IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

E30PMA

(ESORMA)

Cknao:
ditoya pevosuHa: €30MeIpPas3ol;
1 ¢rmakoH MicTUTH €30Menpa30ily HaTpPilo eKBiBaJIleHTHO e3oMenpa3ony 40 mr;

donomidsxcHi peyoguHU: DUHATPIIO efeTaT, HaTPi TigPOKCHUL.

JIikapcbeka ¢opma. [Topommok Ang po3YuHy O iH €KIil Ta iHy3ii.

OcHogHi (pi3uko-ximiuHi 81acmusocmi: mopucTa Maca abo moporiok 6inoro abo Maiixke 6inoro
KOJIBOPY.

dapMakoTepaneBTUYHA I'pyla.

[TpemapaTH, 110 3aCTOCOBYIOThCS MTPU PO3JIafiaX KUCIOTHOCTI. 3aco0u st JTiKyBaHHS MENTHYHOI
BUpPa3KM Ta racTpoe3odareanbHoi pediokcHOl XBopoOu. IHTi6iTopy MPOTOHHOI ITOMITH.

Koo ATX A02B CO05.

®Papmako.102iuHi 8 1acmueocmi.
®apmakoOuHamika.

E3omenpason € S-i30MepoM OMeNnpas30Jly, 110 NPUTHIUY€e CEKPeLlit0 KUCI0THU LUITYHKOBOTO COKY
3aBAOSKY crenudpivHOMYy, HallpaBIeHOMY MexaHi3my fii. Bin € cnenudiuaum inribitopom
KMCJIOTHOI TIOMITM TTapieTanbHuX KiiThH. [ R-, i S-izomepu omemnpa3ony MaiTh MOOiOGHY
(hapMaKonoriyHy aKTUBHICTb.

Micue ma mexaniam 0il

E3omenpa3son sBnse o600 cnabKy OCHOBY, III0 KOHIIEHTPYETHCS Ta IEPETBOPIOETHCS Ha aKTUBHY
GbopMy Y CUITBHO KMCJIOMY CEPEeIOBHIIi CeKPeTOPHUX KaHAaJIbIlIB IapieTalbHUX KIIITHH, e iHTi0ye
depmeHT HK-AT®-a3y - KUCIOTHY [TOMITy Ta IPUTHIUY€E sIK 6a3asibHy, Tak i CTUMYILOBAHY CEKpelliio
KHUCJIOTH.



Bnaue Ha cekpeuito WayHKOB020 COKY
Yepes 5 gHiB nepopanbHOoro npuoMy mo 20 mr ta 40 Mr ezomenpa3oiy piBeHb pH LinyHKa Bullle

4 306epiraBcd BiANOBIgHO B cepegHbOMY IpOTAroM 13 rofuH Ta 17 rONUH MPOTATOM 24-TOOUHHOTO
iHTepBay y Malli€HTiB i3 CHMIITOMaTUYHOIO racTpoe3odareanbHoI0 pedmoKcHO xBopo6oio (IEPX).
EdexkT nomibHM HE3aIeXKHO Biff TOTO, 3aCTOCOBYETHCS €30MeIpa3oil TepopaabHO YU
BHYTPIITHEOBEHHO.

3a MOTOMOT 010 LI TTif KPUBOIO «KOHLEHTpauis-yac» (AUC) SIK OII0CepenKOBaHOr0 ITapamMmeTpa
KOHIIEHTpAllil IpenapaTy y Ijaa3Mi KpoBi 0y710 TpoieMOHCTPOBAHO 3aI€XKHICTh MiXK
IPUTHIYEHHSIM CeKpellil KHCJIOTH Ta €KCIO3UIIE MiCIs TepopalbHOT0 3aCTOCYBaHHS
e30Menpasony.

[Ipy BHYTPIUIHEOBEHHOMY BBEIEHHI €30MeIpas30ly 3M0POBUM TOOPOBOJILIISM y 1031 80 MI y BUTTISAMI
6omtocHol iHQy3il TpuBasicTio 30 XBUIKH i3 MOJalbIIKM 3aCTOCYBaHHSM IIpenapaTy y BUTTISAOL
TPUBAJIOl BHYTPIITHLOBEHHO] iH(Y3il 31 MBUAKICTIO 8§ MI/TOOUHY TpUBaIicTio 23,5 roguHu piBeHs pH
IITyHKa Bulre 4 Ta Buile 6 30epiraBcs BIAIIOBIIHO B cepefHbOMY MPOTSATOM 21 TOOWHYU Ta

11-13 rogux npoTarom 24-roguHHOTO iHTEPBaIy.

TepanesmuyHutl epekm npu2HiueHHA cekpeuii kuciomu

[Tpu nepopanbHOMY 3aCTOCyBaHHI e3oMenpa30iy B 1o3i 40 Mr npubnu3no 78 % malieHTiB i3
pedokcHUM e30dariToMm omyxkanu yepes3 4 TuxkHi, 93 % - uepe3 8 TUKHIB JTiKyBaHHS.

Y paHOOMi30BaHOMY TIOABIMHOMY CIIiOMY IjIanie60-KOHTPOIOBAaHOMY KITIHIYHOMY JOCTiXKeHHi
TallieHTiB 3 eHA0CKOMIYHO JOBeNeHO0I0 MEeNITUYHOI0 BUpa3Koio kiacy la, 16, ITa gu 116 (9 %, 43 %,

38 % Tta 10 % BigmoBigHO) 3a POppecToM paHAOMi3yBaiu A0 I'PYII 3aCTOCYBaHHS €30MeIpa3o0iy,
po3uuH ms iHpysiid (n=375), abo nmmamne6o (n=389). ITicsg eHIOCKOIIYHOI0 reMOCTa3y
nalfieHTaM BBoAuau abo e3oMenpa3oi y 7o3i 80 MT y BUTTISAi BHYTPIIIHROBEHHOI iHDY3il
TpuBanicTio 30 XBUIMH i3 ITOAAIbIIOI TPUBAJIO iH(y3ieto 3i mBUAKiCTIO 8 Mr/roguHy, abo
n1are0o mpoTaroM 72 romguH. ITic/ist moYaTKOBOro 72-rOMUHHOIO MEPiofay BCiX MaI[i€HTiB
[IePeBOAVIN Ha BiJKPUTHUU IepOpabHUY [IPUIOM e30Menpa3oiy B fo3i 40 Mr npoTtsarom 27 OHIB A
IPUTHIYEHHS KUCJIOTHOL cekpelil. YacToTa MOBTOPHOI KpoBOTeYi mpoTsiroM 3 Oib craHoBuna 5,9 % y
rpyni npuitomy e3omenpasony ta 10,3 % y rpymni nnaue6o. Yepes 30 guiB micns Teparmii yactoTa
TIOBTOPHUX KPOBOTEY Yy I'PYIIi MPUIOMY e30Mempa3oily Ta muanebo cTaHOBUIIa BiOIIOBIAHO 7,7 % Ta
13,6 %.

THwWi e(pexmu, noe’s13aHi 3 Npu2HiYeHHAM ceKpeuii Kuciomu

Y nmepiopn mikyBaHHS aHTHCEKPETOPHUMY IIperapaTaMy PiBeHb TaCTPUHY B CHPOBATIN KPOBI 3pocTae
y BiATIOBib Ha 3HMKEHHS CeKpellil KUCNoTU. PiBeHs xpomorpaHiny A (CgA) TakoxK 3poCcTae BHACIIIOK
3MeHIIEeHHS KHCIIOTHOCTI IIJTYHKOBOT'O COKY. Yepe3 mifBullleHHs piBHA CgA MOXK/IMBUY BIJIUB Ha
pe3ynbTaTy 1ab0pPaTOPHUX JOCTiAXKEeHb 3 BUSIBIIEHHS HEMPOEHIOKPUHHUX ITYXJIMH.
Omny6nikoBaHi faHi CBif4aTh MPO Te, 110 JiKyBaHHS iHTiOiTOpaMu MpoToHHOI momnu (II111) crifg
IPUIMHUTY TIPOTSATOM Iiepiody Bif 5 gHIB Ho 2 THUXKHIB 10 BUMipioBaHb piBHSA CgA [misg Toro, 1100
piBers CgA HOpMai3yBaBCs, OCKibKY IIel TOKa3HUK MoxKe OyTH MigBUIeHu! micns nikyBanus II1I1.

[TigBuIIeHHS KiTBKOCTi eHTepoxpoMadiHOmogiOHNX KITiTHH, MOXKJIABO, ITOB’sI3aHe 3i 30iIbIIeHHIM
PiBHA raCTpPUHY, CIIOCTEPIrajgocs y AesKUX MMalieHTiB ¥ 1epiof 4OBrOTPUBAJIOrO JIiIKyBaHHS
IepoparbHUM €30MeNnpPa30ioM.



Ha 1711 moBroTpuBanoro jgikyBaHHS IepOPaJbHUMU aHTACEKPETOPHUMU IIpenapaTaMy Bii3Ha4yanocs
Iesike 3pOCTaHHS 9aCTOTH YTBOPEHHS LIIYHKOBUX TNTaHAYIAPHUX KicT. Lli 3MiHU € (izionorivuHum
HaCJIiIKOM BUPaXKeHOT0 NMPUTHIYeHHS CeKpellil ITyHKOBOT0 COKY, MaloTh HOOPOSIKiCHY Ta 000POTHY
IIPUPOLY.

3MeHIIeHHS KUCJIOTHOCTI IIJTYHKOBOTO COKY 3 OyIb-IKUX IPUYUH, ¥ TOMY YUCJIi BHACTIIIOK
3actocyBaHHs II1I1, mpu3BoguTh OO 30iNbLIEHHS Y LIMYHKY KinbKOCTi OaKTepil, 110 3a3BU4ai
IIPUCYTHI y TpaBHOMY TpakTi. JIlikyBauHs ITIIT Moxke fe1io 30inbIlyBaTh PU3UK IMUTYHKOBO-KUIIKOBUX
indekin, 3ymoBneHux, Hanpuknag, Salmonella Ta Campylobacter, i y rocniTani3oBaHUX IAIli€HTIB,
MOKIUBO, TakKoxK Clostridium difficile.

Himu

Y nnare60-KOHTPOIbOBaHOMY HociigkeHHi (98 xBopux BikoM Bif 1 mo 11 MicsiiiB) oliHIOBaIUCh
eekTUBHICTh Ta Oe3MeKa 3aCTOCYBaHHS IpenapaTy y MallieHTiB 3 03HaKaMu Ta cuMmntoMamu ['EPX.
E3omemnpason 1 mr/kr 1 pa3 Ha o0y BBOOUIM IIEPOPaIbHO MIPOTIToM 2 TUXKHIB (BigkpuTa dasa), a

80 marienTiB 6y10 BKIIOYEHO IPOTITOM 4 DOJATKOBUX TUXKHIB (MOABiliHA citirta, ¢as3a BimMiHM
nikyBaHHs). He crioctepiranocs cyTTeBoi pi3HHUIIi MiK e30Menpa30/IioM Ta Itaiebo moa0 JOCATHEHHS
IIEePBUHHOI KiHIIEBOI TOUKH Ta IMPUIMHEHHS JIiKyBaHHS Yepe3 MOTipIIeHHs CUMIITOMIB.

