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Appendix 19c: Clinical evidence forest plots for pharmacology and other physical treatments
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Please note that due to the size of some of the forest plots you may need to use the zoom feature to view the data.



Amitriptyline

Review: Pharmacology: Amitriptyline
Comparison: 01 Overall efficacy
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Amoxapine
Donlon 1981 YO | 15/24 12/22 3.68 1.15 [0.70, 0
Subtotal (95% Cl) 24 22 3.68 1.15 [0.70,
Total events: 15 (Control), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
08 Nortriptyline
Lehmann 1982 Y | E 2/12 4/10 1.28 0.42 [0.10, 1.82] 0
Subtotal (95% Cl) 12 10 e 1.28 0.42 [0.10, 1.82]
Total events: 2 (Control), 4 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.16 (P = 0.24)
20 Fluoxetine
Beasley 1993bY O | 37/65 36/71 —E— 10.11 1.12 [0.82, 1.53] 0
Fawcett 1989 Y O | 11/20 13/20 —_— 3.82 0.85 [0.51, 1.41] 0
Keegan 1991 Y M| 8/20 7/23 — 1.91 1.31 [0.58, 2.98] 0
Marchesi 1998 Y O | 22/67 16/75 T 4.44 1.54 [0.89, 2.68] 0
Peters 1990 Y O E 29/51 33/51 —a— 9.69 0.88 [0.64, 1.20] 0
Subtotal (95% Cl) 223 240 ’ 29.97 1.08 [0.90, 1.31]
Total events: 107 (Control), 105 (Amitriptyline)
Test for heterogeneity: Chi? = 4.42, df = 4 (P = 0.35), I =9.4%
Test for overall effect: Z=0.82 (P = 0.41)
22 Mianserin
Wilcox 1994 Y O | 24/50 28/50 —— 8.23 0.86 [0.59, 0
Subtotal (95% Cl) 50 50 - 8.23 0.86 [0.59,
Total events: 24 (Control), 28 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.80 (P = 0.43)
23 Trazodone
Moises 1981 Y | E 16/21 9/22 —a 2.58 1.86 [1.07, 1 0
Subtotal (95% Cl) 21 22 . 2.58 1.86 [1.07,
Total events: 16 (Control), 9 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.19 (P = 0.03)
34 Paroxetine
Geretsegger95 E | E 26/44 29/47 —a— 8.24 0.96 [0.69, 1.34] 0
Hutchinson 92 E P E 26/58 13/32 — 4.92 1.10 [0.66, 1.83] 0
Staner 1995 Y I | 14/21 10/19 — 3.08 1.27 [0.75, 2.14] 0
Stuppaeck 1994 Y | E 35/78 29/75 —-—— 8.69 1.16 [0.80, 1.69] 0
Subtotal (95% Cl) 201 173 24.93 1.10 [0.89, 1.35]
Total events: 101 (Control), 81 (Amitriptyline)
Test for heterogeneity: Chi? = 1.01, df = 3 (P = 0.80), I>= 0%
Test for overall effect: Z =0.85 (P = 0.39)
51 Mirtazapine
Mullin 1996 Y M | 33/71 30/71 8.81 1.10 [0.76, 1.59] 0
Smith 1990 Y O | 25/50 24/50 7.05 1.04 [0.70, 1.55] 0
Zivkov 1995 Y | E 44/125 46/126 13.46 0.96 [0.69, 1.34] 0
Subtotal (95% Cl) 246 247 29.32 1.02 [0.83, 1.26]
Total events: 102 (Control), 100 (Amitriptyline)
Test for heterogeneity: Chiz = 0.28, df = 2 (P = 0.87), 2= 0%
Test for overall effect: Z = 0.22 (P = 0.83)
Total (95% CI) 777 764 100.00 1.06 [0.96, 1.18]
Total events: 367 (Control), 339 (Amitriptyline)
Test for heterogeneity: Chi2 = 12.48, df = 15 (P = 0.64), 1> = 0%
Test for overall effect: Z = 1.14 (P = 0.26)
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Review: Pharmacology: Amitriptyline
Comparison: 01 Overall efficacy

Outcome: 02 Mean scores at endpoint
Study Control Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
04 Dosulepin
Blacker 1988 Y P E 29 6.40(4.90) 36 7.40(6.90) 2.35 -0.16 [-0.65, 0.33] 0
Subtotal (95% Cl) 29 36 2.35 -0.16 [-0.65, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.52)
07 Lofepramine
Doongaji 1993 Y M | 63 7.40(3.97) 63 7.50(5.56) 4.62 -0.02 [-0.37, 0.33] 0
Subtotal (95% Cl) 63 63 4.62 -0.02 [-0.37, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.12 (P =0.91)
08 Nortriptyline
Lehmann 1982 Y | E 5 10.20(8.10) 6 12.50(6.10) 0.39 -0.30 [-1.49, 0.90] 0
Subtotal (95% CI) 5 6 0.39 -0.30 [-1.49, 0.90]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.49 (P = 0.63)
17 Trimipramine
Cournoyer 1987 Y | | 17 4.50(2.90) 17 3.70(3.30) - 1.23 0.25 [-0.42, 0.93] 0
Subtotal (95% CI) 17 17 4' 1.23 0.25 [-0.42, 0.93]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.73 (P = 0.47)
21 Maprotiline
Montgomery 80 Y | E 17 14.00(7.80) 17 9.71(9.00) I 1.20 0.50 [-0.19, 1.18] 0
Subtotal (95% CI) 17 17 ’ 1.20 0.50 [-0.19, 1.18]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.43 (P = 0.15)
22 Mianserin
Rabkin 1984 Y M | 19 13.30(6.70) 15 9.60(7.90) = 1.19 0.50 [-0.19, 1.19] 0
Subtotal (95% Cl) 19 15 1.19 0.50 [-0.19, 1.19]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.42 (P = 0.16)
23 Trazodone
Moises 1981 Y | E 16 16.30(9.70) 20 10.70(6.50) 1.22 0.68 [0.00, 1.36] 0
Subtotal (95% Cl) 16 20 1.22 0.68 [0.00, 1.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
31 Citalopram
Shaw 1986 Y M | 24 10.75(8.57) 20 11.25(5.59) 1.60 -0.07 [-0.66, 0.53] 0
Subtotal (95% Cl) 24 20 1.60 -0.07 [-0.66, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
32 Fluoxetine
Beasley 1993b Y O | 65 -12.90(9.90) 71 -11.60(10.30) 4.96 -0.13 [-0.46, 0.21] 0
Fawcett 1989 Y O | 19 12.80(6.50) 19 14.60(7.90) 1.38 -0.24 [-0.88, 0.39] 0
Judd 1993 Y M E 23 9.60(6.20) 23 11.60(6.00) 1.66 -0.32 [-0.90, 0.26] 0
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 9.80(4.60) 0.69 -0.24 [-1.14, 0.66] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47(7.56) 4.54 0.02 [-0.33, 0.38] 0
Marchesi 1998 Y O | 67 8.90(6.60) 75 8.10(6.90) 5.18 0.12 [-0.21, 0.45] 0
Peters 1990 Y O E 40 11.00(9.00) 41 10.00(6.00) 2.96 0.13 [-0.31, 0.57] 0
Preskorn 1991 Y O | 29 -10.10(7.80) 31 -7.90(6.10) 2.17 -0.31 [-0.82, 0.20] 0
Versiani 1999Y ? E 77 10.50(8.90) 79 8.70(7.70) 5.68 0.22 [-0.10, 0.53] 0
Young 1987 Y O E 25 11.96(5.24) 25 11.32(6.76) 1.83 0.10 [-0.45, 0.66] 0
Subtotal (95% CI) 416 436 31.05 0.01 [-0.13, 0.14]
Test for heterogeneity: Chi2 = 6.77, df = 9 (P = 0.66), 1> = 0%
Test for overall effect: Z = 0.08 (P = 0.94)
33 Fluvoxamine
Remick 1994 Y O | 16 11.25(8.33) 17 12.00(7.39) 1.21 -0.09 [-0.78, 0.59] 0
Subtotal (95% Cl) 16 17 1.21 -0.09 [-0.78, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.27 (P = 0.79)
34 Paroxetine
Geretsegger95 E | E 28 10.20(8.90) 31 12.00(9.60) 2.15 -0.19 [-0.70, 0.32] 0
Hutchinson 92 EP E 46 8.20(6.90) 21 8.20(7.90) 2.11 0.00 [-0.52, 0.52] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 7.10(5.00) 1.12 0.08 [-0.63, 0.79] 0
Moller 1993 ? | E 72 11.50(8.30) 68 9.30(6.30) 5.07 0.30 [-0.04, 0.63] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70(7.90) 1.37 0.71 [0.07, 1.35] 0
Stuppaeck 1994 Y | E 68 9.10(6.00) 66 9.40(6.00) 4.91 -0.05 [-0.39, 0.29] 0
Subtotal (95% CI) 249 222 16.73 0.11 [-0.07, 0.30]
Test for heterogeneity: Chi2 = 6.89, df = 5 (P = 0.23), 12 = 27.4%
Test for overall effect: Z=1.21 (P = 0.22)
35 Sertraline
Reimherr 1990 Y O E 126 -12.43(7.88) 122 -14.06(7.09) 9.03 0.22 [-0.03, 0.47] 0
Subtotal (95% CI) 126 122 9.03 0.22 [-0.03, 0.47]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.70 (P = 0.09)
41 Phenelzine
Robinson 83Y O C 86 -11.70(7.42) 83 -12.70(7.29) 6.18 0.14 [-0.17, 0.44] 0
Subtotal (95% Cl) 86 83 6.18 0.14 [-0.17, 0.44]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.88 (P = 0.38)
51 Mirtazapine
Bremner 1995 Y O | 47 13.50(8.50) 47 14.20(6.90) 3.44 -0.09 [-0.49, 0.31] 0
Mullin 1996 Y M | 71 11.70(7.30) 71 10.70(6.80) 5.19 0.14 [-0.19, 0.47] 0
Smith 1990 Y O | 47 12.30(7.70) 47 10.90(6.40) 3.43 0.20 [-0.21, 0.60] 0
Zivkov 1995 Y | E 113 12.80(10.10) 111 12.00(10.00) 8.20 0.08 [-0.18, 0.34] 0
Subtotal (95% Cl) 278 276 20.26 0.09 [-0.08, 0.25]
Test for heterogeneity: Chiz = 1.12, df = 3 (P = 0.77), P = 0%
Test for overall effect: Z = 1.01 (P = 0.31)
91 Desipramine
Veith 1983 YO E 26 7.50(5.80) 23 5.10(5.90) 1.75 0.40 [-0.16, 0.97] 0
Subtotal (95% Cl) 26 23 1.75 0.40 [-0.16, 0.97]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.40 (P = 0.16)
Total (95% Cl) 1387 1373 100.00 0.09 [0.01, 0.16]
Test for heterogeneity: Chi? = 26.79, df = 31 (P = 0.68), 1> = 0%
Test for overall effect: Z = 2.31 (P = 0.02)
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Review: Pharmacology: Amitriptyline

Comparison: 01 Overall efficacy

Outcome: 03 Number of inpatients not achieving at least 50% reduction in depression score

Study Control Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% CI Order
08 Nortriptyline

Lehmann 1982 Y | E 2/12 4/10 ¢ = 3.43 0.42 [0.10, 1.82] 0
Subtotal (95% Cl) 12 10 e 3.43 0.42 [0.10, 1.82]

Total events: 2 (Control), 4 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.16 (P = 0.24)

23 Trazodone

Moises 1981 Y | E 16/21 9/22 —_— 6.92 1.86 [1.07, 3.25] 0
Subtotal (95% Cl) 21 22 /[ 6.92 1.86 [1.07,

Total events: 16 (Control), 9 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z=2.19 (P = 0.03)

34 Paroxetine

Geretsegger95 E | E 26/44 29/47 — 22.07 0.96 [0.69, 1.34] 0
Staner 1995 Y | | 14/21 10/19 —T 8.26 1.27 [0.75, 2.14] 0
Stuppaeck 1994 Y | E 35/78 29/75 —E— 23.27 1.16 [0.80, 1.69] 0
Subtotal (95% Cl) 143 141 <> 53.60 1.09 [0.87, 1.37]

Total events: 75 (Control), 68 (Amitriptyline)

Test for heterogeneity: Chi? = 1.01, df =2 (P = 0.60), I* = 0%

Test for overall effect: Z = 0.76 (P = 0.44)

51 Mirtazapine

Zivkov 1995 Y | E 44/125 46/126 36.05 0.96 [0.69, 1.34] 0
Subtotal (95% Cl) 125 126 : 36.05 0.96 [0.69,

Total events: 44 (Control), 46 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.22 (P = 0.83)

Total (95% Cl) 301 299 ’ 100.00 1.08 [0.90, 1.29]

Total events: 137 (Control), 127 (Amitriptyline)

Test for heterogeneity: Chi? = 6.74, df =5 (P = 0.24), I =25.9%

Test for overall effect: Z = 0.82 (P = 0.41)

0.1 02 0.5 1 2 5 10
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Review: Pharmacology: Amitriptyline
Comparison: 01 Overall efficacy

Outcome: 04 Mean scores at endpoint in inpatients
Study Control Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
08 Nortriptyline
Lehmann 1982 Y | E 5 10.20(8.10) 6 12.50(6.10) —_ 45 -0.30 [-1.49, 0.90] 0
Subtotal (95% Cl) 5 6 <@ 45 -0.30 [-1.49, 0.90]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.49 (P = 0.63)
17 Trimipramine
Cournoyer 1987 Y I | 17 4.50(2.90) 17 3.70(3.30) = 4.54 0.25 [-0.42, 0.93] 0
Subtotal (95% Cl) 17 17 » 4.54 0.25 [-0.42, 0.93]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.73 (P = 0.47)
21 Maprotiline
Montgomery 80 Y | E 17 14.00(7.80) 17 9.71(9.00) = 4.43 0.50 [-0.19, 1.1 0
Subtotal (95% Cl) 17 17 » 4.43 0.50 [-0.19, 1.1
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.43 (P = 0.15)
23 Trazodone
Moises 1981 Y | E 16 16.30(9.70) 20 10.70(6.50) = 4.50 0.68 [0.00, 1.36] 0
Subtotal (95% Cl) 16 20 &> 4.50 0.68 [0.00, 1.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
32 Fluoxetine
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 9.80(4.60) _— 2.53 -0.24 [-1.14, 0.66] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47(7.56) = 16.71 0.02 [-0.33, 0.38] 0
Subtotal (95% CI) 71 72 19.24 -0.01 [-0.34, 0.32]
Test for heterogeneity: Chi? = 0.28, df =1 (P = 0.60), I> = 0%
Test for overall effect: Z = 0.07 (P = 0.95)
34 Paroxetine
Geretsegger95 E | E 28 10.20(8.90) 31 12.00(9.60) _l 7.89 -0.19 [-0.70, 0.32] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 .10(5.00) —_ 4.13 0.08 [-0.63, 0.79] 0
Moller 1993 ? | E 72 11.50(8.30) 68 .30(6.30) 18.64 0.30 [-0.04, 0.63] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70(7.90) 5.03 0.71 [0.07, 1.35] 0
Subtotal (95% CI) 135 135 35.69 0.22 [-0.02, 0.46]
Test for heterogeneity: Chi? = 5.05, df =3 (P = 0.17), I = 40.6%
Test for overall effect: Z = 1.80 (P = 0.07)
51 Mirtazapine
Zivkov 1995 Y | E 113 12.80(10.10) 111 12.00(10.00) = 30.16 0.08 [-0.18, 0.34] 0
Subtotal (95% CI) 113 111 30.16 0.08 8, 0.34]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
Total (95% ClI) 374 378 100.00 0.16 [0.02, 0.30]

Test for heterogeneity: Chi = 10.80, df = 10 (P = 0.37), I?=7.4%

Test for overall effect: Z=2.18 (P = 0.03)
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Review: Pharmacology: Amitriptyline

Comparison: 01 Overall efficacy
Outcome: 05 Number of outpatients not achieving at least 50% reduction in depression score
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Amoxapine
Donlon 1981 YO | 15/24 12/22 —— 7.82 1.15 [0.70, 1 0
Subtotal (95% CI) 24 22 -/ 7.82 1.15 [0.70, 1.
Total events: 15 (Control), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
20 Fluoxetine
Beasley 1993b Y O | 37/65 36/71 —— 21.50 1.12 [0.82, 1.53] 0
Fawcett 1989 Y O | 11/20 13/20 — 8.12 0.85 [0.51, 1.41] 0
Marchesi 1998 Y O | 22/67 16/75 T—— 9.43 1.54 [0.89, 2.68] 0
Peters 1990 Y O E 29/51 33/51 20.62 0.88 [0.64, 1.20] 0
Subtotal (95% CI) 203 217 _t 59.68 1.07 [0.88, 1.30]
Total events: 99 (Control), 98 (Amitriptyline)
Test for heterogeneity: Chi? = 4.05, df = 3 (P = 0.26), 1> =25.9%
Test for overall effect: Z = 0.65 (P = 0.52)
22 Mianserin
Wilcox 1994 Y O | 24/50 28/50 —— 17.50 0.86 [0.59, 1.25] 0
Subtotal (95% Cl) 50 50 <@ 17.50 0.86 [0.59, 1.25]
Total events: 24 (Control), 28 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.80 (P = 0.43)
51 Mirtazapine
Smith 1990 Y O | 25/50 24/50 15.00 1.04 [0.70, 1.55] 0
Subtotal (95% Cl) 50 50 : 15.00 1.04 [0.70, 1.55]
Total events: 25 (Control), 24 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.20 (P = 0.84)
Total (95% Cl) 327 339 ’ 100.00 1.03 [0.89, 1.20]
Total events: 163 (Control), 162 (Amitriptyline)
Test for heterogeneity: Chi? = 4.98, df =6 (P = 0.55), I? = 0%
Test for overall effect: Z = 0.41 (P = 0.68)
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Review: Pharmacology: Amitriptyline

Comparison: 01 Overall efficacy

Outcome: 06 Mean scores at endpoint in outpatients
Study Control Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
32 Fluoxetine
Beasley 1993b Y O | 65 -12.90(9.90) 71 -11.60(10.30) b 13.59 -0.13 [-0.46, 0.21] 0
Marchesi 1998 Y O | 67 8.90(6.60) 75 8.10(6.90) T 14.18 0.12 [-0.21, 0.45] 0
Peters 1990 Y O E 40 11.00(9.00) 41 10.00(6.00) I_ 8.11 0.13 [-0.31, 0.57] 0
Young 1987 YO E 25 11.96(5.24) 25 11.32(6.76) = 5.01 0.10 [-0.45, 0.66] 0
Subtotal (95% CI) 197 212 40.88 0.04 [-0.16, 0.23]
Test for heterogeneity: Chiz2 = 1.38, df =3 (P =0.71), 2= 0%
Test for overall effect: Z=0.37 (P =0.71)
33 Fluvoxamine
Remick 1994 YO | 16 11.25(8.33) 17 12.00(7.39) - 3.30 -0.09 [-0.78, 0.59] 0
Subtotal (95% Cl) 16 17 ‘ 3.30 -0.09 [-0.78, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.27 (P = 0.79)
35 Sertraline
Reimherr 1990 Y O E 126 -12.43(7.88) 122 -14.06(7.09) = 24.73 0.22 [-0.03, 0.47] 0
Subtotal (95% CI) 126 122 . 24.73 0.22 [-0.03, 0.47]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.70 (P = 0.09)
41 Phenelzine
Robinson 83 Y O C 86 -11.70(7.42) 83 -12.70(7.29) = 16.91 0.14 [-0.17, 0.44] 0
Subtotal (95% Cl) 86 83 ) 16.91 0.14 [-0.17, 0.44)]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.88 (P = 0.38)
51 Mirtazapine
Smith 1990 Y O | 47 12.30(7.70) 47 10.90(6.40) = 9.38 0.20 [-0.21, 0.60] 0
Subtotal (95% Cl) 47 47 > 9.38 0.20 [-0.21, 0.60]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
91 Desipramine
Veith 1983 YOE 26 7.50(5.80) 23 5.10(5.90) — 4.79 0.40 [-0.16, 0
Subtotal (95% Cl) 26 23 » 4.79 0.40 [-0.16,
Test for heterogeneity: not applicable
Test for overall effect: Z=1.40 (P = 0.16)
Total (95% Cl) 498 504 100.00 0.13 [0.00, 0.25]
Test for heterogeneity: Chi* = 4.13, df =8 (P = 0.84), = 0%
Test for overall effect: Z = 1.99 (P = 0.05)
-10 -5 0 5 10
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Review: Pharmacology: Amitriptyline

Comparison: 01 Overall efficacy
Outcome: 07 Number of primary care patients not achieving at least 50% reduction in depression score
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
34 Paroxetine

Hutchinson 92 EP E 26/58 13/32 100.00 1.10 [0.66, 1.83] 0
Subtotal (95% CI) 58 32 100.00 1.10 [0.66, 1.83]
Total events: 26 (Control), 13 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.38 (P = 0.70)

01 02 05 1 2 5 10
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Review: Pharmacology: Amitriptyline
Comparison: 01 Overall efficacy
Outcome: 08 Mean scores at endpoint in primary care patients
Study Control Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% CI Order
04 Dosulepin

Blacker 1988 Y P E 29 6.40(4.90) 36 7.40(6.90) = 52.61 -0.16 [-0.65, 0.33] 0
Subtotal (95% CI) 29 36 52.61 -0.16 [-0.65, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.52)
34 Paroxetine

Hutchinson 92 EP E 46 8.20(6.90) 21 8.20(7.90) = 47.39 0.00 [-0.52, 0.52] 0
Subtotal (95% CI) 46 21 47.39 0.00 0.52, 0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% Cl) 75 57 100.00 -0.09 [-0.44, 0.27]
Test for heterogeneity: Chi? = 0.20, df =1 (P = 0.66), 1> = 0%
Test for overall effect: Z = 0.47 (P = 0.64)
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Review. iacology: Amitrptyiine
Comparison: 02 Overall tolerabiity
Outcome: 01 Leaving the study early
Study Control
or sub-category N

Amitrptyline
N

RR (fxed)
95% CI

Weight
%

RR (fxed)
95% Cl

Order

02 Amoxapine

Donlon 1981Y O
1981 Y01 5/34

Subtotal (95% CI) se

Total events: 15 (Control), 17 (Amitriptyline)

Test for heterogeneity: Chi* =

Test for overall effect: Z = 0.59 (P

04 Dosulepin
Blacker 1988 Y P E 6/35
Loga 1992 Y 11 /a5
Sublotal (95% CI) 8
Total events: 10 (Control), 12 (Amitriptyline)
Test for heterogeneity: Chi df=1(P=094), F= 0%
Test for overall effect: Z = 0.09 (P = 0.93)

=0.00,

05 Doxepin
Rickels 1985 Y O | 20/122
Subtotal (95% CI) 122
Total events: 20 (Control), 28 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.22 (P =

22)

06 Imipramine
Nelson 1982 Y 11 113
Sublotal (95% CI) 13
Total events: 1 (Control), 2 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.47 (P = 0.64)

07 lofepramine
Doongaii 1993 Y M|
Sublotal (95% CI)
Total events: 16 (Control), 14 (Amitriptyline)
Test for heterogeneity: not applicable:

Test for overall effect: Z = 0.3 (P = 0.74)

16/75

08 Nortiptyline
Lehmann 1982 Y | E 2/12
Subtotal (95% CI) 12
Total events: 2 (Control), 2 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.20 (P = 0.84)

17 Trimipramine
Cournoyer 1987 Y 11 0/17
Subtotal (95% CI) 1
Total events: 0 (Control), 1 (Amitriptyline)

Test for heterogeneity: not applicable:

Test for overall effect: Z = 0.69 (P = 0.49)

21 Maprotiline
Montgomery 80 Y 1 E /21
Subtotal (95% CI) 21
Total events: 4 (Control), 3 (Amitriptyline)

Test for heterogeneity: not applicable:

Test for overall effect: Z = 0.34 (P = 0.73)

22 Mianserin

Sublotal (95% CI) 147
Total events: 59 (Control), 43 (Amitriptyline)

Test for heterogeneity: Chi* = 3.3, df = 3 (

Test for overall effect: Z = 1.92 (P = 0.0

23 Trazodone
Moises 1981 Y | E 521
Rickels 1982 Y M |
Sublotal (95% Cf) 87
Total events: 22 (Control), 19 (Amitriptyline)

Test for heterogeneity: Chi* 1P
Test for overall effect: Z = 0.65 (P

Ymi 7724
Subtotal (95% CI) 24
Total events: 7 (Control), 15 (Amitriptyline)

Test for heterogeneity: not applicable:

Test for overall effect: Z = 2.75 (P = 0.006)

31 Citalopram
Shaw 1986

32 Fluoxetine
Beasley 1993b Y O | 8/65
Fawcett 1989 Y O | 8/20
Judd 1993 Y M E 7/30
Keegan 1991Y M | 2/20
Laakmann 1991 Y | €

Young 1987 Y O & /32
Subotal (95% CI) 48
Tt eveis: 08 (Contl) 39 Amitpyine)

Test for heterogeneity: Chi* = 13.44, df = 9 (P = 0.14),
Tontor ot e 2.2 151 (P=0.06)

33 Flvoxamine.
Remick 1994 Y O | 316
Subtotal (95% CI) 16
Total events: 3 (Control), 8 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z= 1.59 (P =

1)

34 Paroxetine
Geretsegger95 E | E 10744
Hutchinson 92 € P E 12/58
Kuhs 1989 Y | € 6/20
Moller 19937 1 E 37/112
Staner 1995 Y 11 s/21
uppaeck 1994 Y 1 E 42/78
Subtotal (95% CI) 333
Total events: 112 (Cnntm\) 116 (Amiiptyiine)
Test for heterogeneity: C
Test for overall effect: z- "o ®

35 Sertraline
Cohn 1990 E O |
Reimherr 1990 Y O 61/149
Subtotal (95% CI) 310
Total events: 140 (Control), m (Am\tnplyims)

Test for heterogeneity: Chi* = 0.00, df = 1 (P = 0.95), F = 0%
Test for overall effect: Z = 039 (P =0.70)

41 Phenelzine
Raft 1981707 %
Robinson 83 Y 0 C 16/10
Subotal (95% CI)

Tt eveis: 16 Contol) 27 Arivpyine)
Test for heterogeneity: Chi* = 1.90, df = 1 (P =
Tonforovrtfoct 2103 (P=0.10)

51 Mirtazapine

Subotal (95% C) 254
Total events: 55 (Control), 64 (Amitiptyline)

Test for heterogeneity: Chi? = 0.09, df = 2 (P = 0.96), F = 0%
Test for overall effect: Z = 0.98 (P = 0.33)

91 Desipramine

Rush 1989 Y O | /24
Veith 1983 Y O E 8/34
Subtotal (95% CI) s6
Total events: 8 (Control), 12 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.97 (P = 0.33)

93 Minaprine
Edwards 1996 Y O | 108/
Sublotal (95% CI) 399
Total events: 108 (Control), 25 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.80 (P

07)

Total (95% C) 2622
Total events: 706 [Curwu\) sas {Am\tnplyims)
Test for heterogeneity: C 2, df =
Test for overall effect: Z = 1 su (F

6, f = 1 (P =0,02), F=81.0%
55)

34),F=9.9%

.20, av sw 039), = 3.8%

42(P=0.13), F=202%

5/22
12/33
55

/44

28/124
124

2/15
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10
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17

3/20

2/50
11/19
825
22/50
144
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17/68
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1
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1
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Review: Pharmacology: Amitriptyline
Comparison: 02 Overall tolerability
Outcome: 02 Leaving the study early due to side effects

Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category N N 95% Cl % 95% Cl Order

02 Amoxapine
Donlon 1981 Y O | /24 1/22 —_— -
Prusoff 1981 Y O | 3/34 5/33
Subtotal (95% CI) 58 55 e
Total events: 7 (Control), 6 (Amitriptyline)

Test for heterogeneity: Chi = 2.1, df = 1 (P = 0.15), I = 52.5%
Test for overall effect: Z = 0.19 (P = 0.85)

0.34

w

67 [0.44, 30.35] 0
.15, 2.24) 0
.97 1.11 [0.39, 3.14]

o)

04 Dosulepin
Blacker 1988 Y P E 3/35 7/44
Subtotal (95% CI) 35 41
Total events: 3 (Control), 7 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.95 (P = 0.34)

0.54 [0.15, 1.93] 0
.00 0.54 [0.15, 1.93]

(

05 Doxepin
Rickels 1985 Y O | 12/122 17/124 5.44 0.72 [0.36, 1.44] 0
Subtotal (95% C1) 122 124 - 5.4 0.72 [0.36, 1.44]

Total events: 12 (Control), 17 (Amitriptyline)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.94 (P = 0.35)

07 Lofepramine
Doongaji 1993 Y M | 1/79 5/77 —-— .63 .19 [0.02, 1.63] 0
Subtotal (95% Cl) 79 77 —— 1.63 0.19 [0.02, 1.63]

Total events: 1 (Control), 5 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 151 (P = 0.13)

08 Nortriptyline
Lehmann 1982 Y | E 1/12 1/10 — —
Subtotal (95% Cl) 12 10 ——
Total events: 1 (Control), 1 (Amitriptyline)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.14 (P = 0.89)

°

.35 .83 [0.06, 11.70] 0
.35 0.83 [0.06, 11.70]

22 Mianserin
Carman 1991 YO | 6/50 2/50
Guy 1983 Y 11 2/21 1/19
Wilcox 1994 Y O | 14/50 14/50
Subtotal (95% CI) 121 119
Total events: 22 (Control), 23 (Amitriptyline)

Test for heterogeneity: Chi = 5.26, df = 2 (P = 0.07), I* = 62.0%

Test for overall effect: Z = 0.24 (P = 0.81)

00 [0.64, 14.16] 0
[0.06, 1.10]
00 [0.53, 1.87] 0
94 [0.56, 1.57

San o
i

31 Citalopram
Shaw 1986 Y M| 1/24 5/20
Subtotal (95% CI) 24 20
Total events: 1 (Control), 5 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.70 (P = 0.09)

1.76 0.17 [0.02, 1.31] 0
1.76 0.17 [0.02, 1.31]

32 Fluoxetine
Beasley 1993b Y O | 4/65

Fawcett 1989 Y O | 4/20

Judd 1993 Y M E 1/30

Keegan 1991 Y M | 0/20

Marchesi 1998 Y O | 3/67

Preskorn 1991Y O | 3/30

Versiani 1999 Y ? E 3/77

Young 1987 Y O E 2/32

Subtotal (95% CI) 341

Total events: 20 (Control), 51 (Amitriptyline)

Test for heterogeneity: Chiz = 8.42, df = 7 (P = 0.30), I* = 16.8%
Test for overall effect: Z = 3.53 (P = 0.0004)

94
23
17
05
61
13
22
16
50

27 [0.10, 0.77]
40 [0.15, 1.07]
81 [0.12, 66.17]
16 [0.01, 2.98]
68 [0.29, 9.75]
24 [0.08, 0.75]
45 [0.12, 1.66]
00 [0.25, 100.20]
43 [0.27, 0.69]

Sonsorows
mooronoo

33 Fluvoxamine
Remick 1994 Y O | 3/16
Subtotal (95% CI) 16
Total events: 3 (Control), 6 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.03 (P = 0.30)

1.88 0.53 [0.16, 1.77] 0
3 [0.16, 1.77]

34 Paroxetine
Geretsegger95 E | E 9/40
Hutchinson 92 E P E 8/58
Kuhs 1989 Y | E 2/20
Moller 1993 ? | E 13/1
Staner 1995 Y 11 2/21
Stuppaeck 1994 Y | E 17/78

Subtotal (95% Cl) 329

Total events: 51 (Control), 55 (Amitriptyline)

Test for heterogeneity: Chiz = 4.1, df = 5 (P = 0.53), I = 0%
Test for overall effect: Z = 0.85 (P = 0.39)

.51 [0.62, 3.69]
.74 [0.28, 1.93]
.00 [0.26, 98.00]
[0.32, 1.15]
.90 [0.14, 5.81]
.86 [0.49, 1.52]
.86 [0.61, 1.21]

B ano oo NN
cooomor

35 Sertraline

Cohn 1990 E O | 45/16 28/80 -
Reimherr 1990 Y O E 26/149 28/149 —_—

Subtotal (95% Cl) 310 229 E 3 21.11
Total events: 71 (Control), 56 (Amitriptyline)

Test for heterogeneity: Chi = 0.23, df = 1 (P = 0.63), I = 0%
Test for overall effect: Z = 1.02 (P = 0.31)

12.07 .80 [0.54, 1.18] 0
.93 [0.57, 1.51] 0

.85 [0.63, 1.16]

o

41 Phenelzine
Raft 198170 ? 0/10 5/12
Subtotal (95% Cl) 10 12
Total events: 0 (Control), 5 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 157 (P = 0.12)

— 1.63 0.11 [0.01, 1.73] 0
p— 1.63 0.11 [0.01, 1.73]

51 Mirtazapine
Bremner 1995 Y O | 3/50 5/50

-—
—
—_— .61
Mullin 1996 Y M | 7/79 3/77 —_—
.
——
B
J—
i
— =

.25

.60 [0.15, 2.38]

.52 [0.22, 1.24]
Smith 1990 Y O | 10/50 [0.29, 1.69]
Zivkov 1995 Y | E 3/126 3
Subtotal (95% CI) 303 0
Total events: 18 (Control), 31 (Amitriptyline)
Test for heterogeneity: Chi* = 0.46, df = 3 (P = 0.93), I* = 0%
Test for overall effect: Z = 1.99 (P = 0.05)

.96
.05

.34 [0.04, 3.19]
.58 [0.33, 0.99]

Sowar
N
N

91 Desipramine
Veith 1983 Y O E 8/34 12/35
Subtotal (95% Cl) 34 35
Total events: 8 (Control), 12 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.97 (P = 0.33)

— 3.82 0.69 [0.32, 1.47] 0
— 3.82 0.69 [0.32, 1.47]

93 Minaprine
Edwards 1996 Y O | 33/399 12/132 — 5.82 0.91 [0.48, 1.71] 0
Subtotal (95% Cl) 399 132 e 5.82 0.91 [0.48, 1.71]

Total events: 33 (Control), 12 (Amitriptyline)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.29 (P = 0.77)

Total (95% Cl) 2194 1840 ‘ 100.00 0.71 [0.61, 0.83]
Total events: 251 (Control), 292 (Amitriptyline)

Test for heterogeneity: Chi? = 35.19, df = 33 (P = 0.36), I = 6.2%
Test for overall effect: Z = 4.28 (P < 0.0001)

01 02 05 1 2 5 10
Favours control  Favours AMI



Review: Pharmacology: Amitriptyline

Comparison: 02 Overall tolerability

Outcome: 03 Patients reporting side effects

Study Control Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI

21 Maprotiline

Molnar 1977 YO E 5/12 3/9 2.35 1.25 [0.40, 3.91) 0
Subtotal (95% Cl) 12 9 2.35 1.25 [0.40, 3.91]

Total events: 5 (Control), 3 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.38 (P = 0.70)

34 Paroxetine

Geretsegger95 E | E 26/44 30/47 —a— 19.92 0.93 [0.67, 1.28] 0
Hutchinson 92 EP E 20/58 20/32 — 17.70 0.55 [0.35, 0.86] 0
Staner 1995 Y I | 14/21 16/19 — 11.53 0.79 [0.55, 1.13] 0
Subtotal (95% Cl) 123 98 <& 49.15 0.76 [0.61, 0.94]

Total events: 60 (Control), 66 (Amitriptyline)

Test for heterogeneity: Chi? = 3.44, df =2 (P = 0.18), I? = 41.9%

Test for overall effect: Z =2.47 (P =0.01)

93 Minaprine

Edwards 1996 Y O | 110/399 47/132 —] 48.49 0.77 [0.59, 1.02] 0
Subtotal (95% CI) 399 132 P 48.49 0.77 [0.59, 1.02]

Total events: 110 (Control), 47 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.80 (P = 0.07)

Total (95% CI) 534 239 ’ 100.00 0.78 [0.65, 0.93]

Total events: 175 (Control), 116 (Amitriptyline)

Test for heterogeneity: Chi? = 4.05, df = 4 (P = 0.40), I>= 1.3%

Test for overall effect: Z = 2.81 (P = 0.005)
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Review: Pharmacology: Amitriptyline

Comparison: 02 Overall tolerability
Outcome: 04 Inpatients leaving the study early
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
04 Dosulepin
Loga 1992 Y I | 4/45 4/45 2.05 1.00 [0.27, 3.7 0
Subtotal (95% CI) 45 45 2.05 1.00 [0.27, 3.
Total events: 4 (Control), 4 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.00 (P = 1.00)
06 Imipramine
Nelson 1982 Y | | 1/13 2/15 ¢ 0.95 0.58 [0.06, 5.66] 0
Subtotal (95% Cl) 13 15 e — 0.95 0.58 [0.06, 5.66]
Total events: 1 (Control), 2 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.47 (P = 0.64)
08 Nortriptyline
Lehmann 1982 Y | E 2/12 2/10 1.12 0.83 [0.14, 4.90] 0
Subtotal (95% Cl) 12 10 e — 1.12 0.83 [0.14, 4.90]
Total events: 2 (Control), 2 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.20 (P = 0.84)
17 Trimipramine
Cournoyer 1987 Y | | 0/17 1/17 ¢ 0.77 0.33 [0.01, 7. 0
Subtotal (95% CI) 17 17 — 0.77 0.33 (0.01, 7.
Total events: 0 (Control), 1 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
21 Maprotiline
Montgomery 80 Y | E 4/21 3/20 —_— 1.57 1.27 [0.32, 4.98] 0
Subtotal (95% CI) 21 20 e 1.57 1.27 [0.32, 4.98]
Total events: 4 (Control), 3 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.34 (P =0.73)
22 Mianserin
Guy 1983 Y I | 12/21 11/19 — 5.91 0.99 [0.58, 1.68] 0
Moller 1995 Y I | 11/26 8/25 —_— 4.17 1.32 [0.64, 2.73] 0
Subtotal (95% Cl) 47 44 P 10.09 1.13 [0.73, 1.74]
Total events: 23 (Control), 19 (Amitriptyline)
Test for heterogeneity: Chi? = 0.42, df = 1 (P = 0.52), I>= 0%
Test for overall effect: Z = 0.53 (P = 0.60)
23 Trazodone
Moises 1981 Y | E 5/21 2/22 —_—t) 1.00 2.62 [0.57, 12.06] 0
Subtotal (95% Cl) 21 22 —eE— .00 2.62 [0.57, 12.06]
Total events: 5 (Control), 2 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.24 (P = 0.22)
32 Fluoxetine
Laakmann 1991 Y | E 26/88 24/86 12.42 1.06 [0.66, 0
Subtotal (95% CI) 88 86 - 12.42 1.06 [0.66,
Total events: 26 (Control), 24 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.24 (P = 0.81)
34 Paroxetine
Geretsegger95 E | E 10/44 12/47 —_— 5.94 0.89 [0.43, 1.85] 0
Kuhs 1989 Y | E 6/20 3/20 —_—t 1.54 2.00 [0.58, 6.91] 0
Moller 1993 ? | E 37/112 48/110 — 24.79 0.76 [0.54, 1.06] 0
Staner 1995 Y | | 5/21 4/19 H— 2.15 1.13 [0.35, 3.60] 0
Stuppaeck 1994 Y | E 42/78 38/75 — 19.83 1.06 [0.78, 1.44] 0
Subtotal (95% Cl) 275 271 <& 54.24 0.93 [0.76, 1.15]
Total events: 100 (Control), 105 (Amitriptyline)
Test for heterogeneity: Chiz = 3.75, df = 4 (P = 0.44), 2= 0%
Test for overall effect: Z = 0.64 (P = 0.52)
51 Mirtazapine
Zivkov 1995 Y | E 25/125 31/126 15.80 0.81 [0.51, 9] 0
Subtotal (95% Cl) 125 126 . 15.80 0.81 [0.51, 9]
Total events: 25 (Control), 31 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.87 (P = 0.38)
Total (95% CI) 664 656 * 100.00 0.96 [0.82, 1.13]
Total events: 190 (Control), 193 (Amitriptyline)
Test for heterogeneity: Chi? = 7.67, df = 14 (P = 0.91), I = 0%
Test for overall effect: Z = 0.45 (P = 0.65)
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Review: Pharmacology: Amitriptyline

Comparison: 02 Overall tolerability
Outcome: 05 Leaving the study early due to side effects in inpatients
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
08 Nortriptyline |
Lehmann 1982 Y | E 1/12 1/10 ¢ » 1.79 0.83 [0.06, 11.70] 0
Subtotal (95% CI) 12 10 ‘ 1.79 0.83 [0.06, 11.70]
Total events: 1 (Control), 1 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.14 (P = 0.89)
22 Mianserin
Guy 1983 Y I | 2/21 7/19 —— 12.04 0.26 [0.06, 1.10] 0
Subtotal (95% Cl) 21 19 e 12.04 0.26 [0.06, 1.10]
Total events: 2 (Control), 7 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.84 (P = 0.07)
34 Paroxetine
Geretsegger95 E | E 9/40 7/47 —_— 10.55 1.51 [0.62, 3.69] 0
Kuhs 1989 Y | E 2/20 0/20 » 0.82 5.00 [0.26, 98.00] 0
Moller 1993 ? | E 13/112 21/110 —a—1 34.72 0.61 [0.32, 1.15] 0
Staner 1995 Y 1 | 2/21 2/19 3.44 0.90 [0.14, 5.81] 0
Stuppaeck 1994 Y | E 17/78 19/75 31.74 0.86 [0.49, 1.52] 0
Subtotal (95% CI) 271 271 T 81.27 0.88 [0.61, 1.27]
Total events: 43 (Control), 49 (Amitriptyline)
Test for heterogeneity: Chi? = 4.01, df =4 (P = 0.41), I?=0.2%
Test for overall effect: Z = 0.68 (P = 0.50)
51 Mirtazapine
Zivkov 1995 Y | E 1/125 3/126 ¢ 4.90 0.34 [0.04, 3 0
Subtotal (95% Cl) 125 126 — 4.90 0.34 [0.04, 3
Total events: 1 (Control), 3 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.95 (P = 0.34)
Total (95% Cl) 429 426 - 100.00 0.78 [0.55, 1.10]
Total events: 47 (Control), 60 (Amitriptyline)
Test for heterogeneity: Chiz=7.11, df = 7 (P = 0.42), I>= 1.6%
Test for overall effect: Z = 1.43 (P = 0.15)
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Review: Pharmacology: Amitriptyline
Comparison: 02 Overall tolerability
Outcome: 06 Inpatients reporting side effects
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
34 Paroxetine
Geretsegger95 E | E 26/44 30/47 63.33 0.93 [0.67, 1.28] 0
Staner 1995 Y I | 14/21 16/19 36.67 0.79 [0.55, 1.13] 0
Subtotal (95% CI) 65 66 100.00 0.88 [0.68, 1.12]
Total events: 40 (Control), 46 (Amitriptyline)
Test for heterogeneity: Chi2 = 0.42, df = 1 (P = 0.52), 2= 0%
Test for overall effect: Z = 1.05 (P = 0.30)
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Review: Pharmacology: Amitriptyline

Comparison: 02 Overall tolerability
Outcome: 07 Outpatients leaving the study early
Study Control Amitriptyline RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
02 Amoxapine
Donlon 1981 YO | 10/24 5/22 3.48 1.83 [0.74, 4.53] 0
Prusoff 1981 YO | 5/34 12/33 3.36 0.40 [0.16, 1.02] 0
Subtotal (95% Cl) 58 55 6.84 0.86 [0.20, 3.81]
Total events: 15 (Control), 17 (Amitriptyline)
Test for heterogeneity: Chi? = 5.26, df = 1 (P = 0.02), I>= 81.0%
Test for overall effect: Z=0.19 (P = 0.85)
05 Doxepin
Rickels 1985 Y O | 20/122 28/124 6.88 0.73 [0.43, 2] 0
Subtotal (95% Cl) 122 124 P 6.88 0.73 [0.43, 2]
Total events: 20 (Control), 28 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)
22 Mianserin
Carman 1991 YO | 8/50 2/50 +——) 1.52 4.00 [0.89, 17.91] 0
Wilcox 1994 Y O | 28/50 22/50 -+ 8.53 1.27 [0.86, 1.89] 0
Subtotal (95% CI) 100 100 .. 10.05 1.82 [0.61, 5.40]
Total events: 36 (Control), 24 (Amitriptyline)
Test for heterogeneity: Chi? = 2.30, df = 1 (P = 0.13), I = 56.5%
Test for overall effect: Z = 1.08 (P = 0.28)
32 Fluoxetine
Beasley 1993bY O | 8/65 24/71 4.71 0.36 [0.18, 0.75] 0
Fawcett 1989 YO | 8/20 11/20 5.23 0.73 [0.37, 1.42] 0
Marchesi 1998 Y O | 7/67 10/75 3.46 0.78 [0.32, 1.94] 0
Peters 1990 Y O E 25/51 21/51 8.04 1.19 [0.77, 1.83] 0
Preskorn 1991 Y O | 6/30 16/31 4.19 0.39 [0.18, 0.86] 0
Young 1987 Y O E 7/32 7/32 3.36 1.00 [0.40, 2.52] 0
Subtotal (95% CI) 265 280 28.98 0.70 [0.45, 1.08]
Total events: 61 (Control), 89 (Amitriptyline)
Test for heterogeneity: Chi? = 11.59, df = 5 (P = 0.04), I* = 56.9%
Test for overall effect: Z=1.61 (P =0.11)
33 Fluvoxamine
Remick 1994 Y O | 3/16 8/17 —_— 2.44 0.40 [0.13, 0
Subtotal (95% Cl) 16 17 e 2.44 0.40 [0.13,
Total events: 3 (Control), 8 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.59 (P = 0.11)
35 Sertraline
Cohn 1990 EO | 79/161 41/80 — 10.56 0.96 [0.73, 1.25] 0
Reimherr 1990 Y O E 61/149 63/149 —— 10.51 0.97 [0.74, 1.27] 0
Subtotal (95% Cl) 310 229 <& 21.07 0.96 [0.80, 1.16]
Total events: 140 (Control), 104 (Amitriptyline)
Test for heterogeneity: Chi? = 0.00, df = 1 (P = 0.95), I>= 0%
Test for overall effect: Z = 0.39 (P = 0.69)
41 Phenelzine
Raft 1981?20 ? 0/10 5/12 - — 0.48 0.11 [0.01, 1.73] 0
Robinson 83 Y O C 16/102 22/105 —_—— 6.09 0.75 [0.42, 1.34] 0
Subtotal (95% Cl) 112 117 e — 6.57 0.45 [0.08, 2.52]
Total events: 16 (Control), 27 (Amitriptyline)
Test for heterogeneity: Chi? = 1.90, df = 1 (P = 0.17), I = 47.3%
Test for overall effect: Z=0.91 (P = 0.37)
51 Mirtazapine
Bremner 1995 Y O | 9/50 10/50 —_— 4.06 0.90 [0.40, 2.02] 0
Subtotal (95% Cl) 50 50 i 4.06 0.90 [0.40, 2.02]
Total events: 9 (Control), 10 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.25 (P = 0.80)
91 Desipramine
Rush 1989 Y O | 0/24 0/18 Not estimable 0
Veith 1983 Y O E 8/34 12/35 —_— 4.44 0.69 [0.32, 1.47] 0
Subtotal (95% CI) 58 53 -l 4.44 0.69 [0.32, 1.47]
Total events: 8 (Control), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.97 (P = 0.33)
93 Minaprine
Edwards 1996 Y O | 108/399 25/132 —— 8.67 1.43 [0.97, 2.11] 0
Subtotal (95% CI) 399 132 @ 8.67 1.43 [0.97, 2.11]
Total events: 108 (Control), 25 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
Total (95% Cl) 1490 1157 <& 100.00 0.87 [0.72, 1.06]
Total events: 416 (Control), 344 (Amitriptyline)
Test for heterogeneity: Chi? = 35.82, df = 18 (P = 0.007), I* = 49.7%
Test for overall effect: Z = 1.36 (P = 0.17)
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Review: Pharmacology: Amitriptyline

Comparison: 02 Overall tolerability
Outcome: 08 Leaving the study early due to side effects in outpatients
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
02 Amoxapine
Donlon 1981 YO | 4/24 1/22 R e 0.52 3.67 [0.44, 30.35] 0
Prusoff 1981 YO | 3/34 5/33 —_— 2.53 0.58 [0.15, 2.24] 0
Subtotal (95% Cl) 58 55 e 3.05 1.11 [0.39, 3.14]
Total events: 7 (Control), 6 (Amitriptyline)
Test for heterogeneity: Chiz2 = 2.11, df = 1 (P = 0.15), I> = 52.5%
Test for overall effect: Z=0.19 (P = 0.85)
05 Doxepin
Rickels 1985 Y O | 12/122 17/124 8.41 0.72 [0.36, 1.44] 0
Subtotal (95% Cl) 122 124 ‘ 8.41 0.72 [0.36, 1.44]
Total events: 12 (Control), 17 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.94 (P = 0.35)
22 Mianserin
Carman 1991 YO | 6/50 2/50 —_—) 1.00 3.00 [0.64, 14.16] 0
Wilcox 1994 Y O | 14/50 14/50 —_— 6.98 1.00 [0.53, 1.87] 0
Subtotal (95% CI) 100 100 - 7.98 1.25 [0.70, 2.22]
Total events: 20 (Control), 16 (Amitriptyline)
Test for heterogeneity: Chiz=1.71, df = 1 (P = 0.19), I>= 41.4%
Test for overall effect: Z=0.76 (P = 0.45)
32 Fluoxetine
Beasley 1993b Y O | 4/65 16/71 — 7.62 0.27 [0.10, 0.77] 0
Fawcett 1989 Y O | 4/20 10/20 —_— 4.99 0.40 [0.15, 1.07] 0
Marchesi 1998 Y O | 3/67 2/75 0.94 1.68 [0.29, 9.75] 0
Preskorn 1991 Y O | 3/30 13/31 —— 6.37 0.24 [0.08, 0.75] 0
Young 1987 YO E 2/32 0/32 » 0.25 5.00 [0.25, 100.20] 0
Subtotal (95% CI) 214 229 - 20.18 0.42 [0.25, 0.71]
Total events: 16 (Control), 41 (Amitriptyline)
Test for heterogeneity: Chi? = 6.60, df = 4 (P = 0.16), I? = 39.4%
Test for overall effect: Z = 3.25 (P = 0.001)
33 Fluvoxamine
Remick 1994 Y O | 3/16 6/17 —_— 2.90 0.53 [0.16, 0
Subtotal (95% Cl) 16 17 e 2.90 0.53 [0.16,
Total events: 3 (Control), 6 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.03 (P = 0.30)
35 Sertraline
Cohn 1990 EO | 45/161 28/80 —a 18.65 0.80 [0.54, 1.18] 0
Reimherr 1990 Y O E 26/149 28/149 —a— 13.96 0.93 [0.57, 1.51] 0
Subtotal (95% CI) 310 229 <o 32.61 0.85 [0.63, 1.16]
Total events: 71 (Control), 56 (Amitriptyline)
Test for heterogeneity: Chi? = 0.23, df = 1 (P = 0.63), I>= 0%
Test for overall effect: Z = 1.02 (P = 0.31)
41 Phenelzine
Raft 198120 ? 0/10 5/12 — 2.51 0.11 [0.01, 0
Subtotal (95% CI) 10 12 —— 2.51 0.11 [0.01,
Total events: 0 (Control), 5 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.57 (P = 0.12)
51 Mirtazapine
Bremner 1995 Y O | 3/50 5/50 —_— 2.49 0.60 [0.15, 2.38] 0
Smith 1990 YO | 7/50 10/50 —_— 4.99 0.70 [0.29, 1.69] 0
Subtotal (95% Cl) 100 100 - 7.48 0.67 [0.32, 1.40]
Total events: 10 (Control), 15 (Amitriptyline)
Test for heterogeneity: Chi? = 0.03, df = 1 (P = 0.85), I>= 0%
Test for overall effect: Z = 1.07 (P = 0.29)
91 Desipramine
Veith 1983 Y O E 8/34 12/35 _—] 5.90 0.69 [0.32, 0
Subtotal (95% Cl) 34 35 -l 5.90 0.69 [0.32,
Total events: 8 (Control), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.97 (P = 0.33)
93 Minaprine
Edwards 1996 Y O | 33/399 12/132 — . 8.99 0.91 [0.48, 1. 0
Subtotal (95% Cl) 399 132 - 8.99 0.91 [0.48, 1
Total events: 33 (Control), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.29 (P = 0.77)
Total (95% Cl) 1363 1033 <& 100.00 0.75 [0.62, 0.90]
Total events: 180 (Control), 186 (Amitriptyline)
Test for heterogeneity: Chi? = 21.12, df = 17 (P = 0.22), I> = 19.5%
Test for overall effect: Z = 3.02 (P = 0.003)
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Review: Pharmacology: Amitriptyline

Comparison: 02 Overall tolerability
Outcome: 09 Outpatients reporting side effects
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
21 Maprotiline
Molnar 1977 Y O E 5/12 3/9 4.63 1.25 [0.40, 3.91] 0
Subtotal (95% CI) 12 9 4.63 1.25 [0.40, 3.91]
Total events: 5 (Control), 3 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.38 (P = 0.70)
93 Minaprine
Edwards 1996 Y O | 110/399 47/132 — 95.37 0.77 [0.59, 1.02] 0
Subtotal (95% CI) 399 132 P 95.37 0.77 [0.59, 1.02]
Total events: 110 (Control), 47 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
Total (95% Cl) 411 141 L 100.00 0.80 [0.61, 1.04]
Total events: 115 (Control), 50 (Amitriptyline)
Test for heterogeneity: Chi? = 0.64, df = 1 (P = 0.42), I?= 0%
Test for overall effect: Z = 1.65 (P = 0.10)
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Review: Pharmacology: Amitriptyline
Comparison: 02 Overall tolerability
Outcome: 10 Primary care patients leaving the study early
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
04 Dosulepin
Blacker 1988 Y P E 6/35 8/44 33.33 0.94 [0.36, 2.46] 0
Subtotal (95% CI) 35 a4 33.33 0.94 [0.36, 2.46]
Total events: 6 (Control), 8 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.12 (P = 0.90)
34 Paroxetine
Hutchinson 92 EP E 12/58 11/32 _— 66.67 0.60 [0.30, 1.21] 0
Subtotal (95% CI) 58 32 - 66.67 0.60 [0.30, 1.21]
Total events: 12 (Control), 11 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.43 (P = 0.15)
Total (95% Cl) 93 76 - 00.00 0.72 [0.41, 1.26]
Total events: 18 (Control), 19 (Amitriptyline)
Test for heterogeneity: Chi2 = 0.55, df = 1 (P = 0.46), I>= 0%
Test for overall effect: Z=1.17 (P = 0.24)
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Review: Pharmacology: Amitriptyline

Comparison: 02 Overall tolerability
Outcome: 11 Leaving the study early due to side effects in primary care patients
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
04 Dosulepin
Blacker 1988 Y P E 3/35 7/44 —_— . 44.51 0.54 [0.15, 1. 0
Subtotal (95% Cl) 35 44 e 44.51 0.54 [0.15, 1.93]
Total events: 3 (Control), 7 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
34 Paroxetine
Hutchinson 92 EP E 8/58 6/32 —— 55.49 0.74 [0.28, 1.93] 0
Subtotal (95% Cl) 58 32 el 55.49 0.74 [0.28,
Total events: 8 (Control), 6 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.62 (P = 0.53)
Total (95% Cl) 93 76 e 100.00 0.65 [0.30, 1.40]
Total events: 11 (Control), 13 (Amitriptyline)
Test for heterogeneity: Chi? = 0.15, df = 1 (P = 0.70), I>= 0%
Test for overall effect: Z=1.10 (P = 0.27)
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Review: Pharmacology: Amitriptyline
Comparison: 02 Overall tolerability
Outcome: 12 Patients in primary care reporting side effects
Study Control Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
34 Paroxetine
Hutchinson 92 E P E 20/58 20/32 —— 100.00 0.55 [0.35, 0.86] 0
Subtotal (95% Cl) 58 32 L 2 100.00 0.55 [0.35, 0.86]
Total events: 20 (Control), 20 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.62 (P = 0.009)
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Review:

Pharmacology: Amitriptyline

Comparison: 03 Efficacy against TCAs

Outcome: 01 Number of people not achieving at least 50% reduction in depression score

Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
01 Amoxapine

Donlon 1981 YO | 15/24 12/22 74.16 1.15 [0.70, 1.87] 0
Subtotal (95% Cl) 24 22 74.16 1.15 [0.70, 1.87]

Total events: 15 (TCAs), 12 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.54 (P = 0.59)

02 Nortriptyline

Lehmann 1982 Y | E 2/12 4/10 —— 25.84 0.42 [0.10, 0
Subtotal (95% Cl) 12 10 e 25.84 0.42 [0.10,

Total events: 2 (TCAs), 4 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.16 (P = 0.24)

Total (95% Cl) 36 32 R 100.00 0.96 [0.60, 1.53]

Total events: 17 (TCAs), 16 (Amitriptyline)
Test for heterogeneity: Chiz = 1.73, df = 1 (P = 0.19), I> = 42.4%
Test for overall effect: Z = 0.18 (P = 0.86)
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Review: Pharmacology: Amitriptyline
Comparison: 03 Efficacy against TCAs

Outcome: 02 Mean scores at endpoint
Study TCAs Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
04 Dosulepin

Blacker 1988 Y P E 29 6.40(4.90) 36 7.40(6.90) 22.69 -0.16 [-0.65, 0.33] 0
Subtotal (95% CI) 29 36 22.69 -0.16 [-0.65, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.52)
07 Lofepramine

Doongaiji 1993 Y M | 63 7.40(3.97) 63 7.50(5.56) 44.65 -0.02 [-0.37, 0.33] 0
Subtotal (95% CI) 63 63 44.65 -0.02 [-0.37, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.12 (P =0.91)
08 Nortriptyline

Lehmann 1982 Y | E 5 10.20(8.10) 6 12.50(6.10) 3.80 -0.30 [-1.49, 0.90] 0
Subtotal (95% Cl) 5 6 3.80 -0.30 [-1.49, 0.90]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.49 (P = 0.63)
09 Trimipramine

Cournoyer 1987 Y I | 17 4.50(2.90) 17 3.70(3.30) 11.94 0.25 [-0.42, 0.93] 0
Subtotal (95% Cl) 17 17 11.94 0.25 [-0.42, 0.93]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.73 (P = 0.47)
91 Desipramine

Veith 1983 Y O E 26 7.50(5.80) 23 5.10(5.90) 16.92 0.40 [-0.16, 0.97] 0
Subtotal (95% Cl) 26 23 16.92 0.40 [-0.16, 0.97]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.40 (P = 0.16)
Total (95% Cl) 140 145 100.00 0.04 [-0.19, 0.27]
Test for heterogeneity: Chi2 = 3.03, df = 4 (P = 0.55), 1> = 0%
Test for overall effect: Z=0.35 (P = 0.73)
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Review: Pharmacology: Amitriptyline
Comparison: 03 Efficacy against TCAs
Outcome: 03 Number of inpatients not achieving at least 50% reduction in depression score
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Nortriptyline

Lehmann 1982 Y | E 2/12 4/10 —B—— 100.00 0.42 [0.10, 1.82] 0
Subtotal (95% Cl) 12 10 e 100.00 0.42 [0.10, 1.82]
Total events: 2 (TCAs), 4 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.16 (P = 0.24)
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Review: Pharmacology: Amitriptyline
Comparison: 03 Efficacy against TCAs

Outcome: 04 Mean scores at endpoint in inpatients
Study TCAs Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
08 Nortriptyline

Lehmann 1982 Y | E 5 10.20(8.10) 6 12.50(6.10) 24.14 -0.30 [-1.49, 0.90] 0
Subtotal (95% Cl) 5 6 24.14 -0.30 [-1.49, 0.90]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.49 (P = 0.63)
09 Trimipramine

Cournoyer 1987 Y I | 17 4.50(2.90) 17 3.70(3.30) 75.86 0.25 [-0.42, 0.93] 0
Subtotal (95% CI) 17 17 75.86 0.25 [-0.42, 0.93]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.73 (P = 0.47)
Total (95% CI) 22 23 100.00 0.12 [-0.47, 0.71]
Test for heterogeneity: Chi2 = 0.61, df = 1 (P = 0.43), 1= 0%
Test for overall effect: Z = 0.40 (P = 0.69)
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Review: Pharmacology: Amitriptyline
Comparison: 03 Efficacy against TCAs
Outcome: 05 Number of outpatients not achieving at least 50% reduction in depression score
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI 95% CI Order
01 Amoxapine

Donlon 1981 YO | 15/24 12/22 100.00 1.15 [0.70, 1.87] 0
Subtotal (95% Cl) 24 22 100.00 1.15 [0.70, 1.87]
Total events: 15 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
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Review: Pharmacology: Amitriptyline
Comparison: 03 Efficacy against TCAs
Outcome: 06 Mean scores at endpoint in outpatients
Study TCAs Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
91 Desipramine

Veith 1983 YO E 26 7.50(5.80) 23 5.10(5.90) 100.00 0.40 [-0.16, 0.97] 0
Subtotal (95% Cl) 26 23 100.00 0.40 [-0.16, 0.97]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.40 (P = 0.16)
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Review: Pharmacology: Amitriptyline
Comparison: 03 Efficacy against TCAs

Outcome: 07 Mean scores at endpoint in primary care
Study TCAs Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
04 Dosulepin

Blacker 1988 Y P E 29 6.40(4.90) 36 7.40(6.90) 100.00 -0.16 [-0.65, 0.33] 0
Subtotal (95% Cl) 29 36 100.00 -0.16 [-0.65, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.52)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs

Outcome: 01 Leaving the study early
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
02 Amoxapine
Donlon 1981 YO | 10/24 5/22 —_ 4.21 1.83 [0.74, 4.53] 0
Prusoff 1981 YO | 5/34 12/33 —_—— 9.83 0.40 [0.16, 1.02] 0
Subtotal (95% Cl) 58 55 - 14.04 0.83 [0.45, 1.53]
Total events: 15 (TCAs), 17 (Amitriptyline)
Test for heterogeneity: Chi? = 5.26, df = 1 (P = 0.02), I>= 81.0%
Test for overall effect: Z = 0.59 (P = 0.55)
04 Dosulepin
Blacker 1988 Y P E 6/35 8/44 —_— 5.72 0.94 [0.36, 2.46] 0
Loga 1992 Y I | 4/45 4/45 3.23 1.00 [0.27, 3.75] 0
Subtotal (95% CI) 80 89 i 8.95 0.96 [0.44, 2.10]
Total events: 10 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: Chi2 = 0.00, df = 1 (P = 0.94), I>= 0%
Test for overall effect: Z=0.09 (P = 0.93)
05 Doxepin
Rickels 1985 Y O | 20/122 28/124 —_ 22.42 0.73 [0.43, 1.22] 0
Subtotal (95% CI) 122 124 ‘ 22.42 0.73 [0.43, 1.22]
Total events: 20 (TCAs), 28 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)
06 Imipramine
Nelson 1982 Y | | 1/13 2/15 ¢ 1.50 0.58 [0.06, 5.66] 0
Subtotal (95% CI) 13 15 e — 1.50 0.58 [0.06, 5.
Total events: 1 (TCAs), 2 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.47 (P = 0.64)
07 lofepramine
Doongaiji 1993 Y M | 16/79 14/77 —_— 11.45 1.11 [0.58, 2. 0
Subtotal (95% CI) 79 77 - 11.45 1.11 [0.58, 2.
Total events: 16 (TCAs), 14 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.33 (P = 0.74)
08 Nortriptyline
Lehmann 1982 Y | E 2/12 2/10 1.76 0.83 [0.14, 4. 0
Subtotal (95% CI) 12 10 e — 1.76 0.83 [0.14, 4.
Total events: 2 (TCAs), 2 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.20 (P = 0.84)
09 Trimipramine
Cournoyer 1987 Y | | 0/17 0/17 Not estimable 0
Subtotal (95% CI) 17 17 Not estimable
Total events: 0 (TCAs), 0 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: not applicable
91 Desipramine
Rush 1989 Y O | 0/24 0/18 Not estimable 0
Veith 1983 Y O E 8/34 12/35 _—] 9.55 0.69 [0.32, 1.47] 0
Subtotal (95% Cl) 58 53 -l 9.55 0.69 [0.32, 1.47]
Total events: 8 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.97 (P = 0.33)
93 Minaprine
Edwards 1996 Y O | 108/399 25/132 —— 30.33 1.43 [0.97, 2.11] 0
Subtotal (95% Cl) 399 132 ‘ 30.33 1.43 [0.97, 2.11]
Total events: 108 (TCAs), 25 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
Total (95% CI) 838 572 ‘ 100.00 1.02 [0.81, 1.27]
Total events: 180 (TCAs), 112 (Amitriptyline)
Test for heterogeneity: Chi? = 11.44, df =9 (P = 0.25), I =21.3%
Test for overall effect: Z = 0.14 (P = 0.89)
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Review:

Pharmacology: Amitriptyline

Comparison: 04 Tolerability against TCAs
Outcome: 02 Leaving the study early due to side effects
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
02 Amoxapine
Donlon 1981 YO | 4/24 1/22 R e 1.60 3.67 [0.44, 30.35] 0
Prusoff 1981 YO | 3/34 5/33 —_— 7.78 0.58 [0.15, 2.24] 0
Subtotal (95% Cl) 58 55 e 9.38 1.11 [0.39, 3.14]
Total events: 7 (TCAs), 6 (Amitriptyline)
Test for heterogeneity: Chiz2 = 2.11, df = 1 (P = 0.15), I> = 52.5%
Test for overall effect: Z=0.19 (P = 0.85)
04 Dosulepin
Blacker 1988 Y P E 3/35 7/44 —_— 9.51 0.54 [0.15, 3] 0
Subtotal (95% Cl) 35 44 e 9.51 0.54 [0.15, 3]
Total events: 3 (TCAs), 7 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.95 (P = 0.34)
05 Doxepin
Rickels 1985 Y O | 12/122 17/124 a1 25.86 0.72 [0.36, 0
Subtotal (95% Cl) 122 124 - 25.86 0.72 [0.36,
Total events: 12 (TCAs), 17 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.94 (P = 0.35)
07 Lofepramine
Doongaji 1993 Y M | 1/79 5/77 —s— | 7.77 0.19 [0.02, 3] 0
Subtotal (95% CI) 79 77 S 7.77 0.19 [0.02, 3]
Total events: 1 (TCAs), 5 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.51 (P = 0.13)
08 Nortriptyline
Lehmann 1982 Y | E 1/12 1/10 ¢ » 1.67 0.83 [0.06, 11.70] 0
Subtotal (95% Cl) 12 10 e— .G 0.83 [0.06, 11.70]
Total events: 1 (TCAs), 1 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.14 (P = 0.89)
91 Desipramine
Veith 1983 Y O E 8/34 12/35 — 18.14 0.69 [0.32, 0
Subtotal (95% Cl) 34 35 -l 18.14 0.69 [0.32,
Total events: 8 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.97 (P = 0.33)
93 Minaprine
Edwards 1996 Y O | 33/399 12/132 27.66 0.91 [0.48, 0
Subtotal (95% Cl) 399 132 t 27.66 0.91 [0.48,
Total events: 33 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.29 (P = 0.77)
Total (95% Cl) 739 477 P 100.00 0.75 [0.53, 1.05]
Total events: 65 (TCAs), 60 (Amitriptyline)
Test for heterogeneity: Chi? = 4.54, df = 7 (P = 0.72), I?= 0%
Test for overall effect: Z = 1.66 (P = 0.10)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs
Outcome: 03 Patients reporting side effects
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
93 Minaprine
Edwards 1996 Y O | 110/399 47/132 100.00 0.77 [0.59, 1.02] 0
Subtotal (95% Cl) 399 132 t 100.00 0.77 [0.59, 1.02]
Total events: 110 (TCAs), 47 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs

Outcome: 04 Inpatients leaving the study early
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
04 Dosulepin
Loga 1992 Y I | 4/45 4/45 9.76 1 [0.27, 3 0
Subtotal (95% CI) 45 45 9.76 1.00 [0.27, 3
Total events: 4 (TCAs), 4 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.00 (P = 1.00)
06 Imipramine
Nelson 1982 Y I | 1/13 2/15 ¢ L 23.1 0.58 [0.06, 0
Subtotal (95% CI) 13 15 e — 23. 0.58 [0.06,
Total events: 1 (TCAs), 2 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.47 (P = 0.64)
08 Nortriptyline
Lehmann 1982 Y | E 2/12 2/10 L 27.14 0.83 [0.14, 4.90] 0
Subtotal (95% CI) 12 10 e — 27.14 0.83 [0.14, 4.90)
Total events: 2 (TCAs), 2 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.20 (P = 0.84)
09 Trimipramine
Cournoyer 1987 Y I | 0/17 0/17 Not estimable 0
Subtotal (95% CI) 17 17 Not estimable
Total events: 0 (TCAs), 0 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: not applicable
Total (95% Cl) 87 87 i 100.00 0.86 [0.33, 2.23]
Total events: 7 (TCAs), 8 (Amitriptyline)
Test for heterogeneity: Chi? = 0.17, df =2 (P = 0.92), I = 0%
Test for overall effect: Z=0.32 (P = 0.75)

01 02 0.5 1 2 5 10

Favours TCAs Favours AMI

Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs
Outcome: 05 Leaving the study early due to side effects in inpatients
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
08 Nortriptyline
Lehmann 1982 Y | E 1/12 1/10 ¢ $ 100.00 0. [0.06, 11.70] 0
Subtotal (95% Cl) 12 10 100.00 0.83 [0.06, 11.70]
Total events: 1 (TCAs), 1 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.14 (P = 0.89)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs

Outcome: 06 Outpatients leaving the study early
Study TCAs Amitriptyline RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
02 Amoxapine
Donlon 1981 YO | 10/24 5/22 — 15.34 1.83 [0.74, 4.53] 0
Prusoff 1981 YO | 5/34 12/33 — 14.94 0.40 [0.16, 1.02] 0
Subtotal (95% CI) 58 55 e — 30.28 0.86 [0.20, 3.81]
Total events: 15 (TCAs), 17 (Amitriptyline)
Test for heterogeneity: Chi? = 5.26, df = 1 (P = 0.02), I>= 81.0%
Test for overall effect: Z=0.19 (P = 0.85)
05 Doxepin
Rickels 1985 Y O | 20/122 28/124 24.10 0.73 [0.43, 1 0
Subtotal (95% Cl) 122 124 e _d 24.10 0.73 [0.43,
Total events: 20 (TCAs), 28 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)
91 Desipramine
Rush 1989 Y O | 0/24 0/18 Not estimable 0
Veith 1983 YO E 8/34 12/35 — 18.23 0.69 [0.32, 1.47] 0
Subtotal (95% CI) 58 53 -l 18.23 0.69 [0.32, 1.47]
Total events: 8 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.97 (P = 0.33)
93 Minaprine
Edwards 1996 Y O | 108/399 25/132 —— 27.40 1.43 [0.97, 2.11] 0
Subtotal (95% CI) 399 132 @ 27.40 1.43 [0.97, 2.11]
Total events: 108 (TCAs), 25 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
Total (95% Cl) 637 364 - 100.00 0.91 [0.56, 1.48]
Total events: 151 (TCAs), 82 (Amitriptyline)
Test for heterogeneity: Chi2 = 11.06, df = 4 (P = 0.03), I = 63.8%
Test for overall effect: Z=0.37 (P = 0.71)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs

Outcome: 07 Leaving the study early due to side effects in outpatients
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
02 Amoxapine
Donlon 1981 YO | 4/24 1/22 R e 1.97 3.67 [0.44, 30.35] 0
Prusoff 1981 YO | 3/34 5/33 —_—- 9.60 0.58 [0.15, 2.24] 0
Subtotal (95% Cl) 58 55 e 11.58 1.11 [0.39, 3.14]
Total events: 7 (TCAs), 6 (Amitriptyline)
Test for heterogeneity: Chiz = 2.11, df = 1 (P = 0.15), I = 52.5%
Test for overall effect: Z=0.19 (P = 0.85)
05 Doxepin
Rickels 1985 Y O | 12/122 17/124 31.91 0.72 [0.36, 1.44] 0
Subtotal (95% CI) 122 124 - 31.91 0.72 [0.36,
Total events: 12 (TCAs), 17 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
91 Desipramine
Veith 1983 Y O E 8/34 12/35 —_— 22.38 0.69 [0.32, 1.47] 0
Subtotal (95% Cl) 34 35 -l 22.38 0.69 [0.32, 1.47]
Total events: 8 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.97 (P = 0.33)
93 Minaprine
Edwards 1996 Y O | 33/399 12/132 34.13 0.91 [0.48, 1.71] 0
Subtotal (95% CI) 399 132 34.13 0.91 [0.48, 1.71]
Total events: 33 (TCAs), 12 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.29 (P = 0.77)
Total (95% Cl) 613 346 L = 100.00 0.82 [0.57, 1.19]
Total events: 60 (TCAs), 47 (Amitriptyline)
Test for heterogeneity: Chi? = 2.64, df = 4 (P = 0.62), I = 0%
Test for overall effect: Z = 1.04 (P = 0.30)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs
Outcome: 08 Outpatients reporting side effects
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
93 Minaprine
Edwards 1996 Y O | 110/399 47/132 100.00 0.77 [0.59, 1.02] 0
Subtotal (95% CI) 399 132 100.00 0.77 [0.59, 1.02]
Total events: 110 (TCAs), 47 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs

Outcome: 09 Leaving the study early in primary care

Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
04 Dosulepin

Blacker 1988 Y P E 6/35 8/44 100.00 0.94 [0.36, 2.46] 0
Subtotal (95% CI) 35 44 100.00 0.94 [0.36, 2.46]

Total events: 6 (TCAs), 8 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.12 (P = 0.90)
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Review: Pharmacology: Amitriptyline
Comparison: 04 Tolerability against TCAs
Outcome: 10 Leaving the study early due to side effects in primary care
Study TCAs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
04 Dosulepin

Blacker 1988 Y P E 3/35 7/44 100.00 0.54 [0.15, 1.93] 0
Subtotal (95% CI) 35 44 100.00 0.54 [0.15, 1.93]
Total events: 3 (TCAs), 7 (Amitriptyline)

Test for heterogeneity: not applicable
Test for overall effect: Z =0.95 (P = 0.34)
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Review: Pharmacology: Amitriptyline

Comparison: 05 Efficacy against SSRIs
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
32 Fluoxetine
Beasley 1993b Y O | 37/65 36/71 18.41 1.12 [0.82, 1.53] 0
Fawcett 1989 Y O | 11/20 13/20 6.96 0.85 [0.51, 1.41] 0
Keegan 1991 Y M | 8/20 7/23 3.48 1.31 [0.58, 2.98] 0
Marchesi 1998 Y O | 22/67 16/75 8.08 1.54 [0.89, 2.68] 0
Peters 1990 Y O E 29/51 33/51 17.66 0.88 [0.64, 1.20] 0
Subtotal (95% CI) 223 240 54.59 1.08 [0.90, 1.31]
Total events: 107 (SSRIs), 105 (Amitriptyline)
Test for heterogeneity: Chi? = 4.42, df =4 (P = 0.35), 1> = 9.4%
Test for overall effect: Z=0.82 (P = 0.41)
34 Paroxetine
Geretsegger95 E | E 26/44 29/47 j.—_ 15.01 0.96 [0.69, 1.34] 0
Hutchinson 92 EP E 26/58 13/32 8.97 1.10 [0.66, 1.83] 0
Staner 1995 Y | | 14/21 10/19 — 5.62 1.27 [0.75, 2.14] 0
Stuppaeck 1994 Y | E 35/78 29/75 —E— 15.82 1.16 [0.80, 1.69] 0
Subtotal (95% Cl) 201 173 > 45.41 1.10 [0.89, 1.35]
Total events: 101 (SSRIs), 81 (Amitriptyline)
Test for heterogeneity: Chi? = 1.01, df = 3 (P = 0.80), 1= 0%
Test for overall effect: Z =0.85 (P = 0.39)
Total (95% CI) 424 413 ’ 100.00 1.09 [0.95, 1.25]
Total events: 208 (SSRIs), 186 (Amitriptyline)
Test for heterogeneity: Chi? =5.47,df =8 (P = 0.71), 7= 0%
Test for overall effect: Z=1.18 (P = 0.24)
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Review:

Pharmacology: Amitriptyline

Comparison: 05 Efficacy against SSRIs
Outcome: 02 Mean scores at endpoint
Study SSRIs Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% ClI Order
31 Citalopram
Shaw 1986 Y M | 24 10.75(8.57) 20 11.25(5.59) = 2.68 -0.07 [-0.66, 0.53] 0
Subtotal (95% Cl) 24 20 2.68 -0.07 [-0.66, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
32 Fluoxetine
Beasley 1993b Y O | 65 -12.90(9.90) 71 -11.60(10.30) = 8.33 -0.13 [-0.46, 0.21] 0
Fawcett 1989 Y O | 19 12.80(6.50) 19 14.60(7.90) 2.32 -0.24 [-0.88, 0.39] 0
Judd 1993 Y M E 23 9.60(6.20) 23 11.60(6.00) 2.79 -0.32 [-0.90, 0.26] 0
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 9.80(4.60) 1.15 -0.24 [-1.14, 0.66] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47(7.56) = 7.62 0.02 [-0.33, 0.38] 0
Marchesi 1998 Y O | 67 8.90(6.60) 75 8.10(6.90) I— 8.68 0.12 [-0.21, 0.45] 0
Peters 1990 YO E 40 11.00(9.00) 41 10.00(6.00) I— 4.97 0.13 [-0.31, 0.57] 0
Preskorn 1991 Y O | 29 -10.10(7.80) 31 -7.90(6.10) —} 3.64 -0.31 [-0.82, 0.20] 0
Versiani 1999 Y ? E 77 10.50(8.90) 79 8.70(7.70) B 9.53 0.22 [-0.10, 0.53] 0
Young 1987 Y O E 25 11.96(5.24) 25 11.32(6.76) I— 3.07 0.10 [-0.45, 0.66] 0
Subtotal (95% CI) 416 436 52.09 0.01 [-0.13, 0.14)
Test for heterogeneity: Chi? = 6.77, df =9 (P = 0.66), I> = 0%
Test for overall effect: Z=0.08 (P = 0.94)
33 Fluvoxamine
Remick 1994 Y O | 16 11.25(8.33) 17 12.00(7.39) —_ 2.02 -0.09 [-0.78, 0.59] 0
Subtotal (95% CI) 16 17 ‘ 2.02 -0.09 [-0.78, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.27 (P = 0.79)
34 Paroxetine
Geretsegger95 E | E 28 10.20(8.90) 31 12.00(9.60) —I 3.60 -0.19 [-0.70, 0.32] 0
Hutchinson 92 EP E 46 8.20(6.90) 21 8.20(7.90) = 3.54 0.00 [-0.52, 0.52] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 7.10(5.00) I— 1.89 0.08 [-0.63, 0.79] 0
Moller 1993 ? | E 72 11.50(8.30) 68 9.30(6.30) 8.50 0.30 [-0.04, 0.63] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70(7.90) 2.29 0.71 [0.07, 1.35] 0
Stuppaeck 1994 Y | E 68 9.10(6.00) 66 9.40(6.00) = 8.23 -0.05 [-0.39, 0.29] 0
Subtotal (95% Cl) 249 222 ) 28.06 0.11 [-0.07, 0.30]
Test for heterogeneity: Chi? = 6.89, df =5 (P = 0.23), I? = 27.4%
Test for overall effect: Z = 1.21 (P = 0.22)
35 Sertraline
Reimherr 1990 Y O E 126 -12.43(7.88) 122 -14.06(7.09) = 15.15 0.22 [-0.03, 0.47] 0
Subtotal (95% Cl) 126 122 » 15.15 0.22 [-0.03, 0.47]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.70 (P = 0.09)
Total (95% Cl) 831 817 100.00 0.06 [-0.03, 0.16]
Test for heterogeneity: Chi? = 16.49, df = 18 (P = 0.56), I = 0%
Test for overall effect: Z = 1.29 (P = 0.20)
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Review: Pharmacology: Amitriptyline
Comparison: 05 Efficacy against SSRIs

Outcome: 03 Number of inpatients not achieving at least 50% reduction in depression score
Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
34 Paroxetine
GeretseggergSElE 26/44 29/47 41.17 0.96 [0.69, 1.34] 0
Staner 1995 Y | | 14/21 10/19 -t 15.42 1.27 [0.75, 2.14] 0
Stuppaeck 1994 Y | E 35/78 29/175 —i— 43.41 1.16 [0.80, 1.69] 0
Subtotal (95% Cl) 143 141 <> 100.00 1.09 [0.87, 1.37]
Total events: 75 (SSRIs), 68 (Amitriptyline)
Test for heterogeneity: Chi>=1.01, df = 2 (P = 0.60), I>= 0%
Test for overall effect: Z=0.76 (P = 0.44)
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Review: Pharmacology: Amitriptyline
Comparison: 05 Efficacy against SSRIs
Outcome: 04 Mean scores at endpoint in inpatients
Study SSRIs AMS SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
32 Fluoxetine
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 9.80(4.60) —I— 3.47 -0.24 [-1.14, 0.66] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47(7.56) [ ] 22.89 0.02 [-0.33, 0.38] 0
Subtotal (95% Cl) 71 72 26.36 -0.01 [-0.34, 0.32]
Test for heterogeneity: Chi2=0.28, df = 1 (P = 0.60), I>= 0%
Test for overall effect: Z = 0.07 (P = 0.95)
34 Paroxetine
Geretsegger95 E | E 28 10.20(8.90) 31 12.00(9.60) T 10.81 -0.19 [-0.70, 0.32] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 7.10(5.00) T 5.67 0.08 [-0.63, 0.79] 0
Moller 1993 ? | E 72 11.50(8.30) 68 9.30(6.30) = 25.54 0.30 [-0.04, 0.63] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70(7.90) |— 6.89 0.71 [0.07, 1.35] 0
Stuppaeck 1994 Y | E 68 9.10(6.00) 66 9.40(6.00) | ] 24.73 -0.05 [-0.39, 0.29] 0
Subtotal (95% ClI) 203 201 73.64 0.13 [-0.07, 0.33]
Test for heterogeneity: Chi? = 6.68, df =4 (P = 0.15), I> = 40.1%
Test for overall effect: Z=1.30 (P = 0.19)
Total (95% Cl) 274 273 100.00 0.09 [-0.08, 0.26]

Test for heterogeneity: Chi>=7.48, df = 6 (P = 0.28), I>=19.8%
Test for overall effect: Z=1.08 (P = 0.28)
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Review: Pharmacology: Amitriptyline
Comparison: 05 Efficacy against SSRIs

Outcome: 05 Number of outpatients not achieving at least 50% reduction in depression score

Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% ClI Order
32 Fluoxetine

Beasley 1993b Y O | 37/65 36/71 41.71 1.12 [0.82, 1.53] 0
Marchesi 1998 Y O | 22/67 16/75 18.30 1.54 [0.89, 2.68] 0
Peters 1990 YO E 29/51 33/51 39.99 0.88 [0.64, 1.20] 0
Subtotal (95% ClI) 183 197 100.00 1.10 [0.89, 1.36]

Total events: 88 (SSRIs), 85 (Amitriptyline)
Test for heterogeneity: Chi> = 3.41, df = 2 (P = 0.18), 1= 41.4%
Test for overall effect: Z=0.90 (P = 0.37)
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Review: Pharmacology: Amitriptyline

Comparison: 05 Efficacy against SSRIs
Outcome: 06 Mean scores at endpoint in outpatients
Study SSRIs Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
32 Fluoxetine
Beasley 1993b Y O | 65 -12.90(9.90) 71 -11.60(10.30) _I 17.28 -0.13 [-0.46, 0.21] 0
Fawcett 1989 Y O | 19 12.80(6.50) 19 14.60(7.90) - 4.81 -0.24 [-0.88, 0.39] 0
Marchesi 1998 Y O | 67 8.90(6.60) 75 8.10(6.90) I- 18.03 0.12 [-0.21, 0.45] 0
Peters 1990 YO E 40 11.00(9.00) 41 10.00(6.00) - 10.31 0.13 [-0.31, 0.57] 0
Preskorn 1991 YO | 29 -10.10(7.80) 31 -7.90(6.10) —} 7.55 -0.31 [-0.82, 0.20] 0
Young 1987 Y O E 25 11.96(5.24) 25 11.32(6.76) L 6.37 0.10 [-0.45, 0.66] 0
Subtotal (95% CI) 245 262 64.35 -0.02 [-0.20, 0.15]
Test for heterogeneity: Chi? = 3.43, df = 5 (P = 0.63), 1= 0%
Test for overall effect: Z=0.28 (P = 0.78)
33 Fluvoxamine
Remick 1994 Y O | 16 11.25(8.33) 17 12.00(7.39) - 4.20 -0.09 [-0.78, 0.59] 0
Subtotal (95% Cl) 16 17 ‘ 4.20 -0.09 [-0.78, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.27 (P = 0.79)
35 Sertraline
Reimherr 1990 Y O E 126 -12.43(7.88) 122 -14.06(7.09) = 31.45 0.22 [-0.03, 0.47] 0
Subtotal (95% CI) 126 122 ’ 31.45 0.22 [-0.03, 0.47]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.70 (P = 0.09)
Total (95% ClI) 387 401 100.00 0.05 [-0.09, 0.19]
Test for heterogeneity: Chi? = 6.02, df = 7 (P = 0.54), I>= 0%
Test for overall effect: Z = 0.67 (P = 0.50)
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Review: Pharmacology: Amitriptyline
Comparison: 05 Efficacy against SSRIs

Outcome: 07 Mean scores at endpoint in primary care patients
Study SSRIs Amitriptyline SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 Paroxetine
Hutchinson 92 E P E 46 8.20(6.90) 21 8.20(7.90) — 100.00 0 [-0.52, 0.52] 0
Subtotal (95% Cl) 46 21 100.00 00 [-0.52, 52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
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Review: Pharmacology: Amitriptyline
Comparison: 05 Efficacy against SSRIs
Outcome: 08 Number of primary care patients not achieving at least 50% reduction in depression score
Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
34 Paroxetine
Hutchinson 92 EP E 26/58 13/32 100.00 1.10 [0.66, 1.83] 0
Subtotal (95% Cl) 58 32 100.00 1.10 [0.66, 1.83]
Total events: 26 (SSRIs), 13 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.38 (P = 0.70)
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Review: Pharmacology: Amitriptyline

Comparison: 06 Tolerability against SSRIs

Outcome: 01 Leaving the study early

Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
31 Citalopram

Shaw 1986 Y M | 7/24 15/20 —_— 4.13 0.39 [0.20, 0.76] 0
Subtotal (95% CI) 24 20 - 4.13 0.39 [0.20, 0.76]

Total events: 7 (SSRIs), 15 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.75 (P = 0.006)

32 Fluoxetine

Beasley 1993b Y O | 8/65 24/71 —_— 5.79 0.36 [0.18, 0.75] 0
Fawcett 1989 Y O | 8/20 11/20 —_— 2.78 0.73 [0.37, 1.42] 0
Judd 1993 Y M E 7/30 5/28 —_— 1.31 1.31 [0.47, 3.64] 0
Keegan 1991 Y M | 2/20 3/23 0.70 0.77 [0.14, 4.14] 0
Laakmann 1991 Y | E 26/88 24/86 — 6.13 1.06 [0.66, 1.69] 0
Marchesi 1998 Y O | 7/67 10/75 —_— 2.38 0.78 [0.32, 1.94] 0
Peters 1990 YO E 25/51 21/51 —_— 5.30 1.19 [0.77, 1.83] 0
Preskorn 1991 Y O | 6/30 16/31 —_— 3.97 0.39 [0.18, 0.86] 0
Versiani 1999 Y ? E 12/77 15/80 —_— 3.71 0.83 [0.42, 1.66] 0
Young 1987 YO E 7/32 7/32 —_— 1.77 1.00 [0.40, 2.52] 0
Subtotal (95% Cl) 480 497 33.84 0.81 [0.65, 1.01]

Total events: 108 (SSRIs), 136 (Amitriptyline)

Test for heterogeneity: Chi2 = 13.44, df =9 (P = 0.14), I?=33.1%

Test for overall effect: Z=1.91 (P = 0.06)

33 Fluvoxamine

Remick 1994 Y O | 3/16 8/17 —_— 1.96 0.40 [0.13, .24] 0
Subtotal (95% Cl) 16 17 ——— 1.96 0.40 [0.13, 1.24

Total events: 3 (SSRIs), 8 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.59 (P =0.11)

34 Paroxetine

Geretsegger95 E | E 10/44 12/47 —_— 2.93 0.89 [0.43, 1.85] 0
Hutchinson 92 EP E 12/58 11/32 —_— 3.58 0.60 [0.30, 1.21] 0
Kuhs 1989 Y | E 6/20 3/20 —_— 0.76 2.00 [0.58, 6.91] 0
Moller 1993 ? | E 37/112 48/110 — 12.23 0.76 [0.54, 1.06] 0
Staner 1995 Y | | 5/21 4/19 R e — 1.06 1.13 [0.35, 3.60] 0
Stuppaeck 1994 Y | E 42/78 38/75 —— 9.78 1.06 [0.78, 1.44] 0
Subtotal (95% CI) 333 303 30.33 0.89 [0.73, 1.09]

Total events: 112 (SSRIs), 116 (Amitriptyline)

Test for heterogeneity: Chi? = 5.20, df =5 (P = 0.39), I = 3.8%

Test for overall effect: Z=1.08 (P = 0.28)

35 Sertraline

Cohn 1990 E O | 79/161 41/80 13.83 0.96 [0.73, 1.25] 0
Reimherr 1990 Y O E 61/149 63/149 15.90 0.97 [0.74, 1.27] 0
Subtotal (95% CI) 310 229 29.73 0.96 [0.80, 1.16]

Total events: 140 (SSRIs), 104 (Amitriptyline)

Test for heterogeneity: Chi? = 0.00, df =1 (P = 0.95), I = 0%

Test for overall effect: Z = 0.39 (P = 0.70)

Total (95% Cl) 1163 1066 100.00 0.86 [0.76, 0.96]

Total events: 370 (SSRIs), 379 (Amitriptyline)
Test for heterogeneity: Chi? = 27.24, df = 19 (P = 0.10), I = 30.3%
Test for overall effect: Z = 2.66 (P = 0.008)
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Review: Pharmacology: Amitriptyline
Comparison: 06 Tolerability against SSRIs

Outcome: 02 Leaving the study early due to side effects

Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
31 Citalopram

Shaw 1986 Y M | 1/24 5/20 —— 2.95 0.17 [0.02, 1.31] 0
Subtotal (95% CI) 24 20 S 2.95 0.17 [0.02, 1.31]

Total events: 1 (SSRIs), 5 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.70 (P = 0.09)

32 Fluoxetine

Beasley 1993b Y O | 4/65 16/71 — 8.26 0.27 [0.10, 0.77] 0
Fawcett 1989 Y O | 4/20 10/20 —_— 5.40 0.40 [0.15, 1.07] 0
Judd 1993 Y M E 1/30 0/28 > 0.28 2.81 [0.12, 66.17] 0
Keegan 1991 Y M | 0/20 3/23 < 1.76 0.16 [0.01, 2.98] 0
Marchesi 1998 Y O | 3/67 2/75 1.02 1.68 [0.29, 9.75] 0
Preskorn 1991 YO | 3/30 13/31 ¢+ — 6.91 0.24 [0.08, 0.75] 0
Versiani 1999 Y ? E 3/717 7/80 —_— 3.71 0.45 [0.12, 1.66] 0
Young 1987 YO E 2/32 0/32 > 0.27 5.00 [0.25, 100.20] 0
Subtotal (95% Cl) 341 360 -2 27.61 0.43 [0.27, 0.69]

Total events: 20 (SSRIs), 51 (Amitriptyline)

Test for heterogeneity: Chi* = 8.42, df =7 (P = 0.30), I = 16.8%

Test for overall effect: Z = 3.53 (P = 0.0004)

33 Fluvoxamine

Remick 1994 Y O | 3/16 6/17 —_— 3.14 0.53 [0.16, 1.77] 0
Subtotal (95% Cl) 16 17 e 3.14 0.53 [0.16, 1.77]

Total events: 3 (SSRIs), 6 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.03 (P = 0.30)

34 Paroxetine

Geretsegger95 E | E 9/40 7/47 —_— 3.48 1.51 [0.62, 3.69] 0
Hutchinson 92 EP E 8/58 6/32 —_— 4.18 0.74 [0.28, 1.93] 0
Kuhs 1989 Y | E 2/20 0/20 > 0.27 5.00 [0.26, 98.00] 0
Moller 1993 ? | E 13/112 21/110 — 11.45 0.61 [0.32, 1.15] 0
Staner 1995 Y | | 2/21 2/19 1.13 0.90 [0.14, 5.81] 0
Stuppaeck 1994 Y | E 17/78 19/75 — 10.46 0.86 [0.49, 1.52] 0
Subtotal (95% Cl) 329 303 <@ 30.97 0.86 [0.61, 1.21]

Total events: 51 (SSRIs), 55 (Amitriptyline)

Test for heterogeneity: Chi>=4.11, df =5 (P = 0.53), I = 0%

Test for overall effect: Z = 0.85 (P = 0.39)

35 Sertraline

Cohn 1990 E O | 45/161 28/80 —a 20.21 0.80 [0.54, 1.18] 0
Reimherr 1990 Y O E 26/149 28/149 15.12 0.93 [0.57, 1.51] 0
Subtotal (95% ClI) 310 229 T 35.33 0.85 [0.63, 1.16]

Total events: 71 (SSRIs), 56 (Amitriptyline)

Test for heterogeneity: Chi? = 0.23, df =1 (P = 0.63), I? = 0%

Test for overall effect: Z=1.02 (P = 0.31)

Total (95% Cl) 1020 929 L 2 100.00 0.71 [0.58, 0.86]

Total events: 146 (SSRIs), 173 (Amitriptyline)

Test for heterogeneity: Chi? = 21.53, df = 17 (P = 0.20), I? =21.1%

Test for overall effect: Z = 3.38 (P = 0.0007)
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Review: Pharmacology: Amitriptyline
Comparison: 06 Tolerability against SSRIs

