THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

E30HEKCA®

(ESONEXA)

CKn1ao:

ditoua peyosuHa: €30MeIpa3o’i;
1 ¢rmakoH MiCTUTE €30Menpa30iy HaTpiio 42,5 MT, 110 eKBiBaJIeHTHO e30Menpa3ony 40 mr;

donomidxcHi peyoguHU: DUHATPIIO efeTaT, HaTPio rigPOKCHUL.

JIikapcbeka ¢opma. Jliodinizat gaa po3uuHy A4 iH €Kil Ta iHQy3iii.

OcHo8Hi (pi3uko-ximiuHi 81acmusocmi: TIOPUCTUM IiodinizoBaHUM MOPOIIOK 0ioro abo Maiixke
6imoro KomLoOpy.

®apMaKoTepaneBTHYHA rpymna. [Ipemaparty, 110 3aCTOCOBYIOThCS MPU PO3/TafaxX KUCIOTHOCTI.
3acobu [ MiKyBaHHS MENTUYHOI BUPAa3KU Ta racTpoe3odareanbHoi peQIioKCHOI XBOPOOHu.
[HTiGiTOPY TPOTOHHOI ITOMIIH.

Koo ATX A02B CO05.

dapmakon02iuHi e racmueocmi.
d®apmakoOuHamika.

E3oMenpa3on € S-i3oMepoM OMelpas0ily, 110 IPUTHIYY€E CeKpPeLito KUCIIOTH LIIYHKOBOTO COKY
3aBAgKM crenriuHOMy HallpaBlIeHOMY MexaHi3My fii. BiH € cnenudiuaum iHribiTopoM MpOTOHHOI
IIOMIIY TapieTanbHUX KIiTuH. I R-, i S-izomepu omemnpasony MaioTh nogiOHY hapMaKOIOTidyHy
aKTUBHICTb.

Micue ma mexaHi3m 0ii

E3omMenpa3son siBisge o600 cnabKy OCHOBY, III0 KOHIIEHTPYETHCS Ta IIEPETBOPIOETHCS Ha aKTUBHY
dbopMy y CUITBHO KHCIIOMY CEPENOBUII CEKPETOPHUX KaHAJbIIiB apieTalbHUX KIIiTUH, e iHribye



depmeHT HK-AT®-a3y - IpOTOHHY IOMITY - Ta IPUTHIUYeE K O6a3aibHy, Tak i CTUMYJILOBAHY
CeKpellilo KUCJIOTH.

Bnaue Ha cereu,i;o W/AYHK0B020 COKY

Yepes 5 gHiB nepopanbHOoro npuoMy o 20 mr tTa 40 Mr ezomenpa3o0iy piBeHb pH minyHka Buiile 4
30epiraBcs BigmoBigHO B cepenHboMy 13 rogus Ta 17 roguH BigIIOBigHO IPOTSATOM 24-TOOUHHOIO
iHTepBany y mairieHTiB i3 cumnromatryHoo 'EPX (racTpoesodareanbHa pedaioKkcHa XBopoOa).
EdexT monibHMIt K NpY IepOpasbHOMY, TaK i IpU BHYTPIIIHLOBEHHOMY 3aCTOCYBaHHi.

3a momomoroi AUC 5K 0mocepegKoBaHOT0 ITapaMeTpa KOHIIEHTPallil mpenapaTy y maa3Mi KpoBi 6yi1o
IIPOIEMOHCTPOBAHO 3B’I30K MiXK MPUTHIYEHHAM CeKpellil KHCIIOTH Ta €KCIIO3UILEIO MiCIIs
IIepPOpaIbHOTO 3aCTOCYBAaHHS €30Mepas3oiy.

[Tpu BHYTPILTHEOBEHHOMY BBEIEHHI €30MeIpa30iy 3T0POBUM J0OPOBOJIBIIM ¥ H0o3i 80 MT y BUrIsAmi
6omtocHol iHQy3il TpuBasnicTio 30 XBUIKH i3 MOJANbIIKM 3aCTOCYBAHHSIM IIPeNapaTy y BUTTISAOL
TPUBAJIOl BHYTPILIHEOBEHHO]I iHQY3ii 3i mBuaKicTio 8 Mr/rog Tpusarictio 23,5 rogunu piBeHb pH
IIJTyHKa Buile 4 Ta Bullle 6 30epiraBcs BiAmoBigHO B cepeguboMy 21 roguny ta 11-13 ropun
BIfITOBIIHO IPOTATOM 24-TOOUHHOTO iHTEpPBay.

TepanesmuuHull epekm npueHiueHHs cekpeuii kuciomu

[Tpu nepopanbHOMY 3aCTOCYyBaHHI e3oMenpa30iy B no3i 40 Mr npubnu3Ho 78 % mallieHTiB i3
pedmokCcHUM e30(ariToM ogyKyioTh yepes3 4 TuxkHi, 93 % - yepe3 8 THXKHIB NTiKyBaHHS.

Y paH0OMi30BaHOMY ITOABIMHO CIIiOMY IJIalle00KOHTPOIEOBAHOMY KITIHIYHOMY JOCTiAKeHHi
TIAITiEHTIB i3 eHO0CKOIIYHO NOBENEeHO0 MeTUYHOI0 BUPa3Koo Kiacy la, 16, Ila uu 116 (9 %,
43 %, 38 % ta 10 % BignosigHo) 3a PoppecToM paHAOMi3yBaid A0 IPYI 3aCTOCYBaHHS
€30MeIpa3oily Y BUTTISAAI po34uny ans iHdy3ii (n = 375) abo nnauebo (n = 389). IMicns
€HJOCKOIIiYHOT0 TeMOCTa3y MallieHTaM BBOOUIIU ab0 e3oMenpa30 y fo3i 80 Mr y Burnsani
BHYTPIIIHBOBEHHOI iH(]y3il TpuBamicTio 30 XBUIMH i3 TOAABIIOI TPUBAJIOK iHPYy3i€cto 3i
MIBUIKICTIO 8 Mr/rop abo miarebo mpoTsaroM 72 roguH. ITicist mo4YaTKOBOro 72-rOIUHHOIO
Iepiony BCiX IMAllieHTIB IepEeBOAUIIN Ha BIIKPUTUN IIepOpaJIbHUY IPUMOM €30MeIpa3o0ily y
no3i 40 Mr mpoTaroMm 27 OHIB [AJig IPUTHIYEHHS KHACIIOTHOL CeKpellil. YacToTa MOBTOPHOI
KpoBoTeui mpoTsaroM 3 mi6 cranosuna 5,9 % y rpymi npuiiomy e3omemnpasony ta 10,3 % y
rpymi nnate6o. Yepes 30 mHiB mics Teparlrii 4acTOTa MOBTOPHUX KPOBOTEY Y TPYIIi IpUAOMY
e30Menpa3oJy i miaiebo cTaHoBHUNA BiAmoBigHo 7,7 % i 13,6 %

THwi e(pexmu, no8’a3aHi i3 Nnpu2HiYeHHAM ceKpeuii Kuciomu

Y nepiop nikyBaHHS aHTUCEKPETOPHUMU IIpellapaTaMy PiBHI TaCTPUHY Y CUPOBATLi 3pOCTa0Th y
BiIIOBiAb Ha 3HUKEHHS CeKpellil KucnoTu. PiBeHs xpoMorpaHiny A (CgA) Takoxk 3p0OCTa€ BHACIIAOK
3MEHILIEHHS KUCJIOTHOCTI IITYHKOBOTO COKY. Yepe3 migBullleHHs piBHA CgA MOXKJIMBUY BIIJIUB Ha
pe3ynbTaTy 1ab0paTOPHUX [OCHIXKEHDb 3 BUSBIIEHHS HEMPOEHNOKPUHHUX MyxnuH. Ony6rikoBaHi maHi
CBig4aTh Ipo Te, IO JiKyBaHHS iHTiOiTOpaMy TPOTOHHOI TOMIIX CJIifi IPUIUHUTH IIPOTATOM IIepiony
Big 5 mHIB Mo 2 TMXKHIB 10 BUMipioBaHb piBHSI CgA mnst Toro, mo0 piBerb CgA HOpMaJli3yBaBcs,
OCKIiTbKY 11e¥ TOKA3HUK MOXKe OyTH MiABUILEHUH MMiCs JIiKyBaHHS iHTiGiTOpaMu IPOTOHHOI ITIOMIIU
(ITIIT).

[TinBuIIeHHS KiTbKOCTi eHTepoxpoMadiHOMOgiOHNX KITiITUH, MOXKJIMBO OB’ sI3aHe 3i 30i/bIIeHHSIM
PiBHA raCTpPUHY, CIIOCTEPIragocs y AesKUX MalieHTiB Y Iepiog 4OBrOTPUBAJIOrO JIiKyBaHHS



IepopaJbHUM €30MEeIpPa30JIOM.

Ha ¢oni moBrorpusanoro jgikyBaHHS IepOpaJbHUMU aHTUCEKPETOPHUMU IIpellapaTaMy Bii3HA4aI0Cs
IesiKe 3pOCTaHHS YaCTOTH YTBOPEHHS LIIYHKOBUX TNIaHAYIAPHUX KicT. Lli 3MiHU € ¢izionoriduHum
HaCJIiIKOM BUPAXKEHOTO NMPUTHIYEHHS CEeKpellil ITyHKOBOT'0 COKY, MaloTh HOOPOSIKiCHY Ta 000pOTHY
IIPUPOLY.

3MeHIIeHHS KUCJIOTHOCTI IIJTYHKOBOTO COKY i3 OyOb-IKUX IPUYMH, Y TOMY YUCJI BHACTifOK
3actocyBanH4 ITIT], npu3BoguTh 0o 30iNbIIEHHS Y IUIYHKY KinbKOCTi 6aKTepil, 1110 3a3Buyai
IIPUCYTHI y IIJTYHKOBO-KUIIKOBOMY TpakKTi. JIlikyBauHs ITIII geiro 30inbliIye pU3uK IUTYHKOBO-
KUIIKOBUX iH(DEKIi, 3yMoBIeHux, Hanpuknaz, Salmonella Ta Campylobacter, a y rocnitanizoBaHUX
Mall€eHTiB, - MOXNINBO, TakoX Clostridium difficile.

IHimu

Y nnane6oKOHTPONIbOBaHOMY HociimkeHHi (98 xBopux BikoMm Bim 1 mo 11 micsiris)
oLliHIOBa/IKuCh e(heKTUBHICTE Ta Oe3MeKa 3aCTOCYBaHHS IIperaparTy B MaIliEHTIB i3 03HaKaMu
ta cumntoMmamu [EPX. E3omenpaszon 1 Mr/kr oguH pa3 Ha 100y BBOOUIN II€pOPaIbHO
IIPOTSATOM 2 TUXKHIB (BimkpuTa ¢a3za), a 80 marrieHTiB 0y10 BKIIOYEHO IPOTSATOM 4
NOOAaTKOBUX TMXKHIB (IOABIiNHO crina (a3a BigMiHU JTiKyBaHHS). He cmocTepiranocs cyTTeBol
Pi3HUII MiXK e30Menpa30JioM Ta I1arned0 CTOCOBHO MOCSITHEHHS IIEPBUHHOI KiHIIEBOI TOUKH
Ta [IPUIIMHEHHS JIIKyBaHHS Yyepe3 MOTipIIeHH CUMIITOMIB.

