THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y
CYBAPIIO

(SUVARDIO)

CKn1ao0:
ditoya pevos8uHa: po3yBacTaTHH;
1 TabneTka MictuTh 5 Mr a6o 10 mr, abo 20 Mr po3yBacTaTUHY (y BUTTIAI PO3yBacTaTUHY KaJbIlii0);

JonoMidcHi peuosuHU: TakTo3a 0e3BOMIHA, KPEMHII0 MiOKCUM KONOoimHUN 6e3BOIHUM, 11eJ110103a
MiKpPOKpHUCTalidYHa CUIiKaTU30BaHa, KPOXMallb KyKypPyA3sSHUM, TallbK, HaTPilo cTeapundymapar;

obosioHKa: rimpomenosa, MaHiT (E 421), makporon 6000, tTutany miokcun (E 171), 3amiza okcun
xkoBtui (E 172), 3amiza okcup yepBouuit (E 172), Tanek.

JIikapcbKka popMma. TabneTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKo-XiMiUHI 81aCMUBOCMI:
TabNeTKHU 0 5 MT: KPYTjIi KOpu4yHeBi TabIeTKH, BKPUTI MJTiIBKOBOIO 000JIOHKOIO;

tabneTku mo 10 Mr: Kpyrii KopuyHeBi TaOlIeTKH, BKPUTI IJIiBKOBOIO 0060I0HKOI0, 3 TUCHEHHSIM «RSV
10» 3 opmHOTO OOKY;

tabneTku mo 20 Mr: Kpyrji KOpuyHeBi TaOlIeTKU, BKPUTI ITiIBKOBOI 000JI0HKOI0, 3 TUCHEHHSIM «RSV
20» 3 ogHOTO GOKY.

dapMakoTepaneBTHYHA rpyma.

linonimigemiuni 3aco6u. Iariditopu I'MI-KoA-penykTasu. Kom ATX C10A A07.

dapmakonoeiuHi e1acmueocmi.
®apmakoOuHamika.
Mexanism 0il

Po3yBacTaTuH — Ile CeJIeKTUBHUM Ta KOHKYpeHTHuM iuribitop I'MI-KoA-penykrasu, pepMeHTy, 1110
BHM3HA4Ya€ MIBUIKICTh peakliil Ta IepeTBOPIOE 3-TiIPOKCHU-3-MeTUITIIyTapui KopepMeHT A Ha
MeBaJIOHAT, IIOTIePegHUK XojiecTeprHy. OCHOBHMM MiclleM fil po3yBacTaTUHY € MediHKa, OpraH-
MIIIIEHb [J1s1 3MEeHIIEeHHS PIBHIB X0JIECTEPUHY.



Po3yBacTratuH 30inbmye KinbKicTh petienTopiB JITTHIL] Ha moBepxHi KIiTUH MEYiHKY, TIOCUTIOI0YN
3axomyeHHs Ta kKatabomiam JIITHIII, Ta npurniuye nmevinkosuit curTe3 JITIIHII, TakuM 4uHOM,
3MEHILIYIOUM 3arajibHy KinbKicTh yacTuHOK JITT[THII Ta JITTHILI.

®apmakoOuHamiyHa 0is
CyBapgio 3HMXKYe mifBullleHun pisers xonectepuny JIITHIII, 3aranpHOro X0mecTepuny Ta
TpUrJillepuniB i nigsuinye pisui xonectepuny JIIIBII. Bin Takox 3MeH1Iye piBHi anoB, XC-HeJITIBIII,
XC-JITIOHII, TT-JITIOHII Ta migBuiirye piBeHsb amnoA-I (tabmuisg 1). CyBapmio TakKoX 3MEHIIYE
cruiBBigHOomeHnHsa XC-JITTHII/XC-JIIIBII, 3aranprHoro XC/XC-JITIBII, XC-ueJITIBII/XC-JIIIBII Ta
arnoB/amoA-I.

Tabmuig 1

BipmoBigp Ha 003y y MallieHTIB i3 TePBUHHOIO Tinepxoaectepunemieio tuny Ila ta IIb

(BimKOpHUroBaHa CepegHs BilCOTKOBA 3MiHa MOPIBHSAHO 3 BUXITHUM PiBHEM)

TTo3a N X C-JITTHIBaransaui [XC-JITIBII [TT XC-ueJI[1BIIljaroB amoA-I
XC

[Trnamebo |13 -7 -5 3 -3 -7 -3 0

5 17 -45 -33 13 -35 -44 -38 4

10 17 -52 -36 14 -10 -48 -4.2 4

20 17 -55 -40 8 -23 -51 -46 5

40 18 -63 -46 10 -28 -60 -54 0

TepaneBTuyHU e(PEKT AOCATAETHCA MPOTATOM 1 TUXKHS IiCIISA TO0YaTKYy 3aCTOCYBaHHSA JIIKapChKOT0
3aco0y, 90% MakcuMaIbHOTO eheKTy - yepe3 2 TUXKHi. MakcUMalbHUN e(eKT 3a3BUYail IOCITAETHCS
yepe3 4 TUXKHI Ta TPUBa€E HaAalli.

KniHiuHa epekmugHicmb ma 6e3neka

CyBapgio epeKTUBHUY Yy JTIKyBaHHI OPOCIIUX i3 TiIepx0eCTepUHEMIEIO - i3 TiIepTPUTIiLlepUaeMie0
abo 0e3 Hel - He3aIeXKHO Bif pacH, CTaTi Yu BiKy, a TAKOXK y NalLliEHTiB 0COOIUBUX TPYI, TAaKUX TK
XBOPi Ha LyKpoBuil miabeT abo malieHTH i3 cCiMelHOIO rinmepxoiecTePUHEMIELO.

3a 00’epHaHMMU JaHuMU pociigxkenb gasu 11 CyBapaio ehekKTUBHO 3HUXKYBAB PiBHI X0IECTEPUHY Y
6inmbIIoCTi manieHTiB i3 rimepxonecrepunemieto tuny Ila ta IIb (cepenniit moyatkosuit piBeHb XC-
JITTHII mpu6mu3Ho 4,8 MMOJIB/TT) [0 IiTEOBUX 3HAYEHb, BCTAHOBJIEHWX BU3HAHUM KEPiBHUIITBOM
€BpoIenchKOro ToBapucTBa aTepockneposy (EAS; 1998); mpubnusxo y 80% mallieHTis, ki npuiimManu
npenapart y fo3i 10 Mr, Bganocs gocArTd HopMaTUBHUX IinboBuX piBHIB XC-JITTHIII 3a EAS (<3
MMOJIB/TI).

Y BenukoMy AociifxeHHi 435 nalieHTiB i3 reTePO3UT0THOIO CIMEMHOIO TillepX0oJieCTePUHEMIE
npuumanu CyBapaio y mo3ax Bifg 20 mo 80 Mr 3a cXeMO0 IIOCUIEHOT'0 TUTPYBaHHS [O3U.
CrpusiTIUBUY BIUIMB JIIKAPCHKOTO 3aC00y Ha IMOKa3HUKY JiMifiB Ta HOCATHEHHS LiTbOBUX PiBHIB
Bi3Havanu npu Bcix mo3ax. ITicnms TuTpyBaHHS 0o no6oBoi mo3u 40 mr (12 TuxkHIB nmikyBaHHsS) XC-
JITTHIIT 3uu3uBcs Ha 53%. Y 33% natieHTiB 6yIo mocarayTo HopMaTuBHUX piBHiIB XC-JITTHII] 3a EAS
(<3 MMOmIB/T).



Y BigKpuTOMY HOCTiAKEHHI TOCUIIEHOTO TUTPYBAHHS 103 BiAIOBiAh HAa 3aCTOCYBAHHS JIiIKapChKOTO
3aco0y CyBapmio y mo3ax 20-40 mMr BuBYasnacs y 42 malfieHTiB (BK/I0Yaoyu 8 miTed) i3 rOMO3UTOTHO
CiMeHHOIO TinepxoyiecTepuHeMi€el0. Y 3aranbHin nomynsuii pisedb XC-JITTHIII 3Hu3UBCS B cepeIHbOMY
Ha 22%.

YV k7TiHIYHUX JOCTIIXKEHHSIX 3a Y4acTi0 00MeKeHOI KiJTbKOCTi MaIlieHTiB CIIOCTepiraBcst afuTUBHUN
edekT nikapcrkoro 3aco0y CyBapmio Ha 3HUXKEHHS PiBHS TPUTJIIILIEPUAIB IIPU 3aCTOCYBaHHI Y
kKoMOiHatii 3 ¢peHodiOpaToM Ta Ha mipBuileHHs piBHiB XC-JITIBII npu 3acTocyBaHHI y KoMOiHaIlil 3
HianHOM (OUB. po3nin «Oco6IUBOCTI 3aCTOCYBAHHS»).

Y GaraTolieHTPOBOMY, MOABIMHO CIIioMYy, ianeb0-KOHTPOIbOBAaHOMY KITIHIYHOMY JOCTifIKeHHi
(METEOR) 984 namientu BikoM 45-70 pOKiB i3 HU3LKUM PU3UKOM illIeMidHOI XBOpoOU ceplist
(BU3Ha4YeHUM K pPU3UK 3a OpaMiHreMchkoro mkanow <10% npotsarom 10 pokis), cepenHiM
3HauenHsaM XC-JITTHIIL 4,0 mmomns/n (154,5 Mr/g), arne i3 cyOKITiHIYHUM aTEPOCKIIEPO30M
(BU3HaYeHUM 3a 30i/bIIeHHSIM TOBIIMHU KOMIIJIEKCY iHTUMa-Mefis corHol apTepii (TKIMCA)) 6ynu
paHoMi30BaHi 0 ABOX IPYI Ta IpUiManu oguH pa3 Ha fo0y abo 40 Mr po3yBacTaTuny, abo niamne6o
npoTsaroM 2 pokiB. [TopiBHSAHO i3 mane6o po3yBacTaTUH 3HAYHO CIIOBIIbHIOBAB IIPOrPECYBAHHS
MakcumanbHOl TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 mm/pik [95% moBipuuii iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina nopiBHAHO 3 BUXiHHUM piBHEeM cTaHoBuIa -0,0014 Mmm/pik
(-0,12%/pik (cTaTUCTUYHO HE3HAUyIla)) y IPYIIi po3yBacTaTUHY IOPIBHSHO i3 IPOrPeCyBaHHAM
0,0131 mm/pixk (1,12%/pik (p<0,0001)) y rpymi nnanebo. [TpsimMol Kopensiril MixK 3MeHIIeHHIM
TKIMCA Ta 3HMKEeHHSM PU3UKY IOpYyIIeHb 3 60Ky CeplieBO-CyIUHHOI CHCTEMHU ITPOIEMOHCTPOBAHO
He Oyro. [lo gocnigxkenus METEOR Oynu 3amydeHi nauieHTH i3 HU3bKUM PU3UKOM iIeMigHO1
XBOpOoOU ceplis, SIKi He € TPeCcTaBHUKAMH ITi/TbOBOI OISl 3aCTOCYBAHHS JIIKAPCHKOTO 3aC00y
CyBapgaio y go3si 40 mr. [Jo3y 40 Mr ciif npr3HayaTy JIUIIE [allieHTaM i3 TIXKKO0
rinepxonecTepuHEMi€l0 Ta BUCOKUM PU3UKOM CepleBO-CYOUHHUX PO3afiB (OuB. po3min «Cmocib
3aCTOCYBaHHS Ta JO3W»).

B iHTepBeHIiHOMY [OCHiXKEHHI pO3yBacTaTUHY 3 METOI0 OOTPYHTYBaHHS 3aCTOCYBAaHHS CTATUHIB SK
3aco0y nepsunHOi mpodinakTuku (JUPITER) BIIMB po3yBacTaTUHY Ha YaCTOTy 3HAYHUX
aTepOCKJIEPOTUYHUX CEPLEeBO-CYOUHHNX 3aXBOPIOBaHb OLiHBanu y 17 802 wonosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

Y4acHUKHY JOCTigKeHHs Oy BUIagKOBUM YMHOM PO3NOfineHi fo rpym miamne6o (n=8901) abo
po3yBacTaTHHY B m03i 20 Mr omuH pa3 Ha go0y (n=8901) i 3a HUMU CIIOCTEpPIraau B CepemHbOMY
IIPOTATOM 2 POKIB.

KonnenTpauii xonectepuny-JIITHII smermunuce Ha 45% (p<0,001) y rpymni po3yBacTaTusy
TIOPiBHSHO 3 TPYIIOI0 Iiale6o.

Y post-hoc ananisi gfaEMX miATPyNY Nali€eHTiB BUCOKOTO PU3UKY i3 BUXiGHUM 3Ha4eHHSIM >20% 3a
®paminreMmcrkolo mkanom (1558 yyacHuUKiB) criocTepiranocs 3HayHe 3HUXKEHHS 4aCTOTH
KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOIL/TI0OBajla CMEPTH Bifl CEPIIEBO-CYIUHHUX TOMIM, iHCYNbT Ta
indapkT miokappa (p=0,028), y rpyni po3yBacTaTuHy NOPiBHSHO 3 Mialie60. 3MeHIIeHHS AGCOJIOTHE
3HUKEHHS PU3UKY Mofil cTraHoBuUIO 8,8 BunagkiB Ha 1000 marieHTO-poKiB. [ToKa3HMK 3arajbHOI
CMEPTHOCTI JIUINaBCS He3MiHEHUM Y IIiHl Tpymi Bucokoro pu3uky (p=0,193). V¥ post-hoc ananisi garux
HiArpynu BUCOKOT0 pu3uky (9302 y4acHUKY 3arajioM) i3 BUXiJHUM 3Ha4YeHHAM =5% 3a IIKaJI00
SCORE (ekcTpamnosiboBaHO 3 METOIO BKJIIOUEHHS JaHUX YYaCHHUKIB BiKOM IOHaA 65 POKiB)
CIIocTepiranocs 3Hauyllle 3HUKEHHS 4aCTOTH KOMOiHOBaHOI KiHI[€BOl TOUKH, III0 OXOIIJII0Baja CMEPTh
Bif] Cep1ieBO-CYAMHHUX IO, iHCYNBT Ta iHpapKT Miokapha (p=0,0003), y rpymi po3yBacTaTuHy
NOPiBHSHO 3 M1aie00. 3HUXKEeHHS a0COMIOTHOTO0 PU3UKY, BUPAXKEHOT0 3a YaCTOTOI0 IOfil, CTAaHOBUIIO
5,1 Bunapky Ha 1000 mairieHTo-pokKiB. [Toka3HUK 3arajlbHOI CMEPTHOCTI Y 1l MiATPyIi BUCOKOTO



pu3uKky nuinascs HeamineHuM (p=0,076).

