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19 mei 2015 – Symposium ‘Nooit te oud om te leren!’

Marij Zuidersma, post doc researcher

Interdisciplinary Center Psychopathology and Emotion regulation (ICPE)

University Medical Center Groningen

Cognitieve stoornissen bij depressie

(potentiële) belangenverstrengeling Geen
Voor bijeenkomst mogelijk relevante 
relaties met bedrijven

 Sponsoring of onderzoeksgeld
 Honorarium of andere (financiële) 

vergoeding
 Aandeelhouder
 Andere relatie, namelijk …







DISCLOSURE BELANGEN MARIJ ZUIDERSMA

DEPRESSION IN LATE LIFE

Point prevalence MDD: 7.2%

Point prevalence depressive symptoms: 17.1%

Luppa et al. JAD 2012

DEPRESSION AND COGNITIVE DEFICITS

DEPRESSION AND COGNITIVE DEFICITS

Depression – cognitive deficits

Relation between 
MDD and executive 
function

113 studies
3936 MDD
3771 controls

Snyder, Psychological 
Bulletin 2013

DEPRESSION AND COGNITIVE DEFICITS
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Cognitive deficits in MDD

Korten et al. International Psychogeriatrics 2014

DEPRESSION AND COGNITIVE DEFICITS

DEPRESSION AND COGNITIVE DEFICITS

Burden for patient, environment and society

Disability

Institutionalization (Gaugler et al. BMC Geriatr 2007; Harris & Cooper, JAGS 2006)

Mortality (Cuijpers et al. JAD 2002; Sachs et al. Ann Int Med 2012)

????

DEPRESSION AND COGNITIVE DEFICITS

Overlap in symptoms

Concentration problems

Indecisiveness

Loss of interest/initiative

Psychomotor slowness

DEPRESSION AND COGNITIVE DEFICITS
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“Patients with 
pseudodementia are at risk 
of therapeutic neglect and 
superfluous diagnostic 
procedures.”

DEPRESSION INCREASES RISK OF DEMENTIA

Diniz et al. 
BJP 2013

POPULATION ATTRIBUTABLE RISK OF ALZHEIMER’S 
DISEASE

Norton et al. Lancet Neurology 2014

x1000

EXECUTIVE DYSFUNCTION AND LONG‐TERM 
DEPRESSION OUTCOMES

Alexopoulos et al. Arch Gen Psych 2000

TREATMENT OF DEPRESSION IN DEMENTIA PATIENTS 
WITH SSRI’S

Banerjee et al. Lancet, 2011

PSYCHOLOGICAL TREATMENT OF DEPRESSION IN 
DEMENTIA/MCI PATIENTS

Orgeta et al. Cochrane database 2014
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TO WHAT EXTENT ARE COGNITIVE DEFICITS A 
MANIFESTATION OR BYPRODUCT OF DEPRESSION?

TO WHAT EXTENT ARE COGNITIVE DEFICITS A 
MANIFESTATION OR BYPRODUCT OF DEPRESSION?

TO WHAT EXTENT IS DEPRESSION A SIGNAL OF 
BEGINNING COGNITIVE DISORDERS?

Meta‐analysis by Bora et al. 2013: Cognitive deficits in all 
domains in remitted patients compared to healthy controls

Bora et al. Psychological Medicine 2013

Cognitive domain
No of 
studies

MDD (n) HC (n) Cohen’s d 95% CI p

Global 30 895 993 0.47 0.38‐0.57 <0.001
Processing speed 20 647 745 0.47 0.31‐0.64 <0.001
Visual memory 12 393 495 0.54 0.33‐0.76 <0.001
Verbal memory 15 428 460 0.48 0.23‐0.73 <0.001
Executive 
function

24 714 794 0.59 0.44‐0.74 <0.001

Working memory 14 475 496 0.39 0.20‐0.57 <0.001
Attention 10 228 231 0.53 0.33‐0.72 <0.001

REMITTED DEPRESSION AND COGNITIVE 
PERFORMANCE IN YOUNG AND OLD ADULTS

Meta‐analysis by Bora et al. 2013: Cognitive deficits in all 
domains in remitted patients compared to healthy controls

