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sion has primarily been with antidepressants.4,5 A variety
of antidepressants have selective effects on the serotonin
system, while other agents act on multiple receptor sys-
tems, with effects on the monoamine neurotransmitters
norepinephrine, serotonin (5-HT), and dopamine.6 Previ-
ous meta-analyses suggest greater efficacy for multi-
action agents in the treatment of patients with depressive
disorders.7–9 However, uncertainty regarding the relative
efficacy and tolerability between these agents remains,
especially with respect to evidence consistency when
agents of different modes of action are evaluated using
multiple outcome measures.10,11 We aimed to determine
whether differences in therapeutic efficacy and tolerabil-
ity are apparent between paroxetine, placebo, and other
agents for patients with depressive disorders. Further-
more, we aimed to determine whether real differences
exist in efficacy and tolerability, using multiple measures
(e.g., remission, clinical response, symptom reduction),
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Study selection: A study report was included
if it described a randomized trial of paroxetine
versus placebo or other antidepressants for pa-
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due to adverse events than immediate-release
paroxetine (RD: 5% [95% CI = 0.1 to 11]).

Conclusions: There were no significant and
valid differences between paroxetine and other
antidepressants to suggest that multiple modes
of action improve clinical outcomes.

(J Clin Psychiatry 2007;68:1845–1859)

D

Received Dec. 19, 2006; accepted March 19, 2007. From the
Faculty of Medicine, Department of Psychiatry, University of Toronto,
Ontario; the Department of Clinical Sciences, Northern Ontario School
of Medicine, Sudbury and Thunder Bay; the Departments of Psychology
and Community Health, Lakehead University, Thunder Bay, Ontario
(Dr. Katzman); the Chalmers Research Group, Children’s Hospital of
Eastern Ontario Research Institute, Ottawa (Ms. Tricco and Mr. Pham);
the Institute of Population Health, University of Ottawa, Ontario (Ms.
Tricco); the Department of Psychiatry, University of British Columbia,
Vancouver (Drs. McIntosh, Kjernisted, and Mok); the Department of
Psychiatry, Université Laval, Quebec City, Quebec (Dr. Filteau); the
Department of Psychiatry, McGill University, Montreal, Quebec (Dr.
Bleau); the Department of Psychiatry, University of Alberta, Edmonton
(Dr. Chokka); and the Biostatistics and Epidemiology Group,
GlaxoSmithKline Canada, Mississauga, Ontario (Mr. Pham), Canada.

Funding for this research was obtained as part of an unrestricted
educational grant from GlaxoSmithKline Canada.

This research was presented as a poster presentation at the 158th
annual meeting of the American Psychiatric Association, May 21–26,
2005, Atlanta, Ga., and at the 21st International Conference on
Pharmacoepidemiology and Therapeutic Risk Management,
August 21–24, 2005, Nashville, Tenn.

Acknowledgments and financial disclosure are listed at the end of
the article.

Corresponding author and reprints: Martin A. Katzman, M.D.,
S.T.A.R.T. Clinic for Mood and Anxiety Disorders, 790 Bay St., Suite 900,
Toronto, Ontario M5G 1N8, Canada (e-mail: mkatzman@startclinic.ca).

epression is a major medical and social prob-
lem.1–3 For the past 50 years, treatment of depres-
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between agents with different modes of action, using the
totality of evidence on paroxetine as a case example.

METHOD

Search Strategy
Literature searches were conducted in MEDLINE

(Jan. 1966–Feb. 2004), EMBASE (Jan. 1980–Feb. 2004),
CINAHL (Jan. 1982–Feb. 2004), all Evidence-Based
Medicine Reviews (Jan. 1991–Feb. 2004), HealthSTAR
(Jan. 1975–Feb. 2004), BIOSIS (Jan. 1980–Feb. 2004),
and PsycINFO (Jan. 1840–Feb. 2004). Medical Subject
Headings (MeSH) were kept broad and included “paroxe-
tine” exploded OR “Paxil” exploded. The searches were
not restricted by language, publication type, or study
design.

In order to ensure saturation of the literature, the refer-
ence lists of potentially relevant reports were scanned. Fur-
thermore, the full-text articles from potentially relevant
conference abstracts were obtained. Experts in the psych-
iatry domain were contacted to identify further literature.

Eligibility Criteria
A study report was included if it described a random-

ized trial of paroxetine versus placebo or other antide-
pressants for patients with depressive disorders. A study
report was excluded if it examined clinically heteroge-
neous populations. Excluded reports included those that
(1) examined bipolar disorder, (2) used electroconvulsive
therapy as a comparator, (3) studied the efficacy of the
off-label use of antidepressants (e.g., in adolescent popula-
tions), and (4) investigated depression in medically ill
patients (e.g., those with HIV or cancer).

Screening
Citations and abstracts were initially screened indepen-

dently by 2 reviewers (A.C.T., B.P.). The full-text articles
of potentially relevant material were obtained and re-
viewed independently (A.C.T., B.P.) under the supervision
of another reviewer (M.A.K.). Disagreements were re-
solved through discussion.

Data Abstraction
Three investigators (M.A.K., A.C.T., B.P.) abstracted

data independently using a prespecified form. The ab-
stracted data included study design, trial characteristics,
psychiatric assessment tools, subject characteristics at
baseline, and baseline assessment. Two investigators
(A.C.T., B.P.) independently assessed quality of reporting
using a validated quality scale.12 Dimensions of quality in-
cluded randomization, double-blinding, dropouts, and al-
location concealment. Discrepancies among independent
assessments were resolved through discussion.

Outcome data included remission (e.g., a score of
less than 8 on the Hamilton Rating Scale for Depression

[HAM-D]), clinical response (e.g., 50% reduction in
HAM-D score from baseline), and symptom reduction
(i.e., change score from baseline). As a surrogate marker
for tolerability, total dropouts and dropouts due to ad-
verse events were examined, but a detailed comparison
of specific adverse events was not undertaken. Defi-
nitions of response and remission (e.g., based upon
the HAM-D, Clinical Global Impressions-Improvement
[CGI-I] scale, and the Montgomery-Asberg Depression
Rating Scale [MADRS]) reported in the original trial re-
ports were used. Outcome data were abstracted, includ-
ing the assessment scale and definitions of remission and
response. Data were abstracted and analyzed according to
both the intention-to-treat and observed-case analysis
principles, using the Cochrane Handbook for Systematic
Reviews of Interventions as a guide.13

Data Analysis
Percent differences in remission, clinical response,

and dropouts were derived between paroxetine and its
comparators (i.e., placebo and other antidepressants).
Effect sizes (i.e., the difference in change scores from
baseline between the 2 treatments divided by the com-
bined standard deviation) were derived for symptom
reduction.14

Pooled estimates of treatment effect for the above out-
comes were derived using a random-effects model with
a χ2 test for heterogeneity.15 The effect size (ES) esti-
mates were plotted against their precision to assist in the
assessment of publication bias.16

RESULTS

Literature Review
A total of 7475 potentially relevant records (abstracts

and titles) were screened (Figure 1). Of these, 351 full-
text reports were obtained and reviewed, yielding 94
trial reports describing 62 unique trials that passed
the eligibility criteria and were therefore included
(Appendix 1).17–110

Study Characteristics
The 62 trials compared paroxetine with placebo

(N = 11) and other antidepressants (N = 51) (Table 1).
Comparative antidepressants included amitriptyline (N =
13), fluoxetine (N = 12), mirtazapine (N = 4), imipra-
mine (N = 4), clomipramine (N = 3), sertraline (N = 3),
and venlafaxine (N = 3), among others (Table 1 and
Appendix 1). The design of the included trials was either
2-arm (N = 55) or 3-arm (N = 7) (Table 1). The median
sample size was 122 (range, 24–953). The quality of re-
porting of included trials was above average with a me-
dian score of 3.0 (range, 2.0–5.0). Allocation conceal-
ment was adequately reported in only 8% of included
trial reports (N = 5) and was unclear in 92% (N = 57).
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Table 1. Characteristics of Included Trial Reports (N = 62)
Characteristic Value
Study design

Active trial, N (%)a 51 (82)
Amitriptyline, N 13
Fluoxetine, N 12
Mirtazapine, N 4
Imipramine, N 4
Clomipramine, N 3
Sertraline, N 3
Venlafaxine, N 3
Maprotiline, N 2
Nefazodone, N 2
Paroxetine controlled-release, N 2

Placebo-controlled trial, N (%) 11 (18)
3-Arm trial, N (%) 7 (11)
2-Arm trial, N (%) 55 (89)
Sample size, median (min, max), N 122 (24, 953)
Quality score, median (min, max) 3.0 (2.0, 5.0)
Allocation concealment, N (%)

Adequate 5 (8)
Inadequate 0 (0)
Unclear 57 (92)

Patient population

Mean age, median (min, max), y 44.4 (29.0, 87.9)
Percent male, median (min, max) 35.0 (12.0, 58.0)
Setting, N (%)

Outpatient 38 (61)
Inpatient 8 (13)
Outpatient and inpatient 8 (13)
Not reported 8 (13)

Location, N (%)
Europe 38 (61)
North America 16 (26)
Other 8 (13)

Primary diagnosis, N (%)
Major depressive disorder 46 (74)
Depressive disorder 12 (19)
Otherb 4 (7)

Intervention

Treatment duration, median (min, max), wk 6.0 (4.0, 52.0)

Outcome measures
Psychiatric assessment, N (%)

HAM-D 55 (89)
CGI 44 (71)
MADRS 24 (39)

No. of psychiatric assessment tools, 3.0 (1.0, 7.0)
median (min, max)

Reporting outcomes, N (%)

Change score 47 (76)
Clinical response 37 (60)
Remission 31 (50)
All dropouts 51 (82)
Dropouts due to adverse events 51 (82)
aAntidepressants with more than 1 trial were displayed. For a

complete listing of evaluated antidepressants, refer to Appendix 1.
bIncludes depressive disorder and dysthymia, major depressive

disorder and dysthymia, and minor depressive disorder and
dysthymia.

Abbreviations: CGI = Clinical Global Impressions scale,
HAM-D = Hamilton Rating Scale for Depression,
MADRS = Montgomery-Asberg Depression Rating Scale.

Patient Population
The median age of patients who participated in the

included trials was 44 (range, 29–87; Table 1). In total,
38 trials (61%) included outpatient participants, 8 (13%)
included inpatient participants, and 8 (13%) included
both (8 [13%] were not reported). The majority of these
trials were conducted in Europe (N = 38; 61%) and
North America (N = 16; 26%). The primary diagnosis
was major depressive disorder in 46 trials (74%), depres-
sive disorders in 12 trials (19%), and other diagnoses in
4 trials (7%) (e.g., depressive disorder or dysthymia;
Appendix 1).

Intervention, Outcome Measures,
and Reporting of Outcomes

The median duration of treatment was 6 weeks (range,
4–52 weeks; Table 1). Psychiatric assessment was con-
ducted via the HAM-D (N = 55 of the 62 included trials,
89%), CGI (N = 44, 71%), and MADRS (N = 24, 39%).
On average, the included trials used 3 assessment scales
per trial. Treatment effect was reported as change score
(N = 47, 76%), clinical response (N = 37, 60%), and re-
mission (N = 31, 50%), among others (Table 1).

Consistency of Treatment Effect
According to the intention-to-treat analysis, paroxetine

was consistently and significantly more efficacious than
placebo with respect to remission (rate difference [RD]:
10% [95% CI = 6 to 14]; Table 2 and Figure 2), clinical
response (RD: 17% [95% CI = 7 to 27]; Table 2 and

Included Trial Reports (N = 94)

Total Unique Trials Included (N = 62)

Full-Text Articles Retrieved
(N = 351)

Citations Excluded
(N = 7124)

Citations From MEDLINE, EMBASE, CINAHL,
All Evidence-Based Medicine Reviews, BIOSIS,

HealthSTAR, and PsycINFO
(N = 7475)

Articles Excluded (N = 259)
Reasons: Commentary (N = 23), Review (N = 17),
Nonrandomized (N = 30), Bipolar Studies (N = 5),

Conference Abstract (N = 112), Other (N = 72)

Relevant Trials (N = 92)

Relevant Trials Through Back-Referencing (N = 2)

Figure 1. Results of the Literature Search
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Figure 3), and change score (ES: 0.2 [95% CI = 0.1 to
0.3]; Table 2 and Figure 4).

Consistency of clinical evidence across all efficacy
outcomes was not observed in comparisons between
paroxetine and other antidepressants, including those with
different modes of action (Table 2 and Figures 2–4).
Clinical response with paroxetine was significantly lower
than with venlafaxine (RD: –21% [95% CI = –34 to –8]);
the 2 drugs, however, were not different with respect to
remission (RD: –12% [95% CI = –29 to 5]) and change
score (ES: –0.07 [95% CI = –0.24 to 0.10]). Remission
and change score with paroxetine were significantly
lower than those with mirtazapine (RD: –9% [95% CI =
–16 to –2]; ES: –0.24 [95% CI = –0.40 to –0.09], respec-
tively); the 2 drugs, however, were not different with re-
spect to clinical response (RD: –7% [95% CI = –14 to 1]).
The change score with paroxetine was significantly
higher than with mianserin (ES: 0.43 [95% CI = 0.07 to
0.80]); the 2 drugs, however, were not different with re-
spect to clinical response (RD: 15% [95% CI = –16 to
46]). Clinical response with paroxetine was significantly
higher than with fluoxetine (RD: 7% [95% CI = 0.7 to
13]); the 2 drugs, however, were not different with respect
to change score (ES: 0.10 [95% CI = –0.05 to 0.24]) and
remission (RD: 3% [95% CI = –2 to 9]).

Paroxetine treatment was associated with significantly
more dropouts due to adverse events than treatment with
placebo (RD: 8% [95% CI = 4 to 13]; Table 2). Compared
with tricyclic antidepressants, paroxetine was associated
with fewer dropouts (RD: –5% [95% CI = –9 to –1])
and fewer dropouts due to adverse events (RD: –5%
[95% CI = –7 to –2]). Controlled-release paroxetine
was the only antidepressant associated with significantly
fewer dropouts due to adverse events than immediate-
release paroxetine (RD: 5% [95% CI = 0.1 to 11]), al-
though the estimated difference was based on limited data
from 2 trials (Table 2).

Results from the observed-case analysis were similar
to those from the intention-to-treat analysis discussed
above (data not shown). Furthermore, the funnel plot
suggested a lack of publication bias among trials compar-
ing paroxetine and other antidepressants, with respect to
change score (Figure 5).

