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Learning Objectives

By the end of this educational activity, learners should be better able to:
1. Illustrate strategies to identify patients with major depression.
2. Design individualized treatment strategies for patients with major 

depressive disorder, including selecting and initiating antidepressants, 
psychotherapy, and/or behavioral interventions

3. Identify barriers to patient compliance in treatment strategies and 
implement strategies to improve patient adherence to treatment plans.
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Prevalence Estimates for CIDI/DSM-IV
MDD in the United States*

1. Kessler RC, et al. JAMA.2003;289:3095-3105.
2. Kessler RC, et al. Arch Gen Psychiatry. 2005;62:617-627.
3. Kessler RC, et al. Arch Gen Psychiatry. 2005;62:593-602.
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Depression Increases the Risk Factors 
Associated With Other Medical Conditions

 Depression occurs in approximately 1 in 3 patients after an ischemic stroke 
and increases their risk of mortality by >10%1

 Depression is associated with a 3-fold increase in the mortality rate of 
patients with heart failure2

 Approximately 1 in 5 patients newly diagnosed with coronary heart disease 
has major depression3

 Depression is associated with a 4-fold increase in the risk of mortality during 
the first 6 months following a myocardial infarction3

 Nearly three-fourths of patients with depression met the criteria for at least 1 
other common psychiatric disorder4

1. Williams LS, et al. Am J Psychiatry. 2004;161:1090-1095
2. Faris R, et al. Eur J Heart Fail. 2022;4:541-551.
3. Carney RM, et al. J Psychosom Res. 2002;53:897-902.
4. Kessler RC, et al. JAMA.2003;289:3095-3105.



7Adapted from Lespérance F, et al. Circulation. 2002;105(9):1049-1053.

Depression Decreased Long-Term 
Survival After Myocardial Infarction (MI)

Days Post discharge After MI

Long-Term Survival After MI in Relation to 
Beck Depression Inventory (BDI) Score During Hospitalization
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Depression Is Associated With Regional 
Brain Differences



The Impact of Depression 
Extends Beyond the Symptoms
 The impact of depression can affect the patient’s health 

and functioning, as depression can be:
 Common1,2

 Costly3,4

 Comorbid2

 Catastrophic5,6

 The majority of patients with MDD report significant 
functional impairment2

101. APA. DSM-IV-TR. Washington, DC: American Psychiatric Association; 2000:
2. Kessler RC, et al. JAMA. 2003;289:3095-3105.
3. Murray CJ, et al. Science. 1996;274:740-743.

4. Greenberg PE, et al. J Clin Psychiatry. 2003;64:1465-1475.
5. Moscicki EK. Clin Neurosci Res. 2001;1:310-23.
6. Nestler EJ, et al. Neuron. 2002;34:13-25.
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Majority of MDD Patients Report Significant 
Functional Impairment



Severity

Euthymia

Symptoms

Syndrome

Response

Time3:

♦

10–12 wks

Acute

Achieve 
Remission

Treatment Goals4:

Treatment Phases2:

Relapse



Decision Point I: 
Screen, Evaluate, Diagnose, and Treat MDD
 Screening tools are an effective way to identify and measure 

depressive symptoms in patients
 Evaluation and diagnosis of MDD required a thorough 

assessment of the patient
 Establish a therapeutic alliance and identify the specific 

treatment goals of the patient
 The goal of the acute phase of treatment for MDD is 

eliminating the symptoms of depression and returning the 
patient to baseline

131. APA. Am J Psychiatry. 2000;157:1-45.
2. Suehs BT, et al. Texas Medication Algorithm Project Procedural Manual: Major Depressive Disorder Algorithms, Austin, TX: Texas Department of State Health Services; 2008. 



Patient Health Questionnaire (PHQ)-9



Make diagnosis of MDD

Select and initiate treatment

Monitor acute treatment

Monitor treatment 

Response

Minimal response

No response

Assess response

Measure response
Consider screening tools and scales

Remission
Continue treatment

Residual or new symptoms
Relapse

Consider consultation

Continuation/
maintenance phase:
Evaluate treatment

Adjust treatment using 
clinical judgement

Initiate new treatment

Adjust treatment using 
clinical judgement

Continue treatment 
Adjust treatment using 

clinical judgement
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Syndrome

Treatment Goals4: Delay Time to Relapse
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Treatment Phases2: Continuation/MaintenanceAcute
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Relapse

