Ckian

diroua pe4osuHa: po3yBaCTaTHH;

1 TabreTka MiCTUTH PO3yBaCTaTHUHY Kabllilo y mepepaxyBaHHi Ha po3yBaCTaTUH 5 MT,
10 Mmr a6o 20 mr;

OONOMIJHICHI peYOBUHU:

5 Me: nenoio3a MiKpoKpHuCTaiyHa; KaJblito rigpodocdaTt 6e3BOOHUN; JTaKTO3a,
MOHOTIIpAaT; HaTPilo KpOCKapMesio3a; KPOCIIOBIOOH; TallbK; KMCJIIOTa CTEAPUHOBA;
6apBHUK Instacoat sol (rimpomersio3a, moOMieTUIEHTIIIKONb, TallbK, TUTaHy Oiokcupn (E
171)); miamantoBuu cuHiu (E 133); eputpo3uH (E 127);

10 me: 1emnrosi03a MiKpOKpHCTalliyHa; Kablliio rigpodocdat 6e3BOaHMNI; TaKTO34,
MOHOTiIpaT; HaTPil0o KPOCKapMesio3a; KPOCIIOBiMOH; TaJIbK; KMUCJIOTa CTEAapPUHOBA;
6apBHUK Instacoat sol (rimpomMmersio3a, moieTUIEHTIIIKONb, TallbK, TUTAHY miokcumn (E
171)); xinoninosui xoBTul (E 104);

20 me: 11es0103a MiKpOKpHCTalidyHa; Kablliio rigpodocdat 6e3BOOHNY; TAaKT034,
MOHOTIgpaT; HaTPil0 KPOCKapMeJsio3a; KPOCIIOBiIOH; TaJlbK; KMCJI0Ta CTeapUHOBAa;
O6apBHUK Instacoat sol (rimpomMmesio3a, moIieTUIEHTIIIKOIb, TallbK, TUTAHY miokcum (E
171)); miamauToBuu cutiu (E 133); TapTtpas3un (E 102)

JIikapcbKa ¢opMma

TabreTKu, BKPUTI IJTIBKOBOIO 0O0JIOHKOIO.
OcHOoBHI (pi3uKo-xiMiuHI 81aCcMuBoCmi:

mabaemku no 5 me: cBiTno-hiosneToBi KPYTrii ABOOMYKIIi TabOIeTKU, BKPUTI IIJIiBKOBOIO

000JIOHKOIO, 3 PUCKOIO 3 OOHOT0 OOKY;

mabsiemku no 10 m2: CBIiTII0-3KOBTi KPYTJIi ABOOIYKJIi TabGIeTKH, BKPUTI IIJTiIBKOBOIO

000JIOHKOIO;

mabsaemxku no 20 Me2: Bifj CBiTJIO-3€JIEHOTO [0 3€JIeHOT0 KOJIbOPY KPYTJIi HBOOIIYKITi

TabIeTKU, BKPUTI IJIiIBKOBOIO 000JIOHKOIO.
®apMaKoTepalneBTUYHA Ipylna

lnomimigemiuni 3acobu. Iuriditopu 'MI'-KoA-penykTasmu.

Kopg ATX C10A AOQ7.



®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

MexaHism 0ii

Po3yBacTaTuH — 1le CeJIEKTUBHUM Ta KOHKypeHTHU# iuriditop 'MI-KoA-penykTa3sy,
bepMeHTy, 1110 BU3HAYAE IIBUIOKICTh Peakliili Ta IepeTBOpPIo€e 3-rigpokcu-3-
METUTTyTapui-KkohepMeHT A Ha MeBaJIOHAT, IONepPeaHuK xoiecTepuHy. OCHOBHUM
MicieM [il po3yBaCTaTUHY € IedYiHKa, OpraH-MillleHb OJid 3MeHIIIeHHS PiBHIB
X0JIECTEPHUHY.

PosyBacTaTuH 306inbirye KinbKicTb penentopis JITTHII] Ha moBepxXHi KIITUH NEYiHKH,
IIOCUJIIOIOYM 3aXOIlIeHHA Ta KaTabonisMm JITTHII, i npurHiyye ne4iHKOBUMN CUHTE3
JITIOHIII, TakuM YMHOM 3MEHIIYIOYU 3arajibHy KUIbKICTh yacTuHOK JITIITHII Ta
JITTHIII.

dapmakoduHaMmidHa 0is

Po3yBacTaTuH 3HUXKYE MiABUILIIEHUN PiBeHb xonecTtepuny JIITHII, 3aranbHOro
XOJIECTEPUHY Ta TPUTIIiLEePUAiB i nigBuillye piBHi xonectepuny JIIIBII. Bin Takox
3MeH1ye piBHi anoB, XC-ueJIIIBII, XC-JITIOHIIL, TT-JITIOHII Ta migsulillye piBeHb
aroA-I (Tabauus 1). Po3yBacTaTHH TaK0XK 3MeHInye cruiBBimHomenHs XC-JITTHII/XC-
JITIBIII, 3aranpHoro XC/XC-JITIBII, XC-weJITIBIII/XC-JITIBIII Ta anmoB/amoA-I.

BignmoBigps Ha mo3y y MAalli€eHTiB i3 MEepPBUHHOIO TrinepxonecTtepuHeMmieto tuny Ila ta IIb

(BipKOpHUTroOBaHa CepefHs BiICOTKOBa 3MiHa MOPIBHSHO 3 MOYAaTKOBUM PiBHEM)

Tabauus 1
XC- 3azanvHul XC- XC- anoA-
Ilo3a N T anoB
JITTHII] XC JITIBII] HeJITIBII]
[Tname6o0|13 o7 -5 3 e 3 |-7 e 3 |0
5 17 e 45 e 33 13 e 35 o 44 e 384
10 17 e 52 e 36 14 e 10 e 48 e 424




20 17 e 55 e 40 8 e 23 e 51 e 465

40 18| 63 e 46 10 e 28| 60 e 540

TepaneBTuYHUYN €PEKT HOCITAETHCS IIPOTATOM 1 THKHS MiCIA TOYaTKy 3aCTOCYBaHHS
npenapaty, 90 % mMakcuManbHOTO e(PeKTy - yepe3 2 TUXKHi. MakcuManbHUYN e(PeKT
3a3BHYay OOCATAEThHCA yepe3 4 THXKHI Ta TpUBa€ Hagall.

KiaiHniuHa edpekmusHicmb ma 6e3neka

Po3yBacTtaTuH e(peKTUBHUY y TiKyBaHHI JOPOCIIKX Malli€HTIB i3 rimepxojlecTepuHEMi€I0
- i3 rinepTpuriinepugemieio abo 6e3 Hel - He3aJeXKHO Bifl pacu, CTaTi 44 BiKy, a
TAaKOXK [IJI51 TaIliEHTiB 0COOMMBUX I'PYI, TaKUX SIK XBOPi Ha miabeT abo malieHTH i3
CiIMEeUNHOI0 rinepxojieCTepUHEMIEL0.

3a 00’emHaHUMM OAaHUMU OOCHimXkeHb ¢a3u III po3dyBacTaTuH epeKTUBHO 3HUKYBAB
PiBHi X0ecTepuHy y OiNbIIIOCTI Malli€HTIB i3 rinepxosyiecTepuHeMieio Tuiy Ila ta IIb
(cepepniit moyaTtkoBuil piBensb XC-JITTHII npubnu3Ho 4,8 MMOIIb/I) OO LiJIbOBUX
3Ha4YeHb, BCTAHOBJIEHUX €BPONEUCHKUM TOBapUCTBOM aTepockiiepo3y (EAS; 1998);
npubnusHo y 80 % mallieHTiB, SKi mpuiiManu npemnapart y mo3i 10 Mr, Bmanocst oCsITrTH
HoOpMaTuBHUX HinboBuUX piBHIB XC-JITTHII] 3a EAS (<3 MMonb/n).

