Ckian

diroua pe4osuHa: po3yBaCTaTHH;

1 TabrmeTka MicTUTH po3yBacTaTUHYy Kanbllito 5,2 mr, 10,4 mr, 20,8 Mr a6o 41,6 mr, 1110
eKBiBaJIeHTHO po3yBacTaTuHy 5 mr, 10 mr, 20 mr a6o 40 wmr;

O0ONOMIJHICHI pe4oBUHU: KaJIbIlilo IUTPAT, MiKPpOKpPHCTaJliuHa IIe/Il0103a,
rimpokcumnpomninnesntoso3a, MaHIT (E 421), makTo3a, KpOCIIOBiOH, MarHio cTeapar;

nsaiekosa ob6os0HKa (mabsiemku no 5 m2): mosiBiHiNTOBUM coupT, TUTaHy miokcup (E
171), makporon 3350, Tansk, Taptpa3uH (E 102), xkoBtuut 3axig FCF (E 110),
imgurokapmis (E 132);

naiskosa o6o10Hka (mabaemxku no 10 me, 20 me, 40 m2): TIONiBiHIIOBUYM COUPT, TUTAHY
miokcup (E 171), makporon 3350, Tanbk, TapTpa3uH (E 102), cnemianbHUN Y€ePBOHUU
AC (E 129), xxoBtui 3axig FCF (E 110), ingurokapmis (E 132).

JIikapcbKa ¢opma
TabmeTKyu, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHOBHI (pi3uKo-xiMiuHI 81aCcMuBOCMi:

mabsiemku no 5 me: TabneTKu KPyriol GopMH 3 IBOOITYKJIOIO ITOBEPXHEI0, BKPUTI
ITiBKOBOIO 0O0JIOHKOIO, 2KOBTOT'O KOJILOPY;

mabaemxku no 10 me: TabneTku KPyrioi ¢GopMHu 3 OBOOITYKJIOIO ITOBEPXHEIO, BKPUTI
IIJIIBKOBOIO 000JIOHKOIO, PO2KEBOT'0 KOJIbOPY;

mabaemku no 20 me: TabneTKu OBasibHOI (OPMU 3 ABOOIIYKJIOIO ITIOBEPXHEIO, 3 PUCKOIO
3 OOHi€l CTOPOHU, BKPUTI ITJIIBKOBOIO 000JIOHKOIO, POZKEBOT'0 KOJILOPY;

mabsaemku no 40 me: TablIeTKH NPOJOBryBaToi GopMu 3 IBOOMYKJIOK MOBEPXHEIO, 3
PUCKOIO 3 O[THI€EI CTOPOHU, BKPHUTI IIJTIBKOBOIO 0O0JIOHKOIO, POXKEBOI'0 KOJIbOPY.

®dapMaKoTepalneBTHUYHA Irpyna

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

Kom ATX C10A AO07.

®apMaKoOJIOridyHi BJIaCTHBOCTI



dapmaKkoduHamika.
Mexanism 0ii

PosyBacTaTuH — 1le CeJIEKTUBHUM Ta KOHKypeHTHU# iuriditop 'MI-KoA-penykTa3suy,
bepMeHTy, 1110 BU3HAYAE IMIBUIOKICTh Peakliil Ta IepeTBOPIoE 3-Tigpokcu-3-
METUITIyTapuil KohepMeHT A Ha MeBaJIOHAT, IONEePenHUK xoJiecTepuHy. OCHOBHUM
MicueM fil po3yBaCTaTUHY € IeYiHKa, OpraH-MillleHb OJId 3MeHIIIeHHS PiBHIB
XOJIECTEPUHY.

PosyBacTaTuH 306inbimye KinbKicTh penentopis JITTHII] Ha moBepxHi KIiTUH NEYiHKH,
IIOCUJIIOIOYM 3aXOIlIeHHs Ta KaTabosnisMm JITTHII, Ta mpurHiyye ne4iHKOBUM CUHTE3
JITIOHIII, TakuM 4MHOM, 3MEHIIYI0YHU 3arajbHy KijIbKicTh yacTuHOK JITTITHIII Ta
JITTHIII.

dapmakoOuHamiuHa 0is

Po3yBacTaTuH 3HUXKYE HNiABUILIIEHUN pPiBeHb xoecTtepuny JIITHII, 3aranbHOro
XOJIECTEPUHY Ta TPUTIIiLEePUAiB i nigBuillye piBHi xonectepuny JIIIBII. Bin Takox
3MeH1ye piBHi anoB, XC-ueJIITBII, XC-JITIOHIIL, TT-JITIOHII Ta nigsuiilye piBeHb
arnoA-I (tabmums 1). EBOI‘/‘IJI® TaKoXK 3MeHIIye cruiBBigHomeHHs XC-JITTHII/XC-JITIBIL,
3aranbHoro XC/XC-JITIBII, XC-geJIIIBII/ XC-JITIBIII Ta anoB/amoA-I.

Tabmuisa 1
Bigmosinps Ha mo3y y MallieHTIB i3 HepBUHHOIO rinepxosectepuHeMieio tuiy Ila ta IlIb

(BigKOpHUTrOBaHa CepefHs BiCOTKOBAa 3MiHa ITOPiBHSIHO 3 IOYATKOBUM PiBHEM)

XC- 3araab-HUM XC- XC- aIoA-
IHo3a N T arnoB
JITTHIII, XC JITIBII] HeJITIBIII
[Tname6o0|13 o7 -5 3 e 3 |-7 e 3 |0
5 17 e 45 e 33 13 e 35 e 44 e 38/4
10 17 e 52 e 30 14 e 10 e 48 e 424
20 17 e 55 e 40 8 e 23 e 51 e 46|5




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

TepaneBTuuHUU €(HEKT OOCATAETHCSA NPOTATOM 1 TUXKHSA HICNIA TOYATKy 3aCTOCYBaHHS
JlikapchbKoro 3aco0y, 90 % MakcuMaJibHOTO eheKTy - yepe3 2 TUXKHi. MakCcuMalbHUN
edeKT 3a3BUUaM JOCATAETHCS Yepe3 4 TUXKHI Ta TPHUBAE Hamalli.

KniniyHa epekmusHicmb ma 6e3neka

PosyBacTaTuH eheKTUBHUU Y JIiIKyBaHHI JOPOCIIUX i3 rinmepxojieCTEPUHEMIEIO - i3
rineprpuriinepuneMieo abo 6e3 Hel - He3aJIeKHO Bill pacH, cTaTi Yu BiKy, a
TaKOXK TalIliEHTiB 0COOIUBUX I'PYII, TAKUX SIK XBOPi Ha giabeT abo mallieHTH i3
CiMEeMHOIO TilepXx0oIeCTEePUHEMIEIO.

3a 00’emHaHUMM JaHUMHU OOCHIIIKEeHb PO3yBacTaTUH e(eKTHUBHO 3HUKYE PiBHI
X0JIECTEPUHY y OiNbIIIOCTI MalieHTiB i3 rimepxonecrepunemieio tuny Ila ta IIb
(cepenniit mouatkoBui piBeHb XC-JITTHII nmpubnu3uo 4,8 MMOJIb//I) OO0 ITiTbOBUX
3Ha4YeHb, BCTAHOBJIEHUX BU3HAHUM KEPIiBHUIITBOM €BPOIENCHKOI0 TOBApPHUCTBa
atepockiiepo3y (EAS; 1998); npubnuino y 80 % mallieHTiB, IKi TpuiMaioTh
po3yBacTaTuH y 0o3i 10 MI, BIA€ThCSA AOCATTU HOPMATHUBHUX LITbOBUX PiBHIB XC-
JITTHIII 3a EAS (<3 MMOb/mI).

CHpusATIVBUY BIIJIUB PO3yBaCTaTUHY Yy MALlIE€HTIB i3 reTepO3UTOTHOK CiIMEUHOI0
rimepxojieCTepUHEMIEI0 Ha TOKA3HUKU JIIMiiB Ta JOCATHEHHS LiJIbOBUX PIBHIB
Bim3HavaeThCcs mmpu go3ax Bim 20 mo 80 mr. ITicnst TuTpyBaHHS 00 0o060BO1 mo3u 40 Mr
(12 tuxuiB nikyBauusa) XC-JITTHII 3uuxkyeThcs Ha 53 %. Y 33 % natlieHTiB Oyno
mocAarHyTo HopMaTtuBHUX piBHIB XC-JIITHII] 3a EAS (<3 MMonb/m).

Y saranbHiy monyJsALil Iali€eHTiB i3 TOMO3UTOTHOIO CiMENHOIO TillepxoJjieCTEPUHEMIE0
Ipu npuriomi posyBactaTuny y mo3ax 20-40 mr piBenb XC-JIITHII 3HUXKY€ETHCS B
cepengHboMy Ha 22 %.

CrnocTepiraetbCsa agUTUBHUU €(eKT PO3yBaCTaTUHY OO0 3HUKEHHS PiBHA
TPUTIIIIEPU/iB IPU 3aCTOCYBaHHI y KoMOiHallil 3 ¢eHopiOpaToM Ta HIOA0 MigBUIIEHHS
piBHiB XC-JITIBIIl npu 3acTocyBaHHi y KOMOiHaIlil 3 HiallMHOM (OWB. PO3Mis
«OCcOoOIUBOCTi 3aCTOCYBAHHS»).

Y 6araToueHTPOBOMY IIOABIMHOMY CIIIIOMY I11alie00-KOHTPOJILOBAHOMY KIIiHiYHOMY
mochigxkeHHi (METEOR) 984 nanientu BikoM 45-70 pOKiB i3 HU3bKUM PU3UKOM
imemiyHOI XBOpoOU cepiisi (BU3HAYEHUM SK PU3UK 3a PpaMiHreMChKOI0 1IKanoio <10
% mpotsaroM 10 pokiB), cepenHiMm 3HaueHHAM XC-JITTHIII 4,0 mmons/n (154,5 mr/on),
ajsie i3 CyOKJTIiHIiYHMM aTepPOCKJIEPO30M (BU3HAUYEHUM 3a 30iIbIIIeHHSIM TOBILIMHUA
KOMIJIEKCY iHTUMa-Mefisi conHol apTepil (TKIMCA)) 6ynu paHOoMi30BaHi 10 ABOX



TPyIl Ta IpU¥Manu OOuH pa3 Ha Ao0y abo 40 Mr po3yBacTtaTuHy, abo riamedo
mpoTsAroM 2 PokiB. [TopiBHsSHO i3 m1aiied6o po3yBacTaTUH 3HAYHO CIIOBITLHIOBAB
nporpecyBaHHs MakcuManbHOl TKIMCA y 12 Toykax COHHOL apTepil Ha -0,0145
MM/piK [95 % moBipuuu inTepBan -0,0196, -0,0093; p<0,0001]. 3mina mopiBHAHO 3
BuxigHUM piBHeM cTtaHoBuia -0,0014 mM/pixk (-0,12 %/pik (cTaTUCTUYHO HEe3HAUyla))
y TpyIi po3yBaCTaTUHY IIOPiBHAHO i3 nmporpecyBaHHaM +0,0131 mm/pik (1,12 %/pik
(p<0,0001)) y rpymi nnane6o. ITpsimoi kopensii mixk 3menienHsM TKIMCA Ta
3HUKEHHSIM PU3UKY IMOPYIIeHb 3 00Ky CeplieBO-CyAUHHOI CUCTEMHU MPOIEMOHCTPOBAHO
He Oyno. [To mocnimxkernHss METEOR Oynu 3any4eHi nmalieHTH 3 HU3bKUM PU3UKOM
imeMiyHOl XBOpoOU ceplld, sIKi He € MpeACTaBHUKaAMHU IiJTbOBO1 MOy ISl
3aCTOCyBaHHA po3yBacTaTuHy y 0031 40 mr. [Jo3y 40 Mr ciifg npu3HadaTH JIUIIe
HallieHTaM i3 TSIKKOIO0 TimepXxojieCTEPUHEMIEI0 Ta BUCOKMM PU3UKOM CEPIIEBO-
CYOUHHUX Po3namniB (OuB. po3min «Criocib 3aCTOCyBaHHS Ta JO3U»).

B iHTepBeHUiHOMY OOCIiAXKEHHI po3yBaCTaTUHY 3 METOI0 OOTPyHTYBaHHS
3aCTOCYBaHHS CTAaTHUHIB K 3aco0y nepBuHHOI npodinaktuku (JUPITER) Boius
pO3yBaCTaTUHY Ha 4aCTOTY 3HAQUHUX aTE€POCKJIEPOTUYHUX CEPLIEBO-CYAUHHUX
3axBOproBaHb o1uiHoBanu y 17 802 4onosikiB (=50 pokiB) Ta XKiHOK (=60 pOKiB).

YyacHUKY OOCHimXeHHsT Oy BUIIQAKOBUM YHMHOM PO3IOMOiJIeHi Jo rpy1 miaiebo
(n=8901) a6o po3yBacTaTuHy B [03i 20 MTr oguH pa3 Ha mo0y (n=8901) i 3a HUMU
CIIOCTEpIirajau B CEpegHbOMY IIPOTATOM 2 POKIiB.

KonuenTtpatii xonectepuny-JIITHII amenmunucs Ha 45 % (p<0,001) y rpymi
po3yBacTaTUHY MOPIBHSIHO 3 IPYIO0 miaiebo.

Y post-hoc aHami3i gaHMX MiATPynH ODalliEHTiB BUCOKOTO PU3UKY 3 TOYAaTKOBUM
3HaueHHSIM >20 % 3a PpamiHreMcrkoio mKanoio (1558 ygyacHUKiIB) criocTepiranocs
3HayHe 3HUXKEHHS YaCTOTH KOMOiHOBaHOI KiHIIEBOI TOYKH, II[0 OXOIIJIIOBasia
JieTaJIbHUM HACJIOOK Bifl CeplLieBO-CYOUHHUX IOAIM, iIHCYJIbT Ta iHpapKT MioKapaa
(p=0,028), y rpymi po3yBacTaTUHY ITOPiBHAHO 3 I1aneb0. 3MeHIIIeHHsT aOCOII0THOT O
pu3uky cranoBuio 8,8 Bumnanky Ha 1000 naimieHTO-poKiB. [ToKa3HUK 3araibHOI
JIeTalIbHOCTI IUIIIaBCSI HE3MIHEHUM Y IiM TPYIIi BUCOKOTO PU3uKy (p=0,193). Y post-
hoc aHami3i faHUX MiArPynd BUCOKOT0 pu3uKy (9302 yyacHUKM 3arajioM) i3
IIOYaTKOBUM 3HaYeHHSIM =5 % 3a mKkanoio SCORE (ekcTpanolbOoBaHO 3 METOIO
BKJIIOUEHHS JaHUX YYaCHUKIB BIKOM IMOHA[ 65 POKIiB) CIIOCTepiraaocs 3Havylle
3HUXKEHHS 4aCTOTU KOMOIHOBAHOI KiHIIEBOI TOYKH, III0 OXOIIJIIOBAjia JIETaJIbHUM
HaCJIiOOK BiJl cepleBO-CYOUHHUX IOAiH, iHCYNIbT Ta iHpapKT Miokapma (p=0,0003), y
TPyIli po3yBacTaTUHY ITOPiBHSHO 3 nialebo. 3HUKEHHS aOCONMIOTHOTO PU3UKY,
BUPaXKEeHOro 3a YaCTOTOIO MOoAiu, cTaHOBUJIO 5,1 Bunagky Ha 1000 malieHTO-pOKiB.
[Toka3HUK 3arajbHOl JIETAJIBHOCTI Y I MiATPYIIi BUCOKOTO PU3UKY JIUINABCS
He3MiHeHuM (p=0,076).



