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Objectives: Concerns have been raised that the rigorous eligibility cri-
teria used to select patients for randomized controlled trials (RCTs) limit
the generalizability of trial findings. The objectives of this study were to
identify commonly used eligibility criteria in RCTs for chronic depres-
sion, to examine whether these criteria are met by patients with chronic
depression who are in routine care, and to identify differences between
patients who would and would not meet RCT criteria.Methods: Thirteen
eligibility criteria were extracted from eight RCTs of combined psycho-
therapeutic and pharmacological interventions for patients with chronic
depression. These criteria were then applied to a sample of patients with
chronic depression receiving care in one of ten German hospitals (N=231).
Demographic, clinical, and treatment characteristics of those who met the
RCT criteria and those who did not were compared in univariate and
multivariate analyses. Results:Only 25% of the 231 inpatients met all RCT
eligibility criteria. Patients were ineligible mainly because of suicide risk,
low severity of depression at admission, and concurrent psychiatric or
somatic disorders. No statistically significant differences were found be-
tween those who met the criteria and those who did not in demographic
characteristics, length of inpatient stay, treatment outcome, and efficacy of
certain antidepressants, except that slightly more patients meeting RCT
criteria received selective serotonin reuptake inhibitors. Conclusions:
Findings suggest that the generalizability of RCT findings to routine health
care is less limited than frequently supposed. (Psychiatric Services 65:897–
904, 2014; doi: 10.1176/appi.ps.201300309)

Comparedwithnonchronic forms
of depression, chronic depres-
sion is associated with more

severe functional impairment (1), greater
use of health care, and higher hospi-
talization rates (2,3). Randomized con-

trolled trials (RCTs) have reported
promising results for the efficacy of
several pharmacological, psychother-
apeutic, and combined pharmacologi-
cal and psychotherapeutic interventions
for chronic depression (4–11).

RCTs often focus on high internal
validity—that is, whether potential
group differences regarding the out-
come can be attributed with a high
degree of certainty to the received
treatment. Yet the relevance of these
trials for routine care depends on
external validity (or generalizability)—
that is, whether the results can be rea-
sonably applied to a definable group of
patients in a particular clinical setting
in routine practice (12). External val-
idity is often neglected in comparison
with internal validity for several rea-
sons. For example, drug licensing bod-
ies, such as the U.S. Food and Drug
Administration, do not require evi-
dence that a drug has a clinically useful
treatment effect or that a trial popula-
tion is representative of routine clinical
practice (12). In addition, guidance from
ethics committees or funding agencies
and reporting guidelines for RCTs em-
phasize internal validity over external
validity (12). The focus on internal val-
idity is often justified on the grounds
that without internal validity, external
validity or generalizability would be ir-
relevant or misleading (13). In recent
years, practical clinical trials (PCTs)
that aim to provide generalizable an-
swers to important clinical questions
without bias have been proposed;
however, support for PCTs is still
limited (14).

One strategy often used in RCTs to
increase internal validity is to conduct
research in a homogeneous sample of
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Table 1

Studies that examined differences between patients with depression who were eligible for a randomized controlled
trial (RCT patients) and those who did not meet eligibility criteria (non-RCT patients)a

Study
Sampling and
treatment options

Sample
N

RCT
patients (%) Eligibility criteria for RCT Main results

Schindler et al.,
2011 (22)

Baseline interview and stan-
dard sessions (up to 5) of
pretreatment phase for
outpatient psychotherapy
in Germany (N=1,584);
primary diagnosis of de-
pression (N=1,067); $6
sessions of psychotherapy;
BDI score indicating a de-
pressive disorder; no in-
complete data; treatments:
cognitive-behavioral psy-
chotherapy and cognitive
psychotherapy

338 76 No alcohol use or substance
use disorders; no psy-
chotic disorders, organic
brain syndrome, develop-
mental disorder, or dys-
thymic disorder; no
suicide risk

No baseline differences be-
tween RCT and non-RCT
patients in age, gender,
family status, years of edu-
cation, psychotropic medi-
cation, previous treatment,
number of treatment ses-
sions, duration of therapy,
somatoform disorders, eat-
ing disorders, or axis II
comorbidity; more anxiety
among RCT patients; both
groups showed smaller
treatment effect sizes than
those reported in clinical
trials.

van der Lem
et al.,
2011 (19)

Current major depressive
disorder (N=1,653); at
least one follow-up as-
sessment of treatment
outcome; stepped-care
treatment options, in-
cluding pharmacotherapy
and psychotherapy

