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Depression affects one in eight
persons in the United States
(1) and is projected to be-

come the second leading cause of dis-
ability in the world by the year 2020
(2). However, generalizable evidence
from clinical trials to inform treat-
ment selection and sequencing is
quite limited. Most clinical trial par-
ticipants are recruited by advertise-
ment rather than from representative
practice settings. Eligibility criteria
often exclude persons who have coex-
isting general medical or psychiatric
disorders or who are taking medica-
tion other than antidepressants (3,4).
Those with chronic depression or cur-
rent suicidal ideation are also exclud-
ed (1,5). Consequently, the available
“evidence” from clinical trials in-
volves a largely “pure,” uncomplicat-
ed population of depressed patients
that is rarely seen by most practicing
clinicians (6).

In addition, the care delivered in
these efficacy trials, which involves
using interviewer-administered meas-
ures and frequent and time-intensive
follow-up interviews, blinding pa-
tients and physicians to treatment,
and employing fixed dosing strate-
gies, does not reflect what is and can
be done in real-world practices. The
available evidence may not translate
to the care provided by practicing
psychiatrists and primary care physi-
cians (7). Further, the bulk of the ev-
idence base is for patients who have
yet to experience treatment failure in
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atric and primary care clinics. All participants began on citalopram and
were managed by clinic physicians, who followed an algorithm-guided
acute-phase treatment through five visits over 12 weeks. At the end of
each sequence, patients whose depression had not fully remitted were
eligible for subsequent randomized trials in a sequence of up to three
clinical trials. In general, remission rates in the study clinics were low-
er than expected, suggesting the need for several steps to achieve re-
mission for most patients. There was no clear medication “winner” for
patients whose depression did not remit after one or more aggressive
medication trials. Both switching and augmenting appeared to be rea-
sonable options when an initial antidepressant treatment failed, al-
though these two strategies could not be directly compared. Further,
the likelihood of remission after two vigorous medication trials sub-
stantially decreased, and remission would likely require more compli-
cated medication regimens for which the existing evidence base is
quite thin. STAR∗D demonstrated that inclusion of more real-world pa-
tients in clinical trials is both feasible and informative. Policy implica-
tions of the findings, as well as the study’s limitations, are discussed.
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their current episode of depression,
even though only about a third of pa-
tients achieve remission after a single
treatment (8). Management of most
patients after one or more failed
treatments is not evidence based.

To address these knowledge
deficits, the Sequenced Treatment
Alternatives to Relieve Depression
(STAR∗D) study (www.star-d.org), a
large-scale clinical trial funded by
the National Institutes of Health,
aimed to develop and evaluate feasi-
ble treatment strategies to improve
clinical outcomes for more represen-
tative, “real-world” outpatients with
one or more prior failed treatments.
The study created its own prospec-
tively defined sample of treatment-
resistant patients from a pool of pa-
tients currently experiencing a major
depressive episode for subsequent
inclusion in a series of up to five
prospective treatments. Specifically,
STAR∗D aimed to determine which
of several treatments are the most
effective “next-step” treatments for
patients whose symptoms do not re-
mit or who cannot tolerate the initial
treatment and, if needed, ensuing
treatments. This article provides an

overview of the design, methods, and
results of STAR∗D, with attention to
the implications and limitations of
the trial.

The rationale and 
design of STAR∗D
Design
The rationale and design of the study
have been fully described elsewhere
(3,4,9). STAR∗D is the largest pros-
pective clinical trial of major depres-
sive disorder ever conducted. It was a
multicenter, nationwide association of
14 university-based regional centers,
which oversaw a total of 23 participat-
ing psychiatric clinics and 18 primary
care clinics. Enrollment began in
2000, with follow-up completed in
2004. All enrolled patients began on a
single selective serotonin reuptake in-
hibitor (SSRI) (citalopram) and were
managed by clinic physicians, who
followed an algorithm-guided acute
phase treatment through five visits
over a 12-week course. Dosing was
aggressive and focused on maximiz-
ing the tolerable dose; if patients who
were tolerating a medication had not
achieved remission (that is, complete
recovery from the depressive epi-

sode) by any of the critical decision
points (weeks 4, 6, and 9), the algo-
rithm recommended increasing the
dose. Patients whose depression did
not remit after this initial treatment
were able to participate in a se-
quence of up to three randomized
clinical trials or levels. For example,
at the end of level 1, patients whose
depression had not fully recovered
were eligible to participate in level 2
(Figure 1).

