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Introduction. The primary objectives of this study are
to evaluate gender-specific differences in the clinical pro-
file of primary care depressive patients as well as in the clini-
cal response and remission to venlafaxine extended release.

Methods. We have analyzed a sample of 6,719 adult
outpatients (1,713 men and 4,925 women) with diagnosis of
depressive syndrome with associated anxiety symptoms in-
cluded in an observational, prospective, multicenter and open
study. Venlafaxine extended release was administered for
24 weeks at a dosage of 75-225 mg/day.

Results. In this study, we have not found overall diffe-
rences regarding the baseline severity of the depressive epi-
sode, as assessed by means of the HAM—D17 and Clinical
Global Impression Scale of Severity (CGI-S). However, wo-
men showed higher scores on items of the HAM-D,, and
HAM-A scales related with anxious and somatic complaints
at baseline and endpoint. The percentage of remission on
the HAM-D,, scale reached 75.4% for men and 74.3% for
women (p=0.4339) at week 24. In the case of HAM-A:

84.1% vs. 80.6% (men vs. women, p=0.004).

Conclusions. We did not observe baseline differences in
the mean score of the HAM-D,, nor the remission rates be-
tween women and men (HAM-D ) at the final visit. Women
showed lower anxiety remission rates (HAM-A) and main-
tained more anxious and somatic complaints throughout
the study.
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Diferencias de género en el perfil clinico,
respuesta y remision de pacientes depresivos
tratados con venlafaxina retard

Introduccion. El objetivo principal de este estudio es
evaluar las diferencias especificas de género en el perfil
clinico de pacientes depresivos tratados en atencion pri-
maria, asi como en la respuesta y remision clinica a venla-
faxina retard.

Me¢étodos. Se ha analizado una muestra de 6.719 pa-
cientes ambulatorios adultos (1.713 hombres y 4.925
mujeres) con diagndstico de sindrome depresivo con sin-
tomas asociados de ansiedad incluidos en un estudio
observacional, abierto, prospectivo y multicéntrico. Se
administro venlafaxina de liberacion retardada durante
24 semanas a dosis de 75-225 mg/dia.

Resultados. No se han encontrado en este estudio
diferencias globales en cuanto a la gravedad basal del
episodio depresivo, segun las evaluaciones de la HAM-
D,, y escala de Impresion Clinica Global de Severidad
(ICG-S). No obstante, las mujeres presentaron puntuacio-
nes mas altas en items de las escalas HAM-D,, y HAM-A
relacionados con quejas somaticas y de ansiedad en las
visitas basal y final. El porcentaje de remision en la esca-
la HAM—D17 fue del 75,4% en hombres y 74,3 % en muje-
res (p=0,4339) en la semana 24. En el caso de la HAM-A
fue 84,1 frente a 80,6 % (hombres frente a mujeres,
p=0,004).

Conclusiones. No se observaron diferencias basales
en la puntuaciéon media de la HAM-D,, ni en las tasas de
remision entre hombres y mujeres (HAM—D”) en la visita
final. Las mujeres presentaron tasas de remision de an-
siedad mas bajas (HAM-A) y conservaron mas quejas so-
maticas y de ansiedad a lo largo del estudio.

Palabras clave:
Depresion. Género. Sintomas somaticos. Venlafaxina retard. Atencion primaria.

INTRODUCTION

Depressive disorders were estimated to be one of the lead-
ing causes of disability in the world in 1990, accounting for
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10.7 % of total YLD (years lived with disability)'. A decade
later, unipolar depressive disorders remained one of the lead-
ing causes of total DALYs (disability adjusted life years).
Despite the high frequency use of antidepressant drugs, de-
pressive disorders place an enormous burden on patients
and society.

