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ABSTRACT (REVISED) RESULTS CONCLUSIONS

Background: Avibactam, a non-p-lactam beta-lactamase inhibitor of Ambler class A, TABLE 1: MIC., and MIC,, for all isolates and cephalosporin-resistant isolates for ceftazidime-avibactam and comparators. Avibactam reduced MIC., and MICgy, of ceftazidime for all organisms
C and some class D enzymes, is currently being studied in combination with tested except A. baumannii and S. marcescens

ceftazidime. We determined the in vitro activity of ceftazidime (CAZ) with avibactam MIC5/MICqyq (ng/mL) ' ' '

(attha ﬂ:ed-ndi d”g/ml't Cr?dncg_ntrat'?rn)m ar_lld tcc:nmparatro:js \-Ir? rSlESB?_rar?]_g Zgn?t'\g Organism (n) Ceftazidime-Avibactam Ceftazidime Ceftriaxone Meropenem Tigecycline Pipercallin-tazobactam Avibactam  restored the activity of ceftazidme for all
PRSI, Tlueling UBmEe) SRt PHEDEMESE proeloy (Bl ) & P Escherichia coli (3915 0 12/0.25 <0.25/1 <0.25/<0 25 <0.03/<0.03 0.25/0.5 >/ Enterobacteriaceae with acquired resistance to ceftriaxone.

producing (AmpC) strains isolated from January 2009 to December 2013 from Seleliee! coli ( ) : : sU. sU.29/=0. sU.05/=0. : :

patients in medical and surgical wards, intensive care units, clinics, and emergency E. coli CRO-R (300) 0.12/0.5 32/>32 64/>64 =0.03/0.06 0.5/1 4/16 Avibactam resulted in a 2-fold reduction in MIC., and 4-fold reduction
rooms at 15 Canadian hospitals. E. coli ESBL (223) 0.12/0.25 16/>32 >64/>64 <0.03/<0.03 0.5/1 4/16 in MIC compared with ceftazidime alone for
Methods: Antimicrobial susceptibility testing was performed using in-house broth Pseudomonas aeruginosa (1825) 2/8 4/32 16/>64 0.5/8 16/>16 4/64 P aeru inogga

microdill_Jtion panels following CLSI recommendatio_ns (M_O?-A9). CAZ_ su_scept_ibility P. aeruginosa CAZ-R (215) 8/>16 >32/>32 >64/>64 4/32 >16/>16 128/512 ' 9 '

Ejegkp‘?l'”ts Wetre.used Sl CAZt.' A\I/I" %ephat'os_pogr;'rez';té‘i‘t Esghet_”‘:h'a _CO"P%‘S Klebsiella pneumoniae (1288) 0.12/0.5 <0.25/1 <0.25/<0.25 <0.03/<0.03 1/2 2/8 If ceftazidime breakpoints are used for ceftazidime-avibactam,
an% :('aeqjl ei'zésarna;rlljsgere geneticaly chatacterized for -procuction tusing K. pneumoniae CRO-R (55) 0.5/2 >32/>32 >64/>64 0.06/1 1/2 8/512 susceptibility rates are >99% for all Enterobacteriaceae (76.5-99.2%
Results: The activity of CAZ-AVI and comparators is summarized in the tables. K. pneumoniae ESBL (50) 0.5/1 32/>32 64/>64 =0.03/0.12 1/2 8/256 for ceftazidime alone), 94.4% for P. aeruginosa (82.7% for ceftazidime
Conclusions: CAZ-AVI demonstrated potent in vitro activity against recent clinical Enterobacter cloacae (512) 0.25/1 0.5/>32 =0.25/>64 <0.03/0.12 0.5/1 2/64 alone) and 60.9% for A. baumannii (79.3% for ceftazidime alone).
isolates of Enterobacteriaceae, including those with acquired resistance to E. cloacae CRO-R (123) 0.5/2 >32/>32 >64/>64 0.06/0.25 1/2 32/128 o _ o _
oximinocephalosporins by a variety of mechanisms including ESBL production. Serratia marcescens (323) 0.25/0.5 <0.25/0.5 <0.25/1 0.06/0.06 2/4 <1/4 It ceftazidme breakpoints are used for ceftazidime-avibactam,
MIC,, of CAZ-AVI against Pseudomonas aeruginosa was comparable to Klebsiella oxytoca (336) 0.12/05 <0.25/0.5 <0.25/1 <0.03/<0.03 0.5/1 2/128 susceptibility rates are comparable with meropenem for
TEFOPBNET Enel 2 el [y e CAZ el e sustgmilaliy wue o Chaz: Proteus mirabilis (311) <0.06/0.12 <0.25/<0.25 <0.25/<0.25 0.06/0.12 8/16 <1/<1 Enterobacteriaceae, superior to meropenem for P. aeruginosa and
resistant P. aeruginosa to ceftazidime-avibactam was considerably greater than Enterobacter aerogenes (153) 0.25/0.5 0.5/32 <0.25/16 <0.03/0.12 1/2 4/32 inferior to meropenem for A. baumannii.

susceptibility to meropenem or piperacillin-tazobactam. Activity against

Acinetobacter baumannii was not improved compared to CAZ alone. CAZ-AVI may Acinetobacter baumannii (87) 8/>16 8/>32 8/64 0.5/1 0.5/1 <1/64
be useful for the treatment of infections caused by oximinocephalosporin and CAZ-AVI: Ceftazidime-avibactam, CRO-R: Ceftriaxone-resistant; CAZ-R: Ceftazidime-resistant; ESBL: Extended spectrum [-lactamase-producing ACKNOWL EDGMENTS
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Antimicrobial resistance is a growing problem among Gram-negative isolates Organism (n) Ceftazidime-Avibactam Ceftazidime Ceftriaxone Meropenem Tigecycline Pipercallin-tazobactam el A, e, G Mersh G, Pl
worldwide. Multi-drug resistant (MDR) P. aeruginosa, ESBL-, KPC- and AmpC- Escherichia coli (3915) 99.9% 94.2% 92.2% 100% 100% 97.8% A o S ’d' e O ’ ’ ’ ’
producing Enterobacteriaceae, and MDR Acinetobacter spp. can cause severe E. coli CRO-R (300) 99.3% 29.7% 0% 99.7% 100% 92.0% unovion, an € Viedicines Lompany.
infections and treatment choices are limited. Avibactam is a broad-spectrum E. coli ESBL (223) 99.6% 33.6% 1.8% 99.6% 100% 94.2% REFERENCES
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