOPHHOM, TaHA30I0M. 3aCTOCYBAHHS IIHX JTiIKAPCHKUX
3aco06iB mpoTunokasaHo (quB. po3ain «IIpoTunoka3aHHsg»).

Pu3uk po3BuUTKy Miomnaril Ta pabgoMioni3y TakoXk 36inbIIYETHCS IPU CYIYyTHBOMY 3aCTOCYBaHHI
aMmiomapoHy, aMJIONUIIiHY, BepanaMiny abo auiTiazeMy 3 IEBHUMHU [I03aMU CUMBACTATHHY (OUB.
po3minu «Crocib 3acTocyBaHHS Ta q03u», «B3aeMofia 3 iHIIMMHU JTiKapChKUMU 3aco0aMu Ta iHIIi
BUOY B3aeMOili»). PU3UK PO3BUTKY MiomaTil, BK/II0oUai0oyu pabmoMionis, 30ibLUIyeThCs IpU
CYIIyTHbOMY 3aCTOCYBaHHi (py3uOMHOBOI KMCIOTH 3i CTaTHHaMU (OUB. po3hin «B3aemofia 3 iHIIKUMU
JiKapChKUMH 3acobaMu Ta iHIIi BUOM B3aeMofin»). Y manieHTiB i3 ['oCI mpu ogHOYaCHOMY
3aCTOCYBaHHI JIOMITalliny i CMUMBaCTaTUHY Liell PU3UK 3POCTAE.

3acTocyBaHHs cuMBacTaTUHY 3 inribiTopamu CYP3A4, iTpakoHa30510M, KETOKOHA30JI0M,
TI0CaKOHa30JI0M, BOPUKOHa30J10M, inribiTopamu BIJI-nmpoTeasu (Hanpukian HendiHaBipom),
OolenpeBipoM, TeIanpeBipoM, epUTPOMIIIMHOM, KJIaPUTPOMIIIMHOM, TEJIiTPOMIIIHHOM, He()a30I0HOM
Ta JIIKapCbKUMHM 3aco0aMH, II0 MiCTSATh KOOIIIMCTAT, MPOTUIIOKA3aHO (OUB. PO3MiIH
«IIpoTunoka3aHHs», «BlaeMomist 3 iHIMKUMY TiKapChKUMU 3acobaMy Ta iHIIN BUOU B3a€MOMIiN»). AKIIO
Teparniio notyxHuMHU iHribiTopamu CYP3A4 (npenapaTtamu, mo 36inemyiors AUC y 5 pasis abo
OinbIlle) HEMOXKI/IMBO BiIMIHUTH, CIil IPUIMHUTY TEPaIilo CUMBACTAaTUHOM Ha Yac MPUNMaHHS X
mpenapariB (Ta PO3TJISHYTH BapiaHT 3aCTOCYBaHHS albTePHATUBHOIO cTaTuHy). KpiM Toro, cmip 3
00epexkHiCTI0O OTHOYACHO 3aCTOCOBYBaTH CUMBACTATHH 3 TEBHUMHU MEHIII ITOTYXKHUMU iHTiGiTOpaMu
CYP3A4: ¢pnrokoHA301I0M, BepamnamiioM, TuiiTia3eMoM (IuB. po3min «B3aeMomia 3 iHITMMHU
JiKapChbKUMU 3aco0aMu Ta iHII BUAY B3a€MOfin»). CIlifi yHUKATU BXKUBaHHS T'PeUn(pPyTOBOTO COKY
pa3oM i3 CHMBaCTaTUHOM.

3acTocyBaHHS CUMBacTaTUHY 3 TeM(}iOpPO3UIOM IPOTUIIOKa3aHo (IUB. po3ain «[IpoTUoKasaHHg»).
Yepe3 mifBuileHUN PU3UK PO3BUTKY MiomaTii Ta pabmoMioni3y mo3a CHMBACTaTUHY He TIOBUHHA
nepesuiyBatu 10 Mr Ha go0y A7g MallieHTiB, sSKi NpUEMa0Th CHMBACTaTUH 3 iHIIUMU ¢ibpaTamu,
KpimM peHodibpaTy (muB. po3minu «Crocib 3acToCyBaHHS Ta [03u», «B3aeMopis 3 iHmmMu
JiKapChKUMH 3acobaMu Ta iHIIi BUmM B3aemomin»). Cim 3 o0epexHicTio mpu3HadyaTt ¢peHodibpar i3
CAMBACTAaTUHOM, OCKIJIbKY KOXKEH 3 I[UX IIpelnapaTiB MoXe CIPUYUHUTYA MIOIaTiko.



CuMBacTaTHH He CJIifl MPpUAMaTHA OOHOYACHO 3 CUCTEMHUMHU IIpenapaTaMy, 10 MiCTITh Qy3umoBy
KHCJIOTYy, a00 IPOTSAToM 7 OHIB ITiCIg IPUIHUHEHHS 3aCTOCYBaHHS (y3UI0BOI KUCTIOTH. AKIIO
3aCTOCYBaHHS CUCTEMHOI (y3UI0BOI KUCIOTH € HEOOXiTHUM, JTiKYBAHHS CTaTHHAMU CJIifl IPUITUHUTU
Ha BeCh Iepion nmpuiioMy Qpy3ungoBoi KUCIoTU. Bynu moBigoMeHHs mpo padmoMioni3 (BKII0OUaodu
IeKinbKa JieTaTbHUX BUMNAOKIB) y MAIli€HTIiB, IKi mpuiiMany KoMmOiHaliio Gy3unoBol KUCIOTH i
CTaTHHIB (OUB. po3min «B3aemomis 3 iHIUMHU JTiKapCbKUMM 3aco0aMy Ta iHIIM BUOYW B3aEMOMiM»).
[TauieHTy Cif HeraliHO 3BEPHYTUCH [0 JIiKaps y pa3i mosiBu y HOro c1abkocTi abo 600 y M’s13ax,
6omto abo xBopobuBocTi. Tepamiio cTaTUHOM MOXKHa BiTHOBUTH Yepe3 7 OHIB MiCIg mpuitomy
OCTaHHBOI 103U GHY3UANHOBOI KUCIIOTU. Y BUHSITKOBUX BUIIAKaX, KOJIU HEOOXilHe MOBroTpuBae
CHACTEMHE JIiKyBaHHS (Qy3UAUMHOBOIO KUCJIOTO0, HAIIPUKJIIaf, AJd JiKyBaHHS TSAXKKUX IHQEKIid,
HeoOXiIHICTh CYIIyTHHOT'O IPUIOMYy CUMBACTaTHHY Ta Qy3UAUHOBOI KUCIIOTH MOTPIOHO PO3rnsAgaTH
TiJIBKHA Y KOKHOMY OKPEMOMY BHUIIAAKY Ta IIif peTeIbHUM MeOUUYHUM KOHTPOJIEM.