Y BenukoMmy pgocininzxkeHHi 435 nalieHTIB i3 reTepO3UrOTHOI CiMEUHOI0
rinepxoiecTepruHEMi€l0 IpUKUMalId po3yBacTaTuH y mo3ax Bifg 20 mo 80 mr 3a cxeMoro
IIOCUJIEHOTO TUTPYBaHHA 003u. CIIpUATIWBUY BIIUB IIpellapaTy Ha IOKa3HUKY JIifiB
Ta OJOCATHEHHS LIJIbOBUX PiBHIB Bif3HAaYaBCA IPU BCiX mo3ax. [licia TuTpyBaHHSA DO
mo6oBoi go3u 40 mr (12 tuxkHiB nikyBauHusa) XC-JITTHII] amenmuBcs Ha 53 %. Y 33 %
naiieHTiB Oyo mocaruyTo HopMaTuBHUX piBHIB XC-JITTHII] 3a EAS (<3 mMMoOmb/m).

Y BigKpuUTOMY OOCIIIIXKEHHI IIOCUJIEHOT0 TUTPYBAHHSA 003 BiAIOBIAL Ha 3aCTOCYBaHHS
po3yBacTtaTuHy y mo3ax 20-40 Mr BuBYanu y 42 Halli€eHTiB i3 TOMO3UTOTHOIO CIMEMHOIO
rimepxonecrepuHeMieio. Y 3aranbHiii nmonysiil piseas XC-JITTHII] 3MeHIIIUBCSA ¥
cepegHboMy Ha 22 %.

Y KJTiHiYHUX OOCITigXKeHHSIX 3 y4acTio 0OMeKeHO]1 KiJIbKOCTi MallieHTiB criocTepiraBcs
aOuTUBHUY e(PeKT po3yBaCTaTUHY Ha 3HU2KEHHS PiBHS TPUTJIIEPULIB IPU
3acTocyBaHHi y KoM0OiHa1ril 3 ¢peHodiOpaToM Ta Ha migBuilieHHs piBHiB XC-JITIBII npu
3acTocyBaHHi y KoMOiHa1il 3 HiatuHOM (OuB. po3minn «OcobIMBOCTI 3aCTOCYyBaHHSI»).

Y GaraToueHTPOBOMY ITOABIMHOMY CIimoMYy Ij1alle00-KOHTPOIbOBAHOMY KITIHIYHOMY
nocnigxkeHHi (METEOR) 984 nanierTu BikoM 45-70 poOKiB i3 HU3bKUM PU3UKOM
imeMiuyHOI XBOpoOU cepils (BU3HAYEHUM SIK pU3UK 3a OpaMiHTeMChKOI0 1mKasoo <10



% mpotsaroMm 10 pokiB), cepenHiMm 3HaueHHAM XC-JITTHII 4,0 mmons/n (154,5 mr/on),
asie i3 CyOKJTIiHIiYHMM aTepPOCKJIEPO30M (BU3HAUYEHUM 3a 30iIbIIIeHHSIM TOBIINHUA
KOMIIJIEKCY iHTUMa-Me[qisi CoHHOI apTepil - TKIMCA) Oynu paHOoOMi30BaHi 10 IBOX
rpyn Ta npuriManu 1 pa3 Ha go0Oy a6o 40 Mr po3yBacTaTuHy, abo maiedo mpoTsirom 2
pokiB. [TopiBHsSHO 3 Iae00 po3yBacTaTUH 3HAYHO CIIOBIJIbHIOBAB IPOrpeCcyBaHHS
MakcuManbHol TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 mM/pik (95 %
moBipuui inTepnan -0,0196, -0,0093; p<0,0001). 3miHa ITOPiBHSHO 3 TOYAaTKOBUM
piBHeM cTaHoBumna -0,0014 mm/pik (-0,12 %/pik (CTaTUCTUYHO HE3HAUYIA)) ¥ TPYIi
po3yBacTaTUHY IMOPiBHSIHO 3 nporpecyBaHHAM +0,0131 mMm/pik (1,12 %/pik
(p<0,0001)) y rpymi nnaue6o. [Tpsmoi kopensaiii Mmixk 3meHieHHIM TKIMCA Ta
3HUKEHHSIM PU3UKY MOPYIIeHb 3 00Ky CepleBO-CyAUHHOI CUCTEMU IPOOEMOHCTPOBAHO
He Oyno. [Jo gocnigxkenus METEOR Oynu 3ajy4eHi mallieHTU 3 HU3bKUM PU3UKOM
imemiyHOl XBopoOu ceplis, sIKi He € NpeaCTaBHUKAMHU ITiJTbOBOI MOy JISITil
3aCTOCyBaHHS po3yBacTaTuHy y 0031 40 mr. [Jo3y 40 Mr ciig npu3HadaTy JIUIIe
IaljieHTaM i3 TAXKKOIO0 TiIIepX0oJIeCTEPUHEMIEI0 Ta BUCOKUM PU3UKOM CEPIIEBO-
CYOUHHUX po3namiB (AuB. po3min «Crocid 3acToCcyBaHHS Ta OO3U»).

B inTepBeHLiNHOMY OOCIiAXKEeHHI po3yBacTaTUHY 3 METOI0 OOTPYHTYBaHHS
3aCTOCYBaHHS CTaTUHIB sIK 3aci6 nepBuHHOI npodimakTuku (JUPITER) Brius
po3yBacTaTUHY Ha YaCTOTy 3HAQYHUX aTePOCKIEPOTUYHUX CEPLEBO-CYUHHUX
3axBOpIOBaHb o1iHOBanu y 17 802 4omnoBikiB (=50 pokiB) Ta XKiHOK (=60 pOKiB).

YyacHuKY OocHimXeHHs Oy/Td BUIIaAKOBUM YMHOM PO3IOMAiNIEHi A0 TrpyIl miaiebo
(n=8901) a6o po3yBacTaTuHy B [03i 20 Mr 1 pa3 Ha mo0y (n=8901) i 3a HUMHU
CIIOCTepirajau B CepegHbOMY IIPOTATOM 2 POKIiB.

KonnenTtpartil xonectepuny-JIITHII 3amenmunucs Ha 45 % (p<0,001) y rpymi
po3yBacTaTHUHY IIOPiBHIHO 3 IPyIolo0 IIanebo.

Y post-hoc ananisi gaHuX OiATPynu Mali€HTiB BUCOKOTO PU3UKY i3 MOYaTKOBUM
3HaueHHIM >20 % 3a ®PpaminreMcrkoro mkanoi (1558 yuyacHuUKiIB) criocTepiranocs
3HaYHe 3HUKEHHS 4aCTOTH KOMOiHOBaHOI KiHIIeBOI TOYKH, III0 OXOII/II0Baia
JleTaJIbHUM HACJIiOOK Bifl CeplieBO-CYOUHHUX IOMAil, iHCYIbT Ta iHpapKT MioKapaa
(p=0,028), y rpymi po3yBacTaTUHY ITOPiBHSIHO 3 Iy1ane60. 3MeHIIIeHHsT aOCOII0THOT O
pu3uKy craHoBusio 8,8 Bunagka Ha 1000 nmamieHTO-poKiB. [I0OKa3HUK 3arajabHOL
JIeTaJIbHOCTI JIMIIaBCs HE3MiHEHUM Y IIi¥ I'pyIli BUCOKOro pu3uky (p=0,193). V¥ post-
hoc aHami3i gaHUX OiArpPynu BUCOKOTo pu3ukKy (9302 yyacHUKH 3arajiom) i3
I0YaTKOBUM 3HaYeHHSAM =5 % 3a mKkanoi SCORE (ekCcTpamolbO0BaHO 3 METOIO
BK/IIOUEHHS JaHWX YYaCHUKIB BIKOM IOHAMA 65 POKiB) CIIOCTepiraaocs 3Ha4yIle
3HMKEHHS YaCcTOTU KOMOiHOBAHOI KiHIIEeBO1 TOYKH, 1110 OXOII/IIOBaJjia JIeTaJIbHUMN
HaCJIiIOK Bifl ceplieBO-CyOAMHHUX IIOAiN, iHCYyNbT Ta iHapKT Miokapza (p=0,0003), y
rpymi po3yBacTaTUHY IIOPiBHSAHO 3 miane6o. 3HUKeHHS aOCOMI0THOTO PU3UKY,



BUPazKeHOr0 3a 4aCTOTOIO mOoMdiu, cTaHOBUJIO0 5,1 Bunaaky Ha 1000 mallieHTO-pOoKiB.
[Toka3HUK 3arajbHOIl JIETAJIBHOCTI Y Il MiATPYIi BUCOKOTO PU3UKY JIUIIABCS
He3MmiHeHuM (p=0,076).

