IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

E3O0ITPOTEKT

EZOPROTECT

Cknao:
ditoua peuosuHa: esomeprazole;
1 ¢bnmaxkoH MicTUTL €30Menpa30ily HaTpito 42,5 Mr, 110 eKBiBaJIeHTHO e30Melpa3oiy 40 mr;

00ONnoOMIdiCHI peyosuHU: TUHATPIIO edeTaT, HaTPilo TiIPOKCHL.

JIikapcbeka dopma. JliodinisaT ang po3unHy A iH' €Ki Ta iHdy3ii.

OcHoeHi pizuko-ximiuHi 8racmusocmi: bina abo maiixke 6ina, ogHOPifHA, TOPHCTa Maca.

dapmakoTepaneBTHYHA rpymna. [IpernapaTy, 110 3aCTOCOBYIOTHCSA IIPU PO3JIafiaX KUCIOTHOCTI.
3acobu mis JiKyBaHHS IENTUYHOI BUPA3KU Ta racTpoe3odareanbHoi pediokcHol xBopobu (I'EPX).
[uri6itopu npotonHoi momnu (ITIIT). Kog ATX A02B CO5.

PapmakonoziuHi e1acmueocmi.
®apmakoduHamika.

E3oMenpa3omn € S-i3oMepoM oMerpas0J1y, 110 IPUTHIYY€E CeKpeLiio KUCIOTH IIIYHKOBOTO COKY
3aBOsgKM cnenrdiuHOMy, HallpaBleHOMY MexaHi3My fii. Bin € cnenudiuaum iHribiTopoM KMCI0THOI
IIOMIIY TapieTanbHUX KmiTuH. I R-, i S-izomepu omemnpasony MaioTh nonibHy hapMaKoIoTidyHy
aKTUBHICTE.

Micue ma mexaHi3m 0ii

E3omemnpa3zon siBise o600 cnabKy OCHOBY, 110 KOHIIEHTPYETHCS Ta IIEPETBOPIOETHCS Ha aKTUBHY
dbopMy y OyxKe KHCIOMY CEPEMIOBUILI CEKPEeTOPHUX KaHAJIbIIiB ITapieTaabHUX KIiTHH, e iHri0ye
depmeHT HK-AT®-a3y - KUCIOTHY [IOMITY - Ta IPUTHIYYE K Oa3anbHy, TaK i CTUMY/IbOBaHY
CEeKpeliio KUCIIOTH.

Bnaue Ha cekpeuito WaAYHK0B020 COKY



Yepes 5 gHiB nepopanbHOoro npuoMy o 20 mr ta 40 Mr ezomenpa3oiy piBeHb pH 1inyHka Bullle

4 36epiraBcs BiAmoBigHO B cepenHboMy 13 rogus Ta 17 roguH nNpoTsAroM 24-rOOUHHOTO iHTEPBAY Y
TAIEHTIB 31 CHMIITOMAaTHYHOIO TacTpoe3odareanbHo0 pedaoKkcHO xBopoboio (FEPX).

EdekT nomiOHMIM He3anekHO Biff TOT0, 3aCTOCOBYETLCS €30MeINpPa3oJl IepopajIbHO YK
BHYTPIITHBOBEHHO. 3a AOIIOMOTI00 IJIOLIi ITif (h)apMaKOKIiHETUYHOI KPHUBOIO «KOHIIEHTpaIlig-4ac
(AUC) gk omocepefKOBaHOTO ITlapaMeTpa KOHIIeHTpallil TikapChKOTo 3aco0y y Ima3Mi KpoBi OyIio
IPOJEMOHCTPOBAHO 3aJIeXKHiCTh MiXK IPUTHIYEHHSIM CeKpellil KACJIOTU Ta eKCIO3HULi€l0 Mica
IIepOpaIbHOT0 3aCTOCYBaHHS e30Menpa30iy. [Ipu BHYTPIITHEOBEHHOMY BBeeHHI €30MeIpas3oiy
3m0poBUM 06poBOIbLAM Y 0031 80 Mr y Burisami 6omocHoI iHQY3ii TpuBanictio 30 XBUNKH i3
TIOJIa/IbIIIMM 3aCTOCYBAHHSIM JIiKApChKOTO 3ac00y Y BUTTISAMI TPHUBasoi BHYTPIIHbOBEHHOI iH(Y3ii 3i
IMIBUJKICTIO 8 Mr/roguHy TpuBaicTio 23,5 roguHu piBeHbs pH minyHKa Buille 4 Ta Bulle 6 30epirascs
BifMmoBigHO B cepemHboMy 21 roguny Ta 11-13 rogun npoTtarom 24-roguHHOTO iHTEpBay.

TepanesmuyHutl epekm npu2HiueHHs cexkpeuii Kuciomu.

[Tpu nepopanbHOMY 3aCTOCyBaHHI e3oMenpa30iy B 1o3i 40 mr npubnu3Ho 78 % malieHTiB i3
pedokcHUM e30]ariToM omyxKyioTh depe3 4 TuxHi, 93 % - uepe3 8 TUKHIB NTiKyBaHHS.

Y paHI0Mi30BaHOMY IOABIMHO CIIIMOMY II1alie00-KOHTPOILOBAHOMY KIIiHIYHOMY AOCIiIXKEeHH]
TAIEHTIB i3 eHAOCKOIIIYHO OBeNeHO0I0 MeITUYHOI0 BUPa3Koio Kiacy la, 16, ITa abo 116 (9 %, 43 %,
38 % Tta 10 % BignosigHO) 3a POppeCcTOM paHAOMi3yBaid A0 I'PYIl 3aCTOCYBaHHS €30MeIpas3oily,
po3uuH ang iHdysiit (n=375), abo nnaiebdo (n=389). ITicyis eHAOCKOMiYHOr0 reMOoCTa3y nalieHTaM
BBOMIUIIK ab0 e30Menpa3on y go3i 80 Mr y BUT/IAMI BHYTPIIIHbOBEHHOI iH(Y3ii TpuBamicTio 30 XBUIMH
i3 mogasnbIoio TprBaok iHdy3i€lo 3i WBUAKICTIO 8 Mr/ropguny, abo mnnane6o TpoTAroM 72 TOOWH.
[Ticrg moYaTKOBOrO 72-TOOUHHOIO IIePiOAY BCiX NAIi€HTIB IepeBONUIN Ha BIIKPUTUY ITepOpaIbHUN
IPUIOM e30Melpa3oiy B 0o3i 40 Mr mpoTaroM 27 OHIB OIS IPUTHIYEHHS KUCJIOTHOL CeKpeTil.
YacToTa IOBTOPHOI KpoBoTedi mpoTsirom 3 Oib cranoBuia 5,9 % y rpymi npuiioMy e30MeIpa3oiny Ta
10,3 % y rpymi nnane6o. Yepes 30 gHiB micisg Teparii 4acToTa MOBTOPHUX KPOBOTEY Y I'PYIIi IPHUAOMY
€30MeIpa30iTy Ta Ianebo cTaHOBUIA BigmoBifHO 7,7 % Ta 13,6 %.

THwi e(pexmu, noe’s13aHi 3 Npu2HiYeHHAM ceKkpeuii Kuciomu.

Y nepiop mikyBaHHS aHTHCEKPETOPHUMU 3acobaMu pPiBeHb raCTPUHY B CUPOBATIIL KPOBi 3pOCTae y
BifITIOBigb Ha 3HUKEHHS CeKpellil KucnoTu. PiBeHs xpoMorpaniny A (CgA) TakoXk 3pocTa€ BHACHIIOK
3MEeHIIIeHHS KUCJIOTHOCTI IIJIYHKOBOTO COKY. Yepes mifBuieHHs piBHSA CgA MOXKIUBUN BIIJIUB Ha
pe3ynbTaTy 1a00paTOPHUX OOCTIIXKEHD 3 BUSIBIEHHS HEMPOEHIOKPUHHUX NyxiuH. Omy6mikoBaHi maHi
CBif4aTh mpo Te, 1o nikyBaHH4 IIII1 ciig IpUNOUHUTYA IPOTIrOM MEPIOAy Bif 5 AHIB [0 2 TUXKHIB [0
BUMipioBaHb PiBHS CgA, 106 piBers CgA HOpMaJIi3yBaBCs, OCKIIbKY 1€l TOKa3HUK MoXe 0yTH
IiABUINEHUH Iicyisg NiKyBaHHS iHTi6iTopamMu npoToHHOI momnu (ITIII).

[TigBuIIIeHHS KiTbKOCTi eHTepoxpoMadiHOMOgiOHNX KITiTHH, MOXKJIABO OB’ I3aHe 3i 30iIbIIeHHIM
PiBHA racTpUHY, CIIOCTEPIrajgocs y AesKUX MalieHTiB ¥ 1epiof 4OBrOTPUBAJIOrO JIIKyBaHHS
[IepOopaJIbHUM e30Melnpa3oiioM. Lli pe3ynpTaTé BBaXKaTHCA KIIIHIYHO HE3HAUYIUMU.

Ha T71i mOBroTpuBasoro JgiKyBaHHS ITepOpaibHUMK aHTHUCEKPETOPHUMMU JTiKapChKUMU 3acobaMu
BiI3HAYAJIOCA [esKe 3POCTaHHA YaCTOTU YTBOPEHHS IIUIYHKOBUX ITIAHAYIAPHUX KicT. LI 3MiHU €
¢bizionoriyHNM HACMigKOM BUPaXKeHOT0 IPUTHIUEHHS CeKpelil MIyHKOBOT0 COKY, MalTh
noOpOosIKiCHY Ta 000POTHY IIPUPOMY.

3MeHIIIeHHS KUCIOTHOCTI JTyHKOBOTO COKY i3 OyIOb-IKUX IPUYUH, Y TOMY YKCIIi BHACTIiIOK
3actocyBanHs ITIT], npu3BoauTh 00 30iNbIIEHHS Y IUTYHKY KinbKOCTi 6aKTepil, 1110 3a3BUYaill HasABHi y
IIIJTYHKOBO-KUIIKOBOMY TpakKTi. JIlikyBanHs ITIII Moxe merio 36inbIlyBaTh PU3UK IUTYHKOBO-KUIIKOBUX
indexkiy, 3ymoBneHux, Hanpuknag, Salmonella Ta Campylobacter, i y rocniTani3oBaHUX Mali€HTIB, -



MOXKJUBO, TaKoxX Clostridium difficile.
Himu.

Y nnare60-KOHTPOIbOBaHOMY HociigkeHHi (98 xBopux BikoM Bif 1 mo 11 Mics1iB) oliHIOBaIUCh
eekTUBHICTH Ta Oe3MeKa 3aCTOCYBaHHS JIiIKapChKOTO 3aco0y B Nalli€eHTIB i3 03HaKaMu Ta
cumnroMamu 'EPX. E3omenpason 1 Mr/kr 1 pa3 Ha o0y BBOAWUIM ITEPOPAIbHO MIPOTATOM 2 TUXKHIB
(BimkpuTa (aza), a 80 marieHTiB 0y10 BKIIOUEHO IPOTATOM 4 NOOATKOBUX THUXKHIB (IIOABiliHA Clima,
dasa Bigminu nikyBaHH:). He crocTepiranock CyTTeBOI pi3HUII MiX e30Menpa30y0M Ta Ijanebo
1010 NOCATHEHHS IEPBUHHOI KiHIIEBOl TOYKY Ta IPUIIMHEHHS JIIKyBaHHS Yepe3 NOTipIIeHHS
CHAMIITOMIB.

