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e On November 14, 2019, the the approval of ,in
patients 18 years of age or older who have limited or no alternative treatment options, for the
treatment of complicated urinary tract infections (cUTIs), including pyelonephritis caused by the
following susceptible Gram-negative microorganisms: Escherichia coli, Klebsiella pneumoniae,
Proteus mirabilis, Pseudomonas aeruginosa, and Enterobacter cloacae complex.

— Approval of this indication is based on limited clinical safety and efficacy data for Fetroja.

e Fetroja is a cephalosporin antibiotic with a novel mechanism for penetrating the outer cell membrane
of gram-negative pathogens by acting as a siderophore.

e The efficacy of Fetroja was evaluated in a double-blind, randomized study in a total of 448 adults
hospitalized with cUTI (including pyelonephritis). Patients received Fetroja intravenously (1V) every 8
hours or IV every 8 hours for 7 to 14 days. Efficacy was assessed as a composite
of microbiological eradication and clinical cure in the microbiological intent-to-treat (Micro-ITT)
population, which included all patients who received at least a single-dose of study medication and
had at least one baseline gram-negative uropathogen.

— The composite response at the test of cure visit was 72.6% and 54.6% for Fetroja and
imipenem/cilastatin, respectively (treatment difference: 18.6; 95% CI: 8.2, 28.9).

e Fetroja is contraindicated in patients with a known history of severe hypersensitivity to cefiderocol and
other beta-lactam antibacterial drugs or other components of Fetroja.

e Warnings and precautions for Fetroja include increase in all-cause mortality in patients with
carbapenem-resistant gram-negative bacterial infections, hypersensitivity reactions, Clostridioides
difficile-associated diarrhea, seizures and other central nervous system adverse reactions, and
development of drug-resistant bacteria.

e The most common adverse reactions (= 2%) with Fetroja use were diarrhea, infusion site reactions,
constipation, rash, candidiasis, cough, elevations in liver tests, headache, hypokalemia, nausea, and
vomiting.

e The recommended dose of Fetroja is 2 grams administered every 8 hours by IV infusion over 3 hours
in adults with a creatinine clearance (CL,,) of 60 to 119 mL/min. The recommended duration of
treatment with Fetroja is 7 to 14 days. The duration of therapy should be guided by the severity of
infection and the patient’s clinical status for up to 14 days.

— Refer to the Fetroja drug label for additional dosing recommendations.

e Shionogi plans to launch Fetroja in early 2020. Fetroja will be available as a 1 gram lyophilized powder
for reconstitution in single-dose vials.
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