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Abstract This is a descript ive, transversal and mult icenter study using self-administered sur-
veys concurrently to collect the opinions of two groups (psychiatrists and patients) and discuss 
their disagreements. 

The scope of study are hospital services, outpatient centres, individual professional 
consultat ion and other assistance system, public or private, which provides psychiatric care in 
Spain. Part icipated in this study 319 psychiatrists and 957 patients with the diagnosis of 
depression, strat ified by autonomous communit ies. The populations they are intended to infer 
the results of this study were all patients diagnosed with depression and antidepressant  
treatment, and the group of specialists in psychiatry responsible for clinical monitoring at the 
national level.

In the study sample, depressive symptoms related to circadian rhythms are very common: 
they are experienced by more than 65% of patients surveyed, except the "early morning 
awakening insomnia" (54%) and "fat igue, anergy and unresponsiveness" (37%). In general, and 
endorsing the study hypothesis, the prevalence of almost all analysed depressive symptoms is 
significantly underestimated by psychiatrists about the perception of the patients themselves. 
Only the presence of "fat igue, anergy and unresponsiveness" is more often observed by 
professionals than by patients, perhaps by nature be of part icular somatic symptoms that may 
suggest to the clinician to rule out underlying organic pathology. 

In light of the results presented it  is concluded that disturbances in circadian rhythms are 
core aspects of depression and frequent cause of key symptoms and residual symptoms of 
patients in treatment. These disorders appear to be underestimated by professionals and only 
part ially solved with exist ing antidepressant drugs.
© 2010 SEP and SEPB. Published by Elsevier España, S.L. All rights reserved.
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Introduction

Today, depressive disorders are considered chronic diseases 
with a tendency toward frequent  relapses which, for 
many pat ients, means remaining on act ive ant idepressant  
therapy over long periods of t ime.1 This had made the 
risk-benefit  analysis of ant idepressant  drugs a fundamental 
line of research in psychopharmacology, for these drugs 
must  combine effect iveness; absence of adverse effects 
that  may impair the pat ient ’s abilit y to funct ion; and low 
risk for drug interact ions, iat rogenesis in concomitant  
condit ions, and discont inuat ion syndrome in the event  of 
t reatment  abandonment  or withdrawal.

In terms of many of these aspects, the ant idepressants 
current ly available represent  an improvement  over t radit ional 
ant idepressant  agents (t ricyclics and tet racyclics). Even so, 
many pat ients do not  achieve full remission of their clinical 
picture and manifest  residual and subclinical depressive 
symptoms over a long period of t ime—a factor associated 
with the likelihood of having a relapse of the depressive 
disorder.2

Among the core manifestat ions of the depressive symptom 
complex are those related to circadian rhythm disturbances, 

such as marked variat ions in mood and energy over the 
course of the day, which result  in a not iceable impairment  
for everyday act ivit ies, primarily in the morning hours. These 
symptoms are usually accompanied by sleep disturbances. 3 
Other typical alterat ions in biological rhythms are changes 
in appet ite (with the result ing weight  changes) and changes 
in sexual desire.

Many of these symptoms stemming from circadian rhythm 
disturbances are not  ent irely controlled with the usual 
ant idepressant  therapy and remain as residual symptoms of 
the depressive picture over a long period of t ime. Somet imes 
the very use of certain ant idepressants turns out  to be a 
determining factor in the aggravat ion of some of these 
symptoms, such as sleep disturbances or sexual problems—
common residual symptoms in these pat ients.4,5

The underlying hypothesis for this study is that  depressed 
pat ients experience symptoms related to circadian rhythm 
disturbances more often than the psychiat rists suspect  
this under rout ine pract ice condit ions. It  is possible that , 
for various reasons, psychiat rists assess the presence and 
impact  of these symptoms on the pat ient ’s everyday life 
in a dif ferent  way, as well as their potent ial to inf luence 
sat isfact ion and t reatment  compliance. 6-13

PALABRAS CLAVE
Depresión; 

Ritmos circadianos

Síntomas depresivos relacionados con la alteración de los ritmos circadianos. Concor-
dancia entre la percepción de médicos y pacientes sobre prevalencia, impacto clínico 
y su respuesta a los fármacos antidepresivos actuales

Resumen Se t rata de un estudio descript ivo, t ransversal y mult icént rico realizado me-
diante encuestas autoadminist radas para recoger de forma concurrente las opiniones de 
dos grupos de estudio (psiquiat ras y pacientes) y analizar sus discordancias.

