Ckian

diroua pe4osuHa: po3yBaCTaTHH;

1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOIO, MiCTUTh 10 MI po3yBaCcTaTUHY y BUTJIA1
10,40 Mr po3yBacTaTUHY KaJlbIlilo;

OONOMIJICHI pedyo8UHU: JTaKTO3a, MOHOTIAPAT; IIeIi0jI03a MiKPOKpPHUCTallidvHa, KaJlbIliio
docdar, kpocmoBigoH, MarHito cTeapaT; MJIiBKOBa 000JI0HKA: JTAaKTO3a, MOHOTIIpaT;
rimpoMesno3a, riilepos TpuaneTaT, TuTany giokcup (E 171), onsa Tabnetok mo 10 mr -
3ami3za okcupg yepBoHui (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHoBHI (i3uKko-ximiuHi 8aacmueocmi: TabneTku no 10 Mr - poxkeBa, BKpUTa
IIJIIBKOBOIO 000JIOHKOIO, KPyTJla, ABOOITyKJla, IpUOIU3HO 7 MM (miaMeTp),
BUTpaBiloBaHa TabneTKa; Ha MUIboBOMYy Oo1li “ZD4522 10”, Ha 3BOPOTHOMY 0OIIi
HiYoro.

dapMakoTepaneBTHYHA rpymna
lnomimigemiuni 3acobu. Iuriditopu 'MI'-KoA-penykra3u. Kog ATX C10A AQ7.
dapMaKoauMHaMiKa

MexaHism 0ii

Po3yBacTaTuH — 1le CEeJIEKTUBHUM Ta KOHKYpeHTHU# iuriditop 'MI-KoA-penykTa3sy,
bepMeHTy, 1110 BU3HAYAE IIBUOKICTh Peakliili Ta IepeTBOpPIo€E 3-rigpokcu-3-
METUJITJIyTapuil KopepMeHT A Ha MeBaJIOHAT, IOIePeqHUK X0lecTepuHy. OCHOBHUM
MiclieM [il po3yBaCTaTUHY € IeYiHKa, OpraH-MillleHb [Ji1 3MeHIIIeHHS PiBHIB
X0JIECTEPHUHY.

PosyBacTaTuH 306inbIrye KinbKicTh peuentopis JITIHII] Ha moBepxHi KITiTUH EeYiHKH,
IIOCUJIIOIOYM 3aXOIlJIeHHS Ta KaTabosnisMm JITTHII, Ta mpurHiyye ne4iHKOBUM CUHTE3
JITIOIHIII, TakuM YMHOM, 3MEHIIYIOYHU 3arajbHy KilbKicTh yacTUHOK JITTIIHIII Ta
JITTHIIT.

dapmakoOuHamiuHa 0is



KpecTtop 3HMXKYye nigBuilieHn piBeHb xosecTtepuny JIIIHII, 3arajpHOro XojaecTepuny
Ta TPUTJIilepuaiB i ninsuinye piBHI xonecTtepuny JITIBII. Bin Tak0oX 3MeHIIye PiBHI
anoB, XC-ueJITIBII, XC-JITIOHIL, TT-JITIOHIII Ta migBuIitye piBeHb amoA-I (Tabmuiis
1). KpecTop Takox 3MeHIye criBBigHomeHnHsa XC-JITTHII/XC-JITIBILI, 3araapHOT0
XC/XC-JITIBIII, XC-ueJITIBII/XC-JITIBIII Ta anmoB/amoA-I.

Bigmosiznes Ha mo3y y MaLl€HTIB i3 HEepBUHHOIO TillepxojiecTepuHeMiero tuny Ila ta
IIb (BimkopuroBaHa cepemHS BifCOTKOBa 3MiHa ITOPiBHAHO 3 BUXITHUM PiBHEM)

XC- 3aranpHui XC- XC-

IHo3a N T artioB aroA-I
JITTHIIT [ XC JITIBII] HeJITIBIII

ITname6o (13 -7 -5 3 -3 -7 -3 0

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

10 17 -52 -36 14 -10 -48 -42 4

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

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

TepaneBTuuHUMN €PEKT HOCITAETHCS IMIPOTATOM 1 THKHSA MiCISA TOYaTKy 3aCTOCYyBaHHS
JlikapchbKoro 3aco0y, 90% mMakcuManbHOTO epeKTy - yepes3 2 TUXKHi. MakcuManbHUN
edeKT 3a3BUUYal JOCATAETHCS Yyepe3 4 TUXKHI Ta TPUBAE Hadalli.

KniHiuHa epekmusHicmb

KpecTop ebekTuBHUN y JTiKyBaHHI JOPOCIIUX i3 TimepxojieCTeEpUHEMIEIO - i3
rimeprpuriinepuneMieo abo 6e3 Hel - He3aleKHO Bifl pacH, CTaTi UM BiKy, a TAaKOXK Y
MalieHTiB 0COOIMBUX I'PYII, TAKUX K XBOPi Ha IIyKpoBUi miabeT abo mallieHTH i3
CiIMEHNHOIO TiIIepX0JIeCTEPUHEMIEIO.

3a 00’emHaHUMU JaHUMU OocaimkeHb ¢a3u III KpecTtop edheKTUBHO 3HMKYBaB PiBHI
XO0JIeCTEPUHY Y OiNBbIIIOCTI MalliEHTIB i3 rinepxosiectepuHeMieto tuiy Ila Ta IIb
(cepepniit moyaTtkoBuil piBeHb XC-JITTHII npubnau3Ho 4,8 MMOIb/I) OO LiJIbOBUX
3Ha4YeHb, BCTAHOBJIEHNX BU3HAHUM KEPIBHUIITBOM EBPOIIEMCHKOT0 TOBAPUCTBa
aTtepockiiepo3y (EAS; 1998); npubnu3no y 80% malrieHTiB, SKi mpuiiManu npemnapar y
mo3i 10 Mr, BOgajocst OCATTH HOpMAaTUBHUX LHinboBuX piBHIB XC-JITTHIII 3a EAS (<3
MMOJIb/JT).

Y BenukoMmy gocaigxkeHHi 435 nali€eHTiB i3 reTepO3UroTHOI CiMEUHOIO
rinepxosnecrtepuHeMiero npurManu Kpecrtop y gosax Big 20 mo 80 Mr 3a cxeMor0
ITOCUJIEHOTO TUTPYBaHHsA No3u. CIIPUSITIIMBUY BIIJIUB JIiKapChKOTro 3aco0y Ha
IIOKAa3HUKMU JIMiAIB Ta OJOCATHEHHA LIJIbOBUX PiBHIB Bii3Hayaylu IpPHU BCix go3ax. Ilicnsa
TUTPYBaHHSA 00 fo06oBoi go3u 40 mr (12 tuxHiB nikyBanHsa) XC-JITTHII] 3au3uBcs Ha
53%. Y 33% mnatnienTiB Oyno mocaruyTo HopMaTuBHUX piBHIB XC-JITTHII 3a EAS (<3



MMOJIBb/JI).

Y BiOKpUTOMY OOCIIIZKEHHI IIOCUJIEHOT0 TUTPYBAHHA 0O3 BiAIOBIL Ha 3aCTOCYBaHHS
sikapcbkoro 3aco0y Kpectop y mo3ax 20-40 Mr BuB4ajacs y 42 mallieHTiB i3
TOMO3UTOTHOIO CiMENHOIO TillepxojieCTepUHEMIi€0. Y 3arasbHill Moy sl piBeHb XC-
JITTHIII 3HU3UBCS B cepegHboMy Ha 22%.

YV KiTiHiYHUX OOCTimXKEeHHSIX 3a y4acTio 00MeXKeHOi KiTbKOCTi mallieHTiB cIiocTepiraBcs
agUTUBHUM edeKT JTiKapchKOro 3aco0y KpecTop Ha 3HMKEHHS PiBHS TPUTJILIEPUOIB
ITPY 3aCTOCyBaHHi y KoM0biHa1lil 3 peHodibpaTom Ta Ha migBuiieHHs piBHiB XC-JITIBIII]
IIPY 3aCTOCyBaHHi y KoM0OiHa1lil 3 HiantmHOM (OuB. po3min «OcobIMBOCTI
3aCTOCyBaHHS»).

Y GaraTolieHTPOBOMY, ITOABIMHO CIIiIIOMY, 1alie60-KOHTPOJIbOBAaHOMY KITiHIYHOMY
pocraigxkeHHI (METEOR) 984 nanierTu BikoM 45-70 pPOKiB i3 HU3bKUM PU3UKOM
inmeMiuHol XBOpoOU cepliid (BU3HAYEHUM K PU3UK 3a PpaMiHreMCBhKOIO IIIKaI0i0
<10% mnpotsarom 10 pokiB), cepenuim 3HaveHHaSM XC-JITTHIIT 4,0 mmons/n (154,5
MT/0J1), ane i3 cyOKIIiHiYHUM aTepOCK/Iepo30M (BU3HAUYEHUM 3a 30iIbIIeHHIM
TOBIIUHU KOMILJIEKCY iHTUMa-Mefisg coHHol apTepil (TKIMCA)) 6ynu paHgomi3oBaHi oo
OBOX T'PYII Ta IpU¥Manu OOUH pa3 Ha Ao0y abo 40 Mr po3yBacTtaTuHy, abo 1aamebo
poTsroM 2 pokiB. [TopiBHSIHO i3 mame60 po3yBacTaTUH 3HAYHO CIIOBiJIbHIOBAB
nporpecyBaHHS MakcuManibHOl TKIMCA y 12 Toykax COHHOL apTepil Ha -0,0145
MM/piK [95% moBipuuii inTepsan -0,0196, -0,0093; p<0,0001]. 3miHa mOpPiBHSAHO 3
BuUxigHUM piBHeM cTtaHoBuIa -0,0014 mMm/pik (-0,12%/pik (CTaTUCTUYHO HE3HAUYIA)) Y
rpymi po3yBacTaTUHY IIOPiBHAHO i3 mporpecyBanusaM +0,0131 mm/pik (1,12%/pik
(p<0,0001)) y rpymi nname6o. ITpssmoi kopensmii mixk 3menienasM TKIMCA Ta
3HUXKEHHSIM PU3UKY MOPYIIeHb 3 00Ky CeplieBO-CyAUHHOI CUCTEMU MPOIEMOHCTPOBAHO
He Oymno. [To mocnimxkeHHst METEOR Oynu 3any4eHi IMali€eHTH i3 HU3bKUM PU3UKOM
imeMiyHOl XBOpoOU ceplis, SIKi He € MpeACTaBHUKAMU ITiJTbOBO1 MOy ISl
3acTOCyBaHHS JIiKapchKoro 3acoby Kpecrtop y mo3i 40 mr. [1o3y 40 mr crin
NpHU3HaYaTHU JIUIIEe MalliEHTaM i3 TSIXKKOIO Tiepx0oIeCTEPUHEMIEI0 Ta BUCOKUM
PU3UKOM CepIlleBO-CYOUHHUX POo3amiB (OuB. po3min «Criocid 3aCTOCyBaHHS Ta JO3U»).

B iHTepBeHLiHOMY OOCIiAXKEHHI pO3yBaCTaTUHY 3 METOI0 OOTPyHTYBaHHS
3aCTOCYBaHHS CTAaTHUHIB sIK 3aco0y nepBuHHOI npodinaktuku (JUPITER) Bonus
pO3yBaCTaTUHY Ha 4aCTOTY 3HAQUHUX aTE€POCKJIEPOTUYHUX CEPLIEBO-CYANHHUX
3axBOproBaHb o1uiHOBanu y 17 802 4omnosikiB (=50 pokiB) Ta XKiHOK (=60 pOKiB).

YyacHuKY OoCHiaKeHHs Oy/id BUIIaAKOBMM UMHOM PO3IOAiIEHI A0 TPyl I1anebo
(n=8901) a6o po3yBacTaTuHy B [03i 20 MTr oguH pa3 Ha mo0y (n=8901) i 3a HUMU
CIIOCTEpIrajau B CEpegHbOMY IIPOTIATOM 2 POKIB.



KonnenTtpartii xonectepuny-JIITHII 3amenmunucek Ha 45% (p<0,001) y rpymi
po3yBacTaTHUHY IIOPIBHSIHO 3 IPyIIOlo0 IIanebo.