Treatment assignments were made
using an equipoise stratified random-
ized design (10). To reflect treatment
decisions in clinical practice, patients
were allowed to choose among ac-
ceptable options (for example, to
switch to a different treatment or
augment the current treatment with
an additional treatment). Participants
could opt out of certain strategies as
long as there were at least two possi-
ble options to which they might be
randomly assigned.

Participants
Study entry criteria were broadly de-
fined and inclusive. Patients had to
have nonpsychotic major depressive
disorder identified by clinicians and
confirmed with a symptom checklist
based on DSM-IV-TR (11), for which
antidepressant treatment is recom-
mended. Patients, whose ages ranged
from 18 to 75, had to score of ≥14 on
the 17-item Hamilton Rating Scale for
Depression (HAM-D) (12) and could
not have a primary diagnosis of bipo-
lar disorder, obsessive-compulsive
disorder, or an eating disorder or
have a history of a seizure disorder. A
total of 4,041 patients were enrolled
in the first level of treatment, making
STAR∗D the largest prospective clini-
cal trial of depression ever conducted.

Setting
Both primary and specialty care sites
that provided care to public- and pri-
vate-sector patients were selected on
the basis of having sufficient numbers
of patients, sufficient numbers of cli-
nicians, sufficient administrative sup-
port, and sufficient numbers of pa-
tients from racial-ethnic minority
groups to ensure that the study popu-
lation would mirror the U.S. census
data and that results would be widely
generalizable. The median number of
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STAR∗D treatment levels

Switch to: or Augment with:
bupropion (sustained release), or bupropion (sustained release), or
venlafaxine (extended release), or buspirone, or
sertraline, or cognitive therapy
cognitive therapy

Switch to: or Augment with:
mirtazapine or lithium or
nortriptyline T3 thyroid hormone

Level 2a
(only for those
receiving cognitive
therapy in level 2)

Switch to:
bupropion (sustained release) or
venlafaxine (extended release)

Level 4

Level 3

Level 2

Level 1

Switch to:
tranylcypromine or
mirtazapine + venlafaxine (extended release)

Citalopram



clinicians was 14 at the 18 primary
care sites and 12 at the 23 specialty
sites. Three-quarters of the facilities
were privately owned, and approxi-
mately two-thirds were freestanding
(not hospital based).

Measures
The primary research outcome was
the standard definition of remission
as measured by the HAM-D (13). As-
sessments were conducted by treat-
ment-blinded raters at exit from each
treatment level. A secondary instru-
ment, the 16-item Quick Inventory of
Depressive Symptomatology–Self-
Report (QIDS-SR), was administered
at each clinic visit, and remission was
measured as a score of ≤5. Because
the QIDS-SR was most often success-
fully collected at a time point closer to
when a patient exited a level, the
QIDS-SR provided more frequent
assessment points during the acute
phase and may have been a slightly
better reflection of actual remission.
The group of patients who improved
but whose symptoms did not com-
pletely remit was defined as those
who showed a ≥50% reduction in
QIDS-SR score from baseline to the
last assessment in the level.

Intervention
A systematic approach to treatment
called measurement-based care was
used that can be easily implemented
in busy primary care or psychiatric
settings (14,15). Measurement-based
care involves the routine use of symp-
tom and side-effect measurement,
with guidance on when and how to
modify medication dosages at critical
decision points.

STAR∗D results
Level 1 outcomes
A total of 2,876 individuals with ana-
lyzable data completed level 1 treat-
ment. Measurement-based care was
feasible and led to an average citalo-
pram dosage of greater than 40 mg
per day, indicating that high-quality
care was delivered in these real-world
settings. Remission rates were 27% as
measured by HAM-D and 33% as
measured by QIDS-SR, and response
rates were 47% as measured by
QIDS-SR. For those whose symp-
toms remitted, the mean time to re-

mission was approximately 47 days.
Factors that increased the chance of
remission included being Caucasian,
female, and employed and having
more years of education and income.
Factors associated with lower remis-
sion rates were greater chronicity of
the current episode, more concurrent
psychiatric disorders (especially anxi-
ety disorders or drug abuse), greater
degree of general medical comorbid-
ity, and lower levels of functioning
and quality of life at baseline.

