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(Table 3). The MIC4, (0.004 pg/mL) for delafloxacin was 4- and 8- : :
_ _ \ . . . agents when tested against Streptococcus pneumoniae.
- Delafloxacin was 16-fold more active than the next potent agent, fold lower than for ciprofloxacin and levofloxacin, respectively
ihili g i i i - icillin- Table 3). Ciprofloxacin and levofloxacin susceptibilities were 99.0% Organism group (no. tested)/ MIC (ug/mL) YoSusceptible / %Resistant _ _
Background: Delafloxacin (DLX) is a broad spectrum fluoroquinolone Suscep_tlbllltv testlnq: MIC values were determined f_or S._pn_eumonlae ceftaroline (MICy, 0.015 versus 0.25 pg/mL) against penicillin ;nd Al is?olatzs were suscentible to ceftaroline. ceftazidime and antimicrobial agent e e Range - EUCASTS - Delafloxacin was the most potent compound tested against S.
. e . . and H. influenzae using the reference CLSI broth microdilution method as resistant isolates (Table 2). Susceptibility for most antimicrobials P ’ : %0 % : : :
: o . . described in MO7-A10 [2015]; broth microdilution for M. catarrhalis as v d d in thi b icillin-resistant P : y .6/0 Y U0 _ o 00d ] ) : : :
formulations. The in vitro act|V|ty of DLX was evaluated agamst ) ) was generally aecreasea In this subgroup (penlCI IN-resistan ) lactamase-neagative isolates) and trimethoorim-sulfamethoxazole Delafloxacin 0.008 0.015 <0.004 — 0.12 128-fold more potent than levofloxacin agamst S. pneumoniae
t USA; 2014) Streptococcus pneumoniae (SPN) described in M45-A2 [2010]. Dry-form panels manufactured by Thermo compared to the general population with the exception of the ) havvings Levofloxacin ! ! 05—>4 9850 9855 d 8-fold tent against H. influen nd M. catarrhalis
contemporary (USA, ) Sl P ( & Fisher Scientific Inc. (Cleveland, Ohio, USA) were used and consisted of pare g bopt ption or t (62.5% compared to 65.8%) susceptibilities were lower for the 3- Amoxicilin-clavulanate <1 2 <1—>8 94.0/3.5b : and o-Told more potent against H. influenzae a : :
Haemophilus influenzae (HIN), and Moraxella catarrhalis (MC) isolates. three media types; cation-adjusted Mueller-Hinton broth (CA-MHB), fluoroquinolones and ceftaroline. For example, susceptibility to lactamase-positive isolates (data not shown). Ceftaroline <0015 012  <0.015—05 100.0/-°  99.5/0.5 _ _ _ . _ _
. Haemophilus Test Medium (HTM), and CA-MHB plUS 2.5-5.0% |ysed erythromycin, trimethoprim_su|famethoxazo|e’ and Ceftriaxone were Moraxe”a Catarrhalis Ceftriaxone <0.06 1 <0.06 — 8 83.5./4.5; 83.5/1.5 ° DelafloxaCIn'WaS active aga|nSF pen|(.:|”|n'reS|Stant, Ceﬁ:”axone
Methods: A total of 200 SPN, 200 HIN and 100 MC isolates from a horse blood. Frozen-form panels were produced at JMI Laboratories to 7.7, 15.4 and 53.8%, respectively. Cindamycin 025 <025 <0252 e non-susceptible and levofloxacin-resistant subsets of S.
broad geographic distribution across the USA (2014) were tested by test delafloxacin, levofloxacin and ciprofloxacin against H. influenzae and - Delafloxacin, levofloxacin and ciprofloxacin were active against M. Erythromycin <012 16 <012—>16 525455  525/455 pneumoniae.
MIC against DLX and comparators. Also, a collection of 30 levofloxacin M. catarrhalis isolates. Interpretive criteria for comparator antimicrobials Ceftriaxone non-susceptible S. pneumoniae catarrhalis (95% [B-lactamase positive). However, delafloxacin was Meropenem <0.06 05 <0.06 — 2 86.0/30  86.0/0.5°
(LEV)-resistant SPN from the USA and Europe were tested. MC were were those as published by CLSI (M100-S25; 2015) and EUCAST 8-fold more active than levofloxacin and ciprofloxacin (Table 3). - 100.0/0.0°  Delafloxacin activity was not affected by B-lactamase status for
i i = i -Hi - : i - i . . Moxifl i <0.12 0.25 <0.12—4 99.0/0.5 98.5/1.5 ; :
tested in cation adjustgd Mueller-Hinton broth (CA-MHB); SPN. in CA (2015). Quality control was performed_ per CLSI I\/_IO7-_A10 [201_5] and - The highest MIC for delafloxacin was 16-fold lower than for the . Delal _ "  ootent ested e P::i.dii);acm :O 2 : :O 24 59005 - 9BSLS H. influenzae and M. catarrhalis.
MHB supplemented with lysed horse blood (2.5-5%); and HIN in CLSI M100-S25 [2015] recommendations and guidelines and included S. : . _ elalloxacin was the most potent agent tested against . = = e S