Y mocnipgxenHi JUPITER 6,6 % y4aCHUKIB rpynnu OpuiioMy po3yBacTaTuHy Ta 6,2 %
y4aCHUKIB rpymnu mniaiedo IPUIIMHUIIN 3aCTOCYBaHHS JOCIiIXKYBaHOTO JIiIKapChKOTO
3aco0y yepes HeOaxaHi gBuIlla. HaltyacTimumMmy HeGaXXaHUMU SIBUIIAMHU, 110
MMPU3BOOUIIU [0 MPUIIMHEHHS JIiKyBaHHS, Oynu mianris (0,3 % y rpyni po3yBacTaTUHY,
0,2 % — nnaue6o), abmominanbauM 6in1b (0,03 % y rpymi po3dyBactatuny, 0,02 % —
mane6o) ta Bucui (0,02 % y rpymi po3yBactatuny, 0,03 % — mare6o).
HaviuacTimumy HebaxkaHUMU SBUIAMH, 110 CIIOCTepPiraaucs y rpyIi po3yBacTaTUHY i3
4acToTolo, OinbIio0 abo PiBHOIO Bim3HauUeHil y rpymi miaane6o, 6ynu iHdeKIlii cegoBUx
isixiB (8,7 % y rpyni po3yBactaTtuny, 8,6 % — mmaiebo), HazodapuHriT (7,6 % y
rpymni po3yBacTaTtuny, 7,2 % — mnaiebo), 6inb y criuHi (7,6 % y rpyni po3yBacTaTUHY,
6,9 % — nnauebo) Ta mianrisa (7,6 % y rpy1mi po3yBacTaTuHy, 6,6 % — mnainebo).

Iimu

Y nopsitiHOMY CinmoMy paHAoOMi3oBaHOMY 6araTolieHTPOBOMY Iiiaiiebo-
KOHTPOJILOBAaHOMY 12-THMKHEBOMY mociigxkeHHi (n=176, 97 y4yacHUKIB 40J10Biu0l Ta 79
— XiHo4o0i1 cTaTi) i3 momanbinuM 40-TuKHEBUM IepiogoM (n=173, 96 y4acHUKIB
40J10Biu0il Ta 77 — XKIiHOYOI CTaTi) BIDKPUTOTO TUTPYBaHHS AO3U PO3yBaCTaTUHY
nanieHTu BikoM 10-17 poxkiB (II-IV cTtazil po3BuTKy 3a TaHHEpPOM, AiBYaTa, y SKUX
MEeHCTpyallil Toyanucs moHavMeHIe 1 pik ToMy) i3 TeTePO3UTOTHOIO CIMEMHOI0
rinepxojieCTepuHEMI€I0 IPOTATroM 12 THUXKHIB OTpUMYyBaJid po3yBacTaTuH y 7031 5, 10
a6o 20 mr/mo6y ab6o naiebo, Imicass 4oro BCi y4aCHUKM IIOOHS IIPUKMMalIn
po3yBacTaTtuH npoTsaroM 40 TuxkHiB. Ha moyaTky mocnigxkeHHsa npubnusno 30 %
nauieHnTiB Oynu BikoM 10-13 pokiB Ta mpubnusuo 17 %, 18 %, 40 % ta 25 % i3 HUX
3Haxogunuck Ha II, III, IV Ta V cTapil po3BUTKy 3a TaHHEPOM BiAMIOBIOHO.

Pisenr XC-JITIHII] 3meHniuBcsa Ha 38,3 %, 44,6 % ta 50,0 % BigmoBigHO y rpymnax
IIpuoMy po3yBacTaTUHY B 103i 5, 10 Ta 20 mr nmopiBHsHO i3 0,7 % y rpymni miaie6o.

Hamnpukinni 40-TUKHEBOT0 epiofy BiAKPUTOIO TUTPYBaAHHSA OO3U IOJIA OJOCATHEHHS
IIiTbOBOTO PiBHA (MaKcUMallbHa go3a cTaHoBuja 20 Mr oguH pa3 Ha mobdy) y 70 3 173
nartieHTiB (40,5 %) BOoanocs gocsAartu 1inboBoro piBHA XC-JIITHII meHIne 2,8 MMOIIb/IM.

[Ticnss 52 THUXKHIB MOCIIAXKYBAaHOTO JIiKyBaHHS He OyJI0 BUSIBIIEHO KOIHOT'O BIIJIUBY Ha
pict, macy, IMT a6o ctaTeBe mo3piBaHHS (OUB. Po31in «OcoOIMBOCTI 3aCTOCYBaHHS»).
IMocBim KiIiHIYHOTO JOCITiIXKeHHs OiTel Ta HmigJIiTKiB oOMexKeHuH, i JOBroTpUBaIli
edekTu polyBacTaTuHy (>1 pOKy) Ha cTaTeBe O03piBaHHA HeBigoMi. Lle gocnigKeHHS
(n=176) He IPUMWHSITHE IOJIS MOPiBHIHHS PimKuX HeOaxKaHUX SIBUIIL.

Po3yBacTaTuH TakOX BUBYAIMU Y JBOPIYHOMY BIIKPUTOMY OOCIIIAXKEHHI i3 IIJIBOBOIO
TUTpalieto no3u y 198 mitel i3 reTepO3UTroTHOK CIMENHOIO TillepX0JIeCTEPUHEMIEID Y
Biri Big 6 mo 17 pokiB (88 ygacHuKIiB 4osoBidoil ctaTi Ta 110 - XKiHOYO1 cTaTi, cTagis
PO3BUTKY 3a TanHHepoM



[Ticns 24 MicaniB JIiKyBaHHSA pO3yBaCTaTUHOM CEepeOHE 3HUXKEHHS Bill I04YaTKOBOTO
3HaueHHs XC-JITTHIII, Bu3HadYeHe 3a METOOOM HaMMEHIIINX KBaJapaTiB, CTAHOBHUJIO -
43 % (rmoyaTKOBUM pPiBeHb: 236 Mr/mi, Mmicsip 24: 133 mr/gin). 71 KOXKHOI BIKOBO1
IPyIIu CepenHe 3HUXKEHH Bif moyaTkoBoro 3HaueHHda XC-JITTHII, Bu3naueHe 3a
METOOOM HaMeHMINX KBaAdpaTiB, CTAaHOBUIO -43 % (mo4yaTKOBUM piBeHb: 234 Mr/mi,
Micanp 24: 124 mr/gn), -45 % (modyaTkoBuH piBeHb: 234 Mr/ojn, micsaus 24: 124 Mmr/on)
Ta -35 % (moyaTtkoBuu piBeHb: 241 Mr/gn, micsaus 24: 153 Mr/oi) y BiKOBUX Ipyliax Bifg
6 mo <10, Big 10 mo <14 i Big 14 oo <18 pokiB BiAMOBIOHO.

Pe3ynbTaToOM 3aCTOCYBaHHS po3yBacTaTUHY y go3ax 5 Mr, 10 mr i 20 Mr Takox Oynu
CTATUCTUYHO 3HAUYIl CEpefHi 3MiHU ITOPIBHAHO 3 ITI0YaTKOBUMHU ITIOKa3HUKaMU TaKUX
BTOPUMHHUX 3MiHHUX BEJIMYUH JIiNifgiB i mimonpoTeinis: XC-JITIBII, 3aransauit XC, XC-
HeJITIBII, XC-JITTHIL/XC-JITIBI, 3aranpaumn XC/XC-JIIIBIL, TT/XC-JITIBII, XC-
HeJITIBIL/XC-JIIIBII, anoB, anoB/amnoA-1. KoxkHa 3 1iuX 3MiH IeMOHCTpPyBaja
TIOJTITIIIIeHH S JIiMiTHUX peakiik i 36epiranacs IpoTSATroM 2 POKiB.

[Ticns 24 mics1iB miKyBaHHS KOJHOTO BIIIUBY Ha picT, Macy Tina, IMT abo cTraTeBe
no3piBaHHS BUSBIEHO He 0yio (ouB. po3min «OcoBIMBOCTI 3aCTOCYBaHHS»).

Y paHOmoMi3zoBaHOMY, IOABIMHOMY CJlilToMy, Ianeb60-KOHTPOJILOBAHOMY,
0araTolleHTPOBOMY, IIePEeXPEeCHOMY OOCIiaXKeHHi BUBYAIN PO3yBacTaTUH y mo3i 20 Mr
OOUH pa3 Ha mo0Oy mopiBHAHO 3 manebo 3 ydacTio 14 miTeid Ta migniTkiB (BikoM Bif 6
mo 17 pokKiB) i3 TOMO3UTOTHOIO CIMEMHOIO TilepxojiecTepuHeMi€ro. [JOCTimKeHHS
BKJIIOYaJI0 aKTUBHY 4-TUXKHEBY IIiATOTOBYY (pa3y 3 JOTpUMaHHSIM HIETH, IIif Yac SKO1
Malli€eHTiB JIiIKyBaJlkd po3yBacTaTUHOM y Ho3i 10 mr, mepexpecHy da3sy, 110 CKiIaganacs
3 6-TUKHEBOTO IIepioay MiKyBaHHS po3yBacTaTUHOM y Ao3i 20 Mr i3 nmonepenHiM abo
MMOAbIINM 6-TUXKHEBUM JIIKYBaHHSIM Ij1arie6o, Ta 12-TUXKHEBY IiaTpuMyiouy ¢a3sy,
IPOTSATOM SKO1 BCi manieHTu oTpuMyBanu 20 Mr po3yBacTatuny. [lamienTn, ki
nepebyBasiu Ha Teparrii eseTumMiooM abo adepe3om, ITPOAOBXKYBaIu OTPUMYBATH 1ie
JIIKyBaHHS IIPOTATOM YChOTO OOCIIIOKEHHS.

CratuctuyHOo 3Hauyule (p = 0,005) 3gsuxkenHsa pisasa XC-JITTHIT (22,3 %; 85,4 mr/gmn,
a6o 2,2 MMOJIB/JI) cIoCTepiranu 4yepel 6 TUXKHIB JTiKyBaHHS PO3yBaCTaTUHOM Y A03i
20 Mr nopiBHSAHO 3 mnanebo. CriocTepiraaocs CTaTUCTUYHO 3HAUYIe 3HUKEHHS
3aransHOTO XC (20,1 %, p=0,003), XC-meJITIBII (22,9 %, p=0,003) i anoB (17,1 %,
p=0,024). Takox cmocTepiranocs 3HuxkeHHs piBHiIB TT', XC-JITTHII/XC-JITIBIII,
3aranpbHoro XC/XC-JITIBII, XC-uweJITIBIII/XC-JITIBIII Ta anoB/amnoA-I micinsa 6 TUXKHIB
JIIKyBaHHS pO3yBacTaTUHOM y Ao03i 20 Mr mmopiBHAHO 3 mianebo. 3HuXkeHHs piBHSA XC-
JITTHIII yepe3 6 TUKHIB JIIKyBaHHS pO3yBacTaTUHOM y 0031 20 Mr 3 HaCTyITHUMU

6 TUXKHSIMU JIIKyBaHHS mialedo 30epiranocs npoTaroM 12 TuxkHiB 6e3mnepepBHOL
Teparil. B omHOro maifieHTa CmocTepiraasocs mmoganbliile 3HUKeHHS piBHS XC-JITTHII
(8,0 %), 3aranbuOro XC (6,7 %) i XC-weJITIBI] (7,4 %) micns 6 TUXKHIB JTiKyBaHHS 3



TUTPYBaHHAM 103U 10 40 Mmr.

ITig yac mpomoBXKEHHS BIOAKPUTOTO JIIKyBaHHA po3yBacTaTUHOM y 031 20 Mr y 9 3 nux
natiesTiB go 90 TuxHiB 3HMXKeHHs piBHs XC-JITTHIII 306epiranocs B Mexkax Big -12,1 %
mo -21,3 %.

Y BigKpuUTOMY OOCIIAXKEHHI IOCUJIEHOTO TUTPYBaHHA 003 Y 7 OLIIHIOBAaHUX HiTeH i
oigmiTkiB (BikoM Bifm 8 mo 17 poOKiB) i3 TOMO3UTOTHOIO CIMEWHOIO
rinmepxonecTepuHeMi€io (OUB. BUIIE) BiICOTOK 3HUXKeHHS piBHa XC-JITTHIII (21,0 %),
3aranbHOro XC (19,2 %) Ta XC-ueJIIIBII] (21,0 %) Big BUXimHOTO PiBHSA MiCJIsS 6 TUXKHIB
JIIKyBaHHS pO3yBaCTaTUHOM B 1031 20 MI BigmoBifgaB TOMY, 11O CIIOCTEPIrajgocs y
BHIIle3raJJaHOMYy OOCJIiAKEeHH1 y AiTel Ta IidIiTKiB i3 TOMO3UTOTHOIO CiIMENHOI0
rinepxojieCTEpUHEMIELO.

€BponeicbKe areHTCTBO 3 JTiKapChKUX 3aC00iB BimMOBUIIOCS Bifl 3000B’I3aHH S
HaJaBaTU pe3yJbTaTU OOCIIiAXKEeHb pO3yBaCTaTUHY y BCIX IMiArpynax giteu i3
TOMO3UTOTHOIO CiIMENHOIO TinepxojecTepuHEeMi€Io, IIePBUHHOI0 KOMOiHOBaHOIO
(3mimraHo0) gUCinigeMieio Ta Oy npodiTakKTUKYU NOpylleHb 3 00Ky CepiieBo-
CYOUHHOI cucteMu (OuB. po3min «Crnocib 3acTOCyBaHHS Ta HO3W» OJISI OTPUMaHHS
iHopMa1iil 111040 3aCTOCYBaHHS TiTAM).

dapmaKoKiHemuKa.
BcmoxkmysaHHA

MaxkcuMaJsibHa KOHIIeHTpallisi po3yBacTaTUHY V IIJIa3Mi KPOBi OCATAETHCS IPUOIIU3HO
yepe3 5 TOOUWH ITiC/Is MepopaIbHOr0 3aCTOCYBaHHS. AGCOMIOTHA 0i0OOOCTYITHICTh
CTaHOBUTH Npubnu3Ho 20 %.

