Ckian

Oitoua pevyosuHda: MiHe30JIiMd;

1 M1 po3uuHy MicTUTH 2 MT JTiHe30miay; 300 M1 po34YuHy A4 iHQy3il y cucTteMi
MictuTh 600 Mr JTiHEe30iay;

OONOMIJCHI peuoB8uHU: HATPil0 IMTPaATy OUTiOpaT, KUCI0Ta TUMOHHa 6e3BOHA,
TJIIOKO3XW MOHOTIApaT, KUCIIOTa XJIOPUCTOBOOAHEBa*, HAaTPilo rigpokcug*, Boga Ojis
iH’€eKITin.

* BUKOPUCTOBYIOTHCSI Y BUPOOHMYOMY MPOIIECi Iyist BCTaHOBNIeHHS pH po3uuHy B
Mexax 4,6-5,2.

JIikapcbKa ¢opma

Pos3uun gnsa inpy3iu.

OcHo8HiI (pi3uKko-xiMiuHi 8s1acmusocmi: Ipo30puit 6e30apBHUN PO3YUH 10 XKOBTOT'0 abo
KOBTYBATO-KOPUYHEBOTO KOJILOPY.

®dapMakKoTepalneBTHYHA Irpyna

AnTubaKkTepianbHi 3aco0HU OJIg CUCTEMHOI'O 3aCTOCYBaHHSA. [HII aHTHOaKTepianbHi
3acobu. Kog ATX J01X X08.

dapMakKogHHaMiKa

Jline3omig — 1ie aHTUOAKTEpiaIbHUY IIpemnapar.

Bimomo 1nipo petenbHe pocnigxKeHH iHTepBany QT 3a 1omoMororo NOpiBHAHHSA
JIiHe30siAy i maiedo mpy OOHOPa30BOMY 3aCTOCYBaHHI niHe3o0miay B mo3i 600 Mmr
IIIsIXOM 1-TOOUHHOI BHYTPilIHbOBEHHOI iH(QY3il; ogHOKpaTHO ¥ H0o3i 1 200 Mr miisgxom
1-roguHHOI BHYTPIIIHLOBEHHOI iH(QY3il, a TaK02K BBOOMIIH I1j1alle00 i OMHOPa30By
repopasbHy 003y JIiHe30JIiAy AJid NOpiBHAHHSA. IIpu BBegeHHI NiHe30i1iay y mo3ax 600
Mr i1 1200 Mr He BUSBJIEHO 3HAYHOI'O UOT0 BIUIUBY Ha iHTepBas QT nmpu MmakcuMaibHIN
KOHIIeHTpallil JIiHe30J1iay y mi1a3Mi KpoBi B OyOb-AIKUM iHIINH 4ac.



®dapMaKOKiHeTHKa

CepepHi mOKa3HUKU (hbapMaKOKIHETUKH JIIHE30JIiAy ¥ AOPOCIIUX IIiCIs OGHOPAa30BOTO i

6araTopa3oBOro MePOPaIbHOTO i BHYTPIIITHEOBEHHOT'0 3aCTOCYBAHHS JTiHE30ITiay

HamaHi B Tabmui 1.

Tabmusa 1.

CepepHi (cTaHOApTHE BiIXMIEHHS) ITOKA3HUKM (apMaKOKIHETUKHY JIiHE30Jiay y

OOPOCIIHX

1
. . Cmax Cmin Tmax AUC t1/2 CL

[Ho3za nmiHe3ominy

MKI/MJI  |MKI/MII  |TO[ MKT *TOO/MJITOLI, MJI/XB
Taobmnetku 1mo 400 mMr

8,10 1,52 55,10 5,20 146
OOHOPa30Ba JIO3&2

(1,83) (1,01) (25,00) (1,50) (67)

11,00 3,08 1,12 73,40 4,69 110
KOXHi 12 rogun

(4,37) (2,25) (0,47) (33,50) (1,70) (49)
Tabnetku mo 600 Mr

12,70 1,28 91,40 4,26 127
OOHOpPa30Ba mo3a

(3,96) (0,66) (39,30) (1,65) (48)

21,20 6,15 1,03 138,00 5,40 80
KOXHi 12 rogun

(5,78) (2,94) (0,62) (42,10) (2,006) (29)




600 wmr,

BHYTPIIIHEOBEHHA

i1 exisd 12,90 0,50 80,20 4,40 138

ONHOpa30Ba 103a (1,60) (0,10) (33,30) (2,40) (39)
15,10 3,68 0,51 89,70 4,80 123

KOXKHi 12 TonuH (2,52) (2,36) (0,03) (31,00) (1,70) (40)

600 Mr, opanbHa

CyCHeHs31s1 11,00 0,97 80,80 4,60 141

OAHOpasoBa fosa (2,76) (0,88) (35,10) (1,71) (45)

1) AUC nns omropasosoi gosu = AUC,) ; mns 6araropasosol fosu = AUC, ..

2) IlaHi, HOpMai3oBaHi g0 Ho3u 375 MT.

3) IlaHi, HOpMaJIi3oBaHi 40 03U 625 MI, BHYTPIIIHbOBEHHA [J03a BBOOUIACS 3a
mormoMoroio iHgy3ii TpuBamicTio 0,5 roguHM.

Cmax - MakKCUMaJIbHa KOHIIeHTpallid IIpernaparTy y jaa3Mi KpoBi; Cmin - MiHIMaJibHa
KOHIIeHTpAlliqa Ipernapary y Ijia3Mi KpOoBi; Tmax - 4acC 00 OOCATHEHHSA Cmax; AUC -

IJIoIlla mif KpUBOK «KOHIIEHTpalisg-dac»; t - niepion HamiBBUBegeHHs; CL -

1/2
CHUCTEMHUU KJIIpEHC.

AGcopbiiist

JIiHe30J1i0 IHTEHCUBHO BCMOKTYETHC IIiCJIA 3aCTOCYBaHHSA IlepopayibHO. MakcuMaibHi
KOHIIeHTpallil y mJia3Mi KpoBi JoCATaloThCS MTPUOIN3HO Yepe3 1-2 ToguHu Imicns
3acTOCyBaHHSs, a abcosmtoTHa 6i0MOCTYIIHICTh MpernapaTy CTaHOBUTH 0113bK0 100 %.
Tomy miHe305im MOXKHa 3aCTOCOBYBATH IIepopaibHO ab0 BHYTPIITHLOBEHHO 0€e3
KOPEKIIil 0o3u.

JIiHe3o0J1ig MOKHa 3aCTOCOBYBaTH He3aJlIesKHO Bif npuiioMy ixKi. Yac mo mocsirHeHHS C

30inmpinyeThesa 3 1,5 mo 2,2 roguny, i C 3HUXKYEThCSA PUOIM3HO Ha 17 % mpu

max max
3aCTOCyBaHHI JTiHE30JIiay 3 12kel0 3 BUCOKMM BMicTOM kKupiB. [IpoTe 3aranbHa



eKCIIO3UIIis, gKa OIIHIETLCA 3a AUC nonibHa B 000X BUIIaOKaX.

0-¥

Poz3nonin

HocnigkeHHs ¢papMaKOKiHETUKM ITI0Ka3aJjiy, 10 JIIHEe30JIi IIBUAKO PO3MOOIIAETHCA Y
TKaHUHaX 3 oobpoio nepdysieto. [Tpubnuzno 31 % siHe3o0migy 3B’ I3yeThCA 3 OiKaMu
IJIa3MM KPOBI, 1 Ile He 3a/leKuTh BiJl KOHIIeHTpallil npemnapaTty. O6’eM po3moginy
JIiIHe30JIiAy B PiBHOBAa*KHOMY CTaHi y 30OPOBUX TOPOCIIHUX HOOPOBOJIBIIIB CTAHOBUTH Y
cepenasomy 40-50 1.

KoHneHTpatii miHe30iny BU3HAYAIUCS B Pi3HUX PiIMHAX 3a y4acTio 00MeXKeHOoi
KiJTbKOCTi y4YaCHUKIB y gociimkeHHsX ¢pa3u 1 micnst 6araTopa3oBOT0 BBEIEHHS
JliHe307iAy. BigHOIIeHH KOHIIeHTpallil JTiHe30/Iiy B CIMHI 10 KOHIIeHTpallil y Ia3Mmi
KpoBi ctaHoBuo 1,2:1, a BimHOIIIEHHS KOHIIEHTpAaIlil JTIHe30JIiAy B IIOTi [0
KOHIIeHTpallil y rmia3mi Kkposi — 0,55:1.

