IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

3ABIIOE®TA

(ZAVICEFTA)

Cknao:
Oitoui peuosuHu:ceftazidime, avibactam;

1 ¢pnakon mictuts 2329,7 Mr nedTaduguMy MeHTarigparty, mo eksiBaneHTHO 2000 Mr nedTasugumy,
ta 543,5 Mr aBibakTaMy HaTpilo, 110 eKBiBasieHTHO 500 MTr aBibakTamy;

[OMOMiXHa peqyoBMHa: HaTpito KapOboHAT OE€3BOMHUM.

JIikapcbka ¢opma. [TopoInok A KOHLIEHTPaTy AJT PO3YUHY A7d iHy3iil.

OcHosHi (i3uko-xiMiyHi 81acmuBoCcmi:IIOPOIIOK Bif 6iioro Ho 61i0-KOBTOTO KOILOPY.

dapMmakoTepaneBTHYHA rpyna. AHTuOaKTepianbHi 3aco0u [ CUCTEMHOT0 3aCTOCYBaHHA. [HIIT
Oera-nakTaMHi anTUbGioTHKY. Lledanocnopuru Tpethoro nokomainHg. Kog ATX JO1D D52.

®Papmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

Mexani3M mil

LledTasunum inribye cuHTe3 MENTHOOTIIiKaHy KITiTHHHOI CTiHKY 6aKTepill B pe3ynbTaTi B3aEMOofil 3
neHinumiH3B’ 13yBanbHuMu Oinkamu (I136), 1110 IpU3BOAUTE [0 Ii3UCY Ta 3arubesi KITiTHH OaKTepii.
ABibakTaM — iHTi0iTOp OeTa-nakTaMa3 He OeTa-lTaKTaMHOI CTPYKTYpHU. ABiDaKTaM yTBOPIOE
KOBaJIEHTHUM 3B’'SI30K 3 pepMeHTOM, STKUH He MigmaeThcs rimpomi3y. Bin iHridye 6eTa-nmakTamMmasu
kiaciB A i C Ta geski 6eTa-maktamasu knacy D 3a knmacudikartiiero Ambler, B Tomy uucii 6eTa-
nmakTaMma3u poamuperoro cruekTpa (BJIPC), KPC ta OXA-48 kapbaneHeMas3H, a TaK0xK GepMEHTH
AmpC. ApibakTaMm He iHTiOye 6eTa-MakTaMa3u Kiacy B (Merasno-6eTa-nakTaMasn) i He 3qaTHUN
inribyBaTu OaraTo OeTa-nakTaMa3s kiacy D.

Pe3ucTeHTHICTD

MexaHi3Mu 6akTepianbHOI pe3UCTEHTHOCTI, SKi MOTEHIIIHO MOXKYTh BIUIMHYTHA Ha aKTUBHICTh
nedra3uauMy/aBibakTaMy, BKII04al0Th MyTaHTHiI abo HabyTi [136, 3HMKEHHS TPOHUKHOCTI
30BHIIITHBOI MeMOpaHH KJTIiTUHY AJIs aBibakTaMy a0o nedTa3uguMy, akTUBHE BUBENEHHS (e(hIIIoKC)



aBibakTamy abo medTa3zuauMy, a TaKoxK OeTa-nakTaMasH, CTiHKi g0 iHribyBaHHS aBibaKTamMoM i
3OaTHi rimpomnidyBatu nedTas3uguM.

AHTu6GaKTepianbHa aKTUBHICTh TPU B3aEMOI1 3 iHIMMMY aHTUOAKTEPiaTbHUMU 3aC00aMu

He Oyso BimMiueHO CUHEPTi3My Y¥ aHTaroHi3My y JOCigKEeHHSX in vitro 100 CIiIbHOTO
3acToCyBaHHS edTaduguMy/aBibakTaMy 3 METPOHIZa30710M, TOOpaMillMHOM, JIEBOGIOKCALIMHOM,
BAaHKOMIIIMHOM, JIIHE30JIigoM, KOJIICTHHOM Ta TaUTeIINKITIHOM.

Kpurepii TecTyBaHHS YYTIUBOCTI

['paHuUYHi 3HaYEeHHS MiHiMasbHOI iHTi0yi04u0l KoHIeHTpallii (MIK), o Oynu Bu3Ha4eHi y xofi
KJTIHIYHUX [OCTiIKeHb €BPONENChKUM KOMITETOM 3 BU3HAYEHHS YyTIUBOCTI J0 MPOTUMiKPOOHUX
npenapatiB (EUCAST) pns uedrasugumy/aBibakTamy:

MikpoopraHi3aMu UyTauBicTh Pe3UCTEeHTHICTH
Fnterobacteriales <8 mr/n >8 mr/n
Pseudomonas aeruginosa |<8 mr/n >8 Mr/n

3B’g930K (hapMaKOKiHeTHKM/DapMaKOOUHAMIKYI

AnTtubakTepianbHa aKTUBHICTD 1epTa3ugUMy BiTHOCHO OKPEMUX ITAaTOT€HHUX MiKpPOOpraHi3MiB
sSIKHaWKpallle KopeJsoBalia 3 inTepBanoM 4acy (%), YIPOOOBXK SKOT0 KOHIIEHTPAIis BiJIbHOTO
npemnapary nepepuiyBana MIK nedrasugrmy/aBibakTamMmy MIPOTSATOM IePiofy MiXK BBeIeHHSIMU
npemnaparty (%fT > MIK nedrasunumy/aBibakramy). I aBibakTaMy iHOeKC
(dbapMakoKiHeTUKH/papMaKOAMHAMIKU — Iie iHTepBan 4acy (%), yIPoOoBXK SKOro KOHIIEHTpallis
BilIbHOTO IIpenapaty 0yjia BUIIE IIOPOTOBOI IIPOTSATOM IEPiOAy MiX BBEOEHHSMHU IIperapaTy
(%fT > C,).

KniniyHa ebeKTHBHICTh BITHOCHO OKPEMUX ITATOTE€HHUX MiKPOOPTaHi3MiB

B xomi knmiHIYHUX JOCiIXKEHDb TPOIeMOHCTPOBAHO e(peKTUBHICTh ITpenapaTy BifHOCHO OaKTepil, sKi
Oynu 4yTauBi 0o nedpTasuguMy/aBibakTamy in vitro (IUB. HUXKYe IX IepeliK 3a MOKa3aHHSIMHU [I0
3aCTOCYBaHHS IIpemnapary).

YcknagHeHi BHyTpilIHbOYepeBHi iHdekii
['paMHeraTuBHI MiKPOOpPraHi3Mu:

e Citrobacter freundii

e Enterobacter cloacae
e Escherichia coli

e Klebsiella oxytoca

e Klebsiella pneumoniae

Pseudomonas aeruginosa



YcknagHeni indeknii ce4oBUBiTHHX NIIsSAXiB
'pamHeraTuBHiI MiKpOOpraHi3Mu:

e Escherichia coli

e Klebsiella pneumoniae
e Proteus mirabilis

e Enterobacter cloacae

e Pseudomonas aeruginosa

T'ocmiTajibHA MHEBMOHisI, B TOMY YHCJIi THEBMOHIisI, acOIiHOBaHa i3 MITYYHOI0 BEeHTH/ISIIICIO
nerens (IIIBJI)

I'pamMHeraTHBHI MiKpOOPraHi3Mu:

e Enterobacter cloacae

e Escherichia coli

e Klebsiella pneumoniae

e Proteus mirabilis

e Serratia marcescens

e Pseudomonas aeruginosa

KniniyHa edeKTUBHICTh epTa3duauMy/aBibakTaMy BifTHOCHO IepeliueHUX HUXKYe ITaTOTeHHUX
MiKpOOpraHi3MiB, aKTyaIbHUX /151 3aTBEPHXKEHUX IT0Ka3aHb, He Oyjla BCTAHOBJIEHA, IIPOTE
pe3ynbTaTy JOCIiAXKEeHb in vitro gatoTh 3MOTY IPUIIYCKATH, 110 BOHU YYTJIUBI 4O
nedra3uauMy/aBibakTaMy 3a YMOBHY BilCyTHOCTI HaOyTHUX MeXaHi3MiB pe3UCTEHTHOCTI.

I'pamMHeraTHBHI MiKpOOPraHi3Mu:

e Citrobacter koseri

e Enterobacter aerogenes
e Morganella morganii

e Proteus vulgaris

e Providencia rettgeri

B ymoBax in vitro nepepaxoBaHi HAUXK4Ye BUAY MIKPOOPraHi3MiB € pe3UCTEHTHUMHU [0
nedrasuguMy/aBibakTamy:

e Staphylococcus aureus (METUIUTIHYYTIUBUM Ta METUIUIIHPE3UCTEHTHUN)
e AHaepoOu

e Enterococcus spp.

e Stenotrophomonas maltophilia

e Acinetobacter spp.

it

3acTocyBaHHS JTiKapchbKoro 3aco0y 3aBinedTa miTsaM BikoM Bif 3 micsuiB go < 18 pokis 6yro
OOCIIIAKEHO Y paMKaX ABOX IPOCTHUX CJIINUX PAaHIOMi30BaHUX IOPIBHANIBHUX K/IIHIYHUX JOCIiAXKEHb
($a3u 2, ofiHe 3 FKUX IPOBOAMIIOCS 3a y4aCTIO IAIli€HTIB i3 YCKIaJHEHUMY BHYTPIITHbOYEPEBHUMU
iH(peKigMy, a iHIlle - 3a y4acTIO Malli€HTiB i3 yCKnagHeHUMU iHGEeKIiIMU CeUOBUBITHUX LIISAXIB.
OcHOBHA MeTa KOXKHOT'0 JOCITiIKeHHs I0JIsrasa B OlliHIOBaHHiI 6e3MeYHOCTi i TepeHOCUMOCTi
nedrasugumy/aBibakramy ( /- MeTpoHiga3oi). BropuHHa MeTa BK/II0Yasa OLiHKY GpapMaKOKiHETUKY U



epeKTUBHOCTI; e(eKTUBHICTh OyJa OIIKMCOBOIO KiHIIEBOIO TOUKOI0 000X mociimkeHb. YacToTa
KJIIHIYHOTO Ofly>KaHHS Y AiTel 3 yCKIagHeHowo inTpaabnoMinanbHow iHdekieo (YIAI) ctaHoBuNa mif
4ac Bi3uTy i oniHioBaHHA onyxaHHSA (ITT-momymanis) 91,8 % (56/61) y pa3si 3acTocyBaHHS
npenaparty 3aBilledTa nopiBHAHO 3 95,5 % (21/22) y pasi 3acTocyBaHHS MeporneHeMy. YacToTa
MikpoOiosoriyHol epafguKallii y giTei 3 yCKIagfHEHUMU iHPEKITiSIMY CEYOBUBIOHUX IIISIXiB CTAHOBUIA
Iif 9ac Bi3uUTy Ajid oUiHoBaHHSA ongyxkaHHA (ITT-monmynsauis) 79,6 % (43/54) y pasi 3acTocyBaHHS
npemnapaty 3aBinedra nopiBHAHO 3 60,9 % (14/23) y pasi 3acTocyBaHHA edenmimy.

€BporelicbKe areHTCTBO 3 JTIiKapChKUX 3ac00iB BigTepMiHyBasio 3000B’s13aHHS HaflaBaTH Pe3y/ibTaTh
mociimxkeHb 3aBinedTy B ofHiM a00 OEKiTbKOX MiATpyHax MaI[ieHTiB QUTSYOrO0 BiKY M7 JTiKyBaHHS
yCKJIaIHEHUX BHYTPIIIHbOYEPEBHUX iH(DEKLIY, yCKIIaNHEHUX iH(DeKIill CeYOBUBIIHUX IIJIIXIB,
ITHeBMOHII Ta iH(DeKIili, CIpuYNHEeHUX TPaMHeraTuBHUME OakTepisimMu (ouB. po3min «Cmocio
3aCTOCYBaHHS Ta [I03W» LI0A0 iHpOopMallii Mpo 3aCTOCyBaHHS HiTSAM).

dapmakoKiHemuxka.

