IHCTPYKIIA
JJIS1 MEAUYHOT0 32CTOCYBAHHA JiKApPCHKOIo 3ac00y

KPECTOP
(CRESTOR®)

Cknao:
oiloua peuouna: po3yBacTaTUH,
1 TabyieTka, BKpUTA IITIIBKOBOIO 000JIOHKOI0, MICTUTH 5 MT, 10 Mr, 20 Mr a60 40 Mr po3yBacTtaTuHy y BUTIsal 5,20 wmr,
10,40 mr, 20,80 mr a60o 41,60 Mr po3yBacTaTUHY KaJbIIilO;
O00NOMICHI pedo8uHU: TAKTO3a, MOHOT1IpAT; IEJ0I03a MIKPOKPUCTANIIYHA, KaJbIilo (ocdar, KpoCIOBiOH, MarHito
cTeapar; IUTiBKOBa 00OJIOHKA: JIAKT03a, MOHOT'1IpaT; TimpoMeno3a, IIinepoi Tpuanerar, Tutany aiokeun (E 171),
JUTs TAaOJIETOK 1O 5 MT — 3ai3a okcun xoBtuid (E 172);
s Tabnerok mo 10 mr, 20 mr, 40 mr — 3aimiza okcup uepBonuii (E 172).
Jlikapcbka ¢gopma. TabieTku, BKPUTI TUTIBKOBOIO 0O0JIOHKOIO.
OcHogHi Qi3uKo-XiMIuHi 61ACMUBOCTI:
mabnemku no 5 mMe — YOBTA, BKPUTA IUTIBKOBOIO OOOJIOHKOIO, Kpyrja, JBOOMYyKJa, MpUOIM3HO 7 MM (HmiameTp),
BUTpAaBilOBaHa Ta0JIeTKa; HA JIMLbOBOMY Ooti “ZD4522 57, Ha 3BOpoTHOMY 0OIIi HIUOTO;
mabnemku no 10 me — poxxkeBa, BKpUTA IUTIBKOBOIO OOOJIOHKOIO, KPYIJIa, ABOOIMYKJA, MPUOIM3HO 7 MM (HmiameTp),
BUTpAaBilOBaHa Ta0JIeTKa; HA JIULbOBOMY Ooti “ZD4522 10, Ha 3B0poTHOMY 00111 HIYOTO;
mabaemku no 20 Mz — poXeBa, BKpUTa IUIIBKOBOIO OOOJIOHKOIO, KPYTJIa, TBOOMYKIA, mpuoau3Ho 9,1 MM (miametp),
BUTpaBilOBaHa Ta0JIeTKa; HA JIULbOBOMY Ooti “ZD4522 207, Ha 3B0OpOTHOMY 00111 HIYOTO;
mabnremku no 40 me — poxeBa, BKPHUTA IUIIBKOBOIO OOOJIOHKOIO, OBajbHA, MBOOIYyKJIa, Mpubau3zHo 11,5x7,1 mm
(moBXKHMHA X MUPHUHA), BUTPaBiOBaHA TA0JIETKa; HA JIMIILOBOMY Oolii “ZD4522”, Ha 3BopoTHOMY Oo11i “40”.
®apmakoTepaneBTH4YHa rpyna. ['inoninigemiyni 3acodu. Iuriditopu 'MI'-KoA-penykraszu.
Kox ATX C10A A07.
Dapmakonoziuni eracmusocmi.
Dapmakoounamika.
Mexanizm 0ii
PosyBactatH — 1ie celleKTHBHHMI Ta KOHKypeHTHHM iHTiIOiTop ['MI-KoA-penykrasu, depmeHTy, 0 BH3HAYa€e
MIBUJIKICTh PEaKIii Ta MepeTBOPIO€ 3-TiAPOKCH-3-METHIATIYTapuil KOPepMEeHT A Ha MEBaJOHAT, MONEpPEAHUK
xonectepuHy. OCHOBHHM MICIIEM [Iii p03yBacTaTHHY € TIEYiHKa, OpraH-MillIeHb JJIs 3SMEHIICHHS PIBHIB XOJIECTEPUHY.
PosyBacratun 36inbiye Kinbkicts perientopiB JIITHIL[ Ha moBepxHI KIITHH MEYiHKH, MOCHIIIOIOYHM 3aXOIUICHHS Ta
karabomizm JIITHIL, Ta npurniuye neuinkoBuid cunate3 JITIJIHIL[, Takum 9uHOM, 3MEHIIYIOYH 3arajibHy KiTBKICTh
yactuHok JITTJAHIIL Ta JITHILI.
Dapmaroounamiyna 0is
Kpecrop 3umxye niaBuniennii pisers xonecrepuny JIITHIL, 3aranpHOT0 X0JIeCTepHHY Ta TPUTITILEPHUIIB 1 MiJBUIILYE
piBHi xonectepuny JIIIBIL. Bin Takox 3meniye piBHi anoB, XC-neJIIIBIL, X C-JITTAHIL, TT-JIITAHIL Ta mixBumnrye
piBeHb anoA-I (tabmuis 1). Kpecrop takox 3meniye cripinnomenas XC-JIINTHIL/XC-JITIBIL, 3aransnoro XC/XC-
JIIBII, XC-neJINIBI/XC-JITIBI] ta anoB/anoA-I.

Ta0muns 1

BinnoBine Ha 03y y HamieHTIB i3 IEPBUHHOIO TinepxoiectepuneMiero tumy Ila Ta IIb
(BimKOpHUIrOBaHa cepe/iHs BiJICOTKOBA 3MiHA MOPIBHSHO 3 BUX1JHUM PiBHEM)

Joza N XC-JITHIL | 3arampamit | XC-JITBIL] T XC- aroB amoA-1
XC HeJITBIL]
ITnane6o 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

TepaneBTnuHuil ePEeKT MOCATAETHCS MPOTATOM | THXKHS TICIs MOYATKY 3aCTOCYBaHHSI JIIKAPChKOTO 3acody, 90%
MaKCUMAaJIbHOTO e(eKTy — yepe3 2 TWkHI. MakcumanbHUil eQeKT 3a3BU4ail TocsraeThecsl yepe3 4 THXKHI Ta TpUBAEe
Hajal.
Kniniuna epexmusnicmos ma 6eznexa
Kpecrop edextuBHMil y JIKyBaHHI TOPOCTUX 13 TIMEPXOJIECTEPUHEMIEIO — 13 TIEPTpUTIIIEpUaAeMicto abo 6e3 Hel —
He3aJIe)KHO BiJl pacH, CTaTl YM BIKY, a TAKOXK Y Malll€HTIB OCOOJIMBUX TPYII, TAKUX SIK XBOPI Ha I[yKpOoBUH 1iabeT abo
MAIIE€HTH 13 CIMEHHOIO TIIEPXOJIECTEPUHEMIEIO.
3a o0’ennanumu ganumu pocaipkeHsb ¢aszu 11l Kpectop edexTnBHO 3HMXKYBaB piBHI XOJECTEpUHY Yy OLIBIIOCTI
namieHTiB 13 rinepxonecrepuHemiero tumy Ila Ta IIb (cepenniit mouatkoBuit piBens XC-JIITHI nmpubnuzno 4,8
MMOJIB/J) 10 NUTHOBUX 3HAYEHB, BCTAHOBJICHUX BU3HAHUM KEPIBHUIITBOM €BpPONEHCHKOT0 TOBAPUCTBA aTEPOCKIEPO3Y
(EAS; 1998); mpubauzno y 80% mnartiieHTiB, Kl npuitManu npemnapat y a031 10 Mr, BIanocs AOCATTH HOPMaTUBHUX
uimeoBux piBHIB XC-JITTHI] 3a EAS (<3 MMoB/7).
VY Benukomy aociikeHH1 435 nmami€eHTiB 13 T€TEPO3UTOTHOIO CIMEIHOIO TinepxonecTepuHemMieto mpuiimanu Kpectop
y no3ax Big 20 no 80 Mr 3a cXeMOI0 MOCHJIEHOTO TUTPYBAaHHA 103U. CHpUSTIUBUN BIUIMB JIIKAPCHKOTO 3ac00y Ha
MOKA3HUKH JIIMIAIB Ta JOCATHEHHS UIHOBUX PIBHIB Bi3HAYAJIM MPHU BCiX Ao3ax. [licist TuTpyBaHHs 10 1000BOT 1031
40 mr (12 TwxkniB nikyBanHs) XC-JIITHIL 3au3uBcs Ha 53%. Y 33% mnarieHTiB OyJ10 JOCATHYTO HOPMATUBHUX PIBHIB
XC-JIITHI] 3a EAS (<3 MMOmB/7).
VY BIZKpUTOMY JOCIIIKEHH]I TOCHJIEHOTO TUTPYBaHHS /103 BIJMOBIIH HA 3aCTOCYBaHHSI JiKapchkoro 3aco0y Kpecrop y
no3ax 20—40 mr BuBuanacs y 42 naui€eHTiB (BKJII0OUar0uu § AiTeil) 13 TOMO3UTOTHOIO CIMEWHOIO TIEPXO0JIECTEPUHEMIEIO.
V 3aranpHiit nonyssiuii pisenb X C-JITTHI] 3uu3uBcs B cepeanbomy Ha 22%.
VY KIHIYHUX JOCITIHKEHHIX 32 YIaCTIO 0OMEKEHO1 KIJTbKOCTI MAIli€HTIB CIIOCTEPIraBCsi aTUTUBHUM €(DEeKT JIKapChKOTO
3aco0y Kpecrop Ha 3HMKEHHSI pPIBHS TPUINILEPUAIB IMPH 3aCTOCYBaHHI y KoMmOiHamii 3 ¢eHodiOpatom Ta Ha
nmigsumieHHs piBHiB XC-JIIIBII npu 3acrocyBanHi y komOiHamii 3 HianuHOM (AuB. po3ain «OcoOinBOCTI
3aCTOCYBaHHSI).
VY GaraToueHTpOBOMY, MOJIBIHHO CIIIOMY, IUIale00-KOHTpoIboBaHOMY KiliHiyHOMY nociaipkeHHi (METEOR) 984
namieHTH BiKOM 45-70 pokiB 13 HHU3BKMM pPH3UKOM 1IIEMIYHOI XBOpPOOM cepis (BU3HAUYEHUM SK PU3HK 3a
®paminremcbkoro mkanorw <10% mporsarom 10 pokis), cepennim 3naueHHsm X C-JITTHI 4,0 mmons/n (154,5 mr/mn),
ajne 13 CyOKJIIHIYHUM aTePOCKIEPO30M (BH3HAYECHHM 3a 30UIBIIEHHSM TOBIIMHU KOMIUICKCY 1HTHMAa-MeIisi COHHOL
aprepii (TKIMCA)) Oynu panmomi3oBaHi 10 IBOX TPYI Ta MpUWMalId OJUH pa3 Ha 100y abo 40 Mr po3yBacTaTUHY,
abo manebo mpotsarom 2 pokiB. [lopiBHSHO 13 Tu1anebo po3yBacTaTUH 3HAYHO CIOBUIBHIOBAB IPOrpecyBaHHS
makcuMainbHOI TKIMCA y 12 Toukax connoi aptepii Ha -0,0145 mm/pik [95% nosipuuit intepsan -0,0196, -0,0093;
p<0,0001]. 3mina mopiBHSHO 3 BUXiAHMUM piBHeM craHoBwia -0,0014 mm/pixk  (-0,12%/pix (cTaTUCTHUHO
HEe3Hayylla)) y rpyIi po3yBacTaTUHY MOpiBHAHO 13 nporpecyBanHaM +0,0131 mm/pik (1,12%/pik (p<0,0001)) y rpymi
wiane6o. [psmoi kopensuii mixk 3meHmeHHIM TKIMCA ta 3HMKeHHSIM pU3UKy NOpYIIEeHb 3 00Ky ceplieBO-CyAUHHOT
cUCTeMH TpoaeMoHcTpoBaHo He Oyio. [lo mocmimxenHs METEOR Oynu 3amyueHi mami€HTH 13 HU3bKHUM PU3UKOM
1ImeMigHO1 XBOpOOH cepIls, sIKi HE € MPeICTABHUKAMU IIIIFOBOI MOIMYJIAIIIT 3aCTOCYBaHHs JIiIKapchKoro 3acody Kpecrop
y 11031 40 mr. Jlo3y 40 mr ciiJl npu3HayaTH JIMIIE Mali€HTaM 13 TSHKKOIO TIEpX0JeCTePUHEMIEI0 Ta BACOKUM PU3UKOM
CEPIICBO-CYAMHHUX po3JaiB (auB. po3ait «Crnocid 3acToCyBaHHS Ta A03W»).
B iHTepBeHLINHOMY NOCHIKEHHI PO3yBaCTaTHHY 3 METOI0 OOrpYHTYBaHHS 3aCTOCYBaHHS CTaTHHIB SIK 3aco0y
nepBuHHOI npoduraktuku (JUPITER) BB po3yBacTaTMHY Ha 4acTOTYy 3HAYHMX aTE€POCKIEPOTHYHHUX CEPLIEBO-
CYJIMHHUX 3aXBOpIOBaHb oLiHIOBaIN Yy 17 802 yonoBikiB (=50 pokiB) Ta xiHOK (=60 poKiB).
Y4acHUKM JOCTIAKEeHHs OyJIM BUMIQAKOBUM YMHOM PO3I0ALIEH1 10 rpyn miamnedo (n=8901) abo pozyBacTaTuHy B 1031
20 mr onuH pa3 Ha 100y (n=8901) 1 3a HUMH cTIOCTEPITAIN B CEPEAHBROMY MPOTITOM 2 POKIB.
KonnenTtpauii xonecrepuny-JIINNHI 3smenmmnuce Ha 45% (p<0,001) y rpyni po3yBacTaTHHY MOPIBHSIHO 3 TPYIOIO
m1aneoo.



