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Early Onset of Selective Serotonin
Reuptake Inhibitor Antidepressant Action

Systematic Review and Meta-analysis

Matthew J. Taylor, MRCPsych; Nick Freemantle, PhD; John R. Geddes, MD; Zubin Bhagwagar, DPhil

Context: Selective serotonin reuptake inhibitors (SSRIs)
are often described as having a delayed onset of effect in
the treatment of depression. However, some trials have
reported clinical improvement as early as the first week
of treatment.

Objective: To test the alternative hypotheses of de-
layed vs early onset of antidepressant action with SSRIs
in patients with unipolar depression.

Data Sources : Trials identified by searching
CENTRAL, The Cochrane Collaboration database of
controlled trials (2005), and the reference lists of identi-
fied trials and other systematic reviews.

Study Selection: Randomized controlled trials of
SSRIs vs placebo for the treatment of unipolar depres-
sion in adults that reported outcomes for at least 2 time
points in the first 4 weeks of treatment (50 trials from
�500 citations identified). Trials were excluded if lim-
ited to participants older than 65 years or specific
comorbidities.

Data Extraction: Data were extracted on trial design,
participant characteristics, and outcomes by a single
reviewer.

Data Synthesis: Pooled estimates of treatment effect
on depressive symptom rating scales were calculated for
weeks 1 through 6 of treatment. In the primary analysis,
the pattern of response seen was tested against alterna-
tive models of onset of response. The primary analysis
incorporated data from 28 randomized controlled trials
(n=5872). A model of early treatment response best fit
the experimental data. Treatment with SSRIs rather than
placebo was associated with clinical improvement by the
end of the first week of use. A secondary analysis indi-
cated an increased chance of achieving a 50% reduction in
Hamilton Depression Rating Scale scores by 1 week (rela-
tive risk, 1.64; 95% confidence interval, 1.2-2.25) with SSRI
treatment compared with placebo.

Conclusions: Treatment with SSRIs is associated with
symptomatic improvement in depression by the end of
the first week of use, and the improvement continues at
a decreasing rate for at least 6 weeks.
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C ONVENTIONAL WISDOM

suggests that the therapeu-
tic effects of antidepres-
sant agents, such as selec-
tive serotonin reuptake

inhibitors (SSRIs), take 2 to 3 weeks or more
to become evident.1 There are a variety of
elegant explanations for this delay, al-
though there is no consensus.2-4 Clinical ex-
perience shows that a proportion of pa-
tients report improvement in symptoms
earlier than this, but this improvement is
often ascribed to a placebo effect.5

Although the earliest studies6,7 of anti-
depressant drug action indicated rapid re-
sponse, landmark studies5,8 in the 1980s
found evidence that true drug response (as
opposed to nonspecific or placebo re-
sponse) was delayed for 2 weeks or more.
Other research groups conversely found evi-
dence of treatment effects as early as the first
week of treatment,9,10 leading to ongoing de-

bate as to the origin of these differ-
ences.11,12 Although many of the classic stud-
ies predate the widespread use of SSRIs, for
these agents, the results are also inconsis-
tent. Many trials13,14 do not report statisti-
cally significant benefits of SSRIs over pla-
cebo until after several weeks of treatment,
but some analyses15,16 of randomized con-
trolled trials (RCTs) comparing antidepres-
sant agents with placebo report statisti-
cally significantbenefitsof SSRIsafter as little
as 1 week of use.

So although it is often held that signifi-
cant treatment effects are not reliably
demonstrated until after several weeks of
treatment, there may, in fact, be early ben-
efits.17,18 Apparent early response to active
treatment may simply reflect chance, or
there may be a true early effect of SSRI treat-
ment that individual studies have usually
lacked the statistical power to demon-
strate consistently. If SSRIs truly have clini-
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cally important early effects, this finding will have con-
siderable significance for physicians and patients and for
our understanding of the pathogenesis of depressive dis-
orders.

Meta-analysis can reduce uncertainty about esti-
mates of effect by pooling the results of multiple stud-
ies.19 It is well suited to the question of early onset of SSRI
effects because there are many RCTs comparing SSRIs
with placebo in the treatment of depression, and these
are typically of similar design, with repeated (often weekly)
assessments using standardized rating scales. We con-
ducted a systematic review and meta-analysis testing the
alternative hypotheses of delayed vs early onset of anti-
depressant action with SSRIs.

