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— |solate identifications were confirmed at JMI Laboratories  For 58 levofloxacin-NS S. pneumoniae isolates, the delafloxacin MIC, = values Table 1 Activity of delafloxacin and comparators when tested against Streptococcus Table 2 Antimicrobial activity of delafloxacin tested against the main organisms and
AbStraCt . Susceptibility testing of delafloxacin was performed according to CLSI broth were 0.12/0.25 mg/L (Figure 2) pneumoniae, including MDR and levofloxacin-NS isolates organism groups of isolates
microdilution methodology and interpreted per CLSI (2018) breakpoints, where — 94.8% of isolates had delafloxacin MIC values <0.25 mg/L gg;micmbia' (Mlciff) (Mlcli’f) M'(?n;a}['f’e o C';‘T"a TR EUC/AI‘STa - Organism/organism No. of isolates at MIC (mg/L; cumulative %) T .
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Background: Delafloxacin is a broad-spectrum fluoroquinolone (FQ) antibacterial applicable » For 40 moxifloxacin-NS isolates, the delafloxacin MIC_ . values were All (n=3,629) group (no. ofisolates) ' <0004 0.008 0.015 0.03 0.06 | 012 025 05 1 | >
that was approved in 2017 by the Food and Drug Administration for the treatment . Other. antimicrobials tested included levofloxacin, rr_loxiﬂ_oxacin, penicillin, 0.12/0.25 mg/L (Figure 2) Delafloxacin 0015 | 003 | <0004 — 1 Streptococcus 67 | 651 1839 905 123 27 | 14 | 0 3 2015 | 003
of acute bacterial skin and skin structure infections (ABSSSIs). Delafloxacin is amoxicillin-clavulanic acid, ceftriaxone, erythromycin, clindamycin, tetracycline, - 92.5% of isolates had delafloxacin MIC_ . values <0.25 mg/L Levofloxacin 1 1 <006 —>4 | 984 02 14 98 4 16 pneumoniae (3,629) 18 | 19.8 | 70.5 954 | 98.8 | 99.5 | 99.9 | 99.9 | 100.0 ' '
also in clinical development for community-acquired bacterial pneumonia (CABP). and trimethoprim-sulfamethoxazole 200 Moxifloxacin <012 | 025 | <0.12—>4 | 98.7 0.9 04 | 986 1.4 MDR Streptococcus 0 | 23 | 53 | 64 | 12 | 3 003 | 0.03
In this study, in v1tro_suscept|b|I|ty (S) results for delaf_loxacm and_cc_)mp_arator . Multidrug-resistant (MDR) isolates were categorized using CLSI criteria as being é\lz\?u)igﬁlg?e oy | S ; . e N "y pneumoniae (155) 0.0 | 14.8  49.0 | 90.3 | 98.1 |100.0 - -
agents were determined for Streptococcus pneumoniae (SPN) clinical isolates nonsusceptible (NS) to amoxicillin-clavulanate, erythromycin, and tetracycline et e Teoos | 012 | 0015 —1 | vo5 T 907 03 Levofloxacin- ol 3l ol g lor|wlol s
from US and European hospitals participating in the SENTRY Surveillance _ _ _ cTarofin® =Y. - =010 - - - nonsusceptible 56 | 55 lone  cam | w7 | ens | eas | ane 0.12 | 0.25
Program during 2014—2017. . Levoflolxacm-l\llS (I(\j/IIC 24 mg/L) and moxifloxacin-NS (MIC 22 mg/L) phenotypes Ceftriaxone <0.06 1 <0.06 — >2 :g.g 23 2.4712 87.3 | 120 | 0.7 (MIC >2 mg/L) (58) - - - - - - - -
