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= Intéréts financiers : aucun

= Liens durables ou permanents : aucun

= Interventions ponctuelles : Gilead, ViiVhealthcare

= Intéréets indirects : Gilead, MSD, ViiVhealthcare
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PARTICULARITES DE LA DELAFLOXACINE
SUR LE PAPIER
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PARTICULARITES DE LA DELAFLOXACINE
SUR LE PAPIER

S 2
E - 600
= E 1 @ =
E = s00 5 2
Concentration (mg/L) nécessaire pour inhiber
le complexe de clivage
]
Especes Cibles Délafloxacine | Trovafloxacine || Ciprofloxacine
Escherichia coli ADN Gyrase 0.8 043 0,24
Topoisomeérase [V 1.1 4.5 1.8
Staphylococcus aureus ADN Gyrase 0,57 1.6 3.5
Topoisomeérase IV 1,7 0,19 0,18
Humain Topoisomérase II > 100 =100 > 100
pelaroxacine

Nilius et al. Antimicrob Agents Chemother. Oct 2003
Lemaire et al. Antimicrob Agents Chemother. Febr 2011
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PARTICULARITES DE LA DELAFLOXACINE
SUR LE PAPIER

Streprococcus pyogenes

Délafloxacine 0,008 0,03 < 0,004 - 0,06
Lévofloxacine 0,5 1 0,12 -4
Moxifloxacine =0,012 0,25 <0,012-2
Streptococcus agalactiae
Délafloxacine 0,008 - 0,015 0,015-0,03 0,004 -1
Lévofloxacine 0.5 1 05->4
Moxifloxacine =0,012 0,25 <0,012 -4
Streprococcus dysgalactiae
Délafloxacine 0,008 0,015 <0,004 - 0,12
Lévofloxacine 0,5 1 0,12->4
Moxifloxacine <0,012 0,25 <0,012-2
Streptococcus pneumoniae
Délafloxacine 0,008 0,015 <0,008 - 0,5
Lévofloxacine 1 1 05->4
Moxifloxacine =0,012 0,25 <0,12->4
—
S. pneumoniae MDR
Délafloxacine 0,008 0,015 <0.004 - 0,12
Lévofloxacine 1
Moxifloxacine
S. pneumoniae lévofloxacine-résistant
Délafloxacine 0,12 0,5 0,015-1
Lévofloxacine = =>4 >4
Moxifloxacine 2 4 025->4
——————————————————————————————————————————————————————————————————————————————————————————————————————
D ——
Enterococcus faecalis
Délafloxacine 0,06 -0,12 1 <0,004 -2
Lévofloxacine 1 >4 025a>4
E. faecalis lévofloxacine-résistant
Dé¢lafloxacine 1 2
Enterococeus faecium
Délafloxacine =4 =4 0,008 —=4
Lévofloxacine =4 =>4 0,5-4

= Concernant les
streptocogques/entérocogues

= Gain sur les streptocoques R-Lévo

= Gain de CMI sur E. faecalis sensible vs
Lévo

= Aucun gain d’activité sur E. faecium

= Concernant les BGN

= Aucun gain notamment sur BGN non
fermentant

= Pas de persistance d’activité quand les
FQ sont touchées

(-




PARTICULARITES DE LA DELAFLOXACINE
SUR LE PAPIER

len

len

M|

[~

< Espéces bactériennes/antibiotiques CMI50 CMI90 Intervalle CMI
(mg/L) (mg/L) (mg/L)
Enterobacterales
Délafloxacine 0,06 4 <0004 —=4
= Lévofloxacine <012 =4 <0,12->4
Ciprofloxacine =0,03 =4 =003->4
Escherichia coli
Délafloxacine 0,06 4 <0,004 ->4
8 Lévofloxacine <0,12 >4 <0,12->4
Ciprofloxacine <0,03 >4 <025->4
Moxifloxacine <0,25 >4 <0,03->4
lE coli BLSE |
S Délafloxacine 2 =4 0,008 - =4
- Lévofloxacine >4 >4 <0,12->4
Ciprofloxacine >4 =4 <003->4
Klebsiella pneumoniae
Délafloxacine 0,06 >4 0,015->4
Lévofloxacine =0,12 >4 <0,12->4
Ciprofloxacine =0,03 >4
K. pneumoniae BLSE
Délafloxacine 4 >4 0,06 -=>4
Lévofloxacine =4 >4 <0,12->4
Ciprofloxacine =>4 =4 =003->4
Pseudomonas aeruginosa
Délafloxacine 0,25-0,5 >4 0,015->4
Lévofloxacine 0,5 >4 <0,12->4
Ciprofloxacine 0,25 >4 <0,03->4
P. aeruginosa lévofloxacine-résistant
Délafloxacine >4 >4
Acinetobacter baumannii-
A. calcoaceticus
De¢lafloxacine 2 >4 0,015->4
— Lévofloxacine >4 >4 <0,012->4
Ciprofloxacine >4 >4 0,06 -=4

