IHCTPYKIIA
JJIS1 MEIUYHOT0 3aCTOCYBAHHS JIKAPCHKOI0 3aC00y

KPECTOP
(CRESTOR®)

Cknao:

oil0ua peuouna: po3yBacTaTHH;

1 TabneTka, BKpUTA IUTIBKOBOIO 000JIOHKOIO, MICTUTH 5 Mr, 10 mr, 20 mr a6o 40 Mr po3yBacTtaTuHy y BUTIsAl 5,20
mr, 10,40 mr, 20,80 mr a6o 41,60 Mr po3yBacTaTUHY KajbIlilo;

O00NOMIJICHI peyouHU: TAKTO03a, MOHOTIPAT; LETI0JI03a MIKPOKPHUCTAIiYHa, Kajbllito ¢pocdart, KpOCIOBIOH, MarHi0
cTeapar; IUTIBKOBa 000JIOHKA: JJAKT03a, MOHOT1IpaT; FipoMeIo3a, TIiluepos Tpuanerat, Tutany aiokeun (E 171),
JUTst TAOJIETOK 0 5 Mr— 3ajtiza okcu xoBtuii (E 172);

nu1st Tabserok o 10 mr, 20 mr, 40 mr— 3amiza okcua uyepBonwuii (E 172).

Jlikapcbka ¢gopma. TabneTkn, BKPHUTI TUTIBKOBOIO 000JIOHKOIO.

OchosHi Qi3uxo-XimiuHi 61acmueocmi.

mabaemkuy no 5 M2 — OBTa, BKPUTA IJIIBKOBOIO 000JIOHKOIO, KPYTIJIa, IBOOMYKJIA, MPUOJIN3HO 7 MM (J1aMeTp),
BUTpaBiiioBaHa TabIeTKa; Ha TUILOBOMY 001l ‘ZD4522 5, 3 iHIIoro 60Ky HI4O0r0;

mabaemku no 10 me — poxeBa, BKpUTa IUTIBKOBOIO 000JIOHKOI0, KpyTJa, IBOOIyKIa, MPUOIN3HO 7 MM (IiaMeTp),
BUTpaBiiioBaHa TabneTKa; Ha TUIbOBOMY o1 ‘ZD4522 107, 3 iHmoro 60Ky HI4Oro.

mabaemku no 20 me — po’keBa, BKpUTA IIIBKOBOIO 000JIOHKOIO, KPYTJIa, ABOONYKIIA, IpuOau3Ho 91 Mmm
(miametp), BUTpaBilioBaHa Ta0neTKa; Ha JUIBOBOMY Ooti ZD4522 207, 3 iHmoro 60Ky Hi4Oro.

mabnemku no 40 me — poxkeBa, BKpUTa TUTIBKOBOIO 000JIOHKOI0, OBalIbHA, ABOOIYKJIA, Tpubau3Ho 11.5 x 7.1 MM
(ToBKHMHA X IIMPHHA), BUTpaBiioBaHa Ta0JeTKa; Ha TUIbOBOMY Ooiii ‘ZD4522”, 3 inmoro 6oky‘40”.

dapmakoTepaneBTH4YHA rpyna. ['inomiminemiyni 3acodu. [uriditopu ['MI'-KoA-penykrasu.
Kox ATX C10A A07.

Dapmakonoziuni e1acmueocmi.

Dapmaxoounamika.

Mexanizm 0ii

Po3yBacTatuH — 11e ceneKTUBHMIA Ta KOHKYpeHTHHH 1Hri0iTop ' MI'-KoA-penykrasu, pepMeHTy, 1110 BU3HAYAE
MIBHJIKICT PEaKIlii Ta IePETBOPIOE 3-TiAPOKCH-3-METHITIYTapriI KOYEPMEHT A Ha MEBaJIOHAT, IOTIEPETHUK
xonectepuHy. OCHOBHMM MICIIEM i1 pO3yBacTaTHUHY € MEYiHKa, OpraH-MillleHb JUIs 3SMEHIIIEHHS PIBHIB
XOJIECTEPUHY.

PozyBacTatun 30imb11ye KinbKicTh petentopiB JITTHIL Ha moBepxHi KIITHH MEYiHKH, TOCUITIOIOYHN 3aXOIUICHHS Ta
karabosmizm JITTHILI, Ta mpurniuye newinkoBuii cuntes JIIIJIHIL, Takum urHOM, 3MEHIITYIOUM 3aralibHY KUTBKICTh
yactuHok JITTJITHII ta JITTHILI.

Dapmakoounamiuua 0is

Kpecrop 3umxye niasuienuii pisers xonectepuny JIITHIL, 3aransHOro xojaectepuHy Ta TPUTIILEPUIIB 1
nigsuiye pisHi xonectepuny JIIIBIL. Bin takox 3meniye piBai anoBXC-neJIIIBI, XC-JIITAHIII, TT-
JITJTHIL] ta nixBuitye piBeHs anoA-I (tadbauus 1). Kpectop Takox 3meniye criBBigHomenHs XC-JITTHIL/XC-
JITNIBIL, 3aransHoro XC/XC-JITIBIL, XC-ueJITIBIL/XC-JIIIBII] Ta anoB/amoA-I.

Taomuus 1
BianoBiges Ha 103y y Malli€HTIB 13 IEPBUHHOIO rinepxosiectepuneMieto tumyla ra IIb
(BiaKopuroBaHa cepeHs BiCOTKOBA 3MiHA MOPIBHSHO 3 BUX1IHUM PIBHEM)
Ioza N XC-JITTHIL| 3arams- | XC-JIIIBII] T XC-ueJIIIBIII| amnoB aroA-I
auit XC
[Tnane6o 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

TepaneBTuuHMM e(PeKT JOCITaeThCs MPOTIroM 1 THKHSA MICHs MOYAaTKy 3aCTOCYBaHHA mpemnapaty, 90%
MaKCUMAaJIbHOTO eQeKTy — yepe3 2 THKHI. MakcuManbHIH e(eKT 3a3BU4ail JOCATaeThes Yepe3 4 THKHI Ta TPUBAE
HaIaml.

Kniniuna egpexmusnicmo

Kpecrop edexTrBHMI y JTiKyBaHHI TOPOCTUX 13 TIMEPXOJIECTEPUHEMIEIO — 13 TIEPTPHUTIIILIEpUAeMieto abo 6e3 Hel —
HE3AJICXKHO BiJI pacH, cTaTi YM BiKy, a TAKOXX y MAIIEHTIB 0COOIMBHX IPYI, TAKUX K XBOP1 Ha Aia0deT abo manieHTu
13 CIMEHHOIO TINEPXO0JIECTEPUHEMIETO.

3a 00’eqHannMu 1aHuMu gociikens ¢asu 111 Kpectop edekTuBHO 3HMKYBAB PiBHI XOJIECTEPUHY Y OUIBIIOCTI
MalieHTiB 13 rinepxonecrepunemMicro tTumy Ila ta IIb (cepenniit mouarkoswuii piseHs X C-JIITHIL npu6nuzno 4,8
MMOJIB/JT) 10 MIJTLOBUX 3HAYEHB, BCTAHOBJICHUX BU3HAHUM KEPIBHUIITBOM CBPOMNEHCHKOTO TOBAPUCTBA
atepockieposdy (EAS; 1998); npubnusno y 80% mnarieHTiB, siKi mpuiiManu npenapat y 1o3i 10 mr, Baanocs
JOCATTA HOpMaTUBHUX 1boBUX piBHIB X C-JITTHIL] 3a EAS (<3 MMomb/m).

VY BenukoMy AocipKeHH] 435 MaIieHTiB 13 reTePO3UTOTHOIO CIMEHHOIO TIIEePXO0JECTEPUHEMIEIO TPUHMAITH
Kpecrop y no3ax Bix 20 1o 80 Mr 3a cXeMOI0 MOCHICHOTO TUTPYBaHHA A03U. CHpUSATIMBUN BIUIMB IpenapaTy Ha
MMOKa3HUKH JIIIJIIB Ta JOCSITHEHHS UIbOBUX PIBHIB BiJ3HaYaBCsI MPHU BCix fgo3ax. [licis TutpyBaHHs 10 1000BOi
no3u 40 mr (12 twxkniB mikyBanHs) XC-JITTHIL 3uu3uBcs Ha 53%. Y 33% nauieHTiB Oys0 JOCATHYTO
HopmatuBHUX piBHIB XC-JIITHII] 3a EAS (<3 MMo0b/M).

Y BIZKpUTOMY TOCITIPKCHHI MOCHIIEHOTO TUTPYBAHHS 7103 BIAMOBIIH HAa 3aCTOCYBaHHS mpenapary Kpecrop y mo3ax
20-40 mr BuBYanacs y 42 maIi€HTiB i3 TOMO3UTOTHOIO CIMEHHOIO TiMepX0JIeCTEpUHEMIEI0. Y 3aralibHii MOy ISl
piBens XC-JITTHII] 3au3uBCS B cepenHboMy Ha 22%.

VY KIIIHIYHUX TOCTIIKEHHIX 32 YYacTI0O 00OMEXEHOI KITbKOCTI MAIli€HTIB CIIOCTEPIraBCs aAMNTHBHUN €(heKT
npenapaty Kpectop Ha 3HWKEHHS PiBHS TPUTIIILEPUIIB PH 3aCTOCYBaHHI y KoMOiHaii 3 peHodiOpaTom Ta Ha
nigsuieHHs piBHiB X C-JITIBI] npu 3acTocyBanHi y koMOiHaIii 3 HialliHOM (HUB. po3a1dOCco0IMBOCTI
3aCTOCYBaHHS»).

VY GararoreHTpoBOMY, IOJIBITHOMY CJIiIIOMY, TJIaie00-KOHTPOJIboBaHOMY KiliHiuHOMY nociimkenHi (METEOR)
984 namienTr BikoM 45-70 pokiB i3 HU3bKUM PU3UKOM iIIEMIYHOI XBOPOOH cepiis (BU3HAUCHUM K PH3UK 32
®paminremcbkoro mkanor <10% mpotsarom 10 pokis), cepennim 3nauennsm XC-JIITHIT 4,0 mmons/n (154,5 mr
/m), ane i3 CyOKIIIHIYHUM aTepoCKIepO30M (BU3HAYCHUM 32 30UTBIICHHIM TOBITMHI KOMITJICKCY IHTUMa-MeTist
connoi aprepii — TKIMCA) Oynu panmoMi3oBaHi A0 JBOX IPYIT Ta MPUMAaIH OJUH pa3 Ha 100y abo 40 mr
po3yBacTaTtuHy, abo 1uramedo mpotsromM 2 pokis. [lopiBHSHO 13 Tu1ane00 po3yBacTaTUH 3HAYHO CIIOBUTHLHIOBAB
nporpecyBanHs MmakcumanbHoi TKIMCA y 12 Toukax conHoi aptepii Ha-0,0145 mm/pik [95% noBipuuii iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina nopiBHsHO 3 BUXinHUM piBHeM craHoBmia -0,0014 mm/pik (-0,12%/pik
(cTaTUCTUYHO HE3HAUYINA)) Y TPYIi po3yBacTaTUHY MOPIBHIHO 13 mporpecyBanHHsaM +0,0131 mm/pik (1,12%/pix
(p<0,0001)) y rpymi trane6o. [Tpsimoi kopensiii mixk 3meHmeHHsM TKIMCA Ta 3HWKSHHSIM PU3UKY TIOPYIIEHb 3
OOKy cepIieBO-CyIMHHOI CHCTEMH TTpoieMOHCTpoBaHO He Oyio. Jlo nocmimkerndas METEOR Oynu 3amydeni
MAI€HTH 13 HU3bKUM PH3UKOM 1IIEMIYHOT XBOpOOU CepIls, sSKi HE € MPeCTaBHUKAMH LIJTLOBOT MOMYJISIIIT
3actocyBaHHsA npenapaty Kpecrop y 1031 40 mr. J1o3y 40 Mr citiji MpuU3HAYaTH JIMIIE MALIEHTaM 13 TSHKKOIO
riNepXoJeCTEPUHEMIEIO T BHCOKUM PU3UKOM CEPIIEBO-CYAMHHUX pO37aaiB (IuB. po3ait “Crocid 3acTocyBaHHS Ta
no3u”).

B inTepBeHIIITHOMY J0CIiIPKEHH] pO3yBacTaTHHY 3 METOI0 OOTPYHTYBAHHS 3aCTOCYBaHHS CTaTHHIB K 3aci0
nepBuHHOI TpodimakTuku (JUPITER) BriuB po3yBacTaTHHY Ha 4aCTOTY 3HAYHHUX aTEPOCKICPOTHYHHX CEPIIECBO-
CYIMHHUX 3aXBOPIOBaHb omiHOBaM y 17 802 9omoBikiB (>50 pokiB) Ta xkiHOK (>60 poKiB).

YyacHUKH JOCIIDKEHHS OyJIM BUMAJAKOBUM YMHOM PO3IOAUICHI 10 Tpyn mianedo (n=8901) abo po3yBacTaTuHy B
1031 20 Mr ontH pa3 Ha 100y (n=8901) i 3a HUMH crioCTepirajau B CEpeIHHOMY MPOTITOM 2 POKIB.