METHODS

SEARCH STRATEGY

Published randomized trials comparing all SSRIs licensed in the
United Kingdom (fluoxetine hydrochloride, fluvoxamine male-
ate, citalopram hydrobromide or hydrochloride, escitalopram oxa-
late, sertraline hydrochloride, and paroxetine hydrochloride) with
placebo in the short-term treatment of unipolar depression in
adults were sought by a single reviewer (M.J.T.). Trials were iden-
tified by (1) searching CENTRAL, The Cochrane Collaboration
database of controlled trials (in The Cochrane Library, issue 1,
2005; using the search terms SSRI or fluoxetine or fluvoxamine
or citalopram or escitalopram or sertraline or paroxetine and the
key words placebo and depression); (2) the reference lists of iden-
tified RCTs; and (3) the reference lists of other systematic re-
views.1,15,20,21 The CENTRAL bibliographic database includes the
results of group searches of the MEDLINE, EMBASE, CINAHL,
PsycLIT, PSYNDEX, and LILACS databases and controlled trials
from traditionally hard-to-access sources, such as conference pro-
ceedings.22 Identification of eligible trials was further maxi-
mized by consulting previous reviews, and searches were not re-
stricted to English language studies. Trials were excluded if they

were limited to older adults (age �65 years) or specific comor-
bidities along with depressive episodes (eg, comorbid sub-
stance dependence). In view of the study hypothesis, trials were
included only if they reported outcome measures for at least 2
time points in the first 4 weeks of treatment.

DATA EXTRACTION

Data were extracted for trial design, participant characteristics,
and outcomes. Data for depression rating scale scores, or changes
in scores, across multiple time points in the first 6 weeks of treat-
ment were used when reported. Group numbers and means were
obtained from the text or, when necessary, from figures using a
computer program (Dexter; Harvard-Smithsonian Center for As-
trophysics, Cambridge, Mass).23 Group standard deviations were
extracted from the text or were estimated using standard formu-
las.24 When data from multiple depression rating scales were avail-
able for the same study, for example, the Hamilton Depression
Rating Scale (HDRS)25 and the Montgomery-Asberg Depression
Rating Scale (MADRS),26 then primary analyses were performed
using the scale specified as the primary outcome measure. When
rating scale outcomes were reported in a dichotomous manner,
for example, the number of participants with a greater than 50%
reduction in HDRS scores, these were also extracted. Data from
individual patient meta-analyses were used when they provided
information not available from primary trial reports.

PRIMARY ANALYSIS

For each study, at each weekly time point, we calculated the
standardized effect size for the treatment and control groups
for the treatment severity score. We used generalized estimat-
ing equations to examine the effects of trial, treatment, mod-
eling different forms of the treatment effect, accounting for dif-
ferent periods within trials as repeated measures, and defining
a new covariance structure for each trial by defining these as
random effects. Each trial’s specific estimate was weighted by
the number of randomized patients in that trial. Treatment ef-
fects were described in the models as (1) a sudden-onset treat-
ment response equating to a step function at week 4, (2) a step
function at week 4 and a linearly increasing treatment effect,
(3) a linearly increasing treatment effect, (4) a logarithmically
increasing treatment effect defined as log(week), or (5) a treat-
ment effect described as a function of week.1 An autoregres-
sive variance function was used, and the best-fitting model was
selected using the Akaike information criterion. Analyses were
conducted using a statistical software program (SAS9.12 Proc
Mixed; SAS Institute Inc, Cary, NC).

SECONDARY ANALYSES

Secondary analyses were performed for groups of trials that re-
ported total or change scores with standard deviations for the
HDRS (17 or 21 items) and the MADRS. Analyses were also
performed using data for dichotomous outcomes (response or
remission defined by HDRS score or improvement on the Clini-
cal Global Impression). Pooled estimates of weighted mean dif-
ference or relative risk (RR) and 95% confidence intervals (CIs)
at each time point were calculated using a software program
(RevMan version 4.2 for Windows; Cochrane Collaboration,
Oxford, England).

