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ABSTRACT
Objective: Selective serotonin reuptake inhibitors (SSRIs) are 
recommended as the first-line pharmacologic treatment for obsessive-
compulsive disorder (OCD). SSRI response is thought to be delayed in 
OCD, even more so than in major depression. We conducted a meta-
analysis to examine the trajectory of treatment response to SSRIs and 
how this trajectory is modulated by dosage.

Data Sources: PubMed and the Cochrane Central Register of 
Controlled Trials (CENTRAL) were searched on May 22, 2013, for 
randomized, placebo-controlled SSRI trials in OCD with the search 
terms “serotonin uptake inhibitors” [MeSH] OR “serotonin uptake 
inhibitors” [Pharmacologic Action] AND “obsessive-compulsive disorder” 
[MeSH]. There were no language limitations on the search.

Study Selection: Randomized, placebo-controlled trials that examined 
the efficacy of SSRIs in the treatment of adults with OCD and utilized 
the Yale-Brown Obsessive Compulsive Scale (Y-BOCS) as an outcome 
were selected.

Data Extraction: We extracted weekly symptom data from 
randomized, placebo-controlled trials of SSRIs for the treatment 
of adults with OCD in order to characterize the trajectory of 
pharmacologic response. Our primary outcome was weighted mean 
difference on the Y-BOCS of SSRI treatment compared to placebo. We 
used the PROC MIXED procedure in SAS to examine 6 possible models 
of SSRI response. Interaction terms were utilized to examine the effect 
of dose, individual agent, and year of publication on SSRI response.

Results: The meta-analysis included 17 trials of SSRIs including 3,276 
subjects. A statistically significant benefit of SSRIs compared to placebo 
was seen within 2 weeks after the start of treatment (weighted mean 
difference = −0.91 [95% CI, −0.54 to −1.28], P < .001). A logarithmic 
response curve, indicating decreasing symptom improvement 
over time, provided the best fit for the trajectory of OCD symptom 
improvement. A significantly greater response was associated with 
using higher doses of SSRIs (P < .0001).

Conclusions: These results suggest that the greatest incremental 
treatment gains in OCD are seen early on in SSRI treatment. This is 
consistent with a previous meta-analysis examining time course of SSRI 
action in major depressive disorder and contrasts with the widely held 
belief that SSRI response in OCD is delayed.
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Serotonin reuptake inhibitors (SRIs) and cognitive-
behavioral therapy (CBT) are the recommended 

first-line treatments for obsessive-compulsive disorder 
(OCD).1,2 Meta-analysis of randomized clinical trials 
has clearly demonstrated that both selective serotonin 
reuptake inhibitors (SSRIs) and clomipramine are 
effective.3–10 SSRIs are generally used as initial 
pharmacologic treatment for OCD because of their better 
safety and tolerability compared to clomipramine.11 
Meta-analysis has also demonstrated that higher doses 
of SSRIs are marginally more effective than lower doses.12 
However, higher doses of SSRIs have an increased side 
effect burden. Current treatment guidelines recommend 
that patients should try CBT and go up to the maximum 
tolerable dose of 2 SSRIs (and/or clomipramine) before 
trying alternative pharmacologic treatments.1,2

Previous meta-analyses examining treatment 
response to SSRIs in OCD have focused exclusively on 
end point data.3–10 We performed the first meta-analysis 
of randomized, placebo-controlled trials of SSRIs to 
examine the time course of response in OCD. The goals 
of this meta-analysis were (1) to examine the trajectory of 
medication response in OCD clinical trials to determine 
the optimal length of medication trials, (2) to examine 
the effects of SSRI dosage on the response curve, and (3) 
to compare the response curve and overall efficacy of 
different SSRI agents.