Y nnare60-KOHTPOIbOBAHOMY HOCIigKeHHi (52 mamienT BikoM <1 micsiiist) omiHioBanu eeKTUBHICTh
Ta Oe3MeKy 3aCTOCyBaHHS JIikapchbKoro 3aco0y B marieHTiB i3 [EPX. E3omemnpa3zon 0,5 Mr/kr 1 pa3 Ha
no0y BBOIUIIY ITepopaibHo npoTsaroM MiHiMmyMm 10 muiB. He 6y10 cyTTEBOI pi3HUL MiXk
€30MeIpPa30JIoM Ta Ijanedo 00 IePBUHHOI KiHIIeBOl TOYKH 3MiHM KiTbKOCTi BUMIAAKiB CUMIITOMIB
I'EPX nopiBHSIHO 3 BUXiIHUM PiBHEM.

PesynbTaTy, oTprMaHi B IIpoLieci JOCTigXKeHb 3a Y4aCTIO Malli€HTIB AUTSAYOTO BiKYy, TOKa3ylOTh, 1110
no3u e3omenpa3soiny 0,5 mr/kri 1,0 Mr/Kr y HemoBiaT BikoM <1 micsang i 1-11 micauiB BigmoOBigHO
3HUKYIOTh CepPefiHiil BilCOTOK Yacy BHyTpimHbOCTpaBoxigHoro pH <4,0. IIpodins 6e3neku
3aCTOCyBaHHS JIiIKapChKOT0 3aC00y BUSIBUBCS IOIOHUM [I0 TAKOTO ¥ HOPOCIIHX.

Y mocnigeHHi, TpoBeOeHOMY 3a y4dacTio nefiaTpuyHux nanieHTis 3 'EPX (Bikowm Big <1 mo 17 pokis),
gKi orpuMyBanu TpuBae nikyBaHHS IIIT1, y 61 % miteu cnocTepiranacs rinepmnna3sisgs ECL-kmiTux
HE3HAYHOTO CTYTIEeH, IIOM0 KOl KJTiHiYHa 3HAaUYUMICTh Oyia HEBifOMOIO; PO3BUTKY aTpoidyHOTO
racTpuTy abo KapurHOIOHUX IyXJIMH He Big3HA4aIocs.

dapmakoKiHemuxka.
Posnodia.

YsBHUM 00’€M PO3IOMINY ¥ CTalliOHAaPHOMY CTaHi y 3[I0POBUX JOOPOBOJIBIIIB CTAHOBUTH IIPUOIIN3HO
0,22 n/kr macu Tina. E3omenpa3son Ha 97 % 3B’s13yeThCs 3 OimKaMu IIJ1la3MU KPOBI.

Memab6oi3zm ma sugedeHHA.

E3oMenpa30i1 MoBHiCTI0O MeTab0Ti3yeThCss CUCTEMOIO IuToXpoMy P, (CYP). OcHOBHA YacTHHA
MeTaboIi3My e30Menpa30i1y 3amexuTh Bif mojaimopdroro CYP2C19, mio BigmoBigae 3a yTBOPEHHS
rimpokcu- Ta mecMeTuIMeTaloJIiTiB e30Menpa3oiy. Pemta MeTa0os1i3aMy 3abe3neuyeThCs iHITI00
crerudiunoo i3opopmoro, CYP3A4, 110 BiANOBia€e 3a YTBOPEHHS €30MeINpa30i1y CylIbGoHy,
OCHOBHOT'0 MeTa0boJIiTy y IJ1a3Mi KPOBi.

HuxxueHaBeneHi mapaMeTpu Bimo6paxaiTh epeBaXHO ¢hapMaKOKiHETUKY V 0Cib i3 GpyHKI[iOHATbHUM
CYP2C19 dpepmenToM, TOOTO MIBUAKKUX MeTa00I1i3aTOPiB. 3arabHUM MIa3MOBUH KITIDEHC CTAHOBUTH
npu6nu3Ho 17 51/ropuHy micas ogHOPa30Bol [03U Ta MPUOIN3HO 9 JI/TOAKUHY MiCsA ITOBTOPHOTO
3actocyBaHH4. [lepion HamiBBUBe#eHHS (t,,) TiKapchKoro 3acoly i3 Ina3Mu KpoBi CTAHOBUTH
npu6nu3Ho 1,3 romuHY IPU IIOBTOPHOMY 3acTocyBaHHi 1 pa3 Ha mo0y. E3oMenpa30i1 MoBHICTIO
BUBOIUTHCS i3 TIJ1a3MU KPOBi MiX IMpuiioMaMu, TeHOEHIIIl 10 10T0 HaKOMUYeHHS B OpPraHi3Mi mpu
3acTtocyBaHHi 1 pa3 Ha o0y He crocTepiraetscsa. OCHOBHI MeTa0oJIiTH €30Menpa30ily He BIIJINBAIOTh
Ha CEeKpellilo IIYHKOBOT0 COKy. Maiixke 80 % mepopalbHOl 03U €30MeNnpPa30ly BUBOOAUTLCS Y
BUTJISAAI MeTaboMiTiB 3i ceuelo, pemiTa - 3 KajoM. MeHire 1 % BUXiIHOI CIIOIYKY BUBOAUTHCS 3i
ceuero. AUC 3pocTae mpu IOBTOPHOMY 3aCTOCYBaHHI e30Menpa30iy. Lle 3pocTaHHSA 3aJIeXXUTh Bif



I034 Ta MPU3BOOUTL IO YTBOPEHHS HENiHIMHOI 3a/1e2KHOCTI MiX 103010 Ta AUC micyist TOBTOPHOTO
3acToCyBaHHS. Taka 3a/Ie’kHICTh Biff 4aCy Ta 403U 3yMOBJIEHAa 3HUXKEHHSIM IPECUCTEMHOTO
MeTab01i3My Ta CUCTEMHOT0 KJIipeHCY, CIPUYUHEHOT0, BIpOTiIHO, TPUTHIYeHHIM HepMEHTY
CYP2C19 e3omemnpa3onoM Ta/abo #oro cynbpoHOBUM MeTaboiToOM.

[Tpu MOBTOPHOMY 3aCTOCYBaHHi ikapCchbKoro 3acoby B fo3ax 40 M y BUTTIALI BHYTPIIIHbOBEHHUX
iH’eK1Iil cepeqHsa MaKCUMalbHa KOHIIEHTpPALlis HOT0 Y IJIa3Mi KPOBi CTAHOBUTD IMIPUOIU3HO

13,6 mkMmomnb/n. CepeqHss MaKCMMaJllbHa I1a3M0Ba KOHI[EHTpAIlid MiC/s BiAMOBIIHUX IIepopalbHUX
[03 CTAaHOBUTH NMPUOIN3HO 4,6 MKMOJIB/NI. MeHIe 3pocTanHHd (mpubnu3no Ha 30 %) 3arasbHOI
€KCIIO3UIli] Bil3Ha4Ya€ThCS IPU BHYTPIIIHHOBEHHOMY 3aCTOCYBaHHI ITOPiBHSAHO i3 TepOpaabHUM
npuiioMoM. Big3HaueHo JiHiliHE J0303aIeXkHe 3POCTaHHS €KCIIO3Ullil TPU BBeIEHHI €30Menpas3oiy y
BUTJISIMi BHYTPIiIIHbOBEHHOI iHGY3ii TpuBanicTio 30 xBunuH (y mo3i 40 mr, 80 mr a6o 120 mr) i3
IIOfla/IbIIIMM MOT0 BBeIEeHHSM Y BUTJISAAL TprBaoi iHdys3ii (3i mBupkictio 4 Mr/roguny abo

8 mr/roguHy) npoTaroM 23,5 TOOUHM.

ITauieHmu ocobaugux 2pyn.

ITosinbHi Memaboaizamopu.

[Tpubnusuo 2,9 1,5 % HaceneHHs He Mae PyHKITioHanbHOTO PepmenTy CYP2C19 i Ha3uBaeThHCA
NOBiIbHUME MeTabonizaTopaMu. Y 1ux ocib MeTabomi3M e30Mernpa3oiy, UMOBIpHO, KaTasli3yeThCs
nepeBaxkHo CYP3A4. ITicnst 6araTopa3oBOro IepopanbHOro MpuiioMy e30Merpa3oiy B 7o03i 40 Mr

1 pa3 Ha o0y cepeqHs 3araibHa eKcro3utlis Oyna npubau3Ho Ha 100 % BUI0I0 y TOBITBHUX
MeTaboizaTopis, Hixk y ocib i3 pyHKkmioHanbHUM dpepmerToM CYP2C19 (muBugkux MeTabo1i3aTopis).
CepenHs MakCcHMaJsbHa KOHIIEHTpAIlis y m1a3Mi KpoBi Oyna migBuieHa npubau3uo Ha 60 %. [TomiOHi
BIIMIHHOCTI CIIOCTEpirajaucs i Ipu BHYTPIIIHEOBEHHOMY BBE[eHHI e3o0Melpa3o:y. Lli nani He
BUMAararnTh 3MiH y [03yBaHHI e30Menpa3olly.

Cmame.

[Ticns 0mHOPa30BOI0 IIEePOPAIbHOTO IPUUOMY €30Melpa30iy B 0031 40 Mr cepefgHs 3arajabHa
eKCIT03uIlis y KiHOK nmpubnu3no Ha 30 % BuIlla, HiXK y YOJIOBIKiB. 3a/iexkKHOI Bifi cTaTi pi3HuUIl He
Bifl3HAYA€ETHCS IIPYU IIOBTOPHOMY 3aCTOCYBaHHI JTikapchkoro 3acoby 1 pa3 Ha go0y.

[Toni6Hi BifMIiHHOCTI crioCTepiranucs npyu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI e3oMenpa3oiny. Lli naHi
He BIIJIUBAIOTh Ha NO3YBaHHS €30Menpa30ly.

ITopyweHHA pYHKUIT neyiHku.

MeTabo71i3M e30Menpa30ily y NallieHTiB i3 IeTkuMu ab0 IOMipHUMY NOPYIIeHHAME GYHKII Ie4iHKA
Moxke OyTH MOpyIIeHUM. Y NalieHTiB i3 TAXKKUMY IOPYIIeHHAME QYHKIIl IeYiHKY IIBUAKICTD
MeTab0s1i3My 3HUKYETHCS, BHACIIIIOK YOT0 3arajbHa €KCII03HUIlis e30Menpa30y 3pOCTa€e BOBidi.
Tomy namienTtam i3 'EPX Ta TAXKUMY NOPYIIEeHHIMY (DYHKIIII IeYiHKYU He CIIif IepeBUIyBaTH
MakcuManbHy f03y 20 MT. Y pa3si Bupa3KH, 0 KPOBOTOUUTE, Ta TAKKHUX MOPYIIEHb (PYHKIIil TeYiHKA
micyis BBEEHHS 1M04YaTKOBOI 00Jt0cHOI o3u 80 MT BBeIeHHS JIiKapChKOTro 3ac0o0y y BUTJISAI TPUBAJIOl
BHYTPIIIHbOBEHHOI iHOY3il 31 HIBUAKICTIO MaKCUMyM 4 MT/TOOUHY IPOTAToM 71,5 TomuHU MoXKe OyTH
nocTtaTHiM. E3oMernpa3on abo #oro OCHOBHI MeTa0OIIiTH He BUSBISIOTh TEHIEHII] 10 HAKOTMYEeHHS
Ipu 3acTocyBaHHi 1 pa3 Ha go0y.

