IHCTPYKLIUA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKapPCHKOIo 3ac00y

KPECTOP
(CRESTOR®)

Cknao:

0il0ua pe1osuna: po3yBacTaTHH;

1 TabGneTka, BKpHUTA IJIIBKOBOIO 000JIOHKOO, MICTUTH 5 MT, 10 mr, 20 Mr a6o 40 Mr po3yBacTaTuHy y BUTIsIA 5,20
mr, 10,40 mr, 20,80 mr a6o 41,60 Mr po3yBacTaTUHY Kalblilo;

00NOMIJICHI pevosuHY: TAKTO3a, MOHOTIAPAT; IEJTF0JI03a MIKPOKPHCTATIYHA, KaIbIlit0 (hocdaT, KpOCTIOBI I0H,
MarHiro creapar; IJIiBKOBa 000J0HKA: JJaKT03a, MOHOTIZPAT; TiMPOMEN03a, IIIepoJ TPHAIeTaT, TUTAHY JIOKCH/T
(E 171),

JUTst TabJIeTOK 1o 5 Mr — 3ai3a okcun xxoBtuil (E 172);

1utst Tabnerok o 10 mr, 20 mr, 40 mr— 3aniza okcua yepBonuii (E 172).

Jlikapcbka ¢gopma. TaGneTku, BKPUTI TUTIBKOBOIO 000JIOHKOIO.

OcnosHi ¢hizuko-XiMiuni 61acmueocmi.

mabaemkuy no 5 M2 — ’OBTa, BKpUTA IJIIBKOBOIO 00OJIOHKOI0, KpyTJa, IBOOIYKJa, MPUOIN3HO 7 MM (JaMeTp),
BHUTpaBiiioBaHa Ta0JeTKa; Ha TUILOBOMY Oo1l “ZD4522 5, 3 iHmoro 60Ky HI4YOro;

mabnemku no 10 me — pokeBa, BKpUTA IUTIBKOBOIO 000JIOHKOIO, KpyTJIa, ABOOIYKIA, IPUOIU3HO 7 MM (aMeTp),
BUTpaBiiloBaHa TabieTKa; Ha JIMLbOBOMY Oo1i “ZD4522 107, 3 iHmoro 60Ky HI4Oro.

mabnemku no 20 Mz — po’keBa, BKpUTa IJTIBKOBOK 000JIOHKOI0, KPYIJIa, IBOOMYKJIA, MPHOIU3HO 91 MM
(miamerp), BurpaBiioBana Ta0ieTka; Ha TUIOBOMY Oom “ZD4522 207, 3 iHImoro 60Ky Hi4O0ro.

mabnemku no 40 me — poxkeBa, BKpUTa IUTIBKOBOIO 000JIOHKOIO, OBaJIbHA, IBOOIYKJIa, Mpuomu3no 11.5 x 7.1 mm
(ToBXMHa X IIUpUHA), BUTpaBiiioBaHa TabJeTKa; Ha JTUIbOBOMY 0ot “ZD4522”, 3 iHmoro 6oky “40”.

dapmakoTepaneBTHYHA rpyna. ['inominigemiudi 3acoou. [aridiropu 'MI'-KoA-peaykrasu.
Koxg ATX C10A AO07.

Dapmakonoauni enacmugocmi.

DapmakoOuHamiKa.

Mexanizm 0ii

Po3yBactaTuH — 11€ celeKTUBHUI Ta KOHKypeHTHHH iHri0iTop [ MI'-K0oA-penykrasu, pepmenTy, 1110 BU3HAYE
MIBHJIKICTh PEaKIlii Ta MepeTBOPIOE 3-TIAPOKCH-3-METHITIYTapriI KOYEPMEHT A Ha MEBaJIOHAT, IOTIEPETHIK
xoJiectepruHy. OCHOBHHMM MICIIEM [lii pO3yBacTaTHHY € TICHUIHKA, OpraH-MIiIlIeHb ISl 3MEHIIICHHS PIBHIB
XOJIECTEPUHY.

PosyBacrarus 30ib11y€e Ki1bKICT penientopiB JITTHIL] Ha moBepxHi KIITHH MeYiHKH, TOCHITIOIOYN 3aXOTUICHHS Ta
karabomi3m JIITHILI, Ta npurniuye neuinkoBuit cunre3 JIIJHIL, Takum 9uHOM, 3MEHIITYIOUH 3arajibHy KUTbKiCTh
yactuHok JITTJAHII Ta JITTHILI.

DapmakoOunamiuHa Ois

Kpecrop 3umxye niapuiennii pisens xonecrepuny JIITHIL, 3aransHOro xoaecrepuny Ta TPUIILEPHIIB 1
nigsuiye pisHi xonecrepuny JIIIBIL. Bin takox 3menurye piBai anoB, XC-neJIIIBIL, XC-JIITAHILI, TT -
JIITAHIIL ta migBuiye piBeHb anoA-I (tadmmist 1). Kpectop Takox 3menmnye criiBBignomerds X C-JITTHIL/XC-
JITIBIL, 3aranpHoro XC/XC-JITIBIL, XC-ueJITIBIL/XC-JITIBII] Ta anoB/amoAd.

Taomms 1
BinmoBinges Ha 103y y Mali€HTIB 13 MIEPBUHHOIO rinepxonectepuneMiero tumy [la ta IIb
(BimKOpuTOBaHA CEPEIHs BiICOTKOBA 3MiHA TIOPIBHSHO 3 BUX1IHUM PIiBHEM)
Joza N XC-JITHI] | 3arame- | XC-JIIIBIL], T XC-nmeJIIIBI]| amoB amoA-I
Huit XC
[Tnae6o 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 | o |

TepaneBTuuHMit epeKT TocsAracTbes MPOTAroM | THXKHS MiCis MOYaTKy 3aCTOCYBaHHA mpenapaty, 90%
MaKCHUMAaJIbHOTO eeKTy — uepe3 2 THxkHI. MakcuManbHui eeKT 3a3Buuail ocaraeTbes uepes 4 THXKHI Ta TPUBAE
HaJaIl.

Kniniuna eghexmuenicmo

Kpecrop epexkTBHUHN Yy TIKyBaHHI JOPOCIHX 13 TIEpXOJIECTEPHHEMIEIO — 13 TiepTpuriinepuaemMiero abo 6e3 Hei
— HE3aJIeKHO BiJ pacH, CTaTi Y BIKY, @ TAKOX Yy MAlEHTIB OCOOJIMBUX TPYII, TAKUX SIK XBOPI Ha AiadeT abo
MAIEHTH 13 CIMEMHOIO TIMePX0IECTEPHUHEMIEIO.

3a 00’ eqHanumu nanuMu gociimkers (asu 11 Kpectop edexTuBHO 3HMKYBaB piBHI X0JeCTepUHY y OLIBIIOCTI
MaIieHTIB 13 rinepxonecrepunemicto tumy Ila ta [Ib (cepenniit mouarkosuit piserp XC-JITTHI npubmmsHo 4,8
MMOJIB/JT) 10 HUTBOBUX 3HAY€Hb, BCTAHOBJICHUX BU3HAHUM KEPIBHUIITBOM €BPOIEHCHKOTO TOBAPHCTBA
atepockiiepo3y (EAS; 1998); npubnusno y 80% maiieHTiB, K1 IpuiiManu npenapat y 1031 10 mr, Baanocs
JIOCSATTH HOpMaTUBHUX 1TboBHX piBHIB X C-JIITHII] 3a EAS (<3 MmMoub/i).

VY BenukoMy J0CIiKeHH1 435 NalieHTiB i3 FeTepO3UroTHOIO CIMEMHOIO TiNepX0JeCTEPUHEMIEI0 TPHIMaTH
Kpectop y no3ax Bix 20 10 80 Mr 3a cXeMOI0 MOCUJIEHOTO TUTPYBaHHA 103U. CpUSTIMBUI BIUIUB IIpenapaTy Ha
MOKA3HUKH JIMIIB Ta JOCATHEHHS 1[1TbOBUX PIBHIB BiJ3Ha4YaBCs MpH BCix no3ax. [licns TutpyBaHHs 10 1060BOT
no3u 40 mr (12 trwxuiB mikyBanHs) XC-JIITHIL 3am3uBcs Ha 53%. Y 33% mnarieHTiB Oyi0 JOCATHYTO
HopmatuBHUX piBHIB XC-JITTHII] 32 EAS (<3 mmomns/m).

VY BiIKpUTOMY AOCIIIPKEHH1 MOCUJICHOTO TUTPYBAHHSI /103 BIANOB1/Ib Ha 3acTocyBaHHA npemnapaty Kpecrop y
no3ax 20-40 mr BuBuanacs y 42 naui€HTIB 13 TOMO3UTOTHOIO CIMEMHOO TNepX0IeCTEpUHEMIEI0. Y 3arajabHii
nomyssinii piBenb X C-JITTHIL] 3uu3uBcs B cepennbomy Ha 22%.

VY KITHIYHUX AOCIIHKEHHAX 33 y4acTI0O 0OMEeKEHOI KUTBKOCTI Malli€HTIB CIIOCTEpiraBcsi afuTUBHUHN e(eKT
npenapaty Kpectop Ha 3HM)KEHHS piBHSI TPUTJILEPHIIB IPU 3aCTOCYBaHH1 y KOMOiHaIi1 3 (eHOoP1OpaTOM Ta Ha
nigsumieHHs piBHiB X C-JIIIBII mpu 3actocyBanHsi y koMmOiHallii 3 HialuHOM (AMB. po3ai1 «OcoOauBoCTi
3aCTOCYBAHHS» ).

VY GararoreHTpoBOMY, TOJJRHHOMY CIIIIOMY, TUIaie00-KOHTPOIL0BaHOMY KiiHIYHOMY nocuimkeHHi (METEOR)
984 nauientu BikoM 45-70 poKiB 13 HU3bKUM PU3UKOM IIEMIYHOT XBOPOOHU ceplisl (BU3HAYCHUM SIK PU3HK 3a
®paminremcbkoro mkanorw <10% npotsrom 10 poxiB), cepeanim 3naueHHsM XC-JITTHILL 4,0 mmois/n (154,5 mMr
/ma), ane 13 CyOKJITHIYHUM aTepOCKIICPO30M (BU3HAUECHUM 3a 30UTBIIICHHSM TOBITUHU KOMITJIEKCY IHTUMa-MEIis
connoi aptepii — TKIMCA) 6ynu pangomMizoBaHi 10 JBOX IpyH Ta IpuiMaiu OAUH pa3 Ha 100y a6o 40 mr
po3yBacTaTuHy, abo 1ramne6o npotsarom 2 powB. [lopiBHSHO 13 TuTae00 pO3yBacTaTHH 3HAYHO CIIOBUIHHIOBAB
nporpecyBaHHs MakcumanbHOi TKIMCA y 12 Toukax conHoi aptepii Ha -0,0145 mm/pik [95% noBipunit
iTepsan -0,0196, -0,0093; p<0,0001]. 3mina nopiBHSIHO 3 BUXigHUM piBHeM cTtaHoBmiaa -0,0014 mm/pik (-0,12%
/piK (CTAaTUCTUYHO HE3HAYYyIl[a)) y TPyMi pO3yBacTaTHUHY MOPIBHAHO 13 nporpecyBanHsaM +0,0131 mm/pik (1,12%
/pik (p<0,0001)) y rpymi miamne6o. [Ipsamoi kopensmii mixk 3menmeHHsIM TKIMCA Ta 3HIKEHHSM pU3UKY
MOPYILIEHb 3 OOKY CEpLeBO-CYIUHHOI CUCTEMU MPOAEMOHCTpoBaHO He O0yo. Jlo nocmmxenuss METEOR Oynu
3aJTy4eH1 TaIll€HTH 13 HU3bKUM PU3UKOM IIEMIYHOT XBOPOOH cepIls, K1 HE € MPeICTABHUKAMH IT1JTLOBOI
nomyJsi 3actocyBanHs npenapaty Kpecrop y 103i 40 mr. J1o3y 40 Mr ciiji npU3HavyaTy JIMIIE NalieHTaM 13
TSDKKOIO TITIEPXO0JIECTEPUHEMIEIO Ta BUCOKHM PU3UKOM CEPIIEBO-CYIMHHUX po3niamB (quB. po3aut “Crociod
3aCTOCYBaHHS Ta 103U”).

B iHTepBeHIITHOMY JOCITi JPKEHHI pO3yBacTaTHHY 3 METOI0 OOTPYHTYBaHHS 3aCTOCYBaHHS CTATHHIB 5K 3aCi0
nepBuHHOI ipodinaktuku (JUPITER) BimuB po3yBacTaTuHy Ha 4acTOTY 3HAYHHX aTEPOCKICPOTHIHHX CEPIIEBO-
CYJIMHHUX 3aXBOPIOBaHb omiHoBanu y 17 802 vonogikiB (>50 pokiB) Ta xiHOK (>60 poKiB).

YyacHuKY focnKeHHs OyJid BUMIAKOBUM YMHOM pO3M0WIeH]1 1o rpyn mianedo (n=8901) abo po3yBacTaTHUHY B
1031 20 Mr oauH pa3 Ha 100y (n=8901) 1 3a HUMM cTIOCTEpIraan B CEPEIHHOMY IPOTATOM 2 POKIB.