Y nnane60-KOHTPOIbLOBAHOMY HOCIigXKeHHi (52 mamienT BikoM <1 Micsiiist) omiHioBanu eheKTUBHICTh
Ta 0e3MeKy 3aCTOCyBaHHS e30Menpa3ony y nauienTis i3 TEPX. E3omenpason y mo3i 0,5 Mr/kr 1 pas
Ha 100y BBOAWIU IlepopaibHO IpoTaroM MiHiMyMm 10 nHiB. He Gyno cyTTeBOI pi3HUIN Mix
€30MeIpa3oJioM Ta Ijanedo 010 MePBUHHOI KiHIIeBOI TOUKM 3MiHHU KiJTbKOCTi BUMIAOKiB CUMIITOMIB
I'EPX nopiBHAHO 3 I0YaTKOBUM PiBHEM.

PesynbraTty, oTpuMaHi y Iporeci JOCIiAKeHb 3 y4aCTIO Nalli€HTiB UTAYOr0 BiKy, I0KA3yOTh, 110
no3u e3omenpa3sony 0,5 mr/kri 1,0 Mr/Kr y HemoBiaT BikoMm <1 micsang i 1-11 Micsis BigmoBigHO
3HUKYIOTh CEPEe[IHiil BilCOTOK Yacy BHyTpimHbOCTpPaBoxigHoro pH < 4,0. [Ipodins 6e3neku
3aCTOCYBaHHS IIperapaTy BUSBUBCS MOMIOHUM [0 TAaKOTO y JOPOCTIHUX.

Y mocnigeHHi, TpoBeOeHOMY 3 y4acTIo IefiaTpuuHux naiieHTiB i3 TEPX (BikoM Big < 1 mo 17 pokiB),
sKi oTpuMyBanu TpuBae nikyBaHHS II1T1, y 61 % miteu cnocTepiranacs rinepmnna3sis ECL-kmiTux
HE3HAYHOTO CTYTIEeHs, IIOM0 SKOI KJTiHiYHa 3HAUyIIicTh OyJla HEBifOMOI0, PO3BUTKY aTpo(diuHOr0
racTpuTy abo KapuUWHOIAHUX IYXJIMH He Bif3Hadanocs.

dapmakokiHemuka.
Po3nodin

YsaBHUM 00’€M POIIOMiNY y CTallioHapHOMY CTaHi y 30OPOBUX TOOPOBOJIBbIIIB CTAHOBUTEL IPHUOIU3HO
0,22 n/kr macu Tina. E3omemnpason Ha 97 % 3B’s13yeThCs 3 OiTKaMu IIJ1a3MK KPOBI.

Memaboism ma suge0eHHA

E3oMenpa301 MOBHiCTI0O MeTabo1i3yeThcs cucTeMoro iuroxpomy P450 (CYP). OcHoBHa YacTHHA
MeTabomi3My e30MeIpa30y 3anexuTh Bif nmomiMmopduoro CYP2C19, 110 BifnoBigae 3a yTBOPeHHS
rimpokcu- Ta mecMeTuIMeTaloJIiTiB e30Menpa3oity. Perta MeTa0os1idaMy 3abe3neuyeThCs iHITI00
crerudiuro i3odopmoro, CYP3A4, 110 BiAOBia€E 3a YTBOPEHHS €30MeINpa30i1y CylabhoHy,
OCHOBHOT'0 MeTaloJIiTy y IJ1a3Mi KPOBi.

HuxxueHaBeneHi mapaMeTpu Bimo6paxkaiTh epeBakHO GapMaKOKiHETUKY B 0Ci0 i3 GpyHKI[iOHATbHUM
CYP2C19 ¢pepmenTOM, TOOTO MIBUAKKUX METab0I1i3aTOPIB.



3arajbHUY JIa3MOBUM KJTipEHC CTAHOBUTD MpuOIu3Ho 17 n/roguHy micis pa3oBol 03U Ta
npubau3Ho 9 N/TOgUHY MiCs MOBTOPHOTO 3acToCyBaHHSs. [lepion HamiBBUBEEHHS IIpenapary i3
II71a3MU KPOBi CTAHOBUTD MpuONMKU3HO 1,3 TOOMHYU IPU IOBTOPHOMY 3acTocyBaHHi 1 pa3 Ha moOy. AUC
3pocCTae pU MOBTOPHOMY 3aCTOCYBaHHI e30Menpa3oiy. Lle 3pocTaHHs 3ajIe’KUTh Bifi O34 Ta
IIPU3BOOUTH [0 YTBOPEHHS HEJiHIMHOI 3a71e2KHOCTI MiXK 703010 Ta AUC miciis mOBTOPHOTO
3acToCyBaHHS. Taka 3aJIe’XHICTh Biff 4aCy Ta 403U 3yMOBJIEHA 3HMUXKEHHSIM IPECUCTEMHOI0
MeTab01i3My Ta CUCTEMHOT0 KJIipeHCY, CIPUYUHEHOT0, BipOTiIHO, MPUTHIYeHHAM (pEePMEHTY
CYP2C19 e3omemnpa3zonoM Ta/abo ioro CyIbMOHOBUM METaOO0IiTOM.

E30oMemnpas30it MOBHICTIO BUBOAUTLCS i3 MIa3Mu KPOBI MiX MpuUiiOMaMu, TEHOEHIII 10 HOTo
HAKOMMYEHHS B OpraHi3Mi mpu 3acTocyBaHHi 1 pa3 Ha go0y He CIIOCTEPIiraeThCs.

[Ipu MOBTOPHOMY 3aCTOCYBaHHI Ipemnaparty B fo3ax 40 Mr y BUTTISAl BHYTPIIIHbOBEHHUX 1H' €Kil
cepenHs MaKCUMallbHa KOHIIEHTpallis #oro y mia3mi kposi (Cmayx) CTAHOBUTH MPUOIU3HO

13,6 mrmons/n1. Cepentst C,,, iCNIST BiATIOBIgHUX ITepOpPaibHUX 103 CTAHOBUTDH MPUOIN3HO

4,6 MKMOJIB/11. MeHite 3pocTanHs (mpubnusuo Ha 30 %) AUC Big3HA4Ya€eThCs IPHU
BHYTPIIIHLOBEHHOMY 3aCTOCyBaHHI IMOPIBHAHO 3 IIEPOPaJibHUM IpuiioMoM. Big3HaueHo
JIiHIVHE [0303aJieXHe 3pocTaHHsa AUC mpu BBe[IeHHI €30MeIpa30J1y Y BUTJISI BHYTPIIIHEOBEHHO]
indy3zil TpuBanmictio 30 xBunuH (y £o3i 40 mr, 80 mMr a6o 120 Mr) i3 moganbiIuM HOT0 BBEIEHHSIM Y
BUTJISAAI TpuBasoi iHdys3ii (3i mBupgkicTio 4 Mr/roguny ab6o 8 Mr/roguHy) IpoTAarom 23,5 TONUHHY.

OcHOBHI MeTa0oOJIiTH €30MeInpa30Jly He BIJIUBAIOTH Ha CeKpelliio LIIyYHKOBOTo COKy. Matixke 80 %
IIepopasibHOI 03U €30MeNpa30Jly BUBOLUTHCS ¥ BUTIIAAL MeTaboIiTiB i3 cedyelo, peliTa - i3 KajioM.
Menie 1 % mo4aTKOBOI CIIOIYKM BUBOIUTHCS i3 CEUEIO.

ITauienmu ocob.ausux 2pyn

IosinbHI Memaboaizamopu

[Mpu6nusxo 2,9 1,5 % HaceneHHs He Mae PyHKIioHanbHOTO PepmenTy CYP2C19 i Ha3uBaeThCA
MOBiTbHUMU MeTabommizaTopamMu. Y 1ux oci6 MeTabosi3aM e30Menpa3oiTy, IMOBIPHO, KaTajli3yeTbCS
nepeBaxkHuM yuHOM CYP3A4. [licnsg 6araTopa3oBoro nepopaabHOro MpUioMy e30Menpa3oy B A03i
40 mr 1 pa3 Ha o0y cepefHs 3arajbHa eKcro3ulis 0yna mpubau3no Ha 100 % Buima y IOBUIBHUX
MeTabo0J1i3aTopiB, HiXK B 0cib i3 ¢hyukmionansauM pepmerntom CYP2C19 (mBuaoKux
meTabomizatopis). Cepents C,,, Oyna migBuiieHa npubnmu3Ho Ha 60 %. ITomiOHi BigMiHHOCTI
CIIOCTepirajnucy i Ipu BHYTPIIIHEOBEHHOMY BBe[EeHHI e30Menpa3oity. Lli maHi He BUMarawTh 3MiH Y
Io3yBaHHI €30Menpa3ony.

Cmamb

[Ticrs omHOPa30BOT0 IIEPOPaIbHOTO IPUoMYy e3oMenpa3o0iy B 7o3i 40 mr cepenasa AUC y XiHOK
npubnu3no Ha 30 % BuIIa, HiXK y YOJIOBIKiB. 3a/Ie’KHOI Bif CTaTi Pi3HHUIIl HE Big3HAYa€ETLCI IIPU
IIOBTOPHOMY 3aCTOCyBaHHI Iipenapaty 1 pa3 Ha mo6y. [TomiOHi BifMiHHOCTI criocTepiramucs mpu
BHYTPIIITHEOBEHHOMY 3aCTOCYBaHHi e3oMenpa3ony. Lli maHi He BIIIMBaOTh Ha IO3yBaHHS
€30MeInpas3ory.

ITopyweHHA pYHKUIT neyiHKu




MeTabo71i3aM e30Menpa30ily y NallieHTiB i3 IeTkuMu ab0 IOMipHUMY NOPYIIeHHAME (YHKIIIl Te4iHKA
MoxKe OyTU MOpyIIeHUM. Y TAIli€HTIB i3 TAKKUMY MOPYIIEHHAMU QYHKII] TeYiHKY MIBUAKICTH
MeTabomi3My 3HUXKYEThCS, BHACTiMOK 4oro AUC e3omernpa3oiry 3pocTae BaBidi. Tomy marieHTam i3
I'EPX Ta TAXKKHAMHU IOPYIIEHHSAME (QYHKIIl I€YiHKY He CJIifl IepeBUIlyBaTl MaKCUMabHy 003y 20 MTr.
Y pasi BupaskHy, 110 KPOBOTOUUTH, Ta TIKKHUX MOPYIIeHb QYHKIIII TeYiHKY iC/Is BBEIEHHS
I04aTKOBO1 60miocHOI 7o3u 80 MI BBe[IeHHS IIpenapaTy y BUTJISAI TPUBAJIOl BHYTPIITHEOBEHHOI
iHQy3il 3i MBUAKICTIO MAaKCUMYyM 4 MT/TOOWHY IPOTSroM 71,5 roguHu Moxke OyTU JOCTaTHIM.
E3omemnpa3oi abo #0ro 0OCHOBHI MeTaboMiTH He BUSBIIAIOTh TEHIEHIIIl 10 HAKONUYEHHS IIpU
3acTocyBaHHi 1 pa3 Ha m00y.