METHODS

Search Strategy
Two reviewers (Y.I. and C.A.B.) searched PubMed 

and Cochrane Central Register of Controlled Trials 
(CENTRAL) on May 22, 2013, for eligible trials using 
the search terms “serotonin uptake inhibitors” [MeSH] 
OR “serotonin uptake inhibitors” [Pharmacologic Action] 
AND “obsessive-compulsive disorder” [MeSH]. Results 
were limited to randomized controlled trials or meta-
analyses. There were no language limitations on the 
search. The reference lists of relevant SSRI meta-analyses 
were searched for additional citations of potential 
trials.3–10

Study Selection
Studies included in this meta-analysis (1) were 

randomized, double-blind, placebo-controlled clinical 
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Figure 1. Selection of Studies

Abbreviations: OCD = obsessive-compulsive disorder, SSRI = selective 
serotonin reuptake inhibitor.
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262 Records after duplicates removed

262 Records screened

2 Additional records identified
through references

59 Full-text articles 
assessed for eligibility

18 Studies (17 trials) 
included in

quantitative synthesis
(meta-analysis)

203 Records excluded

41 Full-text articles 
excluded

28 Not OCD
22 Not adults
58 Not SSRI
95 No placebo

23 Duplicate data with 
      included references
18 Incorrect design

trials; (2) enrolled adults with OCD; (3) compared SSRI 
pharmacotherapy to placebo; and (4) measured OCD 
symptom severity using the Yale-Brown Obsessive 
Compulsive Scale (Y-BOCS).13,14 Trials were excluded from 
this analysis if they were discontinuation studies, secondary 
analyses of otherwise included trials, or studies that did 
not provide Y-BOCS data on the study population between 
baseline and end point.

Data Extraction
Included trials provided weekly or biweekly Y-BOCS 

scores or change in Y-BOCS for up to 12 weeks of treatment. 
Some trials explicitly reported the weekly values in a table, 
while others provided a graph of Y-BOCS scores or change in 
Y-BOCS over time. A computer program (Dexter; German 
Astrophysical Virtual Observatory, University of Heidelberg, 
Germany) was used to extract weekly numerical data from 
these graphs. Dexter is a computer program that allows for 
accurate data extraction from figures by defining length and 
scale of x- and y-axes and then assigning values to selected 
data points on this scale. Additional data were collected on 
type of medication utilized, maximum dosage of medication, 
duration of trial, and year of trial. All medication doses 
were transformed into imipramine-equivalent doses using 
previously described methodology.15 In brief, each SSRI 
was standardized to imipramine based on the average 
recommended daily dose of each medication for depression 
and other conditions. Conversion factors into imipramine 
equivalents for SSRIs were as follows: fluoxetine (5), 
fluvoxamine (1), sertraline (1.2), paroxetine (5), citalopram 
(3.33), and escitalopram (6.66). Results are presented in 
fluoxetine equivalents (imipramine equivalents divided by 
5) for the graphical representation of the dose comparison 
to make them more relevant to clinicians.

Meta-Analysis Methods
The statistical analysis for this trial was adapted from 

a previously published meta-analysis16 examining the 
response curve of SSRIs for major depression. All statistical 
analyses were performed in SAS 9.2 (PROC MIXED; SAS 
Institute Inc; Cary, North Carolina) using code adopted from 
this previous meta-analysis. For each trial at each available 

weekly time point (up to week 12), we calculated weighted 
mean difference (WMD) for the difference in Y-BOCS 
improvement between the medication and placebo groups. 
Weighted mean difference can be interpreted as the true 
treatment effect of SSRIs and is calculated as the difference 
(SSRI − placebo) in Y-BOCS score at a given time point.17 
We used generalized estimating equations to examine the 
effects of trial and treatment, modeling different forms of 
the treatment effect (see tested models below), accounting 
for different periods within trials as repeated measures, 
and defining a new covariance structure for each trial as 
a random effect (see Taylor et al16 for further details on 
methodology). Each trial’s point estimate of WMD was 
weighted by the number of randomized patients in that 
trial.