ITopyweHHA pYHKUiIT HUPOK.

He mpoBogumocst JOCTigKeHb 3a y4acTIo Malli€HTiB 3i 3HUKEHO0I0 PYHKITi€I0 HUPOK. OCKiTbKY HUPKH
BiIIOBiNalOTh 3a BUBEEHHS MeTabO0IiTiB €30MeIpa30iy, ajie He 3a BUBEIEHHSI OCHOBHOI CITOTYKH,
3MiH MeTabo0i3My He 04YiKy€eThCA V TAI[iEHTIB i3 MOPYIIeHHSIMHU GYHKIII HUPOK.



IHauieHmu snimHb0o20 8IKYV.

MeTabo71i3aM e30Menpa30ily He3HaYHUM YHHOM 3MIiHIOETHCS B 0Cib miTHROTO BiKy (71-80 pokis). Jdimu.

Y paHI0OMi30BaHOMY BiIKPUTOMY MiKHapOJHOMY HOCIigKeHHi 6araTopa3oBuX 103 €30MeIpa3oJ
3aCTOCOBYBa/IM IIJITXOM 3-XBUIMHHOI iH'eK1il 1 pa3 Ha go0y npoTaroM 4 pHiB. Bcboro B mocmigxkeHHS
Oymo 3amy4yeno 59 miteit BikoM Bim 0 mo 18 pokis, 50 3 skux (7 miTeit BikoM Bim 1 10 5 pokKiB)
3aBepIIUIIK OOCITIXKEeHHS Ta 3a pe3yIbTaTaMu SKuX Oy/I0 oiHeHO papMaKOKiHETHKY e30Mempa3oy.

Y Tabnuni 1 mpefcTaBiaeHO Pe3y/IbTaTH CUCTEMHOTO BIIMBY €30Menpa30ily micis
BHYTPIIIHbOBEHHOI'0 3aCTOCYBAHHS LIUISIXOM iH €KIIil TPUBAJIICTIO 3 XBUJIMHYU Y IeAiaTPUYHUX
TIAIiEHTIB Ta OPOCIMUX 3[OPOBUX HOOPOBOIIBLIIIB. 3HAUEHHS B TaOnulli 1 mpefcTaBIeHO Y BUTTISA
reOMeTPUYHUX CepefHix (giama3ony). o3y 20 Mr a1 JOPOCINX 3aCTOCOBYBAJIX LIIAXOM iHDY3il
tTpuBasictio 30 XBUnrH. MaKcUMabHy PiBHOBaXKHY KOHIIEHTPALIif0 JTikapCchKoro 3aco0y B MJia3Mi
KpoBi (Cg, ,.,) OLIHIOBAIX Yepe3 5 XBUJIKH IIiCJIA BBeleHH NO3U Y AiTeH Y BCIX BIKOBUX Ipylax, a y
NOPOCTIUX MallieHTIiB - Yepe3 7 XBUJIMH IicJis BBeOeHHA 03U 40 Mr i 1o 3aKiHYeHHIO iHDy3il y m03i
20 mr.

Tabmuig 1

BikoBa rpyma [lo30Ba rpyma AUC (MKMOIB*T/1) Cqs, 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 micsmip* 1,0 mr/kr (n = 6) 10,5 (4,5-22,5) 7 (4,5-14,0)
1-5 pokiB 10 Mr (n=7) 7,9 (2,9-16,6) 4 (4,4-17,2)
6-11 pokiB 10 Mmr (n = 8) 6,9 (3,5-10,9) 6(3,1-13,2)

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

20 MT (n = 6)** 10,1 (7,2-13,7) 1(3,4-29,4)
12-17 pokiB 20 MT (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 rpymna Big 0 go 1 MicsAus BKJtoYasa MalieHTiB 3i CKOpUTOBAHUMU BiKOM (Cyma
BHYTPIIIHbOYTPOOHOTO BiKy Ta BiKy IiC/ig HaPOOKEHHS Y MOBHUX TUXKHSX) =32 MOBHUX TUXKHIB Ta
<44 nosHUX TUXKHIiB. BikoBa rpyna Bif 1 go 11 micsauis BKito4asa naui€HTiB 31 CKOpUTOBAaHUM BiKOM
>44 TOBHUX TUXKHIB.

**[[Ba marjieHTa Oy/TM BUKJTIOYEHi: OfuH, GisIbII HMOBIPHO, V 3B’A3KY 31 3HMKEHOI0 aKTUBHICTIO
izopepmenty CYP2C19, gpyru#i - y 3B’43Ky 3i CynyTHIM 3acTOCyBaHHSM iHTiOiTOpa i30epMeEeHTY
CYP3AA4.

3rigHo 3 mobynoBaHoi Mogemnio Cg, .. MiCIA BHYTPIIIHBOBEHHOT'O BBEEHHS €30MeINpa30iIy MIISIX0M
10-xBunuuHOI, 20-xBUnuHHOI Ta 30-XBUIUHHOI iHOY3il 3MEHIIUTHCS B cepegHboMy Ha 37-49 %,
54-66 % Ta 61-72 % BiANOBIHO y BCIX BIKOBUX I'pyllaxX Ta I'pyllaxX fO03yBaHHS IIOPIBHAHO 3i
3HayeHHAM C,, .. MiCIs 3-XBUIIMHHOL iH €KL

Kniniuni xapakKTepuCTHKH.



IToxka3auns.

Llopocai:

® AHTI/ICGerTopHa Tepani;{ y pa31, KOJIK HEMO2KJINBO 3aCTOCOBYBATHU HepOpaHBHHfI IIAax
BBENEHHA, HallPUKIIad:

- racTpoe3odareantHa pediokcHa xBopoba (I'EPX) y nauieHTiB 3 e3odariTom Ta/abo TIKKUMU
CHMIITOMaMu pPeQIIioKCy;

- JIiKyBaHHS BUPA30K IIIYHKA, TIOB’I3aHUX 3 TEPAIIi€l0 HECTePOITHUMHU IPOTU3ANaIbHUMHU
3acobamu (HII33);

- IonepeaKeHHs BUPa30K IIJIYHKA Ta OJBaHAALSTUIIAJOl KUIIKHY, TI0B’I3aHUX 3 Teparmieo HI133,
y TaI[i€HTIB, SIKi BXOAATD OO I'PYNHU PU3UKY.

e [IpodinakTvKa ITOBTOPHOI KPOBOTEYi Y MAlliEHTIB IiCIIsT €HAOCKOIiYHOT0 TiKyBaHHS r'OCTPOI
KPOBOTEYi BHACIIIOK BUPA3KH IIJTyHKA a00 IBAHAAISTUIIAIOL KUIITKH.,

IHimu eikom 8i0 1 do 18 pokia:

L AHTI/ICGerTopHa Tepar[iﬂ y pa3i, KOJIX HEMOXKIINBO 3dCTOCOBYBATH nepopaHLHHﬂ IIgax
BBEOEHHS, HAIIPUKJIIAI:

- ractpoe3odareanbHa pedmokcHa xBopoba (I'EPX) y namieHTiB 3 epo3uBHUM pPe(IIOKCHUM
e30dariToM Ta/ab0 TIKKUMU CUMITOMaMu pedIiioKcy.

IIpomunoka3saHnus.

- [TigBuIleHa YyTIUBICTH [0 Hil0Y0l PEYOBUHU €30MeIpa3oly, iHIINX 3aMillleHuX
6en3uMina3oimiB a6o mo Oymb-5SKOI 3 JOTIOMIXKHUX PEYOBHH IILOTO JTIKapChKOT0 3aco0y.

- E3oMmernpa3son, gk i inmi ITII1, He ciig 3aCTOCOBYBAaTH OJHOYACHO 3 aTa3aHaBipoM Ta
HesbinaBipoM (IuB. po3min «B3aemopis 3 iHIIMMY TiKapCbKUMU 3aco0aMu Ta iHIN BUOW B3aEMOMIN»).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
Bnaue e3zomenpasony Ha (papMakokiHemuky iHwux AikapcvkKux 3acobis
IHeibimopu npomeasu

BinsHaueHa B3aeMOfisl oMenpa3oily 3 JesKuMU iHribiTopamu npoTea3u. KniHigyHa 3HAYYILIiCTE Ta
MeXaHi3MU LIMX B3a€EMOZiM He 3aBXKAu Bimowmi. [ligBuinieHHs piBHA pH LITyHKOBOTO COKY B IepPiof
Teparil oMerpa30ioM MOXke 3MiHIOBaTH BCMOKTYBaHHS iHTi6iTOpiB mpoTea3u. [HIII MexaHi3Mu
B3a€eMOfil MOXKJKBi yepe3 npurHidueHHs CYP2C19. 3HuKeHHSI CUPOBATKOBOI'O PiBHS aTa3aHaBipy Ta
HeJl(iHaBipy BiA3Ha4Yan0Cs IpPU OGHOYACHOMY 3aCTOCYBaHHI OMenpa3ojly, TOMY CYIyTHBEO
3aCTOCOBYBATH IIi TiKapChKi 3aco0M He peKoMeHAyeThcsa. CYyImyTHE 3aCTOCYyBaHHS oMempa3ony (40 mMr
1 pa3 Ha moby) 3 ata3anaBipom 300 mr/putoHaBipoM 100 Mr y 3mOpoBUX TOOPOBOJIBIIIB CIIPUYUHSIIIO
3HaYHe 3HUXKEHHS eKCI03ullil aTa3aHaBipy (3HuXKeHHS AUC, MakcuManbHOI KOHIeHTpalil (C,,.,) Ta



MiHiMasnbHOI KoHIleHTpallii (C,,,) mpubnu3no Ha 75 %). ITimBuineHHs 103U aTa3aHaBipy mo 400 Mr He
KOMIIEHCYBAaJIO BIJIUBY OMeIIpa30Jly Ha eKCI03ULil0 aTa3aHaBipy. CylyTHE 3aCTOCYBaHHSA
omenpa3ony (20 mMr Ha mo0y) 3 aTrazaHaBipom 400 Mr/puToHaBipom 100 MT y 300poBUX HOOPOBOJIBIIIB
3HUIKYBAJIO €KCIIO3UIIiI0 aTa3aHaBipy npubaru3Ho Ha 30 % MOpiBHSIHO 3 €KCIO3UIIi€l0, Big3HaYeHO0
IIPU 3aCTOCyBaHHi aTasaHaBipy 300 mr/putonaBipy 100 mMr 1 pa3 Ha go0y 0e3 3aCTOCyBaHHS
oMmermnpa3oay B 0o3i 20 Mr Ha go0y. CymyTHE 3acTOCyBaHHS oMernpa3ony (40 Mr Ha mo0y) 3MeHIITyBaio
cepenni 3HauenHs AUC, C,., Ta C,,, HendiHaBipy Ha 36-39 %, a cepenni 3nauenus AUC, C,., ta C_,,
(dhapMakoI0TivHO aKTHBHOTO MeTabomiTy M8 Ha 75-92 %. ITinBuIieHHsT KOHIIEHTpPAallil CakKBiHaBipy
(110 3aCTOCOBYBABCS OHOYACHO 3 PUTOHAaBipoM) y cupoBaTii KpoBi (80-100 %) crmocTepiranocs npu
CYIIyTHBOMY 3aCTOCYBaHHi oMenpa3ony (B 1o3i 40 mr Ha go0y). OMenpa3on y no3i 20 Mr Ha foby He
BIIJINBAB Ha €KCIIO3UIIiI0 JapyHaBipy (IIJ0 3aCTOCOBYBABCS OOHOYACHO 3 PUTOHABIPOM) Ta aMIIpeHaBipy
(y moeguanHi 3 puToHaBipoM). E3oMenpa3on y mo3i 20 Mr Ha g00y He BIIJIMBaB Ha €KCIIO3HUIIiI0
aMIpeHaBipy (y moegHaHHi i3 puToHaBipoM ab0 OKpeMo). 3aCTOCyBaHHS OMeIpa3oiy B 7o3i 40 Mr Ha
moOy He 3MiHIOBAJIO €KCIIO3MUIIi0 JIOMiHABIPY (Y MOENHAHHI 3 puTOHaBipoM). Yepe3 momiOHICTh
bapMakoguHaMigHNX e(PeKTiB Ta (papMaKOKiHETUYHUX BIaCTUBOCTEU OMENPAa30Jly Ta €30Menpa3oiy
CYIYTHBO 3aCTOCOBYBaTH €30MeIIpa30Jil Ta aTa3aHaBip He PEeKOMEHYETLCS, a CYIIyTHE 3aCTOCYBaHHS
€30MeInpa3oiy Ta HeipiHaBipy IPOTUIIOKA3aHe.