Po3noodin

Po3yBacTaTuH 3HaYHUM YMHOM 3aXOILJIIOETHCS IIEYiHKOIO, IKa € OCHOBHUM MiCILIEM
CUHTEe3y xoJjiecTepuHy Ta Kiipency XC-JITTHIII. O6’em po3nofiny po3yBacTaTUHY
cTaHOBUTH MpubIu3Ho 134 1. bnusbko 90 % po3yBacTaTUHY 3B’SI3YETHCS 3 OiTKaMu
IJIa3MM KPOBi, TEpeBaxHO 3 aIbOyMiHOM.

Memaboaizm

Po3yBacTaTuH 3a3Ha€ He3HAYHOTo MeTabomniamy (mpubnusuo 10 %). [MocaimxeHHs
MeTaboJIi3My in Vvitro i3 BUKOPUCTaHHSAM TellaTOLUTIB JIIOOUHY CBi4YaTh, IO
pO3yBacTaTUH € cjlabKuM cyOcTpaToM [jisi MeTaboi3My Ha OCHOBi (bepMEHTIB
nuToxpoMmy P450. OcHoBHUM 3afigsHuM izodpepmeHTOM € CYP2C9, meiio MeHIIy pPOJib
BimirparoTs 2C19, 3A4 ta 2D6. OCHOBHUMHU BU3HaYeHUMHU MeTabomiTaMmu € N-
OEeCMEeTHUJIOBUY Ta TaKTOHOBUM MeTabositu. N-mecMmeTun-metabosmiT nmpubau3uao Ha 50



% MEeHIII aKTUBHUM, Hi2K pO3yBaCTaTUH; JIJAKTOHOBUM MeTa0O0JIiT BBaXKa€eThCSA KITIHIYHO
HeaKTUBHUM. Ha posyBacTaTtul npumnapgae 6inbiire 90 % aKTUBHOCTI IIUPKYII0IOYOTO
inridiTopa I'MI'-KoA-penykTasu.

BugedeHHA

[MTpubnusuo 90 % mo3u po3yBacTaTUHY BUBOOUTHCS Y HE3MiHEHOMY CTaHi 3 KaJiloM
(pa3oM BCMOKTaHa Ta HEBCMOKTaHa [ifo4a pPe4YOoBHHA), pelliTa BUBOOUTHLCA i3 ceUelo.
[MTpubnusxo 5 % BUBOOUTHLCS i3 ceyero y He3MiHeHi# ¢opwmi. [Tepion HaniBBUBEOEeHHS 3
I1JIa3MM KPOBi CTAHOBUTH NPUOIM3HO 19 roguH i He 30iMbIIYETHCS IIPU MigBUIIIEHHI
no3u. CepegHe reoMeTpUYHE 3HAUYEHHS KJIIPEHCY IIpenapary 13 mja3Mu KpOoBi
CTAaHOBUTL NMpubnu3Ho 50 j1/ron (KoeditieHT Bapiatrii - 21,7 %). 4K i B iHmIUx
iHrioiTopiB 'MI'-KoA-penyKTa3u, me4iHKOBE 3aXONJIeHHS PO3yBaCTaTUHY BigOyBa€ThCA
3 yyacTio MeMOpaHHOro TpaHcnoptepa OATP-C, skuit Bifirpae BaxkKJIuBY pPOJib B
MIeYiHKOBiM eliMiHaIlil po3yBacTaTUHY.

JIiHIUIHICMDb

CucTteMHa €KCII03UIlis pO3yBaCTaTUHY 30ilbIIYETHCSA MPOIIOPIIIAHO OO0 A03U. [Ipu
6araTopa3oBOMY IIOAEHHOMY 3aCTOCyBaHHI mapaMeTpu (papMaKOKiHETUKHY He
3MIHIOIOTHCS.

Ocobausi 2pynu nauieHmia
Bik ma cmamb

He criocTepiraerbcst KIiHIiYHOTO 3HAYYIIOrO BIIUBY BiKy abo cTaTi Ha
(papmakoKiHETHMKY pPO3yBacTaTUHY y gopociaux. PapMaKOKiHETHUKa PO3yBaCTaTUHY y
OiTel Ta IMiOJIiTKiB i3 reTepo3UTr0oTHOIO CiMEeMHOI0 TilepxojiecTepruHeMi€ro moaioHa mo
dbapMaKOKiHETUKHU Yy HOPOCIUX HOOPOBOJIBIIB (OAUB. PO3min «IiTu»).

Paca

[MocnigxkeHHS ¢papMaKOKiHETUKM BUSBUIIH, IIIO V ITAILliEHTIB MOHTOJIOITHOL pacu
(amoHIIiB, KUTAUIIIB, (PIMIINMmiHINB, B'€ETHAMIIIB Ta KOpeulliB) MmeniaHHi 3HaueHHsS AUC Ta
Cmax nmpuOIN3HO BOBIYi BUII, HiXK Y €BPOIIEOIiB; y iHAiNiliB MeniaHHi 3HayeHHsst AUC
Ta C
ma
He BUSBHUB KJIIHIYHO 3HAYYIOl Pi3HUII MiXK HallieHTaMU €BPOIIEOITHOI Ta HETPOIAHOI

pac.

< migBuieHi npu6au3H0 B 1,3 pa3a. AHani3 nonmynsaiiiiHol ¢papMaKOKiHETUKHU

IMopyweHHA PYHKUIT HUPOK

Y mocnimkeHHi 3a y4acTIO IAlli€EHTIB i3 Pi3HUM CTylIeHeM IOPYIIeHHsS QYHKITil HUPOK
3MiH IJITa3MOBUX KOHIIEHTPAallii po3yBacTaTuHy abo N-gmecmeTusn-MmetabomiTy B 0cib 3i
c1abKO10 YM IOMIpPHOI0 HeJOCTATHICTIO Bif3Ha4yeHOo He OyJi0. Y MallieHTiB i3 TAXKKUMU



MOPYIIEeHHAMHU (YHKII1 HUPOK (KiTipeHC KpeaTuHiHy <30 MJI/XB) I11a3MOBI
KOHIIeHTpallil po3yBacTaTuHy Oynu B 3 pa3u, a piBHiI N-gecMmetun-merabosnity B 9 pasis
BUIIIMMHU, HiXK y 30OpPOBUX NOOPOBOJIBIIIB. PiBHOBaXKHi I171a3MOBi KOHIIeHTPaIlil
po3yBacTaTUHY y MAlliEHTIB, AKi mepeOyBaloTh Ha reMopiaisi, 6ynu npubnu3no Ha 50
% BUIIMMH, HiXK Y 300POBUX JOOPOBOJIBIIIB.

ITopyweHHsAa ¢pyHKUiIl neviHKu

Y pmocrigKeHHi 3 y4acTIO MAli€HTIB 13 PI3HUMU CTYIEHAMU [IOPYILIEHHS Ie4YiHKOBUX
dyHKIIIM 03HaK IIiABUIIEHOI €KCII0O3UIlil pO3yBaCTaTUHY He OYyJIO BUSIBIIEHO y MAlli€HTIB,
CTaH SKUX OILiHIOBanu y 7 abo MeHIle OasiB 3a mkasnoio Yarnnga-I1'to. OgHak y ABOX
MalfieHTiB, sKi Habpanu 8 Ta 9 3a mikasnoio Yainga-I1'1o, cucTeMHa eKCo3ullist Oyia
IIOHaMMeHIIle BABiUi BUIla, HiXK y Malli€HTiB i3 MeHIIUMU Oanamu. [1oCBif
3aCTOCYBaHHS PO3YBaCTATHUHY ITAlliEHTaM, CTaH SIKUX OIIIHIOETHLCS y Oifnblile Hix

9 6asiB 3a mkasnow Yaunga-IT'to, BigCcyTHiH.

I'enemuyuHutl noaimopgism

Posmnopin iuridiTtopis 'MI'-KoA-penykTa3u, B TOMY YUCJIi pO3yBacTaTUHY, BifOyBa€ThCS
3 y4dacTio TpaHcnopTHUX 0inkiB OATP1B1 Ta BCRP. ¥ nailieHTiB i3 reHEeTUYHUM
nonimopdizmom SLCO1B1 (OATP1B1) Ta/a6o ABCG2 (BCRP) icHy€e pu3uK OifgBUILIEHOI
eKCHo3ullil po3yBacTtaTtuny. [Ipu okpemux ¢popmax noaimopdpizamy SLCO1B1 ¢.521CC
Ta ABCG2 c.421AA ekcno3unis po3yBactatury (AUC) migBuIlieHa IIOPiBHSAHO i3
regorunamMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CneuianbHe TeHOTUIIYBaHHS B
KJIIHiYHiN IIpaKTUIli He mepenbdadeHe, ajie mallieHTaM i3 TaKuM I1ojIiMopdizmMoM
PEKOMEHYEThCS 3aCTOCOBYBATU MEHIIy 1OOOBY IO3y PO3yBaCTaTUHY.

Iimu

IIBa mocrigkeHHs dapMaKOKiHETUKU po3yBacTaTuHy (y dopmi TabneTok) y miTen i3
reTepo3UTroTHOIO CiMeMHOIO0 rirepxonectepuHeMieio BikoM Bim 10 mo 17 pokiB abo Bifg 6
no 17 pokiB (3aranom 214 mallieHTiB) mOKa3aJjiu, 110 eKCIIO3UIIis JIIKapChbKOT0 3aco0y y
miTed HUXkK4Ya abo momibHa Mo eKCIIo3ullil y MOPOCIUX NnalieHTiB. Excrno3uilisa
po3yBacTaTuHy Oya nmepenbadyyBaHOIO BiATIOBIAHO OO AO3U Ta TPHUBAJIOCTI IPUUOMY
MIPOTSITOM Oi/IBII HiXK 2 POKM CIIOCTEPEXKEHb.

IToka3aHHA

JIikysaHHA 2inepxosiecmepuHemii

HopocnuMm, migjgiTKaM Ta OiTAM BiKOM Bif 6 POKiB i3 MepBUHHOIO
rinepxosnectepuHeMieto (tuny Ila, B TOMy 4HCIIi i3 TeTEPO3UTOTHOK CIMENHOI0
rimepxonecrepuHemieio) abo 3mimranoio gucrinigemieio (tTumny IIb) sik mormoBHEeHHS [0
OiETHU, KOJIM DOTPUMAHHS Oi€THU Ta 3aCTOCYBAHHS IHIIUX HEMeINKaMeHTO3HUX 3aco0iB



(Hanpuknazn QisMYHUX BIpPaB, 3HUKEHHS MacCHU Tijla) € HeJOCTaTHIM.

IHopocnuM, migIiTKaM Ta OiTAM BIKOM Bif 6 POKIB IIpy¥ TOMO3UTOTHIN CiMEUHIN
rirmepxoyiecTepuHeMil IK JOMOBHEHHS OO0 Oi€TH Ta iHIIUX JIITiMO3HUXKYBaIbHUX 3aCc00iB
nmikyBaHHS (Hanpukiapg adpepedy JITTHII) a6o y pa3si, Konu Take JIiKyBaHHS €
HEeJOpEeYHUM.

ITpoginakmuka cepueso-cyOUHHUX NOPYUWEHb

3amnobiranHs 3HaYHUM CEPLIEBO-CYIUHHUM IMOPYIIEHHSM y Malli€HTiB, IKUM, 3a
OLIIHKaMM, 3arpOXKy€ BUCOKUU PU3UK IIEPIIOT0 BUIIALKY CEPLEBO-CYOUHHOI O
nmopyiieHHs (auB. po3min «®PapMakoguHaMiKa»), SK OOIIOBHEHHS [0 KOPEKIIil iHIImX
(pakTOpiB PU3UKY.

HpOTHHOKaSaHHH

®

EBoiig~ mpoTUIOKa3aHUN:

e TIAITiEHTAM i3 MigBUINEHOIO Yy TIUBICTIO MO po3yBacTaTUHYy ab0 Mo Oyab-IKOi 3
OOIIOMIZKHUX PEYOBHUH IIpenapary;

e TTAlliEHTaM 3 aKTUBHUM 3aXBOPIOBAHHSIM IEYiHKM, B TOMY YUCJIi CTIMKUMU
ITiTBUIIIEHHSIMN CUPOBATKOBUX TPaHCaMiHa3 HEeBimoMol eTiosorii Ta O0yab-IKUMH
MigBUIIEeHHSIMY TpaHCaMiHa3 y CUPOBATIIi KPOBI, 1110 BTPUYi IePEeBUILYIOTh
BepxHIO MexXy Hopmu (BMH);

e TIAITiEHTAM i3 TSAXKKHUM IMOPYIIEHHSAM (YHKIII HUPOK (KjIipeHCcoM KpeaTuHiHy <30
MJI/XB);

e ITAIliEHTaM i3 MIOIIQTi€IO;

e TIaIliEHTaM, SKi OHOYACHO OTPUMYBaIN KOMOiHAIIiI0
codocOyBip/BenmaTacBip/BoKcHUIanpeBip (OuB. po3nin «B3aeMomis 3 iHIIUMHT
JIIKAPCHKUMMU 3aco0aMM Ta iHII BUOM B3a€EMOIiN»);

e TIALliEHTaM, SIKi OOHHOYaCHO OTPUMYIOTH IITUKJIOCIIOPUH;

e y Iepiop BariTHOCTiI abo rogyBaHHS I'PyOOI0, @ TAKOXK XKiHKaM PENPOAYyKTUBHOTO
BiKy, SKi He 3aCTOCOBYIOTh HalleXKHi 3acO00M KOHTpAaIlEeMIIil.

ITo3a 40 Mr mpoTUINIOKa3aHa MallieHTaM 3i CXUJIbHICTIO Mo MiomaTii/padbmomiosni3y.
1o ¢pakTOpiB TAKOT0 PU3UKY HAJEXKAaTh:

e IOMipHEe IOpPYIIeHHsS PYHKIII HUPOK (KJIipeHC KpeaTuHiHy <60 MJI/XB);

e TIIOTUPEO3;

e HasIBHICTh B 0cOOMCTOMY a00 POOUHHOMY aHaMHe3i CIIafKOBUX M’ sI30BUX
3aXBOPIOBaHb;

e HasSIBHICTh B aHaMHe31 MiOTOKCUYHOCTI Ha TJIi 3aCTOCYBaHHS iHIIUX iHTiGiTOPIB
I'MTI'-KoA-penykTa3u abo ¢pibparTis;



3JI0OBZKMMBaAHHSA aJIKOI'OJIEM;

CHUTYyallil, 10 MOXKYTh IPU3BECTU A0 IMiABUILEHHS KOHIIEHTPAIlil 1iKapChKOT 0
3aco0y y mi1a3Mi KpoBi;

HaJIeXKHIiCTh 10 MOHTOJIOIIHOl pacu;
CYIIyTHE 3acTOCyBaHHS (ibpaTis.