KomG6iHOBaHOT0 3aCTOCYBaHHSI CUMBACTaTHHY B fo3ax 1noHapn 20 Mr Ha 7o0y pa3oM 3 aMiofapoHOM,
aMJIOOUITIHOM, BepamnaminoMm abo guniTia3eMoM Cif YHUKATH (OuB. po3mainu «Crmocib 3acTocyBaHHS Ta
mo3u», «B3aemopmis 3 iHIIUMY JTiKapCbKUMHU 3aco0aMu Ta iHIN BUOM B3aEMOfin»). Y namieHTis 3 'oCI’
IIpY OGHOYACHOMY 3aCTOCYBaHHI JIOMITaIily i CAMBaCTaTUHY PU3UK MioIaTil 3p0CTa€ (OUB. PO3Tinu
«Croci6 3acTocyBaHHS Ta 0o3u», «IIpoTumoKa3aHHsI» Ta «B3aeMopist 3 iHIIMMU JTiKapChKUMHI
3aco0aMH Ta iHII BUOU B3aEMOLIN»).

[MamieHTH, sIKi TpUAMalOTh iHII TiKapchKi 3aco0H, 10 MalOTh MOMipHUY iHTiIOyI0uul epekT Ha
CYP3A4, cynyTHBO 3 CUMBAaCTaTUHOM, OCOOIMBO 3 BUCOKMMH N03aMU CHMBACTaTUHY, MalOTh
IiABUIIEHNYN PU3UK PO3BUTKY MiomaTii. [Ipy cynyTHHOMY NPUOMi CHMBACTaTUHY 3 TOMipHUM
inri6iTopom CYP3A4 (mpemnapaty, siki 36inburytors AUC y 2-5 pa3iB) Moxke moTpeOyBaTHCS
KOPHUTYBaHHS 103U CUMBacCTaTHHY. [[J19 3aCTOCYBaHHS Pa30M 3 OKPEMUMU IIOMipHUMHU iHTiGiTOpaMu
CYP3A4, Hanpukian guiTia3eMoM, PEKOMEHIYEThCSI MaKCcuMasibHa go3a 20 Mr CUMBacTaTUHY (OUB.
po3min «Croci6 3acTocyBaHHS Ta HO3U»).

CuMBacTaTuH € cyocTpaToM eIIoKCHOTO HOCist OifKa pe3uCTEeHTHOCTI paKy MOJIOYHOI 3271031
(BCRP).

OpHoyacHe 3acTocyBaHHS 3 iHribiTopamu BCRP (Hampuknan, enbacsip i rpa3omnpesip) Moxe
IIPU3BECTH [I0 IiABUINEHHS KOHIIEHTPallil CUMBaCTaTHHY Y IIJIla3Mi KPOBI i MigBUIIIEHHS PU3UKY
PO3BUTKY MiolaTil; TOMy KOPUTYBaHHS NO3U CHMBaCTaTUHY Moxe OyTu HeoOxiguuM. OmHOYacHe
3aCTOCyBaHHS e10acBipy i rpa3onpesipy i3 cuMBacTaTMHOM He BUBYAJIM, OOHAK M000OBa [03a
CHMBaCTaTUHYy He IIOBUHHA IepeBullyBaTy 20 Mr [/ Malli€HTiB, Ki OTPUMYIOTh CyIIyTHIO TEPAIlio
ImpenapaTtaM, Io MicTSTh enbacsip abo rpasompesip (AuB. po3min «B3aemogis 3 iHIIIMU
JiKapChKUMH 3aco00aMu Ta iHIIi BUOKW B3aEMOIiN»).

PigkicHi Bumagku miomatii/pabmomioni3y acomitoBanucs i3 cymyTHiM npuiiomoM iHri6iTopiB TMK-KoA-
penyKTasu Ta JinigoMonudikyBanbHUxX 103 (= 1 r/moly) HiauuHy (HIKOTUHOBOI KMCJIOTH); KOXKEH 3
[[UX IIperapaTiB MOXe CIPUYUHATHA MIOIAaTIo.

Y kriHivHOMY JoCHigKeHHi (MefiaHa mepiofy cocTepekeHHs cTaHOBUIa 3,9 POKY), B SKOMY Opanu
y4acTh IallieHTH 3 BUCOKUM PU3UKOM PO3BUTKY CEPLIEBO-CYAUHHUX 3aXBOPIOBaHb i 3 obpe
KOHTPOJIbOBaHUM piBHeM xojiecTepuny JIITHII Ha Tii npuiioMy cuMBacTaTusy y go3si 40 Mr/mo0y
pa3oMm 3 e3eTuMiboM y go3i 10 Mr abo 6e3 HHOTO, IOAaTKOBA KOPUCTH /151 CEPLEBO-CYOUHHOI CUCTEMU
P fodaBaHHi mimimomomudikyounx m03 (= 1 r/moby) HianuHy (HIKOTUHOBOI KUCTIOTH) He
Bim3HauasacH.

JIikapi, sIKi po3risigaroTh BapiaHT KOMOiHOBaHOI Teparili CHMBAaCTaTHHOM Ta
ninigoMomudikyBanbHUMU f03aMu (= 1 r/no0y) HialuHy (HiIKOTMHOBOI KMCIOTH) ab0 IpernapaTaMy,



III0 MiCTSATH HialluH, TOBUHHI NOOpe 3BaXKUTHU MOTEHIINHY KOPUCTb Ta PU3UKHU i PETETHHO
CIoCTepiraTu 3a mallieHTaMu Ha IPefAMeT IossBU 60110 abo c1abKoCTi y M’si3axX, 30KpeMa MpoTSIroM
TepIIuX MiCsIliB Teparil Ta mpu 30iblIeHH] 7031 OyIb-IKOT0 3 IUX JIIKAPChKUX Mperaparis.

Y mocnimkeHHi YacTOTa PO3BUTKY Miomartii cranoBuma npubnusuo 0,24 % cepeq nauieHTiB
KUTalCbKOI HAITIOHAIBHOCTI, SIKi IpHUHMalId CUMBACTaTHH B [03i 40 Mr a6o e3eTuMi6/CHMBaCTaTHH B
no3i 10/40 mr, y nopiBHaHHI 3 0,24 % maIfieHTiB KUTalChbKOl HalliOHAIBHOCTI, IKUM IIpA3HaYaIu
cuMBacTaTuH B 103i 40 Mr abo e3eTumib/cumBacTaTyH y f03i 10/40 Mr pa3om i3 KoMOiHOBaHUM
IpenapaToM MoAX(}iKOBaHOTO BUBiIIbHEHHS HIKOTHHOBOI KucIoTH/TapominpauTty 2000 mr/40 mr.
Hes3Baxalouu Ha Te, IO Y I[bOMY KJTIHIYHOMY JOCITi)KeHHi a3iaTChbKa MOMYyJIsilis Oysa mpemcTaBieHa
JuIIe KUTaWlsIMU, OCKIJIBKM 9YacTOTa PO3BUTKY MiOIaTil cepeq NallieHTiB KUTalChKOl HAI[lOHAIbHOCTI
BUIIA, HiXK cepeq MallieHTiB He KUTalChKOl HAITiOHANTBbHOCTI, TPU3HAYaTH IallieHTaM MOHTOJIOITHOI
pacu ogHOYaCHUY MPUIOM CHMBACTaTUHY Ta nimigomMogudikyoouux 103 (= 1 r/goly) HiauuHy
(HIKOTMHOBOI KMCJIOTH) HE PEKOMEHYEThCS.