Y mocnipxerHi JUPITER 6,6% y4aCHUKIB rpyniu NpUioMy po3yBacTaTUHy Ta 6,2% y4acHUKIB Irpynu
nnane00 IPUIMHUIN 3aCTOCYBaHHS OOCIIAKYBAaHOTO JIiIKapChKOTr0 3aco0y yepe3 HebaXkKaHi sSBUIIA.
Haii6inpir yacTuMy HeGaKaHUMU SBUIAMH, 110 TPU3BOAUIIN 00 MPUMNMHEHHS JIIKyBaHHS, OyTu
mianris (0,3% y rpyni po3yBactaTtuny, 0,2% — mnane6o), abgominansau# 6inb (0,03% y rpymi
po3yBactatuny, 0,02% — nmarne6o) Ta Bucur (0,02% y rpymi posyBacratuny, 0,03% — mnaie6o).
Haiibinbi yacTuMy HeGaxkKaHUMU SBUIIAMH, IO CIIOCTEPIranucs y TPyIi po3yBacTaTUHY i3
4yacToTol0, Oinbinoio abo piBHOIO Bi3HaYeHil y rpyni nnamebo, Oynu indexuii ceqoux maxis (8,7%
y rpymi po3yBacTtatuny, 8,6% — mnaie6o), HazohapuHrit (7,6% y rpymi po3yBactatuny, 7,2% —
nnate60), 6inb y cuHi (7,6% y rpymi po3yBacTtaTuny, 6,9% — nmamne6o) Ta mianris (7,6% y rpymi
po3yBacTaTuny, 6,6% — mnae6o).

Himu

YV nopBiiiHO crinmoMy, paHmoOMi30BaHOMY, 0araToleHTPOBOMY, Iane60-KOHTPOIbOBAHOMY 12-
THXKHEBOMY OOCHimKeHHi (n=176, 97 y4acHUKIB 40/10Bi40l Ta 79 — XKiHOYOI cTaTi) i3 noganbmuM 40-
THXKHeBUM IepiogoM (n=173, 96 yyacHHUKIB 40JI0Bi40l Ta 77 — XKiHOYOI CTaTi) BiTKPUTOTO
TUTPYBaHHS NO3U po3yBacTaTHHY nauieHTu BikoM 10-17 pokiB (II-IV cTanii po3BuTKy 3a TaHHEPOM,
[iBYaTa, y AKUX MEHCTpYyallil modanucs moHaMeHIIe 1 pik ToMy) i3 reTepO3UTroTHOI0 CiMENHOI0
rinepxonecTepuHeMi€o NPOTAToM 12 THUXKHIB OTPUMyBaju po3yBacTaTUH y H03i 5, 10 abo 20 mr/moby
abo nnarne6o, micns Yoro BCi yYacHUKY IIOAHS IPUAMay po3yBacTaTuH npoTarom 40 tuxHiB. Ha
IOYaTKY HociimkeHHs mpubnu3no 30% manienTiB 6ynu Bikom 10-13 pokiB Ta npubnusno 17%, 18%,
40% Ta 25% i3 Hux 3Haxomumnuch Ha II, I1I, IV Ta V cTagil po3BuTKy 3a TaHHEPOM BifIIOBiAHO.

Pisens XC-JIITHIII 3menmuBcsa Ha 38,3%, 44,6% Tta 50,0% BignoBigHO y rpynax NIpUAOMY
po3yBacTaTuHY B 103i 5, 10 Ta 20 Mr nmopiBHsHO i3 0,7% y rpymi nnaiebo.

Hanpukinmi 40-TuKHEBOT0 I1epiofy BiIKPUTOTO TUTPYBAHHS [NO3U AJ1A AOCATHEHHS LiJIbOBOTO PiBHS
(MakcuMarsnbHa fio3a craHoBuIa 20 MT oguH pa3 Ha 7o6y) y 70 3 173 matienTis (40,5%) Boanocs
gocArTty minboBoro piBus XC-JITTHII meHmie 2,8 MMOIB/II.

[Ticns 52 THXKHIB HOCTIXKYBaHOTO TiKyBaHHS He 0YyJI0 BUSBIEHO KOIHOT0 BIJIUBY Ha picT, Macy, IMT
abo craTeBe mo3piBaHHS (OUB. po3min «OcobnuBOCTI 3acTocyBaHHA»). Lle mocmigxkenus (n=176) He
IPUUHATHE [JI1 IOPIiBHSAHHS PiIKUX HeOakaHUX SBUII.

Po3yBacTaTvH TaKOXK BUBYANIX Y 2-PiYHOMY BIIKPUTOMY AOCTIiAKEHH] i3 LiTbOBOIO TUTPALIEI0 JO3U Y
198 miteii 3 reTepO3UTOTHOIO CiIMEWHOIO TillepxoiecTepuHeMier0 y Billi Big 6 7o 17 pokis (88
y4aCHUKIB 40J10Biv0i1 cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TowaTkoBa
mo3a 1S BCiX MallieHTiB CTaHOBUJIA 5 MT PO3yBaCTaTUHY OOUMH pa3 Ha fo0y. ITarienTam BikoM Bif 6 0o
9 pokiB (n = 64) mo3y TUTPyBaX OO0 MaKCUMasbHOI 103U 10 Mr omuH pa3 Ha go0y, a mallieHTaM BikoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 103U 20 MT ofuH pa3 Ha go0y.

[Ticna 24 MmicsuiB NiKyBaHHS PO3yBaCTaTHHOM CepefHE 3HUXKEHHS Bifi BUXiTHOTr0 3Ha4YeHHS XC-
JIITHIII, Bu3Ha4YeHe 3a METOOM HaMEHIIIMX KBafpaTiB, CTaHOBUJIO -43 % (BUXigHUM piBeHb: 236
Mmr/om, Micsupb 24: 133 Mr/m). 071 KOXKHOI BiKOBOI TPYIIU CepeaHe 3HUKEHHS Bifl BUXiTHOTO
3HaueHHsa XC-JIITHIII, Bu3Ha4YeHe 3a METOOOM HallMEHIIIUX KBafpaTiB, CTaHOBUIIO -43% (BUXigHUMN
piBeHb: 234 Mr/mn, Micsnb 24: 124 mr/on), -45% (Buxigau# piBeHb: 234 Mr/on, micsaup 24: 124 mr/mn)
Ta -35% (BuxigHuu piBeHb: 241 Mr/omn, micsans 24: 153 Mr/an) y BikoBuX rpymnax Bifg 6 o <10, Big 10
no <14 i8ig 14 go <18 pokiB BiAMoBigHO.

Pe3ynbpTaToM 3aCTOCyBaHHS po3yBacTaTUHY ¥ mo3ax 5 Mr, 10 mMr i 20 Mr Takox Oy/Iu CTAaTUCTUYHO



3HAUVIIi CepeHi 3MiHU y ITOPIBHAHHI 3 BUXITHAMU MMOKa3HUKAMU TaKKWX BTOPUHHUX 3MiHHUX BEJIMUYUH
mimigiB i mimompoTeiniB: XC-JITIBII, 3aransauit XC, XC-uweJITIBIL, XC-JITTHII/XC-JITIBIL], 3aranbHui
XC/XC-JITIBI, TT'/XC-JITIBI, XC-ueJITIBII/XC-JITIBII, anoB, amoB/amoA-1. KoxHa 3 1iux 3MiH
IeMOHCTPYBaJla MOJMIIeHHS NTiMigHUX peakIliii i 30epiranacs MpoTAroM 2 PokKis.

[Ticns 24 mics1iB miKyBaHHS XKOTHOTO BIIUBY Ha picT, Macy Tina, IMT ab6o cTaTeBe mo3piBaHHS
BUSIBJIEHO He 0yyo (quB. Po3min «Oco6IMBOCTI 3aCTOCYBaHHS »).

Y pannoMizoBaHOMY, MOABIHOMY CiIinioMy, T1ae60-KOHTPOILOBAHOMY, OaraTolleHTPOBOMY,
TIepexpecHOMY JOCITi?KeHHi BUBYaIN PO3yBacTaTUH y 7031 20 MI oguH pa3 Ha o0y y MOPiBHSAHHI 3
nnaiebo 3a ydacTio 14 miTel Ta mifmiTKiB (BikoM Bif 6 o 17 poKiB) 3 TOMO3UTOTHOIO CiMEHHOI0
rinepxonectepuHeMieio. [locmigKeHHs BKIII0Yal0 aKTUBHY 4-TUXKHEBY MATOTOBYY (a3y 3
NOTPUMaHHAM [i€TH, Mif Yac KOl Malli€HTiB JIiKyBaJu po3yBacTaTHHOM y H03i 10 Mr, mepexpecHy
a3y, 110 cknaganacs 3 6-TUKHEBOTO MePiofy MiKyBaHHS pPO3yBaCTaTUHOM B [03i 20 Mr i3
nornepegHiM abo MOOasbIINM 6-TUKHEBUM JIiIKyBaHHSAM ITale6o, Ta 12-TUXHEBY HiATpUMYy04y ¢asy,
IIPOTSTOM $IKOI BCi marnlieHnTu oTpuMyBanu 20 Mr po3yBacTaTuny. [laiieHTu, ski nepedyBanu Ha
Teparil eseTumibom abo adepe3oM, IPOAOBKYBaIKd OTPUMYBATH Iie JIIKYBaHHS IIPOTITOM yChOTO
OOCIiIKEeHHS.

Cratuctuyno 3"auyie (p = 0,005) 3uuxeHHs piBug XC-JIITHII (22,3 %; 85,4 mr/mgn, abo 2,2
MMOJIB/JI) CIIOCTepiranu yepes 6 TUKHIB JIIKyBaHHS pO3yBaCTaTUHOM Y 1031 20 MTI' y IOPIBHAHHI 3
nnaie6o. CrocTepiranocs CTaTUCTUYHO 3HAUYIIe 3HUKeHHS 3aranbHoro XC (20,1%, p=0,003), XC-
uHeJIIIBII] (22,9%, p=0,003) i amoB (17,1%, p=0,024). Takox crocTepiranocs 3HUKeHHs PiBHIB TT,
XC-JITTHII/XC-JITIBII, 3aransroro XC/XC-JITIBII, XC-meJITIBII/XC-JITIBII Ta anoB/anoA-I micns 6
TUKHIB JTIKyBaHHS PO3yBaCTaTHHOM Y 1o03i 20 MTr y OpiBHSHHI 3 miane6o. 3HMKeHH piBHSA XC-
JITTHIII yepe3 6 TUXKHIB JTiIKyBaHHSA PO3YBaCTaTUHOM y [03i 20 MI' 3 HACTYIHUMU 6 TUXKHAMU
nikyBaHH4A 1tane6o 36epiranocs npotsarom 12 TuxkHIB 6e3mepepBHOI Teparil. Y ogHOro mnaiieHTa
criocTepiranocs nopanbiie 3uuxkeHHs piBHs XC-JITTHIIT (8,0 %), 3aransroro XC (6,7 %) i XC-
HeJITIBII (7,4 %) micns 6 TUXKHIB TiKyBaHHS 3 TUTPYBaHHAM 03U 00 40 Mr.

[Tig 4ac mpoOmOBKEHHS BiOKPUTOrO JIIKyBaHHS PO3yBaCTaTUHOM y 4031 20 Mr y 9 3 LUX Malli€HTiB [0
90 TuxHiB 3uMKeHHs piBHI XC-JITTHII 36epiranocs B Mexkax Bim -12,1 % mo -21,3 %.

Y BifKpUTOMY [OCHIAKEHH] IIOCUJIEHOT0 TUTPYBaHHS H03 y 7 OLIIHIOBAHUX [iTel 1 migiTKiB (y Biui Bif
8 mo 17 pokKiB) 3 TOMO3UTOTHOIO CIMEMHOIO TillepX0IeCTePUHEMIEIO (OUB. BUIIE) BiICOTOK 3HUKEHHS
piBasg XC-JITTHIII (21,0 %), 3aranpaoro XC (19,2 %) ta XC-ueJIIIBII (21,0 %) Big BUXigHOTO PiBHSA
micnis 6 TUXKHIB JTIKyBaHHS PO3yBacTaTHHOM B 1031 20 MT BigIIOBifjaB TOMY, IO CIIOCTEPIranocs y
BUILlE3raflaHOMY [OCIiAXKEHH] ¥ OiTed Ta MiAJiTKiB 3 TOMO3UTOTHO CIMENHO0
rinepxoyieCTEpUHEMIER0.

€BpoIeicbKe areHTCTBO 3 JTiKapChKKUX 3ac00iB BiTMOBUIOCS Bif 3000B’sI3aHHS HagaBaTH Pe3yIbTaTH
OOCIiAXKEeHb PO3yBaCTaTUHY y BCIX MiArpynax giTeXd 3 TOMO3UTOTHOK CIMENHO0
rimepxoiecTepuHEMi€I0, MEPBUHHOI0 KOMOiHOBAHOIO (3MillIaHOI0) AUCIIIIigeMicro Ta ays
npodilakTUKY MOPYIIeHb 3 00Ky CeplieBO-CyOuHHOI cucteMu (ouB. Po3min «Cmocib 3acTocyBaHHS Ta
[0o3u» [7I9 OTpUMaHHS iHGopMaIlil 1010 3aCTOCYBaHHS HiTSAM).

dapmMaxoKiHemuxka.

BcmoxkmyeaHHA. MakcuManbHa KOHIIEHTpALlist po3yBaCTaTUHY Y IJ1a3Mi KPOBI JOCATa€EThCA
npubIKU3HO Yepe3 5 TONUH IiCIIs TepopasbHOT0 3aCTOCYBaHHS. AOCOJIOTHA 6i0IOCTYIIHICTE
cTaHoBUTH pubau3HOo 20 %.



Po3no0din. Po3yBacTaTWH 3HAYHUM YMHOM 3aXOIIIIOETHCS MTEYiHKOIO, IKa € OCHOBHUM MiCIIEM CHHTE3Y
xonecTepuHy Ta Kiipercy XC-JITTHII. O6’em po3noxiny po3yBacTaTHHY CTaHOBUTH NMpuOnu3Ho 134 .
Bnu3bpko 90 % po3yBacTaTUHY 3B’SI3YETHCS 3 GiTKaMu IJTa3MU KPOBi, IepeBazkHO 3 albOyMiHOM.

Memabosizm. Po3yBacTaTHH 3a3Ha€ He3HAUYHOTr0 MeTabosiamy (mpubmu3no 10 %). HocmigxeHHs
MeTaboi3My in vitro 3 BAKOPUCTAHHSM T'eIaTOIUTIB JIIONWHY CBiI4aTh, III0 PO3YBACTATHH € CJTabKUM
cyb6cTpaTtoM muisi Metabosi3aMy Ha OCHOBI pepMeHTiB muToxpomy P450. OCHOBHUM 3afisTHUM
i3opepmentom € CYP2C9, gemio men1ty poib Bigirpatots 2C19, 3A4 ta 2D6. OcHOBEUMU
BU3HAUYEHUMHU MeTabomiTaMu € N-JecMeTHJIOBHH Ta JTaKTOHOBUH MeTabomiTiu. N-necMeTuiI-MeTaboiT
npubnau3Ho Ha 50 % MEHII aKTUBHUM, HiXK PO3yBaCTAaTUH, TAKTOHOBUM MeTa0O0 T BBaXKaETHCS
KJIiHiYHO HeaKTuBHUM. Ha po3yBactaTtut npumnagae Oinbire 90 % aKTUBHOCTI IUPKYIIIOI0YOT0
inri6itopa 'MTI-KoA-penyKTa3su.