Outcome: 03 Patients reporting side effects

Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
34 Paroxetine

Geretsegger95 E | E 26/44 30/47 40.52 0.93 [0.67, 1.28] 0
Hutchinson 92 EP E 20/58 20/32 —— 36.01 0.55 [0.35, 0.86] 0
Staner 1995 Y | | 14/21 16/19 23.47 0.79 [0.55, 1.13] 0
Subtotal (95% Cl) 123 98 <& 100.00 0.76 [0.61, 0.94]

Total events: 60 (SSRIs), 66 (Amitriptyline)

Test for heterogeneity: Chi? = 3.44, df =2 (P = 0.18), 1> = 41.9%

Test for overall effect: Z =2.47 (P = 0.01)
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Review: Pharmacology: Amitriptyline

Comparison: 06 Tolerability against SSRIs

Outcome: 04 Inpatients leaving the study early

Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order

32 Fluoxetine

Laakmann 1991 Y | E 26/88 24/86 100.00 1.06 [0.66, 1.69] 0

Subtotal (95% Cl) 88 86 100.00 1.06 [0.66, 1.69]

Total events: 26 (SSRIs), 24 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.24 (P = 0.81)

34 Paroxetine

Geretsegger95 E | E 10/44 12/47 —_—.— 10.95 0.89 [0.43, 1.85] 0
Kuhs 1989 Y | E 6/20 3/20 —_— 2.83 2.00 [0.58, 6.91] 0
Moller 1993 ? | E 37/112 48/110 —— 45.70 0.76 [0.54, 1.06] 0
Staner 1995 Y | | 5/21 4/19 —_— 3.96 1.13 [0.35, 3.60] 0
Stuppaeck 1994 Y | E 42/78 38/75 36.56 1.06 [0.78, 1.44] 0
Subtotal (95% Cl) 275 271 z_ 100.00 0.93 [0.76, 1.15]

Total events: 100 (SSRIs), 105 (Amitriptyline)
Test for heterogeneity: Chi? = 3.75, df = 4 (P = 0.44), 1= 0%
Test for overall effect: Z = 0.64 (P = 0.52)

01 0.2 0.5 1 2 5 10
Favours SSRIs Favours AMI



Review: Pharmacology: Amitriptyline
Comparison: 06 Tolerability against SSRIs

Outcome: 05 Leaving the study early due to side effects in inpatients
Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
34 Paroxetine
Geretsegger95 E | E 9/40 7/47 —_— 12.98 1.51 [0.62, 3.69] 0
Kuhs 1989 Y | E 2/20 0/20 - » 1.01 5.00 [0.26, 98.00] 0
Moller 1993 ? | E 13/112 21/110 —— 42.72 0.61 [0.32, 1.15] 0
Staner 1995 Y 1| 2/21 2/19 4.23 0.90 [0.14, 5.81] 0
Stuppaeck 1994 Y | E 17/78 19/75 39.06 0.86 [0.49, 1.52] 0
Subtotal (95% ClI) 271 271 100.00 0.88 [0.61, 1.27]
Total events: 43 (SSRIs), 49 (Amitriptyline)
Test for heterogeneity: Chi? = 4.01, df =4 (P = 0.41), I?=0.2%
Test for overall effect: Z = 0.68 (P = 0.50)
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Review: Pharmacology: Amitriptyline
Comparison: 06 Tolerability against SSRIs
Outcome: 06 Inpatients reporting side effects
Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
34 Paroxetine
Geretsegger95 E | E 26/44 30/47 63.33 0.93 [0.67, 1.28] 0
Staner 1995 Y | | 14/21 16/19 36.67 0.79 [0.55, 1.13] 0
Subtotal (95% Cl) 65 66 100.00 0.88 [0.68, 1.12]
Total events: 40 (SSRIs), 46 (Amitriptyline)
Test for heterogeneity: Chi?=0.42, df = 1 (P = 0.52), I12= 0%
Test for overall effect: Z =1.05 (P = 0.30)
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Review: Pharmacology: Amitriptyline
Comparison: 06 Tolerability against SSRIs

Outcome: 07 Outpatients leaving the study early
Study SSRIs Amitriptyline RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
32 Fluoxetine
Beasley 1993b Y O | 8/65 24/71 —_— 7.05 0.36 [0.18, 0.75] 0
Fawcett 1989 Y O | 8/20 11/20 —_—— 7.97 0.73 [0.37, 1.42] 0
Laakmann 1991 Y | E 26/88 24/86 — 12.47 1.06 [0.66, 1.69] 0
Marchesi 1998 Y O | 7/67 10/75 —_—— 4.96 0.78 [0.32, 1.94] 0
Peters 1990 Y O E 25/51 21/51 —— 13.61 1.19 [0.77, 1.83] 0
Preskorn 1991Y O | 6/30 16/31 —_—— 6.17 0.39 [0.18, 0.86] 0
Young 1987 Y O E 7/32 7/32 4.81 1.00 [0.40, 2.52] 0
Subtotal (95% Cl) 353 366 : 57.04 0.76 [0.53, 1.09]
Total events: 87 (SSRIs), 113 (Amitriptyline)
Test for heterogeneity: Chi? = 12.80, df = 6 (P = 0.05), I> = 53.1%
Test for overall effect: Z=1.48 (P = 0.14)
33 Fluvoxamine
Remick 1994 Y O | 3/16 8/17 —_— 3.38 0.40 [0.13, 1.24 0
Subtotal (95% CI) 16 17 - 3.38 0.40 [0.13, 1.24
Total events: 3 (SSRIs), 8 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.59 (P = 0.11)
35 Sertraline
Cohn 1990 E O | 79/161 41/80 19.87 0.96 [0.73, 1.25] 0
Reimherr 1990 Y O E 61/149 63/149 % 19.71 0.97 [0.74, 1.27] 0
Subtotal (95% CI) 310 229 39.58 0.96 [0.80, 1.16]
Total events: 140 (SSRIs), 104 (Amitriptyline)
Test for heterogeneity: Chi? = 0.00, df = 1 (P = 0.95), I = 0%
Test for overall effect: Z =0.39 (P = 0.69)
Total (95% Cl) 679 612 <& 100.00 0.83 [0.67, 1.04]
Total events: 230 (SSRIs), 225 (Amitriptyline)
Test for heterogeneity: Chi? = 15.70, df =9 (P = 0.07), 1> = 42.7%
Test for overall effect: Z=1.60 (P = 0.11)
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Review: Pharmacology: Amitriptyline
Comparison: 06 Tolerability against SSRIs

Outcome: 08 Leaving the study early due to side effects in outpatients
Study SSRIs Amitriptyline RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
32 Fluoxetine
Beasley 1993b Y O | 4/65 16/71 ¢+ —— 11.23 0.27 [0.10, 0.77] 0
Fawcett 1989 Y O | 4/20 10/20 —_— 12.19 0.40 [0.15, 1.07] 0
Marchesi 1998 Y O | 3/67 2/75 = 5.00 1.68 [0.29, 9.75] 0
Preskorn 1991 Y O | 3/30 13/31 ¢+— 9.79 0.24 [0.08, 0.75] 0
Young 1987 Y O E 2/32 0/32 =—) 1.90 5.00 [0.25, 100.20] 0
Subtotal (95% Cl) 214 229 -l 40.10 0.45 [0.21, 0.98]
Total events: 16 (SSRIs), 41 (Amitriptyline)
Test for heterogeneity: Chi? = 6.60, df = 4 (P = 0.16), 1> = 39.4%
Test for overall effect: Z = 2.02 (P = 0.04)
33 Fluvoxamine
Remick 1994 Y O | 3/16 6/17 R — e S 9.14 0.53 [0.16, 1 ] 0
Subtotal (95% Cl) 16 17 —e 9.14 0.53 [0.16, 1.
Total events: 3 (SSRIs), 6 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.03 (P = 0.30)
35 Sertraline
Cohn 1990 E O | 45/161 28/80 — 26.85 0.80 [0.54, 1.18] 0
Reimherr 1990 Y O E 26/149 28/149 23.91 0.93 [0.57, 1.51] 0
Subtotal (95% CI) 310 229 T 50.76 0.85 [0.63, 1.15]
Total events: 71 (SSRIs), 56 (Amitriptyline)
Test for heterogeneity: Chi? = 0.23, df = 1 (P = 0.63), I?= 0%
Test for overall effect: Z = 1.07 (P = 0.28)
Total (95% Cl) 540 475 <O 100.00 0.62 [0.41, 0.95]
Total events: 90 (SSRIs), 103 (Amitriptyline)
Test for heterogeneity: Chi? = 12.39, df =7 (P = 0.09), I = 43.5%
Test for overall effect: Z = 2.20 (P = 0.03)
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Review: Pharmacology: Amitriptyline

Comparison: 06 Tolerability against SSRIs
Outcome: 09 Primary care patients leaving the study early
Study SSRIs Amitriptyline RR (fixed) Weight
or sub-category n/N n/N 95% CI %

34 Paroxetine

Hutchinson 92 E P E 12/58 11/32 — 100.00
Subtotal (95% Cl) 58 32 100.00
Total events: 12 (SSRIs), 11 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.43 (P = 0.15)
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Review: Pharmacology: Amitriptyline

Comparison: 06 Tolerability against SSRIs

Outcome: 10 Leaving the study early due to side effects in primary care patients

Study SSRIs Amitriptyline RR (fixed) Weight
or sub-category n/N n/N 95% ClI %
34 Paroxetine

Hutchinson 92 E P E 8/58 6/32 — 100.00
Subtotal (95% ClI) 58 32 100.00
Total events: 8 (SSRIs), 6 (Amitriptyline)

Test for heterogeneity: not applicable

Test for overall effect: Z =0.62 (P = 0.53)
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Review: Pharmacology: Amitriptyline
Comparison: 06 Tolerability against SSRIs

Outcome: 11 Primary care patients reporting side effects
Study SSRIs Amitriptyline RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
34 Paroxetine
Hutchinson 92 E P E 20/58 20/32 —B— 100.00 55 [0.35, 0.86] 0
Subtotal (95% Cl) 58 32 S - 100.00 55 [0.35, 0.86]
Total events: 20 (SSRIs), 20 (Amitriptyline)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.62 (P = 0.009)
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Antidepressants versus TCAs sub-analyses

Review: Pharmacology: Antidepressants versus TCAs
Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner 1995Y O | 21/50 27/50 —_— 4.43 0.78 [0.51, 1.18] 0
Mullin 1996 Y M | 41/79 36/717 —S— 5.98 1.11 [0.81, 1.53] 0
Smith 1990 Y O | 25/50 24/50 e 3.94 1.04 [0.70, 1.55] 0
Zivkov 1995 Y | E 44/125 46/126 — 7.52 0.96 [0.69, 1.34] 0
Subtotal (95% Cl) 304 303 <& 21.87 0.98 [0.82, 1.17]
Total events: 131 (Control), 133 (TCAs)
Test for heterogeneity: Ch? = 1.88, df = 3 (P = 0.60), I* = 0%
Test for overall effect: Z = 0.22 (P = 0.83)
03 Clomipramine
Richou 1995 Y | | 17/87 14/87 e 2.30 1.21 [0.64, 2.31] 0
Samuelian98 Y O | 21/52 30/50 — 5.02 0.67 [0.45, 1.00] 0
Smeraldi 98 E M | 18/55 12/58 —_— 1.92 1.58 [0.84, 2.97] 0
Subtotal (95% Cl) 194 195 <@ 9.23 1.00 [0.74, 1.35]
Total events: 56 (Control), 56 (TCAs)
Test for heterogeneity: Ch? = 6.12, df = 2 (P = 0.05), I* = 67.3%
Test for overall effect: Z = 0.02 (P = 0.98)
04 Doxepin
Marttila 1995 Y M | 32/83 34/80 —_—t 5.68 0.91 [0.63, 1.32] 0
Subtotal (95% Cl) 83 80 < 5.68 0.91 [0.63, 1.32]
Total events: 32 (Control), 34 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.51 (P = 0.61)
05 Desipramine
Ban 1998 Y | | 34/84 46/89 — 7.33 0.78 [0.56, 1. 0
Subtotal (95% Cl) 84 89 <o 7.33 0.78 [0.56, 1.
Total events: 34 (Control), 46 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
06 Imipramine
Benkert 6 Y I | 41/85 34/82 -+ 5.68 1.16 [0.83, 1.63] 0
Berzewski 1997 Y M 43/130 58/126 —— 9.67 0.72 [0.53, 0.98] 0
Bruijn 1996 Y | | 43/54 30/53 — 4.97 1.41 [1.07, 1.85] 0
Katona 1999 E M | 50/109 51/109 —— 8.37 0.98 [0.74, 1.30] 0
Lecrubie97 Y P | 18/78 26/75 —_— 4.35 0.67 [0.40, 1.11] 0
Quitkin 1990 Y O | 46/102 126/183 —- 14.80 0.66 [0.52, 0.83] 0
Schweizer94 Y O | 24/73 30/73 —_— 4.92 0.80 [0.52, 1.23] 0
Subtotal (95% Cl) 631 701 ’ 52.75 0.86 [0.76, 0.97]
Total events: 265 (Control), 355 (TCAs)
Test for heterogeneity: Ch? = 24.04, df = 6 (P = 0.0005), |12 = 75.0%
Test for overall effect: Z = 2.52 (P = 0.01)
07 Dosulepin
Mahapatrad7 E M | 18/44 20/48 —_— 3.14 0.98 [0.60, 1.60] 0
Subtotal (95% Cl) 44 48 P 3.14 0.98 [0.60, 1.60]
Total events: 18 (Control), 20 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.07 (P = 0.94)
Total (95% Cl) 1340 1416 ¢ 100.00 0.90 [0.82, 0.98]
Total events: 536 (Control), 644 (TCAs)
Test for heterogeneity: Ch? = 33.20, df = 16 (P = 0.007), 1> = 51.8%
Test for overall effect: Z = 2.41 (P = 0.02)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)

Outcome: 02 Sensitivity analysis: Number of people not achieving at least 50% reduction in depression score
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner 1995Y O | 21/50 27/50 —_— 5.52 0.78 [0.51, 1.18] 0
Mullin 1996 Y M | 41/79 36/717 —— 7.46 1.11 [0.81, 1.53] 0
Smith 1990 Y O | 25/50 24/50 o 4.91 1.04 [0.70, 1.55] 0
Zivkov 1995 Y | E 44/125 46/126 —- 9.37 0.96 [0.69, 1.34] 0
Subtotal (95% Cl) 304 303 <& 27.26 0.98 [0.82, 1.17]
Total events: 131 (Control), 133 (TCAs)
Test for heterogeneity: Chi = 1.88, df = 3 (P = 0.60), 1> = 0%
Test for overall effect: Z = 0.22 (P = 0.83)
03 Clomipramine
Richou 1995 Y | | 17/87 14/87 e 2.86 1.21 [0.64, 2.31] 0
Samuelian98 Y O | 21/52 30/50 —a 6.26 0.67 [0.45, 1.00] 0
Smeraldi 98 E M | 18/55 12/58 —_ 2.39 1.58 [0.84, 2.97] 0
Subtotal (95% Cl) 194 195 <@ 11.51 1.00 [0.74, 1.35]
Total events: 56 (Control), 56 (TCAs)
Test for heterogeneity: Chi? = 6.12, df = 2 (P = 0.05), 1> = 67.3%
Test for overall effect: Z = 0.02 (P = 0.98)
04 Doxepin
Marttila 1995 Y M | 32/83 34/80 — 7.08 0.91 [0.63, 1.32] 0
Subtotal (95% Cl) 83 80 7.08 0.91 [0.63, 1.32]
Total events: 32 (Control), 34 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.51 (P = 0.61)
05 Desipramine
Ban 1998 Y | | 34/84 46/89 —a—t 9.14 0.78 [0.56, 1.09] 0
Subtotal (95% Cl) 84 89 <o 9.14 0.78 [0.56, 1.09]
Total events: 34 (Control), 46 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
06 Imipramine
Benkert %6 Y I | 41/85 34/82 —1— 7.08 1.16 [0.83, 1.63] 0
Berzewski 1997 Y M 43/130 58/126 — 12.05 0.72 [0.53, 0.98] 0
Katona 1999 E M | 50/109 51/109 — 10.43 0.98 [0.74, 1.30] 0
Lecrubie97 Y P | 18/78 26/75 —s 5.42 0.67 [0.40, 1.11] 0
Schweizerdad Y O | 24/73 30/73 —_— 6.13 0.80 [0.52, 1.23] 0
Subtotal (95% Cl) 475 465 ¢ 41.11 0.87 [0.74, 1.01]
Total events: 176 (Control), 199 (TCAs)
Test for heterogeneity: Chiz = 6.19, df = 4 (P = 0.19), 1> = 35.4%
Test for overall effect: Z = 1.79 (P = 0.07)
07 Dosulepin
Mahapatrad7 E M | 18/44 20/48 —_— 3.91 0.98 [0.60, 1.60] 0
Subtotal (95% Cl) 44 48 L 3.91 0.98 [0.60, 1.60]
Total events: 18 (Control), 20 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.07 (P = 0.94)
Total (95% Cl) 1184 1180 ¢ 100.00 0.91 [0.83, 1.01)
Total events: 447 (Control), 488 (TCAs)
Test for heterogeneity: Chiz = 15.72, df = 14 (P = 0.33), 12 = 10.9%
Test for overall effect: Z = 1.83 (P = 0.07)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)

Outcome: 03 Number of people not achieving remission
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
02 Nortriptyline
Georgotas 86 E O | 19/32 13/28 -1 5.90 1.28 [0.78, 2.09] 0
Subtotal (95% Cl) 32 28 R 5.90 1.28 [0.78, 2.09]
Total events: 19 (Control), 13 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.98 (P = 0.33)
06 Imipramine
Berzewski 1997 Y M 64/130 71/126 —a 30.70 0.87 [0.69, 1.10] 0
Katona 1999 E M | 61/109 58/109 —5 24.69 1.05 [0.83, 1.34] 0
Quitkin 1990 Y O | 47/102 127/183 —a— 38.70 0.66 [0.53, 0.84] 0
Subtotal (95% Cl) 341 418 ¢ 94.10 0.83 [0.73, 0.96]
Total events: 172 (Control), 256 (TCAs)
Test for heterogeneity: Chi? = 7.42, df = 2 (P = 0.02), 1> = 73.0%
Test for overall effect: Z = 2.63 (P = 0.009)
Total (95% Cl) 373 446 ’ 100.00 0.86 [0.76, 0.98]
Total events: 191 (Control), 269 (TCAs)
Test for heterogeneity: Chi? = 10.00, df = 3 (P = 0.02), 12 = 70.0%
Test for overall effect: Z = 2.26 (P = 0.02)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 04 Sensitivity analysis: Number of people not achieving remission
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
02 Nortriptyline
Georgotas 86 E O | 19/32 13/28 1 9.63 1.28 [0.78, 2.09] 0
Subtotal (95% Cl) 32 28 R 9.63 1.28 [0.78, 2.09]
Total events: 19 (Control), 13 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.98 (P = 0.33)
06 Imipramine
Berzewski 1997 Y M 64/130 71/126 e 50.08 0.87 [0.69, 1.10] 0
Katona 1999 E M | 61/109 58/109 40.28 1.05 [0.83, 1.34] 0
Subtotal (95% Cl) 239 235 t 90.37 0.95 [0.81, 1.13]
Total events: 125 (Control), 129 (TCAs)
Test for heterogeneity: Chi = 1.17, df = 1 (P = 0.28), 1> = 14.7%
Test for overall effect: Z = 0.56 (P = 0.57)
Total (95% Cl) 271 263 L 2 100.00 0.98 [0.84, 1.15]
Total events: 144 (Control), 142 (TCAs)
Test for heterogeneity: Chiz = 2.39, df = 2 (P = 0.30), |12 = 16.4%
Test for overall effect: Z = 0.19 (P = 0.85)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 05 Mean scores at endpoint
Study Control TCAs SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 Amitriptyline
Beasley 1993b Y O | 65 -12.90(9.90) 71 -11.60(10.30) B 2.01 -0.13 [-0.46, 0.21] 0
Bremner 1995 Y O | 47 13.50(8.50) 47 14.20(6.90) 4 1.39 -0.09 [-0.49, 0.31] 0
Fawcett 1989 Y O | 19 12.80(6.50) 19 14.60(7.90) -t 0.56 -0.24 [-0.88, 0.39] 0
Geretsegger 95 E | E 28 10.20(8.90) 31 12.00(9.60) - 0.87 -0.19 [-0.70, 0.32] 0
Hutchinson 92 E P E 46 8.20(6.90) 21 8.20(7.90) - 0.85 0.00 [-0.52, 0.52] 0
Judd 1993 Y M E 23 9.60(6.20) 23 11.60(6.00) -1 0.67 -0.32 [-0.90, 0.26] 0
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 9.80(4.60) -t 0.28 -0.24 [-1.14, 0.66] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 7.10(5.00) - 0.45 0.08 [-0.63, 0.79] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47(7.56) 1.84 0.02 [-0.33, 0.38] 0
Marchesi 1998 Y O | 67 8.96(6.60) 75 8.15(6.90) - 2.09 0.12 [-0.21, 0.45] 0
Moller 1993 ? | E 72 11.50(8.30) 68 9.30(6.30) o 2.05 0.30 [-0.04, 0.63] 0
Mullin 1996 Y M | 71 11.70(7.30) 71 10.70(6.80) - 2.10 0.14 [-0.19, 0.47] 0
Peters 1990 Y O E 40 11.00(9.00) 41 10.00(6.00) o 1.20 0.13 [-0.31, 0.57] 0
Preskorn 1991Y O | 29 -10.10(7.80) 31 -7.90(6.10) -1 0.88 -0.31 [-0.82, 0.20] 0
Reimherr 1990 Y O | 126 -12.43(7.88) 122 -14.06(7.09) F 3.65 0.22 [-0.03, 0.47] 0
Remick 1994 Y O | 16 11.25(8.33) 17 12.00(7.39) 0.49 -0.09 [-0.78, 0.59] 0
Robinson 83 Y O C 86 -11.70(7.42) 83 -12.70(7.29) T 2.50 0.14 [-0.17, 0.44] 0
Shaw 1986 Y M | 24 10.50(8.57) 20 11.00(5.59) -+ 0.65 -0.07 [-0.66, 0.53] 0
Smith 1990 Y O | 47 12.30(7.70) 47 10.90(6.40) - 1.39 0.20 [-0.21, 0.60] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70(7.90) — 0.55 0.71 [0.07, 1.35] 0
Stuppaeck 1994 Y | E 68 9.10(6.00) 66 9.40(6.00) 1 1.98 -0.05 [-0.39, 0.29] 0
Versiani 1999 Y ? E 77 10.50(8.90) 79 8.70(7.70) o 2.30 0.22 [-0.10, 0.53] 0
Young 1987 Y O E 25 11.96(5.24) 25 11.32(6.76) T 0.74 0.10 [-0.45, 0.66] 0
Zivkov 1995 Y | E 113 12.80(10.10) 111 12.00(10.00) 3.32 0.08 [-0.18, 0.34] 0
Subtotal (95% Cl) 1195 1176 34.79 0.07 [-0.01, 0.16]
Test for heterogeneity: Chiz = 17.84, df = 23 (P = 0.77), 12 = 0%
Test for overall effect: Z = 1.80 (P = 0.07)
02 Amineptine
Dalery 1992 Y O E 73 10.56(16.61) 68 10.00(9.16) 2.09 0.04 [-0.29, 0. 1 0
Subtotal (95% Cl) 73 68 [ 2.09 0.04 [-0.29, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.24 (P = 0.81)
03 Clomipramine
Anon 1990 Y | E 34 9.20(4.80) 36 6.20(4.50) [~ 0.98 0.64 [0.16, 1.12] 0
Dick 1983 Y | E 13 9.60(5.60) 13 7.80(6.30) - 0.38 0.29 [-0.48, 1.07] 0
Guilibert 89 E O ? 40 8.40(5.90) 39 8.20(6.60) -+ 1.17 0.03 [-0.41, 0.47] 0
Noguera 1991 Y O | 60 -14.88(8.66) 60 -13.20(9.09) - 1.77 -0.19 [-0.55, 0.17] 0
Ottevanger 95 Y | | 20 13.00(9.07) 20 12.00(7.20) T 0.59 0.12 [-0.50, 0.74] 0
Richou 1995 Y | | 87 11.60(9.10) 86 10.30(8.80) r 2.56 0.14 [-0.15, 0.44] 0
Samuelian98 Y O | 51 15.30(10.71) 46 16.80(10.85) g 1.43 -0.14 [-0.54, 0.26] 0
Smeraldi 98 E M | 55 15.30(10.60) 58 14.80(10.20) r 1.67 0.05 [-0.32, 0.42] 0
Subtotal (95% Cl) 360 358 10.55 0.07 [-0.07, 0.22]
Test for heterogeneity: Chi? = 9.02, df = 7 (P = 0.25), 12 = 22.4%
Test for overall effect: Z = 0.97 (P = 0.33)
04 Dosulepin
Anon 1988 Y M E 23 9.67(3.78) 24 9.93(6.44) -+ 0.70 -0.05 [-0.62, 0.52] 0
Mahapatrad7 E M | 42 11.50(9.72) 47 11.70(9.60) T 1.31 -0.02 [-0.44, 0.40] 0
Mullin 1988 Y O E 26 8.31(2.07) 24 8.46(5.24) - 0.74 -0.04 [-0.59, 0.52] 0
Rahman 1991 E | E 17 22.16(10.09) 19 20.90(10.05) T 0.53 0.12 [-0.53, 0.78] 0
Subtotal (95% Cl) 108 114 3.28 -0.01 [-0.27, 0.26]
Test for heterogeneity: Chi? = 0.19, df = 3 (P = 0.98), 1> = 0%
Test for overall effect: Z = 0.05 (P = 0.96)
05 Doxepin
Marttila 1995 Y M | 79 9.20(7.50) 74 9.00(6.40) 2.26 0.03 [-0.29, 0.35] 0
Subtotal (95% Cl) 79 74 [ 2.26 0.03 [-0.293, 0.35]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.18 (P = 0.86)
06 Imipramine
Amin 1984 Y M | 105 13.90(8.90) 106 14.90(8.80) 9 3.12 -0.11 [-0.38, 0.16] 0
Arminen 1992 Y | E 21 8.76(5.63) 29 11.21(9.45) — 0.71 -0.30 [-0.86, 0.27] 0
Beasley 1993a Y | | 54 -8.50(9.90) 60 -11 (9.00) - 1.66 0.36 [-0.01, 0.73] 0
Benkert 96 Y | | 83 17.40(13.60) 81 16.50(12.90) 2.43 0.07 [-0.24, 0.37] 0
Berzewski 1997 Y M 127 -15.80(10.06) 121 -14.30(10.10) E 3.66 -0.15 [-0.40, 0.10] 0
Bramanti 1988 Y M | 28 14.10(4.83) 29 11.45(4.28) = 0.81 0.57 [0.04, 1.10] 0
Bruijn 1996 Y I | 54 19.60(8.70) 53 15.80(9.60) - 1.55 0.41 [0.03, 0.80] 0
Byerley 1988 Y O E 20 12.80(7.70) 24 13.70(8.50) -+ 0.65 -0.11 [-0.70, 0.49] 0
Chiu 1996 Y M E 15 7.40(9.60) 15 11.70(8.10) — 0.43 -0.47 [-1.20, 0.26] 0
Cohn 1990a Y O E 35 15.90(7.36) 31 14.15(7.29) o 0.97 0.24 [-0.25, 0.72] 0
Davidson 81 Y | C 21 11.40(9.62) 22 12.40(10.32) -+ 0.64 -0.10 [-0.70, 0.50] 0
Davidson 87 Y O C 13 10.60(6.70) 13 15.90(9.80) - 0.37 -0.61 [-1.40, 0.18]) 0
Feighner 1989a Y O E 52 17.69(9.20) 45 16.04(9.20) o 1.42 0.18 [-0.22, 0.58] 0
Feighner92 Y O | 38 -9.13(8.14) 36 -3.06(8.10) - 1.02 -0.74 [-1.21, -0.27] 0
Iti1983Y O E 9 12.70(8.20) 14 10.40(6.80) T 0.32 0.30 [-0.54, 1.14] 0
Katona 1999 E M | 100 15.00(10.61) 102 14.60(9.74) 2.99 0.04 [-0.24, 0.31] 0
Lecrubie97 Y P | 72 8.00(9.00) 74 9.90(10.20) g 2.15 -0.20 [-0.52, 0.13] 0
Lydiard 1989 Y O E 17 12.59(8.52) 15 10.07(7.87) T~ 0.47 0.30 [-0.40, 1.00] 0
McGrath 2000 Y M | 49 7.70(5.60) 53 5.80(4.80) - 1.48 0.36 [-0.03, 0.75] 0
Norton 1984 Y O E 33 11.45(6.48) 30 11.31(6.38) - 0.93 0.02 [-0.47, 0.52] 0
Ohrberg 1992 Y O E 61 8.59(7.00) 59 9.10(6.67) E 1.78 -0.07 [-0.43, 0.28] 0
Quitkin 1990 Y O | 102 8.92(6.43) 183 11.72(6.38) = 3.80 -0.44 [-0.68, -0.19] 0
Schweizer94 Y O | 64 -13.90(7.10) 71 -10.50(6.80) - 1.94 -0.49 [-0.83, -0.14] 0
Stark 1985 Y O | 185 -11.00(10.10) 185 -12.00(10.10) 5.47 0.10 [-0.11, 0.30] 0
Tollefson 1994 Y O | 62 11.60(7.60) 60 12.20(7.90) < 1.81 -0.08 [-0.43, 0.28] 0
Vallejo87A Melan YOC 16 10.63(8.76) 16 7.06(5.48) — 0.46 0.48 [-0.23, 1.18]) 0
Volkers 2002 Y | | 25 15.50(8.00) 27 19.40(9.70) -~ 0.75 -0.43 [-0.98, 0.12] 0
Subtotal (95% Cl) 1461 1554 43.77 -0.05 [-0.12, 0.03]
Test for heterogeneity: Chi2 = 60.74, df = 26 (P = 0.0001), |12 = 57.2%
Test for overall effect: Z = 1.26 (P = 0.21)
91 Desipramine
Nathan 1990 Y | ? 17 11.00(8.10) 18 11.61(7.55) - 0.52 -0.08 [-0.74, 0.59] 0
Ravindram 1995 Y O E 34 10.65(7.78) 30 9.40(8.21) o 0.94 0.15 [-0.34, 0.65] 0
Remick 1993 Y M E 24 13.04(8.20) 15 6.93(5.92) = 0.50 0.81 [0.13, 1.48] 0
Roth 1990 Y O E 27 17.20(9.00) 24 18.40(9.30) -+ 0.75 -0.13 [-0.68, 0.42] 0
Swann 1997 Y O | 23 15.90(11.00) 16 13.00(12.60) T 0.55 0.24 [-0.40, 0.88]) 0
Subtotal (95% Cl) 125 103 ) 3.27 0.17 [-0.10, 0.43]
Test for heterogeneity: Chi? = 5.16, df = 4 (P = 0.27), 12 = 22.6%
Test for overall effect: Z = 1.25 (P = 0.21)
Total (95% CI) 3401 3447 100.00 0.02 [-0.03, 0.07]
Test for heterogeneity: Chi? = 99.68, df = 69 (P = 0.009), 1 = 30.8%
Test for overall effect: Z = 0.82 (P = 0.41)

-10 -5 0 5 10

Favours Control

Favours TCAs

48



Review: Pharmacology: Antidepressants versus TCAs
Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)

Outcome: 06 Sensitivity analysis: Mean scores at endpoint

Study Control Weight SMD (fixed)

or sub-category N Mean (SD) Mean (SD) 95% Cl

01 Amitriptyline

Beasley 1993b Y O | 65 -12.90(9.90) 71 -11.60(10.30) 2.12 .46, 0.21] 0
Bremner 1995 Y O | 47 13.50(8.50) 47 14.20 90) 4 1.47 .49, .31] 0
Fawcett 1989 Y O | 19 12.80(6.50) 19 14.60 90) -r 0.59 .88, -39] 0
Geretsegger 95 E | E 28 10.20(8.90) 31 12.00 60) E 0.92 .70, 0.32] 0
Hutchinson 92 E P E 46 8.20(6.90) 21 8.20 90) B 0.90 .52, .52] 0
Judd 1993 Y M E 23 9.60(6.20) 23 11.60 00) -1 0.71 .90, .26] 0
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 9.80 60) —] 0.29 .14, 0.66] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 7.10 00) - 0.48 .63, L791] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47 56) 1.94 .33, .38] 0
Marchesi 1998 Y O | 67 8.96(6.60) 75 8.15 90) 2.21 .21, 0.45] 0
Moller 1993 ? | E 72 11.50(8.30) 68 9.30 30) 2.16 .04, .63] 0
Mulin 1996 Y M | 71 11.70(7.30) 71 10.70 80) 2.22 .19, 0.47] 0
Peters 1990 Y O E 40 11.00(9.00) 41 10.00 00) 1.26 .31, .57] 0
Preskorn 1991 Y O | 29 -10.10(7.80) 31 -7.90 10) 0.93 .82, .20] 0
Reimherr 1990 Y O | 126 -12.43(7.88) 122 14.06 09) 3.86 .03, 0.47] 0
Remick 1994 Y O | 16 11.25(8.33) 17 12.00 39) 0.52 .78, 0.59] 0
Robinson 83 Y O C 86 -11.70(7.42) 83 12.70 29) 2.64 .17, 0.44] 0
Shaw 1986 Y M | 24 10.50(8.57) 20 11.00 59) 0.68 66, 0.53) 0
Smith 1990 Y O | 47 12.30(7.70) 47 10.90 40) 1.46 .21, .60] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70 90) 0.58 .07, 1.35] 0
Stuppaeck 1994 Y | E 68 9.10(6.00) 66 9.40 00) 2.10 .39, 0.29] 0
Versiani 1999 Y ? E 77 10.50(8.90) 79 8.70 70) 2.43 .10, .53] 0
Young 1987 Y O E 25 11.96(5.24) 25 11.32 76) 0.78 45, 0.66] 0
Zivkov 1995 Y | E 113 12.80(10.10) 111 12.00(10.00) 3.50 18, 0.34] 0
Subtotal (95% Cl) 1195 1176 36.75 .01, 0.16]

Test for heterogeneity: Chiz = 17.84, df = 23 (P = 0.77), 12 = 0%

Test for overall effect: Z = 1.80 (P = 0.07)

02 Amineptine

Dalery 1992 Y O E 73 10.56(16.61) 68 10.00 16) .20 B .29, .37]

Subtotal (95% CI) 73 68 2.20 0. .29, .37]

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.24 (P = 0.81)

03 Clomipramine

Anon 1990 Y | E 34 9.20(4.80) 36 6.20 50) 1.04 0. 16, 1.12] 0
Dick 1983 Y | E 13 9.60(5.60) 13 7.80 30) 0.40 0. .48, 1.07] 0
Guilibert 89 E O ? 40 8.40(5.90) 39 8.20 60) 1.24 0. .41, .47] 0
Noguera 1991 Y O | 60 -14.88(8.66) 60 13.20 09) 1.87 0. .55, .17] 0
Ottevanger 95 Y | | 20 13.00(9.07) 20 12.00 20) 0.62 0. .50, 0.74] 0
Richou 1995 Y | | 87 11.60(9.10) 86 10.30 80) 2.70 0. .15, .44] 0
Samuelian98 Y O | 51 15.30(10.71) 46 16.80(10.85) 1.51 0. .54, .26] 0
Smeraldi 98 E M | 55 15.30(10.60) 58 14.80(10.20) 1.77 0. .32, 0.42] 0
Subtotal (95% ClI) 360 358 1.15 0. .07, .22]

Test for heterogeneity: Chiz = 9.02, df = 7 (P = 0.25), 12 = 22.4%

Test for overall effect: Z = 0.97 (P = 0.33)

04 Dosulepin

Anon 1988 Y M E 23 9.67(3.78) 24 9.93(6.44) 0.73 0. .62, 0.52] 0
Mahapatrad7 E M | 42 11.50(9.72) 47 11.70(9.60) 1.39 0. .44, 0.40] 0
Mulin 1988 Y O E 26 8.31(2.07) 24 8.46(5.24) 0.78 0. .59, 0.52] 0
Rahman 1991 E | E 17 22.16(10.09) 19 20.90(10.05) 0.56 0. .53, .78] 0
Subtotal (95% CI) 108 114 3.46 0. .27, 0.26]

Test for heterogeneity: Chiz = 0.19, df = 3 (P = 0.98), 1> = 0%

Test for overall effect: Z = 0.05 (P = 0.96)

05 Doxepin

Marttila 1995 Y M | 79 9.20(7.50) 74 9 (6.40) .39 B .29, .35]

Subtotal (95% CI) 79 74 2.39 0. .29, 0.35]

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.18 (P = 0.86)

06 Imipramine

Amin 1984 Y M | 105 13.90(8.90) 106 14.90(8.80) 3.30 0. .38, 16] 0
Arminen 1992 Y | E 21 8.76(5.63) 29 11.21(9.45) 0.75 0. 86, 27] 0
Beasley 1993a Y | | 54 -8.50(9.90) 60 11.90(9.00) 1.75 0. 01, 73] 0
Benkert 96 Y | | 83 17.40(13.60) 81 16.50(12.90) 2.56 0. .24, 37] 0
Berzewski 1997 Y M 127 -15.80(10.06) 121 14.30(10.10) 3.87 0. .40, 0.10] 0
Bramanti 1988 Y M | 28 14.10(4.83) 29 11.45(4.28) 0.85 0. .04, 1.10] 0
Byerley 1988 Y O E 20 12.80(7.70) 24 13.70(8.50) 0.68 0. 70, 49] 0
Chiu 1996 Y M E 15 7.40(9.60) 15 11.70(8.10) 0.45 0. .20, 26] 0
Cohn 1990a Y O E 35 15.90(7.36) 31 14.15 29) 1.02 0. .25, 721 0
Davidson 81 Y | C 21 11.40(9.62) 22 12.40(10.32) 0.67 0. .70, 50] 0
Davidson 87 Y O C 13 10.60(6.70) 13 15.90(9.80) 0.39 0. 40, 18] 0
Feighner 1989a Y O E 52 17.69(9.20) 45 16.04 .20) 1.50 0. 22, 58] 0
Feighner92 Y O | 38 -9.13(8.14) 36 -3.06 L10) 1.08 0. 21, -0.27) 0
1til 1983 Y O E 9 12.70(8.20) 14 10.40(6.80) 0.34 0. 54, 14] 0
Katona 1999 E M | 100 15.00(10.61) 102 14.60 - 74) 3.16 0. .24, .31] 0
Lecrubie97 Y P | 72 8.00(9.00) 74 9.90 0.20) 2.27 0. 52, .13] 0
Lydiard 1989 Y O E 17 12.59(8.52) 15 10.07(7.87) 0.49 0. 40, 1.00] 0
McGrath 2000 Y M | 49 7.70(5.60) 53 5.80 .80) 1.57 0. .03, .751 0
Norton 1984 Y O E 33 11.45(6.48) 30 11.31 .38) 0.98 0. .47, .52] 0
Ohrberg 1992Y O E 61 8.59(7.00) 59 9.10(6.67) 1.88 0. .43, 0.28] 0
Schweizer94 Y O | 64 -13.90(7.10) 71 10.50 .80) 2.04 0. .83, -0.14) 0
Stark 1985 Y O | 185 -11.00(10.10) 185 12.00(10.10) 5.78 0. .11, 0.30] 0
Tollefson 1994 Y O | 62 11.60(7.60) 60 12.20(7.90) 1.91 0. .43, 0.28] 0
Vallejo87A Melan YOC 16 10.63(8.76) 16 7.06(5.48) 0.49 0. .23, 1.18) 0
Volkers 2002 Y | | 25 15.50(8.00) 27 19.40(9.70) 0.79 0. .98, 0.12] 0
Subtotal (95% CI) 1305 1318 40.59 0. .10, 0.05]

Test for heterogeneity: Chiz = 45.22, df = 24 (P = 0.005), 12 = 46.9%

Test for overall effect: Z = 0.67 (P = 0.50)

91 Desipramine

Nathan 1990 Y | ? 17 11.00(8.10) 18 11.61 55) 0.55 0. -0.74, 0.59] 0
Ravindram 1995Y O E 34 10.65(7.78) 30 9.40 21) 0.99 0. -0.34, 0.65] 0
Remick 1993 Y M E 24 13.04(8.20) 15 6.93 92) 0.53 0. 0.13, 1.48] 0
Roth 1990 Y O E 27 17.20(9.00) 24 18.40 30) 0.79 0. [-0.68, 0.42] 0
Swann 1997 Y O | 23 15.90(11.00) 16 13.00 .60) 0.59 0. [-0.40, 0.88] 0
Subtotal (95% CI) 125 103 3.45 0. [-0.10, 0.43]

Test for heterogeneity: Chiz = 5.16, df = 4 (P = 0.27), I = 22.6%

Test for overall effect: Z = 1.25 (P = 0.21)

Total (95% CI) 3245 3211 00 [-0.02, 0.08]

Test for heterogeneity: Chi? = 82.08, df = 67 (P = 0.10), 12 = 18.4%

Test for overall effect: Z = 1.28 (P = 0.20)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 07 Number of inpatients not achieving at least 50% reduction in depression score
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Amitriptyline
Zivkov 1995 Y | E 44/125 46/126 27.05 .96 [0.69, 1.34] 0
Subtotal (95% Cl) 125 126 27.05 .96 [0.69, 1.34]
Total events: 44 (Control), 46 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
02 Clomipramine
Richou 1995 Y | | 17/87 14/87 —_—t 8.27 .21 [0.64, 2.31] 0
Subtotal (95% Cl) 87 87 -2l 8.27 .21 [0.64, 2.31]
Total events: 17 (Control), 14 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
03 Imipramine
Benkert 96 Y I | 41/85 34/82 —1— 20.43 16 [0.83, 1.63] 0
Bruin 1996 Y | | 43/54 30/53 —- 17.88 .41 [1.07, 1.85] 0
Subtotal (95% Cl) 139 135 2 38.31 .28 [1.03, 1.59]
Total events: 84 (Control), 64 (TCAs)
Test for heterogeneity: Chiz = 0.78, df = 1 (P = 0.38), 12 = 0%
Test for overall effect: Z = 2.20 (P = 0.03)
04 Desipramine
Ban 1998 Y | | 34/84 46/89 —-—1 26.37 .78 [0.56, 1.09] 0
Subtotal (95% Cl) 84 89 <o 26.37 .78 [0.56, 1.09]
Total events: 34 (Control), 46 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
Total (95% Cl) 435 437 L 2 100.00 .06 [0.90, 1.24]
Total events: 179 (Control), 170 (TCAs)
Test for heterogeneity: Chi? = 8.25, df = 4 (P = 0.08), |12 = 51.5%
Test for overall effect: Z = 0.69 (P = 0.49)
01 02 05 1 2 5 10
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 08 Sensitivity analysis: Number of inpatients not achieving at least 50% reduction in depression score
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Zivkov 1995 Y | E 44/125 46/126 32.94 .96 [0.69, 4] 0
Subtotal (95% Cl) 125 126 32.94 .96 [0.69, 4]
Total events: 44 (Control), 46 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
02 Clomipramine
Richou 1995 Y | | 17/87 14/87 —_—t— 10.06 .21 [0.64, 31] 0
Subtotal (95% Cl) 87 87 -l 10.06 .21 [0.64, 31]
Total events: 17 (Control), 14 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
03 Imipramine
Benkert 6 Y I | 41/85 34/82 —1— 24.88 .16 [0.83, 63 0
Subtotal (95% Cl) 85 82 L 2 24.88 .16 [0.83, 1.63
Total events: 41 (Control), 34 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.88 (P = 0.38)
04 Desipramine
Ban 1998 Y | | 34/84 46/89 —a— 32.11 .78 [0.56, 0
Subtotal (95% Cl) 84 89 <o 32.11 .78 [0.56,
Total events: 34 (Control), 46 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
Total (95% Cl) 381 384 <& 100.00 .98 [0.82, 1.18]
Total events: 136 (Control), 140 (TCAs)
Test for heterogeneity: Chiz = 3.22, df = 3 (P = 0.36), |12 = 6.8%
Test for overall effect: Z = 0.21 (P = 0.84)
01 02 0.5 1 2 5 10
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 09 Mean scores at endpoint in inpatients
Study Control TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
01 Amitriptyline
Geretsegger 95 E | E 28 10.20(8.90) 31 12.00(9.60) - 3.52 -0.19 [-0.70, 0.32] 0
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 .80(4.60) - 1.13 -0.24 [-1.14, 0.66] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 7.10(5.00) 1.85 0.08 [-0.63, 0.79] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47(7.56) 7.46 0.02 [-0.33, 0.38] 0
Moller 1993 ? | E 72 11.50(8.30) 68 9.30(6.30) 8.32 0.30 [-0.04, 0.63] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70(7.90) = 2.24 0.71 [0.07, 1.35] 0
Stuppaeck 1994 Y | E 68 9.10(6.00) 66 9.40(6.00) 8.05 -0.05 [-0.39, 0.29] 0
Zivkov 1995 Y | E 113 12.80(10.10) 111 12.00(10.00) 13.46 0.08 [-0.18, 0.34] 0
Subtotal (95% Cl) 387 384 46.03 0.09 [-0.05, 0.23]
Test for heterogeneity: Chiz = 7.49, df = 7 (P = 0.38), |12 = 6.6%
Test for overall effect: Z = 1.23 (P = 0.22)
02 Desipramine
Nathan 1990 Y | ? 17 11.00(8.10) 18 11.61(7.55) - 2.10 -0.08 [-0.74, 0.59] 0
Subtotal (95% Cl) 17 18 3 2.10 -0.08 [-0.74, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.23 (P = 0.82)
03 Clomipramine
Anon 1990 Y | E 34 9.20(4.80) 36 6.20(4.50) = 3.99 0.64 [0.16, 1.12] 0
Dick 1983 Y | E 13 9.60(5.60) 13 7.80(6.30) — 1.54 0.29 [-0.48, 1.07] 0
Ottevanger 95 Y | | 20 13.00(9.07) 20 12.00(7.20) — 2.40 0.12 [-0.50, 0.74] 0
Richou 1995 Y | | 87 11.60(9.10) 86 10.30(8.80) o 10.38 0.14 [-0.15, 0.44) 0
Subtotal (95% Cl) 154 155 " 18.31 0.26 [0.04, 0.49]
Test for heterogeneity: Chiz = 3.15, df = 3 (P = 0.37), |12 = 4.8%
Test for overall effect: Z = 2.28 (P = 0.02)
04 Dosulepin
Rahman 1991 E | E 17 22.16(10.09) 19 20.90(10.05) 2.15 0.12 [-0.53, 0.78] 0
Subtotal (95% Cl) 17 19 2.15 0.12 [-0.53, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
06 Imipramine
Arminen 1992 Y | E 21 8.76(5.63) 29 11.21(9.45) = 2.90 -0.30 [-0.86, 0.27] 0
Beasley 1993a Y | | 54 -8.50(9.90) 60 -11.90(9.00) 6.73 0.36 [-0.01, 0.73] 0
Benkert 96 Y | | 83 17.40(13.60) 81 16.50(12.90) 9.86 0.07 [-0.24, 0.37] 0
Bruijn 1996 Y | | 54 19.60(8.70) 53 15.80(9.60) 6.30 0.41 [0.03, 0.80] 0
Davidson 81 Y | C 21 11.40(9.62) 22 12.40(10.32) 2.58 -0.10 [-0.70, 0.50] 0
Volkers 2002 Y | | 25 15.50(8.00) 27 19.40(9.70) = 3.05 -0.43 [-0.98, 0.12] 0
Subtotal (95% Cl) 258 272 31.40 0.10 [-0.07, 0.27]
Test for heterogeneity: Chiz = 10.34, df = 5 (P = 0.07), 12 = 51.7%
Test for overall effect: Z = 1.18 (P = 0.24)
Total (95% ClI) 833 848 100.00 0.12 [0.03, 0.22]
Test for heterogeneity: Chiz = 23.07, df = 19 (P = 0.23), 12 = 17.6%
Test for overall effect: Z = 2.49 (P = 0.01)
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Review:

Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 10 Sensitivity analysis: Mean scores at endpoint in inpatients
Study Control TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% CI Order
01 Amitriptyline
Geretsegger 95 E | E 28 10.20(8.90) 31 12.00(9.60) -+ 3.76 -0.19 [-0.70, 0.32] 0
Kerkhofs 1990 Y | E 9 8.44(6.20) 10 80(4.60) — 1.21 -0.24 [-1.14, 0.66] 0
Kuhs 1989 Y | E 14 7.50(4.90) 17 7.10(5.00) - 1.97 0.08 [-0.63, 0.79] 0
Laakmann 1991 Y | E 62 9.65(7.86) 62 9.47(7.56) o 7.96 0.02 [-0.33, 0.38] 0
Moller 1993 ? | E 72 11.50(8.30) 68 9.30(6.30) - 8.88 0.30 [-0.04, 0.63] 0
Staner 1995 Y | | 21 17.80(11.30) 19 10.70(7.90) — 2.40 0.71 [0.07, 1.35] 0
Stuppaeck 1994 Y | E 68 9.10(6.00) 66 9.40(6.00) T 8.60 -0.05 [-0.39, 0.29] 0
Zivkov 1995 Y | E 113 12.80(10.10) 111 12.00(10.00) T 14.36 0.08 [-0.18, 0.34) 0
Subtotal (95% CI) 387 384 49.12 0.09 [-0.05, 0.23]
Test for heterogeneity: Chiz = 7.49, df = 7 (P = 0.38), I = 6.6%
Test for overall effect: Z = 1.23 (P = 0.22)
02 Desipramine
Nathan 1990 Y | ? 17 11.00(8.10) 18 11.61(7.55) - 2.24 -0.08 [-0.74, 0.59] 0
Subtotal (95% Cl) 17 18 L 3 2.24 -0.08 [-0.74, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.23 (P = 0.82)
03 Clomipramine
Anon 1990 Y | E 34 9.20(4.80) 36 6.20(4.50) = 4.26 0.64 [0.16, 1.12] 0
Dick 1983 Y | E 13 9.60(5.60) 13 7.80(6.30) -+ 1.65 0.29 [-0.48, 1.07] 0
Ottevanger 95 Y | | 20 13.00(9.07) 20 12.00(7.20) -+ 2.56 0.12 [-0.50, 0.74)] 0
Richou 1995 Y | | 87 11.60(9.10) 86 10.30(8.80) - 11.07 0.14 [-0.15, 0.44] 0
Subtotal (95% Cl) 154 155 " 19.54 0.26 [0.04, 0.49]
Test for heterogeneity: Chiz = 3.15, df = 3 (P = 0.37), 12 = 4.8%
Test for overall effect: Z = 2.28 (P = 0.02)
04 Dosulepin
Rahman 1991 E | E 17 22.16(10.09) 19 20.90(10.05) - 2.30 0.12 [-0.53, 0. 0
Subtotal (95% Cl) 17 19 L 3 2.30 0.12 [-0.53, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
06 Imipramine
Arminen 1992 Y | E 21 8.76(5.63) 29 11.21(9.45) = 3.09 -0.30 [-0.86, 0.27] 0
Beasley 1993a Y | | 54 -8.50(9.90) 60 -11.90(9.00) I~ 7.18 0.36 [-0.01, 0.73] 0
Benkert 96 Y | | 83 17.40(13.60) 81 16.50(12.90) o 10.52 0.07 [-0.24, 0.37] 0
Davidson 81 Y | C 21 11.40(9.62) 22 12.40(10.32) - 2.75 -0.10 [-0.70, 0.50] 0
Volkers 2002 Y | | 25 15.50(8.00) 27 19.40(9.70) =1 3.25 -0.43 [-0.98, 0.12] 0
Subtotal (95% Cl) 204 219 26.79 0.03 [-0.17, 0.22]
Test for heterogeneity: Chiz = 7.22, df = 4 (P = 0.12), |12 = 44.6%
Test for overall effect: Z = 0.26 (P = 0.79)
Total (95% CI) 779 795 100.00 0.10 [0.00, 0.20]
Test for heterogeneity: Chiz = 20.72, df = 18 (P = 0.29), 12 = 13.1%
Test for overall effect: Z = 2.03 (P = 0.04)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)

Outcome: 11 Number of outpatients not achieving at least 50% reduction in depression score
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner 1995 Y O | 21/50 27/50 — 13.38 .78 [0.51, 1.18] 0
Smith 1990 Y O | 25/50 24/50 — 11.89 .04 [0.70, 1.55] 0
Subtotal (95% Cl) 100 100 <o 25.28 .90 [0.68, 1.20]
Total events: 46 (Control), 51 (TCAs)
Test for heterogeneity: Chiz = 0.99, df = 1 (P = 0.32), 1= 0%
Test for overall effect: Z = 0.70 (P = 0.48)
03 Clomipramine
Samuelian98 Y O | 21/52 30/50 —— 15.16 .67 [0.45, 1.00] 0
Subtotal (95% Cl) 52 50 e 15.16 .67 [0.45, 1.00]
Total events: 21 (Control), 30 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.94 (P = 0.05)
06 Imipramine
Quitkin 1990 Y O | 46/102 126/183 - 44.70 .66 [0.52, 0.83] 0
Schweizer94 Y O | 24/73 30/73 — 14.87 .80 [0.52, 1.23] 0
Subtotal (95% Cl) 175 256 <& 59.57 .69 [0.56, 0.85]
Total events: 70 (Control), 156 (TCAs)
Test for heterogeneity: Chiz = 0.65, df = 1 (P = 0.42), 12 = 0%
Test for overall effect: Z = 3.50 (P = 0.0005)
Total (95% Cl) 327 406 3 100.00 .74 [0.64, 0.87]
Total events: 137 (Control), 237 (TCAs)
Test for heterogeneity: Chiz = 4.24, df = 4 (P = 0.37), 12 = 5.6%
Test for overall effect: Z = 3.79 (P = 0.0002)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 12 Sensitivity analysis: Number of outpatients not achieving at least 50% reduction in depression score
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner 1995Y O | 21/50 27/50 D — 24.20 .78 [0.51, 1.18] 0
Smith 1990 Y O | 25/50 24/50 —— 21.51 .04 [0.70, 1.55] 0
Subtotal (95% Cl) 100 100 <o 45.70 .90 [0.68, 1.20]
Total events: 46 (Control), 51 (TCAs)
Test for heterogeneity: Chiz = 0.99, df = 1 (P = 0.32), I = 0%
Test for overall effect: Z = 0.70 (P = 0.48)
03 Clomipramine
Samuelian98 Y O | 21/52 30/50 —a— 27.41 .67 [0.45, 1.00] 0
Subtotal (95% Cl) 52 50 e 27.41 .67 [0.45, 1.00]
Total events: 21 (Control), 30 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.94 (P = 0.05)
06 Imipramine
Schweizerd4 Y O | 24/73 30/73 —. 26.88 .80 [0.52, 1.23] 0
Subtotal (95% Cl) 73 73 £ 26.88 .80 [0.52, 1.23]
Total events: 24 (Control), 30 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.02 (P = 0.31)
Total (95% Cl) 225 223 < 100.00 .81 [0.66, 1.00]
Total events: 91 (Control), 111 (TCAs)
Test for heterogeneity: Chiz = 2.38, df = 3 (P = 0.50), I = 0%
Test for overall effect: Z = 1.99 (P = 0.05)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 13 Number of outpatients not achieving remission
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Imipramine/desipramine
Quitkin 1990 Y O | 47/102 127/183 E = 86.76 0.66 [0.53, 0.84] 0
Subtotal (95% Cl) 102 183 <o 86.76 0.66 [0.53, 0.84]
Total events: 47 (Control), 127 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.48 (P = 0.0005)
02 Nortriptyline
Georgotas 86 E O | 19/32 13/28 —— 13.24 1.28 [0.78, 2.09] 0
Subtotal (95% Cl) 32 28 L 13.24 1.28 [0.78, 2.09]
Total events: 19 (Control), 13 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.98 (P = 0.33)
Total (95% Cl) 134 211 <& 100.00 0.75 [0.61, 0.92]
Total events: 66 (Control), 140 (TCAs)
Test for heterogeneity: Chiz = 5.62, df = 1 (P = 0.02), I = 82.2%
Test for overall effect: Z = 2.78 (P = 0.005)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 14 Sensitivity analysis: Number of outpatients not achieving remission
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
02 Nortriptyline
Georgotas 86 E O | 19/32 13/28 —|B— 100.00 1.28 [0.78, 2.09] 0
Subtotal (95% Cl) 32 28 D 100.00 1.28 [0.78, 2.09]
Total events: 19 (Control), 13 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.98 (P = 0.33)
Total (95% Cl) 32 28 L 100.00 1.28 [0.78, 2.09]
Total events: 19 (Control), 13 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.98 (P = 0.33)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 15 Mean scores at endpoint in outpatients
Study Control TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% Cl % 95% ClI Order
01 Amitriptyline
Beasley 1993b Y O | 65 -12.90(9.90) 71 -11 0(10.30) 4.21 -0.13 [-0.46, 0.21] 0
Bremner 1995 Y O | 47 13.50(8.50) 47 14.20(6.90) r 2.92 -0.09 [-0.49, 0.31] 0
Fawcett 1989 Y O | 19 12.80(6.50) 19 14.60(7.90) -t 1.17 -0.24 [-0.88, 0.39] 0
Marchesi 1998 Y O | 67 8.96(6.60) 75 8.15(6.90) - 4.39 0.12 [-0.21, 0.45] 0
Peters 1990 Y O E 40 11.00(9.00) 41 10.00(6.00) - 2.51 0.13 [-0.31, 0.57] 0
Preskorn 1991 Y O | 29 -10.10(7.80) 31 -7.90(6.10) = 1.84 -0.31 [-0.82, 0.20] 0
Reimherr 1990 Y O | 126 -12.43(7.88) 122 -14.06(7.09) F 7.65 0.22 [-0.03, 0.47] 0
Remick 1994 Y O | 16 11.25(8.33) 17 12.00(7.39) - 1.02 -0.09 [-0.78, 0.59] 0
Robinson 83 Y O C 86 -11.70(7.42) 83 -12.70(7.29) o 5.23 0.14 [-0.17, 0.44] 0
Smith 1990 Y O | 47 12.30(7.70) 47 10.90(6.40) o 2.90 0.20 [-0.21, 0.60] 0
Young 1987 Y O E 25 11.96(5.24) 25 11.32(6.76) - 1.55 0.10 [-0.45, 0.66] 0
Subtotal (95% Cl) 567 578 35.39 0.06 [-0.05, 0.18]
Test for heterogeneity: Chi? = 7.25, df = 10 (P = 0.70), 12 = 0%
Test for overall effect: Z = 1.05 (P = 0.30)
02 Amineptine
Dalery 1992Y O E 73 10.56(16.61) 68 10.00(9.16) r 4.37 0.04 [-0.29, 0.37 0
Subtotal (95% CI) 73 68 ) 4.37 0.04 [-0.29, 0.37
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.24 (P = 0.81)
03 Clomipramine
Guilibert 89 E O ? 40 8.40(5.90) 39 8.20(6.60) - 2.45 0.03 [-0.41, 0.47] 0
Noguera 1991 Y O | 60 -14.88(8.66) 60 -13.20(9.09) 3.71 -0.19 [-0.55, 0.17] 0
Samuelian98 Y O | 51 15.30(10.71) 46 16.80(10.85) 3.00 -0.14 [-0.54, 0.26] 0
Subtotal (95% Cl) 151 145 9.16 -0.11 [-0.34, 0.12]
Test for heterogeneity: Chiz = 0.60, df = 2 (P = 0.74), 1> = 0%
Test for overall effect: Z = 0.97 (P = 0.33)
04 Imipramine
Byerley 1988 Y O E 20 12.80(7.70) 24 13.70(8.50) - 1.35 -0.11 [-0.70, 0.49] 0
Cohn 1990aY O E 35 15.90(7.36) 31 14.15(7.29) — 2.03 0.24 [-0.25, 0.72] 0
Davidson 87 Y O C 13 10.60(6.70) 13 15.90(9.80) - 0.77 -0.61 [-1.40, 0.18] 0
Feighner 1989a Y O E 52 17.69(9.20) 45 16.04(9.20) - 2.98 0.18 [-0.22, 0.58] 0
Feighner92 Y O | 38 -9.13(8.14) 36 -3.06(8.10) - 2.14 -0.74 [-1.21, -0.27] 0
It 1983 Y O E 9 12.70(8.20) 14 10.40(6.80) — 0.67 0.30 [-0.54, 1.14] 0
Lydiard 1989 Y O E 17 12.59(8.52) 15 10.07(7.87) — 0.98 0.30 [-0.40, 1.00] 0
Norton 1984 Y O E 33 11.45(6.48) 30 11.31(6.38) - 1.95 0.02 [-0.47, 0.52] 0
Ohrberg 1992Y O E 61 8.59(7.00) 59 9.10(6.67) 3.72 -0.07 [-0.43, 0.28] 0
Quitkin 1990 Y O | 102 8.92(6.43) 183 11.72(6.38) 7.96 -0.44 [-0.68, -0.19] 0
Schweizer94 Y O | 64 -13.90(7.10) 71 -10.50(6.80) = 4.06 -0.49 [-0.83, -0.14] 0
Stark 1985 Y O | 185 -11.00(10.10) 185 -12.00(10.10) 3 11.47 0.10 [-0.11, 0.30] 0
Tollefson 1994 Y O | 62 11.60(7.60) 60 12 (7.90) 3.78 -0.08 [-0.43, 0.28] 0
Vallejo87A Melan YOC 16 10.63(8.76) 16 7.06(5.48) — 0.96 0.48 [-0.23, 1.18] 0
Subtotal (95% Cl) 707 782 44.83 -0.11 [-0.22, -0.01]
Test for heterogeneity: Chiz = 33.06, df = 13 (P = 0.002), |12 = 60.7%
Test for overall effect: Z = 2.15 (P = 0.03)
05 Dosulepin
Mullin 1988 Y O E 26 8.31(2.07) 24 8.46(5.24) r 1.55 -0.04 [-0.59, 0.52] 0
Subtotal (95% Cl) 26 24 1.55 -0.04 [-0.59, 0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.13 (P = 0.89)
91 Desipramine
Ravindram 1995Y O E 34 10.65(7.78) 30 9.40(8.21) o 1.97 0.15 [-0.34, 0.65] 0
Roth 1990 Y O E 27 17.20(9.00) 24 18.40(9.30) r 1.57 -0.13 [-0.68, 0.42] 0
Swann 1997 Y O | 23 15.90(11.00) 16 13.00(12.60) — 1.16 0.24 [-0.40, 0.88] 0
Subtotal (95% Cl) 84 70 ) 4.71 0.08 [-0.24, 0.40]
Test for heterogeneity: Chiz = 0.89, df = 2 (P = 0.64), 1> = 0%
Test for overall effect: Z = 0.50 (P = 0.62)
Total (95% CI) 1608 1667 100.00 -0.03 [-0.10, 0.03]
Test for heterogeneity: Chiz = 47.86, df = 32 (P = 0.04), 12 = 33.1%
Test for overall effect: Z = 0.97 (P = 0.33)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
Outcome: 16 Sensitivity analysis: Mean scores at endpoint in outpatients
Study Control TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% Cl % 95% ClI Order
01 Amitriptyline
Beasley 1993b Y O | 65 -12.90(9.90) 71 -11.60(10.30) 4.57 -0.13 [-0.46, 0.21] 0
Bremner 1995 Y O | 47 13.50(8.50) 47 14.20(6.90) r 3.17 -0.09 [-0.49, 0.31] 0
Fawcett 1989 Y O | 19 12.80(6.50) 19 14.60(7.90) —+ 1.27 -0.24 [-0.88, 0.39] 0
Marchesi 1998 Y O | 67 8.96(6.60) 75 8.15(6.90) - 4.77 0.12 [-0.21, 0.45] 0
Peters 1990 Y O E 40 11.00(9.00) 41 10.00(6.00) o 2.73 0.13 [-0.31, 0.57] 0
Preskorn 1991 Y O | 29 -10.10(7.80) 31 -7.90(6.10) = 2.00 -0.31 [-0.82, 0.20] 0
Reimherr 1990 Y O | 126 -12.43(7.88) 122 -14.06(7.09) o 8.31 0.22 [-0.03, 0.47) 0
Remick 1994 Y O | 16 11.25(8.33) 17 12.00(7.39) - 1.11 -0.09 [-0.78, 0.59] 0
Robinson 83 Y O C 86 -11.70(7.42) 83 -12.70(7.29) o 5.69 0.14 [-0.17, 0.44] 0
Smith 1990 Y O | 47 12.30(7.70) 47 10.90(6.40) - 3.16 0.20 [-0.21, 0.60]) 0
Young 1987 Y O E 25 11.96(5.24) 25 11.32(6.76) — 1.68 0.10 [-0.45, 0.66] 0
Subtotal (95% Cl) 567 578 38.45 0.06 [-0.05, 0.18]
Test for heterogeneity: Chiz = 7.25, df = 10 (P = 0.70), 12 = 0%
Test for overall effect: Z = 1.05 (P = 0.30)
02 Amineptine
Dalery 1992Y O E 73 10.56(16.61) 68 10.00(9.16) r 4.75 0.04 [-0.29, 0.37] 0
Subtotal (95% Cl) 73 68 ) 4.75 0.04 [-0.29, 0.37]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.24 (P = 0.81)
03 Clomipramine
Guilibert 89 E O ? 40 8.40(5.90) 39 8.20(6.60) o 2.66 0.03 [-0.41, 0.47] 0
Noguera 1991 Y O | 60 -14.88(8.66) 60 -13.20(9.09) 4.03 -0.19 [-0.55, 0.17] 0
Samuelian98 Y O | 51 15.30(10.71) 46 16.80(10.85) 3.26 -0.14 [-0.54, 0.26] 0
Subtotal (95% Cl) 151 145 9.95 -0.11 [-0.34, 0.12]
Test for heterogeneity: Chiz = 0.60, df = 2 (P = 0.74), 12 = 0%
Test for overall effect: Z = 0.97 (P = 0.33)
04 Imipramine
Byerley 1988 Y O E 20 12.80(7.70) 24 13.70(8.50) - 1.47 -0.11 [-0.70, 0.49] 0
Cohn 1990aY O E 35 15.90(7.36) 31 14.15(7.29) — 2.20 0.24 [-0.25, 0.72] 0
Davidson 87 Y O C 13 10.60(6.70) 13 15.90(9.80) — 0.83 -0.61 [-1.40, 0.18] 0
Feighner 1989a Y O E 52 17.69(9.20) 45 16.04(9.20) — 3.24 0.18 [-0.22, 0.58] 0
Feighner92 Y O | 38 -9.13(8.14) 36 -3.06(8.10) = 2.33 -0.74 [-1.21, -0.27] 0
1t 1983 Y O E 9 12.70(8.20) 14 10.40(6.80) — 0.73 0.30 [-0.54, 1.14) 0
Lydiard 1989 Y O E 17 12.59(8.52) 15 10.07(7.87) — 1.06 0.30 [-0.40, 1.00] 0
Norton 1984 Y O E 33 11.45(6.48) 30 11.31(6.38) - 2.12 0.02 [-0.47, 0.52] 0
Ohrberg 1992Y O E 61 8.59(7.00) 59 9.10(6.67) 4.04 -0.07 [-0.43, 0.28] 0
Schweizer94 Y O | 64 -13.90(7.10) 71 -10.50(6.80) = 4.41 -0.49 [-0.83, -0.14] 0
Stark 1985 Y O | 185 -11.00(10.10) 185 -12.00(10.10) F 12.47 0.10 [-0.11, 0.30] 0
Tollefson 1994 Y O | 62 11.60(7.60) 60 12.20(7.90) 4.11 -0.08 [-0.43, 0.28] 0
Vallejo87A Melan YOC 16 10.63(8.76) 16 7.06(5.48) — 1.05 0.48 [-0.23, 1.18] 0
Subtotal (95% Cl) 605 599 40.06 -0.04 [-0.16, 0.07]
Test for heterogeneity: Chiz = 24.92, df = 12 (P = 0.02), 12 = 51.8%
Test for overall effect: Z = 0.75 (P = 0.45)
05 Dosulepin
Mullin 1988 Y O E 26 8.31(2.07) 24 8.46(5.24) - 1.68 -0.04 [-0.59, 0.52] 0
Subtotal (95% Cl) 26 24 > 1.68 -0.04 [-0.59, 0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.13 (P = 0.89)
91 Desipramine
Ravindram 1995Y O E 34 10.65(7.78) 30 9.40(8.21) - 2.14 0.15 [-0.34, 0.65] 0
Roth 1990 Y O E 27 17.20(9.00) 24 18.40(9.30) r 1.71 -0.13 [-0.68, 0.42] 0
Swann 1997 Y O | 23 15.90(11.00) 16 13.00(12.60) — 1.26 0.24 [-0.40, 0.88] 0
Subtotal (95% Cl) 84 70 ) 5.12 0.08 [-0.24, 0.40]
Test for heterogeneity: Chi2 = 0.89, df = 2 (P = 0.64), 12 = 0%
Test for overall effect: Z = 0.50 (P = 0.62)
Total (95% CI) 1506 1484 100.00 0.00 [-0.07, 0.07]
Test for heterogeneity: Chiz = 36.59, df = 31 (P = 0.23), 12 = 15.3%
Test for overall effect: Z = 0.02 (P = 0.99)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 01 TCAs against alternative antidepressants: Efficacy (not TCAs v amitriptyline)
QOutcome: 17 Mean scores at endpoint in primary care
Study Control TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Amitritpyline

Hutchinson 92 E P E 46 8.20(6.90) 21 8.20(7.90) L o 28.42 0.00 [-0.52, .52] 0
Subtotal (95% Cl) 46 21 28.42 0.00 [-0.52, 0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
02 Imipramine

Lecrubie97 Y P | 72 8.00(9.00) 74 9.90(10.20) = 71.58 -0.20 [-0.52, .13] 0
Subtotal (95% CI) 72 74 71.58 -0.20 [-0.52, .13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.18 (P = 0.24)
Total (95% CI) 118 95 100.00 -0.14 [-0.42, 0.13]
Test for heterogeneity: Chiz = 0.40, df = 1 (P = 0.53), 12 = 0%
Test for overall effect: Z = 1.00 (P = 0.32)
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Review: Pharmacology: Antidepressants versus T

ChAs
Comparison: 03 TCAs against alterative antidepressants: Tolerability (not TCAs v amitriptyline)

Outcome: 01 Leaving the study early
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category N N 95% Cl % 95% CI Order
01 Amitriptyline
Beasley 1993b Y O | 8/65 24/71 — 1.49 0.36 (0.18, 0.75] 0
Bremner 1995Y O | 9/50 10/50 — 0.65 0.90 [0.40, 2.02] 0
Cohn 1990 E O | 79/161 41/80 —— 3.55 0.96 [0.73, 1.25] 0
Fawcett 1989 Y O | 8/20 11/20 — 0.71 0.73 [0.37, 1.42] 0
Geretsegger 95 € | E 10/44 12/47 — 0.75 0.89 (0.43, 1.85) 0
Hutchinson 92 E P E 12/58 11/32 — 0.92 0.60 (0.30, 1.21] 0
Judd 1993 Y M E 7/30 5/28 —_—t— 0.33 1.31 (0.47, 3.64) 0
Keegan 1991 Y M | 2/20 3/23 —_ 0.18 0.77 [0.14, 4.14] 0
Kuhs 1989 Y | E 6/20 3/20 —_— 0.19 2.00 [0.58, 6.91] 0
Laakmann 1991 Y | E 26/88 24/86 — 1.57 1.06 (0.66, 1.69] 0
Marchesi 1998 Y O | 7/67 10/75 —_— 0.61 0.78 [0.32, 1.94) 0
Moller 1993 ? | E 37/112 148/110 — 3.14 0.76 [0.54, 1.06] 0
Mullin 1996 Y M | 21/79 23/77 —al 1.51 0.89 (0.54, 1.47] 0
Peters 1990 Y O E 25/51 21/51 e 1.36 1.19 (0.77, 1.83] 0
Preskorn 1991 YO | 6/30 16/31 _— 1.02 0.39 (0.18, 0.86) 0
Raft 1981?20 ? 0/10 5/12 ——t 0.33 0.11 [0.01, 1.73] 0
Reimherr 1990 Y O | 61/149 63/149 . 4.08 0.97 [0.74, 1.27] 0
Remick 1994 Y O | 3/16 8/17 —_— 0.50 0.40 [0.13, 1.24] 0
Robinson 83 YO C 16/102 22/105 —_— 1.40 0.75 [0.42, 1.34] 0
Shaw 1986 Y M | 7/24 15/20 — 1.06 0.39 [0.20, 0.76] 0
Smith 1990 YO | 18/50 13/50 ——— 0.84 1.38 [0.76, 2.51] 0
Staner 1995 Y | | 5/21 4/19 —_—l— 0.27 1.13 [0.35, 3.60] 0
Stuppaeck 1994 Y | E 42/78 38/75 . 2.51 1.06 (0.78, 1.44] 0
Versiani 1999 Y ? E 12/77 15/80 — 0.95 0.83 (0.42, 1.66) 0
Young 1987 YO E 7/32 7/32 —_— 0.45 1.00 [0.40, 2.52] 0
Zivkov 1995 Y | E 25/125 31/126 —el 2.00 0.81 (0.51, 1.29] 0
Subtotal (95% CI) 1579 1486 ] 32.38 0.86 [0.77, 0.95]
Total events: 459 (Control), 483 (TCAs)
Test for heterogeneity: Chit = 32.14, df = 25 (P = 0.15), I = 22.2%
Test for overall effect: Z = 2.89 (P = 0.004)
03 Clomipramine
Anon 1990 Y | E 12/62 19/56 — 1.29 0.57 (0.31, 1.07) 0
De Wilde 1983 Y O | 0/21 0/23 Not estimable 0
Dick 1983 Y | E 4/17 3/15 —_— 0.21 1.18 [0.31, 4.43) 0
Guillibert 89 E O 2 9/40 12/39 —— 0.79 0.73 (0.35, 1.54] 0
Noguera 1991 YO | 13/60 16/60 — 1.04 0.81 [0.43, 1.54) 0
Ottevanger 95 Y 11 5/20 3/20 _—t 0.19 1.67 [0.46, 6.06] 0
Pelicier 1993E O | 12/41 10/42 — 0.64 1.23 [0.60, 2.53] 0
Richou 1995 Y 11 24/87 28/87 e 1.81 0.86 (0.54, 1.35] 0
Samuelian98 Y O | 18/52 18/50 —_— 1.19 0.96 [0.57, 1.63] 0
Smeraldi 98 EM | 20/55 18/58 o 1.13 1.17 [0.70, 1.97] 0
Subtotal (95% CI) 455 450 g 3 8.29 0.91 [0.74, 1.12]
Total events: 117 (Control), 127 (TCAs)
Test for heterogeneity: Chi? = 5.27, df = 8 (P = 0.73), 1= 0%
Test for overall effect: Z = 0.89 (P = 0.37)
04 Dosulepin
Anon 1988 Y M E 15/31 7/28 +—— 0.48 1.94 [0.93, 4.05] 0
Dowling 1990 Y ? | 15/30 8/30 —— 0.52 1.88 [0.94, 3.75] 0
Mahapatrad7 E M | 9/4a 7/48 —_— 0.43 1.40 [0.57, 3.45) 0
Mullin 1988 Y O E 11/37 12/36 —a 0.79 0.89 (0.45, 1.76] 0
Rahman 1991 E | E 9/26 7/26 —t 0.45 1.29 (0.56, 2.93] 0
Subtotal (95% CI) 168 168 2 2.67 1.42 [1.02, 1.98]
Total events: 59 (Control), 41 (TCAs)
Test for heterogeneity: Chi = 3.16, df = 4 (P = 0.53), I = 0%
Test for overall effect: Z = 2.05 (P = 0.04)
05 Doxepin
Feighner 1985a E O | 37/78 148/79 —=] 3.09 0.78 [0.58, 1.05) 0
Meartiila 1995 Y M | 10/83 17/80 — 1.12 0.57 (0.28, 1.16] 0
Remick 1989 Y M | 13/38 10/37 — 0.66 1.27 (0.64, 2.52] 0
Subtotal (95% CI) 199 196 & 4.87 0.80 (0.61, 1.03)
Total events: 60 (Control), 75 (TCAs)
Test for heterogeneity: Chi* = 2,61, df =2 (P = 0.27),
Test for overall effect: Z = 1.72 (P = 0.09)
06 Imipramine
Amore 1989 Y I | 0/15 5/15 ——t 0.36 0.09 [0.01, 1.51] 0
Arminen 1992 Y | E 13/25 15/32 —f— 0.85 1.11 [0.65, 1.88] 0
Beasley 1993a Y 1| 33/56 38/62 —— 2.34 0.96 (0.72, 1.29] 0
Benkert 96 Y I | 21/85 31/82 — 2.04 0.65 [0.41, 1.04) 0
Berzewski 1997 Y M 32/130 36/126 —r 2.37 0.86 [0.57, 1.30] 0
Bramanti 1988 Y M | 2/30 1/30 — ) 0.05 2.00 [0.19, 20.90] 0
Bremner 1994 Y O | 3/20 3/20 B S— 0.19 1.00 [0.23, 4.37] 0
Bruijn 1996 Y I 1 3/54 7/53 —_— 0.46 0.42 [0.11, 1.54] 0
Chiu 1996 Y M E 5/20 5/20 — 0.32 1.00 [0.34, 2.93) 0
Claghorn 1996 Y O C 30/50 29/50 — 1.88 1.03 [0.75, 1.43] 0
Cohn 1985 Y O | 19/54 34/54 —— 2.20 0.56 (0.37, 0.85] 0
Davidson 81Y1C 3/24 3/25 R — 0.19 1.04 (0.23, 4.66) 0
Davidson 87 YO C 0/13 1/14 ——— 0.09 0.36 [0.02, 8.06] 0
Dominguez 85 Y O | 19/35 11/30 4— 0.77 1.8 [0.85, 2.59] 0
Fabre 1996 Y O | 28/50 25/50 — 1.62 1.12 [0.77, 1.62] 0
Feighner 1989a Y O E 31/61 28/58 — 1.86 1.05 (0.73, 1.51] 0
Feighner92 Y O | 103/241 131/241 - 8.48 0.79 [0.65, 0.95] 0
Fournier 1997 Y O | 16/54 12/50 —t 0.81 1.23 [0.65, 2.35) 0
1til 1983 Y O E 12/22 12/25 — 0.73 1.14 [0.65, 1.99] 0
Lapierre 1987 Y | E 7/22 12/21 — 0.80 0.56 (0.27, 1.14] 0
Lecrubied7 Y P | 23/78 23/75 —e— 1.52 0.96 (0.59, 1.56] 0
March 1990 Y O | s5/18 3/18 —_—t 0.19 1.67 [0.47, 5.96] 0
McGrath 2000 Y M| 7/49 18/53 _— 1.12 0.42 [0.19, 0.92] 0
Norton 1984 Y O E 4/35 1/31 —_—) 0.07 3.54 [0.42, 30.03] 0
Ohrberg 1992 Y O E 18/79 22/80 — 1.42 0.83 [0.48, 1.42] 0
Schweizer94 Y O | 26/73 33/73 — 2.14 0.79 [0.53, 1.17] 0
Stark 1985 Y O | 87/185 87/186 - 5.62 1.01 [0.81, 1.25] 0
Tollefson 1994 Y O | 13/62 34/62 —_— 2.20 0.38 [0.22, 0.65] 0
Vallejo87A Melan YOC 1/17 1/17 ———e¢+————— 0.0 1.00 [0.07, 14.72) 0
Subtotal (95% CI) 1657 1653 ¢ 42.76 0.86 [0.79, 0.93]
Total events: 564 (Control), 661 (TCAs)
Test for heterogeneity: Chi? = 41.35, df = 28 (P = 0.05), I* = 32.3%
Test for overall effect: Z = 3.56 (P = 0.0004)
07 lofepramine
Moon 1996 Y P | 19/70 14/68 —1 0.92 1.32 [0.72, 2.41] 0
Subtotal (95% CI) 70 68 - 0.92 1.32 (0.72, 2.41]
Total events: 19 (Control), 14 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.90 (P = 0.37)
08 Nortriptyline
Fabre 1991 YO | 39/103 45/102 —- 2.93 0.86 [0.62, 1.19] 0
Georgotas 86 EO | 14/32 6/28 0.41 2.04 [0.91, 4.59] 0
Subtotal (95% CI) 135 130 o 3.30 1.00 [0.74, 1.36]
Total events: 53 (Control), 51 (TCAs)
Test for heterogeneity: Chi? = 3.81, df = 1 (P = 0.05), I = 73.8%
Test for overall effect: Z = 0.03 (P = 0.97)
10 Desipramine
Bowden 1993 Y M | 5/28 8/30 —_— 0.50 0.67 [0.25, 1.81] 0
Nathan 1990 Y | ? 0/17 2/20 —— 0.15 0.23 [0.01, 4.55] 0
Ravindram 1995 Y O E 15/40 17/37 —a 1.14 0.82 [0.48, 1.39] 0
Remick 1993 Y M E 2/26 6/21 e 0.43 0.27 [0.06, 1.20] 0
Roth 1990 Y O E 6/30 9/30 —_—t 0.58 0.67 [0.27, 1.64] 0
Swann 1997 YO | 6/25 5/17 —_— 0.39 0.82 [0.30, 2.25) 0
Subtotal (95% CI) 166 155 = 3.19 0.66 [0.46, 0.96]
Total events: 34 (Control), 47 (TCAs)
Test for heterogeneity: Chi? = 2.61, df = 5 (P = 0.76), I = 0%
Test for overall effect: Z = 2.16 (P = 0.03)
12 Amineptine
Dalery 1992 YO E 14/82 14/87 —_— 0.88 1.06 [0.54, 2.09]) 0
Ferreri 1989 Y O | 4/31 11/32 — 0.70 0.38 (0.13, 1.05) 0
Subtotal (95% CI) 113 119 e = 1.58 0.76 [0.44, 1.31]
Total events: 18 (Control), 25 (TCAs)
Test for heterogeneity: Chi* = 2.73, df = 1 (P = 0.10), 1 = 63.4%
Test for overall effect: Z = 0.99 (P = 0.32)
Total (95% CI) 15402 1425 N 100.00 0.87 [0.83, 0.93)
Total events: 1383 (Control), 1524 (TCAs)
Test for heterogeneity: Chi* = 105.08, df = 82 (P = 0.04), I* = 22.0%
Test for overall effect: Z = 4.54 (P < 0.00001)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 03 TCAs against altemative antidepressants: Tolerability (not TCAs v amitriptyiine)
Outcor

me: 02 Leaving the study early due to side effects
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category N N 95% CI % 95% Cl Order
01 Amitriptyline
Beasley 1993b Y O | 4/65 16/71 — 1.88 0.27 [0.10, 0.77] o
Bremner 1995 Y O | 3/50 5/50 _ 0.62 0.60 [0.15, 2.38) 0
Cohn 1990 EO | 45/161 28/80 — 4.61 0.80 [0.54, 1.18] 0
Fawcett 1989 Y O | /20 10720 R 1.23 0.40 [0.15, 1.07) 0
Geretsegger 95 E | E 9/40 7/47 —t— 0.79 1.51 [0.62, 3.69] 0
Hutchinson 92 E P E 8/58 6/32 —_— 0.95 0.74 [0.28, 1.93] 0
Judd 1993 Y M E 1/30 0/28 —_— e 0.05 2.81 [0.12, 66.17 0
Keegan 1991 Y M | 0/20 3/23 - 0.0 0.16 [0.01, 2.98) 0
Kuhs 1989 Y | E 2/20 0/20 — ) 0.06 5.00 [0.26, 98.00 0
Marchesi 1998 Y O | 3/67 2/75 —_—t— 023 1.68 [0.29, 9.75) 0
Moller 1993 ? | E 13/112 21/110 —_— 2.61 0.61 [0.32, 1.15] 0
Mullin 1996 Y M | 1/79 13/77 —_— 1.62 0.52 [0.22, 1.24) 0
Preskom 1991Y O | 3/30 13/31 —— 1.57 0.24 [0.08, 0.75] 0
Raft 198120 7 0/10 5/12 — 0.62 0.11 [0.01, 1.73) 0
Reimherr 1990 Y O | 26/149 28/149 — 3.a5 0.93 [0.57, 1.51] 0
Remick 1994 Y O | 3/16 6/17 —_— 0.72 0.53 [0.16, 1.77) 0
Shaw 1986 Y M | 1/24 5/20 —— 0.67 0.17 [0.02, 1.31] 0
Smith 1990 YO | 7/50 10/50 —_— 1.23 0.70 [0.29, 1.69] 0
Staner 1995 Y 11 2/21 2/19 —_— 0.26 0.90 [0.14, 5.81] 0
Stuppaeck 1994 Y | E 17/78 19/75 — 2.39 0.86 [0.49, 1.52] 0
Versiani 1999 Y 7 E 3/77 7/80 —_— 0.85 0.45 [0.12, 1.66] 0
Young 1987 Y O E 2/32 0/32 — = 0.05 5.00 [0.25, 100.20] 0
Zivkov 1995 Y | E 1/125 3/126 — 0.37 0.34 [0.04, 3.19] 0
Subtotal (95% CI) 1334 1244 - 27.25 0.68 [0.56, 0.81]
Total events: 164 (Control), 209 (TCAs)
Test for heterogeneity: Chi? = 24.45, df = 22 (P = 0.32), ! = 10.0%
Test for overall effect: Z = 4.1 (P < 0.0001)
03 Clomipramine
Anon 1990 Y | E 1/62 10756 — 1. 0.09 [0.01, 0.68) 0
Dick 1983 Y | E 0/17 1/15 — 0. 0.30 [0.01, 6.771 0
Guillibert 89 E 0 ? 3/40 5/39 —_— 0. 0.59 [0.15, 2.28) 0
Noguera 1991Y O | 2/60 6/60 — 0. 0.33 [0.07, 1.59] o
Ottevanger 95 Y || 2/20 1/20 —_—f—— 0. 2.00 [0.20, 20.33) 0
Pelicier 1993EO | 10/41 10/42 —_—— 1. 1.02 [0.48, 2.20] 0
Richou 1995 Y 11 9/87 8/87 —_— 0. 1.13 (0.46, 2.78) 0
Samuelian98 Y O | /52 10/50 —_— 1. 0.67 [0.28, 1.63] 0
‘Smeraldi 98 E M | 3/55 4/58 —_—] 0. 0.79 [0.19, 3.37) 0
Subtotal (95% CI) 430 427 - 6. 0.67 [0.45, 0.98]
Total events: 37 (Control), 55 (TCAS)
Test for heterogeneity: Chi* = 8.21, df = 8 (P = 0.41), I = 2.6%
Test for overall effect: Z = 2.06 (P = 0.04)
04 Dosulepin
Anon 1988 Y ME 7/31 0/28 44— 0.6 13.59 [0.81, 227.66] o
Dowling 1990 Y 2| 6/30 1/30 4 012 6.00 (0.77, 46.87) 0
Mahapatra97 EM | 3/44 4/48 —_— 0.47 0.82 [0.19, 3.45] 0
Mullin 1988 Y O E 9/37 6/36 B Ea— 0.75 1.46 [0.58, 3.68) 0
Rahman 1991 E1E 2/26 2/26 —————— 0.25 1.00 [0.15, 6.57] 0
Subtotal (95% Cl) 168 168 i 1.65 2.02 [1.09, 3.76)
Total events: 27 (Control), 13 (TCAs)
Test for heterogeneity: Chi? = 5.36, df = 4 (P = 0.25), I = 25.4%
Test for overall effect: Z = 2.2 (P = 0.03)
05 Doxepin
Feighner 1985a E O | 25/78 34/79 —t 4.16 0.74 [0.49, 1.12) 0
Marttila 1995 Y M | 2/83 6/80 ——t 0.75 0.32 [0.07, 1.55] 0
Remick 1989 Y M | 9/38 8/37 — 1.00 1.10 [0.47, 2.53) 0
Subtotal (95% CI) 199 196 - 5.91 0.75 [0.52, 1.07]
Total events: 36 (Control), 48 (TCAS)
Test for heterogeneity: Chi* = 1.91, df = 2 (P = 0.39), I = 0%
Test for overall effect: Z = 1,57 (P = 0.12)
06 Imipramine
Amin 1984 Y M | 18/116 23/113 —_— 2.87 0.76 [0.44, 1.33] 0
Amore 1989 Y 11 0/15 2/15 — 0.31 0.20 [0.01, 3.85) 0
Arminen 1992 Y | E 6/25 /32 —_— 0.76 1.10 [0.42, 2.86] 0
Beasley 1993a Y 11 12/56 14/62 —_— 1.64 0.95 [0.48, 1.88) 0
Benkert 96 Y 11 6/85 8/82 — 1.00 0.72 [0.26, 1.99] 0
Berzewski 1997 Y M 13/130 18/126 —— 2.25 0.70 [0.36, 1.37) 0
Bramanti 1988 Y M | 0/30 1/30 — o 0.33 [0.01, 7.87] 0
Bremner 1994 Y O | 2/20 2/20 B — 0.25 1.00 [0.16, 6.42]) 0
Bruijn 1996 Y I 1 0/54 5/53 ——t 0.68 0.09 [0.01, 1.58] 0
Chiu 1996 Y M E 3/20 2/20 —_—t 025 1.50 [0.28, 8.04) 0
Claghorn 1996 Y O C 12/50 13/50 — 1.60 0.92 [0.47, 1.82] 0
Cohn 1985 Y O | 8/54 24/54 e — 2.96 0.33 [0.16, 0.68) 0
Davidson 81Y 1 C 0/24 0/25 Not estimable o
Davidson 87 Y O C 0/13 /14 ——1 0.8 0.36 [0.02, 8.06) 0
Fabre 1996 YO | 7/50 9/50 1.11 0.78 [0.31, 1.93] 0
Feighner 1989 Y | | 7/31 13/35 — 1.50 0.61 [0.28, 1.33] 0
Feighner 1989a Y O E 13/61 18/58 — 2.27 0.69 [0.37, 1.27] 0
Feighner92Y O | 55/241 85/241 — 10.47 0.65 [0.48, 0.86] 0
Fournier 1997 YO | 9/54 6/50 —_—— 0.77 1.39 [0.53, 3.62] 0
1 1983 Y O E 9722 7/25 —t— 0.81 1.46 [0.65, 3.27) 0
Katona 1999 EM | 14/109 21/109 —_— 2.59 0.67 [0.36, 1.24] 0
Lecrubie97 Y P | 11/78 10/75 B — 1.26 1.06 [0.48, 2.34) 0
Lydiard 1989 Y O E 1/18 2/18 — 0.25 0.50 [0.05, 5.04] o
March 1990 Y O | 4/18 3/18 B — 0.37 1.33 [0.35, 5.13] 0
Norton 1984 Y O E 2/35 0/31 —_— 3 0.7 4.44 [0.22, 89.16 0
Ohrberg 1992 Y O E 10/79 14/80 — 1.7 0.72 [0.34, 1.53) 0
‘Schweizer94 Y O | 12/73 18/73 —_— 2.22 0.67 [0.35, 1.28] 0
Stark 1985 Y O | 33/185 52/186 —| 6.39 0.64 [0.43, 0.94) 0
Tollefson 1994 Y O 1 6/62 27/62 — 3.32 0.22 [0.10, 0.50] 0
Vallejo87A Melan YOC 1/17 0/17 —_—1————— 0.5 3.00 (0.13, 68.84) 0
Subtotal (95% CI) 1825 1824 * 50.06 0.68 [0.60, 0.78]
Total events: 274 (Control), 405 (TCAs)
Test for heterogeneity: Chi* = 28.56, df = 28 (P = 0.44), I = 2.0%
Test for overall effect: Z = 5.48 (P < 0.00001)
07 Lofepramine
Moon 1996 Y P | 5/70 4/68 0.50 1.21 [0.34, 4.33] 0
Subtotal (95% CI) 70 68 0.50 1.21 [0.34, 4.33)
Total events: 5 (Control), 4 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.30 (P = 0.76)
08 Nortriptyline
Fabre 1991 YO | 17/103 29/102 — 3.59 0.58 [0.34, 0.99] 0
Georgotas 86 E O | 2/32 2/28 P — 0.26 0.88 [0.13, 5.81] o
Subtotal (95% Cl) 135 130 - 3.85 0.60 [0.36, 1.00]
Total events: 19 (Control), 31 (TCAs)
Test for heterogeneity: Chi? = 0.17, df = 1 (P = 0.68), I = 0%
Test for overall effect: Z = 1.95 (P = 0.05)
10 Desipramine
Ban 1998 Y 11 2/84 0/89 ———e— 0.06 5.29 (0.26, 108.69] 0
Bowden 1993 Y M | 2/28 4/30 —_— 0.48 0.54 [0.11, 2.70] 0
Nathan 1990 Y | ? 0/17 2/20 ————q 0.28 0.23 [0.01, 4.55] 0
Ravindram 1995 Y O E 5/40 9/37 — 1.15 0.51 [0.19, 1.39] o
Remick 1993 Y M E 0/26 4/21 — 0.61 0.09 [0.01, 1.59) 0
wann 1997 Y O | 1/25 0/17 ———1—=——— 007 2.08 [0.09, 48.16 o
Subtotal (95% CI) 220 214 i 2.65 0.54 [0.28, 1.06]
Total events: 10 (Control), 19 (TCAs)
Test for heterogeneity: Chi? = 4.70, df = 5 (P = 0.45), I = 0%
Test for overall effect: Z = 1.79 (P = 0.07)
11 Amineptine
Dalery 1992 Y O E 5/82 3/87 —_—t— 0.36 1.77 (0.44, 7.17) 0
Ferreri 1989 Y O | 1/31 /32 ——t 0.85 0.15 [0.02, 1.13] 0
Subtotal (95% CI) 113 119 e 1.21 0.63 [0.24, 1.68]
Total events: 6 (Control), 10 (TCAs)
Test for heterogeneity: Chi? = 4.05, df = 1 (P = 0.04), I = 75.3%
Test for overall effect: Z = 0.92 (P = 0.36)
Total (95% CI) 4198 4390 Y 100.00 0.70 [0.64, 0.77]
Total events: 578 (Control), 794 (TCAs)
Test for heterogeneity: Chi* = 84.17, df = 79 (P = 0.32), I = 6.1%
Test for overall effect: Z = 7.23 (P < 0.00001)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)
Outcome: 03 Patients reporting side effects
Study Control TCAs RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Imipramine
Arminen 1992 Y | E 7/25 22/32 0.67 0.41 [0.21, 0.80] 0
Benkert 96 Y | | 59/85 62/82 —-r 5.05 0.92 [0.76, 1.11] 0
Berzewski 1997 Y M 106/130 103/126 - 7.67 1.00 [0.89, 1.12] 0
Bremner 1994Y O | 7/20 14/20 —_— 0.68 0.50 [0.26, 0.97] 0
Fabre 1996 Y O | 40/50 44/50 -t 5.52 0.91 [0.77, 1.08] 0
Feighner92 Y O | 211/241 224/241 L 10.10 0.94 [0.89, 1.00] 0
Katona 1999 E M | 72/109 82/109 - 5.52 0.88 [0.74, 1.04] 0
Lecrubie97 Y P | 75/78 71/75 + 9.68 1.02 [0.95, 1.09] 0
Tollefson 1994 Y O | 58/62 61/62 L 9.55 0.95 [0.88, 1.02] 0
Subtotal (95% Cl) 800 797 . 54.43 0.94 [0.88, 1.00]
Total events: 635 (Control), 683 (TCAs)
Test for heterogeneity: Ch? = 19.44, df = 8 (P = 0.01), 1> = 58.8%
Test for overall effect: Z = 1.83 (P = 0.07)
02 Clomipramine
De Wilde 1983 Y O | 13/21 17/23 — 1.60 0.84 [0.55, 1.27] 0
Noguera 1991 Y O | 22/60 36/60 —_— 1.76 0.61 [0.41, 0.90] 0
Pelicier 1993 E O | 26/41 28/42 —_— 2.49 0.95 [0.69, 1.30] 0
Samuelian98 Y O | 43/52 44/50 -t 5.90 0.94 [0.80, 1.10] 0
Smeraldi 9B E M | 11/55 16/58 —_— 0.66 0.73 [0.37, 1.42] 0
Subtotal (95% Cl) 229 233 & 12.41 0.85 [0.71, 1.02]
Total events: 115 (Control), 141 (TCAs)
Test for heterogeneity: Chiz = 5.82, df = 4 (P = 0.21), 12 = 31.2%
Test for overall effect: Z = 1.76 (P = 0.08)
04 Dosulepin
Mahapatrad97 E M | 32/44 32/48 —_— 3.16 1.09 [0.83, 1.43] 0
Rahman 1991 E | E 15/26 16/26 —_— 1.39 0.94 [0.60, 1.47] 0
Subtotal (95% Cl) 70 74 > 4.56 1.05 [0.83, 1.32]
Total events: 47 (Control), 48 (TCAs)
Test for heterogeneity: Chz = 0.33, df = 1 (P = 0.57), I = 0%
Test for overall effect: Z = 0.40 (P = 0.69)
05 Amineptine
Ferreri 1989 Y O | 9/31 19/32 —_— 0.77 0.49 [0.26, 1] 0
Subtotal (95% Cl) 31 32 - 0.77 0.49 [0.26, 1]
Total events: 9 (Control), 19 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.26 (P = 0.02)
06 Amitriptyline
Geretsegger 95E | E 26/44 30/47 —_— 2.37 0.93 [0.67, 1.28] 0
Hutchinson 2 E P E 20/58 20/32 —_— 1.41 0.55 [0.35, 0.86] 0
Kuhs 1989 Y | E 9/20 16/20 —_— 1.03 0.56 [0.33, 0.96] 0
Staner 1995 Y | | 14/21 16/19 —_— 2.03 0.79 [0.55, 1.13] 0
Subtotal (95% Cl) 143 118 <o 6.83 0.73 [0.56, 0.93]
Total events: 69 (Control), 82 (TCAs)
Test for heterogeneity: Ch2 = 4.71, df = 3 (P = 0.19), |12 = 36.4%
Test for overall effect: Z = 2.49 (P = 0.01)
07 Lofepramine
Moon 1996 Y P | 35/70 32/68 e 2.18 1.06 [0.75, 0
Subtotal (95% Cl) 70 68 < 2.18 1.06 [0.75,
Total events: 35 (Control), 32 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.35 (P = 0.73)
08 Nortriptyline
Fabre 1991 YO | 74/103 82/102 - 6.14 0.89 [0.77, 1.04] 0
Georgotas 86 E O | 30/32 27/28 - 7.74 0.97 [0.87, 1.09] 0
Subtotal (95% Cl) 135 130 ‘ 13.89 0.94 [0.85, 1.04]
Total events: 104 (Control), 109 (TCAs)
Test for heterogeneity: Chz = 1.20, df = 1 (P = 0.27), 1> = 16.7%
Test for overall effect: Z = 1.15 (P = 0.25)
09 Desipramine
Ravindram 1995 Y O E 32/40 33/37 -t 4.93 0.90 [0.74, 1.09] 0
Subtotal (95% Cl) 40 37 <& 4.93 0.90 [0.74, 1.09]
Total events: 32 (Control), 33 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
Total (95% Cl) 1518 1489 . 100.00 0.91 [0.86, 0.96]
Total events: 1046 (Control), 1147 (TCAs)
Test for heterogeneity: Chiz = 51.01, df = 24 (P = 0.001), 12 = 53.0%
Test for overall effect: Z = 3.24 (P = 0.001)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)

Outcome: 04 Inpatients leaving the study early

Study Control TCAs Weight RR (fixed)

or sub-category n/N /N % 95% ClI

01 Amitriptyline

Geretsegger 95E | E 10/44 12/47 e 3.48 0.89 [0.43, 1. 0
Kuhs 1989 Y | E 6/20 3/20 — 0.90 2.00 [0.58, 6. 0
Laakmann 1991 Y | E 26/88 24/86 — 7.29 1.06 [0.66, 1. 0
Moller 1993 ? | E 37/112 48/110 —s— 14.54 0.76 [0.54, 1. 0
Staner 1995 Y | | 5/21 4/19 1.26 1.13 [0.35, 3. 0
Stuppaeck 1994 Y | E 42/178 38/75 11.63 1.06 [0.78, 1. 0
Zivkov 1995 Y | E 25/125 31/126 9.27 0.81 [0.51, 1. 0
Subtotal (95% ClI) 488 483 48.37 0.93 [0.78, 1.

