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From ‘remission’ to ‘functional recovery’

1. Zimmerman M et al. J Affect Disord 2012;142:77-81
HAM-D17, Hamilton Depression Rating Scale 17-item version; 
MADRS, Montgomery-Åsberg Depression Rating Scale

Approximately half of 
patients do not consider 
themselves in remission1HAM-D17 MADRS

Clinical 
ratings 
scale

Cut-off 
score

Patients

Little attention to functional impairment

Workforce capacity Social life Home life

Resolution of 
symptoms

Residual symptoms 
common even in 

remission

≤7 ≤10 



Residual symptoms are common in remission in patients 
with depression
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During remission

Percentage of time that patients met DSM-IV criteria per symptom cluster

DSM-IV, Diagnostic and Statistical Manual of Mental Disorders, 4th edition; 
MDE, major depressive episode Conradi HJ et al. Psychol Med 2011;41:1165-74



Cognition as an important dimension of functional recovery

‘Functional 
recovery’ is a new 

treatment goal 

Psychosocial 
functioning

Work capacity Quality of life 
Cognitive 
function



Cognitive dysfunction in MDD

Treatment

1. Etkin A et al. Dialogues Clin Neurosci 2013;15:419-29;
2. Bora E et al. Psychol Med 2013;43:2017-26;

3. Jaeger J et al. Psychiatry Res 2006;145:39-48; 4. Baune BT et al. Psychiatry Res 2010;176:183-9 

Illness 
duration1

Likelihood of 
recovery1

Cognitive 
dysfunction

MDD, major depressive disorder



Persists into remission 
and is partially separate from mood 

symptoms2

Cognitive dysfunction in MDD

Treatment Remission 

1. Etkin A et al. Dialogues Clin Neurosci 2013;15:419-29;
2. Bora E et al. Psychol Med 2013;43:2017-26;

3. Jaeger J et al. Psychiatry Res 2006;145:39-48; 4. Baune BT et al. Psychiatry Res 2010;176:183-9 

Should be assessed and monitored to improve functional recovery

Cognitive 
dysfunction

Poor socio-occupational outcome 
independent of mood3,4

MDD, major depressive disorder



2 challenges in the 
study of cognitive 

dysfunction in MDD

Terminology

Assessment

MDD, major depressive disorder



Challenge 1: terminology

Lack of consensus creates confusion

What is meant by terms used?

What is being studied?  How do the findings relate 
to one another?

Terminology related to 3 types of assessment

Subjective measures

Observer-based measures

Objective measures



Studies generally show no or a weak correlation 
between objective and subjective measures

Svendsen AM et al. Nord J Psychiatry 2012;66:248-53



Both subjective and objective measures are important

Subjective reports (eg PDQ, CPFQ) 
Objective neuropsychological tests 

(eg DSST, RAVLT)

Both related to socio-occupational functioning

The DSST

PDQ, Perceived Deficits Questionnaire; CPFQ, Cognitive and Physical Functioning 
Questionnaire; MDD, major depressive disorder; DSST, Digit Symbol Substitution 
Test; RAVLT, Rey Auditory Verbal Learning Test

Directly reflect depressive 
symptoms

But may also capture change
from pre-morbid levels

Give insight into the meaning of 
cognitive dysfunction in MDD

Highly structured, limited 
naturalistic validity

No insight into pre-morbid 
cognitive function

Predict efficacy of treatments 
targeting cognition1

1. Miskowiak et al, under review



2 challenges in the 
study of cognitive 

dysfunction in MDD 
and bipolar disorder

Terminology

Assessment

MDD, major depressive disorder



Challenge 2: assessment

No feasible screening tools

Assumption that they reflect the same thing as objective measures 

Cognition assessed almost exclusively with subjective and / or observer-based measures