MeTabomi3m

JliHe3os1ig mepeBaxkHO MeTabO0Ii3yEThCS IIIJISIXOM OKHCIIeHHS MOPQOITiHOBOT'O KilbIIs 3
YTBOPEHHSIM [OBOX HEAaKTUBHUX MOXiTHNX KapOOHOBOI KMCJIOTHU 3 PO3IMKHEHUM
KinmblieM: MeTaboJIiTy aMiHOEeTOKCiOIITOBOI KuCJIOTH (A) i MeTaboITiTy
rigpokcietunriinuny (B). [IlepenbadaeTncs, 1110 MeTabOIIT A yTBOPIOETHCS
(bepMeHTAaTUBHUM ILIJISIXOM, TOMi K YTBOPEHHS MeTaboiTy B ommocepenKoBY€EThCS
HedepMeHTaTUBHUM MeXaHi3MOM, III0 BK/II0Ya€ XiMidHe OKUCJIEHHSI B YMOBAax in Vitro.
Iocmim»keHHs in vitro IpoaeMOHCTPYBaIH, 110 JIiHe30Iia MiHiManbHO MeTab0Ii3yEThCS
3 MOZKJIMBOIO y4acCTIO Y IIbOMY IpPoIleci cucteMu nuToxpomy monuuau P450. IIpote
MeTaOOoiyHi IIJIIXU A4 JIIHEe30JIiAy [0 KiHIlg He BUBYEHI.

BuBegeHHs

HeHupkoBu# KJIipeHC CTaHOBUTH NPUOINU3HO 65 % Bif 3arajgbHOT0 KJIiPEHCY
siHe3omigy. Y piBHOBaxXHOMY cTaHi npubnu3no 30 % mo3u nmpenapaTty BUSIBISIETHCS B
cedi y Burnsapi nine3omniny, 40 % — y Burnani metabomnity B i 10 % — y Burnsami
MeTabomnity A. CepenHili HUPKOBUM KIIipeHC NTiHe30J1iay cTaHoBUTH 40 MII/XB, III0
BKa3y€ Ha KaHalblleBy peabcop0Oirito. JIiHe30si y Kasli Malike He BU3HAa4Ya€ThCS, TOO1
SIK TPUOIN3HO 6 % [03U IpernapaTy BUSBISETHCS B KaJli y BUTIAni MeTabomnity Bi 3 %
— y BUrnsai metabosity A.

He3HauHa HeNIiHINHICTS KIIIPEHCY CIOoCTepiranacs IIpy OigBUILEHHI 003U JIiHEe30IIiay,
1110, OYEBUHO, € HACJIIIKOM HUXKYOT0 HUPKOBOT'O 1 HEHUPKOBOI'O KJIIPEHCY LILOT'0
ImperapaTy IIpU MOTo BUIIWX KOHIIEHTpallisax. [IpoTe 115 pisHUIS y KiIipeHci Oyma
He3HayHa i He BIJIMBaJla Ha ysIBHUU IIepioa HalliBBUBEOEHHS.

IToka3aHHA



JIikyBaHHS$ iH(}EKIIill, CHpUYMHEHUX YyTIUBUMHU LlITaMaMU aHaepoOHUX abo aepoOHUX
rPaMIIO3UTHUBHUX MiIKPOOPraHi3MiB, BKII0OYalO4u iH(QEKIIil, 10 CYIIPOBOOKYIOThCS
OakTepiemielo, Taki sgK:

e HO30KOMiaJiIbHa THEBMOHI;

e HETrOCIiTaIbHa ITHEBMOHIS;

e yCKJIagHeHi iHdekii mKipu Ta ii CTPyKTyp, 30KpeMa iHdeKIlil Ha Tii giabeTUYHOI
cTomnu 6e3 CyIyTHBOTO OCTEOMI€ENiTy, cupuunuHeHi Staphylococcus aureus
(METULIMTIHYYTINBUMU Ta METUIIMIIIHPE3UCTEHTHUMH i30J1aTaMu), Streptococcus
pyogenes abo Streptococcus agalactiae;

e HeyCKJIafHeHi iHpeKIil mKipu Ta 11 CTPYKTYP, cupuuuHeHi Staphylococcus
aureus (TiTbKY METULMIIHYYTIUBUMU i301siTaMu) abo Streptococcus pyogenes;

e iH(peKIIil, cCHpUYNHEHI EHTEePOKOKaMHU, BK/II0Yal0Ul PE3UCTEHTHI 10 BAHKOMIIIUHY
mrtamMu Enterococcus faecium Ta faecalis.

Axio 30ynHUKY iH(eKIlil BKII04YaloTh I'PaMHeraTUBHI MiKpoopraHiaMu, KIiHiYHO
IMOKa3aHo NMpU3HaYeHHs KOMOiHOBaHOl Teparrii.

IIporunoka3aHHs

BimoMma rinmepuyTnuBicTb A0 JTiHe305igy abo mo 6yab-IKOTro iHIIIOTO KOMIIOHEHTA
mpernapary.

Jlinezomnig KPKA He cif 3aCTOCOBYBATH IalliEHTaM, SKi IPpUUMalOTh OyOb-IKi MeOn4Hi
npenapaTy, 10 IPUTrHidyl0Th MOHOaMiHOKcHUAa3y A Ta B (Hanpukian ¢peHen3uH,
i3okapOoKca3up, ceneriyiii, MoK1o0emif), abo IpPOTATOM 2 TUXKHIB ITiCJI IPUHUOMY
TaKHuX IIpelaparisb.

3a BUHSAATKOM BUNOAAKiB, KOJIU € MOXKJIUBICTh PETEJILHOTO CIIOCTEPEXKEHHS Ta
MOHITOPUHTIY apTepianbHOro TUCKY, JIiHe30sig KPKA He ciifg npru3HayaTy nalieHTaM
3 TAaKUMU CYNyTHIMU KJTiHIYHMMM cCTaHaMu ab0 CYyIIyTHIM IIpUAOMOM
HUXKYe3a3HadyeHUX IIpernaparib:

e HEKOHTPOJIbOBaHa apTepiajibHa TinepTeH3isd, peoxpoMouTOMa, KapIlnHOIf,
TUPEOTOKCUKO3, OinosigpHa Aemnpecis, mmu3oadeKTUBHUMN po3niaf, TOCTPi enizonu
3araMOpPOYEeHHs;

e iHTiIOiTOPM 3BOPOTHOT'O 3aXOIIJIEHHSI CEPOTOHIHY, TPUIIMKIIIYHI aHTUIEIIPECAHTH,
aroHicTu 5-HT1 peLeNTOPiB CEPOTOHIHY (TpUIITaHM), IPSIMi Ta HEOPsIMi
CUMIIaTOMIMETHKHU (BKII0Ya04YU afpeHepriuHi OpoHXOOuIaTaTOPH,
rncepmoedenpuH, GeHinnmponaHogaMii), Ba3onpecopu (eminedpuH,
HopeIriHeppUH), HoIlaMiHEePriuHi crionyku (mormamMiH, goOyTaMiH), MemmepuauH abo
OyCITipoH.



B3aeMmopisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIiH

IHribiTopu MonoaMinokcugasu (MAOQO)

Jline3oJtig € HeceeKTUBHUM iHTiOiTopoM MAQO 3BOpOTHOI Ail. Y goCTimXKeHHIX
B3aEMOil JTikapChbKUX ITpeIapaTiB Ta OOCIiIXKeHHsIX 6e3meKu JIiHe30J1iay 0yJ1o
OTPUMAaHO OyKe 0OMexKeHY KibKiCTh HaHUX IIPO 3aCTOCYBaHHS JTiHE30JIiay os
JIIKyBaHHS MAlll€HTIB, AKI OTPUMYIOTH CYIIYTHIO Tepallito IIpernapaTaMy, 110 CTBOPIOIOTH
[IeBHi pU3UKU BHACIIAOK NpurHideHuss MAQO. ToMy 3aCTOCyBaHHS JIiHE30JIiy 3a TaKUX
o0CTaBUH He PEKOMEHOBaHe, SIKIII0 HEMOKJIMBO IIPOBOUTU pPETENIbHE
CIIOCTEepEeKEeHHs Ta MOHITOPHUHT CTaHYy IallieHTa (OuB. po3ginu «I[IpoTunokasaHHA» Ta
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

IMToTeHIilHI B3a€eMO/il, IO NPHU3BOOATH OO0 HiOBUIIEHHS apTePiaJIbHOTO TUCKY

Y 3p0poBUX HOOPOBOIIBIIB 3 HOPMaJIbHUM apTepialbHUM THCKOM JIiHEe30Ii 30ibirye
MiABUIIIEHHS apTepiaJbHOTO TUCKY, CIPUYUHEHe IIceBOoedeIpruHOM Ta
deninnpomnanonaminy rigpoxnopugoM. Kom6iHOBaHe BBeIeHHS JIiHE30JIiAy Ta
nceBgoedenpuny abo deHinnmponaHonlaMiHy TigpoXJIOpUAY IPU3BOOUTE A0 3POCTAHHA
CHUCTOJIIYHOI'O apTepiajbHOr0 TUCKY B cepegHboMy Ha 30-40 MM. pPT. CT. HOPIBHAHO 3i
3pocTtaHHsAaM Ha 11-15 MM. pT. CT. Iifg BOJIMBOM BUKJIIOYHO JIiHe30iay, Ha 14-18 MMm.
PT. CT. IIiJ BIULIMBOM BUKIIIOYHO TIceBOoedenpuny abo ¢eHinnponaHojaMiHy, Ta Ha 8-
11 MM. pT. CT. IIpU 3aCTOCyBaHHi Iane60. AHAIOTIYHUX JOCiIXKEHb 3a Y4acCTIO
MalieHTiB 3 apTepiaJbHOIO TillepTeH3ie0 He TPoBOAUIN. PEKOMEHIOBAaHO pPeTEIbHO
migbupaTu mO3U IIpernaparTiB, SKi BUSBASIOTh Ba30IIPECOPHUM BIIJIMB, BKITIOYAIOYHN
nodaMiHepriyHi mpenapaTu, 1100 oTpuMaTH OaxKaHUM pe3yJbTaT IPU KOMOiHOBaHOMY
3aCTOCYBaHHI JIIHE30JIiAy 3 UMM IIpernapaTaMu.

