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Moznosti lecby
— Kolistin
— Fosfomycin

— Cefiderokol

— Ceftazidim-avibaktam

— Imipenem-cilastatin-relebaktam
— Meropenem-vaborbaktam

— Aztreonam-avibaktam

— Ceftolozan-tazobaktam
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— Prodlouzené a kontinualni infuze,
predevsim u B-laktamovych ATB

— Nasycovaci davka
— TDM

— Kombinace



Fosfomycin "~

— Miniaturni molekula — MW 138 Da

— Strukturalni analog fosfoenolpyruvatu — blokada syntézy peptidoglykanu

— G+ vCetné MRSA, fada G- (ESCO, KL spp., Enterobacter spp.) v€etné ESBL, CRE
— p.o. fosfomycin-trometamol (F = 50 %), i.v. fosfomycin disodny

— Vysoky obsah sodiku — 320 mg Na/1 g fosfomycinu (pfi 16—24 g den 5,1-7,6 g Na)
— fedéni do G5%, ac€ stabilita i ve FR
— hyperNa, hypoK

— Témér vyhradni exkrece glomerularni filtraci

— bez redukce 1. davky; dale dle CLCr: 31-40 ml/min 30% redukce, 21-30 ml/min 40%, 11-20 ml/min
60%, <10 ml/min 80% redukce
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Cefiderokol

— Baktericidni cefalosporin, siderofor
— Cefepim-like, ceftazidim-like
— Specificky transport (poriny, effluxni pumpy)

— Stabilita vaci KPC, AmpC, ESBL+, OXA, NDM,
VIM, IMP

— Nizky AmpC induktor

— Terapeuticky nastroj — = “KAPE (CRKP,

CRAB, CRPA, CRE-OXa48, CRE-EMBL),

STMA
— UTI, HAP, BSI

_ Registrovan 2019 FDA (UTI, VAP/HAP), 2020
EMA (DTI-GNB)
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Cefiderokol — outcome léchy

Podet .. ... . C o . Délka . All-
Autor Design ucast Nejcastejsi  Predchozi  Predchozi (median) Eradikace Clinical cause Rekurence AE, AMR
o o patogen ATB ATB . .
niku kombinace mortality
Falcone observacni,
.o i 34 %
etal,  retrospektvni, CRAB 8 dni 82,6 % 17,4%  AE2,1%
kohortova, 68,1% (D30)
(2022) oy
monocentricka
. P 85 % 35,4%
Giannell observacni COL, MER y
L - ! ' i 53,1 % 10,2 %
aetal. retrospektivni, 147 ACBA 1-238% 415 1Az, 10dni (D14) AE 4,8 %
(2023) Kohortovd 2-32,7% AMS 66,7 % (D14) 55,1 % (*D10)
23-28,5% (D28)
. . 64,3 %
Karulli observacni MER, TAZ
L ! ' i 77,8% 39,3 % AE 3,5 %
etal. retrospektivni, 28 ACBA 92,8 % COL, ZAV, 2110;2; (pouze 18) ég?}:; (dx) ’ NA (cDI)
(2023)  monocentricka TIG, AMI ! P
(D14)
Piccica retrospektivni, .
etal. multicentricka, 189 ACBA 5121 gg; 48,9 % 3;![3;:01’" (.‘%?1)
(2023) kohortové ' -
—_— Karbape- 9,4 %
Clancy retrospektivni, .
. . 64,8 %
etal.  multicentricka 244 PSAE 47,1 % nemy, 12 dni (D14) 9,4 % AE 2%
(2024) (PROVE) PNC+BLI, 70,1 % (EOT) 18,4 %
ZAVI (D30)
37,7 % 17,.5%
S‘;‘;’Z%es retrospektivni, 114 BSAE 10 dni 5?[;233% (D28) (D28) AMR 24,2
(2025) multicentricka (1S) 50,9 % ( ) 52,2 % 9,8% %
(D90) (D90)
Torre- observacni, 81,2 %
Cisneros retrospektivni, 261 PSAE 1-25,5% COL, ZAVI, 10 dni 80,5% 21,5% AE2.2%
etal.  multicentricka (ACBAex) 2-29,2% MER 34,9 % (EOT) (D28) »
(2025) (PERSEUS) =3-45,3%
Augello observacni, 87.9%
retrospektivni, 1-33,1% 10 dni 29,3 %
;Bg;) multicentricka 250 ACBA 2-31,8% 56,1% (D30) AE2,1%
(CEFI-BAC) =23-23,1%
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Srovnatelnost s registracnimi
studiemi

Uginnost linie dle 1&é&by/
rezistence k ni, imunokompe-
tence, mista infekce, patogena

Vysoka mira bezpecnosti (vs.
alternativni 1éCiva)

Vysoka mira pfedléCenosti (vs.
empiricka terapie)

Kombinace vs. monoterapie

FNUSA MUN I
7 ICRC MED

WEZINARODNI CENTRUM KLINICKEHO WWZKUMU



Cefiderokol

— ARC: SmPC dle CG 2 g a 6 hod/3 hod

— CRRT:

PK model dle QE, z registraénich studii (9 pacientt) (Wenzler et al,

2021)

Effluent flow <2 L/h
Effluent flow 2,1-3 L/h
Effluent flow 3,1—4 L/h
Effluent flow >4 L/h
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1,5 g IV a 12 hodin/3 hodiny
2,0 g IV a 12 hodin/3 hodiny
1,5 g IV a 8 hodin / 3 hodiny
2,0 g IV a 8 hodin / 3 hodiny

Clinical Trial > Antimicrob Agents Chemother. 2018 Jan 25;62(2):e01391-17.
doi: 10.1128/AAC.01391-17. Print 2018 Feb.