Screening tool 
for cognitive 

dysfunction in 
MDD

Prerequisites and emerging tools 

Brief, 
simple

Objective 
measures across 
several domains

Subjective 
measures

MDD, major depressive disorder



Prerequisites and emerging tools 

SCIP, Screen for Cognitive Impairment in Psychiatry;
COBRA, Cognitive Complaints in Bipolar disorder Rating Assessment 

Need for clinical 
tools to identify and 

monitor cognitive 
dysfunction in MDD

Brief, 
simple

Objective 
measures across 
several domains

Subjective 
measures Emerging tools

THINC Cognition ToolSCIP + COBRA



SCIP: Screen for Cognitive Impairment in Psychiatry1

15 min, paper and pencil, 3 parallel forms

Designed to detect cognitive dysfunction in psychotic and affective disorders

5 sub-tests

1. Purdon SE. The Screen for Cognitive Impairment in Psychiatry: Administration and 
Psychometric Properties. Edmonton, Alberta, Canada: PNL Inc. 2005



SCIP: Screen for Cognitive Impairment in Psychiatry1

Validation study of SCIP-D in unipolar disorder3

53 patients with unipolar disorder in full or partial remission, 104 healthy controls

High validity, reliability and sensitivity for cognitive dysfunction in bipolar disorder1,2

✗

0.83 sensitivity
0.79 specificity

r=0.8
p<0.01

SCIP-D, Screen for Cognitive Impairment in Psychiatry - Danish version
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1. Rojo E et al. Schizophr Res 2010;116:243-51
2. Jensen JH et al J Affect Disord 2015;187:10-9

3. Ott CV et al. J Affect Disord 2015; in press

Cut-off<74 points



Do you have 
difficulty finding 

objects that are used 
daily (keys, glasses, 

wristwatch…)?

Do you find it hard 
to concentrate when 

reading a book or 
a newspaper?

Do you have the 
feeling that you do 
not finish what you 

begin?

COBRA: Cognitive Complaints in Bipolar disorder 
Rating Assessment1

1. Rosa AR et al. J Affect Disord 2013;150:29-36

16 questions about memory, attention, executive function

New self-report instrument developed for bipolar disorder 

Do you find it hard 
to do simple mental 

calculations?
Do you…? 



COBRA: Cognitive Complaints in Bipolar disorder 
Rating Assessment

1. Rosa AR et al. J Affect Disorder 2013;150:29-36;
2. Ott CV et al. J Affect Disord 2015; in press

Danish validation study: no correlation with objective cognition in the MDD group and 
suboptimal sensitivity and specificity for objective cognitive dysfunction2

Previous evidence for correlations with objective memory and executive function1

0.65 sensitivity
0.68 specificity

✗
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0.91 sensitivity
0.70 specificity

✗

Ott CV et al. J Affect Disord 2015; in press

Combined SCIP-D-COBRA measure

Best sensitivity and acceptable specificity for objective cognitive dysfunction in MDD
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Cognitive complaints are strongly correlated with psychosocial disability  
- and are therefore clinically relevant



Tests are included in animated format in 1 program 
for use on desktop / tablet computers

THINC Cognition Tool for cognitive dysfunction in MDD (THINC-it)

MDD, major depressive disorder; DSST, Digit Symbol Substitution Test; 
CRT, Choice Reaction Time; TMT, Trail Making Test; PDQ, Perceived Deficits Questionnaire

Code Breaker
(DSST type)

Spotter
(CRT type)

Trails
(TMT-B type)

PDQ – D5 
Symbol check
(1-back type)

Tests

Patients complete 
themselves

~15 minutes
Immediate clinical 

report

Currently being evaluated in a validation study – expected completion May 2016



Conclusions

Need for clear terminology 

Need for short, feasible screening tools 

Screening for residual cognitive dysfunction in depression may aid 
functional recovery

Depression rating scales in patients with depression fail to capture 
cognitive and functional impairments

Cognitive dysfunction is a common residual symptom with direct
negative impact on workforce capacity

Cognitive dysfunction in depression should be assessed 
and monitored clinically


