THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

CHUMBACTATHH CAH103°

(SIMVASTATIN SANDOZ®)

CKnao:
ditoya pevoB8uHa: CUMBaCTaTHH;
1 TabneTka, BKpHTa IUTIBKOBOI 000710HKOI0, MicTUTh 20 MT abo 40 Mr CUMBaCTaTUHY;

0onomidcHi peyoguHU: KpoXMallh IpexeaTUHI30BaHUM, 11e71107103a MiKPOKPHCTalliyHa, TaKTO3U
MoHoTigpaT, 6yTunrigpokcianison (E 320), KucimoTa TMMOHHA, MOHOTIApaT, MarHilo cTeapar,
rimpoMeno3sa, B'a3KicTb 6 cIl, rimpomenosa, B’s3KicTh 15 cll, Tanek, Tutany giokcup (E 171), 3amiza
okcup xkoBtuil (E 172)*, 3amisza okcup yepBonuii (E 172), etanon 96 %**, Boma**.

* MicTUTBCS TinmbKM B TaOneTKax i3 qo3yBaHHSAM 20 MT.

** KOMIIOHEHTH BUIIAPOBYIOTHCS B IIPOLIECi BUPOOHUIITBA.

JIikapcbKka ¢popma. TabmeTKH, BKPUTI MTIBKOBOIO 000I0HKOIO.
OcHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

tabneTku mo 20 Mr: oBajIbHi, IBOOMYKII TaOIeTKY, BKPUTI MJTiBKOBOIO 060I0HKO0, OPaHKEBOTO
KOJIbOPY, 3 PUCKOI0 3 000X 00KiB i TuCHeHHAM 20 3 0MHOTO0 0OKY.

tTabneTku mo 40 Mr: oBajbHi, ABOOMYKJIi TaONeTKY, BKPUTI IJIiBKOBOIO 000JI0HKOI0, YEPBOHO-
KOPHUYHEBOT0 KOJIhOPY, 3 PUCKOI0 3 060X O0KiB i THCHEHHSIM 40 3 0IHOTO OOKY.

dapMakoTepaneBTHYHA rpyna. ['inomnimigeMiyHi 3aco6u, MOHOKOMITOHEHTHi. IHriGiTopu 'MI-K0A-
penykrasu. Kog ATX C10A AO1.

dPapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii

CuMBaCTaTHH - TilOTJIiKeMidYHa PeY0OBHHA, IKY OTPUMYIOThH 3 MPOOYKTY dhepMeHTanil Aspergillus
terreus. Ilicns npuiioMy BHYTPILIHBO CUMBACTATHH, 1110 € HEAKTUBHUM JIaKTOHOM, TiIPOJIi3y€ETHCS B



IeYiHIli 3 yTBOPEHHSM BiNOBIAHOT0 OeTa-TiAPOKCUKUCIOTHOTO MTOXiAHOTO, 1[0 Ma€ BUCOKY iHTiOy0uy
akTuBHICTh mono 'MI-KoA-penykrasu (3-rigpokcu-3-metunriaotapui-KoA-penykrasu) - pepMeHTy,
110 KaTtanisye neperBopenHs: [MI'-KoA B MeBaoHAT, TOYaTKOBY Ta HaMbinbIll 3HAYYIY CTALiio
6iocuHTe3y xonectepuny. CUMBacCTaTUH 3HUKYE HOPMaJIbHUM Ta MigBUIIEHU PiBEHb X0JIECTEPUHY
ninonpoTeiniB HU3bKOI1 minbHOCTI (XC-JITTHIL). JITTHIII yTBOPIOETHCS 3 TIMOIPOTEIHY AyKe HU3bKOi
minbHOoCTi (JITIIHII) Ta kaTabo0/Mi3yeTHCS TOJIOBHUM YHMHOM PELENITOPaMU 3 BUCOKOIO CIIOPiAHEHICTIO
no JITTHII. Mexaniam JITTHII-3HMKYBanbHOTO €(pEKTY CHMBACTaTUHY MOXe CKJIafaTUCh SK 3i
3HMKeHHs KoHneHTpalil XC-JITITHIL, Tak i 3i ctumynsiil peuenrtopis JITTHII, npusBogsayu oo
3MEHIIIEHOT0 MMPOAYKYBaHHs Ta 30inbineHoro katabomnizmy XC-JITTHIII. PiBens anominonpoTreiny B
TaKO0XK 3HAYHO 3HUXKYETHCH IIif Yac JIiKyBaHHS CUMBacTaTUHOM. KpiM TOro, CMMBacTaTHUH IIOMITHO
36inbinye XC-JITIBII Ta 3HUKYE PiBeHb TPUTTIIIEPUIB Yy MJIa3Mi KpoBi. B pe3ynbrarti Iyux 3MiH
3HUXKYETHCS CHiBBigHOIMEHHA 3aranbHoro XC mo XC-JITIBI ta XC-JITTHII go XC-JIITBII.

dapmakoKiHemuxka.

CuMBacTaTUH € HEaKTUBHUM JIAKTOHOM, III0 JIETKO TiApOJIi3yeThCs, TePeTBOPIOIOYNCE in vivo 0o OeTa-
TiAPOKCUKUCIIOTH, MOTYXKHOTO iHTibiTopa 'MI'-K0oA-penykrasu. I'igpori3 BinOyBaeThCs TOIOBHUM
YUHOM Y IeYiHI[i, IBUAKICTh TiAPOJIi3y B IIJTa3Mi KPOBI JIIONUHYU AyXke Maja. PapMaKOKiHeTHUH]
BJIaCTUBOCTI OLIIHIOBAJIUCh 3a y4acTio Jopocnux. PapMaKOKiHETUYHI AaHi 100 AiTe! Ta MifAJiTKiB
BifCyTHI.

Abcopbuis. Y noguHU CUMBACTaTHH J00pPe BCMOKTYETHCS Ta MPOXOAUTh EKCTEHCUBHUY TEPBUHHUN
neviHKoBuY MeTa0os1i3M. BunineHHs B me4iHKy 3a/lIe3KUTh Bil KDOBOTOKY B meuiHIi. [TeviHka €
TIEPBUHHUM IIEHTPOM [ii akTuBHOI popmu. Byno BUSIBIIEHO, 110 HOCTYIHICTh O€Ta-TiTPOKCUKUCIIOTH 10
CHCTEMHOTO KPOBOOOITy Iicis mepopabHOl 03U CHMBACTaTUHY CTaHOBUTEL MeHIIEe 5 % [03H.
MaxkcumasnbHa KOHIIEHTpallisl akKTUBHUX iHTi6ITOPIB y I1a3Mi KPOBi OCATAETHCS IPUOIU3HO Yepes

1-2 ropuHY micns nmpuiioMy cuMBacTaTuHy. CylyTHE BXKUBaHHS 1Ki He BIIJIUBa€ Ha abcopOitito.

dapMakoKiHeTHKA OHOKPATHOI Ta 0araTOKPATHUX 03 CUMBACTATHHY IIPOOEMOHCTPYBAa, 0 He
BimOyBa€ThCS HiITKOT0 HAKOMMYEHHS JTiKapChKOro 3aco0y miciist 6araTOKpPaTHOTO NO3yBaHHS.

Po3no0ia. 3B’s13yBaHHST CUMBACTATHHY Ta MOTO aKTUBHOI'0 MeTa0b0JIiTy 3 6ilKaMu Iy1a3MU KPOBi
CTaHOBUTL > 95 %.

BusedeHHs. CumBacTaTul € cyoctpatom CYP3A4 (muB. po3minu «ITpoTumoka3aHHsI» Ta «B3aeMomist 3
iHIMMMY TiKapchKUME 3aco0aMu Ta iHII BUAYM B3a€MOpii»). HanbinpmuMu MetabosmiTaMu
CUMBACTaTHUHY, IIPECTaBJIeHUMU B I1JIa3Mi KPOBi TIOOUHY, € 6eTa-TiTPOKCUKUCIIOTa Ta YOTUPHU
OOOaTKOBi akTHBHI MeTaboitu. ITicisg BBemeHHSs JTIOOWHI IepopabHOL 103U PaflicaKTUBHOTO
cuMBacTaTHHY 3a 96 roguH 60 % MiueHOro mpemnapaTy OyJi0 BUAiIEHO y BUTIOPOXKHEeHHAX 1 13 % -y
cedi. BusgBneHa y BUNIOPOXKHEHHSX KiTbKiCTh IPECTAaBIISI€ eKBiBaleHTHUM aOcopOOBaHUY TiKapChKUMI
3acib, 110 BUAINMAETHCS 3 KOBYIO, a TaK0XK HeabcopOoBaHMit TikapchKui 3aci6. ITicms
BHYTPIIIHbOBEHHOI iH’€K11ii MeTaboiTy 6eTa-rifpOKCUKUCIOTH MO0 Nepiofl HaliBBUBEIeHHS
CTAHOBUTH y cepemHboMy 1,9 rogunu. Y dopmi iHribiTopis i3 ceyeto BUBOOUTLCS B CEPEIHBOMY TiJIbKU
0,3 % mo3mu.

CuMBaCTaTMHOBA KMCJIOTA aKTUBHO 3aXOIIIOETHCS MeNaTOUTAMHU 3@ JOIIOMOI'00 IIePEHOCHUKA
OATP1B1.

CuMBacTaTuH € cyocTpaToM edIIioKCHOTO ITepeHoCHUKa 0ifika pe3uCTEHTHOCTI paKy MOJIOUHOI 3a/1031
(BCRP).

ITonimopgiam SLCO1B1



Y Hociis aneni ¢.521T > C rera SLCO1B1 cnocTepiraeTbcsi 3MeHIIeHa akTUBHICTE 6iika OATP1B1.
Cepepnns ekcro3utlis (AUC) rojloBHOTO aKTUBHOTO MeTa0O0JIiTy - CHMBAaCTaTHHOBOI KMCJIOTH -
cTtaHoBUTh 120 % y rerepo3urotHux HociiB (CT) aneni C i 221 % y romo3urotaux (CC) HOCIIB,
IIOPiBHAHO 3 MalliEHTaMH, sIKi MaloTh HaunomupeHimui reHoTun (TT). Anens C y eBponerchKin
IOTY ALl 3ycTpidaeThcs 3 4acToToio 18 %, mpu 11boMy roMo3uroTHuii reHotun CC BUSBINSIOTH i3
yacToToio 1,5 %. ¥ mamienTiB 3 noniMmopdizmom resa SLCO1B1 icHye pu3uK HifgBUIIEHOI €KCIIO3HUIIil
CHMBACTATUHOBOI KUCJIOTH, 1110 MOKe 30i/bIlyBaT! PU3UK PO3BUTKY pabmomioni3y (IuB. po3min
«OCc06IUBOCTi 3aCTOCYBAHHS»).

KrniniuyHi xapaKTepHCTHKH.

IToka3auns.

l'inepxonecTepuHeMis

JIikyBaHHS MIEPBUHHOI TinepxosiecTeprHeMil a0o 3MiltaHo1 AUCTimigeMii SK JOIOBHEHHS [0 Hi€TH,
KOJIY BifTIOBifb Ha Mi€Ty Ta iHII HeMeOWKaMeHTO3Hi 3acobu JTiKyBaHHS (Hanpukiaf, GpisudHi Bopasu,
3HUZKEHHS MAcH Tijla) € HegOCTAaTHLOIO.

JIikyBaHHSI TOMO3UTOTHOI CIMEHMHOI TiepxojieCTepuHeMil K JOIIOBHEHHS A0 OIETU Ta IHILIOTO
Tnig03HMKYBaIbHOTO JIiKyBaHHS (Hanpukiaf, abepesy JilifiB HU3bKOI MIiTEHOCTI) ab0 SKIIO TakKi
MEeTOMM JTiKyBaHHS He € HaJIeXKHUMHU.

CeplieBo-cyOIuHHA TPodiTaKTUKA

3HUXKEHHS CepIIeBO-CyIUHHOI CMEPTHOCTI Ta 3aXBOPIOBAHOCTI Y MAIiEHTIB 3 SBHOIO
aTepOoCKJIEPOTUYHOI0 CEPIIEBO-CYIMHHOIO XBOPO0O0io ab0 IyKpOBKUM HiabeToM, 3 HopMaIbHUM abo
IiABUIIEHNM PiBHEM X0JIeCTEPUHY, SIK JOAATKOBa Tepallis A KOPeKIil iHmuxX (paKTopiB pU3UKY Ta
[0 iHII0l KapAiompPOTEKTUBHOI Tepamil (auB. po3ain «dapMakoguHaMiKa»).

IIpomunoka3aHHs.
- TinmepuyTnusicTs [0 Aito4ol pevyoBUHU ab0 M0 OyIb-IKOT0 KOMIIOHEHTA ITpemnapary.

- 3axBOpPIOBaHHS MMEYiHKY B aKTUBHIN ¢a3i abo He3po3yMise Ta CTiliKe MigBUILEHHS PiBHS
TpaHcaMiHa3 CUPOBATKHU.

- BaritHicTs i epiog rogyBaHHs IPyAAo (IUB. TAKOXK PO3Mia «3aCTOCYyBaHHSA Y I1ePiof BariTHOCTI
abo romyBaHHS IPYOOIO»).

- CynytHi#t npuitom notyxuux inribiropis CYP3A4 (npenapartis, mo 306inburyiors AUC mpubau3Ho B
5 pasiB abo 6inblne), TaKUX K iTPaKOHA30J1, KETOKOHA30J1, T0CAaKOHA30J1, BOPHKOHA30J1, iHTibiTopu
BlJI-mpoTtea3wu (Hanpukian, Hendinagip), Oomenpesip, Telanpesip, epPUTPOMIITHH, KITapPUTPOMIITHH,
TeMTPOMIIMH Ta Heda30MdoH, i MKapchbKuxX 3aco0iB, SKi MiCcTITh KOOinuUCTaT (IUB. PO3Tinu
«B3aeMopis 3 iHIMMMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUAM B3aeMOfiit» Ta «OcoO0MUBOCTI
3aCTOCYBaHHS»).

- CynyTHil nputioM reM¢pidpo3uiy, HUKI0CIOPUHY abo maHa30my (IuB. po3ninu «B3aeMofia 3
iHIIMMY TiKapChKUMU 3aco0aMu Ta iHII BUOYM B3aEMOMii» Ta «OCOBIUBOCTI 3aCTOCYBAHHS»).

- [TamieHTaM i3 TOMO3UTOTHOI CIMEMHOI0 Tiepx0oJieCTePUHEMIEI0, SKi OTPUMYIOTh JIOMITamif i



CHMBACTATHH B Ho3ax Oinbire 40 Mr (OuB. po3ninu «B3aeMopmis 3 iHIMMMY JTiKapChbKUMHU 3aco0aMu Ta
iHmmi Bugy B3aemMopin», «Oco6IuBOCTI 3acTOCyBaHHSI» Ta «CI0oci0 3aCTOCYBaHHS Ta JO3M»).

