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  Abstract
  BackgroundIt is not clear whether the severity of depressive episodes changes
during the course of depressive disorder.

AimsTo investigate whether the severity of depressive episodes increases
during the course of illness.

MethodUsing a Danish nationwide case register, all psychiatric inpatients and
out-patients with a main ICD-10 diagnosis of a single mild, moderate or
severe depressive episode at the end of first contact were identified.
Patients included in the study were from the period 1994–2003.

ResultsA total of 19 392 patients received a diagnosis of a single depressive
episode at first contact. The prevalence of severe depressive episodes
increased from 25.5% at the first episode to 50.0% at the 15th episode
and the prevalence of psychotic episodes increased from 8.7% at the first
episode to 25.0% at the 15th episode. The same pattern was found
regardless of gender, age at first contact and calendar year.

ConclusionsThe increasing severity of depressive episodes emphasises the importance
of early and sustained prophylactic treatment.
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 In depressive disorder, on average, the risk of recurrence increases with every
new episode
Reference Kessing, Andersen, Mortensen and Bolwig1–Reference Kessing and Andersen7
 and without active treatment the duration of successive episodes seems
to increase,
Reference Swift8–Reference Kraepelin10
 whereas with treatment the lengths of episodes seems constant or to decrease.
Reference Angst and Sachar11–Reference Kessing and Mortensen14
 Further, it is a widely held clinical belief that the severity of
depressive episodes also increases during the course of illness. However, few
studies have investigated the severity of successive episodes during the course
of illness.
Reference Lewinsohn, Zeiss and Duncan15,Reference Maj, Veltro, Pirozzi, Lobrace and Magliano16
 Lewinsohn et al found a tendency of increasing severity
from the first to the third depressive episode,
Reference Lewinsohn, Zeiss and Duncan15
 and Maj et al found a significant increase in severity
from first to third episode.
Reference Maj, Veltro, Pirozzi, Lobrace and Magliano16



 It was the aim of the present study to investigate whether the severity of
depressive episodes increases during the course of illness in depressive
(unipolar) disorder and to investigate the relationship with age and gender.
Severity of the depressive episodes was defined in accordance with the ICD–10
diagnostic system and the study included a nationwide register-based sample of
patients who had had first contact with psychiatric in- or out-patient hospital
settings.




 Methods


 The register

 From 1 January 1995, the national Danish Psychiatric Central Research
Register (DPCRR) started to include information on all patients who have had
contact with the psychiatric hospital system in Denmark (i.e. in-patients,
out-patients in clinic- or community-based psychiatric care).
Reference Munk-Jorgensen and Mortensen17
 No private psychiatric in-patient hospitals or departments exist in
Denmark; all are organised within public services and report to the DPCRR.
However, privately practising psychiatrists treat about 15 000 patients a
year and do not report to the DPCRR.

 All 5.3 million inhabitants in Denmark have a unique identification number
(Civil Person Registration (CPR) number) that can be logically checked for
errors, so it can be established with great certainty if a person has
previously had contact with psychiatric services, irrespective of changes in
name, etc.

 The ICD–10
18
 has been used in Denmark since 1 January 1994. Information on
treatment intervention is not available.




 The sample

 The study sample was defined as all in-patients and out-patients (patients
in clinic- or community-based psychiatric care) with a main diagnosis of
affective disorder (ICD–10, code DF30–39). The period in which patients were
included was from 1 January 1995 to 31 December 2003.




 Statistical analysis

 The prevalence of a single mild depressive episode (ICD–10, code DF320,
3200, 3201), a single moderate depressive episode (ICD–10, code DF321, 3210,
3211) and a single severe depressive episode (ICD–10, code DF322, 323, 3230,
3231) at the end of first contact was calculated. Similarly, at the second
and subsequent contacts, the prevalence of recurrent depressive disorder,
current episode mild (ICD–10, code DF330, 3300, 3301), current episode
moderate (ICD–10, code DF331, 3310, 3311), current episode severe (ICD–10,
code DF332, 333, 3330, 3331) was calculated. Some patients received a
diagnosis of a single depressive episode even though at a prior contact they
had a diagnosis of a depressive episode. Such diagnoses were reclassified as
recurrent depression. In this way, the prevalence of mild, moderate and
severe depression was calculated at each new treatment contact – as a total
and by gender.