: : - - - most potent comparator moxifloxacin (0.015 versus 0.25 pg/mL; catarrhalis (Table 3). All isolates were susceptible to amoxicillin- 67.0133.0%  67.025° L : - : -
Haemophilus Test Medium (HTM). Clinical and Laboratory Standards aureus ATCC 29213, S. pneumoniae ATCC 49619, and H. influenzae _ _ : P S . « The potent activity of delafloxacin, particularly against multi-

. . . : L : 100.0% susceptible) and 32-fold lower than for ceftaroline (0.015 clavulanate, ceftazidime, ciprofloxacin, levofloxacin, and , e . ’ .
Institute quality control ranges and interpretive criteria were applied. ATCC 49247. _ _ _ ate, , , , Tetracycline <0.5 >8 <0.5—>8 81.0/19.0  81.0/19.0 drug resistant pathogens, demonstrates that further clinical

versus 0.5 pg/mL; 100.0% susceptible) against ceftriaxone non- tetracycline. TMP-SMX@ <05 4 <05— >4 755/135  82.0/13.5 study in community-acquired pneumonia are warranted
Results: The DLX MICx, and MICq, for SPN was 0.008 and 0.015 Organism collection: A total of 200 S. pneumoniae, 200 H. influenzae, susceptible S. pneumoniae (Table 2). The fluoroquinolones Pe”g":”;lreSiSt_a”t (MIC, 22 ”g/”;LO;;:) 0015 0,008 — 0015
H H H H H H .. elarioxacin . . . — 0. - -

ug/mL, respectively. DLX was 128 x (MIC.,) and 64 x (MIC,,) more and 100 M. catarrhalis from a broad geographic distribution in the USA (levofloxacin and moxifloxacin) and ceftaroline retained activity __ _ __ _ ) B

: - > Y 2014 lected. In addition, 30 levofloxacin-resistant S Table 3. Activity of delafloxacin and comparator antimicrobial agents evofloxacin ! ! 051 1000/0.0 - 100.000.0
active than 1 EV. Susceptibilty () to a number of anfimicrobials was (neu%gvrﬁ:asiso?;tgs .frcr:rg 20|1|2n(’20 frséouosxzcgn;rrgrisE%?o é and one (100.0% susceptible), however many of the antimicrobials showed when te.sted agyainst isolates of H. influenzae and M. catarrhalis e ciawlanate ; ; . sy '

1 1 . 1 1 y - . o - - i . . . — U. . -b . .
compromised for SPN (erythromycin, 52.5% S; trimethoprim- P : P decreased activity compared to the overall population. Ceftaroline 012 02 00605 1000/ - 92377 A C K N OW L E D G E M E N T
sulfamethoxazole, 75.5% S; tetracycline, 81.0% S; meropenem; 86.0% from Australia) were selected. Organism group (no. tested)! MIC (ug/mL) %Susceptible / %Resistant Ceftriaxone 1 8 05—8 573;74/426?;21b 771231
S). The MIC;, and MICy, for DLX and LEV were unchanged for the Levofloxacin-resistant S. pneumoniae a”“m'cmt?'a' *”_‘ge”t MICs, MICq, Range CLsl® EUCAST® Clindamycin €025 2 <0.25 — >2 53.8/462  53.8/46.2 _ _
penicillin-susceptible, -intermediate, or -resistant subsets of SPN. DLX S Haemophilus influenzae (200) Erythromycin >16 >16 <0.12 —>16 771923  7.7/92.3 This study and abstract presentation were funded by a research grant