B3aemodin 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

IekinbKa MexaHi3MiB MOXKYTb CIIPUSTH MOTEHIIiWHI#M B3aeMopii 3 iHribiTopamu I'MI'-Ko-A penykTa3wu.
Jlikapceki 3aco6u a6o mpenapaTy POCIMHHOIO MOXOMXKEHHS, SKi raJlbMyIOTh [AesKi IIIsaxu GepMeHTiB
(manpuknan, CYP3A4) ta/a6o TpancmopTepa (Hanpukian, OATP1B), MoXyTh 30ibIIUTI
KOHIIEHTPAIlil0 CHMBAaCTaTUHY Ta CUMBACTaTUHOBOI KUCJIOTH B IIJIa3Mi KPOBi Ta IPHU3BECTH 10
IiABUIIEHHS PU3UKY MiomaTil/pabmoMionisy.

Heo06xigHo 3BepHYTHUCS [0 iHCTPYKILI [ MEOIUYHOTO 3aCTOCYBAHHS Ha BCi OMHOYACHO
BMKODPHCTOBYBAHI IIpeapaTy OJid OTPMMaHHS JONAaTKOBOI iHdbopMallil Ipo iX MOTeHLiNHY B3aEMOII0

i3 cuMBacTaTUHOM Ta/ab0 MOXKJIMBICTE 3MiH, dKi MOXYVTE BinbyBatucg 3 depMeHTaMu abo
TPaHCOOPTePaMu, Ta MOXKJIMBE KOPUTYBAHHS [JO3M i peXKMMiB 3aCTOCYBaHHS.

IocmigXeHHsT B3a€MO{Iii TPOBOAUINCS JIUIIE Y HOPOCTIUX.

dapmakoOuHamiyHa 83aemooia

B3aemo0is 3 nini003HUNMCYBANbHUMU AIKAPCbKUMU 3aCOOAMU, KA NPU Npuliomi 0Kpemo moxce
cnpuvyuHumu mionamir. Pu3uk miomnartil, BK/II0o4aloyy pabmoMioni3, MigBUIIYETHCS IPU OMHOYACHOMY
3acTocyBaHHi 3 pibpaTamu. Kpim Toro, crocrepira€tbcs ¢hapMaKoKiHETUYHA B3aEMOIIS 3
reMdpibpo3uiomM, 10 TPU3BOAUTD 40 30iIbIIeHHS PiBHS CUMBACTATUHY B IJIa3Mi KPOBi (IUB. Migpo3min
«PapMaKoOKiHeTHYHA B3aEMOMisT» HUKYe Ta po3minu «IIpoTumoka3anHsa» i «OcoOmMuBOCTI
3acTtocyBaHHs»). [llogo kombGiHallii cumBacTaTUHY i peHOodiOpaTy, TO HEMa€e MiATBEPAXKEHD TOTO, IO
PU3MK MioIaTil IepeBUIly€e CyMy iHAUBIOyalbHUX PU3UKIB KOXKHOI0 IIpenapaty. CTOCOBHO iHIINX
¢bibpaTiB agexBaTHi faHi hapMaKoHarnaay i GapMaKOKiHETUYHUX AOCTiAKEHb BiICYTHI.

[Homi Bunagku Miomnaril/pabmoMioni3y acoliifoBaaucs i3 CymyTHIM IPUHOMOM CUMBACTaTUHY 3
ninigomomudikyrouumu no3amu (= 1 r Ha moOy) HianuHy (OuB. Po3minn «OcoONMMBOCTI 3aCTOCYBAHHS»).

dapmakokiHemuyHda 83aemo0isa

PekoMeHnpgarii 11100 omHOYACHOT0 IPU3HAYEeHHS JTiKapChKUX 3aco0iB, 110 B3aEMOIIIOTh i3
CHMBACTAaTUHOM, y3araJibHeHO B TaOnuili Huxk4e (OuB. po3minu «IIpotunokalanHs», «OcobIuBOCTI
3acTocyBaHHSI» Ta «Croci6 3aCTOCYBaHHS Ta [O3U»).

B3aemois 3 iHIIUMYM JTiIKapCHKUMHU 3aC00aMH, 110 aCOI[FOETHCS 3 MiIBUIIIEHUM PU3UKOM
Mmionarii/pabmomionisy

[TpemapaTu B3aEMOil BinmoBimHi pekoMeHarril

[TotyxHi iuribitopu CYP3A4, HanmpuKiapm: [IpoTHnOKa3aHi Ipy NPUKXOMi CHUMBaCTaTUHY
iTpaKOHAa30J1, KETOKOHA30JI, I0CAaKOHA30J1,
BOPUKOHA30JI, EPUTPOMIIINH, KIIapUTPOMIIIH,
TemTpoMinuH, iuridiTopu BIJI-mpoTeas3u
(Hampukiapm, Hendiraip), Oomenpesip,
Tenanpesip, Heda3omo0H, KOOIIIUCTaT,
[THKIOCIIOPHH, HaHa30J1, TeM(piopo3un

a1 pibpaTu (3a BUHATKOM heHodibpaTy) He nepesumtyBatu 10 Mr cuMBacTaTHUHY Ha 0o0y
Oy3ugUHOBa KUCJIOTA He pekOMeHIy€eThCS i3 CUMBACTaTUHOM




HiaiuH (HikoTHHOBa KHcoTa) (= 1 r Ha mo6y) |He peKOMeHOyeThCs NpH3Ha4YaTH pa3oM i3
CHMBACTATHHOM MallieHTaM a3ifiCbKOro
[MOXOIKEeHHS

AMioflapoH, aMJIOOUIIiH, BepamnaMisn, nuntiadem,|He nepeBuiiryBatu 20 MI' CMUMBaCTaTHHY Ha 000y
e10acBip, rpa3onpesip
JTomiTamin [TalieHTaM i3 TOMO3UT'OTHOIO CIMEMHOI0
rinepxonectepureMieio (I'oCI’) cuMmBacTaTH
NpU3Ha4yaloTh ¥ 103i He Buine 40 Mr Ha 100y
TlanToMinne Cnim po3rasSHYTH MOXKJIMBICTh TUMYACOBOTO
MIPUITMHEHHS 3aCTOCYBaHHSI CUMBACTATUHY
MallicHTaM, SIKi MPUKAMalTh JallTOMIIMH, 3a
BUHSITKOM BUIIQMIKiB, KOY KOPUCTD Bif
OHOYACHOT0 3aCTOCYyBaHHS IepeBaxKa€e PU3UK
(ouB. po3min «Oco6MMBOCTI 3aCTOCYBAHHSI»)
TuKarpesuaop He pekoMeHyeThCS OfHOYACHE 3aCTOCYBAaHHSA
THKarpesopy 3 J03aMHU CHMBACTaTUHY, SKi
nepeBuyioTs 40 MT Ha 100y

['peindpyTOBUH CiK [Ipu npuiioMi CUMBaCTaTUHY YHUKATU BXKUBaHHS
rpelngpyToOBOr0 COKY

Bnaue iHwux aikapcvkux 3acobie Ha cumeacmamuH

B3aemoois 3 iHeibimopamu CYP3A4. CuMmBacTaTuH - 1ie cybctpat uutoxpomy P450 3A4. TToTyxkHi
inribitopu muToxpomy P450 3A4 36inbIIyioTh PU3UK MiomaTil Ta pabooMioni3y IMIISIXOM HifABUIIEHHS
KOHIeHTpalil iHribyiodoi akTuBHOCTI [MI'-K0oA-penykTasu B mia3Mi KpoBi mig yac Teparmii
cUMBacTaTUHOM. []0 Takux iHTi6iTOpIB Ha/MeXkKaTh iTPaKOHA30J1, KETOKOHA30J1, T0CAaKOHAa30J1,
BOPUKOHA30JI, EPUTPOMIINH, KJIAPUTPOMIITMH, TeTiTpoMinuH, iuridiTtopu BIJI-mpoTeas3u (Hampukiapm,
Hesdinasip), 6o1enpesip, Tenanpesip, Hedal30I0H Ta TiKapChKi 3ac00H, 110 MiCTSATh KOOIIUCTAT.
CynyTHill mpuiioM iTpaKOHa30Jly IPU3BOAUB [0 MigBUIeHHS Oinbine Hixk y 10 pa3iB eKcmo3uiiii
CHMBaCTaTUHOBOL KMCJIOTH (AKTUBHOT'0 MeTaboJliTy OeTa-TifpOKCUKUCIOTH). TemiTpOMIIMH ITPU3BIiB 1O
11-kpaTHOTO HiABUINEHHS €KCIO3UIlil CUMBACTaTUHOBOI KUCJIOTH.

KombiHamis 3 iTpakoHa30/10M, KETOKOHa30JI0M, II0CAaKOHA30JI0M, BOPUKOHAa30J10M, iHribiTopamu BIJI-
poTea3u (HanpuKiaf, HendinaBipom), 6oLepeBipoM, TenanpeBipoM, EpUTPOMIIITHOM,
KJIAPUTPOMIIIMHOM, TeJITPOMIIIMHOM, Hepa30qoHOM Ta JIiIKapChKUMHU 3aCc00aMH, 10 MiCTSITh
KOOII[MCTaT, MPOTUIIOKAa3aHa, a TAaK0XK 3 reM(}ibpo3umoM, ITMKI0CIOPUHOM Ta JaHa30JI0M (IUB. PO3[is
«IIpoTUOKa3aHHSI»).

fdkmo Tepanito notyxxuuME iHridiTopamu CYP3A4 (mpemnapartamy, 1o 36inbinyioTs AUC npu6iau3Ho B
5 pasiB abo 6inbilie) HEMOXKJIMBO BiIMIiHUTH, CIifl MIPHU3YIMHUTH Tepallilo CHMBaCTaTUHOM (Ta
PO3TISIHYTH BapiaHT 3aCTOCYBAaHHS albTEPHATUBHOTO CTAaTUHY) IIPOTSTOM TaKoi Teparii. IToTpibHo 3
o0epexHiCcTI0O KOMOIHyBaTH CUMBACTATHH 3 iHIIMMY MEHII IOTYyKHUMHU iHTiGiTopamu CYP3A4:
GbII0KOHA30J10M, BepanaMinoMm abo guntiazemoM (muB. po3minu «OcoOIMBOCTI 3aCTOCYBAHHSI» Ta
«Croci6 3acTOCyBaHHS Ta HO3U»).

@ 110KOHA3041. 3pifKa MOBiIOMIISIIN IPO BUNAAKK pabmoMiosi3y, 110 acolitoBaaucs i3 CymyTHIM
IPUHAOMOM CUMBACTATUHY Ta (JIIOKOHA30JTy (AUB. po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

IuxkaocnopuH. Pu3uk po3BUTKY Miomartii/pabooMionidy 3pocTae mpu MOENHAHOMY ITpH3HAYEHH]
IIUKJIOCTIOPUHY i3 CUMBaCTaTUHOM, TOMY 3aCTOCYBaHHS 3 [IUKJIOCIOPUHOM IIPOTHUIIOKa3aHe (OuB.
po3minu «IIpoTunoka3aHHsa» Ta «OCoONMMBOCTI 3aCTOCYBaHHA»). X04a MeXaHi3M [il He ITOBHICTIO



3po3yMinuii, 6yn0 MPogeMOHCTPOBAHO, 110 HuKIocnopuH 36inburye AUC inribitopis 'MI-KoA-
penykTtasu. 36inpmenns AUC mys cuiMBacTaTHHY BigOyBaeThCs, HAcaMIepe I, YacTKOBO Yepes
npurHiyenus CYP3A4 Ta/a6o 6inka OATP1B1.

[lana3o.. Pu3uk po3BUTKY Mionartii Ta pabmomionisy 3pocTae mpy MOEOHAHOMY TPU3HaYeHHI
[aHa30Jy i3 CHMBACTaTUHOM, TOMY 3aCTOCYBaHHSA 3 JaHA30JI0M IIPOTUIIOKa3aHe (OUB. PO3OLUIH
«IIpoTunoka3aHHsI» Ta «OCOBIUBOCTI 3aCTOCYBAHHSI»).

I'em@ibposus. F'emdibposun 36inpimye AUC cuMBaCTaTUHOBOI KUCTIOTH B 1,9 pasa, MOXKIIMBO, Yepe3
IPUTHIYEHHS IUISXY TTIOKypoHi3atii Ta/abo 6inka OATP1B1 (guB. po3minu «IIpoTumnokasaHHS» Ta
«Oco0nuBOCTi 3acTOCyBaHHS»). CylyTHE 3aCTOCYBaHHS 3 reM(iOpo3uIoM IPOTUIIOKA3aHe.

®y3uduHosa Kucsoma. PU3uK po3BUTKY Miomartii, BKo4yaiouu pabmomiosnis, Moxe OyTH MigBUIEHUN
y pa3i ogHOYaCHOTO 3aCTOCYyBaHHS CHCTEMHOI (Py3KMO0BOI KMCIOTH 3i CTaTUHAMU. MexaHi3M Ii€l
B3aeMopil (papmakogrHaMmiunui, papMakokiHeTuuHUM ab0o 00KMIBa) HOTENep HeBimomMuu. bynu
TIOBiTOMJIEHHS PO pabmomiosi3 (BK/IIOYa0uy JIeTaabHi BUMTAAKK) ¥ MAIli€HTIB, SKi MPUUMAaIH ITf0
koMOiHanito. OmHOYacHe 3aCTOCYyBaHHS ITiel KoMOiHallii MOXKe CIIPUYMHUTH MigBUIIEHHS
KOHIIeHTpaIllil 000X IpenapaTiB y mja3Mi KpoBi. AKII0 BBaXKa€eThCs 3a HeOOXigHE 3aCTOCYBaHHS
CHUCTEMHUX IIpenapariB Qy3uguHOBOI KMCJIOTH, 3aCTOCYBaHHS JTikapChKoro 3aco0y CuMBacTaTuH
Canpo3® ciif npunueUTH (AUB. po3nin «Oco61uBoCTi 3aCTOCYBaHHS»).

AmiodapoH. Pu3uk mionarii Ta pabmomioni3y migBULIYETHCS i YaC CYIyTHHOT'O IPUMOMY
CHMBAaCTaTHHY 3 amiogapoHoM (AuB. po3ain «Ocob6IMBOCTI 3aCTOCYBaHHS»). Y MpoIeci KIIiHiYHOTO
OOCHiAXKEHHS PO MiomarTiio moBigoMunu 6 % malieHTiB, AKi mpuiiMany cuMBactaTuH 80 Mr Ta
amiomapoH. ToMy mo3a CMMBacTaTUHY He ITOBUHHA NepeBulyBatu 20 Mr Ha go0y [AJid MallieHTiB, sSKi
IIPUMMAIOTh 1€} IIperapaT OAHOYaCHO 3 aMiOgapoOHOM.

Bokamopu Kaavyiesux KaHania

* Bepanamia. Pu3uk mionartii Ta pabmoMioni3y mifgBULIYETHCS Mif YaC CyIyTHHOT'O IPUMOMY
Bepanaminy i3 cumBactatuHoM 40 mMr abo 80 Mr (muB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»). Y
mpoieci papMaKOKiHETUYHOTO AOCIAXKEeHHS CYNyTHiM IPUKAOM i3 BepamnaMilioM pu3BiB A0 2,3-
KPaTHOTO 30i/bIIIEHHS €KCITO3UIIil 10 CKMBACTaTUHOBOI KMCJIOTH, HacaMIlepel Y4aCTKOBO Yepe3
npurHideHHs CYP3A4. ToMy fio3a cHMBaCTaTUHY He TIOBUHHA IlepeBulyBaTy 20 MT Ha o0y ais
MAI€HTIB, SKi IPUIMAIOTh I[el IpenapaT CyIyTHRO 3 BepanaMiloM.