Treatment effects were modeled as (1) a sudden-onset 
treatment response equating to a step function at week 
4, (2) a step function at week 4 and a linearly increasing 
treatment effect thereafter, (3) a linear treatment effect, (4) 
a logarithmically decreasing treatment effect defined as 
log (week + 1), (5) a decreasing treatment effect defined as 
the square root of week, or (6) an exponentially increasing 
treatment effect described as eweek. An autoregressive 
variance function was used, and the best-fitting model was 
selected using the Akaike information criterion. To provide 
a point of contrast for the longitudinal meta-analysis data, 
we additionally conducted a fixed-effects meta-analysis in 
Comprehensive Meta-Analysis 3.0 (Biostat; Englewood, 
New Jersey) using WMD as the primary outcome at 
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 ■ Selective serotonin reuptake inhibitors (SSRIs) are an 
effective treatment for obsessive-compulsive disorder 
(OCD). However, little research has examined time course 
of response of OCD symptoms. Clinical lore suggests that 
OCD patients may be slower to respond to SSRIs than 
patients with depression.

 ■ Meta-analysis suggests that the greatest incremental 
improvement from SSRIs occurs early in treatment and 
decreases with time. On average, more than 75% of 
improvement in SSRI trials was observed by 6 weeks.

 ■ The response to SSRIs in OCD appears similar to that in 
depression, but symptom improvement may take a longer 
time to become clinically noticeable in OCD.
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any time points where at least half the included trials 
provided data. We also ran the same analyses examining 
the improvement from baseline in Y-BOCS in the placebo 
and SSRI treatment groups as outcomes. The shape of the 
response curve for the true treatment effect of SSRIs (SSRI 
improvement–placebo improvement) may differ from the 
actual improvement in the SSRI or placebo groups that 
includes other nonspecific effects, such as natural course 
and variation in the disease, regression toward the mean, 
other time effects, and unidentified parallel interventions.17 
Once the best-fitting model of response trajectory was 
established for WMD, we examined several additional 
questions in secondary analyses. We examined (1) the 
effects of dose (imipramine-equivalent dose), (2) year of 
publication, and (3) individual SSRI medication on the SSRI 
response curve. In these models, we added both a main effect 
of study week and the interaction between the variable of 
interest and study week. The main effects of the variable of 
interest were not included in the models, as they are trivial. 
(Baseline differences correspond to the main effect term in 
a mixed model. The variables of interest should not cause 
differences between medication and placebo at baseline, 
before medication is given.) When examining the effects of 
dose, we additionally examined models, taking into account 
the possibility that the effect of dose would be delayed (as 
it typically takes 2–4 weeks to titrate to the maximum SSRI 
dose in OCD trials). We explored dose effects that started at 
baseline, week 2, week 4, or week 6 by adding a main effect 
of a dummy variable indicating whether the time point was 
greater than or equal to the week of interest and added that 
dummy variable to the interaction term to indicate at what 
point that term would contribute to the model. We chose 
to examine the effects of year of publication, as previous 
meta-analyses5,18,19 have demonstrated decreasing benefit 
of antidepressants with publication year in OCD, major 
depression, and anxiety disorders. This effect of publication 
year has been attributed to increasing placebo response rates 
in later trials and the effect of time-lag bias.18,20

RESULTS

Included Trials
Figure 1 depicts the procedure for selection of studies. 

Seventeen trials involving 3,275 subjects compared SSRIs 
to placebo in the treatment of OCD. Table 1 depicts the 
characteristics of included trials. SSRIs examined included 
fluvoxamine (6 studies, n = 590), fluoxetine (2 studies, 
n = 396), paroxetine (4 studies, n = 1,067), sertraline 
(4 studies, n = 594), citalopram (1 study, n = 401), and 
escitalopram (1 study, n = 341).11,21–37

Best-Fitting Model of SSRI Response
SSRIs demonstrated a significant benefit compared to 

placebo after 2 weeks of treatment (WMD = −0.91 [95% CI, 
−0.54 to −1.28], P < .001; Figure 2A). The best-fitting model 
for the overall SSRI treatment response was a logarithmic 
treatment effect. The estimate of treatment effect by log 
(week + 1) from the final model was 1.51 (95% CI, 1.14 to 
1.87; P < .001). This response curve indicates the incremental 
treatment effect was greatest in the first week, with a gradual 
decline in the magnitude of incremental benefit week by 
week. Figure 2B depicts the best-fitting treatment response 
curve of SSRIs in OCD as well as the average improvement 
experienced in the first 12 weeks in included trials.