Y post-hoc aHami3i JaHUX TiATPYNH ODAIlEHTIB BUCOKOTO PU3UKY 13 BUXiHHUM
3HaueHHSIM >20% 3a O®paMiHreMChKOI0 mKasnow (1558 yyacHUKIB) cmocTepiramsocs
3Ha4YHe 3HUKEHHS YaCTOTH KOMOiHOBaHOI KiHIIEBO1 TOYKH, 1110 OXOII/II0Bajia CMEPTH Bif
CepLeBO-CYOUHHUX IOAiH, iHCY bT Ta iHpapKT Miokapaa (p=0,028), y rpymi
PO3yBacTaTUHY MOPIBHSIHO 3 IjTaie6o0. 3MeHIIeHHs aOCOMIOTHOIO PU3UKY CTAHOBUJIO
8,8 BumazkiB Ha 1000 marieHTO-poKiB. [ToKa3HUK 3arajbHOl CMEPTHOCTI JIMIIIABCS
He3MiHEeHHUM Yy Lii rpyIi BUCOKOro pu3uky (p=0,193). Y post-hoc ananisi ganux
Oiarpynu BUCOKOTro pu3ukKy (9302 yyaCHUKHU 3arajioMm) i3 BUXiTHUM 3HaYeHHAM =5%
3a mKanow SCORE (ekCcTpalioib0BaHO 3 METOI0 BKIIOYEHHS JaHUX YYaCHUKIB BIKOM
IMOHaJ 65 POKiB) cIocTepiranocs 3Hauylle 3HUXKEHHS 4aCTOTH KOMOiHOBaHOI KiHIIeBO1
TOYKH, III0 OXOILJII0Bajia CMEPTh Biff CEpPLIEeBO-CYONHHUX MOMiN, iIHCYIbT Ta iHpapKT
miokapma (p=0,0003), y rpymni po3yBacTaTHUHY ITIOPiBHSAHO 3 mane60. 3HUXKEHHSI
abCOJTIOTHOTO PU3UKY, BUPAXKEHOr'0 3a YaCTOTOIO IOfiN, CTaHOBUJIO 5,1 BUIAAKy Ha
1000 marienTo-pokKiB. [IoKa3HUK 3arajibHOI CMEPTHOCTI y Lil HMiATpyIli BUCOKOTO
pu3uKy nuiiascsa He3MiHeHUuM (p=0,076).

Y pocnigxenHi JUPITER 6,6% y4YaCHUKIB Ipynu IpUNUOMYy pPO3yBacTaTUHY Ta 6,2%
y4aCHUKIB rpynu niaiedo IPUIMHUIIN 3aCTOCYBaHHS OOCIiIKYBaHOTO JIiIKapChKOTO
3aco0y yepe3 HeOaxaHi sgBuIla. Habinblll yacTuMu HeOakKaHUMU SBUIIAMH, 110
MMPU3BOOUIIU IO MPUIIMHEHHS JIiKyBaHHS, Oynu mianris (0,3% y rpyIi po3yBacTaTuHY,
0,2% — nnane6o), abgmominanbHUM 6inb (0,03% y rpymi po3yBactatuny, 0,02% —
mane6o) ta Bucui (0,02% y rpymi posyBactatuny, 0,03% — nmamne6o). Haubinbin
YacTUMM HeOaxkKaHUMU SIBUIIIAMU, 110 CIIOCTEPiraaucs y rpyni po3yBacTaTUHY i3
4acToTolo, OilbIiioi0 abo PiBHOIO Bif3HaUeHi y rpymi maanebo, 6ynu iHdeKIlii cegoBux
isixiB (8,7% y rpyrti po3yBacTtaTuny, 8,6% — nnaie6o), HazodapuHrit (7,6% y rpymi
po3yBacTtaTtuny, 7,2% — mnaiebo), 6inb y criuHi (7,6% y rpy1i po3yBacTtaTtuny, 6,9% —
mnaie6o) ta Mmianrisa (7,6% y rpyni po3yBacTtaTtuny, 6,6% — mmame6o).

Iimu

Y nopaBifiHO ciimoMy, paHIOMi30BaHOMY, OaraTolleHTPOBOMY, I1alebo-
KOHTPOJILOBAaHOMY 12-THMKHEBOMY mocCiigxkeHHi (n=176, 97 y4yacHUKIB 40J10Biu0l Ta 79
— XiHo4o0i1 cTaTi) i3 momanbinuM 40-TuKHEBUM IepiogoM (n=173, 96 y4acHUKIB
40J10Biu0i Ta 77 — XKIiHOYOI CTaTi) BIDKPUTOTO TUTPYBaHHS OO3U PO3yBaCTaTUHY
nauieHTu BikoM 10-17 poxkiB (II-IV cTtagil po3BuTKy 3a TaHHEPOM, AiBYaTa, y SKUX
MEeHCTpyallil Toyaaucs moHavMeHIne 1 pik ToMy) i3 TeTePO3UTrOTHOIO CIMEMHOI0
rimepxojieCTepuHEMI€0 IPOTATroM 12 THUXKHIB OTPUMYyBaJid po3yBacTaTuH y 7o3i 5, 10
a6o 20 mr/mo6y abo narebo, micast 4oro BCi y4aCHUKM ITOOHS IIPUKMMalIn



po3yBacTaTuH mpoTsaroMm 40 TuxkHiB. Ha moyaTky mocmigxkenHs npubnu3ao 30%
nanienTiB Oynu BikoMm 10-13 pokiB Ta mpubnusro 17%, 18%, 40% Ta 25% i3 HUxX
3Haxogunuck Ha II, III, IV ta V cTapfil po3BuTKy 3a TaHHEPOM BigIOBIgHO.

PiBenn XC-JITTHIII 3mermuBcs Ha 38,3%, 44,6% Tta 50,0% BigmoBigHO y rpymax
mpuiioMy po3yBacTaTHUHY B 103i 5, 10 Ta 20 mr nmopiBHsHO i3 0,7% y rpymi nnaiebo.

Hanpukinii 40-TU2KHEBOTO IIepioay BiOKPUTOTO TUTPYBAHHS OO3U [OJIS JOCATHEHHS
IIiTbOBOTO PiBHSA (MaKCcHMaJsibHa Ho3a cTaHoBuja 20 MT ofguH pa3 Ha moby)y 70 3 173
naitieHTiB (40,5%) Boanocss mocarTtu HinboBoro piBHs XC-JIITHII menmie 2,8 MMOJIb/JI.

[Ticns 52 TUXKHIB AOCIIAXKYBaAHOTO JIIKyBaHHS He O0YyJI0 BUSBJIEHO JKOOHOTO BIIJIUBY Ha
picT, macy, ITM abo ctaTteBe mo3piBaHHS (OUB. pPo3in «OcoOIMBOCTI 3aCTOCYBaHHSI»).
IMocBim KiIiHIYHOTrO JOCITiIXKeHHS OiTel Ta HMigJliTKiB oOMexKeHuH, i JOBroTpUBalli
edekTu polyBacTaTuHy (>1 POKYy) Ha cTaTeBe O0o3piBaHHA HeBigmoMi. Lle mocmigkeHHs
(n=176) He TPUUHATHE OJIS MOPIBHAHHS PigKUX HeOaKaHUX SIBUIII.

®dapMaKOKiHeTHKaA

BcmoxkmyeaHHA

MaxkcuMaJsibHa KOHIEHTPAIlisi PO3yBAaCTAaTUHY V IJIa3Mi MOCSITAE€ThCS IPUOIU3HO Yepe3
5 TOOUWH MicJIsI IIepopPabHOT0 3aCTOCyBaHHsI. AGCOTIOTHA 0i0JOCTYIIHICTh CTAHOBUTD
npubnusHo 20%.

Po3noodin

Po3yBacTaTuH 3HAYHMM YMHOM 3aXOIIJIIOETHCS II€YIHKO, IKa € OCHOBHUM MiCIIEM
CUHTe3y xoJjiecTepuHy Ta KiipeHcy XC-JITTHII. O6’em po3nofminy po3yBacTaTUHY
cTaHOBUTH MpubIu3Ho 134 1. Bnu3bko 90% po3yBacTaTUHY 3B’ SI3YETHCS 3 OinKaMu
IJ1a3MU KPOBi, MepeBaxHO 3 aabO0yMiHOM.

Memaboaizm

PosyBacTaTuH 3a3Ha€e He3HAYHOT0 MeTaboniamy (mpubnusuo 10%). [ocmigxkeHHsS
MeTabo01i3My in vitro i3 BUKOPpUCTaHHSM I'elaTOIUTIB JIIOAUHU CBig4YaTh, 110
PO3yBacTaTUH € cjIabKuM cyOcTpaToM [jisi MeTabo1i3My Ha OCHOBI (hepMeHTIB
nuToxpoMmy P450. OcHoBHUM 3afisHuM izodpepmeHTOoM € CYP2C9, melo MeHIIIy POJib
BimirparoTs 2C19, 3A4 ta 2D6. OCHOBHMMHU BHU3HaYeHUMHU MeTabomiTamu € N-
OEeCMEeTUJIOBUM Ta JTaKTOHOBUM MeTaboniTu. N-mecMmeTun-meTaboIiT mTpubIn3HO Ha
50% MeHIII aKTUBHUH, HiXK pO3yBacTaTUH, JTaKTOHOBUM MeTabOJIiT BBaKa€EThCH
KJIiHiYHO HeaKTUBHUM. Ha po3yBactaTul npunagae 6inbire 90% akKTUBHOCTI
IMPKYJtoouoro iuriditopa 'MI-KoA-penykTa3su.



BuseoeHHsA

[MTpubnusuo 90% mo3u po3yBacTaTUHY BUBOOUTLCS Y HE3MiHEHOMY CTaHi 3 KajioM
(pa3oM BCMOKTaHa Ta HEBCMOKTaHa [il04Ya pPedyOBHHA), pelliTa BUBOOUTHLCA i3 ceUelo.
[MTpubnusHo 5% BUBOOUTHLCS i3 ceuelo y He3MiHeHiu ¢opmi. [Tepion HammiBBUBEOEeHHS i3
IJIa3MM CTAHOBUTH NIPUOIKU3HO 19 roguH i He 30iMbIIYETHCS NPHU ITiABUIIIEHHI TO3H.
CepenHe reoMeTpUYHEe 3HAYEHHS KJIIPEHCY JIiKapchKOTo 3acofy i3 miIa3Mu KPOoBi
cTtaHoBUTH MpubnusHo 50 n/rox (KoeditienT Bapiartii - 21,7%). 4k i momo iHIIMX
inrioiTopiB I'MI'-KoA penyKkTasu, Me4iHKOBe 3aXOIlJIEHHS PO3yBaCTaTUHY BimOyBa€ThCS
3a y4dacTio MeMOpaHHOro Tpancnoprepa OATP-C, akuit Bigirpa€e BazKJIUBY POJIb B
MMe4YiHKOBiY eJiMiHallil po3yBacTaTUHY.

JIuHitiHicMb

CucrteMHa eKCIIO3UIli pO3yBaCTaTUHY 30ibIIYETHCS IPOIOPIiHHO Ho3i. [Tpu
6araTopa3oBOMy HIOAEHHOMY 3aCTOCyBaHHi ITapaMeTpu ¢papMaKOKiHETUKH HE
3MIHIOIOTBCH.

Ocob.ausi epynu nauieHmis
Bik ma cmamo

He cmoctepirasnocs KimiHiYHOT0 3HAYYIIOr0 BIJIMBY BiKy a00 cTaTi Ha
(bapMakoOKiHETUKY pOo3yBacTaTHUHY y mopocnux. PapMaKoKiHETHKa PO3yBaCTaTUHY Y
OiTed Ta MigIiTKiB i3 reTepo3UroTHOIO CiMeNMHOIO TilepxonecTepuHeMieio Oya
nmonibHo Mo hapMaKOKiHETUKU Y JOPOCTUX MOOPOBOJIBLIIB (AUB. po3min «IiTu»).

Paca

HocnigkeHHs papMaKOKiHETUKYM BUSBUIIHU, 110 y HAIliEHTIB MOHTOJIOIMHOI pacu
(amoH1IiB, KUTaUIiB, QiminmiHIliB, B’€eTHaAMIIIB Ta KOpeuiliB) MeniaHHi 3HaueHHst AUC Ta
Cmax nmpuOIM3HO BABIYUi BUIII, HiK Y €BPOIENIIiB; y iHAiNIB MeiaHHi 3HaueHHs AUC
Ta Cmax migBumnieHi npu6nu3Ho B 1,3 pa3a. AHali3 monynsiliiHol ¢apMaKOKiHETUKHU
He BUSIBUB KJIIHIiYHO 3HAUYIO] Pi3HUII MiXK MallieHTaM1 €BPOIEO0INHOI Ta HETPOIOHOI
pac.

IMopyweHHsA ¢pyHKUII HUPOK

Y mocnigzkeHHi y AILi€EHTIB i3 pi3SHUM CTyIeHeM IIOPYIIeHHS (PYyHKIll HUPOK 3MiH
IJIa3MOBUX KOHIIEHTpallili po3yBacTaTuHy abo N-mecMmeTun-MmeTaboiTy y ocib 3i
cn1abKo10 Y MOMIpHOIO HeJOCTATHICTIO Bif3Ha4yeHO He OyJi0. Y MallieHTiB i3 TAXKKUMU
MopyIIeHHAMU QYHKIII HUPOK (KiTipeHC KpeaTuHiny <30 MJI/XB) I11a3MOBi
KOHIIeHTpallil po3yBacTaTuHy Oynu B 3 pa3u, a piBHiI N-gecMmetun-mertabonity B 9 pasiB
BHUIIMMHU, HiXK y 300pPOBUX OOOPOBOJIBIIIB. PiBHOBaXKHI I1J1a3MOBi KOHIIeHTpaIlil



pO3yBacTaTUHY y MAIli€HTIB, IKi mepeOyBalOTh Ha reMofianisi, Oyau npubIn3HO Ha
50% BUNIUMU, HiXK Y 3[OPOBUX OOOPOBOJIBIIIB.