Total events: 151 (Control), 160 (TCAs)

Test for heterogeneity: Chiz = 4.37, df = 6 (P = 0.63), 1> = 0%

Test for overall effect: Z = 0.80 (P = 0.42)

03 Clomipramine

Anon 1990Y | E 12/62 19/56 5.99 0.57 [0.31, 1. 0
Dick 1983 Y | E 4/17 3/15 0.96 1.18 [0.31, 4. 0
Ottevanger 95 Y I | 5/20 3/20 0.90 1.67 [0.46, 6. 0
Richou 1995 Y I | 24/87 28/87 8.40 0.86 [0.54, 1. 0
Subtotal (95% Cl) 186 178 16.25 0.82 [0.58, 1.

Total events: 45 (Control), 53 (TCAs)

Test for heterogeneity: Chiz = 2.77, df = 3 (P = 0.43), I> = 0%

Test for overall effect: Z = 1.18 (P = 0.24)

04 Dosulepin

Rahman 1991 E | E 9/26 7/26 - 2.10 .29 [0.56,

Subtotal (95% ClI) 26 26 2.10 .29 [0.56,

Total events: 9 (Control), 7 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.60 (P = 0.55)

06 Imipramine

Amore 1989 Y | | 0/15 5/15 +— 1.65 0.09 [0.01, 1. 0
Arminen 1992 Y | E 13/25 15/32 — 3.95 1.11 [0.65, 1. 0
Beasley 1993a Y | | 33/56 38/62 —S 10.83 0.96 [0.72, 1. 0
Benkert 96 Y | | 21/85 31/82 — 9.47 0.65 [0.41, 1. 0
Bruijn 1996 Y | | 3/54 7/53 2.12 0.42 [0.11, 1. 0
Davidson 81 Y | C 3/24 3/25 0.88 1.04 [0.23, 4. 0
Lapierre 1987 Y | E 7/22 12/21 _— 3.69 0.56 [0.27, 1. 0
Subtotal (95% Cl) 281 290 L 2 32.59 0.77 [0.62, O.

Total events: 80 (Control), 111 (TCAs)

Test for heterogeneity: Ch? = 8.56, df = 6 (P = 0.20),

Test for overall effect: Z = 2.41 (P = 0.02)

10 Desipramine

Nathan 1990 Y | ? 0/17 2/20 < 0.69 .23 [0.01,

Subtotal (95% Cl) 17 20 S — 0.69 .23 [0.01,

Total events: 0 (Control), 2 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.96 (P = 0.34)

Total (95% Cl) 998 997 ¢ 100.00 .86 [0.76,

Total events: 285 (Control), 333 (TCAs)

Test for heterogeneity: Chiz = 17.65, df = 19 (P = 0.55), I> = 0%

Test for overall effect: Z = 2.33 (P = 0.02)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)
Outcome: 05 Outpatients leaving the study early
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Amitriptyline
Beasley 1993b Y O | 8/65 24/71 2.40 0.36 [0.18, 0.75] 0
Bremner 1995Y O | 9/50 10/50 —_— 1.05 0.90 [0.40, 2.02] 0
Cohn 1990 E O | 79/161 41/80 — 5.73 0.96 [0.73, 1.25] 0
Fawcett 1989 Y O | 8/20 11/20 —_—r 1.15 0.73 [0.37, 1.42] 0
Marchesi 1998 Y O | 7/67 10/75 —_— 0.99 0.78 [0.32, 1.94] 0
Peters 1990 Y O E 25/51 21/51 e 2.20 1.19 [0.77, 1.83] 0
Preskon 1991 Y O | 6/30 16/31 —_— 1.65 0.39 [0.18, 0.86] 0
Raft 198120 ? 0/10 5/12 ¢ 0.53 0.11 [0.01, 1.73] 0
Reimherr 1990 Y O | 61/149 63/149 — 6.59 0.97 [0.74, 1.27] 0
Remick 1994 Y O | 3/16 8/17 _— 0.81 0.40 [0.13, 1.24)] 0
Robinson 83 Y O C 16/102 22/105 —_— 2.27 0.75 [0.42, 1.34] 0
Smith 1990 Y O | 18/50 13/50 —_1t— 1.36 1.38 [0.76, 2.51] 0
Young 1987 Y O E 7/32 7/32 —_— 0.73 1.00 [0.40, 2.52] 0
Subtotal (95% Cl) 803 743 <@ 27.46 0.85 [0.73, 0.98]
Total events: 247 (Control), 251 (TCAs)
Test for heterogeneity: Chiz = 20.07, df = 12 (P = 0.07), |12 = 40.2%
Test for overall effect: Z = 2.28 (P = 0.02)
03 Clomipramine
De Wilde 1983 Y O | 0/21 0/23 Not estimable 0
Guilibert 89 E O ? 9/40 12/39 —_— 1.27 0.73 [0.35, 1.54] 0
Noguera 1991 Y O | 13/60 16/60 —_— 1.67 0.81 [0.43, 1.54] 0
Pelicier 1993 E O | 12/41 10/42 —_— 1.03 1.23 [0.60, 2.53] 0
Samuelian98 Y O | 18/52 18/50 —_— 1.92 0.96 [0.57, 1.63] 0
Subtotal (95% Cl) 214 214 < 5.90 0.92 [0.67, 1.26]
Total events: 52 (Control), 56 (TCAs)
Test for heterogeneity: Chiz = 1.16, df = 3 (P = 0.76), 12 = 0%
Test for overall effect: Z = 0.54 (P = 0.59)
04 Dosulepin
Mulin 1988 Y O E 11/37 12/36 —_— 1.27 0.89 [0.45, 1.76] 0
Subtotal (95% Cl) 37 36 - 1.27 0.89 [0.45, 1.76]
Total events: 11 (Control), 12 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.33 (P = 0.74)
05 Doxepin
Feighner 19852 E O | 37/78 48/79 —— 4.99 0.78 [0.58, 1.05] 0
Subtotal (95% Cl) 78 79 P 4.99 0.78 [0.58, 1.05]
Total events: 37 (Control), 48 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.65 (P = 0.10)
06 Imipramine
Bremner 1994Y O | 3/20 3/20 0.31 1.00 [0.23, 4.37] 0
Claghorn 1996 Y O C 30/50 29/50 —_ 3.03 1.03 [0.75, 1.43] 0
Cohn 1985Y O | 19/54 34/54 —_— 3.56 0.56 [0.37, 0.85] 0
Davidson 87 Y O C 0/13 1/14 < 0.15 0.36 [0.02, 8.06] 0
Dominguez 85Y O | 19/35 11/30 .+ 1.24 1.48 [0.85, 2.59] 0
Fabre 1996 Y O | 28/50 25/50 —1— 2.62 1.12 [0.77, 1.62] 0
Feighner 1989aY O E 31/61 28/58 e 3.00 1.05 [0.73, 1.51] 0
Feighner92 Y O | 103/241 131/241 - 13.71 0.79 [0.65, 0.95] 0
Fournier 1997 Y O | 16/54 12/50 o 1.30 1.23 [0.65, 2.35] 0
It 1983 Y O E 12/22 12/25 —t— 1.18 1.14 [0.65, 1.99] 0
March 1990 Y O | 5/18 3/18 _ 0.31 1.67 [0.47, 5.96] 0
Norton 1984 Y O E 4/35 1/31 > 0.11 3.54 [0.42, 30.03] 0
Ohrberg 1992 Y O E 18/79 22/80 —_— 2.29 0.83 [0.48, 1.42] 0
Schweizerd4 Y O | 26/73 33/73 —_— 3.45 0.79 [0.53, 1.17] 0
Stark 1985Y O | 87/185 87/186 —— 9.08 1.01 [0.81, 1.25] 0
Tollefson 1994 Y O | 13/62 34/62 —_— 3.56 0.38 [0.22, 0.65] 0
Vallejo87A Melan YOC 1/17 1/17 < > 0.10 1.00 [0.07, 14.72] 0
Subtotal (95% Cl) 1069 1059 ‘I 49.01 0.88 [0.80, 0.97]
Total events: 415 (Control), 467 (TCAs)
Test for heterogeneity: Chiz = 28.77, df = 16 (P = 0.03), |12 = 44.4%
Test for overall effect: Z = 2.48 (P = 0.01)
08 Nortriptyline
Fabre 1991 Y O | 39/103 45/102 e 4.73 0.86 [0.62, 1.19] 0
Georgotas 86 E O | 14/32 6/28 — 0.67 2.04 [0.91, 4.59] 0
Subtotal (95% Cl) 135 130 <P 5.40 1.00 [0.74, 1.36]
Total events: 53 (Control), 51 (TCAs)
Test for heterogeneity: Chiz = 3.81, df = 1 (P = 0.05), 12 = 73.8%
Test for overall effect: Z = 0.03 (P = 0.97)
10 Desipramine
Ravindram 1995 Y O E 15/40 17/37 —_— 1.85 0.82 [0.48, 1.39] 0
Roth 1990 Y O E 6/30 9/30 e 0.94 0.67 [0.27, 1.64] 0
Swann 1997 Y O | 6/25 5/17 _— 0.62 0.82 [0.30, 2.25] 0
Subtotal (95% Cl) 95 84 - 3.41 0.77 [0.51, 1.18]
Total events: 27 (Control), 31 (TCAs)
Test for heterogeneity: Chi* = 0.15, df = 2 (P = 0.93), |12 = 0%
Test for overall effect: Z = 1.19 (P = 0.23)
12 Amineptine
Dalery 1992Y O E 14/82 14/87 —_— 1.42 1.06 [0.54, 2.09] 0
Ferreri 1989 Y O | 4/31 11/32 —_—l 1.13 0.38 [0.13, 1.05] 0
Subtotal (95% Cl) 113 119 - 2.55 0.76 [0.44, 1.31]
Total events: 18 (Control), 25 (TCAs)
Test for heterogeneity: Chiz = 2.73, df = 1 (P = 0.10), |12 = 63.4%
Test for overall effect: Z = 0.99 (P = 0.32)
Total (95% Cl) 2544 2464 ‘ 100.00 0.87 [0.81, 0.93]
Total events: 860 (Control), 941 (TCAs)
Test for heterogeneity: Chi? = 58.04, df = 42 (P = 0.05), 1> = 27.6%
Test for overall effect: Z = 3.80 (P = 0.0001)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)
Outcome: 06 Primary care patients leaving the study early
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Amitriptyline
Hutchinson 2 E P E 12/58 11/32 —_— 27.35 .60 [0.30, 1.21]) 0
Subtotal (95% Cl) 58 32 . 27.35 .60 [0.30, 1.21]
Total events: 12 (Control), 11 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.43 (P = 0.15)
06 Imipramine
Lecrubie97 Y P | 23/78 23/75 45.24 .96 [0.59, 1.56] 0
Subtotal (95% Cl) 78 75 t 45.24 .96 [0.59, 1.56]
Total events: 23 (Control), 23 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.16 (P = 0.87)
07 lofepramine
Moon 1996 Y P | 19/70 14/68 —_— 27.40 .32 [0.72, 2.41) 0
Subtotal (95% Cl) 70 68 - 27.40 .32 [0.72, 2.41]
Total events: 19 (Control), 14 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.90 (P = 0.37)
Total (95% Cl) 206 175 < 100.00 .96 [0.69, 1.34]
Total events: 54 (Control), 48 (TCAs)
Test for heterogeneity: Chiz = 2.79, df = 2 (P = 0.25), |12 = 28.4%
Test for overall effect: Z = 0.24 (P = 0.81)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)

Outcome: 07 Inpatients leaving the study early due to side effects

Study Control TCAs Weight RR (fixed)

or sub-category n/N /N 95% Cl

01 Amitriptyline

Geretsegger 95E | E 9/40 7/47 .10 1.51 [0.62, 3.69] 0
Kuhs 1989 Y | E 2/20 0/20 .40 5.00 [0.26, 98.00] 0
Moller 1993 ? | E 13/112 21/110 .78 0.61 [0.32, 1.15] 0
Staner 1995 Y | | 2/21 2/19 .66 0.90 [0.14, 5.81] 0
Stuppaeck 1994 Y | E 17/78 19/75 .34 0.86 [0.49, 1.52] 0
Zivkov 1995 Y | E 1/125 3/126 .37 0.34 [0.04, 3.19] 0
Subtotal (95% Cl) 396 397 .63 0.85 [0.59, 1.22]

Total events: 44 (Control), 52 (TCAs)

Test for heterogeneity: Chi? = 4.67, df = 5 (P = 0.46), I = 0%

Test for overall effect: Z = 0.88 (P = 0.38)

03 Clomipramine

Anon 1990 Y | E 1/62 10/56 — 8.32 0.09 .01, 0.68] 0
Dick 1983 Y | E 0/17 1/15 ¢ 1.26 0.30 .01, 6.77] 0
Ottevanger 95 Y | | 2/20 1/20 > 0.79 2.00 .20, 20.33] 0
Richou 1995 Y | | 9/87 8/87 —_— 6.33 1.13 .46, 2.78] 0
Subtotal (95% Cl) 186 178 - 6.70 0.59 [0.30, 1.15]

Total events: 12 (Control), 20 (TCAs)

Test for heterogeneity: Chi?z = 6.52, df = 3 (P = 0.09), I = 54.0%

Test for overall effect: Z = 1.55 (P = 0.12)

04 Dosulepin

Rahman 1991 E | E 2/26 2/26 .58 .00 .15, 6

Subtotal (95% Cl) 26 26 ——ee .58 .00 [0.15, 6.

Total events: 2 (Control), 2 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

06 Imipramine

Amore 1989 Y | | 0/15 2/15 ¢ .98 .20 .01, 3.85] 0
Arminen 1992 Y | E 6/25 7/32 4.86 .10 .42, 2.86] 0
Beasley 1993a Y I | 12/56 14/62 .52 95 .48, 1.88] 0
Benkert 6 Y I | 6/85 8/82 6.45 .72 .26, 1.99] 0
Bruin 1996 Y | | 0/54 5/53 — .39 .09 .01, 1.58] 0
Davidson 81 Y | C 0/24 0/25 Not estimable 0
Feighner 1989 Y I | 7/31 13/35 9.67 0.61 [0.28, 1.33] 0
Subtotal (95% Cl) 290 304 .87 0.70 [0.47, 1.05]

Total events: 31 (Control), 49 (TCAs)

Test for heterogeneity: Chiz = 4.39, df = 5 (P = 0.49), 12 = 0%

Test for overall effect: Z = 1.73 (P = 0.08)

10 Desipramine

Ban 1998 Y | | 2/84 0/89 > .38 .29 .26, 108.69]

Nathan 1990 Y | ? 0/17 2/20 .83 .23 .01, 4.55]

Subtotal (95% Cl) 101 109 e .21 L11 .22, 5.54]

Total events: 2 (Control), 2 (TCAs)

Test for heterogeneity: Chiz = 2.09, df = 1 (P = 0.15), 12 = 52.1%

Test for overall effect: Z = 0.13 (P = 0.90)

Total (95% Cl) 999 1014 .00 .76 .60, 0.97]

Total events: 91 (Control), 125 (TCAs)

Test for heterogeneity: Chiz = 17.50, df = 18 (P = 0.49), 1> = 0%

Test for overall effect: Z = 2.22 (P = 0.03)




Review: Pharmacology: Antidepressants versus TCAs

Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)
Outcome: 08 Outpatients leaving the study early due to side effects
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Beasley 1993b Y O | 4/65 16/71 — 2.85 0.27 [0.10, 0.771 0
Bremner 1995Y O | 3/50 5/50 —_— 0.93 0.60 [0.15, 2.38] 0
Cohn 1990 E O | 45/161 28/80 —_— 6.98 0.80 [0.54, 1.18] 0
Fawcett 1989 Y O | 4/20 10/20 —_— 1.86 0.40 [0.15, 1.07] 0
Marchesi 1998 Y O | 3/67 2/175 0.35 1.68 [0.29, 9.75] 0
Preskorn 1991 Y O | 3/30 13/31 — 2.38 0.24 [0.08, 0.75] 0
Raft 1981?20 ? 0/10 5/12 — 0.94 0.11 [0.01, 1.73] 0
Reimherr 1990 Y O | 26/149 28/149 — 5.22 0.93 [0.57, 1.51] 0
Remick 1994 Y O | 3/16 6/17 _ 1.08 0.53 [0.16, 1.77] 0
Smith 1990 Y O | 7/50 10/50 —_— 1.86 0.70 [0.29, 1.69] 0
Young 1987 Y O E 2/32 0/32 » 0.09 5.00 [0.25, 100.20] 0
Subtotal (95% CI) 650 587 <& 24.57 0.66 [0.52, 0.83]
Total events: 100 (Control), 123 (TCAs)
Test for heterogeneity: Chiz = 14.28, df = 10 (P = 0.16), 12 = 30.0%
Test for overall effect: Z = 3.44 (P = 0.0006)
03 Clomipramine
Guillibert 89 E O ? 3/40 5/39 _— 0.94 0.59 [0.15, 2.28] 0
Noguera 1991Y O | 2/60 6/60 — 1.12 0.33 [0.07, 1.59] 0
Pelicier 1993 E O | 10/41 10/42 —_— 1.84 1.02 [0.48, 2.20] 0
Samuelian98 Y O | 7/52 10/50 —_— 1.90 0.67 [0.28, 1.63] 0
Subtotal (95% Cl) 193 191 P 5.81 0.70 [0.43, 1.16]
Total events: 22 (Control), 31 (TCAs)
Test for heterogeneity: Chz = 1.89, df = 3 (P = 0.60), 1> = 0%
Test for overall effect: Z = 1.37 (P = 0.17)
04 Dosulepin
Muliin 1988 Y O E 9/37 6/36 e m—— 1.13 1.46 [0.58, 3.68] 0
Subtotal (95% Cl) 37 36 i 1.13 1.46 [0.58, 3.68]
Total events: 9 (Control), 6 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.80 (P = 0.42)
05 Doxepin
Feighner 1985a E O | 25/78 34/79 —_— 6.30 0.74 [0.49, 1.12] 0
Subtotal (95% Cl) 78 79 - 6.30 0.74 [0.49, 1.12]
Total events: 25 (Control), 34 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
06 Imipramine
Bremner 1994Y O | 2/20 2/20 0.37 1.00 [0.16, 6.42] 0
Claghorn 1996 Y O C 12/50 13/50 —_— 2.42 0.92 [0.47, 1.82] 0
Cohn1985Y O | 8/54 24/54 —_— 4.48 0.33 [0.16, 0.68] 0
Davidson 87 Y O C 0/13 1/14 ¢ 0.27 0.36 [0.02, 8.06] 0
Fabre 1996 Y O | 7/50 9/50 —_— 1.68 0.78 [0.31, 1.93] 0
Feighner 1989a Y O E 13/61 18/58 —_— 3.44 0.69 [0.37, 1.27] 0
Feighner92 Y O | 55/241 85/241 — 15.85 0.65 [0.48, 0.86] 0
Fournier 1997 Y O | 9/54 6/50 —_— 1.16 1.39 [0.53, 3.62] 0
It 1983 Y O E 9/22 7/25 e e 1.22 1.46 [0.65, 3.27] 0
Lydiard 1989 Y O E 1/18 2/18 ¢ 0.37 0.50 [0.05, 5.04] 0
March 1990 Y O | 4/18 3/18 —_— 0.56 1.33 [0.35, 5.13] 0
Norton 1984 Y O E 2/35 0/31 > 0.10 4.44 [0.22, 89.16] 0
Ohrberg 1992 Y O E 10/79 14/80 _— 2.59 0.72 [0.34, 1.53] 0
Schweizerd4 Y O | 12/73 18/73 —_— 3.36 0.67 [0.35, 1.28] 0
Stark 1985Y O | 33/185 52/186 — 9.67 0.64 [0.43, 0.94] 0
Tollefson 1994 Y O | 6/62 27/62 ——— 5.03 0.22 [0.10, 0.50] 0
Vallejo87A Melan YOC 1/17 0/17 » 0.09 3.00 [0.13, 68.84] 0
Subtotal (95% Cl) 1052 1047 ‘ 52.68 0.66 [0.56, 0.77]
Total events: 184 (Control), 281 (TCAs)
Test for heterogeneity: Chi? = 21.68, df = 16 (P = 0.15), I? = 26.2%
Test for overall effect: Z = 5.06 (P < 0.00001)
08 Nortriptyline
Fabre 1991Y O | 17/103 29/102 —_— 5.43 0.58 [0.34, 0.99] 0
Georgotas 86 E O | 2/32 2/28 0.40 0.88 [0.13, 5.81] 0
Subtotal (95% Cl) 135 130 e 5.83 0.60 [0.36, 1.00]
Total events: 19 (Control), 31 (TCAs)
Test for heterogeneity: Chi? = 0.17, df = 1 (P = 0.68), I2 = 0%
Test for overall effect: Z = 1.95 (P = 0.05)
10 Desipramine
Ravindram 1995 Y O E 5/40 9/37 —_— 1.74 0.51 [0.19, 1.39] 0
Swann 1997 Y O | 1/25 0/17 ¢ > 0.11 2.08 [0.09, 48.16] 0
Subtotal (95% Cl) 65 54 1.85 0.61 [0.24, 1.54]
Total events: 6 (Control), 9 (TCAs)
Test for heterogeneity: Chz = 0.70, df = 1 (P = 0.40), 1> = 0%
Test for overall effect: Z = 1.05 (P = 0.29)
11 Amineptine
Dalery 1992 Y O E 5/82 3/87 B ———————— 0.54 1.77 [0.44, 7.17] 0
Ferreri 1989 Y O | 1/31 7/32 —— 1.28 0.15 [0.02, 1.13] 0
Subtotal (95% Cl) 113 119 el 1.83 0.63 [0.24, 1.68]
Total events: 6 (Control), 10 (TCAs)
Test for heterogeneity: Chi? = 4.05, df = 1 (P = 0.04), 12 = 75.3%
Test for overall effect: Z = 0.92 (P = 0.36)
Total (95% Cl) 2323 2243 ‘ 100.00 0.67 [0.59, 0.75]
Total events: 371 (Control), 525 (TCAs)
Test for heterogeneity: Ch? = 45.87, df = 39 (P = 0.21), I = 15.0%
Test for overall effect: Z = 6.68 (P < 0.00001)
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Review: Pharmacology: Antidepressants versus TCAs
Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)

Outcome: 09 Primary care patients leaving the study early due to side effects
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% ClI % 95% Cl Order
01 Amitriptyline
Hutchinson 2 E P E 8/58 6/32 e 35.17 0.74 [0.28, 1.93] 0
Subtotal (95% Cl) 58 32 e 35.17 0.74 [0.28, 1.93]
Total events: 8 (Control), 6 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.62 (P = 0.53)
06 Imipramine
Lecrubie97 Y P | 11/78 10/75 —_—.— 46.37 1.06 [0.48, 2 0
Subtotal (95% Cl) 78 75 i 46.37 1.06 [0.48, 2.
Total events: 11 (Control), 10 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.14 (P = 0.89)
07 Lofepramine
Moon 1996 Y P | 5/70 4/68 _— 18.46 1.21 [0.34, 4 0
Subtotal (95% Cl) 70 68 e 18.46 1.21 [0.34, 4.
Total events: 5 (Control), 4 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.30 (P = 0.76)
Total (95% Cl) 206 175 . 100.00 0.97 [0.56, 1.69]
Total events: 24 (Control), 20 (TCAs)
Test for heterogeneity: Chiz = 0.48, df = 2 (P = 0.79), 12 = 0%
Test for overall effect: Z = 0.10 (P = 0.92)

0.1 02 0.5 1 2 5 10

Favours Control ~ Favours TCAs

Review: Pharmacology: Antidepressants versus TCAs
Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)
Outcome: 10 Inpatients reporting side effects
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category N N 95% Cl % 95% Cl Order
01 Imipramine
Arminen 1992 Y | E 7/25 22/32 _— 12.04 0.41 [0.21, 0.80] 0
Benkert 96 Y | | 59/85 62/82 - 39.39 0.92 [0.76, 1.11] 0
Subtotal (95% Cl) 110 114 <P 51.44 0.80 [0.66, 0.97]
Total events: 66 (Control), 84 (TCAs)
Test for heterogeneity: Ch? = 6.01, df = 1 (P = 0.01), 12 = 83.4%
Test for overall effect: Z = 2.32 (P = 0.02)
03 Dosulepin
Rahman 1991 E | E 15/26 16/26 —— 9.99 0.94 [0.60, 1.47] 0
Subtotal (95% Cl) 26 26 -2 9.99 0.94 [0.60, 1.47]
Total events: 15 (Control), 16 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.28 (P = 0.78)
06 Amitriptyline
Geretsegger %5 E | E 26/44 30/47 —a— 18.11 0.93 [0.67, 1.28] 0
Kuhs 1989 Y | E 9/20 16/20 —_— 9.99 0.56 [0.33, 0.96] 0
Staner 1995 Y | | 14/21 16/19 —_— 10.49 0.79 [0.55, 1.13] 0
Subtotal (95% Cl) 85 86 P 38.58 0.80 [0.64, 1.00]
Total events: 49 (Control), 62 (TCAs)
Test for heterogeneity: Ch? = 2.46, df = 2 (P = 0.29), I2 = 18.7%
Test for overall effect: Z = 2.00 (P = 0.05)
Total (95% Cl) 221 226 . 100.00 0.81 [0.71, 0.93]
Total events: 130 (Control), 162 (TCAs)
Test for heterogeneity: Ch? = 8.60, df = 5 (P = 0.13), 12 = 41.9%
Test for overall effect: Z = 2.97 (P = 0.003)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)
Outcome: 11 Outpatients reporting side effects
Study Control TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Imipramine
Bremner 1994 Y O | 7/20 14/20 —_— 2.22 0.50 [0.26, 0.97] 0
Fabre 1996 Y O | 40/50 44/50 -t 6.96 0.91 [0.77, 1.08] 0
Feighner92 Y O | 211/241 224/241 35.45 0.94 [0.89, 1.00] 0
Tollefson 1994 Y O | 58/62 61/62 9.65 0.95 [0.88, 1.02] 0
Subtotal (95% Cl) 373 373 54.28 0.92 [0.88, 0.97]
Total events: 316 (Control), 343 (TCAs)
Test for heterogeneity: Chiz = 4.56, df = 3 (P = 0.21), 12 = 34.2%
Test for overall effect: Z = 3.17 (P = 0.002)
02 Clomipramine
De Wilde 1983 Y O | 13/21 17/23 —_—s 2.57 0.84 [0.55, 1.27] 0
Noguera 1991 Y O | 22/60 36/60 —_— 5.70 0.61 [0.41, 0.90] 0
Pelicier 1993 E O | 26/41 28/42 —— 4.38 0.95 [0.69, 1.30] 0
Samuelian98 Y O | 43/52 44/50 - 7.10 0.94 [0.80, 1.10] 0
Subtotal (95% Cl) 174 175 < 19.74 0.83 [0.72, 0.97]
Total events: 104 (Control), 125 (TCAs)
Test for heterogeneity: Chiz = 5.19, df = 3 (P = 0.16), 12 = 42.2%
Test for overall effect: Z = 2.42 (P = 0.02)
05 Amineptine
Ferreri 1989 Y O | 9/31 19/32 —_ 2.96 0.49 [0.26, O 0
Subtotal (95% Cl) 31 32 - 2.96 0.49 [0.26, O.
Total events: 9 (Control), 19 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.26 (P = 0.02)
08 Nortriptyline
Fabre 1991 Y O | 74/103 82/102 - 13.04 0.89 [0.77, 1.04] 0
Georgotas 86 E O | 30/32 27/28 - 4.56 0.97 [0.87, 1.09] 0
Subtotal (95% Cl) 135 130 ¢ 17.60 0.91 [0.81, 1.03]
Total events: 104 (Control), 109 (TCAs)
Test for heterogeneity: Chiz = 1.20, df = 1 (P = 0.27), 12 = 16.7%
Test for overall effect: Z = 1.50 (P = 0.13)
09 Desipramine
Ravindram 1995 Y O E 32/40 33/37 -t 5.43 0.90 [0.74, 1 0
Subtotal (95% Cl) 40 37 <& 5.43 0.90 [0.74, 1.
Total events: 32 (Control), 33 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
Total (95% Cl) 753 747 . 100.00 0.89 [0.85, 0.93]
Total events: 565 (Control), 629 (TCAs)
Test for heterogeneity: Chiz = 20.20, df = 11 (P = 0.04), 12 = 45.5%
Test for overall effect: Z = 4.82 (P < 0.00001)
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Review: Pharmacology: Antidepressants versus TCAs

Comparison: 03 TCAs against alternative antidepressants: Tolerability (not TCAs v amitriptyline)
Outcome: 12 Primary care patients reporting side effects
Study Control TCAs RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Imipramine l
Lecrubie97 Y P | 75/78 71/75 41.38 1.02 [0.95, 1.09] 0
Subtotal (95% CI) 78 75 {} 41.38 1.02 [0.95, 1.09]
Total events: 75 (Control), 71 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.44 (P = 0.66)
06 Amitriptyline
Hutchinson 92 E P E 20/58 20/32 —a— 27.06 0.55 [0.35, 0.86] 0
Subtotal (95% Cl) 58 32 ’ 27.06 0.55 [0.35, 0.86]
Total events: 20 (Control), 20 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.62 (P = 0.009)
07 Lofepramine
Moon 1996 Y P | 35/70 32/68 —— 31.56 1.06 [0.75, 1.50] 0
Subtotal (95% CI) 70 68 ’ 31.56 1.06 [0.75, 1.50]
Total events: 35 (Control), 32 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.35 (P = 0.73)
Total (95% ClI) 206 175 ‘ 100.00 0.87 [0.59, 1.29]
Total events: 130 (Control), 123 (TCAs)
Test for heterogeneity: Chiz = 11.26, df = 2 (P = 0.004), 12 = 82.2%
Test for overall effect: Z = 0.68 (P = 0.49)
01 02 05 1 2 5 10

Favours Control ~ Favours TCAs



Atypical depression sub-analyses

Review: Pharmacology: Atypical depression sub-analysis
Comparison: 01 Phenelzine v other antidepressants
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
06 Imipramine/desipramine
Quitkin 1990 Y O | 33/70 84/122 E o 93.87 0.68 [0.52, 0.90] 0
Subtotal (95% Cl) 70 122 <o 93.87 0.68 [0.52, 0.90]
Total events: 33 (Phenelzine), 84 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.70 (P = 0.007)
32 Fluoxetine
Pande 1996 Y O | 3/20 4/20 _ - 6.13 0.75 [0.19, 2 0
Subtotal (95% Cl) 20 20 ——e— 6.13 0.75 [0.19, 2
Total events: 3 (Phenelzine), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
Total (95% Cl) 90 142 <o 100.00 0.69 [0.52, 0.90]
Total events: 36 (Phenelzine), 88 (Control)
Test for heterogeneity: Chi? = 0.02, df = 1 (P = 0.90), 1> = 0%
Test for overall effect: Z = 2.69 (P = 0.007)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 01 Phenelzine v other antidepressants
Outcome: 02 Number of people not achieving remission
Study Phenelzine Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
06 Imipramine/desipramine
Quitkin 1990 Y O | 31/70 83/122 - 70.87 0.65 [0.49, 0.87] 0
Subtotal (95% Cl) 70 122 <P 70.87 0.65 [0.49, 0.87]
Total events: 31 (Phenelzine), 83 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
32 Fluoxetine
Pande 1996 Y O | 6/20 4/20 —_— 29.13 1.50 [0.50, 4.52] 0
Subtotal (95% Cl) 20 20 e 29.13 1.50 [0.50, 4.52]
Total events: 6 (Phenelzine), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
Total (95% Cl) 90 142 - 100.00 0.83 [0.39, 1.75]
Total events: 37 (Phenelzine), 87 (Control)
Test for heterogeneity: Chiz = 2.09, df = 1 (P = 0.15), I = 52.1%
Test for overall effect: Z = 0.49 (P = 0.63)
01 02 0.5 2 5 10
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 01 Phenelzine v other antidepressants
Outcome: 03 Mean end point scores
Study Phenelzine Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
06 Imipramine/desipramine
Quitkin 1990 Y O | 70 8.19(5.63) 122 11.34(5.88) = 60.86 -0.54 [-0.84, -0.24] 0
Subtotal (95% Cl) 70 122 60.86 -0.54 [-0.84, -0.24]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.55 (P = 0.0004)
32 Fluoxetine
Pande 1996 Y O | 20 3.90(3.21) 20 3.70(4.18) —_— 39.14 0.05 [-0.57, 0.67] 0
Subtotal (95% Cl) 20 20 ‘ 39.14 0.05 [-0.57, 0.67]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.17 (P = 0.87)
Total (95% Cl) 90 142 <o 100.00 -0.31 [-0.88, 0.26]
Test for heterogeneity: Chiz = 2.87, df = 1 (P = 0.09), |12 = 65.1%
Test for overall effect: Z = 1.07 (P = 0.29)
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Review: Pharmacology: Atypical depression sub-analysis

Comparison: 01 Phenelzine v other antidepressants

Outcome: 04 Leaving the study early

Study Phenelzine Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% Cl % 95% Cl Order
32 Fluoxetine

Pande 1996 Y O | 2/20 0/20 — 1B » 100.00 5.00 [0.26, 98.00] 0
Subtotal (95% Cl) 20 20 N 100 .00 5.00 [0.26, 98.00]

Total events: 2 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

Total (95% Cl) 20 20 ———sR 1 00.00 5.00 [0.26, 98.00]
Total events: 2 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z = 1.06 (P = 0.29)

01 02 05 1 2 5 10
Favours Phenelzine ~ Favours Control

Review: Pharmacology: Atypical depression sub-analysis
Comparison: 01 Phenelzine v other antidepressants
Outcome: 05 Leaving the study early due to side effects
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
32 Fluoxetine
Pande 1996 Y O | 1/20 0/20 B » 100.00 3.00 [0.13, 69.52] 0
Subtotal (95% CI) 20 20 —— 100 .00 3.00 [0.13, 69.52]

Total events: 1 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

Total (95% Cl) 20 20 — 00 . 00 3.00 [0.13, 69.52]
Total events: 1 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.69 (P = 0.49)
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Review: Pharmacology: Atypical depression sub-analysis

Comparison: 02 Phenelzine v TCAs

Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
06 Imipramine/desipramine
Quitkin 1990 Y O | 33/70 84/122 B 100.00 0.68 [0.52, 0.90] 0
Subtotal (95% Cl) 70 122 <o 100.00 0.68 [0.52, 0.90]
Total events: 33 (Phenelzine), 84 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.70 (P = 0.007)
Total (95% Cl) 70 122 ’ 100.00 0.68 [0.52, 0.90]
Total events: 33 (Phenelzine), 84 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.70 (P = 0.007)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 02 Phenelzine v TCAs
Outcome: 02 Number of people not achieving remission
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
06 Imipramine/desipramine
Quitkin 1990 Y O | 31/70 83/122 B 100.00 0.65 [0.49, 0.87] 0
Subtotal (95% Cl) 70 122 <P 100.00 0.65 [0.49, 0.87]
Total events: 31 (Phenelzine), 83 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
Total (95% Cl) 70 122 ’ 100.00 0.65 [0.49, 0.87]
Total events: 31 (Phenelzine), 83 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 02 Phenelzine v TCAs

Outcome: 03 Mean end point scores
Study Phenelzine WMD (fixed) W eight
or sub-category N Mean (SD) Mean (SD) 95% CI %
06 Imipramine/desipramine

Quitkin 1990 Y O | 70 8.19(5.63) 11.34(5.88 48— 100.00
Subtotal (95% ClI) 70 100.00
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.67 (P = 0.0002)
Total (95% Cl) 70 i 100.00
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.67 (P = 0.0002)
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Review: Pharmacology: Atypical depression sub-analysis

Comparison: 03 Phenelzine v fluoxetine

Outcome: 01 Number of people not achieving at least 50% reduction in depression score

Study Phenelzine RR (fixed) Weight

or sub-category /N 95% Cl %

32 Fluoxetine

Pande 1996 Y O | 3/20 B 100.00
Subtotal (95% Cl) 20 e 100.00
Total events: 3 (Phenelzine), 4 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.41 (P = 0.68)

Total (95% Cl) 20 e 100.00
Total events: 3 (Phenelzine), 4 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.41 (P = 0.68)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 03 Phenelzine v fluoxetine
Outcome: 02 Number of people not achieving remission
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
32 Fluoxetine
Pande 1996 Y O | 6/20 4/20 —— 100.00 1.50 [0.50, 4.52] 0
Subtotal (95% Cl) 20 20 e 100.00 1.50 [0.50, 4.52]
Total events: 6 (Phenelzine), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
Total (95% Cl) 20 20 e 100.00 1.50 [0.50, 4.52]
Total events: 6 (Phenelzine), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 03 Phenelzine v fluoxetine
Qutcome: 03 Mean end point scores
Study Phenelzine Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% Cl Order
32 Fluoxetine
Pande 1996 Y O | 20 3.90(3.21) 20 3.70(4.18) 100.00 0.20 [-2.11, 2.51] 0
Subtotal (95% Cl) 20 20 100.00 0.20 [-2.11, 2.51]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.17 (P = 0.87)
Total (95% ClI) 20 20 100.00 0.20 [-2.11, 2.51]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.17 (P = 0.87)
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Review: Pharmacology: Atypical depression sub-analysis

Comparison: 03 Phenelzine v fluoxetine

Outcome: 04 Leaving the study early

Study Phenelzine Control RR (fixed) Weight RR (fixed)

or sub-category n/N /N 95% Cl % 95% Cl Order
32 Fluoxetine

Pande 1996 Y O | 2/20 0/20 B—> 100.00 5.00 [0.26, 98.00] 0
Subtotal (95% Cl) 20 20 ———N 100 .00 5.00 [0.26, 98.00]

Total events: 2 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

Total (95% CI) 20 20 ————eN 1 00.00 5.00 [0.26, 98.00]
Total events: 2 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z = 1.06 (P = 0.29)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 03 Phenelzine v fluoxetine
Outcome: 05 Leaving the study early due to side effects
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
32 Fluoxetine
Pande 1996 Y O | 1/20 0/20 . $» 100.00 3.00 [0.13, 69.52] 0
Subtotal (95% C1) 20 20 ——mS 100 .00 3.00 [0.13, 69.52]

Total events: 1 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

Total (95% Cl) 20 20 ——mS 100 .00 3.00 [0.13, 69.52]
Total events: 1 (Phenelzine), 0 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.69 (P = 0.49)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 04 Fluoxetine v other antidepressants
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Fluoxetine Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
41 Phenelzine
Pande 1996 Y O | 4/20 3/20 . 100.00 1.33 [0.34, 5.21] 0
Subtotal (95% Cl) 20 20 e 100.00 1.33 [0.34, 5.21]
Total events: 4 (Fluoxetine), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
Total (95% Cl) 20 20 —~—— 100.00 1.33 [0.34, 5.21]
Total events: 4 (Fluoxetine), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 04 Fluoxetine v other antidepressants
Outcome: 02 Number of people not achieving remission
Study Fluoxetine Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
41 Phenelzine
Pande 1996 Y O | 4/20 6/20 —B 100.00 0.67 [0.22, 2.01] 0
Subtotal (95% Cl) 20 20 — 100.00 0.67 [0.22, 2.01]
Total events: 4 (Fluoxetine), 6 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
Total (95% Cl) 20 20 — 100.00 0.67 [0.22, 2.01]
Total events: 4 (Fluoxetine), 6 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 04 Fluoxetine v other antidepressants
Outcome: 03 Mean endpoint scores
Study Fluoxetine Control SMD (random) W eight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
06 Imipramine |

McGrath 2000 Y M | 49 7.70(5.60) 53 5.80(4.80) = 57.58 0.36 [-0.03, 0.75] 0
Subtotal (95% CI) 49 53 S 57.58 0.36 [-0.03, 0.75]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.81 (P = 0.07)
41 Phenelzine

Pande 1996 Y O | 20 -10.20(3.65) 20 -9.20(3.55) = 42.42 -0.27 [-0.90, 0.35] 0
Subtotal (95% CI) 20 20 ‘ 42.42 -0.27 [-0.90, 0.35]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.86 (P = 0.39)
Total (95% Cl) 69 73 o 100.00 0.09 [-0.52, 0.71]
Test for heterogeneity: Chi = 2.86, df = 1 (P = 0.09), 12 = 65.0%
Test for overall effect: Z = 0.30 (P = 0.77)

-10 -5 0 5 10
Favours Fluoxetine  Favours Control

Review: Pharmacology: Atypical depression sub-analysis

Comparison: 04 Fluoxetine v other antidepressants

Outcome: 04 Leaving the study early
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
41 Phenelzine

Pande 1996 Y O | 0/20 2/20 «—B= 100.00 0.20 [0.01, 3.92] 0
Subtotal (95% Cl) 20 20 I 100.00 0.20 [0.01, 3.92]

Total events: 0 (Phenelzine), 2 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.06 (P = 0.29)

Total (95% Cl) 20 20 e — 100.00 0.20 [0.01, 3.92]

Total events: 0 (Phenelzine), 2 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.06 (P = 0.29)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 04 Fluoxetine v other antidepressants
Outcome: 05 Leaving the study early due to side effects
Study Phenelzine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% ClI % 95% ClI Order
41 Phenelzine

Pande 1996 Y O | 0/20 1/20 < . 100.00 0.33 [0.01, 7.72] 0
Subtotal (95% Cl) 20 20 EEE— 100 .00 0.33 [0.01, 7.72]
Total events: 0 (Phenelzine), 1 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
Total (95% Cl) 20 20 EEE— 100 .00 0.33 [0.01, 7.72]
Total events: 0 (Phenelzine), 1 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 05 Fluoxetine v TCAs
Outcome: 01 Mean endpoint scores
Study Fluoxetine Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% Cl 95% ClI Order
06 Imipramine

McGrath 2000 Y M | 49 7.70(5.60) 53 5.80(4.80) —= 100.00 1.90 [-0.13, 3.93) 0
Subtotal (95% Cl) 49 53 o 100.00 1.90 [-0.13, 3.93]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.83 (P = 0.07)
Total (95% Cl) 49 53 o 100.00 1.90 [-0.13, 3.93]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.83 (P = 0.07)
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Review: Pharmacology: Atypical depression sub-analysis

Comparison: 07 TCAs v other antidepressants
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study TCAs Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
41 Phenelzine
Quitkin 1990 Y O | 84/122 33/70 B 100.00 1.46 [1.11, 1.92] 0
Subtotal (95% Cl) 122 70 <P 100.00 1.46 [1.11, 1.92]
Total events: 84 (TCAs), 33 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.70 (P = 0.007)
Total (95% Cl) 122 70 <P 100.00 1.46 [1.11, 1.92]
Total events: 84 (TCAs), 33 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.70 (P = 0.007)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 07 TCAs v other antidepressants
Outcome: 02 Number of people not achieving remission
Study TCAs Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
41 Phenelzine
Quitkin 1990 Y O | 83/122 31/70 B 100.00 1.54 [1.15, 2.05] 0
Subtotal (95% Cl) 122 70 <P 100.00 1.54 [1.15, 2.05]
Total events: 83 (TCAs), 31 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
Total (95% Cl) 122 70 <P 100.00 1.54 [1.15, 2.05]
Total events: 83 (TCAs), 31 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
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Review: Pharmacology: Atypical depression sub-analysis
Comparison: 07 TCAs v other antidepressants

Outcome: 03 Mean endpoint scores
Study TCAs Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
32 Fluoxetine

McGrath 2000 Y M | 53 5.80(4.80) 49 7.70(5.60) = 48.98 -0.36 [-0.75, 0.03] 0
Subtotal (95% Cl) 53 49 <& 48.98 -0.36 [-0.75, 0.03]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.81 (P = 0.07)
41 Phenelzine

Quitkin 1990 Y O | 122 11.34(5.88) 70 8.19(5.63) = 51.02 0.54 [0.24, 0.84] 0
Subtotal (95% Cl) 122 70 <o 51.02 0.54 [0.24, 0.84]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.55 (P = 0.0004)
Total (95% Cl) 175 119 . 100.00 0.10 [-0.79, 0.99]
Test for heterogeneity: Chiz = 12.94, df = 1 (P = 0.0003), |1 = 92.3%
Test for overall effect: Z = 0.22 (P = 0.83)
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Augmentation with a benzodiazepine

Review: Pharmacology: Augmentation with a benzodiazepine
Comparison: 01 Antidepressant + benzodiazepine v antidepressant + placebo: Efficacy
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study AD + Benzo AD + placebo RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% ClI % 95% ClI Order
01 Maprotiline/nortriptyline + flunitrazepam/lormetazepam
Nolen 1993 Y | 24/35 16/18 —a— 37.95 0.77 [0.58, 1.02] 0
Subtotal (95% Cl) 35 18 <P 37.95 0.77 [0.58, 1.02]
Total events: 24 (AD + Benzo), 16 (AD + placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.83 (P = 0.07)
02 Fluoxetine + clonazepam
Smith 1998 Y O 23/41 29/40 —- 52.72 0.77 [0.56, 1.08] 0
Smith 2002 Y O 6/27 5/25 —_— 9.32 1.11 [0.39, 19] 0
Subtotal (95% Cl) 68 65 < 62.05 0.82 [0.59, 1.15]
Total events: 29 (AD + Benzo), 34 (AD + placebo)
Test for heterogeneity: Ch# = 0.45, df = 1 (P = 0.50), 1> = 0%
Test for overall effect: Z = 1.15 (P = 0.25)
Total (95% Cl) 103 83 <P 100.00 0.80 [0.64, 1.01]
Total events: 53 (AD + Benzo), 50 (AD + placebo)
Test for heterogeneity: Ch? = 0.50, df = 2 (P = 0.78), 12 = 0%
Test for overall effect: Z = 1.85 (P = 0.06)
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Review: Pharmacology: Augmentation with a benzodiazepine

Comparison: 01 Antidepressant + benzodiazepine v antidepressant + placebo: Efficacy

Outcome: 02 Number of people not achieving remission

Study AD + Benzo AD + placebo RR (fixed) Weight RR (fixed)

or sub-category /N n/N 95% Cl % 95% Cl Order
01 Fluoxetine + clonazepam

Smith 2002 Y O 10/27 13/25 — B 100.00 0.71 [0.38, 1.32] 0
Subtotal (95% Cl) 217 25 - 100.00 0.71 [0.38, 1.32]

Total events: 10 (AD + Benzo), 13 (AD + placebo)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.07 (P = 0.28)
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Review: Pharmacology: Augmentation with a benzodiazepine
Comparison: 01 Antidepressant + benzodiazepine v antidepressant + placebo: Efficacy
Outcome: 03 Mean endpoint scores
Study AD + Benzo AD + placebo WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI 95% ClI Order
01 Fluoxetine + clonazepam
Smith 2002 Y O 25 8.80(5.73) 25 11.24(6.174 100.00 -2.44 [-5.74, 0.86] 0
Subtotal (95% Cl) 25 25 o 100.00 -2.44 [-5.74, 0.86]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.45 (P = 0.15)
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Review: Pharmacology: Augmentation with a benzodiazepine

Comparison: 02 Antidepressant + benzodiazepine v antidepressant + placebo: Tolerability

Outcome: 01 Leaving the study early

Study AD + Benzo AD + placebo RR (fixed) Weight RR (fixed)

or sub-category /N n/N 95% Cl % 95% Cl Order
Feet 1985Y O 3/21 4/21 = 41.33 .75 [0.19, 2.95] 0
Nolen 1993 Y | 5/35 2/18 = 27.29 .29 [0.28, 5.99] 0
Scharf 1986 Y M 0/10 0/10 Not estimable 0
Smith 1998 Y O 1/41 3/40 ¢ = 31.38 .33 [0.04, 3.00] 0
Total (95% Cl) 107 89 il 100.00 .76 [0.31, 1.89]

Total events: 9 (AD + Benzo), 9 (AD + placebo)

Test for heterogeneity: Ch? = 1.01, df = 2 (P = 0.60), 1> = 0%

Test for overall effect: Z = 0.59 (P = 0.56)
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Review: Pharmacology: Augmentation with a benzodiazepine
Comparison: 02 Antidepressant + benzodiazepine v antidepressant + placebo: Tolerability

Outcome: 02 Leaving the study early due to side effects
Study AD + Benzo AD + placebo RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
Feet 1985Y O 1/21 1/21 ¢ ‘ » 43.09 1.00 [0.07, 14.95] 0
Nolen 1993 Y | 5/35 1/18 = » 56.91 2.57 [0.32, 20.39] 0
Scharf 1986 Y M 0/10 0/10 Not estimable 0
Total (95% Cl) 66 49 ——e— 100 .00 1.89 [0.38, 9.51]
Total events: 6 (AD + Benzo), 2 (AD + placebo)
Test for heterogeneity: Chiz = 0.30, df = 1 (P = 0.59), 1> = 0%
Test for overall effect: Z = 0.78 (P = 0.44)
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Review: Pharmacology: Augmentation with a benzodiazepine
Comparison: 02 Antidepressant + benzodiazepine v antidepressant + placebo: Tolerability
Outcome: 03 Patients reporting side effects
Study AD + Benzo AD + placebo RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
Scharf 1986 Y M 8/10 9/10 100.00 0.89 [0.61, 1.29] 0
Total (95% Cl) 10 10 100.00 0.89 [0.61, 1.29]

Total events: 8 (AD + Benzo), 9 (AD + placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.62 (P = 0.54)
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Augmentation with buspirone

Review: Pharmacology: Refractory depression
Comparison: 01 Patients whose depression has not responded to one adequate trial of an antidepressant
Outcome: 32 Augmentation with buspirone: Leaving the study early
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 SSRI + buspirone v SSRI + placebo
Appelbergd1 Y M 1 7/54 9/54 —B— 100.00 0.78 [0.31, 1.94] 0
Subtotal (95% Cl) 54 54 e 100.00 0.78 [0.31, 1.94]
Total events: 7 (Treatment), 9 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
Total (95% Cl) 54 54 e 100.00 0.78 [0.31, 1.94]
Total events: 7 (Treatment), 9 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
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Review: Pharmacology: Refractory depression
Comparison: 01 Patients whose depression has not responded to one adequate trial of an antidepressant
Outcome: 33 Augmentation with buspirone: Leaving the study early due to side effects
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
01 SSRI + buspirone v SSRI + placebo
Appelbergd1 Y M 1 1/54 0/54 B » 100.00 3.00 [0.12, 72.05] 0
Subtotal (95% Cl) 54 54 ——mm. 100 .00 3.00 [0.12, 72.05]
Total events: 1 (Treatment), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
Total (95% Cl) 54 54 ———— 100 .00 3.00 [0.12, 72.05]
Total events: 1 (Treatment), O (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
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Augmentation with pindolol

Review: Pharmacology: Augmentation with pindolol
Comparison: 01 Efficacy: (SSRI + Pindolol) v (SSRI + placebo)
Outcome: 01 Non-responders at early assessment point (day 10)
Study Pindolol aug Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 SRIs
Perez 1999 Y O | 35/40 35/40 53.85 1.00 [0.85, 1.18] 0
Subtotal (95% Cl) 40 40 53.85 1.00 [0.85, 1.18
Total events: 35 (Pindolol aug), 35 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
34 Paroxetine
Tome 1997 Y O | 27/40 30/40 46.15 0.90 [0.68, 1.19] 0
Subtotal (95% Cl) 40 40 t 46.15 0.90 [0.68, 1.19]
Total events: 27 (Pindolol aug), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.74 (P = 0.46)
Total (95% Cl) 80 80 ’ 100.00 0.95 [0.82, 1.11]
Total events: 62 (Pindolol aug), 65 (Control)
Test for heterogeneity: Chiz = 0.48, df = 1 (P = 0.49), 17 = 0%
Test for overall effect: Z = 0.60 (P = 0.55)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 01 Efficacy: (SSRI + Pindolol) v (SSRI + placebo)

Outcome: 02 Non-responders at late assessment point (days 35/42)
Study Pindolol aug Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl
32 Fluoxetine
Maes 199 Y | | 5/11 11/12 — 20.50 .50 [0.25, 0.97]
Perez 1997 Y P | 14/55 23/56 —a— 44,42 .62 [0.36, 1.07]
Subtotal (95% Cl) 66 68 S 64.92 .58 [0.38, 0.90]
Total events: 19 (Pindolol aug), 34 (Control)
Test for heterogeneity: Chiz = 0.27, df = 1 (P = 0.61), 12 = 0%
Test for overall effect: Z = 2.45 (P = 0.01)
34 Paroxetine
Tome 1997 Y O | 19/40 18/40 35.08 .06 [0.66, 1.69]
Subtotal (95% Cl) 40 40 t 35.08 .06 [0.66, 1.69]
Total events: 19 (Pindolol aug), 18 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.82)
Total (95% Cl) 106 108 <O 100.00 .75 [0.54, 1.03]
Total events: 38 (Pindolol aug), 52 (Control)
Test for heterogeneity: Chiz = 3.94, df = 2 (P = 0.14), 12 = 49.2%
Test for overall effect: Z = 1.80 (P = 0.07)
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Review: Pharmacology: Augmentation with pindolol

Comparison: 01 Efficacy: (SSRI + Pindolol) v (SSRI + placebo)

Outcome: 03 Non-remitters at early assessment point (days 10/14)

Study Pindolol aug Control RR (random) Weight RR (random)

or sub-category /N /N 95% Cl % 95% Cl Order
01 SRIs

Perez 1999 Y O | 36/40 35/40 37.99 1.03 [0.88, 1.20] 0
Subtotal (95% Cl) 40 40 37.99 1.03 [0.88, 1.20

Total events: 36 (Pindolol aug), 35 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.35 (P = 0.72)

34 Paroxetine

Bordet 1998 Y M | 26/50 37/50 —— 34.16 0.70 [0.51, 0.96] 0
Zanardi 1997 Y | | 9/21 19/21 —_— 27.85 0.47 [0.28, 0.79] 0
Subtotal (95% Cl) 71 71 <2 62.01 0.61 [0.42, 0.88]

Total events: 35 (Pindolol aug), 56 (Control)

Test for heterogeneity: Chz = 1.66, df = 1 (P = 0.20), 1> = 39.8%

Test for overall effect: Z = 2.61 (P = 0.009)

Total (95% Cl) 111 111 . 100.00 0.73 [0.44, 1.20]

Total events: 71 (Pindolol aug), 91 (Control)

Test for heterogeneity: Ch? = 16.09, df = 2 (P = 0.0003), 12 = 87.6%

Test for overall effect: Z = 1.25 (P = 0.21)
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Review: Pharmacology: Augmentation with pindolol

Comparison: 01 Efficacy: (SSRI + Pindolol) v (SSRI + placebo)
Outcome: 04 Non-remitters at late assessment point (days 21/28/42)
Study Pindolol aug Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
32 Fluoxetine
Perez 1997 Y P | 22/55 31/56 —. 49.77 .72 [0.48, 1.08) 0
Subtotal (95% Cl) 55 56 S 49.77 .72 [0.48, 1.08]
Total events: 22 (Pindolol aug), 31 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.59 (P = 0.11)
34 Paroxetine
Bordet 1998 Y M | 19/50 20/50 32.40 .95 [0.58, 1.55] 0
Zanardi 1997 Y | | 4/21 11/21 D S— 17.82 .36 [0.14, 0.96] 0
Subtotal (95% Cl) 71 71 50.23 .74 [0.48, 1.14)
Total events: 23 (Pindolol aug), 31 (Control)
Test for heterogeneity: Chi? = 3.05, df = 1 (P = 0.08), I = 67.2%
Test for overall effect: Z = 1.35 (P = 0.18)
Total (95% Cl) 126 127 <P 100.00 .73 [0.55, 0.98]
Total events: 45 (Pindolol aug), 62 (Control)
Test for heterogeneity: Chiz = 3.08, df = 2 (P = 0.21), I> = 35.1%
Test for overall effect: Z = 2.07 (P = 0.04)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 01 Efficacy: (SSRI + Pindolol) v (SSRI + placebo)

Outcome: 05 Mean scores at early assessment point (day 10)
Study Pindolol aug Control SMD (random) W eight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% Cl % 95% Cl Order
01 SRIs
Perez 1999 Y O | 40 17.30(5.70) 40 15.70(6.00) 1= 33.72 0.27 [-0.17, 0.71] 0
Subtotal (95% CI) 40 40 o 33.72 0.27 [-0.17, 0.71]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.21 (P = 0.23)
34 Paroxetine
Bordet 1998 Y M | 46 11.70(6.40) 46 14.70(6.80) —=— 34.49 -0.45 [-0.86, -0.04] 0
Tome 1997 Y O | 31 16.38(9.32) 34 23.29(9.03) —a— 31.79 -0.74 [-1.25, -0.24] 0
Subtotal (95% CI) 77 80 <& 66.28 -0.57 [-0.89, -0.25]
Test for heterogeneity: Chiz = 0.78, df = 1 (P = 0.38), 12 = 0%
Test for overall effect: Z = 3.48 (P = 0.0005)
Total (95% CI) 117 120 ‘ 100.00 -0.30 [-0.88, 0.28]
Test for heterogeneity: Chiz = 9.92, df = 2 (P = 0.007), 12 = 79.8%
Test for overall effect: Z = 1.02 (P = 0.31)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 01 Efficacy: (SSRI + Pindolol) v (SSRI + placebo)
Outcome: 06 Mean scores at late assessment point (days 21/35/42)
Study Pindolol aug Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% Cl Order
32 Fluoxetine
Maes 1999 Y | | 10 -10.60(6.90) 11 -2.00(7.50) 6.31 -1.14 [-2.08, -0.20] 0
Perez 1997 Y P | 55 -13.50(5.60) 56 -11.20(7.80) - 39.58 -0.34 [-0.71, 0.04] 0
Subtotal (95% Cl) 65 67 < 45.89 -0.45 [-0.80, -0.10]
Test for heterogeneity: Chiz = 2.45, df = 1 (P = 0.12), 1> = 59.2%
Test for overall effect: Z = 2.52 (P = 0.01)
34 Paroxetine
Bordet 1998 Y M | 42 7.70(7.13) 45 8.20(8.05) —a— 31.42 -0.07 [-0.49, 0.36] 0
Tome 1997 Y O | 30 11.66(12.50) 33 13.27(10.07) 22.68 -0.14 [-0.64, 0.35] 0
Subtotal (95% Cl) 72 78 54.11 -0.10 [-0.42, 0.22]
Test for heterogeneity: Chi# = 0.05, df = 1 (P = 0.82), 1> = 0%
Test for overall effect: Z = 0.59 (P = 0.55)
Total (95% CI) 137 145 ‘I 100.00 -0.26 [-0.49, -0.02]
Test for heterogeneity: Chiz = 4.61, df = 3 (P = 0.20), 1> = 34.9%
Test for overall effect: Z = 2.14 (P = 0.03)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 02 Tolerability: (SSRI + Pindolol) v (SSRI + placebo)

Outcome: 01 Leaving the study early

Study Pindolol aug Control RR (fixed) Weight RR (fixed)

or sub-category /N n/N 95% Cl % 95% Cl Order
32 Fluoxetine

Perez 1997 Y P | 9/55 13/56 —_—r 38.02 0.70 [0.33, 1.51] 0
Subtotal (95% Cl) 55 56 —l— 38.02 0.70 [0.33, 1.51]

Total events: 9 (Pindolol aug), 13 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.90 (P = 0.37)

34 Paroxetine

Bordet 1998 Y M | 10/50 10/50 —s 29.51 1.00 [0.46, 2.19] 0
Tome 1997 Y O | 8/40 11/40 — 32.46 0.73 [0.33, 1.62] 0
Zanardi 1997 Y | | 0/21 0/21 Not estimable 0
Subtotal (95% Cl) 111 111 e 61.98 0.86 [0.49, 1.50]

Total events: 18 (Pindolol aug), 21 (Control)
Test for heterogeneity: Ch? = 0.31, df = 1 (P = 0.58), 1> = 0%
Test for overall effect: Z = 0.54 (P = 0.59)

Total (95% Cl) 166 167 £ 100.00 0.80 [0.51, 1.25]
Total events: 27 (Pindolol aug), 34 (Control)
Test for heterogeneity: Ch? = 0.47, df = 2 (P = 0.79), 1> = 0%
Test for overall effect: Z = 0.98 (P = 0.33)
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Review: Pharmacology: Augmentation with pindolol

Comparison: 02 Tolerability: (SSRI + Pindolol) v (SSRI + placebo)
Outcome: 02 Leaving the study early due to side effects
Study Pindolol aug Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
32 Fluoxetine
Perez 1997 Y P | 5/55 1/56 = » 16.54 .09 [0.61, 42.18] 0
Subtotal (95% Cl) 55 56 ——eeR 16.5¢ .09 [0.61, 42.18]
Total events: 5 (Pindolol aug), 1 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.51 (P = 0.13)
34 Paroxetine
Bordet 1998 Y M | 2/50 3/50 = 50.08 .67 [0.12, 3.82] 0
Tome 1997 Y O | 2/40 2/40 33.38 .00 [0.15, 6.76] 0
Zanardi 1997 Y | | 0/21 0/21 Not estimable 0
Subtotal (95% CI) 111 111 83.46 .80 [0.22, 2.88]
Total events: 4 (Pindolol aug), 5 (Control)
Test for heterogeneity: Chiz = 0.09, df = 1 (P = 0.76), 1> = 0%
Test for overall effect: Z = 0.34 (P = 0.73)
Total (95% Cl) 166 167 e 100.00 .51 [0.55, 4.14]
Total events: 9 (Pindolol aug), 6 (Control)
Test for heterogeneity: Chiz = 2.29, df = 2 (P = 0.32), 12 = 12.7%
Test for overall effect: Z = 0.80 (P = 0.42)
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Review: Pharmacology: Augmentation with pindolol

Comparison: 03 Efficacy: (SSRI + Pindolol) v (SSRI + placebo). Studies providing both early and late assessment outcomes
Outcome: 01 Non-responders at early assessment point
Study Pindolol aug Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% ClI % 95% ClI Order
34 Paroxetine
Tome 1997 Y O | 27/40 30/40 100.00 0.90 [0.68, 1.19] 0
Subtotal (95% ClI) 40 40 100.00 0.90 [0.68, 1.19]
Total events: 27 (Pindolol aug), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.74 (P = 0.46)
Total (95% Cl) 40 40 <P 100.00 0.90 [0.68, 1.19]
Total events: 27 (Pindolol aug), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.74 (P = 0.46)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 03 Efficacy: (SSRI + Pindolol) v (SSRI + placebo). Studies providing both early and late assessment outcomes
Outcome: 02 Non-responders at late assessment point
Study Pindolol aug Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
34 Paroxetine
Tome 1997 Y O | 19/40 18/40 100.00 1.06 [0.66, 1.69] 0
Subtotal (95% Cl) 40 40 100.00 1.06 [0.66, 1.69]
Total events: 19 (Pindolol aug), 18 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.82)
Total (95% Cl) 40 40 e 100.00 1.06 [0.66, 1.69]
Total events: 19 (Pindolol aug), 18 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.82)
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Review: Pharmacology: Augmentation with pindolol

Comparison: 03 Efficacy: (SSRI + Pindolol) v (SSRI + placebo). Studies providing both early and late assessment outcomes

Outcome: 03 Non-remitters at early assessment point
Study Pindolol aug Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
34 Paroxetine
Bordet 1998 Y M | 26/50 37/50 —— 66.07 .70 [0.51, 0.96] 0
Zanardi 1997 Y | | 9/21 19/21 —. 33.93 .47 [0.28, 0.79] 0
Subtotal (95% Cl) 71 71 <o 100.00 .63 [0.48, 0.82]
Total events: 35 (Pindolol aug), 56 (Control)
Test for heterogeneity: Chz = 1.66, df = 1 (P = 0.20), 1> = 39.8%
Test for overall effect: Z = 3.46 (P = 0.0005)
Total (95% Cl) 71 71 <o 100.00 .63 [0.48, 0.82]
Total events: 35 (Pindolol aug), 56 (Control)
Test for heterogeneity: Chiz = 1.66, df = 1 (P = 0.20), 1> = 39.8%
Test for overall effect: Z = 3.46 (P = 0.0005)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 03 Efficacy: (SSRI + Pindolol) v (SSRI + placebo). Studies providing both early and late assessment outcomes
Outcome: 04 Non-remitters at late assessment point
Study Pindolol aug Control RR (random) Weight RR (random)
or sub-category /N n/N 95% ClI % 95% ClI Order
34 Paroxetine
Bordet 1998 Y M | 19/50 20/50 59.75 0.95 [0.58, 1.55] 0
Zanardi 1997 Y | | 4/21 11/21 —_— 40.25 0.36 [0.14, 0.96] 0
Subtotal (95% Cl) 71 71 100.00 0.65 [0.25, 1.64]
Total events: 23 (Pindolol aug), 31 (Control)
Test for heterogeneity: Chi? = 3.05, df = 1 (P = 0.08), 12 = 67.2%
Test for overall effect: Z = 0.92 (P = 0.36)
Total (95% ClI) 71 71 -l 100.00 0.65 [0.25, 1.64]
Total events: 23 (Pindolol aug), 31 (Control)
Test for heterogeneity: Chiz = 3.05, df = 1 (P = 0.08), 12 = 67.2%
Test for overall effect: Z = 0.92 (P = 0.36)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 03 Efficacy: (SSRI + Pindolol) v (SSRI + placebo). Studies providing both early and late assessment outcomes
Outcome: 05 Mean scores at early assessment point
Study Pindolol aug Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
34 Paroxetine

Bordet 1998 Y M | 46 11.70(6.40) 46 14.70(6.80) = 59.73 -0.45 [-0.86, -0.04] 0

Tome 1997 Y O | 31 16.38(9.32) 34 23.29(9.03) —- 40.27 -0.74 [-1.25, -0.24] 0
Subtotal (95% Cl) 77 80 <& 100.00 -0.57 [-0.89, -0.25]
Test for heterogeneity: Chi# = 0.78, df = 1 (P = 0.38), 12 = 0%
Test for overall effect: Z = 3.48 (P = 0.0005)
Total (95% Cl) 77 80 <& 100.00 -0.57 [-0.89, -0.25]
Test for heterogeneity: Chiz = 0.78, df = 1 (P = 0.38), 12 = 0%
Test for overall effect: Z = 3.48 (P = 0.0005)
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Review: Pharmacology: Augmentation with pindolol
Comparison: 03 Efficacy: (SSRI + Pindolol) v (SSRI + placebo). Studies providing both early and late assessment outcomes
Outcome: 06 Mean scores at late assessment point
Study Pindolol aug Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% CI Order
34 Paroxetine

Bordet 1998 Y M | 42 7.70(7.13) 45 8.20(8.05) —— 58.08 -0.07 [-0.49, .36] 0

Tome 1997 Y O | 30 11.66(12.50) 33 13.27(10.07) 41.92 -0.14 [-0.64, .35] 0
Subtotal (95% CI) 72 78 100.00 -0.10 [-0.42, .22]
Test for heterogeneity: Chi? = 0.05, df = 1 (P = 0.82), 1> = 0%
Test for overall effect: Z = 0.59 (P = 0.55)
Total (95% CI) 72 78 100.00 -0.10 [-0.42, 0.22]
Test for heterogeneity: Chi? = 0.05, df = 1 (P = 0.82), 1> = 0%
Test for overall effect: Z = 0.59 (P = 0.55)
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Review: Pharmacology: Refractory depression

Comparison: 02 Patients with treatment resistant depression

Outcome: 06 Augmentation with pindolol: Non-remitters at early assessment point (days 10/14)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category /N /N 95% ClI % 95% ClI Order
01 SRIs + pindolol v SRIs + placebo

Perez 1999 Y O 2 36/40 35/40 100.00 1.03 [0.88, 1.20] 0
Subtotal (95% ClI) 40 40 100.00 1.03 [0.88, 1.20]

Total events: 36 (Treatment), 35 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.35 (P = 0.72)

Total (95% Cl) 40 40 X 2 100.00 1.03 [0.88, 1.20]
Total events: 36 (Treatment), 35 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.35 (P = 0.72)
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Review: Pharmacology: Refractory depression
Comparison: 02 Patients with treatment resistant depression
Outcome: 07 Augmentation with pindolol: Mean score at early assessment point (day 10)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 SRIs + pindolol v SRIs + placebo
Perez 1999 Y O 2 40 17.30(5.70) 40 15.70(6.00) » 100.00 1.60 [-0.96, 4.16] 0
Subtotal (95% Cl) 40 40 ——e N 1 00 . 00 1.60 [-0.96, 4.16]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

Total (95% Cl) 40 40 ——e N 1 00 . 00 1.60 [-0.96, 4.16]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)
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Augmentation with triiodothyronine (T3)

Review: Pharmacology: Refractory depression
Comparison: 01 Patients whose depression has not responded to one adequate trial of an antidepressant
Outcome: 25 Augmentation with T3: Number of people not achieving at least 50% reduction in depression
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
01 Antidepressant + T3 versus antidepressant + placebo
Joffe1993A 1 7/17 13/16 — B 100.00 0.51 [0.27, 0.94] 0
Subtotal (95% Cl) 17 16 ‘ 100.00 0.51 [0.27, 0.94]
Total events: 7 (Treatment), 13 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.17 (P = 0.03)
Total (95% Cl) 17 16 - 100.00 0.51 [0.27, 0.94]
Total events: 7 (Treatment), 13 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.17 (P = 0.03)
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Review: Pharmacology: Refractory depression
Comparison: 01 Patients whose depression has not responded to one adequate trial of an antidepressant
Outcome: 26 Augmentation with T3: Mean endpoint scores
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 Antidepressant + T3 versus antidepressant + placebo
Joffe1993A 1 17 11.00(6.40) 16 14.90(8.00) < 100.00 -3.90 [-8.86, 1.06] 0
Subtotal (95% Cl) 17 16 E—— 100.00 -3.90 [-8.86, 1.06]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.54 (P = 0.12)
Total (95% Cl) 17 16 EE— 100.00 -3.90 [-8.86, 1.06]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.54 (P = 0.12)
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Duloxetine

Dul.01 to 02. Duloxetine versus placebo - acute phase

Dul.01.01. Acute phase: duloxetine versus placebo by dose — mean change scores

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 01 Mean change scores at endpoint - data for doses above licensed dose (60 mg)
Study Treatment Control WMD (random) W eight WMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
0160 mg
BRANNAN2005A 60 132 -10.85(7.93) 136 -10.27(7.81) —_— 17.45 -0.58 [-2.46, 1.30] 0
DETKE2002 60 123 -10.46(7.87) 136 -8.29(7.81) — 17.08 -2.17 [-4.08, -0.26] 0
DETKE2002a 60 121 -10.91(7.70) 115 -6.05(7.40) —_— 16.90 -4.86 [-6.79, -2.93] 0
NIERENBERG2007B 60 273 -7.61(6.94) 137 -5.97(6.79) —8—| 25.79 -1.64 [-3.04, -0.24) 0
RASKIN2007 60 201 -6.49(6.80) 102 -3.72(6.36) — 22.78 -2.77 [-4.32, -1.22] 0
Subtotal (95% CI) 850 626 <o 100.00 -2.38 [-3.66, -1.09]
Test for heterogeneity: Chi* = 11.20, df = 4 (P = 0.02), I* = 64.3%
Test for overall effect: Z = 3.63 (P = 0.0003)
02 Sensitivity analysis: 60 mg
BRANNAN2005A 60 132 -10.85(7.93) 136 -10.27(7.81) —_— 21.00 -0.58 [-2.46, 1.30] 0
DETKE2002 60 123 -10.46(7.87) 136 -8.29(7.81) —— 20.56 -2.17 [-4.08, -0.26] 0
NIERENBERG2007B 60 273 -7.61(6.94) 137 -5.97(6.79) —8— 31.03 -1.64 [-3.04, -0.24) 0
RASKIN2007 60 201 -6.49(6.80) 102 -3.72(6.36) —— 27.42 -2.77 [-4.32, -1.22] 0
Subtotal (95% ClI) 729 511 ’ 100.00 -1.85 [-2.71, -0.98]
Test for heterogeneity: Chiz = 3.29, df = 3 (P = 0.35), 12 = 8.8%
Test for overall effect: Z = 4.19 (P < 0.0001)
03 80 mg
DETKE2004 80 120 93 -11.00(4.82) 93 -8.80(4.82) —— 31.63 -2.20 [-3.59, -0.81] 0
EL HMAT-A 40, 80 prx 81 -6.31(6.30) 89 -4.78(6.42) — 20.61 -1.53 [-3.44, 0.38] 0
GOLDSTEIN2004 40 80 86 -8.61(7.51) 88 -4.99(7.60) — 16.16 -3.62 [-5.87, -1.37] 0
PERAHIA2006B 80 120 93 -12.10(4.82) 99 -10.80(4.98) — 31.60 -1.30 [-2.69, 0.09] 0
Subtotal (95% Cl) 353 369 <& 100.00 -1.97 [-2.83, -1.11]
Test for heterogeneity: Chi* = 3.28, df = 3 (P = 0.35), 1> = 8.5%
Test for overall effect: Z = 4.50 (P < 0.00001)
04 120 mg
DETKE2004 80 120 93 -12.10(4.82) 93 -8.80(4.82) —a— 41.66 -3.30 [-4.69, -1.91] 0
GOLDSTEIN2002 120 66 -9.73(6.74) 68 -6.61(8.56) —_— 16.72 -3.12 [-5.72, -0.52] 0
PERAHIA2006B 80 120 102 -12.40(5.05) 99 -10.80(4.98) —8— 41.62 -1.60 [-2.99, -0.21] 0
Subtotal (95% Cl) 261 260 <o 100.00 -2.57 [-3.77, -1.37]
Test for heterogeneity: Chiz = 3.11, df = 2 (P = 0.21), 12 = 35.7%
Test for overall effect: Z = 4.19 (P < 0.0001)
05 40 mg - 120 mg
EL HMAQ-B 40-120 81 -8.00(6.75) 72 -7.10(6.96) —_— 100.00 -0.90 [-3.08, 1.28] 0
Subtotal (95% CI) 81 72 P 100.00 -0.90 [-3.08, 1.28]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.81 (P = 0.42)
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Dul.01.02. Acute phase: duloxetine versus placebo — mean change scores

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 02 Mean change scores at endpoint - overall
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
0160 mg
BRANNAN2005A 60 132 -10.85(7.93) 136 -10.27(7.81) —_— 8.40 -0.58 [-2.46, 1.30] 0
DETKE2002 60 123 -10.46(7.87) 136 -8.29(7.81) —_— 8.16 -2.17 [-4.08, -0.26] 0
NIERENBERG2007B 60 273 -7.61(6.94) 137 -5.97(6.79) — 15.15 -1.64 [-3.04, -0.24] 0
RASKIN2007 60 201 -6.49(6.80) 102 -3.72(6.36) —_—— 12.41 -2.77 [-4.32, -1.22] 0
Subtotal (95% Cl) 729 511 ’ 44.13 -1.85 [-2.68, -1.03]
Test for heterogeneity: Chi* = 3.29, df = 3 (P = 0.35), 1> = 8.8%
Test for overall effect: Z = 4.42 (P < 0.0001)
02 80 mg
DETKE2004 80 120 93 -11.00(4.82) 93 -8.80(4.82) —— 15.56 -2.20 [-3.59, -0.81] 0
EL HMAT-A 40, 80 prx 81 -6.31(6.30) 89 -4.78(6.42) —_— 8.16 -1.53 [-3.44, 0.38] 0
GOLDSTEIN2004 40 80 86 -8.61(7.51) 88 -4.99(7.60) 5.92 -3.62 [-5.87, -1.37] 0
PERAHIA2006B 80 120 93 -12.10(4.82) 99 -10.80(4.98) — 15.54 -1.30 [-2.69, 0.09] 0
Subtotal (95% CI) 353 369 <& 45.18 -1.96 [-2.77, -1.14]
Test for heterogeneity: Chi? = 3.28, df = 3 (P = 0.35), 12 = 8.5%
Test for overall effect: Z = 4.71 (P < 0.00001)
03 120 mg
GOLDSTEIN2002 120 66 -9.73(6.74) 68 -6.61(8.56) —_— 4.40 -3.12 [-5.72, -0.52] 0
Subtotal (95% CI) 66 68 - 4.40 -3.12 [-5.72, -0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.35 (P = 0.02)
04 40 mg - 120 mg
EL HMAQ-B 40-120 81 -8.00(6.75) 72 -7.10(6.96) —_— 6.29 -0.90 [-3.08, 1.28] 0
Subtotal (95% Cl) 81 72 P 6.29 -0.90 [-3.08, 1.28]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.81 (P = 0.42)
Total (95% CI) 1229 1020 '3 100.00 -1.90 [-2.44, -1.35]
Test for heterogeneity: Chiz = 8.25, df = 9 (P = 0.51), 12 = 0%
Test for overall effect: Z = 6.80 (P < 0.00001)
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Dul.01.03. Acute phase: duloxetine versus placebo by dose — non-response

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 03 Non-response - data for doses above licensed dose (60 mg)
Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
0160 mg
BRANNAN2005A 60 86/141 87/141 - 15.41 0.99 [0.82, 1.19] 0
BRECHT 2007 60 82/162 114/165 - 15.63 0.73 [0.61, 0.88] 0
DETKE2002 60 64/128 90/139 - 12.94 0.77 [0.62, 0.95] 0
DETKE2002a 60 69/123 96/122 —-— 15.79 0.71 [0.59, 0.85] 0
NIERENBERG2007B 60 156/273 93/137 - 18.95 0.84 [0.72, 0.98] 0
RASKIN2007 60 132/207 85/104 - 21.28 0.78 [0.68, 0.89] 0
Subtotal (95% ClI) 1034 808 ’ 100.00 0.80 [0.73, 0.88]
Total events: 589 (Treatment), 565 (Control)
Test for heterogeneity: Chiz = 8.10, df = 5 (P = 0.15), 1> = 38.3%
Test for overall effect: Z = 4.87 (P < 0.00001)
02 80 mg
DETKE2004 80 120 61/188 52/93 —- 20.71 0.58 [0.44, 0.76] 0
EL HMAT-A 40, 80 prx 61/91 66/90 - 34.52 0.91 [0.76, 1.11] 0
GOLDSTEIN2004 40 80 47/91 63/89 - 25.35 0.73 [0.57, 0.93] 0
PERAHIA2006B 80 120 66/196 47/99 — 19.42 0.71 [0.53, 0.94] 0
Subtotal (95% Cl) 566 371 <& 100.00 0.74 [0.60, 0.90]
Total events: 235 (Treatment), 228 (Control)
Test for heterogeneity: Chiz = 8.03, df = 3 (P = 0.05), 12 = 62.7%
Test for overall effect: Z = 3.02 (P = 0.003)
03 120 mg
GOLDSTEIN2002 120 38/70 45/70 100.00 0.84 [0.64, 1.11] 0
Subtotal (95% Cl) 70 70 ﬁ 100.00 0.84 [0.64, 1.11]
Total events: 38 (Treatment), 45 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.20 (P = 0.23)
04 40 mg - 120 mg
EL HMAQ-B 40-120 42/82 54/717 B 100.00 0.73 [0.57, 0.94] 0
Subtotal (95% Cl) 82 717 <o 100.00 0.73 [0.57, 0.94
Total events: 42 (Treatment), 54 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.40 (P = 0.02)
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Dul.01.04. Acute phase: duloxetine versus placebo — non-response

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 04 Non-response - overall
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N n/N 95% Cl % 95% Cl Order
0160 mg
BRANNAN2005A 60 86/141 87/141 - 8.86 0.99 [0.82, 1.19] 0
BRECHT2007 60 82/162 114/165 - 11.50 0.73 [0.61, 0.88] 0
DETKE2002 60 64/128 90/139 —-— 8.78 0.77 [0.62, 0.95] 0
DETKE2002a 60 69/123 96/122 - 9.81 0.71 [0.59, 0.85] 0
NIERENBERG2007B 60 156/273 93/137 - 12.61 0.84 [0.72, 0.98] 0
RASKIN2007 60 132/207 85/104 - 11.52 0.78 [0.68, 0.89] 0
Subtotal (95% Cl) 1034 808 . 63.07 0.80 [0.75, 0.86]
Total events: 589 (Treatment), 565 (Control)
Test for heterogeneity: Chiz = 8.10, df = 5 (P = 0.15), I = 38.3%
Test for overall effect: Z = 6.12 (P < 0.00001)
02 80 mg (+120 mg where studies with >1 arm)
DETKE2004 80 120 61/188 52/93 —-— 7.08 0.58 [0.44, 0.76] 0
EL HMAT-A 40, 80 prx 61/91 66/90 - 6.76 0.91 [0.76, 1.11] 0
GOLDSTEIN2004 40 80 47/91 63/89 — 6.48 0.73 [0.57, 0.93] 0
PERAHIA2006B 80 120 66/196 47/99 — 6.36 0.71 [0.53, 0.94] 0
Subtotal (95% Cl) 566 371 ’ 26.68 0.73 [0.65, 0.83]
Total events: 235 (Treatment), 228 (Control)
Test for heterogeneity: Chiz = 8.03, df = 3 (P = 0.05), 12 = 62.7%
Test for overall effect: Z = 5.00 (P < 0.00001)
03 120 mg
GOLDSTEIN2002 120 38/70 45/70 — 4.58 0.84 [0.64, 1. 0
Subtotal (95% Cl) 70 70 <& 4.58 0.84 [0.64, 1.11]
Total events: 38 (Treatment), 45 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.20 (P = 0.23)
04 40 mg - 120 mg
EL HMAQ-B 40-120 42/82 54/77 — 5.67 0.73 [0.57, 0.94] 0
Subtotal (95% Cl) 82 77 <P 5.67 0.73 [0.57, 0.94]
Total events: 42 (Treatment), 54 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.40 (P = 0.02)
Total (95% Cl) 1752 1326 ’ 100.00 0.78 [0.74, 0.83]
Total events: 904 (Treatment), 892 (Control)
Test for heterogeneity: Chiz = 17.02, df = 11 (P = 0.11), 12 = 35.4%
Test for overall effect: Z = 8.29 (P < 0.00001)
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Dul.01.05. Acute phase: duloxetine versus placebo by dose — non-remission

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 05 Non-remission - data for doses above licensed dose (60 mg)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% ClI % 95% Cl Order
01 60 mg
BRANNAN2005A 60 111/141 108/141 - 15.78 1.03 [0.91, 1.16] 0
BRECHT2007 60 86/162 119/165 - 17.22 0.74 [0.62, 0.88] 0
DETKE2002 60 87/128 106/139 - 14.85 0.89 [0.77, 1.04] 0
DETKE2002a 60 86/123 105/122 - 15.40 0.81 [0.71, 0.93] 0
NIERENBERG2007B 60 172/273 100/137 - 19.45 0.86 [0.75, 0.99] 0
RASKIN2007 60 152/207 89/104 - 17.31 0.86 [0.77, 0.96] 0
Subtotal (95% Cl) 1034 808 . 100.00 0.86 [0.81, 0.91]
Total events: 694 (Treatment), 627 (Control)
Test for heterogeneity: Chiz = 11.67, df = 5 (P = 0.04), |12 = 57.2%
Test for overall effect: Z = 5.08 (P < 0.00001)
02 Sensitivity analysis: 60 mg
BRECHT2007 60 86/162 119/165 - 20.45 0.74 [0.62, 0.88] 0
DETKE2002 60 87/128 106/139 - 17.63 0.89 [0.77, 1.04] 0
DETKE2002a 60 86/123 105/122 - 18.28 0.81 [0.71, 0.93] 0
NIERENBERG2007B 60 172/273 100/137 - 23.10 0.86 [0.75, 0.99] 0
RASKIN2007 60 152/207 89/104 & 20.55 0.86 [0.77, 0.96] 0
Subtotal (95% Cl) 893 667 ' 100.00 0.83 [0.78, 0.89]
Total events: 583 (Treatment), 519 (Control)
Test for heterogeneity: Chi = 3.41, dof = 4 (P = 0.49), 12 = 0%
Test for overall effect: Z = 5.66 (P < 0.00001)
03 80 mg
DETKE2004 80 120 52/95 65/93 —a— 24.99 0.78 [0.62, 0.98] 0
EL HMAT-A 40, 80 prx 61/84 72/90 - 26.45 0.91 [0.77, 1.07] 0
GOLDSTEIN2004 40 80 48/91 63/89 —-— 24.23 0.75 [0.59, 0.94] 0
PERAHIA2006B 80 120 52/93 66/99 —-— 24.33 0.84 [0.67, 1.05] 0
Subtotal (95% Cl) 363 371 3 100.00 0.82 [0.74, 0.91]
Total events: 213 (Treatment), 266 (Control)
Test for heterogeneity: Chi?2 = 2.25, df = 3 (P = 0.52), 12 = 0%
Test for overall effect: Z = 3.65 (P = 0.0003)
04 40 mg - 120 mg
EL HMAQ-B 40-120 50/82 54/77 100.00 0.87 [0.69, 1.09] 0
Subtotal (95% Cl) 82 77 ﬁ 100.00 0.87 [0.69, 1.09]
Total events: 50 (Treatment), 54 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.21 (P = 0.23)
05 120 mg
DETKE2004 80 120 45/93 65/93 —a— 35.27 0.69 [0.54, 0.89] 0
GOLDSTEIN2002 120 42/70 52/70 —a 28.21 0.81 [0.64, 1.02] 0
PERAHIA2006B 80 120 62/103 66/99 -8 36.52 0.90 [0.73, 1.11] 0
Subtotal (95% Cl) 266 262 ’ 100.00 0.80 [0.70, 0.92]
Total events: 149 (Treatment), 183 (Control)
Test for heterogeneity: Chi? = 2.57, df = 2 (P = 0.28), 12 = 22.3%
Test for overall effect: Z = 3.25 (P = 0.001)
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Dul.01.06. Acute phase: duloxetine versus placebo — non-remission

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 06 Non-remission - overall
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
0160 mg
BRECHT 2007 60 86/162 119/165 - 11.88 0.74 [0.62, 0.88] 0
DETKE2002 60 87/128 106/139 - 10.24 0.89 [0.77, 1.04] 0
DETKE2002a 60 86/123 105/122 - 10.63 0.81 [0.71, 0.93] 0
NIERENBERG2007B 60 172/273 100/137 - 13.42 0.86 [0.75, 0.99] 0
RASKIN2007 60 152/207 89/104 - 11.94 0.86 [0.77, 0.96] 0
Subtotal (95% CI) 893 667 . 58.11 0.83 [0.78, 0.89]
Total events: 583 (Treatment), 519 (Control)
Test for heterogeneity: Chiz = 3.41, df = 4 (P = 0.49), I = 0%
Test for overall effect: Z = 5.66 (P < 0.00001)
02 80 mg (+120 mg where studies with >1 arm)
DETKE2004 80 120 97/188 65/93 —-— 8.77 0.74 [0.61, 0.89] 0
EL HMAT-A 40, 80 prx 61/84 72/90 =t 7.01 0.91 [0.77, 1.07] 0
GOLDSTEIN2004 40 80 48/91 63/89 —- 6.42 0.75 [0.59, 0.94] 0
PERAHIA2006B 80 120 114/196 66/99 - 8.84 0.87 [0.73, 1.05] 0
Subtotal (95% Cl) 559 371 ¢ 31.03 0.82 [0.74, 0.90]
Total events: 320 (Treatment), 266 (Control)
Test for heterogeneity: Chiz = 3.69, df = 3 (P = 0.30), 1> = 18.6%
Test for overall effect: Z = 4.12 (P < 0.0001)
03 40 mg - 120 mg
EL HMAQ-B 40-120 50/82 54/717 —-t 5.61 0.87 [0.69, 1.09] 0
Subtotal (95% Cl) 82 77 <& 5.61 0.87 [0.69, 1.09]
Total events: 50 (Treatment), 54 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.21 (P = 0.23)
04 120 mg
GOLDSTEIN2002 120 42/70 52/70 —= 5.24 0.81 [0.64, 1.02] 0
Subtotal (95% Cl) 70 70 <o 5.24 0.81 [0.64, 1.02]
Total events: 42 (Treatment), 52 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.78 (P = 0.08)
Total (95% Cl) 1604 1185 () 100.00 0.83 [0.79, 0.87]
Total events: 995 (Treatment), 891 (Control)
Test for heterogeneity: Chi = 7.34, df = 10 (P = 0.69), I = 0%
Test for overall effect: Z = 7.29 (P < 0.00001)
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Dul.01.07. Acute phase: duloxetine versus placebo by severity — mean change scores