AUumiMOKC 3a CTPYKTYPOIO CX0XKHUY Ha HialuH. He3Bakaiouu Ha Te, IO allUIIiMOKC He [AOCIigXKYyBaHy,
PU3UK PO3BUTKY TOKCHYHOIO BIIJIUBY IIperniapaTy Ha M'sI3U He BUK/IIOYEHUN.

[TanmomiuuH

[ToBimoMIsANIK TIPO BUIAAKY MiomaTii Ta/a6o pabmoMioni3y mpu ogHOYACHOMY 3aCTOCYBaHHi iHTiOiTOpIB
'MT-KoA-penyKTa3u (HanpuKIaf, CUMBACTaTHHY) 3 gantoMinuuaoM. Ciig 3 00epexkHiCcTIo
npu3HaydaTy iHribiTopu 'MI-KoA-penyKTa3u 3 HalTOMIIIMHOM, OCKIJIbKY OyOb-SKHH i3 IIUX
IIpenapaTiB MoXKe CIPUYMHUTY Mionartito Ta/abo pabmoMiosti3 mpu oKpeMoMy 3acTocyBaHHi. Crif
PO3IJIHYTU NUTaHHA [IPO TUMYACOBe NIPUIIUHEHHS IPUUOMY CUMBACTATUHY V NALi€HTIB, SIKi
IIPUMMAIOTh AANTOMILNH, SKI0 KOPUCTH Bifj OHHOYACHOI'0 3aCTOCYBaHHS HE IIEPEBUILYE PU3UK.
Heo06xigHo o3HalloMUTHCS 3 iH(pOpMaIli€io Tpo Ipru3HaYeHHs OallTOMIIIUHY, 11100 OTpHMaTH
momaTKOBY iHGopMallifo Ipo 1o MOTeHLiNHY B3aeMofio 3 iHribiTopamu I'MI'-KoA-pengykrasu
(HampuKiaf, CAMBaCTaTUHOM) i OTPMMAaTH MOaIbIIi BKa3iBKU 100 MOHITOPUHTY (AUB. PO3MIiN
«Bzaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIIM BUTU B3aEMOIIN»).

Bnaus Ha neyiHky

Y KITiHIYHUX OOCTIIXEHHAX Y OesKUX TOPOC/IUX MallieHTiB, SKi OfepXKyBajid CUMBaCTaTHH,
Bif3Hayanu CcTifike MigBUINEHHS PiBHS Me4YiHKOBUX ¢hepMeHTIB (Oinbll HiXK y 3 pa3u BUIIEe BePXHBOI
Mexi HopMu). [Ipu BigMiHI IpenapaTy aKTHBHICTh TpaHCaMiHa3 3a3BHYal IIOCTYIIOBO IIOBEPTAETHCS
[0 I04YaTKOBOTO piBHA. [lepen moyaTKOM JIiIKyBaHHA, a IIOTIM - BIIIOBIIHO [0 KJIIHIYHUX ITI0Ka3aHb
yCiM malieHTaM PeKOMEHAYETHCS MPOBOOUTH (QYHKIIOHAJbHI TeYiHKOBI TPOOU. YV MAIi€HTIB, A1 SKUX
IJIaHY€ETHCS MIABUIIUTY J03y cCUMBacTaTuHy 10 80 Mr Ha 000y, GyHKIiOHAIbHI TeYiHKOBI mpobu
OTPiOHO ITPOBOAUTHU [0 MIOYATKY TUTPYBAHHS, IIOTIM uepe3 3 Micslli micns qocsirueHHs g1o3u 80 mMr
Ha 1o0y Ta nepiogu4yHO MOBTOPIOBATH (Hamnpukiaf, 1 pa3 y miBPOKy) IPOTSATOM yChOTO IIEPIIOTO POKY
nikyBaHHsA. OCOOIMBY yBary BapTo MPUMINIATH IallieHTaM, y IKUX MigBUIIEHUN pPiBeHh CUPOBAaTKOBUX
TpaHcaMiHa3. [luM naiieHTaM KOHTPOJIb (PYHKIIII IEeYiHKY CIifl TPOBOJUTH Ha IIOYATKY JIiKyBaHHS, a
HapjaJi - yacrilne HiX, 3a3BU4ai. Y BUMIafiKaxX, KOJM pPiBeHb TpaHCaMiHa3 3pocTae, 0COOIUBO MIpU
CTiKOMY IIepeBUIleHHi B 3 pa3u Bif BepXHbOI MeXKi HOpMH, ITpenaparT noTpioHo BigMinuTu. Crin
3ayBaXkUTH, IO ajlaHiHaMiHOTpPaHC(epa3a MOXKe BUXOOUTH 3 M'SI30BOl TKAHMHU, TOMY ITigBUILIEHHS
anaHiHaMiHOTpaHC(depasy 3 KpeaTHHKiIHA3010 MOXKe BKa3yBaTH Ha MionaTiio (IUB. BUIIE
«Miomnarisi/pabmomiosiz»).

Pigko moBimoMiisAnu Ipo jieTajbHy Ta HejleTallbHy [Ie4YiHKOBY HEJOCTATHICTD Y IAl[l€HTiB, AKi
IpUUMaly CTaTUHYU, y TOMY YUCJI CUMBacTaTUH. [1pu 10sABi CepiO3HOT0 ypaKeHHS NeYiHKU 3
KJIIHIYHUMU CUMIITOMaM¥ Ta/abo rinep6inipy6inemii abo KOBTSHHULI Iif Yac JIiKyBaHHS IIPerapaToM



CJIig HeTraWHO IlepepBaTH Tepariio. JKIo He 3HAWIeHO aJlbTePHATUBHOI €TiOJNOril, He CITifl 3HOBY
PO3MOYHMHATH IPUHOM TIpemnaparty. [Ipemapar citig 3acToCOBYBaTH 3 00€peXkKHiCTIO MallieHTaM, SKi
3JI0B2KUBAIOTH AJIKOTOJIEM.

[Tpu nikyBaHHI CHMBacCTaTUHOM, SK i iHIIMMU rinoninigeMiyauMy 3acobamu, CriocTepiranocs noMipHe
(MeHIIe 5IK y 3 pa3u BUIlle BEPXHbOI MeXKi HOpMHU) 30iNTbIIIEHHS aKTUBHOCTI CHUPOBATKOBUX
TpaHcaMiHas. Lli 3MiHu 3'aBnsnucs He3abapoM IIiciIs MOYaTKy JTiKyBaHHS, YaCTO MaIl MUHYILIUH
XapakTep, He CyNPOBOLXKYBa/IUCS KONHUMU CUMIITOMaMU Ta He BUMaraju CKacyBaHHS Teparil.

