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Introduction Results Results
Avibactam (AVI) is a p-lactamase Table 1: In vitro activity of ceftazidime-avibactam and comparators against Enterobacterales and P. aeruginosa collected from patients with bloodstream infections? Enterobacterales
inhibitor with potent inhibitory activit Drug (MICgp [ugimi/% Susceptible) idime-avi i ive in vi i 0
: P y Yy Source/Organism/Phenotype (no. of isolates) CAZ-AV] CAZ FEp VEM 7P AMK LUX 160 = Ceftazidime-avibactam (CAZ-AVI) was actlvg In \{ltro (MIC <8 pg/ml) against 98.1.A> of all
against Class A, Class C, and some MIC,, %S MICq, %S MICq %S MICqq %S MICqq %S MICqq %S MICqq %S MICqq %S Enterobacterales collected from bloodstream infections (MICy,, 0.5 pg/ml) (Table 1, Figure 1).
Class D serine pB-lactamases. The Al Enterobacterales, Al (57048) 0.5 98.6 64 74.5 >16 77.0 0.12 95.6 >64 84.0 8 97.0 >8 68.2 1 96.7 Percentages of susceptibility (% S) to the tested agents were 0.3-3.7% lower among blood
combination of cefta2|d|me (CAZ) with Blood é'/'g_ LZSO)(M) 2-5 321 3‘1‘28 8166 :g :gg 2812 2‘115 :gj 22; 22 ggg ZS gg; ; ggi Isolates compared to isolates from combined sources in most cases (Figure 2A).
AV has bee.n approved in Europe and MEM-NS (445) >128 694 |>128 6.5 >16 34 >8 0.0 >64 1.1 >32 629  |>8 1.2 2 91.2 = CAZ-AVI showed good in vitro activity, which exceeded that of all tested comparators except
in the United States for several MEM-NS, MBL-negative (312) 4 99.0 >128 9.3 >16 45 >8 0.0 >64 1.0 >32 69.6 >8 10.6 2 93.6 tigecycline, against isolates with drug-resistant phenotypes, including ceftazidime (CAZ)-non-
indicati - i TZP-NS (1255) 128 89.1 >128 17.6 >16 26.8 >8 64.9 >64 0.0 >32 83.7 >8 29.3 2 94.8 L . . . ’ .
|r);j|cat|onst: -.I;hls Stﬁdy %\flzui\t\?ﬁ the '3 AMK-NS (263) >128 714 |>128 141 |16 8.0 -8 373 |>64 24 |>32 0.0 >8 14 |2 90.1 susceptible (NS), levofloxacin (LVX)-NS and tigecycline (TGC)-NS isolates (MICq,, 2-8 pg/ml,
vitro aclivity 0 - an LVX-NS (2568) 2 9053  [>128 388 [>16 371 [>8 846 | >64 655 |16 209  |>8 0.0 2 95.2 90.0-95.3% S) (Table 1, Figure 3A, Figure 3B).
comparators against Enterobacterales TGC-NS (210) 8 90.0 >128 61.9 >16 57.1 >8 81.4 >64 69.1 32 87.6 >8 41.4 8 0.0 . Reduced activit st MEM)-NS. pi ilin-tazobact TZP)-NS and
and Pseudomonas aeruginosa isolates Al P aeruginosa, All (15813) 8 9209 |64 765 | >16 784 |8 732 |>64 22 |32 899 |8 634 |8 NA educed activity against meropenem (MEM)-NS, piperacillin-tazobactam (TZP)-NS an
lected ¢ fent th Blood Al (1286) 16 89.4 64 76.9 >16 78.3 >8 71.6 >64 73.9 >32 87.0 >8 66.7 >8 NA amikacin (AMK)-NS isolates was attributable to carriage of class B metallo-B-lactamases
cotiecte rom - patients Wi CAZNS (297) 128 542 1>128 0.0 >16 141 |>8 236 | >b4 . >32 35 |>8 293 (>8 NA (MBLs). 99% of MEM-NS MBL-negative isolates (MIC,,, 4 pug/ml) were susceptible to CAZ-
bloodstream infections as part of the MEM-NS (365) 128 63.8 >128 37.8 >16 39.5 >8 0.0 >64 31.5 >32 58.1 >8 25.5 >8 NA AVI (Table 1. Fi 3A Fi 3B
ATLAS surveillance program in 2015- MEM-NS, MBL-negative (288) 32 802  |>128 472 |>16 486 |8 0.0 >64 382 |>32 698  |>8 313 |>8 NA (Table 1, Figure 3A, Figure 3B).
