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ABSTRACT

Objectives Depression and depressive symptoms are
common mental disorders that have a considerable effect
on patients’ health-related quality of life and satisfaction
with medical care, but the prevalence of these conditions
varies substantially between published studies. The aim
of this study is to conduct a systematic review and meta-
analysis to provide a precise estimate of the prevalence of
depression or depressive symptoms among outpatients in
different clinical specialties.

Design Systematic review and meta-analysis.

Data sources and eligibility criteria The PubMed and
PsycINFO, EMBASE and Cochrane Library databases
were searched to identify observational studies that
contained information on the prevalence of depression and
depressive symptoms in outpatients. All studies included
were published before January 2016. Data characteristics
were extracted independently by two investigators.

The point prevalence of depression or depressive
symptoms was measured using validated self-report
questionnaires or structured interviews. Assessments
were pooled using a random-effects model. Differences
in study-level characteristics were estimated by meta-
regression analysis. Heterogeneity was assessed using
standard 2 tests and the I? statistic. The study protocol
has been registered with PROSPERO under number
CRD42017054738.

Results Eighty-three cross-sectional studies involving
41344 individuals were included in this study. The overall
pooled prevalence of depression or depressive symptoms
was 27.0% (10943/41 344 individuals; 95% Cl 24.0% to
29.0%), with significant heterogeneity between studies
(p<0.0001, 1%=0.3742, I’>=96.7%). Notably, a significantly
higher prevalence of depression and depressive symptoms
was observed in outpatients than in the healthy controls
(OR 3.16, 95%Cl 2.66 t0 3.76, I’=72.0%, %=25.33).

The highest depression/depressive symptom prevalence
estimates occurred in studies of outpatients from
otolaryngology clinics (53.0%), followed by dermatology
clinics (39.0%) and neurology clinics (35.0%). Subgroup
analyses showed that the prevalence of depression and
depressive symptoms in different specialties varied from
17.0% to 53.0%. The prevalence of depression and
depressive symptoms was higher among outpatients in
developing countries than in outpatients from developed
countries. Moreover, the prevalence of depression and
depressive symptoms in outpatients slightly decreased

Strengths and limitations of this study

» This is the first systematic review and meta-
analysis to provide a comprehensive estimate of the
prevalence of depression or depressive symptoms
among outpatients considering different clinical
specialties.

» The information provided by this study highlights
the importance of developing effective management
strategies for the early identification and treatment
of depression among outpatients in clinical practice.

» The substantial heterogeneity between included
studies was not fully explained by the variables
examined.

» The paucity of longitudinal data may decrease the
generalisability of the study outcomes.

from 1996 to 2010. Regarding screening instruments,

the Beck Depression Inventory led to a higher estimate

of the prevalence of depression and depressive
symptoms (1316/4702, 36.0%, 95% Cl 29.0% to 44.0%,
[2=94.8%) than the Hospital Anxiety and Depression Scale
(1003/2025, 22.0%, 95% Cl 12.0% to 35.0%, 1>=96.6%).
Conclusion Our study provides evidence that a significant
proportion of outpatients experience depression or
depressive symptoms, highlighting the importance of
developing effective management strategies for the

early identification and treatment of these conditions
among outpatients in clinical practice. The substantial
heterogeneity between studies was not fully explained by
the variables examined.