626 17–25b No history of manic or hy-
pomanic episodes, psy-
chotic features, dysthymic
disorder, anxiety disor-
ders, eating disorders,
attention-deficit hyperac-
tivity syndrome, somato-
form disorders, or
borderline personality dis-
order; no high suicide risk;
no alcohol or drug abuse
or dependence (previous 6
months); HAM-D score
$18; duration of current
episode $4 weeks and #2
years

No group differences be-
tween response and remis-
sion rates; no correlation
between eligibility criteria
and rates of response or
remission

Wisniewski
et al.,
2009 (20)

Age range of 18–75 years;
single episode or recur-
rent major depressive
disorder; HAM-D score
$14; no treatment resis-
tance; not pregnant or
breastfeeding; no bipolar
disorder, psychosis, obses-
sive-compulsive disorder,
eating disorder, or sub-
stance abuse requiring
treatment; no medication
other than study medica-
tion; no somatic comor-
bidity to contraindicate
study medication (for ex-
ample, seizures); N=4,177
consented to study; treat-
ment: citalopram

2,876 22 HAM-D score $19; no
more than one medical
condition; no obsessive-
compulsive disorder; no
more than one concurrent
psychiatric disorder; dura-
tion of current episode
#24 months

For RCT patients: shorter
duration of current epi-
sode, fewer with a family
history of substance abuse,
fewer with previous sui-
cide attempts, and fewer
with anxious and atypical
symptoms. RCT patients
had higher rates of re-
sponse and remission (af-
ter analysis controlled for
baseline differences).

Zetin and
Hoepner,
2007 (21)

Outpatients in private
practice (N=817); age
range 16–65 years; pri-
mary diagnosis of major
depressive disorder or bi-
polar disorder; HAM-D
score $7; treatment:
pharmacotherapy

348 9 No bipolar or psychotic fea-
tures; no suicidal ideation,
comorbid axis I disorders,
borderline personality dis-
order, or dysthymic disor-
der; HAM-D score $20;
duration of current epi-
sode $4 weeks and #2
years

No between-group differences
reported

Continues on next page
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patients defined by strict eligibility
criteria (15). However, the use of rig-
orous eligibility criteria to select pa-
tients for efficacy trials may limit the
generalizability of results (16).
In recent years, the generalizability

of findings from efficacy trials of in-
terventions to treat depression has
been questioned (17). Central to the
question of generalizability is whether
there are differences in clinical, de-
mographic, and psychosocial charac-
teristics and in treatment outcome
between patients who would qualify
for an antidepressant efficacy trial and
patients who would not (18).
Between 9% and 76% of depressed

outpatients (mainly those without
chronic depression) who seek routine
treatment would qualify for efficacy
trials (18–22). Compared with these
patients, those who would be excluded
were found to be a more chronically ill
group, with more previous episodes
of depression, greater psychosocial
impairment, more personality pa-
thology (18), longer average dura-
tion of illness, higher rates of family
history of substance abuse, more prior
suicide attempts, and a greater num-
ber of anxious and atypical symptom
features (20).
Inconsistent findings have been re-

ported regarding differences in treat-
ment outcome between patients who
would or would not be included in
a trial. More favorable outcomes were
reported for patients who would typ-
ically be included in a trial of citalo-
pram, compared with those who would
typically be excluded (20). However,

another study did not report different
between-group outcomes for psycho-
therapy (22). Treatment effects among
patients in routine practice were found
to be smaller than effect sizes reported
in relevant RCTs (22). However, the
influence of eligibility on treatment out-
come was found to be rather small
(19,23). Table 1 presents a detailed
description of these studies, addressing
differences between potentially included
and excluded patients.

None of the studies mentioned above
focused on chronically depressed in-
patients. Therefore, little is known
about the generalizability of findings
from antidepressant efficacy trials for
this subgroup in this setting. Compared
with nonchronic depression, chronic
depression is more often characterized
by a longer duration of the depressive
episode, a family history of mood dis-
orders, and psychiatric comorbidity
(24), and these characteristics are more
often found among patients who are
excluded from antidepressant efficacy
trials (18,20), which is of particular
relevance.

The objectives of this study were to
identify typical eligibility criteria used
in RCTs of treatments for chronic
depression, to examine whether these
criteria aremet by patients with chronic
depression treated in routine inpa-
tient care, to examine whether pa-
tients meeting RCT eligibility criteria
are treated differently in routine care,
and to determine whether these pa-
tients respond differently to routine
care than patients who do not meet
RCT eligibility criteria.