Memompexcam.

[Ipu 3acTocyBaHHiI MeTOTpeKcaTy pa3oM i3 II1II iioro piBeHb MigBUIYBaBCA y OEIKUX Ial[l€HTIB.
Moxe OyTH OTpiOHE THMYACOBE MIPUIIMHEHHS IIPUIAOMY €30MeIpa3oiTy Py 3aCTOCYBaHHI
METOTPEKCaTy y BeIMKUX 403aX.

Takpoaimyc.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI €30MeIpa30i1y IOBIOMIISJIOCS PO MiABUILIEHHS PiBHS
TaAKpPOJIIMyCy B CUPOBaTLi KPoBi. [I0TpiOHO MPOBOAUTH IIOCUIEHNI MOHITOPUHT KOHIIEHTPAIlil
TAKPOJIIMyCy, a TaK0XK (PyHKIIiI HUPOK (KJIipeHC KpeaTuHiHy), IpU HeoOXigHOCTi
BiIKOPUT'YBaTU NO3yBaHHS TaKpOJIIMYCY.

Jlikapcuvki 3acobu, BCMOKMYBAHHSA AKUX 3daexcumsb 8i0 pH.

[IpurHiyeHHS LITYHKOBOI CeKpellil Ha T Tepallil e3omMenpa30i1oM Ta iHmuMu IT1I1 MoKe IpU3BOOUTH
no mocnabneHHs a0o MOCUIEeHHSI BCMOKTYBaHHS JTiKapchKuX 3ac06iB, abcopOilis AKUX 3a7eKUTh Bif
piBHS pH IITyHKOBOTO COKY. 7K i IpX 3aCTOCYBaHHI iHIIKX JTiIKAPChKUX 3ac00iB, 1110 3MEHIIYIOTh
KUCJIOTHICTh IIJTyHKOBOT'O COKY, BCMOKTYBaHHS TaKUX IIpernaparis, K KETOKOHA30JI, iTpaKOHa30J1 Ta
epnoTuHi6, MoXKe mociabII0BaTUCS, @ BCMOKTYBAHHS IUTOKCHUHY - TIOCUJTIIOBATHCS B TIepiof
3aCTOCYBaHHS e30Menpa3oiy. [Ipu cynyTHbOMY 3acTOCyBaHHiI oMenpa3ony (20 mr Ha go0y) Ta
IUTOKCUHY V 3[0POBUX OOPOBOJIBILIB, 6iomocTymHicTh purokcuny 3pocrasna Ha 10 % (mo 30 % y mBox
i3 mecsaTH ydyacHUKiB). TOKCHUYHI epeKTU OUTOKCUHY Bif3Hadanucs 3pigka. OgHaxK ciif
IOTpUMyBaTUCS 00ePeKHOCTI IIPU 3aCTOCYBaHHI BUCOKHKX 03 €30MeIpa30ily MallieHTaM JIiTHbOTO
Biky. HeoOxigHO MOCUNIUTY MOHITOPUHT KOHIIEHTpAllii AUTOKCUHY y KPOBi MallieHTa.

Jlikapcuki 3acobu, w,o memaboaizyromscsa CYP2C19.

E3omemnpazon npurhiuye CYP2C19 - ocHOBHU#M pepMeHT, 1110 MeTabo1i3ye e3omernpa3oi. ToMy mpu
IIOEIHAHHI €30MeINpa3osy 3 JTiKapChbKUMHU 3aco0amu, 110 Metabomni3yioTecst CYP2C19, TakuMu SIK
Iia3emnam, IUTal0NpaM, iMimpaMiH, KJIOMinpaMiH, (GeHiTOIH, KOHLIEHTpallisl [UX IIpenapartiB y Ia3Mi
KPOBi MOXke 3pOoCTaTH i Moxke OyTH IOTPiOHUM 3MeHIIeHH 1X [03. [JoCmiKeHH B3aEMO/il in vivo i3
3acToCcyBaHHSIM (popMu JTiKapChKOTro 3aco0y [y BHYTPIITHROBEHHOTO BBEJIEHHS V BENIUKUX Ho3ax (80
Mr 8 Mr/roguHy) He IPOBOOYIIKCS. BIITMB e30Menpa30i1y Ha JTiKapChKi 3aco0w, 110 MeTaboTi3y0ThCs
CYP2C19, Ha Tni TaKOT0 pexXuMy JiKyBaHHS MOXKe OyTH OiNbIl BUpaxkKeHuM, i 3a malieHTaMu



IIPOTSATOM 3-I€HHOTO TEePioAy BHYTPIIIHEOBEHHOT'0 BBEIEHHS JTIKapChKOT0 3aco0y CITif MUIJIbHO
CTEXKUTHU LIOA0 PO3BUTKY HeOaXKaHUX SIBUIII.

Hiaszenam.

CynyTHil nepopanbHui npuitoM 30 MT e30Menpa30i1y IPHU3BOAUB 10 3HUKEHHS KJIipeHCy cy0cTpaTty
CYP2C19 miazenamy Ha 45 %.

deHimoiH.

[Tpu cynyTHBROMY IIepopabHOMY 3acTocyBaHHI 40 MT e30Melpa3oiy Ta GeHiToiHy MiHiManbHa
KOHILIEHTPallis (peHiTOIHY y MIa3Mi KPOBi XBOPHUX Ha eminernciio 3pocTasna Ha 13 %. PeKkoMeHOy€eThCS
KOHTPOJIIOBATH KOHIIEHTpalio (eHiTOIHYy y IIJIa3Mi KPOBi Ha IT0YATKy Tepallil e30Menpa30JioM Ta IIpu
1l IpUNIMHEHHI.

BopukoHa3zoa.

3actocyBanHs omenpa3ony (40 mr 1 pa3 Ha go0y) cipuuuHsno 3poctanus C,,, Ta AUC,
BopukoHa3ony (cyoctpaty CYP2C19) Ha 15 % Ta 41 % BigmosigHo.

Iusocmasoa.

OwMmenpa3son, 5K i e3oMmenpason, € inribitopom CYP2C19. V 3mopoBux 0oOpOBOJIBIIB y Ipolieci
IIepeXpPecHOro AOCHIAKEHHS 3aCTOCYBaHHSI OMenpa3oi1y B f03i 40 Mr nmpu3BoAusio oo 3poctaHHs C,,,
ta AUC umnocta3ony BigmoBigHo Ha 18 % Ta 26 %, a OmHOTO i3 10T0 aKTUBHUX MeTaboMiTiB - Ha 29 %
Ta 69 %.

ITuzanpuo.

CynyTHill nepopanbHu# npuitoM 40 MT e30Menpas30ily Ta UU3alpuay y 300pOBUX OOPOBOJIBIIIB
npu3Bonus fo 30inbmenHs AUC Ha 32 %, a t,, - Ha 31 %, ane 3HauHOro nigsumenss C, ., UA3aNpULY
y ma3Mi KpoBi Bin3HaueHo He Oyno. HeBenuke nogoxkeHHs iHTepBany QTc, 110 Big3Havanocs mpu
3aCTOCyBaHHI IM3alpPUAY OKpeMo, He 30ibIIyBaocs pX 3aCTOCYBaHHI IU3anpuay y KoMOiHallil 3
€30MenpPa3oiioM.

BapgpapuH.

[Ipu cynyTHBOMY IIEepOpasbHOMY 3acTOCyBaHHI 40 MI e30Menpa30Jly nallieHTaMy, IKi IpuiMaiu
BapdapuH y paMKax KJIiHIYHOTO JOCIiAKEeHHS, Yac 3CiqaHHs KPOBi 3aIMIIaBCA Y MexXax iHTepBaiy
IPUNYCTUMUX 3HaueHb. OfHAK y IOCTMapKEeTUHTOBUH IIepiof Ha TJIi 3aCTOCYBaHHS [1epOPaIbHOI0
e3oMernpa3ony 0ynu Big3HaueHi Kilbka OKPeMUX BUIIAOKIB KITiIHIYHO 3HAYYIIOTO MigBUIEHHS
MiKHapOOHOTO HOpMasi3oBaHOro BigHomeHHsS (MHB) npu cymyTHBOMY 3aCTOCYBaHHI LIUX
JiKapchbKuX 3aco0iB. PeKOMEeHAYETHCS MTPOBOOUTH MOHITOPUHT Ha IOYATKY Ta HANIPUKIHII CYITyTHLOTO
3aCTOCyBaHHS €30Menpa30ily Ta BapdaprHy a0o iHIIMX KyMapuHOBUX MOXigHUX. K/0nidoepes.

PesynbraTu oninku papmakokinetuunol (OPK)/bapmakoguramivnol (O]1) B3aemopil MixK
KJIomigorpesieM (HaBaHTaXyBasibHa fo3a 300 Mr/mifgTpuMyioda go3a 75 MTr Ha [o6y) i e30Menpa30yioM
(mepopanbHo 40 Mr Ha [o0y), OTPUMAHI Iif Yac NPoBefeHHS JOCIiKeHb 3a y4acTi0 30POBUX
noOpPOBOJIBLIIB, TOKA3aJIM 3HUKEHHST eKCII03UIlii aKTUBHOT'0 MeTabO0JIiTy KJTOMIiIOrpeIio B CEpPeIHbOMY
Ha 40 % i 3HUXKeHHT MaKCUMaJbHOI0 TOKa3HUKa iHribyBaHHs (iHmykoBaHoi AII®) arperauii
TPOMOOLUTIB V¥ cepemHbOMY Ha 14 %.

