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Disclaimer
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Treatment of a new episode of more severe depression

1 Forest plots for first-line treatment of more
> severe depression

3 Appendix E — Forest plots

4 More severe: Behavioural activation (BA) individual versus
5 no treatment

6 Figure 1: 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
Patel 201 7AVeobong 2017 147 247 91 248 100.0% 1.62[1.34,1.97]
Total (95% CI) 247 248 100.0%  1.62[1.34,1.97] L
Total events 147 91

ity i I } } |
T
estfor overall effect: 2= 4.81 | . ) Favours no treatment Favours BA

7

8 Figure 2: 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
Patel 201 7Atveabaong 2017 17 247 12 248 100.0% 1.42[0.69, 2.97]
Total {95% CI) 247 248  100.0% 1.42 [0.69, 2.92]
Total events 17 12

. B I | | |
e et e -0 LT N T

estfor overall effect 2= 0.96 (F = 0.34) Favours BA Fawvours no treatment

9

10 Figure 3: Depression symptomatology at 9-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
Fatel 201 7Aveobong 2017 816 B96 245 1046 754 248 100.0% -0.32 [-0.49, -0.14]
Total {95% CI) 245 248 100.0% -0.32 [-0.49, -0.14] L]
Heterogeneity: Mot applicable 5_1 0 55 p é 1D=
Testfor overall effect: £= 3.49 (P = 0.0005) Favours BA Favours no treatment

11

12 Figure 4: Remission at 9-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

Patel 201 7Aivveabaong 2017 155 247 117 248 100.0% 1.3311.13,1.57]

Total {95% CI) 247 248  100.0% 1.33 [1.13,1.57] +

Total events 155 117

Heterogeneity: Mot applicable I } 1 t |

Test for overall effect: £= 3,43 (F = 0.0006) D-?Ja"uurs Dn; treatment1 Favaurs El‘ﬂ 100
13 v v L
14
15
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Treatment of a new episode of more severe depression

1 More severe: Behavioural therapies individual versus
2 cognitive and cognitive behavioural therapies individual

3 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% CI IV, Random, 95% CI
2.1.1 Behavioural activation (BA) individual versus CBT individual {15 sessions or over)
Jacobson 1996 91 T4 56 1033 9.41 93 B4.0% -0.14 [-0.47,0.19]
Subtotal (95% CI) 56 93 B4.0% -0.14 [-0.47,0.19] 4

Heterogeneity: Mot applicable
Testfor overall effect Z=0.81 (F=0.42)

2.1.2 Behavioural therapy (Lewinsohn 1976) individual versus CBT individual (under 15 sessions)

MeMarnars 1986 55 356 10 565 387 20 16.0% -0.04 [-0.80, 0.72] -+
Subtotal (95% CI) 10 20 16.0% -0.04 [-0.80, 0.72] &>

Heterogeneity: Mot applicable
Testfor overall effect Z=010(F =0.92)

Total (95% CI) 66 113 100.0% -0.12 [-0.43,0.18] 4
Heterogeneity: Tau®= 0.00; Chi*= 0.06, df=1 (P = 0.81); F=0% 5_1 0 55 b é 1D=
Testfor overall effect Z=0.79 (F=0.43) Favours behavioural Favours CBT

4 Testfor subgroup differences: Chi*= 0.06, df=1 (P=081) F=0%

5 Figure 6: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
2.2.1 Behavioural activation (BA) individual versus CBT individual {15 sessions or over)
Jacohson 19896 -20.2 526877545 56 -1915 B.29 93 B54% -0.18 [F0.51,0.18]
Subtotal (95% CI) 56 93  65.5% -0.18 [-0.51, 0.16] L

Heterogeneity: Mot applicable
Test for overall effect: £=1.04 (F = 0.30}

2.2.2 Behavioural therapy (Lewinsohn 1976) individual versus CBT individual {under 15 sessions)
MecMarmara 1986 -20.4 272426137 10 -17.81 3148 200 345% -0.83 [-1.63,-0.04] —H
Subtotal (95% CI) 10 20 34.5% -0.83 [-1.63, -0.04] &
Heterngeneity: Mot applicable
Test for overall effect: 2= 2.06 (F = 0.04)

Total (95% C1) 66 113 100.0% -0.40 [-1.02, 0.21] QI
Heterageneity Tau®= 012 Chi®= 2.26, df=1 (P = 0.13); F= 56% :-10 55 3 é 10:
Test for overall effect Z=1.28 (P = 0.20} Favours behavioural Favours CBT
6 Testfor subgroup differences: Chi*= 236, df=1{P=013), F=857%
7 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
2.3.1 Behavioural activation (BA) individual versus CBT individual (15 sessions or over)
Jacobson 1996 25 a7 a0 94 100.0% 082058117
Subtotal {95% CI) 57 94 100.0%  0.82 [0.58,1.17]
Total events 25 a0
Heterogeneity: Mot applicable
Testfor overall effect Z=1.08 (P = 0.28)
I } T 1 |
0.01 0.1 1 10 100

Favours CBT Favours behavioural
8 Test for subgroup differences: Mot applicable
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1 Figure 8: 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
2.4.1 Behavioural activation (BA) individual versus CBT individual {15 sessions or over)
Jacobson 1996 7 a7 7 94 100.0% 1.65[0.61, 4.46] —t
Subtotal (95% CI) LT 94 100.0%  1.65 [0.61, 4.46]
Total events 7 7

Heterogeneity: Mot applicable
Test for overall effect 2=088(P =032

I 1 1
0.01 01 10 100
Favours behavioural Favours CBT
2 Test for subgroup differences: Mot applicable

3 Figure 9: Depression symptomatology at 2-6 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
2.5.1 Behavioural therapy (Lewinsohn 1976) individual versus CBT individual (under 15 sessions)
MecMNamara 1986 617 223 10 473 1.75 20 426% 0.73[-0.08 1.52] ril—
Subtotal (95% CI) 10 20 42.6% 0.73 [-0.05, 1.52] >

Heterogeneity: Mot applicable
Testfor overall effect Z=1.83 (F=0.07)

2.5.2 Behavioural activation (BA) individual versus CBT individual {15 sessions or over)
Jacobson 1986 82 TH 46 8.81 B8.43 85 A7.4% -0.20 [-0.56, 0.186] !
Subtotal (95% CI) 46 85 57.4% -0.20 [-0.56, 0.16]

Heterogeneity: Mot applicable

Testfor overall effect Z=1.07 (F=0.28)

Total (95% CI) 56 105 100.0% 0.20 [-0.70, 1.10] ?
Heterogeneity: Tau®=0.33; Chi*=4.43, df=1 (P =0.04}; F=77% f ! 1 ! {
. -10 -5 1] L] 10
Testfor overall effect Z=10.43 (P = 0.66) Favours behavioural Favours CBT
4 Testfor subogroup differences: Chi*=4.43 df=1 (P=0.04), P=77 4%

5 Figure 10: 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
2.6.1 Behavioural therapy (Lewinsohn 1976) individual versus CBT individual (under 15 sessions)
MecMNamara 1986 6912 473 10 B8.08 9.21 20 100.0% 013063 0.89)
Subtotal (95% CI) 10 20 100.0% 0.13 [-0.63, 0.89]

Heterogeneity: Mot applicable
Testfor overall effect =032 (F=0.79)

10 5 0 5 10
Favours CBT Favours behavioural

Testfar subaroup diferences: Mot applicahle

8 More severe: Behavioural activation (BA) individual versus
9 any psychotherapy

10 Figure 11: 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
Kanter 20145 11 9.14 21 1283 97 27 100.0% -0.19[-0.79, 0.41]
Total {95% Cl) 21 22 100.0% -0.19 [0.79, 0.41]
Heterogeneity: Mat applicable 5_1 P 55 1 % 10:
11 Testfor overall effect: Z= 062 (P = 0.53) Favours BA Favours any psych
26
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1 Figure 12: 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
Kanter 2015 -10.08 B.79629311 21 -F.99 6.74007418 22 100.0% -0.30 [-0.80,0.30]
Total (95% CI) 21 22 100.0% -0.30 [-0.90, 0.30]
Heterogeneity: Mot applicable =-1U 15 p é 1U=
Test for overall effect 2= 097 (P=0.33) Favours BA Favours any psych

2

3 Figure 13: 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
Kanter 20145 ] Al 4 22 100.0% 236 [0.85, 6.50] T
Total (95% CI) 21 22 100.0%  2.36 [0.85, 6.50] e
Total events q 4
Heterogeneity: Nntappllcable 'D.D1 D!1 1'D 1DD'
Testfor overall effect Z=166 (F=0.10) Favours any psych  Favours BA

4

5 Figure 14: 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
Kanter 20145 ] 21 4 22 100.0% 236 [0.85, 6.50] b
Total (95% CI) 21 22 100.0%  2.36 [0.85, 6.50] el
Total events 9 4
Heterageneity: Nntappllcahle T 0 e o0
Testfor overall effect Z=1.66 (F=010) Favours any psych Favours BA

6

7 Figure 15: 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
Kanter 2015 5 il 10 22 100.0% 052 [0.21,1.28] ~
Total (95% CI) 21 22 100.0%  0.52[0.21,1.28] -
Total events ] 10
Heterogeneity: Nntappllcable 'D.D1 D!1 1'D 1DD'
Testfor overall effect Z=142 (F=0.18) Favours BA Favours any psych

8

9 Figure 16: 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
Kanter 2014 4459 1246 21 3967 1541 22 100.0% 0.34 [-0.26, 0.89]
Total (95% CI) 21 22 100.0% 0.34 [-0.26, 0.95]
Heterogeneity: Mot applicable I_1 0 I:S 3 :ij 1D=
10 Testfor overall effect Z=1.12 (P = 0.26) Favours any psych Favours BA
11 Figure 17: Quality of life physical 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% Cl
Kanter 2014 4541 1263 M 416 9.24 22 100.0% 0.34 [-0.26, 0.94]
Total (95% Cl) 2 22 100.0% 0.34 [-0.26, 0.94]
ity i } } 1 } |
;'Et?;ogenwﬁi Mfort atp§||_c?b1|.; P=027 10 s v : 10
estfor overall efiect: 2= 110 (F = 0.27) Favours any psych Favours BA
12
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 18: Quality of life mental health component 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
Kanter 2015 324 1412 21 373 1698 22 100.0% -019[-0.79, 0.41]
Total (95% CI) 21 22 100.0% -0.19 [-0.79, 0.41]
Heterogeneity: Mot applicable I—‘ID 55 3 % 105
Testfor overall effect Z=063 {F =0.53) Favours any psych Favours BA
4 More severe: Behavioural activation (BA) individual versus
5 sertraline
6 Figure 19: 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
taradveisi 2013 41 a0 24 a0 100.0% 1.71[1.258, 2.34]
Total (95% CI) 50 50 100.0%  1.71[1.25,2.34] &
Total events 1 24
Heterageneity: Mot applicable f t f {
Test for overall effect: £=3.32 (F = 0.000%) 0.01 FauouDr'; sertraline Favours EILD 100
7 !
8 Figure 20: 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
Maradveisi 2013 44 a0 33 50 100.0% 1.33[1.07,1.67]
Total (95% CI) 50 50 100.0%  1.33[1.07,1.67]
Total events 44 33
Heterogeneity: Nntappllcable 'D.D1 D!1 1| 1'D 1DD'
Testfor overall effect =252 (F=0.01) Favours sertraline Favours BA
9 !
10  Figure 21: Discontinuation (any)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Maradveisi 2013 10 a0 30 50 100.0% 0.33[0.18, 0.61]
Total (95% CI) 50 50 100.0%  0.33[0.18,0.61] -
Total events 10 li]
Heterogeneity: Mot applicable f t f {
Test for overall effect £= 360 (F =0.0003) 0.01 D-Ilavours BA Favours s;rDtraline 100
11 '
12 Figure 22: Remission at 8-month follow-up (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
taradveisi 2013 29 a0 12 a0 100.0% 2.42[1.40,4.18]
Total (95% CI) 50 50 100.0%  2.42[1.40,4.18] L
Total events 28 12
Heterageneity: Mot applicable T 0 e o0

Test for overall effect Z= 316 (F=0.002
13

28

Favours sertraline Favours BA
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 23: Response at 8-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
taradveisi 2013 39 a0 20 a0 100.0% 1.95[1.348, 2.82]
Total (95% CI) 50 50 100.0%  1.95[1.35, 2.82] <
Total events kL] 20
Heterageneity: Mot applicable f t f {
Test for overall effect £=3.594 (F=0.0004) 0.01 FavouDr.; sertraline Favours EILD 100

2

3 More severe: Behavioural activation (BA) individual +
4 amitriptyline versus amitriptyline

5 Figure 24: 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
Wilson 1982 1242 938 12 146 973 10 100.0% -0.22 [-1.06, 0.62]
Total (95% CI) 12 10 100.0% -0.22 [-1.06, 0.62]
ity i I 1 1 1 |
e o1 SO T N
estfor overall effect: 2= 0.51 (F = 0.61) Favours BA+amitriptyline Favours amitriptyline

6

7 Figure 25: 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
Wilson 1982 -13.66 6.23087474 12 -11.2 B.79418133 10 100.0% -0.36 [-1.21,0.48]
Total (95% CI) 12 10 100.0% -0.36 [1.21, 0.48]
Heterogeneity: Mot applicable I_m I5 0 % 10I
Test for overall effect: 2= 0.84 (P = 0.40; Favours BA+amitriptyline Favours amitriptyline

8

9 Figure 26: Depression symptomatology at 6-month follow-up

Experimental Control §td. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Wilson 1982 1175 8.79 12 126 1082 10 100.0% -0.08 [-0.92, 0.76]
Total (95% Cl) 12 10 100.0% -0.08 [-0.92, 0.76]
Heterageneity: Mot applicable 5_1 0 _55 5 é 1D=
1 O Testfor overall effect 2= 0.20 (P = 0.84) Favours BA+amitriptyline Favours amitriptyline
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1 More severe: Behavioural activation (BA) individual + any AD
2 versus counselling + any AD

3 Figure 27: Depression symptomatology endpoint

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Haopko 2003 181 1341 10 302 17 14 100.0% -0.69 [-1.52,0.14]
Total (95% CI) 10 15 100.0% -0.69 [-1.52, 0.14] e
Heterogeneity: Naot applicable t 1 i |
Testf Il effect: Z=1.63 (P =0.10 -0 -3 v 5 1
estfar overall effect 7= 1.63 (F = 0.10) Favours BA +any AD  Favours counselling+anyAD

4

5 Figure 28: Depression symptomatology change score

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hopko 2003 -16 B.949777Ta M0 -6.9 11.26321446 15 100.0% -0.84 [-1.68,-0.00]
Total {95% CI) 10 15 100.0%  -0.84 [-1.68, -0.00] <
Heterogeneity; Mot applicable 5_10 55 é 105
Testfor overall effect 2= 1.97 (P = 0.05) Favours BA + any AD  Favours counselling+AD

6

7 Figure 29: 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
Hopko 2003 1] 10 0 14 Mot estimahle
Total (95% CI) 10 15 Not estimable
Tatal events i} i
?et?:’ugenell\,fl:l Nfurt atpﬂllctablel. N T o 10 100
Eslior overall efiecl Mol appiivanie Favours BA + any AD Favours counselling+anyAD

10 More severe: Behavioural activation (BA) individual +
11 amitriptyline versus progressive muscle relaxation +

12 amitriptyline

13 Figure 30: 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
Wilson 1982 1242 938 12 8.5 635 10 100.0% 0.46 [-0.359,1.31]
Total (95% CI) 12 10 100.0% 0.46 [-0.39, 1.31]
e ey TR ﬁ RRNT
estfor overall effect 7= 1.06 (F = 0.29) Favours BA+amitriptyline Favours relaxation+amitri

14

15 Figure 31: 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% Cl IV, Fixed, 95% CI
Wilsan 1982 -1366 623087474 12 -148 4.38290429 10 100.0% 017 068, 1.01]
Total (95% CI) 12 10 100.0% 0.17 [0.68, 1.01]
Heterngeneity. Mot applicable 1_10 55 ) é 1D=
1 6 Testforoverall effect 2= 0.38 (= 0.70 Favours BA+amitriptyline Favours relaxation+amitri
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1 Figure 32: 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
Wilgaon 1982 11.75 879 12 124 4964 10 100.0% -0.07 [-0.91,0.77]
Total (95% CI) 12 10 100.0% -0.07 [-0.91, 0.77]
Heterogeneity: Nat applicable =-1D 15 7 é 1D=
Testfor overall effect: Z= 016 (F=0.57) Favours BA+amitriptyline Favours relaxation+amitri

4 More severe: Coping with Depression course (group) versus
5 waitlist

6 Figure 33: 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|
Usaf 1980 12 il fi 28 100.0% 1.87[0.81, 4.33] T
Total (95% CI) Ky | 29 100.0%  1.87[0.81,4.33] e
Tatal events 12 G

ity i } } t |
T

7 estfor overall effect Z=1.46 (P = 0.14) Favours behavioural group Favours waitlist
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DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

1 More severe: Cognitive and cognitive behavioural therapies
2 individual versus no treatment

3 Figure 34: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
9.1.1 CBT individual {under 15 sessions)
Kay-Lambkin 2009 13.04 1041 23 2285 1046 M MATR -0.93 [1.55,-0.30] -
Magem 2015 4.4 38 54 7B 3.6 63 40.1% -0.86 [1.21,-0.41] =
Subtotal {95% CI) 92 89 64.8% -0.88 [-1.18, -0.57] ¢

Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1 (P =085);F=0%
Testfor overall effect: Z=5.62 (P = 0.00001)

9.1.2 CBT individual (15 sessions or over)

Mahr 2011 1543 551 41 17 568 44 35.2% -0.28
Subtotal {95% CI) 4 44 352% -0.28
Heterogeneity, Mot applicahle

Testfor overall effect Z=1.27 {(F =020}

(=N

19 ‘

.—
=2 o
=~y
g

Total (95% CI) 133 133 100.0% -0.67 [-1.09, -0.26] [
Heterogeneity: Tau*=0.08; Chi*=45.01, df=2 (P = 0.08); *=60% !

o - -10 -5 0 5 10
Test for awerall effec.t. Z=317 (P = 0.002) Favours CBT Favours no freatment
4 Test for subaroup differences: Chi*= 497, df=1 (P =0.03), F=749.9%

5 Figure 35: 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
9.2.1 CBT individual (under 15 sessions)
Kay-Lambkin 2009 -21.87 718537403 23 -9.91 713530658 21 22.3% -1.64 [2.33,-0.99] —
MNaeem 2015 -10.8 287293607 BY  -¥.5 2.6EE45832 B8 41.7% -1.28 [1.66,-0.92] =
Subtotal (95% CI) 92 89  64.0% -1.37 [-1.69, -1.04] [
Heterageneity: Tau®=0.00; Chi#=0.76, df=1 {P=0.38), F= 0%
Testfor overall effect Z= 823 (P = 0.00001)

9.2.2 CBT individual {15 sessions or over)

hohr 2011 -5.4 364860247 41 -2.23 379557637 44 36.0% -0.84 [1.29,-0.40] b
Subtotal (95% CI) M 44 36.0% -0.84 [-1.29, -0.40] L

Heterageneity: Mot applicable
Testfor overall effect Z=3.72 (P = 0.0002)

Total (95% CI) 133 133 100.0% -1.21 [-1.61, -0.80] 4

Heterogeneity: Tau®= 0.07; Chi*= 424, df= 2 (P=0.12); F= 53% F 55 b é 1D=

Testfor overall effect: £=5.84 (P = 0.00001} Favours CBT Favours no treatment
6 Testfar subgroup differences: Chi*= 3.48, df=1 {P=0.06), F=71.3%

7 Figure 36: 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
9.3.1 CBT individual {15 sessions or over)
Mahr 2011 21 41 18 44 100.0% 1.25([0.73,1.99]
Subtotal (95% CI) 41 44 100.0%  1.25[0.79,1.99]
Total events M 18
Heterogeneity: Mot applicahle
Testfor overall effect Z=095 (P=0.34)

oo 0.1 1 10 100
: ) Favours no treatment Favours CBET
8 Testfor subgroup differences: Mot applicable

9 Figure 37: Discontinuation (any reason)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
9.4.1 CBT individual {under 15 sessions)
Kay-Larmbkin 2009 12 35 ] a0 T3I% 1.14 [0.56, 2.33]
MNagem 2015 3 &g} 5 68 19.2% 0.591[015, 2.38]
Subtotal (95% CI) 104 98  92.5% 1.00 [0.53, 1.88]
Total events 15 14

Heterogeneity, Tau®= 0.00; Chi*=0.70, df=1 (F = 0.40); F= 0%
Testfor overall effect: Z=0.01 (F=0.99)

9.4.2 CBT individual (15 sessions or over)

Mahr 2011 1 41 3 44 7.5% 0,36 [0.04, 3.300

Subtotal (95% CI) a1 44 7.5% 0.36 [0.04, 3.30] —ee
Total events 1 3

Heterogeneity: Mot applicahle

Test for averall effect: 2= 091 (F = 0.36)

Total (95% CI) 145 142 100.0% 0.92 [0.50, 1.70] -
Total events 16 17

Heterogeneity, Tau®= 0.00; Chi*=1.49 df=2(F=0.47), F= 0% f f f |
Testfi Il effect: £=0.26 (P = 0.80 0.01 01 1o 100
stioroverall EC,' =0.26( s ) Favours CBT Favours no treatment
1 Test for subgroup differences: Chif=0.75, df=1 (P =0.39), F=0%

2 Figure 38: Depression symptomatology at 3-6 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
9.5.1 CBT individual {(under 15 sessions)
Kay-Lambkin 2009 1546 11.11 23 2829 1319 21 28.9% -1.04 [1.67,-0.40] -
MNaeem 2014 1.8 2 69 g 4 68 36.5% -1.10F1.46,-0.74] =
Subtotal {95% CI) 92 89  65.3% -1.09 [-1.40, -0.77] 4

Heterogeneity, Tau®=0.00; Chi*=0.03, df=1 {P = 0.86), F=0%
Test for owerall effect £=6.80 {F = 0.00001})

9.5.2 CBT individual (15 sessions or over)

Mahr 2011 1362 636 41 1481 aM 44 34 7% -0.21 [-0.63,0.27] :

Subtotal (95% Cl) 41 44 34T% -0.21 [-0.63, 0.22]

Heterageneity: Mot applicable

Testfor averall effect 2= 095 (P = 0.34)

Total (85% Cl) 133 133 100.0%  -0.77[1.39, 0.16] &

Heterogeneity, Tau®=0.24; Chi*= 1066, df= 2 (P = 0.005); F= 81% 5_1 2 55 1 é 1D=

Testfor overall effect 2= 2.47 (P =0.01)

; - Favours CBT Favours no treatment
3 Test for subgroup differences: Chif= 1063, df=1 (P = 0.001%, F= 90.6%

4 Figure 39: Depression symptomatology at 9-month follow-up

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup Mean §D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
9.6.1 CBT individual {under 15 sessions)
Kay-Lambkin 2009 2035 14.49 23 2476 1285 21 100.0% -0.32 [-0.91, 0.28]
Subtotal (95% CI) 23 21 100.0% -0.32 [-0.91, 0.28]

Heterogeneity: Mot applicable
Testfar averall effect Z=1.05 (P =028}

10 -5 0 5 10

) ) Favours CBT Favours no treatment
5 Testfor subaroup differences: Mot applicahble
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1 Figure 40: Remission at 6-9 month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% Cl
9.7.1 CBT individual {15 sessions or over)
Maohr 2011 23 41 18 44 T7H3I% 1.30[0.84, 2.00]
Subtotal (95% Cl) 41 44 T9.3% 1.30 [0.84, 2.00]
Total events 23 148
Heterageneity: Mot applicable
Testfor overall effect. Z=118(F =0.24)
9.7.2 CBT individual {under 15 sessions)
Kay-Lambkin 2009 12 35 G o 207% 1.71[0.73, 4.01] T
Subtotal (95% Cl) 35 30 20.7% 1.71 [0.73, 4.01] -
Total events 12 A
Heterogeneity. Mot applicable
Testfor overall effect Z=1.24 (F=0.21)
Total (95% CI) 76 74 100.0% 1.38 [0.93, 2.02] e
Total events 35 25
Heterogeneity: Tau : 0.00; Chi*=0.34, df=1 (P =0.56) F=0% oo 0 10 o0
Testfor overall effect. Z=1.62 (F = 0.11) Favours no treatment Favours CBT
2 Testfor subgroup differences: Chif=0.32, df=1 (P =047}, F= 0%
3 Figure 41: 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
9.8.1 CBT individual (under 15 sessions)
Maeem 2014 28 3 g} 6 48 62 100.0% 078 [F1.13,-0.44] ’
Subtotal (95% CI) 69 68 100.0% 0.78 [-1.13, 0.44]
Heterogeneity: Mot applicable
Testfor overall effect 2= 442 (P = 0.00001)
“10 -5 0 5 10

Favours CBT Favours no treatment
4 Testfor subgroup differences: Mot applicable

5 Figure 42: Functional impairment 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
9.9.1 CBT individual (under 15 sessions)
Magerm 2015 2132 59 34 4 BB 100.0% -0.36 [-0.69, -0.02]
Subtotal (95% CI) 69 68 100.0% -0.36 [0.69, -0.02]

Heterogeneity: Mot applicable
Testfor overall effect. £=2.07 (F=0.04)

10 -5 0 5 10
Fawours CBT Favours no treatment

Test for subgroup differences: Mot applicable
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 More severe: Cognitive and cognitive behavioural therapies
2 individual versus waitlist

3 Figure 43: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% Cl
10.1.1 CBT individual (15 sessions or over)
Beach 1942 1087 7.7 148 2047 1068 15 A2.8% -1.00 177, -0.24] R
Subtotal (95% CI) 15 15 52.8% -1.00 [1.77, -0.24] &

Heterogeneity: Mot applicable
Testfor overall effect Z= 257 (P=0.01)

10.1.2 Dialectical behavioural therapy (DBT) individual

Sahranavard 2018 147 177 10 293 408 10 47.2% -4.46 [-6.24, -2.69] —i—
Subtotal (95% CI) 10 10 47.2% -4.46 [-6.24, -2.69] e
Heterogeneity: Mot applicable

Testfor averall effect Z= 4.93 (F = 0.00001)

Total (95% CI) 25 25 100.0% -2.64 [-6.02, 0.75] —egli
Heterogeneity, Tau®= 5.50; Chi*=12.31, df=1 (P = 0.0005); F= 92% 5_1 0 % 3 % 1E|I
Test for overall eﬁec.t: =143 (P=_ 013 Favours CBT Favours waitlist

4 Testfor subaroup differences: Chif=12.31, df=1 {F = 0.00049), F=91.9%

5 Figure 44: 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% Cl IV, Random, 95% CI
10.2.1 CBT individual {under 15 sessions)
Wright 2005 -8.3 6.6 15  -14 5.5 15 37.6% -1.03[-1.79,-0.26] -
Subtotal {95% Cl) 15 15  37.6% -1.03 [-1.79, -0.26] &
Heterogeneity: ot applicable
Testfor overall effect: Z= 2.62 (P = 0.009)
10.2.2 CBT individual (15 sessions or over)
Eeach 19592 -17.4 5233679349 15 -7.B6 T.48023395 15 37.2% -1.44 [-2.25,-0.62] —&
Subtotal (95% CI) 15 15  37.2% -1.44 [-2.25, -0.62] &
Heterogeneity: Mot applicable
Test for overall effect: £= 3.46 (P = 0.0004)
10.2.3 Dialectical behavioural therapy (DBT) individual
Sahranavard 2018 -17.7 1.88118643 10 -4.4 268547947 10 251% -5.49[-7.59,-3.40] —
Subtotal (95% CI) 10 10 25.1%  -5.49[-7.59, -3.40] —a
Heterogeneity: Mot applicable
Testfor overall effect: Z= 515 (P = 0.00001)
Total {95% CI) 40 40 100.0% -2.30 [4.00, -0.61] -
Heterogeneity: Tau®=1.83, Chi*=15.49 df= 2 (P = 0.0004);, F= 87% =-1D =5 b é 1U=
Test for overall effect: £= 2.66 (F = 0.008) Favours CBT Favours waitlist
6 Testfor suboroun differences: Chi*= 1548 df= 2 (P=0.0004). F=87.1%
7 Figure 45: Discontinuation (any reason)
8
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
10.3.1 CBT individual {under 15 sessions)
Wight 2005 2 15 1 15 100.0%  2.00[0.20,19.78] l
Subtotal (95% CI) 15 15 100.0% 2.00 [0.20, 19.78]
Total events 2 1
Heterogeneity, Mot applicahle
Test for overall effect Z= 059 (F = 0.55)
) } } {
0.o1 1N 10 100
. _ Fawours CBT Favours waitlist
Test for suboroup differences: Mot applicable
10
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Treatment of a new episode of more severe depression

1 More severe: Cognitive and cognitive behavioural therapies
2 individual versus TAU

3 Figure 46: 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
11.1.1 CBT individual {under 15 sessions)
Scott 1992 6.7 6.1 29 84 75 289 1% -0.25[-0.76, 0.27]
Ward 2000/King 2000 143 108 63 183 124 67  60.3% -0.34 [-0.69, 0.01]
Subtotal (95% CI) 92 95 B87.4% -0.31 [-0.60, -0.02] [

Heterageneity: Tau® = 0.00; Chi*=0.09, df=1 (P = 0.76); F= 0%
Testfar overall effect 7= 212 (P=003)

11.1.2 CBT individual {15 sessions or over)
Zu 2014 42 41 12 62 44 16 125% -0.45 F1.21, 0.31] —=r
Subtotal (95% CI) 12 16 12.6% 20.45 [-1.21, 0.31] &
Heterogeneity: Not applicable

Testfor overall effect Z= 117 (P = 0.24)

Total (95% CI) 104 112 100.0%  -0.33 [-0.60, -0.06] #
Heterogeneity: Tau®= 0.00; Chi*=0.21, df=2 (P = 0.90); F= 0% f ! 1 |
. -10 -5 0 a3 10
Test for overall effect 2= 240 (P =002) Favours CBT Favours TAU
4 Test for subgroup diferences: Chif= 012, df=1{F=073 F=0% i

5 Figure 47: Depression symptomatology change score

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 85% Cl IV, Random, 95% Cl
11.2.1 CBT individual (under 15 sessions)
Scoft 1992 -11.6 411825206 29 -11.3 4.96588361 29 33.0% -0.06 [-0.58, 0.45]
Ward 2000/King 2000 -13.3 7.14882517 63 -8.2 B.211587719 67 46.8% -0.66 [-1.01,-0.30] L
Subtotal (95% CI) 92 96 79.8% -0.39 [-0.97,0.19]

Heterogeneity: Tau®=0.12; Chi®= 346, df=1 (P =008}, F=71%
Test for overall effect Z=1.33 (FP=0.18)

