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PHENOBARBITONE SHORTAGE — CLINICAL MANAGEMENT GUIDELINES

BACKGROUND

A nationwide shortage of phenobarbitone has necessitated the transition of many epileptic patients
onto alternative anticonvulsant protocols. This presents a significant clinical challenge, particularly in
patients that have been stable on long-term phenobarbital therapy.The most important clinical
concern in this context is the risk associated with abrupt discontinuation of phenobarbital. Sudden
withdrawal may precipitate rebound seizure activity, which can rapidly escalate to cluster seizures,
status epilepticus, and potentially death.

For this reason, the golden rule when managing these patients is clear:

If phenobarbital is still available, it should always be tapered gradually while alternative therapy is
introduced and stabilised. A controlled transition allows time for alternative agents to reach
therapeutic concentrations and significantly reduces the risk of destabilising the patient.

In contrast, when phenobarbital is no longer available, patients must be managed as high-risk
neurological cases, requiring rapid substitution and more aggressive early intervention.

CRITICAL CLINICAL DISTINCTION

In the current setting, it is essential to distinguish between two fundamentally different clinical
scenarios, as management strategies differ significantly.

SCENARIO 1: CONTROLLED TRANSITION

When phenobarbital is still available, a structured and methodical transition remains the standard of
care. The general principle is to introduce alternative anticonvulsant therapy before initiating a
gradual taper of phenobarbital. This ensures that seizure control is maintained while the patient
transitions onto a new regimen.

Recommended Clinical Approach
The following stepwise strategy is recommended:

e Initiate levetiracetam as the primary transitional agent due to its rapid onset and excellent
safety profile

e Introduce a longer-term anticonvulsant:

o Imepitoin (Pexion) in cases of mild to moderate idiopathic epilepsy

o Potassium bromide (KBr) in more severe cases or where cost considerations are

important

e Begin a gradual phenobarbital taper over several weeks, adjusting based on clinical response
e Introduce adjunctive therapies where necessary, including:
o Pregabalin or gabapentin for additional seizure control
o Omega-3 fatty acids (PUFA) as supportive therapy
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This approach is generally well tolerated and offers the most predictable clinical outcome.
SCENARIO 2: NO PHENOBARBITAL AVAILABLE (EMERGENCY MANAGEMENT)

In cases where phenobarbital is no longer available, the clinician is faced with a time-sensitive and
higher-risk situation. Withdrawal-related seizures may occur within 24 to 72 hours, and early
intervention is critical to prevent clinical deterioration.

Immediate stabilisation

Levetiracetam should be initiated immediately, ideally with a loading dose, to provide rapid
anticonvulsant cover. Its fast onset of action makes it the most effective agent for bridging this
critical period.

Establishment of long-term control
A longer-acting anticonvulsant should be introduced concurrently:

¢ Imepitoin (Pexion) is suitable for:

o Stable idiopathic epilepsy

o Cases requiring simpler outpatient management
e Potassium bromide (KBr) is preferred in:

o More severe epilepsy

o Cost-sensitive cases

In the case of potassium bromide, it is essential to administer a loading dose, as the drug has a very
long half-life and delayed onset of action. Without loading, therapeutic levels may take several
months to achieve. Importantly, levetiracetam should be continued during this period to maintain
seizure control.

Adjunctive therapy

Adjunctive anticonvulsants should be introduced early in cases where seizure control is suboptimal
or where the risk of deterioration is high.

e Pregabalin is generally preferred due to its greater potency and more predictable
pharmacokinetics
e Gabapentin may be used as a cost-effective alternative
These agents are particularly useful in:
e  Cluster seizure patients
e Refractory epilepsy
e Cases undergoing abrupt transition
Escalation of care

If seizure control remains inadequate, escalation may be required, including:

e Hospitalisation
e Intravenous anticonvulsant protocols



e Benzodiazepine infusions (e.g. diazepam CRI)
PUFA (OMEGA-3 FATTY ACIDS) AS ADJUNCT THERAPY

Omega-3 fatty acids, particularly DHA, may be considered as a supportive adjunct in epilepsy
management.

Although their exact mechanism is not fully understood, proposed effects include:
e Stabilisation of neuronal membranes
e Anti-inflammatory activity
e Modulation of neuronal excitability
Evidence overview
Clinical studies suggest that:
o DHA supplementation may result in 250% reduction in seizure frequency in some patients
e Medium-chain triglyceride (MCT)—based nutritional strategies may also contribute to

reduced seizure frequency

WShile PUFA therapy should not be considered a primary anticonvulsant, it may offer meaningful
benefit when used as part of a multimodal approach.

It is particularly useful:
e During transition periods
e Inrefractory epilepsy

e  When further drug escalation is limited

Clinicians should note that the onset of benefit is typically gradual (weeks to months), and consistent
administration is required.

DOSE COMPARISON TABLE — ANTI-EPILEPTIC OPTIONS (DOGS)

Drug Typical Dose | Frequency | Loading Dose Onset Key Notes
Levetiracetam 20 mg/kg g8h 60 mg/kg once Rapid Primary bridge
(hours) drug

Imepitoin 10-20 mg/kg | q12h No Days Mild—moderate
epilepsy

Potassium 30-40 mg/kg | gq24h 120 mg/kg/day | Weeks— Requires loading

Bromide for 3 -5 days months

Gabapentin 10-20 mg/kg | g8-12h No Moderate Adjunct only

Pregabalin 3-4 mg/kg gl2h No Moderate More potent
adjunct

Telmisartan 0.5-1 mg/kg | q12-24h No Slow Experimental
adjunct

PUFA 50-100 g24h No Weeks Supportive only

(DHA/EPA) mg/kg/day




CLINICAL PRIORITIES
Regardless of the scenario, management should focus on three core objectives:

e Preventing withdrawal-induced seizures
e Achieving rapid neurological stabilisation
e Establishing sustainable long-term seizure control

Key Clinical Principles

e Levetiracetam provides rapid stabilisation and is indispensable during transition

e Potassium bromide serves as a reliable long-term anticonvulsant, particularly in severe cases
e Imepitoin offers a practical and well-tolerated alternative in suitable patients

e Pregabalin and gabapentin enhance seizure control in more complex cases

e PUFA supplementation provides a safe and potentially beneficial adjunct

This document is intended as a practical clinical guide during the current phenobarbital shortage.
Treatment should always be tailored to the individual patient based on clinical response and
practitioner judgement.