Konuentparuii xonecrepuny-JIITHII 3menmunuce Ha 45% (p<0,001) y rpymi po3yBacTaTuHy HOPIBHSHO 3
rpynoto mianeoo.

V post-hoc anamni3i JaHUX MATPYIH MALlEHTIB BUCOKOI'O PU3HKY 13 BUXITHUM 3HaueHHIM >20% 3a
dpaMiHTeMCchKOI0 mKanor (1558 ydgacHUKIB) criocTepirainocs 3Ha4yHe 3HIKCHHS YaCTOTH KOMOIHOBaHOI KiHIICBOT
TOYKH, 0 OXOIUTIOBAJIa CMEPTh BiJ CEPIIEBO-CYAUHHUX MO, iHCYJIBT TaiH(apkT miokapaa (p=0,028), y rpym
pO3yBacTaTUHY MOPIBHSHO 3 TuIane00. 3MeHIeHH a0COIIOTHOTO PU3HKY cTaHOBIIIO 8,8 BumaakiB Ha 1000
namieHTo-pokiB. [Toka3HUK 3arajibHOI CMEPTHOCTI JIUIIABCA HE3MIHEHUM Y 111¥ rpymi BUCOKOTO pu3uky (p=0,193).
VY post-hoc anani3i JaHUX OiATPYHIH BUCOKOTO pu3uKy (9302 ydacHUKH 3arajioM)i3 BUXiAHUM 3HaYeHHSIM >5% 3a
mkanoro SCORE (ekcTpanoiaboBaHO 3 METOIO BKIIIOUEHHS IaHUX YYaCHUKIB BIKOM MOHA 65 pOKiB)



CITOCTEPITAIOCS 3HAYYIIE 3HMKEHHS YaCTOTH KOMOIHOBAHOI KIHIICBOT TOUKH, 1[0 OXOILTIOBAJIa CMEPTh BiJl
CEepLEBO-CYIMHHUX MOIH, IHCYJBT Ta iH(papKT Miokapaa (p=0,0003), y rpyni po3yBacTaTuHY HOPIBHSIHO 3
m1ane6o. 3HMKEHHS a0COIIOTHOTO PU3UKY, BUPAXKEHOI0 32 YaCTOTOIO MO M, cTaHoBMIIO 5,1 Bunaakis Ha 1000
namieHTo-pokiB. [Toka3HUK 3arajibHOI CMEPTHOCTI Y I MATPYI BUCOKOTO PU3UKY JIUIIABCS HE3MIHCHUM
(p=0,076).

V¥ nocnimxenHi JUPITER 6,6% yuyacHUKIB rpyny npuiioMy po3yBacTaTHHY Ta 6,2% y4acHUKIB IpynH I1anedo
NPUITMHUIN 3aCTOCYBAHHS IOCI1/PKYBaHOI O penapary uyepe3 HebaxkaHi siBuina. Haitouibm yactumu
HeOaXKaHUMU SIBUILIAMH, 10 TPU3BOIWIN 10 IPUIIMHEHHS JIiKyBaHHs, Oynu: mianris (0,3% y rpymi
posyBacrtatuny, 0,2% — miane6o), abnomuansauii 01116 (0,03% y rpymi posyBactatuny, 0,02% — miamnebo) Ta
Bucun (0,02% y rpymi po3yBactatuny, 0,03% — nane6o). HaiOuibi yacTumMu HebaXaHUMU SIBUILIAMH, 1110
CIIOCTEpIraNucs y TPyII po3yBacTaTHHY 13 4aCTOTOI0, OUTHIIIO0 a00 PiBHOIO BiJ3HAYEHIN y TpyIi Tuiane6o, Oyinu
iHbexkuil ceuoBux nuxis (8,7% y rpymi po3yBactatuny, 8,6% — mianebo), Hazodapunnt (7,6% y rpymi
posyBactatuny, 7,2% — miane6o), 61b y criuHi (7,6% y rpymi po3yBactatuny, 6,9% — mane6o) ta mianris (7,6%
y IpyIli po3yBacTaTuny, 6,6% — mianeoo).

Himu

VY noaBiitHOMY CIIIIOMY, paHAOM30BaHOMY, 0araToLEHTPOBOMY, TIIAIE00-KOHTPOJIHLOBAHOMY | 2-TH)KHEBOMY
nociimpkenHi (n=176, 97 ydacHHUKIB 4010B1401 Ta 79 — XiHOUOT cTaTi) 13 moganbuM 40-THKHEBUM TIEPI0I0M
(n=173, 96 yyacHUKIB 40JI0BI4O0i Ta 77 — 5KIHOYOI CTATi) BIIKPUTOTO TUTPYBaHHS JJ03U PO3yBaCTaTHUHY MALli€HTH
BikoMm 10-17 pokiB (#a II-IV cranii po3Butky 3a TaHHEpOM, HiBUaTa, Y SKUX MEHCTPYaLlii MOYaINCs IOHAWMEHIIe
1 pik TOMY) 13 TETEPO3UTOTHOIO CIMEHHOIO T1IEPXOJESCTEPUHEMIEIO TTPOTATOM 12 THKHIB OTPHUMYBAIH
posyBactatuH y 103i 5, 10 abo 20 mr/no0y abo mamnebo, Mmiciasi 40ro BCi YYaCHUKH IOTHS TPUIMAaITH
posyBactatuH npotsarom 40 TiwxkHB. Ha noyarky nocmmkenns npubian3no 30% mamieHTiB Oyiau Bikom 10-13
pokiB Ta npubausHo 17%, 18%, 40% ta 25% 13 Hux 3Haxoaunucsk Ha I, 111, IV Ta V cranii po3Butky 3a
TanHepoM BiIMOBITHO.

Pisenp XC-JIITHI] 3menmmBcs na 38,3%, 44,6% Ta 50,0% BiANoOBiIHO y rpymax NpuiioMy po3yBacTaTHHY B 1031
5, 10 Ta 20 mr nopiBHsHO 13 0,7% y rpymi miane6o.

Hanpukinti 40-THXKHEBOTO MEpioLy BIAKPUTOTO TUTPYBAHHS JTO3H JUIS JOCSTHEHHS UTHOBOTO PiBHS
(MakcumainbHa f03a craHoBuia 20 Mr oauH pa3 Ha 100y) y 70 13 173 namientis (40,5%) Baamocs qocsartu
nipoBoro piBHs XC-JITTHII] menmie 2,8 MMOb/11.

[Ticns 52 THKHIB TOCITIKYBAHOTO JIIKYBaHHS HE OYyJIO BUSBIICHO KOJHOTO BILTUBY Ha pict, Macy,[TM abo
cTaTeBe J103piBaHHs (IUB. po3is «OcoOIUBOCTI 3aCTOCYBaHHs»). JJOCBiA KIIIHIYHOTO AOCTIIKEHHS JiTeH Ta
HiTITKIB 0OMEXEHUH, 1 JoBroTpuBaii edekTu pozyBactaTuHy (>1 poky) Ha cTaTreBe 103piBaHHA HeBimomi. Lle
nociipkeHHst (n=176) He TPUIUHATHE I TOPIBHIHHS PIKUX HEOaKaHUX SBUIIL.

Dapmaxoxinemuxa.

Bcmokmyesanns

MakcuMaabHa KOHIIEHTpALlisl pO3yBaCTaTHHY Y TIa3Mi IOCITAEThCs MPUOIU3HO Yepe3 S TOAMH TiCIst
NEepOPaIbLHOTO 3aCTOCYyBaHHs. AOCOIOTHA OI0AOCTYIHICTh CTAHOBUTH MPUOIU3HO 20%.

Posnooin

Po3yBacTaTvH 3HaYHUM YWHOM 3aXOIUTIETHCS TIEYIHKOIO, sIKa € OCHOBHUM MICIIEM CHHTE3y XOJECTEpPUHY Ta
kiipency XC-JIITHIL. O6’em po3noainy po3yBacTaTUHY CTaHOBUTH MpuOan3Ho 134 1. bauzbko 90%
PO3yBacTaTUHY 3B’SA3YETHCS 3 OLIKaMHM IIa3MU KPOBI, IEPEBAXKHO 3 AIbOYMIHOM.

Memabonizm

PozyBacTatun 3a3Hae He3HaUyHOTO MeTabomi3my (mpudnusHo 10%). locmimkenHs Metabonizmy in vitro i3
BUKOPUCTAHHSM TENaTOLUTIB JIFOJUHU CBIYaTh, 10 PO3yBACTAaTHH € CIAOKUM CyOCTpaToM Jjsi MeTabosi3My Ha
ocHOB1 pepMmenTiB uToxpoMy P450. OcHoBHMM 3amisiHuM 130¢epmentoM € CYP2C9, nemo meH1ry posb
BimirpaioTs 2C19, 3A4 ta 2D6. OcHOBHUMH BU3HAYEHUMHU MeTabomiTamu € N-IeCMEeTUIIOBHIA Ta JIAKTOHOBHIA
meTabomiT. N-necmeTnin-meTadomit mpudan3Ho Ha 50% MeHI akTHBHHMN, HI’K pO3YBaCTaTHH, TJAKTOHOBHH
MeTaboIT BBAXKAETHCS KIIHIYHO HeakTUBHUM. Ha po3yBactaTun npunazaae 6iibiie 90% akTUBHOCTI
upkymorouoro inriditopa 'MI'-KoA-penykrasmu.

Buseoenns

[Tpu6nnzno 90% 1031 po3yBacTaTUHY BUBOJUTHCS Y HE3MIHEHOMY CTaH1 3 KaJoM (pa3oM BCMOKTaHa Ta
HEBCMOKTAaHa JIif04Ya pEYOBUHA), pEIITa BUBOAUTHCA 13 cedero. [Ipubnmsno 5% BHBOIUTHCS 13 CEUCHO Y
He3MiHeHil ¢opwMi. [lepion HamiBBUBEAECHHS 13 TUIa3MU CTAHOBUTH NPUOINU3HO 19 roauH 1 He 30UTBIITYETHCS IPU
niABMILIEHHI 103U. CepeiHe reoMEeTpUYHE 3HAUEHHSI KJIPEHCY Mpenapary i3 mia3Mu KpoBi CTAHOBUTH MPUOJIN3HO



50 n/ron (xoedimieHT Bapiatii — 21,7%). Sk 1y mono inmux iHridiTopis 'MI'-KoA penykrasu, neuiHkoBe
3aXOIUIEHHS pO3yBaCTaTHHY BIIOYBa€ThCs 3a yuacTio MeMOpanHoro TpaHcnoprepa OATP-C, skwuii Bigirpae
BXJIMBY POJIb B IICUIHKOBIH eliMiHAIIIT pO3yBacTaTHHY.

Jluniiinicmo

CucteMHa eKCIO3UIisl pO3yBaCTaTUHY 30UTbIIY€ThCS PONOpLiiiHO 1031. [Ipn GaraTopazoBomy I101€HHOMY
3aCTOCYBaHHI mapaMeTpy (apMaKOKIHETUKH HE 3MIHIOIOTHCS.

Ocobauei epynu nayicnmis

Bix ma cmamyo

He crocrepiranocs KIiHIYHOTO 3HAYYIIOTO BIUIMBY BIKY a00 cTaTi Ha (hapMaKOKIHETUKY PO3YBACTaTHHY Y
nopociux. PapMakoKiHETHKA pO3yBaCTaTUHY y JUTEH Ta MiAJITKIB 13 FeTepO3UTOTHOIO CIMEHHOI0
rinepxojecTepuHeMiero Oyiia oi0HO 10 (papMaKOKIHETHKH y TOPOCIUX TOOPOBOJBIIB (IUB. po3alT «JliTH»).
Paca

Jocmimxernst papMakOK HETUKH BUSIBIIIY, 1110 Y TAI[IEHTIB MOHTOJIOIHOT pacy (SIMOHIIIB, KUTANIIIB, QPUIIIIIHIIIB,
B’€THaMIiB Ta Kopeiuis) menianHi 3HadeHHs AUC ta Cp,,, puOINM3HO B/BIYI BUIII HIX Y €BPONEHIIIB; Y IHAINIIB
meniansi 3Ha4eHHs AUC ta C,, ninBuieHi npu6nusHo B 1,3 pasa. AHani3 nonyssmiiiHol (papMaKOKIHETUKU He
BUSIBHB KJTIHIYHO 3HAUYIIOT Pi3HUII MiK MAI[IEHTAMH €BPOIICO1THOT Ta HErPOiAHOI pac.