Bora et al. Psychological Medicine 2013

Cognitive domain
No of 
studies

MDD (n) HC (n) Cohen’s d
Cohen’s d 
late‐onset

p

Global 30 895 993 0.47 0.64 <0.001
Processing speed 20 647 745 0.47 0.74 <0.001
Visual memory 12 393 495 0.54 0.60 <0.001
Verbal memory 15 428 460 0.48 1.10 <0.001
Executive 
function

24 714 794 0.59 0.71 <0.001

Working memory 14 475 496 0.39 0.42 <0.001
Attention 10 228 231 0.53 X <0.001

Onset first episode between 50-65 years: even more pronounced

REMITTED DEPRESSION AND COGNITIVE 
PERFORMANCE IN YOUNG AND OLD ADULTS

COGNITIVE DEFICITS PERSIST EVEN AFTER REMISSION 
OF DEPRESSION

Köhler et al. Psychological Medicine, 2010

COGNITIVE DEFICITS PERSIST EVEN AFTER REMISSION 
OF DEPRESSION

Köhler et al. Psychological Medicine, 2010
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Köhler et al. Psychological Medicine, 2010
Also:
Douglas and Porter, Aust N.ZJ Psych 2009
Bhalla et al.  Am J Ger Psych 2006
Maeshima et al.  J Aff Disorders 2013
O'Brien et al.  Am J Psych 2004
Portella et al.  Int J Ger Psych 2003

COGNITIVE DEFICITS PERSIST EVEN AFTER REMISSION 
OF DEPRESSION

DO COGNITIVE DEFICITS PERSIST EVEN WHEN 
DEPRESSION REMITS?

Korten et al. International Psychogeriatrics,  2014

DEPRESSION AND COGNITIVE DEFICITS

CROSSECTIONAL ASSOCIATIONS

B=-0.086; p=0.341; n=259

B=0.064; p=0.541; n=256

B=-0.117; p=0.218; n=246

B=-0.071; p=0.650; n=254Zuidersma et al. 
In preparation

B=-0.086; p=0.341; n=259

B=0.064; p=0.541; n=256

B=-0.117; p=0.218; n=246

B=-0.071; p=0.650; n=254

B=-0.128; p=0.140; n=269
B=-0.040; p=0.662; n=266

B=-0.327; p=0.001; n=273 B=-0.147; p=0.350; n=268

Zuidersma et al. 
In preparation

COGNITIVE DEFICITS PERSIST EVEN AFTER REMISSION 
OF DEPRESSION
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Potential explanations

‐Depressed group may have contained preclinical Alzheimer’s 
disease
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Potential explanations

‐Depressed group may have contained preclinical Alzheimer’s 
disease

‐Depression impacts cognitive performance (e.g. via 
hippocampal damage, or via poor health behaviors)

‐Common underlying mechanism (vascular lesions, white matter 
hyperintensities)

COGNITIVE DEFICITS PERSIST EVEN AFTER REMISSION 
OF DEPRESSION

ARE COGNITIVE DEFICITS A MANIFESTATION OR 
BYPRODUCT OF DEPRESSION?

ARE COGNITIVE DEFICITS A MANIFESTATION OR 
BYPRODUCT OF DEPRESSION?

NOT ALWAYS

ARE COGNITIVE DEFICITS A MANIFESTATION OR 
BYPRODUCT OF DEPRESSION?

NOT ALWAYS

IS IT REALLY DEPRESSION?
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DEPRESSION INSTRUMENTS MEASURE ONLY 
DEPRESSION?

Depression

Something else: 
beginning cognitive 
problems?

DEPRESSION INSTRUMENTS MEASURE ONLY 
DEPRESSION?