ITopyweHHA GYHKUII HUPOK

He npoBoaunocs AOCHIAKEHD 3 y4acCTIO IAI[iEHTIB 3i 3HMXKEHOI QYHKIIi€I0 HUPOK. OCKiIbKU
HUPKH BifITOBigai0Th 3a BUBEIeHHS MeTabO0IiTiB e30Menpa3oy, ajie He 3a BUBENeHHS
OCHOBHOI CIIOJIYKH, HE OYiKyEThCS 3MiH MeTa00J1i3My y MaIlieHTiB i3 TOPYIIEHHAMET QYHKIIi1
HUPOK.

IHauieHmu nimHb0o20 BIKY

MeTabo71i3aM e30Menpa30ily He3HaYHUM YHHOM 3MiHIOETHCS B 0Ci6 TiTHBOTO BiKy (71-80 pokiB).
imu

Y paHIOMi30BaHOMY BifKPUTOMY MiXKHaApOIHOMY [IOCTiIKeHHi 6araTopa3oBUX 03
€30MEeIpa3ojl 3aCTOCOBYBaIM IIJITXOM TPUXBUIMHHOIL i’ €Kil 1 pa3 Ha goOy mpoTsarom 4 gHiB.
Bcroro B mocnigxkeHHs 0yno 3any4deHo 59 mite#t Bikom Bim 0 mo 18 pokis, 50 3 sakux (7 miten
BikOM Bif 1 10 5 POKiB) 3aBepIIUIN OOCTIIXKEHHS Ta 3a pe3yabTaTaMu SIKUX OyJI0 OIliHeHO
(dhapMaKoOKiHETUKY €30MeIpa3oIy.

Y Tabmui 1 mpemcTaBieHo Pe3yabTaTH CUCTEMHOIO BIIJIUBY €30MeIpa3oJy Iics
BHYTPIIIHROBEHHOT'0 3aCTOCYBaHHA IIJITXOM iH'€KIIil TPUBAJICTIO 3 XBUJIUHY Y NefiaTPUIHUX
TaIliEHTIB Ta JOPOCUX 3I0POBUX NOOPOBOIBIIIB. 3HAYEeHHS B Tabnuili 1 mpencTaBiIeHo y
BUTIAMl TeOMETPUYHUX CepefHixX (giama3ony). [1o3y 20 Mr aisd 4OPOCIKUX 3aCTOCOBYBAJIU
HIIIX0M iHQYy3il TpuBanicTio 30 XBUIKH. MakcuMalbHy PiBHOBaXKHY KOHIIEHTPAIIiI0
npemnaparty y mwia3Mi Kposi (Cg, ,,..) OLIIHIOBANIN Yepe3 5 XBUJIUH IIiC/s BBENEHHS NO3U y HiTel
y BCIX BIKOBUX I'DyIlaX, @ Y JOPOCJIUX IallieHTiB — Yepe3 7 XBUJIUH IIiC/id BBefeHHs no3u 40
MT i micns 3aBeplneHHd iHOY3il y 7031 20 Mr.

Tabnuus 1

BikoBa rpymna [lo30Ba rpyma AUC (MKMOIB*T/m) Ces, max (MKMOJIB/TI)
0-1 micsamup* 0,5 Mr/KT (n = 6) 7,5 (4,5-20,5) 3,7 (2,7-5,8)
1-11 micsauis* 1,0 mMr/kr (n = 6) 10,5 (4,5-22,5) 8,7 (4,5-14,0)
1-5 pokiB 10mMr (n=7) 7,9 (2,9-16,6) 9,4 (4,4-17,2)

10 Mr (n = 8) 6,9 (3,5-10,9) 5,6 (3,1-13,2)
6-11 pokiB 20 MT (n = 8) 14,4 (7,2-42,3) 3,8 (3,4-29,4)

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

. 20 Mr (n = 6) 3,1 (4,7-15,9) 7,1 (4,8-9,0)

12-17 poxis 40 mr (n = 8) 17.6 (13,1-19,8) 10,5 (7,8-14.2)




20 mMr (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)

[Topocni

* BikoBa rpyma Big 0 mo 1 Micsiiis BK/I0Yasa MaI[i€HTiB 31 CKOPUTOBAHUM BiKOM (CyMa
BHYTPIIIHEOYTPOOHOTO BiKYy Ta BiKY ITiC/Isi HAPOAKEHHS V¥ IOBHUX TUXKHSX) = 32 MOBHUX TUXKHIB Ta <
44 nmoBHUX TUXKHIB. BikoBa rpyna Big 1 7o 11 micA1iB BKJIt04Yasa NalieHTiB 31 CKOPUTOBAHUM BiKOM =
44 TIOBHUX THXKHIB.

** TTBa maIlieHTy Oy/Td BUKITIOUEHi: OfuH, Oi/bIll iMOBIpHO, - y 3B’3KY 31 3HUKEHOI aKTHBHICTIO
isopepmenty CYP2C19, gpyruit — y 3B’sI3Ky 3 CYIYTHIM 3aCTOCyBaHHSM iHribiTOpa i3odpepmeHTy
CYP3A4.

3rigHo 3 nobyxpoBaHo0 Mofennio Cg, . MiCNIg BHYTPIIIHEOBEHHOI'O BBEIEHHS €30MeNPa30ily
migxoM 10-xBunuHHOIL, 20-XxBUNMKUHHOI Ta 30-XBUIMHHOI iH(Y3ii 3MEHIIUTHCS B CEPENHBOMY
Ha 37-49 %,  54-66 % Ta 61-72 % BigmOBiAHO Yy BCiX BIKOBUX IpyllaxX Ta rpynax gO3yBaHHSI
IIOPiBHSAHO 31 3Ha4eHHAM C .. TiCNISI TPUXBUIMHHOIL iH'€KIIil.

Kniniuni xapaKTepuCTHKH.
Iloka3anns.

[Topocai

e AHTHUCEKpeTOpHA Tepamisl y pa3si, KOJIu HEMOXKJIUBO 3aCTOCOBYBATHU IIePOPaIbHUN LIIAX
BBE[IeHHS, HAIIPUKIIaL:

- ractpoe3odareanbHa pedokcHa xBopoba (I'EPX) y marrienTiB 3 e3o¢aritoM ta/abo TIKKAMU
CHMIITOMaMu PeQIIoKCY;

- JIiKyBaHHS BUPA30K IIIYHKA, TIOB’I3aHUX 3 TEPAIIi€I0 HECTEPOIMHUMHU IPOTHU3ANaIbHUMHU
3acobamu (HII33);

- IonepeaKeHHs BUPa30K IIJIyHKa Ta JBaHAALSTUIIAJOl KUIIKHY, T0B’I3aHUX 3 Teparmiero HI133,
y TaLi€eHTIB, SIKi BXOAATH OO I'PYNU PU3UKY.

e [IpodinakTvKa ITOBTOPHOI KPOBOTEYi Yy MalliEHTIB IMiCIIsT €HA0CKOIIYHOT0 TiKyBaHHS rOCTPOI
KPOBOTEYi BHACIIIOK BUPAa3Ky IIJTyHKa a00 ABAHAAISTUIIATIOL KUIITKH.

Iimu eikom 8i0 1 do 18 pokis

e AHTHCEKpeTOpHA Teparisl y pa3i, KOJIX HEMOXKJIMBO 3aCTOCOBYBaTH IIePOpPaIbHUN LIJIIX
BBeIeHHS, HAlpUKJIaA:

- [I'EPX y marrieHTiB 3 epo3uBHUM pedIIOKCHUM e30¢ariToM Ta/abo TIXKKUMU CUMITOMaMH
pedmoKCy.



IIpomunoka3sanHus.

[TigBuIleHa YyTNIUBICTh IO €30MEINpPa3ony, iHIIuX 3aMilieHnx 6eH3uMina3omiB abo mo Oyab-SKOI 3
IOMOMIKHUX PEYOBUH IHOTO JIiIKAPCHKOTO 3aco0y.

E3omenpa3on He Cifi 3aCTOCOBYBaTH OOHOYACHO 3 HelliHaBipoM (guB. po3min «B3aemopnis 3
iHImMMK JTiKapCchbKUMM 3aco0aM¥ Ta iHIIM BUIY B3AEMOIii»).

B3aemodia 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.
Bnaue e3omenpasony Ha (papMakokiHemuky iHwWux AikapcvkKux 3acobis
IH2i6imopu npomeasu

Big3HaueHa B3a€EMOfisl OMeIpa30iy 3 geskuMu inribiropamu npoteasu. KimiHiuHa 3HaYyIIiCTh Ta
MeXaHi3MU Iux B3a€EMOMIU He 3aBXKAu BimoMi. [linBuiiienHs piBHg pH LITyHKOBOTO COKY B
nepioy Teparii oMenpa3ooM MOXKe 3MiHIOBaTH BCMOKTYBaHHS iHTi0iTOpiB mpoTea3u. IHmi
MeXaHi3MH B3a€MOIil MOXKJIMBI yepe3 npuruivenns CYP2C19.

3HUKEHHSI CUPOBATKOBUX PiBHIB aTa3aHaBipy Ta He/l]iHaBipy Bif3Ha4anocs Npyu OGHOYaCHOMY
3aCTOCyBaHHI OMeNpa30ily, TOMy CYIyTHbO 3aCTOCOBYBATH Iii IpernapaTé He PEKOMEHAYEThCS.
CymnyTHe 3acTocyBaHHS oMmernpa3ony (40 mr 1 pa3 Ha mo0y) 3 aTazaHaBipoM 300 Mr/puTOHABipOM

100 Mr y 3mopoBux H0OPOBOJIbIIIB CIIPUYMHSIIO 3HAYHE 3HUXKEHHS eKCII03UIlii aTa3aHaBipy
(3uuxenns AUC, C,,, Ta C,,, mpubnu3Ho Ha 75 %). [ligBuIeHHs no3u aTa3aHasipy mo 400 Mr He
KOMIIEHCYBaJIO BIJINB OMEeNPa30Jly Ha eKCIIO3KIlil0 aTra3aHaBipy. CylyTHE 3aCTOCYBaHHSI OMEIPa30iy
(20 Mr Ha moOy) 3 aTa3zaHaBipoM 400 mr/putoHaBipom 100 Mr y 3mopoBuX HOOPOBOJIBIIIB 3HUKYBAJIO
eKCITO3uIIiI0 aTa3aHaBipy mpubnu3uo Ha 30 % MOPiBHSIHO 3 eKCIIO3UINEI0, BiT3HAYEHOIO IIPU
3acTocyBaHHi atazaHaBipy 300 mr/putonaBipy 100 mr 1 pa3 Ha mo6y 6e3 3aCTOCYBaHHSI OMENpPa3oLy
B 003i 20 Mr Ha go6y. CynyTHE 3acTOoCyBaHHS oMenpa30iy (40 Mr Ha [1o0y) 3MeHIIyBaio
cepepnHi 3HauenHs AUC, C,,, ta C,,, HendiHaBipy Ha 36-39 %, a cepenni 3nauenns AUC, C,,,, Ta
C,.. bapMakonoriyno akTuBHOT0 MeTabonitTy M8 Ha 75-92 %.

