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Abstract

Background: The investigational antimicrobial combination of
ceftazidime (CAZ) and the non B-lactam B-lactamase inhibitor
avibactam (AVI) is undergoing Phase Il clinical development.
In this report, we present the results of testing CAZ-AVI and
comparators against a recent collection of pathogens from
patients with urinary tract (UTI) or intraabdominal (I1Al)
infections.

Methods: UTI and IAl isolates (one per patient episode) were
collected during 2012 at 73 USA medical centers. Isolates
were processed at the medical centers and forwarded to a
central laboratory for confirmatory identification and
susceptibility (S) testing using CLSI methods.

Results: CAZ-AVI demonstrated potent activity against
Enterobacteriaceae (ENT) isolated from both UTI and IAI
(MICy,, 0.25 pg/mL for both). The most active agent against
ENT for both UTI and IAl was meropenem (MER; MICg,q,,
<0.06/0.06 pg/mL, S = 98.8% and MIC.,q,, <0.06/0.06 pg/mL,
S = 97.8%, respectively). ENT levofloxacin-resistance (LEV-R)
was at 16.1/16.6%, respectively for UTI/IAl. The ESBL-
phenotype rate for E. coli (EC) for UTI/IAl was 8.5/10.4% and
for Klebsiella spp. (KSP), 13.0/16.3%, respectively. The CAZ-
AVI MICy, for ESBL-positive-phenotype EC and KSP from UTI
was at 0.25 and 1 pg/mL, respectively. From IAl, the MICy,
values were at 0.5 and 2 pg/mL, respectively. The LEV-R rates
among ESBL-positive EC and KSP were 70.5/69.2% for UT]
and 94.1/76.5% for IAl. CAZ-AVI inhibited 98.7 and 96.3% of
Pseudomonas aeruginosa (PSA) from UTI and IAl at a MIC of
<8 pg/mL. Amikacin-, colistin- and gentamicin-S ranged from
90.3-98.1% for UTI and 92.7-97.6% for IAl. A total of 93.8% of
CAZ-non-S PSAisolates from UTI and 75.0% from IAl were
inhibited at a CAZ-AVI MIC value of <8 ug/mL. Amikacin and
colistin against CAZ-non-S PSA in UTIl and amikacin, colistin
and gentamicin in IAl were the only agents exhibiting S at
>90.0%. Against MER-non-S PSA, 97.0 and 76.9% of UTI and
|Al isolates, respectively were inhibited at a CAZ-AVI MIC
value <8 ug/mL.

Conclusions: CAZ-AVI demonstrated potent activity against
contemporary Gram-negative pathogens including multidrug-
resistant isolates from patients with UTI and IAl in USA
hospitals. These data may support CAZ-AVI as a new
treatment option in these common hospital infections.

Urinary tract Intraabdominal

MIC in pg/mL
Ceftazidime- Cefazidime-

Organism avibactam/ceftazidime avibactam/ceftazidime
(no. tested UTI/IAI) MICg, MICqyq MICg, MICqyq
Enterobacteriaceae (2,188/410) 0.06/0.12 0.25/2 0.12/0.25 0.25/32
E. coli (913/164) 0.06/0.12 0.12/0.5 0.06/0.12 0.12/1

ESBL-positive (78/17) 0.12/8 0.25/32 0.12/16 0.5/>32
Klebsiella spp. (501/104) 0.12/0.12 0.25/8 0.12/0.12 0.5/32

ESBL-positive (65/17) 0.5/>32 1/>32 0.5/>32 2/>32
Enterobacter cloacae (112/60) 0.12/0.25 0.5/>32 0.12/0.5 0.5/>32

CAZ-non-S E. cloacae (23/20) 0.5/>32 1/>32 0.5/>32 1/>32
P. aeruginosa (155/82) 2/2 4/16 2/2 4/32

CAZ-non-S P. aeruginosa (16/12) 2/32 8/>32 4/32 16/>32

MER-non-S P. aeruginosa (33/13) 4/4 8/>32 4/8 16/>32
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Introduction

Avibactam is an investigational non-B-lactam 3-lactamase
inhibitor that displays a broad-spectrum inhibition profile against
both class A and class C B-lactamases, including extended
spectrum [B-lactamases and KPC serine-carbapenemases, as
well as activity against some class D enzymes. Avibactam alone
has very limited intrinsic antibacterial activity. When combined
with ceftazidime, the combination has shown potent in vitro
activity against Enterobacteriaceae and Pseudomonas
aeruginosa including multidrug-resistant strains.