11.2.2 CBT individual (15 sessions or over)

Zuzil4 9.5 24 12 78 716 202% -0.32 [1.07, 0.44] —=r

Subtotal (95% CI) 12 16  20.2% -0.32 [-1.07,0.44] L

Heterogeneity: Mot applicakle

Test for averall effect: Z=0.82 (P=0.412

Total (95% CI} 104 112 100.0% -0.39 [-0.79, 0.00] L

Heterogeneity: Tau®= 0.06; Chi*= 3.89, df= 2 (P=0.17); F= 44% 5_1 P 55 7 :13 1D=

Test for overall effect: Z=1.94 (P = 0.05) Favours CBT Favours TAU
6 Test for subaroup differences: Chi*=0.02, df=1 (P=0.87), F=0% '
7 Figure 48: 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

11.3.1 CBT individual (under 15 sessions)

Scott 1992 12 30 14 0 BLE% 0.6 [0.48 1.53]

Subtotal (95% CI) 30 30 65.8% 0.86 [0.48, 1.53]

Total events 12 14

Heterogeneity. Mot applicable
Test for overall effect, £2=0.52 (F = 0.60)

11.3.2 CBT individual (15 sessions or over)

Zu 2014 ] 30 ] 30 34.2% 1.13[0.50, 2.52] t
Subtotal (95% CI) 30 30 34.2% 1.13 [0.50, 2.52]
Total events 9 a

Heterogeneity. Mot applicable
Testfor overall effect, Z=029(F=077)

Total (95% CI) 60 60 100.0% 0.94 [0.59, 1.51] g
Total events 21 22
Heterogeneity: Tau = 0.00; Chi®=0.29,df=1 (P=059), F=0% T 0 1 o0
Testfor overall effect Z=0.25 (F = 0.80) Favours TAU  Favours CET
8 Test for suboroup differences: Chif=028, df=1(P=0459. F=0% i
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1 Figure 49: 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
11.4.1 CBT individual {under 15 sessions)
Scott 19492 1 30 1 0 2.5% 1.00[0.07, 15.268]
Ward 2000/King 2000 7 63 5 67 158% 1.49[0.50, 4.45] I
Subtotal (95% CI) 93 97  18.3% 1.41 [0.51, 3.89] -
Total events g G

Heterogeneity: Tau®= 0.00; Chi*= 007, df=1 {F=079); F=0%
Test for overall effect: £= 0.66 (F = 0.51)

11.4.2 CBT individual (15 sessions or over)

Zu 2014 18 a0 14 30 817% 1.29[0.78, 2.09] t
Subtotal {95% CI) 30 30 81.7% 1.29[0.79, 2.08]
Total events 18 14

Heterageneity: Mot applicable
Testfor overall effect Z=1.02{F=0.31)

Total (95% CI} 123 127 100.0% 1.31 [0.85, 2.02] o
Total events 26 20
Heterogeneity: Tau : 0.00; Chi*=0.10,df= 2 (P=0495); F=0% T 0 o 100
Testfor overall effect: Z=1.21 (F=023) Favours CBT Favours TAU
2 Test for subaroup differences; Chif= 003, df=1 (P=087), F=0% '

3 Figure 50: Depression symptomatology at 8-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
11.5.1 CBT individual {under 15 sessions)
Ward 2000/King 2000 114 108 B3 121 103 BY 100.0% -0.07 [-0.41,0.28]
Subtotal (95% CI) 63 67 100.0% -0.07 [-0.41, 0.28]

Heterogeneity: Mat applicable
Testfor overall effect Z=038 (P =071}

10 5 0 5 10
Favours CBT Favours TAU

4 Testfor subgroup differences: Mot anplicable

5 Figure 51: Interpersonal problems 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
11.6.1 CBT individual (under 15 sessions)
Wiard 2000/King 2000 2,24 0.96 62 231 065 67 100.0% S00[-0.44,0.258]
Subtotal (95% CI) 62 67 100.0% -0.10 [-0.44, 0.25]
Heterogeneity: Mot applicable
Testfor overall effect 2= 0456 (P =053

-10 -5 0 5 10
Favours CBT Favours TAL

6 Testfor subaroup differences: Mot applicable

7 Figure 52: Interpersonal problems at 8-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
11.7.1 CBT individual {under 15 sessions)
Ward 2000/King 2000 206 0.55 B2 205 061 BY 100.0% 0.02 [0.33, 0.36]
Subtotal (95% CI) 62 67 100.0% 0.02 [-0.33, 0.36]

Heterogeneity: Mat applicable
Testfor overall effect Z=010(F=092)
10 5 0 5 10
Favours CBT Favours TAU

8 Testfor subaroup differences: Mot applicable
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1 Figure 53: Functional impairment endpoint

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
11.8.1 CBT individual (15 sessions or over)
u2014 86 87 12 103 103 16 100.0% -0.47 [-0.892, 0.58]
Subtotal (95% CI) 12 16 100.0% -0.17 [-0.92, 0.58]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.45 (P = 0.66)

10 -5 0 5 10
Favours CBT Favours TAU

Test for subaroup differences: Mot applicable

4 More severe: CBT individual (15 sessions or over) versus IPT

5 Figure 54: 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
Elkin 18389/Imber 1330 107 7.4 59 38 T.§ 61  95.0% 011 [F0.24,0.47]
Marshall 2008 6.3 4.81 a7 8.4 646 35 45.0% -0.37 083, 010]
Total {95% CI) 96 96 100.0% -0.10 [-0.57, 0.37]

Heterogeneity, Tau®=0.07; Chi*= 2.85, df=1 (P=0113; F=61%

-10 5 0

6 Testfor overall effect Z= 043 (F=0.67) Favours CBT Favours ”:.-?- 10
7 Figure 55: 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
Elkin 1988/mher 18530 -8.9 5.60401642 59 -9.8 539073279 61 54.5% 016 [-0.20,0.52]
harshall 2008 S11.48 0 31816348 37 -1017 434439860 35 458% -0.34 [-0.81,0.13]
Total {95% CI) 96 96 100.0% -0.07 [-0.56, 0.43]
Heterogeneity: Tau®= 0.08; Chi#= 2.83, df=1 (P = 0.09); F= 65% i_1 g 15 T é 1U=
8 Testfor overall effect Z=0.27 (F=0.79) Favours CBT Favours IPT
9 Figure 56: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Elkin 1989 mber 1990 18 g2 26 63 100.0% 0.74[0.48, 1.20]
Total (95% CI) 62 63 100.0%  0.74 [0.46, 1.20]
Total events 18 26
Hetemgenemt:Nutappllcable 'D.D1 Df1 1| 1'D 1DD'
Testfor overall effect £2=1.22 (P=0.22) Favours IPT Favours CBT

10
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1 Figure 57: 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
Elkin 1989/Imhber 19590 22 G2 16 63 100.0% 1.40[0.81, 2.40]
Total (95% CI) 62 63 100.0%  1.40[0.81, 2.40]
Total events 22 16
Heterogenelw:Notappll_cable _ 'U.EI1 Df1 1. 1.D 1EIEI'
Testfor overall effect Z2=1.21 (P =0.22) Favours CBT Favours IPT

2

3 Figure 58: Global functioning endpoint

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CIl
Elkin 1989/ mber 1930 G644 124 59 GBI 124 61 100.0% -0.15 [F0.51, 0.21]
Total (95% CI) 59 61 100.0% -0.15[-0.51, 0.21]
Heterageneity: Mot appllcable oo = P : 0
Testfor averall effect: Z= 083 (P =041} Favours IPT Favours CBT

4

5 Figure 59: Interpersonal problems endpoint

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
Elkin 198%/Imkber 1390 28 049 36 28 049 46 100.0% 0.11 [-0.33, 0.59]
Total (95% CI) 36 46 100.0% 0.11 [-0.33, 0.55]
Heterageneity: Mot applicable 5_1 P % 1 é 1D=
Test for overall effect Z= 049 (P =0E2) Favours IPT Favours CBT

8 More severe: CBT individual (under 15 sessions) versus
9 counselling

10 Figure 60: 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
Kay-Lambkin 201152017 211 114 g8 222 " 89 AT74% -010[-0.39, 0.20]
Ward 2000/King 2000 14.3 108 63 128 83 67 42.6% 014 [-0.21, 0.48]
Total {(95% CI) 151 156 100.0% 0.00 [-0.23, 0.23]
Heterogeneity, Tau®= 0.00; Chi=1.04, di= 1 (P = 0.31); F= 4% f f T I |
] -10 -5 a g 10
Testfor overall effect: Z=0.02 (F = 0.98) Favours CBT Favours counselling

11

12 Figure 61: 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
Kay-Lambkin 201152017 -11.9 756835517 g8 -83 T4 89 529% -0.48[-0.78,-0.18] ||
Ward 2000/King 2000 -13.3 714982517 B3 -12.5 B.36238949 B7  471% -0.12 [-0.46, 0.23]
Total (95% CI) 151 156 100.0% -0.31 [-0.66, 0.04]
Heterogeneity: Tau?= 0.04; Chi*=2.41, df=1 {P=012); * = 59% =-1D 55 p é 1D=
1 3 Testfor overall effect Z=1.71 (F = 0.09) Favours CBT Favours counselling
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1 Figure 62: 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
Ward 2000/King 2000 7 63 5 67 100.0% 1.49[0.50, 4.45]
Total (95% CI) 63 67 100.0%  1.49[0.50, 4.45]
Total evants T ]
Heterageneity: Mot appllcable 'D.D1 Df1 1| 1'IZI 1IZID'
Test far overall effect: Z=0.71 (P =0.48) Favours CET Favours counselling

2

3 Figure 63: 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% Cl IV, Fixed, 85% CI
Kay-Lamhbkin 2011/2017 19 123 a8 214 137 89 100.0% -018[-0.48, 0.11]
Total {95% CI) 88 89 100.0% -0.18 [-0.48, 0.11]
Heterageneity. Mot applicable 5_1 0 % b % 1D=
Testfor overall effect: 2=1.22 (P=0.22) Favours CBT Favours counselling

4

5 Figure 64: Depression symptomatology at 8-9 month follow-up

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
Kay-Larmhbkin 201152017 19.3 123 a8 179 119 89 57.6% 012 [-0.18 0.41]
Ward 2000/King 2000 11.4 108 63 118 96 BT 42.4% -0.04 [-0.38, 0.31]
Total (95% CI) 151 156 100.0% 0.05[-0.17, 0.27]
Heterogeneity: Tau®=0.00; Chi*= 0.44, df=1 (P = 0.50%; F= 0% I t 1 t {
. _ -10 -5 0 8 10
Test for averall effect: Z=0.44 {F = 0.6GE) Favours CBT Favours counselling

6

7 Figure 65: Interpersonal problems 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
Ward 20000King 2000 225 046 62 22 051 BT 100.0% 0.09 [-0.24, 0.44]
Total (95% CI) 62 67 100.0% 0.09 [-0.25, 0.44]
Heterogeneity: Mot applicable 5_1 2 55 3 % 105
Test for averall effect; Z=0.53 (P = 0.60) Favours CBT Favours counselling

8

9 Figure 66: Interpersonal problems at 8-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

Ward 2000/King 2000 206 055 62 213 0454 B7 100.0% -013[F0.47,0.27]

Total (95% CI) 62 67 100.0% -0.13 [-0.47, 0.22]

Heterogeneity: Notapphcable T = b i 10
1 O Testfor averall effect: Z=0.72 (F=0.47) Favours CBT Favours counselling
11
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1 More severe: CBT individual (under 15 sessions) versus

2 computerised-CBT (CCBT)

3 Figure 67: 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, 85% CI
Kay-Lambkin 2009 13.04 10.51 23 17.09 1214 23 38.5% -0.35 F0.93, 0.23]
Kay-Lambkin 201172017 211 1.4 g8 18.8 1289 a7 B61.5% 0.18[-0.10, 0.48]
Total (95% CI) 111 120 100.0% -0.02 [-0.53, 0.49]
Heterogeneity, Tau®= 0.09; Chif= 2.63,di= 1 (P=0.100; F= 62% =-1D =5 3 é 1D=
4 Testfor overall effect: Z=0.07 (P=0.94) Favours CBT Favours CCBT
5 Figure 68: 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
Kay-Lamhbkin 2009 -21.87 718537403 23 -11.48 806813485 23 480% -1.34 [-1.958,-0.69] R
Kay-Lambkin 201172017 -11.9 7.56835517 88 -12.9 85830712 97 52.0% 012017, 0.41]
Total (95% CI) 111 120 100.0% -0.58 [-2.01, 0.85]
Heterogeneity: Tau®=1.00; Chi®=16.39, df=1 (P = 0.0001); F=94% I—1D _55 b é 1D=
6 Testfor overall effect: Z=073 (P =0.43) Favours CBT Favours CCBT
7 Figure 69: 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|
Kay-Lambkin 2003 12 35 g 32 100.0% 1.22[0.59, 2.50]
Total (95% CI) 35 32 100.0% 1.22 [0.59, 2.50]
Total events 12 9
Heterogeneity. Mot applicahble ' t ' !
Testf ; W” ffi 1P§—|:|54 F =044 Iu'm DH 'i 1ID mDI
8 estfor overall effect 2= 0.54 (P =0.58) Favours CBT Favours CCBT
9 Figure 70: 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, Random, 95% CI IV, Random, 95% CI
kay-Lambkin 2009 15846 11.11 23 16.65 1063 23 200% -0.11 [-0.69, 0.47]
kay-Lambkin 201152017 18 123 88 214 124 97  80.0% -0.19 [-0.48, 0.10]
Total (95% CI) 111 120 100.0% -0.18 [-0.43, 0.08]
Heterogeneity: Tau®= 0.00; Chi®= 0.07, df=1 (P = 0.79); F = 0% I—m 5 i 5 10’
1 O Testfor overall effect: Z=1.34 (F=0.18) Favours CBT Favours CCET
11 Figure 71: Depression symptomatology at 9-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, 85% CI
Kay-Larmhkin 2009 2035 1449 23 1365 9545 23 42.0% 0.54 [-0.05,1.13]
Kay-Lamhkin 2011/2017 183 123 aa 07 114 897 58.0% -0.12[-0.41,017]
Total (95% Cl) 111 120 100.0% 0.16 [-0.48, 0.79]
Heterogeneity: Tau®= 0.16; Chi*= 382 df=1 (P =0.05); F=T74% 5_1 0 % 1 } 1D=

Testfor overall effect £=0.49 (F=0.63)

12
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1 Figure 72: Remission at 9-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|
Kay-Lambkin 2003 12 35 14 32 100.0% 0.73[0.41,1.37]
Total (95% CI) 35 32 100.0%  0.73[0.41,1.32]
Total events 12 14
Heterageneity: Nntappll_cahle ) T 0 ] e o0
Test for overall effect Z=1.04 (F =030} Favours CCBT Favours CBT

4 More severe: Cognitive and cognitive behavioural therapies
5 individual versus self-help with support

6 Figure 73: 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
15.1.1 CBT individual {15 sessions or over) versus cognitive bibliotherapy with support
Fonagy 2019 1332 7.6 20 14.84 1011 54 IT.4% -0.17 [F0.68, 0.35]
Subtotal {95% CI) 20 54  27.4% -0.17 [-0.68, 0.35]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.64 (P = 0.52)

15.1.2 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 52 B3 I a4 5.6 7T OT26% 0.05[-0.27, 0.37]
Subtotal (95% CI) 77 77 T2.6% 0.05 [-0.27, 0.37]
Heterogeneity: Mat applicable

Testfor overall effect: Z=0.31 (P = 0.76)

Total (95% CI} a7 131 100.0% -0.01 [-0.28, 0.26]
Heterogeneity: Tau®= 0.00; Chif= 050, df= 1 (P =048 F= 0% l ; 1 ! |
Testfor overall effect 7= 0.07 (P = 0.94) 10 - v > 10
A - Favours CBT Favours self-help wisuppo
7 Testfor subagroup differences: Chif= 040, df=1 (P=048). F=0%
8 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, Random, 95% CI IV, Random, 95% CI
15.2.1 CBT individual (under 15 sessions) versus computerised-CBT (CCBT) with support
Wright 2005 -8.3 6.6 15 -74 6.3 18 12.4% 012 [-0.84, 0.60]
Subtotal (95% CI) 15 15 12.4% -0.12 [-0.84, 0.60]
Heterogeneity: Mot applicable
Testfor overall effect Z=033{P=074)
15.2.2 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 -10.4 4268489189 TYo-109 376961536 7Y  B3E% 012019, 0.44] [ |
Subtotal (95% CI) 7 77 63.6% 0.12 [-0.19, 0.44] [ ]
Heterogeneity: Mot applicable
Testfor overall effect Z=077 (P=0.44)
15.2.3 CBT individual (15 sessions or over) versus cognitive bibliotherapy with support
Fonagy 2019 -5.92 514374377 20 -4.08 720726023 54 24.0% -0.27 [F0.79,0.24] Bl
Subtotal (95% CI) 20 54 24.0% 0.27 [-0.79, 0.24] &
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.03 (P = 0.30)
Total (95% CI) 112 146 100.0% -0.00 [-0.25, 0.25] 1
Heterogeneity: Tau?= 0.00; Chi*=1.76, df= 2 (P = 0.42); F= 0% =-1D 55 s é 1D=
Test for overall effect Z=0.01 (P =0.99) Favours CBT Favours self-help wisuppo

9 Testfor subaroun differences: Chi*=1.76. df=2 (P =042, F=0%
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1 Figure 75: 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
15.3.1 CBT individual {15 sessions or over) versus cognitive bibliotherapy with support
Fanagy 2019 4 20 ] a4 21.4% 216 [0.64, 7.25] S e
Subtotal (95% CI) 20 54  21.4% 2.16 [0.64, 7.25] e —
Total events 4 a

Heterogeneity: Mot applicable
Testfor overall effect Z=1.25 (P =021}

15.3.2 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support

Thase 2018 30 7T 30 77 TBE% 1.00[0.67,1.48] t
Subtotal (95% CI) 7 77 78.6% 1.00 [0.67, 1.48]
Total events 30 30

Heterogeneity: Mot applicable
Testfor averall effect 2= 0.00 (P =1.00)

Total (95% CI) a7 131 100.0% 1.18[0.63, 2.20] -‘-
Total events 34 348
Heterageneity: Tau®= 0.09; Chi*=1.41 df=1 (P =023, F=28% F + t {
Testt Il effect 7= 0.52 (F = 0,50 0.01 o1 10 100
estior overall effect 2= 0.52 (7 = 0.60) Favours self-help wisuppo Favours CBT

2 Testfor subaroup differences: Chi®=1.40,df=1 (P=0.24), F= 288%

3 Figure 76: 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
15.4.1 CBT individual {15 sessions or over) versus cognitive bibliotherapy with support
Fanagy 2019 3 20 16 a4 24.0% 0.51[0.16, 1.558] —
Subtotal (95% CI) 20 54  24.0% 0.51 [0.16, 1.55] —~oniifin—
Total events 3 16

Heterageneity: Mot applicable
Testfor overall effect Z=1.19(P=0.23)

15.4.2 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 14 77 13 77 BB.Y% 1.15[0.58, 2.26] 1
Subtotal {95% CI) 7 77 66.9% 1.15[0.59, 2.26]

Total events 14 13
Heterageneity: Mot applicable

Testfor averall effect Z= 0.42 (P = 0.68)

15.4.3 CBT individual {under 15 sessions) versus computerised-CBT (CCBT) with support

Wiright 2005 2 15 2 15 91% 1.00([0.16, 6.20] S E—
Subtotal {95% CI) 15 15 9.1% 1.00 [0.16, 6.20] ——e
Total events 2 2

Heterogeneity: Mot applicable
Testfor averall effect Z= 0.00 (P =1.00)

Total (95% CI) 112 146 100.0% 0.93 [0.54, 1.62] .
Total events 20 )|
?etﬂngenen\;l:lT?ru :ZD—D% 2(34h|F'=_1D.:3851, df=2 (P =0.46), F=0% Ty oh i o0
estioroverall EC_' =0.24¢ - ) Favours CBT Favours self-help wisuppo
4 Testfor suboroun differences: Chi*=1.83, df=2(P=047. F=0%

5 Figure 77: 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
15.5.1 CBT individual {15 sessions or over) versus computerised-CBT {CCBT) with support
Thase 2018 88 68 T 6.4 45 77 100.0% 0.43[0.11,0.75)
Subtotal {95% CI) 7 77 100.0% 0.43 [0.11, 0.75]

Heterageneity: Mot applicable
Testfor overall effect: Z= 2.69 (P = 0.008)

-0 -5 0 5 10
Favours CBT Favours self-help wisuppo

6 Testfor subaroup differences: Mot applicable
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1 Figure 78: Depression symptomatology at 6-month follow-up

2

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
15.6.1 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 7.8 B T 74 59 77 100.0% -0.07 [-0.38, 0.29]
Subtotal (95% CI) 7 77 100.0% -0.07 [-0.38, 0.25]

Heterageneity: Mot applicable
Testfor overall effect: Z= 0.41 (P = 0.68)

-5 ; 5 10
) . Favours CBT Favours self-help wisuppo
Testfor subgroun differences: Mot applicable

3 Figure 79: Depression symptomatology change score at 3-month follow-up

4

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 8D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
15.7.1 CBT individual {under 15 sessions) versus computerised-CBT (CCBT) with support
Wright 2005 -0 B2 13 -11.3 B.7 13 100.0% 0.20[-0.58, 0.97]
Subtotal (95% CI) 13 13 100.0% 0.20 [-0.58, 0.97]

Heterogeneity: Mot applicable
Test for averall effect: Z= 040 (P = 062}

10 5 0 5 10
Favours CBT Favours self-help wisuppo

Test far subgraup differences: Mot applicable

5 Figure 80: Depression symptomatology change score at 6-month follow-up

6

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
15.8.1 CBT individual (under 15 sessions) versus computerised-CBT (CCBT) with support
Wright 2005 -96 54 13 -111 4 12 100.0% 0.30[-0.49,1.09]
Subtotal (95% CI) 13 12 100.0% 0.30 [-0.49, 1.09]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.74 (F = 0.46)

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

Test far subgroup differences: Mot applicable

7 Figure 81: Quality of life endpoint

8

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
15.9.1 CBT individual {15 sessions or over) versus cognitive bibliotherapy with support
Fonagy 2019 0.83 0.03 20 079 002 54 100.0% 1.7211.13,2.300 !
Subtotal (95% CI) 20 54 100.0% 1.72[1.13, 2.30]

Heterogeneity: Mot applicahle

Test for averall effect Z= 4574 (P <= 0.00001)
-0 -5 0 5 10
Favours self-help w'suppo  Favours CBT

Test far subaroup differences: Mot apnlicable

9 Figure 82: Global functioning endpoint

10

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
15.10.1 CBT individual {15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 9.4 8.3 7714 107 77 100.0% -0.20 F0.52,0.12]
Subtotal (95% CI) 77 77 100.0% -0.20 [-0.52,0.12]

Heterageneity: Mot applicable
Test for overall effect £=1.23{(P=0.22)

10 5 0 5
_ _ Favours self-help wisuppo Favours CBT
Test for subaroup differences: Mot applicable
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1 Figure 83: Global functioning at 3-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
15.11.1 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 1.2 1.7 77748 10 77 100.0% -0.33 [-0.65,-0.01]
Subtotal (95% CI) 77 77 100.0% -0.33 [-0.65, -0.01]

Heterageneity Mot applicable
Test for overall effect 2= 2.03 (P =0.04)

10 5 0

5 10
. . Favours self-help wisuppo Favours CBT
2 Test for subgroup differences: bot applicahle
3 Figure 84: Global functioning at 6-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
15.12.1 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 737 104 T34 0N 77 100.0% 0.03[-0.29, 0.34]
Subtotal (95% CI) 77 77 100.0% 0.03 [-0.29, 0.34]
Heterogeneity: Mot applicable
Test for overall effect: Z=0.17 (P = 0.86)
10 -5 0 5 10
. . Favours self-help wisuppo Favours CBT
4 Test for subgroup differences: bot applicahle
5 Figure 85: Interpersonal problems endpoint
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
15.13.1 CBT individual (15 sessions or over) versus cognitive bibliotherapy with support
Fonagy 20149 1.56 014 20 16 041 54 357% -0.35 [-0.87, 0.16]
Subtotal (95% CI) 20 54 357% -0.35[-0.87, 0.16]
Heterogeneity: Mot applicable
Test for overall effect: Z=1.34 (P =0.18)
15.13.2 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 116.3 357 F7 1151 243 7T B4.3% 0.04 [[0.28,0.39]
Subtotal (95% CI) 77 77 64.3% 0.04 [-0.28, 0.35]
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.23 (P = 0.82)
Total {95% CI) a7 131 100.0% 0.10 [-0.47, 0.26]
Heterogeneity: Tau?=0.03; Chi*= 1.60, df=1 (P=0.21% F= 37% I { 1 ! |
Testf Il effect: Z= 0.55 (P = 0.58 10 - o > 10
estioroverall & EC_' =055¢ T ) Favours CBT Favours self-help wisuppo
6 Test for subgroup differences: Chi®=1.60, df=1 (P =0.21), F= 37.3%
7 Figure 86: Interpersonal problems 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
15.14.1 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 605 367 T OBES 3 7T 100.0% -0.19 [-0.50,0.13]
Subtotal (95% CI) 77 77 100.0% -0.19 [-0.50,0.13]
Heterageneity: Mot applicable
Test for overall effect Z=1.16 {P = 0.25)
10 -5 0 5 10

) ) Favours CBT Favours self-help wisuppo
8 Test for suboroup differences: Mot applicable
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1 Figure 87: Interpersonal problems at 6-month follow-up

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

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

15.15.1 CBT individual (15 sessions or over) versus computerised-CBT (CCBT) with support
Thase 2018 aFT7 3FT 7T OB42 336 77 100.0% -018[-0.80,013)
Subtotal {95% CI) ir 77 100.0% -0.18 [-0.50, 0.13]
Heterageneity Mot applicable

Test for overall effect Z2=1.14 (P = 0.26)

Test for subgroup differences: Mot apnlicable

0 5 10

£
Favours CBT Favours self-help wisuppo

4 More severe: Dialectical behavioural therapy (DBT) individual

5 versus CBT group (under 15 sessions)

6 Figure 88: 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

Sahranavard 2018 147 177 10 1745 3.03 10 100.0% -1.08[-2.03,-0.13]

Total (95% Cl) 10 10 100.0% -1.08 [-2.03, -0.13] ‘

Heterogeneity: Mat applicable 5_1 5 55 5 % 1D=
7 Testfor overall effect Z=2.22 (P =0.03) Favours DBT individual Favours CBT group
8 Figure 89: 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

Sahranavard 2018 177 1.88119643 10 -163 210770017 10 100.0% -0.67 [-1.58,0.24]

Total (85% CI) 10 10 100.0% 20.67 [1.58, 0.24]

Heterogeneity: Mot applicable 5_1 p 55 p é 1D=

Testfor overall efiect Z=1.45(P=015) Favours DBT individual Favours CBT group
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1 More severe: Cognitive and cognitive behavioural therapies
2 individual versus SSRI

3 Figure 90: 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
17.1.1 Third-wave cognitive therapy individual versus citalopram
Kheirabadi 2020 13 122 16 2TE N 12 30.0% 1
Subtotal {95% CI) 16 12 30.0% A.21[-2
Heterogeneity: Mot applicable
Test for overall effect: 2= 2.88 (P = 0.004)

-1.21 [-2.03,-0.39] -
2.0

3,-0.39] <>

17.1.2 CBT individual (under 15 sessions) versus escitalopram

Farabaugh 2015 104 6.28 15 1255 925 11 323% -0.2
Subtotal (95% CI) 15 11 32.3% -0.2

Heterogeneity: Mot applicahle
Test for overall effect: 2= 068 (P = 0.50)

bty

01) -

-

-
-l
[=]=]
hon

17.1.3 CBT individual {15 sessions or over) versus any S5RI

L2014 42 41 12 Ga 45 i\ 3T T% -0A1 121,019 —i
Subtotal (95% CI) 12 25 3IT.T% 40.51 [1.21,0.19] &
Heterogeneity: Mot applicahle

Testfor overall effect Z=1.44 (P=0.15)

Total {95% CI) 43 48 100.0%  0.64[1.17,-0.12] *

Heterogeneity: Tau®=0.06; Chi*= 2.82, df= 2 (P =0.24), F= 249% I t t {
. -10 -8 0 ] 10
Testfor overall effect Z=2.41 (P =002 Favours CET Favours SSRI

4 Testfor subgroup differences: Chif= 282, df=2(P=024) F=282%

5 Figure 91: Depression symptomatology change score

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
17.2.1 Third-wave cognitive therapy individual versus citalopram
Kheirabadi 2020 -24.2 1344172608 16 -18 853822713 12 3223% -0.82[-1.28,0.24] —
Subtotal (95% CI) 16 12 32.2% -0.52 [-1.28, 0.24] ‘-
Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.33{P=018)

17.2.2 CBT individual (under 15 sessions) versus escitalopram

Farabaugh 2015 -8.8 41586416 18 -5.45 638254651 11 29.3% -0.62[-1.42,018]
Subtotal (95% CI) 15 11 29.3% -0.62 [-1.42, 0.18]
Heterogeneity: Mot applicahle

Testfor overall effect: Z=153 P =013)

L 1]

17.2.3 CBT individual (15 sessions or over) versus any SSRI

Zu 2014 -9.6 2.4 12 -64 6.3 29 38.5% -0.46 [-1.15, 0.24] :’
Subtotal (95% CI) 12 25  38.5% -0.46 [-1.15, 0.24]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.28P=0.20)

Total (95% CI) 43 48 100.0% -0.53 [-0.96, -0.09] "
Heterogeneity Tau®=0.00; Chi#=0.10,df= 2 (P =0.95); F=0% '-10 55 b é 10'
Testfor overall effect: Z=2.38(P=002 Favours CBT Favours SSRI

6 Test for subaroup differences: ChF= 010, df=2 (P = 0.95), F= 0%

7 Figure 92: 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
17.3.1 CBT individual {15 sessions or over) versus any SSRI
Zu 2014 ] 30 12 BO 100.0% 1.80([0.71, 3.16]
Subtotal (95% CI) 30 60 100.0%  1.50[0.71, 3.16]
Total events ] 12
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.07 (P =0.28)

0.01 0.1 1 10 100
Favours SSRI1 Favours CBT
8 Test for subgroup differences: Mot applicahle
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1 Figure 93: 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|
17.4.1 CBT individual {15 sessions or over) versus any SSRI
Zu 2014 18 30 35 GO 100.0% 1.03[0.72,1.48]
Subtotal (95% CI) 30 60 100.0%  1.03[0.72,1.48]
Total events 18 34

Heterageneity: Mot applicable
Test for overall effect Z=015(F = 0.88)

0.01 0.1 1 10 100
. ) Fawours CBT Favours SSRI
2 Test for subaroup differences: Naot applicable

3 Figure 94: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 50 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17.5.1 CBT individual {under 15 sessions) versus escitalopram
Farabaugh 2015 454 822 14 45 1095 11 100.0% 0.04 [-0.74, 0.82]
Subtotal (95% CI) 15 11 100.0% 0.04 [-0.74, 0.82]