Y mocnigxenHi JUPITER 6,6 % y4acHHUKIB rpyliu OpuiioMy po3yBacTaTUHY Ta 6,2 %
y4aCHUKIB rpynu ninaiedo IPUIMHUIN 3aCTOCYBaHHSA OOCIiAXKYBaHOTrO IIpernaparTy
yepe3 HebaxkaHi gBuila. HattyacTrimuMmyu HebaxkKaHUMU SBUIAMHU, 1110 TPU3BOOUIIH [0
MIPUNIMHEHHS NiKyBaHHs, Oynu: Mmianris (0,3 % y rpyni po3yBactatuny, 0,2 % —
mae6o), abgmominansHUM 6inb (0,03 % y rpyni po3yBactatuny, 0,02 % — mnaime6o) Ta
Bucun (0,02 % y rpymi posyBactaTtuny, 0,03 % — mnaie6o). HattuacTimmmu
HeOaXXaHUMU SIBUIIIaMHU, III0 CIIOCTEpPIraaucs y rpyii po3yBacTaTUHY i3 4aCTOTOIO,
OinbIroio abo piBHOIO BiA3HaUeHiN y rpy1i nnauebo, Oyiu iHpeKIlil ce4oBUX LIIAXIB
(8,7 % y rpymi po3yBacTaTuHy, 8,6 % — mnanebo), Hasodapuurit (7,6 % y rpymi
po3yBacTtaTtuny, 7,2 % — nnane6o), 6inb y criuHi (7,6 % y rpymi posyBactatuny, 6,9 %
— nane6o) Ta Mianris (7,6 % y rpymi po3yBacTaTuny, 6,6 % — mnnaiebo).

imu

Y nopBifiHOMY CJIiIIOMy paHOOMi30BaHOMY OaraTOIleHTPOBOMY Iijialiebo-
KOHTPOJIbOBAHOMY 12-TMXKHEBOMY OOCIHiAXKeHHi (n=176, 97 y4acHUKIB 40y10Bi40l Ta 79
— XKiHOYOl1 cTaTi) 3 moganbimuM 40-TuXkKHEeBUM Iepiogom (n=173, 96 y4yacHHUKIB
40JI0BiuOl Ta 77 — XKIHOYOI CTaTi) BIIKPUTOTO TUTPYBaHHS AO3U PO3yBaCTaTUHY
namieaTu BikoM 10-17 pokis (Ha II-IV cTapmil po3BuTKy 3a TaHHEpPOM, OiBYaTa, ¥ SKUX
MeHCTpYyallil moyanucs 1moHaMeHIe 1 pik ToMy) i3 reTepO3UroTHOIO CiMEMHOI0
rinepxoiieCTepuHEeMi€0 NPOTATroM 12 THUXKHIB OTPUMyBaJIikd po3yBacTaTuH y 1031 5, 10
a6o 20 mr/mo6y abo mnarebo, ITicas Yoro BCi yYaCHUKY ITOOHS ITPpUMMau
po3yBacTtaTuH npotsaroM 40 TuxkHiB. Ha mouaTky mociigxkenHs npubnuszo 30 %
nanienTiB Oynu BikoM 10-13 pokiB Ta mpubnusuo 17 %, 18 %, 40 % ta 25 % i3 HUX
3Haxopunucs Ha II, ITI, IV Ta V cTapii po3BuTKy 3a TaHHEPOM BigIOBiOHO.

PiBenn XC-JITTHIII 3menmuBcs Ha 38,3 %, 44,6 % ta 50 % BigmoBigHO y rpymnax
mpuiioMy po3yBacTaTHUHY B #03i 5, 10 Ta 20 mr nmopiBHsHO 3 0,7 % y rpymi nnaiebo.

Hanpukinni 40-TUXKHEBOTO IIepioay BiOKPUTOTO TUTPYBAHHS OO3U OJI OJOCATHEHHS
IIiTbOBOTO PiBHS (MaKCcUMaJsibHa Ho3a ctaHoBusia 20 mr 1 pa3 Ha goby) y 70 i3 173
naitieHTiB (40,5 %) Boanocs gocsarTtu 1minboBoro piBHS XC-JITTHII meHImne 2,8 MMOIIb/II.

[Ticns 52 THUKHIB HOCTiAXKYBAaHOTO TiKyBaHHS He OyJI0 BUSIBIIEHO KOHOTO BIIJIUBY Ha
picT, macy, IMT abo ctaTteBe mo3piBaHHS (OUB. pPo3ain «OcoOIMBOCTI 3aCTOCYBaHHSI»).
Lle gocnimkeHHs (n=176) He IPUNHSATHE [OJI IIOPiBHSIHHS PigKuX HeOa>KaHUX SBHIII.

Po3yBacTaTuH TakOXK BUBYA/IU Yy OIBOPIYHOMY BIIKPUTOMY OOCJIIAXKEHHI i3 IIIJIBOBOIO
TATpPAaLi€o 003U y 198 miTen i3 reTepO3UroTHOI CIMEMHOIO TiIepXojieCTEPUHEMIEIO Y



BiIi Big 6 mo 17 pokiB (88 ygacHuKiB 4osoBidoi ctaTi Ta 110 - XKiHOYO01 cTaTi, cTagis
PO3BUTKY 3a TaHHEepOM

[Ticns 24 micaiiB JIiKyBaHHA PO3yBaCTaTUHOM CepefHE 3HUXKEHHS Bill I04YaTKOBOTO
3HayeHHs XC-JITTHIII, Bu3HaUYeHe 3a METOOOM HaWMEHIIUX KBaAgpaTiB, CTAHOBUJIO -
43 % (mouyaTKOBUM pPiBeHb: 236 Mr/Oj, micsip 24: 133 mr/mn). 171 KOKHOI BiKOBO1
TPYIIU CepenHE 3HUKEHHS Biff T04aTKOBOro 3HayeHHs XC-JIITHIII, Bu3HaueHe 3a
METOOOM HaWMEeHIIINX KBaapaTiB, CTAHOBUJIO -43 % (mo4aTKOBUM PiBeHb: 234 Mr/oj,
Micsanb 24: 124 mr/gn), -45 % (modyaTkKoBuH piBeHb: 234 Mr/mi, Mmicsaub 24: 124 Mmr/mon)
Ta -35 % (moyaTtkoBuM piBeHb: 241 Mr/gn, micsaus 24: 153 Mr/oi) y BiKOBUX Ipyliax Bif
6 mo <10, Bigm 10 mo <14 i Big 14 mo <18 poKiB BiAIIOBIOHO.

PesynbTaToM 3acTOCYBaHHS po3yBacTaTUHY y Ao3ax 5 mMr, 10 Mr i 20 Mr Takox Oynu
CTaTUCTUYHO 3HAYYIIi CepPeaHi 3MiHU MOPIBHSIHO 3 ITIOYAaTKOBUMHU NOKa3HUKAMU TaKUX
BTOPUMHHUX 3MIHHUX BEJIMYUH JTinifgiB i minonpoTteidis: XC-JITIBII, saransanint XC, XC-
HeJITIBII, XC-JITTHII/XC-JITIBI, 3aransauu XC/XC-JIIIBII, TT/XC-JITIBII, XC-
HeJITIBIL/XC-JIIIBIII, annoB, anoB/anoA-1. KoxkHa 3 1iuxX 3MiH IeMOHCTpyBaja
TIOJIIMIIIeHHS IiMigHUX peakilili i 30epirasnacs MPoOTIroM 2 POKiB.

[Ticnsa 24 micsiB TiKkyBaHHS KOOHOTO BIIJIMBY Ha picT, Macy Tina, IMT ab6o cTaTeBe
mo3piBaHHS BUSIBIEHO He Oyio (ouB. po3mdin «OcoBGIMBOCTiI 3aCTOCYBAHHS»).

