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Abstract In this meta-analysis, we compare the relative

efficacy of venlafaxine to selective serotonin reuptake

inhibitors (SSRIs) in patients with major depressive disor-

der classified according to baseline disease severity. Data

from 31 double-blind randomised clinical trials comparing

venlafaxine and SSRIs (intent-to-treat n = 6,492) were

pooled. For this secondary analysis, patients were stratified

into groups based on baseline HAM-D17 total score (C30,

\30, C25, and \25). Remission rates (HAM-D17 \ 8)

were analyzed for each subgroup using Fisher’s exact test to

compare treatment effects between venlafaxine and SSRIs;

last observation carried forward (LOCF) and observed cases

(OC) data were analyzed. The number needed to treat

(NNT) to benefit was determined for each analysis. Statis-

tically significant remission rate differences, favoring

venlafaxine, were seen in LOCF and OC analyses for each

subgroup. In patients with baseline HAM-D17 \ 25

(n = 3,928) the differences were (LOCF) 7.3 [P \ 0.001;

NNT = 14] and (OC) 6.2 [P = 0.003; NNT = 16], and in

patients with baseline HAM-D17 C 25 (n = 2,564) were

(LOCF) 5.7 [P = 0.002; NNT = 17] and (OC) 6.7

[P = 0.009; NNT = 15]. In patients with baseline HAM-

D17 \ 30 (n = 5,836) the differences were (LOCF) 6.4

[P \ 0.001; NNT = 16] and (OC) 5.5 [P = 0.001;

NNT = 18], and in patients with baseline HAM-D17 C 30

(n = 656) were (LOCF) 8.9 [P = 0.015; NNT = 11] and

(OC) 14.8 [P = 0.003; NNT = 7]. In conclusion, these

analyses demonstrate that venlafaxine may be superior to

SSRIs in achieving remission in both mild/moderate and

severely depressed patients. The greater difference in

remission rates among patients with baseline HAM-D17

C 30 suggests a more pronounced clinical benefit that may

be achieved with venlafaxine in severely depressed patients.

Keywords Depression � Remission � SSRI �
Meta-analysis

Introduction

Numerous studies and meta-analyses have demonstrated

the safety, efficacy and tolerability of venlafaxine, a sero-

tonin–norepinephrine reuptake inhibitor antidepressant [9].

Some evidence suggests that this dual mechanism of action

is associated with greater efficacy as compared with

selective serotonin reuptake inhibitors (SSRIs) [6, 34, 40,

51]. However, the clinical impact of these differences has

been controversially discussed [24, 26, 34, 40, 41, 57]. In

order to meet regulatory requirements the primary outcome

measures of most trials are the differences in mean
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depression rating scores, which are difficult to interpret

clinically. Therefore, several meta-analyses have been

conducted focusing on clinical relevant parameters such as

response and remission rates. Results of pooled analyses of

relevant clinical trials suggest that venlafaxine is associated

with higher remission rates than SSRIs [6, 40, 51].

One of the recent meta-analysis showed a difference in

remission rates of about 6% in favor of venlafaxine sug-

gesting a modest clinical advantage over SSRIs [40].

However, even modest differences in antidepressant effi-

cacy may have a significant clinical impact in particular for

patients with severe depression. For various reasons

including national/international guidelines [38] or generic

price competition by several classes of antidepressants (e.g.

SSRIs) venlafaxine is often reserved for the use as a sec-

ond- or third-line therapy. In clinical practice, venlafaxine

is widely prescribed for patients with severe depression,

which may be more difficult to treat. This assumption is

supported by data from large databases [33], non-inter-

ventional studies [29] and clinical trials in treatment

resistant depression (including patients after failure of

previous treatment, mainly SSRI therapy) [4, 45, 53].

However, for healthcare practitioners it is important to

understand the relevant differences among available anti-

depressants for choosing therapeutic agents matching

individual patient needs.

One relevant parameter is the severity of depression,

thus differential effects of antidepressants particularly in

severe depression have to be taken into consideration. Only

a limited number of studies are available for any antide-

pressant which investigated the differential clinical

outcome of patients with severe depression [3, 20, 25, 48].

One comparative study published recently demonstrated

the superior efficacy of venlafaxine over citalopram only in

severely depressed patients [28]. However, all previously

published meta-analyses have not specifically examined

whether baseline depression severity influences the relative

efficacy of venlafaxine and SSRIs.