Konnenrparii xonecrepuny-JIITHIL smenmunucs va 45% (p<0,001) y rpyrmi po3yBacTaTUHY MOPIBHSHO 3 TPYIIOIO
mianebo.

VY post-hoc anani3i JaHUX MIATPYNH MAIEHTIB BUCOKOTO PU3UKY 13 BUXIAHUM 3HaueHHIM >20% 3a
dpaMiHTeMCHKOIO MKaO0 (1558 y4acHUKIB) criocTepiraiocs 3Ha4He 3HIKEHHS YaCTOTH KOMOIHOBAHOT KiHIIEBOT
TOYKH, 110 OXOIUTIOBAJIa CMEPTh BiJ CEPIIEBO-CYAMHHUX MO, 1HCYNBT Ta iH(papkT miokapaa (p=0,028), y rpymi
po3yBacTaTUHY MOPIBHIHO 3 T1ane00. 3MEHIIIEHHS a0COFOTHOTO PU3UKY cTaHOBWIIO 8,8 BumankiB Ha 1000



nanieHTo-pokiB. [loka3HUK 3aragbHOI CMEPTHOCTI JIMIIABCS HE3MIHEHHUM Y I1iil rpyIii BUCOKOTO pu3uky (p=0,193).
V post-hoc ananizi gaHuX MiArpynu BECOKOTO pr3HKY (9302 ydacHHUKH 3araiom) i3 BUXiTHUM 3HaYCHHAMS % 3a
mkanoo SCORE (excTpanoinboBaHO 3 METOIO BKJIFOUEHHS JJaHMX YYaCHUKIB BIKOM MOHaJ 65 poKiB)
CIIOCTEpIraocs 3HavyIe 3HIKEHHS YaCTOTH KOMOIHOBAHO1 KiHIIEBOi TOYKH, III0 OXOIUTIOBAJIa CMEPTH BiJl CEPIIEBO-
CYIMHHUX MOJIH, 1HCYNBT Ta iHapKkT Miokapaa (p=0,0003), y rpymi po3yBacTaTHHY MOPIBHSHO 3 T1a1e6o0.
3HMKEHHS a0COIIOTHOTO PU3HKY, BUPAXKEHOTO 33 YaCTOTOIO MO/iN, ctaHoBHIO 5,1 BumaakiB Ha 1000 mamieHTO-
pokiB. [loka3zHuk 3araibHOT CMEPTHOCTI y LiH MIArPYIi BUCOKOTO PU3HMKY NuIIaBcs He3MiHeHuM (p=0,076).

VY nocnimxenni JUPITER 6,6% ydyacHuKIB rpynu puiioMy po3yBacTaTHHY Ta 6,2% yYacHHKIB TPYIH II1ane0o
NPUMTMHWIN 3aCTOCYBAaHH TOCIIKYBaHOTO Ipenapary depe3 HeOakaHi siBuina. Haiitbinpi yactumMu HebakaHUMU
SIBUIIAMH, 110 TTPU3BOIMIIN JI0 IPUITMHEHHS JiKyBaHHs, Oynu: mianris (0,3% y rpymi posyBacratuny, 0,2% —
iane6o), abgominansuuit 0116 (0,03% y rpymi po3yBacratuny, 0,02% — mutane6o) ta sucun (0,02% y rpymi
posyBactatuny, 0,03% — mnane6o). Haitbinpn vacTumMu HeOaXaHUMU SIBUIAMHE, IO CIIOCTEPITaIncs y TpyIi
pO3yBacTaTUHY 13 YACTOTOIO, OLIBIIOI0 a00 PIBHOO BiA3HAUEHIN y rpyIi muianebo, Oyiau iHeKIil ceuoBUX MUISIXIB
(8,7% y Tpymi po3yBacratuny, 8,6% — mane6o), Hazodapunrit (7,6% y rpymi posyBactatuny, 7,2% — mianebo),
O1b y cniuHi (7,6% y rpymi po3yBacTaTuny, 6,9% — miane6o) Ta mianris (7,6% y rpymni po3yBacTtaTusy, 6,6% —
miane6o).

Himu

VY noaBiitHOMY CIIIITOMY, PaHIOMi30BaHOMY, 0araTolEeHTPOBOMY, TIAie00-KOHTPOIHLOBAHOMY 1 2-TH)KHEBOMY
nocrnimkenHi (n=176, 97 yyacHHKIB 4010Bi1401 Ta 79 — xiHOYO1 cTaTi) 13 moganbmuM 40-THKHEBUM TEPiooM
(n=173, 96 y4acHUKIB 40JIOBI4O1 Ta 77 — )KIHOYOi CTATi) BIAKPUTOTO TUTPYBAHHS O3 PO3YBACTATUHY HAIlI€EHTH
BikoM 10-17 pokiB (Ha II-IV crazii po3Butky 3a TaHHepoMm, IiBYaTa, y SKUX MEHCTpyallii moyanucs moHanmMene 1
PiK TOMY) 13 TETEepO3UTOTHOIO CIMEHHOIO TIIEPXOJIIECTEPHHEMIEIO TIPOTATOM 12 THXKHIB OTPUMYBAJIH PO3YBaCTaTHH
y no3i 5, 10 a6o 20 mr/nody abo mnanebdo, micis 4oro BCi yYaCHUKHU MIOAHS MPUHMaIK po3yBacTaTuH npoTsrom 40
TkHIB. Ha mouaTky nocmimkenns npudausHo 30% mnanienTiB Oynu BikoM 10-13 pokis ta mpubdmauzHo 17%, 18%,
40% Tta 25% 13 Hux 3naxoaunuck Ha II, III, IV ta V cranii po3BuTKy 3a TaHHEpOM BiANOBIAHO.

Pisenp XC-JIITHIL] 3menmmBcs Ha 38,3%, 44,6% Tta 50,0% BiamoBigHO y rpynax npuiioMy po3yBacTaTUHY B 1031
5, 10 ta 20 mr nopiBHsHO 13 0,7% y rpymi mianeoo.

Hanpukinni 40-TH>XHEBOTO MEPioay BiIAKPUTOTO TUTPYBAHHS TO3H VIS JOCSTHEHHS IJTHOBOTO PiBHS
(MakcumaibHa f03a craHoBuia 20 Mr oauH pa3 Ha 100y) y 70 13 173 nmamientis (40,5%) Baamocst oCSIrTi
ipoBoro piBHsA XC-JIITHIL] mentie 2,8 MMOITB/TI.

[Ticast 52 THKHIB AOCTIIKYBAHOTO JIKyBaHHS He OyJI0 BHSIBJICHO JKOJHOTO BIUIMBY Ha pict, Macy, [ITM abo
cTaTeBe 0o3piBaHHS (IUB. po3ait «OcOOIMBOCTI 3aCTOCYBaHHs» ). JIOCBI KIIHIYHOTO JOCIIDKSHHS JTITEH Ta
MiUTITKIB OOMEXEHUH, 1 JOBroTpuBali edekTu po3yBacTaTuHy (>1 poky) Ha crareBe A03piBaHHA HeBinoMmi. Le
nociikeHHs (n=176) He MpUHHATHE U1 IOPIBHIHHS PiIKUX HEOAKAHUX SIBHILL.

Dapmakoxinemuxa.

Bcmoxmyeanns

MakcuManbHa KOHIIEHTPAIlisl pO3yBAaCTaTHHY y IJIa3Mi IOCATAETHCS PUOIM3HO Yepe3 5 TOAWH Ticist
NEepOPANBHOrO 3acToCyBaHHA. AOCOMIOTHA 010JOCTYNHICTh CTAHOBUTH NPUOIM3HO 20%.

Poznooin

Po3yBacTaTvH 3HaUHUM YMHOM 3aXOIUTIOETHCS MIEUIHKOIO, sIKa € OCHOBHUM MICIIEM CHHTE3Y XOJECTEpPHHY Ta
kiipercy XC-JIITHIL. O6’eM po3noiny po3yBacTaTHHY CTAaHOBUTE puOmu3HO 134 1. Bimssko 90%
pO3yBacTaTUHY 3B’ SI3y€ThCA 3 OLIKAMU TJIa3MH KPOB1, IEPEBAXKHO 3 aTbOYMIHOM.

Memabonizm

Po3syBactaTuH 3a3Hae He3HaYHOTO MeTaboui3My (rpudnusHo 10%). JocaimkeHHs Mmetabomi3myin vitro 13
BUKOPHCTAHHAM I'€NaTOLUTIB JIIOJWHU CBIYaTh, 1110 pPO3yBAaCTaTHUH € CIA0KUM CyOCTpaToM JUisl METabosIi3My Ha
0cHOBI (pepmeHTiB 1uToxpoMy P450. OcHoBHUM 3aaisHUM 130(pepmenTtom € CYP2CY, nemo MeHIy poib
Bizirpatoth 2C19, 3A4 ta 2D6. OCHOBHIMH BH3HAYCHUMHU MeTaboiTaMu € N-JIECMETHIIOBHH Ta JITAKTOHOBUH
MeTabomiTH. N-IecMeTun-mMeTadommiT npuonu3Ho Ha 50% MeHII akTUBHUM, HI)K PO3yBacTaTUH, JTAKTOHOBUN
METa0OJIT BBAKAETHCS KITIHIYHO HeakTHBHUM. Ha po3yBacraTun npumnanae 6inbie 90% akTUBHOCTI
nupkKymorouoro iHriditopa 'MI-KoA-penykrasu.

Bueeoenns

[Tpu6nuzno 90% 1031 po3yBacTaTUHY BUBOJUTHCS Y HE3MIHEHOMY CTaHI 3 KaJoM (pa3oM BCMOKTaHa Ta



HEBCMOKTaHa [J[il04a PeYOBHUHA), PELITa BUBOAUTHC 13 ceueto. [Ipnbnuzno 5% BUBOAUTHCS 13 ceuero y He3MiHeHiH
¢dopmi. Ilepion HaIIBBUBEACHHS 13 IJIa3MU CTAHOBHUTH IPHOIH3HO 19 TOUH 1 He 301LIBIIYETHCS IPH 1T IBHIICHH1
no3u. CepeHe reoMEeTpUYHE 3HAYCHHS KIIIPEHCY Ipenaparty 13 I1a3My KpoBi CTAaHOBUTH NMpuOin3Ho 50 1/rox
(xoedimient Bapiarii — 21,7%). Sk i1 y moxo iHmmx iHridiTopiB 'MI'-KoA pemykrasu, ne4iHKOBE 3aXOTUICHHS
pO3yBacTaTUHY BiZI0yBaeThCs 3a ydacTio MeMOpanHoro TpaHcnioprepa OATP-C, sikuii Binirpae BakJInuBYy pojib B
TICYIHKOBIH eNiMiHaIlii pO3yBacTaTHHY.

Jluniunicmo

CucTeMHa eKCTIO3HIIiSl pO3yBacTaTUHY 30UIBIITY€ETHCS IPONOpITiiiHO 103i1. [Ipu 6aratopazoBoMy IIOICHHOMY
3aCTOCYBaHHI apaMeTp papMaKkOKIHETUKH HE 3MIHIOIOThCSI.

Ocobausi epynu nayienmis

Bix ma cmamu

He cnocrepiranocst KJIiHIYHOTO 3HAYYIIOTO BIUTMBY BiKy a00 cTati Ha papMaKOKiHETHKY pO3YBacCTaTHHY y
nopocnux. @apMakoKiHETHKa pO3yBacTaTUHY Y AITEH Ta MiTITKIB i3 T€TEPO3UTOTHOIO CIMEHHOIO
rinepxojecTepuHeMiero OyIa moaioHO 10 PapMaKOKIHETUKH Y IOPOCIIHX JTOOPOBOJBIIIB (UB. po3ai «liTu»).
Paca

JocmimkenHs papMaKOKiHETUKH BUSBUIIH, 10 Y MAIIEHTIB MOHTOJIOITHOT pacH (SMOHIIB, KATAUIIIB, (QUIIMIIHIIIB,
B’€THaMIIIB Ta Kopeiiii) MenianHi 3HaueHH AUC Ta Gy ax TPUOTU3HO B/BIYI BUII HIK Y €BPOTEHIIIB; Y 1HAINIIB
menianHi 3HaueHHSI AUC Ta Gy ax MiaBuUIIeHi npudausxo B 1,3 pa3a. AHami3 momysiniiHoi papMaKOKiHETHKH HE
BUSIBUB KJIIHIYHO 3HAUYIIO1 Pi3HUII MIXK MAI[iEHTAMU €BPOIICO1IHOT Ta HETPOIAHOI pac.