2018 TZP-NS (336) 128 60.7 >128 18.5 >16 20.5 >8 25.6 >64 0.0 >32 57.1 >8 27.7 >8 NA P. aeruginosa
- AMK-NS (167) >128 34.1 >128 17.4 >16 174 >8 8.4 >64 13.8 >32 0.0 >8 5.4 >8 NA . . _ _ _
LVX-NS (428) 64 699 128 509 16 50 2 58 36.5 64 439 539 631 >8 0.0 >8 NA = CAZ-AVI also demonstrated good in vitro activity against P. aeruginosa bloodstream isolates
aCAZ-AVI, ceftazidime-avibactam; CAZ, ceftazidime; FEP, cefepime; MEM, meropenem; TZP, piperacillin-tazobactam; AMK, amikacin; LVX, levofloxacin; TGC, tigecycline; NS, non-susceptible; MBL-negative, no gene encoding a metallo-B-lactamase (MBL) was detected by PCR; NA, no breakpoint assigned. % susceptible was (MICQO’ 16 l,lg/ml, 894% S) (Table 1) SusceptibilitieS tO CAZ'AVI, AMK and MEM were 15'

determined using CLSI 2020 breakpoints, except for tigecycline (US FDA).

2.9% lower among bloodstream isolates compared to isolates from combined sources (Figure

Figure 1. Species distribution of Enterobacterales isolated from bloodstream infections (n=7220) Figure 2A and 2B. Percentages of susceptibility to ceftazidime-avibactam and comparators among (A) 2B)
Methods Other Entarobacteralas Enterobacterales and (B) P. aeruginosa? '

Cirpacterspp A mAll (1=57048)  m Blood (n=7720) B mAl(1=15813) W Blood (n=1286) = CAZ-AVI activity was reduced against subsets of drug-resistant P. aeruginosa (34.1-69.9% S),
= A total of 57048 Enterobacterales rorqanelacea P P which included isolates carrying MBLs, but exceeded the activity of all other tested
and 15813 P. aeruginosa nhon- 7% 80 80 comparators including AMK by 1-70% (Table 1, Figure 4A, Figure 4B).
1 11 1 1Fi 1 _ E b . . . . . . .
dupllcate_ cllnlpally significant iso nierobacter ° ;g P = As expected, activity was improved against isolates that did not harbor MBLs, with 80.2% of
lates, including 7720  Entero- RO — 5 o 5 o MEM-NS MBL-negative isolates susceptible to CAZ-AVI (Table 1).
bacterales and 1286 P. aeruginosa 8% 2 .0 Z .
|solgted from bloodstream IN- ® 30 2 4 Conclusions
fections, were collected in 52 20 20 . _
countries in Europe, Latin America 10 10 = Regardless of the resistant phenotype analyzed, CAZ-AVI was the most active or second
_ . . . : . . _ _ ) _ . _ . . 0 0 - : : - -
AsialPacific  (excluding mainland o et (0. basanden (). and Erconacier spece o o e -2 Morsanlacene ncded CAZAN CAZ FEP WEM TZP AWK LUK TGC CZAN CZ FEP NEM TP AWK LUX most active agent after TGC against Enterobacterales isolated from bloodstream Infections,
China), and the Middle East/Africa o e e e o oo reiod & o e Eoran tora8) & s o) et oo et Prg D and the most active against P. aeruginosa isolates.
reglon N 2015_2018 g];t):itgi;agmﬁ;ir(mglzyzti)éfing;%?gz;zﬁ)agSﬁgﬂgggg(ailz)j,?gnfo'g;zzzt_t?éas(ﬂigfSpg?!ttgg;e;rggfﬂégg'(gﬂirE;rtf;zga;g:lrzzI(rr]\(:lljiégaif;g:1?;?;1?5?3;;:%1@6 :‘icg'l:ﬁ\cz);ﬁl\i\r/lle,.cefta2|d|me-aV|bactam;CAZ, ceftazidime; FEP, cefepime; MEM, meropenem; TZP, piperacillin-tazobactam; AMK, amikacin; LVX, levofloxacin; TGC, - CAZ_AV' prOVIdeS a Valuable therapeutlc Optlon for treatlng bloodstream InfeC'[IOI’lS Caused by
. Suscept|b|l|ty testlng Was performed (n=1), E. vulneris (n=1), Pluralibacter gergoviae (n=1), Salmonella, species not determined (n=1), Serratia liquefaciens (nh=1), and Serratia ureilytica (n=1). MBL_negatlve EnterObaCtel‘a|eS and P aerug|nosa W|th |ntermed|ate or I‘eSIStant MICS tO
by CLSI broth microdilution and  Figure 3A and 3B. Ceftazidime-avibactam MIC distributions against Enterobacterales from bloodstream Figure 4A and 4B. Ceftazidime-avibactam MIC distributions against P. aeruginosa from bloodstream infections commonly-used antimicrobials, including the last-line agents AMK and TGC.