Methods
Eligibility criteria were extracted from
RCTs of treatments for chronic de-
pression. Trials were selected for this
study if they included patients with
chronic depression who were treated
in at least one study arm with a com-
bined psychotherapeutic and pharma-
cological intervention. We focused on
combined interventions because these
are recommended by current treat-
ment guidelines for chronic depres-
sion (25–27) and becausemany patients
in routine care are treated with more
than one type of intervention (28). A
total of eight RCTs were identified
through a systematic database search
(conducted in January 2010) including
MEDLINE and EMBASE (4–11). A
detailed description of the systematic
search and of all included trials can be
found elsewhere (29–31).

We conducted an exploratory sec-
ondary analysis of data from a large
multicentre trial of routine inpatient
depression treatment inGermany (32).
The studied population included adult
patients with any depressive disorder
who received a minimum of three days
of routine inpatient depression treat-
ment in one of ten cooperating hos-
pitals during the recruitment phase
betweenDecember 2001 andFebruary
2003. Because our secondary analysis
focused only on chronic depression,
we included patients with an onset of
depression at least two years before
admission to inpatient treatment who
were currently treated either because
of a “worsening of a chronic state” or
“persistence of a long-lasting state”

Table 1

Continued from previous page

Study
Sampling and
treatment options

Sample
N

RCT
patients (%) Eligibility criteria for RCT Main results

Zimmerman
et al.,
2005 (18)

$18 years old; no bipolar or
psychotic features; major
depressive disorder; out-
patient treatment (not
further specified)

599 21 HAM-D score $20; no
suicide risk; no recent
diagnosis of substance
abuse or dependence; no
comorbid posttraumatic
stress disorder, panic dis-
order, generalized anxiety
disorder, or obsessive-
compulsive disorder

Patients excluded from the
RCT because of suicide
risk or comorbidities had
greater social impairment,
more frequently missed
work, longer episode du-
ration, more previous sui-
cide attempts, and more
cluster B and C personal-
ity disorders.

a Abbreviations: BDI, Beck Depression Inventory; HAM-D, Hamilton Rating Scale for Depression
b Depending on assessment of personality
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according to the documentation of the
psychiatrist in charge at admission.
The psychiatrists documented the

patients’ demographic characteristics,
history of depression, and psychopa-
thology with the Psychiatric Basic
Documentation System (33) and rated
the patients’ level of depression at ad-
mission and discharge with the Ham-
ilton Rating Scale for Depression
(HAM-D) (34).We operationalized each
of the identified RCT eligibility criteria
with data from the Psychiatric Basic
Documentation System. On the basis

of these operationalizations, we calcu-
lated absolute and relative frequencies
of whether the inpatients in routine
care met the criteria. We also calcu-
lated the number and proportion of
patients who met all eligibility criteria
and who would thus be eligible to par-
ticipate in RCTs (referred to below as
“RCT patients”) and the number and
proportion who would be excluded
from RCTs for any reason (“non-RCT
patients”).

We used three definitions of treat-
ment outcome: response, defined as

symptom reduction between admis-
sion and discharge of at least 50%;
remission, defined as severity of de-
pression at discharge#7 points on the
HAM-D; and absolute symptom re-
duction on the HAM-D between ad-
mission and discharge. Chi square
tests and t tests were used to examine
differences in treatment outcome
between RCT patients and non-RCT
patients.

We also compared the RCT and
non-RCT groups on the effectiveness
of various treatments strategies used

Table 2

Eligibility criteria used in eight randomized controlled trials and patients in a routine care sample (N=231) who met
or did not meet them

RCT eligibility criteria
N of studies
using criterion

Operationalization
through routine data

Routine care sample

Would meet criterion Would not meet criterion

N % N %

Ability to consent to study 7 Treated at own will 227 98 4 2
Sufficient language skills 2 German as first language or

good German language
skills

223 97 8 3

Age between 18 and 75 7 Age range 18–75 221 96 10 4
No concurrent psychiatric
disorders (most frequently
schizophrenia, other psychotic
disorder, bipolar disorder,
or substance use disorder)

8

Any ICD–10 diagnosis
code indicating a men-
tal or behavioral disorder
due to psychoactive sub-
stance use; schizophrenia,
schizotypal, or delusional
disorders; or bipolar
affective disorder 194 84 37 16