[TimBUINEHHST KOHIIEHTPAIlil cakBiHaBipy (10 3aCTOCOBYBABCSI OHOYACHO 3 PUTOHABIPOM) Y CHPOBATIII
KpPOBi (80-100 %) cmocTepiranocst mpu CynmyTHbOMY 3aCTOCYBaHHi oMempa3ony (B mo3i 40 MT Ha
no0y). Omenpa3on y 7o3i 20 Mr Ha o0y He BIIMBaB Ha €KCIIO3UIIiI0 JapyHaBipy (110 3aCTOCOBYBaBCS
OJIHOYACHO 3 PUTOHABipOM) Ta aMIIpeHaBipy (y MoegHaHHi 3 puToHaBipoM). E3omenpason y go3i 20 mr
Ha 0o0y He BIIMBAB Ha €KCIIO3UIIiI0 aMIpeHaBipy (y moeqHaHHI 3 pUTOHABipoM abo okpemo).
3acTocyBaHHS oMenpa30ay B m03i 40 Mr Ha o0y He 3MiHIOBAJIO €KCIIO3UIIiI0 NOMiHaBipy (y MoegHaHHI
3 putoHaBipoMm). Yepe3s nopibHicTs papMakoguHaMiyHuX e)eKTiB Ta hapMaKOKiHETUUHUX
BJIACTUBOCTEM OMEIIPa30Jly Ta e30Mepa30ily CyIyTHbO 3aCTOCOBYBaTH €30MeIpa30Jl Ta aTa3aHaBip
He PEKOMEHYETHCS, a CyIIyTHE 3aCTOCYBaHHS €30Menpa30iy Ta HeldiHaBipy IPOTUIIOKa3aHe.

Memompexcam

[Ipu 3acTocyBanHi MeTOTpeKcaTy pa3oM i3 III1 ioro piBE€HB MiABUINYBaBCA y AEIKUX MAlLli€HTIB.
Mozxe OyTu noTpibHEe TUMYACOBE IPUNIMHEHHS IPUMOMY e30Menpa3oly [Py 3aCTOCYBaHHI
MEeTOTPEKCAaTy y BeJIMKUX N03aX.



Takpoaimyc

[Ipy ogHOYACHOMY 3aCTOCYBaHHI €30MeInpa30Jly IOBiIOMIIAIY [IPO MiABUIIIeHHS PIBHS TaKPOJIIMyCy B
cupoBaTIi KpoBi. [T0Tpi6HO MPOBOAUTH MTOCHUIIEHUIM MOHITOPUHT KOHIIEHTPAIIil TAaKPOJIiMyCy, a TaK0XK
GbyHKILII HUPOK (KITipeHC KpeaTHUHiHY), IpU HEOOXigHOCTI CIlif BifKOPUTYBaTH [03yBaHHS
TaKpoJIiMyCy.

Jlikapcuvki 3acobu, BCMOKMYBAHHA AKUX 3daexcumsb 8i0 pH

[IpurHiyeHHS LITYHKOBOI CeKpellil Ha TJIi Tepalii e3oMenpa30i10oM Ta iHmuMu IT1I1 MoXke TpU3BOAUTH
no nocnabneHHs: abo MOCUIEeHHS BCMOKTYBaHHS JTiKapChKUX 3aco0iB, abcopO1lis IKUX 3aIeXKUTh Bif
piBHS pH HIITYyHKOBOTO COKY. fIK i ITpX 3aCTOCYBaHHI iHIIKX JTiKapChKUX 3ac00iB, 110 3MEHIIYIOTh
KVMCJIOTHICTh IIJTYyHKOBOT'O COKY, BCMOKTYBaHHS TaKMX IIpernapariB K KETOKOHA30JI, iTpaKOHa3011 Ta
epIoTuHIO MoKe 1mocabIoBaTICs, @ BCMOKTYBaHHS AUTOKCUHY - TIOCUJTIOBATUCS Y TIepiof
3aCTOCyBaHHS e30Menpa30iy. [Ipu cymyTHROMY 3aCTOCyBaHHi oMelipa3ony (20 Mr Ha mo6y) Ta
IUTOKCHHY y 3[MOPOBUX HOOPOBOJIBIIB Gi0MOCTYIHICTS MUTOKCHHY 3pocTana Ha 10 % (mo 30 % y
[OBOX i3 JecaTu y4aCHUKIB). TOKCUYHI e()eKTH QUTOKCUHY Bif3Hauanucs 3pinka. OgHaK CIuif
NOTPUMYBaTHUCS 00ePeKHOCTI ITPH 3aCTOCYBAHHI BUCOKHX 03 €30MeIpa30ily MallieHTaM JIiTHbOTO
Biky. CIli MOCUIUTH MOHITOPUHT KOHIIEHTPAI[] JUTOKCHHY Y KPOBi Malli€HTa.

Jlikapcoki 3acobu, u,o memaboaizyromecss CYP2C19

E3omenpa3zon npurHiyye CYP2C19 - ocHOBHUY (hepMeHT, 1110 MeTaboJ1idye e30Menpa3oJi. ToMmy npu
TIOETHAHHI €30MeInpa3oiy 3 TiKapcbkuMu 3acobamu, 10 MeTabonizyorecsa CYP2C19, Takumu 9K
miaselaM, UTajoNpaM, iMimpamid, KjoMinpamil, GeHiTOIH, KOHIIeHTpallil I[uX IpenaparTiB y
I1JITa3Mi KPOBi MOXKYTh 3POCTATH i MOXKe OYTH MOTPIOHUM 3MEHINeHHs ix 0o3. JoCImigKeHHsS B3a€MOIil
in vivo i3 3acTocyBaHHSM (HOPMHU IIpernapary A BHYTPIIIHHOBEHHOI'0 BBEIEHHS V BeTUKHUX fo3ax (80
MTI' 8 MI/TOIUHY) He TPOBOOMINCS. BB e30Menpa30i1y Ha JliKapchKi 3acobu, 110 MeTaboTi3y0ThCs
CYP2C19, Ha T1i TaKOT0 peXUMY JiKyBaHHS MOxKe OyTH GisbIl BUpPaKeHUM, i 3a maljieHTaMu
IPOTATOM TPUAEHHOTO NePiofly BHYTPIIIHbOBEHHOTO BBEI€HHS IIpelapaTty CJlif MUAJIbHO CTEXUTHU
IIIOZI0 PO3BUTKY HeGaKaHUX SBUIII.

Hiazenam

CynyTHill nepopanbHui puitoM 30 MI e30Menpa301y IPHU3BOAUB 10 3HUKEHHS KJTipeHCy cy0cTpaTty
CYP2C19 giazenamy Ha 45 %.

denimoiu

[Tpu cynmyTHBOMY IEepOpasbHOMY 3acToCyBaHHI 40 MI e3oMenpa30iy Ta GPeHiTOIHy MiHiMalIbHi
KOHIIeHTpallil GeHiTOIHY y I1a3Mi KPOBi XBOPHUX Ha eminerncito 3pocTanu Ha 13 %. PeKoMeHOyeThCS
KOHTPOJTIOBAaTH KOHIIEHTPAllil0 ¢GeHiTOIHY y IIa3Mi KPOBi Ha IIOYaTKy Teparllil e30Mepa3ooM Ta Ipu
1l TPUMUHEHHI.

BopukoHa3zon

3acTocyBaHHs oMenpa3oiny (40 mr 1 pa3 Ha go0y) cupuuuHsno 3poctanus C,,. Ta AUC,
BopukoHa3ony (cyoctpaty CYP2C19) Ha 15 % Ta 41 % BimmoBinHo.

Husaocma3son



OmMmerpa3o, K i e3oMernpa3sor, € inriitopom CYP2C19. VY 3mopoBux m06POBOIIBIIIB ¥ IPOIECi
[IepexXpecHOr0 AOCIIAXKEHHS 3aCTOCYBaHHI OMeIpa30iy B 0031 40 Mr npu3BoOuio fo 3pocTadHd C,..
ta AUC munocTa30ity BiOIOBIIHO Ha 18 % Ta 26 %, a OMHOTO i3 #OT0 aKTUBHUX MeTaboiTiB - Ha

29 % Ta 69 % BIATOBIOHO.

ITuzanpuo

CynyTHill nepopanbHu# NpuitoM 40 MT e30Menpas30ily Ta UU3alpuay y 300pOBUX OOPOBOIIBIIIB
npu3BofuB fo 36inbmenHs AUC Ha 32 %, a Ilepiony HalniBBUBefeHHA (t1/2) - Ha 31 %, ane

3HAYHOro migeuinenus C,, IIM3AIPUOY V IJa3Mi KpoBi Bim3HaueHo He 0yio. HeBenuke
oAo0BXKeHHs iHTepBany QTc, 1m0 BiA3HaYyanocs Ipu 3aCTOCYBaHHI IIU3allpUay OKpeMo, He
30inbIIyBaIOCS IIPX 3aCTOCYBaHHI IU3anpuny y KomOiHalii 3 e30Menpa30IoM.

BappapuH

[Ipu cynyTHBOMY IIEpOPaJbHOMY 3acTOCyBaHHI 40 MI e30MeIpa30Jly NalieHTaMu, sKi IpuiMalu
BapdapuH y paMKax KJIiHIYHOTO JOCIiAKeHHs, Yac 3CigaHHs KPOBi 3aJIMIIaBCA Y MeXax iHTepBaiy
IPUNYCTUMUX 3HaueHb. OfHAK y IOCTMapKEeTUHTOBUH IIepiof Ha TJIi 3aCTOCYBaHHS [1epOPaIbHOIO
e30MeInpa3ony Oyiau Big3HauyeHi Killbka OKPEMUX BUITAAKIB KITIHIYHO 3HAYYIIOTO MigBUILIEHHS
MiKHapOOHOTO HOpMasi3doBaHoro BigHomeHHs (MHB) mpu cymyTHBOMY 3aCTOCYBaHHI LIUX
IpernapariB. PeKOMeHyeThCS IPOBOAUTH MOHITOPUHT Ha II0YaTKy Ta HAIPHUKIHI CYyIyTHHOTO
3aCTOCYBaHHS €30MeIpa30ily Ta BappapuHy abo iHIIMX KyMapUHOBUX MOXigHUX.

Knonidozpenw

PesynbraTu oninku papmakokinetuunol (PK)/bapmakogurnamivnoi (O]1) B3aemopil Mixk
KJIomigorpesieM (HaBaHTaXyBasbHa fo3a - 300 Mr/migTpuMyBaibHa go3a 75 Mr Ha mo6y) i
e30MeIpa3osioM (rmepopanbHo 40 Mr Ha o6y), OTPUMaHI Iif Yac MpoBefleHHs JOCIIiIKeHb 3 Y4aCTIO
3[M0POBUX NOOPOBOJIBLIIB, TOKA3aId 3HUKEHHS eKCIIO3HUIlii aKTUBHOT'O MeTa00JIiTy KJIOMIiOTPeio B
cepenuboMy Ha 40 % i 3HMKEHHS MaKCUMaIbHOTO ITOKa3HUKA iHri0yBaHHS (iHOmyKoBaHOI AJ1D)
arperatiii TpoM0OOIUTIB y cepegubomy Ha 14 %.