Kposul Oiabem

[lesKi maHi BKa3yOTh Ha Te, 110 CTAaTUHU AK KJIac MiOBUINYIOTh PIBEHb ITIIOKO3U B KPOBI, Y TEIKUX
TIAIEHTIB 3 BUCOKUM PU3UKOM PO3BUTKY IIYKPOBOTO MiabeTy y MaOyTHbOMY MOXKYTh CIIPUYUHUTH
piBeHb rinepriikemii, mpu SKOMYy PEKOMEHOYETHCS PO3MOYMHATH JIIKYBAHHS IIYKPOBOTO IiabeTy.
OpHak KOPUCTh 3HUKEHHS CTaTUHAMHU CYIMHHOT'0 PU3UKY IepeBaXkae, TOMY Iie He TIOBUHHO OyTu
IPUYUHOIO [I7I9 IPUNUHEHHS JTiKyBaHHS cTaTHHaMU. [10TpiOHO TPOBOAUTY KITiHiUHUM Ta OioXiMiuHMH
MOHITOPHUHT CTaHy Nalli€HTiB 3 IEBHUM PU3UKOM (TJII0KO3a HaTIe 5,6-6,9 MMOJIb/JI, iHOEeKC MacH Tina
> 30 kr/™M°, migBuULIeH] TPUTTIiLIEPUOY, apTepianbHa TinepTeH3is), K KIiHiYHUY], TaK i 6ioXiMiuHUH,
BifITIOBiTHO [0 HalliOHAJILHUX HACTAaHOB.

IHmchmuu,iaﬂbHe 3dXBOPHOBAHHA 1€28Hb

BuHSATKOBI BUIIa[iKU iIHTEPCTHULIAJIbHOTO 3aXBOPIOBAHHS JIET€Hb CIIOCTEPIraaucs MiCisa MIPUAOMY
IesTKUX CTATUHIB, BKJIIOYAl0YX CUMBACTATHH, 0COOIMBO IIPHU MOBrOTPUBAJIiHM Teparnil. XapaKTepHUMU
O3HaKaMHU iHTEPCTUIiaTbHOTO 3aXBOPIOBaHHS JIeT€Hb MOXKYTh OyTH [KUCITHOE, HEITPOTYKTUBHUMN
KallleJlb, IOTipIIeHHS 3[M0PO0B A B LIiIoMy (BTOMa, BTpaTa MacCH Tijla Ta rapsidyka). Y pasi nmigo3pu Ha
PO3BUTOK Y MalliEHTa iIHTEPCTUIIAIbHOTO 3aXBOPIOBAaHHS JIeT€Hb TIKYBaHHS CTaTUHaMU CIIif
IPUIAHUTH.

Odgma/leOJzoeque 0bCmediceHHs

Y pagzi BigcyTHOCTI Oymb-IKOTO MEIUKAMEHTO3HOI'0 JTiKyBaHHS 30iIbIIIEHHS IIJIOMI ITOMYTHIHHS
KpUILITaJIMKa BBaXKa€eThCAd HACIIIIKOM Ipolecy cTapiHHA. HasdBHI KITiHIYHI JOCIIIXKEeHHS He BKa3yIOTh
Ha iCHyBaHHS IIKigJIXBOIO BIJIMBY CHMBACTATUHY Ha KPUIITAINK OKa JIIONUHMU.

3acmocyB8aHHA NAUiEHMAaM AiMmHb020 BiKYy

EdekTuBHICTh 38CTOCYBaHHS CUMBAaCTAaTUHY [AJId JIIKyBaHHS XBOPUX BIKOM IIOHAM 65 POKIB, AKi
OTPUMYBAJIA MOT0 il YaC KOHTPOJIbOBAHUX KITIHIYHUX OOCTIAXKEeHb, OI[iHIOBalacs BiTHOCHO
3HUKEHH4 PiBHIB 3aranbHoro ta JITTHII xonecTeprHy i BUABUIACh TAaKOI X, SK 1 I/ MOMyIALil
3arasiom. 30ibIIeHHST YaCTOTH MOGIYHUX eDeKTiB, sKi 6 BUSBMISIKCS KITiHIYHO 3HAUYIIUMU abo 3a
nabopaToOpHUMU TOKa3HWKaMH, He Bif3HA4YEeHO.

Ocobausi 3acmepesiceHHA UuL,000 0ONOMINCHUX PeYOBUH

[TpemapaT MiCTUTH JTaKTO3y. [lallieHTaM i3 TaKTa3HOI0 HEOCTaTHICTIO, TajakTo3eMi€eio abo
CHHIIPOMOM TJTII0OK030-TaJlaKTO3HO01 MankaOcopO1iii He crtifg mpuiMaTH 11ei mpermapar.



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

3acToCyBaHHS CUMBACTaTUHY BariTHUM XKiHKaM IIPOTUIIOKA3aHe.

2KOogHHX KOHTPO/IbOBAHHUX K/IIHIYHHUX TOCIIIXKEeHb 3 Y4aCTIO
BariTHHUX KiHOK He MPOBOIH/INCH, 0e31MeKa 3aCTOCYBaHHSA
Hapa3i He BCTaHOBJIeHa. € PigKiCcHiI mMOBiZOM/IEHHSA PO
BPOI2KeHHi aHOMaJIil mic/Is1 BHYTPIIIHHOYTPOOHOT 0 BIUIUBY
iarioiropiB 'MI'-KoA-penykTa3n.

byiu orpuMaHi pigKicHI MOBiZOM/IEHHSI IIPO BPOOKeHi
aHOMaJIil Imicjasi BHYTPIiIHLOMATKOBOI €KCIIO3HIIil 10
iarioiropiB I'MK-KoA-pegykra3u. OgHak, aHaIi3 MpAOIH3HO
200 BariTHHX, 3a SKHMM CIIOCTEPirajiu NPOCIEeKTHBHO i B
SIKHX IIPOTSITOM IIE€PIIOro TPUMECTPY Oyjia eKCIO3HIIisA [0
CHMBACTaTHHY a00 iHmoro nogiouoro iaridoiropy 'MK-KoA-
peIyKTa3H, YaCTOTAa BPOIXKEHHX aHOMAJIid OyiIa
MOPiBHSIHHOIO 3 TAKOI0 B 3arajIbHiK momyasnii. Takoi
KiTbKOCTi BHIIaJKiB BariTHOCTi Oy/10 CTaTUCTHYHO
TOCTAaTHBHO [JIsI BUK/TIOUEeHHS 30iIbIIIeHHsI KiTbKOCTi
BPOIKE€HHX aHOMAJIiH y 2,5 pa3H Ta BHIIIEe MOPiBHSIHO 0
YaCTOTH B 3ara/ibHil MOMyJIsIIil.

Xo4ya HeMa€ KOOHOI'0 J0Ka3y TOro, 10 4acToTa MOsIBU
BPOIKEHHX aHOMaJIid Y HallaJdKiB mamieHTiB, IKi mpuuMau
CHMBACTaTHH a00 inmu# momiouuu inrioirop 'MK-KoA-
peayKTa3H, BiIpi3HAEThCSA Bif Ti€l, 0 cmocTepiraerbes y
3arajJbHi¥ mony/jasamnii, JiKyBaHHS MaTepi CHMBaCTaTHHOM
MOKe 3HH3HUTH Yy IUIoZia PiBeHb MeBaJIOHATY, SIKHH €
NMpPeKypcopoM 0iOCHHTE3y X0/IeCTEPHHY. ATEPOCKIIEPO3 €
XPOHIYHHM IpoIecoM, i 3a3BHYall IPHUIHHEHHS IPHHOMY
JTiNig03HMKYBaIbHHUX 3aC00iB y mepioq BariTHOCTi Mae€
He3HAYHO BIUIMBATH Ha BiaJa/leHUH PU3HK, OB’ sI3aHUH 3



MIEPBUHHOIO rinepxojiecTepuHeMicio. 3 mUX IPUIUH
CHMBACTAaTHH He MOXKHAa MPH3HAYaTH BariTHUM, a TAaK0XK
XKiHKaM, sIKi HaMaralwThCs 3aBariTHiTH a00 € mimo3pa, mI10
BOHH BariTHi. 3aCTOCYBaHHS CHMBACTaTHHY CJIiJl
NPU3YIHMHUTH Ha BeCh TEPMiH BariTHocTi a0o 1oKu He Oyae
miATBepPIKeHHs, IO XiHKa He BariTHa (IUB. po3din
«IIpoTUIOKa3aHHA»).