= Concernant les
streptocoques/entérocoques
= Gain sur les streptocoques R-Lévo
= Gain de CMI sur E. faecalis sensible vs
Lévo
= Aucun gain d’activité sur E. faecium

= Concernant les BGN

= Aucun gain notamment sur BGN non
fermentant

= Pas de persistance d’activité quand les
FQ sont touchées

)




AUTORISATION DE MISE SUR LE MARCHE

« Indications

Quofenix est indiqué dans le traitement des infections suivantes chez
I'adulte :

» bactériennes aigués de la peau et des tissus mous (IBAPTM)
« pneumonies communautaires (PC)




AUTORISATION DE MISE SUR LE MARCHE

Journal of
Antimicrobial
Chemotherapy

J Antimicrob Chemother 2017; 72: 3471-3480
doi:10.1093/joc/dkx325 Advance Access publication 5 October 2017

Efficacy and safety of delafloxacin compared with vancomycin plus
aztreonam for acute bacterial skin and skin structure infections:
a Phase 3, double-blind, randomized study

Subgroup

ITT population analysis set
Objective response at 48-72 k"
Investigator-assessed cure at FU
Investigator-assessed success at FU
Investigator-nssessed cure at LFU
Investigator-assessed success at LFU
CE analysis set
Objective response at 48-72 h
Investigator-assessed cure at FU
Investigator-assessed suecess at FU
Investigator-assessed cure at LFU
Investigator-assessed succass at LFU
MRSA infections (ME)
Objective response at 48-72 h
MRSA infections - invest igator-assested cure at FU
MRSA infections - investigator-assessed suecess at FU
MRSA infections - investigator-ossessed cure at LFU
MRSA infections - investigator-assessed success at LFU
Patient BMI category (ITT)
Objective responise - non-obese at 48-72 h
Objective response - obese at 48-72 h
Irmvestigator-assessed cure at FU - non-obese
Investigator-assessed cure at FU - obese
Investigator-assessed success al FU - non-obase
Investigator-assessed success FU - obese
Investigator-assessed cure at LFU - nen-obese
Investigator-assessed cure at LFU - obese
Investigator-assessed success at LFU - nen-obese

Investigator-assessed success LFU - obese

Delafloxacin

Vancarmyein
+azireonam

events/itotal (%)

2590331 (78.2)
1724331 (52.00
2704331 (B1.E)
233/331 (70.4)

265/331 (80.1)

2504294 (85.0)
1427240 (59.2)
2334240 (97.1)
2081245 (B4.9)

2371245 (96.7)

190v220 (B6.4)
3058 (51.7)

58758 (100.0)
51481 (83.6)

6061 (98.4)

165/211 (80.1)
90120 (75.0)
1047211 (45.3)
GEf120 (36.7)
1706211 (B0.6)
100v120 (83.3)
147/211 (69.7)
86120 (71.7)
167/211 (79.1)
98120 (81.7)

266/325 (80.9)
166/329 (50.5)
274/325 (82.3)
219/329 (66.6)

267/325 (81.2)

2571297 (86.5)
1620244 (58.2)

23E/245 (975

el

2017255

B2 4

24112455 (€

199/235 (BE.4)
30/66 (45.5)
65/66 (98.5)
48/66(72.7)

65/66 (98.5)