The efficacy of the combination has been shown in Phase Il
clinical trials for complicated urinary tract (cUTI) and complicated
intraabdominal infections (clAl). In a Phase Il clinical trial in the
treatment of cUTI, ceftazidime-avibactam was shown to have

efficacy and safety similar to the comparator imipenem-cilastatin.

In a Phase Il trial for clAl in hospitalized adults, ceftazidime-
avibactam plus metronidazole was shown to be effective and
well tolerated, similar to meropenem. The ceftazidime-avibactam
combination is currently undergoing further clinical development
in Phase 3 studies of cUTI, clAl and nosocomial pneumonia.

The aim of this study was to evaluate the activity of ceftazidime-
avibactam and comparator agents against a contemporary
collection of isolates from patients with UTI and IAl in the USA
(2012).

Methods

Bacterial isolates: Isolates from patients with UTI or IAl (as

protocol does not specify, these may be from either complicated
or uncomplicated cases; one per patient episode) were
processed at 73 USA medical centers during 2012 and
forwarded to a central laboratory (JMI Laboratories, North
Liberty, lowa, USA) for confirmatory identification and
susceptibility testing. Only clinically significant isolates were
included in the study. A total of 2,879 isolates from UTI infections
and 759 from IAl were collected. Of these, 2,188 were
Enterobacteriaceae from UTI and 410 from IAl. For P.

aeruginosa, the isolate totals were 155 from UTI and 82 from IAl.

Antimicrobial susceptibility testing: All isolates were susceptibility
tested with dry-form panels using reference broth microdilution
method as described by the Clinical and Laboratory Standards
Institute (CLSI). Interpretations of susceptibility for antimicrobials
were those found in CLSI M100-S23 (2013) and quality control
(QC) was performed using Staphylococcus aureus ATCC 29213;
Enterococcus faecalis ATCC 29212; Streptococcus pneumoniae
ATCC 49619; Escherichia coli ATCC 25922; and P. aeruginosa
ATCC 27853. All QC results were within ranges as published in
CLSI (M100-S23, 2013) documents.

Results

* The MICg, and MIC,, for ceftazidime-avibactam against
Enterobacteriaceae were <0.06 and 0.25 pg/mL for UTI
isolates and 0.12/0.25 ug/mL for Al isolates (Table 1). For
UTI isolates, the susceptibility for ceftazidime, piperacillin-
tazobactam, meropenem, and tigecycline was 91.8, 94.5,
98.8, and 97.9%, respectively. For IAl isolates, susceptibility
values were 86.1, 88.5, 97.8, and 97.8%, respectively (Table
2). Levofloxacin resistance for UTIl and IAl isolates was 16.1
and 16.6%, respectively (Table 2)

* In UTI, the ESBL-positive-phenotype rate for E. coli was 8.5%
and for 1Al isolates 10.4% (Table 1). For Klebsiella spp. the
ESBL-positive-phenotype rates were more elevated, 13.0 and
16.3%, respectively (Table 1). The ceftazidime-avibactam
MIC;, and MICy, for ESBL-positive-phenotype E. coli from UTI
was 0.12 and 0.25 pg/mL (Tables 1 and 2). For ESBL-
phenotype E. coli isolates from IAl, the MIC;, and MIC,, were
similar 0.12 and 0.5 pg/mL (Tables 1 and 2). Meropenem
susceptibility rates were high among ESBL-positive-
phenotype E. coli at 98.7/100.0% for UTI/IAl isolates (Table
2). Tigecycline susceptibility was also high at 100.0% in
UTI/IAI (Table 2). Piperacillin-tazobactam and levofloxacin
susceptibility were low at 80.8/26.9% in UTI and 70.6/5.9% in
Al (Table 2)

» Ceftazidime-avibactam MIC., and MICgy, values for ESBL-
positive-phenotype Klebsiella spp. from UTI were 0.5 and 1
ng/mL (Tables 1 and 2). For ESBL-positive-phenotype
Klebsiella spp. isolates from IAl, the MIC., and MICy, were 0.5
and 2 pg/mL (Tables 1 and 2). Tigecycline susceptibility rates
were high for ESBL-positive- phenotype Klebsiella spp. at
96.9/100.0% for UTI/IAIl isolates (Table 2), but piperacillin-
tazobactam, meropenem, and levofloxacin susceptibility were
low at 30.8/64.6/24.6% in UTI and 11.8/58.8/23.5% in Al
(Table 2)