Based on Akaike information criterion, the logarithmic 
treatment model was nominally better than a model 
using the square root of week, but not to a statistically 
significant degree (χ2 = 0.9, P = .34). A model using square 
root of week similarly models a decreasing treatment effect 
with time. The logarithmic treatment effect model was 
significantly better than a model using a constant effect of 
time (χ2 = 5.1, P = .02), a model with a treatment response 
as a step-function at week 4 (χ2 = 30.9, P < .001), a model 
with treatment response as a step-function at week 4 and 
then a constant improvement thereafter (χ2 = 3.6, P = .05), 
and a model using an exponential effect of time (χ2 = 69.9, 
P < .001).

Table 1. Characteristics of Included Trials

Study Intervention
Dosage, 

mg/d
N

(active:placebo)
Duration,

wk
Fixed- vs

Flexible-Dose Trial
Goodman et al, 198925 Fluvoxamine 300 42 (21:21) 8 Flexible
Jenike et al, 199031 Fluvoxamine 300 38 (18:20) 10 Flexible
Jenike et al, 199030 Sertraline 200 19 (10:9) 10 Flexible
Chouinard et al 199023/199222 Sertraline 200 87 (43:44) 8 Flexible
Tollefson et al, 199438 Fluoxetine 20, 40, 60 355 (266:89) 13 Fixed
Greist et al, 199526 Sertraline 50, 100, 200 324 (240:84) 12 Fixed
Nakajima et al, 199635 Fluvoxamine 150, 300 94 (61:33) 8 Flexible
Goodman et al, 199624 Fluvoxamine 300 145 (78:77) 10 Flexible
Zohar and Judge, 1996*11 Paroxetine 60 300 (201:99) 12 Flexible
Jenike et al,  199729 Fluoxetine 80 41 (22:19) 10 Flexible
Kronig et al, 199933 Sertraline 200 164 (85:79) 12 Flexible
Montgomery et al, 200134 Citalopram 20, 40, 60 401 (300:101) 12 Fixed
Hollander et al, 200327 Fluvoxamine 300 253 (127:126) 12 Flexible
Hollander et al, 200328 Paroxetine 20, 40, 60 348 (259:89) 12 Fixed
Kamijima et al, 200432 Paroxetine 50 188 (94:94) 12 Flexible
Nakatani et al, 200536 Fluvoxamine 200 18 (10:8) 12 Flexible
Stein et al, 200737a Escitalopram 10, 20 341 (227:114) 24 Fixed
Stein et al, 200737a Paroxetine 40 231 (117:114) 24 Fixed
aMultiple different medication arms contained within the same trial.
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Logarithmic models also provided the best fit for 
describing the improvement from baseline in Y-BOCS in the 
placebo and SSRI treatment groups. Figure 2C provides data 
from meta-analysis of individual time point data in placebo 
and SSRI treatment groups, and Figure 2D depicts the best-
fit model for improvement in Y-BOCS from baseline in each 
treatment group.