Methods: A total of 3,629 SPN isolates were collected during 2014—2017 WEre also analyze Figure 2 Activity of delafloxacin against 58 levofloxacin nonsusceptible Clindamycin 2058 o Y, 83:8 0:4 15_7 e = Moxifloxacitnl;l 0 1 5 5 15 | 14 0 3 N
rom US and Europee;n hospitals and included only 1 isolate/patient/infection (LVX-NS) and 40 moxifloxacin nonsusceptible (MOX-NS) S. pneumoniae Erythromycin <0.12 -5 <012 —>2 | 650 | 06 | 322 | 850 | 06 | 344 ?I\C/)I?SUE'IC?YI]DQI/L)GMO) 0.0 | 3.0 | 15.0 | 20.0 | 57.5 | 92.5 | 92.5 |100.0 ' '
episode. Isolate identifications were confirmed at JMI Laboratories. Susceptibility Isolates Linezolid 1 Z <012—2 | 100.0 100.0 | 0.0 0.0 MDR, multidrug-resistant
testing was performed according to CLSI broth microdilution methodology, and 25 Meropenem =0.015 | 05 | =<0015—>1 | 847 | 9.5 58 | 847 | 151 0-22
outcomes were interpreted per CLSI (2017) breakpoints where applicable. - [ 1999 00
Other antimicrobials tested included levofloxacin (LVX) and moxifloxacin (MOX). * The 3 most common infection types were community-acquired respiratory tract B LVX-NS Penicillin =0.06 2 =006—>4 | 679 & 213 10'99 07.9 32'1b
Multidrug-resistant (MDR) isolates were categorized as being nonsusceptible infection (n=2,845), bloodstream infection (n=369), and pneumonia in hospitalized 20 MOX-NS g;'g 4o 35 ';f o9 | 2f7 | 44
(NS) to amoxicillin-clavulanate, erythromycin, and tetracycline. Fluoroquinolone- patients (n=285) @ Toracyding o - 0552 T 82 03 213 782 03 | 13
resistant (FQR) isolates were NS to LVX (MIC 24 mg/L). » Delafloxacin demonstrated potent in vitro activity against S. pneumoniae (MIC © Trimethoorim-
0.015/0.03 ma/L) and 30X_64X five than levof N (MIC 50/90 o 15 Sulfametﬁoxazme <0.5 >4 <05—>4 | 73.3 9.8 16.8 | 78.9 4.2 16.8
Results: The 3 most common infection types were community-acquired ' 03 mg/L) and was e more actlive than levorioxacin ( 50/90 - _
- - - - - 1/1 mg/L) and 8X more active than moxifloxacin (MIC._ .. <0.12/0.25 mg/L), as S MDR (n=155)
respiratory tract infection (n=2,845), bloodstream infection (n=369), and H g Table 1 and Fi / 50/90 — ©° - gL, = Delafloxacin 0.03 003 | 0.008— 0.1 .
pneumonia in hospitalized patients (n=285). Delafloxacin demonstrated potent SHOWn i fable 1 and Figure | | 2 10 Pe— 1 = Esd | ara | as | e | ena 56 CO"CI usions
in vitro activity against SPN (MIC, ., 0.015/0.03 mg/L) and was more active than « MIC distributions of _US and European isolates for the 3 fluoroquinolones tested 3 Moxifloxacin <012 | 0.5 <012 —4 | 993 0.0 07 99.3 07
LVX (MIC_ ., 1/1 mg/L) or MOX (MIC, . <0.12/0.25 mg/L). Delafloxacin was were very similar (Figure 1) Amoxicillin- 9 9 "o 00 | 458 | 545 . o . . o .