 Additionally, the prevalence of depressive episodes with psychotic symptoms
(ICD–10, code DF323, 3230, 3231, 333, 3330, 3331) and the prevalence of an
auxiliary diagnosis were calculated at each contact. Categorical data were
analysed with a chi-squared test (two-sided). In additional analyses mild,
moderate and severe episodes were scored at 0, 1 and 2 respectively, and the
average value was calculated at each episode for groups of patients
according to gender, age at first contact (⩽40 years; 41–60 years; ⩾61
years) and period of first contact (1994–1996; 1997–1999; 2000–2003). The
effects of gender and current age were estimated in logistic regression
models with severe depressive episodes v. other episodes
and psychotic episodes v. other episodes respectively, as
outcomes. The SPSS software package for Windows, version 11.0, was used;
P<0.05 was used to indicate statistical
significance.






 Results

 From 1995 to 2003, a total of 19 392 patients with a diagnosis of a single
mild, moderate or severe type of depressive episode were identified; 64.1% of
the patients were female and the median age was 50.8 years with a wide range –
a quarter of the sample was younger than 33.7 years and a quarter was older
than 72.8 years. A total of 24.0% of the sample had a mild depressive episode,
50.5% had a moderate depressive episode and 25.5% had a severe depressive
episode. Furthermore, 8.7% had a severe depressive episode with psychotic
symptoms (see online Table DS1). Among patients with a diagnosis of single
depressive episode at first contact, 36.8% did not have a second psychiatric
treatment contact within the hospital care setting, 45.2%
(n=8767) received a diagnosis of recurrent depressive
disorder, current episode mild, moderate or severe type at their second
psychiatric treatment contact, 3.1% a diagnosis of persistent mood disorders or
recurrent depression, currently in remission, 0.7% a diagnosis of bipolar
disorder, and 17.2% had a non-affective diagnosis at their second psychiatric
contact. The 8767 patients with a diagnosis of recurrent depressive disorder,
current episode mild, moderate or severe type, were selected for further
analyses. The same procedure was undertaken at subsequent episode contacts
(3–15) (i.e. at every contact selecting only patients with recurrent depressive
disorder for further analyses). Table DS1 presents the prevalence of mild,
moderate and severe depressive episodes as well as the prevalence of severe
depressive episodes with psychotic symptoms at hospital contact (from 1 to 15)
– as a total and according to gender. The prevalence of severe depressive
episodes increased from 25.5% at the first contact to 50.0% at the 15th.
Similarly, the prevalence of severe depressive episodes with psychotic symptoms
increased from 8.7% at the first hospital contact to 25.1% at the 15th (Table
DS1 and Fig. 1). In contrast, the
prevalence of mild and moderate depressive episodes decreased during the course
of the illness. The association between the episode number and the prevalence
of severe depressive episodes could be a result of a selection bias, as
patients with many episodes may have an increased prevalence of severe episodes
from the beginning of their illness which could further dominate the analyses
with regard to the number of episodes. Thus, in additional analyses, the
association between the number of episodes and the prevalence of severe
depressive episodes was stratified according to the total number of episodes
during the study period. Also in these secondary analyses, the prevalence of
severe depressive episodes increased with the number of episodes (results not
presented). 
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Fig. 1 The prevalence of depressive episodes at hospital contacts 1–15.




 The prevalence of auxiliary diagnoses increased from 17.2% at the first episode
to 21.2% at the tenth episode but the prevalence of auxiliary diagnoses was
inversely associated with the severity of the depressive episodes at all
contacts (prevalence of auxiliary diagnoses in relation to mild/moderate/severe
depressive episode: first contact 18.5%/17.8%/15.1%; tenth contact
61.5%/11.4%/16.2%; data not presented for other contacts).

 In Table DS1, mild, moderate and severe episodes were scored at 0, 1 and 2
respectively, and the average value was calculated at each episode. As can be
seen, the average increased from 1.02 (s.d.=0.70) at the first treatment
contact to 1.35 (s.d.=0.74) at the 15th. This pattern was found for all groups
of patients regardless of age at first contact (⩽40 years; 41–60 years; ⩾61
years), gender and period (1994–1996; 1997–1999; 2000–2003) as illustrated by
online Fig. DS1.

 More specifically, the pattern with an increasing prevalence of severe episodes
and a decreasing prevalence of mild and moderate episodes with the number of
hospital contacts was the same for males and females (Table DS1). However,
males had a significantly higher prevalence of severe depressive episodes and
psychotic episodes compared with females at the first two contacts. Borderline
significant minor differences were found at a few subsequent contacts.