Heterogeneity: Mot applicable
Test for overall effect: Z=010(F =043
-10 -5 0 5 10
Favours CBT Favours SSRI

4 Testfor subaroup differences: Mot applicable

5 Figure 95: 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
17.6.1 CBT individual {15 sessions or over) versus any S5RI
Zu 2014 86 &7 12 49 494 25 100.0% -0.14 [F0.83, 0.54]
Subtotal (95% Cl) 12 25 100.0% -0.14 [-0.83, 0.55]

Heterogeneity: Mot applicable
Test for overall effect: 2= 0.39 {F = 0.649)
-10 -5 0 5 10
Favours CBT Favours SSRI

Testfor subaroup differences: Mot applicable
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1 More severe: Cognitive and cognitive behavioural therapies
2 individual versus TCA

3 Figure 96: 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
18.1.1 CBT individual {15 sessions or over) versus amitriptyline
Hautzinger 19596 8.5 5.8 33 8.8 6.8 24 148% -0.08 [0.57, 0.48]
Subtotal (95% CI) 33 24 145% -0.05 [-0.57, 0.48]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.18 {P = 0.86)
18.1.2 CBT individual (15 sessions or over) versus imipramine
Elkin 1989/ mber 13580 10.7 ra LE] 9.8 7.8 a7 20.0% 011 [0.25, 0.48] T
Hollon 19592 13.3 10 25 142 10 ar  16.2% -0.09 [-0.56, 0.38] -
Rush 1877/Kovacs 1981 726 774 189 1745 1247 22 11.4% -0.895 [-1.60,-0.30] -
Subtotal (95% CI) 103 136  47.6% -0.25 [-0.80, 0.30] L
Heterogeneity: Tau*=0.17; Chi®=7.80, df= 2 (P = 0.02); F=T4%
Testfor overall effect: Z=0.89 (P = 0.37)
18.1.3 CBT individual (15 sessions or over) versus nortriptyline
Murphy 1984 642 616 14 T o5M 16 11.1% -0A0F0FY, 0.57] -
Subtotal (95% CI) 19 16 11.1% -0.10 [-0.77,0.57] <
Heterogeneity: Mot applicahle
Testfor overall effect: Z=029 (P =077}
18.1.4 CBT individual (under 15 sessions) versus any TCA
Mckinight 19582 14.85 1011 22 10358 ™11 21 12.4% 050 F0A10,1.11] =
Subtotal (95% CI) 22 21 124% 0.50 [-0.10,1.11] »
Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.62 (P=0.10)
18.1.5 CBT individual (under 15 sessions) versus amitriptyline
Scott 1992 6.7 6.1 24 ] 8.5 26 14.4% -07 FO.71, 0.36] -
Subtotal (95% CI) 29 260 14.4% -0.17 [-0.71, 0.36] L 3
Heterogeneity: Mot applicahle
Testfor overall effect: £= 065 (P = 0.52)
Total (95% CI) 206 223 100.0% -0.08 [-0.36, 0.20] [
Heterogeneity: Tau®= 0.07; Chi*=11.82, df= 6 (P = 0.07%; P = 48% ' ! 1 |

. -10 -4 i ] 10
Testfor overall effect: Z= 057 (P = 0.87) Favours CBT Favours TCA

4 Testfor subagroup differences: Chif=390 df=4 (P=042) F=0%
5 Figure 97: 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
18.2.1 CBT individual {15 sessions or over) versus imipramine
Elkin 1983mber 19390 -8.9 560401642 a9 -9.7 530848378 a7 206% 015 [-0.22, 0.51]
Hallan 1892 -10.8 7.34778878 25 -96 T.O7T106781 a7 18.3% -0.17 [-0.64, 0.30]
Rush 197 Pikovacs 1981 -2295  518BT1TES 19 -12.64 884441632 22 14.0% -1.37 [-2.06, -0.68] -
Subtotal (95% CI) 103 136 52.9% -0.41 [-1.18, 0.35]
Heterogeneity: Tau®= 0.39; Chi®=14.53, df= 2 (P = 0.0007), F= 86%
Testfor overall effect: £=1.06 (P = 0.29)
18.2.2 CBT individual {15 sessions or over) versus nortriptyline
Murphy 1984 -12.05 444630183 189 -12.69 336723923 16 14.4% 016 [-0.581, 0.82] T
Subtotal (95% CI) 19 16  14.4% 0.16 [-0.51, 0.82] L 3
Heterogeneity: Mot applicable
Test for overall effect. Z=0.46 (P =0.64)
18.2.3 CBT individual {under 15 sessions) versus any TCA
Mcknight 1992 -17.96 B.96077223 22 -16.64 504000992 21 1587% -0.21 [F0.81, 0.39] -
Subtotal (95% CI) 22 21 15.7% -0.21 [-0.81, 0.39] L 3
Heterogeneity: Mot applicable
Testfor overall effect: Z= 0,69 (F = 0.49)
18.2.4 CBT individual {under 15 sessions) versus amitriptyline
Scott 1992 -11.6 411825206 28 -10.2 582672196 26 17.0% -0.28 [-0.81, 0.29] =T
Subtotal (95% CI) 29 26  17.0% -0.28 [-0.81, 0.25] L
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.04 (P = 0.30)
Total (95% CI) 173 199 100.0% -0.25 [-0.64, 0.14] .l
Heterogeneity: Tau®= 0.15; Chi*=15.64, df= 5 (P = 0.008); = 68% =-1D 55 p é 1D=
Testfor overall effect: Z=1.27 (P =0.20) Favours CBT Favours TCA

6 Testfor subgroup differences: Chi*=1.48, df= 3 {F = 0.69), F=0%
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1 Figure 98: 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
18.3.1 CBT individual (15 sessions or over) versus any TCA
Elackburn 1981 16 22 11 20 18.7% 1.32[0.82, 212 ™
Subtotal (95% CI) 22 20 18.7% 1.32[0.82, 2.12] -
Total events 16 11

Heterageneity: Mot applicable
Testfor overall effect Z=1.16 (F =0.249)

18.3.2 CBT individual (15 sessions or over) versus imipramine

Elkin 198%/mber 1990 19 G2 21 63 17.4% 0.921[0.55, 1.53] —

Hollon 1982 8 24 17 a7 12.5% 1.07 [0.583, 2.14] —

Rush 197 FiKovacs 1881 14 19 5 22 104% 347 [1.55 7.77] —
Subtotal (95% CI) 106 142 40.3% 1.44 [0.68, 3.06] -
Total events 42 43

Heterogeneity: Tau®=0.33; Chif= 777, df= 2 (P =0.02), F=74%
Test for overall effect: Z=0.94 (F =0.35)

18.3.3 CBT individual (under 15 sessions) versus any TCA
Mckniaht 19592 18 23 149 23 1894% 0.95[0.71,1.26]

%
!

Subtotal (95% CI) 23 23 254% 0.95[0.71, 1.26] L 3
Total events 18 149
Heterageneity: Mot applicable
Testfar averall effect Z=0.37 (F=0.71)
18.3.4 CBT individual (under 15 sessions) versus amitriptyline
Scott 1992 12 30 14 3157 % 0.83[0.47 1.46] =
Subtotal (95% Cl) 30 31 157% 0.83 [0.47, 1.46] -4
Total events 12 14
Heterageneity: Mot applicable
Test far averall effect: Z=0.66 (P =0.41)
Total (95% CI) 181 216 100.0% 1.14 [0.83, 1.57] &»
Total events g8 g8
hoe 2 - 2= — — SR = : : l I
et L i
i ) avours TCA Favours CBT
2 Test for subgroup differences: Chif= 273, df= 3 (P =044, F=0%

50
Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
(November 2021)



DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

1 Figure 99: 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
18.4.1 CBT individual (15 sessions or over) versus amitriptyline
Hautzinger 1996 10 40 18 | 01% 0.53[0.28, 0.949] —
Subtotal (95% CI) 40 38 204% 0.53 [0.28, 0.99] -
Total events 10 18

Heterageneity: Mot applicable
Test for overall effect: Z=1.98 (F =0.05)

18.4.2 CBT individual (15 sessions or over) versus imipramine

Elkin 198%/mber 1990 22 G2 25 63 39.2% 0.89[0.57, 1.41] —a—
Hollon 1982 ] 24 24 a7 22.4% 0.82[0.45,1.49] — .
Rush 197 FiKovacs 1881 1 19 2 22 1.5% 0.58 [0.06, 5.89]

Subtotal (95% CI) 106 142 63.0% 0.86 [0.60, 1.23] <
Total events 32 52

Heterageneity: Tau®=0.00; Chi*=016,df =2 (FP=092), F=0%
Test for overall effect: Z=0.84 (F=0.40)

18.4.3 CBT individual {15 sessions or over) versus any TCA

Elackburn 1981 a 22 a 20 13.9% 0.91 [0.42, 1.96] "

Subtotal (95% Cl) 22 20 13.5% 0.91 [0.42, 1.96] -

Total events a a

Heterageneity: Mot applicable

Testfar averall effect Z=0.24 (F =081}

18.4.4 CBT individual (under 15 sessions) versus any TCA

Meckniaht 19582 1 23 2 23 1.5% 0.50[0.05, 5.14]

Subtotal (95% Cl) 23 23 1.5% 0.50 [0.05, 5.14] —ee N ——

Total events 1 2

Heterageneity: Mot applicable

Test far averall effect: Z=0.58 (F = 0.56)

18.4.5 CBT individual (under 15 sessions) versus amitriptyline

Scott 1952 1 30 ] kil 1.8% 0.21[0.03,1.67] -1

Subtotal (95% Cl) 30 3 1.8% 0.21 [0.03, 1.67] ——ee

Total events 1 ]

Heterageneity: Mot applicable

Testfor averall effect Z=1.48 (P =0.14)

Total (95% CI) 21 254 100.0% 0.76 [0.57, 1.01] L

Total events 52 as

Heterogeneity: Tau?= 0.00; Chi*= 379, df=6(F=071) F=0% f f f |

Testfo?overgll effect Z= 1I.91 {P= D.Elé) ( ’ 0.01 b1 10 Too

i ) Fawours CBT Favours TCA

2 Test for subgroup differences: Chi*= 355, df=4 (F=0471, F=0%

3 Figure 100: Depression symptomatology at 1-month follow-up

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
18.5.1 CBT individual (15 sessions or over) versus nortriptyline
Murphy 1984 6.63 7.08 19 612 5.24 16 100.0% 0.08 [0.59, 0.74]
Subtotal {95% CI) 19 16 100.0% 0.08 [-0.59, 0.74]

Heterogeneity: Mot applicable
Testfor overall effect Z=023 (P=082

10 5 0 5 10
Favours CBT Favours TCA
4 Test for subaroup differences: Mot applicable

5 Figure 101: 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
18.6.1 CBT individual {15 sessions or over) versus amitriptyline
Hautzinger 1996 4 oay 32131 81 24 100.0% -0.82[1.38,-0.27] !
Subtotal (95% CI) 32 24 100.0% -0.82 [-1.38, 0.27]

Heterogeneity: Mot applicable
Testfor averall effect: £=2.82 (P = 0.003)

1 1
-10 -5 0 a 10
Favours CBT Favours TCA
6 Test for subgroup differences: Mot applicable
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1 Figure 102: Remission at 12-month follow-up (ITT)

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

Risk Ratio
M-H, Fixed, 95% CI

18.7.1 CBT individual {15 sessions or over) versus imipramine

Rush 1977/ Kovacs 1931 12 19 B 22 100.0% 2.3211.08, 4.57]
Subtotal (95% CI) 19 22 100.0%  2.32[1.08,4.97]
Total events 12 B

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

S

0 10

0. 100
, . Favours TCA Favours CBT
2 Testfor suboroup differences: Mot apnlicable
3 Figure 103: Global functioning 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
18.8.1 CBT individual {15 sessions or over) versus imipramine
Elkin 138%/1mber 1930 644 124 59 G674 123 57 E1.6% -0.24 FOET,012]
Hollon 1992 641 17.8 25 B28 178 ar  384% 0.07 [-0.40, 0.54]
Subtotal (95% CI) a4 114 100.0% -0.12 [-0.42, 0.18]
Heterogeneity: Tau®=0.00; Chi*=1.07, df=1 (P =030}, *F=6%
Testfor averall effect Z= 078 (F=043)
-10 -5 0 5 10
) . Favours TCA Favours CBT
4 Testfor subaraup differences: Mot apnlicable
5 Figure 104: Interpersonal problems endpoint
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
18.9.1 CBT individual (15 sessions or over) versus imipramine
Elkin 198%/Imkber 1390 28 049 36 28 049 37 100.0% 0.00[-0.46, 0.46]
Subtotal (95% CI) 36 37 100.0% 0.00 [-0.46, 0.46]
Heterogeneity: Mot applicable
Test for overall effect: Z=0.00 {F =1.00)
10 5 0 3 10
) . Favours CBT Favours TCA
Testfar subdroup differences: Mot apnlicable
8 More severe: CBT individual (15 sessions or over) versus
9 venlafaxine
10 Figure 105: 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
kennedy 2007 108 76 12 741 44 12 100.0% 0.81 [F0.30,1.33]
Total {95% CI) 12 12 100.0% 0.51 [-0.30, 1.33]
ity i I } 1 } |
Heterogeneity: Mot applicable oo = b : 10

Testfor averall effect £=1.23(F=0.22)

11

12 Figure 106: Depression symptomatology change score

Favours CBT Favours venlafaxine

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
Kennedy 2007 -11.8 5.24595082 12 -14.09 649191805 12 100.0% 0.42[-0.39,1.23]
Total (95% CI) 12 12 100.0% 0.42[-0.39,1.23]
Heterogeneity: Mot applicable oy 15 7 é 1D=
1 3 Testfor overall effect Z=1.02 (P =031} Favours CBT Favours venlafaxine
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1 Figure 107: 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|
Kennedy 2007 ] 17 g 14 100.0% 081 [0.22,1.22] B
Total (95% CI) 17 14 100.0%  0.51[0.22,1.22] B
Total events a a
Heterageneity: Nntappllcahle T 0 e o0
Testfor averall effect Z=1.50 (F = 0.13) Favours venlafaxine Favours CBT

2

3 Figure 108: 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
Kennedy 2007 7 17 q 14 100.0% 064 [0.32,1.28] ~
Total (95% CI) 17 14 100.0%  0.64 [0.32, 1.28] B
Total events 7 g
Heterogeneity: Nntappllcable 'D.D1 Df1 1'D 1DD'
Testfor overall effect =127 (FP=0.21) Favours venlafaxine Favours CET

4

5 Figure 109: 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
Kennedy 2007 ] 17 2 14 100.0% 206 [0.47, 9.04] —
Total (95% CI) 17 14 100.0%  2.06 [0.47, 9.04] =l
Total events a 2
Heterogeneity: Nntappll_cable B 'D.D1 D!1 1'D 1DD'
Testfor overall effect 2= 036 (F = 0.34) Favours CBT Favours venlafaxine

8 More severe: CBT individual (15 sessions or over) versus
9 any AD

10 Figure 110: Depression symptomatology endpoint

Experimental Control $td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Blackburn 1997 1mns 7.2 24 11488 BS9B 38 257% -015[-0.66, 0.36]
Marshall 2008 6.3 4.81 3r 47 532 30 287% 0.31 F047, 0.80]
Qilty 2014 814 628 54 819 B.08 50 45.6% -0.01 [-0.349, 0.38]
Total (95% CI) 115 118 100.0% 0.05 [-0.21, 0.31]
Heterogeneity: Tau®= 0.00; Chi®=1.82, df= 2 (P = 0.40); F= 0% I 1 T 1 {
] -10 -5 0 5 10
Testfor overall effect Z=036 (P=0.72) Favours CBT Favours any AD

11

12 Figure 111: Depression symptomatology change score

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean §D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Blackburn 1997 -9.5 4.88TVINTH 24 -8.8 474 3| 31E% -0.14 [0.64, 0.37]
Marshall 2008 -11.48 31816348 37 -13.83 354265437 30 321% 0.69[0.20,1.149] il
Quilty 2014 -8.77  416B1373 84 -8.23 4.0545594 a0 36.3% -0.13 051, 0.26]
Total (95% CI) 115 118 100.0% 0.13 [-0.39, 0.66]
Heterogeneity: Tau= 0.16; Chif= 7.73, df= 2 (P = 0.02); F= 74% t t T t |
Testfor overall effect Z=0.49 (P = 0.63) 1o - v 3 10
1 3 . . . Favours CBT Favours any AD
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1 Figure 112: 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|
Elackhurn 1997 a8 27 g 48 100.0% 1.58 [0.69, 3.61] ]
Total (95% CI) 27 48 100.0%  1.58 [0.69, 3.61] L
Total events a q
Heterageneity: Nntappllcahle o o 1 100
Test for overall effect Z=1.08 (F=0.28) Favours any AD Favours CBT

2

3 Figure 113: 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
Blackhurn 1997 3 e 10 48 100.0% 053 [0.16,1.77] —
Total (95% CI) 27 48 100.0%  0.53[0.16,1.77] —~alii——
Total events 3 10
Heterogeneity: Nntappllcable 'D.D1 Df1 1'D 1DD'
Testfor overall effect Z=1.03 (F=0.30) Favours CBT Favours any AD

6 More severe: CBT individual (15 sessions or over) versus pill
7 placebo

8 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, 95% CI
Elkin 19880mhber 1990 107 7.4 58 132 78 62 100.0% -0.32 [0.68, 0.04]
Total (95% CI) 59 62 100.0% -0.32 [-0.68, 0.04]
Heterogeneity. Mot applicable I_1 0 I5 1 % 1D=
Testfor overall effect: Z=1.73 (P = 0.08) Favours CBT Favours pill placeba

9

10 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
Elkin 1989 Imber 1990 -8.9 560401642 59 -6.3 530848378 62 100.0% -0.47 [-0.84,-0.11]
Total (95% CI) 59 62 100.0% -0.47 [-0.84, -0.11] L]
Heterogeneity: Mot applicable =-1D 15 7 é 1D=
1 1 Testfor averall effect 2= 257 (P =0.01) Favours CBT Favours pill placebo
12 Figure 116: 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
Elkin 1989/ mber 1990 14 B2 10 62 100.0% 1.90 [0.96, 3.79]
Total (95% CI) 62 62 100.0% 1.90 [0.96, 3.75] -*
Total events 14 10
Hetemgenemy:Nutappllcable 'u.m Df1 1'D 1DD'
Testfor overall effect 2= 1.85 (F = 0.06) Favours pill placebo Favours CET

13
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1 Figure 117: 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, 85% CI
Elkin 1989 1mber 1990 22 B2 25 62 100.0% 0.88 [0.56,1.39]
Total (95% CI) 62 62 100.0%  0.88[0.56,1.38]
Total events 22 25
Heterugenemy:Natappllcable 'EI.D1 Df1 1| 1'D 1E|E|'
2 Testfor overall effect 2= 0,55 (P = 0.58) Favours CBT Favours pill placebo
3 Figure 118: 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, 95% CIl
Elkin 188%mber 1990 644 124 59 G616 123 62 100.0% 0.23[013, 0599
Total (95% Cl) 59 62 100.0% 0.23 [-0.13, 0.58]
Heterogeneity: Mot apphcable T = P L 0
4 Testfar averall effect Z=123(P=022 Favours pill placebo  Favours CET
5 Figure 119: Interpersonal problems endpoint
Experimental Control $td. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Elkin 198%/mkber 1890 29 048 el 31 04 34 100.0% -0.22 [-0.69, 0.29]
Total {95% Cl) 36 34 100.0% 0.22 [-0.69, 0.25]
Heterogeneity, Mot applicable 5_1 2 % 1 % 1D=
Test far overall effect: £= 092 (P = 0.36) Favours CBT Favours pill placebo
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1 More severe: Cognitive and cognitive behavioural therapies
2 individual + AD versus AD

3 Figure 120: 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
22.1.1 CBT individual (under 15 sessions) + escitalopram versus escitalopram
Lam 2013 125 494 43 128 84 51 167% -0.03[-0.43, 0.36]
Subtotal {95% CI) 48 5 16.7T% -0.03 [-0.43, 0.36]

Heterogeneity: Mot applicable
Testfor overall effect Z=017 (P=0.87)

22.1.2 CBT individual {15 sessions or over) + amitriptyline versus amitriptyline

Hautzinger 1996 g a5 32 88 68 24 152% -0.13[-0.66, 0.40]

Subtotal {95% CI) 32 24 15.2% -0.13 [-0.66, 0.40]

Heterogeneity: Mot applicable

Testfor overall effect: Z=048 (P =0.63)

22.1.3 CBT individual {15 sessions or over) + imipramine versus imipramine

Hallan 1982 105 10 28 142 10 57 15.8% -0.37 [-0.84, 0.11] =

Subtotal (95% CI) 25 57 15.8% -0.37 [0.84, 0.11] L

Heterogeneity: Mot applicahle

Testfor overall effect Z=152 (P=0.13)

22.1.4 Combined CBT arm (CBT 15+ sessions & third-wave) + any AD versus any AD

Ashouri 2013 172 374 20 25485 3485 13 10.9% -220[-3.10,-1.30] —_

Subtotal (95% CI) 20 13 10.9% -2.20 [-3.10, 1.30] L 3

Heterogeneity: Mot applicahle

Test for overall effect: Z=4.80 (P = 0.00001)

22.1.5 CBT individual (under 15 sessions) + any 55Rlversus any S5RI

Magern 2011 56 27 17 945 24 17 1258% -1.36[-2.11,-0.60] —

Subtotal (95% CI) 17 17 12.5% -1.36 [-2.11, 0.60] <&

Heterogeneity: Mot applicahle

Test for overall effect Z= 3.3 (P =0.0004)

22.1.6 CBT individual {15 sessions or over) + any S5Rl versus any SSRI

L2014 58 4z 43 Ga 45 25 156% -0.14 [-0.63, 0.36] -

Subtotal (95% CI) 43 25 15.6% -0.14 [0.63, 0.36] *

Heterogeneity: Mot applicahle

Test for overall effect: Z= 055 (P = 0.58)

22.1.7 CBT individual {under 15 sessions) + any AD versus any AD

Scott 1987 135 a3 18 165 E8 16 13.3% -048 117, 0.20] =

Subtotal (95% CI) 18 16 13.3% -0.48 [-1.17, 0.20] L

Heterogeneity: Mot applicahle

Test for averall effect =138 (F=017)

Total (95% CI) 203 203 100.0% -0.58 [-1.03, 0.13] L

Heterogeneity Tau®= 0.28; Chi®= 27.08, df=6 (F = 0.0001}); I*=78% :-10 55 D é 10:

Test for overall effect: Z= 280 (P =0.01) Favours CBT + AD Favaurs AD
4 Test for subgroun differences: Chi®= 27.08, df=6 (P = 0.0001), F=77.8%
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1 Figure 121: 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% Cl
22.2.1 CBT individual (under 15 sessions) + escitalopram versus escitalopram
Lam 2013 -158.7 a8 43 -14.3 8.3 41 28.0% -0.16 [-0.56, 0.23]
Subtotal {95% CI) 48 51 28.0% -0.16 [-0.56, 0.23]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.81 (P=042)
22.2.2 CBT individual {15 sessions or over) + imipramine versus imipramine
Hollon 1892 -13.2 7.00285656 25 -9.6 T.O0TI06781 &7 267%  -0.51 [0.95,-0.03 =
Subtotal {95% CI) 25 57 26.7% -0.51 [-0.98, -0.03] L ]
Heterogeneity: Mot applicable
Test for overall effect: Z=2.08 (P = 0.04)
22.2.3 Combined CBT arm (CBT 15+ sessions & third-wave) + any AD versus any AD
Ashouri 2013 -18.85 4.03 20 -8.75 453305636 13 191% -226 [F317,-1.38] —
Subtotal (95% CI) 20 13 19.1%  -2.26 [-3.17,-1.35] <
Heterogeneity: Mot applicable
Test for overall effect 2= 4.88 (P = 0.00001)
22.2.4 CBT individual (15 sessions or over) + any $5Rl versus any S5RI
Zu 2014 -9.8 4.7 43 -689 6.8 25 26.3% -0.52 [-1.02,-0.02] R
Subtotal {95% CI) 43 25  26.3% -0.52[-1.02, -0.02] L]
Heterogeneity: Mot applicable
Test for overall effect £=2.02 (F=0.04)
Total (95% CI) 136 146 100.0% -0.75[-1.38, -0.11] ‘
Heterogeneity: Tau?= 0.33; Chi= 17.22, df = 3 (P = 0.0006); F= 83% He x 5 i e
Test for overall effect Z=231 (P=0.02) Favours CBT + AD Favours AD
2 Test for subgroup differences: Chi®=17.22, df= 3 (P =0.0006), = 82.6% ' '
3 Figure 122: 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
22.3.1 CBT individual (under 15 sessions) + escitalopram versus escitalopram
Lam 2013 25 a2 24 A3 358% 1.06 [0.71,1.87]
Subtotal (95% CI) 52 53 35.8% 1.06 [0.71, 1.57]
Total events 25 24
Heterageneity: Mot applicable
Testfor overall effect Z=028(F=077)
22.3.2 CBT individual (15 sessions or over) + imipramine versus imipramine
Hollon 18492 12 25 ir AT 184% 1.61 [0.81, 2.85] I
Subtotal (95% CI) 25 57T 18.4% 1.61 [0.91, 2.85] *
Total events 12 17
Heterageneity: Mot applicable
Testfar overall effect Z=1.64 (F=010)
22.3.3 CBT individual {15 sessions or over) + any TCA versus any TCA
Blackburn 1981 18 22 11 0 291% 1.49[0.586, 2.34] i
Subtotal (95% CI) 22 20 201% 1.49 [0.96, 2.32] .-
Total events 18 11
Heterageneity: Mot applicable
Testfar overall effect: Z=1.76 {F = 0.08)
22.3.4 CBT individual (15 sessions or over) + any SSRIversus any SSRI
Fu 2014 23 a1 12 B0 167% 1.92 [1.05, 3.45] "
Subtotal (95% CI) 60 60  16.7% 1.92 [1.05, 3.49] -‘
Total events 23 12
Heterageneity: Mot applicable
Testfor overall effect Z= 213 (F=003)
Total (95% Cl) 159 190 100.0% 1.39 [1.08, 1.80] 0
Total events 7y 3]
Heterogeneity: Tau = 001, ChF=3.30,di=3 (P=0239), F=9% 'D.D1 DH 1'E| 1E|E|'
Test for overall effect, £2= 2.8 (P = 0.010) Favours AD  Favaurs CBT + AD
4 Testfor subaroup differences: Chi*= 3.27, df= 3 (P = 0.35), F= 8.2% ! :
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1 Figure 123: 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|
22.4.1 CBT individual {under 15 sessions) + escitalopram versus escitalopram
Larm 2013 29 A2 29 A3 100.0% 1.02[0.72, 1.44]
Subtotal (95% CI) 52 53 100.0%  1.02[0.72,1.44]
Total events 28 24

Heterageneity: Mot applicable
Test for overall effect Z=0.11 (F =091}

0.01 0.1 1 10 100
Favours AD  Favours CBT +AD

2 Test for subaroup differences: Naot applicable

3 Figure 124: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl NM-H, Random, 95% CI
22.5.1 CBT individual (under 15 sessions) + escitalopram versus escitalopram
Larn 2013 2 52 3 53 B54% 068[0.12, 3.90 ——
Subtotal (95% CI) 52 53 654% 0.68 [0.12, 3.90] —eel———
Total events 2 3

Heterogeneity: Mot applicahle
Test for averall effect: Z=0.43 (P = 0.66)

22.5.2 CBT individual (15 sessions or over) + imipramine versus imipramine

Hallon 1982 0 25 10 A7 346% 011 [0.01,1.75) + L
Subtotal (95% CI) 25 57 34.6% 0.11[0.01,1.75] = —
Total events a 10

Heterogeneity: kot applicahle
Testfor averall effect: Z=157 (P=012)

22.5.3 Combined CBT arm (CBT 15+ sessions & third-wave) + any AD versus any AD

Ashouri 2013 0 20 0 13 Mot estimahble
Subtotal (95% CI) 20 13 Not estimable
Total events a a

Heterogeneity: kot applicahle
Test for overall effect: Mot applicable

22.5.4 CBT individual (under 15 sessions) + any SSRIversus any SSRI

MNaeem 2011 0 17 0 17 Mot estimahle
Subtotal (95% CI) 17 17 Not estimable
Total events a a

Heterogeneity, Mot applicahle
Test for overall effect: Mot applicable

Total {95% CI) 114 140 100.0% 0.36 [0.06, 2.33] —*—
Total events 2 13
Heterageneity: Tau®= 0.60; Chi®=1.42, df=1 (P = 0.23); F= 30% f t t {
. 0.01 0.1 10 100
Test for overall effect; Z=1.08 (P = 0.28) Favours CBT + AD  Favours AD
4 Test for suboroup differences: Chiz=1.21,df= 1 (F=0.27). F=17.7% ! '
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1 Figure 125: Discontinuation due to any reason (including SE)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
22.6.1 CBT individual (15 sessions or over) + amitriptyline versus amitriptyline
Hautzinger 1996 12 KH] 18 38 198% 067 [0.37,1.19] —=r
Subtotal (95% CI) 38 38 10.8% 0.67 [0.37,1.19] o
Total events 12 18
Heterageneity: Mot applicable
Testfor averall effect: Z=138{P=017)
22.6.2 CBT individual {under 15 sessions) + escitalopram versus escitalopram
Lam 2013 12 a2 ¥ a3 11.7% 1.75[0.74, 4.049] T
Subtotal (95% CI) 52 53 11.7% 1.75[0.75, 4.09] B
Total events 12 ¥
Heterogeneity: kot applicahle
Test for averall effect: Z=1.29 (P =0.20)
22.6.3 CBT individual (15 sessions or over) + imipramine versus imipramine
Hollan 1992 q 28 25 a7y 18.49% 0.82[0.44, 1.449] —
Subtotal (95% CI) 25 57 18.9% 0.82 [0.45, 1.49] -
Total events ] 25
Heterogeneity: kot applicahle
Testfor averall effect: Z=065 (P=0.52)
22.6.4 CBT individual (15 sessions or over) + any TCA versus any TCA
Blackburn 1981 a 22 a 20 1348% 0.91 [0.42, 1.96] T
Subtotal (95% CI) 22 20 13.5% 0.91 [0.42, 1.96] e
Total events a a
Heterogeneity, Mot applicahle
Testfor averall effect: Z=024 (P =0.81)
22.6.5 Combined CBT arm (CBT 15+ sessions & third-wave) + any AD versus any AD
Ashouri 2013 a 20 a 13 Mat estimable
Subtotal (95% CI) 20 13 Not estimable
Total events a a
Heterogeneity, Mot applicahle
Testfor avarall effect: Mat applicahle
22.6.6 CBT individual (under 15 sessions) + any S5Rlversus any S5RI
Maeem 2011 i} 17 i} 17 Mot estimable
Subtotal (95% CI) 17 17 Not estimable
Total events a a
Heterogeneity, Mot applicahle
Testfor awverall effect: Mat applicahle
22.6.7 CBT individual (15 sessions or over) + any 55RI versus any S5RI
Zu 2014 17 60 34 60 254% 045 [0.31,0.77] ——
Subtotal (95% CI) 60 60 25.4% 0.49 [0.31, 0.77] L
Total events 17 35
Heterogeneity: Mot applicable
Testfar averall effect: Z= 311 (P =0.002)
22.6.8 CBT individual (under 15 sessions) + any AD versus any AD
Scott 1997 4] 24 g 24 10.8% 075 [0.31,1.83] T
Subtotal (95% CI) 24 24 10.8% 0.75[0.31, 1.83] e
Total events fi a
Heterogeneity: Mot applicable
Testfor averall effect: =063 (P =0.43)
Total (95% CI) 258 282 100.0% 0.76 [0.54, 1.05] &
Total events fid 101
Heterageneity: Tau®= 0.06; Chi®= 7.69, df= 5 (P = 0.17); F= 35% :D 1 051 150 1DEI:
Test for averall effect: Z=1.65 (P =0.10) ' Favouré CET+AD Favours AD
2 Test for subgroup differences: Chi*=7.65, df =8 (P=018), F=347%
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1 Figure 126: 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
22.7.1 CBT individual {under 15 sessions) + any AD versus any AD
Scott 19497 14 94 16 128 7.7 11 100.0% 0.13 [0.64, 0.90]
Subtotal (95% CI) 16 11 100.0% 0.13 [-0.64, 0.90]