['o0ysaHHA 2pyd0io

HeBimoMo, 41 MPOHUKAE CUMBACTAaTHH a00 #oro MeTaboJIiTH y TpyaHe MoJI0KO. OCKiIbKH
Oarato JikapChbKuX 3aco0iB IPOHUKAE ¥ TPYIHE MOJIOKO i € MOXKJIMBICTh BUHUKHEHHS
Cepio3HuX MOOIYHUX peaklliil, KiHKaM, sIKi IpUiMaTh CHMBACTaTHUH, CJIi[l IPUIUHUTHI
rOfyBaHHS I'PYAO0. (OuB. po3nin «[IpoTunokasaHHa»).

PepmuabHicmb

KniHiyHMX OOCHiXKeHb II0A0 BIIMBY CHMBACTaTUHY Ha (PEPTUNBbHICTD TIOOUHU HE TPOBOMUIIN.
CuMBacTaTHH He Ma€ BIJIUBY Ha (GePTUILHICTh CaMIliB Ta CAMOK IIypiB.

30amuicmb enaueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MeXaHizMamu.

CuMBacTaTHH He Ma€ XKOOHOTO a0 Ma€ He3HAUHUI BIIJIUB HAa 3MATHICTh KepyBaTH aBTOMODieM Ta
iHmuMu MexaHizmMamu. OfHaK NpY KepyBaHHI aBTOMO0OiIsIMu abo poOOTi 3 iHIIMMYU MeXaHi3MaMu CIIif
BpaxyBaTHU PiAKiCHI MOBIAOMJIEHHS IIPO 3allaMOPOYEeHHS.

Cnoci6 3acmocyeaHHss ma do3u.

To60oBi mo3u npenapaty Basumin® - Big 10 mMr o 80 Mr (3aCTOCOBYBaTH JTiKapChKy GopMy 3
BiAITIOBigHMM [03yBaHHSIM) IlepopalibHOo 1 pa3 Ha #o0y BBedepi. I[1inbip mo3u npemapaTy Basunin® cin
3OiMiCHIOBATH 3 iHTepBalaMy He MeHIIe HiX 4 TUXKHI 00 MaKCUMallbHOI J060B01 mo3u 80 Mr, 110
npuiimMaeTbcsa 1 pa3 Ha 0o0y BBeuepi. [Jo3a 80 MI peKOMEHAYETHCS TiTbKU [J151 MALli€HTIB 3 TAXKKOIO
rinepxoJyieCTepuHEMi€l0 Ta BUCOKUM PU3UKOM CEPLIEBO-CYAUHHUX YCKIIaJHEHb, K1 He NOCATIN Lien
JIIKyBaHHS 3a JOIIOMOT0I0 HUXKYHUX 103, Ta KOJIU OYiKY€EThCS, 10 KOPUCTD IlepeBakaTuMe MOTeHILikHI
pu3uKy (OuB. po3ninu «OcobIuBOCTI 3acTOCyBaHHI», «PapMaKooMHaMiKa»).

l'inepxonecTepuHeMis

[TamienTy ciif TpU3HaYUTH CTaHAAPTHY X0IEeCTEPUHO3HUKYBAIbHY HI€TY, K01 BiH IOBUHEH
OOTPUMYBATUCS IIPOTATOM YChOTO KypPCY JIiKyBaHHS IIpernapaToM.

3BUYaMHO II0YaTKOBA M03a cTaHOBUTEL 10-20 Mr Ha o0y, sika MpuUitMa€eThCsl OMHOPA30BO, BBEUEDI.
Ilnst marieHTiB, SKUM HeoOXigHe 3HauHe (= 45 %) 3uuxkeHHs piBHs X-JIITHII, moyaTkoBa f03a MOXe
cranoButu 20-40 mr 1 pa3 Ha goOy BBeuepi. [1igbip 03, y pa3i HeoOXigHOCTi, MOTPIOHO 3MiliCHIOBATH,



SIK BUKJIaIEHO BUIIIE.

T'omo3u20mHa ciMetliHa 2inepxoiecmepuHemis

PekoMeHMi0BaHa I0YaTKOBA [03a IpenapaTy Basumnin® — 40 Mr Ha fo0y OZHOPa30BO BBEYEpi.
[Ipemapart cnif 3aCTOCOBYBAaTH SIK OOIIOBHEHHS A0 iHIIOTO JIMiO3HUXKYBaIbHOI0 JTIKYBaHHSI
(Hampukinan, adepesy JITTHII) abo SKII0 Take JTiKyBaHHS HEOOCTYIIHE.

I17151 maLieHTiB, 9Ki OHOYACHO 3 IpenapaToM Basunin® npuitMaloTh JIOMiTallif, f[03a IpenapaTy Mae
He nepeBuiyBaTt 40 Mr/mo0y (muB. po3pinu «IIpoTunokalanus», «OCco0IMBOCTI 3aCTOCYBAHHS» Ta
«B3aeMopmis 3 iHMMMH JTiKapChbKUMHK 3aC00aMM Ta iHIII BUAM B3aEMOIii»).

Cepueso-cy0uHHa npodisakmuka

3BMyaiiHa [03a Ipenaparty Basumin® gis malieHTiB 3 BUCOKMM PU3MKOM pPo3BUTKY IXC (y moenHaHH]
3 rinepnimigemieio abo 6e3 Hel) craHoBUTH 20-40 Mr Ha 000y OMHOPA30BO BBeUepi. MeouKaMeHTO3HY
Tepariio MoxKHa [ToYaTh OGHOYACHO i3 gieToo Ta ¢isuyHuMu BopaBamu. I1in6ip {03, v pasi
HeoOXigHOCTi, MOTPiOHO 3MifCHIOBATH, SIK BUKJIA[IEHO BUIIIE.

CynymHsA mepanis

Bazumin® eeKTUBHUY y BUTTISIAI MOHOTEpATil, a TaK0XK y IMOENHAHH] i3 CeKBeCTpaHTaMU XKOBUHUX
KucnoT. [lo3y cinig npuiiMaT abo He MeHIIe gK 3a 2 TOOUHY 10, a0o He MeHIIe K Yepes3 4 ToguHu
MiCNS IPUNOMY CEeKBECTPAHTY XKOBYHUX KUCJIOT.

