ITHCTPYKIIA

|n1st MEeIMYHOT0 3aCTOCYBAaHHSI JIIKAPCHKOro 3aCo0y

®OCPOPAIJI
(FOSFORAL)

Cxnao:

itoua pevosuHa: fosfomycin;

1 makeT MicTuTh Gocdominury TpoMetamony 5,631 r, 1o exBiBaneHTHO 3 T dhochominuHy;
l0onoMidCHI pevoguHU: apoMaTU3aTOp MaHAAPUHOBUMN, apOMaTU3aTOp ale/IbCHHOBHM, CaXapyH,
caxaposa.

UTikapcbKa ¢dopma. I'paHyM 7151 OPAIbHOTO PO3YUHY.

IOcHoHI (hi3uko-xiMiuHi 81acmusocmi: TpaHyILOBAHUI MOPOIIOK 6i7I0r0 KOJIBOPY 3 XapaKTePHUM
bpyKTOBUM 3amaxoM (alenbCUH-MaHNAPUH).

[dapMaKoTepaneBTHYHA rpymna. [[poTuMikpoGHi 3aco0u AJIsT CHCTEMHOTO 3aCTOCYBAHHS.
[HTi mpoTuMikpoOHi 3acobu. Kog ATX JO1X X01.




apMako./102iuHi e xacmueocmi.

Docdopan micTuTs Aitouy pedoBury docdhominuy y Burnsaai comi hochoMinuHy TpoMeTaMoIy.

Docdominun € anTUbiOTHKOM OakTepuuugHoi fii (moxinHe GochonoBoOM KucoTH). Bin iHriGye cunTe3
TiTHHHOI CTiHKY OakTepiil, 6JI0KyI049M ONUH 3 NIEPIINX eTaliB CHHTE3y NEeNTUAOTIIiKaHY.

DdapmakoduHamika. Docdopan mictuth hochominus [MoHO (2-amiHO-2-TigpokcumMeTH-1,3-mponanmion)

(2R-1mc)-(3-MeTunokcupanin) ¢hochoHar] - aHTUGIOTHK, IKHUH ONEPKYIOTH 3 HOCHOHOBOI KUCTIOTH Ta

3aCTOCOBYIOTH IJIs JIIKYBaHHS iHGEKIi! CeYOBUBIIHUX IUIAXIB.

DocdominuH BIIMBaE Ha NepUINH €Tal CHHTEe3y KIiTHHHOI CTiHKH 6akTepii.

CtpykTypa docdominuHy aramoriusa cTpyKTypi dpocdoeronmipysaty. Came ToMy BiH iHaKTHBYE
e€PMEHT eHONIipyBiN-Tpancdepasy, TUM caMiUM HeoGOPOTHO GJIOKYI0YM KOHIEHCAIil0
punuanudocdar-N-aneTUIrIoKo3aMiny 3 ochoeHonmipyBaTOM, ONHY 3 IIEPIIUX CTamilt CUHTE3y
TiTHHHOI cTiHKY O6akTepiit. ®ocdoMinuH MoxKe TaKOXK 3HUKYBATU afresito 6akrepiit Ha emiresnii

lcu30B01 0GOJIOHKY CEYOBOTO MiXypa, SKa MoxkKe OyTH IIPOBOKYIOUUM (HaKTOPOM PO3BUTKY
ELUAUBYIOUUX iHEKITH.

TabMI HUXKYe IIPefCTaBiIe i faHi aKTUBHOCTI HOCHOMIIIMHY TPOMETAMOY in Vitro MpoTH KITiHIYHO

i3071p0BaHMX MiKpoopraHi3MiB. MinimManbHa iHribyoua konnenTpauis (MIK) 6yna Bu3HaueHa JUCKO-
nby3HUM METOOOM 3 BUKOPUCTAHHAM HUCKiB dochominuny Tpomeramorny 200 Mkr. MikpoopraHiamu 3
iaMeTpoM 30HU IIOBHOTO NPUTHiYeHHs > 16 MM (Ha cepepmoBuili Miomiepa - XiHTOHa)
nacudixkyBanucs sk 4yTnausi (o Bignosigae 200 MKr/mi).