Y nnane60KOHTPOJILOBAaHOMY HOCHiKeHHi (52 malienT BikoM < 1 MicsIs) OIiHIOBaIH
eekTHUBHICTb Ta Oe3meKy mpenaparty B nauieHTiB i3 'EPX. E3omemnpa3son 0,5 Mr/Kr omuH pas3
Ha 700y BBOAMIM IIEPOPAIbHO MpoTsAroM MiHiMyMm 10 muiB. He 6yno cyTTeBoi pi3Hulli Mix
€30MeIPa30JIoM Ta IJIalle00 CTOCOBHO IIEPBUHHOI KiHIIEBOl TOYKHM 3MiHHU KiJIbKOCTi BUIIA[KIB
cumntomiB 'EPX y nopiBHSHHI 3 BUXIJHUM pPiBHEM.

PesynbTaTy, 0OTprMaHi B X0A1 AOCHIAXKEHD 3a YYaCTIO Malli€HTiB AUTIY0r0 BiKy, IIOKa3yTh, 10 JO3U
e3omenpa3soiny 0,5 mr/kri 1,0 Mr/kr y HemoBiAT BikoM < 1 Mmicsang i 1-11 micsanis BignoBigHO
3HUXKYIOTh CepefHil BiICOTOK 4acy, KOJIM BHYTPIIIHLOCTPABOXifHUM piBeHb pPH < 4.

[Tpodinb Ge3meru 3aCTOCYyBaHHS IIPeapaTy BUSBUBCS IMOOIOHUM [I0 TOTO, 1[0 CIIOCTEePiraBcs y
IOPOCTIHUX.

Y mocnimKeHHi, TpOBeIeHOMY 3a y4acTio nefiaTpuunux namieHTiB 3 EPX (BikoM Big < 1 mo
17 pokiB), ski oTpuMyBanu TpuBaie JikyBaHHS II1II1, y 61 % mitesr cioctepiranacs
rimepnnasis ECL-KJTiTUH HE3HAYHOTO CTYTIEHS, KJTiHiYHa 3HAaYUMICTh K01 OyJia HEBiTOMOIO;
PO3BUTKY aTPOoGivyHOr0 racTpUTy abo KapIMHOIOHUX MYXJIMH He BimMidasocs.

dapmakoKiHemuka.
Po3nodin

VsBHUM 00’€M POIMOMiNY y PiBHOBAXKHOMY CTaHi ¥ 3MOPOBUX HOOPOBOJIBIIIB CTAHOBUTD MPUOIU3HO
0,22 n/kr macu Tina. E3omemnpason Ha 97 % 3B’s13yeThCs i3 OimKaMu II71a3Mu KPOBI.

Memaboaism ma suge0eHHA

E3oMenpa301 MOBHiCTI0O MeTabo0Ti3yeThCs cucTeMoro ruroxpoMy P450 (CYP). OcHoBHa YacTHHA
MeTabomi3My e30MeInpa301y 3anexuTh Bif nmoniMmopduoro CYP2C19, 110 BifnoBigae 3a yTBOPeHHS



rifpokcu- Ta fecMeTunMeTaboiTiB e30Menpa3ony. Pemta MeTabomnizaMy 3a0e3nedyeThCs iHIIOI0
cnenudivgroo izopopmoro, CYP3A4, mo BiAmoBifa€e 3a yTBOPEHHS €30Menpa30i1y Cy/lb(oHy,
OCHOBHOT'0 MeTaboiTy y 1m1a3Mi KpoBi.

HuxyeHaBeneHi mapaMeTpy Bimo6paxaioTh IepeBaxHo hapMaKOKiHETUKY Y 0OcCib i3 GpyHKITIOHATbHUM
CYP2C19 dpepmenToM, TOOTO MBUAKKUX MeTab0i3aTOPIB.

3aranbHUM MJ1a3MOBUH KJTipeHC CTaHOBUTH NMpuOIKU3HO 17 11/rof mics pa3oBoi [03K Ta IPUOIN3HO
9 n/rop micns MOBTOPHOI'O 3aCTOCYyBaHHA. [lepion HamiBBUBeOEHHS IIperapaTy i3 Ij1a3Mu CTaHOBUTH
npu6bnu3Ho 1,3 roguHY TP IIOBTOPHOMY 3aCTOCYBaHHI OfIMH pa3 Ha J00y.

3aranbHa ekcno3utis (AUC) 3pocTae npu IOBTOPHOMY 3aCTOCYBaHHI e30Menpa30iy. Lle 3pocTaHHSA
3aJ1eXKUTh Bif] 03U Ta MPU3BOOUTE N0 YTBOPEHHS HeiHiMHOI 3aekHOCTi Mixk f030t0 Ta AUC micns
IIOBTOPHOTO 3aCTOCYBaHHS. Taka 3aJIe’KHICTh Bifl 4acCy Ta J03U 3yMOB/IEHa 3HUXKEHHIM
IIPECUCTEMHOI0 MeTab0J1i3My Ta CHCTEMHOTO KITipeHCY, CIIPUYNHEHOT0, UMOBIpHO, IPUTHIYEHHSM
dbepmenty CYP2C19 e3omemnpa3osiom Ta/abo #oro cymbhOHOBUM MeTaboIiToM.

E3oMenpa301 MOBHICTIO BUBOAUTLCS i3 MTa3MU MiXK NMpUHOMaMH, i TeHMIEHIIil 40 HOoT0 HaKOMUYEHHS B
Oprasi3mi mpu 3aCTOCyBaHHi OOUH pa3 Ha Ho0Yy He CIIOCTEePiraeThes.

[Ipy MOBTOPHOMY 3aCTOCYBaHHI Ipemnaparty B fo3ax 40 Mr y BUTTISAl BHYTPIIIHbOBEHHUX 1H' €Kil
cepenHs MaKCHMaJlbHa KOHIIEHTPAIIis HOro y miIa3Mi CTaHOBUTH mpubiau3no 13,6 MKMomb/1. CepenHs
MaKCHMaJIbHa I1JTa3MOBa KOHIIEHTPAIIis IiCc/Is BigmOBiIHUX IIEePOPaIbHUX N03 CTAHOBUTH IIPUOIIU3HO
4,6 MKMOb/T. MeHnIre 3poctanHs (mpubmu3Ho Ha 30 %) 3arajibHOI €KCIO3UIIil Bif3HAYaEThCS IPU
BHYTPIITHEOBEHHOMY 3aCTOCYBaHHI IIOPiBHAHO i3 IepopaibHUM npurioMoM. CIiocTepiraeThCs NiHilHe
Io303ajekHe 3POCTaHHS eKCIIO3UIlil IPY BBeIeHHI e30MeIpa30ily y BUTJISAAI BHYTPIlTHEOBEHHOI
indyaii Tpusanictio 30 xBunuH (y mo3i 40 mr, 80 mMr a6o 120 mr) i3 moganpIIuM HOT0 BBEIEHHSIM Y
BUTJISAAL TpuBasoi ingysii (3i mBuagkicTio 4 Mr/rox abo 8 Mr/ron) npoTsarom 23,5 TOOUHMU.

OcHoBHi MeTa0o0JTiTH e30MempPa30iy He BIIMBAIOTh Ha CEKPEIilo IMITYHKOBOTO CoKy. Maiixke 80 %
IIepopasbHOI 03U e30MeIPa30jy BUBOOUTLCS Y BUTTISAI MeTaboIIiTiB i3 cedelo, pelnTa - i3 KajioM.
Memnmre 1 % BUXigHOI CIIOJIYKM BUBOOUTHCS i3 CEUEIO.

ITayieHmu ocobaugux 2pyn

IToginvHi Memaboaizamopu

[Mpubnusso 2,9 = 1,5 % HaceneHHs He Mae PyHKIioHanbHOTO PepmenTy CYP2C19 i Ha3uBaeThHCA
OBiTbHUME MeTabomizaTopaMu. Y 1ux oci6 MeTabomi3mM e30Menpa3oiry, KMOBIpHO, KaTali3yeThCs
nepeBaxkHuUM yrnHOM CYP3A4. TTicnsg 6araTopa3oBoro nepopaabHOro MpuitoMy e30Menpas3ony y mo3i
40 mr onuH pa3 Ha [o0y cepefHs 3arajibHa eKcro3utlis 0yna npubau3uo Ha 100 % Buiowo y
NOBiIbHUX MeTabo0i3aTopiB, HiX y 0cib i3 pyHkuioHansHuM pepmerToM CYP2C19 (mBuarux
MeTabomizaTopi). CepenHsl MakcUMaJibHa KOHI[EHTpAIlisl y I1a3Mi Oyna migBuilieHa npubanu3Ho Ha
60 %. ITomi6Hi BigMiHHOCTI ciocTepiranaucs i mpu BHYTPIlIHEOBEHHOMY BBefleHHi e3oMenpa3ony. Lli
[laHl He BUMaralmTh 3MiH y JO3yBaHHI €30Menpa3oIy.

IauieHmu AimHb020 BIKY
MeTabo7i3aM e30Menpa30ily He3HaYHUM YHHOM 3MIiHIOETHCS Y JIiTHIX 0Cib (71-80 pokiB).
Cmamy

[Ticrs omHOPa30BOr0 IEePOPaIbHOTO IPUMOMY €30Melpa30iy y fo3i 40 Mr cepefHs 3arajabHa



€KCIIo3uIIis v XKiHoK nmpubnu3no Ha 30 % BuUIla, HiXK y YOJIOBIKiB. 3a/iekHol Bifl cTaTi pi3HUIl He
BiI3HAYa€ETHCS MPU MOBTOPHOMY 3aCTOCYBaHHI IpemnapaTy ofuH pa3 Ha 0oly. [Toxmi6Hi BigMiHHOCTI
CIIOCTepiranucs Mpyu BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI e30Menpa30iy. Lli naHi He BIIJIMBaIOTh Ha
[03yBaHHS €30MeIpa3oy.

ITopyweHHA GYHKUII neviHKu

MeTaboi3aM €30Menpa30s1y y MallieHTiB i3 1erkuMu abo MOMipHUMYU MOPYIIEHHIMHU GYHKIII MediHKu
MOXKe 3MiHIOBATHCA. Y Malli€HTIB i3 TIXKKUMHU NMOPYIHIeHHSIMH QYHKIII1 MeYiHKY MBUAKICTh
MeTab0i3My 3HUXKYETHCS, BHACIIIOK YOT'0 3arajibHa eKCII03MUllisi €30MeIpa30Jly 3pOCTa€ BABiYi.
Tomy nattientam i3 'EPX Ta TSXKKUMU MOPYIIEHHSIMA QYHKIII TeYiHKY He CIIif TepeBUulllyBaTH
MakcuManbHy 0o3y 20 Mr. Y pasi Bupas3ky, 10 KPOBOTOUUTH, Ta TAKKUX MOPYIIeHb QYHKIIIl IediHKA
TiCyIs BBEOEHHS ITOYaTKOBOI 00JTI0CHOI 103U 80 MT BBeeHHs Ipernapary y BUTJISII TPHUBAJIOl
BHYTPIIIHbOBEHHOI iHGY3il 31 mBUAKiCTIO MakcUMyM 4 Mr/rofn npoTsarom 71,5 rogusu Moxe 6yTu
noctatHiM. E30Memnpa30 a0o #0ro 0CHOBHI MeTa0O0IIiTH He BUSBIISIOTh TEHIEHII] 10 HaKOMMYeHHS
IIPY 3aCTOCYBaHHI OUH pa3 Ha go0y.