This meta-analysis was conducted to compare the effi-

cacy of venlafaxine and SSRIs in patients with MDD,

stratified according to severity of depression at baseline

using two different cut offs on the Hamilton Depression

Rating Scale (HDRS). This analysis was performed

exclusively using clinical studies for which individual

patient data were available.

Methods

Study selection

For this secondary meta-analysis, we analyzed data that

have been used for a previous meta-analysis comparing the

efficacy of venlafaxine and SSRIs [40]. Data are from all

randomized, double-blind studies that included an active

comparator, completed by Wyeth Pharmaceuticals, and

included patients meeting the criteria for major depressive

disorder as determined by the Diagnostic and Statistical

Manual of Mental Disorders (either edition III-R or IV) or

International Disease Classification-10 criteria. Further

details have been described elsewhere [40]. All studies

were conducted in accordance with GCP criteria and fol-

lowed systematic data processes as outlined by Wyeth

policy. An additional requirement for these analyses was

that all individual patient data included evaluations utiliz-

ing the 17-item HDRS (i.e. HAM-D17) Data from three

studies used for the previous analysis [40] did not provided

sufficient patient level information (e.g. not using the

HAM-D17) and were excluded. Table 1 summarizes the

individual design of the 31 studies included in this analysis.

The SSRI comparators were fluoxetine (18 studies), par-

oxetine (8 studies), sertraline (3 studies), citalopram

(1 study), and fluvoxamine (1 study). Eight studies also

included a placebo control group.

Study population

Most of the trials used standard exclusion criteria such as

the presence of a primary Axis I disorder other than

depression, severe Axis II pathology (by investigator’s

discretion), history of any significant medical disorder, and

a history of drug or alcohol abuse for at least 6 months

before entering the study. Most studies excluded patients

with a history of nonresponse to either venlafaxine or the

particular comparator SSRI being studied. With the

exception of one study that enrolled patients who had not

responded to two antidepressant trials in the current

depressive episode [42], all of the studies required that

patients be off the antidepressants for at least 2 weeks

before study participation.

For this analysis, subjects were assigned to groups based

on their baseline HAM-D17 total score with two approa-

ches; (C30/\30 and C25/\25). Similar cut offs on rating

scales have been used by retrospective and prospective

studies [3, 20, 25, 28, 35, 48, 56]. HAM-D17 baseline score

C25 was used to define severe depression and the score of

C30 was used to define very severe depression.

Efficacy assessments

The primary efficacy outcome measure was remission, as

defined by a final HAM-D17 total score of B7. The intent-

to-treat (ITT) population included all patients randomly

assigned to treatment, who received at least one dose of

study medication and had at least one on-therapy efficacy

assessment performed. Week 8 was chosen a priori as the
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primary endpoint, as very few studies included data beyond

8 weeks.

Statistical methods

Statistical tests for heterogeneity (H2 and I2 statistics)

assessing the validity to combine groups of studies with

similar, but not identical, designs were performed for the

primary meta-analysis [40]. The primary analysis also

addressed the issue of potential bias in study selection; a

funnel plot analysis was included, which extended the

primary data set by including all available (as of January

2007) studies in the public domain, regardless of sponsor,

and by broadening the inclusion criteria to include studies

that were open-label, provided that patients were random-

ized to the treatment groups [40].

Fisher’s exact test (a statistical test that is used to

compare categorical variables and is an appropriate alter-

native to the v2 test when sample sizes are small) was used

to compare the treatment effects on the remission rates at

weeks 1, 2, 3, 4, 6 and 8 for each subgroup. The last

observation carried forward (LOCF) method was used to

account for missing observations; observed cases (OC) data

were also analyzed. Remission rate differences were used

as the efficacy measure; odds ratios (OR) with 95% con-

fidence intervals (CIs) were calculated. The number needed

to treat (NNT) to benefit [14], the effect size widely used in

evidence-based medicine to correlate statistical results with

clinical relevance, was also computed.

Results

As described in the recent publication of Nemeroff et al.

[40], tests for heterogeneity revealed no statistically sig-

nificant differences, indicating that data from the individual

studies could be combined. The funnel plot analysis

revealed no evidence of statistically significant selection

bias, suggesting that study sponsorship did not significantly

influence outcomes [40].