[Tig yac mpoBemeHHs OOCTIAXKEHHS 3a YYacTIO 3[M0POBUX T0OPOBOIIBIIIB, KOJIM KJIOMigOTPellb



3aCTOCOBYBABCST pa30M i3 €30MeIpa30JioM Ta alleTUIICailnIoBoi0 KucaoTow (ACK) y dbikcoBaHil
koMmbiHanii o3 (20 mr 81 Mr BifmOBiAHO) MOPIBHAHO i3 3aCTOCYBaHHAM KJIOMiLOTPENTIO V BUTTIAI
MOHOTepaIlil, Bif3Havanocs 3HUKEHHS eKCIIO3UIll aKTUBHOTO MeTaboIiTy KIOMmigorpesnto Malixke Ha
40 %. OpmHak MaKCHMalbHi piBHi iHriOyBaHHs (iHgyKoBaHOol AII®) arperaiiii TpoMOOIIUTIB y KX 0Ci0
Oy OOQHAKOBUMHU Yy TPYIIi 3aCTOCYBaHHS KJIOMIIOIPesIio IK MOHOTepallii i B rpyIi 3acToCcyBaHHS
KJIOTigorpento pa3oM 3 e3oMmenpa3onom i ACK. V criocTepeKHUX i KITIHIYHAX OOCTiAXKEHHAX
OTPUMaHO CYIepeydInBi faHi momo KiaiHiuaux acnekTiB ®K/®]] B3aemMoii e30MeInpa3oity om0
OCHOBHHUX CEPIIEBO-CYIMHHUX SBUII. fK 3amo0iKHMI 3aXi OQHOYACHOTO 3aCTOCYBaHHS
€30MeIpPa3osTy Ta KJIOMigorpeso HeoOXiTHO YHUKATH.

AmokcuyusniH abo XiHiOUH.

Byno mokasaHo, 110 e30Menpa30J1 KIiHiYHO 3HaYylle He BIINBAB Ha (hapMaKOKiHETUKY
aMOKcULuIiHY abo XiHiguHY.

Hanpoxkcen abo pogekokcub.

[TpoTATOM KOPOTKOYACHUX HOCTI/IZKEHb CYIYTHHOTO 3aCTOCYBaHHS €30MeINpa30y 3 HallPpoKCEHOM abo
poderoKkcrOoM KOOHOI hapMaKOKiHETUYHOI B3aEMOIil moMiueHo He Oyn0. Bniue iHWux AiKapcbKux
3acobis Ha (papmakokiHemuKy e3omenpasony.

E3omenpason metabomnizyetscsas CYP2C19 ta CYP3A4. CynyTHe niepopajibHe 3aCTOCyBaHHS
e3omernpa3sony Ta inribitopa CYP3A4 knaputpoMinuny (500 Mr 2 pasu Ha mo0y) IpU3BOOUIO OO
nonBoeHHS AUC e3oMenpa3zony. CynyTHe 3aCTOCYBaHHS €30Melpa30ily Ta KoMOiHoBaHOTro iHTibiTOpa
CYP2C19 ta CYP3A4 moxKe IPU3BOAUTH [I0 3POCTaHHS €KCIIO3UIlil e30Menpa30i1y Oinbie HiX yaBidi.
[uridiTop CYP2C19 ta CYP3A4 BopukoHa3on 36inenryBaB AUCT omemnpa3sony Ha 280 %. Kopexkiiis
[03U €30MeNpa30ily He 3aBXKAU NOTpi0HA B TaKUX cUTyalisax. OgHak BoHa MoXe OyTu HeoOXigHOI0
[JIS TIAIi€HTIB i3 TAXKKUMU NOPYIIeHHAMY QYHKIIIl IeUiHKY Ta Y BUNlafiKaX, KOIH II0Ka3aHe
INOBrOTpUBaJe JIiKyBaHHS.

Jlikapcuki 3acobu, ski iHOykytomb akmusHicms CYP2C19 ma/abo CYP3A4.

Pucdammninun Ta 3Bipo6iii, Hanpukiag, 3gaTtHi ctTumyioBaTd CYP2C19 uu CYP3A4 a6o obunBa I1i
(bepMeHTH, MOXKYTh 3HUKYBaTH KOHIIEHTPALIil0 €30Menpa30Jly y CHPOBATLi KPOBi IMIITXOM IIOCUIEHHS
roro metabomizmy.

iTH.

HocmigXeHHs JTiKapchKol B3a€MO/Iii TPOBOAMIMNCS TiJIbKU 3@ Y4aCTIO JOPOCIIHX.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Y pasi 6yab-IKuX TPUBOXKHUX CUMIITOMIB (Hallpukiaf, 3HauHe HernepegOayyBaHe 3HUKEHHS
MacH Tinla, mepioguyHe Gyi0oBaHHS, gucdaris, remateMe3uc abo MejeHa) Ta IIpU Mifo3pi Ha
BMPA3KY IIUTYHKa 4Y¥ IIpH 11 HASBHOCTI CITiJ] BUKJTIOUUTH 3JI0SIKiCHE 3aXBOPIOBAHHS, OCKIJIbKU
E30IpOTEKT MOXKe MPUXOBYBAaTA CUMIITOMHU Ta 3aTPUMYBaTH BCTAHOBJIEHHS [1arHO3Y.

LI 1yHKOBO-KUWKOBI iHpeKUii.



Tepamis ITITI MoXe femio 30iMbITyBaTH PU3UK IUIYHKOBO-KUIIKOBUX iH(MEKIiN, TaKUX K iH(DeKIil,
3ymoBneHi Salmonella Ta Campylobacter (onuB. po3nin «®apMakoguHaMiKa»).

BemokmyeaHHA aimamiHy B,

E3omemnpa3sor, 5K i Bci mikapchki 3acobu, 1110 6710KYI0Th CEKPeLiio KUCTIOTH, MOXKe IIPUTHIYyBaTH
BCMOKTYBaHHS BiTaMiHy B,, (iaHoK0OamamMiny) BHACIigoK rimo- abo axnopriapii. Lle cmig matu Ha
yBa3i Iof0 MallieHTiB 3i 3HMKEHUM 3aracoM BiTaMiHy B opraHi3mi abo (akTopaMu pusuKy
NOTipIIIEHOTO BCMOKTYBaHHS BiTaMiHy B,, Ipu mOBroTpuBaiil Teparmil.

I'inomazHiemis.

Bunagku TAXKKO1 rinoMarsieMil Bif3Hadannucs y nauieHTis, ski npuiimManu II1I1, Taki gk e3oMenpasoi,
IIPOTSITOM IIOHAWMEHIIIe TPHOX MiCs1iB, a V¥ OiNbINOCTI BUMIAAKIB - IPOTSATOM POKY. [imomaruieMis
MOXKe MaTHy CephOo3Hi IPOsIBY, TakKi K BTOMa, TeTaHis, Jelipiii, CyIoMHU, 3allaMOPOYEeHHS Ta
IIJTYHOYKOBa apUTMisl, ajie IX pO3BUTOK MOXKe OyTU IIOCTYIIOBUM Ta JIUIIATUCS HETOMideHuM. Y
OiNBIIOCTI MAIlieHTIB i3 rimoMartHieMi€lo cTaH MOKpaIyBaBCs IIiCIs 3aMiCHOI Teparil MarHieM Ta
NpunvHeHHs 3acTocyBaHHd IITI1.

[ManieHTaM, A SKUX IepefdadaeThCsa TPUBAIKY KypC JIiKyBaHHS a0o gki npuiimaiots II1I1 i3
OUTOKCHHOM YH JIiIKapChKUMHU 3acobaMu, 3TaTHUMU CIPUYMHSATHY TiloMarHieMito (Hampukiag, i3
IiypeTHKaMu), OOLiTbHUM MOKe OyTH BUMIpIOBAHHS PiBHS MarHiio mepep modaTtkom teparrii ITIIT Ta
IIePiOAUYHO IPOTATOM JIIKyBaHHS.

Pusuk 8BuHUKHEHHA nepesoMis.

ITITI, oco6uBO IpHU 3aCTOCYBaHHI Y BUCOKMX 03aX Ta IIPOTSATOM TPUBAJIOTO mepiony (>1 poky),
MOXKYTb JEII0 MiJBUILIYBAaTH PU3UK IIEPEJIOMY CTEerHa, 3ar’siCTs Ta Xxpe0Ta, TepeBaXHO y NallieHTiB
JTHBOTO BiKy abo 3 iHImIMMU HaKTopaMu pU3UKy. Pe3ynbTaTy OTJISHOBUX JOCIiIKEeHb CBig4aTh, 10
ITIIT MOXKyTh MigBUILyBaTH 3arajabHuM PU3UK mepesioMiB Ha 10-40 %. [lesiK010 Mipoio 1ie MiiBUILEHHS
Moxke OyTH 3yMOBJIEHO iHIIMMU (haKTOpaMu pu3ukKy. [1aIfieHTiB, SKUM 3aTrPOXKy€ PU3UK OCTEOIIOPO3Y,
CJIif NTiKyBaTH BiATIOBITHO [0 Oi0YWX KJTIIHIYHUX PeKOMEH[allill, TaKOXK IM CJIiff OTPUMYBaTH HaJIeXKHY
KiIbKiCTh BiTaMiHy D Ta Kasbliiio.

ITi0eocmpull WKipHUl Yep8oHUl 80BYAK.

3actocyBanH4 II1I1 0B’ A3y10Th i3 AyKe PIAKICHUMU BUIIaAKaMU PO3BUTKY MiATOCTPOTO LIKIPHOTO
YepBOHOT0 BOBYaKa. SIKINO BUHUKAE YpaKeHHs, 0COONMBO Ha AiNITHKAX, 1[0 3a3HAIOTh BIIJIUBY
COHSTYHOT'O CBiTJIa, i Ile CYyMPOBOMKYETHCS apTPaATi€lo, MallieHTy HeoOXimHO HeralHO 3BEPHYTHUCS [0
miKkaps, IKUW pO3TrJisHe HeoOXigHICTh NPUNKMHEHHS 3aCTOCYBaHHS JTiKapchKoro 3aco0y E30mpoTeKT.
BuHMKHEHHS MigTOCTPOTo MIKipHOTO YePBOHOTO BOBYAaKa y MAalli€HTIiB IiJ Yac ImomepefHboi Tepatil
ITIIT MoxXe MiABULIUTYA PU3UK MOTO PO3BUTKY IIpU 3acToCcyBaHHi iHmmx IITI1.

KombiHauis 3 iHWuUMu Aikapcbkumu 3acobamu.

He pekomeHOy€eTHCS 3aCTOCOBYBATH €30MeNpa30jl OMHOYACHO 3 aTa3aHaBipoM (IUB. PO3Min
«B3aemogis 3 iHIIUMY JTiIKapCbKUMH 3aco0aMu Ta iHIII BUAX B3a€EMOfiN»). FAKII0 3aCTOCYyBaHHS
KoMOiHartlii aTazaHaBipy 3 ITII1 BBaxKa€eTbCST 000B’I3KOBUM, PEKOMEHIYETHCS MUIBHO CIIOCTEPIraTu 3a
MallieHTOM Ta MiABUIIUTH 403y aTa3aHaBipy Ao 400 mr y noegHaHHi 31 100 Mr puTOHaBipy; H03y
e3omernpa3sony 20 Mr nepeBuIlyBaTH He ciif. E3omemnpa3sorn - inridiTop CYP2C19. Ha mo4aTKky Ta
HaIIPUKIHIII Tepallil e30Menpa30jIoM CJIii BpaX0ByBaTH MOXKJIMBICTh B3a€EMOI 3 TiIKapCbKUMHU
3acobamu, o MeTabommidyoTbecst CYP2C19. Big3HaueHo B3a€MOZi0 MiX KIIOIiorpesieM Ta
OMETPa307I0M (OuB. po3min «B3aeMopmis 3 iHITMMY JTiKapChbKUMU 3aC00aM¥ Ta iHIIII BUOM B3AEMOIi»).