Y paHgomizoBaHOMY ITOABIMHOMY CIIiIIOMY MJiale60-KOHTPOIbOBAaHOMY
0araTolleHTPOBOMY IIepeXpPeCcHOMY IOCHiAKEeHHI BUBYAIX PO3yBacTaTUH Yy A03i 20 Mr
OOWH pa3 Ha o0y mopiBHSAHO 3 mnanebo 3 yuacTio 14 giTed Ta migmiTKiB (BikoM Bim 6
oo 17 pokKiB) i3 TOMO3UTOTHOIO CIMEMHOIO TilepxoyecTepuHeMi€eo. [loCaimKeHH
BKJIIOYaJI0O aKTUBHY 4-TUXKHEBY IIiATOTOBYY (pa3y 3 JOTPUMaHHSIM HIETH, IIif 9ac KOl
MaIliEHTIB JIiIKyBaJil PO3yBacTaTUHOM y mo03i 10 Mr, rmepexpecHy ¢a3sy, 110 CKiamasacs
3 6-TUKHEBOTO IIepioay JiKyBaHHS po3yBacTaTUHOM y Ao03i 20 Mr i3 monepenHiM abo
MMOJaIbIINM 6-TUKHEBUM JIIKYBaHHSM I1j1a1ie6o, Ta 12-TUXKHEBY IMiATPUMYBalIbHY (a3y,
IIPOTSATOM SIKOI BCi nmaiieHTu oTpumyBanu 20 Mr po3yBacTaTuHy. [lallieHTH, SKi
nepebyBasiy Ha Teparril e3eTuMiooM abo adepe3om, MPOAOBXKYBaIl OTPUMYyBaTH 1ie
JIIKyBaHHS IIPOTATOM YChOT'O OOCIIIIKEHHS.

CratuctuyHo 3Hauyule (p = 0,005) 3auxkenHsa piBaa XC-JITTHIT (22,3 %; 85,4 mr/gmn,
abo 2,2 MMOJIB/JI) cCIOCTepiraau 4yepe3 6 TUKHIB JiKyBaHHS PO3yBaCTaTUHOM Y A03i
20 Mr nopiBHSAHO 3 mnanebo. CriocTepiraaocsa CTaTUCTUYHO 3HaUyllle 3HUKEHHS
3araigpHOro XC (20,1 %, p=0,003), XC-ueJITIBII] (22,9 %, p=0,003) i anoB (17,1 %,
p=0,024). Takox crmocTepiranocs 3HuxkKeHHs piBHIB TT', XC-JITTHII/XC-JITIBIII,
3arasbHoro XC/XC-JITIBII, XC-weJIITIBIII/XC-JITIBIII Ta anoB/anoA-I micisa 6 THXKHIB
JIIKYBaHHST PO3yBaCTaTUHOM Y Ho3i 20 Mr mmopiBHsSHO 3 mianebo. 3HuXKeHHs piBHS XC-
JITTHIII yepe3 6 TUKHIB JIIKyBaHHS pO3yBacTaTUHOM y 0031 20 Mr 3 HaCTyITHUMU

6 TUXKHSMU JTIKyBaHHS Mialebo 30epiranocs npoTaroM 12 TuxkHiB 6e3mnepepBHOL



Teparril. B ogHOTO mallieHTa crmocTepiramsocs momanbiine 3HUKeHH piBHA XC-JITTHII]
(8,0 %), 3aranbuoro XC (6,7 %) i XC-ueJITIBI] (7,4 %) micns 6 TUXKHIB JTiKyBaHHS 3
TUTPYBaHHAM go3u go 40 mr.

ITig yac TpomoOBXKEHHS BIOIKPUTOIO JIIKYBaHHA po3yBacTaTUHOM y 0031 20 Mr y 9 3 nux
namieHTiB go 90 TuxkHIB 3HUKeHHA piBHSI XC-JITTHII] 306epiranocs y mexkax Big -12,1 %
oo -21,3 %.

Y BiOKpUTOMY OOCIIAXKEHHI IOCUJIEHOTO TUTPYBAaHHA 003 Y 7 OL[IHIOBAHUX HiTeH i
oigIiTKiB (BikoM Bim 8 mo 17 poOKiB) i3 TOMO3UTOTHOIO CIMEHHOIO
rinmepxonecTepuHeMi€lo (OUB. BUIE) BiICOTOK 3HMUXKeHHSA piBHA XC-JIITHII (21,0 %),
3aranbHOro XC (19,2 %) Tta XC-HeJIIIBII] (21,0 %) Big mo4aTKOBOT'O PiBHS HiCIA

6 TUXKHIB JIIKyBaHHS pPO3yBacTaTUHOM y 4031 20 MI BinoBigas TOMY, IO
CIIOCTepirasaocs y BUIIe3rafjaHOMy OOCIIAXKEeHH] y OiTeu Ta MiaJIiTKiB i3 TOMO3UTOTHOO
CiIMENHOIO Tillepx0IeCTEPUHEMIEIO.

€BpoIericbKe areHTCTBO 3 JIIKapChKUX 3ac00iB BigMOBHUIIOCS Bifg 3000B’I3aHHS
HaJaBaTU pe3y/bTaTU OOCIiAXKEeHb PO3yBaCTaTUHY y BCIX IMiATrpynax giTeu i3
TOMO3UTOTHOIO CIMENHOIO TiepxoIecTePpUHEMIiEI0, IIEPBUHHOI0 KOMOiHOBaHOIO
(3Minranoio0) guchnimigemieto Ta ans npodinakTUKy MopyiieHsb 3 60Ky ceplieBo-
CynuHHOI cucteMu (OuB. po3xgin «Crocib 3acTocyBaHHS Ta JO3U» OJIS OTPUMaHHS
iH(popMaliil IIOA0 3aCTOCYBaHHS OiTSIM).

dapmakokKiHemukKa.

BcmMoKkmysaHH

MaxkcuMaibHa KOHLIEHTPAIlisi po3yBaCTaTUHY V IJ1a3Mi KPOBi loCATa€ThCs MPUOIHU3HO
yepe3 5 TOOMH IIiCyIsi IepOopasIbHOTO 3aCTOCyBaHHA. AGComoTHA 6i10IOCTYIIHICTE
CcTaHOBUTH pubM3HO 20 %.

Po3noodia

Po3yBacTaTuH 3HAYHUM YUHOM 3aXONJIIOETHCA IEYIHKOIO, sIKa € OCHOBHUM MiClleM
CUHTEe3y xoJiecTepuHy Ta Kiipency XC-JITTHII. O6’em po3nofiny po3yBacTaTUHY
ctaHoBUTH Npubau3Ho 134 5. bnusbko 90 % po3yBacTaTUHY 3B’SI3YETHCA 3 OiTKaMu
IJIa3MU KPOBi, MepeBaxHO 3 anTb0yMiHOM.

Memaboaizm

PosyBacTaTuH 3a3Ha€ He3HAYHOT0 MeTabosiamy (mpubnusuo 10 %). [ocnimxeHHs
MeTaboi3My in vitro 3 BUKOPUCTAHHSIM T'ellaTOLUTIB TIOAWHY CBig4aTh, 110
poO3yBacTaTUH € cjlabKuM cyOcTpaToM [y MeTabo/1i3My Ha OCHOBi (hbepMeEHTIB
uuToxpoMmy P450. OcHoBHUM 3agisHUM i3odepmernToMm € CYP2C9, memio MeHIITy pOb



BimirpatoTs 2C19, 3A4 ta 2D6. OCHOBHUMHU BU3HAYEeHUMHU MeTabonitamu € N-
IecMeTHJIOBHUI Ta JTaKTOHOBUM MeTabosritu. N-mecMmeTun-metabostiT mpubiau3uao Ha 50
% MeHIII aKTUBHUM, Hi’K pO3yBaCTaTHH, TaKTOHOBUYM MeTabO0JIiT BBaXKa€EThCS KITIHIYHO
HeaKTUBHUM. Ha po3yBacTaTtuH npunapgae 6inbiie 90 % aKTUBHOCTI HUPKYIIOIOYOTO
inrioiTopa 'MI'-KoA-penykTasu.