Ilns mamienTiB, AKi npuiiMaioTh Basumin® ogHodacHO 3 piGpaTaMu, KpiM reMpibpo3uny (GuB. po3min
«[IpoTunoka3aHHs»), ab0 3 PpeHOiOpaTOM, 03a IpenapaTy He IOBUHHA nepeBulyBatu 10 mr/moby.
[l malieHTiB, AKi OQHOYACHO 3 IpernapaToM IPUUMalTh aMiofapoH, aMJIOAUIIIH, BepalaMir,
munTiazeM abo miKapchKi 3acobwu, 1m0 MicTSTh en6acBip abo rpa3omnpeBip, o60Ba H03a IIpemapaTy
Bazunin® He moBMHHA nepesuntyBaTt 20 Mr (guB. po3ninu «Ocob6nMUBOCTI 3aCcTOCYBaHH», «B3aeMoist
3 iHIIUMM JTiIKapChbKUMM 3aco0aMy Ta iHIIM BUOW B3aEMOMiM»).

[lo3y8aHHA Npu HUPKOBIiU HedocmamHocmi
[I71g nalienTiB 3 TOMipHOI0 HUPKOBOIO HEOCTATHICTIO HeMa€e HeoOXimHOCTi 3MiHU JO3yBaHHS.

[I71s mallieHTiB 3 TAKKOI0 HUPKOBOI HEOCTATHICTIO (KJlipeHC KpeaTuHiHy < 30 MJI/XB) CIIi[l peTelbHO
3BAXKUTHU JOLINBHICTH IPpU3HAYEHHS IIpemnapaTy y £o3i 10 Mr Ha fo0y i, KIIO TaKe J03yBaHHS
BBaXKA€THCS HEOOXIMHUM, IIpenapar CJIifi Ipu3HadaT 3 00epeXkHICTIO.

3acmocy8aHHA nauieHmam AimHb020 BIKY
Hemae moTpe6u B KOperyBaHHi 103H.

3acmocysaHHAa dimam ma nioaimkam (10-17 pokis)

Ins miTed Ta mipmiTKiB (xy1omii BikoBol cTafil TanHepa II i crapiii Ta giByaTa, ¥ SKuX NpuHauMHI 1
PiK IPUCYTHIiN MeHCTpyanbHUM IUKII) BikoM 10-17 pOKiB 3 TeTEPO3UTOTHOIO CIMEMHOI0
rinepxonecTepuHeMiel0 peKOMeHI0BaHa 3BMYaliHa 1ToYaTKoBa 4o3a cTaHoBUTH 10 Mr 1 pa3 Ha goly
BBeuepi. [1o movYaTKy JIIKyBaHHS CUMBACTATUHOM [OIiTAM Ta MiAJIiTKaM CJIif IPU3HAYUTU CTaHAAPTHY
X0JIECTEPUHO3HUKYBAIbHY [Ii€TY, SKOI CHifl JOTPUMYBATHUCS IIifl Yac JIiKyBaHHS CUMBACTAaTHUHOM.

PexomenpoBaHi fo3u - 10-40 Mr Ha go0y; MaKCcuMaJibHa peKOMeH0BaHa [03a CTaHOBUTH 40 MT Ha



noOy. [lo3y crmig migbupaTy iHAUBigyanbHO, 3TiMHO 3 METOIO JIIKYBaHHS, 3a PEKOMeHOallisIMU
nikyBaHHA y nemiaTpii (muB. po3minu «Oco6nmuBoCTi 3acTocyBaHHS», «®apMakoguHamika»). [Tin6ip
IO3H CJIif ITPOBOUTH 3 iHTepBasiaMu B 4 THUXKHi abo GimnbIire.

IocBif 3acTOCyBaHHS IIpenapary OiTAM npenybepTaTHOTO BiKy 00MeXeHUiH.

Himu.

Besneky Ta e(eKTUBHICTh CUMBACTaTUHY O Nali€eHTiB BikoM 10-17 poKiB i3 reTepo3uroTHO0
CIMENHOI0 TinepinifieMiero OLiHIBaIU Y KOHTPOJIbOBAHOMY KJTiIHIYHOMY OOCIIiIXKEHH] 3a y4acTio
XJIOIMYMKIB BiKOBOI cTafil TanHepa II Ta migmiTKiB-miBUaT, y SKUX IIOHaMMeHIne 1 pik TOMy Imo4Yanucs
MeHcTpyatii. [Tpodins mobiynux edeKTiB y malieHTiB, AKi npuiMany CUMBacTaTuH, OyB ogibHuM 10
TAKOT0 y MallieHTiB, gKi mpuiiManu mnane6o. Jo3u 6inbine 40 MT He JOCIiAXKYBaly y Uik Ipymi
nauieHTiB. Y gocrnigxkenHi He Oyso 3a¢hikcoBaHO BIJIMB CUMBACTATUHY Ha PiCT Ta CTAaTEBHUU PO3BUTOK
IiJITKIB, @ TAKOXK Ha TPHUBAIiCTh MEHCTPYaJIbHOTO IIUKIY YV AiBYaT (AuB. po3minu «Cmocib
3aCTOCYBaHHS Ta 0o3u», «[106iuHi epekTn»).

[iBduaTa MaioTh 6yTH IIpoiHPOPMOBaHI 100 HEOOXiAHOCTI KOHTPALENil TpX 3aCTOCYBaHHI
CHMBACTaTUHY (OuB. po3ainu «IIpoTunokasaHHs», «3aCTOCYBaHHS y IIePiof BariTHOCTI i TONyBaHHS
TPYLOI0»).

3acTOCyBaHHS CHMBACTATUHY He OOCIIIAXKYyBaJX y IalieHTiB BikoM 10 10 pokiB, a TakoX y AiBYaT, y
SIKUX I1le He [T04aIucs MeHCTpyaliil.

BnnuB mOBroTpUBaioro 3aCTOCYBaHHS Ha (Hi3UYHUM, iHTENIEeKTYalbHUN Ta CTaTEBUU PO3BUTOK
HEeBiIOMUI.

Ilepedo3yeanHsi.

Ha 1e# 4yac BifoMO Ipo KijibKa BUIAAKIB IIepefo3yBaHHs, MaKCUMaJlbHa IIPUMHSATA 403a
cTaHOBUIA 3,6 I; IPU LIOMY Y 2KOOHOIO 3 IAI[i€EHTiB HE BUSABJIEHO CIELUA(PIYHUX CUMIITOMIB.
Yci manientu onyxanu 6e3 yCKIafHeHb. Y pa3i nepemo3yBaHHsI HEOOXiIHO TPOBOIUTHU
CHMIITOMATUYHi i MigTPUMyBabHi 3aX001, OCKIIbKY CIelu(piyHOrO0 TiKyBaHHS HEMaE.

ITo6iuni peakuii.