V post-hoc anani3i JaHUX MiATPYNH NAIIEHTIB BUCOKOTO PU3MKY 13 BUXIIHUM 3HaueHHAM >20% 3a @pamMiHreMCbKOI0
mkanoro (1558 yuacHUKIB) ciocTepiranocs 3SHaYHe 3HUKEHHSI YaCTOTH KOMOIHOBaHO1 KiHIIEBOT TOUKH, 1110 OXOILITIOBAa
CMEpTh BiJ CEpLEBO-CYAMHHUX MOAIN, IHCYIBT Ta iH(apkT Miokapaa (p=0,028), y rpymi po3yBacTaTUHY HOPIBHSIHO 3
iane6o. 3mextteHHs AOCOMIOTHE 3HM)KEHHS PU3UKY MoJid craHoBwio 8,8 BumaakiB Ha 1000 marieHTO-pOKiB.
IToka3HMK 3arajJbHOi CMEPTHOCTI JIMILIABCS HE3MIHEHUM Y L1 Ipymi BUCOKoro pusuky (p=0,193). ¥V post-hoc ananizi
JaHUX MIATPYNH BHCOKOro pu3uKy (9302 yuyacHHMKM 3arajioM) i3 BUXITHUM 3Ha4eHHsAM >5% 3a mkanoro SCORE
(excTparnoyiboBaHO 3 METOIO BKIIIOUEHHS JAHUX YYaCHUKIB BIKOM MTOHAJ 65 pOKiB) CIIOCTEPIrajaocs 3HauyIIe 3HUKESHHS
4acTOTH KOMOIHOBAHOI KiHIIEBOi TOYKH, 1[0 OXOIUTIOBaJla CMEPTh BiJl CEPLIEBO-CYAUHHUX MOAIN, IHCYIBT Ta iH(pAPKT
miokapza (p=0,0003), y rpymi po3yBacTaTuHy MOPIBHSHO 3 T1ae00. 3HMKEHHS a0COIIOTHOTO PU3HKY, BUPAKEHOTO 3a
4acTOTOI0 MOJiH, ctanoBmiIo 5,1 Bunaaky Ha 1000 mamienTo-pokiB. [Toka3HuK 3aranbHOI CMEPTHOCTI y LiH miarpymi
BHCOKOT'O PU3HKY JiniIaBcs HeamiHeHuM (p=0,076).

VY nocnimkenHi JUPITER 6,6% yvacHukiB rpynu npuiiomy po3yBacTaTuHy Ta 6,2% ydacHHKIB IpynH IJjanebo
NPUITMHUIM 3aCTOCYBAaHHS JOCIHIHKYBAHOTO JIIKapChKOro 3aco0y depe3 HeOaxkaHi sBumia. HailOinpmn vactumu
HeOaXaHUMU SBUIAMU, 10 MPHU3BOJIWIN 10 MPUIIMHEHH JiKyBaHHs, Oynu mianris (0,3% y rpyni po3yBacTaTHHY,
0,2% — nnane6o), abaominansuuii 6116 (0,03% y rpymi posyBacratuny, 0,02% — mnane6o) ta Bucun (0,02% y rpymi
posyBactatuny, 0,03% — mnane6o). HaifOinpimr yacTumu HeGa)kaHUMM SIBHILAMH, L0 CIOCTEpIrajucs y rpyIi
PO3yBacTaTUHY 13 YacTOTOIO, OUIBIIOK ab0 piBHOIO Bif3HAa4YeHIN y rpyni miamnebo, Oynu iH(peKiii ce4oBUX HUIAXIB
(8,7% y rpyni po3yBactatuny, 8,6% — miaue6o), HazodapuHrit (7,6% y rpyri po3yBacraTuny, 7,2% — miaie6o), 6i1b
y cnuHi (7,6% y Tpymni po3yBacTtatuny, 6,9% — mnane6o) ta mianris (7,6% y rpymi po3yBactatuny, 6,6% — miane6o).
Jimu

Y mnozaBiiiHO chimoMy, paHIOMI30BaHOMY, 0araTOLEHTPOBOMY, IUIAlEe00-KOHTPOJILOBAHOMY |2-THXKHEBOMY
nocuimkenHi (n=176, 97 ydacHUKIB 40JIOBI4Oi Ta 79 — %kiHOYOI cTaTi) 13 moaaisiuM 40-TrkHEBUM TiepiogoM (n=173,
96 y4acHHUKIB 4OJIOBI4Oi Ta 77 — >KIHOYOi CTaTi) BIAKPUTOrO TUTPYBAHHS JO3HM PO3YBAaCTATUHY Hali€eHTH BikoM 10—
17 pokiB (II-IV cranii po3Butky 3a TanHepom, JiBYarta, y SKHX MEHCTpYyalii moyauucs IoHaiMeHme 1 pik ToMmy)
13 TETepO3UTOTHOIO CIMEHHOIO T1IEePXOJECTEPHUHEMIEIO MPOTATOM 12 THKHIB OTPUMYBAJIM pO3yBacTaTHH y 1031 5, 10
a6o 20 mr/noly abo mianebo, micias Yoro BCl YYaCHUKHU IIOJHS NMpHUMMaIu po3yBacTaTtuH npotsarom 40 TiwxkHiB. Ha
MoYyaTKy AociikeHHs npubau3Ho 30% namienTiB Oynu BikoM 10—13 pokiB Ta npubausuo 17%, 18%, 40% ta 25% i3
nux 3Haxoaunuck Ha I, 111, IV ta V cranii po3BuTKy 3a TaHHEpOM BiAMOBIIHO.

Pisenpr XC-JIITHIL] 3menmmBcs Ha 38,3%, 44,6% Ta 50,0% BIAMOBiIIHO y TpyNax MpUiiOMYy pO3yBacTaTHHY B 1031 5,
10 Ta 20 mr nopiBHsHO 13 0,7% y Tpymi mane6o.

Hanpukinmi 40-THKHEBOTO MEpioy BiIKPUTOTO TUTPYBAHHS J03U AJIs JOCATHEHHS LIJTLOBOTO PiBHS (MakcHMMalbHA
no3a ctanoBuiia 20 Mr oauH pa3 Ha 100y) y 70 3 173 manienTis (40,5%) Baanocs pocsirtu niiboBoro piBHs X C-JITTHIL
MeHIle 2,8 MMOJIb/II.

[Ticna 52 THXHIB TOCTIIKYBAHOTO JIKyBaHHS He OyJI0 BUSIBJICHO YKOJHOTO BIUTUBY Ha picT, Macy, IMT abo crarese
no3piBanHs (OuB. po3ain «OcobmuBOCTI 3acTocyBaHH ). Lle mocnimkenns (n=176) He mpUAHATHE IS TOPIBHSHHS
piakux HeOaKaHUX SBUII.

Po3yBacTaTHH TakoX BUBYAIM y 2-piYHOMY BIJKPUTOMY AOCIHI/DKEHHI 13 LUIHOBOIO TUTpaLi€elo A03u y 198 mireit 3
reTepO3UTOTHOIO CIMEHHOIO TilepXoiecTepruHeMiero y Billi Bi 6 10 17 pokiB (88 yuacHukiB 4osioBidoi crati Ta 110 —
KIHOYO1 cTaTi, craais po3BuUTKy 3a TanHepom <II-V). IlowatkoBa no03a s BCIX MAalLli€HTIB CTaHOBWJIA 5 MT
po3yBacTaTuHy OJMH pa3 Ha 100y. [arienTam BikoM Bif 6 10 9 pokiB (n = 64) 103y TUTPYBAIH A0 MAKCUMAIIBHOI 1031
10 Mr oguH pa3 Ha 100y, a nauieHTaM BikoM Bix 10 1o 17 pokiB (n = 134) — 1o makcumanbHO1 1031 20 MI' OJUH pa3
Ha J100y.

[Ticnsa 24 micsAuiB JiKyBaHHS PO3yBacTaTHHOM CepeIHE 3HMKEHHs Bia BuxigHoro 3HaueHHs XC-JIITHIL], Bu3nayene
3a METOAOM HaWMEHIINX KBaJApaTiB, CTAaHOBWIO -43 % (BuximHui piBeHb: 236 mr/mn, micsaus 24: 133 mr/man). dns
KOHO1 BIKOBOI TpyIU CepeHE 3HWKEHHA Bia BuxigHoro 3HaueHHs: X C-JIITHIL, Bu3HadyeHe 3a METOA0M HaMEHIIIHX
KBaJIpaTiB, CTaHOBHIO -43% (BUXigHMI piBeHb: 234 Mr/mi, Micaub 24: 124 mr/an), -45% (BuxigHuii piBeHs: 234 Mr/am,
Micsnb 24: 124 mr/mn) ta -35% (Buxinuuit pieHsb: 241 mr/an, micsis 24: 153 mr/mn) y BikoBux rpynax Bix 6 mo <10,
Bix 10 1o <14 1 Bix 14 no <18 pokiB BiAMOBIIHO.



PesynbpraTom 3acTocyBaHHS po3yBacTaTHHY Yy J103ax 5 Mr, 10 mr i 20 Mr Takox Oyl CTaTUCTMYHO 3HAYYII CepeHi
3MIHU Y TIOPIBHSHHI 3 BUXIJIHUMH MOKa3HUKAMHU TaKUX BTOPUHHHUX 3MIHHHMX BEJIMYMH JIMiAIB 1 JinomnpoteiniB: XC-
JIBIL, 3aransunii XC, XC-ueJIIIBIL, XC-JIITHI/XC-JIIBIL, 3aransunii XC/XC-JINIBIL, TT/XC-JIIIBIL, XC-
ueJIIIBIL/XC-JITIBIL, anoB, anmoB/anoA-1. KoxxHa 3 nux 3MiH J€MOHCTpyBajia MOJIMIIEHHS JiMiIHUX peakiii i
30epiranacs MpoTAToM 2 POKiB.
[Ticna 24 micsuiB JiKyBaHHS >KOJHOTO BIUIMBY Ha picT, Macy Tiia, IMT abo craTeBe n03piBaHHs BUSBJICHO HE OYJIO0
(muB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS ).
Y paHIOMi30BaHOMY, MOJBIHHOMY CIINOMY, IJ1a1e00-KOHTPOIbOBAHOMY, OaraToOIeHTPOBOMY, MEPEXpEecHOMY
JOCIIIJKeHH1 BUBYAJIM PO3YyBacTaTuH y 1031 20 Mr ofuH pa3 Ha 100y y MOpPIBHSHHI 3 Iuianedo 3a ydactio 14 miteit
Ta MUTITKIB (BiKOM BiJ 6 10 17 pOKiB) 3 TOMO3UTOTHOIO CIMEHHOIO rinepxoyiecTepruHeMicto. JlocmimkeHHs BKIIIOYaIo
aKTUBHY 4-TH)KHEBY MiIrOTOBYY (pa3y 3 TOTPUMAHHSAM AI€TH, IiJ 4ac SKOI MAIi€HTIB JIKYBaJl pO3yBaCTaTUHOM Y
no3i 10 mr, nepexpecHy ¢a3sy, 0 ckiaaaiacs 3 6-TH)KHEBOTO Mepioay JIKyBaHHS PO3yBacTaTUHOM B 1031 20 Mr i3
nornepeHiM ado MoJaNbIINM 6-THKHEBUM JIIKYBaHHAM M1ane0o, Ta 12-TixHeBy MiATpuMytouy (asy, IpoTAroM siKoi
BCl mauieHTH orpuMyBanu 20 mr po3yBactaTuny. IlamienTH, siki nepeOyBanu Ha Teparii e3eTuMiOoM abo adepesom,
MIPOIOBXKYBAIM OTPUMYBATH L€ JIIKYBaHHSI IPOTATOM YChOTO IOCIIPKEHHS.
Cratuctuuno 31auyie (p = 0,005) 3umkenns pisas XC-JIITHIL (22,3 %; 85,4 mr/m1, abo 2,2 MMOIB/) criocTepirain
yepe3 6 THXKHIB JIIKYBaHHS pO3yBacTaTHHOM Yy 11031 20 Mr y mopiBHsHHI 3 miane0o. CrocTepiraiocsi CTaTUCTHYHO
3Hauymle 3HmwKeHHs 3aranbHoro XC (20,1%, p=0,003), XC-ueJIIIBIL (22,9%, p=0,003) i anmoB (17,1%, p=0,024).
Takox cnocrepiranocss 3umwkenHs piBHiB T, XC-JIIMHI/XC-JIIBIL, 3aransaoro XC/XC-JIIBII, XC-
HeJITIBIL/XC-JITIBIL Ta anoB/anoA-I micns 6 THXHIB JIIKyBaHHS pO3yBacTaTHHOM Yy 1031 20 Mr y MOpiBHSHHI 3
riane6o. 3umxenHs piBHa XC-JIITHIL] yepe3 6 TukHIB JIKyBaHHS pO3yBacTaTWHOM Y 71031 20 MI 3 HacCTYITHUMH
6 TWXKHSMH JIIKyBaHHs Iane6o 30epirasocs MmpoTsarom 12 THXHIB Oe3nepepBHOI Tepamii. Y OJHOrO Mali€eHTa
cniocrepiranocs noaansine 3umwkeHHs pisag XC-JIITHILL (8,0 %), 3aransaoro XC (6,7 %) 1 XC-ueJITIBIL (7,4 %) micns
6 THIKHIB JIIKYBaHHS 3 TUTPYBaHHIM 71034 10 40 Mmr.
[Tix yac mpoaOBKEHHs BIJKPUTOTO JIIKYBaHHS po3yBacTaTWHOM Y 1031 20 mMr y 9 3 nux mauieHTiB 10 90 THXXHIB
3HmxkeHHs piBHa X C-JIITHIL] 36epiranocs B mexax Bif -12,1 % no -21,3 %.
VY BiIKpUTOMY JOCIIPKEHHI TOCUJICHOTO TUTPYBAaHHA 103 Y 7 OLIHIOBAaHUX AiTeH 1 miamiTKiB (y Biui Big 8 10 17 pokiB)
3 TOMO3HUTOTHOIO CIMEMHOIO TilepXoJieCTepUHEMi€0 (IUB. BUIIE) BiacoTOK 3HMkeHHs piBHs XC-JITHIL (21,0 %),
zaranpHOro XC (19,2 %) ra XC-neJIIIBIIL (21,0 %) Bix BUXiAHOTO piBHA Micis 6 THXKHIB JIIKYBaHHS PO3yBacTaTHHOM B
1031 20 MT BiANOBIaB TOMY, III0 CIIOCTEPIranocs y BUIIE3raJJaHOMy JOCTIKEHH] y AiTel Ta MiATITKIB 3 TOMO3UT'OTHOIO
CIMEHMHOIO TnepXoIecTePUHEMIEO.
€Bporneiicbke areHTCTBO 3 JIIKApChbKUX 3ac00iB BIIMOBMIIOCS BiJ 3000B’s3aHHS HaJaBaTH PE3yJIbTaTH JOCITIJKEHb
po3yBacTaTWHy Yy BCIX WIATpyNmax MdiTed 3 TOMO3UTOTHOIO CIMEHHOIO TINepXOJECTePUHEMIEI0, TEPBHHHOIO
KOMOIHOBAHOIO (3MIIIAHOIO) TUCIIMIAEMI€I0 Ta A MPO(MITaKTUKH MOPYLIEHb 3 00Ky CepLEeBO-CYIUHHOI CUCTEMH
(muB. po3nin «Croci0 3acToCyBaHHS Ta A03W» Ul OTPUMaHHS iHPOpMALii 111010 3aCTOCYBAaHHS TITSIM).
Dapmaxoxinemuxa.
Bcemokmyeanns
MaxkcumanbHa KOHLIEHTpALisl pO3yBacCTaTUHY Y IJIa3Mi JIOCATA€ThCS MPUOIM3HO Yepe3 S TOJUH MICHs IepopaibHOTO
3acTocyBaHHA. AOCOMIOTHA 610JOCTYHICTh CTAHOBUTH MPUOIN3HO 20%.
Posnooin
Po3yBacTaTHH 3HaYHUM YHHOM 3aXOIUTIOETHCS MEYIHKOIO, KA € OCHOBHUM MICIIEM CHHTE3Y XOJIECTEpUHY Ta KIIIPEHCY
XC-JIIHI. OG’em po3noainy po3yBacTaTUHY CTaHOBUTH mpuOmu3Ho 134 1. bauseko 90% posyBactaTuHy
3B’S3y€ThCA 3 OUIKaMU IJ1a3MU KPOBI, IEPEBAYKHO 3 AIbOYMIHOM.
Memabonizm
Po3yBacraTuH 3a3Hae He3HauHoro Merabonizmy (mpubnusHo 10%). [docmimxenHs wertabonismy in vitro 13
BUKOPHCTAHHSM I'elaTOLMTIB JIIOAUHU CBIYaTh, 110 PO3YBACTATHH € CIIA0KUM CyOCTpaTOM 11 MeTa0o01i3My Ha OCHOBI
depmenTiB uroxpomy P450. OcHoBHuM 3afistHuM i30pepmentom € CYP2C9, nemo meHmry poss Bifirpatots 2C19,
3A4 ta 2D6. OCHOBHUMH BH3HAYEHUMH MeTabomiTamu € N-1ecCMETWIOBHUI Ta TaKTOHOBHUI MeTabomiTH. N-IeCMETHI-