(OuB. po3minu «OcoBIMBOCTI 3aCTOCYBaHHsI», «B3aemoist 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHII BUOU B3aeMomini» i «®apMaKOKiHEeTHKa»).

B3aemonisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMu

Bnaue cynymHix npenapamis Ha po3ys8acmamuH
IH2i6imopu mpaHcnopmHux 6isiKis

Po3syBacTaTuH € cyOCTpaTOM AeIKUX TPAHCIIOPTHUX OiyIKiB, B TOMY UMCJIi T€4iHKOBOTO
TpaHcnopTepa 3axonneHHsa OATP1B1 ta ednokcHoro tpancnoprepa BCRP.

® i3 JTiKapChbKUMHU 3acobaMu, 110

OpmHo4YacHe 3aCTOCYBaHHSA JIiKapChKoro 3aco0y EBoin
MMPUTHIYYIOTH IIi TPAHCIOPTHI OiIKM, MOKe IPU3BOOUTH OO0 IMiABUILEHHS KOHIIEHTPAallil
po3yBacTaTUHY B MJia3Mi KPOBi Ta 30ilbIIeHHS PU3UKY MionarTil (OuB. po3ainu «Crocid
3aCTOCYBaHHS Ta mo3u», «Oco0IMBOCTI 3aCTOCyBaHHsI», «B3aeMopis 3 iHImuMn

JIiIKapChbKUMHU 3aco0aMu Ta iHIIN BUOM B3a€EMOili», TaOIuUITo 2).

IukaocnopuH

Y nepioxm omHOYACHOTO 3aCTOCYBaHHS JIiKapChKOT0 3aC00y EBofm® Ta LUKJIOCIIOPUHY

3HaueHHsa AUC po3yBacTaTuHy Oy B cepegHbOMY ITPUOIU3HO V 7 pa3iB BUIIUMHU, HiXK
Ti, SIKi CIIOCTepIiraaucs y 3o0poBUX NOOPOBOJIBIIIB (OUB. TaOIHUIIIO 2). EBOI7I11®
MIPOTUIIOKA3aHUM IalliEHTaM, SIKi OMHOYaCHO OTPHUMYIOTh ITUKJIOCIIOPHUH (OUB. PO3Min

«[TpoTUioKa3aHHSI»).

OpgHoYacHe 3aCTOCYBaHHS He BIJIMBAJIO Ha KOHILIEHTPAIIiI0 LIMKJIOCIIOPUHY B IIJIa3Mi
KPOBI.

ITH2ibimopu npomeasu

Xoya TOYHUYM MeXaHi3M B3a€EMOil HeBimoOMUM, OMHOYAaCHE 3aCTOCyBaHHS iHTiOiTOPIB
IIpoTea3n MOKe 3HAaYHO 30ibIIlyBaTH €KCIIO3HUIliI0 PO3yBAaCTAaTUHY (OUB. TAOIUITO 2).
Hanpuknapg, y gociigkKeHHi ¢papMaKOKiHETUKN OJHOYaCHe 3aCTOoCyBaHHA 10 Mr
poO3yBacTaTUHY Ta KOMOIHOBaAHOTI'O JIiKapChKOTro 3aco0y, 1110 MiCTHUB ABa iHTiOiTOpPU
npoTea3u (300 mMr atazaHaBipy/100 Mr puTOHaBipy), ¥ 3MOPOBUX JOOPOBOIIBIIIB
CyIpoBOaKyBasnocs migsuilieHHaM AUC Ta Cn[1aX po3yBacTaTUHy Npubau3Ho B 3 Ta 7
pa3ziB BimmoBigHO. OmHOYACHE 3aCTOCYBaHHS JIIKapChKOTr0 3aco0y Eeoin® Ta mesxux

KoMOiHalli# iHribiTopiB MpoTea3u MOKJIMBE IIiCJISA PETEJILHOTO aHalildy HeoOxXimHOoCTi



KOPEKIIil ;03U ITpenaparTy Esoiig®

, 3 OTJISIAY Ha OYiKyBaHe 3POCTaHHS €KCIO3MIIil
po3yBacTaTuHy (OuB. po3minu «Crocid 3acTocyBaHHS Ta mo3u», «OCoOIMBOCTI
3acToCyBaHHsI», «B3aeMoist 3 iHIIMMU TiKapChbKUMU 3acoO0aMu Ta iHII BUOU

B3a€EMOOin», TaOIUIIO 2).

I'em@ibpo3us ma iHwi nini003HUNCYBANbHI 3acobu
® ra reMpiOpo3uIy IPU3BOOUIIO IO
3poctanHa AUC Ta CmaX po3yBacTaTUHY B 2 pa3u (OuB. po3min «OcobmuBoCTi

OpHo4YacHe 3aCTOCYBaHHS IpenapaTty EBoip

3aCTOCyBaHHS»).

Ha migcTaBi maHUX cHemialbHUX JOCIHIAXKEHDb HEe OUiKy€eThCA (hapMaKOKIiHETUYHO
3Hauymol B3aemofil 3 peHodidpaToM, OHAK MOKIIUBa (papMaKOoOUHaMidyHa
B3aemopisa. 'emdpibposun, denodidbpar, iHiri ¢idbpaTu Ta MiMigo3HUKYBaIbHi Ho3u (= 1
r/no0y) HialuHy (HiKOTMHOBOI KMCJIOTH) 30i/bIIIYIOTh PU3UK MiomnaTil mpu
OOHOYaCHOMY 3aCTOCyBaHHi 3 iHri6iTopamu I'MI-KoA-penykTa3u, IMOBIpHO, 3a
pPaxyHOK TOTO, III0 BOHA MOXKYTh COPUYUHATH MiOIIaTiio, KO 1X 3aCTOCOBYBaTHU
okpemo. [To3a 40 Mr mpoTUIIOKa3aHa IpPHU CyIIyTHbOMY 3aCTOCyBaHHi ¢iOpaTiB (OuB.
po3ninu «IIpoTtunokalaHHsa» Ta «OcoOIUBOCTI 3aCTOCYBaHHSA»). TaKuM IallieHTaM
TAKOXK CJIif PO3MIOYMHATH Tepalioo 3 J03U O MT.

Ezemumib

OpmHo4YacHe 3aCTOCYBaHHS JIiKapChKOT0 3aco0y Esoiig® y mo3i 10 mr Ta e3etumiby 10
MTI [alliEHTaM i3 rinepxojieCTepuHeMie0 Ipu3BOauIIO 00 3pocTtaHHsa AUC
po3yBacTaTuHy B 1,2 pa3a (Tabnuils 2). He MoxkHa BUKJIIoYaTH apMaKoauHaMidHOl
B3a€eMOil MixK ITiKapCbKUM 3aCc000M EBofm® Ta €3eTuMiOOM, ITII0 MOKe ITPU3BECTH [0
HebaxkaHuX sBUM (OUB. Po3[isT «OCOOIMBOCTI 3aCTOCYBaHHSI»).

AHmauudHi nikapcovki 3acobu

OnmHOYacHe 3aCTOCYBaHHS JIiIKapChKOT'O 3aco0y Esoiin®

13 cycneH3igMuU aHTaIUIB, 110
MiCTSATh TiAPOKCHU alfoMiHit0o abo MarHito, 3HUKYyBaJIo KOHIIEHTpPallil0o pO3yBaCTaTUHY
y ma3Mi KpoBi npubnu3no Ha 50 %. Llel epekT OyB MeHIII BUPaXEHUM Y paasi
3aCTOCYBaHHS aHTaAllMIHUX 3ac00iB Yyepe3 2 TOOWHM IIiC/s JIiKapchbKoro 3aco0y EBoiif

® KniHiyHy 3HAQYyLIIiCTh IIi€l B3a€EMO[il He BUBYAJIH.

EpumpomiyuH

OnmHOYacHe 3aCTOCYBaHHS JIiIKapChKOT'0 3aco0y Esoiin®

Ta ePUTPOMILIVHY 3HUXKYBAJIO
AUC po3zyBactatury Ha 20 %, a Cmax — Ha 30 %. LIs B3aemogia moxke OyTu

CIIpUYMHEHA TOCUJIEHOIO TEPUCTAIbTUKOIO KUIIIeYHUKA BHACIIIIOK Ail EpUTPOMIIINHY.

®epmeHmu yumoxpomy P450



Pe3ynbTaTu OOCIigXKeHb in vitro Ta in vivo cBiguaTh, 1110 PO3yBacTaTUH He iHTiOye i He
cTUMYIIIO€E i30¢pepmeHTH HuTOoXpomy P450. OKpiM 1IbOT0, PO3YBACTAaTUH € CJIAOKUM
cybcTpaTtoMm 1ux i3odepmeHnTiB. TakKuM YMHOM, B3aEMOil 3 JTiKapChbKUMHU 3aco0aMu B
pe3ynbTaTi MeTaboini3aMy, ormocepegkoBanoro P450, He ouikyeThcsi. He
CIIOCTepirasnaocs KJIiHIiYHO 3Ha4YyIIuX B3aEMOMIN MiK PO3yBaCTaTHHOM Ta
dnykonazonom (iuriditopom CYP2C9 ta CYP3A4) a6o KeToKOHa30s10M (iHriGiTopom
CYP2A6 ta CYP3A4).

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

®

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS JIiKapChKOro 3aco0y EBoa ™~ 3 iHIIMMU JTiKapChbKUMU

3acobaMu, 3TaTHUMHU MiABUIIYBAaTU €KCIIO3UIIiI0 PO3yBaCTaTUHY, OO3Y JTiKapChKOTO

3aco0y Esoiing®

MOTPiOHO CKOPUTYBATHU. AKIIO OYiKy€ETHCS, 110 €KCIIO3ULis
sikapcbkoro 3aco0y (AUC) 3pocTe npubiu3Ho B 2 abo Ginbine pasiB, 3aCTOCyBaHHS
EBofmy® CIIiT PO3TMOYMHATH 3 IO3U 5 MT OUH pa3 Ha mo0y. MakcuManbHy T0O0OBY

® crin CKOpPUTYBaTU TaKUM UYHMHOM, 1100 OYiKyBaHa

mo3y JiikapchKoro 3aco0y EBoif
€KCIIO3U1lis pOo3yBaCTaTUHY He IepeBuUlllyBajla €eKCIIO3UIIil0, 1110 BiA3HaYa€ThCS IIPU
npuiioMi mo3u 40 mr/mo0y 6e3 3aCcTOCyBaHHS TiKapChKUX 3ac00iB, III0 B3aEMOMIIOTH i3
IIpenapaToM; HallpuKJilaf, IIPHU 3aCTOCYyBaHHi 3 reM¢piOpo3uom mo3a EBofI)Iy®
cta"HoButuMe 20 Mr (30inbIlIeHHS eKCco3ullii B 1,9 pasa), mpu 3aCTOCyBaHHi i3

KoMOiHaIli€elo puToHaBip/aTa3zaHaBip - 10 mr (36inbienHs B 3,1 pasa).

Axmo nikapcekui 3aci6 36inpmrye AUC po3yBacTaTUHY MEHII HiXK y 2 pa3y,
IMOYaTKOBY A03y 3MEeHIIIyBaTu He MOTPiOHO, aje Ciif JOTpUMyBaTHUCS 00epeXXHOCTI
® 1o monag 20 Mr.

mpu 30ibIIIeHH] 03U JTiKapCchKoro 3acody EBoun
Tabmnuisa 2

BnnuB cymnyTHiX miKapchKux 3aco0iB Ha €KCIIO3UIliI0 pO3yBaCTaTUHY

(AUC; B mopsioKy 3MEHIIIEHHS BeJIMYWHM) 3a ONyOJIiKOBaHUMHU JaHUMM KITiHIYHUX

OOCJIiaXKEeHb
. Pexum )
Pexxum go3yBaHHS ITiKapchKOT0 3aco0y, 10 3minu AUC
. OO3yBaHHSA
B3aeMOJi€e po3yBacTaTUHY*
poO3yBacTaTUHY
CodocoOyBip/Benmnartacsip/Bokcunamnpesip (400 mr- 10
MT,
100 mr-100 mr) + Bokcumnamnpesip (100 mr) ogun 1 7,4 pa3a
_ OOHOpa30Ba go3a
pa3 Ha moby npoTaromMm 15 OgHIB




LuknocmopuH Big 75 Mr aBiui Ha ooy mo 200 Mr

10 Mr oguH pa3

7,1 pa3za
OBigi Ha o0y, 6 MicALiB Ha mo0y, 10 gHiB P
: . : 5 mr,
HMaponytamin 600 Mr gBiui Ha goOy, 5 OHiB 5,2 pa3sa
OOHOpa30Ba [03a
. . 5 Mmr,
Peropadenio 160 mr ogun pa3 Ha goOy, 14 gHiB 3,8 paza

OOHOpPa30Ba Jo03a
Atazanasip 300 mr/putonasip 100 mr ogus pa3 |10 wmr, 31 pasa
Ha 100y, 8 nHiB ofHOpa3oBa mo3a| P

. 10 mr,
Benmatacsip 100 Mr oguH pa3 Ha mo6y 2,7 pasa

OOHOpa30Ba [03a
OwmbiTacsip 25 mr/mapuTtanpesip 150 mr/

5 MrT, )
puTonasip 100 Mr oxguH pa3 Ha f00y/ facabyBip |opmopasosa mo3a /6 pasa
400 Mr gBiui Ha moOy, 14 oHiB
I'pazompesip 200 mr/enbacBip 50 mr oguH pa3 Ha (10 mr, 5 3 pasa
no6y, 11 guis ofHOpa3oBa mgo3a| P
I'nekanpesip 400 mr/mi6penTacBip 120 Mr oguH |5 MT OOUH pa3 29

,2 pasa
pa3 Ha moby, 7 mHiB Ha moOy, 7 OHiB P
Jlomminasip 400 mr/puTtoHasip 100 Mr aBiui Ha 20 Mr oguH pas 2 1 pasa
noOy, 17 oHiB Ha mo0y, 7 OHiB - P

20 wmr,

Knonigorpens 300 mr, moTtiMm 75 Mr yepe3 24 rog |0oguHOPa30Ba 2 pa3u
mo3a
: .. _ 80 wmr,
I'emdi6bpo3un 600 Mr aBiui Ha o0y, 7 OHIB 1,9 paza

OOHOPa30Ba O03a




30inpmenuss AUC po3yBacTaTUHY MEHIIE HiXK y 2 pa3u

. Pexum )
Pexxum go3yBaHHS IiKapCchKOTo 3aco0y, 110 3minu AUC
. OO3yBaHHSA
B3aEMOJI€E po3yBacTaTUuHY*
poO3yBacCTaTUHY
. 10 mr,
Entpombomnak 75 Mr oguH pa3 Ha o0y, 5 OHIB T 1,6 paza
OOHOpa30Ba [go3a
HapyHrasip 600 mr/putonasip 100 Mr aBidi Ha 10 Mr opuH pas 115 pasa
o0y, 7 nHiB Ha mo0y, 7 oHiB > P
Tunpanasip 500 mr/putoHasip 200 Mr OBidi Ha 10 wmr,
. T 1,4 pasa
no6y, 11 mHiB OOHOpa30Ba go3a
Iponemapon 400 Mr nBivui Ha mOOY Hesigomo T 1,4 pasa
) 10 mr,
ITpakoHaszon 200 Mr oguH pa3 Ha mo0y, 5 OHIB T 1,4 paza **
OOHOpa30Ba go3a
. ) 10 Mr oguH pas
EseTtumib 10 Mr onuH pa3 Ha go0Oy, 14 oHiB . |7 1,2 paza **
Ha 100y, 14 nHiB
3auxkenHda AUC po3yBacTaTUHY
. Pexum .
PexxumM go3yBaHHS TiKapchKOTo 3aco0y, 110 3Mmiru AUC
. OO3yBaHHA
B3a€EMOi€ po3yBacTaTUHY*
poO3yBacTaTUHY
Eputpowminua 500 Mr yotupu pa3u Ha go0y, 7 80 wmr, L 20 %
OHiB OOHOpa30Ba go3a °
. : : ) 20 wmr,
Baiikanin 50 Mr Tpudi Ha mo6y, 14 gHiB 147 %

OQHOpPAa30Ba J03a




* IlaHi, TpeacTaBiieHi K 3MiHa B X pa3iB, SBJISIOTH COO00 CIiBBITHOIIIEHHS MiXkK
3aCTOCYBaHHSIM PO3yBacTaTUHY y KOMOiHaIllil Ta okpemo. [laHi, mpeacTaBieHi y
BUrnAni % 3MiHU, IBNISAIOTH CO0010 % Pi3HUIIO0 BiTHOCHO IMOKa3HMKIB IIPU 3aCTOCyBaHHI
po3yBacTaTUHY OKPEMO.

