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Lecture interprétative de I'antibiogramme




CASFM : liste standard

Pénicilline G

Céfoxitine

Gentamicine
Erythromycine
Lincosamide
Quinupristine-dalfopristine
Norfloxacine
Fluoroquinolone

Acide fusidique
Cotrimoxazole

Rifampicine



Résistance a la pénicilline

Pénicilline G Sensibilité naturelle de S. aureus aux BL :

CMI moyenne

Pénicilline G 0,008 g/L
Oxacilline 0,25 g/L
Céfalotine 0,25-0,5 g/L
Cefotaxime 2g/L
Imipéneme 0,12-0,25 g/L

Résistance via pénicillinase

- 75% en communautaire

- 90% en hospitalier

Difficulté de mise en évidence +++
gr = AR A

o
20

a) Diametre = 26 mm + bordure floue : souche sensible
b) Diametre = 26 mm + bordure nette : souche résistante



Résistance a la meéticilline

Oxacilline

Pénicilline M résistant a I’hydrolyse par Pase
SAMS

Résistance via modification de cible : géne mecA / PLP2a
SARM

- résistance a I'ensemble des BL (sauf « C5G »)

- Multi-résistance souvent associée

Environ 15% (versus > 30% en 2000)

Principalement hospitalier en France et en Europe (# USA)
- CA-MRSA USA : 60%, USA300, PVL+

- CA-MRSA France : < 5%, ST80 PVL+ surtout



Macrolides — Lincosamides — Synergistines

Efflux Modification de cible
msr erm (MLS;)
inductible constitutif

Quinupristine-dalfopristine Synergistine - Sa Sa

Mécanismes de résistance multiples

1. Modification de cible : géne erm
Constitutif : phénotype « MLS; »
- perte de la synergie des 2 sous-unités de la pristi
Inductible : phénotype « M »
- résistance apparente qu’aux macrolides
- induction possible de type MLS,

2. Efflux : résistance isolée aux macrolides

3. Inactivation : résistance isolée aux lincosamides
Sensibilité apparente de la clindamycine



Lecture interprétative de I'antibiogramme : S. aureus

Vancomycine |
Téicoplanine |

S. aureus : vanco-S = téico-S (généralement ...)
SCN : téico-R / vanco-S possibles (S. epidermidis : 40% (?))



Lecture interprétative de I'antibiogramme : S. aureus

Fluoroquinolone « | » / sensible a « fortes posologies »



Lecture interprétative de I'antibiogramme : S. aureus

Linézolide Résistance exceptionnelle chez S. aureus (0,05%)
Clones épidémiques de SCN +++ (1,4%)



Bactériémie : succes et limites des stratégies actuelles




Patient de 73 ans, autonome a domicile

Diabétique de type 2, HTA, PTG gauche

Admis aux urgences pour fievre depuis 24h

Hémocultures positives en 14h a cocci+ en amas (4 flacons)
Aucun signe de gravité

Quelle antibiothérapie probabiliste débutez-vous ?

céfazoline
daptomycine
oxa/cloxacilline
vancomycine
autre

mooO®mP>



Patient de 73 ans, autonome a domicile

Diabétique de type 2, HTA, PTG gauche

Admis aux urgences pour fievre depuis 24h

Hémocultures positives en 14h a cocci+ en amas (4 flacons)
Aucun signe de gravité

Quelle antibiothérapie probabiliste débutez-vous ? Staphylococcus aureus
, . Oxacilline
A. céfazoline Kanamycine
B. daptomycine Gentamicine
. Erythromycine
C. oxa/cloxacilline Clindamycine
D vancomycine Pristinamycine
) Tétracycline
E. autre Lévofloxacine

Cotrimoxazole
Nitrofurantoine
Rifampicine
Fosfomycine
Acide fusidique
Vancomycine
Daptomycine
Linézolide
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Patient de 73 ans, autonome a domicile

Diabétique de type 2, HTA, PTG gauche

Admis aux urgences pour fievre depuis 24h

Hémocultures positives en 14h a cocci+ en amas (4 flacons)
Aucun signe de gravité

Quelle antibiothérapie probabiliste débutez-vous ? Staphylococcus aureus
] Oxacilline
A. ceftaroline Kanamycine
B. daptomycine Gentamicine
o ) Erythromycine
C. linézolide Clindamycine
D vancomycine Pristinamycine
) Tétracycline
E. autre Lévofloxacine

Cotrimoxazole
Nitrofurantoine
Rifampicine
Fosfomycine
Acide fusidique
Vancomycine
Daptomycine
Linézolide
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Patient de 73 ans, autonome a domicile

Diabétique de type 2, HTA, PTG gauche

Admis aux urgences pour fievre depuis 24h

Hémocultures positives en 14h a cocci+ en amas (4 flacons)
Aucun signe de gravité

Quelle durée de traitement ?

A. 3 jours
B. 5jours
C. 7 jours
D. 10 jours
E. 14 jours

Faites-vous un relais per os ?

A. oui
B. non

Staphylococcus aureus

Oxacilline
Kanamycine
Gentamicine
Erythromycine
Clindamycine
Pristinamycine
Tétracycline
Lévofloxacine
Cotrimoxazole
Nitrofurantoine
Rifampicine
Fosfomycine
Acide fusidique
Vancomycine
Daptomycine
Linézolide

~ ™ nvwunmw

DV uvmuvmuvmuvm unomoungm unmouegonmn
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Bactériémie a staphylocoque : SNAP trial plateform

3
SNAP

The Staphylococcus aureus Network Adaptive Platform
Trial Protocol: New Tools for an Old Foe

Steven Y. C. Tong," Jocelyn Mora,’ Asha C. Bowen,™ Matthew P. Cheng,” Nick Daneman,” Anna L. Goodman,*’ George S. Heriot,' Todd C. Lee,®
Roger J. Lewis,>"™"" David C. Lye,">"*"*"* Robert K. Mahar,""” Julie Marsh,'® Anna McGlothlin,® Zoe McQuilten,"*" Susan C. Morpeth,”
David L. Paterson,” David J. Price,''® Jason A. Roberts, 22" J. Owen Robinson, 252522 Sehastiaan J. van Hal, ™" Genevieve Walls,”' Steve A. Webb,™

Lyn Whiteway,?” Dafna Yahav,™ and Joshua S. Davis™; for the Staphyloceccus aureus Network Adaptive Platform (SNAP) Study Group

: : Domain
i _Silo | Backbone antibiotic | Adjunctive antibiotic
PSSA (Flu)cloxacillin vs
penicillin
MSSA (Flu)cloxacillin vs
| cefazolin | No clindamycin vs
MRSA {Vancomycin/ clindamycin
daptomycin) vs
{Vancomycin/

daptomycin) + cefazolin

Early oral switch

Continued IV vs early
oral switch at either day
7 (uncomplicated
disease) or day 14
[complicated disease)

Cere Induson Critera

* Shmptydoocous aartus comges growe from 31 Bood cultere
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No, of Participants Recrulted

5587

FIRST PATIENT RECRUITED - 17 FEBRUARY 2022

L0

0 e ] : ! '
Feh-22 hl-#7  Dec-2? May-23 Oct-23 0 Mar-21 Aug-24

Registry {0} Flatform

lAn-75 RS Mow-ds

Stp olgey
amesare-t




Bactériémie a staphylocoque méti-S

[ GOLD STANDARD : pénicilline M en IV a forte dose ]

Oxacilline (BRISTOPEN®) ou Cloxacilline (ORBENINE®)
150-200 mg/kg
14 |

Meilleure stabilité (diffuseur) Meilleure profil PK/PD ?
Moins veinotoxique Pas de données SNC
Adaptation rénale moindre




Bactériémie a staphylocoque méti-S

[ GOLD STANDARD : pénicilline M en IV a forte dose ]

Oxacilline (BRISTOPEN®) ou Cloxacilline (ORBENINE®)
150-200 mg/kg
14 |

ALTERNATIVES
Glycopeptides ? Autres béta-lactamines ? Autres ?
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Bactériémie a staphylocoque méti-S

Kevin W. McConeghy,' Susan C. Bleasdale,” and Keith A. Rodvold'?
'Department of Pharmecy Practice, College of Pharmacy, and “Department of Medicine, University of llinois at Chicago

The Empirical Combination of Vancomycin and
a B-Lactam for Staphylococcal Bacteremia

Tahle 1. Summary of Published Studies Evaluating Empirical Therapy for Methicillin-Susceptible Staphylococcus avrens Bacteremia

Study 3ize, Vancomycin vs
Study Year Design Mo, Outcome p-Lactam Result®
Vancomycin therapy vs flactam therapy®
Changetal [19] 2003 Prospective cohort 505 Bactericlogic failure® 19% vs 0% OR, 6.5 (1.0-53)
Khatib et al [20] 2008 Prospective cohort 120 Owverall mortality 27% vs 12% HR, 2.3 (1.1-4.9)
Stryjewskietal (2117 2007 Prospective cohort 123 Treatment failure 31% vs13% OR, 2.51.213)
Lodise et al [B]° 2007 HRetrospective cohort 84  Infection-related mortality  39% vs 11% OR, 6.6 (1.4-29)
kim et al [22] 2008 ARetrospective case-control 27 Infection-related mortality  37% wvs 11% OR, 3.3(1.2-9.5]
Schweizer et al [2 HR, 4.8 2.1-11)f

Chan et al [24] BACTERIEMIE A MSSA TRAITEE PAR VANCOMYCINE
versus BELA-LACTAMINE

Vancomycin tharap
Lodise et al [B]*
Schweizer et al [2

Vancomycin therap
Khatib et al [25]
Lodise etal [6]°

MORTALITE x 3-6

HR, 1.6(1.2-2.2)

M5
HR, 3.2 (1-10}

F=.03
Not reported




Bactériémie a staphylocoque méti-S

Are all beta-lactams similarly effective in the treatment of

methicillin-sensitive Staphylococcus aureus bacteraemia?

Clin Microb Infect 2011
M. Paul'? N. Ierner-Wmercug', O. Talker', Y. Lishtzinsky', B. Lev’, Z. Samra™?, L. Leibovici®® and ). Bishara'?

TABLE 2. Multivariable logistic regression analysis for 30-

day mortality: empirical antibiotic treatment®

OR, 95% CI
n = 54| patients,
Variable® deaths = 202 p-value
Empirical antibiotic treatment }
Oxacillin/cefazolin Reference FACTEURS DE RISQUE
Cefuroxime 1.98 (0.98-4.01) 0.058
Ceftriaxone/cefotaxime 2.24 (1.23-4.08) 0.008 DE MORTALITE :
Beta-lactam-beta-lactamase 2.68 (1.23-5.85) 0.013
Other beta-lactams 0.81 (0.35-1.9) 0.629
Age (per | year increment) 1.04 (1.02-1.06) <0.001 _ ° N
Female sex 1.69 (1.08-2.63) 0.021 C3G injectables
Poor functional capacity (bedridden) 1.73 (1.02-2.93) 0.041 - _
Malignancy 1.89 (1.15-3.09) 0.012 Amox - Ac clav
Shock at onset 5.61 (2.75-11.45) <0.001 - Pipé -
Urea (per | mg/dL increment) 1.01 (1.007-1.016) <0.001 Plpe TaZObaCtam
Albumin (per | mg/dL increment) 0.54 (0.38-0.78) 0.001
Thrombocytes (per | K/uL increment)  0.996 (0.994-0.998) <0.001
Mechanical ventilation Not retained in final model 0.078

Skin/soft tissue source of infection 0.111




Bactériémie a staphylocoque méti-S : C3G or not ?

Effectiveness and Safety of Ceftriaxone Compared to Standard

Antibiotics 2022
of Care for Treatment of Bloodstream Infections Due to
Methicillin-Susceptible Staphylococcus aureus: A Systematic
Review and Meta-Analysis
Yazed Saleh Alsowaida 123+, Gregorio Benitez 2 Khalid Bin Saleh %, Thamer A. Almangour (D,

Fadi Shehadeh 2% and Eleftherios Mylonakis 1,2,#
A. Clinical cure

Cefiriaxone S0C OR Weight
Study Cured Failed Cured Failed with 95% CI (%)
Acute care
Patel et al. (2014) as 7 31 20 —fl}— 3.23[1.20, 8.66] 18.63
Carr et al. (2018) 15 18 27 N —— 0.34[0.13, 090] 18.70
Snawerdt et al. (2019) 15 1 84 7 ———@——125[0.14, 10.91] 895
Mohamed et al. (2020) 75 12 145 16 = B 0.69[0.31, 1.53] 20.65
Barber et al. (2021) 10 10 18 5 L 0.28[0.07, 1.04] 15.20
Heterogeneity: 1 = 0.75, I = 70.39%, H* = 3.38 - 0.75[0.30, 1.91]
Testof 8 = 8: Q(4) = 13.32, p = 0.01
OPAT
Wynn at al. (2005) 12 2 40 0 = 0.06[0.00, 1.37] 5.30
Diamante et al. (2014) 19 4 20 3 —8— 071[0.14, 361] 1256
Heterogeneity: T° = 1.40, I = 46.67%, H* = 1.88  —i— 0.30[ 0.03, 2.98]

Testof 8 =8: Q1) = 1.88, p=0.17

Overall -l 0.65[0.29, 1.45
Heterogeneity: T8 = 0.64, IF = 61.28%, H* = 2.58
Test of 8 = 8: QY6) = 15.79, p= 0.01

) Favors SOC | Favors ceftriaxone
Test of group differences: G, (1) = 0.52, p = 0.47

. T

T T T
17256 1/32 1/4 2



Bactériémie a staphylocoque méti-S : C3G or not ?

Effectiveness and Safety of Ceftriaxone Compared to Standard Antibiotics 2022
of Care for Treatment of Bloodstream Infections Due to

Methicillin-Susceptible Staphylococcus aureus: A Systematic

Review and Meta-Analysis

Yazed Saleh Alsowaida 123+, Gregorio Benitez 2 Khalid Bin Saleh %, Thamer A. Almangour (D,
Fadi Shehadeh 2% and Eleftherios Mylonakis 1.2*

B. Microbiological cure

Ceftriaxone SOC OR Weight
Study Cured Failed Cured Failed with 95% CI (%)
Patel et al. (2014) 40 2 37 14 —l—7.57 [ 1.61, 35.57]) 32.44
Hamad et al. (2020) 139 el 89 6 —— 1.04[0.36, 3.03) 38.37
Barber et al. (2021) 16 4 21 2 L ] 0.38[0.06, 2.35] 29.19
Overall sl 1.48[0.29, 7.51]

Heterogeneity: 12 = 1.50, I? = 73.18%, H? = 3.73
Testof 6, =6:Q(2) =6.83, p=0.03
Testof 6=0:2=0.47,p=0.64

Favors SOC | Favors ceftriaxone

T

1116 1/2 4 32



Bactériémie a staphylocoque méti-S : C3G or not ?