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
QOutcome: 07 Mean change scores at endpoint (by severity)
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Baseline HAMD-17 14-18
EL HMAQ-B 40-120 81 -8.00(6.75) 72 -7.10(6.96) —_— 5.82 -0.90 [-3.08, 1.28] 0
EL HMAT-A 40, 80 prx 81 -6.31(6.30) 89 -4.78(6.42) — 7.55 -1.53 [-3.44, 0.38] 0
GOLDSTEIN2002 120 66 -9.73(6.74) 68 -6.61(8.56) 4.07 -3.12 [-5.72, -0.52] 0
GOLDSTEIN2004 40 80 86 -8.61(7.51) 88 -4.99(7.60) 5.48 -3.62 [-5.87, -1.37] 0
NIERENBERG2007B 60 273 -7.61(6.94) 137 -5.97(6.79) 14.03 -1.64 [-3.04, -0.24] 0
Subtotal (95% ClI) 587 454 ’ 36.96 -1.96 [-2.82, -1.09]
Test for heterogeneity: Chiz = 4.17, df = 4 (P = 0.38), 12 = 4.0%
Test for overall effect: Z = 4.44 (P < 0.00001)
02 Baseline HAMD-17 19-24
BRANNAN2005A 60 132 -10.85(7.93) 136 -10.27(7.81) — 7.78 -0.58 [-2.46, 1.30] 0
DETKE2002 60 123 -10.46(7.87) 136 -8.29(7.81) —_— 7.56 -2.17 [-4.08, -0.26] 0
DETKEZ2002a 60 121 -10.91(7.70) 115 -6.05(7.40) —_— 7.45 -4.86 [-6.79, -2.93] 0
DETKE2004 80 120 93 -11.00(4.82) 93 -8.80(4.82) — 14.40 -2.20 [-3.59, -0.81] 0
PERAHIA2006B 80 120 93 -12.10(4.82) 99 -10.80(4.98) ——T 14.38 -1.30 [-2.69, 0.009] 0
RASKIN2007 60 201 -6.49(6.80) 102 -3.72(6.36) — 11.48 -2.77 [-4.32, -1.22] 0
Subtotal (95% Cl) 763 681 & 63.04 -2.21 [-2.87, -1.55]
Test for heterogeneity: Chiz = 12.30, df = 5 (P = 0.03), I = 59.3%
Test for overall effect: Z = 6.54 (P < 0.00001)
Total (95% ClI) 1350 1135 ’ 100.00 -2.12 [-2.64, -1.59]
Test for heterogeneity: Chi? = 16.67, df = 10 (P = 0.08), 1> = 40.0%
Test for overall effect: Z = 7.89 (P < 0.00001)
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Dul.01.08. Acute phase: duloxetine versus placebo by severity — mean change scores (sensitivity analysis)

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 08 Sensitivity analysis: Mean change scores at endpoint (by severity)
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
01 Baseline HAMD-17 14-18
EL HMAQ-B 40-120 81 -8.00(6.75) 72 -7.10(6.96) —_— 6.29 -0.90 [-3.08, 1.28] 0
EL HMAT-A 40, 80 prx 81 -6.31(6.30) 89 -4.78(6.42) — 8.16 -1.53 [-3.44, 0.38] 0
GOLDSTEIN2002 120 66 -9.73(6.74) 68 -6.61(8.56) 4.40 -3.12 [-5.72, -0.52] 0
GOLDSTEIN2004 40 80 86 -8.61(7.51) 88 -4.99(7.60) 5.92 -3.62 [-5.87, -1.37] 0
NIERENBERG2007B 60 273 -7.61(6.94) 137 -5.97(6.79) — 15.15 -1.64 [-3.04, -0.24] 0
Subtotal (95% ClI) 587 454 39.93 -1.96 [-2.82, -1.09]
Test for heterogeneity: Chi? = 4.17, df = 4 (P = 0.38), 12 = 4.0%
Test for overall effect: Z = 4.44 (P < 0.00001)
02 Baseline HAMD-17 19-24
BRANNAN2005A 60 132 -10.85(7.93) 136 -10.27(7.81) —_— 8.40 -0.58 [-2.46, 1.30] 0
DETKE2002 60 123 -10.46(7.87) 136 -8.29(7.81) —_— 8.16 -2.17 [-4.08, -0.26] 0
DETKE2004 80 120 93 -11.00(4.82) 93 -8.80(4.82) —_— 15.56 -2.20 [-3.59, -0.81] 0
PERAHIA2006B 80 120 93 -12.10(4.82) 99 -10.80(4.98) —— 15.54 -1.30 [-2.69, 0.009] 0
RASKIN2007 60 201 -6.49(6.80) 102 -3.72(6.36) —_— 12.41 -2.77 [-4.32, -1.22] 0
Subtotal (95% Cl) 642 566 < 60.07 -1.85 [-2.56, -1.15]
Test for heterogeneity: Chi? = 4.05, df = 4 (P = 0.40), 1> = 1.3%
Test for overall effect: Z = 5.15 (P < 0.00001)
Total (95% ClI) 1229 1020 ’ 100.00 -1.90 [-2.44, -1.35]
Test for heterogeneity: Chiz = 8.25, df = 9 (P = 0.51), 12 = 0%
Test for overall effect: Z = 6.80 (P < 0.00001)
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Dul.01.09. Acute phase: duloxetine versus placebo — BPI average pain

Review: Depression Update: duloxetine
Comparison: 01 Acute phase: duloxetine vs placebo
Outcome: 09 Depression-related pain: BPI item 5 average pain
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% ClI Order
01 60 mg
BRANNAN2005A 60 132 -2.32(2.40) 136 -1.80(2.33) = 47.50 -0.52 [-1.09, 0.05] 0
BRECHT2007 60 156 -2.57(2.44) 159 -1.64(2.44) = 52.50 -0.93 [-1.47, -0.39] 0
Subtotal (95% Cl) 288 295 ’ 100.00 -0.74 [-1.13, -0.34]
Test for heterogeneity: Chiz = 1.06, df = 1 (P = 0.30), 12 = 5.3%
Test for overall effect: Z = 3.69 (P = 0.0002)
Total (95% Cl) 288 295 ’ 100.00 -0.74 [-1.13, -0.34]
Test for heterogeneity: Chiz = 1.06, df = 1 (P = 0.30), 12 = 5.3%
Test for overall effect: Z = 3.69 (P = 0.0002)
-10 -5 5 10

Favours treatment

Favours control

107



Dul.02.01. Acute phase: duloxetine versus placebo by dose — leaving treatment early: any reason

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
Outcome: 01 Leaving treatment early - any reason (data by doses above licensed dose 60mg)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
0160 mg
BRANNAN2005A 60 54/141 41/141 e 16.67 1.32 [0.94, 1.84] 0
BRECHT2007 60 41/162 37/165 —— 14.90 1.13 [0.77, 1.66] 0
DETKE2002 60 50/128 49/139 —— 19.10 1.11 [0.81, 1.51] 0
DETKE2002a 60 43/123 36/122 e 14.69 1.18 [0.82, 1.71] 0
NIERENBERG2007B 60 85/273 40/137 e 21.65 1.07 [0.78, 1.46] 0
RASKIN2007 60 45/207 24/104 —a 12.99 0.94 [0.61, 1.46] 0
Subtotal (95% Cl) 1034 808 ’ 100.00 1.13 [0.98, 1.30]
Total events: 318 (Treatment), 227 (Control)
Test for heterogeneity: Chi? = 1.70, df = 5 (P = 0.89), 12 = 0%
Test for overall effect: Z = 1.63 (P = 0.10)
02 80 mg
DETKE2004 80 120 12/95 18/93 —_— 18.91 0.65 [0.33, 1.28] 0
EL HMAT-A 40, 80 prx 44/84 29/90 —.— 29.11 1.63 [1.13, 2.34] 0
GOLDSTEIN2004 40 80 38/91 37/89 38.89 1.00 [0.71, 1.42] 0
PERAHIA2006B 80 120 10/93 13/99 13.09 0.82 [0.38, 1.78] 0
Subtotal (95% Cl) 363 371 100.00 1.09 [0.87, 1.37]
Total events: 104 (Treatment), 97 (Control)
Test for heterogeneity: Chi? = 7.63, df = 3 (P = 0.05), 12 = 60.7%
Test for overall effect: Z = 0.79 (P = 0.43)
03 Sensitivity analysis: 80 mg
DETKE2004 80 120 12/95 18/93 —_— 26.68 0.65 [0.33, 1.28] 0
GOLDSTEIN2004 40 80 38/91 37/89 54.86 1.00 [0.71, 1.42] 0
PERAHIA2006B 80 120 10/93 13/99 18.47 0.82 [0.38, 1.78] 0
Subtotal (95% Cl) 279 281 100.00 0.88 [0.66, 1.17]
Total events: 60 (Treatment), 68 (Control)
Test for heterogeneity: Chiz = 1.37, df = 2 (P = 0.50), 12 = 0%
Test for overall effect: Z = 0.89 (P = 0.37)
04 120 mg
DETKE2004 80 120 9/93 18/93 —_— 32.57 0.50 [0.24, 1.06] 0
GOLDSTEIN2002 120 24/70 24/70 43.43 1.00 [0.63, 1.58] 0
PERAHIA2006B 80 120 11/103 13/99 23.99 0.81 [0.38, 1.73] 0
Subtotal (95% Cl) 266 262 100.00 0.79 [0.56, 1.12]
Total events: 44 (Treatment), 55 (Control)
Test for heterogeneity: Chi? = 2.45, df = 2 (P = 0.29), 1> = 18.5%
Test for overall effect: Z = 1.31 (P = 0.19)
0540 mg - 120 mg
EL HMAQ-B 40-120 25/82 31/75 —B} 100.00 0.74 [0.48, 1 0
Subtotal (95% Cl) 82 75 L 3 100.00 0.74 [0.48, 1.
Total events: 25 (Treatment), 31 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
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Dul.02.02. Acute phase: duloxetine versus placebo — leaving treatment early: any reason

Review: Depression Update: duloxetine

Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability

Outcome: 02 Leaving treatment early - any reason (overall)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% Cl % 95% Cl Order
0160 mg

BRANNAN2005A 60 54/141 41/141 —-— 10.76 1.32 [0.94, 1.84] 0
BRECHT 2007 60 41/162 37/165 —]— 9.62 1.13 [0.77, 1.66] 0
DETKE2002 60 50/128 49/139 —t— 12.33 1.11 [0.81, 1.51] 0
DETKE2002a 60 43/123 36/122 —1— 9.48 1.18 [0.82, 1.71] 0
NIERENBERG2007B 60 85/273 40/137 —_ 13.98 1.07 [0.78, 1.46] 0
RASKIN2007 60 45/207 24/104 — 8.38 0.94 [0.61, 1.46] 0
Subtotal (95% Cl) 1034 808 » 64.54 1.13 [0.98, 1.30]

Total events: 318 (Treatment), 227 (Control)

Test for heterogeneity: Chiz = 1.70, df = 5 (P = 0.89), 12 = 0%

Test for overall effect: Z = 1.63 (P = 0.10)

02 80 mg (+120 mg where studies have >1 arm)

DETKE2004 80 120 21/188 18/93 —_— 6.32 0.58 [0.32, 1.03] 0
GOLDSTEIN2004 40 80 38/91 37/89 —s 9.82 1.00 [0.71, 1.42] 0
PERAHIA2006B 80 120 21/196 13/99 —_— 4.53 0.82 [0.43, 1.56] 0
Subtotal (95% Cl) 475 281 & 20.67 0.83 [0.63, 1.09]

Total events: 80 (Treatment), 68 (Control)

Test for heterogeneity: Chi* = 2.68, df = 2 (P = 0.26), 12 = 25.3%

Test for overall effect: Z = 1.32 (P = 0.19)

03 120 mg

GOLDSTEIN2002 120 24/70 24/70 . 6.30 1.00 [0.63, 1.58] 0
Subtotal (95% Cl) 70 70 - 6.30 1.00 [0.63, 1.58]

Total events: 24 (Treatment), 24 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

04 40 mg - 120 mg

EL HMAQ-B 40-120 25/82 31/75 —e 8.50 0.74 [0.48, 1.13] 0
Subtotal (95% Cl) 82 75 L 3 8.50 0.74 [0.48, 1.13]

Total events: 25 (Treatment), 31 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.41 (P = 0.16)

Total (95% Cl) 1661 1234 9 100.00 1.02 [0.91, 1.15]

Total events: 447 (Treatment), 350 (Control)

Test for heterogeneity: Chiz = 10.08, df = 10 (P = 0.43), 1> = 0.8%

Test for overall effect: Z = 0.41 (P = 0.68)
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Dul.02.03. Acute phase: duloxetine versus placebo by dose — leaving treatment early: adverse reactions

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
Outcome: 03 Leaving treatment early - adverse reactions (data by doses above licensed dose 60 mg)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 60 mg
BRANNAN2005A 60 20/141 3/141 —_—s—)p 10.49 6.67 [2.03, 21.93] 0
BRECHT 2007 60 17/162 9/165 - 20.74 1.92 [0.88, 4.19] 0
DETKE2002 60 16/128 6/139 —_— 16.45 2.90 [1.17, 7.17] 0
DETKE2002a 60 17/123 3/122 —= ) 10.33 5.62 [1.69, 18.69] 0
NIERENBERG2007B 60 20/273 8/137 R S 20.15 1.25 [0.57, 2.77] 0
RASKIN2007 60 20/207 9/104 —_— 21.85 1.12 [0.53, 2.37] 0
Subtotal (95% Cl) 1034 808 e 100.00 2.29 [1.31, 4.00]
Total events: 110 (Treatment), 38 (Control)
Test for heterogeneity: Chiz = 11.31, df = 5 (P = 0.05), 12 = 55.8%
Test for overall effect: Z = 2.92 (P = 0.004)
02 80 mg
DETKE2004 80 120 4/95 3/93 = 17.11 1.31 [0.30, 5.67] 0
EL HMAT-A 40, 80 prx 13/84 3/90 —_—a—) 23.81 4.64 [1.37, 15.72] 0
GOLDSTEIN2004 40 80 14/91 8/89 —1 8 45.60 1.71 [0.76, 3.88] 0
PERAHIA2006B 80 120 4/93 2/99 8 ) 13.48 2.13 [0.40, 11.35] 0
Subtotal (95% Cl) 363 371 A 100.00 2.11 [1.18, 3.76]
Total events: 35 (Treatment), 16 (Control)
Test for heterogeneity: Chiz = 2.30, df = 3 (P = 0.51), 12 = 0%
Test for overall effect: Z = 2.53 (P = 0.01)
03 120 mg
DETKE2004 80 120 3/93 3/93 = 30.47 1.00 [0.21, 4.83] 0
GOLDSTEIN2002 120 7/70 3/70 L 42.35 2.33 [0.63, 8.66] 0
PERAHIA2006B 80 120 4/103 2/99 = ) 27.18 1.92 [0.36, 10.26] 0
Subtotal (95% Cl) 266 262 il 100.00 1.72 [0.72, 4.07]
Total events: 14 (Treatment), 8 (Control)
Test for heterogeneity: Chiz = 0.68, df = 2 (P = 0.71), 12 = 0%
Test for overall effect: Z = 1.23 (P = 0.22)
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Dul.02.04. Acute phase: duloxetine versus placebo — leaving treatment early: adverse reactions

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
QOutcome: 04 Leaving treatment early - adverse reactions (overall)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% ClI % 95% Cl Order
01 60 mg
BRANNAN2005A 60 20/141 3/141 _—) 4.69 6.67 [2.03, 21.93] 0
BRECHT 2007 60 17/162 9/165 -+ 13.94 1.92 [0.88, 4.19] 0
DETKE2002 60 16/128 6/139 —_— 8.99 2.90 [1.17, 7.17] 0
DETKE2002a 60 17/123 3/122 —_—) 4.71 5.62 [1.69, 18.69] 0
NIERENBERG2007B 60 20/273 8/137 _— 16.65 1.25 [0.57, 2.77] 0
RASKIN2007 60 20/207 9/104 —_— 18.73 1.12 [0.53, 2.37] 0
Subtotal (95% Cl) 1034 808 ’ 67.71 2.25 [1.59, 3.19]
Total events: 110 (Treatment), 38 (Control)
Test for heterogeneity: Chi? = 11.31, df = 5 (P = 0.05), 12 = 55.8%
Test for overall effect: Z = 4.57 (P < 0.00001)
02 80 mg (+120 mg where studies with >1 arm)
DETKE2004 80 120 7/188 3/93 s 6.27 1.15 [0.31, 4.36] 0
EL HMAT-A 40, 80 prx 13/84 3/90 —_ ) 4.53 4.64 [1.37, 15.72] 0
GOLDSTEIN2004 40 80 14/91 8/89 — 12.64 1.71 [0.76, 3.88] 0
PERAHIA2006B 80 120 8/196 2/99 4.15 2.02 [0.44, 9.34] 0
Subtotal (95% Cl) 559 371 e 27.60 2.11 [1.22, 3.66]
Total events: 42 (Treatment), 16 (Control)
Test for heterogeneity: Chi? = 2.65, df = 3 (P = 0.45), 1> = 0%
Test for overall effect: Z = 2.66 (P = 0.008)
03 120 mg
GOLDSTEIN2002 120 7/70 3/70 4.69 2.33 [0.63, 6] 0
Subtotal (95% Cl) 70 70 e 4.69 2.33 [0.63, 61
Total events: 7 (Treatment), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.27 (P = 0.21)
Total (95% Cl) 1663 1249 <P 100.00 2.22 [1.66, 2.95]
Total events: 159 (Treatment), 57 (Control)
Test for heterogeneity: Chiz = 13.97, df = 10 (P = 0.17), 12 = 28.4%
Test for overall effect: Z = 5.44 (P < 0.00001)
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Dul.02.05. Acute phase: duloxetine versus placebo by dose — leaving treatment early: lack of efficacy

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
QOutcome: 05 Leaving treatment early - lack of efficacy (data by doses above licensed dose 60 mg)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 60 mg
BRANNANZ2005A 60 2/141 9/141 — 13.83 0.22 [0.05, 1.01] 0
BRECHT 2007 60 3/162 14/165 ¢ — 21.32 0.22 [0.06, 0.75] 0
DETKE2002 60 7/128 19/139 D ——— 28.00 0.40 [0.17, 0.92] 0
NIERENBERG2007B 60 20/273 8/137 _—— 16.38 1.25 [0.57, 2.77] 0
RASKIN2007 60 6/207 10/104 _— 20.46 0.30 [0.11, 0.81] 0
Subtotal (95% Cl) 911 686 S 100.00 0.46 [0.30, 0.69]
Total events: 38 (Treatment), 60 (Control)
Test for heterogeneity: Chi? = 9.27, df = 4 (P = 0.05), I? = 56.8%
Test for overall effect: Z = 3.67 (P = 0.0002)
02 Sensitivity analysis: 60 mg
BRANNAN2005A 60 2/141 9/141 —— 16.54 0.22 [0.05, 1.01] 0
BRECHT 2007 60 3/162 14/165 — 25.50 0.22 [0.06, 0.75] 0
DETKE2002 60 7/128 19/139 e 33.49 0.40 [0.17, 0.92] 0
RASKIN2007 60 6/207 10/104 B 24.47 0.30 [0.11, 0.81] 0
Subtotal (95% Cl) 638 549 . 100.00 0.30 [0.18, 0.51]
Total events: 18 (Treatment), 52 (Control)
Test for heterogeneity: Chi? = 0.87, df = 3 (P = 0.83), 1> = 0%
Test for overall effect: Z = 4.46 (P < 0.00001)
03 80 mg
DETKE2004 80 120 3/95 7/93 = 64.61 0.42 [0.11, 1.57] 0
PERAHIA2006B 80 120 3/93 4/99 = 35.39 0.80 [0.18, 3.47] 0
Subtotal (95% Cl) 188 192 el 100.00 0.55 [0.21, 1.46]
Total events: 6 (Treatment), 11 (Control)
Test for heterogeneity: Ch2 = 0.41, df = 1 (P = 0.52), 12 = 0%
Test for overall effect: Z = 1.19 (P = 0.23)
04 120 mg
DETKE2004 80 120 2/93 7/93 —— 63.18 0.29 [0.06, 1.34] 0
PERAHIA2006B 80 120 2/103 4/99 ¢ = 36.82 0.48 [0.09, 2.57] 0
Subtotal (95% Cl) 196 192 e 100.00 0.36 [0.12, 1.10]
Total events: 4 (Treatment), 11 (Control)
Test for heterogeneity: Chi? = 0.20, df = 1 (P = 0.65), 12 = 0%
Test for overall effect: Z = 1.79 (P = 0.07)
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Dul.02.06. Acute phase: duloxetine versus placebo — leaving treatment early: lack of efficacy

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
Outcome: 06 Leaving treatment early - lack of efficacy (overall)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N /N 95% Cl % 95% Cl Order
01 60 mg
BRANNANZ2005A 60 2/141 9/141 4 = 8.78 0.22 [0.05, 1.01] 0
BRECHT 2007 60 3/162 14/165 +— 11.92 0.22 [0.06, 0.75] 0
DETKE2002 60 7/128 19/139 —_— 18.99 0.40 [0.17, 0.92] 0
NIERENBERG2007B 60 20/273 8/137 R S 19.91 1.25 [0.57, 2.77] 0
RASKIN2007 60 6/207 10/104 _ 15.82 0.30 [0.11, 0.81] 0
Subtotal (95% Cl) 911 686 -l 75.42 0.42 [0.21, 0.84]
Total events: 38 (Treatment), 60 (Control)
Test for heterogeneity: Chiz = 9.27, df = 4 (P = 0.05), I = 56.8%
Test for overall effect: Z = 2.46 (P = 0.01)
02 80 mg (+120 mg where studies with >1 arm)
DETKE2004 80 120 5/188 7/93 _ s 13.48 0.35 [0.12, 1.08] 0
PERAHIA2006B 80 120 5/196 4/99 - 11.10 0.63 [0.17, 2.30] 0
Subtotal (95% Cl) 384 192 -l 24.58 0.45 [0.19, 1.06]
Total events: 10 (Treatment), 11 (Control)
Test for heterogeneity: Chiz = 0.44, df = 1 (P = 0.51), I = 0%
Test for overall effect: Z = 1.83 (P = 0.07)
Total (95% Cl) 1295 878 e 100.00 0.44 [0.26, 0.73]
Total events: 48 (Treatment), 71 (Control)
Test for heterogeneity: Chiz = 9.71, df = 6 (P = 0.14), 1> = 38.2%
Test for overall effect: Z = 3.16 (P = 0.002)
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Dul.02.07. Acute phase: duloxetine versus placebo — leaving treatment early: lack of efficacy (sensitivity analysis)

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
Outcome: 07 Sensitivity analysis: Leaving treatment early - lack of efficacy (overall)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl Order
0160 mg
BRANNANZ2005A 60 2/141 9/141 +——— 8.78 0.22 [0.05, 1.01] 0
BRECHT 2007 60 3/162 14/165 +— 13.35 0.22 [0.06, 0.75] 0
DETKE2002 60 7/128 19/139 —_— 29.03 0.40 [0.17, 0.92] 0
RASKIN2007 60 6/207 10/104 _— 20.77 0.30 [0.11, 0.81] 0
Subtotal (95% Cl) 638 549 € 71.92 0.31 [0.18, 0.52]
Total events: 18 (Treatment), 52 (Control)
Test for heterogeneity: Chiz = 0.87, df = 3 (P = 0.83), 1> = 0%
Test for overall effect: Z = 4.38 (P < 0.0001)
02 80 mg (+120 mg where studies with >1 arm)
DETKE2004 80 120 5/188 7/93 —_— 16.03 0.35 [0.12, 1.08] 0
PERAHIA2006B 80 120 5/196 4/99 = 12.05 0.63 [0.17, 2.30] 0
Subtotal (95% Cl) 384 192 -l 28.08 0.45 [0.19, 1.06]
Total events: 10 (Treatment), 11 (Control)
Test for heterogeneity: Chiz = 0.44, df = 1 (P = 0.51), I2 = 0%
Test for overall effect: Z = 1.83 (P = 0.07)
Total (95% Cl) 1022 741 P 100.00 0.34 [0.22, 0.54]
Total events: 28 (Treatment), 63 (Control)
Test for heterogeneity: Chiz = 1.91, df = 5 (P = 0.86), 1> = 0%
Test for overall effect: Z = 4.68 (P < 0.00001)
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Dul.02.08. Acute phase: duloxetine versus placebo by dose — number reporting side effects

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
Outcome: 08 Number reporting side-effects (data by doses above licensed dose 60 mg)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl Order
0160 mg
BRECHT 2007 60 90/162 75/165 F=— 7.82 1.22 [0.98, 1.52] 0
DETKE2002 60 111/128 108/139 - 23.32 1.12 [1.00, 1.25] 0
DETKE2002a 60 118/123 92/122 - 24.65 1.27 [1.14, 1.42) 0
NIERENBERG2007B 60 241/273 113/137 | 3 32.01 1.07 [0.98, 1.17] 0
RASKIN2007 60 145/207 67/104 - 12.20 1.09 [0.92, 1.29] 0
Subtotal (95% Cl) 893 667 ¢ 100.00 1.14 [1.06, 1.23]
Total events: 705 (Treatment), 455 (Control)
Test for heterogeneity: Chi? = 6.79, df = 4 (P = 0.15), 12 = 41.1%
Test for overall effect: Z = 3.58 (P = 0.0003)
02 120 mg
DETKE2004 80 120 47/93 35/93 15.28 1.34 [0.97, 1.87] 0
GOLDSTEIN2004 40 80 62/70 58/70 74.75 1.07 [0.93, 1.22] 0
PERAHIA2006B 80 120 34/103 29/99 9.97 1.13 [0.75, 1.70] 0
Subtotal (95% CI) 266 262 100.00 1.12 [0.97, 1.28]
Total events: 143 (Treatment), 122 (Control)
Test for heterogeneity: Chi? = 2.19, df = 2 (P = 0.33), |12 = 8.8%
Test for overall effect: Z = 1.56 (P = 0.12)
03 40 mg - 120 mg
EL HMAQ-B 40-120 73/82 55/75 .- 100.00 1.21 [1.04, 1.42] 0
Subtotal (95% Cl) 82 75 & 100.00 1.21 [1.04, 1.42)
Total events: 73 (Treatment), 55 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.43 (P = 0.01)
04 80 mg
DETKE2004 80 120 49/95 35/93 —=— 11.14 1.37 [0.99, 1.90] 0
EL HMAT-A 40, 80 prx 75/84 63/90 L 43.32 1.28 [1.09, 1.49] 0
GOLDSTEIN2004 40 80 76/91 61/89 - 37.59 1.22 [1.03, 1.44] 0
PERAHIA2006B 80 120 39/93 29/99 —— 7.96 1.43 [0.97, 2.11] 0
Subtotal (95% Cl) 363 371 ¢ 100.00 1.27 [1.15, 1.41)
Total events: 239 (Treatment), 188 (Control)
Test for heterogeneity: Ch? = 0.95, df = 3 (P = 0.81), 12 = 0%
Test for overall effect: Z = 4.58 (P < 0.00001)
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Dul.02.09. Acute phase: duloxetine versus placebo — number reporting side effects

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
Outcome: 09 Number reporting side-effects (overall)
Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
01 60 mg
BRECHT 2007 60 90/162 75/165 a— 5.25 1.22 [0.98, 1.52] 0
DETKE2002 60 111/128 108/139 [ 15.83 1.12 [1.00, 1.25] 0
DETKE2002a 60 118/123 92/122 - 16.75 1.27 [1.14, 1.42] 0
NIERENBERG2007B 60 241/273 113/137 = 21.85 1.07 [0.98, 1.17] 0
RASKIN2007 60 145/207 67/104 - 8.22 1.09 [0.92, 1.29] 0
Subtotal (95% ClI) 893 667 . 67.89 1.14 [1.06, 1.23]
Total events: 705 (Treatment), 455 (Control)
Test for heterogeneity: Chiz = 6.79, df = 4 (P = 0.15), 1> = 41.1%
Test for overall effect: Z = 3.58 (P = 0.0003)
03 40 mg - 120 mg
EL HMAQ-B 40-120 73/82 55/75 -8 9.33 1.21 [1.04, 1.42] 0
Subtotal (95% Cl) 82 75 L 9.33 1.21 [1.04, 1.42]
Total events: 73 (Treatment), 55 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.43 (P = 0.01)
04 80 mg (+120 mg where studies with >1 arm)
DETKE2004 80 120 96/188 35/93 —— 2.92 1.36 [1.01, 1.83] 0
EL HMAT-A 40, 80 prx 75/84 63/90 - 9.54 1.28 [1.09, 1.49] 0
GOLDSTEIN2004 40 80 76/91 61/89 —=— 8.27 1.22 [1.03, 1.44] 0
PERAHIA2006B 80 120 73/196 29/99 e 2.06 1.27 [0.89, 1.82] 0
Subtotal (95% ClI) 559 371 . 22.78 1.26 [1.14, 1.40]
Total events: 320 (Treatment), 188 (Control)
Test for heterogeneity: Chz = 0.46, df = 3 (P = 0.93), 12 = 0%
Test for overall effect: Z = 4.50 (P < 0.00001)
Total (95% Cl) 1534 1113 . 100.00 1.18 [1.12, 1.24)
Total events: 1098 (Treatment), 698 (Control)
Test for heterogeneity: Chi# = 10.88, df = 9 (P = 0.28), 1> = 17.3%
Test for overall effect: Z = 6.09 (P < 0.00001)
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Dul.02.10. Acute phase: duloxetine versus placebo by dose — mean weight change

Review: Depression Update: duloxetine
Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability
Outcome: 10 Mean weight change (kg) at endpoint (by doses above licensed dose 60 mg)
Study Treatment Control WMD (random) W eight WMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 60 mg
BRECHT 2007 60 151 -0.20(2.50) 144 -0.40(2.80) -+ 26.82 0.20 [-0.41, 0.81] 0
DETKE2002a 60 121 -0.85(2.49) 116 0.16(1.91) L 28.63 -1.01 [-1.57, -0.45] 0
RASKIN2007 60 207 -0.73(0.95) 104 -0.13(0.95) = 44.56 -0.60 [-0.82, -0.38] 0
Subtotal (95% CI) 479 364 ‘ 100.00 -0.49 [-1.04, 0.05]
Test for heterogeneity: Chi* = 8.60, df = 2 (P = 0.01), 12 = 76.7%
Test for overall effect: Z = 1.77 (P = 0.08)
02 80 mg
DETKE2004 80 120 93 -0.04(1.75) 93 0.17(1.38) = 39.76 -0.21 [-0.66, 0.24] 0
EL HMAT-A 40, 80 prx 81 -0.73(2.40) 89 0.20(2.04) - 28.61 -0.93 [-1.60, -0.26] 0
GOLDSTEIN2004 40 80 91 -0.60(2.20) 89 0.47(1.95) - 31.63 -1.07 [-1.68, -0.46] 0
Subtotal (95% Cl) 265 271 ¢ 100.00 -0.70 [-1.28, -0.12]
Test for heterogeneity: Chiz = 6.07, df = 2 (P = 0.05), 12 = 67.1%
Test for overall effect: Z = 2.38 (P = 0.02)
03 120 mg
DETKE2004 80 120 93 0.04(2.43) 93 0.17(1.38) = 66.72 -0.13 [-0.70, 0.44] 0
GOLDSTEIN2002 120 65 -0.59(2.12) 66 0.68(3.74) —a— 33.28 -1.27 [-2.31, -0.23] 0
Subtotal (95% CI) 158 159 100.00 -0.61 [-1.72, 0.49]
Test for heterogeneity: Chi# = 3.56, df = 1 (P = 0.06), 12 = 71.9%
Test for overall effect: Z = 1.09 (P = 0.28)
04 40 mg - 120 mg
EL HMAQ-B 40-120 81 -0.85(2.28) 72 0.24(1.58) = 100.00 -1.09 [-1.71, -0.47] 0
Subtotal (95% Cl) 81 72 < 100.00 -1.09 [-1.71, -0.47]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.47 (P = 0.0005)
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Dul.02.11. Acute phase: duloxetine versus placebo — mean weight change

Review: Depression Update: duloxetine

Comparison: 02 Acute phase: duloxetine vs placebo - acceptability and tolerability

Outcome: 11 Mean weight change (kg) at endpoint (overall)

Study Treatment Control WMD (random) Weight WMD (random)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 60 mg

BRECHT2007 60 151 -0.20(2.50) 144 -0.40(2.80) - 11.89 0.20 [-0.41, 0.81] 0
DETKE2002a 60 121 -0.85(2.49) 116 0.16(1.91) - 12.70 -1.01 [-1.57, -0.45] 0
RASKIN2007 60 207 -0.73(0.95) 104 -0.13(0.95) = 19.84 -0.60 [-0.82, -0.38] 0
Subtotal (95% Cl) 479 364 ¢ 44.42 -0.49 [-1.04, 0.05]
Test for heterogeneity: Chi? = 8.60, df = 2 (P = 0.01), 12 = 76.7%
Test for overall effect: Z = 1.77 (P = 0.08)
02 80 mg

DETKE2004 80 120 93 -0.04(1.75) 93 0.17(1.38) — 14.96 -0.21 [-0.66, 0.24] 0
EL HMAT-A 40, 80 prx 81 -0.73(2.40) 89 0.20(2.04) —_ 10.74 -0.93 [-1.60, -0.26] 0
GOLDSTEIN2004 40 80 91 -0.60(2.20) 89 0.47(1.95) - 11.88 -1.07 [-1.68, -0.46] 0
Subtotal (95% Cl) 265 271 & 37.59 -0.70 [-1.28, -0.12]

Test for heterogeneity: Chi# = 6.07, df = 2 (P = 0.05), 12 = 67.1%

Test for overall effect: Z = 2.38 (P = 0.02)

03 120 mg

GOLDSTEIN2002 120 65 -0.59(2.12) 66 0.68(3.74) —_ 6.27 -1.27 [-2.31, -0.23] 0
Subtotal (95% Cl) 65 66 <o 6.27 -1.27 [-2.31, -0.23]

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.40 (P = 0.02)

04 40 mg - 120 mg

EL HMAQ-B 40-120 81 -0.85(2.28) 72 0.24(1.58) - 11.72 -1.09 [-1.71, -0.47] 0
Subtotal (95% Cl) 81 72 '3 11.72 -1.09 [-1.71, -0.47]

Test for heterogeneity: not applicable

Test for overall effect: Z = 3.47 (P = 0.0005)

Total (95% CI) 890 773 ¢ 100.00 -0.69 [-1.00, -0.38]

Test for heterogeneity: Chi?z = 18.69, df = 7 (P = 0.009), I1* = 62.5%

Test for overall effect: Z = 4.40 (P < 0.0001)
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Dul.03 to 04. Duloxetine comparing different doses - acute phase

Dul.03.01. Acute phase: duloxetine comparing different doses — mean change scores

Review: Depression Update: duloxetine
Comparison: 03 Acute phase: duloxetine at different doses
Outcome: 01 Mean change scores at endpoint
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 40 mg vs 80 mg
EL HMAT-A 40, 80 prx 90 -6.18(6.45) 81 -6.31(6.30) —8— 57.63 0.13 [-1.78, 2.04] 0
GOLDSTEIN2004 40 80 84 -7.42(7.33) 86 -8.61(7.51) 42.37 1.19 [-1.04, 3.42] 0
Subtotal (95% ClI) 174 167 100.00 0.58 [-0.87, 2.03]
Test for heterogeneity: Chiz = 0.50, df = 1 (P = 0.48), 12 = 0%
Test for overall effect: Z = 0.78 (P = 0.43)
02 30 mg vs 60 mg
WHITMYER2007 30 60 202 -7.43(6.40) 198 -8.26(6.47) T 100.00 0.83 [-0.43, 2.09] 0
Subtotal (95% Cl) 202 198 o 100.00 0.83 [-0.43, 2.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.29 (P = 0.20)
03 80 mg vs 120 mg
DETKE2004 80 120 93 -11.00(4.82) 93 -12.10(4.82) — 50.01 1.10 [-0.29, 2.49] 0
PERAHIA2006B 80 120 93 -12.10(4.82) 102 -12.40(5.05) —— 49.99 0.30 [-1.09, 1.69] 0
Subtotal (95% Cl) 186 195 b 100.00 0.70 [-0.28, 1.68]
Test for heterogeneity: Chiz = 0.64, df = 1 (P = 0.42), 17 = 0%
Test for overall effect: Z = 1.40 (P = 0.16)
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Dul.03.02. Acute phase: duloxetine comparing different doses — non-response

Review: Depression Update: duloxetine
Comparison: 03 Acute phase: duloxetine at different doses
Outcome: 02 Non-response
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
0140 mg vs 80 mg
EL HMAT-A 40, 80 prx 61/91 56/84 56.05 .01 [0.82, .24]
GOLDSTEIN2004 40 80 49/86 47/91 43.95 .10 [0.84, .45]
Subtotal (95% Cl) 177 175 100.00 .05 [0.89, .24]
Total events: 110 (Treatment), 103 (Control)
Test for heterogeneity: Chi? = 0.29, df = 1 (P = 0.59), |12 = 0%
Test for overall effect: Z = 0.55 (P = 0.58)
02 30 mg vs 60 mg
WHITMYER2007 30 60 136/219 278/428 100.00 .96 [0.84, .08]
Subtotal (95% ClI) 219 428 ! 100.00 .96 [0.84, .08
Total events: 136 (Treatment), 278 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.71 (P = 0.48)
03 80 mg vs 120 mg
DETKE2004 80 120 34/95 27/93 —18— 45.82 .23 [0.81, .87]
PERAHIA2006B 80 120 32/93 34/103 54.18 .04 [0.70, .54]
Subtotal (95% Cl) 188 196 _; 100.00 .13 [0.85, 1.50]
Total events: 66 (Treatment), 61 (Control)
Test for heterogeneity: Chi? = 0.33, df = 1 (P = 0.57), 12 = 0%
Test for overall effect: Z = 0.84 (P = 0.40)
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Dul.03.03. Acute phase: duloxetine comparing different doses — non-remission

Review: Depression Update: duloxetine

Comparison: 03 Acute phase: duloxetine at different doses

Outcome: 03 Non-remission

Study Treatment Control RR (random) Weight RR (random)

or sub-category /N /N 95% ClI % 95% Cl Order
0140 mg vs 80 mg

EL HMAT-A 40, 80 prx 69/91 61/84 61.56 .04 [0.88, .24] 0
GOLDSTEIN2004 40 80 59/86 48/91 —a— 38.44 .30 [1.02, .66] 0
Subtotal (95% Cl) 177 175 100.00 .15 [0.92, 1.43]

Total events: 128 (Treatment), 109 (Control)

Test for heterogeneity: Chz = 2.19, df = 1 (P = 0.14), 12 = 54.3%

Test for overall effect: Z = 1.23 (P = 0.22)

02 30 mg vs 60 mg

WHITMYER2007 30 60 125/219 252/428 100.00 .97 [0.84, 1] 0
Subtotal (95% Cl) 219 428 ! 100.00 .97 [0.84, 11]

Total events: 125 (Treatment), 252 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.44 (P = 0.66)

03 80 mg vs 120 mg

DETKE2004 80 120 52/95 45/93 43.86 .13 [0.86, .49] 0
PERAHIA2006B 80 120 52/93 62/103 56.14 .93 [0.73, .18] 0
Subtotal (95% Cl) 188 196 100.00 1.01 [0.83, .23]

Total events: 104 (Treatment), 107 (Control)
Test for heterogeneity: Chiz = 1.11, df = 1 (P = 0.29), I = 10.2%
Test for overall effect: Z = 0.12 (P = 0.91)
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Dul.04.01. Acute phase: duloxetine comparing different doses — leaving treatment early: any reason

Review: Depression Update: duloxetine
Comparison: 04 Acute phase: duloxetine at different doses - acceptability and tolerability
Outcome: 01 Leaving treatment early - any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl
0140 mg vs 80 mg
EL HMAT-A 40, 80 prx 30/91 44/84 —— 55.34 .63 [0.44, 0.90]
GOLDSTEIN2004 40 80 31/86 38/91 —— 44.66 .86 [0.60, 1.25]
Subtotal (95% Cl) 177 175 <P 100.00 .73 [0.57, 0.95]
Total events: 61 (Treatment), 82 (Control)
Test for heterogeneity: Chiz = 1.44, df = 1 (P = 0.23), 1> = 30.8%
Test for overall effect: Z = 2.36 (P = 0.02)
02 30 mg vs 60 mg
WHITMYER2007 30 60 54/219 129/428 B 100.00 .82 [0.62, 1.07]
Subtotal (95% Cl) 219 428 < 100.00 .82 [0.62, 1.07]
Total events: 54 (Treatment), 129 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.44 (P = 0.15)
03 80 mg vs 120 mg
DETKE2004 80 120 12/95 9/93 —_— 46.56 .31 [0.58, 2.95]
PERAHIA2006B 80 120 10/93 11/103 53.44 .01 [0.45, 2.26]
Subtotal (95% Cl) 188 196 t 100.00 .15 [0.65, 2.03]
Total events: 22 (Treatment), 20 (Control)
Test for heterogeneity: Chiz = 0.20, df = 1 (P = 0.66), I> = 0%
Test for overall effect: Z = 0.47 (P = 0.64)
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Dul.04.02. Acute phase: duloxetine comparing different doses — leaving treatment early: adverse reactions

Review: Depression Update: duloxetine

Comparison: 04 Acute phase: duloxetine at different doses - acceptability and tolerability

Outcome: 02 Leaving treatment early - due to adverse reaction

Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 40 mg vs 80 mg

EL HMAT-A 40, 80 prx 11/91 13/84 B L E— 21.67 0.78 [0.37, 1.65] 0
GOLDSTEIN2004 40 80 10/86 14/91 — = 21.81 0.76 [0.35, 1.61] 0
Subtotal (95% Cl) 177 175 - 43.48 0.77 [0.45, 1.31]

Total events: 21 (Treatment), 27 (Control)
Test for heterogeneity: Chiz = 0.00, df = 1 (P = 0.95), 12 = 0%
Test for overall effect: Z = 0.97 (P = 0.33)

02 30 mg vs 60 mg
WHITMYER2007 30 60 10/219 42/428 —a— 45.58 0.47 [0.24, 0.91] 0
Subtotal (95% Cl) 219 428 -l 45.58 0.47 [0.24, 0.91]

Total events: 10 (Treatment), 42 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z = 2.24 (P = 0.03)

03 80 mg vs 120 mg

DETKE2004 80 120 4/95 3/93 = 4.86 1.31 [0.30, 5.67] 0
PERAHIA2006B 80 120 4/93 4/103 = 6.08 1.11 [0.29, 4.30] 0
Subtotal (95% Cl) 188 196 e 10.94 1.20 [0.44, 3.24]

Total events: 8 (Treatment), 7 (Control)
Test for heterogeneity: Chiz = 0.03, df = 1 (P = 0.87), 12 = 0%
Test for overall effect: Z = 0.35 (P = 0.73)

Total (95% ClI) 584 799 ’ 100.00 0.68 [0.46, 0.99]
Total events: 39 (Treatment), 76 (Control)

Test for heterogeneity: Chiz = 2.70, df = 4 (P = 0.61), 12 = 0%
Test for overall effect: Z = 2.00 (P = 0.05)
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Dul.04.03. Acute phase: duloxetine comparing different doses — leaving treatment early: lack of efficacy

Review: Depression Update: duloxetine

Comparison: 04 Acute phase: duloxetine at different doses - acceptability and tolerability

Outcome: 03 Leaving treatment early - lack of efficacy

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category /N /N 95% Cl % 95% Cl Order
01 30 mg vs 60 mg

WHITMYER2007 30 60 3/219 6/428 50.89 0.98 [0.25, 3.87] 0
Subtotal (95% Cl) 219 428 50.89 0.98 [0.25, 3.87]

Total events: 3 (Treatment), 6 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.03 (P = 0.97)

02 80 mg vs 120 mg

DETKE2004 80 120 3/95 2/93 = 25.33 1.47 [0.25, 8.59] 0
PERAHIA2006B 80 120 3/93 2/103 = 23.78 1.66 [0.28, 9.72] 0
Subtotal (95% Cl) 188 196 e 49.11 1.56 [0.45, 5.44]

Total events: 6 (Treatment), 4 (Control)
Test for heterogeneity: Chiz = 0.01, df = 1 (P = 0.92), 12 = 0%
Test for overall effect: Z = 0.70 (P = 0.48)

Total (95% Cl) 407 624 i 100.00 1.26 [0.50, 3.17]

Total events: 9 (Treatment), 10 (Control)
Test for heterogeneity: Chiz = 0.25, df = 2 (P = 0.88), 12 = 0%
Test for overall effect: Z = 0.50 (P = 0.62)
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Dul.04.04. Acute phase: duloxetine comparing different doses — number reporting side effects

Review: Depression Update: duloxetine
Comparison: 04 Acute phase: duloxetine at different doses - acceptability and tolerability
Outcome: 04 No reporting side effects
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
0140 mg vs 80 mg
EL HMAT-A 40, 80 prx 78/91 75/84 17.53 .96 [0.86, 1.07] 0
GOLDSTEIN2004 40 80 73/86 76/91 16.60 .02 [0.89, 1.15] 0
Subtotal (95% Cl) 177 175 34.13 .99 [0.91, 1.07]
Total events: 151 (Treatment), 151 (Control)
Test for heterogeneity: Chiz = 0.4, df = 1 (P = 0.51), 1= 0%
Test for overall effect: Z = 0.29 (P = 0.77)
02 30 mg vs 60 mg
WHITMYER2007 30 60 160/219 315/428 47.94 .99 [0.90, 1.10] 0
Subtotal (95% Cl) 219 428 47.94 .99 [0.90, 1.10]
Total events: 160 (Treatment), 315 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.15 (P = 0.88)
03 80 mg vs 120 mg
DETKE2004 80 120 49/95 47/93 10.68 .02 [0.77, 1.35] 0
PERAHIA2006B 80 120 39/93 34/103 7.25 .27 [0.88, 1.83] 0
Subtotal (95% Cl) 188 196 17.93 .12 [0.90, 1.40]
Total events: 88 (Treatment), 81 (Control)
Test for heterogeneity: Chiz = 0.89, df = 1 (P = 0.35), 12 = 0%
Test for overall effect: Z = 1.01 (P = 0.31)
Total (95% Cl) 584 799 100.00 .01 [0.95, 1.09]
Total events: 399 (Treatment), 547 (Control)
Test for heterogeneity: Chiz = 2.57, df = 4 (P = 0.63), 12 = 0%
Test for overall effect: Z = 0.39 (P = 0.69)
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Dul.04.05. Acute phase: duloxetine comparing different doses — mean weight change

Review: Depression Update: duloxetine
Comparison: 04 Acute phase: duloxetine at different doses - acceptability and tolerability
Outcome: 05 Mean weight change (kg) at endpoint
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 40 mg vs 80 mg
EL HMAT-A 40, 80 prx 72 -1.28(2.95) 81 -0.73(2.40) =1 34.39 -0.55 [-1.41, 0.31] 0
GOLDSTEIN2004 40 80 86 -0.02(2.08) 86 -0.02(2.08) L J 65.61 0.00 [-0.62, 0.62] 0
Subtotal (95% CI) 158 167 ‘ 100.00 -0.19 [-0.69, 0.31]
Test for heterogeneity: Chi? = 1.03, df = 1 (P = 0.31), 12 = 3.3%
Test for overall effect: Z = 0.74 (P = 0.46)
02 30 mg vs 60 mg
WHITMYER2007 30 60 168 -1.04(2.98) 155 -0.69(2.99) = 100.00 -0.35 [-1.00, 0.30] 0
Subtotal (95% CI) 168 155 ‘ 100.00 -0.35 [-1.00, 0.30]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.05 (P = 0.29)
03 80 mg vs 120 mg
DETKE2004 80 120 93 -0.04(1.75) 93 0.04(2.43) | 100.00 -0.08 [-0.69, 0.53] 0
Subtotal (95% Cl) 93 93 ‘ 100.00 -0.08 [-0.69, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
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Dul.05 to 06. Duloxetine versus other antidepressants - acute phase

Dul.05.01. Acute phase: duloxetine versus other antidepressants — mean change scores

Review: Depression Update: duloxetine

Comparison: 05 Acute phase: duloxetine vs other antidepressants

Outcome: 01 Mean change scores at endpoint

Study Treatment Control WMD (random) W eight WMD (random)

or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% Cl Order

01 Paroxetine

DETKE2004 80 120 93 -11.00¢(4.82) 85 -11.70(4.61) e 10.03 0.70 [-0.69, 2.09] 0
EL HMAT-A 40, 80 prx 81 -6.31(6.30) 87 -7.40(6.44) 1 6.86 1.09 [-0.84, 3.02] 0
GOLDSTEIN2004 40 80 86 -8.61(7.51) 84 -6.22(7.52) 5.51 -2.39 [-4.65, -0.13] 0
LEE2007 60, prx 238 -14.19(5.94) 240 -13.52(5.94) —=1 12.57 -0.67 [-1.74, 0.40] 0
PERAHIA2006B 80 120 93 -12.10(4.82) 97 -11.90(4.92) — 10.03 -0.20 [-1.59, 1.19] 0
Subtotal (95% CI) 591 593 <& 45.01 -0.20 [-1.14, 0.74]

Test for heterogeneity: Chiz = 7.70, df = 4 (P = 0.10), 1> = 48.0%

Test for overall effect: Z = 0.42 (P = 0.67)

02 Fluoxetine

EL HMAQ-B 40-120 81 -8.00(6.75) 37 -7.63(6.70) _— 4.44 -0.37 [-2.98, 2.24] 0
GOLDSTEIN2002 120 66 -9.73(6.74) 33 -7 5(6 9) —_— 3.85 -1.98 [-4.84, 0.88] 0
Subtotal (95% Cl) 147 70 L - 8.28 -1.10 [-3.03, 0.83]

Test for heterogeneity: Chiz = 0.66, df = 1 (P = 0.42), 12 = 0%

Test for overall effect: Z = 1.12 (P = 0.26)

03 Escitalopram

KHAN2007 60, esc 126 -9.60(7.60) 136 -11.10(6.90) +— 7.69 1.50 [-0.26, 3.26] 0
NIERENBERG2007B 60 273 -7.61(6.94) 274 -7.22(6.62) —=- 11.96 -0.39 [-1.53, 0.75] 0
WADE2007 dul esc 146 11.19(6.66) 141 9.93(6.66) T+— 8.98 1.26 [-0.28, 2.80] 0
Subtotal (95% CI) 545 551 < 28.62 0.66 [-0.61, 1.93]

Test for heterogeneity: Chiz = 4.52, df = 2 (P = 0.10), 1> = 55.8%

Test for overall effect: Z = 1.02 (P = 0.31)

04 Venlafaxine

EL MHBU 60 vs ven 159 -12.75(6.92) 164 -14.30(6.92) — 9.18 1.55 [0.04, 3.06] 0
EL MHCQ 60 vs ven 159 -12.76(7.19) 166 -13.30(7.09) —_1— 8.90 0.54 [-1.01, 2.09] 0
Subtotal (95% Cl) 318 330 <> 18.08 1.06 [-0.02, 2.14]

Test for heterogeneity: Chi? = 0.84, df = 1 (P = 0.36), 12 = 0%

Test for overall effect: Z = 1.92 (P = 0.06)

Total (95% CI) 1601 1544 X 3 100.00 0.19 [-0.44, 0.81]

Test for heterogeneity: Chi* = 19.84, df = 11 (P = 0.05), I1* = 44.6%

Test for overall effect: Z = 0.59 (P = 0.55)
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Dul.05.02. Acute phase: duloxetine versus other antidepressants — non-response

Review: Depression Update: duloxetine
Comparison: 05 Acute phase: duloxetine vs other antidepressants
Outcome: 02 Non-response
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Paroxetine
DETKE2004 80 120 34/95 23/86 —— 4.20 1.34 [0.86, 2.08] 0
EL HMAT-A 40, 80 prx 56/84 51/89 H— 9.58 1.16 [0.92, 1.47] 0
GOLDSTEIN2004 40 80 47/91 62/87 —— 9.38 0.72 [0.57, 0.92] 0
LEE2007 60, prx 94/238 83/240 Ha— 9.58 1.14 [0.90, 1.44] 0
PERAHIA2006B 80 120 32/93 38/97 — 5.38 0.88 [0.60, 1.28] 0
Subtotal (95% Cl) 601 599 ’ 38.13 1.01 [0.81, 1.26]
Total events: 263 (Treatment), 257 (Control)
Test for heterogeneity: Chiz = 12.03, df = 4 (P = 0.02), 12 = 66.7%
Test for overall effect: Z = 0.10 (P = 0.92)
02 Fluoxetine
EL HVAQ-B 40-120 42/82 22/37 —a 6.17 0.86 [0.61, 1.21] 0
GOLDSTEIN2002 120 38/70 15/33 —_ 4.36 1.19 [0.78, 1.84] 0
Subtotal (95% Cl) 152 70 <@ 10.52 0.99 [0.72, 1.36]
Total events: 80 (Treatment), 37 (Control)
Test for heterogeneity: Chiz = 1.38, df = 1 (P = 0.24), I? = 27.6%
Test for overall effect: Z = 0.08 (P = 0.93)
03 Escitalopram
KHAN2007 60, esc 86/138 79/140 ol 11.35 1.10 [0.91, 1.34] 0
NIERENBERG2007B 60 156/273 162/274 - 14.06 0.97 [0.84, 1.11] 0
WADE2007 dul esc 89/151 74/143 re— 10.79 1.14 [0.93, 1.40] 0
Subtotal (95% Cl) 562 557 ’ 36.21 1.04 [0.94, 1.16]
Total events: 331 (Treatment), 315 (Control)
Test for heterogeneity: Chiz = 2.13, df = 2 (P = 0.35), 12 = 6.0%
Test for overall effect: Z = 0.79 (P = 0.43)
04 Venlafaxine
EL MHBU 60 vs ven 70/166 49/166 —_— 7.41 1.43 [1.06, 1.92] 0
EL MHCQ 60 vs ven 61/164 60/171 — 7.73 1.06 [0.80, 1.41] 0
Subtotal (95% Cl) 330 337 © 15.14 1.23 [0.92, 1.64]
Total events: 131 (Treatment), 109 (Control)
Test for heterogeneity: Chiz = 2.03, df = 1 (P = 0.15), 1> = 50.9%
Test for overall effect: Z = 1.37 (P = 0.17)
Total (95% Cl) 1645 1563 . 100.00 1.05 [0.95, 1.17]
Total events: 805 (Treatment), 718 (Control)
Test for heterogeneity: Chiz = 20.62, df = 11 (P = 0.04), 12 = 46.7%
Test for overall effect: Z = 1.00 (P = 0.32)
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Dul.05.03. Acute phase: duloxetine versus other antidepressants — non-remission

Review: Depression Update: duloxetine

Comparison: 05 Acute phase: duloxetine vs other antidepressants

Outcome: 03 Non-remission

Study Treatment Control RR (random) Weight RR (random)

or sub-category /N /N 95% ClI % 95% ClI Order
01 Paroxetine

DETKE2004 80 120 52/95 49/86 6.63 0.96 [0.74, 1.24] 0
EL HMAT-A 40, 80 prx 61/84 58/89 9.24 1.11 [0.91, 1.36] 0
GOLDSTEIN2004 40 80 48/91 56/87 6.99 0.82 [0.64, 1.05] 0
LEE2007 60, prx 121/238 119/240 10.54 1.03 [0.86, 1.23] 0
PERAHIA2006B 80 120 52/93 55/97 6.94 0.99 [0.77, 1.27] 0
Subtotal (95% Cl) 601 599 40.34 0.99 [0.90, 1.10]

Total events: 334 (Treatment), 337 (Control)

Test for heterogeneity: Chiz = 3.74, df = 4 (P = 0.44), 1> = 0%

Test for overall effect: Z = 0.11 (P = 0.92)

02 Fluoxetine

EL HMAQ-B 40-120 50/82 26/37 —— 6.19 0.87 [0.66, 1.14] 0
GOLDSTEIN2002 120 42/70 11/33 —_— 2.12 1.80 [1.07, 3.02] 0
Subtotal (95% Cl) 152 70 -l 8.30 1.21 [0.56, 2.61]

Total events: 92 (Treatment), 37 (Control)

Test for heterogeneity: Chiz = 6.88, df = 1 (P = 0.009), I> = 85.5%

Test for overall effect: Z = 0.49 (P = 0.62)

03 Escitalopram

KHAN2007 60, esc 103/138 99/140 - 12.94 1.06 [0.91, 1.22] 0
NIERENBERG2007B 60 172/273 186/274 - 14.74 0.93 [0.82, 1.05] 0
WADE2007 dul esc 70/151 49/143 —— 5.78 1.35 [1.02, 1.80] 0
Subtotal (95% Cl) 562 557 ’ 33.46 1.06 [0.89, 1.26]

Total events: 345 (Treatment), 334 (Control)

Test for heterogeneity: Chiz = 6.43, df = 2 (P = 0.04), |12 = 68.9%

Test for overall effect: Z = 0.62 (P = 0.53)

04 Venlafaxine

EL MHBU 60 vs ven 96/166 83/166 Ha— 9.28 1.16 [0.95, 1.41] 0
EL MHCQ 60 vs ven 81/164 88/171 —-— 8.62 0.96 [0.78, 1.19] 0
Subtotal (95% Cl) 330 337 ’ 17.90 1.06 [0.88, 1.27]

Total events: 177 (Treatment), 171 (Control)

Test for heterogeneity: Chiz = 1.57, df = 1 (P = 0.21), 1> = 36.4%

Test for overall effect: Z = 0.60 (P = 0.55)

Total (95% Cl) 1645 1563 1) 100.00 1.02 [0.94, 1.11]

Total events: 948 (Treatment), 879 (Control)

Test for heterogeneity: Chiz = 18.20, df = 11 (P = 0.08), 1> = 39.5%

Test for overall effect: Z = 0.55 (P = 0.58)
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Dul.06.01. Acute phase: duloxetine versus other antidepressants — leaving treatment early: any reason

Review: Depression Update: duloxetine
Comparison: 06 Acute phase: duloxetine vs other antidepressants - acceptability and tolerability
Outcome: 01 Leaving treatment early - any reason
Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Paroxetine
DETKE2004 80 120 12/95 10/86 —_— 3.15 1.09 [0.49, 2.39] 0
EL HMAT-A 40, 80 prx 44/84 31/89 — 11.16 1.50 [1.06, 2.13] 0
GOLDSTEIN2004 40 80 38/91 38/87 —a— 11.55 0.96 [0.68, 1.34] 0
LEE2007 60, prx 72/238 57/240 —— 13.49 1.27 [0.95, 1.72] 0
PERAHIA2006B 80 120 10/93 9/97 —_— 2.72 1.16 [0.49, 2.72] 0
Subtotal (95% Cl) 601 599 ® 42.07 1.21 [1.01, 1.45]
Total events: 176 (Treatment), 145 (Control)
Test for heterogeneity: Chi* = 3.52, df = 4 (P = 0.47), 12 = 0%
Test for overall effect: Z = 2.11 (P = 0.03)
02 Fluoxetine
EL HMAQ-B 40-120 25/82 14/37 —_— 6.23 0.81 [0.48, 1.36] 0
GOLDSTEIN2002 120 24/70 12/33 —_—r 5.71 0.94 [0.54, 1.64] 0
Subtotal (95% Cl) 152 70 ’ 11.94 0.87 [0.59, 1.27]
Total events: 49 (Treatment), 26 (Control)
Test for heterogeneity: Chiz = 0.16, df = 1 (P = 0.69), 12 = 0%
Test for overall effect: Z = 0.73 (P = 0.47)
03 Escitalopram
KHAN2007 60, esc 46/138 21/140 —_— 7.68 2.22 [1.40, 3.52] 0
NIERENBERG2007B 60 85/273 66/274 —a— 14.70 1.29 [0.98, 1.70] 0
Subtotal (95% Cl) 411 414 o 22.38 1.64 [0.97, 2.78]
Total events: 131 (Treatment), 87 (Control)
Test for heterogeneity: Chi? = 3.96, df = 1 (P = 0.05), 12 = 74.7%
Test for overall effect: Z = 1.84 (P = 0.07)
04 Venlafaxine
EL MHBU 60 vs ven 48/166 30/166 —_— 9.29 1.60 [1.07, 2.39] 0
EL MHCQ 60 vs ven 68/164 56/171 —— 14.32 1.27 [0.96, 1.68] 0
Subtotal (95% Cl) 330 337 <& 23.61 1.37 [1.09, 1.72]
Total events: 116 (Treatment), 86 (Control)
Test for heterogeneity: Chi? = 0.88, df = 1 (P = 0.35), 12 = 0%
Test for overall effect: Z = 2.66 (P = 0.008)
Total (95% Cl) 1494 1420 <& 100.00 1.27 [1.10, 1.47]
Total events: 472 (Treatment), 344 (Control)
Test for heterogeneity: Chi* = 14.79, df = 10 (P = 0.14), 12 = 32.4%
Test for overall effect: Z = 3.17 (P = 0.001)
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Dul.06.02. Acute phase: duloxetine versus other antidepressants — leaving treatment early: adverse reactions

Review: Depression Update: duloxetine
Comparison: 06 Acute phase: duloxetine vs other antidepressants - acceptability and tolerability
Outcome: 02 Leaving treatment early - adverse reactions
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Paroxetine
DETKE2004 80 120 4/95 3/86 2.99 1.21 [0.28, 5.24] 0
EL HMAT-A 40, 80 prx 13/84 10/89 B e —— 10.90 1.38 [0.64, 2.97] 0
GOLDSTEIN2004 40 80 14/91 8/87 — 9.64 1.67 [0.74, 3.79] 0
LEE2007 60, prx 20/238 17/240 —_—t 16.69 1.19 [0.64, 2.21] 0
PERAHIA2006B 80 120 4/93 4/97 D 3.50 1.04 [0.27, 4.05] 0
Subtotal (95% Cl) 601 599 O 43.71 1.32 [0.90, 1.93]
Total events: 55 (Treatment), 42 (Control)
Test for heterogeneity: Chiz = 0.58, df = 4 (P = 0.97), 12 = 0%
Test for overall effect: Z = 1.40 (P = 0.16)
02 Fluoxetine
GOLDSTEIN2002 120 7/70 1/33 > 1.53 3.30 [0.42, 25.74] 0
Subtotal (95% Cl) 70 33 ——— 53 3.30 [0.42, 25.74)
Total events: 7 (Treatment), 1 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.14 (P = 0.25)
03 Escitalopram
KHAN2007 60, esc 17/138 3/140 —_ ) 4.44 5.75 [1.72, 19.18] 0
NIERENBERG2007B 60 20/273 14/274 e S 14.69 1.43 [0.74, 2.78] 0
Subtotal (95% Cl) 411 414 ——ellE—  10.13 2.62 [0.67, 10.30]
Total events: 37 (Treatment), 17 (Control)
Test for heterogeneity: Chi?z = 4.04, df = 1 (P = 0.04), 12 = 75.2%
Test for overall effect: Z = 1.38 (P = 0.17)
04 Venlafaxine
EL MHBU 60 vs ven 22/166 14/166 B R — 15.99 1.57 [0.83, 2.96] 0
EL MHCQ 60 vs ven 26/164 17/171 +—— 19.64 1.59 [0.90, 2.83] 0
Subtotal (95% Cl) 330 337 o 35.63 1.58 [1.04, 2.42]
Total events: 48 (Treatment), 31 (Control)
Test for heterogeneity: Chiz = 0.00, df = 1 (P = 0.97), 12 = 0%
Test for overall effect: Z = 2.12 (P = 0.03)
Total (95% Cl) 1412 1383 <o 100.00 1.54 [1.20, 1.99]
Total events: 147 (Treatment), 91 (Control)
Test for heterogeneity: Chiz = 6.48, df = 9 (P = 0.69), 1> = 0%
Test for overall effect: Z = 3.34 (P = 0.0008)
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Dul.06.03. Acute phase: duloxetine versus other antidepressants — leaving treatment early: lack of efficacy

Review: Depression Update: duloxetine

Comparison: 06 Acute phase: duloxetine vs other antidepressants - acceptability and tolerability

Outcome: 03 Leaving treatment early - lack of efficacy

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category /N /N 95% Cl % 95% Cl Order
01 Paroxetine

DETKE2004 80 120 3/95 1/86 » 2.84 2.72 [0.29, 25.62] 0
LEE2007 60, prx 1/238 1/240 < » 2.70 1.01 [0.06, 16.03] 0
PERAHIA2006B 80 120 3/93 1/97 = » 2.65 3.13 [0.33, 29.55] 0
Subtotal (95% Cl) 426 423 e 8.19 2.29 [0.60, 8.78]

Total events: 7 (Treatment), 3 (Control)
Test for heterogeneity: Chi? = 0.43, df = 2 (P = 0.80), I = 0%
Test for overall effect: Z = 1.21 (P = 0.23)

02 Fluoxetine - no data
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (Treatment), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: not applicable

03 Escitalopram

KHAN2007 60, esc 2/138 1/140 P 2.69 2.03 [0.19, 22.12] 0
NIERENBERG2007B 60 20/273 24/274 —a— 64.90 0.84 [0.47, 1.48] 0
Subtotal (95% Cl) 411 414 e 67.59 0.88 [0.51, 1.53]

Total events: 22 (Treatment), 25 (Control)
Test for heterogeneity: Chiz = 0.50, df = 1 (P = 0.48), I = 0%
Test for overall effect: Z = 0.44 (P = 0.66)

04 Venlafaxine

EL MHBU 60 vs ven 7/166 6/166 _— 16.26 1.17 [0.40, 3.40] 0
EL MHCQ 60 vs ven 4/164 3/171 7.96 1.39 [0.32, 6.12] 0
Subtotal (95% Cl) 330 337 il 24.21 1.24 [0.52, 2.95]

Total events: 11 (Treatment), 9 (Control)
Test for heterogeneity: Chi? = 0.04, df = 1 (P = 0.85), I = 0%
Test for overall effect: Z = 0.49 (P = 0.63)

Total (95% Cl) 1167 1174 < 100.00 1.09 [0.70, 1.68]
Total events: 40 (Treatment), 37 (Control)

Test for heterogeneity: Chi? = 2.69, df = 6 (P = 0.85), I = 0%
Test for overall effect: Z = 0.37 (P = 0.71)
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Dul.06.04. Acute phase: duloxetine versus other antidepressants — number reporting side effects

Review: Depression Update: duloxetine

Comparison: 06 Acute phase: duloxetine vs other antidepressants - acceptability and tolerability

Outcome: 04 Number reporting side effects

Study Treatment Control RR (random) Weight RR (random)

or sub-category /N /N 95% Cl % 95% Cl Order
01 Paroxetine

DETKE2004 80 120 49/95 39/86 —_1— 2.09 1.14 [0.84, 1.54] 0
EL HMAT-A 40, 80 prx 75/84 71/89 [-— 9.46 1.12 [0.98, 1.27] 0
GOLDSTEIN2004 40 80 76/91 76/87 - 10.28 0.96 [0.85, 1.08] 0
LEE2007 60, prx 185/238 168/240 = 12.30 1.11 [1.00, 1.24] 0
PERAHIA2006B 80 120 39/93 35/97 —— 1.53 1.16 [0.81, 1.66] 0
Subtotal (95% Cl) 601 599 » 35.67 1.07 [0.99, 1.15]

Total events: 424 (Treatment), 389 (Control)

Test for heterogeneity: Chiz = 4.92, df = 4 (P = 0.30), 1> = 18.7%

Test for overall effect: Z = 1.72 (P = 0.08)

02 Fluoxetine

GOLDSTEIN2002 120 62/70 30/33 - 8.55 0.97 [0.85, 1.12] 0
Subtotal (95% Cl) 70 33 0 8.55 0.97 [0.85, 1.12]

Total events: 62 (Treatment), 30 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.37 (P = 0.71)

03 Escitalopram

NIERENBERG2007B 60 241/273 237/274 - 22.38 1.02 [0.96, 1.009] 0
Subtotal (95% ClI) 273 274 ’ 22.38 1.02 [0.96, 1.009]

Total events: 241 (Treatment), 237 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.63 (P = 0.53)

04 Venlafaxine

EL MHBU 60 vs ven 134/166 144/166 - 14.42 0.93 [0.85, 1.02] 0
EL MHCQ 60 vs ven 149/164 149/171 . 18.99 1.04 [0.97, 1.12] 0
Subtotal (95% Cl) 330 337 0 33.41 0.99 [0.88, 1.11]

Total events: 283 (Treatment), 293 (Control)

Test for heterogeneity: Chiz = 3.51, df = 1 (P = 0.06), |12 = 71.5%

Test for overall effect: Z = 0.20 (P = 0.84)

Total (95% Cl) 1274 1243 ) 100.00 1.02 [0.98, 1.07]

Total events: 1010 (Treatment), 949 (Control)

Test for heterogeneity: Chi# = 11.36, df = 8 (P = 0.18), 12 = 29.6%

Test for overall effect: Z = 1.04 (P = 0.30)
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Dul.06.05. Acute phase: duloxetine versus other antidepressants — mean weight change

Review: Depression Update: duloxetine
Comparison: 06 Acute phase: duloxetine vs other antidepressants - acceptability and tolerability
Outcome: 05 Mean weight change (kg) at endpoint
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Paroxetine
DETKE2004 80 120 93 -0.04(1.75) 85 0.08(2.05) -T 0.27 -0.12 [-0.68, 0.44] 0
EL HMAT-A 40, 80 prx 63 -1.83(3.50) 86 -0.15(2.14) — 0.09 -1.68 [-2.66, -0.70] 0
GOLDSTEIN2004 40 80 91 -0.60(2.20) 87 -0.41(2.63) - 0.17 -0.19 [-0.90, 0.52] 0
LEE2007 60, prx 238 -0.10(0.17) 240 -0.10(0.16) 98.86 0.00 [-0.03, 0.03] 0
Subtotal (95% ClI) 485 498 99.39 0.00 [-0.03, 0.03]
Test for heterogeneity: Chiz = 11.82, df = 3 (P = 0.008), 1> = 74.6%
Test for overall effect: Z = 0.15 (P = 0.88)
02 Fluoxetine
GOLDSTEIN2002 120 65 -0.59(2.12) 33 -0.58(1.52) - 0.16 -0.01 [-0.74, O ] 0
Subtotal (95% ClI) 65 33 ; 0.16 -0.01 [-0.74, 0. ]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.03 (P = 0.98)
03 Escitalopram
NIERENBERG2007B 60 273 -7.16(6.94) 274 -7.22(6.62) - 0.07 0.06 [-1.08, 1.20] 0
Subtotal (95% CI) 273 274 ‘ 0.07 0.06 [-1.08, 1.20
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.10 (P = 0.92)
04 Venlafaxine
EL MHBU 60 vs ven 144 0.17(2.62 152 -0.24(3.03) — 0.21 0.41 [-0.23, 1.05] 0
EL MHCQ 60 vs ven 138 -0.08(3.01 145 -0.44(3.08) T 0.17 0.36 [-0.35, 1.07] 0
Subtotal (95% Cl) 282 297 » 0.38 0.39 [-0.09, 0.86]
Test for heterogeneity: Chiz = 0.01, df = 1 (P = 0.92), 12 = 0%
Test for overall effect: Z = 1.59 (P = 0.11)
Total (95% ClI) 1105 1102 100.00 0.00 [-0.03, 0.03]
Test for heterogeneity: Chiz = 14.40, df = 7 (P = 0.04), 12 = 51.4%
Test for overall effect: Z = 0.05 (P = 0.96)
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Dul.06.06. Acute phase: duloxetine versus other antidepressants — mean weight change (sensitivity analysis)

Review: Depression Update: duloxetine
Comparison: 06 Acute phase: duloxetine vs other antidepressants - acceptability and tolerability
Outcome: 06 Sensitivity analysis: Mean weight change (kg) at endpoint
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% Cl % 95% CI Order
01 Paroxetine
DETKE2004 80 120 93 -0.04(1.75) 85 0.08(2.05) 0.27 -0.12 [-0.68, 0.44] 0
GOLDSTEIN2004 40 80 91 -0.60(2.20) 87 -0.41(2.63) - 0.17 -0.19 [-0.90, 0.52] 0
LEE2007 60, prx 238 -0.10(0.17) 240 -0.10(0.16) 98.95 0.00 [-0.03, 0.03] 0
Subtotal (95% CI) 422 412 99.39 0.00 [-0.03, 0.03]
Test for heterogeneity: Chi2 = 0.44, df = 2 (P = 0.80), 12 = 0%
Test for overall effect: Z = 0.04 (P = 0.97)
02 Fluoxetine
GOLDSTEIN2002 120 65 -0.59(2.12) 33 -0.58(1.52) 0.16 -0.01 [-0.74, 0.72] 0
Subtotal (95% CI) 65 33 0.16 -0.01 [-0.74, 0.72]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.03 (P = 0.98)
03 Escitalopram
NIERENBERG2007B 60 273 -7.16(6.94) 274 -7.22(6.62) —_1 0.07 0.06 [-1.08, 1.20] 0
Subtotal (95% Cl) 273 274 <P 0.07 0.06 [-1.08, 1.20]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.10 (P = 0.92)
04 Venlafaxine
EL MHBU 60 vs ven 144 0.17(2.62) 152 -0.24(3.03) — 0.21 0.41 [-0.23, 1.05] 0
EL MHCQ 60 vs ven 138 -0.08(3.01 145 -0.44(3.08) — 0.17 0.36 [-0.35, 1.07] 0
Subtotal (95% CI) 282 297 0.38 0.39 [-0.09, 0.86]
Test for heterogeneity: Chiz = 0.01, df = 1 (P = 0.92), 12 = 0%
Test for overall effect: Z = 1.59 (P = 0.11)
Total (95% Cl) 1042 1016 100.00 0.00 [-0.03, 0.03]
Test for heterogeneity: Chiz = 3.00, df = 6 (P = 0.81), 12 = 0%
Test for overall effect: Z = 0.06 (P = 0.95)
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Dul.07. Duloxetine versus placebo - continuation phase for partial responders

Dul.07.01. Continuation phase (for partial responders): duloxetine versus placebo — mean change scores

Review: Depression Update: duloxetine
Comparison: 07 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs placebo
Outcome: 01 Mean change scores from end of acute phase
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% Cl Order
01 80 mg

PERAHIA2006B 80 120 70 -3.30(3.90) 70 -2.30(5.10) 1 100.00 -1.00 [-2.50, 0.50] 0
Subtotal (95% Cl) 70 70 . d 100.00 -1.00 [-2.50, 0.50]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.30 (P = 0.19)
02 120 mg

PERAHIA2006B 80 120 80 -2.50(4.70) 70 -2.30(5.10) — 100.00 -0.20 [-1.78, 1.38] 0
Subtotal (95% Cl) 80 70 - 100.00 -0.20 [-1.78, 1.38]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.25 (P = 0.80)
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Dul.07.02. Continuation phase (for partial responders): duloxetine versus placebo — leaving treatment early: any reason

Review: Depression Update: duloxetine
Comparison: 07 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs placebo
Outcome: 02 Leaving treatment early - for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
0180 mg

PERAHIA2006B 80 120 58/71 62/71 100.00 0.94 [0.81, 1.08] 0
Subtotal (95% Cl) 71 71 100.00 0.94 [0.81, 1.08]
Total events: 58 (Treatment), 62 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.92 (P = 0.36)

02 120 mg

PERAHIA2006B 80 120 62/81 62/71 100.00 0.88 [0.75, 1.02] 0
Subtotal (95% Cl) 81 71 100.00 0.88 [0.75, 1.02]
Total events: 62 (Treatment), 62 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.73 (P = 0.08)
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Dul.07.03. Continuation phase (for partial responders): duloxetine versus placebo — leaving treatment early: adverse reactions

Review: Depression Update: duloxetine

Comparison: 07 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs placebo

Outcome: 03 Leaving treatment early - adverse reactions

Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
0180 mg

DETKE2004 80 120 5/75 5/58 — 84.94 0.77 [0.23, 2.55] 0
PERAHIA2006B 80 120 2/71 1/71 = » 15.06 2.00 [0.19, 21.56] 0
Subtotal (95% Cl) 146 129 e 100.00 0.96 [0.34, 2.73]
Total events: 7 (Treatment), 6 (Control)

Test for heterogeneity: Chi? = 0.49, df = 1 (P = 0.48), 12 = 0%

Test for overall effect: Z = 0.08 (P = 0.94)

02 120 mg

DETKE2004 80 120 3/70 5/58 — 83.69 0.50 [0.12, 1.99] 0
PERAHIA2006B 80 120 3/81 1/71 - » 16.31 2.63 [0.28, 24.72] 0
Subtotal (95% Cl) 151 129 e 100.00 0.84 [0.28, 2.54]

Total events: 6 (Treatment), 6 (Control)

Test for heterogeneity: Chiz = 1.55, df = 1 (P = 0.21), 12 = 35.4%

Test for overall effect: Z = 0.30 (P = 0.76)
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Dul.07.04. Continuation phase (for partial responders): duloxetine versus placebo — leaving treatment early: lack of efficacy

Review: Depression Update: duloxetine

Comparison: 07 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs placebo

Outcome: 04 Leaving treatment early - lack of efficacy

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category /N /N 95% ClI % 95% ClI Order
0180 mg

PERAHIA2006B 80 120 1/71 1/71 < $» 100.00 1.00 [0.06, 15.68] 0
Subtotal (95% ClI) 71 71 100.00 1.00 [0.06, 15.68]

Total events: 1 (Treatment), 1 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

02 120 mg

PERAHIA2006B 80 120 4/81 1/71 —— B 100.00 3.51 [0.40, 30.65] 0
Subtotal (95% Cl) 81 71 ——ee . 100 .00 3.51 [0.40, 30.65]

Total events: 4 (Treatment), 1 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.13 (P = 0.26)
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Dul.08. Duloxetine comparing different doses - continuation phase for partial responders

Dul.08.01. Continuation phase (for partial responders): duloxetine comparing different doses — mean change scores

Review: Depression Update: duloxetine
Comparison: 08 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine at different doses
Outcome: 01 Mean change scores from end of acute phase
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
01 80 mg vs 120 mg
PERAHIA2006B 80 120 70 -3.30(3.90) 80 -2.50(4.70) —= 100.00 -0.80 [-2.18, 0.58] 0
Subtotal (95% Cl) 70 80 <o 100.00 -0.80 [-2.18, 0.58]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.14 (P = 0.25)
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Dul.08.02. Continuation phase (for partial responders): duloxetine comparing different doses — leaving treatment early: any reason
Review: Depression Update: duloxetine
Comparison: 08 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine at different doses
Outcome: 02 Leaving treatment early - for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% ClI Order
0180 mg vs 120 mg
PERAHIA2006B 80 120 58/71 62/81 100.00 1.07 [0.91, 1.26] 0
Subtotal (95% Cl) 71 81 100.00 1.07 [0.91, 1.26]
Total events: 58 (Treatment), 62 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.78 (P = 0.43)
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Dul.08.03. Continuation phase (for partial responders): duloxetine comparing different doses — leaving treatment early: adverse reactions

Review: Depression Update: duloxetine

Comparison: 08 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine at different doses

Outcome: 03 Leaving treatment early - adverse reactions

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category /N /N 95% ClI % 95% Cl Order
01 80 mg vs 120 mg

PERAHIA2006B 80 120 2/71 3/81 . 100.00 0.76 [0.13, 4.42] 0
Subtotal (95% Cl) 71 81 ——e 100.00 0.76 [0.13, 4.42]

Total events: 2 (Treatment), 3 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.30 (P = 0.76)

Total (95% Cl) 71 81 e 100.00 0.76 [0.13, 4.42]

Total events: 2 (Treatment), 3 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.30 (P = 0.76)

0.1 02 05 1 2

5 10

Favours treatment ~ Favours control
Dul.08.04. Continuation phase (for partial responders): duloxetine comparing different doses — leaving treatment early: lack of efficacy

Review: Depression Update: duloxetine

Comparison: 08 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine at different doses

QOutcome: 04 Leaving treatment early - lack of efficacy

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% Cl Order
01 80 mg vs 120 mg

PERAHIA2006B 80 120 1/71 4/81 —8 100.00 0.29 [0.03, 2.49] 0
Subtotal (95% Cl) 71 81 — 100.00 0.29 [0.03, 2.49]

Total events: 1 (Treatment), 4 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.13 (P = 0.26)

Total (95% Cl) 71 81 —— 100.00 0.29 [0.03, 2.49]

Total events: 1 (Treatment), 4 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.13 (P = 0.26)
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Dul.09. Duloxetine versus other antidepressants - continuation phase for partial responders

Dul.09.01. Continuation phase (for partial responders): duloxetine versus other antidepressants — mean change scores

Review: Depression Update: duloxetine
Comparison: 09 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs other drugs
Outcome: 01 Mean change scores from end of acute phase
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% Cl % 95% Cl Order
01 80 mg vs paroxetine
PERAHIA2006B 80 120 70 -3.30(3.90) 70 -3.60(4.30) — 100.00 0.30 [-1.06, 1.66] 0
Subtotal (95% ClI) 70 70 100.00 0.30 [-1.06, 1.66]

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.43 (P = 0.67)
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Dul.09.02. Continuation phase (for partial responders): duloxetine versus other antidepressants — leaving treatment early: any reason
Review: Depression Update: duloxetine

Comparison: 09 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs other drugs

Outcome: 02 Leaving treatment early - for any reason

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Paroxetine

PERAHIA2006D 60 58/71 61/70 100.00 0.94 [0.81, 1.08] 0
Subtotal (95% Cl) 71 70 100.00 0.94 [0.81, 1.08]

Total events: 58 (Treatment), 61 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.89 (P = 0.37)
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Dul.09.03. Continuation phase (for partial responders): duloxetine versus other antidepressants — leaving treatment early: adverse reactions

Review: Depression Update: duloxetine
Comparison: 09 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs other drugs
Outcome: 03 Leaving treatment early - adverse reactions
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Paroxetine
DETKE2004 80 120 5/75 2/70 B » 80.43 2.33 [0.47, 11.64] 0
PERAHIA2006D 60 2/71 0/70 & » 19.57 4.93 [0.24, 100.89] 0
Subtotal (95% Cl) 146 140 ——e I 100 .00 2.84 [0.70, 11.60]
Total events: 7 (Treatment), 2 (Control)
Test for heterogeneity: Chiz = 0.19, df = 1 (P = 0.67), 1> = 0%
Test for overall effect: Z = 1.46 (P = 0.15)
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Dul.09.04. Continuation phase (for partial responders): duloxetine versus other antidepressants — leaving treatment early: lack of efficacy
Review: Depression Update: duloxetine
Comparison: 09 Continuation phase for those with 30% improvement in baseline HAMD-17 scores: duloxetine vs other drugs
Outcome: 04 Leaving treatment early - lack of efficacy
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Paroxetine
PERAHIA2006D 60 1/71 2/70 < . 100.00 0.49 [0.05, 5.31] 0
Subtotal (95% Cl) 71 70 e — 100.00 0.49 [0.05, 5.31]
Total events: 1 (Treatment), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.58 (P = 0.56)
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Dul.10. Duloxetine versus placebo - continuation phase for those achieving remission

No efficacy data

Dul.11. Duloxetine versus other antidepressants - continuation phase for all

Dul.11.01. Continuation phase (for all): duloxetine versus other antidepressants — mean change scores

Review: Depression Update: duloxetine
Comparison: 11 Continuation phase no entry criteria: duloxetine vs other drugs
QOutcome: 01 Mean scores at endpoint
Study Treatment Control WMD (fixed) W eight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 Escitalopram
WADE2007 dul esc 146 8.47(6.85) 141 7.13(6.85) = 100.00 1.34 [-0.25, 2.93]
Subtotal (95% Cl) 146 141 > 100.00 1.34 [-0.25, 2.93]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.66 (P = 0.10)
-10 -5 0 5 10
Favours treatment Favours control
Dul.11.02. Continuation phase (for all): duloxetine versus other antidepressants — non-response
Review: Depression Update: duloxetine
Comparison: 11 Continuation phase no entry criteria: duloxetine vs other drugs
Outcome: 02 Non-response
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Escitalopram
WADEZ2007 dul esc 49/151 40/143 100.00 1.16 [0.82, 1.65] 0
Subtotal (95% Cl) 151 143 100.00 1.16 [0.82, 1.65]
Total events: 49 (Treatment), 40 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.83 (P = 0.40)
01 02 05 1 2 5 10

Favours treatment

Favours control

142



Dul.11.03. Continuation phase (for all): duloxetine versus other antidepressants — non-remission

Review: Depression Update: duloxetine
Comparison: 11 Continuation phase no entry criteria: duloxetine vs other drugs
Outcome: 03 Non-remission
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
01 Escitalopram
WADE2007 dul esc 39/151 28/143 4B 100.00 1.32 [0.86, 2.02] 0
Subtotal (95% Cl) 151 143 € 100.00 1.32 [0.86, 2.02]
Total events: 39 (Treatment), 28 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.27 (P = 0.21)
01 0.2 05 1 2 5 10
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Dul.11.04. Continuation phase (for all): duloxetine versus other antidepressants — leaving treatment early: any reason

Review: Depression Update: duloxetine
Comparison: 11 Continuation phase no entry criteria: duloxetine vs other drugs
Outcome: 04 Leaving treatment early - any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Escitalopram
WADE2007 dul esc 37/151 31/143 100.00 1.13 [0.74, 1.72] 0
Subtotal (95% Cl) 151 143 100.00 1.13 [0.74, 1.72]
Total events: 37 (Treatment), 31 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
Total (95% Cl) 151 143 100.00 1.13 [0.74, 1.72]
Total events: 37 (Treatment), 31 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
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Dul.11.05. Continuation phase (for all): duloxetine versus other antidepressants — adverse reactions

Review: Depression Update: duloxetine
Comparison: 11 Continuation phase no entry criteria: duloxetine vs other drugs
Outcome: 05 Leaving treatment early - adverse reactions
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Escitalopram
WADE2007 dul esc 26/151 13/143 —— 100.00 1.89 [1.01, 3.54] 0
Subtotal (95% Cl) 151 143 — 100.00 1.89 [1.01, 3.54]
Total events: 26 (Treatment), 13 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.00 (P = 0.05)
Total (95% Cl) 151 143 - 100.00 1.89 [1.01, 3.54]
Total events: 26 (Treatment), 13 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.00 (P = 0.05)
01 02 05 1 2 5 10
Favours treatment ~ Favours control
Dul.11.06. Continuation phase (for all): duloxetine versus other antidepressants — lack of efficacy
Review: Depression Update: duloxetine
Comparison: 11 Continuation phase no entry criteria: duloxetine vs other drugs
Outcome: 06 Leaving treatment early - lack of efficacy
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N n/N 95% Cl % 95% Cl Order
01 Escitalopram
WADE2007 dul esc 2/151 7/143 —8— 100.00 0.27 [0.06, 1.28] 0
Subtotal (95% Cl) 151 143 o —— 100.00 0.27 [0.06, 1.28]
Total events: 2 (Treatment), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.65 (P = 0.10)
Total (95% Cl) 151 143 o— 100.00 0.27 [0.06, 1.28]
Total events: 2 (Treatment), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.65 (P = 0.10)
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Escitalopram

Esc.01. Escitalopram versus placebo
Esc.01.01. Non-response data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 01 Escitalopram vs placebo
Outcome: 01 Non-response
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Ordered by baseline severity
NIERENBERGO07B pb/dix 165/274 94/137 - 12.09 0.88 [0.76, 1.02] 1
KASPER2005 plb/flx 95/174 95/180 —-— 9.59 1.03 [0.85, 1.26] 2
SCT-MD-02 plb/ctl 72/129 78/129 —- 8.92 0.92 [0.75, 1.14] 3
BOSE2008 plb 73/132 84/135 —-r 9.18 0.89 [0.73, 1.09] 4
Burke2002 plb/ctl 122/244 89/122 - 11.09 0.69 [0.58, 0.81] 4
LEPOLA2003 plb/ctl 61/156 87/154 —— 7.54 0.69 [0.54, 0.88] 5
WADE2002 plb 87/191 110/189 —-— 9.44 0.78 [0.64, 0.95] 5
SCT-MD-27 plb/stl 58/136 79/135 —— 7.50 0.73 [0.57, 0.93] 6
SCT-MD-26 plb 84/154 110/155 —-— 10.51 0.77 [0.64, 0.92] 7
CLAYTONO6C 2 plb/bpn 67/149 73/137 —=t 7.66 0.84 [0.67, 1.07] 8
CLAYTONOGC 1 plb/bpn 52/142 72/141 — 6.49 0.72 [0.55, 0.94] 9
Subtotal (95% Cl) 1881 1614 0 100.00 0.81 [0.75, 0.88]
Total events: 936 (Treatment), 971 (Control)
Test for heterogeneity: Chiz = 17.23, df = 10 (P = 0.07), 12 = 42.0%
Test for overall effect: Z = 5.13 (P < 0.00001)
02 Escitalopram 10mg
Burke2002 plb/ctl 60/119 89/122 - 22.19 0.69 [0.56, 0.85] 0
KASPER2005 plb/flx 95/174 95/180 —-— 23.98 1.03 [0.85, 1.26] 0
NIERENBERGO7B pb/dix 165/274 94/137 - 30.24 0.88 [0.76, 1.02] 0
WADE2002 plb 87/191 110/189 - 23.60 0.78 [0.64, 0.95] 0
Subtotal (95% Cl) 758 628 . 100.00 0.84 [0.72, 0.98]
Total events: 407 (Treatment), 388 (Control)
Test for heterogeneity: Chi? = 8.60, df = 3 (P = 0.04), 12 = 65.1%
Test for overall effect: Z = 2.16 (P = 0.03)
03 Escitalopram 20mg
Burke2002 plb/ctl 62/125 89/122 B 100.00 0.68 [0.55, 0.84] 0
Subtotal (95% Cl) 125 122 <& 100.00 0.68 [0.55, 0.84]
Total events: 62 (Treatment), 89 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.65 (P = 0.0003)
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Esc.01.02. Non-remission data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 01 Escitalopram vs placebo
Outcome: 02 Non-remission
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 v Placebo
NIERENBERGO07B pb/dix 189/274 101/137 - 14.72 0.94 [0.82, 1.06] 1
KASPER2005 plb/fix 106/174 105/180 -+ 10.38 1.04 [0.88, 1.24] 2
BOSE2008 plb 88/132 96/135 - 11.21 0.94 [0.80, 1.10] 3
LEPOLA2003 plb/ctl 78/156 91/154 —— 8.11 0.85 [0.69, 1.04] 4
WADE2002 plb 102/191 125/189 —-— 10.73 0.81 [0.68, 0.95] 4
SCT-MD-27 plb/stl 76/136 99/135 —-— 9.68 0.76 [0.64, 0.91] 5
SCT-MD-26 plb 112/154 128/155 - 15.58 0.88 [0.78, 0.99] 6
CLAYTONO6C 2 plb/bpn 93/149 89/137 - 10.10 0.96 [0.81, 1.14] 7
CLAYTONO6GC 1 plb/bpn 77/142 101/141 - 9.48 0.76 [0.63, 0.91] 8
Subtotal (95% Cl) 1508 1363 ’ 100.00 0.88 [0.82, 0.94]
Total events: 921 (Treatment), 935 (Control)
Test for heterogeneity: Chi? = 12.44, df = 8 (P = 0.13), 1> = 35.7%
Test for overall effect: Z = 3.65 (P = 0.0003)
02 Escitalopram 10mg v Placebo
KASPER2005 plb/fix 106/174 105/180 28.97 1.04 [0.88, 1.24] 0
NIERENBERGO07B pb/dix 189/274 101/137 41.08 0.94 [0.82, 1.06] 0
WADE2002 plb 102/191 125/189 - 29.95 0.81 [0.68, 0.95] 0
Subtotal (95% CI) 639 506 100.00 0.92 [0.81, 1.06]
Total events: 397 (Treatment), 331 (Control)
Test for heterogeneity: Chi? = 4.50, df = 2 (P = 0.11), 12 = 55.5%
Test for overall effect: Z = 1.16 (P = 0.25)
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Esc.01.03. Mean endpoint depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 01 Escitalopram vs placebo

Outcome: 03 Mean endpoint depression scores (clinician-rated)

Study Treatment Control SMD (random) W eight SMD (random)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 v Placebo

KASPER2005 plb/flx 170 15.31(8.94) 180 15.57(8.74) —_— 18.17 -0.03 [-0.24, 0.18] 1
SCT-MD-02 plb/ctl 124 15.90(9.74) 125 17.50(10.86) —_— 15.05 -0.15 [-0.40, 0.009] 2
Burke2002 plb/ctl 123 14.10(7.40) 119 18.10(9.90) —_— 14.59 -0.46 [-0.71, -0.20] 3
LEPOLA2003 plb/ctl 155 13.70(8.30) 154 16.20(9.80) —_— 16.94 -0.27 [-0.50, -0.05] 4
WADE2002 plb 188 14.30(9.10) 189 16.70(9.10) e — 18.78 -0.26 [-0.47, -0.06] 4
SCT-MD-26 plb 143 17.20(10.89) 151 20.50(10.69) —_— 16.46 -0.31 [-0.54, -0.08] 5
Subtotal (95% Cl) 903 918 <o 100.00 -0.24 [-0.35, -0.13]

Test for heterogeneity: Chi# = 7.56, df = 5 (P = 0.18), I1? = 33.9%

Test for overall effect: Z = 4.13 (P < 0.0001)

02 Escitalopram 10mg v Placebo

Burke2002 plb/ctl 118 14.10(8.20) 119 18.10(9.90) s 28.09 -0.44 [-0.70, -0.18] 0
KASPER2005 plb/flx 170 15.31(8.94) 180 15.57(8.74) e 35.36 -0.03 [-0.24, 0.18] 0
WADE2002 plb 188 14.30(9.10) 189 16.70(9.10) _— 36.55 -0.26 [-0.47, -0.06] 0
Subtotal (95% ClI) 476 488 . 100.00 -0.23 [-0.46, -0.01]

Test for heterogeneity: Chi? = 6.11, df = 2 (P = 0.05), |12 = 67.3%

Test for overall effect: Z = 2.05 (P = 0.04)

03 Escitalopram 20mg v Placebo

Burke2002 plb/ctl 123 14.10(7.40) 119 18.10(9.90) —. 100.00 -0.46 [-0.71, -0.20] 0
Subtotal (95% Cl) 123 119 - 100.00 -0.46 [-0.71, -0.20]