Topywenns ¢ynxyii Hupox

VY nocnimkeHH1 y MaLi€HTIB 13 PI3HUM CTyTEHEM NMOpyIeHHs (YHKIT HUPOK 3MiH IJIa3MOBHUX KOHLEHTpAIIii
po3yBactatuHy abo N-gecMeTniI-MeTadomiTy y 0cib 3i c1abKor YU TTOMIPHOO HEJOCTATHICTIO BiI3HAYCHO HE
Oyso. Y MaIeHTiB 13 TSOKKUMHU TOPYIICHHAMHU (QYHKIIT HUPOK (KiIipeHe KpeatuHiHy <30 MII/XB) MIa3MoBi
KOHIIEHTpAaLii po3yBacTaTuHy Oysu B 3 pasu, a piBHI N-JecMeTHI-MeTa0oIiTy B 9 pa3iB BUIIMMHU, HIX Y 3J0POBUX
J00poBoIIbIIB. PiBHOBaXKHI MJ1a3MOB1 KOHIIEHTpALlll pO3yBacTaTHHY Yy MALI€HTIB, 5Kl 1epeOyBalTh Ha
remMoiani3i, 0ynau npubauzno Ha 50% BUILIKMMU, HIXK Y 370POBUX JOOPOBOJIBIIIB.

Topywenns @yuxyii neuinku

VY nocnimkeHH TAIIEHTIB 13 PI3HUMHU CTYTIIECHSIMHU MTOPYIICHHS NMeYiHKOBUX (DYHKINH 03HAK ITiIBUILCHOT
eKCMO3HULIi pO3yBacTaTUHY He OyJI0 BUSBJICHO Y MALIEHTIB, CTAH SIKUX OLIIHIOBaBCs y 7 a00 MeHIIe OasiB 3a
mkanoro Yainna-I1"10. OnHak y JBOX MarieHTiB, siki Habpamu 8 Ta 9 3a mkanoro Yaitna-I1"ro, cuctemua
€KCITO3HIIisl OyIia moHaiMEHIIe BBIYI BUINA, HDK Y TAIlIEHTIB i3 MEHITUMU Oaamu. J[ocBix 3acToCcyBaHHS
pO3yBacTaTUHY MaIliEHTaM, CTaH SIKHX OILIIHIOETHCS y OUThIe HiK 9 OamiB 3a mkanoro Yaina-11'ro, BiICyTHIN.
I'enemuynuti nosimopghizm

Posmnoain inri6iropis 'MI'-KoA-peaykrasu, B ToMy 4HCIi pO3yBacTaTUHY, BI0OYBAETHCA 32 YUACTIO
tparcnoptHux 0inkiB OATP1B1 ta BCRP. ¥ nanenris i3 reaernyanm nonimopdizmom SLCO1B1 (OATP1B1)
ta/abo ABCG2 (BCRP) icHye pu3uk miaBUIIEHOT eKCIO3uIlii po3yBacTtatuHy. [Ipu okpemux popmax
nonimMopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcnosutis posyBactatuy (AUC) migBuieHa
nopiBHsAHO i3 reHotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CrnenianbHe TEHOTUITYBaHHS B KJIi HIUHI i
MpaKTHUIll HE repedadeHe, ajie MmameHTam 13 TaKuM MoTiMop(izMOM PEKOMEHIYETHCS 3aCTOCOBYBATH MEHIITY
no6oBy o3y npemnapary Kpecrop.

Jimu

dapMaKkOKIHETHYHI TapaMeTpU y IiTeH 13 reTepO3UroTHOIO CIMEWHOIO TinepxoyecTepruHeMiero BikoM Bija 10 go 17
POKIB TIOBHICTIO HE BU3HaueHi. HeBenmke mocimipkeHHs (hapMaKkoKiHETUKY po3yBacTaTHHY (y hopMi TabJIeToK) 3a
y4acTio 18 marieHTiB AUTSIYOTO BIKY TTOKA3aJI0, 10 €KCIIO3HITISI MperapaTy y AiTeH moaiOHa 10 eKCIo3ullii y
JOPOCIIMX MaIieHTIB. TaKoX pe3ynbTaTH CHAYATH, 110 3HAYHUX BIIXWJICHb IPOMOPLIHHO J03aM HE OYIKY€EThCS.

KainiuHi xapakTepucTuKH.

Ilokazanus.

Jlixysanns cinepxonecmepunemii

Jopocnum, miamiTkaM Ta AiTaM BikoM Bl 10 pokiB i3 mepBUHHOIO TinepxoiecTepuHemieto (tumy Ila, B Tomy
YHCITi 13 TETEPO3UTOTHOIO CIMEHHOIO TiIlepXoyieCTepHHEMi€el0) abo 3MimTanoro auciiniaemiero (tumy IIb) sk
JIOTIOBHEHHS JI0 JII€TH, KOJIM TOTPUMAaHHS JIETH Ta 3aCTOCYBaHHS IHIINX HEMEIUKAMEHTO3HUX 3ac001B
(Hanmpuknaj (i3MYHUX BOPAB, 3HIKEHHSI MACH Tijla) € HEIOCTATHIM.

[Tpr rOMO3HTOTHIH CIMEHHIN TiTePX0JIECTEPHHEMI] SIK IOTIOBHEHHS 10 JIETH Ta 1HIIUX JMIJO3HIKYIOYHX 3aC001B
nikyBaHHs (Hanpukian adepesy JITTHII) abo y Bunagkax, KOJIM Take JIKyBaHHS € HEJTOPSYHHM.

Ilpoghinakmuxa cepyeso-cyouHHux nopyuieHsb



3ano0iraHHs 3HAYHUM CEPIIEBO-CYIMHHUM TOPYIICHHSIM Y TIAIE€HTIB, SKUM, 32 OIlIHKaMH, 3arPOXKye BUCOKUN
PHU3UK MEPIIOTo BUMAAKY CEPIIEBO-CYIUHHOTO MOPYIIeHH (AuB. po3aul «DapmakoanHaMikay), K TOTOBHEHHS
JI0 KOPEKIii IHIIHNX (PaKTOPiB PU3UKY.

Ilpomunokasauna.

Kpecrop npotunokasanmii:

— TMalli€eHTaM i3 MIBUIICHOO YYTIUBICTIO A0 PO3yBacTaTHHY a00 Oyab-sKd 13 JOMIOMIKHUX PEYOBUH Mpenapary;
— Mali€HTaM 13 aKTUBHUM 3aXBOPIOBAHHSM IE€UiHKH, B TOMY YHMCIIi CTINKMMH TiIBUIIEHHSIMH CHPOBAaTKOBHUX
TpaHcaMiHa3 HEeBIIOMOI €TI0JI0Tii Ta Oyab-SIKUMH Tl IBUIICHHSIMHU TPaHCaMiHa3 y CHPOBATIIi, III0 BTPUYI
MEePEBUILYIOTh BEpXHIO Mexy Hopmu (BMH);

— Mali€HTaM 13 TSHKKUM MOPYIIeHHIM (YHKIIT HUPOK (KiIipeHcoM KpeatuHiHy <30 MII/XB);

— MaljieHTaM i3 MiOIaTI€ro;

— TMaIlieHTaMm, Ki OJHOYaCHO OTPUMYIOTh IUKIIOCTIOPHH;

— B IIEp10/J] BariTHOCTI Ta FOlyBaHHS IPY/I0, a TAKOX MHKaM, PENPOTYKTUBHOTO BIKY, SIKI HE 3aCTOCOBYIOTh
HaJIEeXKH1 3ac00M KOHTpAIIETILIii.

Jlo3a 40 Mr npoTHIOKa3aHa MamieHTaM 31 CXIIBHICTIO JI0 MionaTii/pad1omionisy.

Jlo ¢akTOpiB TAaKOTO PU3HUKY HAJICKATH:

— MOMipHE NOpYyIIeHHS QYHKIIIT HUPOK (KJIipeHc KpeaTuHiny <60 Mil/XB);

— TiMOTHUPEO03;

— HasBHICTb B 0COOMCTOMY 200 POJAMHHOMY aHaMHE3! CIIaJAKOBUX M’30BUX 3aXBOPIOBaHb;

— HasBHICTb B @aHAMHE31 MIOTOKCHUYHOCTI Ha (oHi 3acTocyBaHHs 1HIIUX 1HTI01TOpiB [ MI'-KOA- penykTasu abo
¢bi16partis;

— 3JI0B)KMBAHHS aJIKOTOJIEM;

— cHTyalii, [0 MOKYTb IPU3BECTH JI0 MiJIBUIIICHHS KOHIIEHTPAL] Mpernapary B IJia3mi KpoBi;

— HaJISKHICTh 0 MOHTOJIOIHOT pacu;

— CYIYTHE 3acTocyBaHHs (hiOpaTiB

(muB. po3nimn «OcoOIMBOCTI 3aCTOCYBaHH», «B3aeMoIis 3 IHIIMMU JIIKAPCHKUMU 3aC00aMU Ta 1HIII BUAN
B3aeMOIiN» Ta «DapMaKOKiHETHKA)

B3aecmooia 3 inmumu nikapcokumu 3acovamu ma inwi 6uou 63aemooiil.

Bnnue cynymuix npenapamis na po3ysacmamun

In2ibimopu mpancnopmuux 6inKie

PosyBactatus € cyOCTpaToM JUIsl IEIKUX TPAHCIIOPTHUX OUTKIB, B TOMY YHCJII TTIEYIHKOBOT'O TpaHCIIOpTEpa
3axormeHHss OATP1B1 Ta edmrokcHoro Tpancnoprea BCRP. OnHouacHe 3actocyBanHs npemnapaty Kpectop i3
JTKapChKUMH 3ac00aMu, 10 MPUTHIYYIOTH I TPAHCTIOPTHI O1IKH, MOKE TIPU3BOIUTH [0 T IBUIICHHS
KOHIICHTpAIliil pO3yBacTaTHHY B IJIa3Mi KPOBI Ta 30UTBIICHHS PU3UKY Miomnartii (auB. po3maiau «Crocid
3aCTOCYBaHHS Ta J03W», «OCOOIMBOCTI 3aCTOCYBaHH», « B3aeMois 3 IHIIMMH JTiKapChbKUMHU 3ac00aMH Ta 1HII
BUIH B3aEMOIII», TaOIHITIO 2).

Luxnocnopun

VY mepiox cymyTHROTO 3acTocyBaHHs npenapaty Kpecrop Ta nukiiocniopuny 3nadeHdss AUC posyBactatuny Oyinu
B CEpeAHBOMY MPUOJIM3HO Yy 7 pa3iB BUIIUMHU, HIK Ti, SIKI CHIOCTEPITAIUCS Y 3JJOPOBUX JTOOPOBOJIBINB (IHB.
tabmuio 2). Kpectop npoTtunokasanuii nauieHTam, ski 0JHOYaCHO OTPUMYIOTh IIUKJIOCTIOPUH (JUB. PO3JIT «
[TpoTunoxa3aHHsm»).

CynyTHe 3aCTOCYBaHHS HE BIUIMBAJIO Ha KOHLIEHTPALlli IUKIOCIIOPUHY B IJIa3Mi KPOBI.

In2ibimopu npomeasu

Xoya TOYHUN MEXaHI3M B3a€MOJIi1 HEB1IOMHUH, OJTHOYACHE 3aCTOCYBAHHS 1HTIOITOPIB MTPOTEA3U MOKE 3HAYHO
3017IbIIIYBaTH €KCIO3UII0 PO3yBacTaTUHY (AMB. Tabnuilto 2). Hanpukian, y ocmimkeHHi papMaKOKiHETUKH
OJIHOYACHE 3acTocyBaHHs 10 MT po3yBacTaTHHY Ta KOMOIHOBAHOTO JIIKAPCHKOTO 3ac00Y, M0 MCTHB JIBa iHT10iTOpH
nportea3u (300 mr atazanaBipy/ 100 mMr puTOHABIpY), Y 3A0POBUX TIOOPOBOJIBIIB CYITPOBOIKYBATIOCS
nigsuieHHsIM AUC Ta C,,, po3yBacTaTUHy NpuOIN3HO B 3 Ta 7 pa3iB BiAnoBiaHo. O1HOYACHE 3aCTOCYBaHHS
npenapaty Kpecrop Ta nesikux komOiHaIiii iHT1061TOPiB MPOTEa3u MOKIIMBE MiCIs PETEITFHOTO 00OMi pKyBaHHS
Kopekii 7o3u npenapaty Kpecrop, BUX0As4u 13 OUIKYBAaHOTO 3pOCTaHHS €KCIO3UIIT pO3yBacTaTUHY (IUB.
posninu «Crocid 3acTocyBaHHS Ta 103W», «OCOOIUBOCTI 3aCTOCYBaHH», «B3aeMois 3 1HIIMMU JIIKAPCHKUMU
3aco0aMu Ta IHII BUAM B3aEMO/Iii1», TAOIHIIO 2).

T'emghioposun ma inwi ninidosHudxicyoui 3acoou



OpnnouacHe 3actocyBaHHs npenapary Kpecrop Ta remdioposmity npussoauio 10 3poctandst AUC ta Cpp,¢
po3yBacTaTuHy B 2 pasu (AuB. po3ait «OcoOIUBOCTI 3aCTOCYBAHH» ).