DISCUSSION

The current systematic review and meta-analysis in-
cluded a large number of randomized controlled trials
evaluating paroxetine, one of the most commonly pre-
scribed selective serotonin reuptake inhibitors (SSRIs).111

Most of the included trials directly compared paroxetine
with other antidepressants, although a smaller number of
placebo-controlled trials were also included. This system-
atic review included a broad population base and a range
of clinical outcomes. Using this broad set of clinical data,Ta

bl
e 

2.
 R

em
is

si
on

, C
lin

ic
al

 R
es

po
ns

e,
 C

ha
ng

e 
Sc

or
e,

 a
nd

 D
ro

po
ut

 D
iff

er
en

ce
s 

B
et

w
ee

n 
P

ar
ox

et
in

e 
IR

 a
nd

 C
on

tr
ol

le
d 

Tr
ea

tm
en

ts
R

em
is

si
on

R
es

po
ns

e
D

ro
po

ut
s 

D
ue

 to
N

o.
 T

ria
ls

/
D

iff
er

en
ce

,a
N

o.
 T

ria
ls

/
D

iff
er

en
ce

,a
N

o.
 T

ria
ls

/
C

ha
ng

e 
S

co
re

,
a

N
o.

 T
ria

ls
/

To
ta

l D
ro

po
ut

s,b
N

o.
 T

ria
ls

/
A

dv
er

se
 E

ve
nt

s,b

C
on

tr
ol

le
d 

Tr
ea

tm
en

t
N

o.
 P

at
ie

nt
s

%
 (

95
%

 C
I)

N
o.

 P
at

ie
nt

s
%

 (
95

%
 C

I)
N

o.
 P

at
ie

nt
s

E
ffe

ct
 S

iz
e 

(9
5%

 C
I)

N
o.

 P
at

ie
nt

s
%

 (
95

%
 C

I)
N

o.
 P

at
ie

nt
s

%
 (

95
%

 C
I)

P
la

ce
bo

6/
18

22
10

.1
(5

.9
 to

 1
4.

4)
c

5/
13

30
16

.9
(7

.0
 to

 2
6.

8)c
9/

20
09

0.
21

(0
.1

0 
to

 0
.3

0)c
8/

14
95

–0
.2

(–
7.

4 
to

 6
.7

)
8/

18
82

8.
2

(3
.8

 to
 1

2.
6)

c

T
C

A
12

/2
33

0
–1

.7
(–

6.
9 

to
 3

.5
)

14
/3

21
8

0.
2

(–
3.

7 
to

 4
.0

)
19

/3
65

5
0.

00
2

(–
0.

11
 to

 0
.1

1)
21

/3
66

5
–4

.7
(–

8.
5 

to
 –

0.
9)

c
23

/3
75

5
–4

.8
(–

7.
3 

to
 –

2.
3)c

A
m

itr
ip

ty
lin

e
5/

84
4

–0
.5

(–
8.

8 
to

 7
.9

)
6/

97
3

–4
.5

(–
11

.0
 to

 2
.0

)
9/

99
9

–0
.0

1
(–

0.
22

 to
 0

.2
0)

10
/1

49
3

–3
.7

(–
10

.6
 to

 3
.3

)
12

/1
58

3
–1

.6
(–

4.
0 

to
 0

.8
)

Im
ip

ra
m

in
e

2/
53

4
–1

.7
(–

9.
2 

to
 5

.8
)

3/
57

4
1.

0
(–

7.
0 

to
 9

.0
)

2/
50

7
0.

16
(–

0.
28

 to
 0

.6
0)

4/
60

5
–7

.2
(–

15
.6

 to
 1

.3
)

4/
60

5
–7

.9
(–

17
.0

 to
 1

.2
)

C
lo

m
ip

ra
m

in
e

N
R

N
R

2/
10

32
1.

6
(–

4.
2 

to
 7

.3
)

2/
10

55
–0

.1
8

(–
0.

77
 to

 0
.4

0)
3/

12
01

–8
.3

(–
13

.1
 to

 –
3.

4)
c

3/
12

01
–8

.0
(–

14
.2

 to
 –

1.
8)c

M
ia

ns
er

in
N

R
N

R
2/

12
7

14
.6

(–
16

.3
 to

 4
5.

6)
2/

12
4

0.
43

(0
.0

7 
to

 0
.8

0)
c

2/
12

8
–0

.2
(–

13
.7

 to
 1

3.
4)

2/
12

8
–6

.0
(–

23
.2

 to
 1

1.
2)

S
S

R
I

9/
22

00
0.

7
(–

3.
3 

to
 4

.8
)

10
/1

65
3

3.
2

(–
1.

6 
to

 8
.0

)
10

/1
48

9
0.

04
(–

0.
06

 to
 0

.1
4)

14
/2

64
5

1.
2

(–
2.

3 
to

 4
.6

)
11

/1
83

2
1.

4
(–

1.
9 

to
 4

.8
)

F
lu

ox
et

in
e

6/
12

75
3.

4
(–

2.
2 

to
 8

.9
)

7/
98

8
6.

6
(0

.7
 to

 1
2.

5)
c

6/
76

9
0.

10
(–

0.
05

 to
 0

.2
4)

10
/1

60
0

1.
5

(–
2.

8 
to

 5
.8

)
8/

11
40

1.
6

(–
2.

2 
to

 5
.3

)
F

lu
vo

xa
m

in
e

N
R

N
R

N
R

N
R

2/
17

8
0.

02
(–

0.
28

 to
 0

.3
2)

N
R

N
R

N
R

N
R

S
er

tr
al

in
e

3/
92

5
–2

.8
(–

9.
1 

to
 3

.5
)

2/
54

5
–3

.6
(–

11
.2

 to
 4

.7
)

2/
54

2
–0

.0
3

(–
0.

20
 to

 0
.1

4)
3/

92
5

1.
7

(–
4.

5 
to

 7
.8

)
2/

57
2

5.
4

(–
0.

6 
to

 1
1.

3)
S

N
R

I (
ve

nl
af

ax
in

e)
3/

56
7

–1
2.

1
(–

28
.8

 to
 4

.6
)

2/
20

6
–2

1.
0

(–
34

.0
 to

 –
8.

0)
c

3/
54

3
–0

.0
7

(–
0.

24
 to

 0
.1

0)
2/

44
5

–2
.6

(–
18

.6
 to

 1
3.

4)
3/

56
7

–0
.9

(–
7.

8 
to

 5
.9

)
P

ar
ox

et
in

e 
C

R
2/

62
7

–4
.8

(–
13

.6
 to

 3
.9

)
1/

41
7

–4
.3

(–
14

.2
 to

 5
.7

)
2/

62
7

–0
.1

0
(–

0.
29

 to
 0

.1
0)

1/
21

0
6.

2
(–

6.
5 

to
 1

8.
9)

2/
63

9
5.

4
(0

.1
 to

 1
0.

7)
c

O
th

er
4/

79
6

–4
.9

(–
14

.1
 to

 4
.4

)
10

/1
76

9
0.

3
(–

5.
5 

to
 6

.0
)

9/
16

07
0.

00
3

(–
0.

16
 to

 0
.1

7)
10

/2
32

3
1.

1
(–

2.
4 

to
 4

.5
)

10
/2

28
5

0.
9

(–
1.

8 
to

 3
.5

)
M

irt
az

ap
in

e
3/

67
3

–8
.9

(–
16

.0
 to

 –
1.

8)c
3/

67
3

–6
.6

(–
14

.1
 to

 0
.9

)
3/

67
3

–0
.2

4
(–

0.
40

 to
 –

0.
09

)
c

4/
79

3
3.

6
(–

2.
3 

to
 9

.4
)

3/
72

6
3.

8
(–

4.
0 

to
 1

1.
7)

B
up

ro
pi

on
N

R
N

R
2/

20
0

1.
2

(–
11

.6
 to

 1
4.

0)
N

R
N

R
N

R
N

R
1/

10
0

–2
.6

(–
14

.6
 to

 9
.5

)
N

ef
az

od
on

e
N

R
N

R
2/

23
6

10
.3

(–
10

.8
 to

 3
1.

4)
N

R
N

R
N

R
N

R
2/

24
6

–4
.0

(–
20

.5
 to

 1
2.

6)
a In

te
n

tio
n

-t
o

-t
re

a
t 

a
n

a
ly

si
s.

 A
 p

o
si

tiv
e

 v
a

lu
e

 in
 t

h
e

 r
e

sp
o

n
se

-d
iff

e
re

n
ce

 e
st

im
a

te
 in

d
ic

a
te

s 
p

a
ro

xe
tin

e
 is

 m
o

re
 e

ff
e

ct
iv

e
 c

o
m

p
a

r
e

d
 t

o
 t

h
e

 c
o

n
tr

o
lle

d
 t

re
a

tm
e

n
t.

b In
te

n
tio

n
-t

o
-t

re
a

t 
a

n
a

ly
si

s.
 A

 p
o

si
tiv

e
 v

a
lu

e
 in

d
ic

a
te

s 
p

a
ro

xe
tin

e
 w

ith
 m

o
re

 d
ro

p
o

u
ts

.
c S

ta
tis

tic
a

lly
 s

ig
n

ifi
ca

n
t 

d
iff

e
re

n
ce

 (
p

<
.0

5
).

 R
a

n
d

o
m

-e
ff

e
ct

 m
o

d
e

l e
st

im
a

te
s 

w
e

re
 u

se
d

 f
o

r 
re

m
is

si
o

n
 d

iff
e

re
n

ce
s.

A
b

b
re

vi
a

tio
n

s:
 C

R
=

co
n

tr
o

lle
d

 r
e

le
a

se
, 

N
R

=
n

o
t 

re
p

o
rt

e
d

, 
S

N
R

I=
se

ro
to

n
in

-n
o

re
p

in
e

p
h

ri
n

e
 r

e
u

p
ta

ke
 in

h
ib

ito
r,

 S
S

R
I=

se
le

ct
iv

e
 s

e
ro

to
n

in
 r

e
u

p
ta

ke
 in

h
ib

ito
r,

 T
C

A
=

tr
ic

yc
lic

 a
n

tid
e

p
re

ss
a

n
t.

1848



Katzman et al.

1850 J Clin Psychiatry 68:12, December 2007

Definition of
Trial Diagnosis Remission Control N

Placebo

Golden et al (2002)69 MDD HAM-D ≤ 7 PL 416
Feighner et al (1993)52 MD HAM-D ≤ 10 PL 480
Rapaport et al (2003)94 MD HAM-D ≤ 7 PL 215
Claghorn (1992)36 MD HAM-D ≤ 10 PL 325
Barrett et al (2001)24 DYS/minor DD HAM-D ≤ 6 PL 161
Williams et al (2000)108 DYS/minor DD HAM-D ≤ 7 PL 225

TCA

Bignamini and Rapisarda (1992)29 MD HAM-D ≤ 12 AM 309
Geretsegger et al (1995)68 MD HAM-D ≤ 14 AM 91
Hutchinson et al (1992)73 MD HAM-D ≤ 14 AM 88
Moeller et al (1993)81 MD HAM-D ≤ 14 AM 222
Stuppaeck et al (1994)100 MD HAM-D ≤ 14 AM 134
Arminen et al (1994)20 MD HAM-D ≤ 7 IM 57
Feighner et al (1993)52 MD HAM-D ≤ 10 IM 477
DUAG (1990)44 MD HAM-D ≤ 7 CL 118
Guillibert et al (1989)70 MD HAM-D ≤ 14 CL 79
Moon and Vince (1996)82 MD MADRS ≤ 12 LO 122
Szegedi et al (1997)101 MD/minor DD HAM-D ≤ 9 MP 517
Mulsant et al (2001)83 MD/MEL HAM-D ≤ 10 NO 116

SSRI

Fava et al (2002)50 MDD/AMDD HAM-D ≤ 7 FL 188
Chouinard et al (1999)34 MD HAM-D ≤ 10 FL 198
Gagiano (1993)66 MD HAM-D ≤ 14 FL 89
Tignol (1993)104 MD MADRS ≤ 7 FL 176
Cassano et al (2002)31 DD HAM-D ≤ 10 FL 242
Kroenke et al (2001)75 DD MCS ≥ 40 FL 382
Fava et al (2002)50 MDD/AMDD HAM-D ≤ 7 SE 192
Aberg-Wistedt et al (2000)17 MD MADRS ≤ 7 SE 353
Kroenke et al (2001)75 DD MCS ≥ 40 SE 380

SNRI

McPartlin et al (1998)78 MD HAM-D ≤ 7 VN 361
Poirier and Boyer (1999)93 MD HAM-D ≤ 10 VN 122
Ballús et al (2000)23 DD/DYS HAM-D ≤ 8 VN 84

PR CR

Rapaport et al (2003)94 MD HAM-D ≤ 7 PR CR 210
Golden et al (2002)69 MDD HAM-D ≤ 7 PR CR 417

Other

Schatzberg et al (2002)88 MD HAM-D ≤ 7 MI 246
Szegedi et al (2003)28 MD HAM-D ≤ 7 MI 250
Wade et al (2003)105 DD HAM-D ≤ 18 MI 177
Pini et al (2003)92 MD/DYS/A CGI = 1 or 2 MO 123

Paroxetine More Effective

–60 –40 –20 0 20 40

Difference in Remission Rate (%) and 95% CI

Abbreviations: A = anxiety, AM = amitriptyline, AMDD = atypical major depressive disorder, CGI = Clinical Global Impressions scale,
CL = clomipramine, DD = depressive disorder, DUAG = Danish University Antidepressant Group, DYS = dysthymia, FL = fluoxetine,
HAM-D = Hamilton Rating Scale for Depression, IM = imipramine, IR = immediate-release, LO = lofepramine, MADRS = Montgomery-Asberg
Depression Rating Scale, MCS = Mental Component Summary of the Medical Outcomes Study 36-Item Short-Form Health Survey, MD = major
depression, MDD = major depressive disorder, MEL = melancholic disorder, MI = mirtazapine, MO = moclobemide, MP = maprotiline,
NO = nortriptyline, PL = placebo, PR CR = paroxetine controlled-release, SE = sertraline, SNRI = serotonin-norepinephrine reuptake inhibitor,
SSRI = selective serotonin reuptake inhibitor, TCA = tricyclic antidepressant, VN = venlafaxine.

Figure 2. Summary of Remission Rate Differences Between Paroxetine IR and Alternative Treatments

the relative efficacy and tolerability of paroxetine and
other antidepressants were examined.