Ceftriaxone and methicillin-susceptible
staphylococcus aureus: a perspective from
pharmacokinetics/pharmacodynamics studies

Joao Paulo Telles, Rodrigo Cuiabano Paes Leme, Michel Leandro Campos,
Carmen lto, Larissa Bail, Keite da Silva Nogueira & Felipe Francisco Tuon

-
o
o
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Bactériémie a staphylocoque méti-S : céfazoline

Cefazolin vs. antistaphylococcal penicillins for the treatment of

L ]
-ﬁa methicillin-susceptible Staphylococcus aureus bacteraemia: a
systematic review and meta-analysis
S N A P Connor Prosty * ", Dean Noutsios ', Todd C. Lee ***, Nick Daneman -, _
\Slapivisssteis oare Joshua S. Davis “*, Nynke G.L Jager 'Y, Nesrin Ghanem-Zoubi ', Anna L. Goodman ",

Achim ]. Kaasch ", llse Kouijzer ', Brendan ]. McMullan *, Emily G. McDonald =™,
Steven Y.C. Tong '™, Sean W.X. Ong *-™ "' on behalf of Staphylococcus aureus
Network Adaptive Platform MSSA/PSSA domain specific working group

Figure 1. 30-Day All-Cause Mortality Figure 2. 80-day All-Cause Mortality
Study or Cetazolin AsP Study or Cetazolin ASP
Subgroup Events Totsl Events Total OR [95% C1] 30-Day All-Catzse Mortaiity Subgroup Events Total Events Total  OR [95% CI] 90-Day Al-Cause Mortality
Fluctaxaciiin J Flucloxaciitin
Davia, 2018 8 792 731 6520 0.93{0.7%: 1.18) Aoynolds, 2027 12 1 W@ nsponAT
Kimmag, 2018 5 ™ 20 131 084035 208 ——p—— Schmidi-Heberau, 2024 1 15 6 56 0.6010.07: 5.36]
Reynids, 202 1.8 ot WA BOnAT x T % Total (96% C1) 2 2770 077(013; 440] ———
Toral (95% CI) 2 ®S 752 6685 0.92(0.73; 1.16) g rotaropaney Ta’ = (1 1F s 01, D= 1 (P a0 1) P e s
Heterogenety Tau' =0, O « 0.1, a1« 2 (P« 0.98), F » 0%
1 Cloxaciilin
Cloxachn ; ; Bal, 2015 21108 78 249 0.88{0.33 1.00) — .
roer ot S I T (o s B, Destrom, 2024 28 98 21 94 1390072 2.67] 4o
Sonpes. 071 A, SO I St Paul, 2011 20 72 o1 281 1.41([0.83; 2.40] 1 -
Vhikone, 2022 1 " 1w S7 020 JU0Y; 2.43) St e
Wilieens, 2022 2 1a 16 57 0.4300.09; 2.13) e
Total (95% C1) 3 18 sv:umt. 158) ——— Totel (80% €3 ® 380 23 68 OSSN 108
Bt e s sl Hotorogonetty: Tau® = 0.2; Ch' = 74, = 3 (P = 0.06); ' = 50.6%
MNafc2%n
Ageo, 2021 1 ® 2 30 0.4810.04; 563 Nacillin
Burroll, 2018 0 M 4 116 030{0.02; 572 Loo, 2018 2 7 24 163 0.15(0.03; 0.65) e~
Flyrt, 2017 4 & 4 8 1200029 500 PUI CU—— Follett, 2016 5 N S 30 038010 1.44] v
Les, 2011 M 4 41 1.00(0.23; 4.30) _— Twilla, 2020 7 151 4 126 1.48[042 5.18] -
Lew, 2018 2 ™ 13163 0.300.07; 1.38) v—pmf e Yetmar, 2023 1 188 0 10 1.53[0.06:27.85)
Shah, 2018 {1 % 6 45 0.190.02; 1.67] e——emret—r Total (95% C1) 25 488 33 329 053[0.17; 1.65]  ———
Yetmun, 2023 4 188 0 10 0.57 j0.03; 11.40) Hatevogereity. Tau® = 0.7, O' = 8.2, & « 3 (P = 010K ¥ « 51.9%
Total (05% CI) 16 482 33 486 0.58(0.28; 1.17) ——
Heterogenety Tau’ « 0. Cof' « 30,01« 6 (P « 0741 « 0% Oxaciien
U, 2014 0 % 1 34 0190001, 4.74)
Oxaciin Yotmar, 2023 1169 0 8 1.24[007:2088)
U, 2014 W, o 1 34 01900.01; 4.74) v Total (95% C1) " 2 T 42 0.53(0.06; 4.62) we————
Yoamar, 2023 4 18 0 8 047007 93 Moturogeneity: Tau" = 0; G = 0.7, dl = | (P » 0.38). F = 0%
Toted (95% CI) 4 27 1 42 0.31[0.03; 2.75) v —
rolregonety Tau" « 0 G w02, 00 = 1 (P 088« 0% ASP
Lecomte, 2021 13 53 45 157 0.81[0.40. 1.65) —
Ate p_— g 2 44 154026 068 Lelevre, 2021 8 10 35 0.67(0.23; 1.94] —_—
MeOane 'J.(‘;U 13 1163 'v; 2004 ulﬁuw.:i' 0] " g pesorgel b Gl o s e u
; y X . Total (85% C1) 252 1254 557 2196 0.74 [0.63; 0.58) >
Totsd (95% CI) 116 1207 309 2048 0.51 [0.47; 0.78] <@ i & ¢
Pologeeaty B e e 01 O o Ba 1 P 0y Fani Hetarogenelty: Tau - 0; =05, o =2(P- 096K - 0%
Total (95% CI) 227 2631 1113 9338 0.73 [0.62; 0.85) @ Tolal (90% CO 350 2007 001 3310 0.0010.8%; 1.06)
Metrogerety: Ta’ = 0. G 2 130, dl« 18 (P = 08 F « 0% Hotorogenaity: Tau' « < 0.1 Ch < 183, a1 « 13 (P« 0.1); F < 20% = Suhh 1T it
I T T L} T L)
01 02 05 1 2 5 1 01 02 05 1 2 5

Favors Celazobn  Favors ASP Favors Celazoln  Favors ASP



Bactériémie a staphylocoque méti-S : céfazoline

Cefazolin vs. antistaphylococcal penicillins for the treatment of

L ]
-ﬁ: methicillin-susceptible Staphylococcus aureus bacteraemia: a
systematic review and meta-analysis
S N A P Connor Prosty * ", Dean Noutsios ', Todd C. Lee ***, Nick Daneman -, _
. Hlapiisssceis Joshua S. Davis “*“, Nynke G.L Jager !0 Nesrin Ghanem-Zoubi '', Anna L. Goodman ",

Achim . Kaasch ", lse Kouijzer ', Brendan J. McMullan ”, Emily G. McDonald “* %,
Steven Y.C. Tong '™, Sean W.X. Ong *-™ "' on behalf of Staphylococcus aureus
Network Adaptive Platform MSSA/PSSA domain specific working group

Figure 3. Treatment-Related Adverse Events

Study or Cefazolin ASP

Subgroup Events Total Events Total OR[95%CI] T Related Adverse Event
Cloxacillin J

Herrera-Hidalgo, 2023 1 57 10 537 0.94[0.12; 7.49)

Mok, 2023 2 10 4 27 144{022; 941) . It

Renaud, 2011 3 1 0 13 8.22(0.38: 176.27) e
Total (95% CI) 6 8 14 577 1.65[0.47; 587] ———tE Ee——

Hotorogoneity: Tau" « 0; Chi’ « 1.4, dl « 2 (P « 0.51): 1" w 0%

Nafcillin

Burrall, 2018 7 4 63 116 017(007, 042] ~—fi}——
Fiynt, 2017 16 €8 50 81 0.19(0.09; 0.39] —f—
Hess, 2023 1 23 25 147 0.02(0.00; 0.16) «—

Miller, 2020 1 5 38 79 002(0.00; 0.18] «—

Monogue, 2018 s 7 14 71 031[0.10; 091 —f—
Shah, 2018 7 35 28 45 015(005; 042 «—
Twilla, 2020 18 151 31 126 0.36(0.19; 0.70) B
Youngster, 2014 14 119 114 2366 0.29(0.16; 054) —J}—
Total (85% CI) 67 ™M 364 1031 0.19[0.12; 0.31] =l

Hoturogenolty: Tau" = 0.2, Chi” w 15, dl = 7 (P = 0.04); I « 532%

Oxacillin
Hess, 2023 1 2385 0 20 026001, 6868 -

U, 2014 2 50 10 34 008[0.02; 041] e——r

Rao, 2015 8 103 2 58 2.36(0.48; 11.50] =

Total (95% CI) 11 307 12 112 0.30 [0.04; 4.22) s ——
Heterogeneity: Tau' « 33, Ch¥ < 88, of w 2(P . 0.01); F = 766%

ASP

Lofovre, 2021 33 38 22 35 390(1.22; 1249] B
Total (95% C1) 116 1052 412 1755 0.33[0.18; 0.63) R

Heterogenaity: Tau® = 1,0; Ch « 53.7, = 13 (P < 0.1); F = 75.8%

L T 1 L l 1
01 02 056 1 2 5 10
Favors Cefazolin  Favors ASP



Bactériémie a staphylocoque méti-S : céfazoline

aureus bacteraemia: a randomised controlled trial within the S. aureus network adaptive platform (SNAP)

S N A P S. Aureus Network Adaptive Platform Trial Group!

University of Melbourne - Melbourne (Australia)

e 'ti&. Cefazolin versus (flu)cloxacillin for the treatment of penicillin-resistant, methicillin-susceptible Staphylococcus
o 0,2
L

Presenting author email: josh.davis@newcastle.edu.au

1341 MSSA bacteremia (92 sites, 8 countries) : 671 cefazolin / 670 (flu)cloxacillin
Closed for increased AKI incidence in the (flu)cloxacillin group

cefazolin (flu)cloxa aOR (Crl)
90-day all-cause mortality 15,0% 17,0% 0,81 (0,59-1,12)
AKI 14,0% 19,7% 0,67 (0,50-0,90)
Posterior probabilities non-inferiority: 0.992

superiority: 0.898



Bactériémie a staphylocoque méti-S : céfazoline

Cloxacillin versus cefazolin for meticillin-susceptible
Staphylococcus aureus bacteraemia (CloCeBa): a prospective,
open-label, multicentre, non-inferiority, randomised clinical
trial

Charles Burdet, Nadia Saidoni, Céline Dupreus, Adrien Lemaignen, Etienne Canout, Laure Surgers, Marc Ofivier Varer, Agnés Lefort,

Rophaél Lepeule, Nothon Peiffer-Smadjo, Alexandre Charmillon, Vincent Le Moing, David Boutoille, Violaine Tolsmao, Sophie Abgrall, Michel Wolff, Recrulted patients
FPiere Tattevin, Marina Esposito-Farése, Frangois Vandenesch, Xavier Duval®, Sarah Tubiano®, Frangois-Xavier Lescure™, for the CloCeBa Study N=318
Groupt
Recruited not randomised
. . . . N=3
315 MSSA bacteremia : cefazolin / cloxacillin re—
N=315
Cefarolin arm Cloxacillin arm
N=158 N =157
Without collection of the Without collection of the
primary endpoint (D90] primary endpaint (D30)
N = 5 Secondary exclusion N = & Secondary enclusion
N = 3 Wrrangly included A — e | M = 3 Wrongly Included
N = 3 investigator's decision N = O Inveshigator's decision
N = 1 Withdrawal of consent N = 2 Withdrawal of consent
M= 146 N=146
including 12 deaths including 12 deaths

|

ITT population

N =292




Bactériémie a staphylocoque méti-S : céfazoline

Cloxacillin versus cefazolin for meticillin-susceptible
Staphylococcus aureus bacteraemia (CloCeBa): a prospective,
open-label, multicentre, non-inferiority, randomised clinical
trial

Charles Burdet, Nadia Saidani, Céline Dupieux, Adrien Lemargnen, Etienne Canowl, Laure Surgers, Marc Ofivier Varer |,ﬂ.g.'.€'s L-a'fu:l.'!,
Ropha#l Lepeule, Mothan Peiffer-Smadjo, Alexandre Chormillon, Vincent Le Moing, David Boutoille, Violaine Totsma, Sophie Abgrall, Michel Wolff,
Pierre Tattevin, Marina Esposito-Farése, Frangois Vandenesch, Xavier Duval®, Sarah Tubiana®, Framgois-Xavier Lescure™, for the CloCeBa Study

Groupt

315 MSSA bacteremia : cefazolin / cloxacillin

cefazolin cloxa p-value
90-day all-cause mortality 8,2% 8,2% 1,00
Bacteriological success D3 93,2% 91,8% 0,66
Relapse D90 0,7% 1,4% >0,99
Clinical success D90 80,6% 79,9% 0,88
Severe AE 34,2% 43,8% 0,093

Non-inferiority: difference 0.008 (95%Cl, -0.111; 0.095)
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Cefazolin in the treatment of central nervous system
infections: A narrative review and recommendation

Kayla Antosz!
Majdi Al-Hasan®*

Beta-lactam
Ampicillin
Penicillin G

Mafcillin

Oncacillin

Cefazolin

Cefuroxime

Ceftriaxone

Cefepime
Ceftaroline

Piperacilling/
tarohactam

Ampicillin/
sulbactam

Ertapenem

Merocpensm

2@ | Sarah Battle®?

Wd*

0.33 Like
0.35L/kg
0.5-1.5 L'kg

0.4 Likg
019 L/'kg

0.3-1.1 Likg
0.08-0.2 Like

0.26L/kg
0.26-0.30L/kg
0.24L/kg

0.25L/ks

012 L'kg

0.21-0.28017kg

Protein
binding
18%
45%-58%
FO%-243

F0%-94%
73%-87%

33%-33%
23%-93%

205
20%
26%-33%

38%

83%-93%

2%

CSF % relative to
Serum

13-33% (inflamed)
2-10% (inflamed)

1-20% (inflamed),
~0.1-3%
{uninflamed)

~1-3% (inflamed)

3-11% (inflamed),
1-3%
{uninflamed)

11-33% (inflamed)

1.3-13% (inflarmed).

1.3%

{uninflamed)
4-34% (inflamed)
2-7% (inflamed)

~22% (piperacillin,
inflamed)

4-73% (inflamed),
2.4
{uninflarmed)

~2% (inflamed)

Jack Chang*? | Marc H. Scheetz*?
| P. Brandon Bookstaver'?

Données cliniques limitées

Données PK/PD suggere une utilisation
possible

a dose plus élevées : 2g/6h (ou 8-10 g IVSE)
avec suivi PK (objectif > 2 mg/L)
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Bactériémie a staphylocoque méti-S : effet inoculum

ANTIMICROHIAL AGENTS AKD CHEMOTHERARY, Ang. M09, p. L57-3441 Vol 53 Mo, B
THISEABIDREDR D00 i 10,1126 AAC D031 7-09
Crgryright & 009, American Society for Micrubiology, Al Rights Ressrved

[noculum Effect with Cefazolin among Clinical Isolates of
Methicillin-Susceptible Staphylococcus aureus: Frequency
and Possible Cause of Cefazolin Treatment Failure”

Esteban O Nannini,! Martin E. Strjewskl.”™" Eavindra V. Singh,” Agathe Buurgl.lggm;-: Tom H. Rude,*
5. Ralph Corey,” Vanee G. Fowler, Jr," and Barbara E. Murray™5*

TABLE 2. Correlation between cefazolin MIC and inocutuom
size for 98 strains

A AAC  September 2013 Volume 57 Number 9

In Vivo Effects of Cefazolin, Daptomycin, and Nafcillin in
Experimental Endocarditis with a Methicillin-Susceptible
Staphylococcus aureus Strain Showing an Inoculum Effect against
Cefazolin

Esteban . Namnin® Kavindra ¥, ilngh_h' Cesar A, .ﬁ.n-lg.h"'r Bartaara [, err.ajh"“

) % of strains inhibited at cefazolin concn (pg/ml)
Inoculum size

=1 2 4 B 164 32 64 =128
Low 100 0 0 0 0 0 0 0
Standard 80 ] 6 0 0 0 0 0
Intermediate 33 30 8 2 2 1 3 0
High 23 12 20 24 5 g 3 .
# CL5I breakpoint for nonsusceptibality.
BlaZ type A

Relapse of Type A S-Lactarnase—Producing
Staphylococcus aureus Native Valve Endocarditis
during Cefazolin Therapy: Revisiting the Issue

Clinical Infectious Diseases 20033711948

Estaban L. Nanmini,* Essindra ¥. Sngh,** and Hashem E. Mamay'

Serles for e Sy f Dnegig and Pe-amageg Paiwogars, Trison o riebos Dasmss, Deperinat ol mleeral Hediz re,
adl Tepariren! of Moy el Mowoier Gearetica Uriverets of Teees Wed cal Scbool Houstin

0.0055
n=16 n=10 n=11
—
"
Y
é 2 11“':‘1 f ¢
3 —l——— * L
@ 7+ | *
o & |
@ ! ‘e
> 6 &
Esl + '
£ 4 .
E 3 i *
-g' ** Ny
L 27 . =
S . !
2 ; "
o
(= EEEER
S
-1
T=0 CFZ MAF
TX0117 TX0117pla*
Bla*

Non-treated




Bactériémie a staphylocoque méti-S : effet inoculum

B-Lactam Inoculum Effect in Methicillin-Susceptible Staphylococcus aureus
Infective Endocarditis

Baptiste Jean, MD: Maslys Crolle, PharmiD; Candice Pollani. PharmD; Adele Le Guilloux: Guillaume Martin-Blondel, PhD; Pierre Tattevin, PhD; Audrey Le Bot, MD;
David Lugue Paz, MD; Frangois Guerin, PhD; Vincent Cattoir, PhD; Laurence Armand-Lefevre, PhD; Signara Gueye; Frangois-Xavier Lescure, PhD; Xavier Duval, PhD;
Clémence Massip, PhD; Pierre Delobel, PhD

[—

108 El du cceur gauche a SASM T ——

Effet inoculum
- Céfazoline : 19,0% »
- Oxacilline : 38,0% | Blaz

Effet inoculum indépendamment associé a la -
mortalité : HR, 2.84; 95% Cl, 1.28-6.30; P = .01




Bactériémie a staphylocoque méti-S

Céfazoline = Pénicilline M

Meilleure tolérance

Efficacité
+/- gentamicine

NE PAS UTILISER

C3G, amoxicilline — acide clavulanique, pipéracilline - tazobactam



Bactériémie a staphylocoque méti-S

Céfazoline = Pénicilline M

Effet inoculum ?