[Tig yac mpoBemeHHS OOCIIIXKEHHS 3 Y4aCTIO 3I0POBUX NOOPOBOIIBIIB, KOMIK KITOMigOTpelb
3aCTOCOBYBaJI Pa30M 3 €30MelpPa30jIoM Ta alleTuscaniuaoBo kucnotoo (ACK) y dikcoBaHii
koMOiHarii o3 (20 Mr 81 Mr BimIOBimHO) MOPIBHSHO i3 3aCTOCYBAaHHSM KJIOIiIOT'PEII0 Y BUTTISA/]
MOHOTepaIil, Bif3Hayanocs 3HUKEHHS eKCIIO3UIlil aKTUBHOTO0 MeTaboIiTy KIOMmigorpesio Malixke Ha
40 %. OpHakK MaKCHMallbHi piBHi iHriOyBaHH# (iHOyKoBaHOI A[I®) arperaiiii TpoMOOIIUTIB y KX 0OCi0
Oy OgHAKOBUMHU B I'PYIIi 3aCTOCYBAHHS KJIOMiJOTPeT0 IK MOHOTepaIil i B TpyTi 3aCTOCyBaHHS
KJIOTIigoTpenio pa3oM 3 e3oMenpa3onoM i ACK. V criocTepeKHUX i KITIHIYHAX AOCTIAXKEHHAX
OTPUMAaHO CyIllepednuBi faHi mopo KiiHigaux acnekTis OK/OJl B3aeMonil e30Menpas3oiy Moao
OCHOBHUX CEPIIEBO-CYIMHHUX SBUII. fK 3amo0iKHUI 3aXi 0OHHOYACHOTO 3aCTOCYBaHHS
€30MeIpa3osTy Ta KIJIOMigorpesio HeoOXifHO YHUKATH.

[TocmimxkyBaHi TiKapchki 3aco6u 6e3 KTiHiYHO 3HAYYII0i B3aEMOIil
Amokcuyunin abo xiHiOuH

Byno nokasaso, o e30Menpa30i1 K/IiHIiYHO 3Ha4ylle He BIUIMBAB Ha (apMaKOKiHETUKY
aMOKCHLUIiIHY a0o XiHifuHY.



Hanpoxkcen abo pogekokcud

[TpoTAroM KOPOTKOYaCHUX OOCTIIXKeHb CYIYyTHHOTO 3aCTOCYBaHHS €30MeINpa30ly 3 HallpoKCeHOM abo
podekokcrboM KOogHOI papMaKOKiHETUYHOI B3aEMOZIil ToMideHo He GyI1o.

Bnaue iHwux aikapcvkux 3acobie Ha (hapmakokiHemuky e3omenpasony

E3omenpason mertabonizyeTscss CYP2C19 ta CYP3A4. CynyTHe nepopaibHe 3aCTOCyBaHHS
e3oMerpa3ony Ta inribiropa CYP3A4 knaputpomiruay (500 mMr 2 pasu Ha f00y) MPU3BOAKUIIO OO
nonBoeHHs AUC e3omernpa3ony. CynyTHE 3aCTOCYBaHHS €30MeIpa3oily Ta KoMOiHOBAHOTO
inribiTopa CYP2C19 ta CYP3A4 MOoXe IPU3BOOUTH N0 3POCTAHHS €KCIIO3HUIi e30Menpa3oiy Oibiie
HiX ymBiui. [ribitop CYP2C19 ta CYP3A4 BopukoHa30 30inbiryBaB AUCT omemnpa3sony Ha 280 %.
Kopekiiist o3u e30Melpa3oily He 3aBXKAM NOTPiOHa B TaKuX cuTyalisx. OmHaK BOHa MOXKe
OyTy HeOOXimHOIO Mg Malli€HTIB i3 TIXKKUMHU MOPYIIEHHSIMU QYHKIII MTeYiHKY Ta y BUMTaAKaX,
KOJIY [10Ka3aHe JOBroTpUBasle JIiKyBaHHSA.

Jlikapcuki 3acobu, ski iHOykytomb akmueHicms CYP2C19 ma/abo CYP3A4

Ipemapatu (Taki sk pudamminus Ta 3Bipobiit) 3naTHi ctumymoBat CYP2C19 yu CYP3A4 a6o
obunBa 11i GepMeHTH, MOXKYTh 3HUKYBaTHA KOHIIEHTpPAIlil0 €30Melpa30Jly B CUPOBATII KPOBi IIJISTXOM
IIOCUJIEHHS 10T0 MeTabomi3My.

it

HocmigeHHS NTiKapchKOl B3a€MO{Iil IPOBOAMIN TiJIbKU 3 y4aCTIO JOPOCTIUX Malli€HTiB.

Oco06.1ueocmi 3acmocyeaHHsi.

Y pagzi 6ymp-IKUX TPHBOKHUX CUMIITOMIB (HalpuKiial, 3HauHe HellepenbadyBaHe 3HUXKEHHS Macu
Tina, mepioguyHe OMOBaHHSA, Aucdarisi, remaTeMe3uc abo MejieHa) Ta IPH IMigo3pi Ha BUPaA3Ky
IITyHKa a0 IpH 1i HasBHOCTI CITif BUKJTIOYUTH 3JI05IKiCHE 3aXBOPIOBAHHS, OCKIJIBKM €30MeINpa3o
MOXKe IIPHXOBYBaTH CUMIITOMH Ta 3aTPUMYyBaTH BCTAHOBJIEHHS HiarHO3y.

I ayHK0B80-KUWKOBI iHpeKuil

Tepamis ITITI Moxe melo 30ibITyBaTH PU3UK IUTYHKOBO-KUIIKOBUX iHGEKIIH, Takux K iH}eKi,
3ymoBineHi Salmonella Ta Campylobacter (auB. po3min «®apmMakoguHaMiKa»).

BcmokmyeaHHA gimamiHy B,,

E3oMemnpa3sor, gK i BCi mpemapaty, 110 6710KyI0Th CeKpelilo KUCIOTH, MOXKe IIPUTHIYyBaTH
BCMOKTYBaHHS BiTaMiHy B,, (11iaHok06anaminy) BHaCTiOoOK rimo- abo axnoprigpil. Lle cnig MaTu Ha
yBaa3i oMo MallieHTiB 3i 3HMKEHUM 3aracoM BiTaMiHy B opraHiaMi abo ¢akTopaMu pU3UKY
IOTipIIIEHOT0 BCMOKTYBaHHS BiTaMiHy B,, Ipu mOBroTpuBaiil Tepamil.

I'inomazHiemis

Bumapku TAXKKOI rinoMarHiemil Bif3Hadanucs y MalieHTiB, ki npuiiMani II1I1, Taki K e30Memnpa3or,
IIPOTSITOM IIOHAWMEHIIIe TPHOX MiCs1iB, a Y OiNIbIIOCTI BUMIAAKIB - MPOTATOM POKY. [imomaruieMis
MOXKe MaTy CepHOo3Hi IPOsIBY, TakKi K BTOMa, TeTaHis, Jelipiii, CyIoMHU, 3allaMOPOYEeHHS Ta



IIJTyHOYKOBA apUTMis, ajie 1X PO3BUTOK M0OXKe OyTH IIOCTYIIOBAM Ta JIUIIATUCS HETIOMidYeHUM. Y
OinbIIOCTI MallieHTiB i3 rimomMarHiemiero cTaH MoKpallyBaBcs Micisg 3aMiCHOI Teparii MarHiem Ta
NpUnuHeHHd 3acTtocyBaHHA II1T1.

ITamienTtam, IJIsT AKUX ITepen0avyacThCs TpUBaIui Kypc NTiKyBauHs abo siki mpuitMaioTs IT11T i3
OUTOKCUHOM YU IIperiapaTaMy, 3MaTHUMU CIIPUYUHATH TiIOMarHiemilo (Hanpukiag, 3 OiypeTUKaMu),
IOIIIIPHUM MOXKe OyTH BUMipIOBaHHS PiBHS MarHito mmepep nmoyaTkoM Teparil ITITI Ta mepioguyHo
IIPOTATOM JIiKyBaHHS.

Pu3uk BUHUKHEHHA nepeaomia

ITIIT, oco06nMBO TIPU 3aCTOCYBaHHiI ¥ BUCOKUX [03aX Ta IIPOTSATOM TPUBAJIOTo mepiony (>1 poky),
MOXKYTb HEIIO0 MiABUIIYBAaTH PU3UK II€PEJIOMY CTETHA, 3al 'sICT Ta XpeOTa, IepeBaxHO y MallieHTiB
TTHROTO BiKy a00 3 iHIIMMU (aKTOpaMu PU3UKY. Pe3yIbTaTH OrisigoBUX OOCTiIXKEHD CBiIYaTh, 110
ITIIT moxyTh mimBUINyBaTH 3aranbHui pu3uK nepenomis Ha 10-40 %. [Jeskor Mipoio e miIBUIIeHHS
Moxke OyTH 3yMOBJIEHO iHIIUMHU (HaKTopaMu pu3uky. I1aIlieHTiB, SKMM 3arpoXKy€e pU3UK OCTEOIIOPO3Y,
i NmiKyBaTH BiOIIOBIIHO MO Oi0YUMX KITiHIYHMX PEKOMEH[AIlil, TaKOXK IM CJIil OTPUMYBATH HAJIEXKHY
KiIBpKiCTh BiTaMiHy D Ta Kasbliiio.

ITideocmputl WKIipHUl YepBoHUL 808YAK

3actocyBanH4 II1I1 0B’ A3y10Th i3 AyKe PIAKICHUMU BUNIaAKaMU PO3BUTKY MiATOCTPOTO LIKIPHOTO
YepBOHOTO BOBYaKa. SIKIIO BUHUKAE YpaKeHHs, 0COONMBO Ha AifITHKAX, 1[0 3a3HAIOTh BIIJIUBY
COHSTYHOT'O CBITJIa, i Ile CYMPOBOMKYETHCS apTPaTi€lo, MalieHTy HeoOXimHO HeraliHO 3BEPHYTHUCS [0
niKaps, IKUW PO3TJissHe HeoOXimHICTh NPUNMHEHHS 3aCTOCYBaHHS €30MeINpa3oiy. BUHUKHEeHHS
IiATOCTPOTO MIKiPpHOTO YePBOHOTO BOBYAKa Y IMAIli€HTIB IIif yac momnepenHbol Teparmii ITTIT moxe
MiOBULIUTYA PU3UK MOT0 PO3BUTKY IIpU 3acTocyBaHHi iHmmx III1.

KombiHauis 3 iHWumMu aikapcbkumu 3acobamu

He pekomeHOy€eTHCS 3aCTOCOBYBAaTH €30MeIpa3ojl OMHOYACHO 3 aTa3aHaBipoM (IUB. PO3Min
«B3aemogis 3 iHIIMMHK JTiKapCHKUMU 3aco0aMy Ta iHINI BUOY B3a€EMOfiN»). AKI0 3aCTOCYyBaHHSA
KoMOiHaIllil aTazaHaBipy 3 ITII] BBaxKa€eTbCST 000B’I3KOBUM, PEKOMEHIYETHCS MUIBHO CIIOCTEPIraTH 3a
MallieHTOM Ta IMiABUIIUTH 03y aTa3aHaBipy A0 400 mr y noegHaHHi 31 100 Mr puTOHaBipy; 703y
e3omenpa3oiy 20 MI IepeBulllyBaTy HE CIIif.

