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INTRODUCTION

 Omadacycline is a new aminomethylcycline antibacterial (oral and intravenous

- Omadacycline (MIC,, ., 0.12/0.25 mg/L) was active against S. aureus isolates
displaying resistance (R) to other antibacterial classes including: tetracycline,
levofloxacin, erythromycin, clindamycin, and oxacillin (corresponding resistance

Table 1 In vitro antimicrobial activity of omadacycline tested against the main organisms and organism groups included in the 2018 SENTRY Antimicrobial Surveillance Program in the United States

formulations) approved in October 2018 by the United States Food and Drug rates were 3.5%, 32.2%, 50.9%, 13.4%, and 41.5%) (Table 2) Staphul 704y 1b 4 132  1.305 206 38 32¢ 4 0 2 015 | 055 Escherichia coli (1161 1 0 13 521 470 130 20 5 1 1 5
Administration (FDA) for the treatment of adults with acute bacterial skin and skin o . : aphylococcus aureus (1,724) 0.1 0.3 7.9 83.6 956 978 99.7 @ 999 999 100.0 ' ' scherichia coli (1,161) 0.1 0.1 1.2 46.1 86.6 978 995 999 100.0
ot ABSSS| 4 _ o b ) _ « 95.7% (22/23) of Staphylococcus lugdunensis isolates were susceptible to o | 0 3 66 781 147 14 3 1 0 1 51 87 16 9 1 1
S(t:rxgtll;re N eC’gOtr;\S.( . dS) arr: community-acquired bacterial pneumonia omadacycline (MIC,,,, 0.06/0.12 mg/L) and 87.7% of all coagulase-negative Methicillin-susceptible (1,009)¢ 0.0 03 6.8 842 982 996 999 1000 0.12 0.25 ESBL-phenotype (196) 0.0 05 65 709 944 990 995 100.0 1 2
( ) caused by indicated pathogens | | staphylococci were inhibited by <0.5 mg/L of omadacycline (Table 1) Methicillin-resistant (715) 11 o3 o2  aos ore oo o [N 0.12  0.25 Klebsiella pneumoniae (534)>* I e . 2 4
o Omaqicyc!me IS Cu[lr:len'tlli/](I?TphaLISZe 2 clinical trials for trealutmen’;]qf.un(l:\j)cr;n_lp_)l|cated2urLrnary Enterococcus faecalis (MIC, .., 0.12/0.25 mg/L) isolates were 98.2% susceptible | _ 1. : . - x - = A A : - ; - - I g 4 5 0
tract infections (uUTls; NCT03425396) and acute pyelonephritis (NCT03757234) (ABSSSI FDA breakpoint criteria) to omadacycline and 98.0% of Enterococcus Coagulase-negative staphylococe (171) 06 23 292 509 632 877 988 994 100.0 0.1z 1 Non-ESBL-phenotype (446) 00 02 02 45 415 874 944 969 996 100.0 2 4
* Omadacycline is highly active against gram-positive (staphylococci, streptococci, faecium (MIC,,,, 0.06/0.12 mg/L) isolates (including vancomycin-nonsusceptible Staphylococcus lugdunensis (23)° B . 0. °. o 0.06 0.12 ESBL-phenotype (88)° I N . 4 16
and enterococci) and gram-negative bacterial pathogens often associated with strains) were inhibited by <0.25 mg/L of omadacycline (Table 1) 5 3 94 31 29 5 > | 0 3 97 15 5 4 n |
ABSSSIs, CABF, and UTls 97.6% of Streptococcus pneumoniae isolates, including 93.9% of penicillin-R and Enterococcus faecalis (219 09 46 477 849 982 991 [100.0 L Klebsiella oxytoca (125 00 24 500 920 9560 _99.2 100.0 1 °
91.2% of te_tracycline-R strains were susceptible (CABP FDA breakpoint Criteria) to Vancomycin-nonsusceptible (>4 mg/L) (5)2 201.0 28_0 43.0 10%.0 0.12 Enterobacter cloacae species complex (196)>f O(:)O O/.I5 125?3 él5387 9154 967.9 93.0 10%.0 2 4
omadacycline (MIC,,,, 0.06-0.12/0.12 mg/L) (Tables 1-2) o 100 1 5 45 43 3 5 006 015 Cettarid e (<h L) (a5 0 1 6 108 v 5 0 1 , ,
. . . . nterococcus raecium . . eftazidime-susceptible (<=4 m a
MATE RIALS AN D M ETH O DS B-hemolytic streptococci (MIC,,,,, 0.12/0.25 mg/L) including Streptococcus 199) 1.0 70 520 950 98.0 100.0 pible (=4 mg/L) (149) 60 07 186 931 979 993 993 100.0