ITopyweHHA pYyHKUIT neviHKu

Y mocrimKeHHI XBOPHUX i3 PI3SHUMU CTYHEHSIMHU IIOPYLIEHHS Ne4YiHKOBUX (PYHKIIK O3HAK
IMiABUIIIEHOl eKCIO3UlIlil po3yBacTaTUHY He OyJi0o BUSIBIIEHO Y IAIi€HTIB, CTaH SKUX
olliHIOBaBCs y 7 abo MeHIIe OasriB 3a mkanow Yainma-IT'to. OgHaK y OBOX ITAIli€EHTIB,
siki HaOpanu 8 Ta 9 3a mkanoi Yarnga-I1'10, cucTeMHa eKCIo3uilisi Oysa
ITOHAaMMeHIIle BABiUi BUIla, HiXK y IMallieHTiB i3 MeHIuMu 6anamu. [ocBin
3aCTOCYBaHHS PO3yBaCTATHUHY IalliEHTaM, CTaH SIKUX OILIIHIOETHCS y Oinbliie HixX 9
OariB 3a mkanow Yarnma-I1'1o, BimcyTHi.

I'enemuy4Huti noaimopgizm

Poznopin iuri6itopis 'MI'-KoA-pegyKTa3u, B TOMY YHCJIi po3yBacTaTUHY, BinOyBa€eThCSA
3a y4acTio TpaHcrmopTHHUX 0inkiB OATP1B1 Ta BCRP. ¥ nairieHTiB i3 reHeTUYHUM
nonrimopgdizmom SLCO1B1 (OATP1B1) ta/abo ABCG2 (BCRP) icHy€e pu3uK ITiIBUIIIEHOI
eKCcno3uilil po3yBacTtaTuny. [Ipu okpemux ¢popmax nomimopdpiamy SLCO1B1 ¢.521CC
Ta ABCG2 c.421AA ekcno3uilisa po3dyBactatuny (AUC) migBuiieHa IMOPiBHAHO i3
renotunamMu SLCO1B1 ¢.521TT a6o ABCG2 c.421CC. CneuiajnbHe TeHOTUIIyBaHHS B
KJTiHiYHiN TpaKTUlll He NTepenbadeHe, aje MalliEHTaM i3 TakKuM mojaiMmopdizMom
PEKOMEHYETHhCS 3aCTOCOBYBAaTU MeHIIy OOOBYy H0o3y JlikapchKoro 3acoby Kpectop.

Iimu

dapMaKOKiHETHYHI TapaMeTpHu y OiTeH i3 reTepO3UroTHOI CiMENHOIO0
rinepxosnectepuHeMieio BikoM Big 10 mo 17 pokiB MOBHICTIO He Bu3HaueHi. HeBemnuke
OociimgKeHHs ¢hapMaKOKiHETUKM po3yBacTaTuHy (y ¢popmi TabieTok) 3a ydacTio 18
Mali€HTiB OUTSYOTO0 BiKy IMOKa3aJio, 10 eKCII03UIlisd JIiKapChKOT0 3aco0y y miTen
nmonibHa Mo eKCIIO3uIIil y MOpoCcIuX naiieHTiB. TakoxXK pe3ynabTaTU CBimYaTh, 110
3HAYHUX BIOXUJIEHD IIPOMOPILINHO J03aM HEe OYiKy€ETHCH.

IToxa3aHHSA

JIikyeaHHA 2inepxosiecmepuHemil

HopocnumMm, migaiTkaM Ta giTaM BikoM Bif 10 poKiB i3 HEPBUHHOIO
rinepxonectepuHeMieio (tTumny Ila, B TOMYy 4HCIIi i3 TeTEPO3UTOTHOIO CiIMENHOI0
rimepxonectepuHeMieio) abo 3mimranoio gucrinigemieio (tTumny IIb) K mormoBHEHHS [0
OIETU, KOJIM OOTPUMaHHS [Ii€TH Ta 3aCTOCYBaHHS IHIINX HEMEeOAWKaMeHTO3HUX 3ac0o0iB
(Hanpuknazn QisuYHUX BOpPaB, 3HUKEHHS MacCHU Tijla) € HeJOCTaTHIM.



[Tpu rOMO3UTOTHIM CiMeNHIl rinepxoecTepuHEMIil IK DOIIOBHEHHS OO0 Oi€THU Ta iHIINX
JMIMimo3HUAKYI0YNX 3aco0iB JTikyBaHHS (Hanpukiapg adbepedy JITTHII) abo y Bunagkax,
KOJIU TakKe JIIKYBaHHSA € HEJOPEYHUM.

ITpoginakmuka cepueso-CyOUHHUX NOPYWEeHb

3anobiraHHsa 3HaYHUM CEPIEBO-CYIUHHUM IIOPYIIEHHSIM y MalliEHTIB, IKUM, 3a
OLlIHKaMH¥, 3arPOKY€E BUCOKUM PU3UK IIEPIIOT0 BUMAAKY CEPLEBO-CYOUHHOI O
nopyuieHHs (OuB. po3nin «®apMakognHaMiKa»), IK DOIIOBHEHHS 0 KOPEKIIil iHIIuX
(bakTOpiB PU3UKY.

IIporunnoka3aHHs

KpecTop npoTunoka3saHu:

e TIAlliEHTaM i3 MigBUILEHOIO YYTIUBICTIO O po3yBacTaTUHY abo Oyab-gIKo] i3
OOTIOMIiZKHUX PEYOBUH JIIKapChbKOTO 3aCo0y;

e ITAlli€eHTaM i3 aKTUBHUM 3aXBOPIOBAHHSAM I1€4YiHKU, B TOMY YHUCJII CTIUKUMU
IMiABUIIIEHHSIMM CUPOBAaTKOBUX TpaHCaMiHa3 HEBioMOIl eTiosnoril Ta O0yab-IKUMU
MiABUIIIEHHSIMU TpaHCaMiHa3 y CUPOBAaTILi, 1110 BTPUYi IepEeBUIIYIOTh BEPXHIO
Mexy HopMu (BMH);

e TIaIliEHTaM i3 TAXKKUM MMOPYIIEHHAM (QYHKIIl HUPOK (KjIipeHCcoM KpeaTuHiny <30
MJI/XB);

e TIAIliEHTAM i3 MIOIIATIEIO;

e TIALIEHTAM, SIKi OMHOYaCHO OTPUMYIOTH IIUKJIOCIIOPUH;

e B IIepiof BariTHOCTi Ta TOAyBaHHS I'PyOOI0, @ TAKOXK KiHKaM, pelIpOgyKTUBHOTO
BiKy, SKi He 3aCTOCOBYIOTh HajleXHi 3aco0M KOHTPAIIEM1Iii.

ITo3a 40 Mr mmpoTUINIOKAa3aHa MallieHTaM 3i CXUJIbHICTIO Mo MiomaTii/padbmomiosni3y.
1o ¢akTOpiB TAKOT0 PU3UKY HAJEeXKaTh:

e IOMipHE IOPYIIeHHS PYHKIII HUPOK (KJTipeHC KpeaTuHiHy <60 MJI/XB);

e TIIOTUPEO3;

e HASIBHICTH B 0cOOMCTOMY ab0 POOMHHOMY aHaMHe3i CITagKOBUX M’ SI30BUX
3aXBOPIOBaHB;

e HASIBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha ¢OHi 3acTOCYBaHHS iHITNUX iHTiOiTOPIB
'MTI'-KoA- penykTa3u abo ¢pidparis;

e 3JI0BXKHWBaAHHSA aJIKOTOJIEM;

e CUTYyallil, III0 MOXYTh IPU3BECTHU IO IiABUIIEHHS KOHIIeHTPAaIlil JIIKapChbKOTO
3aco0y B my1a3Mi KpoBi;

e HaAJIEKHICTH JO MOHTOJIOIOHOI pacu;

e CYNIyTHE 3aCTOCyBaHHS (pibpaTis.



(OuB. po3minu «OcoOGIMBOCTI 3aCTOCYyBaHHsI», «B3aemoist 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHII BUOM B3aEMOMili» Ta «PapMaKOKiHETHKA»).

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

Bnaue cynymHix npenapamis Ha po3ysacmamuH
IH2i6imopu mpaHcnopmHux 6isiKie

PosyBacTaTuH € cyOCTpaTOM [JIsl AesIKUX TPAaHCIOPTHUX OiNIKiB, B TOMY YHCIIi
MeYiHKOBOro TpaHcropTepa 3axormeHHss OATP1B1 Tta edmioKcHOro TpaHCIOpPTEPa
BCRP. OgHOoYacHe 3aCTOCyBaHHS JIiKapChKOro 3aco0y KpecTop i3 nikapcbKuMu
3acobamu, 110 IPUTHIYYIOTh IIi TPAHCIIOPTHI OiTKM, MOXKe IMMPU3BOOUTHU [0 MiABUIIEHHS
KOHIIEHTpAIlill PO3yBaCTAaTHUHY B IIJIa3Mi KPOBi Ta 30i/IbIIeHHST PU3UKY MiomnaTii (quB.
po3minu «Crnocib 3acTocyBaHHS Ta mo3u», «OCcoBIMBOCTI 3aCTOCYBaHHS», «B3aemomist
3 iHIMMMU JTiKapChKUMH 3acoOaMM Ta iHIITI BUAW B3aEMOMIiN», TAOIHUITIO 2).

IHukaocnopuH

Y nepion cynyTHBOTO 3aCTOCYBaHHSA JIiKapChbKoro 3aco0y KpecTop Ta IIUKIIOCIIOPUHY
3HaueHHsa AUC po3yBacTaTuHy Oy B cepegHbOMY ITPUOIU3HO V 7 pa3iB BUIIUMHU, HiXK
Ti, SIKi cIocTepiraaucs y 3mopoBux HoOPOBOJILIIB (AuB. Tabmuio 2). Kpectop
MIPOTUIIOKA3aHUM IalliEHTaM, SIKi OMHOYaCHO OTPUMYIOTh IIUKJIOCIIOPHUH (OUB. PO3Min
«ITpoTUioKa3aHHSI»).

CynyTHE 3aCTOCYBaHHS He BIIMBaAJIO Ha KOHIIEHTpaIlil IIMKJIOCIIOPUHY B IIJIa3Mi KPOBI.
IH2ibimopu npomeasu

Xoya TOYHUU MeXaHi3M B3a€EMOil HeBifoMUN, OOHOYaCHEe 3aCTOCyBaHHS iHTiOITOPIB
IIpoTea3n MOXKe 3HAaYHO 30ibIIlyBaTH €KCIIO3HUIliI0 PO3yBAaCTAaTUHY (OUB. TAOIUITO 2).
Hanpuknapg, y gociigxeHHi ¢papMaKOKiHETUKN OJHOYaCHe 3aCTOCyBaHHA 10 Mr
pO3yBacTaTUHY Ta KOMOIHOBAHOTI'O JIiIKapChKOTro 3aco0y, 1110 MiCTHUB ABa iHTibiTOpPU
npoTtea3u (300 mr atazaHaBipy/ 100 Mr puToHaBipy), Yy 3A0POBUX TOOPOBOJIBIIIB
cynpoBomxkyBanocs migBuinieHHAM AUC Ta Cmax po3yBacTaTUuHYy Npubau3Ho B 3 Ta 7
paziB BinmoBimHO. OmHOYAaCHEe 3aCTOCyBaHHS JiKapchKOTo 3aco0y KpecTop Ta messkux
KoMOiHalli# iHri6iTopiB MpoTea3u MOKJIMBE ITiCIIsI PETEJIbHOT0 0OMipKyBaHHS KOPEKIIii
oo3u JIiKkapchKoro 3aco0y KpecTop, 3 ornsaay Ha ouikKyBaHe 3pOCTaHHS €KCITO3UITil
po3yBacTaTuHy (OuB. po3minu «Crocid 3acTocyBaHHS Ta mo3u», «OCoBIMBOCTI
3acToCyBaHHs», «B3aeMofis 3 iHIIMMU TiKapChbKMMM 3acob0aMu Ta iHIII BUOU
B3a€EMOOin», TaOIUIIO 2).

I'em@ibpo3us ma iHwi nini003HUIHCYBANbHI 3acobu



OpmHouYacHe 3aCTOCYBaHHS JTiKapCchKoro 3aco0y Kpectop Ta remdiObpo3uiy mpu3BoauiIo
no 3poctanHsg AUC ta Cmax po3yBacTaTuHy B 2 pa3u (OuB. po3ain «OcobmuBOCTi
3aCTOCyBaHHS»).

3BaxKalouM Ha IOaHi creliaJbHUX OOCHIIXKeHb, apMaKOKiHETUYHO 3HAYYII0l B3aEMOil
3 eHO(DiOpPAaTOM HE OUIKYETHCS, OOHAK MOXKJIMBa (papMaKogUHaMidyHa B3aEMOis.
T'em@idbpo3un, perodibpar, inmri ¢pidpaTu Ta Jimimo3HUKYyBaabHiI 003U (> abo piBHI 1
r/no0y) HialMHy (HIKOTMHOBOI KMCJIOTH) 30iNbIIYIOTh PU3UK MioIaTil IpU CYyIyTHHEOMY
3acTocyBaHHi 3 iHribiTopamu 'MI-KoA, iMOBipHO, 3a paxyHOK TOTO, III0 BOHU MOXKYTb
CIIPUYUHSATH MioIlaTiio, KOJIM 1X 3aCTOCOBYIOTh OKpeMo. [lo3a 40 Mr mpoTuUiioka3aHa
IIPY CYIIYyTHBOMY 3aCTOCyBaHHi ¢ibpaTiB (quB. po3minu «[IpoTUNOKa3aHHI» Ta
«OcoOnMUBOCTI 3aCTOCYBaHHSA»). TaKUM MalliEHTaM TaKO0XK CJIii MTOYUHATHU Tepalliio 3
OO3U D MT.

