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Treatment of a new episode of less severe depression

1 Forest plots for the treatment of a new
> episode of less severe depression

3 Less severe: Behavioural activation (BA) individual versus no treatment

4  Figure 1: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gawrysiak 2009 8.1 3 14 147 45 16 45.2% -1.66 [-2.80,-0.81] -
Yokoyama 2018 926 GEB 19 1438 658 21 54.8% -0T7E[-1.40,-0.11] . 5
Total (95% CI) 33 37 100.0% -1.16 [-2.04, -0.29] L
Heterogeneity: Tau®=0.26; Chi*= 274, df= 1 (P = 0.10); F= 64% 5_1 p 55 ? % 1D=
Test for overall effect: £= 2 60 (P = 0.009) Favours BA Favours no treatment

5

6 Figure 2: Depression symptomatology change score

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean §D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gawerysiak 2009 -12.9 478121324 14 -51 325806691 16 42.6% -1.88 [2.76,-1.00] -
Yokovarna 2018 -6.16 450324328 149 -1 4475958 21 574% -1.13[-1.80,-0.45] E 3
Total (95% CI) 33 37 100.0% -1.45[-2.18, 0.72] L 2
Heterogeneity: Tau®= 012, Chi*=1.77 df=1 (FP=0.18); F= 44% =-1D IS g é 1D=
Test for overall effect: £= 3.89 (P = 0.0001) Favours BA Favours no treatment

7

8 Figure 3: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gawrysiak 2009 0 14 0 16 Mot estimable
Total (95% CI) 14 16 Not estimable
Total events 1] a
_I?etnta;ogeneltyl:leort atpﬁjllc;ahlell " o 0 0 o0
estioroverall efect. Mot applicable Favours BA Favours no treatment

9

10  Figure 4: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Yokoyama 2018 THER 943 19 5349 1618 21 100.0% 1.23[0.54,1.91]
Total (95% CI) 19 21 100.0% 1.23 [0.54, 1.91] &
Heterageneity: Mot applicable =-1D 55 1 % 1D=
Test for overall effect £= 3,52 (F=0.0004) Favours no freatment Favours BA
11 '
12 Less severe: Behavioural activation (BA) individual versus waitlist
13  Figure 5: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Melndaoo 2016 6.7 447 16 1308 4.85 14 81.8% -1.36 [-2.17,-0.56] b
Taylor 2017 5.81 404 16 1208 525 12 4823% -1.33 [F2.16,-0.49] -
Total {95% CI) 32 26 100.0% 1.34 [1.93, -0.76] L
Heterogeneity: Tau®=0.00; Chi*= 0.00, df=1 (P = 0.95); F= 0% 5_1 p 55 ? % 1D=
Test for overall effect; 2= 4.54 (P = 0.000013 Favours BA Favours waitlist
14
7
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1
2  Figure 6: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Mcindoo 2016 -7.06 297816218 16 -1.59 331208204 14 490% -1.79[-2.66, -0.92] -
Taylor 2017 -6.38 387773129 16 -0.84 365850445 12 51.0% -1.42[-2.27,-0.57] b
Total {95% CI) 32 26 100.0% -1.60 [-2.21, -0.99] L 2
Heterogeneity: Tau®= 0.00; Chi®= 0.36, df= 1 (P = 0.68); F= 0% i_1 5 15 p t 1D=
3 Test for averall effect: Z= 517 (P = 0.00001) Favours BA Favours waitlist
4  Figure 7: Remission ITT
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Melndoo 2016 10 16 4 14 100.0% 2189[0.88, 5.44] b
Total (95% CI) 16 14 100.0%  2.19[0.88, 5.44] -
Total events 10 4
Heterageneaity: Mot appllcahle o1 0 10 100
Test for overall effect £=1.68 (F =0.04) Favours waitlist Favours BA
5 !
6 Figure 8: Response ITT
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Melndoo 2016 11 16 4 14 100.0% 241 [0.99, 5.87]
Total (95% CI) 16 14 100.0%  2.41[0.99, 5.87] e
Total events 11 4
Heterogeneity: Mot appllcable 'D.D1 Df1 1'D 1DD'
Testfor overall effect Z=193 (F=0.05) Favours waitlist Favours BA
7 !
8 Figure 9: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Mcindoo 2016 1 16 1 14 48.9% 0.88 [0.06,12.73]
Taylor 2017 1 16 1 13 801% 0.81 [0.06, 11.77]
Total (95% CI) 32 27 100.0% 0.84 [0.13, 5.59]
Total events 2 2
Heterogeneity. Tau = 0.00; ChF=0.00,df=1(P=097) F=0% 'D.D1 DH 1| 1'E| 1E|E|'
Test for overall effect: Z=018 (F=0.86) Favours BA Favours waitlist
9 y
10  Figure 10: Depression symptomatology at 1-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Melndoo 2016 45 44 16 1183 581 14 100.0% -1.40[-2.21,-0.59]
Total {95% CI) 16 14 100.0% -1.40 [-2.21, -0.59] <&
Heterogeneity: Mot applicable I_1 0 =5 1 % 1D=
1 1 Testfor overall effect Z= 3.38 (P =0.0007) Favours BA Favours waitlist
8
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Figure 11: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Taylar 2017 4775 47a 16 375 965 12 100.0% 1.03[0.22,1.83]
Total (95% CI) 16 12 100.0% 1.03 [0.22, 1.83] <
Heterogeneity: Mot applicable I_1 0 % B } 1D=
Testfor overall effect Z=2.50 (P =0.01) Favours waitlist Favours BA
4 Less severe: Behavioural activation (BA) individual versus mindfulness-based
stress reduction (MBSR) individual
Figure 12: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% C|
Melndao 2016 557 447 16 744 524 20 100.0% -047 [0.83,0.449]
Total (95% CI) 16 20 100.0% 0.7 [-0.83, 0.49]
Heterogeneity: Mot appllcable T £ b : 0
Testfor overall effect Z= 051 (P =061) Favours BA Favours MBSR
Figure 13: Depression symptomatology change score
Experimental Control $td. Mean Difference §td. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
hcindoo 2016 -T.36 297816218 16 -7 3489010029 20 100.0% =011 077, 0.59]
Total (95% CI) 16 20 100.0% -0.11 [-0.77, 0.55]
Heterogeneity: Mot applicable =—1U 15 ﬁ é 10:
Test for overall effect Z=032 (F=0.75) Favours BA Favours MBSR
Figure 14: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Melndoo 2016 10 16 " 20 100.0% 1.14 [0.66,1.97]
Total (95% CI) 16 20 100.0% 1.14 [0.66, 1.97]
Total events 10 11
Heterogeneity: Mot applicable f t T } {
Test for overall effect Z= 046 (F = 0.65) 0.01 FEIDV-;UFS MEISR1 Favours Ell«D 100
Figure 15: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Melndoo 2016 11 16 14 20 100.0% 0.93[0.63 1.47]
Total (95% CI) 16 20 100.0% 0.98 [0.63, 1.52]
Total events 11 14
Heterogeneity: Mot applicahle 'D.D1 D!1 1| 1'D 1DD'

13

Testfor overall effect £2=0.08 (F = 0.94)

9

Favours MB3SR. Favours BA
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Melndoo 2016 1 16 2 20 100.0% 0.63[0.06, 6.29]

Tatal (95% CI) 16 20 100.0%  0.63[0.06, 6.29] ——e——

Total events 1 2

estfor overall effect 2= 0.40 (P = 0.68) Favours BA Favours MBSR
Figure 17: Depression symptomatology at 1-month follow-up
Experimental Control Std. Mean Difference $td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Melndao 2016 485 44 16 706 5.98 20 100.0% -0.47 [1.14,0.20]

Total (95% CI) 16 20 100.0% -0.47 [1.14, 0.20]

Heterogeneity: Mot applicable I—1D % 1 % 1D=
Testfor overall effect Z=1.38F =017 Favours BA Favours MBSR

5 Less severe: Behavioural therapies group versus no treatment
Figure 18: Depression symptomatology at endpoint
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl

4.1.1 Behavioural activation (BA) group

Yang 2018 17 B13 32 2174 ABE 35 30E6% -0.80[-1.29,-0.30] -+

Subtotal {95% CI) 32 35  39.6% -0.80 [-1.29, -0.30] L

Heterogeneity: Mot applicable

Testfor overall effect =312 (P =0.002)

4.1.2 Coping with Depression course (group)

Allartwan Dam 200372007 964 FO9 BT 1412 877 41 BO4% -0.57 [-0.87,-0.17] L 3

Subtotal {95% CI) 61 4 60.4% -0.57 [-0.97, -0.17] L 2

Heterogeneity: Mot applicable

Testfor overall effect Z=2.77 (P = 0.008)

Total (95% Cl) 93 76 100.0% -0.66 [-0.97, -0.35] [ J

Heterogeneity: Tau?= 0.00; Chi*= 0.48, df=1 (P = 0.49); F= 0% =-1D 55 p é 1D=

7

8
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Figure 16: Discontinuation (any reason)

Testfor averall effect Z=4.11 (P = 0.00013
Testfor subgroup differences: Chi*= 048, df=1 (P =0.48), F=0%

Favours behavioural group Fawvours no treatment

Figure 19: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.2.1 Behavioural activation (BA) group
Yang 2018 -5 409208382 32 -04 419191524 35 409% -1.07 [-1.59, -0.56] -
Subtotal (95% CI) 35 40.9% -1.07 [-1.59, -0.56] L
Heterogeneity: Mot applicahle
Testfor overall effect: Z=4.08 (P < 0.0001)
4.2.2 Coping with Depression course {group)
Allart-van Dam 20032007 -614 494621573 61 012 500976764 41 591% -1A7 [1.60,-0.74] =
Subtotal (95% CI) 41 59.1% -1.17 [-1.60, -0.74] L 2
Heterogeneity: Mot applicahle
Testfor overall effect 7= 535 (P = 0.00001)
Total {95% CI) 93 76 100.0% -1.13 [-1.46, -0.80] L 2
Heterogeneity: Tau®= 0.00; Chi*= 0.08, df=1 (P=0.78);, F= 0% =-1D 55 é 0
Test for overall effec_t Z=B.73(F =0.00001) Favours behavioural group Favours no treatment
Test for subgroup differences: Chi®=0.08, di=1 (P=0.78), F=0%

Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
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1 Figure 20: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
4.3.1 Coping with Depression course {group)
Allart-van Darn 2003/2007 32 53 13 42 100.0% 1.52[0.91, 2.55] 't
Subtotal (95% CI) 68 42 100.0%  1.52[0.91, 2.55] 1
Total events 32 13

Heterogeneity: Mot applicable
Testfor overall effect Z=15849(P=0.11)

| |
0.01 0.1 10 100
. . Favours no treatment Favours behavioural group

2 Testfor subaroun differences: Mot applicable

3  Figure 21: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.4.1 Behavioural activation (BA) group
Yang 2018 ] ar 2 T BEI% 2.80[0.52,12.08] — i
Subtotal {95% CI) 37 37 631% 2.50[0.52,12.08] ——satli—
Total events ] 2
Heterogeneity: Mot applicable
Test for overall effect: £=1.14 (F=0.25)
4.4.2 Coping with Depression course (group)
Allartvan Darm 200372007 7 68 1 42 36.9% 43210055, 33.91] L
Subtotal {95% CI) 68 42  36.9% 4.32 [0.55, 33.91] ——re i ———
Total events 7 1
Heterogeneity: Mot applicable
Test for overall effect: Z=1.39 (P =0.16)
Total (95% CI) 105 79 100.0% 3.06 [0.88, 10.69] T—
Total events 12 3
i = — . i = — — SR = I I I I
sy gy FDemr=0 o w
8 B Favours behavioural group Favours no treatment
Test for subaroup differences: Chif= 017, df=1 (P = 0.68), P= 0%
6 Figure 22: Depression symptomatology at 6-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.5.1 Coping with Depression course (group)
Allartvan Dam 200372007 108 7.2 a7 138 76 35 100.0% -0.40 [-0.83, 0.02]
Subtotal (95% CI) 57 35 100.0% -0.40 [-0.83, 0.02]
Heterogeneity: Mot applicable
Testfor overall effect: 2=1.87 (F = 0.08)
I 1 1 } |
-10 -5 0 g 10
. . Favours behavioural group Favours no treatment
7 Testfor subaroun differences: Mot applicable
8 Figure 23: Depression symptomatology at 12-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.6.1 Coping with Depression course {group)
Allartvan Dam 200372007 105 6B 88 118 B 37 100.0% -0.20 [-0.61, 0.21]
Subtotal (95% CI) 59 37 100.0% -0.20 [-0.61,0.21]
Heterogeneity: Mot applicable
Testfor overall effect Z= 0896 (P=0.34)
10 -5 0 5 10

; ) Favours behavioural group Favours no treatment
Testfor subaroun differences: Mot applicable

11
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1 Less severe: Behavioural therapies group versus waitlist

2

Experimental
Study or Subgroup  Mean

SD Total Mean

Figure 24: Depression symptomatology endpoint

Std. Mean Difference
IV, Random, 95% CI

Control

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

5.1.1 Behavioural activation {BA) group
Zemestani 2016 1638 225
Subtotal (95% CI)

Heterogeneity: Mot applicahle
Testfor overall effect 2= 6.56 (P = 0.00001)

5.1.2 Coping with Depression course (group)
Spek 2007/2008a 1143 9.41
Subtotal (95% CI)

Heterogeneity: Mot applicable
Testfor overall effect £= 213 (P=0.03)

Total (95% Cl) 114

Heterogeneity: Tau®= 14.48; Chi®= 3767, df=1 (P = 0.00001}); *=97%

Testfor overall effect Z=1.08 (P = 0.28)

3

4

Experimental
Study or Subgroup Mean 5D Total

15 281

99 1446 1042
99

Testfor subaroup differences: Chi®= 37 67, df=

15
15

48.7%
48.7%

242 -5.76 [-7.48,-4.04]

5.76 [.7.48, -4.04]

100
100

51.3% -0
51.3% -0.

,-0.02]
,-0.02]

o
S5
—
[=F=1
(S ]
(===

115 100.0% -2.96 [-8.31, 2.38]

Ld |

—ee R ———

f
-10

.
5 0 g 10

Favours behavioural group Favours waitlist

1(P =0.00001), F=37.3%

Figure 25: Depression symptomatology change score

Std. Mean Difference
IV, Random, 95% CI

Control

Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

5.2.1 Behavioural activation (BA) group
Zemestani 2018 -13.39 2.24625244
Subtotal (95% CI)

Heterogeneity: Mot applicable

Testfor overall effect: Z=6.53 (P = 0.00001)

14
15

5.2.2 Coping with Depression course (group)
Spek 2007/2008a -6.46 6.863406549
Subtotal (95% CI)

Heterogeneity: Mot applicable

Testfor overall effect Z=2.82 (P = 0.00%)

99
99

Total {95% CI) 114

-0.14 23679427 14

15

48.7%
48.7%

-5.59 [-7.26,-3.91]
-5.59 [7.26,-3.91]

100
100

51.3%
51.3%

-3.67 6.89807214 -0.40[-0.68,-0.12]

-0.40 [0.68, -0.12]

115 100.0% -2.93[-8.00, 2.15]

Heterogeneity: Tau®= 13.05, Chi®= 35,68, df=1 (P = 0.00001}); F= 97%

Testfor overall effect Z=1.13 (P = 0.26)

Testfor suboroun differences: Chif= 35.68. di=1 (P = 0.00001), F=97.2%

Experimental
Study or Subgroup  Events Total

Control
Events Total

Figure 26: Discontinuation (any reason)

Risk Ratio
Weight M-H, Random, 95% CI

_._
-

e
10 -5 0 5 10
Favours behavioural group Favours waitlist

Risk Ratio
M-H, Random, 95% Cl

5.3.1 Behavioural activation (BA) group
Femestani 2016 0 15
Subtotal (95% CI) 15
Total events 0
Heterogeneity: Mot applicable

Testfor averall effect Mot applicable

0 14
15

Mot estimahle
Not estimable

5.3.2 Coping with Depression course (group)

43 k]

99

Spek 200720084
Subtotal (95% CI)
Total events 43
Heterogeneity: Mot applicable
Testfor overall effect Z= 020 (F=0.84)

Total (95% CI) 114
Total events 43

Heterageneity, Mot applicable

100.0%

42 1.
100.0% 1

100
100

42

115 100.0% 1.03 [0.75, 1.43]

42

|

L 4

I
0.01

01 10 100

Testfor overall effect: £= 020 (P = 0.284)

Favours behavioural group Favours waitlist

Testfor subaroup differences: Mot applicable
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1 Figure 27: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.4.1 Behavioural activation (BA) group
Zemestani 2016 1615 2.79 15 28.87 3.34 14 100.0% -3.93 [5.21,-2.64] i
Subtotal {95% CI) 15 15 100.0% -3.93 [-5.21, -2.64]

Heterogeneity: Mot applicahble
Test for overall effect: Z= 599 (P = 0.00001)

| , , |

10 -5 0 5 10
) ) Favours behavioural group Favours waitlist

Test for subaroup differences: Mot applicable

4 Less severe: Behavioural activation (BA) group versus TAU

5 Figure 28: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazgquez 2020 104 736 TO 196 7.4 80 100.0% =126 161, -0.90]
Total (95% CI) 70 80 100.0% -1.25 [-1.61, -0.90] 4
Heterogeneity: Mot applicable I_1 0 I5 1 % 1D=
Testfor overall effect Z=6.99 (P = 0.00001) Favours BA group Favours TAU

6

7  Figure 29: Depression symptomatology change score

Experimental Control $td. Mean Difference §td. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Yazguez 2020 -12.3 514991262 0 -35 509171877 a0 100.0% -1.71 F2.09,-1.33]
Total (95% CI) 70 80 100.0%  -1.71[-2.09,-1.33] +
Heterogeneity: Not applicable =—1U 15 p é 1U=
Test for overall effect Z=8.92 (P = 0.00001) Favours BA group Favours TAU

8

9  Figure 30: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Wazquez 2020 3 T0 1 80 100.0%  3.43[0.36 3227
Total (95% CI) 70 80 100.0% 3.43[0.36, 32.22] —— i —
Total events 3 1
Heterogeneity: Nntappllcable 'D.D1 D!1 1'D 1DD'
Testfor overall effect Z=1.08 (F=0.28) Favours BA group  Favours TAU

10

11 Less severe: Coping with Depression course (group) versus computerised
12  Coping with Depression course

13  Figure 31: Depression symptomatology endpoint

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Spek 2007/2008a 11.43 8.4 99 11.97 805 102 608% -0.06 [-0.34, 0.22]
Spek 2008h 1212 933 63 1093 7.44 B7  39.2% 0.14[-0.20,0.48]
Total (95% CI) 162 169 100.0% 0.02 [-0.20, 0.23]
Heterogeneity: Tau®= 0.00; Chi*= 0.80, df=1 {F=0.37), F=0% 1_1 0 =5 b é 1D=
14 Testfor overall effect 2= 0.16 (P = 0.87) Favours CWD group Favours computerised CWD

Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
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Figure 32: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Spek 2007/2008a -6.46 6.86340859 99 -T2 545214178 102 60.9% 0.12 [-0.16, 0.40)
Spek 2008h -616 B.E1155428 B3 -7.B2 511747985 67 39.1% 0.25 [0.10, 0.59]
Total (95% CI) 162 169 100.0% 0.17 [-0.05, 0.38]

Heterogeneity: Tau®=0.00; Chi®=0.32,df=1{P =

Testfor overall effect Z=1.53(P=013)

0.57) F=0%

Figure 33: Discontinuation (any reason)

-5 i) 10
Favours CWD group  Favours computerised CWD

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Spek 200720083 43 jeke] 35 102 53.3% 1.27 [0.88,1.80]
Spek 2008b 36 95 3E 102 467% 1.06[0.73,1.54]
Total (95% CI) 198 204 100.0% 1.17 [0.90, 1.50]
Total events T4 70

Heterogeneity, Tau®=0.00; Chi*= 046, df=1 (P =050y F=0%

Testfor overall effect: Z=117 (F=0.24)

0.1 1 10 100
Favours CWD group Favours computeried CWD

Figure 34: Depression symptomatology at 10-month follow-up

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Spek 2007720083 1214 876 99 1045 805 102 100.0% 0.20 [-0.08, 0.48]
Total (95% CI) ag 102 100.0% 0.20 [-0.08, 0.48]
ity i I 1 1 } |
Heterogeneity: Mot applicable o = b : 10

Testfor overall effect Z=142{FP=0.18)

14

Favours CWD group Favours computerised CWD
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1 Less severe: Cognitive and cognitive behavioural therapies individual versus no
2 treatment

3  Figure 35: Depression symptomatology endpoint

Experimental Control $td. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI

8.1.1 CBT individual {under 15 sessions)

Pace 19493 6.06 5.6 31 11.83 8.9 43 41.7% -0.74 [1.22,-0.26] &

Subtotal {95% CI) 3 43 4.T% -0.74 [1.22, -0.26] *

Heterogeneity: Mot applicable

Testfor overall effect Z=3.04 (P =0.002)

8.1.2 CBT individual (15 sessions or over)

Khakpoor 20149 833 121 12 21.92 11.28 12 12.8% -1.12 [1.89,-0.24] —

Subtotal {95% CI) 12 12 12.5% -1.12 [1.99, -0.24] <P

Heterogeneity, Mot applicahle

Test for overall effect 2= 2.1 {(F=0.01}

8.1.3 CBT individual {under 15 sessions)/Third-wave cognitive therapy individual

Losada 2014 1543 932 63 2523 9.24 M 45.8% -1.04 [-1.49,-0.58] =

Subtotal (95% CI) 63 31 45.8% -1.04 [-1.49, -0.58] *

Heterogeneity: Mot applicahle

Testfor overall effect 2= 4 45 (F = 0.00001})

Total (95% CI) 106 86 100.0% -0.82 [1.23, -0.61] L ]

Heterogeneity: Tau®= 0.00; Chi*= 0.98, df= 2 (P = 0.61); F= 0% =—1D % 1 :53 1D=

Testfor overall effect: Z=5.86 (P = 0.00001) Favours CBT Favours no treatment
4 Testfor subgroun differences: Chif= 098, df=2 (P=061), F=0%

5 Figure 36: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 95% CI
8.2.1 CBT individual {under 15 sessions)
Pace 1993 -12.1 3.80718117 31 -412 B.1150143 43 T3E% 1.50 [2.02,-0.97] L
Subtotal (95% CI) 31 43 73.6% -1.50 [-2.02, -0.97] <

Heterogeneity: Mot applicable
Testfor overall effect Z= 560 (P = 0.00001)

8.2.2 CBT individual {15 sessions or over)

Khakpoor 2019 -1017 5.67 12 -2.25 T.63 12 26.4% 1.14 [-2.01,-0.26] ——
Subtotal {95% CI} 12 12 264% -1.14 [-2.01, -0.26] <
Heterageneity: Mot applicable
Testfor overall effect Z=2.55 (P = 0.01)
Total {95% CI) 43 55 100.0% -1.40 [-1.85, -0.95] L3
Heterogeneity: Tau®=0.00; Chi*= 048, df=1 (P =0.449); F=0% 5_1 0 =5 b é 1D=
Testfor overall effect Z=6.11 (P = 0.00001) Favours CBT Favours no treatment
6 Testfor subaroup differences: Chi*= 048, df=1 {P=049), F=0%
7  Figure 37: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
8.3.1 CBT individual {under 15 sessions)
Pace 1593 23 44 14 45 AT 3% 1.68[1.00, 2.82] —il—
Subtotal (95% Cl) 44 45 57.3% 1.68 [1.00, 2.82] s
Total events 23 14
Heterageneity: Mot applicable
Test for overall effect: Z=1.96 (F = 0.08)
8.3.2 CBT individual (under 15 sessions)Third-wave cognitive therapy individual
Losada 2015 K] ar 10 48 427T% 2100115, 3.82] ——
Subtotal (95% Cl) ar 48 42.7% 2.10[1.15, 3.82] £ 3
Total events 38 10
Heterogeneity: Mot applicable
Testfor overall effect. £2=2.41 (F=0.02
Total {95% CI) 13 93 100.0% 1.85[1.25, 2.73] <
Total events 61 24
Heterageneity: Tau : 0.00; Chi*=031,df=1 (F=0.488), F= 0% oo o 1 o0
Test for overall effiect: Z=3.06 (P =0.002) Favours no treatment Favours CBT
8 Test for subgroup differences: Chi*= 030, df=1 (P=0.58), F=0%

15
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Figure 38: Discontinuation (any reason)

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

8.4.1 CBT individual (under 15 sessions)

Pace 1993 13 44 2 45 34.5% G.65[1.59, 27.77]
Subtotal (95% CI) 44 45  34.5% 6.65 [1.59, 27.77]
Total events 13 2

Heterogeneity: Mot applicahle
Test for overall effect: Z= 2.60 (P = 0.009)

8.4.2 CBT individual {15 sessions or over)

Khakpaoar 20149 1 13 1 13 M1% 1.00[0.07,14.34]
Subtotal (95% Cl) 13 13 21.1% 1.00 [0.07, 14.34]
Total events 1 1

Heterageneity: Mot applicable
Testfor overall effect. 2= 0,00 (F =1.00)

8.4.3 CBT individual (under 15 sessions)/Third-wave cognitive therapy individual

Losada 2015 24 ar 17 48 44.4% 0781047, 1.300
Subtotal (95% CI) a7 48  44.4% 0.78 [0.47, 1.30]
Total events 24 17

Heterogeneity. Mot applicable
Testfor overall effect: £= 096 (F=0.34)

Total (95% CI) 144 106 100.0% 1.72 [0.33, 9.01]
Total events 38 20

Heterogeneity: Tau®=1.54; Chi*= 858 df=2 (P=0.01); F=77%

Testfor overall effect. Z= 064 (F=0.52)

Test for subgroup differences: Chif=7.66, df=2 (F=0.02), F=73.9%

—_—

i

_.__
>

—eeuii———

04 10 100
Favours CBT Favours no treatment

Figure 39: Depression symptomatology at 1-6 month follow-up

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% Cl

8.5.1 CBT individual (under 15 sessions)

Pace 1993 632 B7S  31 8.9 534 43 BL4% -0.43 [-0.88, 0.04]
Subtotal (95% CI) 3 43 62.4% -0.43 [-0.89, 0.04]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.79(F=0.07)

8.5.2 CBT individual {under 15 sessions)/Third-wave cognitive therapy individual

Losada 2014 18.39 85.849 19 21.87 9.05 25 3AT.6% -0.38 [-0.98, 0.29] ;r

Subtotal {95% CI) 19 25 37.6% 0.38[-0.98, 0.22]

Heterogeneity: Mot applicable

Testfor overall effect Z=124 (P=0.22)

Total (95% CI) 50 68 100.0% -0.41 [-0.78, -0.04] +
Heterogeneity; Taw®= 0.00; Chi=0.01, df=1 (P=0.91); F= 0% I—1|J 55 1 é 1E|=

Testfor overall effect: Z= 217 (P=0.03)
Testfor subaroup differences: Chif=0.01, df=1 (P =091}, F=0%

16

Favours CBT Favours no freatment
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2

3  Figure 40: Remission at 1-6 month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
8.6.1 CBT individual {under 15 sessions)
Pace 1993 25 44 28 45 B4.6% 0.91 [0.65, 1.29]
Subtotal (95% CI) 44 45  B4.6% 0.91 [0.65, 1.29]
Total events 25 28

Heterogeneity. Mot applicable
Test for averall effect: Z= 052 (P = 0.60)

8.6.2 CBT individual (under 15 sessions)/Third-wave cognitive therapy individual

Losada 2015 17 a7 7 48 15.4% 1.34 [0.6D, 3.00] -1
Subtotal (95% CI) 87 48  15.4% 1.34 [0.60, 3.00] -
Total events 17 )

Heterogeneity: Mot applicable
Testfor averall effect Z=071 (F =0.48)

Total (95% CI) 13 93 100.0% 0.97 [0.71,1.33] &

Total events 42 35

Heterogeneity: Tau = 0.00; Chi*=0.83 df=1 (F=0.36), F= 0% T 0 o 100
Testfor averall effect Z=0.20 (P = 0.84) Favours no treatment Favours CET

Test for subgroup differences: Chif= 073, df=1 (P =0.39), F=0%

6 Less severe: Third-wave cognitive therapy individual versus waitlist

7  Figure 41: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% Cl IV, Random, 95% CI

Hinton 2010 11.6 7.26 10 224 712 12 16.2% -1 45[-2.41,-0.48] —

Kyllonen 2018 1015 B.26 G0 18.27 9.69 55 B3.8% -0.80 [-1.28,-0.51] [ |

Total (95% CI) 70 67 100.0% -0.99 [-1.38, -0.59] 4

Heterogeneity: Tau?= 0.01; Chi*=1.07, df=1 (P = 0.30%; I*= 7% 5_1 0 ES p :ij 1D=
8 Testfor overall effect: Z= 4.90 (F < 0.00001) Favours third-wave CT Favours waitlist
9 Figure 42: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 8D Total Weight IV, Random, 95% CI IV, Random, 95% CI

Hintan 2010 -8.2 492530202 10 -1.8  4.8599177 12 16.9% -1.26[2.19,-0.33] =

Kyllonen 2018 -12.96 563629311 B0 -3.29 6.44246071 55 83.1% -89 F2.01,-1.17] [ |

Total (95% CI) 70 67 100.0% -1.54 [1.92, 1.15] L)

Heterogeneity: Tau®=0.00; Chi*= 040, df=1{P=052);, F=0% 1_1 0 I5 D é 1D=

1 O Testfor overall effect: 2= 7.83 (P < 0.00001) Favours third-wave CT Favours waitlist

11 Figure 43: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

kyllonen 2018 36 G0 12 89 100.0% 2.95[1.71, 5.09]

Total (95% Cl) 60 50 100.0%  2.95[1.71, 5.09] S

Total events 36 12

Heterageneity: Mot applicable f t f i

o _ 0.0 0.1 10 100
12 Testfor overall effect Z=3.89 (P =0.0001) Favours waitlist Favours third-wave CT
13
17
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Figure 44: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hinton 2010 2 10 2 12 B0A% 1.20[0.20, 7.08]
Kyllanen 20148 a B0 4 a8 39.4% 011001, 1.89) + =
Total (95% Cl) 70 71 100.0% 0.47 [0.04, 5.39] —— R ——
Total events 2 43
Heterogeneity: Tau®=1.76, Chi®= 217, df=1 (P =014}, F=54% T o A Py

Test for overall effect: 2= 061 (P=054

Favours third-wave CT Favours waitlist

7 Less severe: CBT individual (under 15 sessions) versus attention placebo

8

10

11

12

13
14

Figure 45: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gallagher-Thompson 2007 1079 11.05 22 12 11.28 23 100.0% -0.11 [-0.69, 0.48]
Total (95% CI) 22 23 100.0% -0.11 [-0.69, 0.48]

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.36 (P =0.72)

0 g 10
avours CBT Favours attention placebo

-10 5
F

Figure 46: Depression symptomatology change score

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gallagher-Thompson 2007 -5.89 7.73193701 22 -049 T4TFO16E 23 100.0% -0.70 [-1.30,-0.09]
Total (95% CI) 22 23 100.0%  -0.70 [-1.30, -0.09] 3
e 002 S T S N
estfor overall effect Z= 2.27 (P = 0.02) Favours CBT Favours attention placebo
Figure 47: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
Gallagher-Thompsan 2007 i 27 ] 28 100.0% 1.04 [0.34,3.18]
Total (95% CI) 27 28 100.0% 1.04 [0.34, 3.18]
Total events ] il

Heterageneity, Mot applicable
Test far overall effect: = 0.06 (P = 0.95)

18

0.01 0.1 1 10 100
Favours CBT Favours attention placebo
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1 Less severe: CBT individual (15 sessions or over) versus IPT

2  Figure 48: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bernecker 2016 1062 737 28 1237 971 27 100.0% -0.20 [-0.73, 0.33]
Total (95% CI) 29 27 100.0% -0.20 [0.73, 0.32]

Heterogeneity: Mot applicable S0 %

}
Testfor overall effect Z=0.75 (P =0.45) Favours CBT Favours ”:.-?- 1
5
6 Figure 49: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bernecker 2016 -13.582 64501593433 28 12484 BATT12703 27 100.0% -0.15 FOBT, 0.38]
Total (95% CI) 29 27 100.0% -0.15 [-0.67, 0.38]
Heterogeneity: Mot applicable I—1D =5 1 é 1D=
7 Testfor averall effect Z=10.55 (P =098 Favours CBT Favours IPT
8 Less severe: CBT individual (under 15 sessions) versus computerised-CBT
9 (CCBT) with support
10  Figure 50: Depression symptomatology endpoint
Experimental Control Std. Mean Difference std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wagner 2014 1233 877 28 1241 1003 24 100.0% -0.01 [-0.55, 0.53]
Total (95% CI) 28 25 100.0% -0.01 [-0.55, 0.53]
Heterogeneity: Mot applicable 5_1 0 55 ) % 'IEII
Test for averall effect Z=0.03 {F = 0.98) Favours CBT Favours CCET wisupport

11

12 Figure 51: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Wagner 2014 14 30 13 32 100.0% 1.15[0.65, 2.03]
Total (95% CI) 30 32 100.0%  1.15[0.65, 2.03]
Total events 14 13

Heterogeneity: Mot applicable 'EI_E|1 Elf1 1| 1.0 100

13 Testfor overall effect Z=0.48 (P = 0.63 Favours CCBT wisupport Favours CBT
14  Figure 52: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

\Wagner 2014 2 30 732 100.0%  0.30[0.07,1.34] —.——

Total {95% CI) 30 32 100.0%  0.30 [0.07,1.35] —ouliii-

Total events 2 7

Heteragenelt\y:Nutappllcable 'EI.E|1 Elf1 1'E| 1DD'
15 Testfaroverall effect Z=156(FP=012) Favours CBT Favours CCBT wisupport

19
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Figure 53: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Wagner 2014 1447 933 X 828 FAa 17 100.0% 059 [-0.07,1.26]
Total (95% CI) 20 17 100.0% 0.59 [-0.07, 1.26]
Heterngeneity; Mot applicahle 5_1 2 55 3 % ‘IDI
Testfar averall effect: Z=1.76 (P = 0.08) Favours CBT Favours GCBT wisupport

Figure 54: Remission at 3-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

Wiagner 2014 a k] 10 32 100.0% 0.85([0.38,1.87]

Total {95% CI) 30 32 100.0%  0.85[0.39,1.87]

Total events a 10

Heterogeneity: Mot applicable I } T t |
0.m 0.1 1 10 100

Test for overall effect; 2= 0.40 (P = 0.649) Favours CCBT wisupport  Favours CBT

5 Less severe: CBT individual (15 sessions or over) versus any TCA

6

10

11

12

13

Figure 55: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Murphy 1995 227 137 11 ar B7FT 10 100.0% -1.44 [-2.42,-0.45]
Total (95% CI) 11 10 100.0% -1.44 [-2.42, -0.45] <
Heterogeneity: Mot applicable 5_1 3 55 1 é 10:
Testfor overall effect 2= 2 86 (P =0.004) Favours CBT Favours any TCA

Figure 56: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Murphy 1995 -13.46 3.25486559 11 -6.7 448715389 10 100.0% -1.67 [-2.69,-0.65]
Total (95% CI) 1 10 100.0% -1.67 [-2.69, -0.65] -
Heterogeneity: Mot applicable I—‘ID 55 p é 1D=
Testfor averall effect 2= 3.20 (P = 0.001) Favours CBT Favours any TCA

Figure 57: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Murphy 1995 11 11 4 12 100.0% 277 [1.30,54.490]
Total (95% Cl) 1 12 100.0%  2.77[1.30, 5.90] e
Total events 11 4
Heterogeneity: Mot applicable f t f {
Test for overall effect. 2= 2 64 (P = 0.008) 0.01 Fav00ﬁ15 any TCA Favours C1Elql' 100

Figure 58: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
turphy 1995 11 11 4 12 100.0% 277 [1.30,5.80]
Total (95% CI) 11 12 100.0%  2.77 [1.30, 5.90] -
Total events 11 4
Heterogeneity: Mot applicable f t } {
Test for overall effect. 2= 2 64 (P = 0.008) 0.01 FavoDLl:s any TCA Favours C1Elql' 100
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Figure 59: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
turphy 1995 ] 11 A 12 100.0% 0.101[0.01,1.60] +
Total {95% CI) 11 12 100.0%  0.10[0.01, 1.50] = —
Total events a a
Heterogeneity: Mot applicahle 'IZI.IZI1 Df1 1'D 1IZID'