Gender is widely recognized as a significant differentia-
tion factor in depressive disorders. A gender ratio, women-
men, of 2:1, has been constantly reported in epidemiologi-
cal studies®6. Several theories have tried to explain the
gender bias of depression. Thus, genetic factors and involve-
ment of estrogens and circadian systems’®, seasonality®,
differences regarding neurotransmitter functions and envir-
onmental factors'®'? have been reported. There are data
supporting that gender differences can result in a higher
severity of the disease and a more severe functional impair-
ment, in the case of women'3'4, Atypical depression, char-
acterized by dysphoria and pronounced anxiety predomin-
ates in some clinical samples in women'®,

It has been reported that gender can have an influence
on pharmacokinetic and pharmacodynamic processes'6-'8,
Due to the potential differences in antidepressant pharma-
cokinetics, some authors have recommended a dosage ad-
justment for women to ensure favorable drug response,
compliance and decrease of adverse events'®. Nevertheless,
despite the U.S. Food and Drug Administration guidelines
in 1993 encouraging the inclusion of women in early medi-
cation testing?, scarce studies have investigated the po-
tential impact of these differences in the clinical efficacy
of antidepressants, especially in the primary care setting.
Whether gender differences are clinically relevant in the
treatment of depressed patients remains to be esta-
b|ished17.18,21—23_

Some studies have found inhibited responses to tricycles
and selective norepinephrine reuptake inhibitors with en-
hanced response to selective serotonine reuptake inhibitors
(SSRIs), mainly in premenopausal women®23-25, Whereas
Kornstein et al. (2000) reported better response to sertraline
in premenopausal women, other authors did not find differ-
ences?®. A meta-analysis of original data from 8 compar-
able double-blind, active-controlled, randomized clinical
trials showed venlafaxine exhibited a more rapid onset and
a greater likelihood of remission than SSRI, regardless of
age or gender?’,

In this article we analyze gender-specific differences in
the clinical profile of the depressive disorder, as well as in
the clinical response to venlafaxine extended release, a dual
serotonine and noradrenaline reuptake inhibitor, in a popu-
lation of depressive patients with associated anxiety inclu-
ded in an observational study carried out in the primary
care setting. The observational design of the study has
allowed us to determine the clinical effects of the antide-
pressant treatment accordingly to the use in the daily clini-
cal practice.

METHODS
Study population

We have analyzed a sample made up of a total of 6,719
adult outpatients treated for 24 weeks with venlafaxine ex-
tended release who were included in an observational, pro-
spective, multicenter, open study performed in Spain in
2003-2004%8, A total of 2,119 primary care physicians were
involved. The study was conducted in accordance with the
ethical principles that have their origin in the Declaration
of Helsinky and its amendments, and that are consistent
with the Good Clinical Practice (GCP) and other applicable
requlatory requirements for the performance of clinical
trials in humans. The study protocol was presented to the
Spanish Agency for Drug Evaluation. Written informed con-
sent was obtained prior to inclusion in the study, assuring
data confidentiality.

Inclusion/exclusion criteria

Subjects included in the study were older than 18 years
and were diagnosed of depressive syndrome with associated
anxiety symptoms, susceptible of receiving treatment ac-
cording to investigators' criteria. Inclusion criteria included
minimum scores of 17 and 10 in the Hamilton for Depres-
sion (HAM-D,,) and Anxiety (HAM-A) rating scales, respec-
tively. Exclusion criteria were, among others: known hyper-
sensitivity to venlafaxine, use of psychoactive drugs on the
week prior to the onset of the study and presence of a
serious cardiovascular, hepatic, renal disease or non-phar-
macologically controlled hypertension. The use of non-ben-
zodiazepinic hypnotics as concomitant treatments was per-
mitted throughout the study.

Treatment and clinical assesments

Treatment with venlafaxine extended release (VXR) star-
ted at recommended doses of 75 mg/day, which could be
increased following the investigator's criteria, according to
clinical response and tolerability, up to 225 mg/day. Treat-
ment with venlafaxine extended release lasted for 24 weeks.
Three follow-up visits were performed at weeks 4, 12
and 24.