30inbIIeHHS TO3HAYEeHO 3HAaYKOM 1, 3MEHINeHHS - | .

** Byno npoBeneHo KilbKa AOCIiAXKeHb B3aEMOil TP Pi3HUX OO3aX pPo3yBaCTaTUHY, B
TaOIUIll ITogaHo HaMWbimbIlll 3HaYyIlle CHiBBiMHOIIEHHS.

JlikapchbkKi 3acobu / kom0OiHalliil, siki He MaJiu KJIiHiYHO 3HAYyHIIOr0 BILJIMBY Ha
cuisBigHoweHHsa AUC po3yBacTaTuHY IPpU OJHOYACHOMY 3aCTOCYBaHHI: ajerjita3ap
0,3 mr 7 gHiB; ¢peHodibpaT 67 Mr 7 oHiB 3 pa3u Ha Ao0y; dnykoHaszomn 200 mr 11 gHiB 1
pa3 Ha moby; dosammnpenasip 700 mr/ putoHasip 100 mr 8 gHiB 2 pa3u Ha A00y;
KeTokKoHa30s 200 mr 7 gHiB 2 pa3u Ha mo0y; pudamimin 450 mr 7 gHiB 1 pa3 Ha moly;
cunimaput 140 mr 5 gHiB 3 pa3u Ha 00y

Bnaue po3ysacmamuHy Ha cynymui aikapcuki 3acobu
AHmaeoHicmu simamiHy K

Ak i mopo iHmwux iuridiTopis 'MI'-KoA-pegykTa3u, Ha MOo4YaTKy 3aCTOCYBaHHS
JIIKapChKOTO 3aco0y EBofm® abo0 mpu migBUIIIEHHI MOT0 M03M Y IAlliEHTIB, IKi
OOHOYAaCHO 3aCTOCOBYIOTH aHTaroHictu BiTaminy K (Hanpukianm BapdapuH abo iHIImMH
KyMapyuHOBUU aHTUKOATYJISHT), MOXKJ/INBE HiIBUIIEHHS Mi2KHaPOOHOTO
HopMasi3doBaHoro cruiBBigHoineHHs (MHC). [IpunrnHeHHs 3aCTOCyBaHHS IIpemnapary
EBOﬂH® a00 3MEeHIIeHHS MOoro MOo3u MOXKe ITpu3BecTu mo 3HuxKeHHsT MHC. ¥V Takux
BUIIaKaxX OaKaHUM HallexXXHUM MoHiTopuHr MHC.

ITepopanvHi KOHMpauenmuesu/20pmoHo3amicHa mepanis (I'3T)

OpmHo4YacHe 3aCTOCYBaHHS JIiKapChKOT0 3aco0y Esoiin® Ta IepopajbHUuX

KOHTpAaleIITUBIB IpKU3BOoauso go nigsuitieHHsa AUC eTHHIJIECTPanioly Ta HOPrecTpeny
Ha 26 % Ta 34 % BignoBigHO. Take MigBUILIEHHS CJIiH BpaxXxOBYyBaTHU IPU IinOopi mo3u
ImepopanbHUX KOHTpaLEeNnTUBiB. [laHuX IIogo ¢apMaKOKiHETUKM IIpelapaTiB y

®

Mali€eHTiB, Ki OQHOYAaCHO 3aCTOCOBYIOTH EBoMiy ~ Ta I'3T, HeMae, ToMy He MOXKHa

BUKJITIOYATH Iogi6Horo edpexkty. OmgHak KoMOiHAIIi0 MITMPOKO 3aCTOCOBYBAJIU XKiHKaM Yy
paMKax KJTIHiYHUX OOCIIiI»KeHb i BOHA IepeHocunacs moope.

THwi nikapcovki 3acobu
JIu2o0KCcuH

3a JaHUMHU CIielliaJIbHUX OOCHiIKeHb, KJIIHIYHO 3HAYyIl0l B3a€EMOJIl i3 UTOKCUHOM He
OYIKYETHCS.



dy3udosa Kucsaioma

[ocmigKeHHs B3aEMO[il po3yBacTaTUHY 3 (Py3UO0OBOI0 KUCJIOTOI0 HE IPOBOAUIIN.
Pusuk miomarii, y T.4. 3 pabmomMionizom, Moxke OyTHU 30iIbIII€eHUN BHACIIIOK
CYIIyTHBOTO CUCTEMHOTO 3aCTOCyBaHHS (Py3UI0BOI KUCJIOTH 3i cTaTUHaMU. MexaHi3M
11iel B3aemoril (bapmakoarHaMiuHui ab0 ¢papMaKoOKiHEeTUUYHUM, abo i Te, ¥ iHIIle) TOKHu
He 3’sicoBaHuii. [ToBimomrisiniocs po padoomiosti3 (3okpeMa fesiKi neTasbHi BUITagKM)
y Talli€eHTiB, AKi OTpUMYyBaIu 1110 KoMOiHallio.

[TamieHTaM, y IKUX CUCTEMHE 3aCTOCYBaHHSA (y3U0BO1 KMCJIOTU BBAXKaETHCSI

®

HeoOXigHUM, NiKyBaHHS EBOMIOOM ~ CHIif MPUIIMHUTH Ha BECh TEPMiH JIiKyBaHHS

¢y3umoBo0 KuciaoTo0. TakKoxk AuB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS».
Himu

[ocmigKeHHs B3aEMOil IPOBOOUIIN JIUIIE 3 y4aCTiO fopociaux. CTyIIiHb B3aEMOMil y
OiTel HeBimOMUM.

Oco006/1MBOCTi 1100 3aCTOCYBaHHSI

Bnaus Ha Hupku

[TpoTeinypis, IKy BUSBIIEHO y pe3yJibTaTi aHali3y 3a TeCT-CMyXKKaMU Ta SgKa Oyia
IIepeBaxKHO KaHaJIbI[eBOTO IIOXOOXKEHHsI, CIIOCTepirajacsa y Mali€HTiB, sIKi JIIKyBalucs
BHCOKHMMHU [103aMHU PO3yBacTaTUHY, 30KpeMa 40 Mmr, i y 6inbmuIocTi BUnagkiB Mana
TUMYacOBUU ab0 mepepruBYacCTUl XxapaKTep. [IpoTeinypis He Oyia repeaBiCHUKOM
rocTpoi abo mporpecyiodoi xBopobu HUPOK (OuB. po3ain «ITobiuHi peakiii»). HacToTa
MIOBiTOMJIEHD IIPO CEPUO3Hi sABUIIA 3 O0KY HUPOK Yy ITIOCTMapKETUHTOBUX AOCIiAXKEHHIX
BHUIIla TP 3acTOoCyBaHHi mo3u 40 mr. VY mallieHTiB, AKi mpuiiMaloTh JIiKapCchbKUM 3acib y
no3i 40 Mr, B X0l CIOCTEPEKEHHS CIIi[ PEryasiPHO IePeBipsaTH QyHKIII0 HUPOK.

Bnaue Ha ckesiemHy MycKy/j1amypy

[Topy1ieHHs 3 00Ky CKeJleTHOI MyCKyaTypH, HalTpuKJiad Mianris, MiomaTis Ta 3pigka
pabmoMiorti3, cmocTepiranucs y Mali€HTiB, sKi IpUuiMalii Po3yBaCTaTUH y OyOb-IKUX
no3ax, oco6yuBo Oimbire 20 Mr. [IyKe pigko Bumagku pabaoMiosni3y Big3Hadanucs mpu
3acTocyBaHHIi e3eTuMiby y KombOiHairii 3 inriditopamu 'MI'-KoA-pegykTa3u. He moxkHa
BUK/IIOYATH MOXKJIMBICTh (papMaKOOUHaAMIUHOl B3aeMOmil (AuB. po3ain «B3aemomis 3
iHIMMMU JTiKapChbKUMU 3acob0aMu Ta iHII BUOU B3a€MOMili»), @ TOMYy TaKy KoMOiHallito
CJIiT 3aCTOCOBYBaTHU 3 00E€pPEKHICTIO.

Ak i mpu 3acTtocyBaHHi iHmux iHridiTopiB 'MI'-KoA-pegyKkTa3u, 4acToTa IIOBiHOMIEHD
PO BUIMIAOKU pabaoMiosiidy, OB’ I3aHOT0 i3 3aCTOCYyBaHHSIM PO3yBacTaTUHY, Y
IMOCTMapKEeTUHTOBOMY Ilepiofi Oyia Buioo npu mo3i 40 mr.



PigeHb KpeamuHKIHA3U

PiBens kpeaTunkiHa3u (KK) He ciig BUMiploBaTH Iicisa 3HaYHUX Pi3UIHUX
HaBaHTa>xXeHb a0 ITPU HASIBHOCTI iHIMKUX iMOBipHUX npu4uH migBunieHHs KK, m1o
MOXKYTb YCKJIaJHIOBaTHU 1HTepIIpeTallito pe3ysbTaTiB. AKIiIo nodyaTkoBi piBHi KK
3HA4HO migBumieHi (>5 pa3siB Bumie BMH), npoTtsiroMm 5-7 OHiB HE0OXigHO 3p00OUTHU
IMTOBTOPHUM aHasli3, 1100 TifTBepOUTHU Pe3yabTaTH. AKINO pe3yabTaTH MOBTOPHOTO
aHaJI3y MiaTBEPOXKYIOTh, 1110 IMouyaTkoBe 3HaYeHHsT KK OinbIiie HiXK y 5 pasiB
nepesulllye BMH, 3acTocyBaHHSA po3yBacTaTUHY PO3IIOYMHATHU HE CIIif.

ITeped nouamkom niKy8aHHA

® gk iimmi inri6iTopu 'MI'-KoA-penyKTasu, ciig 3 00epeXHiCcTIO Tpru3HadYaTu

EBoun
nalfieHTaM 3i CXHJIBHICTIO fO MiomaTii/pabmomioni3y. 1o pakKTOpiB TaKOTO PU3UKY

HaJle2KaThb:

e IOPYyLIEHHS (QYHKIIil HUPOK;

e TIIIOTUPEO3;

e HASIBHICTH B 0coOMCTOMY a00 POOUHHOMY aHaMHe3i CIIafKOBHUX 3aXBOPIOBaHb
M’ A31B;

e HAsIBHICTh B aHaMHe31 MiOTOKCUYHOCTI Ha TJIi 3aCTOCYyBaHHS iHIINX iHTiIGITOPIB
I'MI'-KoA-penykTa3u abo ¢idparis;

e 3JI0BXKMBAaHHS aJIKOT0JIEM;

e BiK >70 pOKiB;

e CUTYyallil, III0 MOXYTh IIPU3BECTHU [0 ITiABUIIIEHHS PiBHIB JTiKapChKOTro 3aco0y y
m1a3Mi KpoBi (guB. po3pinu «Crocib 3acTocyBaHHSA Ta 003u», «B3aemomis 3
iHIMMMU JTiKapChbKUMHU 3aco0aMM Ta iHIIN BUOW B3a€EMOMII» i
«PapMaKOKiHETUKa»);

e CYNIyTHE 3aCTOCYBaHHS (pibpaTis.

Y Takux mallieHTiB MOB’sI3aHUM i3 JIIKYyBaHHSM PU3UK ITOTPIOHO OIiHIOBATH,
MIOPIBHIOIOYH 3 OYiKyBaHOIO KOPUCTIO; TAKOXK PEKOMEHOYETHCS KITIHIYHUN MOHITOPHUHT.
Axuro nmoyaTkoBi piBHiI KK 3HauHO nigBuileHi (>5 pasis Buile BMH), nikyBaHHSA
pO3mOYKMHAaTH He CJIif.

Y nepioo aikysanHsa

IMarmieHTiB CIig IOMPOCUTH HEeTaMHO IMOBIHOMIISITH IPO M’ sI30BUM 0inb, ci1abKicTh abo
CyooOMH HeBigoMOIl eTionorii, 0COGIUBO SKIIIO BOHU CYIPOBOIXKYIOTHCS HE3OYKaHHAM
abo raps4koro. Y Takux IalieHTiB moTpidHo BuMipioBaTH piBHI KK. 3acTocyBanHs
JIIKapChKOT0 3aco0y Ciig MpunuHUTH, Ko piBHI KK 3HayHO migBuieHi (>5 pasis
Buitie BMH) a6o sIKI110 CUMIITOMU 3 O0OKY M’sI3iB TSI3KKi Ta CIPUYHHSIOTH HIOOEeHHUMN
auckomM@opT (HaBiTh sgKIo piBHI KK =5 BMH). V pa3i 3HUKHEeHHSI CHUMIITOMIB Ta



noBepHeHHs piBHSA KK mo HOpMU MOXKHa ITOHOBUTU TepaIlilo JTiKapChbKUM 3aco00M
EBofm® abo anbTepHaTUBHUM iHTiOiTOpoM ['MI-KOoA-penykTa3u y HalMeHIIiN 1031 Ta
[ig peTebHUM HarasagoM. PerynsapHo nepeBipaTu piBHI KK y acUMIITOMHUX MTalli€HTIB
HeMae noTpebu. [lyxKe pioKo MOBIOOMIISIIN PO BUIMIAOKK iMyHOOIIOCEPEOKOBAHO1
HeKpoTusyiodol miomnartii (IOHM) nig yac abo micnisa Tepamnii cTaTiHaM¥, B TOMY YUCJTi
po3yBacTtatTuHoM. Kniniuaumu nposiBamu IOHM € cimabkicTh MpOKCUMaNIbHUX M SI3iB Ta
MMiOBUIIIEHHS PiBHSA KpeaTUHKIHA3M Y CUPOBATIIi KPOBI, 1110 30epiraeTbCcsi HaBiTh ITiCs
[IPUIIMHEHHs 3aCTOCYBaHHSA CTaTUHIB.