Test for overall effect Z=1.63(F =010} Favours CET Favours any TCA
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1 Less severe: CBT individual (15 sessions or over) versus any AD

2

»

oo

10

11

12

13

Figure 60: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Laidlaw 2008 525 448 20 F.7S B.O5 20 100.0% -0.46[-1.08,017]
Total (95% CI) 20 20 100.0% -0.46 [-1.09, 0.17]

Heterogeneity: Mot applicahle T
Testfor overall effect Z=143 (P =015

Figure 61: Depression symptomatology change score

-5 ] L] 10
Favours CBT Favours any AD

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean §D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Laidlaw 2008 -B.15 297644083 20 -4.05 434654843 20 100.0% -0.55[-1.19, 0.08]
Total {95% CI) 20 20 100.0% -0.55[-1.19, 0.08]
Heterogeneity: Not applicable =—1D 15 7 :is 1D=
Test for overall effect Z=1.71 (P = 0.09) Favours CBT Favours any AD
Figure 62: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Laidlaw 2008 14 il g 23 100.0% 1.92[1.01, 362]
Total (95% CI) 21 23 100.0%  1.92[1.01, 3.62] -
Total events 14 a
Heterogeneity: Mot appllcable 'D_D1 D!1 1'D 1DD.
Testfor overall effect. £2=2.00 (F = 0.05) Favours any AD  Favours CBT
Figure 63: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Laidlaw 2008 1 21 3 23 100.0% 0,37 [0.04, 3.24]
Total {95% Cl) 2 23 100.0%  0.37 [0.04, 3.24] — e
Total events 1 3
Heterogeneity: Mot applicahle 'IZI.IZI1 Df1 1'D 1IZID'

Test for overall effect Z=090(F =0.37)

Favours CBT Favours any AD

Figure 64: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Laidlaw 2008 515 474 20 6.7 623 20 100.0% -0.27 [-0.90, 0.34]

Total (95% CI) 20 20 100.0% -0.27 [-0.90, 0.35]

Heterogeneity: Mot applicable e = b : 10

Testfor overall effect 2= 0.86 (P =0.38)

Favours CBT Favours any AD

Figure 65: Depression symptomatology at 6-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI WV, Fixed, 95% Cl
Laidlaw 2008 67 503 20 F.h5 B3 20 100.0% -015 FOF7, 0.47]
Total (95% CI) 20 20 100.0% 015 [-0.77, 0.47]
Heterogeneity: Mot applicable 5_1 n 55 1 % 10
Testfar overall effect 2= 0.47 (P =0.64) Favours CBT Favours any AD
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Figure 66: Remission at 3-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Laidlaw 2008 16 il 10 23 100.0% 1.75[1.04, 2.96]
Total (95% CI) 21 23 100.0%  1.75[1.04, 2.96] L
Total events 16 10
Heterogeneity: Nntappllcable 'D.D1 D!1 1'D 1DD'
Testfor overall effect Z=210(F =0.04) Favours any AD  Favours CBT
Figure 67: Remission at 6-month follow-up (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Laidlaw 2008 12 Al g 23 100.0% 1.64 [0.84, 3.21] N
Total (95% CI) 21 23 100.0%  1.64 [0.84, 3.21] i
Total events 12 a
Heterogeneity: Mot applicahle 'D.D1 D!1 1'D 1DD'

Testfor overall effect: Z=1.45(F=01%9)

Favours any AD  Favours CBT

6 Less severe: CBT individual (under 15 sessions) versus supervised high intensity

7

8

10

11

12

13

exercise group

Figure 68: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Fremont 1987 a 71 16 61 BB 15 100.0% 0.27 [-0.44, 098]
Total (95% CI) 16 15 100.0% 0.27 [-0.44, 0.98]
Heterogeneity: Mot appllcable T * 7 t =
Testfor averall effect: £= 0.75 (F = 0.4B) Favours CBT Favours exercise

Figure 69: Depression symptomatology change score

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean §D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fremont 1987 -11 5230848378 16 -109 454092502 13 100.0% -0.02 F0.72, 0.69]
Total (95% Cl) 16 15 100.0% -0.02 [-0.72, 0.68]
Heterogeneity: Notapplicable -_10 _-5 ﬁ é 10'
Test for overall effect: Z=0.05 (P = 0.96) Favours CBT Favours exercise
Figure 70: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Frermont 1987 3 19 G 21 100.0% 0.585[0.16,1.91] —
Total {95% Cl) 19 21 100.0% 0.55 [0.16, 1.91] —alii-—
Total events 3 B
Heterogeneity: Mot applicahle 'IZI.IZI1 Df1 1'D 1IZID'

Test for overall effect =094 (F=0.35)
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Favours CBT Favours exercise

Depression in adults: supplement to evidence reviews for new episode of depression DRAFT

(Novembe 2021)



DRAFT FOR CONSULTATION
Treatment of a new episode of less severe depression

1 Figure 71: Depression symptomatology at 2-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Framont 1987 66 BB 16 B 7 15 100.0% 0.08[-0.62,0.79]
Total (95% CI) 16 15 100.0% 0.09 [-0.62, 0.79]
Heterogeneity: Nutappllcable '—1D |5 ﬁ :'5 1D'
Testfor averall effect: 2= 024 (P= 081} Favours CET Favours exercise
2
3  Figure 72: Depression symptomatology at 4-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fremaont 1987 99 7.7 13 6.8 T 13 100.0% 0.41 [-0.37,1.18]
Total (95% CI) 13 13 100.0% 0.41 [-0.37, 1.18]
Heterogeneity: Mot applicable 5_1 0 =5 ﬁ % 1D=
4 Test for averall effect; £=1.02 (F = 0.31) Favours CBT Favours exercise
5 Less severe: CBT individual (15 sessions or over) versus progressive muscle
6 relaxation individual
7  Figure 73: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
furphey 1995 2237 237 11439 6.1 13 100.0% -0.43[1.24,0.39]
Total (95% CI) 1 13 100.0% -0.43 [-1.24, 0.39]
Heterogeneity: ot a;.:npllcable K + 5 3 7
8 Testfor averall effect: £=1.03 (F = 0.30) Favours CBT Favours relaxation
9 Figure 74: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
hurphy 1985 -13.46 325486559 11 -11.14 403900978 13 100.0% -0.60 [1.43,0.22]
Total (95% CI) 1 13 100.0% -0.60 [-1.43,0.22]
Heterogeneity: Not applicable :-1D 55 3 é 10:
1 O Testfor overall effect Z=1.44 (F=015) Favours CBT Favours relaxation
11 Figure 75: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI|
tdurphy 1995 11 11 g 14 100.0% 1.81 [1.01, 2.26]
Total (95% CI) 11 14 100.0%  1.51[1.01, 2.26] -
Total events 11 q
Heterageneity: Mot applicable f t } {
0.0 0.1 10 100
12 Test for overall effect £=2.02 (F = 0.04) Favours relaxation Favours CBT
13  Figure 76: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
tdurphy 1995 11 11 10 14 100.0% 1.37 [0.96, 1.95]
Total (95% CI) 11 14 100.0%  1.37 [0.96, 1.95]
Total events 11 10
Heterageneaity: Mot appllcahle T 0 ] e o0
14 Testfor overall effect Z=1.75(F = 0.08) Favours relaxation Favours CBT
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1 Figure 77: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Murphy 15995 a 11 3 14 100.0% 0.18[0.01,3.13]
Total {95% Cl) 11 14 100.0%  0.18[0.01,3.13] —— i ——
Total events a 3
2 estfor overall effect Z=1.18 (P=0.24) Favours CBT Favours relaxation
3 Less severe: CBT individual (under 15 sessions) + supervised high intensity
4  exercise group versus supervised high intensity exercise group
5 Figure 78: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fremaont 1987 1m 98 18 6.1 B.& 15 100.0% 045 [-0.25,1.14]
Total (95% CI) 18 15 100.0% 0.45 [-0.25, 1.14]
e A PR I U N T
6 estfor overall effect 2= 1.26 (F = 0.21) Favours CBT + exercise Favours exercise
7  Figure 79: Depression symptomatology change score
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fremont 1987 ST7OB.4B3E8ZE03 18 108 454082502 15 100.0% 0.685 [0.15,1.28]
Total (95% Cl) 18 15 100.0% 0.55 [-0.15, 1.25]
Heterogeneity: Mot applicahble I_1 2 =5 D é 1D=
8 Testfor overall effect 2= 1.54 (P=0.12) Favours CBT + exercise Favours exercise
9 Figure 80: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Fremont 1987 3 21 i 21 100.0% 0a0[014,1.74] —
Total (95% CI) 21 21 100.0%  0.50[0.14,1.74] el
Total events 3 B
Heterageneity: Mot applicable f f f |
e _ 0.01 0.1 10 100
10 Testfor overall effect Z=1.09 (P =0.28) Favours CBT + exercise Favours exercise
11 Figure 81: Depression symptomatology at 2-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fremaont 1987 6.2 B.A 18 g 7 18 100.0% 0.03 [-0.66, 0.71]
Total (95% CI) 18 15 100.0% 0.03 [-0.66, 0.71]
Heterageneity: Mot applicable 5_1 0 55 b % 1D=
12 Testfor overall effect 2= 0.03 (F=093) Favours CBT + exercise  Favours exercise
13  Figure 82: Depression symptomatology at 4-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fremant 1987 75 54 13 68 71 13 100.0% 0.11 [-0.66, 0.88]
Total (95% CI) 13 13 100.0% 0.11 [-0.66, 0.88]
Heterogeneity; Mot applicable I_w 55 5 :55 P
14 Testfor averall effect Z=0.27 (P =0.78) Favours CBT + exercise Favours exercise
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DRAFT FOR CONSULTATION
Treatment of a new episode of less severe depression

1 Less severe: Cognitive and cognitive behavioural therapies group versus no

2

3

4

5

6

7

treatment

Figure 83: Depression symptomatology endpoint

$td. Mean Difference
IV, Random, 95% CI

Experimental Control

Study or Subgroup Mean SD Total Mean SD Total Weight

$td. Mean Difference
IV, Random, 95% Cl

18.1.1 CBT group (under 15 sessions)

Gordon 1987 103 4.37 10 163 59 10
Subtotal {95% CI) 10 10
Heterogeneity; Mot applicahle

Testfor overall effect Z=2.27 (P=0.02)

17.0%
17.0%

111 -2.06,-0.14]
1.11 [-2.06, -0.15]

18.1.2 Positive psychotherapy (PPT) group

Seligman 2006_study 1 957 B.32 14 131 828 20
Taghvaienia 2020 1429 8.36 26 1912 9.28 26
Subtotal (95% CI) 40 46
Heterogeneity: Tau®= 0.00; Chi®=0.03, df=1 (P=0.86), F=0%
Testfor overall effect £=2.29 (P=0.02)

32.4%
50.6%
83.0%

-0.46 F1.15, 0.24]
-0.54 [1.09, 0.02]
-0.51 [-0.94, -0.07]

Total (95% CI) 50 56 100.0%
Heterogeneity: Tau®=0.00; Chi*=1.28,df=2 (P=0.53), F=0%

Testfor overall effect £=3.02 (P =0.002)

Testfor subgroup differences: Chi*=1.25,df=1 (P =026), F=201%

-0.61 [-1.00, -0.21]

Figure 84: Depression symptomatology change score

Control
5D Total Weight

Experimental
Study or Subgroup Mean SD Total Mean

Std. Mean Difference
IV, Random, 95% CI

J—

<

L1 K]

*

-10 10

Favours CBT group Favours no treatment

Std. Mean Difference
IV, Random, 95% CI

18.2.1 CBT group {under 15 sessions)

Gardan 1987 -96 295675498 10 -3.7 396996222 10
Subtotal {95% CI) 10 10
Heterogeneity: Mat applicahle

Testfor averall effect Z=3.04 (P =0.002)

15.5%
15.5%

18.2.2 Positive psychotherapy (PPT) group

Seligman 2006_study 1 -5.37  4.44805576 14 -0.71 5.5680203 20
Taghvaienia 2020 -5.13 5.83088329 26 0.1 B.66219934 26
Subtotal (95% CI) 40 46
Heterogeneity: Tau®=0.00; Chi*= 002, df=1 (P=0.89); F=0%

Testfor overall effect: Z=3.72 (P =0.0002)

32.5%
52.0%
84.5%

Total {95% Cl) 50 56 100.0%
Heterogeneity: Tau®=0.00; Chi*=1.79, df= 2 {(F=041), F=0%

Testfor overall effect: Z= 4.62 (P = 0.00001)

Testfor subaroup differences: Chi*=1.77, df=1 {P=0.18), F= 43.5%

Figure 85: Remission (ITT)

Risk Ratio
M-H, Fixed, 95% CI

Control
Events Total

Experimental

Study or Subgroup  Events Total Weight

1,61 [-2.65,-0.58]
-1.61 [-2.65, -0.58]

-0.88 [-1.60,-0.17]
-0.62 [1.39, -0.25]
-0.85 [1.29, -0.40]

-0.97 [1.38, -0.56] *

——

>

o}

0 0 5 10
Favours no treatment

Favours CBT group

Risk Ratio
M-H, Fixed, 95% CI

18.3.1 CBT group (15 sessions or over)

Hunter 2012 a7 47 10 26 100.0%
Subtotal (95% CI) a7 26 100.0%
Total events 27 10

Heterogeneity: Mot applicable

Testfor overall effect Z=1.44 (P=01%9)

1.49[0.57, 2.58]
1.49 [0.87, 2.58]

i 3

0.01

Testfor subgroup differences: Mot applicahle
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J J
0.1 10 100

Favours no treatment Favours CBT group
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Figure 86: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
18.4.1 CBT group {under 15 sessions)
Gardon 1987 1} 10 a 10 Mat estimable
Subtotal (95% CI) 10 10 Not estimable
Tatal events i} i
Heterageneity: Mot applicable
Test for overall effect: Mot applicable
18.4.2 CBT group {15 sessions or over)
Hunter 2012 g a7 4 26 49.6% 0.69[0.20, 2.349] ——
Subtotal (95% CI) 47 26 49.6% 0.69 [0.20, 2.35] =il
Total events g 4
Heterogeneity: Mot applicable
Test for averall effect: 2= 059 (P = 0.55)
18.4.3 Positive psychotherapy (PPT) group
Seligman 2006_study 1 a 19 1 21 27 6% 553071, 43.16] )
Taghvaienia 2020 2 28 1 27 228% 1.83[0.19, 20.05] =
Subtotal (95% CI) 47 48  50.4% 3.50 [0.75, 16.38] e
Total events 7 2
Heterogeneity, Tau*=0.00; Chi*= 044, df=1 (P=0.51), F=0%
Testfor overall effect Z=1.99 {F = 0.11)
Total (95% CI) 104 84 100.0% 1.55[0.42, 5.70] —eeni—
Total events 12 G
Heterogeneity: Tau®= 0.50; Chi*= 314, df= 2 {P=0.21);, F= 36% T o 15 e

Testfor overall effect: 2= 0.66 (P = 0.51)

i ) Favours CBT group Favours no treatment
Testfor subgroun diferences: Chi*= 2.60, df=1 {F=011), F=61.5%

Figure 87: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.5.1 Positive psychotherapy (PPT) group
Seligrnan 2006_study 1 8.69 B.73 13 13495 879 19 100.0% 0.64 [-1.36, 0.09]
Subtotal (95% CI) 13 19 100.0% -0.64 [-1.36, 0.09]
Heterogeneity: Mot applicable
Testfor overall effect: £=1.73 (P =0.08)

-10 -5 0 ] 10
Favours CBT group Favours no treatment

Testfor subgroun differences: Not applicable

Figure 88: Depression symptomatology at 6-month follow-up

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.6.1 Positive psychotherapy (PPT) group
Seligman 2006_study 1 8.21 4.68 13 1333 8415 18 100.0% -0.72 [-1.46,0.07]
Subtotal {95% CI) 13 18 100.0% -0.72 [-1.46,0.02]

Heterogeneity: Mot applicable
Testfor overall effect: £=1.91 (P = 0.06)

-10 -5 0 ] 10
Favours CBT group Favours no treatment

Test for subaroun differences: Mot annlicahle

Figure 89: Depression symptomatology at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.7.1 Positive psychotherapy (PPT) group
Seligman 2006_stucly 1 787 508 14 11.32 738 19 100.0% -0.56 [
Subtotal (95% Cl) 14 19 100.0% 0.56 [
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.56 (P=012)

-10 -5 0 5 10
Favours CBT group Favours no treatment

Testfor subgroun differences: Not anplicable
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Figure 90: Remission at 3-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% CI
18.8.1 CBT group (15 sessions or over)
Hunter 2012 34 47 13 26 100.0% 1.45[0.84, 2.21]
Subtotal (95% CI) a7 26 100.0%  1.45[0.95,62.21]
Total events 34 13

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.71 (P =0.09)

0.01 01 1 10

100
. . Favours no treatment Favours CET group
Testfor subgroup differences: Mot applicahle
Figure 91: Quality of life endpoint
Experimental Control §td. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
18.9.1 Positive psychotherapy (PPT) group
Seligman 2006_study 1 1429 7.4 14 144 B36 20 50.2% -0.02 [-0.70, 0.67]
Taghvaienia 2020 TEO1 9.55 26 5348 834 26 498% 24T [1.73,3.200 -
Subtotal (95% CI) 40 46 100.0% 1.22 [-1.21, 3.66]
Heterogeneity: Tau® = 2.96; Chi®= 23.58, df=1 (P = 0.00001); F= 95%
Testfor averall effect Z=0.98 (P=0.33)
10 5 ' : 10
. i Favours no treatment Favours CBT group
Testfor subaroup differences: Not applicable
Figure 92: Quality of life at 3-month follow-up
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.10.1 Positive psychotherapy (PPT) group
Seligman 2006_study 1 2115 773 13 1926 629 19 100.0% 0.27 [-0.44,0.98]
Subtotal (95% CI) 13 19 100.0% 0.27 [-0.44, 0.98]
Heterogeneity: Mot applicable
Testfor overall effect: £=0.74 (P = 0.46)
} } } } {
-10 -9 a 3 10
) ) Favours no treatment Favours CBT group
Testfor subgroun differences: Mot applicable
Figure 93: Quality of life at 6-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Meanm SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.11.1 Positive psychotherapy {(PPT) group
Seligman 2006_study 1 2092 696 13 2044 598 18 100.0% 0.07 [0.64, 0.79]
Subtotal (95% CI) 13 18 100.0% 0.07 [-0.64, 0.79]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.20 (P = 0.84)
I 1 1 } |
-10 -4 a i 10
. i Favours no treatment Favours CBT group
Testfor subgroun differences: Not applicable
Figure 94: Quality of life at 12-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.12.1 Positive psychotherapy (PPT) group
Seligman 2006_study 1 238 758 14 2205 615 19 100.0% 0.25[-0.44 0.94]
Subtotal (95% CI) 14 19 100.0% 0.25 [-0.44, 0.94]
Heterageneity: Mot applicable
Testfor overall effect: Z2=0.71 (P =0.48)
I 1 1 } {
-10 g a |3 10

. : Favours no treatment Favours CBT group
Testfor subgroun differences: Not applicable
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Treatment of a new episode of less severe depression

1 Less severe: Cognitive and cognitive behavioural therapies group versus waitlist

2  Figure 95: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
19.1.1 CBT group (under 15 sessions)
Jones 2011 78 49 30 17 8.4 28 21.5% -1.33[-1.90,-0.76] -
Zemestani 2017 11.6 19 20 258 28 23 185% -5.7A 716, -4.34] —
Subtotal (95% Cl) 50 51 39.9% -3.49 [-7.82, 0.84] ——eni——

Heterogeneity: Tau®= 9.45; Chi®= 32.41, df=1 (P = 0.00001); F=97%
Testfor overall effect: Z=1.58 (P =011}

19.1.2 Third-wave cognitive therapy group

Eohlmeijer 2011 1594 1037 49 2207 9.99 44 21.8%  -0.60[1.01,-0.18] -
Zemestani 2016 1578 251 15 2921 242 15 17T.6%  -5.30 [6.91,-3.69] —
Subtotal (95% ClI) 64 59 30.4% .2.88 [-7.49,1.73] —— i ——

Heterogeneity: Tau®=10.70; Chi®= 30.84, df=1 (P = 0.00001); F=97%
Testfor overall effect Z=1.23 (P = 0.22)

19.1.3 Rational emotive behaviour therapy (REBT) group

Malouff 1988 T26 477 14 1812 875 14 207% -1.80[-2.35 -0.64] —_
Subtotal (95% Cl) 14 14 20.7% -1.50 [-2.35, -0.64] <
Heterageneity: Mot applicahle
Test for overall effect: 7= 3.44 (P = 0.000B)
Total (95% Cl) 128 124 100.0% -2.72 [4.20,-1.24] -
Heterogeneity: Tau®= 2.96; Chi®= 73.29, df=4 (P < 0.00001); F=95% f ; t |
Testf Il effect Z= 3.50 (P = 0.0003 1o 5 o 2 10
estfor overall effect Z=3.60 (P = 0.0003) Favours CBT group  Favours waitlist
3 Testfor subgroup diferences: Chif=1.09, df= 2 (P =0.58), F=0%
4  Figure 96: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
19.2.1 CBT group (under 15 sessions)
Jones 2011 -85 5895761189 30 0.6 7.08731261 28 1.5% -1.38 [1.96,-0.80] -
Zemestani 2017 -14.4 234093998 20 -0.6 210475652 23 18.6% -6.11 [-7.59,-4.63] —
Subtotal (95% CI) 50 51  40.1% -3.69 [-8.33,0.94] ——e——
Heterogeneity: Tau®= 10.84; Chi®= 33.97, df=1 (F < 0.00001), F=97%
Testfor averall effect Z=156 (P=012)
19.2.2 Third-wave cognitive therapy group
Eohlmeijer 2011 -8 718295248 49 -4.04 680524063 44 1.8% -0.56 [0.98,-0.15] -
Zemestani 2016 -13.5 214455123 16 -0.14 23679527 18 17.6% -8.TE[T.47,-4.04] —
Subtotal (95% CI) 64 50 30.4% -3.09 [-8.18, 2.00] e ——
Heterogeneity: Tau®=13.08; Chi*= 3316, df=1 (P = 0.00001); F=97%
Testfor averall effect Z=119(P=0.23)
19.2.3 Rational emotive behaviour therapy (REBT) group
Malouff 1988 -12.87 404573232 14 -219 A4.7T78BYTI62 14 20.5% -208[302,-1.13)] —
Subtotal (95% CI) 14 14 20.5% -2.08 [-3.02, 1.13] <
Heterageneity: Mat applicable
Test for overall effect: 2= 4.31 {F = 0.0001}
Total (95% CI) 128 124 100.0% -3.00 [4.60, -1.39] -
Heterogeneity: Tau®= 3.04; Chi®= 81.05, df= 4 (P = 0.00001); F= 95% =-1D 15 ) % 1D=
Test for averall effect 2= 3.65 (P=0.0003) Favours CBT group  Favours waitist

5 Test for subaroun differences: Chif=0458. df=2 (P =075 F=0%
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1 Figure 97: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
19.3.1 CBT group (under 15 sessions)
Zemestani 2017 1 M a 23 M.8% 327 (014, FE.21]
Subtotal (95% Cl) 21 23 M.8% 3.27 [0.14,76.21] — e —
Total events 1 i}

Heterogeneity: Mot applicable
Test for averall effect: £=0.74 (P = 0.4E)

19.3.2 Third-wave cognitive therapy group

Bohlmeijer 2011 10 44 2 44 44.0% 4.49101.04,19.38] -
Zemestani 2016 0 15 0 15 Mot estimahble

Subtotal (95% CI) 64 59 44.0% 4.49 [1.04, 19.38] ~e
Total events 10 2

Heterogeneity: Mot applicable
Test for overall effect Z=2.01 (F=0.04)

19.3.3 Rational emotive behaviour therapy (REBT) group

talouff 1988 1 15 4 18 34.2% 0,30 [0.04, 2.40] =
Subtotal (95% CI) 15 18 34.2% 0.30 [0.04, 2.40] ——ee——
Total events 1 4

Heterogeneity: Mot applicable
Test for overall effect Z= 113 (P= 026

Total {95% CI) 100 100 100.0% 1.66 [0.27, 10.40] —en——
Total events 12 G
Heterogeneity, Tau®=1.43; Chi*= 446, df= 2 (P=011); F=55%
Test for overall effect Z=0.54 (P = 0.549)

2 Testfor subgroup differences: Chi*= 446, df=2 (F=011,F=551%

0.0 0.1 10 100
Favours CBT group Favours waitlist

3  Figure 98: Depression symptomatology at 3-month follow-up

Experimental Control 5td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
19.4.1 CBT group (under 15 sessions)
Fernestani 2017 115 17 m 257 28 23 337% -5 TEEFAT, -4.35] —a—
Subtotal (95% CI) 20 23 327T% -5.76 [-7.17, -4.35] -l

Heterogeneity: Mot applicable
Test for averall effect: Z=8.00 (F = 0.00001)

19.4.2 Third-wave cognitive therapy group

Eohlmeijer 2011 1478 949 49 2117 1071 44 344%  -0.63[1.05-0.21] 3
Zemestani 2016 16.20 243 15 2857 334 15 32.9%  -4.09[5.41,-277] —a—
Subtotal (95% CIj 64 59 67.3%  -2.30 [-5.69, 1.09] =l

Heterogeneity: Tau®= 5.74; Chi®=23.95, df=1 (P = 0.00001}; F= 96%
Testfor overall effect Z=1.33 (F=018)

Total (95% CI) 84 82 100.0% -3.44 [-6.85, -0.04] =
Heterogeneity: Tau®= 8.72, Chi*= 6549, df= 2 (P = 0.00001}; F=97% =-1|:| 55 P % 10!
Test for overall effect: Z=1.98 (F = 0.04)

i _ Favours CBT group Favours waitlist
Test for subgroup differences: Chif=3.41, df=1(F = 0.06), F=70.7%
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1 Less severe: Cognitive and cognitive behavioural therapies group versus TAU

2

3

4

5

6

Figure 99: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
20.1.1 CBT group (under 15 sessions)
Vazquez 2016 121 q g8 M2 T2 82 355% -111 [1.43,-0.78] =
Vazgquez 2020 11.3 723 9 196 724 80 351% -1 A4 [-1.45,-0.74] L
Subtotal {95% CI) 157 162 T70.6% -1.12 [1.36, -0.89] [ ]

Heterogeneity, Tau®=0.00; Chi®=0.02,df=1(P= 089, F=0%
Test for averall effect: Z=9.29 (P < 0.00001)

20.1.2 Positive psychotherapy (PPT) group

Guo 2017 744 183 34 1564 413 42 29.4% -2.45[-3.06,-1.89] &+
Subtotal {95% CI) 34 42 204%  -2.45[-3.06,-1.85] <&
Heterogeneity: Mot applicable

Test far averall effect: 2= 7.96 (P = 0.00001)

Total (95% CI) 19 204 100.0% -1.51 [-2.18, -0.85] &>
Heterogeneity: Tau®= 0.30; Chi*= 1617, df=2 (F=0.0003); 7= 88% I-'ID 55 0 % 1D=
Testfor overall effect Z=4.46 (P = 0.00001}) Favaurs CBT group Favours TAU

Testfor subdgroup differances: Chi®=16.15, df=1 (F = 0.0001}, F=93.8%

Figure 100: Depression symptomatology change score

Experimental Control Std. Mean Difference §td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
20.2.1 CBT group (under 15 sessions)
Wazguez 2016 -11.6 5896322061 88 -1.6 4.8BYT39TE 82 407% -1.82[-2.18,-1.46] ]
Vazguez 2020 -1 5.08125969 69 -3.5 508171877 a0 39.9% -1 47 [F1.83,-1.10] =
Subtotal (95% CI) 157 162  80.6% -1.64 [-1.99, -1.30] 4

Heterogeneity: Tau®=0.03; Chi*=1.83,df=1 (F=018); F= 45%
Testfor overall effect: £=9.32 (P = 0.00001)

20.2.2 Positive psychotherapy (PPT) group

Guo 2017 STAT 418631103 34 -1.5 274955451 42 19.4% -1.86[-2.39,-1.30] -
Subtotal (95% CI) 34 42 194% -1.85[-2.39, -1.30] L
Heterogeneity: Mot applicable
Testfor overall effect: £= 6.66 (P = 0.00001)
Total (95% CI) 191 204 100.0% -1.68 [-1.93, -1.44] +
Heterogeneity: Tau®= 0.01; Chi*= 227, df=2 (P=0.32); = 12% =-1D 15 p é 1D=
Testfor overall effect: Z=13.28 (P = 0.00001) Favours CBT group Favours TAU
Test for subgroup differences: Chi*= 039, df=1 (P =053}, F=0% '
Figure 101: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
20.3.1 CBT group (under 15 sessions)
Wazguez 2016 2 a8 3 32 401% 0.62[0.11, 3.62] L —
Wazguez 2020 1 6Y 1 a0 248% 1.16[0.07,18.19]
Subtotal (95% CI) 157 162 64.9% 0.74 [0.17, 3.29] ——nili—
Total events 3 4
Heterogeneity, Tau®= 0.00; Chif= 014, df=1 (F=071), F=0%
Testfor overall effect, Z=039(F=0.70)
20.3.2 Positive psychotherapy (PPT) group
Guo 2017 g 42 1 43 351% 2.1901.07, 62.67] &
Subtotal (95% CI) 42 43 351% 8.19 [1.07, 62.67] ————
Total events g 1
Heterogeneity. Mot applicable
Test for overall effect, Z2=2.03 (F=0.04)
Total (95% Cl) 1949 205 100.0% 1.79 [0.33, 9.82] —eei———
Total events 11 ]
?ehta;ugenemtl:lT?ru :;Pgig?hlpz—aﬁ?sgﬁ df=2 (F=0158), F=47% o 0 1 Py
estfor overall effect: 2= 0.67 (P = 0.50) Favours CBT group Favours TAU

Test for subaroun difierences: Chi®= 348, df=1 (P=0.06), F=71.3%
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1 Figure 102: Depression symptomatology at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
20.4.1 CBT group (under 15 sessions)
Wazgquez 2016 124 43 88 2048 T8 82 100.0% -0.84 [-1.25, -0.62] !
Subtotal (95% Cl) 88 82 100.0% -0.94 [-1.25, -0.62]

Heterogeneity: Mot applicable
Test for overall effect £= 573 (F = 0.00001)

-10 -5 0 5 10
Favours CBT group Favours TAL

2 Testfor subaroup differences: Mot applicable

3  Figure 103: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
20.5.1 CBT group (under 15 sessions)
Wazgquez 2016 116 491 88 203 82 82 A1.8% 1.00[1.32,-0.68] [ |
Subtotal {95% CI) 88 82 51.8% -1.00 [1.32, -0.68] 4

Heterogeneity: Mot applicable
Test for overall effect, Z2=6.12 (P = 0.000013

20.5.2 Positive psychotherapy (PPT) group

Guo 2017 284 214 34 1341 56T 42 482% -2 33[2.82,-1.74) L 3
Subtotal {95% CI) 34 42 48.2% -2.33[-2.92, 1.74] »
Heterogeneity: Mot applicable

Test for overall effect; 2= 7.72 (P = 0.000013

Total (95% CI) 122 124 100.0% -1.64 [-2.94, 0.34] L
Heterogeneity: Tau®= 0.82; Chi*= 1503, df=1 (F=0.0001); F=93% I t 1 {
. -10 -4 ] 5 10
Test for overall effect: Z=2.47 (P =0.01) Favours CBT group Favours TAU
4 Test for subaroup differences: Chi*=15.03, df=1 (F=0.0001), F=93.3% '

5 Figure 104: Depression symptomatology at 6-month follow-up

Experimental Control $td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
20.6.1 CBT group (under 15 sessions)
Vazquez 2016 124 87 g8 201 8&ry 82 a0Aa% -0.88[1.20,-0.57] |
Subtotal {95% CI) 88 82 50.5% -0.88 [1.20, -0.57] [

Heterogeneity: Mot applicable
Test far averall effect: £= 548 (P = 0.00001)

20.6.2 Positive psychotherapy (PPT) group

Guo 2017 1.06 1.18 34 15812 3N 42 495% -0.69[-6.72, -4 66] —
Subtotal {95% CI) 34 42 495%  560[-6.72, 4.66] <
Heterogeneity: Mat applicable

Test for overall effect: Z=10.79 (P = 0.00001)

Total (95% CI) 122 124 100.0% -3.26 [-7.97, 1.45] ——en
Heterogeneity: Tau®=11.42; Chi*= 7614, df = 1 {P = 0.00001); F = 99% I i I {
] -10 -5 0 5 10
Testfor overall effect, Z2=136 (F=0.18) Favours CBT group Favours TAU
6 Test for subgroup differences: Chi*= 7614, df=1 (P = 0.00001%, F=987% '

7  Figure 105: Depression symptomatology at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
20.7.1 CBT group {under 15 sessions)
Wazquez 2016 104 78 a8 214 88 82 100.0% -1.32[-1.65,-0.99] !
Subtotal (95% CI) 88 82 100.0% -1.32 [-1.65, -0.99]

Heterogeneity: Mot applicable
Testfor averall effect: £= 7 78 (P = 0.00001)

0 5 0 5 10
) . Favours CBT group Favours TAU
Testfor subaroup differences: Mot applicable
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Treatment of a new episode of less severe depression

1 Less severe: Cognitive and cognitive behavioural therapies group versus
2 behavioural therapies group

3  Figure 106: Depression symptomatology endpoint

Experimental Control §td. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
21.1.1 CBT group (under 15 sessions) versus behavioural activation (BA) group
Wazgquez 2020 113 7.23 63 104 7.36 70 B2.3% 012 [-0.21, 0.46]
Subtotal {95% CI} 69 70 82.3% 0.12 [-0.21, 0.48]

Heterogeneity: Mot applicable
Testfor overall effect Z=072 (P=047)

21.1.2 Third-wave cognitive therapy group versus behavioural activation (BA) group
Zemestani 2016 1878 251 18 1538 225 149 17.7% 016 [-0.55, 0.88]
Subtotal {95% Cl} 15 15 17.7% 0.16 [-0.55, 0.88]
Heterogeneity: Mot applicable

Test for overall effect: 2= 0.45 (P = 0.66)

Total (95% CI) 84 85 100.0% 0.13 [-0.17,0.43]
Heterogeneity: Tau®= 0.00; Chi#= 0.01, df=1 (P =0.92); F= 0% t 1 T t |
Testf lleffect Z= 0.84 (P=0.40 10 3 o i 1
estioraverall & ec.. =0.84( e ] Favours CBT group Favours behavioural group
4 Test for suboroup differences: Chi®= 0.01, df=1 (P =092, F=0%

5 Figure 107: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CIl
21.2.1 CBT group (under 15 sessions) versus behavioural activation {BA) group
Yazgquez 2020 -11 5.08125969 69 123 514991262 700 821% 0.25 [-0.08, 0.59)
Subtotal (95% CI) 69 70 82.1% 0.25 [-0.08, 0.59] »

Heterageneity: Mot applicahle
Testfor averall effect Z=1.48 (P=0.14)

21.2.2 Third-wave cognitive therapy group versus behavioural activation (BA) group

Zemestani 2016 -13.8 214455123 18 -13.39 224625244 18 17.9% -0.05 [-0.76,0.67] -

Subtotal {95% CI) 15 15  17.9% -0.05 [-0.76, 0.671 <

Heterogeneity: Not applicahle

Test for averall effect Z=0.13 (P = 0.849)

Total (95% CI) 84 85 100.0% 0.20 [-0.10, 0.50] »

Heterogeneity: Tau?= 0.00; Chi®= 0.56, df=1 (P = 0.45); F= 0% 1_1 2 55 ; é WDI

Test for averall effect 2= 1.29 (P = 0.20) Favours CBT group Favours behavioural group
6 Test for subgroup differences: Chi®= 0,86, df=1(P=045), F=0%
7  Figure 108: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

21.3.1 CBT group (under 15 sessions) versus behavioural activation {(BA) group
Wazquez 2020 1 69 3 70 100.0% 0.34 [0.04,3.17] l

Subtotal (95% CI) 69 70 100.0% 0.34 [0.04, 3.17]