INTRODUCTION

Depression is the leading cause of disability
and is a major contributor to the disease
burden worldwide. The global prevalence
of depression and depressive symptoms has
been increasing in recent decades.' The life-
time prevalence of depression ranges from
20% to 25% in women and 7% to 12% in
men.” Depression is a significant determinant
of quality of life and survival, accounting for
approximately 50% of psychiatric consul-
tations and 12% of all hospital admissions.”
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Notably, the prevalence of depression or depressive symp-
toms is higher in patients than in the general public.”®
The underlying reasons include the illness itself and the
heavy medical cost, unsatisfactory medical care service
and poor doctor—patient relationship.”® Several informa-
tive systematic reviews on specific groups of outpatients
have been published. For example, Mitchell et al esti-
mated that the prevalence of depression in oncology and
haematology patients was 9.6%-16.5%." Depression is a
significant comorbidity of chronic medical disorders. The
prevalence of depression in chronic medical conditions
is as follows: asthma (27%),’ atopic dermatitis (5%),°
chronic obstructive pulmonary disease (24.6%),"" gouty
arthritis (20%),"? rheumatoid arthritis (15%)," systemic
lupus erythematosus (22%)'? and stroke (30%)."* Ismail
et al conducted a meta-analysis of 57 studies and showed
that the overall pooled prevalence of depression in
patients with mild cognitive impairment was 32%." Esti-
mates of the prevalence of depression and depressive
symptoms vary substantially between published studies,
particularly with respect to specialty, patient age and resi-
dence. The inconsistency across different studies may
originate from the lack of a clear definition or gold stan-
dard for the diagnosis of depression and depressive symp-
toms. Many previous studies have focused on depression
and depressive symptoms in inpatient settings; however,
mental disorders in outpatients are largely underesti-
mated.® ' Depression in outpatients is associated with
high indirect costs due to loss of productivity and unem-
ployment.® The combination of chronic medical illnesses
and depression will lead to significant economic burden.”
Additionally, it is important for healthcare workers to
identify mental status changes in outpatients, as mental
states may affect the doctor—patient relationship and can
influence patient satisfaction with medical care.'® To the
best of our knowledge, no previous studies have quan-
titatively analysed a robust dataset with information on
depression and depressive symptoms among outpatients
in different clinical departments. Therefore, conducting
a systematic review and meta-analysis of the depression
prevalence detected during doctor visits is essential to
informing efforts to prevent and treat depression and
depressive symptoms among outpatients. In this study,
we aimed to quantitatively summarise the prevalence of
depression and depressive symptoms in different clinical
departments.

METHODS

Study selection

Relevant studies published before January 2016 that
described the prevalence of depression or depressive
symptoms in patients from different specialties were
identified using the PubMed and PsycINFO, EMBASE
and Cochrane Library databases (by WJH and WXH);
the selected articles were then screened by title, abstract
and reference lists in collaboration with study investiga-
tors using the approach recommended by the Preferred

Reporting Items for Systematic Reviews and Meta-analyses
guidelines.'” Potentially relevant papers were first identi-
fied through title and abstractsearches. The full text of the
retrieved articles was then assessed. The search strategy
involved applying the ‘explode’ command to search the
MeSH terms ‘depression’ and ‘depressive symptoms’ and
‘outpatient®’; the combined terms were related to ‘prev-
alence’, ‘cross-sectional studies’ or ‘controlled studies’
and ‘different specialties’, such as ‘internal medicine’,
‘surgical specialties’ and ‘paediatrics’, with language
restrictions (articles published in English only). More
search strategy details can be found in online supple-
mentary method 1. The study inclusion criteria were the
following: (1) articles that included patients diagnosed
with a specific disease other than psychiatric disorders;
(2) articles in peerreviewed journals that involved only
patients with a current degree of clinically relevant
depression sufficient to warrant clinical intervention,
regardless of the depression severity (mild, moderate or
severe)'®; (3) studies in which depression was confirmed
by validated self-report instruments or diagnostic struc-
tured interviews'’; (4) articles with study populations who
were recruited from outpatient clinics only. The exclu-
sion criteria were as follows: (1) studies that failed to
report the specific prevalence of depression, (2) studies
on patients whose depression predated any other physical
disorder and (3) studies on patients diagnosed with more
than one psychiatric disorder (in addition to depression).

Data extraction and quality assessment

Data extraction was a multistep process based on the eligi-
bility criteria. The following information was extracted
from each study independently by two investigators (JHW
and XHW) independently using a standardised form:
study design, research year, country, specialty category,
disease, sample size, diagnostic or screening method used
and reported prevalence of depression and depressive
disorders. A modified version of the Newcastle-Ottawa
Scale was used to evaluate the quality of non-randomised
studies.”” Studies were identified as having a low risk of
bias (=3 points) or a high risk of bias (<3 points). The
effect of individual studies on the overall prevalence esti-
mate was explored by serially excluding each study in a
sensitivity analysis. Additionally, two reviewers (JHW and
XHW) cross-checked the reference lists of all selected
articles to identify other relevant studies. All discrepan-
cies were resolved by discussion and consensus.