» Ceftazidime-avibactam inhibited 98.7 and 96.3% of P.
aeruginosa isolates from UTI and IAl at a MIC of <8 pg/mL
(Table 1). The MIC,, and MIC, for isolates from either UTI or
Al were 2 and 4 ug/mL, respectively (Tables 1 and 2).
Against meropenem-non-susceptible isolates of P.
aeruginosa, 97.0 and 76.9% of UTI and IAl isolates,
respectively were inhibited at a ceftazidime-avibactam MIC
value <8 ug/mL (Table 1). A total of 93.8 and 75.0% of
ceftazidime-non-susceptible isolates from UTI/IAI were
inhibited at a ceftazidime-avibactam MIC value of <8 pg/mL
(Table 1). For all P. aeruginosa, amikacin susceptibility for
UTI/IAIl isolates was at 98.1/97.6% and for colistin, the rates
were the same (Table 2). Susceptibility for most other
antimicrobials was decreased against the meropenem-non-
susceptible and ceftazidime-non-susceptible P. aeruginosa
isolates from either UTI or IAl. Amikacin and colistin were
exceptions, their susceptibility remained >90.0% (Table 2).

Table 1. Summary of ceftazidime-avibactam activity tested against select organisms from urinary tract and intrabdominal infections
from the USA (2012)

No. of isolates (Cumulative %) MIC in pg/mL

Indication N O <0.06 0.12 0.25 05 1 2 4 8 16 >32 MICq, MICqq
Isolates
. uTl 2188 1,144 (52.3) 731(85.7) 208(95.2)  75(98.6)  22(99.6)  3(99.8)  4(>99.9)  1(100.0) <0.06 0.25
Enterobacteriaceae
1Al 410 160 (41.2) 157 (79.5)  43(90.0)  28(96.8)  10(99.3)  3(100.0) - - 0.12 0.25
£ echerichia col uTI 913 501(54.9) 351(93.3) 54(99.2) 7 (100.0) - - <0.06 0.12
1Al 164 88(53.7)  64(927)  9(98.2) 2(99.4)  1(100.0) <0.06 0.12
uTI 78 17(21.8)  41(744)  17(962)  3(100.0) - 0.12 0.25
ESBL-phenotype Al 17 - 12(70.6)  3(88.2) 1(94.1) 1 (100.0) - - 0.12 0.5
lebsiella spp. uTI 501 206 (45.1) 182 (81.4)  52(91.8)  29(97.6)  10(99.6)  1(99.8)  1(100.0) 0.12 0.25
1Al 104 32(30.8)  48(76.9)  12(885)  8(96.2) 197.1)  3(100.0) - 0.12 0.5
uTI 65 6(9.2) 13(29.2)  12(47.7)  22(815  10(9.9)  1(985)  1(100.0) 0.5 1
ESBL-phenotype Al 17 1(5.9) 3 (23.5) 3(41.2) 6 (76.5) 1(82.4) 3 (100.0) . 05 2
lebsiella pneumonia uTI 445 197 (443) 166 (81.6) 44 (915)  26(97.3)  10(99.6)  1(99.8)  1(100.0) 0.12 0.25
1Al 85 23(27.1)  43(776)  8(87.1) 7 (95.3) 1(965)  3(100.0) - 0.12 0.5
uTI 112 8(7.1) 53(54.5)  32(83.0)  11(92.9)  6(98.2) 0(982)  2(100.0) 0.12 0.5
Enterobacter cloacae Al 60 4 (6.7) 26(50.0)  13(717)  11(90.0) 6 (100.0) - - 0.12 0.5
Morganella morgani uTI 106 82(77.4)  13(89.6)  7(96.2) 2(98.1)  2(100.0) <0.06 0.25
1Al 8 8 (100.0) - - - - <0.06 <0.06
Serratia marcescens uTI 45 3(6.7) 19(48.9)  15(822)  7(97.8)  1(100.0) 0.25 0.5
1Al 11 1(9.1) 6 (63.6) 2(818)  2(100.0) - - - - - - 0.12 0.5
pseudomonas aeruginosa uTI 155 - - 9(5.8) 47 (36.1)  63(76.8)  23(91.6)  11(98.7)  1(99.4)  1(100.0) 2 4
1Al 82 - 35(427)  30(79.3)  11(927)  3(96.3) 2(988)  1(100.0) 2 4
uTl 33 2 (6.1) 9(333)  14(758)  7(97.0) 0(97.0)  1(100.0) 4 8
MER-Non-S (MIC, 24 ug/mL) Al 13 2 (15.4) 4 (46.2) 3(69.2) 1(76.9) 2 (92.3) 1 (100.0) 4 16
uTI 16 2 (12.5) 7 (56.3) 2 (68.8) 4 (93.8) 0(938)  1(100.0) 2 8
CAZ-Non-S (MIC, 216 ug/mL) IAI 12 . 4(33.3) 4 (66.7) 1(75.0) 2 (91.7) 1 (100.0) 4 16