Buxosum i3 JaHUX CHeialIbHUX TOCIIDKEHB, PapMaKOKIHETUIHO 3HAYYI0i B3aeMoii 3 peHodioparom He
OYIKY€ThCS, OJTHAK, MOXJIMBA (hapMakoIuHaMiuyHa B3aeMois. I'emdioposwi, henodidpar, i ¢idpatu Ta
JIMiT03HWKYI0Ul 103U (> abo piBHi 1 1/100y) HiauuHy (HIKOTHHOBOI KMCJIOTH) 30UTBIIYIOTH PU3UK MioNaTii Ipu
CyIyTHbOMY 3acTocyBaHHi 3 iHri6iTopamu ' MI'-KoA, iimoBipHO, 32 paXyHOK TOTO, 1110 BOHH MOYTb
CIIPUYUHSTH MiOIATi0, KOJH iX 3aCTOCOBYIOTH OKpeMo. J{o3a 40 Mr mpoTumnokazaHa npu CymyTHbOMY
3acrocyBaHHi (iOpatiB (quB. po3aumm «[Iporunokazanus» Ta «OcoOIMBOCTI 3aCTOCYBaHHS» ). TaKUM MaIli€e HTaM
TaKOX CJIiJ] TOYMHATH TEPAITIIO 3 103U 5 MT.

Ezemumio

OnnouacHe 3actocyBaHHs nipenapary Kpecrop B 1031 10 mr ta e3etumiOy 10 Mr marieHTam i3
rinepxosectepuHemMieto nmpu3Boamiio a0 3poctanHs AUC posyBacratuny B 1,2 paza (tabmuns 2). He moxxHa
BUKJIIOYATH (papMaKoJuHAMIYHOT B3aeMoIil Mix rpernaparoM Kpectop Ta e3eTumMioom, 10 MOXe MPU3BECTH 10
HeOakaHuX ABUIL (AUB. po3al1 «OcoOIMBOCTI 3aCTOCYBAHHS ).

Aumayuoui npenapamu

OpHouacHe 3acTocyBaHHA mpenapary Kpectop i3 cycreH3isiMu aHTaluaiB, 0 MICTATH T1IPOKCH ATIOMiHiI0 a00
MarHito, 3HH)KyBaJio KOHIIEHTpalli po3yBacTaTUHY B I1a3Mi KpoBi mpubiusHo Ha 50%. Lleit edpexT OyB MeHIn
BUPXEHUM Y pa3i 3aCTOCYBaHHS aHTALUMIHUX 3ac001B uepes 2 roaunu micis npenapary Kpectop. Kniniuna
3HAUYHIICTH 11€1 B3a€MO/Ii1 HE BUBYAJIACS.

Epumpomiyun

OpnouacHe 3actocyBaHHs npemnapary Kpecrop ta epurpominuny 3umxkyBano AUC posyBactatuny Ha 20%, a C
max — Ha 30%. L1z B3aemogisg Moxke OyTH CIPUUMHEHA OCUIIEHOIO IEPUCTAIBTUKOI0 KUIIEYHUKY BHACAOK Aii
EpUTPOMIIIUHY.

Depmenmu yumoxpomy P450
PesynbraTu qOCHI KEHB in VitroTa in vivo CBiT4aTh, 0 PO3YBACTATHH HE iHTIOYe 1 HE CTUMYITIOE 130()epMEHTH
nuroxpomy P450. OxpiM 11boro, po3yBacTaTHH € C1a0KUM cyOcTpaToM 1uX i30pepMeHTiB. Takum 4uHOM,
B3a€MOJIIT 3 JIIKAPCHKUMU 3ac00aMHU B pe3ysbTaTi MeTaboui3my, onocepeakoBanoro P450, e oukyetbes. He
criocTepiranocs KI1HIYHO 3HaYYIIUX B3aEMOJIN MK po3yBacTaTHHOM Ta (rykoHaszosnoM (Hriditopom CYP2C9 ta
CYP3A4) a6o kerokonazonom (iuri6iropom CYP2A6 ta CYP3A4).
B3aemooii, wo sumacaroms xopexyii 0o3u posysacmamumny
[Tpu HeoOXiaHOCTI 3acToCcyBaHHs mpenapary Kpectop 3 iHIIUMH J1iKapChbKUMH 3aC00aMH, 3TaTHUMH
MiBUIIYBAaTH €KCIO3MILIIT pO3yBacTaTuHY, 103y npemnapaty Kpecrop notpOHO ckopuryBaTh. SIKIIO OUIKY€ThCH,
o excrio3uttist mpenapary (AUC) 3pocte mpubiau3Ho B 2 abo Oinbie pasiB, 3acTocyBaHHss Kpectopy cimij
MOYMHATH 3 103U 5 MT OJIUH pa3 Ha A00y. MakcumanbHy 1000BY 103y npemnapary Kpectop cin ckopuryBatu
TaKUM YMHOM, 11100 OYiKyBaHa €KCIIO3UIIisS PO3yBacTaTHHY HE NMEPEBUIIlyBala €KCIO3ULIIO, 1110 BiA3HAYAETHCS IPU
npuitomi 1o3u 40 mMr/mo0y 6e3 3acToCcyBaHHS JIIKAPChKUX 3aC001B, IO B3a€EMOIIFOTH 13 TPeNapaToM; HaIPUKIIAT,
pu 3acTocyBaHHi 3 reMpidbposmnom no3a Kpectopy cranosutume 20 mr (30U1bIIeHHS ekcno3ullii B 1,9 pasa),
IpY 3aCTOCYBaHHI 13 KOMOIHaIli€l0 puToHaBip/arazanasip — 10 mr (36inbmenss B 3,1 pasa), Ilpu ogqHowacHOMy
3aCTOCYBaHHI 3 IIUKJIOCTIOPUHOM — 5 MT (301mbieHHs B 7,1 paza).

Tabmums 2

BrnuB cynyTHIX JiKapchbKUX 3ac001B Ha €KCIO3UIIII0 PO3yBaCTaTUHY
(AUC; B mopsiiKy 3MEHIIICHHSI BEJIMUWHN) 32 OMyOJi KOBAaHUMH JIAHUMH KJIIIHIYHUX JOCI1IKEHb

PesxuM 103yBaHHSA JTIKapChKOTO 3aC00Y, 1110 Pexum noszyBanHs 3miau AUC
B3a€EMOJIIE po3yBacTaTuHy po3yBacTaTuHy*
[{uknocnopuH Bix 75 Mr 1Bidi Ha 700y 10 10 mr onuH pa3 Ha 100y, |1 7,1 paza

200 mr nBivi Ha 700y, 6 MiCAIIIB 10 nuiB

Artazanasip 300 mr/putonasip 100 Mr ogus 10 mr, onHopasoBa no3a |1 3,1 pasza

pa3 Ha 100y, 8 THB

Cumenpusip 150 mr ogus pa3 Ha 100y, 7 naB |10 mr, ogHOpa3oBa go3a |1 2,8 paza




Jlomuagrip 400 mr/purtonasip 100 mr nBiui Ha |20 mMr oauH pa3 Ha 100y, |1 2,1 pa3a
100y, 17 nHiB 7 nHIB

I'emi6po3un 600 Mr aBivi Ha 100y, 7 JHIB 80 mr, ogHopasosa fo3a |1 1,9 paza

Enrpom6omak 75 mr oaun pa3 Ha 100y, S naiB |10 mr, ogHOpa3oBa go3a |1 1,6 pasza

Hapynasip 600 mr/putonasip 100 mr aBiui Ha |10 Mr oaun pas Ha 100y, |1 1,5 paza
100y, 7 nHB 7 nHIB

Tunpanasip 500 mr/putonasip 200 mr aBiui 10 mr, onHopazosa no3a |1 1,4 paza
Ha 100y, 11 gaB

Hponenapon 400 mr aBivi Ha 100y He Bizomo 1 1,4 paza

ITpakonazon 200 Mr oguH pa3 Ha 100y, S 1aiB |10 mr, ogHOpa3oBa qo3a |1 1,4 paza **

Ezerumi6 10 Mr ogun pa3 Ha 100y, 14 nHiB 10 mr onuH pa3 Ha 100y, |1 1,2 paza **
14 nuiB
dozammpenasip 700 mr/putonasip 100 mr 10 mr, ogHOpa3oBa J03a |«

IBi4l Ha 100y, 8 JTHB

AnermTazap 0,3 mr, 7 qHIB 40 mr, 7 qHiB >
Cumimapus 140 mr Tpuui Ha 100y, 5 THB 10 Mr, onHOpa3oBa 103a |«
denodidbpar 67 mr Tpudi Ha 100y, 7 THB 10 mr, 7 qHiB >
Pudammin 450 mr onuH pa3 Ha 100y, 7 THB 20 mr, oIHOpa3oBa 103a |«
Ketokonazon 200 mr npiui Ha 7100y, 7 THB 80 mr, ogHOpa3oBa 1032 |«

®nyxonazon 200 mr oauH pa3 Ha 100y, 11 gaB |80 mr, ogHOpa3oBa 1032 |«

Eputpominma 500 Mr qotupu pasu Ha 100y, 80 mr, ogHOpazoBa no3a || 20%
7 nHIiB
baiikanin 50 mr Tpuyi Ha 100y, 14 nHB 20 mr, omHopasoBa no3a || 47%

* JlaHi, MpeICTaBIIeH] SIK 3MiHA B X pa3iB, SBJSIFOTH COOOIO CITIBBITHOIICHHS MDK 3aCTOCYBaHHSM PO3yBacTaTHHY Y
KoMOiHaIrii Ta okpeMo. JlaHi, mpencTaBieHi y BUTIAI % 3MiHH, SIBJISIOTH CO0010 % PI3HMINIO BIIIHOCHO
MOKa3HMKIB MPH 3aCTOCYBAaHHI PO3yBaCTaTHHY OKPEMO.

301JIbLIICHHS TO3HAYEHO 3HAYKOM T, BJICYTHICTh 3MiH <>, 3SMEHILIEHHS — | .

** Byno nmpoBeieHO KiTbKa JIOCHIIIKEHb B3a€MO/IIT MPH pi3HUX J03ax mpenapaTy Kpectop, B Tabnulli mogaHo
HaO1IbII 3HAYYIIE CTIIBBiJHOIICHHS.

Bnaue pozysacmamumny na cynymmi aikapcoki 3acodou

Aunmazonicmu eimaminy K

Sk 1 mopo iHmux iHriditopis 'MI'-KoA-penykrasu, Ha moyaTtky 3actocyBaHHs npenapaty Kpecrop abo npu
MIIBUIIEHHI HOTO 703 Yy MaIll€HTIB, SKi OJHOYACHO 3aCTOCOBYIOTh aHTAroHICTH Bitaminy K (Hanpukian
Bap(apuH ab0 1HIINH KyMapUHOBHM aHTHKOATYJISHT), MOXJIMBE TIABULIICHHS M DKHapOAHOTO HOPMaIli30BaHOTO
cniBeiHommeHHs (MHC). [Ipununenns 3actocyBanns npenapaty Kpectop abo 3MeHIIEHHs HOro 103U MOXKe
npusBecTH 110 3HWkeHHa MHC. V takux Bumnaakax Oaxkanuii HanexxHuit MmoniTopuar MHC.

Ilepopanvni konmpayenmusu/2opmonosamicna mepanis (I 37)

OnHovacHe 3acTocyBaHHs npenapary Kpectop Ta nepopaibHUX KOHTPALENTHBIB IPU3BOAMIIO 10 i IBUIIIEHHS
AUC eruninectpaziony Ta Hoprectpeny Ha 26% ta 34% BianoBigHo. Take miABUIIEHHS IJIa3MOBUX PiBHIB KPOBI
CJI1JT BpaXOBYBATH MPH MI00P1 103U MEpOpaIbHUX KOHTpalenTuBiB. JlaHux 1moa0 GapMakoKiHETUKH MperapaTiB
y MaLI€HTIB, Kl 0IHOYACHO 3acTocoByt0Th Kpectop Ta I'3T, Hemae, ToMy He MOYHA BUKJIIOYATH MO OHOTO
edexty. OnHak KOMOIHAIIS IUPOKO 3aCTOCOBYBAJIACs *KIHKaM B paMKaX KJIiHIYHUX JOCIHIJKEHb 1 IepeHocusacs
nobpe.

Inwi nikapcoki 3acodu

3a JaHWMU CTIeIi ATbHUX JOCIIKEHb B3a€MOJIT KIIIHIYHO 3HAYYIIOT B3AEMOIT 13 AUTOKCHHOM HE OUiKY€THCS.
Jloninasip/pumonasip



VY (dapmakoaorigyHOMY JTOCIIKEHHI CYITyTHE 3acTOCyBaHHA KpecTopy Ta KOMOIHOBAaHOTO Mpernaparty, 1o MICTHB
nBa 1Hri6iTopu npoteasu (oninasip 400 mr/ puronasip 100 Mr), y 310poBHUX T0OOPOBOJIBIIB ACOLIIOBATIOCS 3
NpUOIM3HO JBOPA3OBUM Ta I’ ITHPA30BUM 30LIBLICHHSM [OKa3HUKIB PIBHOBAXHOTO AUC (04) Ta Cpay I
po3yBacTaTUHY BiANOBIIHO. B3aemonis Mmixk KpectopoM Ta iHImMMHU iHT10iTOpaMU ITpOTEa3u HE BUBUYAJIACH.
Himu

JocnixeHHs B3aeMoii MpoBouiIncs Juie y gopociux. CTyniHb B3aeMOii y AiTe HEBITOMMIA.

Ocobaueocmi 3acmocysanns.

