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Key point: Cognitive dysfunction of depression negatively impacts workplace functionality.
• Government-commissioned research in 2010 found that people unable to work because of 

depression lose £8.97 billion of potential earnings per year in England.1

• In Europe, an average of 36 days is taken off work per episode of depression2

• UK estimates suggest that 1.5 times as much working time is lost through presenteeism* as 
absenteeism for mental health conditions, accounting for £15 billion/year in reduced productivity 
at work3

• In MDD, cognitive impairments in information processing, memory, and verbal fluency may impact 
upon academic, occupational, and daily functioning.4

• In the United States, the costs related to both absenteeism from work and lost productivity during 
work due to untreated depression are over $51 billion per year.5

References
1. All-Party Parliamentary Group on Wellbeing Economics: Cost of depression in England 2010, 

published 2011. Accessed at 
https://wellbeingeconomics.files.wordpress.com/2012/02/costofdepressionstats2010.pdf

2. IDEA: Impact of Depression at Work in Europe Audit Final report. Ipsos Healthcare. October 2012
3. Sainsbury Centre for Mental Health. Mental Health at work: developing the business case. 2007
4. Hammar A, Ardal G. Cognitive functioning in major depression – a summary. Frontiers in Human 

Neuroscience 2009; 3: 26
5. Greenberg PE, Kessler RC, Birnbaum HG, Leong SA, Lowe SW, Berglund PA, Corey-Lisle PK. 

The economic burden of depression in the united states: How did it change between 1990 and 
2000? The Journal of  Clinical Psychiatry 2003; 64(12): 1465–1475



Key point: The ultimate goal of treatment in depression is functional recovery.

The goals of depression therapy have evolved over time, from response, to remission, with functional 
recovery now being seen as the ultimate goal of treatment.3

Response and remission
In research settings, the term ‘response’ usually denotes a 50% reduction (improvement) in depression 
scores, while the term ‘remission’ refers to the elimination of most active depressive symptoms (for example, 
a 17-item Hamilton Rating Scale for Depression [HAM-D17] score ≤7, or a Montgomery-Åsberg Depression 
Rating Scale [MADRS] score ≤10).1,3 However, approximately half of depressed patients in remission based 
on a HAM-D17 score ≤7 do not consider themselves to be in remission, which raises questions about the 
validity of the HAM-D and other symptom-based definitions of remission to guide treatment decision-making 
in clinical practice.2 Remission measures, such as these, are rarely used in clinical practice, however. In the 
DSM-5, remission is defined as >2 months of no significant symptoms of depression.4

Functioning
In addition to depressive symptomatology, patients and physicians agree that functioning is important in 
defining a ‘cure’.3,5 Beyond the clinician rating, the patient perception of treatment success is important.1 The 
Sheehan Disability Scale (SDS) is a short, patient-assessed measure of functioning in areas of work, social, 
and family life.6

While there are no officially-defined treatment goals in depression, contemporary treatment should be 
focused on achieving full recovery, with the patient returning to their pre-morbid functional status, with no 
residual symptoms. 

References
1. McIntyre RS, O’Donovan C. The human cost of not achieving full remission in depression. The 

Canadian Journal of Psychiatry 2004;49(3 Suppl 1):10S–16S.
2. Zimmerman M, Martinez JA, Attiullah N, Friedman M, Toba C, Boerescu D, Rahgeb M. Why do some 

depressed outpatients who are in remission according to the Hamilton depression rating scale not 
consider themselves to be in remission? The Journal of Clinical Psychiatry 2012;73(6):790–795.

3. Greer TL, Kurian BT, Trivedi MH. Defining and Measuring Functional Recovery from Depression. CNS 
Drugs 2010;24(4):267–284.

4. American Psychiatric Association: Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition. 
Arlington, VA, APA 2013. 

5. Demyttenaere K, Ansseau M, Constant E, Albert A, van Gassen G, van Heeringen K. Do general 
practitioners and psychiatrists agree about defining cure from depression? The DEsCRIBE™ survey. 
BioMed Central Psychiatry 2011;11:169.