Topywenns @ynxyii HUpoK

VY nocniKeHHl y MAIi€eHTIB 13 PI3HUM CTYIIEHeM MOpYIIeHHs (YHKIT HUPOK 3MiH IJIa3MOBHUX KOHLIEHTpALIiif
po3yBactatuHy a00 N-IecMEeTHII-MeTa0oIIITy Y 0¢i0 31 CITA0KOI0 YH MMOMIPHOIO HEJAOCTATHICTIO BiI3HAYCHO HE
OyJ10. Y MaLi€HTIB 13 TSHKKUMH MOPYIIEHHAMHU (YHKLIT HUPOK (KJIipeHC KpeaTuHiHy <30 MJj1/XB) M1a3MOBI1
KOHIICHTpaIlii po3yBacTaTHHy OysH B 3 pa3u, a piBHIN-JeCMETHII-METa00IITy B 9 pa3iB BUIIMMH, HIX Y 3T0POBUX
T00poBOIIBIIB. PIBHOBaXKHI M1a3MOBI KOHIIEHTpAIIil pO3yBacTaTUHY y MAIlI€HTIB, K1 MepedyBaloTh Ha TeMOAiali3i,
Oynu mpubu3Ho Ha 50% BHIIUMU, HIXK Y 3JI0POBUX TOOPOBOJIBIIIB.

Topywenus @ynxyii nevinku

VY nmocnimpKkeHHI MAIi€HTIB i3 PI3HUMH CTYNICHSIMH TOPYIICHHS NEYiHKOBUX (PYHKIIN O3HAK IMTiBUIIEHOI €KCIIO3HIIii
po3yBacTaTuHy He OyJI0 BUSBIEHO Y MAIlI€HTIB, CTaH SKUX OIIHIOBaBCA y 7 abo MeHIie 6amiB 3a mkano Yanma-
IT’ro. OgHak y 1BOX Mali€eHTIB, sKi HaOpamm 8 Ta 9 3a mkanoro Yaitna-I1'ro, cucremHa excrio3uiiist Oyna
[IOHAWMEHIIIe BJIBiYi BUIIA, HI)K Y TAIlI€HTIB 13 MeHIIUMU Oanamu. JlocBi 3aCTOCYBaHHS PO3yBaCTaTHHY
MaIieHTaM, CTaH SIKUX OI[IHIOETHCS Y OUTbIe Hixk 9 OamiB 3a mkanoro Yaiia-I1"ro, BincyTHIM

T'enemuunuii nonimopgizm

Posnozin inri6itopis 'MI'-KoA-peaykrasu, B TOMy 4UCIIi pO3yBacTaTHHY, BiIOYBAETHCS 32 YUACTIO TPAHCTIOPTHUX
o6inkiB OATP1B1 ta BCRP. V¥ nauienris i3 reaernunum nonimopdizmom SLCO1B1 (OATP1B1) ta/abo ABCG2
(BCRP) icHye pu3uK miIBUIIEHOI eKCIIO3uIlii po3yBacTatuny. [Ipu okpemux ¢popmax momimopdizmy SLCO1B1
¢.521CC ta ABCG2 c.421AA ekcno3utiist posyBactatuny (AUC) niaBHIlIeHA TOPIBHAHO 13 TEHOTUIIAMHU
SLCOIBI ¢.521TT a6o ABCG2 ¢.421CC. CrientiaiibHe TeHOTUITYBaHHS B KITIHIYHIA IPAKTHIN HE TIepeaoadeHe,
aJie TMaLieHTaM 13 TaKUM MoJiMOp(hi3MOM PEKOMEHY€EThCS 3aCTOCOBYBAaTH MEHIITy 10OOBY 103y npemnapaty Kpecrop.
Jimu

dapMaKOKIHETUYHI TapaMeTpU y JIiTeH 13 TeTepO3UTrOTHOIO CIMEHHOIO TinepxoyiecTepuHeMiero Bikom Bix 10 go 17
POKIB TIOBHICTIO HE BU3HauUeHI. HeBennke mociimpkeHHs (hapMaKkoOKiHETUKN po3yBacTaTHHY (y hopMi TabJIETOK) 3a
y4dacTio 18 marieHTiB AUTAYOrO BiKY MMOKA3aJo, M0 €KCIO3UIis Ipenapary y aiTei noaiOHa A0 eKCro3uIii y
JOPOCIHX TalieHTiB. TakoX pe3yabTaTh CBiAYATh, IO 3HAYHUX BiAXWICHB MPOIOPIIIHO 103aM HE OYiKy€EThCS.

Kainiuni xapakrepucTuku.

Iloka3zannus.

Jlikysanns cinepxonecmepunemii

Jopocnum, miriTkam Ta JiTsaM BikoM Bif 10 pokiB i3 mepBUHHOIO rinepxonectepuneMiero (tumy Ila, B ToMy uuncmi
13 TETEPO3UTOTHOKO CIMEIHHOIO TIMEPXO0JIECTEPUHEMIEI0) a00 3MINIAHOI0 AUCIiMiAeMiero (TUTID) sIK TOTTOBHCHHS
JI0 TIETH, KOJTH JOTPUMAHHS JII€TU Ta 3aCTOCYBAHHS 1HITNX HEMEAUKAMEHTO3HUX 3ac00iB (Hanmpukiaa Qpi3uaHux
BIIPaB, 3HW)KEHHS MacH TUJ1a) € HEJJOCTAaTHIM.



[Tpu roMO3UTOTHIM CIMEHHIH TiepXoJIecTepUHEMIT SIK JOMOBHEHHS 10 JIE€TH Ta 1HIIMX JIiMiJO3HUKYIOUUX 3aC001B
nikyBauHs (Hanpukian adgepesy JIITHIL) abo y Bunaakax, KoM Take JTIKyBaHHS € HEAOPCUHUM.

IIpoginakmuxa cepyeso-cyounHux nopyutetsb

3ano0iraHHs 3HAYHUM CEPIICBO-CYAMHHUM MOPYIIESHHM Yy MAIlIEHTIB, SIKAM, 32 OI[IHKaMH, 3aTPOXKY€ BUCOKUI
PHU3UK MEPILIOTo BUMAAKY CEPIIEBO-CYIMHHOTO MOPYIIeHHS (AUB. po3ail «DapmMakoanHaMiKay), K JTOTIOBHEHHS 10
KOpeKii iHmuX (pakTopiB pU3HKY.

Ilpomunoka3anns.

Kpecrop nporunokasaHuid:

— TaIll€EHTaM 13 MABUIICHOIO YYTJIIMBICTIO JI0 pPO3YBACTaTUHY a00 Oyab-SIKOT 13 JOMIOMIKHHUX PEUOBUH Ipernapary;
— TaIlieHTaM 13 aKTUBHUM 3aXBOPIOBAHHSM MEUIHKH, B TOMY YHCII CTIMKUMHU MMiIBUIIEHHSIMHU CUPOBAaTKOBUX
TpaHcaMiHa3 HEeBiJJOMO] eTioJorii Ta OyAb-IKUMHU ITiIBUIICHHSIMH TpaHCaMiHa3 y CHPOBATIIi, 0 BTPUYI
MEPEBUILYIOTh BEpXHIO Mexy Hopmu (BMH);

— TMaie€HTaM i3 TSHKKHM MOPYIISHHSIM (YHKIIT HUPOK (KIIipeHcoM KpeaTuHiHy <30 Mi/XB)

— MAaIi€eHTaM i3 MIOIIaTI€lo;

— Tali€eHTaM, SIKi 0IHOYaCHO OTPUMYIOTh IUKJIOCIIOPHH;

— B IIepioJ] BariTHOCTI Ta TOAYBaHHS TPYIIO, @ TAKOXK >KIHKAMpETIPOTYKTUBHOTO BiKY; sIKi HE 3aCTOCOBYIOTh
HaJIe’KH1 3ac00U KOHTpALIELIi.

Jo3a 40 Mr npoTHMOKa3aHa MaiieHTaM 31 CXHJIBHICTIO 10 MiomaTii/pabaomionizy.

Jlo dakTopiBTaKOTO pU3NKY HAJIC)KATh:

— TIoMipHe mopyuIeHHs QyHIii HUpoK (KIipeHc KpeaTuHiHy <60 Mi/XB);

— TIOTHPEO3;

— HasBHICTh B 0COOMCTOMY a00 POJMHHOMY aHaMHe31 CIaIKOBUXM SI30BHX 3aXBOPIOBAHB;

— HasBHICTH B aHAMHE31 MIOTOKCHYHOCTI Ha (poH1 3acTocyBaHHs iHIHX iHTiIOITOpiB [ MI'-Kedeaykra3u ado
¢bi10pariB;

— 3JIOB)KMBAHHS aJIKOTOJIEM;

— CUTYyalii, 10 MOKYTb IIPU3BECTH JI0 MiJBUILEHHS KOHIEHTpalii penapary B I1a3Mi KpoBi;

— HAJISKHICTH 10 MOHTOJIO1THO1 pacH;

— CYIIyTHE 3acTocyBaHHs (piOpatiB

(muB. po3ninn «OcoOIMBOCTI 3aCTOCYBaHH Y, AB3aEMOIS 3 IHIIMMU JIIKAPCHKUMH 3ac00aMU Ta 1HIII BUAN
B3aeMOI» Ta «DapMaKOKIHETUK»)

B3aemodia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€MO0Ill.

Bnnue cynymuix npenapamie na po3yeacmamun

Ineibimopu mpancnopmuux 6inkie

Po3syBacraTtuH € cyOcTpaToM Aiisl IeSKAX TPAHCIOPTHUX OUIKIB, B TOMY YHUCIIi TIEYiHKOBOTO TPAHCTIOPTEP
3axoruieHHs: OATP1B1 Ta edarokcHoro Tpancnoprem BCRP. OnHouacHe 3actocyBanHs npenapaty Kpectop 13
JKapChKUMU 3aC00aMH, 110 MPUTHIYYIOTh 1i TPAHCTIOPTHI O17IKH, MOKE TIPU3BOAUTH IO TTiABHUIICHS
KOHIIEHTpaLlill po3yBacTaTUHY B IIa3Mi KPOBI1 Ta 30UIbIEHHS pU3UKY MionaTii (AMB. po3ALIn &110ci0
3aCTOCYBaHHS Ta 103W», «OCOOIMBOCTI 3aCTOCYBaHH», B3aeMOis 3 THIIUMH JTIKAPCHKUMU 3aCO0aMU Ta 1HII BUIH
B3a€EMOIN», TaOIHITIO 2).

Luxnocnopun

V nepioa CynmyTHBOTO 3acTocyBaHHs mpenapary Kpecrop ta nukiocnoputy 3HaueHHss AUC posyBacTaTuHy Oynu
B CEpeIHbOMY TMPUOIN3HO y 7 pa3iB BUIIUMH, HIXK Ti, sIKi CIIOCTEPITaNCs Y 3J0POBUX JOOPOBOJIBIIB (IIHB.
tabnuito 2). Kpectop mpoTtunokasanuii narieHTam, ki OJHOYaCHO OTPUMYIOTh LIMKJIOCTIOPUH (JIUB. PO3ILI «
[TpoTunoxa3aHHsm).

CymnyTHe 3aCTOCYBaHHS HE BIUIMBAJIO HAa KOHIEHTpalii HMKIOCHOPHHY B IJa3Mi KpOBi.

Ineioimopu npomeasu

Xo4a TOUHUH MeXaHi3M B3a€MO/IiT HEBIJOMUM, OJTHOYACHE 3aCTOCYBaHHS 1HT10ITOPIB MPOTEa3n MOKE 3HAYHO
301IBIITYBAaTH €KCIIO3UIIII0 po3yBacTaTHHy (AuB. Tabnwmito 2). Hanpukiiazn, y qociiKeHHI (apMaKOKiHETHKH
oJIHOYacHe 3acTocyBaHHs 10 MT po3yBacTaTHHY Ta KOMOIHOBAHOTO JIIKapChKOTO 3aco0y, 110 MICTUB JBa 1HTi0iTOpU
npoteasu (300 mr arazanaBipy/ 100 MT puTOHABIpY), Y 3I0POBUX TOOPOBOJIBIIIB CYIPOBOKYBATIOCS
niasuieHHIM AUC ta Cpyax po3yBacTaTuHy npuOIn3HO B 3 Ta 7 pasiB BianoBigHo. OHOYACHE 3aCTOCYBaHHS



npenapaty Kpectop Ta geskux koMOiHaIii 1HM10ITOpIB MPOTEa3u MOKIIMBE MICIIs PETeTbHOT0 0OMIpKyBaHHS
KOpeKILii 1031 nmpenapaty Kpectop, BUX0Ag4H 13 O4IKYyBaHOTO 3pOCTaHHs €KCIO3MIIIl po3yBacTaTUHY (JUB. pO3AUIN
«Crnocib 3acTocyBaHHA Ta 103W», «OCOOIUBOCTI 3aCTOCYBaHHY, «B3aeMois 3 IHIIMMU JIIKapCbKUMHU 3ac00aMu Ta
HIII BUJIM B3AEMO/II», TAOIHUIIIO 2).

T'emhibposun ma inwi ninioo3uHudNICyOYI 3ac00U

OnnouacHe 3acTocyBaHHs npenapaty Kpectop ta remdioposuny npuzBoamio A0 3pocTtaHHIAUC ta Cipax
po3yBacTaTuHy B 2 pa3u (AuB. po3ail «OcoOINBOCTI 3aCTOCYBAHHS»).