A

Efficacité
+/- gentamicine

NE PAS UTILISER

C3G, amoxicilline — acide clavulanique, pipéracilline - tazobactam



Bactériémie a staphylocoque péni-S : pénicilline G ?

mia: a randomised controlled trial of the 5. aureus network adaptive platform (SNAP)

S N A P 5. Aureus Network Adaptive Platform Trial Group!
Linhevsily of Malbowrne = Melbourme [Awshralia)

Presenting author email: steven tong@unimealb.edu.au

s -‘i&_ Benzylpenicillin versus (flu)cloxacillin for the treatment of penicillin-susceptible Staphylococcus aureus bacterae-
o
.

281 PSSA bacteremia : 156 benzylpenicillin / 125 (flu)cloxacillin
Closed for increased AKl incidence in the (flu)cloxacillin group of the cefazo/cloxa trial

benzylpenicillin (flu)cloxa aOR (Crl)
90-day all-cause mortality 13,8% 21,5% 0,67 (0,35-1,28)
AKI 11,1% 21,8% 0,50 (0,26-0,94)
Posterior probabilities non-inferiority: 0.961

superiority: 0.889



Bactériémie a staphylocoque péni-S

Pénicilline A/G
?

Céfazoline Pénicilline M

Efficacité
+/- gentamicine

NE PAS UTILISER

C3G, amoxicilline — acide clavulanique, pipéracilline - tazobactam



Bactériémie a staphylocoque méti-S : bithérapies ?

Rifampicine MRSA, MSSA Pas de bénéfice 1929035
29249276
Aminoside Observationnelles MRSA, MSSA 1 jours de moins Multiples
RCT Toxicité +++
Daptomycine RCT MSSA Pas de bénéfice 32667982
Céfazo - erta  Observationnelles MSSA persistant  Négativation 31773134

bactériémie 35493130



Bactériémie a staphylocoque méti-S : bithérapies ?

Rifampicine

Aminoside Observationnelles
RCT

Daptomycine RCT

Céfazo - erta Observationnelles

MRSA, MSSA

MRSA, MSSA

MSSA

MSSA persistant

A Randomized, Controlled Trial

Adjunctive Daptomycin in the Treatment of Methicillin-
susceptible Staphylococcus aureus Bacteremia:

Matthew P. Cheng,'* Aloxander Lowandi ™~ Guilloume Butler-Laporte, ™ Samuel Do I'Evsile-Morel,” Katryn Paquetts.” sad Todd C. Lee™**

115 bactériémies a MSSA / céfazo ou cloxa
+ 5 jrs daptomycine 6 mg/kg ou placebo

Randomisation 47h apres H+

Pas de bénéfice 1929035
29249276

1 jours de moins Multiples

Toxicité +++

Pas de bénéfice 32667982

Négativation 31773134

bactériémie 35493130

Time [0 Clearance of Bacteramia —ITT
1,00+ :

075 i

0.5

025 ,JF

01 F 3 4 5 8@ 7 8B B 101114215 14
Time [Days)

Froponion With Megative Cullures }

" n 1 [ H L i -] a a ] L ]

— — Daplomycn
— Placebo



Bactériémie a staphylocoque méti-S : bithérapies ?

Rifampicine

Aminoside Observationnelles
RCT

Daptomycine RCT

Céfazo - erta Observationnelles

MRSA, MSSA Pas de bénéfice
MRSA, MSSA 1 jours de moins
Toxicité +++
MSSA Pas de bénéfice
MSSA persistant Négativation

bactériémie

A Randomized, Controlled Trial

Adjunctive Daptomycin in the Treatment of Methicillin-
susceptible Staphylococcus aureus Bacteremia:

Matthew P. Cheng,'* Aloxander Lowandi ™~ Guilloume Butler-Laporte, ™ Samuel Do I'Evsile-Morel,” Katryn Paquetts.” sad Todd C. Lee™**

1.0

075 i

115 bactériémies a MSSA / céfazo ou cloxa
+ 5 jrs daptomycine 6 mg/kg ou placebo

Randomisation 47h apres H+

0.5

Froponion With Megative Cullures }

1929035
29249276

Multiples

32667982

31773134
35493130

Time [0 Clearance of Bacteramia —ITT

01 2 5 4« 5 8 7 8 8 1011 12 13 14

Time [Days)

— — Daplomycn
— Placebo
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Rifampicine RCT
Aminoside Observationnelles

Daptomycine Pas de bénéfice

Négativation
bactériémie

Céfazo - erta

1929035
29249276

Multiples

32667982

31773134
35493130



Bactériémie a staphylocoque méti-R

I BlaZ type A

Pénicilline M

Céfazoline

Efficacité

Glycopeptide ?

NE PAS UTILISER
C3G, amoxicilline — acide clavulanique, pipéracilline - tazobactam



Bactériémie a S. aureus méti-R : glycopeptides

VANCOMYCINE TEICOPLANINE
Posologie 20-30 mg/kg 9-12 mg/kg/12h pdt 48h
puis 20-30 mg/kg/] puis 9-12 mg/kg/24h

TR cible 15-20 (sf SNC : 25-30) TR cible 20-25 mg/L
Voie IVL > 1h ou IVSE (VVC) IV, IM (ou SC)

Spectre Cocci + > Entérocoques
SCN : 30-40% de résistance

Toxicité Rénale, red man, hémato Néphrotoxicité moindre
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Comparison of Mortality Associated

with Methicillin-Resistant and Methicillin-
Susceptible Staphylococcus aureus Bacteremia:
A Meta-analysis

Sara E. Cosgrove,' George Sakoulas,' Eli N. Perencevich,” Mitchell J. Schwabar, Adolf W. Karchmer,'
and Yehuda Carmeli'?

SARM plus virulent ???

§ ~ ] Vancomycine non optimal ?




Bactériéeémie a S. aureus méti-R

Review and Meta-analysis

The Clinical Significance of Vancomycin
Minimum Inhibitory Concentration in
Staphylococcus aureus Infections: A Systematic

5. J. van Hal M T, P. Lodise,? and D. L Patersan® Clin Infect Dis 2012

High MIC21.5ug/mL Low MIC<1.5pug/mL Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Bae et al (12) 14 37 12 28 10.9% 0.81[0.30, 2.21) | T
Choi et al (15) 12 34 10 36 10.8% 1.42 [0.51, 3.91) T
Ferry et al (17) 9 24 9 28 9.7% 1.27 [0.40, 3.98] S |
Hidayat et al (21) 20 51 T 44 11.0% 3.41[1.27, 9.12) v 7yrry
Hsu et al (25) 17 45 4 38 9.3% 5.16 [1.56, 17.11] —
Lalueza et al (32) 3 13 17 50 7.7% 0.58 [0.14, 2.40] A
Lodise et al (36) 6 66 0 26 2.7% 5.62[0.31, 104.78] >
Moise et al (41) 1 14 5 20 6.5% 11.00 [2.186, 56.09] A a—
Moise-Broder et al (42) 23 25 22 38 6.8% 8.36 [1.72, 40.68] R —
Takesue et al (53) 24 97 85 662 15.9% 3.66 [2.28, 5.89] -
Yoon et al (58) 14 18 17 45 8.8% 5.76 [1.63, 20.41] R S
Total (95% Cl) 424 1016 100.0% 2.69 [1.60, 4.51) =
Total events 163 188
Heterogeneity: Tau* = 0.38; Chi* = 22.59, df = 10 (P = 0.01), I* = 56% '0.01 071 1 1v0 100-

Test for overall effect: Z=3.75 (P = 0.0002)

Low MIC failure High MIC failure
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ie a S. aureus méti-R

Vancomycin: We Can’t Get There From Here

Nimish Patel,' Manjunath P. Pai,' Keith A. Rodvold,® Ben Lomaestro,** George L. Drusano,? and Thomas P. Lodise'?
1Albany College of Pharmacy and Health Sciences, 20rdway Resaarch Institute, 2Albany Medical Center Hospital; *Albany Medical College, Albany, New

York; and University of lllinois at Chicago, Chicaga, Winois
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Bactériémie a S. aureus méti-R : glycopeptides
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Infioct Drsg Rosist, 2018; 11; 107 3=1081
Published onling 2018 Aug &, doi: 10.2147ADR. 5159447

PMCID: PMCEE4050
PRID: 30122084

Clinical outcomes after initial treatment of methicillin-resistant Staphylococcus

aureus infections

Mobuaki Shime, '2 Mobuyuki Saito,* Miya Bokui,* Nacki Sakane, Mitsuhiro Kamimura,® Tsutomu Shinohara, T

8 and Atsuko Kaobayasl

hil0

245 infections a SARM

Yariable All patients  Anti-MRSA pharmaceuticals
{=243) Yancomyecin  Linezolid Daptomycin  Teicoplanin
(n=174) (n=38) (m=11} (n=11)

Age, years T (&81-79) 71 (60-TE) T4 (65-T9) 70 (65-T4) &5 (53-82)
Mern 176 (T1.B) 121 {69.5) 26 (5B.4) 11 {100) 18 (81.8)
APACHE Il 12 (3-20) Il (B-19) 15 (9-13) I {7-13) 12 (3-16)
Charlsan scare ERNES)] 3(1-5) 214 2{0-3) 1(0-3)
History of

Diabetes mellicus® 90 (36.7) T5 (43.1) & (15.8) 1{273) 5 (27.3)

End-stage renal disease 43 (17.6) 34 (19.5) 5(13.3) I {g9.1} 3(13.6)

Cancer &7 (27.3) 40 (23.0) & (421} 4 (36.4) 5 (27.3)

Liver disease 13 (3.4) 16 (2.2} 4 (10.5) 2{18.2) 0
Infectious source

Bacteraemia® 69 (18.2) 56 (32.2) &(15) 2{18.2) 52270

Lung* 105 (42.9) TR (41.4) 19 (76.3) 1{%.1) 3{13.8)

Skin and soft dssue® T3 (259.8) 50 (18.7) 5(13.2) 7 (63.5) 11 (50.0)

Baone and joint 21 (8.6) |4 (B0} 253 2{18.2) 3(13.8)

Oichers® 38 (13.5) 28 (161} 5(13.2) 1{2.1} 4(18.2)
SUFRA score

Dray 0% 1(0-6) 1 (0-6) 4(2-T) 2{1-7} 0(0-3)

Days 2-3 (n=2144) 2 (0-5) 1 (0-5) I{1-8) I (D-6) 00—

Days 5-T (n=243) (04 I (0—4) 3(0-5) 1 {0-2) 0(0-3)
Intensive care unit admission® 83 (31.9) 55 (31.6) 20 (52.6) 7 (63.5) | [4.5)
Mechanical ventilacion® 58(21.7) 3B (21.8) 13 (34.2) & (54.5) I [4.5)
Drays ef inicial therapy (718} 12 {717} B(7-13) I {B-17) 10 (&—13)
Change in MRIA therapy® &6 (26.9) 3B (21.8) 1(7.8) 3127 5 (27.2)
Change or discontinuation of antimicrobial for adverse effect 17 (6.9) 1T (&4 5(13.2) 0 | [4.5)
Mewly acquired renal dysfunction 35(14.3) 0 (17.2) 179 a 2091
30-day merealicy, % 12.2 I4.4 759 2.1 4.5
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!ﬂfvnr.'. Drl.!g_Ftn-.'r.ls.! 2018 11 107 31081
Published onling 2018 Aug &, doi: 10.2147ADR. 5159447

PMCID: PMCEE4050
PAMID: 30122084

Clinical outcomes after initial treatment of methicillin-resistant Staphylococcus
aureus infections

Nobuaki Shime, "2 Nobuyuki Saito,® Miya Bokui,* Nacki Sakane,5 Mitsuhiro Kamimura,® Tsutomu Shinchara,”
Tadashi I"il:r-.i.alh:zl.E Hisashi Ish kura.g and Alsuka Kﬂba[dshlm

245 infections a SARM

J0-Day survival
1,000 =
0.975 =~ Qifer antimicrobials
|
el
0.950 =~
'a-.
I
4 .
B 0825 = I Wancomyein
& HR: 247 e ———
85% Cl: 0.93-6.51 =
P=(.067 -
0.900 ~ '-I
1
| =
0.875 ~ LN -
- T T | T '
] 5 10 15 20 25 30

Days after initial administration of anti-MRSA pharmaceutical

Wariable Cox model

Unadjusted Adjusted

HR #5% CI P-value HR 5% CI P-value
YanNComiyoin Yersus non-vancomycin
30-day morclicy 118 0.88-553 009 47 053451 0.06
Mewly acquired renal dysfunction 165 |.02-6.83 0.04 .99 0.76-5.18 015




Bactériémie a staphylocoque : relais per os ?

Efficacy and safety of an early oral switch in low-risk D
Staphylococcus aureus bloodstream infection (SABATO): D e
an international, open-label, parallel-group, randomised, o
controlled, non-inferiority trial 0.5 -

LLIMLIATIVE SUrvival

Essai ouvert randomisé

0-2 -

5a 7 jours d’ATB IV puis relais PO
versus 14 jours IV

95% C

HR 1.54
| (0-72-3-28)
p=027

Exclusion

- Bactériémie compliquée (foyer profond, choc septique,
bactériémie >72h)

- Ablation de cathéter non réalisée dans les 4j

- ATCD d’infection a S. aureus dans les 3 mois, toxicomanie |V,
immunosuppression, prothese cardiaque ou vasculaire ; PM ou
prothese articulaire

5063 patients screenés, 213 inclus

T I
30 60

Time to event [days)

1
LT



« Nouveaux » anti-staphylococciques
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A garder en téte ... (1)

AMM FDA / EMEA

IPTM
ASMR faible

ICM industriel
SSTI

Molécule
d’intérét
a FORT
potentiel

E%%L" g@
OFF LABEL

Dose ?
Durée ?
Efficacité ?
Tolérance ?
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A garder en téte ... (2)

Infections « compliquées » de la peau et des tissus mous

Comorbidités
Bactériémie
Chirurgie
Documentation
Comparateur



A garder en téte ... (3)

——

et

p — - " =
. & o
T [ ES
||. ey g
| i oty prist
i e

S
§ =
]
B i !r-'r-ﬂ—d-'
H —
P ! ".‘g’iﬂ e e
- ® LA % R X ::,: % O
¥ v 7“';:'(\ - 3 L '
| -
Doxycycline FEIITNN, “, ] o
Capsules — & ai
o e Q e F J W i3
N g =22
' 13 Copavmn =15 %“ﬂ s F 4 . o
= = a1




Daptomycine (CUBICIN®)

Classe : lipopeptide T,

Cible : membrane Y —
Action : bactéricidie rapide L
Spectre : cocci + dont SARM, ERV o ““:?; “n
(CMI +++) oAy L
Biodisponibilité : [V o a? 0 ?Lf;;w
Diffusion : inact / surfactant L "“J\f' k

Faible diffusion LCR

Posologie : selon indication, 1/j
Adaptation : 1/48h si DFG < 30
Colit: 125 € / j (hospitalier)




Daptomycine (CUBICIN®)

Classe : lipopeptide T,

Cible : membrane Y —
Action : bactéricidie rapide L
Spectre : cocci + dont SARM, ERV o ““:?; “n
(CMI +++) oAy L
Biodisponibilité : [V o a? 0 ?Lf;;w
Diffusion : inact / surfactant L "“J\f' k

Faible diffusion LCR

Posologie : selon indication, 1/j
Adaptation : 1/48h si DFG < 30
Colit : € /j (hospitalier)

Générique !!