Test for heterogeneity: not applicable

Test for overall effect: Z = 3.51 (P = 0.0004)
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Esc.01.04. Mean change depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 01 Escitalopram vs placebo
Outcome: 04 Mean change depression scores (clinician-rated)
Study Treatment Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 v Placebo
NIERENBERG07B pb/dix 274 -7.22(6.62) 137 -5.97(6.79) —_— 12.74 -0.19 [-0.39, 0.02] 1
SCT-MD-02 plb/ctl 124 -12.90(10.03) 125 -11.20(10.35) —_— 8.69 -0.17 [-0.42, 0.08] 2
BOSE2008 plb 129 -12.10(10.22) 134 -10.60(10.42) —_— 9.18 -0.14 [-0.39, 0.10] 3
Burke2002 plb/ctl 123 -13.90¢(8.87) 119 -9.40(9.82) —_— 8.23 -0.48 [-0.74, -0.22] 3
LEPOLA2003 plb/ctl 155 -15.30(8.40) 154 -12.50(9.50) —_— 10.69 -0.31 [-0.54, -0.09] 4
WADE2002 plb 188 -14.90(8.70) 189 -12.00(9.50) —_— 13.04 -0.32 [-0.52, -0.11] 4
SCT-MD-27 plb/stl 131 -15.80(10.30) 132 -12.40(10.34) _— 9.09 -0.33 [-0.57, -0.009] 5
SCT-MD-26 plb 143 -13.30(10.62) 151 -10.00(10.57) _— 10.16 -0.31 [-0.54, -0.08] 6
CLAYTONO6C 2 plb/bpn 133 -12.90(8.07) 126 -11.90(7.86) —_— 9.05 -0.13 [-0.37, 0.12] 7
CLAYTONO6C 1 plb/bpn 133 -14.20(8.07) 130 -12.10(7.98) —_— 9.13 -0.26 [-0.50, -0.02] 8
Subtotal (95% Cl) 1533 1397 & 100.00 -0.26 [-0.34, -0.19]
Test for heterogeneity: Chiz = 6.91, df = 9 (P = 0.65), 12 = 0%
Test for overall effect: Z = 7.01 (P < 0.00001)
02 Escitalopram 10mg v Placebo
Burke2002 plb/ctl 118 -12.80(8.69) 119 -9.40(9.82) —_— 24.04 -0.37 [-0.62, -0.11] 0
NIERENBERGO07B pb/dix 274 -7.22(6.62) 137 -5.97(6.79) — 37.55 -0.19 [-0.39, 0.02] 0
WADE2002 plb 188 -14.90(8.70) 189 -12.00(9.50) —a— 38.41 -0.32 [-0.52, -0.11] 0
Subtotal (95% Cl) 580 445 <o 100.00 -0.28 [-0.41, -0.15]
Test for heterogeneity: Chiz = 1.35, df = 2 (P = 0.51), 1> = 0%
Test for overall effect: Z = 4.36 (P < 0.0001)
03 Escitalopram 20mg v Placebo
Burke2002 plb/ctl 123 -13.90¢(8.87) 119 -9.40(9.82) —a 100.00 -0.48 [-0.74, -0.22] 0
Subtotal (95% Cl) 123 119 ‘ 100.00 -0.48 [-0.74, -0.22]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.68 (P = 0.0002)
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Esc.01.05. Number leaving treatment early for any reason

Review: Depression Update Pharmacology: Escitalopram

Comparison: 01 Escitalopram vs placebo

Outcome: 05 Leaving treatment early for any reason

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N /N 95% Cl % 95% Cl Order
01 v Placebo

NIERENBERGO7B pb/dix 66/274 40/137 — 13.79 0.83 [0.59, 1.15] 1
KASPER2005 plb/flx 30/174 20/180 —— 6.73 1.55 [0.92, 2.63] 2
SCT-MD-02 plb/ctl 33/129 24/129 - 8.27 1.38 [0.86, 2.19] 3
BOSE2008 plb 36/132 26/135 +—— 8.96 1.42 [0.91, 2.21] 4
Burke2002 plb/ctl 60/244 30/122 —_— 11.41 1.00 [0.68, 1.46] 4
LEPOLA2003 plb/ctl 10/156 15/154 _— 3.41 0.66 [0.31, 1.42] 5
WADE2002 plb 31/191 29/189 —_— 8.30 1.06 [0.66, 1.68] 5
SCT-MD-27 plb/stl 28/136 30/135 —— 8.54 0.93 [0.59, 1.46] 6
SCT-MD-26 plb 38/154 24/155 —— 8.45 1.59 [1.01, 2.52] 7
CLAYTONO6C 2 plb/bpn 44/149 32/137 -+ 10.91 1.26 [0.85, 1.87] 8
CLAYTONO6C 1 plb/bpn 37/142 39/141 —8— 11.22 0.94 [0.64, 1.38] 9
Subtotal (95% ClI) 1881 1614 ’ 100.00 1.11 [0.95, 1.29]

Total events: 413 (Treatment), 309 (Control)

Test for heterogeneity: Chi* = 12.75, df = 10 (P = 0.24), I = 21.5%

Test for overall effect: Z = 1.35 (P = 0.18)

02 Escitalopram 10mg v Placebo

Burke2002 plb/ctl 24/119 30/122 —— 21.82 0.82 [0.51, 1.32] 0
KASPER2005 plb/fix 30/174 20/180 +—— 18.27 1.55 [0.92, 2.63] 0
NIERENBERGO7B pb/dix 66/274 40/137 —a1 37.40 0.83 [0.59, 1.15] 0
WADE2002 plb 31/191 29/189 — 22.52 1.06 [0.66, 1.68] 0
Subtotal (95% ClI) 758 628 ‘ 100.00 0.99 [0.75, 1.30]

Total events: 151 (Treatment), 119 (Control)

Test for heterogeneity: Chi* = 4.60, df = 3 (P = 0.20), 12 = 34.8%

Test for overall effect: Z = 0.09 (P = 0.93)

03 Escitalopram 20mg v Placebo

Burke2002 plb/ctl 36/125 30/122 100.00 1.17 [0.77, 1.77] 0
Subtotal (95% ClI) 125 122 t 100.00 1.17 [0.77, 1.77]

Total events: 36 (Treatment), 30 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.75 (P = 0.46)
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Esc.01.06. Number leaving treatment early due to side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 01 Escitalopram vs placebo
Outcome: 06 Leaving treatment early due to side effects
Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
01 v Placebo
NIERENBERGO7B pb/dlix 14/274 8/137 _— 13.29 0.88 [0.38, 2.04] 1
KASPER2005 plb/flx 17/174 5/180 —_—s— 11.29 3.52 [1.33, 9.33] 2
SCT-MD-02 plb/ctl 11/125 4/127 — 9.51 2.79 [0.91, 8.54] 3
BOSE2008 plb 14/130 8/134 4 13.45 1.80 [0.78, 4.16] 4
Burke2002 plb/ctl 18/244 3/122 +—— 8.60 3.00 [0.90, 9.99] 4
LEPOLA2003 plb/ctl 4/155 4/154 7.14 0.99 [0.25, 3.90] 5
WADE2002 plb 9/191 2/189 ——) 6.08 4.45 [0.97, 20.34] 5
SCT-MD-27 plb/stl 8/134 4/132 —_—t 8.87 1.97 [0.61, 6.39] 6
SCT-MD-26 plb 10/147 0/153 —_— 2.07 1.85 [1.29, 369.56] 7
CLAYTONO6GC 2 plb/bpn 5/143 6/132 -_— 9.01 0.77 [0.24, 2.46] 8
CLAYTONOGC 1 plb/bpn 7/138 7/141 — s 10.67 1.02 [0.37, 2.84] 9
Subtotal (95% Cl) 1855 1601 ’ 100.00 1.80 [1.18, 2.73]
Total events: 117 (Treatment), 51 (Control)
Test for heterogeneity: Chiz = 14.65, df = 10 (P = 0.15), 12 = 31.8%
Test for overall effect: Z = 2.76 (P = 0.006)
02 Escitalopram 10mg v Placebo
Burke2002 plb/ctl 5/119 3/122 = 18.22 1.71 [0.42, 6.99] 0
KASPER2005 plb/flx 17/174 5/180 —_—8— 30.11 3.52 [1.33, 9.33] 0
NIERENBERGO07B pb/dix 14/274 8/137 —a 35.44 0.88 [0.38, 2.04] 0
WADE2002 plb 9/191 2/189 —8 ) 16.23 4.45 [0.97, 20.34] 0
Subtotal (95% Cl) 758 628 +ll— 100.00 2.02 [0.90, 4.54)
Total events: 45 (Treatment), 18 (Control)
Test for heterogeneity: Chi? = 6.06, df = 3 (P = 0.11), I = 50.5%
Test for overall effect: Z = 1.70 (P = 0.09)
03 Escitalopram 20mg v Placebo
Burke2002 plb/ctl 13/125 3/122 —— @ —> 100.00 4.23 [1.24, 14.47] 0
Subtotal (95% Cl) 125 122 ——e I 100 .00 4.23 [1.24, 14.47]
Total events: 13 (Treatment), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.30 (P = 0.02)
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Esc.01.07. Number reporting side effects

Review: Depression Update Pharmacology: Escitalopram

Comparison: 01 Escitalopram vs placebo

Outcome: 07 Patients reporting side effects

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% Cl % 95% Cl Order
01 v Placebo

KASPER2005 plb/flx 88/173 96/180 11.83 0.95 [0.78, 1.17] 1
SCT-MD-02 plb/ctl 99/125 96/127 11.97 1.05 [0.92, 1.20] 2
BOSE2008 plb 102/130 92/134 11.39 1.14 [0.99, 1.32] 3
Burke2002 plb/ctl 201/244 86/122 14.42 1.17 [1.03, 1.33] 3
LEPOLA2003 plb/ctl 113/155 99/154 12.49 1.13 [0.97, 1.32] 4
WADE2002 plb 113/191 106/189 13.40 1.05 [0.89, 1.25] 4
SCT-MD-27 plb/stl 109/134 100/132 12.67 1.07 [0.95, 1.22] 5
SCT-MD-26 plb 107/147 96/153 11.83 1.16 [0.99, 1.36] 6
Subtotal (95% CI) 1299 1191 100.00 1.09 [1.04, 1.15]

Total events: 932 (Treatment), 771 (Control)

Test for heterogeneity: Chiz = 4.58, df = 7 (P = 0.71), 12 = 0%

Test for overall effect: Z = 3.24 (P = 0.001)

02 Escitalopram 10mg v Placebo

Burke2002 plb/ctl 94/119 86/122 29.74 1.12 [0.97, 1.30] 0
KASPER2005 plb/flx 88/173 96/180 32.95 0.95 [0.78, 1.17] 0
WADE2002 plb 113/191 106/189 37.31 1.05 [0.89, 1.25] 0
Subtotal (95% Cl) 483 491 100.00 1.04 [0.94, 1.15]

Total events: 295 (Treatment), 288 (Control)

Test for heterogeneity: Chiz = 1.71, df = 2 (P = 0.42), 12 = 0%

Test for overall effect: Z = 0.78 (P = 0.44)

03 Escitalopram 20mg v Placebo

Burke2002 plb/ctl 107/125 86/122 100.00 1.21 [1.06, 1.39] 0
Subtotal (95% Cl) 125 122 100.00 1.21 [1.06, 1.39]

Total events: 107 (Treatment), 86 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.81 (P = 0.005)
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Esc.02. Escitalopram versus all other antidepressants
Esc.02.01. Non-response data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 02 Escitalopram vs all other ADs
Outcome: 01 Non-response
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 v Other AD
NIERENBERGO7B pb/dix 165/274 160/273 - 13.11 1.03 [0.89, 1.18] 1
KASPER2005 plb/flx 95/174 103/164 — 8.67 0.87 [0.73, 1.04] 2
SCT-MD-02 plb/ctl 72/129 67/128 —— 5.50 1.07 [0.85, 1.34] 3
Burke2002 plb/ctl 122/244 68/125 —. 7.35 0.92 [0.75, 1.13] 4
Montgomery 2002 vfx 38/148 37/145 —a 3.06 1.01 [0.68, 1.49] 4
LEPOLA2003 plb/ctl 61/156 82/161 —— 6.60 0.77 [0.60, 0.98] 5
VENTURA2007 stl 29/107 33/108 —a— 2.69 0.89 [0.58, 1.35] 6
BALDWIN2006 prx 54/166 48/159 —— 4.01 1.08 [0.78, 1.49] 7
COLONNA2005 ctl 48/175 59/182 — 4.73 0.85 [0.61, 1.16] 8
SCT-MD-16 flx 38/102 37/103 —m— 3.01 1.04 [0.72, 1.49] 9
BIELSKI2004 vfx 41/98 53/100 —a—t 4.29 0.79 [0.59, 1.06] 10
SCT-MD-27 plb/stl 58/136 54/138 —-—— 4.38 1.09 [0.82, 1.45] 10
CLAYTONO6C 2 plb/bpn 67/149 57/138 —m 4.84 1.09 [0.83, 1.42] 11
MAO2008 flx 26/123 26/117 —a 2.18 0.95 [0.59, 1.54] 11
CLAYTONO6C 1 plb/bpn 52/142 60/142 —u 4.91 0.87 [0.65, 1.16] 12
KHAN2007B dix 48/140 75/138 —— 6.18 0.63 [0.48, 0.83] 12
WADE2007 dIx 29/144 39/151 —a 3.11 0.78 [0.51, 1.19] 13
BOULENGER2006 prx 45/232 56/227 —a 4.63 0.79 [0.56, 1.11] 14
YEVTUNSHENKO2007 ctl 6/109 20/110 —_— 1.63 0.30 [0.13, 0.72] 15
MOORE2005 ctl 37/142 65/152 —a— 5.13 0.61 [0.44, 0.85] 16
Subtotal (95% CI) 3090 2961 ¢ 100.00 0.89 [0.84, 0.95]
Total events: 1131 (Treatment), 1199 (Control)
Test for heterogeneity: Chi? = 33.23, df = 19 (P = 0.02), I =42.8%
Test for overall effect: Z = 3.72 (P = 0.0002)
02 v Other AD (sensitivity analysis)
NIERENBERGO07B pb/dIx 165/274 160/273 - 13.32 1.03 [0.89, 1.18] 1
KASPER2005 plb/flx 95/174 103/164 B 8.81 0.87 [0.73, 1.04] 2
SCT-MD-02 plb/ctl 72/129 67/128 —— 5.59 1.07 [0.85, 1.34] 3
Burke2002 plb/ctl 122/244 68/125 —. 7.47 0.92 [0.75, 1.13] 4
Montgomery 2002 vfx 38/148 37/145 —— 3.11 1.01 [0.68, 1.49] 4
LEPOLA2003 plb/ctl 61/156 82/161 —a— 6.71 0.77 [0.60, 0.98] 5
VENTURA2007 stl 29/107 33/108 —— 2.73 0.89 [0.58, 1.35] 6
BALDWIN2006 prx 54/166 48/159 —— 4.08 1.08 [0.78, 1.49] 7
COLONNA2005 ctl 48/175 59/182 —. 4.81 0.85 [0.61, 1.16] 8
SCT-MD-16 fix 38/102 37/103 S 3.06 1.04 [0.72, 1.49] 9
BIELSKI2004 vfx 41/98 53/100 —=— 4.36 0.79 [0.59, 1.06] 10
SCT-MD-27 plb/stl 58/136 54/138 — - 4.46 1.09 [0.82, 1.45] 10
CLAYTONO6C 2 plb/bpn 67/149 57/138 - 4.92 1.09 [0.83, 1.42] 11
MAO2008 flx 26/123 26/117 —a 2.22 0.95 [0.59, 1.54] 11
CLAYTONO6C 1 plb/bpn 52/142 60/142 —a— 4.99 0.87 [0.65, 1.16] 12
KHAN2007B dix 48/140 75/138 —a— 6.28 0.63 [0.48, 0.83] 12
WADE2007 dIx 29/144 39/151 —a 3.16 0.78 [0.51, 1.19] 13
BOULENGER2006 prx 45/232 56/227 - 4.71 0.79 [0.56, 1.11] 14
MOORE2005 ctl 37/142 65/152 —a— 5.22 0.61 [0.44, 0.85] 16
Subtotal (95% CI) 2981 2851 ’ 100.00 0.90 [0.85, 0.96]
Total events: 1125 (Treatment), 1179 (Control)
Test for heterogeneity: Chi? = 26.97, df = 18 (P = 0.08), I> = 33.3%
Test for overall effect: Z = 3.37 (P = 0.0008)
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Esc.02.02. Non-remission data

Review: Depression Update Pharmacology: Escitalopram

Comparison: 02 Escitalopram vs all other ADs

Outcome: 02 Non-remission

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% CI Order
01 v Other AD

NIERENBERGO7B pb/dix 189/274 176/273 = 13.08 1.07 [0.95, 1.20] 1
KASPER2005 plb/flx 106/174 114/164 i 8.71 0.88 [0.75, 1.02] 2
Montgomery 2002 vfx 49/148 52/145 —.— 3.90 0.92 [0.67, 1.27] 3
LEPOLA2003 plb/ctl 78/156 98/161 —a 7.15 0.82 [0.67, 1.00] 4
VENTURA2007 stl 47/107 46/108 —— 3.40 1.03 [0.76, 1.40] 5
BALDWIN2006 prx 73/166 63/159 —fm— 4.77 1.11 [0.86, 1.44] 6
COLONNA2005 ctl 49/175 59/182 —— 4.29 0.86 [0.63, 1.19] 7
SCT-MD-16 fx 43/102 42/103 —.— 3.10 1.03 [0.75, 1.43] 8
BIELSKI2004 vfx 49/98 59/100 —m 4.33 0.85 [0.66, 1.10] 9
SCT-MD-27 plb/stl 76/136 76/138 —— 5.60 1.01 [0.82, 1.25] 9
CLAYTONO6C 2 plb/bpn 93/149 79/138 .— 6.08 1.09 [0.90, 1.32] 10
MAO2008 flx 30/123 31/117 —a— 2.36 0.92 [0.60, 1.42] 10
CLAYTONO6C 1 plb/bpn 77/142 88/142 —. 6.53 0.88 [0.72, 1.07] 11
KHAN2007B dIx 80/140 90/138 — 6.72 0.88 [0.73, 1.06] 11
WADE2007 dIx 41/144 49/151 —— 3.55 0.88 [0.62, 1.24] 12
BOULENGER2006 prx 61/232 78/227 —a— 5.85 0.77 [0.58, 1.01] 13
YEVTUNSHENKO2007 ctl 12/109 55/110 —_—a 4.06 0.22 [0.13, 0.39] 14
MOORE2005 ctl 67/142 91/152 —a 6.52 0.79 [0.63, 0.98] 15
Subtotal (95% CI) 2717 2708 ’ 100.00 0.90 [0.85, 0.95]

Total events: 1220 (Treatment), 1346 (Control)

Test for heterogeneity: Chi2 = 45.06, df = 17 (P = 0.0002), I* = 62.3%

Test for overall effect: Z = 3.72 (P = 0.0002)

02 v Other AD (sensitivity analysis)

NIERENBERGO07B pb/dix 189/274 176/273 = 13.63 1.07 [0.95, 1.20] 1
KASPER2005 plb/flx 106/174 114/164 - 9.08 0.88 [0.75, 1.02] 2
Montgomery 2002 vfx 49/148 52/145 —.— 4.06 0.92 [0.67, 1.27] 3
LEPOLA2003 plb/ctl 78/156 98/161 —a— 7.46 0.82 [0.67, 1.00] 4
VENTURA2007 stl 47/107 46/108 —— 3.54 1.03 [0.76, 1.40] 5
BALDWIN2006 prx 73/166 63/159 —fm— 4.98 1.11 [0.86, 1.44] 6
COLONNA2005 ctl 49/175 59/182 —a— 4.47 0.86 [0.63, 1.19] 7
SCT-MD-16 fix 43/102 42/103 —.— 3.23 1.03 [0.75, 1.43] 8
BIELSKI2004 vfx 49/98 59/100 B 4.52 0.85 [0.66, 1.10] 9
SCT-MD-27 plb/stl 76/136 76/138 —— 5.83 1.01 [0.82, 1.25] 9
CLAYTONO6C 2 plb/bpn 93/149 79/138 - 6.34 1.09 [0.90, 1.32] 10
MAO2008 flx 30/123 31/117 . 2.46 0.92 [0.60, 1.42] 10
CLAYTONO6C 1 plb/bpn 77/142 88/142 —. 6.80 0.88 [0.72, 1.07] 11
KHAN2007B dIx 80/140 90/138 . 7.01 0.88 [0.73, 1.06] 11
WADE2007 dix 41/144 49/151 . 3.70 0.88 [0.62, 1.24] 12
BOULENGER2006 prx 61/232 78/227 —— 6.10 0.77 [0.58, 1.01] 13
MOORE2005 ctl 67/142 91/152 —— 6.80 0.79 [0.63, 0.98] 15
Subtotal (95% CI) 2608 2598 [ 100.00 0.93 [0.88, 0.98]

Total events: 1208 (Treatment), 1291 (Control)

Test for heterogeneity: Chi? = 19.02, df = 16 (P = 0.27), > = 15.9%

Test for overall effect: Z = 2.58 (P = 0.010)
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Esc.02.03. Mean endpoint depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 02 Escitalopram vs all other ADs
Outcome: 03 Mean endpoint depression scores (clinician-rated)
Study Treatment Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
01 v Other AD
KASPER2005 plb/flx 170 15.31(8.94) 164 18.25(9.99) —_— 11.01 -0.31 [-0.53, -0.09] 1
SCT-MD-02 plb/ctl 124 15.90(9.74) 119 15.30(11.05) —_—t 8.10 0.06 [-0.19, 0.31] 2
Burke2002 plb/ctl 123 14.10(7.40) 125 16.00(9.50) r 8.22 -0.22 [-0.47, 0.03] 3
Montgomery 2002 vfx 146 10.64(8.92) 142 9.89(8.717) e 9.60 0.08 [-0.15, 0.32] 3
LEPOLA2003 plb/ctl 155 13.70(8.30) 159 15.00(8.70) —_— 10.44 -0.15 [-0.37, 0.07] 4
VENTURA2007 stl 104 10.40(8.20) 107 10.60(8.88) —_— 7.04 -0.02 [-0.29, 0.25] 5
BALDW IN2006 prx 165 12.12(8.47) 156 11.22(8.08) —_ 10.68 0.11 [-0.11, 0.33] 6
COLONNAZ2005 ctl 164 8.35(8.58) 174 9.65(9.72) —_— 11.24 -0.14 [-0.35, 0.07] 7
SCT-MD-16 flx 96 10.96(9.34) 98 11.24(10.82) —_— 6.47 -0.03 [-0.31, 0.25] 8
MAO 2008 flx 118 9.20(7.40) 113 10.80(9.90) — 7.67 -0.18 [-0.44, 0.08] 9
WADE2007 dix 141 8.89(8.93) 146 10.58(8.93) —_— 9.53 -0.19 [-0.42, 0.04] 10
Subtotal (95% CI) 1506 1503 ’ 100.00 -0.10 [-0.17, -0.02]
Test for heterogeneity: Chi* = 13.85, df = 10 (P = 0.18), 1> = 27.8%
Test for overall effect: Z = 2.61 (P = 0.009)
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Esc.02.04. mean change depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 02 Escitalopram vs all other ADs

Outcome: 04 Mean change depression scores (clinician-rated)

Study Treatment Control SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 v Other AD

NIERENBERGO7B pb/dix 274 -7.22(6.62) 273 -7.61(6.94) —=— 10.64 0.06 [-0.11, 0.23] 1
SCT-MD-09 flx *C 13 -16.00(5.96) 11 -15.20(7.01) 0.46 -0.12 [-0.92, 0.68] 2
SCT-MD-02 plb/ctl 124 -12.90(10.03) 119 -13.00(9.79) 4.72 0.01 [-0.24, 0.26] 3
Burke2002 plb/ctl 123 -13.90(8.87) 125 -12.00(10.06) — 4.80 -0.20 [-0.45, 0.05] 4
Montgomery 2002 vfx 146 -18.04(9.02) 142 -19.14(9.14) —— 5.59 0.12 [-0.11, 0.35] 4
LEPOLA2003 plb/ctl 155 -15.30(8.40) 159 -14.20(8.90) — 6.09 -0.13 [-0.35, 0.09] 5
VENTURAZ2007 stl 104 -19.10(8.66) 107 -18.40(8.89) —_—= 4.10 -0.08 [-0.35, 0.19] 6
BALDWIN2006 prx 165 -17.46(8.92) 156 -18.46(8.63) —= 6.23 0.11 [-0.11, 0.33] 7
COLONNA2005 ctl 164 -21.13(8.72) 174 -20.54(9.79) —=— 6.57 -0.06 [-0.28, 0.15] 8
SCT-MD-16 flx 96 -19.40(9.01) 98 -19.00(10.39) —s— 3.77 -0.04 [-0.32, 0.24] 9
BIELSKI2004 vfx 97 -15.90(10.83) 98 -13.60(9.90) —_— 3.77 -0.22 [-0.50, 0.06] 10
SCT-MD-27 plb/stl 131 -15.80(10.30) 135 -16.70(10.46) B 5.17 0.09 [-0.15, 0.33] 10
CLAYTONO6C 2 plb/bpn 133 -12.90(8.07) 129 -13.10(7.95) —F 5.09 0.02 [-0.22, 0.27] 11
MAO2008 flx 118 -20.90(8.10) 113 -20.30(10.10) — 4.49 -0.07 [-0.32, 0.19] 11
CLAYTONO6C 1 plb/bpn 133 -14.20(8.07) 134 -13.20(6.95) — 5.18 -0.13 [-0.37, 0.11] 12
KHAN2007B dix 136 -18.00(94.00) 126 -15.90(10.30) — 5.09 -0.03 [-0.27, 0.21] 12
BOULENGER2006 prx 228 -25.20(9.63) 223 -23.10(9.63) —— 8.72 -0.22 [-0.40, -0.03] 13
YEVTUNSHENKO2007 ctl 108 -28.70(8.11) 108 -25.19(8.11) — 4.10 -0.43 [-0.70, -0.16] 14
MOORE2005 ctl 138 -22.40(8.85) 142 -20.30(8.85) — 5.41 -0.24 [-0.47, 0.00] 15
Subtotal (95% CI) 2586 2572 ‘ 100.00 -0.07 [-0.12, -0.02]

Test for heterogeneity: Chi? = 24.22, df = 18 (P = 0.15), = 25.7%

Test for overall effect: Z=2.50 (P = 0.01)
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Esc.02.05. Number leaving treatment early for any reason

Review: Depression Update Pharmacology: Escitalopram

Comparison: 02 Escitalopram vs all other ADs

Outcome: 05 Leaving treatment early for any reason

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% CI % 95% ClI Order
01 v Other AD

NIERENBERGO7B pb/dix 66/274 85/273 - 8.37 0.77 [0.59, 1.02] 1
SCT-MD-09 flx *C 1/16 2/14 4 = 0.34 0.44 [0.04, 4.32] 2
KASPER2005 plb/flx 30/174 42/164 —— 5.79 0.67 [0.44, 1.02] 3
SCT-MD-02 plb/ctl 33/129 29/128 — 5.53 1.13 [0.73, 1.74] 4
Burke2002 plb/ctl 60/244 32/125 —a— 6.54 0.96 [0.66, 1.39] 5
Montgomery 2002 vfx 23/148 21/145 e 4.18 1.07 [0.62, 1.85] 5
LEPOLA2003 plb/ctl 10/156 9/161 —_— 2.04 1.15 [0.48, 2.75] 6
VENTURA2007 stl 19/107 15/108 — 3.48 1.28 [0.69, 2.38] 7
BALDWIN2006 prx 17/166 22/159 e 3.72 0.74 [0.41, 1.34] 8
COLONNA2005 ctl 31/175 47/182 —— 6.01 0.69 [0.46, 1.03] 9
SCT-MD-16 flx 36/102 26/103 T 5.70 1.40 [0.92, 2.14] 10
BIELSKI2004 vfx 26/98 34/100 R 5.63 0.78 [0.51, 1.20] 11
SCT-MD-27 plb/stl 28/136 25/138 — 4.87 1.14 [0.70, 1.84] 11
CLAYTONO6C 2 plb/bpn 44/149 39/138 —— 6.66 1.04 [0.73, 1.50] 12
MAO2008 flx 15/123 17/117 —a 3.29 0.84 [0.44, 1.60] 12
CLAYTONO6C 1 plb/bpn 37/142 33/142 — 5.94 1.12 [0.75, 1.69] 13
KHAN2007B dix 21/140 46/138 —a— 5.19 0.45 [0.28, 0.71] 13
WADE2007 dIx 32/144 37/151 —— 5.83 0.91 [0.60, 1.37] 14
BOULENGER2006 prx 47/232 74/227 —a— 7.53 0.62 [0.45, 0.85] 15
YEVTUNSHENKO2007 ctl 1/109 7/221 4 = 0.41 0.29 [0.04, 2.32] 16
MOORE2005 ctl 10/142 25/152 2.94 0.43 [0.21, 0.86] 17
Subtotal (95% ClI) 3106 3086 ‘ 100.00 0.85 [0.74, 0.98]

Total events: 587 (Treatment), 667 (Control)

Test for heterogeneity: Chi? = 33.98, df =20 (P = 0.03), I’ =41.1%

Test for overall effect: Z=2.31 (P = 0.02)
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Esc.02.06. Number leaving treatment early due to side effects

Review: Depression Update Pharmacology: Escitalopram

Comparison: 02 Escitalopram vs all other ADs

Outcome: 06 Leaving treatment early due to side effects

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% Cl % 95% Cl Order
01 v Other AD

NIERENBERGO07B pb/dix 14/274 20/273 —_— 8.05 0.70 [0.36, 1.35] 1
SCT-MD-09 flx *C 1/16 1/14 ¢ > 0.43 0.88 [0.06, 12.73] 2
KASPER2005 plb/fix 17/174 20/164 —_— 8.27 0.80 [0.44, 1.47] 3
SCT-MD-02 plb/ctl 11/125 5/123 s 2.02 2.16 [0.77, 6.05] 4
Burke2002 plb/ctl 18/244 11/125 —_— 5.84 0.84 [0.41, 1.72] 5
Montgomery 2002 vfx 12/148 16/145 —_— 6.49 0.73 [0.36, 1.50] 5
LEPOLA2003 plb/ctl 4/155 6/160 2.37 0.69 [0.20, 2.39] 6
VENTURA2007 stl 2/104 4/108 ¢ 1.58 0.52 [0.10, 2.77] 7
BALDWIN2006 prx 7/165 6/158 —_— 2.46 1.12 [0.38, 3.25] 8
COLONNAZ2005 ctl 10/175 18/182 _— 7.09 0.58 [0.27, 1.22] 9
SCT-MD-16 flx 3/98 8/99 = 3.20 0.38 [0.10, 1.39] 10
BIELSKI2004 vfx 4/98 16/100 ¢+—— 6.36 0.26 [0.09, 0.74] 11
SCT-MD-27 plb/stl 8/134 5/137 —_— 1.99 1.64 [0.55, 4.87] 11
CLAYTONO06C 2 plb/bpn 5/143 13/135 —_— ] 5.37 0.36 [0.13, 0.99] 12
MAO2008 flx 6/123 5/117 —_—Y 2.06 1.14 [0.36, 3.64] 12
CLAYTONO6C 1 plb/bpn 7/138 4/141 —_—t 1.59 1.79 [0.54, 5.97] 13
KHAN2007B dix 3/140 17/138 +—— 6.88 0.17 [0.05, 0.58] 13
WADE2007 dix 13/144 26/151 —_— 10.19 0.52 [0.28, 0.98] 14
BOULENGER2006 prx 18/232 35/227 —_— 14.21 0.50 [0.29, 0.86] 15
MOOREZ2005 ctl 4/138 9/142 — 3.56 0.46 [0.14, 1.45] 16
Subtotal (95% Cl) 2968 2839 ’ 100.00 0.64 [0.53, 0.78]

Total events: 167 (Treatment), 245 (Control)

Test for heterogeneity: Chi2 = 25.18, df = 19 (P = 0.15), |12 = 24.5%

Test for overall effect: Z = 4.51 (P < 0.00001)
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Esc.02.07. Number reporting side effects

Review: Depression Update Pharmacology: Escitalopram

Comparison: 02 Escitalopram vs all other ADs

Outcome: 07 Number reporting side effects

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
01 v Other AD

SCT-MD-09 flx *C 11/16 10/14 —a— 0.68 0.96 [0.60, 1.54] 1
KASPER2005 plb/flx 88/173 93/164 —m 6.05 0.90 [0.74, 1.09] 2
SCT-MD-02 plb/ctl 99/125 100/123 - 6.39 0.97 [0.86, 1.10] 3
Burke2002 plb/ctl 201/244 108/125 9.05 0.95 [0.87, 1.04] 4
Montgomery 2002 vfx 98/148 102/145 6.53 0.94 [0.81, 1.10] 4
LEPOLA2003 plb/ctl 113/155 110/160 6.86 1.06 [0.92, 1.22] 5
VENTURA2007 stl 89/104 94/108 5.85 0.98 [0.88, 1.09] 6
BALDWIN2006 prx 96/165 96/158 6.22 0.96 [0.80, 1.15] 7
COLONNAZ2005 ctl 110/175 133/182 8.27 0.86 [0.74, 0.99] 8
SCT-MD-16 flx 77/98 85/99 5.36 0.92 [0.80, 1.04] 9
SCT-MD-27 plb/stl 109/134 124/137 7.77 0.90 [0.82, 0.99] 10
MAO2008 flx 55/123 55/117 3.57 0.95 [0.72, 1.25] 11
KHAN2007B dix 112/140 110/138 7.02 1.00 [0.89, 1.13] 12
WADE2007 dIx 111/143 113/151 6.97 1.04 [0.91, 1.18] 13
BOULENGER2006 prx 153/232 162/227 10.38 0.92 [0.82, 1.05] 14
YEVTUNSHENKO2007 ctl 7/108 35/214 — 1.49 0.40 [0.18, 0.86] 15
MOORE2005 ctl 21/142 25/152 —a— 1.53 0.90 [0.53, 1.53] 16
Subtotal (95% CI) 2425 2414 ’ 100.00 0.94 [0.91, 0.98]

Total events: 1550 (Treatment), 1555 (Control)
Test for heterogeneity: Chi? = 14.63, df = 16 (P = 0.55), 1= 0%
Test for overall effect: Z = 3.04 (P = 0.002)
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Esc.03. Escitalopram versus SSRIs
Esc.03.01. Non-response data

Review: Depression Update Pharmacology: Escitalopram

Comparison: 03 Escitalopram vs SSRIs

Outcome: 01 Non-response (vs SSRIs)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram l

Burke2002 plb/ctl 122/244 68/125 23.76 0.92 [0.75, 1.13] 0
COLONNA2005 ctl 48/175 59/182 —— 15.28 0.85 [0.61, 1.16] 0
LEPOLA2003 plb/ctl 61/156 82/161 —— 21.33 0.77 [0.60, 0.98] 0
MOORE2005 ctl 37/142 65/152 —— 16.59 0.61 [0.44, 0.85] 0
SCT-MD-02 plb/ctl 72/129 67/128 —— 17.77 1.07 [0.85, 1.34] 0
YEVTUNSHENKO2007 ctl 6/109 20/110 5.26 0.30 [0.13, 0.72] 0
Subtotal (95% CI) 955 858 ‘ 100.00 0.82 [0.73, 0.92]

Total events: 346 (Treatment), 361 (Control)
Test for heterogeneity: Chi2 = 14.85, df =5 (P = 0.01), I> = 66.3%
Test for overall effect: Z = 3.47 (P = 0.0005)

02 SSRI Fluoxetine

KASPER2005 plb/flx 95/174 103/164
MAO2008 flx 26/123 26/117
SCT-MD-16 flx 38/102 37/103
Subtotal (95% CI) 399 384
Total events: 159 (Treatment), 166 (Control)

Test for heterogeneity: Chi? = 0.82, df = 2 (P = 0.66), 1> = 0%

Test for overall effect: Z = 1.06 (P = 0.29)
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03 SSRI Sertraline
SCT-MD-27 plb/stl 58/136 54/138 62.01 1.09 [0.82, 1.45] 0
VENTURAZ2007 stl 29/107 33/108 37.99 0.89 [0.58, 1.35] 0
Subtotal (95% CI) 243 246 4% 100.00 1.01 [0.80, 1.28]

Total events: 87 (Treatment), 87 (Control)

Test for heterogeneity: Chi? = 0.64, df = 1 (P = 0.43), I>= 0%

Test for overall effect: Z=0.11 (P = 0.92)

04 SSRI Paroxetine

BALDWIN2006 prx 54/166 48/159
BOULENGER2006 prx 45/232 56/227
Subtotal (95% Cl) 398 386
Total events: 99 (Treatment), 104 (Control)

Test for heterogeneity: Chi2=1.71, df = 1 (P = 0.19), I = 41.5%

Test for overall effect: Z = 0.68 (P = 0.50)

46.41 1.08 [0.78, 1.49] 0
53.59 0.79 [0.56, 1.11] 0
100.00 0.92 [0.73, 1.17]
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Esc.03.02. Non-response data (sensitivity analysis)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 03 Escitalopram vs SSRIs
Outcome: 02 Non-response (sensitivity analysis)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 SSRI Citalopram
Burke2002 plb/ctl 122/244 68/125 - 12.49 0.92 [0.75, 1.13] 0
COLONNA2005 ctl 48/175 59/182 —e 8.03 0.85 [0.61, 1.16] 0
LEPOLA2003 plb/ctl 61/156 82/161 — 11.21 0.77 [0.60, 0.98] 0
MOORE2005 ctl 37/142 65/152 —e 8.72 0.61 [0.44, 0.85] 0
SCT-MD-02 plb/ctl 72/129 67/128 —— 9.34 1.07 [0.85, 1.34] 0
Subtotal (95% Cl) 846 748 ¢ 49.79 0.85 [0.76, 0.95]
Total events: 340 (Treatment), 341 (Control)
Test for heterogeneity: Chiz = 9.00, df = 4 (P = 0.06), 1> = 55.5%
Test for overall effect: Z = 2.86 (P = 0.004)
02 SSRI Fluoxetine
KASPER2005 plb/flx 95/174 103/164 - 14.73 0.87 [0.73, 1.04] 0
MAO2008 flx 26/123 26/117 —_— 3.70 0.95 [0.59, 1.54] 0
SCT-MD-16 flx 38/102 37/103 o 5.11 1.04 [0.72, 1.49] 0
Subtotal (95% Cl) 399 384 3 23.54 0.92 [0.78, 1.08]
Total events: 159 (Treatment), 166 (Control)
Test for heterogeneity: Chi? = 0.82, df = 2 (P = 0.66), I = 0%
Test for overall effect: Z = 1.06 (P = 0.29)
03 SSRI Sertraline
SCT-MD-27 plb/stl 58/136 54/138 —— 7.44 1.09 [0.82, 1.45] 0
VENTURA2007 stl 29/107 33/108 —r 4.56 0.89 [0.58, 1.35] 0
Subtotal (95% Cl) 243 246 <o 12.00 1.01 [0.80, 1.28]
Total events: 87 (Treatment), 87 (Control)
Test for heterogeneity: Chiz = 0.64, df = 1 (P = 0.43), 12 = 0%
Test for overall effect: Z = 0.11 (P = 0.92)
04 SSRI Paroxetine
BALDWIN2006 prx 54/166 48/159 —_— 6.81 1.08 [0.78, 1.49] 0
BOULENGER2006 prx 45/232 56/227 —_— 7.86 0.79 [0.56, 1.11] 0
Subtotal (95% Cl) 398 386 <o 14.67 0.92 [0.73, 1.17]
Total events: 99 (Treatment), 104 (Control)
Test for heterogeneity: Chiz = 1.71, df = 1 (P = 0.19), |12 = 41.5%
Test for overall effect: Z = 0.68 (P = 0.50)
Total (95% Cl) 1886 1764 L 100.00 0.89 [0.82, 0.97]
Total events: 685 (Treatment), 698 (Control)
Test for heterogeneity: Chiz = 13.56, df = 11 (P = 0.26), 12 = 18.9%
Test for overall effect: Z = 2.69 (P = 0.007)
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Esc.03.03. Non-remission data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 03 Escitalopram vs SSRIs
Outcome: 03 Number not achieving remission at endpoint (vs SSRIs)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 SSRI Citalopram
COLONNA2005 ctl 49/175 59/182 7.69 0.86 [0.63, 1.19] 0
LEPOLA2003 plb/ctl 78/156 98/161 12.82 0.82 [0.67, 1.00] 0
MOORE2005 ctl 67/142 91/152 —a— 11.68 0.79 [0.63, 0.98] 0
YEVTUNSHENKO2007 ctl 12/109 55/110 —a 7.28 0.22 [0.13, 0.39] 0
Subtotal (95% Cl) 582 605 ¢ 39.47 0.71 [0.62, 0.81]
Total events: 206 (Treatment), 303 (Control)
Test for heterogeneity: Chi? = 20.91, df = 3 (P = 0.0001), I = 85.7%
Test for overall effect: Z = 5.10 (P < 0.00001)
02 SSRI Sertraline
SCT-MD-27 plb/stl 76/136 76/138 10.03 1.01 [0.82, 1.25] 0
VENTURA2007 stl 47/107 46/108 6.09 1.03 [0.76, 1.40] 0
Subtotal (95% CI) 243 246 16.11 1.02 [0.86, 1.22]
Total events: 123 (Treatment), 122 (Control)
Test for heterogeneity: Chi2 = 0.01, df =1 (P =0.93), 2= 0%
Test for overall effect: Z = 0.23 (P = 0.82)
03 SSRI Fluoxetine
KASPER2005 plb/flx 106/174 114/164 - 15.60 0.88 [0.75, 1.02] 0
MAO2008 flx 30/123 31/117 —a— 4.22 0.92 [0.60, 1.42] 0
SCT-MD-16 flx 43/102 42/103 —— 5.56 1.03 [0.75, 1.43] 0
Subtotal (95% Cl) 399 384 ¢ 25.38 0.92 [0.80, 1.06]
Total events: 179 (Treatment), 187 (Control)
Test for heterogeneity: Chi? = 0.85, df =2 (P = 0.65), I? = 0%
Test for overall effect: Z=1.19 (P = 0.23)
04 SSRI Paroxetine
BALDWIN2006 prx 73/166 63/159 —— 8.55 1.11 [0.86, 1.44] 0
BOULENGER2006 prx 61/232 78/227 —a 10.48 0.77 [0.58, 1.01] 0
Subtotal (95% Cl) 398 386 <& 19.04 0.92 [0.76, 1.11]
Total events: 134 (Treatment), 141 (Control)
Test for heterogeneity: Chi2 = 3.70, df = 1 (P = 0.05), I =72.9%
Test for overall effect: Z = 0.86 (P = 0.39)
Total (95% Cl) 1622 1621 Q 100.00 0.85 [0.79, 0.92]
Total events: 642 (Treatment), 753 (Control)
Test for heterogeneity: Chi? = 32.92, df = 10 (P = 0.0003), I = 69.6%
Test for overall effect: Z = 4.04 (P < 0.0001)
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Esc.03.04. Non-remission data (sensitivity analysis)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 03 Escitalopram vs SSRIs
Outcome: 04 Number not achieving remission at endpoint (vs SSRIs) (sensivitity analysis)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram
COLONNA2005 ctl 49/175 59/182 8.29 0.86 [0.63, 1.19] 0
LEPOLA2003 plb/ctl 78/156 98/161 13.83 0.82 [0.67, 1.00] 0
MOORE2005 ctl 67/142 91/152 . 12.60 0.79 [0.63, 0.98] 0
Subtotal (95% ClI) 473 495 ‘ 34.72 0.82 [0.72, 0.94]
Total events: 194 (Treatment), 248 (Control)
Test for heterogeneity: Chi? = 0.23, df =2 (P = 0.89), I? = 0%
Test for overall effect: Z = 2.88 (P = 0.004)
02 SSRI Sertraline
SCT-MD-27 plb/stl 76/136 76/138 10.82 1.01 [0.82, 1.25] 0
VENTURA2007 stl 47/107 46/108 6.56 1.03 [0.76, 1.40] 0
Subtotal (95% ClI) 243 246 17.38 1.02 [0.86, 1.22]
Total events: 123 (Treatment), 122 (Control)
Test for heterogeneity: Chi2 = 0.01, df =1 (P = 0.93), I? = 0%
Test for overall effect: Z = 0.23 (P = 0.82)
03 SSRI Fluoxetine
KASPER2005 plb/flx 106/174 114/164 - 16.83 0.88 [0.75, 1.02] 0
MAO2008 flx 30/123 31/117 —a— 4.56 0.92 [0.60, 1.42] 0
SCT-MD-16 flx 43/102 42/103 —.— 5.99 1.03 [0.75, 1.43] 0
Subtotal (95% Cl) 399 384 ¢ 27.37 0.92 [0.80, 1.06]
Total events: 179 (Treatment), 187 (Control)
Test for heterogeneity: Chi? = 0.85, df =2 (P = 0.65), I> = 0%
Test for overall effect: Z=1.19 (P = 0.23)
04 SSRI Paroxetine
BALDWIN2006 prx 73/166 63/159 —E— 9.23 1.11 [0.86, 1.44] 0
BOULENGER2006 prx 61/232 78/227 ] 11.30 0.77 [0.58, 1.01] 0
Subtotal (95% CI) 398 386 ‘ 20.53 0.92 [0.76, 1.11]
Total events: 134 (Treatment), 141 (Control)
Test for heterogeneity: Chi? = 3.70, df = 1 (P = 0.05), I =72.9%
Test for overall effect: Z = 0.86 (P = 0.39)
Total (95% Cl) 1513 1511 [l 100.00 0.90 [0.83, 0.98]
Total events: 630 (Treatment), 698 (Control)
Test for heterogeneity: Chi? = 8.94, df =9 (P = 0.44), > = 0%
Test for overall effect: Z = 2.58 (P = 0.010)
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Esc.03.05. Mean endpoint depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 03 Escitalopram vs SSRIs
Outcome: 05 Mean endpoint scores (clinician rated) (vs SSRIs)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% CI Order
01 SSRI Citalopram
Burke2002 plb/ctl 123 14.10(7.40) 125 16.00(9.50) r 10.17 -0.22 [-0.47, 0.03] 0
COLONNA2005 ctl 164 8.35(8.58) 174 9.65(9.72) —_— 13.90 -0.14 [-0.35, 0.07] 0
LEPOLA2003 plb/ctl 155 13.70(8.30) 159 15.00(8.70) — 12.91 -0.15 [-0.37, 0.07] 0
SCT-MD-02 plb/ctl 124 15.90(9.74) 119 15.30(11.05) —_—t— 10.02 0.06 [-0.19, 0.31] 0
Subtotal (95% Cl) 566 577 <o 46.99 -0.12 [-0.24, 0.00]
Test for heterogeneity: Chiz = 2.68, df = 3 (P = 0.44), 12 = 0%
Test for overall effect: Z = 2.02 (P = 0.04)
02 SSRI Fluoxetine
KASPER2005 plb/flx 170 15.31(8.94) 164 18.25(9.99) 13.61 -0.31 [-0.53, -0.09] 0
MAO 2008 fIx 118 9.20(7.40) 113 10.80(9.90) — 9.48 -0.18 [-0.44, 0.08] 0
SCT-MD-16 flx 96 10.96(9.34) 98 11.24(10.82) —_— 8.00 -0.03 [-0.31, 0.25] 0
Subtotal (95% Cl) 384 375 <o 31.09 -0.20 [-0.34, -0.06]
Test for heterogeneity: Chiz = 2.45, df = 2 (P = 0.29), 12 = 18.4%
Test for overall effect: Z = 2.72 (P = 0.006)
03 SSRI Sertraline
VENTURA2007 stl 104 10.40(8.20) 107 10.60(8.88) —_— 8.70 -0.02 [-0.29, 0.25] 0
Subtotal (95% Cl) 104 107 - 8.70 -0.02 [-0.29, 0.25]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.17 (P = 0.87)
04 SSRI Paroxetine
BALDW IN2006 prx 165 12.12(8.47) 156 11.22(8.08) —_ 13.21 0.11 [-0.11, 0.33] 0
Subtotal (95% Cl) 165 156 € 13.21 0.11 [-0.11, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.97 (P = 0.33)
Total (95% CI) 1219 1215 . 100.00 -0.11 [-0.19, -0.03]
Test for heterogeneity: Chiz = 10.83, df = 8 (P = 0.21), 12 = 26.2%
Test for overall effect: Z = 2.60 (P = 0.009)
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Esc.03.06. Mean change depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 03 Escitalopram vs SSRIs
Outcome: 06 Mean change (clinician rated) (vs SSRIs)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 SSRI Citalopram
Burke2002 plb/ctl 123 -13.90(8.87) 125 -12.00(10.06) - 7.72 -0.20 [-0.45, 0.05] 0
COLONNA2005 ctl 164 -21.13(8.72) 174 -20.54(9.79) — 9.63 -0.06 [-0.28, 0.15] 0
LEPOLA2003 plb/ctl 155 -15.30(8.40) 159 -14.20(8.90) —s 9.15 -0.13 [-0.35, 0.09] 0
MOORE2005 ctl 138 -22.40(8.85) 142 -20.30(8.85) 8.42 -0.24 [-0.47, 0.00] 0
SCT-MD-02 plb/ctl 124 -12.90(10.03) 119 -13.00(9.79) 7.63 0.01 [-0.24, 0.26] 0
YEVTUNSHENKO2007 ctl 108 -28.70(8.11) 108 -25.19(8.11) 6.86 -0.43 [-0.70, -0.16] 0
Subtotal (95% Cl) 812 827 <o 49.41 -0.17 [-0.28, -0.05]
Test for heterogeneity: Chiz2 = 7.01, df =5 (P = 0.22), I =28.7%
Test for overall effect: Z = 2.82 (P = 0.005)
02 SSRI Fluoxetine
MAO2008 flx 118 -20.90(8.10) 113 -20.30(10.10) —_— 7.34 -0.07 [-0.32, 0.19] 0
SCT-MD-09 flx *C 13 -16.00(5.96) 11 -15.20(7.01) 0.97 -0.12 [-0.92, 0.68] 0
SCT-MD-16 flx 96 -19.40(9.01) 98 -19.00(10.39) —_— 6.43 -0.04 [-0.32, 0.24] 0
Subtotal (95% CI) 227 222 ’ 14.75 -0.06 [-0.24, 0.13]
Test for heterogeneity: Chi? = 0.04, df =2 (P =0.98), I = 0%
Test for overall effect: Z = 0.61 (P = 0.54)
03 SSRI Sertraline
SCT-MD-27 plb/stl 131 -15.80(10.30) 135 -16.70(10.46) B 8.15 0.09 [-0.15, 0.33] 0
VENTURA2007 stl 104 -19.10(8.66) 107 -18.40(8.89) — 6.86 -0.08 [-0.35, 0.19] 0
Subtotal (95% ClI) 235 242 15.00 .01 [-0.17, 0.19]
Test for heterogeneity: Chi? = 0.81, df =1 (P =0.37), I = 0%
Test for overall effect: Z = 0.14 (P = 0.89)
04 SSRI Paroxetine
BALDWIN2006 prx 165 -17.46(8.92) 156 -18.46(8.63) —_— 9.29 0.11 [-0.11, 0.33] 0
BOULENGER2006 prx 228 -25.20(9.63) 223 -23.10(9.63) —a— 11.55 -0.22 [-0.40, -0.03] 0
Subtotal (95% CI) 393 379 i 20.84 -0.06 [-0.38, 0.27]
Test for heterogeneity: Chi? = 5.13, df = 1 (P = 0.02), I = 80.5%
Test for overall effect: Z=0.35 (P = 0.73)
Total (95% Cl) 1667 1670 <& 100.00 -0.10 [-0.18, -0.02]
Test for heterogeneity: Chi? = 16.37, df =12 (P = 0.17), I? = 26.7%
Test for overall effect: Z=2.51 (P = 0.01)
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Esc.03.07. Number leaving the study early for any reason

Review: Depression Update Pharmacology: Escitalopram

Comparison: 03 Escitalopram vs SSRIs

Outcome: 07 Leaving the study early for any reason (vs SSRIs)

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% CI % 95% CI Order
01 SSRI Citalopram

Burke2002 plb/ctl 60/244 32/125 —a— 10.96 0.96 [0.66, 1.39] 0
COLONNA2005 ctl 31/175 47/182 —a— 10.17 0.69 [0.46, 1.03] 0
LEPOLA2003 plb/ctl 10/156 9/161 —_— 3.73 1.15 [0.48, 2.75] 0
MOORE2005 ctl 10/142 25/152 —_—a— 5.27 0.43 [0.21, 0.86] 0
SCT-MD-02 plb/ctl 33/129 29/128 —— 9.45 1.13 [0.73, 1.74] 0
YEVTUNSHENKO2007 ctl 1/109 7/221 < 0.78 0.29 [0.04, 2.32) 0
Subtotal (95% CI) 955 969 < 40.37 0.82 [0.60, 1.11]

Total events: 145 (Treatment), 149 (Control)

Test for heterogeneity: Chi? = 8.41, df =5 (P = 0.14), I =40.5%

Test for overall effect: Z=1.31 (P =0.19)

02 SSRI Fluoxetine

KASPER2005 plb/flx 30/174 42/164 —a— 9.85 0.67 [0.44, 1.02] 0
MAO2008 flx 15/123 17/117 —a 5.86 0.84 [0.44, 1.60] 0
SCT-MD-09 fix *C 1/16 2/14 ¢ 0.65 0.44 [0.04, 4.32] 0
SCT-MD-16 fx 36/102 26/103 —a— 9.70 1.40 [0.92, 2.14)] 0
Subtotal (95% ClI) 415 398 ‘ 26.06 0.91 [0.58, 1.42]

Total events: 82 (Treatment), 87 (Control)

Test for heterogeneity: Chi? = 6.40, df =3 (P = 0.09), I =53.1%

Test for overall effect: Z = 0.42 (P = 0.67)

03 SSRI Sertraline

SCT-MD-27 plb/stl 28/136 25/138 —— 8.42 1.14 [0.70, 1.84] 0
VENTURA2007 stl 19/107 15/108 — 6.18 1.28 [0.69, 2.38] 0
Subtotal (95% CI) 243 246 ’ 14.60 1.19 [0.81, 1.74]

Total events: 47 (Treatment), 40 (Control)

Test for heterogeneity: Chi? = 0.09, df =1 (P =0.77), > = 0%

Test for overall effect: Z=0.88 (P = 0.38)

04 SSRI Paroxetine

BALDWIN2006 prx 17/166 22/159 —a— 6.56 0.74 [0.41, 1.34)] 0
BOULENGER2006 prx 47/232 74/227 —a— 12.41 0.62 [0.45, 0.85] 0
Subtotal (95% Cl) 398 386 < 18.97 0.65 [0.49, 0.85]

Total events: 64 (Treatment), 96 (Control)

Test for heterogeneity: Chi? = 0.26, df =1 (P = 0.61), > = 0%

Test for overall effect: Z = 3.07 (P = 0.002)

Total (95% Cl) 2011 1999 <& 100.00 0.86 [0.71, 1.03]

Total events: 338 (Treatment), 372 (Control)

Test for heterogeneity: Chi? = 22.21, df = 13 (P = 0.05), I = 41.5%

Test for overall effect: Z = 1.62 (P = 0.10)
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Esc.03.08. Number leaving the study early due to side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 03 Escitalopram vs SSRIs
Outcome: 08 Leaving the study early due to side effects (vs SSRIs)
Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
01 SSRI Citalopram
Burke2002 plb/ctl 18/244 11/125 R e 12.29 0.84 [0.41, 1.72] 0
COLONNA2005 ctl 10/175 18/182 e 11.44 0.58 [0.27, 1.22] 0
LEPOLA2003 plb/ct! 4/155 6/160 _ - 4.09 0.69 [0.20, 2.39] 0
MOORE2005 ctl 4/138 9/142 R S 4.76 0.46 [0.14, 1.45] 0
SCT-MD-02 plb/ctl 11/125 5/123 B 6.01 2.16 [0.77, 6.05] 0
Subtotal (95% Cl) 837 732 -2 38.58 0.80 [0.49, 1.29]
Total events: 47 (Treatment), 49 (Control)
Test for heterogeneity: Chi? = 5.31, df = 4 (P = 0.26), 12 = 24.7%
Test for overall effect: Z = 0.93 (P = 0.35)
02 SSRI Fluoxetine
KASPER2005 plb/fix 17/174 20/164 —s 17.02 0.80 [0.44, 1.47] 0
MAO2008 fix 6/123 5/117 — 4.72 1.14 [0.36, 3.64] 0
SCT-MD-09 flx *C 1/16 1/14 ¢ > 0.88 0.88 [0.06, 12.73] 0
SCT-MD-16 flx 3/98 8/99 _— 3.77 0.38 [0.10, 1.39] 0
Subtotal (95% Cl) 411 394 P 26.39 0.77 [0.47, 1.26]
Total events: 27 (Treatment), 34 (Control)
Test for heterogeneity: Chi = 1.62, df = 3 (P = 0.65), 1> = 0%
Test for overall effect: Z = 1.05 (P = 0.29)
03 SSRI Sertraline
SCT-MD-27 plb/stl 8/134 5/137 —_— 5.32 1.64 [0.55, 4.87] 0
VENTURA2007 stl 2/104 4/108 ¢ 2.26 0.52 [0.10, 2.77] 0
Subtotal (95% Cl) 238 245 e 7.58 1.11 [0.38, 3.22]
Total events: 10 (Treatment), 9 (Control)
Test for heterogeneity: Chiz = 1.27, df = 1 (P = 0.26), 1> = 21.0%
Test for overall effect: Z = 0.19 (P = 0.85)
04 SSRI Paroxetine
BALDWIN2006 prx 7/165 6/158 e 5.56 1.12 [0.38, 3.25] 0
BOULENGER2006 prx 18/232 35/227 — 21.89 0.50 [0.29, 0.86] 0
Subtotal (95% Cl) 397 385 -l 27.45 0.65 [0.31, 1.36]
Total events: 25 (Treatment), 41 (Control)
Test for heterogeneity: Chiz = 1.71, df = 1 (P = 0.19), 12 = 41.4%
Test for overall effect: Z = 1.14 (P = 0.25)
Total (95% Cl) 1883 1756 <P 100.00 0.75 [0.58, 0.96]
Total events: 109 (Treatment), 133 (Control)
Test for heterogeneity: Chiz = 11.79, df = 12 (P = 0.46), 12 = 0%
Test for overall effect: Z = 2.28 (P = 0.02)
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Esc.03.09. Number reporting side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 03 Escitalopram vs SSRIs
Outcome: 09 Patients reporting side effects (vs SSRIs)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 SSRI Citalopram
Burke2002 plb/ctl 201/244 108/125 = 17.92 0.95 [0.87, 1.04] 0
COLONNA2005 ctl 110/175 133/182 - 7.09 0.86 [0.74, 0.99] 0
LEPOLA2003 plb/ctl 113/155 110/160 E 3 7.31 1.06 [0.92, 1.22] 0
MOORE2005 ctl 21/142 25/152 — 0.52 0.90 [0.53, 1.53] 0
SCT-MD-02 plb/ctl 99/125 100/123 - 9.64 0.97 [0.86, 1.10] 0
YEVTUNSHENKO2007 ctl 7/108 35/214 —_—— 0.24 0.40 [0.18, 0.86] 0
Subtotal (95% CI) 949 956 ‘ 42.71 0.95 [0.86, 1.04]
Total events: 551 (Treatment), 511 (Control)
Test for heterogeneity: Chi? = 9.94, df =5 (P = 0.08), I?=49.7%
Test for overall effect: Z = 1.14 (P = 0.25)
02 SSRI Fluoxetine
KASPER2005 plb/flx 88/173 93/164 —a 3.74 0.90 [0.74, 1.09] 0
MAO2008 flx 55/123 55/117 —a— 1.94 0.95 [0.72, 1.25] 0
SCT-MD-09 flx *C 11/16 10/14 —a— 0.67 0.96 [0.60, 1.54] 0
SCT-MD-16 flx 77/98 85/99 B 8.61 0.92 [0.80, 1.04] 0
Subtotal (95% Cl) 410 394 ¢ 14.96 0.92 [0.83, 1.01]
Total events: 231 (Treatment), 243 (Control)
Test for heterogeneity: Chi? = 0.16, df =3 (P = 0.98), I? = 0%
Test for overall effect: Z=1.71 (P = 0.09)
03 SSRI Sertraline
SCT-MD-27 plb/stl 109/134 124/137 = 15.45 0.90 [0.82, 0.99] 0
VENTURA2007 stl 89/104 94/108 - 12.76 0.98 [0.88, 1.09] 0
Subtotal (95% Cl) 238 245 ¢ 28.21 0.94 [0.86, 1.02]
Total events: 198 (Treatment), 218 (Control)
Test for heterogeneity: Chi? = 1.48, df =1 (P = 0.22), I> = 32.2%
Test for overall effect: Z = 1.44 (P = 0.15)
04 SSRI Paroxetine
BALDWIN2006 prx 96/165 96/158 - 4.53 0.96 [0.80, 1.15] 0
BOULENGER2006 prx 153/232 162/227 - 9.58 0.92 [0.82, 1.05] 0
Subtotal (95% Cl) 397 385 ¢ 14.12 0.93 [0.84, 1.04]
Total events: 249 (Treatment), 258 (Control)
Test for heterogeneity: Chi? = 0.10, df =1 (P =0.75), I = 0%
Test for overall effect: Z=1.30 (P = 0.19)
Total (95% Cl) 1994 1980 [l 100.00 0.94 [0.91, 0.98]
Total events: 1229 (Treatment), 1230 (Control)
Test for heterogeneity: Chi2 = 11.76, df = 13 (P = 0.55), I2 = 0%
Test for overall effect: Z = 3.14 (P = 0.002)
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Esc.03.10. Number reporting side effects (sensitivity analysis)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 03 Escitalopram vs SSRIs

Outcome: 10 Patients reporting side effects (vs SSRIs) (sensitivity analysis)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category /N /N 95% Cl % 95% Cl Order
01 SSRI Citalopram

Burke2002 plb/ctl 201/244 108/125 l 11.61 0.95 [0.87, 1.04] 0
COLONNA2005 ctl 110/175 133/182 - 10.60 0.86 [0.74, 0.99] 0
LEPOLA2003 plb/ctl 113/155 110/160 - 8.80 1.06 [0.92, 1.22] 0
MOORE2005 ctl 21/142 25/152 —_— 1.96 0.90 [0.53, 1.53] 0
SCT-MD-02 plb/ctl 99/125 100/123 - 8.19 0.97 [0.86, 1.10] 0
Subtotal (95% Cl) 841 742 ‘ 41.17 0.95 [0.89, 1.02]

Total events: 544 (Treatment), 476 (Control)

Test for heterogeneity: Chiz = 4.28, df = 4 (P = 0.37), I2 = 6.5%

Test for overall effect: Z = 1.44 (P = 0.15)

02 SSRI Fluoxetine

KASPER2005 plb/flx 88/173 93/164 —- 7.76 0.90 [0.74, 1.09] 0
MAO2008 fix 55/123 55/117 — 4.58 0.95 [0.72, 1.25] 0
SCT-MD-09 flx *C 11/16 10/14 —r 0.87 0.96 [0.60, 1.54] 0
SCT-MD-16 flx 77/98 85/99 - 6.87 0.92 [0.80, 1.04] 0
Subtotal (95% Cl) 410 394 ‘ 20.09 0.92 [0.82, 1.03]

Total events: 231 (Treatment), 243 (Control)

Test for heterogeneity: Chi? = 0.16, df = 3 (P = 0.98), 1> = 0%

Test for overall effect: Z = 1.51 (P = 0.13)

03 SSRI Sertraline

SCT-MD-27 plb/stl 109/134 124/137 - 9.97 0.90 [0.82, 0.99] 0
VENTURA2007 stl 89/104 94/108 - .50 0.98 [0.88, 1.09] 0
Subtotal (95% CI) 238 245 . 17.46 0.93 [0.87, 1.00]

Total events: 198 (Treatment), 218 (Control)

Test for heterogeneity: Chi? = 1.48, df = 1 (P = 0.22), |12 = 32.2%

Test for overall effect: Z = 1.82 (P = 0.07)

04 SSRI Paroxetine

BALDWIN2006 prx 96/165 96/158 - 7.97 0.96 [0.80, 1.15] 0
BOULENGER2006 prx 153/232 162/227 - 13.31 0.92 [0.82, 1.05] 0
Subtotal (95% Cl) 397 385 . 21.28 0.94 [0.85, 1.04]

Total events: 249 (Treatment), 258 (Control)

Test for heterogeneity: Chi# = 0.10, df = 1 (P = 0.75), 12 = 0%

Test for overall effect: Z = 1.25 (P = 0.21)

Total (95% Cl) 1886 1766 . 100.00 0.94 [0.90, 0.98]

Total events: 1222 (Treatment), 1195 (Control)

Test for heterogeneity: Chi = 6.67, df = 12 (P = 0.88), 1> = 0%

Test for overall effect: Z = 2.85 (P = 0.004)
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Esc.04. Escitalopram versus non-SSRIs
Esc.04.01. Non-response data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 04 Escitalopram vs other ADs (non SSRIs)
Outcome: 01 Non-response
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N /N 95% Cl % 95% Cl
01 SNRI Duloxetine
KHAN2007B dix 48/140 75/138 —— 31.73 0.63 [0.48, 0.83]
NIERENBERGO7B pb/dix 165/274 160/273 48.86 1.03 [0.89, 1.18]
WADE2007 dix 29/144 39/151 19.41 0.78 [0.51, 1.19]
Subtotal (95% Cl) 558 562 100.00 0.81 [0.57, 1.15]
Total events: 242 (Treatment), 274 (Control)
Test for heterogeneity: Chiz = 10.63, df = 2 (P = 0.005), |12 = 81.2%
Test for overall effect: Z = 1.17 (P = 0.24)
02 SNRI Venlafaxine
BIELSKI2004 vfx 41/98 53/100 —a 57.74 0.79 [0.59, 1.06]
Montgomery 2002 vfx 38/148 37/145 42.26 1.01 [0.68, 1.49]
Subtotal (95% Cl) 246 245 j_ 100.00 0.86 [0.68, 1.09]
Total events: 79 (Treatment), 90 (Control)
Test for heterogeneity: Chiz = 0.96, df = 1 (P = 0.33), 12 = 0%
Test for overall effect: Z = 1.22 (P = 0.22)
03 Bupropion x|
CLAYTONOGC 1 plb/bpn 52/142 60/142 —— 48.06 0.87 [0.65, 1.16]
CLAYTONO6C 2 plb/bpn 67/149 57/138 51.94 1.09 [0.83, 1.42]
Subtotal (95% Cl) 291 280 z_ 100.00 0.98 [0.78, 1.22]
Total events: 119 (Treatment), 117 (Control)
Test for heterogeneity: Chiz = 1.29, df = 1 (P = 0.26), 12 = 22.5%
Test for overall effect: Z = 0.19 (P = 0.85)
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Esc.04.02. Non-remission data

Review: Depression Update Pharmacology: Escitalopram

Comparison: 04 Escitalopram vs other ADs (non SSRIs)

Outcome: 02 Number not achieving remission at endpoint

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% CI Order
05 SNRI Duloxetine

KHAN2007B dIx 80/140 90/138 i 31.56 0.88 [0.73, 1.06] 0
NIERENBERGO7B pb/dix 189/274 176/273 57.03 1.07 [0.95, 1.20] 0
WADE2007 dix 41/144 49/151 11.41 0.88 [0.62, 1.24] 0
Subtotal (95% Cl) 558 562 100.00 0.97 [0.83, 1.13]

Total events: 310 (Treatment), 315 (Control)

Test for heterogeneity: Chi> = 3.79, df = 2 (P = 0.15), 1= 47.2%

Test for overall effect: Z=0.41 (P = 0.68)

06 SNRI Venlafaxine

BIELSKI2004 vfx 49/98 59/100 - 58.90 0.85 [0.66, 1.10] 0
Montgomery 2002 vfx 49/148 52/145 41.10 0.92 [0.67, 1.27] 0
Subtotal (95% CI) 246 245 t 100.00 0.88 [0.72, 1.07]

Total events: 98 (Treatment), 111 (Control)

Test for heterogeneity: Chi>=0.18, df = 1 (P = 0.68), I>=0%

Test for overall effect: Z=1.29 (P = 0.20)

07 Bupropin x|

CLAYTONO6C 1 plb/bpn 77/142 88/142 48.45 0.88 [0.72, 1.07] 0
CLAYTONO6C 2 plb/bpn 93/149 79/138 51.55 1.09 [0.90, 1.32] 0
Subtotal (95% ClI) 291 280 100.00 0.98 [0.79, 1.21]

Total events: 170 (Treatment), 167 (Control)
Test for heterogeneity: Chi? = 2.46, df = 1 (P = 0.12), I = 59.3%
Test for overall effect: Z=0.20 (P = 0.84)
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Esc.04.03. Mean endpoint depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 04 Escitalopram vs other ADs (non SSRIs)
Outcome: 03 Mean endpoint scores (clinician rated)
Study Treatment Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
05 SNRI Duloxetine

WADE2007 dix 141 8.89(8.93) 146 10.58(8.93) —t 100.00 -0.19 [-0.42, 0
Subtotal (95% CI) 141 146 LA 100.00 -0.19 [-0.42,
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.59 (P = 0.11)
06 SNRI Venlafaxine

Montgomery 2002 vfx 146 10.64(8.92) 142 9.89(8.77) — 100.00 0.08 [-0.15, 0
Subtotal (95% Cl) 146 142 -/ 100.00 0.08 [-0.15,
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
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Esc.04.04. Mean change depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 04 Escitalopram vs other ADs (non SSRIs)
Outcome: 04 Mean change (clinician rated)
Study Treatment Control SMD (random) W eight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
05 SNRI Duloxetine
KHAN2007B dix 136 -18.00(94.00) 126 -15.90(10.30) —_— 32.81 -0.03 [-0.27, 0.21] 0
NIERENBERG07B pb/dix 274 -7.22(6.62) 273 -7.61(6.94) 1 67.19 0.06 [-0.11, 0.23] 0
Subtotal (95% Cl) 410 399 <D 100.00 0.03 [-0.11, 0.17]
Test for heterogeneity: Chiz = 0.34, df = 1 (P = 0.56), 12 = 0%
Test for overall effect: Z = 0.41 (P = 0.68)
06 SNRI Venlafaxine
BIELSKI2004 vfx 97 -15.90(10.83) 98 -13.60(9 0) - 40.44 -0.22 [-0.50, 0.06] 0
Montgomery 2002 vfx 146 -18.04(9.02) 142 -19.14(9.14) —t= 59.56 0.12 [-0.11, 0.35] 0
Subtotal (95% Cl) 243 240 - 100.00 -0.04 [-0.37, 0.29]
Test for heterogeneity: Chiz = 3.38, df = 1 (P = 0.07), 12 = 70.4%
Test for overall effect: Z = 0.24 (P = 0.81)
07 Bupropion x|
CLAYTONO6C 1 plb/bpn 133 -14.20(8.07) 134 -13.20(6. —_— 50.42 -0.13 [-0.37, 0.11] 0
CLAYTONO6C 2 plb/bpn 133 -12.90(8.07) 129 -13.10(7.95) — 49.58 0.02 [-0.22, 0.27] 0
Subtotal (95% CI) 266 263 ‘ 100.00 -0.05 [-0.22, 0.12]
Test for heterogeneity: Chiz = 0.82, df = 1 (P = 0.37), 12 = 0%
Test for overall effect: Z = 0.63 (P = 0.53)
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Esc.04.05. Number leaving the study early for any reason

Review: Depression Update Pharmacology: Escitalopram

Comparison: 04 Escitalopram vs other ADs (non SSRIs)

Outcome: 05 Leaving the study early for any reason

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N /N 95% ClI % 95% Cl

05 SNRI Duloxetine

KHAN2007B dix 21/140 46/138 —. 26.86 0.45 [0.28, 0.71]
NIERENBERGO7B pb/dix 66/274 85/273 —— 43.00 0.77 [0.59, 1.02]
WADE2007 dix 32/144 37/151 —.— 30.14 0.91 [0.60, 1.37]
Subtotal (95% Cl) 558 562 <D 100.00 0.70 [0.49, 1.00]
Total events: 119 (Treatment), 168 (Control)

Test for heterogeneity: Chi? = 5.49, df = 2 (P = 0.06), 1> = 63.6%

Test for overall effect: Z = 1.96 (P = 0.05)

06 SNRI Venlafaxine

BIELSKI2004 vfx 26/98 34/100 —a 57.31 0.78 [0.51, 1.20]
Montgomery 2002 vfx 23/148 21/145 42.69 1.07 [0.62, 1.85]
Subtotal (95% Cl) 246 245 :_ 100.00 0.88 [0.63, 1.23]
Total events: 49 (Treatment), 55 (Control)

Test for heterogeneity: Chi? = 0.82, df = 1 (P = 0.37), 12 = 0%

Test for overall effect: Z = 0.74 (P = 0.46)

07 Bupropion x|

CLAYTONO6C 1 plb/bpn 37/142 33/142 47.17 1.12 [0.75, 1.69]
CLAYTONO6GC 2 plb/bpn 44/149 39/138 52.83 1.04 [0.73, 1.50]
Subtotal (95% Cl) 291 280 100.00 1.08 [0.82, 1.41]

Total events: 81 (Treatment), 72 (Control)
Test for heterogeneity: Ch2 = 0.06, df = 1 (P = 0.80), 12 = 0%
Test for overall effect: Z = 0.54 (P = 0.59)
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Esc.04.06. Number leaving the study early due to side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 04 Escitalopram vs other ADs (non SSRIs)
Outcome: 06 Leaving the study early due to side effects
Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl
05 SNRI Duloxetine
KHAN2007B dix 3/140 17/138 +— 19.96 0.17 [0.05, 0.58]
NIERENBERGO7B pb/dix 14/274 20/273 —a— 39.10 0.70 [0.36, 1.35]
WADEZ2007 dix 13/144 26/151 —_— 40.93 0.52 [0.28, 0.98]
Subtotal (95% Cl) 558 562 - 100.00 0.47 [0.25, 0.89]
Total events: 30 (Treatment), 63 (Control)
Test for heterogeneity: Chiz = 4.01, df = 2 (P = 0.13), 12 = 50.1%
Test for overall effect: Z = 2.31 (P = 0.02)
06 SNRI Venlafaxine
BIELSKI2004 vfx 4/98 16/100 +— 39.27 0.26 [0.09, 0.74]
Montgomery 2002 vfx 12/148 16/145 —a— 60.73 0.73 [0.36, 1.50]
Subtotal (95% Cl) 246 245 e 100.00 0.47 [0.17, 1.31]
Total events: 16 (Treatment), 32 (Control)
Test for heterogeneity: Chi* = 2.68, df = 1 (P = 0.10), I* = 62.6%
Test for overall effect: Z = 1.45 (P = 0.15)
07 Bupropion xI
CLAYTONO6C 1 plb/bpn 7/138 4/141 _—8— 43.98 1.79 [0.54, 5.97]
CLAYTONO6C 2 plb/bpn 5/143 13/135 —— 56.02 0.36 [0.13, 0.99]
Subtotal (95% Cl) 281 276 e 100.00 0.78 [0.16, 3.70]
Total events: 12 (Treatment), 17 (Control)
Test for heterogeneity: Chi? = 3.97, df = 1 (P = 0.05), I = 74.8%
Test for overall effect: Z = 0.32 (P = 0.75)
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Esc.04.07. Number reporting side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 04 Escitalopram vs other ADs (non SSRIs)
Outcome: 07 Patients reporting side effects
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
05 SNRI Duloxetine
KHAN2007B dix 112/140 110/138 50.20 .00 [0.89, 1.13] 0
WADE2007 dix 111/143 113/151 49.80 .04 [0.91, 1.18] 0
Subtotal (95% Cl) 283 289 100.00 .02 [0.94, 1.11]
Total events: 223 (Treatment), 223 (Control)
Test for heterogeneity: Chiz = 0.14, df = 1 (P = 0.71), 1> = 0%
Test for overall effect: Z = 0.45 (P = 0.65)
06 SNRI Venlafaxine
Montgomery 2002 vfx 98/148 102/145 100.00 .94 [0.81, 1.10] 0
Subtotal (95% Cl) 148 145 z 100.00 .94 [0.81, 1.10]
Total events: 98 (Treatment), 102 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.76 (P = 0.45)
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Esc.05. Escitalopram versus all other antidepressants - citalopram separated

Esc.05.01. Non-response data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 05 Escitalopram vs all other ADs (citalopram separated)
Outcome: 01 Non-response
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/flx 95/174 103/164 —-— 14.57 0.87 [0.73, 1.04] 0
MAO2008 fix 26/123 26/117 e 3.66 0.95 [0.59, 1.54] 0
NIERENBERGO07B pb/dix 165/274 160/273 - 22.02 1.03 [0.89, 1.18] 0
VENTURA2007 stl 29/107 33/108 —_—r 4.51 0.89 [0.58, 1.35] 0
Subtotal (95% Cl) 678 662 0 44.76 0.96 [0.86, 1.06]
Total events: 315 (Treatment), 322 (Control)
Test for heterogeneity: Chiz = 2.24, df = 3 (P = 0.52), 1> = 0%
Test for overall effect: Z = 0.84 (P = 0.40)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 60/119 68/125 —- 9.11 0.93 [0.73, 1.18] 0
COLONNA2005 ctl 48/175 59/182 —— 7.95 0.85 [0.61, 1.16] 0
Subtotal (95% CI) 294 307 . 17.06 0.89 [0.73, 1.08]
Total events: 108 (Treatment), 127 (Control)
Test for heterogeneity: Chi? = 0.21, df = 1 (P = 0.65), I = 0%
Test for overall effect: Z = 1.18 (P = 0.24)
03 Escitalopram 20mg v Other AD
BIELSKI2004 vfx 39/98 53/100 ——] 7.21 0.75 [0.55, 1.02] 0
BOULENGER2006 prx 45/232 56/227 — 7.78 0.79 [0.56, 1.11] 0
WADE2007 dix 29/144 39/151 —— 5.23 0.78 [0.51, 1.19] 0
Subtotal (95% Cl) 474 478 <& 20.21 0.77 [0.63, 0.95]
Total events: 113 (Treatment), 148 (Control)
Test for heterogeneity: Chiz = 0.04, df = 2 (P = 0.98), I = 0%
Test for overall effect: Z = 2.48 (P = 0.01)
04 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 62/125 68/125 — 9.34 0.91 [0.72, 1.16] 0
MOORE2005 ctl 37/142 65/152 —_— 63 0.61 [0.44, 0.85] 0
Subtotal (95% Cl) 267 277 <& 17.97 0.77 [0.63, 0.93]
Total events: 99 (Treatment), 133 (Control)
Test for heterogeneity: Chiz = 3.86, df = 1 (P = 0.05), 12 = 74.1%
Test for overall effect: Z = 2.65 (P = 0.008)
Total (95% Cl) 1713 1724 ¢ 100.00 0.87 [0.81, 0.94)
Total events: 635 (Treatment), 730 (Control)
Test for heterogeneity: Chiz = 11.89, df = 10 (P = 0.29), 12 = 15.9%
Test for overall effect: Z = 3.37 (P = 0.0007)
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Esc.05.02. Non-remission data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 05 Escitalopram vs all other ADs (citalopram separated)
Outcome: 02 Non-remission
Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/flx 106/174 114/164 = 18.83 0.88 [0.75, 1.02] 0
MAO2008 fix 30/123 31/117 —a 4.26 0.92 [0.60, 1.42] 0
NIERENBERGO7B pb/dix 189/274 176/273 = 24.06 1.07 [0.95, 1.20] 0
VENTURA2007 stl 47/107 46/108 —s 7.68 1.03 [0.76, 1.40] 0
Subtotal (95% Cl) 678 662 ¢ 54.83 0.98 [0.88, 1.11]
Total events: 372 (Treatment), 367 (Control)
Test for heterogeneity: Chi? = 4.16, df = 3 (P = 0.25), 1> = 27.8%
Test for overall effect: Z = 0.26 (P = 0.79)
02 Escitalopram 10mg v Citalopram
COLONNA2005 ctl 49/175 59/182 — 7.26 0.86 [0.63, 1.19] 0
Subtotal (95% Cl) 175 182 <o 7.26 0.86 [0.63, 1.19]
Total events: 49 (Treatment), 59 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.91 (P = 0.36)
03 Escitalopram 20mg v Other AD
BIELSKI2004 vfx 49/98 59/100 —=t1 10.08 0.85 [0.66, 1.10] 0
BOULENGER2006 prx 61/232 78/227 —— 8.81 0.77 [0.58, 1.01] 0
WADE2007 dix 41/144 49/151 —a 6.27 0.88 [0.62, 1.24] 0
Subtotal (95% Cl) 474 478 <@ 25.16 0.82 [0.70, 0.97]
Total events: 151 (Treatment), 186 (Control)
Test for heterogeneity: Chi? = 0.44, df = 2 (P = 0.80), 1> = 0%
Test for overall effect: Z = 2.28 (P = 0.02)
04 Escitalopram 20mg v Citalopram
MOORE2005 ctl 67/142 91/152 —— 12.75 0.79 [0.63, 0.98] 0
Subtotal (95% Cl) 142 152 L 12.75 0.79 [0.63, 0.98]
Total events: 67 (Treatment), 91 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.15 (P = 0.03)
Total (95% Cl) 1469 1474 ¢ 100.00 0.91 [0.82, 1.00]
Total events: 639 (Treatment), 703 (Control)
Test for heterogeneity: Chiz = 11.61, df = 8 (P = 0.17), I2 = 31.1%
Test for overall effect: Z = 2.05 (P = 0.04)
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Esc.05.03. Mean endpoint depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 05 Escitalopram vs all other ADs (citalopram separated)
Outcome: 03 Mean endpoint depression scores (clinician-rated)
Study Treatment Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% Cl % 95% CI Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/flx 170 15.31(8.94) 164 18.25(9.99) —_— 17.54 -0.31 [-0.53, -0.09] 0
MAO 2008 fIx 118 9.20(7.40) 113 10.80(9.90) —_— 12.22 -0.18 [-0.44, 0.08] 0
VENTURA2007 stl 104 10.40(8.20) 107 10.60(8.88) —_— 11.21 -0.02 [-0.29, 0.25] 0
Subtotal (95% Cl) 392 384 <o 40.97 -0.19 [-0.33, -0.05]
Test for heterogeneity: Chi2 = 2.65, df = 2 (P = 0.27), 12 = 24.5%
Test for overall effect: Z = 2.69 (P = 0.007)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 118 14.10(8.20) 125 16.00(9.50) —_— 12.83 -0.21 [-0.47, 0.04] 0
COLONNA2005 ctl 164 8.35(8.58) 174 9.65(9.72) e 17.91 -0.14 [-0.35, 0.07] 0
Subtotal (95% CI) 282 299 ’ 30.74 -0.17 [-0.33, -0.01]
Test for heterogeneity: Chi# = 0.18, df = 1 (P = 0.67), 1> = 0%
Test for overall effect: Z = 2.06 (P = 0.04)
03 Escitalopram 20mg v Other AD
WADE2007 dix 141 8.89(8.93) 146 10.58(8.93) e ol 15.18 -0.19 [-0.42, 0.04] 0
Subtotal (95% CI) 141 146 - 15.18 -0.19 [-0.42, 0.04]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.59 (P = 0.11)
04 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 123 14.10(7.40) 125 16.00(9.50) —_— 13.10 -0.22 [-0.47, 0.03] 0
Subtotal (95% CI) 123 125 - 13.10 -0.22 [-0.47, 0.03]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.74 (P = 0.08)
Total (95% Cl) 938 954 <& 100.00 -0.19 [-0.28, -0.10]
Test for heterogeneity: Chiz = 2.95, df = 6 (P = 0.82), 12 = 0%
Test for overall effect: Z = 4.11 (P < 0.0001)
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Esc.05.04. Mean change depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 05 Escitalopram vs all other ADs (citalopram separated)
Outcome: 04 Mean change scores (clinician-rated)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% ClI Order
01 Escitalopram 10mg v Other AD
MAO2008 fIx 118 -20.90(8.10) 113 -20.30(10.10) —e 8.16 -0.07 [-0.32, 0.19] 0
NIERENBERGO7B pb/dix 274 -7.22(6.62) 273 -7.61(6.94) —t= 19.33 0.06 [-0.11, 0.23] 0
VENTURA2007 stl 104 -19.10(8.66) 107 -18.40(8.89) —_—s 7.45 -0.08 [-0.35, 0.19] 0
Subtotal (95% Cl) 496 493 <o 34.94 0.00 [-0.13, 0.12]
Test for heterogeneity: Chi? = 1.03, df =2 (P = 0.60), I> = 0%
Test for overall effect: Z=0.01 (P = 0.99)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 118 -12.80(8.69) 125 -12.00(10.06) —_— 8.58 -0.08 [-0.34, 0.17] 0
COLONNAZ2005 ctl 164 -21.13(8.72) 174 -20.54(9.79) —_— 11.93 -0.06 [-0.28, 0.15] 0
YEVTUNSHENKO2007 ctl 108 -28.70(8.11) 108 -25.19(8.11) 7.46 -0.43 [-0.70, -0.16] 0
Subtotal (95% Cl) 390 407 L 2 27.97 -0.17 [-0.31, -0.03]
Test for heterogeneity: Chi2 = 5.00, df =2 (P = 0.08), I> = 60.0%
Test for overall effect: Z = 2.36 (P = 0.02)
03 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 123 -13.90(8.87) 125 -12.00(10.06) - 8.72 -0.20 [-0.45, 0.05] 0
MOORE2005 ctl 138 -22.40(8.85) 142 -20.30(8.85) — 9.83 -0.24 [-0.47, 0.00] 0
Subtotal (95% CI) 261 267 ‘ 18.55 -0.22 [-0.39, -0.05]
Test for heterogeneity: Chi* = 0.04, df =1 (P = 0.83), I’ = 0%
Test for overall effect: Z=2.51 (P = 0.01)
04 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 123 -13.90(8.87) 125 -12.00(10.06) - 8.72 -0.20 [-0.45, 0.05] 0
MOORE2005 ctl 138 -22.40(8.85) 142 -20.30(8.85) —_— 9.83 -0.24 [-0.47, 0.00] 0
Subtotal (95% Cl) 261 267 = 18.55 -0.22 [-0.39, -0.05]
Test for heterogeneity: Chi2 = 0.04, df = 1 (P = 0.83), I?= 0%
Test for overall effect: Z=2.51 (P = 0.01)
Total (95% Cl) 1408 1434 ’ 100.00 -0.13 [-0.20, -0.05]
Test for heterogeneity: Chi? = 12.64, df =9 (P = 0.18), I = 28.8%
Test for overall effect: Z = 3.42 (P = 0.0006)
-1 -0.5 0 0.5

Favours treatment

Favours control

179



Esc.05.05. Number leaving treatment early for any reason

Review: Depression Update Pharmacology: Escitalopram
Comparison: 05 Escitalopram vs all other ADs (citalopram separated)
Outcome: 05 Leaving treatment early for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/flx 30/174 42/164 —a— 9.76 0.67 [0.44, 1.02] 0
MAO2008 flx 15/123 17/117 —_—— 3.93 0.84 [0.44, 1.60] 0
NIERENBERGO07B pb/dix 66/274 85/273 —— 19.23 0.77 [0.59, 1.02] 0
VENTURA2007 stl 19/107 15/108 —_— 3.37 1.28 [0.69, 2.38] 0
Subtotal (95% Cl) 678 662 <@ 36.30 0.80 [0.65, 0.98]
Total events: 130 (Treatment), 159 (Control)
Test for heterogeneity: Chi? = 2.92, df =3 (P = 0.40), I = 0%
Test for overall effect: Z = 2.14 (P = 0.03)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 24/119 32/125 e 7.05 0.79 [0.49, 1.26] 0
COLONNA2005 ctl 31/175 47/182 —a— 10.40 0.69 [0.46, 1.03] 0
YEVTUNSHENKO2007 ctl 1/109 2/110 ¢ 0.45 0.50 [0.05, 5.48] 0
Subtotal (95% Cl) 403 417 < 17.90 0.72 [0.53, 0.98]
Total events: 56 (Treatment), 81 (Control)
Test for heterogeneity: Chi? = 0.28, df =2 (P = 0.87), > = 0%
Test for overall effect: Z=2.12 (P = 0.03)
03 Escitalopram 20mg v Other AD
BIELSKI2004 vfx 26/98 34/100 — 7.60 0.78 [0.51, 1.20] 0
BOULENGER2006 prx 47/232 74/227 —a— 16.89 0.62 [0.45, 0.85] 0
SCT-MD-09 flx *C 1/16 2/14 ¢ 0.48 0.44 [0.04, 4.32] 0
WADE2007 dIx 32/144 37/151 — 8.16 0.91 [0.60, 1.37] 0
Subtotal (95% CI) 490 492 ‘ 33.13 0.73 [0.58, 0.90]
Total events: 106 (Treatment), 147 (Control)
Test for heterogeneity: Chi? = 2.33, df =3 (P =0.51), = 0%
Test for overall effect: Z =2.92 (P = 0.003)
04 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 36/125 32/125 —tE— 7.23 1.13 [0.75, 1.69] 0
MOORE2005 ctl 10/142 25/152 —_—a— 5.45 0.43 [0.21, 0.86] 0
Subtotal (95% Cl) 267 277 o 12.68 0.83 [0.58, 1.17]
Total events: 46 (Treatment), 57 (Control)
Test for heterogeneity: Chi? = 5.64, df = 1 (P = 0.02), I> = 82.3%
Test for overall effect: Z = 1.09 (P = 0.28)
Total (95% Cl) 1838 1848 ¢ 100.00 0.76 [0.68, 0.87]
Total events: 338 (Treatment), 444 (Control)
Test for heterogeneity: Chi? = 12.14, df = 12 (P = 0.43), I? = 1.2%
Test for overall effect: Z = 4.24 (P < 0.0001)
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Esc.05.06. Number leaving treatment early due to side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 05 Escitalopram vs all other ADs (citalopram separated)
Outcome: 06 Leaving treatment early due to side effects
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/fix 17/174 20/164 —_—s 11.73 0.80 [0.44, 1.47] 0
MAO2008 flx 6/123 5/117 _ 2.92 1.14 [0.36, 3.64] 0
NIERENBERGO7B pb/dix 14/274 20/273 _— 11.41 0.70 [0.36, 1.35] 0
VENTURA2007 stl 2/104 4/108 < 2.23 0.52 [0.10, 2.77] 0
Subtotal (95% Cl) 675 662 <2 28.29 0.77 [0.52, 1.16]
Total events: 39 (Treatment), 49 (Control)
Test for heterogeneity: Chi = 0.76, df = 3 (P = 0.86), 1> = 0%
Test for overall effect: Z = 1.25 (P = 0.21)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 5/119 11/125 —_ = 6.11 0.48 [0.17, 1.33] 0
COLONNA2005 ctl 10/175 18/182 _— 10.05 0.58 [0.27, 1.22] 0
Subtotal (95% Cl) 294 307 - 16.16 0.54 [0.30, 0.99]
Total events: 15 (Treatment), 29 (Control)
Test for heterogeneity: Chiz = 0.09, df = 1 (P = 0.77), 12 = 0%
Test for overall effect: Z = 2.01 (P = 0.04)
03 Escitalopram 20mg v Other AD
BIELSKI2004 vfx 4/98 16/100 +— 9.02 0.26 [0.09, 0.74] 0
BOULENGER2006 prx 18/232 35/227 —_— 20.15 0.50 [0.29, 0.86] 0
SCT-MD-09 flx *C 1/16 1/14 ¢ > 0.61 0.88 [0.06, 12.73] 0
WADE2007 dix 13/144 26/151 e 14.46 0.52 [0.28, 0.98] 0
Subtotal (95% Cl) 490 492 <@ 44.23 0.46 [0.32, 0.68]
Total events: 36 (Treatment), 78 (Control)
Test for heterogeneity: Chiz = 1.67, df = 3 (P = 0.64), 12 = 0%
Test for overall effect: Z = 4.01 (P < 0.0001)
04 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 13/125 11/125 —_—t 6.26 1.18 [0.55, 2.54] 0
MOORE2005 ctl 4/138 9/142 —_— 5.05 0.46 [0.14, 1.45] 0
Subtotal (95% Cl) 263 267 - 11.32 0.86 [0.46, 1.60]
Total events: 17 (Treatment), 20 (Control)
Test for heterogeneity: Chi = 1.82, df = 1 (P = 0.18), 1> = 45.0%
Test for overall effect: Z = 0.48 (P = 0.63)
Total (95% Cl) 1722 1728 <o 100.00 0.61 [0.48, 0.77]
Total events: 107 (Treatment), 176 (Control)
Test for heterogeneity: Chi? = 8.83, df = 11 (P = 0.64), I2= 0%
Test for overall effect: Z = 4.23 (P < 0.0001)
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Esc.05.07. Number reporting side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 05 Escitalopram vs all other ADs (citalopram separated)
Outcome: 07 Number reporting side effects
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/fix 88/173 93/164 10.65 0.90 [0.74, 1.09] 0
MAO2008 flx 55/123 55/117 6.29 0.95 [0.72, 1.25] 0
VENTURA2007 stl 89/104 94/108 10.29 0.98 [0.88, 1.09] 0
Subtotal (95% Cl) 400 389 27.23 0.94 [0.85, 1.05]
Total events: 232 (Treatment), 242 (Control)
Test for heterogeneity: Chi? = 0.85, df = 2 (P = 0.65), I = 0%
Test for overall effect: Z = 1.09 (P = 0.28)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 94/119 108/125 - 11.75 0.91 [0.81, 1.03] 0
COLONNA2005 ctl 110/175 133/182 = 14.55 0.86 [0.74, 0.99] 0
Subtotal (95% Cl) 294 307 ¢ 26.30 0.88 [0.80, 0.97]
Total events: 204 (Treatment), 241 (Control)
Test for heterogeneity: Chi? = 0.46, df = 1 (P = 0.50), I = 0%
Test for overall effect: Z = 2.55 (P = 0.01)
03 Escitalopram 20mg v Other AD
BOULENGER2006 prx 153/232 162/227 = 18.27 0.92 [0.82, 1.05] 0
SCT-MD-09 flx *C 11/16 10/14 —_— 1.19 0.96 [0.60, 1.54] 0
WADE2007 dix 111/143 113/151 + 12.26 1.04 [0.91, 1.18] 0
Subtotal (95% Cl) 391 392 ¢ 31.72 0.97 [0.89, 1.06]
Total events: 275 (Treatment), 285 (Control)
Test for heterogeneity: Chiz = 1.65, df = 2 (P = 0.44), 12 = 0%
Test for overall effect: Z = 0.69 (P = 0.49)
04 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 107/125 108/125 - 12.05 0.99 [0.90, 1.09] 0
MOORE2005 ctl 21/142 25/152 — 2.69 0.90 [0.53, 1.53] 0
Subtotal (95% Cl) 267 277 L 3 14.74 0.97 [0.86, 1.10]
Total events: 128 (Treatment), 133 (Control)
Test for heterogeneity: Chi = 0.20, df = 1 (P = 0.66), 1> = 0%
Test for overall effect: Z = 0.41 (P = 0.68)
Total (95% Cl) 1352 1365 [ 100.00 0.94 [0.89, 0.99]
Total events: 839 (Treatment), 901 (Control)
Test for heterogeneity: Chi? = 6.02, df = 9 (P = 0.74), I = 0%
Test for overall effect: Z = 2.37 (P = 0.02)
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Esc.06. Escitalopram: overall efficacy - ordered by baseline severity
Esc.06.01. Non-response data