Heterogeneity: Mot applicable
Testfor averall effect Z= 034 (F=0.73)

}
-10 -5 0

1
a 10
. i Favours CBT +AD Favours AD
2 Test for subaroup differences: Mot applicable
3 Figure 127: Depression symptomatology at 6-12 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
22.8.1 CBT individual {under 15 sessions) + any AD versus any AD
Scott 19497 82 4k 15 128 818 11 325% -063[F1.43,017] —
Subtotal (95% CI) 15 11 32.5% 0.63[-1.43,017] P
Heterogeneity: Mot applicable
Testfor overall effect Z=1594 (P=012)
22.8.2 CBT individual {15 sessions or over) + amitriptyline versus amitriptyline
Hautzinger 1996 83 T 29 131 841 24 B7.A% -0.62[-1.18,-0.07] L
Subtotal {95% CI) 29 24 67.5% -0.62 [-1.18, -0.07] L 4
Heterogeneity: Mot applicable
Test for averall effect Z=2.21 (P =0.03)
Total (95% CI) 44 35 100.0% -0.63 [-1.08, 0.17] L
Heterageneity: Tau®= 0.00; Chi*= 0.00, df=1 {P =1.00); IF= 0% f ; } |
Testf Il effect: 7= 2,63 (P = 0.007 1o 5 o 5 10
estioroverall 8 ec_. =2.69( T ) Favours CBT + AD Favours AD
4 Testfor subaroup differences: Chi*=0.00, df=1 (F=1.00, F=0%
5 Figure 128: Global functioning endpoint
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
22.9.1 CBT individual (15 sessions or over) + imipramine versus imipramine
Hallon 1992 0.2 178 25 B28 178 57 100.0% 0.41 [0.06, 0.849]
Subtotal {95% CI) 25 57 100.0% 0.41 [-0.06, 0.89]
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.70 (P =0.09)
10 -5 0 8 10
. . Favours AD Favours CBT +AD
6 Test for subaroup differences: Mot applicable
7 Figure 129: 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
22.10.1 CBT individual (15 sessions or over) + any S8Rl versus any S5RI
Zu 2014 11.8 2 43 49 94 25 100.0% 0.32 018, 0.82]
Subtotal (95% CI) 43 25 100.0% 0.32 [0.18,0.82]
Heterogeneity: Mot applicable
Test for averall effect; £=1.26 (F = 0.21)
I ] 1 |
-10 -5 0 10

1

a
. i Favours CBT +AD Favours AD
Test for subaroup differences: Mot applicable
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Treatment of a new episode of more severe depression

1 More severe: Cognitive and cognitive behavioural therapies
2 individual + SSRI versus TAU

3 Figure 130: 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
23.1.1 CBT individual {(under 15 sessions) + sertraline
Indu 2018 13 12 22 22 1586 16 458% -0.65[-1.31, 0.01] -
Subtotal {95% CI) 22 16  45.8% -0.65 [-1.31, 0.01] &

Heterogeneity: Mot applicable
Testfor averall effect Z=1.92 (P = 0.0G)

23.1.2 CBT individual (15 sessions or over) + any SSRI

Zu 2014 58 42 43 6.2 4.4 16 94.2% -0.07 [-0.64, 0.50] :
Subtotal {95% CI) 43 16 54.2% -0.07 [-0.

Heterogeneity: Mot applicable

Testfor overall effect Z=0.24 (P=0.81)

Total (95% CI) 65 32 100.0% -0.33 [-0.90, 0.23] q
Heterogeneity: Tau®= 0.07; Chi®=1.67, df=1 (P = 0.20); F= 40% I t T ! {
. -10 -8 0 i 10
Testfor overall effect Z=116 (P =02 Favours CBT + SSRI Favours TAU
4 Testfor subaroup differences: Chi*=1.67, df=1 (P = 0.20), "= 40.1% i
5 Figure 131: 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
23.2.1 CBT individual {15 sessions or over) + any SSRI
Zuz2014 -98 47 43 78 7 16 100.0% -0.37 [F0.94,0.21]
Subtotal (95% CI) 43 16 100.0% -0.37 [-0.94, 0.21]
Heterageneity: hat applicahle
Testfor overall effect Z=1.24 (P=0.22)
10 -5 0 5 10

. ) Favours CBT + SSRI1 Favours TALU
6 Testfor subgroup differences: Mot applicable

7 Figure 132: 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
23.3.1 CBT individual (15 sessions or over) + any SSRI
Fuz2014 23 G0 3 30 100.0% 1.44 [0.73, 2.87]
Subtotal (95% CI) 60 30 100.0%  1.44[0.73, 2.82]
Total events 23 8

Heterageneity: Mot applicahle
Testfor overall effect: £=1.05 (P =0.29)

0.0 01 1 10 100
Favours TAL Favours CBT + S5RI

8 Test for subgroup differences: Mot applicable
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1 Figure 133: Discontinuation due to 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
23.4.1 CBT individual {under 15 sessions) + sertraline
Indu 2018 ] 30 14 a0 3IBI% 0.57[0.28, 1.18] —
Subtotal {(95% CI) 30 30 38.2% 0.57 [0.28, 1.16] .
Total events g 14

Heterogeneity: Mot applicable
Testfor overall effect. Z=155(F=012)

23.4.2 CBT individual (15 sessions or over) + any SSRI

Zu 2014 17 60 14 30 B1.5% 0.61 [0.35, 1.06] —
Subtotal (95% CI) 60 30 61.8% 0.61 [0.35, 1.06] g
Total events 17 14

Heterogeneity: Mot applicahle
Test for overall effect Z=1.76 (F = 0.08)

Total (95% CI) 90 60 100.0% 0.59 [0.38, 0.92] 4
Total events 25 28
Heterogeneity: Tau®= 0.00; Chi*= 0.02, df=1 (P = 0.89); F= 0% I t t |
] 0.01 0.1 10 100
Test for overall effect 2= 234 (F=0.02) Favours CBT +SSRI Favours TAU
2 Test for subgroup differences: Chi*=0.02, df=1 {F=0.89), F= 0% !

3 Figure 134: 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% CI
23.5.1 CBT individual (under 15 sessions) + sertraline
Indu 2018 19.8 6.7 22 273 848 16 100.0% -0.95 [-1.64, -0.27] !
Subtotal (95% CI) 22 16 100.0% -0.95 [-1.64, -0.27]

Heterageneity: Mot applicable
Testfar overall effect 2= 274 (P = 0.008)

0 5 i 5 10
Favours TAU Favours CBT + SSRI

4 Testfar subaraup differences: Mot applicable

5 Figure 135: Functional impairment 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
23.6.1 CBT individual (15 sessions or over) + any S5RI
Zu 2014 11.8 2 43103 103 16 100.0% 0.27 [-0.31,0.84]
Subtotal (95% CI) 43 16 100.0% 0.27 [-0.31, 0.84]

Heteroneneity: Mot applicahble
Testfor overall effect: 7= 091 (P = 0.36)

-10 5 0 5 10
Favours CBT + SSRI Favours TAL

6 Testfor subaroup differences: Mot applicable

8 More severe: CBT group (under 15 sessions) versus no
9 treatment

10 Figure 136: 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
Hamamei 2006 10,3 8.09 10 2318 9.36 11 100.0% -1.41 [2.39,-0.43]
Total (95% CI) 10 11 100.0%  -1.41[-2.39, 0.43] <4
Heterogeneity: Mot applicable I—‘ID 55 D é 1D=
11 Testfor overall effect 2= 2.82 (P = 0.005 Favours CBT group Favours no treatment
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1 Figure 137: 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
Hamameci 2006 -16.8 5495661593 10 -B.69 636550077 11 100.0% -1.63 [2.64,-0.61]
Total (95% CI) 10 11 100.0% -1.63 [-2.64, -0.61] <
Heterogeneity: Mot applicable 5_1 p 4 p é 1D=
2 Testfor overall effect 2= 3.14 (P = 0.002) Favours CBT group Favours no treatment
3 Figure 138: 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
Hamamei 2006 101  E.6 10 14584 1116 11 100.0% -0.46 [1.33,0.41]
Total (95% CI) 10 11 100.0% -0.46 [-1.33, 0.41]
Heterogeneity: Mot applicakle i_1 0 ! 0 t 1D=

Testfor overall effect £=1.03 (P =0.30)

Favours CBT group Favours no treatment

6 More severe: CBT group (under 15 sessions) versus waitlist

7 Figure 139: 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% ClI

Sahranavard 2018 175 303 10 293 406 10 46.3% -3148[-4.55,-1.76] —a—

Schmidt 1983 1278 B76 2 M ] 10 A37% -0.88[-1.78,-0.200 s
Total (95% Cl) 32 20 100.0% -1.99 [-4.11, 0.13] i

Heterogeneity: Tau®= 2.01; Chi*= .98, df=1 (P = 0.008); F= 86% =-1D 55 1 é 1D=

8 Test far overall effect =184 (F=007) Favours GET group  Favours waitlist
9 Figure 140: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference

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

Sahranavard 2018 S16.3 210770017 10 -4.4 2ES54T7H47 10 47.0% -4.72 [B.AT,-2.87] ——

Schrmidt 1983 -12.2 BO7 22 -43 AOEE924EZ 10 &3.0% -1.27 [2.09, -0.48] -

Total (95% CI) 32 20 100.0% -2.89 [-6.27, 0.48] —ea—

Heterogeneity Tau®= &.40; Chi= 1112, df=1 (P = 0.0008); F= 91% =_1 0 5 D 5 1D=

1 O Testfor overall effect Z=1.68 (P =0.05) Favours CBT group Favours waitlist
11 Figure 141: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio

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

Schrmidt 1983 a 22 a 10 Mot estimahle

Total (95% CI) 22 10 Not estimable

Total events a a

Heterogeneity: Mot applicable Y 0 1 100

Test for overall effect; Mot applicable

12
13
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Treatment of a new episode of more severe depression

1 More severe: CBT group (under 15 sessions) versus TAU

2 Figure 142: 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
Miranda 200372006 114 3158 90 124 313 29 100.0% -0.32 [-0.61, -0.02]
Total (95% CI) a0 89 100.0% -0.32 [0.61, 0.02] L ]
Heterogeneity; Mot applicahle 5_1 P 55 2 é 1D=
Testfor overall effect: Z=2.11 (P = 0.04) Favours CBT group  Favours TAU

3

4 Figure 143: 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% CI
Miranda 200352006 -4.9 352029828 90 -41 352451345 89 100.0% -0.23 [-0.52,0.07]
Total (95% CI) a0 89 100.0% -0.23 [-0.52, 0.07]
Heterogeneity: Mot applicable =-1D N p % 1D=
Test for overall effect Z=1.51 (F=013) Favours CBT group Favours TAU

5

6 Figure 144: Discontinuation due to 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
Miranda 20032006 22 40 18 89 100.0% 1.21[0.70, 2.09]
Total (95% CI) ag 89 100.0%  1.21[0.70, 2.09]
Total events 22 13
Heterogeneity: Nutappllcable 'D.D1 D!1 1- 1-0 1DD'
Testfor overall effect. £=0.68 (P = 0.50) Favours CBT group Favours TAU

7

8 Figure 145: Remission at 9-month follow-up (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Miranda 20032006 18 a0 26 89 100.0% 0.72[0.43 1.21]
Total (95% CI) ag 89 100.0%  0.72[0.43,1.21]
Total events 14 26
Heterogeneity: Nutappllcable 'D.D1 D!1 1- 1-0 1DD'
Testfor overall effect £=1.24 (P=0.242) Favours TAU Favours CBT group

10

11 More severe: CBT group (under 15 sessions) versus
12 behavioural activation (BA) group

13 Figure 146: Depression symptomatology endpoint

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
Thamas 1987 83 2 10 936 2 11 100.0% -0.48 [-1.35,0.39]
Total (95% CI) 10 11 100.0% -0.48[-1.35,0.39]
ity i I 1 1 } |
et 020 TR o T
14 estfar averall effect Z=1.08 (F = 0.28) Favours CBT group Favours behavioural group
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Treatment of a new episode of more severe depression

1 Figure 147: Discontinuation du to 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
Thamas 1987 5 14 L] 15 100.0% 1.25[0.41,3.77]
Total (95% CI) 15 15 100.0%  1.25[0.41, 3.77]
Total events ] 4

Heterogeneity: Nat applicahle 0

Test for averall effect: Z=0.40 (F = 0.69)

0.m

2

1 i 10

3 Figure 148: Depression symptomatology at 1-month follow-up

Experimental Control Std. Mean Difference

Std. Mean Difference

100
Favours CBT group Favours behavioural group

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

Thomas 1987 4.3 1.29 10 973 2.22 11 100.0% -2.83 [4.11,-1.59]

Total (95% CI) 10 11 100.0% -2.83 [4.11, 1.55] -

Heterogeneity: Not applicable =_1 P 15 p é 1D=

Testfor overall effect Z= 4.34 (F < 0.0001) Favours CBT group Favours behavioural group

6 More severe: CBT group (under 15 sessions) versus
7 cognitive bibliotherapy
8 Figure 149: Depression symptomatology endpoint
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% C| IV, Fixed, 95% C|
Schrmidt 1983 1275 876 22 85 a8 12 100.0% 053019, 1.24]
Total (95% CI) 22 12 100.0% 0.53 [-0.19, 1.24]
Heterogeneity; Mot applicable =-1I:| =5 ﬁ % 10:
9 Testfor overall effect Z=1.44 (P=019) Favours CBT group Favours self-help
10 Figure 150: 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
Schmidt 1983 -12.2 6.07 22 153 529528092 12 100.0% 0.52 [0.20,1.24]
Total {95% CI) 22 12 100.0% 0.52 [-0.20, 1.24]
Heterogeneity: Mot applicable '-1D _|5 ﬁ é 10.

Testfor overall effect Z=1.43 (P=015)

11

12 Figure 151: Discontinuation due to any reason

Favours CBT group Favours self-help

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schmidt 1983 il 22 1 12 100.0% 019001, 430 4
22 12 100.0%  0.19 [0.01, 4.30] — i ——

Total (95% CI)
Total events a 1

Heterogeneity: Mot applicable 'D 0
Test for overall effect: £=1.05 (P =0.30}) .

13

65

0.1 10
Favours CBT group Favours self-help
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Treatment of a new episode of more severe depression

1 Figure 152: Depression symptomatology at 2-month follow-up

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
Schrnidt 1983 1135 7.09 20 93 7.9 11 1000% 0.27 F0.47,1.01]
Total (95% CI} 20 11 100.0% 0.27 [0.47, 1.01]

Heterageneity: Mot applicable e = b 5 P
Testfor overall effect Z=072(P=0.47) Favours CBT group  Favours self-help
4 More severe: CBT group (under 15 sessions) versus
5 cognitive bibliotherapy with support
6 Figure 153: 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
Schmidt 1883 1275 876 22 7.3 6.4 12 100.0% 0.66 [-0.06, 1.34]
Total (95% CI) 22 12 100.0% 0.66 [-0.06, 1.39]
Heterogeneity, Mot applicahle =-1D I5 p % 10!

Testfor overall effect Z=1.80 (P = 0.07)

7

Favours CBT group Favours self-help wisuppo

8 Figure 154: Depression symptomatology change score

$td. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Schmidt 1883 122 6.07 22 -16.4 513127664 12 100.0% 071 [0.01,1.44]
Total (95% CI} 22 12 100.0% 0.71 [-0.01, 1.44]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.92 (P = 0.048)

9

10 Figure 155: Discontinuation due to any reason

Experimental Control Risk Ratio

-5 0 5 10
Favours CBT Favours self-help wisuppo

Risk Ratio
M-H, Fixed, 95% CI

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

Schrnidt 1983 i 22 112 1000%  019[0.01, 430 4

Total {95% CI) 22 12 100.0%  0.19[0.01,4.30] — i ——
Total events 1] 1

Heterogeneity: Mot applicable 001

Test for overall effect Z=1.05 (P = 0.30)

11

1 ]
041 10 100
Favours CBT group Favours self-help wisuppo

12 Figure 156: 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

Schmidt 1983 11.35 7.09 20 84 7.8 11 100.0% 039 [0.35,1.13]

Total (95% CI) 20 11 100.0% 0.39 [-0.35,1.13]

Heterageneity: Mot applicahle T = ) : 0

Testfor averall effect: 2=1.03 (P = 0.30)

13
14
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Favours CBT group Favours self-help wisuppo

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

(November 2021)



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

1 More severe: CBT group (under 15 sessions) versus

2 fluoxetine

3 Figure 157: 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
Husain 2014 10 B 32 10 6.2 32 100.0% 0.00[-0.49, 0.49]
Total (95% CI) 32 32 100.0% 0.00 [-0.49, 0.49]
Heterogeneity Mot applicable 5_1 P 55 1 é ‘ID=
4 Test for overall effect Z=0.00 {F =1.00) Favours CBT group Favours flucxetine
5 Figure 158: 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% ClI
Husain 2014 11 33 12 33 100.0% 0920047 1.77]
Total {95% CI) 33 33 100.0%  0.92[0.47,1.77]
Total events 11 12
|1—_|et$?3gen9|t\,rl:l Nf?t atpgll_cghzlz - 050 'D.D1 Df1 1. 1.D 1IJD.
6 estfor overall effect. Z= 0.26 (F = 0.20) Favours fluoxetine Favours CBT group
7 Figure 159: 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
Husain 2014 18 33 19 33 100.0% 0.95[0.62 1.45]
Total {95% CI) 33 33 100.0%  0.95[0.62,1.45]
Total events 18 19
I PO S
8 estfor overall effect. Z= 0.25 (F = 0.20) Favours fluoxetine Favours CBT group
9 Figure 160: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl W-H, Fixed, 95% Cl
Husain 2014 1 33 1 33 1000% 1.00[0.07 1533
Total {95% CI) 33 33 100.0% 1.00 [0.07,15.33]
Total events 1 1
Heterageneity: Mot applicable f t T f {
o _ 0.0 IR 1 10 100
10 Testfor overall effect Z=10.00 (F = 1.00) Favours CBT group Favours fluoxetine
11 Figure 161: 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|
Husain 2014 91 56 32101 47 31 100.0% -0.19 [0.69, 0.300
Total (95% CI) 32 31 100.0% -0.19 [-0.69, 0.30]
Heterogeneity, Mot applicahle oo = b : 10

Test for owerall effect 2= 076 {F = 0.44)

12
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Favours CBT group Favours fluoxetine
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 162: 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% CI
Husain 2014 13 33 T 33 100.0% 1.86[0.85, 4.08] n
Total {95% CI) 33 33 100.0%  1.86 [D.85, 4.06] S
Total events 13 7

10

Heterogeneity: Mot applicahle f t 1
Testfi leffect Z=1.55(F=0.12 0.0 0.1 100
2 estfor overall effect. Z=1.55 (F = 0.1 Favours fluoxetine Favours CBT group
3 Figure 163: Response at 3-month follow-up (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl W-H, Fixed, 95% Cl
Husain 2014 20 33 21 33 100.0% 0.95[0.65, 1.35]
Total {95% CI) 33 33 100.0%  0.95[0.65,1.39]
Total events 20 1
R SO S
4 estfor overall effect. 2= 0.25 (F = 0.20) Favours fluoxetine Favours CBT group
5 Figure 164: 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
Husain 2014 5149 178 32 516 14 32 100.0% 0.02 [-0.47, 0.51]
Total (95% CI) 32 32 100.0% 0.02 [-0.47, 0.51]
Heterogeneity: Mot applicable 5_1 2 I5 5 :IS 1D=
6 Testfor overall effect Z = 0.06 (P = 0.95) Favours fluoxetine Favours CBT group
7 Figure 165: Quality of life at 3-month follow-up
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
Husain 2014 581 10 32 AYTY 8 3 100.0% 0.04 [-0.45, 0.54]
Total (95% CI) 32 M 100.0% 0.04 [-0.45, 0.54]
Heterogeneity: Mot applicakle ho £ b L 0

Testfor overall effect 2= 0.17 (P = 0.86)

Favours fluoxetine Favours CBT group

10 More severe: CBT group (under 15 sessions) versus any AD

11 Figure 166: 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
Miranda 20032006 11.4 314 90 98 311 g8 100.0% 0.48[0.1%8, 0.78]
Total (95% CI) ag 88 100.0% 0.48 [0.18, 0.78] +
Heterageneity: Mot applicable 5_1 P % 1 % 1D=
12 Test for overall effect 2= 314 (P=0.002) Favours CBT group Favours any AD
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 167: Depression symptomatology change score

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
Miranda 2003/2006 -4.9 352029828 90 -8.1 344827483 88 100.0% 0.91 [0.61,1.22]
Total (95% CI) a0 88 100.0% 0.91 [0.61,1.22] L]
Heterogeneity: Mat applicable =-1D 55 D é 1D=
Test for overall effect: 2= 580 (F = 0.00001) Favours CBT group Favours any AD

2

3 Figure 168: Discontinuation due to 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
Miranda 2003/2008 22 90 13 88 100.0% 1.65[0.89, 3.07] T
Total (95% CI) 90 88 100.0%  1.65[0.89, 3.07] -
Total events 22 13
Heterogenew:Nntappllcable 'U.D1 Df1 1'EI 1UIZI'
Testfor overall effect Z=1.58 {F = 0.11) Favours CET group Favours any AD

4

5 Figure 169: Remission at 9-month follow-up (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

Miranda 2003/2008 19 90 ] 88 100.0% 0.491[0.31, 0.78]

Total (95% CI) 90 88 100.0%  0.49[0.31,0.78] <

Total events 18 38

Heterogeneity: Mot applicable f f f |
0.01 IR 10 100

Testfor overall effect 2= 3.01 (F = 0.003) Favours any AD  Favaurs CET group

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

10 Figure 170: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
Solati 2016 3273 2494 20 3708 226 20 456% -1.63 2,35, -0.50] -
Tong 2020 1112 358 43 1307 2454 45 84 4% -0.63 [-1.04,-0.20] L 3
Total (95% CI) 63 65 100.0% -1.08 [-2.06, -0.10] .‘
Heterogeneity, Tau®= 0.41; Chi*= 543, df=1 (P = 0.02); F= 82% 5_1 2 55 3 % 105
Testfor overall effect: Z= 217 (P=0.03 Favours CBT group + AD  Favours AD

11

12 Figure 171: 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
Solati 2016 -8.72 253449208 20 -5.456 350025713 200 28.7% -1.01 [-1.68,-0.35] ——
ang -19. . -16. . . -0.67 [1.10,-0.
T 2020 19.04 33822181 43 -16.66 360879224 45 T0.3% 067 [-1.10,-0.24] [ |
Total (95% CI) 63 65 100.0% 0.77 [1.14, -0.41] *
Heterageneity: Tau®= 0.00; Chi*= 0.71, df=1 (P = 0.40); F= 0% 5_1 2 55 1 % 101
1 3 Test for overall effect Z=4.21 (P = 0.0001) Favours CBT group+any AD Favours any AD
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 172: 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
Tong 2020 1 45 ] 45 1000% 300[013,71.74]
Total (95% CI) 45 45 100.0% 3.00[0.13,71.74] e —
Total events 1 a

Heterogeneity: Mot applicable

0.01

01 10

100

Test for overall effect Z= 0.68 (P =050}

2

Favours CBT group + AD  Favours AD

3 Figure 173: Discontinuation due to any reason including SE

Experimental Control Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

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

Tong 2020 2 45 I 45 100.0% 5.00[0.25, 101.31] »
Total (95% CI) 45 45 100.0% 5.00 [0.25, 101.31] —e R —
Total events 2 0

10

Heterogeneity: Mot applicable I t {
Testf Il effect: £=1.05 (P =029 0.0 0.1 100
4 estfor overall effect Z=1.05 (F = 0.29) Favours CBT group + AD Favours AD
5 Figure 174: 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
Solati 2016 3958 276 20 4084 3485 20 100.0% -0.39[-1.01,0.24]
Total (95% CI) 20 20 100.0% 0.39[1.01, 0.24]
e T 02 ST S S R
estfor overall effect Z=1.22 (P = 0.22) Favours CBT group+any AD  Favours any AD
9 Figure 175: 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
Kramer 2014 292 1066 131 3521 968 132 100.0% -0.59 [F0.84,-0.34]
Total (95% CI) 131 132 100.0% -0.59 [-0.84, -0.34] +
Heterogeneity: Mot applicable 5_1 0 % b % 1D=
1 O Testfor overall effect Z= 4.67 (F < 0.00001) Favours problem solving Favours waitlist
11 Figure 176: 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
Kramer 2014 -10.3 7.07683545 131 -4.49 640471701 132 100.0% -0.86 [-1.11,-0.61]
Total (95% Cl) 13 132 100.0% -0.86 [-1.11, -0.61] +
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
1 2 Test for overall effect 2= 6.66 (F < 0.00001) Favours problem solving Favours waitlist
70
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 177: Discontinuation due to 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
Krarmer 2014 a7 131 5 132 100.0% 1.04 [0.79,1.38]
Total (95% Clj 131 132 100.0%  1.04[0.79, 1.38]
Total events a7 a5

10

Heterageneity: Mot applicable :D 0 051 1 00
o Testfor overall effect Z=0.30 (P = 0.76) Favours problem solving  Favours waitlist
3 Figure 178: 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
kramer 2014 2486 841 131 33.09 8963 132 1000% -0.80[-1.14,-0.64]
Total (95% Cl) 131 132 100.0% -0.90 [-1.15, -0.65] ¢
Heterogeneity: Mat applicakle =—1D 55 p % 1D=
Testforoverall effect 2= 6.95 (P = 0.00001) Favours problem solving  Favours waitlist
6 More severe: Problem solving individual versus attention
7 placebo
8 Figure 179: 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
Choi 2014afChoi 2014b 1388 6.3 85 18493 7.02 36 100.0% -0FF 117, -0.37]
Total (95% CI) a5 36 100.0% 0.77 [1.17, -0.37] ’
Heterogeneity: Mot applicable '_1 p 55 p é 1D=

Test for averall effect 2= 3.75 {F = 0.0002)

9

Favours problem solving Favours attention placebo

10 Figure 180: 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% CI
Choi 2014afChai 20140 -11.74 485 85 -571 4.7847884 36 100.0% -1.28 1.70,-0.89]
Total (95% CI) 85 36 100.0%  -1.28 [-1.70, -0.85] L 2
Heterogenaity: Mot applicable =-1D + é 1D=
11 Testfor averall effect 2= 5.92 (F < 0.00001) Favours problem solving Favours attention placebo
12 Figure 181: Discontinuation due to 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
Choi 2014aiChoi 2014b 17 84 7 36 100.0% 1.03[0.47, 2.26]
Total (95% CI) 85 36 100.0%  1.03 [0.47, 2.26]
Tatal events 17 7
o ; \ , , |
?ef?genem‘l‘l Nfort afgl'_cgbul'; =004 0.01 0 1 10 100
13 estfor overall effect Z=0.07 (F = 0.84) Favours problem solving Favours attention placebo
14 Figure 182: 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
Choi 2014afChoi 2014b 1324 542 85 17.21 594 36 100.0% -0.71 F1.11,-0.31]
Total (95% CI) a5 36 100.0% -0.71 [-1.11, -0.31] L 2
[ + t 1D=

Heterogeneity: Mot applicahle
Test for averall effect 2= 3.46 {F = 0.0005)

15
71

-10 -5 0
Favours problem solving Favours attention placebo

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

(November 2021)



DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

1 Figure 183: 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
Choi 2014afChai 2014h 126 B.87 85 1549 7.38 36 100.0% -0.41 [-0.80,-0.02]
Total (95% CI) a5 36 100.0% -0.41 [-0.80, -0.02] L 2
Heterogeneity: Mot applicable 5_1 p 55 1 é 1D=
2 Testfor overall effect 2= 2.04 (P =0.04) Favours problem solving Favours attention placebo
3 Figure 184: 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
Choi 2014afChoi 2014b 2952 785 85 34497 888 36 100.0% -0.61 F1.01,-0.21]
Total (95% CI) a5 36 100.0% -0.61 [-1.01, -0.21] L 3
Heterogeneity: Mot applicable 5_1 p 55 1 1 1D=
4 Test for overall effect 2= 3.00 (P = 0.003 Favours problem solving Favours attention placebo
5 Figure 185: 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
Choi 2014afChoi 2014b 2998 T7.06 85 3415 7.492 36 100.0% -0.57 [-0.96,-0.17]
Total (95% CI) a5 36 100.0% -0.57 [-0.96, -0.17] L 2
Heterogeneity: Mot applicable 5_1 p 55 1 é 1D=
6 Test for overall effect 2= 2.80 (P = 0.005 Favours problem solving Favours attention placebo
7 Figure 186: Functional impairment 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
Choi 2014afChoi 2014b 3004 837 85 3333 9.24 36 100.0% -0.38 [F0.77, 0.01]
Total (95% CI) a5 36 100.0% -0.38 [-0.77, 0.01]
Heterogeneity: Mot applicahle I_1 0 =5 T t 1D=

Test for overall effect: Z=1.859 (P = 0.08)

5
Favours problem solving Favours attention placebo

10 More severe: Problem solving individual versus counselling

11 Figure 187: Depression symptomatology at endpoint

Experimental Control Std. Mean Difference 5td. Mean Difference

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

Alexapoulos 2003k 709 B.25 12 1382 629 13 3M1% -1.05 [-1.90,-0.21] ——

Arean 2010 1283 825 110 1588 75 111 6849% -0.38 [0.65,-0.12]