KriniuHa 3HAYyIIiCTh ITi€l B3a€MOil TOYHO He BU3Ha4YeHa. fK 3amo0iKHUM 3axil He PeKOMEHIYETLCS
OIHOYACHO 3aCTOCOBYBATHU €30MeNpPa30Jl Ta KIIOMiIOTpeIb.

Tascki wkipHi nobiyHi peakuii (SCARS).

[lig 4yac nikyBaHHS €30MeNpPa30JI0M IOBIOMIIAIIOCS IIPO AyKe PIOKICHI BUNIaAKU TAXKKUX IIKIPHUX
nob6iunux peakiin (SCARSs), BKII04HO 3 epuTteMolo baraTopopmuoo (EM), cungpomom CTiBeHCca -
IxoHcoHa (S]S), TokcuuHuM enigepmanbHUM HekpoizoM (TEN) Ta peaxiiieio Ha nikapCbKuit 3aci6 3
eo3uHODiniew0 Ta cuctemEuMu cumnromaMu (DRESS), ki MoXKyTh HECTH 3arpo3y XUTTIO.

[MamienT MaloTh OyTH MOiH(GOPMOBaHI TPO MOXKIUBI 03HAKY Ta CUMIITOMHU TSIKKUX IIKipHUX
nobiynux peakiitt EM/S]JS/TEN/DRESS i moBuHHI HeraitHO 3BepTaTUCS 3a KOHCYJIbTALIi€l0 IO CBOTO
nikaps y pasi mosiBu 6yab-IKUX XapaKTEPHUX 03HAK ab0 CUMIITOMIB.

Y pasi mosiBu 03HAK Ta CUMIITOMIB TSKKHX IKiPHUX PeaKIfii MOTPiOHO HETalHO IPUIUHUTH IIPUHAOM
€30MeIpa3osly Ta HafJjaTh [OfaTKOBY MEOUYHY JOIOMOTY abo 3abe3neunuTy peTebHUM KOHTPOJIb
cTaHy natienTa. He moTpi6HO NOBTOPHO MpU3HaydaTH JiKapchbKui 3acib maiieHTaM 3 6araTopopMHOI0
eputemoio, cuagpomoM CriBeHca - [[2KOHCOHa, TOKCUYHUM elliflepMaibHUM HEKPOJIi30M Ta Peakllieio
Ha JIiIKapChKUM 3aci6 3 e03uHOGITIEI0 Ta CHCTEMHUMY CUMIITOMAMU.

Bnaue Ha pe3ysbmamu 1abopamopHux aHaisie.

[TipBuimenu# piBeHb CgA MoXKe 3aBakKaTH OiarHOCTUII HEWPOEHOOKPHUHHUX IyxuH. [Ilo6 mporo
YHUAKHYTH, CJIii TAMYaCOBO MPUIUHUTHU 3aCTOCYBaHHS €30MeNpa30y lIoHalMeHIIIe 3a II'ITh AHIB [0
BUMipioBaHHA piBHA CgA. dkiro piBHi CgA Ta racTpuHy He HOPMaJli3yBauCh MiC/Isl I04YaTKOBOTO
BUMIpIOBaHHS, CIIiI IPOBECTU IIOBTOPHI BUMipIOBaHHSA yepe3 14 nHiB micid BigMminu nikyBaHHd IITI1.

Baoicausa iHpopmauisa npo 00NOMINHCHI peuo8UHU.

KoxeH (akoH mikapCchbKoro 3aco6y MiCTUTL MeHIIe 1 MMOJIb HaTpio, ToOTO E30IPOTEeKT MPaKTHYHO
BIIbHUY Bif] HATpiO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00i0.

Hani mopmo 3acTocyBaHHS E30MpOTEKTY B Iepiof BariTHOCTI oOMexkeHi. [lelrno Oinbiia KinbKiCTh JaHUX
eMigeMionoTiYHUX JOCTiXKeHb 3aCTOCYBaHHS palleMigHOl CyMillli oMenpa30ily B Iepiof BariTHOCTI
CBiTYUTH IIPO BiICYTHICTh PU3UKY BPOAKEHUX Baf Ta PETOTOKCHYHOTO BIINIKUBY. [lOCIiIXKEHHS Ha
TBapUHaX He BUSBUIHN IIPSMOTro abo ormocepenKOBAHOIO IIKIiIIUBOTO BIIJIUBY Ha eMOpiodeTanbHMi
po3BuUTOK. [TaHi mocimKeHb pareMiyHol CyMillli y TBApUH He CBig4aTh mpo 6e3mnocepenHiit abo
OTI0CepPeIKOBaHUM IIKiAIMBUY BIIJIMB Ha BaTiTHICTD, IMOJIOTH YU IiCISIIOIOTOBHY PO3BUTOK.
[Tpu3HauaTy aikapchbKui 3acid E30mpoTeKT BariTHUM XKiHKaM ciiif 3 o0epexkHicTio. [ToMipHa
KiTBKICTh faHuX o000 BariTHuX XkiHoK (Big 300 mo 1000 BumapakiB BariTHOCTI) BKa3y€ Ha BiCYTHICTh
MasbhopMaTUBHUX ePeKTiB ab0 TOKCUYHOTO BIIMBY €30MeNpa30Jly Ha CTaH IJIOfa/3I0POB s
HOBOHAPOMKEHO1 IUTUHU. Pe3ynbTaTi AOCHiAXKEeHb HAa TBAPUHAX CBiA4YaTh IIPO BiACYTHICTh MPSIMOl YU
OTI0CepeKOBAHOI MIKiAIMBOIL Ail TiKapchKoro 3aco0y Ha penpoayKTHBHY (GYHKIIII0 3a paxyHOK #0ro
TOKCUYHOT'O BILJIUBY.

[Iepion rogyBaHHA TPYAOIO.

HesigoMo, 41 IpoHUKa€E €30MeIpasoyl y IpyagHe MOJIOKO. [IoCIiAKeHb 3a Y4acCTIO XKIiHOK, SIKi TOAYIOTh
TPyAnto, He IpoBoauiiocs. E3oMenpa3ort He ClIifi 3aCTOCOBYBATHU B IIEPIOf TOLYBaHHSA I'PYLLIO.



QOepTUNLHICTS.

Pe3ynbTaTi gocmigKeHb palleMidHOl CyMillli OMepa30/y Ha TBapHHaX BKa3yl0Th Ha BiICYTHICTh
BIIJIUBY OMeINPa30i1y Ha GepTUIbHICTE ¥ pasi mepopasbHOr0 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y.

30amHicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MeXaHi3Mamu.

E3oMenpa30i1 BUSIBIISIE MiHiMaIbHUH BIIJIMB Ha 3[aTHICTh KEPYBAaTH TPAHCIOPTHUMH 3acobamu abo
IpaloBaTy 3 iHImMMME MexaHidMamu. 3adikcoBaHo Taki HeOaxkaHi peakilii, SK 3allaMOPOYEHHS
(HeyacTo) i HeUiTKiCTh 30py (HeuacTo) (muB. po3min «I1obiyHi peakiii»). AKIO Taki po3naau
CIIOCTEpIralmThCs, MallieHTaM He CJIifl KepyBaTHd TPAaHCIOPTHUMU 3aco0aMy Ta IPAIlOBATH 3 iHIIUMHU
MexaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Io3yBaHHI.
Llopocai.

AHmMuceKkpemopHa mepanis y pasi, K0OAu HeMO}#CAUB0 3aCMOCO8Y8AMU NepopasbHull WaAAX 88e0eHHS
[TamieHTaM 3aCTOCOBYIOTh JTiIKapChKUM 3acib mapeHTepanbHo y m03i 20-40 Mr 1 pa3 Ha moby. [o3a mns
TalieHTIB i3 pedmokcHUM e30daritoM ctaHoBuTh 40 Mr 1 pa3 Ha goOy. [lo3a [ys malieHTiB, sSKi
OJIepXKYIOTh CUMIITOMaTUYHe JIiKyBaHHS pediokcHOI xBopobu, ctaHoBUTEL 20 Mr 1 pa3 Ha fmo06y.

[Ipu nikyBaHHI BUpPa30K LIIyHKA, 3yMOBJIEHUX 3acTocyBaHHAM HII33, 3Bu4yaliHa 103a CTaHOBUTH
20 mr 1 pa3 Ha 100y.

Ins 3amobiraHHs BUpa3KaM IUIYHKA Ta [ABaHAILSTUIIAI0l KUIIKY, 3yMOBJIeHUM Teparieto HII33,
nalieHTaM I'pyIy pU3UKY MPU3HAYaloTh JTiKapCchkuit 3aci6 y mo3i 20 mMr 1 pa3 Ha g00y.

3a3Buyail TiKyBaHHS 3@ JOIIOMOI0I0 JIiIKapChKOT0 3ac00y [Jig BHYTPIllTHbOBEHHOTO BBEJIEHHS €
KOPOTKOTPHUBAJIUM, TAI[iEHTIB CJIifi IEPEBOAUTH Ha IepopaibHe 3aCTOCyBaHHS JIiIKapChKOTO 3aco0y
SKOMOTa IIBUAILLE.

Kopomkompuease niompumMaHHA 2eMocmasy ma npogiasakmuka noemopHol Kpogomeui y nauieHmis
nicas eH00CKONiuHO20 NiKYBAHHS 20CMpPOi Kposomeui 8HACAIO0K 8UPA3KU WAYHKA a6O
0saHadusamunaaoi KUuwkKu

[Ticns TepamneBTUYHOI HAOCKOIIil TOCTPOI KPOBOTEUi BUPA30K IITyHKA ab0 ABAHAMALATHUIIAN0] KUITKY
BBOIATH 80 MT JlikapchKoro 3aco0y y Burisaai 6omocHoi iHdy3il TpuBanicTio 30 XBUNIKH, HICSA YOTO
IIPOJIOBXKYIOTh BBEIEHHS JIiIKapChKOT0 3ac0o0y y BUTJISAMI TPHBAIOl BHYTPIIHEOBEHHOI iHOY3ii 3i
IIBUAKICTIO 8 MI/TOOMHY BIPOJOBXK 3 [HIB (72 roguH).

[Ticns mapeHTepabHOTO JiKYBAHHS TePaIllilo CJIifl IPOMOBXKUTY 3a JOIIOMOTO0I0 IIepopajbHUX 3aco0iB,
110 IPUTHIYYIOTh KUCJIOTHY CEKPELIilo.

Cnocib 3acToCyBaHHS.

[HCTpyKUil i3 MPUTOTYBaHHS BiIHOBIIEHOTO PO34YMHY HaBefeHi y JaHOMY po3fini Hux4de («IHCTpyKil



i3 3acTOCyBaHHS, BAKOPUCTAHHS Ta YTUIi3allil (Y BiIMTOBIgHUX BUIIaAKaX)»).
IH exuii.
[To3a 40 Mr.

5 MJI BifHOBJIEHOTO PO3YUHY (8 MI/MJI) BBOASATH Y BUIJISIMI BHYTPILIIHbOBEHHO] iH €KIIil TPUBAJIICTIO
IOHaWMeHIIIe 3 XBUJINHH.

[To3a 20 mr.

2,5 M1, a0 MIOJIOBUHY BiIHOBJIEHOTO PO3UUHY (8 MTI/MJI), BBOASTE Y BUTJISIAL BHYTPIlIHEOBEHHOI
iH’€K1il TpUBAJIICTIO IOHaMeHIIe 3 XBUINHA. HeBUKOPHUCTaHUM PO3YUH yTUII3YIOTh.