Overall, 6,492 patients were included in the ITT anal-

yses. There were 3,274 patients treated with venlafaxine

and 3,218 treated with SSRIs. The mean age was

43.3 years (SD 11.8), the female to male ratio was

approximately 2:1, and approximately 7% of the partici-

pants were inpatients (Table 1). All studies included

patients with moderate to severe depression, with a mean

pretreatment HAM-D17 score of 23.7 (SD = 4.25) for both

the venlafaxine and the SSRI groups. There were 3,928

patients with a baseline HAM-D17 total score of \25

(venlafaxine: 1,954; SSRI: 1,974) and 2,564 patients with a

baseline HAM-D17 total score of C25 (venlafaxine: 1,320;

SSRI: 1,244) (Table 2). There were 5,836 patients with a

baseline HAM-D17 total score of \30 (venlafaxine: 2,925;

SSRI: 2,911) and 656 patients with a baseline HAM-D17

total score of C30 (venlafaxine: 349; SSRI: 307) (Table 3).

Efficacy analyses

Tables 2 and 3 show the details for every time point for

which remission rates were available. Statistically signifi-

cant differences in remission rates between venlafaxine and

SSRIs were observed at week 2 for the groups of patients

with a baseline HAM-D17 total score of \25 or HAM-D17

total score of \30, whereas for patients with a baseline

HAM-D17 total score of C25 or HAM-D17 total score of

C30 significant differences were not observed until week 6.

At week 8, the primary endpoint, remission rate differ-

ences were in favor of venlafaxine compared with SSRIs,

regardless of baseline HAM-D17 score (Figs. 1, 2). For the

group of patients with a baseline HAM-D17 score of \25

the LOCF analysis revealed a remission rate difference of

7.3 [OR 1.35 (95% CI: 1.19, 1.54), P \ 0.001;

NNT = 14]; the OC analysis revealed a remission rate

difference of 6.2 [OR 1.28 (95% CI: 1.09, 1.51),

P = \0.003; NNT = 16]. For the group of patients with a

baseline HAM-D17 score of C25 the LOCF analysis

revealed a remission rate difference of 5.7 [OR 1.31 (95%

CI: 1.10, 1.54), P = 0.002; NNT = 17]; the OC analysis

revealed a remission rate difference of 6.7 [OR 1.32 (95%

CI: 1.07, 1.63), P = 0.009; NNT = 15] (Table 2).

For the group of patients with a HAM-D17 \ 30 at

baseline the LOCF analysis revealed a remission rate dif-

ference of 6.4 [OR 1.31 (95% CI: 1.18, 1.46), P \ 0.001;

NNT = 16]; the OC analysis revealed a remission rate

difference of 5.5 [OR 1.25 (95% CI: 1.09, 1.43),

P = 0.001; NNT = 18]. For the group of patients with a

baseline HAM-D17 C 30 the LOCF analysis revealed a

remission rate difference of 8.9 [OR 1.55 (95% CI: 1.10,

2.18), P = 0.015; NNT = 11]; the OC analysis revealed a

remission rate difference of 14.8 [OR 1.93 (95% CI: 1.25,

2.97), P = 0.003; NNT = 7] (Table 3). Overall, remission

rate differences were higher in more severely depressed

patients with a baseline HAM-D17 C 30 resulting in the

lower NNT values (Fig. 2).

Discussion

This analysis of data from 31 double-blind RCTs com-

paring venlafaxine and SSRIs, including nearly 6,500

patients with MDD, extends the results of a large and

comprehensive meta-analysis that demonstrated signifi-

cantly greater rates of remission with venlafaxine

compared with SSRIs as a class [6, 40, 51]. The findings of

this analysis show further that the significant advantage of
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venlafaxine is observed in both the mild/moderate and

severe depression at baseline. Moreover, the superiority of

venlafaxine was more pronounced in patients with very

severe depression.

This information is relevant for health care practitioners,

as it adds to the somewhat limited body of evidence

regarding the relative efficacy of antidepressants in severe

depression. Since severe depression is associated with

increased suicides, physical illness and higher risk for a

chronic course of the disease [36], the knowledge regarding

the efficacy in patients with severe depression would enable

the clinicians to select the most appropriate treatment for

their patients. However, in prospective clinical trials mild/

moderate and severe depression are usually not analyzed

separately, which limits the body of evidence for the effi-

cacy of any antidepressant especially in severe depression.