Total (95% CI) 122 124 100.0% -0.59 [-1.20, 0.01] <>

Heterogeneity; Tau®= 0.12; Chif= 217, df= 1 (P =0.14); F= 54% ' ! T ! |

Testfi Il effect: Z=1.82 (P = 0.05 1o 3 b : 1
12 estfor overall effect: Z=1.82 (F = 0.03) Favours problem solving Favours counselling
13 Figure 188: 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

Alexopoulos 2003b -16.81 4.33582748 12 -11.43 423525088 13 33.6% -1.21 [-2.08,-0.359] ——

Arean 2010 -11.27 591692488 110 -8.62 506557006 111 66.4% -0.48 [-0.75,-0.21] | ]

Total (95% CI) 122 124 100.0% 0.73[-1.41, -0.05] <

Heterogeneity, Tau® = 0.16; Chi*= 2.52, df=1 (P = 0.11); F= 60% =-1D =5 b é 1D=

Test for averall effect Z= 209 (P =0.04)

14
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Favours problem solving Favours counselling
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 189: 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
Alexopoulas 20030 9 12 3 13 287% 3251114, 9.24] —
Arean 2010 41 110 27111 71.3% 1.53[1.02, 2.30] il
Total (95% CI) 122 124 100.0% 1.90 [0.98, 3.70] o
Total events a0 30
?eti:’ogenemtl:lT?ru t:g_‘l i;é)ghlp:_']u.?sa, df=1{F=019); F=42% 'D.D1 D!1 1ID 1DDI
gstfor overall effect: Z=1.89 (P = 0.06) Favours counselling Favours problem solving

2

3 Figure 190: 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
Arean 2010 51 110 33 111 100.0% 1.86[1.10,2.21]
Total {95% CI) 110 111 100.0%  1.56 [1.10, 2.21] <
Tatal events 51 33
estfar overall effect 2= 2.43 (P = 0.01) Favours counselling Favours problem solving

4

5 Figure 191: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total Events Total Weight M-H, Random, 5% CI M-H, Random, 95% CI
Alexopoulos 20030 1 12 2 13 5.8% 0.54 [0.06, 5.24] ]
Arean 2010 16 110 19 111 93.2% 0.85[0.46, 1.56]
Total (95% CI) 122 124 100.0% 0.82 [0.46, 1.49]
Total events 17 1
?et?;ugenemfl:lT?ru :ZDPDD;é:4h|P=_DD.1:2, df=1({F=0713F=0% o o 3 0 o0
estfor overall effect 2= 0.64 (P =0.52) Favours problem solving  Favours counselling

6

7 Figure 192: Functional impairment 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
Alexopoulos 2003h 4518 10.26 12 7EB5 2023 13 100.0% -1.89 [2.85,-082]
Total (95% CI) 12 13 100.0% -1.89 [-2.85, -0.92] -
Heterogeneity: Mat applicable 5_1 P 55 5 é 1D=
Testfor overall effect Z= 3.81 (P =0.0001) Favours problem solving Favours counselling
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 More severe: Problem solving individual versus any SSRI

2 Figure 193: Depression symptomatology 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% Cl
hiynors-Yallis 2000 8.6 7.E5 il 6.2 7.02 34 100.0% 0.32 [-0.09,0.73]
Total {95% CI) 70 34 100.0% 0.32 [-0.09, 0.73]
Heterogeneity: Mot applicable 5_1 0 I5 1 é 1D=
3 Testfor overall effect Z=1.52 (F=0.13) Favours problem solving Favours S3RI
4 Figure 194: 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
Mynars-wiallis 2000 42 =] 24 36 100.0% 0.75[0.88,1.07]
Total {95% CI) 80 36 100.0%  0.79 [0.58,1.07]
Total events 42 24
O R R
5 estfor overall effect 2=1.50 (F = 0.13) Favours SSRI Favours problem solving
6 Figure 195: Discontinuation due to 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% CI
Mynors-wiallis 2000 23 a0 f 36 100.0% 1.73[0.77,3.87] i
Total (95% CI) 80 36 100.0%  1.73[0.77, 3.87] B
Total events 23 G
7 estfor overall effect 2=1.32 (F = 0.19) Favours problem soling  Favours SSRI
8 Figure 196: Depression symptomatology at 9-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
hiynars-Wallis 2000 585 678 a3 7.2 548 30 100.0% -0.21 [-0.6/, 0.24]
Total (95% Cl) 53 30 100.0% 0.21 [-0.66, 0.24]
Heterogeneity: Not applicable 5_1 0 % p é 1D=
9 Testior overall efiect 2= 0.92 (F = 0.36) Favours problem selving Favours SSRI
10 Figure 197: Remission at 9-month follow-up (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Wynors-wiallis 2000 47 a0 20 36 100.0% 1.06 [0.75,1.49]
Total {95% CI) 80 36 100.0%  1.06 [0.75,1.49]
Taotal events 47 20
Heterogeneity: Mat applicable o 0 ] s o0

Taestfor overall effect 2= 032 (F=0.75)

11
12
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Favours 33RI Favours problem solving
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 More severe: Problem solving individual versus amitriptyline

2 Figure 198: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Mtynors-Yvallis 1995 71 BT 24 81 71 27 100.0% -0.14 067, 0.38]
Total {95% Cl) 29 27 100.0% -0.14 [-0.67, 0.38]
Heterageneity: Mot applicable I_1 0 I5 p % 1D=
3 Testior overall effect: Z= 0.53 (P = 0.59) Favours problem solving  Favours amitriptyline
4 Figure 199: 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, 85% CI
Mynors-Wallis 1895 -12.3 4433305080 29 11 472546204 27 100.0% -0.28 [-0.81, 0.25]
Total (95% CI) 29 27 100.0% -0.28 [-0.81, 0.25]
Heterogeneity: Mot applicable =-1D =5 ) :=5 1n=
5 Testfor overall effect: 2=1.04 (P = 0.30) Favours problem soling Favours amitriptyline
6 Figure 200: 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
Mynars-¥Wallis 1995 18 30 16 31 100.0% 1.16[0.74,1.82]
Total (95% CI) 30 31 100.0%  1.16 [0.74,1.82]
Total events 18 16
_Il—_|et$:’ogen9|tvl:l anrt aﬁ;lﬂ:aﬂbﬁl; . o ah 1 T o0
7 estfor overall effect Z= 066 (F = 0.51) Favours amitriptyline Fawvours problem solving
8 Figure 201: Discontinuation due to 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
Mynars-¥Wallis 1995 1 30 4 31 100.0% 0.26[0.03, 2.18]
Total (95% CI) 30 31 100.0%  0.26 [0.03, 2.18] ——e i ———
Total events 1 4
Heterogeneity: Mat applicable 0o 0 e 100

Test for overall effect Z=124 (F=0.21)

10

Favours problem solving Favours amitriptyline

11 More severe: Problem solving individual versus pill placebo

12 Figure 202: 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
Mynars-¥iallis 1995 71 BT 29 118 7.3 26 100.0% -0.66 [-1.21,-012]
Total (95% CI) 29 26 100.0% -0.66 [-1.21, -0.12] . 2

Heterogeneity: Mot applicable
Test for overall effect: £= 2.39 (P = 0.02)

13

75

=10 -
Favours problem solving Favours pill placebo
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 203: 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
Mynors-Wallis 1995 -12.3 4433395949 289 -GB 5179TEE34 26 100.0% -1.47 [1.75,-0.489]
Total (95% CI) 29 26 100.0% 1.17 [1.75, -0.59] &
Heterogeneity; Mot applicable 1_1 0 =5 o é 1D=
2 Testior overall effect: Z=3.98 (F < 0.0001) Favours problem solving  Favours pill placebo
3 Figure 204: 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
Mynors-Yallis 1995 18 30 g 30 100.0% 2.251.16, 4.36]
Total (95% Cl) 30 30 100.0%  2.25[1.16, 4.36] -
Total events 18 8
ity i I } } |
e -0 TR -
estior overall effect: 2= 2.40 (F = 0.02) Favours pill placebo  Favours problem solving

4

5 Figure 205: Discontinuation due to 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
Mynors-Yallis 1995 1 30 4 30 100.0% 0.25[0.03, 2.11]
Total (95% Cl) 30 30 100.0%  0.25[0.03, 2.11] ——e
Total events 1 4
S S — R
estfor overall effect Z=1.27 (P = 0.20) Favours problem solving Favours pill placebo

7

8 More severe: Problem solving individual + any SSRI versus
9 any SSRI

10 Figure 206: Depression symptomatology endpoint

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
Wynors-Yallis 2000 a8 B4 il 6.2 7.02 34 100.0% 0.19[-0.30, 0.68]
Total (95% CI) 31 34 100.0% 0.19 [-0.30, 0.68]
Heterogeneity: Mot applicable I—‘ID 55 D é 1D=
Testfor overall effect 2= 0.77 (F = 0.44) Favours problemsolving+AD  Favours AD

11

12 Figure 207: 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
Mynors-wallis 2000 2 35 24 36 100.0% 0.90[0.63,1.28]
Total (95% CI) 35 36 100.0%  0.90[0.63, 1.28]
Total events 21 24
e e - NS N SN
13 estfor overall effect: £= 0.58 (F = 0.58) Favours AD Favours problemsolving+AD
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1 Figure 208: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mynars-Wallis 2000 4 35 2 36 100.0%  2.06[0.40,1052]
Total (95% CI) 35 36 100.0% 2.06 [0.40,10.52] ——et—
Total events 4 2
Heterogeneity: Mat applicable 50 o 051 150 1DEI:
Testfor overall effect. 2= 0.87 (P =10.39) Favours problemsolving+AD  Favours AD

2

3 Figure 209: Discontinuation due any reason including 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
Myriors-allis 2000 B a5 6 36 100.0%  1.03[0.37, 2.80]
Total (95% CI) 35 36 100.0% 1.03 [0.37, 2.89]
Total events 3] 6
Heterogeneity: Mot applicable :D o 051 1 150 1DD:
Testfor gverall effect 2= 0.05 (F = 0.86) Favours problemsolving+AD  Favours AD

4

5 Figure 210: Depression symptomatology at 9-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
Mhynors-\allis 2000 A7 603 a0 7.2 544 30 100.0% -0.26 [-0.77, 0.24]
Total (95% CI) 30 30 100.0% -0.26 [-0.77, 0.25]
Heterogeneity: Mot applicable I—'IU 55 i % 1D=
Testfor overall effect: 7= 0.8 (F = 0.32) Favours problemsolving+AD  Favours AD

6

7 Figure 211: Remission at 9-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
Mynors-Wallis 2000 23 35 20 36 100.0% 1.18[0.81,1.73]
Total (95% CI) 35 36 100.0%  1.18[0.81,1.73]
Total events 23 20

ity i } } 1 } |
e
estfor overall effect 2= 0.87 (P = 0.38) Favours AD  Favours problemsolving+AD

10 More severe: Problem solving group versus waitlist

11 Figure 212: 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

Arean 19593 a8 B3 19 22 45 20 536% -2.37 [3.21,-1.83] -

Mezu 1989 979 522 28 2473 776 11 46.4% -2.43[3.33,-1.53] ——

Total (95% CI) 47 31 100.0% -2.40 [-3.01, -1.79] <>

Heterogeneity: Tau®= 0.00; Chi®=0.01, df=1 {F=0.82); F= 0% 5_1 0 55 b é 1D=

12 Testfor overall effect: Z=7.67 (P = 0.00001) Favaurs problem salving Favours waitlist
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Treatment of a new episode of more severe depression

1 Figure 213: 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% CIl IV, Random, 95% CI
Arean 1993 -16.4 427960278 189  -0.4 365718471 20 455% -394 [-5.06,-2.83] ——
Mezu 1985 -17.07 4.11 28 -2.54 535594063 11 54.5% -318[4.20,-2.16] —
Total (95% CI) 47 31 100.0% -3.53 [4.28,-2.77] <&
Heterogeneity: Tau®=0.00; Chi®= 0899, df=1(P=032);F=0% 1_10 =5 b é 1D=
2 Testfor overall effect 2= 8.18 (P < 0.00001) Favours problem solving  Favours waitlist
3 Figure 214: 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
Arean 1983 17 28 2 20 G66.6% 6.07 [1.58, 23.38] ——
Mezu 1989 18 30 1 13 33.4% 7.BO[1.16,52.44] — &
Total (95% CI) 58 33 100.0% 6.60 [2.20, 19.84] —nlif—
Total events 35 3
o 2 = . IR - —_ - R - ! Il 1 ]
_I;!etnta;ogenemtl.lT?ru ;,-EPﬂglg?ahlp_—nﬁDusu'gg_ 1{P=083F=0% 'D.D1 0!1 1'D 1DD'
4 estior overall efiect 2= 3.36 (P = 0. ) Favours waitlist Favours problem solving
5 Figure 215: Discontinuation due to 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
Arean 1983 g 28 i} 20 46.2%  13.76[0.85 223.81] L *
Mezu 1989 2 30 2 13 53.8% 0.43 [0.07, 2.75] —a—
Total (95% CI) 58 33 100.0% 2.14 [0.05, 92.36] e ——
Total events 11 2
ity = Shif= = = = ) } } |
_I?etnta;ogenemil.lT?ru ;;f’?u'fnhlp_—ﬁﬁ1aﬂé df=1(F=002; F=80% T 0 10 100
estfor overall effect: 2= 0.40 (F = 0.69) Favours problem solving  Favours waitlist
7
8 More severe: Counselling versus no treatment
9 Figure 216: 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
Markikula 2014 106 2498 124 181 384 134 100.0% -217 [-2.47,-1.86)
Total (95% Cl) 124 134 100.0%  -2.17 [-2.47, 1.86] ¢4
Heterogeneity: Mot applicable Mo + ) i 0

Test for overall effect: £=13.76 (F = 0.00001)

10

11 Figure 217: Depression symptomatology change score

Favours counselling Favours no treatment

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
Markkula 2019 -14.4 695035251 124 -39 6.25856214 134 100.0% -1.589 [1.87,-1.31]
Total (95% Cl) 124 134 100.0% -1.59 [-1.87, -1.31] +
Heterogeneity: Mot applicable 5_1 p 15 1 1D=
1 2 Testfor overall effect Z=11.08 (F < 0.00001) Favours counselling Favours no treatment
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1 Figure 218: 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
Markkula 2014 T8 141 28 146 100.0% 2881200, 4.114]
Total (95% CI) 141 146 100.0%  2.88[2.00, 4.15] L 3
Total events T8 28
Heterogeneity: Mat applicable I f t {
o 0.o1 0.1 10 100
Testfor overall effect: Z=5.70 (P = 0.00001) Favours no treatment  Favours counselling

2

3 Figure 219: Discontinuation due to 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
Markkula 2014 17 141 12 146 100.0% 1.47[0.73, 2.96] =
Total (95% CI) 141 146 100.0%  1.47 [0.73, 2.96] -
Total events 17 12
estfor overall effect Z2=1.07 (F=10.28) Favours counselling Favours no treatment

4

5 Figure 220: Depression symptomatology at 5-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
Markkula 2019 BE 288 124 14 384 134 100.0% -214 2,44 -1.83]
Total (95% ClI) 124 134 100.0% -2.14 [-2.44, -1.83] +
Heterogeneity: Mot applicable I—'ID 55 5 % 1D=
Testfor overall effect: Z=13.65 (P < 0.00001) Favours counselling Favours no treatment

6

7 Figure 221: 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% CI
Markkula 20149 101 14 57 146 100.0% 1.83[1.46, 2.30
Total (95% CI) 141 146 100.0%  1.83[1.46, 2.30] L 2
Total events 101 a7

o . I | Il ]
Testfor overl eflect £~ 622 P < 0.00001) oot O 100

ET : Fawours no treatment  Favours counselling

8

9 Figure 222: 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
Markkula 2019 91 327 124 151 413 134 100.0% -1.60[-1.88,-1.33]
Total (95% ClI) 124 134 100.0% -1.60 [-1.88, -1.32] L]
Heterogeneity: kot applicable =—1D 15 B % 1D=
Testfor overall effect: 2= 11.15 (P = 0.00007) Favours counselling Favours no treatment

10

11 Figure 223: Functional impairment at 5-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

Markkula 2019 57 327 124 108 413 134 100.0% -1.39 [-1.66,-1.11]

Total (95% CI) 124 134 100.0% -1.39 [1.66, -1.11] +

Heterogeneity: Mot applicable I—'ID 55 5 % 1D=
12 Testfor overall effect 2= 9.97 (F « 0.00001) Favours counselling Favours no treatment
13
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1 More severe: Counselling versus TAU

2 Figure 224: Depression symptomatology 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
Ward 2000/king 2000 129 93 67 183 124 BY 100.0% -0.49 [-0.83,-0.14]
Total (95% CI) 67 67 100.0% -0.49 [-0.83, -0.15] +
Heterogeneity: Mot applicable =—1D % B :=3 1D=
3 Testfor overall effect 7= 279 {P = 0.005) Favours counselling Favours TAU
4 Figure 225: 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
Ward 2000/King 2000 -12.5 B.36238948 67 -B.2 8211577189 67 100.0% -0.58 [-0.93,-0.24]
Total {95% Cl) 67 67 100.0% -0.58 [-0.93, -0.24] +
Heterogeneity: Mot applicable :-10 55 ) é 10:
5 Testfor averall effect £=3.30(FP = 0.0010) Favours counselling Favours TAU
6 Figure 226: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight WM-H, Fixed, 95% Cl WM-H, Fixed, 95% CI
Wyard 2000/King 2000 ] 67 1] 67 100.0% 1.00[0.30, 3.30]
Total (95% CI) 67 67 100.0%  1.00 [0.30, 3.30]
Total events g ]
. . I | | ]
e o100 R PR T
7 estior overall effect: Z=0.00 (F =1.00) Favours counselling Favours TAU
8 Figure 227: Depression symptomatology at 8-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
Ward 2000/King 2000 118 96 67 121 103 67 100.0% -0.03 [0.37,0.31]
Total (95% CI) 67 67 100.0% 0.03 [-0.37,0.31]
Heterogeneity: Mot applicable =-1D 55 7 é 1D=
9 Test for overall effect: Z=0.17 (P = 0.86) Favours counselling Favours TAU
10 Figure 228: Interpersonal problems 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
Ward 2000/King 2000 22 0.5 67 231 065 67 100.0% -0.19 [-0.53,0.19]
Total (95% CI) 67 67 100.0% 0.19 [-0.53,0.15]
Heterogeneity: Mot applicable =—1D I5 5 :IS 1D=
1 1 Test for overall effect: Z=1.08 (P = 0.28) Favours counselling Favours TAU
12 Figure 229: Interpersonal problems at 8-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
Ward 2000/King 2000 213 054 67 205 061 67 100.0% 0.14 [-0.20,0.48]
Total (95% CI) 67 67 100.0% 0.14 [-0.20, 0.48]
Heterogeneity: Mot applicable =—1D I5 5 :IS 1D=
1 3 Testfor overall effect Z=0.80 (P =042} Favours counselling Favours TAU
14
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1 More severe: Counselling versus computerised-CBT (CCBT)

2 Figure 230: Depression symptomatology endpoint

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
Kay-Lambkin 2011/2017 222 N 89 188 129 97 100.0% 0.28 [-0.01, 0.57]
Total (95% CI) 89 97 100.0% 0.28 [-0.01, 0.57]
Heterogeneity: Kot applicable e 5 b : 10
Test for overall effect: Z=1.91 (P = 0.06) Favours counselling Favours CCET

3

4 Figure 231: 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
Kay-Lambkin 201152017 -3 T4 89 1249 B8.58807312 97 100.0% 0.57 [0.28, 0.86]
Total (95% Cl) 89 a7 100.0% 0.57 [0.28, 0.86] 4
Heterageneity: Not applicable =-1D 15 p é 1D=
Test far averall effect: £= 3.80 (P =0.0001) Favours counselling Favours CCBT

5

6 Figure 232: Depression symptomatology 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
Kay-Lambkin 2011/2017 214 137 89 214 124 97 100.0% 0.00 [-0.29, 0.28]
Total (95% CI) 89 97 100.0% 0.00 [-0.29, 0.29]
Heterogeneity: Kot applicable e 5 b : 10
Test for overall effect: Z=0.00 (P =1.00) Favours counselling Favours CCET

7

8 Figure 233: Depression symptomatology at 9-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
Kay-Lambkin 201172017 178 119 89 207 114 97 100.0% -0.24 [F0.53, 0.08]
Total (95% CI) 89 97 100.0% -0.24 [-0.53, 0.05]
Heterogenaity: Notappllcable o £ 5 i 10
Testfor averall effect Z=1.63 (P=0.10) Favours counselling Favours CCET

10

11 More severe: Counselling versus any AD

12 Figure 234: 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
Bedi 2000iChilvers 2001 152 11.6 39 148 1005 44 100.0% 0.04 [-0.39, 0.47]
Total {95% CI) 39 44 100.0% 0.04 [-0.39, 0.47]

ity i } } 1 } |
e - o ST S S

13 estior overall effect. 2= 0.17 (P = 0.87) Favours counselling Favours any AD
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1 Figure 235: 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
Eedi 2000/Chilvers 2001 25 a2 29 a1 100.0% 0850488, 1.27]
Total (95% CI) 52 51 100.0%  0.85[0.58,1.22]
Total events 25 29

ity i } } T } |
oo e 0.0 (T I

Bstfor overall effect Z=0.89 (P =0.37) Fawours any AD  Favours counselling

2

3 Figure 236: Discontinuation due to 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
Eedi 2000/Chilvers 2001 12 a2 i a1 100.0% 1.96 [0.80, 4.83] T
Total (95% CI) 52 51 100.0%  1.96 [0.80,4.83] <l
Total events 12 4
e et 2 o N o m
Bstfor overall effect Z= 147 (P=0.14) Fawours counselling Favours any AD

4

5 Figure 237: 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% CI IV, Fixed, 95% CI
Bedi 2000/Chilvers 2001 1687 11.5 31 148 131 34 100.0% 0.17 [-0.32, 0.6R]
Total (95% CI) 3 34 100.0% 0.17 [-0.32, 0.66]
ity i } } 1 } |
S e A T U PR
estfor averall effect Z=0.67 (P = 0.50) Favours counselling Favours any AD

6

7 Figure 238: Remission at 10 months 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
Eedi 2000/Chilvers 2001 9 a2 21 a1 100.0% 0421021, 083
Total (95% CI) 52 51 100.0%  0.42[0.21,0.83] -
Total events 9 21

o . I | | ]
e e R o

Bstfor overall effect Z= 2.50 (P=0.01) Fawours any AD  Favours counselling

10 More severe: IPT versus any AD

11 Figure 239: 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
Blom 2007 196 11.3 34 219 98 30 &501% -0.21 FO.71, 0.28]
Marshall 2008 8.4 6.46 35 47 532 30 49.9% 061 [0.11,1.11]
Total (95% CI) 69 60 100.0% 0.20 [-0.61, 1.01]
Heterogeneity: Tau®=0.28; Chi*= 534 df=1 (P=0.02), F=81% I 1 T 1 {

] -10 -5 0 5 10

12 Test for averall effect Z=048 (P =063 Favours IPT Favours any AD
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1 Figure 240: 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
Blom 2007 -9.8 5812065268 34 B4 651459389 30 501% -0.47 [-0.96, 0.03]
Marshall 2008 -1017  4.344389869 35 -13.83 354265437 30 49.9% 0.91[0.39, 1.42] =
Total (95% CI) 69 60 100.0% 0.22 [-1.13, 1.56]
Heterogeneity: Tau®= 0,87, Chi*= 1413, df= 1 (F = 0.0002), F= 93% I_m 55 D :IS ml
Testfor overall effect Z=0.32 (P=0.749) Favours IPT Favours any AD

4 More severe: Interpersonal counselling individual versus any
5 SSRI

6 Figure 241: 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
Menchetti 2014 a4 143 g5 144 100.0% 1.30[1.04,1.63]
Total (95% CI) 143 144 100.0%  1.30[1.04,1.63]
Total events a4 4141
Heterogeneity: Nntappllcable 'D_D1 D!1 1. 1'D 1DD.
Testfor overall effect Z=228(F=0.02) Favours any SSRI Favours IPC

7

8 Figure 242: Discontinuation due to 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
tenchetti 2014 13 143 18 144 100.0% 0.73[0.37,1.43]
Total (95% CI) 143 144 100.0%  0.73[0.37,1.43]
Total events 13 18
Heterogeneity: Mot applicable f t T f {
Test for overall effect Z=092 (F=0.35) 0.01 lelwours IF'C1 Favours ar1wDSSRI 100

10

11 More severe: IPT versus imipramine

12 Figure 243: 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
Elkin 1589 mher 1990 98 79 61 98 78 A7 100.0% 0.00 [-0.36, 0.36]
Total {95% CI) 61 57 100.0% 0.00 [-0.36, 0.36]
Heterogeneity: Mot applicable 5_1 P 55 7 é 1D=
Test for overall effect: Z=0.00 (P =1.00) Favours IPT Favours imipramine

13

14 Figure 244: 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
Elkin 1989/ mber 1990 -9.8 539073279 61 -9.7 530848378 a7 100.0% -0.02 [-0.38, 0.34]
Total (95% CI) 61 57 100.0% -0.02 [-0.38, 0.34]
Heterogeneity: Mot applicable I_1 2 =5 p é 1D=
1 5 Testfor overall effect Z=010({F =052} Favours IPT Favours imipramine
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1 Figure 245: 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
Elkin 1989/Imhber 19590 26 63 21 63 100.0% 1.24[0.78, 1.98]
Total (95% CI) 63 63 100.0%  1.24[0.78, 1.96]
Total events 25 M

01 1

10

Heterogeneity: Mot applicahle :IJ o1 100
5 Testfor overall effect Z2= 092 (P = 0.36) ’ Favours imipramine Favours IPT
3 Figure 246: Discontinuation due to 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

Elkin 1989/Imber 19580 16 63 25 3 100.0% 0.64[0.38, 1.08]

Total (95% CI) 63 63 100.0%  0.64 [0.38, 1.08] . -

Total events 16 25

Heterogeneity, Mot applicable 'D.E|1 Df1 1'E| 1E|E|'

Testfor overall effect 2= 1.68 (P = 0.09)

4

5 Figure 247: Global functioning endpoint

Experimental Control Std. Mean Difference

Favours IPT Favours imipramine

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
Elkin 1988mber 1990 B3 124 B1  B7.4 123 a7 100.0% -0.09 [-0.45 0.27]
Total (95% Cl) 61 57 100.0% -0.09 [-0.45, 0.27]
Heterogeneity: Mot appllcable T + b : 0
6 Testfor overall effect: 2= 048 (P = 0.63) Favours imipramine Favours IPT
7 Figure 248: Interpersonal problems 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
Elkin 198%/mhber 1990 28 049 46 29 048 37 100.0% -0.11 [-0.54, 0.32]
Total (95% Cl) 46 37 100.0% -0.11 [-0.54, 0.32]
Heterageneity: Mot applicable 5_1 0 =5 ﬁ é 1D=
Test for overall effect 2= 050 (P = 0.62) Favours IPT Favours imipramine
10 More severe: IPT versus pill placebo
11 Figure 249: Depression symptomatology endpoint
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
Elkin 198%/Imkber 1990 48 74 61 132 7.8 62 100.0% -0.43 F0.79,-0.07]
Total {95% Cl) 61 62 100.0%  -0.43[-0.79, -0.07] &
Heterageneity: Mot applicable 5_1 P % 1 é 1D=
12 Testfor overall effect 2= 236 (P=0.02) Favours IPT Favours pill placebo
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1 Figure 250: Depression symptomatology change score

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Elkin 192aMrmber 1990 -89 539073279 Bl -63 530848378 BZ 1000% -0.65 [-1.01,-0.29]
Total (95% Cl) 61 62 100.0%  -0.65[-1.01,-0.29] +
Heterogeneity: Mot applicahle I_1 P =5 ﬁ é 1D=
2 Test for averall effect: Z=3.51 (F = 0.0004) Favours IPT Favours pill placebo
3 Figure 251: 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
Elkin 198%/mber 1990 25 g3 10 62 100.0% 2.86[1.35, 4.849]
Total (95% CI) 63 62 100.0%  2.56[1.35,64.85] L
Total events 25 10
Heterogeneity: Mat applicable f f f {
0.m a1 10 100
4 Testfor overall effect 2= 2.88 (P = 0.004) Favours pill placebo  Favours IPT
5 Figure 252: Discontinuation due to 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
Elkin 198%/mber 1990 16 A3 25 G2 100.0% 063 [0.37, 1.06]
Total (95% CI) 63 62 100.0%  0.63[0.37,1.06] o
Total events 16 25
Heterogeneity, Mot applicable 'D.E|1 Df1 1'E| 1E|E|'

Testfor overall effect Z=1.74 (P = 0.08)

6

7 Figure 253: Global functioning endpoint

Favours IPT Favours pill 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
Elkin 18890 mber 1990 B3 124 B1 B1.6 123 G2 100.0% 038002, 0.73]
Total (95% Cl) 61 62 100.0% 0.38 [0.02,0.73]
Heterageneity: Mot applicahle I_1 0 ES 1 % 1D=
8 Test far overall effect: Z=2.08 (P = 0.04) Favours pill placebo  Favours IPT
9 Figure 254: Interpersonal problems 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
Elkin 1988/rmber 1990 28 04 46 31 04 34 100.0% -0.33 078,012
Total (95% CI) 45 34 100.0% 0.33[-0.78,0.12]
Heterogeneity: Mot applicable 5_1 P 55 ] é 1D=
10 Testfar overall effect Z=145(P=015) Favours IPT Favours pill placebo
11
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1 More severe: IPT + AD versus AD

2 Figure 255: 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
49.1.1 Interpersonal counselling individual + venlafaxine versus venlafaxine
Judd 2001 87 54 12 128 1298 19 32.4% -0.27 [-0.89, 0.46]
Subtotal {95% CI) 12 19 32.4% -0.27 [-0.99, 0.46]
Heterogeneity: Mot applicable
Test for averall effect Z=072 (P =047}
49.1.2 IPT + any AD versus any AD
am . . . . . -0.35[-0.85, 0.