Population Pharmacokinetic Analysis of Cefiderocol,
a Parenteral Siderophore Cephalosporin, in Healthy
Subjects, Subjects with Various Degrees of Renal
Function, and Patients with Complicated Urinary
Tract Infection or Acute Uncomplicated
Pyelonephritis

Nao Kawaguchi ', Takayuki Katsube 2, Roger Echols 2, Toshihiro Wajima



Cefiderokol — RRT

Poéet

Clinical

Autor Design Y . . ECMO RRT Patogen Davka/den PK/PD Delka Eradikace Outcome
téastnika cure
0 CRRT MDR PSAE 2g 7 dni ano ano preklad
Konig prospektivni, 0 CRRT MDR PSAE Jgizg 14 dni ano ne zemiela
o 100 % fT> . N
etal. monocentricka, 5 1 MDR ACBA Gg amg/L 9 dni ano ne zemiel
(2021) farmakokineticka 0 CRRT VIM PSAE 6g/3g 6 dni NA (R) MNA zemiel
1 CRRT CRE ACBA 6g 6 dni MA MNA zemfel
Gatti
o 4 CVVHDF 6g(11) fCum/MIC median a 31%
{;::1311': retrospektivni 13 (1s) (1) XDRACBA 454120 3/5/5/0 10 dni 46% NA mortalita
Kobic et al. CVVHDF 100 % fT=
t 1 MDR PSAE 6 14 dni NA
(2021) caserepor (anurie) g 55/31 mg/L ! ano anoe
FT“T“ . 1 . CVVHDF STMA, . 100 % T> Thdni ol
{3031.: case repor (anurie) ESBLESCO g 16 mg/L ni ano ano zemie
. CWVH Gg 100 % fT=> ano ano zemfel
Pinna et al. i . X
(2022) case series 3 0 (res diu DTR ACBA Gg 24/6/15 MNA ano ano zotaveni
ID1,1D 2) Gg mg/L ano ano preklad
Kobic et al. CVVHDF dg=> 100 % fT> )
t 1 0 XDR ACBA ad CC
(2022) case repor (anurie) 6g 16 ma/L ni ano ano
Prinz et al. . - OXA-48, 6g= 100 % fT> 33 %
b 5] ] CRRT NA MNA MNA
(2023) observacni NMDKLPN  6g cont. 8 mg/L mortalita
Mohlmann 7 dni (kvili
CVVH Gg- 100 % fT=
etal. case report 1 0 (anurie) MDR PSAE 4 font 1319 mg/L dostup- MNA MNA zemiela
(2023) g ) nosti)
CVVHDF median fC.. .
Gatti et al. LD2g, MD : d 3x
?2['];3;' case series 5 0 (resdiu  CRACBA - & % esmgL T T O NA NA
415) goomt  (100%m)
Marin-
Cerezuela observaéni 4 1 100 % fT=>
' 10 MDR 6 10 dni MA MNA NA
etal. prospektivni (1) (<1 CRRT) g 4 =MIC m
(2024)
Fouadetal ~Mmulticentrickd, 38 100 % fT>
(2024) oteviend, 14 0 CVVHDF NA (36 %ag ) 8 mg/L NA MA MNA NA
farmakokineticka &
Schmidt
PIKRT MDOR Gg + <4 =MIC zemfel
etal case reports 2 0 PIKRT CR PSAE 3g v <1 xMIC NA NA NA zemiel

(2026)
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Cefiderokol - ECMO

Autor Design  PoCet ' £cMO RRT  Patogen  Davka/den  PK/PD Délka  Eradikace oM Gutcome
ucastniku cure

0 1 MDR PSAE 2g 7 dni ano ano preklad
Konig prospektivni, 0 1 MDR PSAE 3g/2¢g 100 % fT>4 14 dni ano ne zemfela
et al. monocentricka, 5 1 1 MDR ACBA 6g /L 9 dni ano ne zemrel
(2021) farmakokineticka 0 1 VIM PSAE 6g/3¢g & 6 dni NA (R) NA zemrel

1 1 CRE ACBA 6g 6 dni NA NA zemfel
Gatti 4 2 2%131? ' fCun/MIC median 31%

_— MIN 0 0

et al. retrospektivni 13 (15) (1) XDR ACBA 15848h 3/5/5 10 dni 46 % mortalita
(2021) )