IopyweHHa dyHKUIT HUDOK

He npoBogunocs mocnigKeHb 3a y4acTIO IaIli€HTIB 3i 3HMXKEHO0I0 QyHKITi€l0 HUPOK. OCKiTbKM HUPKHU
BiATIOBigal0Th 3a BUBEMIeHHS MeTab0IiTiB e30Menpa3oy, ajie He 3a BUBEEHHSI OCHOBHOI CITOIYKH,
3MiH MeTab0J1i3My He 04iKyeThCs y Talli€HTiB i3 MopyIIeHHIM QyHKIIiI HUPOK.

imu

Y paH0OMi30BaHOMY BiZKPUTOMY Mi2KHapOJHOMY [OCTiAXKeHHi OaraToOKpaTHUX 103
€30MeIpa30JjI 3aCTOCOBYBAJIX IIJITXOM 3-XBUIMHHOI BHYTPIIITHBOBEHHOI iH €KIIil OAWH pa3 Ha
no6y npotsrom 4 gHiB. Behoro B gocnigxkenHs 6yno 3amydeno 59 mitewt Bikom Bifg 0 mo 18
pokiB, 50 3 skux (7 miTeu BiKOM Bif 1 {0 5 POKiB) 3aBePIIUIN OOCTiAXKEHHI. 3a
pe3yabTaTaMy OOCIiIXKeHHS 0yII0 olliHeHO (h)apMaKOKiHETHKY €30MeIpa3ory.

Y Tabmnuui 1 mpefcTaBneHo pe3ynbTaT CUCTEMHOTO BIIJIUBY €30Melpa30JIy Micis
BHYTPIITHBOBEHHOT'0 3aCTOCYBAHHA IUISIXOM iH'€KIIil TPUBAJIICTIO 3 XBUJIMHY Y NTEAiaTPUIHUX
TAITiEHTIB Ta JOPOCIUX 3MIOPOBUX NOOPOBOIIBIIB. 3HAUEeHHS B Tabnuili 1 mpencTaBiIeHo y
BUTJISIZIi TEOMETPUYHUX CepedHix (giana3ony). [1o3y 20 Mr A1 JOPOCIXUX 3aCTOCOBYBaIN
UIAXoM iHQy3il TpuBanicTio 30 XxBuIUH. MaKcuManbHy PiBHOBaXKHY KOHIIEHTPAIII0
npemnaparty B m1a3Mi Kposi (Cg ..,) OLIHIOBaINX Yepes3 5 XBUJIKH IIiCIIs BBe[IeHHS 103U Y AiTen
y BCIX BIKOBUX I'pyIlax, a Y JOPOCJIUX MALl€HTIB — 4yepe3 7/ XBUJIVMH IIiCJId BBEEHHS H03U

40 Mr i 1o 3aKiH4YeHHI0 iHQYy3il y 7031 20 Mr.

Tabmuiga 1

BikoBa rpyma [lo30Ba rpyma AUC (MKMOJIB ‘T/71) Ces, max (MKMOJIB/TT)
0-1 micsaup* 0,5 Mr/KT (n = 6) 7,5 (4,5-20,5) 3,7 (2,7-5,8)
1-11 micanis* 1,0 Mr/KT (N = 6) 10,5 (4,5-22,5) 8,7 (4,5-14,0)
1-5 pokiB 10 Mr (n =7) 7,9 (2,9-16,6) 9,4 (4,4-17,2)
6-11 pokiB 10 mMr (n = 8) 6,9 (3,5-10,9) 5,6 (3,1-13,2)

20 Mr (n = 8) 14,4 (7,2-42,3) 8,8 (3,4-29,4)

20 Mr (n 6)** 10,1 (7,2-13,7) 8,1 (3,4-29,4)




12-17 pokiB 20 mMr (n = 6) 8,1(4,7-15,9) 7,1 (4,8-9,0)
40 Mr (n = 8) 17,6 (13,1-19,8) 10,5 (7,8-14,2)

[Topocmi 20 mr (n 22) 5,1(1,5-11,8) 3,9 (1,5-6,7)
40 mr (n 41) 12,6 (4,8-21,7) 8,5 (5,4-17,9)

* BikoBa rpyma Big 0 mo 1 Micsins BKJIto4aJjia MallieHTiB 3i CKOpDUTOBAHUMH BiKOM (CyMa
BHYTPILIHbOYTPOOHOTO BiKY Ta BiKY ITiC/Isl HAPOOKEeHHS Y IOBHUX THUXKHSAX) = 32 NMOBHUX TUXKHIB Ta

< 44 noBHUX TUXKHIB. BikoBa rpyna Big 1 go 11 mica1iB BKJto4asa NalieHTiB 3i CKOPUTOBAHUM BiKOM
> 44 OBHUX THUXHIB.

** [IBa matfieHTy Oy BUK/IIOUEHi: ONWH, HalliMOBipHillle, y 3B'I3Ky 31 3HMKEHOI0 aKTHBHICTIO
izodepmenty CYP2C19, opyruit — y 3B’SI3Ky i3 CynyTHIM 3acTOoCyBaHHSAM iHTi6iTOpa i30epMeHTy
CYP3A4.

3rigHo 3 no6ynoBaHO Momenio, Cg, ., HiCIs BHYTPIIIHLOBEHHOTO BBEIEHHS €30MeNpa30ily MIITX0M
10-xBunuHHOI, 20-xBUMUHHOI Ta 30-XBUIMHHOI iHOY3ii 3MeHIIUTHCS B cepegHboMy Ha 37-49 %,
54-66 % Ta 61-72 % BiANOBIOHO y BCiX BIKOBUX IPyIax Ta I'pylax [03yBaHHS y IOPIBHAHHI 31
3HayeHHAM C,, .. Tics 3-XBUIUHHOL iH €K1l

Kniniuni xapakKTepuCTHKH.

IToka3auns.

[Topocai

e AHTHCEKpEeTOpHa Tepallis, y pa3i KOJIu HEMOXKJ/IMBO 3aCTOCOBYBATH IIEPOPAaIbHUN IIIAX
BBeIeHHS, HallpUKJIaA:

- ractpoe3odareanbHa pedIIroKCHa XBopo0a y MallieHTiB 3 e30¢aritoM ta/abo TIKKUMU
CHMIITOMaM# PeQIIIoKCY;

- JiKyBaHHS BUPA30K IIIYHKA, OB’ I3aHUX 3 TEPAITi€I0 HECTEPOIMHUMHU ITPOTHU3ANaIbHUMU
3acobamu (HII33);

- IonepedKeHHs BUPa30K IIJIYHKA Ta JBaHAALSTUIIAJO]l KUIIKHY, TTOB’I3aHUX 3 Teparmiero HI133,
y TaI[i€HTIB, SIKi BXOAATD OO I'PYNU PU3UKY.

e KopoTKOTpHBase NiATpUMaHHS reM0oCTa3y Ta npodinakTuKa IOBTOPHOI KPOBOTEUI y MAIiEHTIB
TiC/Is1 eHOOCKOIIYHOTO JIIKyBaHHS rOCTPOI KPOBOTEYi BHACIIIOK BUPA3KY IINyHKa a0o
IBaHaOUATUIaN0l KUIIKY.

[limu sikom 8i0 1 do 18 pokis

L AHTI/ICGerTopHa Tepar[i;{, y pasi KOJIK HEMO2KJINBO 3aCTOCOBYBATHU HepOpaHBHI/IfI IIAax
BBENEHHA, HallPpUKIIad:

ractpoe3odareanbHa pedaiokcHa xBopoba (I'EPX) y marmieHTiB 3 epo3uBHUM pedIIioKCHUM
e30dariTom Ta/ab0 TIKKUMU CUMITOMaMu pedIiioKcy.



IIpomunoka3anHus.

[TigBuIleHa YyTNUBICTH [0 AiI0U0l PEYOBMHHU €30MeNpa30ily, iHIKX 3aMilleHux 0eH3UMifa3o0:1iB abo
Oymb-SIKOI i3 JOTIOMiKHUX PEYOBHUH I[LOTO JIIKAPCHKOTO 3aco0y.

E3omenpa3o He Cif 3aCTOCOBYBAaTU OOHOYACHO 3 aTa3aHaBipoM, HeNliHaBipoM (OuB. pO3Min
«B3aeMomis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMM Ta iHII BUAM B3AEMOIiii»).

B3aemodisa 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
HocnimKeHHS B3a€EMOIil TPOBOAMIINCS JIUIIIE 3@ YYaCTIO TOPOCIIHX.
Bnaue e3omenpasony Ha papmMakoKiHemuky iHWux AikapcvkKux 3acobis

JlikapcuKi 3acobu, 8BCMOKMYBAHHA AKUX 3aiexcumb 8i0 pH. IIpurHiueHHs IITYHKOBOI CeKpellil Ha
¢downi Teparmii e3omenpa3onom Ta iHmuMu II1IT MoKe TPU3BOOUTH [0 ITOCTIa0IeHHS a00 ITOCUIEHHS
BCMOKTYBaHHS JTiKapChKHX 3ac00iB, aOCopOIlis IKUX 3a/Ie’KUTh Bif piBHA PH MIITyHKOBOTO COKY. 4K i
TP 3aCTOCYBaHHI iHIINX TiKapChKUX 3aC00iB, 1110 3MEHIIYIOTH KUCIOTHICTD IITYHKOBOT'O COKY,
BCMOKTYBaHHS TaKUX IIpelapaTiB, SK KETOKOHA30JI, iTpaKOHA30JI Ta epJIOTUHIO, MoXKe
nocy1a0/I0BaTUCS, @ BCMOKTYBAHHS IUTOKCUHY - IIOCUIIOBATUCS B ITePiofl 3aCTOCYBaHHS
e3oMernpa3ony. [Ipu cynyTHbOMY 3aCcTOCyBaHHiI oMenpa3ony (20 Mr Ha 700y) Ta UTOKCUHY Y
3M0POBUX NOOPOBOIIBLIB OiogoCTynHICTh AUTOKCHHY 3pocTana Ha 10 % (mo 30 % y mBoXx i3 mecaTu
y4acHUKiB). TOKCHYHI e(peKTH OUTOKCUHY Bil3Ha4amnucs 3pigka. OgHaK CIif JOTpUMYyBaTUCS
00epeKHOCTI IpU 3aCTOCYBaHHI BUCOKUX []03 €30MeIpa30ly MallieHTaM JIiTHbOTO Biky. Crin
IIOCUJIUTY MOHITOPUHT KOHIIEHTPAllil AUTOKCUHY y KPOBI Malli€HTa.

