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Dosage Form: Powder for Concentrate for Solution for Infusion
Composition: Ceftolozane as sulfate 1 g, Tazobactam as sodium 0.5 g
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Hospital-acquired pneumonia (HAP), including ventilator-associated pneumonia (VAP).
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Zerbaxa is indicated for the treatment of the following infections in adults (see section 5.1):

- Complicated intra-abdominal infections (see section 4.4);

- Acute pyelonephritis caused by pathogens resistant to other treatments as confirmed by urine culture;
- Complicated urinary tract infections (see section 4.4).

- Hospital-acquired pneumonia (HAP), including ventilator-associated pneumonia (VAP).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.
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41 Therapeutic indications

Zerbaxa is indicated for the treatment of the following infections in adults (see section 5.1):

- Complicated intra-abdominal infections (see section 4.4);

- Acute pyelonephritis caused by pathogens resistant to other treatments as confirmed by urine culture;

- Complicated urinary tract infections (see section 4.4).
- Hospital-acquired pneumonia (HAP), including ventilator-associated pneumonia (VAP).

4.2 Posology and method of administration

Table 1: Intravenous dose of Zerbaxa by type of infection in patients with creatinine clearance
> 50 mL/min

Type of infection Dose Frequency Infusion time | Duration of
treatment

Complicated intra-abdominal 1 g ceftolozane / Every 8 hours | 1 hour 4-14 days

infection™ 0.5 g tazobactam

Complicated urinary tract infection 1 g ceftolozane / Every 8 hours | 1 hour 7 days

Acute pyelonephritis 0.5 g tazobactam

Hospital-acquired pneumonia, 2 g ceftolozane / Every 8 hours | 1 hour 8-14 days

including ventilator-associated 1 g tazobactam

pneumonia**

*To be used in combination with metronidazole when anaerobic pathogens are suspected.
**To be used in combination with an antibacterial agent active against Gram-positive pathogens when these
are known or suspected to be contributing to the infectious process.

Special populations
Renal impairment

In patients with mild renal impairment (estimated creatinine clearance [CrCL] > 50 mL/min), no dose
adjustment is necessary (see section 5.2).
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In patients with moderate or severe renal impairment, and in patients with end stage renal disease on
haemodialysis, the dose should be adjusted as listed in Table 2 (see sections 5.1 and 6.6). Patients with end
stage renal disease on haemodialysis were excluded from clinical trials. The dosage for end stage renal

disease on haemodialysis was derived from PK PD modeling analysis.

Table 2: Recommended intravenous dose regimens for Zerbaxa in patients with creatinine clearance

< 50 mL/min
Estimated Complicated intra-abdominal infections, Hospital-acquired pneumonia, including
CrCL complicated urinary tract infections, and | ventilator-associated pneumonia**
(mL/min)* acute pyelonephritis**

500 mg ceftolozane / 250 mg tazobactam 1 g ceftolozane / 0.5 g tazobactam
30 to 50 ; -

intravenously every 8 hours intravenously every 8 hours
15 to 29 250 mg ceftolozane / 125 mg tazobactam 500 mg ceftolozane / 250 mg tazobactam

intravenously every 8 hours

intravenously every 8 hours

End stage renal
disease on
haemodialysis

A single loading dose of 500 mg ceftolozane
/ 250 mg tazobactam followed after 8 hours
by a 100 mg ceftolozane / 50 mg
tazobactam maintenance dose administered
every 8 hours for the remainder of the
treatment period (on haemodialysis days,
the dose should be administered at the
earliest possible time following completion
of haemodialysis)

Patients with end stage renal disease on
haemodialysis were excluded from clinical
trials. There are currently no dosing
recommendations for patients with end
stage renal disease.

*CrCL estimated using Cockcroft-Gault formula
**All doses of Zerbaxa are administered intravenously over 1 hour and are recommended for all indications.
The duration of treatment should follow the recommendations in Table 1.