* lTunmiazem. Pu3uk mionarii Ta pabmoMioni3y NigBUITYETHCS il YaC CYyIyTHbOTO IPUAOMY
nunTiazeMy i3 cumBactatTuHOM 80 Mr (muB. po3min «Oco0IUBOCTI 3aCTOCYBaHHS»). Y mpoIieci
(bapMaKOKiHEeTUYHOT0 JOCIiIXKEHHS CyNyTHIM MIPUUOM 3 IUJITia3eMOM IIPU3BiB A0 2,7-KPaTHOTO
IiABUIIEHHS €KCIO3UIlil O CHMBACTaTUHOBOL KHCJIOTH, HacaMIleper, 4aCTKOBO 4epe3 IPUTHIUeHHS
CYP3A4. Tomy mo3a cuMBacTaTUHY He ITOBUHHA mepeBuIlyBatu 20 Mr Ha f0o0y [/ MallieHTiB, SKi
IpUUMAaIOTh 1ell TpenapaT CyIyTHBO 3 JUJITia3eMOM.

* Amao0uniH. T1atmi€edTy, sIKi IpUUMaTh aMJIOOUIIIH CYIIyTHBO i3 CUMBACTaTUHOM, MalOTh
IiABUIIEHUN PU3UK PO3BUTKY MiomaTil. Y mpotieci hapMaKOKiHETUUHOTO JOCTII?KEHHS CYIyTHIiN
IPUMOM 3 aMJIONUIIIHOM MTPU3BiB 00 1,6-KpaTHOrO 30iNMbINEHHS €KCITO3HIIil 0 CUMBACTaTUHOBOI
KHUCIOTH. TOMy m03a CMMBAacCTAaTHHY He IMMOBUHHA mepeBulyBaTt 20 Mr Ha mo0y {71 Malli€HTiB, sSKi
IPUUMAIOTh 11e¥ IpenapaT CyIyTHbO 3 aMJIOAUIIIHOM.

¢ JIomimanio. Pu3uk miomnartii Ta pabmomionizy mifBUIIyETHCS IPYU OQHOYACHOMY 3aCTOCYBaHHI
JIOMITaIliAy Ta CUMBACTaTUHY (OuB. po3minu «IIpoTumoka3aHHsa», «OCOGIUBOCTI 3aCTOCYBaHHS» Ta
«Crmoci6 3acTocyBaHHs Ta 0o3u»). OTxe, as nauieHTis 3 'oCI mpu omHOYACHOMY NTpU3HAYeHH] 3



HOMiTaHiJIOM J03a CUMBACTATUHY HE IIOBUHHA IIEPEBUINYBATU 40 Mr Ha I[Oﬁy.

ITomipHi iHeibimopu CYP3A4. TatieHTH, sIKi MpUWMaroTh iHII JTikapchKi 3aco6u, MapKOBaHi K TaKi,
110 BUSBJIAIOTH IOMipHUH iHTiOyl0un epekT Ha CYP3A4, cynyTHBO i3 CUMBAcTaTHHOM, 0COOIMBO 3
BUILIKMMM [103aM{ CUMBACTaTHHY, MalOTh IMigBUILEHUY PU3UK IOSIBU MiomarTil (QUB. po3mdin
«Oc06IUBOCTi 3aCTOCYBaHHS»).

IHeibimopu 6inka-nepeHocHuka OATP1B1. CuMBacTaTUHOBA KUCIIOTa € CyOcTpaToM OinKa-
nepeHocHrka OATP1B1. CynmyTHe npu3HaueHHs JTiKapchKux 3acobiB, sKi BimoMi sk iHri6iTopu 6inka-
nepeHocHrKa OATP1B1, Moxke mpu3BOOUTH 0 30iIbIIEeHHS KOHIIEHTPAIlil CKMBAaCTaTUHOBOI KUCIIOTH
y IJIa3Mi KPOBi Ta [0 MifBUIIIeHHS PU3UKY PO3BUTKY Mionarii (AuB. po3ainu «[IpoTumnokasaHHI» Ta
«Oco6MMBOCTI 3aCTOCYBaHHS»).

IH2ibimopu 6inka pe3ucmeHmHocmi paky moao4yHoi 3aa03u (BCRP). OgHOYacHe 3aCTOCYBAHHS 3
inribiTopamu BCRP (Bkitouatoun miKapchKi 3acobu, siKi MicTATh ennbacBip abo rpa3onpeBip) Moxe
IIPU3BECTH [0 MiABUINEHHS KOHI[EHTPAllil CHMBaACTaTHHY B IJIa3Mi KPOBi Ta [0 MifABUIIEHHS PUIUKY
PO3BUTKY MiomarTii (muB. po3ginu «Oco6auBOCTI 3aCTOCYyBaHHI» Ta «Coci0 3aCTOCYBaHHS Ta LO3U»).

HiauuH (HikomuHosa kucsioma). PigkicHi Bumagku miomatii/pabmomiontidy acoriitoBaiaucs i3 CymyTHIM
npuiioMoM 3 JimigomMonudikyouumMu go3amu (= 1 r Ha go0y) HialuHy (HiIKOTMHOBOI KMCJIOTH). Y
mporeci papMaKOKiHETUYHOTO OOCHIAXKEHHS CYyIIyTHIM IPHUOM OOHOKPATHO A03U 2 T HIKOTUHOBOI
KHMCJIOTHY IIPOJIOHTOBAHOI Ail i3 cuMBacTaTuHOM 20 MT IIpuU3BiB 10 moMipHOro migpuinenHs AUC
CMMBaCTaTHHY Ta CUMBaCTaTHUHOBOI KHCJIOTH Ta MaKcuMasbHOl KoHLeHTpalil (C,,,) CUMBaCTaTHHOBOL
KHCJIOTH B IIJTa3Mi KPOBI.

IlanmomiyuH. Pu3uk miomartii Ta/a6o pabmomionidy Moxke MigBUITYBATHCS IIPU OOMHOYACHOMY
3acTocyBaHHi iHri6iTopiB [MI-KoA-pemyKTa3u Ta ganToMiluHy (OuB. po3ain «OcoO6muBoCTi
3acTocyBaHHS»). CIIif mOoTpUMYyBaTHCS 00epeKHOCTI Ipyu npu3HadeHHi inribitopis 'MI-KoA-
penyKTa3u 3 JalTOMIIIMHOM, OCKiJIbKY OyAb-SIKKAN 3 HUX MOXKe BUKJIMKATH Miomariio Ta/abo
pabmomioni3 mpu 3acTocyBaHHI oKpeMo. [TallieHTaM, sIKi 3aCTOCOBYIOTh HAIITOMILIMH, CJIii TAMYaCOBO
NPU3YIMHUTH 3aCTOCYBaHHA JIiIKapCchKoro 3aco0y CumBacTaTul CaHmo3®.

Tuxaepenop. OgHOYACHE 3aCTOCYBaHHS TUKArpesiopy i3 CMMBaCcTaTUHOM MmiaBuUIIyeE C,..
cuMBacTtatuHy Ha 81 % i AUC Ha 56 % Ta migsuinye C,,,, CAMBaCTaTHHOBOI KUCJIOTH Ha 64 % i AUC Ha
52 %, mpuYOMy 3 JesIKHMHU iHOUBiOyaIbHUMU BUIIaJKaMu 30ibIIeHHS BKa3aHUX ITOKA3HUKIB Y 2-3
pa3u. OgHO4YaCHe 3aCTOCYBaHHS TUKArpesopy 3 A03aMu CUMBaCTaTUHY, 110 IepeBulnyoTh 40 Mr Ha
o0y, MoXKe CIIPUYMHUTY I0OiYHi peakilii Ha CMMBACTaTUH, TOMY IX CIIiJ IOPIBHSATH 3 MOTEHIIHHOI0
KOPHCTIO.

CuMBacCTaTUH He BIJIMBAB Ha PiBeHb TUKArpesopy B Iyia3Mi KpoBi. OgHOYaCHE 3aCTOCYBaHHSA
THKarpesopy 3 4o3aMU CUMBaCTaTUHY IToHaA 40 MI He peKOMEHOY€EThCS.

I'petingppymosutl cik. Cik rpeundpyra IpurHidye akTUBHICTE uToxpomy P450 3A4. OpHo4yacHe
BXKMBaAHHS BEJIMKOI KiTbKOCTi COKY rpeundpyTa (moHan 1 i1 Ha fo6y) i CMMBaCTaTUHY BUKJIUKAJIO
ceMHUKpaTHe 30iblIeHHSI aKTUBHOCTI Tpemnaparty. BxkuBauHs 240 MJI rpedn@pyToBOro COKYy 3paHKy i
3aCTOCYBaHHSI CUMBACTaTHHY BBeUepi TaK0XK MPU3BOAUIO H0 306inbireHHs Ail B 1,9 pasa. Tomy mig gac
JIiKyBaHHSI CAMBACTaTUHOM CJIi[l YHUKATH BXKUBAHHS rPedndpyToOBOTO COKY.

KoaxiyuH. Bynu noBigoMieHHs po MionaTito Ta paboMiosi3 mpyu CymyTHbOMY IIPUHOMi KONXiLUHY
Ta CUMBaCTaTUHY Y MalLli€HTIB 3 HUPKOBOIO HEJOCTaTHICTI0. PEKOMEHYEThCI pPEeTEeNbHUM KITIHIYHUN
MOHITOPHUHT IMAIi€HTIB, SKi MPUAMAIOTh 1110 KOMOiHaIIi0.



PugamniyuH. Ockinbku pudaMIilvH € NOTyKHUM cTuMynaTopoM CYP3A4, y naifieHTiB, gki
IIPOXOASATH JOBTOTPUBAILY Teparito pudaMminuHoM (Hanpukiaf, Ipyu TiKyBaHHI Ty0epKyIb03y),
MOXKJIMBA BTpaTa e(peKTUBHOCTI CUMBACTaTUHY. Y Mpolleci GapMaKOKiHETUYHOTO JOCTiAKEeHHS 3a
y4acTio 30opoBux nodpoBonbiiB AUC /i cCHMBaCTaTMHOBOI KMCIOTH 3MeHIMIacs Ha 93 % npu
CyIyTHbOMY BBeIeHHi pupaMIinuxy.

Bnaue cumeacmamuHy Ha papmakokiHemuky iHwux snikapcvkux 3acobis. CiMBaCTaTHH He Ma€
inribyrouoro BBy Ha uuToxpom P450 3A4, ToMy He OYiKYIOTh, IIJ0 CUMBACTaTUH BIIJIMBaTUMeE Ha
KOHIIEHTPAIIil0 B IIJIa3Mi KPOBi pe40BUH, 1[0 MeTa00Ii3yI0ThCA 3a y4acTio uToxpoMy P450 3A4.

ITepopanvHi aHmukoazyaaHmu. Y IBOX KITiHIYHUX AOCTiAKEHHSX, B ODHOMY 3 SIKAX Opajiy y4acTb
3[0POBi JOOPOBOJIBIT, @ B iHIIIOMY - XBOPi 3 riepxojieCTEpUHEMIEI0, CAMBACTaTUH Y [03aX

20-40 Mr Ha no6y noMipHo 36inbIIyBaB ehEeKT KyMapUHOBUX aHTUKOATYJISHTIB:
TpoTpoMOiHOBUY Yac, AKUY BU3HAYa/IM K MiXKHapogHe HopMaJi3oBaHe crniBBigHomeHHs (MHC),
3pocTaB i3 movyaTKoBoro 3HaueHHs 1,7 mo 1,8 i3 2,6 mo 3,4 y 3mopoBux 00OPOBOJIBIIB Ta XBOPUX
BiOIOBiAHO. Y Oyke PifKiCHUX BUMAgKax CIOCTepiraBcs mifpuineHui nokaduuk MHC. YV xBopux, gki
JKYI0ThCS KyMapHHOBUMU aHTUKOATYISHTaMH, CIIifi IepeBipsATHA IPOTPOMOIiHOBUY Yac meper
II0OYaTKOM Tepallii CHMBaCTaTUHOM i JOCUTh YacTO - Ha IT0YaTKy Tepallii, 1100 yIIeBHUTHUCE Y
BiICYyTHOCTi 3Ha4yII10i 3MiHM 1IbOTO ITOKa3HUKa. [licnsg mocsirneHHs crabinizanii mpoTpoM6iHOBOTO
Yacy M0ro MOXKHa IIepeBIpATH Yepes iHTepBaIu 4acy, gKi 3a3BU4Yall PeKOMEHAYIOTHCS OJIS1 XBOPHUX,
110 JTiKYIOThCS KyMapHHOBMMHU aHTUKOATyIsHTaMu. [Ipy 3MiHi o3u abo pu BigMiHi cMMBacTaTUuHY
ITI0 TIPolleypy HeoOxigHo moBTopuTH. [1if Yac Teparil cuMBacTaTUHOM Y TIAIliEHTIB, IKi He
IPUUMalOTh aHTUKOATYJISHTH, He CIIOCTepiranocs KpoBoTedi abo 3MiHM TPOTPOMOIHOBOTO Yacy.

Oco06.1ueocmi 3acmocye8aHHs.
Mionamis/pabdomionis

CuMBacratuH, §K i iHmi inribitopu 'MTI-KoA-penyKTa3y, MoXKe CIPAYUHUTH MioIaTilo, 1110
IIPOSIBNIIETLCS Y BUTTIAAL M’s130BOT0 60J110, XBOPOOIMBOCTI @00 €1abKOCTi Ta CyNIPOBOIKYETHCS
3POCTAHHSIM aKTUBHOCTI KpeaTHHKiHa3u OibIll HiXK y OeCSTh pa3iB BUIle BEPXHBOI MeXi HOPMU
(BMH). Mionartis iHoni HaOyBae popmu pabmomiosizy, 3 abo 6€3 rocTpoi HEPKOBOI HEJOCTATHOCTI,
00yMoBJI€HOI MioTI06iHypi€to; MyKe PidKO TpaIIsiaucs JeTalbHi BUllagku. Pu3uk miomatii
30iNbIIYETHCS 3@ PaXyHOK BUCOKOTO PiBHA iHTiOyiouoi akTHBHOCTI oo 'MI'-KoA-penykTa3u B
T171a3Mi KPOBi (IIiABUINEHHS PiBHS CUMBACTaTHHY Ta CHMBACTaTMHOBOI KMCJIOTH B IJIa3Mi KPOBI), 1110
JaCTKOBO MOxe OyTH IOB’si3aHe i3 B3aEMOIEI0 3 TiKapChKUMU 3ac00aMu, SKi MepeKkoaKamTh
00MiHy pe4oBUH Ta/ab0 TPAHCIIOPTY CUMBACTATUHY (OWB. PO3Min «B3aeMopmist 3 iHITMMU TiKapChKUMHU
3acobaMu Ta iHII BUAY B3aeMO[il»). 4K i y Bunaaky 3 inmwumu inribitopamu I'MI-KoA-penykTasu,
PU3HKK PO3BUTKY MiomaTil/pabmoMioni3y 3anekuTh Bif 403U npemnaparty. Y 6a3i jaHux KIiHiuHUX
mociimkens, y AKux 41413 malfieHTiB mpuiiMany niKapchkuii 3aci6 CuMBacTaTHH Canmos®, 24747
(mpubnu3Ho 60 %) 3 sKkux Oynu 3anydeHi 10 HOCTiXKeHD i3 CepefHiM IepioloM CIIoCTEPeXKEHHS
moHalMeHIe 4 POKY, YacTOTa BUHUKHEHHS Mionatii ctaHoBuna mpudmusuo 0,03 %, 0,08 % Tta 0,61
% BigmoBimHO mpu go3ax 20, 40 i 80 mMr Ha moOy. ITim yac mux mOCiIXKeHb 3a MalliEeHTaMU PeTeIbHO
cnocTepiranu; 6ynu BUKIIOUEH] JesKi JlikapchKi 3acobu, SKi IIpU OMHOYaCHOMY 3aCTOCYBaHHi
BCTyIIa/I¥ y IOTEHLIWHY B3a€MOZIIO.

