IHCTPYKIIA
JJISI MEAUYHOT0 32CTOCYBAHHSA JiKapPChKOro 3aco0y

JITHE3OJILJ (LINEZOLID)

Cknao:

ditoua pevosuna: linezolid;

1 MJI po3UMHY MICTHUTB 2 MT JIHE30i1Y;
Jlikapcbka gopma. Pozunn 11 iHDy3ii.

dapmakoTepaneBTHYHA rpyna. AHTHOaKTepiaabHi 3aCO0H TSI CHCTEMHOTO 3aCTOCYBaHHSI.
Kox ATX JO1X X08.

Dapmakonoziuni earacmugocmi.
Dapmaxoounamixa.
3aranpHi XapaKTePUCTUKH.

JIiHe301/1 — CHHTETUYHUIN aHTHOAKTEpiaIbHUM Mpenapart, 110 HaJICKUTh 10 HOBOTO KJlacy
AHTUMIKPOOHHUX 3aC001B - OKCA30JIiIMHOHIB. BiH BUSIBIIsIE aKTUBHICTB in Vitro IPOTH aepOOHUX
TPaMIO3UTUBHHX OakTepii Ta aHaepOOHUX MiKpoopraHi3miB. JIiHe30:111 BHOIPKOBO MPUTHIUYE
cuHTe3 OiKiB OakTepiil uepe3 yHiKanbHUN MexaHi3M Jii. Bin Oe3nocepeHbo 3B’ A3yeThes 13
pubocomamu Oaktepiit (23S 3 50S cybonuHMIIB) Ta IEPEIIKOKAE YTBOPECHHIO
(YHKIIIOHATBLHOTO 1HIMIFOI0YOTO KOMITIEKCY 70S (BaKJIMBOTO KOMITOHEHTA MPOIIECY TPAHCIISIIIIT).

[TommpeHicTh HA0YTOT PE3UCTEHTHOCTI MOKE 3MIHIOBATHUCS TeorpadiqHO Ta y Yaci s OKPEMHX
BUIB, TOMY OaXaHO CHOUpAaTHCS Ha MiCleBy iH(OpPMAIil0O CTOCOBHO pPE3MCTEHTHOCTI
MIKpOOPTraHi3MiB, 0COOJIUBO MPH JIIKYBaHHI TSHKKUX 1H(GEKITH. Y pa3i HeoOXiqHOCTI, KOJIU PiBEHb
HOLIMPEHOCTI PE3UCTEHTHOCTI MIKPOOPraHi3MiB Ha MICLIEBOMY PiBHI € TakUM, II0 KOPUCTH Bij
3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y, MPUHAWMHI MO BIAHOMICHHIO 10 ACSIKUX BHUIIB 1H(EKIIH,
BUKJIMKA€ CyMHIBH, CIIiJ1 3BEpHYTHUCS 38 KOHCYJIBTALIIEIO 10 EKCIEPTa.

UyTnuBi MiKpoOpraHizMu

['pammo3uTuBHI aepoOHI MikpoopraHizmMu: Enterococcus faecalis, Enterococcus faecium,
Staphylococcus —aureus*®, Koaryna3oHeraTuBHI cTauIOKOKU, Streptococcus agalactiae*,
Streptococcus pneumoniae*®, Streptococcus pyogenes*, Group C streptococci, Group G
streptococci.

['pammo3uTuBHI aHaepoOHI Mikpoopranizmu: Clostridium perfringens, Peptostreptococcus
anaerobius, Peptostreptococcus species.

PesuctentHi mikpoopranizmu: Haemophilus influenza, Moraxella catarrhalis, Neisseria species,
Enterobacteriaceae, Pseudomonas species.

* KiminiyHa edekTuBHICT, Oyna NpPOJEMOHCTpOBaHA s YYTJIMBHX IITaMiB 3TiIHO 3
3aTBEPAKEHUMU TOKa3aHHSIMHU.

Xoua JIIHe301]1 JEeMOHCTPYE NesIKY aKTHUBHICTb in vitro npotu Legionella, Chlamydia pneumoniae
ta Mycoplasma pneumoniae, HEAOCTaTHBO JAHUX IS TIATBEPXKCHHS KITHIYHOT €)eKTUBHOCTI B
[[UX BHITAJIKAX.

[lepexpecHa pe3UCTEHTHICTD

Mexani3m ii JIIHE30J111y BIAPI3HIETHCS BiJl TAKOTO 1HIIUX KJIACiB aHTHUO10THKIB. JloCimKeHHs
KIHIYHUX  IITamiB  (METUIMIIIHPE3UCTEHTHUX  CTAa(iJIOKOKIB, BaHKOMIIMHPE3UCTECHTHUX
€HTEpPOKOKIB, a TaKOX TMEHIWIIH- 1 EPUTPOMIIMHPE3UCTEHTHUX CTPENTOKOKIB) in Vitro




MOKA3YIOTh, IO JIIHE30JI1/] 3a3BUYail aKTUBHUN BIJTHOCHO MIKPOOPTaHi3MiB, CTIHKHX JI0 OHOTO Y1
JIEKUTBKOX 1HIIKX KJIaCiB aHTUMIKPOOHUX areHTIB.
CrilikicTh 10 JiHE30JIi1y OB’ A3aHa 3 TOUKOBUMHU MyTatisimu B 23S pPHK.

Dapmaxokinemuxa.
[Ipenapar niHe30711/1 € 61070TTYHO AKTUBHOIO PEYOBUHOIO Ta META0OI3YETHCS 1O HEAKTUBHHUX
MOX1/THHX.

AOGcopOri

Jline3o7111 IHTEHCUBHO BCMOKTYETHCS MICIIS IEPOPATBLHOTO 3aCTOCYBaHHA. MaKkcuMaibHa
KOHIICHTpAIlis Y TUIa3Mi KpOBI TOCSATAEThCS MPUOIN3HO Yepe3 1—2 roauHM IMiciIst 3aCTOCYBaHHS, a
abcomoTHa 010I0CTYIHICTH Npenapary craHOBUTh O61u3bk0 100 %. Tomy iHE30111 MOXKHA
3aCTOCOBYBATH MEPOPaIbHO a00 BHYTPINTHBOBEHHO 0€3 KOPEKIIil 103H.

Jline30u1i1 MOKHA 3aCTOCOBYBATH HE3aJICXKHO BiJl puiiomy ixi. Yac 10 mocsrHeHHs
MaKCUMaJIbHOI KOHIIEHTpaIIi1 301ab1nyeThes 3 1,5 10 2,2 roguau, 1 Cmax 3HIKYETHCS TPUOJIU3HO
Ha 17 % nipu 3acTOCyBaHHI JIIHE30JI11y 3 TKEIO 3 BHCOKUM BMIiCTOM X)upiB. [IpoTe 3arampHa
ekcro3utis, sika omHeTses 3a AUC).», To1i0Ha B 000X BUITAIKAX.

Posnonin

HocnimkenHs GpapMakoKIHETUKY TTOKA3aJId, 0 JIIHE30JI1]] IBUAKO PO3MOAUIETHCS Y TKAHUHAX
3 mooporo nepdysiero. [Ipubdauzno 31 % nine3omiay 3B’ I3y€ThCs 3 OLTKaMU TUTa3MHU KPOBI, 1 118
HE 3aJISKUTH BiJ KOHIEHTpalii npenapaty. O0’eM po3noaiy JIiHe301i1y B PIBHOB)XHOMY CTaH1
y 3J0POBUX JOPOCIHUX JOOPOBOJIBIIIB CTAHOBUTH B cepenHboMy 4050 .

Konnenrpauii JiHe30:111y BU3HaYaIUCs B PI3HUX PiIUHAX 32 YIaCTIO OOMEKEHOI KIJTbKOCTI
YYaCHHKIB Y JOCTIKEHHAX (a3u 1 micis 6araTokpaTHOTO BBEICHHS JIIHE30I11y. BiqHOmIeHHS
KOHIICHTpaIlii JTIHe30JIiy B CJIMHI IO KOHIICHTpAIIii y T1a3Mi KpoBi cranoBmiio 1,2:1, a
BiJTHOIIICHHSI KOHIICHTpAIIi1 JIIHE30iAy B MOTi O KOHIEHTpallii y rmiaa3mi kpoBi — 0,55:1.

MeraboutizMm

Jline3omia mepeBakHO METa00III3yEThCS MIJITXOM OKUCICHHS MOP(OTIHOBOTO KUTBIIA 3
YTBOPEHHSIM JIBOX HEAKTHUBHUX TOXITHUX KapPOOHOBOT KUCIOTH 3 PO3IMKHEHHM KIJTBIIEM:
MeTa0OoJITY aMiHOETOKCIONTOBOI KUCIOTH (A) 1 MeTaboMiTy rigpokcieTnariinuny (B).
[TepenbavaeTnes, 0 METa0OMIT A YTBOPIOETHCSA (DEPMEHTATUBHUM IIUISIXOM, TOJI1 SIK YTBOPEHHS
MeTaboiity B onocepenkoByeTbes HepepMEHTATUBHUM MEXaHI3MOM, IO BKIIOYAE XIMIUHE
OKHCIICHHSI B YMOBaX in vitro. JIOCHiJUKEHHS in vitro POJeMOHCTPYBAIH, 1110 JIIHE30Ii]
MIHIMQJIBHO METa00J1I3yEThCS 3 MOXKJIMBOIO YIACTIO Y IIbOMY ITPOIIECI CUCTEMH ITUTOXPOMY
monuau P450. I[Ipote MmeTa®omivHi MIIAXHU JAJI JIHE30I1Ay 10 KiHIISA HE BUBYCHI.

BupenenHs

HenupkoBuii kitipeHC CTaHOBUTH TPUOIIN3HO 65 % Bij 3arajqbHOTO KIIIPEHCY JIiHe30iay. Y
piBHOBaXkHOMY cTaHi npuOimn3HO 30 % 1031 npenapaTy BUSBISIETHCS B C€Ul Y BUIIISII
ninesoniny, 40 % — y Burasaal meradonity B 1 10 % — y Burnsaai metadomity A. Cepenniit
HUPKOBUH KJIIPEHC JIIHE301i1y CTAaHOBUTH 40 MII/XB, 110 CKJIaJIa€ YHCTY KaHAJIbIIEBY
peabcopouito. JliHe30uia B KaJli MPaKTUYHO HE BU3HAYAETHCA, TOAL AK MPHOIM3HO 6 % 103U
npenapary BUSBIBIETHCS B KaJll y BUTIISAI MeTabomiTy B 1 3 % — y Bursiai metabomity A.