El ámbito de estudio lo const ituyen servicios hospitalarios, cent ros ambulatorios, con-
sultas profesionales individuales y cualquier ot ro disposit ivo asistencial,  público o priva-
do, donde se presta atención psiquiát rica en España. En el presente estudio part iciparon 
319 psiquiat ras y 957 pacientes diagnost icados de depresión, de procedencia est rat ifi-
cada por comunidades autónomas. Las poblaciones a las que se pretenden inferir los 
resultados de este estudio son el conj unto de pacientes diagnost icados de depresión y en 
t ratamiento ant idepresivo, y el colect ivo de especialistas en psiquiat ría responsables de 
su seguimiento clínico, a nivel estatal.  

En la muest ra de estudio, los síntomas depresivos relacionados con los ritmos circadia-
nos resultan muy comunes: son percibidos por más del 65% de los pacientes encuestados, 
excepto el "insomnio de despertar precoz" (54%) y la "fat iga, anergia y apat ía" (37%). En 
general, y refrendando la hipótesis de estudio, la prevalencia de la práct ica totalidad de 
los síntomas depresivos analizados es significat ivamente infravalorada por los psiquiat ras, 
respecto a la percepción de los propios pacientes. Sólo la presencia de "fat iga, anergia y 
apat ía" es más frecuentemente considerada por los profesionales que por los pacientes, 
quizá por resultar síntomas de especial carácter somát ico que pueden indicar al clínico 
la necesidad de descartar la presencia de una afección orgánica subyacente.

A la luz de los resultados presentados, cabe concluir que los t rastornos de los ritmos 
circadianos son aspectos nucleares de la depresión y causa frecuente de síntomas clave 
y síntomas residuales de los pacientes en t ratamiento. Estos t rastornos parecen insufi-
cientemente considerados por los profesionales y sólo parcialmente resueltos con los 
fármacos ant idepresivos actuales.
© 2010 SEP y SEPB. Publicado por Elsevier España, S.L. Todos los derechos reservados.
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In this context , it  is part icularly f it t ing that  studies 
be conducted focusing on the need to explore how the 
depressed pat ient  experiences his/ her disease and views 
the therapeut ic decisions that  may impact  him/ her—above 
all considering that  depression is one of the chronic disease 
paradigms that  gives rise to disabilit y, deteriorat ion in the 
quality of life, dependence, and iat rogenic risk. With this 
intent ion, there is a growing init iat ive known as pat ient  

cent red medicine,  widely supported in the English-speaking 
medical world,14-20 that  aims to reorient  the pract ice of 
medicine toward act ively taking the needs pat ients feel 
into considerat ion when making clinical decisions. 

For all these reasons, the primary obj ect ive of this 
study is to ident ify possible dif ferences in subj ect ive 
percept ion that  may exist  between pat ients who are on 
ant idepressant  therapy under naturalist ic condit ions and 
the psychiat rists who follow them clinically—differences in 
the percept ion of depressive symptoms related to circadian 
rhythm disturbances and their impact  on everyday living, 
as well as dif ferences between the two groups surveyed 
in terms of the level of sat isfact ion with the current  
ant idepressant  therapy when used under rout ine clinical 
pract ice condit ions.

Materials and methods

This is a mult i-cent re, t ransversal,  descript ive study 
conducted through self-administered surveys for gathering, 
simultaneously, the opinions of the two groups of informants 
(psychiat rists and pat ients) on the same items, the main 
study variables, and analysing possible disagreements 
between them.

The scope of the study consists of hospital services, 
outpat ient  cent res, individual professional pract ices, and 
any other public or private healthcare ent ity in Spain where 
psychiat ric care is rendered. The populat ions to whom the 
results of this study are meant  to apply are the gamut  of 
pat ients, nat ionwide, diagnosed with depression and on 
ant idepressant  therapy and the psychiat rists, nat ionwide, 
who are responsible for following them clinically.