Statistical analysis

As considerable heterogeneity was expected because of
the multiple sources of variance, a random-effects model
was used to estimate the pooled prevalence of depressive
symptoms.”’ Random-effect model attempted to gener-
alise findings beyond the included studies by assuming
that the selected studies are random samples from a larger
population.”” The observed heterogeneity in the depres-
sion prevalence among outpatients may be attributed
to differences in the assessment methods used to detect
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depression, the variation in thresholds in the different
validated depression measurements, the specialties exam-
ined, the study countries, study year, patient ages and
other factors. Thus, subgroup analyses were performed.
Binomial proportion Cls for individual studies were calcu-
lated using the Clopper-Pearson method, which allows for
asymmetry.”’ Between-study heterogeneity was evaluated
using standard y* tests and the I? statistic.”’ I* statistics
were calculated to describe the percentages of total vari-
ation across studies caused by heterogeneity. A 0% value
indicated no heterogeneity, and higher values repre-
sented an increase in heterogeneity. Generally, heteroge-
neity is categorised as 25% (low), 50% (moderate) and
75% (high).** The results of the analysis were compared
in terms of descriptive characteristics (age, specialty, study
year, diagnostic method and country) using subgroup
analysis and meta-regression. For models with consid-
erable heterogeneity, a meta-regression was performed
to identify the moderators that might contribute to the
heterogeneity of the effect sizes.”” Publication bias of
the studies was examined using funnel plots and Egger’s
test.”® All analyses were performed using R version 3.3.1
(R Foundation for Statistical Computing, Vienna, Austria)
and Review Manager version 5.3 (The Cochrane Collabo-
ration, 2015, the Nordic Cochrane Centre, Copenhagen,
Denmark). Statistical tests were two-sided with a signifi-
cance threshold of p<0.05. This study is registered with
PROSPERO, number CRD42017054738.

Patient involvement

No patients eligible for screening were involved in the
design and conduct of the study or involved in defining
the research question or outcome measures. We have no
intentions to disseminate our results to patients eligible
for screening.

RESULTS

Screening the titles and abstracts resulted in 3165 articles,
110 of which were duplicates, and only 207 articles were
retrieved for a detailed, full-text assessment. Of these, 83
studies fulfilled the inclusion criteria; 101 studies did not
meet the eligible population criteria, 8 failed to present
point prevalence data and 15 used improper outcome
measures and were excluded.

Eighty-three cross-sectional studies involving a total of
41 344 individuals were included in the study (figure 1).
Study participants were recruited from 11 departments:
22 studies recruited patients from internal medicine
clinics, 12 from primary care, 10 from neurology, 8 from
dermatology, 7 from obstetrics/gynaecology, 6 from
ophthalmology, 6 from oncology, 5 from infectious
diseases, 4 from surgery, 3 from paediatrics and 3 from
otolaryngology departments. Most (29) of the studies
were conducted in Europe; 21 were performed in Asia,
19 in North America, 4 in South America, 4 in Oceania,
3 in the Middle East and 1 in Africa. Seventeen studies
used the Beck Depression Inventory (BDI) to assess

3165 studies assessed for eligibility by databases search
2943 identified from Pubmed search
192 identified from PsycINFO search
30 identified from previous meta-analysis

—pl 110 duplicates excluded

| 3055 enrolled for screening

2848 excluded based on review of title and abstract
2635 had unrelated population or outcome
201 did not report outcomes of interest
12 abstract-only articles

A4

4
207 full-test studies assessed for eligibility

124 full-text articles excluded with reasons
101 were unable to meet the eligible population criteria
15 used improper measure outcome
8 were failed to present the point prevalence

| 83 studies included in quantitative synthesis

Figure 1 Flow diagram of study inclusion.