Riera et al. , 100 % fT>4 , preklad,
(2023) case report 1 1 0 PSAE 2gagh <MIC 14 dni NA NA propustén
Marin-

Cerezuela observacni, 4 1 . 100 % fT>4 .
ot al. orospektivn 10 13) () MDR 2gas8h AMIC 10 dni NA NA NA
(2024)

— typicky 2 g a 8 hod., resp. 1,5 g a 8 hod.
— predpoklady adsorpce: adsorpce: logP -2,2, PB 40-60 %, V 13—-26 |
— ex vivo data nepotvrzuji vyznamné zmény koncentraci (Berry AV et
al., 2023, Booke H et al., 2024)
— klinicka data bez rozdilu ECMO vs. non-ECMO (standardni davkovani)
v FNUSA ||
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Prodlouzené a kontinualni infuze

— PK/PD parametry:
— Cyax/MIC (fcyas/MIC)
_ AUC/MIC (fAUC/MIC)
— T>wic (FT>yic)

— Nasycovaci davka
— Stabilita, kompatibilita
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TDM antibiotik v intenzivni medicineée

— Optimalizace, individualizace |éCby (koncentrace I€Civa, vztah k odpovédi, toxicité)

— PK/PD parametry:

— zdroj, reprezentativnost pro cilovou populaci vs. validace
— steady-state, variabilita a zkresleni PK'i PD
— dostupnost, vhodnost populacniho PK modelu (ev. PK sampling, korelace)

— Hodnoceni:

— PTA
— Mikrobiologicka eradikace, klinicky outcome, pokles mortality, prevalence nezadoucich ucinku

— Rezistence, délka hospitalizace, organova dysfunkce

FARMAKOKINETIKA " . o e . .1
cilova L cilova L terapeuticky N klinicky
/ tkan * struktura |y nucinek outcome
davka T T T | plazmaticka A
‘s — absorpce —* \
1éciva - _ koncentrace S e, \ o, S
\ necilova :__.,: necilova :_:1' nezadouci :—r: toxicita !
tkan T struktura | uéinek o 1é¢iva !
metabolismus a
exkrece lé¢iva FARMAKODYNAMIKA IVI
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TDM antibiotik v intenzivni medicineée

Potvrzeny benefit Potencialni benefit

— B-laktamova antibiotika (meropenem,

— Vankomycin
piperacilin-tazobaktam, ceftazidim)

. .
— Aminoglykosidy
. .

_ I I n eZOI I d Randomized Controlled Trial > Intensive Care Med. 2014 Mar;40(3):380-7.

doi: 10.1007/500134-013-3187-2. Epub 2013 Dec 20

Therapeutic drug monitoring-based dose
optimisation of piperacillin and meropenem: a
randomised controlled trial

Randomized Controlled Trial > J Antimicrob Chemother. 2015 Aug;70(8):2369-75

doi: 10.1093/jac/dkv123. Epub 2015 May 7

Jan J De Waele 1, S Carrette, M Carlier, V Stove, J Boelens, G Claeys, | Leroux-Roels, E Hoste,

Can therapeutic drug monitoring optimize exposure
P Depuydt, J Decruyenaere, A G Verstraete

to piperacillin in febrile neutropenic patients with
haematological malignancies? A randomized
Controlled trlal Randomized Controlled Trial > Intensive Care Med. 2022 Mar;48(3):311-321

2 - doi: 10.1007/s00134-021-06609-6. Epub 2022 Feb
Fekade Bruck Sime ', Michael S Roberts 2, Ing Soo Tiong #, Julia H Gardner 4, Sheila Lehman 4, doi: 10.1007/500134-021-06609-6. Epub 2022 Feb 1

Sandra L Peake , Uwe Hahn #, Morgyn S Warner 6 Jason A Roberts 7 . . .
Effect of therapeutic drug monitoring-based dose

optimization of piperacillin/tazobactam on sepsis-

related organ dysfunction in patients with sepsis: a

randomized controlled trial

Stefan Hagel ' 2, Friedhelm Bach 2, Thorsten Brenner 4 *, Hendrik Bracht ©

Alexander Brinkmann 7, Thorsten Annecke 8 2, Andreas Hohn & 10, Markus Weigand °
Guido Michels ', Stefan Kluge 12, Axel Nierhaus 2, Dominik Jarczak 12, Christina Kénig 12
Dirk Weismann '3, Otto Frey ', Dominic Witzke 3, Carsten Miiller >, Michael Bauer 1©
20 21 22

Michael Kiehntopf 17, Sophie Neugebauer '® 17, Thomas Lehmann 12, Jason A Roberts

Mathias W Pletz 23 18; TARGET Trial Investigators

v FNUSA ||l
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Antibioticka lécba v ére multirezistence

— Zpresneni profilu novych i staronovych antibiotik
— Zpusoby podani, davkovani

— Antibiotic stewardship

— Validace PK/PD, TDM via klinicky outcome

Dékuji za pozornost

) FNUSA
12 CSARIM, Brno, 17.9.2026
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