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The aim 91‘ this stu.dy wa§ to assess the tc,ta.bility of ceftobiprole HPLC: Typical chromatogram Impact of storage in Intermate® LV 100 (0.9% NaCl)
_ . _ o medocaril reconstituted in 0.9% NaCl within the Intermate® LV
* Ceftobiprole medocaril (Zevtera™) is an injectable broad 100 infusion system, in view of optimizing drug administration | * |
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cephalosporins and, like 3-lactams, exerts its antimicrobial § 1000000 _§'
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ultimately leads to bacterial cell death. 3 , , _ . N 7 o S
Fifteen vials of ceftobiprole medocaril (Zevtera™, AVIR 0 = 80 l l l l l
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+ Ceftobiprole has a rapid bactericidal mode of action against Pharma Inc., Blainville, QC, Canada) were prepared under a 0 5 10 Days of protocol
a broad spectrum of Gram-positive and Gram-negative laminar flow hood according to the usual practices at IUCPQ- Time (min) *p<0.05
bacte.rl.a,. mFIudlng Pseudomonas  aeruginosa an-d Ulaval, as follows: , , . . o Figure 2. Percentage recovery calculated from the initial
methicillin-resistant Staphylococcus aureus (MRSA). It is e 500 mg ceftobiprole (10 mL) in 190 mL of Figure 1. Under these analytical conditions, the peak T T e e e e e T R e e BTl
therefore recommended for the treatment of community- 0.9% NaCl in Intermate® LV 100, at a final corresponding to ceftobiprole medocaril elutes at 4 time (TO) at 4 °C (blue), followed by 8 hours (T8) of storage in the
acquired  pneumonia and  non-ventilator-associated- concentration of 2.5 mg/mL (3.34 mg/mL AL Intermate® LV 100 infusion system at room temperature (red).
hospital-acquired pneumonia.? ceftobiprole medocaril).
. , , , , _ Table 1. Recovery of ceftobiprole medocaril from Day 0 Time Oh at 4°C (%)
* A_‘t IU(?PQ-ULavaI., some patients, including those W'_th cystic “* In triplicate, the preparations were stored at 4°C until the
flbr.05|s, may simultaneously carry both bact.erlz?, have time of analysis at 0 hour (TO) and then left at room Day/Time (hours) Oh - 4°C 8h - RT
resistance to one or thg ‘other, or present contralnFllcatlons temperature (RT) for 8 hours (T8). A sample of each Day 0 - il
tco. t'he use‘of other. an'tlblotlcs.'AIthough Zevtera™ is usually oreparation was collected at TO and T8 and diluted by a — 03 e119 009120
initiated in _hOSF"taI'ZEd patients, some may need. to factor of 10 immediately before analysis, at each of the —-— olciis 01514
complete their treatment at home through the outpatient following days: part 1: Day O to Day 4, part 2: Day 6 and ay o= 1. 1xl
and home intravenous antibiotic therapy program (ATIVAD: Day 9. Day 3 101.2 +2.6 99.3+2.9
Antibiothérapie intraveineuse a domicile). Day 4 100.8 + 1.1 975+1.4
¢ The concentration of ceftobiprole medocaril sodium was Day 6 94.4% + 0.4 92.6* + 0.8
determined by HPLC using a method validated by Cloutier Mean + SD
et al.,” which had . . Day 9 93.3%205 91.1%+0.6 *p< 0.05 vs Day 0 Time Oh at 4°C
. previously been used in our laboratory to
verify the stability of ceftobiprole in PVC bags. In summary, When stored at 4°C, more than 93% of the initial amount of ceftobiprole medocaril remains available 9 days after preparation in
o the chromatographic separation of ceftobiprole medocaril Intermate® at 3.34 mg/mL (2.5 mg/mL ceftobiprole). When the same Intermate® are kept at room temperature for 8 hours, more than
Ratlonale was performed at 30°C using the Prominence system from 91% of the initial amount of ceftobiprole medocaril remains available up to 9 days post-preparation.
Shimadzu (Columbia MD, USA) , consisting of :
< Ceftobiprole is derived from a water-soluble prodrug : * SIL-20AC autosampler at 6°C Statistically significant less recovery is observed at Day 6 and Day 9 when compared to Day 0, although both remaining above 90%.
ceftobiprole medocaril sodium, which is available as a * Ultrasphere ODS column, 5 p, 250 X 4.6 mm (Canadian Life
powder for reconstitution. The conversion to ceftobiprole, Technologies, Burlington ON, Canada)
carried out by plasma esterases is rapid and complete.* * W-Bondapack C18 pre-column (Waters, Mississauga ON,
Canada)
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