No concurrent somatic diseases 7 Somatic comorbidity 143 62 88 38
Not pregnant or breastfeeding 5 Pregnant or lactating 231 100 0 —
No suicide risk 4 High suicidal tendencya at

admission or admission
due to self-threatening
behavior or attempted
suicide just before
admission

163 71 66 29

Minimum severity of
depression at baseline

5 Hamilton Rating Scale for
Depression score
$16 at admission

170 83 34 17

Specific diagnosis of chronic
depression (for
example, dysthymia)

8 nab

Not previously treated with
an intervention tested
in the study

2 nab

Nonresponse to an adequate
intervention

3 nab

Not currently treated with an
intervention other than the
study intervention

5 nab

No contraindications to the
study intervention

6 nab

All above criteria 58 25 173 75

a Assessed in accordance with the AMDP (Working Group for Methodology and Documentation in Psychiatry) system by the physician at admission
b Not applicable; no corresponding data collected in routine care
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during the inpatient stay. More specif-
ically, we focused on selective serotonin
reuptake inhibitors (SSRIs), tricyclic anti-
depressants (TCAs), monoamine oxidase
inhibitors (MAOIs), modern antidepres-
sants (venlafaxine, mirtazapine, and
reboxetine), and psychotherapeutic
interventions. In a multigroup logis-
tic regression model, we included the
various treatment strategies as predic-
tors of treatment outcome.We included
all strategies in the same model to esti-
mate the efficacy of a certain treatment
strategy while statistically controlling
for the effects of all other treatment
strategies.
We decided not to control for any

patient characteristics (such as base-
line difference in depression severity)
because we assumed that relevant pa-
tient characteristics influenced both
the chance to be eligible for an RCT
and the choice of treatment strategy
in routine care. These baseline patient
characteristics are therefore not con-
sidered to be “confounders” that need
to be controlled to estimate unbiased
treatment effects in our analysis.
Rather, differences in these character-
istics are inherent to the groups we
want to compare (and if the differ-
ences lead to patients being eligible
or not eligible, they also define the
groups of interest). Our central re-
search question was whether these
differences themselves lead to dif-
ferential effects of specific treatment
strategies.
Regression coefficients were esti-

mated separately in both groups (RCT
and non-RCT patients) within the mul-
tigroup model, and group differences in
regression coefficients were tested for
statistical significance with z tests. Re-
sponse rates were used as the outcome
criterion, and odds ratios (ORs) were
used as a measure of effect size. To
compare ORs of response rates, multi-
group logistic regression models were
estimated. The differences in regression
coefficients were tested for significance
by z tests.
Analyseswere performedusingPASW

Statistics for Windows, version 18.0, and
Mplus 6.1 (35).

Results
We identified 13 eligibility criteria
used in eight RCTs of combined psy-
chotherapeutic and pharmacological

interventions. All criteria were used in
more than one study, and all studies
used more than one eligibility criterion.
Most studies explicitly mentioned the
ability to provide written informed con-
sent, a certain age range, and a specific
diagnosis of chronic depression. Most
studies excluded patients older than
75 and those who had various con-
current psychiatric or somatic disor-
ders. The criteria are listed in Table 2,
along with our operationalization of
these criteria.

A total of 2,133 patients were in-
cluded in the primary multicentre
trial of routine inpatient depression

treatment in Germany (32), of which
231 were treated because of chronic
depression and could be included in
this secondary analysis. The mean6SD
age of the 231 patients was 51.6612.9
years, and more than half were female
(62%). The mean inpatient stay for
these patients was 55.8638.3 days,
and patients had a high severity of de-
pression at admission (HAM-D score
of 23.368.2). Most patients received
a combination of psychotherapy and
pharmacotherapy; seven (3%) were
treated exclusively with psychothera-
peutic interventions and 27 (12%)
with pure pharmacological interventions.

Table 3

Characteristics of patients in a routine care sample (N=231) who met or
did not meet all eligibility criteria for inclusion in randomized controlled
trialsa

Characteristic

Met criteria
(N=58)

Did not meet criteria
(N=173)

pN % N %

Female 37 64 107 62 .876
Age (M6SD) 50.1611.2 52.1613.4 .306
Marital status .402
Single 5 9 28 16
Married 39 67 97 56
Divorced or separated 9 16 29 17
Widowed 5 9 19 11

Education .786
Low (9 years) 24 45 84 49
Middle (10 years) 15 28 44 26
High ($12 years) 9 17 32 19
None or other (,9 years) 5 9 10 6