The first result from the current meta-analysis was
predictable. Paroxetine was consistently better than pla-
cebo across a range of patient populations and clinical
outcomes. The latter included symptom reduction, clini-
cal response, and remission. The observed consistency
across multiple studies, especially with respect to differ-

ent clinical outcomes, indicated that a true difference in
efficacy exists between this SSRI and placebo. Our results
suggest that in practical terms, one needs to treat, on aver-
age, 10 patients with depressive disorders in order to
observe 1 patient achieving remission (i.e., a remission
difference of 10%). The number needed to treat to achieve
a clinical response is approximately 6 (i.e., a response
difference of 17%).112,113
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Abbreviations: A = anxiety, AI = amisulpride, AM = amitriptyline, AMDD = atypical major depressive disorder, BU = bupropion,
CGI = Clinical Global Impressions scale, CL = clomipramine, DD = depressive disorder, DYS = dysthymia, FL = fluoxetine, FV = fluvoxamine,
HAM-D = Hamilton Rating Scale for Depression, IM = imipramine, IR = immediate-release, MA = mianserin, MADRS = Montgomery-Asberg
Depression Rating Scale, MD = major depression, MDD = major depressive disorder, MI = mirtazapine, MO = moclobemide, MP = maprotiline,
NE = nefazodone, PL = placebo, PR CR = paroxetine controlled-release, SE = sertraline, SNRI = serotonin-norepinephrine reuptake inhibitor,
SSRI = selective serotonin reuptake inhibitor, TCA = tricyclic antidepressant, TI = tianeptine, VN = venlafaxine.

Figure 3. Summary of Response Rate Differences Between Paroxetine IR and Alternative Treatments

Definition of
Trial Diagnosis Response Control N

Placebo

Golden et al (2002)69 MDD HAM-D PL 416
Feighner et al (1993)52 MD HAM-D PL 480
Fava et al (1998)49 MD HAM-D PL 74
Claghorn (1992)36 MD HAM-D PL 336
Burrows and Salzman (2002)30 Minor DD CGI PL 24

TCA

Stuppaeck et al (1994)100 MD HAM-D AM 134
Sacchetti et al (2002)96 MD HAM-D AM 129
Moeller et al (1993)81 MD HAM-D AM 222
Hutchinson et al (1992)73 MD HAM-D AM 88
Geretsegger et al (1995)68 MD HAM-D AM 91
Bignamini and Rapisarda (1992)29 MD HAM-D AM 309
Feighner et al (1993)52 MD HAM-D IM 477
Chiu et al (1996)33 MD HAM-D IM 40
Arminen et al (1994)20 MD HAM-D IM 57
Ravindran et al (1997)95 DD/A MADRS CL 953
Guillibert et al (1989)70 MD HAM-D CL 79
Schnyder and MD HAM-D MP 70

Koller-Leiser (1996)97

Dorman (1992)46 DD HAM-D MA 57
Szegedi et al (1997)101 MD/minor DD HAM-D MP 512

SSRI

Tignol (1993)104 MD MADRS FL 176
Schoene and Ludwig (1993)98 MD HAM-D FL 106
Ontiveros and MD HAM-D FL 121

Garcia-Barriga (1997)91

Gagiano (1993)66 MD HAM-D FL 90
Fava et al (2002)50 MDD/AMDD HAM-D FL 188
Fava et al (1998)49 MD HAM-D FL 109
Chouinard et al (1999)34 MD HAM-D FL 198
Ansseau et al (1994)19 MD HAM-D FV 120
Fava et al (2002)50 MDD/AMDD HAM-D SE 192
Aberg-Wistedt et al (2000)17 MD MADRS/CGI SE 353

SNRI

Poirier and Boyer (1999)93 MD HAM-D/CGI VN 122
Ballús et al (2000)23 DD/DYS HAM-D/CGI VN 84

PR CR

Golden et al (2002)69 MDD HAM-D PR CR 417

Other

Wade et al (2003)105 DD HAM-D MI 177
Schatzberg et al (2002)88 MD HAM-D MI 246
Benkert et al (2000)27 MD HAM-D MI 250
Weihs et al (2000)107 MD CGI BU 100
Weihs et al (2000)107 MD HAM-D BU 100
Hicks et al (2002)71 DD HAM-D NE 40
Baldwin et al (1996)21 MD CGI NE 196
Cassano and Jori (2002)32 MD HAM-D AI 275
Pini et al (2003)92 MD/DYS/A HAM-D MO 123
Waintraub et al (2002)106 MD HAM-D TI 262

Paroxetine More Effective

–60 –40 –20 0 20 40 60

Difference in Response Rate (%) and 95% CI
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Abbreviations: A = anxiety, AI = amisulpride, AM = amitriptyline, AMDD = atypical major depressive disorder, BU = bupropion,
CL = clomipramine, DD = depressive disorder, DO = doxepin, DUAG = Danish University Antidepressant Group, DYS = dysthymia,
FL = fluoxetine, FV = fluvoxamine, HAM-A = Hamilton Rating Scale for Anxiety, HAM-D = Hamilton Rating Scale for Depression,
HSCL-D-20 = 20-item Hopkins Symptom Checklist Depression Scale, IM = imipramine, IR = immediate-release, LO = lofepramine,
MA = mianserin, MADRS = Montgomery-Asberg Depression Rating Scale, MD = major depression, MDD = major depressive disorder,
MEL = melancholic disorder, MI = mirtazapine, MO = moclobemide, MP = maprotiline, NE = nefazodone, NO = nortriptyline, PL = placebo,
PR CR = paroxetine controlled-release, SE = sertraline, SNRI = serotonin-norepinephrine reuptake inhibitor, SSRI = selective serotonin
reuptake inhibitor, TCA = tricyclic antidepressant, TI = tianeptine, VN = venlafaxine.

Figure 4. Summary of Effect Sizes Derived From Change Scores Between Paroxetine IR and Alternative Treatments

Measure of
Trial Diagnosis Severity Control N

Placebo

Barrett et al (2001)24 DYS/minor DD HSCL-D-20 PL 161
Fava et al (1998)49 MD HAM-D-21 PL 74
Williams et al (2000)108 DYS/minor DD HSCL-D-20 PL 277
Edwards and Goldie (1993)48 MD HAM-D PL 41
Rapaport et al (2003)94 MD HAM-D PL 215
Claghorn (1992)36 MD HAM-D PL 325
Feighner et al (1993)52 MD HAM-D PL 480
Golden et al (2002)69 MDD HAM-D PL 416
Burrows and Salzman (2002)30 Minor DD HAM-D PL 20

TCA

Sacchetti et al (2002)96 MD HAM-D AM 129
Stuppaeck et al (1994)100 MD HAM-D AM 92
Christiansen and Behnke (1996)35 DD HAM-D AM 113
Freed et al (1999)64 DD MADRS AM 306
Geretsegger et al (1995)68 MD HAM-D AM 59
Hutchinson et al (1991)72 MD HAM-D AM 90
Staner et al (1995)99 MD HAM-D AM 40
Laursen et al (1985)77 DD/DYS HAM-D AM 30
Moeller et al (1993)81 MD HAM-D AM 140
Chiu et al (1996)33 MD HAM-D IM 30
Feighner et al (1993)52 MD HAM-D IM 477
Ravindran et al (1997)95 DD/A MADRS CL 953
DUAG (1990)44 MD HAM-D-17 CL 102
Dorman (1992)46 DD HAM-D MA 57
Mertens and Pintens (1988)79 DD HAM-D MA 67
Dunner et al (1992)47 MD HAM-D DO 188
Moon and Vince (1996)82 MD MADRS LO 122
Szegedi et al (1997)101 MD/minor DD MADRS MP 544
Mulsant et al (2001)83 MD/MEL HAM-D NO 116

SSRI

Chouinard et al (1999)34 MD HAM-D FL 198
De Wilde et al (1993)45 MD HAM-D FL 78
Fava et al (1998)49 MD HAM-D-21 FL 109
Fava et al (2002)50 MDD/AMDD HAM-D FL 181
Ontiveros and MD HAM-D FL 110

Garcia-Barriga (1997)91

Geretsegger et al (1994)67 MD HAM-D FL 93
Ansseau et al (1994)19 MD HAM-D FV 120
Kiev and Feiger (1997)74 MD HAM-D FV 58
Aberg-Wistedt et al (2000)17 MD MADRS SE 353
Fava et al (2002)50 MDD/AMDD HAM-D SE 189

SNRI

McPartlin et al (1998)78 MD HAM-D VN 336
Poirier and Boyer (1999)93 MD HAM-D VN 123
Ballús et al (2000)23 DD/DYS HAM-D VN 84

PR CR

Rapaport et al (2003)94 MD HAM-D PR CR 210
Golden et al (2002)69 MDD HAM-D PR CR 417

Other

Schatzberg et al (2002)88 MD HAM-D-17 MI 246
Wade et al (2003)105 DD HAM-D-17 MI 177
Benkert et al (2000)27 MD HAM-D MI 250
Weihs et al (2000)107 MD HAM-D BU 100
Baldwin et al (1996)21 MD MADRS NE 174
Hicks et al (2002)71 DD HAM-D NE 40
Cassano and Jori (2002)32 MD HAM-D AI 272
Pini et al (2003)92 MD/DYS/A HAM-D MO 123
Waintraub et al (2002)106 MD HAM-D TI 225

–1.5 –1.0 –0.5 0 0.5 1.0 1.5

Paroxetine More Effective

Effect Size and 95% CI
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Substantial uncertainty remained regarding the true
difference between paroxetine and other antidepressants.
One interpretation would be that multi-action drugs are
better than paroxetine on some clinical outcomes in some
cases (e.g., using data from 2 trials, venlafaxine was su-
perior on clinical response, and, using data from another
3 trials, mirtazapine was superior on remission and symp-
tom reduction). However, if the level of consistency
across the evidence base observed above was used as a
threshold to discern a true difference, there were no
consistent data to suggest a true difference in efficacy
between paroxetine and other antidepressants.10,11 In the
large number of active comparator trials, there were no
drugs that were consistently shown to be better than
paroxetine by more than 1 clinical outcome, nor did
paroxetine differ from any other agent, except in special
cases, which will be described below.

As a class, dual agents did not seem to provide consis-
tently better efficacy than paroxetine. For example, venla-
faxine was shown to achieve a better remission rate than
paroxetine in 2 relatively small trials,23,93 but this finding
was not confirmed in a larger trial.78 Venlafaxine was
also shown to have a better response rate than paroxetine,
a finding that was consistent with results from previous
meta-analyses.7 However, the pooled response rate differ-
ence was based upon data from 3 trials.23,78,93 One of these
trials was a study designed to compare venlafaxine and
paroxetine in patients who were SSRI nonrespondents,
many of whom had previously failed paroxetine.93 This
fact obviously predisposed an outcome favorable toward
venlafaxine but did not support a true difference in effi-
cacy between venlafaxine and paroxetine for major de-
pressive disorder. Overall, no consistent difference was
shown between the 2 agents across all clinical outcomes
(i.e., remission and symptom reduction did not differ).

Compared to paroxetine, mirtazapine was better in
symptom reduction and remission. It was, however, not
better with respect to clinical response or tolerability.

These observations could be explained in part by the se-
dating effect of mirtazapine as measured by the 3 sleep
questions in the HAM-D questionnaire.114 For example,
mirtazapine has been shown to improve sleep continuity
in major depressive disorder (MDD) patients with poor
sleep quality.115,116 Other inconsistent findings across dif-
ferent outcomes were observed in the pairwise compari-
sons between paroxetine and mianserin and paroxetine and
fluoxetine in favor of paroxetine. Once again it becomes
apparent that choosing 1 criterion that shows a difference
between 2 agents when all other criteria do not very likely
results in the reader’s falsely believing that there is a clin-
ically significant difference between the medications.

Similarly, in a systematic review of head-to-head stud-
ies comparing 1 second-generation antidepressant (i.e.,
SSRI, serotonin-norepinephrine reuptake inhibitor, dopa-
mine reuptake inhibitor, or 5-HT2 receptor antagonist)
with another in the treatment of MDD, Hansen et al.117

concluded that the efficacy and safety profiles of these
antidepressants did not differ substantially. Similarly,
Gartlehner et al.,118 in another systematic review, reported
no difference in discontinuation rates between SSRIs as
a class and other second-generation antidepressants.

Compared to the immediate-release formulation of
paroxetine, the controlled-release formulation seemed to
be better tolerated, as suggested by its smaller number of
early terminations. On average, one would need to switch
20 trial participants from the immediate-release to the
controlled-release formulation to prevent an early termina-
tion due to adverse events (i.e., an absolute difference of
5.4%). This difference is consistent with other evaluative
studies that suggest a longer median time to discontinu-
ation with the controlled-release formulation.119,120 This
finding, however, needs to be interpreted cautiously, as
it was based upon a relatively limited amount of data from
2 studies.69,94

This systematic review has several limitations. Unpub-
lished trials involving paroxetine were not included, al-
though there was no clear indication of publication bias.
Dose-response assessment was not feasible due to the dose
titration design in the majority of the included trials. An
analysis of sustained response was not feasible with the
current data, although the placebo-subtracted responses
observed with paroxetine might have to be interpreted in
light of treatment expectation and the episodic duration of
depressive symptoms.121 In some instances, heterogeneity
was noted for the pooled results. Reasons for this hetero-
geneity included different depression classification sys-
tems (i.e., other than DSM-III criteria), patient settings,
and inclusion criteria.122–124 These limitations were evalu-
ated by conducting several sensitivity analyses. The find-
ings reported here were unchanged when smaller studies
and those with differing diagnostic criteria were removed.

Our results suggest that symptom reduction captured
by a variety of outcome measures must be consistently

Figure 5. Funnel Plot of Effect Sizes Versus Their Precision
to Assess for Publication Bias Among Trials of Paroxetine IR
Versus Active Treatments
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different for a valid and reliable suggestion of differences
between 2 antidepressants. Based on this principle, there
were no consistent and valid differences between paroxe-
tine and other antidepressants to suggest that multiple
modes of action improve clinical outcomes. Taking this
into account, our findings suggest that clinicians must
focus on improving adherence to treatment regimens, past
response rates, and other practical considerations when
choosing an antidepressant that is appropriate for a given
patient.