Intensity of depressive-anxious symptoms and their evo-
lution was assessed using Spanish validated versions of the
HAM-D,23" and HAM-A scales?233, The remission rate for
depression and associated anxiety was considered as the
primary treatment effectiveness variable. Remission for de-
pression and anxiety was defined as a score lower or equal
to 7 on the HAM-D, and HAM-A scales, respectively®*. As
secondary effectiveness variable, CGI-S and Clinical Global
Impression Scale of Improvement (CGI-1)3° assessed baseline
severity of the disease and its evolution along the study. To-
lerability and safety measures included collection of adverse

25 Actas Esp Psiquiatr 2008;36(2):82-89 83



M. Roca, et al.
venlafaxine extended release

Gender differences in clinical profile, response and remission of depressive patients treated with

events, reasons for discontinuation and effect of treatment
on physical variables as weight, arterial pressure and heart
rate.

Statistical analysis

Numerical variables were described using mean and
standard deviations and superior and inferior ranges. Abso-
lute and relative frequencies, in percentage, were used for
categorical variables (nominal or ordinal). Evolution during
the study in HAM—D17 and HAM-A scales (total scores for
associated and individual items) was assessed with re-
peated measures analysis (ANOVA) or Mann-Whitney's U
test, using the Student's t test for comparisons between
sub-groups. Categorical variables were assessed using chi-
square test, Fisher's exact test or McNemar's test, as consi-
dered appropriated. WHODRUG v.2003 and MedDra v.5.0
systems were used to codify adverse events and concomi-
tant diseases. All comparisons were two-sided, considering
values significant when p <0.05. The analyses were per-
formed with the SAS v.6.12 (SAS Institute Inc., Cary, NC,
USA) statistical package.

RESULTS

A total of 6,719 adult outpatients, 1,713 [26 %] men
and 4,925 [749%)]) women were included in the analysis.
The men age was 50.4 + 14.4 years (age range: 16-89 years,
and median of 50 years) for women and 49.6 + 13.7 years
(age range: 17-90 years, and median of 49 years) for men
(p <0.05). A significant number of women when com-
pared with men presented medical diseases (50.7 % vs.
45.3 %) or received concomitant medications (53 % vs.
45.5%) (p=0.000, both comparisons). Musculoskeletical
and cardiovascular disorders were among the diseases
most frequently diagnosed in women when compared
with men (32.1% vs. 17% and 18.5% vs. 15.9%, respec-
tively) (p<0.05, both comparisons). Besides, men reported
more respiratory and genitourinary complaints (8.5% vs.
4.9% and 8.7% vs. 5.7 %, respectively) (p=0.000, both
comparisons).

At baseline, women received significantly lower daily
doses of venlafaxine extended release than men (p =
0.028). Thus, a total of 889% of women started treatment
at 75 mg/day doses, 11.6% received 150 mg/day doses and
the remaining 0.4 9% received other doses. In the case of
men, 85.7 % started treatment at 75 mg/day doses, 14.0%
received 150 mg/day doses and the remaining 0.1 % re-
quired other doses. Study's final visit the majority of pa-
tients continued receiving a single daily dose of 75 mg of
VXR (71.7 % for women and 68.9% for men), while 26.1%
of women and 29.2% of men required 150 mg/day doses
and 2.2% of women and 1.9% of men received other do-
ses, with no significant gender differences observed
(p=0.115).

Baseline intensity of depressive-anxious symptoms

The mean baseline score on the HAM-D,, scale was 22.6 +
4.7 for woman and 22.6 +4.9 for men, with no gender differ-
ences (p=0.771). The analysis of individual items of this
scale related with somatic and anxious complaints showed
that, compared with men, a significantly lower percentage
of women scored «absent/mild» on items 10 (psychic an-
xiety: 25.49% vs. 30.4%) (p=0.000) and item 11 (somatic an-
xiety: 31.2% vs. 36.8%) (p=0.000) and «absent» on item 13
(general somatic symptoms: 3.5% vs. 5.3%) (p=0.002).

The mean baseline score on the HAM-A scale was signifi-
cantly higher for women when compared with men: 22.6 +
6.8 and 21.5+6.8, respectively (women vs. men; p=0.001).
The analysis of individual items of this scale showed that a
significantly higher percentage of women scored «intense/
extreme» on items 2, 3, 7, 8,9 10 and 13, when compared
with men (p=0.05, all comparisons).