Table 1 shows the effect of gender
(male v. female) and current age in logistic regression models
with subtype of episode as outcome (severe episodes v. other
episodes and psychotic episodes v. other episodes). As can be
seen, it was confirmed that males had a higher prevalence of severe depressive
episodes and psychotic episodes at the first two contacts, as well as when
adjusted for the effect of current age. The prevalence of severe episodes
increased significantly with age over the first five contacts but not at later
contacts, when adjusted for the effect of gender. The prevalence of psychotic
episodes continued to increase significantly with age for the first eight
contacts, when adjusted for the effect of gender. 


Table 1 The effect of gender and age on the prevalence of a severe episode
v. other episodes and on the prevalence of a
depressive episode with v. without psychotic
symptoms
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Episode in contact with hospital
	
Male v. Female OR (95% CI)
	
Age, years OR (95% CI)

	One		
	   Severe	1.18
(1.10–1.26)
***

	1.007
(1.005–1.008)
***


	   Psychotic	1.16
(1.04–1.28)
**

	1.012
(1.010–1.015)
***


	Two		
	   Severe	1.17
(1.07–1.29)
*

	1.008
(1.006–1.010)
***


	   Psychotic	1.18
(1.03–1.34)
*

	1.013
(1.010–1.017)
***


	Three		
	   Severe	1.08
(0.95–1.23)	1.009
(1.005–1.012)
***


	   Psychotic	1.03
(0.85–1.24)	1.016
(1.012–1.021)
***


	Four		
	   Severe	0.98
(0.81–1.18)	1.006
(1.001–1.010)
*


	   Psychotic	0.90
(0.69–1.16)	1.016
(1.010–1.022)
***


	Five		
	   Severe	0.80
(0.62–1.04)
a

	1.007
(1.000–1.013)
*


	   Psychotic	0.77
(0.55–1.10)	1.014
(1.006–1.023)
**


	Six		
	   Severe	0.86
(0.62–1.20)	1.008
(0.999–1.016)
a


	   Psychotic	0.67
(0.44–1.04)
a

	1.014
(1.003–1.025)
*


	Seven		
	   Severe	1.33
(0.86–2.05)	1.004
(0.994–1.015)
	   Psychotic	0.90
(0.50–1.63)	1.029
(1.014–1.044)
***


	Eight		
	   Severe	0.92
(0.52–1.60)	1.009
(0.994–1.023)
	   Psychotic	0.79
(0.38–1.65)	1.028
(1.009–1.047)
**


	Nine		
	   Severe	0.42
(0.18–0.94)
*

	1.001
(0.983–1.020)
	   Psychotic	0.50
(0.17–1.43)	1.003
(0.981–1.027)
	Ten		
	   Severe	0.45
(0.16–1.26)	1.011
(0.986–1.035)
	   Psychotic	0.39
(0.10–1.40)	0.998
(0.971–1.026)




a. 0.05<P<0.01




*
P<0.05




**
P<0.01




***
P<0.001










 Discussion

 This is the first study that systematically tested whether the severity of
depressive episodes increases during the course of illness in depressive
(unipolar) disorder. The study was a longitudinal investigation of a nationwide
sample of all patients (in- or out-patients) treated for depressive disorder at
first contact in psychiatric hospital settings. Data were collected as part of
the daily routine and independent of research activities. The prevalence of
severe depressive episodes increased substantially with the number of hospital
contacts regardless of gender, age at first contact and period of first
contact. These findings are in accordance with the findings in two other
studies of an increasing severity from the first to the third depressive
episode; unfortunately, they do not present data or more detailed results of
the analyses as focus for these studies was relapse and recurrence and not
severity of episodes.
Reference Lewinsohn, Zeiss and Duncan15,Reference Maj, Veltro, Pirozzi, Lobrace and Magliano16
 The results of the present study reveal that the severity of depressive
episodes continues to increase throughout the illness after the third episode,
with the same pattern for males and females, and regardless of age. In
addition, the prevalence of depression with psychotic features increased with
the number of contacts.

