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FDA Is RequiringWarning abou Viamin B6 Deciency and Associaed Seizures for Drug Producs

Containing Carbidopa/Levodopa

What Is FDA Doing?

The U.S. Food and Drug Adminisraon (FDA) has noed applicaon holders or all drug products

containing carbidopa/levodopa that the Agency is requiring the addion o a warning, and

corresponding revisions, to the prescribing inormaon to state that thesemedicaons, approved to

rea sympoms o Parkinson’s disease, can cause viamin B6 deciency and viamin B6 deciency-

associated seizures. The warning directs healh care proessionals to evaluate baseline vitamin B6 levels

prior to sarng treatment with carbidopa/levodopa therapies and periodically while on treatment and

to supplement with vitamin B6 as necessary.

What Are Drug Producs Conaining Carbidopa/Levodopa?

Drug products containing carbidopa/levodopa are approved to rea sympoms o Parkinson’s disease, a

progressive nervous system disorder. Levodopa is the metabolic precursor to dopamine, a

neuroransmiter in he brain that declines in paens wih Parkinson’s disease, leading o moor

symptoms such as remors, rigidiy and bradykinesia (slow movements). Carbidopa inhibits the

decarboxylaon o peripheral levodopa, making more levodopa available or delivery o he brain.

Drug products containing carbidopa/levodopa approved o rea sympoms o Parkinson’s diseasemay

contain both carbidopa and levodopa (trade names: Crexont, Dhivy, Duopa, Rytary, Sinemet, and

Sinemet CR); carbidopa/levodopa/entacapone (trade name: Stalevo); or oscarbidopa/oslevodopa

(trade name: Vyalev), which is converted to acve carbidopa/levodopa in he body. These products are

available in mulple ormulaons and may be administered by several dieren routes, including oral

tablets, an enteral (inesnal) suspension, and a subcuaneous injecon or connuous inusion.

Drug products containing carbidopa/levodopa can deplete vitamin B6 levels during the process by which

levodopa is converted to dopamine. Addionally, carbidopa binds o he acve orm o viamin B6, which

creates addional unconal loss o vitamin B6.

Wha Should Patens and Caregivers Do?

Paens and caregivers should be aware ha aking drug products containing carbidopa/levodopa can

lead to viamin B6 deciency, which can increase he risk o seizures. To monitor or viamin B6

deciency, your healh care proessional should evaluate your viamin B6 levels beore sarng

treatment with a drug product containing carbidopa/levodopa, periodically during reamen, and i

sympoms o viamin B6 deciency appear during reament. These symptoms include seizures, as well

as depression; conusion; inammaon o he lips, ongue, and skin; and nerve damage causing
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numbness, ngling, sharp pain, or muscle weakness. Paens should ake vitamin B6 supplements as

recommended in consulaon wih a healh care proessional.

Higher doses o carbidopa/levodopa may increase he risk o viamin B6 deciency.Many o he cases o

seizures reported with carbidopa/levodopa use did no respond o radional an-seizure medicaons

but resolved afer viamin B6 adminisraon.

Wha Should Healh Care Professionals Do?

Healh care proessionals should evaluate viamin B6 levels beore sarng paens on treatment with

drug products containing carbidopa/levodopa, periodically during reamen, and i sympoms o viamin

B6 deciency appear during reamen. Health care proessionals should consider whether vitamin B6

supplemenaon is necessary. Higher doses o carbidopa/levodopa may increase he risk o viamin B6

deciency.

Healh care proessionals should be aware ha seizures associaed wih he use o a produc conaining

carbidopa and levodopa do no respond o radional an-seizure medicaons bu resolve afer vitamin

B6 adminisraon. Furthermore, select an-seizure medicaons may urher worsen a viamin B6

deciency. Healh care proessionals should inorm paens o hese risks.

Wha Did FDA Find?

FDA conduced a saey review and idened 14 cases o seizures linked o viamin B6 deciency in

paents using drug products containing carbidopa/levodopa. The 14 cases included posmarkeng

repors submited o FDA1 (13 reports) or ound in he medical lieraure (1 report), so here are likely

addional cases abou which we are unaware. All o he reviewed cases involved levodopa doses

exceeding 1,000 mg daily, with higher doses (>1,500 mg levodopa) associated with shorter duraon rom

reamen iniaon o idencaon o viamin B6 deciency. The seizure cases were split among oral

ormulaons and an enteral suspension, wih laency periods ranging rom 23 to 132 monhs. The

seizures have ypically presened as ocal onse seizures wih secondary generalizaon, consisen wih

seizures observed with vitamin B6-dependen epilepsy, and progression o saus epilepcus was

observed in some cases, indicang an urgen need or rapid idencaon and reamen.

In these cases o repored seizures, here was addional clinical evidence supporve o viamin B6

deciency, including elevaed homocyseine levels in our cases, microcyc or normocyc anemia in

hree cases, and neuropsychiaric sympoms in our cases. O he nine paens reaed wih viamin B6

supplemenaon, all nine had resoluon o heir seizures, despite he majoriy o hese paens

previously demonsrang a lack o response o mulple anseizure medicaons. Two aalies occurred,

both with documented low vitamin B6 levels and poorly controlled seizures.

The review ound no cases o viamin B6-associated seizures associated with

carbidopa/levodopa/entacapone products or with the injectable carbidopa/levodopa product, which

1 The cases were reported to the FDA Adverse Event Reporting System (FAERS) database.
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may reec lower usage paterns,more recent approval dates, and/or dieren dosing and

adminisraon requirements. However, biological plausibility suggests there may be a similar risk across

all drug products containing carbidopa/levodopa, as viamin B6 deciency was also observed in he

clinical trials that supported he original approval o he injecable carbidopa/levodopa product. Based

on the available data, FDA concluded there is reasonable evidence o a causal associaon beween drug

products containing carbidopa/levodopa and viamin B6 deciency-associated seizures.

How Do I Repor Side Eecs from Combinaton Carbidopa/Levodopa Producs?

To help FDA monitor saey issues wih medicines, we encourage paens and healh care proessionals

o repor side eecs involving drug products containing carbidopa/levodopa or other medicines to the

FDA MedWach program using he inormaon in he “Conac FDA” box a he botom o his page.

How Can I Ge New Safey Informaton on Medicines I’m Prescribing or Taking?

You can sign up or email alerts abou Drug Saey Communicaons on medicines or medical speciales

o ineres o you.