E3omemnpa3on - inribitop CYP2C19. Ha mogyaTky Ta HalpuKiHII Teparil e30Menpa30jIoM CIIif
BpPaxOBYyBaTH MOKJIMBICTh B3a€MO[Iil 3 ITpemnapaTamu, 110 Metabomnizyotscs CYP2C19.
Big3HaueHO B3a€MO[il0 MiXK KJIOIigorpeneM Ta OMenpa30yoM (OuB. po3min «B3aemopmis 3
iHIMUMHK JTiKapChKUMH 3acobaMu Ta iHII BUOW B3aEMOMiM»). KitiHiuyHa 3HAYYIICTh i€l
B3a€EMOIii TOUHO He BU3HaueHa. K 3amo0ikKHUY 3aXifl He PEKOMEHIYEThCSI OMHOYACHO
3aCTOCOBYBATH €30MeIPa30Jl Ta KIOMigorpenb.

Taxcki wkipHi nobiyHi peakuii (SCARs)

Y 3B’13Ky 3 JIiIKyBaHHAM €30MEeIpa30JI0M IIOBIIOMIISIYN [IPO OyzKe PiOKiCHI BUNIAAKU TIXKKUX IIKIPHUX
nobiunux peakii (SCARS), BKIIOYHO 3 epuTteMorio OaraTodopmuoo (EM), cuHaApoMOM
CriBeHca-[Ik0HCOHa (S]S), ToKCHUYHUM emifepMmanbHuM HekpoiizoMm (TEN) Ta peakiii€io Ha
nmikapchKu# 3acib 3 eo3uHOdiniero Ta cuctemaumu cumnToMamu (DRESS), siki MOXKYTb HECTH 3arpo3y
XKUTTIO.

[MamienT MaloTh OyTH MOiH(GOPMOBaHI TPO MOXKIUBI 03HAKH Ta CUMIITOMHU TSIKKUX IIKIpHUX



nob6iunux peakiuin EM/SJS/TEN/DRESS i moBuHHI HeraliHO 3BepPTaTUCS 3a KOHCYJIbTAIIEI IO CBOTO
nikaps y pasi mosiBu 6yab-IKUX XapaKTEePHUX 03HAK ab0 CUMIITOMIB.

Y pasi nmosiBu 03HaK Ta CUMIITOMIB TSKKHX IIKipHUX PeakIliii MOTPiOHO HETalHO IPUIIUHUTHY IIPUNOM
€30MeIpa3osly Ta HaJlaTH JAOMATKOBY MEOUYHY JOTIOMOTrY / 3a6e3MeYnuTy peTeIbHUNA KOHTPOIb CTAHy
MmalieHTa.

He noTpi6HO MOBTOPHO NpU3HayvaTH TiKapcbKui 3aci6 nauientam 3 EM/S]JS/TEN/DRESS.
Bnaueg Ha pe3yavmamu 1abopamopHux aHanisie

[MigBuimeni piBHi CgA MOXKYTb 3aBaXKaTH HIarHOCTUL HEXPOEHOOKPUHHUX myxiuH. 1106 mporo
YHUKHYTH, CJIiJ] TAMYaCOBO IIPUNIMHUATH 3aCTOCYBaHHS €30MeIpa301y IoOHaMeHIIIe 3a II'ITh JHIB [0
BUMipioBaHHA PiBHA CgA. dkuro piBHi CgA Ta racTpuHy He HOpMaJli3yBaaucs MiC/Is I0YaTKOBOTO
BUMIipIOBaHHS, CJIifi IPOBECTHU IIOBTOPHI BUMipIoBaHHA yepe3 14 nniB micnsa BigMinu nikyBaHHSA II111.

Lleit mikapcbKu# 3acib MicTUTh MeHIIIe 1 MMOJIb / O3y HaTpio, TOOTO MPaKTUYHO BiIbHUM Bifl HATPif0.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BaritHicThb

IaHi 110/10 3aCTOCYBaHHS €30MeIpa3osly B Iepiof BariTHocTi oOMexeHi. [lero Oinbiia
KiJIbKICTh TaHUX eMigeMioNoTiYHUX JOCIiXKeHb 3aCTOCYBaHHS palleMiuHOl CyMiItri
OMeIIpa30J1y B IIepiof BariTHOCTI CBIIYUTE IIPO BiAICYTHICTh PU3UKY BPOIXKEHUX Ball PO3BUTKY
Ta TOKCUYHOTO BIIJIUBY JIiIKAPCHKOT'0 3ac00y Ha IIifl. Y moCHimXKeHHSX e30Melpa3oiy Ha
TBapHHax He OyJI0 BUSIBIIEHO IPSMOT0 ab0 0mocepeIKOBAHOT0 IIKiIINBOTO BIIUBY
JiKapCchKOro 3acoby Ha po3BUTOK eMOpioHa / myIofa.

Hani mocnimkeHb paneMiyHoI cyMillli y TBApUH He CBifuaTh Ipo Oe3mocepenHiit a6o
OII0CEepedKOBaHUM LIKiITUBUY BIJIMB Ha BariTHICTb, OJIOTH UM ITiCISIONIOTOBUY PO3BUTOK.
[Tpu3navyaTtu E30pMy BariTHUM XKiHKaM CJifl 3 00epexkHiCTIo.

[TomipHa KinbKiCTh maHUX 040 BariTHUX XiHOK (Big 300 mo 1000 BumaakiB BariTHOCTI) BKa3ye Ha
BigCyTHiCTh ManbopMaTUBHUX e(deKTiB a00 TOKCMYHOTO BIJIMBY €30MeNpa30jTy Ha CTaH IIoga /
3[00POB’ST HOBOHAPOIXKEHOI AUTHHH.

Pe3ynbTaTu OOCTiXKEHL Ha TBAPHUHAX CBig4YaTh IIPO BiICYTHICTH MpsMoi abo omocepegKoBaHol
IIKiTUBOI Oii mpemapaTy Ha PeNpPOAyKTUBHY (DYHKIIIO 3a PaXyHOK MOTO TOKCUYHOTO BILJIUBY.

[lepion rogyBaHHSA TPYOAI0

HeBimoMo, v MpoHKUKaE e30Menpa30i Y 'PyAHe MOIOKO. [HGopMalil Ipo BIJIMB €30MeIpa30ily Ha
HOBOHapPOAKEHUX/HEMOBIAT HEOOCTaTHLO. E30Menpa3oi1 He CJIiff 3aCTOCOBYBATHU Y Iepiof ronyBaHHSA

TPYAAOIo.

DepTUNLHICTD

PesynbraTy mocmigKeHb palieMidHOl CyMillli OMepa30/ly Ha TBapHHaX BKa3yIOTh Ha BiICYTHICTh
BIIJIUBY OMEINPa30iy Ha GepPTUIBHICTD ¥ pa3i IepopaibHOro 3aCTOCYBaHHS IIpernapary.



30amuicmb enausamu Ha weudkKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mamu.

E3omemnpa30i1 BUSBIs€ MiHiMaTbHUM BIUIMB Ha 3[aTHICTh KEPYBATH TPAHCIOPTHUMU 3aco0aMu abo
IIPaIfioBaTH 3 iHIIMMK MeXaHi3MaMmu. 3adikcoBaHo Taki HeOaxKaHi peakxilil K 3alIaMOPOYEeHHS
(HeyacTo) i HeUiTKicTh 30py (HedacTo) (muB. po3nin «I1obiyHi peakiii»). AKIIoO Taki po3naau
CIIOCTEpIralThCs, MallieHTaM He CJIifl KepyBaTH TPaHCIOPTHUMU 3aco0aMu Ta MPAIlOBATH 3 iHIIUMHU
MexaHi3MaMu.

Cnoci6 3acmocyeaHHsi ma do3u.

Lo3yBaHHS
opocai

AHmuceremopHa mepaniﬂ y pasi, KOJ/Iu HEMOJKAUBO 3acmocosysamu nepopa/leuﬁ w1sX 88e0€HH A

[TamieHTaM, Ki He MOXKYTb IIpHUAMAaTH JTiKapChKUM 3acib mepopanbHO, MOXKHa BBOJUTH IIpemnapaT
napeHTepasnbHo y 1031 20-40 mr 1 pa3 Ha go0y. [lo3a [Ajs mauieHTiB i3 pedokcHUM e3o0¢hariTom
ctanoButh 40 Mr 1 pa3 Ha goOy. [lo3a [A7g HallieHTiB, SIKi OOepXKYIOTh CHMIITOMaTUYHE JTiKyBaHHS
pedrokcHOI xBopobu, ctaHoBUTh 20 Mr 1 pa3 Ha mo0y.

[Ipu nikyBaHHI BUpa30K LIJIYHKa, 3yMOBJIEHUX 3acTocyBaHHAM HII33, 3B1yaliHa f03a CTaHOBUTH

20 mr 1 pa3 Ha goOy. [1s 3anobiraHHsa BUpa3KaM IIIyHKa Ta ABaHAAISATUNIANI0] KAIITKY, 3yMOBIIEHUM
tepamieto HI133, marienTam rpynu pu3uKy CII[ Ipu3Ha4YaTH JTiKapchkui 3aci6 y mo3i 20 mMr 1 pa3 Ha
no0y.

3a3BUyai JIiKyBaHHS 3a JOIOMOI00 JIIKapChKOT0 3ac00y M1 BHYTPIlTHEOBEHHOT O BBEIEHHS €
KOPOTKOTPUBAJIUM, TAI[iEHTIB CJIifi TEPEBOAUTY Ha IepopaibHe 3aCTOCYBaHHS TiKapChKOro 3acoly
SAKOMOT'a IIIBUIIIE.

Kopomkompuaeasie niompumMaHHa eeMocmasy ma npogisakmuka noemopHoi kposomedui y nauieHmis
nicsas eHO0CKONiYHO20 NiKYy8AHHA 20CMPOi Kposomeui 8HACAIO0K 8UPA3KU WAYHKA abO
dsaHadusmunaaoi KUWKu

[Ticns TepaneBTUYHOI €HOOCKOIIil TOCTPOI KPOBOTEYi BUPA30K LINyHKa ab0 ABaHAALSITUIIAN0l KUIIKH
BBOOUTH 80 MT JTiKapchKOro 3acoby y Burispmi 6omocHol iHdy3ii TpuBamicTio 30 XBUIUH, MMiC/IS 9OTr0
IPONOBXKYBATH BBEE€HHS IIpenapaTty y BUTISAAI TPHUBAIOl BHYTPIIHEOBEHHOI iH(Y3il 31 MBUAKICTIO

8 mMr/roguHy BIponoBX 3 OHIB (72 roguH).

[Ticns mapeHTepaabHOTO JiKYBAHHS TePaIlilo CJIifl IPOMOBXKUTHU 3a JOTIOMOTOI0 IIepopajIbHUX 3aco0iB,
1110 IPUTHIYYIOTh KUCJIOTHY CEKPEeLIilo.

Cnoci6 3acToCcyBaHHS

[HCTPYKIIii i3 MPUTOTyBaHHS BiTHOBIIEHOTO PO3YMHY HaBeeHi y JaHOMY PO3MAilIi HUXKYe
(«IHCTpPYKIIil i3 3aCTOCYBaHHS, BAKOPUCTAHHS Ta yTUJi3allil (y BiATIOBIIHUX BUMIAgKaX)» ).