also more active against 155 MDR SPN isolates (MIC,,, 0.03/0.03 mg/L) than » Delafloxacin was more active against 155 MDR S. pneumoniae isolates (MIC 0 clavdlanate (2:1) | ' | oelatloxacin demonstrated extremely potent in vitro antibacterial activity against
LVX (MIC,... 1/2 mg/L) or MOX (MIC,. . <0.12/0.25 m5°’7|(i) For 58 FQR SPN 0.03/0.03 ma/L) than levof MG 1/2 mall. ” Y TTe B Ceftaroline 012 | 0.25 0.06 — 1 99.4 i 95.5 4.5 S. pneumoniae, including MDR isolates that were NS to the antimicrobials most
the delafl Sggn) cin Mlg values were %)’9102_/0'25 m n wgi;th é” but 3 isolates ha,vin <b 15 /b 25mg /)Lt' an e_lyoblox1acm (MIC 500 mg/L) or moxifioxacin (MIC,,, . Ceftriaxone 2 >2 0.5 —>2 3.2 426 | 542¢ | 3.2 852 | 11.6 commonly used as treatments for community-acquired bacterial pneumonia,
c . C P00 _ 5 | ' ' J J o 25 mg/L); see Table 458 | 426 | 11.6° amoxicillin-clavulanate, erythromycin, and tetracycline
delatloxacin MIC values <0.25 mg/L. » MIC distributions of delafloxacin for all isolates, MDR isolates, and levofloxacin-NS 0.015 0.03 006 0.12 0.25 1 Clindamycin >1 >1 <025—>1 | 161 | 19 | 819 | 181 81.9 ~ 100% of MDR S. pneumoniae isolates were inhibited by <0.12 mg/L of
Conclusions: Delafloxacin demonstrated extremely potent in vitro antibacterial iIsolates are shown in Table 2 Delafloxacin MIC (mg/L) Erythromycin >2 >2 0.5 —>2 0.0 0.6 99.4 0.0 0.6 99.4 delafloxacin
activity against SPN, including MDR isolates that were NS to the antimicrobials - All MDR isolates had delafloxacin MIC values <0.12 mg/L Hinezolid ! ! 0.25—2 | 100.0 1906 | 90 | 0.0 - -
yag ! J . O J Meropenem 1 1 0.5 — >1 0.0 21.0 | 79.0 0.0 97.8 | 2.2¢ « Delafloxacin was the most potent fluoroquinolone tested and had excellent
most commonly used as ’Frgatmen_ts for CABP. Delafloxacin was the most potent 100.0 0.0° activity against levofloxacin-NS and moxifloxacin-NS S. pneumoniae isolates
FQ and had excellent activity against LVX-NS SPN. These data support the Senicillin A A Y 0.0 13 | 9879 | 00 100.0° . | | o |
continued study of delafloxacin as a potential treatment for SPN infections, 06 P T - 92.5% f{’f ftl_uorci((q)ug;olon/eL-NS isolates were inhibited by a delafloxacin
including CABP. . . L . . . . 239 | 703 | 5.8 concentration =4.2omg
Flgtfre 1 Comparison of activities of delafloxacin (I_DL)?), levofloxacin (LVX), and moxifloxacin (MOX) tested e > > — 06 06 - 06 06 T . These data support the continued study of delafloxacin as a potential treatment
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* Delafloxacin is a broad-spectrum fluoroquinolone (FQ) antibacterial that was Amoxiaillin:
approved in 2017 by the United States Food and Drug Administration for the 1200 clavulanate (2:1) | =1 4 <1—>4 89.7 | 34 6.9
treatment of acute bacterial skin and skin structure infections (ABSSSIs) | Ceftaroline <0015 | 0412 |<0.015—025 1000 b 100.0 00 ACkﬂOW'Edgeme ntS
 Delafloxacin is also in clinical development for community-acquired bacterial 2 Ceitriaxone =0.06 1 =006 —>2 | 828 | 86 8.6° | 828 | 138 | 34
pneumonia (CABP) 5 1,000 914 | 5.2 3.4° Melinta Therapeutics, New Haven, CT, sponsored this study.
| T o | @ Clindamycin <0.25 >1 <025 —>1 | 74.1 0.0 259 | 74.1 25.9
* Inthis study_, the in vitro susceptibility (S) for _delafl_oxam_n and comparator agents 5 800 Erythromycin <0.12 2 <012 —>2 | 603 17 379 | 603 17 37 9
was determined for Streptococcus pneumoniae clinical isolates from US and - Linezolid 1 5 05— 2 100.0 1000 | 00 0.0
European hospitals participating in the SENTRY Surveillance Program during = Meropenem <0.015| 0.5 <0.015—1 | 81.1 9.4 9.4 81.1 18.9 | 0.0° REfe rences
2014-2017 = 600 100.0 0.0°
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Penicillin =0.06 ° =0.06 —4 003 | 224 | 172" @603 59.7° Clinical and Laboratory Standards Institute (2018). M100Ed28E. Performance standards for
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M at eri al S an d M eth o d s 400 93 1 6.9 0.0 antimicrobial susceptibility testing: 28th informational supplement. Wayne, PA: CLSI.
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