Po3mopin

Cryminb 3B’s13yBaHHS LleTa3uguMy Ta aBibakTamy 3 Oiikamu m1a3My CTaHOBUTH Npubnu3Ho 10 % i
8 % BigmoBigHO. O6’eMU po3noxiny uegTa3uauMy Ta aBibakTaMy B PiBHOBaXKHOMY CTaHi Oyiu
npubnu3Ho 17 111 22 11 BiAOBIAHO Y 3MOPOBUX OOPOCINX NOOPOBOJIBIIIB Micist 6araTOKpPaTHOTO
BBefleHHs edTazunumy/aBibakramy B 703i 2000 mr/500 Mr y Burmnsgpai iHdy3il mpoTsrom 2 rogux
KoxHi 8 roguH. lledTasuguM i aBibakTaM IPOHUKAIOTE B PiUHY €IliTeTianbHOT0 BUCTHIIAHHS OPOHXIB
y KOHIIeHTpalisax, gKi ctaHoBIATh 30 % Bif KOHIIEHTpallill B I1a3Mi, TP I[bOMY ITPO(Dinb 3a1eKHOCTI
KOHIIeHTpalliil Biff YaCy B PifuHi emiTeaianbHOr0 BUCTUIAHHSA 1 IIJTa3Mi KPOBi CXOXKUU.

[TpoHUKHICTH LedpTa3uaUMy Yepe3 HeYIIKOAKeHUN reMaToeHIiedaniunnii 6ap’ep Hu3bKa. [1pu
MEHIHTITi KOHIIEHTpAallisi B CHMHHOMO3KOBIH piguni gocsirae 4-20 mr/n abo Ginbie. Kniniyni
MOCTiMKEeHHS MPOHUKHEHHS aBibakTaMy uepes remMaToeHIedaniyauit 6ap’ep He MPOBOIUIIUCS; TPOTE
y KpOJIiB 3 MEHIHTiTOM eKcro3ullig 1edTa3uauMy Ta aBibakTamy B CIHHHOMO3KOBIH PifiHiI cTaHOBHUIA
43 % i 38 % Big 3uauenHs AUC B mia3Mi BignosigHo. IledTasunum qobpe MpoHUKae yepe3 IyaleHTy
Ta BUMUIAETHCA B IPyLHE MOJIOKO.

BioTpancdopmariris

LledTasunum He mignaeTbcst MeTabomiamy. He ciocTepiramocsi MetabosiaMy aBibakTamy Ha
IperapaTtax IediHKY JIIOAUHY (MiKpocoMHu Ta remaTouuTh). HeaMmiHeHu# aBibakTaM 6yB OCHOBHUM
JIIKapChbKUM KOMITOHEHTOM B I1J1a3Mi Ta Cedi TIOAUHMU ITiCJIsI BBeAEeHHS [14C]-aB16&KTaMy.

BuBeneHHsa

[lepion HaniBBUBeneHHH (t,,) HedTa3uguMy Ta aBibakTaMmy Micjig BHYTPiIIHEOBEHHOT'O BBEIEHHS
CTaHOBUTH 2 rogunu. lledhTazuguM BUAINSETHLCS HUPKaMU B HE3MiHEHOMY BUTTISMI IIJISTXOM
KJTy004KO0BO1 dinbrpartil; npubnusuo 80-90 % mo3u npenapaTy BUBOAUTLCS HUPKAMU IIPOTSITOM

24 ropvH. ABiOaKTaM BUOINSIETHCS HUPKAMU B HE3MiHEHOMY BUTJISIAI, HUPKOBUY KITiPEHC CTAHOBUTH
npu6nu3Ho 158 MII/XB, 110 CBIIUUTH PO aKTUBHY CEKpPEllil0 B HUPKOBUX KaHabISAX, OKPIM
KJIy6049KOBOI1 QinbTparltil; npubnusno 97 % mos3u npemnapaTy BUBOAUTHCSA HUPKaMu, 95 % — mpoTsarom
12 ropun. Menme 1 % medTa3unuMy BUBOOUTLCS Yyepes nevinky, i mene 0,25 % aBibakTamy
BUBOIUTHCS Yepe3 KUIIEYHUK.

JIiHIMHICTH/HeMHINHICTE



[TapameTtpu papmMakoKiHeTHKH IeTa3uAUMYy Ta aBibaKTaMy IPH Pa30BOMY BHYTPIITHEOBEHHOMY
BBeIEHHI MalOTh TPUOIN3HO MiHIMHNUI XapaKTep B Oiama3oHi gocmigkyBaHux g03 (Big 50 Mr mo

2000 mr). TTicnsa 6araToKpaTHUX BHYTPIITHBOBEHHUX iHGY3il 1edTasugumy/aBibakTamMy B g03i

2000 Mmr/500 Mr koxHi 8 rogun nmpoTtsarom 11 mi6 y 30opoBuX OOPOCIUX HOOPOBOIIBIIB 3 HOPMAJIbHOIO
GYHKIIi€I0 HUPOK He CIIOCTEepiraaocs MOMiTHOI KyMy sl edTa3uguMy Ta aBibakTamy.

Oco06nuBi Tpyny NallieHTiB
ITopyweHHA PYHKUIT HUPOK

Y mauieHTiB 3 MOPYIIEHHIM (QYHKIIl HUPOK IIOMiPHOTO Ta TSXKKOT0 CTYIEHS BUBEIEeHHS IepTa3suguMy
Ta aBibakTaMy 3HUKYyEeThCA. AUC aBifakTaMy y MaIli€HTiB 3 MIOMIPHUMU Ta TSIXKKUMU IIOPYIIEHHIMU
GyHKIIII HUPOK B cepeqHboMy 36inmbinyeTbes y 3,8 Ta 7 pasiB (muB. po3pin «Crocib 3acToCyBaHHS Ta
DO3U»).

ITopyweHHA pYyHKUiI neviHKu

[TopyieHHs QyHKIII MEYiHKY Bifi TIETKOTO A0 MTOMIPHOTO CTyIEHS He BIJIMBAJIO Ha ITapaMeTpHU
(hapMakOKiHEeTHKY Lle(pTa3uANMYy Y MAalli€HTIB, 10 OTPUMYBAJIX MOT0 BHYTPIITHEOBEHHO B [03i 2000 Mr
KOXHi 8 roivH npoTaroM 5 f1i0, 3a yMoBH, 110 QYHKIIS HUPOK He Oyna mopyiieHa. [TapaMeTpu
(dapMaKOKiHEeTUKY Le(pTa3uAUMY Y alli€HTiB 3 TAXKKUM IOPYIIEeHHAM (QYHKI IIeYiHKU He
nochimxyBanucs. [TapameTpu papMakoKiHeTHKM aBibakTaMy y Malli€HTiB 3 MOPYIIEHHIM QYHKIII
nevyiHKy OyOb-KOT0 CTYIEHS TSAXKKOCTI He [OCITioKyBaIuCs.

Ockinbku nedrasuguM i aBibaktam He MigHaAIOTHCS 3HAYHOMY MeTab0J1i3My B MEUiHIli, CUCTEMHUN
KJTipeHC Oymb-sIKOi 3 Oil0YnX PEYOBHH IIperaparTy iCTOTHO He MOTipIIyeThCS IPH IOPYIIeHH] QyHKIII
IIEeYiHKHU.

ITauieHmu aimHb020 BIiKY (= 65 pokKie)

Y nartienTiB nmiTHROTO BiKy 6yJ10 BiTMiueHO 3MeHIIEHHS KITipeHCYy HedTa3uarMy, TOJIOBHUM YUHOM,
3MEHIIeHHSI HUPKOBOTO KJlipeHcy nedTa3ugumy 0yi1o 1moB’s3aHe 3 BikoM. [Ticiis BHYTPIllTHbOBEHHOTO
6omiocHOTO BBefeHHS LedTasuarmy B mo3i 2000 Mr koxkHi 12 roguH maijieHTam y Billi = 80 pokiB
cepenHe 3HAYEHH [1epiofly HamiBBUBEOEeHHS CTaHOBUJIO Bif 3,5 10 4 TOOUH.

[Ticns ogHOPa30BOT0 BHYTPIIIHEOBEHHOTO BBeieHHs 500 Mr aBibakTaMy y BUTJISIAI BHYTPIlTHEOBEHHOI
iHdy3il npotsarom 30 XBUIKH Yy NiTHIX NauieHTiB OyB 30inbleHNN Iepion HalliBBUBeNeHHS aBibakTamy,
1110 MOIJI0 OyTH II0B’S1I3aHO 3 BIKOBUM 3HUXKEHHSM HUPKOBOTI'O KJIiDEHCY.

Himu

dapMakoKiHeTHYHI TOKa3HUKY IlepTaszuauMy 1 aBibakTaMy OyJI0 [OCHIZKEHO B [IiTell BiKOM Bif

3 micsiB o < 18 pokiB i3 migTBepaKeHUMHU a00 MiI03PI0BAaHUME iHDEKITIIMY ITiC/IsT OHHOPA30BOT0
BBe[IeHHs e Ta3uaumMy B 0o3i 50 Mr/kr i aBibakTamy B 703i 12,5 MI/KT malfieHTaMm i3 Maco Tina

< 40 kr a6o 3asiuedtu B 0o3i 2 r/0,5 r (uedTasupum 2 rpamu i aBibakram 0,5 rpaMa) nauieHTaMm i3
Macolo Tina = 40 kr. KonuenTpatii ieprasugumy i aBibakTaMy B I1a3Mi OyIu OQHAKOBUMU IJIST BCiX
YOTUPBOX BIKOBUX IPyI y AOCTiAKEHHI (Big 3 MicsLiB f0 < 2 POKIB, Bifg 2 10 < 6 PoKiB, Big 6 10 < 12
pokiB i Bif 12 mo < 18 pokiB). 3Ha4eHHS Mo mif ¢papMakoKiHeTUYHO KpuBow AUC,, i
KoHIeHTpalil C,,,, nepTasuguMy ¥ aBibakTamy B IBOX CTAPIIUX KOTOPTAax (HiTH BikoM Big 6 mo < 18
POKiB), IKi IPOXOOUIN MUPILINY (hapMaKOKiHeTUYHUY Bifbip, Oyau aHaNOTidyHi 10 THX, IO
CIIOCTepiranucs B 3MOPOBUX IOPOCIMX 0Ci6 i3 HopManbHO0 GQYHKIEIO HUPOK, SKi OTPUMYBaIK
3aBinedTy B 103i 2 r/0,5 r. [laHi IHOr0 AOCTIAXKEHHS i OBOX MefiaTPUUYHUX OOCTiAKeHb $ha3u 2,
OTPHMaHi y MalieHTiB i3 yCKIagHEeHNMHU BHYTPIIIHbOUYEPEBHUMHU iHPEKIIIMU 1 YCKIagHEHUMU



indekITiaMU ceuoBUBITHUX IIISAXiB,0ynu 00’emHaHI 3 papMaKOKiHETUUHUMHU JaHUMU, OTPUMAHUMHU Y
nopocnux (ha3u 1-3) O OHOBNIEHHS MOMYIAIINHOI (hapMaKOKiHETUYHOI MOJIETi, Ka
BUKOPUCTOBYBajacs OJjid OL[IHKY JOCATHEHHS LiJIbOBUX 3HAYEHb
(dbapMakoKiHeTHYHUX/(DapMaKOOUHaMiYHUX ITapaMeTpiB. Pe3ynbTaTl IUX MOOENNI0BaHb
IIPOIEMOHCTPYBaJIH, 0 PeKOMEHA0BaHi peXXUMU OO03YBaHHS [JId AiTed 3 YCKIaJHEHUMHI
BHYTPIIIHbOUEPEBHUMHU iHGEKIIIMY, YCKIagHeHUMY iHGEKIiIMU CeUOBUBIIHUX LISXIB,
rocmitanbHOI0 MHeBMOHI€10/IIIBJI-aco1ii0BaHO0 THEBMOHIEI0, BK/II0YAal0UYW KOPUTYBaHHS J03U AT
TIAIIEHTIB i3 HUPKOBOI HENOCTATHICTIO, 00YMOBIIIOIOTE NOCSITHEHHS I[iTbOBUX 3HAYEHb CUCTEMHOI
€KCIIO3HUIIil IpemnapaTy i papMaKOKiHETUYHUX/(apMaKOAMHAMIYHUX IIapaMeTpiB, 110 aHaJIOTivHi
TaKUM Yy JOPOC/IMX IAliEHTIB IPHU A03BOJIeHiu 0o03i 3aBiuedTu 2 r/0,5 I, dKa BBOGUTHCS BIPOJOBXK 2
TOOMH KOXKHi 8 romus.