In exyii
Io3a 40 mMr

5 MJI BifHOBJIEHOT'0 PO34YUHY (8 MI/MJT) BBOGUTHU y BUTJISAMI BHYTPIIIHbOBEHHOI iH €KIIil TPUBAJIiCTIO
IIIOHaUMeHIIe 3 XBUIINHU.

Io3a 20 mMr

2,5 M7 a0 MOJIOBUHY BifHOBIIEHOTO PO3YKHY (8 MI/MI) BBOOUTH Y BUTJIIA1 BHYTPIIIHHOBEHHOI iH €KITil
TPUBAJICTIO LIOHaMeHIe 3 XBUINHU. HeBUKOPUCTaHUY PO3UUH YTUII3YBaTH.

Ingysii
Io3a 40 mMr
BimHOBNEeHUI pO3YMH BBOAUTH Y BUTJIAMI BHYTPIIIHbOBEHHOI iH(Y3ii TpruBanicTio 10-30 XBUIIKH.

[Toza 20 Mr

[TonoBuHY BiIHOBIEHOTO PO3UYMHY BBOOUTH y BUTJISIAI BHYTPIITHEOBEHHOI iH(Y3il TPUBATICTIO
10-30 xBunuH. HeBUKOPUCTAHUY PO3YUH YTUITI3YBATH.

BomnrocHa mo3a 80 mMr

BimHOBnEeHUI PO34YMH BBOOUTH y BUTJISIAI TPUBAJIOl BHYTPIITHEOBEHHOI iHPY3il mpoTsaroMm 30 XBUIKH.

[To3a 8 Mr/roouny

BigHOBNEHu# po3UWH BBOOUTHU Y BUTJISAI TPHBAJIOl BHYTPIIIHBOBEHHOI iH(DYy3ii mpoTsarom 71,5 rogusu
(po3paxoBaHa MBUAKICTE iHGY3il 8 Mr/roguHy).

ITayieHmu ocobaugux 2pyn
INopyweHHA pYHKUII HUPOK

[ns ali€eHTiB i3 mopylleHsMu QYHKII HIPOK KOPEeKIis no3u He € HeoOxinHOo0. OCKiTbKY HOCBif
3aCTOCyBaHHS IIpelapary NallieHTaM i3 TSAKKO0I0 HUPKOBOIO HeIOCTATHICTIO 00MeXKEeHU, TaKuX
TAIiEHTIB CITig MiKyBaTH 3 06epexHicTIO (muB. po3min «DapMaKOKIHETHAKA»).

IMopyweHHA pyHKUII neviHKu

F'EPX: marjieHTam i3 nerkuMu abo NOMipHUMY NOPYIIeHHAME (YHKIIIl Ie4iHKYA KOPEKIis N03U He
noTpi6Ha. [1alfieHTaM i3 TIKKUMY TOPYIIeHHSIMHU QYHKINI MTeYiHKK He CJIij] IepeBUIIyBaTH
MaKCUMaJbHy 103y e3oMenpa3oiay 20 Mr (ouB. po3nin «PapMaKOKiHETHKA»).

Bupasky, 1110 KpOBOTOYATh: MallieHTaM i3 TerkuMu abo MoOMipHUMH MOPYIIEHHIMHU QYHKIII MediHKu
KOPEKIIisd 103U He MoTpibHa; MalieHTaM i3 TIKKAMHU MOPYIIeHHIMU QYHKIII TeYiHKy micisa BBeOeHHS
II04aTKOBOI 60/II0CHOI 031 e30Memnpa3ony mis iHndy3it 80 Mr mopmabille BBEOEHHS IIpernapary y
BUTJISII TPHBAJIOl BHYTPIIIHLOBEHHOI iH(Y3il 3i MIBUAKICTIO 4 MT/TOOUHY IPOTATOM 71,5 TOIUHU MOXKe
6yTu mocTaTHIM (muB. po3min «®apMaKOKIHETHKA»).



ITayieHmu AiMHbO20 BIKY
Kopekilis no3u He moTpidHa.
Himu

[To3yBaHHSI

Limu gikom 1-18 pokis

SIK 3acib 0411 npueHiueHHA WAYHKOBOI cexpeuii y pasi, Koau nepopasvHull nputiom npenapamy
HeMoocausul

[TamienTaMm, gKi He MOXYTh IPUKMMAaTHU IIpelapaT IepopajbHO, B paMKaXx IIepiofy IOBHOTO JIiKyBaHHS
I'EPX MoxkHa BBOIUTH IIpelaparT apeHTepanbHo 1 pa3 Ha o0y (mo3u BKasaHi y Tabmuti 2).

3a3Buyay JIiKyBaHHSA 3a AOMOMOTO0 Ipenapary Ojisd BHYTPIIIHbOBEHHOT O BBEIEHHSI Ma€ TPUBATHU
HEeJIOBTO i IAlliEHTIB CITiJ IepeBOOUTH Ha IepOPaIbHUM IPHUUOM JTiKapChKOro 3aco0y sKoMora
IIBUAIIIE.

Tabmnuig 2
PexoMeHj0BaHi 103U e30Melpa30ily AJjisl BHYTPIIIHLOBEHHOI'O BBEIEHH
BikoBa rpynma  JIikyBaHHS €pO3UBHOTO PehIIOKCHOTO CuMnTomMaTA4He JTiKyBaHHS
e3o(arity I'EPX
1-11 pokis Maca Tina <20 kr: 10 mr 1 pa3 Ha go0y 10 mr 1 pa3 Ha moby
Maca Tina =20 kr: 10 a6o 20 mMr 1 pa3 Ha
o0y
12-18 pokis 40 Mr opuH pa3 Ha Jo0y 20 mr 1 pa3 Ha go0y

Cnocib 3acTocyBaHHS

[HCTPYKIIii 3 MPUTOTYBaHHS BiTHOBIIEHOTO PO3UMHY HaBefeHi y JaHOMY po3mimi Huxve («[HCTPyKIil
i3 3aCTOCYyBaHHS, BUKOPHUCTAHHS Ta yTUIi3alil (y BiAMOBIOHUX BUIIaAKax)»).

In’exuii
[o3a 40 mr

5 MJI BifTHOBJIEHOTO PO3YHUHY (8 MI/MJI) BBOOUTHU y BUTJISAMI BHYTPIIIHEOBEHHOI iH’€KIIi1 TPUBAJIICTIO
IOHaMMeHIIe 3 XBUJINHH.

[To3a 20 MT

2,5 M7 a0 MOJIOBUHY BifHOBIIEHOTO PO3YHKHY (8 MI/MJI) BBOOUTH Y BUTTISA] BHYTPIITHROBEHHOI iH €KITil
TPUBAJIICTIO IIOHaMeHIe 3 XBUIUHU. HeBUKOPUCTaHUM PO3UUH YTUIi3yBaTH.

[Toza 10 Mr

1,25 M1 BiZTHOBIEHOTO PO3YKHY (8 MI/MJI) BBOOUTH Y BUIJISILI BHYTPIIHEOBEHHO! iH €Kil TPUBAIICTIO
IIOHaMMeHIIe 3 XBUIMHA. HeBUKOpUCTAHUY PO3YUH YTUIIi3yBaTH.



Ingysii
Io3a 40 mMr
BimHOBNEHUI pO34YMH BBOAUTH Y BUTJISAMI BHYTPIIHbOBEHHOI iH(Y3ii TpuBamicTio 10-30 XBUIUH.

[Toza 20 Mr

[TonoBuHY BiIHOBIEHOTO PO3UYMHY BBOOUTH y BUTJISIAI BHYTPIITHEOBEHHOI iH(Y3il TPHUBAIICTIO
10-30 xBunuH. HeBUKOPUCTaHUY PO3UYUH YTUII3YBaTH.

IOo3a 10 Mr

YBepTh BiIHOBJIEHOTO PO3YKMHY BBOOUTHU y BUTJISAML BHYTPIIIHBOBEHHOI iH(DY3il TPHBAJIiCTIO
10-30 xBunuH. HeBUKOpUCTaHUY PO3YUH YTUJI3YBATH.

IHcmpyKuyii i3 3acmocyBaHHA, BUKOPUCMAHHA ma ymuaidauii (y 8ionogioHux sunadkax)

[Tepen 3acToCyBaHHSIM BifHOBJIEHUM PO3YMH CJIif Bi3yaJIbHO OTJISTHYTH Ha HasBHICTh YaCTOK Ta 3MiHU
3abaparnenHs. Ciiig BUKOPHCTOBYBATH JIMIIE ITPO30PUHM PO3UUH. PO3YKH NpU3HaYeHUH JTHIIIE [JIs
OJIHOPA30BOTr'0 3aCTOCYBaHHS.

fK1110 Bech BiIHOBIEHUM BMICT (jlakoHA He MOTPiOeH, HEBUKOPUCTAHUM PO3YMH CIIifl yTUIi3yBaTH
BigIIOBiOHO IO MiCIIeBUX BHMOT.

Po3uun ong in’exkuin mo 40 mMr

FoTyBaTU po3uuH O iH’exil (8 Mr/mi), momatouu 5 mi 0,9 % HaTpito XIopumy s
BHYTPIITHEOBEHHOT 0 3aCTOCYBaHHSA [0 ¢1aKoHa e3omenpa3ony 40 mr.

BimHOBneHu# po3uuH O iH €KIIiN mpo3opuili Ta 6e36apBHUM ab0 TPOXU KOBTYBATOTO KOIHOPY.

Po3unn g indyaii mo 40 Mr

FoTyBaT¥ po3uuH A iHQY3ii, pO3UNHAYY BMICT OGHOTO (jlakoHa e3oMenpa3sony 40 mr y 100 mn
0,9 % xmopuay HaTpio A1 BHYTPILIHLOBEHHOTO 3aCTOCYBaHHS.

Po3uun gng indv3ii mo 80 Mr

FoTyBaTH po34uH O iHPY3il, pO3UYUHSAIOUN BMICT IBOX (hy1aKoHiB e3oMemnpa3ony 1o 40 mr y 100 M
0,9 % xnopupny HaTpilO A1 BHYTPIIIHEOBEHHOTO 3aCTOCYBaHHS.

BimHOBneHuit po3uun s iHdy3ik npo3opuii Ta 6e30apBHUI a60 TPOXU KOBTYBATOTO KOIHOPY.

Himu.

3aCTOCOBYBATH [iTSIM BiKOM Bifi 1 poKy SIK 3aCi0 myist aHTUCEKPETOPHOI Tepallil y pa3i, Konu
IlepopaibHUY IPUIOM IIpenapaTy HeMOXKIIUBU.



Ilepedo3yeanHs.