BusedeHHs. [Tpubnusno 90 % mo3u po3yBacTaTUHY BUBOAUTHCS Y HE3MIHEHOMY CTaHi 3 KajioM (pa3oM
BCMOKTaHa Ta HEBCMOKTAaHa [Iil04a PeY0BHHA), PeIlTa BUBOOUTLCS i3 ceuero. [Tpubnmu3uo 5 %
BUBOJUTHCS i3 ceuelo y He3MiHeHiH ¢opmi. [Tepion HaniBBUBeeHH i3 IIJla3MU KPOBi CTaHOBUTH
npu6nu3Ho 19 roguH i He 30iMbIIYETHCS NP MigBUINEHHI 03U, CepefHE TeOMeTpUYHe 3HaUeHHS
KJIipeHCY Iipenapary i3 mi1a3Mu KpoBi cTaHOBUTE npubnu3Ho 50 ni/ron (koedimierT Bapiamii - 21,7 %).
4k i gns immux inriitropis I'MI'-KoA-penykTasu, me4iHKOBe 3aXOIJIEHHS PO3yBacTaTUHY
BimOyBa€eThCs 3 yuacTio MeMOpaHHoro TpaHcrnopTepa OATP-C, sikuii Bifirpae BaKJIUBY POJIb ¥
IIeYiHKOBIN eNliMiHaLil po3yBacTaTUHY.

JliHitiHicmb. CUCTEeMHa €KCIT03UIlis pO3yBacTaTHHY 30i/IbUIYETHCS MPOIOPLIAHO [0 mo3u. [Tpu
f6araTopa3oBOMY IIOJIEHHOMY 3aCTOCYyBaHHi mapaMeTpH ¢hapMaKOKiHETUKY He 3MiHIOIOThCS.

Ocob.uei epynu nayieHmis.

Bix ma cmamvb. He cnocTepiranocst KJIiHiYHO 3HAUYIIOTO BIUIUBY BiKy ab0 cTaTi Ha papMaKOKiHETUKY
po3yBacTaTusy y gopociaux. PapmMakoKiHETHKa pO3yBaCTaTUHY y OiTel Ta MifJIiTKIB i3
reTepo3UroTHOI0 CiMelNHOI0 rinepxojiecTepruHeMieio Oyia nofgi6Ho0 00 hapMaKOKiHETUKY Y TOPOCIIUX
noOPOBOIIBIIB (OUB. po3min «IIiTu»).

Paca. ocnigxeHHs ¢papMaKOKiHETUKY BUSIBUJIH, 110 Y TAI[iEHTIB MOHTOJIOIIHOI pacH (SAMOHIIIB,
KUTauIiB, Qiminminilis, B’eTHAMINB Ta KopeliliB) MemianHi 3HauenHss AUC Ta C,,,, mpuOnu3H0 BABiUi
BUII, HiX y €BpoONeiiB; v iHmiiniB Menianui 3Hauenus AUC ta C,,,, migBuiieHi npu6mu3Ho B 1,3
pasa. AHai3 nonymnsAmiiHoi apMaKOKiHeTUKY He BUSBUB KJTiHIYHO 3HAYYIIOI Pi3HUIIL MiXK
malfiEHTaMU €BPOIIEOINHOI Ta HETPOITHOI pac.

IMopyweHHA pyHKUII HUPOK. Y HOCHiAXKEeHHI MallieHTiB 3 Pi3HUM CTylleHeM MOPYLUIeHHS (PYHKINI HUPOK
3MiH MJIa3MOBUX KOHIIEHTpaLill po3yBacTaTuHy abo N-gecmeTtun-metabosiTy B ocib 3i cnabkoio uu
TIOMipHOI0 HEJJOCTATHICTIO Bin3HayeHOo He OyJ0. Y MallieHTiB 3 TIKKUMU NOPYIIeHHAMY QyHKIIi
HUPOK (KJlipeHC KpeaTHuHiHy < 30 MJI/XB) IIJ1a3MOBi KOHIIEHTPaIlil po3yBacTaTuHy Oynu B 3 pasu
BUIIMMHY, a piBHI N-gjecMeTun-MeTaboJiTy - B 9 pa3iB BUIIUMHE, HiXK Y 3[0POBUX J0OPOBOJIBIIIB.
PiBHOBaxHi I171a3MOBi KOHIIEHTPAIlil pO3yBaCTaTUHY y MAalli€HTiB, sKi mepe0yBaloTh Ha reMofiartisi,
Oynu mpubau3so Ha 50 % BUIIMMHU, HiXK Y 300POBUX JOOPOBOJIBIIIB.

IMopyweHHA ¢pyHKUII neviHKu. Y OOCTiAXKeHH] Malli€HTiB 3 Pi3HUM CTyIIeHEM MOPYIIEHHS IeYiHKOBUX
GbyHKIIIH 03HaK MigBUIEHOI eKCII03UIlil po3yBacTaTUHY He Oy/I0 BUSBIIEHO Y MAlli€HTIB, CTaH SKUX
oliHIOBaBCs Y 7 abo MeHIe 6aiB 3a mKkanoio Yainmga-I1'10. OmHaK y ABOX MAIi€HTIB, ki Habpanu 8
ta 9 3a mkasoo Yainma-I1'10, cucTeMHa eKcro3ullis Oyia IoHaiMeH e BOBiYi BuIlla, HiXK y
NallieHTiB i3 MeHmMUMYU 6anaMu. [0CBif 3aCTOCyBaHHS PO3yBacCTaTHHY IallieHTaM, CTaH SIKUX
OLIiHIOEThCS Oinbie HiXK y 9 6aniB 3a mKasnoio Yainga-I1'1o, BigcyTHi.



I'enemuyuHul noaimopeiam. Posnogin inriditopis I'MI'-KoA-penykTa3u, B TOMY YKCJIi pO3yBaCTaTHHY,
BimOyBaeThCs 3 yyacTio TpaHcmopTHUX 0inkiB OATP1B1 Ta BCRP. V mariieHTiB i3 reHeTHYHUM
nonimMopdizmom SLCO1B1 (OATP1B1) Ta/abo ABCG2 (BCRP) icHye pu3uK MigBUIIEHOI €KCITO3UITi1
po3yBactaTuny. [Ipu okpemux popmax nomimopdizamy SLCO1B1 ¢.521CC ta ABCG2 c.421AA
ekcro3utis posyBacratuly (AUC) migBuiiieHa nopiBHSAHO i3 reHoTunamMu SLCO1B1 ¢.521TT a6o
ABCG2 c.421CC. CrenianbHe reHOTUITYBAaHHS y KJIiHIYHIN IpaKTUlll He Tepef0ayeHe, ajie MallieHTaM
i3 TakuM moniMopGhizaMoM PeKOMEHAYETHCS 3aCTOCOBYBATH MEHITY M0O0OBY O3y Ipemapary.

Limu. 2 dapMaKoKiHeTUYHi HOCTiAKEHHS 100 PO3yBacCTaTUHY y HiTel i3 reTepO3UTr0THOIO
CciMeltHO10 TinepxosectepuHemieo BikoM Big 10 mo 17 pokis Ta Big 6 1o 17 pokis (yceoro 214
TAIliEHTiB) MOKA3asid, 1[0 eKCIIO3UIIisg IperaparTy v AiTel momiOHa mo eKCIIO3HIIil ¥ JOPOCIUX
naiieHTiB abo HuXK4Ya. EXCcro3ullis po3yBacTaTHHY IIOMO0 103U Ta Yacy Oysa nepenbadyBaHa
IIPOTATOM [IBOPIYHOIO Iepiony.

KrinigHi xapaKTepHCTHKH.
Iloka3aHnHus.
JIixysaHHA 2inepxoiecmepuHeMii.

HopocnuM, miamiTKaM Ta OiTAM BiKOM Bifi 6 POKIB i3 IepBUHHO rinepxonectepureMieto (tumy Ila),
(3a BUHATKOM CiMelNHOI reTepO3UT0THOI rirepxojiecTepuHeMii) abo 3MilIaHow AucHimigemieio (Tumy
IIb) sIK mOIMOBHEHHS OO0 Ai€TOoTeparii, Konu fgieta abo iHIT HeMeIUKaMeHTO3Hi MEeTOM JTiKyBaHHS
(mampukmnapg, ¢GisnyHi BIIpaBU, 3HUKEHHS MacH Tila) BUSBISIOTLCS HEJOCTATHIMU.

IopocnuM, mimmiTKaM Ta OiTSM BiKOM Bifl 6 POKiB IpK PY T'OMO3UTOTHIN CiMenHin
rinepxonecTepuHeMii, SK JOTIOBHEHHS [0 Mi€TH Ta iHIINX 3aXOMiB [JIS 3HUKEHHS BMICTY JiMmifiB

(Hanpuknag, adepesy JNONpPOTeiHIB HU3BKOI MIiTbHOCTI) ab0 y BHIafikaX, KO IIPOBEeIeHHS TaKol
Tepallii He[oLiNbHE.

IIpoginakmuka cepuy,e8o-cyOUHHUX NOPYUWEHb.

3anobiraHHs 3HaYHUM CepLIeBO-CYOUHHUM MTOPYIIEHHSIM Y MAlliEHTIB, SKUM, 3a OLiIHKaMH, 3aTPOXKYeE
BUCOKHUY PU3UK IIE€PIIOr0 BUIAKY CEPLIEBO-CYIUHHOTO NOPYIIeHHS (IUB. PO3MiN
«PapMakoaHaMiKa»), IK OTIOBHEHHS [0 KOPEKIIil iHIKX (PaKTOpiB PU3UKY.

IIpomunoka3aHHs.
CYBAPIIO nmpoTunoKa3aHuu:

- MallieHTaM i3 MiABUIEHOI0 YyTIUBICTIO IO PO3yBacTaTUHY ab0 Oyab-sIKOi i3 HOTIOMIXKHUX PEYOBUH
JiKapcbKoro 3acoby;

- TIaljieHTaM i3 aKTUBHUM 3aXBOPIOBAHHSAM I€YiHKH, B TOMY YUCJIi CTIMKUMU IMiABUILIEHHSIMUA
CHPOBATKOBUX TpaHCaMiHa3 HeBioMol eTionoril Ta Oyab-IKMMHU MiBUIIEHHSIMU TpaHCaMiHa3 y
CHPOBATI], 10 y 3 pa3u IEePeBUIIYIOTh BEPXHIO MexXy HopMH (BMH);

- TallieHTaM i3 TIKKUM IOPYIIEeHHAM QYHKII HUPOK (KIipeHcoM KpeaTuHiHy < 30 MI1/XB);



- IallieHTaM 13 MioIaTi€lw;

- TalfieHTaM, SiKi OMHOYaCHO OTpuMyBaiu KombiHalliio codpocOyBip/BenmnaTacBip/BoKcunanpesip (IuB.
po3min «B3aeMopis 3 iHIMKUMY JTiKapChKUMU 3ac00aMU Ta iHIII BUOU B3a€EMOMIIN»);

- IarieHTaM, gKi ODHO4YaCHO OTPUMYIOTH LIUKJIOCIIOPUH;

- B [Iepiof BariTHOCTI Ta TOAYBaHHS I'PYLALI0, & TAKOXK XKIHKAM PENPONYKTUBHOIO BiKy, Kl He
3aCTOCOBYIOTh HaJlekHi 3ac00M KOHTPAIEILIii.

oza 40 Mr mpoTHIioKa3aHa IallieHTaM 3i CXUJIbHICTIO 10 MiomaTii/pabmomionisy.

IIo dhakTOpiB TAKOr0 pU3UKY HaIEeXKaTh:

- IOMipHe MOopyIIeHH (PYyHKIIil HUPOK (KJlipeHC KpeaTUHiHy <60 MII/XB);

- TIOTUPEO3;

- HasIBHICTBb B 0cO0MCTOMY 200 POIMHHOMY aHaMHe3i CITafKOBUX M’SI30BUX 3aXBOPIOBAHE;

- HasABHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha (oHi 3acTocyBaHH4 iHmuUX iHTi0iTOpiB I'MI-K0A-
penykTa3u abo ¢ibparis;

- 3JI0BXKUBAHHS aJIKOTOJIEM;
- CUTYallil, 1110 MOXKYTh IPU3BECTHU [0 MifBUIIIEHHS KOHIIEHTpallii JTikapCchKOoro 3aco0y B IjIa3Mi KPOBi;
- HaJIeXXHIiCTh IO MOHTOJIOIIHOI pacy;

- CYIIyTHE 3aCTOCyBaHHS ¢ibpaTis.

(duB. po3minu «OcoOGIMBOCTI 3aCTOCYBaHHS», «B3aeMopis 3 iHIIMMU TiKapchKUMU 3acobaMu Ta iHIIi
BUMIM B3aeMOIiii» Ta «OapMaKOKiHETHKA»).

B3aemodisa 3 iHwumu snikapceKumu 3acob6amu ma iHwi eudu e3aemoditi.
Bnaue cynymuix npenapamis Ha po3ysacmamuH
IH2ibimopu mpaHcnopmHux biakie

Po3yBacTaTuH € cyOCTpPaTOM 7S AeSKUX TPAHCIIOPTHUX OiNIKiB, B TOMY YKCIIi Te4iHKOBOTO
TpaHcmopTepa 3axomnenHs OATP1B1 Ta edmiokcHoro Tpancnoprepa BCRP. OpHovyacHe
3aCTOCYBaHHS JTIKapChKOTO 3ac00y PO3yBaCTaTHH i3 JTiKapChKUMHU 3ac00aMH, 1110 TPUTHIUYIOTH 1Ii
TPAHCIOPTHi 6i7TKK, MOXKe MTPU3BOOUTH [I0 MigBUIEHHS KOHLIEHTPAllil pO3yBacTaTUHY B IJITa3Mi KPOBi
Ta 30inbIIeHHST pU3UKYy MiomaTil (ouB. po3minu «Crocib 3acTocyBaHHS Ta Ho3u», «OCcOOIUBOCTI
3aCTOCyBaHHS», «B3aemopmis 3 iHIIUMY JTiKapCbKUMH 3aco0aMu Ta iHII BUAM B3aeEMOfiN», TaOmIuIlo
1).