Iocgin 3acTocyBaHHd IledTaszuauMy ¥ aBibakTaMy s JTiKyBaHHS AiTel BiKoM Bif 3 10 < 6 MiCSIIiB €
oOMexeHUM. PeKoMeHI0BaHi peXUMU 103yBaHHS I'PYHTYIOThCS Ha MOJ€eJII0OBaHHi, TPOBEIeHOMY 3
BUKOPUCTAHHSIM OCTAaTOYHUX MOMYSILUiMHUX hapMaKOKiHEeTUYHUX Mofesiel. MonenmtoBaHHS
IIPOIEMOHCTPYBAJIO, 1[0 PEKOMEHI0BaHI peXKUMHU HO3YBAHHS 00YMOBIIIOIOTH MMOPIBHSHHY 3 TAaKOIO B
IHIIKX BIKOBUX I'PyIaxX €KCIIO3UIiI0 IIpenapaTy 3i 3HaueHHIMU
dhapMakoKiHeTHUHUX/DapMaKoOuHaMiYHUX mapaMeTpiB > 90 % Bifm 1iNMbOBUX. 3TiTHO 3 TaHUMHU,
OTPUMaHMMM B XOIi MeAiaTPpUYHUX KITIHIYHUX OOCITIIKEHD, TP PEKOMEHIOBAaHUX PEeXMUMax
mo3yBaHHS B 0Ci0 BiKOoM Biff 3 10 < 6 Mics1iB He 0yJI0 BUSBIEHO KOIHUX MiATBEPAXKEHb HafIMipHO1
a00 HemOCTATHLOI €KCIIO3UIIil Tpemapary.

Oxpim 11pOTO, iCHYIOTE BeTbMHU 00MEXKEH] laHi I[0JI0 [iTel BiKOM Bif 3 MicsIiB M0 < 2 POKiB i3
nopymeHHsaMy GyHKii Hupok (CrCL < 50 mn/xB/1,73 M%), a TaKOXK BiACYTHI IaHi 00 TAKKO]
HHAPKOBOI HEJJOCTATHOCTI i3 3aBepIIeHUX KITiIHIYHUX JOCTiIKeHb 3a y4acTio mgiTel. [TonynsamiiHi
bapMakokiHeTUUYHI MofeTi A nepTa3uauMy i aBibakTamMy BUKOPUCTOBYBaIMCS AJId iMiTarii
3aCTOCYBaHHS MallieHTaM i3 IOPYIIeHHSAM (QYHKII1 HUPOK.

Cmambv ma paca

Ha dapmakokineTuky nedrasuguMy/aBibaktamMmy CyTTEBO He BILIMBAE Hi CTaTh, Hi paca.

KniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.

3aBille)Ty 3aCTOCOBYIOTH [JId JIIKYBaHHS TaKuX iH(QEKIil y HOPOCIHUX i [iTel BiKOM Bif 3 MiCSIiB
(ouB. po3minu «Ocob6aMBOCTI 3acTOCyBaHHS» Ta «PapMaKoguHaMiKa»):

* YCKJIafHEeHi BHYTPILIHbOYEPEBHI iH(peKil;
* yCKJIafiHeHi iHeKIil CeY0BUBITHUX IIJISXiB, BKIIOYAIOUH ITi€IOHEPHUT;
* rocImiTanbHa MHEBMOHIA, BKIo4Yatoun [IIBJI-aco1iioBaHy THEBMOHIIO.

JlikyBaHHSI JOPOCIUX MallieHTiB 3 OaKTepieMi€lo, iKa BUHUKAE y 3B'3Ky 3 a00 iMOBIpHO IOB’sI3aHa 3
Oymb-sIKOI0 3 TepepaxoBaHuX Bullle iH(eKIii.

3aBinedTy TaK0XK 3aCTOCOBYIOTH [JIs JIIKyBaHHS iHQEKIIiH, CIPUYNHEHUX aePOOHUMU
rpaMHeraTUBHUMU MIKpPOOpPraHi3MaMH, Y OOPOC/IUX 1 AiTel BiKOM Bif 3 MiCAIIiB, SKi MalOTh
oOMeXKeHHS 100 BapiaHTiB NiKyBaHHS (quB. po3minu «Croci0 3acTocyBaHHS Ta g03u», «OCoOIUBOCTI



3acTocyBaHHA», «OapMaKOAMHaMiKa»).

Cnip 6paTty mo yBaru oditliliHi pekoMeHpallil 010 Hajle2kKHOT0 3aCTOCYBaHHS aHTUOaKTepiaTbHUX
IIpernaparis.

IIpomunoka3aHHs.
linepuyTnuBicTh g0 Oitouol pedoBUHU ab0 mo Gyab-9KOI 3 JOMOMIXKHIX PEYOBHH IIpemnapary.
linepuyTnuBicTh KO OYAB-SKOTO iHIIOr0 aHTUOAKTEPIaTbHOT0 3aco0y Py 1edamoCIOpHHIB.

TsaXKi IPOSIBY TiepUyTIUBOCTI (HampuKiIad aHadimaKTUYHI peaklil, TIXKKi peakuii 3 60Ky IMIKipH) [0
Oymb-gKOT0 iHIIOro TUMy GeTa-TaKTaMHOr0 aHTUOaKTepiaabHOro 3acoby (HampUKIIaf MeHiluIiHiB,
MoHOoOaKTaMmiB a60 kapOamneHeMiB).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

In vitro aBibakTaM € cyb6ctpaToMm TpaHcmopTepiB OAT1 ta OAT3, gKi MOXKYTh COPUSTH aKTHBHOMY
110T0 3aXOIJIEHHIO 3 KPOBOTOKY i, TaKMM YMHOM, H0T0 eKcKpellil. [IpobeHenuy (MOTyKHUY iHTiIOiTOD
OAT) npursiuye 11e nornuHaHHSA Ha 56-70 % in vitro i, oTXKe, Mpu KOMOiHOBAaHOMY 3aCTOCYBaHHi 3
aBibaKTaMOM MOXKe BIIJIUBATHU Ha BUBENEHHS ocTaHHLOro. KimiHiuHi mochigXeHHS B3aeMOil
aBibakTamy Ta nmpoOeHenUay He IIPOBOOUIINCS, TOMY HEe PEKOMEHOYEThCS 3aCTOCOBYBaTH aBibaKTaM y
KoMOiHaIlii 3 mpoOeHeIumoMm.

ABibGakTaMm icToTHO He iHTiOyBaB i30depmenTy 1utToxpomy P450 in vitro. ApibakTam Ta nepTa3uguM B
K/IiHIYHO 3HAYYLIMX KOHLIEHTPalisiX He iHAyKyBanu i3ohepMenTH uToxpoMy P450 in vitro.
AgibakTaM Ta 11eTa3uANM B KIIiHIYHO 3HAUYIIOMY fiana30Hi eKcro3utlii He iHTi0y0Th OCHOBHI
TPAHCIIOPTEPH B HUPKaX Ta MEeYiHIli, TOMY BipOTigHiCTh BUHMKHEHHS JTiKapChKOl B3a€MOIii 3a
OOIIOMOTOI0 ITMX MEXaHi3MiB BBaXKa€TbCS HU3bKOIO.

Kniniyni maHi npogeMoHCTpyBasy BiCyTHICTh B3a€MOZIl HedTa3uauMy Ta aBibakTaMy, a TaKOXK
nerasuguMy/aBibakTaMy Ta METPOHIOA30My.

THwi munu aikapcvKux 83aemooiu

3acTocyBaHHS 1e¢halloCIIOPUHIB ¥ BUCOKHX [03ax y KoMOiHallil 3 HepOTOKCUUHUMU IIperapaTaMy,
TAKUMU SIK aMiHOTJIIKO3uAK abo MOTYKHi AiypeTuku (Hampukiang GypoceMin), MoxKe HETaTUBHO
BIUITMHYTHU Ha QYHKIII0 HUPOK (MuB. Po3ain «Oco0nMUBOCTI 3aCTOCYBaHHT»).

XnopaMQpeHiKOJ € aHTaroHicToM in vitro nedraszuauMy Ta iHmMUX nedanocnopunis. Kniniuna
3HAQYYLIICTh LIbOT0 SIBUIA HEBIOMA, IPOTE Yepe3 MOXKJIUBICTh @HTArOHI3MY in VIVo CIIifi YyHUKATU
CYMICHOTO 3aCTOCYyBaHHS LIUX IIpenaparis.



Oco6.1ueocmi 3acmocyeaHHsl.

Peakiiii rimep4yTanBOCTI

MoKIMBHY PO3BUTOK TSAXKKUX, iHOA1 IeTaIbHUX Peakllill TinepuyTAUBOCTI (OUB. PO3Oinu
«IIpoTunoka3aHHsI» Ta «I100iuHi peakiii»). ¥ pa3i po3BUTKY aneprigHoi peakiiii HeoOXifHO HeralHO
IPUNMHUTHY JTIKyBaHHS IIpenapaToM 3aBinedTa i BXXUTH BiIOBIIHUX HEBiOKIagHUX 3aXO0iB.

IIo moyaTKy JiKyBaHHS IpenapaToM 3aBimedTa CIiff BCTAHOBUTH, YU Ma€ MAaIlieHT B aHaMHe3i peaxiiil
rinepyyT/INBOCTI J0 nedTa3uguMy, iHmux nedaoCIopUHiB Ta iHIINX 6eTa-TakKTaMHUAX aHTHOIOTHKIB.
Cnig moTpuMyBaTHCs 00epeXHOCTI Tpy IpU3HaYeHHi IedTa3uguMy/aBibakTamy marieHTam 3
HETSIXKKUMH PeakllisIMu TinepuyyTIuBOCTi Ha MeHinuminu, MoHoOakTaMu a0o KapOarneHeMHu B
aHaMHe3sl.

Clostridioides difficile-acoirifioBaza giapes

[Tpu 3acTocyBaHHi nedTaszuauMy/aBibakTaMy MOBiJOMIISAIOCS PO PO3BUTOK [iapei, acolliiioBaHoi 3
Clostridioides difficile, TIXKiCTh SKOI MOXe Bapil0OBaTH Bifl TIETKUX OO 3arPO3JIMBUX KUTTIO HOPM.
Tomy BaKJTMBO B3STH [I0 YBarW MOXK/IMBICTh TAKOTO AiarHO3Y y MAlli€HTIB, V AKUX IIifl Yac abo micis
3aCTOCyBaHHS IIpenaparty 3aBilleTa BUHUKIIA fiapes (OuB. po3min «[1o6iuHi peakii»).

Crip po3rngHyTH MUTAHHS PO NPUIKMHEHHS JIiIKyBaHHA IIpernapaToM 3aBinedTa Ta 3aCTOCYBaHHS
crieruivHOro JIiKyBaHHS, HallpaBiaeHoro npotu Clostridioides difficile. He cnip npu3HadaTtu
JiKapChKi 3ac00H, IKi IPUTHIUYIOTh IEPUCTAIbTUKY KUIIEYHUKY.

[NopyuieHHS QYHKITI HIPOK

LledTa3unum Ta aBibakTaM BUBOASATHCS HUPKaMU, TOMY 03y IpemapaTy CJIifi 3HU3UTH BiATIOBIgHO [0
CTyTIeHS TAXKKOCTI opyiIeHHS QyHKIIl HUPOK (OuB. po3min «Cmocib 3acTocyBaHHS Ta B03u»). [HOmi ¥
MAIiEHTIB 3 MOPYIIEHHSAM GYHKIII HUPOK, 110 OTPUMYBAJIX JTiKyBaHHSA eTa3uguMoM B 031, HE
3HUIKEHIU BiTIOBIIHO [0 IOPyIIeHOl GyHKIil HUPOK, CIOCTePirajaucs HeBPOJIOTiYHi PO3agy, B TOMY
YUCJIi TPEMOP, MiOKIOHYyC, 6e3CYOOMHMY eMiIeNTUYHUN CTATyC, CyIOMH, eHlledasonaTis Ta Koma.

Y mauieHTiB 3 NOPYIIEHHSIMHU (PYHKIT1 HUPOK PEKOMEHAYETHCS IPOBOOUTY PETEIbHUN MOHITOPUHT
PO3paxyHKOBOI'0 KJIIPEHCY KpeaTUHIHYy. Y OesKUX Malli€HTiB KIIpeHC KpeaTuHiny, IKUu
PO3pax0OBYETLCA i3 CUPOBATKOBOT'O KpeaTUHiHy, MOXKe IMIBUIKO 3MiHIOBATUCS, 0COOIMBO Ha IOYATKY
TiKyBaHHA iHeKii.

