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Ciprofloxacin for 7 days versus 14 days in women with acute
pyelonephritis: a randomised, open-label and double-blind,
placebo-controlled, non-inferiority trial

Torsten Sandberg, Gunilla Skoog, Anna Bornefalk Hermansson, Gunnar Kahlmeter, Nils Kuylenstierna, Anders Lannergdrd, Gisela Otto,
Bo Settergren, Gunilla Stridh Ekman

Summary

Background Acute pyelonephritis is a common infection in adult women, but there is a paucity of controlled trials of its
treatment and the optimum duration of antibiotic treatment has not been properly defined. We compared the efficacy
of ciprofloxacin for 7 days and 14 days in women with community-acquired acute pyelonephritis.
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Ceftazidime-avibactam Versus Doripenem for the
Treatment of Complicated Urinary Tract Infections,
Including Acute Pyelonephritis: RECAPTURE,

a Phase 3 Randomized Trial Program

Florian M. Wagenlehner,' Jack D. Sobel,? Paul Newell,® Jon Armstrong,® Xiangning Huang,’ Gregory G. Stone,” Katrina Yates,*® and Leanne B. Gasink®®

"Justus-Liebig-University, Giessen, Germany; “Detroit Medical Center, Michigan; *AstraZeneca, Alderley Park, Cheshire, and “AstraZeneca, Cambridge, United Kingdom; ®AstraZeneca, Waltham,
Massachusetts; and ®AstraZeneca, Wilmington, Delaware

Background. The global emergence of carbapenem-resistant Enterobacteriaceae highlights the urgent need to reduce carbape-
nem dependence. The phase 3 RECAPTURE program compared the efficacy and safety of ceftazidime-avibactam and doripenem in
patients with complicated urinary tract infection (cUTI), including acute pyelonephritis.

Methods. Hospitalized adults with suspected or microbiologically confirmed cUTI/acute pyelonephritis were randomized 1:1 to
ceftazidime-avibactam 2000 mg/500 mg every 8 hours or doripenem 500 mg every 8 hours (doses adjusted for renal function), with
possible oral antibiotic switch after >5 days (total treatment duration up to 10 days or 14 days for patients with bacteremia).

Results. Of 1033 randomized patients, 393 and 417 treated with ceftazidime-avibactam and doripenem, respectively, were eli-
gible for the primary efficacy analyses; 19.6% had ceftazidime-nonsusceptible baseline pathogens. Noninferiority of ceftazidime-
avibactam vs doripenem was demonstrated for the US Food and Drug Administration co-primary endpoints of (1) patient-reported
symptomatic resolution at day 5: 276 of 393 (70.2%) vs 276 of 417 (66.2%) patients (difference, 4.0% [95% confidence interval {CI},
—2.39% to 10.42%]); and (2) combined symptomatic resolution/microbiological eradication at test of cure (TOC): 280 of 393 (71.2%)
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Baseline pathogen in urine®

Enterobacteriaceae 376 (95.7) 396 (95.0)
Escherichia coli 292 (74.3) 306 (73.4)
Klebsiella pneumoniae 44 (11.2) 56 (13.4)
Proteus mirabilis 17 (4.3) 13 (3.1)
Enterobacter cloacae 11 (2.8) 13 (3.1)
ESBL-positive Enterobacteriaceae 73 (18.6) 82 (19.7)

Other gram-negative bacteria 18 (4.6) 21 (5.0)
Pseudomonas aeruginosa 18 (4.6) 20 (4.8)

Prior systemic antibiotic use 28 (7.1) 27 (6.5)
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Characteristics of patients

population Scandberg
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40  (63%) 157  (100%)
16 (25%) 143 (91%)
47 (75%) 14 (9%)

28 (44%) 42 (27%)
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Efficacy and Safety Study of Short-term Antibiotic for Pyelonephritis in Women

This study has been completed. ClinicalTrials.gov Identifier:
NCT01390623
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P Purpose

Urinary tract community infections are one of very frequent reason consultation and prescription. Urinary tract represents the second site of
bacterial community infection after the respiratory system. The management of the acute uncomplicated pyelonephritis was simply codified in the
past recommendations of the French Agency for Safety Health Products (AFSSAPS) in 2008. Treatment is based on two main families of
antibiotics, fluoroquinolones with 7 days treatment and 3rd generation cephalosporins with 10 to 14 days treatment.

The practice of a short treatment with ceftriaxone intra venous relayed by cefixime orally provides a simplified treatment for patients, a reduced use
of fluoroquinolones and a probable decrease in correlation with the emergence of fluoroquinolones resistance, and finally, a decrease in the cost of
treatment of acute uncomplicated pyelonephritis.

Condition Intervention Phase

Acute Uncomplicated Pyelonephritis Drug: Ceftriaxone Phase 4
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