Y nporeci KiHIYHOTO AOCIIAXKEHHS, IMif Yac SIKOT0 MallieHTH 3 iHpapKTOM MioKapAa B aHaMHe3i
OTPUMYBaJX JliKapCchKu# 3aci6 CuMBacTaTUH Canpmo3s® y mo3i 80 Mr Ha mo0y (cepenHiit mepiox
CIIOCTEPEXkKEHHS - 6,7 POKY), YaCTOTa BUHUKHEHHS MiomaTil ctaHoBu A npubiau3Ho 1,0 % mopiBHIHO
30,02 % png nanienTis, ki orpuMyBanu 20 Mr Ha goOy. [Ipr6Ir3HO MOJI0BUHA I[UX BUAIMAAKIB Mionarii



BUHWKAaJIa IIPOTSITOM IIEPIIOTro POKY JTiKyBaHHS. YacToTa MiomaTil MPOTIroM KOKHOTO HACTYITHOTO
POKY mniKyBaHHs cTaHoBuUJa npu6nu3Ho 0,1 % (muB. po3minu «dapMakooTiyHi BIaCTUBOCTI» Ta
«ITo6iuHi peakirii»).

Pu3uk nosiBu Mionaril GinbiInil y nauieHTiB, ki npuitMaioTh 80 MI CMMBaCTaTHUHY, TOPIBHSIHO 3
TAKUM Y NALI€HTIB, IKi OTPUMYIOTh Tepallilo, 3aCHOBaHY Ha iHIIKWX CTaTHHaX 3 MOAi0HO0
eekTusHicTiO mono 3uukeHHs XC-JIITHII. Tomy mo3y cumBacTaTuHy 80 Mr moTpiOHO
3aCTOCOBYBaTHU TIJIbKY MALl€eHTaM 3 TSAXKKOIO TillepX0JIeCTEPUHEMIEI0 Ta 3 MigBUILIEHUM PU3UKOM
CeplLeBO-CYAUHHUX yYCKIIafHEHb, SKi He JOCATNIX e(eKTy JTiKyBaHHS Ha HUXKYUX [003aX, Ta KOJIX
OYIKY€ETHCS, 1110 KOPUCTD NepeBaKaTuMe MOTEeHLINHUYN PU3UK. [[715 TallieHTiB, SKi IPUKAMaTh
cumBactaTuH 80 MT i gKUM MOTPiOeH mpemapaT B3aEMOZII, CJIil 3aCTOCOBYBATH HUKYY 03y
CHMBACTaTHHY ab0 anbTePHATUBHUN PeXKUM 3 MEHIIUM IIOTEHITiaIoM B3aEMOIii 3 iHIITMMU
JiKapChbKUMU 3aco0aMu (OUB. HUKYe «3ax0nu AJIS 3HUKEHHS PU3UKY MOSIBU MiolaTil, CIpUYnNHEHO1
B3aEMOMI€EI0 3 iHITUMHM JTiIKapChbKUMU 3aco0amu», «IIpoTunokalanHs», «Blaemopist 3 iHIUMHI
JiKapChKUMH 3acobaMu Ta iHIIi BUOM B3aeMofii» Ta «Crocib 3aCTOCyBaHHS Ta O3U»).

Y KiIiHiYHOMY [OCIIIAXKEHH], IIiT YacC KO0 MallleHTH 3 BUCOKUM PU3UKOM BUHUKHEHHS CEPLEBO-
CYIUHHUX 3aXBOPIOBaHb OTPUMYBAJIM CUMBACTaTUH y m03i 40 Mr Ha mo0y (cepenqHs TPUBAJiCTh
CIIOCTEePeXEeHHS CTAHOBUTH 3,9 POKY), YaCTOTa BUHMKHEHHS MionarTii ctaHoBMIa npubnusuo 0,05 %
IJ1s TIAIliEHTiB HEKUTANChKOT0 IOX0MKeHHs (n 7367) mopiBHAHO i3 0,24 % [71s maiieHTiB
KNTalChKOTO MOX0mKeHHs (n 5468). He3Baxkalouu Ha Te, 10 Y IbOMY KJIiHIYHOMY [OCTigKEHHI
asiiicbKa momnynsuig 6yia mpefcTaBieHa JIKile KATARIIME, ClTif 3 00epexkHiCTI0O 3aCTOCOBYBaTH
CHMMBaCTaTHH TallieHTaM a3iiChKOT0 ITOXOKEeHH i Mpu3HayaTy IM HallMeHIIy [03y.

3HudceHa QpyHKUiA biaKie-nepeHoCHUKI8

[Tpu 3HUKeHiN QyHKIIII MedyiHKoBUX 0iNKiB-IepeHOCHUKIB i3 ciMeiicTBa OATP Moxke 30inbIIyBaTUCS
CHCTeMHa eKCIIO3HUIlis CHMBACTaTUHOBOI KMCJIOTH i MigBUIITyBaTUCS PU3UK Mionatii Ta pabmomioizy.
3HMKeHa QYHKINS MOXKe BUHUKHYTHU SIK Pe3yJIbTaT IPUTHIYEeHHS B3aEMOIiI0UMX JIiKapChKUX 3ac00iB
(HampuKIaf, UMKIIOCIOPKH) abo y maieHTiB, ki € Hocismu SLCO1B1 (¢.521T > C) renotwumy.

Y namienTis, siki HecyTs anenb reHa SLCO1B1 (¢.521T > C), 110 KoAgye MeHII aKTUBHUM 610K
OATP1B1, Bin3HauyaeThcs 30iNbllIeHa CUCTEMHA €KCIIO3ULIis CUMBACTaTUHOBOI KUCJIOTH i MiNBUILIEHUH
pu3uK Miomnarii. be3 npuB’sI3KK [0 TEHETUYHOT0 TECTYBaHHS PU3UK PO3BUTKY MioIaTil, TOB’sI3aHOI 3
BHCOKMMHU fo3amu (80 MI) cuMBaCTaTUHY, CTaHOBUTE Ipubnu3Ho 1 %. Pe3ynbraTul HOCTiIKEHHS
SEARCH noxa3syloTh, 1110 TOMO3UTO0THI HOCil arneni C (aKux nmo3HadaioTh 9K CC), gKi npuiimMaioThb
cuMBacTaTuH y 103i 80 Mr, MaioTh 15-POIeHTHUYN PU3UK PO3BUTKY MiOmaTil MPOTATOM POKY, TOAi SIK
pusuK y rerepo3urotHux HociiB aneni C (CT) craHoBUTH 1,5 %. BignmoBigHuY MOKa3HUK PU3UKY Y
TAlieHTIB 3 HaOiNbI po3noBciogKeHUM reHoTunoM (TT) ctanoButsh 0,3 %. 3a MOKIJIMBOCTI, ITePIII
HiX IIpU3Ha4YaTU CUMBACTaTUH y [03i 80 MI OKpeMUM maljieHTaM, CJIifl BBaXKaTU AOLIIbHUM
IIPOBE[eHHS Y HUX M'eHOTUIIYBAaHHA Ha HasgBHICTH ajieii C y paMKax OL[IHKU CIIiBBIJHOILIEHHS KOPUCTD-
PU3UK, i YHUKATU [IpU3HAUYEHHS BUCOKUX 03 TUM, XTO BUSABUTLCS HOcieM reHotuny CC. OgHak
BiICYTHICTb IIbOTO T'eHa 3a pe3y/ibTaTaMy F'eHOTUIYBAaHHS HE BUK/IIOYA€ MOKIIUBOCTI PO3BUTKY
MiomarTil y WX MaIi€HTiB.

BumiproeaHHA KpeamuHKIHA3U

PiBeHb KpeaTHHKiHa3M He CJIifi BUMIPIOBATHU IiC/Is eHepriiiHuX ¢isrnyHux BIpas abo 3a HasBHOCTI
Oynmb-5IKO1 UMOBIpHOI aTbTepPHATUBHOI IPUYMHY MiABUINEHHS KpeaTUHKiHa3M, OCKIIbKY Iie YCKIagHIOE
TJIyMauyeHHs HasgBHUX 3HayeHb. [Ipy 3HaUHOMY MifBUIIIEHH] PiBHA KpeaTUHKIHA3U Ha [T0YaTKYy
(6inpire HiX y 5 pasiB mopiBHsHO 3 BMH) piBeHb cJ1if MOBTOPHO BUMIpSTH Yepe3 5-7 OHIB s
MiOTBEPAXKEHHS pe3ybTaTiB.



[Teped snikysaHHAM. YCix Malli€HTIB, 1[0 MOYMHAIOTH TEPAIlil0 CAMBAaCTaTHHOM, a TAKOXK Ialli€HTiB,
SIKUM OyJ10 30i/bIIIeHO 103y CUMBACTATUHY, TOTPIOHO IOMEPeguTH PO MOKJIMBICTh BUHUKHEHHS
MiomaTii Ta HeoOXigHICTH HETAWHOT0 3BEPHEHHS [0 JIiKaps Y pa3i BUHUKHEHHS OyOb-KOT0 M’ S30BOT0
00110 HESICHOTO XapaKTepy, XBOPOOIUBOCTI y M’sg3ax abo M’'s130B0i1 ciabkocTi. Cif HOTpUMyBaTUCS
00epexkKHOCTI II0/I0 NAlli€HTIB 3i CIPUATIUBUME (HaKTOPaMU PO3BUTKY pabmoMionisy. 3 MeTo0
BCTQHOBJIEHHS BifilIOBITHOTO II0YaTKOBOTO 3HAUEHHS PiBEeHb KpeaTUHKIHA3Y CHifi BUMIPATH [0
[I0YaTKy JiKyBaHHS B TAKUX CUTyallisX:

* TiTHi# BiK (BiK = 65 pOKiB);

- XKIHOYa CTaTh;

- IOPYIIEeHHS GYHKII HUPOK;

- HEKOHTPOJIbOBAaHUH TilIOTHUPEO3;

- HasIBHICTb B 0cobucToMy abo ciMeiiHOMY aHaMHe3i ClTaIkOBUX ITOPYIIEeHb 3 OOKY M’s13iB;
- HasIBHICTb B aHaMHe3i M’s130B0O1 TOKCUYHOCTI, CIIPUYUHEHO] cTaTUHOM abo pibpaTom;

* 3JI0BXKMBAHHS CIIUPTHUM.

Y Takux cHUTyalligX PU3UK JTiKyBaHHS CJIifi PO3T/IsSgaTi BifHOCHO MOXKJ/IMBOI KOPUCTI, @ TAKOXK
PEKOMEHIYEThCS KITiHIYHUY MOHITOPUHT. fKIO paHille y nauieHTa O6y10 mopyiieHHs 3 60Ky M's3iB
npu npuiiomi pibpaTy abo cTaTUHY, 3aCTOCYBaHHS iHIIOTO JIIKapChKOTO 3aco0y I1hOT0 KJlacy IOTPibHO
noyrHaTH 3 00epexHicTio. [Ipy 3HAaYHOMY BUXiTHOMY IiBUIIEHH] PiBHS KpeaTUHKiHa3u (6ibllle HixX
y 5 pagiB nopiBasAHO 3 BMH) nikyBaHHS He Cif pO3MOYUHATH.

ITi0 yac aikyeaHHA. Ilpu BUHUKHEHHI 007110, c1abKocTi abo cra3MiB ITiJ Yac mpuitoMy maiieHToM
CTaTHHY CJIifj BUMIPSATH PiBeHb KpeaTUHKiHa3U. fKII0 BUSBIIEHO, 110 I[e} PiBEeHb, 3a BiICYTHOCTI
cepiio3uuX (PisMUHUX HaBaHTaXKeHb, 3HAYHO MifiBUILleHUH (0inbille HiXK y 5 pa3is nmopiBHgHO 3 BMH),
JIIKyBaHHS CIIiJ IPUIUHUTH. KO0 CUMITOMH 3 OOKY M’S3iB € TSIKKUMU Ta BUKJIMKAIOTh H[OJeHHUN
IuCKOM(DOPT, HaBiTh IKINO PiBeHb KpeaTUHKIHA3W HUXK4Ye HiX y 5 pasiB mopiBasAHO 3 BMH, To MoxkHa
PO3TJISSHYTH MOXKJIUBICTh IPUNMHEHHS JIIKyBaHHS. AKIIO Mim03pioeThes MionaTis 3 6yab-aKoi iHIol
IPAYMHY, JIIKYBaHHS CIif NIPUIUHUTH. [[yKe PigKo CIOCTepiraaucs BUMagKy iMyHOOIIOCepeaKOBaHO1
HeKpoTu3yio4oi miomatii (IOHM), ayToiMmyHHOI MiomaTii mif yac abo micig miKyBaHHS CTaTUHAMH,
II0B’513aHOI1 i3 3acTocyBaHHAM cTaThHiB. IOHM KIiHiYHO XapaKTepPU3y€EThCS CTIMKOI0 CI1abKiCTIO
IIPOKCUMaJIbHUX M’SI31B 1 MigBUILIIeHHAM piBHS KpeaTUHKIHA3U B CUPOBATLi KPOBI, SIKi He 3HUKAIOTh,
He3BaXKalo4yy Ha MPUIMHEHHS IPUoMy CTaTuHiB (IuB. po3min «ITob6iuHi peakiii»). AKII0 cuMITOMU
3HUKJIU Ta PiBEHb KpeaTUHKIHA3U IIOBEPHYBCS [0 HOPMHU, CIIi[l PO3TJISHYTH IIOBTOPHUU IIPUMOM TOTO
K CTaTHHY a00 allbTePHATUBHOTO CTAaTUHY Y HU3bKiM [03i Ta Iifl peTeIbHUM KOHTpOIeM. Buimuii
BiZICOTOK MioIaTil cocTepiraBcs y malli€eHTiB, sKuM 30inbinyBany go3y fo 80 Mr (IuB. po3pin
«®apMaKoIOTiuHi BIaCTUBOCTI»). PEKOMEHI0BaHO IIPOBONUTH IIepPiogUYHe BU3HAYEHHS PiBHSA
KpeaTUHKiHa3M, OCKiJIbKY 1le JOTIOMOKe BUSBUTH CYOKTiHIuHI Bunagku mionartii. OmHaK HeMa€e
IOCTOBIpHUX AaHUX IIPO Te, 110 TaKUI MOHITOPUHT 34aTHUY 3amo0irTy po3BUTKY Miomnatil. Teparmiio
CHMBACTATHHOM MOTPiIOHO THMYACOBO MPUIIMHUTH Y MALiEHTIB 3a KilbKa [HIB 0 BUKOHAHHS
BUOOPHUX BEJIMKUX OllePaTUBHUX BTPy4YaHb, @ TaKOXK IiC/Is MeJUYHUX a00 XipypriyHuX BTPy4aHb.