Few randomized controlled trials have compared the

relative efficacy of individual antidepressants or antide-

pressant classes in severe depression [3, 35]. The available

evidence is derived largely from studies that compared

tricyclic antidepressants (TCAs) with SSRIs [2]. These data

suggest advantages in favor of individual TCAs such as

clomipramine compared to various modern antidepressants,

especially SSRIs [2, 16] and advantages of individual SSRIs

such as paroxetine and fluoxetine when compared to various

TCAs [37]. One prospective study showed superior efficacy

of venlafaxine compared to fluoxetine in hospitalized

patients [13] and one recent study demonstrated superior

efficacy of venlafaxine when compared with citalopram in

patients with severe depression who had not responded to

previous antidepressant therapy [28].

In a recent meta-analysis, the drug-placebo differences

of modern antidepressants in relation to the baseline

severity using a meta-regression analysis was published

Table 2 Comparison of remission rates in the treatment with venlafaxine versus SSRIs in patients with mild/moderate depression (HAM-D17

\ 25) or with severe depression (HAM-D17 C 25)

Severity of depression

(baseline)

Time on therapy Therapy group #Remitters/

#patients (%)

Odds ratio

(95% CI)

P value

HAM-D17 \ 25

Venlafaxine: N = 1,954

SSRI: N = 1,974

Week 1 Venlafaxine 53/1,776 (3.0) 1.24 (0.82, 1.86) 0.352

SSRI 43/1,771 (2.4)

Week 2 Venlafaxine 191/1,738 (11.0) 1.44 (1.14, 1.81) 0.002

SSRI 139/1,760 (7,9)

Week 3 Venlafaxine 214/1,136 (18.8) 1.29 (1.04, 1.60) 0.024

SSRI 182/1,192 (15.3)

Week 4 Venlafaxine 465/1,611 (28.9) 1.31 (1.12, 1.54) \0.001

SSRI 388/1,644 (23.6)

Week 6 Venlafaxine 603/1,435 (42.0) 1.31 (1.13, 1.52) \0.001

SSRI 501/1,406 (35.6)

Week 8 Venlafaxine 621/1,174 (52.9) 1.28 (1.09, 1.51) 0.003

SSRI 533/1,142 (46.7)

Final on-therapy Venlafaxine 874/1,954 (44.7) 1.35 (1.19, 1.54) \0.001

SSRI 739/1,974 (37.4)

HAM-D17 C 25

Venlafaxine: N = 1,320

SSRI: N = 1,244

Week 1 Venlafaxine 16/1,228 (1.3) 1.36 (0.63, 2.94) 0.447

SSRI 11/1,145 (1.0)

Week 2 Venlafaxine 60/1,207 (5.0) 0.93 (0.64, 1.33) 0.709

SSRI 61/1,140 (5.4)

Week 3 Venlafaxine 98/807 (12.1) 1.22 (0.89, 1.67) 0.231

SSRI 78/766 (10.2)

Week 4 Venlafaxine 212/1,106 (19.2) 1.07 (0.86, 1.34) 0.543

SSRI 190/1,051 (18.1)

Week 6 Venlafaxine 323/959 (33.7) 1.50 (1.23, 1.83) \0.001

SSRI 33/920 (25.3)

Week 8 Venlafaxine 328/754 (43.5) 1.32 (1.07, 1.63) 0.009

SSRI 267/726 (36.8)

Final on-therapy Venlafaxine 457/1,320 (34.6) 1.31 (1.10, 1.54) 0.002

SSRI 359/1,244 (28.9)

Observed cases week 1–8 and LOCF final on-therapy
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[26]. The authors conclude that modern antidepressants are

associated with greater differences from placebo at higher

levels of severity and those clinically meaningful effects of

antidepressants may be limited to patients with more severe

depression [26]. However, the study has a number of

limitations including a selected subset data of the available

evidence being included (a number of modern antidepres-

sants and post registration trials were not included). One

key weakness of the study is that only mean changes on

depression rating scales were analyzed thereby ignoring the

response and remission rates. Although changes in

depression rating scales are frequently used as the primary

efficacy measures in clinical trials, remission is widely

regarded as the most clinically relevant outcome parameter

[2, 7], as it is considered the ultimate treatment goal and is

associated with a better long-term prognosis [2, 7]. In this

context, the European regulatory body CHMP has recently

emphasized that the mean change on a depression rating

scale is an inadequate basis for the evaluation of clinical

relevance of an antidepressant [21]. Therefore, systematic

reviews should provide information at least for response

and ideally remission rates.