MeTabomT npubau3zHo Ha 50% MeHII akTUBHMH, HIXK pO3yBaCTaTHH, JTAKTOHOBUN METaOOJIT BBAXKAETHCS KIIHIYHO
HeakTHBHUM. Ha po3yBacraTun npunanae 6inbiie 90% akTuBHOCTI upKymorouoro inriditopa 'MI'-KoA-penykrasu.
Buegeoenns

[Tpubnmzno 90% 1031 po3yBacTaTUHY BUBOJUTHCS Y HE3MIHEHOMY CTaHi 3 KaJIOM (pa3oM BCMOKTaHa Ta HEBCMOKTaHa
Jil0Ya peuoBUHA), pelITa BUBOAUTHCS 13 ceueto. [IpubmmusHo 5% BUBOAMTHCS 13 cedero y HeaMiHeHil ¢gopmi. [lepion
HaMIBBUBEAEHHS 13 IJIa3MH CTAaHOBUTH MpHONM3HO 19 roauH 1 He 30UMbIIyeThCs MpHU MiABUINEHHI 103u. CepenHe
reoMeTpUYHE 3HAUEeHHS KIIPEHCY JiKapCchKOro 3aco0y 13 IUIa3Mu KpOBi CTaHOBUTH MpuOnu3HO 50 51/rof (koediieHT
Bapiauii — 21,7%). Sk 1 mono iHmmx iHri6itopie 'MI'-KoA penykTasu, ne4iHKOBE 3aXOIJICHHS PO3yBacTaTHUHY
BiIOyBa€eThes 3a yuacTio MeMOpanHoro Tpancnoptepa OATP-C, sikuii Bigirpae BaxJuBY pojib B IEYIHKOBIH enimMiHamii
pO3yBacTaTUHY.

Jlunitinicmo

CucteMHa €KCIO3MIi pO3yBacTaTUHY 30UIBIIyETbCsA MponopiiHo po3i. Ilpu GaraTtopa3oBomy IIOJEHHOMY
3aCTOCYBaHHI apaMeTpu (papMaKOKIHETUKU HE 3MIHIOIOThCS.

Ocobnusi epynu nayienmis

Bix ma cmamo

He cnoctepiranocs Ki1iHIYHOT'O 3HAUYIIOTO BIUIMBY BiKYy 200 CTaTi Ha (papMaKOKIHETUKY PO3yBacCTaTHHY Y JOPOCIIHX.
dapmakoKiHETHKa pO3yBAaCTaTUHY y JITeH Ta MIIITKIB 13 FeTepO3UTOTHOIO CIMEMHOIO rinepxosecTepuHeMiero Oya
NoiI6HOI0 10 (papMaKOKIHETUKHU Y AOPOCIUX JOOPOBOIBLIB (AUB. pO3aisl «/liTh»).

Paca

JocnimkenHs: ¢papMaKOKIHETHKU BUSBWIIM, IO Y MAI[IEHTIB MOHTOJOITHOI pacH (SMOHIIB, KUTAWIIB, (ITIMMIHINB,
B’eTHaMIIiB Ta kopeinis) menianHi 3HaueHHs AUC Ta Cjy,x NpUOIM3HO BABIUI BUILI, HIX y €BPONEHIIIB; y 1HAINIIB
mezianHi 3HadeHHss AUC ta Cp,x miaBuiieHi npubnusHo B 1,3 pasza. AHaniz nonyJsuiiHol papMakoKiHETHUKU He
BUSIBUB KJIIHIYHO 3HAYYIIO1 PI3HUII MK NAlliEHTaMH €BPOIEOiHOT Ta HErpOiHOI pac.

Topywenus ¢ynxyii HUpoK

VY JocnipkeHHI y MAIl€HTIB 13 PI3HUM CTYNEHEM MOpYyIIeHHs (QYHKLIi HUPOK 3MiH IUIa3MOBUX KOHIEHTpAIlii
po3yBacTtatuHy a00 N-IecMeTHI-MeTabomiTy y oci0 31 ¢1abKow 4¥ MOMIPHOIO HEIOCTATHICTIO Bi3HAYEHO HE OYIIO.
VY maiieHTiB i3 TSDKKUMHU MOPYIIEHHAMHU (PyHKIIT HUPOK (KiipeHc KpeaTuHiHy <30 MJ/XB) I1a3MOBI KOHIEHTpaii
posyBacTtatuHy Oynu B 3 pasu, a piBHI N-necMeTnin-MeTabomiTy B 9 pas3iB BULIMMH, HIXK Y 310POBHX TOOPOBOJIBIIIB.
PiBHOBa’kH1 I1a3MOBI KOHIIEHTpallii po3yBacTaTUHY Y MAIi€HTIB, sKi MepeOyBaroTh Ha reMoiaisi, Oyau IpudIU3HO
Ha 50% BUIIMMH, HIX Y 3I0POBUX JTOOPOBOJIBIIIB.

Topywenus @ynxyii nevinku

VY nocnikeHHI XBOPUX 13 PI3HUMHU CTYHEHSAMH MOPYUICHHS MEYiHKOBUX (DYHKIIH O3HAK MiJBUILEHOI €KCIIO3MIIii
po3yBacTaTuHy He OyJI0 BUSBIICHO y MAII€HTIB, CTaH SKUX OLIHIOBaBcsA y 7 a0o MeHIe 6aniB 3a mkanoro Yainga-11"1o.
OpHak y TBOX MAlli€HTIB, ki Habpanu § Ta 9 3a mkanoro Yaiinaa-I1’1o0, cuctemHaa ekcro3uiist Oyia moHaiMeHIIe BABIYi
BUIIA, HIXK Y MAI€HTIB 13 MeHIIMMHU Oanamu. Jl0CBij 3aCTOCYBaHHS pO3yBacTaTHHY MAI[iEHTaM, CTaH SIKUX OLIHIOETHCS
y Oinbire Hixk 9 6aniB 3a mkanorw Yaitnga-11"1o, BiACyTHIN.

T'enemuunuii nonimopghizm

Posnozin inriditopis I'MI'-KoA-peaykraszu, B TOMy 4MCIi pO3yBacTaTHHY, BiZIOyBa€ThCS 3a YYacTIO TPAHCIOPTHUX
6inkiB OATP1B1 Ta BCRP. V nauienTiB i3 reneruunum noaimopdizmom SLCO1B1 (OATP1BI1) ta/abo ABCG2
(BCRP) icHye pu3MK MHiABHMIIEHOI eKcro3ullii posyBactatuy. [Ipu okpemux ¢opmax noaimopdizmy SLCOIBI1
c.521CC ta ABCG2 c.421AA excnozuuis posyBactatuny (AUC) miasumeHa nopiBasHo i3 reHotunamu SLCO1B1
c.521TT abo ABCG2 ¢.421CC. CneuianbHe TeHOTUITYBAaHHS B KJIIHIYHIA NPaKTUI HE iepedaueHe, ajie nalieHTaMm i3
TaKUM MOIIMOP(I3MOM pEKOMEHIYEThHCS 3aCTOCOBYBATH MEHIITY TOOOBY 03y JiKapchbKoro 3aco0y Kpectop.

Jimu

JlBa nocnipkeHHs (apMaKOKIHETHKH PO3yBacTaTHHY (Y BUIVISLII TaONETOK) y AITEH 13 TeTepPO3UTOTHOIO0 CIMEHHOIO
rinepxosiectrepuHeMieio BikoM Bix 10 mo 17 pokiB abo Bix 6 10 17 pokiB (3aranom 214 maii€eHTiB) MOKa3ajiH, 110
eKCIO3HULis penapaTy B IiTei Hibk4ya abo moaiOHa 10 eKCHo3uLii y JopociuX naiieHTiB. Ekcrio3uiis po3yBacTaTuHy
Oyna nepeadadyBaHOIO BIAMOBIIHO 10 O3 Ta TPUBAJIOCTI IPUHOMY MPOTATOM OLIBII Hi’K 2 POKU CIIOCTEPEIKEHb.



KuiniuHi XapakTepucTHKH.

Ilokasannus.

Jlikyeanns cinepxonecmepunemii

Jlopocium, MiUTiTKaM Ta AIiTAM BIKOM BiJ 6 POKIB i3 MEpBUHHOIO rinepxoiecrepuHemietro (tumy Ila, B Tomy umcimi
13 TETEPO3UTOTHOIO CIMEHHOIO TimepxojecTepuHeMicro) abo 3mMimanow auchinigemicro (tumy IIb) sk 1omoBHEHHS 10
JI€TH, KOJIM TOTPUMAHHS JTIETU Ta 3aCTOCYBAaHHS 1HIIMX HEMEIUKAMEHTO3HUX 3ac00iB (Hampukiaj (i3MyHUX BIIPaB,
3HMKEHHSI MacH TiJ1a) € HeIOCTAaTHIM.

Jlopocium, MiJIiTKaM Ta JITAM BIKOM Big 6 pPOKIB IpU TOMO3WUTOTHIM CiIMEHHINWHIN TrinepxonecTepuHeMii sK
JIOTIOBHEHHS JI0 JA1€TH Ta IHIIMX JIMiI03HIKYIOUNX 3ac001B JiKyBaHHs (Hanpukiaz agepesy JIITHIL) abo y Bunankax,
KOJIM TaKe JIKyBaHHS € HEOPEUHHM.

IIpoghinakmuxa cepyego-cyouHnux nopyuieHs

3anobiraHHs 3HAYHUM CEepLEBO-CYJUHHUM MOPYLICHHSM Y MAIl€HTIB, SKUM, 3a OLIHKaMH, 3aTPOXKY€ BUCOKHI PU3HK
NEPUIOr0 BUNAJIKY CEpLEBO-CYJMHHOTO MOPYIIEHHS (JUB. po3aii «PapmakoIuHaMiKay), K JOMOBHEHHS O KOPEKIii
1HIIUX (HaKTOPIB PUBHKY.

IIpomunokaszanna.

Kpectop nporurnokazaHmii:

— TAlll€eHTaM 13 MiJBUILEHOI YYTIHMBICTIO 10 pO3yBacTaTHHY ab0 OyIb-iKOi 13 JOMOMIKHHUX PEYOBUH JIKapCHKOTO
3aco0y;

— Mali€HTaM 13 aKTUBHUM 3aXBOPIOBAHHSIM IME€YIHKM, B TOMY YHCII CTIHKMMH MiJBUILEHHSIMH CHUPOBAaTKOBHUX
TpaHcaMiHa3 HeBiZoMOi eTionorii Ta OyAb-SKMMHU MiJBUINEHHSAMH TpaHCaMiHa3 y CHpOBaTLi, IO y 3 pas3u
NEepEBULLYIOTh BepXHIO Mexy Hopmu (BMH);

— MalieHTaM 13 TSHKKUM HOPYILISHHAM (QYHKLIT HUPOK (KiipeHcoM KpeaTuHiHy <30 MII/XB);

— MaIi€HTaM i3 MioIIaTi€ro;

— TAIli€eHTaM, sKi OJHOYaCHO OTpUMYBaIM KoMOiHamiio codocOyBip/BenmnaracBip/BOKCHIANPEBIp (AMB. PO3ALT
«B3aemois 3 IHITUMU JTIKAPCHKUMH 3aC00aMU Ta 1HIII BUAU B3aEMOII»);

— Mali€eHTaM, siki OJHOYAaCHO OTPUMYIOTh LIUKIIOCIIOPHH;

— B I1€pi0J] BariTHOCTI Ta rOJlyBaHHS I'PY/II0, @ TAKOXK KIHKaAM PEMpPOLyKTUBHOTO BiKY, 5SIKI HE 3aCTOCOBYIOTh HaJIEXKHI
3ac00M KOHTpALEIIii.

Jlo3a 40 Mr nmpoTHIoka3aHa namieHTam 31 CXUJIBHICTIO 10 MiomaTii/pabaomionizy.

Jlo GaKkTOpiB TAKOTO PU3UKY HAJIEKATh:

— MoMipHe MopyIeHHs QyHKIIT HUPOK (KIipeHC KpeaTHHiHy <60 Mi1/XB);

— TIOTUPEO3;

— HasiBHICTb B 0COOMCTOMY a00 POJMHHOMY aHaMHE31 CIaJKOBUX M’ SI30BUX 3aXBOPIOBAHb;

— HasBHICTh B aHAMHE31 MIOTOKCMYHOCTI Ha (poHi 3acTocyBanHs iHIIUX 1HT101TOpiB ' MI'™-K0OA - peaykrasu abo ¢idparis;
— 3JIOB)KMBAHHS aJIKOTOJIEM;

— CUTYallii, [0 MOKYTb IPU3BECTH JI0 MiBUILEHHS KOHIEHTpAlii JiKapChKOro 3aco0y B IJIa3Mi KpOBi;

— HaJISKHICTh /0O MOHTOJIOIHOT pacH;

— CyIYTHE 3acToCyBaHHA (i0paTiB.