On average, patients required near-
ly seven weeks of measurement-
based care to achieve remission. No-
tably, approximately half of the pa-
tients who ultimately remitted did so
after six weeks, and 40% of those who
achieved remission required eight or
more weeks to do so (15).

Level 2 outcomes
After consideration of patient prefer-
ence, 727 patients were randomly as-
signed to the switch strategy option
in level 2. Nearly one-quarter of pa-
tients achieved remission when
switched to measurement-based
care–guided treatment with sertra-
line (a “within class” SSRI switch),
venlafaxine-XR (a serotonin-norepi-
nephrine reuptake inhibitor), or
bupropion-SR (a norepinephrine and
dopamine reuptake inhibitor) (16).
Remission rates for bupropion-SR
(21% by HAM-D and 26% by QIDS-
SR), sertraline (18% and 27%), and
venlafaxine-XR (25% for both) were
neither statistically nor clinically dif-
ferent by either measure. Mean daily
dosage at the final visit for bupropi-
on-SR was 282.7 mg, for sertraline it
was 135.5 mg, and for venlafaxine-
XR was it 193.6 mg. Of note, the
dosage of venlafaxine was less likely
to approach the protocol-recom-
mended maximum than that of ei-
ther of the other two drugs. The
overall side effect burden and the
rate of serious adverse events did not
differ significantly among the three
medications.

Moderators of remission were also
studied but offered little help in the
selection of antidepressants after an
initial treatment failure. Neither clin-
ical symptom patterns (including anx-
ious, atypical, and melancholic fea-
tures) nor standard demographic

measures were of clear value in rec-
ommending any particular medica-
tion for a second step treatment (17).

Augmentation strategy. After con-
sideration of patient preference, 565
patients were randomly assigned to
the augmentation strategy option in
level 2. Augmentation of citalopram
with bupropion-SR or buspirone led
to similar rates of remission as meas-
ured by the HAM-D (30% and 30%,
respectively) and by the QIDS-SR
(39% and 33%, respectively) (18).
However, on an alternative outcome
measure, bupropion-SR was associat-
ed with a greater total reduction in
QIDS-SR scores than buspirone
(25% compared with 17%, p<.04).
Mean daily dosages at the end of lev-
el 2 were 267.5 mg of bupropion-SR
and 40.9 mg of buspirone. Of note,
augmentation with bupropion-SR
was slightly better tolerated than bus-
pirone (intolerable for 13% com-
pared with 21% for buspirone,
p<.001). Overall, these results indi-
cate that the choice of either aug-
mentation agent did not produce sub-
stantial clinical differences in efficacy.

The data collected did not allow di-
rect comparison of the benefits of
switching versus augmenting. Patient
preferences were a part of the
equipoise randomization strategy,
and most patients preferred either
augmentation or switching at level 2
(19). Consequently, patient groups
were not equivalent at the point of
randomization at the beginning of
level 2; the augmentation group at
level 2 was somewhat less depressed
than the group that switched.

Cognitive therapy. Of those for
whom cognitive therapy was accept-
able, 182 patients were randomly as-
signed either to the cognitive therapy
switch option or to augmentation of
citalopram with cognitive therapy.
Remission rates did not differ be-
tween those who switched to cogni-
tive therapy (31%) and those who
switched medications (31% and 27%
remission, respectively) nor were
there differences in response or time
to remission or response (20). Switch-
ing to cognitive therapy was better
tolerated than switching to a different
antidepressant. Augmentation results
were also similar. Remission rates did
not differ between augmentation
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with cognitive therapy and augmenta-
tion with medication (31% and 33%
remission). Response rates and toler-
ability were also similar. However,
augmentation of citalopram with
medication was more rapidly effec-
tive than augmentation with cognitive
therapy (40 days compared with 55
days, p<.022).

Level 3
Switch strategy. A total of 235 pa-
tients switched medications in level
3. For those whose symptoms did not
remit after two antidepressant med-
ication trials, the likelihood of recov-
ery did not differ significantly be-
tween patients who switched to mir-
tazapine and those who switched to
nortriptyline (21). Remission rates
for mirtazapine (mean exit dosage of
42.1 mg per day) were 12% as meas-
ured by the HAM-D and 8% by the
QIDS-SR. The rates for nortriptyline
(mean exit dosage of 96.8 mg per
day) were 20% and 12%, respective-
ly. QIDS-SR response rates were also
similar (13% for mirtazapine and
17% for nortriptyline). Further, tol-
erability or side-effect burden did
not differ significantly between the
two treatments.

