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IHCTPYKUIA

ANSt MeANYHOro 3aCToCyBaHHSA J1iIKapCbKOro 3acob6y

NEMO3AP
(PEMOZAR)

Cknap:
Airoya pedyoBuHa: esomeprazole;

1 dpnakoH MiCTUTbL e30Menpas3osy HaTpilo eKBiBaneHTHO e3oMenpasony 40 mr;
AOMOMIDKHI peYOBMHMN: AVNHATPIO eaeTaT, HaTpito rigpokcna (ANns KopuryBaHHS
pH).

Jlikapcbka cdpopmMa. [MopoLok fiodinizoBaHnn AN po3unHy An4 iH'eKUIn Ta
iHDY3iNn.

OCHOBHI ¢i3nKo-xiMi4YHi B1aCTUMBOCTI: niodinizoBaHa mMaca Big 6inoro o manxe
6inoro Konbopy.

dapMakoTepaneBTU4YHa rpyna.

3acobu pana  nikyBaHHSA MEenTMYHOI BMpa3ku Ta racrtpoe3odarianbHoi
pednoKCHOI XxBopobu. IHri6itopmn npotoHHoro Hacoca. Koag ATX A02B CO5.

DapMaKoONOriyHi B/1aCTUBOCTI.
QapmakognHamika.

E3omenpas3on € S-i3omMepoM oMernpasosly; BiH 3HUXYE CeKpeLuil LWYHKOBOI
KUCOTU LWNSXOM crneundiyHoro uifiboBOro MexaHiamy Aii. E3omenpason €
cneundivyHUM iHribiTOpoM KUCNOTHOI NOMNKU Yy NapieTanbHin KNiTUHI. R- Ta S-
i3oMepun oMenpasosly MalTb 04HAKOBY hapMakKoAMHAMIUYHY aKTUBHICTb.

Micye ta mexaHi3M fii

E3oMenpa3on € cnabkok OCHOBOK; BiH KOHLEHTPYETbCS Ta TPAaHCHOPMYETLCS
B aKTUBHY (POPMY Y BUCOKOKMCIOTHOMY CepefoBULLI CEKPETOPHUX KaHasbLiB
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napieTanbHOi KNITUHW, Ae BiH NpurHiyye depmeHT HYK*-AT®aszy KWMCNOTHOI
NOMMNM Ta NPUTHIYYE K 6a3anbHy, TaK i CTUMYNIbOBaHY CeKpeLitdo KUCNOTH.

Brnaive Ha cekpewuiro LT1yHKOBOI KUC/IOTU

Yepe3 5 aHiB nepopasnibHOro 3acTtocyBaHHA e3omenpa3sony no 20 mrta 40 mry
nauieHTiB 3 cMMNTOMaMM ractpoesodareasnbHoi peditokcHoT xBopobu (FEPX)
piBEHb BHYTPiWHbLOLWAYHKOBOrO pH Buwe 4 BnpoaoBX Aobu 36epiraBcsa B
cepeaHboMy npotarom 13 roamH Ta 17 roaumH BignosigHo. Llen edekt €
OQHaKOBMM He3asieXXHO Bif WNSAXYy BBEeAEHHS e30Menpasosly — rnepopasibHoro
ab0 BHYTpPILWHLOBEHHOIO.

3a A40ONOMOro MAOLWi Nig KpUBOK «KOHUeHTpauis-vyac» (AUC) gk cyporaTHoOro
napamMeTpa MJa3MoBOiI KOHUeHTpauii 6yno NpoaAeMOHCTPOBAHO 3B'A30K MiX
MPUrHIYEHHAM KWCNOTHOI CeKpeuii Ta eKCrno3uuielo nicna nepopanbHOro
3aCTOCYBaHHA e30Menpasony.

Ynpoaosx [06u npuv BHYTPILWHbOBEHHOMY 3acTocCyBaHHi iHPy3ii 80 wMr
e3oMenpasony npotarom 30 XBWIWMH 3 nojanbliMM MpOBeAEeHHSM TpuBanoi
BHYTPIiLWHbOBEHHOI iH(Y3ii B 03I 8 Mr/roa y 340poBux A406p0OBO/bLIB 3HAYEHHS
BHYTpIilWHbOWYHKOBOro pH Buwe 4 T1a Buwe 6 36epirannca B cepegHbOMY
npotarom 21 rognHun 1a 11-13 rognH BiANoOBIAHO.

TepaneBTUYHI eheKkTH NpuUrHidHeHHs1 ceKkpeLii Knciotm

JlikyBaHHA pedntokc-e3odarity esomenpasosioMm B A03i 40 Mr 6yno ycniwHnM
npubnansHo y 78 % nauieHTiB Yyepe3 4 TMXHIi Ta Yy 93 % nauieHTiB yepe3 8
TUXHIB NepopasibHOro NpuUnomy.

Y paHAoMi30BaHOMY noABiMHOMY cninoMy nnaauebo-KOHTPOSbOBAHOMY
KJIHIYHOMY pJocnigXeHHi 764 nauieHTM 3 eHAO0CKOMIYHO NiATBEepAXKEeHOoH
KpoBoTeyel NenTUYHOI Bupaskun O6ynm paHAoMi3oBaHi y rpyny, ska
oTpuMyBasia e3oMenpasos HaTpito, po34nH ans iHdy3in (n=375), abo y rpyny,
o oTpumMysana nnauebo (n=389). lMicna eHAOCKONIYHOrO reMocTasy nauieHTun
oTpuMyBann abo BHYTPilWHbOBEHHY iHdY3it0 80 M e3oMenpasony TpMBanicTio
30 XBWUAMH 3 NoAasnblUMM 3aCTOCYBaHHAM TpuBanoi iHdy3ii B A03i 8 mr/roa, abo
nnauebo npotaroM 72 roguH. llicns no4aTKoOBOro nepiogy TpuBanictio 72
roagMHn BCi MauieHTU OTpuUMyBasu nepopasnbHo npenapat lNemo3ap no 40 mr
npotarom 27 AHIB ANA MNPUrHIYEHHS KWUCAOTHOCTI. YacToTa BUMHUKHEHHSA
NOBTOPHOI KpoBOTeui B Mexax 3 aib ctaHosuna 5,9 % y rpyni, wo oTpumyBana
BHYTpilWHbOBEHHO lNMeMo3ap, nopiBHsaHO 3 10,3 % y rpyni nnauebo (p=0,0256).
Ha 7-n Tta 30-”n geHb nicna NikKyBaHHA 4acTtoTa BWHWKHEHHS MOBTOPHOI
KpoBOTedi y rpyni, wo OTpuMyBasia e€30Menpas3osl HaTpito, MOPIBHAHO i3
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rpynoto, Wo oTpuMmyBana nnauebo, craHosuna 7,2 % npotm 12,9 %
(p=0,0096) ta 7,7 % npotu 13,6 % sianosigHo (p=0,0092).

IHLWI egpeKTH, NoB’si3aHi 3 NpUrHiHeHHsIM ceKpeLlii KUcioTu

Mig 4ac nikyBaHHA aHTUCEKPETOPHUMM MpenapaTtaMu piBeHb racTpuHy B
CUpOoBaTLi KpOBi 36inbWYETLCA Y BiANOBIAb HA 3HMXEHHS CeKpeLii KNCI0TH.

Y [eakux nauieHTiB nig 4ac AOBroTpuMBanoro NikKyBaHHA MepopasibHUM
e30Menpas3osioM crocrtepiranocs 36inbleHHs KiSIbKOCTI
eHTepoxpomadiHonodibHux «knitnH (EXJ1), aKe, MOXnMBO, MoB'sA3aHe 3
NiABULWEHNMN CUPOBATKOBUMU PIBHAMMU FracTPpuUHY.