Buxos14u 13 JTaHUX CHIeMiaTbHUX JOCIIKEeHb, (hapMaKOKIHETHYHO 3HAUYIIO1 B3aeMoii 3 perodiOparom He
OUIKY€ThCS, OJHAK, MOXKJIMBA (hapmMakoanHaMiuHa B3aemois. ['emdiOposun, penodidpar, inmi GpidpaTtu Ta

T TO3HIDKYOU1 103U (> a0o piBHI | 1/100y) HianHy (HIKOTHHOBOI KUCIOTH) 301IBIIYIOTh PU3HK MIOTIATIT IPH
CyMyTHbOMY 3acTocyBaHHi 3 iHribitopamu [ MI'-KoA, fiMmoBipHO, 32 paXxyHOK TOTO, III0 BOHH MOXXYTh CIPUYHHSITH
MiOTIaTiIo, KOJH iX 3aCTOCOBYIOTH OKpeMo/lo3a 40 Mr MpoTHIIOKa3aHa MpH CYIIyTHHOMY 3aCTOCyBaHHI (hiOpaTiB
(muB. po3ninu {Ipotunokazanss» Ta «OcoOIMBOCTI 3aCTOCYBaHHAY). TakuM MallieHTaM TaKO CJiJ MOYUHATH
Teparnito 3 1031 5 MT.

Ezemumi6

OnnovacHe 3actocyBaHHs ipenapary Kpecrop B 1031 10 mr ta e3etumiOy 10 Mr marjieHTam i3
rinepxoJyiecTepuHeMiero mpu3BoaAnio 10 3poctanHs AUC posyBactatuny B 1,2 pan (Tabmuug 2). He moxHa
BUKJIIOYATH (papMaKoIUHAMIYHOI B3aeMO/Ii1 Mixk mpeniapatoM Kpectop Ta e3eTuMiooM, 110 MOKe TIPU3BECTH 110
HeOaxaHuX ABHIL (AUB. Po31ia«OcoOIMBOCTI 3aCTOCYBaHHS)).

Anmayuoui npenapamu

OpHouacHe 3acTocyBaHHs npemnapary Kpectop 13 cycneH3isMUaHTaluaiB, 1110 MICTATh TAPOKCH] allfOMiHit0 a0o
MarHito, 3HIKYBaJIO KOHIICHTpAIlii po3yBacTaTHHY B IUIa3Mi KpoBi mpubau3Ho Ha 50%. Lleii edext OyB MeHII
BHUPaXXEHUM Y pa3i 3aCTOCYBAaHHS aHTAIMIHUX 3ac00iB yepe3 2 roaunu micns npemnapaty Kpectop. Kniniuna
3HAYYIIICTh I1i€1 B3a€EMO/I1i HE BUBYAJIACS.

Epumpomiyun

OnnouacHe 3acTocyBaHHs npenapaty Kpectop ta epurpominuny 3umxyBano AUC posyBactatuny Ha 20%, a C
max— Ha 30%. Lls B3aemozist Moxe OyTH CIPUUMHEHA OCUIIEHOO MEPUCTAIBTUKOI0 KHILIEYHUKY BHACITIIOK JIii
EpUTPOMILIUHY.

@epmenmu yumoxpomy P450
PesynbraTu OCHIKEHB N Vitro Ta in vivo CBiIYAaTh, 0 PO3YyBAaCTATHH HE 1HTIOYE 1 HE CTUMYITIOE 130(hepMEHTH
utoxpoMy P450. Okpim 11bOT0, pO3yBacTaTHH € CIAOKUM CyOCTpaToM IMX 130(pepMeHTIBI akuM YUHOM, B3a€MOII]
3 JTIKapChKUMU 3ac00aMu B pe3yJIbTaTi MeTadoi3My, onocepeakoBanoro P450, He ouikyeThes. He crioctepiranocs
KJIIHIYHO 3HAaYyIIMX B3a€EMOJINH MK pO3yBacTaTHHOM Ta (h1ykoHa3050M (iHriditopodY P2C9 ta CYP3A4) abo
KeToKoHa30JI0M (1HT161TOpoMCYP2A6 Ta CYP3A4).
Bzaemooii, wo sumazaromuv Kopexyii 003u po3ysacmamuHy
[Tpu HeoOXximHOCTI 3acTOCYBaHHS penapaTty Kpectop 3 iHIIMMH JTiKapChKUMU 3aC00aMH, 31aTHUMH TTiABHIIyBATH
eKCIO3M1IIT po3yBacTaTuHY, 103y npemnapaty Kpectop noTpiOHO CKOpUTyBaTH. SIKIIO OYIKY€ThCS, 10 €KCIO3ULILSA
npemapaty (AUC) 3pocte mpuOim3HO B 2 abo Ouibie pasis, 3acTocyBaHHS KpecTopy citijy MOYMHATH 3 TO3U 5 MT
OJIMH pa3 Ha 100y. MakcumanbHy 1000OBY 103y npenapaty Kpectop ciiifj CKOpuryBaTé TakuM YHHOM, 11100
OUIKYBaHa €KCIIO3ULlIs PO3yBaCTaTUHY HE MEpPEBUIIYBala €KCIO3UIIIIO, 1110 BiA3HAYAETHCS pU puiiomi 1031 40 Mr
/mo0y 0e3 3acTocyBaHHs TIKapChKUX 3ac001B, 1110 B3a€MOJIIIOTH 13 MpENnapaToM; HaMpUKIaa, IPHU 3aCTOCYBaHHI 3
remdidbpo3miom go03a Kpecropy cranopurume 20 mr (301IbIIeHHS eKco3uIlii B 1,9 pasa), mpu 3acTocyBaHHi i3
KoMOiHali€ro puToHaBip/aTtazanasip — 10 mr (30ibienHs B 3,1 pasa), [Ipu onHodyacHOMY 3acTOCYyBaHH
[IUKJIOCTIOPHHOM — 5 Mr (301bIeHHs B 7,1 pasza).

Ta0muis 2

BB cymyTHIX JTiKapchKuX 3ac00iB Ha €KCIIO3UIIII0 pO3yBACTaTHHY
(AUC; B mopsiiKy 3MEHILICHHS BEJTMUMHH) 32 OMyOIiKOBAHUMH TaHUMU KJIHIYHUX JTOCIIKESHb

Pexum 103yBaHHS JIIKapCchKOro 3aco0y, 110 Pexxnm no3yBaHHs 3miau AUC
B3a€EMOJII€ pO3yBacTaTUHY po3yBacTaTuny*




HuxnocriopuH Big 75 mr 1Bidi Ha 100y 10 10 Mr onuH pa3s Ha 100y, |1 7,1 paza

200 mr aBivi Ha 700y, 6 MicAIIiB 10 guiB

Atazanagip 300 mr/putonasip 100 mr oguH 10 mr, ogHOpasoBa no3a |1 3,1 pasza

pa3 Ha 100y, 8 aHiB

Cumenpusip 150 mMr onun pa3 Ha 100y, 7 aaiB | 10 mr, oqHOpa3oBa go03a |1 2,8 pasa

Jlominagip 400 mr/patonasip 100 mr aBivi Ha |20 Mr oguH pa3 Ha 100y, |1 2,1 pa3a

no0y, 17 auiB 7 nHIB

I'emdi6po3un 600 Mr aBivl Ha 100y, 7 THIB 80 mr, omHOpazoBa mo3a |1 1,9 paza

Entpombonak 75 mr onuH pa3 Ha 100y, 5 aniB |10 mr, ogHopaszosa no3a |1 1,6 pa3a

Hapynagip 600 mr/patonasip 100 mr nBiui Ha |10 mMr oguH pa3 Ha 100y, | T 1,5 paza

o0y, 7 nHIB 7 nHIB

Tunpanasip 500 mr/putonasip 200 mr aBiui Ha | 10 Mr, onHOpa3oBa qo3a |1 1,4 pasa

o6y, 11 guiB

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

ITpakonazon 200 Mr onuH pa3 Ha 100y, 5 aHiB |10 Mr, omHOpa3oBa qo03a |1 1,4 paza **

Ezerumi6 10 mMr oquH pas Ha 100y, 14 nHiB 10 mr onuH pa3 Ha 100y, |1 1,2 paza **
14 nuis

®ozamnpenasip 700 mr/putonasip 100 mr 10 mr, ogHOpa3oBa 1032 |«

nBiuil Ha 100y, 8 NHIB

Anermitazap 0,3 mr, 7 IHIB 40 mr, 7 guiB —

Cumimapun 140 mr Tpudi Ha 100y, 5 THIB 10 mr, ogHOpa3oBa 103a |«

denodidbpar 67 mr Tpudi Ha 100y, 7 IHIB 10 mr, 7 qHiB >

Pudammnin 450 mr onuH pa3 Ha 100y, 7 IHIB 20 Mr, ogHOpa3oBa Jo03a |«

Keroxonazon 200 mr aBiui Ha 100y, 7 AHIB 80 mr, onHOpa3oBa 103a | <>

dykonazon 200 mr oauH pa3 Ha 100y, 11 aHiB|80 Mr, oqHOpa30Ba A03a |«

Eputpominma 500 Mr 4oTHpH pasu Ha 100y, 80 mr, onHopaszoBa no3a || 20%

7 nHIB

Baiikanin 50 Mr Tpuui Ha 100y, 14 nHiB 20 mr, ogHOpasoBa no3a || 47%

* JlaHi, mpeJICTaBJIEH] K 3MiHa B X pa3iB, SBJISAIOTH COOOO CIIBBIJHOLIECHHS MK 3aCTOCYBAHHSAM PO3YBACTaTUHY Y
KoMOiHarii Ta okpemo. JlaHi, mpeacTaBieHi y BUIIIsIAL % 3MiHH, SBISIOTH CO0010 % PI3HUINIO BIJHOCHO MOKAa3HHUKIB
IIPY 3aCTOCYBaHHI pO3yBacTaTHHY OKPEMO.

301IbIIEHHS TO3HAYEHO 3HAYKOM T, BIICYTHICTh 3MiH ¢<-8MEHIICHHS — | .

** By1o mpoBeAeHO KUIbKa AOCIIHKEHb B3aEMO/IIT TP Pi3HUX J103ax mpenapary Kpecrop, B Tabnuio1ano
HaANO1IBII 3HAYYIIE CITiBBIIHOIICHHS.

Bnaue pozysacmamumny na cynymmi nikapcoki 3acobu

Anmaeonicmu gimaminy K

Sk 1 mozo iHmux iHriditopis 'MI'-KoA-peaykrasu, Ha moyaTKy 3acTocyBaHHs npenapary Kpecrop abo npu
MiBUIICHHI HOTO 1031 y MAIIE€HTIB, sIKI OTHOYACHO 3aCTOCOBYIOTh aHTaroHicTH BiTaminy K (Hanpuknazn Bapdapun
a0o0 1HIINK KyMapUHOBUN aHTUKOATYJISTHT), MOXKJIUBE MABUILEHHS M1)XKHapOIHOr0 HOPMaJli30BaHOTO
cniBBinHomenHs (MHC).[Tpununenns 3acrocyBanns npemnapaTy Kpectop abo 3MeHIIEHHS HOTo 103U MOXKe
npu3BecTH 110 3HmwKeHHT MHC. V takux Bunagkax 6axxanuit Hanexuuit moHiTopuar MHC.

Ilepopanvui konmpayenmusu/2opmonozamicna mepanis (1'37)



OnHouacHe 3acTocyBaHHs npenapary KpecTop Ta nepopajibHUX KOHTPALENTHBIB MPU3BOIUIIO JI0 MiABUILECHHS
AUC eruHinectpaaiony ta Hoprectpeny Ha 26% Tta 34% BinnoBinHo. Take MiaBUICHHS IIA3MOBUX PiBHIB KPOBI
CJIiJ1 BpaXxoBYBaTH MPH MiI00pi A03U MEpOpaibHUX KOHTpalenTuBiB.[aHuX 1010 ¢papMakoKIHETUKH MPEnapariB y
MAIE€HTIB, SIKi OAHOYAcHO 3acTocoBYIOTh Kpectop ta I'3T, Hemae, ToMy He MOYKHA BUKITIOYATH TTOAIOHOTO e(eKTy.
Opnnak KOMOiHaIlIS HIIMPOKO 3aCTOCOBYBAJIACS KIHEM B paMKaXxX KIIHIYHUX AOCTIIKEHB 1 mepeHocumacs 1oope.
Inwi nikapcoki 3acobu

3a JaHUMH clieliadbHUX JOCTIKEeHb B3a€MO/II1 KIIIHIYHO 3HAUYIIOT B3a€MO/IIi 13 TUTOKCUHOM HE OUiKY€ThCS.
Jloninasip/pumonagip

VY (apmakosaoriyHoMy IOCIIIKEHHI CYIyTHE 3acTocyBaHHs KpecTopy Ta KOMOIHOBaHOr 0 npenapary, 1o MiCTHB
nBa iHri0iTOpHM MpoTeasu (jominasip 400 mr/ puronasip 100 mr), y 310pOBUX JOOPOBOJIBIIIB ACOLIIOBATIOCS 3
NPUOJIU3HO IBOPA30BUM Ta I’ ITUPA30BUM 30UIbIICHHAM MOKa3HUKIB PiBHOBAXKHOT0 AUC(0.24)Ta Ciyax LIS
pO3yBacTaTuHy BiAmoBigHO. B3aemonis Mix Kpectopom Ta iHImmMM iHribiTOpamMu MpoTeasn He BUBYAJIACK.