3axo0u 015 3HUNMCEHHA PU3UKY PO3BUMKY Mionamii, CNpu4uUHeHol 83deMO0IEN0 3 IHWUMU
AiKapcbKumu 3acobamu (makodtc dus. po30ia «B3aemooia 3 iHWuMU AiKapCbKuMu 3acobamu ma iHwi

guou 83aemMo0iti») Pu3mk po3BUTKY MionaTil Ta pabgoMioni3y 3Ha4YHO 30ibIIYETHCA IIPU CYIIyTHEOMY
3aCTOCyBaHHI CUMBACTATUHY 3 MOTyKHUMH iHTiOiTopamu CYP3A4, TakuMu SIK iTpakKoHa30171,
KETOKOHAa30J1, T0CaKOHAa30J1, BOPUKOHA30JI, EpUTPOMIIINH, KJTAPUTPOMIIINH, TETITPOMilKH, iHTibiTOpH




BlJl-mpoTeasu (Hampukiaf, Hendinasip), Oomnenpesip, Tenanpesip, Hepa3onoH, TiKapCbKUMHI
3acob6amu, 110 MicTSATh KOOiLKCTaT, a TaKoXK i3 reMdpiObpo3uIoM, IIUKIOCIIOPUHOM Ta HaHA30JI0M.
3acToCyBaHHS IUX JTiIKapChKUX 3aC00iB MPOTUIIOKA3aHO (quB. po3Min «IIpOTUIIOKA3aHHS»).

Pu3uk po3BuTKy Miomnaril Ta pabgoMioni3y Takoxk 36iIbIIYETHCS IPU CYIYTHBOMY 3aCTOCYBaHHI
aMiomapoHy, aMJIOUIIiHY, BepanaMiny abo nunTiazeMy 3 IEBHUMHU [[03aMU CUMBACTATHHY (OUB.
po3minu «B3aeMopmis 3 iHIMMMY JTiKapChbKUMHK 3aco0aMu Ta iHIIi BUgu B3aemofmi» Ta «Crocid
3aCTOCyBaHHS Ta [03W»). PU3KK PO3BUTKY MiomaTil, BKJII0Uaiouu pabdmoMioni3, 30iIbLUIyeThCS TIpU
CYIIyTHbOMY 3aCTOCYBaHHi (py3uOMHOBOI KMCIOTH 3i CTaTHHaMU (OUB. po3hin «B3aemopia 3 iHIKUMU
JMiKapCbKUMH 3aco0aMu Ta iHIIm BUOM B3aeMofin»). Y namieHTiB 3 'oCI' mpu omHOYAaCHOMY
3aCTOCYBaHHI JIOMITalliny i CMMBaCTaTUHY Liell PU3UK 3POCTaE.

TakuM YMHOM, 3aCTOCYBaHHS CUMBAcTaTUHY 3 iHribiTopamu CYP3A4, iTpakoHa30510M,
KEeTOKOHAa30J10M, I103aKOHa30JI0M, BOPUKOHAa30510M, iHribiTopamu BlJI-ntpoTea3u (Hampukinap, i3
HeJdinaBipom), 60IEIIPEBiPOM, TEIAIPEBiPOM, EPUTPOMIITTHOM, KJIAaPUTPOMIIIMHOM, TEJIITPOMIIITHOM,
Heha30q0HOM Ta JIIKapChbKUMHU 3ac00aMH, 1110 MiCTSATh KOOIIIMCTAT, MPOTUIIOKA3aHOo (IUB. PO3inu
«IIpoTunoka3aHHs» Ta «B3aemois 3 iHIIUMY TiKapCHKUMU 3aco0aMu Ta iHII BUOU B3aEMOMIN»).
fAxmo Tepanito notyxHUMHE iHTi0iTopamMu CYP3A4 (mpenapartamy, 1mo 36inbiryioTs AUC npubiau3Ho B
5 pa3iB abo 6inbllle) HEMOXKIMBO BiIMiHUTH, CJIil IPUIMHUTY TepPalilo CUMBaCTaTUHOM Ha 4ac
IpUUMaHHSA JaHUX IIpenapariB (Ta pO3T/ISHYTH BapiaHT 3aCTOCYBaHHS aJlbTePHATUBHOTO CTATUHY).
Taxox crnig 3 06epekHiCTI0 OMHOYACHO 3aCTOCOBYBATH CUMBACTATHH 3 IEBHUMHU MEHII IIOTYXKHUMU
inribiTopamu CYP3A4: ¢aoK0HA30I0M, BepallaMisioM, fuiaTiazeMoM (OuB. po3minu «B3aemomist 3
iHmUMY MiKapchKUMU 3acobaMu Ta iHIII BUAYM B3aeMOfiii» Ta «Crocib 3acTocyBaHHS Ta go3u»). Crig
YHUKATHU CyIIyTHbHOTO IPUHOMY IPEUNIPPYTOBOTO COKY Ta CUMBACTATHHY.

3acTocyBaHHS CUMBacTaTUHY 3 TeM(}iOpPO3UIOM IPOTUIIOKa3aHo (IUB. po3ain «[IpoTUioKa3aHHg»).
Yepes mifBuIleHUN PU3UK PO3BUTKY MiomaTii Ta padmoMioni3y mo3a CHMBACTaTUHY He TIOBUHHA
nepesutnyBat 10 Mr Ha {00y {71 MaLi€HTIB, SIKi TPUIAMaOTh CUMBACTATHH 3 iHIMUMU (iOpaTamu,
KpiM peHodibpaTy (HuB. po3minu «B3aeMofis 3 iHIMKUMHY JTiKapChKUMM 3aco6aMu Ta iHII BUAK
B3aemofiii» Ta «Crocib 3acTocyBaHHS Ta go3u»). Ciig 3 o0epexkHicTio Mpr3HayaTu GpeHodibpart i3
CAMBACTaTUHOM, OCKIJIbKY KOXKEH i3 I[UX IIpelnapaTiB MOXKe CIIPUYUHUTYA MIOIaTiko.

CuMBacTaTUH He CJIifi IpUUMaTHA OGHOYACHO i3 CUCTEMHUMHU IIpernapaTaMy, 1[0 MiCTATh Py3UTUHOBY
KHCJO0TY, ab0 mpoTsAroM 7 OHIB Mic/ig IPUIKUHEHHS 3aCTOCYBaHHS (Qy3UAMHOBOI KACIIOTH. fAKIIO
3aCTOCYBaHHS (Qy3UIMHOBOI KMCIIOTH € HEOOXimHUM, JTIKyBaHHS CTaTUHAMMY IOTPiIOHO MPUITUMHUTHY Ha
BeCh nepion mpuiiomy Gy3uaUHOBOI KUCIIOTH. Byu moBigomMnaeHHs mpo pabmomiosi3 (BKITOYa0un
IeKinbKa JieTaJTbHUX BUIAOKIB) y MAIliEHTIB, IKi mpuiimManu KoMmOiHalio Gy3uaruHOBOI KUCIIOTH i
CTaTHHIB (TUB. po3min «B3aemomis 3 iHITUMHU JTiIKapCbKUMM 3aCO0aMu Ta iHIIM BUOW B3aEMOMIM»).
[TamieHTy cif mopeKoOMeHOyBaTH HeTalHO 3BEPHYTUCH [0 JIiKaps Y pa3i I0sBU Y HBOTO M’30BOTO
007110, XBOPOONMHUBOCTI Yy M’s13aX ab0 M’s130B01 ciabKocTi. Tepario CTaTHHOM MOXKHa BiTHOBUTH Yepe3
CiM JHIB micyg IPUUOMY OCTAHHBLOI 103U (PY3UOMHOBOI KUCIIOTH. Y BUHSITKOBUX BUIMIAOKaX, KOIU
HeoOxifTHe TOBroTprBaje CUCTEMHE JIiKyBaHHS (y3UINHOBOIO KHUCIIOTO, HAIIPUKIIAM [JIs JTIKyBaHHS
TSAKKUX iH(DeK1ii, HeoOXiAHICTh CYyITyTHLOTO IPUHOMY CUMBACTATUHY Ta Qy3UOUHOBOI KUCIIOTH
OTPiOHO PO3TNISNATH TiJIbKU Y KOKHOMY OKpPEMOMY BUIIAAKY Ta IIPOBOAUTH IIifl peTEIbHUM
MeOUYHUM CIIOCTEPEKEHHSIM.

Kom6iHOBaHOT0 3aCTOCYBaHHSI CUMBACTaTHHY B o3ax 1moHap 20 Mr Ha go0y pa3oM 3 amiofapoHOM,
aMJIO[UIIIHOM, BepallamizioM abo munTiazeMoM ciif yaukaTu. [lanientam 3 ['oCI” mpoTHOKa3aHo
OJHOYACHe 3aCTOCYBaHHS JIOMiTaImiAy i cCkMBacTaTHHY B Ho3ax Oinbire Hixk 40 Mr Ha go0y (IuB.
po3minu «IIpoTunoka3aHHsa», «B3aemMopis 3 iHIIMMHU JTiIKApCHKUMHU 3aco0aMu Ta iHIIT BUOK
B3aemofiii» Ta «Crocib 3acTocyBaHHS Ta qo3u»). [lallieHTH, IKi mpuiMaloTh iHImi TiKapchKi 3acobw,
MapKOBaHi gK TakKi, 1110 BUSABIAIOTH oMipHuH inrioyiounii epekt Ha CYP3A4, cynmyTHRO i3



CHMBACTATHUHOM, 0COOIMBO 3 BUCOKMMHU [N03aMHU, MOXKYTh MaTH IiABUIIEHUN PU3UK PO3BUTKY
miomartii. [Tpu cynyTHBOMY pUOMi CUMBacTaTUHY 3 moMipHuUM iHri6iTopom CYP3A4 (mpemapaTy, siKi
36inmbimyoTh AUC npu6nu3Ho B 2-5 pas3iB) Moxke moTpeOyBaTHCS KOPUTYBAHHS NO3U CUMBACTaTUHY. Y
pasi CynyTHBOT0 3aCTOCYBaHHS MEeBHUX MOMipHUX iHTiOiTOpiB CYP3A4, HanpukiIa guITiazeMy,
PEKOMEHIYEThCSI MaKCUMaJllbHa flo3a 20 MT cuMBacTaTHHY (OuB. po3fin «Crocib 3acTocyBaHHS Ta
OO3U»).

CuMBacTaTuH € cyocTpaToM eIIioKCHOTO ITepeHOCHUKa 0i/ika pe3uCTeHTHOCTI paKy MOJIOUHOI 321031
(BCRP). OpnouacHe 3acTocyBaHHs 3 iHridiTopamu BCRP (Hanpukiap, 3 enbacBipoM i rpa3onpeBipoMm)
MOXKe IIPHU3BECTH [0 MigBUILIEHHS KOHIIEHTPallil CUMBACTaTUHY B IIJla3Mi KPOBi Ta MiiBUIIEHHS
PU3UKY PO3BUTKY MiomaTii. ToMy 3a/iexH0 Bifl mpu3Ha4yeHoi no3u iuribiropie BCRP HeoOXigHO B3STH
10 yBaru KOPUT'YBaHHS 103U CHMBacTaTuHy. OfHOYACHE 3aCTOCyBaHHS enbacBipy i rpa3omnpesipy i3
CHMBACTaTMHOM He BMBYAJIOCh, OHAK J000Ba J03a CUMBACTATUHY He IMOBHHHA IepeBUIyBaTu 20 Mr
y NAITiEHTIB, IKi OTPUMYIOTh CYIYTHIO TEPallilo penapaTaMy, 110 MiCTSATh enbacBip abo rpa3omnpesip
(muB. po3min «B3aeMogmis 3 iHITMMY JTiKapChbKUMHU 3aco0aMM Ta iHII BUAM B3aEMOIii»).

PigkicHi Bunmagku miomatii/pa0bmoMionti3y acomitoBaaucsk i3 cynyTHiM mpuiioMoM iHribiTopis 'MK-KoA-
penyKTasu Ta nimigoMonudikyiouux o3 (= 1 r Ha mo0y) HiauuHy (HiKOTUHOBOI KMCJIOTH); KOXKEH i3
I[UX [IpelapaTiB MOXKe BUKJIMKATU MiOIAaTilo.

Y kniniyHOMY mOCTigKeHHi (MefiaHa IIepiofy CIOCTEPEXEHHS CTaHOBUIIA 3,9 POKY), B IKOMY Opanu
y4acCTh MaIlieHTH 3 BUCOKUM PU3UKOM PO3BUTKY CEPILIEBO-CYIMHHUX 3aXBOPIOBaHE i 3 mobpe
KOHTpOboBaHUM piBHeM XC-JITTHIII Ha Tmi npuitoMy cuMBacTaTUHY B [03i 40 Mr Ha mo0y pa3oMm 3
e3eTuMiboM y m03i 10 Mr abo 6e3 HbOTO, OAAaTKOBA KOPUCTD IJIsI CEPIIEBO-CYAUHHOI CUCTEMH IIPU
momaBaHHi mimigomonudikyounx f03 (= 1 r Ha mo6y) HianuHy (HIKOTHHOBOI KHCJIOTH) HE
Big3Hadanacd. Jlikapi, gKi po3rnsigaiTs BapiaHT KOMOiHOBAHOI Teparllil CMMBacCTaTUHY 3
nimigomonudikyounmu nolamu (= 1 r Ha go0y) HianMHy (HIKOTHHOBOI KMCTTOTH) a00 IIpenapaTamy,
IO MIiCTSITh HialliH, TOBUHHI J0Ope 3BaXKUTH 04YiKyBaHY KOPHUCTh Ta IOTEHIINHUN pu3uK. [ToTpiOHO
PeTenbHO CIIOCTEepiraTH 3a MalliEeHTaMu Io0 MOsIBY 00110 B M’s13aX, XBOPOOIMBOCTI ab0 M’'I30B0i
cn1abKoCTi, 30KpeMa IIPOTATOM IEePIINX MIiCAIiB Teparii Ta Ipu 36iNbIIeHHI 0031 OyOb-IKOT0 3 IIUX
JiKapCchKuX 3aco0iB.