MIK,, (Mkr/Mn)  |diama3on

UyTnusi MiKpooprasiamMu

IE. coli 3 0,25-128
IKlebsiella 32 2-128
Citrobacter spp. 2 0,25-2
Enterobacter ssp. 16 0,5-64
IProteus mirabilis 128 0,12-256
S. faecalis 60 8-256

CTiiiki MikpoopraHiamu (miamMmeTp 30HU
TOBHOT'O IPUTHIYEHHS > 16 MM)

Serratia spp. 32
Enterobacter cloacae 256
IPseudomonas aeruginosa 256
IMorganella morganii >256
Providencia rettgeri >256
Providencia stuartii >256
IPseudomonas ssp. >256

Pesucmenmuicmy/ [lepexpecHa pe3ucmeHmHicmb

DochomitmH 30epira€ cBo0 eheKTUBHICTD 11010 HAUGINBII MOMKUPEeHUX GaKTepii, BUSBIEHUX TPU
iH(bEeKIisTX CeYOBUBIIHUX LIISAXIB.

UTurme mesiki 6akTepiit MoXKyTh HAOyTH pe3uCTeHTHOCTI. [T0Ka3HUK Pe3ucTeHTHOCTI E. coli, sika
BUKJTMKA€E PO3BUTOK HEYCKIafHEHUX iHQeKIil CeYOBUBIMHUX IUIAXIB, € BKPAll HU3BKUM.

Benuka yacTHHA MyJIbTUPE3UCTEHTHUX E. coli Ta iHmmx eHTepobakTepii, mo npoaykyoTts BJIPC (6eta-
TaKTaMa3d PO3IIMPEHOTO CIEKTPY), YyTnuBi no dbocdominuny. Tak camo, OibLIiCTb TUIIIB
PE3UCTEHTHOTO 10 METUIUIIIHY 30JI0TUCTOr0 CcTadinokoka 4yTiusi fo GochoMinuHy.

o 1boro yacy He 6yJi0 3apeeCTPOBAHO BUNAAKIB IEPEXPECHOI PE3UCTEHTHOCTI 3 iHIUME
aHTHOAKTEepiaTbHUMU pedyoBUHAMHU. [lepexpecHa Pe3uCTEHTHICTh MaIoMMOBipHA, OCKiNbKY hochoMinuH
[Binpi3HsIETHCS Bif OYAB-IKOTO iHIIOTO aHTHOIOTHKA 3a XIMiYHOI CTPYKTYPOIO Ta Ma€ YHIiKaIbHUH
MexaHi3M Aii.

K niHiuHa epekmueHicmb

DocdoMminuH BoIOfie MUPOKUM CIIEKTPOM aHTUOaKTepianbHoi fiii, B ToMy yucyi Ha GimbLIicTh
rPaMIIO3UTHUBHUX i TpaMHETraTUBHUX MIKPOOPTaHi3MiB, 110 CIPUYUHSIOTH iHGEKIil CeY0BUBIIHUX IIAXIB,
2 TaKOXK NEHINMIIHA30MPOAYKYIOUi TaMy.

In vivo CIIOCTepira€ThCsi Pe3UCTEHTHICTh 0o Enterobacter spp., Klebsiella spp., Enterococci, Proteus
mirabilis, Staph. aureus Ta Staph. saprophyticus.

Kpim Toro, MoHypas 3HAXKYE anresito 0akTepii Ha emiTenil cl1M30BoI 000JIOHKH CEYOBOTO MiXypa, SKa
[MoxKe OyTH TPOBOKYIOYMM (HAaKTOPOM PO3BUTKY PELMAUBYIOUHX IHPEKIIH.

DdapmakoKiHemuka.

IBCMOKMYBAHHA

[Ticyst mpuiioMy BHYTpIIHEO 6113bK0 50% (ocdoMinuHy TpoMeTaMoTy IIBUAKO BCMOKTYEThCS. [Tics
npuiiomy 50 Mr/Kr Macu Tina, t,,, CTaHOBUTH 2-2,5 rogunu i C,,,, cTaHOBUTH 20-30 MKT/MI

IPo3nodin

3B’s13yBanHs Gochominuny 3 Oinmkamu ma3Mu gyxe Hu3bke (MeHIIe 5%). O6’'eM pO3MOAiNy CTAaHOBUTH
1,5-2,4 /KT Macu Tina.