IToTeHIIiMHi cepoTOoHiHepriuHi B3aemMoil

[ToTeH1itiHiI B3a€MOZi1 JTiIKapChKUX MpelapaTiB BUBYAIU y OOCIIAXKEHHI 3a y4acTIo
3[0POBUX JOOPOBOBIIB. YUAaCHUKHN OTPUMYBaIu mAeKcTpoMmeTopdan (OBi go3u mo 20 mMr
3 iHTepBanoMm y 4 roguHu) y KoMOiHalril 3 jriHe3o0igomM abo 6e3 Hboro. Y 3T0POoBUX
DoOPOBOIBIIIB, SIKi OTPUMYBAJIU JIiIHE30JIi[ Ta AfeKcTpoMeTopdaH, He CocTepiramu
IIPOsIBiB CEPOTOHIHOBOTO CUHAPOMY (CIJIyTaHICTh CBiOMOCTi, MapeHHS,
3aHENOKOEHHS, TPEMOD, IaTOJIOTIYHUY PyM’ THEllb, ITIOCUJIeHe IOTOBUAIEHHS,
rinepnipekcis).

IocBim MOCTMapPKETUHTOBOTO BUKOPUCTAHHS: OYJI0 OTPUMAHO OfHE MOBiAOMIIEHHS
00 BUHUKHEHHS MPOSIBiB, MOOIOHUX MO ITPOSIBiB CEPOTOHIHOBOTO CUHIPOMY, Y
nallieHTa, SKWM NpuiiMaB JIiIHe30JIi Ta gJeKcTpoMeTopdaH; IIi IPOsSIBU 3HUKIIN HiCIA
BimMiHM 000X ITperaparis.



[TpoTsaroM KJIiHIYHOTO 3aCTOCYBaHHS JIIHE30J1ily Ta CEPOTOHIHEPriYHUX IIperaparis,
BKJIIOYAIOYY aHTUOENPEeCcaHTH (TakKi K CeJIeKTUBHI iHri6iTOpu 3BOPOTHOT'O 3aXOMJIEHHS
cepoToHiny (CI33C)), 6ynu omnucaHi BUIIagKX PO3BUTKY CEPOTOHIHOBOTO CUHIPOMY.
TakuM 4MHOM, X04a KOMOiHOBaHe 3aCTOCyBaHHS IIUX IpelapaTiB IIPOTUIIOKa3aHe
(ouB. po3nin «IIpoTUioKa3aHHs»), JIIKYBaHHS MaLli€HTIB, OIS AKUX JIIKYBaHHS SIK
JIIHE30J1iA0M, TaK i CEpOTOHIHEPTIYHUMU IpernapaTaMyd Ma€ BUPilllaJIbHE 3HAYEHHS,
OITMCaHO Y po3mini «OcobIMBOCTI 3aCTOCYBaHHS».

3aCTOCYyBaHHSA Y IIOEOHAHHI 3 HACHYEHUMHU THPaMiHOM NPOOYyKTaMu

Y naiieHTis, AK1 OTpUMYyBaJIU JIIHE30JIi] Ta TUpPaMiH Yy KiJIbKOCTI MeHIe Hixk 100 mr, He
CIIOCTepiranu 3Ha4YHOTO Ba30mpecopHoro edekTy. lle cBimYUThL PO HEOOXiAHICTh
YHUKaTU JUllle HaJJIUIIKOBOTO CIIOKHWBaHHS NIPOOYKTIB Ta HAMOIB 3 BEJINKUM BMiCTOM
THPaMiHy (a caMe, 3piiuX CUPIiB, OPiKOKOBUX €KCTPAKTiB, HEOUCTUIILOBAHUX
aJIKOTOJILHUX HAaIlOiB Ta (bepMEeHTOBaHUX IIPOAYKTIB i3 coeBuxX 600iB, TaKMX SIK COEBUM
coyc).

ITpenapaTty, siKi MeTab0JIi3VIOTHCS 3a JOIIOMOT 010 IIMToXpomy P450

Jline3omig He € iHgyKTOpoM nmtoxpomy P450 (CYP450). Kpim Toro, niHe3osig He
iHriye akTUBHICTD KiIiHiuHO 3Hauymux isodopMm CYP (manpuknang 1A2, 2C9, 2C19,
2D6, 2E1, 3A4) y nioguau. ToMy He O4iKyeThCS BIJIMBY JIiHE30JIiOy Ha
bapMakoKiHeTUKY iHIINX TiKapChKUX 3ac00iB, sIKi MeTabo0/mi3yI0ThbCSI IUMHU OCHOBHUMU
bepmernTamu.

OpHOo4YacHe 3aCTOCyYBaHHS JIIHE30JIiy CYTTEBO HEe BIJIMBA€E Ha ¢apMaKOKiHETUYHI
XapakTepUcTUkHu (S)-BapdapuHy, IKUU aKTUBHO MeTab0JIi3yeThCSA 3a HOIIOMOT 00
CYP2C9. Taki mikapchKi 3acobu, sik BapdapuH i ¢peHiToiH, fKi € cybcTpaTamu CYP2C9,
MOZKHa 3aCTOCOBYBaTU pa3oM 3 JIiHe30imoM 6e3 3MiHU peKUMYy OO3yBaHHS.

[ToryxkHi ingykTOopu CYP 3A4

Pudammin. OgHo4yacHe 3aCTOCyBaHHSA pUGaMITIHY 1 TiHEe30JIiAy IPU3BOAUIIO OO

3HUXKEHHS Cmax nige3omnigy Ha 21 % i 3HuKeHHsa AUC nmi"He3omnigy Ha 32 %.

KrniniuHa 3Ha4yIIicTh 1Ii€l B3a€EMOil He BCTaHOBIIEHA. lg/IgiaHBM i€l B3aeMopmil
TTOBHICTIO He BUBYEHUM i MOxKe OyTU OB’ I3aHUM 3 iIHOYKITi€I0 MeYiHKOBUX (DEPMEHTIB.
[H11i CUJIBHI IHOAYKTOPU NMe4YiHKOBUX GepMeHTiB (Hanmpukian KapbamaseniH, GpeHiToiH,
benobGapbiTam) MOXKYTh CIIPUYUHUTH ITOoAiOHe ab0 MEeHII CUIbHE 3HUKEHHSI eKCIIO3HUIlil

JIiHEe30J1iay.

AHTUOIOTUKU

A3TtpeonaM. PapMaKOKiHeTHKa JIiHe30Jiay ab0 a3TpeoHaMy He 3MiHIOEThCS IIPU
OOHOYAaCHOMY 3aCTOCYBaHHI ITUX IIpernaparis.



lentaminua. PapMakoKiHeTUKa IiHE301iy a00 TeHTaMilUHy He 3MiHIOETHCS IPU
OJHOYaCHOMY 3aCTOCYBaHHI ITUX IIpenapariB.

AHTHOKCHUOAHTH

[Tpu ogHOYaCHOMY 3acTOCyBaHHI npenaparty 3 BitamiHoM C abo BiTaminoMm E
IIPOBOOUTY KOPEKIIiI0 IO3U JIIHEe30J1ily He peKOMEeHOYETHCS.