Himu

JocmimKkeHHsT B3aeMOJIi1 MPOBOAMIIHCS JiHIe y fopociux. CTyniHb B3aeMOii y JiTel HEeB1TOMHUIA.

Ocobueocmi 3acmocy8anHs.

Bnaue na nupku

[TpoTeinypist, BUsIBIIEHA Y pe3yJIbTaTi aHAII3Y 3@ TECT-CMYKKaMH Ta MEPEBAKHO KAaHAIBIIEBOTO TTOXOKEHHS,
criocTepiranacs y maii€HTiB, AKi JiKyBaaucs BUIIUMHU go3amu Kpectopy, 30kpeMa40 mr, 1y OLIBIIOCTI BUMAIKIB
OyIia THM4YacoBor0 abo nepepuByactoro. [IpoTeinypist He Oya mepeBiCHUKOM TrOCTpoi abo mporpecyrodoi
xBopoOu HUPOK (auB. po3ain «[1obiuni peakii) YacToTa MOBiIOMIIEHb PO CEPHO3HI ABUIIA 3 OOKY HUPOK Y
MIOCTMAapPKETUHTOBUX JTOCIIIDKEHHSX BUIIA MTPH 3aCTOCyBaHHI 1034 40 MT.Y mami€eHTiB, sK1 IpUiMaroTh penapar y
1031 40 Mr, B XO1 CIIOCTEPEKEHHSI CIIi PETYIISIPHO MEPEBIPATH (PYHKIIIFO HUPOK.

Bnaue na ckenemmuy myckyramypy

[TopymuieHHs 3 60Ky CKEeTEeTHOI MyCKYyIaTypH, HallpUKIIal Miairis, Miomnaris Ta 3piika pabIomionis, cnocTepiraiucs y
NAaIi€eHTiB, ki npuiiManu Kpecrop y Oyap-akux mo3ax, ocodnmmBo Oinbie 20 mr. [TooanHoki BUMmagky padbroMionizy
BiJ[3HaYaIIMCA MIPH 3aCTOCYBaHHI e3eTuMiOy y KombOiHaii 3 iHribitopamu [ MI'-KoA-penykrazhle moxHa
BUKJIIOYATH MOXKIIUBICTH (hapMaKoAMHAMIYHOT B3aeMoii (IuB. po3aikB3aemMois 3 iHIITMMH JTiKapCHKUMHU 3aC00aMU
Ta 1HII BUJIM B3a€EMOIiiD), a TOMY TaKy KOMOIHAIIIO CITiJ] 3ACTOCOBYBATH 3 00CPEKHICTIO.

Sk 1 mpu 3acrocyBanHi iHmmX iHri0iTOpiB ' MI'-KOA-penykrasu, 4acToTa MmoBiJOMICHb PO BUTIAJIKH
pabaomionizy, MOB’s13aHOTO 13 3acTocyBaHHAM KpecTopy, y MOCTMapKeTHHTOBOMY Tepiofi Oyia BUIOIO MPpH 031
40 mr. € MoBiIOMIICHHS TTPO PIKICHI BHITAIKU IMyHOOTIOCEPEAKOBaHOI HEKPOTHU3YIOUO1 MiOTIATIi, 10 KIIIHIYHO
MPOSIBIISIETHCS CTIMKOIO MPOKCU3MATIBHOIO M S30BOI0 CIA0KICTIO 1 MiJBUIIICHHSM PiBHS CUPOBAaTKOBOT
KpeaTWHKIHA3M, ITi]] Yac JIIKyBaHHA a00 Micis MPUITMHEHHS JIIKyBaHHS CTaTHHAMM, BKIIIOYAal0OYH pO3yBacTaTuH. B
TaKoMy pa3i MOXKyTh OyTH HEOOX1THIUMH T0JIaTKOBI HEHPOM SI30B1 1 CEPOJIOTIYH1 JOCHIKEHHS, TIKYBaHHS
IMYHOCYIIPECUBHUMH TTpETIapaTaMH.

Pisenv kpeamunxinasu

PiBens kpearunkinazu (KK) He ciin BumiproBaTy micis 3HaYHUX (i3WIHUX HAaBaHTAKEHb a00 32 HASIBHOCTI
MOJKJIMBUX aJbT€PHATUBHUX NpuuMH miaBuiieHHsa KK, 1m0 MoxXyTh yCKIaHIOBaTH 1HTEPIpPETAaLi0 Pe3yIbTaTiB.
SAxmo Buxigni pieHi KK 3nauno migsumeni (>5 pa3is Bume BMH yipotsrom 5-7 aHiB He00XiTHO 3p00HTH
MOBTOPHUI aHai3, 00 MIATBEPAUTH pe3yIbTaTh. SIKIIO pe3yabTaT HOBTOPHOI'O aHAJI3y MiATBEPAXKYIOTh, 1110
Buxijnae 3HaueHHs KK Oinbme Hixk B 5 pasi nepesunrye BHM, 3acTocyBaHHS npenapary MOYHMHATH HE CITIT.
Ilepeo nouamkom nikysanms

Kpectop, sk i pemrry iaridiTopiB MI'-KoA pemykraswm, cinij 3 00epeKHICTIO MPU3HAYATH MAI[l€HTAM GXHIIbHICTIO
1o Mionatii/padaomionizy/lo GpakTopiB TAaKOTO pU3HKY HAJTIEKATh:

— HOpYILIEHHS PYHKI[IT HUPOK

— TIMOTHPEO3;

— HasBHICTBh B 0COOMCTOMY a00 POJMHHOMY aHAMHE31 CIIaJKOBUX 3aXBOPIOBaHb M’ S3iB;

— HasBHICTh B aHAMHE31 MIOTOKCUYHOCTI Ha (poH1 3acTocyBanHs iHIMX 1HTi0iTOpiB [ MI'-K0OA peaykrazu a6o
¢bibpartis;

— 3JI0B)KMBAHHS aJIKOTO0JIEM;

— BIK > 70 poKiB;



— cUTYyallii, 1110 MOKYTb IPU3BECTH JI0 MiJBUILEHHS PIBHIB Mpenapaty y mia3Minus. po3aiin «Crocid
3aCTOCYBAHHS Ta JJ03W», «B3aeMoIis 3 IHITMMH JTIKApChKUMU 3aC00aMH Ta 1HIIII BUAHM B3a€EMOII» Ta
«DapMaKOKIHETHKAY);

— CYIIyTHE 3acTOCYBaHHA (i0partiB.

V Takux Mami€eHTiB MOB’A3aHUH 13 JIIKYBaHHIM PU3HMK MOTPIOHO OLIHIOBATH, NOPIBHIOIOYM 3 OUIKYBAaHOK KOPHUCTIO;
TaKOK PEKOMEHTy€ThCS KIIIHIYHUN MOHITOpHHT SIKIIo BuxiaHi piBHi KK 3HauHO migBumeni (>5 pasis Bume BMH),
JIKYBaHHS OYMHATH HE CIII.

B nepioo nixkyeanus

[TarieHTIB CIIiJ MOMPOCUTH HETAHHO MOBIAOMIISTH PO M’ S30BUM O1J1b, ClIa0KicTh 400 CYyJOMH HEBiJIOMOi €Ti0JOri1,
0COOJIMBO SIKIIIO BOHU CYITPOBOIKYIOTHCS HE3MYKaHHAM 200 JIMXOMAHKOI0.Y TaKUX IMAIi€HTIB TOTPIOHO
BumiptoBatu piBHI KK. 3acTrocyBanns npenapaty ciiJi npunuHuTH, ko piBHi KK 3HauHO miasuieHi (>5 x pa3iB
Bunie BMH) a6o skio cuMmnromu 3 60Ky M’s31B TSDKKI Ta CIIPUYUHSIOTH MOJICHHUH TUCKOMGOPT (HABITH SIKIIO
piBHi KK <5 x BMH). Ypa3i 3HuKHeHHs cuMOTOMIB Ta noBepHeHH: piBHA KK 10 HOpMM MOKHA TOHOBUTH
Teparriro penaparoM Kpecrop abo anprepHaTuBHUM iHTiIOiTOpoM ['MI'-K0OA-peaykra3u y HaliMeHIIii 1031 Ta i
peTenbHUM HarasaoM. Perymnspro nepeBipsitu piBHi KK y acumnTromaTHuHux maiieHTiB HeMae noTpebu.yxe
P1IKO TOBIIOMIISIIOCS TIPO BHITAJKU iIMyHOOTIOCepeAKOBaHO1 HekpoTu3yrouoi mionarii (IOHM) mix wac abo micist
Teparii cTaTHHAMHU, B TOMY 4ucii po3yBacTatuHoM. Kiiniyaumu nposiBamu IOHM e cnaGkicTh MpOKCHMaIbHUX
M’sI31B Ta MiABHUIIEHHS PiBHS KPEaTHMHKIHA3M y CUPOBATII], 1110 30€piracThesi HABITh MIiCIIs IPUITUHEHHS
3aCTOCYBaHHS CTaTUHIB.

Y KIHIYHHEX JTOCHIDKSHHIX HE OyJI0 OTPUMAHO J0KAa3iB MiABUIICArO BIUIMBY HAa CKEJICTHY MYCKYJIaTypy y
HEBEJIMKOI KUIBKOCTI MAIli€HTIB, sK1 npuitmanu Kpectop Ta cymyTHi npenapatu. OHaK MiIBUIIEHHS YaCTOTH
MiO3HTY Ta MiomaTii Bil3HAYAIOCS Y MAIi€HTIB, sKi npuitManu i inriditopu ['MI'-KoA-pexykrasu pazom i3
noXigHUMH (PiOPOEBOT KUCIOTH, B TOMY YUCIHI reM(piOpO3UIOM, IIUKIOCIOPUHOM, HIKOTUHOBOIO KHCIIOTOIO,
a30JbHIMH POTHTPUOKOBUMH TpenapaTaMH, iHri0ITOpaMu poTeasu Ta MaKpOJIiJTHUMH aHTHOI0THKaMHU.
['emdiOpo3m migBUILYE pU3HMK MIOMATIi IPU CYMMyTHROMY 3aCTOCyBaHHi 3 AesikuMu iHTi0iTopamu ' MI'-KoA. Tomy
3acrocoByBaTd Kpecrop y komOiHarlii i3 rem¢iOpo3nioM He peKOMEHIY€eThCsl. KoprcTh mogabmioi 3MiHN piBHS
JiniAiB mpu 3acTocyBaHHI penapary Kpectop y kombiHarii i3 pibpaTamu abo HialluHOM MOTPiIOHO PETENBHO
3Ba)KYBATH IOPIBHSHO 13 MOTCHIITHIMHU PU3UKAMH, TTOB’SI3aHAMH 13 3aCTOCYBAaHHSAM TakuX KoMOiHamid. J{o3a 40
MT MPOTUIIOKA3aHa MIPU CyMYTHROMY 3aCcTOCYBaHHI (hi0patiB (IuB. po3ainn«B3aemois 3 IHIIUMHE JTiKapCHKUMU
3aco0amu Ta iHII BUIU B3aeMoii»Ta «[100iuHi peakii):

KpecTop He ciia 3acToCOBYBaTH MAlliEHTaM 13 TOCTPUMH, CEPHO3ZHUMHU CTaHAMH, 110 CBIYATh PO MiOMaTio ado
MOJKJIMBICTh PO3BUTKY HUPKOBOI HEOCTATHOCTI BHACIIIOK pabIoMioNi3y (TaKHX, K CEINCHC, TIMOTEH31s, 3HaYHE
Xipypriuie BTpy4yaHHs, TpaBMa, TSHKKI MeTa0OMi4HI, eHAOKPUHHI Ta eEKTPOIITHYHI PO3Naan a0 HEKOHTPOJIbOBaH1
CyJIOMH).

Bnaue na neuinky

Ski 1 iami i#ribiTopu I'MI'-KoA-penykrasu, Kpectop ciin 3 00epexHiCTIO 3aCTOCOBYBATH TMAIlieHTaM, sKi
3JI0B’KUBAIOTh AJIKOT0JIEM Ta/ab0 MarOTh B aHAMHE31 3aXBOPIOBAHHS ITEUIHKH.

PexomeHnnoBaHO mepeBipsATH 010XiMiUHI MOKA3HUKK (YHKIIIT IEUiHKK TIepeT MOYaTKOM JIIKYBaHHS Ta yepe3 3 Micsili
notromy. 3acTocyBaHHs npenapary Kpectop ciil npunMHUTH a00 3MEHIINTH 103y, SKIIO PIBEHb TPAaHCAMIHA3 Yy
CHpOBATIIi OUITBIIIE HIK BTPUYI MIEPEBHIIY€E BEPXHIO MEXY HOpMHU. HacToTa MOBiIOMIICHb PO CEPIO3HI SBUIIA 3
00Ky meuiHKH (MepPeBasKHO MPO MiABUIICHHS PIBHA TpaHCaMiHa3 MEYiHKU) MIiCIspeecTpanifnoMy epiofi Oyna
OLTBIIIOIO TIPH 3acTOCyBaHHI 1031 40 MT.