DocdoMminuH NPoHUKae Yepe3 MyalleHTapHuit 6ap’ep i BUAiNgeThCS y IPYAHE MOJIOKO.

IMemab6oizm

DochominmH He MeTab0ITi3y€EThCS.

BuoineHHA

[Tepion HamiBBUBEEHHS 3 IIJIa3MU CTAHOBUTH O1M3bKO 4 rogul. ITicns ogHOpa3oBoro mpuiioMy 3 r
bocdhominuuy TpomeTamony KorueHnTparnis B cedi 1800-3000 MKTr/MI BOCSATAETHCS Yepe3

2-4 rogunu. TepaneBTUYHO ebeKTHBHI KoHLEeHTpanii (200-300 Mkr/mi) 36epirarotscs 0o 48 rogux
micns BBefeHHS. 40-50% 03U BUBOAUTHCS i3 Ccedelo IPOTATroM nepluux 48 roguH y He3aMiHEHOMY

BUT TSI,

KiHemuka 8 ocob.usux 2pyn nayieHmie

Y IalfieHTiB 3 HUPKOBOIO HEOCTATHICTIO BUBEJEHHS IIpernapaTy CIIOBIIBHIOETLCS BiANIOBINHO A0 CTYIEHS
(byHKITIOHATBHOTO NOPYIIEHHS, TOAL SK NEPiof HaliBBUBENEHHS 3 I1a3Mu 30imbmyeThes (t,, 10 50 roguy
py KimipeHci KpeaTuHiny 10 My1/XB).

KAl XapaKTepACTAKA.

IToka3zanus.

JIikyBaHHSI TOCTPUX HEYCKIafHEHUX iHGEKIil HUXKHIX CeUOBUBITHUX IIISAXIB, CHPUYNHEHUX YYTIUBUMEI
1o bocdhominuHy MiKpoopraHizaMaMy, y 40JIOBIKiB Ta y [iBY4aT BikKoM Bif 12 POKiB Ta JOPOCIUX KiHOK.
[MpodinakTyka mif 9ac KiarHOCTHYHUX IPOLEYP Ta XipypriYHuX BTPy4YaHb Y JOPOCIIHUX IAli€HTIB.



IIpomunoKa3aHHA.
[inepuyyTnuBiCTh 4O KOMIOHEHTIB IIpenapaTy, TsAX)Ka HUPKOBa HEOCTATHICTh (KJIipeHC KpeaTHHIHY
< 10 mn/xB), puTAYUN BiK 70 12 pOKiB, IPOXOAXKEHHS reMofiani3y.

B3aemodisn 3 iHwwumu nikapcokumu 3acobamu ma iHwi eudu e3aemoditi.

OnHOYACHUY IPUIOM 3 METOKJIONIPaMifoM Ta 3 iHIIMMU IIpelapaTaMy, 1o MigBUIyI0Th MOTOPUKy KT,
3HUXKYE BCMOKTYBaHHS ®ocdopaiy, 10 TPU3BOAUTD [0 3HUKEHHS KOHIeHTpawii ®ocdopany B
cupoBaTli i ceui.

[Mpu mpuiioMi npenapary mif 9ac inu piBHi hocdominuHy y miasmi Ta ceyi 3HUKYIOTECS. ToMy
[DEKOMEH[YETHCS IPUUMATH JTiKapchKUi 3aci6 Hatie abo yepes 2-3 TOOUHY IIC/S iU YU npuiioMy
iHITMX IIpeTaparTis.

ICneuuciuHi npobiemu npu KoausaHHsx MHB (MidCcHapoOH020 HOPMOBAHO20 8iOHOWeHHS, INR).
[ToBimOMIISITIOCS ITPO YKCJIEHHI BUNAAKY IMiBUINEHO] aHTAarOHiCTUYHOI aKTUBHOCTI aHTUBiTaMiny K y
marieHTiB, sKi mpuitMaTh aHTUGIOTHKY. [10 GAaKTOpiB PU3MKY HaJeXKaTh: Cepio3Hi indekwii a6o
3ananeHHs, JIiTHIN BiK i moraHuil 3aranbHUM CTaH 3[OPOB'S. Y IIUX BUIIafKaX BaKKO BU3HAUUTH,
moB'st3aHa 3MiHa MHB 3 iHeKIiliHUM 3aXBOPIOBAHHSAM YU BOHA BUKJIMKAaHA IPUAOMOM IIpeIapary.
[TpoTe iCHYIOTH IEeBHi KJTacu aHTUOI0TUKIB, 3aCTOCYBAHHS SKUX YaCTillle TT0B'I3yI0Th 3 KOJIMBAHHIME
MHB, 30KpeMa: GpTOpXiHONIOHM, MaKPOIigy, UKIiHHA, KOTPUMOKCA30 i IesKi 1iedaroCcopuHu.
IoCITimKeHHsT B3a€MOIil IIPOBOAYMIIUCS TiNIbKY 3a YYACTIO HOPOCIIHUX.