‘DEPRESSIVE’ SYMPTOM PROFILE AND COGNITIVE DEFICITS 
IN 303 OLDER PERSONS WITHOUT DEPRESSION

Backman et al. J Abnorm Psychol 1996 Backman et al. J Abnorm Psychol 1996

‘DEPRESSIVE’ SYMPTOM PROFILE AND COGNITIVE DEFICITS 
IN 303 OLDER PERSONS WITHOUT DEPRESSION

Factor analysis on 8 DSM symptoms of depression

Backman et al. J Abnorm Psychol 1996

Mood-related symptoms
- Dysphoria
- Appetite disturbance
- Feelings of guilt
- Suicidal thoughts

‘DEPRESSIVE’ SYMPTOM PROFILE AND COGNITIVE DEFICITS 
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Factor analysis on 8 DSM symptoms of depression

Backman et al. J Abnorm Psychol 1996

Mood-related symptoms
- Dysphoria
- Appetite disturbance
- Feelings of guilt
- Suicidal thoughts

Motivation-related symptoms
- Lack of interest
- Concentration difficulties
- Psychomotor change
- Loss of energy

‘DEPRESSIVE’ SYMPTOM PROFILE AND COGNITIVE DEFICITS 
IN 303 OLDER PERSONS WITHOUT DEPRESSION

Factor analysis on 8 DSM symptoms of depression
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Backman et al. J Abnorm Psychol 1996

Mood-related symptoms
- Dysphoria
- Appetite disturbance
- Feelings of guilt
- Suicidal thoughts

Motivation-related symptoms
- Lack of interest
- Concentration difficulties
- Psychomotor change
- Loss of energy

‘DEPRESSIVE’ SYMPTOM PROFILE AND COGNITIVE DEFICITS 
IN 303 OLDER PERSONS WITHOUT DEPRESSION

Factor analysis on 8 DSM symptoms of depression

Burke et al. Alzheimer’s disease and associated disorders, 1988

‘DEPRESSIVE’ SYMPTOM PROFILE AND PRESENCE OF 
ALZHEIMER IN NON‐DEPRESSED OLDER PERSONS

Overlap in symptoms

Concentration problems

Indecisiveness

Loss of interest/initiative

Psychomotor slowness

DEPRESSION AND COGNITIVE DEFICITS AMSTERDAM STUDY OF THE ELDERLY (AMSTEL)

• N=1908 older persons from general population

• No dementia, no cognitive problems

• GMS agecat to assess depressive symptoms

• 2 years later: incident dementia assessed (n=93 cases)

• Bifactor analysis on depressive symptoms

Lugtenburg et al. In preparation

Lugtenburg 
et al. In 
preparation

Depression

Something else: 
beginning cognitive 
problems?

DEPRESSION INSTRUMENTS MEASURE ONLY 
DEPRESSION?
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DEPRESSION INCREASES RISK OF DEMENTIA

Diniz et al. 
BJP 2013

AMSTERDAM STUDY OF THE ELDERLY (AMSTEL)

0

0,5
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2

Depression factor Cognitive/motivational
factor

0

0,5

1

1,5

2

Depression factor Cognitive/motivational
factor

Whole group (n=1908)
Non-depressed group 
(n=1723)

* **

After adjustment for covariates After additional adjustment for memory 
complaints

Depressive symptom profiles and incident dementia after 2 years

Lugtenburg et al. In preparation

SWEDISH NATIONAL STUDY ON AGING AND CARE IN 
KUNGSHOLMEN (SNAC‐K)

• N=2690 older persons from general population

• No dementia, no cognitive problems at baseline

• MADRS to assess depressive symptoms

• Bifactor analysis on depressive symptoms

• At baseline and 6 years later: cognitive performance

Zuidersma et al. In preparation

SWEDISH NATIONAL STUDY ON AGING AND CARE IN 
KUNGSHOLMEN (SNAC‐K)

0.84* Depression ‐0.20*

0.61* Anxiety thoughts

0.34* Sleep disturbance

0.55* Reduced appetite 0.30*

0.58* Concentration

0.60* Lassitude / lack of initiative 0.48*

0.72* Inability to feel

0.75* Pessimistic thoughts ‐0.17*

0.81* Suicidal thought

0.77* Depression observed ‐0.23*

General 
depression 
Factor

Motivation 
factor

n=2690

SWEDISH NATIONAL STUDY ON AGING AND CARE IN 
KUNGSHOLMEN (SNAC‐K)