He3nauna HeniHINHHICTD KIIpEHCY criocTepiranacs npy MiABUILECHHI 03U JIHE30i 1y, 110,
OYEBH/IHO, € HACIIKOM HIKYOTO HUPKOBOTO 1 HEHUPKOBOTO KIIIPEHCY LILOTO Ipemnapary npu



fioro BuImux KoHIeHTpauigax. [Ipore s pisHuLA y KiipeHci Oylia He3HayHa 1 He BIUTUBAJIA Ha
YSIBHUI TE€pi0;] HAIliBBUBEACHHS.

Tayienmu 3 nHupkogoro nedocmamuicmio. DapMaKOKIHETHKA JITHE30JI1Ay HE 3MIHIOETHCS Y
MAII€HTIB 3 OYIb-SIKUM CTYIIEHEM HHUPKOBOI HEIOCTATHOCTI; IPOTE JBA OCHOBHI META0OITH
JIHE3011y KyMYJIOIOTHCS Y MALli€HTIB 3 HUPKOBOIO HEIOCTATHICTIO 31 301IbIICHHSM iX
HAKOMTUYCHHS y MAI[I€HTIB 3 OUTBIIUM CTYIIEHEM Ba)KKOCTI HUPKOBOI JUCQYHKIIIT.
dapmaKOKiHETHKA JIHE30I1Ay Ta ABOX HOT0 METa0OJIITIB TaKOX OyIia TOCHIKEeHa Y MAIliEHTIB 3
TepMiHANBHOIO cTafiero HupkoBoi HegoctatHocTi (TCHH), siki 3HaxonAThCs HA remofianisi. Y
nocmixeni TCHH 14 nanientiB orpumyBaiu 600 Mr j1iHE30:11ly KOXKHI 12 TOUH POTATOM
14,5 nast. OCKiTbKY HE3aJIeKHO BT (PYHKITIT HUPOK JOCATAIKMCS OJTHAKOBI KOHIIEHTpAITii
JIHE30Ji1y y M1a3Mi KpoBi, TOMY JJIs MALI€HTIB 3 HUPKOBOIO HEIOCTATHICTIO HE
PEKOMEHAYEThCS MPOBOIUTH KOpeKIito no3u. [Ipote, BpaxoByroun BiACYTHICTh iH(popMarii mpo
KJIIHIYHY 3HAYYIIICTh HAKOMUYEHHS! OCHOBHUX META0OJIITIB, CJIiJT 3BAXKUTH JTOIIJIBHICT
3aCTOCYBaHHS JIHE30J 11y MaI[ieHTaM IPU HAIBHOCTI HUPKOBOT HEJOCTATHOCTI 1 MOTEHLIHHUX
PU3HKIB HAKOMIMYEHHS TaKUX METa0oMITiB. | TiHE301i, 1 1Ba METabOIITH BUBOISTHCS 32
JIOTIOMOT00 TeMo/tiami3zy. [Hpopmallist mpo BILIUB MEPUTOHEATHHOTO JTialli3y Ha
(apMaKOKiHETHKY JIIHE30JIiy BIACYTHS.

Tayienmu 3 neuinkogor nedocmamuicmio. apMakoKiHETHKA JIIHE30JITy HE 3MIHIOBAjIacs y

7 MAIli€HTIB 13 TOPYIICHHAM (YHKIIT IEYiHKU BiJ] JIETKOTO 10 CEPEIHBOTI0 CTYIEHS TSHKKOCTI
(k1ac A a6o b 3a mikanoro Yaitnna — [1'10). Ha mijicraBi HassBHUX JaHUX JUIS TAI[I€HTIB 13
ypakeHHsIM (YHKIIIT MEUIHKHU BiJl JIETKOTO JI0 CEPEIHBOTO CTYIEHS TSIKKOCTI KOPUTYBAHHS 03U
HE pekoMeHoBaHe. PapMaKOKIHETHKA y MAIIEHTIB 13 ypaKeHHAM (DYHKIIIT EeUiHKU TSHKKOTO
CTYIEHsI HE OLlIHIOBaJacs.

KuainiuHi xapakrepucTukm.
Iloka3zanns.

JlikyBaHHS 1H(EKIH, CIPUUYMHEHUX YYTJIMBUMH IITaMaMH BU3HAYCHHMX MIKPOOPTaHi3MiB, MpH
TaKUX CTaHaX:

- HO30KOMiajIbHa ITHEBMOHIS,

- HETOCIIITAJIbHA [THEBMOHIS;

- yckianHeHi iH¢ekuii mKipu Ta ii cTpykTyp, 30KpeMa indekuii Ha GoHi giadeTnyHoi cronu 0e3
CYIyTHBOTO OCTEOMIENITY, CHpu4MHEH1 Staphylococcus aureus (METHIWIIIHUYTIUBUMHU Ta
METHUIITIHPE3UCTEHTHUMH 130JI5TaMu), Streptococcus pyogenes abo Streptococcus agalactiae.
Jline3o:mix He OyB BUBYEHMH Yy JTIKYBaHHI BUPA3KOBUX MPOJIEHKHIB.

- HeyckiaaHeHl 1H(ekuii mKipu Ta ii CTpykTyp, cnpuumHeHi Staphylococcus aureus (TUTbKH
METHUIMITIHYYTIMBUMH 130519TaMu) ab0 Streptococcus pyogenes;

- PE3UCTEHTHI /10 BAHKOMINUHY 1H(EKIII1, CIpUYrHEH] mTaMu Enterococcus faecium, BKIIOYAIOUN
1H(eKil, 10 CYIPOBOIKYIOTHCS OaKTEpieMIETO.

Jline3omia He MOKa3aHMMA [ JIIKYBAaHHS 1H(EKIIH, CIPUIYMHEHUX TPaMHETaTHBHUMHA
MiKpoopratizaMamu. ¥ pasi mijo3pu ado BUABICHHS I'PaMHETaTUBHOTO 30yIHUKA TIOTPIOHO
HEeraitHO po3MoYaTH crenudiyHy rpaMHEraTUBHY TEePaITiio.

Hpomunomwamm.

Bimoma rinepuyTimBiCTh 0 J1HE30J1i1y a00 OyIb-sSKOT0 1HIIIOT0 KOMIIOHEHTA IIpenapary.



Jline30uti1 HE CJIiJT 3aCTOCOBYBATH MAIli€HTaM, SIKi IPUUMAIOTh Oyb-sKi MEIUYHI TIPerapaTH, 1o
MPUTHIYYIOTh MOHOaMiHOKcHIa3sy A Ta B (Hampukian, deHensuH, i30kapOOKca3ui, CeneriiH,
MoKJI00eMijT), a0 IPOTIAroM ABOX THXKHIB MICIsI MPUHOMY TaKUX Ipenaparis.

3a BHHATKOM BHIIAJIKiB, KOJIM € MOXJIMBICTh PETEIBHOTO CIIOCTEPEKECHHS Ta MOHITOPHHTY
apTepiaJbHOrO THCKY, JliHe30miJq He Ciifl NpU3HAYaTH NAallieHTaM 3 TaKUMH CYIYTHIMHU
KJIIHIYHUMH CTaHaMH a00 OJTHOYACHO 3 MPUMOMOM HI)KYE3a3HAUYEHUX TPerapaTiB:

- HEKOHTpPOJIbOBaHA apTepiajibHa TinepTeH3is, (peoXpoMouuTOMa, KapLUUHOIN, THPEOTOKCHKO3,
OimosisipHa aenpecis, mu30adeKTUBHUN PO3JIaJl, TOCTPI €301 3aI1aMOPOYCHHS.

- IHr161TOpH 3BOPOTHOTO 3aXOIJICHHS CEPOTOHIHY, TPULIMKIIYHI aHTUETIPECaHTH, aronictu S-HT
pelenTopiB CEpOTOHIHY (TpUNTaHH), TPsAMI Ta HENPSAMI CHUMMIATOMIMETHKH (BKIIFOYAFOUH
aJipeHepriydi  OpoHxoauIaTatopu, mceBroedenpuH, (eHUIponaHodaMiH), Ba30OMPECOPH
(eminedpuH, HOpemniHePpUH), AOMAMIHEPTIUHI CHOJYKH (JOmMaMmiH, M0OyTamiH), METUIUH abo
OycmipoH.

Coi npUITUHUTH TOAYBaHHS TPYIUIIO MPOTSATOM 3aCTOCYBaHHS Tpenapary (IuB. p.
«3acTocyBaHHs y MEpioj BariTHOCTI a00 TOAYBaHHS IPYII0.»).

Ocoobnueocmi 3acmocy8amnnsi.

Mienocynpecisn

[oBinomisiiocst Mpo BUHUKHEHHSI MieJIocynpecii (30KkpemMa aHeMilo, JICHKOIEH 10, MaHIIUTONCHI0
Ta TPOMOOIIUTOIIEHII0) y MAIlI€HTIB, IMi/1 YaCc 3aCTOCYBAHHS JIIHE30iAy. Y TaKUX BUITAJIKaX MIiCIIs
BIIMIHM JIIHE30JIiAy MOPYLIEHI TIeMaToJIOTIYHI TOKa3HUKH TOBEPTAIMCA JIO0 PIBHA, SKUN
CIIOCTEpiraBest 0 MOYATKY JiKyBaHHS. MIMOBIPHO, 110 PH3HK PO3BUTKY IUX e(EKTiB OB’ I3aHHIA
3 TPUBAIICTIO JIIKYBaHHS. Y TALI€HTIB JITHHOTO BIKY 3aCTOCYBaHHS JIHE30MIy MOXe
CYMPOBOKYBATUCH OUTBIII BUCOKUM PU3MKOM BUHUKHEHHS MMATOJIOTIYHUX 3MIH KPOB1 IOPIBHSIHO
3 OUIBII MOJIOAMMH TIAIIEHTaMU. Y TAII€HTIB 3 TSHKKOK HUPKOBOKO HETOCTATHICTIO (HE3AIEIKHO
BiJI TOTO, UM MPOXOJATH BOHU MPOILEAYPH Jialli3y) MOXKJIMBE ITiABUIICHHS YacCTOTH PO3BUTKY
TpombornuToneHii. TakuM YMHOM, peTebHUIl MOHITOPUHT (POPMYIIH KPOBI HEOOXITHUN Y TaKUX
MAII€HTIB: TAIlIEHTH 3 YK€ ICHYIOYOI0 aHEMI€I0, TPaHYJIOIMUTOICHIEI0 200 TPOMOOIIUTOTIEHIETO;
NAllieHTH, $KI OTPUMYIOTh CYIYTHI TpemnapaTH, 30aTHI 3HWXKYBAaTH piBHI TreMmoryo0iny,
3MEHIITYBATH KIJTBKICTh (DOPMEHUX E€JIEMEHTIB KpPOBi a00 HETaTHBHO BIUIMBATH HA KUIBKICTh UM
(GyHKLIOHATBHY AaKTHBHICTb TpPOMOOLMTIB; MAIlEHTH 3 THKKOIO (POPMOIO HHPKOBOI
HEJIOCTaTHOCTI; TAIlIEHTH, KypC JIKyBaHHs AKUX TpuBae Outbml Hix 10-14 nHiB. 3acTocoByBaTH
JIHE30I1/1 IS TIKYBaHHS TaKUX MALli€HTIB Oa)KaHO JIMILIE Y TIOEAHAHHI 3 PETEIIbHUM KOHTPOJIEM
PIBHS TEeMOTJIO0iIHY, 3aTaJIBHOTO aHaJli3y KPOBI Ta, 332 MOXJIMBOCTI, KIJTbKOCTI TPOMOOITUTIB.
SIkmo mix Yac JIKyBaHHS JIIHE30JIIJOM pPO3BHUBAETHCS 3HAYHA MIEIOCYIpECis, JIKyBaHHS
HEOOXITHO 3yNMUHHUTU. BUKIIOYCHHSIM € BUMAAKH, KOJIU TPOJOBKCHHS JIKYBaHHS BU3HAHE
abCoMOTHO HEOOXIMHUM. Y TaKuMX CHUTYyalisX HEOOXiTHO MPOBOJUTHU PETEIbHUNA MOHITOPUHT
MOKA3HMKIB 3araJlbHOTO aHali3y KPOBi Ta BIPOBAPKYBATH BIIIOBIIHI CTpaTerii JiKyBaHHS.