Blom 2007 182 104 32 218 48 30 GT.E% 0.35[-0.85, 0.14] B
Subtotal {95% CI) 32 30 67.6% -0.35[-0.85,0.15] L
Heterogeneity: Mot applicable
Test for averall effect Z=137 (P=0.17)
Total (95% CI) 44 49 100.0% -0.32 [-0.74, 0.09] L
Heterogeneity: Tau®= 0.00; Chi*= 0.04, df=1 (P = 0.88); F= 0% I 1 1 {

] -10 -5 a ] 10
Testfor averall effect, =154 (P=012) Favours IPT+AD Favours AD

3 Testfor subgroup differences: Chi*= 0.04, df=1 (P = 0.85), F= 0% : '
4 Figure 256: 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% Cl IV, Random, 95% CI
49.2.1 Interpersonal counselling individual + venlafaxine versus venlafaxine
Judd 2001 -23.8 7.0156966Y 12 197 861307146 19 30.0% -0.50 [-1.23,0.24] —=r
Subtotal {95% Cl) 12 19 30.0% -0.50 [-1.23, 0.24] &
Heterogeneity: ot applicable
Testforoverall effect: Z=1.32 (P =019)
49.2.2 Interpersonal psychotherapy (IPT) individual + any AD versus any AD
Elorm 2007 -12.8 7.65992848 32 -6.4 B.A51459899 30 344% -0.88 [-1.41,-0.36] -
Salaheimo 2016 -9.1 6.4 38 111 6.4 34 356% 0.31 [-0.16,0.77] :
Subtotal {95% Cl) 70 64 70.0% -0.28 [-1.45, 0.89]
Heterogeneity: Tau®= 0.64; Chi*=11.15 df=1 (P = 0.0008);, F=91%
Testfor averall effect: Z= 0.47 (P = 0.64)
Total (95% CI) 82 83 100.0% 0.34 [1.13, 0.44] q
Heterogeneity: Tau®= 0.39; Chi®= 11.60, df= 2 (P = 0.003); F= 83% 5_1 g 55 7 1U=

Testfor averall effect: Z= 0.86 (P = 0.39) Favours IPT + ADN Favours ;\[:)5

5 Testfor subgroup differences: Chi*= 0.09, df=1 (P = 0.76), F=0%
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1 Figure 257: 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
49.3.1 Interpersonal counselling individual + venlafaxine versus venlafaxine
Judd 2001 7 13 9 19 22.4% 1.14[0.57, 2.27] -
Subtotal (95% CI) 13 19 22.4% 1.14 [0.57, 2.27] -
Taotal events 7 q

Heterogeneity: Mot applicable
Testfor overall effect Z=036(P=0.72)

49.3.2 Interpersonal psychotherapy (IPT) individual + nortriptyline versus nortriptyline

Reynolds 1999 1 16 14 25 46.7% 1.23[0.76, 1.98] t
Subtotal (95% CI) 16 25  46.T% 1.23 [0.76, 1.98]
Total events 1 14

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

49.3.3 Interpersonal psychotherapy (IPT) individual + any AD versus any AD

Saloheimo 2016 16 46 14 46 30.9% 1.14 [0.63, 2.08] t
Subtotal (95% CI) 46 46 30.9% 1.14 [0.63, 2.06]
Taotal events 16 14

Heterogeneity: Mot applicable
Testfor overall effect. Z=0.44 (P = 0.66)

Total (95% CI) 75 90 100.0% 1.18 [0.85, 1.64] »
Total ewents 34 37
Heterogeneity; Tau®= 0.00; Chi*=0.05, df= 2 (P = 0.97); F= 0% ID o1 051 150 1EIDI
Test for overall effect Z= 099 (P =0.32) ’ i:avours AD Favours IPT + AD
2 Testfor subgroup differences: Chi®=0.05, df= 2 (F =098, F=0%

3 Figure 258: 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
49.4.1 Interpersonal counselling individual + venlafaxine versus venlafaxine
Judd 2001 a 13 1] 19 Mot estimahla
Subtotal (95% CI) 13 19 Not estimable
Total events a 1]

Heterogeneity. Mot applicahble
Test for overall effect: Mot applicable

49.4.2 Interpersonal psychotherapy (IPT) individual + nortriptyline versus nortriptyline
Reyrnalds 19983 a 16 2 25 100.0% 0.31 [0.02, 5.98] l

Subtotal (95% CI) 16 25 100.0% 0.31 [0.02, 5.99]

Total ewents 0 2

Heterogeneity. Mot applicahble
Test for overall effect Z=0.78 (P = 0.44)

Total (95% CI) 29 44 100.0% 0.31 [0.02, 5.99] —-*-_
Total events a 2
Heterageneity: Mot applicable I t t {
Testfor overall effect Z=0.78 (P =0.44) 0.01 FENU?.I-I.'IS IPT+AD Favours AE)D 100
4 Testfor suboroup differences: Mot applicable ' :
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1 Figure 259: Discontinuation due to 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
49.5.1 Interpersonal counselling individual + venlafaxine versus venlafaxine
Judd 2001 2 13 2 19 9.2% 146 [0.23,9.10] ]
Subtotal (95% CI) 13 19 9.2% 1.46 [0.23, 9.10] ——e
Taotal events 2 2

Heterogeneity: Mot applicable
Testfor overall effect Z=0.41 (P = 0.68)

49.5.2 Interpersonal psychotherapy (IPT) individual + nortriptyline versus nortriptyline

Reynolds 1999 5 16 11 25 42.4% 0.71 [0.20, 1.B6] ——
Subtotal (95% CI) 16 25 42.4% 0.71 [0.30, 1.66] -
Total events 5 1

Heterogeneity: Mot applicable
Testfor overall effect Z=079(P=0.43)

49.5.3 Interpersonal psychotherapy (IPT) individual + any AD versus any AD

Saloheimo 2016 8 46 12 46 4B8.4% 067 [0.30, 1.48] —i—
Subtotal (95% CI) 46 46  48.4% 0.67 [0.30, 1.48] -
Taotal events a 12

Heterogeneity: Mot applicable
Testfor overall effect Z=1.00(P=0.32)

Total (95% CI) 75 90 100.0% 0.74[0.42,1.28] -
Total ewents 14 25
Heterogeneity; Tau®= 0.00; Chi*= 0.61, df= 2 (P= 0.74); F= 0% ID o1 051 150 1EIDI
Test for overall effect Z=1.09 (P = 0.28) ’ Fawou.rs IPT +AD Favours AD
2 Testfor subgroup differences: Chif= 061, df= 2 (F=074), F=0%

3 Figure 260: 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
49.6.1 Interpersonal psychotherapy (IPT) individual + any AD versus any AD
Saloheimo 2016 21 46 16 46 100.0% 1.31 [0.79,2.18]
Subtotal (95% CI) 46 46 100.0%  1.31[0.79, 2.18]
Total events 21 16

Heterogeneity: Mot applicahle
Testfor overall effect £=1.05 (F = 0.24)

0.01 0.1 1 10 100
. . Favours AD Favours IPT + AD
4 Test for subgroup differences: Mot applicable

5 Figure 261: Remission at 9-month follow-up (ITT)<Insert graphic title here>

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
49.7.1 Interpersonal psychotherapy (IPT) individual + any AD versus any AD
Saloheimo 2016 16 46 18 46 100.0% 0.89[0.52 152
Subtotal (95% CI) 46 46 100.0%  0.89 [0.52,1.52]
Total events 16 18

Heterageneity: Mot applicable
Testfor overall effect Z=043 (F=067)

0.01 0.1 1 10 100
. , Favours AD Favours IPT + AD
6 Test for subaroup differences: Naot applicable
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1 Figure 262: Global functioning 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
49.8.1 Interpersonal counselling individual + venlafaxine versus venlafaxine
Judd 2001 811 82 12 B85 187 19 100.0% 0.82 016, 1.68] !
Subtotal (95% CI) 12 19 100.0% 0.92 [0.16, 1.68]

Heterogeneity: Mot applicable
Testfor overall effect 2= 236 (P=0.02)

Test for subaroup differences: Mot applicable

1
10

-5 0 5
Favours AD  Favours IPT + AD

=10

4 More severe: IPT + any AD versus psychoeducation group +

5 any AD

6 Figure 263: Depression symptomatology change score

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
Saloheimo 2016 -91 64 | 83 63 27 100.0% -0.12 [0.62, 0.37]
Total (95% CI) 38 27 100.0% 0.12 [-0.62, 0.37]
Heterogeneity: Mot applicable =-1D 15 5 :15 1D=
7 Testfor overall effect 2= 0.49 (P = 0.62) Favours IPT + any AD Favours psychoeduc+any AD
8 Figure 264: 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
Saloheimao 2016 16 46 16 42 100.0% 0.81 [0.53,1.59]
Total (95% Cl) 46 42 100.0%  0.91 [0.53, 1.59]
Total events 16 16
?etnf;ogenemil:l Nfort atpglfngalz - o o ] 0 pr
9 estior overall efiect 2=0.32 (P=0.75) Favours psychoeduc+any AD  Favours IPT + any AD
10 Figure 265: Discontinuation due to 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
Saloheimo 2016 a 46 15 42 100.0% 0.49[0.23,1.03]
Total {95% Cl) 46 42 100.0%  0.49 [0.23,1.03] ~aa-
Total events a 15
Heterogeneity: Mot applicable o o 18 100

Testfor overall effect: Z2=1.88 {(F=0.06)

11

12 Figure 266: Remission at 3-month follow-up (ITT)

Favours IPT + any AD  Favours psychoeduc+any AD

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saloheimo 2016 21 46 15 42 100.0% 1.28[0.76,2.14]
Total (95% CI) 46 42 100.0%  1.28 [0.76,2.14]
Total events pal 15

Heterogeneity: Mot applicable :IJ 0

Testfor averall effect: 2= 094 (P =0.35)

13
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1 Figure 267: Remission at 9-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
Saloheimo 2016 16 46 15 42 100.0% 0.87 [0.585,1.72]
Total {95% Cl) 46 42 100.0%  0.97 [0.55,1.72]
Total events 16 14
?et?;ogenemil:l Nfort atpglfngnl; o003 o o ] 0 pr
estior overall efiect 2=0.09 (P=0.83) Favours psychoeduc+any AD  Favours IPT + any AD

4 More severe: Computerised-CBT (CCBT) versus no treatment

5 Figure 268: 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
Farrer 2011/Farrer 2012 23.04 131 45 351 1348 27 89.2% -0.89 [-1.39,-0.39] L
Kay-Lamhbkin 2009 17.09 1214 23 2295 1046 21 40.8% -0.51 [-1.11,0.10] i
Total {95% CI) 68 48 100.0% 0.73 [-1.12, -0.35] [
Heterogeneity; Tau®= 0.00; Chi*=0.93, df=1 (P=0.34}; F= 0% 5_1 p 55 1 % 1D=
Testfor overall effect Z=3.74 (P=0.0002) Favours CCBT Favours no treatment

6

7 Figure 269: 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
Kay-Lamhkin 2009 -11.48 8.06813485 23 -9.81 713530658 21 100.0% -0.20 [F0.80, 0.39]
Total (95% CI) 23 21 100.0% -0.20 [-0.80, 0.39]
Heterogeneity: Mot applicable =—1D =5 ﬁ é 1D=
Testfor overall effect: 2= 067 (P =0.50) Favours CCBT Favours no treatment

8

9 Figure 270: Discontinuation due to 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
Farrer 2011/Farrer 2012 36 83 a 35 545% 1.90[0.98, 3.66]
kay-Lambkin 2009 9 32 g 30 455% 0.94 [0.43, 2.04]
Total (95% CI) 115 65 100.0% 1.38 [0.69, 2.75]
Total events 45 17

ity: TauF= 0.12; Chis= =1(P=017%F= : : . | |
Heterogeneity: Tau = 012, Chi®=1.86,df=1(P=017)F=46% 007 0 i 10 100
Testfor overall effect Z=0.91 (P = 0.38) Favours CCBT Favours no treatment

10

11 Figure 271: 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, 95% Cl
Kay-Lamhbkin 2009 16.65 1063 23 2829 1319 21 100.0% -0.96 [-1.59,-0.33]
Total (95% CI) 23 21 100.0% -0.96 [-1.59, -0.33] L 2
Heterageneity: Mat applicable 5_1 P % 1 :55 1D=
12 Testfar averall effect: Z=2.99 (P = 0.003) Favours CCBT Favours no treatment
90
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1 Figure 272: Depression symptomatology at 9-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Kay-Lamhbkin 2009 13.65 9485 23 2476 1245 21 100.0% -0.98 [-1.61, -0.36]
Total (95% CI) 23 21 100.0% -0.98 [-1.61, -0.36] &
Heterogeneity: Mot applicable 5_1 P 55 3 é 10:
2 Testfor overall effect Z=3.07 (F = 0.002) Favours CCBT Favours no treatment
3 Figure 273: Remission at 9-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
kay-Larmbkin 20049 15 32 fi 30 100.0% 234 [1.05 5.24]
Total (95% CI) 32 30 100.0%  2.34[1.05, 5.24] e
Total evants 15 A
it i I } } |
Heterngenew.Notappllcable 001 o 0 100
4 Testfor averall effect: 2= 2.07 {F = 0.04) Favours no treatment Favours CCBT
5 Figure 274: 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% CIl IV, Fixed, 95% CI
Farrer 201 1/Farrer 2012 1593 678 44 11586 591 27 100.0% 067 [0.18,1.16]
Total (95% CI) 44 27 100.0% 0.67 [0.18, 1.16] &>
Heterageneity: Mat applicable 5_1 0 55 ) é 10:
Testfor overall effect 2= 2.66 (P = 0.008) Favours no freatment Favours CCBT
8 More severe: Self-help versus waitlist
9 Figure 275: Depression symptomatology endpoint
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
52.1.1 Cognitive bibliotherapy
Bowirman 1995 11.35 487 20 187 83 10 11.4% -1.16 [-1.98,-0.34] —
Jamison 1995 96 &5 33 19 45 39 1849% -187 [2.43,-1.31] =
Magerm 2014 .2 36 44 104 34 89 356% -112[-1.43,-0.80] L
Schmidt 1983 848 58 12 M7 9 10 82% S [F2.72,-0.70] I
Subtotal {95% CI) 158 148 75.1% -1.41 [-1.84, 0.98] [
Heterogeneity, Tau®= 0.09; Chi= 6.03, df= 3 (P = 0.11); F= 50%
Testfor overall effect Z=6.42 (P = 0.00001)
52.1.2 Mindfulness meditation CD
Rickhi 2011 11.9 5049 34 18 549 45 24.9% =114 [-1.60, -0.67] -
Subtotal {95% CI) 39 45  24.9% -1.14 [-1.60, -0.67] L 3
Heterogeneity: Mot applicable
Testfor overall effect: Z=4.81 (P = 0.00001)
Total (95% CI) 198 193 100.0% -1.32 [-1.64, -1.01] [
Heterogeneity; Tau®= 0.05; Chi*= 6.43, df= 4 (P = 0.17); F= 38% 5_1 p % 3 é 1D=
Test far averall effect: 2= 8232 (P = 0.00001) Favours self-help Favours waitlist

10 Testfor subgroup differences: Chi*= 0,71, di= 1 (P = 0.40), F= 0%
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1 Figure 276: 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
52.2.1 Cognitive bibliotherapy
Bowman 1995 -9.05 395 20 -0.2 B.O0166643 10 161% -1.83[-2.74,-0.92] —
Jamison 19595 -10.6 364828727 33 -0.6 299416098 39 19.9% -2.99 [-3.67,-2.31] =
MNaeerm 2014 -6.8 248183473 94  -2.8 258940147 89 26.2% -1.83 [-1.86,-1.20] =
Schmidt 1983 -15.3 529528092 12 -4.3 596992462 10 141% -1.89 [-2.93,-0.85] —_
Subtotal (95% CI) 159 148 76.4% -2.05[-2.80, -1.30] L 2

Heterogeneity: Tau®=0.44; Chi*=1417, df= 3{P=0.003);, F=79%
Testfor overall effect: £=5.38 (P = 0.00001)

52.2.2 Mindfulness meditation CD

Rickhi 2011 -85 406470171 39 -2.3 4384700687 45 23 6% -1.48[-1.93,-0.97] -

Subtotal (95% CI) 39 45  23.6% -1.45[-1.93, -0.97] L 2

Heterogeneity: ot applicable

Testfor overall effect: £= 587 (P = 0.00001)

Total (95% CI) 198 193 100.0% -1.90 [-2.45, -1.36] .

Heterogeneity: Tau®= 0.27; Chi*=15.86, df= 4 (P = 0.003); F= 75% i_1 5 15 p é 1D=
Testfor averall effect: Z= 6.83 (P = 0.00001) Favours self-help Favours waitlist

2 Test far subgroup differences: Chif=1.75,df=1 (P =019), F= 43.0%

3 Figure 277: 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% ClI
52.3.1 Cognitive bibliotherapy
Bowrman 1995 ] 20 2 12 21.9% 240061, 8.449] I
Jamison 1595 20 40 1 40 129%  20.00[2.82, 141.98] —_—t
Maeem 2014 ot} 46 15 96 52.6% 4.27[2.62, 6.94] -
Subtotal (95% CI) 156 148 87.4% 4.64 [2.00,10.75] -l
Total events 92 14

Heterogeneity: Tau®=0.24; Chi®= 3.29 df=2 (P=0.14), F= 39%
Test far overall effect: Z= 358 (F = 0.0003)

52.3.2 Mindfulness meditation CD

Rickhi 2011 12 39 1 45 126%  13.85[1.88,101.74] e —
Subtotal (95% CI) 39 45 12.6% 13.85[1.88,101.74] —e R —
Total events 12 1

Heterageneity: Mot applicable
Test far overall effect: Z= 258 (P =0.010)

Total (95% Cl) 195 193 100.0% 5.33[2.43,11.70] -l
Total events 104 14
Heterogeneity: Tau®= 0.24; Chi®= 4 69, df= 3 (P = 0.20); F= 36% , t } |
) 0.0 0.1 10 100
Test far overall effect: Z= 417 {F = 0.0001) Favours waitlist Favours self-help
4 Testfar subgroup diferences: Chi*= 0498, df=1 (P=035, F=0%

5 Figure 278: 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
52.4.1 Mindfulness meditation CD
Rickhi 2011 14 39 2 45 100.0%  8.08 [1.96, 33.39] i
Subtotal (95% CI) 39 45 100.0% 8.08 [1.96, 33.35]
Total events 14 2

Heterogeneity, Mot applicahle
Test for overall effect =289 (F=0.004)

0.01 0.1 10 100
Favours waitlist Favours self-help

6 Testfor subaroup diferences: Mot applicable
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1 Figure 279: Discontinuation due to 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
52.5.1 Cognitive bibliotherapy
Bowman 1995 ] 20 2 12 12.6% 0.12[0.01,2.38] *
Jamison 1895 7 40 1 40 18.7% T.00[0.90,54.32] T
Maeem 2014 2 96 7 96  256% 0.29[0.06, 1.34] - =
Schmidt 1983 1 12 1] 1m 11.8% 2.54 011, 56.25]
Subtotal (95% Cl) 168 158 69.6% 0.90 [0.13, 5.99] ——a—
Total events 10 10

Heterogeneity, Tau®= 2.30, Chi*=8.15, df=3 (F=0.04); F=63%
Testfor overall effect Z= 011 (P = 0.91)

52.5.2 Mindfulness meditation CD

Rickhi 2011 4 39 G 45 30.4% 0.77[0.23, 2.53] —

Subtotal (95% CI) 39 45  30.4% 0.77 [0.23, 2.53] ——alili—

Total events 4 5}

Heterogeneity: Mot applicable

Testfor overall effect, 2= 043 (F=0.67)

Total (95% CI) 207 203 100.0% 0.84 [0.24, 2.96] —auliien-—

Total events 14 16

Heterogeneity, Tau®= 092, Chi*=8.15 df= 4 (P=0.09), F=51% 'D.D1 DH 1'E| 1E|E|'

Testfor overall effect, Z2=0.26 (F=0.79)

. ) Favours sel-help Favours waitlist
2 Test for suboroun differences:; Chif=0.02, df=1 (P=08%, F=0%

3 Figure 280: 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
52.6.1 Cognitive bibliotherapy
Magem 2014 g 36 44 113 82 89 100.0% -0.74 -1.04,-0.44] !
Subtotal (95% CI) 94 89 100.0% -0.74 [-1.04, -0.44]

Heterogeneity: Mot applicable

Test for averall effect: £=4.83 (P = 0.00001)

I ] 1 } |
-10 -5 0 5 10
Favours sel-help Favours waitlist

4 Test for subaroup differences: Mot applicable

6 More severe: Computerised-CBT (CCBT) versus enhanced
7 TAU

8 Figure 281: 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
Farrer 201 1/Farrer 2012 23.04 131 45 296 132 33 100.0% -0.49 [-0.95, -0.04]
Total {95% CI) 45 33 100.0% -0.49 [-0.95, -0.04] L 2
Heterogeneity: Mot applicable t ! ! t |
) -0 -5 0 5 10
Testfor overall effect: Z=212 (F = 0.03) Favours CCBT Favours enhanced TAU

9

10 Figure 282: Discontinuation due to 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|
Farrer 201 1/Farrer 2012 36 a3 4 37 1000%  4.01 [1.54 10.45]
Total (95% CI) 83 37 100.0% 4.01[1.54, 10.45] i
Tatal events 36 4
Heterageneity: Mot appllcable o ah e o0
Test for overall effect £=2.84 (P =0.004) Favours CCBT Favours enhanced TAU

11

93
Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
(November 2021)



DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

1 Figure 283: Depression symptomatology at 6-month follow-up

2

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
Farrer 2011/Farrer 2012 1818 11.79 41 26 137 27 100.0% -0.B1 [-1.11,-0.12]
Total (95% Cl) a1 27 100.0% -0.61 [-1.11,-0.12] L 3
o ) | , , |
Heterogeneity: Mot applicable '—1D _|5 ﬁ :'5 1D.

Test for overall effect: £=2.42 (F=0.0%

3 Figure 284: Quality of life endpoint

4

6

11

13

15
16

Experimental Control Std. Mean Difference

Favours CCBT Favours enhanced TAU

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
Farrer 2011/ Farrer 2012 15893 679 44 1406 B.28 33 100.0% 0.28[-017,0.74]
Total (95% CI) 44 33 100.0% 0.28 [-0.17, 0.74]
Heterogeneity: Mat applicable 5_1 2 55 3 é 1D=
Testfor overall effect Z=1.22 (P=0.22) Favours enhanced TAU Favours CCBT
5 Figure 285: 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
Farrer 2011/Farrer 2012 1674 683 43 1478 6.97 27 100.0% 0.28 [0.20,0.77]
Total (95% CI) 43 27 100.0% 0.28 [-0.20, 0.77]
Heterogeneity; Mat applicable 5_1 2 55 3 é 1D=
Testfor overall effect Z=1.14 (P =0.25) Favours enhanced TAU Favours CCBT
7 Figure 286: Quality of life at 12-month follow-up
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
Farrer 2011/Farrer 2012 17.08 582 35 1577 767 22 100.0% 0.19[0.34,0.73]
Total (95% CI) 35 22 100.0% 0.19 [-0.34, 0.73]
Heterogeneity; Mat applicable 5_1 2 55 3 é 1D=
Testfar overall effect 2= 0.71 (F = 0.48) Favours enhanced TAU Favours CCBT
12 Figure 287: 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
Krejtz 2018 2567 104 26 3011 11.25 25 100.0% -0.40 [-0.96, 0.15]
Total (95% CI) 26 25 100.0% -0.40 [-0.96, 0.15]
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
Testfor overall effect Z=1.43 (P =0.15) Favours computerised ABM  Favours attention placebo
14 Figure 288: 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
Krejiz 2018 -12.897 5.90594671 26 -8.19 747286759 25 100.0% -0.65 [1.22,-0.08]
Total (95% CI) 26 25 100.0%  -0.65[-1.22,-0.09] <&
Heterogeneity: Mot applicable }-10 =5 ] I 101
Testfor overall effect: 2= 2.27 (F = 0.02) Favours computerised ABM  Favours attention placebo
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1 More severe: Self-help + AD versus AD

2 Figure 289: 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
55.1.1 Computerised-CBT (CCBT) + any AD versus any AD
Gilbody 201 8/Littlewood 2014 988 B35 347 917 B34 179 100.0% 013 [0.058,0.31]
Subtotal (95% CI) 347 179 100.0% 0.13 [-0.05, 0.31]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.40{P = 0.16)

10 -5 0 5 10
. . Favours self-help + AD  Favours AD
3 Testfor subgroup differences: Mot anplicable
4 Figure 290: 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
55.2.1 Computerised-CBT (CCBT) + any AD versus any AD
Gilbody 2015/Littlewood 20145 175 452 101 239 100.0% 0.82[0.76,1.11]
Subtotal (95% CI) 452 239 100.0%  0.92 [0.76,1.11]
Total events 175 101
Heterogeneity: Mot applicable
Testfor overall effect; 2= 091 {F = 0.36)
0.0 0.1 1 10 100

Favours AD Favours self-help + AD

5 Testfor subgroun differences: Mot applicable

6 Figure 291: 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% Cl

55.3.1 Cognitive bibliotherapy + escitalopram versus escitalopram

Leinonen 2007 G2 79 58 78 100.0% 1.06[0.83, 1.26]
Subtotal (95% CI) 79 78 100.0%  1.06 [0.89, 1.26]
Total events A2 a8

Heterageneity: Mot applicahle
Testfor overall effect Z= 061 (P=0.54)

0.01 01 1 10

100

Favours AD Favours self-help + AD

7 Test for subgroun differences; Mot applicable

8 Figure 292: Discontinuation due to 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
55.4.1 Computerised-CBT (CCBT) + any AD versus any AD
Gilhody 2015/Littlewood 2015 105 452 G0 239 100.0% 0.83[0.70,1.22
Subtotal (95% CI) 452 239 100.0%  0.93[0.70,1.22]
Total events 105 50
Heterogeneity: Mot applicatle
Test for overall effect: 7= 055 (F = 0.498)
I } T } {
0.01 041 1 10 100

Favours self-help + AD  Favours AD
9 Testfor subaroup differences: Mot applicable P
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1 Figure 293: Quality of life physical health component endpoint

Experimental Control Std. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
55.5.1 Computerised-CBT (CCBT) + any AD versus any AD
Gilhody 201 &iLittlewood 2015 493 1147 324 5029 1039 166 100.0% -0.09 [0.28,0.10]
Subtotal (95% CI) 324 166 100.0% -0.09 [-0.28, 0.10]

Heterogeneity: Mot applicahble
Testfor overall effect £=0.93 (F=0.345)

10 -5 0 5
F

|
10

avours AD  Favours self-help + AD

2 Testfor subaroup differences: Mot applicable

3 Figure 294: 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

55.6.1 Computerised-CBT (CCBT) + any AD versus any AD

Gilbody 201 &/Littlewood 2015 3371 1377 324 3479 1401 166 100.0% -0.08 [-0.26, 0.11]
Subtotal {95% CI) 324 166 100.0% -0.08 [-0.26, 0.11]

Heterogeneity: Mot applicahle
Testfor overall effect £2=0.82 (F=0.41)

)
a ]

4 Testfor subaroup differences: Mot applicable

5 Figure 295: Depression symptomatology at 8-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 85% Cl IV, Fixed, 95% CI

} |
-5 10
Favours AD  Fawvours self-help + AD

55.7.1 Computerised-CBT ({CCBT) + any AD versus any AD

Gilbody 201 8/Littlewood 2015 775 582 38 845 B28 166 100.0% -0.12 [-0.30, 0.07]
Subtotal (95% CI) 318 166 100.0% -0.12 [0.30, 0.07]
Heterogeneity: Mot applicahle

Testfor overall effect £=1.22 (P=0.22)

I i 1
-10 -4 0

5 10
. . Favours self-help + AD  Favours AD
6 Testfor subaroup differences: Mot apnlicable
7 Figure 296: Depression symptomatology at 20-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
55.8.1 Computerised-CBT (CCBT) + any AD versus any AD
Gilhody 201 8/Littlewood 2015 831 596 303 836 662 158 1000% -0.01 [F0.20,0.18]
Subtotal {(95% CI) 303 158 100.0% -0.01 [-0.20, 0.18]
Heterageneity: Mot applicahle
Testfor overall effect 2= 0.08 (P = 0.93)
10 -5 0 5 10
) ) Favours self-help + AD  Favours AD
8 Testfor subaroup differences: Mot applicable
9 Figure 297: Remission at 8-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
55.9.1 Computerised-CBT (CCBT) + any AD versus any AD
Gilbody 201 5/Littlewood 20145 214 457 100 239 100.0% 1.131[0.85,1.358]
Subtotal {95% CI) 452 239 100.0%  1.13[0.95,1.35]
Total events 214 100
Heterogeneity: Mot applicable
Testfor overall effect, Z=1.36(F=017)
I } T } |
0.01 0.1 1 10 100

Favours AD Favours self-help + AD

1 O Testfor subgroun differences: Mot applicable
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1 Figure 298: Remission at 20-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
55.10.1 Computerised-CBT (CCBT) + any AD versus any AD
Gilhody 2015/Littlewood 20145 188 452 97 239 100.0% 1.02[0.85,1.24]
Subtotal (95% CI) 452 239 100.0%  1.02 [0.85,1.24]
Total events 188 97

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.26 (F = 0.80)

0.01 01 1 10 100

Favours AD  Favours self-help + AD

2 Testfor subaroup differences: Mot applicable

3 Figure 299: Quality of life physical health component at 8-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

55.11.1 Computerised-CBT (CCBT) + any AD versus any AD

Gilhody 201 5/Littlewood 2015 4884 1215 291 498 1088 150 100.0% -0.11 [0.30, 0.09]
Subtotal (95% CI) 291 150 100.0% -0.11 [-0.30, 0.09]
Heterogeneity: Mot applicahle

Testfor overall effect: Z=1.07 (P =0.29)

D

4 Testfor subaroup differences: Mot applicable

5 Figure 300: Quality of life mental health component at 8-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

5 10

-5
Favours AD Fawvours self-help + AD

55.12.1 Computerised-CBT (CCBT) + any AD versus any AD

Gilbody 201 &fLittlewood 2015 39.88 1282 291 37.28 1493 150 100.0% 019 F0.01, 0.39]
Subtotal (95% CI) 291 150 100.0% 0.19 [-0.01, 0.39]
Heterogeneity: Mot applicahle

Test for overall effect: Z=1.90 {P = 0.06)

\
-10 -5 0
F

6 Testfor subaroun differences: Mot annlicable

|
5 10

avours AD  Favours self-help + AD

7 Figure 301: Quality of life physical health component at 20-month follow-up

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CIl

55.13.1 Computerised-CBT (CCBT} + any AD versus any AD

Gilhody 2015/Littlewood 2015 47.72 13.06 262 4992 107 137 1000% 018 [0.39,0.03]
Subtotal (95% CI) 262 137 100.0% -0.18 [-0.39, 0.03]
Heterogeneity: Mot applicable

Test for overall effect £=1.69 (F=0.09)

10 -5 0

) |
] 10

Favours AD Favours self-help + AD

8 Test for subaroup differences: Mot apnlicable

9 Figure 302: Quality of life mental health component at 20-month follow-up

Experimental Control Std. Mean Difference §td. Mean Difference

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

55.14.1 Computerised-CBT (CCBT) + any AD versus any AD

Gilhody 201 8/Littlewood 2015 38,38 1361 262 3779 1407 137 100.0% 0.04 016, 0.25]
Subtotal {95% CI) 262 137 100.0% 0.04 [-0.16, 0.25]
Heterogeneity: Mot applicahble

Testfor overall effect £=0.41 (F = 0.69)

10 -5 0
F

10 Testfor subaroup differences: Mot applicable

11
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1 More severe: Computerised-CBT (CCBT) with support versus