Daptomycine (CUBICIN®)

Classe : lipopeptide
Cible : membrane

Seventeen Cases of Daptomycin-Induced Eosinophilic
Pneumonia in a Cohort of Patients Treated for Bone

: . ‘riciAd : and Joint Infections: Proposal for a New Algorithm
Action : bactéricidie rapide v ;;-“-::.-:"-...mzmi,.—: ol o
SpeCtre : COCCI + d O nt SAR M’ E RV Int J Infect Dis. 2015 Auwg,37:95-6. doi: 10.1016/.ijid. 2015.06.010. Epub 2015 Jun 24.

Biodisponibilité : |V Daptomyein-induced eosinophilic pneumonia.
Diffusion : inact / surfactant ——

Faible diffusion LCR

Posologie : selon indication, 1/]
Adaptation : 1/48h si DFG < 30
Colit: 125 €/ j (hospitalier)

4 )

- Rhabdomyolyse +++
ARRET DES STATINES, CPK

- PNP éosinophiles

- neuropathie périphérique

\_ A - IRA (rare) )




Daptomycine (CUBICIN®)

Infections « compliquées » PTM

4-6 mg/kg/j

50 ans, peu de comorbidités

APPROVED

Criteres d’exclusion
- Nécessité de chirurgie
- Bactériémies

O

Documentation : 12%
SARM : 18.5%

Optimisation vanco ?

The Safety and Efthcacy of Daptomycin
for the Treatment of Complicated Skin
and Skin-Structure Infections

Rabert O, Arbeit'* Dennis Maki® Francis P, Tally" Edward Campanaro, Barry | Eisenstein and the Daplomycin
98-80 and 39-1 Investigabers

Cubist Fhamacesicals, Laxingion, Massachemti and “Unisersity of Wisconsin Medcal School, Madioon

Clinical Infectious Diseases  2004: 38:1673-81




Daptomycine (CUBICIN®)

Infections « compliquées » PTM

4-6 mg/kg/j

El du coeur droit

APPROVED

6 mg/kg/j

236 patients, SARM 40%, El 22%

O

Daptomycine (6 mg/kg/j)

VERSUS vanco 1g/12h puis selon TR

ou péni M (2g/4h)
+ genta

The Safety and Efthcacy of Daptomycin
for the Treatment of Complicated Skin
and Skin-Structure Infections

Rabert O, Arbeit'* Dennis Maki® Francis P, Tally" Edward Campanaro, Barry | Eisenstein and the Daplomycin

98-80 and 39-1 Investigabers
Cubist Fhamacsvicals, Lesngion. Mamachesats; snd “Unienity of Wisconsin Medcal School. Madenon

Clinical Infectious Diseases  2004: 38:1673-81

e NEW ENGLAND
JOURNAL o MEDICINE

Daptomycin versus Standard Therapy for Bacteremia
and Endocarditis Caused by Staphylococcus aureus

NON INFERIORITE (toute bactériémie et MRSA, El)




Daptomycine (CUBICIN®)

Infections « compliquées » PTM

)

4-6 mg/kg/j

El du coeur droit

APPROVED

Bactériémie / El ou SSTI

)
)

€| 6mg/ke/i

The Safety and Efficacy of Daptomycin
for the Treatment of Complicated Skin
and Skin-Structure Infections

o Barry | Eisenstein and the Dapiomyzin

Robert D, Arbeit'® Dennis Maki ® Francis P, Tally." Edward Camg
98-80 and 39-1 Investigabers

"Cubist ramacewicals, Laxingion, Massachemti and “Unisersity of Wisconsin Medcal School, Madkoon
Clinical Infectious Diseases  2004; 38:1673-81

e NEW ENGLAND
JOURNAL o MEDICINE

BETARLIMED I L0LS AUGUST 17, 2006

Daptomycin versus Standard Therapy for Bacteremia
and Endocarditis Caused by Staphylococcus aureus




Daptomycine (CUBICIN®)

Infections « compliquées » PTM

)

4-6 mg/kg/j

El du coeur droit

APPROVED

Bactériémie / El ou SSTI

6 mg/kg/j

S

X

El forte dose

|0OA > 6 mg/kg >

OFF-LABEL

- Allergie

- Insuffisance rénale / sujet agé
- Abord veineux

- Echec

- CMI>1mg/L

Alternative a la vancomycine +++

The Safety and Efficacy of Daptomycin
for the Treatment of Complicated Skin
and Skin-Structure Infections

Rabert O, Arbeit'* Dennis Maki | Francis P. Tally." Edward Camg
9801 and 39-01 Investigabers

"Cubist ramacewicals, Laxingion, Massachemti and “Unisersity of Wisconsin Medcal School, Madkoon
Clinical Infectious Diseases  2004; 38:1673-81

o Barry | Eisenstein and the Dapiomyzin

e NEW ENGLAND
JOURNAL o MEDICINE

LR AUGUST 17, 2006

Daptomycin versus Standard Therapy for Bacteremia
and Endocarditis Caused by Staphylococcus aureus

Y, M

BAAC

High-Dose Daptomycin Therapy for Left-Sided Infective Endocarditis:
a Prospective Study from the International Collaboration on
Endocarditis

Manunls Carvgatl, ™™ Arvodd 5. Baper,” Josk M. Mird" Lasrence I Park” Armenie C Guimarkes,* Abhanssion Shoutol,”

Caitio Q Foren” Emammele Durame Mangom Masgaret M Manoan' Francsco Naoinowich, Nuns Fembesdes Hadaige,*

Packe Geomar' R San Tan™ Thomas Moland ® Vance G Fowler, Je.* lalph G, Corey,* Vivean 10 O on betiall of the aernations
Collatuor st oo Endocarinn

Daptomycin > 6 mg/kg/day in Patients with Complex Bone
and Joint Infection: Prospective Cohort Study in a
Regional Reference Center

S. Roux,' 2F. Valour," 2% J. Karsenty,' 2 3 MC Gagnieu,' T. Perpoint,’ S.
Lustig,' 2 B. Martha,* F. Laurent,’ 2.3 C, Chidiac," 23T, Ferry," 230n
behalf of the Lyon BJI Study group




Daptomycine vs. Vancomycine

Review

Daptomycin versus Vancomycin for the Treatment of

Methicillin-Resistant Staphylococcus aureus Bloodstream

Infection with or without Endocarditis: A Systematic Review

and Meta-Analysis

Alberto Enrico Maraolo #0, Agnese Giaccone 2

and Davide Fiore Bavaro *

Daplomycin  Wancomycin
Study of Sulbsgroup  Peends  Toelal Bvents

, Ivan Gentile (', Annalisa Saracino

3

Uelds Hatio

Total Weight M-H, Random, 35% Cl  Year

s Rl
ML H, P, 95% Cl

1.1.1 30-day mortality

Murray | B5 11 15 100%
Clagys I K| W11 138%
Arshad 1 48 ] 56 11.0%
Sulitotal (95% Cly 262 272 356%
Totsl evants 2 ir

Heterageneity. Taw®= 1.22; Chi*=10.20, df= 2 [P = 00DE), F= 0%
Tasitor ovarall efact £= DEE (P = 0.01)

E 1.1.2 G- day imodtality
:I Mioare 5 1] 4 118 174%
< Moise 15 B4 18 B 146%
F Sulvtotal I;"E'I Clp 144 A3 270N
o Talal events 0 41
O Hetzrogeneity Taus 00; Chi*s 1 48, di= 1 (Pe 032 Fe 35%
E Tacfor ovarall efact Z=1.40(P = 0.16)
11,3 Al-causein-hasgprtal mortalmy
Rifim 12 45 g 23 1re%
Wiashon ] S0 35 10 137%
[REETL 10 %] 5 54 11.3%
Silitatal (95% Cly 148 197 374%
Total events 0 48

Heterogeneity Tau*= 082, Chi*= 827, di= 2 (P=0.02), F=76%
Tas1for owerall efact Z= 007 (F = 0.95)

Total (95% CI)
Talal events T2 127

Hetaroganeity: Tau® = 080 Chi*= 3113, di= T ([F= 0008 F= 7%
Tast for overall efect Z=1.03{F =0.30)

Tesd for subarawn differenices; Chi'= 068, df= 2 (P=011) F=0%

554 G723 100U0%

025007, 093
0U36 0015, DA%
IBIM.ED, T.TE)
0.62 [0.15, 53]

036 §0.13, 1.01)
080 0,27, 1. 71)
058 [0,27, 1.24]

1 500,58, 438)
0.3510.15, 0.84]

220072, 719
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0,73 [0.40, 1.33)
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Daptomycine vs. Vancomycine

Review

Daptomycin versus Vancomycin for the Treatment of
Methicillin-Resistant Staphylococcus aureus Bloodstream
Infection with or without Endocarditis: A Systematic Review

and Meta-Analysis

2 3

Alberto Enrico Maraolo #0, Agnese Giaccone “, Ivan Gentile 20, Annalisa Saracino

and Davide Fiore Bavaro *

Daptomycin— Vancomycin Odds Ratio (bl Fiation
Sty on gl‘l! ol EBeerls  Total Pyemls  Tolal Weight  M-H Random, 95% 1 Year M-H, Randoan, 95% Cl
Rehirn 25 45 24 43 11.4% 060025, 1.44] 2008 —
Moore 10 4 F}ooone 1A% 0450020, 093 22 ——
L Il 7 as 41 BS 1359% 027 §0.14, 053] 2013 —_—
(@) : Wesion ir an a1 100 135% DAS0ZE, 1.00] 2014 — =
Ll d Ligiery ] 53 q 4 101% 1.31 0,49, 3.49] 2015 ——
I — Mitze 38 131 =2 131 16.4% 050030, 0.83] 201G —_—
O 2 o B 85 30 85 115%  D3EM160.80) 2015 ——
L :l Arzshad 15 4B 10 56 10.7T% 123089, 5.59] 217 T
O Tatal (95% CIy 554 GFZ 100,05 058 |0.38, 0.80] & -
Total everts 142 250
Heterogeneity, Taw? = 027, Chi*= 17.35, df= 7 (P = 0.03), F= 60% b =+ + =
Testfor overall effect 2= 252 (F = 0.01) Favours Daptomycin  Favours Vancomyein
Daptommecin Famconmycm COwdds Ratio Oilds: Alatio
(75 Study o Subgroup  Events  Tolal Evenis  Todal Weight M-H, Random, 25% Cl  Yeai M-I Rardoim, 95% €I
Ll Herim k| 45 T 43 20.0% 0.37 009, 1.53 2002 L
E W e 1 59 13 BE  15.5% 007 j0Dd, D58 2012 #
‘IL, < Wiy 1 B 22 85 16.0% 003000, 026 23
wl c Clasys 3 13 12 1M 31% 0,33 006, 0.4 M6 . —
L > Woise 0 g 5 B BA% 0.0 000, 1,57 P01E *
LL
Ll O Total (05% Ch 105 412 100.,0% 0,15 [0.06, 0.36] i
O Totsl evenis 8 58
g Heternganeity Taw™= 010, Ch"= 4 96, dT= & (P = 0.7, F=19% ::l.[H Ui‘l 1:|] 1|:|:|:

Testfor orarall efiect D= 4,32 (P < 0.00013

Favours Daplomycin Fawours Vancomycin



Daptomycine vs. Vancomycine

Systematic Revieww

Efficacy and Safety of Daptomycin versus Vancomycin for
Bacteremia Caused by Methicillin-Resistant Staphylococcus

aureus with Vancomycin Minimum Inhibitory Concentration
>1 pg/mL: A Systematic Review and Meta-Analysis

Masaru Samura L't

, Yuki Kitahiro 1%, Sho Tashiro !, Hiromu Moriyama !, Yuna Hamamura !, Isamu Takahata !,
Rina Kawabe ", Yuki Enoki '*"", Kazuaki Taguchi 1 Yoshio Takesue >* and Kazuaki Matsumoto

(A)
DAP VCM Odds Ratie QOdds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
LLl Moore 2012 5 59 24 118 198% 0.36 [0.13,1.01] 2012 L
Murray 2013 3 85 11 85 145% 0.25[0.07.0.92] 2013 TS R
= Cheng 2013 4 26 10 52 152% 0.76 [0.21,2.72] 2013 —
< Claeys 2016 8 131 20 131 235% 0.36 [0.15, 0.85] 2016 S
- Moise 2016 15 85 11 85 235% 1.44[0.62,3.35] 2016 T
(o' Kalimuddin 2018 0 7 1 7 3.1% 0.29[0.01,8.39] 2018 ¢
o Total (95% CI) 393 478 100.0% 0.53 [0.29, 0.98] <
E Tolal evenlts 35 77
Heterogeneity: Tau® = 0.23; Ch# =842, df =5 (P =0.13); F = 41% =0 o1 0%1 : 140 " ooi
Test for overall effect: Z = 2.03 (P = 0.04) Favors DAP  Favors VCM
(B)
DAP vCMm Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
7, Moore 2012 49 59 81 118 14.5% 2.24 (1.02,4.90] 2012
wJ Murray 2013 66 85 4 85 19.2% 3.73[1.89, 7.36] 2013 —r—
%) ) Cheng 2013 % 26 19 52  9.4% 2.78[1.05, 7.34] 2013 —
O Claeys 2016 93 131 72 131 34.0% 2.01[1.20, 3.34) 2016 -
L d Mose 2016 50 85 52 85 22.0% 1.44 (0.76, 2.72] 2016 T
E:) E Cubist 2018 6 7 3 4 09% 2.00 [0.09, 44.35] 2018
w = Total (95% Cl) 393 475 100.0% 2.20 [1.63, 2.96] @
D Tetal events 291 27
. 2= - Chi? = - - -2 = 0A% b + + {
Heterogeneity: Tau® = 0.00; Chi® = 4.37, df = 5 (P = 0.50); I* = 0% o0 oh t 5 100

Test for overall effect: Z = 5,19 (P < 0,00001)

Favors VCM Favors DAP



Daptomycine vs. Bétalactamines

Clinical Outcomes of Daptomycin Versus Anti-Staphylococcal
Beta-Lactams in Definitive Treatment of Methicillin-susceptible
Staphylococcus aureus Bloodstream Infections

Sydney Agnello? Lynn C Wardlow?®, Erica ReedP®, Jessica M Smith®, Kelci Coe?,

Shandra R Day?*

Cohorte rétrospective, 89 patients

- 29/ daptomycine
- 30/ céfazoline

- 30/ nafcilline
CEF (n — 30) MNAF(n —30) ASBL(n —60) DAP(n-—29) P-value (ASBL vs. DAF)

Primary outcome
Compaosite of the following 1(3) 2(7) 3(5) 3 (10)
Clinical failure 0(m 0 () 0 (o) 1 (3)
MS55A recurrence 1(3) 0 (o) I (2] 1 (3) NS
M55A persistence 0(m 0 (o) 0o 1 (3)
Inpatient infection-related mortality 00 2(7) 2(3) 0[]
Secondary outcomes

i i L2004 1 [24) 25 (2. 4) 201 4) 074
II nfection-related LOS (days) 11({8-18) B5(7-14) D (7-155) 18 (15-22) - 0.0001
Hospital LOS (days) 13 (9-27) 295 (7-17) 11.5 (8-19) 20 (16-28) 0.0007
Infechion-related OU-day readmission . 2 17) Z17) T TTI0) UGE
30-day all-cause mortality 1(3) 2(7) 3(5) NE) I
ADE requiring therapy change 00 0 (o) 0{0) 0[]




Daptomycine (CUBICIN®)

Clinical Practice Guidelines by the Infectious
Diseases Society of America for the Treatment of
Methicillin-Resistant Staphylococcus Aureus
Infections in Adults and Children

Catharine ! Arvald Bayer®s sors £ Cogroves et S 1 5ot Infective Endocarditis in Adults: Diagnosis, Antimicrobial

Shaldon L Kaplan,'® Adall W. Karehmer," Donald P. Lavine,™ Barbara E
Therapy, and Management of Complications

A. Talamn** and Hanry F Chambers'2
A Scientific Statement for Healthcare Professionals From the American
Heart Association

Diagnosis and Management of Prosthetic Joint
Infection: Clinical Practice Guidelines by the
Infectious Diseases Society of America®

International Journal of Antimicrobial Agents L,,,,i; James M. Stackelbarg.

journal homepage: http://www elsevier. com/locate/ijantimicag

Review

Medical treatment of prosthetic vascular graft infections: Review of
the literature and proposals of a Working Group
M. Revest®®, F. Camou®, E. Senneville?, J. Caillon®, F. Laurent’, B. Calvets, P. Feugier”,

M. Batt’, C. Chidiac’-*, Groupe de Réflexion sur les Infections de Prothéses
vasculaires (GRIP)’




Daptomycine (CUBICIN®)

High rate of decreasing daptomycin susceptibility
during the treatment of persistent Staphylococcus
aureus bacteremia

Sharma M and col 2008; 27:433

Emergence de résistance sous traitement
- Traitement prolongé
- Pré-exposition a la vancomycine

10 bactériémies persistantes / 74 patients traités par daptomycine
4 augmentation de CMI / 10

Case  (SCCmec) DAP (day)  DAP dose mg'kg®  Pre-thempy MIC (pgiml)  Post-thempy MIC (pg/ml) day

14 54K 12 1314 153 =221

| 1] I 4 6 NI® LU )

.’ 1] 4 4 .3 0.2 d 4 4 4 4

} NA® (MSSA) 4 i 0,125 0,125

4 1] I8 L] 0235 0,23

3 I 15 4; 6 MDD 2

fi 1] up® fi 025 0,23
7 I n 5 025 2

L NT® I8 3 MD 0.5 2 2

9 [Va 2 4; 6 025 0.3 2 2

L] I 13 3 05 0.3 l 2 2




Daptomycin synergistic properties from in vitro and in vivo studies:
a systematic review

Penicillins,
penicillins/BLI [22]

Roberta Maria Antonello'*, Diana Canetti? and Niccold Riccardi?