depression; 10, the Hospital Anxiety and Depression
Scale (HADS); 7, the Patient Health Questionnaire; 6,
the Hamilton Depression Scale, also called the Hamilton
Depression Rating Scale; and 43, other methods. The
full study characteristics are summarised in table 1. The
overall prevalence estimates of depression or depressive
symptoms reported by the 83 studies yielded a summary
prevalence of 27.0% (10943/41 344 individuals, 95% CI
24.0% to 29.0%), with significant between-study hetero-
geneity (p<0.0001, 1°=0.3742, I’=96.7%). Subgroup anal-
yses by age, clinical department, study year, country and
diagnosis method were conducted to explore the poten-
tial heterogeneity between studies. Of the 83 studies, the
highest depression/depressive symptom prevalence esti-
mates occurred in studies of outpatients from otolaryn-
gology clinics (357/796, 53.0%, 95% CI 39.0% to 66.0%,
1’=79.8%), followed by dermatology clinics (520/1558,
39.0%, 95% CI 24.0% to 56.0%, 1°=96.9%) and neurology
clinics  (3328/9280, 35.0%, 95%CI 30.0% to 40.0%,
°=94.4%). The prevalences of depression among outpa-
tients from other specialties are summarised in figure 2.
Subgroup analysis was conducted to compare studies
in developed countries versus in developing countries
(7788,/29208, 24.0%, 95% CI 21.0% to 27.0%, 1°=97.0%,
p<0.0001 vs 3188/12050, 33.0%), 95% CI 28.0% to 38.0%,
’=96.8%, p<0.0001). The prevalence of depression/
depressive symptoms in outpatients decreased from 36.0%
to 24.0% from 1990 to 2010, followed by a slight increase
from 2011 to 2016. Outpatients who were younger than
30 years old showed the lowest depression prevalence,
at 20.0% (170/797, 95% CI 14.0% to 28.0%, 1°=81.6%,
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Figure 2 Forest plot of the prevalence of depression or
depressive symptoms among outpatients. E.N.T., ear, nose,

throat.
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Figure 3 Bar graph of meta-analysis of the prevalence

of depression or depressive symptoms among outpatients
stratified by age and study year. (A) Prevalence of depression
or depressive symptoms among outpatients stratified by
year of study publication. (B) Prevalence of depression or
depressive symptoms among outpatients stratified by age.

p=0.0010), whereas the highest depression prevalence
was reported in outpatients older than 80 years at 34.0%
(397/2128,95% CI 15.0% to 69.0%, ’=96.8%, p<0.0001).
The prevalences reported in studies stratified by year are
presented in figure 3. Eight studies with healthy controls
were included in a subgroup. There was a significantly
higher prevalence of depression and depressive symp-
toms in outpatients than in healthy controls (OR 3.16,
95% CI 2.66 to 3.76, 1°=72.0%, 3 *=25.33) (figure 4).
Regarding the screening instruments used, higher prev-
alence estimates were found among studies that used BDI
(1816,/4702, 36.0%, 95% CI 29.0% to 44.0%, 1°=94.8%)
compared with those that used HADS (1003/2025,
22.0%, 95%CI 12.0% to 35.0%, 1°=96.6%). A meta-re-
gression analysis was conducted to evaluate the potential
heterogeneity in combined subtypes to assess study year,
country and specialty as sources of heterogeneity. In this
analysis, country, study year and specialties represented
a small amount of heterogeneity (p=0.0327, <0.05).
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Figure 4 Forest plot of the eight studies that included
control groups.
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Figure 5 Funnel plots to test the publication bias of the 8
studies that included control groups. Each point represents
a separate study on the indicated association. The points
were distributed asymmetrically, indicating the existence of
publication bias.

Funnel plots and tests indicated evidence of publication
bias (Egger’s test, p<0.001, figure 5). Sensitivity analyses,
in which the meta-analysis was serially repeated after
excluding each study, suggested that no individual study
affected the overall prevalence estimate by more than 1%
(online supplementary table 1).

DISCUSSION

We performed a systematic review and meta-analysis to
best estimate the prevalence of depression and depres-
sive symptoms in different clinical departments. Overall,
the prevalence of depression or depressive symptoms
among outpatients was 27.0%, ranging from 17.0% to
53.0% in different clinical departments. This study found
that outpatients from otolaryngology clinics had the
highest prevalence of depression (53.0%). Depression was
found to be an important mediator for otolaryngologic
conditions such as chronic tinnitus.” It was not surprising
that dermatology ranked the second highest and 39.0%
of outpatients from dermatology clinics suffered from
depression. Atopic dermatitis was found to be associated
with depression because the skin stigmata often causes
embarrassment, low confidence and sadness.'’ * Atopic
dermatitis is one of the most common dermatological
disorders and was found to be associated with negative
impact on the quality of life of patients, families and care-
givers.” ™ There is psychoneuroimmunology connection
between depression and medical illness.”’ The produc-
tion of pro-inflammatory cytokine (eg, IL-6) was found to
be higher in patients with atopic dermatitis® and IL-6 was
found to be raised in patients with depression.” Raised
IL-6 may cause depression in patient with atopic dermatitis.
This study found that 35% of outpatients from neurology
clinic suffered from depression. Genetic factors and auto-
antibodies play an important role in causing neuropsy-
chiatric complications including depression.”* Stroke is
a common neurological disorder and causes significant