 Females constituted 64.1% of the sample at the first episode contact and around
70% at subsequent contacts, in accordance with the finding that females have a
higher risk of recurrence following initial episodes but not following later episodes.
Reference Kessing2,Reference Kessing, Andersen and Mortensen19
 Males experienced more often severe depressive episodes at the first and
second contacts but at subsequent contacts no differences were found between
genders. Similarly, the prevalence of severe episodes increased with age at the
first five contacts, whereas no effects of age were found at subsequent
contacts. We have previously in another register-based sample using ICD–8
diagnosis of depressive disorder found the same pattern in relation to
recurrence: the rate of recurrence was higher for females following the first
three depressive episodes, and increased with age at the first episode but not
at later episodes.
Reference Kessing20




 Methodological considerations

 Can the association between the increasing prevalence of severe depressive
episodes and the number of episodes be explained by methodological
considerations?

 First, could poor diagnostic validity of the diagnosis of mild, moderate and
severe depression play a role? In fact, a recent study of the Danish
register data revealed that the categorisation in the ICD–10 of depression
into mild, moderate and severe depression predicted long-term course and
outcome (the risk of relapse leading to psychiatric hospitalisation and the
risk of completed suicide) and thus seemed clinically useful.
Reference Kessing20
 Additionally, diagnostic misclassification will tend to dilute true
differences and would not result in a systematic increase in severity across
depressive episodes.

 Second, could decreased treatment capacity with period of first contact
explain the results? This did not seem to be the case as an increasing
severity of episodes was found in three different periods although the
severity of depressive episodes seven to ten had slightly increased in
recent years (2000–2003) compared with previous years (1994–1996 and
1997–1999; Fig. DS1).

 Third, could bias towards patients with a more severe course of illness
explain the findings? Patients treated in psychiatric hospital settings for
depression as in- or out-patients suffer from more severe depressive
disorders or episodes. Bias may occur if the threshold for being treated in
hospital settings for depression (as in- or out-patients) changes with the
number of contacts with the healthcare system. On the one hand, it is
possible that patients may not have attended secondary psychiatric care for
a second or subsequent episode, particularly if this episode was mild or
moderate. For example, among the sample of 19 392 patients with a diagnosis
of a single depressive episode at first contact, 36.8% did not have a second
psychiatric treatment contact within the hospital care setting either
because they did not experience relapse/recurrence or because they were
treated in a primary care setting (general practitioners or private
specialists in psychiatry). On the other hand, as the number of depressive
episodes increases for a given patient, it is becoming increasingly clear
for the clinician, patient and relatives that the patient has a depressive
disorder with a high recurrence of episodes. One may presume that the
likelihood that such a patient will continue into the secondary psychiatric
setting increases with the number of depressive episodes, thus resulting in
an increase in the proportion of milder depressive episodes with the number
of treatment contacts in the present study sample. I am unable to
investigate the direction of such a possible bias, as I have no data on
patients treated for depressive episodes in primary care. In summary, bias
cannot be excluded as a possible explanation of the present findings.

 Fourth, although the prevalence of auxiliary diagnoses increased from 17.2%
at the first contact to 21.2% at the tenth, comorbidity did not explain the
results, as the prevalence of an auxiliary diagnosis was inversely
associated with the severity of the depressive episodes (see Results).

 Finally, even though a patient should have the diagnosis of a single
depressive episode according to ICD–10 only when no prior depressive
episodes have occurred, it is possible that patients may have been seen in
the primary healthcare setting for depression before their first contact,
with psychiatric secondary care without this being made clear to the
psychiatric clinician. Similarly, it cannot be excluded that some
out-patients may have been seen in secondary psychiatric care before
out-patients were included in the DPCRR in 1995. Although there was a wide
range of age at first contact, with a quarter of the sample being younger
than 33.7 years, the median of 50.8 years may suggest that some patients may
have presented with depression before inclusion in the study. It is not
possible to estimate how this may have affected our findings.

 In conclusion, although it cannot be excluded that bias may explain part of
my results, I find it hard to explain all my findings by methodological
drawbacks as it was consistently found that the severity of depressive
episodes increased with the number of contacts regardless of which sample
was included in the analyses and the type of analyses. Besides, bias cannot
be excluded in any longitudinal study investigating the association between
severity of episodes and the number of episodes, as non-participation and
withdrawal of patients in the long run will always occur. On the other hand,
the present study has some advantages.