IHeibimopu npomea3su. Big3HaueHO B3aEMOIit0 OMEIPA30y i3 meskuMu iHridiTopamu
npoTrea3u. KiiHiyHa 3Ha4YyIIiCTh Ta MEXaHi3MHU [IUX B3a€EMO[iN He 3aBXKOU BigoMi.
[TigBuieHHS piBHS pH MITyHKOBOTO COKY B IEPiof Teparil oMenpa30yioM MOXKe 3MiHIOBaTH
BCMOKTYBaHHS iHTi0iTOPIB mpoTeas3u. IHII MexaHi3Mu B3a€MOZil MOXKIIMBI yepe3
npurHiyeHHsa CYP2C19. 3auKeHHsS CUPOBATKOBUX PiBHIB aTa3aHaBipy Ta Hell(iHaBipy
Bij3HAYAJIOCAd IIPX OMHOYACHOMY 3aCTOCYBaHHI OMeNpa30iy, TOMy OJHOYAaCHO 3aCTOCOBYBATH
I[i IIpellapaTy He peKoMeHayeThCsa. OgHOYacHe 3aCTOCyBaHHSA oMelpa30iy (40 Mr oguH pas3
Ha f00y) 3 aTadaHaBipoM 300 Mr / putoHaBipom 100 MT y 300poBUX TOOPOBOJIBIIIB
CIIPUYHMHSANIO 3HaYHe 3HUKEHHS eKCIIO3uIlil aTa3aHaBipy (3uuxkeHHsa AUC, C,,, Ta C,;,
npubnu3Ho Ha 75 %). [TinBuiieHHs m03u aTa3aHaBipy mo 400 Mr He KOMIIEHCYBAJIO BILJIUBY
OMeTpa30Jly Ha eKCII03ULIi0 aTa3aHaBipy. OmHOYacHe 3aCTOCyBaHHS oMempa30may (20 Mr Ha
no0y) 3 atrazaHaBipom 400 mr / putoHaBipoM 100 MT y 3m0poBuX HOOPOBOIIBIIIB 3HUKYBAJIO
€KCII03UIIi10 aTa3aHaBipy npubnu3no Ha 30 % MOPIBHSIHO 3 €KCIIO3UIIi€I0, Bif3HAUYEHOIO IIPU
3acTocyBaHHi aTa3aHaBipy 300 mr / putoHaBipy 100 Mr oguH pa3 Ha o0y 6e3 3aCTOCyBaHHS
omerpa3ony B 0o3i 20 Mr Ha goOy. CymyTHE 3acTOCyBaHHS oMempa3ony (40 Mr Ha mo0y)
3MeHIITyBano cepenni 3nauennsa AUC, C,,, Ta C,,, HendinaBipy Ha 36-39 %, a cepenHi
3uavennsa AUC, C,,, Ta C,,, bapMaKonoriyHo akTuBHOTO MeTabomity M8 Ha 75-92 %.

[TigBulIIeHHS KOHIIEHTpPAIlil CakKBiHaBIpYy (110 3aCTOCOBYBABCS OOQHOYACHO 3 PUTOHABIPOM) y CHPOBATIIL
(80-100 %) crmocTepiranocs Ipu CyIyTHLOMY 3aCTOCYyBaHHI oMernpa3oiy (B mo3i 40 Mr Ha moly).
Owmenpason y no3i 20 Mr Ha mo0y He BIJIMBAB Ha €KCIIO3UIIil0 JapyHaBipy (III0 3aCTOCOBYBaBCS
OJIHOYAaCHO i3 pUTOHABIpOM) Ta aMIIpeHaBipy (y IOegHaHHI i3 puToHaBipoM). E30Menpa3on y 1o3i

20 Mr Ha o0y He BIJIMBAB Ha €KCIIO3UIIiI0 aMIIPeHaBipy (y MoeqHaHHi i3 pUTOHABIPOM YU OKPEMO).



3acTocyBaHHS oMeInpa30ay B 103i 40 Mr/no0y He 3MiHIOBAIO €KCIIO3UIIilo JIOMiHaBipy (y MoeaHaHHI i3
putoHaBipom). Yepes momibHicTh hapMakomuHaMiuHUX ePeKTiB Ta papMaKOKiHETUYHUX
BJIaCTUBOCTEN OMEINPa30Jly ¥ e30MeIpa30jly CyIyTHbO 3aCTOCOBYBAaTH €30MeNPa30Jl i aTa3aHaBip He
PEKOMEHOYEThCS, a CYIIyTHE 3aCTOCYBaHHS €30MeIpa3oily i Hell(iHaBipy NpOTHAIIOKa3aHe.
Memompexcam. Ilpu 3acTocyBaHHI MeToTpekcaTty pa3oM i3 II1I1 itoro piBHI migBUIlyBanuCcs y OEeIKUAX
namieHTiB. Moxe OyTy mOTpiOHe TUMYacoBe MIPUIMHEHHS IPUIOMY €30MeIpa30ily Py 3aCTOCyBaHHi
MEeTOTPEKCAaTy y BeJIMKUX 403aX.

Takpoaimyc. IIpyu 0OqHOYACHOMY 3aCTOCYBaHHI €30MeIpa30i1y IIOBIAOMIIAIOCE IIPO
MiOBUINEHHS PiBHSA TAKpPOIiMyCy B cupoBaTili. [IoTpiOHO MPOBOAUTH MTOCUTIEHUY MOHITOPHUHT
KOHIIEHTpAIlil TAKPOIiMyCy, a TaK0XK (PyHKIIil HUPOK (KJIipeHC KpeaTuHiHy); IPU
HeOoOXigHOCTI — BifKOPUTYBaTH NO3yBaHHS TaKpPOJiMyCy.

Jlikapcuki 3acobu, w,o memaboaizyromscsa CYP2C19

E3omenpazon npuraiuye CYP2C19 - ocHoBHUM hepMeHT, 1110 MeTaboI1i3ye e3oMenpa30i. ToMy mpu
IOEIHAHHI €30MeInpa3oy i3 mKapchbkuMu 3acobamu, 1m0 MetabomizyioTecss CYP2C19, TakuMu 5K
mia3emnam, IIMTaJ0NpaM, iMiTpaMiH, KJIOMillpaMiH, GeHiTOIH TOII0, KOHLIEHTpallil IIUX IpenapariB y
T71a3Mi MOXKYTh 3POCTaTH i MoxKe OyTH MOTPIOHKUM 3MeHIIeHHS iX 103. [JocifKeHHs B3aEMO{Iii in vivo
i3 3acTocyBaHHSIM (HOPMU IIpenapaTy AJi BHYTPILIHLOBEHHOTO BBEIEHHS Y BEJIUKUX H03ax (80 mr

8 Mr/ron) He poBofUIIKCS. BB e30Melpa3oiy Ha JTiKapchKi 3acobu, 1m0 MeTabomi3yoThCa
CYP2C19, Ha ¢oHi Takoro pexxuMy IiKyBaHHS MOxke OyTH GinbIlll BUpaKeHUM, i 3a MallieHTaM#
IIPOTATOM 3-IEeHHOI0 [1epiofy BHYTPIIIHEOBEHHOTO0 BBEIeHHS IIpenapaTy CIIif MUJIbHO CTEXKUTHU IIO0A0
PO3BUTKY HeOaKaHUX SBUILL

Hiazenam. CynyTHiH nepopasibHu npuioM 30 MI e30Menpa3oily IPU3BOLUB [0 3HUKEHHS
Kiipercy cyocrpaty CYP2C19 miasenmamy Ha 45 %.

®enimoin. [1pu CyNyTHROMY IEPOPaIbHOMY 3acToCyBaHHI 40 MT e30Menpa30iy Ta GeHiTOIHY
MiHiMaJIbHa KOHIIEHTpallisl (GeHiTOIHy y MIa3Mi KPOBi XBOPUX Ha eIIiNlencioo 3pocrana Ha 13
%. PeKOMEHIyETbCSI KOHTPOJIIOBATH KOHIIEHTpPaIliio (GeHiTOIHY y M1a3Mi Ha ITOYaTKy Tepartii
€30Menpa30JIoM Ta IIPH 11 TPUIUHEHHI.

BopukoHa3zos. 3aCTOCyBaHHSI oMemnpa3ony (40 Mr omuH pa3 Ha 0o0y) CIIPUYUHSIIO 3POCTaHHS
C,..x Ta AUC, BopukoHa3zony (cyoctpaty CYP2C19) Ha 15 % Ta 41 % BigmoBimHoO.

max

Bapgapun. [Ipu cyniyTHEOMY IIepopajibHOMY 3acTOoCyBaHHI 40 MI e30MeIpa30J1y NallieHTaMu,
K1 IpUiMany BappapuH y paMKax KJIiHIYHOTO JOCTIgXKEeHHS, Yac 3CiqaHHsa KPOBi
3a/IMIIaBCsd y MeXax iHTepBaly JONyCTUMUX 3HadeHb. OfHaAK y TOCTMapKEeTUHTOBUM I1epiog
Ha (OHi 3aCTOCYBaHHS IIePOPaIbHOTO €30Mempa3oiy OynIu Bif3HadyeHi Kilbka OKpeMHUX
BUIIQKIB KITiHIYHO 3HauyLIoro miasuileHHs MHB (MikHapogHe HOpMalli3oBaHe BiIHOIIEHHS)
IIpK CYIIlyTHBOMY 3aCTOCYBaHHI IUX IIpenaparTiB. PEKOMEHIyETLCS IPOBOOUTU MOHITOPUHT Ha
II0YaTKY Ta HAIIPUKIHII CYIyTHHOT'O 3aCTOCYBaHHS €30Melpa3oy Ta Bapdapuny abo iHIImxX
KyMapUHOBUX IOXIJHUX.

Knonidoepeaw. PesynbraTtu oKy papMakokineTruHol (PK) / hpapmakoguramiyHol (O]1) B3aemoqil
MiX KjomifgorpeneM (HaBaHTaxyBanbHa fo3a 300 Mr / migTpuMyBaibHa fo3a 75 Mr Ha go0y) i
e3oMerpa3osnoM (mepopanbHo 40 MT Ha mo0y), OTPUMaHI ITifl Yac MPOBEeAeHHS JOCTiAXKeHb 3a Y4aCTIO
3MOPOBUX MOOPOBOJIBLIIB, TOKA3AIM 3HUKEHHS eKCIIO3HUIlii aKTUBHOT'0 MeTab0JIiTy KITOIiIOrpeio B
cepeguaboMy Ha 40 % i 3HMKEHHSI MaKCHMaJIbHOTO ITOKa3HUKa iHri0yBaHHS (iHOYKOBaHOI



ameno3ungudocharom [AID]) arperairii TpoMOOIIUTIB B cepeguboMy Ha 14 %.

[Tig yac mpoBefeHHS OOCTiAXKEHHS 3a Y4acTIO 3[0POBUX HOOPOBOIIBLIIB, KOJIK KJIOMigOTPelb
3aCTOCOBYBABCS pa30M i3 €30Mempa30sioM i alleTuicaninuioBoio KucaoTow (ACK) y dbikcoBanil
koMmbiHanii o3 (20 Mr 81 Mr BifmoBifHO) y MOPiBHSHHI 3 3aCTOCYBaHHSAM KJIOMiAOTPETIO y BUTTIAI
MOHOTepaIil, Bif3Havanocs 3HUKEHHS eKCIIO3UIlil aKTUBHOTO MeTaboIiTy KIOMmigorpesto Malixke Ha
40 %. OpmHakK MaKCcHMalbHi piBHi iHriOyBaHHs (iHgyKoBaHOl A[I®) arperaiiii TpoMOOIUTIB y KX 0Ci0
Oy OOgHAKOBUMHU B I'PYIIi 3aCTOCYBAHHS KJIOMIJOTPeTo IK MOHOTepaIil i B Tpymi 3acToCyBaHHS
KJIOTigorpento pa3oM 3 e3omenpa3onoM i ACK. B xofi criocTepeKHUX Ta KIIHIYHUX OOCHIAKEHb
OTPUMaHO CYIlepeyInBi faHi momo Kiainiuaux mposBiB 1iel PK/@J1 B3aeMofil 3 TOUKK 30py 3HAUHUX
CepleBO-CyAUHHUX sBUII. OIHOYACHOTO 3aCTOCYBaHHS €30MeIpa30ly i KIomiforpento HeobXigHO
YHUKATH.

