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INFORMATION ABOUT DIVALPROEX AND VALPROIC ACID (FORM 3–18)

more frequently—three or four times daily. Patients who are stabilized on valproic acid may be switched to
divalproex by administering the same total daily dose but converting the dosing to a twice-daily schedule.
In the hospital, physicians may prescribe a divalproex “loading dose” to treat acute mania. With this strategy,
the physician uses a large dose of divalproex immediately and then slowly tapers the dose. A loading-dose
strategy has been shown to be effective in producing a rapid response in some patients, but the patient must
be carefully monitored.
The dose for Depakote ER is the same as for Depakote, but the ER tablets can be taken in a single daily
dose, preferably close to bedtime. The recommended starting dose for Depakote ER is 500 mg once a day for
1 week, and then the dose is increased to 1,000 mg taken once a day. Further increases may be made in 250or 500-mg increments as needed.
Blood Tests Are Necessary
Valproate blood levels help the physician gauge the patient’s dosing. A plasma valproate level from 50 to
125 µg/mL is usually considered an effective level; higher levels may be associated with side effects and
toxicity. However, it is the patient’s clinical response that ultimately determines the dose. Valproate levels
are usually obtained weekly for the first 3 weeks until a stable dose is achieved, and then monthly for the
next 3 months; thereafter, most physicians order a level every 3–6 months.
Because valproate is metabolized in the liver, blood tests to evaluate the patient’s liver function are routinely done before valproate is started. Additionally, the physician may obtain a complete blood count (CBC),
including a platelet count, before starting the medication. While you are taking valproate, your physician may
repeat these tests periodically to monitor progress.

PROPER USE OF YOUR MEDICATION
Storing Your Medication
•
Keep your medication in a tamper-resistant vial and away from children. Overdosage of valproate is
very dangerous, particularly for young children.
•
Store your medication so as to keep it from excessive heat, moisture, and direct light. Valproic acid
capsules are susceptible to breakdown when exposed to heat and moisture.
•
Keep the medication in its original prescription vial with the prescription label intact to prevent others
from taking the medication inadvertently.
•
Do not use the medication past the expiration date on the prescription label.
Taking Your Medication
•
If you miss a dose of divalproex or valproic acid, take it as soon as possible. However, if it is 1–2 hours
before your next dose, skip the dose you missed and go back to your regular dosing schedule, but do not
double the dose. If you miss your daily dose of Depakote ER, take it as soon as possible, but if it is 2–3
hours before your next dose, skip the missed dose and go back to your regular dosing schedule.
•
Swallow the tablets or capsules whole; do not chew, cut, or crush them.
•
You may take valproate with food if the medicine upsets your stomach.
•
If you are taking valproic acid syrup, measure the quantity as specified on your prescription label. It comes
in a concentration of 250 mg/5 mL (1 teaspoonful). For example, a dose of 1,000 mg requires 20 mL
(4 teaspoonfuls).
•
If you have diabetes and must check your urine ketones, it is important that you know that valproate
may interfere with urine tests for ketones and produce false positive results. It is suggested that you
consult your pharmacist.
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Use of Alcohol and Other Medications
No medication, including alcohol and over-the-counter medications, should be taken with valproate without your
physician’s approval. Alcohol may alter the metabolism of valproate and reduce its effectiveness. Moreover,
the sedative effects of alcohol and valproate are greater when the two are taken together. Operating a motor
vehicle under these conditions is extremely dangerous.
You should be aware that certain drugs alter the metabolism of valproate, which may decrease or increase
the blood levels of valproate. When valproate blood levels are lowered, it may reduce its effectiveness, and when
levels are increased, toxicity may result. For example, the antibiotic erythromycin may increase valproate
blood levels and result in valproate toxicity. If you have questions or concerns about possible drug interactions with your medications, consult your physician or pharmacist.

POSSIBLE SIDE EFFECTS WITH VALPROATE
Common Side Effects
•
Drowsiness and daytime sedation. The most common complaints with valproate are drowsiness and
sedation. If daytime sedation is problematic for the patient, the physician can prescribe the larger dose
of Depakote in the evening or at bedtime, or switch to Depakote ER, which can be taken once in the
evening or at bedtime.
•
Gastrointestinal (GI) side effects. The common GI complaints include nausea, vomiting, diarrhea, abdominal pain, constipation, and indigestion. GI complaints are more frequent with valproic acid than
with the delayed-release or extended-release tablets of Depakote and Depakote ER. Take with food if
GI upset occurs.
•
Dizziness and loss of coordination. These symptoms usually subside as the individual is stabilized on
the medication, but if they become intolerable or persist, consult your physician, who may decrease
the dose.
•
Tremors. Patients may experience trembling of fingers and hands, which usually subsides as the they
adjust to the medication. If the trembling persists, decreasing the dose may reduce the tremors.
•
Weight gain. For some individuals, valproate may induce weight gain, especially if it is taken with an
antipsychotic medication like olanzapine or lithium. By controlling caloric intake and increasing exercise, individuals may control their weight. If weight gain becomes a problem, discuss your concern with
your physician.
•
Hair loss (alopecia). Possible hair loss with valproate may be due to the drug’s interference with
absorption of zinc and selenium. Some physicians recommend taking vitamins with minerals including
zinc and selenium to minimize hair loss while taking valproate.

Warning: Valproate may induce drowsiness and sedation and impair physical coordination
and mental alertness. Until you are sure that these side effects will not impair your ability to
perform daily tasks, avoid potentially dangerous activities, such as operating a motor vehicle or
machinery.
POSSIBLE ADVERSE REACTIONS WITH VALPROATE
•

Liver toxicity is a rare and unpredictable adverse reaction associated with valproate, which in some cases
can lead to fatal liver failure. Young children who are taking valproate for seizures are more vulnerable
to liver toxicity than are adults. The risk decreases dramatically with age. In most of the cases reported,
liver toxicity was dose-related and reversible when the drug was discontinued. There are no tests to determine if an individual is susceptible to liver toxicity from valproate. Liver function tests, however, can
help detect early signs of valproate-induced liver abnormalities. In individuals with a history of liver
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disease, valproate must be used with great caution, if at all. Valproate therapy requires close monitoring
of liver function. Blood tests of liver function are recommended before initiation of valproate treatment
and should be repeated every 6 months thereafter.
Reduced platelets (thrombocytopenia). Valproate can reduce the number of platelets. Low platelets, or
thrombocytopenia, may result in delayed blood clotting and potential bleeding. Fortunately, this adverse reaction is rare, but individuals should recognize the early warning signs of thrombocytopenia,
including easy bruising, prolonged bleeding time, and frequent nose bleeding.

PREGNANCY AND BREAST FEEDING
The valproates are classified in Category D of the FDA Pregnancy Risk Categories. Valproate has been associated with fetal abnormalities when administered during pregnancy. When valproate was administered to pregnant women, especially in the first trimester, it was associated with an increased incidence of neural tube and
spinal cord defects (spina bifida) in the infant. Valproate should not be administered to pregnant women.
Small amounts of valproate are excreted in breast milk. It is not known what effect valproate may have on
the infant if ingested. Women taking valproate should not breastfeed.
If you have any questions about this handout, please consult your physician.