Bnaue na nupku

[TpoTeinypis, BUsIBIIEHa y pe3yJIbTaTl aHaTi3y 3a TeCT-CMY>KKaMH Ta NEPEeBaXHO KaHAJIBbIIEBOTO MOXOIXKEHHS,
criocTepiranacst y Naimi€eHTiB, sKi JIKyBaJucs BUITUMH f103aMu Kpectopy, 30kpema 40 mr, 1y O1IBIIOCTI BUNTAAKIB
Oyna THM4acoBoro abo nepepuBdactoro. [Iporeinypis He Oyia mepeIBiCHUKOM roCTpoi a00 MPOTrpeCcyrvoi
XBOpOOH HUPOK (auB. po3ain «Ilob6iyni peakiii»). YacToTa moBiqOMIIEHb PO CEpi03H1 SBUINA 3 OOKY HUPOK Y
MOCTMAapKETUHTOBUX JIOCII/DKEHHSAX BUIIA MIPU 3acTOCyBaHH1 103U 40 Mr. Y marieHTiB, sIKi IpUHMaloTh MpernapaT
y 1031 40 MT, B X0/i CLIOCTEPEKEHHS CIIiJI PEeryIsSpHO NEPeBIpATH PYHKIIIO HUPOK.

Bnaue na ckenemny myckyramypy

[TopymienHs 3 00Ky CKeJIeTHOI MyCKyJIaTypH, HAIPHUKJIa MialiTis, MioTiaTis Ta 3piaka padaomionis,
CIIOCTepiraiucs y nauieHTiB, ki npuiiManu Kpecrop y Oyab-skux no3ax, ocooauso 6utbiie 20 mr. [loonuHok
BUTIAJIKA Pa0IOMIOJi3Y BiA3HAYAIIMCS MPH 3aCTOCYBaHHI €3eTUMi0y y KoMmOiHatii 3 iHridiropamu ' MI'-KoA-
penykTaszu. He MokHa BUKITIOYAaTH MOMJIMBICTE (hapMaKoIUHAMIYHOT B3aeMOIi1 (IuB. po3ait «B3aemomis 3
HITMMH JTIKapChbKUMH 3aC00aMHM Ta 1HII BUAM B3aEMO/II» ), a TOMY TaKy KOMOIHALII IO CITiJ] 3aCTOCOBYBATH 3
00€pEeKHICTIO.

Sk 1 mpu 3actocyBanHi iHIKX iHT16iTOpiB [ MI'-K0OA-penykrasu, 4actoTa mosiJOMJI€Hb PO BUMIAJAKI
pabromiotizy, OB’ SI3aHOTO 13 3acTOCyBaHHAM KpecTopy, y TOCTMapKETHHIOBOMY Tiepioti OyJia BUIIOO MPH 1031
40 mr. € MoBIMOMJICHHSI PO P1AKICHI BUMTAJIKK 1IMyHOOIIOCEPEIKOBAHOI HEKPOTH3YIOUOI MIOTIATIi, IO KJIIHIYHO
HPOSIBISETHCS CTIMKOIO POKCU3MAIBHOIO M’ SI30BOIO CJIA0KICTIO 1 MIJIBUILEHHIM PiBHS CUPOBATKOBOI
KpeaTWHKIHA3M, ITi]T 9ac JIIKyBaHHs a00 Micis MPUITMHEHHS JTIIKYBaHHS CTaTHHAMH, BKJIIOYAIOUYH PO3yBacTaTHH. B
TaKOMY pa3i MOKYTh OyTH HEOOXi THUMH JTOJaTKOBI HEHPOMS130B1 1 CEPOJIOTIYHI TOCHTIDKCHHS, JIIKYBaHHS
IMyHOCYTIDECUBHUMH TIperapaTaMu.

Pisenv kxpeamunxinazu

PiBenb kpeatunkinaszu (KK) He ciig BuMiproBaTH micis 3Ha4HUX (i3WYHUX HABAaHTaKEHb a00 32 HASBHOCTI
MOJKJIMBUX aJbTEPHATUBHUX NpuurH miBuieHHs KK, 110 MOXKyTh YCKITaJHIOBATH IHTEPIPETALli0 pe3yIbTaTiB.
Axmo BuxinHi piBHi KK 3HauHO miaBumeni (>5 pasis Bume BMH), npotsrom 5-7 nHiB He0OXiTHO 3poOHUTH
MOBTOPHUI aHai3, 00 MIATBEPIUTH PE3yIbTaTH. SKIIO pe3yabTaT HOBTOPHOIO aHAJI3Y MiATBEPIKYIOTb, 1110
BuxinHe 3HaueHHs KK Ounbine HixX B 5 pa3siB nepepuirye BHM, 3acrocyBaHHs mpenapaty MOYHHATH HE CII .
Ilepeo nouamxom JiKy8arHs.

Kpectop, sk 1 pemry inriditopiB [MI'-KoA peaykrasu, ciij 3 00epexkHICTIO TPU3HAYATH TAIll€HTaM 31
CXWIBHICTIO JI0 Miomartii/padmaomioizy. Jlo (hakTopiB TaKOTO PU3UKY HAJIEKATh:

— nopyuieHHs GYHKI{ HUPOK;

— TinoTHUPEO03;

— HasBHICTh B 0COOMCTOMY 200 POJMHHOMY aHAMHE31 CITaIKOBUX 3aXBOPIOBaHb M’ SI31B;

— HasBHICTb B aHAMHE31 MIOTOKCUYHOCTI Ha (oHi 3acTocyBaHHs 1HIIUX iHT101TOpiB [MI'-KOA penykrasu abo
¢bibpartis;

— 3JI0B)KMBAHHS aJIKOTO0JIEM;

— BiK > 70 pokiB;

— CUTYalll, 110 MOXYTb IPU3BECTH JI0 MIJBUIICHHS PIBHIB Mpenapary y miasmi (IuB. po3aum «Crocid
3aCTOCYBaHHS Ta 103W», «B3aeMois 3 IHITUMU JIIKapCbKUMH 3aC00aMU Ta IHIII BUIU B3a€EMOIN» Ta
«DPapMaKOKIHETHKAY);

— CyNyTHE 3acTocyBaHHA (iOpaTiB.

VY TakMX Mawi€eHTiB OB’ A3aHUH 13 JIIKYBaHHSIM PU3UK NOTPIOHO OLIIHIOBATH, TOPIBHIOIOYH 3 OUIKYBaHOIO
KOPHUCTIO; TAKOXK PEKOMEH/TYETHCS KIIIHIYHUNA MOHITOpHHT. SKimo BuxinHi piBHi KK 3HauHO migBummeHi (>5 pasis
Buie BMH), nikyBaHHS TOYMHATH HE CJIi.

B nepioo nixyeanus

[TarieHTIB €111 ONPOCUTH HETaHO MOBIIOMIISITH PO M’ sI30BUH OUIb, CIa0KICTh a00 CYIOMH HEBIIOMOL
€T10JI0Ti1, 0COOTIUBO SIKIIIO BOHU CYMPOBOIKYIOTHCS HE3AYKaHHAM a00 JTMXOMAHKOI0. Y TaKHMX Malli€HTIB



noTpiono BumiproBaTH piBHI KK. 3acTocyBanns npenapary ciijg npunuHUTH, SKio piBHI KK 3HauHO miaBuieH1
(>5 x pasis Buuie BMH) a6o sikio cumnromu 3 60Ky M’s131B TSKKI Ta CIIPUUMHSIOTH IOJSHHUN AUCKOMQOPT
(maBith sxmmo piBHi KK <5 x BMH). V¥ pasi 3HuKHEeHHS cumMnToMiB Ta noBepHeHHs piBHsA KK 10 HOpME MoXxHa
MMOHOBUTH Teparito mpenaparoM Kpecrop ado anbrepHatuBHEM iHTI0iTOpoM ['MI'-KoA-penykraszu y HaitMeHII it
71031 Ta Mix peTenbHUM HarnsaoM. PeryssipHo nepesipstu piBHi KK y acumMnTomMmaTHyHUX MaieHTiB HeMae
notpedu. Jlyxe piiKo MOBiIOMIISIIOCS PO BUIAKU IMyHOOIIOCEPEIKOBaHOI HeKpoTH3ytoudoi mionatii (IOHM)
i yac abo miciis Tepamnii cTaTUHaMU, B TOMY 4Hcii po3yBactatuHoM. Kiinivaumu npossamu IOHM e cnabkicTb
MPOKCUMAJIbHUX M S31B Ta i ABUIICHHS PIBHS KPEaTHHKIHA3M Y CHPOBATII, IO 30€pira€ThCst HABITh MICIIs
INPUIIMHEHHS 3aCTOCYBAHHS CTaTHHIB.

VY KIiHIYHUX JOCIHIJDKEHHAX He OyJI0 OTPUMAHO JI0Ka3iB MiABUILEHOIO BIUTUBY Ha CKEJIETHY MYCKYJIaTypy y
HEBEJIMKOI KUTBKOCTI Mali€eHTiB, ki npuitManu Kpectop ta cynyTtHi npernapatu. OHaK MiABUIICHHS YaCTOTH
MIO3UTY Ta MiomaTii BiA3HAYAIOCS Y MAIll€HTIB, sKi puiiMany iHmi iHriditopu ' MI'-KoA-penykrasu pazomis
MOXiTHUMH (PIOPOEBOT KUCIOTH, B TOMY UUCIII reM(piOpO3HIOM, IIUKIOCTIOPUHOM, HIKOTHHOBOIO KHCIOTOIO,
a30JIbHUMHU IPOTUTPUOKOBUMH TNperapaTaMu, 1Hr01TopaMu NpoTeasy Ta MaKpOJIIHUMU aHTHO10THKaMHU.
I'emdibpo3u MigBUIIY€ PU3UK MIOMATIT MPU CYIMyTHHOMY 3aCTOCYBaHHi 3 eskumHu iHri0iTopamu I'MI-KoA.
Towmy 3actocoByBaT Kpecrop y koMmGHrarii i3 reM}iOpo3uoM He peKOMEHAYEThCs. KOpUCTh MOoAambIio 3MiHU
PIBHSA JIIIB TpH 3aCTOCYBaHHI npenapaty Kpecrop y komOiHaiii i3 pidparamu abo HialluHOM TTOTPiOHO
peTesbHO 3BAKyBaTH MOPIBHSAHO 13 MOTEHUINHUMH PU3HKaMHU, TIOB’I3aHUMH 13 3aCTOCYBaHHSAM TaKMX KOMOIHAIIH.
Jo3a 40 Mr mpoTumokasana npu CyImyTHbOMY 3acTOCYBaHHi (iOpaTiB (1uB. po3ainu «B3aemonis 3 iHIIIMH
JKapChKUMU 3ac00aMu Ta 1HII BUIW B3aemo i Ta «I1o0iuH1 peakiii»).

Kpecrop He cii 3aCTOCOBYBATH MAIli€eHTaM i3 TOCTPUMH, CEPHO3HUMH CTaHAMH, 1110 CBi4aTh MPO Miomariio abo
MO>KJIUBICTh PO3BUTKY HUPKOBOI HEJJOCTaTHOCT1 BHACHIIOK pabIoMioNizy (TaKHX, sIK CETICHC, TIOTEH31s, 3HAUHE
XipypriuHe BTpy4aHHsl, TpaBMa, TsHKKI MeTaboiuHi, eHIOKPUHHI Ta eNEeKTPOTITUYHI po3naau abo
HEKOHTPOJIOBAHI CYJIOMH).

Bnaue na neuinky

Sxi 1 i1 iHri6iTopu ['MI'-KoA-penykrasu, Kpecrop ciif 3 06epekHICTIO 3aCTOCOBYBATH Nalli€HTaM, AKi
3JI0BKUBAIOTH AJIKOTOJIEM Ta/ab0 MaloTh B aHAMHE3I 3aXBOPIOBAHHS TIEUIHKH.

PexomenioBaHO mepeBipsATH 010XiMIYHI TOKA3HUKY (DYHKIIIT MEUiHKU TIEpe]T MOYaTKOM JIKyBaHHS Ta yepe3 3
MicsIi moTomy. 3acTocyBaHHs npenapaty Kpectop cig npunuHUTH a60 3MEHILIUTH J03Y, SKIIO PIBEHb
TpaHCaMiHa3 y CHpOBATL OUIbIIE HI’K BTPUYI IEPEBUIILYE BEPXHIO MEXYy HOpMH. YacToTa MoBiJOMJIEHb TIPO
Cepiio3Hi sBUIIA 3 OOKY MeUiHKH (IEPEeBaXKHO MPO i IBUIIICHHS PIBHS TpaHCAMiHa3 MEYIHKU) Y
nicisipeecTpaliinoMy nepioai Oyna OUIBIIO TpU 3aCTOCYBaHH1 1031 40 MT.

VY martieHTiB 13 BTOPHHHOIO TIIEPXO0JIECTEPHUHEMIEIO, 3yMOBJICHOIO TIMOTHPEO30M 200 HEPPOTHUIHUM CHHAPOMOM,
CJIiJ1 CMIOYATKY BHJIKYBaTH OCHOBHY XBOPOOY, MEpI HXK MOYMHATH Teparito rnpenaparom Kpecrop.