Llunocmazoa. OMenpaso, sK i e3omernpason, € inriditopom CYP2C19. Y 3mopoBux
nOOPOBOJIBLIIB Y XO/Ii IEPEXPECHOT0 [OCTiAXKEHHS 3aCTOCYBaHHS OMeInpa3oiy B 103i 40 Mr
pu3BoauIo fo 3poctanud C,., Ta AUC nunocTa3ony BifnosigHo Ha 18 % Ta 26 %, a ogHOTrO
i3 #10r0 aKTUBHUX MeTaboIIiTiB - Ha 29 % Ta 69 %.

Luzanpuo. CynyTHi nepopanbHui npuiioM 40 Mr e30Menpas3oiy i HU3anpuay y 3G0POBUX
noOPOBOJIBLIIB TPU3BOAUB [0 30iTbIIEHHS IO il KPUBOIO 3a/Ie3KHOCTI KOHIIEeHTpallil Bif
yacy (AUC) Ha 32 %, a nepiony HamiBBUBeneHH (t,,) - Ha 31 %, aje 3HAYyIIOTrO
MiOBUIEHHS MaKCUMallbHOI KOHIIeHTpallil IM3alpyay V Ijla3Mi KpPoBi Biil3HaueHOo He 0yIIo.
Hesenuke noposxkeHHd iHTepBany QTc, 110 Big3Hayanocs Ipu 3aCTOCYBaHHI LU3aIpUAy
OKpeMo, He 30iblIyBanocs mIpy 3aCTOCYyBaHHI IX3anpuay y KoMOiHalii 3 e30Menpa3osoM.

[TocmimxkyBaHi HikKapchki 3aco6u 6e3 KIiHiYHO 3HAYYII0i B3aEMOIil

Amoxkcuuusid abo xiHiouH. ByJio mokasaHo, 1110 €30Menpa30i1 KIiHiYHO 3Hayyllle He BIJIMBaB Ha
(hapMaKOKiHETUKY aMOKCUIIMIIHY abo XiHiuHY.

Hanpokcen abo pogekokcub. [IpoTAroM KOPOTKOUYACHUX OOCIIAKEHb CYyIyTHHOTO
3aCTOCYBaHHS €30MeIpa30ily 3 HallpoKCceHOM abo popeKoKcruboM KOIHOI
(dhapMaKoOKiHETUYHOI B3aEMO{Iii ToMiueHOo He 0yIIo.

Bnaue iHwux aikapcvkux 3acobie Ha (hapmakokiHemuky eaomenpasony

E3omenpa3on mertabomnizyeTscss CYP2C19 ta CYP3A4. CynyTHe nepopajibHe 3aCTOCyBaHHS
e3oMernpa3ony Ta inribitopy CYP3A4 knaputpoMinuny (500 Mr gBiui Ha 700y) IPHU3BOAUIIO IO
nmonBoeHHs ekcro3utiil (AUC) e3omenpa3ony. CynyTHE 3aCTOCYBaHHS €30MeIpa30ily Ta
koMbiHoBaHoro iHTi6iTOpy CYP2C19 Ta CYP3A4 MOXe NMpU3BOJUTH [0 3POCTAHHS €KCIIO3UIIi1
e3oMmernpa3ony Oinbire Hix yaBiui. [HribiTop CYP2C19 Ta CYP3A4 BopukoHa3son 36inmbiryBaB AUCT
oMmenpa3ony Ha 280 %. Kopekilis 1031 e30MeInpa3oiy He 3aBXKAU IMOTPiOHa B TAKUX CUTYaIlisiX.
OpHak BoHa Moxe OyTy HeoOXiHOIO [ NAlli€HTIB i3 TIXKKUMU IOPYIIeHHAMY (QYHKII IeYiHKU Ta y
BUIIAKaX, KOJIU IT0Ka3aHe MOBTOTPHBAJIe JIiIKyBaHHS.

Jlikapcwvki 3acobu, siki iHOykyrome akmugHicms CYP2C19 ma/abo CYP3A4

[Tpenaparty, 3gaTHi ctumymioBatu CYP2C19 yu CYP3A4 a6o obupBa 11i pepMeHTH (TakKi K
pudamninuH Ta 3Bipobiii), MOXKYTh 3HUXKYBATH KOHIIEHTPALlil €30Menpa30Jly ¥ CHPOBaTLi KPOBi
BHACJIiIOK ITOCUJIEHHS HOT0 MeTaboIi3My.



Oco6.1ueocmi 3acmocyeaHHsi.

Y pagzi 6ymp-sIKuX TPHBOXKHUX CUMIITOMIB (TaKUX K 3HaYHe HemepenOauyBaHe 3HUKEHHS MacH Tina,
nepiopuyuHe 6/M0BaHHS, Aucdaris, remareMe3uc abo MejieHa) Ta IPHU Migo3pi Ha BUPA3Ky LUIYHKA YU
npy ii HasBHOCTI CJIifi BUKJTIOUMTH 3/I05IKiCHE 3aXBOPIOBaHHs, OCKINbKYE E30HEKca® MOXKe
IIPUXOBYBaTH CUMIITOMHU Ta 3aTPMMYyBaTU BCTAHOBJIEHHS OiarHO3y.

T 1yHKOBO-KUWKOSI iH(peKuil

Tepamis ITITI gemo 30inbllye pU3UK IUTYHKOBO-KUIIKOBUX iH(MEKIIiN, TaKUX K iH(DeKIii, 3yMOBJIeHi
Salmonella Ta Campylobacter (ouB. po3gin «®apMakoguHaMiKa»).

BcmokmyeaHHA gimamiHy B,,

E3oMenpa3sor, 4K i Bci mpemapary, 1m0 67I0KyI0Th CeKpelilo KUCI0TH, MOXKe IPUTHIYyBaTH
BCMOKTYBaHHS BiTaMiHy B,, (iaHOoKoOamamMiHy) BHACTIOOK Timo- uu axmoprigpii. Ile ciig MaTu Ha
yBa3i Ipu JiKyBaHHI MaIlieHTiB 3i 3HWKEHWM 3aIllacoOM BiTaMiHy y opraHiaMi abo ¢pakTopaMu pU3UKY
TIOTipIIIEHOTO BCMOKTYBaHHS BiTaMiHy B,, Ipu moBroTpuBajili Teparil.

Komb6iHauisa 3 iHWuMu aAikapcbKumMu 3acobamu

He pekomMeHOyeThCS 3aCTOCOBYBATH €30MeNpa30jl OMHOYACHO 3 aTa3aHaBipoM (IUB. PO3Min
«B3aemogis 3 iHIIUMY JTiIKapCbKUMHU 3aco0aMu Ta iHIN BUAM B3a€EMOfiN»). AKII0 3aCTOCYBaHHS
kKoMOiHa1ii ata3zaHaBipy 3 II1I1 BBaxKaeThCcsi 000B’I3KOBUM, PEKOMEHIYETHCS MMUIBHO CIIOCTEPIraTH 3a
IaIlieHTOM Ta IiABULIUTU J03y aTa3aHaBipy 1o 400 Mr y noenHaHHi 31 100 Mr puToHaBipy; 403y
e3omenpa3ony 20 MI IepeBulllyBaTy HE CIIif.

E3omenpa3zon - inribitop CYP2C19. Ha nmoyaTKy Ta HalpUKiHIi Tepallil e30Menpa30JioM CJIif
BPaxOBYyBaTH MOXKJIMBICTh B3a€eMOfii i3 mpenapartamu, 110 Metabomnisytotbcs CYP2C19. BinsnaueHno
B3a€EMOZII0 MiXK KJIOMigOTpeeM Ta OMeIpa3ojioM (OuB. po3fin «B3aemofis 3 iHIIMMY TiKapChbKUMU
3acobaMu Ta iHIIi BUOW B3aeMofili»). Kiniuna 3HauyuIicTh I1i€l B3aemMomil TOUHO He BU3Ha4YeHa. He
PEKOMEH[yeThCS OOHOYACHO 3aCTOCOBYBATH €30MeINpa30Jl Ta KJIOMiforperb.

TI'inomazHiemis

Bumapku TsKKOI rinoMarHiemil Bif3Hadanucs y MallieHTiB, SKi npuiiMani II1I1, Taki K e30Menpa3or,
IIPOTSITOM IIOHAWMEHIIIe TPHOX MiCS1liB, a Y GiNbIIOCTI BUMIAAKiB - MPOTSATOM POKY. [imomaruieMis
MOXKe MaTy CephOo3Hi IPOsIBY, TakKi K BTOMa, TeTaHis, Aelipiii, CyIoMHU, 3allaMOPOYEeHHS Ta
IIJTyHOYKOBa apUTMis, ajie 1X PO3BUTOK M0OXKe OyTH IIOCTYIIOBAM Ta JIUIIATUCA HETIOMidYeHUM. Y
OinbIIOCTI MalieHTiB i3 rimomMaruiemiero cTaH MoKpallyBaBcs MMicsg 3aMiCHOI Teparii MarHieM Ta
NpUnuHeHHd 3acTtocyBaHHA II1T1.

Ins maltieHTiB, ms AKuX mepeadadaeThbCs TPUBAIUM KypcC NiKyBaHHS abo0 sKi npuiiMaroTs IT1IT i3
OUTOKCHHOM YH IIpelnapaTaMy, 3MaTHUMU CIIPUYMHATH rinomMartieMito (Hanpukiaz 3 giypeTuKaMu),
IOIIIIPHUM MOXKe OyTH BUMipIOBaHHS PiBHS MarHito mmepep noyaTkoM Teparil ITITI Ta mepioguyHo
IIPOTATOM JIiKyBaHHS.

Pusuk 8uHUKHeHHs nepesomis

ITIIT, oco6MBO IPH 3aCTOCYBaHHI Y BUCOKUX N03aX Ta MPOTSATOM TPUBaAJoro mnepioay (>1 poky), merio
TiABUINYIOTH PU3UK IEPEIOMY CTEeTHa, 3all’sICTKa Ta XpeOTa, TepeBaXHO y MallieHTiB JIITHHOTO BiKYy Un



3 iHImMMu (paKToOpaMu PU3UKY. Pe3ynbTaTy OTISIOBUX JOCIIIXKEeHb CBim4aTh, mo IT1IT MOXyTh
MiABHUINYBATH 3arajibHUN pU3UK mepenoMiB Ha 10-40 %. [Tesskoio Miporo Iie MigBUIIeHHSI MOoXKe OyTH
3yMOBJIEHO iHIMUMH (aKTopaMu pu3uKy. [lamieHTiB, SKi Mal0Th PU3UK OCTEOMOPO3Y, CIIif TiKyBaTH
BiIIIOBIAHO 10 YMHHUX KJIiHIYHMX PEKOMEeHAalliil; TAaKOXK IM CJIii OTpPUMYBaTH HaJIeXKHY KilIbKiCThb
BiTaMiny D Ta KasbLi.