health burden.”® The burden of stroke causes depres-
sion in both stroke patients and their caregivers.” Novel
rehabilitation intervention targeting at motor deficit was
designed to improve functional status and quality of life
of patients with stroke.”® This intervention might offer
hope and reduce prevalence of depression in patients
with stroke. Our study confirmed previous findings of the
higher prevalence of depression or depressive symptoms
in outpatients than in the general public.*® The preva-
lence of depression/depressive symptoms in outpatients
slightly decreased from 1990 to 2010. This decrease may
be due to the potentially improved recognition of the
illness and increased awareness for seeking help among
the general public. However, this explanation has yet to
be confirmed with population-based research. Depres-
sion or depressive symptoms are often overlooked during
daily medical care by busy professionals without specific
training in mental health, and our findings suggests
that specialists should focus on patients’ physical prob-
lems and their mental problems. We should enhance
the awareness of mental disorders during medical works
and strengthen the communication between doctors and
patients. Depression is expected to vary throughout the
life course, as ageing is a risk factor for the development
of depression and depressive symptoms. In this study, the
distribution of age-related depression had two peaks and
varied in different groups. Outpatients aged 30-40 years
old had a similar depression prevalence as outpatients
aged 80-90 years old, with rates ranging between 30.0%
and 40.0%. However, previous research on the associa-
tion between age and depression has shown contradictory
patterns.”* Klerman noted a particular emergence of
childhood depression and an increase in suicide attempts
and death among adolescents and young adults.”® Outpa-
tients aged 30—40 years suffering from chronic medical
illnesses are at higher risk for developing depression.
Depressed outpatients might develop maladaptive rumi-
nation and illness perception towards their chronic
medical illness.* Chronic medical illness may increase
the risk of suicide in adult outpatients because psycho-
somatic complaint such as headache was found to be an
important risk factor for suicide in adults.* Yang showed
that depression declined with age.* By contrast, Jorm
revealed that there was no consistent pattern across
studies regarding age differences in the occurrence of
anxiety, depression or distress.”® Our results showed that
the prevalence of depression and depressive symptoms
peaked among individuals aged 30-40 years and 80-90
years, consistent with the U-shaped ageing trajectory of
depression reported by a previous study.” It has been
suggested that depression reaches its highest level in
elderly aged 80 years or older because physical dysfunc-
tion and low personal control add to personal and status
losses.*” Risk factors of geriatric depression include poor
health, brain injury, low folate and vitamin B12 and raised
plasma homocysteine levels.* The association between
depression and chronic medical illnesses in elderly is due
to accompanying poor self-reported health and functional
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status.*” Further, history of depression and antidepressant
treatment are important risk factors for elderly suicide.*
The prevalence of depression and depressive symptoms
was found to be higher (p<0.0001) in developing coun-
tries (24.0%) than in developed countries (33.0%), a
greater difference and much higher than the 12-month
prevalence estimates in developed (5.5%) and developing
countries (5.9%) found in Kessler's study.47 However, a
possible limitation of this finding is that Kessler's study
was restricted to a small number of countries, a narrower
range of severe patients and a shorter research time.*’
More specifically, 13 studies from China were included in
the present meta-analysis. The prevalence of depression
or depressive symptoms among Chinese outpatients was
27.0% (1941/7194, 95% CI 22.0% to 33.0%, 1°’=95.4%),
which fell between the prevalence observed in developing
and developed countries (24.0%-33.0%) and consistent
with China’s national development.

Various factors may account for the heterogeneity in
this meta-analysis. First, differences in the assessments
instruments and cut-offs may have affected the diag-
nostic sensitivity and specificity. Modified diagnostic
criteria for depression and depressive symptoms have
been proposed for use in different health settings, but
there is no consensus regarding the optimal diagnostic
approach. Whether the existing diagnostic criteria are
ideal in different health settings remains to be deter-
mined. Additionally, little attention has been devoted to
the ICD (International Classification of Diseases) criteria,
in which a depressive episode is defined based on the
number and severity of the symptoms only.*® Second,
heterogeneity between individual studies existed due
to the different diagnostic methods applied in different
countries. Third, the study qualities varied. For example,
some studies used screening instruments with non-stan-
dard methods (eg, with cut-off scores that have not been
validated) or having different thresholds in depression
measurements that may increase the errors of prevalence
estimates. These variations were captured in part by the
modified Newcastle-Ottawa score, which assessed the risk
of bias in each study.