For this purpose, a sample of 320 psychiat rists, st rat if ied 
by Autonomous Communit ies in proport ion to t heir 
populat ion, were invited to part icipate voluntarily through 
part icipat ion applicat ion forms dist ributed to a group of 
psychiat rists systemat ically selected from a chronological 
list ing of those visited by the Sponsor’s sales network 
during the study period. Although the group of psychiat rists 
result ing from this process was not  immune to a possible 
self-select ion bias, owing to it s size and geographical 
dist ribut ion, this sample of psychiat rists in Spain is believed 
to be adequately representat ive.

In turn, from among those pat ients seen on a rout ine 
basis in their pract ice, each invest igator enrolled in the 
study the f irst  three eligible pat ients who agreed to 
collaborate start ing on a randomly determined date (7 
September 2008). The eligibilit y criteria established were: 
male or female at  least  18 years of age, with diagnosis of 
maj or depressive disorder, under act ive t reatment  with any 
ant idepressant  drug within at  least  the previous 6 weeks, 
able to understand and f il l out  the study survey. Pat ients 

with depressive episodes in the context  of bipolar disorder 
and those already enrolled in a clinical t rial at  the t ime of 
the consultat ion were excluded. Pat ient  were allowed to 
receive, per their doctor’s j udgment , other concomitant  
t reatments, related or unrelated to the study disease, that  
were maintained under rout ine use condit ions prior to their 
enrolment  in the study. 

For the study, informat ion and anonymous opinions were 
met iculously collected through a writ ten survey completed 
by psychiat rists and pat ients who voluntarily agreed to 
part icipate after the required informed consent  had been 
obtained. Personally ident if iable informat ion was not  
collected, nor were the pat ients subj ected to any other 
intervent ion or the psychiat rists to any changes in their 
rout ine clinical pract ice.

Informat ion was collected via corresponding st ructured 
surveys completed on one single occasion by each 
part icipat ing psychiat rist  and pat ient . The psychiat rists 
completed their professional survey prior to select ing 
pat ients so that  their professional j udgment  would be 
kept  free of any possible inf luence from knowing what  
the pat ients expressed on their own surveys. After this, 
select ion of the three pat ients for the study was begun; 
these pat ients f il led out  their survey during the same 
consultat ion in which they were enrolled as a study case, 
and there was no follow-up or subsequent  intervent ion of 
any kind.

Valid surveys from 319 psychiat rists and 957 pat ients 
with depression were collected and analysed—a sample 
enabling results to be evaluated with a high degree of 
precision (with a random error of ±5.5% for the psychiat rist  
surveys and ±3.2% for the pat ient  surveys, for a 95% 
confidence interval (CI), assuming a random select ion of 
surveyees and the least  favourable mathemat ical outcome, 
where p=q=0.5).

Both surveys included an init ial descript ion of the 
basic characterist ics of the groups whose opinions were 
compared. The psychiat rist  survey began with an init ial 
descript ion of the part icipant ’s professional prof ile, aspects 
of  their pract ice, and their clinical experience with 
depression as well as age and sex; type of medical cent re; 
healthcare set t ing; years of pract ice; pat ient  load; and the 
surveyee’s opinions about  his/ her personal experience in 
t reat ing depressed pat ients. The pat ient  survey began with 
a descript ion of the individual’s demographic and clinical-
therapeut ic prof ile variables such as age and sex; marital 
status; offspring; educat ional level; natural history of the 
disorder (f irst  episode /  previous episodes); t ime since onset  
of the current  depressive episode and t ime on ant idepressant  
therapy; and current  ant idepressant  medicat ion (t ricyclic, 
tet racyclic, select ive serotonin reuptake inhibitor [SSRI], 
select ive serotonin-norepinephrine reuptake inhibit or 
[SNRI], atypicals, and others) as well as other concomitant  
t herapies (benzodiazepines,  gamma-aminobutyric acid 
[GABA]-select ive agonists, and others).