ITioecocmpull WKIPHUU YepBOHUU 808YAK

3actocyBanH4 II1I1 MOB’'sI3yI0TH i3 AyKe PiAKICHUMU BUIIafKaMi PO3BUTKY MiATOCTPOTO
IIKipHOT'0 YePBOHOT'0 BOBYAKa. SKIO BUHUKAE ypaxKeHHs, 0COOMMBO Ha HiNsSHKAX, 110
3a3HAOTh BIIJIUBY COHSYHOTO CBiTIIa, i I1e CYIIPOBOAXKYETHCS apTPATi€lo, MaIlieHTy IOTPiOHO
HeTalHO 3BEePHYTUCS MO0 JIiKaps, SKUU pO3TIsiHe HeoOXigHICTh IPUIIMHEHHS 3aCTOCYBaHHSA
npenapaTy E3oHekca®. BUHUKHEHHS HiATOCTPOro MKIiPHOr0 Y4epBOHOr0 BOBYAKa Y Nal[i€HTiB
mig 9ac nonepenHboi Teparmii ITITT migBuiye pu3uK “WOro pO3BUTKY IIPX 3aCTOCYBaHHI iHIINX
ITTIT.

Taoxcki wkipHi nobiuHi peakuii (TLIIIP)

BHacmigok 3acToCcyBaHHS €30Menpa30ily AyxkKe PigKo MOBimOMIIANIOCS PO TSIXKKi MKipHi Mo6iuHi
peakuii (TLITIP), Taki gk mynsTudopMHa eputeMa (ME), cuaapom CriBeHnca-[IxxoHcona (CCII),
TOKCUYHUM emifepManbHuil HeKponi3 (TEH), ingykoBaHa nikapcbKuMM 3aco0aMu €e03uHODImis 3
cuctemuuMu cumntomaMu (DRESS), 1110 MOXKYTh CTaHOBUTH 3arpo3y [AJIS KUTTS ab0 MPU3BECTH [0
JIeTAJIbHOT'0 HACJIiKYy.

ITauieHmis cai0 noiHpopmysamu npo 03HAKU Mda CUMNMOMU MANCKUX WKIPHUX peakuyil

ME/CCI/TEH/DRESS i mpo HeoOXifmHiCTh HETaWHOT'0 3BePHEHHS 32 MEJUYHOI JOTIOMOI'00 0 CBOTO
nikaps y pasi nosBu 6yab-gKUX iX 03HaK ab0 CUMITOMIB. 3aCTOCYBaHHS €30MeIpa30ily CJlifi HeraiHo
IPUNIMHUTHY IIPH IOSBi 03HAK Ta CUMIITOMIB TSXKKHX ITKiPDHUX Peakllii, a 3a HeoOXimHOCTi -
3a0e3MeyuTy OOaTKOBY MeIUYHY NOMIOMOTY Ta PeTeNlbHe CIlocTepexkeHHs. He cif mOBTOPHO
nmpu3HavdaTy e3oMernpa3orn namieatam 3 ME/CCII/TEH/DRESS.

Bnaue Ha pe3yavmamu 1abopamopHuUX aHanisie

[TinBuimeni piai CgA MOXKYTh 3aBaXKaTH [iarHOCTHUII HEMPOEHIOKPUHHUX IyxyuH. 1106 1160T0
YHUKHYTH, CJIifi TUMYaCOBO IPUNMHUTY 3aCTOCYBaHHS €30Melpa30ily lIoHalMeHIIe 3a I1'ITh OHIB 10
BUMipioBaHHA piBHA CgA. dKkiro piBHI CgA Ta racTpuHy He HOPMaJli3yBaIucCh MiC/Isl I04aTKOBOTO
BUMIipIOBaHHS, CJIifi IPOBECTHU IOBTOPHI BUMipoBaHHA yepe3 14 nniB micnsg BigMinu nikyBaHHSA II111.

OpuH (riakoH mpenapaTy MiCTUTh MeHIle 1 MMOIbL HaTpito, TOOTO JTiKapChKXii 3acib MpakKTUYHO
BiIbHUY Bif] HATpilO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.

TaHi 00 3aCTOCYBAaHHS €30MeIpas30y B mepiof BariTHocTi oOMexeHi. [Ieo Ginbiia KinbKiCTh
NaHUX eMifeMioJIOTiYHUX JOCTiAKEeHb 3aCTOCYBaHHS palleMigHOl CyMillli OMenpa30/1y B
mepion BariTHOCTI CBigYUTH IIPO BiICYTHICTh PU3UKY BPOOKEHHUX Baj Ta (ETOTOKCHYHOTO
BIIJIUBY. HOCHiH}KeHHH Ha TBapHHAaX HE BUABUIIN IIPAMOI'O YU OIIOCEPENKOBaHOI O H.IKiJIJ'II/IBOFO BIIJIUBY
Ha eMOpiodeTanbHUN PO3BUTOK.



Hani mocmifKeHb palnieMigyHOl CyMillli y TBAPUH He CBig4aTh Ipo 6e3mocepenHiil 4 onocepenKoBaHUM
IIKif/IMBUI BIUTMB Ha BaTiTHICTh, IOJIOTY YH MICIANIONOrOBUI PO3BUTOK, TOMY IIpU3HayYaT E30HEKCY”
BariTHUM XKiHKaM CJIif 3 00epexkHiCTIO.

Ilani ctocoBHO BariTHUX XKiHOK (Big 300 mo 1000 BumagKiB BariTHOCTI) BKa3ylOTh Ha
BigCyTHICTb ManbhopMaTUBHUX e(PeKTiB a00 TOKCUYHOTO BIJIMBY €30MeINpa30/y Ha CTaH
II07ia / 3MOPOB’ ST HOBOHAPOIXKEHOI IUTUHH.

Pe3ynbTaTu OOCHTiIXKEHb Ha TBAapHHAX CBi4aTh MPO BiICYTHICTh MPSMOI YK OITOCEPEOKOBaHO1
IIKIIKMBOIL Ail IpenapaTy Ha PENPOAYKTUBHY (PYHKIIIFO 3a PaXyHOK MOT0 TOKCUYHOTO BILJIUBY.

['onyBaHHA IPYOOI0

HesigoMo, 4yu npoHUKae e30Menpa30i1 y 'pyaHe MOJIOKO. [JOCTigXKeHb 3a y4acCTI0 KiHOK, SKi TOAYIOTh
TPYAMII0, He IPOBONUIIOCS, ToMy E30HeKcy” He CIIim 3aCTOCOBYBATH B II€PIO FOMyBaHHS IPYLIIO.

QepTUNILHICTD

Pe3ynbTaTé AOCHiAXKEHb palleMigHOl CyMillli OMenpa30/ly Ha TBapruHaX BKa3ylTh Ha
BiICyTHICTb BILIMBY OMeIpa30jly Ha (PepTUIIbHICTE Y pa3i mepopaabHOT0 3aCTOCYBaHHS
Ipenapary.

30amHicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMamu.

E3oMenpa30it BUSIBIISIE MiHiMaIbHUH BIIJIMB Ha 3[aTHICTh KEPYBAaTH TPAHCIOPTHUMH 3acobamu abo
IIPAIIOBATH 3 iHIIMMM MexXaHi3MaMu. [ToBimoMIIsIEThCS PO Taki HeOaxkaHi peakiiii, K
3armaMOpOYeHHSs (He4acTo) i HeuiTKicTh 30py (HedacTo) (muB. po3nin «I1o6iuni peakiii»). dKmio Taki
PO3JIafik CIIOCTEPITraloThC, MalliEHTaM He CJIif KepyBaTy TPaHCIOPTHUMHU 3aco0aMu Ta ITpalioBaTH 3
IHIIMMH MexXaHi3MaMH.

Cnocio 3acmocyeaHHs1 ma 0o3u.

[To3yBaHHSA
[Topocai

AHmucexpemopHa mepanis y pa3i HeMOXCAUBOCMI NePOPALbHO20 3ACMOCYBAHHA

[MarienTaM, fIKi He MOXKYTh IPUMMAaTH TiKapChKUH 3acib mepopasibHO, MOXKHA BBOOUTHU IIpenapaT
napeHTepanbHo y 703i 20-40 Mr oguH pa3 Ha go0y. [o3a mis malieHTiB i3 pedimokcHUM e3odariTom
ctaHoBUTh 40 MT ofuH pa3 Ha mo0y. [Jo3a OJis Malli€eHTiB, 0 OepXKYIOTh CUMIITOMAaTUYHE JIiKyBaHHS
pediokcHOI XxBopoOu, cTaHOBUTE 20 MT OfMH pa3 Ha Jo0y.

[Tpu nikyBaHHI BUpPa30K LIIyHKA, 3yMOB/IeHUX 3acTocyBaHHAM HII33, 3BuuyaliHa 103a CTaHOBUTH

20 Mr opvH pa3 Ha go0y. [Ing 3amobiraHHs Bupa3kaM LITyHKa Ta ABaHaALSTHIIAN0I KUIIKHY,
3ymoBieHuM Tepamnieto HII33, nauieHTam rpynu pu3uKy Ipr3Ha4aloTh JIiKapchkui 3acib y go3i 20 Mr
OIMH pa3 Ha Ho0y.



3a3Buyail TiKyBaHHS 3a JOIOMOTI0I0 JIIKapChKOT0 3ac00y [JIg BHYTPIITHLOBEHHOTO BBEIEHHS €
KOPOTKOTPHUBAJIUM, TIAIIiEHTIB CJIif IEPEBOOUTH Ha IepopaibHe 3aCTOCYBAaHHS JIIKaPCHKOTO 3ac00y
SKOMOTa IIBU[LIE.

Kopomkompueasie niompumaHHsa 2emocmasy ma npogisakmuka noemopHoi kposomedui y nauieHmis
nicas eH0OCKONiYHO20 NiKYBAHHA 20CMpPOi Kposomeui 8HACAIO0K 8UPA3KU WAYHKA a6O
0saHaduamunaaoi KUWkKu

[Ticns TepaneBTUYHOI €HOOCKOIIil TOCTPOI KPOBOTEYi BUPA30K LINyHKA ab0 MBaHAMALSTUIIANI0l KUIIKH
BBOASITH 80 MT JTiKapchKoro 3aco0y y BUTTIAAL OomiocHOI iHGy3ii TpuBamicTio 30 XBUIKH, MiCIIS YOTO
IIPOJOBXKYIOTh BBEIEHHS IIpernapary IIJISX0M TPUBaJiol BHYTPIITHEOBEHHOI iHPY3il 31 MBUAKICTIO

8 Mr/rop BpoaoBXK 3 gHIB (72 roguH).

[Ticns mapeHTepaIbHOTO JiKyBAHHS TePaIllilo CJIifi IPOAOBXKUTY 3a OOIIOMOTOI0 IIepopajbHUX 3aco0iB,
110 IPUTHIYYIOTh KUCJIOTHY CEKpPeLilo.

Cnocib 3acTocyBaHHS

[HCTPYKIIl i3 MPUroTyBaHHS BiIHOBJIEHOTO PO3YMHY HaBeleHi y JaHOMY po3fini Huxk4e («IHCTPyKIIil
i3 3acTOCyBaHHS, BUKOPUCTAHHS Ta yTUIi3allil (V BiAOBigHMX BUMIaAKaXx)»).