lOco6 1ueocmi 3acmocyeaHHsi.

Hemae mocTaTHiX moka3iB epekTuBHOCTI 3acTocyBanHs ®ocdopany miTAM, OCKiNbKY fO3yBaHHA 3 T HE
pu3HadeHe [ Aitel BikoM Ao 12 pokis, To ®ochopal He CIlifi 3aCTOCOBYBATH Lill BiKOBil rpymi.
3acTocyBaHHs GhochoMinuHy MOXKe IPU3BECTH OO PO3BUTKY PeaKllill rimepyyTIuBOCTi, BKIIIOYAI0Yl
aHadinakcio Ta aHaQiTaKTUYHUHN LI0K, IKi MOXKYTh OyTH HeOe3MeYHUMH AJIS KUTTS (OUB. PO3TiN
«IToOiuHi peakiii»).

[Tpu po3BUTKY LKX peakiii 3acTocyBaHHS GocHoMILUHY CNifl NPUNUHUTY, BiTHOBIIEHHS 3aCTOCYBaHHS
M TanieHTaM GochoMilMHy HempuInycTuMo. I10TpiGHO MPOBECTH afieKBaTHI JIiKyBaIbHi 3aX0IH.
3acTocyBaHHS aHTUGIOTHKIB, y TOMY YHCTI HoCcHOMILMHY TPOMETAMOITY, MOXKE TIPHU3BECTHU [0
[BUHMKHEHHS acorifioBaHoi 3 aHTH6ioTHKOM fiapei. CTymiHb TSKKOCTi MOKe BapiloBaTHCS Bif JIeTKOI
miapei o KOJIiTY 3 JIeTabHUM HaCTinKOM. BUHUKHEHHS TSXKKOI, CTilikoi Ta/abo KpoB’siHOI miapei mix gac
6o micns (y ToMy 4mciti yepes KinbKa THKHIB) 3aKiHYeHHS JTiKyBaHHS aHTUOIOTUKAMU MOXKeE SBJISATU
co6oto cumnToM giapei, BuknukaHoi Clostridium difficile (CDAD). ToMy He0oOXigHO BpaXOByBaTH
BiporigHicTb 11b0T0 AiarHo3y y nalieHTiB Ipy BUHUKHEHHI CUIIbHOI fiapel mif yac abo micns mpuiiomy
bocdomirmuy TpomMeTamony. Y pa3si migo3pu abo migTBepAKEeHHS NiarHo3y HeoOXiIHO HeraiHo MoYaTu
[BinmoBinHe niKyBaHHS. B maHOMY BHIanKy mperapaT, o iHTiGY0Th MePUCTANBTUKY, IIPOTHIIOKA3aHi.
HupkoBa HemocTaTHICTh: KOHLEHTPalis GochoMiliuHy B cedi 3anuuIaeTbCs TepaneBTUYHO eheKTUBHOIO
mpoTaroM 48 roguH, SKIIO KIipeHC KpeaTuHiHy Buie 10 M1/XB.

Docdoparn MiCTUTH caxapo3y. XBOPUM Ha IYKPOBUi fiabeT Ta TUM, KOMYy HOTPiGHO JOTPHMYBATHUCh
nietu, ciip BpaxoByBaty, o B 1 maketi ®ocdopany mictutses 2,213 r caxaposu. ®ocdopan He ciig
3aCTOCOBYBATH MallieHTaM 3 HEIIEPeHOCUMICTIO (pPYKTO3H, IIII0K030-TalaKTO3HUM ManbabcopOuinaum
curnpoMoM abo medinuToM caxapo3u-i3oMasnbTasy.