RESULTS

The search strategy identified more than 500 citations, from
which 107 trial reports were retrieved for more detailed

107 Studies Retrieved
for More Detailed Evaluation

38 Studies Reporting RCTs (n = 50)
With Longitudinal Outcome Data,

of Which Data From 28 RCTs Were
Incorporated in Primary Analysis

Citations Excluded as Duplicates,
Nonrandomized Design, Participants
Were Older Adults Only, Specific
Comorbidity

Studies Excluded From Meta-Analysis
(n = 69): Redundant, Nonrandomized
Design, Participants Were Older 
Adults Only, Specific Comorbidity, 
Lack of Early Outcome Data

>500 Citations
Identified by Search Strategy

Figure 1. Flow diagram of the trial. RCT indicates randomized controlled trial.
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study. From these 107 trials, 50 randomized placebo-
controlled trials of SSRIs in the short-term treatment of
unipolar depression in adults were identified as being suit-
able for inclusion (Figure1).27 In these studies, 6153 par-
ticipants had been randomized to receive SSRIs and 3968
to receive placebo. Not all of these identified trials re-
ported sufficient data on the standard deviations of re-
sults for inclusion in the specific analyses reported herein,
so for each analysis, the trials contributing data are iden-
tified. The characteristics of these studies are summa-
rized in the Table. These randomized trials were of largely
uniform methodological quality, all except one38 report-
ing the use of a double-blind design. Data were available
for intention-to-treat populations using last observation
carried forward in approximately half of the cases (15 of
28 RCTs in the primary analysis). The participants in these
studies were mainly female, with only a few studies re-
cruiting mostly men.42,45,46 Recruited individuals were
largely from outpatient or primary care populations but
with inclusion criteria requiring that at least a moder-
ately severe depressive illness be present at baseline.

RATING SCALE SCORES

Overall, 20 articles* describing 28 trials (placebo: n=2254
and SSRI: n=3618) provided data for analysis across mul-
tiple periods for symptom score. The best-fitting model
according to the Aikaike information criterion was for
the logarithmically increasing treatment function (model
4), which was statistically better than the next best–
fitting model, which assumed a treatment effect based on
the square root of the week (model 5) (�2

1=8.5; P=.004).
In other words, the incremental treatment effect was great-
est in the first week, with a gradual decline in the mag-
nitude of incremental benefits week by week (Figure2A).
Model 4 was substantially better than model 3 (linearly
increasing treatment effect) (�2

1=11.1), model 2 (step func-
tion at week 4 plus linear effect) (�2

1=13.4), and model
1 (step function at week 4) (�2

1=37.8) (P�.001 for all).
The estimate of treatment effect by log(week) from the
final model was −0.17 (95% CI, −0.13 to −0.21; P�.001).

*References 13-16, 29, 32, 35-39, 42, 43, 45-51.

Table. Characteristics of 28 RCTs Included in Primary and Secondary Analyses

Source SSRIs Used
Randomization,

SSRI:Placebo, No. Setting
Severity

Criterion* Notes

Wade et al,16 2002 Escitalopram 191:189 Primary care MADRS 22-40 None
Bech et al,28 2004 Escitalopram,

citalopram
369:122 Outpatient MADRS (10) �22 Secondary analysis only

Gorman et al,29 2002 Escitalopram,
citalopram

923:398 Outpatient MADRS �22 Data from 3 RCTs

Lepola et al,30 2003 Escitalopram,
citalopram

315:154 Primary care MADRS 22-40 Secondary analysis only

Andreoli et al,31 2002 Fluoxetine 127:128 Inpatient and
outpatient

HDRS (21) �22 Secondary analysis only

Byerley et al,32 1988 Fluoxetine 32:29 Outpatient HDRS (21) �20 None
Feighner et al,14 1989 Fluoxetine 61:59 Outpatient HDRS (21) �20 None
Heiligenstein et al,33 1993 Fluoxetine 24:28 Outpatient NA Secondary analysis only
Rickels et al,34 1986 Fluoxetine 18:24 Outpatient HDRS �20 Secondary analysis only
Silverstone and Ravindran,35 1999 Fluoxetine 119:118 Outpatient HDRS(17) �20 None
Sramek et al,36 1995 Fluoxetine 72:72 Unclear HDRS (24) �21 Primary analysis only
Tollefson and Holman,15 1994 Fluoxetine 962:485 Unclear HDRS (21) �20 Data from 6 RCTs
Claghorn et al,13 1996 Fluvoxamine 50:50 Outpatient NA None
Dominguez et al,37 1985 Fluvoxamine 35:31 Outpatient HDRS (17) �15 Primary analysis only
Porro et al,38 1988 Fluvoxamine 21:20 Unclear HDRS �18 None
Roth et al,39 1990 Fluvoxamine 30:30 Outpatient HDRS(17) �22 Primary analysis only
Walczak et al,40 1996 Fluvoxamine 400:200 Outpatient HDRS �20 Secondary analysis only
Claghorn et al,41 1992 Paroxetine 170:171 Outpatient HDRS (17) �18 Secondary analysis only
Claghorn,42 1992 Paroxetine 36:36 Outpatient HDRS (17) �18 Primary analysis only
Edwards and Goldie,43 1993 Paroxetine 21:20 Outpatient HDRS (17) �16 None
Feighner et al,44 1993 Paroxetine 241:244 Outpatient HDRS (17) �18 Secondary analysis only