I exuii
[To3za 40 Mr

5 MJI BiZHOBJIEHOTO PO34YUHY (8 MI/M) BBOOSATH Y BUTJISIAI BHYTPIIIHEOBEHHO! iH €Kil TPUBAIICTIO
IOHaWMeHIIIe 3 XBUJINHH.

[Toza 20 mr

2,5 M1 a60 MOJOBUHY BiTHOBIEHOTO PO3YMHY (8 MI/MII) BBOOSATH Y BUTJISAMI BHYTPIIIHEOBEHHOI iH €Kil
TPUBAJIICTIO IIOHaUMeHIIle 3 XBUIUHUA. HeBUKOPUCTaHUM PO3YUH YTUIII3YIOTh.

Ingysii
Io3a 40 mMr

BimHOBNEHUI PO3YMH BBOASATH y BUTJISIAI BHYTPIITHLOBEHHO]I iHQY3il TpuBanictio 10-30 XBUIKH.

Io3a 20 Mr

[ToroBUHY BiTHOBJIEHOTO PO3UMHY BBOMASTDH Y BUTIISAI BHYTPIITHROBEHHOI iHQY3il TpUBaicTio
10-30 xBunuH. HeBUKOpUCTAHUYN PO3YUH YTUIIi3YIOTE.

BomrocHa mo3a 80 mr

BigHOBNEHU PO3UYMH BBOAATE Y BUIJISAML BHYTPIIIHbOBEHHO] iH(DY3il mpoTaroMm 30 XBUIIKH.

Ilo3a 8 mr/ronm

BimHOBnEeHUI PO34YMH BBOASATH y BUTJISAI TPUBAJIOl BHYTPIMTHBOBEHHO! iHQY3il mpoTaroMm 71,5 roguau
(po3paxoBaHa IMIBUOKICTD iHPY3il 8§ Mr/rond; TepMiH IPHUOATHOCTI BiTHOBJIEHOTO PO3UYMHY BKa3aHUU Y
po3mini «TepMiH IpUAATHOCTI»).



ITopyweHHA pYHKUII HUPOK

Ing nauieHTiB i3 mopymeHHSIM QYHKIII HUPOK KOPEKIIis 703U He € HeoOximHo0. OCKinbKM [OCBIA
3aCTOCYBaHHS IIpelapaTy MallieHTaM i3 TSXKKO0H0 HUPKOBOIO HEJOCTATHICTIO 00MeXKEHUN, TaKUM
malieHTaM IMpHU3HaYaTH JTiKapChKUM 3acib ciim 3 o6epexkHicTIO (quB. po3min «PapMaKoKiHETHKA»).

IMopyweHHA pyHKUII neviHKu

F'EPX: marjieHTam i3 nerkuMu ab60o IOMipHUMY TOPYIIeHHAME (YHKIIIl Ie4iHKKA KOPeKIis N03U He
noTpibHa. [TamieHTaMm i3 TSXKKUMY NOPYLUIEHHSIMY (PYHKI IEeYiHKU He CIIiJ IepeBUIlyBaTH
MaKCHMaJbHy 103y E3oHekcu® 20 Mr (auB. po3fain «PapMaKoKiHeTHKa»).

Bupasky, 1110 KpOBOTOYaTh: MalliEHTaM i3 TIerKUMH ab0 MOMIpHUMU MOPYIIEHHIMHU QYHKIIII TeYiHKN
KOPEKIIis 03U He MOoTpibHa; /s MalieHTiB i3 TAXKKUMU MOPYIIEHHSIMHU QYHKINI MediHnky micis
BBEIeHHA [T0YATKOBOI GOMIIOCHOI MO3K TiKapCchKOro 3acoby E3onekca® 80 Mr mogasblie BBeIeHHS
mpenaparty y BUTTISIAI TPHMBaJIOl BHYTPIIIHBOBEHHOI iHQY3il 3i MIBUAKICTIO 4 MT/TOL IPOTATOM

71,5 roguHu Moxke OyTH mocTaTHIM (IuB. po3min «dapMakoKiHETHKa»).

ITayieHmu AiMHbO20 BIKY
Kopekriisi no3u He noTpibHa.
Himu

[o3yBaHHS

[Mimu gikom 1-18 pokia

51K 3acib 015 npueHiueHHs WAYHKOBOI cekpeuii, y pasi Koau nepopasivHull npuliom npenapamy
HemoxcAusul

[TamienTaM, gKi He MOXYTh IPUMMAaTH IIPelapaT IepopaibHO, B paMKaXx IIepiofy IMOBHOTO JTiKyBaHHS
I'EPX MoXHa BBOIUTH IIpenapaT IapeHTepaibHO OOUH pa3 Ha mo0y (mo3u BKalaHi y Tabmuili 2).

3a3BuUay JTiKyBaHHS €30MeNpPa30JioM AJIs BHYTPIIIHEOBEHHOT'0 BBEJEHHS Ma€ TPUBATH HEHOBrO, 1
TIAIiEHTIB CITiJ TepPeBOJUTH Ha IIepOPaIbHUM TPHUUOM JIiKapChKOro 3aco0y SKOMOTra IIBU/LIE,

Tabmu1rsa 2
PekomenpoBani 103U e30Menpa30i1y AJ1 BHYTPIIIHLOBEHHOTO BBEIEHHS
BikoBa rpyma JIikyBaHHSI €pO3UBHOT0 pPe(IIOKCHOTO CuMnToMaTU4He JTiKyBaHHS
e3odarity T'EPX
1-11 pokiB Maca Ttina <20 kr: 10 Mr oguH pa3 Ha 10 Mr oguH pa3 Ha mo0y
o0y
Maca Tina =20 kxr: 10 a6o 20 Mr oguH pas3
Ha 100y
12-18 pokis 40 Mr omuH pa3 Ha Jo0y 20 Mr omuH pa3 Ha mo0y

Cnocib 3acTocyBaHHS



[HCTpPYyKIl i3 IpPUroTYyBaHHS BiIHOBJIEHOTO PO34YMHY HaBe[eHi y JaHOMY po3hini Huxue («IHCTpyKIil
i3 3acTOCYyBaHHS, BAKOPUCTAHHS Ta YTUIi3allil (Y BiMIOBIgHUX BUIMIaAKaX)»).

In exyii
Io3a 40 mMr

5 MJI BifTHOBIJIEHOTO PO3YHUHY (8 MI/MJI) BBOOSATH Y BUTJISAMI BHYTPIIIHEOBEHHOI iH €Kil TpHUBaIiCTIO
IOHaMMeHIIIe 3 XBUJINHH.

[To3a 20 mMr

2,5 M7 a0 TOJI0BUHY BifHOBJIEHOTO PO3YKHY (8 MT/MJT) BBOOATH Y BUTJISAMI BHYTPIIIHHOBEHHOI iH’€KITi1
TPUBAJICTIO IIOHaMeHIe 3 XBUINHU. HeBUKOPUCTaHUM PO3UUH YTUII3YIOTh.

[Toza 10 mr

1,25 M7 BigHOBIIEHOTO PO34YMHY (8 MTr/MI) BBOLASTH y BUTJISAAI BHYTPIIIHROBEHHOI iH’€KIIil TPUBAJIICTIO
IIOHaMMeHIIIe 3 XBUIMHU. HeBUKOPHUCTAHUYN PO3YUH YTUIIi3YIOTE.

Ingysii
03a 40 Mr
BimHOBNEHUI PO3YMH BBOASATH y BUIJISAI BHYTPIITHLOBEHHOI iHQY3il TpuBanictio 10-30 XBUIKH.

Ho3a 20 mr

[TonoBUHY BiTHOBNIEHOTO PO3YMHY BBOAATH V BUTJIAML BHYTPIMIHbOBEHHO! iH(Y3ii TpuBamicTio 10-30
XBUJIVH. HeBUKOPUCTAHUY PO3YUH YTUIII3YIOTh.

IOo3a 10 Mr

YBepTh BiIHOBJIEHOTO PO3YMHY BBOASATH V BUTJISAAI BHYTPIlITHbOBEHHOI iHGY3ii TpuBamicTio 10-30
XBUJIMH. HeBUKOpHCTaHUY PO3YMH YTUTTi3YIOTh.

IHcmpyKuyii i3 3acmocysaHHA, BUKOPUCMAHHA ma ymuai3dauii (y 8ionogidHux sunadkax)

[Iepepn 3acTOCyBaHHSM BiJHOBJIEHUM PO3YUH CIIiJ Bi3yasJIbHO OTJISHYTH Ha HasgBHICTh 4YaCTOK Ta 3MiHU
3abaparnenHs. Crlig BUKOPHCTOBYBATH JIMIIE ITPO30PUYM PO3UMH. PO3YKH NMpU3HaYEeHUH JTHIIIE IS
OJIHOPA30BOTr'0 3aCTOCYBaHHS.

HeBukopucTanui po34uH CIifi yTAIi3yBaTH BifIIOBIZHO A0 MiCII€BUX BUMOT.

Po3uwun nng in’exuivt mo 40 Mr

CoTytoThs po3umH Ans iH'ekiil (8 mr/mn), gomatouu 5 M 0,9 % HaTpito XJIOpUOy OIS
BHYTPIITHEOBEHHOT0 3aCTOCYBaHHS [0 (ylaKOHa e3oMenpa3oiny 40 wmr.

BimHOBneHU po34yuH I iH'€KIliN mpo3opuii Ta 6e30apBHUM a00 TPOXU KOBTYBATOTO KOILOPY.

Po3uun gng indv3ii o 40 Mr



FoTyI0Th PO3UYUH A7 iHY3il, pO3UMHAIOUH BMICT OfHOTO (hj1akoHa e3oMenpa3ony 40 Mry 100 mn
0,9 % xmopuay HaTpIO A1 BHYTPILIHHOBEHHOTO 3aCTOCYBaHHS.

Po3unn gng indya3ii mo 80 Mr

[oTyI0Th PO3YUH A1 iHQY3il, pO3UNHSAIOUM BMICT ABOX (priakoHiB e30Memnpa3oiny 1o 40 mr y 100 M
0,9 % xmopuay HaTPIO A1 BHYTPIIIHHOBEHHOTO 3aCTOCYBaHHS.

BimHOBneHui po3uuH s iHQy3ik mpo3opuii Ta 6e30apBHUI a00 TPOXU KOBTYBATOTO KOIHOPY.

Himu.

3aCTOCOBYIOTH [iTSIM BikOM Bim 1 poky SK 3aci0 Oy aHTUCEKPETOPHOI Teparlil y pasi, Konu
[epopabHUY IPUNOM IIperapaTy HEMOXKJIUBUM.

Ilepedo3yeanHns.