pyogenes (MIC,,,,, 0.12/0.12 mg/L; 96.7%S, ABSSSI FDA breakpoint criteria) Vancomycin-nonsusceptible (>4 mg/L) (73) 114 852 5?:’334 9%19 9§6 1010 0 0.06 0.12 Ceftazidime-nonsusceptible (>4 mg/L) (51)a OOO 539 6307 8(6)34 952 96?0 1010 0 2 8
+ Gram-positive and gram-negative bacterial clinical isolates (n=7,000) were were susceptible to low concentrations of omadacycline (Table 1) Streptococeus preumoniae (449) 3 40 250 145 11 I Citrobacter spp. (143) 0 1 18 63 40 9 8 3 1 1 .
collected from patients in 31 medical centers located in the United States and 95.7% of viridans group streptococci and all Streptococcus anginosus group 0(-)7 91-6 Gf: 91756 103-0 ; oéo %-g 1%-3 523 82-3 911;5 92-2 9%3 103-0
included all 9 US census divisions Isolates (100.0%S; ABSSSI| FDA breakpoint criteria) were inhibited by <0.12 mg/L Penicillin-resistant oral (=2 mg/L; CLSI) (33)° = 47, 30 485 939 100.0 012  0.12 Acinetobacter baumannii (77) 0.0 39 506 623 701 727 883 948 974 100.0 0.25 8
* Isolates were collected from patients with bloodstream infection (BSI), skin and of omadacycline (Table 1) | 0 - Tetracycline-resistant (24 mg/L: CLSI) (91)° O0O 333 44;03 94502 10% ; 012 012 Stenotrophomonas maltophilia (98) ooo 22O 862 32247 7:;94 92)88 . gg 982O 10% , 4 8
skin structure infection (SSSI), pneumonia in hospitalized patients (PIHP), urinary Enterobacter cloacae species complex (93.4%S; ABSSSI FDA breakpoint criteria) = 0 o6 s ” : 1 5 VT e 1' ' ' ' '
tract infection (UTI), community-acquired respiratory tract infection (CARTI), intra- and Klebsiella pneumoniae (91.0%S; ABSSSI| and CABP FDA breakpoint criteria) Viridans group streptococci (70) 100 243 614 957 986 100.0 0.06 0.12 Haemophilus influenzae (297)° 0.3 34 529 943 997 1000 0.5 1
abc!omlpal mfectlon_(IAI), aqd other infection types; 1 isolate was collected per |sola.te.s were susceptible to o.me?dacy.c.lme (MIC,,q,, 2/4 mg/L) (Table 1) Streptococcus anginosus group (23)° ; g4 5g5 . 770 10% ; 003 012 Haemophilus parainfluenzae (30)° 000 627 . ??3 616 07 . (?7 102) ; ’ 5
patient/infection episode (Figure 1) - Similarly, 99.5% of Escherichia coli isolates and 99.0% of extended-spectrum ' 0 o7 145 36 . | o1 as 3 ' | '
- Bacterial identifications were performed by the submitting laboratories and B-lactamase (ESBL)-phenotype E. coli isolates were inhibited by <4 mg/L of B-hemolytic streptococci (283) 00 343 859 986 100.0 012 0.25 Moraxella catarrhalis (119) 681 975 100.0 =012 0.25
Conflrmed by ‘JMI Laboratorles USIng matr|X'aSS|Sted Iaser desorptlon |On|zat|0n' OmadaCyC“ne Streptococcus pyogenes (182)a OOO 48536 99637 9955 1010 0 0.12 0.12 Eérl?tLer;X;esnSl?gll%Fggtg;/n’:zﬁeIlaJEt?elr;j;SZ%teskFoodtan;j Dru? Admltnlstratlon (FDA) for acute bacterial skin and skin structure infection (ABSSSI).
" . " ] ] ] ] . L . . . . . b Green susceptpie accoraing to reakpoint interpretive criteria
time of flight mass spectrometry (Bruker Daltonics, Bremen, Germany) Omadacycline inhibited 88.3% of Acinetobacter baumannii isolates and 72.4% of | 0 13 40 8 1 Yellow, intermediate according (o FDA breakpaint nterpretive cieria
» Broth microdilution susceptibility testing was performed according to Clinical and Stenotrophomonas maltophilia isolates at <4 mg/L (Table 1) in which comparator Streptococcus agalactiae (82) 00 159 646 988 100.0 012 025 +Crtria s published by ihe FDAfor communiy acquired bacleril preymonia CABP).
. . . ' reakKpoint interpretive criteria 1or . cloacae applied 10 . cloacae species complex isolates.
Laboratory Standards Institute Guidelines (CLSI; MO7, 2018), and results were agent susceptibilities were low (data not shown) Enterobacteriaceae (2,673) 1 1 20 571 895 640 217 114 128 74 12 1 6
’ <01 0.1 08 222 557 796 877 920 96.8 99.6 100.0