. . Delafloxacin <0.001 0.004 <0.001 — 0.25 - - _ c i i
was 16 x more active than the next po_tent compqrator, .ceftar.ollne R E S U LT . Ceftaroline (MIC4, 0.12 pg/mL; 100.0% susceptible) demonstrated Cirofionach ore Sore 004 — o 0001 oo s Meropenem 05 1 05—2 0.0/f16.2 18002) /767.0b from Melinta Therapeutics, Inc.
E)NII_L((:?(I)\/I I%Olz V;:\j?é 0'%51‘29; r:é_)oag?gfraf)e wzgllgéﬁsgggitrifﬁf& The MIC distributi tor delaf i tested nst 200 . the most potent activity against levofloxacin-resistant S. Levofloxacin 0.015 0.03 0.008 — >2 99.0/- 99.0/1.0 Moxifloxacin <012 025  <0.12—0.25 100.00/0.0  100.0/0.0

50 @l 90» Y. . e IStriputions 10r delarioxacin testea agains contemporary . : . Amoxicillin-clavulanate <1 2 <1—38 99.5/0.5 99.0/1.0 Penicillin 2 4 o__3g 0.0/ 100.0¢ 0.0 100.0¢
collection of LEV-resistant SPN. Ceftaroline (MICgy, 0.12 pg/mL; S. pneumoniae, 200 H. influenzae, and 100 M. catarrhalis (2014; pneumoniae (Table 2). Delafloxacin was the next most active agent Ampicillin <0.25 >8 <0.25 —>8 75.5/23.5  75.5/24.5 0.0/100.0¢  0.0/38.5b R E F E R E N C E S
100.0% S) exhibited the most potent activity against LEV-resistant geographically diverse from across the USA census regions) and a (MICq,, (_)'5 kg/mL) fol!owed by meropenem (MICqq, 1 pg/mL; _66'7% Azithromycin 05 2 0.12 —>4 99.5/- 1.0/0.5 | 61.5/7.7" :