Total events 1 3

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.85 (F =0.34)

21.3.2 Third-wave cognitive therapy group versus behavioural activation (BA) group

Zemestani 2016 1] 14 0 14 Mot estimable
Subtotal (95% CI) 15 15 Not estimable
Total events 1] a

Heterageneity: Mot applicable
Testfor averall effect: Mot applicable

Total (95% CI) 84 85 100.0% 0.34 [0.04, 3.17] e ——
Total events 1 3
estioroverall eliect. = L. tP=0. ) Favours CBT group  Favours behavioural group
8 Testfor subaroup differences: Mat applicable
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Treatment of a new episode of less severe depression

1 Figure 109: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

21.4.1 Third-wave cognitive therapy group versus behavioural activation (BA) group

Zemestani 2016 1628 243 19 1615 2.79 16 100.0% 0.05[-0.66,0.77]

Subtotal (95% CI) 15 15 100.0% 0.05 [-0.66, 0.77]

Heterogeneity, Mot applicable

Test for overall effect Z=014 (P =084
k 1 1 } |
-10 -5 0 ] 10

2 Test for subgroup differences: Not applicable

Favours CBT group Favours behavioural group

3 Less severe: Rational emotive behaviour therapy (REBT) group versus problem

4 solving group

5 Figure 110: Depression symptomatology endpoint

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl

Malouff 1988 T.26 477 14 10 6.88 15 100.0% -0.45[1.19, 0.29]

Total (95% CI) 14 15 100.0% -0.45[-1.19, 0.29]

Heterogeneity: Mot applicable -_1 0 '5 ﬁ é 1IZI'

Test for averall effect: Z=1.19 (P = 0.24)

7  Figure 111: Depression symptomatology change score

Favours REBT Favours problem solving

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Malouff 1988 -12.87 4.04573232 14 1113 46427578 15 100.0% -0.39[-1.13, 0.35]
Total (95% CI) 14 15 100.0% 0.39[1.12,0.35]
Heterogeneity; Mot applicable =-1D + 1 1 1D=
8 Test for overall effect 2= 1.03 (P = 0.30) Favours REBT group Favours problem solving
9 Figure 112: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Walouff 1958 1 14 i} 20 100.0% 0.27[0.03, 2.09]
Total (95% Cl) 15 20 100.0% 0.27 [0.03, 2.05] ——e -
Total events 1 i)
. B I 1 Il |
10 estfor overall effect Z=1.27 (P = 0.20) Favours REBT Favours problem solving
11 Figure 113: Depression symptomatology at 1-month follow-up
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Malouff 1988 6.81 6.35 14 814 742 14 100.0% -0.19 [-0.93, 0.56]
Total {95% CI) 14 14 100.0% -0.19 [-0.93, 0.56]
Heterogeneity: Mot applicable 5_1 0 55 ) % 1IZI=
12 Testfor overall effect: 2= 0.49 (P = 0.63) Favours REBT Favours problem solving
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Treatment of a new episode of less severe depression

1 Less severe: CBT group (under 15 sessions) versus progressive muscle

2

w

(&)}

~

10

11

12

13

14

relaxation group

Figure 114: Depression symptomatology endpoint

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
Yazgquez 2012 132 835 TOOO186 11.2 63 100.0% -0.54 [-0.89,-0.20]
Total (95% CI) 70 63 100.0% -0.54 [-0.89, -0.20] 4
ity i I 1 1 } |
Heterogeneity: Mot applicable o 5 ; 5 10

Test for overall effect: Z= 3.07 (P = 0.002)

Favours CBT group Favours relaxation group

Figure 115: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazgquez 2012 -12.8 6.04648658 To -6 7.82130308 63 100.0% -1.00 [-1.36,-0.64]
Total (95% CI) 70 63 100.0% -1.00 [-1.36, -0.64] L ]
Heterogeneity, Mot applicable I_m I5 ] é 10I
Testfor overall effect: 2= 5.40 (P < 0.00001) Favours CBT group Favours relaxation group
Figure 116: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Vazguez 2012 44 7a 25 63 100.0% 1.88[1.11, 2.26]
Total (95% Cl) 70 63 100.0%  1.58 [1.11, 2.26] L
Total events 44 25
Bstforoverall effect: 2= 2.55 (P = 0.00) Favours relaxation group Favours CBT group
Figure 117: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Vazguez 2012 g 7o 2 63 1000% 2.25([0.45 11.19] ]
Total (95% CI) 70 63 100.0% 2.25[0.45,11.19] ——al————
Total events ] 2
Heterogeneity: Mot applicable T 0 T 100

Testfor overall effect Z=0.99 (P =0.32)

Favours CBT group Favours relaxation group

Figure 118: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazguez 2012 166 114 70 168 114 63 100.0% -0.02 [-0.36, 0.32]
Total (95% CI) 70 63 100.0% -0.02 [-0.36, 0.32]

Heterogeneity: Mot applicable
Test for overall effect: Z= 010 (P = 0.92)

Figure 119: Remission at 3-month follow-up (ITT)

10 -5 0 5 10
Favours CBT group Favours relaxation group

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Wazgquez 2012 38 7 41 3 100.0% 083 [063, 1100
Total (95% CI) 70 63 100.0%  0.83[0.63,1.10]
Total events 38 41

Heterogeneity: Mot applicable

Testfor overall effect Z=1.27 (P =0.21) o.01
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Figure 120: Remission at 6-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Wazgquez 2012 32 7 30 3 100.0% 0.86 [0.67, 1.38]
Total (95% CI) 70 63 100.0%  0.96 [0.67,1.38]
Total events 32 30

Heterogeneity: Mot applicable
Testfar overall effect =022 (P=0.83)

0.01

01 1 11 100

Favours relaxation group Favours CBET group

3 Less severe: CBT group (15 sessions or over) versus meditation-relaxation group

4

5

6

7

Figure 121: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DeBerry 1983 132 39 10 103 3.2 13 100.0% 0.79 [0.07, 1.66]
Total (95% CI) 10 13 100.0% 0.79 [-0.07, 1.66] g
Heterogeneity: Mot applicable '-10 _|5 b é 10-

Testfar overall effect: £=1.81 (P =0.07)

Figure 122: Depression symptomatology change score

Favours CBET group Favours meditation-relaxa

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DeBerry 1989 -2 279483772 10 -4 2.48394847 13 100.0% 0.77 [-0.09,1.63]
Total (95% CI) 10 13 100.0% 0.77 [-0.09, 1.63] o
+ t d

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.76 (F = 0.08)

- 10
Favours CBT group Favours meditation-relaxa

8 Less severe: CBT group (under 15 sessions) + any AD versus any AD

9

10

11

12

13

14

Figure 123: Depression symptomatology endpoint

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean S50 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Zhang 2016 219 278 32 79 1.79 30 100.0% -1.14 [-1.68, -0.60]

Total (95% CI) 32 30 100.0% -1.14 [-1.68, -0.60] &

Heterogeneity: Mot applicable Ho + B f o

Testfor overall effect: £=4.13 (P = 0.0001)

Figure 124: Depression symptomatology change score

Favours CBT group+any AD  Favours any AD

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean 8D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Zhang 2016 -4.81 252812183 32 1.7 1.5040113 30 100.0% -1.46 [-2.03,-0.90]
Total {95% CI) 32 30 100.0% -1.46 [-2.03, -0.90] . 2
Heterogeneity: Mot applicable ‘-10 _|5 b é 10'

Testfor averall effect 2= 5.08 (P = 0.00001)

Figure 125: Discontinuation (any reason)

Favours CBT group+any AD  Favours any AD

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Zhang 2016 3 35 ] 35 100.0% 060 (016, 2332
Total (95% CI) 35 35 100.0%  0.60[0.16, 2.32] —
Total events 3 g
Heterogeneity: Mot applicable 'D.D1 0!1 1'D 1DD'

Testfor overall effect: 2= 0.74 (F = 0.46)
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Figure 126: Depression symptomatology at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Zhang 2016 1.78 1.21 32 567 1.37 30 100.0% -2.98 [-3.71,-2.24]
Total {95% CI) 32 30 100.0% -2.98 [-3.71, -2.24] <
o ) \ , , )
Heterogeneity: Mot applicahle '—1D _|5 b é 10'

Testfor overall effect 2= 7.93 (P = 0.00001) Favours CBT group+any AD Favours any AD

Figure 127: Functional impairment endpoint

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Zhang 2016 391 288 32 513 183 30 100.0% -0.50[-1.00, 0.01]

Total (95% CI) 32 30 100.0% -0.50 [-1.00, 0.01]

Heterogeneity: Mot applicable fo £ b 1 PP

Testfor overall effect: £=1.92 (P = 0.09) Favours CBT group+any AD  Favours any AD

Figure 128: Functional impairment at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Zhang 2016 216 2.1 32383 137 30 100.0% -0.92 [-1.45,-0.40]
Total (95% CI) 32 30 100.0% -0.92 [-1.45, -0.40] <
Heterogeneity: Mot applicahle o = b L 10

Testfor overall effect: £= 3.43 (P = 0.000&) Favours CBT group+any AD  Favours any AD

Figure 129: Quality of life physical health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Zhang 2016 G228 475 32 A7I27 476 30 100.0% 0.94 [0.41,1.47]

Total (95% CI) 32 30 100.0% 0.94 [0.41, 1.47] . 2

Heterogeneity: Mot applicable o £ b : i

Testfor overall effect 2= 3.50 (P = 0.0005)

Favours any AD  Favours CBT group+any AD

Figure 130: Quality of life physical health component at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Zhang 2016 G55 4.05 32 5877 549 30 100.0% 1.37 [0.81,1.93]

Total (95% CI) 32 30 100.0% 1.37 [0.81, 1.93] e 3

Heterogeneity: Mot applicahle '—1D _;5 b :'3 10'

Testfor overall effect Z=4.82 (P = 0.00001) Favours any AD  Favours CBT graup+any AD

Figure 131: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean S50 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Zhang 2016 2313 791 32 441 4N 30 100.0% 1.40[0.84, 1.96]

Total (95% CI) 32 30 100.0% 1.40 [0.84, 1.96] &

Heterogeneity: Mot applicable T 5 b : 0

Test for overall effect: Z=4.91 (P = 0.00001} Favours any AD Favours CBT group+any AD
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1  Figure 132: Quality of life mental health component at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Zhang 2016 A8.81 543 32 4827 419 30 100.0% 2111[1.48 2.74]
Total (95% CI) 32 30 100.0% 2.11[1.48, 2.74] ’
Heterogenaity: Mot applicable =—1D 55 5 % 1D=
Testfor overall effect 2= 658 (P = 0.00001) Favours anyAD Favours CBT group+any AD

2

3 Less severe: Problem solving individual versus no treatment

4  Figure 133: Depression symptomatology endpoint

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Rosen 2018 9.06 4.98 17 96 4.52 30 100.0% <011 [0.71, 0.48]
Total {95% CI) 17 30 100.0% -0.11[-0.71, 0.48]
ity: i } } } } |
O i L W s T
estfar averall effect 2= 0.37 (P =0.71) Favours problem solving Favours no treatment

6  Figure 134: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Rosen 2018 -2.47 342408112 17 -263 3.03288641 300 100.0% 0.05[-0.55, 0.64]
Total (95% CI) 17 30 100.0% 0.05[-0.55, 0.64]
Heterogeneity; Mot applicable =-1D |5 5 é 1D=
7 Test for overall effect: 2= 0.16 (P = 087 Favours problem solving Favours no treatment
8 Figure 135: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Rosen 2018 12 24 a 35 100.0% 2801148, 7.27]
Total (95% CI) 29 35 100.0%  2.90[1.15,7.27] ~—
Total events 12 H]
e S o C— !
9 estfor overall efiect 2= 2.27 (P = 0.02) Favours problem solving Favours no treatment

10  Figure 136: Depression symptomatology at 2-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Rosen 2018 8.82 4.4 17 893 427 30 100.0% -0.25[-0.85, 0.34]
Total {95% CI) 17 30 100.0% -0.25[-0.85, 0.34]
ity: i } } } } |
et oo W s T
estfar averall effect 2= 0.83 {F = 0.41) Favours problem solving Favours no treatment

11

12 Figure 137: Depression symptomatology at 5-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Tofal Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Rosen 2018 .06 4.47 17 1077 5.08 30 100.0% -0.585 [-1.15, 0.08]
Total (95% CI) 17 30 100.0% -0.55 [-1.15, 0.06]
Heterageneity, Mot applicable ' ! T ! |
Test fi Il effect: Z=1.77 (P = 0.08 10 5 b 5 1
13 estfor overall effect: Z=1.77 (P = 0.08) Favours problem solving Favours no treatment
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1 Less severe: Problem solving individual versus TAU

2
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Figure 138: Depression symptomatology endpoint

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
kendrick 2005720063 6.06 45 71 882 445 113 100.0% 0.05[-0.24, 0.35]
Total (95% Cl) 7 113 100.0% 0.05 [-0.24, 0.35]
Heterageneity: Mot applicable 1_1 0 I5 B é 10:
Testfor averall effect: Z=0.35 (F = 0.72) Favours problem solving  Favours TAU
Figure 139: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kendrick 2005/2006a -3.98 3.0968371 ¥10-381 288 113 1000% -0.06 [-0.35, 0.24]
Total (95% CI) 71 113 100.0% -0.06 [-0.35, 0.24]
e S CE S S BT
estfar averall effect. 2= 0.37 (= 0.71) Favours problem solving Favours TAU
Figure 140: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Kendrick 2006/2006a 9 90 X6 157 B4T% 060 [0.30,1.23] ——
Lynch 1997 4 14 1 14 353% 373047, 29.449] =
Total {95% CI) 105 171 100.0% 1.15[0.21, 6.37] ——eel——
Total events 13 27
Heterogeneity, Tau®=1.05; Chi*= 2,68, df=1{P=010); F=63% f f } |
Testfi lleffect Z=016{F=0.87 001 01 10 100
estfor overall effect Z= 016 (F = 0.87) Favours problem solving Favours TAU
Figure 141: Depression symptomatology at 4-month follow-up
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
kKendrick 2005720064 471 447 71446 375 113 100.0% 0.06 [-0.24, 0.36]
Total {95% Cl) k| 113 100.0% 0.06 [-0.24, 0.36]
Heterogeneity; Mot applicable 5_1 P 55 1 % 1E|=
Testfor averall effect Z=0.41 (F = 0.68) Favours problem solving  Favours TALU
Figure 142: Interpersonal problems endpoint
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
kKendrick 2005720064 25 04 71 246 042 113 100.0% 010 [-0.20,0.34]
Total {95% Cl) k| 113 100.0% 0.10 [-0.20, 0.39]
Heterogeneity: Mot applicable |_1 0 '5 ﬁ 1D'

Testfor overall effect: 2= 0.64 (P = 0.52)

5
Favours problem solving Favours TAL

Figure 143: Interpersonal problems at 4-month follow-up

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
kKendrick 2005720064 244 0.4 7123 038 113 100.0% 0.33[0.03, 063
Total {95% Cl) 7 113 100.0% 0.33[0.03, 0.63]
Heterogeneity: Mat applicable 5_1 0 55 p % P
Testfor overall efiect Z=2.17 (F = 0.03) Favours problem solving Favours TAL
40
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1  Figure 144: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kendrick 200520062 08 0189 71 082 01% 113 100.0% -0.10[-0.40,0.18]
Total {95% CI) 71 113 100.0% -0.10 [-0.40, 0.19]
e e o0 S T SR N
estforoverall effect 2= 0.63 (F=0.49) Favours TAL Favours problem solving

2

3  Figure 145: Quality of life at 4-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kendrick 200520062 081 024 71 084 018 113 100.0% -0.15[-0.44,0.15]
Total {95% CI) 71 113 100.0% 0.15[-0.44, 0.15]
Heterageneity: Mat applicable 5_1 P 55 T % 10:
4 Testfor overall effect 2= 0.86 (F = 0.34) Favours TAU Favours problem solving
5 Less severe: Problem solving individual versus attention placebo
6 Figure 146: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kasckow 2014 36 441 10 88 6.1 13 100.0% -0.94 [1.82, -0.06]
Total (95% CI) 10 13 100.0% -0.94 [1.82, -0.06] ’
Heterogeneity: Mot applicable =—1D 55 3 é 105
7 Testfor overall effect Z=2.10(F = 0.04) Favours problem solving Favours attention placebo
8 Figure 147: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Kagckow 2014 -6.2 2.744899545 10 -2.8 4.047838493 13 100.0% -0.65 [-1.50,0.20] T
Total (95% CI) 10 13 100.0% -0.65 [-1.50, 0.20] &
Heterogeneity. Mot applicable =_1 1 '5 : 10=
9 Testforoverall effect Z=1.30 (P =013 Favours problem solving Favours attention placebo
10  Figure 148: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Kasckow 2014 14 25 7 20 100.0% 1.71[0.87,3.38] T
Total {95% CI) 25 20 100.0%  1.71[0.87,3.38] i
Total events 14 7
e o CE— o
11 Bstfor overall effect 7= 1.56 (F=0.12) Favours problem solving  Favours attention placebo
12 Figure 149: Quality of life mental health component endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kasckow 2014 51.3 167 10 401 845 13 100.0% 0.09[-0.73,0.92]
Total {95% CI) 10 13 100.0% 0.09 [-0.73, 0.92]
Heterogeneity: Mot applicahle =—1D _I T é 1D=
13 Testfor overall effect Z=10.22 (F = 0.83) Favours attention placebo Favours problem solving
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1 Figure 150: Quality of life physical health component endpoint

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kasckow 2014 467 9.4 10 39.6 102 13 100.0% 0.69 [-0.16, 1.55] T
Total (95% CI) 10 13 100.0% 0.69 [-0.16, 1.55] g
S e ; bW
2 estfor overall effect Z=1.58 (P =0.11) Favours attention placebo  Favours problem solving

3 Less severe: Problem solving group versus waitlist

4

5 Figure 151: Depression symptomatology endpoint

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Malouff 1988 10 6.88 15 1812 875 14 100.0% -1.01 [-1.79,-0.23]
Total (95% CI) 15 14 100.0% -1.01 [-1.79, -0.23] <P
Heterogeneity, Mat applicable l 1 1 |
Testf Il effect 7= 2.53 (P = 0.01 10 - o > 1
estfor overall effect Z=2.53 (F = 0.01) Favours problem solving Favours waitlist

6

7  Figure 152: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Malouff 1985 -11.13 46427578 18 -219 578877362 14 100.0% -1.66 [-2.62,-0.80]
Total (95% CI) 15 14 100.0% -1.66 [-2.52, -0.80] <
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
Testfor overall effect 2= 3.78 (P = 0.0002) Favours problem solving Favours waitlist

8

9 Figure 153: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Malouff 1938 a 20 4 18 100.0% 1.13[0.36, 3.49]
Total (95% CI) 20 18 100.0%  1.13[0.36, 3.55]
Total events 5 4

it i } } T t |
W
Bstfor overall effect 2= 0.20 (P =10.84) Favours problem solving Favours waitlist

10

11 Less severe: Problem solving group versus TAU

12 Figure 154: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Khan 2019 10,06 B.45 a4 1205 6.09 a8 498% -0.32 [-0.69, 0.08]
Wazguez 201 30tera 2015/Lopez 2020 10.7 64 88 M2 ¥2 84 50.2% -1.54 [-1.88,-1.20] |
Total (95% CI) 143 142 100.0% -0.93[-2.13,0.27]
Heterogeneity: Tau®=0.71; Chi®= 22.50, df=1 (P = 0.00001}; = 96% t } T t |
Tastf Il effect: Z=1.52 (P =013 10 -5 b ® 10
estfor overall effect 2=1.52 (F = 0.13) Favours problem solving Favours TAU

13

14  Figure 155: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazguez 201 3/0tero 20148/Lopez 2020 -14 5.07543102 28 1.7 4911211668 24 100.0% -2.45 [-2.85,-2.09]
Total {95% CI} a9 84 100.0% -2.45 [-2.85, -2.05] *
Heterogeneity, Mot applicable I_m 15 b é 1D=
1 5 Testfor overall effect Z=12.12 (P = 0.00001) Favours problem solving Favours TAU
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Figure 156: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Wazguez 201 3/0tera 2015/Lopez 2020 70 89 10 84 100.0% 6.61[3.66,11.94]
Total (95% CI) 89 84 100.0% 6.61[3.66,11.94] e
Total events il 10
Heterageneity: Mot applicahla o o 10 o0

Testfor overall effect: 2= 6.25 (F = 0.00001}

Figure 157: Discontinuation (any reason)

Experimental Control Risk Ratio

Favours TAU Favours problem solving

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
khan 20149 5 59 2 60 BE.3% 2.84[0.51, 12.549] —
Vazguez 201 3Ctero 2015/Lopez 2020 3 29 1 84 337% 2.83[0.30, 26.69] — T &
Total (95% CI) 148 144 100.0% 2.64[0.72,9.70] el
Total events g 3
o = _ . . - - SR = I } } |
Heterogeneity: Tau®= 0.00; Chi®=0.01, df=1 {P=0.94); P=0% 0o o 10 100

Testfor overall effect Z=146(F=0.14)

Figure 158: Depression symptomatology at 1-month follow-up

Favours problem solving Favours TAU

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazguez 201 30tero 201 Silopez 2020 103 7.8 a8 208 87 84 100.0% -1.27 [-1.69,-0.94]
Total (95% CI) 89 84 100.0% -1.27 [-1.59, -0.94] +
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
Testfor overall effect: Z=7.59 (P = 0.00001) Favours problem solving  Favours TAU
Figure 159: Depression symptomatology at 3-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazguez 201 30tero 201 5fLopez 2020 104 82 89 208 9 84 100.0% -1.20 [1.63,-0.88]
Total (95% CI) 89 84 100.0% -1.20 [-1.53, -0.88] +
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
Testfar overall effect: £=7.27 (P = 0.00001) Favours problem solving Favours TAU
Figure 160: Depression symptomatology at 6-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazguez 201 30tero 201 Silopez 2020 107 &8 49 204 96 84 100.0% -1.08F1.37,-0.73]
Total (95% CI) 89 84 100.0% -1.05[-1.37, -0.73] +
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
Testfor overall effect: Z=6.46 (P = 0.00001) Favours problem solving  Favours TAU
Figure 161: Depression symptomatology at 12-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazguez 201 30tero 201 Silopez 2020 10.7 10 849 219 85 84 100.0% -1.14 [1.46,-0.82]
Total (95% CI) 89 84 100.0% -1.14 [-1.46, -0.82] +
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
Testfor overall effect: £= 694 (P = 0.00001) Favours problem solving  Favours TAU
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1 Figure 162: Depression symptomatology at 8-year follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wazguez 201 30tero 201 Silopez 2020 a8 T7 49 124 85 84 100.0% -0.40 [F0.71,-0.10]
Total (95% CI) 89 84 100.0% -0.40 [-0.71, -0.10] L/
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
2 Testfar averall effect 2= 263 (P = 0.009) Favours problem solving  Favours TAU
3  Figure 163: Functional impairment endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Khan 2019 2444 84 54 3086 B.64 58 100.0% -073 111, -0.34]
Total (95% CI) 54 58 100.0% 0.73 [1.11, -0.34] [
Heterogeneity: Mot applicable 5_1 0 IS ) % 1D=
4 Testfor overall effect: 2= 3.72 (P =0.0002) Favours problem soling  Favours TAU
5 Less severe: Counselling versus no treatment
6  Figure 164: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Friedli 1997 1My 7.7 59 146 104 51 100.0% -0.43 [-0.80,-0.09]
Total (95% CI) 59 51 100.0%  -0.43[-0.80,-0.05] L
Heterogeneity: Mot applicable =—1D =5 B :ij 1D=
7 Testfor overall effect: 2= 2.20 (P = 0.03) Favours counselling Favours no treatment
8 Figure 165: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Friedli 1997 A 0 15 66 100.0% 0.69 [0.34,1.39] —
Total {95% Cl) 70 66 100.0%  0.69 [0.34,1.39] -
Total events ih! 15
9 estfor overall effect 2=1.03 (F=0.30) Favours counselling Favours no treatment
10  Figure 166: Depression symptomatology at 6-month follow-up
Experimental Control $td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Friedli 1997 9.7 845 62 1345 107 55 100.0% -0.39 [-0.76,-0.03]
Total (95% Cl) 62 55 100.0%  -0.39 [-0.76,-0.03]
Heterogeneity: Mot applicable I—'IU 55 B % 1D=
1 1 Testfor overall effect 7= 2.10 (F = 0.04) Favours counselling Favours no treatment
12  Figure 167: Interpersonal problems endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Friedli 1997 22 0% 59 23 08 51 100.0% -0.18 [F0.56,0.19]
Total (95% CI) 59 51 100.0% -0.18 [-0.56, 0.19]
Heterogeneity; Mot applicable =-1D % P % 0
13 Testior overall effect Z=0.94 (P=10.34) Favours counselling Favours no treatment
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1 Figure 168: Interpersonal problems at 6-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Friedli 1997 2 DA 62 22 05 55 100.0% -0.40 [-0.76, -0.03]
Total (95% CI) 62 55 100.0% -0.40 [-0.76, -0.03]
?ef?genemﬁ Nfort atpgh—cezlb:; P=003 10 5 i 5 10
estfaroverall effect Z= 212 (P =0.03) Favours counselling Favours no treatment

2

3 Less severe: Counselling + traditional acupuncture versus traditional
4  acupuncture

5 Figure 169: Depression symptomatology endpoint

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Meam SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Arvidsdatter 2013 381 273 0 411 304 40 100.0% -0.10[-0.54, 0.34]
Total (95% CI) 40 40 100.0% -0.10 [-0.54, 0.34]
Heterogeneity: Mot applicable =—1D 55 7 :55 105
Testfor overall effect Z= 0.46 (F = 0.55) Favours counselling+acupu  Favours acupuncture

6

7  Figure 170: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Arvidedotter 2013 -3.8 240103103 40 -3.84 280101767 40 100.0% -0.10[0.54,0.34]
Total (95% CI) 40 40 100.0% 0,10 [0.54, 0.34]
Heterageneity: Mot applicable t t I ! {
Test i Il effect Z= 0.44 (P = 0.66 -0 S v 5 10
8 estfar overall effect 2= 0.44 (F = 0.66) Favours counselling+acupu  Favours acupuncture

9 Figure 171: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Arvidsdotter 2013 3 40 4 40 100.0% 0750018, 3.149]
Total (95% CI) 40 40 100.0%  0.75[0.18,3.14] —
Total events 3 4
Estfor overall effect 2= 0.38 (P =069 Favours counselling+acupu  Favours acupunciure

10

11 Less severe: IPT versus TAU

12 Figure 172: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Beaber 2010 115 4948 34 191 494 37 46.2% -0.77 [-1.26,-0.249] =
Wan Schaik 2006 129 7.8 B9 149 96 T4 53.8% -0011 [-0.44,0.23]
Total (95% CI) 103 111 100.0%  -0.42 [-1.06, 0.23]
Heterogeneity: Tau®= 0.17; Chi*= 4.82, df=1 (P = 0.03); F= 80% f f T f |
. -10 -4 1} L} 10
Test for averall effect Z=1 .27 (F=0.20) Favours IPT Favours TAU

13

14  Figure 173: Depression symptomatology change score

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean §D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Eeeher 2010 -14.8 8.88031531 34 -37 B8.28462431 37 483% -1.28[-1.79,-0.77] =
“an Schaik 2006 -5.5 5.58614357 B3 -44 B.A0230728 481 T% -018[-0.51,0158]
Total (95% CI) 103 111 100.0% 0.71 [1.79, 0.37]
Heterogeneity: Tau®= 046 Chi®=12.81, df= 1 (P = 0.0004); F= 92% 1_1 0 '5 p :'5 10’
1 5 Testfor overall effect: £=1.28 (P = 0.20) Favours IPT Favours TAU
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Treatment of a new episode of less severe depression

Figure 174: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Wan Schaik 2006 19 69 20 T4 100.0% 1.02 [0.60,1.74]
Total (95% CI) 69 74 100.0%  1.02 [0.60, 1.74]
Total events 15 20
Heterogeneity: Nntappllcable 'IZI.IZI1 Df1 1. 1'D 1IZID'
Test for overall effect Z=0.07 (F = 0.95) Favours TAU Favours IPT
Figure 175: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI|
Wan Schaik 2006 16 ltz] 18 T4 100.0% 0.95[0.53,1.72]
Total (95% CI) 69 74 100.0%  0.95[0.53,1.72]
Total events 15 18
Heterageneaity: Nntappllcable T 0 ] e o0
Test for overall effect Z=016 (F = 0.87) Favours TAU Favours IPT
Figure 176: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Beeber 2010 5 39 4 41 26.8% 1.31[0.38, 4.54]
Yan Schaik 2006 11 lit2] 12 T4 OT32% 0.98 [0.46, 2.08]
Total (95% CI) 108 115 100.0% 1.06 [0.56, 2.02]
Total events 16 16
Heterageneity: Tau®= 0.00; Chi*= 014, df=1 (F=069), F= 0% 'D.D1 Df1 1| 1'D 1IZIIZI'

Testfar overall effect: Z= 019 {F = 0.85)

Figure 177: Depression symptomatology at 1-month follow-up

Favours IPT Favours TAU

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beeber 2010 103 9.2 34 16 104 37 100.0% -0.87 [-1.04,-0.10]
Total (95% Cl) 34 37 100.0% -0.57 [-1.05, -0.10] L 2
it i } } 1 }
Heterogeneity: Mot applicable e = b : 10

Testfor overall effect £2= 2.36 (P = 0.02)

Figure 178: Quality of life physical health component endpoint

Favours IPT Favours TAU

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beeber 2010 464 A5 34 434 B4 37 325% 0.501[0.02,0.97]
Wan Schaik 2006 397 132 9 417 114 74 BYA% -016[-0.49,0.17]
Total (95% CI) 103 111 100.0% 0.05 [-0.22, 0.32]

Heterogeneity: Chi*= 500, df=1 {F = 0.03); F=80% -_1 0
Testfor averall effect: Z=0.38 (P = 0.70)

}
-5 0 g
Favours TAU Favours IPT

Figure 179: Quality of life physical health component at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Beeher 2010 457 54 34 435 6 37 100.0% 0.38 [F0.09, 0.85]
Total (95% Cl) 34 37 100.0% 0.38 [-0.09, 0.85]
ity i } } 1 }

e e o1 T T T R

estforoverall effect Z=1.58 (F = 0.11) Favours TAU Favours IPT
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Figure 180: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Van Schaik 2006 424 114 B9 394 111 74 100.0% 0.27 [-0.06, 0.559]
Total (95% CI) 69 74 100.0% 0.27 [-0.06, 0.59]
Heterogeneity: Mot applicable 5_1 0 % 1 f 1D=
Testfor overall effect Z=1.58 (P =011) Favours TAU Favours IPT
3 Less severe: Interpersonal counselling individual versus any SSRI
Figure 181: Depression symptomatology at endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Altamura 2017 4,76 3 17 B.BS 338 24 100.0% -0.57 [-1.21, 0.06]
Total (95% CI) 17 24 100.0% -0.57 [1.21, 0.06]
Heterageneity: Mot applicable 5_1 2 55 1 % 1D=
Testfor overall effect Z=1.77 (P =0.08) Favours IPC Favours any SSRI
Figure 182: Depression symptomatology change score
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Altamura 2017 -9.3 533201665 17 -B.06 491312528 24 100.0% -0.24 [-0.86, 0.28]
Total (95% CI) 17 24 100.0% -0.24 [-0.86, 0.38]
Heterageneity: Mat applicable =1D 55 p é 1D=
Test for overall effect: Z=0.75 (P = 0.45) . Favours IPC Favours any SSRI
Figure 183: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI|
Altarmura 2017 15 27 19 28 100.0% 0.82[0.54,1.29]
Total (95% CI) 27 28 100.0%  0.82 [0.54, 1.25]
Total events 15 14
Heterageneaity: Mot appllcahle T 0 ] e o0
Test for overall effect Z=093 (F=0.35) Favours any SSRI Favours IPC
Figure 184: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Altarmura 2017 10 27 4 28 100.0% 24890092 7.28] b
Total (95% CI) 27 28 100.0%  2.59[0.92,7.28] reu-—
Total events 10 4
Heterageneity: Mot applicable T 0 e o0

11

Test for overall effect Z=1.81 (P=0.07)
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1 Less severe: Short-term psychodynamic psychotherapy individual versus waitlist

2  Figure 185: Depression symptomatology at endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Ajilchi 2016 17.94 9249 16 2538 871 16 100.0% -0.81 [-1.43,-0.08]
Total (95% CI) 16 16 100.0% -0.81 [-1.53, -0.08] L 3
Heterogeneity: Mot applicable 5_1 0 % 1 % 1D=
Testfor overall effect Z=218 (P =0.03) Favours STPP Favours waitlist

3

4  Figure 186: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean §D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Ajilchi 2016 1112 B.27513346 16 -1.31 576687524 16 100.0% -1.89 [2.39,-0.78]
Total (95% CI) 16 16 100.0%  -1.59[-2.39,-0.78] L 2
Heterogeneity: Mot applicable =-1D 15 7 é 1D=
Testfor averall effect: 2= 3.85 (P = 0.0001) Favours STPP Favours waitlist

5

6 Figure 187: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ajilchi 2016 4 20 4 20 100.0% 1.00 [0.29, 3.45]
Total (95% CI) 20 20 100.0%  1.00[0.29, 3.45]
Total events 4 4
Heterogeneity: Nntappllcable 'D.D1 D!1 1| 1'D 1DD'
Testfor overall effect. £2=0.00(F =1.00) Favours STPP Favours waitlist

9 Less severe: Short-term psychodynamic psychotherapy individual versus
10 counselling

11 Figure 188: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
Rosso 2013 724 344 33 B2Y aMm 55 100.0% -0.23 [-0.66, 0.21]
Total {95% Cl) 33 55 100.0% -0.23 [-0.66, 0.21]
Heterageneity: Mot applicable 5_1 0 55 3 % 1III=
Testfor overall effect: 2=1.03 (P =0.30) Favours STPP  Favours counselling

12

13  Figure 189: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Rosso 2013 -6.88 263554548 33 498 33271308 55 100.0% -0.61 [-1.05,-0.17]
Total (95% CI) 33 55 100.0% -0.61 [-1.05, -0.17] 0
Heterogeneity: Mot applicable =-1D =5 7 % 1D=
14 Test for overall effect 2= 271 (P=0.007) Favours STPP  Favours counselling
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Figure 190: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Raosso 2013 17 33 26 85 100.0% 1.0810.71,1.68]
Total {95% CI) 33 55 100.0%  1.09[0.71,1.68]
Total events 17 26
Heterogeneity; Mot applicable 'IZI.D1 Df1 1| 1-0 1DU'

Testfor overall effect Z=0383(F=070)

Figure 191: Discontinuation (any reason)

Favours counselling Favours STPP

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosso 2013 3] 33 16 55 100.0% 0.63[0.27,1.44] —
Total {95% CI) 33 55 100.0%  0.63[0.27,1.44] .
Total events f 16
Heterogeneity; Mot applicable 'EI.D1 Df1 1'D 1DD'

Testfor overall effect Z=111(F=027)

Favours STPP Favours counselling

Figure 192: Depression symptomatology at 6-month follow-up

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Rosso 2013 487 37T 33 B35 4487 a5 100.0% -0.82 [1.27,-0.37]

Total (95% CI) 33 55 100.0% 0.82 [1.27, 0.37] L 3

Heterogeneity, Mat applicahle -_1 0 _;5 b é 1|J'

Test for overall effect: £=3.98 (P =0.0003)

Figure 193: Remission at 6-month follow-up (ITT)

Favours STPP Favours counselling

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosso 2013 25 33 26 55 100.0% 1.60[1.14, 2.29]
Total {(95% CI) 33 55 100.0%  1.60[1.14, 2.25] L 3
Total events 25 26
Heterogeneity: Mot applicable 'IZI.D1 Df1 1'D 1DU'

Testfor averall effect Z=2.72 {F = 0.006)
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1 Less severe: Self-help versus no treatment