HedpoTOKCUYHICTE

3acTocyBaHHS 11e¢haloCIIOPUHIB ¥ BUCOKHX [03ax y KoMOiHallil 3 HepOTOKCUUHUMU IIpernapaTaMy,
TAKMMHU SIK aMiHOTJIiKO3uAu abo MOTYKHi [iypeTUKH (Hanpukiag pypoceMin), MoxKe HETATUBHO
BIIJIUHYTH Ha (PYHKIII0 HUPOK.

[Mpsamuii anturnobyninosuit Tect (ITAT abo npoba Kymbca) Ha CepOKOHBEDCII0 Ta MOTEHLINHUHE PU3UK

DO3BUTKY I'eMOJIITUYHOI aHeMil

Ha t71i 3acTocyBaHHS LlepTasuguMy/aBidakTaMy MOXKINBUY TO3UTHBHUM Pe3yJIbTaT IIPSIMOT0
anturnobyninoBoro tecty (ITAT abo npoba Kymbca), 1110 MOKe IepeliKogKaTé IPOoBefeHHI0 Tpobu
KPOBi Ha cyMicHiCTh Ta/ab0 BUKIMKATH PO3BUTOK MEeIMKaMEHTO3HOI IMyHHOI reMOMiTUYHOI aHeMil
(ouB. po3min «[To6iuni peakuii»). Xoua cepoKoHBepCist 3a pe3ynbratamu [IAT y mauieHTiB, 1110
OTPUMYBAaJIM IIpemnapaT 3aBinedTa, 4acTo BiA3HaUasacsa B KIiHIYHUX AOCIIIXKEHHAX (PO3PaXyHKOBUM



piBeHb CEPOKOHBEPCIi B gocmigkeHHaX 3 ¢a3u cTaHOBUB Bif 3,2 1o 20,8 % y maIfieHTiB 3 HeTaTUBHUM
pe3ynbTaToM mpobu KymOca Ha mo4aTKy Ta IIOHAWMEeHIIIe IIPU OOHOMY ITOJaIbIIOMY KOHTPOII), Iif
yac JIiKyBaHHS Y TaKUX MAlli€HTiB 03HAK TeMoJIi3y BUsBIIeHO He Oyno. IIpoTe He MOXKHa BUKIIIOYATU
MOXKJIMBICTh PO3BUTKY I'eMOJIITUYHOI aHeMil, ITOB’g3aH01 3 Tepali€l npemnapaTtoM 3agBitedra. Tomy
NallieHTH 3 aHeMi€lo, 1110 PO3BUHYJIACA IIif Yac abo Mmiciis 3aBepIleHHs JTiKyBaHHS IIperapaToM
3aBinedra, MawTh OyTH 006CTEKEHI 171 BUKIIOYEHHS FeMOTITUYHOI aHEeMil.

OOMekeHHS KITiHiuHOol 023U JaHUX

Kniniuna epekTruBHICTh Ta 6e3meKa mpemnaparTy 3aBinedTa JOCTiXKYBalIUCh IIPU YCKIagHEHUX
BHYTPIIIHbOUYEPEBHUX iHGEKIIIAX, YCKIagHeHNX iHPEeKIIiIX CeUOBABITHUX LIIISAXiB, TOCIITATIbHOL
ITHEBMOHIi, B TOMY YHCJIi ITHEBMOHII, aco1ioBanoi 3 IIIBJI.

YcknaoHeHi BHympiwHbouepeaHi iHpekuii y dopocaux

Y [BOX HOCTiAXKEHHSX YV MallieHTiB 3 YCKIagHEHUMY BHYTPIITHbOUYePEBHUMHU iHPEKITIAMYU HaWOinbII
TOIIMPEHUM [iarHo30M (mpubnu3Ho y 42 %) Oyia aneHAUKyIspHa nepdoparis abo
nepianenguKynspaui adcuec. [Ipubnusno 87 % malieHTiB May MOKa3HUKY 3a mKanoio APACHE 11
< 101iB 4 % BinmiueHa GakTepiemis Ha mOYaTKy gociimkeHHs. CMepTh 3apeectpoBaHa y 2,1 % (18 3
857) marlrieHTiB, SIKi OTpUMYyBaIu Ipenapart 3aBinedTa Ta MeTpoHima3on, Tay 1,4 % (12 3 863)
IIalll€HTIB, Ki OTPUMYyBaIU MEPOIIEHEM.

Y migrpyrmi 3 noyaTKoBUM KilipeHcoM KpeaTuHiny Bif 30 go 50 Mi/xB cMepTh 3apeecTpoBaHa y 16,7 %
(9 3 54) namieHTiB, SKi 0OTpUMyBaIu IpenapaT 3aBinedTa Ta MeTPOHifa301, Tay 6,8 % (4 3 59)
MAIl€HTIB, SKi OTpUMyBaiu MeporneHeM. [TarienTu 3 KiipeHcoM KpeaTuHiny Big 30 go 50 mi/xB
OTPUMYyBaJIl HUXKYY 03y Ipenapary 3aBinedTta, HiK peKOMEHI0BAHO [Jig TaKol MiATPYIIX Malli€HTiB.

YcknaoueHi iH(pekyii ceuogu8ioHuX wasaxi8 y 00pocaux

Y mBox mocrmigeHHSX 3a y4acTio 1091 namiesTa 3 yCKTafHEHUMU iHQEKIiIMUA CEYOBUBIIHUX LIISAXIB
6yno BkmiodeHo 381 (34,9 %) maijieHT 3 ycKnagHeHUMY iHGeKLiIMU CeYOBUBIIHUX LIAXIB 6e3
mienonedpury, Tomi sk 710 (65,1 %) nauieHTiB Manu roctpuit mienonedput (momynsiris mMITT).
3aranom y 81 mauienTa (7,4 %) 3 ycKnafgHeHUMY iHQeKLIiIMU Ce40BUBIgHUX IIsAXiB Oyna 6akTepieMis
Ha II04YaTKy AOCHIiAKEHHS.

TI'ocnimaavHa nHeeMOHiA, 8 momy yucai ILIIBJI-acouilio8aHa NHEBMOHI A

B opHOMY mOCTiAXKeHH] 3a y4aCTi0 JOPOCIMUX MAlli€HTIB i3 rocmiTanbHOK MHEeBMOHIiE0 y 280 3 808
(34,7 %) nauienTis 6yno miarHoctoBaHo IIIBJI-acorifioBany mHeBMOHiI0 Ta B 40 3 808 (5 %) —
OakTepieMilo Ha TOYATKY [OCTiOKEHHS.

ITauieHmu, aki marome 0b6MedHceHHA w,000 subopy aHmubakmepiaabHoi mepanii

3acTocyBaHHs LedTazuprMy/aBibakTamy [AJis JTiKyBaHHS MALi€HTIB 3 TpaMHETaTUBHUMH aepOOHUMU
iHbekisiMu npu 06MexkeHOMY BUOODi JIiKyBaHHS IT'PYHTYETHCS Ha JOCBifi 3aCTOCYBaHHS
nedTasuguMy SK MOHOTepallil Ta aHasi3i papMaKOKiHETUUHUX/PapMaKOAUHAMIYHUX JaHUX OIS
nedrasuguMy/aBibakTaMy (OuB. po3min «®apMakoguHaMiKa»).

CrneKTp aKTUBHOCTI 1ledTa3ugruMy/aBibakTamy

HedTazuguM Mam0aKTUBHUN a00 HEAKTUBHUM BiTHOCHO OiJIBIIIOCTi I'PaMIIO3UTUBHUX
MiKpoopraHi3miB, a Takoxk aHaepoOiB (quB. po3minu «Croci6 3acToCcyBaHHS Ta OO3U» Ta
«PapMakonuHaMika»). Ciig 3aCTOCOBYBaTH AOOATKOBI aHTHOAKTepialbHi IpenapaTy y pasi



nigTBEpAKEeHOo1 ab0 Mi03pI0BaHol yYacTi X MiKpOOpraHi3MiB B iH(GEKIiNHOMY IIPOIECi.

CnexkrTp iHribyrouoi fil aBibakTamMy BKIto4ae 6arato pepMeHTiB, IKi MOXYTh iHaKTHBYBaTH

e Ta3umuM, y TOMy 4ucli, 6eTa-maktamasu KiaciB A i C 3a knacudikaiiiero Ambler. ABibakTam He
inribye dbepmenTu knacy B (MeTano-6eTa-nmakTaMasu), a TaKOXK He 3maTHUM iHribyBaTu 6arato GeTa-
nmakTaMma3d Knacy D (guB. po3gin «®apMakoguHaMiKa»).

HeuyTnuBi MiKpoopraizMu

TpuBase 3aCcTOCyBaHHSI MOXKe IIPU3BECTU [0 30ibIIEeHHS 3PDOCTaHHA HEUYT/IMBUX MIKPOOPTraHi3MiB
(TakuX IK eHTEePOKOKH, rpubu), 110 Moxke moTpedyBaTH NPUIMHEHHS JTiKyBaHHSA a00 BXKUTTS iHIITNX
BiZIIOBiOHMX 3aXOMiB.

BrnnuB Ha pe3ynbTaTy 1a60pPaTOPHUX NOCTIIKEHb

lledTasunumM He BIIMBA€E Ha Pe3y/IbTaTy BU3HAUEHHS III0K0O3Ypil EH3UMHUMU METOOAMHU, IPOTe
MOXe BIJINBATH Ha Pe3y/IbTaTH aHali3y (ICeBOONO3UTUBHUM PEe3yIbTaT) IPX 3aCTOCYBaHHI METO[IB
BigHoBneHHs Mini (Benenukrta, ®eminra, Kmigitect).

IlieTa 3 KOHTPOIEM CIOXVBAHHS HATPiI0

Y xoxHOMY (pr1akoHi mpenapaTy MicTUThCS npubnu3Ho 146 Mr HaTpito, 110 ekBiBaneHTHO 7,3 %
pekomeHgoBaHol BOO3 MakcuMasbHOI 1060BOi HOPMU 2 T HATPIIO M7 MOPOCIIOl TIOIUHU.

MaxkcumarnbHa 1060Ba J03a IIOT0 IIpenapaTy € eKBiBaneHTHOI0 22 % pekomeHgoBaHol BOO3
MaKCHMaJIbHOl HOPMH II[OJIEHHOTO CIIOXKMBAHHS HATPil0. 3aBilied)Ta BBAXKAETHCS MIPEapaToM 3
BHCOKHKM BMicTOM HaTpito. Lle ciifg ypaxoByBaTu B pa3si 3acToCyBaHHS 3aBinedTu maiieHTaM, gKi
OOTPUMYIOTHCS OIETH 3 KOHTPOJIbOBAHUM BMICTOM HATpIilo.

3aBinedTy MoxkHa po36aBiIsATH PO3YMHAMH, 110 MICTATH HATpiX (HuB. po3nin «Crocid
3acTocyBaHHS»). Lle cnifg BpaxoByBaTH NpU BU3HaYeHHI 3arajibHOI KiJIbKOCTi HATpilo, Ky
OymeoTpuMyBaTH MAlli€HT.

it

IcHY€ TTOTEHLINHUM PU3KK ITepeNo3yBaHHs, 0COOIMBO y [iTel BikoM Bif 3 M0 MeHIN Hixk 12 Micsis.
Cnip goTpuMyBaTHCs 00epeKHOCTI IpU po3paxyHKy 00’eMy BBeNEHHS NO3H (IUB. PO3MAiNU
«ITepemo3yBaHHsS» i «Crocib 3acTocyBaHHS»).

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
Bazimuicmb

Pe3ynpTaTu gocnigxeHs nedTa3uAuMy Ha TBApHMHAX CBig4aTh PO BiICYTHICTh IPSIMOTO YU
OII0CEPENKOBAHOTO HECIIPUSATIIUBOTO BILIUBY Ha Iepeldir BariTHOCTi, BHYTPIMIHbOYTPOOHUHE PO3BUTOK
TI710/1a, TTOJIOTH abo0 IiC/ISAMOoI0OTOBUYM PO3BUTOK OUTHHU. Y MOCITiIKEHHSIX Ha TBapuHax 6yo
3apeeCcTpOBaHO PENIPONYKTUBHY TOKCHYHICTE aBibaKTaMy, IIpU LIbOMY Te€PaTOTE€HHOI [Iil He BUSBIIEHO.