Kpim TOro, peKOMEeH/10BaHO IIOTHKHS MPOBOJUTH MOHITOPHHI IOKA3HUKIB 3arajbHOTO aHaJi3y
KpOBi (BKJIIOYAIOYM BH3HAYCHHS PIBHIB TeMOTTIO0IHY, KITBKOCTI TPOMOOITUTIB, 3arajibHOL
KUIBKOCT1 JIGHKOIIMTIB Ta PO3TOPHYTOI JEHKOUUTAPHOT (OPMYNH) y MAIIEHTIB, K1 MPOXOIAThH
JIKYBaHHS JIIHE30JI110M, HE3aJICKHO BiJ BUX1THUX MTOKa3HUKIB aHATI3y KPOBI.

VY nochipkeHHSX 13 3aCTOCYBAHHSIM HE3apEECTPOBAHOTO JIIKAPCHKOTO 3ac00y MO TyMaHITapHii
mporpami (compassionate use) B TpyIri MaIi€HTIB, K1 OTPUMYBAJIHU JITHE30J11]] MPOTATOM O1JIBII HI%K
28 nHIB (MakcMMajbHAa PEKOMEHJIOBaHAa TPUBAIICTH JIIKYBaHHS), CHOCTEpIradd IIiIBUICHHS
YacTOTH BUHUKHEHHS TSDKKOI aHeMii. Taki mamieHTH yacTime notpeOyBain MepeluBaHHs KPOBi.
IIpo Bunmagku asemii 3 m1OTpeOOI0 Yy TMEpEeNUBaHHI KpPOBI TakoX TMOBIIOMILSUIA Y
nicisipeecTpaniiinoMmy nepioni. Taka aHeMis yacTille BUHUKajJa y TAli€HTIB, AKi OTPUMYBAIN
JHE30JT1]T IPOTATOM OLUIBIN HiXK 28 JHIB.

[ToBigoMmsiiocst PO BUMAIKK CHAEPOOIACTHOI aHeMmil y michsipeectpariitHomy nepioai. Cepen
BUMAJKIB, i1 SKUX OyB BIiIOMHUN Yac BUHUKHEHHS aHeMil, OiUIBINICTh TAIIEHTIB OTpUMYBala
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JiHe30ia mpoTsaroMm Oinbine 28 aHiB. [licis npuUnuHEHHS 3aCTOCYBAaHHS JIIHE30M1y OLIBIIICT
MaIli€HTIB MOBHICTIO a00 YaCTKOBO OY)KYBaJld BHACIIIOK MPOBEACHHS JIIKyBaHHs aHeMii abo
HaBiTh 0€3 JIIKyBaHHS.

Jlucbananc noxasHuKie cmepmHoCmi )y KIIHIYHOMY OOCHIONCeHHI 3a y4acmioo NayicHmie 3
iH(heKyiamu KpoBOMOKy, NO8’A3aHUMU 3 BUKOPUCMAHHAM Kamemepieé ma CnpuduHeHumu
2pamMno3umMueHUMU 30YOHUKAMU

VY xoni BIAKPUTOTO JOCTIHKEHHS 33 YYacTIO TAII€HTIB 13 CEPHO3HUMH BHYTPIITHBOCYIUHHIUMH
1H(pEKUiAMHU, CIPUYNHEHUMH BUKOPUCTAHHSAM KaTETepiB, CIIOCTEPIrain 3pOCTaHHs CMEPTHOCTI y
Ipyni TAali€HTiB, SKUM 3aCTOCOBYBAJIM JIHE30JdiJ, MOPIBHAHO 3 TpyHaMu JIKyBaHHSI
BaHKOMILIMHOM/IUKIIOKcartmriHoM/okcarmniaoM (78 3 363 (21,5 %) npotu 58 3 363 (16,0 %)).
OcHOBHUM (aKTOPOM BIUIMBY Ha IOKa3HUK CMEPTHOCTI Oylia HasBHICTb T'PaMIO3UTHUBHOL
iH(eKii Ha BUX1IHOMY piBHI.

[Toxa3HUKU CMEPTHOCTI y MALI€HTIB 3 iH()EKLIIMHU, CIPUYNHEHUMHU BUKIIIOYHO IPAaMITIO3UTUBHIUMHU
opraHizmamu, Oynu cxoxi (rmepeBakne criBBigHomeHHs 0,96; 95% nosipuwmii iHTepBan 0,58—
1,59), ane y rpymi JiKyBaHHS JIHE30J1I0M 4acTOTa JIETaJbHUX BUNAJAKIB Oyjia 3HAYHO BHILOIO
(p=0,0162) y nartieHTiB 3 Oyab-SIKUM JOJATKOBUM 30YyJAHHMKOM a00 BiJICYTHICTIO 30yJHHKIB Ha
BUXIZTHOMY piBHI (mepeBakHe cmiBBigHOIECHHS 2,48; 95% noBipumii iHTepBam: 1,38-4,46).
HaiiGinpmmii mucbanaHc crocTepiraBcs MMiJi Yac JIKyBaHHsS Ta MPOTATOM 7 JHIB 3 MOMEHTY
BIIMIHM JIOCIIJPKYBAaHOTO Ipernapary. BulblIicTh mamieHTIB y Tpymi JiKyBaHHS JIHE30J1I0M,
HaOynu TrpamMHeraTuBHI 1HQEKIIT TpOTArOM JOCHIIKEHHS Ta TOMEpIH Bix 1HQEKIIIH,
CIPUYMHEHUX IPaMHETaTUBHUMHM 30yIHUKAaMH, Ta BiJ MONIMIKpoOHUX iH(ekmii. TakuM 4ynHOM,
MpU YCKIAJHEHWX 1HQEKIIsIX MKIpU Ta M SKUX TKAHWH Yy MAI€HTIB 31 BCTAHOBJICHOIO a0o0
[iZ03PIOBAHOI0  CYNYTHBOIO 1H(EKII€I0, CHPUYMHEHOI0 TPAMHETaTUBHUMH 30yIHUKaMHU,
JHE30JI1]] CJIiJ] 3aCTOCOBYBATH JIMIIE 3a BIJICYTHOCTI IHIIUX BapiaHTIB JIIKYBaHHS (IUB. PO3ILIT
«[Tokazannsi»). 3a Takux OOCTaBMH HEOOXIAHO pO3MOYMHATH MapajeibHe JIKyBaHHS
rpaMHETraTUuBHOI 1HGEKIIII.

lliapes ma konim, no8’a3aui i3 3aCMOCY8AHHAM AHMUOIOMUKIB

[Ipu 3acTocyBanHHi Maii)ke ycCiX aHTHOIOTHKIB, BKJIIOYAIOYM JIIHE30JIiJ], TMOBIJOMIISUIOCS PO
BUHUKHEHHS Jiapei Ta KOJITYy, IOB A3aHHUX 3 3aCTOCYBaHHAM AaHTHUOIOTHKIB, BKIIOYAIOYH
TICEBAOMEMOPAHO3HUN KOIIiT, Ta ToB’s3any 3 Clostridium difficile niapeto (CDAD), TSXKicTh
IPOSIBIB SIKUX MOKE BapilOBAaTH BiJl MOMIpHOI Aiapei 10 KOJITY 3 JIeTAJIbHUM HacligkoM. Takum
YHHOM, Ba)KJIMBO BPaXOBYBATH MOXJIMBICTh I[bOTO iarHO3Y Y NAIlI€HTIB, Y SIKUX M1 9ac a0 Mmicis
3aCTOCYBaHHS JIIHE30JIiTy PO3BUBAETHCS iapes. Y pas3i HasBHOCTI MiZ03pH Ha Aiapero YM KOJIiT,
10 TIOB’s13aH1 3 3aCTOCYBaHHSAM aHTHOI0THKIB, a00 MIATBEPIKEHHS I[LOTO J1arHo3y, HEOOX1THO
MPUITUHUTH TTOTOYHE JIIKyBaHHS aHTHOAKTEPIaIbHUMH TIpernapaTaMu (BKIIOYAI0YH JIIHE30JT1]T) Ta
HEraifHO PO3MOYaTH BIAMOBITHI TEPANEBTHYHI 3aXOAW. Y TaKUX CHUTYaIlisX IMPOTHIIOKA3aHE
3aCTOCYBaHHS IMpernapaTiB, AKi IPUTHIYYIOTh IEPUCTAIBTHKY.

Jlakmoauuoos

[ToBimomiIsIOCs PO PO3BUTOK JIAKTOAIMI03Y MPU 3aCTOCYBaHHI JiiHe3zouiay. [lamienTu, y sKkux
i Yac 3aCTOCYBAaHHS JIIHE30JiAy BUHUKAIOTH CUMIITOMH Ta MPOSIBH META0OIIYHOTO aluao3y,
BKJTIOYAIOYH PEIMIUBYIOUY HYJOTY ab0 OiroBaHHs, OL1b y )KMBOTI, HU3bKUI piBeHb OikapOOHATIB
a0o TiMepBEeHTUJIALII0, TOBUHHI HETaifHO 3BEPHYTHUCS 32 MEIUYHOIO JIONIOMOT010. Y pa3i pO3BUTKY
MOJIOYHOKHCJIOTO alli03y He0OX1THO 3BaKUTH KOPUCTH MOAAIBIIOTO JIKYBaHHS JIIHE30JI1J0M Ta
MOTEHIIIHI PU3UKH.