Evolution of the intensity
of depressive-anxious symptoms

The total mean score in the HAM-D,, scale at week 24
was 5.6 +4.5 for women and 5.4+ 4.3 for men, without sig-
nificant gender differences (p=0.164) (p=0.001 vs. base-
line, both comparisons). The analysis of individual items of
this scale shows no differences in the reduction of the in-
tensity between men and women, excepting for items 11
and 13. At the final visit, a significantly lower percentage of
women scored «absent/mild» in items 11 (p =0.003) and
«absent» in item 13 (p=0.000). Table 1 summarizes mean
total scores at baseline and week 24, as well as the mean
total score decrease throughout the study, for men and wo-
men, on the HAM—D”, while figures 1 and 2 summarize the
evolution of the scores obtained by either men or women
on items 11 and 13 on the HAM-D,, scale.

Women maintained higher scores than men throughout the
study, on the HAM-A scale. At week 24, mean total score on
this scale was 4.9 +4.5 for women and 4.4+ 4.0 for men (p=
0.001) (p<0.001 vs. baseline, both comparisons). Despite this,
women showed higher decreases in the total score along the
study (p=0.0216). Table 1 summarizes mean scores at baseline
and week 24, as well as the mean score decrease throughout
the study, for men and women, on the HAM-A, while figure 3
shows the comparative evolution on this scale's score. Regard-
ing items 2, 3,7, 8,9, 10 and 13 of the HAM-A scale, a signifi-
cantly lower percentage of women scored «absent/mild» at the
final visit (table 2). No gender differences were observed in the
case of other HAM-A scale related items at the final visit.

Remission of depressive-anxious symptoms

Treatment with venlafaxine extended release was associa-
ted with a significant increase of remission rates of depressive
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M Absent/mild* [ Moderate [ Intense/extreme
Table 1 Gender comparisons in the intensity 100%4
and severity of depressive and
anxious symptoms. Mean scores in 809% -
HAM-D,, and HAM-A scales, £
baseline and week 24 and mean S 60
decreases along the study Ny
S 40%-
Assessment scales Mean (DS) Range p* values 209%
Mean scores HAM- D 0% T T T T
le: women o M H M H
scale: wome Baseline Week 24
Baseline 22.6 (4.7) 15-51 0.771
Visit 4 (week 24) 5.6 (4.5) 0-34 0.164 Figure 1 | Evolution of scores achieved by women
(W) and men (M) on item 11 of the HAM-D,, scale. Baseline
Mean scores HAM- D, . e .
le: and week 24. HAM-D,,: Hamilton Depression Rating scale. *p =
ReliBlilsl 0.003, women vs. men, week 24. Chi-square test.
Baseline 22.6 (4.9) 17-56
Visit 4 (week 24) 5.4 (4.3) 0-26
Mean decreases in
the mean score HAM-D, At baseline, 93.5 of women and 92.29% of men rated as
scale: week 24 vs. moderate/severely ill as assessed by the CGI-S scale, with no
baseline significant differences between groups (p=0.525). At the fi-
Women 17.7(71)  =50-11 0.229 nal visit and according to investigators' criteria, 97.8% of
Men 172(72)  -48-9 women and 98.1% of men rated as «improved», as assessed
- 0 0,
Mean scores HAM-A by the CGI-I scale. These pe.rcentages were 96.9% apd 9’7.6 _/o
(women and men, respectively) according to patients' cri-
scale: women . . .
. teria. No differences between genders were observed during
Baseline 226 (6.8) 10-52 0.001 the study (p=0.816, week 12; p=0.694, week 24).
Visit 4 (week 24) 49 (4.5) 0-44 0.001
Mean scores HAM-A
scale: men Tolerability and safety of venlafaxine
Bascline 215(68)  10-52 extended release
Visit 4 (week 24) 4.4 (4.0) 0-32 o
Vean d i A similar number of women (91.4%) and men (90.7 %)
ean decreases in the mean completed the study, with no differences observed between
score HAM-A scale:
week 24 vs. baseline
Women -17.7 (7.1) -50-11 0.0216
Men -17.2(7.2) -48-9 M Absent” = Mild O Intense
100% A
HAM-D,,: Hamilton Depression Rating scale. HAM-A: Hamilton Anxiety
Rating scale. SD: standard deviation. * Women vs. men. Student's ¢ and 0
ANOVA tests. 80%
S 60%-
g
5 40% -
and anxious symptoms. At week 24, the percentage of remis- 20% -
sion on the HAM- D, scale reached 75.4% for men and 74.3%
for women, with no significant differences between genders 0% — 1 : :
at the final visit (p=0.4339 (p<0.05 vs baseline, both compa- M - H M H
risons). A significantly higher percentage of men achieved re- Baseline Week 24
mission, compared with women, on the HAM-A scale. Rates of Figure 2 | Evolution of scores achieved by women