V nani€eHTiB i3 BTOPUHHOIO T1IIEPX0JIECTEPHUHEMIEI0, 3yMOBIICHOIO TIIOTHPE030M a00 He(POTUUYHUM CHHAPOMOM,
CJIiJT CTIOYATKy BHJIIKYBaTH OCHOBHY XBOpOOy, IEpII HiX IMOYWHATH Tepatnito npenapatom Kpecrop.

V nicaspeecTpauiiHoMy nepiofi 3piJKa MOBIIOMIISIIOCS PO JIETadbHI a00 HeNleTaabH1 BUMAKHU MEYiIHKOBOT
HEIOCTAaTHOCTI y TAIi€HTIB, SKi MPUAMaIN CTATUHH, B TOMY YHCJIi po3yBacTaThH. SIKIo Ha (OHI JTiKyBaHHS
npenapatoM Kpectop po3BUBaEeThCs CepiO3HE ypa)KeHH MEYIHKH 3 KJIIHIYHOK CUMIITOMaTHKOIO Ta/abo
rinepOinipyOiHEMIErO UM KOBTSHUIICIO, HETallHO MPUITUHITH IPUAOM Tpenapary. Ko iHII TPUYHHA He
BUSIBJICHO, HE TIOHOBJIIOITE JTIKyBaHHS npenaparoM Kpectop.

Paca

JocnimkenHs hapMaKOKIHETHUKHU CBiAYaTh PO 3pOCTAaHHS €KCIO3MIII] Y MaI[ieHTiB MOHTOJI0iHOT pacu MPUOIU3HO
BJIBiYi TIOPIBHSHO 3 €BponeHIsiMu. I TaKUX MaIi€HTIiB He0OX1THAa KOPEKITis J03yBaHHs npenapaty Kpectop (nus.
poznim «Cnocid 3acTocyBaHHA Ta 103W», «IIpotunokazanus» ta «PapMakokiHeTHKa»). s maLieHTIB a3iicbKol



pacu noyartkoBa j103a Kpectopy noBunHa Oytu 5 mr. IlifBuieHa KOHIIEHTpallis po3yBacTaTUHY B IU1a3Mi Oyia
NOMiYeHa y a3iiChKUX MaIi€eHTiB (IuB.po3ais «OcobmmBocTi 3acTocyBaHHs» Ta «PapmakokiHeTnkay. Cii B3sTH 10
yBaru 30UIbIIEHY CUCTEMHY €KCIO3UIIIIO MPH JTIKyBaHHI Malli€HTiB MOHTOJIOTAHOI pacH, Y SKHX
rirnepxoJyieCTepUHEMIsi He KOHTPOIIOETHCS aACKBATHO 03aMu 10 20 Mr.

Ineibimopu npomeasu

[TigBuieHa cucTeMHa eKCIIO3UIIis 0 PO3YBAaCTaTHHY CIIOCTEPITraacs y ocid sIKi 3aCTOCOBYBAJIM PO3YBAaCTATHH
CYITyTHBO 13 pI3HUMH 1HT10iTOpaMH MIPOTEa3u y MOE€JHAHHI 13 puTOHaBIpoM. CiiJi OOMIpKYBaTH SIK KOPUCTH BiJl
3HWKEHHS PiBHS JIIIIB 3a 1ormoMoroto npenapaty Kpecrop y namienTis i3 BUJIL, ski oTpumMyroTh iHTiIOITOpH
MpOTeasu, TaK 1 MOXJIUBICTD MiJBUIIICHHS KOHIIEHTPAILlii pOo3yBacTaTUHY Yy MJIa3Mi KpPOBi Ha MOYATKY Teparlii Ta Ipu
miaBHIEeHH] 1031 KpecTopy y mari€eHTiB, ki OTpUMYIOTH iHT10iTOpH npoTeasu. OHOYaCHE 3aCTOCYBaHHS
npenapary 3 iHridiTopaMu IpoTeasu He peKOMEHIYEThCs, Ko 103a KpecTopy He ckopuroBana (IuB. po3/ii
«Crmioci0 3acTocyBaHHS Ta 103U»Ta «B3aeMoIist 3 IHIIUMU JIIKAPCHKAMHE 3aCO0aMHU Ta 1HIII BHINA B3a€EMOTIH»
Henepenocumicmu nakmosu

[TamienTaMm i3 piAKICHIMU CIIaJJKOBHMH IPOOJIEeMaMy HETIEPEHOCHUMOCTI TajlakTo3H, AedinuToM akrasu Jlanma
a00 TITI0K030-TaJaKTO3HOI0 ManbabCcopOIIier0 HE CITiJT 3aCTOCOBYBATH L€l Tpernapar.

Inmepcmuyianvha xéopoba nezens

[Tin yac 3acTocyBaHHS AESIKUX CTaTHHIB, 0COOJIMBO MPH TPUBATIOMY JIIKYBaHH1, TOB1IOMIISLIIOCS PO BUHATKOBI
BUIIAJIKU THTEPCTHUIIABHOT XBOPOOH JiereHb (TUR po3aut «I1o6iuHi peakiip Jlo mposBiB i€l XBOPOOH MOXKHA
BIJTHECTH 3a/IMIIKY, HETIPOAYKTUBHUI KalllesIb Ta 3arajibHe MOTIpIIEHHLTaHy (CTOMIIOBaHICTh, 3HM)KEHHS MacH
TiJIa Ta rapsdka). Ypasimiao3py Ha IHTepCTHIIATbHY XBOPOOY JIeT€Hb 3aCTOCYBAaHHS CTATHHIB CJIiJ IPUITHHUTH.
Llyxposuii diabem

Jlesiki GpakTH CBigUaTh, IO CTATUHM, MiIBUIIYIOTH PiBEHB TIIFOKO3H B KPOBIi Ta Y JACSKHX IMAIlI€HTIB, TKUM 3aTPOXKYE
BHUCOKHUH PU3HUK PO3BUTKY AiabeTy B Mail0yTHHOMY, MOXKYTh CIPUUYHHSITH TIIEPIIIIKEMII0 TAKOTO PIBHS, 32 IKOTO
HEeOoOXiJJHEe HAJIeXKHE JTIKyBaHHS niabery. L{1o 3arpo3y, ofHaK, IEpEeBUILY€E 3HIKCHHS PU3UKY CYJUHHUX MTOPYIICHb
IIPY 3aCTOCYBAHHI CTaTUHIB, 1 TOMY BOHA HE Ma€ OyTH IiJCTABOO JUIsl IPUITMHEHHS Teparnii cTaTUHAMU. 3a
Narie€HTaMu IPYITH PU3KUKY (PiBEHB TIIFOKO3W HaTINE 5,6-6,0 MMois/i1, IMT >30 Kr/® miBUIIEHHIA PiBEHb
TPUTTILEPUIiB, apTepialibHa TiMepTeH31s1) CIiJ] BCTAHOBUTH SIK KIIIHIYHHIMA, TaK 1 610XIMIYHIRDHTPOIIb 3T1IHO 13
HaIlOHAIbHUMH KEePiBHUIITBAMHU.

VY nocnimxenHi JUPITER 3apeecTtpoBaHna 3arajibHa yacToTa IyKpOBOIo AiabeTy craHoBMiaa 2,8% y rpymi npuiiomy
posyBactatuny Ta 2,3% — y rpymi mianedo, mepeBa)xHo y Mallie€HTIiB i3 piBHEM TIIIOKO3H HaTIIE Bix 5,6 10 6,9
MMOJIB/JI.

Sk 1 momo inmmx inriditopiB 'MI'-KoA-penykrasu, mpu 3aCTOCYyBaHHI pO3yBaCTaTHHY CIIOCTEPIraiocs 3pOCTaHHS
HbAlc Ta piBHIB IITIOKO3U y CHPOBATIIi KPOBi. B 1edkux Bumaakax i MOKa3HUKH MOXYTh TIEPEBUIIYBaTH
rpaHUYHE 3HAYCHHS IS IIarHOCTHKH IyKPOBOTO Aia0eTy, HacamMIiepe 1 y MaIi€HTiB 3 BACOKUM PU3HKOM PO3BUTKY
niabery.

VY KITHIYHEX TOCTiKEHHIX OyIi0 moka3aHo, mo Kpectop sik MOHOTepartis He CIpHYUHSIE 3HUKEHHS 0a30B01
KOHIIEHTpAIlli KOPTU30Jy TJIa3MU KPOBI 1 HE BIUIMBAE HA pe3epB HATHUPKOBUX 3a1103. HeoOxinHa 00epexHICTh y
pa3i 0JIHOYACHOTO 3aCTOCYBaHHS mpenapary Kpecrop Ta iHIINX JIIKApChKUX 3ac00iB, 3JaTHUX 3HIKYBATH PIBHI UM
aKTHBHICTh €HJIOTEHHUX CTEPOIAHUX FOPMOHIB, HAIIPUKJIIA KETOKOHA30JTy, CIIIPOHOJIAKTOHY Ta IIUMETUANHY.
Jimu

Ouninka niHiiiHOTO pocty (3pict), Macu Tina, IMT (iHaekcy Macu Tisa) Ta BTOPMHHUX XapaKTEePUCTHK CTATEBOIO
no3piBanHs 3a TaHHepoM y aiteit BikoM Bix 10 mo 17 pokiB, siki mpuitMaiy po3yBacTaTuH, 0OMEXeHa IepioIoM
TpuBaicTio 1 pik. [Ticas 52 TuxkHIB AOCTIIKYBaHOTO JiKyBaHHS >KOJAHOTO BIUIMBY Ha picT, Macy Tina, IMT a6o
CTaTeBE JIO3piBaHHS BUSBJICHO He Oyio. (muB. po3ain «DapmakoanHaMikay). JIoCBiA KIIIHIYHUX JOCTIKEHb
3aCTOCYBaHHS MpenapaTy AiTsIM Ta MijulikaMm 0OMeKeHUH, 1 TOBroTpuBaii e()eKTH 3aCTOCYBaHHS PO3YBaCTaTHHY
(>1 pik) Ha cTaTeBe AO3piBaHHS HEBIAOMI.

VY KIIHIYHOMY JOCTIIKEHH1 y JiTeH Ta miAJIITKIB, SKi IpUHMaI po3yBacTaTUH MPOTITOM 52 THXKHIB, MiABUILIEHHS
piBast KK >10 pasiB Bume BHM Tta cumntomu 3 60Ky M’s13iB Ticiist (i3MYHOTO HABaHTa)KEHHS a00 MiABHIIICHOT
(b131YHOT aKTUBHOCTI CIIOCTEPIraircs YacTillle MOPIBHIHO 3 TAaKUMU Y Jopochux (auB. po3ain “TloGiuni peakiii”).

3acmocysanns y nepioo eazimnocmi abo 200y8anHs 2pyooio.
Kpecrop nporumnoka3anuii B Iepio/] BariTHOCTI Ta TOJAyBaHHS TPYUIIO.
JKiHku, penpoayKTUBHOTO BIKY MOBUHHI BUKOPHUCTOBYBATH HAJICXKHI 3aCOOM KOHTpPAIICTIIii.



OCKUIbKM XOJIECTEPHH Ta 1HIII MPOAYKTH O10CHHTE3Yy XOJIECTEpUHY BIJIrparoTh ICTOTHY POJIb Y PO3BUTKY IIOJA,
noTeHuIHuM pusmk BiJ npurdiyeHHs I MI'-KoA-penykra3u nepeBuiilye KOpUCTb B1Jl 3aCTOCYBaHHs IIpenapary B
nepiof BaritHocTi. JlaHi TOCTHiPKeHb Ha TBApUHAX I10/I0 TOKCUYHOTO BILTUBY HA PENPOAYKTUBHY (DYHKIIIIO
oOMesxeHi. SIKIIo mamieHTKa 3aBariTHi€ B TIEPio]] 3aCTOCYBaHH IbOTO MPETapary, JIKyBaHHS CITiJ HEraiHO
HPUITUHUTH.

OCKUTBKH 1HITUH JIIKApChKUN 3aci0 IHOT0 KIIACy MOTPAIUISIE y TPYIHE MOJIOKO JIFOJIMHU Ta BPaXOBYIOUH, IO
iuribitopu ' MI'-KoA-penykrazu MOXXyTh CIPUYHHSITH CEPHO3HI HeOakaHi peakilii y HEMOBIIAT, )KiHKaM, SKi
noTpeOyIOTh JTIKyBaHHS mpernapaToM KpecTtop, citiji peKOMEeHIyBaTH yTpUMATHCS BiJ TOyBaHHS Tpyaatollannx
111010 MPOHUKHEHHsI Mpenapary B rpyAHE MOJIOKO Y JIOJUHU HeMae (TuB. po3aii « IpoTumnokazanHs»).