Drug names: bupropion (Wellbutrin and others), clomipramine
(Anafranil and others), doxepin (Sinequan and others), fluoxetine
(Prozac and others), imipramine (Tofranil and others), mirtazapine
(Remeron and others), nortriptyline (Pamelor, Aventyl, and others),
paroxetine (Paxil, Pexeva, and others), sertraline (Zoloft and others),
venlafaxine (Effexor and others).

Author contributions: All the authors conceived the research question,
interpreted the data, revised the article, and approved this version of
the article for publication. Dr. Katzman and Mr. Pham designed the
study with the help of Ms. Tricco. Mr. Pham conducted the meta-
analysis. Dr. Katzman drafted the article with the help of
Ms. Tricco and Mr. Pham.

Acknowledgments: We thank Brenda Lee, M.H.Sc., for her assistance
with article acquisition, screening, and data abstraction; Theresa Chua,
B.Sc., for her data-entry assistance; Yang Liu, M.Sc., for helping with
the statistical analysis; Marni Okell, M.Sc., for help with screening;
and Scott Simpson, Ph.D., for his assistance with project management.
All of the individuals named in the acknowledgment statement were
employees of GlaxoSmithKline Canada during the conduct of this
systematic review.

Financial disclosure: Dr. Katzman has been a consultant for
AstraZeneca, Eli Lilly, GlaxoSmithKline, Janssen-Ortho, Lundbeck,
Organon, Shire, and Wyeth; has received grant/research support from
AstraZeneca, Cyberonics, Eli Lilly, GlaxoSmithKline, Lundbeck,
Solvay, and Wyeth; and has received honoraria from AstraZeneca,
Bristol-Myers Squibb, Eli Lilly, GlaxoSmithKline, Janssen-Ortho,
Lundbeck, Organon, Pfizer, and Wyeth. Ms. Tricco has been a paid
consultant for GlaxoSmithKline. Dr. Filteau has received grant/
research support from Wyeth Canada and has been a member of
the speakers or advisory boards for AstraZeneca, Biovail, Eli Lilly,
Janssen-Ortho, Lundbeck, Shire, and Wyeth Canada. Dr. Bleau has
received grant/research support from GlaxoSmithKline and Lundbeck
and has been a member of the speakers or advisory boards for and
has received honoraria from AstraZeneca, Eli Lilly, GlaxoSmithKline,
Janssen, Lundbeck, Shire, and Wyeth. Dr. Chokka has received re-
search support from AstraZeneca, Eli Lilly, GlaxoSmithKline, Janssen,
Sanofi-Aventis, and Wyeth and has been a member of the speakers
or advisory boards for and has received honoraria from AstraZeneca,
Biovail, Eli Lilly, GlaxoSmithKline, Janssen, and Wyeth. Dr. Mok  has
received research funding from the Research and Development Depart-
ment of GlaxoSmithKline for this work. Mr. Pham is an employee of
GlaxoSmithKline. Drs. McIntosh and Kjernisted  report no additional
financial or other relationships relevant to the subject of this article.

REFERENCES

1. Devereaux E, Carlson M. The role of occupational therapy in the
management of depression. Am J Occup Ther 1992;46:175–180

2. Larson KB. Activity patterns and life changes in people with depression.
Am J Occup Ther 1990;44:902–906

3. Sartorius N, Ustun TB, Lecrubier Y, et al. Depression comorbid with
anxiety: results from the WHO study on psychological disorders in
primary health care. Br J Psychiatry Suppl 1996;38–43

4. Barrett B, Byford S, Knapp M. Evidence of cost-effective treatments

for depression: a systematic review. J Affect Disord 2005;84:1–13
5. Norman TR, Olver JS. New formulations of existing antidepressants: ad-

vantages in the management of depression. CNS Drugs 2004;18:505–520
6. Delgado PL. How antidepressants help depression: mechanisms of action

and clinical response. J Clin Psychiatry 2004;65(suppl 4):25–30
7. Thase ME, Entsuah AR, Rudolph RL. Remission rates during treatment

with venlafaxine or selective serotonin reuptake inhibitors. Br J Psychiatry
2001;178:234–241

8. Smith D, Dempster C, Glanville J, et al. Efficacy and tolerability of
venlafaxine compared with selective serotonin reuptake inhibitors and
other antidepressants: a meta-analysis. Br J Psychiatry 2002;180:396–404

9. Stahl SM, Entsuah R, Rudolph RL. Comparative efficacy between
venlafaxine and SSRIs: a pooled analysis of patients with depression.
Biol Psychiatry 2002;52:1166–1174

10. Lu G, Ades AE. Assessing evidence inconsistency in mixed treatment
comparisons. J Am Stat Assoc 2006;101:447–459

11. Ades AE, Sutton AJ. Multiparameter evidence synthesis in epidemiology
and medical decision-making: current approaches. J R Stat Soc Ser A
Stat Soc 2006;169:5–35

12. Jadad AR, Moore RA, Carroll D, et al. Assessing the quality of reports
of randomized clinical trials: is blinding necessary? Control Clin Trials
1996;17:1–12

13. Higgins JPT, Green S, eds. Cochrane Handbook for Systematic Reviews
of Interventions 4.2.5 [updated May 2005]. In: The Cochrane Library,
Issue 3. Chichester, UK: John Wiley & Sons; 2005

14. Normand SL. Meta-analysis: formulating, evaluating, combining, and
reporting. Stat Med 1999;18:321–359

15. DerSimonian R, Laird N. Meta-analysis in clinical trials. Control Clin
Trials 1986;7:177–188

16. Egger M, Davey SG, Schneider M, et al. Bias in meta-analysis detected
by a simple, graphical test. BMJ 1997;315:629–634

17. Aberg-Wistedt A, Agren H, Ekselius L, et al. Sertraline versus paroxetine
in major depression: clinical outcome after six months of continuous
therapy. J Clin Psychopharmacol 2000;20:645–652

18. Stain-Malmgren R, Khoury AE, Aberg-Wistedt A, et al. Serotonergic
function in major depression and effect of sertraline and paroxetine
treatment. Int Clin Psychopharmacol 2001;16:93–101

19. Ansseau M, Gabriëls A, Loyens J, et al. Controlled comparison of
paroxetine and fluvoxamine in major depression. Hum Psychopharmacol
1994;9:329–336

20. Arminen SL, Ikonen U, Pulkkinen P, et al. A 12-week double-blind
multi-centre study of paroxetine and imipramine in hospitalized depressed
patients. Acta Psychiatr Scand 1994;89:382–389

21. Baldwin DS, Hawley CJ, Abed RT, et al. A multicenter double-blind com-
parison of nefazodone and paroxetine in the treatment of outpatients with
moderate-to-severe depression. J Clin Psychiatry 1996;57(suppl 2):46–52

22. Baldwin DS, Hawley CJ, Mellors K, et al. A randomized, double-blind
controlled comparison of nefazodone and paroxetine in the treatment of
depression: safety, tolerability and efficacy in continuation phase treat-
ment. J Psychopharmacol 2001;15:161–165

23. Ballús C, Quiros G, De Flores T, et al. The efficacy and tolerability of
venlafaxine and paroxetine in outpatients with depressive disorder or
dysthymia. Int Clin Psychopharmacol 2000;15:43–48

24. Barrett JE, Williams JW Jr, Oxman TE, et al. Treatment of dysthymia
and minor depression in primary care: a randomized trial in patients aged
18 to 59 years. J Fam Pract 2001;50:405–412

25. Sullivan MD, Katon WJ, Russo JE, et al. Patient beliefs predict response
to paroxetine among primary care patients with dysthymia and minor
depression. J Am Board Fam Pract 2003;16:22–31

26. Bascara L. A double-blind study to compare the effectiveness and tolera-
bility of paroxetine and amitriptyline in depressed patients. Acta Psychiatr
Scand Suppl 1989;350:141–142

27. Benkert O, Szegedi A, Kohnen R. Mirtazapine compared with paroxetine
in major depression. J Clin Psychiatry 2000;61:656–663

28. Szegedi A, Muller MJ, Anghelescu I, et al. Early improvement under mir-
tazapine and paroxetine predicts later stable response and remission with
high sensitivity in patients with major depression. J Clin Psychiatry 2003;
64:413–420

29. Bignamini A, Rapisarda V. A double-blind multicentre study of paroxetine
and amitriptyline in depressed outpatients. Int Clin Psychopharmacol
1992;6:37–41

30. Burrows AB, Salzman C. A randomized, placebo-controlled trial of
paroxetine in nursing home residents with non-major depression.

1853



Paroxetine for Depressive Disorders: A Systematic Review

1855J Clin Psychiatry 68:12, December 2007

Depress Anxiety 2002;15:102–110
31. Cassano GB, Puca F, Scapicchio PL, et al. Paroxetine and fluoxetine

effects on mood and cognitive functions in depressed nondemented
elderly patients. J Clin Psychiatry 2002;63:396–402

32. Cassano GB, Jori MC, on behalf of the AMIMAJOR investigators.
Efficacy and safety of amisulpride 50 mg versus paroxetine 20 mg in
major depression: a randomized, double-blind, parallel group study.
Int Clin Psychopharmacol 2002;17:27–32

33. Chiu HJ, Hong CJ, Chan CH. Paroxetine in the treatment of Chinese
patients with depressive episode: a double-blind randomized comparison
with imipramine. Zhonghua Yi Xue Za Zhi (Taipei) 1996;57:418–423

34. Chouinard G, Saxena B, Belanger MC, et al. A Canadian multicenter,
double-blind study of paroxetine and fluoxetine in major depressive
disorder. J Affect Disord 1999;54:39–48

35. Christiansen PE, Behnke K. Paroxetine and amitriptyline in the treatment
of depression in general practice. Acta Psychiatr Scand 1996;93:158–163

36. Claghorn J. A double-blind comparison of paroxetine and placebo in the
treatment of depressed outpatients. Int Clin Psychopharmacol 1992;6:
25–30

37. Dunbar GC, Claghorn JL, Kiev A, et al. A comparison of paroxetine and
placebo in depressed outpatients. Acta Psychiatr Scand 1993;87:302–305

38. Claghorn JL. The safety and efficacy of paroxetine compared with
placebo in a double-blind trial of depressed outpatients. J Clin Psychiatry
1992;53(2, suppl):33–35

39. Claghorn JL, Kiev A, Rickels K, et al. Paroxetine versus placebo: a double-
blind comparison in depressed patients. J Clin Psychiatry 1992;53:434–438

40. Kiev A. A double-blind, placebo-controlled study of paroxetine in
depressed outpatients. J Clin Psychiatry 1992;53(2, suppl):27–29

41. Rickels K, Amsterdam J, Clary C, et al. The efficacy and safety of
paroxetine compared with placebo in outpatients with major depression.
J Clin Psychiatry 1992;53(2, suppl):30–32

42. Rickels K, Amsterdam J, Clary C, et al. A placebo-controlled, double-
blind, clinical trial of paroxetine in depressed outpatients. Acta Psychiatr
Scand Suppl 1989;350:117–123

43. Smith WT, Glaudin V. A placebo-controlled trial of paroxetine in the treat-
ment of major depression. J Clin Psychiatry 1992;53(2, suppl):36–39

44. Danish University Antidepressant Group. Paroxetine: a selective serotonin
reuptake inhibitor showing better tolerance, but weaker antidepressant
effect than clomipramine in a controlled multicenter study. J Affect
Disord 1990;18:289–299

45. De Wilde J, Spiers R, Mertens C, et al. A double-blind, comparative,
multicentre study comparing paroxetine with fluoxetine in depressed
patients. Acta Psychiatr Scand 1993;87:141–145

46. Dorman T. Sleep and paroxetine: a comparison with mianserin in elderly
depressed patients. Int Clin Psychopharmacol 1992;6:53–58

47. Dunner DL, Cohn JB, Walshe T, et al. Two combined, multicenter double-
blind studies of paroxetine and doxepin in geriatric patients with major
depression. J Clin Psychiatry 1992;53(2, suppl):57–60

48. Edwards JG, Goldie A. Placebo-controlled trial of paroxetine in depressive
illness. Hum Psychopharmacol 1993;8:203–209

49. Fava M, Amsterdam JD, Deltito JA, et al. A double-blind study of paroxe-
tine, fluoxetine, and placebo in outpatients with major depression. Ann
Clin Psychiatry 1998;10:145–150

50. Fava M, Hoog SL, Judge RA, et al. Acute efficacy of fluoxetine versus
sertraline and paroxetine in major depressive disorder including effects
of baseline insomnia. J Clin Psychopharmacol 2002;22:137–147

51. Fava M, Rosenbaum JF, Hoog SL, et al. Fluoxetine versus sertraline and
paroxetine in major depression: tolerability and efficacy in anxious de-
pression. J Affect Disord 2000;59:119–126

52. Feighner JP, Cohn JB, Fabre LF Jr, et al. A study comparing paroxetine,
placebo, and imipramine in depressed patients. J Affect Disord 1993;28:
71–79

53. Feighner JP. A double-blind comparison of paroxetine, imipramine and
placebo, in depressed outpatients. Int Clin Psychopharmacol 1992;6:31–35

54. Claghorn JL, Feighner JP. A double-blind comparison of paroxetine with
imipramine in the long-term treatment of depression. J Clin
Psychopharmacol 1993;13(6 suppl 2):23S–27S

55. Cohn JB, Crowder JE, Wilcox CS, et al. A placebo- and imipramine-
controlled study of paroxetine. Psychopharmacol Bull 1990;26:185–189

56. Cohn JB, Wilcox CS. Paroxetine in major depression: a double-blind trial
with imipramine and placebo. J Clin Psychiatry 1992;53(2, suppl):52–56

57. Dunbar GC, Cohn JB, Fabre LF, et al. A comparison of paroxetine,
imipramine and placebo in depressed out-patients. Br J Psychiatry

1991;159:394–398
58. Fabre LF. A 6-week double-blind trial of paroxetine, imipramine, and pla-

cebo in depressed outpatients. J Clin Psychiatry 1992;53(2, suppl):40–43
59. Feighner JP, Boyer WF. Paroxetine in the treatment of depression: a

comparison with imipramine and placebo. Acta Psychiatr Scand Suppl
1989;350:125–129

60. Feighner JP, Boyer WF. Paroxetine in the treatment of depression: a
comparison with imipramine and placebo. J Clin Psychiatry 1992;53
(2, suppl):44–47

61. Shrivastava RK, Shrivastava SH, Overweg N, et al. A double-blind
comparison of paroxetine, imipramine, and placebo in major depression.
J Clin Psychiatry 1992;53(2, suppl):48–51