SPN. For HIN, 24% of which were B-lactamase positive, the MIC;, and collection of 30 levofloxacin-resistant S. pneumoniae isolates (20 from susceptible) and ceftriaxone (MICg, 2 pg/mL; 83.3% susceptible). ge:a“_’('j'.“e 0600068 0601125 0002?5_ Obog igggj 98.5/1.5 I‘:A‘E"‘;y&';?ge >48 :i jg:_:i igjﬁ :ié i‘;i’/ :j: 1. Almer LS, Hoffrage JB, Keller EL, Flamm RK, Shortridge VD (2004). In
- . . .. . . . ] eftazidime . . <0. — 0. .0/- - - <0.0 — . . . . . ’ ’ ’ ’ .
MICgy, values for QLX were <0.001 and 0.004 yg/mL. The activities of USA, 9 from Europe and one from Australia; all from 2014) are located Limited activity with moxifloxacin was noted (MICqq, 4 pg/mL; 20.0% — 0.06 012 0.001 — 0.5 1000 99.5/0.0° Ceftriaxone-non-susceptible (MIC, 22 ug/mL: 9) vitro and bactericidal activities of ABT-492, a novel fluoroquinolone,
DLX and LEV against HIN were unaffected by 3-lactamase status. Both in Table 1. susceptible; Table 2). : 100.0/0.0¢ Delafloxacin - - <0.004—0.015 - - against Gram-positive and Gram-negative organisms. Antimicrob Agents
DLX and LEV were active against MC (95% B-lactamase positive). DLX _ Tetracycline 05 05 0.25—8 98.5/1.5 98.0/1.5 Levofloxacin - - 1—2 100.0/0.0  100.0/0.0 Chemother 48: 2771-2777.
was the most potent agent tested agalnst MC StreptOCOCCUS pneumonlae HaemOph”US Inﬂuenzae TMP-SMX® <0.5 >4 <0.5—>4 65.0/29.5 65.0/32.5 émﬁOXiC:!"n-da\IUIanate 0s013_ >085 3?0?;)/\':-(>)E;Sb 88 9-/11 1 2 CI|n|CaI and Laboratory Standards |nStItute (2015) MO?'A:LO MethOdS fOf
. . . ) hali 0 ertaroline . — U. U/- . . . . . . . T . . .
+  The delafloxacin MIC, and MIC,, against S. pneumoniae were M Cat;r(;laaﬂ:x(alc?n) oo oo o oo _ _ Ceftriaxone ) ) ,_ g 0.0/100.0°  0.0/33.3 dilution antimicrobial SUSCGp'.[I.bIhty tests for b:?tctena that grow aerobically;
Conclusions: DLX was active against penicillin-resistant, ceftriaxone 0.008 and 0.015 pg/mL, respectively (Table 1). Delafloxacin was * Delafloxacin and levofloxacin were active against 200 contemporary Ciprofloxacin 0.03 0.06 0,015 — 0.06 1000~ 100.0/0.0 0.0:333 ) aﬁ)‘provled Sgandbard- il edl(fllor(]j. VIVaY_ne, PAE ELSII.\/Il 25
non-susceptible and LEV-resistant subsets of SPN. The potent in vitro 128 (MICy,) and 64-fold (MIC4,) more active than levofloxacin H. influenzae (2014: geographically diverse from across USA Levofioxacin 0.06 0.06 0.03— 012 1000~ 100.0/0.0 E";t:‘:‘:r‘:;'l‘n 922 001833 00,133 3. gg?;g?mzrrlcel‘;a%rj;?;i ?(;?r;n?i:ni rgf,fgf;iécgpﬁﬁmty ?e(;_tisng-IZSth
activity o_f DLX agalgst pathog(?ns ;rsglueHrlltl\lly asdsT\)/clzcl:ate_d lentg_ i against the 200 S. pneumoniae (Table 2). The highest delafloxacin census regions), 24% of which were B-lactamase positive (Table 3). 2mo?<|$||-llln-clavuIanate s11 321 ;12; 518 100.7/0.0 100.7/0.0 Meropenem 0.06— 2 saa/ahd  a3aMLLe informational supplement. Wayne, PA: CLSI
B [ . mpicillin <0.25 — -J- - or , 3 )
cr?mmunlty Ia_gquwe pneum_ogl_a ( h ’ ¢ r?n d),_lnc uaing tnose MIC was 0.12 pg/mL. (Table.2). The levofloxacin MICs, and MICq The MICg, and MICy, values for delafloxacin were <0.001 and 0.004 Azitiromycin 0.03 0.06 0.015— 0.5 99.0/- 99.0/0.0 - - O 4. Clinical and Laboratory Standards Institute (2010). M45-A2. Methods for
that gre mult rug-rlesllstant Incicate that further study in community- was 1 and 1 pg/mL, respectively (Table 2). / ively (high MIC val 0.2 /mL). F i < — - - - /- Moxifloxacin =0.12—025 100.0/0.0100.0/0.0 antimicrobial dilution and disk susceptibility testing of infrequently isolated
acquired pneumonia is warranted kg/mL, respectively (highest value at 0.25 pg/mL). For Ceftaroline 0.03 0.12 0.008 —0.25 Penicillin 0.25—8 0.0/66.7¢  0.0/100.0° o " > _
' + The MIC,,and MIC,, for delafloxacin (0.008 and 0.015 pg/mL, levofl in th d MIC | 0.015 and 0.03 Ceftazidime 0.06 0.12 <0.015—0.25 100.0/- -I- 0.0/1000°  0.0/44.45 or fastidious bacteria: second edition. Wayne, PA: CLSI.
50 90 evofloxacin the MIC;, an 90 Values were 0. and 0. : ) ;
: i - _ _ Meropenem <0.06 <0.06 <0.06 — <0.06 e 100.0/0.0 i . 5. EUCAST (2015). Breakpoint tables for interpretation of MICs and zone
respectively) and levofloxacin (1 and 1 ug/mL, respectively) were ImL. respectivelv. However for levofloxacin there were two ope 55.6/11.1 _ _ !
unchanged for the penicillin-susceptible, -intermediate, or -resistant Ll Jrme, Tesp Y : Penicillin >0.12 >0.12 =0.03—>0.12 -F - Tetracycline <0.5—>8 2220778 22.2/77.8 diameters. Version 5.0, January 2015. Available at:
subsets of S. pneumoniae (Table 1) ’ ' isolates that were not susceptible (MIC, >2 pg/mL). Tetracycline <0.12 0.25 <0.12—0.25 100.0/0.0  100.0/0.0 TMP-SMXG . 2 >4 0.077.8  0.0/77.8 http://www.eucast.org/clinical _breakpoints/. Accessed January 2015.
P ' TMP-SMX® <0.5 <0.5 <05—2 93.0/0.0 93.013.0 Levofloxacin-R (MIC, 28 pg/mL; 30) 6. Goldstein EJ, Citron DM, Merriam CV, Warren YA, Tyrrell KL, Fernandez
I N T R O D U CT I O N * The activity of delafloxacin and levofloxacin was retained against « The activities of delafloxacin and levofloxacin against H. influenzae a. Criteria as published by CLSI [2015] and EUCAST  c.  Using Me”_i”giti.s breakpoints.. De"g‘floxa‘:i’” 0.12 05 0.015—1 - - HT (2003). In vitro activities of ABT-492, a new fluoroquinolone, against
. . . . . [2015]. d. Using non-Meningitis breakpoints. Levofloxacin >4 >4 sS4 >4 0.0/100.0 0.0/100.0 . K . .