IocBig HABMHCHOTO TTepea03yBaHHs Ha MaHUU Yac AyxKe oOMexkeHu. CUMIITOMaMHU, 110 BUHUKAIIN
BHACJIIJIOK ITepopaibHoOMYy mpuiioMmy m03u 280 Mr, 6yiau IposiBu 3 O0KY IIUTYHKOBO-KUIIIKOBOTO TPAKTY
Ta ciabkicTh. Pa3oBuii mepopanbaui mpuiiom 80 Mr e30Menpa3oily Ta BHYTPITHEOBEHHE BBEEHHS
308 Mr e3oMenpa30iy IPOTAroM 24 rogvH HACHiAKIB He CIpu4uHAIU. CienuupigyHril aHTUAOT
HeBimoMmuii. E30Menpa301 3HaYHUM YMHOM 3B’SI3YETHCS 3 OiTKaMu I71a3MU KPOBi i TOMY ITOraHo
BUBOJUTLCS 3a JOTIOMOT010 Aiami3y. Ak i y BumagKy 6yab-gKOro nepeno3yBaHHs, CIIil HagaTu
CUMIITOMATUYHE JIIKyBaHHS Ta BXKUTHU 3arajibHUX MiATPUMYBaJIbHUX 3aX0fiB.

ITo6iuni peakuii.
Pe3siome npogiao 6esnexu

Cepen Tux HeOaxXaHUX peakllid, SKi Hal4dacTille BUHUKAIOTH IIiJ Yac IPOBeIeHHS KIiHIYHUX
OOCIIXKeHb (a TAKOXK y Iepiof MicIsIpeeCcTpaliiHOro 3aCTOCyBaHHA IIpenapary), Bif3Ha4yalThCSa
roJioBHUY 0inb, Oinb y KUBOTI, fiapes Ta HymoTta. OKpiM Toro, mpodins 0e3MneKu 3aCTOCYBaHHS
npenapaTy € ODHAKOBUM [AJIS Pi3HUX JIiKapChKuX (HOpM Ipenaparty, I0Ka3aHb OJId IPU3HAauYeHHS
JiKyBaHHS, BIKOBUX I'PYII Ta MOMYJIALIN NalieHTiB. [lo303anexHux HebaxkaHUX peaklliil BUSIBJIEHO He
oyno.

[Tepeaik HebadcaHux peakuitl y suzasa0i mabauui

HuxueHaBeneHi HeOaXKaHi peakilil Ha mpemnapaT Oyiau BUsBIeHi abo Mimo3pioBamucs y
mporpami KIiHiYHUX JOCIiAXKeHb e30Menpa30ily IIpyU 10ro nepopaabHOMY abo
BHYTPIITHbOBEHHOMY 3aCTOCYBaHHi, @ TaKOXK ITiff YaC MOCTMapKEeTUHTOBOT'O CIIOCTEPEXKEHHS 3a
IepopajbHUM 3aCTOCYBaHHSM IIpemnaparty. Peakilil po3mofiiieHi 3a KaTeropisiMu 3a 4aCTOTOIO: IykKe
gacTo (=1/10); gacto (=1/100 - <1/10); HeyacTto (=1/1000 - <1/100); pigko (=1/10000 - <1/1000);
nyxe pigko (<1/10000); yactoTa HeBigoMa (HEMOXKIIMBO BU3HAYUTH 3a HaIBHUMU JAHUMHU).

Tabmuns 3
Krnac cucteM opraHis HactoTa HebaxaHuit eexr
3 00Ky KpOBi Ta Pinko JTelKoIeHis, TPOMOOLIUTOIIEHis
miM(aTHYHOI CUCTEMH [lyxe pigko ArpaHyJIOIMTO3, IAHIUTONEHIS
3 60Ky iMmyHHOI cucTeMu [PimKo PeaxkIril rinep4yTAXBOCTI, HAlPUKIIag rapsdka,
QHTiIOHEBPOTHYHMY HAOpPSK Ta aHadiTaKTUYHi
PEeaxIlil/ImoK
3 6oky meTtabomizmy Ta  |[HeuacTo [lepudepnynnit HabpSIK
Xap49yBaHHS Pinko ['imoHaTpieMis
JacToTa [imomaruiemis (muB. po3min «Ocob6IuBOCTi
HeBigoMa 3aCTOCYBaHHS»); TSIXKKa ¢popMa rinmoMartiemii Moxe
KOPEeI0BAaTHU 3 TilmoKalnbIlieMieto. I'imomMaraiemis
TaK0XkK MOxKe OyTH ITOB’si3aHa 3 TiloKasieMi€eo.
3 OOKY ICUXiKK HeuacTo Be3CcoHHSs
Pigko 30ymKeHHs, CIUIyTaHICTh CBIOMOCTI, mempecis
[lyxe pigko Arpecis, ramonuHanil




peaxiril y MicIli BBefIeHHS

3 00Ky HepBOBOi cucTeMu [HacTo ["onmoBHUY 6iNb
HeuacTo 3amaMOpOYEeHHS, ITapecTesis, COHNIUBICTD
Pinko [TopyleHHsI CMaky
3 00Ky opraHiB 30py HeuacTto HediTKiCTb 30py
3 00Ky opraHiB ciyxy Ta [HeuacTo Bepturo
piBHOBaru
3 00Ky muXabHOI Pinko bpoHxocmasm
cucTeMHU
3 60Ky TpaBHOTO TpakTy [JacTo Binb y XXUBOTI, 3am0p, giapes, MeTeOpPU3M,
HyOoTa/0II0BaHHS, 3aJI03UCTi MOJTINK OHA IMITyHKa
(moOposikicHi)
HeuacTo CyxiCcTb y pOTi
Pigko CTOMAaTHUT, NUTYHKOBO-KUIIIKOBUAM KaHOU03
HacToTa MIiKpPOCKOIIYHNAY KOJIIT
HeBimoMa
3 60Ky renartobimiapuoi  |[Heuacto [ligBuIleHHS PiBHS NMEYiHKOBUX PEPMEHTIB
CUCTEMU Pinko [emaTuT, i3 XKOBTAHUIEIO a00 Oe3 Hel
[lyKe pigko [ledyiHKOBa HE[OCTATHICTh, eHIledanonarisi y
MalliEHTIB 3 IOMEPeIHbO HAasIBHOIO XBOPOOOIO
MeYiHKU
3 00Ky LIKipu Ta YacTo Peaxkiril y Mic1ii BBeleHHSI*
iJIIKIPHOI KJIITKOBUHA  [HewacTo [lepMaTuT, CBepOiK, BUCUIIAHHS, KPOIIUB THKA
Pinko Arnonenisi, POTOYYTIUBICTH
[lyxe pigko Eputema 6aratodopmua (EM), curnpom CTiBeHCa-
[I2xoHCOHa (S]S), TOKCUYHUM emifepMalbHAN
Hekponi3 (TEN), peakmist Ha mikapchKui 3acio 3
e03nHO(IIi€I0 Ta CHCTEMHUMH CUMIITOMaM#
(DRESS)
HacToTa [TigrocTpuil MKipHUN YePBOHUY BOBYAK (IOUB.
HeBimoMa po3min «OcobIMBOCTI 3aCTOCYBaHHS»)
3 60Ky KiCTKOBO-M'5130BOi |[HeuacTo [lepenoM crerHa, 3am’sacTsa abo xpebra (muB. po3min
CHCTEMH «OCc00IUBOCTI 3aCTOCYBAHHS»)
Pinko ApTpainrida, Mianris
[yKe pigKo M’s30Ba C1a0KiCTh
3 60Ky CEYOBHUAINIbHOI [yxe pigko [HTEepCcTULiaIbHUY HeQPUT (y HesSKUX Malli€HTiB
cucTeMu OIHOYaCHO ITOBIAOMJISINIOCS IIPO HAUPKOBY
HeqOCTaTHICTh)
3 60Ky pernponykTuBHOI  |[yxe pigko ['iHeKOMacCTis
CCTEMHU Ta MOJIOUHUX
327103
3aranbHi po3nagy Ta Pioko He3nyxaHHS, OCUJIeHe ITOTOBUIIEHHS

* Peak1ril y MicIIi BBeleHHS CIIOCTepirajucs epeBaxHo y AOCIiXKeHH] i3 3aCTOCYBaHHSIM BHUCOKHUX
no3 mpotsarom 3 mi6 (72 roguH).

He3BOpOTHI nopylLIeHHS 30py BiA3Havyalucs y IOOAUHOKUX BUANAAKaX Y KDUTUYHO XBOPUX MAIIEHTIB,

SIKi OTpEMYBaJIi OMeIpa3o (paleMaT) y BUTTISA BHYTPIITHbOBEHHOI iH'€K1lil, 0COOJIMBO Y BUCOKHUX
[03ax, OfHaK MPUUYNHHO-HACTIAKOBUY 3B’I30K HE BCTAHOBJIEHUH.

ITediampuyHa nonyaauia

PanpomizoBaHe BiKpHUTE MiXKHapOJHE [OCTiIXKeHHS 0yJI0 MPOBEEHO 3 METOIO OLiHKH




(bapMakoKiHeTHKM 0araTopa30BOT0 BHYTPIIIHbOBEHHOT'0 3aCTOCYBaHHS €30MeIpa30ly IPOTATOM
4 nHiB mpu BBedeHHi 1 pa3 Ha goOy y mitedt BikoMm Big 0 mo 18 pokiB (muB. po3min
«DapMakoKiHeTHKa»). Bcboro {0 ominku 6e3mneku 3acoby Oyio 3amyuyeno 57 mamieHTis (8 miTei
BikoM 1-5 pokiB). [laHi 3 6e3neku mpenaparty y3rogXKyThCI 3 BifoMuM IpodineM 6e3nexu
€30MeIpa30Jly, HOBUX 3arpo3 Oe3Ielli nallieHTiB BUsBIEHO He OyIIo.

ITogidomaeHHs1 npo nido3proeaHi nodiuHi peakuii

[ToBigomiieHHs Tpo MoGiYHi peaktii micys peecTpaliii Tikapcbkoro 3acoby Ma€e BaXKJIUBe
3HAUYeHHd. lle mae 3MOry IpOBOAUTYA MOHITOPUHT CIIiBBITHOLIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI
ITbOTO JTIKAPCHhKOTO 3aco0y. MemuuHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TaKOXK IallieHTaM abo ix
3aKOHHUM IIpefCTaBHUKAM CJIif] IOBiOMJISITH TIPO YCi BUMIAAKHU Iif03PI0OBaHUX IMOOIYHUX peakllii Ta
BifICyTHOCTi e(peKTUBHOCTI TiKapChKOro 3aco0y uyepe3 ABTOMaTH30BaHy iHGOpPMaIliliHy CUCTEMY 3
dhapMakoHarIsAmy 3a MocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 2 POKH.

YMmoBHu 30epiranHs.
30epiratu npu TemnepaTtypi He Buille 25 °C B OpuriHaabHiN yIIaKOBIIi.

30epiraTy y HEJOCTYITHOMY OIS [iT€d MiCIIi.

HecymicHicmo.

Hanu#t mikapchKui 3acib He cIlif 3aCTOCOBYBATH 3 iHIIMMMU JIiKapChKUMU 3ac00aMu, OKpiM
3a3HayeHux y po3mini «Crocib 3acTocyBaHHS Ta HO3U».

YnakoBka.

[To 1 a6o 10 ¢pmakoHiB 3 mpemnapaToM Y KapTOHHIN yIIaKOBIIi.

KaTteropis Bigmycky. 3a pelenToM.

BupoOHUK.

Immakyn Jlanidcariencus [Ipusart Jlimiten,.
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Micie3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBAi2KeHHsI HOTO Tis/TbHOCTI.

Cenue Tantesan, Pormap Poyn, Hanarapx, okpyr Comnan, 174101, Iagis.