Oc00/1MBOCTi 3aCTOCYyBaHHS

Mienocynpecis

[ToBimoMisiyiocss MPO BUHUKHEHHS Mi€JIOCYIIPECil (BK/II0Yalo4Yu aHEMIIo, JTeMKOIIeHito,
MMaHUUTOIEHiI0 Ta TPOMOOIIUTOIIEHI0) V MAIli€EHTIB, SKi IpUKUMaIOTh HiHe3o0min. ITicns
BIOMIiHYU JIIHE30JIiAy IOKa3HUKY 3MiHEHUX [TapaMeTpiB KPOBI IOBEPTAJIUCEH [0 3HAYEHD,
sIK1 CIIocTepiraaucs OO0 Mo4YaTKy JIiKyBaHHS. I7IMOBipHo, 110 PU3UK PO3BUTKY LIUX
e(deKTiB IOB's13aHUU 13 TPUBAJIICTIO TiKyBaHHSA. Y IAIli€HTIB JIiTHHOTO BiKYy
3aCTOCYBaHHS JIiIHE30JIily MOK€e CYIPOBOIXKYBATUCH OiJIbIl BUCOKUM PU3UKOM
BUHUKHEHHS I1aTOJIOTIYHUX 3MiH KPOBI IOPIBHSHO 3 MOJIOOIIKXMU MalliEHTaMu. Y
Mali€HTiB 3 TAXKKOK HUPKOBOIO HENOCTATHICTIO (He3asle’KHO Bif TOT0, YU IPOXOIATH
BOHU IIPOLIEAYPH [iasidy) MOXKJIUBE ITiOBUIIEHHS YaCTOTH PO3BUTKY TPOMOOIIUTOIIEHI].
TakuMm 4YUHOM, peTETbHUN MOHITOPUHT (OPMYIU KPOBi HEOOXiMHUM Y TaKUX Malli€HTIB:
MallieHTHU 3 yKe iCHYI04Y010 aHeMi€, ITpaHyJIOIUTOIeHi€I0 ab0 TPOMOOIIUTOIIEHIEO;
Mali€eHTH, sKi OTPUMYIOTH CyIIyTHI IIpelapaTy, 34aTHI 3HUXKYBaTU PiBHI reMorinobiny,
3MEHIITyBaTHU KiNbKiCTh (POPMEHUX €JIeMEHTIB KpOoBi ab0 HeraTUBHO BIJIMBATHU Ha
KiIBKICTh YU (PyHKIIIOHAIbHY aKTUBHICTH TPOMOOIIMTIB; HAIli€HTU 3 TSAXKKOI0 (POPMOIO0
HUPKOBOI HEOCTATHOCTI; MalliEeHTH, KyPC JIiIKyBaHHS SIKUX TpuBa€ Oinbirne 10-14 gHiB.
3acTOCOBYBATH JIIHE30JIiI OJIs JTiIKyBaHHSI TaKUX MaIliEHTiB OaKaHO JUIle Y TOETHAHHI
3 peTelbHUM KOHTPOJIEM PiBHSA reMorino0iHy, 3arajbHOTO aHalily KpoBi Ta, 3a
MO2KJIUBOCTI, KiJIbKOCTi TPOMOOITUTIB.

fAxio mifg yac JIiKyBaHHSA JIIHE30JIiI0M PO3BUBAETHCA 3HAYHA MI€JIOCYIIPECi,
JIIKyBaHHS HEOOXimHO 3yNMUHUTH. BUKITIOUEHHSIM € BUNIAOKHU, KOJIU ITPOIOBKEHH A
JIiIKyBaHHS BU3HaHe a0COJIIOTHO HEOOXimHUM. Y TaKUX CUTYyalligsx HeoOXimHO TPOBOOUTH
peTesIbHUM MOHITOPUHT ITIOKAa3HUKIB 3araJIbHOI'0 aHalli3y KPOBi Ta BIIPOBanXKyBaTU
BiATIOBigHI cTpaTeril MiKyBaHHS.

KpiMm Toro, peKoMeHOoBaHO IIOTUXKHSA ITPOBOOUTU MOHITOPUHTI ITOKA3HUKIB 3arajibHOI 0
aHaJIi3y KPOBi (BKJII0OYal0Yu BU3HAUYEHHS PiBHIB reMorio0iHy, KiTbKOCTi TPOMOOIIMUTIB,
3arajbHOI KiJIbKOCTi JIEMKOIIMTIB Ta PO3TOPHYTOl JIEUKOIIMTapHOl GOPMYJIH) Y
Malli€eHTiB, Kl IPOXOOATH JIIKyBaHHS JIIHE30J1iJ0M, He3aJIe2KHO Bifl BUXITHUX
IIOKa3HUKIB aHalli3y KPOBI.



Y rpymi naui€eHTiB, sIKi OTpUMYyBaJIM TiHE30JIi[ TPOTITroM Oinbiile 28 mHiB
(MakcmMaJsibHa peKOMeHO0OBaHa TPUBAJIICTh JIiKyBaHHSs), CIIOCTEpirany NigBUIIeHHSA
YaCTOTU BUHUKHEHHS Cepro3HOol aHeMil. Taki maiieHTu yacTimie moTpeOyBanu
nepenuBaHHS KpoBi. [Ipo Bumagky aHeMii 3 moTpeboio y epeuBaHHi KPOBi TaKOK
IIOBIIOMJIAJIA ¥ IIOCTMapPKETUHIOBOMY Iepioni. Taka aHeMisa 4acTillle BUHUKAJa Y
Mali€eHTiB, IKi OTPUMYBAJIU TiHE30JIi MPOTATOM Oinbiite 28 mHiB.

TakoK IMOBimOMIISITIOCH PO BUMAKU cumepoOi1acTHOl aneMii. Cepen BUNAIKIB, OJIs
KX OyB BiIOMHUM Yac OYaTKy JIIKyBaHHS, OiNbIIiCTh IAIliEHTIB OTPUMYBasia
JliHe3oJtig npoTsarom Oinbite 28 gHiB. [licias npunuHeHHS 3aCTOCYBaHHS JIiHE30JIimy
OiNBIIICTD IMAIiEHTIB ITOBHICTIO a00 YaCTKOBO OyzKyBa/Id BHACJIAOK JIIKyBaHHSA aHEMil
abo HaBiThH Oe3 JIiKyBaHHS.

JleTaJnbHICTD V HMAIIEHTIB 3 iHMEKIlisIMM KPOBOTOKY, OB sI3aHUMHU 3 BUKOPUCTAHHSIM

KaTeTepiB Ta CIPUYHNHEHUX I'PAaMIIO3UTUBHUMHU 30YTHUKAMH

[Tpu ycknagHeHUX iHQEKIiAX MKIpU 1 M’ IKUX TKaHUH OJI4 JIIKyBaHHSA Halli€eHTiB 31
BCTAHOBJIEHOI0 a00 MOZKJIMBOIO acOIlililoBaHOIO iH(pEKITi€I0 TpaM-HeTaTUBHUMHU
30ymHUKaMU JTiHEe30JIi[] CJIifl 3aCTOCOBYBAaTH JIMIIIE 3a BiACYTHOCTI iHIIMX BapiaHTiB
JTikyBaHHS (OuB. po31in «I[TokasaHHsg»). 3a TaKUX 00CTaBUH HEOOXimMHO PO3MOYUHATHU
rapasesnbHe JIiKyBaHHS rpaM-HeraTUBHOI iH(EeKIIil.

[Tiapes Ta KOJIIT, IIOB’sA3aHi i3 3aCTOCYBAaHHIM aHTHOIOTHKIB

[Tpu 3acTocyBaHHiI MaliKe BCix aHTHUOIOTHKIB, BKJTIOYAIOYM JIIHE30JIil, TOBIOMIISIIIOCS
PO BUHUKHEHHS [iapel Ta KOJITy, ITOB’sI3aHUX i3 3aCTOCyBaHHAIM aHTUOIOTHKIB,
BKJIIOYAIOYH IIceBOoMeMOpPaHO3HUM KOJIIT, Ta moB’s13any 3 Clostridium difficile giapeto
(CDAD), TaXKKiCTb IIPOSIBiB IKMX MO2K€ BapiloBaTH Bif MOMipHOI Oiapel o KOJTy 3
JleTaJIbHUM HacigkoM. TakuM 4WMHOM, BaXKJIMBO BPpaXOBYBAaTU MOXKJIUBICTE IIOT'O
OiarHO3y y IAalli€EHTIiB, y SKUX IIif 4ac abo micjisi 3acToCyBaHHS JIiHE30Jiay
PO3BUBAETHLCSA Oiapesi. 3a HasIBHOCTI Higo3pu Ha Oiapelo YM KOJIiT, OB sI3aHUM i3
3acTOCyBaHHSIM aHTHUOIOTUKIB, ab0 MiATBEPOXKEHHS IILOT0 OiarHo3y, HeoOXimgHO
MIPUMTMHUTY JIiIKyBaHHS aHTUOAKTepiaJlbHUMU IIpelrapaTaMu (BKJII04Yalo4uy TiHEe30JTif)
Ta HeTalHO pO3II0YaTH BiANIOBIAHI TepaleBTUYHI 3aX00U. Y TaKUX CUTYyallisX
IIPOTUIIOKa3aHe 3aCTOCYBaHHS IperaparTiB, AKi IPUTHIYYIOTh IE€PUCTAIbTUKY.