BuseoeHHsAa

[MTpu6nmu3zHo 90 % mo3u po3yBacCTaTUHY BUBOOUTLCS Y HE3MiIHEHOMY CTaHi 3 KajioM
(pa3oM BCMOKTaHa Ta HEBCMOKTaHa [il04Ya PedOoBHHA), pelliTa BUBOOUTLCA i3 ceUelo.
[MTpubnusHo 5 % BUBOOUTHCS i3 cedyero y He3MiHeHi# ¢opwmi. [Tepion HaniBBUBEOEHHS 3
IJIa3MM KPOBi CTAHOBUTH NPUOJIM3HO 19 roguH i He 30iTbUIYETHCS IIPU MiABUILIEHH]
no3u. CepenHe reoMeTpUYHe 3HAUYEHHS KJIIPEHCY IIpenapary 3 Ijla3Mu KpPOBi
ctaHOBUTH IMpubnusxo 50 n/rox (KoedimienT Bapiartii - 21,7 %). 4k i mjomo iHmIMx
inridiTopiB I'MI'-KoA penykTasu, Me4iHKOBe 3aXOIlJIEHHS PO3yBaCTaTUHY BimOyBa€ThCS
3 y4acTio MeMOpaHHOro TpaHcrnoprtepa OATP-C, sikuii Bifiirpa€e BaxKJIMBY POIb Y
MMe4iHKOBiM eiMiHallil po3yBacTaTUHY.

JIiHIiUIHICMb

CucTteMHa eKCIIO3UIlid pO3yBaCTaTUHY 30iNbIIIYETHCS MPOIOPIiHHO mo go3u. [Tpu
faraTopa3oBOMY HIOAEHHOMY 3aCTOCyBaHHi ITapaMeTpu ¢papMaKOKiHETUKH HE
3MiHIOIOTBCS.

Ocob1usi epynu nauieHmis

Bik ma cmamb

He cnocTtepiranocs KJiHIiYHOTO 3HAYYIIOTO BIJIUBY BiKy abo cTaTi Ha
(bapMakKoOKiHETUKY pOo3yBacTaTUHY y mopocnux. PapMaKoKiHeTHKa pO3yBaCTaTUHY Y
OiTed Ta MigIiTKiB i3 reTepo3UroTHOIO CiMENMHOI0 TilepxonecTepuHeMieio Oya
monibHo Mo hapMaKOKIiHETUKU Y OOPOCIUX MOOPOBOJIBLIIB (AUB. po3min «IiTu»).

Paca

HocnigkeHHs dapMaKOKiHETUKYM BUSBUIIHU, III0 y MAIliEHTIB MOHTOJIOIMHOI pacu
(amoH1IiB, KUTaUIiB, QinminmiHIliB, B’eTHaAMIIIB Ta KOpeuiliB) MeniaHHi 3HaueHHsTt AUC Ta
Cmax MpuGJIM3HO BABIUi BUIII, HiK Yy €BPOIENIIiB; y iHAiNIiB MenianHi 3HaueHHs AUC
Ta Cmax nmigBuIieHi npu6maus3Ho B 1,3 pala. AHai3 monynauinHol ¢apMaKOKiHETUKHT
He BUSBHUB KJIIHIYHO 3HAYYILOl Pi3HUII MiXK HallieHTaMU €BPOIIEOITHOL Ta HETPOIAHOIL

pac.

ITopyweHHsA ¢pyHKUITI HUPOK



Y mocnipzkeHHi y NALi€EHTIB 3 Pi3HUM CTyIeHEeM IMOPYIIeHHS QyHKITil HUPOK 3MiH
IJIa3MOBUX KOHIIEHTPAlliil po3yBacTaTuHy abo N-mecmeTusn-meTaboIiTy B 0Cib 3i
cnabkoio abo MOMipHOIO HEAOCTATHICTIO Bil3HaUeHO He OyJio. Y IaIli€HTiB i3 TAXKKUMU
MOpPYyIIeHHAMHU QYHKIII HUPOK (KiTipeHC KpeaTuHiny <30 MJI/XB) I1a3MOBi
KOHIIeHTpallil po3yBacTaTuHy Oynu B 3 pa3H, a piBHi N-gecmetun-metrabomnity — y 9
pa3iB BUIIIUMHU, HiXK y 30OPOBUX TOOPOBOJIBIIB. PiBHOBAXKHi I171a3MOBi KOHII@HTPAIIil
pO3yBacTaTUHY V MAIliEHTIB, IKi mepeOyBaloTh Ha reMofianisi, 6ynu npubnui3no Ha 50
% BUIIIUMHU, HiXK y 300POBUX TOOPOBOJIBIIIB.

ITopyweHHs ¢yHKUil neuiHKu

Y mocrimKeHHI NallieHTiB i3 pi3HUMU CTYII€HSIMHU HOPYIIEHHS IMEeYiHKOBUX (QYHKIIIN
O3HaK IigBUILEHO] €KCII03UIlil pO3yBacTaTUHY He OyJI0 BUSBJIEHO y MAIliEHTIB, CTaH
SIKUX OIliHIOBaBCs y 7 ab0 MeHIie OariB 3a mkasnoi Yatinga-I1't0. OgHak y ABOX
naieHTiB, siKi HaOpanu 8 Ta 9 3a mKanorw Yaunnga-I1'10, cucTeMHa eKCco3ullis OyJsa
IIOHaMMeHIIle BABiUi BUIla, HiXK y IMallieHTiB i3 MeHIuMu 6anaMu. [ocBin
3aCTOCYBaHHS PO3yBaCTATHUHY IAlliEHTaM, CTaH SIKUX OIIIHIOETLCS y Oinbliie Hix 9
OartiB 3a mKkanowo Yarnma-I1'1o, BimcyTHi.

I'enemuy4Huti noaimopgizm

Poznopin iuri6itopis 'MI'-KoA-pegyKTasu, B TOMY YHCJIi po3yBacTaTUHY, BinOyBa€eThCSA
3 yuacTio TpaHcrnopTHUX 0inkiB OATP1B1 Ta BCRP. ¥ nairieHTiB i3 reHeTUYHUM
nonrimop¢dizmom SLCO1B1 (OATP1B1) ta/abo ABCG2 (BCRP) icHy€e pu3uK ITiIBUIIIEHO1
eKCro3ullil po3yBacTtaTuny. [Ipu okpemux ¢popmax nomimopdpizamy SLCO1B1 ¢.521CC
Ta ABCG2 c.421AA ekcno3uilisa po3dyBactatuny (AUC) migBuilieHa OPiBHSAHO i3
regotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CnenianbHe TeHOTUIYBAHHS Y
KJTiHiYHiN TpaKTUlll He ITepenbadeHe, aje MalliEHTaM i3 TakKuM 1oiMmopdizMom
PEKOMEHAYEThCS 3aCTOCOBYBATU MEHIIY 1OOOBY mO3y PO3yBaCTaTUHY.

Iimu

IIBa mocrigKeHHS (hapMaKOKiHETUKU PO3yBacTaTUHY (Y BUTJTISALI TabJIeTOK) y OiTeu i3
reTepO3UTr0OTHOIO CiMEeNWHOIO TinepxonectepuHeMieio BikoM Big 10 mo 17 pokiB abo Bifg 6
no 17 pokis (3arasnom 214 narieHTiB) II0Ka3asy, 110 €KCIIO3Ullisd IIpenapaTy B OiTeu
HUXK4a abo mogidHa Mo eKCHOo3MUllil Y JOPOoCiuX ImallieHTiB. EKCIIo3ullisi po3yBacTaTUHY
Oysna nepen®advyBaHOIO BiITIOBIAHO [0 M03U Ta TPUBAJIOCTI IPUNMOMY IPOTATOM Oinbliie
2 POKIiB CIIOCTEPEKEHD.

JToKiHIYHI OaHi.