(JuB. po3ninu «OcobIMBOCTI 3aCTOCYBaHH», «B3aeMo1is 3 IHIIUMU JTiKapChbKUMU 3ac00aMU Ta 1HIII BUAM B3aEMOTIH»
Ta «PapMaKOKIHETHKAY).

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uOU 63a€MO0iil.

Bnaue cynymuix npenapamie na po3ysacmamun

Ineibimopu mpancnopmuux OinKie

Po3yBactaTuH € cyOcTpaToMm 1isl IeSKUX TPAHCIIOPTHUX O1IKiB, B TOMY YHCII1 EUIHKOBOT'O TPAHCTIOPTEPA 3aXOIIICHHS
OATPIBI1 Ta edmokcHoro tpancnoprepa BCRP. OpnodacHe 3actocyBaHHsS Jikapchkoro 3aco0y Kpecrop i3
TKapChKUMU 3ac00aMu, 10 MPUTHIYYIOTh Ili TPAHCTIOPTHI O1IKH, MOKE TPU3BOJIUTH JI0 MiABUIICHHS KOHIIEHTpAIlii
pO3yBacTaTUHY B IUIa3Mi KpOBI Ta 30UIbLICHHS PU3MKY MiomaTii (quB. po3ainu «Croci® 3acTocyBaHHS Ta J03W»,



«OcobmMBOCTI 3acTOCYBaHHs», «B3aemois 3 iHIIMMU JTIKApCHKUMHU 3aC00aMHU Ta 1HII BN B3a€EMOIiii», Ta0IULIO

2).

Luxnocnopun

VY nepiof cymyTHBOTO 3aCTOCYBaHHS Jlikapcbkoro 3aco0y Kpectop Ta nukinocnopuny 31aueHHss AUC po3yBacTaTuHy

Oynu B cepeHbOMY MPUOIM3HO y 7 pa3iB BHUIIMMH, HDXK Ti, SIKi CHOCTEPIrajucs y 3A0pPOBUX TOOPOBOJBINB (IHUB.

tabmuito 2). Kpecrop mnporunokasaHuii mnarieHTam, $Ki OJHOYACHO OTPUMYIOTh IMKJIOCIIOPUH (AMB. PO3LT

«[IpoTunokazanusy).

CymnyTHe 3aCTOCYBaHHs HE BIUIMBAJIO HA KOHIEHTpalii HMKIOCHOPHHY B IJIa3Mi KpOBI.

Ineibimopu npomeasu

Xoua TOYHUH MeXaHi3M B3a€MOJii HEBIJOMMUI, OJHOYACHE 3aCTOCYBaHHS IHTIOITOpPIB MPOTEa3d MOKE 3HAYHO

301IBIIYBAaTH E€KCIO3MIII0 po3yBacTaTHHy (nuB. Tabmumio 2). Hampuknan, y nochiikeHHI (apMaKOKiHETHKH

oJlHOYacHe 3acTocyBaHHs 10 Mr po3yBacTaTHHY Ta KOMOIHOBAHOTO JIKapChKOTO 3aco0y, 110 MICTUB JBa 1HTIOITOPH

nporeasu (300 mr arazanaBipy/ 100 Mr puToHaBipy), y 3A0POBHX JOOPOBOIIBIIB CYHIPOBOIKYBAIOCS IMiABHILIEHHSIM

AUC ta Cp,,x po3yBacTaTiHy NpuOIU3HO B 3 Ta 7 pa3iB BiAnoBinHO. OAHOYACHE 3aCTOCYBaHHS JIKapCHKOTO 3ac00y
Kpectop Ta nesxkux komOiHaLii 1HTIOITOPIB MPOTEa3H MOKIIMBE MICIs PETEIbHOr0 OOMIPKYBaHHS KOPEKLIi 103U

Jikapchkoro 3acody Kpecrop, 3 orysiny Ha ouiKyBaHE 3pOCTaHHS €KCIO3ULIT po3yBacTaTuHy (IuB. po3auiu «Crocid

3aCTOCYBaHHS Ta J03u», «OCOOIMBOCTI 3aCTOCYBaHHs», «B3aeMo/is 3 IHIIUMHU JIIKAPCHKUMH 3ac00aMu Ta 1HII BUIAN

B3a€EMOIiH», TAOJIHIIIO 2).

Lemghioposun ma inwi 1ini003HUNCY8ANLHI 3aCO0U

OpHovacHe 3acTocyBaHHS Jikapcbkoro 3aco0y Kpectop ta remidposuny npusoauio go 3poctands AUC ta Cpax

po3yBacTaTtuHy B 2 pasu (quB. po3ais «OcoOIMBOCTI 3aCTOCYBAHHS).

3Bakalo4M Ha J1aH1 CIeliadbHUX TOCIIIKEHb, (PapMaKOKIHETUYHO 3HAYYII0i B3aeMO/Iii 3 (heHo(]iOpaToM He OUiKy€eThCH,

OJTHaK MOJIMBA (apmakonuHaMmiuHa B3aemonis. I'em¢piobposmi, dhenodidpar, inmi ¢idbpatu Ta MiNig03HUKYBAIbHI

no3u (> abo piBHi | r/700y) HiauMHy (HIKOTHHOBOi KHCIIOTH) 30UIBLIYIOTH PH3MK MIONaTii MpPU CYIMyTHHOMY

3acTocyBaHHi 3 iHri0iTopamu ['MI'-KoA, iiMOBipHO, 32 paXyHOK TOTO, 110 BOHU MOXKYTb CIIPUYUHSITH MIOIATIIO0, KOJIH

ix 3acTocoByroTh Okpemo. J[o3a 40 Mr mpoTumnokasaHa NHpU CyIMyTHbOMY 3acTOCyBaHHI (iOpaTiB (AMB. pO3ALIH

«IIporunokazanus» Ta «OcoOIMBOCTI 3acTOCYBaHH»). TakuM MalieHTaM TaKOX CJiJl MTOYMHATH TEPAIiio 3 JO3H 5 MT.

Ezemumi6o

OnnouacHe 3acTrocyBaHHs Jikapcbkoro 3aco0y Kpecrop B 1031 10 mMr Tta esetumiOy 10 Mmr mnamieHtam i3

rinepxonectepuHemMiero npuszBoauio a0 3poctanHs AUC posyBacratuny B 1,2 pasa (tabmuus 2). He moxna

BUKJIIOYATH (hapMaKOAMHAMIYHOT B3a€MOi1 MiX JIIKapchbKUM 3aco0oM Kpectop Ta ezeTumibom, 110 MOXKe MPU3BECTH

10 HebaxkaHuX sBUII (AUB. po3ail «OCOOIUBOCTI 3aCTOCYBAHHSD).

Aumayuoui nikapcoki 3acobu

OnHouacHe 3aCTOCYBaHHs JIiKapchbKoro 3acody Kpecrop i3 cycneH3isiMu aHTalUIiB, 10 MICTATH T1IPOKCH AJIFOMIHIIO

a00 MarHito, 3HIKYBaJIO KOHILEHTpAIlii po3yBacTaTUHYy B IU1a3Mi KpoBi npubausHo Ha 50%. Llel edext OyB MeHII

BUPAKEHHUM Y Pa3i 3aCTOCYBaHHs aHTALMIHUX 3ac001B yepe3 2 TOAMHU Micis Jikapcebkoro 3acody Kpecrop. Kniniuna

3HAYYIIICTH IIi€1 B3a€MO/IIi HE BUBYAJIACS.

Epumpomiyun

OnnouacHe 3acTocyBaHHs Jlikapcbkoro 3aco0y Kpectop ta epurpominuny 3umxyBano AUC posysacratuny Ha 20%,

a Cpax — Ha 30%. Llg B3aemozis Moxxe OyTH CIIpUYMHEHA MOCHIJICHOIO MEPUCTAIBTUKOI0 KHIIEUYHUKY BHACITIJIOK Jii

EPUTPOMILIUHY.

Depmenmu yumoxpomy P450

Pesynbratu gocmimkeHs in Vvitro Ta in vivo CBiUaTh, 110 PO3YBACTaTHH HE IHTIOYE 1 HE CTHUMYJIOE 130pepMEHTH

nuroxpomy P450. OxpiM mporo, po3yBacTaTHH € cIaOKUM CyOcTpaToM IUX 130epMeHTIB. TaKuM YHHOM, B3a€MOIIT

3 JIIKAPCHKUMH 3ac00amMu B pe3yJibTaTi MeTabomizMy, omnocepeakoBanoro P450, He ouikyerbes. He crocTepiramocs

KJIIHIYHO 3HAUYyIIMX B3a€EMOJIN MK po3yBacTaTUHOM Ta (uykoHa3onoM (iHrioitopom CYP2C9 ta CYP3A4) abo

keTokoHazoJioM (iHriditopom CYP2A6 Ta CYP3A4).

Bszaemooii, wo sumazaroms kopexyii 0o3u pozysacmamuny (0us. maxoxc maoauyro 2)



IIpu HeoOXigHOCTI 3aCTOCYBaHHS JiKapchbkoro 3aco0y Kpectop 3 iHIIMMH JIKapChbKUMM 3ac00aMu, 31aTHUMH
MiJBMIYBATH EKCIO3UIIl pO3yBacTaTUHY, 103y Jikapchkoro 3aco0y Kpectop morpiOHO ckopuryBaTH. Ko
OYIKYy€ThCS, 10 eKcro3ulis Jikapcbkoro 3acody (AUC) 3pocte nmpubausHo B 2 abo Oinblie pasiB, 3aCTOCYBAHHS
KpecTopy cinij mounHaTH 3 1034 5 MT oJIMH pa3 Ha 100y. MakcumanbHy J0OOBY 103y JiKapchbkoro 3aco0y Kpectop
CJIiJ] CKOPUT'YBAaTH TaKUM YMHOM, II00 OYiKyBaHa €KCIIO3MIlisl PO3yBacCTaTHHY HE MEpPEBHUIyBaja €KCIO3HUIIIO, 10
BiJI3HAYa€ThCs Npu npuitomMi 1031 40 Mr/no0y 6e3 3aCTOCYBaHHS JIIKAPCHKUX 3aC001B, 1110 B3a€EMOIIOTH 13 JIIKaPCHKUM
3aco00M; HampHKIaJ, HpU 3acTocyBaHHI 3 remdiopo3mnom no3a Kpecropy cranoButume 20 Mr (30UIbLICHHS
excrnios3uuii B 1,9 pasa), mpu 3acTocyBaHHi 13 KoMOiHali€0 puToHaBip/atazanasip — 10 Mr (306unbi1eHHs B 3,1 pasa).
Skmo nikapebkuii 3aci6 361b11ye AUC po3yBacTaTHHY MEHII HIXK y 2 pa3u, I0YaTKOBY 7103y 3MEHILIYBAaTH HE MOTPiOHO,
aJie CIiJi JOTpUMYyBaTHUCs 00EPEKHOCTI MU 30UTBIIEHHI 031 JiKapchKoro 3aco0y Kpectop no nonaza 20 mr.

Tabmums 2

BrnuB cymyTHIX JliKapchbKuX 3ac00iB Ha €KCIIO3UIIII0 pO3yBACTaTHHY
(AUC; B mopsiIKy 3MEHIIICHHS BEJTMYMHH) 32 OMyOJiKOBAHUMU JAHUMHU KIITHIYHUX AOCITIIKEHb

36impmennss AUC po3yBacTaTuHy B 2 pa3u a0o Oublie, HIK Y 2 pa3u

Pexxum 103yBaHHS JIIKApCHKOTO 3aC00Y, 110 B3aEMOIIE Pexxum no3yBaHHs 3miau AUC
po3yBacTaTWHy | po3yBacTaTHHY™

Codocoysip/Bennaracsip/Bokcunanpepip (400 wmr-100 mr-100 mr) +|10 mr, ogHOopasosa |1 7,4 pa3a
Bokcunanpesip (100 mr) onun pa3 Ha 100y npotsrom 15 nHiB 103a

Huknocnopus Bix 75 mr aBiui Ha 100y 1o 200 Mr nBivi Ha 100y, 6 micsuiB |10 Mr onuu pa3 Ha|1 7,1 paza
no0y, 10 guiB

Haponyrtamin 600 mr aBiuvi Ha 100y, 5 qHIB 5 wmr, oxHopasosa|? 5,2 paza
n03a

Peropacdeni6 160 mr ogun pa3 Ha 100y, 14 nHiB 5 wmr, oxHopasosa|? 3,8 paza
n03a

Arta3zanasip 300 mr/putonasip 100 Mr oauH pa3 Ha 100y, 8 AHIB 10 mr, ogHopasosa |1 3,1 paza
n03a

Benmaracip 100 mMr ogun pa3 Ha 100y 10 mr, ogHopasoBa |1 2,7 pa3a
n03a

OwmobirtacBip 25 mr/mapuranpesip 150 mr/ 5 wmr, oxHopasosa|? 2,6 paza

putonasip 100 mr oquH pa3 Ha 100y/ nacadysip 400 mr aBidi Ha 100y, 14 AHIB [ 1032

I'pazomnpesip 200 mr/endacsip S0 Mr oxuH pa3 Ha 100y, 11 qHIB 10 mr, oxgHopasosa |1 2,3 pa3a
n03a

I'nexanpesip 400 mr/miOpenTtacip 120 mMr onuH pa3 Ha 100y, 7 THIB 5 Mr onuH pa3 Ha|7 2,2 pasza
no0y, 7 nHIB

Jlominagip 400 mr/puronasip 100 mr aBiui Ha 100y, 17 nHIB 20 mr onuH pa3 Ha|T 2,1 pa3a
100y, 7 nHIB

Kinonigorpens 300 mr, motim 75 mr uepe3 24 ronuHu 20 mr, omgHOpasosa |1 2 pa3u
n03a

I'emdi6po3un 600 Mr aBivi Ha 100y, 7 THIB 80 mr, omHopazoBa|T 1,9 pasza
703a

361nbienHs AUC po3yBacTaTiHy MEHIIE HIXK y 2 pa3u




Pexxum mo3yBaHHS JIKapChKOTO 3aC00Y, 0 B3aEMOIIE Pexxum  nmo3yBanHs | 3MiHH AUC
po3yBacTaTuHy po3yBacTaTuHy*

Enrpom6omnax 75 Mr onuH pa3 Ha 100y, 5 qHIB 10 mr, omgHopasosa |1 1,6 pasza
o3a

Hapynasip 600 mr/putonaBip 100 mr nBiui Ha A00y, 7 JHIB 10 mr omuu pa3 Ha|T 1,5 pasza
o0y, 7 nHIB

Tunpanasip 500 mr/putonasip 200 mr nBidi Ha 100y, 11 mHIB 10 mr, omHopaszoBa |1 1,4 paza
o3a

Hponenapon 400 mr aBivi Ha 700y He Bigomo 1 1,4 pa3a

ITpakonazon 200 mr oauH pa3 Ha 100y, 5 IHIB 10 mr, omgHopasosa |1 1,4 paza **
nosa

Ezetumi6 10 mr ogun pa3 Ha 100y, 14 nHiB 10 mMr omuH pa3 Ha|T 1,2 paza **
no0y, 14 nuiB

3amwxkeHHs AUC po3yBacTtaTuHy

PexxuM 103yBaHHS JTIKapChKOTO 3ac00Yy, 110 B3a€MOJIIE Pexxum no3yBaHHA | 3MiHH AUC
po3yBacTaTuHy po3yBacTaTuHy™*
Eputpominmu 500 Mr 4oTHpu pasu Ha 100y, 7 AHIB 80 wmr, oxHopasosa| | 20%
no3a
Baiikania 50 mr Tpudi Ha 100y, 14 1HIB 20 mr, ogHopa3zoBa || 47%
no3a

* JlaHi, mpesncTaBlIeH] K 3MiHA B X pasiB, SBJIAIOTH COOOO CITIBBIJTHOLIEHHS MK 3aCTOCYBAaHHSIM pPO3YyBacTaTHUHY y
KoMOiHaIii Ta okpeMo. [laHi, npeacraBieHi y BUrisai % 3MiHH, SBISIOTH CO000 % Pi3HMILIIO BiTHOCHO MOKa3HUKIB ITPH
3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

3011bIICHHS TO3HAYEHO 3HAYKOM T, 3MEHILEHHS — | .