SSRI Dose
Higher SSRI doses were associated with significantly 

larger treatment effects. The best-fitting model indicated 
that the benefit of higher doses became evident at week 
4. The model adding the dose effect term at week 4 was 
significantly better than models adding the dose effect at 
baseline (χ2 = 8.7, P = .003) and at week 6 (χ2 = 10.8, P = .001), 
but not at week 2 (χ2 = 0.9, P = .34); this may simply reflect 
the time taken to achieve the target dose in most studies. 
Figures 3A and 3B depict the best-fitting dose model 
for an SSRI dosing effect starting at week 4 and week 2, 
respectively. There was a significant effect of time (week 4: 

Figure 2. SSRI Response in Obsessive-Compulsive Disorder: 
Differences in Y-BOCS Ratings Across Time Between Subjects 
Treated With SSRIs and Subjects Treated With Placebo

aError bars represent standard error.
bDotted lines represent 95% CIs.
Abbreviations: SSRI = selective serotonin reuptake inhibitor,  

Y-BOCS = Yale-Brown Obsessive Compulsive Scale.
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Figure 3. Dose Effect of SSRI Response in Obsessive-
Compulsive Disordera

aHigher doses of SSRIs were associated with a significantly greater (P < .001)
therapeutic response in obsessive-compulsive disorder than lower doses 
of SSRIs. The model introducing a dose effect at week 4 had a marginally 
better fit than the model introducing a dose effect at week 2 (χ2 = 0.9, 
P = .34). Taken together, these results suggest that the benefits of using 
higher doses of SSRIs becomes evident between 2 and 4 weeks after the 
start of SSRI treatment, with the majority of benefit observed by week 6.
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log [week + 1] = 0.96 [95% CI, 0.74 to 1.18], P < .0001; week 
2: log [week + 1] = 0.97 [95% CI, 0.66 to 1.28], P < .0001), 
the dummy variable of week (week 4 = −0.50 [95% CI, 
–0.99 to −0.01], P = .046; week 2 = −0.74 [95% CI, −1.16 to 
−0.31], P = .007), and the interaction between dose and time 
(interaction = 0.0032 [95% CI, 0.0020 to 0.0043], P < .0001; 
week 2: interaction = 0.0038 [95% CI, 0.0024 to 0.0051], 
P < .0001). The significant benefit of increased SSRI dosing 
was robust to controlling for year of publication and to 
restricting analysis to individual SSRI agents.

Individual SSRI Agents
We found no significant differences between individual 

SSRI agents. There was no significant difference between 
fluoxetine, fluvoxamine, sertraline, paroxetine, citalopram, 
or escitalopram and other SSRIs in any of the models, 
whether adjustments were made or not for SSRI dosage and/
or publication year.

DISCUSSION

This meta-analysis of the time course of SSRI response 
in OCD led to several insights into the trajectory of SSRI 
response in OCD. Statistically significant improvement in 
OCD symptoms can be observed within 2 weeks after the 
initiation of pharmacotherapy; this is similar to what is seen 
in depression16 but contrasts with the conventional wisdom 
that medication response in OCD is delayed. Symptom 
improvement to SSRIs in OCD follows a logarithmic 
model, with the greatest improvement happening early in 
treatment. Higher doses of SSRI are associated with greater 
improvement in OCD symptoms, as has been seen in 
analyses of end point data; this effect becomes most evident 
slightly later in OCD treatment (eg, weeks 3–6). Finally, no 
evidence suggests that any particular SSRI is more effective 
than any other in treating OCD.

The finding that the greatest drug-attributable SSRI 
benefit is observed early in OCD treatment has implications 
for neurobiological research into the mechanisms of SSRI 
efficacy. The primary mechanism of SSRI action—inhibition 
of serotonin transporters and a corresponding increase 
in serotonin levels—occurs rapidly both in vitro and in 
vivo. However, much research has focused on potential 
neurobiological mechanisms responsible for delayed SSRI 
response in OCD and depressive disorders. Neurobiological 
theories have focused on possible indirect mechanisms of 
action of SSRIs such as adaptive regulation of serotonin 1A 
receptors and, more recently, activation of second messengers 
and the resultant changes in gene expression.38,39 Specifically, 
increased production of brain-derived neurotrophic factor 
along with increased synaptic plasticity and neurogenesis 
have been hypothesized as indirect mechanisms of action 
that explain the delayed effects of antidepressants.39 Other 
research has focused on neuropsychological models for 
delayed antidepressant effects.40 Results from this meta-
analysis, and a similar meta-analysis16 in depression, 
suggest that the greatest drug-attributable effects are 