Then,  as independent  st udy var iables,  t he t wo 
surveys evaluat ed each group’s opinion as t o t he 
incidence of  depressive sympt oms relat ed t o circadian 
rhyt hm dist urbances (in t he pat ient ’s case,  a logical 
variable—yes/ no—as t o t he experience of  each individual 
sympt om,  and in t he psychiat rist ’s case,  an est imat ed 
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percent age for his/ her cl inical  impression of  t he 
overal l  incidence).  Each of  t he fol lowing sympt oms 
was specif ical ly assessed:  diurnal  variat ion in mood; 
dist urbances in sleep-wake rhyt hm (dif f icul t y fal l ing 
asleep,  di f f icul t y st aying asleep,  waking early);  changes 
in appet i t e;  disrupt ion in social  rhyt hms (f ami ly, 
j ob,  et c. );  and const i t ut ional  sympt oms experienced 
(fat igue,  anergy,  and apat hy). 

To examine the impact  depressive symptoms related 
t o circadian rhythm dist urbances have on everyday 
l ife,  t he pat ients and the psychiat rist s used the same 
7-point  ordinal intensit y scale with anchoring l inguist ic 
quant if iers at  either end (1=none, 7=very high)—a tool 
proven to be consistent  and good for use with paramet ric 
techniques. 21

In addit ion, the pat ients j udged the response of these 
symptoms to the ant idepressant  therapy prescribed under 
rout ine pract ice condit ions, and the psychiat rists assessed 
the need to order addit ional t reatments to relieve them. 

Finally, each survey included an assessment  of the 
psychiat rist ’s sat isfact ion with the ant idepressants available 
on the date of the study and with the results obtained in 
using them under rout ine pract ice condit ions, as well as a 
personal assessment  of the pat ient ’s overall sat isfact ion 
(taking into account  the perceived risk/ benefit ) with his/
her current  ant idepressant  therapy. In both cases, the same 
7-point  ordinal scale described above was used.

Preliminary versions of the two study surveys were 
evaluated in corresponding pilot  tests (cognit ive pretest ) 
conducted with 20 pat ients and 10 psychiat rists. After 
this use experience, the survey was evaluated expressly 
for suitabilit y of the type of quest ions vis-à-vis the 
study obj ect ives; the comprehensibilit y of the wording 
and length of the statements; whether the response 
categories were correct ; the logic of their internal order; 
and how long it  took to administer the survey. Following 
this process, changes were int roduced to improve the 
survey’s applicabilit y. The scale for the impact  depressive 
symptoms have on the pat ient ’s everyday living and on 
pat ient  sat isfact ion with current  therapy was subj ected 
to test -retest  by repeat ing the applicat ion of the scale 
with both groups at  an interval of at  least  15 days, and 
this demonst rated a high level of repeatabilit y of results 
(int raclass correlat ion coeff icients were greater than 0.85 
for each group and for both variables).

Version 13.0 of the SPSS-W integrated package was used 
for the stat ist ical analysis. Qualitat ive variables were 
described through calculat ion of the relat ive frequency 
dist ribut ion (percentage).  Quant itat ive variables were 
described in t erms of  cent ral izat ion and dispersion 
measurements of their use. For each descript ive stat ist ical 
est imator, it s 95% CI was const ructed. The dif ference 
between the incidence est imated by the psychiat rist  and 
the incidence in the pat ient ’s experience (of symptoms 
related to circadian rhythm disturbances) was evaluated 
for signif icance by comparing the 95% CI range for the 
corresponding percentages (the overlap of these intervals 
being considered indicat ive of no signif icance in the 
dif ference appreciated).

The signif icance of  t he dif ference between the 
psychiat rists’  opinions and the pat ients’  opinions about  

the impact  of symptoms related to circadian rhythm 
disturbances on everyday living was determined using a 
Mann-Whitney U test  (in which the null hypothesis is that  
the opinions of the two groups, collected using the survey’s 
7-point  ordinal scale, are of equal dist ribut ion).

Results

The part icipants for this study included 319 psychiat rists 
and 957 pat ients diagnosed with depression who, in 
terms of referral source, were st rat if ied by Autonomous 
Communit ies.