Review: Depression Update Pharmacology: Escitalopram

Comparison: 06 Overall efficacy (ordered by baseline severity)

Outcome: 01 Number not achieving => 50% reduction in outcome score at endpoint

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% CI Order
01v Placebo

NIERENBERGO7B pb/dix 165/274 94/137 = 11.73 0.88 [0.76, 1.02] 1
KASPER2005 plb/flx 95/174 95/180 - 9.56 1.03 [0.85, 1.26] 2
SCT-MD-02 plb/ctl 72/129 78/129 - 8.96 0.92 [0.75, 1.14] 3
BOSE2008 plb 73/132 84/135 - 9.19 0.89 [0.73, 1.09] 4
Burke2002 plb/ctl 122/244 89/122 - 10.88 0.69 [0.58, 0.81] 4
LEPOLA2003 plb/ctl 61/156 87/154 —-— 7.70 0.69 [0.54, 0.88] 5
WADE2002 plb 87/191 110/189 - 9.43 0.78 [0.64, 0.95] 5
SCT-MD-27 plb/stl 58/136 79/135 —-— 7.66 0.73 [0.57, 0.93] 6
SCT-MD-26 plb 84/154 110/155 - 10.38 0.77 [0.64, 0.92] 7
CLAYTONO6C 2 plb/bpn 67/149 73/137 —- 7.81 0.84 [0.67, 1.07] 8
CLAYTONO6GC 1 plb/bpn 52/142 72/141 —— 6.70 0.72 [0.55, 0.94] 9
Subtotal (95% CI) 1881 1614 ‘ 100.00 0.81 [0.75, 0.88]

Total events: 936 (Treatment), 971 (Control)

Test for heterogeneity: Chi2 = 17.23, df = 10 (P = 0.07), I1> = 42.0%

Test for overall effect: Z = 5.13 (P < 0.00001)

02 v Other AD

NIERENBERGO07B pb/dix 165/274 160/273 - 10.30 1.03 [0.89, 1.18] 1
KASPER2005 plb/fix 95/174 103/164 - 8.58 0.87 [0.73, 1.04] 2
SCT-MD-02 plb/ctl 72/129 67/128 - 6.92 1.07 [0.85, 1.34] 3
Burke2002 plb/ctl 122/244 68/125 - 7.67 0.92 [0.75, 1.13] 4
Montgomery 2002 vfx 38/148 37/145 —— 3.37 1.01 [0.68, 1.49] 4
LEPOLA2003 plb/ctl 61/156 82/161 —— 6.24 0.77 [0.60, 0.98] 5
VENTURA2007 stl 29/107 33/108 —-— 3.00 0.89 [0.58, 1.35] 6
BALDWIN2006 prx 54/166 48/159 —— 4.47 1.08 [0.78, 1.49] 7
COLONNAZ2005 ctl 48/175 59/182 — 4.52 0.85 [0.61, 1.16] 8
SCT-MD-16 fix 38/102 37/103 b 3.80 1.04 [0.72, 1.49] 9
BIELSKI2004 vfx 41/98 53/100 —— 4.98 0.79 [0.59, 1.06] 10
SCT-MD-27 plb/stl 58/136 54/138 —— 5.26 1.09 [0.82, 1.45] 10
CLAYTONO6C 2 plb/bpn 67/149 57/138 —-— 5.72 1.09 [0.83, 1.42] 11
MAO2008 flx 26/123 26/117 — 2.41 0.95 [0.59, 1.54] 11
CLAYTONO6C 1 plb/bpn 52/142 60/142 —. 5.16 0.87 [0.65, 1.16] 12
KHAN2007B dix 48/140 75/138 —-— 5.49 0.63 [0.48, 0.83] 12
WADE2007 dix 29/144 39/151 — 2.98 0.78 [0.51, 1.19] 13
BOULENGER2006 prx 45/232 56/227 — 4.02 0.79 [0.56, 1.11] 14
YEVTUNSHENKO2007 ctl 6/109 20/110 —_— 0.83 0.30 [0.13, 0.72] 15
MOORE2005 ctl 37/142 65/152 —-— 4.28 0.61 [0.44, 0.85] 16
Subtotal (95% Cl) 3090 2961 ‘ 100.00 0.89 [0.81, 0.97]

Total events: 1131 (Treatment), 1199 (Control)

Test for heterogeneity: Chi2 = 33.23, df = 19 (P = 0.02), I> = 42.8%

Test for overall effect: Z =2.76 (P = 0.006)

03 v Other AD (sensitivity analysis)

NIERENBERGO7B pb/dix 165/274 160/273 - 10.39 1.03 [0.89, 1.18] 1
KASPER2005 plb/fix 95/174 103/164 - 8.65 0.87 [0.73, 1.04] 2
SCT-MD-02 plb/ctl 72/129 67/128 - 6.98 1.07 [0.85, 1.34] 3
Burke2002 plb/ctl 122/244 68/125 - 7.73 0.92 [0.75, 1.13] 4
Montgomery 2002 vfx 38/148 37/145 — 3.40 1.01 [0.68, 1.49] 4
LEPOLA2003 plb/ctl 61/156 82/161 —— 6.30 0.77 [0.60, 0.98] 5
VENTURA2007 stl 29/107 33/108 — 3.02 0.89 [0.58, 1.35] 6
BALDWIN2006 prx 54/166 48/159 —— 4.51 1.08 [0.78, 1.49] 7
COLONNAZ2005 ctl 48/175 59/182 — 4.56 0.85 [0.61, 1.16] 8
SCT-MD-16 flx 38/102 37/103 — 3.84 1.04 [0.72, 1.49] 9
BIELSKI2004 vfx 41/98 53/100 —= 5.02 0.79 [0.59, 1.06] 10
SCT-MD-27 plb/stl 58/136 54/138 —— 5.31 1.09 [0.82, 1.45] 10
CLAYTONOGC 2 plb/bpn 67/149 57/138 —— 5.717 1.09 [0.83, 1.42] 11
MAO2008 fix 26/123 26/117 — 2.43 0.95 [0.59, 1.54] 11
CLAYTONOGC 1 plb/bpn 52/142 60/142 —. 5.20 0.87 [0.65, 1.16] 12
KHAN2007B dix 48/140 75/138 —-— 5.54 0.63 [0.48, 0.83] 12
WADE2007 dix 29/144 39/151 — 3.00 0.78 [0.51, 1.19] 13
BOULENGER2006 prx 45/232 56/227 —=r 4.05 0.79 [0.56, 1.11] 14
MOORE2005 ctl 37/142 65/152 —-— 4.31 0.61 [0.44, 0.85] 16
Subtotal (95% Cl) 2981 2851 4 100.00 0.90 [0.83, 0.97]

Total events: 1125 (Treatment), 1179 (Control)

Test for heterogeneity: Chi2 = 26.97, df = 18 (P = 0.08), I> = 33.3%

Test for overall effect: Z=2.70 (P = 0.007)
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Esc.06.02. Non-remission data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 06 Overall efficacy (ordered by baseline severity)
Outcome: 02 Number not achieving remission at endpoint
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
01 v Placebo
NIERENBERGO7B pb/dix 189/274 101/137 = 13.01 0.94 [0.82, 1.06] 1
KASPER2005 plbr/flx 106/174 105/180 - 10.80 1.04 [0.88, 1.24] 2
BOSE2008 plb 88/132 96/135 - 11.28 0.94 [0.80, 1.10] 3
LEPOLA2003 plb/ctl 78/156 91/154 — 9.30 0.85 [0.69, 1.04] 4
WADE2002 plb 102/191 125/189 - 11.01 0.81 [0.68, 0.95] 4
SCT-MD-27 plb/stl 76/136 99/135 - 10.37 0.76 [0.64, 0.91] 5
SCT-MD-26 plb 112/154 128/155 - 13.36 0.88 [0.78, 0.99] 6
CLAYTONO6C 2 plb/bpn 93/149 89/137 —_ 10.63 0.96 [0.81, 1.14] 7
CLAYTONOGC 1 plb/bpn 77/142 101/141 - 10.24 0.76 [0.63, 0.91] 8
Subtotal (95% CI) 1508 1363 [ 100.00 0.88 [0.82, 0.94]
Total events: 921 (Treatment), 935 (Control)
Test for heterogeneity: Chi? = 12.44, df = 8 (P = 0.13), I = 35.7%
Test for overall effect: Z = 3.65 (P = 0.0003)
02 v Other AD
NIERENBERGO7B pb/dix 189/274 176/273 = 9.88 1.07 [0.95, 1.20] 1
KASPER2005 plb/fix 106/174 114/164 - 8.46 0.88 [0.75, 1.02] 2
Montgomery 2002 vfx 49/148 52/145 — 4.14 0.92 [0.67, 1.27] 3
LEPOLA2003 plb/ctl 78/156 98/161 —— 6.97 0.82 [0.67, 1.00] 4
VENTURA2007 stl 47/107 46/108 — 4.32 1.03 [0.76, 1.40] 5
BALDWIN2006 prx 73/166 63/159 —-— 5.36 1.11 [0.86, 1.44] 6
COLONNA2005 ctl 49/175 59/182 — 4.13 0.86 [0.63, 1.19] 7
SCT-MD-16 fix 43/102 42/103 —— 3.98 1.03 [0.75, 1.43] 8
BIELSKI2004 vfx 49/98 59/100 —— 5.38 0.85 [0.66, 1.10] 9
SCT-MD-27 plb/stl 76/136 76/138 —- 6.59 1.01 [0.82, 1.25] 9
CLAYTONOGC 2 plb/bpn 93/149 79/138 E 7.27 1.09 [0.90, 1.32] 10
MAO2008 fIx 30/123 31/117 —_— 2.60 0.92 [0.60, 1.42] 10
CLAYTONOGC 1 plb/bpn 77/142 88/142 - 7.01 0.88 [0.72, 1.07] 11
KHAN2007B dix 80/140 90/138 — 7.35 0.88 [0.73, 1.06] 11
WADE2007 dix 41/144 49/151 —a— 3.65 0.88 [0.62, 1.24] 12
BOULENGER2006 prx 61/232 78/227 —— 4.83 0.77 [0.58, 1.01] 13
YEVTUNSHENKO2007 ctl 12/109 55/110 —_— 1.66 0.22 [0.13, 0.39] 14
MOORE2005 ctl 67/142 91/152 —— 6.43 0.79 [0.63, 0.98] 15
Subtotal (95% CI) 2717 2708 ¢ 100.00 0.90 [0.82, 0.98]
Total events: 1220 (Treatment), 1346 (Control)
Test for heterogeneity: Chi? = 45.06, df = 17 (P = 0.0002), 12 = 62.3%
Test for overall effect: Z = 2.31 (P = 0.02)
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Esc.06.03. Mean endpoint depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 06 Overall efficacy (ordered by baseline severity)
Outcome: 03 Mean endpoint scores (clinician rated)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 v Placebo
KASPER2005 plb/flx 170 15.31(8.94) 180 15.57(8.74) —s— 19.39 -0.03 [-0.24, 0.18] 1
SCT-MD-02 plb/ctl 124 15.90(9.74) 125 17.50(10.86) — 13.76 -0.15 [-0.40, 0.09] 2
Burke2002 plb/ctl 123 14.10(7.40) 119 18.10(9.90) — 13.07 -0.46 [-0.71, -0.20] 3
LEPOLA2003 plb/ctl 155 13.70(8.30) 154 16.20(9.80) —a— 16.97 -0.27 [-0.50, -0.05] 4
WADE2002 plb 188 14.30(9.10) 189 16.70(9.10) —a— 20.72 -0.26 [-0.47, -0.06] 4
SCT-MD-26 plb 143 17.20(10.89) 151 20.50(10.69) — 16.10 -0.31 [-0.54, -0.08] 5
Subtotal (95% Cl) 903 918 L 2 100.00 -0.24 [-0.33, -0.14]
Test for heterogeneity: Chi? = 7.56, df = 5 (P = 0.18), 1= 33.9%
Test for overall effect: Z = 5.03 (P < 0.00001)
02 v Other AD
KASPER2005 plb/flx 170 15.31(8.94) le4 18.25(9.99) — 11.01 -0.31 [-0.53, -0.09] 1
SCT-MD-02 plb/ctl 124 15.90(9.74) 119 15.30(11.05) — 8.10 0.06 [-0.19, 0.31] 2
Burke2002 plb/ctl 123 14.10(7.40) 125 16.00(9.50) e 8.22 -0.22 [-0.47, 0.03] 3
Montgomery 2002 vfx 146 10.64(8.92) 142 9.89(8.77) —t=— 9.60 0.08 [-0.15, 0.32] 3
LEPOLA2003 plb/ctl 155 13.70(8.30) 159 15.00(8.70) —s 10.44 -0.15 [-0.37, 0.07] 4
VENTURAZ2007 stl 104 10.40(8.20) 107 10.60(8.88) —_— 7.04 -0.02 [-0.29, 0.25] 5
BALDWIN2006 prx 165 12.12(8.47) 156 11.22(8.08) —1 10.68 0.11 [-0.11, 0.33] 6
COLONNA2005 ctl 164 8.35(8.58) 174 9.65(9.72) —r 11.24 -0.14 [-0.35, 0.07] 7
SCT-MD-16 flx 96 10.96(9.34) 98 11.24(10.82) —_— 6.47 -0.03 [-0.31, 0.25] 8
MAO2008 flx 118 9.20(7.40) 113 10.80(9.90) —_— 7.67 -0.18 [-0.44, 0.08] 9
WADE2007 dix 141 8.89(8.93) 146 10.58(8.93) —T 9.53 -0.19 [-0.42, 0.04] 10
Subtotal (95% ClI) 1506 1503 . 100.00 -0.10 [-0.17, -0.02]
Test for heterogeneity: Chi? = 13.85, df = 10 (P = 0.18), I =27.8%
Test for overall effect: Z=2.61 (P = 0.009)
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Esc.06.04. Mean change depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 06 Overall efficacy (ordered by baseline severity)
Outcome: 04 Mean change (clinician rated)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 v Placebo
NIERENBERGO07B pb/dix 274 -7.22(6.62) 137 -5.97(6.79) -I 12.74 -0.19 [-0.39, 0.02] 1
SCT-MD-02 plb/ctl 124 -12.90(10.03) 125 -11.20(10.35) -I 8.69 -0.17 [-0.42, 0.08] 2
BOSE2008 plb 129 -12.10(10.22) 134 -10.60(10.42) L 9.18 -0.14 [-0.39, 0.10] 3
Burke2002 plb/ctl 123 -13.90(8.87) 119 -9.40(9.82) | 8.23 -0.48 [-0.74, -0.22] 3
LEPOLA2003 plb/ctl 155 -15.30(8.40) 154 -12.50(9.50) 5 10.69 -0.31 [-0.54, -0.09] 4
WADE2002 plb 188 -14.90(8.70) 189 -12.00(9.50) = 13.04 -0.32 [-0.52, -0.11] 4
SCT-MD-27 plb/stl 131 -15.80(10.30) 132 -12.40(10.34) = 9.09 -0.33 [-0.57, -0.09] 5
SCT-MD-26 plb 143 -13.30(10.62) 151 -10.00(10.57) = 10.16 -0.31 [-0.54, -0.08] 6
CLAYTONO6C 2 plb/bpn 133 -12.90(8.07) 126 -11.90(7.86) = 9.05 -0.13 [-0.37, 0.12] 7
CLAYTONOG6C 1 plb/bpn 133 -14.20(8.07) 130 -12.10(7.98) = 9.13 -0.26 [-0.50, -0.02] 8
Subtotal (95% CI) 1533 1397 | 100.00 -0.26 [-0.34, -0.19]
Test for heterogeneity: Chi>=6.91, df = 9 (P = 0.65), 1= 0%
Test for overall effect: Z=7.01 (P < 0.00001)
02 v Other AD
NIERENBERGO07B pb/dix 274 -7.22(6.62) 273 -7.61(6.94) T 10.64 0.06 [-0.11, 0.23] 1
SCT-MD-09 flx *C 13 -16.00(5.96) 11 -15.20(7.01) —I— 0.46 -0.12 [-0.92, 0.68] 2
SCT-MD-02 plb/ctl 124 -12.90(10.03) 119 -13.00(9.79) T 4.72 0.01 [-0.24, 0.26] 3
Burke2002 plb/ctl 123 -13.90(8.87) 125 -12.00(10.06) 8| 4.80 -0.20 [-0.45, 0.05] 4
Montgomery 2002 vfx 146 -18.04(9.02) 142 -19.14(9.14) I- 5.59 0.12 [-0.11, 0.35] 4
LEPOLA2003 plb/ctl 155 -15.30(8.40) 159 -14.20(8.90) -I 6.09 -0.13 [-0.35, 0.09] 5
VENTURAZ2007 stl 104 -19.10(8.66) 107 -18.40(8.89) 1 4.10 -0.08 [-0.35, 0.19] 6
BALDWIN2006 prx 165 -17.46(8.92) 156 -18.46(8.63) I- 6.23 0.11 [-0.11, 0.33] 7
COLONNA2005 ctl 164 -21.13(8.72) 174 -20.54(9.79) -I' 6.57 -0.06 [-0.28, 0.15] 8
SCT-MD-16 fix 96 -19.40(9.01) 98 -19.00(10.39) -I 3.77 -0.04 [-0.32, 0.24] 9
BIELSKI2004 vfx 97 -15.90(10.83) 98 -13.60(9.90) 5 3.77 -0.22 [-0.50, 0.06] 10
SCT-MD-27 plb/stl 131 -15.80(10.30) 135 -16.70(10.46) I- 5.17 0.09 [-0.15, 0.33] 10
CLAYTONO6C 2 plb/bpn 133 -12.90(8.07) 129 -13.10(7.95) T 5.09 0.02 [-0.22, 0.27] 11
MAO2008 flx 118 -20.90(8.10) 113 -20.30(10.10) -I 4.49 -0.07 [-0.32, 0.19] 11
CLAYTONOG6C 1 plb/bpn 133 -14.20(8.07) 134 -13.20(6.95) b 5.18 -0.13 [-0.37, 0.11] 12
KHAN2007B dIx 136 -18.00(94.00) 126 -15.90(10.30) T 5.09 -0.03 [-0.27, 0.21] 12
BOULENGER2006 prx 228 -25.20(9.63) 223 -23.10(9.63) C 8.72 -0.22 [-0.40, -0.03] 13
YEVTUNSHENKOQO2007 ctl 108 -28.70(8.11) 108 -25.19(8.11) L 4.10 -0.43 [-0.70, -0.16] 14
MOORE2005 ctl 138 -22.40(8.85) 142 -20.30(8.85) 5.41 -0.24 [-0.47, 0.00] 15
Subtotal (95% ClI) 2586 2572 100.00 -0.07 [-0.12, -0.02]
Test for heterogeneity: Chi? = 24.22, df = 18 (P = 0.15), I? = 25.7%
Test for overall effect: Z=2.50 (P = 0.01)
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Esc.07. Escitalopram: overall acceptability and tolerability - ordered by baseline severity

Esc.07.01. Number leaving the study early for any reason

Review: Depression Update Pharmacology: Escitalopram
Comparison: 07 Overall acceptability and tolerability (ordered by baseline severity)
Outcome: 01 Leaving the study early for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 v Placebo
NIERENBERGO07B pb/dix 66/274 40/137 —a 15.99 0.83 [0.59, 1.15] 1
KASPER2005 plb/flx 30/174 20/180 —=— 5.90 1.55 [0.92, 2.63] 2
SCT-MD-02 plb/ctl 33/129 24/129 -+—— 7.20 1.38 [0.86, 2.19] 3
BOSE2008 plb 36/132 26/135 —— 7.71 1.42 [0.91, 2.21] 4
Burke2002 plb/ctl 60/244 30/122 — 12.00 1.00 [0.68, 1.46] 4
LEPOLA2003 plb/ctl 10/156 15/154 —_— 4.53 0.66 [0.31, 1.42] 5
WADE2002 plb 31/191 29/189 — 8.74 1.06 [0.66, 1.68] 5
SCT-MD-27 plb/stl 28/136 30/135 — 9.03 0.93 [0.59, 1.46] 6
SCT-MD-26 plb 38/154 24/155 —a— 7.17 1.59 [1.01, 2.52] 7
CLAYTONO6C 2 plb/bpn 44/149 32/137 = 10.00 1.26 [0.85, 1.87] 8
CLAYTONOG6C 1 plb/bpn 37/142 39/141 —a— 11.74 0.94 [0.64, 1.38] 9
Subtotal (95% CI) 1881 1614 ’ 100.00 1.11 [0.97, 1.26]
Total events: 413 (Treatment), 309 (Control)
Test for heterogeneity: Chi? = 12.75, df = 10 (P = 0.24), I? =21.5%
Test for overall effect: Z=1.55 (P =0.12)
02 v Other AD
NIERENBERGO7B pb/dix 66/274 85/273 —— 12.58 0.77 [0.59, 1.02] 1
SCT-MD-09 fix *C 1/16 2/14 ¢ 0.32 0.44 [0.04, 4.32] 2
KASPER2005 plb/flx 30/174 42/164 — 6.39 0.67 [0.44, 1.02] 3
SCT-MD-02 plb/ctl 33/129 29/128 —r— 4.30 1.13 [0.73, 1.74] 4
Burke2002 plb/ctl 60/244 32/125 —— 6.25 0.96 [0.66, 1.39] 5
Montgomery 2002 vfx 23/148 21/145 —_— 3.13 1.07 [0.62, 1.85] 5
LEPOLA2003 plb/ctl 10/156 9/161 —_— 1.31 1.15 [0.48, 2.75] 6
VENTURA2007 stl 19/107 15/108 —_— 2.21 1.28 [0.69, 2.38] 7
BALDWIN2006 prx 17/166 22/159 —_— 3.32 0.74 [0.41, 1.34] 8
COLONNA2005 ctl 31/175 47/182 ——1 6.81 0.69 [0.46, 1.03] 9
SCT-MD-16 flx 36/102 26/103 T— 3.82 1.40 [0.92, 2.14] 10
BIELSKI2004 vfx 26/98 34/100 —T 4.97 0.78 [0.51, 1.20] 11
SCT-MD-27 plb/stl 28/136 25/138 —— 3.67 1.14 [0.70, 1.84] 11
CLAYTONOG6C 2 plb/bpn 44/149 39/138 — 5.98 1.04 [0.73, 1.50] 12
MAO2008 flx 15/123 17/117 —_— 2.57 0.84 [0.44, 1.60] 12
CLAYTONO6C 1 plb/bpn 37/142 33/142 —— 4.88 1.12 [0.75, 1.69] 13
KHAN2007B dIx 21/140 46/138 — 6.85 0.45 [0.28, 0.71] 13
WADE2007 dIx 32/144 37/151 —— 5.34 0.91 [0.60, 1.37] 14
BOULENGER2006 prx 47/232 74/2217 —a— 11.05 0.62 [0.45, 0.85] 15
YEVTUNSHENK©02007 ctl 1/109 7/221 < 0.68 0.29 [0.04, 2.32] 16
MOORE2005 ctl 10/142 25/152 —_— 3.57 0.43 [0.21, 0.86] 17
Subtotal (95% CI) 3106 3086 ' 100.00 0.84 [0.76, 0.92]
Total events: 587 (Treatment), 667 (Control)
Test for heterogeneity: Chi? = 33.98, df =20 (P = 0.03), > =41.1%
Test for overall effect: Z = 3.57 (P = 0.0004)
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Esc.07.02. Number leaving the study early due to side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 07 Overall acceptability and tolerability (ordered by baseline severity)
Outcome: 02 Leaving the study early due to side effects
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
01 v Placebo
NIERENBERGO07B pb/dix 14/274 8/137 —_— . 12.59 0.88 [0.38, 2.04] 1
KASPER2005 plb/flx 17/174 5/180 —8— 11.05 3.52 [1.33, 9.33] 2
SCT-MD-02 plb/ctl 11/125 4/127 +— 9.59 2.79 [0.91, 8.54] 3
BOSE2008 plb 14/130 8/134 -1 12.70 1.80 [0.78, 4.16] 4
Burke2002 plb/ctl 18/244 3/122 T— 8.82 3.00 [0.90, 9.99] 4
LEPOLA2003 plb/ctl 4/155 4/154 _— 7.52 0.99 [0.25, 3.90] 5
WADE2002 plb 9/191 2/189 ) 6.53 4.45 [0.97, 20.34] 5
SCT-MD-27 plb/stl 8/134 4/132 —_— 9.06 1.97 [0.61, 6.39] 6
SCT-MD-26 plb 10/147 0/153 —_—) 2.40 21.85 [1.29, 369.56] 7
CLAYTONOGC 2 plb/bpn 5/143 6/132 —_— 9.17 0.77 [0.24, 2.46] 8
CLAYTONOGC 1 plb/bpn 7/138 7/141 B e — 10.56 1.02 [0.37, 2.84] 9
Subtotal (95% Cl) 1855 1601 L 100.00 1.80 [1.18, 2.73]
Total events: 117 (Treatment), 51 (Control)
Test for heterogeneity: Chi? = 14.65, df = 10 (P = 0.15), I = 31.8%
Test for overall effect: Z = 2.76 (P = 0.006)
02 v Other AD
NIERENBERGO7B pb/dix 14/274 20/273 —_— 6.89 0.70 [0.36, 1.35] 1
SCT-MD-09 flx *C 1/16 1/14 ¢ » 1.22 0.88 [0.06, 12.73] 2
KASPER2005 plb/flx 17/174 20/164 — 7.22 0.80 [0.44, 1.47] 3
SCT-MD-02 plb/ctl 11/125 5/123 -1 4.83 2.16 [0.77, 6.05] 4
Burke2002 plb/ctl 18/244 11/125 —_— 6.54 0.84 [0.41, 1.72] 5
Montgomery 2002 vfx 12/148 16/145 —_— 6.57 0.73 [0.36, 1.50] 5
LEPOLA2003 plb/ctl 4/155 6/160 _— 3.89 0.69 [0.20, 2.39] 6
VENTURA2007 stl 2/104 4/108 < Ly 2.61 0.52 [0.10, 2.77] 7
BALDWIN2006 prx 7/165 6/158 —_—r 4.63 1.12 [0.38, 3.25] 8
COLONNA2005 ctl 10/175 18/182 —_— 6.38 0.58 [0.27, 1.22] 9
SCT-MD-16 fix 3/98 8/99 —_— 3.70 0.38 [0.10, 1.39] 10
BIELSKI2004 vfx 4/98 16/100 —— 4.67 0.26 [0.09, 0.74] 11
SCT-MD-27 plb/stl 8/134 5/137 —_— 4.53 1.64 [0.55, 4.87] 11
CLAYTONOG6C 2 plb/bpn 5/143 13/135 —_— 4.94 0.36 [0.13, 0.99] 12
MAO2008 flx 6/123 5/117 —_— 4.23 1.14 [0.36, 3.64] 12
CLAYTONOG6C 1 plb/bpn 7/138 4/141 —_— 4.05 1.79 [0.54, 5.97] 13
KHAN2007B dIx 3/140 17/138 —— 4.05 0.17 [0.05, 0.58] 13
WADE2007 dIx 13/144 26/151 — 7.12 0.52 [0.28, 0.98] 14
BOULENGER2006 prx 18/232 35/227 —a 7.68 0.50 [0.29, 0.86] 15
MOOREZ2005 ctl 4/138 9/142 —_— 4.26 0.46 [0.14, 1.45] 16
Subtotal (95% Cl) 2968 2839 <o 100.00 0.67 [0.53, 0.84]
Total events: 167 (Treatment), 245 (Control)
Test for heterogeneity: Chi? = 25.18, df = 19 (P = 0.15), I = 24.5%
Test for overall effect: Z = 3.36 (P = 0.0008)
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Esc.07.03. Number reporting side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 07 Overall acceptability and tolerability (ordered by baseline severity)
Outcome: 03 Patients reporting side effects
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 v Placebo
KASPER2005 plb/flx 88/173 96/180 11.83 0.95 [0.78, 1.17] 1
SCT-MD-02 plb/ctl 99/125 96/127 11.97 1.05 [0.92, 1.20] 2
BOSE2008 plb 102/130 92/134 11.39 1.14 [0.99, 1.32] 3
Burke2002 plb/ctl 201/244 86/122 = 14.42 1.17 [1.03, 1.33] 3
LEPOLA2003 plb/ctl 113/155 99/154 12.49 1.13 [0.97, 1.32] 4
WADE2002 plb 113/191 106/189 13.40 1.05 [0.89, 1.25] 4
SCT-MD-27 plb/stl 109/134 100/132 12.67 1.07 [0.95, 1.22] 5
SCT-MD-26 plb 107/147 96/153 11.83 1.16 [0.99, 1.36] 6
Subtotal (95% CI) 1299 1191 ’ 100.00 1.09 [1.04, 1.15]
Total events: 932 (Treatment), 771 (Control)
Test for heterogeneity: Chi? = 4.58, df =7 (P = 0.71), 2= 0%
Test for overall effect: Z = 3.24 (P = 0.001)
02 v Other AD
SCT-MD-09 fix *C 11/16 10/14 —a 0.68 0.96 [0.60, 1.54] 1
KASPER2005 plb/fix 88/173 93/164 —= 6.05 0.90 [0.74, 1.09] 2
SCT-MD-02 plb/ctl 99/125 100/123 - 6.39 0.97 [0.86, 1.10] 3
Burke2002 plb/ctl 201/244 108/125 - 9.05 0.95 [0.87, 1.04] 4
Montgomery 2002 vfx 98/148 102/145 - 6.53 0.94 [0.81, 1.10] 4
LEPOLA2003 plb/ctl 113/155 110/160 - 6.86 1.06 [0.92, 1.22] 5
VENTURA2007 stl 89/104 94/108 - 5.85 0.98 [0.88, 1.09] 6
BALDWIN2006 prx 96/165 96/158 - 6.22 0.96 [0.80, 1.15] 7
COLONNA2005 ctl 110/175 133/182 - 8.27 0.86 [0.74, 0.99] 8
SCT-MD-16 flx 77/98 85/99 - 5.36 0.92 [0.80, 1.04] 9
SCT-MD-27 plb/stl 109/134 124/137 = 7.77 0.90 [0.82, 0.99] 10
MAO2008 flx 55/123 55/117 — 3.57 0.95 [0.72, 1.25] 11
KHAN2007B dix 112/140 110/138 - 7.02 1.00 [0.89, 1.13] 12
WADE2007 dix 111/143 113/151 - 6.97 1.04 [0.91, 1.18] 13
BOULENGER2006 prx 153/232 162/227 = 10.38 0.92 [0.82, 1.05] 14
YEVTUNSHENKO2007 ctl 7/108 35/214 —_— 1.49 0.40 [0.18, 0.86] 15
MOORE2005 ctl 21/142 25/152 — 1.53 0.90 [0.53, 1.53] 16
Subtotal (95% CI) 2425 2414 [ 100.00 0.94 [0.91, 0.98]
Total events: 1550 (Treatment), 1555 (Control)
Test for heterogeneity: Chi? = 14.63, df = 16 (P = 0.55), I? = 0%
Test for overall effect: Z = 3.04 (P = 0.002)
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Esc.08. Escitalopram: overall efficacy versus active treatment - by comparator drug
Esc.08.01. Non-response data (versus SSRIs)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)

Outcome: 01 Number not achieving => 50% reduction in outcome score (vs SSRIs)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram _l

Burke2002 plb/ctl 122/244 68/125 12.15 0.92 [0.75, 1.13] 0
COLONNA2005 ctl 48/175 59/182 —m 7.82 0.85 [0.61, 1.16] 0
LEPOLA2003 plb/ctl 61/156 82/161 —— 10.91 0.77 [0.60, 0.98] 0
MOORE2005 ctl 37/142 65/152 —.— 8.48 0.61 [0.44, 0.85] 0
SCT-MD-02 plb/ctl 72/129 67/128 - 9.09 1.07 [0.85, 1.34] 0
YEVTUNSHENKO2007 ctl 6/109 20/110 —_— 2.69 0.30 [0.13, 0.72] 0
Subtotal (95% CI) 955 858 ’ 51.14 0.82 [0.73, 0.92]

Total events: 346 (Treatment), 361 (Control)

Test for heterogeneity: Chi? = 14.85, df =5 (P = 0.01), I = 66.3%

Test for overall effect: Z = 3.47 (P = 0.0005)

02 SSRI Fluoxetine

KASPER2005 plb/flx 95/174 103/164 - 14.33 0.87 [0.73, 1.04] 0
MAO2008 flx 26/123 26/117 —a 3.60 0.95 [0.59, 1.54] 0
SCT-MD-16 fix 38/102 37/103 — 4.98 1.04 [0.72, 1.49] 0
Subtotal (95% CI) 399 384 ‘ 22.91 0.92 [0.78, 1.08]

Total events: 159 (Treatment), 166 (Control)

Test for heterogeneity: Chi? = 0.82, df =2 (P = 0.66), I> = 0%

Test for overall effect: Z = 1.06 (P = 0.29)

03 SSRI Sertraline

SCT-MD-27 plb/stl 58/136 54/138 — 7.24 1.09 [0.82, 1.45] 0
VENTURA2007 stl 29/107 33/108 — 4.44 0.89 [0.58, 1.35] 0
Subtotal (95% Cl) 243 246 <P 11.68 1.01 [0.80, 1.28]

Total events: 87 (Treatment), 87 (Control)

Test for heterogeneity: Chi? = 0.64, df =1 (P = 0.43), 1> = 0%

Test for overall effect: Z=0.11 (P = 0.92)

04 SSRI Paroxetine

BALDWIN2006 prx 54/166 48/159 —— 6.63 1.08 [0.78, 1.49] 0
BOULENGER2006 prx 45/232 56/227 —.T 7.65 0.79 [0.56, 1.11] 0
Subtotal (95% Cl) 398 386 <o 14.28 0.92 [0.73, 1.17]

Total events: 99 (Treatment), 104 (Control)

Test for heterogeneity: Chi?=1.71, df =1 (P =0.19), = 41.5%

Test for overall effect: Z = 0.68 (P = 0.50)

Total (95% Cl) 1995 1874 ’ 100.00 0.88 [0.81, 0.95]

Total events: 691 (Treatment), 718 (Control)

Test for heterogeneity: Chi? = 19.65, df = 12 (P = 0.07), I* = 38.9%

Test for overall effect: Z = 3.13 (P = 0.002)
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Esc.08.02. Non-response data (versus SSRIs) (sensitivity analysis)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)

Outcome: 02 Number not achieving => 50% reduction in outcome score (vs SSRIs) (sensitivity analysis)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram _l

Burke2002 plb/ctl 122/244 68/125 12.49 0.92 [0.75, 1.13] 0
COLONNA2005 ctl 48/175 59/182 —a 8.03 0.85 [0.61, 1.16] 0
LEPOLA2003 plb/ctl 61/156 82/161 —— 11.21 0.77 [0.60, 0.98] 0
MOORE2005 ctl 37/142 65/152 — 8.72 0.61 [0.44, 0.85] 0
SCT-MD-02 plb/ctl 72/129 67/128 —— 9.34 1.07 [0.85, 1.34] 0
Subtotal (95% CI) 846 748 ’ 49.79 0.85 [0.76, 0.95]

Total events: 340 (Treatment), 341 (Control)

Test for heterogeneity: Chi? = 9.00, df =4 (P = 0.06), I = 55.5%

Test for overall effect: Z = 2.86 (P = 0.004)

02 SSRI Fluoxetine

KASPER2005 plb/flx 95/174 103/164 - 14.73 0.87 [0.73, 1.04] 0
MAO2008 flx 26/123 26/117 —a 3.70 0.95 [0.59, 1.54] 0
SCT-MD-16 fx 38/102 37/103 — 5.11 1.04 [0.72, 1.49] 0
Subtotal (95% CI) 399 384 ‘ 23.54 0.92 [0.78, 1.08]

Total events: 159 (Treatment), 166 (Control)

Test for heterogeneity: Chi? = 0.82, df =2 (P = 0.66), I> = 0%

Test for overall effect: Z = 1.06 (P = 0.29)

03 SSRI Sertraline

SCT-MD-27 plb/stl 58/136 54/138 —— 7.44 1.09 [0.82, 1.45] 0
VENTURA2007 stl 29/107 33/108 —_— 4.56 0.89 [0.58, 1.35] 0
Subtotal (95% Cl) 243 246 <P 12.00 1.01 [0.80, 1.28]

Total events: 87 (Treatment), 87 (Control)

Test for heterogeneity: Chi? = 0.64, df =1 (P = 0.43), > = 0%

Test for overall effect: Z=0.11 (P = 0.92)

04 SSRI Paroxetine

BALDWIN2006 prx 54/166 48/159 — 6.81 1.08 [0.78, 1.49] 0
BOULENGER2006 prx 45/232 56/227 —a— 7.86 0.79 [0.56, 1.11] 0
Subtotal (95% CI) 398 386 <o 14.67 0.92 [0.73, 1.17]

Total events: 99 (Treatment), 104 (Control)

Test for heterogeneity: Chiz = 1.71, df =1 (P = 0.19), I = 41.5%

Test for overall effect: Z = 0.68 (P = 0.50)

Total (95% Cl) 1886 1764 ¢ 100.00 0.89 [0.82, 0.97]

Total events: 685 (Treatment), 698 (Control)

Test for heterogeneity: Chi? = 13.56, df = 11 (P = 0.26), I* = 18.9%

Test for overall effect: Z = 2.69 (P = 0.007)
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Esc.08.03. Non-response data (versus other anti-depressants)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)

Outcome: 03 Non-response (vs other antidepressants)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 SNRI Duloxetine

KHAN2007B dIx 48/140 75/138 — 27.58 0.63 [0.48, 0.83] 0
NIERENBERGO07B pb/dix 165/274 160/273 58.52 1.03 [0.89, 1.18] 0
WADE2007 dix 29/144 39/151 13.90 0.78 [0.51, 1.19] 0
Subtotal (95% Cl) 558 562 100.00 0.88 [0.78, 1.00]

Total events: 242 (Treatment), 274 (Control)

Test for heterogeneity: Chi? = 10.63, df = 2 (P = 0.005), I> = 81.2%

Test for overall effect: Z = 1.99 (P = 0.05)

02 SNRI Venlafaxine

BIELSKI2004 vfx 41/98 53/100 —= 58.40 0.79 [0.59, 1.06] 0
Montgomery 2002 vfx 38/148 37/145 41.60 1.01 [0.68, 1.49] 0
Subtotal (95% Cl) 246 245 j_ 100.00 0.88 [0.69, 1.12]

Total events: 79 (Treatment), 90 (Control)

Test for heterogeneity: Chi>=0.96, df = 1 (P = 0.33), I>=0%

Test for overall effect: Z = 1.05 (P = 0.29)

03 Bupropion xI

CLAYTONO6C 1 plb/bpn 52/142 60/142 50.34 0.87 [0.65, 1.16] 0
CLAYTONO6C 2 plb/bpn 67/149 57/138 49.66 1.09 [0.83, 1.42] 0
Subtotal (95% CI) 291 280 100.00 0.98 [0.80, 1.19]

Total events: 119 (Treatment), 117 (Control)
Test for heterogeneity: Chi? = 1.29, df = 1 (P = 0.26), I = 22.5%
Test for overall effect: Z = 0.23 (P = 0.82)

0.1 0.2 0.5 1 2 5
Favours treatment Favours control

10

192



Esc.08.04. Non-remission data (versus SSRIs)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)
Outcome: 04 Number not achieving remission at endpoint (vs SSRIs)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram
COLONNA2005 ctl 49/175 59/182 — 7.69 0.86 [0.63, 1.19] 0
LEPOLA2003 plb/ctl 78/156 98/161 - 12.82 0.82 [0.67, 1.00] 0
MOORE2005 ctl 67/142 91/152 —=] 11.68 0.79 [0.63, 0.98] 0
YEVTUNSHENKO2007 ctl 12/109 55/110 — 7.28 0.22 [0.13, 0.39] 0
Subtotal (95% ClI) 582 605 ’ 39.47 0.71 [0.62, 0.81]
Total events: 206 (Treatment), 303 (Control)
Test for heterogeneity: Chi? = 20.91, df = 3 (P = 0.0001), I = 85.7%
Test for overall effect: Z = 5.10 (P < 0.00001)
02 SSRI Sertraline
SCT-MD-27 plb/stl 76/136 76/138 10.03 1.01 [0.82, 1.25] 0
VENTURA2007 stl 47/107 46/108 6.09 1.03 [0.76, 1.40] 0
Subtotal (95% CI) 243 246 16.11 1.02 [0.86, 1.22]
Total events: 123 (Treatment), 122 (Control)
Test for heterogeneity: Chi2 = 0.01, df =1 (P =0.93), 2= 0%
Test for overall effect: Z=0.23 (P = 0.82)
03 SSRI Fluoxetine
KASPER2005 plb/flx 106/174 114/164 15.60 0.88 [0.75, 1.02] 0
MAO2008 flx 30/123 31/117 4.22 0.92 [0.60, 1.42] 0
SCT-MD-16 fx 43/102 42/103 5.56 1.03 [0.75, 1.43] 0
Subtotal (95% Cl) 399 384 25.38 0.92 [0.80, 1.06]
Total events: 179 (Treatment), 187 (Control)
Test for heterogeneity: Chi? = 0.85, df =2 (P = 0.65), I? = 0%
Test for overall effect: Z=1.19 (P = 0.23)
04 SSRI Paroxetine
BALDWIN2006 prx 73/166 63/159 I 8.55 1.11 [0.86, 1.44] 0
BOULENGER2006 prx 61/232 78/227 —— 10.48 0.77 [0.58, 1.01] 0
Subtotal (95% CI) 398 386 Q 19.04 0.92 [0.76, 1.11]
Total events: 134 (Treatment), 141 (Control)
Test for heterogeneity: Chi? = 3.70, df = 1 (P = 0.05), I =72.9%
Test for overall effect: Z = 0.86 (P = 0.39)
Total (95% Cl) 1622 1621 ¢ 100.00 0.85 [0.79, 0.92]
Total events: 642 (Treatment), 753 (Control)
Test for heterogeneity: Chi? = 32.92, df = 10 (P = 0.0003), I> = 69.6%
Test for overall effect: Z = 4.04 (P < 0.0001)
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Esc.08.05. Non-remission data (versus SSRIs) (sensitivity analysis)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)
Outcome: 05 Number not achieving remission at endpoint (vs SSRIs) (sensitivity analysis)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram
COLONNA2005 ctl 49/175 59/182 — 8.29 0.86 [0.63, 1.19] 0
LEPOLA2003 plb/ctl 78/156 98/161 — 13.83 0.82 [0.67, 1.00] 0
MOORE2005 ctl 67/142 91/152 - 12.60 0.79 [0.63, 0.98] 0
Subtotal (95% ClI) 473 495 ’ 34.72 0.82 [0.72, 0.94]
Total events: 194 (Treatment), 248 (Control)
Test for heterogeneity: Chi? = 0.23, df =2 (P = 0.89), I? = 0%
Test for overall effect: Z = 2.88 (P = 0.004)
02 SSRI Sertraline
SCT-MD-27 plb/stl 76/136 76/138 —- 10.82 1.01 [0.82, 1.25] 0
VENTURA2007 stl 47/107 46/108 —— 6.56 1.03 [0.76, 1.40] 0
Subtotal (95% ClI) 243 246 17.38 1.02 [0.86, 1.22]
Total events: 123 (Treatment), 122 (Control)
Test for heterogeneity: Chi2 = 0.01, df =1 (P = 0.93), I? = 0%
Test for overall effect: Z = 0.23 (P = 0.82)
03 SSRI Fluoxetine
KASPER2005 plb/flx 106/174 114/164 16.83 0.88 [0.75, 1.02] 0
MAO2008 flx 30/123 31/117 4.56 0.92 [0.60, 1.42] 0
SCT-MD-16 flx 43/102 42/103 5.99 1.03 [0.75, 1.43] 0
Subtotal (95% CI) 399 384 27.37 0.92 [0.80, 1.06]
Total events: 179 (Treatment), 187 (Control)
Test for heterogeneity: Chi? = 0.85, df =2 (P = 0.65), I> = 0%
Test for overall effect: Z=1.19 (P = 0.23)
04 SSRI Paroxetine
BALDWIN2006 prx 73/166 63/159 —n— 9.23 1.11 [0.86, 1.44] 0
BOULENGER2006 prx 61/232 78/227 —— 11.30 0.77 [0.58, 1.01] 0
Subtotal (95% Cl) 398 386 <& 20.53 0.92 [0.76, 1.11]
Total events: 134 (Treatment), 141 (Control)
Test for heterogeneity: Chi? = 3.70, df = 1 (P = 0.05), I =72.9%
Test for overall effect: Z = 0.86 (P = 0.39)
Total (95% Cl) 1513 1511 .I 100.00 0.90 [0.83, 0.98]
Total events: 630 (Treatment), 698 (Control)
Test for heterogeneity: Chi? = 8.94, df =9 (P = 0.44), > = 0%
Test for overall effect: Z = 2.58 (P = 0.010)
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Esc.08.06. Non-remission data (versus other antidepressants)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)

Outcome: 06 Number not achieving remission at endpoint (vs other ADs)

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% CI % 95% ClI Order

05 SNRI Duloxetine

KHAN2007B dix 80/140 90/138 31.56 0.88 [0.73, 1.06] 0
NIERENBERGO07B pb/dix 189/274 176/273 57.03 1.07 [0.95, 1.20] 0
WADE2007 dix 41/144 49/151 11.41 0.88 [0.62, 1.24] 0
Subtotal (95% ClI) 558 562 100.00 0.97 [0.83, 1.13]

Total events: 310 (Treatment), 315 (Control)

Test for heterogeneity: Chi> = 3.79, df = 2 (P = 0.15), I =47.2%

Test for overall effect: Z=0.41 (P = 0.68)

06 SNRI Venlafaxine

BIELSKI2004 vfx 49/98 59/100 B 58.90 0.85 [0.66, 1.10] 0
Montgomery 2002 vfx 49/148 52/145 41.10 0.92 [0.67, 1.27] 0
Subtotal (95% Cl) 246 245 :_ 100.00 0.88 [0.72, 1.07]

Total events: 98 (Treatment), 111 (Control)

Test for heterogeneity: Chi>=0.18, df = 1 (P = 0.68), I>= 0%

Test for overall effect: Z=1.29 (P = 0.20)

07 Bupropin xI

CLAYTONO6C 1 plb/bpn 77/142 88/142 48.45 0.88 [0.72, 1.07] 0
CLAYTONO6C 2 plb/bpn 93/149 79/138 51.55 1.09 [0.90, 1.32] 0
Subtotal (95% CI) 291 280 100.00 0.98 [0.79, 1.21]

Total events: 170 (Treatment), 167 (Control)

Test for heterogeneity: Chi> = 2.46, df = 1 (P = 0.12), I>=59.3%

Test for overall effect: Z = 0.20 (P = 0.84)
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Esc.08.07. Mean endpoint depression scores (versus SSRIs)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)
Outcome: 07 Mean endpoint scores (clinician rated) (vs SSRIs)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% CI Order
01 SSRI Citalopram
Burke2002 plb/ctl 123 14.10(7.40) 125 16.00(9.50) L 10.17 -0.22 [-0.47, 0.03] 0
COLONNA2005 ctl 164 8.35(8.58) 174 9.65(9.72) —a—1 13.90 -0.14 [-0.35, 0.07] 0
LEPOLA2003 plb/ctl 155 13.70(8.30) 159 15.00(8.70) —_— 12.91 -0.15 [-0.37, 0.07] 0
SCT-MD-02 plb/ctl 124 15.90(9.74) 119 15.30(11.05) — 10.02 0.06 [-0.19, 0.31] 0
Subtotal (95% CI) 566 577 ‘ 46.99 -0.12 [-0.24, 0.00]
Test for heterogeneity: Chi? = 2.68, df =3 (P = 0.44), 2= 0%
Test for overall effect: Z = 2.02 (P = 0.04)
02 SSRI Fluoxetine
KASPER2005 plb/flx 170 15.31(8.94) 164 18.25(9.99) 13.61 -0.31 [-0.53, -0.09] 0
MAQ2008 flx 118 9.20(7.40) 113 10.80(9.90) - 9.48 -0.18 [-0.44, 0.08] 0
SCT-MD-16 flx 96 10.96(9.34) 98 11.24(10.82) —_— 8.00 -0.03 [-0.31, 0.25] 0
Subtotal (95% Cl) 384 375 <o 31.09 -0.20 [-0.34, -0.06]
Test for heterogeneity: Chi2 = 2.45, df =2 (P = 0.29), 1= 18.4%
Test for overall effect: Z=2.72 (P = 0.006)
03 SSRI Sertraline
VENTURA2007 stl 104 10.40(8.20) 107 10.60(8.88) s 8.70 -0.02 [-0.29, 0.25] 0
Subtotal (95% Cl) 104 107 ‘ 8.70 -0.02 [-0.29, 0.25]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.17 (P = 0.87)
04 SSRI Paroxetine
BALDWIN2006 prx 165 12.12(8.47) 156 11.22(8.08) — 13.21 0.11 [-0.11, 0.33] 0
Subtotal (95% Cl) 165 156 D 13.21 0.11 [-0.11, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.97 (P = 0.33)
Total (95% Cl) 1219 1215 <& 100.00 -0.11 [-0.19, -0.03]
Test for heterogeneity: Chi? = 10.83, df =8 (P = 0.21), I = 26.2%
Test for overall effect: Z = 2.60 (P = 0.009)
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Esc.08.08. Mean endpoint depression scores (clinician-rated) (versus all other antidepressants)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)
Outcome: 08 Mean endpoint scores (clinician rated) (vs other ADs)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
05 SNRI Duloxetine
WADE2007 dIx 141 8.89(8.93) 146 10.58(8.93) e 49.93 -0.19 [-0.42, 0.04] 0
Subtotal (95% Cl) 141 146 €[ 49.93 -0.19 [-0.42, 0.04]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.59 (P =0.11)
06 SNRI Venlafaxine
Montgomery 2002 vfx 146 10.64(8.92) 142 9.89(8.77) — 50.07 0.08 [-0.15, 0.32] 0
Subtotal (95% Cl) 146 142 . 50.07 0.08 [-0.15, 0.32]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
Total (95% Cl) 287 288 - 100.00 -0.05 [-0.32, 0.22]
Test for heterogeneity: Chi? = 2.68, df = 1 (P = 0.10), I> = 62.6%
Test for overall effect: Z = 0.38 (P = 0.70)
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Esc.08.09. Mean depression change scores (clinician-rated) (versus SSRIs)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)

Outcome: 09 Mean change (clinician rated) (vs SSRIs)

Study Treatment Control SMD (random) Weight SMD (random)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order

01 SSRI Citalopram
Burke2002 plb/ctl 123 -13.90(8.87) 125 -12.00(10.06) —_— 7.72 -0.20 [-0.45, 0.05] 0
COLONNA2005 ctl 164 -21.13(8.72) 174 -20.54(9.79) —_— 9.63 -0.06 [-0.28, 0.15] 0
LEPOLA2003 plb/ctl 155 -15.30(8.40) 159 -14.20(8.90) —_— 9.15 -0.13 [-0.35, 0.09] 0
MOORE2005 ctl 138 -22.40(8.85) 142 -20.30(8.85) 8.42 -0.24 [-0.47, 0.00] 0
SCT-MD-02 plb/ctl 124 -12.90(10.03) 119 -13.00(9.79) 7.63 0.01 [-0.24, 0.26] 0
YEVTUNSHENKO2007 ctl 108 -28.70(8.11) 108 -25.19(8.11) _— 6.86 -0.43 [-0.70, -0.16] 0

Subtotal (95% Cl) 812 827 <o 49.41 -0.17 [-0.28, -0.05]

Test for heterogeneity: Chi? =7.01, df =5 (P =0.22), I?=28.7%

Test for overall effect: Z = 2.82 (P = 0.005)

02 SSRI Fluoxetine
MAO2008 flx 118 -20.90(8.10) 113 -20.30(10.10) _— 7.34 -0.07 [-0.32, 0.19] 0
SCT-MD-09 flx *C 13 -16.00(5.96) 11 -15.20(7.01) 0.97 -0.12 [-0.92, 0.68] 0
SCT-MD-16 flx 96 -19.40(9.01) 98 -19.00(10.39) —_— 6.43 -0.04 [-0.32, 0.24] 0

Subtotal (95% Cl) 227 222 @O 14.75 -0.06 [-0.24, 0.13]

Test for heterogeneity: Chi? = 0.04, df =2 (P = 0.98), I? = 0%

Test for overall effect: Z = 0.61 (P = 0.54)

03 SSRI Sertraline
SCT-MD-27 plb/stl 131 -15.80(10.30) 135 -16.70(10.46) —_— 8.15 0.09 [-0.15, 0.33] 0
VENTURA2007 stl 104 -19.10(8.66) 107 -18.40(8.89) —_— 6.86 -0.08 [-0.35, 0.19] 0

Subtotal (95% CI) 235 242 < 15.00 0.01 [-0.17, 0.19]

Test for heterogeneity: Chi? = 0.81, df =1 (P = 0.37), > = 0%

Test for overall effect: Z = 0.14 (P = 0.89)

04 SSRI Paroxetine
BALDWIN2006 prx 165 -17.46(8.92) 156 -18.46(8.63) — 9.29 0.11 [-0.11, 0.33] 0
BOULENGER2006 prx 228 -25.20(9.63) 223 -23.10(9.63) —a— 11.55 -0.22 [-0.40, -0.03] 0

Subtotal (95% Cl) 393 379 -l 20.84 -0.06 [-0.38, 0.27]

Test for heterogeneity: Chi? = 5.13, df =1 (P = 0.02), 1> = 80.5%

Test for overall effect: Z=0.35 (P = 0.73)

Total (95% ClI) 1667 1670 . 100.00 -0.10 [-0.18, -0.02]

Test for heterogeneity: Chi? = 16.37, df = 12 (P = 0.17), 1> = 26.7%

Test for overall effect: Z=2.51 (P = 0.01)
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Esc.08.10. Mean depression change scores (clinician-rated) (versus all other antidepressants)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 08 Overall efficacy v Active Treatment (by comparator drug)
Outcome: 10 Mean change (clinician rated) (vs ADs)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
05 SNRI Duloxetine
KHAN2007B dIx 136 -18.00(94.00) 126 -15.90(10.30) —— 32.81 -0.03 [-0.27, 0.21] 0
NIERENBERGO7B pb/dix 274 -7.22(6.62) 273 -7.61(6.94) —f; 67.19 0.06 [-0.11, 0.23] 0
Subtotal (95% Cl) 410 399 100.00 0.03 [-0.11, 0.17]
Test for heterogeneity: Chi> = 0.34, df = 1 (P = 0.56), I>= 0%
Test for overall effect: Z=0.41 (P = 0.68)
06 SNRI Venlafaxine
BIELSKI2004 vfx 97 -15.90(10.83) 98 -13.60(9.90) — 40.44 -0.22 [-0.50, 0.06] 0
Montgomery 2002 vfx 146 -18.04(9.02) 142 -19.14(9.14) o 59.56 0.12 [-0.11, 0.35] 0
Subtotal (95% Cl) 243 240 ~li— 100.00 -0.04 [-0.37, 0.29]
Test for heterogeneity: Chi? = 3.38, df = 1 (P = 0.07), I>=70.4%
Test for overall effect: Z = 0.24 (P = 0.81)
07 Buprion x|
CLAYTONO6C 1 plb/bpn 133 -14.20(8.07) 134 -13.20(6.95) — 50.42 -0.13 [-0.37, 0.11] 0
CLAYTONO6C 2 plb/bpn 133 -12.90(8.07) 129 -13.10(7.95) —— 49.58 0.02 [-0.22, 0.27] 0
Subtotal (95% Cl) 266 263 S 100.00 ~0.05 [-0.22, 0.12]
Test for heterogeneity: Chi>=0.82, df = 1 (P = 0.37), I>=0%
Test for overall effect: Z = 0.63 (P = 0.53)
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Esc.09. Escitalopram: overall acceptability and tolerability versus active treatment - by comparator drug

Esc.09.01. Number leaving the study early for any reason (versus SSRIs)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 09 Overall acceptability and tolerability v Active Treatment (by comparator drug)
Outcome: 01 Leaving the study early for any reason (vs SSRIs)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram
Burke2002 plb/ctl 60/244 32/125 —— 10.96 0.96 [0.66, 1.39] 0
COLONNAZ2005 ctl 31/175 47/182 ——1 10.17 0.69 [0.46, 1.03] 0
LEPOLA2003 plb/ctl 10/156 9/161 —_— 3.73 1.15 [0.48, 2.75] 0
MOOREZ2005 ctl 10/142 25/152 —_— 5.27 0.43 [0.21, 0.86] 0
SCT-MD-02 plb/ctl 33/129 29/128 —— 9.45 1.13 [0.73, 1.74] 0
YEVTUNSHENKO2007 ctl 1/109 7/221 ¢ 0.78 0.29 [0.04, 2.32] 0
Subtotal (95% CI) 955 969 ‘ 40.37 0.82 [0.60, 1.11]
Total events: 145 (Treatment), 149 (Control)
Test for heterogeneity: Chi2 = 8.41, df =5 (P = 0.14), 12 = 40.5%
Test for overall effect: Z=1.31 (P = 0.19)
02 SSRI Fluoxetine
KASPER2005 plb/flx 30/174 42/164 —a— 9.85 0.67 [0.44, 1.02] 0
MAO2008 flx 15/123 17/117 —_— 5.86 0.84 [0.44, 1.60] 0
SCT-MD-09 flx *C 1/16 2/14 ¢ 0.65 0.44 [0.04, 4.32] 0
SCT-MD-16 fx 36/102 26/103 T—— 9.70 1.40 [0.92, 2.14) 0
Subtotal (95% Cl) 415 398 . 26.06 0.91 [0.58, 1.42]
Total events: 82 (Treatment), 87 (Control)
Test for heterogeneity: Chi? = 6.40, df =3 (P = 0.09), I =53.1%
Test for overall effect: Z = 0.42 (P = 0.67)
03 SSRI Sertraline
SCT-MD-27 plb/stl 28/136 25/138 —t— 8.42 1.14 [0.70, 1.84] 0
VENTURAZ2007 stl 19/107 15/108 S B 6.18 1.28 [0.69, 2.38] 0
Subtotal (95% Cl) 243 246 - 14.60 1.19 [0.81, 1.74]
Total events: 47 (Treatment), 40 (Control)
Test for heterogeneity: Chi? = 0.09, df =1 (P = 0.77), 1> = 0%
Test for overall effect: Z = 0.88 (P = 0.38)
04 SSRI Paroxetine
BALDWIN2006 prx 17/166 22/159 . 6.56 0.74 [0.41, 1.34] 0
BOULENGER2006 prx 47/232 74/227 —— 12.41 0.62 [0.45, 0.85] 0
Subtotal (95% CI) 398 386 ’ 18.97 0.65 [0.49, 0.85]
Total events: 64 (Treatment), 96 (Control)
Test for heterogeneity: Chi? = 0.26, df =1 (P = 0.61), > = 0%
Test for overall effect: Z = 3.07 (P = 0.002)
Total (95% Cl) 2011 1999 & 100.00 0.86 [0.71, 1.03]
Total events: 338 (Treatment), 372 (Control)
Test for heterogeneity: Chi? = 22.21, df = 13 (P = 0.05), I = 41.5%
Test for overall effect: Z = 1.62 (P = 0.10)
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Esc.09.02. Number leaving the study early for any reason (versus all other antidepressants)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 09 Overall acceptability and tolerability v Active Treatment (by comparator drug)
Outcome: 02 Leaving the study early for any reason (vs other ADs)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% ClI
05 SNRI Duloxetine
KHAN2007B dix 21/140 46/138 — 12.44 0.45 [0.28, 0.71]
NIERENBERGO07B pb/dIx 66/274 85/273 — 19.92 0.77 [0.59, 1.02]
WADE2007 dix 32/144 37/151 —— 13.96 0.91 [0.60, 1.37]
Subtotal (95% ClI) 558 562 ’ 46.33 0.70 [0.49, 1.00]
Total events: 119 (Treatment), 168 (Control)
Test for heterogeneity: Chi? = 5.49, df =2 (P = 0.06), 1> =63.6%
Test for overall effect: Z = 1.96 (P = 0.05)
06 SNRI Venlafaxine
BIELSKI2004 vfx 26/98 34/100 — 13.49 0.78 [0.51, 1.20]
Montgomery 2002 vfx 23/148 21/145 10.05 1.07 [0.62, 1.85]
Subtotal (95% Cl) 246 245 z_ 23.54 0.88 [0.63, 1.23]
Total events: 49 (Treatment), 55 (Control)
Test for heterogeneity: Chi? = 0.82, df =1 (P = 0.37), 2= 0%
Test for overall effect: Z = 0.74 (P = 0.46)
07 Bupropion x|
CLAYTONOG6C 1 plb/bpn 37/142 33/142 —— 14.21 1.12 [0.75, 1.69]
CLAYTONO6C 2 plb/bpn 44/149 39/138 15.92 1.04 [0.73, 1.50]
Subtotal (95% Cl) 291 280 I 30.13 1.08 [0.82, 1.41]
Total events: 81 (Treatment), 72 (Control)
Test for heterogeneity: Chi? = 0.06, df = 1 (P = 0.80), I* = 0%
Test for overall effect: Z = 0.54 (P = 0.59)
Total (95% Cl) 1095 1087 ‘ 100.00 0.85 [0.68, 1.05]
Total events: 249 (Treatment), 295 (Control)
Test for heterogeneity: Chi? = 11.77, df = 6 (P = 0.07), I* = 49.0%
Test for overall effect: Z=1.55 (P = 0.12)
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Esc.09.03. Number leaving the study early due to side effects (versus SSRIs)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 09 Overall acceptability and tolerability v Active Treatment (by comparator drug)
Outcome: 03 Leaving the study early due to side effects (vs SSRIs)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram
Burke2002 plb/ctl 18/244 11/125 . 12.29 0.84 [0.41, 1.72] 0
COLONNA2005 ctl 10/175 18/182 —_— 11.44 0.58 [0.27, 1.22] 0
LEPOLA2003 plb/ctl 4/155 6/160 —_— 4.09 0.69 [0.20, 2.39] 0
MOORE2005 ctl 4/138 9/142 —_— 4.76 0.46 [0.14, 1.45] 0
SCT-MD-02 plb/ctl 11/125 5/123 —_ 6.01 2.16 [0.77, 6.05] 0
Subtotal (95% Cl) 837 732 -/ 38.58 0.80 [0.49, 1.29]
Total events: 47 (Treatment), 49 (Control)
Test for heterogeneity: Chi2 = 5.31, df =4 (P = 0.26), I?=24.7%
Test for overall effect: Z=0.93 (P = 0.35)
02 SSRI Fluoxetine
KASPER2005 plb/flx 17/174 20/164 — 17.02 0.80 [0.44, 1.47] 0
MAO2008 fIx 6/123 5/117 _—t 4.72 1.14 [0.36, 3.64] 0
SCT-MD-09 fix *C 1/16 1/14 ¢ > 0.88 0.88 [0.06, 12.73] 0
SCT-MD-16 fix 3/98 8/99 —_— 3.717 0.38 [0.10, 1.39] 0
Subtotal (95% Cl) 411 394 £ 26.39 0.77 [0.47, 1.26]
Total events: 27 (Treatment), 34 (Control)
Test for heterogeneity: Chi? = 1.62, df =3 (P = 0.65), 1> = 0%
Test for overall effect: Z = 1.05 (P = 0.29)
03 SSRI Sertraline
SCT-MD-27 plb/stl 8/134 5/137 —_— 5.32 1.64 [0.55, 4.87] 0
VENTURA2007 stl 2/104 4/108 ¢ 2.26 0.52 [0.10, 2.77] 0
Subtotal (95% Cl) 238 245 ‘ 7.58 1.11 [0.38, 3.22]
Total events: 10 (Treatment), 9 (Control)
Test for heterogeneity: Chi? = 1.27, df =1 (P = 0.26), 1> = 21.0%
Test for overall effect: Z=0.19 (P = 0.85)
04 SSRI Paroxetine
BALDWIN2006 prx 7/165 6/158 —_—l 5.56 1.12 [0.38, 3.25] 0
BOULENGER2006 prx 18/232 35/227 —— 21.89 0.50 [0.29, 0.86] 0
Subtotal (95% Cl) 397 385 - 27.45 0.65 [0.31, 1.36]
Total events: 25 (Treatment), 41 (Control)
Test for heterogeneity: Chi?=1.71, df =1 (P =0.19), I = 41.4%
Test for overall effect: Z = 1.14 (P = 0.25)
Total (95% Cl) 1883 1756 <P 100.00 0.75 [0.58, 0.96]
Total events: 109 (Treatment), 133 (Control)
Test for heterogeneity: Chi? = 11.79, df = 12 (P = 0.46), I = 0%
Test for overall effect: Z = 2.28 (P = 0.02)
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Esc.09.04. Number leaving the study early due to side effects (versus all other antidepressants)

Review: Depression Update Pharmacology: Escitalopram
Comparison:  090verall acceptability and tolerability v Active Treatment (by comparator drug)
Outcome: 04 Leaving the study early due to side effects (vs other ADs)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI
05 SNRI Duloxetine
KHAN2007B dix 3/140 17/138 +—— 9.70 0.17 [0.05, 0.58]
NIERENBERGO7B pb/dix 14/274 20/273 —a—— 19.00 0.70 [0.36, 1.35]
WADE2007 dIx 13/144 26/151 — 19.89 0.52 [0.28, 0.98]
Subtotal (95% Cl) 558 562 - 48.60 0.47 [0.25, 0.89]
Total events: 30 (Treatment), 63 (Control)
Test for heterogeneity: Chi>=4.01, df = 2 (P = 0.13), 1= 50.1%
Test for overall effect: Z=2.31 (P = 0.02)
06 SNRI Venlafaxine
BIELSKI2004 vfx 4/98 16/100 “——— 11.53 0.26 [0.09, 0.74]
Montgomery 2002 vfx 12/148 16/145 —a— 17.83 0.73 [0.36, 1.50]
Subtotal (95% Cl) 246 245 e 29.37 0.47 [0.17, 1.31]
Total events: 16 (Treatment), 32 (Control)
Test for heterogeneity: Chi* = 2.68, df = 1 (P = 0.10), I> = 62.6%
Test for overall effect: Z=1.45 (P = 0.15)
07 Bupropion x|
CLAYTONO6C 1 plb/bpn 7/138 4/141 —_— ] 9.69 1.79 [0.54, 5.97]
CLAYTONO6C 2 plb/bpn 5/143 13/135 —_—— 12.34 0.36 [0.13, 0.99]
Subtotal (95% Cl) 281 276 ’ 22.03 0.78 [0.16, 3.70]
Total events: 12 (Treatment), 17 (Control)
Test for heterogeneity: Chi> = 3.97, df = 1 (P = 0.05), I>=74.8%
Test for overall effect: Z=0.32 (P = 0.75)
Total (95% Cl) 1085 1083 . 100.00 0.52 [0.33, 0.82]
Total events: 58 (Treatment), 112 (Control)
Test for heterogeneity: Chi> = 11.10, df =6 (P = 0.09), I* = 45.9%
Test for overall effect: Z = 2.83 (P = 0.005)
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Esc.09.05. Number reporting side effects (versus SSRIs)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 09 Overall acceptability and tolerability v Active Treatment (by comparator drug)
Outcome: 05 Patients reporting side effects (vs SSRIs)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 SSRI Citalopram
Burke2002 plb/ctl 201/244 108/125 L 11.39 0.95 [0.87, 1.04] 0
COLONNA2005 ctl 110/175 133/182 - 10.40 0.86 [0.74, 0.99] 0
LEPOLA2003 plb/ctl 113/155 110/160 - 8.63 1.06 [0.92, 1.22] 0
MOORE2005 ctl 21/142 25/152 — 1.93 0.90 [0.53, 1.53] 0
SCT-MD-02 plb/ctl 99/125 100/123 - 8.04 0.97 [0.86, 1.10] 0
YEVTUNSHENKO2007 ctl 7/108 35/214 —_—— 1.87 0.40 [0.18, 0.86] 0
Subtotal (95% CI) 949 956 . 42.27 0.93 [0.87, 0.99]
Total events: 551 (Treatment), 511 (Control)
Test for heterogeneity: Chi2 = 9.94, df =5 (P = 0.08), 12 = 49.7%
Test for overall effect: Z=2.17 (P = 0.03)
02 SSRI Fluoxetine
KASPER2005 plb/flx 88/173 93/164 7.62 0.90 [0.74, 1.09] 0
MAO2008 flx 55/123 55/117 4.50 0.95 [0.72, 1.25] 0
SCT-MD-09 fix *C 11/16 10/14 0.85 0.96 [0.60, 1.54] 0
SCT-MD-16 fix 77/98 85/99 6.75 0.92 [0.80, 1.04] 0
Subtotal (95% Cl) 410 394 19.71 0.92 [0.82, 1.03]
Total events: 231 (Treatment), 243 (Control)
Test for heterogeneity: Chi? = 0.16, df =3 (P = 0.98), I? = 0%
Test for overall effect: Z=1.51 (P = 0.13)
03 SSRI Sertraline
SCT-MD-27 plb/stl 109/134 124/137 E 9.78 0.90 [0.82, 0.99] 0
VENTURA2007 stl 89/104 94/108 - 7.36 0.98 [0.88, 1.09] 0
Subtotal (95% Cl) 238 245 4 17.14 0.93 [0.87, 1.00]
Total events: 198 (Treatment), 218 (Control)
Test for heterogeneity: Chi? = 1.48, df =1 (P = 0.22), 1> = 32.2%
Test for overall effect: Z = 1.82 (P = 0.07)
04 SSRI Paroxetine
BALDWIN2006 prx 96/165 96/158 - 7.82 0.96 [0.80, 1.15] 0
BOULENGER2006 prx 153/232 162/227 13.06 0.92 [0.82, 1.05] 0
Subtotal (95% CI) 397 385 : 20.89 0.94 [0.85, 1.04]
Total events: 249 (Treatment), 258 (Control)
Test for heterogeneity: Chi? = 0.10, df =1 (P =0.75), I = 0%
Test for overall effect: Z=1.25 (P = 0.21)
Total (95% Cl) 1994 1980 . 100.00 0.93 [0.89, 0.97]
Total events: 1229 (Treatment), 1230 (Control)
Test for heterogeneity: Chi? = 11.76, df = 13 (P = 0.55), I> = 0%
Test for overall effect: Z = 3.31 (P = 0.0009)
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Esc.09.06. Number reporting side effects (versus all other antidepressants)

Review: Depression Update Pharmacology: Escitalopram

Comparison: 09 Overall acceptability and tolerability v Active Treatment (by comparator drug)

Outcome: 06 Patients reporting side effects (vs other ADs)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
05 SNRI Duloxetine

KHAN2007B dIx 112/140 110/138 50.20 .00 [0.89, 1.13] 0
WADE2007 dix 111/143 113/151 49.80 .04 [0.91, 1.18] 0
Subtotal (95% CI) 283 289 100.00 .02 [0.94, 1.11]

Total events: 223 (Treatment), 223 (Control)

Test for heterogeneity: Chi? = 0.14, df =1 (P = 0.71), I?= 0%

Test for overall effect: Z = 0.45 (P = 0.65)

06 SNRI Venlafaxine

Montgomery 2002 vfx 98/148 102/145 100.00 .94 [0.81, 1.10] 0
Subtotal (95% CI) 148 145 , 100.00 .94 [0.81, 1.10]

Total events: 98 (Treatment), 102 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.76 (P = 0.45)
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Esc.10. Escitalopram: overall efficacy - by dose
Esc.10.01. Non-response data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 10 Overall effiacy (by dose)
Outcome: 01 Number not achieving =>50% reduction in outcome score at endpoint
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/flx 95/174 103/164 32.55 0.87 [0.73, 1.04] 0
MAO2008 flx 26/123 26/117 8.18 0.95 [0.59, 1.54] 0
NIERENBERGO7B pb/dix 165/274 160/273 49.19 1.03 [0.89, 1.18] 0
VENTURA2007 stl 29/107 33/108 10.08 0.89 [0.58, 1.35] 0
Subtotal (95% Cl) 678 662 100.00 0.96 [0.86, 1.06]
Total events: 315 (Treatment), 322 (Control)
Test for heterogeneity: Chi? = 2.24, df =3 (P = 0.52), I = 0%
Test for overall effect: Z = 0.84 (P = 0.40)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 60/119 68/125 46.04 0.93 [0.73, 1.18] 0
COLONNA2005 ctl 48/175 59/182 — 40.15 0.85 [0.61, 1.16] 0
YEVTUNSHENKO2007 ctl 6/109 20/110 13.82 0.30 [0.13, 0.72] 0
Subtotal (95% CI) 403 417 @ 100.00 0.81 [0.67, 0.98]
Total events: 114 (Treatment), 147 (Control)
Test for heterogeneity: Chi2 = 6.19, df =2 (P = 0.05), I?=67.7%
Test for overall effect: Z =2.18 (P = 0.03)
03 Escitalopram 10mg v Placebo
Burke2002 plb/ctl 60/119 89/122 —- 21.07 0.69 [0.56, 0.85] 0
KASPER2005 plb/flx 95/174 95/180 :— 22.39 1.03 [0.85, 1.26] 0
NIERENBERGO07B pb/dix 165/274 94/137 30.04 0.88 [0.76, 1.02] 0
WADE2002 plb 87/191 110/189 - 26.51 0.78 [0.64, 0.95] 0
Subtotal (95% Cl) 758 628 ¢ 100.00 0.85 [0.77, 0.93]
Total events: 407 (Treatment), 388 (Control)
Test for heterogeneity: Chi2 = 8.60, df = 3 (P = 0.04), I?=65.1%
Test for overall effect: Z = 3.51 (P = 0.0004)
04 Escitalopram 20mg v Other AD
BIELSKI2004 vfx 39/98 53/100 — 35.65 0.75 [0.55, 1.02] 0
BOULENGER2006 prx 45/232 56/227 —a 38.47 0.79 [0.56, 1.11] 0
WADE2007 dIx 29/144 39/151 — 25.87 0.78 [0.51, 1.19] 0
Subtotal (95% CI) 474 478 ’ 100.00 0.77 [0.63, 0.95]
Total events: 113 (Treatment), 148 (Control)
Test for heterogeneity: Chi2 = 0.04, df =2 (P =0.98), 1= 0%
Test for overall effect: Z =2.48 (P = 0.01)
05 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 62/125 68/125 E = 51.99 0.91 [0.72, 1.16] 0
MOORE2005 ctl 37/142 65/152 —— 48.01 0.61 [0.44, 0.85] 0
Subtotal (95% ClI) 267 277 ’ 100.00 0.77 [0.63, 0.93]
Total events: 99 (Treatment), 133 (Control)
Test for heterogeneity: Chi? = 3.86, df =1 (P = 0.05), I =74.1%
Test for overall effect: Z = 2.65 (P = 0.008)
06 Escitalopram 20mg v Placebo
Burke2002 plb/ctl 62/125 89/122 -.- 100.00 0.68 [0.55, 0.84] 0
Subtotal (95% ClI) 125 122 ’ 100.00 0.68 [0.55, 0.84]
Total events: 62 (Treatment), 89 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.65 (P = 0.0003)
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Esc.10.02. Non-remission data

Review: Depression Update Pharmacology: Escitalopram
Comparison: 10 Overall effiacy (by dose)
Outcome: 02 Number not achieving remission at endpoint
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/flx 106/174 114/164 10.48 0.88 [0.75, 1.02] 0
MAO2008 flx 30/123 31/117 2.84 0.92 [0.60, 1.42] 0
NIERENBERGO07B pb/dIx 189/274 176/273 15.74 1.07 [0.95, 1.20] 0
VENTURA2007 stl 47/107 46/108 — 4.09 1.03 [0.76, 1.40] 0
Subtotal (95% Cl) 678 662 [ 33.14 0.99 [0.90, 1.09]
Total events: 372 (Treatment), 367 (Control)
Test for heterogeneity: Chi* = 4.16, df =3 (P = 0.25), I> = 27.8%
Test for overall effect: Z=0.19 (P = 0.85)
02 Escitalopram 10mg v Citalopram
COLONNAZ2005 ctl 49/175 59/182 —. 5.16 0.86 [0.63, 1.19] 0
YEVTUNSHENKO2007 ctl 12/109 55/110 — 4.89 0.22 [0.13, 0.39] 0
Subtotal (95% CI) 284 292 ’ 10.05 0.55 [0.42, 0.72]
Total events: 61 (Treatment), 114 (Control)
Test for heterogeneity: Chi? = 17.84, df = 1 (P < 0.0001), I = 94.4%
Test for overall effect: Z = 4.36 (P < 0.0001)
03 Escitalopram 10mg v Placebo
KASPER2005 plb/flx 106/174 105/180 - 9.21 1.04 [0.88, 1.24] 0
NIERENBERGO7B pb/dix 189/274 101/137 E 12.02 0.94 [0.82, 1.06] 0
WADE2002 plb 102/191 125/189 - 11.22 0.81 [0.68, 0.95] 0
Subtotal (95% Cl) 639 506 ¢4 32.45 0.92 [0.84, 1.01]
Total events: 397 (Treatment), 331 (Control)
Test for heterogeneity: Chi? = 4.50, df =2 (P = 0.11), 1> = 55.5%
Test for overall effect: Z=1.79 (P = 0.07)
04 Escitalopram 20mg v Other AD
BIELSKI2004 vfx 49/98 59/100 — 5.21 0.85 [0.66, 1.10] 0
BOULENGER2006 prx 61/232 78/227 —— 7.04 0.77 [0.58, 1.01] 0
WADE2007 dix 41/144 49/151 — 4.27 0.88 [0.62, 1.24] 0
Subtotal (95% Cl) 474 478 < 16.52 0.82 [0.69, 0.97]
Total events: 151 (Treatment), 186 (Control)
Test for heterogeneity: Chi? = 0.44, df =2 (P = 0.80), I? = 0%
Test for overall effect: Z =2.29 (P = 0.02)
05 Escitalopram 20mg v Citalopram
MOORE2005 ctl 67/142 91/152 — 7.85 0.79 [0.63, 0.98] 0
Subtotal (95% Cl) 142 152 <P 7.85 0.79 [0.63, 0.98]
Total events: 67 (Treatment), 91 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.15 (P = 0.03)
Total (95% Cl) 2217 2090 ’ 100.00 0.88 [0.83, 0.93]
Total events: 1048 (Treatment), 1089 (Control)
Test for heterogeneity: Chi? = 42.30, df = 12 (P < 0.0001), I =71.6%
Test for overall effect: Z = 4.32 (P < 0.0001)
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Esc.10.03. Mean endpoint depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 10 Overall efficacy (by dose)
Outcome: 03 Mean endpoint scores (clinician rated)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% CI Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/flx 170 15.31(8.94) 164 18.25(9.99) 42.80 -0.31 [-0.53, -0.09] 0
MAO2008 flx 118 9.20(7.40) 113 10.80(9.90) - 29.83 -0.18 [-0.44, 0.08] 0
VENTURAZ2007 stl 104 10.40(8.20) 107 10.60(8.88) 27.37 -0.02 [-0.29, 0.25] 0
Subtotal (95% CI) 392 384 <o 100.00 -0.19 [-0.33, -0.05]
Test for heterogeneity: Chi2 = 2.65, df =2 (P = 0.27), 12 = 24.5%
Test for overall effect: Z = 2.69 (P = 0.007)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 118 14.10(8.20) 125 16.00(9.50) r 41.75 -0.21 [-0.47, 0.04] 0
COLONNA2005 ctl 164 8.35(8.58) 174 9.65(9.72) U 58.25 -0.14 [-0.35, 0.07] 0
Subtotal (95% CI) 282 299 ’ 100.00 -0.17 [-0.33, -0.01]
Test for heterogeneity: Chi2 = 0.18, df =1 (P = 0.67), > = 0%
Test for overall effect: Z = 2.06 (P = 0.04)
03 Escitalopram 10mg v Placebo
Burke2002 plb/ctl 118 14.10(8.20) 119 18.10(9.90) 24.23 -0.44 [-0.70, -0.18] 0
KASPER2005 plb/flx 170 15.31(8.94) 180 15.57(8.74) 36.63 -0.03 [-0.24, 0.18] 0
WADE2002 plb 188 14.30(9.10) 189 16.70(9.10) —_— 39.14 -0.26 [-0.47, -0.06] 0
Subtotal (95% Cl) 476 488 <o 100.00 -0.22 [-0.35, -0.09]
Test for heterogeneity: Chi? = 6.11, df =2 (P = 0.05), 1> = 67.3%
Test for overall effect: Z = 3.40 (P = 0.0007)
04 Escitalopram 20mg v Other AD
WADE2007 dix 141 8.89(8.93) 146 10.58(8.93) —_ 100.00 -0.19 [-0.42, O 0
Subtotal (95% Cl) 141 146 - 100.00 -0.19 [-0.42, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z=1.59 (P = 0.11)
05 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 123 14.10(7.40) 125 16.00(9.50) —_— 100.00 -0.22 [-0.47, 0.03] 0
Subtotal (95% Cl) 123 125 - 100.00 -0.22 [-0.47, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z=1.74 (P = 0.08)
06 Escitalopram 20mg v Placebo
Burke2002 plb/ctl 123 14.10(7.40) 119 18.10(9.90) _— 100.00 -0.46 [-0.71, -0.20] 0
Subtotal (95% Cl) 123 119 - 100.00 -0.46 [-0.71, -0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.51 (P = 0.0004)
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Esc.10.04. Mean change depression scores (clinician-rated)

Review: Depression Update Pharmacology: Escitalopram
Comparison: 10 Overall efficacy (by dose)
Outcome: 04 Mean change (clinician rated)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 Escitalopram 10mg v Other AD
MAO2008 flx 118 -20.90(8.10) 113 -20.30(10.10) 5 23.35 -0.07 [-0.32, 0.19] 0
NIERENBERGO07B pb/dIx 274 =7.22(6.62) 273 -7.61(6.94) T 55.32 0.06 [-0.11, 0.23] 0
VENTURA2007 stl 104 -19.10(8.66) 107 -18.40(8.89) = 21.33 -0.08 [-0.35, 0.19] 0
Subtotal (95% CI) 496 493 100.00 0.00 [-0.13, 0.12]
Test for heterogeneity: Chi? = 1.03, df =2 (P = 0.60), I = 0%
Test for overall effect: Z=0.01 (P = 0.99)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 118 -12.80(8.69) 125 -12.00(10.06) N 30.66 -0.08 [-0.34, 0.17] 0
COLONNAZ2005 ctl 164 -21.13(8.72) 174 -20.54(9.79) = 42.67 -0.06 [-0.28, 0.15] 0
YEVTUNSHENKOQO2007 ctl 108 -28.70(8.11) 108 -25.19(8.11) = 26.67 -0.43 [-0.70, -0.16] 0
Subtotal (95% Cl) 390 407 [ 100.00 -0.17 [-0.31, -0.03]
Test for heterogeneity: Chi? = 5.00, df =2 (P = 0.08), I1>=60.0%
Test for overall effect: Z = 2.36 (P = 0.02)
03 Escitalopram 10mg v Placebo
Burke2002 plb/ctl 118 -12.80(8.69) 119 -9.40(9.82) = 24.04 -0.37 [-0.62, -0.11] 0
NIERENBERGO07B pb/dix 274 -7.22(6.62) 137 -5.97(6.79) .l 37.55 -0.19 [-0.39, 0.02] 0
WADE2002 plb 188 -14.90(8.70) 189 -12.00(9.50) = 38.41 -0.32 [-0.52, -0.11] 0
Subtotal (95% CI) 580 445 . 100.00 -0.28 [-0.41, -0.15]
Test for heterogeneity: Chi* = 1.35, df =2 (P = 0.51), P = 0%
Test for overall effect: Z = 4.36 (P < 0.0001)
04 Escitalopram 20mg v other AD
BIELSKI2004 vfx 97 -15.90(10.83) 98 -13.60(9.90) = 29.10 -0.22 [-0.50, 0.06] 0
BOULENGER2006 prx 228 -25.20(9.63) 223 -23.10(9.63) ] 67.32 -0.22 [-0.40, -0.03] 0
SCT-MD-09 flx *C 13 -16.00(5.96) 11 -15.20(7.01) - 3.57 -0.12 [-0.92, 0.68] 0
Subtotal (95% CI) 338 332 . 100.00 -0.22 [-0.37, -0.06]
Test for heterogeneity: Chi> = 0.06, df =2 (P = 0.97), > = 0%
Test for overall effect: Z =2.78 (P = 0.006)
05 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 12 -13.90(8.87) 125 -12.00(10.06) B 47.02 -0.20 [-0.45, 0.05] 0
MOOREZ2005 ctl 138 -22.40(8.85) 142 -20.30(8.85) = 52.98 -0.24 [-0.47, 0.00] 0
Subtotal (95% CI) 261 267 . 100.00 -0.22 [-0.39, -0.05]
Test for heterogeneity: Chi? = 0.04, df =1 (P = 0.83), > = 0%
Test for overall effect: Z=2.51 (P = 0.01)
06 Escitalopram 20mg v Placebo
Burke2002 plb/ctl 123 -13.90(8.87) 119 -9.40(9.82) = 100.00 -0.48 [-0.74, -0.22] 0
Subtotal (95% CI) 123 119 . 100.00 -0.48 [-0.74, -0.22]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.68 (P = 0.0002)
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Esc.11. Escitalopram: overall acceptability and tolerability - by dose

Esc.11.01. Number leaving the study early for any reason

Review: Depression Update Pharmacology: Escitalopram

Comparison: 11 Overall acceptability and tolerability (by dose)

Outcome: 01 Leaving the study early for any reason

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% Cl % 95% ClI Order
01 Escitalopram 10mg v Other AD

KASPER2005 plb/fix 30/174 42/164 — 26.90 0.67 [0.44, 1.02] 0
MAO2008 flx 15/123 17/117 —_— 10.84 0.84 [0.44, 1.60] 0
NIERENBERGO07B pb/dix 66/274 85/273 i 52.97 0.77 [0.59, 1.02] 0
VENTURA2007 stl 19/107 15/108 —— 9.29 1.28 [0.69, 2.38] 0
Subtotal (95% Cl) 678 662 ’ 100.00 0.80 [0.65, 0.98]

Total events: 130 (Treatment), 159 (Control)

Test for heterogeneity: Chi? = 2.92, df =3 (P = 0.40), I? = 0%

Test for overall effect: Z=2.14 (P = 0.03)

02 Escitalopram 10mg v Citalopram

Burke2002 plb/ctl 24/119 32/125 —— 39.37 0.79 [0.49, 1.26] 0
COLONNA2005 ctl 31/175 47/182 —— 58.12 0.69 [0.46, 1.03] 0
YEVTUNSHENKO2007 ctl 1/109 2/110 ¢ 2.51 0.50 [0.05, 5.48] 0
Subtotal (95% Cl) 403 417 L - 100.00 0.72 [0.53, 0.98]

Total events: 56 (Treatment), 81 (Control)

Test for heterogeneity: Chi? = 0.28, df =2 (P =0.87), I?= 0%

Test for overall effect: Z=2.12 (P = 0.03)

03 Escitalopram 10mg v Placebo

Burke2002 plb/ctl 24/119 30/122 —— 22.48 0.82 [0.51, 1.32] 0
KASPER2005 plb/flx 30/174 20/180 +—— 14.92 1.55 [0.92, 2.63] 0
NIERENBERGO07B pb/dix 66/274 40/137 — 40.47 0.83 [0.59, 1.15] 0
WADE2002 plb 31/191 29/189 22.12 1.06 [0.66, 1.68] 0
Subtotal (95% CI) 758 628 : 100.00 0.98 [0.79, 1.22]

Total events: 151 (Treatment), 119 (Control)

Test for heterogeneity: Chi? = 4.60, df = 3 (P = 0.20), I1> = 34.8%

Test for overall effect: Z=0.15 (P = 0.88)

04 Escitalopram 20mg v Other AD

BIELSKI2004 vfx 26/98 34/100 —a 22.94 0.78 [0.51, 1.20] 0
BOULENGER2006 prx 47/232 74/227 —a— 50.99 0.62 [0.45, 0.85] 0
SCT-MD-09 fix *C 1/16 2/14 ¢ 1.45 0.44 [0.04, 4.32] 0
WADE2007 dix 32/144 37/151 —a— 24.62 0.91 [0.60, 1.37] 0
Subtotal (95% CI) 490 492 ’ 100.00 0.73 [0.58, 0.90]

Total events: 106 (Treatment), 147 (Control)

Test for heterogeneity: Chi? = 2.33, df =3 (P = 0.51), 12 = 0%

Test for overall effect: Z =2.92 (P = 0.003)

05 Escitalopram 20mg v Citalopram

Burke2002 plb/ctl 36/125 32/125 56.99 1.13 [0.75, 1.69] 0
MOORE2005 ctl 10/142 25/152 —a— 43.01 0.43 [0.21, 0.86] 0
Subtotal (95% Cl) 267 277 100.00 0.83 [0.58, 1.17]

Total events: 46 (Treatment), 57 (Control)

Test for heterogeneity: Chi? = 5.64, df =1 (P = 0.02), I> = 82.3%

Test for overall effect: Z = 1.09 (P = 0.28)

06 Escitalopram 20mg v Placebo

Burke2002 plb/ctl 36/125 30/122 t 100.00 1.17 [0.77, 1.77] 0
Subtotal (95% ClI) 125 122 100.00 1.17 [0.77, 1.77]

Total events: 36 (Treatment), 30 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.75 (P = 0.46)
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Esc.11.02. Number leaving the study early due to side effects

Review: Depression Update Pharmacology: Escitalopram
Comparison: 11 Overall acceptability and tolerability (by dose)
Outcome: 02 Leaving the study early due to side effects
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Escitalopram 10mg v Other AD
KASPER2005 plb/fix 17/174 20/164 —— 41.45 0.80 [0.44, 1.47] 0
MAO2008 fIx 6/123 5/117 —_— 10.32 1.14 [0.36, 3.64] 0
NIERENBERGO7B pb/dix 14/274 20/273 —_— 40.33 0.70 [0.36, 1.35] 0
VENTURA2007 stl 2/104 4/108 —— 7.90 0.52 [0.10, 2.77] 0
Subtotal (95% Cl) 675 662 - 100.00 0.77 [0.52, 1.16]
Total events: 39 (Treatment), 49 (Control)
Test for heterogeneity: Chi2 = 0.76, df = 3 (P = 0.86), 2= 0%
Test for overall effect: Z=1.25 (P =0.21)
02 Escitalopram 10mg v Citalopram
Burke2002 plb/ctl 5/119 11/125 —_— 37.81 0.48 [0.17, 1.33] 0
COLONNA2005 ctl 10/175 18/182 —a—— 62.19 0.58 [0.27, 1.22] 0
Subtotal (95% Cl) 294 307 B 100.00 0.54 [0.30, 0.99]
Total events: 15 (Treatment), 29 (Control)
Test for heterogeneity: Chi? = 0.09, df = 1 (P = 0.77), = 0%
Test for overall effect: Z=2.01 (P = 0.04)
03 Escitalopram 10mg v Placebo
Burke2002 plb/ctl 5/119 3/122 —_— 14.41 1.71 [0.42, 6.99] 0
KASPER2005 plb/fix 17/174 5/180 —8— 23.91 3.52 [1.33, 9.33] 0
NIERENBERGO7B pb/dix 14/274 8/137 —_— 51.89 0.88 [0.38, 2.04] 0
WADE2002 plb 9/191 2/189 1 9.78 4.45 [0.97, 20.34] 0
Subtotal (95% Cl) 758 628 P 100.00 1.98 [1.18, 3.31]
Total events: 45 (Treatment), 18 (Control)
Test for heterogeneity: Chi? = 6.06, df = 3 (P = 0.11), I = 50.5%
Test for overall effect: Z = 2.59 (P = 0.010)
04 Escitalopram 20mg v Other AD
BIELSKI2004 vfx 4/98 16/100 — 20.39 0.26 [0.09, 0.74] 0
BOULENGER2006 prx 18/232 35/227 —a— 45.55 0.50 [0.29, 0.86] 0
SCT-MD-09 fix *C 1/16 1/14 ¢ » 1.37 0.88 [0.06, 12.73] 0
WADE2007 dix 13/144 26/151 ——] 32.68 0.52 [0.28, 0.98] 0
Subtotal (95% CI) 490 492 ’ 100.00 0.46 [0.32, 0.68]
Total events: 36 (Treatment), 78 (Control)
Test for heterogeneity: Chi? = 1.67, df = 3 (P = 0.64), I>= 0%
Test for overall effect: Z = 4.01 (P < 0.0001)
05 Escitalopram 20mg v Citalopram
Burke2002 plb/ctl 13/125 11/125 55.36 1.18 [0.55, 2.54] 0
MOORE2005 ctl 4/138 9/142 44.64 0.46 [0.14, 1.45] 0
Subtotal (95% CI) 263 267 100.00 0.86 [0.46, 1.60]
Total events: 17 (Treatment), 20 (Control)
Test for heterogeneity: Chi? = 1.82, df = 1 (P = 0.18), I = 45.0%
Test for overall effect: Z = 0.48 (P = 0.63)
06 Escitalopram 20mg v Placebo
Burke2002 plb/ctl 13/125 3/122 —— 100,00 4.23 [1.24, 14.47) 0
Subtotal (95% Cl) 125 122 —— 100 .00 4.23 [1.24, 14.47]
Total events: 13 (Treatment), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.30 (P = 0.02)
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Esc.11.03. Number reporting side effects