€ NoBigOMMEHHA MPO Aewo MigBULLEHY YacToTy BUHUKHEHHSA KIiCT LWYHKOBUX
3a7103 Npu [OBroTpMBasioOMy JliKyBaHHI MepopasibHUMU aHTUCEKPETOPHUMMU
npenapatamu. Li 3MiHM € @i3ionoriyHMM HacniAKOM MNEBHOr0 MPUrHiYeHHS
cekpeuii kncnotn. BoHn € obposikicHUMK Ta, MMOBIPHO, 060POTHUMMN.

3HMXKEHHS ceKpeLii WIYHKOBOro COKY BHacnigOK 3acTOoCyBaHHSA 6yab-sKOro
iHFIBITOpY MNPOTOHHOI NMoMnM 36iNbWYE Yy WAYHKY KiNbKiCTb 6akTepin, wo
NMPUCYTHI Y racTpOiHTeCTMHaNIbHOMY TpaKTi B HOPMi. JlikyBaHHS iHribiTopamu
NPOTOHHOI NOMMW MiABULWLYE PU3BMK FacCTPOiHTECTUHaNbHOI iHdekKuii, wWwo
CNPpUYNHEHA, Hanpuknapa, Salmonella abo Campilobacter Ta,
moxnueo, Clostridium difficile y rocniTanbHNUX XBOpPUX.

dapMaKoKIiHETUKA.
Po3riogin

BupaxeHuin o6’eM posnoainy npu piBHOBaXHiN KOHUEHTpauii y 340poBuUX
nobposonbUiB cTaHOBUTL npubnnsHo 0,22 n/kr macu Tina. E3omenpason
3B'A3Y€eTbCA 3 H6ilkaMmn nnasmm Kposi Ha 97 %.

Metabosi3m Ta BUBEAEHHS

E3oMenpa30s NoBHICTIO MeTaboni3zyeTbCs 3a y4acTo cMcTteMmn LuntToxpomy P450
(CYP). OcHoBHa 4acTuHa MeTaboniaMy e3oMenpasony 3anexuTb Big
nonimopdHoro i3odepmeHTy CYP2C19, BIiANOBIAANbHOIMO 3@ YTBOPEHHS
riapokcu- Ta aesaMmetunMmetabonitiB e3omenpasony. IHWAa 4YacTMHaA 3anexuTb
Big iHwWoro cneuudivyHoro i3odepmenTy, CYP3A4, 4dkun Bignosigae 3a
YTBOPEHHS e30Menpa3only cuab@oHY — rofloBHOro Metabonity B naa3Mi KpoBi.

MapameTpn, WO HaABOAATLCS HUXYE, TrONIOBHMM UYMHOM BigobpaxarTb
dhapMaKkoKiHETUKY B oci6 i3 dyHKLUIOHaNbHNUM
depmeHTOoM CYP2C19 (ekcTeHCHMBHMX MeTabonizaTopiB).
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3aranibHUIN KNipeHC Yy nja3Mi KpoBi CTaHOBUTbL NpubnuaHo 17 n/roa nicns
NpUMoMy 04HOPa30BOiI 403K Ta NpuUbAM3HO 9 n/roa nicns NOBTOPHOIo NPUNOMY.
Mepiog HaniBBMBEAEHHS 3 MJa3MM KPOBi CTaHOBUTb NpubansHo 1,3 roanHu
nicns noBTopHoro npunoMmy pobosoi [o3m. 3aranbHa ekcno3uuia (AUC)
36inbWYETLCA NPN NOBTOPHOMY 3aCTOCYBaHHI e3oMenpasony. Lle 36inbweHHs
€ [0303aleXHUM Ta nNpu3BOAUTb A0  HEeJiHIMHOI  3aneXHOCTi 403U
Big AUC nicna noBTOpHOro npunomy. LA 3anexHicTb Big 4acy Ta [403u
3yMOBJIEHA 3HMXEHHSAM MeTaboniaMy nepworo NpoxXoA)XeHHS Ta CUCTEMHOro
KNipeHcy, Wwo, MMOBIPHO, CNPUYMHEHO npurHiveHHaMm depmeHTy CYP2C19
e30Menpas3osioM Ta/abo noro cynbdOHOBUM MeTaboniToM.

E3oMenpa3on NoBHICTIO BUBOAUTBLCS i3 M1a3MM MiXK NpunoMaMun 4031 Ta He MaeE
TEeHAEHUIT A0 KyMyn4auii npu 3aCTOCyBaHHI NnpenapaTty oAuMH pa3 Ha aoby.

Micng NOBTOPHOro 3aCTOCYBaHHS BHYTPIWHbOBEHHMX iH'eKUin y n03i 40 Mmr
cepegHs MikoBa KOHUEHTpauisa B nnasMi KpoBi CTaHOBUTb NpubnaunsHo 13,6
MKMOJIb/N. CepenHsa rnikoea
KOHUEHTpauia B njaa3Mi KpoBi nicng BiagNOBIAHWMX NepopanibHUX [03 CTa
HOBUTb NpubnnsHo 4,6 MkMmonb/n. [licna BHYTPIWHLOBEHHOrO BBEAEHHS
MOPIBHAHO 3 rMepopasibHUM 3aCTOCYBaHHSIM MOXe CnocTepiraTuca MeHLe
3pocTtaHHsa (NpnbnunsHo Ha 30 %) 3aranbHOi eKCcno3uuii.

OcHoBHi MeTabonitT e3oMenpasosly He BMN/AMBAOTb Ha LWIYHKOBY CeKpeLito
kucnotn. Mamxe 80 % nepopanbHOi 403K e30Menpasonly BUBOAUTLCH Y
BUrNSA4i MeTaboniTiB 3 ceyer, a 3anAMWwoK - i3 dekaniasmMu. MeHw Hix 1 %
He3MiHeHOro npenapaTy BUABNSETbCS Y Ceui.

OcobmBi kateropii nayieHTIiB

MpnbnunsHo y 2,9+1,5 % HaceneHHs He BUCTAYa€E PYHKLIOHANbHOro epMeHTy
CYP2C19 (ix Ha3uBatoTb cnabkmmm metabonizatopamu). BiporigHo, y uux ocib
meTaboniamMm esomenpasonly rosIOBHUM UYMHOM 3AIMCHIOETLCA 3a AOMNOMOror
CYP3A4. licna nosBTOpHOro nepopasnbHoro npunomy 40 Mr esomenpasony 1
pa3 Ha aoby cepeaHsa 3aranbHa ekcno3uuis 6yna npumbnmsHo Ha 100 %
6inbwoto y cnabkmx metabonizatopiB, HiXK B 0Ci6 3 406pnM PYHKLIOHYBaHHAM
depmenty CYP2C19 (ekcteHcuBHMX MeTabonizaTtopie). CepepgHi nMikos.i
KOHUEHTpauii y nna3mi Kposi nigsuwysanuca npnbnunsHo Ha 60 %. MoaibHa
pi3HUUSA criocTtepiranacs npu BHYTPiILUHbOBEHHOMY 3aCTOCYBaHHi
e3oMenpasony. Li pe3ynbTatv He BN/IMBAKOTb Ha A03YBaHHSA e30Menpas3ony.

MeTabo0ni3M e30Menpa3osly He 3a3HAE CYTTEBUX 3MiH Y NALIEHTIB NiTHbOrO BiKYy
(Big 71 po 80 pokiB).