IMToTeHIiliHi B3aEMOil, III0 COPUYNHIOIOTL HiABUIIEHHS apTePiaJIbHOTO TUCKY

3a BUHATKOM BUIIaAKiB, KOJIM MOXKJIMBE CIIOCTEPEKEHHS 3a IallileHTaMU IoO0
MOZKJINBOT'O IMiABUINEHHA apTepiallbHOI0 TUCKY, JIIHE30JIi[ He CIIiA IIpu3HaYaTu
MalfieHTaM i3 HEKOHTPOJIbOBAaHOIO apTepiabHOIO TilepTeH3i€l, (eoXpOoOMOIIUTOMOIO,
TUPEOTOKCUKO30M Ta/ab0 CymyTHIM ITPUMNOMOM TaKMX THUITIB JIIKAPCHKUX 3aC00iB: mpsMi



Ta HEIIPSAMi cUMIIaTOMIMeTUKHU (HampuKiaf IceBgoedenprH), Ba30Ipecopu
(Hanmpukinan eriHedpuH, HopeniHebpuH), nodamMinepriuHi 3acodu (HamrpukiIan
nodaMiH, foOyTaMiH).

JlakTOoanmumo3

ITpu 3acToCyBaHHI JIIHE30JIiAYy IIOBIAOMJISJIN IIPO PO3BUTOK JIaKTOoAUao3y. [lamienTy, y
SIKUX ITiJJ 9aC 3aCTOCYBaHHS JIIHE30JIiy BUHUKAIOTh CUMIITOMHU Ta IPOSIBU
MeTaboJIiYHOT0 alluA03y, BKJIIOYAIOYM PEIUANBYIOUY HYIOTY abo OoBanHs, Oinb y
KUBOTi, HU3bKUY piBeHb OikapOoHATiB abo rirnepBeHTUALI0, TOBUHHI HETrallHO
3BEPHYTUCA 38 MEOUYHOIO OOIIOMOI0. Y pa3il pO3BUTKY MOJIOYHOKUCIIOTO alluo3y
HeOoOXigHO 3BaXKUTU KOPUCTH MMOAAbIIOrO JTiKyBaHHS JIIHE30/IiIOM Ta IMOTEHIIiNHI
PU3UKHU.

IrchyHKITIS MiTOXOHOPIN

JliHe3oJtig npurHiuye MiToOXOHOpianbHUM cUHTE3 OiNKiB. Y pe3ynbTaTi IIbOTO
MMPUTHIYEeHHS MOXKYTh PO3BUBATUCh TaKi MOOiYHI peakiiii, K TaKToallUI03, aHEMis Ta
HeMpomnarTis (mepudepuyHa Ta 30poBoro Hepsa). Lli sBumia OinbIll IOMIMPEHi ITpHu
3acTOCyBaHHI IIpenapaTy NpoTsAroM Oinbilie 28 OHiB.

CepOTOHIHOBUYM CUHIOPOM

Hapxonmunu CIIOHTaHHI IIOBIIOMIJIEHHS IIPO PO3BUTOK CEPOTOHIHOBOIO CUHIAPOMY,
IIOB’s13aHOT0 3 OMHOYAaCHUM 3aCTOCYBaHHAM JIIHE30JIiAy Ta CEPOTOHIHEPriYHUX
ImperapaTiB, BKIIIOYAl04YX aHTUOEIPEecaluTH (TaKi IK CeJeKTUBHI iHri6iToOpu 3BOPOTHOTO
3axonsieHHs cepoToHiny (CI33C)). TakuM 4UHOM, OQHOYACHE 3aCTOCYBaHHSA
JIIHEe30JIiy Ta CepOTOHIHEPTiYHUX IIpellapaTiB IPOTUIIOKa3aHe (OuB. PO3ain
«[TpoTuiokazaHHs»), 3a BUHATKOM BHUIIaOKiB, KOJIX 3aCTOCYBaHHS {K JIIHE30JIidy, Tak i
OJHOYAaCHEe 3 HUM 3aCTOCYBAaHHS CEPOTOHIHEPriyHUX IIpelnapaTiB Ma€e BUpillaibHe
3HAQUeHHsd. Y TaKuX BUNIaJKaX MallieHT IIOBUHEH 3HaXOOUTUCH i IUJIbHUM
CIIOCTEepekXEeHHSIM 3 MEeTOI0 BUSIBJIEHHSI CUMIITOMIB CEPOTOHIHOBOI'O CUHAPOMY, TaKUX
SIK IOPYIIIeHHS KOTHITUBHOI QyHKIIiI, rinepIipekcis, rineppednaekcis Ta IIopyIIeHHsS
KOOpAuHallil pyxiB. ¥ pa3i BUHUKHEHHS TaKMX CUMIITOMIB JIiKap MOBUHEH PO3TJISHYTHU
MOXKJIMBICTH BiIIMiHU TOTO YU IiHIIOTO IIpemnaparty. [licis BigMiHU CepOTOHIHEPTriYHOTO
npemnapaTy MOXKJ/IMBE BUHUKHEHHS CUMIITOMaATUKU BiIMiHMU.

[TepudepnyHa HeHpomIaTis Ta HeMpoIaTisi 30pOBOro HepBa

IMToBigoMIISIIIOCS ITPO PO3BUTOK MepudepudHol Helporarii, a TakKoxK Helponaril
30pOBOT'0 HEPBA, sIKa 1HOM1 ITporpecyBasia oo BTpaTu 30PYy V Malli€HTIB, Kl
OTpPUMYBAJIU JIIKyBaHHSA JIIHE30JIiHoM. Taki IOBIOMJIEHHS, B IIEPIIY Yepry,
CTOCYBaJIUCh MAIli€HTIB, IKi OTPUMYyBaIHU JIIKyBaHHS IIPOTATOM Oinbiie 28 mHiB
(MakcmMaJibHa peKOMeHOOBaHa TPUBAJIICTh JTiKYBaHHS).



Bcim nanienTaM HeoOXimHO PEKOMEHIYBATU MMOBIHOMIIATH IIPO CUMIITOMHU TIOPYIIIEHHS
30py, Taki K 3MiHa rOCTPOTH 30pPY, 3MiHa KOJIbOPOBOI'O CIIPUMHSATTS, HEYITKICTh 30Py
a0o BUMAMiHHS YaCTUHU MOJIS 30PYy. Y NMOoAiOHMX BUIIaJKaX PEKOMEHI0BAHO TEPMiHOBO
IIPOBECTHU OTJIsI[ 3 HAIlpaBJIEHHSIM OO0 o TalbMOJIOTa, SKII0 HeoOXimHo. AKINo nallieHT
MIpUMMaE TiHe30JIi ITPOTAToM OinbIille peKOMeHOOBaHuX 28 OHiB, HE0OXiITHO
PerynsipHo IepeBipaTu 3ip.

Y pa3si po3BuUTKYy nepudepudHoi HerpomnaTili abo HelporaTii 30poBOro HepBa
HeOoOXigHO 3BaXKUTU KOPUCTH ITOAIBIIOrO JiKyBaHHS JIIHE30/IiI0OM Ta IOTEeHITiMHi
PU3UKHU.

MozxknuBe 3pOCTaHHSA PU3UKIB PO3BUTKY HEUPOIIATii IPU 3aCTOCYBaHHI JTIiHE30JIiay
OJ1 TiKyBaHHS IAIli€HTIB, SKi OTPUMYIOTh ab0 HEeIloJjaBHO OTPHMYBaJiu Teparliio
aHTHOaKTepiaTbHUMMU IIpernapaTaMu s JIiIKyBaHHS TyOepKyIIbo3y.

CymoMmu

[ToBigoMIIATIOCS IIPO BUNIAOKYU CYLOM Y MALI€HTIB, IKi OTPUMYBaJIU Tepallito
JliHe30igoM. Y GimbIIOCTi BUMIAIKiIB MOBIHOMIISIIU PO TaKui (PakKToOp PU3UKY, 5K
cynomMu B aHaMHe3i. [TallieHTaM HeoOXigHO ITOBiZOMIISATH JIiKapiB, AKIIO y HUX paHillle
BUHUKAJIU CyJOMH.

IariéiTopu MAO

Jline3osig € HeceneKTUBHUM iHribiTopom MAO 3BopoTHOI mii. [TpoTe B go3ax, sAKi
3aCTOCOBYIOThCS [JIs aHTHOAKTepianbHOl Tepalrii, BiH He BUSBJISIE€ MPUTHIYYIOUOTO
BIUTMBY. Y XO[i HOCIigKeHb B3a€EMO/Iil TiKapChKUX IIpenaparTiB Ta JOCTigXKeHb Oe3MeKu
JliHe305iay OyJI0 OTpUMaHO AyKe oOMeKeHY KiTbKiCTh MaHUX PO 3aCTOCyBaHHS
JIIHEe30JTixy [AIs MiKyBaHHS ITAlliEHTIB 3 OCHOBHMMM 3aXBOPIOBAaHHSAMU Ta/ab0 CyIIyTHIM
JIIKyBaHHSIM IIpeliapaTaMy, IPU SKUX BUHUKAIOTh IIE€BHI pPU3UKU BHACIIIOK
npurHiveHHsas MAO. Tomy 3acToCyBaHHSA JIiHE30JIiAy 3a TaKUX 00CTaBUH He
PEKOMEHI0BaHe, SIKIII0 HEMOXKJINBO IIPOBOOUTU PETEJIbHE CIIOCTEPEXKEHHS Ta
MOHITOPHUHTI CTaHy HallieHTa (OuB. po3ainu «IIpoTunokalaHHsa» Ta «B3aeMomis 3
IHIIUMY TiKapChbKMMH 3aco0aMu Ta iHIIi BUOU B3aEMOMI»).