Professional and practice profile of psychiatrists 
surveyed

the mean age of the psychiat rists surveyed was 47 years 
(95% CI, 46.1-47.9), with a median age of 48 years and 
including a wide range from 30 to 73 years. The maj ority 
of the group were men (in a proport ion of about  3:1, men 
to women) whose professional work was primarily in the 
public sector (59.7%), although 34.9% of individuals were 
combining this with work in the private sector, and the 
remaining 5.3% stated that  they had an exclusively private 
pract ice. The most  common healthcare set t ing for the 
surveyees was the outpat ient  mental health cent re (57.5%), 
followed by hospital psychiat ric services (27%) and then 
private pract ice (15.4%).

The surveyees’  professional experience varied between 1 
and 42 years, with a mean of 17.4 years (95% CI, 16.5-18.4) 
and a median of 17 years. On average, the subsample of 
men was signif icant ly more experienced, with 18.9 years 
compared to 14.3 years for the women (Mann-Whitney 
U test , P<.001). Table 1 shows the surveyees’  est imates 
for some indicators of act ivity in the healthcare f ield, as 
described.

Demographic and clinical-therapeutic profile  
of patients surveyed

the mean age of the pat ients surveyed was 47.9 years (95% 
CI, 47.1-48.7), with a median age of 47 years and including 
a wide range from 19 to 82 years. In terms of gender, 
the sample was made up of a higher proport ion of men 
(68.1%). The maj ority of the surveyees were married (61.8% 
compared to 18.5% single, 12.7% divorced/ separated, and 
7% widowed), and their self-declared level of educat ion 
was as shown in f igure 1.

Of the pat ients surveyed, 66.6% were being followed due 
to the recurrence of a previous depressive disorder. The 
number of previous episodes was 3.6, on average (95% CI, 
3.3-3.8), with a median of 3 episodes and a range from 1 
to 20 episodes. The average t ime from onset  of the current  
depressive episode was 8.1 months (95% CI, 7.5-8.7), with 
a median of 6 months. The average durat ion of the current  
ant idepressant  therapy was 7.5 months (95% CI, 6.8-8.2), 
with a median of 4 months.

The ant idepressant  drug the pat ients were receiving at  
the t ime of the study was the init ial t reatment  for that  
episode in 49.5% of cases; a change in t reatment  from the 
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Table 1 Descript ion of the clinical experience of the psychiat rists who part icipated, with their depressed pat ients,  

and aspects of their pract ice

Indicators Mean 95% CI Median

Total pat ients seen per day 16.2 15.3-17.1 15

Percentage of pat ients seen who have depression 47.7 45.7-49.7 50

Ant idepressant  t reatments prescribed per week 35.6 32.8-38.4 30

Mean target  durat ion of an ant idepressant  therapy (months)a 13.1 12.2-14.0 12

Pat ients’  actual durat ion on ant idepressant  therapy 8.4 7.5-9.3 6

Percentage of depressed pat ients t reated with drugs  92.3 91-93.5 95

Percentage of depressed pat ients t reated with psychotherapy 34.2 31.4-37.0 30

Percentage of depressed pat ients t reated with other alternat ives 6.8 5.6-8.0 1

Discont inuat ions of ant idepressant  therapy prior to the t ime desired (%)b 28.4 26.9-30 30

Percentage of depressed pat ients who have sexual dysfunct ion 57.8 54.7-60.9 60

Percentage of depressed pat ients who have weight  gain 37.2 34.1-40.3 30

Percentage of depressed pat ients who have insomnia 50.6 47.4-57.3 60

CI: confidence interval.

 a Mean target  durat ion is understood to mean the intended durat ion at  the start  of the t reatment  process.

 b The psychiat rists ident ified the following as reasons for discont inuing t reatment , in decreasing order of frequency (according to 

their average scores on the Likert  7-point  scale, where 1=very infrequent ; 7=very frequent ): insufficient  improvement , side effects, 

relapse or recurrence, and poor compliance. 

Table 2 Evaluat ion of the dif ferences between the psychiat rist ’s professional opinion and the pat ient ’s experience in terms 

of the incidence of depressive symptoms related to circadian rhythm disturbances

Incidence of the symptom Psychiat rists Pat ients

 Mean percentage  95% CI Percentage 95% CI

Diurnal variat ion in mood 49.8 47.2-52.4 79.1 76.5-81.7

Difficulty falling asleep 49.9 47.3-52.5 79.1 76.4-81.7

Difficulty staying asleep 44.3 41.7-47.0 64.3 61.2-67.3

Waking early 39.3 36.9-41.8 54.0 50.8-57.2

Changes in appet ite 51.1 48.6-53.6 68.8 65.8-71.7

Disrupt ion of social rhythms 55.8 53.0-58.7 83.7 81.3-86.1

Fat igue, anergy, and apathy 67.3 64.8-69.8 37.1 32.2-42.0

CI: confidence interval.