30amuicmo enaueamu Ha WEUOKICMb pearyii npu Kepy8anHi agMompancnopmom abo iHuUMU Mexanizmamu.
JlocmimkeHHs BIUTMBY npernapaty KpecTop Ha 31aTHICTh KepyBaTH aBTOMOOLIEM Ta MPAIOBATH 3 MEXaHI3MaMHu He
npoBoawincs. OfHaK, 3 oIy Ha papMakoJUHAMIYHI BIACTUBOCTI MIpenapary, MajoiMoBipHo, o Kpectop
YHHUTUME BIUIMB Ha TaKy 3JaTHICTh. [Ipy KepyBaHHIaBTOTPaHCIOPTOM a00 poOOTi 3 IHIIUMH MEXaHi3MaMH CIIiJT
BPaxOBYBaTH MOJIMBICTh 3alIaMOPOUYEHHS B MIEP10/1 JTIKYBaHHS.

Cnocio 3acmocysanna ma 003u.

[Tepen moyaTKOM JTIKyBaHHS MALI€HTY CIIiA MPU3HAYUTH CTAHJAPTHYTIOX0JIECTEPUHEMIUHY TETY, SIKOT BiH
MOBUHEH JOTPUMYBATHCA 1 POTATOM JTiKyBaHHs. [lo3y ciix migdupaTy iHAUBITYalbHO 3aJIeXKHO BiJl METH Teparii
Ta BI/MIOBI/Ii MAIiEHTA HA JIIKYBaHHS, KEPYIOUNCHh PEKOMEH/IAIISIMU TIOTOYHUX 3araIbHONIPUIHHATHX KEPIBHHUIITB.
[Tpemapat Kpecrop MokHa npuiiMatu y Oyib-sIKUii 9ac THS, HE3aJIEKHO BiJl IpUHOMY XKi.

Jlikysanns cinepxonecmepunemii

PexomeHj0BaHa MoYaTKOBa J103a CTAHOBUTH 5 a00 10 Mr nepopajibHO OJIMH pa3 Ha J00Y SK JJIs Malli€HTIB, AKi
paHile He 3aCTOCOBYBAJIM CTaTHHH, TaK 1 MEPEeBEICHUX HA Mpemnapart 3 npuiiomy iHmoro inridirop ' MI'-KoA-
penyktasu. [Ipu BuG0Opi moyaTkoBOi 103M €11 BpaXOBYBATH PiBHI XOJECTEPUHY B KOXKHOTO OKPEMOTO MallieHTa Ta
PH3HK CEepIEBO-CYAHMHHUX MOPYIICHb y MallOyTHbOMY, a TAaKOKMUMOBIPHICTh PO3BUTKY HeOa)kaHUX peakiii 3a
HEOOX1THOCTI MiIBUIILYBATH 103y O HACTYIHOTO PiBHs MOXHA yepe3 4 THxkHI (AuB. po3aixdPapMakoIuHAMIKa)).
3 orysay Ha Te, 0 Ha OHI 3aCTOCYBAaHHS Ipernapaty B 1031 40 Mr HeOakaHi peakilii BAHHKAIOTh YaCTille, HiX MpU
MEHIINX 033X (auB. po3aidlo6iuni peakiii), 0ocTaTO4HO TUTPYBATH J03Y A0 40 MT BapTO JUILE MAI[iEHTaM 13
TSDKKOIO TIIEPXOJIECTEPUHEMIEIO Ta BUCOKHM PH3UKOM CEPIIEBO-CYTUHHHX MOPYIIEHb (30KpeMa y XBOPHX i3
CIMEIHOIO TIMEPXOJIECTEPUHEMIEI0), Y IKUX HE BAJI0Cs JOCATTH METH JIIKYBaHHsI PHU 3aCTOCyBaHHi 1034 20 MT 1
AK1 IepedyBaTUMYTb M1J1 PETYJISAPHUM Haryia1oM (IuB. po3auxOcobnuBocTi 3acTocyBaHHM). Ha nmouatky
npuiioMy npenapary y 1031 40 Mr peKkoOMeHI0BaHUI HATJISIT CIIEIIaliCTIB.

3anobicanusn nopyueHuam 3 60Ky cepyeso-cyOuHHoI cucmemu

VY nocniiKeHH1 3HHKEHHS pPU3HUKY TIOPYIIEHb 3 O0KY CepLieBO-CyIMHHOI CUCTEMH Ipenapar 3aCTOCOBYBAIM Y 71031
20 mr Ha 100y (nuB. po3ain«dapMakoJMHAMIK)).

Iayienmu nimnvo20 6iKy

PexoMenoBaHa moyaTkoBa /1032 I MALIEHTIB BiIKOM > 70 poKiB CTaHOBUTH 5 MT (AuB. po3aiskOco0InBOCTI
3aCTOCYBaHHsY). [HIIIa KOPEKIIisl 103U 3 OTJIsIAy Ha BiK HE MOTpiOHA.

Ilayienmu i3 HUPKOBOIO HEOOCMAMHICMIO

[TamienTam i3 MerkumMu ab0 MOMIpHUMHE MOPYIICHHAMH (DYHKIIIT HUPOK KOPEKIisl O3 HE OTPiOHA.
PexomeH0BaHa MMOYaTKOBA /1032 JUIS MAIIEHTIB 13 TOMipHUMH MOPYIIEHHAMH (QYHKIIT HUPOK (KITIpEHC KpeaTuHiHy
<60 Mn/xB) cTaHOBHUTH 5 Mr. J[03a 40 MI MpoTUTIOKa3aHa MAI[iEHTaM 13 MOMIPHUMHU MOPYIIEHHAMHU (QYHKIIIT HUPOK.
3acrocyBanHs npenapaty Kpecrop namieHTaMm i3 TSHKKUMH TOPYIICHHSIMH HUPKOBHUX (YHKIIIT IPOTHUITOKA3aHO Yy
Oyab-sikux no3ax (auB. po3ainu &lportunokazanus» ta « PapMaKOKIHETHKAY).

Tayieumu i3 nopywennsmu hynxyii nevinku

VY marieHTiB 13 MOPYIICHHSIMH MEYIHKH, 1110 OLlIHIOBaNIUCs y 7 abo MeHie 6aniB 3a mkanoMaiinaa-I1"ro,

M IBUIIICHHS CHCTEMHOI €KCITO3UIIIT po3yBacTaTHHY He criocTepiranocs. OmHak y oci0 i3 mopymeHHsIMu y 8 Ta 9
6amniB 3a mkanoto Yaiinm-I1"10 cucteMHa ekcro3uilist 3pocTana (IuB. po3ain «PapMakoKiHETHKa). Y TaKuX
MAI[IEHTIB JIOIUTBHOIO € OIiHKa (QPYHKIIIT HUPOK (AuB. po3aixOco0MMBOCTI 3acTOCYBaHHD). JJOCBI 3aCTOCYBaHHS
mpemnapary naiieHTam, siki Habpanu Oinbine 9 6aniB 3a mkanoro Yainna-I1’ro, BiacyTHiil. Kpectop



MPOTUTIOKA3aHUH MAalliEHTaM 13 aKTUBHUMHU 3aXBOPIOBAaHHAMU MeUiHKU (AUB. po3aii «[IpoTurokazanusm»).

Paca

VY martieHTiB MOHTOJIOITHOI pacH criocTepiranacs MiBUILEHA CHCTEMHA €KCIIO3UIIis Ipenapary (IuUB. PO3Iiian
«[Iporumnokazanusy, «OcobarBOCTI 3acTocyBaHHI» Ta «DapMaKOKiHETHKa)). PekoMeH0BaHa MOYaTKOBa J103a IS
MAI[iEHTIB a31iChKOTO MOXOIKEHHSI CTAHOBUTH 5 MT; 103a 40 MI' TAKUM MallieHTaM MPOTHUIIOKa3aHa.

T'enemuunuil nonimopgizm

[1eBHI TUIIM T€HETUYHOTO MOJIIMOP(}I3MY MOXKYTh IPU3BOIUTH JI0 MiABUILEHHS €KCMO3UIIIT pO3yBAaCTATHHY (JIUB.
posnin «DapmakokineTHkay). [lamieHTam i3 BiZToMOIO HAsSBHICTIO TAKUKUIIIB MOIIMOP(Hi3My PEKOMEHIYEThCS
3aCTOCOBYBATH MEHIIy 1000BY 103y npenapaty Kpecrop.

Tayienmu 3i cxunvHicmo 00 po36umKy mionamii

PexoMenoBaHa moyaTKoBa /1032 Ui MAIIEHTIB 13 (PaKTOPaMUPHU3UKY 0 PO3BUTKY MiOMaTii CTAHOBUTH 5 MT (JIMB.
po3au1 «OcoOIMBOCTI 3aCTOCYBAHHS).

Jo3a 40 Mr npoTHUoKka3aHa JesSKUM 13 TaKHX MaIlieHTiB (quB. po3aixdIpoTunokazaHas).

Cynymmue 3acmocysanms

PosyBacTarun € cyocTpaTom pizHuX TpancnopTaux OukiB (Hampukiag OATP1B1 ta BCRP). Pu3suk miomarii (B
TOMY YHCIi pabAoMioIni3y) 3pocTae Mpu CYyMyTHHOMY 3acTocyBaHHI KpecTopy 13 meBHUMU JTIKApCHKUMH 3ac00aMH,
110 MOXXYTh ITiIBUIYBaTH KOHIIEHTPAIIII0 PO3yBaCTaTHHY Y TJIa3Mi BHACIIOK B3a€MOJIIT i3 IIMMHU TPAHCTIOPTHUMH
Oinkamu (HampUKIa] HUKIOCTIOPUHOM Ta MEBHUMH 1HTIOITOpaMU MTPOTEa3u, B TOMY YKCITI KOMOIHAIISIMU
PHUTOHABIpY 3 aTazaHaBipoOM, JIOIIHABIpOM Ta/ab0 TUTIpaHaBipoM; TUB. po3aiiaH ‘OcoOIMBOCTI 3aCTOCYBaHHS 'Ta
“B3aemogis 3 iHIIUMHU JIKapChbKUMU 3ac00aMu Ta iHII BUAM B3aeMOil. TIo MOKIMBOCTI, CIIiJl pO3TJISIHYTH
3aCTOCYBaHHS JIbTEPHATHBHUX JIIKAPCHKHUX 3aC00IB T3y pa3iHE0OXiTHOCTI, THMYACOBO TEPEPBATH TEPAITIO
npenapatoM Kpecrop. SKIiio cynmyTHBOI0 3aCTOCYBaHHS IMX JIIKApChbKUX 3ac00iB 13 KpecTopoM yHUKHYTH
HEMOXKITUBO, CJIiJ] pETEITFHO 3BaXUTH KOPUCTH Ta PU3UK BiJl CYITyTHHOTO 3aCTOCYBAaHHS Ta BIAOBIIHUM YHHOM
BiJIKOperyBaTH 103y npemnapaTty Kpectop (nuB. po3ainB3aemomis 3 iHIIUMU JTIKapCHbKUMH 3aCO0aMU Ta 1HII BUAU
B3AEMOIIY).

Jimu.

3acTocyBaHHA IpenapaTy AiTSM Ma€ MPOBOIUTH JIMIIE CHELIaiCT.

3aCcTOCOBYIOTH JIITAM Ta TiTiTEaM BikoM Bif 10 1o 17 pokiB (XJomuuky Ha ctafii po3ButKy Il Ta BuIIe 3a
TanHepoM Ta AiBuUaTa, B IKUX MEHCTpYALil Movaiucs [MoHalMEHIIEe PiK TOMY).

3BUYaiiHa TOYaTKOBA JT000BA 7032 JUIS IITEH Ta MiJUTITKIB 13 TETEPO3UTOTHOIO CIMEWHOIO TIIIePX0JICCTEPHHEMIETO
CTaHOBUTH 5 MI Ha 100y. [Ipenapar 3a3Buuail mpuiiMaloTh NEPOPaILHO B 103aX BiJ 5 Mr 10 20 Mr oiuH pa3 Ha
no0y. IlinBumyBaTy 103y CIijl BiIMOBITHO 70 iHAWBIAYaTbHOT BIAMIOBINI AUTHHY HA JIIKYBaHHS Ta TIEPEHOCHMOCTI
npenapary, J0TpUMYIOUNCh PEKOMEHAallii 010 JiKyBaHHs AiTel (quB. po3aikOco0IMBOCTI 3aCTOCYBAHHSD).
[Tepen mouaTkoM Teparmii po3yBacTaTHHOM JITSIM Ta IMiUTITKaM CIIiJ TPU3HAYUTH CTAHIAPTHY
riMOX0JECTEPUHEMIUHY AI€TY, AKOI MAIllEHTH MalOTh JOTPUMYBATHUCA 1 TPOTATOM JTiKyBaHHs. be3neka Ta
e(EKTUBHICThIIKAPCHKOTO 3ac00y y mo3ax0inbiie 20 MT y IIiH MOyl He JOCIIIKYBaJUC.

Tabnerku o 40 Mr He 3aCTOCOBYIOTh AITSAM.

Mimu eixom oo 10 pokis

JocBin nikyBaHHs niTei BikoM 10 10 pokiB 0OMeKeHUH 3aCTOCYBAaHHAM Mpernapary y HEBEIHKOI KiITbKOCTI
nariedTiB (BikoM Bix 8 10 10 pokiB) i3 TOMO3UTOTHOO CIMEWHOIO TilepXoiecTepUHEMier0.dKiuM YuHOM, TIperapar
Kpectop He pekOMeHAy€eTbCsl 3aCTOCOBYBATH JITsIM BikoMro10 pokiB.

