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tolerated, although it occasionally causes irritability. In a
study of 34 older patients with poststroke epilepsy, leve-
tiracetam rendered 82% seizure free, whereas 20% had
side effects.'® Oxcarbazepine is related to carbamazepine
and is likely to replace it in the future because it does
not require serum level monitoring or surveillance blood
work; however, it can cause hyponatremia. It has some
mood-stabilizing properties that can be advantageous and
was moderately well tolerated in a prospective open-label
study of a small subgroup of elderly patients.™

Although they did not investigate efficacy in the elderly,
there are a few comparative efficacy studies in the adult
population that help select among AEDs. The seminal
Veteran's Administration Cooperative Study'? found car-
bamazepine and phenytoin to be better tolerated and
generally more effective for partial seizures than pheno-
barbital and primidone (a drug rarely used now). While
it is unlikely that one of these AEDs would be selected
as a first choice today, it substantiates the contemporary
wisdom that phenobarbital is less well tolerated. The
Standard and New Antiepileptic Drugs (SANAD) study
is the only large prospective study of multiple AEDs for
treatment of partial seizures, although it is an open-label
study.” Lamotrigine was generally the most efficacious
with regard to time to treatment failure (defined as time to
switching drugs for side effects or ineffectiveness) com-
pared to carbamazepine, gabapentin, oxcarbazepine, and
topiramate, but carbamazepine had the shortest time to a
1-year remission. This is generally interpreted to suggest
that lamotrigine is the most efficacious drug. An alterna-
tive interpretation is that it might be logical to start with
carbamazepine because those who tolerate it have the
shortest time to remission; however, this requires great
vigilance for side effects and, if present, to quickly move to
lamotrigine. A complementary SANAD study of valproate,
lamotrigine, or topiramate for generalized or unclassified
seizures found valproate had a better time to treatment
failure than topiramate, and shorter time to 1-year remis-
sion than lamotrigine, thus concluding that valproate is
generally preferable for generalized seizures.' The SANAD
studies have several limitations but these are somewhat
ameliorated by the large number of patients in each trial;
1,721 patients in the partial seizure study and 716 in the
generalized seizure study.

Summary

Treating seizures and epilepsy seems more intimidating
today because there are so many AEDs to choose from.
However, most second-generation AEDs are well toler-
ated, have few drug interactions, and are seemingly nearly
equally efficacious, thereby making it more difficult to
choose the wrong AED. Knowing a few principles of AED
treatment will allow clinicians to select the appropriate
AED based on a few comparative effectiveness studies,
and the knowledge of unique properties of AEDs, which
suggest certain specific AEDs are better in patients with
specific characteristics, especially based on age, comorbid
depression, migraine, chronic pain, and obesity. A logical
next step in management of the current case is to reduce
lamotrigine to a tolerated dose. If seizures do recur, select
another agent from among those previously reviewed.

References

1. Brodie MJ, Overstall PW, Giorgi L. Multicentre, double-blind, randomized comparisan between lamotrig-
ine and carbamazepine in elderly patients with newly diagnosed epilepsy. The UK Lamotrigine Elderly
Study Group. Epilepsy Res. 1999;37:81-87.

2. Rowan AJ, Ramsay RE, Collins JF, et al. New onset geriatric epilepsy: a randomized study of gabapentin,
lamotrigine, and carbamazepine. Neurology. 2005;64:1868-1873.

3. Jannuzzi G, Cian P, Fattore C, et al. A multicenter randomized controlled trial on the clinical impact of
therapeutic drug monitoring in patients with newly diagnosed epilepsy. The ltalian TDM Study Group in
Epilepsy. Epilepsia. 2000;41{2):222-230.

4. Larkin JG, Herrick AL, McGuire GM, Percy-Robb IW, Brodie MJ. Antiepileptic drug monitoring at the
epilepsy clinic: a prospective evaluation. Fpilepsia. 1991;32(1):88-95.

5. Johannessen S1. Can pharmacokinetic variability be controlled for the patient's benefit? The place of TDM
for new AEDs. Ther Drug Monit. 2005,27(6):.710-713.

6. Tompson DJ, Ali |, Oliver-Willwong R. et al. Steady-state pharmacokinetics of lamotrigine when convert-
ing from a twice-daily immediate-release to a once-daily extended-release formulation in subjects with
epilepsy {The COMPASS Study). Epifepsia. 2008;49{3):410-417.

7. Ramsay RE, Uthman B, Pryor FM, et al. Topiramate in oider patients with partial-onset seizures: a pilot
double-blind, dose-comparison study. Epifepsia. 2008;49(7):1180-1185.

8. Fakhoury TA, Miller JM, Hammer AE, Vuong A. Effects of lamatrigine on mood in older adults with
epilepsy and co-morbid depressive symptoms: an open-label, multicentre, prospective study. Drugs
Aging. 2008;25{11):955-962.

9. Gadde KM, Franciscy DM, Wagner HR 2nd, Krishnan KR. Zonisamide for weight loss in obese adults: a
randomized controlled trial. JAMA. 2003,;289{14):1820-1825.

10. Kutlu G, Gomeeli YB, Unal Y, Inan LE. Levetiracetam monotherapy for late poststroke seizures in the

elderly. Epilepsy Behav. 2008;13(3):542-544.

11. Dogan EA, Usta BE, Bilgen R, Senol Y, Aktekin B. Efficacy, tolerability, and side effects of oxcarbazepine
monotherapy: a prospective study in adult and elderly patients with newly diagnosed partial epilepsy.
Epilepsy Behav. 2008;13(1):156-161.

12. Mattson RH, Cramer JA, Coliins JF, et al. Comparison of carbamazepine, phenobarbital, phenytoin, and
primidone in partial and secondarily generalized tonic-clonic seizures. N Eng/ J Med. 1985;313(3):145-
151.

13. Marson AG, Al-Kharusi AM, Alwaidh M, et at. The SANAD study of effectiveness of carbamazepine,
gabapentin, lamotrigine, oxcarbazepine, or topiramate for treatment of partial epilepsy: an unblinded
randomised controlled trial. Lancet. 2007,369(9566):1000-1015.

14. Marson AG, Al-Kharusi AM, Alwa»dh M, et al. The SANAD study of effectiveness of valproate, lamotrig-
ine, or t for lassifiable epilepsy: an unblinded randomised controlled trial.

Lancet. 2007 369(9566) 1016- 1026

QUESTION-AND-ANSWER SESSION

Q: Would it make sense in this case to simply substitute
an extended-release lamotrigine preparation rather
than moving on to an alternative drug given that the
toxicity described is clearly a peak level effect?

Dr. Fountain: Switching to an extended-release prepara-

tion of lamotrigine would be a logical strategy, although

| suspect the patient is very close to the maximum toler-
ated dose of lamotrigine because "encephalopathy” for

90 minutes is a somewhat severe degree of side effect.

Q: Is there any evidence for choosing between gabapen-
tin and pregabalin?

Dr. Fountain: Some patients in efficacy trials of pregabalin

responded to pregabalin but had not previously responded

to gabapentin, so pregabalin was more effective for these

patients.” However, there are no head-to-head compari-

sons, and it is likely the reverse would be true for some
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patients. Gabapentin is also less expensive, and affordabil-
ity may be a concern for some patients.

Q: Are there circumstances in which you add a second
medication and achieve seizure control, but then
leave the first medication in place rather than with-
drawing it?

Dr. Fountain: Patient preference certainly plays a role in

this. Seizures are sometimes so persistent that once control

is achieved it is reasonable to continue on two medications
because the risk for side effects is less than the risk from
recurrent seizures.
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