IHya3il.
Ilo3a 40 mr.

BimHOBNEHUI PO3YMH BBOASATH Y BUTJISAI BHYTPIIIHEOBEHHOI iH(Y3ii TpuBanictio 10-30 xBuuH. [Jo3a
20 mr.

[TonoBuHY BiIHOBIEHOTO PO3UMHY BBOASTH y BUTJISIAI BHYTPIIIHEOBEHHOI iH(Y3ii TpuBanictio 10-30
XBUJIMH. HeBUKOpUCTaHUM PO3YUH YTUITI3YIOTh.

BbontocHa mo3a 80 mr.

BimHOBnEeHUI PO34YMH BBOASATH y BUTJISAI TPUBAJIOl BHYTPIITHROBEHHO1 iHQy3il mpoTsarom 30 XBUJIKH.

[To3a 8 Mr/ronuHy.

BimHOBNEeHUI pO34YMH BBOASATDH Y BUTJISAI TPUBAJIOl BHYTPIlTHROBeHHOI iHQY3il mpoTsarom 71,5 rogunu
(po3paxoBaHa MBUAKICTE iHGY3il 8 Mr/roguHy; TEPMiH IPHUAATHOCTI BiTHOBIEHOTO PO3YHNHY BKa3aHUM
y po3zini «TepMiH IpUOaTHOCTI»).

ITayieHmu ocobaugux 2pyn.
ITopyweHHA pYyHKUiI HUDPOK.

II71s malienTiB i3 mopyueHHsIMU QYHKIII HUPOK KOPEKIIis 03U He € HeoOXximHo0. OCKIIbKY IOCBig
3aCTOCyBaHHS JIIKapChKOT0 3ac00y MallieHTaM i3 TSKKO0I0 HUPKOBOIO HEJOCTATHICTIO 00MeKeHUH,
TAKMX IMAIiEHTIB CIIif JTiKyBaTH 3 00ePexkKHICTIO (OUB. po3min «PapMaKOKiHETHKA»).

IMopyweHHA pyHKUII neviHKu.

F'EPX: marjieHTam i3 nerkuMu abo IOMipHUMY NOPYIIeHHAME (YHKIIIl Ie4iHKYA KOPEKIis N03U He
notpibHa. ITamieHTaM i3 TIKKUMU NOPYIIeHHAMY QYHKIII TeYiHKY He CITif IepeBUIlyBaTh
MakcuManbHy 003y E3zonporekTy 20 Mr (ouB. po3pin «dapMakoKiHETHKa»).

Bupasky, 1110 KpOBOTOYATh: MallieHTaM i3 TerkuMu abo MoOMipHUMH MOPYIIEeHHIMU QYHKIIII MediHKu
KOPEKIIisd 103U He MOoTpibHa; malieHTaM i3 TIKKAMHU MOPYIIeHHSIMU QYHKIII eYinKy micisa BBeOeHHS
104aTKOBO1 60/II0CHOI 703U JTiKapchKoro 3acoby E3ompoTekT ang indysiit 80 Mr noganblile BBeIeHHS
niKapchKOro 3aco0y y BUTJISAI TPUBAJIOl BHYTPIlTHROBEHHOI iH(DY3ii 3i mBHUAKiCTIO 4 MT/TOOUHY
npotsarom 71,5 roguHu Moxe OyTH JOCTaTHIM (OuB. po3nin «dapMaKoOKiHETHKa»).

ITauieHmu AiMHb0O20 BIKY.



Kopekilisg no3u He moTpidHa.
Himu.

[T03yBaHHS.

Limu sixom 1-18 pokis.

51K 3acib 015 npueHiueHHA WAYHKOBOI ceKpeuii y pasi, Koau nepopasbHull npuliom AiKapcbkozo0
3acoby Hemodxcausull

[TamieHTaM, Ki He MOXKYTb IIPHKAMATH JIiKapChKi 3ac00M ITepopasibHO, B paMKax Iepiofy MOBHOTO
nikyBaHHsI [EPX peKoMeHI0BaHO BBOOUTH IIpenaparT apeHTepanbHo 1 pa3 Ha fo0y (0o3u BKa3aHo y
Tabau 2).

3a3Buyail TiKyBaHHS 3@ JOTIOMOI0I0 JIIKaPCHKOT0 3aC00y 7T BHYTPIIlTHbOBEHHOTO BBEIEHHS Ma€
TPUBATH HEOOBTO, MALi€HTIB CJIiJ IePEeBOOUTH Ha IepOpPaIbHUM IPUHMOM JTiIKapChKOro 3aco0y sSKoMora
IIBUAIIIE.

Tabmnuig 2

PekoMeHI0BaHi 1031 €30MeMnpa30y AJid BHYTPIIIHLOBEHHOT'O BBEIEHHS

BiKoBA FOVIA JIikyBaHHSI €PO3UBHOT0 Pe(IIOKCHOTO CuMmmnToMaTUyHe JTiKyBaHHS
by e3odarity I'EPX
Maca Tina <20 kr: 10 mr 1 pa3 Ha go0y
1-11 pokis Maca Tina =20 r: 10 a6o 20 mr 1 pa3 Ha 10 mr 1 pa3 Ha mo0y
no0y.
12-18 pokis 40 mr 1 pa3 Ha §ob6y 20 mr 1 pa3 Ha f00y

Cnocib 3acTOCyBaHHS.

[HCTpyKUil i3 MPUTOTYyBaHHS BiTHOBIIEHOTO PO34YMHY HaBefeHi y JaHoMY po3fini Hux4de («IHCTpyKIil
i3 3acTOCYBaHHS, BAKOPUCTAHHS Ta YTUIi3allil (Y BiAIOBIgHUX BUIIaAKaXx)»).

In’eKuii.
Io3a 40 Mr.

5 MJI BifHOBJIEHOTO PO3YUHY (8 MI/M) BBOOATH Y BUTJISILI BHYTPIIIHEOBEHHOI iH €Kil TPUBAIICTIO
IIIOHaVMeHIIle 3 XBUJIUHU.

Io3a 20 mr.

2,5 M7 a0 MOJI0BUHY BifHOBJIEHOTO PO3YKHY (8 MI/MJI) BBOOATH ¥ BUTJIAMI BHYTPIIIHHOBEHHOI iH’€KIIi1
TPUBAJIICTIO LIOHaMeHIe 3 XBUIUHU. HeBUKOPUCTaHUY PO3UUH YTUII3YIOTh.

Ho3a 10 mr.

1,25 M1 BifHOBIEHOTO PO3UUHY (8 MI/MJT) BBOAATE Y BUTTIIAI BHYTPIIIHHOBEHHOI iH €KITil TPUBAJIiCTIO
IIIOHaVMeHIIIe 3 XBUIUHU. HeBUKOPUCTAHUYN PO3YUH YTUTII3YIOTE.

IHyasii.



Ho3a 40 mr.

BimHOBNEHUI pO34YMH BBOASATH Y BUTJISAI BHYTPIIHEOBEHHO]I iHQY3ii TpuBanicTio 10-30 xBunuH. [Jo3a
20 mr.

[TonoBUHY BiTHOBIIEHOTO PO3YMHY BBOLAATH Y BUTJIAA1 BHYTPIITHBOBEHHOI iH(DY3il TpuBamictio 10-30
XBUJIVH. HeBUKOpUCTAaHUY PO3YUH YTUIII3YIOTh.

IOo3a 10 Mr.

YBepTh BiIHOBJIEHOTO PO3YMHY BBOASATH V BUTJISAAI BHYTPITHEOBEHHOI iH(Y3ii TpHUBaMiCTIO
10-30 xBunuH. HeBUKOPUCTaHUY PO3YUH YTUTI3YIOTh.

IHcmpyKuyii i3 3acmocy8aHHA, BUKOPUCMAHHA ma ymuai3dauii (y 8ionogi0HuUx sunadkax).

[lepen 3acToCyBaHHSM BifHOBJIEHUM PO3YMH CJIif Bi3yaJIbHO OTJISHYTU Ha HAsBHICTh YaCTOK Ta 3MiHU
3abapsnenHs. Ciig BUKOPHCTOBYBATH JIUIIE ITPO30PUHM PO3YKMH. PO3YKH MPU3HAYEHUH JIUILE IS
OOHOPA30BOT'0 3aCTOCYBaHHSA. AKINO BeCh BiIHOBIEHUH BMICT (priakoHa He NOTpibeH, HEBUKOPUCTaHUMN
PO3YUH CIIiJ YTUIi3yBaTU BiAMOBIAHO A0 MiCLIEBUX BUMOT.

Po3uwn nong in’exiiu mo 40 Mmr.

CoTytoTh po3uuH Ans in'ekiil (8 mr/mn), momatouu 5 M 0,9 % HaTpito XJIOPUDY AT
BHYTPIIIHEOBEHHOI'0 3aCTOCYBaHHS [0 (p1akoHa e3omenpa3omny 40 mr.

BigHOBneHU po34YuH IS iH'€KIIiN mpo3opuii Ta 6e30apBHUM a00 TPOXH KOBTYBATOTO KOILOPY.
Po3uun g4 indy3iu mo 40 mr.

FoTy0Th PO34YUH A7 iHQY3il, pO3UMHSAIOUH BMICT OOHOTO (hiakoHa e3oMenpa3ony 40 mry 100 mn
0,9 % xmopuay HaTpioo A1 BHYTPILIHLOBEHHOTO 3aCTOCYBaHHS.

Po3uun gng indvy3ii mo 80 Mmr.

CoTyi0Th PO3YUH 714 iHQY3il, PO3UNHSAIOUN BMICT ABOX (pr1akoHiB e30Menpa3oiny 1o 40 mry 100 mn
0,9 % xmopuay HaTpio A1 BHYTPILIHLOBEHHOTO 3aCTOCYBaHHS.

BigHoBneHuit po3uuH st iHdy3iit npo3opuit Ta 6e36apBHUIL @60 TPOXK XKOBTYBATOTO KOJILOPY.

Himu.

3aCTOCOBYIOTH [IiTSIM BiKOM Bim 1 poky SK 3acib Oy aHTUCEKPETOPHOI Teparltii y pasi, Konu
IepopaabHUK IPUMOM HEMOXKIIUBUM.

Ilepedo3yeanHsi.
IocBim HABMUCHOTO TIEPENO3yBaHHs Ha JaHWM Yac qyKe 00MeXeHUH.

Cumnmomu. CuMIITOMaMH, 1[0 BUHUKAJIU BHACIIIOK ITepopaibHOMY npuiioMy mo3u 280 Mr, 6ynu
IIPOSiBY 3 OOKY LIITYHKOBO-KHUIIIKOBOTO TPAKTY Ta cnabKicTh. Pa3oBuil mepopanbHuii mpuiiom 80 mMr
€30Menpa30ily Ta BHYTPIIIHbOBEHHE BBeeHH 308 MI e30Merpa30i1y IpoTIroM 24 TOOWH HaCTigKiB
He CIIPUYUHSIIH.



