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Situation n® 1

* Homme, 72 ans

e 79 kg, IMC 27

e CKD fluctuant autour de 70 mL/min/1.73m?
 Changement PTG, ISO précoce a S. epidermidis
 Lavage puis Tazo+Liné puis Daptomycine — linézolide
* Mauvaise évolution —=2,reprise chir.

e Tazo + liné, relai Ceftazidime + |évofloxacine
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e Bactério:
Klebsiella oxytoca

S. epidermidis (CMI<0,12mg/L) et Acinetobacter pitti (CMI 0,25 mg/L)

* Traitement lévofloxacine ;
H3Cﬁ"‘/\0 I/\N,CH3
Quelle posologie auriez-vous choisie ? m
HO
O @]
Rappel :
* 72 ans

 CKD ~70 mL/min/1.73m?
e Poids 79 kg, IMC 27

(1500 mg/j (1750 mg/j (1 500 mgx2/j
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D’apres notre expérience...

- 238 patients, AUC en 3 points, PK-pop

- Quelle posologie pour atteinte des cibles:

PK-PD = AUC/CMI>125, pour une CMI = 0,5 mg/L - AUC > 62,5 pg.h/mL
AUC<150 pg.h/mL, sans preuve d’'une meilleure efficacité au-dela

- distribution des doses « idéales » selon sexe, DFG, poids 70kg ou poids médian
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D’apres notre expérience...

Cibles:
PK-PD = AUC/CMI>125, pour une CMI = 0,5 mg/L = AUC > 62,5 pg.h/mL
AUC<150 pg.h/mL, sans preuve d’'une meilleure efficacité au-dela.

Dose to reach the AUC regarding eGFR

if BW > 70kg n=146)
H =

30-60 mL/min  60-9YML/min  90-120 mL/min  >120 mL/min
n=23 n=37 n=7/6 n=10
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D’apres notre expérience...

Cibles:
PK-PD = AUC/CMI>125, pour une CMI <£0,5 mg/L - AUC > 62,5 pg.h/mL
AUC<150 pg.h/mL, sans preuve d’'une meilleure efficacité au-dela.

Dose to reach the AUC regarding eGFR
if BW > 70kg (n 146)

100 .
Dose to reach the AUC regarding eGFR
80 .
in MEN (n=140)
60
100
u - /‘C .
\ L N
30-60 mL/min  60-9YML/min  90-120 mL/min  >120 mL/min 50
n=23 n=37 n=7/6 n=10
. H

30-60 mL/min 600 nfA/min 90-120 mL/min >120 mL/min
n=22 <33 n=70 n=14

I I [ ]
250 mg 500mg 750mg 1000 mg

lcmoeo



* Posologie recue: 750 mg/j

* Suivi thérapeutique a J10:

F  AUC ofloxacine

Ofloxacine T0 a 8h 42 pg.mil
Ofloxacine T1a 9h 106 pg. Sl
Ofloxacine T2 a 11h 13.8 Pl

AUCD-24h ofloxacine 208.0 g h/mL

* Cible PK-PD: AUC/CMI >100 pour les Gram+ -2 ici=1733 (CMI 0,12)
AUC/CMI >125 pour les Gram- -2 ici= 832 (CMI 0,25)
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* Diminution posologie a 500 mg/]

ALC ofloxacine
Cfloxacine TO a 09h20
Cfloxacine T1 a 10h26
COfloxacine T2 a 11h25
AUCT-24h ofloxacine
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Situation n® 2

* Homme, 28 ans

* AVP moto, amputation transfémorale bilatérale.
* 62 kg

e CKD ~150 mL/min/1,73m?

* |SO précoce des 2 moignons
e P. geruginosa, E. cloacae cephalosporinase hyperproduite, K. pneumoniae
* Tazocilline, puis cefepime + métronidazole + |évofloxacine

Quelle posologie de levofloxacine ?

1500 mg/j 1750 mg/j [1500mg x2/]
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Dose to reach the AUC regarding eGFR

if BW < 70kg (n=82) / :

30-60 mL/min 60-90 mL/min 90-120 mL/min >Y20 m¥/min

n=12
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I I
250 mg 500 mg

D’apres notre expérience...

Dose to reach the AUC regarding eGFR
in MEN (n=140)
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/750 mg

30-60 mL/min 60-90 mL/min 90-120 mL/min >X20 mpA/min

n=22

[ ]
1000 mg

n=33

n=70

n=14




* Choix 500 mg x2/]

\
() A l ' C a J 4 . Bayesian estimation of oral ofloxacin and levofloxacin pharmacokinetic parameters in osteoarticular infections
L]

AUC ofloxacine
Ofloxacine T0 a 0.5 pg/ml
Ofloxacine T1 a 29 pg/ml
Ofloxacine T2 3 P/l | —_—
ALICT-24h ofloxacine 41 8 pg hs/mL - - _ _ L

Time (hr)

e concentration (mg/L)

Predicted levofloxacin
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* Choix 500 mg x2/]