Jlucyuxyis mimoxonopiii

Jline3omia mpUTHIYYE MITOXOHIPIATBHUN CHHTE3 OUIKIB. Y pe3ylbTaTi LIbOr0 MPUTHIYCHHS
MOXXYTh PO3BHUBATHCh Takl TOOIYHI peakiii, SK JaKTOalMuI03, aHeMis Ta HeHpomnaris
(mepudepuuna ta 30poBoro Hepna). Lli sBUIA GBI MOMMPEHI MPU 3aCTOCYBAHHI Mpenapary
MIPOTSTOM OUTBIIT HIXK 28 JTHIB.



Tlomenyitini 83aeM00ii, WO CNPULUHIOIOMb NIOBUUYEHHS APMEPIATbHO20 MUCK)

3a BUHSTKOM BHITaJIKiB, KOJM MOXJIMBE CIIOCTEPEKECHHS 3a MalliEHTaMU CTOCOBHO MOKJIMBOTO
IiABUILEHHS apTepiajbHOTO TUCKY, JIHE3011 He CIIiJl IPU3HAYaTH Mali€HTaM 3
HEKOHTPOJIbOBAHOIO apTepiabHOIO TIMEPTEH31€I0, (HEOXPOMOITUTOMOIO, THPEOTOKCUKO30M
Ta/ab0 CyImyTHIM MPUHOMOM TaKUX THITIB JTIKAPCHKHUX 3aC001B, SK: IPSAMOT Ta HEMPAMOI i1
CHUMITATOMIMETHKY (HaIIPUKJIIAJ NceBroedepruH), Ba3onpecopy (Hanpukian emuedpuH,
HopemiHehprH), nodaMiHeprivyni 3acodu (Hanpukiaan godamin, 100yTaMis).

Cepomoninosuii cunopom

Hanxoawnm crioHTaHHI MOBIOMIIEHHS PO PO3BUTOK CEPOTOHIHOBOTO CHHAPOMY, MOB’SI3aHOTO 3
OJTHOYACHUM 3aCTOCYBaHHSM JIIHE30JIiJy Ta CEPOTOHIHEPTiUHUX IpernapariB, BKIIOYAIOYH
AHTUJETIPECAHTH (TaKi SIK CEJICKTUBHI 1HT101TOpH 3BOpOTHOTO 3axoruieHHs cepoToHiny (CI33C)).
Tomy, olHOYacCHE 3aCTOCYBaHHS JIIHE30IIIy Ta CEPOTOHIHEPTIYHUX MperapaTiB MPOTHIIOKA3aHE
(muB. «[IpoTmmokazaHHs»), 32 BUHATKOM BHUIAKIB, KOJHM 3aCTOCYBAaHHS 5K JIIHE30JIy, TaK 1
OJIHOYACHE 3 HUM 3aCTOCYBaHHsI CEpOTOHIHEPTIUYHUX MpEMapariB Ma€ BUpIIIAJbHE 3HAYCHHS. Y
TaKUX BUMAJKaX TMAI[iEHT MOBHHEH 3HAXOIUTHCH IIiJl MUIBHUM CIIOCTEPEKCHHSIM 3 METOIO
BUSIBJICHHSI CHMIITOMIB CEPOTOHIHOBOTO CHHJIPOMY, TaKUX SIK IMOPYIIEHHS KOTHITUBHOI (YHKIIIT,
rinepmipekcis, rineppediexcis Ta mopyuieHHs KOOpAuHamii pyxiB. Y pa3i BUHHUKHEHHS TaKUX
CHUMIITOMIB JIiIKap IOBUHEH PO3TJITHYTH MOXJIMBICTH BIIMIHM TOTO 4YM I1HIIOTO Ipenapaty. [licms
BIJIMIHM CEPOTOHIHEPT1YHOIO IIpenapaTy MOXJIMBE BUHUKHEHHS CUMIITOMATUKY BiMIHH.

Ilepughepuuna neviponamis ma Hetiponamis 30p08020 Hep8a

[MoBinomiisiocst Mpo po3BUTOK MepUQepruuHoi HeWpomnaTii, a TakoXK Helponarii 30poBOro HepBa,
Ta HEBPHUT 30POBOTO HEPBA, K1 1HOII MPOTPECYBAIH JI0 BTPATH 30Dy, Y MAIIEHTIB, K OTPUMYBaIH
nikyBaHHS npernapaTom JliHe3omia. Taki mMOBIAOMIIEHHS y TIEPITY YEPTy CTOCYBAIKChH TAIIIEHTIB,
K1 OTPUMYBAJIH JTIKYBAHHS IPOTATOM OijbIe 28 AHIB (MaKCUMaIbHA PEKOMEHI0BaHA TPUBAITICTh
JKyBaHHS).

VYciMm mamieHTaM  HEoOXiTHO PEKOMEHIyBaTH TOBIJOMIISITH TPO BHUHUKHEHHS CHMIITOMIB
MOPYIICHHS 30PY, TaKl SIK 3MIHUA TOCTPOTH 30PY, 3MIHH KOJIbOPOBOTO CITPUIHSATTS, HEUITKICTh 30py
a0o0 BUMAIHHA YaCTUHM NOJIS 30pY. Y MOAIOHUX BUMAIKaX PEKOMEHI0BAHO TEPMIHOBO ITPOBECTH
OTJISI/T 3 HAIPABIEHHSM 70 O TAIBMOJIOra, K0 HeoOXiaHo. SKiIo namient npuitmae Jline3omia
MPOTATOM OUTBII HIXK pEKOMEHI0BaH1 28 HIB, HEOOXiHO PEryIsIpPHO TEePEBIPSATH 3ip.

VY pasi po3BuTKy nepudeprudHoi Heliponarii abo HeiiponaTii 30pOBOro HepBa HEOOXITHO 3BAXKUTU
KOPHUCTH MMOJAIBIIOTO JTiKyBaHHS JIiHE3011110M Ta HOTEHIIMHI PU3HKH.

MonuBe MiIBUIICHHS PHU3UKY PO3BUTKY HEHpomarii NpH 3acTOCYBaHHI JIIHE3OJITY JUIS
JIKYBaHHS  TAIlIEHTIB, SIKI  OTPUMYIOTh a00  HEMIOJAaBHO  OTPUMYBAJIM  Tepariio
aHTHOAKTepiaJTbHUMH MpenapaTamMu IS JIKYBaHHS TyOepKYIIbO3y.

Cyoomu

[ToBimoMsITOCS TIPO BUMAIKH CYAOM Y TAIIEHTIB, SKI OTPUMYBAIHM TEPAIii0 IpenapaToM
Jlinezomia. YV OUIBIMIOCTI BUIAIKIB MOBIAOMIBUIA NMPO TakWW (PAKTOp PHU3HKY, SK CYJAOMHU B
anamHes1. [lamienTaMm He0OX1ITHO MOBITOMIISATH JIIKapiB, SKIIO Y HUX PaHiIIe BUHUKAIN CYIOMHU.

Ineibimopu moHoamiHokcuoasu

Jline3oui1 € HeCeNeKTUBHUM iHTiI0iTOpoM MoHOamiHOKcuazu (MAQ) 3BopotHoi aii. [Ipore B
J103aX, sIK1 3aCTOCOBYIOTH JIJIsl aHTHOAKTEplaabHOT Tepallii, BiH HE TIPOSBIISIE aHTUICTTPECUBHUM
edexT. Y IOoCHiKeHHIX B3aEMO/IIT JIIKApChKUX TPETapaTiB Ta JOCTIHKEHHAX OC3MeKH
3aCTOCYBaHHS JIHE3011y OyJI0 OTpUMaHO Jy*Xe 0OMEeXeHY KUIbKICTh JaHUX MPO 3aCTOCYBAaHHS
JHE30J11 Ty JUIs JIIKyBaHHS OCHOBHOTO 3aXBOPIOBAHHS Ta/ab0 0JTHOYACHOTO JIIKYBaHHS
npenapaTrami, siki MOKyTh HECTH TI€BH1 pU3UKH, BHACIIIOK purHiueHHs MAO. Tomy
3aCTOCYBAHHSI JIIHE30JIiTy 32 TAKMX 00CTaBUH HE PEKOMEHIOBaHE, K0 HEMOXKIIUBO MPOBOUTH



NWIBHE CIIOCTEPEKEHHSI Ta MOHITOPHUHT CTaHy mauieHTa (auB. po3aimm «[IpoTumnokazanus» ta
«B3aemois 3 iHIIMMHU JIIKAPCHKUMHU 3aCO0aMU Ta 1HII BUJIA B3AEMOIIN»).

3acmocysanus y no€oHanti 3 HaCU4eHUMU MUPAMIHOM HPOOYKMAaMU

[Mamientam caig  peKOMEHIyBaTH YHUKAaTH CIOKMBAHHS BEJIHMKOI KIJIBKOCTI TPOJIYKTIB,
30arayeHux TUpaMiHOM (IUB. po3/ii «B3aeMois 3 IHIIMMU JIIKapChbKUMHU 3aC00aMU Ta 1HII BUIU
B3a€EMOJIIIT»).

Tinoenixemisn

[ToBinomiieHHs, OTpUMaHi y HiCJIApeecTpalliiHIi epioj, CBiAYaTh PO BUMAIKU
CHUMIITOMAaTUYHOI T1MOTIIKeMii IPU 3aCTOCYBaHHI JIIHE30J1ly, HECEIEKTHUBHOTO 1Hr16iTopy MAO
3BOPOTHOI [Iii, MaIi€eHTaM 3 IyKPOBHUM J11a0€TOM, SIKi MPUUMAIOTh 1HCYIIIH a00 TepopaibHi
rinornikeMivsi npenapartu. [Ipuitom neskux inridiropisB MAO noB’si3aHuil 3 TiNOrTiKeMiYyHUMH
emi30/1aMH Y XBOPUX Ha LIYKPOBUil [1iabeT, sIKi OTPUMYIOTh 1HCYJIiH 200 TiMoTIiKeMidHi 3ac00u.
Xo4a MpUYNHHAN 3B’ 130K MK JIIHE30JI1/IOM 1 TIIMOTIIKEMI€I0 HE BCTAHOBJICHO, TAIIIEHTIB 3
I[yKPOBHUM A1a0€TOM CIIiJ] MOTepeKaT! PO MOTCHLIHHY T1MOTIIKEMIUHY PEaKIIito il 4ac
3aCTOCYBaHHS JIHE30i1y.

VY pa3i BUHHUKHEHHS Tinoriikemii Moxe OyTH mNOTpiOHE 3MEHIICHHS 03U IHCYJIiHY abo
NEPOPAIBHOTO TIMOTIIKeMIYHOrO 3aco0y a00 NpPUIIMHEHHS 3aCTOCYBaHHS IEpOpabHOTO
rMOrIiKeMIYHOT0 3ac00y, IHCYJIIHY Y1 JTIHE30i Y.