6. Sheehan DV. The anxiety disease. New York: Scribner, 1983.





Speaker notes:
• The objectives for the treatment of depressed patients are to:

• Achieve remission (acute treatment)
• Prevent relapse (continuation treatment)
• Prevent recurrence (maintenance treatment)1

• A response is defined as a 50% improvement in symptoms as measured by the HAM-
D score5

• Remission is a virtually symptom-free state – the HAM-D score is ≤ 75

• Relapse is a worsening of symptoms after remission1

• Recurrence is the development of a new episode after initial recovery1

• The risk of relapse is significantly higher in patients that respond only partially to 
therapy compared with those who achieve remission (76% versus 25%)6
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Speaker notes1

• KEY POINTS
• These data from Paykel and colleagues reinforce the importance of adequacy of treatment and 

the point that failure to achieve remission increases the risk of relapse.
• They found that patients with residual symptoms were 3 times more likely to relapse (76% vs 

25%). 

• BACKGROUND
• Paykel et al systematically followed 60 patients to the point of remission, or until 15 months 

without remission had elapsed. They specifically examined the outcomes of patients with and 
without residual symptoms of depression following partial or full remission (defined by 
improvement in the HAM-D17), and found that residual symptoms were a very strong predictor 
of subsequent early relapse.

• 19 of the 60 patients (32%) were defined as having residual symptoms (defined as a score of 8 
or more on the HAM-D17).  The remaining 41 patients reached remission according to the 
criterion of HAM-D17 < 7.  Patients were monitored for 15 months using the Beck Depression 
Inventory, as well as full psychiatric interviews in order to identify relapse, “defined as a return 
to Research Diagnostic Criteria definite major depression for at least 1 month, rated 
retrospectively.”

• The relationship between residual symptoms and subsequent relapse was analyzed using the 
Kaplan-Meier method.  They found a marked difference, with a very high relapse rate, in those 
patients with residual symptoms.  Overall, 76% (13/17) of those patients relapsed, as opposed 
to 25% (10/40) of those who had remitted (did not have residual symptoms).  The difference 
between the 2 survival curves was significant at P<0.001.
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Speaker notes
• A 10-year, NIMH-sponsored study tested whether level of recovery from major depressive 

episodes (MDEs) predicts duration of recovery in 237 unipolar major depressive disorder 
(MDD) patients. 

• MDD patients seeking treatment at five academic centres were followed naturalistically for 10 
years or longer. 

• Patients were divided on the basis of intake MDE recovery into residual mild depressive 
symptoms (SSD; n=82) and asymptomatic (n=155) recovery groups. 

• They were compared on time to first episode relapse/recurrence, antidepressant medication, 
and comorbid mental disorders. Recovery level was also compared to prior history of recurrent 
MDEs (>4 lifetime episodes) as a predictor of relapse/recurrence. 

• Residual SSD compared to asymptomatic recovery patients relapsed to their next MDE >3 
times faster (median=68 vs 231 weeks) and to any depressive episode >5 times faster 
(median=33 vs 184 weeks). Residual SSD recovery status was significantly associated with 
early episode relapse (OR=3.68; 95% CI 2.64-5.12 vs asymptomatic) and was a stronger 
predictor of relapse than history of recurrent MDEs (OR=1.64; 95% CI 1.17-2.29; for >4 MDEs 
vs 1, 2 or 3 prior MDEs) in the asymptomatic group.
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Speaker notes
• This study investigated the influence of incomplete recovery from first lifetime major depressive 

episodes on long-term outcome.
• After their first lifetime major depressive episode, patients were divided into asymptomatic 

(n=70) and residual subthreshold depressive symptom (n=26) recovery groups and compared 
on longitudinal course during up to 12 years of prospective naturalistic follow-up.

• Patients with residual subthreshold depressive symptoms during recovery had significantly 
more severe and chronic future courses. Those with residual symptoms relapsed to major and 
minor depressive episodes faster and had more recurrences, shorter well intervals, and fewer 
symptom-free weeks during follow-up than asymptomatic patients.

