In vitro Evaluation of Delafloxacin Activity When Tested against Contemporary European
Community-Acquired Bacterial Respiratory Tract Infection Isolates (2014—-2017):
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Organism/ Number (%) at MIC in mg/L MIC MIC .. . CLSI? EUCAST®
organism group|  Drug Total | 0.001 | 0.002 | 0.004 | 0.008 | 0.015 | 0.03 | 0.06 | 0.12 | 025 | 0.5 1 2 4 > | (mg/l)  (mg/L) Antimicrobial agent MIC,, (mg/L) | MIC,, (mg/L) | Range (mg/L) %S %l %R %S %l %R
« Delafloxacin is a broad-spectrum fluoroquinolone antibacterial that has Streptococcus | Delafloxacin | 1,375 18 198 661 410 67 10 8 0 2 0 0 1 0.015 | 0.03 Streptococcus pneumoniae (n=1,375)
completed clinical development (oral and intravenous formulations) for acute pneumoniae (1.3) | (15.7) | (63.8) | (93.6) | (98.5) | (99.2) | (99.8) | (99.8) | (99.9) | (99.9) | (99.9) | (100.0) Delafloxacin 0.015 0.03 <0.004 to >4
bacterial skin and skin structure infections Streptococcus Levofloxacin| 1,375 0 1 168 1,030 144 7 25 1 2 :
| o pneumoniae (0.0) | (0.1) | (12.3) | (87.2) | (97.7) = (98.2) | (100.0) Levofloxacin 1 2 0.2510 >4 I7.1 0.5 1.8 I 2:3
* The delafloxacin new drug application was approved by the US Food and Drug . . Moxifloxacin <0.12 0.25 <0.12 to >4 98.6 1.0 0.5 98.6 1.4
. o . . . . : Streptococcus Moxifloxacin| 1,255 1,002 224 11 0 12 3 3 <0.12 0.25 — _ _
Administration in 2017 to treat acute bacterial skin and skin structure infections pneumoniae (79.8) | (97.7) | (98.6) | (98.6) (99.5) | (99.8) | (100.0) Amoxicillin-clavulanic acid <1 2 <1to >4 94.4 1.8 3.8
- Delafloxacin is in phase 3 clinical development for community-acquired Haemophilus Delafloxacin | 690 548 101 24 9 4 0 2 0 1 1 <0.001 | 0.002 Ceftaroline =0.015 0.12 =0.015 to >1 99.9 ° 99.8 0.2
bacterial pneumonia influenzae (79.4) | (94.1) | (97.5) | (98.8) | (99.4) | (99.4) (99.7) | (99.7) | (99.9) (100.0) Ceftriaxone <0.06 1 <0.06 to >2 88.2 8.2 3.6 ¢ 88.2 11.2 0.6
. . b
 |n this study, in vitro susceptibility results for delafloxacin and comparator zzggvnoz;;fglus Levofloxacin| 690 (gj'g) (gg’ 13) (gg 1) (991 3) (95 6) (98 6) (98 6) (991 7) (10% 0) =0.015 | 0.03 , , > > 96.4 3.1 ?'6 B
agents were determined for clinical isolates from community-acquired Haemophilus Moxifloxacin| 606 - o7 307 37 5 0 0 0 ' 3 003 | 003 Clindamycin =0.25 al =0.2510 1 2.5 05 6.7 83.3 '
respiratory tract infections (CARTI) collected from 36 medical centres in influenzae (1.2) | (38.6) | (92.6) | (98.7) | (99.5) | (99.5) | (99.5) | (99.5) (100.0) | | =rythromycin =012 = =0.1210 72 r6.0 )2 23.8 76.0 02 238
Europe participating in the SENTRY Antimicrobial Surveillance Program from Moraxella Delafloxacin| 450 6 61 217 144 18 2 1 1 0.004 0.008 Linezolid 1 Z 0.251t0 2 100.0 100.0 0.0 0.0
2014 to 2017 catarrhalis (1.3) | (14.9) | (63.1) | (95.1) | (99.1) | (99.6) | (99.8) | (100.0) Meropenem <0.015 0.5 <0.015 to >1 87.4 7.1 5.5 87.4 12.4 0.2°
Moraxella Levofloxacin| 450 6 215 | 222 2 0 1 3 1 0.06 | 0.06 100.0 0.0