YacToTa HUXKYe3a3HaYEeHNX IIOOIYHUX IBUII, IPO SKi MOBIAOMMUIIX Mif Yac KJIiHIYHUX OOCigXKeHb
Ta/abo y mepion MOCTMapKeTHHTOBOT'0 3aCTOCYBaHHS, KilacubikoBaHa 3a OI[IHKOIO iXHiX piBHIB y xoxi
BEJIMKUX JOBTOTPUBAJIMX IIalle00-KOHTPOTbOBAHUX KITIHIYHUX JOCITiXKeHb, BKIoyaoun HPS Ta 4S 3
y4acTio BignoBigHOo 20536 Ta 4444 nauieHTiB (ouB. po3nin «dapmakoguHamika»). Y HPS
Big3HauaNMCs TiMbKU Cepio3Hi mobOiuHi SBUIIA, a TAKOXK Mianris, migBUIleHHS TPpaHCcaMiHa3
CUPOBaTKU Ta KpeaTHHKiHa3u. Y 4S 3anucyBalnuch yCi 3a3HavyeHi HUX4e N0o6iuHi ABuma. Ko y xoxni
IIUX JOCIiAXKEeHb PiBHI npu mpuiioMi cuMBacTaTUHY Oynu HUXK4i abo momiOHi oo THX, 110 i mpu
npuiiomi mnare6o, Ta 6ynu momibHi CIIOHTAHHI MOBIHOMIIEHHS ITPO SBUIIA, SKi MaIu 00T PyHTOBaHUM
IPUYUHHUM 3B'S30K, I1i 100iYHi sBUIA KTacu(diKyBaauCh SK pigKicHi.

Y xoni mocmigxenus HPS (muB. posmin «®apMakoguHaMika») 3 ydacTio 20536 malieHTiB, ki



npuiimanu 40 mr/mo0y cumBacTtaTury (n = 10269) abo mnare6o (n = 10267), npodini 6e3nexku Oynu
TIOPiBHAHHUMH y TIAIIEHTIB, SIKi MpUiManyu CHMBACTaTUH, Ta MAIliEHTIB, sKi mpuitMany manebo y
CepemHbOMY MPOTSATOM 5 POKIB HOCTimKeHHSs. PiBHI mpunuHeHHS y4acTi yepe3 nobiuHi epekTn Oynu
nopiBHIHHUMU (4,8 % y maifi€eHTiB, SKi npuiiManu cuMmBacTatul 40 mr, Ta 5,1 % y namieHTiB, sgKi
npuiiManu miane6o). Yactora mionarii cranoBuna < 0,1 % y marieHTiB, sSKi mpuiiMany CUMBaCTaTHH.
[TinBuiieHHs TpaHcaMiHa3 (>3 pa3iB BUIlle BEPXHHOI MeXKi HOPMH, MigTBEPHKEeHEe TOBTOPHUM
anamizoM) Bigbynock y 0,21 % (n = 21) nauienTis, sSKi mpuiitManu cuMBacTaTUH, mopiBHSHO 3 0,09 %
(n = 9) mamienTiB, SKi mpuiiManu miaeoo.

Kareropii yactotu mobiuHux siBui: gyxe dacto (> 1/10), vacto (= 1/100, < 1/10), HewacTo (=
1/1000, < 1/100), pigko (= 1/10000, < 1/1000), myxe pigko (< 1/10000), HeBigoMo (He MOXKHa
migpaxyBaTH 3a HaSBHUMHU JAHUMMU).

3 60Ky KpOBi Ta miMbaTHUYHOI CUCTEMHU

Pioko: aHeMmiq.

3 6oky imMyHHOI cucTemu. [[yoce pioko: aHadimakcis.

3 GOKY MCHUXiKK

Iyoice pioko: 6e3conHs. Hegidomo: mempecis.

3 00Ky HEPBOBOI CUCTEMU

Pioko: ronoBuui 0inb, MapecTesis, 3anaMopoueHHs, eprudepuyHa Helpomnaris; Jyace pidko:
IOTipIIEeHH [TaM’4Ti, MiaCTeHis I'pasic.

3 O0oKy opraHiB 30py. Pi0ko: 3aTyMaHeHHS 30pY, IOPYIIEHHS 30py. [Jyce pi0ko: 04Ha MiaCTeHis.

PecnipaTopHi, TopakasbHi Ta MefiaCTAHAIbHI IOPYIIEHHS

Hegidomo: iHTepcTullianibHa XBopoba nereHiB (quB. po3ain «Oco0MMBOCTi 3aCTOCYBaHHS»).

3 6OK§Z IMJIIYHKOBO-KHUIITKOBOTO TPAKTY

Pioko: 3amnop, abgoMiHanpHUM 6ifTb, METEOPU3M, TUCIIEINCis, Jiapes, HyOoTa, 6II0BaHHS; TaHKPEaTHT.
3 OOKY MeYiHKM Ta JKOBYOBHBITHUX IIIAXIB

Pioko: renaTUT/XKOBTAHUIIS;

Lyoice pidko: netanbHa Ta HeJjleTaJlbHA [T€YiHKOBA HEJOCTATHICTb.

3 OOKY LIKipH Ta NifIIKipHUX TKaHWH

Pioko: BucunanHs, cBepbix, anomneltisi. [Jyosce pioko: MiXxeHOIGHUHN JTiKapPChKUM BHCHII.

3 6OKY KiCTKOBO-M’sI30BOi CHCTEMHU

Pidko: mionaris (BKJ/I0o4ao4yu Mio3uTH), pabooMiosi3 i3 HUPKOBOO HeIOCTaTHICTIO abo 0e3 Hel (ouB.
po3min «Oco6IMBOCTI 3aCTOCYBAHHS»), Mianiris, cna3Mu M’s3iB, CyOOMHU, MiO3UTH, NoJiMio3uTH. [yce
piOKO: PO3PUB M’g3iB.



TeH/iomaTisd, iIHOAl yCKIafHeHa po3puBaMy, iMyHOOIIOCepegKOoBaHa HeKpoTuyHa Mionartisa (IOHM)**,

* T1ig 9ac KJTiHIYHUX OOCTIiAKEeHb MiOoIlaTid YacTille BUHUKAJIa Y NallieHTiB, IKi IpuiMau
cuMBacTaTH B [03i 80 Mr Ha o0y, MOPiBHAHO 3 MallieHTaMy, sKi npuiMany 20 mMr Ha fo6y (0,1 %
npotu 0,02 % BigmoBimHO).

** TlyKe PiiKO CIIOCTepirajaucs BUIAAKXA iMyHOOIIOCEPEeIKOBaHOl HEKpOoTHYHOI MiomaTil (IOHM),
ayToiMyHHOI MiomarTii mig yac abo micns nikyBaHHS cTaTuHaMu. IOHM KiHiYHO XapaKTepHU3yETHCS
CTiMKOI0 C/TabKiCTIO MPOKCUMaIbHUX M'g3iB i IMiIBUILIEHHAM PiBHS KpeaTHHKIHA3U B CUPOBATII KPOBI,
Kl He 3HMKAIOTh He3Baxalul Ha IPUIMHEHHS IPUIOMY CTaTUHIB, 03HaKaM{ HEKPOTUYHOI MiomaTil
Ha Giomcil M’s13iB 63 3HAUHOT0 3alajieHHs, MOJINIIeHHSIM [IPU 3aCTOCYBaHHI iMyHOIETIPECUBHUX
3aco6iB (ouB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS »).