remission on that scale at week 24 were 84.1% for men and
80,6% for women (p=0.004) (p< 0.05 vs. baseline, both com-
parisons). Table 3 shows gender related rates of remission on
the HAM-D,, and HAM-A scales achieved in the study.

27 Actas Esp Psiquiatr 2008;36(2):82-89

(W) and men (M) on item 13 of the HAM-D ., scale. Baseline
and week 24. HAM-D,,: Hamilton Depression Rating scale. *p =
0.003, women vs. men, week 24. Chi-square test.
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Table 2 Scores obtained by women and men
onitems 2, 3,7,8,9, 10 and 13 on
20 A the HAM-A. Baseline and week 24
w
8
=z Items HAM-A scale Women (%) Men (%) p value*
= 157
< Item 2: tension
v Baseline
5 Absent 15.4 233 0.000
Z 10 A Moderate 48.0 50.0 0.154
s Intense/extreme 36.6 26.7 0.000
= Week 24
Absent/mild 95.5 97.3 0.003
54 Moderate 4.2 34 0.006
Intense/extreme 0.5 0.3 0.302
Item 3: fears
Baseline
0 . . . . Absent/mild 60.9 67.8 0.000
Baseline Week 4 Week 12 Week 24 Moderate 27.5 230 0.000
Intense/extreme 11.5 9.3 0.000
- . Week 24
Figure 3 Mean' evolut/(?n of totlal scores and mean Absent/mild 9738 99.0 0,004
decreases compared with baseline obtained throughout the Moderate 1.9 09 0.008
study by men and women on the HAM-A scale. HAM-A: Ha- Intense/extreme 0.3 0.1 0.319
milton Anxiety Rating scale. p < 0001 (mean scores weeks 4, 12 Ite:);;?iin:rril r:(n::rs‘gular
and 24 vs. baseline; both genders); Student's t test. p = 0.021 Baseline L
(mean score decrease week 24 vs. baseline; women vs. men); Absent/mild 46.5 55.2 0.000
ANOVA test. Moderate 36.5 33.4 0.021
Intense/extreme 17.0 11.4 0.000
Week 24
Absent/mild 96.2 98.1 0.001
Moderate 3.1 1.8 0.010
groups for overall rates of dropouts or withdrawals along the Intense/extreme 0.7 0.1 0.007
_ : B Item 8: general sensorial
study (p=0.631). Nevertheless and compared with men, a sig- somatic symptoms
nificant percentage of women discontinued the study due to Baseline
adverse events (2.0% vs. 1.2%, woman and men, respectively; K\Absgnt/mild 64.1 69.4 0.000
_ . f f . oderate 21.5 24.4 0.01
p = 0.044). Besides, a higher percentage of men discontinued Intense/extreme a4 62 0.005
the study due to loss to follow-up (3.7 % vs. 2.3%, men and Week 24
women, respectively; p=0.001) and concomitant diseases ﬁ\ﬂbssnt/tmild 9?; 93-3 8-8%;
0 0 . Ch— . oderate . . X
.[1.2 Jo vs. 0.5%, men and women, respectively; p=0.002). A sim Intense/extreme 02 01 0.800
ilar percentage of women (334: 6.8%) and men (93: 5.4%) re- Item 9: cardiovascular symptoms
ported adverse events. The number of patients who reported Baseline
d ts was 17 (2.9% overall patients reportin sl 609 66.5 0000
SEVEre adverse even 20 P porting Moderate 287 254 0.008
adverse events) in the case of women and 5 (3.4% overall pa- Intense/extreme 104 8.2 0.009
tients reporting adverse events) in the case of men, with no Week 24
anifi diff bet Th tf tl Absent/mild 98.5 99.3 0.029
significant differences between groups. The most frequently Moderate 13 07 0.067
reported adverse events were nausea (13.2% overall reported Intense/extreme 0.2 0.0 0.147
adverse events) and dizziness (7.8 % overall reported adverse Iteg\a;etl)i:n;esmratory SIS
events). Mean systolic and digstolic blood pressure, as well as Absent/mild 583 643 0.000
heart rate, remained stable without gender differences obser- Moderate 30.6 28.2 0.065
ved during the study (data not shown). We'g&eznje/ex”eme 1.1 75 0.000
Absent/mild 98.3 99.2 0.016
Moderate 1.5 0.8 0.043
CONCLUS|0NS Intense/extreme 0.2 0.0 0.117
Item 13: autonomical symptoms
Baseline
Observational studies on differences on the symptomatic ﬁ\ﬂbssnt/mild 59.8 68.1 0.000
- : f oderate 305 254 0.000
p_roﬂle of the depressive disorder and tregtment response Intense/extreme 93 P 0.000
differences for women when compared with men can add Week 24
valuable information to the treatment of depressed pa- ﬁ\ﬂbssnt/tmild 9?.(7) 9?).; 8.883
. . . . . . oaerate o 5 .
tients. Epldemlologlcal studies suggest that vulnerability to Intense/extreme 03 01 0133
depression may be gender related. Nevertheless, whether
this fact has a clear impact on the response to antidepres- HAM-A: Hamilton Anxiety Rating scale. *Women vs. men. Chi-square test.
sant treatments has been not extensively investigated.
86 Actas Esp Psiquiatr 2008;36(2):82-89 28
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Gender comparisons in remission
rates. HAM-D,, and HAM-A scales:
follow-up visits