Y mocnifKeHHi YacToTa PO3BUTKY MiomaTil ctaHoBu A npubnu3no 0,24 % cepep NallieHTiB-KUTaKUIIIB,
SKi IpuiiManu cuMBacTaTuH y 0o3i 40 Mr abo e3etuMib/cumBacTatul y 1o3i 10/40 Mr, mopiBHSAHO 3
1,24 % marlieHTiB-KUTaMIiB, IKUM MPHU3HAYaId CUMBACTaTUH y 0031 40 Mr a0o e3eTuMi0/cuMBacCTaTHH
y 0o3i 10/40 mr pa3om i3 KoMOiHOBaHUM ITpenapaToM MoAuGhiKOBAHOTO BUBiTbHEHHS HiIKOTHHOBOL
kucnoru/maponinpanty 2000 mr/40 mr. He3Baxkawyu Ha Te, 110 Y LIbOMY KJIIHIYHOMY HOCTIIIXKEHHI
asiaTchKa MOMYyJIslis Oysia mpefcTaBiieHa JIUIlle KUTaWLIMHU, OCKiJTbKM YacTOTa PO3BUTKY MiomaTii
cepeq MalliEHTiB-KUTAUIIIB BUIIE, HiXK cepefl MallieHTiB-HeKUTaulliB, TPU3HayaTH IallieHTaM
a3iMCbKOTO MTOXOMKEHHS OHOYACHO CUMBACTATHH Ta ninigomonudikyioui go3u (= 1 r Ha mooy)
HiallMHy (HIKOTMHOBOI KUCJIOTH) He PEKOMEHIYETHCS.

AnumiMoOKC 3a CTPYKTYPOIO CX0XKHii Ha HialluH. He3BaXkaiouu Ha Te, [0 allUIIiMOKC He
MOCIiI?KyBaBCs, pU3UK PO3BUTKY M’SI30BUX TOKCUYHUX €(PEKTIB Ha TJIi MPUNOMY LIbOTO IIpPelapaTy He
BUKJIIOUEHUN.

Pusuk mionaril Ta/abo pabmoMionisy MoxKe MigBUIIYBaTUCS IIPU CYIyTHROMY 3aCTOCYBaHHi iHTi6iTOpiB
'MT-KoA-penyKTa3u 3 JalTOMIIIMHOM (OUB. po3min «B3aeMomist 3 iHIIMME TiKapChKUMH 3acobaMu Ta
iHIT BUOM B3aEMOIIn»).

HanmomiuuH



[ToBimomIsiyiocs IPO BUIIaAKX Mionartii Ta/abo pabmoMioni3y Ipu 0gHOYaCHOMY 3aCTOCYBaHHI
inri6iTopis I'MI'-KoA-penykTa3u (Hampukiaf, CUMBacCTaTUHY) 3 JantominuuoM. Crig 3 06epexHiCTIO
npu3HaydaTy iHribitopu MI-KoA-penyKTa3u 3 HanTOMIIIMHOM, OCKiJIbKM KOXKEH i3 I[UX Iperaparis
MOXKe CIIPUYMHUTHU MiomarTito Ta/abo pabmoMioni3 mpu 3acTocyBaHHi okpeMo. HeobximHO po3risiHyTH
MOXKJIUBICTh TUMYACOBOT0 IPUNIMHEHHS 3aCTOCYBaHHS CUMBaCTaTHUHY Ialli€eHTaM, IKi IPUAMaTh
[AlTOMINNMH, 3a BUHATKOM BUMAIKIB, KOJIUM KOPUCTH Bifi OMHOYACHOTO 3aCTOCYBaHHS IlepeBakae
pusuk. [ToTpiOHO 3BepPHYTUCS [0 iHCTPYKIIil OIS MEOUYHOTO 3aCTOCYBAHHS HANTOMIIIUHY [JIS
OTpUMaHHS IOMATKOBOI iHdopMalii mpo 110 MOTeHLiNHY B3aeMopito 3 iHribitopamu 'MI-KoA-
penyKTasu (HallpuKiIaf, i3 CHMBaCTaTUHOM) Ta IIOAAJIbIINX PeKOMeHOalliil 040 MOHITOPUHTY (HUB.
po3min «B3aemMomist 3 iHIMMMY JTiIKAapChKUMHU 3ac00aMu Ta iHIIi BUOKW B3aEMOIIN»).

Bnaue Ha neyviHky

Y npoueci KiHIYHUX OOCIIAXKEHb Y OeKiIbKOX JOPOCIIUX Nalli€HTiB, Ki OfepXKyBalud CAMBaCTaTHUH,
Bifl3Hayasnocs CTifKe MigBUINEHHS PiBHSA TpaHCaMiHa3 cupoBaTKu (Oinblne HiXK y 3 pa3u MOPiBHSIHO 3
BMH). I1pu nepepBi B mpuiioMi cuMBacTaTuHy ab0 BiiMiHi ITpernapaTy y LKX MallieHTiB aKTUBHICTh
TpaHcaMiHa3 3a3BUYall IOCTYIOBO IIOBePTasacsa OO BUXIOHOTO piBHSA. [lepen moyaTKoOM JIiKyBaHHS, a
IIOTIM Bif[IOBIOHO [0 KJIIHIYHUX [TI0Ka3aHb yCiM allileHTaM PeKOMEHIYEThCS IPOBOAUTHU
dbyHKIioHaNMbHI TeyinKoBi mpobu. [TanieHTaM, y SKUX IJIaHYETHCS MiABUILIUTH N03Y CUMBACTAaTUHY [0
80 Mr Ha mo0y, momaTKOBi GYHKIIIOHAJbHI TeYiHKOBI TPO6H CJIifl TPOBOAUTH [0 TIOYATKY TUTPYBAHHS,
noTiM 4yepe3 3 Micsi micns gocsirHeHHs mo3u 80 Mr Ha o6y, IMic/s Yoro mepioguyHo MOBTOPIOBATH
(Hanpukinaz, 1 pas Ha IiBPOKY) MIPOTSATOM IIEPIIOr0 POKY MiKyBaHHS. OCOOMMBY yBary CIlifi IPUAINISATH
nalieHTaM, y AKuX [MiABUAIIUBCS PiBEHL CUPOBATKOBUX TpaHcaMiHa3. LluM naljieHTaM KOHTPOJIb
GyHKIII TeYiHKY CITif IOBTOPUTH HETalHO Ta YacTillle TPOBONUTH Hafasi. Y pasi, Konu piBeHb
TpaHCaMiHa3 3p0CTa€, 0COOIMBO IPU CTiKOMY IepeBuUllleHHi Ginbie HiXK y 3 pa3u nopiBHsHO 3 BMH,
mpenapar HeoOXigHO BigMiHMTH. AnaHiHaMiHOTpaHCchepa3a MOXKe BUXOOUTH 3 M’'SI30B0Oi TKAaHUHH,
TOMY IiIBUIIIEHHS ajlaHiHaMiHOTpaHC(epa3u 3 KpeaTUHKIHA3010 MOXKe BKa3yBaTH Ha MiomaTiio (OuB.
Bullle «MiomaTist/pabmomioniz»).

Y nocTMapKeTUHTOBHUY I1ePiof PigKO MOBITOMIIANIOCS PO JIEeTalbHY Ta HelleTalbHy e4iHKOBY
He[OCTaTHICTh y MAllieHTiB, AKi IpUKMMau CTaTUHY, Y TOMY YUCIIi CUMBacTaTUH. [Ipu nossi
CEepUO03HOTO ypaxKeHHS MeYiHKM 3 KJIiHIYHUMY CUMITOMaMu Ta/abo rinepOinipybinemil abo
JKOBTSIHHUIII ITif] 9ac JIiKyBaHHS CUMBACTaTUHOM ITOTPiOHO HeralHO IepepBaTH Tepario. Ko He
3HaleHO aJlbTEPHATUBHOI €Ti0ONOril, He CJIif 3HOBY PO3MOYWHATHA IPUKOM CUMBACTaTUHY.

[Tpenapar cip 3 00epekHiICTI0O 3aCTOCOBYBATH TAalliEHTaM, SKi 37I0BXKUBAIOTh aJIKOTOJIEM.

[Tpu nikyBaHHI CHMBaCTaTUHOM, 5K i iHIIMMU TiMiO3HUXKYBaTbHUMU 3aC00aMHU, TOBIIOMIISIIIOCS TIPO
noMipHe (HMXK4e HiX 3-KpaTHe NopiBHsAHO 3 BMH) 30inbl1eHHS aKTUBHOCTI CUPOBATKOBUX
TpaHcaMiHa3. Lli 3mMiHu 3’sIBNgnNCS He3abapoM ITiciig I0YaTKY JiKyBaHHS, YaCTO Majld MUHYIIAN
XapakTep, He CyIPOBOOXKYyBaIuCcs OyIb-IKMMU CUMIITOMaMy Ta He OTpeOyBany BiIMiHU Teparlii.

Llykpoaull diabem

[IeBHi mOKa3u BKa3ylOTh Ha Te, 10 CTaTUHY SK KJIac MiABUINYIOTh PiBEHb I'IIOKO3U B KPOBi Ta y
IesTKUX MallieHTiB 3 BUCOKUM PU3KWKOM PO3BUTKY LIYKPOBOTO fiabeTy B MalbyTHEOMY MOXKYTb
CIIPUYMHUTH PiBeHb TinepriikeMil, Ipu SKOMY PEKOMEHIYEThCS PO3IOUYNHATH JIIKYBaHHS IIyKPOBOTO
niabety. OfHaK Hag TaKUM PU3UKOM IlepeBaka€ KOPUCTh 3HWKEHHS CTaTUHAMU CYOUHHOTO PU3UKY,
TOMY BiH He IIOBHHEH OyTH NIPUYUHOIO A7 IPUNUHEHHS JTiKyBaHHS cTaTuHaMu. CTaH MallieHTiB i3
PU3UKOM PO3BUTKY LIyKPOBOTO AiabeTy (roKo3a HaTie 5,6-6,9 MMOJIb/N, iHOEKC MacH Tina

> 30 kr/M°, TifIBUILeHI TPUTIIiIIePUH, apTepiabHa rilepTeH3is) MOTPiGHO KOHTPOIOBATH SIK
KJIiHIYHO, TakK i 0i0XiMiYHO BiNIIOBiOHO M0 HAIlliOHAILHUX HACTAHOB.



IHmepcmuuiaabHa Xx8opoba snezeHb

[Tpo BumMlafK# iHTEPCTHUIiaIbHOI XBOPOOU JIETEHb MOBITOMIISIN IIPU MPUNOMIi IeSKUX CTaTUHIB,
BKJTIOYAl0YM CUMBACTaTHH, 0COONIMBO IIifl YaC JOBroTPUBaoi Teparii (quB. po3nin «I1obiuHi peakirii»).
BiagmoBigHiI IposiBY MOXKYTh BK/IIOYaTH OUCIIHOE, HEIIPOAYKTUBHUM Kallle/Ib Ta MOTipIIeHHS
3arajpHOTO CTaHy 300POB’S (BTOMa, BTpaTa MacCH Tijla Ta rapsdka). fAKIo € migo3pa, 10 y mallieHTa
PO3BUHYJIACh iHTEPCTHIIiaIbHa XBOpPo0Oa JereHb, Tepallilo CTaTUHOM CIIiJ] IPUIUHUTH.

O¢pmanvmonoziuHe obcmedceHHs

3a BigCyTHOCTI Oyab-IKOTO MeIMKaMEeHTO3HOT0 JIiKyBaHHS 30ibIIEHHS IO TOMYTHIHHS
KpUILITaJIMKa BBaXKa€eThCAd HACIIIIKOM MIPOIeCy CTapiHHA. BimoMi Ha ChOTO[HI faHi JOBroTpUBajIuX
KJTiHiYHUX BUIIPOOyBaHb He BKA3yIOTh Ha iCHYBaHHS IIKiAJIMBOTO BIIMBY CUMBACTaTUHY Ha
KPUIITAIUK OKa JIIOOUHU.

3acmocy8aHHA NauieHmMam AimHb020 BIKY

EdexTuBHICTh 3aCTOCYBaHHS CUMBaCTaTHHY AJIS JIIKyBaHHS XBOPUX BiKOM Bifl 65 pOKiB, SKi
OTPUMYBAJIX MOTO IIif Yac KOHTPOJIbOBaHUX KJIiHIYHUX OOCIiIKEHb, OLiHIOBalach BiTHOCHO
3HUKEHHS PiBHSA 3araynbHOro xonecrepury ta XC-JITTHII i BusBnsAnach Takowo X, AK i A7 IOMyJIALil
3arasioM. 30inbIIeHHS 9YaCTOTH MOOIYHUX peakIlil, fKi 6 BUABIAIUCH KIiHIYHO, abo 3a
nabopaTOpPHUMH ITOKa3HUKaMU, He 3adiKCoBaHO.

IlonomidcHI pevosuHu

[IpemapaT MicTUATE 1akTO3y. [lalieHTH 3 PIOgKICHUMU CIIafKOBAMU pO3JIafjaMi, TAKUMU SAK
HeIepeHOCHMiCTh rajlakTO3H, JJaKTa3Ha HeJocTaTHICTh Jlanma a6o CHHOPOM TTI0KO30-TaJTaKTO3HOI
MasnbaOcopO1lil, He TOBUHHI IPUIMaTH 1€l ITpenapar.

Bnaue Ha ckesemui m'a3u

Y moOmMHOKMX BUMIaAKaX MOBIIOMIISANIOCS, 1[0 CTAaTUHU CIPUYMHSAIOTE de novo abo 3aroCTpIOIOTh yXKe
HasiBHY MiacTeHio rpaBic 41 oTarbMOJIOTiuHy MiacTeHito (ouB. po3min «I[1o6iuHi peakiii»).
3acTocyBaHHS JIIKApChKOro 3aco0y CumpacTatil CaHmo3® CIIif IPUIUHUTH Y Pa3i MOCUIEHHS
cuMIToMiB. [TOBimOMISAIOCS TPO PEUUANBY, KOJIX BBOOUIIM (TOBTOPHO) TOM caMui ab0 iHIINUY CTAaTHUH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

Baeimuicme. Jlikapcbkuit 3aci6 CuMBacTaTuH Canmos® MIPOTUIIOKa3aHU BariTHUM (OUB. PO3MiNn
«IIpoTunoka3aHHs»). be3neka 3acToCyBaHHS IpenapaTy y BariTHUX He BCTaHOBIeHa. He Gyno
IIPOBEAEHO KOOHUX KOHTPOJIbOBAHUX KITIHIYHUX AOCIIAXKEeHb CUMBACTaTUHY 3a Y4aCTIO BaTiTHUX.
Bynu oTprMaHi pigKicHI MOBimOMIEHHS IIPO BPOAXKEHI aHOMaJTil MiCIg BHYTPIITHbOMATKOBO1
ekcro3utril fo inriditopis 'MK-KoA-penykTa3u. Xoua HeMae XKOJHOTO AOKa3y TOTO, L0 YacToTa
TI0SIBU BPOAKEHMX aHOMaJlii y HalllafKiB MaI[i€HTiB, IKi MpuiiMaayd CHMBacTaTHH a0o iHIINN MOmiOHM]
inribitop 'MK-KoA-penykTa3u, Bifpi3HAETHCS Bif Ti€l, IO CIIOCTEPITAEThCS B 3arajIbHil MOMYJIALLi],
NiKyBaHHS MaTepi npenapaToM CuMBacTaTiH CaHqo3® MOXKe 3HM3WUTH Yy IJIOfla PiBeHb MeBaJIOHaTYy,
SIKMH € TPEeKypcopoM 0ioCHHTE3Y X0JIeCTepuHy. ATEPOCKIEPO03 € XPOHIYHUM MPOIIECOM, i 3a3BUYal
IPUNMHEHHS IPUAOMY JTiMig03HUKYBaIbHUX 3aC00iB IIif Yac BariTHOCTI He3HAYHO BIIJIMBAE Ha
BilmaneHuy pU3KK, OB I3aHKM 3 IIEPBUHHOIO TiIepxonecTepuHeMieio. 3 IIUX IPUYNH CHMBACTaTUH
He MOXHa IIPH3HavaTH BaTiTHUM, a TaKOX XKiHKaM, sIKi HaMaraloThCsl 3aBariTHiITH a0o € mimo3pa, 1110
BOHM BariTHi. 3aCTOCyBaHHS CHMBaCTaTUHY CJIifi TPU3YIIMHUTHA Ha BeCh TEPMiH BariTHOCTI abo [0TH,



IOOKY He OymOe MiATBEpPIOXKEHHS, 110 XKiHKa He BariTHa (OuB. po3[in «[IpOTUIIOKa3aHHSI»).