3acmocyeaHHs y nepiod sazimHocmi abo 200ye8aHHsA 2pydoro.

BazimHicmb

3acToCyBaHHS Pa30BHX A03 [JIs TiKyBaHHS iH(EKIill Ce40BUBITHUX MUISAXIB ¥ BaTiTHUX XKIiHOK He
BBAXKAETHCS [OLIIbHIM.

[locmifXKeHHs HAa TBApHHAX He BUSIBUIIM NPIMOi a60 HeIpsIMoi TOKCHYHOCTI, 110 BIUIMBA€E Ha BariTHICTS,
eMOpioHaNbHUYN PO3BUTOK, PO3BUTOK IIOAA Ta/ab0 MOCTHATANIbHUM PO3BUTOK.

€ e o6MexkeHi faHi mpo Ge3meky 3acTocyBaHHs GochoMilHy BariTHUMHU XiHkamu. Lli maHi He
[BKa3yI0Th Ha PO3BUTOK BPOIKEHUX Baf a00 (eTanbHOi/HEOHATANBHOI TOKCHYHOCTI ochominuny.

Y mepiof BariTHOCTI 3aCTOCYBaHHS JIIKAPCHKOTO 3aC00y MOXKIIUBE Y Pa3i He0OXiIHOCTI, KONK O4iKyBaHMiA
edeKT Teparii 1 BariTHOI IepeBHUITy€e MOTEHUINHUN PU3KUK AJIS IUIOAA.

C00y8aHHA 2pyd0to

Docdopan BULINIIETECS y TPYAHE MOJIOKO HaBiTh IIiC/IS IPUHOMY pPa30Boi Bo3u. B mepion romyBaHHS
rPYOOI0 3aCTOCYBAHHS IIPenapary CIIif IPUIHHUTH.

30amHuicmb enausamu Ha weudKicmb peakuii npu kepyeaHHi asmompaxHcnopmom abo iHwumu
exaHizmamu.

Docdoparn Moke BUKIHKATH 3allaMOPOYEHHs], [0 MOXKe BIUIMHYTH Ha 3[aTHICTh KePyBaTH

TpaHCIIOPTHUMY 3aco0amMu abo 3[aTHICTh IpaloBaTH 3 MeXaHi3MaMHu.




ICnoci6 3acmocyeanHs ma do3u.

Docdoparn 3aCTOCOBYBaTH BHYTPINIHEO HaTIE, 6akaHO IIepesl CHOM IIiCJIs BUIIOPOKHEHHS CEY0BOI0
Mixypa. BmicT makeTa po34uHUTH B 1 CK/ISHII BOAH i Bigpa3y K BUNUTU NPUTOTOBAHUM PO3YUH.
OmHOYaCHUE MPUHOM iXi YIOBIIbHIOE BCMOKTYBaHHS hocdoMmitmHy. ToMy 6akaHO 3aCTOCOBYBATH
mperapaT HaTiie abo yepes3 2-3 FONUHM Micysd iou.

UTikapchKuii 3aci6 B maHOMY [03yBaHHi (3 T') 3aCTOCOBYIOTh 3a IIOKA3aHHSMHU ITAIliEHTaM 3 Macoo Tila Bif
50 KT.

VIiKysaHHA

MopocnuM i mifmiTkaM 3 Macoro Tina Bifg 50 kr no 1 makery ®ocdopany 3 r 1 pa3 Ha go06y.
ITpoghinakmuka

TopocnuM 3 Macoro Tina Big 50 xr no 1 makety ®ocdopany 3 r 3a 3 rogunu [0 i yepe3 24 roguHu micns
BTpyYaHHS.

Timu.

IMo2K/MBe 3aCTOCYBaHHS M7 JIIKyBaHHS TOCTPUX HeyCKIafHeHNX iHpeKIill HUXKHIX Ce4OBUBITHUX
IsXiB y miBYaT BiKOM Bim 12 poKiB.

HeMae gocTaTHIX maHUX IIOA0 3aCTOCYBAHHS IIpenapaTy 3 TepaneBTHYHOI0 MEeTOI0 XJIONISIM BiKOM Biff
12 pokiB, fK i OCTATHIX DaHUX IIOJO 3aCTOCYBaHHS Npenapary 3 NpodiTakTHYHOI MEeTOH K
XJTOTTYMKAM, TakK i miByaTam.