Levoshiny

[ ) A U C é J 4 : Bayesian estimation of oral ofloxacin and levofloxacin pharmacokinetic parameters in osteoarticular infections
ALIC ofloxacine
Cfloxacine TO a 0.5 P/l
Cfloxacine T1 3 29 pig./ml 1
floxacine T2 & pg./ml :
ALCO-24h ofloxacine 418 pg hs/mL

CMI non connues au moment de 'AUC = augmentation a 750 mg x2/j

P. aeruginosa ECOFF 2 mg/L
E. cloacae ECOFF 0,125 mg/L
K. pneumoniae ECOFF 0,25 mg/L

CENTRES DE REFERENCE
CTIONS OSTEO-ARTICULAIRES

POUR LES INFE 3
. DU GRAND QUEST




* Choix 500 mg x2/]

Levoshiny

N . Bayesian estimation of oral ofloxacin and levofloxacin pharmacokinetic parameters in osteoarticular infections
« AUC 3 J4: ,
AUC ofloxacine
Cfloxacine TO a 0.5 P/l
Mfloxacine T1 3 259 pg./ml i
Ofloxacine T2 a g/l i
ALUCO-24h ofloxacine 418 pg hs/mL

CMI non connues au moment de ’AUC - augmentation a 750 mg x2/j

P. aeruginosa ECOFF 2 mg/L
E. cloacae ECOFF 0,125 mg/L

. AUC ofloxacine
K. pneumoniae ECOFF 0,25 mg/L Ofioxacine T0 & 10h20 20 /i
Cfloxacine T1a 11h30 10,3 pg.ml
P. aeruginosa CMI 0,38 mg/L = AUC/CMI = 110 Seere 128 T &D E":f.'mL
E. cloacae CMI 0,25 mg/L = AUC/CMI = 167 N ' ' h
I K. pneumoniae CMI 0,094 mg/L
/\_/—\/
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Situation n°3

* Femme, 63 ans

 Poids 60 kg

e CKD ~110 mL/min

* Reprise PTH en 2 temps

* 1*" temps : tazo+linézolide, relai rifampicine + levofloxacine
* Bactério: S. capitis (CMI = 0,5 mg/L)

Quelle posologie de levofloxacine ?

1500 mg/]j 1750 mg/j [1500mg x2/j
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Dose to reach the AUC regarding eGFR
if BW < 70kgA{n=82)

100
80
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40

20

Dose to reach the AUC regarding eGFR

0 | | in WOMEN (n=8
100
80
] ] ] ] 60
250 mg 500mg 750mg 1000 mg 40
20
0

30-60 mL/min 60-90 mL/min 9020 n/A/min >120 mL/min
n=13 n=22 =49 n=5

d
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Dose to reach the AUC regarding eGFR
if BW < 70kgA{n=82)

100
80
60
40
20

0

Dose to reach the AUC regarding eGFR

| in WOMEN ( :8-82
n=18 100

n=12 n=18
80
I I | 60
250 mg 500mg 7/750mg 1000 mg 40
. 20
- 500 mg /j
0
AUC ofloxacine 30-60 mL/min 60-90 mL/min 9020
Ofloxacine TO a 10008 0.4 pg/mil n=13 n=22
Ofloxacine T1a 11h18 50 pag./ml

~ Ofloxacine T2 a 13h08 pg./ml
rmeweae  ALIC0-24h ofloxacine 636 pg h/mL

R|OGO > AUC/CMI = 127.2




AUCO0-24h

Etude rétrospective, CHU de Rennes 600-
500~ LA
25400- o,
. < 3001 oo
228 patients: 90 femmes, 138 hommes S oo I XX
@) I ] I
Parameter Value 2
median [min-max]

Age (years) 68 [18-98]
Bodyweight (kg) 79 [33-172] Concentrations
CKD (mL/min/1.73m?) 94 [30-155] ig .o
Oral dose (mg/day) 750 [250-1000] ~ 29 : Peagde
= o®
AUC < 62.5 mg.h/L (cmi=05) 14 % 20 L
AUC > 150 mg.h/L 21 % £ 8 2.
S 6 e g0 o.....o
Atteinte de la cible AUC/CMImes 91% 41 T e
2.
0.-..*.. .
o“;\o d&;»

d
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Distribution of AUCO0-24h in patients
with or without adverse drug reaction

600+ Distribution of Cmin in patients
with or without adverse drug reaction
- -p=0.73 "
= 20- o : :
o 400- e p=0.49 Distribution of Cmax in patients
E * . with or without adverse drug reaction
= * 154
~ vas = 251 _
2 \C/ 10- [ see’ 20- [ ]
£ -
L = 5, ] S
WITH WITHOUT %’ 0
0 . seeacfasas 5
. —
54 ves’
B \ith adverse drug reaction WITH WITHOUT g
[ ] Without adverse drug reaction 0 .

Data = median [10-90 percentile] WITH W|T|:|OUT

[Pas de difference significative}




Que dit la litterature ?