Micna ogHopa3oBOro nepopanbHoro npuromy 40 Mr e3omenpasosly CcepenHs
3aranbHa ekcno3uuis NnpnbnnsHo Ha 30 % 6inbwa y XIiHOK, HiX Yy YONOBIKIB.
Hiskoi pi3HuUi, noB’d3aHOI 3i CTaTTio, He CnocTepiranocs nNpu NOBTOPHOMY
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npunomi npenapaty 1 pa3 Ha aoby. MNoaibHa reHaepHa pi3HMUSA Bia3HaA4Yanacs
Npy BHYTPILWWHbOBEHHOMY 3acCTOCyBaHHi e3oMenpasony. Ui pe3ynbtatu He
BMJIMBalOTb Ha AO3yBaHHA e30Mernpasony.

MeTaboniam e3oMenpas3ony Yy NauieHTiB 3i cnabkoww abo noMipHoto
ANCHYHKLIEID nediHkM Moxe 6yTm nopyweHuMm. LBunakictb meTaboniamy
3HUXKYETLCA Y MAUIEHTIB 3 TAXKMM MNOPYLEeHHSAM @GYHKUiIT nediHkn, LWwo
NnPuM3BOAUTb A0 3POCTaHHSA 3arasbHOl ekcno3uuii e3oMenpasosly B 2 pasu.
TakuMm 4ymHOM, nauieHTam 3 EPX Ta TAXKOK Me4d4iHKOBOK HeAOCTaTHICTIO He
cnig nepeBullyBaTy MakcmMmanbHy o3y 20 Mr. Jna nauienTiB 3 BUpa3kaMu, WO
KpOBOTOYaTb, Ta TAXKOK NEYiHKOBOK HEAOCTaTHICTIO Nicns no4aTKoBol iHY3il
E3omenpaszony HaTpito B A403i 80 Mr npoBeAeHHS TpUBasoi BHYTPILLHbOBEHHOI
iHDy3iil B Ao3i 4 wmr/rogq npotarom 71,5 roaMHm Moxe 6yTn [OCTaTHIM.
E3omenpa3on abo noro ocHoBHi MeTabonitn He MatloTb TEHAEHUIi A0 KyMynsuii
Npuv 3acToCyBaHHi NnpenapaTy 1 pa3 Ha aoby.

Jlocnig)XeHHs 3aCTOCYBAHHSA 3@ Y4YacTH MAUIEHTIB 3i 3HMXXEHOK HWUPKOBOKD
dyHKUiero He npoBoannucs. OCKiNbKM HUPKW BiAMOBiAATb 3a eKCKpeuito
meTaboniTie e3oMenpasosly, ajie He 3a BUBEAEHHHA BWUXIAHOI CMNOJYKM,
ManommoBipHO, Wo6 MeTaboniaMm e3oMenpa3osly 3MiHIOBABCSA Yy NAUIEHTIB i3
NOpYyLEHHAM (PYHKUIi HUPOK.

KniHiuyHi XapaKTepucTuku.

NMokazaHHs.

Lopocni

o AHTUCeKpeTOopHa Tepania y BuUnagkax, KoM HEMOXJ/IMBO 3aCTOCOBYBATU
nepopaanMﬁ wnax eBeaeHHA, Hanpumknaa:

- racTtpoe3odareanbHa pedatokcHa xsopoba Yy nauieHTiB 3 e3odaritom
Ta/abo TAXKKMMU CUMMTOMaMM pedoKcy;

— NiKyBaHHSA BWPA30K LWAYHKA, MOB'sS3aHMX 3 Tepani€elo HecTepoigHUMU
npotu3ananbHUMm 3acobamm (HM33);

— ronepea)XXeHHa BMpPA30oK LWAyHKa Ta ABaHaAuAaTMNanol KWULLKK,
nos’'a3aHux 3 Tepanieto HIM33, y nauieHTiB, aKi BXOAATb A0 FPyNu pU3UKY.

o KopoTkoTpuBane niaTpUMaHHA remMocrtasy Ta npodinaktuka rnoBTOPHOI
KpoBOTeYi Yy MauieHTiB nicngd e€eHAOCKOMIYHOro JiKyBaHHA rOCTpol
KpOBOTeYi BMpa3Ku WiyHKa abo ABaHaaUAaATUNAN0I KULWKN,

it T1a n0ignitkv BikoM Bia 1 A0 18 pokiB
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« AHTUCEKpeTOpHa Tepanis y BMNagKax, KoM HEMOXJ/IMBO 3aCTOCOBYBATH
nepopanbHUii WASX BBEAEHHS, HAaNpuUKnaa:

ractpoe3odareansHa pedntokcHa xBopoba (FEPX) y nmauieHTiB 3 epO3MBHUM
pedntoKCHMM e30daritoM Ta/abo TSXKMMM CMMOTOMaMKN pedoKcy.

lNMpornnoka3saHHS.
MiaBMweHa 4yTAMBICTb A0 e3o0Menpasony abo [0 iHWKMX KOMMOHEHTIB
npenapaTy, 40 3aMiweHunx 6eH3nMigazonis. E3omenpa3on HaTpito, K i iHLWI

iHFiBiTOPpM NPOTOHHOrO Hacoca, He Cfig 3acTocoByBaTM  pas3oM 3
aTasaHaBipoM, HendiHasipoM.

B3aemogpgia 3 iHWMMH NlikapCbKUMKN 3acobamm 1a iHWI BN B3aEMogin.

AJocnigpxeHHsa B3aeMoaii 3 iHWWMKU NiKapcbKMMK 3acobamu 6ynn nposeneHi
TiNIbKM 3@ y4acCTHO AOPOC/MNX MaALEHTIB.

Bnave esomenpas3osly Ha hapMaKOKiHETUKY iHWMX NiKkapCbKMX 3acobis

JlikapcbkKi 3acobu, abcopbuia aKnx 3anexumtb Big pH

3HMXEHa KUC/OTHICTb LWIYHKOBOIO COKY Mpu NiKyBaHHI €30Menpa3osioM MoXe
36inbwKnTK abo 3MeHWUTM abcopbuito NnikapcbKknx 3acobiB, SKWO Ha MexaHi3M
IXHbOI abcopbuii BNAMBAE KUCIOTHICTb LWNYHKA.

AK iy BUNnagky 3 iHWWUMK npenapaTtaMy, WO 3MEHLLYIOTb BHYTPILLHbOLWJYHKOBY
KMUCMOTHICTb, abcopbuisa Takmx npenapaTiB, AK KETOKOHa30/, iTpakoHa3o0/, a
TAKOX €ep/IoTMHI6, MoXe 3MeHWyBaTUCH, TOoAi SK BCMOKTYBAHHSA TaKux
npenapaTiB, 9K AWFOKCUH, MOXe niaBulyBaTUCA Nig 4ac JikKyBaHHSA
€30Menpas3onsioM Ta aueTuncaniumnosor KmcnoTow. OQHOYacHe 3aCcTOCYBaHHA
omenpaszony (20 Mr Ha poby) Ta AUIOKCUMHY Yy 340poBuX [06pOBONbLIB
niasuwyBsano 6i040CTYNHICTb AUMIOKCUHY Ha 10 % (y ABOX 3 aecsatu ocib — Ha
30 %).

SIK | Npn 3acToCyBaHHI iHWMX iHri6iTOpiB NPOTOHHOI NOoMNK abo aHTaumais, Nig,
yac NikyBaHHS e30Menpas3osioM MoXe 3HU3UTUCS abcopbuis keTokoHaszony abo
iTpakoHasony.