; A. MIC distributions against all, ceftazidime-non-susceptible (CAZ-NS), and B. MIC distributions against meropenem-non-susceptible (MEM-NS) and A. MIC distributions against all, ceftazidime-non-susceptible (CAZ-NS), and B. MIC distributions against meropenem-non-susceptible (MEM-NS) and
b.reakpqmts [1’ _ 2] MICs . Of amikacin-non-susceptible (AMK-NS) isolates 2° meropenem-non-susceptible, MBL-negative (MEM-NS, MBL-) isolates P amikacin-non-susceptible (AMK-NS) isolates 2 meropenem-non-susceptible, MBL-negative (MEM-NS, MBL-) isolates P e eren CeS
tlgecycllne were mterpreted using m Al (n=7720) = CAZ-NS (n=2192) = AMK-NS (n=263) m MEM-NS (n=445) MEM-NS MBL- (n=312) m All (n=1286) = CAZ-NS (n=297) m AMK-NS (n=167) m MEM-NS (n=365) MEM-NS MBL- (n=288) 1. Clinical and Laboratory Standards Institute. 2018. M0O7-A11. Methods for dilution antimicrobial susceptibility tests for bacteria
US FDA breakpoints [3] 50 ! 50 i 50 | 50 | that grow aerobically; Approved standards — Eleventh Edition. Clinical and Laboratory Standards Institute, Wayne, PA.
_ 45 : 45 E 45 ! 45 ! 2. Clinical and Laboratory Standards Institute. 2020. M100-S30. Performance standards for antimicrobial susceptibility testing,
= CAZ-AVI was tested at a fixed 40 ! 40 ! 40 i 40 ! thirtieth informational supplement. Clinical and Laboratory Standards Institute, Wayne, PA.
concentration of 4 ug/ml AVI. 35 i 35 ! 35 ! 35 ; 3. Pfizer, Inc. 2016. Tygacil (tigecycline) prescribing information. Pfizer, Inc., Collegeville, PA.
_ 810 | $30 : 8 30 : 3 30 : 4.Lob SH, Kazmierczak KM, Badal RE, et al. 2015. Trends in susceptibility of Escherichia coli from intra-abdominal infections
= Meropenem-nonsusceptlble (|\/|E|\/|- <_g25 E 3325 : = o5 : = o5 : to ertapenem and comparators in the United States according to data from the SMART program, 2009 to 2013. Antimicrob
NS) Enterobacterales and P. 5 : 5 | 5 i 5 i Agents Chem(()jther 59:3606-3610. k | L ” o
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genes by PCR and sequencing [4, 5 i 5 1 | | 5 i 5 | I I I L Disclosures
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93.8% (135 of 144l;gCAZ-AVI-R (MIC >8 pg/ntlI?Enterobacterales carrieggMBLs. Among isolatcgs with drug resistant phgnotyges, 93.2% (135/1531) of CAZ-NS, CAZ- b55.1% (75 of 136)ugAZ-AVI-R (MIC >8 ug/mI;llgD. aeruginosa carried Ml?tll?s. Among isolates WiFt)h drug resistant phenotﬁpes, gS.l% (F;5/136) 01tl gAZ-NS, CAZ-AVI- time of the StUdy and is currently an employee of Pfizer. This StUdy was funded in part by BARDA under OT number
AVI-R isolates, 93.4% of AMK-NS, CAZ-AVI-R isolates (71/76), and 97.8% of MEM-NS, CAZ-AVI-R isolates (133/136) carried MBLs. R isolates, 59.1% of AMK-NS, CAZ-AVI-R isolates (65/110), and 56.8% (75/132) of MEM-NS, CAZ-AVI-R isolates carried MBLs. HHS0100201500029C.
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