Figure 2. Mean plasma itraconazole concentration—time profile (day 15).
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Background. Relebactam (REL), formerly MK-7655, is a -lactamase inhibitor of
class A and C B-lactamases that is in development in combination with imipenem (IMI).
In this study, we evaluated the activity of IMI/REL against recent clinical isolates of Gram-
negative bacilli (GNB) collected globally as part of the SMART surveillance program.

Methods. In 2017, 188 hospitals in 54 countries each collected up to 100 consecu-
tive Gram-negative aerobic or facultatively anaerobic pathogens from lower respiratory
tract infections, 75 from intra-abdominal infections, and 75 from urinary tract infections.
MICs were determined for 41,319 GNB, including 30,864 Enterobacteriaceae and 6,933
P, aeruginosa isolates, using CLSI broth microdilution and interpreted with CLSI break-
points; for comparison purposes, IMI susceptible breakpoints were applied to IMI/REL.

Results.  Susceptibilities to IMI/REL and comparators of the 10 most commonly
found Enterobacteriaceae species and P. aeruginosa are shown below.

Species n IMI/REL IMI FEP CAZ P/T ATM CIP  AMK  CST
E. coli 14176 99.5 99.0 758 79.0 910 761 644 99.0 99.6
K. pneumonige 7208 925 8.9 59.0 582 686 585 604 93.8 951
P. mirabilis 1670 631 63.6 883 907 975 943 659 961 04
E. cloacae 1601 967 937 753 622 721 632 818 977 931
S.marcescens 1129 702 516 911 916 922 900 896 981 5.2
K. oxytoca 1012 992 985 943 939 868 869 941 995 99.2
K. aerogenes 828 975 83 926 721 750 754 938 989 986
C. freundii 568 986 967 907 708 79.6 718 870 991 99.8
M. morganii 538 320 56 944 844 974 941 768 993 06
C. koseri 402 985 960 983 978 973 965 985 998 100

P. aeruginosa 6933 888 686 746 734 683 639 748 907 995
IMI, imipenem, REL, relebactam, FEP, cefepime; CAZ, P/T, piperacillin k ATM, AMK,
amikacin; CIP, ciprofloxacin; CST, colistin; NA, breakpoint not available

IMI/REL showed activity >90% against seven of the top 10 Enterobacteriaceae spe-
cies, typically ~5 to 35 percentage points higher than the B-lactam comparators, and
it was active against 89% of P. aeruginosa, ~15 to 25 percentage points higher than the
B-lactam comparators. Only amikacin and colistin showed similar or higher activity
for most species, with colistin showing little activity against Proteeae and Serratia.

Conclusion. IMI/REL could provide an important treatment option against
infections with Gram-negative pathogens, especially since amikacin and colistin are
associated with significant morbidity, including nephrotoxicity and ototoxicity, and
amikacin is typically used in combination with another antibiotic.
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Background. The appearance of multidrug-resistant Gram-positive bacteria is a
major challenge in clinical care. Omadacycline is the first aminomethylcycline anti-
biotic (semisynthetic compounds related to tetracyclines) in late-stage clinical develop-
ment for acute bacterial skin and skin structure infections (ABSSSI), and demonstrates
potent in vitro activity against many pathogens.

Methods. Seven hundred thirty-five patients were enrolled in the OASIS-2 ran-
domized controlled trial comparing omadacycline and linezolid for the treatment of
adult subjects with ABSSSI known or suspected to be due to a Gram-positive pathogen,
with 368 and 367 enrolled in each group, respectively. Subjects completed the 36-Item
Short Form Health Survey Version 2 (SF-36v2), a validated questionnaire on physi-
cal and mental health, at both screening and post-treatment evaluation. Results of the
SF-36v2 were analyzed in accordance with established norm-based standards for the
survey (Ware 2000) for the intention-to-treat population.

Results.  Subjects who received omadacycline experienced a 3.25 point mean
improvement in overall physical health (P < 0.001, Figure 1) and reported signifi-
cant improvements across all but one component parameter of overall physical and
mental health, including physical functioning, bodily pain, role physical, vitality, role
emotional, mental health, and social functioning (Figure 2). In contrast, while overall
physical health improved for subjects who received linezolid, the improvement in vital-
ity, role emotional, mental health, and general health was not significant (Figure 2).
Although omadacycline achieved greater increase from baseline than linezolid across
all domains analyzed, the difference in scores was not statistically significant at the P
< 0.05 level (Figure 1).

Conclusion. Omadacycline provides significant improvement in the physical
component of quality of life over baseline for adult subjects with ABSSSI known or
suspected to be due to a Gram-positive pathogen. Although the OASIS-2 trial was nei-
ther designed nor powered to measure differences in quality of life following treatment,
trends identified in this analysis merit further investigation.
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Figure 1.
Subgroup Omadacycline  Linezolid Percentage-Point diff from BL (95% CI) P-Value
Change from BL (95% C) "

SF36v2 SCALE PARAMETERS: : :
Physical Functoning 944(6.8.12.1) 758 (49.10.3) : ——l—;— 1.86(-20.57) 034
Bodly Pain 977(74.122) 831 (69.107) : ——o—: 146 (-1.9,49) 040
Role Physical 609(36.85) 296(05.54) : -—.—:— 313(:03.656) 0.08
General Health 152(:03.34) -048(23.14) : —_— : 198 (:06.456) 0.14
Vitaiy 219(05.39) 097(08.27) H —_—— : 122(12.37) 033
Role Emotional 288(03.54) -030(29.23) : - —-—:— 3.18(:04.68) 008
Mental Heaith 205(03.38) 109(07.28) : —_——— : 096 (+15.3.4) 044
Social Functioning 321(09.55) 304(07.53) i ] 0.17(3.1.34) 092

NORM BASED SF30v2 SUNMARIES: : :
Mental Component Summary 020(:08.12) -058(-1.5.04) : —— : 078(:06.2.1) 027
Physical Component Summary 325(25.41) 281(20.36) : ——— : 045(-07.1.6) 043
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Figure 2.

Change from Baseline in SF-36 v2 Parameters

## P-Value<0.0001
*  P-value<0.05
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