OaHoyacHe 3acTtocyBaHHs oMenpa3ony (40 mr 1 pa3 Ha noby) 3 aTa3zaHaBipoM
300 Mr/putoHasipom 100 Mr y 3pmopoBux Ao6poBonbuUiB NpU3BOAMNO A0
CYTTEBOIro 3HWMXXEHHs  eKcno3uuii aTtasaHasipy (npmbnmsHo 75 %
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3HMXeHHA AUC, Cmax, Cmin). TMiaBuweHHs [o3m aTtasaHasipy o 400 Mr He
KOMMeHCyBano BMNAMB OMENpas3osly Ha eKCno3uLito aTa3aHasipy.

IHri6itTopy npotoHHoi nomnm  (IMNM), BKAOYaK4M e30Menpasosn, He
npu3HayalTb O4HOYACHO 3 aTa3aHaBipOM Ta HesidiHaBipoM.

Jlikn, wo metaboniszyotbcsa CYP2C19

E3omenpason npurHiyye CYP2C19 - oCHOBHUI depMeHT, wo MeTabonisye
e3oMenpas3os. TakmMMm YMHOM, NpU OAHOYACHOMY 3aCTOCYBaHHI e3oMernpas3ony 3
nikamu, wo MetabonisytoTbcs depmeHToM CYP2C19, TakuMMu 9K Adiasenam,
uuTanonpam, iMinpamiH, KaoMinpaMiH, @EHITOIH TOWO, KOHUEeHTpauii umx
nikapcbkux 3acobiB y nnasMi MOXyTb 3pOCTW, TOMY MNOTPIOHE 3HMXEHHS 1X
no3n. OpgHoyacHe nepopanbHe 3actocyBaHHa 30 Mr  e3oMmenpasony
NpU3BOAMIIO A0 3HMXEHHA KnipeHcy CYP2C19 cybcTpaTty piaszenamy Ha 45 %.
OpnHouacHe 3actocyBaHHA 40 Mr e3omenpasony Ta GeHiToiHy Npu3BOAMIIO A0
NiABULWEHHS piBHIB DEHITOIHY B Ns1a3Mi KpoBi Ha 13 % y XBOpMX Ha eninencito.
PeKoMeHAYETbCA KOHTPOKOBATU KOHUEHTpauii (eHiTOIHy B nja3Mi KpoBi Ha
noyaTKy Ta Npwu BiAMiHi NikyBaHHA e3oMenpa3onom. OMenpason (40 mr 1 pas
Ha foby) nigsuwysaB Cmax Ta AUCT BopukoHasony (cybcrpaty CYP2C19) Ha
15 % Ta 41 % sBignosigHo.

Omenpason, 9k i eaoMmenpa3sosn, Jie gk iHribitop CYP 2C19. 3actocyBaHHS
omenpasony B A03i 40 Mr 3goposmMmn Ao6poBOAbLUSAMUM Mig Yac AOCNIAXKEHHS
npu3sBoansio A0 36inbweHHA Cmax Ta  NAOWI  Mi4  KPMBOK  3aNEXHOCTI
KOHUeHTpauii Big 4yacy (AUC) ansa umnoctasony Ha 18 i 26 % BianoBigHO Ta
A1 OQHOIro 3 MOro akTMBHMX MeTaboniTiB Ha 29 n 69 % BignoBiAHO.

Yy KMiHIYHOMY DOCNIAXKEHHI CYMNYTHE 3aCTOCYBaAHHA 40 Mr
€30Menpas3only nauieHTam, saKi npuiaMann BapdapuH, MokKasano, Wo 4ac
Koarynauii 3anvwansca y A0oNyCTUMUX MexaX. [poTe y noCcT-MapKeTUHIoBOMY
AOCBiAi NepopanbHOro 3aCTOCYBaHHA e30Menpasosly Kisibka MOOAMHOKUX
BMMAAKIB KNiHIYHO 3HAYywWoOro nNiABUWEHHSA MiKHapOAHOro HOpMani3zoBaHOro
BigfHoweHHa (MHB) nig 4ac oagHO4YacHOro 3acToCyBaHHSA €30Menpas3osy Ta
BapdapuHy. PekoMeHAYETLCA NPOBOAUTU MOHITOPMHI MHB Ha no4vaTKy Ta npu
3aKiHYeHHi 0AHOYacHOro nikyBaHHs e3oMenpa3osioM Ta BapdapuHoMm abo
IHLWWMMN MOXIAHUMUN KYMApPUHY.

Y 3p0poBux A06poBOMbLUIB OAHOYACHE rMepopanbHe 3actocyBaHHA 40 Mr
e3oMenpasony Ta umsanpuay npussogmno Ao 36inbweHHa AUC Ha 32 % Ta
36inbWweHHa 4acy HaniBBuBedeHHS Ha 31 %, ane cyTtreBoro 36iNblIeHHS
nNikoBux piBHIB  uM3anpumay y naa3Mi KpoOBi He  crnocrepiranocs.
lMpwn 3acToCyBaHHI TiNIbKU LUM3anpuay CnocTepiranocd He3HayHe NoAOBXEHHS
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iHTepBany QTc, ake gani He 36inbWyBanocsad NpuM Npu3HadYeHHi unsanpuay B
KoMbiHauii 3 esomMenpa3onom.

Mp opgHO4YaCHOMY 3aCTOCyBaHHI  e30Mernpasosly NOBiAOMANOCH  Mpo
nNigBULWEHHS piBHA TaKpoNiMyCy B CMpOBaTLi KPOBI.

MoBigoMnanoca nNpo nNiABULLEHHA pPIiBHA MeTOTpekcaTy Y KpoOBi y Aesdakux
Naui€eHTIiB NpyU OAHOYACHOMY MPUIOMI 3 iHriGiTOpamMM NPOTOHHOI NOMMNK. AKLWO
HeobXxigAHO BBOAUTW MEeTOTpeKcaT Y BUCOKUX A03aX, CNi4 pO3rnsHYTU NUTAHHSA
npo TMMYacoBYy BiAMiIHY e30Menpasosny.

Bigmivyanocs, wWwo oMenpasosl B3aEMOAIE 3 AESAKMMW aHTUPETPOBIPYCHUMU
3acobamun. KniHiYyHa 3Ha4yLWiCTb Ta MeXaHi3M TaKOoi B3aeEMOAii He 3aBXxau
BigoMi. T[ligBMLWEHHSA WNYHKOBOro pH npoTdaroM nepiogy 3acTOCyBaHHS
OMEenpas3o/ly MoXe 3MiHIOBaTM BCMOKTYBAHHA aHTUPETPOBIPYCHMUX Mpenaparis.
IHWi mMexaHi3Mn B3aeMoaii, MOXNMBO, NoB’'a3aHi i3 pepmeHTomM CYP 2C19. Y
pa3i 3aCTOCYBaHHS AESKUX aHTUPETPOBIPYCHMX 3acobiB, TakMX K aTa3aHaBsip
Ta HendiHagip, BiAMIiYanWM 3HMXEHI PiBHI OCTaHHIX Yy cupoBaTuUi KpOBi Npwu
0[HOYaCHOMY 3aCTOCYBaHHi 3 OMenpas3o0/ioM. Yepes ue CyrnyTHE 3aCTOCYyBaHHSA
oMenpasofsly Ta Takux npenapaTiB, 9K aTas3aHasBip Ta HendiHaBip, He
peKkoMeHAYEeTbCA. [loBigoMnanoca nNpo niaABULWLEHHS PIBHIB Y CMpOBATLUi iHWMX
aHTUPEeTpPOBipyCHMX 3acobiB, TakKux SHAK cakBiHaBip. ICHYWTb TakoXx
iHWI QAHTUPETPOBIPYCHI NpenapaTu, PiBHI AKUX Yy CUMpOBaTLUi KPOBi nuwanmncs
He3MiHeEHMMU NpPU O4HOYACHOMY 3aCTOCyBaHHi 3 OMenpas3osioM. Yepes CxXoxi
dapmakognHaMiuHi edekTn Ta papMakoKiHETUYHI BNACTMBOCTI OMenpas3ony Ta
esomenpasony oAHo4YacHe 3aCTOCYBaHHA esomenpasony Ta
aHTUPEeTPOBIpYCHMX rMpenapaTiB, TakuX §K aTasaHasip Ta HendiHasip, He
peKOMEeHAYETbCA.