** By0 mpoBe1eHO KiJIbKa JOCIIIKEHb B3a€MO/II1 P PI3HUX J103aX JiKapcbkoro 3aco0y Kpecrop, B Tabauii 2 mogaHo
HaO1Ib1I 3HAYYIIE CITIBBIIHOIICHHS.

Jlikapcbki 3aco6u / KoMOiHaI1, SIKI HE MaJIM KJIIHIYHO 3Ha4YylIOro BIUIMBY Ha criBBigHouieHHs AUC po3yBacTaTHHY
IIpU OJIHOYACHOMY 3acTocyBaHHi: aneraitazap 0,3 mr 7 nHiB; penodiOpar 67 mr 7 quiB 3 pa3u Ha 100y; GuryKoHa30I1
200 mr 11 gniB 1 pa3 Ha 100y; dpo3ammpenasip 700 mr / putonasip 100 mr 8 qHiB 2 pa3u Ha 100y; KeTokoHa301a 200
Mr 7 1HIB 2 pa3u Ha 100y; pudamiin 450 mr 7 auiB 1 pa3 Ha 100y; cuiniMapus 140 mr 5 qHiB 3 pasu Ha 100y.

Bnnue pozysacmamuny na cynymmui nikapcuKi 3acoou

Anmaeonicmu eimaminy K

Sk 1 mono iHmux iHri6itopis 'MI'-KoA-penykTasu, Ha mo4aTKy 3acTOCyBaHHs Jlikapcbkoro 3aco0y Kpecrop abo npu
MiJBHUILIEHHI HOro 03U y MaIli€HTIB, SKI OJJHOYACHO 3aCTOCOBYIOTh aHTaroHictu BiTamiHy K (Hanpukian Bapdapux
a00 1HIIMHA KyMapHHOBHUI aHTUKOATYJISIHT), MOXJIMBE IM1/IBUIIEHHS MI>)KHAPOIHOTO HOPMAaJIi30BaHOTO CITiBBITHOLICHHS
(MHC). IlpununeHHs 3acTocyBaHHs Jiikapcbkoro 3aco0y Kpecrtop abo 3MeHIIEHHsS HOro 703U MOKE€ MPU3BECTH 110
samwkeHHss MHC. ¥V takux Bunaakax 6axkanuil HanexxHuii MmoHitopuar MHC.

Ilepopanvhi koumpayenmugu/ copmonozamicna mepanis (13T)

OnHouacHe 3acTocyBaHHs JiKapcbKoro 3aco0y Kpectop Ta nepopaibHUX KOHTPALENTHBIB MPU3BOANIIO A0 MiIBULLICHHS
AUC ertuHinectpaziony Ta Hoprectpeny Ha 26% Ta 34% BianosigHo. Take MiJBUILEHHS PiBHIB B IJa3Mi KPOBi CIif
BpPaxoBYBaTH IpH MiJ00pi 1031 NepopaIbHUX KOHTpaLenTHBiB. JJaHuX 1070 GpapMakoKiHETUKHU JIKapChbKUX 3ac001B
y MaLi€HTIB, sIKi 0JlHOYacHO 3acTocoBYIOTh Kpectop Ta I'3T, Hemae, ToMy HE MOXKHA BUKIIOUATH MOAIOHOTO e(eKTy.
OnHak KOMOIHALS IIUPOKO 3aCTOCOBYBAajacs KIHKaM B paMKax KJIIHIYHMX JOCIIIKEHb 1 IepeHocuiacs aoope.



Tnwi nikapcoki 3acobu

Hueokcun

3a TaHUMU CTeialbHUX JOCTIIKEeHb KITHIYHO 3HAYYI01 B3a€MO/IIi 13 TUTOKCUHOM HE OYiKY€ThCS.

Dysudosa kucroma

JlocnmipkeHHsT B3aeMoJlii po3yBacTaTMHY 3 (Y3MIOBOIO KHCIOTOI He MpoBoawiucsa. Pusuk wmiomartii, y T.4. 3
pabaomionizom, Moke OyTH 30UIbLICHUH BHACIIOK CYMYTHBOTO 3aCTOCYBaHHA CUCTEMHOI (hy3ua0BOi KHMCIOTH 31
cratuHamMHu. MexaHi3M 1€l B3aemozii (papmakonuHamiuHuil abo (apmakokiHeTHUHUM, abo 1 Te ¥ iHIIE) MOKU He
3’sicoBanuit. [ToBinomisutiocs mpo pabaomiodi3 (30KpeMa Jiesiki cMepTesIbHI BUIIA/IKK) Y TAIi€HTIB, SIKI OTPUMYBAJIH L0
KOMOIHaIIi1o.

[TamienTam, y sSIKHX 3aCTOCYBaHHSI CUCTEMHOI (y3MJ0BOI KHUCIOTH BBa)KAEThCS HEOOXITHHUM, JiKyBaHHS Kpecropom
CJIiJ] IPUITMHUTHU HA BECh TEPMiH JIKYBaHHS (Dy3U10BOIO KUCIOTOI0. Takox AuB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS.
Jimu

JlocmipKeHHs B3aEMOZIT TPOBOAMINCS JulIe y Jopociux. CTymiHb B3aeMOii y AiTel HEB1IOMMMA.

Ocobueocmi 3acmocyeanns.

Bnaue na nupku

[IpoTeinypis, BUsBIEHA y pe3yiabTaTi aHali3y 3a TECT-CMYXKaMH Ta IE€PEBAKHO KaHAJIBLEBOIO MOXOKEHHS,
criocTepirajgacs y Malli€HTIB, SKI JIKyBajgucs BHIIMMU Ao3aMu Kpecropy, 30kpema 40 mr, 1y OUIBIIOCTI BUIAKIB
Oyna TMM4acoBo0 abo nepepuByacToro. IIporeinypis He Oyna nmepeaBiCHUKOM TocTpoi abo Mporpecyodoi XBopoou
HUPOK (auB. po3ain «lloGiuni peakmii»). YacToTa NOBIIOMIIEHb PO CepHoO3HI sABUIIA 3 OOKYy HHPOK Y
MIOCTMApKETUHTOBUX JIOCIIPKEHHIX BHILA MPH 3acTocyBaHHI 103U 40 Mr. Y Malli€eHTiB, AKi NPUHMAIOTh JIKapChKHMA
3aci0 y 1031 40 Mr, c1iJl peryssipHO nepeBipsTH QYHKII0 HUPOK.

Bnnue na ckenemmny myckynamypy

[TopymieHHs 3 60Ky CKeJIEeTHOI MyCKYJIaTypH, HalIPUKJIIa1 Miairis, Mionaris Ta 3piJika padaomiosi3, criocTepiraiucs y
NAaIi€eHTIB, sSKi npuiiManu Kpecrop y Oyap-skux no3ax, ocodmauso Oinbiie 20 mr. [lyxe pigko BUMagku pabaomionizy
BiJJ3HAYaJIMCA IIPH 3aCTOCYBaHHI e3eTMi0y y komOiHanii 3 inriditopamu ' MI'-KoA-penykrasu. He MoxHa BUKIIIOUaTH
MOKITUBICTh (papMaKOJUHAMIYHOT B3a€MO/I1T (IUB. po3Ail «B3aemotis 3 IHIIMMU JTIKApCHKUMH 3aC00aMHU Ta 1HIII BUIU
B3aEMOIii1»), a TOMY TaKy KOMOIHAIIIFO CJi/I 3aCTOCOBYBATH 3 00EPEXKHICTIO.

SIk 1 mpu 3actocyBaHHi iHIIKX 1Hri6iTOpiB ' MI'-KoA-peaykrasu, yactoTa MoBiioMJIeHb PO BUMAIKK pabaoMioiy,
OB’ S13aHOTO 13 3acTocyBaHHsIM KpecTopy, y mocTMapkeTHHIoBUi nepiofy Oyna BUILOO IpH 1031 40 Mr.

Pisenv kpeamunxinazu

PiBens kpeatunkinazu (KK) He ciix BUMipioBaTH miciis 3HAUHUX (PI3MYHMX HABaHTaXeHb a00 332 HAIBHOCTI MOXIIUBUX
aJlbTepHATUBHUX NpuuMH mifBuieHHs KK, 1m0 MoXyTh yCKIIQAHIOBaTH IHTEPIIPETALlil0 pe3yibTaTiB. KO BUXiAHI
piBui KK 3nauyno migBuieHi (>5 pasis Bume BMH), npoTsrom 5—7 nHiB He0OXiAHO 3p0OUTH MOBTOPHUMN aHAai3, 100
HiATBEPANUTH pe3yIbTaTu. SIKIIO pe3yabTaT MOBTOPHOTO aHai3y MiATBEPIXKYIOTh, 1110 BuxigHe 3HayeHHsa KK OinbIie
HiX B 5 pa3iB nepesuiye BHM, 3actocyBaHHs JiKapCchKOTo 3ac00y MOYMHATH HE CIiJI.

Ilepeo nouamkom nikysanms

Kpecrop, sik 1 inmi inri6iTopu I'MI-KoA-peaykrasu, ciiif 3 00epeKHICTIO MPU3HAYATH Nali€eHTaM 31 CXWIBHICTIO J10
Mmiomnarii/padaomionizy. Jlo pakTopiB TAKOTO PU3UKY HaJIEkKaTb:

— MopyIeHHs (PyHKIT HUPOK;

— TIOTUPEO3;

— HasBHICTh B 0COOMCTOMY a00 POJMHHOMY aHaMHeE31 CIaIKOBUX 3aXBOPIOBaHb M’ 5I31B;

— HasBHICTb B aHaMHE31 MIOTOKCHMYHOCTI Ha (oHi 3acTocyBaHHA iHIHUX iHTiOiTOpiB I'MI'-KOoA— penykrasu abo
¢bi6paTis;

— 3JIOB)KMBAHHS aJIKOTOJIEM;

— BiK > 70 pOKiB;

— cUTyalii, 0 MOXYTh MPHU3BECTU 10 MiABHILEHHS PIBHIB JIKapChKOTo 3acoly y ruiasmi (auB. po3ainn «Crocib
3aCTOCYBaHHA Ta J03W», «B3aemomis 3 IHIIMMH JTIKapChbKUMH 3aco0aMM Ta 1HINI BUAM B3aEMOIIN» Ta
«DapMakoKiHETHKAY);



— CyIyTHE 3acToCyBaHHA (i0OpaTiB.

VY TakuxX Naui€HTIB MOB’S3aHUM 13 JIIKYBaHHSIM PU3UK MOTPIOHO OI[IHIOBATH, MOPIBHIOIOYM 3 OYiKYBaHOIO KOPHCTIO;
TaKOX PEKOMEHY€EThCs KIHIYHUNA MOHITOpUHT. SAkio BuxinHi piBHi KK 3nauno minBuieni (>5 pazis pume BMH),
JIKyBaHHS OYMHATHU HE CIIIJ.

B nepioo nikysannsa

[NarieHTiB CIlIiJ TOMPOCUTH HETAWHO MOBITOMIISATH MPO M’S30BHM Oi1b, CIaOKICTh a00 CyZAOMH HEBIOMOI €TiOJOrii,
0COO0JIMBO SIKIIIO BOHU CYNPOBOKYIOThCS HE3AYKaHHAM a00 JIMXOMAHKO0. Y TaKUX MAIlEHTIB HOTPIOHO BUMIPIOBATH
piBHi KK. 3acTocyBanHs nikapcbkoro 3acoOy ciij npunuHuTH, ko piBHi KK 3nauno migsumeni (>5 x BMH) a6o
SKILO CUMITOMH 3 OOKY M’SI31B TSDKKI Ta CIIPUUMHSIOTH MOJeHHUN auckoMdopT (HaBiTh skio piBHi KK <5 x BMH).
VY pa3i 3HUKHEHHs] CUMIITOMIB Ta noBepHeHHs piBHA KK 10 HOpMH MOkHA MOHOBUTH Teparito npenapatom Kpecrop
a0o anpTepHaTUBHUM iHTIOITOpOoM 'MI'-KOA-penykra3u y HaliMeHIIi| 1031 Ta Mij peTeabHUM HarisiioM. PerymispHo
nepesipsatu piBHI KK y acumMnromatnyHux maiieHTiB Hemae motpedu. [lyxe piiKko MOBIAOMISIOCA MPO BUMAIKH
iMyHoonocepeakoBanoi HekpoTtusytouoi miomatii (IOHM) min wac abo micis Tepamii cTaTUHAMH, B TOMY YHCI1
posyBactatuHoM. Kniniunumu nposiBamu IOHM € cnaGkicTh NPOKCUMaNbHUX M S31B Ta IIJBUINEHHS PIBHSA
KpeaTHHKIHA3M Y CUPOBATII, 1110 30epiraeThbCsi HaBIiTh MIiCII NPUITUHEHHS 3aCTOCYBAHHS CTaTHUHIB.