Y kKniHiYHUX OOCHiAXKEeHHSAX He OYJI0 OTPUMaHO AOKa3iB ITiIBUIIIEHOTO BIIJIMBY Ha
CKeJIeTHY MYCKYJaTypy Y HEBEJIMKOI KiJTbKOCTI Ialli€eHTiB, SKi IpUAMalun
po3yBacTaTHUH Ta CyNyTHI JTiKapchKi 3acobu. OgHaK MigBUIIIeHHS YaCTOTH MiO3UTY Ta
MiormaTil Bim3dHauvanocs y Mali€eHTiB, siki npuiimManu iumri inriditopu 'MI-KoA-
penyKTa3u pa3oM i3 moxigHuMu ¢pidpoeBOl KUCIOTH, B TOMY YHCIIi remMdpidpo3unomM,
IIUKJIOCIIOPUHOM, HiIKOTUHOBOIO KHCJIOTOI0, a30JIbHUMU IIPOTUTPUOKOBUMU
npenapaTaMu, iHridiTopaMu nmporea3u Ta MaKpPOJIiAHUMU aHTUOIOTUKAMHU.
I'eMm@piOpo3un migBUILyE PU3UK MionaTil Ipu CYyIyTHbOMY 3aCTOCYBaHHi 3 HeIKUMU
inridiTopamu 'MTI'-KoA-penykTa3u. ToMy 3aCTOCOBYyBaTu EBofI)I® y KoMOiHarrii i3
reMmpiopo3uIoM He peKOMeHOy€eThCsi. KOpUCTh momasbInol 3MiHN PiBHS JTimimiB mpu
3aCTOCYBaHHI JTiKapChKOTro 3aco0y Esoin® y KoMm0OiHariii i3 ¢pibpatamu abo HiallMHOM
MOTPiOHO peTesIbHO 3BaXKyBaTH IIOPiBHSHO 3 MOTEHIIIMHUMU PU3UKAMU, TIOB’ I3aHUMU
i3 3acTOoCyBaHHSM TakKux KomOiHaliii. [lo3a 40 Mr mpoTuiioka3aHa IIpU CyIyTHbOMY
3acTocyBaHHi (iOpaTiB (OuB. po3minu «B3aemMopfisa 3 iHIIMMU JTiIKapCbKUMU 3acob0aMu
Ta iHII BUAM B3aeMofi» Ta «ITobiuHi peakiii»).

EBof/'m®

He CJIiJl 3aCTOCOBYBaTH OOQHOYACHO 3 CUCTEMHUMMU JTiKapChbKUMU 3acob0aMu
$y3umoBoi KkucaoTu abo IPOTIToM 7 OHIB ITiCJIg IPUITMHEHHS JTiKyBaHHS (Gy3UIT0BOIO
KHuCioTo0. [TamjienTaM, y SKUX CUCTEMHE 3aCTOCyBaHHS (Py3UI0OBOI KUCJIOTU
BBaXKa€ThCS HEOOXiMHUM, JTiIKyBaHHSI CTaTUHAMMU CJIiTl IIPUNUHUTHY Ha BEChb TEPMiH
JIiIKyBaHHS (Py3UA0BOIO0 KUCIIOTOIO0. [ToBigoMmsanu nmpo pabmomionis (y ToOMy 4HuCHi
OeKinbKa JIeTaJbHUX BUIAMKIB) V MAlIli€HTiB, AKi oTpuMyBanu KoMbiHallito ¢py3uagoBoi
KHMCJIOTU Ta CTaTHUHIB (OUB. po3min «B3aemofisa 3 iHIIMMM JTiKapChbKUMH 3acobaMu Ta
iHIIi BUOU B3aEMOAiN»). [TamieHTaM CJIig mopaguTy HeraHO 3BEPHYTHUCS 10 MEOUYHY
OOIIOMOTY, SIKIIIO BOHU Bi4yBalOTh OyOb-siKi CUMIOTOMU M’130B01 cimabkocTi, 605110 abo
XBOPOOJIMBOI YyTJIMBOCTI. Teparlito cTaTuHaMM MOXKHa ITOBTOPHO ITIOHOBUTH Yepe3 Cim
OHIB IiCIs1 OCTAaHHBLOI 03U (QYy3UO0BOl KUCIOTU. Y BUHSITKOBUX BUIIaAKaX, KON
HeoOXifgHe MPOJIOHTOBaHe CUCTeMHe 3aCTOCyBaHHS ()Y3UI0BOI KUCIIOTHU, HAIIPUKIIA]I,
OJIs1 JIIKyBaHHS TSIXKKUX iHEeKI1il, HeoOXigHICTh OJHOYACHOTO 3aCTOCYBaHHS
po3yBacTaTuHy Ta (Gy3UOOBOl KUCIIOTU NOBUHHA PO3TIAJATUCS TiIbKY B KOXKHOMY
KOHKPETHOMY BUIAAKY i i peTeIbHUM MeOUYHUM HarIsag0M.



EBofm®

He CJIiI 3aCTOCOBYBATH MallieHTaM i3 TOCTPUMU, CEPHO3HUMHU CTaHaMH, 10
CBiguaTh IIPo MiomaTito a0 MOXKIUBICTb PO3BUTKY HUPKOBOI HEIOCTAaTHOCTI BHACJITiMOK
pabmoMioni3y (TakKux K CeIICHC, TillOTeH3is, 3HauHe XipypriuHe BTpy4YaHHS, TpaBMa,
TSIXKKi MeTaboIiuHi, eHHOKPUHHI Ta eIeKTPOJIiTHI po3naau abo HEKOHTPOJIbOBaHI

CyZOMHU).

Bnaue Ha neuiHKy

® crnig 3 o0epexKHiCTIO

Ak i ixmri inriéitopu I'MI'-KoA-penykTa3u, EBoin
3aCTOCOBYBATH MalliEHTaM, SIKi 37T0BXKMBAIOTh aJIKOT0JieM Ta/a00 MaloTh B aHaMHe3i

3aXBOPIOBaAHHS MEYiHKU.

PekoMeHOoBaHO mepeBipsaTH 0ioxXiMiuHi MOKa3HUKU (QPYHKIIII MeYiHKY ITepen I094aTKOM
® Ciifg
MIPUMTUHUTH a00 3MEHIITUTH 03y, SKII0 PiBeHb TpaHCaMiHa3 y CUPOBATIIi KPOBi Oinblie

JIIKyBaHHS Ta 4epe3 3 Micslli ToToMy. 3aCTOCYBaHHSA JIikapCchKoro 3aco0y EBoiif

HiX BTpHUUI IIepeBUIllye BEPXHIO MeXy HOpMU. HacToTa IIOBIJOMJIEHD IIPO CEPUO3HI
siBuIIa 3 OOKY IMeYiHKU (IepeBaxkKHo ITPO IMiIBUIIIEHHS PiBHS TpaHcaMiHa3 MTeYiHKMN) y
IMOCTPEECTPalliiHuM nepion Oyna 6ifblI0i0 IPU 3acTOCyBaHHI Ho3u 40 Mr.

Y naiuieHTiB i3 BTOPUHHOIO Tilepx0JieCTEPUHEMi€I0, 3yMOBIEHOIO TimOTUPE030M abo
HeDPOTUYHUM CUHOPOMOM, CIIiJl CIIOYaTKy BUJIIKyBaTH OCHOBHY XBOPOOY, IEPII Hixk

pO3MOoYKHATU Tepamniio JiKapCbKUM 3aco00M Esoiin®.

Pacosa HanedcHicMb

[ocnigkeHHs ¢papMaKOKIiHETUKM CBig4YaTh PO 3POCTAHHS €KCIIO3UIlil Y MaIliEHTIiB
MOHTOJIOIJHOI pacu mMpuOIN3HO BOBiYi MOPiIBHSHO 3 €BpoIieoigaMu (OUB. PO3Oinu
«Crmocib 3acTocyBaHHSA Ta A03u», «[IpoTunoka3aHHsI» Ta «PapMaKOKiHETHUKA»).

IH2i6imopu npomea3su

[TimBuIlleHa CUCTEMHA €KCIIO3Ullisl PO3yBaCTAaTHUHY CIIOCTepirasnacs B ocib, ski
3aCTOCOBYBAJIM PO3yBACTAaTUH CYIIYTHLO i3 pisHuUMM iHTiOiTOpAaMu MpoTeasu y
IMOEOHaHHI 3 puToHaBipom. Ciifg oOMipKyBaTU SIK KOPUCTh BiJl 3HMKEHHS PiBHS JIiITiiB
3a DOTIOMOT 010 JIiIKapChKOTr0 3aco0y EBofm® y nanienTiB i3 BIJI, 9Ki1 OTpUMyIOTH
iHribiTOpU MpOTEeas3u, Tak i MOXKJIMBICTh MiABUIIEHHS KOHIIEHTPAIlil pO3yBacTaTUHY Y
IJ1a3Mi KpPOBi Ha MOYaTKYy Teparil Ta IpHU MiABUIIEHHI T03HU EBofIn;y® y Hali€HTIB, SKi
OTPUMYIOTH iHTi6iTOPU poTea3u. OmHOYACHE 3aCTOCyBaHHA IIpenapary 3
iHribiTopaMu NpoTea3u He PeKOMEHOYETHCSI, SIKIIO 103a EBofI,uy® He CKOpuUroBaHa
(muB. po3min «Cmocib 3acTocyBaHHS Ta mOo3u>» i «B3aemMopisa 3 iHIIMMU JTiIKapCbKUMU
3aco0aMu Ta iHIIi BUOM B3AEMOMIIN»).

HenepeHocumicmb nakmo3u



[TamieHTaM i3 pigKiCHUMM CIaJKOBUMHU IpobieMaMu HEIIePEeHOCUMOCTI TrajlaKTO3H,
TSIXKKUM aedinmuToM j1akTa3u abo III0K030-TaJIaKTO3HO0I0 MaibaOcopOIliero He CItif
3aCTOCOBYBaTH liei mipenapar.

fAKIo y mailieHTa BCTaHOBJIEHA HEIIEPEHOCUMICTh OesKUX IIYKPiB, He0OXigHO
IMPOKOHCYJIbTYBATUCS 3 JIiKapeM, MePII HiXK IIpuiMaTu el JTikapChbKUu 3acio.

IHmepcmuuiaavHa xeopoba sez2eHb

[Tig yac 3acToCcyBaHHS OEeSIKUX CTAaTHUHIB, 0COOIUBO IIPU TPUBAJIOMY JIiKyBaHHI,
IIOBiHOMJISIJIOCS ITPO BUHSITKOBI BUIIAOKM iHTEPCTHUIIaJIbHOI XBOPOOU JIereHb (IuB.
po3min «ITobiuHi peakiiii»). [To MPosBiB 1Ii€l XBOPOoOU MOXKHA BiMHECTHU 3aAUIIIKY,
HEeNpPOAyKTUBHUU KallleJlb Ta 3arajibHe IOTipIIeHHs CTaHy (CTOMIIIOBAHICTh, 3HUXKEHHS
MacCH Tijla Ta rapsidyka). Y pa3i [Migo3pu Ha iHTepCTullialbHy XBOPOOy IereHb
3aCTOCYBaHHS CTATHUHIB CJIi] IPUIIUHUTHU.

Llykposulti diabem

IMeski aKkTH CcBigYaTh, 110 CTaTUHM ITiABUIIYIOTH PiBEHb I'TIOKO3U B KPOBI Ta Y OEeIKUX
Malli€EHTiB, IKUM 3aTrpPOoKy€ BUCOKMUM PU3UK PO3BUTKY HiabeTy B MaliOyTHOMY, MOXKYTb
CIIPUYHHSTH TillepriiikKeMilo TaKOTO PiBHS, 3a IKOT0 HeoOXigHe HajiesKHe TiKyBaHHS
IIyKpoBoro giabeTty. 1{1o 3arpo3y, ofHaK, MePEBUIIYE 3HUKEHHS PU3UKY CYOUHHUX
MMOPYIIeHb IPU 3aCTOCYBaHHI CTaTUHIB, i TOMYy BOHa He Ma€ OyTH MiiCcTaBOIO OJIS
NPUIIMHEHHS Tepalil cTaTUHaMH. 3a IMalliEHTaMU I'PYIId PU3UKY (PiBEHBb I'JIIOKO3U
HaTtie 5,6-6,0 mMmony/n, IMT >30 Kl"/MZ, HiOABUIIIEHUU PiBEHb TPUTIILEPUIIB,
apTepianbHa rinepTeH3is) ciIifm BCTAaHOBUTH SK KIIIHIYHMNM, TakK i 6ioXiMiyHNM KOHTPOJIb
3rigHO i3 HalllOHaJIbHUMU KEPiBHUIITBAMHU.

Y mocnimxenHi JUPITER 3apeecTpoBaHa 3arajbHa 4aCcTOTa IIyKPOBOTo miabeTty
cTaHoBuna 2,8 % y rpy1mi npuiioMy po3yBacTaTuHny Ta 2,3 % — y rpyi miaie6o,
IIepeBaxHO y IallleHTIB i3 piBHEM I'JIFOKO3M HaTIIle Big 5,6 0o 6,9 MMOJIb/II.

MiacmeHisa epasic / 0uHa miacmeHis

Y nooguHOKUX BUNIaJKaXxX IIOBiAOMIISAJIOCS, 110 CTaTUHY iHAYKYIOTH «de novo» abo
3aroCTpIOIOTh BXKe iCHYI0Uy MiacTeHiio rpaBic abo 0O9HY MiaCTeHito (OUB. PO3Mis
«ITo6iuHi peak1ii»). ¥ pa3i 3arocTpeHHsI CUMITOMIB CIIifil TPUMUHUTY IIPUKAOM
JIIKapChKOTO 3aco0y Eoiin®. IMosigoMnsiiocs IIPO PELUANBU IIPU IIOBTOPHOMY
3acToCyBaHHi TOro caMoro abo iHIIIOTO CTaTUHY.