VY micnspeecTpaniiHoMy TIepioji 3pifKa MOBIIOMIISIIOCS PO JIeTadbH1 a00 HeleTaabHI BHITAKN IS4 HKOBOL
HEJIOCTAaTHOCTI y MAIli€HTIB, SKi IPUHMaIH CTATUHH, B TOMY YHCJI PO3yBacTaTHH. SIKIo Ha GoHI JTIKyBaHHS
npenapatoM Kpectop po3BuBaeThes cepiio3He ypakeHHS MEYiHKH 3 KJIIHIYHOIO CUMIITOMATUKOIO Ta/abo
rinepOuTi pyOlHEMI€IO UM JKOBTSHUIICIO, HETAITHO MPUITHUHITH PUHOM IpenapaTy. Ko 1HII TPUYUHHA He
BUSIBJICHO, HE TIOHOBJIIOITE JiKyBaHHS npenaparoM Kpectop.

Paca

Hocmimpkenas ¢papMaKOKIHETUKY CB1YaTh MPO 3POCTAHHS €KCIO3UIII Y MaIi€HTiB MOHTOJIO0I THOI pacy MPUOIH3HO
BJIBIi MIOPIBHSHO 3 €BpOINEUIAMHU. J[J1s1 TaKuX MallieHTiB He0OXiTHA KOPEKIIia J03yBaHHA mpemnapaTty Kpectop
(muB. po3nimu «Crioci6 3acTocyBaHHs Ta 103u», «[IpoTumokazanusy ta «@apmakokiHeTukay). [ namienTin
a3iiiceKkoi pacu mouaTtkosa a03a Kpecropy nosunHa Oytu 5 mr. [1BuIieHa KoHIEHTpallis po3yBacTaTHHY B
ru1a3Mi OyJia IoMideHa y a3iiChKUX MamieHTiB (AUB.po3ai1 «OcoOauBOCTI 3acTocyBaHHD» Ta «DapMaKOKIHETUKAY.
Crix B3STH 10 yBaru 301JIbIIEHY CUCTEMHY €KCIIO3ULIIO MPH JIIKyBaHHI MalliEHTIB MOHT'OJIOITHOI pacH, y sSIKUX
rinepxoyieCTepMHEMIsi He KOHTPOJIIOETHCS aJIeKBaTHO A03aMu 110 20 MT.

Ineioimopu npomeasu

[TinBuIeHa cucTeMHa eKCIO3UITIs 10 PO3yBAaCTaTHHY CIIOCTEpiransacs y ocid siki 3aCTOCOBYBAJIM PO3yBaCTaTHH
CYITyTHBO 13 pI3HUMHU IHT10iTOpaMH POTEa3n y MO€JHAHHI 13 puTOHaBipoM. Citifi 0OMipKyBaTH SIK KOPUCTH Bl
3HWKEHHS PiBHS JIITIAIB 3a Komomoroto npemnapaty Kpecrop y namienTis i3 BIJL, siki oTpumytoTs iHTi6iTOpH
MPOTEa3u, TaK 1 MOXKIIUBICTD I ABUIIICHHS KOHIIEHTPAIli pO3yBacTaTHHY Y IJIa3Mi KPOB1 HA TTOYATKY Tepamii Ta
IpY TiABUIIECHHI 103U KpecTopy y naiieHTiB, ki OTpUMYIOTH 1HT16iTOpH MpoTeasu. OgHoYacHe 3aCTOCYBAaHHS
npemnapary 3 1HridiTopaMu MpoTea3u He peKOMEHAYEThCS, AKILO 103a KpecTopy He ckopuroBasa (JIMB. po3/ii
«Crnocib 3acTocyBaHHA Ta 103U» Ta «B3aeMois 3 IHIIMMH JTIKapChKUMHU 3aCO0aMH Ta 1HII BUIU B3a€EMOJIN).



Henepenocumicmo nakmo3u

[TamieHTam i3 piAKICHUMHU CIIaJKOBUMH MPOOIEMaMy HETIEPEHOCUMOCTI rajlakTo3H, AedinuTom JakTta3u Jlamnma
a00 TIIIOK030-TAIaKTO3HOI0 MAIbaOCOPOIIEI0 HE CITiJ] 3aCTOCOBYBATH 1€ Ipemnapar.

Inmepcmuyianvua xeopoba nezens

[Tix yac 3acTocyBaHHS AEIKHX CTaTHHIB, OCOOIMBO MPH TPUBAJIOMY JIIKyBaHHI, MOBIIOMIISIIOCS PO BUHSATKOBI
BUIAJIKU 1HTEPCTULIATBHOI XBOpOOHU JiereHb (auB. po3ain «[lo0iuni peakuii»). Jlo mposBiB Li€i XBOpoOU MOKHA
BIJTHECTH 3a/IMIIKY, HETIPOAYKTUBHUI KalllesIb Ta 3arajibHe MOTPIIEHHs cTaHy (CTOMIIIOBAHICTh, 3HUKEHHS MacH
TiJIa Ta Tapsdka). Y pasi mino3pu Ha iHTEpCTHIIATBHY XBOPOOY JIETeHb 3aCTOCYBaHHS CTATHUHIB CIIi/I IPUITUHHTH.
Llyxposuii diabem

Jesiki GakT cBiq4aTh, 10 CTATUHU, MiABUIIYIOTH PiBEHb IIFOKO3U B KPOBI Ta Y ACSIKUX MAIll€HTIB, SKHUM
3arpo’Ky€ BUCOKHIA PU3HK PO3BUTKY Aia0eTy B Mail0yTHEOMY, MOKYTh CHPUYHHSTH TIIIEPTIIKEMIiI0 TAKOTO PiBHS,
3a IKOro HeoOXi/IHEe HaJIe)KHe JIIKyBaHHs niadety. Lo 3arpo3y, oaHaK, NepeBUILE 3HKEHHS PU3UKY CYTUHHUX
MOPYUIEHb PU 3aCTOCYBAaHHI CTATHHIB, 1 TOMY BOHA HE Mae OyTH IiICTaBOIO ISl IPUIIMHEHHS Teparii
CTaTHHAMU. 3a MaIrji€eHTaMu TPyIu pU3UKY (pIBeHb IITIOKO3H HaTIe 5,6-6,0 MMons/n, IMT >30 kr/M2, minBuIeHHA
piBeHb TPUTIILEPUIIB, apTepiaibHA TIMEPTEH3is) CJIiJl BCTAHOBUTH K KIIIHIYHHMA, TaK 1 O10XIMIYHHI KOHTPOIh
3T1IHO 13 HAI[IOHATELHUMH KEPIBHUIITBAMH.

VY nocnimxenni JUPITER 3apeectpoBana 3arangbHa yacToTa I[yKpoBOro niadety craHosuia 2,8% y rpymi
npuiioMy po3yBacTaTuny Ta 2,3% — y rpymi miane6o, nepeBakHo y MaIlieHTiB 13 piBHEM IUIIOKO3U HaTiie B 5,6
110 6,9 MMOJIB/II.

Ax 1 mono iHmux iHT16iTOpiB 'MI'-K0A-penykrasu, npu 3acTocyBaHHI pO3yBaCTaTHHY CITOCTEPIranocs
3poctanHg HbAlc Ta piBHIB IJIIOKO3U Y CHPOBATII KpOBi. B nesikux BUNaakax 1i HOKa3HUKH MOXKYTh
MEPEBUILYBAaTH TPAHUYHE 3HAYEHHS U1 JIarHOCTHKY I[yKpOBOTO J11abeTy, HacaMIlepe ]l y Mall€HTIB 3 BUCOKUM
PHU3UKOM PO3BHUTKY Jia0eTy.

VY KITHIYHUX JOCIHIUKEHHAX 0yJI0 ToKa3aHo, mo Kpectop sik MOHOTEparis He CIPHYUHSIE 3HIKEHHS 0a30BO1
KOHIICHTpAIlli KOPTHU30JTy TIa3MH KPOBI 1 HE BIUIMBAE HA PE3epB HATHUPKOBUX 3a103. HeoOxiHa 00epekHICTh Y
pasi 0JJHOYAaCHOTO 3aCTOCYBaHHA npenapaty Kpectop TaiHIIMX JiKapChbKUX 3ac00iB, 3aTHUX 3HUKYBATH PIBHI
YM aKTUBHICTh €HIOTEHHHUX CTEPOiHUX TOPMOHIB, HAIPHUKIIA KETOKOHA30ITy, CTIPOHOJIAKTOHY Ta IIUMETHINHY.
Jimu

Ouminka JiHiifHOTO pocTy (3pict), MacH Tina, IMT (iHaekcy Macu Tija) Ta BTOPUHHHUX XapaKTEPUCTHUK CTaTEBOTO
no3piBaHHs 3a TanHepoM y miteit BikoM Bija 10 10 17 pokiB, ki npuiiMalin po3yBacTaTHH, 0OMeXeHa MepiogoM
TpuBanictio 1 pik. [Ticns 52 THXKHIB JOCTIKYBAHOTO JIIKYBaHHS OJIHOTO BIUIMBY Ha piCT, Macy Tina, IMT a6o
CTaTeBE JIO3piBaHHS BUSABICHO He OyIo. (quB. po3an «DapmakonuHamMikay). JIoCcBiI KIIHIYHUX JOCI1IKEHb
3aCTOCYBaHHS MpernapaTy JTAM Ta MiajaikaM oOMEeKeHHH, 1 JOBroTpuBali €peKTH 3aCTOCYBAaHHSI pO3yBaCTaTUHY
(>1 pik) Ha craTeBe JO3piBaHHS HEBIAOMI.

VY KIiHIYHOMY TOCTIKEHH] y JiTeH Ta MiTITKIB, SKi IPUHMAai po3yBacTaTHH MPOTATOM 52 THKHIB,
nigsumeHHs piBHsA KK >10 pasis pume BHM Ta cumnTomu 3 60Ky M’s31B Ticiis (pi3WIHOT0 HaBaHTaXEHHS a00
MiABHUIIEHOT (hi3MYHOT aKTUBHOCTI CITOCTEPIraucs YacTille MOPIBHAHO 3 TAKUMH Y JIOPOCITHUX (IUB. pO3ail
“ITo61uni peakirii”).

3acmocysanns y nepioo eacimuocmi abo 200y8anHs 2pyooio.

Kpecrop npoTunokaszanuii B epioj] BariTHOCTI Ta TOAYBaHHSI TPYITIO.

Kinku, penpoayKTUBHOTO BIKY TOBHHHI BUKOPUCTOBYBATH HaJICKHI 32CO0M KOHTpALeTLi.

OCKIJTBKH XOJISCTEPHH Ta iHII MPOAYKTH OIOCHHTE3Y XOJICCTEPHHY BiirpalOTh iCTOTHY POJIb Y PO3BUTKY TUIOJA,
MOTEHIINHUHN pu3uK Bix npurdHideHHs [ MI'-KoA-penykra3u nepeBuIiye KOpUCTh Bijl 3aCTOCYBaHHS IIpemnapary B
niepiof BariTHOCTI. JlaHi TOCIiI)KeHbh Ha TBAPUHAX 1100 TOKCHYHOTO BIUIMBY Ha PENPOAYKTHBHY (QYHKIIO
oOMexeHi. SIKIIo malieHTKa 3aBariTHIE B IEP10/1 3aCTOCYBAHHS LIbOTO Mpenapary, JIKyBaHHS CJIiJ HEraitHo
MPUITMHUTH.

OCKIJTbKH 1HITUH JIIKapChKUH 3aCi0 MBOTO KIIACy MOTPAIUISIE Y TPYIHE MOJIOKO JIFOMHH Ta BPAXOBYIOUH, 110
mri0iTopu ' MI'-KoA-penykTasn MOXyTh CHPUYHHATH CEPHO3HI HEOaKaH1 peakI(ii y HEMOBIIST, JKIHKaM, K1
noTpeOyIoTh JiKyBaHHS mpenapaTtoMm Kpectop, ciig pekoMeHAyBaTH YTPUMATUCSA Bl TOAYyBaHHS TPy 0. JlaHux
1010 IPOHUKHEHHSI MPeTapary B rpyaHE MOJIOKO Y JIIOAMHA HeM& (AuB. po3ain «[IpoTumokazanus»).

30amuicmob éniusamu Ha WEUOKICMb peakyii npu Kepy8aHHi agMompaHcnopmom abdo iHuuUmMu MexaHizMamu.



JocnmipkeHHs BIUTMBY npernapaTy Kpectop Ha 37aTHICTh KEpyBaTH aBTOMOOUIEM Ta MPAIfoBaTH 3 MEXaHI3MaMH HE
npoBowincs. OnHak, 3 orisay Ha (hapMakoAMHAMIYHI BIACTUBOCTI Mpenapary, MaJoHMORpHO, 1110 Kpectop
YIMHUTUME BIUIMB Ha TaKy 37aTHICTb. [Ipu kepyBaHHI aBTOTpaHCTIOPTOM a00 pOOOTI 3 IHIIMMHU MEXaHi3MaMH CJIiJ
BpPaxoBYBaTH MOXJIMBICTh 3alIaMOPOUYEHHS B TIEP10J] JIKyBaHHSI.