3 OOKY CTaTeBUX OPraHiB Ta MOJIOYHOI 3271031

Lyoce pioko: TiHekoMacTis. Hegi0oM0: epeKTUIbHA AUCHYHKITIA.

3aranbHi po3nagy Ta MOPYIIEHHS Y MiCIli BBEIeHHS

Pioko: acTeHiq.

3pifka MOBIMOMIISAIY IIPO BUIIAAKY BUPAKEHOI'0 CUHAPOMY TilepyyTIUBOCTI, 1[0 BKJIOYAB JesKi 3
TaKWX MIPOSIBiB: aHTiI0HEBPOTUYHKY HaOPSK, BOBUAKOIIOAIOHNY CUHAPOM, peBMaTU4Ha MoIiMianris,
IEepPMaTOMiO3UT, BaCKYJIT, TPDOMOOIIUTOIEHis, €03uHO0Giiss, 30iNbIIeHHS MIBUIKOCTI OCiTaHHS
eputpornuTiB (IIIOE), apTpuT i apTpanris, Kponus'sHKa, GoToceHcuOini3alis, rapsyka, IPUIITUBHY,
3a[MIIKa Ta HEe3OyXKaHH4.

Bnonus Ha PEe3VIIbTATH Ha6OQaTOQHI/IX Ta iHCprMeHTaJIbHI/IX OOCITiIKEHD

Pioko: 30inbiieHHS piBHS TpaHCaMiHa3 y CHpOBATIIi KPOBi (aaHiHaMiHOTpaHC(epasy,
acrmaprataMiHoTpaHcdepasu, y-TIyTaMinTpaHCcHIenTraasu) (ouB. po3ain «Oco0MMBOCTi 3aCTOCYBaHHS.
BnnuB Ha mediHKy»), MigBUILIEHHS PiBHS TykKHOI (hochaTasy, MigBUILIeHHS PiBHSI CUPOBAaTKOBOL
KpeaTuHKiHa3u (OuB. po3Min «Oco6IUBOCTI 3aCTOCYBAaHHS»).

[Tpu npuiiomi cTaTHHIB, BKIOYaouu Ba3unin®, moBigomnsnu npo migsuiieHHss HbAlc Ta piBHIB
TJIFOKO3M CHPOBATKM y CTaHi HaTIIeE.

Bynu nosimoMeHHS PO MOPYIIEHHS KOTHITUBHOL QPYHKIII (HampuKiIag BTpaTa Iam sTi,
3a0yObKyBaTiCTh, IIOPYILIEHHS ITaM’gTi, CIIIyTaHICTh CBiOMOCTI), TTOB’g3aHi i3 3aCTOCYBaHHSIM
CTaTHUHIB, BK/IIOUAI0YU CHMBACTaTHH. Y LiJIOMy BUMIafKX OyIu HeCepio3HUMU Ta 000POTHUMM ITiC/SA
IPUNUHEHHS IPUUOMY CTaTHUHY; Yac [0 [104YaTKy [IOSBU CUMIITOMIB (Bif 1 OHS 4O KiTbBKOX POKIB) Ta
3HUKHEHHSI CUMIITOMIB (Y cepeHbOMY 3 THKHi) OYB pi3HUM.

IyXe pigKo CIIOCTepiraaucs BUMagKU iMyHOOIIOCEPEIKOBaHOI HEKPOoTHUHOI MionaTil (IOHM),
ayToiMyHHOI MiomarTii, MOB’s13aH0i i3 3acTocyBaHHAM cTaTHHiB. IOHM xapakTepusyeThcs C1abKiCTIo
IIPOKCHMaJIbHUX M’ SI3iB i MigBUIIEHHSM PiBHSA KpeaTHHKIHA3U B CUPOBATII KPOBi, IKi He 3HUKAIOTh
He3BaXXaluyy Ha NIPUNNHEHHS IPUUOMY CTATHHIB.

[TogaTKoBi mo6iuHi edeKTH, SKi cocTepiranucs micns npuitoMy nessKUX CTaTHUHIB

- TOPYIIeHHS CHY, Y TOMY YuCyIi 6e3COHHS Ta HiYHi XKaxy;

- craTeBa AUC)YHKILS;



IIyKpOBUii fiabeT: 4aCcTOTa 3a/Ie3KUTh Bifl HaSBHOCTI/BiICYTHOCTI (paKTOPiB pHU3UKY (PiBEHD I'ITIIOKO3U
Hatme = 5,6 mMone/n, IMT > 30 Kr/M°, mifBUILEHHUI piBeHb TPUTTIIIePHIB, TilepTeHsid B icTopii
XBOPOOH).

ity Ta mimmitky (BikoMm 10-17 poxkis)

Y nporeci 48-TuXHEBOT0 JOCTIIXEHHS 3a Y4aCTIO [IiTel Ta MigIiTKiB (Xmomyuky BiKoBoI cTapil II 3a
TaHHepoM i cTapile Ta fgiBYaTa, B SKUX IPUHAUMHI OOUH PiK HasfBHUY MEHCTPYaJIbHUU LIUKII) BIKOM
10-17 pokiB 3 reTEPO3UTOTHOIO CiMelHOI0 rineprinigemiero (n=175) npodins 6e3neku Ta
IIepPeHOCUMOCTI y TalIli€HTiB, SKi MpuiManyu CUMBacTaTUH, OyB 3arajoM MOmiOHUM OO TAKOTO y
TallieHTiB, SKi mpuiiManu mianebo. [[oOBroTpuBaauil BIIKUB Ha Gi3WYHUIM, PO3YMOBUM Ta CTaTeBUN
PO3BUTOK HeBimomui. HeMae mocTaTHBOI KiTbKOCTI AaHUX IIiC/ISI OMHOTO POKY JTiKyBaHHS (IUB.
po3ninu «OcobnuBoCTi 3acTocyBaHH» i «Crocib 3aCTOCYBaHHS Ta HO3U»).

[ToBigoMIIeHHS PO Mimo3pioBaHi m0o6iuHi peakirii

[ToBimomneHHs mpo mo6iuHi peakilil micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IILOTO
niKapchKoro 3acofy. Megu4yHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK MallieHTaM abo ix
3aKOHHUM IIpeACTaBHUKAM CJIifl MOBiJOMJIATH IIPO yCi BUMAAKHY Mif03PI0BaHUX IOOIYHUX peaklii Ta
BifmCcyTHOCTI epeKTHUBHOCTI TiKapchKoro 3aco0y yepe3 ABTOMATH30BaHY iHGOpPMAaIliliHy cUCTEMY 3
(dhapMakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 3 POKU.

YMmoBH 30epiraHHsi.

30epiraTu B opuriHaibHiN yIAKOBIN Mpu Temnepatypi He Buie 30 °C.

30epiratu y HEJOCTYIIHOMY IJISI HiTeM MicIi.

YnakoBka.

[To 7 TabneToxk y 61micTepi, mo 2 a6o 1o 4, abo mo 12 GricTepiB y KapTOHHIHA KOPOGIIi.

KaTteropis Bigmycky. 3a peremntom.

BupoOHHUK.

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



Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MiCIsi IPOBaIXKeHHs MOro Jis/IbHOCTI.

[Tmap’emka necta 6, 8501 Hoso mecto, Cnosenisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