3aCTOCVBaHH5{ Y NO€EOHAHHI 3 HaCUYEeHUMHU TI/IpaMiHOM IIPOOYKTaMH

[NTamienTaMm ciifg peKOMeHOyBaTh YHUKATHU CIOXKWBAHHS BEJIMKO1 KiJIbKOCTi ITPOOYKTIB,
30araueHuX THpPaMiHOM (OuB. PO3din «B3aeMomis 3 iHIIMMU JTIKAPCHKUMHU 3acoO0aMu Ta
iHIITI BUOY B3aEMOIN»).

CynepiHdeKIis




Bnonus niHe301ioy Ha HOpMaJbHYy MiKpO(dJIOpy He BUBYABCH ITiJ YacC KJIiHIYHUX
BUIIPOOyBaHb.

3acTocyBaHHS aHTUOIOTHUKIB iHOAI MOXKe IMPU3BOAUTU 10 HAJAMIPHOTO POCTY
HeuYyTIUBUX opraHidamiB. Hanpuknag, npubnusxo y 3 % mallieHTiB, IKi OTpuMYyBalu
JIIHEe30J1i] Y PEKOMEeH0BaHUX [03aX, IIPOTATOM KJIIHIYHUX OOCIIAXKEeHb CIIOCTepiraiu
BUHUKHEHHS KaHOUO03y, IOB 13aHOT0 i3 3aCTOCYBaHHSAM Ipemnapary. Y pasi
BHHUKHEHHS CylepiH(eKLil mif 4ac JTIiIKyBaHHS CJIi B’KWBATH BiANOBIOHI 3aX00Ou.

Oco6nuBi rpynu maIieHTiB

3acToCcOoByBaTHU JIIHE30JII OIS JIIKYBaHHS IALlIEHTIB 13 TAXKKOI HUPKOBOIO
HEeIOOCTaTHICTIO cilif 3 00epeXHICTIO Ta JIUIIE y CUTyalligX, KOIU O4YiKyBaHa KOPHUCTH €
OiNBIIIOI0 3a TEOPETUYHUN PU3UK (OAUB. pPo3min «Criocid 3aCTOCyBaHHS Ta JO3U»).

3acTocoByBaTH JIiHE30JIi OJ1 JIIKYBaHHS IIAlli€HTIB 3 TAXKKOI 1€4iHKOBOIO
HEeIOOCTaTHICTI0O peKOMEHO0BAHO JIUIIIE Y CUTyallisiX, KOJIU O4YiKyBaHa KOPHUCTh €
OiNnbIIIOI0 3a TEOPETUYHUM PU3UK (OUB. Po3min «Criocib 3aCTOCyBaHHS Ta OO3U»).

Hemae HeoOXigHOCTI B KOpPEKIIil mo3u IIpenaparTy 3aJie’KHO Bif cTaTi mallieHTa.

IMTopymieHHES hepTUIbHOl PYHKITT

[Tpo MOKIUBICTH BIUIUBY JIIHE30JIiy Ha PENIPOAYKTUBHY (PYHKIIiI0 YOJIOBiKiB HEBIAOMO.

HocnigXeHHS

Be3neka Ta edpeKTUBHICTH JIiHE30JIiAy TPU 3aCTOCYBaHHi MOTr0 NpoTAroM Oisnblie 28
OHIB HEe BCTAHOBJIEHI.

Y mocnimxeHHSX He Opajii y4acTh NalliEHTH 3 Oia0eTUYHUMU yYpPaKeHHSIMU CTOTI,
MIPOJIEKHAMU a00 illIeMiYHUMU ypaKeHHSIMH, TIKKNUMHU OIliKaMHi YU TaHTPEHOIO.
BigmoBigHO, HOCBiA 3aCTOCYBaHHS JIIHE30JIiAy O JIiKyBaHHS TaKUX CTaHIB
0OMEeKeHHUH.

ITOTIOMIi>KHI PEYOBUHH

300 M1 po3uuny MicTuTh 13,7 T 171:0K03U. Lle crig BpaxoByBaTu NpU JIIKyBaHHI
Malli€eHTiB i3 HyKpPOBUM fiabeToM.

300 M1 po3unHy TakKoXK MicTuTh 114 mr HaTpiro (5 Mmmob). BMicT HaTpito ciif
BpaxOByBaTH Ialli€eHTaM, SIKi JOTPUMYIOTHCA OI€TU 31 3HUIKEHUM CIIOKUBaHHAM
HaTpito.



3maTHiCTh BIUIMBATH HA IIBHIKICTH peakiIliili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

Heo0OxigHO momepeanuTH MalliEHTIiB IPO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHs abo
CUMIITOMIB ITOPYIIIeHHS 30PpY (OuB. po3ninu «OcoOmuBOCTI 3acTocyBaHHA» Ta «[1o0iuHi
peakiiii») mig 4yac npuiioMy JIiIHE30JIiAy Ta peKOMeHOyBaTH IM He KepyBaTH
aBTOMOOiZIEM Ta He MpallloBaTH 3 IHIIMMM MeXaHi3MaMU Y pa3i BUHUKHEHHS Ha3BaHUX
CHMIITOMIB.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHsI IPyaaio

BaritHicTs. HeMae agekBaTHUX OaHUX IOO0 3aCTOCYBAHHA JIIHE30JIiy BariTHUM
XKiHkaM. Pe3ynbTaTy OOCHiAXKEeHb Ha TBapUHaX IIPOAEMOHCTPYBaIl HasABHICTD
PENpPOOyKTUBHOL TOKCUYHOCTI. ICHy€ MOTEHIIIMHNYN PU3UK OJ15 TIoguHU. JliHe305i He
CJIi 3aCTOCOBYBATH Y IIepiof BariTHOCTI, OKPiM BUIIa[KiB, KOJIK OUiKyBaHa KOPHUCTH
MIepPEeBUIIy€E NOTEHIIMHUN PU3HUK.

[lepiopg rogyBaHHs Ipyano. Pe3ynbTaTy OOCHIAXKEHb Ha TBapUHAaX I10Ka3aJlly, 1110

JIiHe30JTig Ta oro MeTaboIiT MOXKYTh ITPOHUKATH B IpyaHe MoJioko. OTXKe, Citifg
MIPUIHUHUTY TOAYBaHHS T'PYOOIO IIPOTSATOM JIiKyBaHHS JTiHE30JIiIoM.

Cmocid 3acTocyBaHHs Ta I03H

[Tepen 3acToCyBaHHSAM IIpenapary Ciif 3po0uTHu MIKipHy Npo0y Ha YyTIUBICTD A0
JIIHEe30JIiay.

[TamieHTH, MiKyBaHHS SKUX OYJI0 PO3I0OYaTo 3 IpU3HaYeHHA npemnaparty JliHe3ormig
KPKA y BUTnAai BHYTPIIIHbOBEHHUX iHDY3ili, MOXKYTh OyTH IepeBefeHi Ha JIiIKyBaHHS
npenapartoM Jline3somnig KPKA n1st mepopalbHOIO 3aCTOCYBaHHS. Y TakKoMy pa3si migbip
OO3U He TOTPiOHMM, OCKiIbKM 0i0IOCTYIHICTS JIiHEe30IiAy IpU NPUOoMi BHYTPIIIIHBO
ctaHoBUTh Manxe 100 %.