62. Peselow ED, Filippi AM, Goodnick P, et al. The short- and long-term effi-
cacy of paroxetine HCl, A: data from a 6-week double-blind parallel design
trial vs imipramine and placebo. Psychopharmacol Bull 1989;25:267–271

63. Ferguson JM, Wesnes KA, Schwartz GE. Reboxetine versus paroxetine
versus placebo: effects on cognitive functioning in depressed patients.
Int Clin Psychopharmacol 2003;18:9–14

64. Freed E, Goldney R, Lambert T, et al. A double-blind, multicentre study to
assess the tolerability and efficacy of paroxetine compared with amitripty-
line in the treatment of depressed patients in Australian general practice.
Aust N Z J Psychiatry 1999;33:416–421

65. Gagiano CA, Muller PG, Fourie J, et al. The therapeutic efficacy of parox-
etine: (a) an open study in patients with major depression not responding
to antidepressants; (b) a double-blind comparison with amitriptyline in
depressed outpatients. Acta Psychiatr Scand Suppl 1989;350:130–131

66. Gagiano CA. A double-blind comparison of paroxetine and fluoxetine in
patients with major depression. Br J Clin Res 1993;4:145–152

67. Geretsegger C, Bohmer F, Ludwig M. Paroxetine in the elderly depressed
patient: randomized comparison with fluoxetine of efficacy, cognitive and
behavioral effects. Int Clin Psychopharmacol 1994;9:25–29

68. Geretsegger C, Stuppaeck CH, Mair M, et al. Multicenter double blind
study of paroxetine and amitriptyline in elderly depressed inpatients.
Psychopharmacology 1995;119:277–281

69. Golden RN, Nemeroff CB, McSorley P, et al. Efficacy and tolerability of
controlled-release and immediate-release paroxetine in the treatment of
depression. J Clin Psychiatry 2002;63:577–584

70. Guillibert E, Pelicier Y, Archambault JC, et al. A double-blind, multicentre
study of paroxetine versus clomipramine in depressed elderly patients.
Acta Psychiatr Scand Suppl 1989;350:132–134

71. Hicks JA, Argyropoulos SV, Rich AS, et al. Randomised controlled study
of sleep after nefazodone or paroxetine treatment in out-patients with de-
pression. Br J Psychiatry 2002;180:528–535

72. Hutchinson DR, Tong S, Moon CAL, et al. A double-blind study in general
practice to compare the efficacy and tolerability of paroxetine and amitrip-
tyline in depressed elderly patients. Br J Clin Res 1991;2:43–57

73. Hutchinson DR, Tong S, Moon CAL, et al. Paroxetine in the treatment
of elderly depressed patients in general practice: a double-blind compari-
son with amitriptyline. Int Clin Psychopharmacol 1992;6(suppl 4):43–51

74. Kiev A, Feiger A. A double-blind comparison of fluvoxamine and paroxe-
tine in the treatment of depressed outpatients. J Clin Psychiatry 1997;58:
146–152

75. Kroenke K, West SL, Swindle R, et al. Similar effectiveness of paroxetine,
fluoxetine, and sertraline in primary care: a randomized trial. JAMA 2001;
286:2947–2955

76. Kuhs H, Rudolf GA. A double-blind study of the comparative antidepres-
sant effect of paroxetine and amitriptyline. Acta Neurol Scand 1989;80:
145–146

77. Laursen AL, Mikkelsen PL, Rasmussen S, et al. Paroxetine in the treatment
of depression: a randomized comparison with amitriptyline. Acta Psychiatr
Scand 1985;71:249–255

78. McPartlin GM, Reynolds A, Anderson C, et al. A comparison of once-daily
venlafaxine XR and paroxetine in depressed outpatients treated in general
practice. Prim Care Psychiatry 1998;4:127–132

79. Mertens C, Pintens H. Paroxetine in the treatment of depression: a double-
blind multicenter study versus mianserin. Acta Psychiatrica Scandinavica
1988;77:683–688

80. Miller SM, Naylor GJ, Murtagh M, et al. A double-blind comparison of
paroxetine and placebo in the treatment of depressed patients in a psychiat-
ric outpatient clinic. Acta Psychiatr Scand Suppl 1989;350:143–144

81. Moeller HJ, Berzewski H, Eckmann F, et al. Double-blind multicenter
study of paroxetine and amitriptyline in depressed inpatients. Pharmaco-
psychiatry 1993;26:75–78

1854



Katzman et al.

1856 J Clin Psychiatry 68:12, December 2007

82. Moon CAL, Vince M. Treatment of major depression in general practice:
a double-blind comparison of paroxetine and lofepramine. Br J Clin Pract
1996;50:240–244

83. Mulsant BH, Pollock BG, Nebes RD, et al. A twelve-week, double-blind,
randomized comparison of nortriptyline and paroxetine in older depressed
inpatients and outpatients. Am J Geriatr Psychiatry 2001;9:406–414

84. Mulsant BH, Pollock BG, Nebes RD, et al. A double-blind randomized
comparison of nortriptyline and paroxetine in the treatment of late-life
depression: 6-week outcome. J Clin Psychiatry 1999;60(suppl 20):16–20

85. Bump GM, Mulsant BH, Pollock BG, et al. Paroxetine versus nortripty-
line in the continuation and maintenance treatment of depression in the
elderly. Depress Anxiety 2001;13:38–44

86. Weber E, Stack J, Pollock BG, et al. Weight change in older depressed
patients during acute pharmacotherapy with paroxetine and nortriptyline:
a double-blind randomized trial. Am J Geriatr Psychiatry 2000;8:245–250

87. Murphy GMJ, Kremer C, Rodrigues H, et al. The apolipoprotein E
epsilon4 allele and antidepressant efficacy in cognitively intact elderly
depressed patients. Biol Psychiatry 2003;54:665–673

88. Schatzberg AF, Kremer C, Rodrigues HE, et al. Double-blind, random-
ized comparison of mirtazapine and paroxetine in elderly depressed
patients. Am J Geriatr Psychiatry 2002;10:541–550

89. Nielsen OA, Morsing I, Petersen JS, et al. Paroxetine and imipramine
treatment of depressive patients in a controlled multicentre study with
plasma amino acid measurements. Acta Psychiatr Scand 1991;84:
233–241

90. Skausig O, Nielsen O, Morsing I, et al. Paroxetine and imipramine treat-
ment of depressed patients in a controlled, multicentre study with plasma
amino acid measurements. Nord J Psychiatry 1992;46(suppl 27):23–26

91. Ontiveros A, Garcia-Barriga C. A double-blind, comparative study of
paroxetine and fluoxetine in out-patients with depression. Br J Clin Res
1997;8:23–32

92. Pini S, Amador XF, Dell’Osso L, et al. Treatment of depression with
comorbid anxiety disorders: differential efficacy of paroxetine versus
moclobemide. Int Clin Psychopharmacol 2003;18:15–21

93. Poirier MF, Boyer P. Venlafaxine and paroxetine in treatment-resistant
depression: double-blind, randomised comparison. Br J Psychiatry
1999;175:12–16

94. Rapaport MH, Schneider LS, Dunner DL, et al. Efficacy of controlled-
release paroxetine in the treatment of late-life depression. J Clin Psychi-
atry 2003;64:1065–1074

95. Ravindran AV, Judge R, Hunter BN, et al, for the Paroxetine Study
Group. A double-blind, multicenter study in primary care comparing
paroxetine and clomipramine in patients with depression and associated
anxiety. J Clin Psychiatry 1997;58:112–118

96. Sacchetti E, Cassano GB, Penati G, et al. Paroxetine versus amitriptyline
in patients with recurrent major depression: a double-blind trial. Int J
Psychiatry Clin Pract 2002;6:23–29

97. Schnyder U, Koller-Leiser A. A double-blind, multicentre study of
paroxetine and maprotiline in major depression. Can J Psychiatry 1996;
41:239–244

98. Schoene W, Ludwig M. A double-blind study of paroxetine compared
with fluoxetine in geriatric patients with major depression. J Clin
Psychopharmacol 1993;13:34S–39S

99. Staner L, Kerkhofs M, Detroux D, et al. Acute, subchronic and with-
drawal sleep EEG changes during treatment with paroxetine and
amitriptyline: a double-blind randomized trial in major depression.
Sleep 1995;18:470–477

100. Stuppaeck CH, Geretsegger C, Whitworth AB, et al. A multicenter
double-blind trial of paroxetine versus amitriptyline in depressed
inpatients. J Clin Psychopharmacol 1994;14:241–246

101. Szegedi A, Wetzel H, Angersbach D, et al. A double-blind study compar-
ing paroxetine and maprotiline in depressed outpatients. Pharmacopsychi-
atry 1997;30:97–105

102. Szegedi A, Wetzel H, Angersbach D, et al. Response to treatment in mi-
nor and major depression: results of a double-blind comparative study
with paroxetine and maprotiline. J Affect Disord 1997;45:167–178

103. Benkert O, Szegedi A, Wetzel H, et al. Dose escalation vs continued
doses of paroxetine and maprotiline: a prospective study in depressed
out-patients with inadequate treatment response. Acta Psychiatr Scand
1997;95:288–296

104. Tignol J. A double-blind, randomized, fluoxetine-controlled,
multicenter study of paroxetine in the treatment of depression.
J Clin Psychopharmacol 1993;13(6 suppl 2):18S–22S

105. Wade A, Crawford GM, Angus M, et al. A randomized, double-blind,
24-week study comparing the efficacy and tolerability of mirtazapine
and paroxetine in depressed patients in primary care. Int Clin
Psychopharmacol 2003;18:133–141

106. Waintraub L, Septien L, Azoulay P. Efficacy and safety of tianeptine
in major depression: evidence from a 3-month controlled clinical trial
versus paroxetine. CNS Drugs 2002;16:65–75

107. Weihs KL, Settle EC Jr, Batey SR, et al. Bupropion sustained release
versus paroxetine for the treatment of depression in the elderly. J Clin
Psychiatry 2000;61:196–202

108. Williams JW Jr, Barrett J, Oxman T, et al. Treatment of dysthymia and
minor depression in primary care: a randomized controlled trial in older
adults. JAMA 2000;284:1519–1526

109. Schmaling KB, Dimidjian S, Katon W, et al. Response styles among pa-
tients with minor depression and dysthymia in primary care. J Abnorm
Psychol 2002;111:350–356

110. Peselow ED, Filippi AM, Goodnick P, et al. The short- and long-term
efficacy of paroxetine HCl, B: data from a double-blind crossover
study and from a year-long term trial vs imipramine and placebo.
Psychopharmacol Bull 1989;25:272–276

111. Heydorn WE. Paroxetine: a review of its pharmacology, pharmaco-
kinetics and utility in the treatment of a variety of psychiatric disorders.
Expert Opin Investig Drugs 1999;8:417–441

112. Laupacis A, Sackett DL, Roberts RS. An assessment of clinically useful
measures of the consequences of treatment. N Engl J Med 1988;318:
1728–1733

113. Weeks DL, Noteboom JT. Using the number needed to treat in clinical
practice. Arch Phys Med Rehabil 2004;85:1729–1731

114. Hamilton M. A rating scale for depression. J Neurol Neurosurg
Psychiatry 1960;23:56–62

115. Winokur A, Sateia MJ, Hayes JB, et al. Acute effects of mirtazapine
on sleep continuity and sleep architecture in depressed patients: a pilot
study. Biol Psychiatry 2000;48:75–78

116. Winokur A, DeMartinis NA III, McNally DP, et al. Comparative effects
of mirtazapine and fluoxetine on sleep physiology measures in patients
with major depression and insomnia. J Clin Psychiatry 2003;64:
1224–1229

117. Hansen RA, Gartlehner G, Lohr KN, et al. Efficacy and safety of second-
generation antidepressants in the treatment of major depressive disorder.
Ann Intern Med 2005;143:415–426

118. Gartlehner G, Hansen RA, Carey TS, et al. Discontinuation rates for
selective serotonin reuptake inhibitors and other second-generation anti-
depressants in outpatients with major depressive disorder: a systematic
review and meta-analysis. Int Clin Psychopharmacol 2005;20:59–69

119. Eaddy M, Bramley T, Regan T. Time to antidepressant discontinuation:
a comparison of controlled-release paroxetine and immediate-release
selective serotonin-reuptake inhibitors. Manag Care Interface 2003;16:
22–27

120. Sheehan DV, Eaddy M, Sarnes M, et al. Evaluating the economic conse-
quences of early antidepressant treatment discontinuation: a comparison
between controlled-release and immediate-release paroxetine. J Clin
Psychopharmacol 2004;24:544–548

121. Storosum JG, Elferink AJ, van Zwieten BJ, et al. Natural course and
placebo response in short-term, placebo-controlled studies in major
depression: a meta-analysis of published and non-published studies.
Pharmacopsychiatry 2004;37:32–36

122. Bech P, Cialdella P, Haugh MC, et al. Meta-analysis of randomised
controlled trials of fluoxetine v placebo and tricyclic antidepressants
in the short-term treatment of major depression. Br J Psychiatry 2000;
176:421–428

123. MacGillivray S, Arroll B, Hatcher S, et al. Efficacy and tolerability of
selective serotonin reuptake inhibitors compared with tricyclic antide-
pressants in depression treated in primary care: systematic review and
meta-analysis. BMJ 2003;326:1014

124. Furukawa TA, Cipriani A, Barbui C, et al. Imputing response rates
from means and standard deviations in meta-analyses. Int Clin
Psychopharmacol 2005;20:49–52

Appendix 1 appears on pages 1856–1859.

1855



Paroxetine for Depressive Disorders: A Systematic Review

1857J Clin Psychiatry 68:12, December 2007

A
pp

en
di

x 
1.