3acTocyBaHHS edTazuauMy/aBibakTaMy IIiJ Yac BariTHOCTI MOXK/IMBE TiJIbKM 3a YMOBH, II10
IIOTEHIIiiHA KOPUCTh Biff 3aCTOCYBaHHS [I€PEBUIIY€E MOXK/INBUANU PU3UK.



T'ooyeaHHs 2py00to

LedTa3uauM NpoHUKAE B HEBEITMKUX KiJIBKOCTAX y KiHOYe TPyAHEe MOJIOKO. HeBimomo, 4u IpOHUKAE
aBibakTaM y XKiHOYe rpyIHe MOJIOKO. PU3UK [I7IsT HOBOHAPOIXKEHUX/HEMOBIIAT He MOXe OyTH
BUK/IIOUEHUM. PillleHHS 11000 MPUNMHEHHS rOTyBaHHS I'PYyOai0 abo MPUIUHEeHHS/YTPUMaHHS Bifl
Teparil nedrasugruMoM/aBibaKTaMOM CJIifl MPUWMATH, BPAXOBYIOUM KOPUCTD Biff TOOYBaHHS T'PYIII0
01 DUTUHYU Ta KOPUCTBH JIIKyBaHHS [JI MaTepi.

®epmuabHicmb

BrnnuB nedrasunumy/aBibakTaMy Ha GepTUIBHICTS JTI0JeH He MOCTiaKyBaBcs. BimcyTHi mani
OOCIiI?KeHb PO BIIUB LiehTa3uauMy Ha GEepTUIBHICTh TBAPUH. Y JOCITIAXKEHHSIX Ha TBapHHAaX He
BUSIBJIEHO IIKi[JIMBOTO BIUIMBY aBibakTaMy Ha (GEepPTUIIbHICTD.

30amHicmeu eans1ueamu HaA wWeUuodKicmow
peakuii npu KepyeaHHi asmompaHcnopmom
a0o iHwumMu MexaHizmamu.

[ToOiyHi peakiii (HamprKiIazg 3alaMOPOY€eHHS), 1110 MOXKYTh BUHUKATH IIPU 3aCTOCYBaHHI IIpernapaTy
3aBinedTa, MOXKYTh BIJIMHYTH Ha 3[aTHICTh KEPyBaTH aBTOTPAHCIOPTOM Ta IIPAIlOBATH 3 IHIIUMU
MexaHi3MaMu (ouB. po3min «I[To6iuni peakxiii»).

Cnoci6 3acmocyeaHHss ma do3u.

3aBinedTy peKoMeHI0BaHO 3aCTOCOBYBATH [JIsI JIIKyBaHHS iH(MEKIIiN, CIPUYNHEHUX aepOOHUMHU
rpaMHeraTUBHUMU MIKpPOOpraHi3MaMu, Yy JOPOC/IUX 1 AiTel BiKOM Bif 3 MiCALIB, IKi MalOTh
oOMexKeHHS II0J0 BapiaHTiB JTiKyBaHHS, JIUIIIe TIiC/IS KOHCYJIbTAallil 3 JlikapeM, SKUi Ma€ BifMmoBigHUN
[OCBifg MiKyBaHHS iH(QEKIIMHNX 3aXBOPIOBaHb (OUB. po37in «Oco0IMBOCTI 3aCTOCYBaHHS»).

,ﬂOSyBaHHH

Llo3a 014 dopocaux nauienmis i3 KaipeHcom kpeamuHiHy (CrCL) > 50 ma/xe

Y Tabmnuni 1 HaBemeHO PeKOMeHaLllil 1[0J]0 BHYTPIllTHLOBEHHOTO 103YBaHHS IIpernapaTty JOpOCiIuM i3
PO3paxyHKOBUM KiripeHcoM KpeaTuHiHy (CrCL) > 50 mi/xB(guB. po3minu «Oco6auBOCTI
3acTocyBaHHS» Ta «OapMakKoguHaMIiKa»).

Tab6muig 1

PekoMeHOBaHUI PeKKM [03yBaHHs IIpenapaTy SOpociuM i3 po3paxyakosuM CrCL > 50 mi/xs'

Tun indexkirii Ilo3a acTora [TpruBamicTh [TpruBamicTh
edgrasuauMy/ [BBeOEHHS inGys3ii ITiKyBaHHS
aBibaKTamy




MiKpooprasiamamy, y
[MAIliEHTiB 3 00MeKeHUM
BHOOPOM

aHTHOAKTEepianbHOI Tepari]
2,3

YcknamHeHa 21/0,5T KoxHi 8 roguH|2 roguan 5—-14 nHiB
BHYTPIIIHEOYEPEBHA

inpexmis™

YcknapHeHi iHQeKii 21/0,5T KoxHi 8 roguH|2 romuHu 5-10 muis®
CEeYOBUBIOHUX IIIAXIB, ¥

ToMy umCIi mienonedpur’

['ocmiTasbHa MTHEBMOHIqA, B |2 /0,5 T KoxHi 8 rogun|2 roguHu 7-14 gHIB

TOMY YKCJIi THEBMOHIA,

acouitioBaHa 3 [IIBJT

bakTtepiemis, sika BuHukmnal|2 r/0,5 KoxHi 8 roguH|2 ronuHu [TprBamicTh
BHACJTIIOK OyOb-9KO1 3 ITiKyBaHHS 3aJIeKUTh
repepaxoBaHUX BUIIE Bim Micig

indexuit, abo € mimo3pyu, BUHUKHEHHS iHeKIIil
1110 BOHA IIOB’sI3aHa 3

TaKUMU iHQeKIigMu

[HbeKITil, BUKINKaHi 21/0,5T KoxxHi 8 roguH|2 roguHu 3aexKHo Bif
rpaMHEraTABHUMU TSI2KKOCTI iH(eKITil,
aepoOHUMHU maToreny(-is),

KJIIHIYHOTO Ta
OakTepiooriyHoro
mepebiry
3aXBOPIOBAHHS

! KnipeHc KpeaTHHiHy po3paxoByeThcs 3a Gpopmyioo Kokpodra — T'onTa.

*[pu mipTBepAXeHil a6o Mmifo3poBaHiil yyacTi aHaepoOHUX IaTOreHHUX MiKpOOPraHi3MiB B
iHdeKIiitHOMY ITPOIIEeCi CITifl 3aCTOCOBYBaTH IIpenapart y KoMmOiHallil 3 MeTpoHia3010M.

*Tlpu mifTBepAXeHil a6o Mmifo3poBaHiil y4acTi FpaMIO3UTHBHYX IaTOT€HHUX MIKPOOPraHi3MiB B
iH(peKLiHOMY IIpoIleci mpemnapar CJlif 3aCTOCOBYBaTH B KOMOiHallil 3 aHTUOaKTepiaTbHUM
niKapchbKuUM 3ac000M, eeKTUBHUM BiTHOCHO IIUX MiKPOOPTraHi3MiB.

3a3HauyeHa TPUBAJICTE JIIKyBaHHS MOXKe BKJIIOYATH IIEPiofl BHYTPIIIHLOBEHHOI Tepamii 3aBinedToro 3

IMOOAJIbIINUM IIePeX0gOM OO 3aCTOCYBAHHA HeoOXimHOro IIepopajibHOT' O HiKapCBKOTO 3aco6y.

® [TocBif 3acTOCyBaHHs Ipenapary 3asinedra moHap 14 fi6 myxe oOMexeHHUI.

Llo3ysanHa 014 dimet 3 KaipeHcom kpeamuHiny (CrCL) > 50 ma/xe/1,73 M

Tabmnuig 2

PekoMeHI0BaHUY PeXUM NO3YBaHHS MpenapaTy AJid AiTed i3 po3paXyHKOBUM

CrCL'> 50 m/x8/1,73 M




Tun indexuii BikoBa ITo3a Hactota [IpusanicTh{IpuBaiicTh JIiKyBaHHS
rpyma medTasugumy/ BBeleHHS [iHQy3il
aBibakTamy’

Y cknagHeHi Y cknapgHeHi
BHYTPIIIHBOUYEPEBHI BHYTPIIIHBO-4EPEBHI
indexmii*’ KoxHi D romumu [iEdexii: 5-14 nris
ABO 8 rogux YcknagHeni iHpexii
Y cknmagueHi indexirii Bin 6 50 mMr/kr/12,5 Mr/KT CeqOBUBITHUX IUIAXIB:
CEYOBUBITHUX IIISAXIB, MicSIiB M0 [MaKCHMaJIbHO [0 5-14 nuiB
BKITI0OYAIOUH nien0He(pr/IT3, < 18 pokiB|2 1/0,5T ["ocmiTanbHA
ABO . ITHEBMOHisI/

. KoxHi >
['ocmiTanbHA 2 roguuu [[IIBJI-acoriifioBaHa

. o 8 roguH . .

nHeBMOHis/IIIBJI-aco1ifioBaHa| [MHEeBMOHiA: 7-14 gHIB
[THEBMOHIf’, OOMexKeHHS 100
ABO BapiaHTIiB NiKyBaHHA:
[HbeKIil, CIpuYnHeHi 3aJIe2KHO Bifl TSIXKKOCTL
rpaMHeraTUBHIMHU Bin 3 mo . indekuii, maToreny(-
aepoGHIMH <6 40 mr/kr/10 MT/KT Kozl 2 roqumu [1B) KJHIYHOTO Ta
[mikpooprauisamamu, y MiCSITiB 8 ronuH 6aKTep10nor1t1H0ro
malieHTiB 3 00MeXeHHIMU nepebiry
070 BapiaHTIB MiKyBaHHSA " 3aXBOPIOBAHHS

'KnipeHc KpeaTHHiHy po3paxoByIOTh s AiTel 3a Gopmymowo IIsapua.

“TIpu mifTBepAKeHii a6o miKo3pIoBaHill y9acTi aHaepoOHUX IaTOreHHUX MiKpOOPraHi3MiB B
iHpeKuifHOMY MpOIIECi CITi 3aCTOCOBYBATH IIpemapaT y KoMOiHaIlii 3 MeTpoHiga30I0M.

*TIpu mifTBepKeHii a6o miKo3pIOBaHill y9acTi rpaMIO3UTHBHAX IaTOTeHHUX MiKpPOOPTaHi3MiB B
iHpeKuifHOMY IpoIleci mpemapar cJlif 3aCTOCOBYBaTH B KoMOiHallii 3 aHTuGaKTepiaTbHUM
JiKapChKUM 3ac000M, e(peKTUBHHUM BiTHOCHO X MiKPOOPraHi3MiB.

‘3a3HaveHa TPUBAICTh JTiKyBaHHS MOXKe BK/IIOYATH BHYTDIIHBOBEHHY Tepalilo 3asinedToo 3
TIOJla/IbIIINM IIePEXO0MIOM 10 3aCTOCYBaHHS HeoOXiIHOT0 epopaibHOIO JIiKapChKOTo 3aco0y.

*TlocBif 3acToCyBaHHS IpenapaTy 3aBinedTa noHan 14 mi6 € gyxe 00MeXeHNUM.

°Tocin 3acTocyBaHHs 3aBiledTH AJIs NiKyBaHHS [iTell BIKOM Bifl 3 0 < 6 MicAIiB € 0OMeKeHIM
(muB. po3gin «®apMakKOKiHEeTUKa»).

"Tedrasugum/apibakTaM € KOMGIHOBAaHMM IIpenapaToM; y GikCoOBaHOMY CHiBBimHONIEHHI 4 : 1.
PexomeHpanii oo 4o3yBaHHS I'PYHTYIOTHCS TiIbKU Ha OMHOMY KOMIIOHEHTI - leTa3uguMi (IUB.
«Croci6 3acTOCyBaHHS» HUXKYe).

Oco0auBi TPYIIN MAITIEHTIB

[TarienTH NMITHLOTO BiKYy

Y matieHTiB NiTHHOTO BiKy HeMae He0OXimHOCTi B KOpeKIil o3u (OuB. po3fin «®apMaKoOKiHETHKa»).

