BIPOLAR DISORDER 

I. Description

A. Characterized by cyclical changes of mania: (grandiose thoughts, bellicosity, paranoid thoughts, overactivity, ( sexuality, ( need for sleep, flight of ideas)  



Similar to a period of brilliant scientific, artistic discovery. 


B.
Followed by abrupt switch to depression (unrelated to life events, neg. thoughts, ( motivation, hypersomnia, hyperphagia, weight gain).Similar to general depression.... It is estimated than 1 of 4 untreated patients commits suicide. Was Heaven’s Gate a bipolar disorder community?


C.
Strong genetic component, assoc. w/ ( dopamine, NE.



Amphetamines can exacerbate mania - Compare effects of Cocaine w/ the major manic symptoms above.



How and Why there is an abrupt switch is NOT known.

II. Lithium: treatment of choice, about 60% can be treated successfully.  


Used for treating acute mania and for maintenance therapy. 


Lithium is a monovalent cation (lightest alkali metal).

A. History:  1920’s - used as a sedative, 1940’s used for heart disease - resulted in severe toxicity and death. 


1.   Lithium alone does not work, usually give Carbamazepine (Tegretol) concurrently.  



2.
Lithium can be given chronically (maintenance therapy):  lengthens the time between cycles and lowers the highs and raises the lows (mood stabilizer, adaptogen?).


B.
Mech. of action: (3 postulated)


1. 
Electrolyte effect: Li+ can substitute for Na+ in action potentials - can inhibit Na+ exchange.



2. 
Effect on NT release, reuptake: ( NE and Dop turnover/blocks Dop supersensitivity, ( reuptake and ( overall Dopamine and NE levels.

3. Effect on 2nd messenger: inhibits recycling of phosphoinositides:  PIP2 ( IP3 + DAG


IP3 is converted back to inositol and then incorporated as phosphotidylinositol into the 
memebrane ( 




 ( receptor signaling.



4. 
Lithium can block some calcium channels - ( signaling involving calcium influx.


C.
Pharmacokinetics:

1. Li has a low therapeutic index (2-3) , therefore must monitor blood levels of Li closely.

2. Volume of distribution = body fluids (0.5-0.7 L/kg)

3. Lithium carbonate: daily dosage is 1500 mg/d - usually divided to avoid GI distress.  Actual amount depends on age, weight, renal function:

4. Therapeutic dose of Lithium: 0.6 -1.0 mEq/L  (1meq = 37 mg)

5. Toxic dose: 1.6 - 2.0 mEq/L, above 2 can lead to coma, convulsions, death.


D.
Side effects:



1.
Tremors, ( thyroid function/goiter, ADH insensitive nephrogenic diabetes (resist. to 
vasopressin (ADH), 




give amiloride).



2.
Pregnancy: Li may cause cardiac abnormality in fetus, Li can be transferred in milk to infant.


E.
Other considerations for Lithium Therapy: 

1. Low Na+ diets (also Thiazide diuretics which ( the excretion of Na+)  may potentiate Lithium effects (low 


            Na/Li ratio).



2. 
Diuretics ( the renal clearance of Li.



3. 
Newer NSAIDS (not aspirin/acetominophen) ( renal clearance of Li.



4. 
Neuroleptics (antipsychotics) and Li:  ( EPMS (Extrapyramidal  motor syndrome) i.e. 
tremors.



Alternative to Lithium is carbamazepine (also used in epilepsy).