iInterpreted using CLSI M100 (2019) and FDA breakpoint interpretive criteria

RESULTS

Omadacycline was highly active against Staphylococcus aureus isolates (97.8%
susceptible [S]; ABSSSI FDA breakpoint criteria) including methicillin-susceptible

S. aureus (MSSA; 98.2%S; CABP FDA breakpoint criteria), and methicillin-resistant
S. aureus (MRSA; 95.2%S; ABSSSI FDA breakpoint criteria) (Table 1)

99.7% of Haemophilus influenzae isolates and 96.7% of Haemophilus
parainfluenzae isolates were susceptible (CABP FDA breakpoint criteria) to
omadacycline (Table 1)

A total of 99.7% (341/342) of omadacycline quality control (QC) values obtained
were within CLSI-approved QC ranges for the reference strains tested

- A single omadacycline MIC value against Staphylococcus aureus ATCC 29213
was above the acceptable QC range and was addressed according to CLSI
guidelines

 Omadacycline demonstrated potent in vitro activity against S. aureus (97.8%S,;
ABSSSI FDA breakpoint criteria) isolates from the United States including
MSSA (98.2%S; CABP FDA breakpoint criteria), MRSA (95.2%S; ABSSSI FDA

breakpoint criteria), and isolates displaying resistance to tetracycline, levofloxacin,

erythromycin, and clindamycin

CONCLUSIONS

Table 2 In vitro activity of omadacycline and comparator agents against
Staphylococcus aureus and Streptococcus pneumoniae isolates from patients
in US medical centers during 2018

S. aureus (1,724)
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L _ » Omadacycline was highly active against E. faecalis (MIC,,,, 0.12/0.25 mg/L; Oxacillin 0.5 >2 =0.06 to >2 58.5 41.5 eleventh edition. Wayne, PA: CLSI.
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Urinary tract infection — isolates at <4 mg/L, which are pathogens that have few treatment options Ceftriaxone 0.03 1 =0.015 10 >2 89.1° 8.9 2.0
_ _ _ , o/ o Levofloxacin 1 1 0.25to >4 99.1 0.0 0.9
 Omadacycline was active against H. influenzae (99.7%S; CABP FDA Erythromycin 0.06 >16  <0.015to >16 53 0 0.7 46.3
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Pneumonia in hospitalized patients sulfamethoxazole

@ Criteria as published by CLSI (2019) or FDA.

b Using FDA breakpoint interpretive criteria for acute bacterial skin and skin structure infection.
¢ Using FDA breakpoint interpretive criteria for community-acquired bacterial pneumonia.

4 Using meningitis breakpoints.

¢ Using oral breakpoints.
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* These data support continued evaluation of omadacycline, especially in infections
where drug-resistant pathogens are likely to be encountered

Charges may apply. No personal
iInformation is stored.

@ Caused by S. pneumoniae, H. influenzae, H. parainfluenzae, or M. catarrhalis