2

3

4

Figure 194: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 85% CI
37.1.1 Cognitive bibliotherapy
Joling 2011 166 B.41 98 17.27 B6.53 24 158% -0.10[-0.40, 0.20] w
Subtotal (95% CI) 86 84 15.8% -0.10 [-0.40, 0.20] 4
Heterogeneity: Mot applicable
Test foar averall effect: Z= 067 (P = 0.40)
37.1.2 Computerised-CBT (CCBT)
Lewin 2011 263 11.4 99 M5 12 91 16.0% -0.44 [0.73,-0.14] -
Lobner 2018 95 265 255 95 373 206 170% 000017, 017]
Melrylk 2015 1248 44 61 1345 349 32 144% 0.00[-0.43,0.43] T
Rasso 2017 917 B.92 37 1405 534 40 139% -0.79 [1.25,-0.32] -
Subtotal {95% CI) 452 459 61.3% -0.28 [-0.63, 0.06] L |
Heterogeneity: Tau®=0.09; Chi*=14.70, df= 3 (P = 0002}, F= 80%
Test for overall effect: Z=1.60(F=0.11}
37.1.3 Computerised problem solving therapy
Sandoval 2017 1448 37 25 232 42 20 10.8% -1.93 [[2.65,-1.21] -
Subtotal (95% CI) 25 20 10.8% -1.93 [-2.65, -1.21] <>
Heterogeneity: Mot applicable
Test for averall effect: Z=5.25 (P = 0.00001)
37.1.4 Computerised attentional bias modification
Yang 2015 1096 462 27 1813 B33 23 121% -1.29[-1.91,-0.67] -
Subtotal (95% CI) 23 121% -1.29 [-1.91, -0.67] &
Heterogeneity: Mot applicable
Test foar averall effect: =411 (P = 0.0001})
Total (95% CI) 590 586 100.0% -0.56 [-0.95, -0.18] 4
Heterogeneity: Tau®= 022, Chi®=49.39, df= 6 (P = 0.00001}, F=28% f ; ! 1
Testf Il effect: Z= 2.87 (P = 0.004 1o 5 o 5 10
estioroverall ec.. =287¢ - ) Favours self-help Favours notreatment
Testfor subaroup diferences: Chi®= 29,38, df= 3 (P < 0.00001), F= 89.8%
Figure 195: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
37.2.1 Cognitive bibliotherapy
Joling 2011 -4.87 424221091 96 -4.78 43327474 a4 21.2% 0.05[-0.25, 0.34]
Subtotal (95% CI) 86 84 21.2% 0.05 [-0.25, 0.35]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.32 (F=0.748)
37.2.2 Computerised-CBT (CCBT)
Melnyk 2015 1.4 304630924 61 1.4 269351072 32 207% 0.00[-0.43, 0.43]
Rosso 2017 -6.56 4.72432006 37 -1.85 354127096 40 20.4% -1.17 [1.66,-0.69] -
Subtotal (95% CI) 9 72 AM1% -0.58 [-1.73, 0.57]
Heterogeneity: Tau?= 0.63; Chi*=12.57, df=1 (P=0.0004); = 92%
Testfor overall effect Z=0.899 (F=0.32)
37.2.3 Computerised problem solving therapy
Sandoval 2017 -7.4 283196045 25 1.4 34525353 20 18.2% -27T F361,-1.83] —
Subtotal (95% CI) 25 20 18.2% -2.77[-3.61,1.93] <
Heterogeneity: Mot applicable
Testfor overall effect 2= 6.47 (P = 0.00001)
37.2.4 Computerised attentional bias modification
Yang 20145 -6.37 3.075256049 27 0 420918044 23 19.4% -1.72[2.358,-1.08] -
Subtotal (95% CI) 27 23 19.4% -1.72 [-2.38, -1.06] &
Heterogeneity: Mot applicable
Testfor overall effect Z=513 (P = 0.00001)
Total (95% CI) 236 199 100.0% -1.07 [-1.96, -0.18] <o
Heterogeneity: Tau®=0.95; Chi*= 66.72, df=4 (F = 0.00001); F=94% 5_1 0 55 b é 1D=
Testfor overall eﬁec.t: £=1235 (p:. 0.0z Favours self-help Favours no treatment
Testfor subaroup differences: Chi*= 5416, df=3 (P = 0.00001}, P=94.5%
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1 Figure 196: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
37.3.1 Cognitive bibliotherapy
Jaling 2011 31 a6 25 84 35.3% 1.21[0.79,1.87] —i—
Subtotal (95% CI) 86 84 353% 1.21 [0.79, 1.87] -
Total events 31 25

Heterogeneity: Mot applicable
Testfor averall effect Z= 087 (P = 0.39

37.3.2 Computerised-CBT (CCBT)

Lobner 2018 42 azn 33 3T 353% 1.30[0.85, 2.00] L

Rosso 2017 21 3T 5 40 24.4% 4.54 [1.91,10.80] —
Subtotal (95% CI) 357 367 59.T% 2.29 [0.67,7.78] ~=eii——
Total events 63 38

Heterogeneity: Tau® = 0.66, Chi®=6.44, df=1 (P =0.01); F=84%
Testfor overall effect Z=1.33(F=018)

37.3.3 Computerised attentional bias modification

Yang 2015 q 7 0 23 50% 16.29[1.00, 265.43)] *
Subtotal {95% CI) 27 23 5.0% 16.29 [1.00, 265.43] e —
Total events 9 i}

Heterogeneity: Mot applicable
Testfor overall effect 2= 1.96 (P = 0.08)

Total (95% Cl) 470 474 100.0% 1.95[1.00, 3.81] |-
Total events 103 63
Heterogeneity: Tau®= 0.28, ChF=10.90, df= 3 (P=0.01), F=7T2% f t t
Tastf Il effact 2= 1.97 (P = 0.05 0.01 0.1 1o 1oo
Estioraverall effect. £ = 1. { T ) Favours no treatment Favours self-help

2 Testfor subaroup differences: Chi*=4.01, df=2(P=013),F=50.2%

3  Figure 197: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
37.4.1 Computerised-CBT (CCBT)
Lobner 2018 T2 320 52 3T BRA% 1.41[1.03,1.89] Hl-
Raosso 2017 21 ar 7 0 41.9% 3.241[1.86,6.73] ——
Subtotal (95% CI1) 3587 367 100.0% 2.00 [0.90, 4.47] o
Total events 93 a8

Heterogeneity Tau®= 0.26;, Chi*= 416, df=1 (P=0.04); F=TE%
Testfor overall effect Z=1.70 (P = 0.09)

} }
0.0 01 10 100

. ) Fawours no treatment Favours self-help
4 Testfor subaroup differences: Mot applicable
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1 Figure 198: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
37.5.1 Cognitive bibliotherapy
Jaling 2011 18 a6 G g4 209% 2.9301.22,7.04] —
Subtotal (95% CI) 86 84  20.9% 2.93[1.22,7.02] -
Total events 18 G

Heterogeneity: Mot applicable
Testfor averall effect Z=2.41 (P =0.02)

37.5.2 Computerised-CBT (CCBT)

Lewin 2011 1 100 a 91 3% 2TF3[011, 6E.28]

Lobner 2018 G2 320 2137 MA% 3.02101.88,4.87] ——
Melryk 2015 1 az T 39 234% 1.43 [0.6E, 3.07] T
Raosso 2017 7 ar 10 am 11.3% 0.76[0.32,1.78] — T
Subtotal (95% CI1) 539 497  T79.1% 1.63 [0.77, 3.46] -
Total events 91 38

Heterogeneity Tau®=0.34, Chi*=8.75 df= 3 (P=0.03); F= 66%
Testfor overall effect Z=1.27 (P =0.20)

37.5.3 Computerised problem solving therapy

Sandoval 2017 a 25 a 20 Mot estimahle
Subtotal (95% Cl) 25 20 Not estimable
Total events a a

Heterogeneity: Mot applicable
Testfor overall effect: Mot applicahble

37.5.4 Computerised attentional bias modification

Yang 20148 i} 27 i} 23 Mot estimahle
Subtotal (95% Cl) 27 23 Not estimable
Total events i} i}

Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle

Total (95% CI) 677 624 100.0% 1.87 [1.04, 3.37] -
Total events 108 44
Heterogeneity: TauR=0.23; Chif=9.37, df= 4 (P = 0.05); F=57% f t t |
Testfl leffect Z=2.08 (P=0.04 0.01 0.1 10 100
estioraverall efiecl 2= 2. { e ! Favours self-help Favours no treatment
2 Test for subgroup differences: Chif= 099, df=1 {(P=0320, F=0%

3  Figure 199: Depression symptomatology at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.6.1 Computerised attentional bias modification
Yang 2015 8.26 3497 27 169 438 23 100.0% -2.05[-2.74,-1.39] !
Subtotal (95% CI) 27 23 100.0% -2.05[-2.74, 1.35]

Heterogeneity, Mot applicable
Testfar overall effect: Z= 577 (P = 0.00001)

|

0 5 0 5 10
) ) Favours sel-help Favours no treatment

4 Testfor subaroup differences: Mot applicable

5 Figure 200: Depression symptomatology at 2-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.7.1 Computerised attentional bias modification
Yahg 2014 941 4486 27 17.35 a02 23 1000% -1.64 [[2.29,-0.99] !
Subtotal (95% CI) 27 23 100.0% -1.64 [-2.29, -0.99]

Heterogeneity: Mot applicable
Testfor overall effect: 2= 494 (P = 0.00001)

)

10 5 0 5 10
. : Favours self-help Favours no treatment

6 Testfor suboroup differences: Mot applicable
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1 Figure 201: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 85% CI IV, Fixed, 85% CI
37.8.1 Computerised attentional bias modification
Yang 2014 956 483 27 13.38 587 23 1000% -0.70[1.27,-0.12] !
Subtotal (95% Cl) 27 23 100.0% 0.70[-1.27,-0.12]

Heterageneity: Mot applicahle
Testfor overall effect: 2= 2.38 (P=0.02)

-0 -5 0 5 10
Favours self-help Favours no treatment

2 Testfar subaroup differences: Mot apnlicable

3  Figure 202: Depression symptomatology at 5-7 month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean  SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
37.9.1 Computerised-CBT (CCBT)
Lewin 2011 244 131 84 282 134 a7 244% -0.28 [-0.59,0.02] -
Labner 2018 76 3 M6 8.6 438 268 GB.5% -0.26 [-0.44,-0.08] [ |
Subtotal {95% CI) 300 355 92.9% -0.27 [-0.42, -0.11] ]

Heterageneity: Tau*=0.00; Chi#F=0.02, df=1 {P = 0.88), F=0%
Testfor overall effect: Z=3.38 (P = 0.0007)

37.9.2 Computerised attentional bias modification

Yang 2015 8.85 468 27 10456 7.35 3 71% -0.26 [-0.82, 0.30] -

Subtotal (95% CI) 27 23 T1% -0.26 [-0.82, 0.30] L 3

Heterageneity: Mot applicable

Testfor overall effect: Z=0.92 (P = 0.36)

Total (95% CI) 327 378 100.0% -0.27 [-0.42,-0.12] t

Heterageneity: Tau®= 0.00; Chi*=0.02, df= 2 (P = 0.99); F=0% I—'ID % b :53 1D=
Testfor gverall efiect 2= 3.51 (F = 0.0009) Favours self-help Favours no treatment

4 Testfor subaroup differences: Chi*= 000, df=1 (P=099), F= 0%

5 Figure 203: Remission at 5-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
37.10.1 Computerised-CBT (CCBT)

Lobner 2018 68 320 49 327 100.0% 1.42[1.02,1.98] !
Subtotal (95% CI) 320 327 100.0%  1.42[1.02,1.98]
Total events ] 48

Heterogeneity: Mot applicable
Testfor overall effect Z=2.05 (F =0.04)

1 1
0.01 0.1 10 100
Favours no treatment Favours self-help

6 Testfor subgroup diferences: Mot applicatile

7  Figure 204: Response at 5-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
37.11.1 Computerised-CBT (CCBT)

Lobner2018 102 320 TO 327 100.0% 1.491.15 1.94] !
Subtotal (95% CI) 320 327 100.0%  1.49[1.15,1.94]
Total events 102 70

Heterogeneity: Mot applicable
Testfor overall effect £= 298 (P =0.003)

0.01 0.1 10 100
Favours no treatment Favours self-help

8 Testfor subgroup differences: Mot applicable
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1  Figure 205: Quality of life endpoint

Experimental Control std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.12.1 Computerised-CBT (CCBT)
Lobner 2018 793 B9 253 T45 1542 302 100.0% 0.39[0.22, 0.56]
Subtotal {95% CI) 253 302 100.0% 0.39 [0.22, 0.56]

Heterogeneity: Mot applicable
Testfor overall effect: Z=4.51 (P = 0.00001}

10 -5 0 5 10
Favours no treatment Favours sel-help

2 Testfor subaroup differences: Mot applicahle

3  Figure 206: Quality of life at 5-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.13.1 Computerised-CBT (CCBT)
Lobner 2018 824 808 M7 TEE 1898 286 100.0% 0.38[0.20, 0.56]
Subtotal (95% CI) 217 286 100.0% 0.38 [0.20, 0.56]

Heterageneity: Mot applicahle
Testfar averall effect: Z=418 (P <= 0.0001)

| , , |
10 -5 0 5 10
Fawvours no treatment Favours sel-help

Testfor subogroup differences: Mot apnlicahle
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1 Less severe: Self-help versus waitlist

2  Figure 207: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

38.1.1 Behavioural bibliotherapy

Mass 2012 546 486 13 1085 496 13 1.7% -1.06 [-1.88, -0.22] —

Subtotal {95% CI) 13 13 1.7% -1.05[-1.88, -0.22] <

Heterogeneity: Mot applicable

Testfor overall effect 7= 2 43 (P=0.01)

38.1.2 Cognitive bibliotherapy

Fledderus 2012 12.82 688 125 1976 248 126 5.8% -0.89[1.15,-0.63] -

Fletcher 2005 747 3285 15 627 299 16 21% 0.34 [0.32, 1.06] T

Liu 2008a 182 a5 27 204 2.6 25 1% -0.20[-0.84,0.29] —

Subtotal (95% CI) 167 166 11.0% -0.34 [-1.04, 0.36] <

Heterogeneity: Tau®= 031, Chi*=12.08, df=2 (P = 0.002), F= 83%

Testfor overall effect: 2= 0.96 (P = 0.34)

38.1.3 Computerised behavioural activation

Mystrom 2017 486 428 112 826 645 53 49% -0.86 [-1.20,-0.52] -

Stiles-Shields 2019 66 385 10 1.3 558 10 1.4% -0.93 [-1.86, 0.00 -]

Subtotal {95% CI) 122 63 6.3% -0.87 [-1.19, -0.55] +

Heterogeneity: Tau® = 0L00; Chif= 002, df=1 (P = 0.68);, F= 0%

Testfor overall effect Z= 534 (P = 0.00001)

38.1.4 Computerised Coping with Depression course

Spek 2007720082 11.87 805 102 1446 1042 100 56% -0.27 [-0.54, 0.01] -1

Subtotal {95% CI) 102 100 5.6% -0.27 [-0.54, 0.01]

Heterogeneity: Mot applicable

Testfor overall effect 7= 189 (P = 0.06)

38.1.5 Computerised-CBT (CCBT)

Ebert 2018 9.6 66 102 1159 486 102 56% -0.35 [0.62,-0.07] -1

Lintvedt 2013 18 16 a1 224 121 22 52% -0.31 [0.62,-0.00] -1

Poweell 2012 20038 1837 1534 2317 12095 1536 T7.E6% -017 [0.24,-0.10] b

Subtotal (95% CI) 1717 1720 18.4% -0.19[-0.27, -0.12] [l

Heterogeneity: Tau® = 0.00; Chi®*= 206, df= 2 (P = 0.36), F= 3%

Testfor overall effect: £= 5.01 (P = 0.00001)

38.1.6 Computerised third-wave cognitive therapy

Tighe 2017 89 5.4 3128 5.5 a0 3.3% -0.71 [1.22,-0.19] -

Subtotal {95% CI) 31 30 3.3% -0.71[1.22, -0.19] L

Heterogeneity: Mot applicable

Testfor overall effect Z= 2 67 (P=0.008)

38.1.7 Computerised problem solving therapy

Bedfard 2018 375 654 12 1458 43 12 1.2% <211 314, -1.08] -

Wan Straten 2003 208 108 107 262 105 106  5.6% -0.80 [-0.77,-0.22] -

Subtotal {95% CI) 119 118 6.8% -1.22 [-2.79,0.35] e

Heterogeneity: Tau®=1.15; Chi*= 876, df=1 (P =0.003); F= 83%

Testfor overall effect Z=1.52 (P=0.13)

38.1.8 Computerised cognitive bias modification

Mogoage 2013 19 108 20 1728 o.29 21 27% 016 [-0.45,0.77] T

Pictet 2018 12,66 0.84 32276 10,34 3T 3E% -0.40[-0.89, 0.08] |

Subtotal (95% CI) 54 54 6.2% -0.15 [-0.70, 0.39] <

Heterogeneity: Tau®= 0.08; Chi*=198, df=1 (P = 0.16), F=50%

Testfor overall effect: £=0.55 (P = 0.58)

38.1.9 Computerised positive psychological intervention

Addington 2019_phase 1 24.63 1015 26 2793 999 15 2.5% -0.32[-0.96,0.32] -1

Bolier 2013 1387 GBI 143 15398 7ESL 141 B.1% -0.24 [0.47 -0.01] N

Heckendorf 2019 167 115 132 208 10 130 B.O0% -0.38 [0.62,-0.13] -

Subtotal {95% CI) 301 286 14.6% -0.31[-0.47, -0.14] [

Heterogeneity Tau®= 000; Chi®= 066, df=2(P=072), F=0%

Testfor overall effect 7= 368 (P =0.0002)

38.1.10 Computerised mindfulness intervention

Kahn 2016 a7 115 44 147 131 46 4.1% -0.46 [-0.88, -0.04] =

Lee 2018 6.4 a8 7 74 47 86 5.2% -0.23[-0.54, 0.08] -1

Subtotal (95% CI) 121 132 9.3% -0.31 [-0.56, -0.06] #

Heterogeneity: Tau®= 0.00; Chi*= 078, df=1 (P =0.38), F=0%

Testfor averall effect 2= 2 46 (P=0.01)

38.1.11 Computerised behavioural activ: ised on

Jelinek 2020 10082 a8t 66 99 214 32 40% 012031, 0.56] T

Subtotal (95% CI) 56 32 4.0% 0.12 [-0.31, 0.56] L 3

Heterogeneity: Mot applicable

Testfor overall effect £= 0.55 (P = 0.58)

38.1.12 Computerised CBT (CCBT)/computerised mindfulness intervention

Maguchi 2017 9 4821 A06 947 514 275 T0% -0.09 [-0.24, 0.06] 1

Subtotal {95% CI) 506 275 7.0% -0.09 [-0.24, 0.06] [

Heterogeneity: Not applicable

Testfor owerall effect =121 (P = 0.23)

38.1.13 Computerised Coping with Depression course/computerised problem solving therapy

Wiarmerdam 2008 20 1128 176 2572 a4 a7 5.8% -0.48[0.74,-0.22] -

Subtotal {95% CI) 176 a7 5.8% -0.48 [-0.74, -0.22] [}

Heterogeneity: Mot applicable

Testfor averall effect: Z= 3.60 (P = 0.0003)

Total (95% CI) 3485 3076 100.0% -0.38 [-0.51, -0.26] ]

Heterogeneity: Tau®= 0.05; Chi*= 82,26, df= 22 (P < 0.00001); F= 73% 1_m 15 é 1D}
3 Testfor overall effect: Z= 6.06 (F = 0.00001) Favours selthelp Favours waitiist

Testfor subaroup differences: Chi®= 35.92, df= 12 (P =0.0003), F= B6.6%
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Figure 208: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
38.2.1 Behavioural bibliotherapy
Moss 2012 -577 434576806 13 -1.15 381650364 13 30% -1.09[-1.93,-0.26) -
Subtotal {95% Cl} 13 13 3.0% -1.09 [1.93, -0.26] <>
Heterogeneity: Mot applicable
Test for overall effect: Z=2.47 (P =0.01)
38.2.2 Cognitive bibliotherapy
Fledderus 2012 -961 483204424 125 269 5B18113568 128 B.1% -1.32[-1.59,-1.04] -
Fletcher 2005 -1.43 264033142 15 -1.83 211780547 15 3B6% 0.08 063, 0.80] -
Liu 2009a -0.6 a4 27 -15 10 25 4.4% -076[-1.32,-0.200 -
Subtotal {95% CI} 167 166  14.0% -0.72 [-1.50, 0.05] e
Heterogeneity: Tau®= 0.40; Chi*= 1421, df= 2 (P = 0.0008); 7= B6%
Test for overall effect: Z=1.82 (P = 0.07)
38.2.3 Computerised behavioural activation
Mystrom 2017 -B.14 316 112 -275 427316042 a3 5.68% -1.51[-1.88,-1.14] -
Stiles-Shields 2019 -8B 363513474 10 -48 371821197 10 268% -0.99[-1.93,-0.08 —
Subtotal {95% CI} 122 63  B8.2%  1.44[1.79,1.08] +
Heterogenaity Tau?= 0.00; Chf= 1.02, df= 1 (P= 0.31); F= 2%
Test for averall effect: Z=8.03 (P = 0.00001)
38.2.4 Computerised Coping with Depression course
Spek 2007/2008a -7.2 5.45214173 102 -367 6.89807218 100 6.0% -0.57 [-0.85,-0.28] -
Subtotal (95% CI) 102 100 6.0% -0.57 [-0.85, -0.28] L]
Heterogeneity. Mot applicable
Test for overall effect: £=3.94 (P = 0.0001)
38.2.5 Computerised-CBT {CCBT)
Ehert 2018 -412 421427337 102 -303 456681508 102 B.1% -0.25[-0.52, 0.03) -
Lintvedt 2013 -4.1 10.77032861 81 2.9 B05SAERT425 a2 5.8% -073[-1.05,-042] -
Powell 2013 -285 1216248563 1534 -01 8755508583 1536 6.9% -025[-0.32,-0.18] N
Subtotal {95% CI} 1717 1720 18.8% -0.38 [-0.64, -0.12] [}
Heterogeneity: Tau®= 0.04; Chi*= 8.53, df= 2 (P=0.01); F=77%
Test for averall effect: 2= 2.24 (P = 0.005)
38.2.6 Computerised third-wave cognitive therapy
Tighe 2017 -B.3 36 31 23 364485939 30 4.5% -1.08[-1.63,-0.59) -
Subtotal {85% CI} 3 30 45%  1.09[1.63,.0.55] *
Heterogeneity: Mot applicable
Test for averall effect: Z= 395 (P = 0.0001)
38.2.7 Computerised problem solving therapy
Bedford 2018 -B67 366723323 12 -009 3.04055316 12 21% -2 46 [-3.56,-1.36) -
Wan Straten 2002 -9 7.21318233 107 -37 707036067 106 6.1% -074[-1.02,-0.46] -
Subtotal (95% CI) 119 118 8.2% -1.51[-3.19, 0.16] -
Heterogeneity: Tau®=1.31, Chi*= 8.76, df =1 (P = 0.003), F= 89%
Test for overall effect: 2= 1.77 (P = 0.08)
38.2.8 Com i gni bias m
Mogoage 2013 -215 701381494 20 -052 631180244 21 41% -0.24 [-0.85, 0.37] -T
Pictet 2018 -B05 B.E3321843 34 106 701603877 a3 47% -1.01 [-1.52,-0.500 -
Subtotal {95% CI} 54 54 8.8% -0.65[-1.40,0.11] &>
Heterogeneity: Tau®= 0.22; Chi*= 3.58, df=1 (P = 0.06), F= 72%
Test for overall effect: Z=1.67 (P = 0.08)
38.2.9 Com positive psy intervention
Addington 2019_phase 1 0.6 T.AT46221 26 2581 742092256 15 4.0% -0.25[-0.89,0.29 -r
Bolier 2013 -3.24 450733046 143 -1.28 530365811 141 B6.3% -0.40[-0.63,-0.16) -
Heckendorf 2019 -5.1  T.B36B42587 132 1.4 B.88188021 130 6.2% -0.49[-0.74,-0.29) -
Subtotal {95% CI} 301 286 16.5% -0.43 [-0.59, -0.27] []
Heterogeneity: Tau®=0.00; Chi*= 064, df=2(P=0.73); F= 0%
Test for averall effect Z=514 (¢ = 0.00001)
38.2.10 Com m on
Lee 2018 -1 29231832 77 -0.7 3.25806631 ag 5.9% -0.42[-0.73,-0.11] =
Subtotal (95% CI) mw 86 5.9% -0.42 [-0.73,-0.11] 4
Heterogeneity. Mot applicable
Testfor overall effect: Z= 2.63 (P = 0.008)
38.2.11 Computerised Coping with Depression course/computerised problem solving therapy
Warmerdarn 2008 -11.55 75 178 -B9 681138752 a7 B.1% -064 [-0.90,-0.37] -
Subtotal {95% CI} 176 87 6.1% -0.64 [-0.90, -0.37] []
Heterogeneity: Mot applicable
Testfor averall effect: Z=4 75 (F = 0.00001)
Total (95% CI) 2879 2723 100.0% -0.70 [-0.89, -0.50] +
Heterogeneity, Tau®= 0.14, Chif= 14271, df=19 (P = 0.00001); F=87% }-TD 55 é 101

Test for overall effect: Z=7.03 (P = 0.00001)

Favours self-help Favours waitlist
Testfor subaroup differences: Chi*= 35.87, df=10(P =0.0001), F=72.1%
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1 Figure 209: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
38.3.1 Cognitive bibliotherapy
Liu 200493 12 27 g 26 19.7% 1.44[0.71, 2.95] I
Subtotal {95% CI) 27 26 19.7% 1.44 [0.71, 2.95] -
Total events 12 g

Heterogeneity: Mot applicable
Testfor averall effect Z=1.01 (P = 0.31)

38.3.2 Computerised-CBT (CCBT)

Ebert 2018 il 102 22102 450% 1.41[0.88, 2.26] T
Subtotal (95% CI) 102 102  45.0% 1.41 [0.88, 2.26] L
Total events Kl 22

Heterogeneity: Mot applicable
Test for overall effect Z=1.42 (F=019)

38.3.3 Computerised Coping with Depression course/computerised problem solving therapy

Warmerdam 2008 41 176 15 87 35.4% 1.35 [0.79, 2.30] -
Subtotal (95% CI) 176 a7 354% 1.35 [0.79, 2.30] -
Total events 11 15

Heterogeneity: Mot applicable
Testfor overall effect Z=111 (F=027

Total (95% Cl} 305 215 100.0% 1.40 [1.02, 1.92] >
Tatal events a4 45
Heterogeneity: Tau®=0.00; Chi®=0.02, df= 2 (P=0.59), F=0% I t t |
Testf Il effect 7= 2.06 (P = 0.04 0m 0.1 10 100
estior overall efect 2= 2. { T ) Favours waitlist Favours self-help

2 Testfor subaroup diferences: Chi*f= 002, df=2 (P =089, F=0%

3  Figure 210: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
38.4.1 Computerised-CBT (CCBT)
Ebert 2018 34 102 189 102 100.0% 1.79[1.10,2.92] !
Subtotal (95% CI) 102 102 100.0%  1.79[1.10, 2.92]
Total events 4 14

Heterageneity: Mot applicable
Test for overall effect £=2.33 (F=0.02)

0.07 0.1 10 i)
Favours waitlist Favours self—help

4 Test for subaroup differences: Naot applicable
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Figure 211: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
38.5.1 Behavioural bibliotherapy
Mass 2012 3 13 0 13 1.0% 7.00[0.40, 123.35] e ——
Subtotal (95% CI) 13 13 1.0% 7.00 [0.40,123.35] e —
Tatal events 3 0
Heterogeneity: Mot applicable
Test for overall effect: £=1.33 (P =0.18)
38.5.2 Cognitive bibliotherapy
Fledderus 2012 22 125 3 136 4.0% 7.39[237,2407]
Fletcher 2005 4 15 0 15 1.1% 9.00[053, 153.74]
Liu 20093 [ 27 7 26 51% 0.83[032,213]
Subtotal {95% CI) 167 167 10.2% 3.20 [0.50, 20.42]
Total events 32 10
Heterageneity: Tau®™= 1.93; Chi*=10.03, df= 2 (P = 0.007), F= 80%
Test for overall effect Z=123(P=022)
38.5.3 Computerised behavioural activation
Mystrom 2017 23 122 7 95 6.0% 1.48[0.68, 3.24] T
Stiles-Shields 2019 o 10 0 10 Mot estimable
Subtotal (95% CI} 132 65 6.0% 1.48 [0.68, 3.24] -
Tatal events 23 7
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.88 (P=0.33)
38.5.4 Computerised Coping with Depression course
Spek 2007/2008a 34 102 42 100 2.6% 0.22[0.57,1.16] =T
Subtotal (95% CI) 102 100 8.6% 0.82 [0.57,1.16] L 3
Tatal events 35 42
Heterogeneity: Mot applicable
Test for overall effect: £=1.12 (P = 0.26)
38.5.5 Computerised-CBT (CCBT)
Ebert2018 245 102 10 102 6.6% 2.40[1.27,4.93] —
Linteedt 2013 as al 23 a2 8.3% 1.67 [1.10, 2.54] —
Powell 2013 977 1534 17 1536 96% 3.09[2.78,343] *
Subtotal {95% CI) 1717 1720 24.5% 2.41[1.56,3.73] e
Total events 1040 350
Heterogeneity: Tau*= 0.11; Chi*=8.04, df= 2 {F=0.02), F=75%
Test for overall effect: Z= 385 (P < 0.0001)
38.5.6 Computerised third-wave cognitive therapy
Tighe 2017 2 k]l 0 30 1.0% 4.84 [0.24, 96.89] I
Subtotal (95% CI) 3 30 1.0% 4.84 [0.24, 96.89] ——e N —
Total events 2 0
Heterageneity: Mot applicable
Testfor averall effect: Z=1.03 (P = 0.30)
38.5.7 Computerised problem solving therapy
Bedford 2018 ) 12 0 12 1.1%  11.00[067,179.29]
Subtotal (95% CI) 12 12 1.1%  11.00 [0.67,179.29]
Tatal events il 0
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.68 (P = 0.08)
38.5.8 Computerised cognitive bias modification
Magoage 2012 1 21 0 21 0.9% 3.00[013,69.70]
Pictet 2016 1 34 1 33 1.1% 0.97 [0.06, 14.88] I R —
Subtotal (95% CI) 55 54 2.0% 1.58 [0.20,12.39] e l——
Total events 2 1
Heterogeneity: Tau®= 0.00; Chi*=0.28, df=1 (P =059), F= 0%
Test for overall effect: Z= 043 (F= 0.67)
38.5.9 Computerised positive psychological intervention
Addington 2019_phase 1 1} 26 1 15 0.8% 0.20[0.01, 4.57] —
Buolier 2013 48 143 22 1M 81% 215[1.37,337] —-
Heckendorr 2019 42 132 10 130 6.8% 414 [217,7.89] —
Subtotal (95% CI) 301 286 15.8% 2.50 [1.16, 5.42] -
Total events 90 33
Heterogeneity: Tau®= 025, Chi*=527, df=2 (F=007), F=62%
Test for overall effect: 2= 233 (P=002)
38.5.10 Computerised mindfulness intervention
Kahn 2016 1 45 2 43 1.5% 0.63[0.05, 5.68]
Lee 2018 246 102 18 104 7.5% 1.42[0.82,2.473]
Subtotal (95% CI} 147 152 9.0% 1.35[0.80, 2.29]
Tatal events 26 20
Heterogeneity: Tau®= 0.00; Chi*=0.62, df=1 (P=043), F=0%
Test for overall effect: Z=1.11 (P = 0.27)
38.5.11 Computerised behavioural activation/computerised mindfulness intervention
Jelinek 2020 13 69 3 35 4.0% 2.20[0.67,7.21] e
Subtotal (95% CI) 69 35 40% 2.20 [0.67,7.21] e
Tatal events 13 3
Heterogeneity: Mot applicable
Test for overall effect: Z=1.30 (F=0.19)
38.5.12 Computerised-CBT (CCBT)/computerised mindfulness intervention
MNaguchi 2017 143 649 50 325 8.8% 1.43[1.07,1.92] —
Subtotal (95% CI} 649 325 8.9% 1.43[1.07,1.92] >
Total events 143 50
Heterogeneity: Mot applicable
Test for overall effect: £= 2,40 (F=0.02)
38.5.13 Computerised Coping with Depression course/icomputerised problem solving therapy
Wartnerdam 2008 T4 176 18 a7 7.9% 2.20[1.42, 388] -
Subtotal {95% CI} 176 87 7.9% 2.29[1.42,3.68] -
Total events T4 18
Heterogeneity: Mot applicable
Test for overall effect: 7= 3 41 (P=00007)
Total (95% CI) 3571 3046 100.0% 1.96 [1.44, 2.67] L 2
Total events 1488 832

ae as _ o | 4 + |
Heterogeneity: Tau®= 0.26, Chi*=95.85, df=20(P < 0.00001), F=79% 'D 1 D'1 1'0 1DD‘

Testfor overall effect: 2= 426 (P < 0.0001)

g Favours self-help Favours waitlist
Testfor subaroup differences: Chit= 2651, df=12 (P=001) F=53.0%
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1 Figure 212: Remission at 1-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
38.6.1 Computerised Coping with Depression course/computerised problem solving therapy
Warmerdam 2008 % 17E 9 27 100.0%  1.92[0.07,2.82) t
Subtotal (95% CI) 176 87 100.0%  1.92[0.97, 3.82]
Total events 34 9

Heterogeneity: Mot applicable
Test for overall effect £=1.87 (F = 0.08)

1 1 1 ]
0.01 0.1 10 100
Favours waitlist Favours self-help

2 Testfar subaroup differences: Mot applicable

3  Figure 213: Depression symptomatology at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
38.7.1 Computerised behavioural activation
Stiles-Shields 2014 88 588 10 115 425 10 B.3% -0.49[1.38 0.41] - T
Subtotal {95% CI) 10 10 6.3% -0.49 [-1.38, 0.41] <

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.07 (F=0.29)

38.7.2 Computerised-CBT (CCBT)

Powell 2013 193 2017 1534 2267 1493 1536 31.2% 0.18[-0.26,-0.12] L
Subtotal (95% CI) 1534 1536  31.2% 0.19 [-0.26, -0.12] |
Heterogeneity: Not applicable

Testfor overall effect: Z= 525 (P = 0.00001)

38.7.3 Computerised positive psychological intervention

Addington 2019_phase ! 2501 102 26 2951 9493 15 10.2% -0.44 [1.08,0.21] 7
Subtotal (95% CI) 26 15  10.2% -0.44 [-1.08, 0.21] <&
Heterogeneity: Not applicable

Testfor overall effect: Z=1.33 (P =0.18)

38.7.4 Computerised-CBT (CCBT)/computerised mindfulness intervention

Moguchi 2017 956 556 478 927 52 260 287% 0.05 [-0.10, 0.20] L]
Subtotal (95% CI) 478 260 28.7% 0.05 [-0.10, 0.20]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.65 (P =0.49)

38.7.5 Computerised Coping with Depression course/computerised problem solving therapy

Warmerdarm 2008 1815 11.87 176 258 104 87 23.6% -0.67 [0.83,-0.41] -
Subtotal (95% CI) 176 87 23.6% -0.67 [-0.93, -0.41] L
Heterogeneity: Mot applicable

Testfor overall effect: £=4.98 (P = 0.00001)

Total (95% CI) 2224 1908 100.0%  -0.28 [-0.53,-0.03] [}
Heterogeneity: Tau®= 0.05, Chi*= 23.54, df= 4 (P = 0.0001); F= 83% I ; t f {
Testfi Il effect Z=2.18 (P=0.03 10 -3 0 5 o
estioroverall e ec.. =218 T ) Favours seli-help Favours waitlist
4 Testfor subgroup differences: Chi*= 23.94, df= 4 (P = 0.0001), F=83.0%

5 Figure 214: Depression symptomatology at 3-4 month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
38.8.1 Computerised-CBT (CCBT}
Ehert 2018 1732 833 102 2429 8.8 102 27.5% 0.81 [-1.09,-0.52] =
Subtotal {95% CI) 102 102 27.5% -0.81 [-1.09, -0.52] +