» Antibiotics (Basel). 2020 Jul 10;9(7):401. doi: 10.3390/antibiotics9070401 & > Biomed Pharmacother. 2021 Oct:-142:112053. doi: 10.1016/j.biopha.2021.112053
Epub 2021 Aug 19.

Influence of Renal Function and Age on the Pharmacokinetics of . .
Levofloxacin in Patients with Bone and Joint Infections Development of a dOSlng_adJUStment tool for
fluoroquinolones in osteoarticular infections: The

Fluo-pop study

Gauthier Eloy !, David Lebeaux 23, Manon Launay >*, Marie-Paule Fernandez-Gerlinger %3, Eliane Billaud

- Age and DFG

Florian Lemaitre 1, Fabien Fily 2,Jean—Baptiste Foulquier 3 Matthieu Revest 4, Vincent Jullien 2,

- sexe et DFG

19




Oral levofloxacin: population pharmacokinetics model and
pharmacodynamics study in bone and joint infections

Etienne Canoui?3*, Solen Kerneis?**, Philippe Morand'>", Maya Enser>®, Rémy Gauzit®>, Luc Eyrolle®®,

J Antimicrob Chemother 2022 Table 4. Proposition of levofloxacin oral dosing regimen to reach in more than 90% the PK/PD target of AUC/MIC =100 according to bacteria MIC
(based on the EUCAST MIC distribution) and renal function (eCleg)

Dose to attain AUC/MIC =100 in 90%

Clinical breakpoint ECOFF
Bacteria irmg/L) (rmgiL) 30-60 mLimin &0-90 mL/min 90-120 mL/min =120 mL/min
Enterobacterales 1 0.25 500 g24h 500 g24h 750 g24h 750 g24h
Pseudomaonas spp. 1 2 750 g24h + MIC+ 500 q12h + MIC+ 500 ql2h+MIC+ 500 glzh+MIC+
TDM® TDM® TDM® TDM®
MIC =025 500 g2é&h 750 q24h 500 q12h 500q12h
MIC =05 500 g2é4h 750 g24h 500 g12h 500 gl2h +TDM
MIC =0.5 750 g24h +TOM 500 gl2h+TDM 500 qlzh+TDM 500 qlzh: PTA
<B0%
Staphylococeus 1 0.5 500 g24h 750 q24h 750 g24h 500 g12h

spp.

- DFG

20




> J Antimicrob Chemother. 2025 Aug 13:dkaf273. doi: 10.1093/jac/dkaf273. Online ahead of print.

A priori optimization of levofloxacin dose regimen
based on a population pharmacokinetics model

Emmanuel Enard 1, Matthieu Gregoire 2 Eric Dailly 2 Ronan Le Floch 2, Karim Lakhal 3,

- aDFG, protéines plasmatiques, surface corporelle




Dose to reach the AUC regarding eGFR
if BW < 70kg (n=82)

100 — Dose to reach the AUC regarding eGFR
80 if BW > 70kg (n=146)
60 B 250 mg g.d 100 ' 3
) - =
40 20
B 500 mgq.d
20
_ :
0 750 mg q.d 20%
30-60 mL/min 60-90 mL/min 90-120 mL/min >120 mL/min 40 0
n=12 n=18 n=34 n=18

30-60 mL/min  60-90 mL/min  90-120 mL/min  >120 mL/min
n=23 n=37 n=/6 n=10




Ce que lI'on peut proposer de cette expérience

Poids Clr 30-60 Clr 60-90 Clr 90-120 Clr>120
mL/min mL/min mL/min mL/min

<70 kg 500 mg g.d 500 mg g.d 750 mg g.d
220 me q.d 500 d 750 d
L STP mg qg. mg q. .
> 70 kg 4+ STP +STP 500 mg b.i.d
AcRioco" .




Dose to reach the AUC regarding eGFR + BW + sex

Distribution of doses regarding BW and eGFR
in WOMEN

100 S

¢ m 250 mgq.d

61
6 81
a4 m 500 mg q.d
4
67
) o I 750 mg q.d

<69.5kg > 69.5kg <69.5kg > 69.5kg <69.5kg > 69.5kg <69.5kg > 69.5kg B 500mghb.id

o

o

o

o

o

Cl<60 CI[60-90] CI[90-120] Cl>120

Distribution of doses regarding BW and eGFR

100

80

60

4

o

2

o

o

in MEN

<85kg > 85kg <85kg > 85kg <85kg > 85kg <85kg > 85kg

Clk60

CI[60-90]

CI[90-120]

Cl>120
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Et j'ajuste selon la CMI
Sexe, poids. DFG-- avec le STP ...

[~ @;’ facile! ——
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Dose to reach the AUC regarding eGFR

= - W 250 mg/]
W 500 mg/]

750 mg/]

l . m 1000 mg/j

30-60 mL/min 60-90 mL/min 90-120 mL/min >120 mL/min
n=35 n=55 n=119 n=19
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