Cynepingexyis

BruuB nine30i1ity Ha HOpMaIbHy MIKpOQIOpY HE BUBYABCS ITi]T Yac KITHIYHUX BUIIPOOYBaHb.
3acTocyBaHHs aHTHOIOTHKIB 1HOJI MOK€ TPHU3BOAUTH 10 HAIMIPHOTO POCTY HEUYYTIWBHX
oprani3miB. Hampuknan, npubnuszno y 3 % maIi€eHTiB, SKI OTPUMYBAIH JIHE3OMII Yy
PEKOMEHJIOBAaHMX J[03aX, MPOTATOM KIIHIYHUX JOCHIIKEHb CIHOCTEpIrali BUHUKHCHHS
KaH/IUI03Y, TTOB’ 3aHOTO 13 3aCTOCYBaHHSAM Tpenapara. Y pa3i BUHUKHEHHS CynepiH(EKIi mia
Yac JIIKyBaHHS CJI1]] BXXUBATH BiAMOBIIHUX 3aXOJIiB.

Ocobnusi epynu nayienmis

3acTOCOBYBATH JIIHE30M1T IS JIIKYBaHHS TALI€HTIB 3 TSHKKOIO HUPKOBOIO HEOCTATHICTIO CIIIJ 3
00EepekKHICTIO Ta JIMIIE Y CUTYaLIsAX, KOJIHU OYIKyBaHa KOPUCTH € OLIBIIOI0 32 TEOPETUUHUN PUBHK
(muB. po3nin «Crocid 3acTOCYBaHHS Ta JO3H»).

3acTOCOBYBATH JIIHE30JIJ JJIS JIIKYBAaHHS TMAlLli€HTIB 3 TSHKKOIO IMEYIHKOBOIO HEIOCTaTHICTIO
PEKOMEHIYETHCS JINIIIE y CUTYAIlISX, KOJIM O9IKyBaHA KOPHUCTH € OLTBIIOI0 32 TEOPETUUYHUMA PU3UK
(muB. po3ain «Crocid 3aCTOCYBaHHS Ta JIO3U» ).

Hemae HeoOXiTHOCTI B KOPEKIIIT 103H MpernapaTy 3aJIe’KHO BiJl CTaTi MaIll€HTa.

THopywenns ghepmunvroi pynxyii

JliHe30di1 3HMXKYBaB (EPTWIBHICT Ta CIHPUYMHSB BIAXHICHHS MOP(OJIOTIYHUX MOKa3HUKIB
SIKOCT1 CIIEPMU Y 37J0POBUX JTOPOCTUX CaMIIIB IIyPiB MPH PIBHAX €KCITO3HUIIii, TPUOIN3HO TaKUX,
10 OYIKYIOThCA y tojel. L1 3MiHu Manu 060poTHHI XapakTep. MOoXIIMBUI BIUTHB JIIHE30JI1Ty Ha
pPenpOaYKTUBHY (DYHKITIFO YOJIOBIKIB HEB1JOMHMIA.

Kniniuni sunpobysanms

be3neka Ta epeKTUBHICTH JIIHE30JIIy TPH 3aCTOCYBaHHI MOTO MPOTATOM Oiibine 28 MHIB HE
BCTaHOBJICHI.

Y KOHTpOJIHOBAaHUX KJIIHIYHUX BUIPOOYBAHHSAX HE Opasid y4acTh MAIlI€EHTH 3 TMPOJSKHIMU a0
IIIIEMIYHUMH YPaKCHHSIMH, TSHDKKUMU OMIKaMU YH TAHTPEHOI0. BiMOBIIHO, TOCB1T 3aCTOCYBaHHS
TIHE30TI Ty TSI TIKYBAaHHS TAKUX CTaHIB OOMEKEHUH.



Llonomidicni pewogunu
1 Mt po3uuny mictuth 45,7 mr (todto 13,7 /300 M) rmroko3u. Lle cmim BpaxoByBaTw mpu
JIKYBaHHI TAIIEHTIB 13 I[yKpoBHM pAiabetoM ab0 IHIIMMH CTaHaMH, IIOB’SI3aHUMHU 3
HETMEePEHOCUMICTIO TJI0KO3U. 1 Mi1 po3uuny Takox MictuTh 0,38 mr (114 mr/300 mu) HaTpiro.
BwmicT Harpito cmijg BpaxoByBaTH TaIll€EHTaM, SKI JOTPUMYIOTBCS MIETH 31 3HWKEHUM
CMO>KMBAHHSAM HATPIIO.

B3aemooia 3 inmumu nikapcoKumu 3acobamu ma inuwii 6UOU 83a€MOO0ii.

[HTi6iTOPU MOHOAMIHOKCH/Ia3H

Jline3omii € HECEeNeKTUBHUM iHTiIOITOpoM MoHOaMiHOKcuaazu (MAOQO) 3BopotHoi mii. Y
JOCIIJKCHHSAX B3a€MOJIIT JIIKAPCHKUX MpenapaTiB Ta JOCIKEHHIX Oe3neKu JiiHe30iiay Oyio
OTPUMAHO Iy’)kK€ OOMEKEHY KUIBKICTh JaHMX IPO 3aCTOCYBaHHS JIIHE3OJITy I JIIKyBaHHS
MAIli€HTIB, SIKI OTPUMYIOTh CYMYTHIO TEpaIiilo Mpenaparamu, 110 CTBOPIOIOTh TEBHI PU3HKH
BHacHigok mnpurHideHHs MAQO. Tomy 3acTocyBaHHS JIIHE30JIAy 3a TaKUX OOCTaBHUH HE
PEKOMEHIOBaHE, SIKIIIO0 HEMOJIIUBO MTPOBOJIUTH PETEIbHE CIIOCTEPEKECHHS Ta MOHITOPHHT CTaHy
namienta (auB. po3autn «IIportunokazanus» Ta «OcoOIMBOCTI 3aCTOCYBAHHS»).

HoTeHiitHi B3a€MOJIii, 1110 MPU3BOJATH JIO MiIBUIIECHHS apTePIaIbHOTO THCKY

VY 3710poBUX JOOPOBOJBIIB 3 HOPMAJbHUM apTepiajbHUM THCKOM JIHE30MIJ 301IblIye
HiABHUIIEHHS apTepialbHOTO THCKY, CIPUYMHEHE MCceBAOePEeIpUHOM Ta (EHUIIPONaHOIaMiHY
rigpoxmopuaoM. OpgHOYacHE  3aCTOCYBaHHsS — JIHE30Nioy Ta  TmceBmoedenpuHy  abo
(eHinmponanoiaMiny TiIpOXJIOPUAY MPU3BOAUTH A0 3POCTaHHS CHUCTOJIYHOIO apTepiabHOro
TUCKY B cepefHboMy Ha 30—40 MM. pPT. CT. MOPIBHAHO 31 3pocTaHHAM Ha 11-15 MM. pT. cT. Tig
BILUTMBOM BHIKJIIOYHO JIIHE30J1i1y, Ha 14—18 MM. pT. CT. i BIUTMBOM BUKIIIOUHO TICEBIOChEPUHY
abo ¢eHuIIpomanHogaMiny, Ta Ha 8—11 MM. pT. CT. TIpH 3aCTOCYBaHHI IUIane6o0. AHaJIOTTYHHX
JIOCJTIJDKEHB 32 YYacTIO TAIlI€HTIB 3 apTepialIbHOIO TIMEPTEH31€0 HE MPOBOIMIN. PexoMeH10BaHO
peTenpbHO MIAOMpATH MT03U TpernapaTiB, SKI BHUSABJISIOTH Ba3ONPECOPHUM BIUIMB, BKIIOYAIOYH
nodaMiHepriydi mpemapatd, MO0 OTpuMaTH OaXaHW pe3ylabTaT TP KOMOIHOBAHOMY
3aCTOCYBaHHI JITHE30JIiy 3 IIMMH TIpenapaTamH.

[oTeHIiiHI cepOTOHIHEPTiYHI B3a€MOJIIi

[orenuiitni B3aemMoaii MiX JIIHE30JIIJOM Ta JIEKCTPOMETOp(aHOM BHUBYAIM Yy JOCITIKEHHI 3a
YYacTIO 3I0POBHUX JTOOPOBOJIBIIIB. YUAaCHUKH OTPUMYBaAIH JAeKkcTpoMeTopdan (1Bi 1031 1o 20 Mr
3 IHTEpBAJIOM y 4 TOUHU) y KOMOiHAaIIi{ 3 JIIHe3071110M a00 6€3 HbOTO. Y 3I0pOBUX JOOPOBOJIBIIIB,
Kl OTPUMYBAJIH JIIHE30JiI Ta JeKcTpomeTop(daH, HE CHocTepiraid MPOSBIB CEPOTOHIHOBOTO
CUHAPOMY (CIUIYTaHICTh CBIJIOMOCTi, MAapeHHs, 3aHEMOKOEHHS, TPEMOp, MMATOJOTIYHUN
pyM’siHEIlb, TOCUJICHE TIOTOBUIIJICHHS, TIIEPITPEKCis).

JlocBin TmicHspeecTpalliiHOTO BUKOPHCTAHHS: OYyJI0 OTPUMAHO OJHE IOBIJOMIICHHS IIOJ0
BUHHKHEHHS TPOSBIB, MOAIOHMX /O MPOSBIB CEPOTOHIHOBOTO CHHIAPOMY, Y TAIll€HTa, SKUNA
npuiiMaB JIiHE30J11]] Ta IeKcTpoMeTopdaH; 11l MPOsSBY 3HUKIIM MICIS BiAMIHE 000X IpenapaTis.
[TpoTsiroM KJIIHIYHOTO 3aCTOCYBaHHS JIHE30J1y Ta CEPOTOHIHEPTIYHHUX MPemnapariB, BKIOYAIOUN
aHTHUJETNPEcaHTH (TaKi SIK CEJIEKTUBHI 1HT10ITOPH 3BOPOTHOTrO 3axoruieHHs cepoToHiny (CI33C)),
MOBITIOMJISUTOCST TIPO  BHITAJKHA PO3BHTKY CEPOTOHIHOBOTO CHHAPOMY. TaKMM YHHOM, XO4Ya
KOMOIHOBaHE 3aCTOCYBaHHS LMX MpenapaTiB MpOTUIOKa3aHe (AUB. po3ain «[IpoTunokazaHHs»),
JIKYBaHHS TIAIIEHTIB, MJIsS SIKAX JIIKYBaHHS SK JIIHE30JJIOM, TaK 1 CEpOTOHIHEPTIYHUMH
npernapaTamMy Mae BUpillaibHe 3HAY€HHS, OMKUCaHO Y po3Aiii «OcoOIMBOCTI 3aCTOCYBAaHHS».