Heterogeneity: Mot applicable
Testfor overall effect: £= 5.3 (P = 0.00001}

38.8.2 Computerised positive psychological intervention

Addington 2019_phase 1 25.68 11.52 26 323 11.08 14 11.8% -0.57 [1.22,0.08] ™
Bolier 2013 1306 7.455 143 1494 743 141 306% -0.25 [F0.48,-0.02] 1
Heckendorf 2019 162 118 132 207 11 130 30.0% -0.39 [F0.64,-0.119] L
Subtotal {95% CI) 301 286 T72.5% -0.33 [-0.50, -0.17] t

Heterogeneity: Tau® = 0.00; Chi*=1.24 di= 2 (F=0484), F=0%
Testfor overall effect: Z=4.01 (P = 0.0001)

Total (95% CI) 403 388 100.0% -0.48 [-0.75, -0.22] +
Heterogeneity: Tau?=0.05; Chi*=913, df=3 (P=003), F=67% 5_1 p 55 b é 1D=
Testfor overall effect: 2= 3.54 (P = 0.0004) Favours sel-help Favours waitlist
6 Testfor subgroun differences: Chi®=7.89, df=1 (P =0.009), F=87.3%
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Figure 215: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
38.9.1 Computerised-CBT (CCBT)
Ehert 2018 67.53 T.57 102 B243 9.8 102 12.4% 0.5%8 [0.30, 0.26] -
Fowell 2013 4446 1343 1534 4192 1038 15368 3749% 0.211[0.14,0.28] ;
Subtotal (95% CI) 1636 1638 50.4% 0.37 [0.01, 0.73]
Heterageneity: Tau®=0.06; Chi*=6.24, df=1 {P=0.01); F= 84%
Test for overall effect Z=2.03(F=0.04
38.9.2 Computerised problem solving therapy
Wan Straten 2008 073 02 107 066 02 106 13.2% 0.35[0.08, 0.62] ™
Subtotal (95% CI) 107 106 13.2% 0.35 [0.08, 0.62] 4
Heterogeneity: Mot applicable
Test for overall effect 7= 253 (P =0.01)
38.9.3 Computerised positive psychological intervention
Eolier 2013 1275 447 143 1212 463 141 161% 0.14 [-0.08, 0.37] r
Subtotal (95% CI) 143 141 16.1% 0.14 [-0.09, 0.37] y
Heterageneity: Mot applicable
Test for overall effect Z=116(F=0.25
38.9.4 Computerised behavioural activation/computerised mindfulness intervention
Jelinek 2020 316 0.8 56 312 066 32 6.3% 0.05 [-0.38, 0.449] B
Subtotal (95% CI) 56 32 6.3% 0.05 [-0.38, 0.49] L
Heterogeneity: Mot applicable
Testfor overall effect 7= 0.24 (P =0.81)
38.9.5 Computerised Coping with Depression course/computerised problem solving therapy
Warmerdam 2008 0y3 027 176 065 027 a7 141% 0.30[0.04, 0.55] ™
Subtotal (95% CI) 176 87  14.1% 0.30 [0.04, 0.55] "
Heterageneity: Mot applicable
Test for overall effect Z=2.24 (F=0.02)
Total (95% CI) 2118 2004 100.0% 0.27 [0.15, 0.38] *
Heterogeneity: Tau®=0.01; Chi*= 846, df=5 (P=013); F= 41% =—1D 55 B % 1U=
Test for overall effec.t: Z=444F < 0.00001) Favours waitlist Favours self-help
Testfor subgroup differences: Chi®= 2.74, df= 4 (P = 0.60), F= 0%

Figure 216: Quality of life at 1-4 month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
38.10.1 Computerised-CBT (CCBT)
Ebert 2018 G9.08 858 102 F2.499 1055 102 19.59% 0.63[0.35, 0.81] -
Fowell 2013 4517 15816 1534 423 1117 1536 35.4% 0.22[0.14,0.29] ;
Subtotal (95% CI) 1636 1638 55.2% 0.40 [-0.01, 0.81]
Heterageneity: Tau®= 0.08; Chi*= 792 df=1 (P = 0.005); F= 87%
Test for overall effect: Z£=1.84 (P = 0.04)
38.10.2 Computerised Coping with Depression course/computerised problem solving therapy
Warmerdam 2008 0re 027 176 066 027 a7 21.4% 0.37[0.11, 0.63] l
Subtotal (95% CI) 176 87  21.4% 0.37 [0.11, 0.63] "
Heterageneity: Mot applicable
Testfor averall effect: £=2.80 (P = 0.005)
38.10.3 Computerised positive psychological intervention
Eolier 2013 1292 477 143 1245 461 141 233% 010[-0.13,0.33] r
Subtotal (95% CI) 143 141 23.3% 0.10[-0.13, 0.33] ¢
Heterageneity: Mot applicable
Test for overall effect: Z=0.84 (P = 0.40)
Total (95% CI) 1955 1866 100.0% 0.30[0.12, 0.49] "
Heterogeneity: Tau®= 0.02; Chi*= 10.26, df= 3 (P = 0.02); F=71% 5_1 2 55 ? % 1D=

Testfor overall effect 7= 3.25 (P = 0.001)
Testfar subaroup differences: Chi*= 2.94, df=2 (P=0.23), F= 32.0%
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1 Figure 217: Quality of life physical health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
38.12.1 Computerised-CBT (CCBT)
Ehert 2018 GEAFT 93 102 G142 1155 102 1000% 0.63[0.35, 0.91]
Subtotal (95% Cl) 102 102 100.0% 0.63 [0.35, 0.91]

Heterogeneity: Mot applicable
Test for overall effect: £= 4 40 (F = 0.0001)

I 1
10 5 0 5 10
Favours waitlist Favours self-help

2 Testfar subaroup differences: Mat applicable

3  Figure 218: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
38.13.1 Computerised-CBT (CCBT)
Ehert 2018 67.27 7.4 102 B2.8 97 102 100.0% 0.52 [0.24, 0.80]
subtotal (95% Cl} 102 102 100.0% 0.52 [0.24, 0.80]

Heterogeneity: Mot applicable
Testfor overall effect 2= 3.63 (F = 0.0003)

0 5 0 5 10
Favours waitlist Favours self-help

4 Testfor subaroup differences: Mot applicable

5  Figure 219: Quality of life physical health component at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
38.14.1 Computerised-CBT (CCBT)
Ebert 2018 GRAE 986 102 G237 1326 102 1000% 0.55[0.27,0.83]
Subtotal (95% CI) 102 102 100.0% 0.55 [0.27, 0.83]

Heterogeneity: Mot applicable
Testfor averall effect = 3.86 (P = 0.0001)

10 5 0 5 10
Favours waitlist Favours self-help

6 Test for subgroup differences: Mot applicable

7  Figure 220: Quality of life mental health component at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
38.15.1 Computerised-CBT (CCBT)
Ehert 2018 G918 847 102 B3.23 99 102 100.0% 0.64 [0.36, 0.93]
Subtotal (95% Cl) 102 102 100.0% 0.64 [0.36, 0.93]

Heterogeneity: Mot applicable
Test for overall effect £= 4 48 (F = 0.00001)

-0 5 0 5 10
Favours waitlist Favours self-help

8 Test for subaroup differences: Mot applicable
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1  Figure 221: Sleeping difficulties endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
38.16.1 Computerised-CBT (CCBT)
Ehert 2018 1011 &41 102 1136 589 102 250% -0.22 [-0.50, 0.08] b
Subtotal {95% CI) 102 102 25.0% -0.22 [-0.50, 0.06] L
Heterogeneity: Mot applicable
Test for averall effect: =187 (P=0.12)
38.16.2 Computerised problem solving therapy
Bedford 2018 558 613 12 1692 488 12 6.1% -1.88 [-2.98,-0.587] -
Subtotal {95% CI) 12 12 6.1% -1.98 [-2.98, -0.97] <
Heterogeneity: Mot applicable
Test for averall effect: 7= 3.85 (P =0.0001)
38.16.3 Computerised positive psychological intervention
Heckendorf 2018 93 B8 132 1148 68 130 2648% -0.33[-0.57,-0.09] L
Subtotal {95% CI) 132 130 26.5% -0.33 [-0.57, -0.09] L]
Heterogeneity: Mot applicable
Test for averall effect: 7= 2 65 (P = 0.008)
38.16.4 Computerised mindfulness intervention
Kahn 2016 8.2 i 44 107 4458 47 1849% -0A2 [-0.84,-0.10] -
Lee 2018 6.2 31 i 713 86 23.48% -0.27 [-0.58, 0.04] =
Subtotal {95% CI) 121 133 42.4% -0.36 [-0.61, -0.11] L
Heterogeneity: Tau®= 0.00; Chi®= 090, df=1 (P=0.34); F= 0%
Test for averall effect: Z=2.83 (P = 0.005)
Total (95% CI) 367 377 100.0% -0.42 [-0.70, -0.15] ¢
Heterogeneity: Tau®= 0.06; Chi*=11.79, df= 4 (P = 0.02); F= 66% 5_1 p 55 3 % 1D=
Test far averall eﬁec_t: Z=3.03 (F':_ 0.002) Favours selfhelp Favours waitlist
2 Test for subgroup differences: Chi*=1090, df=3{P= 001 F=725%
3  Figure 222: Sleeping difficulties at 3-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
38.17.1 Computerised-CBT (CCBT)
Ehert 2018 94 536 102 11.29 B18 102 4349% -0.33[-0.60,-0.09]
Subtotal (95% CI) 102 102 43.9% -0.33 [-0.60, -0.05] L
Heterogeneity: Mot applicahle
Testfor overall effect Z=2.31 (P =0.02)
38.17.2 Computerised positive psychological intervention
Heckendorf 2018 84 BB 132 111 BT 130 561% -0.40[-0.64,-0.149] |
Subtotal (95% CI) 132 130 56.1% -0.40 [-0.64, 0.15] +
Heterogeneity: Mot applicahle
Testfor overall effect: Z=3.20 (P = 0.001)
Total (95% CI) 234 232 100.0% -0.37 [-0.55, 0.18] [}
Heterogeneity: Tau®= 0.00; Chi*= 0158, df=1 (P = 0.70); F= 0% 5_1 0 % 3 é 1D=
Test for averall eﬁeclt: F=3892(F < 0.o0o1y Favours self-help Favours waitlist
4 Test for subgroup differences: Chif=015,df=1 (P=070), F=0%
5 Figure 223: Interpersonal functioning endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
38.18.1 Computerised mindfulness intervention
kahn 2016 479 14 44 4349 494 46 100.0% 0.58 [0.16, 1.00]
Subtotal (95% Cl) 44 46 100.0% 0.58 [0.16, 1.00]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 2.68 (P = 0.007)
-10 -5 0 5 10

. . Favours waitlist Favours self-help
Testfor subaroup differences: Mot applicable
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1 Less severe: Self-help versus TAU

2  Figure 224: Depression symptomatology endpoint

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% C1
39.1.1 Computerised-CBT (CCBT)
de Graaf 20092011 206 104 97 221 102 97 B1.T% -015[-0.43,0.14]
Fitzpatrick 2017 11.14 414 34 1367 486 36 383N -0.585[-1.03,-0.07]
Subtotal (95% CI) 131 133 100.0% -0.30 [-0.69, 0.09]

Heterogeneity: Tau®= 0.04; Chi®= 2.07 df=1 (P=0148); F=52%
Testfor overall effect Z=152 (FP=013)
} } T }
-10 -5 ] 5 10
Favours self-help Favours TAU

3 Testfor subdroup differences: Mot applicable

4  Figure 225: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean §D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
39.2.1 Cognitive bibliotherapy
Levesgque 2011 -5.3 86 174 -35 69 176 5B1% -0.23[-0.44,-0.02]
Subtotal (95% CI) 174 176 56.1% -0.23 [-0.44, -0.02] L

Heterogeneity: Mot applicable
Testfor averall effect: Z= 215 (P = 0.03)

39.2.2 Computerised-CBT (CCBT)

Fitzpatrick 2017 -316 447946425 34 042 355797695 36 43.9% -0.88 [-1.37,-0.39] =
Subtotal (95% CI) 34 36 43.9% -0.88 [-1.37, -0.39] *
Heterogeneity. Mot applicable

Test for overall effect: £= 3.50 (P = 0.0005)

Total (95% CI) 208 212 100.0% -0.51 [1.14, 0.12] L
Heterogeneity: Tau= 017, Chi*=563, df=1 (P=0.02);F= 82% I 1 } |
Test i Il effect: Z=1.60 (F = 0.11 10 5 v d 10
estioraverall & ec.. =1.60( i ) Favours sel-help Favours TAU
5 Test far subgroup differences: Chi*= 563, df=1 (P=002), F=82.2%

6 Figure 226: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
39.3.1 Cognitive bibliotherapy
Levesgue 2011 41 174 30 176 GB4.6% 1.38 10,91, 2.11] -
Subtotal (95% CI) 174 176 64.6% 1.38 [0.91, 2.11] o
Total events 41 30

Heterogeneity: Mot applicahle
Test for overall effect Z=1.80 (F=0.13)

39.3.2 Computerised-CBT (CCET)

de Graaf 20092011 24 100 16 103 35.4% 154087, 2.73] L
Subtotal (95% CI) 100 103 35.4% 1.54 [0.87, 2.73] 3
Total events 24 16

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.50 (F=0.13)

Total (95% CI) 274 279 100.0% 1.44[1.02, 2.02] >
Total events |14] 45
Heterogeneity: Tau = 0.00; Chi®= 009 df=1 P=076), F=0% oo o 1 00
Testfor overall effect Z=210 (P =0.04) Favours TAU  Favours self-help
7 Test for subgroup differences: Chif=0.09, df=1 (P=0.76), F=0% :
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1 Figure 227: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
39.4.1 Cognitive bibliotherapy
Levesgue 2011 L] 174 47 1TE  4TT% 1.25[0.90,1.72]
Subtotal (95% CI) 174 176 47.7% 1.25[0.90,1.72]
Total events a3 47

Heterogeneity: Mot applicable
Testfor overall effect Z=1.35 (P=0.18)

39.4.2 Computerised-CBT (CCBT)

de Graaf 20092011 1 100 B 103 26.5% 086 [0.27, 272 s —
Fitzpatrick 2017 3 34 11 36 25.8% 0.29[0.09, 0.95] —
Subtotal (95% CI) 134 139 52.3% 0.50 [0.17, 1.46] —ennlinel
Total events 8 17

Heterogeneity: Tau®=0.24; Chi*= 167 df=1 (P=020), F=40%
Test for overall effect Z2=1.26 (F=0.21)

Total (95% CI) 308 315 100.0% 0.78 [0.33, 1.82] i
Total events GA Ad
Heterogeneity: Tau®= 0.37; Chi®= 5.76, df= 2 (P = 0.06); F= 65% f f f {
] 0.01 IN| 10 100
Test for overall effect Z2=0.58 (P = 0.56) Favours sel-help  Favours TAU
2 Testfor subgroup differences: Chif= 2585, df=1 (P=011), F=60.8% :

3  Figure 228: Depression symptomatology at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
39.5.1 Computerised-CBT (CCBT)
de Graaf 2008/2011 204 112 95 214 1 95 100.0% -0.09 [-0.37, 0.149)
Subtotal (95% CI) a5 96 100.0% -0.09 [0.37,0.19]

Heterogeneity: Mot applicable
Testfor overall effect Z=062 (P=0.54)
} } 1 t
-10 -5 i A 10
Favours self-help Favours TAU

4 Test for subaroup differences: Mot applicable

5 Figure 229: Depression symptomatology at 4-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
39.6.1 Computerised-CBT (CCBT)
de Graaf 20092011 17.8 106 91 188 118 92 100.0% -0A0[0.358,018]
Subtotal (95% CI) 91 92 100.0% -0.10 [-0.39, 0.19]

Heterogeneity: Mot applicable
Testfor overall effect, £=0.66 (P = 0.51)

1 1 1

-10 -5 ] a 10
Favours self-help Favours TAU

6 Test for subaroup differences: Mot applicable P

7  Figure 230: Depression symptomatology at 7-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
39.7.1 Computerised-CBT (CCBT)
de Graaf 20092011 184 108 40 18 11.8 91 100.0% -0.22 [-0.51, 0.07]
Subtotal (95% CI) a0 91 100.0% -0.22 [-0.51, 0.07]

Heterogeneity: Mot applicahle
Testfor averall effect Z=148 (F=014

10 5 i 5 10
Favours self-help Favours TAU
8 Test for subaroup differences: Mot applicable P
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1 Figure 231: Depression symptomatology at 10-month follow-up

Control $td. Mean Difference $td. Mean Difference

Experimental
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
39.8.1 Computerised-CBT (CCBT)

de Graaf 20092011 161 1141 g8 175 1141
Subtotal (95% CI) 88 Uyl

Heterogeneity: Mot applicable
Testfor overall effect; £=0.84 (P = 0.40)

a1 100.0% -013F0.42,017]
100.0% -0.13[-0.42,0.17]

10 5 0 5 10
Favours self-help Favours TAL

2 Test for subagroup differences: Mot applicable

3  Figure 232: Remission at 1-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
39.9.1 Computerised-CBT (CCBT)
de Graaf 200972011 22 100 18 103 100.0% 1.26[0.72, 2.20]
Subtotal (95% CI) 100 103 100.0%  1.26 [0.72, 2.20]
Total ewents 22 18
Heterogeneity: Mot applicahle
Testfor overall effect: =081 (P =0.42)
0.0 0.1 1 10 100
, , Favours TAU Favours self-help
4 Test for subgroup differences: Mot applicable
5 Figure 233: Remission at 4-month follow-up (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
39.10.1 Computerised-CBT (CCBT)
de Graaf 2009/2011 26 100 28 103 1000% 0.92[0.53,1.45]
Subtotal (95% CI) 100 103 100.0%  0.92 [0.59, 1.45]
Total events 26 24
Heterogeneity: Mot applicahle
Testfor overall effect £=035 (P =073}
0.01 01 1 10 100
) . Favours TAU Favours self-help
6 Test for subgroup differences: Mot applicable
7  Figure 234: Remission at 10-month follow-up (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
39.11.1 Computerised-CBT (CCBT)
de Graaf 2009/2011 36 100 34103 100.0% 1.08[0.75,1.59]
Subtotal (95% CI) 100 103 100.0%  1.09[0.75, 1.59]
Total ewents 3A 3
Heterogeneity: Mot applicahle
Test for overall effect: Z= 044 (P = 0.65)
0.01 0.1 1 10 100
) , Favours TAL Favours self-help
8 Testfor subaroun differences: Mot applicable
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1 Figure 235: Functional impairment at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
39.12.1 Computerised-CBT (CCBT)
de Graaf 2008/2011 186 87 100 77 78 103 1000% 011 F0A7F, 0.38]
Subtotal {95% CI) 100 103 100.0% 0.11 [-0.17, 0.38]

Heterogeneity: Mot applicable
Test for averall effect =077 (F=0.44)

10 5 0 5 10
. ) Favours self-help Favours TAL
2 Test for subgroup differences: Mot applicable

3 Less severe: Self-help versus attention placebo

4  Figure 236: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
40.1.1 Cognitive bibliotherapy
Geisher 2006 1618  9.04 89 168 8.64 88 10.4% -0.07 [0.368, 0.22] T
Subtotal (95% Cl) 89 88  104% -0.07 [-0.36, 0.22] L
Heterageneity. Mot applicable
Testfor overall effect Z=0.46 (F = 0.64)
40.1.2 Computerised-CBT (CCBT)
Hur 2018 10 709 17 16 1032 17 a.1% -0.66 [-1.35, 0.03] -
Subtotal (95% CI) 17 17 51% -0.66 [-1.35, 0.03] <

Heterngeneity: Mot applicable
Testfor overall effect Z=1.87 (P = 0.08)

40.1.3 Computerised attentional bias modification

Baert 2010_study 1 2682 13248 28 17A7 Ty 23 B2% 0.71[0.13,1.30] —
Mastikhina 2017 1238 7.2 24 1038 485 pal B.1% 032 [0.27, 0.91] T
Yang 2015 1096 462 27 1678 509 27 B2% -1.181.76,-0.60] -

Subtotal (95% CI) 76 71 18.6% -0.05[1.19,1.08] -

Heterogeneity: Tau®= 0.92; Chi*= 22.51, df= 2 (F < 0.0001}; F=91%
Testfor overall effect Z=009{P=093)

40.1.4 Computerised cognitive bias modification

Pictet 2016 1866 984 34 2083 858 34 TE% -0.23 [0.71,0.24] -t
Smith 2018 20 1188 21 21.35 1072 18 58% -012 074, 0.51] -
Subtotal (95% CI) 55 53 134%  .0.19[.0.57,0.19] «

Heterogeneity: Tau®= 0.00; Chi*= 0.08, df=1 (P = 0.77); F= 0%
Testfor overall effect Z=0.98 (P =033)

40.1.5 Computerised positive psychological intervention

Addington 2019_phase 1 2463 1014 26 26.83 1008 17 58% -0.21 [-0.83, 0.40] -1
Prayer 2016 1117 472 a9 1528 11.61 a4 91% -0.38 [-0.76,-0.01] =
Subtotal (95% CI) 85 71 150%  -0.34[-0.66,-0.02] L]
Heterogeneity: Tau®= 0.00; Chi*= 0.21, df= 1 (P = 0.64); F= 0%

Testfor overall effect 2= 2.08 (P =0.04)

40.1.6 Computerised mindfulness intervention

Haowells 2016 1008 913 57 1339 4958 64 9.3% -0.35 [-0.71, 0.01] -
Subtotal (95% CI) 57 64  9.3% -0.35[-0.71, 0.01] L
Heterageneity. Mot applicable

Testfor overall effect Z=1.93{P=0.05)

40.1.7 Computerised-CBT ({CCBT)/psychoed i I websi

Chrigtensen 2004aMackinnon 2008 1605 953 276 195 11.8 159 11.9% -0.33[0.53,-013] -
Subtotal (95% Cl) 276 159 11.9% -0.33[-0.53,-0.13] ]
Heterageneity. Mot applicable

Testfor overall effect Z=3.30 (F = 0.0010)

40.1.8 Computerised-CBT (CCBT)/Computerised attentional bias modification

McDermott 2015 17.33 11.53 298 1661 1083 158 11.9% 0.06 [-0.13, 0.26] T
Subtotal (95% CI) 298 158 11.9% 0.06 [-0.13, 0.26] L]
Heterngeneity: Mot applicable

Testfor overall effect Z=0.65 (P =0.52)

40.1.9 Expressive writing

Mehdakin 2011 16.62  5.21 13 1943 5452 14 4.4% -0.81 [1.28, 0.26] T
Subtotal (95% CI) 13 14 44% 0.51 [1.28, 0.26] L
Heterogeneity: Mot applicable

Testfor overall effect Z=1.29 (P = 0.20)

Total (95% CI) 966 695 100.0%  -0.21[-0.41, 0.01] 4
Heterogeneity: Tau?= 0.08; Chi*= 36,62, df= 12 (P = 0.0003); F= 67% I-m 5 5 5 ml

Testfor overall effect Z=2.08 (P =0.04)

Favours self-help  Favours attention placebo
5 Testfor subaroup differences: Chif=13.35,df=8(P=010), F= 40.1%
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Figure 237: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
40.2.1 Cognitive bibliotherapy
Geisner 2006 -263 6.01462385 89 -1.48 574728632 88 101% -0.19[-0.49,0.10] -
Subtotal (95% CI) 89 88 10.1% 0.19 [0.49, 0.10] L
Heterogeneity: Mot applicable
Test for overall effect: Z=1.28 (F = 0.20)
40.2.2 Computerised-CBT (CCBT)
Hur 2018 -12.65 537306244 17 -9.49 6.82868216 17 5.5% -0.49 117, 0.200 7
Subtotal (95% CI)} 17 17 5.5% -0.49 [-1.17,0.20] L
Heterogeneity: Mot applicable
Testfor averall effect: £=1.38 (F = 0.16)
40.2.3 Computerised attentional bias modification
Eaert 2010_study 1 116 8.94049775 25 -44 511161423 23 B.5% 07400186, 1.33] —
Mastikhina 2017 -3.08 478634518 24 -362 3.21500388 Al B.5% 013048, 0.71] T
Yang 2015 -B.37 3.07535609 27 -1.26 3.37940083 27 B.2% -1.86[2.17,-0.84] -
Subtotal (95% CI) 76 71 19.4% 0.23 [1.56, 1.10] -
Heterogeneity: Tau? = 1.28; Chi*= 29.88, df= 2 (F = 0.00001); F= 93%
Testfor overall effect 2= 033 (P=074)
40.2.4 Computerised cognitive bias modification
Fictet 2016 -B.05 F.63321943 34 -3.05 569061508 34 7.5% -0.80[1.29,-0.30] -
Smith 2012 -9.43 7.98378356 21 -7.91 7.09315868 19 B.1% -0.20[-0.82, 0.43] -
Subtotal (95% CI) 55 53 13.6% -0.53 [-1.12, 0.06] L
Heterogeneity: Tau®=0.10; Chi*= 2.21, df=1 (P =0.14); F= 55%
Testfor averall effect: 2=1.76 (P = 0.08)
40.2.5 Computerised positive psychological intervention
Addington 2019_phase 1 06 T.57T4621 26 042 T7.50218635 17 B.2% 0.02[-0.59, 0.63] T
Frover 2016 -3.86 783611511 89 005 7.7381393 54 9.0% -0.80[F0.87,-012] =
Subtotal (95% CI)} 85 71 152% -0.30 [-0.79, 0.20] L
Heterogeneity: Tau® = 0.07; Chi*= 2.02, df=1 (P =0.15); F=81%
Test for overall effect: Z=116 (F=024)
40.2.6 Computerised mindfulness intervention
Howells 2016 -4.04 7672366 47 -0.82 7.383787T4H1 64 9.2% -0.41 [F0.77,-0.08] —
Subtotal (95% CI)} 57 64 9.2% -0.41 [-0.77, -0.05] L]
Heterogeneity: Mot applicable
Testfor overall effect 2= 2.24 (P=0.03)
40.2.7 Computerised-CBT {CCBT)ipsychoeducational website
Christensen 2004aiMackinnon 2008 -4.06 9.09 347 -1 84 178 11.4% -0.34 [0.53,-0.16] -
Subtotal (95% CI) 347 178 11.4%  .0.34 [-0.53, -0.16] +
Heterogeneity: Mot applicable
Testfor overall effect: Z= 3.71 (P = 0.0002)
40.2.8 Computerised-CBT {CCBT)/{Computerised attentional bias modification
MeDermott 2019 -3.73 TBB 298 -262 736175251 158 11.3% -0.14 [-0.34, 0.05] i
Subtotal (95% CI) 298 158 11.3% 0.14 [0.34, 0.05] [
Heterogeneity: Mot applicable
Test for overall effect: Z=1.46 (F=014)
40.2.9 Expressive writing
Mchiakin 2011 -4.148  3.5847873 13 0 373144744 14 4.4% -1.10[1.92,-0.28] —_
Subtotal (95% CI)} 13 14 4.4% -1.10 [-1.92, -0.28] <
Heterogeneity: Mot applicable
Test for overall effect: 2= 263 (P = 0.009)
Total (95% CI) 1037 714 100.0% -0.34 [-0.56, -0.13] L]
Heterogeneity: Tau®= 0.10; Chi*= 43.98, df= 12 (F = 0.0001); F= 73% 5_1 a ‘5 3 é m’
Testfor averall effec.t: 2=314(P =000 Favours sel-help Favours attention placebo
Testfor subgroup differences: Chi*= .08, dfi= 8 (P= 0423, F=1.1%
Figure 238: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total

Weight M-H, Fixed, 95% CI

M-H, Fixed, 95% CI

40.3.1 Computerised attentional bias modification

ang 2015 g 27 1 27 1000% 4
Subtotal (95% CI) 27
Total events 2] 1

Heterogeneity: Mot applicable
Testfor overall effect 2= 216 (P = 0.03)

Test for subaroup differences: Mot applicable

27 100.0% 9.00[1.22, 66.23]

00 [1.22, 66.23]

e

L 1 1
0.01 01 10
Favours attention placebe  Favours self-help

100
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Figure 239: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
40.4.1 Computerised-CBT (CCBT)
Hur 2018 7 24 7 24 73% 1.00([0.41, 2.42]
Subtotal (95% CI) 24 24 7.3% 1.00 [0.41, 2.42]
Total events 7 T

Heterogeneity: Mot applicahle
Test for averall effect: 2= 0.00 {F =1.00)

40.4.2 Computerised cognitive bias modification

Pictet 2016 1 34 1 34 08% 1.00[0.07,15.34]

Smith 2018 3 21 2 19 2.3% 1.36[0.25, 7.27] S E—
Subtotal (95% CI) 55 53 3.2% 1.25 [0.30, 5.21] ————
Total events 4 3

Heterogeneity: Tau®=0.00; Chi*=0.03, df=1 (P = 0.85), F= 0%
Testfor overall effect £=0.30 (P =0.76)

40.4.3 Computerised attentional bias modification

Yang 2014 ] 27 ] a7 Mot estimable
Subtotal (95% CI) 27 27 Not estimable
Total events 0 0

Heterogeneity: Mot applicahle
Test for averall effect: Mot applicable

40.4.4 Computerised positive psychological intervention

Addington 2019_phase 1 1] 26 1 17 0.7% 0.22[0.01,5.16] *

Froyer 2016 a0 a4 24 84 22.9% 114 077, 1.649] =
Subtotal (95% CI) 85 7 23.6% 1.07 [0.57, 2.01] -
Total events 30 25

Heterogeneity: Tau®=0.07; Chi*=1.08, df=1 (P=0.31), F= 5%

Testfor overall effect £=022 (P=0.83)

40.4.5 Computerised mindfulness intervention

Howells 2016 40 97 33 97 245% 1.21[0.84,1.75] =
Subtotal (95% CI) a7 a7 24.5% 1.21[0.84,1.75] <
Total events 40 33

Heterogeneity: Mot applicahle

Testfor averall effect Z=1.03 {F = 0.30)

40.4.6 Computerised-CBT (CCBT)/psychoeducational website

Christensen 2004a/Mackinnon 2008 100 347 21 178 204% 2.4411.58, 3.77] =
Subtotal (95% CI) 347 178 20.4% 2.44[1.58, 3.77] L
Total events 100 1

Heterogeneity: Mot applicahle

Test for averall effect: Z=4.03 (P = 0.00013

40.4.7 Computerised-CBT (CCBT)/Computerised attentional bias modification

McDermaott 20149 a8 288 24 1588 204% 1.28[0.83,1.98] T
Subtotal (95% CI) 298 158 20.4% 1.28 [0.83, 1.98] -
Total events 58 24

Heterogeneity: Mot applicahle

Testfor overall effect £=1.12 (P =0.26)

40.4.8 Expressive writing

Mchakin 2011 a 13 1 15 0.7% 0.38[0.02, 8.62]

Subtotal {95% Cl) 13 15 0.7% 0.38 [0.02, 8.62] e ——
Total events 0 1

Heterogeneity: Mot applicahle
Test for averall effect 2= 061 (P =0.54)

Total (95% CI) 946 623 100.0% 1.35[1.04,1.75] L 4
Total events 234 114

Heterogeneity: Tau®= 0.04, Chi®=10.98, df=8 (P=0.20), F=27% ID T D=1 1=D 1gg=
Testfor overall effec_t =178 (Pz_ 0.03) Favours self-help Favours attention placebo
Test for subaroup differences: Chi*=9.00, df= 6 (P=0.17), F=33.4%
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1 Figure 240: Depression symptomatology at 1-month follow-up

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% Cl IV, Random, 95% Cl
40.5.1 Computerised positive psychological intervention
Addington 2019_phase 1 25.01 10.2 36 2709 1035 17 32E6% -0.20 [-0.81, 0.41]
Prayer 2016 11.27 9.39 59 1417 1211 54 35.3% -0.27 [-0.64,0.10]
Subtotal (95% CI) 85 7 67.9% -0.25 [-0.57, 0.07]

Heterogeneity: Tau®=0.00; Chi*= 003, df=1{FP=085); F=0%
Testfor overall effect Z=1.94 (P=0.12)

40.5.2 Computerised attentional bias modification

Yang 2015 8.26 397 27 1705 478 27 321% -1.97 [[2.63,-1.31] —=-
Subtotal (95% CI) 27 27 321% -1.97 [-2.63, -1.31] <&
Heterageneity: Mot applicahle

Test for overall effect 2= 587 (P = 0.00001)

Total (95% CI) 112 98 100.0% -0.79 [1.81, 0.23] -
Heterogeneity: Tau®=0.73; Chi®= 21.37, df= 2 {P = 0.0001); F=91% I—'IU 55 b % 10!
Testfor overall eﬁeclt: =152 (le 0.13) Favours sel-help Favours attention placebo

2 Testfor subgroup differences: Chi*=21.33, df=1 (P = 0.00001), = 95.3%

3  Figure 241: Depression symptomatology at 2-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
40.6.1 Computerised attentional bias modification
Yang 2014 941 456 27 1744 456 27 100.0% -1.74 [-2.37,-1.10] !
Subtotal (95% CI) 27 27 100.0% -1.74 [-2.37, -1.10]

Heterogeneity: Mot applicahle
Testfor overall effect 2= 4538 (P = 0.00001)

,
10 5 0 5 10
Favours self-help Favours attention placebo

4 Test for subgroup difierences: Not applicable

5 Figure 242: Depression symptomatology at 3-4 month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
40.7.1 Computerised positive psychological intervention
Addington 2019_phase 1 2568 11.42 26 27585 1229 17 15.8% -016 [-0.77, 0.46] -
Froyer 2016 11.03 984 89 11586 942 54 273% -0.05[-0.42,0.31] -
Subtotal {95% CI) 85 71 43.0% -0.08 [-0.40, 0.23] 4

Heterogeneity: Tau®= 0.00; Chi®*=0.08, df=1 (P =0.78); F=0%
Test for averall effect: 2= 040 {F = 0.61)

40.7.2 Computerised attentional bias modification

Yang 2014 986 483 27 1441 TAZ 27 1T.9% -0.79 [1.34,-0.23] -
Subtotal (95% CI) 27 27 17.9% -0.79 [1.34, -0.23] ’
Heterogeneity: Mot applicable

Testfor overall effect: 2= 2.77 (P = 0.008)

40.7.3 Computerised-CBT (CCBT)/Computerised attentional bias modification

McDermott 2019 1563 11.25 298 1567 1172 158 391% -0.00 F0.20, 0.19] L]
Subtotal (95% CI) 2908 158  39.1% -0.00 [-0.20, 0.19] L
Heterogeneity: Mot applicable

Testfor overall effect: £=0.04 (P =097

Total (95% CI) 410 256 100.0% -0.18 [-0.48,012] 4
Heterogeneity: Tau= 0.05; Chi®= 6.88, df= 3 (P = 0.08); F= 56% 5_1 P 55 ) é 10:

Testfor overall effect Z=118{P =023

. . Favours sel-help Favours attention-placebo
6 Testfor subgroup differences: Chi*=6.80, df=2 (P=0.03), F=70.6%
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1 Figure 243: Depression symptomatology at 6-7 month follow-up

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
40.8.1 Computerised positive psychological intervention
Prayer 2018 11.03  9.84 59 11.86 9.52 54 28.9% -0.05[-0.42,0.31]
Subtotal (95% CI) 59 54  29.9% -0.05[-0.42, 0.31]

Heterogeneity: Mot applicable
Testfor overall effect: £2=0.29 (P =077}

40.8.2 Computerised attentional bias modification

Yang 2015 g.95 468 27 132 7hs 27 16.5% -0.64 F1.19,-0.08] —=

Subtotal (95% CI) 27 27 16.5%  -0.64 [1.19, 0.09] &

Heterogeneity: Mot applicable

Testfor overall effect Z=2.30 (P = 0.02)

40.8.3 Computerised-CBT (CCBT)ipsychoeducational website

Christensen 2004aMackinnon 2008 15.34 1013 221 178 114 131 53.6% -0.23 [0.45 -0.01]

Subtotal {95% CI) 221 131 53.6% -0.23 [-0.45, -0.01] L

Heterogeneity: Mot applicable

Test for overall effect: £=2.09 (P = 0.04)

Total (95% CI) 307 212 100.0% -0.25 [-0.49, -0.00] L

Heterogeneity: Tau®= 0.02; Chi®=3.04, df= 2 (P =0.22), F= 34% l_1 0 55 P é 1D=

Test for overall effect: 2=1.96 (P = 0.05) Favours self-help Favours attention placebo
2 Test for subgroup differences: Chi®= 3.04, di=2 (P=022), F=342%
3  Figure 244: Depression symptomatology at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

