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= Carbapenem-resistant Enterobacterales (CRE) is an urgent public health threat?!
= Urinary tract infections (UTIs), which include complicated UTls (cUTIs) and acute
pyelonephritis (AP), are the most common type of CRE infection encountered!

" Limited treatment options exist:

o Historic agents: high-dose carbapenems, aminoglycosides (AGs), polymyxins, and

tigecycline

o Novel beta-lactam beta-lactamase inhibitors (BL-BLIs): ceftazidime/avibactam (CZA)

and meropenem/vaborbactam (MVB)

= Little data exists on the comparative efficacy or safety of CRE-targeted BL-BLIs versus

alternative antibiotics for the treatment of CRE cUTI/AP?%3

= |t would be ideal to preserve CZA/MVB for more invasive infections in order to reduce

utilization and subsequent development of resistance*

Figure 1: Patient Selection
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Table 2: Outcomes

BL-BLI Alternative

Efficacy Outcomes (n=16) (n=31) p-value
Clinical failure [n (%)] 2 (12.5) 12 (38.7) 0.063
30-day recurrence [n (%)] 1 (50) 3 (25)
Persistent symptoms [n (%)] 1 (50) 9 (75)
90-day recurrence [n (%)] 3 (18.8) 8 (25.8) 0.59
30-day readmission [n (%)] 5(31.3) 16 (51.6) 0.18
Infection-related 0 (0.0) 8 (53.3) 0.055
30-day all-cause mortality [n (%)] 1(6.3) 2 (6.5) 0.99

LOS (days) (median [IQR]) 12.5[7.5,17] 11.0[7.0,19.0] NS

Safety Outcomes

Discussion

= No difference in efficacy outcomes resulted between treatment groups, but this study

was underpowered

= Patients in the alternative group did numerically worse in all study outcomes

= High utilization of suboptimal monotherapy reg

imens likely contributed

- 63% (n=5) treated with tigecycline monotherapy failed
- 67% (n=2) treated with a polymyxin monotherapy failed

= Significant difference found in treatment-emergent adverse effects, largely driven by

nephrotoxicity in the alternative group

- Polymyxins accounted for ~63% (n=5) of all treatment-limiting nephrotoxicity

- AGs accounted for 25% (n=2) of treatment-limiting nephrotoxicity
= BL-BLI group consisted of predominately CZA and performed similar to MVB in

the TANGO Il subgroup analysis*
= BL-BLls resulted in zero treatment-limiting adve

acquired resistance on repeat urine culture

rse effects and there were no cases of
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Statistics:

- Categorical variables: Chi-square & Fishers exact tests

% of Patients

- Continuous variables: Student’s t-test & Wilcoxon rank-sum tests

AG: n=8

- Estimated clinical failure rate in the alternative group ~16%° . .
Tigecycline: n=8

BL-BLI Alternative

- Only 20% power to detect a difference in the rate of clinical failure between Polymyxins: n=3 BL-BLI Alternative AcknOW|edgementS
. . . +100 - e CZA: n=11 Carbapenem: n=1
groups, with an equivalence margin of =10% and a significance level of 0.05 MVB: n=4 Fluoroquinolone: n=1 Treatment Group
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