E3omenpa3zon He NpoAEeMOHCTPYBaB KIJIHIYHO CYTTEBOro BMJMBY Ha
dapMaKOKIHETUKY aMOKCUUWAIHY Ta XiHIAWHY.

BrinuvB iHWnX Jlikapcbkux 3acobiB Ha papMaKkoKiHETUKY e30Merpasosy

E3omenpaszon MeTabonisyetbca depmeHTamm CYP2C19 Ta CYP3A4. CynyTHE
nepopasibHe 3aCTOCYBaHHA e3oMenpasony Ta iHri6iTopy CYP3A4
KnaputpoMiumHy (500 mMr 2 pa3u Ha poby) npum3BoaAnno A0 MNOABOEHHSA
ekcno3uuii (AUC) esomenpa3zony. OgHoyacHe 3acToCyBaHHS e30Menpas3ony Ta
KoMbiHoBaHoro iHribitopy CYP2C19 Ta CYP3A4 wMoxe npu3BectTn [0
nigBuweHHs  6inbll  HiX y ABa pa3uM  eKcno3uuii  e3oMenpasony.
IHri6iTop CYP2C19 Ta CYP3A4 - BopukoHazon - nigeuwysas AUCT
e3oMenpas3ony Ha 280 %. Y Taknx BunagKkax He 3aBxau noTpibHe KopuryBaHHs
[03n e3oMenpasony. lNpoTe cnig po3rnsgHyTM HeobXiAHICTb KOPUryBaHHSA 403U
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ONS MAUIEHTIB 3 TAXKOK MEed4iHKOBOK HeAOCTATHICTIO Ta Y BUMaakax, KOJu
noTpibHe AoBroTpuBasne NikyBaHHA.

PesynbTaTn, oTpuUMaHi B X0A4i AOCMNIAXXEHb 3a YYacCTiO NauiEHTIB ANTAYOro BiKY,
NnoKasywTb, WO A03M e3oMenpa3sony 0,5 Mr/kri 1 Mr/Kr y HEeMOBASAT BiKOM < 1
micaua i 1-11 MicsuiB BigNOBIAHO 3HMXYIOTb CepefHin BiACOTOK 4acy 3
BHYTPILWHbOCTPaBOXiAHUM pH < 4.

Mpodinb 6e3nekn 3acTocyBaHHSA NpenapaTty BUABMBCSA noAibHMM Ao Toro, wo
CrocTepiraBcs y 4OPOC/UX.

JocnigxXeHHa 3a y4yacTio 340poBux A06poBOMbUIB  MPOAEMOHCTPYBanm
HasABHICTb dapmakokiHeTUYHOI/papMaKoANHAMIYHOT B3aEMogii MiX
knonigorpenem (HaBaHTaxyBasibHa go3a - 300 Mr/mobosa nigTpuMyBasibHa
nosa - 75 wmr) Ta e3omMenpasonom (40 Mr Ha poby nepopasnbHO), WO
npu3Boauia A0 3MEHLWEeHHA eKCcno3unuii akTUBHOro Metabonity kionigorpento
y cepeaHboMy Ha 40 % Ta 3MeHLWeHHSA MakCUMasbHOro npurHiveHHa (AOd-
iHAYKOBaHOro) arperauii TpombounTiB y cepeaHboMy Ha 14 %.

[MpoTe 3anuWAETbCA HE3PO3YyMiIMM  K/iHIYHE 3Ha4YeHHA Uui€el B3aeMogii.
Buxoasaun 3 pesynbTaTiB 04HOrMO0 NpPOCMEKTUBHOrO paHAaoMizoBaHoro (ane
He3aBepLIeHOro) aocnigkeHHs (3a y4yacTio noHag 3760 ocib6; nopiBHoBanocs
nikyBaHHa nnauyebo Ta omenpasonoMm 20 Mr nauieHTiB, 4Ki JiKyBanucs
Knonigorpenem Ta aueTnncaniynnoBor KMCNOTOHO) Ta
HepaHAoMi3oBaHMX post-hoc aHaniziB  gaHUX  BeUMKUX  MNPOCMNEKTUBHUX
paHAOMI30BaHUX AOCNIAXEHb KNiHiYHMX noai (y noHaa 4700 nauieHTiB),
BiACYTHiI 6yab-5Ki CBigYeHHS Npo MiABULWEHHS PU3MKY NMaToONOMYHUX cepueBo-
CYAMHHMX NOAiN Ha TNi 0AHOYACHOro 3acToCcyBaHHSA knonigorpento Ta IMM, y
TOMY 4MC/i e30Menpas3ony.

Pan obcepBauinHUX AocnigXXeHb NpoAEMOHCTPYBaan Cynepeynmsi pesynbtatm
LWoAO0 TOro, Ym nigBULLYETLCS PU3BMK CepueBO-CYAUHHUX TpoMboeMbonivyHuX
ABUL, AKLWO NauieHT OTpUMYE knonigorpens pasom 3 IM1M1.

Y xoai AocnigXeHHa 3a y4yacTio 340poBuX A06pOBONLLUIB, Y AKOMY BMBYaIU
3aCTOCyBaHHsA Kionigorpento pasoM i3 kKombiHauiero 20 Mr esomenpasony
Ta 81 Mr aueTtuncaniumnioBoi KUCAOTU MOPIBHAHO 3 Kjonigorpenem vy
MOHOPEXWMi, BiA3Ha4YanM 3HMXXEHHS eKcno3uuii akTuBHoro MeTabonity
knonigorpento mamxe Ha 40 %. lNpoTe MakcuMmarsnbHa iHribytoya akTUBHICTb
(AT®-iHgyKOoBaHa) wWoAo arperauii TpombouunTiB y LmMx oci6 6yna oa4HAaKOBOK Yy
rpynax, Ae npuvmMMmanu Knonigorpesb OKpeMo Ta Kronigorpenb+kKoMbiHauis
(e3oMenpason+aueTuicaniymMnoBa KUCNOTa), WO, HaneBHe, MNOSACHIOETLCS
OAHOYACHMM BBELAEHHAM HU3bKOI 403U aueTuicaniunioBoi KUCNOTK.
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MpenapaTtn, wo iHaykytTb CYP2C19, CYP3A4 un obmaBa depmeHTH (Taki sK
pudaMniumMH ym Tpasa 3Bipo60K), MOXYTb NMPU3BOAUTU A0 3HMXKEHHS pPIiBHIB
€30Menpasosly Yy CMpOoBaTLi KPOBi LWWASIXOM NPUCKOPEHHS Moro Mmetabonismy.

OCco6/1MBOCTi 3aCTOCYBaHHSH.