Figure 1 Educat ional level of pat ients surveyed. 
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previous drug in 40% of cases; and further t reatment  with 
a new ant idepressant  drug (due to insuff icient  response 
to the f irst  one) in the remaining 10.5% of cases. The 
therapeut ic groups most  prescribed for the study pat ients 
were the SSRI (44.6%) and the SNRI (36%), followed by 
the t ricyclic ant idepressants (6.6%), mirtazapine (5.2%), 
tet racyclics (4.8%), reboxet ine (0.7%), and others.

Of the pat ients surveyed, 92% were also receiving 
concomitant  therapies, the benzodiazepines being the 
most  common pharmacological group (in 73% of cases).

Comparison of psychiatrist and patient opinions 
about depressive symptoms related to circadian 
rhythm disturbances

f igure 2 shows the comparison between 1) the est imate 
given in advance by the psychiat rists surveyed (based 
on their clinical experience) of the percentage of their 
depressed pat ients who have each of the symptoms 
related to circadian rhythm disturbances and 2) the actual 

percentage of pat ients who stated on the survey that  
they had experienced those symptoms. The symptoms 
analysed in this comparison are: diurnal variat ion in mood; 
dif f iculty falling asleep; dif f iculty staying asleep; dif f iculty 
with waking early; changes in appet ite; social disrupt ion 
(family, j ob, etc.) related to the imbalance in biological 
rhythms; and const itut ional symptoms (fat igue, anergy, 
and apathy).

Table 2 compares dif ferences between the psychiat rist ’s 
professional opinion and the pat ient ’s experience in 
terms of the incidence of depressive symptoms related to 
circadian rhythm disturbances.

Figure 3 shows the comparison between 1) t he 
psychiat rist ’s est imate of the degree of impairment  in 
depressed pat ients’  everyday funct ioning (act ivit ies of 
daily living) occasioned by each of those symptoms due to 
circadian rhythm disturbances and 2) the actual experience 
of the study pat ients themselves, with both evaluators 
using the same Likert -type, 7-point , ordinal rat ing scale 
from 1 (none) to 7 (a lot ).

Figura 2 Comparison of the psychiat rist ’s professional opinion and the pat ient ’s experience in terms of the incidence of depres-

sive symptoms related to circadian rhythm disturbances.

Explanatory Note: For each symptom, the mean incidence estimated by psychiatrists and the actual percentage of patients 
experiencing the symptom are indicated, with their corresponding 95% CI.
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Figura 3 Comparison of the psychiat rist ’s professional opinion and the pat ient ’s experience in terms of the impact  depressive 

symptoms related to circadian rhythm disturbances have on the pat ient ’s everyday funct ioning.

Explanatory Note: For each symptom, the average of the scores given by the psychiatrists and the patients on the ordinal 
rating scale of 1 (none) to 7 (a lot) is indicated, with their corresponding 95% CI for the mean.
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Table 3 Evaluat ion of the dif ferences between the psychiat rist ’s professional opinion and the pat ient ’s experience in terms 

of the impact  depressive symptoms have on the pat ient ’s everyday funct ioning (act ivit ies of daily living)

Impact  of symptoms on pat ient ’s everyday act ivity Psychiat rists Pat ients Pb

 Meana Mediana Meana Mediana 

Diurnal variat ion in mood 5.08 5 4.98 5 .057

Difficulty falling asleep 5.44 6 5.40 6 .232

Difficulty staying asleep 5.03 6 5.50 6 .125

Waking early 5.52 6 4.87 5 .010

Changes in appet ite 4.33 4 4.45 4 .248

Disrupt ion of social rhythms 5.25 5 5.67 6 <.001

Fat igue, anergy, and apathy 5.92 6 6.10 6 .061

aMean and median calculated from the scores of the two groups surveyed (psychiat rists and pat ients) on a Likert -type, 7-point , 

ordinal rat ing scale from 0 (none) to 7 (a lot ).
bStat ist ical significance of the possible dif ferences in dist ribut ion of the two groups’  responses via a Mann-Whitney U test  for data 

from ordinal scales. P<.05 was considered significant .
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Table 3 ident if ies the symptoms for which these 
dif ferences are stat ist ically signif icant  (P<.05), using a 
hypothesis test  appropriate for cont rast ing the dist ribut ions 
of an ordinal variable in two comparison groups (Mann-
Whitney U test ).