VY KIIHIYHUX AOCHIHKEHHAX He OyJI0 OTPUMAHO TO0Ka31B MiJBUILEHOTO BIUIMBY Ha CKEJIETHY MYCKYJIaTypy Y HEBEITUKOL
KUTBbKOCTI MaLli€HTIB, sKi npuiiManu Kpectop Ta cymyTHi Jikapchbki 3acoOu. OfHaK MiIBUIIIEHHS YaCTOTH MIO3UTY Ta
Miomnartii Bif3Ha4yanocs y MalieHTiB, ki npuitManu iHo iHriditopu ['MI-KoA-penykrasu pasoMm i3 MOXiTHUMH
($i0po€BOT KHUCIOTH, B TOMY YHCHI TremM(piOpo3UIOM, IMKIOCIIOPUHOM, HIKOTHHOBOIO KHCIJIOTOIO, a30JbHUMHU
IPOTUTPUOKOBUMH MpernapaTaMu, iHri0iTopaMu MpoTeas3u Ta MaKpoJIiAHUMH aHTHOI0THKaMU. ['eMbiOpo3u migBUILy€e
PHU3UK MiomaTii Ipu CYIyTHbOMY 3aCTOCYBaHHI 3 fesikuMu iHrioitopamu I'MI'-KoA. Tomy 3actocoByBatu Kpecrop y
KoMOiHaii 13 remdiOpo3uaoM He pekoMeHIyeThcsl. KopucTh monmanblioi 3MiHM PiBHS JIMIAIB IpPU 3aCTOCYBaHHI
Jikapcebkoro 3acoby Kpectop y kombOiHanii i3 ¢ibpatamu abo HiallMHOM MOTPIOHO PETENbHO 3Ba)KyBaTH MOPIBHIHO
13 MOTEHUIHHUMH PU3UKAMU, TOB’SI3aHUMHU 13 3aCTOCYBaHHSAM Takux KomOiHamii. /loza 40 mMr mpoTumokaszaHa npu
CYNyTHHOMY 3acTocyBaHHI (iOpaTiB (auB. po3ainu «B3aemonis 3 1HIIMMHU JTIKQpPCHKUMH 3aco0aMul Ta 1HINI BUIU
B3aeMofii» Ta «[1ob6iuHi peakii»).

Kpectop He cii 3acTOCOBYBATH CIIJIBHO 3 CHCTEMHUMH JIIKAPCHKUMH 3ac00aMu (py3H10BOI KUCIOTH 200 MPOTAroM 7
JHIB TICJIsl IPUIMHEHHS JIIKYBaHHS (y3UI0BOIO KUCIOTOMO. [lamienTam, y SKMX 3aCTOCYBaHHSA CUCTEMHOI (Dy3uI0BO1
KHCJIOTH BB@)XA€ThCS HEOOX1IHUM, JIIKYBaHHS CTaTUHAMU CIIiJI IPUIIMHUTHA HA BECh TEPMiH JIIKyBaHHS (Y3HI0BOIO
kucinotoro. [loBimomisinocs npo pabmomioni3 (B TOMY 4HMCIHi JeKidbKa CMEpPTENbHHX BUIAJKIB) Yy MAI€HTIB, SKi
OTpUMYBaJIM KOMOIHAI[IF0 (PY3UA0BOT KHCIOTH Ta CTATHHIB (IUB. po3/i1 «B3aemMo/Iis 3 iHITUMU J1KapChKUMU 3ac00aMu
Ta 1HII BUIM B3aeMoAii»). IlamienTam ciil mOpaguTH HEraitHO 3BEPHYTHCS MO MEAWYHY JIOMOMOTY, SIKIIO BOHHU
BiJTUyBalOTh Oy/1b-5IKi CHMITOMH M’s130BO1 CI1a0KOCT1, 60110 200 XBOpOOIMBOI Uy T/IIMBOCTI. Teparito craTHHAMU MOYKHA
MIOBTOPHO MOHOBUTH Yepe3 CiM JHIB Micis OCTaHHBOI 03U (Dy3UA0BOI KUCIOTH. Y BHHATKOBUX BHIIQJIKaX, KOJH
HeoOXi/THa MPOJIOHTrOBaHa cucTeMHa (hy3U0Ba KUCIIOTA, HAIIPUKIA/, AJIs JTIKyBaHHS TSHKKUX 1H(EKIIH, HEOOXiTHICTh
OJTHOYACHOT0 3acTocyBaHHs KpecTopy Ta py31ua0B0i KUCIOTH HOBUHHA PO3TIISIATUCS TITIBKU B KO(KHOMY KOHKPETHOMY
BUMAJIKY H MiJ peTeTbHIUM MEAUYHUM HaTJIs10M.

Kpectop He ciijy 3acTOCOBYBATH Malll€eHTaM 13 TOCTPUMH, CEPHO3HUMH CTaHaMH, IO CBIYATh MPO MiomaTito abo
MO>KJIMBICTh PO3BUTKY HUPKOBOI HEJOCTATHOCTI BHACIHIJOK pabaoMioni3y (TaKUMH, SIK CEICHC, TIMOTEeH3is, BEIUKe
XipypriuHe BTpy4aHHs, TPaBMa, TSXKKI META0OiuHi, €HJAOKPHHHI Ta eJIEKTPONITUYHI PO37aau a0 HEKOHTPOJIbOBAHI
CYJIOMH).

Bnaue na neuinxy

Sxi 1 iHmi idriGitopu I'MI-KoA-penyxrasu, Kpecrop cmig 3 00epexHICTIO 3aCTOCOBYBaTH Malli€HTaM, sKi
3JI0BKUBAIOTh AJIKOTOJIeM Ta/ab0o MaloTh B aHAMHE31 3aXBOPIOBAHHS MEUiHKH.

PexomeH10BaHO mepeBipsATH 010XIMIYHI MOKa3HUKH (YHKII] NEUiHKU Mepesl MOYaTKOM JIKYBaHHS Ta yepe3 3 micsii
oToMy. 3aCTOCYBaHHs JIiKapchbkoro 3aco0y Kpecrop ciij mpunuHUTH 200 3MEHIIUTH 03y, SKIIO0 piBEHb TPAaHCAMIHA3
y CHpOBATLi OiIbIlIe HIXK BTPHU1 MEPEBUIIY€ BEPXHIO MEKY HOpMH. HacToTa MOBIJOMIIEHb PO CEpHO3HI SBUIIA 3 OOKY



MEYiHKY (MIEPEeBaXKHO PO MiJBUILEHHS PiBHS TpaHCAMiHA3 MEYIHKH) Y MicIspeecTpauiiHuil nepion Oyia 61IbIION0 TpH
3acTocyBaHHi 1034 40 Mr.

V narni€eHTiB i3 BTOPUHHOIO T1IIEPX0JIECTEPUHEMIEI0, 3yMOBIICHOIO T1IOTUPE030M 200 HEPPOTUYHUM CHHIPOMOM, CIIiJ
CMOYATKy BHJIIKYBaTH OCHOBHY XBOPOOY, MepIl Hi>K MOYMHATH TEpaIlito JiKapchKkuM 3acoboM Kpecrop.

Pacoea nanexcnicmo

JlocnipkeHHs: (papMaKOKIHETUKH CBiYaTh MPO 3pOCTaHHS €KCIO3UIl y MallieHTiB MOHTOJIOITHOI pacu MPUOIU3HO
BIBi4l MOpPIBHSAHO 3 eBpomneiisiMu (nuB. po3ninu «Crnocidé 3actocyBaHHA Ta A03uW», «lIpoTumokazanHs» Ta
«DapMaKOKIHETHKAY ).

Ineibimopu npomeasu

[TigBuieHa CUCTEMHa EKCIIO3UIlisl MO PO3yBacTaTHHY cIiocTepiranacs y oci0, sSiKi 3aCTOCOBYBAIM pPO3yBAacTaTHH
CYIYTHBO 13 PI3HUMH IHrIOITOpaMu MpoTea3u y MoeaHaHHI 13 puToHaBipoM. Ciif oOMIpKyBaTH SIK KOPHCTH BiJ
3HMKEHHS PIBHSI JIIIAIB 3a 10IIOMOTo0 JiKapcbkoro 3aco0y Kpecrop y mauientis i3 BIJL, siki oTpumytoTs iHT16iTOpH
IpOTea3H, TaKk 1 MOKJIMBICTD IMiJIBUIIEHHS KOHIEHTpalii po3yBacTaTUHY y IUIa3Mi KPOBI Ha MOYATKy Tepamii Ta Mmpu
HiABMILEHHI 103U KpecTopy y marieHTis, ki OTpUMYIOTh 1HT101TOpH npoTeasu. OTHOYaCHE 3aCTOCYBaHHS JIIKAPCHKOTO
3aco0y 3 AEAKMMHU 1HTiOITOpaMu MpoTea3u He PeKOMEHIY€EThCs, K0 103a KpecTopy He ckopuroBaHa (IUB. pO3.iT
«Crnoci0 3acTocyBaHHS Ta 103u» Ta «B3aeMois 3 IHITUMU JTIKAPCHKUMHE 3ac00aMU Ta 1HII BUAU B3aEMOII).
Henepenocumicmo nakmo3su

[TamienTam 13 piAKICHUMH CIAQAKOBUMHU IpoOjIeMaMu HENEepeHOCHUMOCTI rajlakTo3H, AedinuroM jakrtasu Jlanma abo
JII0K030-TaJIaKTO3HOI0 MallbabCcopOIIi€lo HE CITijl 3aCTOCOBYBATH LM JIIKapChKuil 3acil.

Inmepcmuyianvra xgopoba nezems

ITix yac 3acTocyBaHH: I€IKUX CTaTHHIB, 0COOJIMBO NP TPUBAJIOMY JIIKYBaHHI, TOB1IOMIISIIOCS PO BUHATKOBI BUIIA/IKH
iHTepCcTULIIaNbHOI XBOpoOU JiereHb (nuB. po3nain «IloGiuni peakuii»). Jlo mposBiB 1i€i XBOpoOU MOXHA BiTHECTH
3aJIUILIKY, HENPOJYKTHUBHMHA Kallleldb Ta 3arajbHe MNOTIPLIEHHS CTaHy (CTOMIIIOBAHICTh, 3HWKEHHS MacH Tila Ta
rapsuka). Y pasi miJJo3pu Ha IHTepCTULIIATbHY XBOPOOY JeTeHb 3aCTOCYBaHHS CTATUHIB CJIiJ IPUITMHUTH.

Llyxposuii oiabem

Jlesiki pakTH CcBiguaTh, IO CTATHHU, K KJIAc, MiJBUIIYIOTH PIBEHb TIFOKO3U B KPOBI Ta y JESKHUX MAI[IEHTIB, SIKUM
3arpo’Ky€ BUCOKMIA PU3MK PO3BHUTKY IIyKPOBOTO JiabeTy B MailOyTHbOMY, MOXKYTb CHPUYMHSATH THIEPIIIIKEMIiI0 TAKOTO
piBHS, 3a IKOT0 HEOOX1/1HE HalIe)KHE JTIKYBaHHS IyKpoBoro fiadety. L{to 3arpo3y, oiHaK, HepeBUILY€ 3HIKEHHS pU3UKY
CYJMHHHUX TMOpPYIIEHb MPHU 3aCTOCYBAaHHI CTaTHHIB, 1 TOMy BOHAa HEe Mae OyTH MiJCTaBOIO JAJs NPUIIUHEHHS Tepartii

CTaTMHAMHM. 32 TALI€HTAMHI IPYIH PH3UKY (DiBEHb TIIOKO3H HATIIE 5,6—6,0 MMomb/m, IMT >30 kr/m2, migsumenmuit
piBEHb TPHUIITILIEPHIIB, apTepiaibHa TiIepPTEeH3isd) CJIiJ] BCTAHOBUTH SIK KIIHIYHUH, TaK 1 610XiIMIYHUI KOHTPOJIb 3T1IHO
13 HAI[IOHAJILHUMU KEPIBHUIITBAMHU.

VY nocnimkenni JUPITER 3apeectpoBana 3arajgpbHa 4acToTa IyKpoBOro giabery cranoBuia 2,8% y rpymi npuiiomy
po3yBactatuny Ta 2,3% — y rpymi miare6o, epeBaKHO y MAIIEHTIB 13 pIBHEM [IFOKO3H HATIIE Bif 5,6 10 6,9 MMOB/II.
Jimu

Ominka miHiiiHOTO pocty (3picT), macu Tina, IMT (imaekcy macu Tina) Ta BTOPHHHUX XapaKTEPUCTHK CTATEBOTO
no3piBaHHs 3a TanHepom y aiteil BikoMm Bix 6 10 17 pokiB, siki nmpuitManu po3yBacTaTHH, 0OMEXeHa IepioioM
TpuBaicTO 2 poku. [licist 2 pokiB AOCIIKYBaHOTO JIIKyBaHHS KOIHOTO BIUIMBY Ha picT, Macy Tiia, IMT abo crateBe
J03piBaHHs BUABIIEHO He Oyio (auB. po3ain «DapmakoguHaMikay). Y KIIIHIYHOMY JOCITIJKEHH] y JITeH Ta MU TKIB,
AK1 IpUHMaNK po3yBacTaTHH MPOTAToM 52 TrkHIB, nigsuineHHs piBHsa KK >10 paszis Bume BHM Ta cumnromu 3 60Ky
M’s131B Micis (pI3UYHOTO HABaHTAXXEHHS a00 MiABUILEHOI (Pi3MUHO aKTMBHOCTI CIIOCTEPIranucs YacTille MOPIBHIHO 3
TaKUMU y 10pociux (nuB. po3ain «I1o6iuni peakiii»).

3acmocysanus y nepiod gacimuocmi abo 200y8aHHs 2pyooi0.

Kpectop npoTuroka3anuii B mepioJ1 BariTHOCTI Ta TOAYBaHHS TPYAIIO.

JKinku penpoayKTUBHOTO BiKy MOBUHHI BUKOPUCTOBYBATH HAJICKHI 3aCO0M KOHTpALIEIIIii.