• Resolution of major depressive episodes with residual subthreshold depressive symptoms, 
even the first lifetime episode, appears to be the first step of a more severe, relapsing, and 
chronic future course. When ongoing subthreshold symptoms continue after major depressive 
episodes, the illness is still active, and continued treatment is strongly recommended.
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Background1

Although residual symptoms after remission from depression are common and predict early 
relapse, little is known about the impact of residual symptoms on longer-term clinical course of 
depression or social functioning. 

Methods1

• Sixty severe recurrent depressives, who remitted from an index episode of depression with 
residual symptoms or below residual symptomatology, were followed-up at 8–10 years

• Subjects underwent detailed longitudinal interviewing on course of depression, treatment and 
socioecomonic functioning over follow-up. 

• Results: Long-term follow-up data was obtained on all living subjects and 55 (95%) were 
interviewed. The residual symptoms group spent more time with depressive symptoms over
follow-up but not at full criteria for major depression and showed greater impairment in 
longitudinal and follow-up social adjustment. 

• No significant differences were found between the two groups in percentage recurring long-
term, mean number of recurrences, readmissions, chronic episodes or clinical global outcome 
criteria. 

• Limitations: Long-term clinical and social outcomes were assessed by a single retrospective 
longitudinal interview. Conclusions: 

• Patients who remit from depression with residual symptomatology continue to have 
more depressive symptoms and impaired social functioning long-term and may need
more aggressive treatment
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PURPOSE OF THE SLIDE
• Provide information about the impact of depression on the well-being of children (7-17 years old) who 

had mothers who were depressed. 

SPEAKER DIRECTION
• Achieving remission can be extremely important to families.
• In this data from the STAR*D-Child Report, remission of maternal depression had a positive impact on 

children’s well-being and non-remission had a negative impact over a 3-month acute treatment period.
• The children (7-17 years old) were assessed at baseline and endpoint for any depressive, anxiety, or 

disruptive behavior disorders.
• Overall, there was an 11% decrease in rates of diagnosis for children (n=38) whose mothers remitted vs 

an 8% increase shown for children whose mothers did not remit after 3 months of treatment (p=.01). Lack 
of statistical power prevents ascertainment of significance of changes for individual diagnosis.

• Among children with no disorder symptoms at baseline (n=68), those with remitting mothers remained 
symptom-free while 17% of children of non-remitting mothers acquired a disorder over the 3-month study 
period. 

BACKGROUND
• Maternal depression = HAM-D17 Total ≥14 at baseline
• Maternal remission = HAM-D17 Total ≤7
• The STAR*D-Child Report, an ancillary study to the Sequenced Treatment Alternatives to Relieve 

Depression (STAR*D) multi-center trial, was conducted to determine if any benefit is conferred to the 
children of a mother who is depressed and achieves remission.

• The assessment tool for children was the Kiddie Schedule for Affective Disorders and Schizophrenia—
Present and Lifetime Version sections that target affective, anxiety, and disruptive behavior.

• Children whose mothers’ depression had remitted showed a decrease in the rates of depressive (18% vs 
9%) and disruptive behavior disorders (18% vs 12%) but with no change in anxiety disorders. Children 
whose mothers did not remit showed an increase in the rates of depressive (7% to 11%), anxiety (17% to 
25%), and disruptive behavior (20% to 24%) disorders. 
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Key point: In depression, rates of overall residual symptomatology are high.1 Symptoms 
with high residual rates, such as cognitive problems, need continuous attention to prevent 
relapse.1

Residual depressive symptomatology constitutes a substantial risk for relapse in depression.2

Treatment until full remission is achieved is therefore needed.3

The presence of residual symptoms was studied in a 3-year follow-up of 267 initially depressed 
primary care patients.1 Patients received one of four treatment interventions:1

• usual care by the GP (brief supportive counselling, possible antidepressant treatment, and/or 
referral according to clinical guidelines)

• psycho-educational prevention programme (low-intensity programme consisting of three face-
to-face sessions, and short 3-monthly telephone contacts thereafter)

• psycho-educational prevention programme plus psychiatric consultation
• psycho-educational prevention programme brief cognitive behavioural therapy.