Tabnuisa 2
Ilo3a Ta cmocib 3acToCyBaHHSA
PexkoMeHOOF
IToka3aHHA TTaui€HTH QUTSYOTO BIiKY Topocri Ta gita Tp'I/IBaJ'IIC’I.‘L ]
(Bim HapomXxeHHs mo 11 (i6 mocrmink
POKiB) (BikoM Bix 12 pokiB)




l'ocmiTanbHa IHEBMOHIA

HerocnitanbHa
ITHEBMOHISI (30KpeMa
hopmu, 10 10 Mr/KT 600 Mr BHYTPILIITHBOBEHHO 014
CYIIPOBOOXKYIOTHCS BHYTPIIIITHbOBEHHO
OakKkTepiemieio)
YcknagHeHi iHDeKITil
IIKip¥ Ta 11 CTPYKTYP
[HdexkIril, cnpuynHeHi
Enterococcus faecium,
PE3UCTEHTHUMU [0 ;
. 10 mMr/kr ) 14-28
BaHKOMIIIMHY, 30KpeMa . 600 Mr BHYTPillIHBOBEHHO
, i BHYTPIIIITHLOBEHHO
iHdeKIril, aKi
CYITPOBOOXKYIOTHCS
OakTepiemiero
< 5 pokiB: 10 Mr/Kr )
Kk . Hopocri: 400 mr
IIepopajibHO KOXKHi 8 *k )
IepopanbHO KOXKHi
TOOWH.
HeycknagHeHi iHdeKIIil
Y 12 romus. 10-14

IIKipX Ta i1 CTPYKTYP

5-11 pokis: 10 Mr/kr
Hepopanbﬂo** KOXKHI

12 rooun

Hitu: 600 Mr mepopanbHO
kk .
KOXHi 12 rooun

HoBonapopxeHi < 7 gHiB. BiIbIIiCTh HEJIOHOIIIEHNX HOBOHAPOAXKEHUX Y Billi < 7 OHIB
(< 34 TuXKHIB recrailil) MaloOTh HUKYi IIOKa3HUKM CUCTEMHOTO KJIipeHCYy JIIHEe30JIiay Ta

Buili moka3uuku AUC, Hix OiTbHIiCTh JOHOIIEHUX HOBOHAPOIXKEHUX i [AiTel cTapIioro

BiKy. JIiKyBaHHSI TaKMX HOBOHAPOIXKEHUX CJIif MoYyrMHaTHA 3 0o3u 10 Mr/Kr KoxHi 12

roguH. 1711 HOBOHAPOOXKEHUX i3 HeJOCTaTHHOIO KJIIHIYHOIO BiAIIOBIAAIO Ha IIpenapar
MOZKHa PO3TJISHYTU MOXKJIUBICTh 3aCTOCyBaHHSA 03U 10 MI/KT KOXKHIi 8 roguH. Yci

nalieHTd BIKOM [0 7 OHIB IMOBUHHI oTpuMyBaTu 003y 10 Mr/Kr KoxHi 8 roguH.

ke . . . .o . .o .
JIiHe30J1ig 3aCTOCOBYIOTH B iHIIIM JTiIKapChKiM GhopMi.



3acmocysaHHA nauieHmam AimHbo20 8iky. HeMae noTpebu B KOPEKIIil TO3H.

3acmocysaHHA nauieHmam 3 HUPKo8ow HedocmamHicmio (30KpeMa i3 KIIipeHCoOM
KpeaTuHiHy < 30 mi/xB). PapMaKOKiHEeTHKA JIIHE30/IiAy He 3MIHIOETHCS y IAIl€HTIB 3
OyOb-IKMM CTYII€HEM HUPKOBOI HEJOCTATHOCTI; IPOTEe OBa OCHOBHI MeTaboIiTH
JIIHEe30JIily aKyMyJIIOIOThCS y MaIliEHTIB 3 HUPKOBOIO HEJOCTATHICTIO 3i 30i/IbIIIEHUM 1X
HAKOIIMYEHHSIM V IaIli€HTiB 3 OiIbIIIUM CTyIIeHeM TSIXKKOCTi HUPKOBO1 MUCHYHKIIII.
HesamnexkHo Bif GpyHKII1I HUPOK OOCATAIMCSA OOHAKOBI KOHIIEHTpAIlil JIIHE30JIiAy Y
Jja3Mi KpOBi, TOMY [Jis IALlIEHTIB 3 HUPKOBOI HEAOCTATHICTIO HE PEKOMEHYIOTh
ITPOBOAUTH KOPEKIIito mo3u. [IpoTe, BpaxoByI0YM BiACyTHICTH iHDoOpMallil mpo KITiHiYHYy
3HAYYIIiCTh HAKOTIMYEHHS OCHOBHUX MeTabOoIiTiB, C/Iifl 3Ba’KUTHU 3aCTOCYBaHHS
JIIHEe30JIiAy MallieHTaM 3 HUPKOBOI HEJOCTATHICTIO 1 MOTEHIIIVHI PU3UKN HaKONINYEHHS
Takux MeTabosiTiB. I niHe3ormim, i gBa MeTaboiTH BUBOOSTHCS HMIJIIXOM reMoiarisy.
IndopmMaliist mpo BOIKUB HEPUTOHEAILHOTO Oiasily Ha ¢apMaKOKiHETHUKY JIIHEe30IIiay
BimcyTHsi. OCKinbKY yepe3 3 TOOWHMU IIics BBedeHHs npemnapaty npubau3ro 30 %
03U BUBOOUTHLCS IIPOTATOM 3-TOOUHHOTO CEeaHCy reMofiaily, nnaliesaram, AKi
OTpUMYyBaIu NOAiOHe MiKyBaHHS, JIIHE30JIi[ CJIif IpU3HavaTH ITIiCIsa reMofgiani3y.

3acmocysaHHA nauieHmamM i3 neviHkogow Hedocmamuicmio. KiniHiuHi maHi 3 Iboro
NMUTaHHS 0OMeXeHi, TOMy PeKOMEHIOYETLCS IIPHU3HavaTH JIiHe30Ii[ Tullle ToMdi, KOJIu
O4YiKyBaHa IepeBara Bif JIIKyBaHHS BUIIlA 3a IIOTEHLIIMHUYN PU3HUK.

Bxa3zieku w,000 3acmocyB8aHHA. 17151 0MHOPa30BOT0 BUKOPUCTaHHA. be3nmocepenHbO
rnepen BUKOPUCTAHHSAM BUOAJIUTU 3aXMCHY YIIAaKOBKY i3 (POJIbIHU i IPOBECTH Bi3yalbHY
IepeBipKy NiKapCchKOT0 3ac0o0y Ha HAsBHICTh MeXaHIYHUX JOMIIIOK; IIPOTSATOM
mpubIM3HO 1 XBUJIMHYU CTUCKYBATH ITAaKeT, 11100 BIEBHUTHUCS B MOTO IiTiCHOCTI. AKIIIO
MakeT MIPOTiKae, PO3UYMH He BUKOPUCTOBYIOTh, OCKiJIbKM MOXKe OyTHU IopylieHa Moro
CTEPUJIbHICTh. 3aJIMIIKNM HEBUKOPHUCTAHOI'O PO3YMHY CJIifl YTUIII3yBaTU 3rigHO 3
OirournMu BUMoraMu. He BUKOPUCTOBYBaTU YIIAKOBKHY, V AKUX IIOPYIIEHA LiTiCHICTb.

PekoMeHpoBaHe J03yBaHHS IiHE30Jiay - 2 pa3u Ha H00y BHYTPIillIHbOBEHHO.

BryTpimmHboBeHHa iHDy3is 3miicHioeThcsa npoTsaroMm 30-120 xBunuH. He MoxXkHa
3’emHyBaTH iH(Y3iliHi IaKeTH IMOCIigOBHO!

[Tpu omHOYaCHOMY BBE[IEeHHI JTiHE30JIiAy po34Yuny AJid iHGYy3ik 3 iHIIuM 3aco6oM
KO2K€H IIpemnapar CJIig BBOOUTHU OKPEMO, BiAIIOBIiDHO IO PEKOMEHOOBAHOl JO3MU i
crtoco0y 3aCTOCyBaHHS KOXKHOTO JIiIKapChKOT'0 3aco0y.

[Tpu BUKOpHCTaHHi OOHi€l BHYTPIIIIHOBEHHOI CUCTEMU OJIS TTOCIiMOBHOTO BBEJEHHS
OEeKIJIbKOX IIperaparTiB 1[I0 CUCTEMY [0 1 ITiCJIsd BBEOEeHHS JIIHE30JIiAy PO3YUHY OJId
iH(QYy3ii cmig npoMuTH iHQY3iMHUM PO3YUHOM, CYMICHUM i3 npenapaToM JliHe3osmig
KPKA Ta 3 iHIIUM IIpenapaToM, IKUKM BBOOUTHCS Yepes L0 CUCTEMY.



CywMicHi po3uunu mis iHdy3iu: 0,9 % po34umH HATPiIO XJIOPUAY O iH €KIIii, 5 %

PO3YHH OeKCTPO3HU OJid iH €KIiM, po34umH PiHrepa nakTaTHUU OIS iH €KIiN (PO34YUH
XapTMaHa [OJis iH €KIIin).

OCHOBHI BUIIaJKN HECYMICHOCTI

Bunukamna ¢isrnyHa HECyMiCHICTh, KOIU JTIIHE30JIig PO34YUH OJIid iHQy3iii BBOOUIU Yepe3l
Y-tonmiGHuM 3’€gHYBau CIIiIBHO 3 IIperapaTaMu: aMGOoTepUIIUH B, XJ1oprmpoMa3uHy
rigpoxJiopum, gia3enaM, IeHTaMigUHy i30TioHAT, epUTPOMIIIUHY TaKTOOiOHAT,
(beHiTOIH HaATPiIO i cynbdhamMeTOKCa30JI/TpuMeTOIPUM. KpiM TOro, mmpemnapart XiMigdHO
HEeCYMICHHUH i3 11e(pTpiaKCOHOM HaTPilo.

itk
3aCTOCOBYIOTH 13 MEPIIUX OHIB XKUTTH.