Table 3 |

Assesment scales Women (%) Men (%) p*

Remission in depression: mean

score HAM-D17 <7

Visit 2 (week 4) 9.5 (427) 9.1 (145) 0.700
Visit 3 (week 12) 43.0(1.822)  43.7 (646) 0.661
Visit 4 (week 24) 743(2.986)  75.4(1.056) 0.433
Remission in anxiety: mean
score HAM-D, . <7
Visit 2 (week 4) 159 (717) 16.3 (259) 0.689
Visit 3 (week 12) 53.7(2.267)  57.3(849) 0.016
Visit 4 (week 24) 80.6 (3.235)  84.1(1.177)  0.004

HAM-D17: Hamilton Depression Rating scale. HAM-A: Hamilton Anxiety Rating scale.
* Women vs. men. Chi-square test.

Gender differences in the clinical profile
of the depressive episode

Psychomotor retardation and neurasthenic symptoma-
thology have been reported to be more common in men,
whereas women are more frequently rated as anxious?'26:36,
In spite of these findings, some authors have failed to find
significant differences regarding the diagnostic spectrum,
duration and severity of depression or its associated func-
tional impairment?':2637_ QOther researchers have reported
higher severity ratings in assessment scales and greater im-
pairment in depressed women'3.14.24,

We have not found overall differences regarding the ba-
seline severity of the depressive episode, as assessed by
means of the HAM-D, and CGI-S scales, in this study. Ne-
vertheless, our findings indicate women have significantly
higher scores on items of the HAM-D,, and HAM-A scales
related with somatic complaints. Baseline mean total score
on the HAM-A scale, as well as mean scores in 7 out of 14
items of that scale, were significantly higher in women. Our
finding of depressed women reporting more somatic and
anxious complaints is consistent with other research. Wo-
men consulting general practitioners tend to have more
mood, anxiety, somatoform disorders and psychiatric co-
morbidity than men3839. Indeed, physical symptoms are
50% or more likely to be reported by women in the primary
care setting?®.

Gender differences in the response
to venlafaxine extended release

Venlafaxine extended release proved to be an effective
and safe treatment in this study, both for women and men.