[TopyieHHs QyHKII1 HUPOK

[TamienTaM 3 J1eTKOI0 HUPKOBOIO HEIOCTATHICTIO (PO3paXyHKOBUM KITipeHC KpeaTuHiHy Bif = 50 Mi1/xB
mo < 80 MJ1/XB) KOpEKIlid 03U IIpernapary He moTpibHa (ouB. po3min «PapMaKoKiHETHKA»).




Y Tabnuni 3 moka3aHO PeKOMEH0BaHy KOPEKIIiio J03U IpenapaTy O JOPOCINX MallieHTiB i3
PO3PaxyHKOBUM KJTipeHCOM KpeaTuHiHYy < 50 My/xB (muB. po3minu «OcoOIUBOCTI 3aCTOCYBaHHS» i
«PapMaKOKiHEeTUKa»).

ITo3a 015 dopocaux nauienmia i3 CrCL < 50 ma/xa
Tabmuig 3

PekoMeHI0BaHUI peXXuM [03yBaHHA IIpenapaTty JOPOCIuM i3 po3paxyakosuM CrCL's 50 mi/xB

Bikosa rpyna PospaxyHkosuii CrCL Ho3a nedrasumumy/ YacToTa TpuBamicth
(M71/xB) aBibakTamy** indysii
flopocmi 5 5 11/0,25 r Koaxci
! 8 roguu
16-30 KoxHi
12 rogun
KoxHi
6-15 0,75 1/0,1875 24 ropusn 2 TOMHHH
TepMminanbHa cTagis
HUPKOBOl HEJOCTATHOCTI, KoxHi
BKJ/TIOHAI0OYH ITepeOyBaHHS 48 roguH

Ha reMopmiamizi’
1 . .
KnipeHc KpeaTuHiHYy p0o3paxoByIOTh 3a ¢popmyno Kokpodra - ['onTa.

*PexoMeHpalil 3 J03yBaHHA IPYHTYIOTECA Ha (papMaKOKiHETHYHOMY MOJIe/IIOBaHHi (AMB. PO3MiN
«®apMaKOKiHETHKa»).

‘IledTasumum i aBibakTaM BUBOAATLCS IIifl Yac TeMofianisy (nuB. po3ninu «Ilepemo3yBaHHS» i
«PapMakKoKiHeTHKa»). Y OHI IPOBeeHHS reMofianidy 3aBilledTy CIif BBOOUTH IIiCIIS 3aBEPIICHHS
IIpOLIeAypU reMopiaisy.

‘Iledrasumum/apibakTaM € KOMOIHOBAHUM IIpenapaToM; y GpikCOBaHOMY CIIiBBigHOMMeEHH] 4 : 1.
PekxoMeHnpanii momo 4o3yBaHHS I'PYHTYIOTHCS TiJIbKM Ha OMHOMY KOMIIOHEHTI - Ile(Ta3uauMi (IuB.
«Crocib 3acTocyBaHHS» HUXKYe).

Y Tabnunsx 4 i 5 moka3aHO peKOMeHI0BaHY KOPEKIIilo 03K IIperapary [Ajis OiTed 3 po3paxyHKOBUM
CrCL < 50 my/xB/1,73 M* 3a71€3KHO Bif pi3HUX BiKOBUX I'pyn (muB. po3minu «OcobIuBOCTi
3acTocyBaHHSA» i «dapMaKOKiHETHKa»).

Llo3ysanHa 014 dimet sikom = 2 pokie 3 CrCl < 50 ma/xe/1,73 M

Tabnuug 4

PekoMeH/I0BaHHI peXUM [03yBaHHS IpenaparTy s [iTell i3 po3paxyHKOBUM
CrCL! = 50 mn/xB/1,73 M



BikoBa Pospaxyrkosuii CrCL o3a nedraszugumy/ Yacrtota TpuBamicts
rpymna (mn/x8/1,73 M°) aBibakTamy”* indysii
25 Mr/KT/6,25 MT/KT .
Koxni 8
31-50 MaKCHUMaJIbHO [0 B
11/0,25 T A
Oitu Bin 2  16-30 Koxel 122 TONUHU
POKiB 110 %OHHH' 24
< 18 pokis  6-15 18,75 mr/kr/4,7 Mr/KT r(f’;f;;
TepMiHanbHa CTamis 1(\)4617?1%? 85;1 5? Ao
HUPKOBOI HEIOCTATHOCTi, ~ 7Y, r Kox#i 48
BKJ/TIOHAI0OYH ITepeOyBaHHS TOOUH

Ha remomianmizi’
'KnipeHc KpeaTHHiHy po3paxoByIOTh 3a GpopMyow IlIBapia.

‘PekoMeH ALl 3 OO3yBaHHS I'PYHTYIOTHCS Ha (apMaKOKiHETUYHOMY MOJe/II0BaHHi (IUB. PO3MiN
«®apMaKOKiHETHKa»).

3I_le(bTa31/1n1/1M 1 aBibaKTaM BUBOMSITHCS ITif Yac reMomiamnidy (muB. po3ninu «Ilepemo3yBaHHs» i
«PapmMakKoKiHeTHKa»).V OHI IpOBefeHHS reMopiaidy 3aBiuedTy Ciif BBOOUTH IIiC/Is 3aBePIIEHHS
IIpOLIeAypU reMopiaisy.

‘Iledrasumum/apibakTaM € KOMOIHOBAHUM IIpenaparToM; y GpikCOBaHOMY CIIiBBiAHOIEHH] 4 : 1.
PexomeHpanii oo 403yBaHHS I'PYHTYIOTHCS TibKM Ha OMHOMY KOMIIOHEHTI - e Ta3uguMi (Ius.
«Crocib 3aCcToCyBaHHS» HUXKYE).

Llo3ysanHa 014 dimet sikom < 2 pokie 3 CrCl < 50 ma/xe/1,73 M

Tabnuus 5
PeKOMeHIOBaHHUI PeKKM [03yBaHHs IIpenapary A AiTei i3 po3paxyHkosuM CrCL'
< 50 mu/xB/1,73 M
Bikosa rpyna Pospaxynkosuu CrCL [lo3a YacroTa TpusamicTb
(Mn/x8/1,73 M?) nedrasunuMy/aBibakTamy”’ iHQys3ii

BIN 3 HO < 6 20 mr/Kr/5 Mr/Kkr Koo 8
MiCSIIiB . TOIUH
Bif 6 MicsiB Bz 31 70 50 KoxHhi 8

. 25 Mr/Kr/6,25 Mr/Kr
10 < 2 POKiB TOOVH
Bim 3mo <6 KoxHni 12 2 ropuHy

o 15 mr/kr/3,75 Mr/kr

MiCSIIiB . TOIUH
Bif 6 MicsiB Bzt 16 70 30 KoxHni 12

' 18,75 mr/xr/4,7 Mr/KT
10 < 2 POKiB TOOVH

1Po3paxoBaHo 3 BuUKopucTaHHaM ¢hopmynu IlIBapiia.

*PekoMeHalii 3 L0O03yBaHHS I'PYHTYIOTHCA Ha (apMaKOKiHETUYHOMY MOJe/II0BaHHi (IUB.
po3min «®apMakoKiHETHKA»).

*lledrasuayum/aBibakTaM € KOMGiHOBAaHMM IIpenapaToM; y GpikcoBaHOMY CIiBBimHOIIEHHi 4 : 1.
PexomeHpanii Moo 4o3yBaHHS I'PYHTYIOTHCS TUIBKY Ha OGHOMY KOMIIOHEHTI - lepTa3uguMi
(muB. «Crocib 3aCTOCyBaHHS» HUXKYe).

Hewmae moctaTHbO iH(opMalrii, 100 peKOMEHIyBaTH PeXKUM [03yBaHHS [JIS OiTel BiKOM < 2 POKIiB,
SIKi MAIOTh KJIipeHC KpeaTuHiny< 16 mm/xs/1,73 M’



[MopymienHs QyHKIIl NeYiHKY

Y natuieHTiB 3 mopyieHHIM QyHKIII MediHky HeMae HeoOXiMHOCTI B KOPEKIIil 03U (AKB. PO3Min
«PapMaKoOKiHETHKA»).

Himu

Besmneky i eeKTUBHICTb 3aCTOCYBaHHA 3aBilledTH OiTAM BiKOM [0 3 MiCS1iB HE BCTaHOBNIEHO. [aHi
Bi[ICYTHI.

Cnoci6 3acTocyBaHHS

3aBinedTy BBOOATH IUISIXOM BHYTPILIHLOBEHHOI iHQY3il BipomoBk 120 xBunuH y HeoOXinHOMY 00’ €Mi
1S iHGY3iiHOI Teparril.

[Topo1ok noTpi6HO BiTHOBUTH y BOAI AJIs iH'€KI1IiM, @ OTpUMaHU KOHLIEHTPAT CJIifi PO3BECTHU
6e3nocepegHbO Mepel] BUKOPUCTaHHIM. BimHOBneHU po3uuH s iHdy3ikt Mae 61io-KOBTHY KOJIip,
CTOPOHHI YaCTKHU BifICYTHi.

3aBinedra (nedrasunrm/aBibakrTam) € KOMOiHOBaHKMM IIperapaToM; V KOKHOMY (PJIaKOHi MiCTUTHCS
2 r nedrasugumy i 0,5 r aBibakTamy B (ikcoBaHOMY CITiBBifHOIIeHHi 4 : 1. PekoMeHpa1iii 10710
N03yBaHHS I'PYHTYIOTHCS TiJIbKU Ha OGHOMY KOMIIOHEHTI - IleTa3uaumi.

[lig yac npuUroTyBaHHS Ta BBe[EHHS PO3UYUHY CJIi[ BUKOPUCTOBYBATU CTaHIaPTHI aCENITUYHI METOOU
poOoTu. [1031 MOXKHa FOTYBaTH B MIIIKY OIS iH' €Kil BiATIOBIIHOTO po3Mipy abo y LIIPHIL A
iH'eK1Iii.

[TapeHTepasbHi JTiKapChKi 3ac00M CIIif BidyalbHO EPEBIPATH Ha HAasBHICTb CTOPOHHIX
YaCTOK Iepe[ BBEOEeHHSIM.

Koxen CI)J'IaKOH npnsHaqum?I TiIBKY 1715 OOHOPA30BOI'0O BUKOPHUCTAaHHA.

Bynp-siKWii HEBUKOPUCTaHUM MpenapaT abo Bigxoay MOBMHHI OyTH yTHIi30BaHi BifMOBIAHO 0O
MiCIIEBUX BUMOT.

3arajibHUY IIPOMIiXKOK 4acy Bifi I04aTKy BifHOBJIEHHS IOPOIIKY A0 3aBepPIIeHHS IPUTOTyBaHHSI
PO3UMHY OIS BHYTPIIIHHOBEHHOI iH(DY3il He MOBUHEH NepeBulllyBaTé 30 XBUJIUH.

[HCTPYKLiA 3 IPUTOTYBaHHS [03 [OJi JOPOCIIHUX i OiTeu B [HOY3IIMHOMY MIIIKY a6o B
[HOY3IMHOMY IITPUILII

[TPUMITKA. TIpouenypa, HaBefeHa HUXKYe, ONKUCYE eTaly IPUTrOTyBaHHA iHDY3iMHOTO PO3YUHY 3
KiHIIeBOIO KOHIIeHTpallielo nedrasunumy 8-40 mr/mn. HeoOXigHO 3aBEPIIUTH YCi pO3pPaxyHKHU [0
TI0YaTKY KPOKiB, HaBemeHux Hux4e. [[s miTed BikoMm Bix 3 1o 12 micsmiB TakoX HaBeJeHO
MOKJIaHI KPOKH 3 MiArOTOBKM KOHIeHTpaIril 20 Mr/Mi (oCTaTHBOI st OifTbIIOCTI ClleHapiiB).



1. [TpuroTyiite BimHOBIeHHH po34uH (167,3 Mr/mi 1edpTasunumy):

- BcTaBTe ronky mmnpuiia B mpo6ky ¢bakoHa Ta BBeAiTh y prakon 10 M1 cTepunbHOL BOOU AJIsS
iH’eKin.

- BUTSTHITB TONKY ¥ CTPYCiTh (JIaKOH OO0 OTPUMAaHHS IIPO30POT0 PO3YUHY.