OCKIbKHM XOJECTEpUH Ta 1HIII HMPOAYKTH OIOCHHTE3Y XOJIECTEpUHY BIAIrpar0Th iCTOTHY pPOJIb Y PO3BUTKY ILIOAA,
noTeHiHui pu3uk Bix npurHideHHs ['MI-KoA-penykTasu mepeBHILy€e KOPUCTh BiJl 3aCTOCYBaHHS JIIKAPCHKOTO
3aco0y B mepiof BariTHOCTI. [laHi 1ociiKeHb Ha TBapUHAX 100 TOKCUYHOTO BIUIMBY HA PETPOIYKTUBHY (YHKIIIO



oOMeskeHi. SIKIo MalieHTKa 3aBariTHi€ B MepioJl 3aCTOCYBaHHS IIbOTO JIKapChKOTo 3aco0y, JIIKYBaHHS CJIiJ HEraifHO

MPUITUHUTH.

Po3yBactaTuH noTparisie y MOJIOKO IypiB. JlaHUX 1110/10 MPOHUKHEHHS JIIKapCHKOTO 3aC00Y y TPYIHE MOJIOKO JIFOJUHH

HeMmae (quB. po3ain «IIpoTunokazanHs).

30amuicms éniusamu Ha WEUOKICMb Peaxyii npu KepysanHi agmompancnopmom abo iHuUuUMU MexaHizMamu.

JlocnipKeHHs BIUTUBY JIiKapchKoro 3acody Kpectop Ha 374aTHICTH KepyBaTH aBTOMOOLIEM Ta MPALIOBATH 3 1HIIUMHU

MexaHi3MaMu He mnpoBoauiucs. OnHak, 3 OrasAy Ha QapMakoIWHAMIYHI BJIACTMBOCTI JIKapChKOTO 3aco0y,

MaJIoiiMOBIpHO, 110 KpecTop YyMHHUTHUME BIUIMB Ha Taky 3AaTHICTH. [Ipu KepyBaHHI aBTOTpaHCHOPTOM abo poOoTi 3

IHIIMMHU MEXaHI3MaMH CJIiJ] BpaXOBYBAaTH MOXIIUBICTh 3alIaMOPOUYEHHS B NIEP10/1 JTIKYBaHHS.

Cnoci6 3acmocysannsa ma 0o3u.

Ilepen moyaTkoM JiKyBaHHS HALi€HTY CJIiJ MPU3HAUYUTH CTAaHAAPTHY TOXO0JIECTEPUHEMIUHY JIETY, KOi BiH IOBUHEH

JOTPUMYBATHUCS 1 IPOTATOM JIiKyBaHHs. {03y ciia miaOupaT iHIUBIAyalbHO, 3aJI€KHO BiJl METH Teparii Ta BiAnoBiai

nalfieHTa Ha JIIKyBaHHS, KEpYIOUUCh PEKOMEHAALIIMU TOTOYHHX 3arajlbHONPUNHHATUX KEPIBHUIITB.

Jlikapcekuit 3aci6 Kpectop MoxHa nmpuiiMaTi y OyIb-sIKUI yac JHs, HE3aJIeKHO BiJ MpUHOMY TKi.

Jlikyeanns cinepxonecmepunemii

PexomeH0BaHa MOYATKOBA 71032 CTAHOBUTH 5 2060 10 M epopalibHO O/1MH pa3 Ha 00y SK I MAIEHTIB, SKi paHille He

3aCTOCOBYBAJIM CTaTHHH, TaK 1 IEPEBEACHUX Ha JIKapChKUi 3aci0 3 mpuitomy iHmoro iHridiropa [MI'-KoA—penykrasu.

ITpu BOOp1 MOYATKOBOI TO3H CJIiJ] BpaXOBYBATH PiBHI XOJIECTEPUHY B KOKHOT'O OKPEMOT'O MAI[iEHTa Ta PU3UK CEPLIEBO-

CYIMHHUX TOpYyIIEeHb Yy MalOyTHbOMY, a TaKoX HMOBIPHICTH PO3BUTKY HeOakaHUX peakiiiil. 3a HeoOXiTHOCTI

MiABMILYBATH 703y /0 HACTYIHOTO PiBHS MOKHA uepe3 4 THkKHI (AuB. po3ain «PapmakoauHaMikay). 3 orysay Ha Te,

1110 Ha (hOH1 3aCTOCYBaHHs JIIKapchKoro 3aco0y B 1031 40 Mr, HebaXkaH1 peakilii BAHMKAIOTh YacTillle, HK IPU MEHILUX

no3ax (auB. po3nain «IloGiuHi peakuii»), OCTATOYHO THTPYBAaTH 103y 1O MakcUMaibHOi 7031 40 MI BapTo JuIe
MaIieHTaM i3 TSDKKOIO TINEpPXOJECTEPUHEMIEI0 Ta BUCOKMM PH3UKOM CEPLEBO-CYIMHHHUX MOPYIIEHb (30Kpema y

XBOPHX 13 CIMEHHOIO T'epX0JIECTEPUHEMIEI0), Y IKUX HE BAATIOCS TOCATTH METH JIIKyBaHHS P 3acTOCyBaHHi 1031 20

MT 1 sIKi IepeOyBaTUMYTh 1]l PETYJIIPHUM HarisaaoM (AuB. po3nin «OcobnuBocTi 3acTocyBaHHs»). [1i yac iHimiamiii

npuiioMy JIiKapchbKkoro 3aco0y y 1031 40 M peKOMEeHI0BaHUN HArJIs] CIIELialiCTiB.

IIpoghinakmuxa cepyego-cyournux nooiti

VY nocnipKeHH1 3HHKEHHST PU3UKY CEepLIeBO-CYAMHHUX MOAIN JIiKapchkuii 3aci0 3acTocoByBaiM y 1031 20 Mr Ha 100y

(nuB. po3nin «PapMakoTUHAMIKAY ).

Ilayienmu nimHb020 6iKy

PekoMengoBaHa mo4yaTtkoBa /032 IS MAIi€HTIB BikoM > 70 pokiB cTaHOBUTH 5 MTr (muB. po3nain «OcoOiuBOCTI

3aCTOCYBaHHA»). [HIIIa KOPEKIIist 103M 3 OISy Ha BiK HE MOTpiOHA.

Tayienmu i3 HUPKOBOIO HEOOCMAMHICIO

[TamienTam i3 1erkuMu abo MOMIPHUMHM MOPYIICHHAMHU (YHKIIT HUPOK KOPEKIis 103U HE NOTpiOHa.

PexomeH0BaHa MOYATKOBA /1032 JJIs MALIEHTIB 13 MOMIPHUMH MOPYIIEHHIMU (YHKIIT HUPOK (KITipeHC KpeaTHHIHY

<60 mu/xB) ctaHOBUTH 5 Mr. Jlo3a 40 Mr mpoTunokasaHa MaiieHTaM i3 MOMIPHUMH MOPYIIEHHAMH (DYHKIIIT HUPOK.

3acrocyBaHHs JiKapcbkoro 3aco0y Kpecrop namienTam i3 TSXKKUMU MOPYIIEHHAMH HUPKOBUX (QYHKIIIT TPOTHIIOKA3aHO

y Oyab-akux no3ax (auB. po3ainu «I[Ipotunokazanus» Ta «®apMakOKIHETHKAY).

Tayienmu i3 nopywennamu QyuKyii nevinku

V marieHTiB 13 nopymeHHsAMH (YHKIIH NEeYiHKY, 110 OL[iHIOBAJIKCS y 7 abo MeHmIe 6aiiB 3a mkanoro Yaiiga—II'1o,

MiABHUILEHHS CUCTEMHOI €KCIO3MLIIT po3yBacTaTUHY He crocTepiraiocs. OnHak y ocib i3 mopymeHHaMu y 8 Ta 9 Gaiis

3a mkanow Yaitnga—II'10 cucremMHa ekcro3uiis 3pocTtana (AuB. po3ail «DapMakoKiHETHKay»). Y TaKUX MAI[i€eHTIB

JOLLTBHOIO € OIliHKa (GYHKIIT HUPOK (IUB. po3ain «OcoOIMBOCTI 3aCTOCYBaHH» ). J10CBil 3aCTOCYBaHHS JTIKaPCHKOTO

3aco0y marieHTam, ski HaOpanu Ounbire 9 GaniB 3a mkanoro Yaiinma—II'to, BiacyTHiil. Kpectop nmpoTtunoxazanuii

NalieHTaM 13 aKTUBHUMHU 3aXBOPIOBAHHAMU MEYIHKH (AUB. po3ail «[IpoTUNOKa3aHHsm).

Pacoea nanexcnicmo



VY narfieHTiB MOHT'0JIO1THOT pacH criocTepiraiacs MiIBUIIIEHa CUCTEMHA €KCIIO3UIIis JIKapChKOTo 3aco0y (AMB. pO3UIH
«[Iporunokaszanusny, «OcobaMBOCTI 3acTocyBaHH» Ta «DapmakokiHeTHKa»). PexoMeH0BaHa MOYaTKoOBa /1032 IS
MAI€EHTIB MOHTOJIOTAHOT pacu CTAaHOBUTH 5 MT; 103a 40 MI' TaKUM Malli€eHTaM NPOTUIIOKa3aHa.

T'enemuunuii nonimopghizm

I1eBHi TUIIH TEHETUYHOTO MOJIIMOP(I3MY MOXKYTh IIPU3BOAUTH JI0 MiJIBUILIEHHS €KCIO3MIIIT pO3YBAaCTaTUHY (AMB. PO3.LI

«®PapmakokineTukay). [lamieHTam i3 BiZIoMOIO HasBHICTIO TAKMX TUIIB HOJIIMOP(I3My pEKOMEHAYEThCS 3aCTOCOBYBATH

MeHIIy J00OBY A03Y Jikapcbkoro 3aco0y Kpecrtop.

Tayienmu 3i cxunvricmio 00 po3guUmMKy mionamii

PexomeHn0BaHa moyaTKoBa 71032 I MAIEHTIB 13 (aKTOpaMy PU3HKY PO3BUTKY MiOTATii CTAHOBUTH 5 MT (AMB. PO3.ILI

«Oco0IMBOCTI 3aCTOCYBaHHS» ).

Jlo3a 40 Mr mpoTHIIOKa3aHa JesKUM 13 TaKUX MaIieHTiB (IuB. po3ain «lIpoTumnokasanHs).

Cynymme 3acmocysanHs

Po3syBacraTuH € cyOcTpaToM pi3HUX TpaHcropTHHUX OikiB (Hanmpukiaag OATP1B1 ta BCRP). Pusuk mionatii (B Tomy

yucai pabaoMionnizy) 3pocTae MpH CyIMyTHbOMY 3acTocyBaHHI KpecTopy i3 MEBHMMH JIIKAPCHBKUMH 3aco0aMu, IO

MO>KYTb IiJIBUILLyBaTH KOHIIEHTPALlil0 pO3yBaCTaTHHY Y MJIa3Mi BHACIIOK B3a€EMO/IT 13 IUMH TPAHCTIOPTHUMH OLTKaMH

(HampuKJIaJ LMKIOCIOPUHOM Ta IMEBHUMH IHrIOITOpaMu NpoTea3d, B TOMY YHUCII KOMOIHAIIIMH PUTOHABIpY 3

aTa3aHaBipoM, JIOMIHABIpOM Ta/abo THUIIpaHaBipoM; IHUB. po3aiu «OcoOIMBOCTI 3acTocyBaHHS» Ta «B3aemomis 3

IHIIMMH JIIKAPCBKUMH 3ac00aMM Ta iHINI BHIAM B3aeMOAii»). [0 MOXIUBOCTI, CIiJi PO3IISHYTH 3aCTOCYBAaHHS

aJIbTEpPHATUBHUX JIIKAPCHKUX 3ac00IB Ta y pa3l HEOOXIAHOCTI TUMYACOBO MEpEpBATU TepaIilo JIKAPCHKUM 3aCO00M

Kpecrop. SIkmo cymyTHBOrO 3aCTOCYBaHHS IIMX JKapCchKUX 3aco0iB 13 KpecTopoM YHUKHYTH HEMOXIIUBO, CIij

peTeNIbHO 3BAXKUTH KOPUCTH Ta PU3MK BiJ] CYNyTHHOTO 3aCTOCYBaHHS Ta BIANOBIAHUM YMHOM BiJIKOpEryBaTH J03Yy

Jikapcebkoro 3aco0y Kpecrop (nuB. po3ain «B3aemois 3 IHIIMMHU JTIKApChbKUMH 3aC00aMU Ta 1HIII BUIHM B3a€EMOJIIN).

Jimu.

3acTocyBaHHS JIKapChKOTO 3ac00y IITAM Ma€ MPOBOMUTH JIUIIE CHELiaIiCT.

JliTu Ta mianiTku BikoM Big 6 10 17 pokiB (cranis Tannepa <II-V).

I'eTepo3uroTHa cimMeiiHa rinepxojecTepruHeMis

3BuyaiiHa MoYaTKOBa J000Ba J03a JUIS MiTE€H Ta MiUTITKIB 13 TE€TEPO3UTOTHOI CIMEHHOIO TiMepXOJIeCTePUHEMIEIO

CTaHOBHTH 5 MI' Ha 100y .

* 3BuyaifHa 103a A AiTeH BIKOM Bifl 6 10 9 POKIB 13 FeTepO3UTrOTHOIO CIMEMHOIO T1IepX0JIeCTEPUHEMIEI0 CTAHOBUTh
BiZ 5 Mr 1o 10 Mr nmepopasibHO oMH pa3 Ha 100y. be3neka Ta epeKTUBHICTh 3aCTOCYBaHHSA JIKapChKOT0O 3aC00y y
no3ax Oinbme 10 Mr y i nonmyJssmii He JOCHiPKYBaJIUC.

. 3BuuaiiHa mo3a ans jaited BikoMm Big 10 1o 17 pokiB i3 Te€TEpO3UTOTHOIO CIMEHHOIO TIMEPXOJIECTEPUHEMIEIO
CTaHOBUTH BiJ 5 Mr 710 20 MI nepopaibHO OJIMH pa3 Ha 100y. be3neka Ta epeKkTUBHICTh 3aCTOCYBaHHS JIIKaPCHKOTO
3aco0y B 703ax Outbiie 20 Mr y Hil HOMYJIALIT HEe JOCHIPKYBaJIUC.

[TigBuiyBat A03y CIiA BIAMOBIAHO A0 IHAWBIAYyadbHOI BIAMOBIAI JUTWHU Ha JIKYBaHHA Ta MEPEHOCHUMOCTI

TKapChKOTO 3aco0y, AOTPUMYIOYHCH PEKOMEHMAlid IMOoAO0 JiKyBaHHA AiTed (auB. posain «OcoOGmmuBOCTI

3acTocyBaHHA»). Ilepen modaTkom Tepamii po3yBaCTaTUHOM MITAM Ta MUATITKaM CJiA NPU3HAYUTH CTaHIAPTHY

rirnoxoyieCTepuHEMIYHY AI€TY, SKOI MAIliEHTH MAlOTh JOTPUMYBATHUCS 1 IPOTATOM JIIKYBaHHS.