HAM-D score (M6SD)b 24.766.7 22.868.6 .102
Duration of illness (M6SD years) 10.769.6 12.0611.7 .439
High risk of suicide 0 — 66 39 ,.001
Psychiatric comorbidityc 0 — 37 21 ,.001
Somatic comorbidities 0 — 88 51 ,.001
Treatment characteristic
Selective serotonin

reuptake inhibitor 22 38 41 24 .042
Tricyclic antidepressant 14 24 53 31 .405
Modern antidepressantd 24 41 75 43 .878
Monoamine oxidase inhibitors 4 7 12 7 .999
Psychotherapy 37 64 110 64 .999
Combined treatment 45 78 121 70 .313
Length of inpatient

stay (M6SD days) 55.7630.4 55.9640.7 .971
Outcome
Response 43 77 94 65 .129
Remission 26 46 73 50 .753
Response and remission 26 46 71 49 .756
Symptom reduction (M6SD) 15.867.9 13.569.1 .103

a Means were compared by t tests, and proportions were compared by chi square tests (Fisher’s
exact test).

b Hamilton Rating Scale for Depression. Possible scores range from 0 to 66, with higher scores
indicating greater depression severity.

c Schizophrenia, other psychotic disorder, bipolar disorder, or substance use disorder
d Venlafaxine, mirtazapine, and reboxetine
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The most frequent psychotherapeutic
intervention was cognitive-behavioral
therapy, followed by psychodynamic
psychotherapy and interpersonal
psychotherapy.
Of the 231 inpatients with chronic

depression, only 25% met all 13 RCT
eligibility criteria (Table 2). Four of
the 13 criteria were met by nearly all
patients: ability to give informed con-
sent (98%), operationalized as being
treated of their own will; sufficient
language skills (97%); younger than
75 years (96%); and not pregnant at
admission (100%). However, a rather
high percentage of these patients would
not be eligible for RCTs because of
somatic (38%) or psychiatric (16%)
comorbidities, a high risk of suicide
(29%), or a rather low severity of de-
pression (HAM-D #16) at admission
(17%).
We did not detect any statistically

significant differences at admission in
demographic characteristics between
RCT patients and non-RCT patients
(Tables 3 and 4). Differences between
RCT and non-RCTpatients were found
in clinical characteristics that were
used as eligibility criteria. The non-
RCT patients had various concurrent
somatic or psychiatric disorders, which
the RCT patients did not have, and
a higher risk of suicide than the RCT
patients. No statistically significant dif-
ferences were found for baseline de-
pression severity.
Of the RCT patients, 38% received

SSRIs during their inpatient stay, com-
pared with 24% of the non-RCT pa-
tients (p=.042). No statistically significant

differences between the two groups
were found in regard to treatment
with TCAs, modern antidepressants,
MAOIs, psychotherapy, combined psy-
chotherapeutic and pharmacological
interventions, and length of inpatient
stay (Table 3).

At the end of inpatient treatment,
46% of the RCT patients and 50% of
the non-RCT patients reached re-
mission, which was not a significant
difference. At this time, 77% of the
RCT patients and 65% of the non-
RCT patients were classified as re-
sponders, and the average reduction
inHAM-D scores was 15.867.9 among
RCT patients and 13.569.1 among
non-RCTpatients.Differences in treat-
ment outcome at the end of inpatient
treatment between RCT patients and
non-RCT patients did not reach statis-
tical significance (Table 3).

For the RCT and non-RCT groups,
the ORs of response rates of patients
who were or were not treated with a
certain treatment (SSRIs, TCAs, mod-
ern antidepressants, MAOIs, or psycho-
therapy) were estimated. A comparison
of the ORs indicated no statistically
significant between-group differences
in effectiveness (Table 4).

Discussion
We identified a broad range of eli-
gibility criteria typically used in RCTs
that examine the effectiveness of com-
bined psychotherapeutic and pharma-
cological interventions for chronic
depression. Applying these eligibility
criteria to a sample of inpatients with
chronic depression in routine inpatient

care, we found that a rather low per-
centage of patients would be eligible
for RCTs (25%). This finding is con-
sistent with previous research involving
patients with nonchronic forms of de-
pression who were screened for eligi-
bility for clinical trials or screened in
outpatient psychiatric care (18–21). Pa-
tients would have been excludedmainly
because of suicide risk, low severity of
depression at admission, and concur-
rent psychiatric or somatic illnesses.