♦
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♦
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Symptoms
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Remission
♦

Relapse
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Decision Point II: Treatment Response

 Early and continual treatment of MDD is critical1

 Rates of recovery diminish with the duration of MDD2

 Monitor patient response with screening tools and use 
scales to assess patient improvement1,3

 Establish and maintain a strong therapeutic alliance to 
promote adherence1

171. APA. Am J Psychiatry. 2000;157:1-45.
2. Keller MB, et al. Arch Gen Psychiatry. 1992;49:809-816.
3. Suehs BT, et al. Texas Medication Algorithm Project Procedural Manual: Major Depressive Disorder Algorithms. Austin, TX: Texas Department of State Health Services; 2008.



Responders and Nonresponders Differ in Regional 
Metabolic Changes at 6 Weeks 





Assessing the Response to Treatment

 Treatment should be evaluated often to:
 Evaluate the efficacy, safety, and tolerability of the treatment
 Determine if the symptoms of MDD have improved 
 Assess whether treatment should be altered and the patient 

reevaluated if an incomplete response to treatment is detected
 Patients who fail to respond to treatment should be 

evaluated for additional therapeutic options

20APA. Am J Psychiatry. 2000;157:1-45.



Brain Atrophy in Depression
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Additional Risk Factors for the Recurrence of MDD

 Persistence of dysthymic symptoms after recovery from an 
initial episode of depression1

 An additional, nonaffective psychiatric diagnosis1

 A chronic general medical disorder1

 Recurrence rates for major depressive episodes are2:
 60% after the first episode
 70% after the second episode
 90% after a third episode

241. APA. Am J Psychiatry. 2000;157:1-45.
2. APA. DSM-IV-TR. Washington, DC: American Psychiatric Association;2000:372.



How Long Do I Treat Depression?

First episode Depression – Treat for 2 years 
Second episode – Treat for 5 years
Third episode of Depression – Treat for Life

 After 3 episodes of depression, brain scarring 
(hippocampal/amygdala) can become permanent, reducing 
chances of remission and significantly increasing risk for dementia 
later in life

25



Evaluation of the Overall Treatment

 Treatment goals consist of evaluating the antidepressant 
therapy as well as monitoring for patient adherence and 
continued efficacy and safety

 Physicians should use clinical judgment when evaluating the 
overall treatment

 Discontinuation of treatment should be based on the same 
factors used to evaluate the overall treatment

26APA. Am J Psychiatry. 2000;157:1-45.
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AHCPR Findings (2021)
 SSRI’s and other single-action antidepressants were most often 

used for Melancholic Depression
 Many patients require 2 or more antidepressants (or mood 

stabilizers) to achieve substantial relief of symptoms or to achieve 
remission

 For Non-melancholic disorders, SSRI’s were comparable to older 
antidepressants (but far safer)

 ECT and MonoAmine Oxidase Inhibitors (MAOI’s) were also more 
effective across the sample for Melancholic Depression

AHCPR. The Agency for Health Care Policy and Research Guidelines: Treatment of Depression, 2021. Evidence Report # 7.



28

AHCPR Conclusions

 It appears dual-action antidepressants may be superior in clinical 
effectiveness compared to single-action antidepressants in Melancholic 
Depression

 Psychotherapy is a helpful intervention in combination with antidepressants 
for about 75% of patients

 Ketamine infusion therapies are a recent and successful option for many 
patients (about $600 per treatment)

 Transcranial Magnetic Stimulation (TMS) is helpful for some treatment 
refractory patients (about $350-$400 per treatment)

 ECT still has a role in treating Depression
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Switching vs. Augmentation
 First step should almost always be to maximize the dose of the initial 

antidepressant
 At least 40 % of patients fail to respond to adequate antidepressant 

trials; only 30-40% achieve remission (the ultimate goal of treating 
depression)

 What should the clinician consider in the patient who initially has 
excellent antidepressant response, but then relapses or regresses?