IoxkmiHiuHi maHi He BUSBISIOTE 0CO0INBOI HeOe3eKHU OJIsI JTIOOUHM Ha OCHOBI
TPaOULIMHUX OOCITigXKeHb papMaKoJIOTigyHOl 6e3MMeKu, TeHOTOKCUYHOCTI Ta ITOTEHIiamy



KaHIileporenHocTi. CrnenianbHi TecTn Ha BiiuB Ha reH hERG He orrintoBanucs. ITo6iuHi
peaxkiiil, siKi He CIIOCTepiraaucs B KIIIHIYHUX OOCHIAXKEHHSX, ajJle CIIOCTepiraaucs y
TBApPUH NPU PiBHAX €KCIIO3UIIil, MOmiOHUX M0 KIiHIYHUX PiBHIB €KCII03ullil, OyIu
TAaKUMU: y OOCHIIXKEHHSIX TOKCUKOJIOTII ITPpY ITOBTOPHOMY IIPUMOMIi CIIOCTepiramnucs
ricTomaToNOriuyHi 3MiHM MeYiHKU (MMOBiIpHO, Yyepe3 (hapMaKOJIOTiuHYy Iifo
pO3yBacCTaTUHY) y MUIIIEH, LIyPiB; MEHIIIOI MipOI0 3 BIIJINBOM Ha KOBYHUU MIXyp y
cobakK; y MaBIl TaKUX 3MiH BUsABJIEHO He O0yno. Kpim Toro, y MaBIm i cob6ak npu
3aCTOCYBaHHI BUIIIUX 03 CIIOCTepirajgacsa TeCTUKYJIsIpHA TOKCUYHICTh. PeniponyKTHUBHaA
TOKCUYHICTH OyJla BUSIBJIEHA y LIyPiB i3 3MEHIIIEHHSM PO3MipiB MPUIIIOAY, MacHu
IIPUIJIONY Ta BUXKWBAHHSA OUTUHYAT IIPU TOKCUYHUX [JIA MaTepi Jo3ax, KOJIu
CHUCTeMHa eKCIIO3Ulli Y AeKijibKa pa3iB IepeBulllyBajia piBeHb TepareBTUYHOI
€KCIIO3HIIil.

ITloka3aHHA

JIikysaHHA 2inepxosiecmepuHemii

HopocnuMm, migjgiTKaM Ta OiTAM BiKOM Bif 6 POKiB i3 IePBUHHOIO
rinepxosnectepuHeMieto (tTuny Ila, B TOMy 4HCIIi i3 TeTEPO3UTOTHOK CIMENHOI0
rimepxonecrepuHemieio) abo 3mimranoio gucrinigemiero (tTumny IIb) sik mormoBHEeHHS [0
OiETU, KOJIM DOTPUMAHHS Oi€THU Ta 3aCTOCYBAHHS iHIIUX HEMeOIWKaMeHTO3HUX 3aco0iB
(Hanpukmnazn ¢pi3sMYHUX BIIPaB, 3HU2KEHHS MacCH Tijla) € HeIOCTaTHIM.

IMopocnuMm, migjgiTKaM Ta OiTAM BiKOM Bif 6 POKIiB IIpyY TOMO3UTOTHIN CiMenHini
rinepxoiecTepuHeMil K JOMOBHEHHS A0 Oi€TH Ta IHIIKUX JIIMiHO3HUXKYBaJIbHUX 3aCc00iB
nmikyBaHHS (Hanpukiapg adhepedy JITTHII) a6o y Bunagkax, KOIU TakKe JIIKYBaHHS €
HeJOpPEeYHUM.

ITpoginakmuka cepueso-CyOUHHUX NOPYWeHb

3anobiraHHs 3HaYHUM CEPIEeBO-CYIUHHUM IIOPYIIEHHSM y MalliEHTIB, IKUM, 3a
OLIIHKaMM, 3arpOKy€ BUCOKUM PU3UK IIEPIIOT0 BUIIAOKY CEPLEBO-CYOUHHOT O
nopyuieHHs (OuB. po3nin «®apMakKognHaMiKa»), IK DOIIOBHEHHS [0 KOPEKIIil iHIIuxX
(akTOpiB PU3UKY.

ITporunnoka3aHHs

Po3yBacTaTUH IPOTUIIOKA3aHUU:

e TIAIliEHTaM i3 MigBUILEHOIO YYTIUBICTIO O po3yBacTaTUHY abo mo Oyob-IKOi i3
OOIIOMIKHUX PEYOBUH IIpenapary;

e ITAlliEeHTaM 3 aKTUBHUM 3aXBOPIOBAHHSIM IIE€YiHKU, B TOMY YUCJIi CTIMKUMU
ITiABUIIIEHHSI MM CUPOBAaTKOBUX TPaHCaMiHa3 HEBimoMOl eTiosnorii Ta 6yab-IKUMU



MigBUILlEHHSIMY TpaHCaMiHa3 y CUPOBATIIi KPOBI, 1110 BTPUYi IePEeBUILIYIOTh
BepxHIO MexkXy Hopmu (BMH);

e TTAIliEHTaM i3 TAKKHUM HOPYIIeHHAM QyHKIIl HUPOK (KiIipeHcoM KpeaTuHiHy <30
MJI/XB);

e TIAIIEHTAM 13 MiOIIaTI€Lo;

e TIAIliEHTaM, SIKi OMHOYACHO OTPHUMYBaIN KOMOiHAIIiI0
codocOyBip/BenmaTacBip/BoKcHuanpesip (OuB. po3nin «B3aeMomis 3 iHIMUMHT
JIIKaPCHKUMHU 3aco0aMM Ta iHII BUON B3a€EMOTiN»);

e TIALliEHTaM, SIKi OHHOYaCHO OTPUMYIOTH IIUKJIOCIIOPUH;

e B IIepiof BariTHOCTi ab0 rogyBaHHS I'PYAMOI0, @ TaKOXK KiHKaM PENPOOYKTHUBHOTO
BiKy, Kl He 3aCTOCOBYIOTh HaJIeKHi 3aCO00U KOHTpaIlemnIiil.

ITo3a 40 Mr mmpoTHUINIOKa3aHa IMallieHTaM 3i CXUJIBHICTIO Mo MiomaTii/padbmomioni3y.
ITo ¢pakTOpiB TAKOT0 PU3UKY HAJEXKAaTh:

e TIOMipHe IOPYIIeHHS QYHKIIlI HUPOK (KJIipeHC KpeaTuHiHy <60 MI1/XB);

e TIIOTUPEO3;

e HaAsIBHICTh B 0cOOMCTOMY ab00 POOUHHOMY aHaMHe3i CIIafKOBUX M’ sI30BUX
3aXBOPIOBaHBb;

e HaSIBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha TJIi 3aCTOCYBaHHS iHIIUX iHTiGiTOPIB
'MTI'-KoA- penykTa3u abo ¢pidparis;

e 3JI0BXKMBaHHS aJIKOI'0JIEM;

e CUTYyallil, III0 MOXKYTb IIPU3BECTHU [0 ITiABUIIIEHHS KOHIIEHTpPAIlil Tpenapary y
ja3Mi KpoBi;

e HaJIEKHICTH JO MOHTOJIOIOHOI pacu;

e CYIIyTHE 3aCTOCyBaHHs (ibpaTiB

(muB. po3minu «Oco6IMBOCTI 3aCTOCYBaHHSI», «B3aeMoist 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHIIi BUOM B3aEMOMili» Ta «PapMaKOKiHETHKA»).