Ezemumib

OnmHOYacHe 3aCTOCYBaHHS JiKapchKoro 3aco0y Kpecrtop B go3i 10 mr ta e3etumioy 10
MT IalliEHTaM i3 TrirnepxojecTepuHEMi€0 IPU3BOOUIIO 00 3pocTanuss AUC
po3yBacTaTuHy B 1,2 pa3a (Tabnuils 2). He MoxkHa BUKJIIOYaTH (papMaKOOguHaMidHO1
B3aeMopil Mix jmikapcbKuM 3acoboM KpecTop Ta e3eTuMiOoM, 1110 MOXKe ITPU3BECTH A0
HebaxkaHuX sBuM (OUB. Po3MisT «OCcoOIMBOCTI 3aCTOCYBaHHS»).

AHmauudHi nikapcuki 3acobu

OmHOYacHe 3aCTOCYBaHHS JIiKapChKOro 3aco0y KpecTop i3 cycneH3issMu aHTallUAiB,
III0 MiCTSTh TiIPOKCHUI ajlloMiHit0 ab0 MarHiio, 3HMKYyBaJio KOHIIeHTpaIlil
po3yBacTaTUHY B mJia3Mi KpoBi mpubnusHo Ha 50%. Lleit edeKT OyB MEHIII BUPaKEeHUM
Yy pa3i 3aCTOCyBaHHS aHTAIMOHUX 3ac00iB yepe3 2 TOOUHMU MiCJIsI JTiKapChKOTro 3aco0y
Kpectop. KniniuHa 3Ha49yHUIiCTh i€l B3a€EMOZil He BUBUYAJacH.

EpumpomiuuH

OnmHOoYacHe 3aCTOCYBaHHS JIiIKapChKOro 3aco0y KpecTop Ta epuTPOMIIIMHY 3HUKYBAJIO
AUC pozyBactatuny Ha 20%, a Cmax - Ha 30%. L1a B3aeMopis Moxke OyTu
CIIpUYHHEHA ITOCUJIEHOIO TEPUCTATbTUKOI0 KUIII€eYHUKY BHACIIIIOK il EpUTPOMIIIUHY.

®epmeHmu yumoxpomy P450

Pe3ynbTaTué mocnimzKeHs in vitro Ta in vivo cBiguaTh, 1110 po3yBacTaTUH He iHTiOye i He
cTuUMYIIo€ i3odepmenTu nuToxpomy P450. OkpiM 11bOT0, PO3yBAaCTAaTUH € CJIAOKUM
cybcTpaTtoMm 1ux i3odepmeHTiB. TaKuM YMHOM, B3aEMOil 3 JTiKapChbKUMHU 3acobaMu B
pe3ynbTaTi MeTaboni3aMy, ormocepegkoBanoro P450, He ouikyeThcsa. He
CIIOCTepirasocs KJIiHIYHO 3HAUYYIIUX B3a€EMOMIN MiXK pO3yBacTaTUHOM Ta
dbnykonazonom (iuriditopom CYP2C9 ta CYP3A4) a6o KeToKOHa30s10M (iHriGiTopom



CYP2A6 ta CYP3A4).
B3aemodii, wo sumazarombs Kopekuii 0o3u podygsacmamuHy (Ous. makosc mabauuto 2)

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS JIiKapChbKOro 3aco0y KpecTop 3 iHIIUMU JTiKapChbKUMU
3acob0aMu, 3TaTHUMHU MiABUIIYBAaTU €KCIIO3UIlil pO3yBaCTaTHUHY, HO3Y JIIKapChKOTO
3acoby KpecTop moTpiOHO CKOpUTyBaTU. AKIIO OUiKYETHCS, III0 €KCIIO3HUIlis
sikapcbkoro 3aco0y (AUC) 3pocTe npubim3HOo B 2 ab6o Oinbine pasiB, 3aCTOCYyBaHHS
KpecTopy ciim moynHaTH 3 003U 5 MT' OOUH pa3 Ha mo0y. MakcuMasbHy m000BY 003y
JIikapchbKoro 3aco0y KpecTop ciifg CKOpuryBaTu TaKUM YMHOM, 11100 O4YiKyBaHa
€KCIIO3UIlis PO3yBaCTaTHHY He IepeBUlllyBajia €eKCIO3UIIil0, III0 Big3HAYa€EThCA IPU
npuiioMi mo3u 40 mr/mo0y 6e3 3acTOCyBaHHS ITiKapChKUX 3ac00iB, 10 B3aEMOIIIOTH i3
JIiIKapChbKUM 3aCc000M; HalpHUKJIal, ITPU 3aCTOCyBaHHI 3 reMpidbpo3unomMm go3a Kpecrtopy
cta"HoButuMe 20 Mr (30inbIlIeHHS eKcIo3ullii B 1,9 pasa), mpu 3aCTOCyBaHHi i3
KoMOiHaIli€elo puToHaBip/aTa3zaHaBip - 10 mr (36inbienss B 3,1 pasa).

Bronus cymnyTHIX miKapchbKuX 3aco0iB Ha eKCro3uillito podyBactaTuny (AUC; B mopsioKy
3MEHIIIEHHS BeJIMYUHU) 3a ONyOIiKOBaHUMHU JaHUMH KIIiHIYHUX JTOCTiAXKEHb

PexuM o3yBaHHSA
_ PexuM no3yBaHHSA )
JIiKapChKOT0 3aco0y, 110 3minu AUC posyBacTtaTuHy*
, po3yBacTaTUHy
B3aeEMoOfie

WKJIOCIIOPHUH Bifg 75 MI
IT p a 10 Mr onuH pa3s Ha moby, 10

OBigi Ha moOy mo 200 mr )
OHiB

oBigi Ha moOy, 6 MicsIiB

T 7,1 pasa

Peropadenio 160 mr oguu

) 5 Mr, ogHOpa30Ba go03a T 3,8 pasa
pa3 Ha moby, 14 gHiB

ATtazanasip 300
mr/putoHaBip 100 mr ogun |10 Mr, ogHOpa3oBa go3a T 3,1 paza
pa3 Ha moOy, 8 mHiB

BenmaTtacsip 100 Mr ogus

10 Mr, omHOpPa30Ba mo3a T 2,7 pasa
pa3 Ha moby

OwmbiTacsip 25
Mmr/mapurtanpesip 150
mr/putoHaBip 100 Mr oguH |5 MTI, OJHOpa30Ba no3a T 2,6 pa3a
pa3 Ha moby/ pacabysip 400
MT OBiudi Ha moOy, 14 mHiB




['pazonpesip 200

mr/enbacsip 50 mr oguH pa3|10 Mr, ogHOpPa3oBa mo3a 2,3 pa3sa
Ha mo0y, 11 mHiB
I'mekanpesip 400
) ] 5 Mr ouH pa3 Ha goby, 7
Mmr/niopeHTacBip 120 Mr ) 2,2 pasa
HiB
OOUH pa3 Ha mo0y, 7 OHiB A
Jloninasip 400
) . . |20 Mr oguH pa3 Ha goOy, 7
mr/putoHaBip 100 mr gBigi ) 2,1 pa3za
HiB
Ha no0y, 17 nHiB A
Knomigorpens 300 mr,
moTiM 75 Mr 4epe3 24 20 Mr, ogHOpa30Ba go3a 2 pa3u
TOOUHU
l'em@diopo3un 600 mr aBiygi
. 80 Mr, omHOpa3o0Ba Jo03a 1,9 paza
Ha mo0y, 7 OHiB
EntpomOboriak 75 M OmuH
. 10 mr, omgHOpPa30Ba mo03a 1,6 paza
pa3 Ha moby, 5 mHiB
HapyHasip 600
] .. |10 Mr omun pa3 Ha gody, 7
mr/putoHasip 100 mMr gBiui . 1,5 paza
HiB
Ha mo0y, 7 OHiB A
Tunpanasip 500
mr/putoHaBip 200 mr gBiui |10 Mr, ogHOpPa30Ba mo03a 1,4 paza
Ha goOy, 11 mHiB
IOponengapon 400 mr gBivi .
He Bimomo 1,4 paza
Ha Jo0y
ITpakoHaszon 200 Mr oouH
. 10 Mr, omHOpPa30Ba Jo03a 1,4 pa3za **
pa3 Ha moOy, 5 mHiB
Eze i6 10 o) az (10 0 a3 Ha go0Oy, 14
TUMI MT OOUH P MT OOMH pa3 Ha Jo0y 1 1,2 pasa **

Ha no0y, 14 nHiB

IHIiB

®ozammpeHasip 700
Mmr/putoHaBip 100 mr gBiui
Ha 100y, 8 gHiB

10 mr, omHOpPa30Ba O03a

Anernitasap 0,3 mr, 7 oHIiB

40 mr, 7 oHiB

Cunimapus 140 mr Tpudi Ha
noOy, 5 mHiB

10 mr, omgHOpPa30Ba go03a

denodidbpaTt 67 Mr Tpuui Ha
noOy, 7 OHiB

10 mr, 7 oHIB

Pudamnin 450 Mr oguH pa3
Ha no0y, 7 OHiB

20 Mr, omHOpa30Ba Jo03a




Ketokonazon 200 Mr gBiui

. 80 Mr, omHOpa30Ba go3a o
Ha 100y, 7 OHiB

®nykonazon 200 Mr oguH

. 80 Mr, ogHOpa30Ba go03a o
pa3 Ha moby, 11 guiB

Eputpominiua 500 mr
YOTUPU pa3u Ha goody, 7 80 Mr, ompHOpa30Ba go3a 1 20%
IHIB

Bavikasnin 50 Mr Tpudi Ha
20 Mr, ogHOpa3oBa go3a 1 47%

noby, 14 mHiB

* IlaHi, mpeOcTaBiieHi K 3MiHa B X pa3iB, SIBJISIOTh COO0I0 CIIiBBIIHOIIIEHHS MiXK
3aCTOCyBaHHSIM pO3yBacTaTHHY y KOMOiHallil Ta okpeMo. [laHi, mpeacTaBieHi y
BUTTIsAOi % 3MiHH, SBJISIOTH CO00I0 % Pi3HUIIO BiMHOCHO ITOKA3HUKIB ITPU 3aCTOCYBaHHI
poO3yBaCTaTUHY OKPEMO.

30inbplIeHHSA T03Ha4Y€HO 3Ha4YKoM T, BiACyTHICTh 3MiH <, 3MEHIIIeHHS - | .

** Byo mpoBeeHo KijlbKa OOCIiI>KeHb B3aEMO/II MPY Pi3HUX 03aX JIiIKapChKOTO
3aco0y KpecTop, B Tabnuili 2 mogaHo HaubOinbIl 3HaYyllle CITiBBiTHOIIIEHHS.

Bnaue po3dysacmamuHy Ha CynymHi AikapcuKi 3acobu
AHmazoHicmu eimamiHy K

Ak i mopgo iHmwux iuridiTopis 'MI'-KoA-pegykTa3u, Ha MO4YaTKy 3aCTOCYBaHHS
JlikapcbKoro 3aco0y Kpectop abo mmpu migBUIlleHH] MOT0 103U Yy Malli€EHTiB, SKi
OOHOYACHO 3aCTOCOBYIOTh aHTaroHictu Bitaminy K (Hanmpuknazn BapdapuH abo iHIIUU
KyMapUHOBUM aHTUKOATYJISHT), MOXKJIMBE IMiABUILIEHHS MiKHapOOHOT O
HopMasiizoBaHOro cruisBigHoineHHs (MHC). [IpunvuHeHHs 3aCTOCYyBaHHSA JIIKapChKOT O
3aco0y KpecTop abo 3MeHIIeHHs HOro JO03U MOXKe MPU3BECTU N0 3HuKeHHss MHC. ¥V
TaKUX BUIIaOKaX OakKaHWM HalexXHUM MoHiTopuHr MHC.



ITepopanvHi KOHMpPauenmueu/ 20pmMoHo3amicHa mepania (I'3T)

OmHOYacHe 3aCTOCYBaHHS JIiKapChKOro 3aco0y KpecTop Ta rmepopanabHUX
KOHTpAalleIITUBIB IpKU3BOoauso go nigsuitieHHsa AUC eTHHIJIECTpanioly Ta HOPrecTpesny
Ha 26% Tta 34% BignosigHO. Take MigBHUILIEHHS PiBHIB B IJIa3Mi KPOBI CJIif BpaXOByBaTHU
IpHu Oig0opi m0o3u mepopanlbHUX KOHTPALEeNTHUBIiB. [JlaHuX 11000 ¢apMaKOKiHETUKH
JIiIKapChbKUX 3aco0iB y IAIli€eHTiB, sIKi OMHOYaCHO 3aCTOCOBYIOTHL Kpectop Ta I'3T,
HeMa€, TOMYy He MOXKHa BUKJIIo4YaTH nogioHoro edpekty. OgHak KoMOiHallis IIIMPOKO
3aCTOCOBYBaJlacs XiHKaM B paMKaXx KIiHIYHUX JOCIigXKeHb i mepeHocunacs moobpe.