MSSA (25)

MRSA (189), VISA (21), GISA (2)
MRSE (36)

VRE (99)

VSE (28)

Cephalosporins,
cephalosporins/BLI [26]

MSSA (34)

MRSA (165], hVISA (16), VISA (13)
MSSE (5)

MRSE (6), Linezolid-R S. epidermidis (5)
VSE {(24)

VRE (58)

Carbapenems [7]

MSSA (20)

MRSA (23), VISA (1)
VSE (21)

VRE (35)

Macrolides [5]

MSSA (1)

MRSA (3), hViSA (1)
MSSE (10)

MRSE (5)

Aminoglycosides [17]

MSSA (37)

MRSA (188), GISA (2), VISA(8), VRSA (2)
MRSE (4)

VSE (22)

VRE (67)

Glycopeptides [6]

MSSA (1)

MRSA (55), GISA (2)
VSE (1)

VRE (8)

Oxazolidinones [9]

MSSA (1)
MRSA (139), GISA (2)
VRE (7)

Rifampicin [31]

MSSA (27)

MRSA (233), GISA (2), hVISA (1), VISA(7), VRSA (3)

MRSE (2)
VSE (8)
VRE (121)

Fosfomycin [14]

MSSA (12)

MRSA (139), GISA (2)
VSE (10)

VRE (12)

W Synergistic effect

0%

10% 20%
' Additive effect

30% 40%
Indifferent effect

50% 60% 70%

® Antagonistic effect

100%



Daptomycine (CUBICIN®)

Daptomycine + B-lactamines

Clinical Therapeutics /Volume 36, Number 10, 2014

Daptomycin in Combination With Other Antibiotics for the
Treatment of Complicated Methicillin-Resistant
Staphylococcus aureus Bacteremia

Abhay Dhand, MD'; and George Sakoulas, MD*

Augmentation surface d’action dapto
y compris sur SARM

Limite émergence de dapto-R
Oxacilline, ceftaroline

Données cliniques limitées (= 50 pts)

Adjuvant B-Lactam Therapy Combined with Vancomycin or
Daptomycin for Methicillin-Resistant Staphylococcus aureus
Bacteremia: a Systematic Review and Meta-analysis

Chunjiang Wang.* © Chao Ye,” Uinglong Liao,© Zhaohui Wang,® Ying Hu,” Chao Deng,® Liang Liu*

What do beta-lactams add to vancomycin or daptomycin in the
treatment of patients with methicillin-resistant Staphylococcus

aureus bacteraemia? A review

Laura Garcia Aragones | jose lawer Blanch Sancho |, Juan Carfos Segura Lugue | Demando Mateos Rodnguez |, Ehsa Martine:

Alarg B uban Solis Garcia del Porn

= Meilleur succes microbiologique

= Durée de bactériémie réduite

= Pas d’impact sur la mortalité

= Alerte sur le risque de colite a CD+




Daptomycine (CUBICIN®)

Clinical Therapeutics /Volume 36, Number 10, 2014

Daptomycin in Combination With Other Antibiotics for the
Treatment of Complicated Methicillin-Resistant
Staphylococcus aureus Bacteremia

Abhay Dhand, MD'; and George Sakoulas, MD*

Daptomycine + B-lactamines Daptomycine + fosfomycine

Augmentation surface d’action dapto Augmentation surface d’action dapto
-y compris sur SARM - Modele animal (10A)
- Limite émergence de dapto-R - Case reports (4)
- Oxacilline, ceftaroline - ECR (IDweek 2018)
- Données cliniques limitées (= 50 pts) - Moins de bactériémie persistante

- Moins de complications

Daptomycine + rifampicine Daptomycine + cotrimoxazole

_ Synergie controversée - Augmentation surface d’action dapto
- Données cliniques : IOA surtout - Données cliniques (environ 30 pts)
(environ 50 pts)



Bactériémie a staphylocoque

Pénicilline M Céfazoline

Efficacité
|
J
|

NE PAS UTILISER
C3G, amoxicilline — acide clavulanique, pipéracilline - tazobactam



Ceftaroline (ZINFORO®) — Ceftobiprole (MABELIO®)

Oh Batman ! Une

* Classe : C5G ? ciiive i o
e Cible : paroi (PLP)

e Action : bactéricide

* Spectre : C2G anti-SARM

* Biodisponibilité : IV

e Diffusion : bonne

* Posologie : 600 mg/12h et 500 mg/8h
* Adaptation : selon DFG

Colit : 180-200 €/ j (hospitalier)




Ceftaroline (ZINFORO®) — Ceftobiprole (MABELIO®)

 Classe:C5G?

e Cible : paroi (PLP)

e Action : bactéricide

* Spectre : C2G anti-SARM
* Biodisponibilité : IV

e Diffusion : bonne

* Adaptation : selon DFG

High Incidence of Discontinuations Due to Adverse
Events in Patients Treated with Ceftaroline

Rupali Jain,"** Jeannie D. Chan * ' Lisa Rogers ' Timothy H. Dellit,*” John B. Lynch.*” and

Paul S. Poutinger™*

(Pharmacotherapy 2014;34(7):758-763) doi: 10.1002phar. 1435

Posologie : 600 mg/12h et 500 mg/8h

Coiit : 180-200 € / j (hospitalier)

- Allergie
- Hématotoxicité ?

Neutropenia Associated with Long Term Ceftaroline Use

Katherine W. LaVie, MLD_*" Scott W. Anderson, M D_*" Holliz . O"Neal Jr, MD_ M8c. =
Todd W.Rice, MD., M Sc.* Tatiana C. Saavedra, M.D.® Catherine §. O"Neal, M.D.®

AAC Accepted Manuscript Posted Online 26 October 2015
Antimicrob. Agents Chemother. doi:10.1128/AAC.01471-15
Copyright © 2015, American Society for Microbiology. All Rights Reserved.

39 patients, durée médiane 27 jours
NEUTROPENIE : 18%




Ceftaroline (ZINFORO®)

APPROVED

Infections « compliquées » PTM

)

Infected bite
Other 1.9%
0.9% LE abscess (OM or PVD)
0.7%

Bactériémie 4%
Chirurgie 14%

Integrated Analysis of CANVAS 1 and 2: Phase 3,
Multicenter, Randomized, Double-Blind Studies

to Evaluate the Safety and Efficacy of Ceftaroline
versus Vancomycin plus Aztreonam in Complicated
Skin and Skin-Structure Infection

G. Ralph Corvy’ Mark Wiloox,' George H. Talbot™ H. David Friedland.’ Taoya Bacelik’ Gary W. Witheroll.'

lan Critchley’ Anita f. Das.' and Dirk Thye'

Vuto Oinical Reseorch mstitate. Durtam, Norh Coroiing: “Ceron, Inc* Qariang, 20 AouStat, inc, San Franciicn, Calforma; oocs Seacheg
MO 200 Uniwerity of Lol | 00t Ui ICnQoom

Clinical Infectious Diseases 2010;51(6)541-650




Ceftaroline (ZINFORO®)

Infections « compliquées » PTM

Integrated Analysis of CANVAS 1 and 2: Phase 3,
Multicenter, Randomized, Double-Blind Studies

)

Infected bae
Other 9%
0.9% LE abscess (DM or PVD)
0.7%
Infected ulcer
78%
Infected bum
38%

Celluitis
35.9%

APPROVED

Bactériémie 4%
Chirurgie 14%

to Evaluate the Safety and Efficacy of Ceftaroline
versus Vancomycin plus Aztreonam in Complicated
Skin and Skin-Structure Infection
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lan Critchley’ Anita . Das.' and Dirk Thye'
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Integrated sofety summary of FOCUS 1 and FOCUS 2 trials: Phase III

Pneumopathies

S

randomized, double-blind studies evaluating ceftaroline fosamil for
the treatment of patients with community-acquired pneumonia

Douglos B, Ronk ', H Dovid Friediond? and Joseph B. Lovdong?

)

stratégie .
4 . Dans le traitement des PAC
Peu d e d onnees . ST La ceftaroline n'a pas démontré d'intérét dans les pneumopathies communautaires
- H ? en raison :
l nfe ctions graves ' - de l'absence de données d'efficacité en cas de pneumopathies a

Immunodéprimés ?
SARM, PSDP ?

Recommandations

staphylocoque et & S. pneumoniae non sensibles & la pénicilline,
d'un risque de sélection de résistance du & son spectre trop large.

En conséquence, la ceftaroline n'a pas de place dans les PAC compte tenu de
l'existence d'alternatives thérapeutiques plus simples d'emplol et de spectre plus
étroit.

La Commission donne un avis :

favorable a l'inscription sur la liste des spécialités agréées a I'usage des
collectivités dans l'indication « traitement des infections compliquées de
la peau et des tissus mous »

défavorable a linscription sur la liste des spécialités agréées a l'usage
des collectivités dans l'indication « pneumonies aigug& communautaire ».
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0 48 patients, 63% de SARM

Z SSTI PNP
E Succes clinique 52% 67%
S si SARM 50% 63%

Integrated Analysis of CANVAS 1 and 2: Phase 3,
Multicenter, Randomized, Double-Blind Studies

to Evaluate the Safety and Efficacy of Ceftaroline
versus Vancomycin plus Aztreonam in Complicated
Skin and Skin-Structure Infection
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Ceftaroline Fosamil for the Treatment of Staphylococcus aureus
Bacteremia Secondary to Acute Bacterial Skin and Skin
Structure Infections or Community-Acquired
Bacterial Pneumonia

Jose A. Vazguez, MD, FACE FIDSA,* Christy R. Maggiove, PharmD, BCPS, 1 Phillip Cole, MD.}
Alexander Smith, MS,} Alema Jandowrek MD.} and H. David Friedland, MD, MBA}

Clinical Therapeution/Volame 36, Number 10, 2014

Original Research

Antimicrobial Salvage Therapy for Persistent Staphylococcal
Bacteremia Using Daptomycin Plus Ceftaroline
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S

+ DAPTOMYCINE ?

Patients (DAP+CPT) | Outcome __________

Bactériémies

Pneumopathies >

o .

<< | Johnson et al. IJAA 2021 60 (30) OR ttt failure 0.23 (0.06-0.89)

% McCreary et al. OFID 2020 171 (58) vs SOC, T 6,8% vs 14,2%
Nichols et al. 2021 286 (66) NS

Zasowski et al. AAC 2017* 126 (28) 69.7 and 64.9% treatment failure




Ceftaroline (ZINFORO®)

APPROVED

S

Infections « compliquées » PTM

)

Infected bae
Other 1.9%
0.9% LE abscess (OM or PVD)

0.7%

Infected bum

, 38%
Cellultis

35.9% g Infected
wound

14.7%

Bactériémie 4%
Chirurgie 14%

Clinical Data on Daptomycin plus Ceftaroline versus Standard

Pneumopathies

of Care Monotherapy in the Treatment of Methicillin-Resistant
Staphylococcus aureus Bacteremia

Matthew Gerfak.® Fadi Haddad ® Khulood Rizvi,© Wamen Rose,? Ravina Kullar,* Kerry LaPlante,’ Marle Yu,” Logan Vasina*

Krista Ouallette * Marcus Zervos,© (7 Victor Nizet” George Sakoulas+

X
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Bactériémies

> + DAPTOMYCINE ?

100
40 patients with + MRSA Blood Culture 90 - Bembinatian therapy

Identified By Verigene 804
Confirmed By Standard Microbiology Testing (MicroScan) 707

60 Standard themgy

l 50+ -
Randomization Within 72 hrs 407
3049
/ \ 20+
17 Patients 23 Patients e
Combination Therapy Standard Monotherapy 0 10 20 20 40 50 60

Daptomycin + Ceftaroline

Vancomycin n=21; Daptomycin n= 2

Days
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Bactériémies ?

EI? IOA?SNC?

AVERVERNE

Ceftaroline-Fosamil Efficacy against Methicillin-Resistant
Staphylococcus aureus in a Rabbit Prosthetic Joint Infection Model

Lare Gatin® Azzam Saleh-Mohir® 1ason Tasse,® iir Ghout,® Feéaine Laurent,® Asme-Clacde Crémspux®

£4 3447 Facunt 5e Woecme S de-deFonnce Dt Urtoe st Ve SvtQuantn o0 Voeinel HO0m 3aymand Poncind Ganres Farce”, Latonmeve 04
Saoiroope oty ce 3 Uoi fouim Conte 'mora e Fifioercr 3es g o00gen PGERY Lron 45 Fannd oo Vecec e Landn Lon Fonaet LRC Sem
Ouart Latcamone e Soeusrmosal Moy Avivane Pan Boucprediarcsa Fune'

Antmicroblal Agents and Chemothenpy  p. £496-6500 November 2014 Vokume 58 Number 11

Integrated Analysis of CANVAS 1 and 2: Phase 3,
Multicenter, Randomized, Double-Blind Studies

to Evaluate the Safety and Efficacy of Ceftaroline
versus Vancomycin plus Aztreonam in Complicated
Skin and Skin-Structure Infection

G. Ralgh Corvy' Mark Wilcox,' George H. Talbot™ H. David Friedland.’ Tanya Bacelik’ Gary W. Witherell

lan Critchley’ Anita F. Das.' and Dirk Thye'
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Integrated safety summary of FOCUS 1 and FOCUS 2 trials: Phase 111
randomized, double-blind studies evaluating ceftaroline fosamil for
the treatment of patients with community-acquired pneumonia

Douglos B, Ronk ', H Dovid Friediond? and Joseph B. Lovdong?

J Antimécrob Chemother 2014
dot10.1093 joc/dku085
Advance Access publication 28 Morch 2014

Salvage treatment of methicillin-
resistant staphylococcal endocarditis
with ceftaroline: a multicentre
observational study

Pierre Tattevin®2*, David BoutoilleZ3, Virginie Vitrat®,
Nicolas Van Grunderbeecks, Matthieu Revestl.Z,
Mathieu Duponts, Serge Alfandari? and Jean-Paul Stahl®




Ceftobiprole (MABELIO®)

PAC (non remboursé)

ceftriaxone with or without linezolid for the treatment of patients with

> A randomised, double-blind trial comparing ceftobiprole medocaril with
community-acquired pneumonia requiring hospitalisation

Susan C. Nicholson**, Tobias Welte®, Thomas M. File Jr¢, Richard S. Strauss?, Bart Michiels®,
Pratibha Kaul', Dainius Balis®, Deborah Arbits, Karen Amslers, Gary J. Noels?

PNP nosocomiales hors PAVM > A Phase 3 Randomized Double-Blind
Comparison of Ceftobiprole Medocaril Versus

@ APPROVED

Ceftazidime Plus Linezolid for the Treatment of
Hospital-Acquired Pneumonia g nfect pis 2014

* e service médical rendu par MABELIO 500mg est : lm:lmm"  Alax J Paswigis Gilmar Rais'
- modéré dans l'indication « traitement chez I'adulte, des pneumonies 0% 20w Mikedl Sacley™ and Macc Eagelarst™

nosocomiales a l'exclusion des pneumonies acquises sous ventilation
mécanigue »

- insuffisant dans l'indication « traitement chez I'adulte des pneumonies
communautaires »
-&lwmmmmmn'mpud"mmuu
service médical rendu (ASMR V, inexistante) par rapport aux thérapeutiques
utilisées dans la prise en charge actuelle des pneumonies nosocomiales a
I'exclusion des pneumonies acquises sous ventilation mécanique.