40.9.1 Computerised-CBT (CCBT)/psychoeducational website

Christensen 2004aiMackinnon 2008 133 969 201 164 117 124 100.0% -0.29[-0.52,-0.07]
Subtotal {95% Cl) 201 124 100.0% -0.29[-0.52, -0.07]
Heterogeneity: Mot applicable

Testfor averall effect Z= 257 (F=0.013

10 - 10
Favours self-help Favours attention placebo
4 Testfor subgroun diferences: Mot applicable
5  Figure 245: Quality of life endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
40.10.1 Computerised mindfulness intervention
Howells 2016 2461 50 g7 2291 595 g4 100.0% 0.28 [0.07, 0.64]
Subtotal {95% CI) 57 64 100.0% 0.28 [-0.07, 0.64]
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.56 (P=012)
I t 1 } |
-10 -5 1] ] 10

) ) Favours attention placebo  Favours self-help
Test for subgroup difierences: Not applicable

8 Less severe: Computerised behavioural activation versus unsupervised low
9 intensity exercise individual

10  Figure 246: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mystrorm 2017 486 4238 112 BY4 3IEF 1M 1000% -0.52 [-0.78, -0.26]
Total (95% CI) 112 121 100.0% -0.52 [-0.78, -0.26] 4
Heterogeneity; Mot applicable 5_1 0 =5 ﬁ :IS 1IZ|=
11 Testfor averall effect 2= 3.91 (P = 0.0001) Favours sel-help Favours exercise
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1 Figure 247: Depression symptomatology change score

Experimental Control $td. Mean Difference S$td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mystram 2017 -314 316 112 -588 325 121 1000% -0.70 [-0.96,-0.43]
Total (95% CI) 112 121 100.0% -0.70 [-0.96, -0.43] ¢
Heterogeneity: Mot applicable 5_1 p % 1 :53 1D=
Testfor averall effect Z=45.17 (P = 0.00001) Favours selFhelp Favours exercise

2

3  Figure 248: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Mystram 2017 23 122 33135 100.0% 0.77[0.48,1.24]
Total (95% CI) 122 135 100.0%  0.77 [0.48,1.24]
Total events 23 33
LT A
estfor overall effect: Z=1.08 (F = 0.28) Favours seli-help Favours exercise

4

5 Less severe: Self-help with support versus no treatment

6  Figure 249: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 95% CIl
42.1.1 Behavioural bibliotherapy with support
Dozeman 2011 138 a4 67 138 7& 62 19.6% -0.08 [0.39, 0.30) -
Subtotal {(95% CI) 67 62 19.6% -0.05 [-0.39, 0.30] ¢
Heterogeneity: Mot applicable
Testfor averall effect Z2=0.26 {F = 0.80)
42.1.2 Computerised-CBT (CCBT) with support
Geraedts 2014a/2014h 158 106 116 183 91 115 245% -0.25 [0.81, 0.01) -
Sheeber 2017 748 589 134 941 658 132 2558% -0.31 [-0.55,-0.07] -
Subtotal (95% CI) 250 247 50.0% -0.28 [-0.46, -0.11] 4
Heterageneity: Tau®= 0.00; Chi®*=0.10, df=1 (P = 0.76); F= 0%
Testfor averall effect 2= 313 {F=0.002)
42.1.3 Third-wave cognitive therapy CD with support
Tal 2020 97 44 283 128 53 330 304% -0.88 [0.74,-0.42] L
Subtotal {95% CI) 283 330 30.4% -0.58 [-0.74, -0.42] +
Heterogeneity: Mot applicable
Testfor averall effect: Z=7.00 (P = 0.00001)
Total (95% CI) 600 639 100.0% -0.33 [-0.55, -0.10] L
Heterogeneity: Tau?= 0.04; Chi*=10.54, df=3 (P = 0.01); F=72% t ! t |
Testf Il effect Z= 2.81 (P = 0.005 o 5 v 5 10
estioroverall e ecl. =281 T ) Favours self-help wisuppo Favours no treatment
7 Testfor subaroup differences: Chi*=10.44, df= 2 (P =0.005), = 80.8%
8 Figure 250: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
42.2.1 Behavioural bibliotherapy with support
Dazeman 2011 -2 393446311 GY  -0.7 5.09018664 62 222% -0.31 [-0.65, 0.04]
Subtotal {95% CI) 67 62 22.2% -0.31 [-0.65, 0.04]
Heterogeneity: Mot applicahle
Test for overall effect: Z=1.73 (P = 0.08
42.2.2 Computerised-CBT (CCBT) with support
Geraedts 2014ar2014b -9.9 702566723 116  -7.8 B.O02162769 115 24.9% -0.32 [-0.58, -0.08] -
Sheeber 2017 -5.83 503051687 134 -4.3 5129456325 132 254% -0.30 [-0.54,-0.05] -
Subtotal (95% CI) 250 247  50.4%  -0.31[-0.48, 0.13] []
Heterogeneity: Tau® = 0.00; Chi*=0.02, df=1 {P=0.89);, F=0%
Testfor averall effect: Z= 3.40 (P = 0.0007)
42.2.3 Third-wave cognitive therapy CD with support
Tal 2020 -5.4 363042697 283 -23 360138862 330 27.4% -0.86 [-1.02,-0.69] =
Subtotal (95% CI) 283 330 27.4%  0.86[-1.02, 0.69] []
Heterogeneity: Mot applicahle
Test for overall effect: Z=10.12 (P = 0.00001}
Total (95% CI) 600 639 100.0%  -0.46[-0.79, 0.13] *
Heterogeneity: Tau®= 0.10; Chi®= 2217, df= 3 (P = 0.0001), F= 86% =-1D IS b é 1U=
Test for overall efiect 2= 2.72 (P = 0.007) Favours self-help w/suppo Favours no treatment

9 Testfor subgroup differences: Chi®= 2214, df= 2 (P = 0.0001%, F=91.0%
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1 Figure 251: Remission (ITT)

Risk Ratio
Weight M-H, Fixed, 95% CI

Experimental Control
Study or Subgroup Events Total Events Total

Risk Ratio
M-H, Fixed, 95% CI

42.3.1 Computerised-CBT (CCBT) with support

Geraedts 2014ai2014h 56 116 49 115 100.0% 1.13[0.85,1.50]
Subtotal (95% CI) 116 115 100.0%  1.13 [0.85, 1.50]
Total events a6 49

Heterogeneity: Kot applicable
Test for overall effect: Z= 0.86 (P = 0.39)

} 1 }
01 1 10

0.01 100
) . Favours no treatment Favours self-help wisuppo
2 Test far subaroup differences: Mot applicable
3  Figure 252: Discontinuation (any reason)
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

42.4,1 Behavioural bibliotherapy with support

Doyne 1987 16 67 G 56 81% 2.61[0.95, 7.22) 1

Subtotal (95% CI) 67 56 8.1%  2.61[0.95,7.22] e ——

Total events 16 3

Heterogeneity: Mot applicable

Testfor overall effect: Z=1.85 (P = 0.06)

42.4.2 Computerised-CBT (CCBT) with support

Geraedts 2014a/2014h 41 116 19 1158 201% 2.76[1.48,5.119] —

Sheeber 2017 58 134 30 132 27.4% 2.59[1.42, 4.41] —

Subtotal (95% CI) 250 247 48.0%  2.66[1.78, 3.09] -

Total events 49 44

Heterogeneity: Chi*=0.02, df=1 (P =088), F=0%

Testfor overall effect: £Z=4.75 (P = 0.00001)

42.4.3 Third-wave cognitive therapy CD with support

Tal 2020 43 an 33 363 438% 1.70[1.08, 2.72] ——

Subtotal (95% CI) 331 363 43.9%  1.70[1.06,2.72] .

Total events 48 33

Heterogeneity: Mot applicable

Testfor averall effect Z=220{P=0.03)

Total (95% CI) 648 666 100.0%  2.24 [1.67, 3.00] &

Total events 163 a8

Testfor veral ofect 72 4.8 & <0 00000) B o

i ) Favours self-help wisuppo Favours no treatment
4 Testfor subgroup differences: Chi*= 214, df= 2 (P =034, F=6.5%
5 Figure 253: Depression symptomatology at 3-4 month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

42.5.1 Computerised-CBT (CCBT) with support

Geraedts 2014a52014b 157 113 1 145 849 96 43.9% 0.12[-0.20,0.43]

Subtotal {95% CI) 7 86 43.9% 0.12[-0.20, 0.43]

Heterogeneity: Mot applicahle

Test for overall effect Z=0.74 (P = 0.48)

42.5.2 Third-wave cognitive therapy CD with support

Tol 2020 95 42 283 108 &1 330 561% -0.28 [-0.44,-0.12]

Subtotal {(95% CI) 283 330 56.1% -0.28 [-0.44, -0.12] +

Heterogeneity: Mot applicahle

Test for averall effect: £= 339 (F = 0.0007)

Total (95% CI) 354 416 100.0% -0.10 [-0.49, 0.28]

Heterogeneity: Tau®= 0.06; Chi*= 4.81, df=1 (P = 0.03); F= 79% 5_1 3 55 3 é 105

Testfor overall effect Z=0.52 (P = 0.60) Favours self-help wisuppo Favours no treatment
6 Testfor subgroup differences: Chi*=4.81, df=1 (F=003), F=78.2%
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Figure 254: Depression symptomatology at 10-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
42.6.1 Computerised-CBT (CCBT) with support
Geraedts 201425201 4h 138 47 6O 162 107 65 100.0% -0.23[-0.59,012]
Subtotal (95% Cl) G0 65 100.0% -0.23 [-0.59,0.12]

Heterogeneaity: Mot applicahle
Testfor averall effect Z=1.30 (P =0.159)

0 -5 0 5 10
Favours self-help wisuppo  Favours no treatment

Testfor subgroup differences: Mot apnlicable

Figure 255: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
42.7.1 Third-wave cognitive therapy CD with support
Tol 2020 1189 61 283 95 57 330 100.0% 0.41[0.25 0.57]
Subtotal (95% CI) 283 330 100.0% 0.41 [0.25, 0.57]

Heterogeneity: Mot applicable
Test for overall effect: Z=4.87 (P = 0.00001)

1 T } |
-10 -5 a ] 10
Favours no treatment Favours self-help wisuppo

Testfor subaroup differences: Not applicable

Figure 256: Quality of life at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
42.8.1 Third-wave cognitive therapy CD with support
Tol 2020 119 &7 283 104 54 330 100.0% 0.27[011,0.43]
Subtotal (95% CI) 283 330 100.0% 0.27 [0.11, 0.43]

Heterogeneity: Mot applicable
Testfor overall effect: £=3.32 (P = 0.0009)

10 -5 0 5 10
Favours no treatment Favours self-help wisuppo

Testfor subaroun differences: Mot annlicable

Figure 257: Functional impairment endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
42.9.1 Third-wave cognitive therapy CD with support
Tol 2020 183 85 283 207 96 330 100.0% -0.89 [0.75,-0.43] !
Subtotal (95% CI) 283 330 100.0% -0.59 [-0.75, -0.43]

Heterogeneity: Mot applicable
Testfor overall effect: Z=7.15 (P = 0.00001)

| ,
10 -5 0 5 10
Favours self-help wisuppo Favours no treatment

Testfor subgroup differences: Not applicable

Figure 258: Functional impairment at 3-month follow-up

Experimental Control Std. Mean Difference §td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
42.10.1 Third-wave cognitive therapy CD with support
Tol 2020 18 78 283 173 9 330 100.0% -0.27 [-0.43,-0.11]
Subtotal (95% CI) 283 330 100.0% -0.27 [-0.43, -0.11]

Heterogeneity: Mot applicable
Test for overall effect 2= 3.33 (P =0.0009)

10 -5 0 5 10
Favours self-help w/suppo  Favours no treatment

Test for suboroup differences: Mot annlicable
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1 Less severe: Self-help with support versus waitlist

2  Figure 259: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
43.1.1 Cognitive bibliotherapy with support
Fledderus 2012 13.84 7485 125 1976 848 126 246% -0.73 [F0.99,-0.48] -
Subtotal (95% CI) 125 126 24.6% 0.73[-0.99, -0.48] 4
Heterogeneity: Mot applicable
Testfor overall effect: 2= 5.63 (P = 0.00001)
43.1.2 Computerised behavioural activation with support
Carlhring 2013 16.65 8.04 40 2343 767 40 TE% -0.85 F1.31,-0.40] be
Subtotal (95% CI) 40 40 7.6% -0.85[1.31, -0.40] &
Heterogeneity: Mot applicable
Testfor overall effect: £= 3.65 (P = 0.0003)
43.1.3 Computerised-CBT (CCBT) with support
Ruwaard 2009 98 65 3/ 156 TA 18 46% -0.83 F1.42,-0.24] -
Subtotal (95% CI) 36 18 4.6% 0.83 [1.42, -0.24] &
Heterogeneity: Mot applicable
Testfor overall effect: £=2.77 (P = 0.008)
43.1.4 Computerised problem solving therapy with support
Ehert 2014 1537 843 T8 .2 837 75 14.8% -0.69 [1.02,-0.36] -
Ince 2013 21.38 105 26 2827 871 0 55% -0.71 F1.25,-017) -
Subtotal (95% CI) 101 105  20.3% -0.70 [-0.98, -0.41] 4
Heterogeneity: Tau®=0.00; Chi*= 000, df=1 (F=0.89%); F=0%
Testfor overall effect: £=4.84 (P =< 0.00001)
43.1.5 Cognitive bias modification with support
Watking 2009 T 44 20 11.4 481 20 37% -0.93 [1.59,-0.28] -
Subtotal (95% CI) 20 20 3.7% -0.93 [-1.59, -0.28] e 2
Heterogeneity: Mot applicable
Testfor overall effect: £=2.789 (P = 0.005)
43.1.6 Expressive writing with support
Larners 2015 14.85 9451 58 1875 882 58 11.8% -0.45 F0.82,-0.09] e
Subtotal (95% CI) 58 58  11.8% -0.45[-0.82, -0.09] +
Heterogeneity, Mot applicable
Testfor overall effect: Z=242 (P=0.02
43.1.7 Computerised third-wave cognitive therapy with support/Expressive writing with support
Pots 20162 1585 807 149 1934 855 a7 226% -0.41 FO.BE, -0.14] =
Subtotal (95% CI) 149 87 226% -0.41 [-0.68, -0.14] ¢
Heterogeneity: Mot applicable
Testfor overall effect: Z=3.01 (P = 0.003)
43.1.8 Computerised exercise promotion with support
Strom 2013 17.88 11.3 24 2404 BEG 24 4.8% -0.65[-1.23,-0.07] -
Subtotal (95% CI) 24 24 48% -0.65 [-1.23, -0.07] L
Heterogeneity: Mot applicable
Testfor overall effect: 2= 218 (P = 0.03)
Total (95% CI} 553 478 100.0% -0.64 [-0.76, -0.51] '
Heterogeneity: Tau*= 0.00; Chi*= 6.53, df = & (P = 0.59); = 0% T + ; t e

Test for overall effect: Z=9.85 (P = 0.00001}

; ] Favours self-help wisuppo Favours waitlist
3 Testfor subgroup differences: Chi*=6.52, df= 7 (F=0.48), F= 0%

74
Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
(Novembe 2021)



DRAFT FOR CONSULTATION
Treatment of a new episode of less severe depression

Figure 260: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% C|
43.2.1 Cognitive bibliotherapy with support
Fledderus 2012 -8.3 5.06032608 125 -2.69 5618113568 126 17.3% 1.23 [-1.50,-0.96] -
Subtotal (95% Cl) 125 126 17.3% -1.23 [1.50, -0.96] +
Heterogeneity: Mot applicable
Testfor overall effect: 2= 8.94 (P = 0000013
43.2.2 Computerised behavioural activation with support
Carlbring 2013 -9.67  5.3182086 40 1.7 51043168 40 10.9% -1.81 [2.01,-1.01] -
Subtotal (95% Cl) 40 40 10.9% -1.51 [-2.01, 1.01] L 2
Heterogeneity: Mot applicahle
Testfor overall effect: 2= 594 (P = 0.00001)
43.2.3 Computerised-CBT (CCBT) with support
Ruwaard 20049 -8.9  4.3445368 36 -57 5.04281667 18 8.49% -0.90 [1.50,-0.31] -
Subtotal (95% Cl) 36 18 8.9% -0.90 [1.50, -0.31] L 2
Heterogeneity: Mot applicable
Testfor overall effect: £=2.99 (P =0.003)
43.2.4 Computerised problem solving therapy with support
Ebert 2014 -7.39 B6.29306761 75 -1.681 6.23707864 A 15.3% -0.92 [1.25,-0.58] -
Subtotal (95% CI) 75 75 15.3% 0.92 [1.25, -0.58] +
Heterogeneity: Mot applicable
Testfor overall effect: Z=5.34 (P = 0.00001})
43.2.5 Cognitive bias modification with support
YWatking 2009 -6.65 3.47164946 200 -0.7 482126021 20 7.2% -1.38 [2.09,-0.69] -
Subtotal (95% Cl) 20 20 7.2% -1.39 [-2.09, -0.69] <&
Heterogeneity: Mot applicable
Testfor overall effect: £=3.90 (P = 0.0001})
43.2.6 Expressive writing with support
Lamers 2014 -9.36 6.43298531 58 -4.15 6.16556567 58 14.0% -0.82 [1.20,-0.44] -
Subtotal (95% Cl) 58 58  14.0% -0.82 [1.20, -0.44] *
Heterogeneity: Mot applicahle
Testfor overall effect: £=4.24 (P = 0.0001})
43.2.7 Computerised third-wave cognitive therapy with support/Expressive writing with support
FPots 20163 -10.91 B 144 -T7A7 5.91913 87 17.3% -0.62 [-0.89,-0.35] -
Subtotal (95% Cl) 149 87 17.3% -0.62 [-0.89, -0.35] 4
Heterogeneity: Mot applicable
Testfor overall effect: £=4.52 (P = 0.00001})
43.2.8 Computerised exercise promotion with support
Strom 2013 -8.04 7.51964095 24 -431 489328288 24 91% -0.75 [1.33,-0.16] -
Subtotal (95% CI) 24 24 91% 0.75 [-1.33, -0.16] L 3
Heterogeneity: Mot applicable
Testfor overall effect 2= 2.49 (P =001}
Total (95% CI) 527 448 100.0% 0.99 [1.22, -0.76] L]
Heterogeneity: Tau®= 0.06; Chi*=17.10, df= 7 (P = 0.02); F=59% 5_1 p 55 p é 1D=

Testfor overall effect: Z= 8.56 (P = 0.00001})

) ; Favours sel-help wisuppo  Favours waitlist
Testfor subaroup differences: Chi*=17.10, df=7 {P = 0.02), F=59.1%
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Figure 261: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
43.3.1 Computerised behavioural activation with support
Carlbring 2013 10 40 2 40 11.4% a00[1.17, 21.349]
Subtotal (95% CI) 40 40 11.4% 5.00 [1.17, 21.39] -~
Total events 10 2
Heterogeneity: Mat applicable
Test for overall effect Z= 217 (P=0.03)
43.3.2 Computerised-CBT (CCBT) with support
Ruwaard 2009 16 36 ] 18 281% 1.60[0.70, 3.67] T
Subtotal (95% CI) 36 18 28.2% 1.60 [0.70, 3.67] il
Total events 16 ]
Heterogeneity: Mot applicahble
Testfor overall effect =111 (P=0.27)
43.3.3 Computerised problem solving therapy with support
Ehert 2014 44 ¥A 16 A a4 1% 2758[1.71, 442 ——
Ince 2013 10 44 1 47 B3% 9.59[1.25 72.04]
Subtotal (95% CI) 124 122 60.4% 3.53[1.28,9.74] —~i——
Total events 54 17
Heterogeneity, Tau®= 028, Chi*=1.80, df =1 P =022 F=33%
Testfor averall effect. £=2.44 (P=0.01}
Total {95% CI) 200 180 100.0% 2.73[1.62, 4.61] -
Total events a0 24
. = = . = = = R= I } } |
o o
- : : Favours waitlist Favours self-help wisuppo

Testfor subagroup diferences: Chi®= 2,43, df= 2 {(P=0.30), F=17.8%
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1 Figure 262: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
43.4.1 Cognitive bibliotherapy with support
Fledderus 2012 28 125 3 126 13.0% 9.41[2.94,30.14]
Subtotal (95% CI) 125 126 13.0% 9.41 [2.94, 30.15] i
Total events 28 3

Heterogeneity: Mot applicable
Test for overall effect: Z=3.77 (P = 0.0002)

43.4.2 Computerised behavioural activation with support

Carlbring 2013 0 40 240 34% 0.20[0.01, 4.04] +
Subtotal (95% CI) 40 40 3.4% 0.20 [0.01, 4.04] e ——
Total events 0 2

Heterogeneity, Mot applicable
Testfor overall effect: Z=1.05 (P =0.29)

43.4.3 Computerised-CBT {CCBT) with support

Ruwaard 2008 3 36 2 18 B8.3% 0.75[0.14, 4.09] e E—
Subtotal (95% CI) 36 18 8.3% 0.75[0.14, 4.09] —e i —
Total events 3 2

Heterogeneity: Mot applicable
Testforoverall effect Z=033(P=0.74)

43.4.4 Computerised problem solving therapy with support

Ehert 2014 11 75 G 75 15.8% 1.83[0.71, 4.70] -
Ince 2013 23 49 17 47 113% 1.30[0.80, 2.10] T
Subtotal {95% CI) 124 122 38.1% 1.39[0.91, 2.14] -
Tatal events 34 23

Heterogeneity: Tau®=0.00; Chi*= 043, df=1 (F=0.51); F=0%
Testforoverall effect Z=152 (P =013

43.4.5 Cognitive bias modification with support

Watking 2009 12 3z 1 21 6.8% 7.88[1.10,86.15] e —
Subtotal (95% CI) 32 21 6.8% 7.88 [1.10, 56.15] ——e—
Total events 12 1

Heterogeneity: Mot applicable
Testfor overall effect: Z=2.06 (P = 0.04)

43.4.6 Expressive writing with support

Lamers 2015 G 58 3 8 11.2% 2.00[0.53, 7.62] e B —
Subtotal (95% CI) 58 58 11.2% 2.00 [0.53,7.62] —~ni———
Total events [} 3

Heterogeneity: Mot applicable
Test for overall effect: Z=1.02 (P = 0.31})

43.4.7 Computerised third-wave cognitive therapy with support/Expressive writing with support

Pots 20164 23 149 ] 87 19.2% 1.82[0.90, 3.67] T
Subtotal (95% CI) 149 87 19.2% 1.82 [0.90, 3.67] i
Total events 28 9

Heterogeneity: Mot applicable
Testfor overall effect: Z=166 (P=0.10)

43.4.8 Computerised exercise promotion with support

Strom 2013 0 24 0 24 Mot estimahble
Subtotal (95% CI) 24 24 Not estimable
Total events 0 0

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Total (95% CI) 588 496 100.0% 2.01[1.11, 3.64] e
Total events 111 43
Heterogeneity: Tau®=0.35; Chi*=16.14, df= 7 (P=002), F=57%
Testforoverall effect: Z=2.31 (P=0.02)

2 Testfor subdgroup differences: Chi®=14.35, df=6 (P =003, F=58.2%

0.01 0.1 10 100
Favours self-help wisuppo Favours waitlist

3  Figure 263: Depression symptomatology at 1-2 month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
43.5.1 Computerised problem solving therapy with support
Ebert 2014 1483 138 75 19.87 1403 75 B1.8% -0.38 [-0.70,-0.08]
Ince 2013 21.23 1079 13 30,08 11.27 24 18.2% -0.78 [-1.48,-0.08] ——
Subtotal (95% CI) 88 99 100.0% -0.45 [-0.75, -0.15] [

Heterogeneity: Tau®=0.00; Chi#=1.02, df=1 (P=0.31);F=2%
Test for overall effect: 2= 2.96 (P = 0.003)

| ,
-10 -5 0 ] 10
; ; Favours self-help wisuppo  Favours waitlist
4 Test for subgroup differences: Mot applicable
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1 Figure 264: Depression symptomatology at 3-4 month follow-up

Std. Mean Difference
IV, Random, 95% Cl

Experimental Control
Study or Subgroup  Mean §D Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

43.6.1 Computerised problem solving therapy with support
Ebert 2014 15.87 1007 75 1981 1042 75
Subtotal (95% CI) 75  40.3%
Heterogeneity: Mot applicable

Testforoverall effect Z=238(P=0.02

40.3% -0.38 F0.72,-0.07]
-0.39 [-0.72, -0.07]

43.6.2 Computerised third-wave cognitive therapy with support/Expressive writing with support

Pots 2016a 1516 9.35 149 1771 1072 87 59.7% -0.26 [-0.52, 0.01]
Subtotal {95% CI) 149 87 59.7T% -0.26 [-0.52, 0.01]
Heterogeneity: Mot applicable

Testfor overall effect: £=1.90 (P = 0.06)

Total (95% Cl) 224 162 100.0% -0.31 [-0.52, -0.11]

Heterogeneity: Tau®=0.00; Chi*= 040, df=1 (F=0.53), F=0%
Testfor overall effect: £=2.98 (P =0.003)
2 Testfor subgroup differences: Chi*= 040, df=1 (F=0.483), P=0%

3  Figure 265: Remission at 1-month follow-up (ITT)

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl

-
L]

+

-0 -5 0 5 10
Favours self-help w/suppo  Favours waitlist

Risk Ratio
M-H, Fixed, 95% Cl

43.7.1 Computerised problem solving therapy with support
Ehert 2014 445 Th " Ta 100.0%
Subtotal (95% CI) 75 75 100.0%
Tatal events 45 )|

Heterogeneity: Mot applicable

Testfor averall effect Z= 223 (F =003

145 [1.05, 2.01]
1.45 [1.05, 2.01]

L

0.01

4 Testfor subgroun differences: Mot applicable

5 Figure 266: Remission at 4-month follow-up (ITT)

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl

1 1 ]
0.1 10 100
Favours waitlist Favours self-help wisuppo

Risk Ratio
M-H, Fixed, 95% Cl

43.8.1 Computerised problem solving therapy with support

Ehert 2014 38 Th 27 7 100.0% 1.41 [0.97, 2.09]
Subtotal (95% CI) 75 75 100.0%  1.41[0.97, 2.05]
Total events 38 27

Heterageneity: Mat applicable
Testfor averall effect Z=1.78 (F=0.07)

0.01

6 Testfor subaroup differences: Mot applicahle
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1  Figure 267: Quality of life endpoint

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
43.9.1 Computerised behavioural activation with support
Carlbring 2013 078 1.7 40 078 177 40 33.3% 0.02[-0.42,0.46]
Subtotal (95% CI) 40 40 33.3% 0.02 [-0.42, 0.46]
Heterogeneity: Mot applicable
Test for overall effect: Z=0.08 (F=0.94)
43.9.2 Computerised-CBT (CCBT) with support
Ruwaard 2009 19.9 44 36 16.8 47 18 22.5% 0.68 [0.10, 1.26] =
Subtotal (95% CI) 36 18 22.5% 0.68 [0.10, 1.26] L 3
Heterogeneity: Mot applicable
Testfor overall effect: £=2.29 (P = 0.02)
43.9.3 Computerised problem solving therapy with support
Ince 2013 7095 1952 19 G417 21.54 23 20.8% 0.32 [-0.29, 0.93] T
Subtotal (95% CI) 19 23 20.8% 0.32 [-0.29, 0.93] »>
Heterogeneity: Mot applicable
Testfar overall effect: £=1.03 (P = 0.30)
43.9.4 Computerised exercise promotion with support
Strom 2013 016 1.99 24023 147 24 13.4% -0.04 [-0.61,0.53] &
Subtotal (95% CI) 24 24 23.4% -0.04 [-0.61, 0.53] &
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.14 (P = 0.8
Total (95% CI) 119 105 100.0% 0.22 [-0.10, 0.53] »
Heterogeneity: Tau®= 0.03; Chi®= 4.11, df= 3 (F = 0.28); F= 27% i_1 0 15 p % 1D=
Testfor overall eﬁec.t Z=1.34 (Pz_ .18 Favours waitlist Favours self-help wisuppo
2 Test for subgroup differences: Chif= 411, df= 3 (P =025, F=27.0%
3  Figure 268: Quality of life physical health component endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.10.1 Computerised problem solving therapy with support
Ehert 2014 4548 1387 79 4578 105 74 100.0% -0.02 [-0.34, 0.30]
Subtotal (95% CI) 75 75 100.0% -0.02 [-0.34, 0.30]
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.18 (P = 0.88)
10 -5 0 5 10

. : Favours waitlist Favours self-help wisuppo
4 Testfor subaroun differences: Mot applicable

5 Figure 269: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.11.1 Computerised problem solving therapy with support
Ehert 2014 4048 1345 78 3572 102 74 100.0% 0.40([0.07,0.72]
Subtotal (95% CI) 75 75 100.0% 0.40 [0.07, 0.72]

Heterogeneity: Mot applicahle
Testfor overall effect. £=2.41 (P=0.02)

, |
-10 -5 ] ] 10
Favours waitlist Favours self-help wisuppo

6 Testfar subaroun diferences: Mot applicable

7  Figure 270: Quality of life physical health component at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.12.1 Computerised problem solving therapy with support
Ebert 2014 46.55 1847 75 46.08 11.259 74 100.0% 0.03[-0.29, 0.39]
Subtotal (95% CI) 75 75 100.0% 0.03 [-0.29, 0.35]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.19 (P = 0.85)

10 5 0 5 10
Favours waitlist Favours self-help wisuppo

8 Testfor subgroup differences: Mot applicable
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Figure 271: Quality of life mental health component at 1-month follow-up

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.13.1 Computerised problem solving therapy with support
Ebert 2014 4403 21.36 75 378 138 75 100.0% 0.34 [0.02, 0.67]
Subtotal (95% CI) 75 75 100.0% 0.34 [0.02, 0.67]

Heterogeneity: Mot applicable
Testfor overall effect 2= 2.08 (P = 0.04)

-0 -5 0 5 10
Favours waitlist Favours self-help w/suppo

Test for subgroup difierences: Not applicable

Figure 272: Quality of life at 2-month follow-up

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.14.1 Computerised problem solving therapy with support
Ince 2013 788 214 10 BB.42 2319 19 100.0% 0.52 [-0.26, 1.30]
Subtotal (95% CI) 10 19 100.0% 0.52 [-0.26, 1.30]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.32 (P=014)

, |
10 -5 0 5 10
Favours waitlist Favours self-help wisuppo

Testfor subaroun diferences: MNat annlicahle

Figure 273: Quality of life physical health component at 4-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.15.1 Computerised problem solving therapy with support
Ehert 2014 4729 11.37 75 4536 9459 78 100.0% 0.18[-0.14,0.50]
Subtotal (95% CI) 75 75 100.0% 0.18 [-0.14, 0.50]

Heterogeneity: Mot applicable
Testfor overall effect £=1.12 (P = 0.26)

, |
-10 -5 ] ] 10
Favours waitlist Favours self-help wisuppo

Testfor subaroun differences: Mot applicable

Figure 274: Quality of life mental health component at 4-month follow-up

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.16.1 Computerised problem solving therapy with support
Ebert 2014 4259 11.83 75 3855 1035 7 100.0% 0.27 [-0.05, 0.59]
Subtotal (95% CI) 75 75 100.0% 0.27 [-0.05, 0.59]

Heterogeneity: Mot applicable
Test for overall effect Z=1.66 (P =010}

10 5 0 5 10
Favours waitlist Favours self-help wisuppo

Testfor subaroup differences: Mot apnlicable

Figure 275: Global functioning endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.17.1 Computerised problem solving therapy with support
Ehert 2014 27.98 4.03 76 2598 415 75 100.0% 0.49[0.16, 0.81]
Subtotal {95% CI) 75 75 100.0% 0.49 [0.16, 0.81]

Heterogeneity: Mot applicahle
Test for overall effect: Z=2.93(F =0.003)

,
-10 -5 a ] 10
Favours waitlist Favours self-help wisuppo

Test for subgroup differences: Mot applicable
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1 Figure 276: Global functioning at 1-month follow-up

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
43.18.1 Computerised problem solving therapy with support

Ebert 2014 2816 G602 T 2614 4.45 75 100.0% 0.38 [0.06,0.70]
Subtotal (95% CI) 75 75 100.0% 0.38 [0.06, 0.70]

Heterogeneity: Mot applicakle
Testfor overall effect: Z= 2.30(F=0.02)

2 Test for subaroup differences: Mot applicable

-0 -5 0 5 10
Favours waitlist Favours self-help wisuppo

3  Figure 277: Global functioning at 4-month follow-up

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
43.19.1 Computerised problem solving therapy with support

Ehert 2014 28.43 649 A 1639 469 75 100.0% 0.40[0.07,0.72]

Subtotal (95% CI) 75 75 100.0% 0.40 [0.07,0.72]

Heterogeneity: Mot applicakle
Testfor overall effect £=2.41 (F =002

4 Testfar subgroup differences: Mot apnlicable

-0 -5 0 5 10
Favours waitlist Favours self-help wisuppo

5 Figure 278: Employment (work-related self-efficacy) endpoint

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
43.20.1 Computerised problem solving therapy with support

Ehert 2014 28.87 478 A 2679 412 75 100.0% 0.40[0.07,0.72]
Subtotal (95% CI) 75 75 100.0% 0.40 [0.07,0.72]

Heterogeneity: Mot applicable
Testfor overall effect £=2.41 (F =002

6 Testfar subaroun differences: Mot apnlicable

10 -5 0 5 10
Favours waitlist Favours self-help w/suppo

7  Figure 279: Employment (work-related self-efficacy) at 1-month follow-up

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI
43.21.1 Computerised problem solving therapy with support

Ehert 2014 29.41 A1 A 2779 445 75 100.0% 0.34 [0.01, 0.66]
Subtotal (95% CI) 75 75 100.0% 0.34 [0.01, 0.66]

Heterogeneity: Mot applicable
Test for overall effect £= 2.05 (F =0.04)

8 Testfar subaroun differences: Mot apnlicable

10 -5 0 5 10
Favours waitlist Favours self-help w/suppo

9 Figure 280: Employment (work-related self-efficacy) at 4-month follow-up

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI
43.22.1 Computerised problem solving therapy with support
Ehert 2014 28.63 637 A 1745 462 73 100.0% 0.23[-0.09, 0.56]
Subtotal (95% CI) 75 75 100.0% 0.23 [-0.09, 0.56]
Heterogeneity: Mot applicable
Testfor overall effect £=1.43{F=0.15)
I } t } |
-10 -5 ] g 10

10 Testfar subaroun differences: Mot apnlicable
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1 Figure 281: Days on sick leave (during past 4 weeks) endpoint

Std. Mean Difference
IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight
43.23.1 Computerised problem solving therapy with support
75 100.0%

-0.02 0,34, 0.30]

Ebert 2014 1.86 538 Ta 168 416
Subtotal (95% CI) 75 75 100.0% -0.02 [-0.34, 0.30]
Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.15(F = 0.83)
-0 -5 0 5 10
. i Favours self-help wisuppo Favours waitlist
2 Test for subaroup differences: Mot applicable

3  Figure 282: Days on sick leave (during past 4 weeks) at 1-month follow-up

Std. Mean Difference
IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight
43.24.1 Computerised problem solving therapy with support

Ebert 2014 1.86 6048 Ta 1.7 a1 T4 100.0% 0.03 [-0.29, 0.35]
Subtotal (95% CI) 75 75 100.0% 0.03 [-0.29, 0.35]
Heterogeneity: Mot applicakle
Test for overall effect £= 017 {F = 0.86)
10 -5 0 5 10
. . Favours self-help wisuppo  Favours waitlist
4 Testfar subgroup differences: Mot apnlicable

5 Figure 283: Days on sick leave (during past 4 weeks) at 4-month follow-up

Experimental

Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

43.25.1 Computerised problem solving therapy with support

Ehert 2014 118 427 A 176 T.75 75 100.0% -0.25 [0.57, 0.07]
Subtotal (95% CI) 75 75 100.0% -0.25 [0.57, 0.07]
Heterogeneity: Mot applicable
Testfor overall effect £=1.483{F=013)
10 -5 ; : 10
) ) Favours self-help wisuppo Favours waitlist
6 Testfar subaroun differences: Mot apnlicable