THwi nikapcvki 3acobu
JIu20KCcuH

3a DJaHUMU CIelliaIbHUX OOCIiAXKeHb KITIHIYHO 3Ha4yIl0l B3a€EMO/I1 i3 UTOKCUHOM HEe
OYIKY€ETHCH.

dy3udosa Kucsioma

[HocnigkKeHHs B3a€EMOil po3yBacTaTUHY 3 Py3UOOBOIO KUCJIOTOIO HE IPOBOOUIIUCS.
Pusuk miomarii, y T.4. 3 pabmomMionizom, Moxke OyTHU 30iIbIII€eHUM BHACITIIOK
CYIIYyTHBOTO 3aCTOCYBaHHS CUCTEMHOI (py3UAOBOI KMCJIOTH 3i CTaTUHaAMU. MexaHi3M
11iei B3aemonii (papmakoguHaMiuHmuit abo hapmMaKoKiHeTUYHUM, a0 i Te U iHIIE) ITOKHU
He 3’sscoBaHui. [ToBigoMmsimocs po pabmomioni3 (30KpeMa AesiKi CMepTesibHi
BUNIQJIKHK) y MALi€HTIB, IKi OTPUMYyBaJiu 110 KOMOiHalIio.

[TamienTaM, y IKMX 3aCTOCyBaHHS CUCTEMHOL (Py3UO0BOL KUCJIOTH BBAXKA€ETHCSI
HeoOXigHUM, NiKyBaHHS KpecTopoM CJiif IpUITMHUTYA Ha BECh TEPMiH ITiKyBaHHS
(y3umoBo0 KUCI0To0. TaKoXK AUB. po3ain «OCOOIUBOCTI 3aCTOCYBaHHS».

Iimu

[ocmiaKeHHs B3aEMOil IPOBOOUINCS Nulle y gopociaux. CTyIIiHb B3a€EMOfil y OiTen
HEBIOOMUMN.

Oc006/1MBOCTi 3aCTOCYyBaHHSA

Bnaus Ha Hupku

[TpoTelnypis, BUsABJIEHa y pe3ybTaTi aHali3y 3a TeCT-CMy>KKaMU Ta IIepeBaKHO
KaHAaJIbIIeBOI'0 IIOXOOXKEHHsI, CIIOCTepirajacsa y Mali€HTiB, sIKi JIIKyBaJIUCs BUILIUMU
mo3amu Kpecrtopy, 30kpema 40 mr, i y OinbIIOCTi BUIIaAKiB Oyjia TUM4YacoBOO abo
rmepepuB4YacToio. [IpoTeinypis He Oyya IepeaBiCHUKOM IocTpol abo Mporpecyndoi
XBOpoOU HUPOK (OuB. po3min «I1ob6iuHi peakirii»). YacToTa MoBigoOMJIEHD ITPO CEPMO3Hi
siBUIIA 3 O0OKY HUPOK Yy TOCTMAapPKETUHTOBUX [OCIIiIXKEeHHAX BUIIla ITPU 3aCTOCYyBaHHi



no3u 40 Mr. Y nauieHTiB, SKi Ipu¥MaloTh JTiKapCchbKui 3acid y mo3i 40 mr, ciifg
PEryasipHO MepeBipAaATH PYHKIIiI0 HUPOK.

Bnaue Ha ckesiemHy MycKy/j1amypy

[Mopy1ieHHs 3 00Ky CKeJeTHOI MyCKyJlaTypH, HalTpuKJIad Mianiris, MiomnaTis Ta 3pigka
pabmoMiorti3, crmocTepiranucs y Mali€eHTiB, sKi npuiiManu Kpectop y Oyab-IKUX [03aXx,
oco6muBo Oinbire 20 mr. [IyxKe pigko BUNagku pabmoMiosidy Bim3Hadanucs Ipu
3acToCyBaHHI e3eTuMiby y KoM0OiHairii 3 inribitopamu 'MI'-KoA-pegykTa3u. He moxkHa
BUK/IIOYATH MOXKJIMBICTh (papMaKOOUHaAMIUHOl B3aeMomil (AuB. po3ain «B3aemomis 3
iHIMMMU JTiKapChbKUMU 3acobaMu Ta iHII BUOU B3a€MOMili»), @ TOMYy TaKy KoMOiHaIlito
CIIii 3aCTOCOBYBATHU 3 00E€pPEKHICTIO.

Ak i mpu 3acTtocyBaHHi iHmux iHridiTopiB 'MI'-KoA-pegyKkTa3u, 4acToTa ITOBiHOMIEHD
PO BUITaAKU PabmoMiortidy, moB’sI3aHOr0 i3 3acToCyBaHHSIM KpecTopy, y
IMOCTMapKEeTUHTOBUM nepioxn Oyna BUIoio npu Ao3i 40 mr.

PigeHb KpeamuHKIHA3U

PiBenb kpeatuHkiHa3u (KK) He ciig BUMipoBaTH MiCiisd 3HAYHUX PiSUYHUX
HaBaHTaXXKeHb a00 3a HAasSIBHOCTI MOXKJIMBUX ajlbT€PHATUBHUX NMPUYUH nigsuineHHs KK,
II10 MOXKYTh YCKJIQOHIOBATH IHTEPIIpEeTalilo pe3yabTaTiB. AKiio BuxifgHi pisai KK
3HA4HO migBuineHi (>5 paziB Bunie BMH), npotssrom 5-7 gHiB He0OXimHO 3poduTH
IMTOBTOPHUM aHasli3, 11100 TifTBepOuTU pe3yabTaTH. AKINO pe3yabTaTh MOBTOPHOTO
aHasli3ly migTBepAXKyIOTh, 10 BuxigHe 3HaYyeHHs KK OinbIlle HiXK B 5 pa3iB IepeBUILYE
BHM, 3acTtocyBaHHS TiKapChKOTr0o 3aco0y MOYUHATHU HE CJTif.

Ileped nouamkom niKy8aHHA

Kpecrtop, sk i inmii iari6itopu I'MI'-KoA-penykTa3u, ciiif 3 00epeXHiCTIo IpU3HavYaTu
nalieHTaM 3i CXUJIbHICTIO A0 MiomaTii/pabaomionisy. [1o GpaKToOpiB TaKOT0 PU3UKY
HalexarTh:

e MIOPYIIEHHS (PYHKIIl HUPOK;

e TIIOTUPEO3;

e HasIBHICTh B ocoOMCcTOMY a00 POOUHHOMY aHaMHe3i CIlafKOBHUX 3aXBOPIOBaHb
M’ s13iB;

e HasSIBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha (OHi 3aCTOCYyBaHHS iHIINX iHTi0ITOPIB
I'MTI'-KoA- penykTa3u abo ¢ibpaTis;

e 3JI0BXUBAHHSA aJIKOr0JIeM;

e BiKk > 70 pOKiB;

e CUTYyallil, II0 MOXKYTh IIPU3BECTHU [0 IiABUIIIEHHS PiBHIB JIiIKapChKOTr'0 3aC00y y
miaa3mi (muB. po3ainu «Criocié 3acToCcyBaHHS Ta O03u», «B3aemopmist 3 iHIIMMU
JIIKaPCHKMMHU 3aco0aMM Ta iHII BUAM B3aeMoOfii» Ta «®apMaKOKiHeTHKa»);



e CYIIyTHE 3aCTOCYyBaHHs (piOpaTis.

Y Takux mallieHTiB MOB’sI3aHUM i3 JIIKYyBaHHSM PU3UK IIOTPIOHO OITiHIOBATH,
IIOPiIBHIOIOYHU 3 OYiKYBaHOIO KOPUCTIO; TAKOXK PEKOMEHAYETHCS KIIIHIYHUN MOHITOPUHT.
Axuro BuxigHi piBHI KK 3HayHO migBuieHi (>5 pa3siB Buile BMH), nikyBaHHSA
IOYMHATH He CIIif.

B nepiod saikyeaHHA

[NamieHTiB CIim MOTPOCUTH HETAaWHO IMOBIHOMISITH PO M’si30BUM 6inb, cabKicTh abo
CyIOMH HeBiOMOi eTionorii, 0cOOIUBO SKIIIO0 BOHU CYyIIPOBOOXKYIOTHCSA HE3MYKaHHAM
ab0 MMXOMAaHKOI0. Y TaKuX IallieHTiB moTpidHo BuMiproBaTu piBHiI KK. 3acTocyBanHsa
JIIKapChKOTO0 3aco0y ciig mpunuHuTH, Ko piBHi KK 3HauHOo migBuineHi (>5 X BMH)
ab0 AKIIO CUMIITOMM 3 OOKY M’SI3iB TSXKKi Ta CIPUYUHSAIOTH IIOAEHHUU OUCKOM@OPT
(#aBiTh gku1o piBHI KK = 5 X BMH). V¥ pa3si 3HUKHEeHHsI CUMIITOMIB Ta IIOBEPHEHHS
piBHsa KK mo HOpMuM MOKHa IIOHOBUTU Tepaliio mpemapatomMm Kpectop abo
arbTepHaTUBHUM iHTiOiTOpoM ['MI-KoA-penyKTa3u y HaWMeHIIIiN m03i Ta ITif
peTenbHUM HarnsanoMm. PerynsapHo nepesipsaTu piBHi KK y acuMnTtoMaTuyHUX
MalieHTiB HeMa€ noTpebu. [lyKe pigKo MOBiIOMJISIOCS PO BUIAAKU
iMyHOOITIOCEpPEenKOBaHOl HeKpoTu3lyiouoi mionartii (IOHM) nig wac abo micnst Teparrii
CTaTWHaAMM, B TOMY YUCIIi po3yBactaTuHoMm. Kniniunumu nposBamu IOHM € cnabKicTh
IIPOKCUMAaJIbHUX M S131B Ta MiABUILIEHHS PiBHS KpeaTUHKIHA3W y CUPOBATIIi, 1110
30epiraeTbCcs HaBiTh ITiC/IS MPUMNKUHEHHS 3aCTOCYBaHHS CTaTHUHIB.

Y KniHiYHUX OOCHiAXKeHHSAX He OyJI0 OTPUMaHO AO0Ka3iB ITiABUIIIEHOTO BIIJIMBY Ha
CKeJIeTHY MYCKYyJlaTypy y HEBEJIMKOI KiJTbKOCTI IallieHTiB, gKi npuiiManu Kpectop Ta
CYIyTHI JTiKapchKi 3acobu. OOHaK IMigBUINEHHS YaCTOTH MiO3UTYy Ta Miomarii
Bim3Ha4anocs y MallieHTiB, gKi npuiiManu iumi inriditopu I'MI'-KoA-penykTa3u pasoM
i3 moximHuMM HiOPOEBOI KUCIIOTH, B TOMY YUCIIi reM(piOpo3nIoM, IIUKIJIOCIIOPUHOM,
HiKOTMHOBOIO KHMCJIOTOO, a30JIbHUMHU NPOTUTPUOKOBUMH MIpemnapaTaMu, iHribiTopaMu
IMpoTea3u Ta MaKpoligHuMu aHTubioTuKamMu. ['eMdiOpo3un migBuilye pu3uK Mionarii
IIpU CyIIyTHHOMY 3aCTOCYBaHHI 3 messkumu iHriditopamu 'MI-KoA. Tomy
3acTtocoByBaTtu KpecTop y KoMmOiHa1ii i3 remdiOpo3usoM He peKOMeHAYyEThCSA. KOpucThb
ITOIaIbINIOl 3MiHM PiBHS JIIIimiB ITpM 3aCTOCyBaHHI TiKapchKoro 3acody KpecTop v
KoMOiHartril i3 ¢pibpaTamMu abo HiallMHOM IMOTPIOHO peTesIbHO 3BaXKyBaTH ITIOPiBHSHO i3
MOTEHIIMHUMU PU3UKaMHU, ITOB’I3aHUMM i3 3aCTOCYBaHHSIM TaKuxX KoMOiHa1liii. [To3a
40 Mr mpoTHUIIOKa3aHa IpU CyNIyTHbOMY 3aCTOCYBaHHi (iOpaTiB (OUB. po3minu
«B3aeMomist 3 iHIIMMU JTiKapChKUMHU 3aco0aMM Ta iHIIN BUAM B3aeEMOi» Ta «I1o0iuHi
peaxkiii»).