196/235 (B3.4)
70194 (74.5)
124/235 (52.8)
42194 (44.7)
198/235 (B4.3)
76/94 (80.9)
165/235 (70.2)
54/94 (57.4)

1944235 (82.6)

Percentage difference (95% CI)

4

73/94(77.7) .
. e —
H.uol...rs.uu_n_urr yen i Favours delafloxacin
aztreanam H
T T T T T T T T 1
20 15 10 5 o 5 pis) 20 25

26(-8.78,357)
15(-6.11,9.11)
1.7 (-7.55,4.13)
3.8(-327 10.89)

1.1(-7.15,497)

1.5 (-7.20, 4.18)
1.0(-7.79,9.71)
0.5 (-3.75,2.72)
25(-4.08,915)

2.1 (-5.24,0.70)

2.0(-8.39, 4.16)
6.3[-11.31, 23 49)
1.5(-4%.79,814)
10.9(-3.73, 25.11)

0.1(-7.40,667)

3.3(-10,62, 3.87)
0.5 (-11.05,12.51)
35(-12.71, 5.81)
12.0 (-1.54, 25.08)
3.7 (-1050, 3.39)
2.5 (-7.79,13.30)
0.5 (-5.10, 7.95)
142 {1.34, 26.50)
3.4 (-10.84, 3.50)
40 (-6.77,15.26)

=3



AUTORISATION DE MISE SUR LE MARCHE

Journal of
J Antimicrob Chemother 2017; 72: 3471-3480 AntlmlcrOblal
doi:10.1093/joc/dkx325 Advance Access publication 5 October 2017 ChemOtherapy

Efficacy and safety of delafloxacin compared with vancomycin plus
aztreonam for acute bacterial skin and skin structure infections:
a Phase 3, double-blind, randomized study

.
Pas mal non ? C'est francais=

Place du médicament

Les infections bacteriennes aigués de la peau et des tissus mous (IBAPTM) sont le plus souvent mo-
nomicrobiennes, en dehors des dermohypodermites bacteriennes necrosantes (DHBN). Lutilisation
dune antibiotherapie ciblant a la fois les bacteries a Gram+ et les bacteries a Gram- ne se justifie
donc que dans les formes graves. Aprés documentation microbiologique, pour les Staphylococcus
aureus sensibles a la meticilline (SASM), les concentrations minimales inhibitrices (CMI) trés basses
de la delafloxacine ne justifient pas son utilisation dans ces situations, et pour les Staphylococcus
aureus resistants a la meticilline (SARM), d'autres antibiotiques ayant un spectre plus etroit sont
possibles.

L3 delafloxacine peut donc avoir un interet en deuxieme intention, dans les cas dinfections severes,
microbiologiquement documentees, plurimicrobiennes comportant du SARM, sensibles a la dela-
floxacine, lorsque les antibiotigues habituellement recommandes en premiere intention dans le trai-
tement de ces infections sont juges inappropries notamment pour des raisons de resistance. de to-

lerance, dallergie, ou de mode dadministration.

Recommandations particuliéres

Demandes particuliéres inhérentes a la prise en charge
Compte-tenu:

® des incertitudes actuelles sur la tolerance de la delafloxacine au regard des effets indesirables
connus des autres antibiotiques de la classe des fluoroquinolones,

® durisque demergence de resistance de la delafloxacine notamment chez les patients prealable-
ment exposes aux fluoroquinolones,

® de la necessite de restreindre exclusivement son utilisation en deuxieéme intention pour le
preserver,

la Commission recommande que la decision therapeutigue soit prise apres avis dun referent I
antibiotigue.




ET DANS LA PNEUMOPATHIE
INFECTIEUSE ?
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Figure 3. Clinical outcome at test of cure by analysis set and subgroup (ITT population). Difference was the differenca in ECR response rates [delafloxacin treatment group
minus moxifloxacin treatment groupl. The Cls were calculated wsing the Miattinen-Munminen method without stratification. Abbreviations: CE, clinically evaluable; C, con-
fidence intarval, ECR, early elinical response; ITT, intent-to-treat; LCL, 95% lower confidence limit; ME, microbiclogically evaluable; MITT, microbiokogical intant-to-treat;
UCL, 95% upper confidence limit.
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Figure 3. Clinical outcome at test of cure by analysis set and subgroup (ITT population). Difference was the differenca in ECR response rates [delafloxacin treatment group
minus moxiflexacin treatmant groupl. The Cls were calculated using the Miattinen-Nurminen method without stratification. Abbreviations: CE, clinically evaluable; CI, co
fidence intarval, ECR, early elinical response; ITT, intent-to-treat; LCL, 95% lower confidence limit; ME, microbiclogically evaluable; MITT, microbiokogical intant-to-treat;
UCL, 95% upper confidence limit.