7 Less severe: Computerised Coping with Depression course with support versus
8 TAU

9 Figure 284: Depression symptomatology endpoint

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sheeber 2012 134 104 M 225 N 38 100.0% -0.84 [1.33,-0.39]
Total (95% CI) 34 35 100.0% -0.84 [-1.33, -0.35] »
Heterogeneity; Mot applicable 5_1 P 55 1 % 1D=
1 O Testfor overall effect 2= 3.34 (P =0.0008) Favours self-help wisuppo Favours TAU
11 Figure 285: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Sheeher 2012 1 35 1] 35 1000%  3.00[013,71.27]
Total (95% CI) 35 35 100.0% 3.00[0.13,71.22] e —
Total events 1 0
o . I | Il |
12 estfor overall effect 2= 0.68 (F = 0.50) Favours self-help wisuppo Favours TAL
13
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1 Less severe: Cognitive bias modification with support versus attention placebo

2

7

Figure 286: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Watking 2009 744 20 1018 611 20 100.0% -0.58 F1.21,0.08]
Total (95% CI) 20 20 100.0% -0.58 [-1.21, 0.05]
Heterogeneity: Mot applicable =-1D I5 b é 1D=
Testfor averall effect Z=1.78 (F = 0.07) Favours self-help wisuppo Favours attention placebo

Figure 287: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
‘Watkins 2009 -G.65 347164946 20 -1.8 4.27293225 20 100.0% -1.22[1.80,-0.54]
Total {95% CI) 20 20 100.0%  -1.22[-1.90,-0.54] <>
Heterogeneity: Not applicable =-1E| 15 é 1E|=
Testfor overall effect 2= 3.52 (P = 0.0004) Favours self-help wisuppo Favours attention placebo

Figure 288: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Watking 2009 12 32 3 23 100.0% 2.88[0.91,49.04] b
Total (95% CI) 32 23 100.0%  2.88[0.91, 9.04] e
Total events 12 3
Heterogeneity: Mot applicable I 1 t |
o _ n.01 0.1 10 100
Testfor overall effect Z=1.81 (F = 0.07) Favours self-help w/suppo Favours attention placebo

8 Less severe: Self-help with support versus self-help

9

10

Figure 289: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
46.1.1 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 727 315 110 804 414 107 49.0% -0.21 [-0.48, 0.06]
Subtotal (95% CI} 110 107 49.0% -0.21 [-0.48, 0.06]

Heterogeneity: Mot applicable
Test for overall effect Z2=1.53 (P=012)

46.1.2 Cognitive bibliotherapy with support versus cognitive bibliotherapy

Fledderus 2012 13.84 755 125 1282 BY9 128 51.0% 014 011, 0.39]
Subtotal (95% CI) 125 125 51.0% 0.14 [-0.11, 0.39]
Heterogeneity: Mot applicable

Testfor overall effect Z2=110 (P =0.27)

Total {95% CI) 235 232 100.0% -0.03 [-0.37, 0.31]
Heterogeneity: Tau?=0.04; Chi®= 352 df=1 (P =0.08);, F=72% l_1 0 % ) % 1D=
Testior overall effect Z= 018 (P = 1.86) Favours self-help wisuppo  Favours self-help

Test for subgroup differences: Chi*= 3.52, df= 1 (P=0.06), F=71.6%
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1 Figure 290: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
46.2.1 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 -4.77 266864198 110 -3.79 24999866665 107 49.2% -0.34 [-0.61,-0.08] | |
Subtotal (95% CI) 110 107  49.2% -0.34 [-0.61, -0.08] +

Heterogeneity: Mot applicahle
Test for overall effect 2= 252 (F=0.01)

46.2.2 Cognitive bibliotherapy with support versus cognitive bibliotherapy

Fledderus 2012 -3.3 AORD326B08 125 -061 483204424 125 5F08% 006 [-0.19, 0.31]
Subtotal (95% CI) 125 125 50.8% 0.06 [-0.19,0.31]
Heterogeneity: Mot applicahle
Test for overall effect Z=049 (F =062
Total (95% CI) 235 232 100.0% -0.14 [-0.54, 0.26]
Heterogeneity: Tau®= 0.07; Chi*= 4.76, df=1 (P = 0.03);, F=79% =-1D 15 ; é 1D=
Test for averall eﬁec.t: Z=0.68 (p:. 0.50 Favours self-help wisuppo Favours self-help
2 Testfor subaroup diferences: Chif= 4.76,df=1 (P=0.03), F=79.0%
3  Figure 291: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% C|
46.3.1 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 30 110 31 107 58.0% 0.94 [0.62,1.44]
Subtotal (95% CI) 110 107 58.0% 0.94 [0.62, 1.44]
Total events an kil
Heterageneity: Mot applicahle
Test for overall effect 2= 028 (P=0.78)
46.3.2 Cognitive bibliotherapy with support versus cognitive bibliotherapy
Fledderus 2012 28 125 22125 420% 1.27[0.77,2.100 —il—
Subtotal (95% CI) 125 125 42.0% 1.27 [0.77, 2.10] -
Total events 28 22
Heterageneity: Mot applicable
Test for overall effect Z=094 (F=034)
Total (95% CI) 235 232 100.0% 1.07 [0.77, 1.48] <9
Total events a8 a3
Heterageneity: Tau®= 0.00; Chi*= 081, df=1 (P=0.37}, F= 0% I t t |
Testf Il effect Z=0.40 (P =069 oo 01 1 10
estinroverall e ec.. =040( e ) Favours self-help wisuppo Favours self-help
4 Testfor subaroup differences: Chif= 081, df=1{P=037). F=0%

5 Figure 292: Depression symptomatology at 3-month follow-up

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
46.4.1 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 708 341 110 T4 398 107 46.5% -0.09 [-0.35,0.18]
Subtotal (95% CI) 110 107  46.5% -0.09 [-0.35, 0.18]

Heterogeneity: Mot applicahle
Test for overall effect: Z= 063 (F=0.53)

46.4.2 Cognitive bibliotherapy with support versus cognitive bibliotherapy

Fledderus 2012 14.04 BB2Z 125 1338 778 129 4535% 0.08 017, 0.33]
Subtotal (95% CI} 125 125 53.5% 0.08 [-0.17, 0.33]
Heterogeneity. Mot applicahle

Test for overall effect: Z= 063 (P=0.53)

Total {95% CI) 235 232 100.0% 0.00 [-0.18, 0.18]
Heterogeneity: Tau® = 0.00; Ghi®= 0.80, df=1 (P = 0.37); F=0% t ; T f |
Testf Il effect: = 0.03 (P = 0.98 -0 - v 5 e
estioroverall e ec.. =0.03 T ) Favours self-help wisuppo Favours self-help
6 Test for subgroup differences: Chi#= 080, df=1 (F=0.37), F=0%

7  Figure 293: Depression symptomatology at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
46.5.1 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 BT 348 110 BB3 412 107 100.0% 0.02 [-0.25, 0.28]
Subtotal (95% CI) 110 107 100.0% 0.02 [-0.25, 0.28]

Heterogeneity: Mot applicable
Test for overall effect: =013 (F = 0.89)

10 -5 0 5 10
) ) Favours self-help wisuppo Favours self-help
8 Test for subgroup differences: Not applicable

84
Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
(Novembe 2021)



1

()]

8

9

10

DRAFT FOR CONSULTATION
Treatment of a new episode of less severe depression

Figure 294: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
46.6.1 Computerised-CBT (CCBT) with support versus CCBT
Cear 2018 217 547 96 2035 6.43 96 100.0% 0.14 015, 0.42]
Subtotal (95% CI) 96 96 100.0% 0.14 [-0.15, 0.42]
Heterogeneity: Mot applicable
Test for overall effect £=0.94 (P = 0.35)
} } } } |
-10 -9 1} ] 10
. . Favours sel-help Favours self-help wisuppo
Test for subgroup differences: Not applicable
Figure 295: Quality of life at 3-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
46.7.1 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 21.94 F.36 96 2085 B.02 96 100.0% 0.18 [F0.11, 0.46]
Subtotal {95% Cl) 96 96 100.0% 0.18 [-0.11, 0.46]
Heterogeneity: Mot applicable
Test for overall effect Z2=1.21 (P=0.23
I 1 1 } |
-10 Bl ] 10
. i Favours sel-help Favours self-help wisuppo
Test far subgroup differences: Not applicable
Figure 296: Quality of life at 12-month follow-up
Experimental Control §td. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
46.8.1 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 1.7 B.29 96 21.74 595 96 100.0% -0.01 [-0.29, 0.28]
Subtotal {95% Cl) 96 96 100.0% -0.01 [-0.29, 0.28]
Heterogeneity: Mot applicable
Test for overall effect: £=0.05 (P = 0.96)
I 1 1 } |
-10 -5 1} 5 10
. . Favours seli-help Favours seli-help wisuppo
Test for subgroup differences: Mot applicable
Figure 297: Functional impairment at endpoint
Experimental Caontrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
46,91 Computerised-CBT (CCBT) with support versus CCBT
Dear 2018 1163 881 96 1217 7.3 96 100.0% -0.10[-0.38,0.19]
Subtotal (95% CI) 96 96 100.0% -0.10 [-0.38, 0.19]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 067 (P = 0.50)
} } } } |
-10 Bil 1} g 10

Favours self-help wisuppo Favours self-help

Testfor subdgroup differences: Not applicable

Figure 298: Functional impairment at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
46.10.1 Computerised-CBT (CCBT) with support versus CCBT
Dear2018 975 B.44 95 11.42 6451 96 100.0% -0.26 [-0.54, 0.03]
Subtotal (95% CI) 96 96 100.0% -0.26 [-0.54, 0.03]
Heterogeneity: Mot applicable
Test for overall effect: £=1.77 (F = 0.08)
I t 1 }
-10 -5 a 5 10

Favours self-help wisuppo Favours self-help

Test for subgroup differences: Mot applicable

85

Depression in adults: supplement to evidence reviews for new episode of depression DRAFT

(Novembe 2021)



1

2

4

5

\l

[(e]

DRAFT FOR CONSULTATION
Treatment of a new episode of less severe depression

Figure 299: Functional impairment at 12-month follow-up

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

46.11.1 Computerised-CBT (CCBT) with support versus CCBT

Dear 2018 9.45 5454 96 10.03 6.86 96 100.0% -0.09 [-0.38, 0.19]

Subtotal (95% CI) 96 100.0% -0.09 [-0.38, 0.19]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.64 (P=052)

10 -5 0 5 10
. . Favours sel-help wisuppo Favours self-help
Test for subgroup differences: Not applicable
3 Less severe: Psychoeducation group versus waitlist
Figure 300: Depression symptomatology endpoint
Experimental Caontrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Schuster 2017 181 5.82 22 235 BhBS 24 100.0% -0.85 [1.45,-0.24]

Total (95% CI) 22 24 100.0% -0.85 [-1.45, -0.24] &

Heterogeneity: Mot applicable =—1D 55 b é 1D=

Testfor overall effect 2= 2.74 (F = 0.008) Favours psychoeducation Favours waitlist
Figure 301: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Schuster 2017 -39 3988884568 22 0 496013105 24 100.0% -0.85 [-1.45,-0.24]

Total (95% Cl) 22 24 100.0% -0.85 [-1.45, -0.24] <

Heterogeneity: Mot applicable 5_1 p 55 p é 1D=

Testfor overall effect 2= 2.74 (P = 0.008) Favours psychoeducation Favours waitlist
Figure 302: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

Schuster 2017 3 23 7 24 100.0% 0.45[0.13,1.52] —

Total {95% CI) 23 24 100.0%  0.45[0.13, 1.52] e

Total events 3 7

Heterogeneity: Mot applicable o 01 0 100

10

Testfor overall effect: Z=1.29 (F=0.20)
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1 Less severe: SSRIs versus placebo

2  Figure 303: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
48.1.1 Fluoxetine
Judd 2004 7 ] 78 a1 ] A 23.0% -0.20[-0.51, 0.11] -
Subtotal {95% CI) 78 79 23.0% -0.20 [-0.51, 0.11] 4

Heterogeneity: Mot applicable
Test for averall effect: Z=1 .24 (P =021}

48.1.2 Sertraline

Lewis 2018 658 &83 262 802 B12 263 TrO0% -018[-0.36,-0.02] N

Subtotal {95% CI) 262 263 TT.0% -0.19 [-0.36, -0.02] [

Heterogeneity: Mot applicable

Testfar averall effect: =214 (P=0.03)

Total (95% CI) 340 342 100.0% 0,19 [-0.34, 0.04] f

Heterogeneity: Tau®= 0.00; Chi®= 0.00, df=1 (P = 0.98); F= 0% 5_1 p ES ? é 1D=

Test for averall effect, 2= 2.47 (P =0.01)

; ) Favours SSRI Favours placebo
3 Test for subaroup differences:; Chi*=0.00, df=1 {P=0.95), F=0%

4  Figure 304: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

48.2.1 Citalopram

Rapapaort 2011 -7.36 387 24 -7.09 374 23 27.4% -0.07 [-0.64, 0.50]

Subtotal (95% CI) 24 23 27.4% -0.07 [-0.64, 0.50]

Heterogeneity: Mat applicable

Testfor overall effect Z=0.24 (P=0.81)

48.2.2 Fluoxetine

Judd 2004 -41 330756708 78 -24 330756708 79 36E% -0.51 [0.83,-0.19] =

Subtotal (95% CI) 78 79 36.6% -0.51 [-0.83, -0.19] +

Heterogeneity: Mot applicable

Testfor averall effect Z= 315 (P =0.002)

48.2.3 Sertraline

Kranzler 2006_Group B -G 54 oo -72 a7 BY  36.0% 0.21[-0.12,0.55] o

Subtotal {95% CI) 70 69 36.0% 0.21[-0.12, 0.55] 4

Heterogeneity: Mat applicable

Testfor averall effect Z=1.26 (P =0.21)

Total (95% CI) 172 171 100.0% -0.13 [-0.62, 0.37] q

Heterogeneity: Tau®= 0.15; Chi*= 9.64, df= 2 (P = 0.008); F= 79% =-1D 15 7 é 1U=

Testfor averall effect Z=0.451 (P = 0.61) Favours SSRI Favours placebo

5 Test for subaroup differences: Chi*= 9.64, df= 2 (P =0.008), P=79.3%
6 Figure 305: Response (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

48.3.1 Sertraline

Kranzler 2006_Group B 2370 42 B9 1000%  0.54[0.37,0.79] !

Subtotal (95% Cl) 70 69 100.0% 0.54 [0.37, 0.79]

Total events 23 42

Heterogeneity: Mot applicahle

Testfor overall effect £=3.14 (F=0.002)
I } } |
0.m 0.1 10 100

. . Favours placebo Favours SSRI
7 Testfor subaroup differences: Mot applicable
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1 Figure 306: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
48.4.1 Citalopram
Rapapaort 2011 ] 27 2 28 47.48% 2.31[0.49,10.87] —
Subtotal (95% CI) 27 25  A7.5% 2.31[0.49, 10.87] ——onii—
Total events g 2

Heterogeneity. Mot applicable
Test for overall effect, £2=1.06 (F = 0.29)

48.4.2 Fluoxetine

Judd 2004 3 a1 4 81 525% 0.75[017, 3.25] ——
Subtotal (95% CI) a1 81 52.5% 0.75[0.17, 3.25] —ea——
Total events 3 1

Heterageneity: Mot applicable
Testfor overall effect Z=038(F=070)

Total (95% CI) 108 106 100.0% 1.28 [0.42, 3.86] -t

Total events a ]

Heterageneity: Tau = 0.04;, ChF=1.08,di=1(P=030),F=T% 'D.D1 Df1 1'D 1IZIIZI'
Testfor overall effect Z=0.44 (P = 0.6A) Favours SSRI Favours placebo

2 Test for subaroup diferences: Chit=1.07, df=1 (P=0300. F=7.0%

3  Figure 307: Discontinuation (any reason including SE)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

48.5.1 Citalopram

Fapaport 2011 q N G 25 2.2% 1.39[0.58, 3.34] T

Subtotal (95% CI) 27 25 8.2% 1.39 [0.58, 3.34] .

Total events q G

Heterageneity: Mot applicable

Testfor overall effect Z= 073 (F = 0.46)

48.5.2 Fluoxetine

Judd 2004 22 el 22 M 249% 1.00[0.60, 1.68] 1

Subtotal (95% CI) a1 81 24.9% 1.00 [0.60, 1.66]

Total events 22 22

Heterageneity: Mot applicable

Test far overall effect: Z=0.00 {F = 1.00)

48.5.3 Sertraline

Lewis 2019 Ad 326 B 329 BE9% 0.93[0.721.33] t

Subtotal (95% CI) 326 329 66.9% 0.98 [0.72,1.33]

Total events Ad [313]

Heterageneity: Mot applicable

Testfar overall effect: Z= 014 {F = 0.89)

Total (95% CI) 434 435 100.0% 1.01 [0.79, 1.30] L 2

Total ewents 45 94

Tostor overal etk 2= 040 G =08D oot 0 o 0

- : - Favours SSRI Favours placebo
4 Testfor subaroup difierences: Chi®= 085, df=2(P=0.76), F=0%
5  Figure 308: Global functioning endpoint
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

48.6.1 Fluoxetine

Judd 2004 74T a8 78 738 79 100.0% 0.21 F010, 0.483]

Subtotal {95% Cl) 78 79 100.0% 0.21 [-0.10, 0.53]

Heterogeneity: Mot applicahle

Testfor overall effect Z=1.32 (P=019)

10 -5 0 5 10
) ) Favours placebo Favours SSRI

6 Testfor subgroup differences: Mot applicable
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1 Figure 309: Global functioning change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
48.7.1 Citalopram
Rapaport 2011 1047 7.2 24 106 724 23 100.0% -0.02 [-0.59, 0.44]
Subtotal {95% CI) 24 23 100.0% -0.02 [-0.59, 0.55]

Heterogeneity: Mot applicable
Testfor overall effect 7= 0.06 (P =0.84)
10 5 0 5 10
Favours placebo Favours S3RI

2 Test for subaroup differences: Mot applicable

3  Figure 310: Quality of life physical health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
48.8.1 Sertraline
Lewis 2019 51.92 853 263 525 999 264 100.0% -0.06 [-0.23, 0.11]
Subtotal (95% CI) 263 264 100.0% 0.06 [-0.23, 0.11]

Heterogeneity: Mot applicable
Testfor overall effect Z=072 (P=047)

10 5 0 5 10
Favours placebo  Favours S3RI

4 Testfor subgroup differences: Mot applicable

5  Figure 311: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
48.9.1 Sertraline
Lewis 2019 427 1291 263 3971 11.87 264 100.0% 0.24 [0.07, 0.41]
Subtotal (95% CI) 263 264 100.0% 0.24 [0.07, 0.41]

Heterogeneity; Mot applicable
Test for overall effect; 2= 2.75 (P = 0.00&)
} } 1 t |
-10 -5 0 5 10
Favours placebo Favours S3SRI

6 Test for subaroup differences: Mot apnlicable

7 Less severe: TCAs versus placebo

8 Figure 312: Depression symptomatology endpoint

Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
49.1.1 Imipramine
MeGrath 1996 94 77 a7 124 97 28 100.0% -0.34 [0.86,0.19]
Subtotal (95% CI) 27 20 100.0% -0.34 [0.86, 0.19]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.25(F = 0.21)

1
10 5 0 5 10
Favours TCA Favours placebo

9 Testfor subaroup differences: Mot applicable

10  Figure 313: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
49.2 1 Lofepramine
Tan 1994 -85 BE 23 -83 6 23 100.0% -0.03 [F0.60, 0.55]
Subtotal (95% Cl) 23 23 100.0% -0.03 [-0.60, 0.55]

Heterogeneity: Mot applicahle
Testfor overall effect Z=009 (P=0593)

10 5 0 ] 10
Favours TCA Favours placebo

11 Testfor subgroup differences: Mot applicable
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1 Figure 314: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
49.3.1 Imipramine
tcGrath 1996 10 36 g 33 100.0% 1.158[0.51, 2.59]
Subtotal (95% CI) 36 33 100.0%  1.15[0.51, 2.55]
Total events 10 a

Heterogeneity: Mot applicahle
Test for overall effect Z=033(F=0.74)

0.01 0.1 1 10 100
. . Favours placebo Favours TCA
2 Test for subgroup differences: Mot applicable
3  Figure 315: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
49.4.1 Amitriptyline L
Hallyman 1988 a3 qn 39 88 55.8% 1.33[0.59,1.78]
Subtotal (95% CI) a0 88 55.8% 1.33 [0.99, 1.78] >
Total events a3 34
Heterageneity: Mot applicable
Test for overall effect: Z=1.91 (F = 0.06)
49.4.2 Imipramine
McGrath 1996 13 36 ] 33 255% 1.32 [0.65, 2.68] —Te
Quitkin 1980 17 ar 5 34 1BT% 312[1.29, 7.55] —
Subtotal (95% CI) 73 67 44.2% 1.95 [0.84, 4.55] e
Total events a0 14
Heterageneity: Tau®=0.21; Chi*= 226 df=1 (P =013); F= 96%
Testfar overall effect Z=195{F=012)
Total (95% CI) 163 155 100.0% 1.56 [1.00, 2.42] = 4
Total events a3 a3
o
- ) o Favours placebo Favours TCA
4 Test for subaroup differences: ChiF=071, df=1 (P=040, F=0%
5 Figure 316: Discontinuation due to SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
49.5.1 Amitriptyline
Hallyman 1988 18 a0 il 88 338%  3619[2.21,591.39] - &—+
Subtotal (95% CI) a0 88 33.8% 36.19[2.21,591.39] E—
Total events 18 a
Heterageneity: Mot applicable
Testfar overall effect: Z= 252 (F=0.01)
49.5.2 Imipramine
McGrath 1996 g 36 il 33 337%  1T.46[1.06, 288.68] = +
Quitkin 1980 ] a7 2 34 325% 0181001, 3.71] # =
Subtotal (95% CI) 73 67 66.2% 1.85[0.02, 170.50] e —
Total events q 2
Heterageneity: Tau®= 8.46; Chi*= 4. 85 df=1 {F=0.03); F=79%
Testfar overall effect Z=027 (F=0.79)
Total (95% CI) 163 155 100.0% 5.00 [0.21, 123.89] ——e e ——
Total events 27 2
Heterageneity, Tau®= 982, Chi*=7.45, df=2 (F=002), F=73% o 0 0 100

Testfor overall effect Z=1.00(F = 0.32)

A ) Favours TCA Favours placebo
6 Testfor subaroup difierences: Chi®=1.20, df=1{P=027,F=16.8%
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Figure 317: Discontinuation (any reason including SE)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
49.6.1 Amitriptyline
Hallyman 1988 28 a0 24 88 44.2% 1.14[0.72,1.81]
Subtotal (95% CI) a0 88 44.2% 1.14 [0.72, 1.81]
Total events 28 24
Heterogeneity. Mot applicable
Testfor overall effect. Z= 056 (F=0.47)
49.6.2 Imipramine
McGrath 1996 g 36 4 33 17.0% 2.06[0.70, 6.07] B
Quitkin 1980 3 ar ] 34 136% 0.34[0.10,1.149] e —
Subtotal (95% CI) 73 67  30.6% 0.87 [0.15, 5.01] —eoni——
Total events 12 12

Heterogeneity, Tau®=1.25;, Chi*= 4,55 df=1 (P =003}, F=78%
Testfor overall effect, Z=016 (F=0.87)

49.6.3 Lofepramine

Tan 1954 ] 32 ] 5% 1.08[0.48, 2 48]
Subtotal (95% CI) 32 M 251% 1.09 [0.48, 2.46]
Total events q a

Heterageneity: Mot applicable

Testfor overall effect Z=0.21 (F=0.84)

Total (95% CI) 195 186 100.0% 1.06 [0.63, 1.77]

Total events 45 44

>

Heterageneity: Tau®=0.10; Chi*= 4 69, df=3 (P = 0.20); F= 36%
Testfar overall effect Z=022 {(F=0483)
Test for subaroup diferences: Chi®=0.08, df=2 (P =096, F=0%

0.m

0.1 10
Favours TCA Favours placebo

100

4 Less severe: Supervised high intensity exercise individual versus no treatment

5

10

Figure 318: Depression symptomatology endpoint

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sims 2006 18.27 754 11 15827 B.53 15 100.0% 0.42 [-0.37,1.20]
Total (95% CI) 1 15 100.0% 0.42 [-0.37,1.20]
Heterageneity: Mat applicable 5_1 0 55 b é 1D=
Testior overall effect Z=1.04 (F=0.30) Favours exercise Favours no treatment
Figure 319: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sims 2006 -1.44 504257871 11 -1.34 451712298 15 100.0% -0.02 [-0.80, 0.76]
Total (95% Cl) 1 15 100.0% -0.02 [-0.80, 0.76]
e 2 s SR S S SR
estfor overall effect 2= 0.05 (P = 0.95) Favours exercise Favours no treatment
Figure 320: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Sims 2006 3 17 2 20 100.0% 1.76[0.33, 9.36]
Total (95% CI) 17 20 100.0% 1.76 [0.33, 9.36] e ——
Total events 3 2
Heterogeneity: Mot applicable o1 0 T 100

Testfor overall effect 2= 0.67 (P =0.50)
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1 Figure 321: Depression symptomatology at 6-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Sims 2006 1528 449 14 1444 7.24 18 100.0% 0.10 [-0.60, 0.80]
Total (95% CI) 14 18 100.0% 0.10 [-0.60, 0.80]
Heterageneity: Mot applicable 5_1 P % i % 1D=
2 Testfor overall effect Z=0.27 (P = 0.79) Favours exercise Favours no treatment
3  Figure 322: Quality of life at 6-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sims 2006 9.87 422 14 911 3.66 18 100.0% 0.11 [-0.58, 0.81]
Total (95% CI) 14 18 100.0% 0.11 [-0.58, 0.81]
Heterogeneity: Mat applicable 5_1 0 55 b é 1D=
4 Testior averall effect: 2= 0.32 (F =0.75) Favours no treatment  Favours exercise

5 Less severe: Exercise individual versus waitlist

6  Figure 323: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
51.1.1 Supervised low intensity exercise individual
Bernard 2014 T4 07T f1 10482 078 G0 20.4% -386[-4.14,-2.89] -
Meheil 1991 1141 3 10 147 37 10 181% -1.02 [-1.97,-0.08] —
Subtotal {95% CI) 7 70 39.5% -2.32 [4.81,017] ot
Heterogeneity; Tau®= 3.07; Chi*= 20018, df= 1 (P < 0.00001); F= 95%
Testfor overall effect: Z=1.83 (P =0.07)
51.1.2 Supervised high intensity exercise individual
Legrand 2014 12.8 438 18 1967 817 12 19.6% 1.08[-1.87,-0.23] -
Subtotal {95% CI) 15 12 19.6% -1.05 [-1.87, 0.23] <&
Heterogeneity: Mot applicable
Testfor overall effect Z= 252 (P=0.01)
51.1.3 Supervised high/low intensity exercise individual
Dioyne 1987 .02 7.06 29 1825 B3 11 19.9% 147 [-1.92,-0.43] -
Subtotal {95% CI) 29 11 19.9% 147 [1.92, 0.43] . 3
Heterogeneity: Mot applicable
Test for overall effect: Z=3.08 (P = 0.002)
51.1.4 Unsupervised low intensity exercise individual
Mystrom 2017 6.94 36T 121 Q.26 EA45 53 M1% -0.49[-0.82,-017] -
Subtotal {95% CI) 121 53 M.A% -0.49 [-0.82, 0.17] +
Heterogeneity: Mot applicable
Test for overall effect: Z=2.95 (P =0.003)
Total (95% CI) 236 146 100.0% 147 [-2.72, 0.21] S
Heterogeneity: Tau®=1.92; Chi*= 82.25, df=4 (P = 0.00001); F= 95% 5_1 0 % D é 0
Testfor overall effect 2= 2.29 (P =0.02) Favours exercise Favours waitlist
7 Testfor subgroun differences: Chif= 542, df=3{(P=0.14), F= 44 6%
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1 Figure 324: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
51.2.1 Supervised low intensity exercise individual
Bernard 2014 -4 57 BE57REA0Y  B1  -0.8 708381253 B0 252%  -0.48[0.84-011] -
hcMeil 1991 -85 2.188703N 10  -0.5 247588368 10 14.2% -2.06 [-3.19,-0.93] -
Subtotal (95% CI) 7 70 39.4% -1.18 [-2.72, 0.37] e
Heterogeneity: Tau®=1.07; Chi*=6.86, df= 1 {F = 0.009), F=35%
Test for overall effect Z=1.49 (P=014)
51.2.2 Supervised high intensity exercise individual
Legrand 2014 -8.87 6.66 15 0.42 373 12 174% -1.62 [2.51,-0.73] —
Subtotal {95% CI) 15 12 174% -1.62[-2.51, -0.73] L 2
Heterogeneity: Mot applicable
Test for overall effect £=3.56 (F=0.0004)
51.2.3 Supervised highl/low intensity exercise individual
Doyne 1987 -12.37 5.3 29 -0.81 418573769 11 177% -2.25[-312,-1.38] —
Subtotal {95% CI) 29 1 17.7% -2.25[-3.12, 1.38] <
Heterogeneity: Mot applicable
Test for overall effect Z=5.09 (P = 0.00001;
51.2.4 Unsupervised low intensity exercise individual
Mystrom 2017 -5.849 328 121 -275 427316042 83 255% -0.87 [1.21,-0.83] -
Subtotal (95% CI) 121 53 25.5%  -0.87 [-1.21,-0.53] ¢
Heterageneity: Mot applicable
Test for overall effect 2= 5.08 (P = 0.00001)
Total (95% CI) 236 146 100.0%  -1.31[-1.92,-0.71] L 2
Heterogeneity: Tau?= 0.35; Chi= 21.16, df= 4 (P= 0.0003); F=81% i * 5 > T
Test for overall effact £=4.23 {F = 0.00013 Favours exercise Favours waitlist
2 Test for subaroun differences: Chi®= 9.84. df=3 (P=0.02. F=649.59%
3  Figure 325: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
51.3.1 Supervised low intensity exercise individual
Bernard 2014 a A1 ] B0 25 6% 1.487 [0.55, 4.54] — T
mcHeil 1991 a 10 a 10 Mot estimable
Subtotal (95% CI) 71 70 25.6% 1.57 [0.55, 4.54] -*'-
Total events a ]
Heterageneity: Mot applicable
Testfar overall effect: Z= 084 {(F =040}
51.3.2 Supervised high intensity exercise individual
Legrand 2014 7 22 10 22 369% 0.70[0.33, 1.50] ——
Subtotal (95% CI) 22 22 36.9% 0.70 [0.33, 1.50] -‘-
Total events 7 10
Heterageneity: Mot applicable
Test far overall effect: Z=0.92 {F = 0.36)
51.3.3 Unsupervised low intensity exercise individual
Mystram 2017 33 135 ¥ 85 374% 1.92 [0.50, 4.08] T
Subtotal (95% CI) 135 55  37.4% 1.92 [0.90, 4.08] ""
Total ewents 33 ¥
Heterageneity: Mot applicable
Testfar overall effect: Z=1.70 (F = 0.09)
Total (95% CI) 228 147 100.0% 1.26 [0.64, 2.46] -‘-—
Total events 45 22
Heterogeneity Tau®= 017, Chi*=3.79, df=2(F=015), F= 47% 'D.D1 D!'I 1IE| 1E|E|'

Testfor overall effect Z=0.67 (F=0.50)
Testfor subaroup difierences: Chi*= 3,64, df=2(P=016), F=451%

Favours exercise Favours waitlist
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1 Less severe: Supervised low intensity exercise individual versus attention

2 placebo
3  Figure 326: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MeMeil 1991 111 3 1m 118 4 10 100.0% -0.19 [1.07, 0.69]
Total (95% CI) 10 10 100.0% -0.19 [-1.07, 0.69]
e a2 v S L R T
4 estfor overall effect Z=0.42 (P =0.67) Favours exercise Favours attention placebo
5 Figure 327: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mereil 1991 -5.5 215870331 10 -42 271293199 10 100.0% -0.51 [-1.40,0.38]
Total {95% CI) 10 10 100.0% -0.51 [-1.40, 0.39]
;'Et?;ogenenﬁzl Nfort atpgn—cjbﬁ =027 10 5 L 5 10
6 estfor overall effect 2= 1.11 (P = 0.27) Favours exercise Favours attention placebo
7  Figure 328: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
hfcheil 1591 0 10 0 10 Mot estimahle
Total (95% CI) 10 10 Not estimable
Total events 0 0
_I;!eh:;ugenem;:l Nfurt at;laﬁjllctablel. ol 'D.D1 0!1 1'D 1DD'
8 estior overall efect Mot applicable Favours exercise Favours attention placebo
9 Less severe: Supervised low intensity exercise group versus waitlist
10  Figure 329: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CIl
Lopez-Rodriguez 2017 1238 8.4 42 17.6 9.84 53 100.0% -0.56 [0.97,-0.19]
Total (95% CI) 42 53 100.0% -0.56 [-0.97, -0.15] [
Heterogeneity: ot appllcable T + o 3 o
11 Testfor overall effect Z= 2.66 (F = 0.008) Favours exercise Favours waitlist
12  Figure 330: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CI
Lopez-Rodriguez 2017 -11.79 8.48281203 42 -2.21 T.06178448 53 100.0% -1.231.67,-0.79]
Total {95% Cl) 42 53 100.0% -1.23[1.67, -0.79] *
Heterogeneity: Mot applicable 5_1 p 55 p é 105
13 Testfor overall effect: Z= 5.45 (P = 0.00001; Favours exercise group Favours waitlist
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1 Figure 331: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lopez-Rodriguez 2017 18 &0 8 1 100.0% 2.29[1.08, 4.86)
Total (95% CI) B0 61 100.0%  2.29[1.08, 4.86] B
Total events 18 8
2 estfor averall effect 2= 215 (F = 0.03) Favours exercise Fawvours waitlist
3  Figure 332: Sleeping difficulties endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Lopez-Rodriguez 2017 a62 272 42 5849 32 53 100.0% -0.09[-0.49 0.32]
Total (95% CI) 42 53 100.0% -0.09 [-0.49, 0.32]
Heterogeneity: Mot applicable 5_1 P 55 ] % 1D=
4 Testfor overall effect: 2= 0.43 (P = 0.67) Favours exercise Favours waitlist
5 Less severe: Supervised high intensity exercise group versus TAU
6 Figure 333: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Brenes 2007 78 43 14 1089 58 12 100.0% -0.60 [-1.39, 0.20]
Total (95% CI) 14 12 100.0% -0.60 [-1.39, 0.20]
Heterogeneity: Mot applicable 5_1 D 55 1 % 1D=
7 Testforoverall effect Z=148(F=0.14) Favours exercise Favours TAU
8 Figure 334: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Brenes 2007 -49 BB 14 14 53 12 100.0% -1.03 [-1.85,-0.20]
Total (95% CI) 14 12 100.0% -1.03 [-1.85, -0.20] <
Heterogeneity: Mot applicable =_1 D =5 1 % 1D=
9 Testfor overall effect 2= 243 (F = 0.02) Favours exercise Favours TAU
10  Figure 335: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Brenes 2007 0 14 ] 12 Mot estimable
Total (95% CI) 14 12 Not estimable
Total events a a
HeterugenemﬁNutappllcable. 'D.D1 D!1 1-0 1DD'
Test for overall effect: Mot applicakle Favours exercise Favaours TAL
11 '
12  Figure 336: Quality of life physical health component endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Brenes 2007 389 228 14 443 176 12 100.0% -0.25 [1.03, 0.52]
Total {95% CI) 14 12 100.0% -0.25 [-1.03, 0.52]
Heterogeneity: Mot applicable =—1D 55 1 % 0
1 3 Testfor overall effect Z= 064 (P=052 Favaurs TAU Favours exercise
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Treatment of a new episode of less severe depression

Figure 337: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Brenes 2007 33 13a 14 507 24 12 100.0% -0.86 [-1.78,-0.14]
Total (95% Cl) 14 12 100.0% -0.96 [1.78, -0.14] <&
Heterogeneity: Mot applicable 5_1 0 55 D :=5 1D=
Testforoverall effect Z=228 (P=0.02% Favours TAU Favours exercise
Figure 338: Quality of life physical health component change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Brenes 2007 -11.9 261 14 -85 102 12 100.0% -0.16 [-0.93, 0.61]
Total (95% CI) 14 12 100.0% -0.16 [-0.93, 0.61]
Heterageneity: Mot applicable 5_1 2 55 1 % 1D=
Testfor overall effect 2= 0.41 (P =0.68) Favours TALU Favours exercise
Figure 339: Quality of life mental health component change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Brenes 2007 -22.8 16 14 -51 174 12 100.0% -1.03 [-1.86,-0.20]
Total (95% CI) 14 12 100.0%  -1.03 [-1.86, -0.20] L
Heterogeneity: Mot applicable 0 E b : 0

