
1

Where to from Here?
Evidence-Based Strategies for

Treatment of Refractory Depression

Michael D. Jibson, MD, PhD
Professor of Psychiatry
University of Michigan

Major Depression

• #1 WHO cause of disability worldwide

• Lifetime risk is 20% for women and 10% for men

• Point prevalence is 5-10% for women and 2-3% 
for men

Major Depression

• Response is defined as a 50% reduction in 
symptoms

• Remission is defined as near absence of symptoms 
and no residual disability
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Treatment Response

In the first 8 weeks of treatment with  
antidepressant medication:

• Response rate is 50-55%

• Remission rate is 35-50%

• Placebo response rate is 25-30%

Treatment Response

• Incomplete response to initial treatment is the 
rule, not the exception

So what should I do now?

Is the Diagnosis Correct?

Consider other forms of depression

• Bipolar depression

• Depression with psychotic features

• Substance induced mood disorder

• Personality disorder
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Bipolar Depression

• 3% of population

• Bipolar patients spend 2x more time in depressive 
episodes than manic or hypomanic

• Poor response to antidepressants alone

Bipolar Depression

Treatment options

• Acute treatment 

• Lurasidone (Latuda)

• Olanzapine+fluoxetine (Symbiax)

• Quetiapine (Seroquel)

• Maintenance treatment only

• Lamotrigine (Lamictal)

Depression with Psychotic Features

• 1-2% of population

• Delusions or hallucinations only when depressed

• Poor response to antidepressant monotherapy

• Fair-good response (50%) to antidepressant + 
antipsychotic

• Excellent response to ECT (80-90%)
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Substance Induced Mood Disorder

• Depression caused by persistent substance abuse
• Alcohol

• Barbiturates

• Cannabis

• Requires reduction in substance use

• May also require antidepressant medication

Personality Disorders

• Personality disorders are associated with high 
rates of depression

• Dependent

• Avoidant

• Borderline

• Antisocial

• Although a “depressive personality” has been 
proposed, it is not widely accepted

Personality Disorders

• Success rates are lower than in general population

• Concurrent treatment of personality symptoms may 
be helpful

• Dependent – supportive therapy

• Avoidant – CBT and anxiolytics

• Borderline – DBT and low-dose antipsychotics

• Antisocial – transfer to structured environment (eg, jail) 
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Treatment Dose and Duration

Is the dose high enough?

• Only 25% of treated patients receive an adequate 
dose of antidepressant

• If tolerated, titrate the medication to the highest 
recommended dose

Treatment Dose and Duration

Has it been long enough?

• Some response is usually seen within 3-5 days

• Most treatment trials are 4-6 weeks

• Average response time is 6-7 weeks

• Response rate increases for >14 weeks

What About a Change In Treatment?

Sequenced Treatment Alternatives to Relieve 
Depression (STAR*D)

• 4041 patients with major depression

• Randomized open-label design

• 23 psychiatry and 18 primary care sites

• Treatment goal was remission

• 14-week steps
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STAR*D

Inclusion Criteria

• Major depression by 
DSM-IV criteria

• Ages 18-75

• Most medical           
co-morbidities

• Most personality 
disorders

Exclusion Criteria

• Previous treatment 
failure

• Psychotic features

• Bipolar disorder

• Substance abuse

STAR*D

Take-home Lessons

• Depression tends to be a recurrent illness

• 75% of patients chose medications over 
psychotherapy

• Patients did as well in primary care settings as in 
psychiatry clinics

• 14-week trials were more effective than 8-week

STAR*D

Take-home Lessons

• Only about 1/3 of patients achieved remission with 
the 1st treatment option

• Over 2/3 of patients achieved remission by the 4th

treatment

• By the 2nd step, augmentation did slightly better 
than alternative monotherapy
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STAR*D
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STAR*D

Step 1

• Start with an SSRI

• Citalopram 20-60 mg daily (average dose 40 mg)

• If response occurs but is incomplete, continue for 
at least 12 weeks

• If no response occurs at full dose, move to next 
step

http://www.nimh.nih.gov/funding/clinical-trials-for-researchers/practical/stard/index.shtml
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STAR*D

Step 2

• Change to:

• Bupropion (Wellbutrin)

• Sertaline (Zoloft)

• Venlafaxine (Effexor)

• Augment with:

• Bupropion
(Wellbutrin)

• Buspirone (BuSpar)

or

Augmentation performed slightly better 
(25% vs 33% response) than switching

http://www.nimh.nih.gov/funding/clinical-trials-for-researchers/practical/stard/index.shtml

STAR*D

Step 3

• Change to:

• Mirtazapine (Remeron)

• Nortriptyline (Pamelor)

• Augment with:

• Lithium

• Triiodothyronine (T3)

or

• Results were slightly better with augmentation than switching
• T3 was better tolerated than lithium

http://www.nimh.nih.gov/funding/clinical-trials-for-researchers/practical/stard/index.shtml

Beyond STAR*D

Other Evidence-based Augmentation

• Mirtazapine (Remeron)

• Atypical antipsychotics

• Aripiprazole (Abilify)

• Quetiapine (Seroquel)



9

Severe Treatment-Refractory Depression

Electroconvulsive Therapy (ECT)

• Effective in 70-80% of cases

• Generally well tolerated, even in older patients

• Primary side effect is short-term memory loss

• Outpatient maintenance treatment is available

• Primary limitation is cost

Recommendations

• Make sure the diagnosis is correct

• Give a high enough dose for a long enough time

• Start with an SSRI or bupropion

• Try a different SSRI, bupropion, or venlafaxine

• Augment with bupropion, T3, Li, mirtazapine, 
aripiprazole, or quetiapine

• Consider ECT