 S
tu

dy
 a

nd
 P

ar
ti

ci
pa

nt
 C

ha
ra

ct
er

is
ti

cs
 fo

r 
A

ll 
Tr

ia
ls

 (
N

=
94

)
 S

am
e

Pr
im

ar
y 

D
ia

gn
os

is
;

Tr
ea

tm
en

t
W

ee
ks

 o
f

Ag
e,

%
R

ef
er

en
ce

Tr
ia

l
Co

un
tr

y
D

ia
gn

os
tic

 C
rit

er
ia

; S
ev

er
ity

 C
rit

er
ia

Se
tti

ng
Tr

ea
tm

en
t

Tr
ea

tm
en

t/D
os

e,
 m

g
M

ea
n

 M
al

e
Pa

tie
nt

 A
ss

es
sm

en
t T

oo
ls

Ab
er

g-
W

is
te

dt
 e

t a
l (

20
00

)17
1

Sw
ed

en
M

D
; D

SM
-I

II-
R

; M
AD

R
S-

10
≥

21
O

24
PR

/2
0–

40
, S

E/
50

–1
50

43
.0

32
M

AD
R

S,
 C

G
I

St
ai

n-
M

al
m

gr
en

 e
t a

l (
20

01
)18

1
Sw

ed
en

M
D

; D
SM

-I
II-

R
; M

AD
R

S-
10

≥
21

O
24

PR
/N

R
, S

E/
N

R
39

.0
27

M
AD

R
S

An
ss

ea
u 

et
 a

l (
19

94
)19

Be
lg

iu
m

M
D

; D
SM

-I
II-

R
; H

AM
-D

-2
1

≥
18

I/O
6

PR
/2

0–
30

, F
V/

50
–2

00
43

.7
54

H
AM

-D
, H

AM
-A

, C
G

I
Ar

m
in

en
 e

t a
l (

19
94

)20
Tu

rk
ey

M
D

; D
SM

-I
II-

R
; H

AM
-D

≥
18

I
12

PR
/2

0–
40

, I
M

/1
00

–2
00

N
R

46
H

AM
-D

, M
AD

R
S,

 B
D

I
on

 fi
rs

t 1
7 

ite
m

s
Ba

ld
w

in
 e

t a
l (

19
96

)21
2

U
K 

an
d 

Ir
el

an
d

M
D

; D
SM

-I
II-

R
; H

AM
-D

≥
18

 o
n 

fir
st

O
8

PR
/2

0–
40

, N
E/

20
0–

60
0

38
.1

45
H

AM
-D

, H
AM

-A
, C

G
I, 

M
AD

R
S,

17
 it

em
s,

 m
od

er
at

el
y 

ill
 o

n 
CG

I
PG

A
Ba

ld
w

in
 e

t a
l (

20
01

)22
2

U
K 

an
d 

Ir
el

an
d

M
D

; D
SM

-I
II-

R
; H

AM
-D

≥
18

 o
n 

fir
st

O
16

PR
/2

0–
40

, N
E/

20
0–

60
0

38
.8

47
H

AM
-D

, C
G

I, 
PG

A,
 H

AM
-A

,
17

 it
em

s,
 m

od
er

at
el

y 
ill

 o
n 

CG
I

M
AD

R
S

Ba
llú

s 
et

 a
l (

20
00

)23
Sp

ai
n

D
D

 o
r D

YS
; I

CD
-1

0;
 H

AM
-D

-2
1

≥
17

O
24

PR
/2

0–
40

, V
N

/7
5–

15
0

44
.6

12
H

AM
-D

, M
AD

R
S,

 C
G

I
Ba

rr
et

t e
t a

l (
20

01
)24

3
US

D
D

 o
r D

YS
; D

SM
-I

II-
R

; H
AM

-D
-1

7
≥

10
O

11
PR

/1
0–

40
, P

L
43

.9
38

H
AM

-D
, H

SC
L-

D
Su

lli
va

n 
et

 a
l (

20
03

)25
3

US
D

D
 o

r D
YS

; D
SM

-I
V;

 H
AM

-D
-1

7
≥

10
O

11
PR

/N
R

, P
L

N
R

48
H

AM
-D

, H
SC

L
Ba

sc
ar

a 
(1

98
9)

26
Ph

ili
pp

in
es

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
N

R
6

PR
/2

0–
30

, A
M

/5
0–

75
34

.0
48

H
AM

-D
, P

G
A,

 S
CL

-2
4

Be
nk

er
t e

t a
l (

20
00

)27
4

G
er

m
an

y
M

D
; D

SM
-I

V;
 H

AM
-D

-1
7

≥
18

O
6

PR
/2

0–
40

, M
I/1

5–
45

47
.2

36
H

AM
-D

, H
AM

-A
, C

G
I

Sz
eg

ed
i e

t a
l (

20
03

)28
4

G
er

m
an

y
M

D
; D

SM
-I

V;
 H

AM
-D

-1
7

≥
18

O
6

PR
/2

0–
40

, M
I/1

5–
45

47
.2

36
H

AM
-D

Bi
gn

am
in

i a
nd

Ita
ly

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
O

6
PR

/2
0–

30
, A

M
/7

5–
15

0
N

R
N

R
H

AM
-D

, C
G

I
R

ap
is

ar
da

 (1
99

2)
29

Bu
rr

ow
s 

an
d 

Sa
lz

m
an

 (2
00

2)
30

U
S

M
in

or
 D

D
; N

R
; N

R
I

8
PR

/1
0–

30
, P

L
87

.9
25

H
AM

-D
, C

G
I, 

CS
Ca

ss
an

o 
et

 a
l (

20
02

)31
Ita

ly
D

D
; I

CD
-1

0;
 M

M
SE

≥
22

, H
AM

-D
≥

18
,

O
52

PR
/2

0–
40

, F
L/

20
–6

0
75

.2
44

H
AM

-D
, C

AS
R

D
S

>
CA

S
Ca

ss
an

o 
an

d 
Jo

ri 
(2

00
2)

32
Ita

ly
M

D
; D

SM
-I

V;
 H

AM
-D

≥
18

O
8

PR
/2

0,
 A

I/5
0

51
.2

28
H

AM
-D

, M
AD

R
S,

 C
G

I
Ch

iu
 e

t a
l (

19
96

)33
Ta

iw
an

M
D

; D
SM

-I
II-

R
; H

AM
-D

>
18

O
6

PR
/2

0–
30

, I
M

/1
00

–1
25

29
.0

38
H

AM
-D

, C
G

I
Ch

ou
in

ar
d 

et
 a

l (
19

99
)34

Ca
na

da
M

D
; D

SM
-I

II-
R

; H
AM

-D
-2

1
≥

20
,

O
12

PR
/2

0–
50

, F
L/

20
–8

0
40

.9
38

H
AM

-D
, C

G
I, 

CA
S,

 S
TA

I
H

AM
-D

≥
2 

on
 fi

rs
t i

te
m

Ch
ris

tia
ns

en
 a

nd
D

en
m

ar
k

D
D

; N
R

; H
AM

-D
≥

15
 o

n 
fir

st
 1

7 
ite

m
s

O
8

PR
/2

0–
40

, A
M

/5
0–

15
0

N
R

N
R

H
AM

-D
, C

G
I, 

VA
S

Be
hn

ke
 (1

99
6)

35

Cl
ag

ho
rn

 (1
99

2)
36

5
UK

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
 o

n
O

6
PR

/1
0–

50
, P

L
41

.7
48

H
AM

-D
, M

AD
R

S,
 C

G
I, 

CA
S

fir
st

 2
1 

ite
m

s,
 R

D
S

>
CA

S
D

un
ba

r e
t a

l (
19

93
)37

5
UK

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
 o

n
O

6
PR

/1
0–

50
, P

L
41

.0
67

H
AM

-D
, M

AD
R

S,
 C

G
I, 

CA
S,

 P
G

E
fir

st
 2

1 
ite

m
s,

 R
D

S
>

CA
S

Cl
ag

ho
rn

 (1
99

2)
38

5
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n
O

6
PR

/1
0–

50
, P

L
N

R
N

R
H

AM
-D

, M
AD

R
S,

 C
G

I, 
CA

S
fir

st
 1

7 
ite

m
s,

 R
D

S
>

CA
S

Cl
ag

ho
rn

 e
t a

l (
19

92
)39

5
US

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
 o

n
O

6
PR

/1
0–

50
, P

L
35

.0
60

H
AM

-D
, M

AD
R

S,
 C

G
I, 

 R
D

S,
 C

AS
,

fir
st

 1
7 

ite
m

s,
 R

D
S

≥
8,

 R
D

S
>

CA
S

H
SC

L,
 P

G
E

Ki
ev

 (1
99

2)
40

5
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n 
fir

st
 1

7
O

6
PR

/1
0–

50
, P

L
37

.5
55

H
AM

-D
-2

1,
 M

AD
R

S,
 C

G
I, 

R
D

S,
ite

m
s,

 R
D

S
≥

8,
 R

D
S

>
CA

S
SC

L,
 P

G
E

R
ic

ke
ls

 e
t a

l (
19

92
)41

5
US

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
 o

n
O

6
PR

/1
0–

50
, P

L
44

.8
36

H
AM

-D
-2

1,
 M

AD
R

S,
 C

G
I, 

R
D

S,
fir

st
 1

7 
ite

m
s,

 R
D

S
>

CA
S

SC
L,

 P
G

E
R

ic
ke

ls
 e

t a
l (

19
89

)42
5

US
M

D
; D

SM
-I

II;
 H

AM
-D

-2
1

≥
18

 o
n

O
6

PR
/1

0–
50

, P
L

44
.0

38
H

AM
-D

-2
1,

 M
AD

R
S,

 C
G

I, 
H

SC
L

fir
st

 1
7 

ite
m

s,
 R

D
S

≥
8,

 R
D

S
>

CA
S

(c
on

tin
ue

d)

1856



Katzman et al.

1858 J Clin Psychiatry 68:12, December 2007

A
pp

en
di

x 
1 

(c
on

ti
nu

ed
).

 S
tu

dy
 a

nd
 P

ar
ti

ci
pa

nt
 C

ha
ra

ct
er

is
ti

cs
 fo

r 
A

ll 
Tr

ia
ls

 (
N

=
94

)
 S

am
e

Pr
im

ar
y 

D
ia

gn
os

is
;

Tr
ea

tm
en

t
W

ee
ks

 o
f

Ag
e,

%
R

ef
er

en
ce

Tr
ia

l
Co

un
tr

y
D

ia
gn

os
tic

 C
rit

er
ia

; S
ev

er
ity

 C
rit

er
ia

Se
tti

ng
Tr

ea
tm

en
t

Tr
ea

tm
en

t/D
os

e,
 m

g
M

ea
n

 M
al

e
Pa

tie
nt

 A
ss

es
sm

en
t T

oo
ls

Sm
ith

 a
nd

 G
la

ud
in

 (1
99

2)
43

5
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n 
fir

st
N

R
6

PR
/1

0–
50

, P
L

44
.8

50
H

AM
-D

, M
AD

R
S,

 C
G

I, 
H

SC
L

17
 it

em
s,

 R
D

S
≥

8,
 R

D
S

>
CA

S
D

U
AG

 (1
99

0)
44

D
en

m
ar

k
M

D
; D

SM
-I

II;
 H

AM
-D

-1
7

≥
18

I
6

PR
/3

0,
 C

L/
15

0
N

R
32

H
AM

-D
-1

7,
 H

AM
-D

 s
ub

sc
al

e,
BR

M
S

D
e 

W
ild

e 
et

 a
l (

19
93

)45
Be

lg
iu

m
M

D
; D

SM
-I

II;
 H

AM
-D

-2
1

≥
18

N
R

6
PR

/3
0–

40
, F

L/
40

–6
0

44
.3

38
H

AM
-D

, M
AD

R
S,

 C
G

I
D

or
m

an
 (1

99
2)

46
U

K
D

D
; D

SM
-I

II;
 H

AM
-D

-1
7

≥
17

N
R

6
PR

/1
5–

30
, M

A/
30

–6
0

N
R

N
R

H
AM

-D
-1

7,
 C

G
I

on
 fi

rs
t 1

7 
ite

m
s

D
un

ne
r e

t a
l (

19
92

)47
U

S
M

D
; D

SM
-I

II;
 N

R
O

6
PR

/1
0–

40
, D

O
/N

R
–2

00
68

.0
46

H
AM

-D
, M

AD
R

S,
 C

G
I, 

SC
L

Ed
w

ar
ds

 a
nd

 G
ol

di
e 

(1
99

3)
48

U
K

M
D

; D
SM

-I
II;

 H
AM

-D
-1

7
≥

18
O

6
PR

/3
0,

 P
L

44
.2

44
H

AM
-D

, L
ee

ds
 S

ca
le

, E
PI

Fa
va

 e
t a

l (
19

98
)49

U
S

M
D

; N
R

; H
AM

-D
≥

18
 o

n 
fir

st
 1

7 
ite

m
s,

O
12

PR
/2

0–
50

, F
L/

20
–8

0,
 P

L
41

.3
49

H
AM

-D
-2

1,
 C

AS
R

D
S

>
8,

 R
D

S
>

CA
S

Fa
va

 e
t a

l (
20

02
)50

6
US

M
D

D
/A

M
D

D
; D

SM
-I

V;
 H

AM
-D

-2
8

≥
16

O
10

–1
6

PR
/2

0–
60

, F
L/

20
–6

0,
42

.9
41

H
AM

-D
-1

7,
 C

G
I

on
 fi

rs
t 1

7 
ite

m
s

SE
/5

0–
20

0
Fa

va
 e

t a
l (

20
00

)51
6

US
M

D
; D

SM
-I

V;
 H

AM
-D

-2
8

≥
16

O
10

–1
6

PR
/2

0–
60

, F
L/

20
–6

0,
40

.9
34

H
AM

-D
, H

AM
-D

 a
nx

ie
ty

 s
co

re
on

 fi
rs

t 1
7 

ite
m

s
SE

/5
0–

20
0

Fe
ig

hn
er

 e
t a

l (
19

93
)52

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n
O

6
PR

/1
0–

50
, I

M
/6

5–
14

5,
 P

L
39

.7
49

H
AM

-D
, M

AD
R

S,
 C

G
I, 

CA
S,

 P
G

E
fir

st
 1

7 
ite

m
s,

 R
D

S
>

CA
S

Fe
ig

hn
er

 (1
99

2)
53

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n 
fir

st
O

6
PR

/1
0–

40
, I

M
/6

5–
14

5,
 P

L
40

.0
N

R
H

AM
-D

, M
AD

R
S,

 C
G

I, 
PG

E
17

 it
em

s,
 R

D
S

>
CA

S
Cl

ag
ho

rn
 a

nd
 F

ei
gh

ne
r (

19
93

)54
7

US
M

D
; D

SM
-I

II;
 H

AM
-D

-2
1

≥
18

 o
n

O
54

PR
/1

0–
50

, I
M

/6
5–

14
5,

 P
L

41
.3

39
H

AM
-D

, C
G

I
fir

st
 1

7 
ite

m
s,

 R
D

S
>

CA
S

Co
hn

 e
t a

l (
19

90
)55

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n 
fir

st
O

6
PR

/1
0–

50
, I

M
/6

5–
27

5,
 P

L
N

R
N

R
H

AM
-D

, M
AD

R
S,

 C
G

I, 
SC

L-
56

,
17

 it
em

s,
 R

D
S

≥
8,

 R
D

S
>

CA
S

PG
E,

 R
D

S,
 C

AS
Co

hn
 a

nd
 W

ilc
ox

 (1
99

2)
56

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n 
fir

st
O

6
PR

/1
0–

50
, I

M
/6

5–
27

5,
 P

L
41

.8
41

H
AM

-D
, M

AD
R

S,
 C

G
I, 

SC
L-

56
,

17
 it

em
s

PG
E,

 R
D

S,
 C

AS
D

un
ba

r e
t a

l (
19

91
)57

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n
O

6
PR

/1
0–

50
, I

M
/6

5–
27

5,
 P

L
39

.7
49

H
AM

-D
, M

AD
R

S,
 C

G
I, 

SC
L-

56
,

fir
st

 1
7 

ite
m

s,
 R

D
S

>
CA

S
PG

E,
 C

AS
Fa

br
e 

(1
99

2)
58

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
 o

n 
fir

st
O

6
PR

/1
0–

50
, I

M
/6

5–
27

5,
 P

L
35

.5
14

H
AM

-D
-2

1,
 M

AD
R

S,
 C

G
I, 

R
D

S,
17

 it
em

s,
 R

D
S

≥
8,

 R
D

S
>

CA
S

SC
L-

56
, P

G
E

Fe
ig

hn
er

 a
nd

 B
oy

er
 (1

98
9)

