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Diagnosis and Management of Co-Morbid Bipolar Disorder 

 

 
It has recently come to our attention that co-morbid Bipolar Disorder (BD) frequently presents a 

significant clinical challenge especially in the population of newly detoxed patients with 

alcoholism and substance abuse. The condition has been generally over-diagnosed and needs 

clarification in terms of proper recognition when present and how it may impact the course of 

treatment and outcomes. The differential diagnosis is post-withdrawal depression (PWD), co-

morbid bipolar depression (BD), or co-morbid major depressive disorder (MDD).  

 

Bipolar disorder is a complex, recurrent mood disorder with periodic episodes of mania or 

hypomania (heightened energy or mood), and low mood or depression. The condition typically 

begins in late teens or early 20’s. It is one of the major causes of disability with a strong 

emphasis on permanent disability or restricted work capacity.
1
 It carries a three-fold increase in 

managed care costs, a huge contribution to workdays lost, and an international suicide rate that is 

60 times those without bipolar disorder.  According to the DSM-IV, hypomania does not have 

the following features, while a manic episode may have one or more of them: hallucinations, 

delusions, (usually of grandeur), dangerous behavior, suicidal or homicidal ideation. However, 

the depressive episodes tend to be far more disabling and especially in Bipolar II, there are 

shorter periods of wellness between frequent episodes of major and minor depression. 

Undiagnosed bipolar disorder tends to wait many years before the proper diagnosis is made and 

proper treatment begun.
2
 Correlation has been made between delay in treatment and inferior 

outcomes, namely poor social adjustment, higher hospitalization rates and increased risk of 

suicide.  

 

Acute treatment for bipolar disorder focuses on the restoration of normal psychosocial 

functioning, mood stabilization, and establishing patient safety, especially if suicidal ideation, 

psychosis or poor judgment have been manifest. The maintenance phase of treatment has as 

goals: prevention of relapse, reduction of suicide risk, and improvement of ADL’s (activities of 

daily living).  
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In general, the basic approach to treatment is pharmacotherapy, for both acute and maintenance 

phases. The usual cocktail contains a mood stabilizer such as lithium, an anticonvulsant, and an 

antipsychotic medication. For the manic or mixed symptoms (manic and depressed), moderate 

severity Bipolar Disorder, the medicines of choice are: lithium, Valproate or an antipsychotic; 

for moderate bipolar depression: Lamotrigine. For high severity bipolar manic or mixed, it is: 

lithium plus an antipsychotic or Valproate and an antipsychotic. For depressed symptoms of high 

severity Bipolar Disorder, it is: Lithium plus an antidepressant or ECT for suicidality.  

 

There are a number of clinical features that help us distinguish Bipolar Depression (BD) from 

Major Depressive Disorder (MDD): 

 

MDD: sadness, insomnia or reduced sleep, and physical symptoms 

BD: no or little apparent sadness, no sleep disturbance, and no physical symptoms 

 

In addition, the following are far more likely to occur in BD in a cluster, but not in MDD: 

pessimistic or suicidal thoughts, rapid onset (weeks vs. months), inner tension, onset of illness 

before age 25, positive family history of bipolar disorder, multiple documented episodes of 

depression (especially hospitalizations), and comorbid psychiatric disorder(s): social phobia, 

obsessive-compulsive disorder, and personality problems, such as juvenile delinquency and 

antisocial personality, plus features such as impulsivity, nonconformity and hyperactivity.  

 

Medications
3
: 

What is recommended for acute mania: Aripiprazole 15-30 mg/d or Carbamazepine 400-1200 

mg/d; haloperidol 10-20 mg/d, respiradone 1-6 mg/d or Valproate 25-60 mg/d or Ziprasidone 

(Geodon) 40-80 mg/d. For acute depression: Symbyax (6/25) qd in eve, Lamotrigine 100 – 500 

mg/d. For both acute mania and acute depression: Lithium 1200-1800 mg/d or Olanzapine 5-20 

mg/d or Quetiapine 400-800 mg/d or Ziprasidone (Geodon) 40-80 mg/d. 

 

What is usually recommended for maintenance therapy?  Aripiprazole, Carbamazepine, 

Lamotrigine, Lithium, Olanzapine or Valproate.  

 

Some of the commonest side effects are: sedation, dizziness, weight gain, nausea or vomiting, 

and with Haldol, extrapyramidal symptoms.  

 

Summary: 

According to current guidelines, APA and Expert Consensus Guidelines, the newer combination 

medication, Symbyax (olanzapine-fluoxetine combo) produces some of the best results for 

bipolar disorder; studies of Lithium, Lamotrigine, and Quetiapine also present strong evidence 

for success. 

 

It has to be kept in mind that when bipolar disorder (BD) is part of the clinical picture, case 

management is extremely complex and difficult. Psychopharmacologic treatment must be 

individualized especially in BD because a manic episode may be easily precipitated by 

antidepressant or other medication.  
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Consistent and close follow-up is important to encourage medication compliance and to be on 

the lookout for early symptom breakthrough or any unfolding side effects.  

 

Substance abuse (SA) makes a murky and complex clinical picture even murkier. However, a 

short period of sobriety usually allows the mood instability to settle down and the proper mental 

assessment no longer needs to include Bipolar Disorders as part of the differential diagnosis.  

 

What are some of the key clinical features that differentiate post-withdrawal mood disorder      

(P-WMD), bipolar disorder and major depressive disorder? 

1. BD typically begins in late teens or early 20’s. 

2. BD has little apparent sadness. 

3. BD usually has no physical symptoms or sleep disturbance. 

4. P-WMD usually does not have a positive family history of bipolar disorder. 

5. The depression of P-WMD does not usually have a rapid onset. 

6. The patient with P-WMD usually does not have multiple documented episodes of 

depression requiring hospitalization or intensive treatment.  

7. Hallucinations/delusions usually resolve after acute intoxication in P-WMD. 
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