3acToCyBaHHS y NO€IHAHHI 3 HACHYCHUMH TUPAMIHOM MIPOAYKTaMH

VY mnauieHTiB, fKi OTPUMYBAIM JIIHE30JIJ Ta THpPaMiH y KuUIbKocTi MeHm HiK 100 mr, He
CIIOCTEpIrajy 3HaAYHOTO Ba3ompecopHoro edekrty. Lle cBimuuTh nmpo HEOOX1THICTh YHUKATH JIUIIIE
Ha/UTMIIKOBOTO CIIOYKMBAHHS MIPOAYKTIB Ta HANOIB 3 BETMKUM BMICTOM THPaMiHy (a came, 3piiiux




CHpIB, JPLKIKOBUX EKCTPAKTIB, HEAUCTUIHOBAHMX AJIKOTOJILHUX HAMoiB Ta ()epMEHTOBAHUX
MIPOJIYKTIB 13 COEBUX 0001B, TAKUX SIK COEBHM COYC).

[Ipenapatu, ki MeTab0JI13YIOThCA 3a IOTIOMOTO0 IIUTOXpomy P450

JliHe3oi1 He 3a3Hae MeTaOONIYHHMX TMEePEeTBOPEHb IiJ BIUIMBOM (DEPMEHTATHBHOI CHCTEMH
nutoxpomiB P450 ta He mpurHivye GyHKIIIT )KOJHOTO 3 KJIIHIYHO 3HAYYIIUX 130()OpM ITUTOXPOMY
P450 monunu (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). AHaNOrI4YHO, TiHE3011 HE CIPUYUHSIE THIYKITIT
130pepmenTtiB murtoxpomiB P450 y mrypiB. ToMy He OUIKYeEThCS BIUIMBY JIHE30dIAy Ha
(apMaKOKiHETHUKY 1HIIUX JIKapChKUX 3ac00iB, siKi MeTabomi3ytoTbes CYP450.

Pugpamniyun. Brmus pudammninuHy Ha (papMaKOKIHETHKY JIIHE30Jiy BUBYAIM y HIICTHAALUATH
3I0POBHUX JOPOCITHX JOOPOBOJIBIIB YOJIOBIYOI CTaTl, IKMM BBOAMIN JiHe301a (600 Mr nBivi Ha
JIeHb MPOTATOM 2,5 NHIB), y KoMOiHawii 3 pudamminuaom (600 Mr oauH pa3 Ha €Hb MPOTATOM 8
nHiB) Ta 6e3. Pudamminun 3amkyBaB mokazHukn Cmax ta AUC miHe30mi1y B CEpeIHhOMY Ha
21 % (90 % A1 15, 27) Ta 'y cepenabomy Ha 32 % (90 % 127, 37) BiagnoBinHo. MexaHi3M Takoi
B3aeMoii Ta 11 KIiHIYHE 3Ha4EHHs HEB1IOMI.

Bapgapun. nipu nonaBanxi BapdapuHy A0 KypCy JIKyBaHHS J1HE30J1J0M Y pIBHOBaXHOMY CTaHi
cnoctepiranu 10 % 3umxenHs cepennboro MmakcumansHoro MHC npu ogHouacHOMY
3actocyBaHHi, mpu 1ipomy AUC MHC 3umkyBanacek Ha 5 %. [laHux mpo maIieHTiB, K1
OJTHOYACHO OTPUMYBAJIH BaphapuH Ta JIHE30i]l, HSJJOCTATHBO JUISI OLIIHKH KJIIHIYHOTO
3HAYEHHS, SIKIIO BOHO €, IUX PE3YJIbTaTIB.

AHTUOI10THKH

Aztpeonam. PapMakoKiHETHKaA JIiHE30MiAy a00 a3TpeoHaMy HE 3MIHIOETHCS IPU OJHOYACHOMY
3aCTOCYBaHHI IIUX IIPeTaparis.

I'enraminua. @apMakoKiHETHKA JTIHE301ly 200 FeHTaMilIUHY He 3MIHIOETbCS IIPU OJTHOYACHOMY
3aCTOCYBaHHI [IUX ITPeTaparis.

JlocniKeHHs in vitro IPpOJeMOHCTPYBAJIM aAUTUBHICTh a00 1HAU(PEPEHTHICTh MIXK JIHE30I1I0M
Ta BAHKOMIIIMHOM, T€HTaMIIIMHOM, pHU(AMITIHOM, IMIMIEHEM-IIUJIACTaTHHOM, a3TPEOHaAMOM,
AMIIIWITIHOM, CTPENTOMIIIMHOM.

AHTHOKCUIAHTH
[Ipu omHOYacHOMY 3acTocyBaHHI mperapaTy 3 BitamiHomM C abo BitaminoM E mpoBoautu
KOPEKIIiIO JO3H JIIHE30Ii 1y He PeKOMEHY€EThCS.

3acmocysanns y nepioo eéazimnocmi aoo 200y8anHs 2pyooro.

3acTocyBaHHA MiJ 4Yac BaritHocTi. JlaHi mono 3acrocyBaHHs mpemapary JIiHe30ii] BariTHUM
JKIHKaM oOMexeHi. Pe3ynmbratu mociipkeHbh Ha TBapWHAX NPOJEMOHCTPYBAIW HAsIBHICTD
PENpPOAYKTUBHOI TOKCHYHOCTI. ICHye MOTEHIIWHUN pU3WK Juis TtoauHU. JliHe30mia He ciif
3aCTOCOBYBATH y TEPIOJ] BariTHOCTI, OKPIM BHUMAJAKIB, KOJM OYIKyBaHA KOPHUCTH IEPEBUIILYE
MOTEHILIWHUN PU3HK.

3acTocyBaHHS IIiJ1 Yac TOJYBAHHS TPYII0. Pe3ynbraTi AOCHiHKeHb Ha TBApUHAX ITOKA3aJIH, 10
JiHE30J11 Ta Horo MeTaboJiTH MOXYTh IPOHUKATH B TpyaHEe MONOKO. OTxe, CiJl MPUITUHUTH
TOJyBaHHS TPYAIIO IPOTITOM 3aCTOCYBaHHS Ipernapary.

30amuicmob éniusamu Ha WBUOKICMb peaKkyii npu Kepy8anHi aBMompancnopmom abo pobomi 3
THUWUMU MEXAHIZMAMU.

HeoOximHO momepempkaTy TMalli€eHTIB MPO  MOXKIMBICTH PO3BUTKY 3amaMOpoYeHHs abo
CHUMIITOMIB IOPYIICHHS 30pY (UB. po3/1ia «Oco0IMBOCTI 3aCTOCYBaHHS» Ta «[10014HI peakiii»)
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i1 yac mpuiioMy JIiHE30JiAy Ta peKOMEHTyBaTH iM HE KepyBaTH aBTOMOO1JIEM Ta He MpaIfoBaTH
3 IHIIUMH ME€XaHi3MaMH1 y pa3l BAHUKHEHHS [IUX CUMIITOMIB.

Cnoci6 3acmocysannsa ma 0o3u.

TpuBamicTh JIKyBaHHS 3aJ€KHUThH BiJ 30yIHUKA, JTOKATI3aIil Ta TSHKKOCTI 1H(MEKIT, a TaKOX BiJl
KIIIHIYHOTO e(eKTy.

Pexomenparii 1mo/10 TpUBAIOCTI Teparlii, ki HaBEeJCHO HUX4Ye, OyJIM 3aCTOCOBaHI y KIIIHIYHHX
nocTimKkeHHsx. s neskux BUIB iHPEKI[iH Moxke OyTH JopeyHa KOPOTIIa TPUBAICTh JTIKyBaHHSI,
ajie 1e He OyJIO OIIHEHO Y KITHIYHUX JOCTIHKCHHSIX.

MakcumanbHa TPUBATICTh JiKyBaHHS — 28 nHiB. be3meka Ta e(eKTUBHICTH 3aCTOCYBaHHS

JHE30J11 Ty JOBIIE HiXK 28 THIB HE Oy BUBUEHI.
He noTpi6He migBUILIEHHS pEKOMEHA0BAaHHX 103 00 TPUBAJIOCTI JIIKYBAaHHS Y BUITJIKaX
1H]EeKIiH, K1 CYyITPOBOIKYIOTHCS OaKTEpiEMIETO.

[MamienTtu, nikyBaHHS SKUX OyJI0 po3MoyaTo 3 Mpu3HadeHHs JIiHe30iay 171 BHYTPIIIHBOBEHHUX
1H(]y31#, MOXKYTh OYTH TIepeBeieH] Ha JTIKyBaHHs JIIHE30J1110M AJI TEPOPaTLHOTO
3acTOCYBaHHA. Y TaKOMY pasi miadip 1031 He MOTPiOeH, OCKUIBKU 0100CTYIHICTD JIIHE30Ii Ty

IpY IpUHOMI BHYTPILIHBO CTaHOBUTH Maibke 100 %.

PexomMeHnartii mom0 J03yBaHHS BiAMOBIIHO 10 TIOKAa3aHb HABEICHO B TAOJHII HUKYE.

[Noka3auus Jlo3a Ta cmoci0 3acTocyBaHHS PexomenmoBana
. . . TPUBAIICTh
HauleI.{THTnH.Tﬂqoro fZ[opoc.m Ta OITH HiKyBaHHs (16
BIKY' (BiJl (BiKOM BI1] .
) ITOCITLIR)
HapOJUKEHHS 10 12 pokiB)
11 pokiB)
lNocmiTanbHa MTHEBMOHIS 10 Mr/kr 600 mr 10-14
. . BHYTPIIIHBOBEHHO | BHYTPIIIHBOBEHHO
HerocmiraibHa mHEBMOHI1A 260 MepopatbHO® 260 MepopatbHO*
(30kpema popmu, 1o KOHI 8 rogus KOHi 12 rogun
CYIIPOBOIKYIOTHCS
OakTepieMi€ro)
YcknaaneHi iHdekmil
HIKipH Ta ii CTPYKTYp
[adexuii, cnpuunHeHi 10 mr/xr 600 mr 14-28
Enterococcus faecium, BHYTPIUIHBOBEHHO | BHYTPIIIHHOBEHHO
DPE3UCTEHTHNM /10 a60 nmepopanpHO* a60 mepopanpHO*
BaHKOMILIMHY, 30KpeMa KOXHI1 8 TOAUH KOoXxHI1 12 ronux
iHexii, sxi
CYIIPOBOJIKYIOTHCS
OakTepieMi€ero
Heycknagneni indexiii JliTh BIKOM MEHIIIE Hopocmi: 400 mr 10-14
HIKipH Ta ii CTPYKTYp 5 pokiB: 10 MI/KT | HmepopaibHO® KOXKHi
epopanbHO* KOXKHI 12 roauH.
8 roauH. JIiTH BIKOM Bij
IITH BIKOM
5-11 poxis:
10 mr/kr
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nepopansHO* KoxkHi | 12 pokis: 600 Mr
12 roaun epopanbHO* KOKHI
12 rogun

TH()Bonapomlceﬂi <7 nHiB. bBuIBbIIICTP HETOHONIEHMX HOBOHAPO/DKEHUX Yy Bill < 7 AHIB
(< 34 TiwkHIB recralii) MarOTh HIKYI MOKA3HUKH CHCTEMHOTO KIJIIPEHCY JIIHE30MiTy Ta BHIII
nokasHuku AUC, HIX OUIBIIICTH TOHOIIEHUX HOBOHAPODKEHUX Ta aiTei 10 1 poky. JlikyBaHHs
TaKUX HOBOHAPOKEHUX CIifl moYnHATH 3 103U 10 Mr/kr koxkHi 12 roguH. [{y1st HOBOHAPOIKEHUX
3 HEJOCTAaTHHOI KJIIHIYHOIO BIAMOBIIIF0O HAa TMpenapaT MOXHa PO3TISHYTH MOXIJIHBICTh
3actocyBaHHA 1034 10 MI/Kkr KoxkHi 8 ToAMH. Y Ci MAIliEHTH BIKOM /10 7 JTHIB IOBUHHI OTPUMYBATH
103y 10 Mr/Kkr K0kH1 8 TOJIHH.