- Ilicns ToOroO,5K Npenapat po3YMHUTHCS, BCTaBTe B IPOOKY (laKOHAa T'OJIKY AJIS BUfaJIeHHS IOBIiTpS,
11100 3MEHIIUTH BHYTPIILIHIN TUCK (1le BazKJIMBO OJ1s1 30epekeHHST CTEPUILHOCTI Ipenapary).

2. TlpurotyiiTe KiHIeBHH PO34HH s iHOY3ii (KiHIleBa KOHIIEHTpPAIlis TOBUHHA CTAHOBUTH
8-40 mr/mn uepTazuguMy):

- [ndy3inHui Mimok. [logaTkoBO PO3BEiTh BiMHOBIEHUNM PO3UMH IUISIXOM IIEpPeHEeCEeHHS BiATIOBITHUM
YUHOM PO3PaxoBaHOro 00’eMy BifTHOBIIEHOTO PO3YHHY B iHGY3iMHUM MIIIOK, 110 MiCTUTH Oyb-IKY 3
TaKuX pedoBuH: HaTpito xnopun 9 mr/mn (0,9 %), po3uuH ansg in’ekuiit; gekctposa 50 mr/min (5 %),
PO34UH 17 iH’€eK1iit; abo po3urH Pinrepa nakTaTHUM.

- [ndyzittHnii mnpuil. [JomaTKOBO PO3BEHiTh BiTHOBIEHUY PO3UMH IIJITXOM IePEeHECEeHHS BiAOBIAHUM
YUHOM PO3pPaxoBaHOro 00’eMy BifTHOBIEHOTO PO3YKHY B iHGY3i1MHNUN MIIPHUIL B TIOEAHAHHI 3 [OCTATHIM
00’eMoM po3urHHUKA (HaTpito xmopun 9 mr/mi (0,9 %), po3uun mis in’ekiiii, abo gekctpo3a 50
mr/min (5 %), pO3YuH OIS iH €KIIii).

IuB. TaOIUIIO 7 HUKYE.
Tabmuis 7

[TpuroryBaHHS [03 3aBinedTu A1 HOPOCIUX i AiTel B [HOY3IMHOMY MIIIKY a6o B
[HOV3IMHOMY IITIPULII

IOo3a 00’eM 1151 HaOpaHHA 3 Kinnesui 06’eMm Kinnesuu 006’eM B
3aBinepTu BiTHOB/IeHOro ()JlTaKOHA  MiC/IsA PO3BeJeHHsI B iHQy3iHHOMY IImpuIri
(uedprasugum)’ ingysiiaoMy MimKy’

2r SlszeBiJ];)BMICT (mpubm3Ho Big 50 M mo 250 mn 50 mMn

1r 6 M Big 25 mn mo 125 mn  Big 25 M go 50 mn
0,75r 4,5 mn Big 19 mn oo 93 Mmn Big 19 mm oo 50 mn

Vci inmi gosu  O6’eM (M), po3paxoBauuit  00’eM (M) 6yme 006’em (M) 6yme

Ha OCHOBIi HE0OXigHOI Ho3u:

BapiroBaTHCS 3a1€KHO
BiJl pO3Mipy HasIBHOTO

BapiloBaTHCS 3aI€KHO
BiZl pO3Mipy HasIBHOI'O

Oo3a (Mr indy3ziriHoOro mMimka i iHQy3iiHOrO WINpUNa i
nedrasugumy) + IIepeBaxKHOI KiHI[eBOI  ITepeBaxkKHOI KiHIIeBOl
167,3 mr/mn KOHIIeHTpallil KOHIIeHTpallil
nedrazugumy (mae Oytu 8-40 mr/mn  (mae Oytu 8-40 Mr/mn
nedTasuguMy) e TasuguMy)

'TiTBKY HA OCHOBI e Tasugumy.

*Po3BeqIiTh [0 KiHIeBOI KOHIIeHTpalil nedTasunuMy 8 Mr/Mi [ 3abe3nedeHHs cTabiIbHOCTI i Jac
3acTocyBaHHA 00 12 roguH npu teMmnepatypi 2-8 °C, a noTiM 1ie [0 4 TOOWH IpU TeMIlepaTypi He
Buire 25 °C (To0To po3BemdiTs mo3y 2 r nedrazumumy B 250 mit, o3y 1 r nedpraszugumy B 125 M, 103y
0,75 r uedrazugumy B 93 M1 ToIo). Vci iHII KOHLIeHTpalil nedrasugumy (Big > 8 Mr/mMi go



40 mr/min) ctabinbHi mmig yac 3aCcTOCyBaHHS 00 4 TOOUH MpU TeMnepaTypi He Buie 25 °C.

[IpuroryBaHHS 3aBilledTH O 3aCTOCYBAaHHS OiTAM BiKOM Bim 3 10 12 MicAIliB B [HOY3IMHOMY
IITTPUIII

[TPUMITKA. TIpouenypa, HaBefieHa HUXK4Ye, ONKUCYE eTaly IPUroTyBaHHA iH(DY3iMHOTO PO3YUHY 3
KiHIIeBOIO KOHIIeHTpalli€io nedrazunumy 20 Mr/mMi (HocTaTHBOI s OinbIIoCTi cileHapiiB). MoxkHa
IIPUTOTYBaTU albTEPHATUBHI KOHILIEHTPAIllil, aje KiHIleBUH [ialla30H KOHLEHTPaIil 1edTasugumy
IIOBUHEH CTAHOBUTHU 8-40 Mr/MII.

1. [purotyiitTe BimHOBIeHHH Po34uH (167,3 Mr/mi nedrasunumy):

- BctaBTe rosky mmpwuiia B mpoOKy (h1akoHa Ta BBeHiTh Y (prakoH 10 M cTepUIbHOI BOOY TS
iH’eKIIin.

- BUTSITHITB TONKY ¥ CTPYCiTh (hJITaKOH OO0 OTPUMAaHHS IIPO30POT0 PO3UYUHY.

- Ilicnsa Toro, siK mpenapaTr pO3YMHUTLCS, BCTABTE B MPOOKY (riakoHa rONKy A7 BUAATEHHS
TIOBIiTPS, 11100 3MEHIIUTH BHYTPIIIHIN THCK (I1e BaXKIUBO 1 30epeKeHHs CTEPUIILHOCTI IIpemapary).

2. [MpuroTyiiTe KiHIEeBHH PO3YHH 715 iHOY3ii y KiHLIEBil KOHIEHTpaIli 20 Mr/MI
e TasuguMy:

- [JomaTKOBO PO3BENiTh BiTHOBIEHNY PO3YMH IIJITXOM IIepeHECEeHHS BiANOBIAHIM YHHOM
PO3paxoBaHOTo 00’eMy BiTHOBIIEHOTO PO3YUHY B iHGY3iMHUYN MINPHUI] B TOEAHAHHI 3 [OCTATHIM
06’eMOM po3unHHKKA (HaTpito xnopum 9 mr/mi (0,9 %), po3unH A iH’ €Ki, abo meKcTpo3a
50 mr/mn (5 %), po34uH A7 iH €KITiN).

- Ous. Tabnumo 8, 9 a6o 10 HUKYe [AIg MiATBEPAKEHHS po3paxyHKiB. HaBeqeHi 3HaUeHHS €
npuONIU3HUMY, OCKiJTbBKY MOXKe BUHUKHYTU HEOOXiIHICTh OKPYTIUTH 1X 10 HAaMOIUKYIO01
rpagyioBabHOI TO3HAYKY IIMPHIlA BiATIOBITHOTO Po3Mipy. 3BepHiTh yBary, mo Tabnuii HE
BKJ/TIOUAIOTh BCi MOXKJIMBI pO3PaxXyHKOBi 03K, ajie MOXKYTb OyTH BUKOPUCTAHI OJIs OL[iHKU
npubIU3HOro 00'EMY AJIsS IEPEBIPKY PO3PAXYHKY.

Tab6muisa 8

[TpuroryBaHHs 3aBiled Ty (KiHIleBa KOHI[eHTpauisa 20 Mr/mi nedTa3ugumy) A giTel BiKoM Bif 3 [o
12 micsuiB 3 knipercoM kpeatusiny (CrCL) > 50 mn/xs/1,73 M

Bik i mjo3a Maca Ho3a 06’cm BigHOBIEHOr0 Ogse?nm Bada
. . PO3YHHY, IKWH HEOOXiTHO PO3PLAAY !
3aBimepTu Tiza (mMr SIKUU TO0AI0Th
1 HaOupaTH 3 p1aKOHa .
(Mr/kr) (Kr) nedTasugumMy) (o) IJIS1 3MIIyBaHHSI
(m1)




5 250 15 11
. _ 6 300 1.8 13
Big 6 Mic mo |7 350 2,1 15
12 mic 8 100 2.4 18
50 sar/er 0 450 .7 20
nedrasumamy |10 500 3 22
11 550 3,3 24
12 600 3.6 7
4 160 1 7.4
Bix 3 Mic 10 5 200 1,2 8,8
< 6 mic 6 240 14 10
7 280 1.7 13

40 Mr/Kr -
8 320 1.9 14

neprasuinuM 4
¢ Y B 360 2.2 16
10 400 2.4 18

'"TifbK¥ HA OCHOBI nedrasugumy.

Tabmuig 9

[TpurotyBaHHs 3aBiuedTy (KiHIeBa KOHIEeHTpauisa 20 Mr/Mn uepTasugumy) 0js giTei BiKoM Bif 3 0o
12 micsanis 3 CrCL six 31 go 50 mn/x8/1,73 M*

) . 00'eMm
. 00’ecM BiTHOB/IEHOT O .
Bik i mo3a M To3a o . po3pigxyBaya,
. aca PO34YHHY, IKHH HE0OXiTHO u
3aBinedTu . (Mr SIKMM TOJAI0Th
1 Tima (Kr) HaOupaTHu 3 ¢1aKoHa .
(Mr/KT) nedrasugumy) IJIs1 3MIIIyBaHHSI
(M)
(m1)
5 125 0,75 5,5
. . 6 150 0,9 6,6
Big 6 Mmic oo 7 175 1 74
12 mic 8 200 1.2 8,8
25 Mr/Kr 9 225 1,3 9,6
nedrasuaAMy 10 250 1,5 11
11 275 1,6 12
12 300 1,8 13
4 80 0,48 3,5
< 6 Mmic 6 120 0,72 5,3
7 140 0,84 6,2
20 Mr/Kr ) 160 1 7,4
nedpTasuguMy |9 180 1,1 8,1
10 200 1,2 3,8

'TinpKy Ha OCHOBI LedTazumuMy.\\

Tabnuns 10



[TpuroTtyBaHHs 3aBilled Ty (KiHIleBa KOHIleHTpalis 20 Mr/mMn nedTa3ugumy) OJis giTel BikoM Bif 3 mo
12 micsamnis 3 CrCL Bix 16 mo 30 mn/xB/1,73 M*

, . 00’eMm
. . 00’eM BiTHOBJICHOT O .
Bik i mo3a M o3a o . po3pigxKyBaya,
. acCa pO3‘IPIHy, AKHAHN HeOGXl,'[[HO w
3aBined T . (Mr SIKMH JO0AI0Th
1 Tiza (Kr) HaOupaTHu 3 ¢1aKoHa .
(Mr/KT) nedrasugumy) (o) IJIs1 3MIIyBaHHSI
(m1)
5 93,75 0,56 4,1
) ] 6 112,5 0,67 4,9
Bif 6 Mic 0 |7 131,25 0,78 5,7
12 mic 8 150 0,9 6,6
18,75 Mr/Kr 0 168,75 1 7,4
nedTasuTEMy 10 187,5 1,1 3,1
11 206,25 1,2 8,8
12 225 1,3 9,6
4 60 0,36 2,7
Bim 3 Mic Mo 5 75 0,45 3,3
< 6 Mic 6 90 0,54 4
7 105 0,63 4,6
15 Mr/Kr 3 120 0,72 5,3
nedrasugumy o 135 0,81 6
10 150 0,9 6,6

'TinpKM Ha 0CHOBI LlepTa3UAUMY.

Ilepedo3yeanns.

[Tepenmo3yBaHHs edTa3zuaUMOM/aBibaKTaMOM MOXKe MTPU3BOAUTY N0 HEBPOJIOTIYHUX IIOPYIIEHD,
00yMoBIeHUX e Ta3uAUMOM, IKi BKIII0Yal0Th eHIledasonaTiio, CyqoMu Ta KOMY.