4.4

Sodium content

Special warnings and precautions for use

Ceftolozane/tazobactam contains 40-8-mmek{230 mg}-ef sodium per vial, equivalent to 11.5% of the WHO
recommended maximum daily intake of 2 g sodium for an adult. The reconstituted vial with 10 mL

of 0.9% sodium chloride (normal saline) for injection contains +4+-5-mmel{265 mg)-ef sodium per vial,

Undesirable effects

Zerbaxa was evaluated in a Phase 3 comparator-controlled clinical trial of hospital-acquired pneumonia,

including ventilator-associated pneumonia.

The most common adverse reactions (= 5% in a Phase 3 trial of hospital-acquired pneumonia, including

ventilator-associated pneumonia) occurring in patients receiving Zerbaxa were diarrhoea, alanine

aminotransferase increased, and aspartate aminotransferase increased and were generally mild or moderate

in severity.

Table 3: Adverse reactions identified during clinical trials with ceftolozane/tazobactam

System organ class

Common
(21/100 to < 1/10)

Uncommon
(2 1/1,000 to < 1/100)

Infections and
infestations

Clostridioides difficile colitis?

Candidiasis including oropharyngeal and
vulvovaginal', Clostridioides difficile colitis’,
fungal urinary tract infection’, Clostridioides
difficile infection?
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System organ class

Common Uncommon

(21/100 to < 1/10) (= 1/1,000 to < 1/100)
Alanine aminotransferase
increased?, aspartate
aminotransferase increased?, Coombs test positive3, increased serum
transaminases increased?, liver |gamma-glutamyl transpeptidase (GGT)?,
function test abnormal?, blood |increased serum alkaline phosphatase’,
alkaline phosphatase Clostridioides test positive?

increased?, gamma-
glutamyltransferase increased?

Investigations

1 Specific for the complicated intra-abdominal infections, acute pyelonephritis, and complicated urinary tract
infections indications treated with Zerbaxa (1 g / 0.5 g intravenously every 8 hours) for up to 14 days.

2 Specific for the hospital-acquired pneumonia, including ventilator-associated pneumonia indication treated
with Zerbaxa (2 g / 1 g intravenously every 8 hours) for up to 14 days.

3 Applies across all indications: complicated intra-abdominal infections, acute pyelonephritis, complicated
urinary tract infections, and hospital-acquired pneumonia, including ventilator-associated pneumonia.

Description of selected adverse reactions

Laboratory values

The development of a positive direct Coombs test may occur during treatment with Zerbaxa. The incidence of
seroconversion to a positive direct Coombs test was 0.2% in patients receiving Zerbaxa and 0% in patients
receiving the comparator in the complicated intra-abdominal infections and complicated urinary tract infections
clinical trials. The incidence of seroconversion to a positive direct Coombs test was 31.2% in patients
receiving Zerbaxa and 3.6% in patients receiving meropenem in the hospital-acquired pneumonia, including
ventilator-associated pneumonia clinical trial. In clinical studies, there was no evidence of haemolysis in
patients who developed a positive direct Coombs test in any treatment group.

5.1 Pharmacodynamic properties
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5.2 Pharmacokinetic properties
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5.3 Preclinical safety data

Environmental risk assessment (ERA)

Environmental risk assessment studies have shown that one of the active ingredients, ceftolozane, may pose
a risk to surface water organisms (see section 6.6).

6.3 Shelf life

After reconstitution and dilution, chemical and physical in-use stability has been demonstrated for 24 hours at
room temperature or 4 days at 2 to 8°C. The medicinal product is photosensitive and should be protected from
light when not stored in the original carton.

From a microbiological point of view, the medicinal product should be used immediately upon reconstitution.

If not used immediately, in-use storage times and conditions prior to use are the responsibility of the user;

unle econstitution/dilution-has-takenplace-incontrolled and-validated-asepticconditions and would
normally not be longer than 24 hours at 2 to 8°C, unless reconstitution/dilution has taken place in controlled
and validated aseptic conditions.

6.6 Special precautions for disposal and other handling
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One of the active ingredients, ceftolozane, may have harmful effects if it reaches the aquatic environment (see
section 5.3). Do not throw away any unused medicinal product or waste material via wastewater. Any unused
medicinal product or waste material should be disposed of in accordance with local requirements. These
measures will help protect the environment.
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Ceftolozane (as sulfate) 1 g

012 0.5 (n1'mod) orvjaITLY

Tazobactam (as sodium) 0.5 g
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