seen proximal to the initiation of SSRIs. This implies that 
immediate mechanisms that produce early improvements 
in symptoms are important in SSRI action in OCD and 
major depressive disorder (MDD) and may be worthy 
of further study. The importance of (1) early effects of 
medication on overall response is supported by previous 
studies, which have observed that early side effects of 
clomipramine (constipation, dry mouth, nervousness, and 
heart palpitations) are associated with improved outcome,41 
and (2) response to SSRI pharmacotherapy at 4 weeks has 
been previously demonstrated to be strongly associated with 
short-term response to treatment.42

The results of this meta-analysis are particularly relevant 
to OCD patients who report clinically significant benefit 
soon after initiating SSRI pharmacotherapy. Clinical 
experience suggests that a small proportion of OCD patients 
experience this phenomenon, but the improvement is often 
attributed by clinicians to the “placebo effect.” Our results 
suggest that an early, meaningful benefit is possible with 
an SSRI and that, in fact, the greatest incremental benefits 
from SSRI pharmacotherapy are observed soon after 
initiating treatment. Specifically, the response curve of SSRI 
pharmacologic trials demonstrates that, on average, more 
than half of the short-term improvement experienced by 
OCD patients in response to SSRIs is evident within the first 
4 weeks of treatment and greater than three-quarters of the 
average improvement is observed by week 6.

The results of this meta-analysis may also be relevant to 
current OCD practice guidelines. The American Psychiatric 
Association (APA) Practice Guidelines for OCD currently 
state, “Most patients will not experience substantial 
improvement until 4–6 weeks after starting medication, 
and some who will ultimately respond will experience 
little improvement for as many as 10–12 weeks.”2(p12) Our 
results suggest that this observation is not supported by 
clinical trial data. Specifically, ongoing OCD symptom 
improvement with SSRIs decreases with time. Meta-
analysis of the response curve of SSRI pharmacologic trials 
in OCD demonstrated that, on average, more than 80% of 
the short-term improvement experienced by OCD patients 
in response to SSRIs was evident by week 6 (and roughly 
75% if patients were titrated to the highest recommend 
SSRI dose at the beginning of treatment). Expert consensus 
and APA Practice Guidelines currently recommend that 
SSRIs have trials lasting at least 10–12 weeks.2 Research 
examining the prognostic utility of early SRI response using 
individual patient data is needed before treatment guidelines 
should be changed. It remains possible that some patients 
experience delayed improvement on SSRIs that is largely 
washed out by the majority of patients who experience little 
change. Changing the treatment guidelines for SSRIs in OCD 
would be of limited practical import in the absence of novel 
pharmacologic alternatives that have greater efficacy and 
tolerability than currently available augmentation agents.43

Meta-analysis suggests that slightly more than half of adult 
OCD patients do not respond to SSRI pharmacotherapy.3 
Standard-of-care SSRI treatment of OCD currently is at least 
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10–12 weeks in duration. We have few useful predictors of 
likelihood of response in individual OCD patients, and much 
time is thus wasted in long SSRI trials that ultimately prove to 
be without benefit. Our results raise the possibility that early 
SSRI response, or lack thereof, may have important prognostic 
value. However, examination of the prognostic utility of early 
SSRI response requires individual patient data, rather than 
the group data used in our analysis. Early improvement 
in both depression and anxiety symptoms has been 
demonstrated to be a fairly consistent and robust predictor 
of short-term medication response in MDD.44–50 Similarly, 
in OCD, early improvement (defined as a 20% reduction in 
Y-BOCS score at 4 weeks) significantly predicted treatment 
response at 12 weeks in a recent trial51 of fluoxetine. Early 
symptom improvement after 1 and 4 weeks of treatment with 
clomipramine has also been demonstrated to be the most 
discriminative of treatment response in clinical trials.41 
Additional studies with individual patient data are needed 
to replicate these findings and to determine how predictive 
early SSRI improvement is in not only overall treatment 
response (which takes into account the earlier improvement 
from baseline) but also subsequent improvement in SSRI 
trials (ie, is OCD symptom improvement in the first 2 weeks 
of SSRI pharmacotherapy predictive of subsequent symptom 
improvement from weeks 2–12). 