Mpn HasABHOCTI 6yAb-IKOro TPUBOXHOrMO cUMMNTOMY (HanMpukniag, CyTTEBaA
BTpaTa Macu Tina, nepiogMmyHa HyaoTa, aucdaris, rematemesnc abo meneHa)
Ta y BMNaaKax, KoM BMpasKa WiyHKa Nigo3poeTbcst abo NpucyTHS, HEObXiaAHO
BUKJTIOYNTU 3/108KICHICTb, OCKiNIbKN 3aCTOCYBaHHS €30Menpasosly HaTpilo Moxe
nocnabnioBat CMMNOTOMM Ta BIACTPOYUTU BCTAHOBMEHHS MNPaBU/IbHOIO
AiarHosy.

Yy 340pPOBUX nobposonbLis BiA3Ha4anacs
dapmakokiHeTUYHa/apMakoAMHaMiYHa  B3aeMOAis MK  Knonigorpenem
(HaBaHTaxyBanbHa go3a — 300 mr/gobosa niaTpuMmyBanbHa Ao3a — 75 Mr) Ta
e3omenpas3osoM (40 Mr Ha goby nepopanbHO), WO NpmM3BoanIa A0 3MEHLLUEHHS
eKkcno3uuii akTuBHoro Metabonity knonigorpento y cepeaHboMy Ha 40 % Ta
3MEHLEeHHA MaKcuMasnbHOI iHribyto4oi akTmBHoCTI (AAD-iHAYKOBaHOI) wWoAao0
arperauii TpomboumnTiB y cepeaHboMy Ha 14 %. OTXXe, 3aCTOCYBaHHS OKPeMO
e3oMernpas3osly Ta Kaonigorpento cig yHuKaTu.

3acrocyBaHHS y riepio BaritHocti abo rogyBaHHS rpyagto.

IcHYIOTb 06MeXxeHi faHi WoA0 3aCTOCYBaHHS e30Menpas3osy nij Yyac BariTHOCTI.
JocnigxeHHs Ha TBapMHax He BKa3ylTb Ha NpsiMMK abo HeENPSMURA WKIAIUBUN
BMNJMB e30Mernpas3osly Ha po3BUTOK embpioHa/nnopa. [ocnigXeHHA Ha
TBapWHaXx i3 3aCTOCYyBaHHSAM paueMiyHOol CyMili He BKa3ylTb Ha npsaMuin abo
HEeNpSAMMN  WKIATUBUMA BNAMB Ha BariTHICTb, nonoru abo nocTHaTanbHUN
po3BUTOK. [lpy nNpu3Ha4vyeHHi e3oMenpas3osly BaritTHMM XiHKaM  Cnig
AOTPUMYBaTUCA 06epexxHOCTi.

HeBigOMO, YW BUAINGETLCA €30Menpa3osl y rpyaHE MOJIOKO XKiHOK.
JocnigXeHHA 3a yyacTio XIHOK, AKi roayTb rpyanl, He nposoannmca. Tomy
npenaparT He cnig 3aCToCOBYBATU Y Nepioa roayBaHHSA rpyanto.

34aTHICTb BMN/IMBATU HAa LUBUAKICTb peakuil npu KepyBaHHI aBTOTPaHCMopTOM
abo iHWnMn mexaHiamMamu.

ManonmoBipHO, WO6 e3oMenpasos HaTpilo BMAMBaB Ha 34aTHICTb KepyBaTu
aBToMobineM Ta npaulBatu 3 iHWKMMKM MexaHizmamu. [lig 4ac nikyBaHHSA
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npenapaTtoM MOXYTb CrnocTepiratucs nobiyHi peakuii 3 60Ky HepBOBOI
cnctemm abo opraHis 30py.

Cnocib 3acrocyBaHHSA Ta 4O3M.

Lopocni

AHTUCEKPETOPHA Tepaniss y pasi, KoM HEMOX/INBO BUKOPUCTOBYBATHU
rnepopasibHui LSIX BBEAEHHS

MauieHTamM, 9Ki He MOXYyTb 3acTOCOBYBaTW npenapaTt nepopasbHo,
npu3HayalTb NapeHTepasibHe BBeAEHHS e3oMenpa3ony B Ao3i 20-40 mr 1 pas
Ha noby. MNMauieHTam 3 pedntokc-e3odaritom cnig npmsaHadaTn gosy 40 mr 1 pas
Ha noby. MauieHTam 3 NEPX, sKi oaepXyTb CUMATOMaTUYHE JliKyBaHHS, Chig
npu3HadaTtn ao3y 20 Mr 1 pa3 Ha aoby.

[ANna nikyBaHHS BMPas3oK WyHKA Ta ABaHaAUSATMNANOI KULWIKK, NOB'A3aHUX 3
Tepanieto HIM33, 3BuM4amHa posa craHoButb 20 Mr 1 pa3 Ha poby. Ans
NpodiNakTUKM BUPa30K LWIYHKaA Ta ABaHAAUATMNANOI KULWLKKW, NOB’'A3aHMX 3
Tepanieo HIM33, nauieHTaM, Wo BXOAATb A0 rpynu puU3uKy, CNig NpuUsHadaTu
Ao3y 20 mr 1pa3s Ha aoby.

3a3Buyanm  KypC BHYTPILUHbOBEHHOrNO JliKyBaHHS € KOPOTKOTPUBANUM.
Cnig nepeBoAMTK MauieHTa Ha nepopasibHe NiKyBaHHS sKOMOra ckopiwe.

lligTpyumaHHSA remMocrasy T1a [rornepenXeHHs MOBTOPHOI KPOBOTEYI BUPAa30K
LUSTYHKAa Ta ABaHaAUSATUNA0I KULLIKU

Micna eHAOCKOMNIYHOro NiKyBaHHSA FOCTPOi KpoOBOTeYi BMpasku LWyHKa abo
ABaHaAuUATMNANOI KMWKW cnig 3actocoByBaTn o3y 80 Mr, Ky BBOAATb SK
iHpy3ito npotdaroMm 30 XBWAMH, MNICNS 4YOro 3acTOCOBYKOTb TpuBany
BHYTPIiLWHbOBEHHY iHDY3it0 B A03i 8 Mr/rog npoTtarom 3 AHiB (72 rogmnHn).

Micna napeHTepanbHOI Tepanii cnig 3acTtocyBaTu Tepanito, CNpAMOBaHy Ha
NMPUrHiYeHHA cekpeuil KUCNOoTU, AKY NPOBOAATb 3a AOMOMOro e3oMenpasony
HaTpito, Tabnetok no 40 Mr, 1 pa3 Ha foby NpPOTAroM 4 TUXKHIB.

Crioci6 3acTtocyBaHHSs
IH ekuLii

E3zomenpaszon y gosi 20 mr ta 40 Mr BBOAUTLCA Y (DOPMi BHYTPILLHbOBEHHOI
iH'ekuiT npoTarom 3 XBUAMH. Po3unH ang iH'ekuii rotyoTb, goaatoun 5 mn 0,9
% po34MHYy HaTpito xnopuay y dakoH 3 e3oMenpa3sosioM. [nsa BBeAeHHS 403U
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20 MIr BUKOPUCTOBYETLCS MOJIOBUHA NPUrOTOBAHOIO po34MHY. HEBUKOPUCTaHI
3a/IMWKN PO3YUHY CNig 3HULLUTMW.
IHY3Ii

E3oMenpaszon y nosi 20 mr ta 40 Mr BBOAATb Y (POPMi BHYTPILLHbOBEHHOT iHDY3ii
npotarom 10-30 XBUNWH. PO34nH And iHQY3ii roTyoTb WISAXOM PO3UYMHEHHS
BMicTy 1 dnakoHa i3 40 Mr eszomenpasony B 100 mn 0,9 % HaTpito xnopuay
ONsi  BHYTPILWWHBOBEHHOrO 3acTtocyBaHHsA. [na BBeaeHHa p[o3m 20 Mr
3aCTOCOBYHOTb MOSIOBUHY MPUIrOTOBAHOMO PO34YUHY.