KpecTop He cJ1if 3aCTOCOBYBaTH CITiIJIbHO 3 CUCTEMHUMH JIiKapChKUMHU 3acobaMu
dy3umoBoi kucaoTu abo IPOTIToM 7 OHIB ITiCJIg IPUIIMHEHHS JTiKyBaHHSA (Gy3UIO0BOIO
KUCJIOoTO!0. [TallieHTaM, y IKUX 3aCTOCYBaHHS CUCTEMHOI (hy3UITOBOI KUCIIOTHU



BBAXKAETHCS XKUTTEBO HEOOXiMHUM, JTiKyBaHHSI CTaTUHAMMU CJIiI IIPUIIMHUTH Ha BeChb
TEepPMiH JTiKyBaHHS Qy3uagoBo0 KuciaoToo. [ToBimomiisnocs mpo padbaomiosnni3 (B ToMy
YHCIIi OeKijlbKka CMepTEeNbHUX BUMAOKIB) y MAIli€EHTIB, SIKi OTPUMYyBaIu KOMOiHaIliio
(Gy3umoBoi KMCJIOTH Ta CTAaTUHIB (OUB. po3Min «B3aeMomisa 3 iHIIUMHU TiKapChKUMU
3acobaMu Ta iHIII BUOU B3aeMofiii»). [TallieHTaM CIif mopaguTy HerallHO 3BEPHYTHUCS
110 MEeOUYHY OOIIOMOTY, SIKIIIO BOHU Bif4yBalOTh OyOb-IKi CHMIITOMH M sI30BO1
cnabkocTi, 605110 a60 XBOPOOIMBOI UyTIUBOCTI. Teparito cTaTUHaMU MOKHa ITOBTOPHO
IIOHOBUTY 4Yepe3 CiM OHIB IIiC/IS OCTAHHBLOI J03U (Py3UO0BOL KUCJIOTH. Y BUHATKOBUX
BUIIafgKaX, KOJIM HeoOXiTHa IMpOoJIOHTOBaHa cucTeMHa ¢y3umoBa KMCJIOTa, HallpUKIIaZ,
OJis TiKyBaHHS TSAXKKHUX iHQEKIIiM, HeoOXigHICTh OOHOYACHOTO 3aCToCyBaHHS KpecTopy
Ta Py3ug0BOI KMCJIOTH IIOBUHHA POITIAAATUCS TiJIbKM B KOXKHOMY KOHKPETHOMY
BUMOAAKY U Mif peTeIbHUM MEeOUYHUM HarIsag0M.

KpecTop He ciig 3aCcTOCOBYBaTHU HallieHTaM i3 TOCTPUMU, CEPUO3HUMU CTaHaMHU, II10
CBig4aTh PO MiomaTito a0 MOXKIUBICTb PO3BUTKY HUPKOBOI HEIOCTAaTHOCTI BHACJITiMOK
pabmoMioni3y (TaKuMHM, SIK CEIICHUC, TiIIOTeH3isd, BeIuKe XipypridyHe BTPy4YaHHS,
TPpaBMa, TSIXKKi MeTaOo0JIiuHi, eHOOKPUHHI Ta eIeKTPOJIiTHYHI po3anu abo
HEKOHTPOJIbOBaHI CyIOMHU).

Bnaue Ha neuiHKy

ki i igmi iuriéitopu 'MI'-KoA-penykTa3u, Kpectop ciig 3 06epexkHicTIO
3aCTOCOBYBATH MalliEHTaM, SIKi 37T0BXKWBAIOTh aJIKOT0JIeM Ta/ab0 MaloTh B aHaMHe3i
3aXBOPIOBaAHHS MEYiHKU.

PekoMeHpoBaHO mepeBipsaTH 0i0XiMiuHi MOKa3HUKU (QPYHKIII] MeYiHKY ITepen I094aTKOM
JIIKYBaHHS Ta 4epe3 3 MicsIli moToMy. 3aCTOCYBaHHS JIiKapchbKoro 3acody Kpectop
CHig IpUNMHUTU ab0 3MEHIIUTU 03y, AKII0 piBeHb TpaHCaMiHa3 y CUpOBaTIli OinbIlie
HiK BTPHUUIi II€pPEBUILYE BEPXHIO MeXKYy HOpMHU. HYacToTa MOBiOMJIEHb IIPO CEPUO3HI
siBUIIa 3 OOKY IMeYiHKU (IepeBaxKHOo ITPO IiABUIIIeHHS PiBHS TpaHcaMiHa3 MMeYiHKU) y
ImicsgipeecTpaliiHuy repion O0ysa OinbIIOIO IIPU 3aCTOCyBaHHi mo3u 40 mr.

Y naui€eHTiB i3 BTOPMHHOIO Tiepx0JieCTEPUHEMIi€I0, 3YMOBIEHOIO TimOTUPE030M abo
HeDPOTUYHUM CUHAPOMOM, CIIiJl CIIOYaTKy BUJIIKyBaTH OCHOBHY XBOPOOY, IEePII Hixk
MMOYMHATHU Tepalriio JlikapcbkuM 3acoboMm KpecTtop.

Y micnspeecTpalliiHul Iepion 3pigKa IMOBiHOMIISIJIOCS IIPO JIeTaibHi a00 HejleTabHi
BUIIQAKM II€YiHKOBOI HEIOCTATHOCTI Y IMAIli€HTIiB, SIKi IpUManu CTaTUHU, B TOMY YUCITi
po3yBacTaTuH. fAKII0 Ha QOHi TiKyBaHHS TiKapChKUM 3aco00M KpecTop po3BUBAETHCS
Cepio3He ypaXXeHHS MeYiHKU 3 KIiHIiYHOI0 CHUMIITOMAaTHUKOI0 Ta/abo
rinmep0binipybiHeMi€io un XKOBTSHUIIEIO0, HETaWHO MPUNUHITE IPUNOM JTiKapChKOT0
3aco0y. fAKIIo iHIIl MPUYUHY He BUSIBIIEHO, HEe TIOHOBIIIONUTE JIIKYBaHHS JIIKAPChKUM
3acoboMm KpecTtop.



Pacosa HanedcHicMb

[ocnigkeHHs ¢papMaKOKIiHETUKM CBif4YaTh PO 3POCTAHHS €KCIIO3UIlil ¥ MaIliEHTIB
MOHTOJIOITHOI pacu MpUOJIM3HO BABiUi TOPIBHSAHO 3 €BPOIEUIIIMHU (OUB. PO3IiNN
«Crmocib 3acTocyBaHHS Ta A03u», «[IpoTunoka3laHHsI» Ta «PapMaKOKiHETHUKA»).

IH2ibimopu npomeasu

[TigBuIlleHa CUCTEMHa €KCIIO3UIIisl O PO3yBaCTaTUHY CIIOCTepirasnacs y ocib, ski
3aCTOCOBYBAJIM PO3yBacTaTUH CYIIyTHHO i3 pisHUMU iHTiIOiTOpaMu MpoTea3u y
IMOEOHaHHI i3 puToHaBipoM. Crtim 0OMipKyBaTH K KOPUCTH Bifl 3HUXKEHHS PiBHSA IimimiB
3a DOTIOMOT 010 JIiKapCchKoro 3aco0y KpecTtop y natiieHTiB i3 BIJI, sIKi OTpUMYIOTh
iHribiTOpU MpOoTeas3u, Tak i MOXKJIMBICTh ITiABUIIIEHHS KOHIIEHTPalliil po3yBacTaTUHY y
IJ1a3Mi KpPOBi Ha IMOYaTKYy Teparil Ta Opu migBuileHHi no3u KpecTopy y maii€eHTiB, sgKi
OTPUMYIOTH iHTiO6iTOPU MpoTea3u. OmHOYACHE 3aCTOCYyBaHHS JIiIKapChKOTO 3aco0y 3
OesIKUMHU iHTiOiTOpaMu IpoTeal3n He PEKOMEHIYEThCS, SIKIO no3a Kpectopy He
ckopuroBaHa (guB. po3min «Criocié 3acTocyBaHHS Ta O03u» Ta «B3aemomis 3 iHIMUMU
JIIKAPCHKUMHU 3aco0aMU Ta iHIIN BUOU B3a€EMOMil»).

HenepeHocumicmb nakmo3u

[TamieHTaM i3 pigKiCHUMM CIaJKOBUMM IMpoOieMaMu HEIIePeHOCUMOCTI TrajlaKTO3H,
nedinuTom nakTtasu Jlamnma abo I'TI0KO30-TajlaKTO3HOI0 MatbabcopOIliero He Ctif
3aCTOCOBYBATH 1ieM JIiKapChbKUM 3acio.

IHmepcmuuiaavHa xeopoba nezeHb

[Tig yac 3acTOoCyBaHHS OESIKUX CTATHHIB, 0COOJIMBO IIPU TPUBAJIOMY JIiKyBaHHI,
MIOBiAOMJISAJIOCS IIPO BUHATKOBI BUNIAAKM IHTEPCTUILiaIbHOI XBOPOOU JIereHb (OUB.
po3min «ITob6iuHi peakiiii»). [1o mposBiB 11iel XBOpoOU MOXKHA BigHECTH 3agUIIIKY,
HENIPOAYKTUBHUU KallleIb Ta 3arajbHe MOTipIIeHHs CTaHy (CTOMIIOBaHICTh, 3HUKEHHS
MacH Tijla Ta rapsiuka). Y pa3i [mimo3pu Ha iHTepCcTulliaabHy XBOPOOYy IereHb
3aCTOCYBaHHS CTATHUHIB CJIi] IPUIIMHUTHU.

Llykposuti oiabem

Ieski (pakTH cBiguaTh, 110 CTAaTUHU, IK KJjlac, MiABUILYIOTh PiBeHb I'JIIOKO3U B KPOBi Ta
y OesIKUX Malli€HTiB, IKUM 3arpoKy€ BUCOKUM PU3UK PO3BUTKY IIYKPOBOTO fiabeTy B
ManOyTHbOMY, MOXKYTb CIPUYMHSTHU TillepPriliikeMiio TaKoTro pPiBHSA, 3a IKOT0 HeoOXimHe
HaJIeXKHe JTiKyBaHHS IIYKPOBOTo Oiabety. L{io 3arpo3y, ogHakK, IIepeBUIIy€E 3HUKEHHS
PU3UKY CyYOUHHUX IIOPYIIIeHb IPU 3aCTOCYBaHHI CTaTUHIB, i TOMy BOHa He Ma€ OyTu
IMiicTaBOIO [AJI IPUIIMHEHHS Teparllili cTaTUHaMU. 3a HalliEHTaMU TPYIU PU3UKY
(piBeHsb rIIOKO3U HaTte 5,6-6,0 MmMmonb/n, IMT >30 Kr/M2, migBuIlleHUY piBEHb
TPUTIIiLIEePUOiB, apTepiajibHa TillepTeH3isd) CJIig BCTAHOBUTH SK KIIIHIYHUH, TakK i



OioxiMiYHUM KOHTPOJIb 3TiAHO i3 HalliloHAIbHUMU KEPiBHUIITBAMU.

Y mocnimxenni JUPITER 3apeecTpoBaHa 3arajbHa YaCTOTa IIyKPOBOTO miabeTy
ctaHoBuna 2,8% y rpymi nmpuiiomy po3yBacTaTuHy Ta 2,3% — y rpymi miaaie0o,
IIepeBaxXHO y IalLlleHTIB 13 piBHEM I'JIIOKO3M HaTIIE Bif 5,6 00 6,9 MMOJIB/II.

Iimu

O1iHKa miHiIMHOTO pPOCTY (3picT), Macu Tina, IMT (iHOeKCy mMacu Tijla) Ta BTOPUHHUX
XapakKTepUCTUK CTaTeBOI'0 NO3piBaHHA 3a TaHHepoM y miTeu BikoM Bifm 10 mo 17 pokis,
sIKi TpUMMaly Po3yBacTaTUH, oOMexkeHa IepiomoM TpuBaiicTio 1 pik. ITicisa 52
TU2KHIB JOCIiIXKyBaHOTO JIIKyBaHHS KOQHOI'O BIJIMBY Ha picT, Macy Tina, IMT a6o
CcTaTeBe [03piBaHHSA BUSBIEHO He Oyio (ouB. po3min «®apMmakoguHaMika»). [TocBifg
KJIiHIYHUX OOCHiAXKeHb 3aCTOCYyBaHHS JIiIKapChKOT0 3aco0y OiTSAM Ta HifJiiTKam
oOMexkeHUM, i JOBroTpuBaii epekTru 3aCTOCyBaHHS po3yBacTaTuHy (>1 pik) Ha
CcTaTeBe J03piBaHHS HEBIOOMI.

Y kniHIiYHOMY OOCIIAXKEHHI y OiTeU Ta HifgJIiTKiB, AKi IpuK¥Maii po3yBacTaTUH
OpoTsarom 52 THUXKHIB, migBuilieHHs piBHSA KK >10 pasiB Buite BHM Ta cumnTomu 3
00Ky M’s13iB micssa ¢pi3mYHOro HaBaHTaXkKeHHS ab0 MigBUIIEeHOI (Pi3UYHOl aKTUBHOCTI
CIIOCTEepIiraaucs 4YacTille MOPiBHAHO 3 TAKUMHU y OHopociaux (OuB. po3min «ITo6iuwi
peaxiiii»).

3maTHiCTH BIUIMBATH Ha HIBHIKICTHh peaklil mpu KepyBaHHiI aBTOTPaHCIOPTOM
a0o0 iHMMMHu MexaHi3ZMaMHu

IocrmigKeHHs BIJIMBY JIiKapchKoro 3aco0y KpecTop Ha 3maTHICTh KepyBaTH
aBTOMOOizIeM Ta ITpallloBaTH 3 iHITUMHU MexaHizMamu He nmpoBogunucs. OgHak, 3
ornsay Ha apMakKoguHaMidHi BIaCTHUBOCTI JTiKapChKOro 3aco0y, MajloMMOBipHO, 110
KpecTop ynHHUTHME BIIIUB Ha TaKy 3HaTHiCTh. [Ipy1 KepyBaHHi aBTOTpaHCIIOPTOM abo
po6OTi 3 iIHIIMMM MeXaHi3MaMH CJIif BpaxOByBaTH MOXKJIUBICTh 3allaMOPOYEHHS B
nepiop JIiKyBaHHS.