Data from 6 RCTs
Katz et al,45 2004 Paroxetine 28:25 Inpatient HDRS (21) �18 None
Kiev,46 1992 Paroxetine 38:40 Outpatient HDRS (17) �18 None
Smith and Glaudin,47 1992 Paroxetine 39:38 Unclear HDRS (17) �18 Primary analysis only
Trivedi et al,48 2004 Paroxetine CR 310:149 Outpatient HDRS (17) �20 None
Fabre et al,49 1995 Sertraline 278:91 Unclear HDRS (17) �22 None
Reimherr et al,50 1990 Sertraline 149:150 Outpatient HDRS (18) �18 None
Trivedi et al,51 2001 Sertraline 237:245 Outpatient HDRS (21) �18 Data from 2 RCTs

Primary analysis only
Stahl,52 2000 Sertraline,

citalopram
215:108 Unclear HDRS (17) �22 Secondary analysis only

Abbreviations: CR, controlled release; HDRS, Hamilton Depression Rating Scale; MADRS, Montgomery-Asberg Depression Rating Scale; NA, not available;
RCT, randomized controlled trial; SSRI, selective serotonin reuptake inhibitor.

*When trials required participants to reach specified scores on the HDRS or the MADRS for inclusion, these scores are noted immediately following the scale.
Numbers in parentheses refer to the number of items on the scale.
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The effect of treatment across time for the standardized
effect size is described in Figure 2A.

In the secondary analyses of rating scale scores, 16
articles† reporting 25 RCTs (placebo: n = 1623 and
SSRI: n=2260) provided data for estimates of weighted
mean difference on the 17- or 21-item HDRS and 10
articles‡ describing 16 trials (placebo: n=1382 and
SSRI: n=2058) for the MADRS (Figure 2B). There was
also evidence of a difference favoring SSRIs by week 1
and increasing thereafter, with a difference in mean
HDRS score of −1.07 (95% CI, −1.69 to −0.44) at week
1 (n = 1893), increasing to −3.3 (95% CI, −4.14 to
−2.45) at week 6 (n=3432), and similarly a difference
in mean MADRS score of −0.84 (95% CI, −1.36 to
−0.32) at week 1 (n=2062), increasing to −3.25 (95%
CI, −4.11 to −2.39) at week 6 (n=3159).

DICHOTOMOUS OUTCOMES

A few studies provided data on dichotomous outcomes at
multiple time points (Figure3). Five RCTs31,35,40,45,52 (pla-
cebo: n=574 and SSRI: n=791) provided data on achiev-
ing a 50% reduction in HDRS score (Figure 3). A small
absolute difference in the event rates favoring SSRIs is seen
by the end of week 1 (0.04; 95% CI, 0.01-0.07) (n=1428),
with a greater difference seen in later weeks (0.12; 95%
CI, 0.07-0.18) (n=1203 at week 6). This is equivalent to
a number needed to treat with SSRIs rather than placebo
for 1 additional person to achieve a 50% reduction in HDRS
score of 25 (95% CI, 15 to 100) at week 1 and reducing to
9 (95% CI, 6 to 15) at week 6. However, when the differ-
ence between groups is expressed as an RR, the CIs for

weeks 1 to 6 overlap (week 1: RR, 1.64; 95% CI, 1.2 to
2.25; and week 6: RR, 1.32; 95% CI, 1.18 to 1.47).

On another measure of treatment response, a Clinical
Global Impression rating of moderately or much im-
proved, only 2 RCTs43,50 (placebo: n=170 and SSRI: n=170)
provided data (Figure 3). Consistent with the smaller num-
bers in the analyses, the CIs around estimates of effect are
wider here than for the 50% reduction in HDRS. How-
ever, a qualitatively similar pattern can be observed with
a greater absolute difference between groups later in the
study but a largely constant RR throughout.