This meta-analysis supports the current treatment 
guidelines suggesting that raising SSRI dose is an advisable 
treatment strategy in the pharmacotherapy of OCD. We see a 
significant benefit of higher doses of SSRIs using longitudinal 
meta-analysis data. However, the analysis also assumed a 
linear relationship between SSRI dose and improvement. 
Previous meta-analysis12 using end point data and categorical 
SSRI dose categories has suggested that high-dose SSRI 
pharmacotherapy is marginally more effective than low-dose 
SSRI pharmacotherapy and that these benefits of dosage are 
particularly evident at the high end of the dose range. The 
data on high-dose SSRIs are restricted to a subset of all SSRI 
medications, and there is insufficient data to necessarily 
conclude that each of the 6 SSRI medications has an identical 
dose-response relationship within the US Food and Drug 
Administration–recommended dose range. Furthermore, 
there also exist warnings on the use of high-dose citalopram 
(United States and United Kingdom) and escitalopram 
(United Kingdom only) because of QTc prolongation. The 
current analysis extends previous SSRI dose meta-analysis12 
by suggesting that appreciable treatment gains observed from 
high-dose SSRI dosing strategy started to occur between the 

second to fourth week of trials. Typically, OCD subjects are 
titrated to higher doses of SSRIs in fixed-dose trials and are 
in actuality taking lower doses during the first few weeks 
of treatment, which is likely to explain this result. On the 
basis of the data presented here, waiting 4 additional weeks 
after achieving the maximum tolerated dose appears to be 
a reasonable treatment strategy.

Given the potential clinical relevance of these findings, it 
is important to recognize limitations of this meta-analysis. 
Publication bias remains a potential limiting factor. 
Standard metrics of publication bias are difficult to apply to 
longitudinal data. However, the 17 SSRI trials cited in this 
meta-analysis are nearly identical to the trials included in 
a previous Cochrane Review3 on this subject that did not 
demonstrate any evidence of publication bias. This argues 
against any problematic effects of publication bias on our 
analysis. Another potential limitation is the possibility 
that the shape of the response curve for SSRIs across time 
may be influenced by the design of the underlying trials. 
Specifically, last-observation-carried-forward analysis of 
missing data could make a constant effect appear more 
logarithmic.16

This meta-analysis establishes that SSRI treatment gains 
in OCD are present within 2 weeks after the initiation of 
treatment and that response follows a logarithmic pattern, 
indicating a decreasing benefit of SSRIs with time. These 
findings are similar to a meta-analysis16 conducted on SSRI 
response in major depression that demonstrated a similar 
logarithmic treatment response over the first 6 weeks of 
treatment and statistically evident benefits after 1 week 
of treatment. Further comparison of the response data 
between MDD and OCD will be useful to examine whether 
the response curves of OCD and depression symptoms to 
SSRIs are actually different from one another.

Nonetheless, meta-analysis suggests that, on average, 
75%–80% of the treatment gains of SSRIs (compared to 
placebo) are evident within 6 weeks, regardless of the target 
dose. Given that the majority of treatment gains in OCD 
occur early in treatment, there remains a strong possibility 
that early SSRI response in OCD may be of prognostic 
value in forecasting ultimate pharmacotherapy outcome. 
Pharmacologic research in OCD should focus on using 
individual patient data from SSRI trials to examine the 
prognostic utility of early SSRI response on 12-week patient 
outcomes. Such analyses may be useful in shortening the 
length of eventually futile SSRI trials for many patients with 
OCD.
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