PiBens nedrasupuMy B CHpOBATIi KPOBI MOXKHA 3HM3UTH 3a [I0IIOMOI00 reMofmiaidy abo
IepUTOHEaIbHOT 0 fianmi3y. [IpoTarom ceaHCy reMofianisy TPUBAJICTIO 4 TOAUHU BUBOOUIOCS 55 Y%
mo3u aBibakTaMmy.

ITo6iuni peakuii.

KopoTtkuit ornsag npodinto 6e3mneku

Y cemu KiiHIYHUX HOCTIAXKeHHAX 2 Ta 3 pa3u npenapat 3asinedTa oTpuMyBanu 2024 qopocnux
natienTu. HanbinbIn yacTuMu MOOIYHUMU peakilisiMU, 3aPEECTPOBAHUMHU V = 5 % Malli€HTiB, 1110
OTpUMYBau npemnapart 3aBinedTa, 6ynu MO3UTUBHUIM pe3ynbTaT npsmoi mpodu Kymbea, HymoTa Ta
miapes. Hynora i miapest 3a3Buuai 6yiu 1erkoro abo ImoMipHOTO CTYTIEHS.

[ToBimoMnsiniocst mpo HUXK4Ye3a3HauyeHi MobiyHi peakii, fAKi crocTepiranucs mpu 3acToCyBaHHI
nedTa3uguMy SIK MOHOTeparil Ta/abo 6ynu BUSIBIIeHi B mocCimkeHHAX 2 Ta 3 Gpa3u 3aCTOCYBaHHS
npemnaparty 3aBinedra. [1o6iuni peakiril kiacudikoBaHi BiflIOBigHO 10 YaCTOTHU Ta KJIaCy CUCTEMU
oprasiB. YacToTa mo6iuHUX peakiiiii Ta/ab0 MOTEHIIMHO KITiHIYHO 3HAUYIIUX BiIXUI€Hb
nmabopaTopHUX ITOKA3HUKIB IPeCTaBlieHa V BUTTISIAI TaKoi rpafaiiil: myzxe dacto (= 1/10), gacTo



(= 1/100 Ta < 1/10), Hegacto (= 1/1 000 ta < 1/100), pigxo (= 1/10 000 ta < 1/1 000), myxe pigko
(<1 /10 000), yacToTa HeBigoMa (He MOXKHA OI[IHUTH Ha OCHOBI HAIBHUX HAHUX).

IHexuii ma iHeasii: 94acTo — KaHAUAO3 (B TOMY YHCIIi ByJIbBOBariHAJbHUM KaHAUA03 Ta KAHOUO03
POTOBOI IOPOXKHUHM); HeUacCTo — KoJiT, Buknukauuit Clostridioides difficile, nceBpomeMOpaHO3HUM
KOJIIT.

3 6oky Kposi ma aimMpamuyHoi cucmemu: yXe 4aCTO — MO3UTUBHUN PE3YJIbTAT IPSIMOT0 TECTY
Kym6ca; gacto — eo3uHo(isis, TpoMOOLIKMTO3, TPOMOOLUTOIEHIST; HEYAaCTO — HEUTPOIIEHis,
JIEMKOIIeHis, TiM(OLKTO3; YaCTOTa HEBiOMa — arpaHyJIOLXATO3, TeMOJIiTHYHa aHEMIs.

3 60Ky iMyHHOI cucmemu: 9acTOTa HeBifoMa — aHadiTlaKTUYHA peakKIlis.
3 60Ky Hepeosoi cucmeMu: 4acTo — roJIoBHUM 0ifib, 3aIIaMOPOYEHHS; HEYACTO — ITapecTesii.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY: YacTo — fAiapes, 6isb y XKWBOTi, HymoTa, OMIOBaHHS;
He4YaCTO —OUCIeB3is.

3 60Ky neviHKUu ma #08408UBIOHUX WAAXIB: YACTO — MifBUIIEH] PiBHI anaHiHaMiHOTpaHCcdepasy,
IMigBHUIEH] PiBHI acmapTaTaMiHOTpaHCc(epasy, MigBUllleHi PiBHI TyKHOI hocdaTasu, migBUILIeHUN
piBeHb raMMa-TIyTaMinTpaHcdepasy, MigBUIIEH] PiBHI TaKTaTOETiApOreHa3u B KPOBi; 4aCTOTa
HeBiZjoMa — >XKOBTSIHUIIA.

3 60Ky wkipu ma nidwKipHOi MKAHUHU: 9YaCTO — MaKYyJIONaIyIb03Hi BUCUIIAHHS, KPOIIUB'THKA,
cBepbixk; YacTOTa HEBiIOMa — TOKCUYHUM ellimepMabHUN HeKpoJi3, cuHapoM CTiBeHca — [I3KOHCOHa,
MyNbTH(QOPMHa epuTeMa, aHTiI0HEBPOTUYHUY HaOpSK, MEAUKaMeHTO3HUM BUCHUII 3 €03MHODITiE0 Ta
cucteMHuMu cumntomamu (DRESS-cunmpom).

3 60Ky HUPOK i ceyosuBiOHUX W/1sXi8: HEYACTO — MiBUIIEHHS PiBHIB KpeaTUHIHY B KPOBi,
NiABUIIIeHHS PIBHIB CEYOBUHU B KPOBI, TOCTPE ypaxKeHHS HUPOK; OyXKe PiiKo —
TyOynoiHTEpPCTULliaTbHNIE HEeDPUT.

3aeanvHi po3nadu ma cmaHu y micuyi ese0eHHA npenapamy: 4acTo — TpoM0603 y MicIli BBeIeHHS,
GbnebiT y Miclli BBeieHHs, TapsyKa.

it

Ominka 0e3MeKrn3aCcTOCyBaHHS OiTSM I'PYHTYEThCS Ha JaHUX, OTPHMaHUX Y OBOX HOCHIIXKEHHSX, Y
xopi sikux 61 manieHT (BikoM Bif 3 pokiB 0o MeHIe 18 pokiB) i3 yCKiIagHEHUMU
BHYTPIITHbOYEPEBHUMHY iHDEKITiAMY i 67 MaIlieHTiB i3 yCKIagHEHUMU iHPEKI[IIMUA CEY0BUBIIHUX
misxiB (BikoM Big 3 micsiiB mo MeHIne 18 pokiB) oTpumyBanu 3aBinedTy. 3aramom npodins 6e3nexku
B Itux 128 miTei OyB CX0XKUH i3 TAKUM y JOPOCTIUX TAIliEHTIB 3 YCKIagHEHUMHU BHYTPIIIHbOUEPEBHUMU
iHpeKUigMU U yCKTafHEeHUMH iHDEeKUIisIMA CeYOBUBIIHUX IITIAXIB.

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6iuHi peakirii

[ToBimomeHHS PO Migo3pioBaHi MOGiYHI peakiii micyisg peecTpaliil 1ikapchbkKoro 3aco0y Mae BaxKJIMBe
3HaueHH4. Lle 3a0e3meyye MOCTiMHUI MOHITOPUHT CIiBBiOHOLIEHHS KOPUCTh/PU3UK JIiIKAPCHKOTO
3aco0y. MenryHUX IPaIiBHUKIB IPOCSATH MOBIJOMIISITH IIPO BCi Mifo3pioBaHi mobiuHi peakiril yepes
HalllOHaJIbHY CUCTEMY 3BiTHOCTI.



Tepmin npudamHocmi. 3 pOKWU.

YMmoBH 30epiranssi.

30epiratu npu TeMiepatypi He Builie 30 °C. 30epiratu B OpuUTiHabHIN YIAKOBII [JIf 3aXUCTY Bif
CBiTna. 36epiratv y HEOOCTYITHOMY OJIsI [iT€H MicIii.

Ilicng BifHOBIEHHS

BigHOBNEHUN PO3YMH CJlif BUKOPUCTOBYBATU HETalHO.

Ilicns po3BeneHHS
IH@ys3itiHi miwKu

SKIII0 BHYTPIIIHbOBEHHUM PO3YUH FOTYETHCS 3 PO3UMHHUKAMH, ITepeideHuMu B po3mini «Croci6
3aCTOCyBaHHS» (KOHIIEHTpalis medrasugumy 8 Mr/mi), xiMiuHa Ta ¢izuyHa cTabinbHICTS Mg Yac
3aCTOCYBaHHS (Bifl T0YATKOBOTO IIPOKOJTy TPOOKU (priakoHa) CTaHOBUTH 10 12 TOAMH MPU TeMIIepaTypi
2-8 °C, a noTim e [0 4 roguH IpU TeMiiepaTypi He Bulge 25 °C.

AKI10 BHYTPIIIHbOBEHHUM PO3YUH IOTYETHCS 3 PO3UMHHUKAMH, IlepeliveHuMu B po3aini «Cnoci6
3aCTOCYBaHHS» (KOHLIEHTpalisa nedrasupgumy > 8 mr/mia go 40 mr/mi), xiMidyHa Ta ¢izudHa
CTabiNBbHICTD MiJ Yac 3aCTOCYBaHHS (Bif TOYATKOBOT'O IIPOKOIY MPOOKY (hjlaKOHa) CTAHOBUTH [0
4 ronuH npu TeMIepatypi He Bule 25 °C.

3 MiKpoO0ioJIOTiUHOI TOYKM 30PYy OAaHUM JTiKapChKUi 3acib CIlifg 3aCTOCOBYBaTH HeralHO, KpiM
BUIAKIB, KOJIX BiIHOBJIEHHS 1 pO3BEeEHHS IPOBOASATLCS B KOHTPOJIbOBAHUX aCEITUYHUX YMOBaX, 110
IIPOMILIJIMA BajifaLiioo. AKINo KOro He BUKOPUCTOBYIOTh HETalHO, TO BifIOBifaIbHICTh 3a Yac i yMOBHU
30epiranHs B IIpolieci 3aCTOCyBaHHS, 1110 He TOBHMHHI ITepPeBUIIyBaTH 3a3Ha4Y€eHi BUIlle, TOKIadaeThCs
Ha CII0XKBaya.

IH¢y3itiHi wnpuuu

XimiyHa Ta ¢izuyHa cTabinbHICTH Iif Yac 3acTOCyBaHHS (Bifl T0YATKOBOTO IIPOKOITY IPOOKU (rakoHa)
CTAQHOBUTH 10 6 TOAMH pu TeMnepartypi He Buile 25 °C.

3 MikpoO6ioIOTiuHOI TOYKM 30PYy HaHUM JTiKapChKUii 3acib CItig 3aCTOCOBYBATH HETalHO, KpiM
BUIIA[IKiB, KOJIM BiTHOBJIEHHA 1 PO3BE[EeHHS IPOBOAATECS B KOHTPOJIbOBAHUX aCENITUUHUX YMOBAX, 1110
IIPOMIITH Baslifalito. Ko 10ro He BUKOPUCTOBYIOTh HETAalHO, TO BiATIOBiAAIBbHICTE 3a Yac i yMOBHU
30epiraHHg B IIpolieci 3aCTOCYBaHHS, 1110 He TOBMHHI ITIePEBUIYBaTH 6 TOOUH IIPHU TEMIIEPaTypi He
Bullle 25 °C, OKJIAJa€eThCS Ha CIIOXUBaya.

HecymicHicmo.

CywMicHicTh mpemnapaTty 3aBinedTa 3 iHIIMMY JIiKapCbKUMHU 3aco0aMu He BCTaHOBIIeHO. [Ipemapar
3aginedra He crig 3MillyBaT 3 po3YMHAMH, SIKi MiCTATh iHIII penapaTH, abo ¢Gi3nyHO momaBaTH
10T0 10 TAaKUX PO3YUHIB.



[Tpemapat He ciif 3MiNTyBaTH 3 iHIIKMHU JTiKAPCHKUMHU 3aco0aMu, KpiM BKa3aHUX y po3aini «Crnocid
3aCTOCYBaHHA Ta [O3U».

YnakoBka. ITo 10 ¢akoHiB 3 TOPOIIKOM Y KApTOHHIN KOPOOIIi.

Kareropis Bigmycky. 3a peLentom.

BUpPOOHHK.

EitCiEc Jo6dap C.m.A. / ACS Dobfar S.p.A.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tisl/IbHOCTI.

Bia A. ®newminr, 2 - 37135 Bepona (BP), Itanis/Via A. Fleming, 2 - 37135 Verona (VR), Italy.