Consequently, after two consecu-
tive unsuccessful antidepressant tri-
als, a change in pharmacologic mech-
anism did not affect the likelihood of
remission. Also, switching to a third
antidepressant single-agent treat-
ment resulted in lower remission
rates than in the first two levels.

Augmentation strategy. Medication
augmentation was employed for 142
patients in level 3. Similarly, after two

failed antidepressant medication
treatments (levels 1 and 2), augmen-
tation with a second agent at level 3
was less effective than augmentation
at level 2 (22). Remission rates for
lithium augmentation (mean exit
dosage of 859.9 mg per day) were
16% as measured by the HAM-D and
13% by the QIDS-SR. For T3 thyroid
hormone augmentation (mean exit
dosage of 45.2 micrograms per day)
the rates were 25% for both meas-
ures. QIDS-SR response rates were
16% for lithium augmentation and
23% for T3 augmentation. Although
these treatment rates did not differ
statistically, T3 was less frequently as-
sociated with side effects (p=.045)
and with treatment discontinuation
because of side effects (23% discon-
tinued compared with 10%, p=.027).
When a clinician is considering an
augmentation trial, T3 may have ad-
vantages over lithium in effectiveness
and tolerability. Further, T3 offers the
advantages of ease of use and no need
for blood level monitoring.

Level 4
The switch strategy was employed
for 109 patients in level 4. Patients
who reached level 4 had failed three
aggressive, consecutive, antidepres-
sant trials and had a highly treat-
ment-resistant depressive illness.
Remission rates for the combination
of mirtazapine (mean dosage of 35.7
mg per day) and venlafaxine-XR
(mean dosage of 210.3 mg per day)
were 14% as measured by the HAM-
D and 16% by the QIDS-SR. For the
monoamine oxidase inhibitor tranyl-
cypromine (mean dosage of 36.9 mg
per day), rates were 7% by the
HAM-D and 14% by the QIDS-SR
(23). Response rates as measured by
the QIDS-SR were 24% with the
combination and 12% with tranyl-
cypromine. Neither remission nor
response rates differed significantly
between the combination and tranyl-
cypromine. However, the combina-
tion was associated with greater
symptomatic improvement and less
attrition because of side effects. This
comparison is limited by the lower
likelihood of an adequate dosage and
adequate duration of treatment for
patients taking tranylcypromine.
Overall, even though clinical out-

comes were similar for both groups,
the lower likelihood of attrition be-
cause of side effect burden and the
absence of dietary and concomitant
drug restrictions suggest that the
combination has some advantages.

Cumulative remission rate 
and long-term follow-up
Over the course of the four levels of
treatment, the theoretical cumulative
remission rate was 67% (see Figure
2). Remission was more likely to oc-
cur during the first two treatment lev-
els (20%–30%) than during levels 3
and 4 (10%–20%).

Patients with a clinically meaning-
ful response, preferably remission, in
any of the four levels could enter into
a 12-month naturalistic follow-up
phase. Those who had required more
treatment levels had higher relapse
rates during this phase (24). Also, pa-
tients in remission at any level had a
better prognosis than those who
merely responded, which again pro-
vides support for using remission as
the preferred aim of treatment.

STAR∗D limitations
Although the selection of certain
study design elements successfully
addressed some primary concerns,
such as generalizability and feasibility
in real-world practice, the selection
came with some clear tradeoffs. First,
because patient preference was built
into the randomization strategy and
patients clearly demonstrated distinct
preferences (with the vast majority
electing either the switch or augmen-
tation strategies), differences in de-
pressive severity at entrance to the
next level and small samples preclud-
ed direct comparison of switching
and augmenting strategies. Indeed,
those who switched to a new medica-
tion had more severe illness than
those who received augmentation or
cognitive therapy.

Thus, if a patient did not achieve
remission after treatment in levels 1
and 2, we do not know whether
switching medications or augmenting
with a second medication led to a bet-
ter outcome. Similarly, even if a pa-
tient had a partial response, STAR∗D
could not evaluate whether augmen-
tation would have led to a better out-
come than switching.
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Second, fewer patients than ex-
pected selected cognitive therapy,
which prevented a more comprehen-
sive assessment of its role. The lower
rate of selection of cognitive therapy
was likely attributable to the require-
ment that study participants accept
medication (citalopram) as the initial
treatment (level 1 entry), which may
have biased selection toward individ-
uals who preferred medication. Other
likely factors were additional copay-
ments for cognitive therapy or the
need to visit an additional provider at
another site.