We compared patients who met
RCT eligibility criteria and those who
did not, and we did not find statis-
tically significant differences in de-
mographic characteristics, length of
inpatient stay, treatment outcome, and
effectiveness of certain antidepres-
sants, except that the percentage of
patients receiving SSRIs was slightly
larger in the RCT group. Our results
indicated substantial heterogeneity of
the effectiveness of single treatment
strategies both between groups (effect
sizes differed strongly between groups)
and within groups (large confidence
intervals of ORs in each group). How-
ever, the group differences were not
statistically significant. One explanation
may be a lack of power resulting from
the limited sample size. Another expla-
nation may be that the effectiveness of
single treatment strategies in inpatient
depression treatment variesmainly with-
in each group of patients rather than
systematically between RCT and non-
RCT groups. This explanation would
indicate that factors other than eligibility
criteria modify treatment effects in
routine care.

It should be noted that we could
examine the effectiveness of only five
specific interventions. Additional treat-
mentmodalities used in inpatient treat-
ment, such as occupational therapy or
somatic interventions, were not exam-
ined. Interaction effects between the
examined interventions could not be
accounted for because of the small
sample. It is therefore possible that
response variability to specific inter-
ventions was “overridden” by exposure
to intensive treatment in an inpatient
setting.

Because this study was based on
routine data from inpatient depres-
sion treatment, we could not apply all
eligibility criteria typically used in RCTs,
such as contraindications in regard to a

Table 4

Treatment response of patients in routine care (N=231) who met all
eligibility criteria for inclusion in randomized controlled trials (RCT
patients) and those who did not (non-RCT patients)a

Strategy

RCT patients Non-RCT patients

pOR 95% CI OR 95% CI

Selective serotonin reuptake inhibitor .51 .12–2.44 .99 .36–2.69 .483
Tricyclic antidepressant 3.56 .37–34.63 1.20 .48–3.00 .385
Modern antidepressantb .67 .14–3.13 1.58 .61–4.07 .484
Monoamine oxidase inhibitors .23 .02–2.60 .62 .15–2.60 .353
Psychotherapy 1.00 .24–4.17 .56 .27–1.16 .471

a Reference group, psychotherapy. To compare odds ratios (ORs) of response rates, multigroup
logistic regression models were estimated. The differences in regression coefficients were tested
for significance (difference from zero) by z tests.

b Venlafaxine, mirtazapine, and reboxetine
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specific study drug or the formal as-
sessment of a specific subgroup di-
agnosis. Thus, on the one hand, our
operationalization of eligibility criteria
was not as strict as those actually
applied in RCTs. On the other hand,
because we combined eligibility cri-
teria extracted from multiple clinical
trials, our criteria were stricter than
those of a single study.
A major strength of this study was

the use of routine data, which allowed
investigation of the role of eligibility
criteria in a sample of inpatients with
chronic depression who did not un-
dergo any kind of preselection, con-
trary to previous research, in which
patients who sought treatment in
clinical trials were included (20).

Conclusions
Our study provides empirical evidence
to inform the discussion of whether
findings from clinical trials of treat-
ments for chronic depression can be
generalized to routine inpatient care.
First, we showed that most of the in-
patients with chronic depression in
routine care would normally not be
included in clinical trials. Second, we
did not find evidence that treatment
outcome significantly differed between
patients who would and would not have
been eligible for RCTs.
Our findings imply that even though

most inpatients in routine care would
not be suitable for clinical trials, the
generalizability of RCT findings to
routine care is less limited than fre-
quently suspected. Furthermore, in
clinical trials that apply commonly used
eligibility criteria, a large number of
patients (about four times the plan-
ned sample size) would need to be
screened to yield a sufficient number of
patients with chronic depression.
In our study we focused on possible

effects of patient characteristics on
the generalizability of findings from
RCTs to routine care, which is a central
aspect in assessing whether evidence
from RCTs is useful in establishing
evidence-based practice (13). How-
ever, for a broader evaluation of the
generalizability of findings of clinical
trials, further research is needed on
other factors relevant to the evalua-
tion of generalizability. Such research
would examine the implementation of
the intervention and maintenance of

effects—for example, by comparing
whether antidepressants are delivered
in the same way in clinical trials and
routine care (dosage, duration, expe-
rience of staff members, and so forth).
Another approach to account for the
generalizability of findings from clin-
ical trials is to choose a priori an ap-
propriate research methodology for
conducting clinical trials in fields as
complex as the treatment of chronic
depression in routine care, as proposed
by the Medical Research Council
guideline for developing and evaluat-
ing complex interventions (36).
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