o ) . N nine CeftrlaXO-ne non-susceptible isolates (Table Z)The highest MIC were unaffected by B-lactamase status (Table 1). b. Evh;o%(ﬁmfﬂgfsned as resistant for penicillins e. TMP-SMX = Trimethoprim-sulfamethoxazole. Amoxicillinclavulanate <1 o <1_3g 66..7/13..3" ' N ' 155 aerobic and 171 anaeroplc path.oger.ls IS.O.lated from antral sinus
Delafloxacin is active against a broad range of Gram-positive and Gram- for delafloxacin was 0.015 pg/mL and for levofloxacin was 2 pg/mL Ceftaroline 0.03 012  <0.015— 05 100.0/-b 96./3.3 puncture specimens from patients with sinusitis. Antimicrob Agents
negative bacteria including anaerobes and atypical bacteria (Chlamydia (Table 2). Ceftriaxone 0.12 2 <0.06 —8 63.3/16.7°  63.3/6.7 C_h_emother 47: 3008-3011. ' '
and Mycoplasma). It has been shown to be highly active against : : - g - : iae H. influenz nd M. rrhali 83.3/6.70 I- 7. Nilius AM, Shen LL, Hensey-Rudloff D, Aimer LS, Beyer JM, Balli DJ, Cai
pathogyenswhich)are o e ot g gueyinfectiongincluding +  Delafloxacin (MICg;and MICq, 0.12 and 0.5 pg/mL, respectively) Table 1. Cumulative frequency distribution of delafloxacin MIC results when tested against S. pneumoniae, uenzae, and M. catarrhalis Cindamycin w025 o <025 o2 om0 80.0200 Y. Flamm RK (2003). In vitro antibacterial potency and spectrum of ABT-

: ) : . : was active against the collection of levofloxacin-resistant S. isolates. Erythromycin 2 516 <012 —>16 43.3/56.7  43.3/56.7 492, a new fluoroguinolone. Antimicrob Agents Chemother 47: 3260-3269.