B3aemMonisi 3 iHOIMMH JTiKapChbKHMH 3aCO00aMHu

Bnius cynymHix npenapamise Ha po3y8acmamuH

IH2ibimopu mpaHcnopmHux bisiKie

PosyBacTaTuH € cyOCTpaTOM OJIS OeSIKUX TPAHCIOPTHUX OiNKiB, y TOMY YHCITi
MeYiHKOBOr0 TpaHcropTepa 3axorieHHsas OATP1B1 Ta edmioKcHOro TpaHCOIOpTEPa
BCRP. OgHo4yacHe 3aCTOCyBaHHS pPO3yBaCTaTUHY i3 JIIKapCbKUMHU 3acobaMu, 110
MMPUTHIYYIOTH Ii TPAHCIOPTHI OiIKK, MOKe TPU3BOOUTH A0 MigBUIIEHHS KOHIIEHTPAIIiN
pPO3yBacTaTUHY y IJIa3Mi KPOBi Ta 30ilbIIIeHHST PU3UKY MiomnarTil (muB. po3minu «Criocid
3aCTOCyBaHHS Ta mo3u», «OCoOJIMBOCTI 3acTOCyBaHHSA», «B3aemMofia 3 iHIIUMU



JIiIKapChbKUMHU 3aco0aMu Ta iHIIN BUOW B3aeMomiti», Tabnuiro 2).
ILluxkanocnopuH

Y nepiopn cynnyTHBOTO 3aCTOCYBaHHS PO3yBaCTaTUHY Ta LIMKJIOCIIOpPUHY 3HaueHHsa AUC
po3yBacTaTUHYy OynIu B CEPeOHbOMY IIPUOIM3HO y 7 pa3iB BUIIIUMHU, HiXK Ti, AKi
CIIoCTepiraaucs y 3LopoBuUxX Ao0OpoBobiliB (ouB. Tabnuito 2). Po3yBactaTun
IIPOTUIIOKA3aHUU ITalliEeHTaM, sIKi OHHOYaCHO OTPUMYIOTh [TUKJIOCIIOPUH (OUB. PO3is
«I[TpoTUIOKa3aHHA»).

CyIyTHE 3aCTOCyBaHHS He BIIJIMBAJIO Ha KOHIIEHTPAIlil IMKJIOCIIOPUHY Y I1JIa3Mi KPOBI.
IH2i6imopu npomea3su

Xo4ya TOYHHM MexaHi3M B3a€MO[il HEBimMOMUM, OJHOYACHE 3aCTOCYBaHHA iHTiOiTOPIB
MpoTea3n MOXKe 3Ha4YHO 30i/bIilyBaTy €KCII03HUIlil0 po3yBacTaTUHy (OuB. Tabmuilio 2).
Hanpuknapg, y mociigxeHHi ¢hapMaKOKiHETUKHN OJHOYaCHe 3aCTOCyBaHHSA 10 Mr
pPO3yBacTaTUHY Ta KOMOIHOBAHOI'O JIiIKapChKOTro 3acoly, 1110 MiCTUB ABa iHTibiTOpH
npoTtea3u (300 mr aTtazaHaBipy/100 Mr puTOHABIpPY), ¥ 3MOPOBUX JOOPOBOIIBIIIB
CynpoBomXyeThcd miasuinieHHaM AUC Ta Cmax po3yBacTaTuHy Npubnu3Ho B 3 Ta 7
pa3siB BinnmoBigHO. OgHOYAacHE 3aCTOCYBaHHS PO3yBaCTaTHUHY Ta OeIKNX KoMOiHaIlin
iHriGiTOpiB MpOoTEa3u MOKIIUBE IIiCIII PETENbHOT0 OOMiIpKYBaHHS KOPEKIIil mo3u
npenapaty PomecTiH, BUXOOs4HX 3 OYiKyBaHOIO 3POCTaHHS €KCIIO3UIlil PO3yBaCTaTUHY
(muB. po3minu «Cnocib 3acTocyBaHHS Ta m03u», «OCOBIMBOCTI 3aCTOCYBAaHHS»,
«B3aeMopmist 3 iHmMMU JTiKapChbKUMHU 3acoO0aMM Ta iHII BUAM B3aeMomiv», Tabmuirio 2).

I'em@ibpo3us ma iHwi nini003HUMCYBANbHI 3acobu

OmHOYacHe 3aCTOCyBaHHS pPOo3yBacTaTHUHY Ta reM@piOpo3unIy IpUu3BOOUTH [0
3poctanHsa AUC Ta Cmax po3yBacTaTUHy B 2 pa3u (OuB. po3min «OcobmuBOCTi
3aCTOCYBaHHS»).

Buxogsiuu 3 maHUX OOCHIAXKeEHb, (apMaKOKIiHETUYHO 3HAYYIOl B3aEMO/Il 3
benodibpaTOM HE OUIKYy€ETHCSI, OMHAK MOXKJIMBa (papMaKogUHaMidyHa B3a€EMO/Iisl.
T'em¢ibpo3un, perodibpar, inmri ¢pidpaTu Ta Jinmigo3HUKYyBasbHiI 703U (> abo piBHI 1
r/mo0y) HialluHy (HIKOTMHOBOI KUCJIOTH) 30iMbIIYIOTh PU3UK MiOIlaTil IPU CyTyTHbOMY
3acTocyBaHHi 3 iHri6iTopamu 'MI-KoA, iMOBipHO, 3a paXyHOK TOTO, 110 BOHU MOXYThb
CIIPUYMHSATHU MiOIlaTiio, KO 1X 3aCTOCOBYBaTU OKpeMo. [lo3a 40 MI IpoTUIIOKa3aHa
IIpU CYIIyTHHOMY 3aCTOCyBaHHi ¢idpaTiB (guB. po3finu «I[IpoTUnokasaHHa» Ta
«OCcobOnMUBOCTI 3aCTOCYBaHHSA»). TaKUM MalliEHTaM TaKO0XK CJIifl pO3IIOYMHATU Tepalriio 3
IO3u 5 MT.

Ezemumib



OmHOYacHe 3aCTOCYBaHHS po3yBacTaTHUHY y m03i 10 Mr Ta e3etumidy 10 Mr maiieHTam
13 rirnepxoyiecTepuHEMI€E0 IPU3BOAUTE 10 3pocTaHHSA AUC po3yBacTtaTuHy B 1,2 pa3sa
(Tabmuisa 2). He MmoxkHa BUKIIIO4YaTH (PapMaKOAMHAMIYHOI B3aEMO/Iil MiXK IIpernapaToM
PomecTin Ta e3eTuMiOOM, 1110 MOKe ITPU3BECTH OO0 HeOaKaHUX SIBUII (OUB. PO3Oia
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

AHmauudHi npenapamu

OpgHoYacHe 3aCTOCYBaHHS PO3yBacCTaTHHY 13 CYCIIE€H3iIMHU aHTAILlUIIB, 110 MICTATh
rigpokcup ajaioMiHio abo MarHiioo, 3HUXKYE KOHIIEHTpPallil po3yBacTaTUHY V IJ1a3Mi
KpoBi mpubnu3Ho Ha 50 %. Lleit epeKT cTa€e MeHIII BUPaXEeHUM Y pa3i 3aCTOCyBaHHS
aHTaIMOHUX 3ac00iB Uepe3 2 TOAWHMU IIiC/Is 3aCTOCYBaHHS po3yBacTaTUHY. KiiHiuHY
3HAUYIIiCTh Ili€l B3a€eMOZil He BUBUYAJIH.

EpumpomiyuH

OpHOo4YacHe 3aCTOCYBaHHS pO3yBacCTaTUHY Ta epUTpoOMinnHy 3HUXKye AUC
po3yBactaTuny Ha 20 %, a Cmax - Ha 30 %. LI B3aeMomisa Moxke OyTH CIIpUYMHEHa
TTOCUJIEHOIO ITEPUCTAIbTUKOIO KUIIIeYHUKY BHACIIIIOK il epUTPOMIITUHY.

Tuxkazpenaop

Tugarpeyop Moxe BIIJIUBaTU Ha BUBEEHHsS HUPKaMU pPO3yBaCTaTUHY, IOCUIII0YU
PHU3UK HAaKOIIMYEHHS OCTAHHBOr0. X04Ya TOYHHUU MeXaHi3M HEeBIiHOMUM, Y OeSIKUX
BUMaJKaX OJHOYACHE 3aCTOCYBaHHS TUKaArpejiopy Ta po3yBaCTaTUHY HPU3BOAUIIO 0
noripmieHHst QyHKIIiI HUPOK, migBulieHHsa piBHs K@K Ta pabmomiostizy.