3acTocyBaHHs y nmepioa BaritTHocTi ad0 rogyBaHHsI IPyaaio

KpecTop npoTtunokasaHuil B Iepiof BariTHOCTI Ta roAyBaHHSA I'PYATIO.

2KiHKM penpoayKTHBHOTO BiKy ITOBMHHI BUKOPHCTOBYBAaTU HaJlexXKHi 3acobu
KOHTPAaUeIIlil.

OCKIiNTbKM XOJIeCTEPHUH Ta iHIIIi TPOAYKTU Oi0CMHTE3Y X0JIECTEPUHY BilirpaloTh iCTOTHY
POJIb Y PO3BUTKY IIJIOfa, NOTEHLIIMHNY PU3UK Bif nnpurHidvenus ['MI-KoA-penykra3u
IIepeBUIIyE KOPUCTD Bill 3aCTOCYBaHHS JIiKapChKOro 3aco0y B mepion BariTHoOCTi. [JaHi



OOCHigKeHb Ha TBapHWHaxX 100 TOKCUYHOTO BIIJIMBY Ha PENPOOYKTUBHY QYHKIIIIO
oOMexkeHi. fKIIOo mallieHTKa 3aBariTHIi€ B Iepiom 3aCTOCYBaHHS IIOTO JIIKAPChKOTO
3aco0y, miKyBaHHS CIIiJl HEralHO IIPUIIUHUTH.

OCKinbKM iHIINY NTiKapChKUM 3acib IILOTO KJIacy IOTPAIJIs€ Y TPyOHE MOJIOKO JIIOOUHHT
Ta BpaxoByiouH, 1110 iHribitopu 'MI'-KoA-penyKTa3yu MOXYTh COPUYMHATH CEPUO3HI
HeOaxkKaHi peakxliii y HEeMOBJIAT, XKiHKaM, SKi MOTPeOyIOTh TiKyBaHHS JTiKapChKUM
3acobomMm KpecTop, ciig peKoMeHOyBaTH yTPUMATUCS Bifl rogyBaHHS rpyanio. JaHux
1000 IPOHUKHEHHS JTiIKapChKOT0 3ac00y B I'PyIHE MOJIOKO Yy JIIOOUHU HeMae€e (OuB.
po3min «I[IpoTumoka3zaHHsI»).

Cmocid 3acTocyBaHHs Ta 03U

[lepen moyaTKOM JIiIKyBaHHS MALIEHTY CIiO IPU3HAYUTU CTaHOAPTHY
riroxoJieCTEPUHEMIYHY OIi€TY, IKO1 BiH HOBUHEH OOTPUMYBATUCS 1 IPOTATOM
smikyBaHHA. [103y ciig nigOupaTy iHOUBiOyasibHO, 3aJIe3KHO Biff METU Tepalrii Ta
BIAIIOBil ITallieHTa Ha JIIKYBaHHSA, KEPYIOYNCh PEKOMEHOAIIAMU II0OTOYHUX
3araJIbHONPUUHATUX KEPIBHUILITB.

Jlikapcekuit 3aci6 Kpectop MoxkHa nmpuiMaTH y OyOb-sIKUM Yac OHS, He3alexKHOo Bif
IpUNOMY 1XKi.

JIikyeaHHA 2inepxosiecmepuHemil

PekoMeHOoBaHa ImoYaTKOBa [03a CTAHOBUTH 5 abo 10 Mr mepopasibHO OOUH pa3 Ha
noOy sIK M1 Malli€EHTiB, sIKi paHillle He 3aCTOCOBYBa/JIU CTAaTHUHU, TaK i mepeBedeHuX Ha
JIiIKapChbKUU 3acib 3 mpurioMy iHmoro iuriditopa 'MI'-KoA-penykTa3u. [1pu Bubopi
IIOYaTKOBOI O3HU CJIiI BpaXOBYBATH PiBHI X0JIECTEPUHY B KOXKHOTO OKPEMOTO MalliEHTa
Ta PU3UK CEPLIEBO-CYAUHHUX MMOPYIIEeHb ¥ MaliOyTHbOMY, a TaKOXK MUMOBIpHICTh
PO3BUTKY HeOaxKaHUX peakiliii. 3a HeoOXimHOCTI NigBUIIyBaTU OO3Yy OO HACTYIIHOTO
PiBHS MOXKHa 4depe3 4 TUXKHI (OuB. po3min «@apMakKoguHaMika»). 3 orjisagy Ha Te, 10
Ha (OHi 3acTOCyBaHHSA JTiKapCchKOro 3aco0y B no3i 40 mr, HeOakaHi peaxiiil
BMHHUKAIOTh YaCTillle, HiXK ITPU MEeHIuX mo3ax (ouB. po3min «I[1ob6iuHi peakirii»),
OCTATOYHO TUTPYBATH OO3Yy OO MaKCHUMabHOI 1031 40 MI BApTO JIUIIE MalliEHTaM i3
TS2KKOIO TIIIepPX0JIeCTEPUHEMIEI0 Ta BUCOKHMM PU3UKOM CEPILIEBO-CYOUHHUX ITOPYILIEHb
(30KpemMa y XBOPUX i3 CiIMEMHOIO TillepX0JIeCTEPUHEMIEI), YV SIKUX HEe BOAJIOCS OOCATTHA
MEeTH JIIKyBaHHS IIPU 3aCTOCyBaHHI mo3u 20 Mr i gKi mepeOyBaTUMYTh IIif] pETYIAPHUM
HarnsgoMm (guB. po3ain «OcoOMUBOCTI 3acToCcyBaHHSA»). [1im dac iHimialliil npuiioMy
JIIKapChKOT0 3aco0y y mo3i 40 Mr peKoMeHOOBaHUIM HATJIs[ CIIeliaicTiB.

ITpoginakmuka cepuego-cyOuUHHUX nooiu



Y pmocrnigzKeHHi 3HMKEHHS PU3UKY CEePIeBO-CYOUHHUX MOIiN TiKapChbKuUM 3acid
3acTocoByBanu y mo3i 20 Mr Ha goOy (ouB. po3ain «®apMakoauHaMika»).

ITauieHmu AiMHBLO20 BIKY

PexomeHpgoBaHa moyaTKoBa [J03a AJIA IMalli€HTiB BIKOM > 70 pPOKiIB CTaHOBUTH D MT
(muB. po3min «OcobMUBOCTI 3aCTOCYBaHHS»). [HIIIa KOPEKIIlisd MO3K 3 Or/IsiAy Ha BiK He
moTpidHa.

ITauienmu i3 HUPKOBOIO HedocmamHicmio

[NamienTaM i3 merkuMu abo IIOMipHUMU ITOPYIIEeHHAMU QYHKIII HUPOK KOPEKIlis m03u
He IOoTpPiOHAa.

PekoMeHOoBaHa ImoYyaTKOBa [103a IJIs IAIi€HTIB i3 MOMipHUMHU MOPYLIEHHAMU QYHKIIi1
HUPOK (KJIipeHC KpeaTuHiHy <60 MJI/XB) CTaHOBUTH 5 Mr. [lo3a 40 Mr mpoTunoka3aHa
nalieHTaM i3 TOMipHUMHU NOPYLUIEeHHAMH (QYHKIIil HUPOK. 3aCTOCYBaHHA JIIKapPChKOTO
3aco0y KpecTop nauiesTaM i3 TAKKUMU IOPYIIEHHIMU HUPKOBUX GYHKIII1
MIPOTUIIOKA3aHo y OyOb-IKUX Ho3ax (OAuB. po3minu «IIpoTunoka3aHHSI» Ta
«®apMaKOKiHEeTHUKAa»).

ITauieHmu i3 nopyweHHAMU PYHKUII neyiHKu

Y mairieHTiB i3 mopymeHHEIMY QYHKIIIN Te4iHKH, 1110 OIliHIOBaIucsa y 7 abo MeHIIe
6ariB 3a mkanor Yavnma-IT'1o, MigBUILIEHHSI CUCTEMHOI €KCITIO3UIIil pO3yBaCTaTUHY He
croctepiranocs. OgHak y ocib i3 mopymieHHsaMu y 8 Ta 9 6asiB 3a IIKaJ00
Yaunma-IT'10 cucTeMHa eKCIo3ullid 3pocTana (auB. po3min «PapMaKoKiHEeTUKa»). Y
TaKUX MAalIliEHTIB OOIIJIBHOIO € OIliHKa (QYHKII1 HUPOK (OuB. po3ain «OcobmmBOCTI
3acTocyBaHHs»). [10CBiZl 3acTOCyBaHHS JIiKapChKOro 3aco0y mallieHTaM, gKi Habpanu
Oinbie 9 6amiB 3a mKasnoio Yarnma-IT'to, BigcyTHiM. KpecTop npoTunoka3aHui
MalieHTaM i3 aKTUBHUMM 3aXBOPIOBAHHSIMHU MEYiHKM (OUB. PO3OiI
«[IpoTUioKa3aHHSI»).

Pacosa HaaedcHicMb

Y nmailieHTiB MOHTOJIOIMHOI pacu CIIoCTepiraaacs IIigBUIlleHa CUCTEeMHAa eKCIIO3UIlis
JIiKapChKOT0 3aco0y (guB. po3ginu «IIpoTunokasanHusa», «OcobIMBOCTI 3aCTOCyBaHHSI»
Ta «®apMaKOKiHeTHKa»). PeKOMeHOOBaHa mo4YaTKOBa [03a OJIsd IalliEHTiB
MOHTOJIOIAHOL pacu CTaHOBUTH 5 MT; fo3a 40 MI TaKUM HaljieHTaM NPOTUIIOKa3aHa.

I'enemuyuHutl noaimopgiam

[leBHI TUIIM TEHETUYHOTO MOJIIMOP(}i3My MOXKYTh IPU3BOOUTHU OO HiABUIIIEHHS
€KCIO03ullil po3yBacTaTuHy (OuB. po3gin «PapmakokiHeTuKa»). [lallieHTaM i3 BimoMoi0
HasIBHICTIO TaKUX THUIIiB ITOJIIMOP(di3My peKOMEHAYETHCSI 3aCTOCOBYBAaTU MEHITYy TOOOBY



mo3y JikapchkKoro 3acody Kpectop.
ITauienmu 3i cxuavbHicmio 00 po3sumky mionamii

PekomeHOoBaHa mo4YaTKOBA OO3a OJIA MAIli€HTIB i3 paKTOpaMu PU3UKY PO3BUTKY
MiomaTii CTaHOBUTh 5 MT (OUB. po3min «OCcoOIUBOCTiI 3aCTOCYBaHHS»).

[Ho3a 40 Mr npoTuIlOKa3aHa OesIKHUM i3 TaKuX Malli€HTiB (OUB. PO3Oi
«[TpoTUIIOKa3aHHI»).

CynymHe 3acmocy8aHH A

PosyBacTaTuH € cyOCTpaTOM Pi3HUX TpaHCIOPTHUX OinkKiB (Hanpukinag OATP1B1 Ta
BCRP). Pu3uk miomnartii (B ToMy 4mcJi pabaoMiosni3y) 3pocTae Mpu CyIIyTHEOMY
3acTocyBaHHi KpecTopy i3 meBHUMU JTiKapChbKUMHU 3aco0aMH, 1110 MOXKYTh
MiABUITyBaTH KOHIIEHTPAIliI0 pO3yBaCTaTHUHY Yy MJla3Mi BHACJIIHOK B3a€MOZI] i3 IUMU
TPaAHCIOPTHUMU OinKamu (HallpuKiag IIUKJIOCIOPUHOM Ta IIEBHUMMU iHTiOiTOpaMu
MIpoTeasy, B TOMY 4YMCJIi KOMOiHaIliIMU PUTOHABIPY 3 aTa3aHaBipoM, JIOIliHaBipoM
Ta/abo0 TUIIpaHaBipoM; OAuB. po3minu «OcobIMBOCTI 3aCTOCYyBaHHSI» Ta «B3aeMomis 3
IHIIMMY TiKapChbKUMH 3acoO0aMu Ta iHIMIi BUOW B3aEMOMiti»). [To MOXKIIMBOCTI, CIif
PO3TJISHYTH 3aCTOCYBaHHS aJibTepHATUBHUX JIiIKapChKUX 3aco0iB Ta y pasi
HeoOXimHOCTi TMMYaCcoBO IIepepBaTH Teparliio mikapcbKuM 3acobom KpecTop. fAKIio
CYIIyTHLOTO 3aCTOCYBaHHS IIUX JIiIKapChKUX 3ac0o0iB i3 KpecTopoM YHUKHYTHU
HEMOXKJIUBO, CJIiJl peTeJIbHO 3BaXXUTU KOPUCTh Ta PU3UK Bi[] CYIIYyTHLOTI'O 3aCTOCYBaHHS
Ta BiATIOBiOHUM YMHOM BigKOperyBaTHu O03y JiKapchkoro 3aco0y KpecTtop (gus. po3min
«B3aeMomis 3 iHmIMMU JTiKapChbKUMH 3acoO0aMu Ta iHIII BUOU B3AEMOMI»).

itk
3acTocyBaHHS TiKapChKOT0 3aCcO0y OiTSAM Ma€ IIPOBOOUTH JIUIIE CIIeliallicT.