#3acTOCOBYIOTH TIpeNapaT B iHIIiH JTiKapchKiii (OpMi 3 MOMKIIUBICTIO BiATIOBIAHOTO J03yBaHHS.

Bka3ziBKku 110710 3aCTOCYBaHHS.

Jlinezomig 1yl BHYTPIITHROBEHHUX 1H €KIIM BHUITYCKA€THCSI B OJHOPA30BUX, TOTOBUX JIO
BUKOPHUCTAaHHA 1H(DY31HHUX MakeTax. be3nocepenHbo mepea BUKOPUCTAHHIM BUJAIUTH 3aXUCHY
YIakKoBKYy 13 (OJBI'M 1 TMPOBECTH BI3yallbHY IEPEBIPKY JIKApPCHKOTO 3aco0y Ha HAasBHICTH
MEXaHIYHUX JOMIIIOK; MPOTATOM MPUONMU3HO | XBWJIMHUA CTHCKATH IMAaKeT, 00 BIICBHUTHCS B
Horo IumicHOCTI. SIKIO MakeT MpOTiKae, PO3YMH HE BUKOPHUCTOBYIOTH OCKUIBKM MOXE OyTH
NOpYIIEHA HOT0 CTEPHIIbHICTh. 3aJHMIIKA HEBUKOPUCTAHOTO PO3YUHY CIiJl YTHIII3YBaTH 3TiIHO 3
MIFOYUMH BUMOTaMH.

BuytpimnboBenHa iH(y3is 3aiiicHIoeThCs poTsiroM 30-120 xBunuH. He MoxHA migkmoyaTH
1H(Dy31itHI nakeTn mocaigoBHo! He cimix mogaBaTH iHI IpenapaTu 10 bOTO PO3YUHY.

[Ipu ogHOUacHOMY BBeneHHI npenapary JIiHe30i1 UIsi BHYTPIIIHFOBEHHUX 1H €KLIN 3 IHIIUMH
3aco0aMu KOKEH Tpermapar CiiJi BBOJUTH OKPEMO, BIAMOBIAHO 10 PEKOMEHIOBAHOI 103 1
crnoco0y 3aCTOCYBaHHS KO>KHOTO JIIKapChKOT0O 3aC00Yy.

[Ipu BuKOpHUCTaHHI OJIHI€T BHYTPIITHHOBEHHOT CHCTEMH JIJIS1 TIOCIITOBHOTO BBEIECHHS JEKIIBKOX
npenapariB If0 CUCTEMY J0 1 Mmicis BBeIeHHs mpenapary JIiHe30mia 1 BHYTPIITHHOBEHHUX
1H’ €KINH ¢y MpOMUTH 1HPY31IHHUM PO3YMHOM, CYMICHUM 3 mpernapatom JIiHe30i1 Ta 3 1HIIUM
mpernapaToM, SKUi BBOAUTHCS Yepe3 M0 CHCTEMY.

CymMicHi po3unHu s iHDy3ii: 0,9 % po3unH HaATpito XJIOPUAY s iH €Ki, 5 % po3uuH
JEKCTPO3H TSl iH €Ki, po3uuH PiHrepa nakTaTHUi AJis iH’ €KITii.

OCHOBHI BUIQJIKK HECYMICHOCTI

Bunnkana ¢iznuHa HECyMIiCHICTb, Koiu JIiHE30miq s BHYTPIIIHROBEHHUX 1H €KI[ifl BBOIUIH
yepe3 Y-moaiOHui 3’€IHyBay pa3oM 3 TaKUMHU Tpernapatamu: amboTepuiind B, xiopnpomMazuny
T1APOXJIOpHU A, Aia3enam, NeHTaMiIMHy 130TiOHaT, epUTPOMILIMHY JaKTOO10HAT, (PEHITOIH HATPIIO 1
TpuMeTonpum/cynabdameTokcaszon. Kpim toro, JIline3omi s BHYTPIIIHBOBEHHUX 1H €KI[iN OYyB
XIMIYHO HECYMICHHMI 3 e TPiaKCOHOM HATPIIO.

3acmocyeanus nayicumam nimuvo2o 6iky. Hemae notpebu B Kopekiii 103u.

3acmocysanus nayienmam 3 Hupkosoio Heoocmamuicmio. Hemae motpeOu B KOpPEKIIii 103H.
Ockinbku ipu6mn3HO 30 % 103M BUBOJUTHLCS MPOTIATOM 3-TOJIMHHOTO CEaHCY TeMOTiallizy
po3movaToro uepe3 3 roANHY MICis BBEJICHHS Mpenapary, naiieHTaM, Ki OTpUMYBaJIH MO 1i0He
JIKyBaHHS, JIIHE30J1/1 CITi/T MPU3HAYATH MICIsI reMoiiani3y. (uB. p. « Dapmaxonoziumi
enacmusocmi. PapmMaxkoKiHemuka»).

3acmocyeanusn nayienmam i3 neuinkogorw Hedocmamuicmio. Hemae motpeOu B KOPEKIii 103H.
(muB. p. «Papmakonoeiuni enacmusocmi. PapMaKoKiHeMuKa»).

Himu.

3acTOCOBYIOTH 3 IEPIIMX JIHIB )KUTTSI.
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Y oimeri sixom 6i0 1 muosicns 0o 12 pokie npu3HaueHHS penapaTy y 1031 10 Mr/kr koxHi 8 roaux
IIOJICHHO 3a0e3euye eKCTO3UITII0, SIKa HAOIMKAEThCSI IO TAKO1, 110 TOCATAETHCS Y JOPOCIUX MPH
npU3Ha4YeHHI npenapaty B 1031 600 Mr aBivi Ha 100Yy.

Y Hosonapoocenux ixom 0o 1 mudicHs CACTEeMHUHN KITIpeHC JiHe30miay (13 po3paxyHKy Ha 1 Kr
Macu Tila) IIBUJKO 3pOCTA€ TMPOTATOM TIEPHIOTO THKHSA OJKUTTSA. TakuM YWHOM, Y
HOBOHAPOJDKEHUX, SKI OTPpUMYIOTH mpenapar B g031 10 Mr/kr koxH1 8 roguH 1m1071000BO,
CIIOCTEpIraeThCsl OUIBII BUCOKA CHCTEMHA EKCIO3MLis Mpernapary y NepHIMid JeHb IMiCis
Hapo DKeHHA. [IpoTe He ouiKyeThes HaAMIPHOI KyMYJIAIiil Mpenapary B OpraHi3Mi MpU TaKOMY
JO3yBaHHI MPOTSITOM TEPIIOr0 THXKHS JKUTTS HEMOBIATHA (BHACTIIOK IIBUAKO 3POCTAIOYOTO
KJIIpEHCY TIpenapary NpoTATroM IMepiiux 7 JHIB KUTTA)(AuB. po3ain «Crocid 3acToCcyBaHHS Ta
JIO3H»).

YV oimeii sixom 6i0 12 0o 17 poxie dapMaKkOKiHETHKA JTiHE30IiAy 0oA10HA 10 TAaKOi y JOPOCITHX
IpY 3acTOCyBaHHI npenapaty y 1031 600 mr. Takum YuHOM, y MIJUTITKIB, SIKI OTPUMYIOTH ITperapar
y 1031 600 Mr KOXKHI 12 TOIMH MOIEHHO, Oy/Ie CIIOCTEepIiraTucs Taka )X cama eKCIO3UIliA, K 1y
JIOPOCIIMX TMALi€HTIB IPU IPUHOMI ITpenapary B Tiil caMiit 103i.

Ilepeoo3ysanna.
CrieriuivHOr0 aHTHIOTY HEMAE.
He Oyno 3apeecTpoBaHO BUITAIKiB MTepEA03yBaHHS.

VY pasi mepeno3yBaHHS MOKa3aHE CUMITOMATHYHE JIIKYBaHHS Pa3oM 13 MPOBEICHHSM 3aXOliB
I10/10 MIATPUMKH PiBHS KiyOoukoBoi ¢impTparii. [pubnuzno 30 % npuitHATOl 1031 NpenapaTy
BHUBOJIUTHCSI IPOTATOM 3 TOJWH reMojiani3y, ajle HeMae JIaHuX MO0 BUBEICHHS JIIHE30IITy I/
yac Mpolenyp NepuTOHealbHOro mianizy abo remomepdysii. J[Ba OCHOBHHX METa0OIITH
JIHE30J11Ty TaKOK BUBOJIATHCS IIJITXOM TeMOJIiami3y.

Iloo6iuni peakuii.

3a3HayeHa iHpopMallisi IpYHTYEThbCA Ha JTAaHUX, OTPUMAHKX B X0/l KJIIHIYHUX JOCIHIHKEHb, 1]
yac skux Oiapire Hixk 2000 1opociux marieHTiB OTPUMYBAJIM PEKOMEHIOBaH1 031 IIpenapary
Jline30ui 1 IpOTATOM Tepioay a0 28 NHIB.

Haituacrime nmosigomisiimocs nipo giapero (8,4 %), ronoBrwuit 611k (6,5 %), Hynoty (6,3 %) ta
omoBanHs (4,0 %). HaltyactimyMu moOiYHUME peakilisiMH, SKi MPU3BOIMIIN A0 BiIMiHU
npemnapary, Oyyiu roJoBHHH Oifib, Jiapest, HynoTa ta omtoBanHs. [Ipudnuzno 3 % narieHTis
MPUTTUHUIIH JIIKyBaHHS Yepe3 PO3BUTOK 00YMOBJICHUX MPEMapaToM MOOIYHUX PEaKITii.