IIepiod eo0ysaHHA 2py00t0. HeBimoMmo, uu BUMIISETHCSI CUMBACTaTUH ab0 foro MetabosIiTu B MOJIOKO
Matepi. OCKinbKM 3HaYHa KiNIbKICTh JTiKapChKOTr0 3ac00y BUMINMAETLCS B MAaTEPUHChEKE MOJIOKO, a
TAKOXK Yepe3 BeJIMKUY PU3UK CepHo3HUX MOOIYHUX peaklil, KiHKaM, sIKi IpuiiMaloTh JIiKapChKUN
3aci6 CumBactatid CaHmo3®, CIlifi yTPEMaTHCh Bif TOAYBaHHS TPYLAI0 (IUB. PO/
«ITpoTUIOKa3aHHS»).

DepTUNLHICTD

Hemae maHux mpo KiTiHiuHI JOCTigXXEHHS BIJIMBY CHMBACTaTUHY Ha GDEPTUIIbHICTD TIOOUHU.
CuMBacTaTUH He BIJIMBaB Ha ()ePTUJIbHICTL CaMI[iB Ta CAMOK ILIYypiB.

30amuicmb enaueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

Jlikapcekuii 3aci6 CumBactaTue CaHmo3” He BIIHBa€ ab0 Ma€ He3HAYHWI BIIIMB Ha 3[aTHICTE
KepyBaTd aBTOMOOifieM Ta iHIMMMU MexaHiYHUMM 3acobamu. OgHaK Ipy KepyBaHHI aBToMO0OineM abo
po0OTi 3 IHIIMMHK MeXaHiYHUMU 3acob6aMu CJIifi BpaXyBaTH, IO IPOTSATOM Iepiofy
IIOCTMapKETUHTOBOTO 3aCTOCYBaHHS 3pifiKa HagXOAUIIU MTOBiIOMJIEHHS NP0 3allaMOpPOYEeHHS.

Cnoci6 3acmocyeaHHs1 ma do3u.

Iiama3oH mo3yBaHHS - Bim 5 mo 80 Mr mepopasnbHo 1 pa3 Ha o0y, BBeuepi. Y pasi norpedu mo3y
nikapcbKoro 3acoby CuMBacTaTHH Cannos® cmig 30iBIITYBATH 3 iIHTEPBAIaMU He MeHIIe HiX 4 THXKHI
[0 MaKcuMaJsbHOI 060801 fo3u 80 Mr, sIKy npuiimMailoTh 1 pa3 Ha o0y, BBeuepi. [Jo3a 80 mr
PEKOMEHAYETLCA TIIBKY [JIS MALiEHTIB 3 TAXKKOIO TillepX0JIeCTEPUHEMIEI0 Ta BUCOKUM PU3UKOM
CepleBO-CYAMHHUX YCKIIagHEHb, SKi He JOCATIHN Iijiel JMiKyBaHHS HUXKYKMMU J03aMH, Ta KOJU
OYiKY€eThCS, 1110 KOPUCTH IlepeBaxkaTuMe NMOTeHUIMHUYN PU3UK (OUB. po3ninu «PapMaKoIoriyHi
BJIACTUBOCTi» Ta «OCOONMMBOCTI 3aCTOCYBAHHS»).

TinepxonecTepuHeMis. ITaIieHTy Cif IPH3HAYUTH CTaHNAPTHY XOIE€CTEePHHO3HUKYBAbHY HI€TY,
SIKOI BiH IIOBMHEH JOTPUMYBATHCS IPOTATOM YCHOTO KypCy 3aCTOCYBaHHA JIIKAPCHKOT0 3aC00y
CumBactaTtut Canmos®.

3a3BUyal IOYaTKOBA [03a CUMBACTATUHY CTaHOBUTHL 10-20 Mr Ha #o0y, SIKy IPUIMalOTh OGHOPA30BO
BBeuepi. [ maIfieHTiB, IKUM HeoOxigHe 3HauHe (Oinbire K Ha 45 %) 3HuXkeHHs piBHsg XC-JITTHIII,
nmo4aTKoBa mo3a Moxke ctaHoButu 20-40 Mr 1 pa3 Ha goOy, BBeuepi. [Tin6ip mo3, 3a HeoOXimHOCTI,
OTPiOHO 37iMCHIOBATH CIIOCOOOM, BUKIAaJeHUM BHUIIIE.

['OMO3UT0THA CiMeliHa TinepxonecTeprHeMid. 3 OTNISAAY Ha pe3y/ibTaTh KOHTPOJIbOBAHOTO KITIHIYHOTO
IOCTiMKEeHHS, pPeKOMEeHJ0BaHa II0YaTKOBa [103a cuMBacTaTuHy — 40 Mr Ha mo0y, 3aCTOCOBYIOTh
oHOPa30B0 BBeuepi. Jlikapchkuii 3aci6 CumBacTatue CaHmo3"® CIIif 3aCTOCOBYBATH K [OIOBHEHHS
o iHIIOro JIiMig03HUXKYBaIbHOTO JTiKyBaHHS (Hanmpuknaz, adpepedy JIITHII) abo sSKIo Take
JIIKyBaHHS HE € IPUUHATHUM.

[l malieHTiB, AKi OQHOYACHO i3 CHMMBaCTaTUHOM IPUMMAIOTh JIOMITaIlif], 03a CHMBACTaTUHY He
noBUHHA nepeBuillyBaty 40 Mr Ha no0y (auB. po3ninu «IIpoTroKa3aHHsA», «B3aeMofiig 3 iHIIUMU
JiKapChKUMU 3aco0aMy Ta iHIII BUAY B3aeMofii» Ta «OcoOIMBOCTI 3aCTOCYBAHHS»).



CeplieBo-cynuHHa npodinakThKa. 3BMYaiiHa 103a JiKapchKoro 3acoby CuMmsactaTud Canmgo3® s
NallieHTiB 3 BUCOKMM PU3UKOM PO3BUTKY imeMiuHoi xBopobu cepid (IXC) (y moemHaHHI 3
rinepimigemieto a6o 6e3 Hel) cTaHOBUTEL 20-40 Mr Ha 106y OOHOPA30BO, BBeUepi. MeguKaMeHTO3HY
Tepariio MoxKHa [ToYaTh OMHOYACHO i3 gieToro Ta ¢i3kynbTypolo. I1igbip mo3, 3a HeobXigHOCTI,
OTPiOHO 37iMCHIOBATH CIIOCOOOM, BUK/IAaJleHUM BHUIIIE.

CynyTHS Tepalmis

Jlikapcekuii 3aci6 CumBactaTud CaHmo3” eeKTUBHUI K MOHOTEpAllis, a TaK0XK y KoMOiHaii i3
CeKBeCTpaHTaMH KOBYHUX KUCIIOT. [103y ciim nmpuiimatu abo 3a > 2 roguHu 10, abo yepes > 4
TONMHY IIiCIIS MPUINOMY CEKBECTPAHTY KOBYHUX KUCJIOT. [ MaIli€HTiB, SKi IPUMUMalOTh JIiKapChKUI
3aci6 CumBactaTud Canmo3” ogHOYaCHO 3 dpibpaTaMu, KpiM reMdpi6bpo3uy (IUB. PO3MiN
«IIpoTHHOKa3aHHsA»), abo 3 herodpibpaToM, fo3a IiKapchkoro 3acofy CumpacTatiul CaHmo3® He
[IOBUHHA [IEPEBUIIYBATU 10 mr Ha noOy. [I71g namieHTiB, SKi 0MHOYACHO 3 TiKapChKUM 3aco60M
CumBacTaTut Canmos”® IpUIMal0Th aMiogapoH, aMJIONUIIiH, BepanaMin abo gunTiazeM, moboBa mo3a
JiKapChKOTro 3ac0o0y He MOBUHHA nepeBuiryBaTy 20 Mr (OuB. po3minu «B3aemogmis 3 iHIIuMu
nMiKapCbKUMU 3aco0aMu Ta iHIIm BUAU B3aeMOfii» Ta «OCoBIUBOCTI 3aCTOCYBAHHSI»).

HupkoBa HEOOCTATHICTh. Y MAlli€HTiB i3 MOMiPHOI0 HUPKOBOIO HEIOCTATHICTIO HEMA€E HEOOXiMHOCTI Y
3MiHi 03yBaHHS. Y MAIli€HTIB 3 TAKK0I0 HUPKOBOIO HEIOCTATHICTIO (KJlipeHC KpeaTuHiny < 30 MIi/XB)
CJIifl peTeIbHO 3BazKUTH [OIIIBHICTL IPU3HAUYEHHS IpemnapaTy B f03i 10 Mr Ha go0y Ta, SKIIO TaKe
M0o3yBaHHS BBaXKa€eThCsA HEOOXigHUM, JTiKapChbKUM 3aci0 ciif npr3HayaTu 3 00epexkHICTIO.

[NanieHTH NMiTHLOTO BiKy. Hemae nmotpebu B KOPUTYBaHHi HO3U.

ITitu (10-17 poxkiB). [Ins miTer Ta mimmiTKiB (xomiri BikoBoi cTafil II 3a TarHepoM i cTapii Ta
miBYaTa, y AKUX IPHHAKWMHI OOWH PiK HasBHUM MEHCTPYaJIbHUY LIUKJI) 3 TETEPO3UTOTHOI CIMEUHOI0
rinepxonecTepuHeMiel0 peKOMeHI0BaHa 3BMYaliHa 1To4aTKoBa fo3a cTaHoBUTH 10 Mr 1 pa3 Ha #o0y,
IpUUMaTh BBedepi. [10 moyaTKy JTiKyBaHHS CUMBACTATUHOM AiTAM Ta MiAJIiTKaM CIIif NIpU3HAYUTU
CTaHIapPTHY X0JI€CTePUHO3HUXKYBaIbHY AIETY, IKOI CIIil JOTPUMYBATUCA IIif Yac JiKyBaHHSA
CHMBaCTaTHHOM.

PexomenmoBaHi go3u - 10-40 Mr Ha mo0y; MaKCuMaJibHa PeKOMEHIOBaHa J03a CTAHOBUTh 40 MI Ha
noOy. [To3y ciip mimbupaTy iHOUBiOYyalbHO, 3TiMHO 3 METOIO JTiKyBaHHS, 32 peKOMeH allisiMu
nmikyBaHHS B nemiaTpil (quB. po3minu «®apMakoguHaMika» Ta «Oco6IMBOCTI 3acTOCyBaHHS»). [1igbip
MO3H CJIifl TPOBOUTH 3 iHTepBaiiaMu B 4 THXKHi abo GinbIie. [JoCBif 3aCTOCyBaHHS IIpenapaTy
CumBactaTud CaHmo3® giTAM Iperny6epTaTHOro BiKy 0OMeXeHH.

Beamneka Ta eeKTUBHICTh 3aCTOCYBaHHS 103 oHaA 40 Mr Ha f00y HiTSM i3 TeTepo3uUTroTHOI0
ciMeliHOIO TinepxonecTepuHeMielo He BUBYaNMucCs. [I0BrOCTPOKOBa e(peKTHUBHICTh Teparii
CHMBACTATUHOM y TUTUHCTBI [I7IS1 3HUKEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI Y IOPOCJIOMY Billi HE
BCTAQHOBJIEHA.

Himu.

Besneky Ta e(eKTUBHICTh CUMBACTaTUHY O Nali€eHTiB BikoM 10 - 17 poOKiB 3 reTepO3UTrOTHOIO
CIMENHOIO TinepinifeMieto OLiHIBaIU Y IPOIeCi KOHTPOJIbOBAHOT 0 K/IIHIYHOTO JOCTIiAKEHHS 3a
ydacTIio XJIoniliB BikoBoi cTafil Il 3a TanHepoM i cTapime Ta fgiB4yaT, y AKUX NIPUHAWMHI OIUH PiK
HasiBHUU MeHCTpyaslbHUM UKL [Tpodins mobiyHux peakiiiyl y malieHTiB, sSKi npuiManu
CHMBACTATHH, 3arajsioM O6yB IogiOHMM 10 TAKOTO Y MallieHTiB, AKi mpuiiMany nnane6o. Jo3u nmoxHanm 40



MT He OOCIHiIKYBaIWCs V JaHil TPy NallieHTiB. Y IIbOMY HOCHiAXKeHHI He 0y0 3aikcOBaHO BIIJTUBY
CUMBAaCTaTUHY Ha PICT Ta CTaTeBHU PO3BUTOK [IiTEl, a TAKOXK Ha TPUBAIICTh MEHCTPYaIbHOIO LIUKITY
B MiBYATOK (OuB. po3minu «®apMakoguHaMmika», «Crocib 3acToCcyBaHHS Ta H03u»«Ta «[1o6iuni
peaxkiiii»). [liB4aTOK CIIifi MPOKOHCY/IbTYBATH IIOA0 HaIBHUX METOMIB KOHTpAIEMNil TPY 3aCTOCYBaHHi
CHMBAacCTaTUHY (OuB. po3painu «IIpoTunoka3aHHa» Ta «3aCTOCYBaHHS y IIepiof BariTHOCTI i TOgyBaHHS
rpynnio»). [ naiieHTiB BikoM 10 18 pokiB e(eKTHUBHICTH Ta 6e31eKy He [HOCTiAXKyBaIl IPOTITOM
1epiofiB JIiKyBaHHS TPUBAJIiCTIO JoBIIe 48 THUXKHIB; BiffjaseHu! BIIKUB Ha (i3NYHUN, PO3YMOBUY Ta
CTaTeBUU PO3BUTOK HeBifoMuu. CUMBACTaTUH He OOCIIIAXKyBaBCs y MalieHTiB BikoM 10 10 pokis, y
miTey mpenyb6epTaTHOTO BiKy, @ TAaKOXK Y HiBYATOK, V SKUX 1€ He TI0Yaaucs MeHCTpyallii.