Himu

OwiHka IiHiMHOTO POoCTy (3picT), Macwu Tina, IMT (iHgekCy Macu Tiia) Ta BTOPUHHUX
XapakKTepUCTUK CTaTEeBOI'O NO3piBaHHS 3a TaHHEepOM y OiTeu BikKoM Bifg 6 mo 17 pokis,



sIKi MpuiiMasu po3yBacTaTuH, oOMeXeHa ImepiogoM TpuBajicTio 2 poku. [licis 2 pokis
OOCITiIKyBaHOTO JIIKYBaHHS XKOMHOTO BIIJIUBY Ha picT, macy Tina, IMT aGo cTaTeBe
mo3piBaHHS BUSBIEHO He Oyno (ouB. po3nin «®apMakKoguHaMiKa»).

Y kniHiYHOMY OOCIIOKEHH] y AiTel Ta MifJIiTKiB, AKi IpuiiMalii po3yBaCcTaTUH
npoTsarom 52 TUXKHiB, migBuilleHHA piBHSA KK > 10 pasiB Builie BMH ta cumnToMmu 3
00Ky M’s13iB Imicys ¢pi3smYHOTro HaBaHTaXKeHHA abo0 mimBuIeHol Gpi3udYHOl aKTUBHOCTI
CIIOCTepiraaucs 4YacTillle TOPiBHAHO 3 TAaKUMHU y Dopociaux (OquB. po3min «ITo6iuni
peaxirii»).

Lle# mikapcbKui 3acib MicTUTh momoMixkHi peuoBuHu TapTpa3uH (E 102) Ta xKoBTUM
s3axig FCF (E 110), 110 Mo2Ke COPUYMHSITH aJIepriuHi peakiiii.

3acmocysaHHsA y nepiod eazimHocmi abo 200y8aHHsA 2py0010.

®

EBoiig -~ mpoTunokalaHUM y Iepiof BariTHOCTiI abo rogyBaHHS T'PYOIIO.

KiHKY penponyKTUBHOTO BiKy ITOBUHHI BUKOPHUCTOBYBaTHU HaJIeXKHi 3acobu
KOHTpPALIEeIIIIil.

OCKinbKM XOJIECTEPUH Ta iHIII TPOAYKTU 0i0OCMHTE3y X0JIECTEPUHY BilirpaloTh iCTOTHY
POJIb y PO3BUTKY IJIOHA, TOTEHLIUHUYU PU3UK Big npurHidyeHHs [ MI'-KoA-penykTra3u
TIePEBUIIYE KOPUCTH Bill 3aCTOCYBaHHS JIiKapChKOT0 3aco0y y nepion BariTHocTi. [TaHi
OOCITiIKEeHb Ha TBapMHAaX II00 TOKCUYHOTO BIJIMBY Ha PENIPOAYKTUBHY (QYHKIIIIO
obOMexkeHi. AKI0 nalieHTKa 3aBariTHi€ y mepiox 3aCTOCyBaHHS IIbOTO JIIKapChKOTO
3aco0y, miKyBaHHS CIIiJl HerallHO IIPUIIUHUTH.

Po3yBacTtaTuH NpoOHMKAE y MOJIOKO IIypiB. [flaHUX 100 IIPOHUKHEHHS JIIKAPChKOI' 0
3aco0y y TpyaHe MOJIOKO TIOOMHYU HeMa€ (OuB. po3min «[IpoTumoka3aHHS»).

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
IHWuUMu mMexaHiamamu.

®

IocnigKeHHs BIJIMBY JIiKapCchKOTo 3aco0y EBoiif -~ Ha 3maTHICTH KepyBaTHu

aBTOMOOizIeM Ta ITpalfloBaTH 3 iHIMMMU MexaHi3MaMu He npoBoaunu. OOHak, 3 oryIsaay
Ha ¢hapMaKOOMHaMIiUHi BJIJaCTUBOCTI TiKapChKOT'0 3aCc00y, MaJIOMMOBIpPHO, 110 Esoiin®
BIUIMBAaTHMeE Ha TaKy 30aTHICTh. [Ipu KepyBaHHI aBTOTpaHCIIOPTOM abo poboTi 3
IHIIMMHU MexXaHi3MaMU CIIi BpaxOByBaTU MOZXKJIUBICTh 3alaMOPOYEHHS y mepiof

JIIKyBaHHS.
Cmocid 3acTocyBaHHsI Ta I03H

[Tepen moyaTKOM JIIKyBaHHS MALIEHTY CIIiA IPU3HAYUTU CTaHOAPTHY
rirnoxoJjiecTepUHEMIYHY TIi€TY, IKO1 BiH MOBUHEH JOTPUMYBATUCS i IPOTATOM



nmikyBaHHA. [Jo3y ciig nimbupaTty iHOUBigyanbHO, 3aJIE3KHO Bil METH Teparlii Ta
BI[ITIOBIAl IallieHTa Ha JIIKyBaHHS, 3TiIHO 3 peKOMeHOalligsMU IIOTOYHUX
3araJIbHONPUNHATUX KEPIBHUILITB.

®

Jlikapcbkuii 3acid EBoiim ~ MoXKHa MpuiMaTH y OyOb-IKUM Yac OHS, He3aJiesKHOo Bif

MIPUNOMY 1Xi.
JIikyeaHH s 2inepxosiecmepuHemii

PekomeHpoBaHa moyaTKOBa H03a CTaHOBUTHL 5 abo 10 Mr mepopasibHO OOUH pa3 Ha
noOy sIK [JIs MAlliEHTiB, SIKi paHillle He 3aCTOCOBYBa/JIU CTAaTUHU, TaK i [y
repeBedeHUX Ha IIpenapar 3 mputioMy iHmoro inriditopa I'MI'-KoA-penykra3u. [Tpu
BHOOpPi MOYATKOBOI [JO3H CJIi BpaXOByBaTH PiBHi X0JIECTEPUHY B KOXKHOT'O OKPEMOTO
MalliEeHTa Ta PU3UK CePIEeBO-CYAUHHUX ITOPYIIEeHb Y MallOyTHbOMY, @ TaK0OXK
iMOBipHICTb PO3BUTKY HeOaxKaHUX peakiliii. Y pa3i HeoOXigHOCTI MigBUIIyBaTU H03Y MO
HaCTYIIHOTO PiBHA MOXHa 4yepe3 4 TuXKHi (ouB. po3gin «®apMakoguHaMmika»). 3
OrJIsiy Ha Te, 110 Ha TJIi 3aCTOCyBaHHS mpenapary B mo3i 40 mr HebOaxkaHi peaxiiii
BMHMKAIOTh YaCTillle, HiXK IpY MeHINNUX mo3ax (auB. po3min «ITobiuHi peakirii»),
OCTaTOYHO TUTPYBaTHU A0O3Y A0 MaKCHUMaJibHOI 1o3u 40 MT BapToO JIUIlE IalliEHTaM i3
TAXKKOIO TiIepXxoJeCTePUHEMIEI0 Ta BUCOKUM PU3UKOM CEPLIEBO-CYyOUHHUX IIOPYILIEHb
(30KpemMa XBOPHUM i3 CiIMENHOIO TillepX0JIeCTEPUHEMIEIO), Y IKHUX HE BOAJIOCS OOCSITTHU
METH JIIKyBaHHS IIPU 3aCTOCyBaHHi mo3u 20 Mr i gKi mepeOyBaTUMYTh Mifl PETYIIPHUM
HarnsgoMm (guB. po3gin «OcoOGIMBOCTI 3acTOCYBaHHS»). Ha mo4yaTKy npuiiomy
npenapaty y mo3i 40 Mr peKoMeHOOBaHUM Harjsa[ CIelialdicTiB.

3anobizaHHs nopyweHHAM 3 6OKY cepueso-cyOuHHOI cucmemu

Y mocrnimKeHHi 3HUKEHHS PU3UKY MOPYIIEHb 3 00Ky CepIieBO-CyIUHHOI CUCTeMU
JIiKapCchbKuM 3acié 3acTocoByBasnu y m03i 20 Mr Ha go0y (OuB. po3min
«®apMakKoOorHaAMIiKa»).

ITauieHmu AiMHBLO20 BIKY

PekoMmeHpOoBaHa ImoYaTKOBa A03a [OJIs HallieHTiB BikoM >70 pPOKiB CTaHOBUTH 5 MT (OUB.
po3min «OcobMMBOCTI 3aCTOCYyBaHHSI»). [HIIIa KOPEKIIis J03U 3 OTJIIAy Ha BiK He
nmoTpidHa.

ITauienmu i3 HUPKOBOIO HedocmamHicmio

[MamieHTaM i3 merkuMu abo ITOMipHUMU ITOPYIIEeHHSAMU QYHKIII HUPOK KOPEKIlis M03u
He IOoTpPiOHa.

PekoMeHgoBaHa ImoYyaTKOBa [103a OJIs IAli€HTIB i3 MOMipHUMHU MOPYLIEHHAMU QYHKIIi1
HUPOK (KJIipeHC KpeaTuHiHy <60 MJI/XB) CTaHOBUTH 5 Mr. [1o3a 40 Mr mpoTunoka3aHa



nalieHTaM i3 HTOMipHUMHU NOPYUIEHHAMH (QYHKIIl HUPOK. 3aCTOCYBaHHSA JIIKapPChKOTO

®

3aco0y EBoiig -~ mallieHTaMm i3 TSXKKUMU MOPYHIeHHSIMU (YHKII1 HUPOK ITPOTUIIOKA3aHO

y Oymob-IKuX mo3ax (ouB. po3minu «IIpoTunokasaHHs» Ta «PapMaKOKiHETUKA»).
ITauieHmu i3 nopyweHHAMU PYHKUiII neviHKu

Y nanieHTiB i3 nopylieHHAMU (QYHKIIIl IEeYiHKHU, 110 OIliHIoOBaIucs y 7 abo MeHIie OasliB
3a mkasnorw Yaunga-I1'to, migBUIIEHHSA CUCTEMHOI €KCIIO3UIIil pO3yBacCTaTUHY He
croctepiranocsi. OgHak B ocib i3 mopymeHHsasMHu ¥ 8 Ta 9 6asiB 3a MIKAI00
Yamnma-IT'10 cucTeMHa eKCIo3ullisd 3pocTana (auB. po3min «®PapMaKoKiHEeTUKa»). Y
TaKUX MAaIliEHTIB OOIIJIPHOIO € OIliHKa (QYHKIII HUPOK (OuB. po3ain «OcobmmBOCTI
3acTocyBaHHs»). [10CBiZl 3acTOCyBaHHS JIiKapChKOro 3aco0y mallieHTaM, gKi Habpanu

®

Oinpuie 9 GasiB 3a mwKasnoi Yaunnga-IT'to, BigcyTHiN. EBoMig~ IpOTUIIOKa3aHUUN

MalfieHTaM 3 aKTUBHUMHU 3aXBOPIOBAHHSAMMU IT€UiHKU (OUB. po3min «[IpoTHUIIOKa3aHHS»).
Pacosa HanedcHicMb

Y malnieHTiB MOHTOJIOIOIHOI PacH CIIOCTepirasaacs migBuIlleHa CUCTEMHAa €KCIIO3UIis
npemnapaty (OuB. po3ginu «IIpoTunokasanHsa», «OcoOIMBOCTI 3aCTOCYyBaHHS» Ta
«@apMaKoKiHeTHKa»). PeKoMeHgoBaHa MOoYaTKOBA [103a [JIs IalliEHTiB MOHTOJIOIIHOI1
pacu CTaHOBUTH 5 MT; mo3a 40 Mr TaKuM MHallieHTaM OPOTHUIIOKa3aHa.

I'enemuy4Huti noaimopgizm

[leBHi TUIIM TEHETUYHOTO TOJIIMOP(}i3My MOXKYTh IPU3BOOUTH OO HiABUIIEHHS
€KCIO3ullil po3yBacTaTuHy (OuB. po3ain «PapmakokiHeTuKka»). [lanieHTaMm i3 BimoMOI0
HasIBHICTIO TaKUX TUIIiB IT0JIiMOP()i3My peKOMEHAYETHCS 3aCTOCOBYBATU MEHITYy TOOOBY

oo3y JIiKapCchKOT0 3aco0y Esoiin®.

IMauienmu 3i cxuavHicmo 00 po3sumky mionamii

PekomeHpoBaHa moyaTKOBa [03a OJis MAIi€HTIB i3 (paKTOpaMu PU3UKY PO3BUTKY
MiomnaTil CTaHOBUTH 5 MT (OuUB. po3din «Oco6IUBOCTI 3aCTOCYBaHHSI»).

[Ho3a 40 Mr npoTuIlOKa3aHa OesIKHUM i3 TaKuX Halli€HTiB (OUB. PO3Ois
«[TpoTUIIOKa3aHHI»).

CynymHe 3acmocy8aHHs

Po3yBacTaTuH € cyOCTpaTOM Pi3HUX TpPaHCIOPTHUX O0inkKiB (Hanpukiag OATP1B1 Ta
BCRP). Pu3uk miomnarii (B ToMy 4ucii pabmomiosnidy) 3pocTae IIpu OgHOYAaCHOMY
3aCTOCyBaHHI EBoﬁny®i3 IMeBHUMMU JTiIKapChbKUMHU 3aC00aMH, I110 MOXKYTh IigBUIIYBAaTU
KOHIIEHTpAIlil0 pO3yBacTaTUHY Yy IJIa3Mi KPOBi BHACJIiHOK B3a€EMOZIl 3 TUMU
TPAHCIIOPTHUMH OilKaMu (HanmpUKajd IIUKJIOCIIOPUHOM Ta MEeBHUMMU iHTiOiTOpaMu
IpoTea3u, B TOMYy YUCJIi KOMOiHaIliIMU PUTOHABIPY 3 aTa3aHaBipoM, JIOMIiHaBipoM



Ta/abo TUIIpaHaBipoM; OuB. po3minu «OcobIMBOCTI 3aCcTOCyBaHHSI» i «B3aemoqmist 3
IHITMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOW B3aEMOMit»). [To MOXKIIMBOCTI, CITif
PO3TJISTHYTH 3aCTOCYBaHHS aJIbTePHATUBHUX JIiIKapChbKUX 3aco0iB Ta y pasi
HeoOXiTHOCTI TUMYACOBO IIepepBaTH Tepalliio JIiKkapChKUM 3aco00M EBofm®. Axio
CYIIyTHBOTO 3aCTOCYBaHHS LIMX JTiIKapChKUX 3ac00iB i3 Esoimom® YVHUKHYTHA
HEMOIKJIUBO, CIIi PeTeIbHO 3BaXKUTU KOPUCTDh Ta PU3UK BHACIIIOOK CyIyTHHOTO
3aCTOCYBaHH{ Ta BiANOBIIHMM YUHOM BiIKOpPETryBaTU OO3Y IIpelapary Esoiig® (ous.
po3min «B3aeMofis 3 iHIIMMH JTIKAPCHKUMH 3aco0aMH Ta iHIIN BUOM B3a€EMOil»).

Iimu.
3acTocyBaHHS TiKapChKOT0 3acO0y OiTAM Ma€ IIPOBOOUTH JIUIIIE CIIelialiCT.

ity Ta migmiTku BikoM Big 6 mo 17 pokiB (cTamisi Tannepa “II-V).