[ToGiuni peaxiii, mpo sIKi MOBIJOMIISUIOCS MICs BHXOAY INpernapary Ha PUHOK, BKJIIOYEHI /10
MePETiKy HUXKYE 13 3a3HAYCHHSIM YaCTOTH BUHUKHEHHS K «9acTOTa HEB1JJOMa», OCKUIBKU YacTOTY
BHHHUKHEHHS HE MOKHA BCTAHOBUTH 33 HaABHUMHU JaHUMH.

[To61uni peakinii, MPo sAKi MOBIAOMIISAIOCS MPOTITOM JIIKYBaHHS, HAaBEICHO HIDKUYE 3a TaKOIO
knacudikaiiero gactotu: ayxke dacto (> 1/10); gacto (Bim > 1/100 mo < 1/10); HeuacTo (Bix
>1/1000 mo < 1/100); pigko (Bim > 1/10000 no < 1/1000); myxe piako (< 1/10000); gactora
HEBIJJOMa — HE MOKHA BCTAHOBUTH YaCTOTY 32 HassBHUMH JTAHUMH.

Inghexyii ma inea3zii: 4acTo — KaHANI03, OPATBHUIA KaHIUI03, BariTHAIBHUN KaHIUI03, TPHOKOBI
iH(eKIIi1; HeYyacTo — BaTiHIT; PIIKO — aHTUOI0TUKACOI[IOBaHI KOJIITH, BKITFOYAI0UN
MICEBAOMEMOPAHO3HUN KOIT*.

Po3znaou 3 6oky cucmemu kposi ma aimgpamuunoi cucmemu: 9acTo — aHeMis* ; HE9acTo —
JCHKOTEeHIS*, HEUTPOIIEHIsI, TPOMOOLUTONEHIS ¥, €03MHODLITIS; PIIKO — MAHIIUTONCHIST*; YacToTa
HEeB1JIOMa — MieJIocympeciss*, cuaepodiacTHa aHeMis*.
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Po3znaou 3 60Ky imyHHOI cucmemu: 9acToTa HeBiIoMa — aHadiIakcis.

Po3znaou 3 boky memabonizmy ma xapuyeanis: HEU4aCTO — TIMOHATPIEMIS; YaCTOTA HEBiIOMA —
JAKTOAUI03™.

Po3znaou 3 60Ky ncuxiku: 9acto — OE3COHHS.

Heesponoeiuni poznaou: 4acto — ToJ0BHUHN O171b, IepBepCli cMaKy (METaTIYHUN TPUCMAK),
3aImaMOpOYCHHSI; HEUaCTO — CyIOMU ¥, TilecTe3is, mapecTesis; 4acToTa HeBiioma —
CEpOTOHIHOBUH CHUHAPOM™*, mepudepruyHa HelponaTis*.

Po3znaou 3 60Ky opeanie 30py: He4acToO — 3aTyMaHEHUH 3ip*; piako — nedeKT mos 30py*;
4yacToTa HeBiJloMa — 30pOBa HelpormnaTis*, HeBpUT 30pOBOT0 HepBa*, BTpara 30py*, 3MiHa
30pPOBOTO BITUYTTSA™, 3MiHA CIIPUUHSTTS KOJIBOPY*.

Posnaou 3 boky opeanie cnyxy ma pienosacu: He4acTo — I3BIH y ByXax.
Po3znaou 3 6oky cepys: HedacTo — apuTMis (Taxikapmais).

Poznaou 3 6oky cyoun: 4acto — aprepiajbHa TINEPTEH31S; HEUACTO — TPAH3UTOpHA iIIeMidHa
ataka, Queo6iT, TpoMO0dIIeOiIT.

Po3znaou 3 6oxy winynkoso-kuwkoeo2o mpakmy: 9acto — aiapes, Hy10Ta, OJI0BaHHS, JOKATbHUI
abo reHepani3oBaHui OUTb y KHUBOTI, 3aII0pP, JUCIIETICIS; HEYACTO — MAHKPEATUT, TaCTPUT, 3AYTTA
JKUBOTA, CYXiCTh y POTIi, TJIOCUT, YacTi PiAKI BUMOPOXHEHHS, CTOMATUT, po3jaau abo 3MiHA
KOJIbOPY SI3MKa; PiAKO — 3HEOAPBIIEHHS MOBEPXHi 3y0iB.

Poznaou 3 6oxy eenamobiniapnoi cucmemu: 4YacTO — BIAXWICHHS BiJI HOPM ITOKa3HUKIB
(GyHKLIOHATBHUX TNediHKOBUX NpoO, 30imbmenHs piBHiB AJIT, ACT abo myxHoi ¢ocdarasu;
HEYaCTO — MIABUIIEHHS 3arajJbHOTO OLTIpyOiHYy.

Poznaou 3 60ky wxipu ma niowkipHoi KImMKoSuHu: 4YacTo — CBEpOikK, BUCHUI; HEYACTO —
KpONUB'SIHKA, JIEPMATUT, HAaIMIpHE MOTOBUIICHHS; YacTOTa HEBiZOMa — OYJIbO3HI ypaKeHHS
mKipu, Taki Ak cuHapom CriBeHca — JI)KOHCOHA Ta TOKCHYHMU eMifiepMalibHUM HEKpOJIi3,
aHrioexeMa, ajlomers.

Po3znaou 3 60Ky HUpoK i ceyoudinbHoi cucmemu: 9acTo — MiABUINEHHS a30Ty CEYOBHHU KPOBI;
HEYACTO — HUPKOBA HEJOCTATHICTb, ITIBUIICHHS KPEaTHHIHY, MOI1ypis.

Po3znaou 3 60Ky penpodykmusHoi cucmemu ma MOJIOYHUX 3A7103; HEYACTO — BYJIHBOBAriHAIbHI
MOPYIICHHSI.

3acanvhi poznadu ma nopyuwieHHs 6 micyi 86edeHHs: YACTO — Trapsiuka, JIOKadi30BaHUU Oib;
HEYacTo — 03HOO, BTOMa, O1JIb Y MiCIIi 1H €KIIii, cripara.

Hocnioocenns. bioxiMis: 4acTo — MiABUIICHHS JIAKTATACTIIPOreHa3 , KpeaTUHIHKIHA3H, JIina3Hy,
amina3u abo MOCTIpaHIIaTbHOTO (HE HATIIE) PIBHS TIIOKO3H, 3HIDKEHHS 3arajlbHOTO O1TKa,
aTbO0yMiHY, HATPIIO Ta KaJbIIIIO, MiABUIIICHHS a00 3HIKEHHS KaJlito abo O6ikapOoHaTy; HEYacToO —
T1IBUIIICHHS HATPI1I0 a00 KaJbIlil0, 3HUKEHHS TJIFOKO3U 0€3 roJIOAYBaHHS, MiABUIIICHHS a00
3HIDKEHHS XJIOPUIiB. ['eMaTosIoris: 9acTo — MiBUIICHHS KUTBKOCTI HeHTpodiniB abo
€031HO(D1ITIB, 3HUKEHHS TEMOTJI00IHY, TeMAaTOKPUTY 200 KUTBKOCTI €pUTPOITUTIB, TTiIBUIICHHS
a00 3HMKEHHS KUIBKOCT1 TPOMOOIIUTIB 200 JICHKOIUTIB; HEUACTO — IiIBUIEHHS K1JTbKOCTI
PETHUKYIIOIHTIB, 3HWKEHHS KIJIBKOCTI HEUTPO(ILTIB.

* Jlue. po3ain «OcoOauBOCTI 3aCTOCYBAHHS».

*% Jlus. po3ainu «[IpoTunokazanHs» Ta «B3aemoist 3 IHITMMU JTIKAPCHKUMH 3ac00aMH Ta 1HIII
BUIN B3aEMOIIH».

1 I1ix yac KOHTPOJIHLOBAHUX KJIIHIYHUX JIOCIIKEHb, B SKUX JIIHE30JI1]1 3aCTOCOBYBAIH Y TIEPioJ
1o 28 nHiB, y 2,0 % maiieHTiB Bi3HAYaIacs aHeMisl. Y mporpami i3 3aCTOCYBaHHIM
HE3apeecTPOBAHOTO JIKAapChKOT0 3ac00y 10 TyMaHiTapHil mporpami (compassionate use) 3a
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Y4acTIO MaIi€HTIB 3 iHQEKLIAMH, 110 3arPOKYIOTh KHUTTIO, Ta CYITYTHIMHU 3aXBOPIOBAHHIMH,
BIJICOTOK TAITI€HTIB, Y SIKKX BUHHUKJIA aHEMIs TICIIS IPUHOMY JIIHE30I1Iy TPOTIAroM < 28 IHiB,
cTaHoBUB 2,5 % (33 3 1326) y nopiBusHHI 3 12,3 % (53 3 430), siki nikyBanucst > 28 AHIB.
CriBBitHOIIEHHA 3a()iIKCOBAaHMX BUIMAJIKIB TSKKOI aHEMii, BUKIMKAHOI 3aCTOCYBaHHSIM
JKapChKOTO 3ac00y, 10 MOTpeOyBajo nepearuBaHHs KpoBi cTaHOBWIO 9 % (3 3 33) y mamieHTiB,
110 JIIKyBaJIUCS MPOTAroM < 28 1HiB, Ta 15 % (8 3 53) y THX, XTO JiKyBaBCs MPOTATOM > 28 /IHIB.

[To61uHi peakIlii, TOB’s13aHi 13 3aCTOCYBaHHSM JIIHE30Ji1y, K1 OYJIM OLIHEH] B PIAKUX BUMAIKAX
SK peaKIii TSHKKOTO CTYIEHS: JIOKaJIi30BaHUM a0lOMiHAIbHUNA O171b, TPAH3UTOPHUH 11IEMIUYHHHA
Haraj Ta apTepiajibHa TinepTeH3is.

36imyeanusn npo nido3prosarni nodiuHi peaxyii

3BITYBaHHS PO Mi03PIOBaHI MOOIYHI peakiii mcis peecTparii JiIKapchbKOTO 3ac00y Ma€ BaXKJTHBE
3HayeHHA. Lle nmae 3Mory 3nilicHIOBaTH Oe3lepepBHUI MOHITOPHUHT  CIIiBBiJIHOIICHHS
PU3HUK/KOPUCTD I JIIKapchbkoro 3aco0y. KsamidikoBaHux mpariBHHUKIB y cdepi OXOpOHH
3JI0pOB’Sl TPOCSITH 3BITYBAaTH MPO OyIb-sSKi MiZo3proBaHI HeOakaHi peakilii BIAMOBITHO IO
JIOKQJIbHOT CUCTEMH 3BITHOCTI.

HecymicHicTb. [{uB. po3ain «Croci6 3acTocyBaHHS Ta JO3W».

Kareropis Binnmycky. 3a peuenrom.
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