LukaocnopuH

Y nepion cynyTHLOT'O 3aCTOCYBaHHS JIiIKapChbKOT0 3ac00y PO3yBacTaTUH Ta LUKJIOCIIOPUHY 3HAYEHHS
AUC posyBacTaTuny Oyiu B cepefHhOMY IPUOIKU3HO ¥ 7 pa3iB BULIIUMH, HiXK Ti, sKi criocTepiramucs y



300poBuX M00pPoBObIIB (AuB. Tabnuirto 1). Po3yBacTaTuH NMPOTUIIOKA3aHUM MalliEeHTaM, SKi
OHOYACHO OTPHUMYIOTh LIMKIOCIOPHKH (AuUB. po3ain «IIpoTUnoKa3aHHI»).

CymyTHE 3aCTOCYBaHHS He BIIJIMBAJIO Ha KOHIIEHTPAIlil IMKIOCIOPUHY B IJIa3Mi KPOBI.
IHeibimopu npomeasu

Xoua TOUHMM MexXaHi3M B3aeMO/il HEBiTOMUM, OQHOYACHE 3aCTOCYyBaHHS iHTi6iTOPiB MpoTea3u MoxKe
3HA4HO 30i/IbILIyBaTH €KCIIO3UIliI0 PO3yBacTaTUHy (AuB. Tabnuiio 1). Hampuknag, y mocmigxKeHH]
(dhapMakKoOKiHeTUKY OffHOYACHE 3acTOCyBaHHS 10 MT po3yBacTaTHUHY Ta KOMOiHOBAHOTO JTiIKapChKOTO
3aco0y, mo micTuB fBa inribitropu mporeasu (300 mMr atasanasipy/ 100 Mr puToHaBipy), y 300POBUX
noOpoBobLIiB cynpoBomkyBasocs migsuineHHsM AUC ta C,,, po3yBacTaTuHy IpuOnu3Ho B 3 Ta 7
pasiB BigmoBigHO. OgHOYACHE 3aCTOCYBaHHS JIIKApPChKOI'0 3aC00Y pO3yBaCTaTUH Ta AESKUX
kKoMObiHani# iHri6iTopiB MpoTEea3yu MOKIIUBE MIiC/Is PETENIbHOTO 0OMipKYBaHHS KOPEKIIii 1031
JiKapChKOTo 3ac00y po3yBacTaTHH, 3 OIJISIAY Ha OYiKyBaHe 3POCTAHHS eKCIIO3UIlii pO3yBaCTaTUHY
(muB. po3minu «Cmoci6 3acTocyBaHHS Ta go3u», «OcobIUBOCTI 3aCTOCyBaHHS», «B3aemonis 3 iHIIUMU
JMiKapChKUMH 3acobaMu Ta iHII BUOM B3a€MOMiN», Tabmuio 1).

I'em@ibpo3us ma iHwi Aini003HUNACYBANbHI 3acOOU

OpHOYacHe 3aCTOCYBaHHS JTiKapChKOT0 3ac00y po3yBacTaTuH Ta reM(piopo3uiy mpu3BOIUIIO 10
3poctanusg AUC Tta C,,,, po3yBacTaTUHy B 2 pa3u (AuB. po3ain «OcoBIUBOCTI 3aCTOCYBAHHSI»).

3BaXkaloyy Ha [aHi creliaJbHUX JOCHiXKeHb, (hapMaKOKiHEeTUYHO 3HAUYI[0l B3aEMO[Iii 3
benodiOpaTOM He 0UiKyETHCSI, OOHAK MOXKJIMBa (hapMaKOAMHaMiuHa B3aemMogisa. 'eMpidposus,
benodibpar, inmi pibpatu Ta mimimo3HUKYBaNbHI 0o3u (> abo piBHi 1 r/moby) HianuHy (HIKOTHHOBOI
KUCJIOTH) 30iIbIIYIOTh PU3UK MiOTaTil IPU CyyTHHOMY 3aCTOCyBaHHi 3 inribiTopamu I'MI-Ko0A,
MMOBIPHO, 3a PaxyHOK TOTO, III0 BOHA MOXYTh CIPAUYMHATH MiOIaTii0, KOJIHA 1X 3aCTOCOBYIOTh OKPEMO.
Io3a 40 Mr mpoTuIoKa3aHa IIpy CyIIyTHbOMY 3acTOCyBaHHi ¢ibpaTiB (quB. po3minu
«IIpoTunoka3aHHI» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»). TaKUM IallieHTaM TaK0X CJIiff TOYUHATH
Tepallilo 3 J03U 5 M.

Ezemumib

OpHoYacHe 3aCTOCYyBaHHS JIiKapchKOro 3aco0y po3yBacTaTuH B 03i 10 Mr Ta e3etumiby 10 Mr
mallieHTaM i3 rinepxonecrepuHeMieio mpu3Boguio go 3poctanus AUC po3yBactaTuHy B 1,2 pa3sa
(tabmuus 2). He MoxkHa BUKIIOYaTH (hapMaKOAMHAMIUHOI B3aEMOil MiX JTiKapChbKUM 3aco00oM
pPO3yBaCTaTHH Ta e3eTUMiO0M, 10 MOKe IIPU3BECTH 10 HebaxkaHUX IBUIl (IUB. po3ain «Oco0IuBOCTI
3aCTOCYBaHHS»).

AHMauuoHi aikapcuvki 3acobu

OpHOYacHe 3aCTOCYBaHHS JIiIKapChKOT0 3aC00y pO3yBaCTATHH i3 CYCIIeH3iIMH aHTAIU/IB, 1[0 MiCTSATh
rimpokcupn anroMiHilo abo MarHiioo, 3HUXKYBaI0 KOHIIEHTpPAllii po3yBacTaTHHY B IJIa3Mi KPOBi
npubnu3no Ha 50%. Lleit epekT 6yB MeHIII BUpaXKeHUM Y pa3i 3aCTOCYBaHHST aHTALUTHUX 3aC00iB
yepes 2 TOIUHMU TiCIs JIiKapCchKoro 3acoby po3yBacTaTuH. KiiHiuHa 3HQUYIIiCTE I1i€l B3aeMOfil He
BHBYAJIaCS.

EpumpomiuyuH

OpHOYacHe 3aCTOCYBaHHS JIiKapChKOT0 3aC00y pO3yBacTaTHH Ta epUTPOMIluHy 3HMKYyBamo AUC
po3yBacTtatuny Ha 20%, a C,,, - Ha 30%. LI B3aeMofiisg Moxke OyTU cCipudrHEeHa II0CUJIEHOI0
IePUCTAIbTUKOI0 KUIIEYHUKY BHACTIOK [il EpPUTPOMIIUHY.



®epmermu yumoxpomy P450

Pe3ynbTaTy gocmigKeHs in vitro Ta in vivo cBig4arTh, 1II0 pO3yBacTaTUH He iHTiOye i He CTUMYIIIOE
izopepmenTH mutoxpomy P450. OKpiM 11bOT0, pO3yBaCTaTHH € CTaOKUM CyOCTPATOM IIUX
i3oepmenTiB. TakuM YuHOM, B3a€MOfii 3 TiKapCbKUMU 3aco0aMu B Pe3ysbTaTi MeTabo1i3my,
oniocepenkoBaHoro P450, He ouikyeThca. He cnocTepiranocs KIiHIYHO 3HAYYyIIUX B3aEMOAIN MiXK
po3yBacTaTHHOM Ta pykoHazosoM (iuribitropom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inribiTopom CYP2A6 ta CYP3A4).

B3aemo0ii, wo sumazaroms Kopekuii 0o3u posysacmamuHy (0us. makodc mabauuio 1)

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS JiKAapPChKOr'0 3aC00y pO3yBacTaTUH 3 iHIIUMHU JTiIKapChKUMU
3acob6aMu, 3TaTHUMM ITiIBUITYBaTH €KCIIO3UIlil PpO3yBaCTaTUHY, J03Y JIiKapChKOro 3acoly
pO3yBacTaTHH NMOTPIOHO CKOPUTYBATHU. AKIIO 0UiKYETHCS, 110 €KCIO3uIlis JTikapchkoro 3acoby (AUC)
3pocTe mpubIu3HOo B 2 a0 OinbIle pa3iB, 3aCTOCYBaHHS PO3YBACTATHH Y CIIifl MOYMHATH 3 HO3U D MT
OIMH pa3 Ha mo0y. MakcumanbHy 1060BY HO3Y JTiIKapChKOT0 3aco0y PO3yBACTATHH CJIif] CKOPUT'YBATH
TAKUM YMHOM, 1100 04YiKyBaHa €KCIIO3HIlis PO3yBaCTaTUHY He IepeBUIlyBajia eKCI03UIIi0, 110
Bim3HavaeThCA Ipu npuiiomi mo3u 40 Mr/go0y 6e3 3acToCcyBaHHS JIiKapChbKuX 3aco0iB, 1110
B3AEMOJIIOTE i3 TiKapChKUM 3aC000M; HAIPUKJIaf, IIPX 3aCTOCYyBaHHi 3 reMdpibpo3unoM nosa
po3yBacTaThH y cTaHoBUTHMe 20 Mr (306inmbIneHHS eKcro3utlil B 1,9 pa3a), npu 3acToCyBaHHi i3
KoMOiHali€el puToHaBip/aTa3zaHasip - 10 mr (36inbmenHd B 3,1 pasa).

fAxmo nikapcekui 3aci6 36inenrye AUC po3yBacTaTUHY MEHII HiX y 2 pa3y, II0YaTKOBY 103y
3MEHIIyBaTH He MOTPiOHO, ajie CIIifl HOTPUMYBATUCS 00€PEKHOCTI ITpu 30iNbIIIeHH] 103U JTIKapChKOTO
3aco6y CYBAPIIIO mo monap 20 Mr.

Tabmuns 1
BrnnuB cynmyTHiX TiKapchkux 3aco6iB Ha €KCIIO3UIIiI0 PO3yBaCTaTHUHY
(AUC; B nopsgaKy 3MeHIIEeHHS BeIMYMHY) 3a ONMy0JIiKOBaHUMHU JaHUMU KITiHIYHUX [OCHiIXKEeHb

36inpmenns AUC po3yBacTaTuHy B 2 pa3u abo Oinblile, HixK y 2 pa3u

PexuM mo3yBaHHS JIiKapChbKOT0 3ac00y, 110 PexuMm mo3yBaHHS 3miun AUC
B3aEMOJi€ PO3yBacTaTUHY po3yBacTaTuny*
CodocOysip/BenmnaTracBip/Bokcunanpesip (400 10 mr, omHOpa3oBa mo3a T 7,4 pasa

Mmr-100 mr-100 mr) Bokcumnamnpesip (100 mr) omun
pas Ha mob6y npotsroMm 15 gHiB
[luknocropuH Big 75 Mr aBiui Ha go6y go 200 mr 10 Mr oguH pa3 Ha o6y, T 7,1 pa3a

nBiui Ha moOy, 6 micsiB 10 gHiB

Hapomytamin 600 Mr aBidi Ha moOy, 5 OHIB 5 mr, omHOpa3oBa mo3a T 5,2 paza
Peropacdeni6 160 Mr onus pa3 Ha 700y, 14 nHiB 5 Mr, ogHOpa3oBa mo3a 1 3,8 pasa
Atazanasip 300 mr/putonasip 100 mr onux pa3 Ha 10 mr, omHOpa3oBa mo3a T 3,1 paza
no0y, 8 mHiB

Benmaracgip 100 Mr onuH pa3 Ha go0y 10 mr, omHOpa3oBa mo3a T 2,7 pa3sa
Owmbitacsip 25 mr/mapuTtamnpesip 150 mr/ 5 Mr, omHOpa3oBa mo3a T 2,6 paza

putoHasip 100 mMr ogun pa3 Ha Ho0y/ macabysip 400

MT [iBiui Ha moOy, 14 gHiB

I'pazompesip 200 mr/enbacsip 50 Mr ogus pa3 Ha 10 Mr, ogHOpa3oBa mo3a 1 2,3 pa3a
no6y, 11 guiB

I'nekanpesip 400 mr/miOpenTacsip 120 Mr oguH pa3 5 MTr ofguH pa3 Ha fo0y, 7 T 2,2 pasza
Ha 700y, 7 oHiB IOHIB

Jlominagip 400 mr/puTtonasip 100 mr gBiui Ha mob6y, 20 Mr omuH pa3 Ha goOy, T 2,1 pasza
17 nHiB 7 nHiB



Knomigorpens 300 mr, moTiMm 75 mr 4epe3 24 rogunau20 Mr, omHOpa30Ba go3a 1 2 pa3u

Femdibpo3un 600 mr ABidi Ha K00y, 7 OHIB 80 mr, ogHopa3oBa mo3a T 1,9 pasa

30inbmenss AUC po3yBacTaTHHy MeHILe HiX y 2 pa3u

PexuM go3yBaHHS NTiIKapChKOT0 3aco0y, 110 PexuM [03yBaHHA 3minu AUC

B3a€EMOJi€ PO3yBacTaTUHY po3yBacTaTUHY*

Entpomb6omak 75 Mr oguH pa3s Ha [o0y, 5 gHiB 10 mr, omHOpas3oBa go3a 1 1,6 pasa

Hapyuasip 600 mr/putonasip 100 mr gBiui Ha goOy, 10 Mr omuu pa3 Ha goOy, T 1,5 pasa

7 mHiB 7 mHiB

Tunpanasip 500 mr/putonasip 200 Mr gBidi Ha 10 mr, ogropa3oBa mo3a T 1,4 pasa

noby, 11 guiB

Iponenapon 400 Mr aBigi Ha KOOy He Bigomo 7 1,4 pasa

ITpakoHa3zon 200 Mr onuH pa3 Ha go0y, 5 AHIB 10 mr, omHOpa3oBa go3a 1 1,4 pasa **

E3etumi6 10 Mr opuH pa3 Ha 0oOy, 14 nHiB 10 mr ogun pas Ha moby, T 1,2 pa3sa **
14 nuis

3uuxenHsa AUC po3yBacTaTUHY

PexxuM go3yBaHHS NTiKapChKOT0 3aco0y, 110 PexuM fo3yBaHHA 3minu AUC

B3a€EMOJi€ PO3yBacTaTUHY po3yBacTaTUHY*

Eputpomitua 500 Mr yoTupu pa3u Ha o6y, 7 guiB 80 Mr, omHOpa3oBa go3a | 20%

Batikanin 50 mr Tpudi Ha 1o0y, 14 gHiB 20 mr, ogHOopa3oBa mo3a | 47%

* IlaHi, mpefcTaByeHi SIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIiBBiTHOIIEHHS MiXK 3aCTOCYBaHHSIM
po3yBacTaTHHY ¥ KoMOiHalii Ta okpeMo. [laHi, mpefcTaBiieHi y BUTIsAgi % 3MiHH, SIBISIOTE C06010 %
Pi3HULIIO BiTHOCHO IMOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTHHY OKPEMO.

30i/IbIIeHHS ITI03HAYEHO 3HaUYKOM 1, 3MEHIIeHHd - | .