**
(OR (95% CI): 
n=1796)

Adjusted 
for 

covariates

Adjusted 
for 

covariates

SUMMARY
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• Cognitive deficits persist even after remission of depression
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SUMMARY

• Cognitive deficits persist even after remission of depression

• Motivational and cognitive symptoms of ‘depression’ occur in 
non‐depressed older people with cognitive deficits

• In older people from the general population depression 
instruments capture variance due to depression and variance 
unrelated to depression (dominated by motivational/cognitive 
symptoms)

• Both depression and reduced motivation in the absence of 
depression are related to an increased risk of dementia and 
cognitive decline

SUMMARY

Case – Bep, 66 years

CASE: BEP, 66 YEARS

Intake
Complaints: 
‐ loss of initiative
‐ loss of energy
‐ Rumination
‐ Tense
‐ stopped hobbies

IDS‐total score: 45

16 wk treatment with 20 mg Citalopram of GP doesn’t help

 Conclusion after intake: moderate to severe depressive disorder 
with comorbid generalized anxiety disorder
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CASE: BEP, 66 YEARS

START TREATMENT AT UCP
• Shortly after intake complete loss of daily structure
 Start CBT treatment
Citalopram duloxetine

COGNITIVE SCREENING
• No subjective cognitive complaints
• Father known with Alzheimer’s disease at age 50‐60
• MMSE 27/30
• CAMCOG 88/102
 No indication for cognitive disorder

CASE: BEP, 66 YEARS

EFFECTIVITY CBT
• IDS: 45  38
• Discrepancy between sessions and home
• Subjective complaints of memory and planning (housework

and new telephone)
 Not effective

CASE: BEP, 66 YEARS

MEMORY CLINIC
• Increasing deficits in memory and planning  not enough

for MCI or dementia
• No neurological abnormalities
• No abnormalities in liquor (β‐amyloid‐42, total tau, 

phosphorylated tau)
Memory and executive deficits not large enough for MCI or 

dementia
Alzheimer’s disease unlikely

CASE: BEP, 66 YEARS

FOLLOW‐UP POLICY: DULOXETINE  NORTRYPTILINE

 IDS 38  18
Bep feels well
Husband still complains about loss of initiative / being passive

Additional information from liquor: abnormal β‐amyloid‐40 
 Risk factor for Alzheimer’s disease

CASE: BEP, 66 YEARS

DEPRESSIVE SYMPTOM PROFILES

START DULOXETINE NORTRIPTYLINE

SOMSCORE 45  38 18

Somber voelen
Angstig of gespannen voelen
Gedachten aan de dood en zelfmoord
Negatieve toekomstverwachtingen
Negatief zelfbeeld
Te vroeg ontwaken
Inslaapproblemen
Prikkelbaar voelen
Verminderde eetlust
Gewichtsafname 
Concentratieproblemen / besluiteloos
Algemene interesse
Gebrek aan energie
Zwaar gevoel of gebrek aan energie.
Traagheid in denken, spreken, bewegen
Pijnklachten
Overige lichamelijke klachten
Verstopping en/of diarree
Gevoeligheid voor afwijzing anderen
Slaapproblemen gedurende de nacht
Teveel slapen
Geen reactieve stemming
Dagschommeling stemming
Andere kwaliteit van de stemming
Toegenomen eetlust

Gewichtstoename afgelopen 2 weken
Geen plezier ervaren en/of genieten
Afgenomen belangstelling voor seks
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CONCLUSION • Cognitive deficits are not merely a manifestation of 
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older persons seriously

CONCLUSION

• Cognitive deficits are not merely a manifestation of 
depression

• Clinicians must take cognitive deficits in depressed 
older persons seriously

• Both depression and a specific ‘depressive’ symptom 
profile dominated by loss of initiative and absence of 
low mood are associated with cognitive decline

CONCLUSION

Thank you

m.zuidersma@umcg.nl