In line with previous studies and meta-analyses, this

analysis focused on differences in rates of remission. The

difference of remission rates in favor of venlafaxine

observed, here, were generally consistent across the sub-

groups analyzed and, as expected, consistent with the

differences reported in the primary analysis [40]. However,

the remission rate differences among the most severely

depressed subgroup of patients (i.e. patients with baseline

HAM-D17 score C30) were greater (9% LOCF, 15% OC)

compared with the other subgroups.

Table 3 Comparison of remission rates in the treatment with venlafaxine versus SSRIs in patients with mild/moderate depression (HAM-D17

\ 30)

Severity of depression

(baseline)

Time on therapy Therapy group #Remitters/

# Patients (%)

Odds Ratio

(95% CI)

P value

HAM-D17 \ 30

Venlafaxine N = 2,925

SSRI N = 2,911

Week 1 Venlafaxine 67/2,674 (2.5) 1.23 (0.85, 1.76) 0.312

SSRI 54/2,629 (2.1)

Week 2 Venlafaxine 241/2,628 (9.2) 1.27 (1.04, 1.54) 0.021

SSRI 193/2,614 (7.4)

Week 3 Venlafaxine 287/1,748 (16.4) 1.24 (1.03, 1.49) 0.027

SSRI 243/1,774 (13.7)

Week 4 Venlafaxine 629/2,425 (25.9) 1.24 (1.09, 1.42) 0.001

SSRI 543/2,432 (22.0)

Week 6 Venlafaxine 844/2,140 (39.4) 1.34 (1.18, 1.52) \0.001

SSRI 687/2,100 (32.7)

Week 8 Venlafaxine 865/1,730 (50.0) 1.25 (1.09, 1.43) 0.001

SSRI 750/1,687 (44.5)

Final on-therapy Venlafaxine 1,216/2,925 (41.6) 1.31 (1.18, 1.46) \0.001

SSRI 1,024/2,911 (35.2)

HAM-D17 C 30

Venlafaxine N = 349

SSRI N = 307

Week 1 Venlafaxine 2/330 (0.6) 0.502

SSRI 0/287 (0.0)

Week 2 Venlafaxine 10/317 (3.2) 1.30 (0.49, 3.46) 0.632

SSRI 7/286 (2.4)

Week 3 Venlafaxine 25/195 (12.8) 1.44 (0.75, 2.77) 0.326

SSRI 17/184 (9.2)

Week 4 Venlafaxine 48/292 (16.4) 0.98 (0.63, 1.53) [0.999

SSRI 44/263 (16.7)

Week 6 Venlafaxine 82/254 (32.3) 1.82 (1.20, 2.75) 0.005

SSRI 47/226 (20.8)

Week 8 Venlafaxine 84/198 (42.4) 1.93 (1.25, 2.97) 0.003

SSRI 50/181 (27.6)

Final on-therapy Venlafaxine 115/349 (33.0) 1.55 (1.10, 2.18) 0.015

SSRI 74/307 (24.1)

Venlafaxine N = 2,925; SSRI N = 2,911 or with severe depression (HAM-D17 C 30)

Observed cases week 1–8 and LOCF final on-therapy
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The clinical relevance of remission rate differences of

6–8%, as observed in previous analyses has been ques-

tioned. Therefore, other methodological approaches such

as the NNT, an epidemiological measure that indicates how

many patients would require treatment with a product for

one patient to reach a defined endpoint, are useful to

evaluate the relative efficacy of one drug compared to

placebo or an active comparator. In recent meta-analyses,

which compared remission rates between venlafaxine and

SSRIs, the NNT varied between 17 and 19 [6, 40]. Smaller

differences shown by other meta-analyses are mainly due

to the limited inclusion of available data, such as unpub-

lished studies or not generally established exclusion criteria

[57].

Since no generally accepted cut offs have been estab-

lished to define the clinical relevance of treatment effects,
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the NNTs have to be interpreted with caution [50]. In

general, the NNTs should be interpreted in the context of

the severity of the disease, the need for additional treatment

options and the comparison versus placebo or an active

comparator (i.e., in a comparison between two effective

treatments the NNT will certainly be higher than a com-

parison between an effective treatment and placebo).