Table 2. In vitro activity of ceftazidime-avibactam and comparator agents tested against UTIl and IAl isolates from USA (2012)
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Conclusions

» Ceftazidime-avibactam demonstrated potent activity
against contemporary Enterobacteriaceae including
ESBL-positive phenotype and carbapenem-non-
susceptible isolates from patients with UTI and IAl
in USA hospitals

» Ceftazidime-avibactam demonstrated potent activity
against contemporary P. aeruginosa including
carbapenem-non-susceptible and ceftazidime-non-
susceptible isolates from patients with UTI and IAl

» These data may support ceftazidime-avibactam as
a potential treatment option in these types of
hospital infections and indicate that further clinical
study is warranted.

References

1. Clinical and Laboratory Standards Institute (2012). MO7-A9. Methods

for dilution antimicrobial susceptibility tests for bacteria that grow
aerobically; approved standard: ninth edition. Wayne, PA: CLSI.

2. Clinical and Laboratory Standards Institute (2013). M100-S23.

Performance standards for antimicrobial susceptibility testing: 23rd
informational supplement. Wayne, PA: CLSI.

3. Ehmann DE, Jahic H, Ross PL, Gu RF, Hu J, Kern G, Walkup GK,

Fisher SL (2012). Avibactam is a covalent, reversible, non-B-lactam
B-lactamase inhibitor. Proc Natl Acad Sci USA 109: 11663-11668.

4. Livermore DM, Mushtaqg S, Warner M, Miossec C, Woodford N

(2008). NXL104 combinations versus Enterobacteriaceae with CTX-
M extended-spectrum B-lactamases and carbapenemases. J
Antimicrob Chemother 62: 1053-1056.

5. Livermore DM, Mushtaq S, Warner M, Zhang J, Maharjan S,

Doumith M, Woodford N (2011). Activities of NXL104 combinations
with ceftazidime and aztreonam against carbapenemase-producing
Enterobacteriaceae. Antimicrob Agents Chemother 55: 390-394.

6. Lucasti C, Popescu |, Ramesh MK, Lipka J, Sable C (2013).

Comparative study of the efficacy and safety of
ceftazidime/avibactam plus metronidazole versus meropenem in the
treatment of complicated intra-abdominal infections in hospitalized
adults: results of a randomized, double-blind, Phase Il trial. J
Antimicrob Chemother 68: 1183-1192.

7. Mushtag S, Warner M, Livermore DM (2010). In vitro activity of

ceftazidime+NXL104 against Pseudomonas aeruginosa and other
non-fermenters. J Antimicrob Chemother 65: 2376-2381.

8. Vazquez JA, Gonzalez Patzan LD, Stricklin D, Duttaroy DD, Kreidly

Z, Lipka J, Sable C (2012). Efficacy and safety of ceftazidime-
avibactam versus imipeneme-cilastatin in the treatment of
complicated urinary tract infections, including acute pyelonephritis, in
hospitalized adults: results of a prospective, investigator-blinded,
randomized study. Curr Med Res Opin 28: 1921-1931.