Two RCTs35,48 (placebo: n=267 and SSRI: n=429) pro-
vided data on numbers achieving remission, defined as
an HDRS score of less than 7 or 8. The pattern of results
appears different, with a trend in favor of placebo in week
1 (RR, 0.46; 95% CI, 0.15 to 1.41) (n=684) but a statis-
tically significant benefit of SSRIs from weeks 2 to 6 (week
6: RR, 1.79; 95% CI, 1.4 to 2.29) (n=684).

COMMENT

This analysis supports the hypothesis that SSRIs begin to
have observable beneficial effects in depression during the
first week of treatment. The early treatment effect was seen
on the primary outcome of differences in depressive symp-
tom rating scale scores and on a secondary outcome of in-
creased likelihood of achieving a 50% reduction in the
HDRS score. The best-fitting model is described using a
response variable in which the greatest absolute effect is
observed in the first week and incremental responses by
week diminish. This model was significantly better than
all the other models, apparently excluding the possibility
that treatment response from antidepressant drugs is sub-
ject to a period of delay.

†References 13-15, 28, 32, 34, 35, 38, 41, 43-46, 48-50.
‡References 16, 28-30, 33, 41, 44, 46, 49, 52.
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Figure 2. Differences in depression symptom rating scale scores across time between groups treated with selective serotonin reuptake inhibitors and placebo.
A, Best-fit model (logarithmically increasing treatment response) for the difference in standardized effect size between groups (placebo: n=2254 and selective
serotonin reuptake inhibitor: n=3618) Dotted lines represent 95% confidence intervals. B, Weighted mean difference in scores using the Hamilton Depression
Rating Scale (left) (n=1893-3433) and the Montgomery-Asberg Depression Rating Scale (right) (n=133-3159). Error bars represent 95% confidence intervals.

(REPRINTED) ARCH GEN PSYCHIATRY/ VOL 63, NOV 2006 WWW.ARCHGENPSYCHIATRY.COM
1220

©2006 American Medical Association. All rights reserved.

Downloaded From: https://jamanetwork.com/ on 05/22/2023



The underlying placebo response was taken into ac-
count by analyzing the difference between the SSRI and
placebo groups, and so the differences seen reflect drug-
attributable effects. An early simple numerical difference
in score on symptom rating scales may reflect an effect on
particular symptoms rather than a true antidepressant drug
effect. For example, an antidepressant agent with hyp-
notic effects could improve symptoms of insomnia be-
fore other effects were apparent. If this was the case, then
it might be expected that a more global measure, such as
the Clinical Global Impression ratings of improvement,
would not show the same early benefits of treatment com-
pared with placebo, and rating scale scores might show a
stepped pattern of improvement after a period of delay.
Neither of these patterns are apparent in this analysis, in-
dicating that the benefits of SSRI treatment seen by the end
of week 1 are true antidepressant drug effects.

A key question for physicians and patients is whether
the early effects of SSRIs are clinically observable. This may
indeed be the case. Of the improvement in symptom rat-
ings attributable to treatment, that is, that seen in addi-
tion to placebo, approximately one third of the total effect
after 6 weeks of treatment is seen in the first week (eg,
HDRS: −1.07/−3.30=0.32). One week of treatment is also
associated with an increased probability of achieving treat-
ment response (RR, 1.64; 95% CI, 1.2 to 2.25). The ab-
solute benefits of treatment for individuals depend on base-
line risk; however, these benefits increase further across
time, with, at a best estimate, a number needed to treat
for 1 additional person to respond to SSRIs rather than pla-

cebo by week 6 of approximately one third of that by week
1. Therefore, individuals involved in treatment decisions
will continue to need to wait several weeks for key treat-
ment goals, such as remission,53 to be met.

Next, one has to consider the reliability of the esti-
mates of effect calculated. Some sources of potential bias
related to incomplete data may be of particular note in
meta-analyses, including publication bias, failure to iden-
tify all available trials, and incomplete reporting of trial
data.54 The search strategy used herein was comprehen-
sive, identifying 6153 patients randomized to receive SSRIs
and including data from 3618 patients compared with
only 1549 in a recent analysis.55 However, there are likely
to be eligible unpublished trials that could not be in-
cluded in the analysis. Not all studies that took repeated
outcome measurements presented the results for all time
points. The effect of all these factors may be to overes-
timate the true treatment effect.56 However, there does
not seem to be any compelling reason to expect the pat-
tern of the response across time to differ in a systematic
way between included and excluded trials.