* Pneumonies communautaires : sans objet

* Dans le traitement des pneumonies nosocomiales & l'exclusion des
pneumonies acquises sous ventilation mécanique, la place de MABELIO est
a I'heure actuelle difficile a préciser du fait de la documentation insuffisante
de son efficacité clinique.

Dans lindication de I'AMM, MABELIO serait plus particulierement réservé
aux patients requérant un traitement par voie intra-veineuse, en cas
d'infections a bactéries multi-résistantes (Staphylococcus aureus méti-R,
Streptococcus pneumoniae péni-R) sensibles au ceftobiprole et lorsqu’'il
n'existe aucune alternative thérapeutique ou lorsque les autres alternatives

thérapeutiques ne peuvent étre utilisées.

+ Dans le traitement des pneumonies communautaires, le ceftobiprole n'a
pas de place au regard des altematives thérapeutiques existantes plus
simples d'emploi et de spectre plus étroit, d'autant plus gu'il manque des
données sur |'efficacité dans les pneumonies communautaires &4 SARM et
vis-a-vis des souches de S. pneumoniae non sensibles a la pénicilline.




Ceftobiprole (MABELIO®)

PAC (non remboursé)

ceftriaxone with or without linezolid for the treatment of patients with

> A randomised, double-blind trial comparing ceftobiprole medocaril with
community-acquired pneumonia requiring hospitalisation

Susan C. Nicholson**, Tobias Welte®, Thomas M. File Jr¢, Richard S. Strauss?, Bart Michiels®,
Pratibha Kaul', Dainius Balis®, Deborah Arbits, Karen Amslers, Gary J. Noels?

PNP nosocomiales hors PAVM

> A Phase 3 Randomized Double-Blind
Comparison of Ceftobiprole Medocaril Versus

Ceftazidime Plus Linezolid for the Treatment of
Hospital-Acquired Pneumonia g nfect pis 2014

Samir . Awnd,' Alolalnu nungm Yin-Ching Chuang.” Zewsranns Marjansl.' Alax J Paewigie” Gilmar Reis’
Thomas W. L Sch '* Alej Sancher.’ Xin Zhou," Mikadl Sasloy.” and Macc Cagelbharst™

@)@ APPROVED

OFF-LABEL

Infections « compliquées » PTM

skin and skin structure infections: evidence from 2 clinical trials

> The efficacy and safety of ceftobiprole in the treatment of complicated
Stanley C. Deresinski®

B Cefrobiprole Comparator

778 775 — 608

Clinical cure (%)

STRALISS | STRALISS 2
Figure | Clinical cure rates for the intent -to-treat population,

{ata fram Moel G, Straus RS, Amaler K. ot al. Antmicrob Agents Chemather 2008;

52:37-44;" and MNoel G). Bush K, Bagehi P ot al. Chn nfect Div 2008;46:647-655.")

vs VANCO (1)
vs VANCO-CEFTA (2)

Cellulitis < 20%
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A randomised, double-blind trial comparing ceftobiprole medocaril with
ceftriaxone with or without linezolid for the treatment of patients with
community-acquired pneumonia requiring hospitalisation

Susan C. Nicholson**, Tobias Welte®, Thomas M. File Jr¢, Richard S. Strauss?, Bart Michiels®,
Pratibha Kaul', Dainius Balis#, Deborah Arbits, Karen Amsler®, Gary J. Noelsh

A Phase 3 Randomized Double-Blind
Comparison of Ceftobiprole Medocaril Versus
Ceftazidime Plus Linezolid for the Treatment of

Hospital-Acquired Pneumonia gy nfect pis 2014

Samir 5. Awnd," Alojandro H. Rodriguer.’ Yin-Ching Chuang.” Zeusranns Marjansl.' Alax J Paswigie” Gilmar Reis'
Thomas W. L Schesrsa.'* Alajandro S. Sancher.’ Xin Zhou,™ Mikas! Saulny.” and Marc Dagelhardt™

The efficacy and safety of ceftobiprole in the treatment of complicated
skin and skin structure infections: evidence from 2 clinical trials
Stanley C. Deresinski®

AxTiocnomtal Aoty Axo Craomerary, Mae 000, p. S80.888 Vot 0 No. 3

0066 4304053080040 Boc 101125 AAC 403 534553 005
Copyngtnt © 2005, Amencan Society for Macrobuology, All Rughts Reserved

Evaluation of Ceftobiprole in a Rabbit Model of Aortic Valve
Endocarditis Due to Methicillin-Resistant and
Vancomycin-Intermediate Staphylococcus aureus

Henry F. Chambers*

g B
BAAC

OFF-LABEL

(B-Lactamase Positive and f3-Lactamase Negative), and
Klebsiella pneumoniae, in a Rabbit Meningitis Model

A Stucki* M. Cottagnoud.® F. Acosta® U, Egermant ). Lauffer,” and P. Cottagnoud*

Evaluation of Ceftobiprole Activity against a Variety of Gram-Negative
Pathogens, Including Escherichia coli, Haemophilus influenzae

BAAC

Ceftobiprole Efficacy In Vitro against Panton-Valentine Leukocidin
Production and In Vivo against Community-Associated Methicillin-
Resistant Staphylococcus aureus Osteomyelitis in Rabbits

Azzam Salet-Mghir,*® Oana Dumitrescu,® Aurélien Dinh,** Yassine Boutrad,*” Lasrent Massias,” Emitie Martin,'
Frangots Vandenesch,” Mrome Etlenne,” Gérand Lina," and Anne Claude Crémbesoc®




Ceftobiprole (MABELIO®)

Ceftobiprole for Treatment of Complicated

Staphylococcus aureus Bacteremia

T.L. Holland, S.E. Cosgrove, S.B. Doernberg, T.C. Jenkins, N.A. Turner, RCT CeftOblprOIE VS daptomyCIne

H.W. Boucher, O. Pavlov, |. Titov, 5. Kosulnykov, B. Atanasov, |. Poromanski, n=387
M. Makhviladze, A. Anderzhanova, M.E. Stryjewski, M. Assadi Gehr,
M. Engelhardt, K. Hamed, D. lonescu, M. Jones, M. Saulay, |. Smart, H. Seifert,
and V.G. Fowler, Jr., for the ERADICATE Study Group*

Subgroup Ceftobiprole Daptomycin Percentage-Point Difference [95% Cl)
no. of patientstotal mo. (3]
Al patients 132/189 (69.8)  136/195 (6&.7) r 20 7.1t 111
Age at written informed consent
18 to <65 yr 08/131 (74.8)  101/135 [74.8) 0.5 (0.8 to 10.9)
=65 yr 34/58 (50} 15/63 (56) — - 6.0 (-10.5 to 24.3)
Sex
Male 937128 (T2.7) 027140 [(65.7) —i— 202810 18.8)
Female 30/51 (64) 44/58 (76) = -113 (277 to5.1)
Baseline category of complicated 5. gurews bacteremia
Soft-tissue infection 81116 (60.8)  &0/121 (66.1) N 45 73 to 16.3)
5. gureus bacteremia excluding soft-tissue infection S1f73 (70) 5677 (73) —a— =17 15910 12.6)
Ostecarticular infection 2332 (72) 24/35 (59) - 2.9 197 to 25.6)
abdominal abscess 18/26 (60} 23/29 (76) = 07 (133t 13.9)
Hemodialysis 13/24 (54) 15/25 (50) = 46 [1251023.3)
Persistent 5. qureus bactaremia &/16 (50} &/16 (50 = -0.0 (-35.9t0 35.9)
Infective endocarditis on right side of heart 10415 (67} 710 (70} = -6.6 -40.1 to 27.0)
Baseline 5. aureus infection
Methicillin-susceptible 100141 (70.9)  O7/146 (66.4) . 48 [50t015.5)
Methicillin-resistant 3145 (69) 18749 (78) L -83 25310 8.6)
Previous antibiotic use
Yes 92139 (66.2)  85/134 (63.4] S P 2.0 -84 t014.2)
Mo 4050 (80) 5164 (30) I — -0.2 (-15.0 to 14.6)
Trial cohort
Cohort 1 68/97 (70) 62/06 (65) — = 7.6 (5.6 to 20.8)
Cohort 2 £4/92 (70} 74/102 (72.5) R - -3.4 1610 0.3)
—';5 -iltr -15 0 IIS 3-I|:l -1-I5
Daptomycin Better Ceftobiprole Batter




Ceftobiprole (MABELIO®)

Ceftobiprole for Treatment of Complicated

Staphylococcus aureus Bacteremia

T.L. Holland, S.E. Cosgrove, S.B. Doernberg, T.C. Jenkins, N.A. Turner, RCT CeftOblprOIG VS daptomycme

H.W. Boucher, O. Pavlov, |. Titov, 5. Kosulnykov, B. Atanasov, |. Poromanski, n=387
M. Makhviladze, A. Anderzhanova, M.E. Stryjewski, M. Assadi Gehr,
M. Engelhardt, K. Hamed, D. lonescu, M. Jones, M. Saulay, |. Smart, H. Seifert,
and V.G. Fowler, Jr., for the ERADICATE Study Group*

Table 1. Characteristics of the Patients at Baseline (Modified Intention-to-Treat Population).*

Ceftobiprole  Daptomycin Owverall

Characteristic (N=189) (N=198) (N=387)
Age—yr
Median 57.0 58.0 58.0
Range 20-89 19-91 15-91
Median duration of administration of ceftobiprole or daptomycin (IQR) 21 (21-25) 21 (21-23) 21 (21-24)

— days

Receipt of daptomycin at a daily dose >7 mgfkg — no. (%) NA

Categories of complicated S. oureus bacteremia — no. (%)|

Any complicated 5. aureus bacteremia 189 (100.0) 198 (100.0) 387 (100.0)
Soft-tissue infections™* 116 (61.4) 121 (61.1) 237 (61.2)
Osteoarticular infections 32 (16.9) 15 (17.7) 67 (17.3)
Abdominal abscessesii 26 (13.8) 29 (14.6) 55 (14.2)
Hemodialysis-associated S. aureus bacteremiaf 24 (12.7) 25 (12.6) 49 (12.7)
Persistent S. aureus bacteremia§y 16 (8.5) 16 (8.1) 32 (83)

Infective endocarditis on right side of heart 15 (7.9) 10 (5.1) 25 (6.5)



Tédizolide (SIVEXTRO®)

* Classe : oxazolidinone

e Cible : synthese protéique

* Spectre : cocci+

* Biodisponibilité : IV = per os
e Diffusion:?

* Posologie : 200 mg/24h

e Adaptation : non

e Colit: 200 euros/j
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* Classe : oxazolidinone

e Cible : synthese protéique

* Spectre : cocci+

* Biodisponibilité : IV = per os
e Diffusion:?

* Posologie : 200 mg/24h

e Adaptation : non

e Colit: 200 euros/j

- Hématotoxicité ?
- Neurotoxicité moindre
gue le LNZ ?

BAAC

In Vitro, In Vive, and Clinical Studies of Tedizolid To Assess the
Potential for Peripheral or Central Monoamine Oxidase Interactions

S. Flanagan® K. Barizal® 5. L Minassian® E. Farg,® F. Prokocimar®

AAC
Nonclinical and Pharmacokinetic Assessments To Evaluate the
Potential of Tedizolid and Linezolid To Affect Mitochondrial Function

Shawn Flanagan,” Edward E. Mckee,” Debaditys Das,™ 5 Paul M. Tulkens,® Haroms Hosako® il Fiedler-Kelly,® Julie Passarell®
Ann Radonnky, ? Philippe Prokocimer®

Plus forte inhibition des protéines mitochondriales
mais liaison moins prolongée (effet cumulatif)
9 mois de ttt (rat) : moins d’El neuro et hémato
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J Antimicrob Chemother
doi10.1093 foc/dkx097
Correction of myelotoxicity after mom i
switch of linezolid to tedizolid for 150000
prolonged treatments 200000
250:000
L Khatchatourian®, A. Le Bourgeois®, N. Asseray?, 2NN
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Prolonged use of tedizolid in a
pulmonary non-tuberculous
mycobacterial infection after
linezolid-induced toxicity
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and Jose Leiva®
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Tédizolide (SIVEXTRO®)

Infections « aigués » PTM

2 RCT, 1 333 patients

Tedizolide 6 jours versus linézolide 10 jours
Cure rate > 85%, non infériorité

€ APPROVED

Age : 44 ans (10% > 65 ans)
Diabete : 10%

Fievre : 23%
Bactériémie : 2%

Troubles digestifs +++

A AAC

Analvsis of the Phase 3 ESTABLISH Trials of Tedizolid versus
Linezolid in Acute Bacterial Skin and Skin Structure Infections

Hndrew F. Shorr® Thomas P, Lodise® G, Ralph Corey,® Cariss De Anda,?® Edward Fang,? Anita F. Dms,® Philipps Prokocmen




Tédizolide (SIVEXTRO®)

Infections « aigués » PTM

A AAC

Analvsis of the Phase 3 ESTABLISH Trials of Tedizolid versus

8 Linezolid in Acute Bacterial Skin and Skin Structure Infections

8 2 RC-I-, 1 333 patients Andrew F. Shoe," Thamas P. Lodise,” G, Ralph Corey,” Cariss De Anda ? Edward Fang,? Anita F. Das,® Philippe Prokocmer”

o

o

e Tedizolide 6 jours versus linézolide 10 jours : '
Cure rate > 85%, non infériorité | ﬁvmﬁ.

v, D DARLE
Age : 44 ans (10% > 65 ans) ] ] ] \ (ﬁ L ‘
Diabéte : 10% Quid des durées de traitements ? ‘
Fidvre - 23% La principale information apportée

Bactériémie : 2%

Troubles digestifs +++

par ces essais serait-elle que
6 jours de traitement sont suffisants .
dans les infections cutanées ?!




Tédizolide (SIVEXTRO®)

Infections « aigués » PTM

2 RCT, 1 333 patients

Tedizolide 6 jours versus linézolide 10 jours

Cure rate > 85%, non infériorité

@)@ APPROVED

OFF-LABEL

Bactériémies et El ?

NON efficacité a la dose approuvée

(équivalent 200 mg/j)
Equivalence de doses 2-3 fois supérieures ?

)

BAAC

Analvsis of the Phase 3 ESTABLISH Trials of Tedizolid versus
Linezolid in Acute Bacterial Skin and Skin Structure Infections

HAndrew F. Shoer,® Thomas P, Lodis= ¥ G, Ralph Corey,” Carizs De Arvds,? Edward Fang,? Anita F. Das,® Philipps Prokocmer”
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i sonc | Antimicrobial Agents ®‘..
SOCHTY BOR .
L waacassocy:ANA Chermotherapy

Comparative Efficacies of Tedizolid Phosphate, Linezolid, and
Vancomycin in a Murine Model of Subcutaneous Catheter-Related
Biofilm Infection Due to Methicillin-Susceptible and -Resistant
Staphylococcus aureus

Arnold 5, Boyer,*® We ssom Abdehady® Linng LL® Rache te Goszales ® Yan Q Xiong®*

BAAC

Comparative Efficacies of Tedizolid Phosphate, Vancomycin, and
Daptomycin in a Rabbit Model of Methicillin-Resistant Staphylococcus
aureus Endocarditis

Liana T Chan,™® Li Basuine,” Enyenw L. IDip,* Hanry F. Chambers®
Doviakcm o Il s, Diuscrses, e P b Gl Hosgatal, fan Tonsisen, Calfom

b, LI Citinion of Mckerular e, Horkar -0 & Ml Cente, Tomance,
Caiformia, LS54




Tédizolide (SIVEXTRO®)

Infections « aigués » PTM

2 RCT, 1 333 patients

Tedizolide 6 jours versus linézolide 10 jours
Cure rate > 85%, non infériorité

| @® ApPROVED

OFF-LABEL

Bactériémies et El ?