I"'omo3uroTHa ciMeiiHa rinepxosiecTepuHeMis

PekoMengoBaHa MakcuManbHa J03a Ui JiTel BiKOM Big 6 10 17 poOKiB 13 TOMO3HTOTHOK CIMEHHOIO

rinepxoyieCTepuHEMi€I0 CTaHOBUTH 20 MI' OJTUH pa3 Ha 100y .

PexomeHn0BaHa moYaTKoOBa 1032 CTAaHOBUTH BiJ 5 Mr 10 10 Mr onuH pa3 Ha 100y 3alie)XKHO BijA BIKYy, Macu Tila Ta

MOTIEPETHBOT0 3aCTOCYBaHHA cTaTHHIB. [1iBUIIyBaTH 10 MakcuMaibHOT 1031 20 M 0J1MH pa3 Ha 100y CJIiJ1 B1IIOBITHO

70 1HAMBIAyaNbHO! BIAMOBIAI TUTUHU Ha JIKyBaHHS Ta MEPEHOCHMOCTI Mpemnapary, AOTPUMYIOYUCh PEKOMEHaIlii

1010 JIIKyBaHHA AiTel (quB. po3ain «Oco0nIMBOCTI 3acTOCyBaHH»). [lepen moyaTkom Tepariii po3yBacTaTUHOM JITSIM

Ta MTITKaM CIIiJi MPU3HAUYNUTH CTaHIAPTHY TiOXOJIECTEPUHEMIYHY JI€TY, SIKOi MAIliEHTH MAalOTh JAOTPUMYBATHUCH 1

MPOTSrOM JIIKyBaHHSI.

JlocBiz mikyBaHHS 1i€l momysauii y qo3ax Outbie 20 Mr oOMexxXeHui.




TaGnerku no 40 Mr He 3aCTOCOBYIOTh JIITSM.

Jlitu BikoM J10 6 pokiB

besneka Ta eQeKTUBHICTh 3aCTOCYBaHHS JIIKAPCHKOTO 3aCO0y AITSAM BIKOM JI0 6 POKIB HE BUBYAIMCh. TaKUM YHHOM,
npemnapat Kpectop He peKOMEH1ye€ThCSsl 3aCTOCOBYBATH JITSIM BIKOM J10 6 POKiB.

Ilepedosyeanns.

CrnenudiuHoro JgiKyBaHHS NEpeO3yBaHHS HeMae. Y pasi mepeno3yBaHHs MAllieHTa CIIiJ] JIIKYBaTH CUMITOMAaTHYHO
Ta y pa3i HeOOXiHOCTI BXXUTH MIATpUMYIOUMX 3axoiB. IloTpiGHO koHTpomoBatu QyHKUIi nmeyiHku Ta piBHI KK.
EdexTuBHICTh TEMOIiaNi3y MalOMMOBIpHa.

Ho6iuni peaxuii.

Hebaxani siBuIa, 110 BiA3HAYAIOTHCS MPU 3acTocyBaHH1 KpecTopy, 3a3Buyaii 1erki Ta THM4acoBi. Y KOHTPOJIbOBAHUX
KIIHIYHUX JOCTIKEHHAX MeHIIIe 4% MaIieHTiB, SKi 3acTocoByBasu KpecTop, BUNIILIH i3 TOCTIHKEHHS Yepe3 HebakaH1
peaxiiii.

[Nepenik mo6GIYHUX peakUiil y BUTIISAAL TaOauII

VY HuxueHaBeleHiN Tabmuui npeacTaBieHo Mpoiab HeOaXaHUX peakiliii Ha po3yBacTaTHUH 3a JAHUMH KIIHIYHUX
JOCIIIJKeHb Ta BEJTUKOTO JOCBIAY MicaspeecTpaliifHoro 3actocyBanns. HebaxaHi peakuii kiiac(ikoBaHO 3a 4aCTOTOIO
Ta cucteMHo-opranauMu kinacamu (COK).

3a yacToTOI0 HeOaXxkaHi peakiiii po3nojiieHi TakuM yuHOM: vacTi (Big >1/100 no <1/10), meuacTi (Bix >1/1000 no
<1/100), pigki (Big >1/10000 no <1/1000), myxe piaki (<1/10 000), HeBimomMoOi 4acTOTH (HEMOMKJIMBO OLIHUTH 3a
HasIBHUMHM JJAHUMHU).

Tabmuus 3
[To6iuni peakIrii 3a JaHUMHU KITHIYHUX JOCITIIKEHb Ta JOCBIAY
MiCISIpeECTPallifHOTO 3aCTOCYBaHHS
CucrtemHo- ) ) o o Yacrora HeBiIOMa
opraHuuii K1ac YacrTi Heuacti Piaki Hyxe piaxi
3 6oky kposi ma TpomboruTo-TneHis
Jpimgpamuunoi
cucmemu
3 6oky imynnoi Peaxkuii
cucmemu rinepyyTIu-BOCTI,
B TOMY YHCIIi
AHT10HEBPO-
TUYHUN HaOPSK
Enooxpunni HyxpoBuii
po3naou niaber!
Icuxiyni poznaou Henpecis
3 boky nepeosoi | ['onmoBHUM O11b, [TonineBpo-maris, | [lepudepuana
cucmemu 3amamMopo-4CHHS BTpaTa maM’siTi | HEBpOIIATis,
po3naau cHy (B TOMY
qycii 0€3COHHS Ta
HIYHI KOIIIMapH )
3 boky opeanie Kamens, 3anuika
OUXawnHs1, 2pyOHOT




KAimKu ma
cepedoCminHs

3 6oxy wnynkoso- |3amnop, HyJ0Ta, [TankpeaTtut Hiapes
KUUKOBO20 abioMiHaNIb-HUHT
mpaxkmy O11b

3 6oxy [TinBumienHs piBHs | KoBTSHUII,
eenamooiniapHoi MEYIHKOBHUX rernaTuT
cucmemu TpaHcamiHa3

3 6oxy wkipu ma CBepOik, Cunnpom CriBeHCca—
NIOWKIPHOT BHCHII, JxoHcoHa
KAIMKOBUHU KpOIIHB’ STHKA

3 6oky ckenemnoi | Mianris Miomarist (B ToMy | ApTpanris [opymenns 3 60Ky
MYCKynamypu ma YUCI1 MI0O3UT), CYXOXHUJIb, IHKOJIN
CHOYYHOT pabmomionis, yCKJIaTHeH1

MKAHUHU BOBYAKO-T10/110HHHA po3pHBamu,

CHHJIPOM, PO3PHUB iMyHOOTIOCe-peIKOBaHa
M’5I31B HEKPOTHU3YI0-4ya
Miomarist

3 6oxy nupok ma I'emarypis
Ceu08UOINIbHOT
cucmemu

3 boky I'rexomacrtist
penpooyKmueHoi
cucmemu ma
MOJIOYHUX 3A7103

3azanvni posnaou | ActeHist Habpsik
ma cmau Micys
66€0€HH5

I Yacrora 3amexuts Bim HasBHOCTI (akTopiB pu3nKy (piBeHb TMIOKO3M HATmIe >5,6 MMomb/1, IMT >30 kr/m2,
M1JBUIIEHI PIBHI TPUIIIILIEPUAIB, apTepiajbHa IIepTeH31s B aHaMHE31).

SIk i mpm 3actocyBaHHi iHmmMX iHTiI0ITOpiB 'MI'-K0A, yactoTa HebakaHUX peaKiliii Mae TEHICHIIIIO 3aJIeKaTH B J103H.
Bnaue na nupku

[Iporeinypid, BusiBIE€Ha y pe3yjbTaTl aHali3y 3a TECT-CMYXXKaMU Ta IEpPEeBaXHO KaHAJIbIEBOIO IMOXO/KEHHS,
crioctepiraiacs y Naui€eHTiB, siki 3acTocoByBaiu Kpectop. 3MiHu BMicTy OiKa y ceul BiJ HyJIs 200 CITi/1iB 10 3HAaYEeHHS +
+ abo Oinbiie crioctepiranucs y <1% mamieHTiB IepioANYHO B X071 3aCTOCYBaHHS JIKapChKOTO 3aco0y B 1o3ax 10 ta 20
Mr 1y npuban3Ho y 3% —npu 1031 40 mr. HeBenuke 3011bI11€HHS YaCTOTH 3MIHU BMICTY B1J] HyJ1s 00 CITIIIB /10 3HAUEHHS
+ crocrepiranucs npu 031 20 Mr. B GUIBIIOCTI BUTIAAKIB MPOTETHYPis 3MEHITyBasiacsi a00 3HUKaJla CIIOHTAaHHO TPH
MIPOJIOBXKEHHI Teparii. 3a JaHUMH KIIHIYHUX JOCHIPKEHb Ta MOCTMapKETHHTOBUX CIIOCTEPEKEHb Ha ChOT'OJIHI HE
BUSIBJICHO TPUYMHHO-HACIIIJIKOBOTO 3B’SI3Ky MK HPOTETHYpI€I0 Ta TOCTPUM ab0 MPOTpecyrunM 3aXBOPIOBAHHIM
HUPOK.

Ha ¢oni 3actocyBaHHsS Jikapchkoro 3aco0y Kpectop Bif3HAue€HO BWITAJKH TeMmarypii; 3a JaHUMH KIIHIYHHX
JOCIHIKEHb 4acToTa i Maja.

Bnnue na ckenemmny myckynamypy



VYpaxeHHs1 CKeJIeTHOI MYCKYJaTypH, Taki sIK Miairig, miomaTis (B TOMY YHCIl MIO3UT), Ta 3piaka pabaomioni3 i3
TOCTPOIO0 HUPKOBOO HEIOCTATHICTIO UM Oe3 Hel Oyu BiA3HaUeH1 ITPH 3aCTOCyBaHH1 Oyab-skux 103 Kpectopy, ocobnrBo
pu no3ax > 20 mr.

V nartieHTiB, SKi IpuiiManu po3yBacTaTHH, CIIOCTepiranocs a0303anexHe 3poctanns piBHiB KK; B O11b1110CTI BUITAKIB
saBuIle Oyno craOKuM, acCUMOTOMAaTHYHMM Ta TuM4acoBuM. Skmo piBHi KK migsumieni (>5 pasiB Bume BMH),
JKYBaHHS CJIiJ IPUIMUHUTH (AUB. po3is1 «OcoOIMBOCTI 3aCTOCYBAHHSD»).

Bnaue na neuinxy

Sk 1 mpu 3actocyBanHi iHmUX iHTi0iTOpiB ' MI'-KOA—penykrasu, y HEeBeNHUKOI KiJIbKOCTI Malli€HTIB, sKi MpuitManu
PO3yBacTaTWH, BiJ3HAYAIOCS J0303a]e)KHe 30UIbLICHHS pIBHSA TpaHcaMiHa3; y OUIBLIOCTI BUNAJKIB sBUIE OYyIO
CJIa0KUM, aCUMIITOMAaTUYHUM Ta TAUMYACOBUM.

Ha ¢oni 3acTocyBaHHS IeSKHX CTAaTHHIB BIA3HAYAINCS TaKl HeOaXaHi sIBUINA:

Posznan crateBoi pyHkii.

OxpeMi BHUMAJKM IHTEPCTHUIIAJIBHOI XBOPOOW JEreHb, OCOOJMBO NpPU TPHUBAJIOMY 3aCTOCYBaHHI (IUB. PO3ZILT
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

YacTora MOBIJOMJIEHb PO pabaoMioi3, cepio3Hi MopymeHHs 3 00Ky HUPOK Ta MEYiHKH (MepeBakKHO IMiBUILEHHS
aKTHUBHOCTI MEYIHKOBUX TpaHCaMiHa3) OUIbIIa PU 3aCTOCYBaHHI JTIKApChKOro 3aco0y B 1031 40 Mr.

Jimu

[TigBuieHHs piBHA KpeaTHHKiHa3u >10 pa3iB Buuie BMH Ta cumnromu 3 60Ky M’s131B micist (13MYHOTO HaBAaHTAXKEHHS
a0o miaBHUILEHOT (i3NYHOT AKTUBHOCTI CIIOCTEPIranucs YacTime y 52-THKHEBOMY KIIIHIYHOMY JTOCIIPKEHH] 32 y4acTIo
JiTeH Ta MiAMITKIB MOPIBHSAHO 13 HopocauMu (auB. po3ain «OcobmuBocTi 3actocyBaHHs»). [Ipote mpodine 6e3nexu
PO3yBacTaTUHY y JiTeH Ta MiJUIITKIB OYB MOJIOHUM /10 TAKOTO Y J0POCIHX.

IToBioMJIeHHS ITPO Mi103pIOBaHi MOOIYHI peakiii

BaxinBo MOBITOMIISTH MPO MiJI03PIOBaHI MOOIYHI peakuii y micispeecTpaliiHui nepiosl 3acTOCyBaHHS JIIKAPCHKOTO
3aco0y. Lle mae 3mory 3nificHioBaTH Oe3NepepBHUI MOHITOPUHI  CIIBBIJIHOIIEHHS KOPHCTH/PU3UK 3aCTOCYBaHHSA
Jikapcbkoro 3aco0y. CriemianicTé y raimy3l OXOpOHH 370poB’sl 3000B’s3aHi MOBLAOMIIATH MPO OyAb-sKi BHUIAIKH
103pI0BaHUX MOOIYHUX peakliii uepe3 HalllOHAJIbHY CUCTEMY 3BITHOCTI.

Tepmin npuoammuocmi.

3 poku.

YMoBH 30epiranus.

30epiraTy y HEIOCTYITHOMY IS JIiTel Micri. 30epiratu pu Temneparypi He Buie 30 °C.

YnakoBka.

ITo 14 Tabneroxk y GmicTepi, Mo 2 GiricTepu B KApTOHHINH KOpoOITi (1y1st TabseTok 1o S mr, 10 mMr ta 20 Mr); 1o 7 TabieTok
y Ouictepi, o 4 Gyictepy B KapTOHHINA KopoO1i (1y1st TabaeTok 1o 40 mr).

Kareropis Bignmycky.

3a penenTomM.

Bupoouuk.

Actpa3eneka IOK Jlimites.

Micue3HaxokeHHs1 BAPOOHUKA Ta aJpeca Micls MPOBAIKEeHHS HOro AislJIbHOCTI.

Cink Poan bizuec [Tapk, Makkncding, SK10 2NA, Benuka bpuranis.