fluoroquinolone resistant staphylococci (methicillin-resistant ) : . . _ )
Staphylococcus aureus and methicillin-resistant coagulase-negative pneumoniae (Tables 1, 2). MIC values for delafloxacin were No. of organisms (cumulative %) inhibited at delafloxacin MIC in pg/mL of: Meropenem 0.12 1 <0.06—1 66'7//23'3 1%%75/%% 8. O'Riordan W, Mehra P, Manos P, Kingsley J, Lawrence L, Cammarata S
staphylococci), B-hemolytic streptococci, Enterobacteriaceae, mcreased. 16__;[_0 ;z_flOId relative to the general population of S. Organism (no. tested) <0.001 0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 MICso MICqo Moxifloxacin 2 4 0.25 — >4 20.0/26.7  20.0/80.0 (Z_Shl?) A raFdomlze(jd IF: hagtehz StUd?( ccim dpalil_ng tv‘éo i?sef oftdelafloxacm
Pseudomonas aeruginosa, and anaerobes. Delafloxacin is also active pneumoniae (Table 1). Streptococcus pneumoniae (200) 20(10.0)  130(75.0)  43(965)  5(99.0)  0(99.0) 2 (100.0) 0.008 0.015 Penicillin 0.12 4 <0.06 — 8 433/30.0¢  43.3/56.7° ;,I’\?fectli?)?lgycl:nl[]j IIEchtuD?sV\go- gg”;g'ca €d SKin and skin-structure

. : . . : : : . . : : : ) ' 43.3/56.7°  43.3/13.3° : - 0f=13.
against pacterla gssomate_d with respiratory tract |_nfect|o_n_s (hospltal and Delaﬂoxa_cm was the most active agent tested against S. Pen-S (Mlc,>s0-06 ug/nlL, 134) | 12(9.0)  87(73.9)  30(9.3) ;% i98-5) 0(985)  2(100.0) gggi ggiz o714 " 9. Remy JM, Tow-Keogh CA, McConnell TS, Dalton JM, Devito JA (2012).
commur!lty-ach|req respiratory infections) mcludmg activity against pneumoniae (Table 2_). It was 8-fold more potent than the nexf[ most Pen-| (MIC, 20.12 and <1 pg/mL; 53) 8(15.1)  35(8L1)  8(9.2) 00.0) : : Tetracycline <05 -8 <05 8 50.0/50.0  50.0/50.0 Activity of delafloxacin against methicillin-resistant Staphylococcus aureus:
fluoroquinolone resistant Streptococcus pneumoniae. potent agent, cefta}rohne (MICgqq, 0.12 pg/mL; 1OQ.O% su.scept|ble), Pen-R (MIC, 22 ug/mL; 13) 8(61.5)  5(100.0) 0.008 0.015 TMP-SMX9 <0.5 >4 <0.5— >4 50.0/46.7  53.3/46.7 resistance selection and characterization. J Antimicrob Chemother 67:

against the collection of contemporary, geographically diverse S. CRO-non-S (MIC, 22 pg/mL; 9) 1(11.1) 4 (55.6) 4 (100.0) 2. Creriaas published by CLS [2015] and EUGAST [2015] 9814-2820.

The aim of this study was to examine the activity profile of delafloxacin pneumoniae isolates (Table 2). Susceptibility to a number of Levofioxacin-R (MIC, 28 pg/mL.; 30) 5 (16.7) 2(23.3) 6 (43.3) 6 (63.3) 5 (80.0) 5(96.7)  1(100.0) 0.12 05 D Deg ron Mernoiis breakpoints 10. Waites KB, Crabb DM, Duffy LB (2003). Comparative in vitro
against contemporary S. pneumoniae, Haemophilus influenzae, and antimicrobials was compromised (erythromycin, 52.5% susceptible; A, iR () Lop ey, ELEEs,  Z0Ees 208 L (D) 2(99.0) 0(99.0) 1999 1(100:0) =0.001 0.004 d 32:23 oral Etr:;ﬁpl?/ligfi‘ﬁgitis — susceptibilities and bactericidal activities of investigational fluoroquinolone
Moraxella catarrhalis clinical isolates collected primarily from United trimethoprim-sulfamethoxazole, 75.5% susceptible; tetracycline, B-lactamase-positive (48) 25(52.1)  15(83.3)  6(95.8) 1(97.9) 0 (97.9) 1 (100.0) <0.001 0.004 f.  Using Parenteral, non-Meningitis breakpoints. ABT-492 and other antimicrobial agents against human mycoplasmas and
States medical centers during 2014. 81.0% susceptible; meropenem; 86.0% susceptible). M. catarrhalis (100) 32(320) 64(%6.0)  4(100.0) oz oz 9. TMP-SMX = Trimethoprim-sulfamethoxazole. ureaplasmas. Antimicrob Agents Chemother 47; 3973-3975.



http://www.eucast.org/clinical_breakpoints/