Although a NNT of 10 (i.e. 10% difference in remission

rates) has been suggested as being a possible cut off cor-

related with clinical superiority [12], NNTs of 20 and

higher are considered acceptable for medical interventions

such as stroke prevention [23].

Similar to previous meta-analyses, the results of this

analysis detected NNTs ranging from 14 to 18 for patients

with baseline HAM-D17 scores of \24, C24 and \30

suggesting similar efficacy across these subgroups. One of

the key finding of this analysis is that, in patients with very

severe depression defined by the baseline HAM-D17 score

of C30 the NNT decreased to 11 (LOCF) and 7 (OC)

reaching the threshold suggested by others [41] and

reflecting a clinically relevant difference in the efficacy of

venlafaxine compared with SSRIs in this subgroup of

patients for whom remission of symptoms may be more

difficult to achieve. This supports the current clinical

practice, whereas venlafaxine is often used for the treat-

ment of more severely affected patients bearing higher

risks for relapse and treatment resistance [33].

One other important result of this study is that signifi-

cant differences in remission rates could be detected as

early as 2 weeks of treatment in patients with mild/mod-

erate depression, whereas a significant difference could be

detected after 6 weeks of treatment in patients with severe

depression. This finding supports the clinical experience

that patients with severe depression need more time to

achieve remission, which should be taken into account for

individual treatment regimens.

One limitation that must be considered when interpret-

ing the findings presented here is the absence of a generally

accepted definition of severe depression [36] except the

categorical definition of ICD-10. Criteria to define severe

depression may include the presence of melancholia or

hospitalization, which have been acknowledged to be

inadequate [36] or cut off scores on depression rating

scales [3, 13, 20, 25, 28]. Moderate and severe depressions

are regarded to be on a continuum and no currently used

rating scale provides an inherent dividing cut off point

[36]. Furthermore, the threshold chosen for any given study

may reflect the severity of the sample studied rather than a

general criterion to separate moderate and severe depres-

sion. Although cut off scores on depression scales may be

regarded as an arbitrary, antidepressant studies have gen-

erally used cut offs of 25, 28 or 30 on the HDRS and 28 or

30 on the Montgomery-Åsberg Depression Rating Scale

(MADRS) providing an useful information of the level of

efficacy of some antidepressants in severe depression

[3, 20, 25, 28, 35, 56].

The following additional limitations of this analysis

have to be considered: first, the efficacy of venlafaxine was

compared with SSRIs as a class. Although this is a widely

accepted approach [6, 24, 40, 51, 57], individual SSRIs

have distinct pharmacologic properties including different

dose responses and may not be interchangeable. Therefore,

the advantages of venlafaxine may differ when compared

with individual SSRIs. Second, methodological aspects of

the individual studies (e.g. population, study duration,

dosing) should be considered. None of the individual

studies were powered to demonstrate superiority in

achieving remission. The limited use of the full dose-range

of venlafaxine (mostly 150 mg/d instead of the maximum

between 225 and 375 mg/d) or the use of the immediate-

release (IR) formulation of venlafaxine (instead of the

better tolerated sustained-release [SR]) and inappropriately

rapid dose escalation [5, 8, 32] may rather have contributed

to underestimate the possible maximum effect of venla-

faxine [6]. However, the inclusion of 31 comparative trials

including more than 6,500 patients which have been used

for this analysis strengthen the plausibility of our results.

Third, given the nature of the data, the LOCF and OC

analyses would be complemented by the use of a repeated-

measures analysis (e.g. MMRM). Finally, this is a sec-

ondary analysis. Therefore, these findings should not be

considered as confirmatory. However, our findings suggest

that future clinical trials should investigate antidepressant

efficacy in subgroups of patients such as according to the

severity of depression.

Conclusion

To our knowledge, this is the first report addressing the

impact of baseline severity for venlafaxine and finding

superior remission rates in favor of venlafaxine compared

to SSRIs in both mild/moderate and severe depression

using two different cut offs on the HDRS. Overall, venla-

faxine therapy was associated with a significant advantage

in achieving remission compared with SSRIs regardless of

the baseline depression severity. Importantly, the magni-

tude of the remission rate differences advantage was more

prominent in patients with very severe depression. The

results of this study contribute to a better understanding of

the level of efficacy of venlafaxine in comparison with

SSRIs for important subpopulations of patients which cli-

nicians should take into account for appropriate treatment

decisions.
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