Cnocio 3acmocyeanus ma 003u.

[Tepen mouaTkoM JIKyBaHHS MAIEHTY CJIiJI TPU3HAYUTH CTAaHAAPTHY T1IIOXOJIECTEPUHEMIYHY JII€ETY, SIKA BiH
MOBMHEH JIOTPUMYBATHCA 1 IPOTATOM JKyBaHHs. Jl03y ciif miadupaTy iHAUBIyalbHO 3aJIe)KHO Bl METH Tepamil
Ta BIAMOBII MAIli€HTa HA JIIKYBaHHS, KEPYIOUNCh PEKOMEHIAISIMHA MTOTOYHUX 3aralIbHONPUHHATHX KEPIBHHUIITB.
[Tpenapar Kpectop MoxHa npuiiMath y Oyb-sIKUi Yac AHS, HE3aJICKHO Bl MPUHAOMY TKI.

Jlixysanus cinepxonecmepunemii

PexoMenoBaHa moyaTKoBa /103a CTAaHOBUTH 5 a00 10 Mr nmepopaibHO OJIMH pa3 Ha J00Y K s Mall€HTIB, SIKI
paHillie He 3aCTOCOBYBAJIM CTATHHHU, TaK 1 IepeBEACHUX Ha Mpenapart 3 npuiiomy iHmoro inriditopa 'MI-KoA-
penykTasu. [Ipu BuOOpI MoYaTKOBOI J03M CITiJI BPaXOBYBATH PIBHI XOJECTEPUHY B KOXKHOTO OKPEMOTO TaIje€HTa Ta
PHU3HK CEPIICBO-CYUHHUX MOPYIICHb Y MaHOyTHHOMY, a TAKO>KHMOBIPHICTh PO3BUTKY HeOaKaHUX peaKIliii. 3a
HEOOX1JHOCTI1 MIZABMIIYBATH 103y JI0 HACTYIHOTO PIBHS MOXHA 4yepe3 4 THKHI (IUB. po3aii «PapmakouHaMIKa»
). 3 oAy Ha Te, Mo Ha (OHI 3aCTOCYBaHHS Mpenapaty B 1031 40 Mr HeOakaH1 peakIlii BAHUKAOTh YacTille, HiX
MIPU MEHIIMX J03ax (auB. po3ain «[1o6iuHi peakilii»), 0cTaTOYHO TUTPYBATH 03y 10 40 MT BapTO JIHIIIES
HalieHTaM i3 TSHKKOIO TIEPX0JIeCTEPUHEMIEI0 Ta BUCOKUM PU3HKOM CEpIIEBO-CYMHHUX MOPYIIEHb (30KpeMa y
XBOPUX 13 CIMEHHOIO T1EPXOJIECTEPUHEMIEID), Y SIKUX HE BJAJIOCS JIOCSATTH METH JIIKYBaHHS IIPH 3aCTOCYBaHHI
no3u 20 Mr 1 skl nepedyBaTUMYTh MiJ] pEryIspHUM HarisaoM (1uB. po3aia «Oco0nMBoCTI 3acTocyBaHHA» ). Ha
NoYyaTKy npuiioMy rpemnapary y 103 40 Mr pekoMeH0BaHH HaTJIsI1 CIICI{alliCTiB.

3anobicanns nopywennam 3 60Ky cepyeso-cyOuHHoi cucmemu

VY nocnimkeHH1 3HIKEHHS pU3UKY MOPYIIEHb 3 O0KY CepLeBO-CYAMHHOI CUCTEMH MpenapaT 3aCTOCOBYBAJIH Y 1031
20 mr Ha 100y (nuB. po3ain «PapMakoAUHAMIKAY).

Ilayienmu nimnbo20 8iKy

PexoMeH0BaHa mOYaTKOBA /1032 JJIs MAIIEHTIB BiKOM > 70 pOKIB CTaHOBUTH 5 MT (uB. po3ain «OcoOImuBOCTI
3aCTOCYBaHHS»). [HIIIa KOPEKIIist JO3H 3 OTJISAy Ha BIK HE TIOTpiOHA.

Tayienmu i3 HUPKOBOIO HEOOCMAMHICNIO

[TamienTam i3 erkuMu a0 MOMIPHUMHE MOPYIICHHAMHU (PYHKIIIT HUPOK KOPEKINs 103U HE MOTpiOHAa.
PexomenoBana moyaTkoBa j03a AJIs Mal€HTIB 13 TOMIpHUMH TOPYIIEHHSAMHU (DYHKIIIT HUPOK (KITIpeHC
KpeaTtuHiHy <60 Mi1/xB) ctaHoBUTH 5 MT. J[03a 40 MI MpOTUIOKa3aHa Mall€HTaM 13 MOMIPHUMU MOPYIIEHHIMHU
¢byHKii HUPOK. 3acTocyBaHHs mpenapary Kpectop narmieHTam i3 TSHOKKUMHE MOPYIISHHSIMA HUPKOBUX (YHKINT
HPOTUIIOKA3aHO y Oyb-IKHX 103aX (auB. po3au «IIpoTunokazanus» Ta «DapMaKOKIHETHKAY).

Tayienmu i3 nopyweHuamu QyHKyii newinku

V marieHTiB 13 MOPYUIEHHSIMH MTEUIHKH, 10 OIIHIOBAIKCS Y 7 abo MeHIe 6aiiB 3a mkanowo Yaitnga-11ro,
HIZBUILEHHS CUCTEMHOT €KCIO3MLIIT po3yBacTaTuHY He crocrepiranocs. OnHak y oci0 i3 mopymeHHsIMu y 8 ta 9
OaniB 3a mkanoro Yaitnga-I1'1o cuctemMHa excrnosuis 3poctana (AuB. po3ain «@apMakoKiHETHKay). Y TaKuX
MaII€HTIB AOUUIHHOIO € OIiHKa QyHKIIT HUpOK (AuB. po3aia «OcoOMMBOCTI 3aCTOCYBaHH ). JloCBia
3aCTOCYBaHHs IpenapaTy naiieHTam, siki Habpanu 6inbie 9 6anis 3a mkanoro Yainna-I1'to, BincyThiit. Kpecrop
MIPOTUTIOKA3aHUH MAIIEHTAM 13 aKTUBHUMU 3aXBOPIOBAHHIMH MEeUiHKH (AuB. po3ain «[IpoTumnokazanusm»).

Paca

VY mamieHTiB MOHTOJIOITHOT pacy criocTepiranacs MiIBUIIEHA CUCTEMHA €KCIIO3MIIIs TpenapaTy (IUB. po3aiiu
«IIpotunokazanusny, «OcobauBOCTI 3acTocyBaHH» Ta «DapMakokiHeTHKA»). PekoMeHmoBaHa moyaTkoBa 103a
JUIS TAIlIEHTIB a31iCbKOro MOXOAKEHHsI CTAHOBUTH 5 MT; 103a 40 MI' TaKUM Mall€HTaM NMPOTUIIOKA3aHa.
T'enemuunuii nosimopgizm

[TeBHi THIH TeHETUYHOTO TOIIMOP(})IZMY MOXKYTh MPU3BOJAUTH IO TiABUIICHHS €KCIIO3UIIT PO3yBacTaTUHY (IUB.
poznin «®apmakokineTrkay). [larieHTam 13 BiJOMOIO HasBHICTIO TAKUX TUIIIB MOIIMOP(}I3My pEKOMEHIYEThCs
3aCTOCOBYBaTH MEHIy 1000BY 103y npemapary Kpectop.

Tlayienmu 3i cxunvHicmo 00 po36uUmKy mionamii

PexomeHj0BaHa MOYaTKOBA /1034 JUIA NAIl€HTIB 13 (pakTOpaMu pU3UKY 10 PO3BUTKY MiOMATIil CTAHOBUTH 5 MT (JIUB.
po31ia «OcoOMMBOCTI 3aCTOCYBAHHS ).

Jo3a 40 Mr npoTHIoka3aHa JesSKUM 13 TaKUX NaIfieHTiB (AuB. po3ain «IIpoTumnokasanus»).



Cynymmue 3acmocysanus

PosyBacratus € cyocTparom pisHUX TpaHcnopTHUX OukiB (Hanpukiag OATP1B1 Ta BCRP). Pusuk mionatii (B
TOMY YHCI pabI0MioIi3y) 3pOCcTa€e Mpu CyMyTHBOMY 3acTOCyBaHHI KpecTopy 13 meBHUMH JIIKAPCHKUMHU
3aco0amH, 10 MOXKYTh ITiJIBUILYBATH KOHLIEHTPALIIO PO3yBaCTaTHHY Y IJIa3Mi BHACIIIOK B3aEMO/IIT 13 TUMHU
TPaHCIIOPTHUMH O1JIKaMH (HaIPHUKIIa]l UKIOCIIOPUHOM Ta IEBHUMHU 1HT101TOpaMu IpoTea3u, B TOMY YHUCII
KOMOIHAI[IIMU PUTOHABIPY 3 aTa3aHaBIpOM, JIOMIIHABIpOM Ta/ab0 TUIpPaHaBIpOM; AUB. po3aALIU “OcolIHUBOCTI
3acTOCYBaHHS Ta ‘“B3aeMojis 3 IHIIMMHU JTiKApPCHKUMHU 3aC00aMHU Ta 1HINI BUAH B3aeMoiii”). [To MOXKIIMBOCTI,
CJIIJT pO3TJISTHYTH 3aCTOCYBaHHS aTbTEPHATUBHUX JIKAPCHKHUX 3aCO0IB Ta, y pasi HEOOXITHOCTI, TAMYACOBO
nepepsartu Teparito npenaparom Kpectop. SIKio cynmyTHbOT0 3aCTOCYBaHHS LUX JIKAPCHKUX 3aC001B 13
KpectopoMm yHHKHYTH HEMOXIIUBO, CJIiJ] pETEITHHO 3BAXKUTH KOPUCTH Ta PU3UK BiJ] CYIyTHHOT'O 3aCTOCYBAaHHS Ta
BI/IMTOBITHMM YMHOM BiJIKOpETyBaTH 103y npernapaty Kpectop (nuB. po3at «B3aemonis 3 IHIIUMHU JIiKapChKUMH
3aco0aMu Ta IHII BUIHM B3aEMOJIII ).

Himu.

3acTocyBaHHS MpernapaTy JTsIM Mae TMPOBOIUTH JIUIIE CIICIIaICT.

3acTOCOBYIOTH ITSAM Ta miamiTkaM BikoM Bizt 10 1o 17 pokiB (xsomuuku Ha cTajii po3BuTKy I Ta Buie 3a
TanHepoMm Ta AiBuaTa, B SKUX MEHCTpYallii Movanucs MoHaiiMeHIIIe PiK TOMY).

3BHyaiiHa MoYaTKOBa 1000Ba /1032 JIs MTEH Ta MIJUTITKIB 13 TETEPO3UTOTHOIO CIMEHHOIO TIMePX0JIECTEPUHEMIEIO
CTaHOBUTH 5 MT Ha 00y. [Ipemapar 3a3Buuaii mpuitMaroTh MepopagbHO B A03aX B S Mr g0 20 Mr oJIMH pa3 Ha
no0y. IligBuiryBatu 103y €] BIINOBIIHO 70 IHAMBIAYaIbHOI BiAMOBIAI AUTHHH HA JIIKYBaHHS Ta NEPEHOCUMOCTI
npenapary, J0TpPUMYIOYUCh PEKOMEHAA1lH 11010 JIIKyBaHHS AiTel (IuB. po3ai1 «Oco0IMBOCTI 3aCTOCYBAHHS ).
[Tepen mouaTkoM Teparii po3yBacTaTUHOM JITAM Ta MiUTITKAM CJIifi TPU3HAYUTH CTAaHAAPTHY
rimoXoJIeCTepUHEMIUHY JII€TY, KA MAIliEHTH MAIOTh TOTPUMYBATHCA 1 POTATOM JiKyBaHHS. be3neka ta
€(eKTUBHICTH JIIKAPCHKOTO0 3ac00y y mo3ax Oiybie 20 Mr y Iiid MOmyJIsii He JOCH1HKYBaIHACS.

Tabnetku 1o 40 MT He 3aCTOCOBYIOTH AITSM.

Jimu sixom 0o 10 poxis

JocBin ikyBaHHs niTed BikoM 10 10 pokiB 0OMeXeHHUI 3aCTOCYBaHHSM IpernapaTy y HEBETUKA KUTbKOCTI
narieHTiB (BikoM Bia 8 10 10 pokiB) i3 TOMO3UTOTHOIO CIMEHHOIO TinepxonecTepuHeMieo. TakuM 9uHOM,
npenapatr Kpectop He peKOMEHIYEThCS 3aCTOCOBYBATH AITSIM BikoM 71010 pokKiB.

Ilepeoosysanns.

Crenr19HOTO JIIKYBaHHS IEpeI03yBaHHS HEeMae. Y pasi nmepeo3yBaHHs MallleHTa CJIiJI JIIKyBaTH
CHUMIITOMAaTHUYHO Ta, 32 HEOOX1THOCTI, BXHUTH MATPUMYIOUNX 3aX0/iB. [ToTpiOHO KOHTpOIIOBaTH (DYHKIIT EYiHKH
ta piBHI KK. EQexTuBHICTh remMo/anizy MaJoiMoBIpHa.

