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Epidemiological stages

CPE S

Non-visible countries B No cases reported
== Luxembourg == Sporadic occurence
H Malta 1 Single hospital outbreak
Cyprus Sporadic hospital outbreaks
== Regional spread
== Inter-regional spread
mm Endemic situation
Uncertain
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B-Lactam/B-Lactam Inhibitor Combinations
for the Treatment of Bacteremia Due to
Extended-Spectrum B-Lactamase—Producing
Escherichia coli: A Post Hoc Analysis of
Prospective Cohorts

Jesis Rodriguez-Bano,'? Maria Dolores Navarro,! Pilar Retamar,! Encarnacion Picon,! Alvaro Pascual,"? and the
Extended-Spectrum Beta-Lactamases—Red Espaiiola de In on en Patologia Infecciosa/Grupo de Estudio de
Infeccion Hospitalaria Group®
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| Patients included in the revised cohorts (n=740) ’

I Patients with bloodstream infection (n=287) I

|

[ Eigible pateats (1=192) |

|
! }

| Empirical therapy cohort (n=103) | | Definitive therapy cobort (n=174) |

Treated with Treated with Treated with Treated with
BLBLI (n=72) carbapenem (n=31) BLBLI (n=54) carbapenem (n=120)
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Empirical Therapy Cohort Definitive Therapy Cohort

Characteristic BLBLI (n = 72) Carbapenem (n = 31) P BLBLI (n = 54) Carbapenem (n = 120) P
Age, mediany (IQR) 69 (59-80) 60 (52-78) ik 67 (56-83) 70 (55-78) 30
Male sex 29 (40.3) 11 (35.5) 6 34 (63) 70(58.3) 5
Nosocomial acquisition 26 (36.1) 24 (77.4) <.001 18 (33.3) 67 (65.8) .006
Charlson index, median, (IQR) 2 (1-5) 2 (1-5) 6" 2.5 (1-5) 3(1-5) Y
Cancer 21(31.9) 11 (35.5) 74 16 (27.8) 43 (35.8) 2
Immunosuppression 5 (6.9) 5(16.1) ke 3(5.6) 15(12.5) ]
Neutropenia 2 (2.8 3(9.7) ks 0 7 (5.8 12
ICU admission 71(9.9 2 (6.7) e 4(7.4) 18(15.4) il
Severe sepsis or shock at presentation 14 (19.4) 9(29.0) 2 8(14.8) 32(26.7) .08
Pitt score, median (IQR) 1(0-2) 1(0-2) T 1.(0-2) 1(1-2) 04°
CTX-M enzyme 57 (80.3) 25 (86.2) 4 43 (82.7) 95 (81.2) .8
Definitive therapy

Carbapenem 32 (44.4) 30(93.7) <.001

BLBLI 349 (47.2) 0 <.001
Empirical therapy

Carbapenem 0 30 (25) <.001

BLBLI 459 (83.3) 38(31.7) <.001

Cephalosporins 7013) 39 (32.5) .006

Fluoroguinclones 2(3.7) 13(10.8) A

Appropriate empirical therapy 34 (63} 64 (63.3) .2
Mortality, no. of deaths

Day 7 2(28 397 A5 1(1.9) 5(4.2) 6%

Day 14 719.7) 5(16.1) 3 3(5.6) 14 (11.7) 2

Day 30 7(9.7) 6(19.4) il 5(9.3) 20(16.7) A
Hospital stay after BSI , median (IQR), d 12 (8-28) 13 (9-25) sl 13 (8-22) 13 (10-25) 04"

+

Table 4. Cox Regression Analysis of Associations Between Different Variables and Mortality in the Definitive Therapy Cohort

Crude Analysis Adjusted Analysis
Variable HR (95% CI) P HR (95% CI) P
Male sex 1.2 (46-2.29) ]
Age® 1.00 (.97-1.02) 8
Nosocomnial BSI 0.99 (.45-2.22) 9
Charlson index® 1.02 (.88-1.28) R
Neutropenia 1.78 (.88-13.32) 5
High-risk source® 2.07 (.94-4.54) .06
Pitt score® 1.49 (1.26-1.78) <.001 1.38(1.12-1.70) .002
Severe sepsis or shock® 3.64 (1.66-7.99) .001 2.10 (.87-5.08) 09
Empirical therapy with BLBLI 0.56 (.18-1.73) .3
Inappropriate empirical therapy 1.76 (.78-3.93) A
Definitive therapy with BLBLI® 0.66 (.24-1.76) .4 0.76 (.28-2.07) .5

Abbreviations: BLBLI, B

* Per unit.

® Other than urinary and biliary tract.

© At presentation.