2 no treatment

3 Figure 303: 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
Hatcher 2018 73048 22 104 77 22 100.0% -0.47 F1.07, 03]
Total (95% CI) 22 22 100.0% -0.47 [1.07,0.13]
ity i I 1 T } |
Heterogeneity: Mot applicable i = b : 10

Testfor overall effect Z=1.54 (P=012)

4

Favours CCBT wisupport Favours no treatment

5 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, Fixed, 95% CI IV, Fixed, 95% CI
Hatcher 2018 -84 BT 2 71 75 22 100.0% -0.32 [-0.81, 0.28]
Total (95% CI) 22 22 100.0% -0.32 [-0.91, 0.28]
Heterogeneity: Mot applicable |_1 0 _|5 ﬁ é 10'

Testfor overall effect Z=1.05 (P =0.30)

6

7 Figure 305: Remission (ITT)

Favours CCBT wisupport Favours no treatment

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hatcher 2018 16 35 12 28 100.0% 1.07 [0.61, 1.87]
Total (95% CI) 35 28 100.0%  1.07 [0.61,1.87]
Total events 16 12
[ive i } } 1 } |
Heterogeneity: Mot applicable 001 o1 i 10 100

Testfor averall effect. Z=0.23 (P =0.82)

8

9 Figure 306: Discontinuation due to any reason

Favours no treatment  Favours CCBT wisupport

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
Alavi 2016 4 47 g 46 321% 0.78[0.22, 273 —
Hatcher 2018 13 35 B 28 BY.9% 1.73[0.76, 3.87] -
Total (95% CI) 82 74 100.0% 1.34 [0.65, 2.78] e
Tatal events 17 11
_ll—_iehta;ogenem,fl:l T?ru :ZD_DZEI ;:ghlpzjﬁufgl df=1(F=0.30), F= 8% T o 10 100
estior overall effect 2= 0.74 (P = 0.43) Favours CCBT wisupport Favours no treatment

10

11 Figure 307: 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
Hatcher 2018 6.5 1.4 22 7218 22 100.0% -0.43[1.02,017]
Total (95% Cl) 22 22 100.0% 0.43[1.02, 0.17]
Heterogeneity: Mat applicable ' ! 1 ! |
Testfl Il effect Z=1.40 (P=0.15 1o - v : 1
12 estfor overall effect Z=1.40(F = 0.16) Favours no freatment Favours CCBT wisupport
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1 More severe: Self-help with support versus waitlist

2 Figure 308: 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
57.1.1 Cognitive bibliotherapy with support
Schmidt 1983 73 64 12 21.7 ] 10 9.3% -1.80 [2.83,-0.78] —_—
Subtotal (95% CI) 12 10 9.3% -1.80 [-2.83, -0.78] -

Heterogeneity: Mat applicable
Testfor overall effect 2= 3.45 (P = 0.0006)

57.1.2 Computerised-CBT {(CCBT) with support

Choi 2012 1348 828 25 2127 786 30 27.9%  -0.90[1.46,-0.34] =
Lindegaard 2019 823 576 25 1452 575 25 248%  -1.08[1.67,-048 =

Wernrnark 2010 11.26 632 &6 166 7.8 29 37.9%  -0.77 [1.23,-0.30) &

Subtotal (95% CI) 106 84 90.7%  -0.89[-1.19,-0.58] L4

Heterogeneity: Tau®= 0.00; ChF= 0.64, df= 2 (P = 0.73); F= 0%

Test for overall effect: Z= 569 (P = 0.00001)

Total (95% CI) 118 94 100.0%  -0.98 [-1.30, -0.66] L]

Heterogeneity Tau®= 0.01; Chi*= 345, df= 3 (P = 0.33); F=13% 5_1 0 5 b 5 10’

Testfor overall effect £= 598 (P = 0.00001)

. . Favours self-help w/suppo  Favours waitlist
3 Test for subaroup differences: Chi*= 281, df=1 (P =009, F= 64 4%

4 Figure 309: 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
57.2.1 Cognitive bibliotherapy with support
Schmidt 1983 -16.4 513127664 12 -4.3 596992462 10 18.58% S211[F3.19,-1.02) —
Subtotal (95% CI) 12 10 18.8% 211 [-3.19, 1.02] -

Heterogeneity: Mot applicable
Testfor averall effect: 2= 3.81 (P =0.0001)

57.2.2 Computerised-CBT (CCBT) with support

Choi 2012 -12.28 633574778 25 044 5465144 a0 28.2% -213[F2.81,-1.46] &
Lindegaard 2019 -11.37 3.81622851 26 -2.48 390035086 28 27.0% -2.24 [2.96,-1.52] —
Wiright 2005 ] 6.3 15 14 5.4 15 26.0% -0.82 [-1.68,-0.16] —
Subtotal (95% CI) 65 70 81.2% -1.78 [-2.58, -0.97] <>

Heterogeneity: Tau®= 0.37; Chi*=7.55, df= 2 (P = 0.02); F=74%
Testfor averall effect: 2= 4.34 (P = 0.0001)

Total {95% CI) 77 80 100.0% -1.84 [-2.48, 1.21] L 2
Heterogeneity: Tau®= 0.26; Chi*= 7.80, df= 3 (P = 0.05); F= 62% =_1 2 =5 D % 1D=
Testfor overall eﬁec.t: =568 < 0.00001) Favours self-help wisuppo  Favours waitlist
5 Testfor subgroup differences: Chi®=0.23,df=1 (P =063}, F=0%
6 Figure 310: 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
57.3.1 Computerised-CBT (CCBT) with support
Choi 2012 16 32 5] 31 B0.3% 258[1.16,5.74] —i—
Vernmark 2010 19 59 4 29 39.7% 2.33[0.87 6.24] T &
Subtotal (95% CI) 91 60 100.0% 2.48 [1.34, 4.61] -l
Total events 35 10
Heterogeneity: Tau®=0.00; Chi®*=0.02, df=1 (P=087), F=0%
Test for averall effect £= 2,88 (P=0.004)
n.m 0.1 10 100

. ; Favours waitlist Favours self-help w/suppo
7 Testfor subgroup differences: Mot applicable
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1 Figure 311: 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
57.4.1 Computerised-CBT (CCBT) with support
Chai 2012 12 32 i 31 X6GE%  24.24[1.50, 38258 & Y
vermmark 2010 1 59 429 734% 3.81[1.49, 8.77] —i—
Subtotal (95% CI) 91 60 100.0% 6.23 [1.15, 33.80] ——eni——
Total events 43 4

Heteroneneity: Tau®= 078, Chi®=1.70,df =1 (F=019; F= 41%
Testfor overall effect: Z= 212 (P=0.03)

1 1 ]

0.01 0.1 10 100
Favours waitlist Favours self-help w/suppo

2 Testfor subgroup differences: Mot applicable P pe

3 Figure 312: Discontinuation due to 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
57.5.1 Cognitive bibliotherapy with support
Schmidt 1983 1 12 i 10 76% 254011, 56.29]
Subtotal (95% Cl) 12 10 7.6% 2.54 [0.11, 56.25] e —
Total events 1 0

Heterogeneity: Mot applicable
Test for averall effect. £=0.59 (P = 0.56)

57.5.2 Computerised-CBT (CCBT) with support

Choi 2012 9 32 3 31 32% 2.91[0.87, 9.74] T
Lindegaard 20149 ] 25 g 25 39.9% 0.56[0.22,1.43] ——
Vermnmark 2010 3 59 a 29 8.4% 3.50[0.15, 65.549]
Wiright 2004 2 14 1 19 128% 2.001[0.20,18.78]
Subtotal {95% CI) 131 100 92.4% 1.44 [0.50, 4.15] —i—
Total events 19 13
Heterogeneity: Tau®= 050, Chi*= 544 df=3 (P =014); F= 45%
Testfor overall effect: Z= 0.67 (P = 0.50)
Total (95% Cl) 143 110 100.0% 1.44 [0.58, 3.57] gl
Total events 20 13
_I;ietnta;ugenmtyl:lT?ru :ZD?B;;DQNP:_SD.BE df=4 (F=0.23);F=28% o o 10 100
estfor overall effect 7= 0.79 (P = 0.43) Favours self-help wisuppo Favours waitlist
4 Testfor subgroup differences: Chif=012, df=1 (P=0.73). F=0%
5 Figure 313: 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
57.6.1 Computerised-CBT (CCBT) with support
Wermmark 2010 1.04 17 56 026 1.82 29 100.0% 0.44 [-0.01,0.50]
Subtotal (95% CI) 56 29 100.0% 0.44 [-0.01, 0.90]
Heterogeneity: Mot applicable
Test for overall effect: Z=1.92 (P = 0.0&)
10 5 0 5 10

) ) Favours waitlist Favours self-help w/suppo
6 Test for suboroup differences: Mot applicable

7 Figure 314: Functional impairment 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
57.7.1 Computerised-CBT (CCBT) with support
Chai 2012 996 7.3 25 1407 8.487 30 100.0% -0.50 [1.04,0.03]
Subtotal {95% CI) 25 30 100.0% -0.50 [-1.04, 0.03]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.83(F=0.07)

| , , |
-10 -5 0 i} 10
. . Favours self-help wisuppo Favours waitlist

8 Test for subaroup differences: Mot applicable
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1 Figure 315: 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
57.8.1 Computerised-CBT (CCBT) with support
Lindegaard 2019 1081 7.09 25 1693 6.81 25 100.0% -0.85 [-1.43,-0.27] !
Subtotal (95% CI) 25 25 100.0% -0.85[-1.43, -0.27]

Heterogeneity: Mot applicable

Testfor overall effect: £= 2.88 (P = 0.004)
I } } |
-10 -5 ] g 10

Favours self-help wisuppo  Favours waitlist

Test for subaroup differences: Mot applicable

4 More severe: Self-help with support versus self-help (without
5 support)

6 Figure 316: Depression symptomatology endpoint

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
58.1.1 Cognitive bibliotherapy with support versus cognitive bibliotherapy
Schridt 1983 73 B4 12 85 58 12 8.48% -0.19[-0.89, 0.61]
Subtotal {95% CI) 12 12 8.5% -0.19 [-0.99, 0.61]

Heterogeneity: Mot applicable
Testfor overall effect 2= 046 (P = 0.64)

58.1.2 Computerised behavioural activation with support versus psychoeducational website
Arjadi 2018 8.5 575 120 1083 621 145 91.5% -0.38 [-0.63,-0.14] .
Subtotal (95% CI) 120 145  91.5% -0.39 [-0.63, -0.14] ¢
Heterogeneity: Mot applicable

Testfor averall effect 2= 311 (P=0.002)

Total (95% Cl) 132 157 100.0% -0.37 [-0.60, -0.14] [ ]
Heterogeneity: TauF= 0.00; Chif= 021, df=1 (P = 0.65); F= 0% ' t t {
Testfi Il effect Z=2.11 (P = 0.002 10 -5 o 5 10
estioroverall & EC_' =311 T i Favours self-help wisuppo Favours self-help
7 Testfor subgroup diferences: Chit= 021, df=1 (P =065, F=0%

8 Figure 317: 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
58.2.1 Cognitive bibliotherapy with support versus cognitive bibliotherapy
Schmidt 1983 -16.4 513127664 12 -15.3 529528092 12 100.0% -0.20 -1.01, 0.60)
Subtotal (95% CI) 12 12 100.0% -0.20 [-1.01, 0.60]

Heterogeneity: Mot applicable
Test for overall effect: Z= 050 (P = 0.62)

10 -5 0 5 10
. . Favours self-help wisuppo  Favours self-help
9 Test for subaroup differences: Mot anplicable

10 Figure 318: 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

58.3.1 Computerised behavioural activation with support versus psychoeducational website

Arjadi 2018 78 1549 63 154 100.0% 1.20 [0.94, 1.54]

Subtotal {95% CI) 159 154 100.0%  1.20 [0.94, 1.54]

Total events 78 63

Heterogeneity: Mot applicable

Testfor overall effect Z=1.44 (P=0.159)
I } 1 } {
0.01 0.1 1 10 100

! . Fav.ours self-help Favours self-help w/suppo
1 1 Testfor subaroup diffierences: Not applicable
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1 Figure 319: Discontinuation due to 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
58.4.1 Cognitive bibliotherapy with support versus cognitive bibliotherapy

Schmidt 1983 1 12 1 12 8.4% 1.00 [0.07, 14.21] J
Subtotal {95% CI) 12 12 8.5% 1.00 [0.07, 14.21] ——*—
Total events 1 1

Heterogeneity: Mot applicable
Testfor overall effect Z=0.00 (P =1.00)

58.4.2 Computerised behavioural activation with support versus psychoeducational website
Arjadi 2018 38 159 9 154 81.5% 4.20(2.10,8.37] t
Subtotal (95% CIy 159 154 91.5% 4.20[2.10, 8.37]

Total events 34 9

Heterogeneity: Mot applicable
Testfor overall effect Z=4.07 (P = 0.0001)

Total (95% CI) 171 166 100.0% 3.71[1.69,8.15] -
Total events 40 10
ity: == S Chif= = = E= I t t |
_ll—_ietf;ogenewl.lT?ru ;‘zufg'zoahlp_—1nﬂnsn'1df_ T(P=030)1F=59% oo o 10 100
estioroverall & ec.. =328 e ] Favours self-help wisuppo Favours self-help
2 Testfor subaroup differences: Chi*=1.05, df=1 (P =031, F= 49%

3 Figure 320: 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% CI IV, Random, 95% CI
58.5.1 Cognitive bibliotherapy with support versus cognitive bibliotherapy
Schmidt 1983 84 78 11 93 749 11 8.8% -0.11 [-0.85,0.73] -
Subtotal {95% CI) 1 1 8.8% -0.11 [-0.95,0.73] -

Heterogeneity: Mot applicable
Testfor overall effect Z=0.26 (F=0.80)

58.5.2 Computerised behavioural activation with support versus psychoeducational website
Arjadi 2018 8.47 B 96 847 583 139 91.1% -0.17 [-0.43,0.09] .
Subtotal {95% CI) 96 139 91.2% -0.17 [-0.43, 0.09] L
Heterogeneity: Mot applicable

Testfor overall effect Z=1.25 (F=0.21)

Total {(95% Cl) 107 150 100.0% -0.16 [-0.41, 0.09] 4
Heterogeneity: Tau® = 0.00; Chi®=0.02, df=1 (P = 0.90); F= 0% t t 1 {
Test i lleffect Z=1.27 (P= 0.20 10 -5 o 5 10
estioroverall e ec.. =1.27 T ) Favours self-help wisuppo Favours self-help
4 Testfor subaroup differences: Chi*= 002, df=1 (F = 0900, F= 0%

5 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% CI
58.6.1 Computerised behavioural activation with support versus psychoeducational website
Arjadi 2018 686 518 112 844 5468 144 100.0% -0.31 [-0.56, -0.08]
Subtotal {95% CI) 112 144 100.0% -0.31 [-0.56, -0.06]

Heterogeneity: Mot applicable
Testfor overall effect £=2.44 (F=0.01)

10 5 0 5 10
Favours self-help wisuppo Favours self-help

6 Testfor subgroup differences: Mot applicable

7 Figure 322: 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
58.7.1 Computerised behavioural activation with support versus psychoeducational website
Arjadi 2018 F931 225 120 FA39 1168 145 100.0% 0.45[0.20, 0.69]
Subtotal (95% Cl) 120 145 100.0% 0.45 [0.20, 0.869]

Heterogeneity: Mot applicable
Testfor averall effect: 2= 3.57 (P = 0.0004;)

10 -5 0 5 10
. . Favours seli-help Favours self-help wisuppo
8 Testfor subgroun differences: Not applicable
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1 Figure 323: Quality of life at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 50 Total Mean 5D Total Weight IV, Fixed, 85% CI IV, Fixed, 85% CI
58.8.1 Computerised behavioural activation with support versus psychoeducational website
Arjadi 2018 7833 1387 96 FE96 1207 139 100.0% 0.11 [0.15, 0.37]
Subtotal (95% CI) 96 139 100.0% 0.11 [-0.15, 0.37]

Heterogeneity: Mot applicable
Test for overall effect 2= 0.81 (P=0.42)
} } } } |
-10 -5 0 5 10
Favours self-help Favours self-help wisuppo

2 Test for subgroup differences: Not applicable

3 Figure 324: Quality of life 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
58.9.1 Computerised behavioural activation with support versus psychoeducational website
Atjadi 2018 8362 1277 112 8148 12893 144 100.0% 0.17 [F0.08, 0.41]
Subtotal (95% CI) 112 144 100.0% 0.17 [-0.08, 0.41]

Heterogeneity: Mot applicable
Test for overall effect Z2=1.31 (P=019)

10

-5
: . Favours self-help Favours self-help w/suppo
4 Test for subgroup differences: Not applicable

6 More severe: Short-term psychodynamic psychotherapies
7 individual versus any psychotherapy

8 Figure 325: 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
Connolly Gibbhons 2012 166 6.5 16 158 762 13 100.0% 011 [-0.62, 0.84]
Total (95% CI) 16 13 100.0% 0.11 [-0.62, 0.84]
i e R S N
estfor overall effect 2= 0.30 (F = 0.77) Favours STPP Favours any psychotherapy

9

10 Figure 326: Depression symptomatology change score

Experimental Control Std. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Connolly Gibbons 2012 -6.4 430179032 16 -39 554638621 13 100.0% -0.50 F1.24,0.25]
Total (95% CI) 16 13 100.0% -0.50 [-1.24, 0.25]
Heterogeneity: Notapphcable '—10 _-5 lﬁ é 1D'
Testfor overall effect Z=1.31 (P=019) Favours STPP Favours any psych

11

12 Figure 327: Discontinuation due to 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

Connolly Gibbons 2012 A il 3 19 100.0% 0.75[0.27, 2.07]

Total (95% CI) 21 19 100.0%  0.75[0.27, 2.07]

Total events 4 g

S Ay R
13 estfor overall effect 2= 0.55 (P = 0.58) Favours STPP Favours any psychotherapy
14
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1 More severe: Short-term psychodynamic psychotherapy
2 individual versus cognitive and cognitive behavioural
3 therapies individual

4 Figure 328: Depression symptomatology endpoint

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
60.1.1 Short-term psychodynamic psychotherapy individual versus CBT individual (15 sessions or over)
Connolly Gibbons 2016 1689 435 118 16.06 423 119 56.6% 0.19 [-0.06, 0.45]
Subtotal {95% CI) 118 119 56.6% 0.19 [-0.06, 0.45] y

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.48{P=0.14)

60.1.2 Dynamic interpersonal therapy (DIT) individual versus CBT individual (15 sessions or over)
Fonagy 2019 996 7.95 73 1321 7H 20 43.4% -0.41 [-0.91, 0.09] :
Subtotal (95% CI) 73 20 43.4% -0.41 [-0.91, 0.09]

Heterogeneity: Mot applicable

Testfor overall effect Z=1.61 (F=0.11;

Total (95% CI) 191 139 100.0% -0.07 [-0.66, 0.52] *
Heterogeneity: Tau®= 0.14; Chi*= 4 46, df= 1 (P = 0.03% F= 78% I } T } {
. -10 -5 1] 5 10
Testfor overall effect Z= 023 (F=082) Favours STPP Favours CBT
5 Test far subaroup diffierences: Chi*= 4 46, df=1 (P =003}, F=77 6%

6 Figure 329: 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% Cl
60.2.1 Short-term psychodynamic psychotherapy individual versus CBT individual {15 sessions or over)
Connolly Gibbons 2016 -4.16 392353794 118 -502 376376806 119 559% 0.22[-0.03, 0.48]
Subtotal (95% CI) 118 119 55.9% 0.22 [-0.03, 0.48] y

Heterogeneity: Mot applicable
Testfor averall effect Z=1.71 (P = 0.09)

60.2.2 Dynamic interpersonal therapy (DIT) individual versus CBT individual {15 sessions or over)

Fonagy 2019 -8.15 8370721585 T3 -592 514374377 20 441% -0.42 [-0.91, 0.08] z
Subtotal (95% CI) 73 20 441% -0.42 [-0.91, 0.08]

Heterogeneity: Mot applicable

Testfor overall effect Z=1.63 (P= 010}

Total (95% CI) 191 139 100.0% -0.06 [-0.68, 0.56] *
Heterogeneity: Tau®= 0.16; Chi*=4.99, df=1 (P = 0.03); F= 80% 5_1 p 55 p é 1D=
Testfor overall effect Z=019 (P = 0.85) Favours STPP Favours CBT

7 Testfor subaroup differences: Chi®=4.89, df=1 (P=0.03), F=80.0%

8 Figure 330: 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
60.3.1 Dynamic interpersonal therapy (DIT) individual versus CBT individual (15 sessions or over)
Fanagy 2019 av 73 4 200 46.3% 283[1.02 6.27] —
Subtotal (95% CI) 73 20 46.3% 2.53[1.02,6.27] | —
Total events av 4

Heterogeneity: Mot applicable
Testfor overall effect Z=2.01 (FP=0.04)

60.3.2 Short-term psychodynamic psychotherapy individual versus CBT individual (15 sessions or over)

GallagherThompson 1994 13 30 24 36 53.7% 0.65[0.41,1.04] —1H
Subtotal {95% CI) 30 36 53.7% 0.65 [0.41, 1.04] L 2
Total events 13 24

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.80{P =0.07)

Total (95% CI) 103 56 100.0% 1.22 [0.29, 5.06] -*—
Total events 50 28
Heterogeneity: Tau®= 0.92; Chi*= 7.82, df= 1 (P = 0.008); F= 87% I t t |
. 0.01 0.1 10 100
Testfor overall effect 2= 027 (P=0.78) Favours CBT Favours STPP
9 Testfor suboroup differences: Chi*=6.84, df=1 (P = 0.009), F=854%
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1 Figure 331: Discontinuation due to 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
60.4.1 Dynamic interpersonal therapy (DIT) individual versus CBT individual (15 sessions or over)
Fonagy 2019 14 73 3 20 42.3% 1.28[0.41, 4.07]
Subtotal {95% CI) 73 20 42.3% 1.28 [0.41, 4.02]
Total events 14 3

Heterogeneity: Mot applicable
Testfor overall effect Z= 042 (F=067)

60.4.2 Short-term psychodynamic psychotherapy individual versus CBT individual (15 sessions or over)

Gallagher-Thornpson 1994 9 30 5 36 57.7% 216081, 5.76] ——
Subtotal {(95% CI) 30 36 57.7% 2.16 [0.81, 5.76] -
Total events 9 ]

Heterogeneity: Mot applicable
Testfor overall effect =154 (F=013)

Total (95% CI) 103 56 100.0% 1.73[0.82, 3.64] e
Total events 23 g
ity 2= S Chi= = = R= I t } |
?etﬂogenemfl.lT;u ;;P?If4hlp_—nd41?é di=1 (P =0.48), F=0% 0o o 10 100
estfor overall effect 7= 1.44 (P = 0.15) Favours STPP Favours CBT
2 Testfor subgroup diferences: Chi*= 047, di=1 (P= 04500, F=0%

3 Figure 332: 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% CI IV, Random, 95% CI
60.5.1 Short-term psychodynamic psychotherapy individual versus CBT individual (15 sessions or over)
Connolly Gibbons 2016 -0.78 154 118 -0.33 1.39 118 749% -0.31 [-0.56,-0.05]
Subtotal {95% CI) 118 119 74.9% -0.31 [-0.56, -0.05] 4
Heterogeneity: Mot applicable
Testfor overall effect £= 234 (P=0.02)

60.5.2 Dynamic interpersonal therapy (DIT) individual versus CBT individual {15 sessions or over}
Fonagy 2018 083 001 73 083 0.03 20 251% 0.00[-0.49, 0.49] -+
Subtotal (95% CI) 73 20 251% 0.00 [-0.49, 0.49] L 3
Heterogeneity: Mot applicable

Testfor overall effect: £=0.00 (F =1.00)

Total {95% Cl) 191 139 100.0% -0.23 [-0.49, 0.03] Ol
Heterogeneity: Tau?= 0.01; Chi*= 116, df= 1 (P = 0.28); F=14% I t T f |
Test Il effect Z=1.73 (P = 0.08 -0 3 v 5 1
estfor overall effect Z=1. {l =0 ) Favours CBT Favours STPP
4 Test for subaroup differences: Chi*=1.16,df=1 (P=028), P=13.6%

5 Figure 333: 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
60.6.1 Short-term psychodynamic psychotherapy individual versus CBT individual (15 sessions or over)
Caonnolly Gibbons 2016 444 943 118 4361 1022 119 100.0% 0.08[-0.17,0.33]
Subtotal {95% CI) 118 119 100.0% 0.08 [-0.17,0.33]

Heterogeneity: Mot applicable
Testfor overall effect £= 0.62 (F=054)
I } ) } |
-10 -5 0 5 10
Favours CBT Favours STPP

6 Test for subaroun differences: Mot applicable

7 Figure 334: Quality of life mental health component endpoint

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
60.7.1 Short-term psychodynamic psychotherapy individual versus CBT individual (15 sessions or over)
Caonnolly Gibbons 2016 285 747 118 30.33 8.04 119 100.0% -0.24 [-0.489, 0.02]
Subtotal {95% CI) 118 119 100.0% -0.24 [-0.49, 0.02]

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.80{P =0.07)

10 5 0 5 10
Favours CBT Favours STPP

8 Testfor suboroup differences: Mot applicable
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1 Figure 335: Interpersonal problems 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
60.8.1 Dynamic interpersonal therapy (DIT) individual versus CBT individual {15 sessions or over)
Fanagy 2019 1.46 0.08 73 156 014 20 100.0% -1.04 [-1.55,-0.52] !
Subtotal {95% Cl) 73 20 100.0% -1.04 [-1.55, -0.52]

Heterogeneity: Mot applicable
Testfor averall effect: £= 392 (P = 0.0001)

10 5 0 5 10
Favours STPP Favours CBT

2 Testfar subgraun differences: Mot apnlicable

3 Figure 336: 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% CI M-H, Fixed, 95% CI

60.9.1 Short-term psychodynamic psychotherapy individual versus CBT individual (15 sessions or over)

Gallagher-Thompson 1994 11 30 19 36 100.0% 0.69 [0.40,1.22]

Subtotal {95% CI) 30 36 100.0%  0.69 [0.40,1.22]

Total events 11 14

Heterogeneity: Mot applicable

Testfor overall effect Z=1.27 (F=0.20)
| , , |
0.0 01 1 10 100

. . Favours CBT Favours STPP
4 Testfar subgroun differences: Mot apnlicable

6 More severe: Dynamic interpersonal therapy (DIT) individual
7 versus cognitive bibliotherapy with support

8 Figure 337: 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
Fanagy 2019 9.96 7.95 73 1484 1021 54 100.0% -0.54 [-0.90,-0.18]
Total (95% Cl) 73 54 100.0%  -0.54[-0.90, 0.18] L 3
Heterogeneity: Mot applicable =-1D 15 D é 1D=
Test for overall effect: £= 296 (P = 0.003) Favours STPP Favours self-help wisuppo

9

10 Figure 338: 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
Fonagy 20149 -8.14 8370721485 T3 -408 TF.20726023 a4 100.0% -0.65 [-1.01,-0.29]
Total (95% CI) 73 54 100.0% -0.65 [-1.01, -0.29] L ]
Heterogeneity: Mot applicahble I_1 2 =5 D é 1D=
1 1 Testfor overall effect 2= 343 (P = 0.0004) Favours STPP Favours self-help wisuppo
12 Figure 339: 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
Faonagy 2019 ar 73 g 34 100.0% 5.47[2.30,12.00
Total (95% CI) 73 54 100.0% 5.47[2.30,13.00] B
Total events ar g
o . I | | |
?Eti;ugenemtl-l N1‘Dft atpgll_cgbéz P =0.0001 001 01 1o 100
13 Bstforoverall effect Z= 3.85 (F = 0. ) Favours self-help w/suppo Favours STPP
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1 Figure 340: Discontinuation due to 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
Fonagy 2019 14 T3 16 a4 100.0% 065[0.35 1.21] o
Total (95% Cl) 73 54 100.0%  0.65[0.35,1.21] -
Total events 14 16

Heterageneity: Mot applicahle
Testfor averall effect Z=1.36 (F=0.17)

2

3 Figure 341: Quality of life endpoint

}
0.1

1 ]
10 100
Favours STPP  Favours self-help wisuppo

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
Fonagy 2019 083 0.m 73 0¥9 002 54 100.0% 264216, 312
Total {95% CI) 73 54 100.0% 2.64 [2.16, 3.12] L 2
Heterogeneity: Mot applicable 5_1 0 55 i ! 1D=
4 Testfor overall effect: Z=10.73 (P = 0.00001} Favours self-help wisuppo Favours STPP
5 Figure 342: Interpersonal problems 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
Fonagy 20149 1.46 0.08 T3 16 01 54 100.0% -1.56 [-1.87,-1.16]
Total (95% CI) 73 54 100.0%  -1.56 [-1.97,-1.16] L
Heterogeneity: Mot applicahle o i s 5 0

Test for overall effect £2= 7. 61 (P = 0.00001)

Favours STPP Favours self-help wisuppo

8 More severe: Short-term psychodynamic psychotherapies

o individual versus fluoxetine

10 Figure 343: 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
Salminen 2008 -11 644 26 112 48 25 100.0% 0.04 F0.51, 048]
Total {95% Cl) 26 25 100.0% 0.04 [-0.51, 0.58]
Heterogeneity: Mot applicable I-'IU 55 1 % 1D=
1 1 Testfor overall effect Z= 013 (F = 0.90) Favours STPP Favours flucxetine
12 Figure 344: 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
Salminen 2008 12 26 12 25 100.0% 0.96 [0.54,1.72]
Total {95% CI) 26 25 100.0% 0.96 [0.54, 1.72]
Total events 12 12
Heterogeneity: Mot applicahle 'IZI.IZI1 Df1 1| 1'D 1IZID'

Test for overall effect Z=013 (F = 0.85)

13
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Treatment of a new episode of more severe depression

1 Figure 345: Discontinuation due to 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|
Salminen 2008 ] 26 G 25 100.0% 0.80[0.28, 2.29]
Total (95% CI) 26 25 100.0%  0.80[0.28, 2.29]

Total events a B

Heterageneity: Mot applicable T
Test for overall effect Z=0.41 (F = 0.68) '