['eTepo3UroTHA CiMelHa TinepxoleCTeEPUHEMIs

3BHUYaliHa ImoYaTKoBa JoOOBa 03a AJIsS OiTeM Ta MifJIiTKiB i3 reTepo3uroTHO
CiMeMHOI0 TinepxoyiecTepUuHEMi€I0 CTAHOBUTEL 5 MT Ha f00y.

e 3BHMYAaMHAa O03a OJId OiTel BiKOM Bim 6 mo 9 POKiB i3 reTeEpO3UTOTHOIO CIMENHOI0
rimepxojieCTepuHEMIEI0 CTAHOBUTE Big 5 Mr go 10 Mr mepopailbHO OOUH Pa3 Ha
noOy. be3mneky Ta epeKTUBHICTb 3aCTOCYBaHHS JTiIKapChKOT0 3aco0y y mo3ax
Oinbize 10 Mr y 11iMi MOMyNALil He MOCHiAXKYyBaIu.

e 3BMYalMHa O03a 04 giTeu BiKOoM Big 10 mo 17 poKiB i3 reTepO3UTOTHOK CIMEHWHOIO
rimepxojieCTePUHEMIEI0 CTAHOBUTE Bi 5 MI o 20 Mr mepopajibHO OOWH pa3 Ha
noOy. besmneky Ta epeKTUBHICTh 3aCTOCYyBaHHS TiKapChKOTro 3aco0y B 03ax
Oinbire 20 Mr y 1il DOmynsIlil He JOCTiAXKyBalu.

[MigBuIllyBaTH OO3Yy CIIiJ BiAIIOBIOHO OO iHOAMBiOyasbHOI BiOIOBiAl OUTHMHY Ha ITiKyBaHHS
Ta IIePEeHOCHUMOCTI IIpenapary, JOTPUMYIUYHUCh PEKOMEeHdalliy 040 JIIKyBaHHS OiTeun
(muB. po3min «Ocob6MMBOCTI 3aCTOCYyBaHHsI»). [lepen moyaTkoM Teparil
pPO3yBaCTaTUHOM [ITAM Ta IiAJIiTKaM CJIiJ IPU3HaYUTU CTaHOAPTHY
riroxojiecTeEpUHEMIYHY MIi€TY, KOl MalliEHTH MalOTh JOTPUMYBATUCS i TPOTATOM
JIIKyBaHHS.

['oMO3UTOTHA CiMelHa TinepxXoJIecCTePUHEMIS

PekomeHpoBaHa MakcUMaIbHaA 003a OJIs OiTel BIiKOM Bifg 6 1o 17 pokKiB i3
TOMO3UTOTHOIO CiMENHOIO TilepxojieCTepUHeMi€l0 CTaHOBUTDL 20 MT OMH pa3 Ha go0y.

PekoMeHOoBaHa IToYaTKOBa [03a CTAHOBUTH Bim 5 Mr oo 10 Mr oguH pa3 Ha 00y
3aJIeXHO BI[ BIKy, MaCH Tijla Ta IIOIIePeIgHbOr0 3aCTOCYBaHHA CTaTUHIB. [linBuInyBaTH
00 MakcuMasbHOlL fo3u 20 Mr ofuH pa3 Ha Ao0y CiIif BiIIOBimHO OO iHOWBiAyanbHOL



BIAMIOBil OUTUHY Ha JIIKyBaHHS Ta II€PEHOCUMOCTI IIpenapary, JOTPUMYIIOUYUCh
peKoMeHaalliy om0 JIiKyBaHHS OiTel (OuB. po3ain «OcoOIUBOCTI 3aCTOCYBAaHHS»).
[lepen moyaTKOM Tepallil po3yBaCTaTUHOM OIiTAM Ta HigJIiTKaM CIiJ IPU3HAUYUTHU
CTaHOAPTHY TiOX0IeCTeEPUHEMIUHY HIETY, KOl MAlliEHTU MalOTh JOTPUMYBATHUCH i
IIPOTATOM JIIKyBaHHS.

IocBim JTiKyBaHHS Ii€l momynsilil y mo3ax Oinbine 20 M oOMexXeHUH.
TabneTku mo 40 MT He 3aCTOCOBYBAaTH HiTSM.

IIiTH BIKOM 0 6 POKIB

Bbe3neky Ta eeKTHUBHICTh 3aCTOCYBaHHS JIiKapChKOT0 3ac0o0y AiTSM BiKOM [10 6 POKiB

He BUB4YAJIU. TaKUM YUHOM, EB017111®

oo 6 pOKiB.

He PEeKOMEHOYEThCS 3aCTOCOBYBATHU OiTAM BIKOM

Ilepeno3yBaHHA

CrnenudigHOro JIiKyBaHHS IIepeOo3yBaHHS HeMae€. Y pa3i nepemo3yBaHHS IallieHTa
CIHIif JTIKyBaTH CUMITOMAaTUYHO Ta Y Pa3i HeOOXiMHOCTI BXKUTHU MiATPUMYIOUYUX 3aXO0MdiB.
[ToTpibHO KOHTpPOMIOBaTH (PyHKIII nediHku Ta piBHI KK. EdekTuBHICTE TeMomiani3y
MaJIOMMOBipHa.

ITo6iuni epexkTHn

HebaxaHi sgBHUIlA, 1110 Bil3HA4YalOThCS IIPU 3aCTOCYBaHHI po3yBacTaTUHY, 3a3BUYall
JIETK1 Ta TUMYaCOBI.

Y Ttabnuii 3 nmpeacTaBneHui npodink HebaxkKaHUX peakllili Ha Po3yBacTaTHUH 3a
OaHUMU KJIIHIYHUX OOCIIAXKEeHb Ta BEJIMKOI'0 JOCBiy IOCTPEECTPALIIMHOT O
3acTocyBaHHs. HebOaxkaHi peakiiii kmacudikoBaHi 3a 4aCTOTOI Ta CUCTEMHO-
OpPraHHUMH KJIaCaMH.

3a 4yacToTo0 HebOakaHi peakiiil po3mnofinieHi TakuM 4YruHOM: YacTi (=1/100 Tta <1/10),
HeyacTi (=1/1000 ta <1/100), pigki (=1/10000 Tta <1/1000), oy=xe pigki (<1/10 000),
YacTOTa HeBigoMa (HEMOKJIMBO OIIHUTHU 3a HAasIBHUMU OJAaHUMHU).

Tabnuisa 3
Heb6axaHi peakiiil 3a JaHUMHU KIiHIYHUX OOCIiAXKEeHb Ta JOCBimy

IIOCTPEECTPALIITHOTO 3aCTOCYBaHHSA
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AcTeHis HaOpsk

1 Yacrora sanexurs Bil HAABHOCTI (paKTOPiB PU3UKY (PiBEHB T'JIIOKO3U HaATIE =5,6
mmoue/n, IMT >30 KI‘/MZ, [IiABUINEH] PiBHI TPUTIIILIEpUiB, apTepiajibHa rinepTeHsisa B
aHaMHe3i).

Ak i mpu 3acTtocyBaHHi iHmUX iHridiTOopiB 'MI'-KOA-pegykTa3u, yacToTa HebaxKaHUX
peaxilii Ma€ TEHOEHIIiI0 3aleKaTH Big JO3MU.

Bnaus Ha Hupku

[TpoTeinypis, IKy BUSIBIIEHO y pe3yJIbTaTi aHali3y 3a TeCT-CMyXKKaMU Ta SgKa Oyia
IIepeBaxKHO KaHaJIbI[EBOTO IIOXOOXKEHHsI, CIIoCTepirajacs y Mali€eHTiB, sgKi
3aCTOCOBYBAJIM pPo3yBacTaTuH. 3MiHU BMicTy Oifika y cedi Bifg Hyna abo ciifmiB oo
3HaYeHHS «++» abo Oinbire crioctepiranucs B <1 % mallieHTiB mepioguyHo B XOmi
3acToCcyBaHHs IpemnapaTty B go3ax 10 Tta 20 mr i y nmpubnusso 3 % - npu mo3i 40 mr.
HeBenuke 30inblIeHHST 4acTOTH 3MiHM BMicTy Oifika Bifg Hynst abo ciifiiB mo 3HaUYeHHS
«+» cnocrepiranucs npu 0o3i 20 mr. ¥ 6inbIIocTi BUIIafKiB IpoTeiHypis
3MeHIITyBasacs abo 3HUKala CIOHTAaHHO IIPU MPOIOBXKEHHi Tepamnii. 3a maHuMU
KJIIHIYHUX OOCIIIIXKEeHb Ta [IOCTMapKeTUHT 0OBUX CIIOCTEPEXEeHb Ha NaHUU 4ac He
BHSIBJIEHO IPUYMHHO-HACIAKOBOTO 3B’ I3KYy MiXK IIPOTEiHypi€l0 Ta rocTpuM abo
IPOTrpeCcyrYuM 3aXBOPIOBaAHHSIM HUPOK.

Ha 11 3acTOCyBaHHS pO3yBaCTaTUHY Bifl3HAYEHO BHUIIQAKHU reMaTypii; 3a JaHUMU
KJIiHIYHUX OOCJIimXXeHb YacToTa 11 MaJia.

Bnaue Ha ckesemHy MycKyaamypy

YpaxkeHHs CKeJIeTHOI MYCKYyJaTypH, TakKi K Miasnriss, mionaTis (B TOMY YMCJIIi MiO3UT)
Ta 3pigKa pabmoMioJti3 i3 rocTpoo HUPKOBOIO HEJOCTaTHICTIO abo 6e3 Hel, Oynu
Bil3Ha4YeHi IIpu 3aCTOCyBaHHi OyOb-IKUX OO3 PO3yBacTaTUHY, 0COOIMBO NMPHU H03ax
>20 mr.



Y manieHTiB, gKi IpuMasyd po3yBaCcTaTUH, CIIOCTEPIragocs mo3o3ajiexkHe 3POCTaHHSA
piBHiB KK; y GinbII0CTi BUNIafKiB siBUllle Oys10 c1aOKUM, aCUMIITOMHUM Ta
TuM4YacoBuM. Akmio piBHi KK migBuineHi (>5 pa3sis Buile BMH), nmikyBaHHS CIif
NPUNUHUTHU (OUB. Po3ainn «Oco6IMBOCTI 3aCTOCYBaHHSI»).

Bnaue Ha neviHKy

4K i npu 3acTtocyBaHHi iHmMUX iHTiGiTOpiB MI'-KOA-pegyKTasu, y HeBeTUKOI KiTbKOCTi
MallieHTiB, IKi MpUManyu Ppo3yBacTaTUH, Bil3HAYalI0Csa 10303ajiekHe 30ibIneHHs
piBHS TpaHcaMiHa3; y OilbIIIOCTI BUMAAKIiB ssBUIlle OYyJI0 CTIa0KUM, aCUMIITOMHUM Ta
TUMYaCOBUM.

Ha T1i 3acTocyBaHHS OesdKWX CTaTUHIB Biffl3HAa4YaIUCs TaKi HeOaxkaHi SBUIIA:

e po3yaj cTaTeBOl QYHKIIl;
e OKpeMi BUMAJKU iHTEePCTUITiaIbHOl XBOPOOU JIereHb, 0COOIUBO MPU TPUBAJIOMY
3acTocyBaHHi (OuB. po3min «OcoBGIMBOCTiI 3aCTOCYBAaHHS»).

YacToTa noBifoMIIeHb ITPO pPabaoMiorti3, cepiio3Hi IMopyIeHHs 3 00Ky HUPOK Ta
MMeYiHKM (IlepeBaxkHOo MMigBUIIEHHS aKTUBHOCTI IIeUiHKOBUX TpaHCcaMiHa3) OifbIlla mpu
3aCTOCyBaHHI ITpenapaTty B 7o3i 40 mr.

Himu

[TigBuieHHs piBHA KpeaTuHKiHa3u >10 pasiB Buille BMH Ta cuMmnitoMmu 3 60Ky M’si3iB
micns Gi3muHOTro HaBaHTaXKeHHS a0o0 miaBuINeHol Gi3MYHOl aKTUBHOCTI
CIIOCTepirajaucs 4yacrTille y 52-TUKHEeBOMY KIIIHIYHOMY OOCIII?KEeHH]1 y OiTeu Ta
IMiIiTKiB MOPiBHSHO i3 mopocnuMu (OuB. po3ain «Oco6muBOCTI 3acToCyBaHHA»). [IpoTe
npodins 6e3meKu po3yBacTaTUHY Yy OiTeM Ta MiAJIiTKiB OyB MOAiOHUM [0 TAKOTO y
OOPOCIIUX.

IToBigoMJIEHHS IIPO Mif03PIOBaHi MoOiUHiI peakiril

[ToBimoMeHHs Mpo MoOiUHi peakiril mmicsisa peecTpatlil TiKapcbKoro 3acody Mae
BaXXJIUBe 3HauyeHHsd. lle mae 3MOry IpOBOOUTH MOHITOPUHT CIiBBIIHOIIIEHHS
KOPUCTBL/PU3UK IIPU 3aCTOCYBaHHIi IIbOTO JTiKapChKOro 3aco0y. MeguyHuM Ta
(apMalieBTUYHKUM IIpalliBHUKaM, a TAKOXK mallieHTaM abo X 3aKOHHUM
MIpefACcTaBHUKAM CJIiJl TOBIHOMJISITH PO yCi BUIIQKU ITi03pI0OBaHUX MOOIYHUX peaKIin
Ta BiACYTHOCTi e(peKTUBHOCTI JTikapChKOT0 3aco0y uepe3 ABTOMaTH30BaHY
iHpopMalinHy cucTeMy 3 (hapMaKOHArIAOy 3a ImocuinaHHsaM: https://aisf.dec.gov.ua.

TepMiH NpHIATHOCTI

2 POKH.



He 3acTocoByBaTu npenapar IIiCJig 3aKiHUYeHHsI TepMiHY IIPUOaTHOCTi, BKA3aHOT0 Ha
YIIaKOBIIi.

VYMmoBHu 30epiranHs

30epiraTty B OpuUTiHaIbHIM yIAKOBIIi ITpU TeMIlepaTypi He Buile 25 °C.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIti.
YnakoBka

TabreTKu, BKPUTI IJIiBKOBOIO 000/10HKOIO0, 10 5 Mr, 10 mr, 20 mr a6o 40 mr Ne 30
(10x3) abo Ne60 (10x6) y 6micTepax (BUpOOHUIITBO 3 maKyBaHH4A in bulk ¢ipmu-
Bupo6HuKa TOB Biodapm, ITomnbIma).

KaTeropis Bignycky
3a penemnTomM.
BupooHHK

AT «dapmak».

Micue3Haxo/dKeHHsI BHPOOHHMKA Ta aJpeca MiCIisi IPOBaaXKXeHHsI HOT 0
IisIIHLHOCTI.

Ykpaina, 04080, m. Kuis, Byn. Kupumnisceka, 74.