Table 4 summarizes the professional opinion of the 
psychiat rists surveyed regarding the need for addit ional 
t reatments to cont rol the residual depressive symptoms 
related to circadian rhythms that  persist  despite effect ive 
ant idepressant  therapy.

Finally, both groups surveyed were asked for their opinion on 
the degree of overall satisfaction with the current antidepressant  
therapy (integrating the therapeutic results achieved, the 
presence of any residual symptoms, and the presence of any 
adverse effects), through a Likert-type, 7-point ordinal scale 
from 1 (completely dissatisfied) to 7 (completely satisfied), on 
which the group score for the psychiatrists was higher (mean 
5.1, median 5) than the score for the patients (mean 4.6, 
median 4), P=.01 (Mann-Whitney U test). 

Discussion

In this nat ionwide study, the opinions of two large, parallel,  
mult i-cent re samples were analysed and compared: a group 
of pat ients with a long-standing personal depressive disorder 
(average of 3 previous depression episodes per subj ect ), 
and a group of psychiat rists with a lengthy professional 
career (17 years on average) who were responsible for the 
pat ients’  t reatment . Owing to these factors, with freedom 
from the intent ional nature of the study part icipant  
select ion process, it  was felt  that  the two groups would 
ensure opinions on depression and its t reatment  that  were 
suff icient ly knowledgeable as to properly represent  their 
respect ive populat ions of origin and enable the obj ect ives 
proposed for the study to be analysed.

Desynchronizat ion of social rhythms, insomnia, variat ions 
in mood, sexual problems, changes in appet ite, and 
anergy and apathy are some of the common symptoms of 
depression generally associated with the circadian rhythm 
disturbances typical of this disease, although somet imes 
they are also related to the ant idepressant  drug used 
itself .  In many pat ients, these problems persist  as residual 
symptoms in spite of them receiving adequate therapy. The 
study compared 1) the psychiat rists’  professional impression 

(based on their clinical experience) of the signif icance of 
these depressive symptoms related to circadian rhythm 
disturbances and 2) the informat ion obtained from the 
pat ients themselves when they were quest ioned about  this, 
specif ically, under the hypothesis that  there are signif icant  
dif ferences in percept ion between these two part ies 
to the therapeut ic relat ionship. Ident ifying the possible 
dif ferences of opinion between the two may help clinicians 
to be more at tuned to the real needs of depressed pat ients 
and to reorient  psychiat ric pract ice in healthcare so that  
pat ients’  opinions are taken into considerat ion.

In the study sample, depressive symptoms related to 
circadian rhythms were quite common: more than 65% 
of the pat ients surveyed experienced them, except  in 
the case of “ dif f iculty with waking early”  (54%) and 
“ fat igue, anergy, and apathy”  (37%). Generally speaking—
and lending support  to the study hypothesis—the incidence 
of pract ically all the depressive symptoms analysed is 
seriously underest imated by the psychiat rists in comparison 
with how the pat ients themselves experience them. 
Only the presence of “ fat igue, anergy, and apathy”  is 
contemplated more often by the psychiat rists than by the 
pat ients, perhaps because these symptoms, being markedly 
somat ic in nature, may suggest  to the clinician the need to 
rule out  the presence of an underlying comorbidity.