** ByJo mpoBefieHO KinbKa AOCTiAKeHb B3a€MOil TpX Pi3HUX J03aX JIiKapChKOTro 3aco0y
po3yBacTaTHH, B Tabulli 2 ToJaHo HaubibIl 3HAYYIIEe CIiBBiIHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, SKi He Manu KIiHiYHO 3HAYYILIOTO BIJIMBY Ha crmiBBigHOmeHHS AUC
po3yBacTaTHHY IIPH OJHOYAaCHOMY 3aCTOCyBaHHi: aneryita3ap 0,3 Mr 7 mHiB; ¢peHodiOpaT 67 Mr 7
nHiB 3 pa3u Ha go0y; piykonason 200 mr 11 gHiB 1 pa3 Ha moby; ¢ho3ammpenasip 700 Mr / puTOHaBIp
100 mr 8 guiB 2 pa3u Ha go0y; KeTokoHa3on 200 Mr 7 mHiB 2 pa3u Ha moby; pudammin 450 Mr 7 gHiB
1 pa3 Ha mo6y; cunimapun 140 mr 5 gHiB 3 pa3u Ha m00y.

Bnaue po3ysacmamuHy Ha cynymHi aikapcoki 3acobu
AHmazoHicmu simamiHy K

4K i momo inmmx iHribitopiB 'MI'-KoA-pemykTasu, Ha MOYaTKy 3aCTOCYBaHHS JIiKapChKOT'0 3aco0y
po3yBacTaTuH ab0 IPH MiABHUINEHHI HOT0 03U Y MaIli€HTiB, SKi OMHOYACHO 3aCTOCOBYIOTh
aHTaroxictu BiTaminy K (Hanpuknan Bapdapus a0o iHIINE KyMapUHOBUY aHTUKOATYIISHT), MOXKJIUBE
MigBUIIEHHS MiXKHApPOOHOTO HOpMasi3oBaHoro cruiBBigHomeHHs (MHC). [IpunvHeHHS 3aCTOCYBaHHS
JiKapchKOro 3aco0y po3yBacTaTHH a00 3MeHIIeHHs HOoTro 03U MOoXKe IIPHU3BecTH A0 3HuXKeHHSI MHC.
Y Takux BuMagkax OaxKaHWM HamexXHUU MoHiTOpuHT MHC.

ITepopanvHi KoOHMpayenmuau/ 20pmoHo3amicHa mepanis (I'3T)

OnHoyacHe 3aCTOCYBaHHA JTIKAapCHKOT0 3aco0y po3yBaCTaTUH Ta IIepOpaIbHUX KOHTPAlleNTUBIB
npu3Boguio no nigsuiieHHs AUC eTuHinecTpaniony Ta Hoprectpeny Ha 26% Tta 34% BigmoBigHO.
Take mifBuUIlleHHS PiBHIB B IJIa3Mi KPOBi CJIifi Bpax0OBYBaTH IIpH MigOopi 1031 IepopanbHuX
KOHTpPaleNnTUBiB. [JaHux 1000 hapMakKOKiHEeTUKH JiKapChbKUX 3ac00iB y NalLi€HTIB, SKi OMHOYACHO
3aCTOCOBYIOTh po3yBacTaTuH Ta 3T, HeEMae, TOMy He MOXKHA BUK/IIOYaTH mMomibHOro edekTy. OmHak
KoMOiHallis IMMPOKO 3aCTOCOBYBaacs XKiHKaM B paMKax KJTiHIYHUX JOCIiMIZKeHb i mepeHoCcHIacs



noope.

IHwi nixkapcvki 3acobu

Huz2okcuH

3a JaHUMHU ClieliaJbHUX JOCTiAXKeHb KIiHIYHO 3HaYyIlol B3aEMOI] i3 IUTOKCHHOM He OYiKy€EThCS.
dy3udosa Kucaoma

IocmigXeHHsT B3aEMO{Iii po3yBaCTaTUHY 3 (Py3UI0BOIO KMCIOTOI HE MPOBOAUNNCS. PU3UK Mionarii, y
T.4. 3 pabmomionizom, Moxke OyTH 306iNbIIeHNH BHACTIOK CYTyTHHOTO 3aCTOCYBAHHS CUCTEMHOI
Gy3umoBoi KUCTIOTH 3i cTaTWHaMU. MexaHi3M 1iel B3aeMofii (hapMakoguHaMiuHui abo
dhapMakoKiHeTUYHMH, a0 i Te i iHIIe) MOKK He 3’scoBaHui. [ToBimoMIsiiIoCcs Mpo pabmomionis
(30KpeMa mesiki CMepTenbHi BUMTAgKK) Y MAIliEHTIB, SKi OTPUMYBaH It0 KOMOiHallio.

[TamieHTaM, y SKUX 3aCTOCYBaHHSI CUCTEMHOI (y31UJ0BOI KMCIIOTH BBAXKA€ThCS HEOOXiTHUM,
JIIKyBaHHS 03yBaCTaTUHOM CJIi[] IPUIIMHUTH Ha BeCh TEPMIiH JIiIKyBaHHSA (Py3UO0BOI0 KMCIOTOK. TakoxkK
[uB. po3xin «Oco6IMBOCTI 3aCTOCYBAHHS».

Tukaepesaop

Trukarpenop Moxe CIPAYUHUTH HUPKOBY HENOCTATHICTh i MOXKe BIJIMBATU Ha BUBEeHHS HUPKaMHU
po3yBacTaTUHY, 110 MiABUIIYE PU3UK HAaKOIHUUYEHHS PO3yBaCTaTHHY. Y OesAKUX BUIIagKaX OmHOYaCHe
3aCTOCYBaHHSI TUKArpeiopy Ta po3yBaCTaTUHY NMPU3BOAUIIO OO 3HUKEHHS (QYHKIIil HUPOK,
nigBuienHs piBHs KOK i pabmomionis. [Tig 4ac 3acTOCyBaHHSI TUKATPeIoOpy PeKOMEHIYEThCS
KOHTPOJIb PyHKLil HUPOK i KOK i po3yBacTaTuH OJHOYACHO.

Himu

HocnimKeHHS B3a€EMOIil IPOBOAWINCSA NHIIe V Hopocnux. CTymiHb B3a€MOIIl y AiTel HeBiIOMUMN.

Oco06.1ueocmi 3acmocye8aHHs1.
Bnaue Ha HUpku

[IpoTeinypis, BUsIBIIeHa Y pe3yJbTaTi aHalli3y 3a TeCT-CMyKKaMU Ta IIepeBakHO KaHaJIbIIeBOTO
IIOXOXKEHHs, CIIoCTepiranaca y Maui€HTiB, Kl JIKyBaJIuCS BUIIUMU [03aMU PO3yBacTaTUHY, 30KpeMa
40 wmr, iy GinbiocTi BumapkiB Oyna THM4acoBoio abo nmepepuBdacToio. [IpoTeinypis He Gyna
IIepeBiCHMKOM IoCTpol abo porpecyodol XxBopobu HUPOK (guB. po3min «I1o6iuHi peakii»). YacToTa
TIOBiZOMJIEHD ITPO CEPHO3Hi sBUINa 3 60Ky HUPOK Yy IIOCTMapKETUHTOBUX JOCTIiIKEHHIX BUILA ITPU
3acTocyBaHHi go3u 40 Mr. V maifieHTiB, sKi mpuitMaloTh JiKapchKui 3acib y mosi 40 mr, crifg
PETYIAPHO IePeBipATHA PYHKIIiI0 HUPOK.

Bnaue Ha CKe/iemHy MyckKyiaamypy

[TopyuienHs 3 60Ky CKeleTHOI MyCKyJIaTypy, HallpuKIiaf Mianris, MionaTis Ta 3pigka pabmomionis,
CIIOCTEpIranucs y MallieHTiB, SKi mpuitMasu 03yBacTaTUH y Oyab-IKUX H03aX, 0co6uBo Ginmbire 20 MrT.
Iyxe pigko BUMlafgKu pabooMionidy Big3Hayamucs IpU 3aCTOCYyBaHHi e3eTuMiOy y KoMmOiHarii 3
inribitopamu 'MI'-KoA-penykTa3u. He MoXKHa BUK/II0YaTH MOXKJIIKABICTh papMaKOAUHAMIYHOI
B3aeMofil (quB. po3din «B3aeMopmis 3 iHIMMU JTiKapChbKUMU 3aco0aMu Ta iHII BUAM B3a€EMOii»), a



TOMY TakKy KOMOiHaIIil0 CJTiff 3aCTOCOBYBaTH 3 00€PEeXKHICTIO.

4K i npu 3actocyBaHHi iHmux iHribitopis 'MI'-KoA-penykTasu, 4acToTa IOBiIOMIIEHD IIPO BUMAAKU
pabmomioni3y, MoB’I3aHOT0 i3 3aCTOCYBaHHSIM PO3yBaCTaTUHY, ¥ TOCTMAapPKETUHTOBUY Iepion Oyia
BUILLOI0 IIpHU 1031 40 mr.

PigeHb KpeamuHKiHa3u

PiBenb kpeatunkinasu (KK) He ciig BUMipioBaTH micis 3HaYHUX (HisMYHUX HaBaHTaXXeHb abo 3a
HasBHOCTI MOXKJIMBUX aJIbTEPHATUBHUX MPUYUH MiABuileHHS KK, 1110 MOXYTh YCKIagHIOBATH
iHTepnpeTalito pe3ynbTaTiB. AKo BuxigHi piBHi KK 3HauHO mipBumieHi (>5 pasis Buiie BMH),
IPOTSATOM 5-7 [HIB HE0OXigHO 3p0OUTH TOBTOPHUYM aHai3, 100 MigTBEPOUTH Pe3ylIbTaTH. AKII0
pe3yibTaTH TOBTOPHOT'O aHasi3y MifTBePAXKYIOTh, 1110 BuxinHe 3HaueHHsS KK Oinbile HiX B 5 pa3iB
nepesuiye BHM, 3acTocyBaHHS JIikapChKOT0 3ac00y IOYKWHATH He CIIif,.

ITeped nouamkom AiKy8aHHA

Po3yBacTartuny, sk i inmi inribiTopu ['MI-KoA-penykTa3u, ciif 3 06epekHiCTIO Tpu3HavYaTh
nalieHTaM 3i CXUIIbHICTIO J0 Miomatii/pabmomionidy. o hakToOpiB TAKOTO PU3UKY HajleXkKaTh:

- IOpPYIIEHHS (PYHKIIil HUPOK;
- TIIOTUPEO3;
- HasIBHICTb B 0cOOMCTOMY 260 pPOOMHHOMY aHaMHe3i CIIafKOBHX 3aXBOPIOBAHb M’s3iB;

- HaABHICTb B aHaMHe3i MIOTOKCUYHOCTI Ha (oHi 3acTocyBaHH4 iHmuMX iHTibiTopiB I'MI-KoA-
penykTa3u abo ¢ibparis;

- 3JI0BXKMBAHHS aJIKOT'0JIEM;
- BiK > 70 pOKiB;

- CUTYallil, 1110 MOXKYTh IIPU3BECTHU [0 IiIBUILIEHHS PiBHIB JTiIKAPCHKOTO 3ac0o0y y Ia3Mi (AuB. Po3mdinu
«Cmocib 3acTocyBaHHS Ta m03u», «B3aeMopmis 3 iHIIMMHU JTiKapChbKUMU 3ac00aMu Ta iHIII BUOK
B3aemofii» Ta «®apMaKOKIHETHKA»);

- CYIIyTHE 3aCTOCyBaHHS (iOparTis.

Y Takux malli€eHTiB I0OB’sI3aHUY i3 TiKyBaHHSIM PU3UK MOTPIOHO OI[iHIOBATH, IIOPiBHIOIOYH 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHAYEThCS KIIIHIYHUY MOHITOPUHT. AKIo BuxifHi piBHI KK
3HA4YHO mifgBuIeHi (>5 pasis umie BMH), nikyBaHHS TOYUHATH He CIIif,.

B nepiod snikyeaHHA

[TalieHTiB Cif MOIPOCKATH HEraHO MOBIIOMIISATH IIPO M’ g30BuM 6inb, cnabKicTh abo cygoMu
HEeBimoMoi eTiosorii, 0cOOMMBO SKIIO BOHKU CYIPOBOOKYIOTHCS HE3MYKAHHIM a00 THXOMAHKOI0. Y
TaKUX NalieHTiB noTpibHo BuMipioBatu piBHi KK. 3acTocyBaHHS niKapchKoro 3acoly ciif
npunuHuTH, Ko piBHi KK 3HauHo migBumeni (>5 X BMH) a6o sk1io cuMnToMu 3 60Ky M’g3iB
TSIKKi Ta CIIPUYMHSIOTH IMOJeHHUN TrucKoMpopT (HaBiTh gkiro piBHI KK = 5 x BMH). V paszi
3HUKHEHHS CUMIITOMIB Ta II0BepHeHHS piBHA KK M0 HOpMU MOXHa IIOHOBUTY TEpPAIIilo IIpernapaToM
po3yBacTaTyH abo anbTepHaTUBHUM iHTiOiTOpoM 'MTI-K0A-penyKTa3u y HalMeHIIIiN 103i Ta mif
peTenbHUM HarnggoM. PerynsapHo nmepeBipsaTu piBHI KK y acHMITOMaTUYHUX MMaLli€HTIB HEMa€E



noTpebu. [lyxKe pifgKo MOBigOMIISIIIOCS TIPO BUIIAAKU iMyHOOIIOCEPENKOBaHOI HEKPOTU3YI04o0l MiomaTil
(IOHM) nig yac abo micns Teparii ctTaTuHaMu, B TOMY YUCHIi po3yBacTaTuHOM. KTiHiYHUMY TposiBaMu
IOHM € cnabkicTh MpOKCUMaIbHUX M’SI3iB Ta MiIBUIIIEHHS PiBHS KPeaTHMHKiIHA3W y CUPOBATII, 110
30epiraeTbCcs HABITH MMiC/IS MPUNMHEHHS 3aCTOCYBAHHS CTATHHIB.

