Outline of Lecture 38 (03-10 PH; Potash)

Mood Stabilizers
See summary at end of lecture

Lithium

- 1st line Rx bipolar disorder (Rx acute mania, prophylaxis of mania and depression, dec risk of suicide)


- Also Rx unipolar depression in combination with antidepressants


- PK: takes 10-30 days for effect, maintain at 0.7-1.2 mEq/L

- Tox: thirst, polyuria, tremor, weight gain, hypothyroidism, interstitial nephritis, higher blood levels cause more toxic effects (eg dysarthria, ataxia, seizures, delirium, renal failure)
Lamotrigine

MOA: anticonvulsant

Maintenance Rx bipolar disorder (prevents depression moreso than mania)


Tox: rash (may progress to Stevens-Johnson syndrome)
Valproic acid (divalproex sodium, depakote TM)


MOA: anticonvulsant


Rx acute mania, widely prescribed but not shown effective for prophylaxis

PK: maintain at 50-120 mg/L


Tox: nausea, diarrhea, tremor, sedation, ataxia, alopecia, weight gain

Carbamazepine (tegretol TM)

- MOA: tricyclic anticonvulsant

- Rx acute mania, possibly useful as prophylaxis

- PK: slow, erratic, and unpredictable absorption; maintain at 4-12 mg/L, P450 interactions

- Tox: diplopia, blurred vision, fatigue, nausea, vertigo, nystagmus, ataxia, rare blood dyscrasias, hepatic failure, pancreatitis, lethal in OD
Other anticonvulsants

Topiramate, gabapentin, oxcarbazepine, zonisamide, tiagabine


Unclear if useful as a mood stabilizer
Mechanisms of action

Inositol depletion (lithium, valproic acid, carbamazepine)

GSK-3(/Wnt inhibition (lithium, valproic acid)

PKC inhibition (lithium, valproic acid)

Bcl-2 activation (valproic acid)
