Psychotropic Drugs- Drugs for Bipolar Disorder

I. Background: Bipolar Disorder (BPD)

a. Patients who meet requirement of mania they are bipolar 1; bipolar 2 is hypomanic or less severe manic episodes
b. Manic episodes
i. Pressured speech
ii. Flight of ideas
iii. Hyperactivity
iv. Insomnia
v. Grandiosity
vi. Involvement in high-risk behaviors
c. Depressive Episodes
II. Drugs Used to Treat BPD

a. Mood stabilizers
i. Lithium 
ii. Anticonvulsants
b. Atypical antipsychotics
c. Benzodiazepines- for anxiety
d. Antidepressants- for breakthrough depression
III. Lithium (Eskalith, Lithobid)- MUST KNOW EVERYTHING!!!
a. Mood stabilizer- help treat or reduce the frequency of both manic and depressive episodes
b. Uses: first line treatment of acute manic episodes associated with BPD and maintenance/chronic therapy of BPD
c. MOA- alters cationic transport (Na+) across the cell membrane in nerve and muscle cells and may influence the reuptake of 5HT and NE
d. Pregnancy category D
i. Cardiac malformations in infant- 1st trimester
ii. Nontoxic effects like shallow respiration, lethargy, cyanosis, diabetes Insipidus, thyroid depression and non-toxic goiter if used at term
e. Pharmacokinetics
i. Readily absorbed PO
ii. Delayed onset of action when treating acute mania (can take up to 14 days)
iii. Enters breast milk, contraindicated with breast feeding
iv. Half life: 24 hours
v. Excreted: 90% in urine
vi. Therapeutic range: 0,5-1.5mEq/L
f. Contraindications- severe CVD and renal disease, dehydration and Na+ depletion
g. Precautions- very narrow therapeutic index. Requires monitoring of drug levels. Caution with the following
i. Thyroid disease
ii. Mild-moderate renal impairement and CVD
iii. Drugs which alter Na+ excretion (diuretics, ACE-I)
iv. Patients with significant fluid loss
v. Elderly
· Competition between lithium and sodium at the sites of reabsorption at the proximal convoluted tubule; altered elimination of lithium due to competition

·  increased sodium will increase renal clearance of lithium decreasing its effect; 
· decreased sodium (excessive sweating, diarrhea, prolonged fever) it will increase lithium reabsorption causing increase lithium levels in the body (may need to stop therapy in these situations)
h. Adverse Reactions (directly related to Li+ levels)
i. GI: n/v, abdominal pain, diarrhea
ii. CNS: sedation, tremor, hyperactivity, mental confusion, aphasia, seizures, coma, death (with severe toxicity)
iii. Endocrine: decreased thyroid function and enlargement
iv. Renal: polydipsia, polyuria, interstitial nephritis
v. CVS: EKG changes similar to hypokalemia
vi. Other: acne, folliculitis, leukopenia
i. Monitoring parameters: CBC, lytes, Li+ levels, TSH, CrCl
j. Drug interactions
i. Thiazide diuretic and NSAIDs- decreased renal clearance of Li+ ( increased Li+ levels
ii. PTZ- increased EPS effects
iii. Carbamazepine, CCBs, SSRIs, haldol, methyldopa, metronidazole, phenytoin and TCAs all increase risk of Li+ induced neurotoxicity
iv. MAO inhibitors- hyperpyrexia
IV. Anticonvulsants (Mood Stabilizers)
a. Examples- Depakote and Lamictal are the only 2 FDA approved
i. Valproic Acid (Depakote, Depakene)
1. Anticonvulsant of choice for BPD. Also a mood stabilizer like lithium
2. MOA- not clear for BPD, affects GABA
3. Uses: first line treatment of mania associated with BPD, especially useful in patients with rapid cycling BPD (four or more mood episodes per year), mixed presentations or treatment-resistant BPD
4. Onset of action- delayed up to 14 days (like lithium)
5. Pregnancy category D- contraindicated in pregnancy (teratogenic- spina bifida)
6. Precautions- hepatic disease
7. ADRs- N, V, GI upset, weight gain, increased appetite, hair loss (13-24%), CNS effects, hepatic damage, pancreatitis, tremor, thrombocytopenia, encephalopathy
8. DDI- P450 enzyme inhibitor, but may induce CYP2A6
9. Monitor- CBC with platelet, LFT, valproate levels (50-100mcg/ml_
**all other anticonvulsants are considered alternatives to Valproic acid for BPD. Least experience with Gabapentin and Topiramate
V. Atypical Antipsychotics

a. Risperdal, olanzapine, and quetiapine all have FDA indication for bipolar mania, all other atypicals do not have the  FDA indication yet
b. Considered as adjuncts, except for milder presentations during the acute episode. Most often used short-term; however, many patients do need them on an ongoing basis
c. Rapid onset of action- often used in conjunction with a mood stabilizer to bridge the gap in onset of action. If possible, these are stopped after the mood stabilizer has begun to work
d. Refer to antipsychotics lecture for differences between individual agents
VI. Benzodiazepines (BDZ)- highly addictive
a. Used in patients with BPD who need a rapid calming effect to help until the mood stabilizer begins to work
b. Not generally used long-term because of dependence, tolerance, and abuse potentials
c. Examples- Lorazepam (Ativan), alprazolam (Xanax)
d. BDZ- to be further discussed in anxiolytics lecture
VII. Antidepressants

a. Bupropion (Wellbutrin) or paroxetine (Paxil) are considered as first line choices for the antidepressant
b. Other SSRIs, venlafaxine (Effexor), or MAOIs are alternatives