Publication bias was assessed in this review. First, the
exclusion of non-English publications likely contributed
to the bias in our analysis. However, given the large number
of included studies, we would not expect missed studies
to significantly affect the findings. Second, because of the
nature of the specialty, some studies examined the rates of
depression in females only. For example, the prevalence
of depression in obstetrics and gynaecology departments
was 25.0%, which may have caused selection bias. Also,
the ageing of the population phenomenon may have a
more profound impact of depression estimates in devel-
oped counties comparing with developing countries.
Third, the estimates of prevalence in some specialties
were based on an inadequate number of studies, which
may have affected the accuracy of the overall depression
prevalence. For instance, the prevalence of depression
in otorhinolaryngology departments was 53.0%, which

was calculated using data from only three studies. Third,
studies with fewer participants generally yielded more
extreme prevalence estimates, further suggesting the
presence of publication bias.* The study quality is also an
important factor for evaluating the presence of publica-
tion bias. However, the sensitivity analysis showed that no
individual study affected the overall prevalence estimate.

Limitations of this meta-analysis

Limitations should be considered when interpreting the
results of this study. First, the substantial heterogeneity
between studies was not fully explained by the variables
examined. For example, various disease categories, the
onset of depressive episode, medical expenses, medical
workers’ attitudes and patients’ race and gender may
contribute to the risk of depressive symptoms among
outpatients. Furthermore, compared with self-report
scales, interview methods commonly underestimate the
prevalence of psychiatric disorders.” Second, the major
update from the fourth edition of the Diagnostic and
Statistical Manual of Mental Disorders (DSM-IV) to the
fifth edition in 2013 may have affected the accuracy of
the prevalence estimates.” °' The severity indicator
for depression and depressive symptoms was updated
to be more precise, and this change may explain the
increase in prevalence between 2010 and 2016. Third,
the data were collected from studies that used different
cross-sectional study designs, including different diseases
and sample sizes. For example, in otorhinolaryngology
departments, only three diseases were included in the
meta-analysis, leading to low representativeness; however,
given the available publications in the database, we would
not expect this limitation to significantly affect the find-
ings. Another limitation is the paucity of longitudinal
data, which decreased the generalisability of the study
outcomes. Therefore, high-quality studies that use cohort
study designs to conduct follow-ups of depression might
provide more precise outcomes.” Fourth, using a single
measure to assess depression and depressive symptom
might improve the accuracy and sensitivity of the
outcomes. Finally, focusing on depression alone is insuf-
ficient. Depression and depressive symptoms with other
mental disorders remain an important and overlooked
complication among outpatients, and this oversight calls
for a more systematic approach to clinical assessment
and follow-up. In conclusion, this systematic review and
meta-analysis highlighted the overall high prevalence of
depression and depressive symptoms, which may have
long been overlooked in outpatients worldwide. Our
study also provided substantial quantitative subgroup
analyses that laid the foundation for researchers, clini-
cians and policy makers to develop effective strategies for
depression management.

CONCLUSION
In summary, our study has several implications for clin-
ical practice. First, we performed a systematic review and
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meta-analysis to estimate the prevalence of depression
and depressive symptoms in different clinical depart-
ments. Second, our results suggest that more attention
should be devoted to outpatient mental health, particu-
larly in clinical departments with a high depression prev-
alence (eg, outpatients at otolaryngology clinics had the
highest prevalence of depression (53.0%)). The inconsis-
tency of the findings across different specialties regarding
the prevalence of outpatients with depression could help
modify and improve clinical guidelines for the evalua-
tion and diagnosis of depression or depressive symptoms
in different medical settings. Third, we identified that
different screening instruments produce different esti-
mates, and these findings may provide a reliable reference
for developing an effective and unified measurement for
diagnosing depression. Fourth, the substantial heteroge-
neity between studies was not fully explained by the vari-
ables examined.
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