Y Oimeti sikom 8i0 12 0o 17 pokie (papMaKoKiHeTHKA JIiHe30iay mogioHa Mo Takol y
OOPOCIIUX IIPU 3aCTOCYyBaHHI npenaparty y no3i 600 mr. TakuM 4MHOM, y OifJIITKIB, AKi
OTPUMYIOTH ITpemnapaT y no3i 600 Mr KoxkHi 12 roguH mogeHHo, Oymoe criocTepiraTucs
TaKa XK CaMa eKCIIO3Hllisd, K 1 y JOPOCuX NallieHTiB IIpU IPUKUOMI IIpenapaTy B Tiid
camiu go3i.

Y Oimet sikom 8i0 1 muoicHA 0o 12 pokie Ipu3HadeHHS npenapary y go3i 10 Mr/kr
KOXHi 8 roguH 10000080 3a0e31medye eKCII03ullilo, ika HabIMKa€eThCS OO0 TaKol, 110
OOCSITAETHCS Y MOPOCIUX MPHU ITPU3HaAUYeHHi npenapaty B mo3i 600 Mr aBidi Ha mo0Oy.

Y HosoHapoOsceHux gikom 00 1 mudHA CUCTEMHUM KIIipeHC iHe30iay (i3
poO3paxyHKy Ha 1 Kr Macu Tijia) IIBUAKO 3POCTAE MPOTATOM IEPIIOTr0 TUXKHS XKUTTH.
TakuM 4MHOM, Y HOBOHAPOOXKEHUX, AKi OTPUMYIOTH IIpemnapart y go3i 10 Mr/Kr KoxHi 8
roauH 1100000BO, CIIOCTEPIraeThCs OiNbII BUCOKA CUCTEMHA €KCIIO3UIIis IIpernaparTy B
MepIInU OeHb IIicasa HapoaXKeHHd. [IpoTe He 04iKyeThCsT HaAMIpHOL aKyMYyJIALIil
pernapaTy B OpraHi3Mi IpU TaKOMY OO3YBaHHI IIPOTATOM IIEPILIOTO TUXKHA XKUTTA
HEeMOBJIATHU (BHACJIIAOK LIBUOKO 3POCTAIYO0r0 KIIipeHCy IpenapaTy IPOTATOM IIePIInX
7 nHiB XkKuTTs) (OuB. po3min «Croci6 3acTOCyBaHHS Ta [O3M»).

Ilepeno3yBaHHsA

CrneuudigyHOTO aHTUAOTY HEMAE.
He Oymno 3apeecTpoBaHO BUIIA[AKiB Ilepego3yBaHHS.

Y pa3si nepeno3yBaHHS IIOKa3aHe CUMITOMaTUYHE JIIKyBaHHS 3 IPOBEOEHHSIM 3aX0[iB
IIIOMIO MiATPUMKM PiBHSA KITy004YKoBOI Qinbrpariii. [Tpubnusuo 30 % OpuiHSATOI 03U
pemnapaTy BUBOOUTHCS IPOTATOM 3 TOAWH IreMofiai3y, aje HeMa€ JaHuX 040



BUBEOEHHS JIiIHe30JIify Mmif 4ac mpoliegyp MepuToHea IbHOro mianidy abo remomnepdysii.
IIBa mepBUHHUX MeTabO0JIiTH JIiIHe30IiAy TaK0XK BUBOOSTHCS IIJIIXOM I'eMo[iai3y.

IToOiunHi peakmii

HalibinbIll 4acTo IMOBiHOMIISIIIOCS ITPO TOJIOBHUM Oifnb, Aiapeio , HyOOTY Ta KaHOUA03
(30KpeMa opajibHUM Ta BariHaJIbHUM KaHOUOO03, OUB. Iepesik Hux4ye). HanbinbIm
YaCTUMM ITOOIYHUMU peakllisaMu, IKi MPU3BOAUIU 0 BimMiHU mperapary, Oynu
royoBHU# Oinb, Oiapes, HygoTa Ta OJII0OBaHHS.

YacTtoTa nobOiYHUX peakllii BU3HaYeHa TaKUM YMHOM: OyxKe yacTo (> 1/10), gyacto (>
1/100, < 1/10), HeuacTo (> 1/1 000, < 1/100), mooguuOKi (> 1/10 000, < 1/1 000),
pigkicHi (< 1/10 000) i vacToTa HeBimoMa (He MO2KHa BCTAHOBUTHU Ha HifcTaBi
HasSIBHUX OAaHUX).
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Bbioximis

[MTigBumennsa JIOT,

KpeaTHHIHKiHa3H, Bioximis
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TJIIOKO3Uu 0e3 _
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rOJIOONyBaHHA. e,
HUXKEHHSA
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BOYMiHY, HQTPIIO T
anbby y, HaTplio Ta rOJIONYBaHHS.

KanbLit0. IIABUINEHHS 1y b e i a6o

a00 3HUIKEHHS KaJlilo 3HUKEHHS

abo O6ikapOoHaTYy. XIODHIIB

HocmifKeHHs I'emamosaoeis

[TipBUIIEHHS BMICTY 1) 0 6 100i5

HenTpodiniB abo

€03nHODITIB. [TigBumIeHHS
3HUXKEHHS KiJIBKOCTI
reMorjo0iny, PETUKYJIOIUTIB.
reMaToOKpPHUTy abo 3HUKEHHS
KiJIbKOCTI KIJIBKOCTI
€PUTPOLIUTIB. HeUuTpodimis.

[TigBuIeHHs adbo
3HUXKEHHS KIJIbKOCTI
TPOMOOLIUTIB abo
JIEMKOIIUTIB.

38imys8aHHs npo ni0o3pro8aHi nobiYHI peaku,ii.

3BiTyBaHHS IIPO ITigo3pioBaHi mMoOiUHi peakiril micyis peecTpatiil JTikapcbKOro 3aco0y
Mae€ BeIuKe 3HadeHHd. Lle mae 3mMory npoBoguTu Oe3nepepBHE CIOCTEPEXKEHHS
CIIIBBIIHOIIIEHHS MiXK KOPUCTIO 1 pU3uKaMi, [10B sI3aHUMU 13 3aCTOCYBaHHAM
JIiKkapchKOro 3aco0y. CrieliasicTul y rajgy3i OXOpOHM 3[0POB’S ITOBUHHI ITOgaBaTu
indopmarriro mpo Oymb-sAKi mimo3pioBaHi MoOiyHi peakiiii 3a JOITOMOT 010 HallioHAJTLHOL
CHUCTEMMU 3BIiTHOCTI.

TepMiH npHIaTHOCTI



2 POKH.

[Ticnst BIDKPUTTS: PO3YMH XiMiuHO Ta PizuyvHO cTabinbHUM IPOTITOM 24 TOOUH MIPU
KiMHaTHIY TeMOepaTypi B IEPBUHHOMY MaKyBaHHI MMiC/Is BUOAIEeHHSI BTOPUHHO1L
yIaKOBKH. 3 MiKp00ioJIOTiYHOI TOYKM 30py, PO3YUH CJIi BUKOPUCTATHU HeralHo. AKIIo
PO34YMH He BUKOPHUCTAaHUU Bilpaldy, TEPMiHM BUKOPHUCTAaHHS Ta YMOBU 30epiraHHs €
BiAIOBiZanbHICTIO KOPUCTyBaya.

VYMoBH 30epiranas

30epiraTtu B opuriHanbHil (MepBUHHIN Ta BTOPUHHIN) YIIaKOBIIi [/ 3aXUCTY Bif mil
cBiTna npu teMmnepartypi He Buille 30 °C. 36epiratu y HeJOCTYITHOMY [JIS OiTel MicCIii.

YnakoBka

ITo 300 mn y monieTuneHoBoMy (iiakoHi. P1akKOH pa3oM 3 iIHCTPYKIIEIO i3
3aCTOCYBaHHS B KapTOHHiM KOPOOIIi.

KaTteropis Bignycky

3a penemnTomMm.

BupoOHUK

KPKA, po.n., HoBo mecto, CnoBeHiss/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJgpeca MiCIisi IpoBaaKeHHsI
IisIIHLHOCTI

[IImap’emika necta 6, 8501 Hoso mecto, CnoBeHisi/Smarjeska cesta 6, 8501 Novo
mesto, Slovenia.

[Ixepesno iHCTPYyKIil

[HCTpYKIIifo TiKapChKOro 3aco0y B3sTO 3 0QilliiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3aco0iB YKpaiHu.
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