Ilepedo3yeaHHs.
[TaHi Ipo mepeno3yBaHHs GochoMInUHy IPU IepopaIbHOMY Coco6i 3aCTOCYBaHHS 06MeKeHi.

ICumnmomu: BecTUOYJISIPHI OPYILIEHHS, IOTipIIEHHS CIyXy, MeTaleBUi IPACMaK y POTi i 3aransHe
BHIKEHHSI CMaKOBOT'O CIPHUUHATTS.

Bunanky rinoTensii, TAXKKOI COHIMBOCTI, €IEKTPOJITHI MOPYIEeHHs, TPOMOOIUTOIEHIs, @ TAKOXK
rimonpoTpoM6ineMist 6yu 3apeecTpoBaHi IpU TapeHTepanbHOMY BBefeHHI GpochominuHy.
UTikyeaHHA: CAMIITOMaTHYHa 1 MiATpUMyBabHa Teparis. PeKoMeHAy€eThCs BXKUTH 6arato pinuHu s
30inbIIeHHS Aiypesy.

[100iuHi peakuii.

[lo HartyacTimux MOoGIYHUX peakiliil IPK OTHOPa30BOMY IpHioMi GochOMIIIMHY TPOMETAMOIy HalleKaTh
mopyIIeHHs! po6OTH IITyHKOBO-KHUIIKOBOT'O TPAKTY, B OCHOBHOMY fiapes. Lli siBuma Hariyacrinte
HeTpUBaJli | IPOXOAATh CaMOCTINHO.

JacToTa no6iyHUX eeKTiB BU3HAYAETHCS TAKUM YHHOM:

nyxe gacTo (> 1/10);

lyacTo (> 1/100 - <1/10);

HeyacTo (> 1/1000 - <1/100);

pinko (> 1/10000 - <1/1000);

Imyxe pigko (<1/100000);

HeBiqoOMO (He MOXXHa BU3HAYUTH 3a HASIBHUMHU NAHUMH).

Y K0KHill acTOTHiN rpymi no6ivHi peakuii 3a3HavyeHi y TOPSAKY 3MEHIIEHHS X TSXKKOCTI.

Tabauys 1

ITo6iuni peakuii Ta YacToTa iXx PO3BUTKY

AaCH CHCTEM OpraHis

JacTo Heuyacto Pinko HeBigomo
IH(ekuii ma iHeasii BynbBoBarigir
3 60Ky imMyHHOI cucmemu IAHadinakTHYHi
peaxiiii, BKIIIoYaoyu|
aHadimakTHYHUK
10K,
rinep4yTIMBICTE
3 60Ky Hepsosoi cucmemu ConoBHui 6ink, [[TapecTesis
3araMOpOoYeHHS
3 60Ky cepueso-cyOuHHOT Taxikapmist IApTepianbHa
cucmemu TinoTeHsis
3 60Ky duxaavHoi IAcTMa
cucmemu, opeaHia epyoHoi
Kaimku i cepe0ocminHsA
3 60Ky mpagHoi cucmemu [iapest, Hy£oTa, |Binb y IAcorifioBaHUY 3
[po3nanu KHUBOTI, AHTHOIOTHKOM
TpaBIIEHHS 0/1I0BaHHS [kosiT
3 60Ky wkipu i Bucur, AHTiOHEBPOTUYHUI
niowkipHux [KpomuB'sHKa, HaOPSK
mxaHuH cBEP6iK
ICucmeMHi NOpyweHHs Broma

TepMiH IPUAATHOCTI. 3 POKH.

VYMoBHM 30epiranns. 36epiraTu B OpuUriHasbHiM yIaKoBIi Ipyu TemnepaTypi He Buiie 30 °C.

YnakoBKa. I1o 8 r y nakeTi; o 1 nakeTy y KapTOHHI} maviii.

[KaTeropis Bigmycky. 3a penenTtom.

BHpOOHHK.
UTabiana ®apmackioTikainc, C.JLY.




ice3HaxomMKeHHsI BUPOOHHKA Ta HOro agpeca MiCus NPOBaiKeHHsI Tisi/TbHOCTI.
K/KazanoBa, 27-31, Kyp6epa-na Jlo6parat, 08757, Bapcenona, Icnanis.