IocBig HABMUCHOTO TTEPe03yBaHHS Ha MaHUU Yac Ayxke oOMexkeHu. CUMIITOMaMHU, 1110 BUHUKAIIN
BHACJIJIOK IepopaibHOMY nipuiioMy 03U 280 Mr, 6yiau IposiBy 3 O0KY IIUTYHKOBO-KUIIKOBOTO TPAKTY
Ta cnabkicTh. Pa3oBuii nepopanbauil mpuiiom 80 Mr e30Menpa3oily Ta BHYTPITHEOBEHHE BBEJEHHS
308 Mr e30Menpas30iTy MPOTAroM 24 TOOWH HACTIKiB He cipuuuHaIu. Cienu@ivyHrii aHTUIOT
HeBigoMui. E3oMenpa30i1 3HaYHUM YUHOM 3B’I3YEThCA i3 OilKaMu mja3Mu KpPOBi i TOMy IOraHO
BHMBOIUTHCS 3a MOMOMOTOI0 miasmi3y. Ak i y pasi 6ymb-sIKOTo mepemo3yBaHHs, Clig HaJaTH
CHMIITOMaTHYHe JIiKyBaHHS Ta BXXUTHU 3arajibHUX MigTPUMYIOUUX 3aX0MiB.

ITo6iuni peakuii.

Cepen HeOaxkaHUX peakllil, ki HaldacTille 3yCTPivaloThCs IIifl YacC MPOBeeHHS KITiHiYHUX
IOCIIiIKeHb i B IIepiof MmicnsipeecTpalliiHoOro 3aCTOCYBaHHS IIpenapaTy, — rOJI0BHUM 0ifb,
Oinb y 2KMUBOTI, miapes Ta HyfgoTa. [Ipodinb 6e3mneKku € OMHAKOBUM [JIS Pi3HUX JTiIKapChKUX
dbopM mpemnaparty, T0Ka3aHb, BIKOBUX I'PYII Ta HOMYJIALIM HMallieHTiB. [10303amexxHux
HeOakaHUX peaklliii BUsSBiIeHo He Oyo.

HuxueHaBeneHi HeGaxaHi peakiril Oynu BusiBiieHi a0o migo3pioBanucs y Tporpami KiiHiyHuX
MOCTiIXXEeHb €30MeINpPa30ily IPKU HOT0 IePopaTbHOMY UM BHYTPIITHROBEHHOMY 3aCTOCYBaHHi, a TaKOXK
Iij] Yac MOCTMAapKETHHIOBOTO CIIOCTEPEKEHHS 3a IIepopaIbHUM 3aCTOCYBAHHSIM IIpenapaTy. Peakirii
PO3MOMiIEeHO 3a 4YaCTOTOw: Ayxke 4acTo (=1/10); wacto (=1/100 - <1/10); HewacTo (=1/1000
- <1/100); pigko (=1/10000 - <1/1000); my=xe pigko (<1/10000); yacToTa HeBimOMa
(HEMOXKJIMBO BU3HAUUTH 3a HAIBHUMH HAHUMH).

3 60Ky Kkpoei ma aimpamuyHoi cucmemu:
pigKo: TeNKONeHisT, TPOMOOIUTOIEHIs;

OyZe PiAKo: arpaHyJIOLUTO3, IaHIUTONEHI.



3 6oky imyHHOI cucmemu:

pifKo: peaxiiii rinepyyTNUBOCTi, HAIPUKJIaA rapsiika, aHTIOHEBPOTUYHMUM HAOPSK Ta aHadinaKTU4Hi
peaxIrii/Iox.

3 6oxy memaboai3amy ma xapyy8aHHA:
HedacTo: IepudepuyHuil HabpsK;
pigko: rinoHaTpieMis;

YacToTa HeBigoMa: rinoMar#iemis (ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHSI »); TSIXKKa TillOMarHieMis
MO2Ke KOpeJIIoBaTH i3 rinokasbiiemieto. ['imoMaraieMis Takox Moxe OyTy IIOB’sg3aHa 3
riroxkarieMiero.

3 6oky ncuxiku:

HeuacTo: OE3COHHS;

PigKO: aXkuTallisd, CIIyTaHICTh CBIMOMOCTI, [IEMpecis;
OyXKe pigKo: arpecisi, raaoldHallil.

3 boky Hepeosoi cucmemu:

4acTO: TOJIOBHUY 0iflb;

HE4YacTO: 3alaMOpPOYEeHHS, IIapecTesis, COHIUBICTE;
PiOKO: OPYIIEHHS CMaKOBUX BiI4yTTiB.

3 60Ky opaaHis 30py:

HEYaCTo: HEYiTKUM 3ip.

3 60Ky opaaHise cayxy ma pigHosaau:

HEYaCTO: BEPTHUTO.

3 60Ky opaaHie OuxaHHs, 2pyOHOI KAimKUu ma cepedoCmiHHA:
pigko: OPOHXOCHA3M.

3 60Ky mpasHoi cucmemu:

yacTto: Oi/Tb Y JKMBOTI, 3a10p, Aiapest, METEOPU3M, HyIOTa/0TII0BaHHS, 3a7I03KUCTi MOIINY OHA
HTyHKa (0oOPOsIKiCHIi);

HeYacTO: CYXiCTb Y pOTi;
PiAKO: CTOMATUT, IIYHKOBO-KUIIKOBUAY KaHOULO03;

YaCTOTa HeBiloMa: MiKPOCKOMIIYHUY KOJTIT.



3 6oky 2enamobiniapHoi cucmemu:
HEeYacTo: IMABUIIEHHS PiBHS Ne4YiHKOBUX ()EPMEHTIB;
PiKO: TemaTHT i3 KOBTSHULIEIO UK Oe3 Hei;

IyXe PigKo: MeYiHKOBa HEIOCTATHICTD, eHIledaonaTis y MaIli€HTiB i3 momepeaHb0 HassBHOIO
XBOPO6OIO MEeUiHKHY.

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU:

9acTo: peakilil y MicIli BBeIeHHS*;

HEYacCTO: IePMaTUT, CBepOikK, BUCHUII, KPOIIKUB THKQ;
pigko: amomenisi, GOTOYYTIUBICTh;

nyKe pimko: monimopdHa eputema, curapoM CTiBeHca - [I2KOHCOHA, TOKCUYHUM elligepMalbHUN
HEKPOJIi3, iHgyKOoBaHa JTikapCbKUMHU 3aco0aMu e03uH0(inis 3 cuctemaumu cuMmntomamu (DRESS);

YacTOoTa HeBigoMa: IMiATOCTPUY IIKipHUM YePBOHUM BOBYaK (OuB. po3min «Oco0auBOCTI
3aCTOCYBaHHS»).

3 60Ky cKesnemHoOi MycKyaamypu ma cnoAy4YHOi MKAHUHU:

HedacTo: IIePeJIOMU CTeTHa, 3all’'sicTKa abo xpebTa (quB. po3min «OcobauBoOCTi
3aCTOCYBaHHSA»);

pimKo: apTpanrisa, Mianris;

IyKe PimKo: M’si30Ba Cl1abKiCTk.

3 60Ky HUPOK ma ce4o8udinbHOI cucmemu:

OyXKe PimKo: IHTepCTullianbHUM He(PUT; y OesSKUX NallieHTiB CIIOCTepiranacs HIPKOBa HELOCTaTHICTE.
3 60Ky penpodykmueHoi cucmemu ma MOAOYHUX 3d/103:

OyXKe pigKo: TiHeKOMacTis.

3azanvHi po3nadu ma peakuii y micui 86e0eHHA:

pimko: He3[yKaHHS, TOCKJIeHe IOTOBUIIEHHS.

*Peakliii y MicIli BBeJeHHS CIIOCTepiraaucs nepeBaxHo ¥ OOCIiAXKeHHi i3 3aCTOCyBaHHSIM BHCOKUX
no3 npotsroM 3 mi6 (72 rogux).

Heo6GopoTHi mopyIieHHs 30py Biil3HaYalKuCs y IIOOAUHOKUX BUIIaIKaX ¥ KPUTUYHO XBOPUX TAIiEHTIB,
SIKi OTpEMYyBaJIi OMeIpa3o0 (pameMaT) y BUTTISA1 BHYTPIITHEOBEHHOI iH'€KIIil, 0COOJIMBO y BUCOKHUX
[03ax, OMHAK MPUYUNHHO-HACHIIAKOBUY 3B’I30K HE BCTAHOBJICHUN.



ITediampuyHa nonyasuyis

PanpomizoBaHe BifKpHUTEe MiXKHapOIHE [OCTiXKeHHS 0yJI0 IPOBEEeHO 3 METOI0 OLiHKU
(dhapMakoKiHeTUKY 0araTopa30BOT0 BHYTPIIITHLOBEHHOTO 3aCTOCYBaHHS €30MeIpa3ojTy MPOTsAToM

4 nHiB IpU BBeIEHHI oouH pa3 Ha fo0y y miTew BikoM Bix 0 mo 18 pokiB (muB. po3min
«PapMakokiHeTrKa»). Bchoro mo orinku 6e3neku 3acoby 6yio 3amydeHo 57 marieHTiB (8 miTe# y Bimi
1-5 pokiB). Pe3ynbTatu y3rogxyBaaucs 3 BinoMuM mnpodineM Oe3mneku e30Menpas3ony, i HOBUX 3arpo3
Oe3mnelli maIfieHTiB BUIBIEHO He OyII0.

[ToBigoMIIeHHS PO Mimo3pIoBaHi m06ivHi peakirii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
ITe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHMM IIpeiCTaBHUKAM CJIifl ITOBiIOMIISITH IIPO yCi BUMTAOKM Iig03pI0BaHUX MOOIYHUX peakiii Ta
BificyTHOCTi e(heKTHUBHOCTI JTiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iH(popMalliiiHy cucteMy 3
dbapMakoHarnsAagy 3a nocunaHHsAM: https://aisf.dec.gov.ua/.

Tepmin npudamuocmi.
2 POKH.

TepmiH 36epieaHHs nicas npueomysaHHs po3vuHy: Oya MPOOeMOHCTPOBaHa XiMiuHa Ta ¢GisuyHa
cTabiNbHICTL B yMOBaxX 3acToCyBaHHS BIpomoBXK 12 rogus npu 30 °C. 3 Touku 30py
MiKp0o06ioJorii, MPOAYKT CJIif 3aCTOCYBaTU HEeTanHO.

He 3acTocoByBaTu npermnapar micjisd 3aKiHYeHHS TEPMiHY IPUOATHOCTI, BKa3aHOT0 Ha
yIIaKOBIIi.

YMoBu 30epiranssi.
30epiraTtu B OpUTiHabHIN yaKoBLi mpu Temnepatypi He Buire 30 °C.

®akoHM MOXKYTh 30epiratuchk 6€3 BTOPMHHOI YIIaKOBKY IIif] Mi€10 3BUUANHOI'0 KiMHATHOTO
OCBIiTII€HHS [0 24 TOOWH.

30epiraTy y HEJOCTYITHOMY OJIs [iTe MiCIIi.

HecymicHicmo.

Hanu#t mikapchKui 3acib He CIlif 3aCTOCOBYBATH 3 iHIIMMMU JTIKAPChKUMHU 3aC00aMu, OKPiM
3a3HayeHux y po3mini «Crocib 3acTocyBaHHS Ta HO3U».

YnakoBka. [To 10 mn y ¢rakosi. [To 1, 5 a6o 10 ¢rakoniB B mayti (BUpOOHULITBO 3 TaKyBaHHS
in bulk ¢ipmu-BupobHuKa JlabopaTopioc Hopmon C.A, Icnasis).



Karteropist Bigmycky. 3a peLenToM.

Bupoonuk. AT «®apMak».

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr'0 ajJpeca MicCIisi IPOBaKeHHsI Tis/IbHOCTI.

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