 Advantages of the study

 The study comprises an observation period of 10 years of the entire Danish
population (5.3 million inhabitants), which is ethnically and socially
homogeneous with a very low migration rate. All patients treated in the
psychiatric hospital system in Denmark in in-patient or out-patient settings
were included. Psychiatric care is well-developed in Denmark so individuals
with affective disorders can easily come in contact with psychiatric
community centres or hospitals. Also, as psychiatric treatment in Denmark is
free of charge, the study is not biased by socio-economic differences.
Together, these factors add to improve the generalisability of my findings
for patients treated in hospital in- or out-patient settings in general. It
should, however, be emphasised that it is possible that the findings cannot
be generalised to milder forms of depressive disorders that may be treated
by primary care doctors.




 Interpretation of the results

 The study does not include data on treatment so we cannot tell the effect of
drug treatment on severity during the course of illness. In the study by Maj
et al, severity was found to increase from the first to
the third depressive episode among patients who received prophylactic drug
treatment and among patients who did not.
Reference Maj, Veltro, Pirozzi, Lobrace and Magliano16



 The course of depressive disorder is progressive, with increasing risk of
recurrence with the number of episodes,
Reference Kessing, Hansen and Andersen3,Reference Kessing, Olsen and Andersen4
 suggesting that biochemical and anatomical substrates underlying
affective disorders evolve over time as a function of prior episodes,
Reference Post21
 leading to changes in gene expression, neuropeptides and transmitters
in the hippocampus (and elsewhere) in the limbic system.
Reference Post21,Reference Duman, Heninger and Nestler22
 It is possible that episodes per se may change
future psychopathology (sensitisation), leading to an increased severity of
depressive episodes during the course of depressive illness.
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 Table 1 The effect of gender and age on the prevalence of a severe episode v. other episodes and on the prevalence of a depressive episode with v. without psychotic symptoms

 

 

 [image: Supplementary material: PDF] Kessing supplementary material
 Supplementary Material


 [image: Download Kessing supplementary material(PDF)] 
     
         
         
             
             
        
    



 
 
  

  
 
PDF
286.7 KB



[image: Supplementary material: File] 
     



 Kessing supplementary material
 Supplementary Material


 [image: Download Kessing supplementary material(File)] 
     
         
         
             
             
        
    



 
 
  

  
 
File
555 Bytes





      
Submit a response
 
 
eLetters

 No eLetters have been published for this article.
  



 
 [image: alt] 
 
 



 You have 
Access
 
 	24
	Cited by


 

   




 Cited by

 
 Loading...


 [image: alt]   


 













Cited by





	


[image: Crossref logo]
24




	


[image: Google Scholar logo]















Crossref Citations




[image: Crossref logo]





This article has been cited by the following publications. This list is generated based on data provided by
Crossref.









Bertschy, G.
2009.
Dépressions sévères : récurrence et chronicité.
L'Encéphale,
Vol. 35,
Issue. ,
p.
S257.


	CrossRef
	Google Scholar






Schleifer, Steven J.
2009.
The Neuroimmunological Basis of Behavior and Mental Disorders.
p.
287.


	CrossRef
	Google Scholar






McKenzie, Dean P.
Creamer, Mark
Kelsall, Helen L.
Forbes, Andrew B.
Ikin, Jillian F.
Sim, Malcolm R.
and
McFarlane, Alexander C.
2010.
Temporal relationships between Gulf War deployment and subsequent psychological disorders in Royal Australian Navy Gulf War veterans.
Social Psychiatry and Psychiatric Epidemiology,
Vol. 45,
Issue. 9,
p.
843.


	CrossRef
	Google Scholar






Post, Robert M.
2010.
Mechanisms of Illness Progression in the Recurrent Affective Disorders.
Neurotoxicity Research,
Vol. 18,
Issue. 3-4,
p.
256.


	CrossRef
	Google Scholar






Brådvik, Louise
and
Berglund, Mats
2011.
Repetition of suicide attempts across episodes of severe depression Behavioural sensitisation found in suicide group but not in controls.
BMC Psychiatry,
Vol. 11,
Issue. 1,


	CrossRef
	Google Scholar






Mojtabai, Ramin
2011.
The public health impact of antidepressants: An instrumental variable analysis.
Journal of Affective Disorders,
Vol. 134,
Issue. 1-3,
p.
188.


	CrossRef
	Google Scholar






Post, Robert M.
Fleming, Jaclyn
and
Kapczinski, Flavio
2012.
Neurobiological correlates of illness progression in the recurrent affective disorders.
Journal of Psychiatric Research,
Vol. 46,
Issue. 5,
p.
561.