 Considering switching vs. augmentation, which strategy should be tried 
first?
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Switching vs. Augmentation

 A prospective, open-label study
 Brown University School of Medicine
 74 patients, all treatment-resistant outpatients
 All significantly depressed
 Original antidepressants included Tricyclics, SSRI’s, Bupropion, 

Venlafaxine, or Nefazodone

Posternak, MA et al, J Clin Psychiatry 2001; 62: 135-142.
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Switching vs. Augmentation
 Patients who relapsed after initially responding were included 

along with initial non-responders
 Switching could be within the same class or to a different class of 

antidepressants
 Augmentation included adding second antidepressants, 

buspirone, or stimulants (and now, include mood stabilizers)

Posternak et al.
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Switching vs. Augmentation
 Conclusion: Switching was somewhat less effective than 

augmentation
 The Good News: Overall, 50 % of treatment refractory patients in 

the study responded well to either switching or augmentation 
strategies

 45 % of switched patients responded
 56 % of augmented patients responded
 71 % overall maintained successful response through 6 months 

of follow-up

Posternak, et al.
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SSRI’s

 Citalopram – 20-80 mg/day
 Escitalopram – 10-40 mg/day
 Fluoxetine – 20-80 mg/day
 Fluvoxamine – 50-300 mg/day
 Paroxetine – 20-60 mg/day
 AVOID (Category D in pregnancy)

 Sertraline – 50-200 mg/day
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Non-SSRI Antidepressants

 Bupropion-SR or XL 150-450 mg/day
 Desmethylvenlafaxine 50-300 mg/day
 Duloxetine 30-120 mg/day (30 rarely therapeutic)
 Mirtazapine 7.5-45 mg/day (at bedtime)
 Venlafaxine-XR 75-300 mg/day
 Vortioxetine 5-20 mg daily
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Overview of Augmentation Strategies

 Combination therapies with an antidepressant
 R-Modafinil augmentation (a well-kept secret?)
 Atypical antipsychotics (watch for TD – AIMS)
 Valproic / Lamotrigine / Tegretol
 Category D in pregnancy

 Thyroid supplementation (25 – 100 mcg)
 Lithium still a good choice for some, esp. in suspected Bipolar 

Disorder (must check Li blood levels)
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Augmentation Strategies

 Combine 2 antidepressants from different classes
 Ex: SSRI with anything else
 Ex: Escitalopram 20 mg + Bupropion-XL 300 mg qam
 Ex: Bupropion-XL 300 mg + desmethylvenlafaxine 50 -100/d
 Ex: Fluoxetine 40 mg qam + Mirtazapine 7.5-45 mg qhs 

 Sometimes consider Tricyclics as adjunctive therapy if the patient has 
failed the above including Duloxetine 120 mg/day or 
desmethylvenlafaxine up to 200 mg/day (be aware of LD50 = 1500 mg 
total dose with tricyclics)
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Augmentation Strategies
 Atypical Antipsychotics (monitor for dyskinesias)
 Aripiprazole 2-20 mg/day
 Clozapine agranulocytosis 0.5–2% of patients
 Lurasidone 20-120 mg/day
 Olanzapine 2.5-30 mg 2 or 3 hours before hs
 Quetiapine 25-400 mg/day
 Risperidone 0.5–6 mg/day ? Hyperprolactinemia
 Ziprasidone 20-120 mg/bid always with food

 Monitor weight, blood sugar, and lipids with all
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Augmentation Strategies

 Valproic – Must check blood levels and LFT’s. Strictly 
contraindicated in Pregnancy – Category D (as is paroxetine)

 Lamotrigine – Go Slow. Rashes = Stop medicine immediately if 
rash develops
 Probable cleft lip / cleft palate risk, some very serious

 Tegretol – Monitor serum levels and CBC
 Agranulocytosis risk – small risk, but serious

 Gabapentin – Good for neuropathic pain
 Little different from Placebo for Mood Disorders



Make diagnosis of MDD

Select and initiate treatment

Monitor acute treatment

Monitor treatment 

Response

Minimal response

No response

Assess response

Measure response
Consider screening tools and scales

Remission
Continue treatment

Residual or new symptoms
Relapse

Consider consultation

Continue treatment 
Adjust treatment using 

clinical judgement
Adjust treatment using 

clinical judgement

Continuation/
maintenance phase:
Evaluate treatment

Adjust treatment using 
clinical judgement

Initiate new treatment



Summary:
Goals for the Successful Treatment of MDD
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 Initial identification and treatment plans for patients who are at risk 
for MDD

 An aggressive approach to treating patients with symptoms of 
MDD

 Continue treatment and measure response frequently through the 
use of monitoring tools

 The goals of MDD treatment are:
 Early, complete, and sustained remission
 Prevention of both relapse and recurrence
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Thank you!

Q & A…