These findings are consistent with the results previously re-
ported in a meta-analysis of original data from 8 compara-
ble double-blind, active-controlled, randomized clinical
trials of venlafaxine and SSRI. Researchers failed to detect
significant age-by-treatment, gender-by-treatment or age-
by-gender interactions. Regardless of age and gender, re-
mission rates at week 8 with venlafaxine were significantly
higher than with SSRI: venlafaxine, 45% (men and wo-
men) and SSRI, 36% for men and 34 % for women (p <
0.05)%.

This is one of the few studies assessing the gender related
effects of an antidepressant on individual depression and
anxiety symptoms in primary care centers. We have failed to
show differences during the study between women and
men in the case of the HAM—D17 scale intensity, though wo-
men maintained significantly higher scores by week 24 in
two HAM-D , items related with anxiety and somatic com-
plaints. In the case of HAM-A scale, despite women presen-
ted a higher reduction of the intensity of the anxiety
symptoms throughout the study, they maintained higher
total mean scores from baseline to endpoint when compa-
red with men, with a lower percentage of women scoring
«absent» at week 24 in 7 out 14 anxiety and somatic HAM-A
related items. We did not observe gender differences in the
remission rates between women and men in depressive
symptoms, as measured by the HAI\/I—D17 scale. For instance,
women showed lower associated anxiety remission rate, as
assessed by the HAM-A scale, probably related to higher
baseline severity.

Other studies have shown gender differences in the
pharmacological response to depression and anxiety asso-
ciated symptoms'>?324 though no specific analysis of indi-
vidual or subsets of symptoms were performed. A con-
trolled, open-label, 8 weeks comparative study in 239 patients
with non-melancholic depression or dysthimia showed wo-
men taking sertraline responded more highly to anxiety
symptoms as measured by the HAM-A scale than those
taking imipramine, whereas no differences were reported
among men?3. To our knowledge, this is the first study eva-
luating gender differences in somatic complaints after an
antidepressant treatment course. We have found a 24 week
active treatment was associated with reductions in the per-
centage of patients with higher scores in the somatic com-
plaints related items. Nevertheless, a significantly higher
percentage of women maintained higher scores on items
related with somatic complaints at week 24.

It has been suggested that correctly diagnosed depressed
patients who receive three adequate trials of antidepressant
medication if unresponsive, have an approximately 90 %
chance of achieving a state of remission*. It can be argued
that antidepressants inhibiting both serotonine and nor-
adrenaline reuptake, as is the case of venlafaxine extended
release, can represent an advantage in the treatment of
both psychological and physical symptoms of depression;
this may lead to a higher percentage of patients achieving
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remission, as it has been suggested by other authors*243, In
addition, venlafaxine may incur lower relapse rates than
SSRI during maintenance treatment*4.

In this study, we have not found overall differences re-
garding the baseline severity of the depressive episode, as
assessed by means of the HAM-D_, and CGI-S scales. How-
ever, at baseline women had higher scores on items of the
HAM-D,, and HAM-A scales related with anxious and so-
matic complaints. In this study, venlafaxine extended relea-
se has resulted to be a well-tolerated, safe and effective
antidepressant, both for women and men. There were no
gender differences in the mean score of the HAM-D,, scale
at final visit. We did not observe any differences in the re-
mission rates between women and men (HAM-D, ). Women
had lower anxiety remission rates (HAM-A) and maintained
more anxious and somatic complaints throughout the
study. Rates of remission at week 24 were 75.4% vs. 74.3%
in the case of HAM-D,, and 84.1% vs. 80.6% in the case of
HAM-A (men vs. women; both comparisons). No differences
were observed between groups on overall rates of dropouts
or withdrawals during the study. A similar number of wo-
men and men reported adverse events.

This study has two main limitations. The first and most
important is inherent to its open design with no controlled
placebo-arm. A second limitation is the large number of pa-
tients included in this trial that can overestimate treatment
significant differences. Nevertheless, and taking into consi-
deration the higher intensity of the anxiety symptoms and
somatic complaints observed on depressed women included
in our study, we suggest further long-term controlled trials
are needed to investigate the clinical relevance of these gen-
der differences in the response to antidepressants in order to
optimize specific treatment courses for subtypes of patients.
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