	CrossRef
	Google Scholar






Eggers, Christian
2012.
Psychiatrie und Psychotherapie des Kindes- und Jugendalters.
p.
497.


	CrossRef
	Google Scholar






Post, Robert M.
2012.
Staging Neuropsychiatric Disorders.
p.
31.


	CrossRef
	Google Scholar






Maes, Michael
Berk, Michael
Goehler, Lisa
Song, Cai
Anderson, George
Gałecki, Piotr
and
Leonard, Brian
2012.
Depression and sickness behavior are Janus-faced responses to shared inflammatory pathways.
BMC Medicine,
Vol. 10,
Issue. 1,


	CrossRef
	Google Scholar






Palmier-Claus, J. E.
Ainsworth, J.
Machin, M.
Dunn, G.
Barkus, E.
Barrowclough, C.
Rogers, A.
and
Lewis, S. W.
2013.
Affective Instability Prior to and after Thoughts about Self-Injury in Individuals With and At-Risk of Psychosis: A Mobile Phone Based Study.
Archives of Suicide Research,
Vol. 17,
Issue. 3,
p.
275.


	CrossRef
	Google Scholar






Moylan, S
Maes, M
Wray, N R
and
Berk, M
2013.
The neuroprogressive nature of major depressive disorder: pathways to disease evolution and resistance, and therapeutic implications.
Molecular Psychiatry,
Vol. 18,
Issue. 5,
p.
595.


	CrossRef
	Google Scholar






Post, Robert M.
2013.
Staging Neuropsychiatric Disorders.
p.
35.


	CrossRef
	Google Scholar






Elhaik, Eran
and
Zandi, Peter
2015.
Dysregulation of the NF-κB pathway as a potential inducer of bipolar disorder.
Journal of Psychiatric Research,
Vol. 70,
Issue. ,
p.
18.


	CrossRef
	Google Scholar






Kessing, Lars Vedel
2016.
A call for research in early intervention and biological changes during the course of affective disorders: a comment on the review by Robert M. Post.
Bipolar Disorders,
Vol. 18,
Issue. 5,
p.
462.


	CrossRef
	Google Scholar






Kessing, L. V.
and
Andersen, P. K.
2017.
Evidence for clinical progression of unipolar and bipolar disorders.
Acta Psychiatrica Scandinavica,
Vol. 135,
Issue. 1,
p.
51.


	CrossRef
	Google Scholar






Lebedeva, Katherina A.
Caruncho, Hector J.
and
Kalynchuk, Lisa E.
2017.
Cyclical corticosterone administration sensitizes depression-like behavior in rats.
Neuroscience Letters,
Vol. 650,
Issue. ,
p.
45.


	CrossRef
	Google Scholar






Richards, Cynthia
Iosifescu, Dan V.
Mago, Rajnish
Sarkis, Elias
Geibel, Brooke
Dauphin, Matthew
McIntyre, Roger S.
Weisler, Richard
Brawman-Mintzer, Olga
Gu, Joan
and
Madhoo, Manisha
2018.
A 12-Month Open-Label Extension Study of the Safety and Tolerability of Lisdexamfetamine Dimesylate for Major Depressive Disorder in Adults.
Journal of Clinical Psychopharmacology,
Vol. 38,
Issue. 4,
p.
336.


	CrossRef
	Google Scholar






Familiar, Itziar
Sikorskii, Alla
Murray, Sarah
Ruisenor-Escudero, Horacio
Nakasujja, Noeline
Korneffel, Clinton
Boivin, Michael
and
Bass, Judith
2019.
Depression Symptom Trajectories Among Mothers Living with HIV in Rural Uganda.
AIDS and Behavior,
Vol. 23,
Issue. 12,
p.
3411.


	CrossRef
	Google Scholar






Invernizzi, Sandra
Simoes Loureiro, Isabelle
Kandana Arachchige, Kendra G.
and
Lefebvre, Laurent
2021.
Late-Life Depression, Cognitive Impairment, and Relationship with Alzheimer’s Disease.
Dementia and Geriatric Cognitive Disorders,
Vol. 50,
Issue. 5,
p.
414.


	CrossRef
	Google Scholar





Download full list
















Google Scholar Citations

View all Google Scholar citations
for this article.