Pneumonie nécrosante

7 tedizolid @ 1.5hpi

linezolid @ 1_5hpi A -
£3 vancomycin &1.5hpi |

W saline @ 1.5hpi 14,
100, - .
E 80 gﬂl}
S 60 gt N
= w 6
g P=0,003 ¢ +
201 2 e =
P=0.002 &
P ol —. . ﬂ
0 6 12 18 24 30 36 42 48 P 3 }ﬁ‘
hpi with USA300/SF8300 (5.1e9 CFU) ﬁ qg’

i AAC

Analysis of the Phase 3 ESTABLISH Trials ot Tedizolid versus
Linezolid in Acute Bacterial Skin and Skin Structure Infections

Andrew F. Shorr ® Thomas P, Lodise® G, Ralph Corey,” Carizs De Arla? Edward Fang,? Anits F. Das® Philippe Prokocmern

Effects of Tedizolid Phosphate on
Survival Qutcomes and Suppression of
Production of Staphylococcal Toxins in a
Rabbit Model of Methicillin-Resistant
Staphylococcus aureus Necrotizing
Pneumonia

Wien T. M. Le,® Hoan M. L=* Marcos Gabriel Pinbesiro,” Kenneth ). Hahn®

Mary L. Dirh,* Kajal B. Larson® Shawm D Flanagan,® Cedric Badiow =
Gerard Lina, =9 Christine Teacoyk,® Bret B. Seliman,® Hinh An Diep®

D tedizolid

linezolid

vancomycin saline




Tédizolide (SIVEXTRO®)

Infections « aigués » PTM
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2 RCT, 1 333 patients

Tedizolide 6 jours versus linézolide 10 jours
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Cure rate > 85%, non infériorité
Bactériémies et EI ? >

Pneumonie nécrosante

)

|OA

In vitro activity of tedizolid against staphylococei isolated from prosthetic @r_n“
joint infections™
Suzannah M. Schmidi-Malan ®, Kerryl E Greenwood Quaintanae ®, Melissa | Karau®, Robin Patel ***

Tolerance of Pm]unged Oral Tedizolid for Prosthetic Joint
Infections: Results of a Multicentre Prﬂspecﬁve Stud}r

Eric Sennewille 157 Lurdlion Dinh %%, Tristan Forry 7, Eric Beltand **, Nicolas Rlondiaus **
and (ivier Robineaw 5%

BAAC

Analysis of the Phase 3 ESTABLISH Trials of Tedizolid versus
Linezolid in Acute Bacterial Skin and Skin Structure Infections

HAndrew F. Shoer,® Thomas P, Lodis= ¥ G, Ralph Corey,” Carizs De Arvds,? Edward Fang,? Anita F. Das,® Philipps Prokocmer”

Activity of Tedizolid in Methicillin-
Resistant Staphylococcus epidermidis
Experimental Foreign Body-Associated
Osteomyelitis

Kyung-Hwa Park 24 Kermyl E. Greensood-Ouaintance,® Sudrey N. Schoetz>
Jayawant M. Mandrekar,© Robin Pateb.b

L
¥ o *
r 5 1
& o I . 1
I . |
g s _
£ 8 A
g .
*; S i :
-
4 L=
KR s A %
1 4 *
14
L] e —-——
s AARAAR iy feseseeeey (TNFESSEEIT  AdE |
Centrol Tedizedid Tedizedid Rifsmpin Viscomveln  Viscosveln
plus phus
FRiismpin Rilampla



Tédizolide (SIVEXTRO®)

Infections « aigués » PTM
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2 RCT, 1 333 patients

Tedizolide 6 jours versus linézolide 10 jours
Cure rate > 85%, non infériorité

@)@ APPROVED

OFF-LABEL

Bactériémies et El ?

Pneumonie nécrosante

|OA

Mycobactéries, dont TB MDR

V'V VN

A nl:ghml
Antimicrobi
JaArtimicron Chamether 2017; 72 Suppl 2: ii30-i35
dui:;:n(maajaniﬁéns ’ Chemntherupy

Tedizolid is highly bactericidal in the treatment of pulmonary
Mycobacterium avium complex disease

Duvyeni Deshpanda, Shashikont Srivestowa, Jotam G, Pasipomodya, Poeid 5, Les and Towanda Gumbe®

Canter for Infectious Disecies Reseonch ond Expevimentol Therapeutics, Boplor Ressanch fnstitute, Boyior University Medical Center,
Dolios, TX, LS

Intracellular activity of tedizolid phosphate and
ACH-702 versus Mycobacterium tuberculosis
infected macrophages

Camnen A Molina-Tores', Alejandr Barba-Marines', Oreaes Valles-Guerra', Jorge Ocampo-Candiani’,
Morma Cavazxms-Rocha®, Michasl | Puccl, Jorge Castro-Garza™ and Luchs Vera-Cabrera

savcw Antimicrobal Agents P
(:1 secaomanocr @nd Chemotherapy @
Contribution of Oxazolidinones to the Efficacy of Novel Regimens
Containing Bedaquiline and Pretomanid in a Mouse Model of
Tuberculosis

Rokeyn Tasnemn ® Fabrice Betoud ” Serdemp Tymg ® 50 "3 LA® Kty Wilarve,® Paud ). Comverse® Véronigue Derton* Tan
Coft M. Mendiel® Ksmmuel £ MBA" Eae L Nusrobarger

Tedizolid vs Linezolid for the
Treatment of Nontuberculous
Mycobacteria Infections in Solid Organ
Transplant Recipients

¥i Kes Poon,’ Ricarda M. La Hoz™ Linda 5. Hynan,” James Sanders,'* and
Marguerite L Momogue'*




Dalbavancine (XYDALBA®)

Classe : lipoglycopeptide (proche téicoplanine)
Cible : synthese peptidoglycane, bactéricidie lente
Spectre : cocci+ (sauf E. faecium)
Biodisponibilité : IV (30 min)
Diffusion : ? | ot
% vie : 372h (15 jours) -
Posologie : 1500 mg

- 1500 mg JO : ;

- 1000 mg JO, 500 mg J8 025 it
Adaptation : DFG < 30 | : |
(1gaJOou 750 mgJO /375 mgl8)

Principale toxicité : hépatique
Colt : 2 100 euros

OUTPATIENT



Dalbavancine (XYDALBA®)

Infections « aigués » PTM
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@ APPROVED

100 -

Patent %
B

DISCOVER 1 (n=573) et 2 (n=739)

1gJO + 500 mg J8
+ 1 essai 1g/500mg vs 15

NON INFERIORITE

00mg

Guérison clinigue a la visite PTE (J,y)

91,4

ar

93,5

@ Dalbavancine

MSCOVERZ

92,7

e NEW ENGLAND
JOURNAL o MEDICINE

JUNL 5, 2014

Once-Weekly Dalbavancin versus Daily Conventional Therapy
for Skin Infection

A Randomized Clinical Trial of Single
Dose v: Weekly Dalbavancin for
Treatment of Acute Bacterial Skin and
Skin Structure Infection

MW Dunne, § Puttagunta, P Giordano,
D Knevins, M Zelasky, and J Baldassame

Clin Infect Dis. 2016 Mar 1:62(5):545-51

Age moyen : 50 ans

Diabete : 12%

Ambulatoire : 25%

Bactériémie : 40 patients / grpe
Criteres de jugement principal : Arrét
extension et fievre (# guérison)




Dalbavancine (XYDALBA®)

Infections « aigués » PTM

DISCOVER 1 (n=573) et 2 (n=739)

+ 1 essai dose unique JO 1500 mg
versus 1g JO + 500 mg J8

@)@ APPROVED

OFF-LABEL
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Quelle dose ?
Case report 1g JO puis 500 mg/sem

... en fait probablement moins :

BAAC

Extended-Duration Dosing and Distribution of Dalbavancin into Bone
and Articular Tissue

Mimsel W. Dunes® Sailsjs Puitsgents® Crabg B Speenger.”® Ohel Rubina.* Soom Ven WL Limes Baldascame®

Bon & dalibawandn oo ncentration |ug gl

)
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D0 |0 ) e S

CIREHNAL ARTICLE

Dralbavancin reduces biofilms of methicillin-resistant
Stopdnplecocens anrens (MRSA) and methicillin-resistant

Stapindecoccns epidermdis (MRSE)

M Kisall' « 5 Tabisdie" - 5, O Cheag’ - B R Bdlams " - F Thallsamier'

Journal of
Antimicrobial
Chemotherapy

J Anbimicrab Chermotfey J016; 71 460 - 463
doe10 1053 oo dies 357 Advonce Acoess publicotion 30 October 2005

Efficacy of dalbavancin in the treatment of MRSA rat sternal
osteomyelitis with mediastinitis

Yoo Bormea’t, Anot Lerrer', Asel Aizict, Shirl Mavan-Venezia*, Eleamor Rochi?, Michosl W, Dunne®,
Sallajo Puttogunte® and Yesuda Canmeli™

01

1500 mg 1500 mg
Day 1l

Simulated mean concentration-time profile with 1,500
mg IV on days 1 and 8 in bone

=== edian

“— MIC g 5 for S.owerus [0.12 pg/ml)
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Dalbavancine (XYDALBA®)

Infections « aigués » PTM
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DISCOVER 1 (n=573) et 2 (n=739)

+ 1 essai dose unique JO 1500 mg
versus 1g JO + 500 mg J8

Dalbavancin for the Treatment of Osteomyelitis in

@)@ APPROVED

OFF-LABEL
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and Safety

Ungris Bapps,” sﬂuurumnmwm 2 Wy J g **Pode L Geszales! Arvy Base,
Veranica Mas Casallo' Bunid Melsick." Ferka Micedi.” Milas Kesacevie,' Dentjan De Be L"'tdliﬂuﬂlllhr-

> Adult Patients: A Randomized Clinical Trial of Efficacy

Phase 2, Single-center, Open-label, Randomized, Comparator-controlled
Trial in Adult Subjects With Osteomyelitis*
Known or Suspected to be Due to Gram-Positive Organisms

n=80

Randomization 7:1

Dalbavancin IV 1500 mg
Day 1 and Day &

Standard of Care
[S00C)

4 6 weeks

Clinical response in the Clinically Evaluable (CE) population At Day 42

Primary outcome measures:




Dalbavancine (XYDALBA®)

Infections « aigués » PTM

DISCOVER 1 (n=573) et 2 (n=739)

+ 1 essai dose unique JO 1500 mg
versus 1g JO + 500 mg J8

@)@ APPROVED

|OA

Dalbavancin for the Treatment of Osteomyelitis in
Adult Patients: A Randomized Clinical Trial of Efficacy
and Safety

Ungris Bapps,** iﬂu}lrlnmm'-“m 2 Wy J g **Pode L Geszales! Arvy Base,
Veranica Mas Casallo' Bunid Melsick." Ferka Micedi.” Milas Kesacevie,' Dentjan De Be lL"'tdllMl’l.h—
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Dalbavancine (XYDALBA®)

Infections « aigués » PTM
DISCOVER 1 (n=573) et 2 (n=739)

+ 1 essai dose unique JO 1500 mg
versus 1g JO + 500 mg J8

)| @ APPROVED

|OA >

Dalbavancin for the management of osteomyelitis: a major step
forward?

Thamer A. Almangour® and Abdullah A. Alhifany (® 2*

OFF-LABEL

12 études « real life »
> 200 patients




Dalbavancine (XYDALBA®)

Population Pharmacokinetics of Dalbavancin and Dosing
Consideration for Optimal Treatment of Adult Patients with
Staphylococcal Osteoarticular Infections

Pier Giorgio Cojutti,** Matteo Rinaldi,~® Eleonora Zamparini,~® Micold Rossi,~® Sara Tedeschi,** Matteo Conti,* “Federico Pea,~*
Pierluigi Viale=?

Population Pharmacokinetic and Pharmacodynamic Analysis of
Dalbavancin for Long-Term Treatment of Subacute and/or
Chronic Infectious Diseases: The Major Role of Therapeutic
Drug Monitoring

Pier Giorgio Cojutti 1, Sara Tedeschi 27, Milo Gatti ', Eleonora Zamparini ! Marianna Meschiari 90,

Paola Della Siega 5, Maria Mazzitelli *', Laura Soavi 7, Raffaella Binazzi ¥, Elke Maria Eme ¥, Marco Rizzi7,
Anna Maria Cattelan %, Carlo Tascini *, Cristina Mussini *, Pierluigi Viale ** and Federico Pea '

X

1500 mg J1 + J8 — 6 sem de traitement

pour adaptation dose / intervalles
Le plus souvent : 500 mg / mois

OFF-LABEL

Cf. S. Goutelle (Lyon), M. Grégoire (Nantes)

One size

does N OT

fit all.

Si durée prolongée : dosages + simulation populationnelle



Dalbavancine (XYDALBA®)
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Infections « aigués » PTM
DISCOVER 1 (n=573) et 2 (n=739)

+ 1 essai dose unique JO 1500 mg
versus 1g JO + 500 mg J8
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Bactériémies et El >

Dalbavancin as Primary and Sequential Treatment for Gram-Positive Infective
Endocarditis: 2-Year Experience at the General Hospital of Vienna

Selma Tobudic Christina Forstner Heinz Burgmann Heimo Lagler Michael
RamharterChristoph Steininger Matthias (G) Vossen Stefan Winkler Florian
Thalhammer

Clinical Infectious Diseases, Ciy279, hitps/doi.org/10.1093/cid/ciy279

Emergence of dalbavancin non-susceptible, vancomycin-intermediate Sftaphylococcus aursus (VISA)
after reatment of MESA central line-associated bloodstream infection

27 El a cocci+
aprés controle bactériémie (24/27)
92,6% de succes clinique

with a dalbavancin- and vancomycin-containing regimen Unsuccessful treatment of methicillin-resistant Staphylococcus
Clinical micrabiology and Infection aureus endocarditis with dalbavancin

April 2008Volume 24, Issue 4, Pages 425.e1-425.e5

1. M, Steele PharmD, BCPS-A0 D' | R W, Seabury PharmD, BCPS, DABATY |
C. M. Hale PharmD, AAHIVE® | B.T. Mogle PharmD’




Oritavancine (ORBACTIV®)

* Classe : lipoglycopeptide
* Cible : synthese peptidoglycane, bactéricidie rapide
* Spectre : cocci+
* Biodisponibilité : IV -
* Diffusion:? % .
% vie : 245h (10 jours) %f
* Posologie : 1200 mg en 1 perfusion de 3h H
* Adaptation : pas si DFG > 50, sinon ? "

* Principale toxicité : hépatique
e Colit: 2500 euros

OUTPATIENT



Oritavancine (ORBACTIV®)

Infection aigué PTM

)

()
Y 2 ECR de non infériorité « SOLO » | et I
8 versus vanco 7-10 jours
&
< Primary endpoint: Early clinical response’ rates at 48-72 hours
Comparator % (n/N), miTT population’ Difference (95% CI)*
e ORBACTIV* 82.3% (391/475) .
SOLOI 34  (16,84)
il Vancomycin 78.9% (378/479) :
80.1% (403/503) ]
soLol 27 (7520

Vancomycin 82.9% (416/502)

Secondary endpoint:Clinical success’ rates at day 14-24
Comparator % (n/N), mITT population®

79.6% (398/475)
SOLOI

82.7% (416/503)

80.5% (404/502)

Difference (95% CI)*

04 (5547

27 (-26,70)

The NEW ENGLAND JOURNAL of MEDICINE

l ORIGINAL ARTICLE

Single-Dose Oritavancin in the Treatment
of Acute Bacterial Skin Infections

G. Ralph Corey, M.D., Heidi Kabler, M.D., Purvi Mehra, M.D., Sandeep Gupta, M.D.,
J. Scott Overcash, M.D., Ashwin Porwal, M.D., Philip Gioerdano, M.D.,
Christopher Lucasti, M.D., Antonio Perez, M.D., Samantha Good, Ph.D.,

Hai Jiang, Ph.D., Greg Moeck, Ph.D., and William O'Riordan, M.D.,
for the SOLO | Investigators*

Single-Dose Oritavancin Versus 7-10 Days of
Vancomycin in the Treatment of Gram-Positive
Acute Bacterial Skin and Skin Structure
Infections: The SOLO II Noninferiority Study

G. Ralph Corey.' Samantha Good.” Hal Jiang” Greg Moeck,’ Matthew Wikder,” Sinikia Groen.’ Paul Manes,'
Richard Keech,” Rajesh Singh.* Barry Heller,” Natalia Bubsove," and William 0'Riordan”; for the SOLO II Investigators®




Oritavancine (ORBACTIV®)
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Infection aigué PTM

2 ECR de non infériorité « SOLO » l et I
versus vanco 7-10 jours
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- Sensibilité de la quasi-totalité des souches
- Synergie avec la rifampicine fréquente

- Activité « anti-biofilm », notamment avec

la rifampicine

- Concentration intra-osseuse > MIC90 > 7|

(lapins)