®epmeHmu yumoxpomy P450

PesynbTaTu gociigXKeHs in vitro Ta in vivo cBig4aTh, 110 po3yBacTaTUH He iHTiOye i He
CTUMYITIOE i30¢pepMeHTH HHuTOXpoMy P450. OKpiM 1IIbOT0, PO3YBACTATUH € CIIA0OKUM
cyocTpaTtoMm 1ux izodepmeHTiB. TakKuM YMHOM, B3aEMOil 3 JTiKapCbKUMHU 3aco0aMu B
pe3ynbTaTi MeTaboii3aMy, ormocepenkoBanoro P450, He ouikyeThcsi. He
CIIOCTepirasaocs KJIIHIYHO 3HaYyIIUX B3a€EMOMINU MiXK PO3yBaCTaTUHOM Ta
¢dnykonazonom (iuriditopom CYP2C9 ta CYP3A4) a60o KeTOKOHa30si10M (iHTiGiTOpoM
CYP2A6 ta CYP3A4).

B3aemodii, wo sumazarombs Kopekuii 0o3u podysacmamuHy (OuB. TaKoxk Tabmuirio 2)

[Tpu HeoOXimHOCTI 3acTOCyBaHHS PO3yBaCTaTHUHY 3 iHIIMMU IiKapChbKUMU 3acobaMu,
30aTHUMM ITIiABUIYBaTU €KCIIO3UIlil pO3yBaCcTaTUHY, 003y npemnapaTy PomecTin
MOTPiOHO CKOPUTYyBaTH. AKIIO OYiKy€ETHCS, 1110 eKcmo3utlis nmpemnapaty (AUC) 3pocTte
nmpubau3Ho B 2 abo OinbIlle pa3iB, 3aCTOCYBaHHS PO3yBaCTaTHUHY CJIif PO3MOYHUHATH 3
mo3u 5 mr 1 pa3 Ha go0y. MakcumanbHy 4OOOBY HO3y IIpenapaTty PoMecTiH ciif



CKOPHUTYBATU TAaKUM YHMHOM, 100 OUiKyBaHa €KCIO3MUIlisi PO3yBAaCTATHUHY He
IepeBUIITyBajia €eKCII03UIIi10, I110 Bim3HAYa€ThLCS ITpu npuriomi go3u 40 mr/mody 6e3
3aCTOCyBaHHS JIiKapChKUX 3ac00iB, 110 B3aEMOMIIOTh i3 MpenapaToM; HallpuKiaf, Ipu
3acToCcyBaHHi 3 remM}piOpo3uIOM [03a po3yBacTaTUHY CTaHOBUTUME 20 MT
(30inbIIeHHS eKcmo3ulii B 1,9 pa3a), mpu 3acTOCyBaHHI i3 KoMOiHalIi€l0
putoHaBip/aTalzaHaBip - 10 mr (36inbireHHs B 3,1 pasa).

Axmo nikapcekui 3aci6 36inbiurye AUC po3yBacTaTUHY MEHII HiXK y 2 pa3y,
II0YaTKOBY 403y 3MEHIIIyBaTHU He MOTPiOHO, aje CIif moTpUMyBaTUCS 00epeKHOCTi
npu 30iNblIeHHI 403U PO3yBacTaTUHY O0 moHap 20 Mmr.

Bronus cymnyTHIX miKapchKuX 3ac00iB Ha €KCITO3UIlil0 pO3yBaCTaTUHY

(AUC; y mopsinKy 3MEeHIIIEHHS BEIMYMHM) 3a OIIyOJIIKOBAaHMMM OJaHUMU KITiHIUHUX
OOCIIiI>KEeHb

Tabauus 2

36invweHHss AUC podysacmamuHy 8 2 pa3u abo biavwe Hidc y 2 pasu

) Peoicum )
Peoicum 003y8aHHA AiKApPCbKo20 3acoby, w0 3miHu AUC
] 003yBAHHA
83aemodie po3ysacmamuHy*
po3ysacmamuHy

CodocoyBip/BenmnaTtacsip/Bokcumnarpesip (400 10 mr, opHopasosa 1 7,4 pasa

Mr-100 mr-100 mr) + Bokcunanpesip (100 mr) fosa

1 pa3 Ha moby npoTtsaromMm 15 OgHIB

[IuknmocmopuH Big 75 Mr aBiui Ha gody mo 200 |10 mr 1 pa3 Ha

.. . . ) 1T 7,1 paza
MT OBidi Ha o0y, 6 MicsIliB no0y, 10 gHiB

. .. . 5 Mr, 0OjHOpa30Ba
Haponytamin 600 Mr gBiui Ha goOy, 5 OHIB 038 T 5,2 pasa
il

: ) 5 MrI', omfHOpa30Ba
Peropadenio 160 mr 1 pa3 Ha o6y, 14 gHiB 1033 T 3,8 paza




ATtazanaBip 300 mr/putoHasip 100 mr 1 pas

10 mr, omHOpa30Ba

. 3,1 pasa
Ha noOy, 8 oHiB nosa
. 10 Mr, omHOpPa3o0Ba
Benmatacsip 100 mr 1 pa3 Ha go0y 2,7 paza
mo3a
OwmbiTacsip 25 Mmr/mapuTtanpesip 150
p. /map PEBID 5 MrI', OomfHOpa30Ba
mr/putoHaBip 100 mr 1 pa3 Ha 038 2,6 pa3za
moOy/macabysip 400 mMr gBiui Ha moOy, 14 OHiB A
TepidpnyHomin Hesigomo 2,5 pa3za
I'pazomnpesip 200 mr/enbacBip 50 mr 1 pa3 Ha |10 MT, ogHOpPa3oBa 2 3 pasa
no6y, 11 gHiB mosa =P
I'nmekanpesBip 400 mr/mi6penTacBip 120 mr 5 mr 1 pas Ha 22 pasa
1 pa3 Ha moOy, 7 mHiB AoOy, 7 mHiB
Jloninasip 400 Mmr/putoHaBip 100 mr gBiui Ha |20 Mr 1 pa3 Ha 2 1 pasa
o0y, 17 muiB o0y, 7 mHiB - P
. . 2 pa3u
Knonigorpens 300 Mr, moTtiMm 75 Mr yepe3 24 |20 Mr, ogHOpPa30Ba
TOOUHU mo3a
. . 20 Mr, omHOpa30Ba
®ocramaTuni6b 100 mr gBiui Ha mobOy 2 pasu
mo3a
10 Mr, omHOpPa30Ba
debykcocTtaTt 120 Mmr 1 pa3 Ha o0y 1,9 paza
mo3a
. . . 80 mr, omHOpa30Ba
I'em@idbpo3un 600 Mr aBidvi Ha Oo0y, 7 OHIB 1,9 paza

n03a




36invweHHs AUC po3dysacmamuHy MeHWe Hixc y 2 pasu

Peoicum 003yBaHHA AiKaApPCbko20 3acoby, w0
s83aemoolie

Peoicum
003yBAHHA
po3ysacmamuHy

3miHu AUC
po3ysacmamuHy*

Entpombormnak 75 mr oguHl pas Ha moly, 5

10 mr, ogHOpa30Ba

mosa

. 1T 1,6 pasza
OHIB Io3a
HapyHasip 600 mr/putonasip 100 mr aBivui Ha |10 Mr 1 pa3 Ha 115
,D pa3a
moby, 7 mHiB moOy, 7 mHiB P
TunpanaBip 500 mr/putoHaBip 200 mr gBiui |10 Mr, omHOpPa3loBa 1 14 pasa
Ha mo0y, 11 guiB nosa =P
Iponemapon 400 Mr nBivui Ha mOOY Hesigomo T 1,4 pasa
) 10 mr, omgHOpa30Ba
ITpakonaszosn 200 mr 1 pa3 Ha o0y, 5 OHIB 1033 T 1,4 paza **
. . 10 mr 1 pa3 Ha
EseTtumib 10 mr 1 pa3 Ha mo0y, 14 gHiB ) T 1,2 paza **
mo6y, 14 gHiB
3HuoticeHHA AUC podysacmamuHy
‘ Peotcum .
Peoicum 003yB8aHHs AiKAPCbK0O20 3acoby, W0 903VEaHH 3miHu AUC
83aemoolie Y po3ysacmamuHy*
po3ysacmamuHy
) ) 80 M