 

×






	Librarians
	Authors
	Publishing partners
	Agents
	Corporates








	

Additional Information











	Accessibility
	Our blog
	News
	Contact and help
	Cambridge Core legal notices
	Feedback
	Sitemap



Select your country preference



[image: US]
Afghanistan
Aland Islands
Albania
Algeria
American Samoa
Andorra
Angola
Anguilla
Antarctica
Antigua and Barbuda
Argentina
Armenia
Aruba
Australia
Austria
Azerbaijan
Bahamas
Bahrain
Bangladesh
Barbados
Belarus
Belgium
Belize
Benin
Bermuda
Bhutan
Bolivia
Bosnia and Herzegovina
Botswana
Bouvet Island
Brazil
British Indian Ocean Territory
Brunei Darussalam
Bulgaria
Burkina Faso
Burundi
Cambodia
Cameroon
Canada
Cape Verde
Cayman Islands
Central African Republic
Chad
Channel Islands, Isle of Man
Chile
China
Christmas Island
Cocos (Keeling) Islands
Colombia
Comoros
Congo
Congo, The Democratic Republic of the
Cook Islands
Costa Rica
Cote D'Ivoire
Croatia
Cuba
Cyprus
Czech Republic
Denmark
Djibouti
Dominica
Dominican Republic
East Timor
Ecuador
Egypt
El Salvador
Equatorial Guinea
Eritrea
Estonia
Ethiopia
Falkland Islands (Malvinas)
Faroe Islands
Fiji
Finland
France
French Guiana
French Polynesia
French Southern Territories
Gabon
Gambia
Georgia
Germany
Ghana
Gibraltar
Greece
Greenland
Grenada
Guadeloupe
Guam
Guatemala
Guernsey
Guinea
Guinea-bissau
Guyana
Haiti
Heard and Mc Donald Islands
Honduras
Hong Kong
Hungary
Iceland
India
Indonesia
Iran, Islamic Republic of
Iraq
Ireland
Israel
Italy
Jamaica
Japan
Jersey
Jordan
Kazakhstan
Kenya
Kiribati
Korea, Democratic People's Republic of
Korea, Republic of
Kuwait
Kyrgyzstan
Lao People's Democratic Republic
Latvia
Lebanon
Lesotho
Liberia
Libyan Arab Jamahiriya
Liechtenstein
Lithuania
Luxembourg
Macau
Macedonia
Madagascar
Malawi
Malaysia
Maldives
Mali
Malta
Marshall Islands
Martinique
Mauritania
Mauritius
Mayotte
Mexico
Micronesia, Federated States of
Moldova, Republic of
Monaco
Mongolia
Montenegro
Montserrat
Morocco
Mozambique
Myanmar
Namibia
Nauru
Nepal
Netherlands
Netherlands Antilles
New Caledonia
New Zealand
Nicaragua
Niger
Nigeria
Niue
Norfolk Island
Northern Mariana Islands
Norway
Oman
Pakistan
Palau
Palestinian Territory, Occupied
Panama
Papua New Guinea
Paraguay
Peru
Philippines
Pitcairn
Poland
Portugal
Puerto Rico
Qatar
Reunion
Romania
Russian Federation
Rwanda
Saint Kitts and Nevis
Saint Lucia
Saint Vincent and the Grenadines
Samoa
San Marino
Sao Tome and Principe
Saudi Arabia
Senegal
Serbia
Seychelles
Sierra Leone
Singapore
Slovakia
Slovenia
Solomon Islands
Somalia
South Africa
South Georgia and the South Sandwich Islands
Spain
Sri Lanka
St. Helena
St. Pierre and Miquelon
Sudan
Suriname
Svalbard and Jan Mayen Islands
Swaziland
Sweden
Switzerland
Syrian Arab Republic
Taiwan
Tajikistan
Tanzania, United Republic of
Thailand
Togo
Tokelau
Tonga
Trinidad and Tobago
Tunisia
Türkiye
Turkmenistan
Turks and Caicos Islands
Tuvalu
Uganda
Ukraine
United Arab Emirates
United Kingdom
United States
United States Minor Outlying Islands
United States Virgin Islands
Uruguay
Uzbekistan
Vanuatu
Vatican City
Venezuela
Vietnam
Virgin Islands (British)
Wallis and Futuna Islands
Western Sahara
Yemen
Zambia
Zimbabwe









Join us online

	









	









	









	









	


























	

Legal Information










	


[image: Cambridge University Press]






	Rights & Permissions
	Copyright
	Privacy Notice
	Terms of use
	Cookies Policy
	
© Cambridge University Press 2024

	Back to top













	
© Cambridge University Press 2024

	Back to top












































Cancel

Confirm





×





















Save article to Kindle






To save this article to your Kindle, first ensure coreplatform@cambridge.org is added to your Approved Personal Document E-mail List under your Personal Document Settings on the Manage Your Content and Devices page of your Amazon account. Then enter the ‘name’ part of your Kindle email address below.
Find out more about saving to your Kindle.