ET POUR LES ANAEROBIES ?

Table 1
MICs of delafloxacin, piperacillin-tazobactam, meropenem, clindamycin, and
metronidazole against 230 anaerobic isolates by gradient diffusion method.

Genus Antibiotic No. of MICs, MICgq Range (pg/
strains (pg/ml)  (pg/mLl)  mL)
Bacteroides l Delafloxacin 115 0.047 0.38 0.002-6 I
peracillin- 115 0.7/5 [:Z] 0.047 - =
tazobactam 256.0
Meropenem 115 0.125 3 0032 - =
32.0
(.'.lindam)'cin 115 075 =256.0 0.023 - =
256.0
Metronidazole 115 0.5 2 0.047 - =
256.0 Anaerobe B5 (2024) 102816
Prevorelln | Delafloxacin 49 0.002 0.032 0.002-0.38 |
Piperacillin- 449 0.047 0.5 0.016-0.75 Contents lists available at ScienceDirect
tazobactam
Meropenem 49 0.064 0.25 0.032-0.38 Anaerobe
Clindamycin 49 2560  =2560 @ 0.023->
256.0
Metronidazole 49 0.38 2 0.016-3 journal homepage: www.elsevier.com/locate/anaerobe
Clostridium Delafloxacin 31 0.004 0. .:LB 0.002-0.5 I
Piperacillin- 31 0.064 15 0.016-4 Short Communication
tazobactam ’.)
Meropenem 3 0.047 1 0.002-2 In vitro activity of delafloxacin against anaerobic bacteria compared with e
Clindamyein 31 075 16 0.023 - = .. .
256.0 other antimicrobials
Metronidazole 31 0.75 24 0.016 - =
256.0 Fernando Cobo , Ana Franco-Acosta, Lina Martin-Hita, Javier Rodriguez-Granger,
GPAC, | Delafloxacin 35 0.006 0.5 0.002-0.75 | Antonio Sampedro-Martinez, Juan Antonio Reguera-Marquez, José Marfa Navarro-Mar{
Piperacillin- a5 0.047 0.25 0.016-0.75
Department of Microbiology and Institito de Investigacion Biosanitaria Ibs. GRANADA, University Hospital Virgen de las Nieves, Granada, Spain
tazobactam
Meropenem a5 0.016 0.064 0.002-0.125
Clindamyein 35 0.5 =256.0 0.016 - =
256.0
Metronidazole a5 0.5 =256.0 0016 - =
256.0

List of species (number) included in this study.

Bacteroides: B. fragilis (86), B. thetaiotaomicron (18), B. uniformis (4), B. ovaius
(49, B. faecis (3).

Prevotella: P. buccae (18), P. bivia (10), P. nigrescens (6), P. denticola (6),
P. melaninogenica (3), P. bergensis (3), P. heparinolytica (3).

Clostridium: C. perfringens (17), C. innocuum (6), C. septicum (2), C. ramosum (2],
C. tertium (2), C. sporogenes (2), P. sordellii (1).

GPACs: F. magna (16), P. micra (12), P. harei (4), P. lacrimalis (1), P. gorbachii (1),
P. indolicus (1).



EN VIE REELLE ?