The severity of the index depressive episode was moderate or severe in 70% of patients, and 
74% of patients were receiving antidepressant medication at baseline.1

The presence of individual DSM-IV depressive symptoms during subsequent depressive episodes 
and periods of partial remission were assessed by patient interviews at 3-monthly intervals to 
establish the presence/absence of individual DSM-IV criteria or symptom clusters per week during 
the past 3 months.1

The slide illustrates the course of individual depressive symptoms during the 3-year follow-up.1 At 
study entry, nearly all of the patients were suffering from a major depressive episode – reflected in 
the high prevalence of most of the symptoms at baseline.1 During the entire 3-year follow-up, 
cognitive problems, lack of energy, sleeping problems, and depressed mood/diminished interest 
were present 58–66% of the time.1 During non-major depressive episodes, 21% of patients 
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reported depressed mood/diminished interest, while 44% of patients reported cognitive problems, 
39% reported sleeping problems, and 35% reported lack of energy.1 Thoughts of death were 
reported by 11% of patients.1

Rates of overall residual symptomatology were fairly high.1 At any point during non-major 
depressive episodes, criteria for two DSM-IV depressive symptom clusters were met.1 Thus, as 
measured by presence of residual symptoms, depression is indeed a chronic disease.1

Partial remission is very common and constitutes a challenge for clinical practice.1 Symptoms with 
high residual rates need continuous attention to prevent relapse.1 However, physicians also need 
to be alert to the less prevalent residual symptoms, such as thoughts of death, as these symptoms 
may constitute a higher risk of relapse.1
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reported depressed mood/diminished interest, while 44% of patients reported cognitive problems, 
39% reported sleeping problems, and 35% reported lack of energy.1 Thoughts of death were 
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Key point: In the STAR*D trial, cognitive symptoms were among the most common 
residual symptoms experienced by patients who responded to treatment.

• Mid-nocturnal insomnia, decreased concentration/decision-making, suicidal ideation and 
negative self-view were all common residual symptoms.1
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•Paykel, Scott, Teasdale, Cornwall, Jenaway,   
Garland, Moore, Hayhurst, Pope, Abbot, Johnson

•160 patients with residual symptoms of MDD 
>125mg Tricyclic ADM or equivalent for >8 wks 
HRSD -17 item >8 & BDI - 21 item >9  

ADM plus CM
or 

ADM plus CM plus 18 sessions of CT 

Arch Gen Psychiatry. 1999 Sep;56(9):829-35. 
Related Articles, Links

Prevention of relapse in residual depression by cognitive therapy: a controlled trial.

Paykel ES, Scott J, Teasdale JD, Johnson AL, Garland A, Moore R, Jenaway A, Cornwall PL, Hayhurst H, Abbott R, Pope 
M.

Department of Psychiatry, University of Cambridge, Cambridge, England.

BACKGROUND: Previous studies indicate that depressed patients with partial remission and residual symptoms following 
antidepressant treatment are common and have high rates of relapse. There is evidence that cognitive therapy may reduce 
relapse rates in depression. METHODS: One hundred fifty-eight patients with recent major depression, partially remitted with 
antidepressant treatment (mean daily doses equivalent to 185 mg of amitriptyline or 33 mg of fluoxetine) but with residual 
symptoms of 2 to 18 months' duration, were included in a controlled trial. Subjects were randomized to receive clinical 
management alone or clinical management plus cognitive therapy for 16 sessions during 20 weeks, with 2 subsequent booster 
sessions. Subjects were assessed regularly throughout the 20 weeks' treatment and for a further year. They received continuation
and maintenance antidepressants at the same dose throughout. RESULTS: Cognitive therapy reduced relapse rates for acute 
major depression and persistent severe residual symptoms, in both intention to treat and treated per protocol samples. The 
cumulative relapse rate at 68 weeks was reduced significantly, from 47% in the clinical management control group to 29% with 
cognitive therapy (hazard ratio 0.54; 95% confidence interval, 0.32-0.93; intention to treat analysis). Cognitive therapy also 
increased full remission rates at 20 weeks but did not significantly improve symptom ratings. CONCLUSION: In this difficult-to-
treat group of patients with residual depression who showed only partial response despite antidepressant treatment, cognitive
therapy produced worthwhile benefit.
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