Review: Depression Update Pharmacology: Escitalopram

Comparison: 11 Overall acceptability and tolerability (by dose)

Outcome: 03 Patients reporting side effects

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
01 Escitalopram 10mg v Other AD

KASPER2005 plb/flx 88/173 93/164 39.12 0.90 [0.74, 1.09] 0
MAO2008 flx 55/123 55/117 23.10 0.95 [0.72, 1.25] 0
VENTURA2007 st 89/104 94/108 37.78 0.98 [0.88, 1.09] 0
Subtotal (95% Cl) 400 389 4 100.00 0.94 [0.85, 1.05]

Total events: 232 (Treatment), 242 (Control)

Test for heterogeneity: Chi2 = 0.85, df = 2 (P = 0.65), I>= 0%

Test for overall effect: Z = 1.09 (P = 0.28)

02 Escitalopram 10mg v Citalopram

Burke2002 plb/ctl 94/119 108/125 41.35 0.91 [0.81, 1.03] 0
COLONNA2005 ctl 110/175 133/182 ; 51.19 0.86 [0.74, 0.99] 0
YEVTUNSHENKO2007 ctl 7/108 19/108 —_— 7.46 0.37 [0.16, 0.84] 0
Subtotal (95% CI) 402 415 ‘ 100.00 0.85 [0.77, 0.93]

Total events: 211 (Treatment), 260 (Control)

Test for heterogeneity: Chi? = 5.69, df = 2 (P = 0.06), I* = 64.8%

Test for overall effect: Z = 3.34 (P = 0.0008)

03 Escitalopram 10mg v Placebo

Burke2002 plb/ctl 94/119 86/122 29.74 1.12 [0.97, 1.30] 0
KASPER2005 plb/fix 88/173 96/180 -£ 32.95 0.95 [0.78, 1.17] 0
WADE2002 plb 113/191 106/189 37.31 1.05 [0.89, 1.25] 0
Subtotal (95% Cl) 483 491 100.00 1.04 [0.94, 1.15]

Total events: 295 (Treatment), 288 (Control)

Test for heterogeneity: Chiz = 1.71, df = 2 (P = 0.42), = 0%

Test for overall effect: Z = 0.78 (P = 0.44)

04 Escitalopram 20mg v Other AD

BOULENGER2006 prx 153/232 162/227 57.59 0.92 [0.82, 1.05] 0
SCT-MD-09 fix *C 11/16 10/14 + 3.75 0.96 [0.60, 1.54] 0
WADE2007 dix 111/143 113/151 38.66 1.04 [0.91, 1.18] 0
Subtotal (95% Cl) 391 392 4 100.00 0.97 [0.89, 1.06]

Total events: 275 (Treatment), 285 (Control)

Test for heterogeneity: Chi? = 1.65, df = 2 (P = 0.44), 2= 0%

Test for overall effect: Z = 0.69 (P = 0.49)

05 Escitalopram 20mg v Citalopram

Burke2002 plb/ctl 107/125 108/125 81.73 0.99 [0.90, 1.09] 0
MOORE2005 ctl 21/142 25/152 18.27 0.90 [0.53, 1.53] 0
Subtotal (95% CI) 267 277 100.00 0.97 [0.86, 1.10]

Total events: 128 (Treatment), 133 (Control)

Test for heterogeneity: Chiz = 0.20, df = 1 (P = 0.66), I>= 0%

Test for overall effect: Z = 0.41 (P = 0.68)

06 Escitalopram 20mg v Placebo

Burke2002 plb/ctl 107/125 86/122 100.00 1.21 [1.06, 1.39 0
Subtotal (95% Cl) 125 122 ! 100.00 1.21 [1.06, 39

Total events: 107 (Treatment), 86 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.81 (P = 0.005)
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Low dose TCAs

Review: Pharmacology: Low dose tricyclics

Comparison: 01 Efficacy of low dose TCAs vs high dose TCAs

Outcome: 01 Number of people not achieving remission

Study Low dose TCA Therapeutic dose TCA RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% ClI Order
01 Clomipramine

Danish 1999 Y M | 66/91 43/60 67.67 1.01 [0.83, 4] 0
Subtotal (95% Cl) 91 60 67.67 1.01 [0.83, 4]

Total events: 66 (Low dose TCA), 43 (Therapeutic dose TCA)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.12 (P = 0.91)

02 Amitriptyline

Burch 1988 Y I C 19/21 24/30 25.81 1.13 [0.90, 2] 0
Subtotal (95% CI) 21 30 t 25.81 1.13 [0.90, 2]

Total events: 19 (Low dose TCA), 24 (Therapeutic dose TCA)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.07 (P = 0.29)

03 Trimipramine

Simpson 1988 Y O C 1/10 5/10 +—— 6.53 0.20 [0.03, 0
Subtotal (95% Cl) 10 10 S 6.53 0.20 [0.03,

Total events: 1 (Low dose TCA), 5 (Therapeutic dose TCA)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.61 (P = 0.11)

Total (95% Cl) 122 100 100.00 0.99 [0.84, 1.16]

Total events: 86 (Low dose TCA), 72 (Therapeutic dose TCA)

Test for heterogeneity: Chi? = 3.94, df =2 (P = 0.14), I> = 49.2%

Test for overall effect: Z=0.12 (P = 0.90)
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Review: Pharmacology: Low dose tricyclics
Comparison: 01 Efficacy of low dose TCAs vs high dose TCAs

Outcome: 02 Number of people not achieving at least 50% reduction in depression score

Study Low dose TCA Therapeutic doseTCA RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% CI Order
01 Trimipramine

Simpson 1988 Y O C 0/10 3/10 -~ 7.29 0.14 [0.01, 2.45] 0
Subtotal (95% CI) 10 10 EEE— 7.29 0.14 [0.01, 2.45]

Total events: 0 (Low dose TCA), 3 (Therapeutic doseTCA)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.34 (P = 0.18)

02 Amitriptyline/imipramine

WHO 1986 45/92 45/94 1 92.71 1.02 [0.76, 1.37] 0
Subtotal (95% CI) 92 94 92.71 1.02 [0.76, 1.37]
Total events: 45 (Low dose TCA), 45 (Therapeutic doseTCA)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.14 (P = 0.89)
Total (95% CI) 102 104 <@ 100.00 0.96 [0.71, 1.29]
Total events: 45 (Low dose TCA), 48 (Therapeutic doseTCA)
Test for heterogeneity: Chi>=1.90, df = 1 (P = 0.17), I>=47.5%
Test for overall effect: Z=0.29 (P = 0.77)
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Review: Pharmacology: Low dose tricyclics
Comparison: 01 Efficacy of low dose TCAs vs high dose TCAs
Outcome: 03 Mean endpoint score
Study Low dose TCA Therapeutic doseTCA SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 Amitriptyline

Burch 1988 Y | C 16 23.80(2.20) 18 16.90(2.50) —=——  49.79 2.85 [1.86, 3.84] 0
Subtotal (95% CI) 16 18 - 49.79 2.85 [1.86, 3.84]
Test for heterogeneity: not applicable
Test for overall effect: Z = 5.66 (P < 0.00001)
02 Trimipramine

Simpson 1988 Y O C 10 5.40(4.58) 10 8.30(7.30) — 50.21 -0.46 [-1.35, 0.43] 0
Subtotal (95% Cl) 10 10 - 50.21 -0.46 [-1.35, 0.43]

Test for heterogeneity: not applicable
Test for overall effect: Z=1.00 (P = 0.32)

Total (95% Cl) 26 28 ———e e —— 100 . 00 1.19 [-2.05, 4.43]
Test for heterogeneity: Chi? = 23.77, df = 1 (P < 0.00001), I> = 95.8%
Test for overall effect: Z=0.72 (P = 0.47)
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Review:

Pharmacology: Low dose tricyclics

Comparison: 02 Tolerability of low dose TCAs vs high dose TCAs
Outcome: 01 Leaving the study early
Study Low doseTCA Therapeutic doseTCA RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 Clomipramine
Danish 1999 Y M | 40/91 27/60 66.40 0.98 [0.68, 1.40] 0
Subtotal (95% Cl) 91 60 66.40 0.98 [0.68,
Total events: 40 (Low doseTCA), 27 (Therapeutic doseTCA)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.13 (P = 0.90)
02 Amitriptyline
Burch 1988 Y | C 12/21 20/30 33.60 0.86 [0.55, 1.34] 0
Subtotal (95% ClI) 21 30 33.60 0.86 [0.55,
Total events: 12 (Low doseTCA), 20 (Therapeutic doseTCA)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.67 (P = 0.50)
Total (95% ClI) 112 90 100.00 0.94 [0.70, 1.25]
Total events: 52 (Low doseTCA), 47 (Therapeutic doseTCA)
Test for heterogeneity: Chi? = 0.20, df =1 (P = 0.65), I> = 0%
Test for overall effect: Z = 0.45 (P = 0.65)
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Review: Pharmacology: Low dose tricyclics
Comparison: 02 Tolerability of low dose TCAs v high dose TCAs
Outcome: 02 Leaving the study early due to side effects
Study Low doseTCA Therapeutic doseTCA RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Clomipramine
Danish 1999 Y M | 8/91 15/60 —B 100.00 0.35 [0.16, 0.78] 0
Subtotal (95% Cl) 91 60 - 100.00 0.35 [0.16, 0.78]
Total events: 8 (Low doseTCA), 15 (Therapeutic doseTCA)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.58 (P = 0.010)
Total (95% Cl) 91 60 - 100.00 0.35 [0.16, 0.78]
Total events: 8 (Low doseTCA), 15 (Therapeutic doseTCA)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.58 (P = 0.010)
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Review: Pharmacology: Low dose tricyclics

Comparison: 03 Efficacy of low dose TCAs vs placebo
Outcome: 01 Mean endpoint score
Study Low doseTCA placebo WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 Clomipramine
Rouillon 1994 Y O | 78 12.80(8.50) 71 14.50(7.80) ¢ 100.00 -1.70 [-4.32, 0.92] 0
Subtotal (95% Cl) 78 71 e 100.00 -1.70 [-4.32, 0.92]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.27 (P = 0.20)
Total (95% Cl) 78 71 —e—— 100.00 -1.70 [-4.32, 0.92]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.27 (P = 0.20)
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Review: Pharmacology: Low dose tricyclics
Comparison: 03 Efficacy of low dose TCAs v placebo
Outcome: 02 Number of people not achieving at least 50% reduction in depression score
Study Low doseTCA placebo RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Clomipramine
Rouillon 1994 Y O | 65/95 64/82 100.00 .88 [0.73, 1.05] 0
Subtotal (95% Cl) 95 82 100.00 .88 [0.73, 1.05]
Total events: 65 (Low doseTCA), 64 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.45 (P = 0.15)
Total (95% Cl) 95 82 <& 100.00 .88 [0.73, 1.05]
Total events: 65 (Low doseTCA), 64 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.45 (P = 0.15)
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Mirtazapine

Review: Pharmacology: Mirtazapine

Comparison: 01 Overall efficacy

Outcome: 01 Number of people not achieving at least 50% reduction in depression score

Study Mirtazapine Control RR (fixed) Weight RR (fixed)

or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline

Bremner1995Y O | 21/50 27/50 — 5.26 0.78 [0.51, 1.18] 0
Mullin1996 Y M | 41/79 36/717 —_1— 7.11 1.11 [0.81, 1.53] 0
Smith1990 Y O | 25/50 24/50 e 4.68 1.04 [0.70, 1.55] 0
Zivkov1995 Y | E 44/125 46/126 — 8.93 0.96 [0.69, 1.34] 0
Subtotal (95% Cl) 304 303 <& 25.98 0.98 [0.82, 1.17]

Total events: 131 (Mirtazapine), 133 (Control)

Test for heterogeneity: Chiz = 1.88, df = 3 (P = 0.60), 1> = 0%

Test for overall effect: Z = 0.22 (P = 0.83)

03 Clomipramine

Richou1995 Y | | 17/87 14/87 —_— 2.73 1.21 [0.64, 2.31] 0
Subtotal (95% Cl) 87 87 -l 2.73 1.21 [0.64, 2.31]

Total events: 17 (Mirtazapine), 14 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.59 (P = 0.55)

05 Doxepin

Marttila1995 Y M | 32/83 34/80 — 6.75 0.91 [0.63, 1.32] 0
Subtotal (95% Cl) 83 80 < 6.75 0.91 [0.63, 1.32]

Total events: 32 (Mirtazapine), 34 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.51 (P = 0.61)

06 Imipramine

Bruiin1996 Y | | 43/54 30/53 —— 5.90 1.41 [1.07, 1.85] 0
Subtotal (95% Cl) 54 53 <o 5.90 1.41 [1.07, 1.85]

Total events: 43 (Mirtazapine), 30 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.46 (P = 0.01)

23 Trazodone

Halikas1995 Y O | 25/50 30/50 — 5.85 0.83 [0.58, 1.19] 0
VanMoffaert1995 YI| 39/100 49/100 —— .55 0.80 [0.58, 1.09] 0
Subtotal (95% Cl) 150 150 P 15.40 0.81 [0.64, 1.03]

Total events: 64 (Mirtazapine), 79 (Control)

Test for heterogeneity: Chiz = 0.04, df = 1 (P = 0.85), 12 = 0%

Test for overall effect: Z = 1.73 (P = 0.08)

31 Citalopram

Leinonen1999 Y O | 21/137 16/133 —_ 3.16 1.27 [0.70, 2.33] 0
Subtotal (95% Cl) 137 133 -l 3.16 1.27 [0.70, 2.33]

Total events: 21 (Mirtazapine), 16 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.78 (P = 0.43)

32 Fluoxetine

Wheatley1998 Y O | 26/66 38/67 —— 7.35 0.69 [0.48, 1.00] 0
Subtotal (95% Cl) 66 67 o 7.35 0.69 [0.48, 1

Total events: 26 (Mirtazapine), 38 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.96 (P = 0.05)

34 Paroxetine

Benkert2000 Y M | 65/139 70/136 — 13.79 0.91 [0.71, 1.16] 0
Schatzberg2002 E O | 47/128 57/126 —— 11.20 0.81 [0.60, 1.09] 0
Subtotal (95% Cl) 267 262 <& 24.99 0.87 [0.72, 1.04]

Total events: 112 (Mirtazapine), 127 (Control)

Test for heterogeneity: Chz = 0.33, df = 1 (P = 0.56), I = 0%

Test for overall effect: Z = 1.51 (P = 0.13)

55 Venlafaxine

Guelfi2001 Y | | 30/78 40/79 —— 7.75 0.76 [0.53, 1. ] 0
Subtotal (95% Cl) 78 79 - 7.75 0.76 [0.53, 1.08]

Total events: 30 (Mirtazapine), 40 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.52 (P = 0.13)

Total (95% Cl) 1226 1214 ‘ 100.00 0.92 [0.84, 1.01]

Total events: 476 (Mirtazapine), 511 (Control)

Test for heterogeneity: Chiz = 18.78, df = 13 (P = 0.13), 12 = 30.8%

Test for overall effect: Z = 1.68 (P = 0.09)

01 02 0.5 1 2 5 10
Favours Mirtazapine ~ Favours control

217



Review: Pharmacology: Mirtazapine

Comparison: 01 Overall efficacy
Outcome: 02 Number of people not achieving remission
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% ClI % 95% ClI Order
32 Fluoxetine
Wheatley1998 Y O | 52/66 51/67 17.16 .04 [0.86, 1.24] 0
Subtotal (95% Cl) 66 67 17.16 .04 [0.86, 1.24]
Total events: 52 (Mirtazapine), 51 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
34 Paroxetine
Benkert2000 Y M | 87/139 94/136 32.21 .91 [0.76, 1.07] 0
Schatzberg2002 E O | 80/128 91/126 31.09 .87 [0.73, 1.03] 0
Subtotal (95% Cl) 267 262 63.30 .89 [0.78, 1.00]
Total events: 167 (Mirtazapine), 185 (Control)
Test for heterogeneity: Chiz = 0.13, df = 1 (P = 0.71), 1> = 0%
Test for overall effect: Z = 1.96 (P = 0.05)
55 Venlafaxine
Guelfi2001 Y I | 49/78 58/79 —- 19.54 .86 [0.69, 1.06] 0
Subtotal (95% Cl) 78 79 <& 19.54 .86 [0.69, 1.06]
Total events: 49 (Mirtazapine), 58 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
Total (95% Cl) 411 408 ¢ 100.00 .91 [0.83, 0.99]
Total events: 268 (Mirtazapine), 294 (Control)
Test for heterogeneity: Chi? = 2.57, df = 3 (P = 0.46), |12 = 0%
Test for overall effect: Z = 2.10 (P = 0.04)
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Review:

Pharmacology: Mirtazapine

Comparison: 01 Overall efficacy
Outcome: 03 Mean end point scores
Study Mirtazapine Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Bremner1995Y O | 47 13.50(8.50) 47 14.20(6.90) 4.08 -0.09 [-0.49, 0.31] 0
Mullin1996 Y M | 71 11.70(7.30) 71 10.70(6.80) 6.15 0.14 [-0.19, 0.47]) 0
Smith1990 Y O | 47 12.30(7.70) 47 10 0(6.40) 4.06 0.20 [-0.21, 0.60] 0
Zivkov1995 Y | E 113 12.80(10.10) 111 12 0(10.00) 9.72 0.08 [-0.18, 0.34] 0
Subtotal (95% Cl) 278 276 24.01 0.09 [-0.08, 0.25]
Test for heterogeneity: Chiz = 1.12, df = 3 (P = 0.77), 1> = 0%
Test for overall effect: Z = 1.01 (P = 0.31)
03 Clomipramine
Richou1995 Y I | 87 11.60(9.10) 86 10.30(8.80) 7.49 0.14 [-0.15, O. 0
Subtotal (95% Cl) 87 86 7.49 0.14 [-0.15, O.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
05 Doxepin
Marttila1995 Y M | 79 9.20(7.50) 74 9.00(6.40) - 6.64 0.03 [-0.29, 0. ] 0
Subtotal (95% Cl) 79 74 L 6.64 0.03 [-0.29, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.18 (P = 0.86)
06 Impramine
Bruiin1996 Y | | 54 19.60(8.70) 53 15.80(9.60) = 4.55 0.41 [0.03, 0.80] 0
Subtotal (95% Cl) 54 53 @ 4.55 0.41 [0.03, 0.80]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.11 (P = 0.04)
23 Trazodone
Halikas1995 Y O | 46 13.10(6.70) 43 14.70(6.30) —t 3.83 -0.24 [-0.66, 0.17] 0
VanMoffaert1995 YII 99 13.40(10.60) 99 14.10(9.80) -+ 8.59 -0.07 [-0.35, 0.21] 0
Subtotal (95% Cl) 145 142 < 12.42 -0.12 [-0.35, 0.11]
Test for heterogeneity: Chiz = 0.47, df = 1 (P = 0.49), 12 = 0%
Test for overall effect: Z = 1.03 (P = 0.30)
31 Citalopram
Leinonen1999 Y O | 136 9.10(7.60) 133 8.90(7.50) <+ 11.68 0.03 [-0.21, 0.27] 0
Subtotal (95% Cl) 136 133 L 3 11.68 0.03 [-0.21, 0.27
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
32 Fluoxetine
Wheatley1998 Y O | 60 11.80(8.10) 63 15.80(9.70) - 5.21 -0.44 [-0.80, -0.09] 0
Subtotal (95% Cl) 60 63 <P 5.21 -0.44 [-0.80, -0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.43 (P = 0.02)
34 Paroxetine
Benkert2000 Y M | 127 10.70(7.30) 123 11.90(7.20) =1 10.82 -0.16 [-0.41, 0.08] 0
Schatzberg2002 E O | 126 11.20(8 120 12.30(8.98) -t 10.66 -0.12 [-0.37, 0.13] 0
Subtotal (95% Cl) 253 243 ¢4 21.47 -0.14 [-0.32, 0.03]
Test for heterogeneity: Chiz = 0.05, df = 1 (P = 0.82), 1> = 0%
Test for overall effect: Z = 1.61 (P = 0.11)
55 Venlafaxine
Guelfi2001 Y I | 77 -17.10(8.80) 75 -14.60(9.60) — 6.54 -0.27 [-0.59, 0.05] 0
Subtotal (95% Cl) 77 75 <& 6.54 -0.27 [-0.59, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.66 (P = 0.10)
Total (95% Cl) 1169 1145 [ 100.00 -0.03 [-0.11, 0.05]
Test for heterogeneity: Chi = 19.82, df = 13 (P = 0.10), |12 = 34.4%
Test for overall effect: Z = 0.76 (P = 0.44)
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Review: Pharmacology: Mirtazapine
Comparison: 01 Overall efficacy

Outcome: 04 Number of inpatients not achieving at least 50% reduction in depression score
Study Mirtazapine Control RR (random) Weight RR (random)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Zivkov1995 Y | E 44/125 46/126 —a— 21.63 .96 [0.69, .34 0
Subtotal (95% Cl) 125 126 L 21.63 .96 [0.69, 1.34
Total events: 44 (Mirtazapine), 46 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
03 Clomipramine
Richou1995 Y 1 | 17/87 14/87 o — 11.18 .21 [0.64, 2.31 0
Subtotal (95% Cl) 87 87 -aii 11.18 .21 [0.64, 2.31
Total events: 17 (Mirtazapine), 14 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
06 Imipramine
Bruijn1996 Y | | 43/54 30/53 —-— 24.33 .41 [1.07, .85 0
Subtotal (95% Cl) 54 53 <o 24.33 .41 [1.07, 1.85
Total events: 43 (Mirtazapine), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0.01)
23 Trazodone
VanMoffaert1995 Y| 39/100 49/100 —81 22.29 .80 [0.58, 0
Subtotal (95% Cl) 100 100 <o 22.29 .80 [0.58,
Total events: 39 (Mirtazapine), 49 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
55 Venlafaxine
Guelfi2001 Y 1 | 30/78 40/79 —a— 20.57 .76 [0.53, .08 0
Subtotal (95% Cl) 78 79 L 20.57 .76 [0.53, 08
Total events: 30 (Mirtazapine), 40 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.52 (P = 0.13)
Total (95% Cl) 444 445 <P 100.00 .99 [0.76, 1.29]
Total events: 173 (Mirtazapine), 179 (Control)
Test for heterogeneity: Chiz = 11.03, df = 4 (P = 0.03), 1> = 63.7%
Test for overall effect: Z = 0.08 (P = 0.94)
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Review:
Comparison:
Outcome:

Pharmacology: Mirtazapine
01 Overall efficacy
05 Number of inpatients not achieving remission

RR (fixed) Weight
95% Cl %

RR (fixed)

Study Mirtazapine Control
95% Cl Order

or sub-category n/N n/N

55 Venlafaxine

Guelfi2001 Y I | 49/78
Subtotal (95% ClI) 78
Total events: 49 (Mirtazapine), 58 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.41 (P = 0.16)

58/79 100.00 0.86 [0.69, 1.06] 0
79 100.00 0.86 [0.69, 1.06]

Total (95% Cl) 78 79 <& 100.00 0.86 [0.69, 1.06]

Total events: 49 (Mirtazapine), 58 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
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Review: Pharmacology: Mirtazapine

Comparison: 01 Overall efficacy
Outcome: 06 Mean end point scores in Inpatient studies
Study Mirtazapine Control SMD (random) W eight SMD (random)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline |

Zivkov1995 Y | E 113 12.80(10.10) 111 12.00(10.00) - 22.93 0.08 [-0.18, .34] 0
Subtotal (95% ClI) 113 111 ‘ 22.93 0.08 [-0.18, .34]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
03 Clomipramine

Richou1995 Y | | 87 11.60(9.10) 86 10.30¢(8.80) e 20.46 0.14 [-0.15, .44] 0
Subtotal (95% ClI) 87 86 ; 20.46 0.14 [-0.15, .44
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
06 Impramine

Bruijn1996 Y | | 54 19.60(8.70) 53 15.80(9.60) = 15.69 0.41 [0.03, 0.80] 0
Subtotal (95% Cl) 54 53 < 15.69 0.41 [0.03, 0.80]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.11 (P = 0.04)
23 Trazodone

VanMoffaert1995 Y| 99 13.40(10.60) 99 14.10(9.80) - 21.77 -0.07 [-0.35, .21] 0
Subtotal (95% ClI) 99 99 1 21.77 -0.07 [-0.35, .21]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.48 (P = 0.63)
55 Venlafaxine

Guelfi2001 Y 1 1 77 -17.10(8.80) 75 -14.60(9.60) - 19.15 -0.27 [-0.59, .05] 0
Subtotal (95% Cl) 77 75 <& 19.15 -0.27 [-0.59, 0.05]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.66 (P = 0.10)
Total (95% Cl) 430 424 3 100.00 0.05 [-0.15, 0.24]
Test for heterogeneity: Chiz = 8.38, df = 4 (P = 0.08), 12 = 52.3%
Test for overall effect: Z = 0.46 (P = 0.65)
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Review: Pharmacology: Mirtazapine

Comparison: 01 Overall efficacy
Outcome: 07 Number of outpatients not achieving at least 50% reduction in depression score
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 21/50 27/50 — 14.03 .78 [0.51, .18] 0
Smith1990 Y O | 25/50 24/50 — 12.47 .04 [0.70, .55] 0
Subtotal (95% Cl) 100 100 <o 26.51 .90 [0.68, 1.20]
Total events: 46 (Mirtazapine), 51 (Control)
Test for heterogeneity: Chiz = 0.99, df = 1 (P = 0.32), I12= 0%
Test for overall effect: Z = 0.70 (P = 0.48)
23 Trazodone
Halikas1995Y O | 25/50 30/50 — 15.59 .83 [0.58, 9] 0
Subtotal (95% Cl) 50 50 <o 15.59 .83 [0.58, 9]
Total events: 25 (Mirtazapine), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.00 (P = 0.32)
31 Citalopram
Leinonen1999 Y O | 21/137 16/133 —_—— 8.44 .27 [0.70, .33] 0
Subtotal (95% Cl) 137 133 i 8.44 .27 [0.70, 2.33
Total events: 21 (Mirtazapine), 16 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.78 (P = 0.43)
32 Fluoxetine
Wheatley1998 Y O | 26/66 38/67 —— 19.60 .69 [0.48, 0] 0
Subtotal (95% Cl) 66 67 <D 19.60 .69 [0.48, 0]
Total events: 26 (Mirtazapine), 38 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
34 Paroxetine
Schatzberg2002 E O | 47/128 57/126 —a— 29.86 .81 [0.60, 9] 0
Subtotal (95% Cl) 128 126 <o 29.86 .81 [0.60, 9]
Total events: 47 (Mirtazapine), 57 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.37 (P = 0.17)
Total (95% Cl) 481 476 <@ 100.00 .86 [0.73, 1.00]
Total events: 165 (Mirtazapine), 192 (Control)
Test for heterogeneity: Chiz = 4.19, df = 5 (P = 0.52), 12 = 0%
Test for overall effect: Z = 1.95 (P = 0.05)
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Review: Pharmacology: Mirtazapine

Comparison: 01 Overall efficacy
Outcome: 08 Number of outpatients not achieving remission
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
32 Fluoxetine
Wheatley1998 Y O | 52/66 51/67 35.56 .04 [0.86, 24] 0
Subtotal (95% Cl) 66 67 35.56 .04 [0.86, 24
Total events: 52 (Mirtazapine), 51 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
34 Paroxetine
Schatzberg2002 E O | 80/128 91/126 E | 64.44 .87 [0.73, 03] 0
Subtotal (95% Cl) 128 126 <& 64.44 .87 [0.73, 1.03]
Total events: 80 (Mirtazapine), 91 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.64 (P = 0.10)
Total (95% Cl) 194 193 ¢ 100.00 .93 [0.81, 1.05]
Total events: 132 (Mirtazapine), 142 (Control)
Test for heterogeneity: Chiz = 2.01, df = 1 (P = 0.16), |12 = 50.2%
Test for overall effect: Z = 1.18 (P = 0.24)
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Review:

Pharmacology: Mirtazapine

Comparison: 01 Overall efficacy
Outcome: 09 Mean end point scores in Outpatient studies
Study Mirtazapine Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% ClI Order
01 Amitriptyline
Bremner1995 Y O | 47 13.50(8.50) 47 14.20(6.90) 10.32 -0.09 [-0.49, 0.31] 0
Smith1990 Y O | 47 12.30(7.70) 47 10.90(6.40) 10.28 0.20 [-0.21, 0.60] 0
Subtotal (95% CI) 94 94 20.60 0.05 [-0.23, 0.34]
Test for heterogeneity: Chi = 0.96, df = 1 (P = 0.33), 12 = 0%
Test for overall effect: Z = 0.36 (P = 0.72)
23 Trazodone
Halikas1995 Y O | 46 13.10(6.70) 43 14.70(6.30) —- 9.70 -0.24 [-0.66, 0.17] 0
Subtotal (95% Cl) 46 43 <o 9.70 -0.24 [-0.66, 0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.14 (P = 0.25)
31 Citalopram
Leinonen1999 Y O | 136 9.10(7.60) 133 8.90(7.50) - 29.56 0.03 [-0.21, 0.27] 0
Subtotal (95% CI) 136 133 ‘ 29.56 0.03 [-0.21, 0.27]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
32 Fluoxetine
Wheatley1998 Y O | 60 11.80¢(8.10) 63 15.80(9.70) —-— 13.18 -0.44 [-0.80, -0.09] 0
Subtotal (95% Cl) 60 63 <& 13.18 -0.44 [-0.80, -0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.43 (P = 0.02)
34 Paroxetine
Schatzberg2002 E O | 126 11.20(8.64) 120 12.30(8.98) =t 26.97 -0.12 [-0.37, 0.13] 0
Subtotal (95% CI) 126 120 ’ 26.97 -0.12 [-0.37, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.98 (P = 0.33)
Total (95% Cl) 462 453 4 100.00 -0.10 [-0.23, 0.03]
Test for heterogeneity: Chiz = 7.16, df = 5 (P = 0.21), 12 = 30.2%
Test for overall effect: Z = 1.46 (P = 0.14)
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Review: Pharmacology: Mirtazapine

Comparison: 02 Overall tolerability
Outcome: 01 Leaving the study early
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995 Y O | 9/50 10/50 —_—t 2.83 0.90 [0.40, 2.02] 0
Mulin1996 Y M | 21/79 23/717 —_— 6.59 0.89 [0.54, 1.47) 0
Smith1990 Y O | 18/50 13/50 —_1 3.68 1.38 [0.76, 2.51] 0
Zivkov1995 Y | E 25/125 31/126 —_—— 8.74 0.81 [0.51, 1.29] 0
Subtotal (95% Cl) 304 303 <@ 21.84 0.94 [0.72, 1.25]
Total events: 73 (Mirtazapine), 77 (Control)
Test for heterogeneity: Chiz = 2.05, df = 3 (P = 0.56), I = 0%
Test for overall effect: Z = 0.41 (P = 0.68)
03 Clomipramine
Richou1995 Y | | 24/87 28/87 —— 7.93 0.86 [0.54, 1.35] 0
Subtotal (95% Cl) 87 87 -2 7.93 0.86 [0.54, 1.35]
Total events: 24 (Mirtazapine), 28 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.66 (P = 0.51)
05 Doxepin
Marttila1995 Y M | 10/83 17/80 —_— 4.90 0.57 [0.28, 1.16 0
Subtotal (95% Cl) 83 80 - 4.90 0.57 [0.28, 1.16]
Total events: 10 (Mirtazapine), 17 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.55 (P = 0.12)
06 Imipramine
Bruin1996 Y I | 3/54 7/53 _ - 2.00 0.42 [0.11, 1.54] 0
Subtotal (95% Cl) 54 53 e 2.00 0.42 [0.11, 1.54)
Total events: 3 (Mirtazapine), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.31 (P = 0.19)
23 Trazodone
Halikas1995 Y O | 11/50 16/50 e 4.53 0.69 [0.36, 1.33] 0
VanMoffaert1995 Y| 26/100 23/100 e nd 6.51 1.13 [0.69, 1.84] 0
Subtotal (95% CI) 150 150 L = 11.04 0.95 [0.64, 1.40]
Total events: 37 (Mirtazapine), 39 (Control)
Test for heterogeneity: Chiz = 1.41, df = 1 (P = 0.24), 12 = 29.1%
Test for overall effect: Z = 0.26 (P = 0.79)
31 Citalopram
Leinonen1999 Y O | 19/137 8/133 ——— 2.30 2.31 [1.05, 5.08] 0
Subtotal (95% Cl) 137 133 e 2.30 2.31 [1.05, 5.08]
Total events: 19 (Mirtazapine), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.07 (P = 0.04)
32 Fluoxetine
Wheatley1998 Y O | 17/66 21/67 —_— 5.90 0.82 [0.48, 1.41] 0
Subtotal (95% Cl) 66 67 5.90 0.82 [0.48, 1.41]
Total events: 17 (Mirtazapine), 21 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.71 (P = 0.48)
34 Paroxetine
Benkert2000 Y M | 30/139 33/136 —r 9.44 0.89 [0.58, 1.37] 0
Schatzberg2002 E O | 29/128 39/126 — 11.13 0.73 [0.48, 1.11] 0
Wade2003 Y P | 53/99 55/98 e 15.65 0.95 [0.74, 1.23] 0
Subtotal (95% Cl) 366 360 36.22 0.87 [0.71, 1.06]
Total events: 112 (Mirtazapine), 127 (Control)
Test for heterogeneity: Chiz = 1.19, df = 2 (P = 0.55), 12 = 0%
Test for overall effect: Z = 1.38 (P = 0.17)
55 Venlafaxine
Guelfi2001 Y I | 18/78 28/79 — 7.88 0.65 [0.39, 1.08] 0
Subtotal (95% Cl) 78 79 B ] 7.88 0.65 [0.39, 1.08]
Total events: 18 (Mirtazapine), 28 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.67 (P = 0.09)
Total (95% Cl) 1325 1312 ¢ 100.00 0.88 [0.78, 1.00]
Total events: 313 (Mirtazapine), 352 (Control)
Test for heterogeneity: Chi2 = 14.87, df = 14 (P = 0.39), 12 = 5.8%
Test for overall effect: Z = 1.91 (P = 0.06)
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Review: Pharmacology: Mirtazapine
Comparison: 02 Overall tolerability

Outcome: 02 Leaving the study early due to side effects
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N n/N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 3/50 5/50 — 3.18 0.60 [0.15, 2.38] 0
Mulin1996 Y M | 7/79 13/717 _— 8.37 0.52 [0.22, 1.24] 0
Smith1990 Y O | 7/50 10/50 _— 6.36 0.70 [0.29, 1.69] 0
Zivkov1995 Y | E 1/125 3/126 ¢ 1.90 0.34 [0.04, 3.19] 0
Subtotal (95% Cl) 304 303 - 19.82 0.58 [0.33, 0.99]
Total events: 18 (Mirtazapine), 31 (Control)
Test for heterogeneity: Ch? = 0.46, df = 3 (P = 0.93), I2= 0%
Test for overall effect: Z = 1.99 (P = 0.05)
03 Clomipramine
Richou1995 Y I | 9/87 8/87 —_—t 5.09 1.13 [0.46, 2.78] 0
Subtotal (95% Cl) 87 87 e 5.09 1.13 [0.46, 2.78]
Total events: 9 (Mirtazapine), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
05 Doxepin
Marttila1995 Y M | 2/83 6/80 —— 3.89 0.32 [0.07, 1.55] 0
Subtotal (95% Cl) 83 80 e — 3.89 0.32 [0.07, 1.55]
Total events: 2 (Mirtazapine), 6 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.42 (P = 0.16)
06 Imipramine
Brujn1996 Y | | 0/54 5/53 — 3.53 0.09 [0.01, 1.58] 0
Subtotal (95% Cl) 54 53 — 3.53 0.09 [0.01, 1.58]
Total events: 0 (Mirtazapine), 5 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.65 (P = 0.10)
23 Trazodone
Halikas1995Y O | 7/50 9/50 _— 5.72 0.78 [0.31, 1.93] 0
VanMoffaert1995 Y| 2/100 5/100 —— 3.18 0.40 [0.08, 2.01] 0
Subtotal (95% Cl) 150 150 e 8.90 0.64 [0.29, 1.41]
Total events: 9 (Mirtazapine), 14 (Control)
Test for heterogeneity: Chiz = 0.50, of = 1 (P = 0.48), I = 0%
Test for overall effect: Z = 1.10 (P = 0.27)
31 Citalopram
Leinonen1999 Y O | 8/137 4/133 —_— 2.58 1.94 [0.60, 6.30] 0
Subtotal (95% Cl) 137 133 e 2.58 1.94 [0.60, 6.30]
Total events: 8 (Mirtazapine), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
32 Fluoxetine
Wheatley1998 Y O | 7/66 9/67 —_—r 5.68 0.79 [0.31, 2.00 0
Subtotal (95% Cl) 66 67 el 5.68 0.79 [0.31, 2.00
Total events: 7 (Mirtazapine), 9 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.50 (P = 0.62)
34 Paroxetine
Benkert2000 Y M | 12/139 10/136 —_— 1 6.43 1.17 [0.52, 2.63] 0
Schatzberg2002 E O | 19/128 33/126 —- 21.15 0.57 [0.34, 0.94] 0
Wade2003 Y P | 21/99 24/98 —_— 15.34 0.87 [0.52, 1.45] 0
Subtotal (95% Cl) 366 360 L 3 42.93 0.76 [0.55, 1.06]
Total events: 52 (Mirtazapine), 67 (Control)
Test for heterogeneity: Chiz = 2.65, df = 2 (P = 0.27), |12 = 24.5%
Test for overall effect: Z = 1.61 (P = 0.11)
55 Venlafaxine
Guelfi2001 Y I'| 4/78 12/79 _— 7.58 0.34 [0.11, 1.00] 0
Subtotal (95% Cl) 78 79 ——— 7.58 0.34 [0.11, 1.00]
Total events: 4 (Mirtazapine), 12 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
Total (95% Cl) 1325 1312 <& 100.00 0.69 [0.55, 0.87]
Total events: 109 (Mirtazapine), 156 (Control)
Test for heterogeneity: Ch? = 13.00, df = 14 (P = 0.53), I2 = 0%
Test for overall effect: Z = 3.17 (P = 0.002)
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Review: Pharmacology: Mirtazapine

Comparison: 02 Overall tolerability
Outcome: 03 Patients reporting side effects
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
23 Trazodone
Halikas1995Y O | 47/50 49/50 10.42 0.96 [0.89, 1.04] 0
Subtotal (95% Cl) 50 50 10.42 0.96 [0.89, 1.04]
Total events: 47 (Mirtazapine), 49 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.02 (P = 0.31)
31 Citalopram
Leinonen1999 Y O | 91/137 94/133 20.29 0.94 [0.80, 1.10] 0
Subtotal (95% Cl) 137 133 20.29 0.94 [0.80, 1.10]
Total events: 91 (Mirtazapine), 94 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.75 (P = 0.45)
34 Paroxetine
Benkert2000 Y M | 92/139 85/136 - 18.27 1.06 [0.89, 1.26] 0
Schatzberg2002 E O | 102/128 104/126 - 22.29 0.97 [0.86, 1.09] 0
Wade2003 Y P | 78/99 83/98 R 3 17.74 0.93 [0.81, 1.06] 0
Subtotal (95% Cl) 366 360 ¢ 58.31 0.98 [0.91, 1.07]
Total events: 272 (Mirtazapine), 272 (Control)
Test for heterogeneity: Chi? = 1.46, df =2 (P = 0.48), I? = 0%
Test for overall effect: Z=0.38 (P = 0.70)
55 Venlafaxine
Guelfi2001 Y I | 58/78 52/79 L 10.99 1.13 [0.92, 1.39] 0
Subtotal (95% Cl) 78 79 <& 10.99 1.13 [0.92, 1.39]
Total events: 58 (Mirtazapine), 52 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.16 (P = 0.24)
Total (95% Cl) 631 622 [ 100.00 0.99 [0.93, 1.05]
Total events: 468 (Mirtazapine), 467 (Control)
Test for heterogeneity: Chi? = 4.08, df =5 (P = 0.54), I? = 0%
Test for overall effect: Z = 0.36 (P = 0.72)
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Review: Pharmacology: Mirtazapine
Comparison: 02 Overall tolerability

Outcome: 04 Inpatients leaving the study early
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Zivkov1995 Y | E 25/125 31/126 — 26.44 .81 [0.51, 29] 0
Subtotal (95% Cl) 125 126 -2 26.44 .81 [0.51, 1.29]
Total events: 25 (Mirtazapine), 31 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.87 (P = 0.38)
03 Clomipramine
Richou1995 Y | | 24/87 28/87 B 23.98 .86 [0.54, 0
Subtotal (95% Cl) 87 87 R 23.98 .86 [0.54,
Total events: 24 (Mirtazapine), 28 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.66 (P = 0.51)
06 Imipramine
Bruiin199%6 Y | | 3/54 7/53 —_— 6.05 .42 [0.11, .54] 0
Subtotal (95% Cl) 54 53 ——ee 6.05 .42 [0.11, 54
Total events: 3 (Mirtazapine), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.31 (P = 0.19)
23 Trazodone
VanMoffaert1995 YII 26/100 23/100 —— 19.70 .13 [0.69, .84] 0
Subtotal (95% Cl) 100 100 -/ 19.70 .13 [0.69, 1.84
Total events: 26 (Mirtazapine), 23 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.49 (P = 0.62)
55 Venlafaxine
Guelfi2001 Y I | 18/78 28/79 —a 23.83 .65 [0.39, 0
Subtotal (95% Cl) 78 79 B ] 23.83 .65 [0.39,
Total events: 18 (Mirtazapine), 28 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.67 (P = 0.09)
Total (95% Cl) 444 445 L 3 100.00 .82 [0.65, 1.04]
Total events: 96 (Mirtazapine), 117 (Control)
Test for heterogeneity: Chi? = 3.52, df = 4 (P = 0.47), 1= 0%
Test for overall effect: Z = 1.63 (P = 0.10)
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Review: Pharmacology: Mirtazapine

Comparison: 02 Overall tolerability
Outcome: 05 Inpatients leaving the study early due to side effects
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Zivkov1995 Y | E 1/125 3/126 ¢ 8.93 .34 [0.04, 9] 0
Subtotal (95% Cl) 125 126 S — 8.93 .34 [0.04, 9]
Total events: 1 (Mirtazapine), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
03 Clomipramine
Richou1995 Y 1 | 9/87 8/87 B L — 23.91 .13 [0.46, 0
Subtotal (95% Cl) 87 87 e 23.91 .13 [0.46,
Total events: 9 (Mirtazapine), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
06 Imipramine
Bruiin199%6 Y | | 0/54 5/53 ¢ 16.59 .09 [0.01, 58] 0
Subtotal (95% Cl) 54 53 EEE—— 16.59 .09 [0.01, 1.58]
Total events: 0 (Mirtazapine), 5 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.65 (P = 0.10)
23 Trazodone
VanMoffaert1995 YII 2/100 5/100 ¢ = 14.94 .40 [0.08, .01] 0
Subtotal (95% Cl) 100 100 e 14.94 .40 [0.08, 2.01
Total events: 2 (Mirtazapine), 5 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
55 Venlafaxine
Guelfi2001 Y I | 4/78 12/79 B — 35.63 .34 [0.11, 0
Subtotal (95% Cl) 78 79 e 35.63 .34 [0.11,
Total events: 4 (Mirtazapine), 12 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
Total (95% Cl) 444 445 - 100.00 .49 [0.28, 0.87]
Total events: 16 (Mirtazapine), 33 (Control)
Test for heterogeneity: Chi? = 5.19, df = 4 (P = 0.27), 1> = 23.0%
Test for overall effect: Z = 2.43 (P = 0.02)
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Review:
Comparison:
Outcome:

Pharmacology: Mirtazapine
02 Overall tolerability
06 Inpatients reporting side effects

RR (fixed) Weight
95% Cl %

RR (fixed)

Study Mirtazapine
95% Cl Order

or sub-category /N /N

55 Venlafaxine

Guelfi2001 Y I |

Subtotal (95% CI)

Total events: 58 (Mirtazapine), 52 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z = 1.16 (P = 0.24)

100.00 1.13 [0.92, 1.39] 0
100.00 1.13 [0.92, 1.39]

58/78
78 79

Total (95% Cl) 78 79 <> 100.00 1.13 [0.92, 1.39]

Total events: 58 (Mirtazapine), 52 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.16 (P = 0.24)
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Review: Pharmacology: Mirtazapine

Comparison: 02 Overall tolerability
Outcome: 07 Outpatients leaving the study early
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 9/50 10/50 R 9.32 .90 [0.40, .02] 0
Smith1990 Y O | 18/50 13/50 —_ 12.12 .38 [0.76, .51] 0
Subtotal (95% Cl) 100 100 /PP 21.44 .17 [0.73, 1.89]
Total events: 27 (Mirtazapine), 23 (Control)
Test for heterogeneity: Chiz = 0.71, df = 1 (P = 0.40), 12 = 0%
Test for overall effect: Z = 0.66 (P = 0.51)
23 Trazodone
Halikas1995 Y O | 11/50 16/50 _— 14.92 .69 [0.36, 33] 0
Subtotal (95% Cl) 50 50 - 14.92 .69 [0.36, 33]
Total events: 11 (Mirtazapine), 16 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
31 Citalopram
Leinonen1999 Y O | 19/137 8/133 —_—— 7.57 .31 [1.05, 08] 0
Subtotal (95% Cl) 137 133 e 7.57 .31 [1.05, 5.08]
Total events: 19 (Mirtazapine), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.07 (P = 0.04)
32 Fluoxetine
Wheatley1998 Y O | 17/66 21/67 —_— 19.43 .82 [0.48, 1] 0
Subtotal (95% Cl) 66 67 . 19.43 .82 [0.48, 1]
Total events: 17 (Mirtazapine), 21 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.71 (P = 0.48)
34 Paroxetine
Schatzberg2002 E O | 29/128 39/126 —a— 36.64 .73 [0.48, 1] 0
Subtotal (95% Cl) 128 126 <@ 36.64 .73 [0.48, 1)
Total events: 29 (Mirtazapine), 39 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.48 (P = 0.14)
Total (95% Cl) 481 476 <o 100.00 .96 [0.76, 1.21]
Total events: 103 (Mirtazapine), 107 (Control)
Test for heterogeneity: Chi? = 9.13, df = 5 (P = 0.10), 1> = 45.3%
Test for overall effect: Z = 0.37 (P = 0.71)
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Review: Pharmacology: Mirtazapine

Comparison: 02 Overall tolerability
Outcome: 08 Outpatients leaving the study early due to side effects
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 3/50 5/50 —_— 7.12 .60 [0.15, .38] 0
Smith1990 Y O | 7/50 10/50 _— 14.23 .70 [0.29, 69] 0
Subtotal (95% Cl) 100 100 -l 21.35 .67 [0.32, 1.40]
Total events: 10 (Mirtazapine), 15 (Control)
Test for heterogeneity: Chiz = 0.03, df = 1 (P = 0.85), 12 = 0%
Test for overall effect: Z = 1.07 (P = 0.29)
23 Trazodone
Halikas1995 Y O | 7/50 9/50 —_— 12.81 .78 [0.31, 93] 0
Subtotal (95% Cl) 50 50 e 12.81 .78 [0.31, 93]
Total events: 7 (Mirtazapine), 9 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
31 Citalopram
Leinonen1999 Y O | 8/1317 4/133 s e 5.78 .94 [0.60, 30] 0
Subtotal (95% Cl) 137 133 e 5.78 .94 [0.60, 30]
Total events: 8 (Mirtazapine), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
32 Fluoxetine
Wheatley1998 Y O | 7/66 9/67 —_— 12.71 .79 [0.31, 00] 0
Subtotal (95% Cl) 66 67 el 12.71 .79 [0.31, 2.00]
Total events: 7 (Mirtazapine), 9 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.50 (P = 0.62)
34 Paroxetine
Schatzberg2002 E O | 19/128 33/126 —a— 47.34 .57 [0.34, .94] 0
Subtotal (95% Cl) 128 126 P 47.34 .57 [0.34, 0.94]
Total events: 19 (Mirtazapine), 33 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.19 (P = 0.03)
Total (95% Cl) 481 476 @ 100.00 .72 [0.52, 1.01]
Total events: 51 (Mirtazapine), 70 (Control)
Test for heterogeneity: Chiz = 3.73, df = 5 (P = 0.59), I = 0%
Test for overall effect: Z = 1.91 (P = 0.06)
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Review: Pharmacology: Mirtazapine
Comparison: 02 Overall tolerability

Outcome: 09 Outpatients reporting side effects
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
23 Trazodone
Halikas1995 Y O | 47/50 49/50 - 19.66 .96 [0.89, 1 0
Subtotal (95% Cl) 50 50 4 19.66 .96 [0.89, 1.
Total events: 47 (Mirtazapine), 49 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.02 (P = 0.31)
31 Citalopram
Leinonen1999 Y O | 91/137 94/133 38.28 .94 [0.80, 1 0
Subtotal (95% Cl) 137 133 : 38.28 .94 [0.80, 1.
Total events: 91 (Mirtazapine), 94 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.75 (P = 0.45)
34 Paroxetine
Schatzberg2002 E O | 102/128 104/126 42.06 .97 [0.86, 1 0
Subtotal (95% Cl) 128 126 42.06 .97 [0.86, 1.
Total events: 102 (Mirtazapine), 104 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.58 (P = 0.56)
Total (95% Cl) 315 309 4 100.00 .95 [0.88, 1.03]
Total events: 240 (Mirtazapine), 247 (Control)
Test for heterogeneity: Chiz = 0.09, df = 2 (P = 0.96), I = 0%
Test for overall effect: Z = 1.13 (P = 0.26)

01 02 05 1 2 5 10

Favours Mirtazapine ~ Favours control

Review: Pharmacology: Mirtazapine
Comparison: 02 Overall tolerability
Outcome: 10 Leaving the study early in primary care
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl Order
01 Paroxetine
Wade2003 Y P | 53/99 55/98 100.00 .95 [0.74, 1.23] 0
Subtotal (95% CI) 99 98 100.00 .95 [0.74, 1.23]
Total events: 53 (Treatment), 55 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.36 (P = 0.72)
Total (95% Cl) 99 98 100.00 0.95 [0.74, 1.23]
Total events: 53 (Treatment), 55 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.36 (P = 0.72)
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Review: Pharmacology: Mirtazapine
Comparison: 02 Overall tolerability

Outcome: 11 Leaving the study early due to side effects in primary care

Study Treatment
or sub-category /N

Control
n/N

RR (fixed)
95% Cl

Weight
%

RR (fixed)
95% Cl

Order

01 Paroxetine

Wade2003 Y P | 21/99
Subtotal (95% Cl) 99
Total events: 21 (Treatment), 24 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.55 (P = 0.58)

Total (95% Cl) 99
Total events: 21 (Treatment), 24 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.55 (P = 0.58)

24/98
98

98

100.00
100.00

100.00

0.87 [0.52, 1.45]
0.87 [0.52, 1.45]

0.87 [0.52, 1.45]

Review: Pharmacology: Mirtazapine
Comparison: 02 Overall tolerability

Outcome: 12 Primary care patients reporting side effects

Study Treatment
or sub-category /N

Control
n/N

02 05 1

2 5 10

Favours treatment  Favours control

RR (fixed)
95% Cl

Weight
%

RR (fixed)
95% Cl

Order

01 Paroxetine

Wade2003 Y P | 78/99
Subtotal (95% Cl) 99
Total events: 78 (Treatment), 83 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.07 (P = 0.28)

Total (95% Cl) 99
Total events: 78 (Treatment), 83 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.07 (P = 0.28)

83/98
98

98

100.00
100.00

100.00

0.93 [0.81, 1.06]
0.93 [0.81, 1.06]

0.93 [0.81, 1.06]
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Review: Pharmacology: Mirtazapine

Comparison: 03 Efficacy against TCAs
Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Mirtazapine TCAs RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 21/50 27/50 B 12.72 0.78 [0.51, 1.18] 0
Mullin1996 Y M | 41/79 36/77 —— 17.18 1.11 [0.81, 1.53] 0
Smith1990Y O | 25/50 24/50 — 11.31 1.04 [0.70, 1.55] 0
Zivkov1995 Y | E 44/125 46/126 —. 21.59 0.96 [0.69, 1.34] 0
Subtotal (95% Cl) 304 303 <& 62.81 0.98 [0.82, 1.17]
Total events: 131 (Mirtazapine), 133 (TCAs)
Test for heterogeneity: Chi? = 1.88, df = 3 (P = 0.60), 1> = 0%
Test for overall effect: Z = 0.22 (P = 0.83)
03 Clomipramine
Richou1995 Y | | 17/87 14/87 —_— 6.60 1.21 [0.64, 2.31] 0
Subtotal (95% Cl) 87 87 -2l 6.60 1.21 [0.64, 2.31]
Total events: 17 (Mirtazapine), 14 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
05 Doxepin
Marttila1995 Y M | 32/83 34/80 — 16.32 0.91 [0.63, 1.32] 0
Subtotal (95% Cl) 83 80 < 16.32 0.91 [0.63, 1.32
Total events: 32 (Mirtazapine), 34 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.51 (P = 0.61)
06 Imipramine
Bruijn199%6 Y I | 43/54 30/53 —- 14.27 1.41 [1.07, 1 0
Subtotal (95% Cl) 54 53 <o 14.27 1.41 [1.07, 1.
Total events: 43 (Mirtazapine), 30 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0.01)
Total (95% Cl) 528 523 2 3 100.00 1.04 [0.91, 1.20]
Total events: 223 (Mirtazapine), 211 (TCAs)
Test for heterogeneity: Chiz = 7.69, df = 6 (P = 0.26), 1> = 22.0%
Test for overall effect: Z = 0.62 (P = 0.54)
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Review: Pharmacology: Mirtazapine
Comparison: 03 Efficacy against TCAs

Outcome: 02 Mean end point scores
Study Mirtazapine TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Bremner1995Y O | 47 13.50(8.50) 47 14.20(6.90) —— 9.55 -0.09 [-0.49, 0.31] 0
Mullin1996 Y M | 71 11.70(7.30) 71 10.70(6.80) -+ 14.41 0.14 [-0.19, 0.47] 0
Smith1990 Y O | 47 12.30(7.70) 47 10.90(6.40) +T— 9.52 0.20 [-0.21, 0.60] 0
Zivkov1995 Y | E 113 12.80(10.10) 111 12.00(10.00) - 22.717 0.08 [-0.18, 0.34] 0
Subtotal (95% ClI) 278 276 b 56.25 0.09 [-0.08, 0.25]
Test for heterogeneity: Chiz = 1.12, df = 3 (P = 0.77), 1> = 0%
Test for overall effect: Z = 1.01 (P = 0.31)
03 Clomipramine
Richou1995 Y | | 87 11.60(9.10) 86 10.30(8.80) + 17.55 0.14 [-0.15, 0.44] 0
Subtotal (95% CI) 87 86 ’ 17.55 0.14 [-0.15, 0.44)]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
05 Doxepin
Marttila1995 Y M | 79 9.20(7.50) 74 9.00(6.40) 15.55 0.03 [-0.29, 0.35] 0
Subtotal (95% ClI) 79 74 I 15.55 0.03 [-0.29, 0.35
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.18 (P = 0.86)
06 Impramine
Bruijn1996 Y | | 54 19.60(8.70) 53 15.80(9.60) == 10.65 0.41 [0.03, 0.80] 0
Subtotal (95% Cl) 54 53 ‘ 10.65 0.41 [0.03, 0.80]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.11 (P = 0.04)
Total (95% Cl) 498 489 . 100.00 0.12 [0.00, 0.25]
Test for heterogeneity: Chiz = 3.85, df = 6 (P = 0.70), 12 = 0%
Test for overall effect: Z = 1.91 (P = 0.06)
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Review: Pharmacology: Mirtazapine
Comparison: 03 Efficacy against TCAs

Outcome: 04 Number of inpatients not achieving at least 50% reduction in depression score
Study Mirtazapine TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Amitriptyline
Zivkov1995 Y | E 44/125 46/126 50.85 .96 [0.69, .34] 0
Subtotal (95% CI) 125 126 50.85 .96 [0.69, .34]
Total events: 44 (Mirtazapine), 46 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
03 Clomipramine
Richou1995 Y | | 17/87 14/87 —_— 15.54 .21 [0.64, .31] 0
Subtotal (95% Cl) 87 87 - 15.54 .21 [0.64, 2.31]
Total events: 17 (Mirtazapine), 14 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
06 Imipramine
Bruin1996 Y | | 43/54 30/53 —— 33.61 .41 [1.07, .85 0
Subtotal (95% Cl) 54 53 <o 33.61 .41 [1.07, 1.85
Total events: 43 (Mirtazapine), 30 (TCAs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0.01)
Total (95% Cl) 266 266 <& 100.00 .15 [0.93, 1.42]
Total events: 104 (Mirtazapine), 90 (TCAs)
Test for heterogeneity: Chiz = 3.22, df = 2 (P = 0.20), I = 37.8%
Test for overall effect: Z = 1.31 (P = 0.19)
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Review: Pharmacology: Mirtazapine

Comparison: 03 Efficacy against TCAs
Outcome: 05 Mean end point scores in Inpatient studies
Study Mirtazapine TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Zivkov1995 Y | E 113 12.80(10.10) 111 12.00(10.00) = 44.67 0.08 [-0.18, 0.34] 0
Subtotal (95% Cl) 113 111 ‘ 44.67 0.08 [-0.18, 0.34]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
03 Clomipramine
Richou1995 Y | | 87 11.60(9.10) 86 10.30(8.80) = 34.44 0.14 [-0.15, 0.44)] 0
Subtotal (95% Cl) 87 86 b 34.44 0.14 [-0.15, 0.44)]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
06 Impramine
Bruin1996 Y | | 54 19.60(8.70) 53 15.80(9.60) F=— 20.89 0.41 [0.03, 0.80] 0
Subtotal (95% CI) 54 53 > 20.89 0.41 [0.03, 0.80]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.11 (P = 0.04)
Total (95% ClI) 254 250 ] 100.00 0.17 [0.00, 0.35]
Test for heterogeneity: Chiz = 2.02, df = 2 (P = 0.36), 12 = 1.0%
Test for overall effect: Z = 1.92 (P = 0.06)
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Review: Pharmacology: Mirtazapine

Comparison: 03 Efficacy against TCAs

Outcome: 07 Number of outpatients not achieving at least 50% reduction in depression score

Study Mirtazapine TCAs RR (fixed) Weight RR (fixed)

or sub-category n/N /N 95% Cl % 95% ClI Order
01 Amitriptyline

Bremner1995 Y O | 21/50 27/50 —B 52.94 .78 [0.51, 1.18] 0
Smith1990 Y O | 25/50 24/50 47.06 .04 [0.70, 1.55] 0
Subtotal (95% Cl) 100 100 100.00 .90 [0.68, 1.20]

Total events: 46 (Mirtazapine), 51 (TCAs)

Test for heterogeneity: Chiz = 0.99, df = 1 (P = 0.32), 1= 0%

Test for overall effect: Z = 0.70 (P = 0.48)

Total (95% Cl) 100 100 <o 100.00 .90 [0.68, 1.20]

Total events: 46 (Mirtazapine), 51 (TCAs)
Test for heterogeneity: Chiz = 0.99, df = 1 (P = 0.32), 12 = 0%
Test for overall effect: Z = 0.70 (P = 0.48)
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Review: Pharmacology: Mirtazapine
Comparison: 03 Efficacy against TCAs

Outcome: 08 Mean end point scores in Outpatient studies
Study Mirtazapine TCAs SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Bremner1995 Y O | 47 13.50(8.50) 47 14.20(6.90) = 50.10 -0.09 [-0.49, 0.31] 0
Smith1990 Y O | 47 12.30(7.70) 47 10.90(6.40) 49.90 0.20 [-0.21, 0.60] 0
Subtotal (95% CI) 94 94 100.00 0.05 [-0.23, 0.34]
Test for heterogeneity: Chi# = 0.96, df = 1 (P = 0.33), 1?2 = 0%
Test for overall effect: Z = 0.36 (P = 0.72)
Total (95% ClI) 94 94 100.00 0.05 [-0.23, 0.34]

0%

Test for heterogeneity: Chi# = 0.96, df = 1 (P = 0.33), I?
Test for overall effect: Z = 0.36 (P = 0.72)
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Review: Pharmacology: Mirtazapine

Comparison: 04 Tolerability against TCAs

Outcome: 01 Leaving the study early

Study Mirtazapine TCAs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% Cl Order
01 Amitriptyline

Bremner1995 Y O | 9/50 10/50 _— 7.72 0.90 [0.40, 2.02] 0
Mulin1996 Y M | 21/179 23/77 — 17.98 0.89 [0.54, 1.47] 0
Smith1990 Y O | 18/50 13/50 —_ 10.03 1.38 [0.76, 2.51] 0
Zivkov1995 Y | E 25/125 31/126 — 23.83 0.81 [0.51, 1.29] 0
Subtotal (95% Cl) 304 303 <o 59.57 0.94 [0.72, 1.25]

Total events: 73 (Mirtazapine), 77 (TCAs)

Test for heterogeneity: Chiz = 2.05, df = 3 (P = 0.56), 12 = 0%

Test for overall effect: Z = 0.41 (P = 0.68)

03 Clomipramine

Richou1995 Y | | 24/87 28/87 —— 21.61 0.86 [0.54, 1.35] 0
Subtotal (95% Cl) 87 87 S 21.61 0.86 [0.54, 1.35]

Total events: 24 (Mirtazapine), 28 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.66 (P = 0.51)

05 Doxepin

Marttila1995 Y M | 10/83 17/80 —_— 13.36 0.57 [0.28, 1.16] 0
Subtotal (95% Cl) 83 80 - 13.36 0.57 [0.28, 1.16]

Total events: 10 (Mirtazapine), 17 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.55 (P = 0.12)

06 Imipramine

Bruijn1996 Y | | 3/54 7/53 _— 5.45 0.42 [0.11, 1.54] 0
Subtotal (95% Cl) 54 53 e 5.45 0.42 [0.11, 1.54]

Total events: 3 (Mirtazapine), 7 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.31 (P = 0.19)

Total (95% Cl) 528 523 ‘ 100.00 0.85 [0.68, 1.06]

Total events: 110 (Mirtazapine), 129 (TCAs)

Test for heterogeneity: Chiz = 5.02, df = 6 (P = 0.54), I = 0%

Test for overall effect: Z = 1.48 (P = 0.14)
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Review: Pharmacology: Mirtazapine

Comparison: 04 Tolerability against TCAs
Outcome: 02 Leaving the study early due to side effects
Study Mirtazapine TCAs RR (fixed) Weight RR (fixed)
or sub-category /N n/N 95% ClI % 95% ClI Order
01 Amitriptyline

Bremner1995Y O | 3/50 5/50 = 9.84 0.60 [0.15, 2.38] 0
Mulin1996 Y M | 7/79 13/77 D ——_—— 25.91 0.52 [0.22, 1.24] 0
Smith1990 Y O | 7/50 10/50 —_— 19.68 0.70 [0.29, 1.69] 0
Zivkov1995 Y | E 1/125 3/126 < 5.88 0.34 [0.04, 3.19] 0
Subtotal (95% Cl) 304 303 e 61.31 0.58 [0.33, 0.99]
Total events: 18 (Mirtazapine), 31 (TCAs)
Test for heterogeneity: Chiz = 0.46, df = 3 (P = 0.93), I = 0%
Test for overall effect: Z = 1.99 (P = 0.05)

03 Clomipramine

Richou1995 Y | | 9/87 8/87 —_— 15.74 1.13 [0.46, 2.78] 0
Subtotal (95% Cl) 87 87 e 15.74 1.13 [0.46, 2.78]

Total events: 9 (Mirtazapine), 8 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.26 (P = 0.80)

05 Doxepin

Marttila1995 Y M | 2/83 6/80 ¢ = 12.02 0.32 [0.07, 1.55] 0
Subtotal (95% Cl) 83 80 e — 12.02 0.32 [0.07, 1.55]

Total events: 2 (Mirtazapine), 6 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.42 (P = 0.16)

06 Imipramine

Brujn1996 Y | | 0/54 5/53 < 10.92 0.09 [0.01, 1.58] 0
Subtotal (95% Cl) 54 53 ——— 10.92 0.09 [0.01, 1.58]

Total events: 0 (Mirtazapine), 5 (TCAs)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.65 (P = 0.10)

Total (95% Cl) 528 523 ’ 100.00 0.58 [0.38, 0.89]

Total events: 29 (Mirtazapine), 50 (TCAs)

Test for heterogeneity: Chiz = 4.70, df = 6 (P = 0.58), 12 = 0%

Test for overall effect: Z = 2.49 (P = 0.01)
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Review: Pharmacology: Mirtazapine
Comparison: 05 Efficacy against TCAs and related ADs

Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 21/50 27/50 —_— 9.27 0.78 [0.51, 1.18] 0
Mulin1996 Y M | 41/79 36/77 —_— 12.52 1.11 [0.81, 1.53] 0
Smith1990 Y O | 25/50 24/50 — 8.24 1.04 [0.70, 1.55] 0
Zivkov1995 Y | E 44/125 46/126 —.— 15.73 0.96 [0.69, 1.34] 0
Subtotal (95% Cl) 304 303 ’ 45.77 0.98 [0.82, 1.17]
Total events: 131 (Mirtazapine), 133 (Control)
Test for heterogeneity: Chiz = 1.88, df = 3 (P = 0.60), 1> = 0%
Test for overall effect: Z = 0.22 (P = 0.83)
03 Clomipramine
Richou1995 Y | | 17/87 14/87 S 4.81 1.21 [0.64, 2.31] 0
Subtotal (95% Cl) 87 87 -l 4.81 1.21 [0.64, 2.31
Total events: 17 (Mirtazapine), 14 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
05 Doxepin
Marttila1995 Y M | 32/83 34/80 —-r 11.89 0.91 [0.63, 1.32] 0
Subtotal (95% Cl) 83 80 < 11.89 0.91 [0.63, 1.32]
Total events: 32 (Mirtazapine), 34 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.51 (P = 0.61)
06 Imipramine
Bruiin1996 Y | | 43/54 30/53 —-— 10.40 1.41 [1.07, 1.85] 0
Subtotal (95% Cl) 54 53 <o 10.40 1.41 [1.07, 1.85]
Total events: 43 (Mirtazapine), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0.01)
23 Trazodone
Halikas1995 Y O | 25/50 30/50 —— 10.30 0.83 [0.58, 1.19] 0
VanMoffaert1995 YII 39/100 49/100 ——r 16.83 0.80 [0.58, 1.09] 0
Subtotal (95% Cl) 150 150 ‘ 27.13 0.81 [0.64, 1.03]
Total events: 64 (Mirtazapine), 79 (Control)
Test for heterogeneity: Ch? = 0.04, df = 1 (P = 0.85), 12 = 0%
Test for overall effect: Z = 1.73 (P = 0.08)
Total (95% Cl) 678 673 ¢ 100.00 0.98 [0.87, 1.11]
Total events: 287 (Mirtazapine), 290 (Control)
Test for heterogeneity: Chiz = 11.72, df = 8 (P = 0.16), 1> = 31.7%
Test for overall effect: Z = 0.31 (P = 0.75)
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Review:

Pharmacology: Mirtazapine

Comparison: 05 Efficacy against TCAs and related ADs
Outcome: 02 Mean end point scores
Study Mirtazapine Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Bremner1995 Y O | 47 13.50(8.50) 47 14.20(6.90) 7.40 -0.09 [-0.49, 0.31] 0
Mullin1996 Y M | 71 11.70(7.30) 71 10.70(6.80) 11.16 0.14 [-0.19, 0.47] 0
Smith1990 Y O | 47 12.30(7.70) 47 10.90(6.40) 7.37 0.20 [-0.21, 0.60] 0
Zivkov1995 Y | E 113 12.80(10.10) 111 12.00(10.00) - 17.64 0.08 [-0.18, 0.34] 0
Subtotal (95% ClI) 278 276 43.57 0.09 [-0.08, 0.25]
Test for heterogeneity: Chiz = 1.12, df = 3 (P = 0.77), 12 = 0%
Test for overall effect: Z = 1.01 (P = 0.31)
03 Clomipramine
Richou1995 Y | | 87 11.60(9.10) 86 10.30(8.80) 13.60 0.14 [-0.15, O ] 0
Subtotal (95% ClI) 87 86 13.60 0.14 [-0.15, 0.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
05 Doxepin
Marttila1995 Y M | 79 9.20(7.50) 74 9.00(6.40) 12.04 0.03 [-0.29, O ] 0
Subtotal (95% ClI) 79 74 ; 12.04 0.03 [-0.29, O.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.18 (P = 0.86)
06 Impramine
Bruijn1996 Y | | 54 19.60(8.70) 53 15.80(9.60) —— 8.25 0.41 [0.03, 0.80] 0
Subtotal (95% CI) 54 53 @ 8.25 0.41 [0.03, 0.80]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.11 (P = 0.04)
23 Trazodone
Halikas1995 Y O | 46 13.10(6.70) 43 14.70(6.30) — 6.95 -0.24 [-0.66, 0.17] 0
VanMoffaert1995 YlI 99 13.40(10.60) 99 14.10(9.80) - 15.59 -0.07 [-0.35, 0.21] 0
Subtotal (95% CI) 145 142 L 3 22.54 -0.12 [-0.35, 0.11]
Test for heterogeneity: Chiz = 0.47, df = 1 (P = 0.49), 12 = 0%
Test for overall effect: Z = 1.03 (P = 0.30)
Total (95% Cl) 643 631 » 100.00 0.07 [-0.04, 0.18]
Test for heterogeneity: Chiz = 7.63, df = 8 (P = 0.47), 12 = 0%
Test for overall effect: Z = 1.19 (P = 0.23)
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Review: Pharmacology: Mirtazapine
Comparison: 05 Efficacy against TCAs and related ADs

Outcome: 03 Number of inpatients not achieving at least 50% reduction in depression score
Study Mirtazapine Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% Cl Order
01 Amitriptyline
Zivkov1995 Y | E 44/125 46/126 —.— 27.25 .96 [0.69, 1.34] 0
Subtotal (95% Cl) 125 126 <D 27.25 .96 [0.69, 1.34]
Total events: 44 (Mirtazapine), 46 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
03 Clomipramine
Richou1995 Y | | 17/87 14/87 —_— 13.93 .21 [0.64, 2.31] 0
Subtotal (95% Cl) 87 87 -l 13.93 .21 [0.64, 2.31]
Total events: 17 (Mirtazapine), 14 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
06 Imipramine
Bruijn1996 Y | | 43/54 30/53 —a— 30.73 .41 [1.07, 1.85] 0
Subtotal (95% Cl) 54 53 <o 30.73 .41 [1.07, 1.85]
Total events: 43 (Mirtazapine), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0.01)
23 Trazodone
VanMoffaert1995 YII 39/100 49/100 —a 28.09 .80 [0.58, 1.09] 0
Subtotal (95% Cl) 100 100 <o 28.09 .80 [0.58, 1.09]
Total events: 39 (Mirtazapine), 49 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
Total (95% ClI) 366 366 <D 100.00 .06 [0.79, 1.42]
Total events: 143 (Mirtazapine), 139 (Control)
Test for heterogeneity: Chiz = 8.06, df = 3 (P = 0.04), |12 = 62.8%
Test for overall effect: Z = 0.39 (P = 0.70)
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Review: Pharmacology: Mirtazapine
Comparison: 05 Efficacy against TCAs and related ADs

Outcome: 05 Mean end point scores in Inpatient studies
Study Mirtazapine Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 Amitriptyline |

Zivkov1995 Y | E 113 12.80(10.10) 111 12.00(10.00) = 32.02 0.08 [-0.18, 0.34] 0
Subtotal (95% CI) 113 111 b 32.02 0.08 [-0.18, 0.34]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
03 Clomipramine

Richou1995 Y | | 87 11.60(9.10) 86 10.30(8.80) - 24.69 0.14 [-0.15, 0.44) 0
Subtotal (95% CI) 87 86 b 24.69 0.14 [-0.15, 0.44]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
06 Impramine

Bruijn1996 Y | | 54 19.60(8.70) 53 15.80(9.60) = 14.98 0.41 [0.03, 0.80] 0
Subtotal (95% Cl) 54 53 < 14.98 0.41 [0.03, 0.80]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.11 (P = 0.04)
23 Trazodone

VanMoffaert1995 Y| 99 13.40(10.60) 99 14.10(9.80) = 28.31 -0.07 [-0.35, 0.21] 0
Subtotal (95% CI) 99 99 28.31 -0.07 [-0.35 0.21]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.48 (P = 0.63)
Total (95% ClI) 353 349 » 100.00 0.10 [-0.04, 0.25]
Test for heterogeneity: Chi? = 4.06, df = 3 (P = 0.26), 1> = 26.1%
Test for overall effect: Z = 1.37 (P = 0.17)
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Review: Pharmacology: Mirtazapine
Comparison: 05 Efficacy against TCAs and related ADs
Outcome: 07 Number of outpatients not achieving at least 50% reduction in depression score
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N n/N 95% ClI % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 21/50 27/50 —a 33.33 .78 [0.51, 1.18] 0
Smith1990 Y O | 25/50 24/50 29.63 1.04 [0.70, 1.55] 0
Subtotal (95% Cl) 100 100 62.96 .90 [0.68, 1.20]
Total events: 46 (Mirtazapine), 51 (Control)
Test for heterogeneity: Chiz = 0.99, df = 1 (P = 0.32), 12 = 0%
Test for overall effect: Z = 0.70 (P = 0.48)
23 Trazodone
Halikas1995 Y O | 25/50 30/50 —a 37.04 .83 [0.58, 1.19] 0
Subtotal (95% Cl) 50 50 < 37.04 0.83 [0.58, 1.19]
Total events: 25 (Mirtazapine), 30 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.00 (P = 0.32)
Total (95% CI) 150 150 <& 100.00 .88 [0.70, 1.10]
Total events: 71 (Mirtazapine), 81 (Control)
Test for heterogeneity: Chiz = 1.11, df = 2 (P = 0.57), 12 = 0%
Test for overall effect: Z = 1.15 (P = 0.25)
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Review: Pharmacology: Mirtazapine
Comparison: 05 Efficacy against TCAs and related ADs
Outcome: 08 Mean end point scores in Outpatient studies
Study Mirtazapine Control SMD (fixed) W eight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 47 13.50(8.50) 47 14.20(6.90) 34.07 -0.09 [-0.49, 0.31] 0
Smith1990 Y O | 47 12.30(7.70) 47 10.90(6.40) 33.93 0.20 [-0.21, 0.60] 0
Subtotal (95% Cl) 94 94 68.00 0.05 [-0.23, .34]
Test for heterogeneity: Chiz = 0.96, df = 1 (P = 0.33), 12 = 0%
Test for overall effect: Z = 0.36 (P = 0.72)
23 Trazodone
Halikas1995 Y O | 46 13.10(6.70) 43 14.70(6.30) —=1 32.00 -0.24 [-0.66, 0.17] 0
Subtotal (95% CI) 46 43 & 32.00 -0.24 [-0.66, 0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.14 (P = 0.25)
Total (95% Cl) 140 137 L 3 100.00 -0.04 [-0.28, 0.19]
Test for heterogeneity: Chiz = 2.28, df = 2 (P = 0.32), 12 = 12.1%
Test for overall effect: Z = 0.35 (P = 0.73)
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Review: Pharmacology: Mirtazapine
Comparison:

06 Tolerability against TCAs and related ADs

Outcome: 01 Leaving the study early
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Bremner1995Y O | 9/50 10/50 _—t 5.93 0.90 [0.40, 2.02] 0
Mulin1996 Y M | 21/79 23/71 — 13.82 0.89 [0.54, 1.47] 0
Smith1990 Y O | 18/50 13/50 —1— 7.71 1.38 [0.76, 2.51] 0
Zivkov1995 Y | E 25/125 31/126 — 18.32 0.81 [0.51, 1.29] 0
Subtotal (95% Cl) 304 303 < 45.79 0.94 [0.72, 1.25]
Total events: 73 (Mirtazapine), 77 (Control)
Test for heterogeneity: Chiz = 2.05, df = 3 (P = 0.56), 12 = 0%
Test for overall effect: Z = 0.41 (P = 0.68)
03 Clomipramine
Richou1995 Y | | 24/87 28/87 —r 16.61 0.86 [0.54, 1.35] 0
Subtotal (95% Cl) 87 87 > 16.61 0.86 [0.54, 1.35]
Total events: 24 (Mirtazapine), 28 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.66 (P = 0.51)
05 Doxepin
Marttila1995 Y M | 10/83 17/80 _— 10.27 0.57 [0.28, 1.16] 0
Subtotal (95% Cl) 83 80 -l 10.27 0.57 [0.28, 1.16]
Total events: 10 (Mirtazapine), 17 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.55 (P = 0.12)
06 Imipramine
Brujn1996 Y | | 3/54 7/53 = 4.19 0.42 [0.11, 1.54) 0
Subtotal (95% Cl) 54 53 e 4.19 0.42 [0.11, 1.54
Total events: 3 (Mirtazapine), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.31 (P = 0.19)
23 Trazodone
Halikas1995 Y O | 11/50 16/50 —_— 9.49 0.69 [0.36, 1.33] 0
VanMoffaert1995 YII 26/100 23/100 —r— 13.65 1.13 [0.69, 1.84] 0
Subtotal (95% Cl) 150 150 ‘ 23.14 0.95 [0.64, 1.40]
Total events: 37 (Mirtazapine), 39 (Control)
Test for heterogeneity: Chiz = 1.41, df = 1 (P = 0.24), 1> = 29.1%
Test for overall effect: Z = 0.26 (P = 0.79)
Total (95% Cl) 678 673 ‘ 100.00 0.87 [0.72, 1.05]
Total events: 147 (Mirtazapine), 168 (Control)
Test for heterogeneity: Chiz = 6.60, df = 8 (P = 0.58), 12 = 0%
Test for overall effect: Z = 1.42 (P = 0.16)
01 0.2 05 1 2 5 10

Favours Mirtazapine ~ Favours control

248



Review: Pharmacology: Mirtazapine
Comparison: 06 Tolerability against TCAs and related ADs

Outcome: 02 Leaving the study early due to side effects
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% ClI % 95% ClI Order
01 Amitriptyline
Bremner1995 Y O | 3/50 5/50 7.71 0.60 [0.15, 2.38] 0
Mulin1996 Y M | 7/79 13/77 —_— 20.31 0.52 [0.22, 1.24] 0
Smith1990 Y O | 7/50 10/50 — 15.43 0.70 [0.29, 1.69] 0
Zivkov1995 Y | E 1/125 3/126 < 4.61 0.34 [0.04, 3.19] 0
Subtotal (95% Cl) 304 303 . 48.07 0.58 [0.33, 0.99]
Total events: 18 (Mirtazapine), 31 (Control)
Test for heterogeneity: Chiz = 0.46, df = 3 (P = 0.93), 1> = 0%
Test for overall effect: Z = 1.99 (P = 0.05)
03 Clomipramine
Richou1995 Y | | 9/87 8/87 —_— 12.34 1.13 [0.46, 2.78] 0
Subtotal (95% Cl) 87 87 e 12.34 1.13 [0.46, 2.78]
Total events: 9 (Mirtazapine), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
05 Doxepin
Marttila1995 Y M | 2/83 6/80 ¢ = 9.43 0.32 [0.07, 1.55] 0
Subtotal (95% Cl) 83 80 c— 9.43 0.32 [0.07, 1.55
Total events: 2 (Mirtazapine), 6 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.42 (P = 0.16)
06 Imipramine
Brujn1996 Y | | 0/54 5/53 < 8.56 0.09 [0.01, 1.58] 0
Subtotal (95% Cl) 54 53 — 8.56 0.09 [0.01, 1.58]
Total events: 0 (Mirtazapine), 5 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.65 (P = 0.10)
23 Trazodone
Halikas1995 Y O | 7/50 9/50 —_— 13.89 0.78 [0.31, 1.93] 0
VanMoffaert1995 YII 2/100 5/100 ¢ = 7.71 0.40 [0.08, 2.01] 0
Subtotal (95% Cl) 150 150 -l 21.60 0.64 [0.29, 1.41)]
Total events: 9 (Mirtazapine), 14 (Control)
Test for heterogeneity: Chiz = 0.50, df = 1 (P = 0.48), I = 0%
Test for overall effect: Z = 1.10 (P = 0.27)
Total (95% Cl) 678 673 <O 100.00 0.59 [0.41, 0.86]
Total events: 38 (Mirtazapine), 64 (Control)
Test for heterogeneity: Chiz = 5.22, df = 8 (P = 0.73), I = 0%
Test for overall effect: Z = 2.72 (P = 0.007)
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Review: Pharmacology: Mirtazapine
Comparison: 06 Tolerability against TCAs and related ADs
Outcome: 03 Patients reporting side effects
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N /N 95% Cl % 95% Cl Order
23 Trazodone
Halikas1995 Y O | 47/50 49/50 100.00 0.96 [0.89, 1.04] 0
Subtotal (95% Cl) 50 50 100.00 0.96 [0.89, 1.04]
Total events: 47 (Mirtazapine), 49 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.02 (P = 0.31)
Total (95% Cl) 50 50 100.00 0.96 [0.89, 1.04]
Total events: 47 (Mirtazapine), 49 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.02 (P = 0.31)
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Review: Pharmacology: Mirtazapine
Comparison: 07 Efficacy against SSRIs

Outcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Mirtazapine SSRIs RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl
31 Citalopram
Leinonen1999 Y O | 21/137 16/133 —— 8.91 .27 [0.70, 2.33]
Subtotal (95% ClI) 137 133 i 8.91 .27 [0.70, 2.33]
Total events: 21 (Mirtazapine), 16 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.78 (P = 0.43)
32 Fluoxetine
Wheatley1998 Y O | 26/66 38/67 —— 20.70 .69 [0.48, 1.00]
Subtotal (95% Cl) 66 67 <9 20.70 .69 [0.48, 1.00
Total events: 26 (Mirtazapine), 38 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
34 Paroxetine
Benkert2000 Y M | 65/139 70/136 38.85 .91 [0.71, 1.16]
Schatzberg2002 E O | 47/128 57/126 31.54 .81 [0.60, 1.009]
Subtotal (95% Cl) 267 262 70.38 .87 [0.72, 1.04]
Total events: 112 (Mirtazapine), 127 (SSRIs)
Test for heterogeneity: Chiz = 0.33, df = 1 (P = 0.56), 1> = 0%
Test for overall effect: Z = 1.51 (P = 0.13)
Total (95% Cl) 470 462 ‘ 100.00 .87 [0.74, 1.02]
Total events: 159 (Mirtazapine), 181 (SSRIs)
Test for heterogeneity: Chiz = 3.30, df = 3 (P = 0.35), 12 = 9.2%
Test for overall effect: Z = 1.73 (P = 0.08)
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Review: Pharmacology: Mirtazapine

Comparison: 07 Efficacy against SSRIs
Outcome: 02 Number of people not achieving remission
Study Mirtazapine SSRIs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Fluoxetine
Wheatley1998 Y O | 52/66 51/67 21.32 .04 [0.86, 24]
Subtotal (95% Cl) 66 67 21.32 .04 [0.86, 24]
Total events: 52 (Mirtazapine), 51 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
34 Paroxetine
Benkert2000 Y M | 87/139 94/136 40.03 .91 [0.76, .071]
Schatzberg2002 E O | 80/128 91/126 38.64 .87 [0.73, .03]
Subtotal (95% Cl) 267 262 78.68 .89 [0.78, .00]
Total events: 167 (Mirtazapine), 185 (SSRIs)
Test for heterogeneity: Ch# = 0.13, df = 1 (P = 0.71), 1> = 0%
Test for overall effect: Z = 1.96 (P = 0.05)
Total (95% Cl) 333 329 ‘ 100.00 .92 [0.83, .02]
Total events: 219 (Mirtazapine), 236 (SSRIs)
Test for heterogeneity: Chz = 2.12, df = 2 (P = 0.35), 12 = 5.7%
Test for overall effect: Z = 1.64 (P = 0.10)
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Review: Pharmacology: Mirtazapine

Comparison: 07 Efficacy against SSRIs
Outcome: 03 Mean endpoint scores
Study Mirtazapine SSRIs SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
31 Citalopram
Leinonen1999 Y O | 136 9.10(7.60) 133 8.90(7.50) = 30.45 0.03 [-0.21, 0.27] 0
Subtotal (95% Cl) 136 133 ‘ 30.45 0.03 [-0.21, 0.27
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
32 Fluoxetine
Wheatley1998 Y O | 60 11.80(8.10) 63 15.80(9.70) & 13.57 -0.44 [-0.80, -0.09] 0
Subtotal (95% Cl) 60 63 L 2 13.57 -0.44 [-0.80, -0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.43 (P = 0.02)
34 Paroxetine
Benkert2000 Y M | 127 10.70(7.30) 123 11.90(7.20) = 28.20 -0.16 [-0.41, 0.08] 0
Schatzberg2002 E O | 126 11.20(8.64) 120 12.30(8.98) = 27.78 -0.12 [-0.37, 0.13] 0
Subtotal (95% Cl) 253 243 ¢ 55.98 ~0.14 [-0.32, 0.03]
Test for heterogeneity: Chi2 = 0.05, df = 1 (P = 0.82), 1= 0%
Test for overall effect: Z=1.61 (P =0.11)
Total (95% CI) 449 439 ¢ 100.00 -0.13 [-0.27, 0.00]
Test for heterogeneity: Chi* = 4.67, df = 3 (P = 0.20), I> = 35.8%
Test for overall effect: Z = 1.98 (P = 0.05)
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Review: Pharmacology: Mirtazapine

Comparison: 07 Efficacy against SSRIs
Outcome: 04 Number of outpatients not achieving at least 50% reduction in depression score
Study Mirtazapine SSRIs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% ClI Order
31 Citalopram
Leinonen1999 Y O | 21/137 16/133 —_—— 14.58 .27 [0.70, 2.33] 0
Subtotal (95% Cl) 137 133 i 14.58 .27 [0.70, 2.33]
Total events: 21 (Mirtazapine), 16 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.78 (P = 0.43)
32 Fluoxetine
Wheatley1998 Y O | 26/66 38/67 —a— 33.85 .69 [0.48, 1.00] 0
Subtotal (95% Cl) 66 67 <9 33.85 .69 [0.48, 1.00]
Total events: 26 (Mirtazapine), 38 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
34 Paroxetine
Schatzberg2002 E O | 47/128 57/126 — 51.57 .81 [0.60, 1.09] 0
Subtotal (95% Cl) 128 126 <o 51.57 .81 [0.60, 1.09
Total events: 47 (Mirtazapine), 57 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.37 (P = 0.17)
Total (95% ClI) 331 326 ‘ 100.00 .84 [0.68, 1.04]
Total events: 94 (Mirtazapine), 111 (SSRIs)
Test for heterogeneity: Chiz = 2.91, df = 2 (P = 0.23), I = 31.3%
Test for overall effect: Z = 1.58 (P = 0.11)
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Review: Pharmacology: Mirtazapine
Comparison: 07 Efficacy against SSRIs

Outcome: 05 Number of outpatients not achieving remission
Study Mirtazapine SSRIs RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
01 Fluoxetine
Wheatley1998 Y O | 52/66 51/67 35.56 .04 [0.86, .24] 0
Subtotal (95% Cl) 66 67 35.56 .04 [0.86, 1.24
Total events: 52 (Mirtazapine), 51 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
34 Paroxetine
Schatzberg2002 E O | 80/128 91/126 E 64.44 .87 [0.73, 03] 0
Subtotal (95% Cl) 128 126 <& 64.44 .87 [0.73, 1.03]
Total events: 80 (Mirtazapine), 91 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.64 (P = 0.10)
Total (95% Cl) 194 193 ¢ 100.00 .93 [0.81, 1.05]
Total events: 132 (Mirtazapine), 142 (SSRIs)
Test for heterogeneity: Chi? = 2.01, df = 1 (P = 0.16), I = 50.2%
Test for overall effect: Z = 1.18 (P = 0.24)
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Review: Pharmacology: Mirtazapine
Comparison: 07 Efficacy against SSRIs

Outcome: 06 Mean endpoint scores in outpatient studies
Study Mirtazapine SSRIs SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
31 Citalopram ‘
Leinonen1999Y O | 136 9.10(7.60) 133 8.90(7.50) = 37.70 0.03 [-0.21, 0.27] 0
Subtotal (95% CI) 136 133 ‘ 37.70 0.03 [-0.21, 0.27]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.22 (P = 0.83)
32 Fluoxetine
Wheatley1998 Y O | 60 11.80(8.10) 63 15.80(9.70) = 25.89 -0.44 [-0.80, -0.09] 0
Subtotal (95% Cl) 60 63 <& 25.89 -0.44 [-0.80, -0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.43 (P = 0.02)
34 Paroxetine
Schatzberg2002 E O | 126 11.20(8.64) 120 12.30(8.98) = 36.41 -0.12 [-0.37, 0.13] 0
Subtotal (95% CI) 126 120 ‘ 36.41 -0.12 [-0.37, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.98 (P = 0.33)
Total (95% Cl) 322 316 ‘ 100.00 -0.15 [-0.39, 0.09]
Test for heterogeneity: Chi? = 4.59, df =2 (P = 0.10), I> = 56.4%
Test for overall effect: Z=1.22 (P = 0.22)
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Review: Pharmacology: Mirtazapine

Comparison: 08 Tolerability against SSRIs
Outcome: 01 Leaving the study early
Study Mirtazapine SSRIs RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
31 Citalopram
Leinonen1999 Y O | 19/137 8/133 — 5.17 2.31 [1.05, 5.08] 0
Subtotal (95% Cl) 137 133 el 5.17 2.31 [1.05, 5.08]
Total events: 19 (Mirtazapine), 8 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.07 (P = 0.04)
32 Fluoxetine
Wheatley1998 Y O | 17/66 21/67 —_—r 13.28 0.82 [0.48, 1.41] 0
Subtotal (95% Cl) 66 67 /[ 13.28 0.82 [0.48, 1.41]
Total events: 17 (Mirtazapine), 21 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.71 (P = 0.48)
34 Paroxetine
Benkert2000 Y M | 30/139 33/136 —— 21.26 0.89 [0.58, 1.37] 0
Schatzberg2002 E O | 29/128 39/126 —— 25.05 0.73 [0.48, 1.11] 0
Wade2003 Y P | 53/99 55/98 35.23 0.95 [0.74, 1.23] 0
Subtotal (95% Cl) 366 360 j— 81.54 0.87 [0.71, 1.06]
Total events: 112 (Mirtazapine), 127 (SSRIs)
Test for heterogeneity: Chiz = 1.19, df = 2 (P = 0.55), I = 0%
Test for overall effect: Z = 1.38 (P = 0.17)
Total (95% Cl) 569 560 <& 100.00 0.94 [0.78, 1.12]
Total events: 148 (Mirtazapine), 156 (SSRIs)
Test for heterogeneity: Chi? = 6.65, df = 4 (P = 0.16), I = 39.9%
Test for overall effect: Z = 0.70 (P = 0.48)
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Review: Pharmacology: Mirtazapine

Comparison: 08 Tolerability against SSRIs
Outcome: 02 Leaving the study early due to side effects
Study Mirtazapine SSRIs RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% ClI Order
31 Citalopram
Leinonen1999 Y O | 8/137 4/133 —_— 5.04 1.94 [0.60, 6 0
Subtotal (95% Cl) 137 133 e 5.04 1.94 [0.60, 6.
Total events: 8 (Mirtazapine), 4 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
32 Fluoxetine
Wheatley1998 Y O | 7/66 9/67 —_—-— 11.10 0.79 [0.31, 2.00] 0
Subtotal (95% CI) 66 67 el 11.10 0.79 [0.31, 2.00]
Total events: 7 (Mirtazapine), 9 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.50 (P = 0.62)
34 Paroxetine
Benkert2000 Y M | 12/139 10/136 _— 12.56 1.17 [0.52, 2.63] 0
Schatzberg2002 E O | 19/128 33/126 —a 41.33 0.57 [0.34, 0.94] 0
Wade2003 Y P | 21/99 24/98 . 29.97 0.87 [0.52, 1.45] 0
Subtotal (95% Cl) 366 360 <@ 83.86 0.76 [0.55, 1.06]
Total events: 52 (Mirtazapine), 67 (SSRIs)
Test for heterogeneity: Chiz = 2.65, df = 2 (P = 0.27), 12 = 24.5%
Test for overall effect: Z = 1.61 (P = 0.11)
Total (95% Cl) 569 560 <o 100.00 0.83 [0.61, 1.11]
Total events: 67 (Mirtazapine), 80 (SSRIs)
Test for heterogeneity: Chiz = 4.92, df = 4 (P = 0.30), 1> = 18.6%
Test for overall effect: Z = 1.26 (P = 0.21)
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Review: Pharmacology: Mirtazapine

Comparison: 08 Tolerability against SSRIs
Outcome: 03 Patients reporting side effects
Study Mirtazapine SSRIs RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
31 Citalopram
Leinonen1999 Y O | 91/137 94/133 25.81 0.94 [0.80, 1.10] 0
Subtotal (95% Cl) 137 133 25.81 0.94 [0.80, 1.10]
Total events: 91 (Mirtazapine), 94 (SSRIs)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.75 (P = 0.45)
34 Paroxetine
Benkert2000 Y M | 92/139 85/136 - 23.25 1.06 [0.89, 1.26] 0
Schatzberg2002 E O | 102/128 104/126 28.36 0.97 [0.86, 1.09] 0
Wade2003 Y P | 78/99 83/98 22.57 0.93 [0.81, 1.06] 0
Subtotal (95% Cl) 366 360 74.19 0.98 [0.91, 1.07]
Total events: 272 (Mirtazapine), 272 (SSRIs)
Test for heterogeneity: Chiz = 1.46, df = 2 (P = 0.48), I = 0%
Test for overall effect: Z = 0.38 (P = 0.70)
Total (95% Cl) 503 493 4 100.00 0.97 [0.90, 1.05]
Total events: 363 (Mirtazapine), 366 (SSRIs)
Test for heterogeneity: Chiz = 1.52, df = 3 (P = 0.68), I> = 0%
Test for overall effect: Z = 0.73 (P = 0.46)
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Review: Pharmacology: Mirtazapine