Third, level 1 did not include either
a placebo or usual-care control group,
which may limit conclusions about re-
mission rates for an initial antidepres-
sant trial. For example, the remission
rates approximate what might be ex-
pected in eight-week placebo-con-
trolled clinical trials, although such
standard efficacy trials do not enroll
the diverse population that STAR∗D
did, which may suggest higher place-
bo response rates in the traditional
trials. However, inclusion of a placebo
arm is likely to lead to inclusion of a
sample that can limit generalizability
of findings, and the aim of STAR∗D
was not to determine whether treat-
ment is more effective than placebo
but rather to show how effective it
can be in a representative, communi-
ty population.

Fourth, the study did not require
dosage changes; instead, it used
measurement-based care to guide
treatment, which reflects use of
guidelines in real-world practice. As
a result, the trials of STAR∗D med-
ications may have been at a lower-
than-recommended dosages, as may
have happened for some patients
who received venlafaxine-XR and
tranylcypromine. A difference in the
likelihood of having an antidepres-
sant trial at a therapeutic dosage lim-
its the direct comparison of effec-
tiveness of the medications. For ex-
ample, comparison of venlafaxine at
a low-to-moderate dosage and ser-
traline at a dosage closer to the ther-
apeutic level might unfairly favor a
sertraline outcome.

Fifth, the results provide data on
the average proportion of patients
who are likely to respond to a partic-
ular medication or treatment strategy.

However, the results do not tell us
which patients will respond to which
treatments.

Further limitations unrelated to
the STAR∗D design also can restrict
its applicability to current treat-
ments. Since the study was designed
approximately a decade ago, not all
currently available and employed
treatment options were examined.
For example, augmentation strate-
gies did not include second-genera-
tion antipsychotics, mood stabilizers,
or psychostimulants.

Implications of STAR∗D findings
STAR∗D has key features that define it
as an effectiveness trial (25). Design
elements such as broadly inclusive se-
lection criteria and enrollment of pa-
tients from primary and specialty set-
tings and with multiple concurrent
medical and psychiatric illnesses give
STAR∗D results high external validity.
Comparison of STAR∗D participants
with the U.S. population highlights the
generalizability. The racial-ethnic
composition of the enrolled partici-
pants approximates that of the U.S.
population on the basis of data from
the 2000 Census, and the distribution
of depressive severity seen in STAR∗D
participants is consistent with the
spectrum reported by Kessler and col-
leagues (1) in a nationally representa-
tive sample (10% mild, 38% moderate,
39% severe, and 13% very severe).
Both facts suggest that the sample was
representative of depressed patients in
the United States. Further, the partic-
ipants’ ability to choose which clinic to
attend and what treatments were ac-
ceptable alternatives mirrors what
happens in routine clinical practice,
which also enhances the generalizabil-
ity of these results.

Clinical implications
The primary implications of the
STAR∗D findings are summarized
below.

♦ Remission rates in these repre-
sentative clinics, in general, were low-
er than expected on the basis of clini-
cal efficacy trials of antidepressants,
which typically report remission rates
of 35% to 40% (9), suggesting the
need for several steps to achieve re-
mission for most patients.

♦ There is no clear medication

“winner” for patients whose depres-
sion does not remit after one or more
aggressive medication trials.

♦ Both switching and augmenting
are reasonable options for patients af-
ter an initial antidepressant treatment
has failed.

♦ It may take longer to reach re-
mission than expected, and thus med-
ication trials of at least eight weeks
with at least moderately aggressive
dosing may be necessary.

♦ Cognitive therapy is a well-toler-
ated treatment option for patients
when an antidepressant treatment
fails, and the outcomes patients
achieve appear equivalent to those
they would have achieved with the
trial of a new medication. At the same
time, it should be noted that augmen-
tation of citalopram with medication
was more rapidly effective than aug-
mentation with cognitive therapy.

♦ Pharmacologic differences be-
tween psychotropic medications do not
translate into meaningful clinical dif-
ferences, although tolerability differs.