catarrhalis (1.3) | (49.1) | (98.4) | (98.9) | (98.9) | (99.1) | (99.8) | (100.0) Penicillin <0.06 2 <0.06 to >4 72.2 17.3 10.5 72.2 27.8°
= Moraxella Moxifloxacin| 359 1 0 77 273 4 2 1 1 0.06 0.06 (2.2 27.8° (2.2 23.0 4.8°
Materials and Methods catarrhalis (0.3) | (0.3) | (21.7) | (97.8) | (98.9) | (99.4) | (99.7) | (100.0) 95 2 47 01"
“Greater than highest dilution tested Tetracycline <0.5 >4 <0.5 to >4 77.9 0.3 21.8 77.9 0.3 21.8
 Atotal of 2,538 isolates that included 1,375 Streptococcus pneumoniae, 690 Trimethoprim-sulfamethoxazole <0.5 >4 <0.5 to >4 74.0 8.4 17.6 78.7 3.7 17.6
zHgffOpgglilg influenzae, and 450 Moraxella catarrhalis were collected from Figure 1 Delafloxacin MIC distribution when tested against S. pneumoniae grouped by penicillin Haemophilus influenzae (n=690)
t . ey . - i
0y S | | MIC (non-meningitis breakpoints?) Conclusions Delatloxacin =0.001 0.002 =0.001 to >0.25
- Only 1 isolate/patient/infection episode was included Levofloxacin <0.015 0.03 <0.015 to >2 99.7 99.1 0.9
- Isolate identifications were confirmed at JMI Laboratories 500 . Delafloxacin demonstrated Ciprofloxacin 0.015 0.015 =0.008 to >1 99.6 99.3 0.7
« Susceptibility testing was performed according to CLSI reference broth 450 extremely potent in vitro X;X'ﬂ.o )'(I?rfml anic acid 00'053 0.;) & 5260(1)2 :O ;1 gg'g 01 gjg g?
microdilution methodology, and results were interpreted per CLSI and antibacterial activity against OXAICITIN-CIaVLIANIc act ' S 0 ' ' ' '
EUCAST (2018) criteria 400 CARTI pathogens that included ﬁn.}t[;lcﬂlln | O:|5 >18 _812 :O >2 ;g: 59 20.6 9783.85 26.5
1 1 ZIitnromycin <0. o> . .09
 Other antimicrobials tested included levofloxacin, moxifloxacin, amoxicillin- @ 350 S. pneumoniae, H. influenzae, ana Ceftaroli 4 0.008 0.03 <0.004 t0 0.5 100.0 98 5 15
. . : . : . . . : St M. catarrhalis ertaroline . : sU. O V. . . .
clavulanic acid, ceftaroline, ceftriaxone, clindamycin, erythromycin, linezolid, < .
. . . . o 300 : : Ceftazidime 0.06 0.12 <0.015t0 0.25 100.0
meropenem, tetracycline, trimethoprim-sulfamethoxazole, and penicillin @ - Delafloxacin was very active .
S 950 aaainst penicillin-intermediate Ceftriaxone <0.015 <0.015 <0.0151t0 0.12 100.0 100.0 0.0
- Streptococcus pneumoniae isolates were categorized by penicillin MIC ; (r?eni cilli?w MIC 0.12-1.0 mg/L) Clarithromycin 8 16 <0.12 to >16 88.8 9.7 1.4 100.0 ¢
_usmg EUCAST non-meningitis breal_<p0|nts of susceptible <0.12 mg/L, .g 200 e penicillin-reéistan.t (penicillin Meropenem 0.06 012 <0.008to 0.5 100.0 99 6 0.4 00 ¢
intermediate 0.12-1.0 mg/L, and resistant >1.0 mg/L = . 100.0 005
, _ o _ Z 150 MIC >1.0 mg/L) S. pneumoniae : :
- Fluoroquinolone-resistant S. pneumoniae isolates were categorized by a Delaf N inhibited all but Tetracycline 0.5 1 0.25 to >8 99.3 0.0 0.7 99.0 0.3 0.7
levofloxacin MIC >2.0 mg/L 100 L vofloracinonsy Sseptilél . Trimethoprim-sulfamethoxazole|  0.12 >4 <0.06 to >4 62.2 6.1 31.7 62.2 2.9 34.9
« B-lactamase production for H. influenzae and M. catarrhalis was determined by 50 S. pneumoniae isolate at an MIC Moraxella catarrhalis (n=450)