Comparison: 09 Efficacy at 1 or 2 weeks
QOutcome: 01 Number of people not achieving at least 50% reduction in depression score
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category n/N /N 95% Cl % 95% Cl Order
01 Amitriptyline
Mulin1996 Y M | 61/79 54/77 14.49 .10 [0.91, 1.33] 0
Smith1990 Y O | 32/50 30/50 7.95 .07 [0.78, 1.45] 0
Subtotal (95% Cl) 129 127 22.43 .09 [0.92, 1.28]
Total events: 93 (Mirtazapine), 84 (Control)
Test for heterogeneity: Chi# = 0.03, df = 1 (P = 0.86), I> = 0%
Test for overall effect: Z = 1.02 (P = 0.31)
34 Paroxetine
Benkert2000 Y M | 110/139 125/136 = 33.47 .86 [0.78, 0.95] 0
Schatzberg2002 E O | 93/128 110/126 - 29.36 .83 [0.73, 0.94] 0
Subtotal (95% Cl) 267 262 ¢ 62.83 .85 [0.78, 0.92]
Total events: 203 (Mirtazapine), 235 (Control)
Test for heterogeneity: Chiz = 0.18, df = 1 (P = 0.67), 12 = 0%
Test for overall effect: Z = 4.12 (P < 0.0001)
55 Venlafaxine
Guelfi2001 Y 1 | 44/78 56/79 —a— 14.74 .80 [0.63, 1.01] 0
Subtotal (95% Cl) 78 79 <P 14.74 .80 [0.63, 1.01]
Total events: 44 (Mirtazapine), 56 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.86 (P = 0.06)
Total (95% Cl) 474 468 0 100.00 .89 [0.83, 0.96]
Total events: 340 (Mirtazapine), 375 (Control)
Test for heterogeneity: Chiz = 8.66, df = 4 (P = 0.07), I? = 53.8%
Test for overall effect: Z = 3.08 (P = 0.002)
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Review: Pharmacology: Mirtazapine
Comparison: 09 Efficacy at 1 or 2 weeks

Outcome: 02 Number of people not achieving remission
Study Mirtazapine Control RR (fixed) Weight RR (fixed)
or sub-category /N n/N 95% Cl % 95% Cl
34 Paroxetine J
Benkert2000 Y M | 128/139 133/136 64.34 .94 [0.89, 0.99]
Subtotal (95% Cl) 139 136 4 64.34 .94 [0.89, 0.99]
Total events: 128 (Mirtazapine), 133 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.15 (P = 0.03)
55 Venlafaxine
Guelfi2001 Y I | 73/78 75/79 35.66 .99 [0.91, 1 ]
Subtotal (95% ClI) 78 79 z 35.66 .99 [0.91, 1.
Total events: 73 (Mirtazapine), 75 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.36 (P = 0.72)
Total (95% Cl) 217 215 [ 100.00 .96 [0.92, 1.00]
Total events: 201 (Mirtazapine), 208 (Control)
Test for heterogeneity: Chiz = 0.90, df = 1 (P = 0.34), 1> = 0%
Test for overall effect: Z = 1.90 (P = 0.06)
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Review: Pharmacology: Mirtazapine
Comparison: 09 Efficacy at 1 or 2 weeks

Outcome: 03 Mean endpoint scores
Study Mirtazapine Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 Amitriptyline
Mullin1996 Y M | 69 15.60(5.90) 68 14.30(5.10) TE- 26.64 0.23 [-0.10, 0.57] 0
Zivkov1995 Y | E 113 20.90(6.40) 111 20.80(7.80) E = 43.86 0.01 [-0.25, 0.28] 0
Subtotal (95% Cl) 182 179 b 70.50 0.10 [-0.11, 0.30]
Test for heterogeneity: Chi>=1.03, df = 1 (P = 0.31), I>=2.6%
Test for overall effect: Z = 0.92 (P = 0.36)
55 Venlafaxine
Guelfi2001 Y I 1 77 -11.90(7.30) 75 -10.00(7.10) — 29.50 -0.26 [-0.58, 0.06] 0
Subtotal (95% Cl) 77 75 < 29.50 -0.26 [-0.58, 0.06
Test for heterogeneity: not applicable
Test for overall effect: Z=1.61 (P =0.11)
Total (95% CI) 259 254 ¢ 100.00 -0.01 [-0.18, 0.16]
Test for heterogeneity: Chi> = 4.46, df = 2 (P = 0.11), 1= 55.2%
Test for overall effect: Z=0.10 (P = 0.92)
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Review: Pharmacology: Moclobemide

Comparison: 01 Efficacy: Moclobemide vs antidepressants
Outcome: 01 Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Beckers1990 Y I | 13 13.00(10.82) 14 14.50(9.35) —— 2.09 -0.14 [-0.90, 0.61] 0
Newburn1990 Y O C 21 5.38(5.73) 16 7.50(8.00) —s= 2.79 -0.31 [-0.96, 0.35] 0
Tanghe1997 Y | | 19 7.20(7.11) 19 15.54(11.93) —e— 2.69 -0.83 [-1.50, -0.17] 0
Subtotal (95% Cl) 53 49 L 2 7.57 -0.45 [-0.85, -0.05]
Test for heterogeneity: Chi? = 2.08, df =2 (P =0.35), ?=3.7%
Test for overall effect: Z=2.21 (P = 0.03)
03 Clomipramine
Guelfi1992 Y I | 62 -16.20(10.30) 67 -18.10(10.20) o= 9.96 0.18 [-0.16, .53] 0
Subtotal (95% Cl) 62 67 <> 9.96 0.18 [-0.16, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
06 Imipramine
Hell1994Y | C 11 9.80(6.50) 13 11.10(9.00) —_— 1.84 -0.16 [-0.96, 0.65] 0
Silverstone94 Y ? ? 72 13.00(7.80) 66 13.50(7.90) - 10.70 -0.06 [-0.40, 0.27] 0
Versiani1989A Y O | 158 -13.49(8.79) 152 -14.31(8.26) E 3 24.05 0.10 [-0.13, 0.32] 0
Subtotal (95% Cl) 241 231 ¢ 36.59 0.04 [-0.14, 0.22]
Test for heterogeneity: Chi? = 0.84, df =2 (P = 0.66), 1> = 0%
Test for overall effect: Z = 0.40 (P = 0.69)
32 Fluoxetine
Duarte1996 Y O | 21 9.80(3.17) 21 13.34(2.60) —a— 2.72 -1.20 [-1.86, -0.54] 0
Gattaz1995Y I C 27 12.92(8.33) 25 11.67(6.67) —E— 4.02 0.16 [-0.38, 0.71] 0
Geerts1994 Y M C 15 9.10(7.30) 13 9.80(6.20) —s— 2.16 -0.10 [-0.84, 0.64] 0
Lapierre1997 Y O | 66 11.76(8.53) 62 12.06(7.65) & 9.93 -0.04 [-0.38, 0.31] 0
Reynaert1995 Y M C 38 12.20(7.60) 42 12.90(9.00) —-— 6.19 -0.08 [-0.52, 0.36] 0
Williams1993 Y M C 47 7.80(6.67) 45 8.62(7.27) —=— 7.13 -0.12 [-0.53, 0.29] 0
Subtotal (95% ClI) 214 208 ‘ 32.16 -0.14 [-0.33, 0.05]
Test for heterogeneity: Chi2 = 11.42, df = 5 (P = 0.04), I? = 56.2%
Test for overall effect: Z=1.43 (P = 0.15)
33 Fluvoxamine
Barrelet1991 Y M C 26 9.50(5.50) 25 10.88(7.75) —=— 3.94 -0.20 [-0.75, 0.35] 0
Bougerol1992 Y M | 65 12.71(8.00) 61 13.02(8 - 9.78 -0.04 [-0.39, 0.31] 0
Subtotal (95% CI) 91 86 13.72 -0.09 [-0.38, 0.21]
Test for heterogeneity: Chi? = 0.25, df =1 (P = 0.62), I = 0%
Test for overall effect: Z = 0.57 (P = 0.57)
Total (95% Cl) 661 641 100.00 -0.06 [-0.17, 0.05]
Test for heterogeneity: Chi? = 21.97, df = 14 (P = 0.08), I> = 36.3%
Test for overall effect: Z = 1.06 (P = 0.29)
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Review: Pharmacology: Moclobemide

Comparison: 01 Efficacy: Moclobemide vs antidepressants

Outcome: 02 Sensitivity analysis: Mean endpoint scores

Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order

01 Amitriptyline

Beckers1990 Y I | 13 13.00(10.82) 14 14.50(9.35) — 2.21 -0.14 [-0.90, 0.61] 0
Newburn1990 Y O C 21 5.38(5.73) 16 7.50(8.00) 2.95 -0.31 [-0.96, 0.35] 0
Subtotal (95% ClI) 34 30 5.15 -0.24 [-0.73, 0.26]

Test for heterogeneity: Chi?2 = 0.10, df =1 (P =0.75), I = 0%

Test for overall effect: Z=0.94 (P = 0.35)

03 Clomipramine

Guelfi1992 Y I | 62 -16.20(10.30) 67 -18.10(10.20) = 10.53 0.18 [-0.16, 0.53] 0
Subtotal (95% CI) 62 67 10.53 0.18 [-0.16, 0.53]

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.04 (P = 0.30)

06 Imipramine

Hell1994 Y I C 11 9.80(6.50) 13 11.10(9.00) 1.95 -0.16 [-0.96, 0.65] 0
Silverstone94 Y ? ? 72 13.00(7.80) 66 13.50(7.90) 11.31 -0.06 [-0.40, 0.27] 0
Versiani1989A Y O | 158 -13.49(8.79) 152 -14.31(8.26) 25.42 0.10 [-0.13, 0.32] 0
Subtotal (95% CI) 241 231 38.68 0.04 [-0.14, 0.22]

Test for heterogeneity: Chi? = 0.84, df =2 (P = 0.66), 1> = 0%

Test for overall effect: Z = 0.40 (P = 0.69)

32 Fluoxetine

Gattaz1995Y I C 27 12.92(8.33) 25 11.67(6.67) 4.25 0.16 [-0.38, 0.71] 0
Geerts1994 Y M C 15 9.10(7.30) 13 9.80(6.20) 2.28 -0.10 [-0.84, 0.64] 0
Lapierre1997 Y O | 66 11.76(8.53) 62 12.06(7.65) 10.50 -0.04 [-0.38, 0.31] 0
Reynaert1995 Y M C 38 12.20(7.60) 42 12.90(9.00) 6.55 -0.08 [-0.52, 0.36] 0
Williams1993 Y M C 47 7.80(6.67) 45 8.62(7.27) 7.54 -0.12 [-0.53, 0.29] 0
Subtotal (95% CI) 193 187 31.13 -0.04 [-0.24, 0.16]

Test for heterogeneity: Chi? = 0.73, df =4 (P = 0.95), I = 0%

Test for overall effect: Z = 0.42 (P = 0.67)

33 Fluvoxamine

Barrelet1991 Y M C 26 9.50(5.50) 25 10.88(7.75 4.16 -0.20 [-0.75, 0.35] 0
Bougerol1992 Y M | 65 12.71(8.00) 61 13.02(8.18 10.34 -0.04 [-0.39, 0.31] 0
Subtotal (95% ClI) 91 86 14.50 -0.09 [-0.38, 0.21]

Test for heterogeneity: Chi? = 0.25, df =1 (P = 0.62), I = 0%

Test for overall effect: Z = 0.57 (P = 0.57)

Total (95% Cl) 621 601 100.00 0.00 [-0.12, 0.11]

Test for heterogeneity: Chi? = 4.52, df =12 (P = 0.97), = 0%
Test for overall effect: Z=0.08 (P = 0.94)
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Review: Pharmacology: Moclobemide

Comparison: 01 Efficacy: Moclobemide vs antidepressants

Outcome: 03 Non-responders

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
01 Amitriptyline

Bakish1992 Y O | 26/58 25/59 5.53 1.06 [0.70, 1.60] 0
Subtotal (95% CI) 58 59 5.53 1.06 [0.70, 1.60]

Total events: 26 (Moclobemide), 25 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.27 (P = 0.79)

03 Clomipramine

Guelfi1992 Y I | 24/66 19/69 —— 4.14 1.32 [0.80, 2.17] 0
Lecrubier1995Y O | 41/98 42/93 —a— 9.61 0.93 [0.67, 1.28] 0
Subtotal (95% Cl) 164 162 <o 13.76 1.05 [0.80, 1.37]

Total events: 65 (Moclobemide), 61 (Control)

Test for heterogeneity: Chi2 = 1.38, df = 1 (P = 0.24), 12 = 27.6%

Test for overall effect: Z=0.32 (P = 0.75)

04 Dosulepin

Beaumont1993 Y P C 80/170 65/175 - 14.29 1.27 [0.99, 1.63] 0
Subtotal (95% Cl) 170 175 &> 14.29 1.27 [0.99, 1.63]

Total events: 80 (Moclobemide), 65 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.85 (P = 0.06)

06 Imipramine

Hebenstreit90 Y M | 57/139 51/138 —— 11.42 1.11 [0.83, 1.49] 0
Silverstone94 Y ? ? 45/83 50/83 —— 11.15 0.90 [0.69, 1.17] 0
Versiani1989AY O | 64/164 63/164 —— 14.05 1.02 [0.77, 1.33] 0
Subtotal (95% CI) 386 385 36.62 1.01 [0.86, 1.19]

Total events: 166 (Moclobemide), 164 (Control)

Test for heterogeneity: Chi* = 1.12, df =2 (P = 0.57), I’ = 0%

Test for overall effect: Z=0.12 (P = 0.91)

32 Fluoxetine

Duarte1996 Y O | 6/21 13/21 —_—— 2.90 0.46 [0.22, 0.98] 0
Gattaz1995Y I C 19/35 20/34 4.53 0.92 [0.61, 1.40] 0
Geerts1994 Y M C 14/24 15/25 3.28 0.97 [0.61, 1.55] 0
Lapierre1997 Y O | 33/66 29/62 6.67 1.07 [0.75, 1.53] 0
Reynaert1995 Y M C 33/51 30/50 6.76 1.08 [0.80, 1.46] 0
Williams1993 Y M C 18/62 25/60 5.67 0.70 [0.43, 1.14] 0
Subtotal (95% CI) 259 252 29.80 0.91 [0.77, 1.08]

Total events: 123 (Moclobemide), 132 (Control)

Test for heterogeneity: Chi? =6.31, df =5 (P =0.28), I = 20.8%

Test for overall effect: Z=1.10 (P = 0.27)

Total (95% Cl) 1037 1033 100.00 1.02 [0.93, 1.13]

Total events: 460 (Moclobemide), 447 (Control)
Test for heterogeneity: Chi2 = 12.48, df = 12 (P = 0.41), > =3.9%
Test for overall effect: Z = 0.48 (P = 0.63)
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Review: Pharmacology: Moclobemide

Comparison: 01 Efficacy: Moclobemide vs antidepressants
Outcome: 04 Non-remitters
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
03 Clomipramine
Koczkas1989 Y M C 22/32 19/30 16.13 1.09 [0.76, 1.55] 0
KraghSorensenQSYPl 21/48 27/48 — 22.21 0.78 [0.52, 1.17] 0
Larsen1989Y M C 16/22 9/20 — 7.76 1.62 [0.93, 2.80] 0
Subtotal (95% CI) 102 98 <o 46.10 1.03 [0.81, 1.31]
Total events: 59 (Moclobemide), 55 (Control)
Test for heterogeneity: Chi? = 4.52, df = 2 (P = 0.10), I> = 55.8%
Test for overall effect: Z=0.21 (P = 0.83)
08 Nortriptyline
Nair1995 E M | 28/36 26/38 —— 20.81 1.14 [0.86, 1.50] 0
Subtotal (95% CI) 36 38 < 20.81 1.14 [0.86, 1.50
Total events: 28 (Moclobemide), 26 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.90 (P = 0.37)
32 Fluoxetine
Lapierre1997 Y O | 37/66 39/62 33.09 0.89 [0.67, 1.19] 0
Subtotal (95% ClI) 66 62 i 33.09 0.89 [0.67, 1.19]
Total events: 37 (Moclobemide), 39 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.79 (P = 0.43)
Total (95% CI) 204 198 <& 100.00 1.00 [0.86, 1.18]
Total events: 124 (Moclobemide), 120 (Control)
Test for heterogeneity: Chi? = 6.03, df = 4 (P = 0.20), I> = 33.6%
Test for overall effect: Z = 0.06 (P = 0.95)
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Review: Pharmacology: Moclobemide
Comparison: 02 Tolerability: Moclobemide vs antidepressants

Outcome: 01 Leaving the study early

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
01 Amitriptyline

Bakish1992 Y O | 18/58 20/59 — 6.21 0.92 [0.54, 1.55] 0
Beckers1990 Y | | 3/13 6/14 —_—a 1.81 0.54 [0.17, 1.72] 0
Newburn1990Y O C 5/26 7/23 —_— 2.33 0.63 [0.23, 1.72] 0
Subtotal (95% Cl) 97 96 . 10.35 0.79 [0.51, 1.21]

Total events: 26 (Moclobemide), 33 (Control)

Test for heterogeneity: Chi2 = 0.92, df =2 (P = 0.63), = 0%

Test for overall effect: Z=1.10 (P = 0.27)

03 Clomipramine

Guelfi1992 Y | | 19/66 13/69 I 3.98 1.53 [0.82, 2.84] 0
Jouvent1998 Y | | 13/65 8/59 —_—T 2.63 1.48 [0.66, 3.31] 0
Koczkas1989 Y M C 13/32 8/30 —_— 2.59 1.52 [0.74, 3.15] 0
KraghSorensen95 Y Pl 9/48 18/48 —— 5.64 0.50 [0.25, 1.00] 0
Larsen1989 Y M C 6/22 3/20 —_— 0.98 1.82 [0.52, 6.32] 0
Lecrubier1995Y O | 17/98 21/93 —— 6.75 0.77 [0.43, 1.36] 0
Subtotal (95% Cl) 331 319 L 2 22.57 1.05 [0.79, 1.39]

Total events: 77 (Moclobemide), 71 (Control)

Test for heterogeneity: Chi2 = 9.39, df =5 (P = 0.09), I = 46.7%

Test for overall effect: Z = 0.34 (P = 0.74)

04 Dosulepin

Beaumont1993 Y P C 42/170 38/175 —-—— 11.73 1.14 [0.77, 1.67] 0
Subtotal (95% Cl) 170 175 P 11.73 1.14 [0.77, 1.67

Total events: 42 (Moclobemide), 38 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.66 (P = 0.51)

06 Imipramine

Silverstone94 Y ? ? 27/83 33/83 —a 10.34 0.82 [0.54, 1.23] 0
Versiani1989A Y O | 43/164 48/164 —— 15.04 0.90 [0.63, 1.27] 0
Subtotal (95% Cl) 247 247 <o 25.38 0.86 [0.66, 1.13]

Total events: 70 (Moclobemide), 81 (Control)

Test for heterogeneity: Chi2=0.11, df =1 (P =0.74), I? = 0%

Test for overall effect: Z = 1.08 (P = 0.28)

08 Nortriptyline

Nair1995 E M | 21/36 18/38 —t— 5.49 1.23 [0.80, 1.90] 0
Subtotal (95% Cl) 36 38 D 5.49 1.23 [0.80, 1.90

Total events: 21 (Moclobemide), 18 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.94 (P = 0.35)

32 Fluoxetine

Duarte1996 Y O | 0/21 0/21 Not estimable 0
Gattaz1995Y | C 8/35 8/34 —_— 2.54 0.97 [0.41, 2.29] 0
Geerts1994 Y M C 9/24 12/25 —a 3.68 0.78 [0.40, 1.51] 0
Lapierre1997 Y O | 13/66 8/62 —— 2.58 1.53 [0.68, 3.43] 0
Reynaert1995 Y M C 13/51 8/50 —_— 2.53 1.59 [0.72, 3.51] 0
Williams1993 Y M C 13/62 17/60 —— 5.41 0.74 [0.39, 1.39] 0
Subtotal (95% Cl) 259 252 L 2 16.75 1.03 [0.75, 1.43]

Total events: 56 (Moclobemide), 53 (Control)

Test for heterogeneity: Chi? = 3.85, df =4 (P = 0.43), I = 0%

Test for overall effect: Z = 0.20 (P = 0.84)

33 Fluvoxamine

Barrelet1991 Y M C 5/31 5/30 —= 1.59 0.97 [0.31, 3.01] 0
Bougerol1992 Y M | 15/67 19/63 —a 6.14 0.74 [0.41, 1.33] 0
Subtotal (95% CI) 98 93 7.73 0.79 [0.47, 1.32]

Total events: 20 (Moclobemide), 24 (Control)

Test for heterogeneity: Chi>=0.17, df =1 (P = 0.68), I = 0%

Test for overall effect: Z = 0.90 (P = 0.37)

Total (95% Cl) 1238 1220 100.00 0.97 [0.85, 1.11]

Total events: 312 (Moclobemide), 318 (Control)
Test for heterogeneity: Chi? = 18.79, df = 19 (P = 0.47), I? = 0%
Test for overall effect: Z = 0.40 (P = 0.69)
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Review: Pharmacology: Moclobemide
Comparison: 02 Tolerability: Moclobemide vs antidepressants

Outcome: 02 Leaving the study due to side effects
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Amitriptyline
Bakish1992 Y O | 3/58 10/59 ‘- 7.41 0.31 [0.09, 1.05] 0
Beckers1990 Y | | 0/13 2/14 < 1.80 0.21 [0.01, 4.08] 0
Newburn1990 Y O C 1/26 2/23 < 1.59 0.44 [0.04, 4.56] 0
Subtotal (95% Cl) 97 96 e 10.80 0.31 [0.11, 0.86]
Total events: 4 (Moclobemide), 14 (Control)
Test for heterogeneity: Chi? = 0.15, df =2 (P =0.93), I = 0%
Test for overall effect: Z = 2.24 (P = 0.02)
03 Clomipramine
Guelfi1992 Y I | 2/66 5/69 — 3.65 0.42 [0.08, 2.08] 0
Koczkas1989 Y M C 6/32 3/30 —_—— 2.31 1.88 [0.51, 6.83] 0
KraghSorensen95 Y Pl 4/48 15/48 —a— 11.21 0.27 [0.10, 0.75] 0
Larsen1989 Y M C 2/22 2/20 1.57 0.91 [0.14, 5.86] 0
Lecrubier1995Y O | 5/98 10/93 — 7.67 0.47 [0.17, 1.34] 0
Subtotal (95% Cl) 266 260 - 26.41 0.53 [0.31, 0.90]
Total events: 19 (Moclobemide), 35 (Control)
Test for heterogeneity: Chi? = 5.83, df =4 (P =0.21), I?=31.4%
Test for overall effect: Z = 2.36 (P = 0.02)
04 Dosulepin
Beaumont1993 Y P C 16/170 24/175 — 17.67 0.69 [0.38, 1.25] 0
Subtotal (95% Cl) 170 175 - 17.67 0.69 [0.38, 1.25]
Total events: 16 (Moclobemide), 24 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.24 (P = 0.22)
06 Imipramine
Silverstone94 Y ? ? 2/83 10/83 -8 7.47 0.20 [0.05, 0.89] 0
Versiani1989A Y O | 5/164 11/164 —_—e— 8.22 0.45 [0.16, 1.28] 0
Subtotal (95% CI) 247 247 ‘ 15.69 0.33 [0.14, 0.77]
Total events: 7 (Moclobemide), 21 (Control)
Test for heterogeneity: Chi? = 0.80, df =1 (P =0.37), I?= 0%
Test for overall effect: Z = 2.57 (P = 0.01)
08 Nortriptyline
Nairt995 E M | 2/36 10/38 - 7.27 0.21 [0.05, 0.90] 0
Subtotal (95% Cl) 36 38 i 7.217 0.21 [0.05, 0.90]
Total events: 2 (Moclobemide), 10 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.11 (P = 0.04)
32 Fluoxetine
Gattaz1995Y | C 0/35 0/34 Not estimable 0
Geerts1994 Y M C 3/24 1/25 14 0.73 3.13 [0.35, 28.00] 0
Lapierre1997 Y O | 6/66 7/62 —_—. 5.39 0.81 [0.29, 2.26] 0
Reynaert1995 Y M C 7/51 2/50 —a—) 1.51 3.43 [0.75, 15.72] 0
Williams1993 Y M C 5/62 7/60 —_— 5.32 0.69 [0.23, 2.06] 0
Subtotal (95% Cl) 238 231 - 12.95 1.20 [0.65, 2.20]
Total events: 21 (Moclobemide), 17 (Control)
Test for heterogeneity: Chi? = 4.11, df =3 (P = 0.25), I = 27.0%
Test for overall effect: Z = 0.57 (P = 0.57)
33 Fluvoxamine
Barrelet1991 Y M C 2/31 4/30 < 3.04 0.48 [0.10, 2.45] 0
Bougerol1992 Y M | 6/67 8/63 —_—— 6.16 0.71 [0.26, 1.92] 0
Subtotal (95% Cl) 98 93 el 9.20 0.63 [0.27, 1.48]
Total events: 8 (Moclobemide), 12 (Control)
Test for heterogeneity: Chi? = 0.15, df = 1 (P = 0.70), I = 0%
Test for overall effect: Z = 1.06 (P = 0.29)
Total (95% Cl) 1152 1140 R 3 100.00 0.57 [0.44, 0.75]
Total events: 77 (Moclobemide), 133 (Control)
Test for heterogeneity: Chi? = 19.97, df = 17 (P = 0.28), I = 14.9%
Test for overall effect: Z = 4.05 (P < 0.0001)
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Review: Pharmacology: Moclobemide

Comparison: 02 Tolerability: Moclobemide vs antidepressants

Outcome: 03 Patients reporting adverse events
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 Amitriptyline
Bakish1992 Y O | 47/58 54/59 i 11.05 0.89 [0.76, 1.03] 0
Beckers1990 Y | | 8/13 7/14 —t 1.39 1.23 [0.63, 2.42] 0
Subtotal (95% Cl) 71 73 3 12.44 0.92 [0.79, 1.08]
Total events: 55 (Moclobemide), 61 (Control)
Test for heterogeneity: Chiz=1.01, df =1 (P =0.31), 2= 1.3%
Test for overall effect: Z=1.00 (P = 0.32)
03 Clomipramine
Koczkas1989 Y M C 12/32 22/30 —a 4.69 0.51 [0.31, 0.84] 0
Subtotal (95% Cl) 32 30 - 4.69 0.51 [0.31, 0.84]
Total events: 12 (Moclobemide), 22 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.65 (P = 0.008)
04 Dosulepin
Beaumont1993 Y P C 64/170 86/175 ——| 17.50 0.77 [0.60, 0.98] 0
Subtotal (95% Cl) 170 175 L 2 17.50 0.77 [0.60, 0.98]
Total events: 64 (Moclobemide), 86 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.13 (P = 0.03)
06 Imipramine
Versiani1989A Y O | 110/164 128/164 ] 26.42 0.86 [0.75, 0.98] 0
Subtotal (95% Cl) 164 164 & 26.42 0.86 [0.75, 0.98]
Total events: 110 (Moclobemide), 128 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.21 (P = 0.03)
08 Nortriptyline
Nairf995 EM | 30/36 35/38 - 7.03 0.90 [0.76, 1.08] 0
Subtotal (95% Cl) 36 38 L 3 7.03 0.90 [0.76, 1.08]
Total events: 30 (Moclobemide), 35 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.13 (P = 0.26)
32 Fluoxetine
Duarte1996 Y O | 1/21 0/21 » 0.10 3.00 [0.13, 69.70] 0
Gattaz1995Y | C 15/35 16/34 —a 3.35 0.91 [0.54, 1.54] 0
Geerts1994 Y M C 19/24 15/25 T 3.03 1.32 [0.90, 1.93] 0
Lapierre1997 Y O | 58/66 58/62 - 12.35 0.94 [0.84, 1.05] 0
Reynaert1995 Y M C 21/51 24/50 — 5.00 0.86 [0.55, 1.33] 0
Subtotal (95% ClI) 197 192 ‘} 23.84 0.98 [0.85, 1.12]
Total events: 114 (Moclobemide), 113 (Control)
Test for heterogeneity: Chi? = 3.76, df =4 (P = 0.44), 2= 0%
Test for overall effect: Z = 0.35 (P = 0.73)
33 Fluvoxamine
Bougerol1992 Y M | 28/67 38/63 —a—| 8.09 0.69 [0.49, 0.98] 0
Subtotal (95% Cl) 67 63 @ 8.09 0.69 [0.49, 0.98]
Total events: 28 (Moclobemide), 38 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.08 (P = 0.04)
Total (95% Cl) 737 735 ¢ 100.00 0.85 [0.79, 0.92]
Total events: 413 (Moclobemide), 483 (Control)
Test for heterogeneity: Chi2 = 16.74, df = 11 (P = 0.12), I? = 34.3%
Test for overall effect: Z = 4.15 (P < 0.0001)
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Review: Pharmacology: Moclobemide
Comparison: 03 Efficacy: Moclobemide vs SSRIs

Outcome: 01 Mean endpoint scores

Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
32 Fluoxetine

Duarte1996 Y O | 21 9.80(3.17) 21 13.34(2.60) —a— 5.94 -1.20 [-1.86, -0.54] 0
Gattaz1995Y I C 27 12.92(8.33) 25 11.67(6.67) 8.76 0.16 [-0.38, 0.71] 0
Geerts1994 Y M C 15 9.10(7.30) 13 9.80(6.20) —a— 4.71 -0.10 [-0.84, 0.64] 0
Lapierre1997 Y O | 66 11.76(8.53) 62 12.06(7.65) —1 21.65 -0.04 [-0.38, 0.31] 0
Reynaert1995 Y M C 38 12.20(7.60) 42 12.90(9.00) - 13.50 -0.08 [-0.52, 0.36] 0
Williams1993 Y M C 47 7.80(6.67) 45 8.62(7.27) —&— 15.54 -0.12 [-0.53, 0.29] 0
Subtotal (95% Cl) 214 208 ¢ 70.10 ~0.14 [-0.33, 0.05]

Test for heterogeneity: Chi? = 11.42, df =5 (P = 0.04), I = 56.2%

Test for overall effect: Z=1.43 (P = 0.15)

33 Fluvoxamine

Barrelet1991 Y M C 26 9.50(5.50) 25 10.88(7.75) —s— 8.59 -0.20 [-0.75, 0.35] 0
Bougerol1992 Y M | 65 12.71(8.00) 61 13.02(8.18) & 21.31 -0.04 [-0.39, 0.31] 0
Subtotal (95% CI) 91 86 ‘ 29.90 -0.09 [-0.38, 0.21]

Test for heterogeneity: Chi2=0.25, df = 1 (P = 0.62), 1= 0%

Test for overall effect: Z = 0.57 (P = 0.57)

Total (95% Cl) 305 294 ‘ 100.00 -0.12 [-0.29, 0.04]

Test for heterogeneity: Chiz2 = 11.77,df =7 (P = 0.11), 12 = 40.5%

Test for overall effect: Z=1.51 (P = 0.13)
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Review: Pharmacology: Moclobemide
Comparison: 03 Efficacy: Moclobemide vs SSRIs

Outcome: 02 Sensitivity analysis: Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
32 Fluoxetine
Gattaz1995Y | C 27 12.92(8.33) 25 11.67(6.67) 9.31 0.16 [-0.38, 0.71] 0
Geerts1994 Y M C 15 9.10(7.30) 13 9.80(6.20) 5.01 -0.10 [-0.84, 0.64] 0
Lapierre1997 Y O | 66 11.76(8.53) 62 12.06(7.65) - 23.02 -0.04 [-0.38, 0.31] 0
Reynaert1995 Y M C 38 12.20(7.60) 42 12.90(9.00) —_ 14.35 -0.08 [-0.52, 0.36] 0
Williams1993 Y M C 47 7.80(6.67) 45 8.62(7.27) 16.53 -0.12 [-0.53, 0.29] 0
Subtotal (95% CI) 193 187 68.22 -0.04 [-0.24, 0.16]
Test for heterogeneity: Chi? = 0.73, df =4 (P = 0.95), I? = 0%
Test for overall effect: Z = 0.42 (P = 0.67)
33 Fluvoxamine
Barrelet1991 Y M C 26 9.50(5.50) 25 10.88(7.75) 9.13 -0.20 [-0.75, 0.35] 0
Bougerol1992 Y M | 65 12.71(8.00) 61 13.02(8.18) —= 22.66 -0.04 [-0.39, 0.31] 0
Subtotal (95% CI) 91 86 31.78 -0.09 [-0.38, 0.21]
Test for heterogeneity: Chi? = 0.25, df =1 (P = 0.62), I? = 0%
Test for overall effect: Z = 0.57 (P = 0.57)
Total (95% Cl) 284 273 100.00 -0.06 [-0.22, 0.11]
Test for heterogeneity: Chi? = 1.02, df =6 (P = 0.98), I? = 0%
Test for overall effect: Z = 0.67 (P = 0.50)
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Review: Pharmacology: Moclobemide
Comparison: 03 Efficacy: Moclobemide vs SSRIs

Outcome: 03 Non-responders
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
32 Fluoxetine

Duarte1996 Y O | 6/21 13/21 —a— 9.73 0.46 [0.22, 0.98] 0
Gattaz1995Y I C 19/35 20/34 15.19 0.92 [0.61, 1.40] 0
Geerts1994 Y M C 14/24 15/25 11.00 0.97 [0.61, 1.55] 0
Lapierre1997 Y O | 33/66 29/62 22.39 1.07 [0.75, 1.53] 0
Reynaert1995Y M C 33/51 30/50 22.68 1.08 [0.80, 1.46] 0
Williams1993 Y M C 18/62 25/60 19.02 0.70 [0.43, 1.14] 0
Subtotal (95% CI) 259 252 100.00 0.91 [0.77, 1.08]

Total events: 123 (Moclobemide), 132 (Control)

Test for heterogeneity: Chi>=6.31, df = 5 (P = 0.28), 1> = 20.8%

Test for overall effect: Z=1.10 (P = 0.27)

Total (95% Cl) 259 252 < 100.00 0.91 [0.77, 1.08]

Total events: 123 (Moclobemide), 132 (Control)

Test for heterogeneity: Chi> = 6.31, df = 5 (P = 0.28), I> = 20.8%

Test for overall effect: Z=1.10 (P = 0.27)
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Review: Pharmacology: Moclobemide

Comparison: 03 Efficacy: Moclobemide v SSRIs

Outcome: 04 Non-remitters

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% Cl % 95% Cl Order
32 Fluoxetine

Lapierre1997 Y O | 37/66 39/62 100.00 0.89 [0.67, 1.19]

Subtotal (95% Cl) 66 62 100.00 0.89 [0.67, 1.19]

Total events: 37 (Moclobemide), 39 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.79 (P = 0.43)

Total (95% Cl) 66 62 <o 100.00 0.89 [0.67, 1.19]

Total events: 37 (Moclobemide), 39 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.79 (P = 0.43)
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Review: Pharmacology: Moclobemide
Comparison: 04 Tolerability: Moclobemide vs SSRIs

Outcome: 01 Leaving the study early

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
32 Fluoxetine

Duarte1996 Y O | 0/21 0/21 Not estimable 0
Gattaz1995 Y I C 8/35 8/34 —— 10.39 0.97 [0.41, 2.29] 0
Geerts1994 Y M C 9/24 12/25 —a— 15.04 0.78 [0.40, 1.51] 0
Lapierre1997 Y O | 13/66 8/62 — 10.56 1.53 [0.68, 3.43] 0
Reynaert1995 Y M C 13/51 8/50 —— 10.34 1.59 [0.72, 3.51] 0
Williams1993 Y M C 13/62 17/60 —— 22.11 0.74 [0.39, 1.39] 0
Subtotal (95% Cl) 259 252 <@ 68.44 1.03 [0.75, 1.43]

Total events: 56 (Moclobemide), 53 (Control)

Test for heterogeneity: Chi? = 3.85, df = 4 (P = 0.43), I>= 0%

Test for overall effect: Z=0.20 (P = 0.84)

33 Fluvoxamine

Barrelet1991 Y M C 5/31 5/30 —_——— 6.50 0.97 [0.31, 3.01] 0
Bougerol1992 Y M | 15/67 19/63 —a— 25.06 0.74 [0.41, 1.33] 0
Subtotal (95% Cl) 98 93 - 31.56 0.79 [0.47, 1.32]

Total events: 20 (Moclobemide), 24 (Control)

Test for heterogeneity: Chi>=0.17, df = 1 (P = 0.68), 1= 0%

Test for overall effect: Z=0.90 (P = 0.37)

Total (95% Cl) 357 345 <@ 100.00 0.96 [0.73, 1.26]

Total events: 76 (Moclobemide), 77 (Control)

Test for heterogeneity: Chi? = 4.62, df = 6 (P = 0.59), I>= 0%

Test for overall effect: Z=0.31 (P = 0.75)
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Review: Pharmacology: Moclobemide
Comparison: 04 Tolerability: Moclobemide vs SSRIs

Outcome: 02 Leaving the study due to side effects

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order
32 Fluoxetine

Gattaz1995Y I C 0/35 0/34 Not estimable 0
Geerts1994 Y M C 3/24 1/25 = > 3.30 3.13 [0.35, 28.00] 0
Lapierre1997 Y O | 6/66 7/62 —_— 24.35 0.81 [0.29, 2.26] 0
Reynaert1995 Y M C 7/51 2/50 = » 6.81 3.43 [0.75, 15.72] 0
Williams1993 Y M C 5/62 7/60 —_— 24.00 0.69 [0.23, 2.06] 0
Subtotal (95% CI) 238 231 - 58.47 1.20 [0.65, 2.20]

Total events: 21 (Moclobemide), 17 (Control)

Test for heterogeneity: Chi>=4.11, df = 3 (P = 0.25), I = 27.0%

Test for overall effect: Z = 0.57 (P = 0.57)

33 Fluvoxamine

Barrelet1991 Y M C 2/31 4/30 -8 13.71 0.48 [0.10, 2.45] 0
Bougerol1992 Y M | 6/67 8/63 — 27.82 0.71 [0.26, 1.92] 0
Subtotal (95% Cl) 98 93 —l— 41.53 0.63 [0.27, 1.48]

Total events: 8 (Moclobemide), 12 (Control)

Test for heterogeneity: Chi>=0.15, df = 1 (P = 0.70), I>= 0%

Test for overall effect: Z = 1.06 (P = 0.29)

Total (95% Cl) 336 324 e 100.00 0.96 [0.59, 1.57]

Total events: 29 (Moclobemide), 29 (Control)

Test for heterogeneity: Chi>=5.31, df =5 (P = 0.38), I>=5.9%

Test for overall effect: Z=0.16 (P = 0.88)
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Review: Pharmacology: Moclobemide
Comparison: 04 Tolerability: Moclobemide vs SSRIs

Outcome: 03 Patients reporting adverse events
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
32 Fluoxetine
Duarte1996 Y O | 1/21 0/21 » 0.32 3.00 [0.13, 69.70] 0
Gattaz1995Y I C 15/35 16/34 —a— 10.50 0.91 [0.54, 1.54] 0
Geerts1994 Y M C 19/24 15/25 - 9.50 1.32 [0.90, 1.93] 0
Lapierre1997 Y O | 58/66 58/62 38.68 0.94 [0.84, 1.05] 0
Reynaert1995 Y M C 21/51 24/50 —% 15.67 0.86 [0.55, 1.33] 0
Subtotal (95% CI) 197 192 74.67 0.98 [0.85, 1.12]
Total events: 114 (Moclobemide), 113 (Control)
Test for heterogeneity: Chi* = 3.76, df = 4 (P = 0.44), I>= 0%
Test for overall effect: Z=0.35 (P = 0.73)
33 Fluvoxamine
Bougerol1992 Y M | 28/67 38/63 ——| 25.33 0.69 [0.49, O. 0
Subtotal (95% Cl) 67 63 @ 25.33 0.69 [0.49, 0.
Total events: 28 (Moclobemide), 38 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.08 (P = 0.04)
Total (95% CI) 264 255 ¢ 100.00 0.90 [0.79, 1.03]
Total events: 142 (Moclobemide), 151 (Control)
Test for heterogeneity: Chi>=7.14, df = 5 (P = 0.21), I>= 30.0%
Test for overall effect: Z=1.49 (P = 0.14)
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Review: Pharmacology: Moclobemide
Comparison: 05 Efficacy: Moclobemide vs TCAs

Outcome: 01 Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Beckers1990 Y | | 13 13.00(10.82) 14 14.50(9.35) —=— 3.86 -0.14 [-0.90, 0.61] 0
Newburn1990 Y O C 21 5.38(5.73) 16 7.50(8.00) —= 5.15 -0.31 [-0.96, 0.35] 0
Tanghe1997 Y | | 19 7.20(7.11) 19 15.54(11.93) — 4.98 -0.83 [-1.50, -0.17] 0
Subtotal (95% Cl) 53 49 <o 13.98 -0.45 [-0.85, -0.05]
Test for heterogeneity: Chi = 2.08, df = 2 (P = 0.35), I>=3.7%
Test for overall effect: Z=2.21 (P = 0.03)
03 Clomipramine
Guelfi1992 Y 1 | 62 -16.20(10.30) 67 -18.10(10.20) & 18.41 0.18 [-0.16, 0.53] 0
Subtotal (95% CI) 62 67 <> 18.41 0.18 [-0.16, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
06 Imipramine
Hell1994 Y I C 11 9.80(6.50) 13 11.10(9.00) —=— 3.41 -0.16 [-0.96, 0.65] 0
Silverstone94 Y ? ? 72 13.00(7.80) 66 13.50(7.90) & 19.76 -0.06 [-0.40, 0.27] 0
Versiani1989A Y O | 158 -13.49(8.79) 152 -14.31(8.26) = 44 .43 0.10 [-0.13, 0.32] 0
Subtotal (95% ClI) 241 231 67.61 0.04 [-0.14, 0.22]
Test for heterogeneity: Chi> = 0.84, df = 2 (P = 0.66), I>= 0%
Test for overall effect: Z = 0.40 (P = 0.69)
Total (95% CI) 356 347 100.00 0.00 [-0.15, 0.14]
Test for heterogeneity: Chi> = 9.05, df =6 (P = 0.17), I>=33.7%
Test for overall effect: Z = 0.05 (P = 0.96)
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Review: Pharmacology: Moclobemide
Comparison: 05 Efficacy: Moclobemide vs TCAs
Outcome: 02 Sensitivity analysis: Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI Order
01 Amitriptyline
Beckers1990 Y | | 13 13.00(10.82) 14 14.50(9.35) —= 4.06 -0.14 [-0.90, 0.61] 0
Newburn1990 Y O C 21 5.38(5.73) 16 50(8.00) —= 5.42 -0.31 [-0.96, 0.35] 0
Subtotal (95% Cl) 34 30 <o 9.48 -0.24 [-0.73, 0.26]
Test for heterogeneity: Chi>=0.10, df = 1 (P = 0.75), 1= 0%
Test for overall effect: Z = 0.94 (P = 0.35)
03 Clomipramine
Guelfi1992 Y | | 62 -16.20(10.30) 67 -18.10(10.20) = 19.37 0.18 [-0.16, 0.53] 0
Subtotal (95% Cl) 62 67 < 19.37 0.18 [-0.16, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
06 Imipramine
Hell1994 Y I C 11 9.80(6.50) 13 11.10(9.00) —= 3.59 -0.16 [-0.96, 0.65] 0
Silverstone94 Y ? ? 72 13.00(7.80) 66 13.50(7.90) - 20.80 -0.06 [-0.40, 0.27] 0
Versiani1989A Y O | 158 -13.49(8.79) 152 -14.31(8.26) = 46.76 0.10 [-0.13, 0.32] 0
Subtotal (95% Cl) 241 231 71.15 0.04 [-0.14, 0.22]
Test for heterogeneity: Chi2 = 0.84, df = 2 (P = 0.66), I? = 0%
Test for overall effect: Z = 0.40 (P = 0.69)
Total (95% CI) 337 328 100.00 0.04 [-0.11, 0.19]
Test for heterogeneity: Chi2 = 2.81, df =5 (P = 0.73), I? = 0%
Test for overall effect: Z=0.51 (P = 0.61)
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Review: Pharmacology: Moclobemide
Comparison: 05 Efficacy: Moclobemide vs TCAs

Outcome: 03 Non-responders
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Amitriptyline
Bakish1992 Y O | 26/58 25/59 —— 7.88 1.06 [0.70, 1.60] 0
Subtotal (95% Cl) 58 59 D = 7.88 1.06 [0.70, 1.60]
Total events: 26 (Moclobemide), 25 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.27 (P = 0.79)
03 Clomipramine
Guelfi1992 Y I | 24/66 19/69 —— 5.90 1.32 [0.80, 2.17] 0
Lecrubier1995Y O | 41/98 42/93 13.70 0.93 [0.67, 1.28] 0
Subtotal (95% CI) 164 162 4.'; 19.60 1.05 [0.80, 1.37]
Total events: 65 (Moclobemide), 61 (Control)
Test for heterogeneity: Chi? = 1.38, df = 1 (P = 0.24), 1= 27.6%
Test for overall effect: Z = 0.32 (P = 0.75)
04 Dosulepin
Beaumont1993 Y P C 80/170 65/175 i 20.35 1.27 [0.99, 1.63] 0
Subtotal (95% CI) 170 175 @ 20.35 1.27 [0.99, 1.63]
Total events: 80 (Moclobemide), 65 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.85 (P = 0.06)
06 Imipramine
Hebenstreit90 Y M | 57/139 51/138 16.26 1.11 [0.83, 1.49] 0
Silverstone94 Y ? ? 45/83 50/83 15.89 0.90 [0.69, 1.17] 0
Versiani1989A Y O | 64/164 63/164 20.02 1.02 [0.77, 1.33] 0
Subtotal (95% CI) 386 385 52.17 1.01 [0.86, 1.19]
Total events: 166 (Moclobemide), 164 (Control)
Test for heterogeneity: Chi2 = 1.12, df = 2 (P = 0.57), 1= 0%
Test for overall effect: Z=0.12 (P = 0.91)
Total (95% CI) 778 781 P 2 100.00 1.07 [0.96, 1.21]
Total events: 337 (Moclobemide), 315 (Control)
Test for heterogeneity: Chi2 = 5.07, df = 6 (P = 0.54), 1= 0%
Test for overall effect: Z = 1.18 (P = 0.24)
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Review: Pharmacology: Moclobemide
Comparison: 05 Efficacy: Moclobemide vs TCAs

Outcome: 04 Non-remitters
Study Moclobemide Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI
03 Clomipramine
Koczkas1989 Y M C 22/32 19/30 26.83 1.09 [0.76, 1.55]
KraghSorensen95 Y PI 21/48 27/48 R 22.91 0.78 [0.52, 1.17]
Larsen1989 Y M C 16/22 9/20 —a— 14.86 1.62 [0.93, 2.80]
Subtotal (95% Cl) 102 98 L 64.59 1.07 [0.74, 1.56]
Total events: 59 (Moclobemide), 55 (Control)
Test for heterogeneity: Chi? = 4.52, df = 2 (P = 0.10), I> = 55.8%
Test for overall effect: Z=0.36 (P = 0.72)
08 Nortriptyline
Nair1995 E M | 28/36 26/38 —— 35.41 1.14 [0.86, 1.50]
Subtotal (95% Cl) 36 38 <> 35.41 1.14 [0.86, 1.50]
Total events: 28 (Moclobemide), 26 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.90 (P = 0.37)
Total (95% Cl) 138 136 <> 100.00 1.08 [0.85, 1.38]
Total events: 87 (Moclobemide), 81 (Control)
Test for heterogeneity: Chi? = 4.76, df = 3 (P = 0.19), I = 37.0%
Test for overall effect: Z=0.67 (P = 0.51)
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Review: Pharmacology: Moclobemide

Comparison: 06 Tolerability: Moclobemide vs TCAs
Outcome: 01 Leaving the study early
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Amitriptyline
Bakish1992 Y O | 18/58 20/59 —-— 8.23 0.92 [0.54, 1.55] 0
Beckers1990 Y I | 3/13 6/14 _. 2.40 0.54 [0.17, 1.72] 0
Newburn1990 Y O C 5/26 7/23 —_—— 3.08 0.63 [0.23, 1.72] 0
Subtotal (95% Cl) 97 96 P 13.70 0.79 [0.51, 1.21]
Total events: 26 (Moclobemide), 33 (Control)
Test for heterogeneity: Chi2 = 0.92, df =2 (P = 0.63), I? = 0%
Test for overall effect: Z=1.10 (P = 0.27)
03 Clomipramine
Guelfi1992 Y I | 19/66 13/69 —a— 5.27 1.53 [0.82, 2.84] 0
Jouvent1998 Y I | 13/65 8/59 —_— 3.48 1.48 [0.66, 3.31] 0
Koczkas1989 Y M C 13/32 8/30 —_—a 3.43 1.52 [0.74, 3.15] 0
KraghSorensen95 Y PI 9/48 18/48 — 7.47 0.50 [0.25, 1.00] 0
Larsen1989 Y M C 6/22 3/20 _——— 1.30 1.82 [0.52, 6.32] 0
Lecrubier1995Y O | 17/98 21/93 — 8.94 0.77 [0.43, 1.36] 0
Subtotal (95% Cl) 331 319 < 29.89 1.05 [0.79, 1.39]
Total events: 77 (Moclobemide), 71 (Control)
Test for heterogeneity: Chi? = 9.39, df =5 (P = 0.09), I = 46.7%
Test for overall effect: Z = 0.34 (P = 0.74)
04 Dosulepin
Beaumont1993 Y P C 42/170 38/175 —ri— 15.54 1.14 [0.77, 1.67] 0
Subtotal (95% ClI) 170 175 ’ 15.54 1.14 [0.77, 1.67]
Total events: 42 (Moclobemide), 38 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.66 (P = 0.51)
06 Imipramine
Silverstone94 Y ? ? 27/83 33/83 —a— 13.69 0.82 [0.54, 1.23] 0
Versiani1989AY O | 43/164 48/164 —— 19.91 0.90 [0.63, 1.27] 0
Subtotal (95% CI) 247 247 0 33.60 0.86 [0.66, 1.13]
Total events: 70 (Moclobemide), 81 (Control)
Test for heterogeneity: Chi?=0.11, df =1 (P = 0.74), > = 0%
Test for overall effect: Z = 1.08 (P = 0.28)
08 Nortriptyline
Nairf995 EM | 21/36 18/38 —— 7.27 1.23 [0.80, 1.90] 0
Subtotal (95% Cl) 36 38 R 7.27 1.23 [0.80, 1.90]
Total events: 21 (Moclobemide), 18 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
Total (95% Cl) 881 875 0 100.00 0.98 [0.84, 1.14]
Total events: 236 (Moclobemide), 241 (Control)
Test for heterogeneity: Chi? = 14.11, df = 12 (P = 0.29), I = 15.0%
Test for overall effect: Z = 0.29 (P = 0.78)
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Review: Pharmacology: Moclobemide

Comparison: 06 Tolerability: Moclobemide vs TCAs
Outcome: 02 Leaving the study due to side effects
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Amitriptyline
Bakish1992 Y O | 3/58 10/59 —— 9.52 0.31 [0.09, 1.05] 0
Beckers1990 Y I | 0/13 2/14 < 2.32 0.21 [0.01, 4.08] 0
Newburn1990 Y O C 1/26 2/23 <4 = 2.04 0.44 [0.04, 4.56] 0
Subtotal (95% Cl) 97 96 e 13.87 0.31 [0.11, 0.86]
Total events: 4 (Moclobemide), 14 (Control)
Test for heterogeneity: Chi2 = 0.15, df =2 (P = 0.93), I? = 0%
Test for overall effect: Z = 2.24 (P = 0.02)
03 Clomipramine
Guelfi1992 Y | | 2/66 5/69 ¢ 4.69 0.42 [0.08, 2.08] 0
Koczkas1989 Y M C 6/32 3/30 _————— 2.97 1.88 [0.51, 6.83] 0
KraghSorensen95 Y Pl 4/48 15/48 ¢+—.— 14.40 0.27 [0.10, 0.75] 0
Larsen1989 Y M C 2/22 2/20 2.01 0.91 [0.14, 5.86] 0
Lecrubier1995Y O | 5/98 10/93 e 9.85 0.47 [0.17, 1.34] 0
Subtotal (95% CI) 266 260 . 33.93 0.53 [0.31, 0.90]
Total events: 19 (Moclobemide), 35 (Control)
Test for heterogeneity: Chi? = 5.83, df =4 (P =0.21), I =31.4%
Test for overall effect: Z = 2.36 (P = 0.02)
04 Dosulepin
Beaumont1993Y P C 16/170 24/175 —a— 22.70 0.69 [0.38, 1 0
Subtotal (95% Cl) 170 175 - 22.70 0.69 [0.38, 1.
Total events: 16 (Moclobemide), 24 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.24 (P = 0.22)
06 Imipramine
Silverstone94 Y ? ? 2/83 10/83 ¢ —— 9.60 0.20 [0.05, 0.89] 0
Versiani1989A Y O | 5/164 11/164 —_—. 10.56 0.45 [0.16, 1.28] 0
Subtotal (95% Cl) 247 247 el 20.16 0.33 [0.14, 0.77]
Total events: 7 (Moclobemide), 21 (Control)
Test for heterogeneity: Chi? = 0.80, df =1 (P = 0.37), I = 0%
Test for overall effect: Z = 2.57 (P = 0.01)
08 Nortriptyline
Nairf995 E M | 2/36 10/38 +—— 9.34 0.21 [0.05, 0.90] 0
Subtotal (95% CI) 36 38 i 9.34 0.21 [0.05, 0.90]
Total events: 2 (Moclobemide), 10 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.11 (P = 0.04)
Total (95% Cl) 816 816 ’ 100.00 0.46 [0.34, 0.64]
Total events: 48 (Moclobemide), 104 (Control)
Test for heterogeneity: Chi? = 10.84, df = 11 (P = 0.46), I = 0%
Test for overall effect: Z = 4.61 (P < 0.00001)
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Review: Pharmacology: Moclobemide
Comparison:

06 Tolerability: Moclobemide vs TCAs

Outcome: 03 Patients reporting adverse events
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 Amitriptyline
Bakish1992 Y O | 47/58 54/59 B 16.23 .89 [0.76, .03] 0
Beckers1990 Y I | 8/13 7/14 —_—t 2.04 .23 [0.63, 2.42] 0
Subtotal (95% Cl) 71 73 < 18.28 .92 [0.79, 1.08]
Total events: 55 (Moclobemide), 61 (Control)
Test for heterogeneity: Chiz2=1.01,df=1 (P =0.31), 2=1.3%
Test for overall effect: Z = 1.00 (P = 0.32)
03 Clomipramine
Koczkas1989 Y M C 12/32 22/30 — 6.89 .51 [0.31, 0
Subtotal (95% CI) 32 30 e 6.89 .51 [0.31,
Total events: 12 (Moclobemide), 22 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.65 (P = 0.008)
04 Dosulepin
Beaumont1993 Y P C 64/170 86/175 — 25.70 .77 10.60, 8] 0
Subtotal (95% CI) 170 175 <o 25.70 .77 [0.60, 8]
Total events: 64 (Moclobemide), 86 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.13 (P = 0.03)
06 Imipramine
Versiani1989A Y O | 110/164 128/164 E o 38.81 .86 [0.75, 8] 0
Subtotal (95% Cl) 164 164 ¢ 38.81 .86 [0.75, 8]
Total events: 110 (Moclobemide), 128 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.21 (P = 0.03)
08 Nortriptyline
Nairt995 EM | 30/36 35/38 —- 10.33 .90 [0.76, 08] 0
Subtotal (95% Cl) 36 38 <& 10.33 .90 [0.76, 08]
Total events: 30 (Moclobemide), 35 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.13 (P = 0.26)
Total (95% Cl) 473 480 ¢ 100.00 .83 [0.76, 0.91]
Total events: 271 (Moclobemide), 332 (Control)
Test for heterogeneity: Chi? =7.42, df =5 (P =0.19), I = 32.6%
Test for overall effect: Z = 4.02 (P < 0.0001)
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Review: Pharmacology: Moclobemide

Comparison: 07 Inpatients: Moclobemide vs antidepressants
Outcome: 01 Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% CI % 95% CI Order
01 Amitriptyline
Beckers1990 Y I | 13 13.00(10.82) 14 14.50(9.35) —s— 10.13 -0.14 [-0.90, 0.61] 0
Tanghe1997 Y I | 19 7.20(7.11) 19 15.54(11.93) _— 13.07 -0.83 [-1.50, -0.17] 0
Subtotal (95% Cl) 32 33 <o 23.20 -0.53 [-1.03, -0.03]
Test for heterogeneity: Chiz = 1.79, df = 1 (P = 0.18), I = 44.0%
Test for overall effect: Z = 2.08 (P = 0.04)
03 Clomipramine
Guelfi1992 Y I | 62 -16.20(10.30) 67 -18.10(10.20) 48.35 0.18 [-0.16, 0.53] 0
Subtotal (95% CI) 62 67 t 48.35 0.18 [-0.16, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
06 Imipramine
Hell1994 Y | C 11 9.80(6.50) 13 11.10(9.00) —— 8.95 -0.16 [-0.96, 0.65] 0
Subtotal (95% Cl) 11 13 8.95 -0.16 [-0.96, 0.65
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.38 (P = 0.70)
32 Fluoxetine
Gattaz1995Y | C 27 12.92(8.33) 25 11.67(6.67) 19.50 0.16 [-0.38, 0
Subtotal (95% CI) 27 25 19.50 0.16 [-0.38,
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.58 (P = 0.56)
Total (95% CI) 132 138 100.00 -0.02 [-0.26, 0.22]
Test for heterogeneity: Chi? = 7.69, df =4 (P = 0.10), I* = 48.0%
Test for overall effect: Z = 0.14 (P = 0.89)
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Review: Pharmacology: Moclobemide

Comparison: 07 Inpatients: Moclobemide vs antidepressants

Outcome: 02 Sensitivity analysis: Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline

Beckers1990 Y | | 13 13.00(10.82) 14 14.50(9.35) —s— 11.66 -0.14 [-0.90, 61] 0
Subtotal (95% Cl) 13 14 B 11.66 -0.14 [-0.90, 61]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.37 (P =0.71)
03 Clomipramine

Guelfi1992 Y I | 62 -16.20(10.30) 67 -18.10(10.20) = 55.61 0.18 [-0.16, 53] 0
Subtotal (95% Cl) 62 67 < 55.61 0.18 [-0.16, 53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
06 Imipramine

Hell1994 Y I C 11 9.80(6.50) 13 11.10(9.00) —s— 10.30 -0.16 [-0.96, .65] 0
Subtotal (95% Cl) 11 13 B 10.30 -0.16 [-0.96, 0.65]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.38 (P = 0.70)
32 Fluoxetine

Gattaz1995Y I C 27 12.92(8.33) 25 11.67(6.67) —E— 22.44 0.16 [-0.38, .71] 0
Subtotal (95% Cl) 27 25 - 22.44 0.16 [-0.38, 0.71]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.58 (P = 0.56)
Total (95% Cl) 113 119 > 100.00 0.11 [-0.15, 0.36]
Test for heterogeneity: Chi2 = 1.07, df = 3 (P = 0.78), I? = 0%
Test for overall effect: Z = 0.80 (P = 0.42)
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Review:

Pharmacology: Moclobemide

Comparison: 07 Inpatients: Moclobemide vs antidepressants
Outcome: 03 Non-responders
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
03 Clomipramine
Guelfi1992 Y I | 24/66 19/69 —— 47.80 .32 [0.80, 2.17] 0
Subtotal (95% CI) 66 69 . 47.80 .32 [0.80, 2.17]
Total events: 24 (Moclobemide), 19 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.09 (P = 0.27)
32 Fluoxetine
Gattaz1995Y I C 19/35 20/34 52.20 .92 [0.61, 1.40] 0
Subtotal (95% CI) 35 34 52.20 .92 [0.61, 1.40]
Total events: 19 (Moclobemide), 20 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.38 (P = 0.70)
Total (95% Cl) 101 103 - 100.00 .11 [0.80, 1.54]
Total events: 43 (Moclobemide), 39 (Control)
Test for heterogeneity: Chi? = 1.24, df = 1 (P = 0.27), 1>=19.2%
Test for overall effect: Z = 0.64 (P = 0.52)
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Review: Pharmacology: Moclobemide

Comparison: 07 Inpatients: Moclobemide vs antidepressants

Outcome: 04 Leaving the study early

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Amitriptyline

Beckers1990 Y I | 3/13 6/14 —_— 16.51 .54 [0.17, 1.72] 0
Subtotal (95% CI) 13 14 ——— 16.51 0.54 [0.17, 1.72]

Total events: 3 (Moclobemide), 6 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.04 (P = 0.30)

03 Clomipramine

Guelfi1992 Y I | 19/66 13/69 —1— 36.33 .53 [0.82, 2.84] 0
Jouvent1998 Y | | 13/65 8/59 — 23.97 .48 [0.66, 3.31] 0
Subtotal (95% CI) 131 128 e 60.29 .51 [0.92, 2.46]

Total events: 32 (Moclobemide), 21 (Control)

Test for heterogeneity: Chi> = 0.00, df = 1 (P = 0.95), I>=0%

Test for overall effect: Z = 1.63 (P = 0.10)

32 Fluoxetine

Gattaz1995Y | C 8/35 8/34 23.19 .97 [0.41, 2.29] 0
Subtotal (95% CI) 35 34 i 23.19 0.97 [0.41, 2.29]

Total events: 8 (Moclobemide), 8 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.07 (P = 0.95)

Total (95% CI) 179 176 @ 100.00 .22 [0.82, 1.82]

Total events: 43 (Moclobemide), 35 (Control)
Test for heterogeneity: Chi? = 2.89, df = 3 (P = 0.41), I>=0%
Test for overall effect: Z=1.00 (P = 0.32)
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Review: Pharmacology: Moclobemide

Comparison: 07 Inpatients: Moclobemide vs antidepressants

Outcome: 05 Leaving the study due to side effects

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Amitriptyline

Beckers1990 Y I | 0/13 2/14 +—=n 33.05 .21 [0.01, 4.08] 0
Subtotal (95% Cl) 13 14 I 33.05 0.21 [0.01, 4.08]

Total events: 0 (Moclobemide), 2 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.02 (P = 0.31)

03 Clomipramine

Guelfi1992 Y I | 2/66 5/69 — B 66.95 .42 [0.08, 2.08] 0
Subtotal (95% ClI) 66 69 o 66.95 0.42 [0.08, 2.08]

Total events: 2 (Moclobemide), 5 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.06 (P = 0.29)

32 Fluoxetine

Gattaz1995Y 1 C 0/35 0/34 Not estimable 0
Subtotal (95% Cl) 35 34 Not estimable

Total events: 0 (Moclobemide), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: not applicable

Total (95% Cl) 114 117 e 100.00
Total events: 2 (Moclobemide), 7 (Control)
Test for heterogeneity: Chi>=0.15, df = 1 (P = 0.70), I>= 0%
Test for overall effect: Z=1.47 (P =0.14)

0.35 [0.09, 1.42]
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Review: Pharmacology: Moclobemide

Comparison: 07 Inpatients: Moclobemide vs antidepressants
Outcome: 06 Patients reporting adverse events
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Amitriptyline
Beckers1990 Y | | 8/13 7/14 — 29.34 .23 [0.63, 2.42] 0
Subtotal (95% Cl) 13 14 ‘ 29.34 .23 [0.63, 2.42]
Total events: 8 (Moclobemide), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.60 (P = 0.55)
32 Fluoxetine
Gattaz1995Y I C 15/35 16/34 70.66 .91 [0.54, 1.54] 0
Subtotal (95% CI) 35 34 70.66 0.91 [0.54, 1
Total events: 15 (Moclobemide), 16 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.35 (P = 0.73)
Total (95% Cl) 48 48 R 100.00 .00 [0.66, 1.52]
Total events: 23 (Moclobemide), 23 (Control)
Test for heterogeneity: Chi? = 0.48, df = 1 (P = 0.49), 1= 0%
Test for overall effect: Z = 0.02 (P = 0.98)
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Review: Pharmacology: Moclobemide
Comparison: 08 Outpatients: Moclobemide vs antidepressants

Outcome: 01 Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Amitriptyline
Newburn1990 Y O C 21 5.38(5.73) 16 7.50(8.00) —= 7.06 -0.31 [-0.96, 0.35] 0
Subtotal (95% Cl) 21 16 L = 7.06 -0.31 [-0.96, 0.35]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.91 (P = 0.36)
06 Imipramine
Versiani1989A Y O | 158 -13.49(8.79) 152 -14.31(8.26) = 60.89 0.10 [-0.13, 0.32] 0
Subtotal (95% Cl) 158 152 * 60.89 0.10 [-0.13, 0.32]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.84 (P = 0.40)
32 Fluoxetine
Duarte1996 Y O | 21 9.80(3.17) 21 13.34(2.60) —a— 6.90 -1.20 [-1.86, -0.54] 0
Lapierre1997 Y O | 66 11.76(8.53) 62 12.06(7.65) - 25.15 -0.04 [-0.38, 0.31] 0
Subtotal (95% CI) 87 83 32.05 -0.29 [-0.59, 0.02]
Test for heterogeneity: Chi = 9.28, df = 1 (P = 0.002), I? = 89.2%
Test for overall effect: Z=1.83 (P = 0.07)
Total (95% CI) 266 251 100.00 -0.06 [-0.23, 0.12]

Test for heterogeneity: Chi? = 13.78, df = 3 (P = 0.003), I> = 78.2%
Test for overall effect: Z = 0.62 (P = 0.53)
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Review: Pharmacology: Moclobemide
Comparison: 08 Outpatients: Moclobemide vs antidepressants

Outcome: 02 Sensitivity analysis: Mean endpoint scores
Study Moclobemide Alternative SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Amitriptyline

Newburn1990 Y O C 21 5.38(5.73) 16 7.50(8.00) —= 7.58 -0.31 [-0.96, 35]
Subtotal (95% Cl) 21 16 R = 7.58 -0.31 [-0.96, 35]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.91 (P = 0.36)
06 Imipramine

Versiani1989A Y O | 158 -13.49(8.79) 152 -14.31(8.26) = 65.40 0.10 [-0.13, .32
Subtotal (95% CI) 158 152 65.40 0.10 [-0.13, .32
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.84 (P = 0.40)
32 Fluoxetine

Lapierre1997 Y O | 66 11.76(8.53) 62 12.06(7.65) - 27.02 -0.04 [-0.38, .31
Subtotal (95% ClI) 66 62 27.02 -0.04 [-0.38, .31
Test for heterogeneity: not applicable
Test for overall effect: Z=0.21 (P = 0.84)
Total (95% Cl) 245 230 100.00 0.03 [-0.15, .21]
Test for heterogeneity: Chi2 = 1.49, df =2 (P = 0.48), I? = 0%
Test for overall effect: Z=0.32 (P = 0.75)
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Review: Pharmacology: Moclobemide
Comparison: 08 Outpatients: Moclobemide vs antidepressants

Outcome: 03 Non-responders

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% CI Order
01 Amitriptyline

Bakish1992 Y O | 26/58 25/59 —a— 14.26 1.06 [0.70, 1.60] 0
Subtotal (95% Cl) 58 59 N 14.26 1.06 [0.70, 1.60]

Total events: 26 (Moclobemide), 25 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.27 (P = 0.79)

03 Clomipramine

Lecrubier1995Y O | 41/98 42/93 24.80 0.93 [0.67, 1.28] 0
Subtotal (95% Cl) 98 93 1 24.80 0.93 [0.67, 1.28]

Total events: 41 (Moclobemide), 42 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.46 (P = 0.64)

06 Imipramine

Versiani1989A Y O | 64/164 63/164 36.25 1.02 [0.77, 1.33] 0
Subtotal (95% CI) 164 le4 1 36.25 1.02 [0.77, 1.33]

Total events: 64 (Moclobemide), 63 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.11 (P = 0.91)

32 Fluoxetine

Duarte1996 Y O | 6/21 13/21 —_—a— 7.48 0.46 [0.22, 0.98] 0
Lapierre1997 Y O | 33/66 29/62 17.21 1.07 [0.75, 1.53] 0
Subtotal (95% CI) 87 83 ;F 24.69 0.88 [0.64, 1.22]

Total events: 39 (Moclobemide), 42 (Control)

Test for heterogeneity: Chi? = 3.92, df = 1 (P = 0.05), I =74.5%

Test for overall effect: Z=0.75 (P = 0.45)

Total (95% Cl) 407 399 0 100.00 0.97 [0.82, 1.14]

Total events: 170 (Moclobemide), 172 (Control)

Test for heterogeneity: Chi? = 4.36, df = 4 (P = 0.36), I?=8.3%

Test for overall effect: Z=0.40 (P = 0.69)
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Review: Pharmacology: Moclobemide

Comparison: 08 Outpatients: Moclobemide vs antidepressants

Outcome: 04 Non-remitters

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
32 Fluoxetine

Lapierre1997 Y O | 37/66 39/62 100.00 0.89 [0.67, 1.19] 0
Subtotal (95% CI) 66 62 100.00 0.89 [0.67, 1.19]

Total events: 37 (Moclobemide), 39 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.79 (P = 0.43)

Total (95% Cl) 66 62 <o 100.00 0.89 [0.67, 1.19]

Total events: 37 (Moclobemide), 39 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.79 (P = 0.43)
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Review: Pharmacology: Moclobemide

Comparison: 08 Outpatients: Moclobemide vs antidepressants
Outcome: 05 Leaving the study early
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Amitriptyline
Bakish1992 Y O | 18/58 20/59 18.87 .92 [0.54, 1.55] 0
Newburn1990 Y O C 5/26 7/23 7.07 .63 [0.23, 1.72] 0
Subtotal (95% ClI) 84 82 25.95 .84 [0.53, 1.33]
Total events: 23 (Moclobemide), 27 (Control)
Test for heterogeneity: Chi> = 0.42, df = 1 (P = 0.52), I>= 0%
Test for overall effect: Z = 0.75 (P = 0.46)
03 Clomipramine
Lecrubier1995Y O | 17/98 21/93 —R 20.51 .77 [0.43, 1.36] 0
Subtotal (95% Cl) 98 93 - 20.51 .77 [0.43, 1.36]
Total events: 17 (Moclobemide), 21 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.90 (P = 0.37)
06 Imipramine
Versiani1989A Y O | 43/164 48/164 45.69 .90 [0.63, 1.27] 0
Subtotal (95% CI) 164 164 i 45.69 .90 [0.63, 1.27]
Total events: 43 (Moclobemide), 48 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.62 (P = 0.54)
32 Fluoxetine
Duarte1996 Y O | 0/21 0/21 Not estimable 0
Lapierre1997 Y O | 13/66 8/62 — 7.85 .53 [0.68, 3.43] 0
Subtotal (95% CI) 87 83 ‘ 7.85 .53 [0.68, 3.43]
Total events: 13 (Moclobemide), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.02 (P = 0.31)
Total (95% CI) 433 422 <o 100.00 .90 [0.71, 1.15]
Total events: 96 (Moclobemide), 104 (Control)
Test for heterogeneity: Chi = 2.42, df = 4 (P = 0.66), I>= 0%
Test for overall effect: Z=0.82 (P = 0.41)
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Review: Pharmacology: Moclobemide

Comparison: 08 Outpatients: Moclobemide vs antidepressants
Outcome: 06 Leaving the study due to side effects
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 Amitriptyline
Bakish1992 Y O | 3/58 10/59 ¢———8— 24.47 .31 [0.09, 1.05] 0
Newburn1990 YO C 1/26 2/23 < = 5.24 .44 [0.04, .56] 0
Subtotal (95% Cl) 84 82 e 29.71 .33 [0.11, 0.98]
Total events: 4 (Moclobemide), 12 (Control)
Test for heterogeneity: Chi>=0.08, df = 1 (P = 0.78), I>= 0%
Test for overall effect: Z = 1.99 (P = 0.05)
03 Clomipramine
Lecrubier1995Y O | 5/98 10/93 — 25.33 .47 [0.17, 0
Subtotal (95% Cl) 98 93 e 25.33 0.47 [0.17,
Total events: 5 (Moclobemide), 10 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.41 (P = 0.16)
06 Imipramine
Versiani1989A Y O | 5/164 11/164 — 27.15 .45 [0.16, .28] 0
Subtotal (95% Cl) 164 164 —t 27.15 0.45 [0.16, 1.28]
Total events: 5 (Moclobemide), 11 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.49 (P = 0.14)
32 Fluoxetine
Lapierre1997 Y O | 6/66 7/62 —a 17.82 .81 [0.29, 2.26] 0
Subtotal (95% Cl) 66 62 ——el 17.82 .81 [0.29, 2.26]
Total events: 6 (Moclobemide), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.41 (P = 0.68)
Total (95% Cl) 412 401 ’ 100.00 .48 [0.29, .811]
Total events: 20 (Moclobemide), 40 (Control)
Test for heterogeneity: Chi? = 1.48, df = 4 (P = 0.83), 1= 0%
Test for overall effect: Z =2.74 (P = 0.006)
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Review: Pharmacology: Moclobemide

Comparison: 08 Outpatients: Moclobemide vs antidepressants

Outcome: 07 Patients reporting adverse events

Study Moclobemide Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Amitriptyline

Bakish1992 Y O | 47/58 54/59 i 22.14 .89 [0.76, 1.03] 0
Subtotal (95% ClI) 58 59 ‘ 22.14 .89 [0.76, 1.03]

Total events: 47 (Moclobemide), 54 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.63 (P =0.10)

06 Imipramine

Versiani1989A Y O | 110/164 128/164 L | 52.93 .86 [0.75, 0.98] 0
Subtotal (95% Cl) 164 164 ¢ 52.93 .86 [0.75, 0.98]

Total events: 110 (Moclobemide), 128 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z =2.21 (P = 0.03)

32 Fluoxetine

Duarte1996 Y O | 1/21 0/21 = > 0.21 .00 [0.13, 69.70] 0
Lapierre1997 Y O | 58/66 58/62 24.73 .94 [0.84, 1.05] 0
Subtotal (95% CI) 87 83 I 24.94 .96 [0.85, 1.08]

Total events: 59 (Moclobemide), 58 (Control)

Test for heterogeneity: Chi>=0.61, df = 1 (P = 0.44), I>=0%

Test for overall effect: Z = 0.74 (P = 0.46)

Total (95% Cl) 309 306 ‘ 100.00 .89 [0.82, 0.97]

Total events: 216 (Moclobemide), 240 (Control)

Test for heterogeneity: Chi>=1.76, df = 3 (P = 0.62), I>= 0%

Test for overall effect: Z = 2.77 (P = 0.006)
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RR (fixed)
95% Cl

Review: Pharmacology: Moclobemide

Comparison: 09 Primary care patients: Moclobemide vs antidepressants
Outcome: 01 Non-responders

Study Moclobemide Control
or sub-category n/N n/N
04 Dosulepin

Beaumont1993 Y P C 80/170 65/175
Subtotal (95% CI) 170 175
Total events: 80 (Moclobemide), 65 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.85 (P = 0.06)

Total (95% Cl) 170 175

Total events: 80 (Moclobemide), 65 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.85 (P = 0.06)
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Review: Pharmacology: Moclobemide

Comparison: 09 Primary care patients: Moclobemide vs antidepressants
Outcome: 02 Non-remitters

Study Moclobemide Control
or sub-category n/N n/N
03 Clomipramine

KraghSorensen95 Y PI 21/48 27/48

Subtotal (95% CI) 48 48
Total events: 21 (Moclobemide), 27 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.21 (P = 0.23)

Total (95% CI) 48 48
Total events: 21 (Moclobemide), 27 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.21 (P = 0.23)
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Review: Pharmacology: Moclobemide

Comparison: 09 Primary care patients: Moclobemide vs antidepressants
Outcome: 03 Leaving the study early
Study Moclobemide Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
03 Clomipramine
KraghSorensen95 Y PI 9/48 18/48 —— 43.61 .50 [0.25, 1.00 0
Subtotal (95% Cl) 48 48 el 43.61 .50 [0.25, 1.00
Total events: 9 (Moclobemide), 18 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.96 (P = 0.05)
04 Dosulepin
Beaumont1993 Y P C 42/170 38/175 56.39 .14 [0.77, 1 0
Subtotal (95% CI) 170 175 56.39 .14 [0.77, 1.
Total events: 42 (Moclobemide), 38 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.66 (P = 0.51)
Total (95% Cl) 218 223 el 100.00 .79 [0.36, 1.77]
Total events: 51 (Moclobemide), 56 (Control)
Test for heterogeneity: Chi>=4.14, df = 1 (P = 0.04), I>=75.8%
Test for overall effect: Z = 0.56 (P = 0.57)
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Review: Pharmacology: Moclobemide
Comparison: 09 Primary care patients: Moclobemide vs antidepressants

Outcome: 04 Leaving the study due to side effects
Study Moclobemide Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% CI Order
03 Clomipramine
KraghSorensen95 Y PI 4/48 15/48 ¢+——B— 39.86 .27 [0.10, 0.75] 0
Subtotal (95% Cl) 48 48 —e— 39.86 .27 [0.10, 0.75]
Total events: 4 (Moclobemide), 15 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.52 (P = 0.01)
04 Dosulepin
Beaumont1993 Y P C 16/170 24/175 —— 60.14 .69 [0.38, 1.25] 0
Subtotal (95% Cl) 170 175 - 60.14 .69 [0.38, 1.25]
Total events: 16 (Moclobemide), 24 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.24 (P = 0.22)
Total (95% CI) 218 223 el 100.00 .47 [0.19, 1.17]
Total events: 20 (Moclobemide), 39 (Control)
Test for heterogeneity: Chi? = 2.45, df = 1 (P = 0.12), 1= 59.1%
Test for overall effect: Z = 1.62 (P = 0.10)
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Review: Pharmacology: Moclobemide
Comparison: 09 Primary care patients: Moclobemide vs antidepressants
Outcome: 05 Patients reporting adverse events
Study Moclobemide Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
04 Dosulepin
Beaumont1993 Y P C 64/170 86/175 l 100.00 0.77 [0.60, 0.98] 0
Subtotal (95% Cl) 170 175 <o 100.00 0.77 [0.60, 0.98]
Total events: 64 (Moclobemide), 86 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.13 (P = 0.03)
Total (95% Cl) 170 175 <P 100.00 0.77 [0.60, 0.98]
Total events: 64 (Moclobemide), 86 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.13 (P = 0.03)
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Review: Pharmacology: Moclobemide
Comparison: 10 Efficacy: Moclobemide vs placebo
Outcome: 01 Mean endpoint scores
Study Moclobemide Placebo SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
Casacchia1984 Y | | 18 16.50(10.80) 16 29.10(10.00) —e— 23.52 -1.18 [-1.92, -0.44] 0
Silverstone94 Y ? ? 72 13.00(7.80) 69 13.80(7.70) - 36.76 -0.10 [-0.43, 0.23] 0
Versiani1989A Y O | 158 -13.49(8.79) 157 -7.24(8.51) - 39.71 -0.72 [-0.95, -0.49] 0
Total (95% CI) 248 242 < 100.00 -0.60 [-1.13, -0.07]
Test for heterogeneity: Chi? = 11.98, df = 2 (P = 0.003), I> = 83.3%
Test for overall effect: Z = 2.22 (P = 0.03)
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Review: Pharmacology: Moclobemide
Comparison: 10 Efficacy: Moclobemide vs placebo
Outcome: 02 Non-responders
Study Treatment Placebo RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
Bakish1992 Y O | 26/58 36/56 29.77 0.70 [0.49, 0.99] 0
Silverstone94 Y ? ? 45/83 48/83 33.72 0.94 [0.72, 1.23] 0
Versiani1989A Y O | 64/164 116/162 - 36.50 0.55 [0.44, 0.68] 0
Total (95% ClI) 305 301 100.00 0.70 [0.50, 0.99]
Total events: 135 (Treatment), 200 (Placebo)
Test for heterogeneity: Chi? = 9.59, df = 2 (P = 0.008), I? = 79.1%
Test for overall effect: Z = 1.99 (P = 0.05)
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Review: Pharmacology: Moclobemide
Comparison: 10 Efficacy: Moclobemide vs placebo

Outcome: 03 Non-remitters
Study Moclobemide Placebo RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
Larsen1989 Y M C 16/22 14/18 32.18 0.94 [0.66, 1.33] 0
Nair1995 E M | 28/36 32/35 67.82 0.85 [0.70, 1.04] 0
Total (95% Cl) 58 53 100.00 0.88 [0.73, 1.05]
Total events: 44 (Moclobemide), 46 (Placebo)
Test for heterogeneity: Chiz = 0.21, df = 1 (P = 0.64), 1= 0%
Test for overall effect: Z = 1.42 (P = 0.15)
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Review: Pharmacology: Moclobemide
Comparison: 11 Tolerability: Moclobemide vs placebo
Outcome: 01 Leaving the study early
Study Moclobemide Placebo RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
Bakish1992 Y O | 18/58 28/56 —— 16.73 0.62 [0.39, 0.99] 0
Casacchia1984 Y | | 9/18 5/16 —_— 7.09 1.60 [0.68, 3.79] 0
Larsen1989 Y M C 6/22 5/18 —* 5.43 0.98 [0.36, 2.70] 0
Nair1995 E M | 21/36 15/35 - 16.44 1.36 [0.85, 2.18] 0
Ose1992Y O | 16/35 12/33 — 12.81 1.26 [0.71, 2.24] 0
Silverstone94 Y ? ? 27/83 29/83 18.32 0.93 [0.61, 1.43] 0
Versiani1989A Y O | 43/164 58/162 23.16 0.73 [0.53, 1.02] 0
Total (95% CI) 416 403 100.00 0.95 [0.74, 1.22]
Total events: 140 (Moclobemide), 152 (Placebo)
Test for heterogeneity: Chi? = 10.00, df =6 (P = 0.12), I = 40.0%
Test for overall effect: Z =0.41 (P = 0.68)
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Review: Pharmacology: Moclobemide

Comparison: 11 Tolerability: Moclobemide vs placebo
Outcome: 02 Leaving the study due to side effects
Study Moclobemide Placebo RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
Bakish1992 Y O | 3/58 5/56 B 27.69 0.58 [0.15, 2.31] 0
Larsen1989Y M C 4/22 2/18 11.97 1.64 [0.34, 7.94] 0
Nair1995 E M | 2/36 1/35 » 5.52 1.94 [0.18, 20.49] 0
Ose1992Y O | 5/35 2/33 ) 11.21 2.36 [0.49, 11.32] 0
Silverstone94 Y ? ? 2/83 6/83 —B—F 32.66 0.33 [0.07, 1.60] 0
Versiani1989A Y O | 5/164 2/162 —ft—=a—)p 10.95 2.47 [0.49, 12.55] 0
Total (95% Cl) 398 387 ‘ 100.00 1.11 [0.60, 2.04]
Total events: 21 (Moclobemide), 18 (Placebo)
Test for heterogeneity: Chi? = 5.37, df = 5 (P = 0.37), 1= 6.8%
Test for overall effect: Z = 0.33 (P = 0.74)
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Review: Pharmacology: Moclobemide
Comparison: 11 Tolerability: Moclobemide vs placebo
Outcome: 03 Patients reporting adverse events
Study Moclobemide Placebo RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
Bakish1992 Y O | 47/58 45/56 + 33.07 1.01 [0.84, 1.21] 0
Casacchia1984 Y | | 5/18 2/16 1.25 2.22 [0.50, 9.91] 0
Nair1995 E M | 30/36 29/35 i 29.10 1.01 [0.82, 1.24] 0
0se1992Y O | 11/35 6/33 — 3.49 1.73 [0.72, 4.14] 0
Versiani1989A Y O | 110/164 87/164 i 33.09 1.26 [1.06, 1.51] 0
Total (95% CI) 311 304 < 100.00 1.12 [0.94, 1.32]

Total events: 203 (Moclobemide), 169 (Placebo)
Test for heterogeneity: Chi? = 7.15, df =4 (P = 0.13), I? = 44.0%
Test for overall effect: Z=1.29 (P = 0.20)
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Next-step treatments

Next step 01. Dose escalation

Next-step 01.01. Dose escalation — mean depression scores

Review: Depression update: pharmacology — next-step treatments
Comparison: 01 Dose escalation
Outcome: 01 Mean depression scores

Study Treatment
or sub-category N Mean (SD) N

Control
Mean (SD)

SMD (fixed)
95% Cl

SMD (fixed)

95% CI

01 Same or increased-dose duloxetine 60 mg vs high-dose duloxetine 120 mg
WHITMYER2007 O HOP1 130 -3.46(5.92) 118

Subtotal (95% CI) 130 118

Test for heterogeneity: not applicable

Test for overall effect: Z=0.11 (P = 0.92)

02 Same-dose sertraline (100 mg) vs high-dose sertraline (200 mg)
LICHT2002 O HOP1 98 9.90(5.40) 97

Subtotal (95% Cl) 98 97

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.56 (P = 0.12)

Total (95% CI) 228 215
Test for heterogeneity: Chi>=1.21, df =1 (P =0.27), I?=17.7%
Test for overall effect: Z=1.12 (P = 0.26)
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Next-step 01.02. Dose escalation — number not achieving remission

Review: Depression update: pharmacology — next-step treatments

Comparison: 01 Dose escalation

Outcome: 02 Number not achieving remission

Study treatment control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order

01 Same or increased-dose duloxetine 60 mg vs high-dose duloxetine 120 mg
WHITMYER2007 O HOP1 92/131 88/124 56.24 0.99 [0.84, 1.16] 0
Subtotal (95% ClI) 131 124 56.24 0.99 [0.84, 1.16]

Total events: 92 (treatment), 88 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.13 (P = 0.90)

02 Same-dose sertraline (100 mg) vs high-dose sertraline (200 mg)

LICHT2002 O HOP1 62/99 70/98 43.76 0.88 [0.72, 1.07] 0
Subtotal (95% Cl) 99 98 j 43.76 0.88 [0.72, 1.07]

Total events: 62 (treatment), 70 (control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.31 (P =0.19)

Total (95% Cl) 230 222 ‘ 100.00 0.94 [0.83, 1.06]

Total events: 154 (treatment), 158 (control)
Test for heterogeneity: Chi>=0.88, df = 1 (P = 0.35), I>=0%
Test for overall effect: Z=0.98 (P = 0.33)
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Next-step 01.03. Dose escalation — number not achieving response

Review: Depression update: pharmacology — next-step treatments

Comparison: 01 Dose escalation

Outcome: 03 Number not achieving response

Study treatment control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% ClI Order

01 Same or increased-dose duloxetine 60 mg vs high-dose duloxetine 120 mg
WHITMYER2007 O HOP1 73/131 76/124 61.23 0.91 [0.74, 1.12] 0
Subtotal (95% Cl) 131 124 61.23 0.91 [0.74, 1.12]

Total events: 73 (treatment), 76 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.90 (P = 0.37)

02 Same-dose sertraline (100 mg) vs high-dose sertraline (200 mg)
LICHT2002 O HOP1 30/99 45/98 —— 38.77 0.66 [0.46, 0.95] 0
Subtotal (95% CI) 99 98 ’ 38.77 0.66 [0.46, 0.95]

Total events: 30 (treatment), 45 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.21 (P = 0.03)

Total (95% Cl) 230 222 <@ 100.00 0.80 [0.59, 1.10]
Total events: 103 (treatment), 121 (control)

Test for heterogeneity: Chi2 =2.31, df =1 (P = 0.13), I?=56.7%
Test for overall effect: Z = 1.38 (P = 0.17)
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Next-step 01.04. Dose escalation — leaving treatment early for any reason

Review: Depression update: pharmacology — next-step treatments

Comparison: 01 Dose escalation

Outcome: 04 Leaving treatment early for any reason

Study treatment control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Same or increased-dose duloxetine 60 mg vs high-dose duloxetine 120 mg

WHITMYER2007 O HOP1 26/131 34/124 —— 69.85 0.72 [0.46, 1.13] 0
Subtotal (95% Cl) 131 124 P 69.85 0.72 [0.46, 1.13]

Total events: 26 (treatment), 34 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.41 (P = 0.16)

02 Same-dose sertraline (100 mg) vs high-dose sertraline (200 mg)
LICHT2002 O HOP1 10/99 15/98 —— 30.15 0.66 [0.31, 1.40] 0
Subtotal (95% Cl) 99 98 4 30.15 0.66 [0.31, 1.40]

Total events: 10 (treatment), 15 (control)

Test for heterogeneity: not applicable
Test for overall effect: Z=1.09 (P = 0.28)

Total (95% CI) 230 222 e 100.00 0.70 [0.48, 1.04]
Total events: 36 (treatment), 49 (control)
Test for heterogeneity: Chi>=0.04, df = 1 (P = 0.84), I>= 0%
Test for overall effect: Z=1.78 (P = 0.07)
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Next-step 01.05. Dose escalation — leaving treatment early due to side effects

Review: Depression update: pharmacology — next-step treatments

Comparison: 01 Dose escalation

Outcome: 05 Leaving treatment early due to side effects

Study treatment control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order

01 Same or increased-dose duloxetine 60 mg vs high-dose duloxetine 120 mg
WHITMYER2007 O HOP1 6/131 7/124 —B— 58.99 0.81 [0.28, 2.35] 0
Subtotal (95% Cl) 131 124 — 58.99 0.81 [0.28, 2.35]

Total events: 6 (treatment), 7 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.39 (P = 0.70)

02 Same-dose sertraline (100 mg) vs high-dose sertraline (200 mg)
LICHT2002 O HOP1 6/99 5/99 —— 41.01 1.20 [0.38, 3.80] 0
Subtotal (95% Cl) 99 99 e 41.01 1.20 [0.38, 3.80]

Total events: 6 (treatment), 5 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.31 (P = 0.76)

Total (95% Cl) 230 223 —l 100.00 0.97 [0.45, 2.11]
Total events: 12 (treatment), 12 (control)
Test for heterogeneity: Chi>=0.24, df = 1 (P = 0.62), I>=0%
Test for overall effect: Z = 0.07 (P = 0.94)
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Next-step 01.06. Dose escalation — leaving treatment early due to lack of efficacy

Review: Depression update: pharmacology — next-step treatments
Comparison: 01 Dose escalation
Outcome: 06 Leaving treatment early due to lack of efficacy
Study treatment control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% Cl Order
01 Same or increased-dose duloxetine 60 mg vs high-dose duloxetine 120 mg
WHITMYER2007 O HOP1 5/131 10/124 +— 100.00 0.47 [0.17, 1.35] 0
Subtotal (95% Cl) 131 124 e 100.00 0.47 [0.17, 1.35]
Total events: 5 (treatment), 10 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.40 (P = 0.16)
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Next-step 01.07. Dose escalation — number reporting side effects

Review: Depression update: pharmacology — next-step treatments

Comparison: 01 Dose escalation

Outcome: 07 Number reporting side effects

Study treatment control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Same-dose sertraline (100 mg) vs high-dose sertraline (200 mg)

LICHT2002 O HOP1 45/99 54/98 B 100.00 0.82 [0.62, 1.09] 0
Subtotal (95% CI) 99 98 <o 100.00 0.82 [0.62, 1.09]

Total events: 45 (treatment), 54 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.35 (P = 0.18)
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Next-step switching

Next-step 02. Switching: continuing antidepressants versus switching

Next-step 02.01. Switching: continuing antidepressants versus switching — number not achieving response

Review: Depression update: pharmacology — next-step treatments

Comparison: 02 Switching: continuing AD vs switching

Outcome: 01 Number not achieving response

Study treatment control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% CI Order
01 Nortripytline vs olanzapine

SHELTON2005 H1P1 21/68 28/144 100.00 1.59 [0.98, 2.58] 0
Subtotal (95% ClI) 68 144 100.00 1.59 [0.98, 2.58]

Total events: 21 (treatment), 28 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.86 (P = 0.06)

02 Fluoxetine vs olanzapine

THASEO7D study 1H1P1 74/104 62/96 46.66 1.10 [0.91, 1.34] 0
THASEO7D study 2H1P1 72/102 86/103 53.34 0.85 [0.73, 0.98] 0
Subtotal (95% Cl) 206 199 100.00 0.96 [0.74, 1.25]

Total events: 146 (treatment), 148 (control)
Test for heterogeneity: Chi? = 4.61, df =1 (P =0.03), I?=78.3%
Test for overall effect: Z = 0.31 (P = 0.75)

03 Nortripytline vs fluoxetine
SHELTON2005 H1P1 21/68 41/142 100.00 1.07 [0.69, 1.66
Subtotal (95% CI) 68 142 100.00 1.07 [0.69, 1.66]
Total events: 21 (treatment), 41 (control)
Test for heterogeneity: not applicable

Test for overall effect: Z=0.30 (P = 0.76)

o

04 Fluoxetine vs mianserin
FERRERI2001 M HOP1 24/38 18/34 100.00 1.19 [0.80, 1.78] 0
Subtotal (95% CI) 38 34 t 100.00 1.19 [0.80, 1.78

Total events: 24 (treatment), 18 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.87 (P = 0.39)

05 Venlafaxine versus fluoxetine
CORYA2006 O H1P1 46/59 50/60 100.00 0.94 [0.78, 1.12] 0
Subtotal (95% CI) 59 60 ! 100.00 0.94 [0.78, 1.12]

Total events: 46 (treatment), 50 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.74 (P = 0.46)
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Next-step 02.02. Switching: continuing antidepressants versus switching — number not achieving remission

Review: Depression update: pharmacology — next-step treatments

Comparison: 02 Switching: continuing AD vs switching

Outcome: 02 Number not achieving remission

Study treatment control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% CI Order

01 Fluoxetine vs olanzapine

THASEO7D study 1H1P1 86/104 78/96 46.98 1.02 [0.89, 1.16] 0
THASEO7D study 2H1P1 86/102 92/103 53.02 0.94 [0.85, 1.05] 0
Subtotal (95% CI) 206 199 100.00 0.98 [0.90, 1.06]

Total events: 172 (treatment), 170 (control)
Test for heterogeneity: Chi>=0.78, df = 1 (P 