Y kniHiuHUX gocTigKeHHSX He OyJI0 OTPUMaHO J0Ka3iB MiIBULIEHOTO BIJIUBY Ha CKEJIETHY
MYCKYJIaTypy Y HEBEIMKOI KiJIbKOCTI IaIiEHTIB, SIKi MIpUIMaid PO3yBaCTaTHH Ta CYIyTHI JiKapChKi
3aco6u. OgHaK IifgBUINEeHHS YaCTOTH MiO3UTY Ta MiolaTil Bifl3Hayasocs y NallieHTiB, SKi npuiManu
inmi inribiTopu 'MI-KoA-penyKTa3u pa3oM i3 noxigauMu GpiOpoeBoi KMCIOTH, B TOMY YUCITi
reMpiépo3usioM, HUKIOCIOPUHOM, HIKOTUHOBOIO KUCIJIOTOIO, a30JIbHUMHU ITPOTUTPUOKOBUMU
npernapaTaMy, iHri6iTopaMu IpoTeasu Ta MaKpOoligHUMU aHTUOioTHKaMu. ['eMdibpo3un migBuiye
PHU3HKK MiolaTili Ipyu CymyTHbOMY 3aCTOCYBaHHi 3 geskuMu inribitopamu I'MI'-KoA. Tomy
3aCTOCOBYBATH PO3yBacTaTHHY Y KoMOiHalii i3 reMmpibpo3unom He peKoMeHay€eThCsa. KopucTthb
II0JaJIbINIo] 3MiHU PiBHSA JIMIMIB IPU 3aCTOCYBaHHI TiKapCchKoro 3acoby po3yBacTaTuH y KoMOiHalil i3
¢ibpaTamu ab60 HiaMHOM MOTPIOHO PETENbHO 3BaXKyBaTH MOPIBHSAHO i3 IOTEHI[INHUMU PU3UKaMH,
TIOB’SI3aHMMU i3 3aCTOCYBaHHSAM TakKux KoMmOiHaii. [1o3a 40 Mr mpoTUNOKa3aHa MpU CyMyTHHOMY
3acTocyBaHHi (ibpatiB (muB. po3minu «B3aemopmis 3 iHIMMMYU TiKapChKUMU 3aco0aMu Ta iHIII BUOU
B3aeMopili» Ta «[1o6iuHi peakirii»).

Po3yBacTaTuH He CJIifl 3aCTOCOBYBATHU CIIiJIbHO 3 CUCTEMHUMH JIiIKapChbKUMHU 3aco0aMu Qpy3unoBoi
KHMCIO0TH ab0 IpoTsaroM 7 OHIB micis MPUIMHEHHS JTiKyBaHHS Gy3UI0BOI0 KUCIOTO0. [1alieHTaM, y
SKMX 3aCTOCYBaHHS CHCTEMHOI (Py3KO0BOI KMCIOTH BBaXKa€ThCSI HEOOXiMHUM, JTiIKyBaHHS CTaTUHAMMU
CJIi[l TPUNIMHUTY Ha BECh TEPMiH JIiKyBaHHS (y3UI0BOI0 KUCIIOTOI0. [ToBifoMIsAIoCs Ipo pabmoMionis
(B TOMY 4MCIIi IEeKinbKa CMepPTETbHUX BUMAAKIB) ¥ MALiE€HTIB, SKi oTpuMyBanu KoMmOiHatio ¢y3umosoi
KHCJIOTH Ta CTATUHIB (OuB. po3min «B3aemopmis 3 iHIIMMYU JTiKapCbKUMHU 3aco0aMu Ta iHIM BUIH
B3a€eMofil»). [TalieHTaM CIifi MOpafuTH HeTaHO 3BEPHYTHUCS 110 MeAUYHY [OIOMOTY, SKIIIO BOHU
Bim4yBaioTh OyIb-sIKi CUMIITOMU M’130B01 ci1abkocTi, 60110 abo XxBopoOIuBoi YyTIuBOCTi. Tepariio
CTaTMHAMU MOXKHa ITIOBTOPHO IIOHOBUTU Yepe3 CiM OHIB IiCJig 0CTaHHBOI 03U (y3UA0BOI KUCTIOTH. Y
BUHSITKOBUX BUIIAaKaX, KOIU HeoOXigHa IIPOIOHTOBaHa CUCTEMHA (y3uooBa KHMCIIOTa, HATPUKIIa,
IJIS TiKYBAHHS TSXKKUX iHGEKIIiN, HeoOXimHICTh OMHOYACHOTO 3aCTOCYBAaHHS PO3yBAaCTATHH Ta
(Gy3uaoBOl KACIIOTH MMOBUHHA PO3TJISIOATHUCS TiJIbKY B KOKHOMY KOHKPETHOMY BHIIAAKY 1 IIifl
pPeTENbHUM MeIUYHUM HarjIsgoM.

pO3yBacTaTUH He CJIifl 3aCTOCOBYBATH IalliEHTaM i3 TOCTPUMU, CEPIO3HUMU CTaHaMH, 10 CBif4yaTh
Ipo MiomnaTiio abo MOXKIUBICTh PO3BUTKY HUPKOBOI HEJOCTATHOCTI BHACIIMOK pabooMioni3y (TakuMuy,
K CEIICUC, TillOTeH3is, BeJIKe XipypriuHe BTpy4aHHS, TpaBMa, TSKKi MeTab0liuHi, eHIOKPUHHI Ta
eJIEKTPOJIITHYHI po3nagy abo HEKOHTPOJIbOBaHi CyIOMHU).

Tsaocki wKipHi nobivuHi peakuii

[Tpu 3acToCyBaHHI pO3yBacTaTHHY IOBIOMIISIOCS TIPO TSXKKi MIKipHi m00iYHi peakilii, BKII0O4al0un
cuagpoM CriBeHca-[[?)KOHCOHA Ta peakliilo Ha JIikapChKi 3aco00u y BUTISAMI €03MHOQIII Ta CUCTEMHUX
nposiBiB (DRESS cuHapoM), siKi MOXKYTh OyTH HeOe3MMeYHUMU AJIsT KUTTS a00 HaBiTh JleTanbHUMH. I1if
Yyac IpH3HavYeHHS pO3yBaCTaTUHY IMAIli€HTIB CJIif TPoiHGOPMyBaTH PO MOXKIUBICTE BUHUKHEHHS
O3HaK Ta CUMIITOMIB TSXKKHUX IIKiPpHUX peakliii Ta peTeIbHO KOHTPOJIIOBATU CTaH. Y pa3i BAHUKHEHHS
O3HaK Ta CHMIITOMIB, IIJ0 CBiAYaTh PO L0 peakliio, CIIifi HeraiHo MPUIXHUTU 3aCTOCYyBaHHS
pO3yBaCTaTUHY Ta PO3TJISHYTU aJbTepPHATUBHE JTIKyBaHHS.

AK110 y maIfieHTa IIpy 3aCTOCyBaHHI PO3yBaCTaTHHY PO3BUHYJIACS CEPHO3HA PeakKllisl, Taka sK
cuagpoM CriBeHca-[[:koHCOHa abo DRESS cunpgpom, He MOXkKHa PO3MOYMHATH JIiKyBaHHS JTiKapChKUM
3aco060M y KOTHOTO pasy.



Bnaue Ha neuiHKy

Aki i inmi inribitopu 'MTI-KoA-penyKTa3u, po3yBacTaTHH CJIifi 3 00epekHICTIO 3aCTOCOBYBaTH
nalieHTaM, SIKi 37I0BKUBAIOTh aJIKOT0JIeM Ta/ab0 MaloTh B aHaMHe31 3aXBOPIOBAHHS MTEYiHKH.

PexomeH0BaHO nepeBipsaTH 0ioxiMiuHi MOKa3HUKY (DYHKIIII MeYiHKY mepeq] 0YaTKOM JIiKyBaHHS Ta
yepe3 3 Micsli TOTOMY. 3aCTOCYBaHHS JIiIKAPChKOTO 3ac00y PO3yBacTaTHH CJIii IPUIUHUTHU a0
3MEHIIUTH 03y, SKI0 PiBEHb TPaHCaMiHa3 y CUPOBATLi 6ibIlle HiXK BTPUYi IIEPEBUIIYE BEPXHIO
MexXYy HopMH. YacToTa IoBigqoMIIeHb IIPO CePHo3Hi sSBuIla 3 O0KY MediHKM (TepeBaxHO IIPo
IiABUINEHHS PiBHS TpaHCaMiHa3 MeYiHKM) y MmicispeecTpaliiuuii nepion 6yna 6inbIioo mpu
3acTocyBaHHi f1o3u 40 Mr.

Y nmaiieHTiB i3 BTOPUHHOIO TillepxoJjieCTePHHEMIEI0, 3yMOBJIEHOIO TiOTHPe030M a0o HepPOTUUHUM
CHHIPOMOM, CJIifi CTIOYaTKy BUIIKYBaTU OCHOBHY XBOpOOY, MepIll HiXK MOYKWHATHU Tepallilo TiKapChKUM
3aco00M po3yBacTaTHH.

Pacosa HanedcHicmb

HocnimxeHHS (papMaKOKiHETUKY CBif4aTh IIPO 3POCTAHHS €KCIIO3MUllii y MallieHTiB MOHTOJIOIIHOI pacu
npuONIKU3HO BABiYi IOPIBHSIHO 3 €BPONENIAME (OUB. po3minu «Crocid 3aCTOCyBaHHS Ta J03U»,
«IIpoTunoka3aHHsa» Ta «PapMaKOKiHETHKA»).

IHeibimopu npomeasu

[TigBuIleHa cUCTEMHa eKCIIO3UIIisl 0 PO3yBacTaTUHY CIIOCTepiranacs y ocid, sKi 3aCTOCOByBajIu
po3yBacTaTHH CYIYTHHO i3 pi3HUMU iHTiGiTOpaMu MpoTea3u y MOENHAHHI i3 puToHaBipoM. Cifg
00MipKyBaTH SIK KOPUCTb Biff 3HMKEHHS PiBHS MiMifiB 3a JOIIOMOTO0I0 JTiIKaPCHKOTO 3aC00y
po3yBacTaTHH y manieHTiB i3 BIJI, gki oTpuMyt0Th iHTibiTOpY IpPOTEasu, Tak i MOKIIUBICTH
MigBUIIEHHS KOHIIEHTPAIid po3yBaCTaTUHY Yy IJIa3Mi KPOBi Ha [TOYaTKY Tepallil Ta Py HiABUIIEHH]
I03U PO3yBAaCTATHHY y Malli€eHTIB, SKi OTPUMYIOTH iHTibiTOpHU mpoTea3u. OfHOYACHE 3aCTOCYBaHHS
JiKapchKOro 3aco0y 3 JesIKUMH iHTiGiTOpaMu MpoTea3u He PeKOMEHAYEThCS, SKII0 003a
po3yBacTaTHH He CKOpUTroBaHa (OuB. po3gin «Cmocib 3acTocyBaHHS Ta HO3u» Ta «B3aeMofis 3
iHIMMMY TiKapChKUMU 3aco00aMu Ta iHIII BUOU B3AEMOMIl»).

IHmepcmuuiaavbHa x8opoba snezeHb

[Tig yac 3acToCcyBaHHS OeSKUX CTaTUHIB, 0COOIMBO IIPX TPHUBAJIOMY JIiKyBaHHi, TOBIIOMIISAIOCS IIPO
BUHSITKOBI BUTIIQ[IKX IHTEPCTUIlIAIbHOI XBOPOOU nereHs (AuB. po3fin «ITo6iuni peakmii»). 1o mposiBiB
11iel XxBOpoOu MOXKHA BiTHECTH 3aAUINKYy, HEIIPOOYKTHBHUY Kallle/Ib Ta 3arajibHe MOTipIeHHs CTaHy
(cToMTIOBaHICTh, 3HUKEHHS MaCH Tijla Ta Tapsyka). Y pasi migo3pu Ha iHTepCTUIiabHY XBOPOOY
JIereHb 3aCTOCYBaHHSA CTATUHIB CJIifi IPUIIMHUTH.

Llykpoaull diabem

Iesiki (hakTH CBigUaTh, IO CTAaTUHY, SIK KJac, MigBUIIYIOTh PiBEHb ITIIOKO3U B KPOBI Ta Y OESIKUX
TIAIiEHTIB, IKUM 3aTrpOXKy€ BUCOKUIM PU3UK PO3BUTKY I[YKPOBOIO HiabeTy B MalOyTHHOMY, MOXKYTh
CIIPUYMHSTH TillepriikeMilo TaKOTO PiBHS, 3a SKOro HeoOXigHe HallekKHe TiKyBaHHS I[yKPOBOTO
niabety. Lo 3arpo3y, ogHakK, IepPeBUIIy€e 3HUKEHHS PU3UKY CYAUHHUX MOPYIIeHb IIPU 3aCTOCyBaHHi
CTaTHHIB, i TOMy BOHa He Ma€ OyTH IiACTaBOIO AJiI IPUIMHEHHS Tepalil cTaTHHaMu. 3a NalieHTaMu
IPyIM PU3KKY (piBEHb ITIOK03H Hatie 5,6-6,0 Mmoins/n, IMT >30 Kr/M’, mifBuiiesnii piBeHb
TPUTIIiLIEePHUiB, apTepianbHa TinepTeHsis) CIil BCTAHOBUTH SK KIIiHIYHKN, Tak i OioxiMiuHMH
KOHTPOJIb 3TiAHO i3 HalliOHAIbHUMH KEePiBHUIITBAMHU.



Y nmocnigxenni JUPITER 3apeecTpoBaHa 3arajibHa 4acTOTa IIYKPOBOTO AiabeTy cTaHoBuma 2,8% y
rpyni npuitoMy po3yBacTaTuHy Ta 2,3% — y rpymi mane6o, mepeBaXxHo y MallieHTiB i3 piBHEM
TJIFOKO3M HaTIe Bif 5,6 10 6,9 MMOIB/II.

Himu

Ouinka niHIMHOTO POCTy (3picT), Macu Tina, IMT (iHgekCcy Macu Tifia) Ta BTOpDUHHUX XapaKTEPUCTUK
CTaTeBOro N03piBaHHA 3a TaHHepOM y AiTel BiKOM Bif 6 1o 17 poKiB, sKi IpuiiManu po3yBacTaTuH,
oOMezkeHa IepiofoM TPUBAJICTIO 2 poku. Ilicng 2 pokiB HOCHigKyBaHOTO JIiIKYyBAHHS XKOJHOTO BILJIUBY
Ha pict, Macy Tina, IMT abo craTteBe Jo3piBaHHS BUSBIEHO He OyJ10 (OUB. PO3Min
«QapmakoauHaMika»). Y KIIiHIYHOMY OOCHiAXKEeHH] y giTel Ta MifIiTKiB, Kl IpUiMaIu po3yBacTaTUH
npotsaroMm 52 THXKHIB, nifpBuiieHHs piBHSA KK >10 pagis Buire BHM Ta cumntomu 3 60Ky M’S3iB micis
Gbi3znyHOro HaBaHTaxKeHHs abo migBuUIeHOl Gi3n4HOI aKTUBHOCTI CIIOCTEPirasucs YacTille MOPiBHSIHO
3 TAKUMHU Y JTOPOCTUX (OuB. Po3min «[TobiuHi peakiii»).

HemepeHOCHUMICTh TaKTO3H.

[Tpemapat MiCTUTh TaKTO3Y. ITalfieHTaM 3 PigKiCHUMM CITafIKOBUMM 3aXBOPIOBAHHSIMHE, TAKUMHU SK
HENePeHOCHUMICTh TajlaKTo3u, NediluT TaKTas3u abo MOPYIIEHHS 3aCBOEHHS TIIIOKO3U-TalTaKTO3U, HE
CJIi[l TpU3HAYaTH Ie¥ JTiKapCchKui 3acil.