9 Reference: definitive therapy with carbapenem.

B-lactamase inhibitor

. BSI, bloodstream infection; Cl, confidence interval; HR, hazard ratio.
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Carbapenem Therapy Is Associated With
Improved Survival Compared With Piperacillin-
Tazobactam for Patients With Extended-
Spectrum B-Lactamase Bacteremia
Pranita D. Tamma, Jennifer H. Han,’ Clare Rock,’ Anthony D. Harris,’ Ebbing Lautenbach.’ Alice J. Hsu,’ Edina Avdic," and
Sara E. Cosgrove’; for the Antibacterial Resistance Leadership Group
+ ? 123 * o+ * % x4
) & 23-19. E"B1+:F 18
Cohort Adjusted With the Use of Stabilized
Complete Cohort (N =213) Inverse Probability of Exposure Weighting
PTZ/Carbapenem Carbapenem
Characteristic (n =103 [48%]) (n=110[52%]) PValue PTZ/Carbapenem Carbapenem PValue
Age, mean (SD) 481 (22.8) 48.2(19.0) 96 482 48.0 8 - 123/
Male sex, No. (%) 59 (57.3) 72 (60.5) 63 56.9 57.4 94 '<B1+/"G
Pitt bacteremia score, mean (SD) 23019 2.101.3) .15 22 21 79 'CB1+/#HG
ICU-level care, day 1 33 (32.0 39 (35.5) 70 33 36 70 'DB1+/CG
ANC <100 cells/uL, No. (%) 16 (15.5) 16 (13.4) .66 14.5 14.4 .99 "B 1+/"CG
Likely source of bacteremia, No. (%)
Centrl line associated 45 (43.7) 52 143.7)
Urinary tract 20(19.4) 241202)
Biliary 7(68) 12001
Intra-abdominal 20 (194 16034
Pneumonia 11007 9(7.6)
Preexisting medical conditions, No. (%)
End-stage liver disease 16(15.5) 14(11.8) .42 138 133 4
End-stage renal disease 4(3.9) 7169 49 53 75 61
Structural lung disease 13(12.6) 54.2) .03 1.7 7.0 .86
Neurologic 11(10.7) 9(7.6) 43 75 6.6 T7
Congestive heart failure 81(7.8) 86.7) 77 6.4 6.2 d
Immunocompromised®, No. (%) 49 (47.6) 76 (69.0) 04 54.6 57.9 92
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Table 2. Fourteen-Day Mortality for 213 Patients With Extended-Sp B-l B ia Treated Empirically With
Piperacillin-Tazobactam or Carbapenem Therapy in a Stabilized Inverse Probability—Weighted Cohort®

Univariable Analysis Multivariable Analysis
Characteristic HR 95% ClI FPValue Adjusted HR® 95% ClI PValue
Piperacillin-tazobactam 1.78 1.00-3.13 05 1.92 1.07-3.45 .03
Age (per 10-y increase) 1.28 1.09-1.50 11 1.18 0.99-1.41 07
Pitt bacteremia score 1.55 1.39-1.72 <.001 1.49 1.28-1.72 <.001
Intensive care unit level care, day 1 4.49 2.53-7.98 <.001 4.25 1.86-9.71 <.001
Immunocompromised 1.09 0.62-1.93 .76
Inadequate source control® 1.18 0.81-1.72 39

Adjusted probability of survival

0.80
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Carbapenem Therapy Is Associated With
Improved Survival Compared With Piperacillin-
Tazobactam for Patients With Extended-
Spectrum B-Lactamase Bacteremia

Pranita D. Tamma," Jennifer H. Han,’ Clare Rock, Anthony D. Harris,” Ebbing Lautenbach,? Alice J. Hsu,* Edina Avdic," and
Sara E. Cosgrove’; for the Antibacterial Resistance Leadership Group
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Table 1. Clinical outcome in 42 patients with ESBL-pro-
ducing Klebsiella spp. or E. coli bacteraemia and treated

with cephalosporin monotherapy

Qutcome MIC <1 mg/L MIC 2 mg/L MIC 4 mg/L MIC 8 mg/L
Success 81% 67% 27% 11%
Failure 19% 33% 73% 89%
x n +
588 9
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100 Sepsis-related ®30-day ®Crude $
o] 857 857
it] 68.8 714
R, n 62.5
£ 60 4
£ 5 | = =
g 41 30
30 -
2B 10
We g = o | | =
o4
=1 2-3 =16
Cefepime MIC level (pg/mL)
Figure 1. Mortality rates of 3 subgroups of patients who received ce- ! +

fepime therapy (n=33) stratified by the cefepime minimum inhibitory
concentration. Abbreviation: MIC, minimum inhibitory concentration.
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In Vitro Interaction between Cefixime and Amoxicillin-Clavulanate
against Extended-Spectrum-Beta-Lactamase-Producing Escherichia coli
Causing Urinary Tract Infection

AMOXICILLIN-
CLAVULANATE
+ CEFIXIME

AMOXICILLIN-

CEEIKIE CLAVULANATE

MIC |
=0.125 mg/L

FIG 1 Example of synergy between cefixime and AC by Etest. x n
’
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Combined Relay Therapy
With Oral Cefixime and
Clavulanate for Febrile
Urinary Tract Infection
Caused by Extended-
Spectrum f-lactamase-
producing Escherichia coli
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