Journal of
J Antimicrob Chemother 2024; 79: 2633-2639 éﬁtlmlcrhOblal
https://doi.org/10.1093/jac/dkae269 Advance Access publication 10 August 2024 emot erﬂpy

In vitro activity of delafloxacin against clinical levofloxacin-resistant

Contents lists available at ScienceDirect

Diagnostic Microbiology & Infectious Disease

ELSEVIER

journal homepage: www.elsevier.com/locate/diagmicrobio
Original Article M)
Delafloxacin and levofloxacin activities on Helicobacter pylori in Bulgaria o
over four years
Journal of
Antimicrobial
J Antimicrob Chemother 2023; 78: 810-816 ch th
https://doi.org/10.1093/joc/dkad015 Advance Access publication 4 February 2023 emo erﬂpy

Efficacy of delafloxacin against the biothreat pathogen Bacillus

Ll o Antlmlcrobla| Agents CLINICAL THERAPEUTICS
. feamior ' and Chemotherapy® L)

Check for
| updates

Efficacy of Delafloxacin against the Biothreat Pathogen
Burkholderia pseudomallei

Sandra McCurdy,? Erin Duffy,® Mark Hickman,® Stephanie Halasohoris, Steven D. Zumbrun®

Efficacy and Safety of Single-Dose Oral Delafloxacin

Compared With Intramuscular Ceftriaxone for

Uncomplicated Gonorrhea Treatment: An Open-Label,

Noninferiority, Phase 3, Multicenter, Randomized Study
Open Forum Infectious Diseases

MAJOR ARTICLE @IDSA

A Randomized, Observer-Blinded, Active-Controlled,
Phase IIIb Study to Compare IV/Oral Delafloxacin
Fixed-Dose Monotherapy With Best Available Treatments
in a Microbiologically Enriched Population With Surgical
Site Infections: The DRESS Study

awewcan  Antimicrobial Agents e

L marasowocy and Chemotherapy” )
Check for
updutes

Comparison of In Vitro Susceptibility of Delafloxacin with
Ciprofloxacin, Moxifloxacin, and Other Comparator
Antimicrobials against Isolates of Nontuberculous Mycobacteria

Barbara A. Brown Elliott,* Richard J. Wallace, Jr.?

)
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BRAZ | INFECT DIS. 2024;28(6):103867

The Brazilian Journal of

' "i‘-; Suite INFECTIOUS DISEASES

77 Infectologia

INFECTIOUS DISEASES

www.elsevier.com/locate/bjid

Original Article

Comparative in vitro activity of Delafloxacin and other N
antimicrobials against isolates from patients with acute
bacterial skin, skin-structure infection and osteomyelitis

Contents lists available at ScienceDirect

Journal of Global Antimicrobial Resistance

journal homepage: www.elsevier.com/lacate/jgar

Letter to the Editor

Postoperative linezolid-resistant methicillin-resistant )
Staphylococcus epidermidis mediastinitis in a heart ki
transplant patient: first case of therapeutic success with
delafloxacin

Editor: Stefania Stefani

antibiotics m\l’y

Article
In Vitro Activity of Delafloxacin Against Corynebacterium spp.

Montserrat Muiioz-Rosa 12{, Cristina Elias-Lépez 2>*{’, Rosa Pedraza "2(", Cristina Riazzo 207,
Cristina Arjona-Torres 2, Isabel Machuca %3, Rocio Tejero-Garcia 27, Julian Torre-Cisneros 24
and Luis Martinez-Martinez /235

PATIENT-CENTERED FOCUSED REVIEW - Volume 363, Tssue 4, P350-363, April 2022 [ESAEINGIRLERHIRESTT

Early Clinical Experience with Delafloxacin: A Case Series
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QUE PEUT-ON TIRER DE TOUT CA ?

Disponible IV et PO = Bonne molécule de relais
= Pour le schéma oral

= Simplification du régime antibiotique

Spectre le plus large des FQ

o _ _ . = Patients avec « infections compliquées »
Efficacité sur les infections a Staphylococcus sp . Patientébactérie compliqué (réanimation, exposé
& Streptococcus sp résistants aux ATB, polybactérien...)

= Site compliqué (matériel prothétique, abces...)

Bonne activité sur les anaérobies

Ac_t(iivité préservée dans des milieux un peu plus 9 SL'[]_" aViS SDéCialiSé 6
acides *
Semble avoir une bonne activité sur le biofilm Pour la modique somme de 127,82 €/]

des Staphylococcus sp

Peu de données de tolérance
= Mais pas de toxicité rythmique cardiaque
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