Lle#t nmikapcbkui 3aci6 mictuth HaTpill. Crig 6yTy 00epekHUM MPU 3aCTOCYBaHHI MallieHTaM, SKi
3aCTOCOBYIOTh HATPi-KOHTPOJILOBAHY HIETY.

Y nmooguHOKMX BUNagKaXx IOBiMOMIISIOCS, 110 CTaTUHY iHAYKYI0Th «de novo» abo 3arocTpioioTh BxKe
icHylouy MiacTeHiio rpasic abo ouHy MiacTeHito (ouB. po3gmin «I1o6iuHy peakuito»). V pasi
3aroCTPeHHS CUMIITOMIB CIIi[l IPUIMHUTY IPUIOM PO3yBacTaTuHy [10BiIOMIISIOCSA PO PELUOUBU
IIPY IIOBTOPHOMY 3aCTOCYBaHHi TOT0 caMOT0 abo iHIIIOT0 CTaTHHY.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
3acToCcyBaHHS PO3yBaCTATUHY Y IePiof BariTHOCTI abo romyBaHHS TPYAOI0 IPOTUIIOKA3aHe.
2KinkaM penpoayKTUBHOIO BiKy CIIif] 3aCTOCOBYBaTH HafliliHi MPOTH3aITigHI 3aco0u.

OcCKinbKM XOJIECTEPHUH Ta iHIII TPOAYKTU Oi0OCMHTE3Y X0JIECTEPUHY € BaXKTUBUMU OIS PO3BUTKY
1JI0fa, TOTEeHUiNHUY pu3uK inridyBanus ['MI-KoA-penyKTasu y mepiof BaTriTHOCTI mepeBaxkae
KOPHUCTH Bif Teparril. [laHi, oTpuMaHi 3a pe3y/lbTaTaMy JOCIiAKeHb Ha TBapUHaX, CBigyaTh IIPO
oOMexkeHUM BiICTpOYEeHUM TOKCUYHUIM BIIUB. Y BUMIAAKY HaCTaHHS BariTHOCTI y mepion
3aCTOCYBaHHS IIpelapaTy MOAasblIly Teparito CJIif BIAMIHUTH HETalHO.

OckinbKy iHIMM TiKapChbKUM 3acib 1IbOTO KJIacy MPOHUKAE y TPyIHE MOJIOKO JTIIONWHU Ta BPaxOBYIOUH,
mo ixriditopu I'MI'-KoA-penyKTa3u MOXKYTh CIPUYHHSTHA Cepio3Hi HebaxKaHi peakilil y HEMOBJIAT,
JXKiHKaM, 5IKi MoTpeOyIoTh JTiKyBaHHS PO3yBACTATUHOM, CIIil pPEKOMEHAYBATH YTPUMATHUCS Bif
romyBaHHS rpyanio. [laHUX OO0 MPOHUKHEHHS PO3yBACTATUHY Y IPYIHE MOJIOKO Yy JTIOOUHYU HEMae
(muB. po3gin «IIpoTunoka3aHHg»).

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



HocmifKeHHS OO0 BIJINBY PO3yBAaCTAaTHHY Ha 30ATHICTh KepPyBaTH aBTOTPAHCIIOPTHUMHU 3aco0aMu
abo iHmMMy MexaHi3MaMu He mpoBofauiy. [Ipyu KepyBaHHI aBTOTPaHCIIOPTOM abo poboTi 3 iHmmMMu
MeXaHi3MaMu CJlif] BpaX0BYBaTU MOXKJIUBICTh 3allaMOpPOYEHHs Y [1ePiof JIiKyBaHHS.

Cnocib 3acmocyeaHHsi ma do3u.

Ilo moyaTKy Teparlil nallieHTa CJIifi TepeBecTy Ha CTaHOAPTHY [i€Ty 3i 3HUKEHUM BMiCTOM
XO0JIeCTePUHY, KOl MOMY CJIii JOTPUMYBaTHUCA i IpU PoBefeHHi Teparil. [o3u migdupaTtu
iHAUBiyanbHO, 3 ypaxyBaHHSM METH Tepallil Ta BigmoBifi Ha Hel, JOTPUMYIOUNCh TOTOYHUX
y3TOIKEHUX PeKOMEeHalli}.

Po3yBacTaTvH MOXHa MpUAMaTH y OyAb-sIKUH Yac IPOTATOM [IHS, He3aJeXKHO Bifl mpuiioMy ixi.
TabmeTKy He CIif po3KoByBaTH abo0 noapiOHIoBaTH. TablIeTKy KOBTAIOTh I[iJI00, 3allMBA0YX BOAOIO.
JIiKyBaHHA 2inepxosecmepuHemii.

PekomeH0BaHa MOYaTKOBA [I03a CTaHOBUTHL 5 ab6o 10 Mr mepopasnbHo 1 pa3 Ha goOy A1 MallieHTIB,
SKi He OTpUMYyBaJli IIpenapaTiB I'Pynyu CTaTUHIB paHille, abo MaIlieHTiB, SKi OTPUMyBaJIu paHilile iHIIi
inribitopu I'MI'-KoA-penykTa3u. [Ipu BuOOpi 04aTKOBOI AO3U CJIifi BpaXOBYBaTH iHAWBIAyabHi
TIOKAa3HUKM, TaKi K PiBeHb X0JIECTEPUHY Ta PU3UK CEPIIEBO-CYIUHHUX MOPYIIeHb ¥ MakOyTHEOMY, a
TAaKOXK iMOBIpPHICTh PO3BUTKY HeOaxkaHUX peakiliii. KopuryBanHus mo3u 3 il MifBUILIEHHSM V pa3i
HeoOXigHOCTI 3OiMCHIOETHCS Yepe3 4 TuxkHi. Yepe3 migBUIIeHHS YaCTOTH BUHUKHEHHS IMOOIYHUX
peakiii migBuileHHs 003U 10 40 MI peKOMEeHAYEThCS BUHSATKOBO IIPHU JIIKyBaHHI IAIi€HTIB i3
rinepxoyieCTepUHEMIEI0 BUCOKOTO CTYIEHS TAXKKOCTI, IIPKA BUCOKOMY PU3UKY BUHUKHEHHS CEpLEeBo-
CYAVHHUX MOPYIIEeHb (30KpeMa Y XBOPUX i3 CiMEWHOI0 TillepXx0IeCTEPUHEMIED), KOIU IPUKAOM
npemnapary y mo3i 20 Mr Ha mo6y He 3a6e3neuyye 6axKaHOr0 pe3yabTaTy, 3a YMOBU ITPOBEIEHHS
PEryJsipHOTO JIIKapChbKOT0 HATJIAay.

ITpogpinakmuka nopyweHbs 3 6OKY cepueso-cy0uUHHOI cucmemu.

Y xomi mocmimKeHHS BIJIMBY IIperapaTy Ha 3HUXKEHHS PU3UKY YCKIIafHEeHb 3 O0KY CepleBOo-CyaMHHOI
CHCTEeMHU IIperapaT 3acTOCOBYBaju y 0o3i 20 Mr Ha mo0y.

ITauieHmu AiMHb0O20 BIKY.

[Tpu 3acTocyBaHHI Iipenapaty y Tepartril ocid BikoM Bif 70 poKiB peKOMeHOBaHa [T09aTKOBa 403a
TIOBUHHA CTaHOBUTHU 5 MT. [lofiasbiile KOPUTYBaHHS J03U, 3yMOBJIEHE BiKOM TallieHTa, He MOTPi0He.

ITauienmu i3 HUPK0BOI HeAoCMamHicmio.

KopuryBaHHS 003U NIpU 3aCTOCYBaHHI IIpelapaTy y Teparii MaIfieHTiB 3 MOPyIIeHHIM (QYHKIIiI HIPOK
HU3BKOTO ab0 IIOMiPHOT'O CTYTIEHS TSIKKOCTi He MOTpPibHE.

[Tpu 3acToCyBaHHI IIpenapaTty y Tepallil IallieHTiB 3 MOPYLUIEHHSIMU (QYHKII1 HUPOK IIOMipHOTO
CTyIleHs TAXKKOCTI (KyIipeHc KpeaTuHiny < 60 MJI/XB) peKOMeHJ0BaHa [104aTKOBa [j03a [I0BUHHA
CTQHOBUTH 5 Mr. 3aCTOCYyBaHHS PO3yBaCTaTHHY Yy Tepallil IallieHTiB 3 MOPYLIeHHSAM (QYHKIII HUPOK
BHCOKOT'0 CTYII€HS TSIKKOCTI IPOTUIIOKa3aHe y Oyab-IKUX A03aX.

ITauienmu i3 nopyweHHAMU QYHKUII NneyiHKU.



Y nmatieHTiB i3 mopyieHHIMU QyHKIII TeYiHKY, 110 OIiHIoBanucs y 7 abo MeHIle 0asiB 3a K00
Yaiinga-I1'10, migBUILIEHHS CHCTEMHOI €KCIIO3UIlii po3yBaCTaTUHY He crocTepiranocs. OgHak B ocib i3
nopyiieHHsMH ¥ 8 Ta 9 OaniB 3a mkanoo Yainma-I1'10 cucTeMHa eKCIIO3HIIis 3pocTana. Y TaKux
MAI€HTIB JOLIIBHOIO € OIliHKa (PyHKIIil HUPOK. [JOCBifl 3aCTOCyBaHHA IIpenaparTy nalieHTaM, SKi
Habpanu Oinbie 9 6amniB 3a mKkanoio Yainma-I1'1o, BincyTHiN. Po3yBacTaTHH NPOTUIIOKa3aHUM
malfieHTaM 3 aKTUBHUMU 3aXBOPIOBAHHSIMU MEYiHKH.

Paca.

Y nanmi€eHTiB MOHTOJIOIIHOL pacH CIOCTepiranacs MmifBUIlleHa CUCTEMHA €KCIIO3UI[is IIpemnapary.
PexomMeH0oBaHa II0YaTKOBA [I03a y Tepallil TaKUX Malli€EHTiB CTAHOBUTE D MT.

I'enemuyHul noaimopgism.

[TeBHi TUNIM TEHETHYHOTO MOMIMOP(i3My MOXKYTh IPU3BOOUTHU [0 IMiABUILIEHHS €KCIIO3UIIil
po3yBacTaTUHY (OUB. po3ain «PapMakokiHeTuKa»). [TalieHTaM i3 BifOMOI0 HasBHICTIO TAKUX TUIIIB
noJ1iMop¢i3aMy peKOMeHy€EThCS 3aCTOCOBYBATH MEHIITY NOOOBY 03y pO3yBacTaTHUHY.

ITauienmu 3i cxuabHicmio 00 po3BUMKY Mionamii.

PekoMeHgoBaHa moYaTKOBa [03a y Tepallil Mali€HTiB, CXAJIbHUX A0 MiomaTil, TOBUHHA CTAHOBUTH 5
MT.

CynymHe 3acmocCy8aHHA.

Po3yBacTaTuH € cyOCTpPaTOM [Jid Pi3HUX TpaHCHOPTHUX OinkiB (Hampukiam, OATP1B1 ta BCRP).
Pusuk miomnarii (BKItoyaouu pabmoMioni3) mifgBUIYETHCS IPU OOHOYACHOMY ITpUUOMI IIpemapaTy
pa3oM 3 IeBHUMHU JTiKapChKUMU 3aco0aMy, 3TaTHUMHU IIiIBUIIyBaTH KOHIIEHTpallil pO3yBaCTaTHUHY Y
m1a3Mi KPOBi 4yepe3 B3aEMOIiI0 3 UMK TPAHCIOPTHUMHU OiTKaMu (HalpUKIIal, IMKIOCIOPHUH Ta AesKi
inribiTopu mpoTea3u, BKIIOYaYd KOMOiHaIli puTOHABIpY 3 aTa3aHaBipoM, jomiHaBipoM Ta/abo
TUNPaHaBipoM). [1py MOXKIMBOCTI HEOOXiTHO PO3TJISHYTHU albTepHATUBHE JIIKYBaHHS i, SIKIIO
HeoOXiTHO, TUMYACOBO IPUIUHUTHU JIiKYBaHHS PO3yBaCTAaTUHOM. Y CHUTYallisIX, KOJIU OJHOYACHOTO
BBe[IeHHS IUX JTiIKapChKUX 3aC00iB pa3oM i3 po3yBacTaTHHOM YHUKHYTH HEMOXKJIMBO, Tpeba
3BaXKyBaTH BCi IlepeBaru Ta PU3UKH CYNyTHLOTO JIIKyBaHHS Ta PETENIbHO MifdupaTu f03y Ipenapary.

Himu.
3acTocyBaHHS JTiIKapChKOT0 3aco0y HiTSM Ma€ IMIPOBOOUTH JIUIIE CIIeIliaicT.

[liTy Ta mimIiTKy BikoM Bim 6 mo 17 pokis (cramis Tanuepa “II-V).

[eTepo3UTOTHA CiMelHa TinepxoiecTepruHeMis

3BUYaliHa o4YaTKoBa M000Ba Ho03a OIS [iTel Ta MiIIiTKiB i3 reTepO3UTr0THOIO CiMENHOI0
rimepxojyieCTepUHEMI€I0 CTaHOBUTE 5 MT Ha 100y .

. 3BMYaiiHa [03a OJId OiTed BIKOM Bif 6 o 9 poKiB i3 reTepo3uroTHOI CiMENHO0
rinepxonecTepuHEMi€l0 CTaHOBUTE Bifm 5 Mr go 10 Mr mepopaibHO OfKH pa3 Ha no0y. besmeka Ta
e(eKTHUBHICTh 3aCTOCYBaHHS JIiIKapChKOTro 3acoby y mo3ax Oinbite 10 Mr y 1ift momynsiii He
LOCIIiAKYBaJIUCS.



. 3BrYaiiHa [03a Oy giTed BikoM Big 10 o 17 pokiB i3 reTepo3UroTHOI CIMEHHO0
rinepxonecTepuHEMi€l0 CTAaHOBUTE Bif 5 Mr go 20 Mr mepopaibHO OfUH pa3 Ha no0y. besmeka Ta
e(eKTHUBHICTh 3aCTOCYBaHHS JTiKapChKoro 3acoby B go3ax Oinbire 20 Mr y Iill monymnsiii He
OOCIIiAKYBaJIUCS.

[TigBuiIyBaTH [O3Y CIif BiAMOBIAHO OO iHAMBiAYya/IbHOI BiAOBIAI AUTUHYU Ha JiKyBaHHS Ta
IIepeHOCUMOCTi JTiIKapChKOTO 3aco0y, IOTPUMYIOUKUCh PeKOMEeH Iallill 010 TiKyBaHHS HiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [Ilepen moyaTKoM Tepariil po3yBacTaTUHOM [JiTIM Ta MifjIiTKaM
CJIi[l TPU3HAYUTH CTaHAAPTHY Till0XOJIeCTEPUHEMIYHY Hi€TY, SIKOI MallieHTH Mal0Th JOTPUMYBaTHUCH i
MIPOTSATOM JTiKyBaHHS.