HeBMKOPUCTaHI 3a7MNLWLKN PO3YUHY CNig 3HULWNTN.

MpurotoBaHMn po3vnH Ans iHPy3in noBnHeH 6yt npo3opum, 6e3bapsHuUM abo
neab XOBTYyBaTUM.

IHdY3ig 80 Mr

MpurotoBaHMM pPO34YMH CNi4 BBOAUTU AK TpuBany BHYTPILWHbOBEHHY iHDY3it0
npotarom 30 XBW/IUH.

Po3unH ang iHy3ii roTyloTb WIAXOM pO34YMHEHHS BMICTY ABOX (pniakoHiB i3 40
Mr esomenpasony B ob6'emi go 100 mn 0,9 % HaTtpito xnopuay Ansg
BHYTPILULHbOBEHHOI0 3aCTOCYBaHHS.

Ho3a 8 mr/roa

MpuroToBaHM poO34YMH CNig4 BBOAUTU K TpuBany BHYTPIWHbOBEHHY iH(Y3it0
npotaroMm 71,5 roanHu (po3paxoBaHo ANS WBMAKOCTI iHdY3ii 8 Mr/roa).

HupkoBa He4OoCTaTHICTb
MauieHTaM 3 HUPKOBOK HEAOCTaTHICTIO KOpUryBaHHS A03W He noTpibHe.

Yepe3 obMexxeHWM [O0CBi4 3acCTOCyBaHHA MauieHTaM 3 TAXKOK HUPKOBOHO
HeAOCTaTHICTIO TaKMX NAUIENHTIB Cig NiKyBaTU 3 06epexHiCTIO.

lleyiHKoBa HEAOCTaTHICTb

FacTpoe3odareanbHa pednokcHa xBopoba: nauieHTaM 3 MeYiHKOBOI
He[OCTaTHICTIO JIEerkoro Ta NOMipHOro CTYMNEHIB TAXKOCTI KOPUryBaHHA 403U HE
noTpibHe. [Nng NiKkyBaHHSA NALIEHTIB 3 TAXKOK NEYiHKOBOK HeAOCTATHICTIO He
cnig nepesunwyBaTu MakcumanbHy Aob6oBy 003y e3oMenpasony 20 mr.

Bupasku, WO KpoBOTOYATb: MaUi€EHTaM 3 NEYiHKOBOK HEeAOCTATHICTIO Nerkoro
Ta MNOMIPHOro CTYMEHIB TSXXKOCTI KOPUryBaHHA [A03W He noTpibHe. [Ans
NiKyBaHHSA NAUIEHTIB 3 TAXXKOK NEeYiHKOBOK HEeAOCTaTHICTIO Micng No4YaTKOBOro
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BHYTpPilLHbOBEHHOro BBegeHHs no3m 80 Mr e3oMmenpasony npotarom 30
XBUNNH AN NpOBeAeHHS TpUBanoi BHYTPILWHbOBEHHOT iHdY3ii npoTtarom 71,5
roavHn Mmoxe 6yTn A4OCTaTHbO 403K 4 Mr/roa.

llayieHT NiTHLOro BIiKY
MauieHTaM NiITHLOro BiKYy KOpUryBaHHSA 403U He NoTpibHe.
it Bikom 1-18 pokiB

AHTUCEKPETOpHa Teparis y pasi, KOJM HEMOX/INBO BUKOPUCTOBYBATU
rnepopasibHWi L/sIX BBEAEHHS

MauieHTaM, SKi HE MOXXYTb 3aCTOCOBYBATM NpenapaTt nepopasibHO, MOXxe 6yTu
NpuU3HayeHo napeHTepanbHe BBeAeHHS npenapaTy 1 pa3 Ha Aoby K 4acTuHy
Kypcy nikyBaHHa NEPX (po3yBaHHS npenapaTty AMB. Y Tabnuui Hux4e).

3a3Buyalt Kypc BHYTPiLUHbOBEHHOIO NiKyBaHHS NOBUHEH 6yTH
KOPOTKOTPMBaNMM, i NauieHTa cnigd NepeBecT Ha MnepopasibHe JliKyBaHHS
siIkoMora ckopille.

PekoMeHA0BaHi 1031 e30Menpasosy Ans BHYTPilWHbOBEHHOIO BBEAEHHS
npenaparty

BikoBa rpyna JlikyBaHHA €p0O3UBHOIO CuMmnToMaTU4HE
pedItoKCHOro esodarity nikysaHHsa NEPX

1-11 pokiB Maca Tina < 20 kr: 10 mr 1 pa3s Ha 10 Mr 1 pa3 Ha poby
Aoby

Maca Tina = 20 kr: 10 mr a6o 20 mr
1 pa3 Ha pnoby

12-18 pokiB 40 mr 1 pa3 Ha goby 20 Mr 1 pa3s Ha goby

Crioci6 3acrtocyBaHHSs
IHekyis
do3a 40 mr

5 Mn BigHOBMEHOro po3uynHy (8 M™Mr/mn) HeobxigHO BBeCTM Yy BUrAAA4i
BHYTPILWHbOBEHHOI iH'EKUIT NPOTSAroM nepiogy He MeHLwe 3 XBUJIUH.

do3za 20 mMr
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2,5 mn abo nonoBuMHY BiAHOBNEHOro po34ynHy (8 Mr/mn) HeobxiaAHO BBECTU Y
BUIMA4I BHYTPIWHbOBEHHOI iH'EKLiT MpOTAroM nepiogy He MeHwe 3 XBWUJIUH.
3annWKN PO3YUHY CNig 3HULNTH.

do3za 10 mMr

1,25 mMn BigHOBNeHoro po3uumHy (8 ™mr/mn) HeobxigHO BBeCTM Yy BUrNaai
BHYTPILWHbOBEHHOI iH'EKLIT NPOTAroM nepiogy He MeHwe 3 XBWIWH. 3anuLKn
PO34YNHY CNid 3HULNTH.

IHy3iga

do3a 40 mr

BigHoOBNEeHMN po34MH HeobXigHO BBECTU Yy BUMNSAAI BHYTPILWWHbOBEHHOT iHDY3ii
npotdarom nepioay Big 10 go 30 XBUKUH.

doza 20 mr

MonoBMHY  BIAHOBMIEHOr0O  poO34YMHY  HeobxigHO BBeCTM y  BUrNaai
BHYTPIiLWHbOBEHHOT iHPY3ii npoTdarom nepioay Big 10 a0 30 XBUAUH. 3anuLUKK
PO3UYUHY CNig 3HULWMNTW.

doza 10 mr

YBepTb BiAHOBNEHOrO PO34YNHY HEOOXIAHO BBECTU Y BUrNSAAI BHYTPiLLHbOBEHHOI
iHpy3ii npoTtarom nepioay Biga 10 go 30 xBuUAWH. Byab-siKi HEBUKOPUCTaHI
3a/IMWKN PO3YUHY CMi 3HULLUTMN.

lNMepepno3yBaHHS.