Note you can select to save to either the @free.kindle.com or @kindle.com variations. ‘@free.kindle.com’ emails are free but can only be saved to your device when it is connected to wi-fi. ‘@kindle.com’ emails can be delivered even when you are not connected to wi-fi, but note that service fees apply.



Find out more about the Kindle Personal Document Service.








Severity of depressive episodes during the course of depressive
disorder








	Volume 192, Issue 4
	
Lars Vedel Kessing (a1)

	DOI: https://doi.org/10.1192/bjp.bp.107.038935





 








Your Kindle email address




Please provide your Kindle email.



@free.kindle.com
@kindle.com (service fees apply)









Available formats

 PDF

Please select a format to save.

 







By using this service, you agree that you will only keep content for personal use, and will not openly distribute them via Dropbox, Google Drive or other file sharing services
Please confirm that you accept the terms of use.















Cancel




Save














×




Save article to Dropbox







To save this article to your Dropbox account, please select one or more formats and confirm that you agree to abide by our usage policies. If this is the first time you used this feature, you will be asked to authorise Cambridge Core to connect with your Dropbox account.
Find out more about saving content to Dropbox.

 





Severity of depressive episodes during the course of depressive
disorder








	Volume 192, Issue 4
	
Lars Vedel Kessing (a1)

	DOI: https://doi.org/10.1192/bjp.bp.107.038935





 









Available formats

 PDF

Please select a format to save.

 







By using this service, you agree that you will only keep content for personal use, and will not openly distribute them via Dropbox, Google Drive or other file sharing services
Please confirm that you accept the terms of use.















Cancel




Save














×




Save article to Google Drive







To save this article to your Google Drive account, please select one or more formats and confirm that you agree to abide by our usage policies. If this is the first time you used this feature, you will be asked to authorise Cambridge Core to connect with your Google Drive account.
Find out more about saving content to Google Drive.

 





Severity of depressive episodes during the course of depressive
disorder








	Volume 192, Issue 4
	
Lars Vedel Kessing (a1)

	DOI: https://doi.org/10.1192/bjp.bp.107.038935





 









Available formats

 PDF

Please select a format to save.

 







By using this service, you agree that you will only keep content for personal use, and will not openly distribute them via Dropbox, Google Drive or other file sharing services
Please confirm that you accept the terms of use.















Cancel




Save














×



×



Reply to:

Submit a response













Title *

Please enter a title for your response.







Contents *


Contents help










Close Contents help









 



- No HTML tags allowed
- Web page URLs will display as text only
- Lines and paragraphs break automatically
- Attachments, images or tables are not permitted




Please enter your response.









Your details









First name *

Please enter your first name.




Last name *

Please enter your last name.




Email *


Email help










Close Email help









 



Your email address will be used in order to notify you when your comment has been reviewed by the moderator and in case the author(s) of the article or the moderator need to contact you directly.




Please enter a valid email address.






Occupation

Please enter your occupation.




Affiliation

Please enter any affiliation.















You have entered the maximum number of contributors






Conflicting interests








Do you have any conflicting interests? *

Conflicting interests help











Close Conflicting interests help









 



Please list any fees and grants from, employment by, consultancy for, shared ownership in or any close relationship with, at any time over the preceding 36 months, any organisation whose interests may be affected by the publication of the response. Please also list any non-financial associations or interests (personal, professional, political, institutional, religious or other) that a reasonable reader would want to know about in relation to the submitted work. This pertains to all the authors of the piece, their spouses or partners.





 Yes


 No




More information *

Please enter details of the conflict of interest or select 'No'.









  Please tick the box to confirm you agree to our Terms of use. *


Please accept terms of use.









  Please tick the box to confirm you agree that your name, comment and conflicts of interest (if accepted) will be visible on the website and your comment may be printed in the journal at the Editor’s discretion. *


Please confirm you agree that your details will be displayed.


