Ilepedo3yeanns.

Ha cporopsi BioMi KilbKa BUIIafKiB nepeno3yBaHHsda. MakcuMasibHa IPUUHATa f03a CTaHoBUIA 3,6 T.
Bci nmauientu omyzkanu 6e3 Hacmiakis. He icHye crernugigyHoro nikyBaHHS Iepeno3yBaHHs. Y pasi
Iepeno3yBaHHSI PEKOMEHOOBAHO CUMIITOMaTHYHI Ta MiATPUMYOUi 3aX00Mu.

ITobiuni peakuii.

YacToTa HUXKYe3a3HAYEeHUX OOIYHUX peakKllil, Ipo sSKi MOBiHOMUIIH i Yac KITiHIYHUX JOCITiIXKeHb
Ta/ab0 B mmepiof MOCTMapPKETUHIOBOI'0 3aCTOCYBaHHS, KiacudikoBaHa 3a OI[iHKOIO iX piBHS y mporeci
BEJIMKHUX OOBrOTPUBAJIMX IIIarie00-KOHTPOILOBAHUX KIIHIYHUX OOCITiIXKeHb, BKIoYarouu HPS Ta 4S
3a y4acrTio BigmoBimHO 20536 Ta 4444 natienTis. Y HPS 3adikcoBaHo TimbKYU ceprio3Hi mo0igHi
peakxiiii, a TaKOXK Miajrisi, MigBUIIEHHS TpaHCaMiHa3 CUPOBATKY Ta KpeaTUHKiIHA3U. Y 4S
3aIKCyBaIMCh yCi 3a3HavYeHi HUXKYe mobiuHi peakii. Ko y nporeci ux HoCIigXkeHb piBeHb IPU
IpuiioMi cuMBacTaTuHy OyB HUXK4MM ab0 momiOHUM [0 TOTo, 110 i TPy npuiiomi mnanebo, Ta Oymu
nofiOHi CTIOHTaHHI MTOBiOMJIEHHS TIPO SIBUINA, SIKi Mayiu 00T PYHTOBaHUYM MIPUYMHHUY 3B 30K, IIi
no0iyHi peaknii KnacudikyBanuch 9K pigkicHi. Y nporeci gocnigxenns HPS 3a ygactio 20536
TallieHTiB, AKi IpuiiMany niKapchkui 3aci6 Cumbactatul CaHmo3® y mo3i 40 Mr Ha 706y (n = 10269)
abo mane6o (n = 10267), npodini 6e3nexku Oyiau IOPiBHIHHUMHE Y aLi€HTIB, SKi IpuAMaiu
nikapchkuii 3aci6 CumBacTatil Canno3” 40 Mr, Ta Nalli€HTiB, SKi IpuitMay miane6o B cepeHbOMY
IPOTATOM 5 POKiB mocmimkeHHs. PiBHi npunuHeHHs y4yacTi yepe3 nobiuni peakuii 6ynu
NOpiBHAHHUMY (4,8 % y HalieHTiB, SKi MpuiMany JIikKapcekuil 3aci6 CumsactaTud Canmos® 40 mr, Ta
5,1 % y namieHTiB, siki npuiiManu miane6o). Yactora mionarii cranosuna < 0,1 % y marienTis, ki
IpUiMany JlikapcbKui 3aci6 CuMBacTaTUH Canunmo3® 40 mr. [TinBUIIEeHHS TpaHcaMiHaz3 (0inblire HiX y
3 pa3u nopiBHSHO 3 BMH, mifTBepaxeHe IOBTOPHUM aHasidoM) Bigbynoch y 0,21 % (n = 21)
TallieHTiB, AKi IpuiiMany niKapchkui 3aci6 Cumbactatus Canmo3® 40 mr, nopiBasAHO 3 0,09 % (n = 9)
TAIieHTIB, SKi mpuiiManu miameto.

YacTtoTa no0iyHUX peakliliii HaBefleHa 3TigHO 3 TAKUMU KaTeropisiMu: gyxe 4dacTi (> 1/10), gacTi
(= 1/100, < 1/10), HeyacTi (= 1/1000, < 1/100), mooguHoKi (= 1/10000, < 1/1000), pigkicHi (<
1/10000), gacToTa HeBigoMa (He MOXKHa IIigpaxyBaTH 3a HasBHUMU JaHUMHU).

3 6oky kpoei ma aimpamuyHoi cucmemu
IToonuHOKI: aHEMIs.
3 6oky opaaHis 30py

[TooguHOKI: 3aTyMaHeHU 3ip, IOPYIIEHHS 30pYy.



YacTtoTa HeBimoMa: o TanbMOJIOTiYHa MiaCTeHis.

ITcuxiyHi nopyweHHA

PingkicHi: 6e3coHH.

YacToTa HeBimoMa: Oenpecis.

3 6oky Hepsogoi cucmemu

[ToomwHOKI: romoBHUY 0iflb, TapecTesis, 3araMoOpPoYeHHs, TepudeprudHa HeBPOIaTis.
PigkicHi: mopyIieHHs maM’ saTi.

YacToTa HeBimoMa: MiaCTeHis.

PecnipamopHi, mopakaavHi ma mediacmuHAaAbHi NOPYWeHHA

YacToTa HeBijoMa: iHTepcTuIliagbHa XxBopoba yiereHis (AuB. po3minn «OcoO6IMBOCTI 3aCTOCYBAHHS»).
3 60Ky WAyHK0B80-KUWKOB020 MpPAKmMy

[ToopuHOKi: 3amop, abpomiHanbHUM 6ilb, METEOPU3M, UCIIEIICis, fiapesi, HyHoTa, OII0BaHHS,
TIaHKPEaTHT.

I'enamobiaiapHi nopyweHHs

[TooguHOKi: remnaTuT/XOBTSIHUIIS.

PipxicHi: meTanbHa Ta HeleTalbHa MeYiHKOBA HEOOCTATHICTh.
3 6oky wkipu ma niOwKipHUX MKAHUH

[TooguHOKI: Bucull, CBepOixK, anomnelris.

PigkicHi: mixeHOITHUY NTiKapChKUX BUCHIL.

3 60Ky ckesemHo-M’ 308020 anapamy ma Cnoay4HOI MKaHUHU

[ToopuHOKi: MiomaTis* (BK/ItoYarouu Mio3ut), pabmomiorni3 3 abo 6e3 rocTpoi HEPKOBOI HEJOCTATHOCTI
(muB. po3min «OcoGIMBOCTI 3aCTOCYBaHHS»), MianTis, M’'sI30Bi CIla3MHu.

* 3a pe3ynbTaTaMu KIiHIYHUX AOCIIIIXKEHb, MiONaTisd YyacTillle BUHUKAJA V NAli€HTIB, SKi IpUiMau
cuMBacTaTHH B 103i 80 Mr Ha moOy MOPiBHSIHO 3 MallieHTaMu, sKi npuiiManu 20 mMr Ha mo6y (0,1 %
npotu 0,02 % BimMmoBimHO).

PigkicHi: po3pus M'g3iB.

YacToTa HeBifoMa: TeHAMHOIATIS, iHOII yCKIagHEeHA PO3PHUBOM, iIMyHOOIIOCEPEIKOBaHA HEKPOTUYHA
MiomaTiss**.

** [lyke PiIKo CIIOCTepiraaucs BUIAAKXA iMyHOOIIOCEPEeIKOBaHOl HEKpoTHYHOI MiomaTil (IOHM),
ayToimMyHHOI MiomarTil mig yac abo micns nmikyBaHHS cTaTuHaMu. IOHM KiiHIYHO XapaKTepu3yeThCs



CTiMKOI0 C/TabKiCTIO0 MPOKCUMaIbHUX M'93iB i MiIBUIIEeHHAM PiBHS KpeaTHHKIHA3U B CUPOBATII, SKi He
3HUKAIOTh MiCJIA MPUIUHEHHS MPUNOMY CTaTUHIB, 03HaKaM{ HEKPOTHYHOI MiomaTil Ha 6iorcii M’a3iB
6e3 3HQYHOTO 3alajieHHs, MOJIIMIIeHHIM [IPX 3aCTOCYBaHHI iMyHOIeTIpecUBHUX 3ac00iB (OUB. pO3Min
«0Oco6nuBOoCTi 3acToCcyBaHHs. MiomnaTis/pabmoMionis»).

3 60Ky penpodykmueHoi cucmemu ma MOJAOYHUX 3d/103
PipgkicHi: rinekoMacTis.

YacToTa HeBifoMa: epeKTuIbHa OUCHYHKIIIS.

3 boky imyHHOI cucmemu

PinkicHi: acTeHid.

3azanvbHi nopyweHHA ma nopyweHHA yMo8 Npuliomy

PigkicHi: acTeHis. 3pifKa MOBiIOMIISIM IIPO CUHAPOM TiepuyTIMBOCTI, SKUY BK/IOYaB AesdKi 3 TAaKUX
IIPOSIBiB: aHTiOHEBPOTUYHUY HAOPSK, BOBUAKOIOMiOHNYM CHHIPOM, PEBMAaTHYHA TOJTiMiaris,
IepMaToMio3UT, BaCKyJIiT, TpoMOoIuTONEH s, eo3unodinis, migpuiiera [IIOE, apTpuT Ta apTpanris,
KPOIIKB’STHKA, CBITJIOYYTJIMBICTh, Tapsiuka, IPUILJINBY, JUCIIHOE Ta CJIa0KiCTh.

HocaioxceHnHs

[ToomuHOKI: MiIBUITEeHHS PiBHS CUPOBATKOBUX TPaHCaMiHa3 (amaHiHaMiHOTpaHChepasy,
acmapTaTtaMiHoTpaHcdepasu i raMMa-TIoTaMiNTpaHCcIenTuaa3u) (auB. po3min «Oco6IuBOCTi
3aCTOCyBaHHS»); MiABUIIEHHS PiBHS NyXKHOI hocdaTa3u; MigBUIEHHS PiBHI CUPOBAaTKOBOI
KpeaTuHKiHa3u (OuB. po3Min «Oco6IUBOCTI 3aCTOCYBAHHSI»).

IIpu mpuiioMi CTaTHHIB, BKIIOYA0YH JTiKapCchkuil 3aci6 CumBactaTu Cano3®, IOBiOMIIAIM IPO
nigsuimeHHs HbAlc Ta piBHS I'TIOKO3U CHPOBATKY B CTaHI HATIIE.

Y mpolieci mocTMapKeTUHTOBOTO Nepiony 3piaka Oynu MOBiOMIIeHHS IIPO MOPYIIEHHS KOTHiTUBHOI
GbyHKUil (HalpuKiaz, BTpaTa naM’sTi, 3a0ygbKyBaTiCTh, IOPYIIEHHS 1aM’'qTi, CIIIIyTaHICTh
CBiTOMOCTI), IOB’sI3aHi i3 3aCTOCYBaHHSIM CTAaTUHIB, BKIIIOYAIOYX CUMBACTATHH. Y LIIOMY, BUMIaAKU
Oynu He Cepio3HUMU Ta 000POTHUMH ITiCIISI MPUIIMHEHHS IPUHOMY CTAaTUHY; Yac [0 IOYaTKY MOSBU
CUMIITOMIB (Biff 1 OHS [0 POKiB) Ta 3HUKHEHHS CUMIITOMIB (Y cepeqHbOoMY 3 THXKHi) OYB pisHUM.

[Tpu mpuiiomi mesIKUX CTATHHIB ITOBIMOMJISIIM IIPO TaKi JOJATKOBI m00iYHi peakiiii: po3naau cHY,
BK/IIOHAIOYH HiUHI )KaXd; cTaTeBa OUCHYHKIIiS; I[yKPOBUil fiabeT: 4acTOTa MOSBY 3ajiexkaTUuMe Bif
HasIBHOCTi a0 BiicyTHOCTi paKTOpiB pH3UKY (PiBEHb I'JIIOKO3X KPOBi HaTIIe = 5,6 MMOJIB/J, iHOEKC
MacH Tina > 30 Kr/M°, HiABUILIEHNUH PiBeHb TPUTIIIIIEPU/IiB, apTepianbHa TinepTeHsisd B aHaMHesi).

it Ta migmiTku (Bikom 10-17 pokiB)

Y nponeci 48-TuKHEBOT0 JOCTIAXKEHHS 3a Y4aCTIO [iTed Ta MigIiTKiB (X7I0MYuKY BiKy cTapfil TaHHEepa
II i BuIme Ta fiBYaTa, B SKUX NPUHAUMHI ONWH PiK HasBHUU MEHCTpyaJIbHUU IUKII) BikoM 10-17 pokiB
3 TeTepO3UTOTHOIO CiMeltHOoIo TineprinigeMieio (n = 175) npodins Oe3mneku Ta IepeHOCUMOCTi ¥
TAIiE€HTIB, SIKi IpUMaNy CUMBACTaTHH, OYB 3arajoM MOmiOHKM 40 TAKOT0 y MAIi€HTiB, SKi mpuiManu
nnane6o. [JoBroTpuBani epekTu Ha GpisuyHUN, PO3YMOBUM Ta CTAaTeBUI PO3BUTOK HeBimoMi. Hemae
MOCTATHBOI KiTbKOCTI HAaHUX IiCJIsT OMHOTO POKY JIiKyBaHHS (IuB. po3minu «OcobIuBOCTI



3acTocyBaHHS» Ta «Croci6 3aCTOCYBaHHS Ta JO3W»).

[ToBimomneHHs mpo mob6iuHi peakilil micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHUM Ta (apMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallienTaM abo ix
3aKOHHUM ITPeCTaBHUKAM CJIiT IOBiTOMJISITH IIPO YCi BUITAAKHK Mi03PI0BAaHUX MOOIYHUX Peakilii Ta
BiicyTHOCTI e(heKTHUBHOCTI JIiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3
(dhapMakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 3 POKHU.

YMoBu 30epiranssi.
30epiraTu npu Temnepartypi He Butie 30 °C.
36epiratu GicTep y KapTOHHI# KOPOOIIi.

30epiratu B HEAOCTYIHOMY OJISl OiTE€W MiCIIi.

YnakoBka.

[To 10 Tabnetok y GiicTepi; mo 3 abo 10 GricTepiB y KapTOHHI#! KOPOOIIi.

Kareropis Bigmycky. 3a peLenTom.

BupoOHHUK.
1. Canpos I'pyn Carnuk Ypyunepi Inaknapi Cas. Be Tik. A.C.
2. Camorac ®apma I'm6X.

3. C.K. Canpos C.P.JI

i

Jlex C.A.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micls MpoBaIXKeHHS HOro Tis/TbHOCTI.
1. Ixcau eme Kagme Ne 900. Cokak, 'e63e-Kokaemni, TP-41400, TypeuunHa.
2. Orro-BoH-T'topike-Annee 1, 39179, Bapneben, Cakconisg-Auxanst, HimeuunHa.

3. Byn. JliBe3seHi, 7A, 540472, Tupry Mypem, okpyr Myper, PymyHis.



4. Byn. [lopminie, 16, Ctpukos, 95-010, ITonbia.