Ilo6iuni peakuii.
He6axani siBuia, o Bi3HAYAIOTHCS TIPH 3acTocyBaHHI Kpectopy, 3a3Buuaii jgerki Ta TAMYacoBi. Y
KOHTPOJIbOBAHUX KJIiHIYHMX JTOCIIPKEHHIX MeHIe 4% MalieHTiB, sKi 3acTocoByBaiu Kpecrop, Buinum i3
JOCTIDKEHHS Yepe3 HeOa)kaHi peakxilii.
VY HmxveHaBeeHI M TabIUII TTpeaCcTaBIeHU MpoduTh HeOaKaHUX PEaKIlii Ha pO3yBaCcTAaTHH 3a TAaHUMH
KIIHIYHHUX JOCITIIKEHb Ta BETUKOTO JOCBI Ty MiCIspeecTpaliifHoro 3acrocyBants. Hebaxani peakirii
kiacu(ikoBaHi 32 4acTOTOIO Ta cucTeMHo-opranHiuMHu kiacamu (COK).
3a yacToTor0 HebakaHl peakilii po3nmoAiIeHi TakuM YruHOM: JacTi (>1/100 ta <1/10), veuacTi (>1/1000 Ta <1/100),
pinki (>1/10000 ta <1/1000), myxe piaki (<1/10 000), HeBi1OMOi YacTOTH (HEMOMIJIMBO OILIHUTH 32 HASSBHAMH
JAHUMH).

Tabmuus 3

HebaxxaHi peakilii 3a JaHUMU KJIIHIYHUX JOCIT1KEHb Ta JOCBiTY
MiCIISIPEECTPAIi THOTO 3aCTOCYBaHHS

CucreMHo- Yacri Heuacri Pinxi Hyxe piaki Yacrora
OpraHHUU KJ1ac HEB1IOMA




3 6oky kpogi ma
aimgpamuynoi
cucmemu

TpomObouuTo-
neHis

3 60Ky imyHHol Peaxuii
cucmemu rinepyyTiu-
BOCTi, B TOMY
qHCITi
aHT10HEBPO-
TUYHHUI
HaOpsIK
Enooxpunni ykpoBuii
po3naou niaber!
Tcuxiuni posnaou Henpecis
3 60Ky Hepeogoi  |I'onoBHUI [Tomuespo-  |Ilepudepuuna
cucmemu 01J1b, naTisi, BTpaTa |HEBpomatis,
3armaMopo- nam’siTi po3Nagu CHy
YEHHS (B ToMy umcIi
0e3CcoHHsI Ta
HIYH1
KOIIIMapu)
3 boky opeanie Kamens,
OUXaHHs1, 2pYOHOL 3aJIUIIKA
KIImKY ma
cepeooCminHsL
3 60Ky winynkogo- |3amop, ITankpeaTtur Hiapes
KUUUKOBO2O HYJI0Ta,
mpaxmy a0 TOMiHAJTb -
HU# OUTh
3 6oky IlinBumennas |JKoBTaHuig,
eenamo6iniapHoi piBHS remnaTuT
cucmemu Me4i HKOBHX
TpaHcaMiHa3
3 6oxy wkipu ma CBepOix, Cunnpom
RIOWKIPHOT BHCHII, CriBeHca-
KAIMKOBUHU KpOTHB’ STHKA JI>xoHCOHa
3 6oky cxenemnoi  |Mianris Mionarist (B |ApTpairis [TopymieHns 3
MycKynamypu ma TOMY YHCI 00Ky
CNOJLYYHOT Mi03HT), CYXOKHJIb,
MKAHUHU pabomioni3 THKOJIN
YCKJIaIHEH1
po3puBamy,
IMyHOOTIOCE-
pelnKoBaHa
HEKPOTH3YIO-
Yya MiomaTis
3 6oxy nupox ma ['ematypist

cevyo8UOINIbHOT
cucmemu




3 6oky [HexomacTist
penpooyKmusHoi
cucmemu ma
MOJOYHUX 307103

3azanvui posnaou | AcTeHist Habpsix
ma cman Micyst
66€0€HHS

1 YacToTa 3a5exuTh BiJl HASBHOCTI ()aKTOPIB pU3UKY (PiBEHb IIFOKO3H HATIIE >5,6 MMOJIB/1, IMT >30 kr/m2,
MiZABMILEHI PiBHI TPUTJILEPUIIB, apTepiaibHa IinepTeH3is B aHaMHe31).

Sk 1 mpu 3actocyBanH1 iHIMX 1HT101TOpiB 'MI'-K0A, yactoTa HebaxkaHUX peakiiiii Mae TEHACHIIIIO 3aJIeXkKaTu Bijl
JI03H.

Bnaue na nupku

[TpoTeinypis, BUsIBIIEHA Y pe3yJIbTaTi aHATI3Y 32 TECT-CMYKKaMH Ta MIEPEBaKHO KaHAIBIIEBOTO MOXOKECHHS,
criocTepiranacs y naui€eHTiB, sKi 3acTocoByBaiu Kpectop. 3MiHM BMicTy Oilka y cedi BiJ HyJis a00 ciifiB A0
3Ha4eHHs ++ abo Ginbire cnocrepiranucs y <1% mnaimi€eHTiB y JesIKUX 9aCOBHX TOYKAX B XOJI 3aCTOCYBaHHS
npenapaty B go3ax 10 ta 20 mr 1y npubauzno 3% — npu 1031 40 mr. HeBenrke 301IbII€HHS YaCTOTH 3MIHU
BMICTY BiJ HyJIsl a00 CiifiB 710 3HaUeHHS + crioctepiranucs npu 1031 20 mr. B GuibocTi BUNaaKiB NpoTeiHypis
3MEHIIyBayiacsi 00 3HMKaja CIOHTAHHO TPH MPOIOBKEHHI Teparii. 3a JaHUMH KITHIYHUX JOCH1KEHb Ta
MOCTMAapPKETUHTOBUX CIIOCTEPEkKEHb Ha CHOTO/IHI HE BUSBIICEHO MPUYMHHO-HACIIIKOBOTO 3B’ SI3KY MIXK
MPOTETHYPIEIO Ta TOCTPUM a00 MPOTPECYIOUNM 3aXBOPIOBAHHSIM HUPOK.

Ha ¢omni 3actocyBanns npenapaty Kpectop Bii3Ha4€HO BUITAIKK TeMaTypii; 3a TaHUMH KITHIYHUX TOCIT1KEHb
yacToTa 1ii MaJa.

Bnaue na ckenemny myckyramypy

VYpakeHHs CKEJIETHOI MyCKYJIaTypH, Takl sIK Miajris, MionaTis (B TOMY YKCJIi MiO3HUT), Ta 3piaKa padaomioni3 i3
TOCTPOIO0 HUPKOBOIO HEJOCTATHICTIO uu Oe3 Hel Oynu Biq3HaYeHl MPpH 3aCTOCyBaHHI Oyab-akux 103 Kpecropy,
0c00JIMBO TIpH J03ax > 20 MT.

VY martieHTiB, AKi IpUAMaI po3yBacTaTHH, CIIOCTEpiraaocs 1o303anexHe 3poctanHs piBHIB KK; B OinbmmocTi
BUIAJIKIB sBHIIE OYJIO CIIA0KUM, aCHMIITOMAaTHYHUM Ta TuMyacoBuM. Skmio piBHi KK migBumeHi (>5 pa3iB Buiie
BMH), nikyBaHHs ciiJ OpUNUHUTH (TUB. po3au1 «OcoOIMBOCTI 3aCTOCYBAHHSD ).

Bnaue na neuinky

Sk 1 mpu 3acrocyBanHi iHmuMX iHTi6iTOpiB ['MI'-KOA-penykrasu, y HeBeIHKA KUTbKOCTI HAli€HTIB, SKi
MpUMaIi pO3yBaCcTaTHH, BIJ3HAYAJIOCS J10303aJIe)KHE 30UTBIIICHHS PIBHS TpaHCaMiHa3; y OUTBIIIOCT 1 BUMTAIKIB
sBuIIe 0yJI0 ClIaOKUM, aCHMIITOMAaTHYHUM Ta TUM4YacoBUM. [Ipu 3acTocyBaHHI po3yBacTaTHHY TAKOXK Bl AMIYaIOCS
nigBuieHHs piBHiB HbAlc.

Ha ¢oni 3acTocyBaHHS IeIKUX CTaTHHIB BiI3HAYAINCS TaKl HeOaXkaH1 SBHINA:

Po3znan crareBoi GyHKIIii.

Okpemi BUTIQJKU 1HTEPCTHUIIIATBEHOT XBOPOOU JIET€Hb, 0COOIMBO MPU TPUBAJIOMY 3aCTOCYBaHHI (JIUB. PO3ILT
«Oco0aMBOCTI 3aCTOCYBaHHA» ).

YacToTa MoBiIoMJIEHb PO PadaOMi0IIi3, CEpHO3HI MOPYyIIEHHS 3 00KY HUPOK Ta MEUiHKH (TIepEeBaKHO
MIBUIIIEHHS aKTUBHOCTI TIEYIHKOBUX TpaHCcaMiHa3) O1JIbIIIa MPH 3aCTOCYyBaHHI penapary B 1031 40 mr.

Y mporieci micaspeecTpalliiHoro 3acTocyBaHHs npenapary Kpecrop ineHTH(iKOBaHO TaKy HeOaKaHy peaKIliro,
K JIeTaJIbHA Ta HelleTalIbHA NIEY1HKOBA HEAOCTATHICTh. OCKUTBKH PO II0 PEAKIIi 0 MOBIIOMIISIIOCS CIIOHTaHHO 13
MOy JIALNT HEBU3HAYEHOI KiJIBKOCTI, HEMOXJIMBO JOCTOBIPHO OLIHUTH ii 4acTOTYy a00 BCTAHOBUTH HAsIBHICTh
MPUYHMHHO-HACIIIKOBOTO 3B'sI3KY 13 3aCTOCYBAaHHSIM TIperapary.

3pinka y micnspeecTpaniifHoMy nepioi HOB1IOMIISIOCS PO NOPYLIEHHS KOTHITUBHUX (QYHKLIN (HalpUKiIaa
NOTi pIICHHS MTaM'sITi, 320y AbKYBATICTh, aMHE315, IOTIPIICHHS IaM'sTi, CITYyTaHICTh CBIZIOMOCT1), 110
aCOIIIOIOTHCS 13 3aCTOCYBAaHHSAM CTaTHHIB. [Ipo Taki KOTHITHBHI MPOOJIEMHU MTOBIIOMIISIIOCS Y 3B'SI3KY 3 yciMa
CTaTWHAMH. SIBUIIA, TIPO AK1 HAETHCS Y MOBITOMJICHHSX, 3BUYafHO MAOTh JIETKUI XapakTep 1 MUHAIOTh I CJIs
BIIMIHU CTaTHHIB, a TAKOXK MAIOTh PI3HHM Yac 70 MOSBH CUMIOTOMIB (BiJ 1 THS 10 POKIB) Ta 10 3HUKHEHHS
CUMIITOMIB (MeiaHa — 3 THXHI).

Jimu



[TinBumenHs piBHs KpeaTuHkiHa3u >10 pasiB Bume BMH Ta cumnromu 3 60Ky M’s13iB Ticist pi3uaHOTO
HaBaHTaXXEHHs a00 MiBUIIEHOT (PI3UYHOT aKTUBHOCT1 CIIOCTEP iraucs YacTile y 52-THKHEBOMY KIIIHIYHOMY
JIOCITIJKEHHI 3a y4acTIO Tl Ta MiUIITKIB MOPIBHSAHO 13 JOPOCIUMH (IUB. po3au1 «OcoOIMBOCTI 3aCTOCYBaHHSD)
). IIpoTe npoine 6e3rexu po3yBacTaTHHy y AiTeH Ta MiUTITKIB OyB MOAIOHMM JI0 TAKOTO Y JTIOPOCIIHX.

Tepmin npuoamuocmi. 3 poxu.
YMmoBHu 30epiranns. 30epiraté y HeJJOCTYITHOMY JUI AiTed micii. 30epiratu npu Temmeparypi He Buie 30 [C.

YnakoBka. [lo 14 tabnerok y 6mictepi, o 2 6icTepu B KapTOHHIH KopoOi (a1 Tabnerok mo 5, 10 Ta 20 mr); mo
7 TabneTok y omcrepi, 1o 4 GicTepu B KapTOHHIN KOpoOIt (711 TabmeTok mo 40 mr).

Kareropis Bianmycky.3a perentom.

BupoOuuk.
Actpa3eHeka HOK limiten / AstraZeneca UK Limited.

Micue3HaxokeHHsI BUPOOHHKA Ta ajpeca Miclsi NPOBaJKeHHs HOro AisIbHOCTI.
Cink Poan bizuec Ilapk, Makkncd ing, Yemmp, SK10 2NA, Benuka bputanis/
Silk Road Business Park, Macclesfield, Cheshire, SK10 2NA, United Kingdom.