[JaHi woao nepeno3lyBaHHs o0b6MexeHi Ta noB'A3aHi 3 HAaBMUCHUM
nepenosyBaHHsAM. pn nepopanbHOMY NpUNOMI e3o0Mernpa3ony B A03i 280 mr
cnocTtepiranmcs CMMNTOMM  LWIYHKOBO-KMIWIKOBUX poO3nadiB Ta ClabkKicTb.
OaHopa3oBe 3acTtocyBaHHA e3oMenpasony B Ao3i 80 Mr nepopanbHO Ta
BHYTPilLHbOBEHHE 3acTocyBaHHA Ao3m 308 Mr esomenpasony npotarom 24
roaAuH CUMNTOMIB HE BUKIMKANO.

CneundiyHU aHTMAOT HeBiAOMMN. E30Menpa3osa 3HAYHOK MipOK 3B'A3YETbCS
3 nNpoTeiHaMu nnasMuM i TOMy LWBUMAKO He Aiani3yeTbcs. K i B 6yab-aKoMy
BMNAAKY nepefo3yBaHHs, JiKyBaHHA Ma€e 6yTM CUMNOTOMATUYHUM i3
3aCTOCYBaHHAM 3arasbHUX NIATPUMYBANIbHUX 3aX0AiB.
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Mo6ivHi peakuyii.

Mig 4ac KNiHIYHUX AdocnigXeHb Ta nicngd BMNpPOBaAXXeHHHA e30Menpasosny B
LWNPOKY MeANYHY MPaKTUKY MOBIAOMNANOCSA NpPO HaBeAeHi NobiuHi edekTn.

3 60Ky cucTteMu KpoBi: NENKOMeHis, TPOMOOLMTOMNEHIS, arpaHy/0umMTOo3,
naHUMTONeEHis.

3 60Ky iIMyHHOI cnctemMum: peakuii rinep4yTAMBOCTI, TaKi SK NponacHuus,
AHrOHEeBPOTUYHMIM HabpsK Ta aHadinakTUYHa peakuis/LWoK.

MeTtabosivHi rnopyLeHHs: nepndepuyHi Habpsku, rinoHaTpieMiq,
rinroMarHieMisi; TaXkKa rinoMarHieMia Moxe nNpu3BecTn A0 rinokKasnbLiEMIl.

3 60Ky ncuxikmn: 6e3COHHSA, 30yaXeHHs, aenpecis, CNayTaHiCTb CBiAOMOCTI,
arpeciq, ranroumnHauii.

3 60Ky HEpPBOBOI CUCTEMM: TONOBHUN BiNb, 3anaMopoYeHHs, napecTesis,
COHJ/IUBICTb, MOPYLUEHHS CMaKY.

3 60Ky opraHiB 30py: HEYITKICTb 30pY.

3 60Ky opraHiB c/iyxy: BeCTMBynsapHi 3anaMopoyYeHHs.

3 60Ky AnxasibHoOI cuctemMu: GpoHXoCnasm.

3 60Ky TpaBHoro Tpakty: 6inb y XWBOTI, 3anopu, Aiapes, 34yTTS XUBOTQ,
HyaoTa, 6n0BaHHSA, CyXiCTb Yy pOTi, CTOMaTUT, KaHAWAO3 TPaBHOrO TPaKTy,
MiKPOCKOMIYHUIN KONIT.

3 60Ky renarobiniapHoi cuctemu: NiABULLEHHS PIBHIB Ne4YiHKOBUX (pepMeHTiB,
renatut 3 XOBTAHMUe abo 6e3 Hei, nediHKkoBa HeAOCTaTHICTb,
eHuedanonaTisd y NauieHTIB i3 3aXBOPIOBAHHAMMN NEYiHKMU.

3 60Ky LWKipyu: peakuii B Micui BBeaeHHA™, anepmaTtuT, ceepbix, Bmcun,
Kponue’sHKa, anoneuisi, GoTouyTNmMBICTb, MySIbTUHOPMHa epuTeEMa, CUHAPOM
CriBeHca-[)KOHCOHA, TOKCUYHUI enigepManibHUN HEKPONI3.

3 60Ky KICTKOBOO-M’S130BOI CUCTEMM: apTpanris, mianria, M's3oBa cnabkKicTb.

3 60Ky ceqyoBuAITIbHOI CUCTEMU: IHTepCTUUianbHNW HedpuT.

3 60Ky pernpoayKTUBHOI CUCTEMM:! TIHEKOMACTIS.

3arasibHi nopyLeHHs: cnabkicTb, MOCUNEHHS NMOTOBUAINEHHS.
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* Peakuii B Micui BBeAeHHSI nMepeBaXKHO CrocTepiranncsa y AOCAIAXKEHHI i3
3aCTOCYBaHHSAM BUCOKMX A03 NpoTAromMm 3 AHiB (72 roavHun). Y AOKAIHIYHOMY
AOCNIAXEHHI npenapaTy e30Menpaso AN BHYTPILULHbOBEHHOIMO 3aCTOCYBaHHS
He cnocTepiranocsa noApasHeHHs cyauH, npoTte 6yna noMidyeHa He3HauHa
peakuis 3ananeHHs TKaHUHW Yy AingHui nigwkipHoi (HABKONOBEHO3HOI) iH'eKLT.
PesynbTaTn AOKMNIHIYHOrO AOCNIAXEHHS BKasyBasiM Ha Te, WO KIiHiYHe
NpOsIBNIEHHS MOoApPa3HEHHS TKaHMHM 6yn0 NoB’s3aHe 3 KOHLUEHTpPaUIE.

MosigoMnanoca Npo NOOAMHOKI BMNagKM HeOobOpOTHOrO MOPYLUEHHS 30pYy Y
KPUTUYHO XBOPWX MAUIi€EHTIB, $SKi OTpUMyBanu BHYTPIWHbOBEHHI iHeKUIl
oMenpasony (pauemaTty), ocobnmBO Yy BWUCOKUX [03ax, NpOTe MPUYNHHOIO
3B'AA3KY He BCTAHOBJIEHO.

it

3 MeToK OuiHKM (papMaKOKiHETUKW MOBTOPHOBAHUX [03 €30Menpasosly npwu
BHYTPiLLHbOBEHHOMY 3aCTOCYBaHHi npenapaTty oguMH pa3 Ha Aoby npotarom 4
AHiB Yy nauieHTiB Bikom Biga 0 o 18 pokiB 6yno npoBeaeHoO paHAOMI30BaHe
BiakpuTe 6araTtoHauioHanbHe AocnigXeHHs. 3aranom 57 naudieHTiB (8 amiten
BikoM 1-5 pokiB) 6ynn BKAYEHi Yy AOCNIAXEHHS ANna OouiHKkM 6e3neku

3acToCcyBaHHA npenapaTty. PesynbTtaty woao 6e3nekyn  3acTOCyBaHHS
npenapaTy BiAMNoBiAalOTb BiaOMOMY npodinto 6esnekn esomenpasony.

TepMiH NpNAaTHOCTI. 2 POKWN.

YMoBM 36epiraHHs.

36epiratv npu TemnepaTypi He Buwe 25 °C B opuriHanbHih ynakoBLi.

36epiratv y HeAOCTYNHOMY A1 AiTen Micui.

YnakoBkKa.

Mo 1 ¢pnakoHy 3 NOPOLLUKOM Yy KapTOHHIM ynakoBL,i.

KaTteropis Bianycky. 3a peuenTom.
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Bupo6HuUK.

CaH ®apmacbioTnkan Inpacrtpis Jita.

Micue3Haxoa)XeHHA BUpO6HMKaA Ta aapeca Micusa NpoBaA)>XeHHSA Uoro
AIANbHOCTI.

bapoaa Xameen, Xanon, Nyaxapat, 389350, IHAais.