In vitro activity of oritavancin against biofilms of staphylococei isolated
from prosthetic joint infection

Qun Yan 7, Melissa ]. Karau *, Robin Patel *%*

in vitro Activity of Oritavancin in Combination with
Rifampin or Gentamicin Against Prosthetic Joint
Infection-Associated Methicillin-Resistant Staphylococcus
epidermidis Biofilms

Cun Yan, Melssa J. Karaw, Yash 5. Raval, Bobin P::Icm- 4

Evaluation of Oritavancin in Combination with Rifampin,
Gentamicin or Linezolid Against Prosthetic Joint Infection-
Associated Methicillin-Resistant Staphylococcus aureus
Biofilms by Time-Kill Assays

Oy Yian, Wik J. Bardu, i

AAAC
Oritavancin Pharmacokinetics and Bone Penetration in Rabbits

Diawle Lehoim, Valerle Ostiguy, Cordella Cadieux, Mirelle Malouin, Odette Belanger, Adel Rafsl Far, Thormas L Parr, Jr,

The Medicines Company, St Lasrent, Quster, Canacs




Oritavancine (ORBACTIV®)

Infection aigué PTM

2 ECR de non infériorité « SOLO » | et Il
versus vanco 7-10 jours
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Autres ? >

Multiple-Dose Oritavancin Evaluation in a Retrospective

Cohort of Patients with Complicated Infections
Pharmacotherapy

Lucas T Schulz,"* Emily Dworkin,* Jennifer Dela-Pena,” and Warren E. Rose™* 2018

17 patients, infections diverses (I0OA et endovasculaire notamment), 2-18 doses
Taux amélioration / succes : 100%



Délafloxacine (QUOFENIX®)

e Classe : fluoroquinolones
e Cible : topol + ADN girase
* Spectre : celui des FQ
- S. aureus dont FQ-R
- Pseudomonas : 30% des FQ-R
* Biodisponibilité : IV ou per os
* Posologie:300 mg/12h IV
ou 450 mg / 12h per os
» Adaptation : DFG < 30 mL/min
* Colit: 130 euros/ j



Délafloxacine (QUOFENIX®)

Pathogenes Gram positifs Nb de Antibiotique CMI,, cMmi,, Fourchette de
souches (mg/l) (mg/l) cMI (mg/1)

S. aureus FQ-R Lévofloxacine 16 32 4 - 64
Moxifloxacine 4 8 0,25 =16
Delafloxacine 0,25 1 0,015-1
S. epidermidis FQ-R 10 Levofloxacine 16 16 4-128
Moxifloxacine 2 2 1- >128
Delafloxacine 0,5 0,5 0,12-1
Staphylocoques 3 10 Lévofloxacine 8 64 4-128
coagulase-négative FQ-R Délafloxacine 0,25 0,5 0,03-0,5
5. pneumoniae FQ-R 33 Lévofloxacine 16 32 2-32
Moxifloxacine 2 4 0,25-8
Delafloxacine 0,12 0,5 0,015-0,5
E. faecalis FQ-R 26 Lévofloxacine 32 128 16 -128
Moxifloxacine 8 32 2—-64
Delafloxacine 0,25 8 0,06 - 32
E. faecium FQ-R 28 Lévofloxacine 32 64 8->128
Moxifloxacine 16 16 1-32
Délafloxacine 4 8 0,25-16



Délafloxacine (QUOFENIX®)

Efficacy and safety of delafloxacin in the treatment
of acute bacterial skin and skin structure

infections: a systematic review and meta-analysis
of randomized controlled trials

Shao-Huan Lan'
Chih-Cheng Lai®
Li-Chin Lu’

Shen-Peng Chang*

Hui-Ting Huang®

Study, year | Study design Study Study period | Study population Number of patients
published site
Delafloxacin | Comparator | Delafloxacin | Comparator
OTRiordan Multicenter, randomized, 14 sites in Between June and | Complicated skin and skin | 49 (300 mg) 50 Delafloxacin, Tigecycline 100 mg IV x |,
etal, 2015”7 double-blind trial USA September 2008 structure infection 51 (450 mg) 300 mg or followed by 50 mg IV g12
450 mgqi2 h h

Kingsley et al, Multicenter, randomized, 23 center in | Berween February | Acute bacterial skin and 81 (300 mg) 77 (Linezolid) Delafloxacin Linezold 600 mg or van-
2016" double-blind trial USA and November, skin structureinfecoon 98 300mgqi2h comycin 15 mgkg

2011 (ABSSSI) (Vancomycin)
Pullman et al, Multicenter, randomized, 34 center in | Between ABSSSI 331 (300 mg) 329 Delafloxacin Vancomycin 15 mghkg plus
2007" double-blind trial seven April 2013 and 300 mgqi2 b artreoram 2 g gi2 h

countries June, 2014

OTRiordan Multicenter. andomized, 76 center in | Between ABSSSI 423 (300 mg) 427 Delafloxacin Vancomycin 15 mgkg phus
et al, 2018" double-blind trial 16 countries | May 2014 and 300mgqi2 h atreonam 2 g gi2 h

January, 2016

Delafloxacin  Comparator Odds ration Odds ration

Study or subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl
Kingsley et al, 2016
O'Riordan et al, 2015
O'Riordan &t al, 2018
Pullman et al, 2017

Total (95%CI)
Total events
Heteroganaity: Chif=3.56,df=3 (P=0.31); F=16%

Test for overall effect: Z=0.49 (P=063)

57 81 103 175 9.2%
Ta 75 K| 34 1.4%
244 423 2556 427 B51.3%
172 33 166 329 382%
910 965 100.0%

43 555

M-H. Fixed, 95% CI

1.66 [0.94, 2.92)
1.35 [0.30, 6.03)
0.92 [0.70, 1.21]
1.06 [0.78, 1.44]

1.05 [0.87, 1.27]

0005

01 7 10

200

Favours [experimental] Favours [oontrol]

Figure 4 Overall dinical cure rates of delafloxacin and comparators in the treatment of acute bacterial skin and skin structure infections.




Délafloxacine (QUOFENIX®)

Efficacy and safety of delafloxacin in the treatment
of acute bacterial skin and skin structure
infections: a systematic review and meta-analysis
of randomized controlled trials

A Phase 3 Study to Compare Delafloxacin With
Moxifloxacin for the Treatment of Adults With
Community-Acquired Bacterial Pneumonia
(DEFINE-CABP)

Juan P. Horcajada,' Robert A. Salata” Rodolfo Alvarez-Sala’ Floarea Mimi Nitu,' Laura Lawrence,” Megan Quintas,’ Chun-Yen Cheng,’ and
Sue Cammarata®"; for the DEFINE-CABP Swdy Group”
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Advanced Create alert Create RSS

—
w
o
<
-
L Save Email Send to
@)
/”—_h‘\
MY CUSTOM FILTERS [& ( 267 results \' ,
\ / ®




Dans le pipeline Gram+

Céfilavancine Céphalo-glycopeptide 1] S. aureus

Contézolide Oxazolidinone 1] S. aureus, E. faecium, mycobactéries
Iclaprim Analogue TMP 1] S. aureus

Gépotidame Inh de topoisomérase 1] S. aureus, BLSE, gono

Zolidoflacine Spiropyrimidinetrione 1] S. aureus, gono

Solithromycine  Macrolide 1l Gono

Ridinilazole Azolé 1] C. difficile
L S S [ Y T
Léfamuline Pleuromutiline S. aureus, gono

Afabicine Inh de Fab | Il S. aureus

Brilacidine Peptide antimicrobien |l S. aureus



Stratégies non antibiotiques




Immunothérapie ciblée

M2 macrophaga
Promote anti-inflammatory
MDSC and M2 macrophage
presence, leading to
profibrotic environments

and abscess formation

.,/—00

MDSC

Inhibition of

phagocytosis
'___-__——" “
PN X
‘ CHIPS CoA
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Neutrophil

Direct
neutrophil
killing

-

Promote cell adhesion

and intracetlular survival
within phagmytcs

MSCRAMM;
SdrC, SdrD, SdrE

Enterotoxins
SEA, SEB, SEC

X X

SCIN - Efb

Leukotoxins
Hia, LukAB, LukED,
HigAB, HigCB. PVL

FnBP. CIfA, CIfB, SasG.

b Adaptive immune response

Antigen presentation

[ ) /T«@ B el
X

O Enterotoxi
.. Tlsls?;J OXImns, “k

)/.,

&

SpA-mediated B
cell manipulation
SpA and apoptosis
A X
——@
Anti-Gmd
Protective
Staphylococcus aureus O
z/ Hia, LukED
IsdB |
Anti-1sdB
Pathogenic T cell apoptosis

| | R

a Enterotoxins, .

. P Inhibition of T cell U
—f_‘l > differentiation Teell

Interference of
cytokine secretion
| 1

@ Echappement a la réponse

innée

- Survie intracellulaire
(MSCRAMM:s)

- Inhibition de la phagocytose
(MSCRAMMs, entérotoxines)

- Leucotoxines

@ Action sur la synapse
immunitaire

- Présentation d’Ag

- Production de cytokines

@ Echappement a la réponse
adaptative

- Inhibition T (Hla, LUKED, PSMs)
- Inhibition B (SpA, Sak)

- Effet superantigénique

(@) Effet anticorps ambivalent
- Protecteur
- Facilitants : anti-IsdB

Muthukrishnan et al, J Orthop Res 2021
Kates et al, J Bone Joint Surg Am 2020



Immunothérapie ciblée

Ac monoclonaux anti-toxine ou anti-adhésines

Nombreuses molécules en développement pré-clinique voire phase Il

- AR-301 (ARIDIS Pharmaceuticals) : AT

- 514G3 (XBiotech) : AT

- MEDI4893 (Medimmune) : AT

- MEDI6389 (Medimmune) : AT, CIfA, PVL, Hig

- ASN100 (Arsanis) : AT + 4 leucocidines dont PVL

SF8300 wild-type

Principalement respiratoire (pneumonie nécrosante, VAP)

m
1|
SF8300 Ahfa

-A & SF3300 atde
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Protective Efficacy of Monoclonal Antibodies Neutralizing
Alpha-Hemolysin and Bicomponent Leukocidins in a Rabbit
Model of Staphylococcus aureus Necrotizing Pneumonia

MEDI4893*

Trang T. T. Vu® Mivu T. 0. Nguyen,® Yuvl G. Tran®* Emmanucle Gras,*" Yanie Mao,** David H Jurg,® Creistine Thaczk?
Bret 0, Sellman,™ Binh &n Disg®




Immunothérapie ciblée

Multimechanistic Monoclonal Antibody Combination Targeting
Key Staphylococcus aureus Virulence Determinants in a Rabbit

Model of Prosthetic Joint Infection

Yanjie Mao,*** Florent Valour,**** Nhu T. Q. Nguyen,® Thien M. N. Doan,* Holly Koelkebeck,® Christopher Richardson,'

Lily I. Cheng,* Bret R. Sellman,’ Christine Tkaczyk,' Binh An Diep®

MEDI6389 (AT, CIfA, PVL, Hig) préventifs
Injection d’Ac spécifiques 12h avant la chirurgie
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Immunothérapie ciblée

Nom lespece il |indication | Phase | Laboratore _

Tosatoxumab

Sevratoxumab

514G3
ASN-100
RG7861
MEDI3902
AR101
ASN-4
ASN-5
AR401-mAb
VXD-003
PolyCAb
Cd-ISTAb

aureus

. aureus

S.
S
S. aureus
S. aureus
S

. aureus

a-toxine

o-toxine

Protéine A

AT + 5 leucocidines

Paroi + rifamycine

T3SS PcrV + Psl

Alginate
LPS
O-Ag

Adjuvant ttt VAP
Prévention VAP
Adjuvant ttt BSI

Adjuvant ttt VAP
Adjuvant ttt VAP

BSI

3
2
2
2
1
2
2

Aridis
Medimmune
XBiotech
Arsansis
Roche
Medimmune
Aridis
Arsansis
Arsansis
Aridis
VaxDyn
Micropharm

BioTherapeuti
cs



Phagothérapie

Past and Future of Phage Therapy and Phage-Derived Proteins
in Patients with Bone and Joint Infection

Tristan Ferry 1.25,4+(0) Camille Kolenda 123#* Thomas Briot 1/, Aubin Souche 1"2:34 Sébastien Lustig 123
Jérome Josse 1:23:4(0), Cécile Batailler 123, Fabrice Pirot 125, Mathieu Medina !, Gilles Leboucher !,
Frédéric Laurent 2%, on behalf of the Lyon BJI Study Group  and

on behalf of the PHAGEinLYON Study Group ¥

( Sévérité ) j r CContexte franga|s>
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|9
( Antibiofilm )J LC Chronicité )
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Phagothérapie

e , a Ferry T. et al.
' - : ‘( Cell recognition ]
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ONA inection 2020;24(1):49-56

ansphlo‘

M
Bocterinl surfoce — DHA being intraduced
it the bacteriol eell —

Virus environnementaux
ciblant des bactéries spécifiques
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Lysines de phage

] smencan (ANtiMicrobial Agents EXPERIMENTAL THERAPEUTICS
L SOCIETY FOR Seplember 2021 Volume 65 Issue § e02723-20
8 .icromowocy | 2NC ChEﬂ"IDThE"EIF:I‘}-’ Iitps: Neoi org/10.1128/AAC. 02723-20

Exebacase Is Active In Vitro in Pulmonary Surfactant and
Is Efficacious Alone and Synergistic with Daptomycin in a
Mouse Model of Lethal Staphylococcus aureus Lung
Infection

Synergistic Activity of Exebacase (CF-301) in Addition to

Daptomycin against Staphylococcus aureus in a Neutropenic
Murine Thigh Infection Model

Steven M. Swift, Karen Sauve, Cara Cassin

Tomefa E. Asempa,® Kamilia Abdelraocuf,® Teresa Carabeo,” ' Raymond Schuch,® David P. Nicolau®*

Exebacase in Addition to Daptomycin Is More Active than

d wimcn  Antimicrobial Agents Daptomycin or Exebacase Alone in Methicillin-Resistant
= “acwoioor and Chemotherapy” Staphylococcus aureus Osteomyelitis in Rats

Melissa J. Karau,* Suzannah M. Schmidt-Malan,* Qun Yan® Kerryl E. Greenwood-Quaintance,* Jayawant Mandrekar,©
Dario Lehoux,* © Raymond Schuch,® Cara Cassino,” ' Robin Patel*+

Effect of the Lysin Exebacase on Cardiac Vegetation
Progression in a Rabbit Model of Methicillin-Resistant
Staphylococcus aureus Endocarditis as Determined by
Echocardiography

Sonia U. Shah,*»< Yan Q. Xiong,™< Wessam Abdelhady,” James Iwaz* Youngju Pak.*< " Raymond Schuch,* Cara Cassino,”
Dario Lehoux,” Amold S. Bayer"<



Phagothérapie

e Mission confiée en février 2023

LE PROGRES

a u C R I OAC Lyo n ( P r. T. Fe rry) pa r Newn «  Depoertments «  Sport »  Looglormet «  Culture - leloure ~  Magazne «  Secvices « Q

» Infections ostéo-articulaires : Lyon devient le centre expert
I a D G OS national pour la phagothérapie

® Le centre de référence des infections ostéo-articulaires complexes, basé sux Hospices clvils de Lyon, va centraliser toutes les
[ ] R C P I T EA M S demandes concernant ce traitement de dernier recours, utilisant des virus contre des bactéries résistantes,
en ligne via
Lo Pregebu - 23 M 20004 1291 { pwn & e be 21 i, 232 e w12

* Remplir un fichier powerpoint (a
partir d’'un template) et convenir
d’'un RDV de passage

e Supervision ANSM via RCP Phagothérapie @HCL pour les
indications jugées pertinentes rentrant dans le cadre de
traitements compassionnels ou d’essais thérapeutiques

HCR.REFERENCE-IOA@chu-lyon.fr



Bactériémie a cocci Gram+ en amas

Signes de gravité — daptomycine — gentamicine

!

FR SARM » daptomycine
céfazoline

céfazoline daptomycine

Durée de traitement : 14 jours IV (sauf complication)

Hémocultures de controle systématique / 24-48h jusqu’a négativation
Retrait systématique des cathéters
ETT systématique
ETO si patient a risque : FR El, bactériémie > 48h ou récidive < 90 jours, matériel intra-cardiaque,
toxicomanie IV, localisations secondaires ...