3acTOCOBYIOTH AiTSAM Ta HifgiriTkaM BikoM Big 10 mo 17 pokiB (XIODYUKHU Ha CTamil
po3BuTKy Il Ta Buille 3a TaHHEpPOM Ta [iBUaTa, B IKMX MEHCTpPYyallil To4aaucs
IIIOHAUMEHIIIE PiK TOMY).

3BHUYaliHa ImoYaTKoBa JoOOBa 03a AJIs OiTed Ta HMigJIiTKiB i3 reTepo3uTroTHO
CciMeMHOI0 TinepxoyiecTepUHEeMi€l0 CTAHOBUTEL 5 MT Ha moOy. [IpemapaT 3a3Buyan
MIPUNMalOTh IepPopasibHO B J03ax Bim 5 Mr go 20 Mr oguH pa3 Ha no0y. [limBunryBatu
003y CIIif BiAMMOBiOHO [0 iHOAMBIAyalIbHOI BiANIOBiAlI AUTHMHU Ha JIIKyBaHHS Ta
IIepPeHOCHUMOCTI JIIKapChKOT0 3aco0y, JOTPUMYIOYNCh peKOMeHOAalIliil 100 JIiIKyBaHHS
miten (guB. po3pin «OcoOIMUBOCTI 3acTOCyBaHHSA»). [lepe moyaTKOM Teparril
pO3yBaCTaTUHOM HiTAM Ta HigJIiTKaM CJIif IPU3HAYUTU CTaHOAPTHY
TiroxXoJieCTEPUHEMIYHY OIi€TY, SIKOl MalliEHTH MalOTh JOTPUMYBATUCS 1 IPOTATOM
JikyBaHHS. be3neka Ta eeKTUBHICTH JTiKapChKOT0 3aco0y y mo3ax Oinbirne 20 Mr y mii



Oy ALl He JOCIiAXKyBaIuCs.
TabneTku mo 40 Mr He 3aCTOCOBYIOTH HiTSIM.
Ilimu sikom 0o 10 pokias

IocBin nmikyBaHHS miTel BikoM mo 10 pokiB oOMeKeHUU 3aCTOCYBaHHSAM J1iKapChKOTO
3aco0y HeBeJHUKil KiTbKOCTI mallieHTiB (BikoM Bif 8 mo 10 poKiB) i3 TOMO3UTOTHOIO
CiMeNHOI0 rinmepxonecrtepuHemicto. TakuM 4uHOM, npemnapaT Kpectop He
PEKOMEHOY€EThCS 3aCTOCOBYBATHU AiTAM BikoM 1010 pokis.

ITlepeno3yBaHHsA

CrnenudiyHoro NiKyBaHHS IIepefo3yBaHHA HeMa€E. Y pa3i mepeno3yBaHHS HallieHTa
CHif MiKyBaTH CUMIITOMATHUYHO Ta V pa3i He0OXimHOCTI BXXUTH MiATPUMYIOYUX 3aXOiB.
[ToTpiObHO KOHTPOJIIOBaTH QYyHKIII medinku Ta piBHI KK. EdekTuBHICTh remopianizy
MaJIOMMOBIpHa.

IToOiuni peakmii

Heb6axkaHi ssBuIlla, 1110 Bim3Ha4aloThHCS ITPU 3acTocyBaHHiI KpecTopy, 3a3Buyaii erki ta
TAMYacCOBi. Y KOHTPOJIbOBaHUX KJTIHIYHUX OOCIIOXKEHHSIX MeHIle 4% MOalli€eHTiB, SKi
3acTocoByBanu KpecTop, BUNHINM i3 HOCiIXKeHHs yepe3 HebaxkKaHi peakirii.

Y Hux4YeHaBedeHil TaOmulli mIpeacTaBieHo Ipodinbk HebaxkaHUX pPeakIlii Ha
pO3yBacCTaTUH 3a JaHMMU KIIIHIYHUX OOCJIiAXKEeHb Ta BEJIMKOT'O JOCBiAY
ImicJisipeecTpaliiHoOro 3acTocyBaHHs. HebaxkaHi peakilil KinacudikoBaHO 3a 4aCTOTOIO
Ta CUCTeMHO-OpraHHumMu Kinacamu (COK).

3a yacToTo0 HebOaxaHi peakilil po3nofineHi TakuM YuHOM: 4acTi (Bim =1/100 go
<1/10), HeyacrTi (8ig =1/1000 go <1/100), pizki (Big =1/10000 mo <1/1000), nyxe
pioki (<1/10 000), HeBimoMoOl YacTOTH (HEMOKJIMBO OLIIHUTH 3a HAasIBHUMHU JaHUMMU).

[ToGiuHi peakiril 3a maHUMM KJIIHIYHHUX OOCIiIXKEeHb Ta OOCBiAy MicasipeecTpaliiHoro
3aCTOCyBaHHSA

CucremHoO- . . o N
. YacTi HeuacrTi Pigxi Hyxe pigki YacToTa
OpraHHUU Kjac
3 OOKY KpOBi Ta
sTiM@aTUIHOL TpoMOOIIUTOIEHIS
CUCTEMH
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3 00Ky HUPOK
Ta :
: . I'emartypis
CEYOBUOIIBHOI

CHUCTEMH
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CUCTEMHU Ta 'iHekoMacTis
MOJIOYHUX
3aJ103

3aranbHi

po3samu Ta _
) AcTeHis Habpsak
CTaH MicCIis

BBEOEHHSA

! YacToTa 3aJIe’XKUTh Bil HaAsBHOCTI (PaKTOpiB pU3UKY (pPiBeHb TJIIOKO3U HaTIie =5,6
mMmoJib/i, IMT >30 Kr/M2, migBUIleH] PiBHI TPUTIIILIEPUAIB, apTepiaibHa rirnepTeH3isa B
aHaMHe3l).

Ak i mpu 3acTtocyBaHHi iHmux iHridiTopiB 'MI'-K0OA, yacToTa HeGaXXaHUX peaklliii Mae
TEHOEHIIII0 3ajieKaTy Bif JO3MU.

Bnaus Ha Hupku

[TpoTelnypis, BUsABJIEHa y pe3yabTaTi aHalli3y 3a TeCT-CMyKKaMU Ta IIepeBaKHO
KaHaJIbLIeBOI'0 IIOXOOXKEHHS, CIIOCTepirajgacs y IMallleHTiB, SKi 3aCTOCOBYBaJlu
Kpectop. 3minu BMicTy Oinika y cedi Bifg Hyssa abo ciifiB oo 3HaYeHHs ++ abo OinbIire
crioctepiranucsa y <1% mnamieHTiB IepioguYHO B X041 3aCTOCYBAaHHS JIIKapChKOT'O
3aco0y B mo3ax 10 ta 20 mr i y npubnu3so y 3% - npu mo3i 40 mr. HeBenuke
30i7bIIIEHHS YaCTOTHU 3MiHU BMICTY Bif Hy/s abo ciifiB Mo 3HaUYeHHS +
crocTtepiranucs mpu go3i 20 mr. B GinbIlocTi BUNanKiB mpoTeiHypis 3MeHIITyBaacs
a0o0 3HMKAaJIa CIIOHTAaHHO IPH NPOMOBXKEHHi Teparlrii. 3a JaHUMU KJIiHIYHUX OOCIIigXKeHb
Ta IOCTMapPKETUHTOBUX CIIOCTEPEKEHb Ha ChOTOAHI He BUSABJIEHO IIPUYNHHO-
HaCJIiKOBOTO 3B’SI3KYy MiXK IIPOTEIHYPi€I0 Ta TOCTPUM ab0 IIPOrpecyodyum
3aXBOPIOBaHHSM HUPOK.

Ha ¢oni 3acTocyBanHs j1ikapchkoro 3aco0y KpecTop Bim3HaueHO BUNAJKU reMaTypii;
3a JaHUMHU KJIIHIYHUX AOCIiAXKEeHb YacToTa 11 Maja.

Bnaue Ha ckesiemHy MycKy/1amypy

YpaxkeHHs CKeJIeTHOI MYCKYyJaTypH, TakKi K Miasrisi, MionarTisi (B TOMYy YHCJIi MiO3UT),
Ta 3pigKa pabmoMioJii3 i3 rocTpo0 HUPKOBOIO HENOCTATHICTIO Uu 0e3 Hel Oynu



BiIl3Ha4eHi IIpu 3aCTOCyBaHHi OyOb-siKuxX mo3 Kpectopy, ocob6muBo mmpu mo3ax > 20 mr.

Y mauieHTiB, AKi IpUUMasyd po3yBaCcTaTUH, CIIOCTEPIrasocs go303ajiexkHe 3POCTaHHSA
piBHiB KK; B GinbiiocTi Bunagkis saBuire O0yno c1abKUM, aCUMIITOMaTUYHUM Ta
TuM4YacoBuM. Akmio piBHi KK migsuineHi (>5 pa3sis Buile BMH), nikyBaHHS Ciif
OPUNUHUTHU (OUB. Po3ainn «Oco6IMBOCTI 3aCTOCYBaHHI»).

Bnaue Ha neuiHKy

4Kk i npu 3acTtocyBaHHi iHmMX iHri6iTopiB 'MI'-KoA-penyKkTa3u, y HEBEJIUKOI KiJIbKOCTI
MMallieHTiB, SIKi IpUiiManyu po3yBacTaTHUH, Bil3HAaYaI0oCs Jo303ajiexkHe 30ibIleHHs
piBHS TpaHcaMiHa3; y OilbIIIOCTI BUMIAAKiB ssBUllle Oy/I0 CIa0KUM, aCUMITOMaTUYHUM
Ta TUM4YaCOBUM.

Ha ¢oHi 3acTocyBaHHS OesIKUX CTaTHUHIB Bif3Hadanucs Taki HebaXkKaHi gBUIIA:
Po3nanm craTteBol QyHKIIIL.

OkpeMi BUIIaIKU iHTEPCTHUIliaJIbHOI XBOPOOU JIeTeHb, 0COOIUBO ITPU TPUBAJIOMY
3acTocyBaHHi (guB. po3ain «OcoBGIMBOCTiI 3aCTOCYBAaHHS»).

YacToTa moBifoMIIeHb IIPO pabaoMiorii3, cepiio3Hi IOpyIlIeHHS 3 00Ky HUPOK Ta
MMeYiHKY (IepeBaxkHO MigBUIIEHHS aKTUBHOCTI IIeYiHKOBUX TpaHCaMiHa3) OinbIlla mpu
3aCTOCyBaHHI JlikapchbKoTo 3aco0y B 703i 40 Mmr.

Iimu

[TinBullleHHS PiBHS KpeaTUuHKiHa3m >10 paziB Bunie BMH Ta cumntomMu 3 60Ky M’s13iB
micns ¢i3myHOro HaBaHTaXKeHHS a0o0 migBuIleHol Gi3MYHOl aKTUBHOCTI
CIIOCTepirajaucs 4acrTille y 52-TUKHeBOMY KITIHIYHOMY OOCJIiAKEeHH]1 3a y4acCTIo JiTen
Ta IiAJIiTKiB MOPiBHSHO i3 mopocnuMu (OuB. po3ain «OcobIMBOCTI 3aCTOCYyBaHHSI»).
[TpoTe npodink 6e3meKkyu po3yBacTaTUHY YV OiTed Ta MmigmiTKiB OyB MOmiOHUM 0 TAaKOTO
Y DOPOCIUX.

IToBigoMJIEHHS IIPO Mif03pPIOBaHi MoOiUHiI peakiril

[ToBimoMiieHHS PO Mimo3proBaHi M00iIYHI peaxiiii miciast peecTpaliili T1iKapchKOTo
3aco0y € BaxXIuBUM. lle mae 3MOTy IPOOOBKYBaTH KOHTPOJIb 3a CIIiBBiHHOIIEHHSIM
KOPUCTBL/PU3UK 3aCTOCYBaHHS JTiKapChKOro 3aco0y. IIpoxaHHS 0O MeOUYHUX
MTpaIiBHUKIB MMOBigOMIIATY NP0 Oyab-AKi Imimo3pioBaHi mobiuHi peakilil 3rimHo
HaIliOHAJIbHOl CUCTEMHU ITOBIJOMIIEHbB.

TepMiH npHIaTHOCTI

3 POKH.



VYMmoBHu 30epiranHs

36epiraTtu y HegOCTYIIHOMY [s AiTel Micili. 306epiratu npu Temnepartypi He Buiie 30
°C.

YnakoBka

[To 14 TabneTok y 6micTepi, 1o 2 OicTepu B KapTOHHIW KOPOOIIi.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

Actpa3eneka HOK JlimiTen (BUpOOHUK, BifIlOBifanbHUM 3a MaKyBaHHS, KOHTPOJIb Ta
BUITYCK cepil), Benuka bpuraHnis.

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPOBaaKeHHSI
OistIbHOCTI

Cink Poap biznec ITapk, Makkncding, SK10 2NA, Benuka bpuTanis.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B35ATO 3 OQiIliiHOro gxkepena — J[epKaBHOTO PEECTPY

JIiKapchKuX 3aco0iB YKpaiHu.
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