59
7

US
M

D
; D

SM
-I

II;
 H

AM
-D

≥
18

, R
D

S
≥

8,
O

6
PR

/N
R

–5
0,

 IM
/N

R
–2

75
, P

L
N

R
N

R
H

AM
-D

, M
AD

R
S,

 C
G

I, 
R

D
S,

R
D

S
>

CA
S

SC
L-

56
, C

AS
Fe

ig
hn

er
 a

nd
 B

oy
er

 (1
99

2)
60

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
≥

18
, R

D
S

≥
8,

O
6

PR
/1

0–
50

, I
M

/6
5–

27
5,

 P
L

N
R

N
R

H
AM

-D
-2

1,
 M

AD
R

S,
 C

G
I, 

R
D

S,
R

D
S

>
CA

S
CA

S,
 S

CL
-5

6
Sh

riv
as

ta
va

 e
t a

l (
19

92
)61

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
 o

n 
fir

st
O

6
PR

/1
0–

50
, I

M
/6

5–
27

5,
 P

L
34

.7
22

H
AM

-D
, M

AD
R

S,
 C

G
I, 

SC
L-

56
,

17
 it

em
s,

 R
D

S
≥

8,
 R

D
S

>
CA

S
PG

E,
 R

D
S

Pe
se

lo
w

 e
t a

l (
19

89
)62

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
,

O
6

PR
/2

0–
50

, I
M

/6
5–

27
5,

 P
L

N
R

N
R

H
AM

-D
, M

AD
R

S,
 C

G
I

R
D

S
≥

9,
 R

D
S

>
CA

S
Pe

se
lo

w
 e

t a
l (

19
89

)11
0

7
US

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
O

6
PR

/1
0–

50
, I

M
/6

5–
27

5,
 P

L
44

.6
64

H
AM

-D
, M

AD
R

S,
 C

G
I, 

R
D

S,
on

 fi
rs

t 1
7 

ite
m

s
BD

I, 
CG

I
Fe

rg
us

on
 e

t a
l (

20
03

)63
U

S
M

D
; D

SM
-I

V;
 H

AM
-D

-1
7

≥
20

N
R

8
PR

/2
0–

40
, R

E/
8–

10
, P

L
N

R
N

R
H

AM
-D

, M
AD

R
S

Fr
ee

d 
et

 a
l (

19
99

)64
Au

st
ra

lia
D

D
; N

R
; M

AD
R

S
≥

20
O

9
PR

/2
0,

 A
M

/5
0–

10
0

48
.0

35
M

AD
R

S,
 C

G
I

(c
on

tin
ue

d)

1857



Paroxetine for Depressive Disorders: A Systematic Review

1859J Clin Psychiatry 68:12, December 2007

(c
on

tin
ue

d)

A
pp

en
di

x 
1 

(c
on

ti
nu

ed
).

 S
tu

dy
 a

nd
 P

ar
ti

ci
pa

nt
 C

ha
ra

ct
er

is
ti

cs
 fo

r 
A

ll 
Tr

ia
ls

 (
N

=
94

)
 S

am
e

Pr
im

ar
y 

D
ia

gn
os

is
;

Tr
ea

tm
en

t
W

ee
ks

 o
f

Ag
e,

%
R

ef
er

en
ce

Tr
ia

l
Co

un
tr

y
D

ia
gn

os
tic

 C
rit

er
ia

; S
ev

er
ity

 C
rit

er
ia

Se
tti

ng
Tr

ea
tm

en
t

Tr
ea

tm
en

t/D
os

e,
 m

g
M

ea
n

 M
al

e
Pa

tie
nt

 A
ss

es
sm

en
t T

oo
ls

G
ag

ia
no

 e
t a

l (
19

89
)65

S.
 A

fr
ic

a
M

D
; N

R
; H

AM
-D

-2
1

≥
18

O
6

PR
/3

0,
 A

M
/7

5
N

R
N

R
H

AM
-D

G
ag

ia
no

 (1
99

3)
66

S.
 A

fr
ic

a
M

D
; D

SM
-I

II-
R

; H
AM

-D
-2

1
≥

18
O

6
PR

/2
0–

40
, F

L/
40

–6
0

38
.7

20
H

AM
-D

, M
AD

R
S,

 C
G

I, 
H

AM
-A

G
er

et
se

gg
er

 e
t a

l (
19

94
)67

G
er

m
an

y
M

D
; D

SM
-I

II-
R

; H
AM

-D
-2

1
≥

18
I/O

6
PR

/2
0–

40
, F

L/
20

–6
0

74
.0

14
H

AM
-D

, C
G

I, 
M

AD
R

S,
 S

EC
L

G
er

et
se

gg
er

 e
t a

l (
19

95
)68

Au
st

ria
 a

nd
M

D
; D

SM
-I

II;
 H

AM
-D

≥
18

I
6

PR
/2

0–
30

, A
M

/5
0–

15
0

71
.2

14
H

AM
-D

, M
AD

R
S,

 C
G

I
G

er
m

an
y

on
 fi

rs
t 1

7 
ite

m
s

G
ol

de
n 

et
 a

l (
20

02
)69

U
S 

an
d 

Ca
na

da
M

D
D

; D
SM

-I
V;

 H
AM

-D
-1

7
≥

20
N

R
12

PR
 IR

/2
0–

50
,

40
.1

40
H

AM
-D

-1
7

PR
 C

R
/2

5–
62

.5
, P

L
G

ui
lli

be
rt

 e
t a

l (
19

89
)70

Fr
an

ce
M

D
; D

SM
-I

II;
 H

AM
-D

-2
1

≥
20

,
N

R
6

PR
/2

0–
30

, C
L/

25
–7

5
68

.7
31

H
AM

-D
, W

an
g 

An
xi

et
y 

Sc
al

e,
N

ew
ca

st
le

 S
ca

le
≥

6
W

id
lo

ch
er

 S
ca

le
, C

G
I

H
ic

ks
 e

t a
l (

20
02

)71
U

K
D

D
; D

SM
-I

V;
 H

AM
-D

≥
18

O
8

PR
/2

0–
40

, N
E/

40
0–

60
0

42
.9

43
H

AM
-D

, M
AD

R
S,

 C
G

I
H

ut
ch

in
so

n 
et

 a
l (

19
91

)72
8

UK
M

D
; D

SM
-I

II;
 H

AM
-D

≥
18

O
6

PR
/2

0–
30

, A
M

/5
0–

10
0

71
.8

25
H

AM
-D

, C
G

I
H

ut
ch

in
so

n 
et

 a
l (

19
92

)73
8

UK
M

D
; D

SM
-I

II;
 H

AM
-D

≥
18

O
6

PR
/2

0–
30

, A
M

/5
0–

10
0

71
.8

23
H

AM
-D

, C
G

I
Ki

ev
 a

nd
 F

ei
ge

r (
19

97
)74

U
S

M
D

; D
SM

-I
II-

R
; H

AM
-D

-2
1

≥
20

, 
O

7
PR

/2
0–

50
, F

V/
50

–1
50

41
.3

47
H

AM
-D

, C
G

I, 
H

AM
-A

, S
CL

-5
6

de
pr

es
se

d 
m

oo
d 

ite
m

≥
2

Kr
oe

nk
e 

et
 a

l (
20

01
)75

U
S

D
D

; N
R

; N
R

O
36

PR
/2

0–
N

R
, F

L/
20

–N
R

,
46

.1
21

SF
-3

6,
 S

CL
-2

0
SE

/5
0–

N
R

Ku
hs

 a
nd

 R
ud

ol
f (

19
89

)76
G

er
m

an
y

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
N

R
6

PR
/3

0,
 A

M
/1

50
N

R
N

R
H

AM
-D

, C
G

I, 
VA

M
S,

 C
G

I
La

ur
se

n 
et

 a
l (

19
85

)77
D

en
m

ar
k

D
D

; I
CD

-8
; H

AM
-D

-1
7

≥
15

I/O
6

PR
/3

0–
N

R
, A

M
/5

0–
N

R
62

.5
30

H
AM

-D
M

cP
ar

tli
n 

et
 a

l (
19

98
)78

U
K

M
D

; D
SM

-I
V;

 M
AD

R
S

≥
19

O
12

PR
/2

0,
 V

N
/7

5
44

.5
39

H
AM

-D
-1

7,
 M

AD
R

S,
 C

G
I, 

Q
O

L
M

er
te

ns
 a

nd
 P

in
te

ns
 (1

98
8)

79
Be

lg
iu

m
D

D
; D

SM
-I

II;
 H

AM
-D

-2
1

≥
18

I/O
6

PR
/3

0,
 M

A/
60

51
.2

30
H

AM
-D

, P
G

A,
 S

CL
-2

4
M

ill
er

 e
t a

l (
19

89
)80

U
K

D
D

; N
R

; H
AM

-D
-2

1
≥

18
O

4
PR

/3
0,

 P
L

42
.3

32
H

AM
-D

-2
1,

 C
G

I ,
 B

D
I, 

VA
S

M
oe

lle
r e

t a
l (

19
93

)81
G

er
m

an
y 

an
d

M
D

; D
SM

-I
II;

 H
AM

-D
-2

1
≥

18
I

6
PR

/3
0,

 A
M

/1
50

N
R

N
R

H
AM

-D
, C

G
I

H
un

ga
ry

M
oo

n 
an

d 
Vi

nc
e 

(1
99

6)
82

U
K

M
D

; D
SM

-I
II;

 M
AD

R
S

≥
18

O
6

PR
/2

0–
30

, L
O

/1
40

–2
10

43
.7

29
M

AD
R

S,
 C

G
I

M
ul

sa
nt

 e
t a

l (
20

01
)83

9
US

M
D

; D
SM

-I
V;

 H
AM

-D
-1

7
≥

15
,

I/O
12

PR
/1

0–
20

, N
O

/2
5–

50
72

.1
28

H
AM

-D
M

M
SE

≥
15

M
ul

sa
nt

 e
t a

l (
19

99
)84

9
US

M
D

; D
SM

-I
V;

 H
AM

-D
≥

15
, M

M
SE

≥
18

I/O
6

PR
/1

0–
20

, N
O

/2
5–

50
75

.1
27

H
AM

-D
Bu

m
p 

et
 a

l (
20

01
)85

9
US

M
D

; N
R

; N
R

I
12

PR
/N

R
, N

O
/N

R
70

.5
29

H
AM

-D
W

eb
er

 e
t a

l (
20

00
)86

9
US

M
D

; D
SM

-I
V 

Ax
is

 I 
D

is
or

de
rs

;
I

12
PR

/N
R

, N
O

/N
R

74
.0

23
H

AM
-D

H
AM

-D
-1

7
≥

15
, M

M
SE

≥
18

M
ur

ph
y 

et
 a

l (
20

03
)87

10
U

S
M

D
; D

SM
-I

V;
 M

M
SE

>
25

th
 p

er
ce

nt
ile

O
8

PR
/2

0–
40

, M
I/1

5–
45

72
.0

50
H

AM
-D

-1
7,

 C
G

I, 
G

D
S

fo
r a

ge
, H

AM
-D

-1
7

≥
18

Sc
ha

tz
be

rg
 e

t a
l (

20
02

)88
10

U
S

M
D

; D
SM

-I
V;

 M
M

SE
>

25
th

 p
er

ce
nt

ile
O

8
PR

/2
0–

40
, M

I/1
5–

45
72

.0
49

H
AM

-D
-1

7,
 C

G
I, 

M
M

SE
fo

r a
ge

, H
AM

-D
-1

7
≥

18
N

ie
ls

en
 e

t a
l (

19
91

)89
11

D
en

m
ar

k
M

D
; D

SM
-I

II;
 H

AM
-D

≥
18

I/O
12

PR
/3

0,
 IM

/1
50

N
R

46
H

AM
-D

-1
7,

 B
R

M
S,

 D
U

AG
D

S
Sk

au
si

g 
et

 a
l (

19
92

)90
11

D
en

m
ar

k
M

D
; D

SM
-I

II;
 H

AM
-D

≥
18

N
R

12
PR

/3
0,

 IM
/1

50
N

R
36

H
AM

-D
-1

7,
 B

R
M

S,
 D

U
AG

D
S

O
nt

iv
er

os
 a

nd
 G

ar
ci

a-
Ba

rr
ig

a
M

ex
ic

o
M

D
; D

SM
-I

II-
R

; H
AM

-D
-2

1
≥

18
O

6
PR

/2
0,

 F
L/

20
40

.8
27

H
AM

-D
-2

1
(1

99
7)

91

Pi
ni

 e
t a

l (
20

03
)92

Ita
ly

M
D

/D
YS

+
co

m
or

bi
d 

an
xi

et
y 

di
so

rd
er

;
O

17
PR

/2
0–

40
, M

O
/3

00
–6

00
45

.8
31

H
AM

-D
-2

1,
 C

G
I, 

H
AM

-A
D

SM
-I

II-
R

; N
R

1858



Katzman et al.