A key issue is whether it is biologically plausible for
SSRIs to produce early symptomatic response. Inhibition
of serotonin transporters occurs rapidly in vitro and in vivo.
A delayed response to antidepressant drug treatment is of-
ten linked with the time taken for a variety of adaptive neu-
robiologic changes to occur, for example, desensitization
of serotonin 1A receptors and expression of neuro-
trophic factors such as brain-derived neurotrophic fac-
tor.57,58 However, there is evidence in human volunteers
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Figure 3. Absolute difference in rate (A) and relative risk (B) of response between groups treated with selective serotonin reuptake inhibitors and placebo across
time: 50% reduction in Hamilton Depression Rating Scale (HDRS) score (n=688-1428) (left); Clinical Global Impression moderately or much improved
(n=166-203) (center); and HDRS score less than 7 or less than 8 (n=684) (right). Error bars represent 95% confidence intervals.
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of downstream neurochemical59 and psychological60,61 ef-
fects of SSRI treatment in the first week of use that are as-
sociated in clinical populations with improvement.62,63

It is possible that the shape of the response curve for
SSRIs across time is in some way determined by the de-
sign of the trials that contributed data. In particular, the
use of last-observation-carried-forward analysis to ac-
count for missing data, which has become standard in trials
of pharmaceutical treatments for depression and is used
by approximately half of the trials analyzed herein, could
make a constant effect appear log linear. This is because
participants who leave a trial early would otherwise on av-
eragehavebeenexpected to improve regardlessof their treat-
mentallocation.Thus, lastobservationcarried forwardcould
add a negative bias to the results across time. An alterna-
tive and attractive hypothesis is that the effect of treat-
ment may be constant on a relative scale, and as improve-
ment occurs across time the absolute benefits achieved from
each additional week decrease proportionately. Thus, the
changes in rating scale scores (Figure 2) would be analo-
gous to the results found for improvement in Clinical Global
Impression score (Figure 3), with the absolute benefit
changing week to week while the relative benefit is con-
stant across time. However, if either hypothesized effect ap-
plies to the present data, neither would indicate that the
effects of treatment are delayed for a period, and, thus, they
do not undermine the overall conclusion.

Why have many previous analyses not found evidence
of antidepressant drug effects as early as the end of week
1? It is not surprising that statistically significant early dif-
ferences are infrequently seen in individual RCTs pow-
ered to demonstrate treatment effects at a trial end point.
There is an approximately inverse square law relationship
between sample size and effect size such that to have equal
power to find an effect of one third the magnitude requires
a9-fold increase in sample size.64,65 Avarietyof approaches
can be taken in trial design to maximize sensitivity to early
antidepressant drug effects, including more frequent as-
sessments early in treatment and the use of pattern analy-
sis or survival analytic approaches.8,18,66 The classic stud-
ies of Quitkin et al5,8 establishing the delayed-onset hy-
pothesis differed in several respects from those analyzed
herein. The participants included some with depressive
illnesses of milder severity than those included herein; for
example, in the 1987 study, the minimum score on the
21-item HDRS required for inclusion was 10. They also
used a range of non-SSRI antidepressant agents, and as is
oftenseeninclinicalpractice, theseweretitrateduptothera-
peutic doses during the first 2 weeks of treatment. This
dose titrationperiod,which ismuchless typicalwithSSRIs,
may be the key difference, particularly because some other
analyses using non-SSRIs with more rapid dose titration
have found that effects begin to emerge more rapidly.9,12,45

Oneof thesestudies45 includedaparoxetine treatmentarm,
findinga timeof onset of its effects during the secondweek
of treatment; one issue here may have been its relatively
small size, with 82 patients randomized to 3 treatments.

The present analysis does not readily provide an-
swers to some important related questions, such as
whether there are particular patient characteristics, such
as sex or disease severity at baseline, or features early in
treatment that predict better eventual outcome. Stud-

ies66 specifically designed to address these questions can
provide some answers; however, it may be that new, more
sensitive measures of treatment response will have to be
developed before we can reliably identify early response
in smaller samples. It is intriguing to speculate that the
types of investigation that have already revealed subtle
early effects of SSRIs in the laboratory60 might be adapted
in due course to the clinic. In summary, treatment with
SSRIs is associated with symptomatic improvement in de-
pression by the end of the first week of use. An early re-
sponse is not necessarily a placebo response.
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