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1. Introduction and Who Guideline applies to  
Carbapenem antibacterial agents (meropenem, ertapenem, and imipenem) cause reductions in serum 
valproate levels of up to 90% within 24-hours of carbapenem initiation. This interaction is complex, 
persistent, and not resolved by valproate dose increases. This guidance should be used by prescribers 
and pharmacists to appropriately manage patients who are taking valproate (as sodium valproate or valproic 
acid) but also require broad-spectrum antibacterial therapy. 
 
2. Guideline Standards and Procedures 
2.1. Investigate allergies 

• If a carbapenem is indicated because the patient is thought to be allergic to penicillin this must be 
investigated further to clarify the adverse reaction. The allergy should be assessed and documented 
in line with NICE CG183 Drug allergy: diagnosis and management.  

• If the patient does not have a true allergy to penicillin consider using an alternative to a carbapenem 
as per Trust guidelines for the specific condition (see Antimicrobial Website or App, or the Clinical 
Guidelines and Policies Library on Insite) 

 
2.2. Follow this pathway for all patients 
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https://www.nice.org.uk/guidance/cg183
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2.3. Actions to take if patient has received, or needs to receive, a carbapenem alongside 
valproate 
Ensure indication for valproate has been clarified with the patient and/or their medical records 
 

2.3.1. Adjunct anticonvulsant therapy for Adults taking valproate for seizure control 
• Sodium valproate must not be stopped. Ensure patient’s usual dosing regimen is maintained 

throughout adjunct therapy. 
• Give 1000 mg levetiracetam as a loading dose 
• Then give 500 mg levetiracetam twice-daily, commencing 12 hours after the loading dose 
• Give levetiracetam throughout carbapenem treatment and continue for 14 days after carbapenem is 

stopped 
 

2.3.2. Adjunct anticonvulsant therapy for Children taking valproate for seizure control 
• Sodium valproate must not be stopped. Ensure patient’s usual dosing regimen is maintained 

throughout adjunct therapy. 
• Discuss options with paediatric neurologist to determine optimal agent 

o First-line option is usually levetiracetam – Loading dose 20 mg/kg (maximum 1000 mg) IV 
over 15 minutes as a loading dose. Then maintenance doses of 10mg/kg BD (max 500 mg) 
oral or IV every twice daily, commencing 12 hours after the loading dose. 

• Give adjunct throughout carbapenem treatment and continue for 14 days after carbapenem is stopped 
 

2.3.4. Managing seizures in patients receiving additional anticonvulsant therapy 
• Follow Trust policies and guidelines appropriate to the clinical area for managing seizures 
• These can be found on the Clinical Guidelines and Policies Library on Insite: 

http://bit.ly/PAGLSeizures)    
• Refer patient case to neurology for further advice 

 
2.3.5. Managing patients taking valproate for other indications 
• Valproate may be taken for other indications such as migraine prophylaxis, or mania 
• Advice should be sought from the relevant specialist if valproate is being used for an indication other 

than for epilepsy or seizure control 
• Do not prescribe levetiracetam in these patients as it is unlikely to provide any benefit 

 

2.4. Obtaining further advice 
You must inform the microbiologist that the patient is taking valproate when discussing any 
antimicrobial treatment. 

• Advice should be sought from microbiology/ID in the following circumstances 
o To obtain advice on alternative antimicrobials at any point during treatment 
o To obtain advice on choice of agent when undertaken and IV to Oral switch where there is no 

clear option in the UHL antimicrobial guidance. 
o Patient continues to have seizures in spite of additional anticonvulsant cover (note: 

carbapenem agents can reduce seizure threshold in their own right) 
 

• Advice should be sought from neurology in the following circumstances 
o Patient is intolerant or allergic to levetiracetam 
o Patient is already taking levetiracetam before carbapenem initiated 
o Patient has a history of refractory epilepsy 
o Patient has a seizure whilst receiving adjunct levetiracetam for the above reasons 

http://bit.ly/PAGLSeizures


 
 

Guideline for managing the interaction between valproate and carbapenems     Page 3 of 4 
Version 3 approved by Policy and Guideline Committee: 28 April 2023       Trust Ref: B37/2017  Next Review: Sept 2026 

NB: Paper copies of this document may not be most recent version.  The definitive version is held on PAGL 

o To determine alternative treatment in patients that has used levetiracetam previously but was 
not effective. 
 

• Advice should be sought from a clinical pharmacist in the following circumstances 
o Optimising levetiracetam regimens 
o Reviewing and optimising drug regimens for patients for whom neurology recommend 

alternative anticonvulsant cover. 

 
3. Education and Training  
Although no formal education and training is required: 

• Medics working within neurology, microbiology, infectious diseases, and emergency & acute medicine 
must be made aware of this guideline 

• All pharmacists must be made aware of this guideline 
• Reference to this guideline will be made on the antimicrobial website and apps, and any relevant 

antimicrobial guidance and policies. 
 
4. Monitoring Compliance 

What will be measured to 
monitor compliance  

How will compliance be 
monitored 
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Neurology 
Consultants 

12 months Neurology 
audit and 
quality 
meetings 

Continuation of treatment 
for 14 days after 
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Discharge letters can be 
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Lead 
Pharmacist 
for Neurology 
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quality 
meetings 
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