1860 J Clin Psychiatry 68:12, December 2007

A
pp

en
di

x 
1 

(c
on

ti
nu

ed
).

 S
tu

dy
 a

nd
 P

ar
ti

ci
pa

nt
 C

ha
ra

ct
er

is
ti

cs
 fo

r 
A

ll 
Tr

ia
ls

 (
N

=
94

)
 S

am
e

Pr
im

ar
y 

D
ia

gn
os

is
;

Tr
ea

tm
en

t
W

ee
ks

 o
f

Ag
e,

%
R

ef
er

en
ce

Tr
ia

l
Co

un
tr

y
D

ia
gn

os
tic

 C
rit

er
ia

; S
ev

er
ity

 C
rit

er
ia

Se
tti

ng
Tr

ea
tm

en
t

Tr
ea

tm
en

t/D
os

e,
 m

g
M

ea
n

 M
al

e
Pa

tie
nt

 A
ss

es
sm

en
t T

oo
ls

Po
iri

er
 a

nd
 B

oy
er

 (1
99

9)
93

Fr
an

ce
M

D
; D

SM
-I

II-
R

; H
AM

-D
-1

7
≥

18
I/O

4
PR

/3
0–

40
, V

N
/2

00
–3

00
43

.3
28

H
AM

-D
-1

7,
 C

G
I

R
ap

ap
or

t e
t a

l (
20

03
)94

U
S 

an
d 

Ca
na

da
M

D
; D

SM
-I

V;
 H

AM
-D

-1
7

≥
18

N
R

12
PR

 IR
/1

0–
40

, P
R

 C
R

/
70

.0
44

H
AM

-D
-1

7,
 C

G
I

12
.5

–5
0,

 P
L

R
av

in
dr

an
 e

t a
l (

19
97

)95
10

 In
tl

D
D

+
an

xi
et

y;
 N

R
; M

AD
R

S
≥

20
,

O
12

PR
/2

0–
40

, C
L/

75
–1

50
42

.6
27

M
AD

R
S,

 C
G

I, 
CA

S
Co

un
tr

ie
s

CA
S

≥
11

Sa
cc

he
tti

 e
t a

l (
20

02
)96

Ita
ly

R
M

D
; D

SM
-I

II-
R

; H
AM

-D
-2

1
≥

18
,

O
12

PR
/2

0–
50

, A
M

/5
0–

25
0

49
.6

35
H

AM
-D

-2
1,

 C
G

I
H

AM
-D

 d
ep

re
ss

ed
 m

oo
d,

 s
ui

ci
de

,
in

so
m

ni
a,

 a
nd

 re
ta

rd
at

io
n

≥
1

Sc
hn

yd
er

 a
nd

Sw
itz

er
la

nd
M

D
; D

SM
-I

II-
R

; H
AM

-D
-2

1
≥

18
I/O

6
PR

/2
0–

40
, M

P/
50

–1
50

44
.6

35
H

AM
-D

-2
1,

 M
AD

R
S,

 C
G

I
Ko

lle
r-

Le
is

er
 (1

99
6)

97

Sc
ho

en
e 

an
d 

Lu
dw

ig
 (1

99
3)

98
Au

st
ria

 a
nd

M
D

; D
SM

-I
II-

R
; H

AM
-D

-2
1

≥
18

O
6

PR
/2

0–
40

, F
L/

20
–6

0
74

.0
14

H
AM

-D
, M

AD
R

S,
 C

G
I, 

SC
AG

,
G

er
m

an
y

on
 fi

rs
t 2

1 
ite

m
s

M
M

SE
, S

CL
-2

3
St

an
er

 e
t a

l (
19

95
)99

Be
lg

iu
m

M
D

; R
D

C;
 H

AM
-D

-2
1

≥
18

I
5

PR
/2

0–
30

, A
M

/1
00

–1
50

42
.1

18
H

AM
-D

St
up

pa
ec

k 
et

 a
l (

19
94

)10
0

Au
st

ria
 a

nd
M

D
; D

SM
-I

II;
 H

AM
-D

-2
1

≥
18

I
6

PR
/2

0–
50

, A
M

/5
0–

25
0

47
.1

30
H

AM
-D

, M
AD

R
S,

 C
G

I
G

er
m

an
y

Sz
eg

ed
i e

t a
l (

19
97

)10
1

12
G

er
m

an
y

D
D

; R
D

C;
 H

AM
-D

-1
7

≥
13

O
6

PR
/2

0–
40

, M
P/

10
0–

15
0

44
.4

N
R

H
AM

-D
, M

AD
R

S,
 C

G
I, 

H
AM

-A
,

BR
M

S,
 R

D
S,

 C
AS

Sz
eg

ed
i e

t a
l (

19
97

)10
2

12
G

er
m

an
y

D
D

; N
R

; R
D

C-
8

≥
5

O
6

PR
/2

0–
40

, M
P/

10
0–

15
0

N
R

28
H

AM
-D

, M
AD

R
S,

 C
G

I, 
H

AM
-A

,
BR

M
S,

 R
D

S,
 C

AS
Be

nk
er

t e
t a

l (
19

97
)10

3
12

G
er

m
an

y
D

D
; R

D
C-

8;
 H

AM
-D

-1
7

≥
13

O
6

PR
/2

0–
40

, M
P/

10
0–

15
0

44
.4

28
H

AM
-D

, M
AD

R
S,

 C
G

I, 
H

AM
-A

,
BR

M
S,

 R
D

S,
 C

AS
Ti

gn
ol

 (1
99

3)
10

4
Fr

an
ce

M
D

; D
SM

-I
II-

R
; M

AD
R

S
≥

24
I

6
PR

/2
0,

 F
L/

20
43

.8
27

M
AD

R
S-

10
, C

G
I, 

H
AM

-A
-1

4,
 V

AS
W

ad
e 

et
 a

l (
20

03
)10

5
Sc

ot
la

nd
R

M
D

; D
SM

-I
V;

 H
AM

-D
-1

7
≥

18
O

24
PR

/2
0–

30
, M

I/3
0–

45
40

.0
27

H
AM

-D
-1

7,
 C

G
I, 

PG
E

W
ai

nt
ra

ub
 e

t a
l (

20
02

)10
6

Fr
an

ce
M

D
; D

SM
-I

V;
 M

AD
R

S
≥

20
,

O
12

PR
/2

0–
40

, T
I/1

2.
5–

25
41

.0
35

H
AM

-D
, M

AD
R

S,
 C

G
I

H
AM

-D
≥

18
, M

AD
R

S 
ite

m
 1

0
≥

2,
H

AM
-D

 it
em

 3
≥

1
W

ei
hs

 e
t a

l (
20

00
)10

7
U

S
M

D
; D

SM
-I

V;
 H

AM
-D

-2
1

≥
18

O
6

PR
/1

0–
40

, B
U

/1
00

–3
00

70
.1

43
H

AM
-D

, C
G

I, 
H

AM
-A

W
ill

ia
m

s 
et

 a
l (

20
00

)10
8

13
U

S
D

YS
/m

in
or

 D
D

; D
SM

-I
II-

R
;

O
11

PR
/1

0–
40

, P
L

71
.0

58
H

AM
-D

, H
SC

L-
D

-2
0,

 S
F-

36
H

AM
-D

-1
7

≥
10

Sc
hm

al
in

g 
et

 a
l (

20
02

)10
9

13
U

S
D

YS
/m

in
or

 D
D

; D
SM

-I
II-

R
;

O
11

–2
5

PR
/N

R
, P

L
N

R
N

R
H

SC
L-

D
-2

0,
 H

AM
-D

-1
7,

 S
F-

36
,

H
AM

-D
-1

7
≥

10
R

SQ
A

b
b

re
vi

a
tio

n
s:

 A
I=

a
m

is
u

lp
ri

d
e

, A
M

=
a

m
itr

ip
ty

lin
e

, A
M

D
D

=
a

ty
p

ic
a

l m
a

jo
r 

d
e

p
re

ss
iv

e
 d

is
o

rd
e

r,
 B

D
I=

B
e

ck
 D

e
p

re
ss

io
n

 I
n

ve
n

to
ry

, 
B

R
M

S
=

B
e

ch
-R

a
fa

e
ls

o
n

 M
e

la
n

ch
o

lia
 S

ca
le

, 
B

U
=

b
u

p
ro

p
io

n
,

C
A

S
=

C
o

vi
 A

n
xi

e
ty

 S
ca

le
, 

C
G

I=
C

lin
ic

a
l G

lo
b

a
l I

m
p

re
ss

io
n

s 
sc

a
le

, 
C

L
=

cl
o

m
ip

ra
m

in
e

, 
C

S
=

C
o

rn
e

ll 
S

ca
le

 f
o

r 
D

e
p

re
ss

io
n

, 
D

D
=

d
e

p
re

ss
iv

e
 

d
is

o
rd

e
r,

 D
O

=
d

o
xe

p
in

, 
D

S
M

=
D

ia
g

n
o

st
ic

 a
n

d
S

ta
tis

tic
a

l M
a

n
u

a
l o

f 
M

e
n

ta
l D

is
o

rd
e

rs
, 

D
U

A
G

=
D

a
n

is
h

 U
n

iv
e

rs
ity

 A
n

tid
e

p
re

ss
a

n
t 

G
ro

u
p

, 
D

U
A

G
D

S
=

D
a

n
is

h
 U

n
iv

e
rs

ity
 A

n
tid

e
p

re
ss

a
n

t 
G

r
o

u
p

 D
e

p
re

ss
io

n
 S

ca
le

, 
D

Y
S

=
d

ys
th

ym
ia

, 
E

P
I=

E
ys

e
n

ck
P

e
rs

o
n

a
lit

y 
In

ve
n

to
ry

, 
F

L
=

flu
o

xe
tin

e
, 

F
V

=
flu

vo
xa

m
in

e
, 

G
D

S
=

G
e

ri
a

tr
ic

 D
e

p
re

ss
io

n
 S

ca
le

, 
H

A
M

-A
=

H
a

m
ilt

o
n

 R
a

tin
g

 S
ca

le
 f

o
r 

A
n

xi
e

ty
, 

H
A

M
-D

=
H

a
m

ilt
o

n
 R

a
tin

g
 S

ca
le

 f
o

r 
D

e
p

re
ss

io
n

,
H

S
C

L
=

H
o

p
ki

n
s 

S
ym

p
to

m
 C

h
e

ck
lis

t,
 H

S
C

L
-D

=
H

o
p

ki
n

s 
S

ym
p

to
m

 C
h

e
ck

lis
t 

D
e

p
re

ss
io

n
 S

ca
le

, 
I=

in
p

a
tie

n
t,

 I
C

D
=

In
te

rn
a

tio
n

a
l C

la
ss

ifi
ca

tio
n

 o
f 

D
is

e
a

se
s,

 I
M

=
im

ip
ra

m
in

e
, 

In
tl

=
in

te
rn

a
tio

n
a

l,
L

O
=

lo
fe

p
ra

m
in

e
, 

M
A

=
m

ia
n

se
ri

n
, 

M
A

D
R

S
=

M
o

n
tg

o
m

e
ry

-A
sb

e
rg

 D
e

p
re

ss
io

n
 R

a
tin

g
 S

ca
le

, 
M

D
=

m
a

jo
r 

d
e

p
re

ss
io

n
, 

M
D

D
=

m
a

jo
r 

d
e

p
re

ss
iv

e
 d

is
o

rd
e

r,
 M

I=
m

ir
ta

za
p

in
e

, 
M

M
S

E
=

M
in

i-
M

e
n

ta
l

S
ta

te
 E

xa
m

in
a

tio
n

, 
M

O
=

m
o

cl
o

b
e

m
id

e
, 

M
P

=
m

a
p

ro
til

in
e

, 
N

E
=

n
e

fa
zo

d
o

n
e

, 
N

O
=

n
o

rt
ri

p
ty

lin
e

, 
N

R
=

n
o

t 
re

p
o

rt
e

d
, 

O
=

o
u

tp
a

tie
n

t,
 P

G
A

=
P

a
tie

n
t 

G
lo

b
a

l A
ss

e
ss

m
e

n
t 

sc
a

le
, 

P
G

E
=

P
a

tie
n

t 
G

lo
b

a
l

E
xp

e
ri

e
n

ce
, 

P
L

=
p

la
ce

b
o

, 
P

R
=

p
a

ro
xe

tin
e

 im
m

e
d

ia
te

-r
e

le
a

se
, 

P
R

 C
R

=
p

a
ro

xe
tin

e
 c

o
n

tr
o

lle
d

 r
e

le
a

se
, 

P
R

 I
R

=
p

a
ro

xe
tin

e
 im

m
e

d
ia

te
-r

e
le

a
s

e
, 

Q
O

L
=

q
u

a
lit

y 
o

f 
lif

e
, 

R
D

C
=

R
e

se
a

rc
h

 D
ia

g
n

o
st

ic
C

ri
te

ri
a

, 
R

D
S

=
R

a
sk

in
 D

e
p

re
ss

io
n

 S
ca

le
, 

R
E

=
re

b
o

xe
tin

e
, 

R
M

D
=

re
cu

rr
e

n
t 

m
a

jo
r 

d
e

p
re

ss
io

n
, 

R
S

Q
=

R
e

p
o

n
se

 S
ty

le
 Q

u
e

st
io

n
n

a
ir

e
, 

S
C

A
G

=
S

a
n

d
o

z 
C

lin
ic

a
l A

ss
e

ss
m

e
n

t 
G

e
ri

a
tr

ic
 s

ca
le

,
S

C
L

=
S

ym
p

to
m

 C
h

e
ck

lis
t,

 S
E

=
se

rt
ra

lin
e

, 
S

E
C

L
=

si
d

e
-e

ff
e

ct
 c

h
e

ck
lis

t,
 S

F
-3

6
=

3
6

-i
te

m
 M

e
d

ic
a

l O
u

tc
o

m
e

s 
S

tu
d

y 
S

h
o

rt
-F

o
rm

 H
e

a
lth

 S
u

rv
e

y
, 

S
TA

I=
S

ta
te

-T
ra

it 
A

n
xi

e
ty

 I
n

ve
n

to
ry

,
T

I=
tia

n
e

p
tin

e
, 

VA
M

S
=

V
is

u
a

l A
n

a
lo

g
u

e
 M

o
o

d
 S

ca
le

, 
VA

S
=

vi
su

a
l a

n
a

lo
g

u
e

 s
ca

le
, 

V
N

=
ve

n
la

fa
xi

n
e

.

XXX1859


	Table of Contents