♦ Neither standard sociodemo-
graphic measures nor the symptom
patterns that were measured in
STAR∗D (including anxious, atypical,
and melancholic features) predicted a
differential benefit from the available
switch options at level 2, suggesting
that the common practice of selecting
treatments based on symptom pat-
terns has little empirical support (17).

♦ The likelihood of remission after
two vigorous medication trials sub-
stantially decreases, and remission
likely requires more complicated
medication regimens for which the
existing evidence base is quite thin.
Thus an empirically supported defini-
tion for treatment-resistant depres-
sion seems to be two antidepressant
failures.

♦ No statistically significant differ-
ence in outcome was found between
patients treated in primary care and
psychiatric settings when measure-
ment-based care was used in level 1
(26) or level 2 (17). Thus primary care
physicians, who manage the majority
of depressed patients, can be reason-
able providers of depression care for
at least the first two treatment steps.

♦ The finding that about two-thirds
of patients may be expected to reach
remission with up to four treatment
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attempts is encouraging for this dis-
abling illness. Continued treatment
attempts, even beyond a second treat-
ment failure, do yield results for some
patients.

♦ Longer-term outcomes support-
ed remission as the preferred goal of
treatment. During the naturalistic
follow-up phase, lower relapse rates
were found among participants who
entered follow-up in remission than
for those who were not (27).

♦ An important predictor of re-
lapse was greater axis I or III co-
morbidity. The greater the number
of acute treatment steps required
from before entry to follow-up (that
is, the greater the degree of treat-
ment resistance), the greater the
risk of relapse (27). 

Policy implications
STAR∗D policy implications are sum-
marized below.

♦ Inclusion of more real-world pa-
tients in clinical trials is both feasible
and informative. For example, of the
group of participants enrolled as a re-
sult of the broadly inclusive selection
criteria used by STAR∗D, only one-
fourth would have been enrolled in a
standard phase III clinical trial. Re-
sults of STAR∗’D suggest that broad-
er phase III inclusion criteria would
increase generalizability of results to
real-world practice, which might re-
duce placebo response and remission
rates (reducing the risk of failed tri-
als) but with some increased risk of
adverse events (6).

♦ The choice of medications for
formularies must be carefully consid-
ered. Because there was no antide-
pressant “winner” and the chance of
remission did not clearly differ by
medication choice, some may argue
that formularies can be restricted be-
cause of antidepressant equivalence.
However, some findings would argue
for a broader formulary. For example,
antidepressant medications differed
in the likelihood of particular side ef-
fects, and at this time tolerance can-
not be readily predicted. Further, giv-
en the multiple treatment steps need-
ed for most participants, availability
of a large armamentarium of treat-
ments seems prudent, especially giv-
en our inability to predict who will re-
spond to what medication. Finally,

given the similar likelihood of re-
sponse to treatments at level 1 and 2
(some of which have generic formula-
tions) and the inability to predict who
will respond better to a particular
treatment, available generic antide-
pressants seem reasonable choices for
these first two medication trials.

♦ Measurement-based care—that
is, using brief, easy-to-administer in-
struments to monitor depression
severity and side effects, following an
evidence-based treatment algorithm,
making decisions at key time points,
and having remission as a goal of
treatment—is a feasible strategy that
can be adapted in real-world practice
settings—both psychiatric and pri-
mary care settings (14,15).

♦ Referral guidelines can incorpo-
rate the findings that most patients
with depressive illness can be ade-
quately treated in primary care for at
least two antidepressant trials when
measurement-based care is used,
thereby reducing the rate of prema-
ture referral to psychiatric clinics.

♦ The large number of patients
with either recurrent major depres-
sive disorder or with chronic major
depressive episodes (>75% in this
study), the fact that only about half
the patients reached remission after
two treatments, and the poor long-
term outcomes for patients when two
or more acute treatments failed all
suggest the need for more evidence
to guide the effective treatment of
treatment-resistant depression.

Conclusions
STAR∗D was a seminal, large-scale,
practical clinical trial that provided a
great deal of data for clinicians, re-
searchers, and policy makers. The
findings are still being actively dis-
cussed, analyzed, and disseminated,
and the acute-treatment data set is
now available in the public domain to
allow further analysis. The research
infrastructure, which continues as the
Depression Trials Network (www.
DTN.com), has completed enroll-
ment for two separate clinical trials
whose design was guided, in part, by
the findings of STAR∗D.
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