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• Cadence welcomes the opportunity to share the pre-approval and 

post-marketing safety experience with OFIRMEV (IV acetaminophen) 

with the Committee and the FDA  

 

• Cadence supports FDA efforts to mitigate the risk of medication errors 

resulting in acetaminophen overdose 



3 

Introduction  

• 10 years of world-wide safety experience with IV acetaminophen 
incorporated in US NDA 

• allowed Cadence to work with FDA to structure OFIRMEV label to mitigate 
the risk of medication errors and acetaminophen overdose 

• US label differs in several important ways from that of foreign IV 
acetaminophen labels 

• Educational program designed and implemented to:  

• assist with selection of appropriate OFIRMEV dose  

• alert health care professionals not to exceed the daily maximum 
acetaminophen dose by any route 

• 4000 mg for adults and adolescents weighing 50 kg or more  

• for children, a weight-based 75 mg/kg daily maximum dose 
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IV Acetaminophen: Pediatric Postmarketing Safety 
Experience  
• Estimated IV acetaminophen exposure: 

• US - 1.4 to 1.8 million patients  
• World-wide -  >36 million patients 

• Safety reports of medical errors resulting in pediatric acetaminophen 
overdose since 2006: 
• 27 reports involving pediatric patients  
• Only one from US experience (8 month old child administered 113 mg/kg 

OFIRMEV) 
• Up to 20-fold overdoses of IV acetaminophen occurred 
• No correlation between mg/kg overdose and adverse outcome 

• Foreign medication errors fall into the following categories: 
• Most common (≈ 50%) are confusion as to appropriate dose or clear 

mistakes (kg vs. lbs; single vs. daily dose)  
• 10-fold overdose (mg vs. mL confusion) were common (≈ 1/3rd) 
• Administration of entire “pediatric” vial content (50 mL) 
• Incorrect administration route – e.g., intra-arterial or epidural 
• Concomitant oral and IV dosing was rare 
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IV Acetaminophen: Pediatric Postmarketing Safety 
Experience  

• 18/27 of the pediatric overdose cases are in the < 2 years old category – 
not currently indicated in the US 

• Most dose confusion outside the US appears to be in neonates and young 
infants:  

• approved IV dose (7.5 mg/kg) is different than recommendations in authoritative 
texts (e.g. Harriet Lane, 15 mg/kg for PO/PR dosing) or published literature 
(loading dose up to 20 mg/kg and interval dose of 15 mg/kg) 

• To date, OFIRMEV use in < 2 age group appears to be minimal  

• lack of dosing guidance for any route of administration 

• PK section of OFIRMEV label suggest a 50% or 33% dose reduction in neonates 
and infants, respectively 
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OFIRMEV Prescribing Information 
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OFIRMEV Educational Initiatives in use Since Launch 

• Initial education efforts directed to healthcare practitioners designed to 
reinforce the importance of correct pediatric dose calculations and 
administration techniques 
• Appropriate use and administration instructions for all indicated age groups 

(video on OFIRMEV.com) 
• Dosing card: easy way to calculate the correct dose in both mg/kg and in 

mL/kg for all children (age 2 and older) and adults/adolescents under 50 kg 
weight 

• Reinforce label guidance with specific emphasis on the importance of 
adhering to acetaminophen maximum daily dose recommendations, by any 
route of administration 

• Raise awareness of commonly used oral acetaminophen containing 
products 
• Posters and “tear-off” sheets 
• Referral to “knowyourdose.org” (Acetaminophen Awareness Coalition) 
• Medical Information letters and other educational materials on dosing and IV 

to oral transitions 
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OFIRMEV Educational Initiatives – Dosing Card  
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OFIRMEV Educational Initiatives – Acetaminophen-
Containing Oral Medications  
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OFIRMEV Educational Initiatives – Day Surgery Discharge 
Instructions  
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OFIRMEV Additional Pediatric Presentations?  

• Smaller volume vial 
• A 50 mL vial of IV acetaminophen 10 mg/mL is available for use in EU specifically 

for newborn infants, infants and toddlers and children < 33 kg 
• The smaller “pediatric” presentation has resulted in confusion that the vial was 

appropriate for all children, including neonates, resulting in overdose via 
administration of entire vial 

• Difficult to find a vial size that fits most pediatric doses and reduces overdose risk 
• Current approach in the US of removing product from vial and either putting into 

a separate sterile container or a syringe pump for small volumes appears to be 
the optimal approach 

• More dilute concentration 
• Introduction of a diluted solution could result in volume overload in low 

bodyweight pediatric patients and a 2nd concentration may lead to more rather 
than less dosing confusion 

• Note that the 2009 & 2011 Advisory Committees discussing oral acetaminophen 
voted in favor of having one concentration of acetaminophen liquid and one 
concentration of oral pediatric acetaminophen products  



12 

Summary 

 Cadence supports FDA efforts to mitigate the risk of medication errors 
resulting in acetaminophen overdose 

 OFIRMEV label  

– highlights need to respect the max daily dose of acetaminophen by any 
route in all indicated age groups 

– Clearly states the risks of exceeding max daily dose 

– Gives clear administration instructions for small volume and pediatric use 

 Cadence has introduced educational material reinforcing the 
OFIRMEV label and identifying common acetaminophen containing 
products 

 Cadence does not support introduction of additional presentations or 
reduced concentrations of OFIRMEV as they will add confusion and 
increase the probability of dosing errors resulting in overdose 
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