Testfor overall effect: 2= 2.43 (P =0.01)

Favours TAU Favours exercise

7 Less severe: Supervised high intensity exercise group versus attention placebo

8

10

11

12

13

Figure 340: Depression symptomatology endpoint

Experimental

Control

S$td. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
Singh 188721 937h 53 536 17 849 503 15 100.0% -0.67 [-1.38,0.04]
Total (95% CI) 17 15 100.0% -0.67 [-1.39, 0.04] L
g ey w3 u L
estfor overall effect Z=1.84 (F = 0.07) Favours exercise group Favours attention placebo
Figure 341: Depression symptomatology change score
Experimental Control S$td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Singh 199721 997h -7 3.55883408 17 -2.5 332846061 14 100.0% -1.27 [2.04,-0.50]
Total (95% CI) 17 15 100.0% -1.27 [-2.04, -0.50] -
Heterageneity: Mot applicable 1_10 =5 é 1D=
Testfor overall effect Z=3.23 (F = 0.001) Favours exercise group Favours attention placebo
Figure 342: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Singh 1997219970 10 17 4 15 100.0% 221 [0.87, 5.58] 7
Total (95% CI) 17 15 100.0%  2.21 [0.87, 5.58] eii—
Total ewents 10 4
Heterogeneity: Mot applicable o1 o1 10 100

Test for overall effect: Z=1.67 (P =0.09)

Favours attention placebo Favours exercise group
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1 Figure 343: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 85% Cl M-H, Fixed, 95% CI|
Singh 19972/ 397h o 17 i] 15 Mot estimahle
Total (95% CI) 17 15 Not estimable
Total events 1} 1]
?etﬂogenelt\;:l Nfoft atprrijllctablel_ o o 01 18 100
2 estior overall effect. Mol applicable Favours exercise group Favours attention placebo
3  Figure 344: Quality of life endpoint
Experimental Control $td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Singh 199721 987h 949 454 17 8.3 387 15 100.0% 0.37 [-0.33,1.07]
Total (95% CI) 17 15 100.0% 0.37 [-0.33,1.07]
Heterogeneity: Mot applicable =—1D 15 7 % 1D=
4 Testfor overall effect: Z=1.03 (F=0.30) Favours attention placebo Favours exercise group
5 Figure 345: Global functioning endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
Sinoh 1997aM1997h 234 165 17 239 037 14 100.0% -0.39 F1.10,0.33]
Total (95% CI) 17 14 100.0% -0.39 [1.10,0.33]
Heterogeneity: Not applicable =—1D + T % 1D=
6 Testfor overall effect Z=1.07 (F=0.289) Favours attention placebo Favours exercise group
7  Figure 346: Sleeping difficulties endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Singh 1997aM 9497h G4 542 15 T.A 433 13 100.0% -0.22 [0.96, 0.53]
Total (95% CI) 15 13 100.0% -0.22 [-0.96, 0.53]
Heterogeneity: Not applicable =—1D 55 3 % 1D=
8 Testfor overall effect Z=0.57 (F=0.57) Favours exercise group Favours attention placebo
9 Less severe: Supervised high intensity exercise group versus sertraline
10  Figure 347: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Brenes 2007 78 43 14 74 47 11 100.0% 0.09 [-0.70, 0.88]
Total (95% CI) 14 11 100.0% 0.09 [-0.70, 0.88]
Heterogeneity; Mot applicable =-1D % 1 :53 1D=
11 Testfor overall effect Z=0.21 (P = 0.63) Favours exercise Favours sertraline
12  Figure 348: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Brenes 2007 -449 BB 14  -63 38 11 100.0% 0.24 [-0.55,1.04]
Total (95% Cl) 14 11 100.0% 0.24 [-0.55, 1.04]
Heterageneity; Mot applicable =-1D 55 3 :55 1E|=
Testfor overall effect: 2= 0.60 (P = 0.55) Favours exercise Favours sertraline
13
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1 Figure 349: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Brenes 2007 a 14 a 11 Mot estimable
Total (95% CI) 14 1 Not estimable
Total events a a
Heterngenemr:Notappllcable_ oo o e 100
9 Testfor overall effect. Mot applicable Favours exercise Favours sertraline
3  Figure 350: Quality of life physical health component endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Brenes 2007 3849 228 14 438 2332 11 100.0% -0.21 [-1.00, 0.59]
Total (95% CI) 14 11 100.0% -0.21 [-1.00, 0.59]
e . SO S
4 Bstfor overall effect: 2= 0.51 (P = 0.61) Favours sertraline Favours exercise
5  Figure 351: Quality of life mental health component endpoint
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Brenes 2007 M3 134 14 432 167 11 100.0% -0.77 [-1.589, 0.04]
Total {95% CI) 14 11 100.0% 0.77 [-1.59, 0.05] <&
Heterageneity: Mot applicable 5_1 p % 1 % 1D=
6 Testfor averall effect Z2=1.83 (P = 0.07) Favours sertraline Favours exercise
7  Figure 352: Quality of life physical health component change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Brenes 2007 -11.9 261 14 -53 & 11 100.0% -0031 F1.11, 0.48]
Total (95% CI) 14 11 100.0% -0.31 [-1.11, 0.48]
e et S S I
8 Bstforoverall efiect: Z=0.77 (P = 0.44) Fawvours seriraline Favours exercise
9  Figure 353: Quality of life mental health component change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Brenes 2007 -228 16 14 -16.3 224 11 100.0% -0.33[1.13,0.47]
Total (95% CI) 14 11 100.0% 0.33[-1.13, 0.47]
Heterogeneity: Mot applicable 5_1 2 55 ? % 1D=
10 Testfor overall effiect Z= 0.81 (P =0.42) Favours serfraline Favours exercise
11 Less severe: Supervised low intensity exercise group + CBT group (under 15
12  sessions) versus CBT group (under 15 sessions)
13  Figure 354: Depression symptomatology at endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Abdallahi 2017 963 291 25 2051 434 29 100.0% -2821[-3.48 -2.058]
Total (95% Cl) 25 29 100.0% -2.82 [-3.59, -2.05] <
Heterngeneity: Mot applicahble 5_1 0 55 p ! P
14 Testfar averall effect Z= 719 (P = 0.00001) Favours exercice + CBT Favours CET
98

DRAFT FOR CONSULTATI

ON

Treatment of a new episode of less severe depression

Depression in adults: supplement to evidence reviews for new episode of depression DRAFT

(Novembe 2021)



DRAFT FOR CONSULTATION
Treatment of a new episode of less severe depression

1 Figure 355: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Abdollahi 2017 -11.21 261320684 25 -6.03 31167451 29 100.0% -1 76 [F2.40,-1.13]
Total (95% CI) 25 29 100.0% -1.76 [-2.40, -1.13] L 3
Heterogeneity: Mot applicable I—1D 55 D é 1D=
2 Testfor averall effect: Z=543 (P = 0.00001) Favours exercise + CBT Favours CBT
3  Figure 356: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Abdollahi 2017 10 a5 ] 35 100.0% 1.67 [0.68, 4.049] ]
Total (95% CI) 35 35 100.0% 1.67 [0.68, 4.09] -~
Total events 10 G
Heterogeneity: Mot appllcable 'D.D1 Elf1 1-0 1DE|'
4 Testfor overall effect 2= 112 (P = 0.26) Favours exercise + CBT Favours CBT
5 Figure 357: Global functioning at endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Abdollahi 2017 1712 0497 25 1521 1.47 28 100.0% 1.49[0.88 210
Total {95% CI) 25 29 100.0% 1.49 [0.88, 2.10] &
Heterngeneity; Mot applicahle 5_1 P 55 1 :55 1D=
Testfar averall effect: Z=4.79 (P = 0.00001) Favours CBT Favours exercise + CET
6
7 Less severe: Yoga group versus no treatment
8 Figure 358: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Woolery 2004 349 4E6 10 11 432 13 100.0% -1.83 [2.49,-0.57]
Total (95% CI) 10 13 100.0% -1.53 [-2.49, -0.57] £ J
Heterogeneity. Naot applicable 5_1 0 % B % 1D=
9 Testfor overall effect: 2= 314 (P =0.002) Favours yoga group  Favours no treatment
10  Figure 359: Depression symptomatology change score
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Woalery 2004 S8BT 235143045 10 -1.07 2087EES0Z 13 100.0% -2.38[-2.50,-1.26]
Total (95% CI) 10 13 100.0% -2.38 [-3.50, -1.26] -
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
1 1 Testfor overall effect Z=4.17 (P = 0.0001) Favours yoga group  Favours no treatment
12  Figure 360: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Woolery 2004 3 13 2 15 100.0% 1.73[0.34, 8.81]
Total (95% Cl) 13 15 100.0%  1.73 [0.34, 8.81] ——enii———
Total events 3 2
Heterageneity: Mot applicable I t f |
. _ 0.01 01 10 100
13 Test for averall effect 2= 0.66 (F = 0.51) Fawours yoga group  Favours no treatment
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1 Less severe: Yoga group versus waitlist

2  Figure 361: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Chu 2017 16.85 951 13 2115 11.28 13 100.0% -0.40[-1.18,0.38]
Total {95% CI) 13 13 100.0% -0.40 [1.18, 0.38]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.01 (P =031}

4  Figure 362: Depression symptomatology change score

10 -5 D 5 10
Favours yoga group Favours waitlist

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Chu 2017 -12.892 10.0573754 13 -247 T4T717334 13 100.0% -1.14 [-1.88,-0.30]
Total (95% CI) 13 13 100.0% -1.14 [-1.98, -0.30] <P
| , )

Heterageneity: Mot applicahle
Testfor overall effect 2= 2.67 (P =0.008)

6 Figure 363: Discontinuation (any reason)

,
-10 -5 a 5 10
Favours yoga group Favours waitlist

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI N-H, Fixed, 95% CI
Chu 2017 3 13 3 13 100.0% 1.00[0.25, 4.07]
Total (95% CI) 13 13 100.0%  1.00 [0.25, 4.07]
Total events 3 3
Heterogeneity: Mot applicahle 'IZI.D1 IZI:1 1| 1'IZI 1UIZI'

Testfor overall effect: Z=0.00 (P =1.00)
7

8 Less severe: Yoga group versus attention placebo

9 Figure 364: Depression symptomatology endpoint

Favours yoga group Favours waitlist

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CIl
Prathikanti 2017 1151 B.03 20 1693 B.78 18 100.0% -0.83[-1.50,-0.18]
Total (95% CI) 20 18 100.0% -0.83 [-1.50, -0.16] <&
Heterogeneity: Mot applicable |_1 0 _|5 b é 1D'

Testfor overall effect Z= 244 (F=0.01)

10

11 Figure 365: Depression symptomatology change score

Favours yoga group Favours attention placebo

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Prathikanti 2017 -8.47 B2 20 -289 501 18 100.0% -1.04 [-1.72,-0.36]
Total (35% CI) 20 18 100.0% -1.04 [-1.72, -0.36] <&
itw: i } } } |
Heterogeneity: Mot applicable T = b £ 10

Testfor overall effect: Z= 2,98 (P = 0.003)

12

13  Figure 366: Remission (ITT)

Favours yoga group Favours attention placebo

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Prathikanti 2017 9 el 1 18 100.0% 810[1.13, 8782
Total (95% Cl) 20 18 100.0% B8.10[1.13, 57.82] e
Total events 9 1
14 est for overall efiect 2= 2.08 (P =0.04) Favours attention placebo Favours yoga group
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Figure 367: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Prathikanti 2017 g 20 a 18 100.0% 0.56[0.22,1.41] —
Total (95% CI) 20 18 100.0%  0.56 [0.22, 1.41] el
Total events a g
Heterogeneity: Mot applicable 'D.D1 DH 1'D 1DD'

Testfor overall effect Z=1.23 (P = 0.23)

Favours yoga group  Favours attention placebo

4 Less severe: Mindfulness-based stress reduction (MBSR) individual versus

5

6

10

11

12

13

waitlist

Figure 368: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Melndoo 2016 .44 524 20 13.08 485 14 100.0% -1.08 [-1.82,-0.39]
Total (95% CI) 20 14 100.0% -1.08 [-1.82, -0.35] <&
Heterageneity: Mot applicable 5_1 2 55 1 % 1D=
Testfor overall effect £= 2.88 (P =0.004) Favours MBSR  Favours waitlist
Figure 369: Depression symptomatology change score
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mclndoo 2018 -7 349010028 20 -1.58 231298204 14 100.0% -1.54 [-2.33,-0.76]
Total (95% CI) 20 14 100.0% -1.54 [-2.33, -0.76] <5
Heterageneity: Mat applicable =—1D § p ! 1D=
Test for overall effect. 2= 3.85 (F = 0.0001) Favours MBSR Favours waitlist
Figure 370: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI|
Melndoo 2016 11 20 4 14 100.0% 1.93[0.77, 4.82] T
Total (95% CI) 20 14 100.0%  1.92 [0.77,4.82] Sl
Total events 11 4
Heterageneaity: Mot appllcahle T 0 e o0
Testfor averall effect Z=1.40(F = 0.18) Favours waitlist Favours MBSR
Figure 371: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Melndoo 2016 14 20 4 14 100.0% 2.451[1.02, 5.89]
Total (95% CI) 20 14 100.0%  2.45[1.02, 5.89] -
Total events 14 4
Heterageneaity: Mot appllcahle T 0 e o0
Test for overall effect: £= 2.00 (P = 0.058) Favours waitlist Favours MBSR
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1 Figure 372: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Melndoo 2016 2 20 1 14 100.0% 1.40[0.14,13.98]
Total {95% Cl) 20 14 100.0% 1.40[0.14, 13.98]
Total events 2 1
Heterogeneity: Mot appllcable 'IZI.IZI1 Df1 1| 1'D 1IZID'
2 Testfor averall effect 2= 0.29 (F = 0.77) Favours MBSR Favours waitlist
3  Figure 373: Depression symptomatology at 1-month follow-up
Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Melndao 2016 706 593 20 11.83 581 14 100.0% -0.79[-1.40,-0.08]
Total (95% CI) 20 14 100.0% -0.79 [1.50, -0.08] &
Heterogeneity: Mot applicable 5_1 2 % 1 % 1D=
4 Testfor averall effect Z=2.17 (P =0.03) Favours MBSR Favours waitlist
5 Less severe: Mindfulness-based cognitive therapy (MBCT) group versus no
6 treatment
7  Figure 374: Depression symptomatology endpoint
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kitsumhban 2009 107 5.26 27 1814 6.09 27 100.0% -1.29F1.88,-0.70]
Total (95% CI) 27 27 100.0%  -1.29[-1.88,-0.70] <
Heterogeneity: Mot applicable i_1 0 15 3 é 1D=
8 Testfor overall effect 2= 4.28 (F < 0.0001) Favours MBCT group Favours no treatment
9  Figure 375: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kitsumban 2009 -978 417897117 27 3 412369373 27 100.0% -3.03 [F3.83,-224]
Total (95% CI) 27 27 100.0%  -3.03[-3.83,-2.24] <
Heterogeneity: Mot applicable =-1D 4 é 1D=
10 Testfor overall effect Z=7.43 (P ~ 0.00001; Favours MBCT group Favours no treatment
11 Figure 376: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
kitsumban 2009 3 30 3 30 100.0% 1.00[0.22, 456
Total (95% CI) 30 30 100.0%  1.00 [0.22, 4.56]
Total events 3 3
Heterogeneity: Mot applicable f f T f |
o _ 0.01 01 1 10 100
12 Testfor overall effect Z=0.00 (P ="1.00) Favours MBCT group Fawours no treatment
13  Figure 377: Depression symptomatology at 3-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kitsurnban 2009 926 5.09 27 1537 564 27 100.0% 112 [-1.70,-0.54]
Total (95% CI) 27 27 100.0%  -1.12[-1.70,-0.54] L 2
Heterogeneity: Mot applicable 5_1 p 55 ] 1D=
14 Testfor overall effect Z=3.81 (F=0.0001) Favours MBCT group Favours no treatment
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1 Less severe: Mindfulness-based cognitive therapy (MBCT) group versus waitlist

2  Figure 378: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asl 2014 16.94 764 16 2365 8.048 17 359% -0.83 [1.55,-012] —
Lee 2010 859 696 300 132 814 30 B41% -0.95 [-1.49,-0.42] i 3
Total (95% CI) 46 47 100.0% -0.91 [-1.34, -0.48] ‘
Heterogeneity Tau®=0.00; Chi*=0.07, df=1 (P = 0.80%; I*= 0% 5_1 0 55 p % 1D=
3 Testfor owerall effect 2= 415 (P = 0.0001) Favours MBCT group  Favours waitlist
4  Figure 379: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Asl 2014 -081 825697281 16 -0.87 584075213 17 341%  -1.23[1.98,-047) -
Lee 2010 -6.63 514618305 30 -087 583725963 30 GB5.9%  -1.03[1.57,-044 ]
Total (95% CI) 46 47 100.0%  -1.10[-1.54, 0.66] L 2
Heterogeneity: Tau?= 0.00; Chi*=0.17, df=1 (P = 0.68); F= 0% i_1 g 15 7 é 1D=
5 Testfor averall effect: Z=4.90 (P = 0.00001}) Favours MBCT group Favours waitlist
6  Figure 380: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Asl 2014 2 18 0 17 137% 4. 740,24, 92.07]
Lee 2010 12 42 3033 0863% 314 [0.97,10.23] —l—
Total {95% CI) 60 50 100.0% 3.32 [1.11, 9.95] el
Total events 14 3
Heterogeneity: Tau®= 0.00; Chi®= 0.08, df =1 (P = 0.80);, F=0% f f f i
Test fi I effact 2= 215 (P =0.03 oo 0.1 10 100
7 estfor overall effect Z= 215 (F = 0.03) Favours MBCT group  Favours waitlist
8  Figure 381: Quality of life endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Lee 2010 8626 1291 30 70O 1078 30 100.0% 1.27 [0.71,1.83]
Total (95% CI) 30 30 100.0% 1.27 [0.71, 1.83] ’
Heterogeneity: Mot applicable 5_1 0 55 p ! 1D=
9 Testfor averall effect 2= 4 47 (P = 0.00001) Favours waitlist Favours MBCT group
10 Less severe: Mindfulness-based cognitive therapy (MBCT) group versus TAU
11 Figure 382: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Pots 2014 11.79 876 7B 1643 9494 74 100.0% -0.49 [-0.82,-0.17]
Total (95% Cl) 76 75 100.0% -0.49 [-0.82, -0.17] L
Heterogeneity; Mot applicahle =-1D 55 3 % 1E|=
1 2 Testfar overall effect: #= 2 98 (P = 0.003) Favours MBCT group Favours TAU
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Figure 383: Depression symptomatology change score

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Pots 2014 -3.83 59360592 76 -0.03 BE3134970 75 100.0% -0.60 [-0.93,-0.27]

Total (95% CI) 76 75 100.0% -0.60 [-0.93, 0.27] 4

Heterogeneity: Mot applicakle 5_1 2 55 3 é 1D=
Test for overall effect: £= 3.61 (P = 0.0003) Favours MBCT group Favours TAU
Figure 384: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Pots 2014 4 TE 4 75 100.0% 0.95 [0.26, 3.80]

Total (95% CI) 76 75 100.0%  0.99 [0.26, 3.80]

Total ewents 4 4

0.0 0.1 1 10 100

Heterageneity: Mot applicable
Testfor overall effect: Z=0.02 (P =0.58)
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1 Less severe: Mindfulness/meditation group versus attention placebo

2  Figure 385: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
65.1.1 MBSR group
Hou 2014 11.78 7 70148 755 71 AT5% -0.41 [0.75,-0.08]
Pagni 2020 8.73 6.05 15 1015 7.35 13 11.5% -0.21 [-0.95, 0.54] T
Subtotal (95% CI) 85 84  69.1% -0.38 [-0.68, -0.07] L]

Heterogeneity: Tau®=0.00; Chi*=0.24, df=1 {(P=062), F=0%
Test for overall effect 2= 243 (P =0.01)

65.1.2 Mindfulness meditation group

Lopez-taya 2019 BA 4493 38 87 493 38 30.49% -0.44 090, 0.01] -
Subtotal (95% CI) 38 38 30.9% -0.44 [-0.90, 0.01] L
Heterogeneity: Mot applicable

Test for overall effect Z=1.90 {F = 0.06)

Total (95% CI) 123 122 100.0% -0.40 [-0.65, -0.14] 4
Heterogeneity: Tau®= 0.00; Chi®= 0.30, df= 2 (P = 0.86); F= 0% 5_1 p 55 p é 1D=
Test for overall effec.t £=308(F : 0.002) Favours mindfulness/medit Favours attention placebo

3 Test for subgroup differences: Chi*= 005, df=1 {F=082), F=0%

4  Figure 386: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
65.2.1 MBSR group
Hou 2014 -513 6.93935182 7O -275 5.96237369 71 54.5% -0.40 [F0.73, -0.06]
Fagni 2020 -6.07 669529192 15 -454 8.98613655 13 136% -0.07 [-0.81, 0.67] —_
Subtotal (95% CI) 85 84 68.2% -0.34 [-0.65, -0.04] ‘

Heterageneity: Tau®=0.00; Chif=0.62 df=1{P=043;F=0%
Testfor averall effect £=2.21 (P =003

65.2.2 Mindfulness meditation group

Lopez-Maya 2018 -0 348603643 38 .76 248603643 3B M.8% 0.71 [1.17,-0.25] -
Subtotal (95% CI) 38 38 3.8%  -0.71[-1.17,-0.25] L
Heterageneity: Mot applicable
Testfor overall effect: £= 3.00 (F = 0.003)
Total (95% CI) 123 122 100.0%  -0.45[-0.74,-0.17] »
Heterogeneity: Tau= 0.01; ChF= 2.30, df= 2 (P=032); F=13% =-1EI 15 b é 1IJ=
5 Testfor overall effect: 2= 3.14 (P = 0.002) Favours mindfulnessimedit Favours attention placebo
Testfor subgroup differences: Chi®= 188, df=1 (P=019), F= 40.5%
6 Figure 387: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
65.3.1 MBSR group
Hou 2014 B 70 14 71 851% 0.43[0.18, 1.07] i
Subtotal {95% CI) T0 71 851% 0.43 [0.18,1.07]
Total events 1 14
Heterogeneity: Mot applicable
Testfor averall effect Z=1.82 (P = 0.07)
65.3.2 Mindfulness meditation group
Lopez-Maya 2019 1 38 4 38 14.9% 0.25[0.03,2.13]
Subtotal (85% CI) 38 38 14.9% 0.25[0.03, 2.13] — e ———
Total events 1 4
Heterogeneity: Mot applicable
Testfor overall effect £=1.27 (P=0.21)
Total {95% CI) 108 109 100.0% 0.40 [0.17, 0.92] ""
Total events 7 18
Heterogeneity: Tau?= 0.00; Chif= 0.22, df=1 (P = 0.64); F= 0% ) t t |
Testfi Il effect Z2=2.17 (P =0.03 oo 0 1 100
estfor overall effect 2= 217 (P = 0.03 Favours mindfulness/medit Favours attention placebo
7 Test for subgroup differences: Chi®=0.22, df=1 (P = 0.64}, F=0%
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Figure 388: Depression symptomatology at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
65.4.1 MBSR group
Hou 2014 1264 838 TO 1592 947 71 100.0% -0.36 [-0.69, -0.02]
Subtotal (95% CI) 70 71 100.0% -0.36 [-0.69, -0.02]

Heterogeneity: Mot applicable
Testfor overall effect Z=210(P=0.04)

-10 -5 0 5 10
Favours mindfulness/imedit Favours attention placebo

Testfor subaroun differences: Mot applicable

Figure 389: Quality of life physical health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
65.5.1 MBSR group
Hou 2014 4082 872 TO 41.24 949 71 100.0% -0.05 [-0.38, 0.28]
Subtotal (95% CI) 70 71 100.0% -0.05[-0.38, 0.28]

Heterogeneity: Mot applicable
Testfor overall effect Z=027 (P=0.79)

-10 -5 0 5 10
; : Favours attention placebo  Favours mindfulness/medit
Testfor subaroun differences: Mot applicable

Figure 390: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
65.6.1 MBSR group
Hou 2014 4492 1282 TOOO421 1383 71 100.0% 0.21 1012 0.54]
Subtotal {95% CI) 70 71 100.0% 0.21 [-0.12, 0.54]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.24 (P =0.21)

10 -5 0 5 10
Favours attention placebo  Favours mindfulness/medit

Testfor suboroup differences: Mot applicable

Figure 391: Quality of life physical health component at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
65.7.1 MBSR group
Hou 2014 4093 101 F0 3957 11.09 71 100.0% 0.13[0.20, 0.46]
Subtotal {95% CI) 70 71 100.0% 0.13 [-0.20, 0.46]

Heterogeneity: Mot applicable
Testfor averall effect Z=0.75 (P = 0.45)

10 -5 0 5 10
Favours attention placebo  Favours mindfulness/medit

Testfor subaroun differences: Mot anplicable

Figure 392: Quality of life mental health component at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
65.8.1 MBSR group
Hou 2014 4458 11.89 TO 4218 128 71 100.0% 019014, 0.52]
Subtotal (95% CI) 70 71 100.0% 0.19 [-0.14, 0.52]

Heterogeneity: Mot applicable

Testfor overall effect Z=114 (P=0.25)

10 -5 0 5 10
Favours attention placebo  Favours mindfulness/imedit

Testfor subgroup differences: Mot applicable
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1 Less severe: Mindfulness meditation group versus supervised high intensity
2 exercise group

3  Figure 393: Depression symptomatology at endpoint

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Alsaraireh 2017 19.7 223 91 281 1249 90 100.0% -0.51 [0.81,-0.22]

Total (95% Cl) 91 90 100.0%  -0.51[-0.81,-0.22] *

Heterogeneity: Mot applicable I—1D 55 D é 1D=
4 Testfar averall effect 2= 3.40 (F = 0.0007) Favours mindfulness/medit Favours exercise group
5 Figure 394: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Alsaraireh 2017 -123 1508850986 81 -4.2 BEAETT5634 90 1000% -0.65 [-0.95,-0.36]

Total (95% CI) 91 90 100.0% -0.65 [-0.95, -0.36] *

Heterogeneity: Mot applicable {10 15 é 105
6 Test for averall effect 2= 4.29 (P = 0.0001) Favours mindfulness/medit Favours exercise group
7  Figure 395: Discontinuation (any reason)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 85% CI

Alsaraireh 2017 9 100 10 100 100.0% 0.90[0.38, 2.12]

Total (95% CI) 100 100 100.0%  0.90[0.38, 2.12]

Total events 9 10

+
8 estfor averall effect Z=0.24 (F=0.81) Favours mindfulnessimedit Favours exercise group

9 Less severe: Body-mind-spirit group + any AD versus any AD

10  Figure 396: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hsiao 2011 162 121 24 04 124 26 B0.2% -0.34 [-0.580, 0.23]
Sreevani 2013 122 114 15 2233 104 15 39.8% -0.92 [-1.67,-0.16] —
Total (95% Cl) 39 41 100.0% 0.57 [1.12, -0.01]
Heterogeneity, Tau®= 0.08; Chi*=1.45 dfi=1 (P=0.23;F= 21% t t T t |
Testf Il effect Z= 2.01 (P = 0.04 19 ~ o > T
estfor overall effect 7= 2.01 (F=0.04) Favours body-mind+any AD  Favours any AD

11

12  Figure 397: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sreevani 2013 -16 7.80886676 16 -3.8 B.81065342 18 100.0% -1.62 [-2.46,-0.78]
Total (95% CI) 15 15 100.0%  -1.62[-2.46, -0.78] <%
Heterogeneity: Mot applicable [1 2 55 ; é 105
Testfor overall effect Z=3.78 (P =0.0002) Favours body-mind+any AD Favours any AD

13

14  Figure 398: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hsiao 2011 0 29 0 34 Mot estirmable
Total (95% CI) 29 34 Not estimable
Total events a a
_I;!eh:;ogenem,rl:l Nfoft aff,jlliabler o 'D.D‘I DH 1'D 1DD'
15 estioroverall effect hot applicable Favours body-mind+any AD  Favours any AD
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Figure 399: Discontinuation (any reason

including SE)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Hsiao 2011 ] 29 a 34 T0.3% 0.73[0.27,1.89] ——
Sreevani 2013 2 15 4 15 297% 0s01[0.11,2.33] I
Total (95% CI) 44 49 100.0% 0.65 [0.28, 1.51] -
Total events 7 12
_ll—_iet?;ogenemrl:l T?fu t=ZD_DDD ;:ghlp=—uj13?2' df=1(F=0.68), F=0% T 0 10 100
estfor overall effect 2= (.88 (P = 0.33) Favours body-mind+any AD  Favours any AD
Figure 400: Depression symptomatology at 1-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Sreevani 2013 63 713 14 18.87 1048 158 100.0% -1.27 [[2.06,-0.47]
Total (95% Cl) 15 15 100.0% -1.27 [-2.06, -0.47] <
Heteroneneity; Mot applicable 5_1 p 55 ? % 1D=
Test for overall effect Z= 313 (F=0.002) Favours body-mind+any AD  Favours any AD
Figure 401: Depression symptomatology at 2-3 month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Hsiao 2011 174 1218 22 1812 14 200 A223% -0.06 [-0.66, 0.55]
Sreevani 2013 B.27 BB 15 186 1086 15 47.8% -1.36 216, -0.59] -
Total (95% CI) 37 35 100.0% -0.68 [-1.95, 0.59]
Heterogeneity; Tau®= 0.71; Chi®= 6.40, df=1 (P = 0.01); F= 84% =-1D =5 p é 1D=
Test for overall effect Z=1.05 (P = 0.29) Favours body-mind+any AD Favours any AD
Figure 402: Depression symptomatology at 6-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hgiao 2011 16.7 12.8 20 196 1581 16 100.0% -0.20 [-0.86, 0.45]
Total (95% Cl) 20 16 100.0% -0.20 [-0.86, 0.45]
Heterogeneity: Mot applicable =-1D IS 5 é 1D=
Testfor overall efiect Z= 0.61 (F = 0.54) Favours body-mind+any AD  Favours any AD
Figure 403: Functional impairment endpoint
Experimental Caontrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sreevani 2013 11.8 102 14 26 9.29 15 100.0% -1.42[-2.23,-0.60]
Total (95% CI) 15 15 100.0%  -1.42 [-2.23, 0.60] <
Heterogeneity: Mot applicable =-1D 55 5 é 1D=

Testfor overall effect 2= 3.42 (P=0.0008)

Favours body-mind+any AD  Favours any AD

Figure 404: Functional impairment at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
Sreevani 2013 8.87 8.63 18 2147 925 15 100.0% -1.37 [-2.18,-0.56]
Total (95% CI) 15 15 100.0%  -1.37 [-2.18, -0.56] <
Heterogeneity; Mat applicable =-1D 55 5 é P
Testfor averall effect 2= 3.33 (P=0.0009) Favours body-mind+any AD  Favours any AD
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1 Figure 405: Functional impairment at 2-month follow-up

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sreevani 2013 7.93 847 14 2067 817 15 100.0% -1.49 [2.31,-0.67]
Total (95% Cl) 15 15 100.0% -1.49 [-2.31, -0.67] L 3
Heterageneity: Mat applicable :-10 55 h é 10:
2 Testfor overall effect 2= 355 (P=0.0004) Favours hody-mind+any AD Favours any AD
3 Less severe: Progressive muscle relaxation individual versus any TCA
4  Figure 406: Depression symptomatology endpoint
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
hurphy 19945 439 61 13 Q7 BTT 10 100.0% -0.80 [-1.66, 0.06]
Total {95% Cl) 13 10 100.0% _0.80 [-1.66, 0.06] <
Heterogeneity: Mot applicable I_1 2 % 1 % 1D=
5 Testfor overall effect Z=1.82 (P = 0.07) Favours relaxation  Favours any TCA
6  Figure 407: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Murphy 1595 -11.14 403900978 13 -B.7 448714389 10 100.0% -1.01 [-1.89,-0.13]
Total (95% CI) 13 10 100.0% -1.01 [-1.89, -0.13] <
Heterogeneity: Mot applicable =-1D 55 p é 1D=
7 Testforoverall effect 2=2.24 (F=0.03) Favours relaxation Favours any TCA
8 Figure 408: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Murphy 1995 9 14 4 12 100.0% 1.93[0.79, 4.70] T
Total (95% CI) 14 12 100.0%  1.93 [0.79,4.70] -
Total events q 4
!I-_ieti;ogenemtl:l anrt atpglf?big o015 'D.IZI1 0:1 1.El 1UIZI'
9 estfor owerall effect 2= 1.45(F=0.15) Favours any TCA Favours relaxation
10  Figure 409: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Murphey 1995 10 14 4 12 100.0% 2.14[0.90, 5.09] T
Total (95% CI) 14 12 100.0%  2.14 [0.90, 5.09] P
Total events 10 4
?et?;ogenmwl:l Nf?t atpglkz?b?l‘; o008 T oh T o0
11 estioroverall effect. Z=1.72 (P = 0.0 Favours any TCA Favours relaxation
12  Figure 410: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl W-H, Fixed, 95% CI
Murphey 1995 3 14 ] 12 100.0% 051015, 1.72] —
Total (95% CI) 14 12 100.0%  0.51[0.15,1.72] —=aiii-—
Total events 3 g
13 estfor overall effect. 2=1.08 (F = 0.23) Favours relaxation Favours any TGA
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Treatment of a new episode of less severe depression

1 Less severe: Traditional acupuncture versus TAU

2  Figure 411: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Arvidsdotter 2013 411 304 40 7.47 3BB 40 100.0% -0.99 [1.45,-0.52]
Total (95% CI) 40 40 100.0% -0.99 [-1.45, -0.52] *
Heterogeneity, Mot applicahble =-1D 55 3 % 1E|=
Testfar overall effect Z= 416 (F = 0.0001) Favours acupuncture Favours TAU
3 ;
4  Figure 412: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Arvidsdotter 2013 -3.54 280101767 40 -0.01 2.82862895 40 100.0% -1.24 [11.72,-0.76]
Total (95% Cl} 40 40 100.0% -1.24 [1.72, -0.76] *
Heterogeneity: Mot applicable =—1D 55 D é 105
5 Testfor overall effect: Z=5.06 (P <= 0.00001) Favours acupuncture Favours TAU
6  Figure 413: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arvidsdotter 2013 4 40 ] 40 100.0% 0.80[0.23, 2.76]
Total {(95% CI) 40 40 100.0% 0.80 [0.23, 2.76]
Total ewvents 4 ]
Heterugenemt:Natar.:upllcable 'EI.IZI1 IZIT1 1| 1'IZI 100'
7 Testfor overall effect Z=035(F=072) Favours acupunclure  Favours TAU
8 Less severe: Traditional acupuncture + counselling versus TAU
9 Figure 414: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Arvidsdotter 2013 381 273 40 747 3R 40 100.0% -1.12[1.60,-0.65]
Total (95% CI) 40 40 100.0% -1.12 [1.60, -0.65] L 2
Heterogeneity: Mot applicable 5_1 0 55 D % 1D=
1 O Test for averall effect £= 4. 65 (P = 0.00001) Favours acupuncture+couns Favours TAU
11 Figure 415: Depression symptomatology change score
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Arvidsdotter 2013 S35 240103103 40 001 282862895 40 100.0% -1.43[1.92,-0.94]
Total (95% CI) 40 40 100.0%  -1.43[1.92, 0.94] L
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
1 2 Testfar overall effect Z= 568 (F = 0.00001) Favours acupuncture+couns Favours TAU
13  Figure 416: Discontinuation (any reason)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Arvidsdotter 2013 3 40 ] 40 100.0% 0.60[0.145, 2.34] —
Total (95% CI) 40 40 100.0%  0.60 [0.15, 2.34] ——nl—
Total events 3 a
Heterogeneity: Mot applicable T 0 A 0

Testfor overall effect 2= 0.73 (P = 0.48)
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