UTI Isolates IAl Isolates UTI Isolates IAl Isolates
Organism/antimicrobial MIC (ug/mL) %S / %l / %R MIC (ug/mL) %S / %l / %R Organism/antimicrobial MIC (ug/mL) %S / %l / %R MIC (ug/mL) %S / %l / %R
agent (no. tested) MICso MICgo cLSI? MICso MICgo CLSI? agent (no. tested) MICso MICgo CLSI? MICso MICgo cLSI?
Enterobacteriaceae (2,188) (410) Morganella morganii (106) (8)
Ceftazidime-avibactam 0.06 0.25 Ly 0.12 0.25 -/-/- Ceftazidime-avibactam 0.06 0.25 -/-1- 0.03 - -1-1-
Ceftazidime 0.12 2 91.8/12/7.1 0.25 32 86.1/1.5/12.4 Ceftazidime 0.12 32 84.0/1.8/14.2 0.06 100.0/0.0/0.0
Piperacillin-tazobactam 2 8 945/2.4/3.1 2 32 88.5/3.2/8.3 Piperacillin-tazobactam <0.5 8 92.5/2.8/4.7 <0.5 100.0/0.0/0.0
Meropenem <0.06 <0.06 98.8/<0.1/1.2 <0.06 <0.06 97.8/0.0/2.2 Meropenem <0.06 0.12 100.0/0.0/0.0 <0.06 100.0/0.0/0.0
Levofloxacin <0.12 >4 81.7/2.2/16.1 <0.12 >4 81.7/1.7/16.6 Levofloxacin <0.12 >4 69.8/6.6/23.6 <0.12 87.5/0.0/12.5
Tigecycline® 0.25 1 97.9/2.1/0.0 0.25 1 97.8/2.2/0.0 Tigecycline® 0.5 2 97.2/2.8/0.0 0.5 100.0/0.0/0.0
TMP-SMX¢ <0.5 >4 77.8/0.0/22.2 <0.5 >4 80.0/0.0/20.0 TMP-SMX¢ <0.5 >4 64.2/0.0/35.8 <0.5 62.5/0.0/37.5
Escherichia coli (913) (164) Serratia marcescens (45) (12)
Ceftazidime-avibactam 0.06 0.12 -/-1- 0.06 0.12 -/-1- Ceftazidime-avibactam 0.25 0.5 -/-1- 0.12 0.5 -/-/-
Ceftazidime 0.12 0.5 946/1.2/43 0.12 1 92.1/19/6.1 Ceftazidime 0.25 1 100.0/0.0/0.0 0.25 0.5 100.0/0.0/0.0
Piperacillin-tazobactam 2 8 975/14/11 2 8 945/0.6/4.9 Piperacillin-tazobactam 2 4 97.8/2.2/0.0 2 4 100.0/0.0/0.0
Meropenem <0.06 <0.06 99.9/0.1/0.0 <0.06 <0.06 100.0/0.0/0.0 Meropenem <0.06 0.12 100.0/0.0/0.0 <0.06 <0.06 100.0/0.0/0.0
Levofloxacin <0.12 >4 76.9/0.8/22.2 <0.12 >4 76.2/0.6/23.2 Levofloxacin <0.12 1 95.6/22/2.2 0.25 2 90.9/0.0/9.1
Tigecycline® 0.12 0.12 100.0/0.0/0.0 0.06 0.12 100.0/0.0/0.0 Tigecycline® 0.5 1 97.8/2.2/0.0 0.5 1 100.0/0.0/0.0
TMP-SMX¢ <0.5 >4 71.5/0.0/28.5 <0.5 >4 75.6/0.0/24.4 TMP-SMX¢ <0.5 <0.5 97.8/0.0/2.2 <0.5 1 90.9/0.0/9.1
ESBL-phenotype (78) 17) Pseudomonas aeruginosa (155) (82)
Ceftazidime-avibactam 0.12 0.25 -/-1- 0.12 0.5 -/-/- Ceftazidime-avibactam 2 4 -/-1- 2 4 -/-1-
Ceftazidime 8 32 37.2/12.8/50.0 16 >32 23.5/17.7/58.8 Ceftazidime 2 16 89.7/3.8/6.5 2 32 85.4/1.1/13.4
Piperacillin-tazobactam 8 64 80.8/10.2/9.0 8 >64 70.6/0.0/29.4 Cefepime 4 16 86.5/9.6/3.9 2 16 81.7/8.5/9.8
Meropenem <0.06 <0.06 98.7/1.3/0.0 <0.06 0.12 100.0/0.0/0.0 Piperacillin-tazobactam 8 32 81.9/12.8/5.2 8 >64 79.3/8.5/12.2
Levofloxacin >4 >4 26.9/2.6/70.5 >4 >4 5.9/0.0/94.1 Meropenem 0.5 8 78.7/5.8/15.5 0.5 8 84.1/25/13.4