JlixyeanHA. CrenudiyHui aHTUOOT HeBimoMuii. E3oMemnpa3oil 3HaUHUM YUHOM 3B’ SI3Y€EThCS i3
OiTKkaM¥ T1a3MH KPOBi, TOMY ITOTaHO BUBOAUTHCS 3a MOMOMOTOIO fiani3dy. 4K i y pa3i Oyab-siKoro
IIlepeno3yBaHHS, CJIi HagaTd CUMIITOMaTAYHe JIIKyBaHHS Ta BKUTY 3arajJbHUX MIATPUMYIOUYUX

3aX0miB.

ITo6iuni peakuii.

Pestome npogiaw 6e3neku 015 0i0yoi peyoguHuU

Cepeq Tux HeOaXKaHUX peakKIlii, sIKi HalvacTile 3yCTPivaloThCA il Yac IPOBeNeHHs KITiHiYHUX

MOCIiI2KeHb (a TAKOXK y Iepiof MiC/IsIpeeCTPaliiHOr0 3aCTOCYBaHHS €30MeIpa30ily), BiaMidarTsCS

roJyioBHUY 0inb, Oinb y KUBOTI, fiapes Ta HymoTta. OKpiM Toro, mpodins 6e3meKu 3aCTOCyBaHHS

€30Menpa3oiTy € OMHAKOBUM [JIs1 Pi3HUX JTiKapChKUX GopM, MOKa3aHb [AJIS IPU3HAUYEHHS JTiKyBaHHS,

BIKOBUX TpyT Ta MOMYyJALil nauieHTiB. [lo303amexHux HebaxkKaHNX peakllii BUSIBIEHO He OyII0.

ITepeaik HebadxcaHux peakuitl (Qus. mabauuio 3).

HuxyeHaBeneHi HebGaxaHi peakilil 6ymu BusBieHi abo migo3poBanucs y mporpami KiiHivHrX
IOCIiIZKeHb e30Melpa3oily IIpyu Horo nepopasbHOMY ab0 BHYTDPIIIHLOBEHHOMY 3aCTOCYBaHHi, a
TaKOXK IIiff 9aC TOCTMapKEeTUHI0BOI'0 CIIOCTEPEXKEHHS 3a IepOPaIbHUM 3aCTOCYBaHHSIM

€30MeIpPa3ony.

Bci mo6iuHi peaxkirii mpuBeieHO 3a CUCTEMOIO KJIacCiB Ta OpraHiB Ta 4aCTOTO0: qyXke dacTo (=1/10),

yacTo (= 1/100 - <1/10), seuyacto (= 1/1000 - <1/100), pigko (= 1/10000 - <1/1000), myxke pigKo
(<1/10000), yacToTa HeBifoMa (He MOXKYTh OyTH OLiHEHi 3a HaSBHUMU NaHUMHU).

Tabmnuig 3

Becmuby1pHO20
anapamy

Krnac cucteM opraHis HactoTa Heb6axaHuit eQekT
3 6oky Kposi ma Pigko JleliKoTeHiss, TPOMOOLIMTONEHIS
iimpamuyuroi cucmemu  |yxe pinko  |ArpaHyIoIWTO3, TAHIMTONEHIs
3 60Ky imyHHOI cucmemu |Pigko Peakllil rimep4yTIUBOCTI, HAIPUKa[ rapsyika,
QHTiIOHEeBPOTUYHMH HAOPSK Ta aHadiTaKTUYHI
PeaKIii/IoK
3 6oky 06miHy peuosuH, |Heuacto [Tepudepruynuil HabPSK
Memaboaizmy Pinko CinoHaTpiemis
JacToTa Cimomaruiemis (muB. po3min «OcoO6muBOCTi
HeBigoMa 3aCTOCYBaHHS»); TSIKKa ¢popMa rinmoMartiemil Mmoxe
KOpeJoBaTH 3 TimoKanbllieMi€ro. I'imomaraieMis
TaK0XkK M0xe OyTU IOB’g3aHa 3 TinokKasieMieo.
3 60Ky ncuxiku Heuacto be3CcoHHs
Pigko 30ym:KeHHs, CITyTaHiCTh CBiMOMOCTI, mempecis
[lyxke pigko |Arpecis, ramonuHanii
3 6oky Hepeogoi cucmemu [HacTo [onoBHUY 0inb
HeuacTto 3amaMOpOYeHHS, IapecTesis, COHMUBICTD
Pinko [lopyIlIeHHs CMaKy
3 60Ky opaaHis 30py HeuacTo HeuiTkuu 3ip
3 6oky opaaHie cayxy ma |Hewyacto BepTuro




peakuii y Micli 86e0eHHs

3 6oky pecnipamopHoi  |Pimko bpoHxocnasm
cucmemu, Op2aHis
epyoHoi KaimKu ma
cepedoCmiHHA
3 60Ky WyHK080- YacTo bBinb y )KUBOTI, 3aI0p, fdiapesi, METEOPU3M,
KUWKO08020 mMpaxkmy HymoTa/0II0BaHHS, 3aJI03UCTI MOJTINK [IHA IIJTyHKa
(moOposiKicHi)
HeuacTto CyXiCTb y pOTi
Pinko CTOMATUT, MIIYHKOBO-KUIITKOBUIM KaHONUI03
HacToTa MiKpOCKOMIYHUY KOJIT
HeBimoMa
3 60Ky neviHku i HeuacTo [TigBUIleHHS PiBHS IMEe4YiHKOBUX (PEPMEHTIB
Oicogu0BUBIOHUX WsXi8  [Pimko [enaTuT, i3 KOBTSHUIECIO ab0 6e3 Hel
[lyxe pigko [|[ledyiHKOBa HEHOCTATHICTh, eHLledanonaria y
MaIliEHTIB i3 MOEpPeNHbO HAsIBHOIO XBOPO0OI0
MeYiHKN
3 6oky wkipu ma JacTo Peak1iil y micIi BBeeHHSI*
niowkipHoi kaimkosuHu [HeuacTo IlepMaTHT, CBepOiXK, BUCHIIAHHS, KPOIIUB' THKA
Pigko Antomentisi, pOTOUYTIUBICTh
[lyxe pinko |Eputema 6araTopopMHa, cuaapoM CTiBeHCa-
[[2KOHCOHA, TOKCUYHUY elliflepMaibHUY HEKPOJIi3,
peakilis Ha JTiKapcbKuii 3acib 3 eo3uHODinielo Ta
CHCTEMHUMHU CUMIITOMaMHU.
JacToTa [TigrocTpui MIKipHUY YE€PBOHUY BOBYAK (IUB. PO3MIiN
HeBigoMa «Oco0IMBOCTI 3aCTOCYBaHHS»)
3 60Ky onopHo-pyxoeoi  |Hedacto [TepenomM cTerHa, 3am’sacTs abo xpedTa (IUB. PO3Min
cucmemu ma cnoayyHol «Oco0OIMBOCTI 3aCTOCYBaHHS»)
MKAHUHU Pigko ApTpasnris, Mianrisa
[yxe pigko |M’sa30Ba c1abKiCTh
3 60Ky HUPOK Mma [lyxe pinko |[HTepcTunianbHui HeQpUT (Y AeIKUX IAI[iEHTIB
ceuosudinbHOI cucmemu 0HOYaCHO IOBIAOMIISANIOCS IIPO HUPKOBY
HEeIOCTaTHICTh)
3 60Ky penpodykmueHoi |[yxe pimko |iHeKoMacTis
cucmemu ma yHKYil
MO/I0YHUX 30103
3azanvHi po3aadu ma Pinko He3nykaHHS, IOCUJIEHe IOTOBUAIIEHHSA

*Peakliii y MicIli BBeIeHHS CIIOCTepiraiucs nepeBaxHo y OOCTiAkKeHH] i3 3aCTOCYBaHHAM BHCOKUX

I03 JIiKapchKoro 3aco0y mpotsiroM 3 mib (72 roguH).

Heo6GopoTHi mopyIieHHs 30py Bii3HaYalKuCs y IIOOAUHOKUX BUIMIaIKaX ¥ KPUTUYHO XBOPHUX TAIiEHTIB,
SIKi OTPpEMYBaJIi OMeIpa3oJ (pameMaT) y BUTTISAI BHYTPIITHEOBEHHOI iH'€KIIil, 0COOJIMBO Y BUCOKHUX

[03axX, OOHAK IPUYUHHO-HACTIAKOBUM 3B'130K HE BCTAHOBJIEHUU. [lediampuyHa nonyaAauis.
PangoMizoBaHe BiKpuTe MiXKHapoIHe JOCTiAXKeHHs 6yJI0 MPOBEfeHO 3 METOI0 OLiHKU

(dbapMaKoKiHeTHKM 0araTopa3oBOTr0 BHYTPIIIHbOBEHHOI'0 3aCTOCYBAHHS €30MeIPas3oly MpoTsarom 4
IHiB Ipu BBefeHHi 1 pa3 Ha noOy y miteii BikoM Bix 0 go 18 pokiB (muB. po3min «®apMaKOKiHETHKA»).

Bcroro mo ominku 6e3neku 3aco0y 6ymo 3anydeHo 57 maifieHTiB (8 miTei BikoM 1-5 pokiB). HaHi 3
Oe3meku y3romxKyIThCS i3 BimoMuM mpodinem 6e3meku e30Menpa3oy, i HoBUX 3arpo3 6e3merri
TIALiEHTIB BUSBIIEHO HE OYIIO.




IIogidoMaeHHA Npo nido3pro8aHi nobiyHi peakuii.

[ToBimoMIeHHS PO Migo3pioBaHi MOGiYHI peakil micyisg peecTpaliil 1ikapChbKOTo 3aco0y € BaXKIUBOIO
npouenyporo. Lle mo3Bosise NPOAOBKYyBaTH MOHITOPUHT CIIiBBIHOLIEHHS «KOPUCTh/PU3UK» OJIS
BiIMOBiIHOTO NiKapchKOro 3acoby. MemguyHUM IpalliBHUKaM HEOOXiIHO MOBimOMISATH PO Oyab-sKi
mimo3proBaHi moOiuHi peakiril yepes3 HalliOHAIbHY CHUCTEMY IIOBiIOMIIEHb.

Tepmin npudamHocmi. 2 POKH.

@ 1aKkoH 6e3 opu2iHaabHoi ynakosku 36epieamu 0o 24 200uH npu memnepamypi He auwie 25 °C.
TepMmiH 36epieaHHA nicaA NPU20MYBAHHSA PO3YUHY: NPU20MOBAHUL PO3YUH CAi0 He2allHo
gukopucmamu 3 Mikpo06io102iuHOi moyKu 30py.

YMmoBH 30epiranssi.

30epiraTtu B OpuriHanbHi{ yIaKOBIi pu TeMnepaTypi He Buille 25 °C. 30epiratu y HEOOCTYIIHOMY
IS OiTed Mmicti.

Hecymichicmeu. [lanuii mikapchbKui 3acib He CITifg 3aCTOCOBYBATH 3 iHIIMMU JIiIKAPChKUMHU 3ac006aMu,
OKpiM 3a3Ha4yeHuX y po3mini «Croci0 3acToCyBaHHS Ta JO3U».

YnakoBka. ITo 40 Mr y ¢akoni, mo 1 ¢prakoHy B KapTOHHIN KOPOOLIi.

Kareropis Bigmycky. 3a peLenTom.

BupoOHHUK.

BEM Inau Cas. Be Tik. A.C.

Micue3HaxoKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.

Yepkeskou Opranau3 Canau bronresi, Kapaaray Maxarneci, ®aTix bynbsapi Ne 38 Kamaxkri /
Texippmak / Typeuuuna.