the nitrocefin disk test - <1.0 mg/L Delafloxacin 0.004 0.008 0.001 t0 0.12
°["=0004 ] 0008 | 0015 | 003 | 006 | 0. 025 [ 05 >4 . These data support the continued oo o e T 100.0 o -
M Penicillin MIC <0.12 mg/L 11 141 459 321 48 6 6 0 0 clinical development of delafloxacin OXITOXACI — ' ' — 0 ' '
© Results [ et o lincal deveiopment of de Amoilincawianicacd | =025 | =025 | 02swos | 1060 o 1000 o
m Penicilin MIC >1 mglL 2 12 72 46 10 1 0 0 0 1 community-acquired pneumonia é@?{;ﬁﬁ?ﬁj : 069365 822 Og%(_’gotg’ fj;‘iG o P > >
« Delafloxacin demonstrated potent in vitro activity against 1,375 S. pneumoniae *EUCAST (2018) Ceftazidime 0.06 0.25 <0.0151t0 0.5 100.0
(MIC,,,, 0.015/0.03 mg/L) and was more active than levofloxacin (MIC_ . 1/2 Ceftriaxone 0.25 05 <0015 to 2 100.0 99 8 0.2 0.0
mg/L) or moxifloxacin (MIC,,4, <0.12/0.25 mg/L), as shown in Tables 1 and 2 Figure 2 MIC distribution of delafloxacin, moxifloxacin, and levofloxacin against 32 Clarithromycin =0.12 0.25 =0.1210 0.5 100.0 99.8 0.2 0.0
- Delafloxacin had the lowest MIC_  of the agents tested TR ; Meropenem =0.015 =0.015 =0.015 t0 =0.015 100.0 0.0
0 | ! 90 e | levofloxacin-resistant S. pneumoniae ACkﬂOWledgements Senicillin Vi Vi <0 03 10 >4
« Activity for delafloxacin remained the same for 238 penicillin-intermediate and _
144 penicillin-resistant isolates (Figure 1) 30 | | | Tetracycline 0.25 0.5 <0.06 to >8 99.6 0.0 0.4 99.6 0.0 0.4
) Funding for this research was provided Trimethoprim-sulfamethoxazole 0.12 0.25 <0.06 to 4 97 .1 2.4 0.4 97.1 1.6 1.3
* For 32 levofloxacin-resistant S. pneumoniae (levofloxacin MIC >2 mg/L) & S by Mellnfta Therapeutics, New Haven, + Criteria as published by CLS! 2018 and EUCAST 2018
isolates, the delafloxacin MIC_,, values were 0.12/0.25 mg/L with 96.9% of = 20 Connecticut, USA. 7 Using non-meningits breakpoints.
the isolates having delafloxacin MICs <1 mg/L (Figure 2) 2 /5 g Ora DreaKPOI LS eis breakboints
o S us ’ 'S br g
- For 690 H. influenzae, delafloxacin was extremely potent with MIC, . values -  Porentos of wid s e on £\ EUGAST version 8.0 2018,
of £0.001/0.002 mg/L; levofloxacin MIC,, ., were <0.015/0.03 mg/L, and € 10 . |
moxifloxacin MIC, . were 0.03/0.03 mg/L (Tables 1 and 2) 2 & Clinical and Laboratory Standards Institute (2018). MO7EdT1E. Methods for
| j I REfe frences dilution antimicrobial susceptibility tests for bacteria that grow aerobically;
- Delafloxacin had the lowest MIC,, of the agents tested 0057z e = o oz | 1 > n = approved standard—eleventh edition. Wayne, PA: CLSI.
the MIC,,, values for levofloxacin and moxifloxacin were 0.06/0.06 mg/L and , , standards for antimicrobial susceptibility testing: 28th informational supplement. - - . hitn- f -
0.06/0.06 mall ivelv (Tables 1 and 2 Moxifloxacin > 7 5 0 10 3 3 Version 8.0, January 2018. Available at: http://www.eucast.org/fileadmin/src
' 06 mg/L., respectively (Tables 1 and 2) o - ; Wayne, PA: CLSI. /media/PDFs/EUCAST files/Breakpoint_tables/v 8.0 Breakpoint Tables.pdf.
- Delafloxacin had the lowest MIC of the agents tested M Levofloxacin S Accessed January 2018.