Tigecycline® 0.12 0.25 100.0/0.0/0.0 0.12 0.25 100.0/0.0/0.0 Levofloxacin 0.5 >4 65.8/3.2/31.0 0.5 >4 78.0/6.1/15.9
TMP-SMX¢ >4 >4 41.0/0.0/59.0 >4 >4 11.8/0.0/88.2 Amikacin 2 8 98.1/0.7/1.3 2 8 97.6/1.2/1.2
Klebsiella spp. (501) (104) Gentamicin 2 4 90.3/2.7/7.1 <1 4 92.7/2.3/4.9
Ceftazidime-avibactam 0.12 0.25 -/-1- 0.12 0.5 -1-1- Colistin 2 2 98.1/1.9/0.0 2 2 97.6/2.4/0.0
Ceftazidime 0.12 8 89.2/1.0/9.8 0.12 32 86.5/0.0/13.5 Ceftazidime-Non-S (16) (12)
Piperacillin-tazobactam 2 16 90.6/1.4/8.0 4 >64 80.8/6.7/12.5 Ceftazidime-avibactam 2 8 -/-/- 4 16 -/-/-
Meropenem <0.06 <0.06 95.4/0.0/4.6 <0.06 <0.06 93.3/0.0/6.7 Ceftazidime 32 >32 0.0/37.5/62.5 32 >32 0.0/8.3/91.7
Levofloxacin <0.12 >4 88.8/1.2/10.0 <0.12 >4 84.6/1.0/14.4 Cefepime 16 >16 31.3/49.9/18.8 16 >16 8.3/50.0/41.7
Tigecycline® 0.25 0.5 99.6/0.4/0.0 0.25 1 98.1/1.9/0.0 Piperacillin-tazobactam 32 >64 18.8/49.9/31.3 >64 >64 0.0/25.0/75.0
TMP-SMX¢ <0.5 >4 81.8/0.0/18.2 <0.5 >4 82.7/0.0/17.3 Meropenem 2 >8 50.0/0.0/50.0 2 8 50.0/8.3/41.7
ESBL-phenotype (65) a7 Levofloxacin >4 >4 12.5/12.5/75.0 2 >4 50.0/16.7/33.3
Ceftazidime-avibactam 0.5 1 -/-1- 0.5 2 -/-1- Amikacin 4 8 100.0/0.0/0.0 2 8 100.0/0.0/0.0
Ceftazidime >32 >32 16.9/7.7/75.4 >32 >32 17.6/0.0/82.4 Colistin 2 2 100.0/0.0/0.0 2 2 91.7/8.3/0.0
Piperacillin-tazobactam >64 >64 30.8/9.2/60.0 >64 >64 11.8/17.6/70.6 Meropenem-Non-S (33) (13)
Meropenem <0.06 >8 64.6/0.0/35.4 <0.06 >8 58.8/0.0/41.2 Ceftazidime-avibactam 4 8 -/-1- 4 16 -/-1-
Levofloxacin >4 >4 24.6/6.2/69.2 >4 >4 23.5/0.0/76.5 Ceftazidime 4 >32 75.8/3.0/21.2 8 >32 53.8/7.7138.5
Tigecycline® 0.5 1 96.9/3.1/0.0 0.5 1 100.0/0.0/0.0 Cefepime 8 >16 60.6/27.3/12.1 >16 >16 38.5/7.7/53.8
TMP-SMX® >4 >4 30.8/0.0/69.2 >4 >4 41.2/0.0/58.8 Piperacillin-tazobactam 16 >64 60.6/21.2/18.2 64 >64 38.5/15.3/46.2
Enterobacter cloacae (112) (60) Meropenem 8 >8 0.0/27.3/72.7 8 >8 0.0/15.4/84.6
Ceftazidime-avibactam 0.12 0.5 -/-1- 0.12 0.5 -1-1- Levofloxacin >4 >4 21.2/6.1/72.7 >4 >4 30.8/15.4/53.8
Ceftazidime 0.25 >32 79.5/0.9/19.6 0.5 >32 66.7/3.3/30.0 Amikacin 4 16 93.9/0.0/6.1 4 16 92.3/7.7/0.0
Piperacillin-tazobactam 2 64 86.6/8.9/4.5 4 >64 81.7/3.3/15.0 Colistin 2 2 97.0/3.0/0.0 2 2 92.3/7.7/0.0
Meropenem <0.06 <0.06 99.1/0.0/0.9 <0.06 0.12 98.3/0.0/1.7 a. Criteria as published by the CLSI [2013].
Levofloxacin <0.12 2 90.2/0.8/8.9 <0.12 1 90.0/1.7/8.3 b. -, no CLSlinterpretive criteria. . .
Tigecycline® 0.25 1 99.1/0.9/0.0 0.25 1 96.7/33/00 & ?;ngaggﬁ'r‘npe‘ig‘; were applied when available [Tygacil Product Insert, 2012]
TMP-SMX¢ <0.5 >4 87.5/0.0/12.5 <0.5 >4 81.7/0.0/18.3
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