['OMO3UTOTHA CiMelHa TimepxolecTepruHeMis

PekomeHnngoBaHa MaKcHMallbHa [03a OJIg OiTed BIKOM Bif 6 1o 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rimepxonecTepuHeMiel0 CTaHOBUTEL 20 MT OIMH pa3 Ha Ho0y.

PexomeH0BaHa IOYaTKOBA [I03a CTAHOBUTE Bif 5 Mr 1o 10 Mr oguH pa3 Ha [00y 3aneKHO Bif BiKy,
MacH Tifla Ta MOMEePeIHbOT0 3aCTOCYBAaHHS CTAaTUHIB. [TigBUITyBaTH MO0 MaKCHMabHOI fo3u 20 MT
OOuH pa3 Ha moby ciif BignoBigHO O iHAMBigyasnbHOI BiATIOBiAl AUTUHY Ha JiKyBaHHS Ta
IIePEeHOCHUMOCTI IIpemnapaTy, JOTPUMYI0YHACh PEKOMEH AL} 00 TiKyBaHHS AiTel (guB. Po3min
«Oco6uBOCTi 3acTOCyBaHHS»). [Iepe[ MoYaTKOM Teparlil po3yBaCTaTHHOM [iTSIM Ta MifIiTKaM CIif
IIPU3HAYUTH CTAHAAPTHY Till0X0JIeCTEPUHEMIUHY AIi€TY, KOl IalliEeHTH MaloTh JOTPUMYBATHUCH i
IIPOTATOM JIiKyBaHHS.

IocBin nikyBaHHS ITi€l momynsil y mo3ax Oinbie 20 Mr oOMeKeHUH.
TabmeTku 1Mo 40 Mr He 3aCTOCOBYIOTD AiTSIM.

IliTy BiKOM 10 6 POKiB

Besneka Ta eeKTUBHICTb 3aCTOCYBaHHS JIiIKapChKOT0 3ac00y [iTSIM BiKOM [10 6 POKiB HE BUBYAJIUCE.
Takum ynHOM, IIpenapaT CyBapaio He PEKOMEHOYETHCS 3aCTOCOBYBATH HITSIM BIKOM O 6 POKIB.

Ilepedo3yeanHns.

Y BUnDagKy repeno3yBaHHS MAlliEHTY CJIif HafaTh CUMIITOMATHYHe JIiKyBaHHS, 3a MOTpeboio
IIPOBECTH MigTPUMYBaIbHY Tepalilo. HeoOximHKI MOHITOPUHT QYHKIIiHM eYiHKY Ta PiBHSA
KpeaTuHKiHa3u. IIpoBeneHHs reMofiai3y, iMOBIpHO, € HEOOLIIbHUM.

ITobiuni peakuii.

He6axaHi sgBuIIa, II0 Bif3HAYaIOTHCS IIPYU 3aCTOCYBaHHI PO3yBaCTAaTHUHY, 3a3BHUYal JIerkKi Ta
TM4YacoBi. HeOaxkaHi peakmii kimacudikoBaHi 3a 9aCTOTOI0 Ta CHCTEMHO-OPIraHHUMHY KJIaCaMH.

3a yacToTor0 HebaxKaHi peakiril po3moineHi TakuM yuHOM: 4acTo (= 1/100 ta < 1/10), HeyacTo
(= 1/1000 Ta < 1/100), pimko (= 1/10000 ta < 1/1000), myxe pigko (< 1/10 000), HeBimomoi
YacTOTU (HEMOXKJIMBO OIIIHUTH 3a HasIBHUMU MaHUMHU).

CHCTEMHO-OpPTaHHUMN HacToTa HeBigoMa

Tac YacTi HeuacTi Pimki [yxe pigki




3 60Ky Kposi ma
1imppamuyHoi

TpoMOOIIUTO-TIeHis

cucmemu

3 60Ky imMyHHOT Peaxirii

cucmemu rinepuyTiIu-BOCTI, B
TOMY YHCIIi

QHTiIOHEeBPO-TUYHUH
HabpsK

FHOOKpUHHI po3aadu [LlykpoBuii
miaGet'
ITcuxiuHi po3aadu enpecis
3 60Ky Hepsosoi [oymoBHUI Oifb, [TonineBpo-narig,|[lepudeprdna
cucmemu 3allaMopo-4YeHHS BTpaTa IIaM’'ATi |[HeBpomarTis,

PO3Nafu CHY (B TOMY
uncni 6e3COHHS Ta
HiyHi KOIIMapu)
MiacTeHis rpasic

3 60Ky opeaHis
OuxaHHs1, 2pyoHOi
KAimKu ma
cepedocmiHHA

Karens, 3aguIIKa

3 60Ky WayHKO8O- 3amop, HyZ#oTa, [TaHnKpeaTuT [iapes
Kuwxoso2o0 mpakmy |abmomiHamb-HUH
6inb
3 60Ky [TigBuiieHHS PiBHSA [2KOBTSHUIA,
2enamobiniapHoi MeYiHKOBUX rermaTuT
cucmemu TpaHCaMiHa3
3 60Ky wKipu ma CBepbix, CHHIPOM
niowkipHoi BHCHII, CriBenca-JI>KOHCOHA,
KAIMKOBUHU KPOIIUB' THKa peakllis Ha JIiKu y
BUTTISAI e03uHOGITil Ta
CHCTEeMHUX [IPOSIBiB
(DRESS cunpapom)
3 60Ky ckesnemHoi Mianris Mionarist (B Tomy |ApTpanris [TopymeHHs 3 60Ky
MyCKy/iamypu ma 4UCIIi MiO3UT), CYXOXKHUJIb, IHKOJIX
CNno/yyHOI MKAHUHU pabnoomiois, yCKIagHeHi
BOBYAKO-ITOMiIOHUH [PO3pPUBAMH,
CUHIPOM, PO3PHUB iMyHOOIIOCe-peJKOBaHa
M’ 131B HEKpPOTU3YI0-4a
IMiomaTis
3 60Ky HUPOK Mma emaTypis
ceuosulinbHOl
cucmemu
3 6oky iHeKoMacTis
[penpodykmusHoi
cucmemu ma
MO/104YHUX 30103
3azanvHi po3aadu ma |Acteris Habpsik
cman micysa
BBe0eHHA

[TopyweHHs 3 BOKY

opeauis 30py

OuHa MiacTeHis

' YacroTa 3a/1€KUTh Bil HasSBHOCTI GaKTODIB pU3UKY (piBEHb TJIIOKO3U HaTIIEe =5,6 MMOJb/1, IMT
>30 Kr/M’°, HigBUINEH] PiBHI TPUrMiNEepU/iB, apTepianbHa rinepTeHsis B aHaMHesi).

4k i npu 3acTtocyBaHHi iHmux iHribitopiB 'MI'-K0A, yacTtoTa HebaKaHUX peaklliii Ma€ TeHEHIIiI0

3ajiezkKaTH BiJl JO3H.

Bnaue Ha HUpku



[TpoTeinypis, BUsSIBIIEHA Y pPe3yJIbTaTi aHalli3y 3a TECT-CMyKKaMU Ta IIepPeBaKHO KaHAJIbIIEBOTO
TIOXOJI?KEHHS, CIIOCTepiranacs y malieHTis, ski 3actrocoByBanu CyBapaio. 3Minu BMicTy 6inka y ceui
Bim Hyns abo ciimiB Mo 3HaYeHHs abo Oinblre croctepiranucs y <1% malieHTiB mepioguyHo B X0fi
3aCTOCyBaHHS JIikapchbKoro 3acoby B mo3ax 10 ta 20 mr i y mpubnusuo y 3% - npu gosi 40 mr.
HeBenuke 306inbIIeHHS YaCTOTH 3MiHM BMICTY Bif HyJS a0o CIifiB 10 3HAUYEHHS CIIOCTEPIranucs mpu
no3i 20 mr. B 6inbInocTi BUnaakiB NpoTeiHypis 3MeHIIyBaiacsa abo 3HKWKasa CIIOHTaHHO IIPH
IIPOMOBXKEHHI Teparllii. 3a JaHUMM KITiHIYHUX [OCTigXKEeHb Ta TOCTMAPKETUHTOBUX CIIOCTEPEKEHDb Ha
ChOTOMIHI He BUSIBJIEHO IPUYHUHHO-HACTITKOBOI0 3B’SI3Ky MiXK IIPOTEIHYpPi€Io Ta rocTpuM abo
IIPOrPECyYUM 3aXBOPIOBaHHSAM HUPOK.

Ha ¢omni 3acTocyBaHHs nmikapcbkoro 3aco6y CyBapmio Bim3HaueHO BUIAOKU IreMaTypil; 3a JaHUMU
KJTIHiYHUX OOCIiMXEeHb YacToTa 11 Maja.

Bnaus Ha CKe/emHy MyckKyiaamypy

YpaxeHHS CKeJIeTHOL MyCKy/IaTypH, Taki K Mianris, MionaTis (B TOMy 4UCJIi MiO3UT), Ta 3pigkKa
pabmoMioni3 i3 rocTPOI0 HUPKOBOIO HEJOCTATHICTIO UK 6e3 Hel Oynu Bi3Ha4YeHi Mpu 3aCTOCYBaHHI
Oynb-sikux 0o3 CyBapmio, 0co0uBo mpu go3ax > 20 Mr.

Y mauieHTiB, SKi IpUiiMaIy po3yBaCTaTUH, CIIOCTepPIiranocs no3o03ajexHe 3pocTaHHs piBHIB KK; B
6inbInocTi BUMaaKiB sipuiile 0y10 cinabKuM, aCUMITOMAaTUYHUM Ta TUMYacoBuM. dAkiro piBHi KK
nigBuineHi (>5 pasiB Buiile BMH), nikyBaHHS CJliff TPUNUHUTH (IUB. po3ain «OcobnMuBoCTi
3aCTOCYBAHHS»).

Bnaue Ha neyiHky

4k i mpu 3acTtocyBaHHi iHmux iHribitopie 'MI'-KoA-penyKTa3u, y HeBeIUKOI KiTbKOCTI MAIli€eHTiB, sKi
IpuiManu po3yBacTaTHH, Bil3Hayanocs fo303aiexkHe 30i/blIeHHS PiBHA TpaHCcaMiHas; y Oi/bIIocTi
BUTIAOKIB sgBHUIIlE Oy/I0 CTaOKUM, aCUMITOMAaTAYHUM Ta THUMYaCOBUM.

Ha ¢omni 3acTocyBaHHS OedKUX CTaTUHIB Bil3Hayanucs Taki HebaXkaHi SABHUINIA:
Po3nap cTaTeBoi pyHKIIII.

OkpeMi BUIagK¥ iHTEPCTHUIIiaIbHOI XBOPOOU JiereHb, 0COOMMBO MTPY TPHBAJIOMY 3aCTOCYBaHHi (IUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

YacToTa noBimomeHb Ipo pabmomiosi3, cepiio3Hi mopyeHHs 3 60Ky HUPOK Ta MeYiHKM (ITepeBaxHO
IiABUINEHHS aKTUBHOCTI IeUiHKOBUX TpaHcaMiHa3) OilbIlla P 3aCTOCYBaHHi JTiKapchKOro 3aco0y B
mo3i 40 mr.

Himu

[TinBuieHHs piBHS KpeaTuHKiHa3u >10 pagis Buiie BMH Ta cumnromu 3 60Ky M’'s3iB micis
¢GisuyHOrO HaBaHTaXXKeHHs abo migBuUIeHOl Pi3nUHOI aKTUBHOCTI CIIOCTepiranucs vacTiiie y 52-
TUKHEBOMY KITIHIYHOMY OOCJIiIXKEHHi 3a y4acTIO [iTeil Ta MiIiTKiB IOPiBHSAHO i3 HOPOCAUMHU ([UB.
po3min «Ocob6nauBoCTi 3acTOCyBaHHS»). [IpoTe mpodink 6e3meKy po3yBacTaTUHY y AiTeH Ta MimTiTKiB
OyB OmiOHUM [I0 TAKOTO Y HOPOCTIUX.

[ToBimomIeHHs PO Mimo3poBaHi mo6GiYHI peakirii

BaxxnuBo mOBIOMIISITH IIPO Mif03pIoBaHi Mo0iYHi peakilil y micnaspeecTpauiiHui mepios
3aCTOCYBaHHS JiKapcbkoro 3acoby. Lle mae 3mory 3pilicHioBaTH 6e31epepBHUN MOHITOPUHT



CIIiBBiTHOIIEHHS KOPUCThL/PU3UK 3aCTOCYBaHHS JIiKapchKoro 3aco0y. CrerianicTy y rany3i 0XopoHu
3I0POB’st 3000B’s13aHi MOBIIOMIISTH TIPO Oyab-Ki BUMIAAKY MMig03pIOBAHUX TOOIYHUX peakiliit uepes
HalllOHaJIbHY CUCTEMY 3BITHOCTI.

Tepmin npudamHocmi. 2 POKH.

YMoBu 30epiranHsi.

30epiraTtu B OpUTiHaIbHIN YIAKOBI /IS 3aXKUCTY Bifl BOJIOTH IIpU TeMmepaTypi He Buiie 25 °C.
30epiratu B HEOOCTYIIHOMY IJISI OiTEW MicCIIi.

YnakoBKa.
[To 7 TabneTok y 6micTepi; mo 4 (7 x 4) 6micTepu y KApTOHHIN KOPOOII.

I[To 10 Tabnetoxk y 6mictepi; mo 3 (10 X 3) abo 6 (10 x 6), a6o 10 (10 x 10) 6icTepiB y KapTOHHIH
KOpOOTIIi.

[To 15 Tabnetox y 6iictepi; mo 2 (15 X 2) abo 4 (15 x 4) 6micTepa y KapTOHHi# KOpPOOIIi.

[To 14 Tabnetoxk y 6mictepi; mo 2 (14 X 2) 6micTepu y KapTOHHiN KOPOOITi.

Kareropis Bigmycky. 3a peLenTom.

BupoOHHUK.

Jlek ®apmalieBTUYHA KOMITaHig O.1.
abo

Jlek ®apmMalieBTUYHA KOMITIaHig O.1I.
abo

Jlex C.A.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca MicIs IPpoOBaIXKeHHs HOro Tis/IbHOCTI.
ByJI. BepoBiikoBa 57, JItoOnsiHa 1526, CnoBeHis
abo

Tpimmini, 2a, 9220 JlenpaBa, CnoBeHis



abo

Byn. [Toxmimnie, 16, Ctpukos, 95-010, [Tonbmia.