Except  in the case of sleep disorders (both “ diff iculty 
staying asleep”  and “ diff iculty with waking early” ), the 
psychiat rists also tended to underest imate the negat ive 
impact  circadian depressive symptoms have on pat ients’  
ability to funct ion and on their everyday act ivity, in 
comparison to how their pat ients experience them. However, 
not  all the differences of opinion appreciated on this point  
were signif icant : st rict ly speaking, only “ diff iculty with 
waking early”  (overest imated by the psychiat rists) and 
“ disrupt ion of social rhythms”  (underest imated by the 
psychiat rists) reached the convent ional signif icance level on 
a contrast  test  where the null hypothesis assumes the non-
existence of differences in opinion between the two groups 
(assessed via the dist ribut ion of each group’s scores on the 
same 1-7 ordinal scale). These results may be considered a 
corollary to a well-described clinical at t itude in the majority 
of specialt ies: clinicians tend to focus their at tent ion and 
intervent ions preferent ially on those pat ient  complaints 
for which they have effect ive therapeut ic opt ions available 
(such as the hypnot ics, in the case ment ioned).

Table 4 Percentage of psychiat rists who believe that  depressive symptoms related to circadian rhythm disturbances usually 

require t reatment  in addit ion to the convent ional ant idepressant

Symptom Percentage of psychiat rists 95% CI

Difficulty falling asleep 99 97.9-100

Difficulty staying asleep 93 90.2-95.8

Difficulty with waking early 51 45.5-56.5

Fat igue, anergy, and apathy 43.6 38.2-49.0

Diurnal variat ion in mood 43 37.6-48.4

Disrupt ion of social rhythms 28.3 23.4-33.2

Changes in appet ite 25.6 20.8-30.4

CI: confidence interval.
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Logically, in keeping with their professional j udgment , 
almost  all the study pat ients (92%) were being t reated with 
ant idepressant  drugs. In general, personal sat isfact ion with 
the results obtained from their part icular t reatment , as 
reported by the study pat ients, was moderately inferior to 
the overall sat isfact ion the psychiat rists reported with the 
therapeut ic resources at  their disposal and the results they 
obtained with them in their clinical pract ice. In any case, 
about  40% of the pharmacotherapy t reatments prescribed 
were discont inued prematurely due t o insuf f icient  
improvement  in the symptoms or the appearance of side 
effects. Therefore, the persistence of residual symptoms 
in pat ients who had an inadequate response to a part ially 
effect ive drug was a common clinical scenario in the 
rout ine pract ice of the psychiat rists surveyed.

The psychiat rists’  and pat ients’  sat isfact ion with the 
results of the ant idepressant  therapies presented in this 
study must  be understood as applicable to the drugs that  
were available or rout inely used in Spain as of the date the 
surveys were taken (2008)—basically the SSRI (part icularly 
escitalopram) and the SNRI (part icularly venlafaxine).

In light  of the results presented, it  seems reasonable to 
suppose that  the circadian rhythm disturbances may be an 
important  aspect  of depression, as well as the cause of a 
signif icant  port ion of the residual symptoms in pat ients 
under t reatment . It  appears that  these disorders are not  
properly taken into considerat ion by the psychiat rists and 
are only part ially resolved with current  ant idepressant  
drugs. In this regard, it  would be beneficial to make act ive 
and ongoing assessment  of the presence of these symptoms 
a part  of rout ine psychiat ric pract ice in follow-up visits 
and ant idepressant  therapy checkups and, when necessary, 
to contemplate with the pat ient  the opt ion to round out  
t reatment  with specif ic drugs to improve these symptoms. 
Pract ically all the psychiat rists surveyed recognized that  the 
presence of residual symptoms in their depressed pat ients—
sleep-related symptoms, in part icular—usually requires 
specif ic t reatment  in addit ion to the ant idepressant .

A psychiat ric pract ice cent red on the pat ient ’s needs 
as he/ she perceives them could point  to the need to 
reorient  the t reatment  of many depressed pat ients in an 
effort  to achieve the most  complete and rapid remission 
of symptoms possible—aiming, in part icular, for cont rol of 
the symptoms most  resistant  to convent ional drugs. New, 
recent ly int roduced pharmacological agents which, in their 
act ion, are specif ic for the circadian rhythm disturbances 
described (such as agomelat ine) may play a clear and 
prominent  role in the opt imizat ion of therapy required 
in depressive disorders. The clinical effect iveness shown 
to date under naturalist ic pract ice condit ions appears to 
confirm the high expectat ions generated for this new agent  
in the ant idepressant  therapeut ic arsenal. 
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