Ilepedo3ysanns.

CnernmdigHoro JTiKyBaHHS Iepeo3yBaHHsI HEMae. Y pasi nepeao3yBaHHs Malli€eHTa CIIiJT JTIKyBaTH CUMITOMATHIHO
Ta, 32 HEOOX1THOCTI, BXXKUTH MiATpUMYIOUYNX 3ax0/iB. [ToTpiOHO KOoHTpomoBaTH QyHKii neyinku Ta piBHi KK.
EdexTuBHICTH TEMOTiaNI3Yy MaIOWMOBIpHA.

Ilo6iuni peakuii.

Hebaxani siBuIIa, 1110 BiI3HAYaI0THCS NpU 3acTocyBaHH1 KpecTopy, 3a3Buyaii 1erki Ta TAMYacoBi. Y
KOHTPOJILOBAaHUX KJIIHIYHUX JOCIHIPKEHHIX MeHIe 4% MalieHTiB, sKi 3acTocoByBanu Kpecrop, Buitnum i3
TOCTIIKEeHHS yepe3 HeOakaH1 peakilii.



VY HmKuYeHaBe/leHil Tabnulll npeicTaBlIeH! Mpod b HebaXxaHUX peakiiiii Ha po3yBacTaTHH 3a JaHUMH KIITHIYHUX
JIOCJIIJDKEHBb Ta BEITUKOTO TOCBIMY IMICIIpeecTpaliiHoro 3acrocyBanHs. Hebaxani peakiii kiacudikoBaHi 3a
94acTOTOIO Ta cucTeMHO-opranHuMu kinacamu (COK).

3a yacToToro HeOaxaHi peakilii po3moaiieHi TakuM yrHoM: acir(>1/100 Ta <1/10), Hewacri (>1/1000 Ta <1/100),
piaki (>1/10000 ta <1/1000), nyxe piaki (<1/10 000), HeBiqOMOi YacTOTH (HEMOKJIMBO OI[IHUTH 32 HAsBHUMHU
JAHUMH).

Ta0muus 3
Heb6axani peaxiii 3a JaHUMH KITHIYHUX JOCJIIKEHBb Ta JOCBIAY
HiCISIPEECTPAIHHOTO 3aCTOCYBaHHS
CucremHo- Yacri Heuacri Pinxi Hyxe pinki Yacrora
OpTaHHUH KJ1ac HEBIIOMA
3 6oky Kpogi ma TpomboruTo-
JAimpamuynoi TICHIS
cucmemu
3 60Ky imynnoi Peakuii
cucmemu rinepyyTiu-
BOCTi, B TOMY
quCIi
aHT10HEBPO-
TUIHUAMN
HaOPsK
Enookpunni Hyxposuii
PO31aou niabetl
Icuxiuni poznaou Henpecis
3 60ky Hepsogoi | T'onoBHUI [TonineBpo-  |Ilepudepuuna
cucmemu O1J1b, maTis, BTpaTa |HEBpOMATis,
3armamopo- nam’siTi po3naau cHy
YEHHS (B TOMY "mCIHi
O€3COHHS Ta
HiYHI
KOIIMapu)
3 boky opeanie Kamens,
OUXAHHS, 2PYOHOT 3aIUIIKa
KIImKu ma
cepedoCmitHsL
3 6oky winynkoso- | 3amnop, [Tankpeatur Hiapes
KUUKOBO20 HYyJIOTa,
mpaxkmy abIOMiHAITb-
HUM OLTh
3 boky ITlinsumenns | 2KoBTaHui,
eenamooiniapHoi piBHS renaTuT
cucmemu MEYIHKOBHUX
TpaHcamiHa3
3 boky wikipu ma CaepOixk, Cunapom
RIOWKIPHOT BHCHII, CriBenca-
KIIMKOBUHU KpOIHB’ THKA JlxoHcoHa




3 6oky ckenemnoi | Mianris Miomnaris (B | ApTpanris [Topymienns 3
MycKyramypu ma TOMY YHUCIII 60Ky
CHOMYYHOI M103UT), CYXOKUJIb,
MKAHUHU pabaomioni3 1HKOJTU
YCKIIaTHEH1
pPO3pUBaMH,
IMyHOOTIOCE-
pelKoBaHa
HEKPOTH3YIO-
4a MiomnaTist

3 60Ky HUpox ma I'ematypis
€e408UOINbHOL

cucmemu

3 6oky [NirexomMacTist
penpooyKmusHoi

cucmemu ma
MOJIOYHUX 347103

3acanvni posnadu | ActeHis Habpsix
ma cmau mMicyst
66€0eHHs

I Yacrora 3anexuTh BiJl HASBHOCTI ()aKTOPiB pU3KKY (piBEHb IIIOKO3M HATIIe >5,6 MMoutb/i1, IMT >30 kriv
HiABMILEHI PiBHI TPUIITILIEPHUIIBAPTEpialibHA MIEPTEH31s B aHAMHE31).

Sk 1 mpu 3acTtocyBanH1 iHIKX 1HIOITOpiB ['MI'-K0A, yactoTa HebaxaHUX peakiliiiMae TeHEHIIIO 3a1eKaTH Bij
JO3H.

Bnaue na nupku

[TpoTeinypis, BUsBIEHAY pe3yibTaTiaHaNi3y 32 TECT-CMY>KKaMHU Ta MEPEBAXKHO KaHAJIBIIEBOI'O TOXOPKEHHS,
criocTepirajiacs y naii€eHriB, ki 3acTocoByBain Kpectop3minu BMicTy Oiika y cedi Bi HyJis a00 CliiiB 10
3Ha4yeHHs ++ a0o Ounbiie croctepiranucs y <1% mnarieHTiB y AeIKHX YaCOBUX TOUKAX B XOJIi 3aCTOCYBaHHS
npenapary B go3ax 10 Ta 20 mr 1y npubauzao 3% — npu 1031 40 mr.HeBenuke 301/1bIICHHS] YaCTOTH 3MIHH BMICTY
BiJ] HyJIs1 200 CIi/1iB 710 3HAUEHHS + criocTepiranucs npu 1031 20 Mr. B 611bI110CTI BUNIAAKIB POTETHYPist
3MeHIIyBaacs ab0 3HUKaja CIIOHTAaHHO IIPU MTPOJOBKEHH1 Tepartii. 3a JaHUMH KJIIHIYHUX JOCTIKEHb Ta
MOCTMAapKETUHIOBHX CIIOCTEPEIKEHb Ha ChOTOIHI HE BUSIBIIEHO TPUYMHHO-HACIIIKOBOT'O 3B’ SI3KY MIXK
NPOTETHYPI€I0 Ta TOCTPUM 200 MPOTPECYIOYHM 3aXBOPIOBAaHHSIM HUPOK.

Ha ¢oni 3actocyBanns npenapary Kpectop Bil3Ha4€HO BUIIAAKH reMaTypii; 3a JaHUMH KJITHIYHUX JOCITIIKEHb
yacToTa i MaJa.

Bnnue na ckenemny mycxkyramypy

VYpakeHHs1 CKEJIETHOI MYCKYJIaTypH, TakKl K MiaJris, MionaTis (B TOMY YHCJII MI1O3UT), Ta 3pijiKka padbaomiodis 13
TOCTPOI0 HUPKOBOIO HEJIOCTATHICTIO UM Oe3 Hel OyiM BiI3HAYEH] MpHU 3aCTOCYBaHHI OyIb-sKkuX 103 Kpectopy,
0co0MBO TpH 103ax > 20 MT.

V marnieHTiB, SKi NpuitMalu po3yBacTaTHH, CIIOCTepiranocs no3o3ajexHe 3poctanHs piBHiB KK; B 6inbiiocti
BUITAJIKIB sIBUIIE 0YyJIO CITA0KUM, aCHMITOMATHYHUM Ta TuMuacoBuM. Skio piBai KK miasumeni (>5 pa3iB Burie
BMH), nikyBaHHS ciii NPUIIMHUTHU (IUB. po3ai«Oco0IUBOCTI 3aCTOCYBaHHSD).

Bnaue na neuinky

Sk 1 mpu 3actocyBaHHi iHIMX 1Hri6iTOpiB [ MI'-KOA-penykTasu, y HeBeIMKO1 KUIBKOCTI MAalll€HTIB, SKI IpUiMan
pO3yBacTaTuH, BlA3HAYAJIOCA J]0303aJIeXkHe 30UIbIIEHHS PIBHS TpaHCaMiHa3; y OUIbIIOCTI BUNIAAKIB SBUIIE OyII0
CJIa0KUM, aCUMIITOMAaTUYHUM Ta TUMUYAcOBUM. [IpH 3acTocyBaHHI pO3yBacTaTUHY TaKOXK BiAMIYaAIOCs MiABUILCHHS
piBuiB HbAlc.

Ha ¢oni 3acTocyBaHHsI IeSKUX CTaTHHIB BiI3HAUANKCS TaKi He0a)kaHi SBHIIA!

Poznan crateBoi ¢yHKIii.

OxpeMi BUMAIKH IHTEPCTHIIATIBHOT XBOPOOH JIET€Hb, 0COOIMBO NMPH TPUBAJIOMY 3aCTOCYBaHHI (IMB. PO3/LI
«OCco0IMBOCTI 3aCTOCYBAHHS).



YacroTa noBioMIEHb PO padbIoMiodi3, CEpii03HI MOPYIIEHHS 3 00KY HUPOK Ta MEeUiHKH (MIEPEBaKHO IMiIBUILEHHS
AKTUBHOCTI IMEYIHKOBUX TPaHCAaMiHa3) OUIbIIA TPU 3aCTOCYBaHHI Iperapary B 1031 40 mr.

Y nporieci micnspeecTpariitHoro 3actocyBanHs npemapaty Kpectop i1eHTrn(hikoBaHO TaKy HeOaKaHy peaKilito, K
JeTajbHa Ta HeJleTalbHa MEYiHKOBA HEOCTATHICTh. OCKUIBKY PO L0 PEaKIiio MOBLIOMIISIIOCS CIIOHTAHHO 13
MOITYJISAIi T HEBU3HAYEHOT KITBKOCTI, HEMOYIJIMBO JIOCTOBIPHO OIIHUTH ii 4acTOTYy a00 BCTAHOBUTH HASIBHICTh
NPUYMHHO-HACIIIJIKOBOT'O 3B'A3KY 13 3aCTOCYBAaHHSM Mpenapary.

3piaka y micaspeecTpamiiftHoMy Tepio/i MOBIAOMIISIIOCS PO MOPYIICHHS KOTHITUBHUX (DYHKIIN (HAITPHUKIIAT
MOTIpILIEHHS aM'siTi, 3a0yAbKYBaTICTh, aMHE315, MOTIPIIEHHS MaM'sITi, CITyTaHICTh CBIIOMOCTI), 10 aCOLIIOIOTHCH 13
3aCTOCYBaHHSM CcTaTUHIB. [Ipo Taki KOTHITHBHI Mpo0IeMHy TIOBITOMIISIIOCS Y 3B'SI3KY 3 yciMa cTaTHHaMU. SIBHIIa,
PO SIKi WAETHhCS Y TIOBIIOMIICHHSAX, 3BUYAHO MAIOTh JIETKUI XapakTep 1 MUHAIOTh MIiCHsl BIAIMIHU CTaTHHIB, a

TaKOX MArOTh Pi3HUH Yac 70 MOSBU CHMITTOMIB (Bif 1 THS 10 POKIB) Ta 0 3HWKHEHHS CHMITOMIB (Meziana — 3
THKHI).

Himu

[TinBumenns piBHs KpeaTnHKiHa3u >10 pasi Bunie BMH Ta cumnromu 3 60Ky M’s31B micist GpisuaHOTro
HABaHTa)XEHHA a00 MiABUIICHO1 (13MYHOT AKTUBHOCTI CIIOCTEPIraiycs YacTime y S2-THKHEBOMY KITHIYHOMY
JOCIIJKSHHI 32 YJacTIO AiTed Ta MiUTITKiB OPIBHIHO 13 fopocauMu (IuB. po3aigOcoOIuBOCTI 3aCTOCYBaHHS)).
[Tpote npodinb Oe3neku po3yBacTaTUHY y AiTeH Ta MiUTITKIB OYB MOAIOHUM J0 TAKOTO Y JOPOCIHX.

Tepmin npuoamnocmi. 3 poku.
‘YMoBu 30epiranns. 30epiratu y HeJJOCTYITHOMY JUIs JiTel Micui 36epiratu npu temneparypi He Buiie 30 [ C.

YnakoBka. 1o 14 tabnetok y Gumictepi, o 2 6JicTepu B KapTOHHIM kopooui (171 TabneTok mo 5, 10 ta 20 mr); o
7 TabneTok y Oiictepi, 1o 4 OicTepy B KapTOHHIN KOpoOi (11 TabieTok mo 40 mr)

Kareropis Binmycky. 3a peuentom.

BupoOuuk.
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