2

3 Figure 346: Global functioning change score

0.1 1 10 100

Favours STPP Favours fluoxetine

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Salminen 2008 15.2 12.63 26 167 876 24 100.0% -013 [-0.69, 0.42]
Total (95% CI) 26 24 100.0% -0.13 [-0.69, 0.42]
Heterogeneity; Mot applicable I—'ID 55 2 é 1D=
Test for owverall effect: Z= 048 {P = 0.63) Favaurs fluoxetine Favours STPP
6 More severe: Short-term psychodynamic psychotherapy
7 individual + any AD versus any AD
8 Figure 347: Depression symptomatology endpoint
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% Cl
Dedonghe 2001/koaol 2003 11.08 B.A52 23121 8.Mm 20 100.0% -013[-0.73,0.47]
Total (95% CI) 23 20 100.0% -0.13 [-0.73, 0.47]
Heterageneity: Mat applicable 5_1 0 55 5 % 1D=
9 Testfor overall effect £=0.42 (F = 0.68) Favours STPP +any AD Favours any AD
10 Figure 348: Depression symptomatology change score
Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Dedonghe 2001/Kool 2003 -8.61 4.31351365 23 -891 606342313 20 100.0% 0.08 [0.51, 0.69]
Total (95% CI) 23 20 100.0% 0.09 [-0.51, 0.69]
Heterageneity: Mot applicable =-1D :5 1 % 10:
1 1 Test for overall effect: £= 0.30 (P = 0.76) Favours STPP + any AD  Favours any AD
12 Figure 349: Quality of life endpoint
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% Cl
Dedonghe 2001/koaol 2003 2683 61 23 2325 937 20 100.0% 0.45[-0.16, 1.08]
Total (95% CI) 23 20 100.0% 0.45 [-0.16, 1.06]
Heterogeneity: Notappllcable o £ ) : 0
1 3 Testfor overall effect Z=1.46(F=0.15) Favours any AD Favours STPP + any AD
14
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1 More severe: Short-term psychodynamic psychotherapy
2 individual + AD versus counselling + AD

3 Figure 350: 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
64.1.1 Short-term psychodynamic psychotherapy individual + any SSRI versus counselling + any SSRI
Maina 2007 9.83 3417 18 947 4002 17 431% 0.09 [-0.57, 0.76]
Subtotal {95% CI) 18 17 431% 0.09 [-0.57, 0.76]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 028 (F=0.78)

64.1.2 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD

Witriol 2009 2208 886 39 2747 4969 40 56.9% -0.57 [1.02,-0.12] i
Subtotal (95% CI) 39 40 56.9% -0.57 [-1.02, -0.12] L 2
Heterogeneity: Mot applicable
Testfor overall effect: Z=2.49 (F = 0.01)
Total (95% CI) 57 57 100.0% -0.29 [-0.93, 0.36]
Heterogeneity: Tau®= 0.14; Chi*= 267, df=1 (P = 0.10); F= 3% =-1D 55 p é 1D=
Testfor overall effect 2= 0.86 (P = 0.39) Favours STPP + AD  Favours counselling+AD
4 Testfor subgroup differences: Chi*= 2.67, df=1{F =010}, F=62.5%
5 Figure 351: 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
64.2.1 Short-term psychodynamic psychotherapy individual + any S5RI versus counselling + any S5RI
Maina 2007 -10.84 2.82405683 18 -10.06 2818 17 100.0% -0.27 [-0.94, 0.40]
Subtotal (95% CI) 18 17 100.0% -0.27 [-0.94, 0.40]
Heterogeneity: Mat applicahle
Testfor averall effect Z=073 (P =0.43)
10 -5 0 5 10

. . Favours STPP + AD  Favours counselling + AD
6 Testfor suboroup differences: Mot applicable

7 Figure 352: 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
64.3.1 Short-term psychodynamic psychotherapy individual + any SSRI versus counselling + any SSRI
Maina 2007 3 hal g 20 7E9% 0.57 [0.16, 2.08]
Subtotal (95% CI) 21 20 76.9% 0.57 [0.16, 2.08]
Total events 3 ]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 085 (F = 0.40)
64.3.2 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD
Witriol 2009 2 44 1 43 231% 1.95[0.18, 20.77] =
Subtotal (95% CI) 44 43 231% 1.95[0.18, 20.77] ——eet———
Total events 2 1
Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.56 (F = 0.58)
Total (95% CI) 65 63 100.0% 0.76 [0.24, 2.36] il
Total events ] 4
Heterogeneity: Tau®= 0.00; Chi*= 081, df=1 (P=037); F=0% I t t |
Testf Il effect: Z=0.48 (P = 0.63 oo 0.1 10 100
estior overall efiect 2= 0.45 (P = 0.63) Favours counselling+AD  Favours STPP + AD
8 Test for subgroup differences: Chi®= 080, df=1 (P=037, F=0%
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1 Figure 353: 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
64.4.1 Short-term psychodynamic psychotherapy individual + any SSRI versus counselling + any SSRI
Maina 2007 g hal g 20 534% 0.95[0.44, 2.09]
Subtotal (95% CI) 21 20  53.4% 0.95 [0.44, 2.05]
Total events g g
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.12 (P = 0.80)
64.4.2 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD
Witriol 2009 13 44 B 43 466% 2.12[0.89, 5.08] T
Subtotal (95% CI) 44 43 46.6% 212 [0.89, 5.06] oniiiin-—
Total events 13 4
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.69 (F = 0.09)
Total (95% CI) 65 63 100.0% 1.38 [0.62, 3.06] i
Total events 21 14
Heterogeneity: Tau®=0.15; Chi*=1.88, df=1 (P=0.17); F= 47% I t 1 {
Testf Il effect: Z=0.80 (P =0.42 oo 0.1 10 100
estior overall @ ec.. =080¢ e ) Favours counselling+AD  Favours STPP + AD
2 Test for subgroup differences: Chi*=1.82, df=1(F=018), F=452%

3 Figure 354: Discontinuation due to 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
64.5.1 Short-term psychodynamic psychotherapy individual + any SSRI versus counselling + any SSRI
Maina 2007 5 21 4 20 58.0% 1.19[0.37, 3.81]
Subtotal {95% CI) 21 20 58.0% 1.19[0.37, 3.81]
Total events a 4

Heterogeneity: Mot applicable
Testfor overall effect: Z=029(F=077)

64.5.2 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD

Witriol 2009 5 44 3 43 420% 1.63[0.41, 6.40] —
Subtotal {95% CI) 44 43 42.0% 1.63 [0.41, 6.40] —i—
Total events ] 3

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.70(F = 0.48)

Total (95% CI) 65 63 100.0% 1.36 [0.56, 3.29] i
Total events 10 7
?etigogenenyl:lT?ru t:-zD.—Dg;é:shlp:—Dujszul df=1{P=073,F=0% 'D.D1 Df1 1'0 1DD'
estior overall @ ec.. =088¢ e ) Favours STPP + AD  Favours counselling+AD
4 Test for subgroup differences: Chi*=012, df=1 (P=073), F=0%

5 Figure 355: Depression symptomatology at 3-6 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
64.6.1 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD
Witriol 2009 19.39 10.58 36 2502 11.14 35 550% -0.51 [-0.99,-0.04] H
Subtotal {95% CI) 36 35 55.0% -0.51 [-0.99, -0.04] L 2

Heterogeneity: Mot applicable
Testfor overall effect: Z= 212 (F=0.03)

64.6.2 Short-term psychodynamic psychotherapy individual + any SSRI versus counselling + any SSRI

Maina 2007 6.28 3.691 18 1241 450N 17 450% -1.46 [-2.22,-0.70] —-
Subtotal {95% CI) 18 17 45.0% -1.46 [-2.22, 0.70] <
Heterogeneity: Mot applicable

Testfor averall effect 2= 3.79 (P = 0.0002)

Total (95% CI) a4 52 100.0% -0.94 [-1.86, -0.02] -
Heterogeneity: Tau®= 0.34; Chi*=4.33, df=1 (P = 0.04); F= 77% 5_1 p 55 p é 1D=
Testfor overall effect 2=1.99 (P = 0.03) Favours STPP + AD  Favours counselling+AD

6 Testfor subgroup differences: Chi*=4.33, df=1 (P =0.04), F=76.9%
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1 Figure 356: Remission at 3-6 month follow-up (ITT)

Experimental Control Risk Ratio

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI
64.7.1 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD
Witriol 2009 g 44 2 43 456% 391 [0.88,17.37] T
Subtotal (95% CI) 44 43  45.6% 3.91 [0.88,17.37] e ———
Total events g 2
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.79(F=0.07)
64.7.2 Short-term psychodynamic psychotherapy individual + any SSRI versus counselling + any SSRI
Maina 2007 12 hal 2 20 54.4% a8.71[1.46, 22.40] ——
Subtotal (95% CI) 21 20  54.4% 5.71 [1.46, 22.40] —e
Total events 12 2
Heterogeneity: Mot applicable
Testfor overall effect: Z= 250 (F = 0.01)
Total (95% CI) 65 63 100.0% 4.81 [1.75,13.16] —il—
Total events 20 4
Heterogeneity: Tau®= 0.00; Chif= 014, df=1 (P=0.71); F= 0% ID.D1 0?1 150 1DD=
Testfor overall effect 2= 3.05 (P = 0.002) Favours counselling+AD  Favours STPP + AD
2 Test for subgroup differences: Chi*=0.14, df=1 (P=0711, F=0%
3 Figure 357: Response at 3-6 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% CI
64.8.1 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD
Witriol 2009 17 44 11 43 595% 1.51 [0.80, 2.84]
Subtotal (95% CI) 44 43  50.5% 1.51 [0.80, 2.84]
Total events 17 11
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.28 (F=0.20)
64.8.2 Short-term psychodynamic psychotherapy individual + any SSRI versus counselling + any SSRI
Maina 2007 14 hal 4 20 405% 3331132, 847 —
Subtotal (95% CI) 21 20  40.5% 3.331.32,842] -
Total events 14 4
Heterogeneity: Mot applicable
Testfor overall effect: Z=2.54 (F=0.01)
Total (95% CI) 65 63 100.0% 2.08[0.97,4.47] .
Total events H 14
Heterogeneity: Tau®= 015, Chi*=1.93, df=1 (F=017), F= 48% t t t |
Testforgovergll effect 7= 1I.88 P= D.Dé) ( § 0.01 0.1 : 10 100
) i Favours counselling+AD  Favours STPP + AD
4 Test for subgroup differences: Chi*=1.91, df=1 (F=017), F=477%
5 Figure 358: Functional impairment 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% CI
64.9.1 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD
Witriol 2009 927 2828 38 105835 31.06 40 100.0% -0.42 [-0.87,0.03]
Subtotal (95% CI) 38 40 100.0% -0.42 [-0.87,0.03]
Heterogeneity: Mot applicable
Testfor averall effect £2=1.84 (P=0.07)
-0 -5 0 5 10

. . Favours STPP + AD Favours counselling+AD
6 Testfor subgroup differences: Not applicable

7 Figure 359: Functional impairment at 3-month follow-up

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
64.10.1 Short-term psychodynamic psychotherapy individual + any AD versus counselling + any AD
Witriol 2008 8584 3757 36 10202 .75 35 100.0% -0.46 [-0.93, 0.01]
Subtotal (95% CI) 36 35 100.0% -0.46 [-0.93, 0.01]
Heterogeneity: Mat applicable
Test for averall effect Z=1.91 (P = 0.06)

10 -5 0 & 10

. . Favours STPP + AD  Favours counselling+AD
Testfor subgroup differences: Mot applicable
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1 More severe: Short-term psychodynamic psychotherapy
group versus cognitive and cognitive behavioural therapies

2
3

group

4 Figure 360: 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
Cowi 1987 1 24 14 32 100.0% 0.101[0.01, 0.68]
Total {95% CI) 24 32 100.0%  0.10[0.01,0.68] e ——
Total events 1 14
Heterogeneity: Mot applicable f t f {
0.01 0 10 100
Testfor overall effect Z= 235 (P = 0.02) Favours CBT group  Favours STPP group
7 More severe: Long-term psychodynamic psychotherapy
s individual versus fluoxetine
9 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% CI
Bastas 2014 528 344 73 1416 2454 67 100.0% -2 B2 [-3.249,-2.39)
Total {95% CI) 73 67 100.0% -2.82 [-3.29, -2.35] L
Heterogeneity: Mot applicable =—1D IS b % 1D=
10 Testfar overall effect 2= 11.72 (P = 0.00001} Favours LTPP Favours fluoxetine
11 Figure 362: 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
Bastos 2015 67 a0 20 91 100.0% 339 [2.26, 5.08]
Total (95% CI) a0 91 100.0% 3.39[2.26, 5.08] e
Total events 67 20
Heterogeneity: Mot applicable f t f {
Test for overall effect; £= 590 (F = 0.00001} 0.01 Fan 'ouDr's1 fluoxetine Favours L-T-SF. 100
12 ¥ v
13 Figure 363: Discontinuation due to 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
Bastos 2015 17 a0 24 91 100.0% 0.72[0.41,1.24]
Total (95% CI) ag 91 100.0% 0.72 [0.41, 1.24]
Total events 17 24
Heterageneity: Mot applicable o o 1 1 100

14
15

Test for overall effect Z=119(FP=023)

112

Favours LTPP Favours fluoxetine
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1 More severe: Long-term psychodynamic psychotherapy
2 individual + fluoxetine versus fluoxetine

3 Figure 364: 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
Bastos 2015 416 2.52 62 1416 2.54 67 100.0% -3.93[-4.53,-3.33]
Total {95% CI) 62 67 100.0% -3.93 [4.53, -3.33] &>
Heterogeneity: Mot applicable =-1D 55 5 é 1D=
Testfor overall effect Z=12.90 (P < 0.00001) Favours LTPP+fluoxetine Favours fluoxetine

4

5 Figure 365: 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
Bastos 20145 g0 91 20 41 100.0% 3.0010[1.98, 4.54]
Total (95% CI) 91 91 100.0%  3.00 [1.08, 4.54] -
Total events 60 20

ity i } } } |
o w

estfor overall efiect 2= 5.20 ( : ! Favours fluoxetine Fawvours LTPP+fluoxetine

6

7 Figure 366: Discontinuation due to 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
Bastos 2015 24 91 24 91 100.0% 1.21[0.77, 1.91]
Total (95% Cl) ] 91 100.0% 1.21[0.77,1.91]
Total events 29 24
Heterogeneity: Mot applicable f } T } |
o _ 0.01 01 1 10 100
Testfor averall efiect 2= 0.81 (F = 0.42) Favours LTPP+fluoxetine  Favours fluaxetine

10 More severe: Music therapy group versus no treatment

11 Figure 367: 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
Albornoz 2011 11.33 253 12 16.16 7.08 12 100.0% -0.88[1.72,-0.03]
Total (95% CI) 12 12 100.0% -0.88 [1.72, -0.03] S 2
Heterogeneity: Mot applicable 5_1 5 55 5 é 1D=
Testfor overall effect. 2= 2.03 (P = 0.04) Favours musictherapy Favours no treatment

12

13 Figure 368: 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
Albornoz 2011 -T.83 3.81869742 12 -3.84 5.06509625 12 100.0% -0.86 [-1.70,-0.02]
Total {95% CI) 12 12 100.0% -0.86 [1.70, -0.02] <&
Heterogeneity: Mot applicable =-1D 55 p é 1D=
14 Testfor overall effect 2= 2.00 (P = 0.05) Favours music therapy Favours no treatment
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1 Figure 369: Discontinuation due to any reason

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup  Evenfs Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Alhornoz 2011 0 12 a 12 Mot estimahble
Total (95% CI) 12 12 Not estimable
Total events 0 a
?etnf;ugenem,rl:l Nfurt atpr;fldllctabler " U.'D2 Uf1 1'0 SIU
Estinroverall efiecl. Motapplicable Favours musictherapy Favours no treatment
4 More severe: Peer support group versus any AD
5 Figure 370: Depression symptomatology endpoint
Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gater 2010 14.3 4 33 188 7 35 100.0% -0.45[-0.93, 0.03]
Total (95% Cl} 33 35 100.0% -0.45 [-0.93, 0.03]
Heterogeneity, Mot applicable I—m I5 5 % 1D=
6 Testfor overall effect Z2=1.82 (FP=0.07) Favours peer support Favours any AD
7 Figure 371: 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% Cl IV, Fixed, 95% CI
Gater 2010 -5 331BE2479 33 -1 491528229 35 100.0% -0.94 [-1.44,-0.44]
Total {95% CI) 33 35 100.0% -0.94 [-1.44, 0.44] L 3
Heterogeneity: Mat applicable =—1D 55 s é 1D=
8 Testfor overall effect £= 3.66 (F=0.0003) Favours peer support Favours any AD
9 Figure 372: 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% ClI
Gater 2010 1] 38 4 42 100.0% 012[0.01,215] 4
Total (95% CI) 3o 42 100.0% 0.12[0.01,2.15] e ———
Total events 0 4
Heterageneity: Mot appllcable 'D.D1 0:1 1-0 1DD'
10 Testfor overall effect. Z=1.44 (F=0.15) Favours any AD  Favours peer suppart
11 Figure 373: Discontinuation due to 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
Gater 2010 f KE] T 42 100.0% 0.92 [0.34, 2.51]
Total (95% CI) 30 42 100.0%  0.92 [0.34, 2.51]
Total events f T
Heterogeneity. Mot applicable -D.m Df1 1- 1-0 1DD'

Testfor owerall effect 2= 016 (F = 0.88)

12
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Favours peer support  Favours any AD
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1 Figure 374: 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
Gater 2010 147 4.4 aFr 148 68 30 100.0% -0.02 [-0.50, 0.46]
Total (95% CI) 3 30 100.0% -0.02 [-0.50, 0.46]
Heterogeneity: Mot applicable 5_1 2 55 1 % 1D=
Test for overall effect: 7= 0.07 (P = 0.94) Favours peer support Favours any AD

2

3 Figure 375: 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% Cl M-H, Fixed, 95% ClI
Gater 2010 3 3 B 42 1000%  0.36 [0.08,167] —N—
Total (95% CI) 39 42 100.0%  0.36 [0.08, 1.67] e ——
Total events 2 5}
Heterageneity: Mot appllcable 'D.D1 0:1 1-0 1DD'
Testfor overall effect Z=1.30(F =0.19) Favours any AD  Favours peer suppart

4
5 More severe: Peer support group + any AD versus any AD

6 Figure 376: 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
Gater 2010 145 6.4 3 168 7 35 100.0% -0.38 [-0.85, 0.09]
Total (95% CI) 36 35 100.0% -0.38 [-0.85, 0.09]
Heterageneity: Mot applicable I_1 0 Es 1 % 1D=
Testfor overall effect Z=1.83 (F=0.11) Favours peer support + AD  Favours AD

7

8 Figure 377: 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
Gater 2010 S57 388353447 36 -1 491528228 35 100.0% -1.08 [-1.55,-0.54]
Total (95% CI) 36 35 100.0%  -1.05[-1.55, -0.55] L 2
Heterogeneity: Mot applicable 5_1 p 55 p é 1D=
9 Testfor aoverall effect Z=4.13 (P = 0.0001) Favours peer support+AD  Favours any AD
10 Figure 378: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Gater 2010 4 42 4 42 100.0% 1.00[0.27, 3.74]
Total (95% CI) 42 42 100.0%  1.00 [0.27, 3.74]
Total events 4 4
Heteragenaity: Mot appllcable o 0 ] s 100
1 1 Testfor overall effect Z=0.00 {F=1.00) Favours AD Favours peer support+AD
12 Figure 379: Discontinuation due to 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
Gater 2010 f 47 T 42 100.0% 0.86[0.31, 2.34]
Total (95% CI) 42 42 100.0%  0.86 [0.31, 2.34]
Total events 6 7
Heterogeneity: Mot ar.:upllcahle 'D.D1 Df'l 1| 1-0 1DD'
13 Testfor overall effect: Z=0.30{F = 0.76) Favours peer suppart + AD  Favours AD
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Treatment of a new episode of more severe depression

1 Figure 380: Depression symptomatology at 6-month follow-up

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Gater 2010 13489  BA1 33 148 B9 30 100.0% -0.14 [-0.63, 0.36]
Total (95% Cl) 33 30 100.0% -0.14 [-0.63, 0.36]
Heterogeneity: Mot applicable 5_1 0 % b % 1D=
2 Testfor averall effect: Z=0.54 (F = 0.59) Favours peer support + AD Favours AD
3 Figure 381: 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% CI M-H, Fixed, 95% CI
Gater 2010 5} 42 B 42 100.0% 1.00[0.345, 2.85]
Total (95% CI} 42 42 100.0%  1.00 [0.35, 2.85]
Total events 6 B
1 1 1 ]
0.1 1 10 100

Heterogeneity. Mot applicable
Test for overall effect: Z=0.00 {F =1.00)

6 More severe: Psychoeducation group versus no treatment

7 Figure 382: Depression symptomatology endpoint

Experimental Control Std. Mean Difference

Favours AD  Fawours peer support + AD

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hamdan-Mansour 2009 138 71 44 18 7 36 100.0% -0.63 [-1.08,-0.18]
Total (95% CI) 44 36 100.0% -0.63 [-1.08, -0.18] L 2
Heterogeneity, Mot applicable =—1D I5 3 é 1D=
8 Testfor overall effect Z=2.74 (F = 0.008) Favours psychoed. group Favours no treatment
9 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
Hamdan-Mansour 2008 -13.3 555922857 44 -31 B56201188 36 100.0% -1.68[2.19,-1.16]

Total (95% CI) 44 36 100.0% -1.68 [-2.19, -1.16] L 3

Hetetogeneity: Mot applicahle =-1D =5 ] % 10=

10 Testfor overall effect: 2= .38 (P < 0.00001; Favours psychoeducation Favours no treatment
11 Figure 384: Discontinuation due to 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

Hamdan-Mansour 2009 0 44 4 40 100.0% 010[0.01,1.82] 4

Total (95% CI) 44 40 100.0%  0.10[0.01,1.82] = —

Tatal events 0 4

| , , )
0.01 0 10 100

Heterogeneity: Mot applicable
Test for overall effect Z=1.95 (P =0.12)

12

Favours psychoed. group Favours no treatment
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 More severe: Psychoeducation group + any AD versus any
2 AD

3 Figure 385: Depression symptomatology change score

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
Saloheimo 2016 -33 6.3 27 -1 B4 34 100.0% 0.43 [-0.08, 0.99]
Total (95% CI) 27 34 100.0% 0.43 [-0.08, 0.95]
ity i } } 1 } |
e o e 015 S O T N
estfor overall effect Z= 1.67 (F = 0.10) Favours psychoeduc+any AD  Favours any AD

4

5 Figure 386: 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
Saloheimo 2016 16 42 14 46 100.0% 1.25[0.70, 2.24]
Total (95% CI) 43 46 100.0%  1.25[0.70, 2.24]
Total events 16 14
e L R O
estfor overall effect Z=0.76 (F=0.45) Favours any AD  Favours psychoeduc+any AD

6

7 Figure 387: Discontinuation due to 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
Saloheimo 2016 14 42 12 46 100.0% 1.37[0.73, 2.59]
Total (95% CI) 42 46 100.0%  1.37[0.73, 2.58]
Total events 15 12

ity i I } T t |
R o o

Bstfor overall effect 2= 0.87 (P =0.33) Favours psychoeduc+any AD  Favours any AD

8

9 Figure 388: 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% CI
Saloheima 2016 14 42 16 46 100.0% 1.03[0.58,1.81]
Total (95% Cl) 42 46 100.0%  1.03[0.58,1.81]
Total events 14 16
e e e 05 L PO I
Estforoverall effect 2= 0.08 (F = 0.33) Favours any AD  Favours psychoeduc+any AD

10

11 Figure 389: Remission at 9-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

Saloheimo 2016 14 42 18 46 100.0% 0.81[0.53,1.57]

Total (95% Cl) 42 46 100.0%  0.91[0.53,1.57]

Total events 14 18

e 2 07 W
12 estfor overall effect = 0.33 (F = 0.74) Favours any AD  Favours psychoeduc+any AD
13
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Treatment of a new episode of more severe depression

1 More severe: Mindfulness-based cognitive therapy (MBCT)
2 group versus no treatment

3 Figure 390: 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
Huojatifar 2017 96 5§02 15 4007 411 18 100.0% -4.23 [-5.598,-2.88]
Total (95% Cl) 15 15 100.0% 4.23[-5.58, -2.88] -‘-—
Heterogeneity: Mot applicable 5_1 5 55 3 é 1D=
Testfor overall effect £= 6.13 (F < 0.00001) Favours MBCT group Favours no treatment

4

5 Figure 391: 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
Haijatifar 2017 -36.8 7.76825592 14 -3 3.25352885 14 100.0% -5.82 [7.18,-3.86]
Total (95% CI) 15 15 100.0% -5.52 [-7.18, -3.86] ~a-
Heterogeneity: Mot applicable =-1D 55 é 1D=
Testfor overall effect: 2= 6.52 (F < 0.00001) Favours MBCT group Favours no treatment

6

7 More severe: Progressive muscle relaxation + amitriptyline
8 versus amitriptyline

9 Figure 392: Depression symptomatology endpoint

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 895% Cl IV, Fixed, 95% CI
Wilson 1982 845 635 10 146 973 10 100.0% -0.71 [-1.62, 0.20] r
Total {95% CI) 10 10 100.0% -0.71 [-1.62, 0.20] S
ity i } } } |
e et 10 I T
estfor overall effect 2=1.53 (F=0.13) Favours relaxation+amitri Favours amitriptyline

10

11 Figure 393: 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
Wilgon 1882 -14.6 438200429 10 -11.2 679418133 10 100.0% -0.57 [-1.47,0.33]
Total (95% CI) 10 10 100.0% 0.57 [1.47, 0.33]
Heterogeneity; Mot applicable I—1D 55 b é 1D=
Testfor averall efiect: 2=1.24 (F = 0.2T) Favours relaxation+amitri  Favours amitriptyline

12

13 Figure 394: Depression symptomatology at 6-month follow-up

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
Wilgon 1982 124 9.64 10 126 1082 10 100.0% -0.02 [-0.90, 0.86]
Total (95% CI) 10 10 100.0% -0.02 [-0.90, 0.86]
Heterogeneity: Mot applicable k t 1 t {
Testf Il effect: Z= 0.04 (P = 0.97 10 5 v 5 10
14 estfor overall effect 2= 0.04 (F=0.37) Favours relaxation+amitri  Favours amitriptyline
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 More severe: SSRIs versus no treatment

2 Figure 395: 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

75.1.1 Sertraline
Khoshnahb 2017 252 621 15 30 437 15 100.0% -0.33 [1.05, 0.39]
Subtotal (95% CI) 15 15 100.0%  -0.33 [-1.05, 0.39]

Heterageneity: Mat applicable
Test for overall effect Z=0.88 (F=0.38)

10 5 0 g 10
Favours 33RI Favours no treatment

3 Testfor subaroup differences: Mot applicable

4 Figure 396: Depression symptomatology change score

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
75.2.1 Sertraline
Khoshnab 2017 -1.82 B2 15 -1.486 3.1 15 100.0% -0.07 [-0.78, 0.64]
Subtotal (95% Cl) 15 15 100.0% -0.07 [-0.79, 0.64]

Heterageneity: Mot applicahle
Testfor overall effect Z=020(P=0.854)

-10 5 0 5 10
Favours SSRI Favours no treatment

5 Testfar subgraup differences: Mot anplicable

6 Figure 397: Discontinuation due to 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% CIl
75.3.1 Paroxetine
Hermens 2007 8 a5 13 95 100.0% 0.70[0.30, 1.60] 1—
Subtotal (95% CI) 85 96 100.0%  0.70[0.30, 1.60]
Total events g 13
Heterogeneity: Mot applicahle
Test for averall effect: Z= 0.86 (P = 0.38)

0.01 0.1 110 100

) ) Favours S3RI Favours no treatment
7 Testfor subagroup differences: Mot anplicahle

8 Figure 398: 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
75.4.1 Paroxetine
Hermens 2007 43.8 a 85 461 T4 96 100.0% -0.29[-0.58, 0.01]
Subtotal (95% CI) 85 96  100.0% -0.29 [-0.58, 0.01]
Heterogeneity: Mat applicable
Testfor overall effect, £=1.92 (P = 0.09)

10 5 0 5 10

) . Favours no treatment Favours SSRI
9 Test for subagroup differences: Mot applicable

119
Depression in adults: supplement to evidence reviews for new episode of depression DRAFT

(November 2021)



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

1 Figure 399: 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
75.5.1 Paroxetine
Hermens 2007 amns M 84 378 16 96 100.0% 0.24 [-0.06, 0.53]
Subtotal (95% CI) 85 96 100.0% 0.24 [-0.06, 0.53]
Heterogeneity: Mot applicable
Test for overall effect Z=159 (P =011}

10 -5 D 5 10

) ) Fawvours no freatment Favours SERI
Testfar subaroun differences: Mot applicable
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DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

1 More severe: SSRIs versus placebo

2 Figure 400: 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
76.1.1 Citalopram
FD# 246 (3B B59746-003) 123 782 115 131 7E2 128 40% 011 F0.36, 016 -
Mathews 2015 156 10.04 280 182 1006 281  62%  -0.36[0.42,-0.09] g
Myt 1992 131 10 B0 175 85 32 1.8%  -0.46[0.89,-0.07 -
Subtatal (95% Cl} 455 441 120%  -0.23[-0.37,-0.10] |

Heterogeneity: Tau®= 0.00; ChiF= 210, df= 2 (P = 0.35); F= 5%
Test for overall effect: 7= 3.33 (P = 0.0008)

76.1.2 Escitalopram

Emsley 2018 1341 6.6 98 171 69 106 3.5% -0.59 -0.87,-0.31] -
Forest Research Institute 2003 17.2 1089 143 205 10688 151 4.5% -0.31 [-0.54,-0.03] -
Godlewska 2012 19.8 Ve 21 20 43 n 1.0% -0.023 [0.64,0.57] -
Hirayasu 2011a 932 715 187 9.3 BE 100 4.2% 0.00 F0.24,0.24] T
Komulainen 2018 202 456 17 223 485 15  07% -0.43[1.13,0.27] 7
Wade 2002 143 41 188 167 91 1889 62% -0.26 [-0.47, -0.06] N
Subtotal (95% CI} 664 562 19.1% -0.27 [-0.45, -0.09] []

Heterogeneity: Tau®= 0.03; Chi®=10.81, di= 5 (P = 0.06), F= 54%
Test for overall effect: Z=2.89 (P =0.004)

76.1.3 Fluoxetine

03-042 123 708 178 132 773 59 3% -012[0.42,017] I
Bjerkenstedt 2005 149 8.4 54 155 6.7 55 2.1% -0.08 [0.45,0.30] 7
Byerley 1988 128 k) 0 187 B4 16 0.8% -0.94 [-1.63,-0.24] -
CL3-20098-022 133 vE 133 1848 86 147 43% -0.32 [-0.65, -0.08] =
CL3-20008-024 125 T4 148 134 44 158 46% -041 F0.24,0.1] b
Fava 2005 133 T3 47 126 6.4 43 1.9% 010031, 0.81] T
Hunter 2011 1348 835 12 1209 8123 1" 0.6% 0.16 [0.65, 0.93] -
Lopez-Rodriguez 2004 6 849 10 14 859 0 0.4% -0.88 [1.82,0.04 -
Macias-Cores 2015 .7 37 4B 15 a7 43 1.8% -0.88 [1.32,-0.45] -
Rudalph 1999 142 414 103 148 402 97 35% -015 042,013 T
Sheehan 2009k 1808 883 99 164 92 a5 4% -0.03 [0.32,0.25] T
Tollefson 13931 895 14 vT 36 167 T4 319 BT% -0.22 [-0.38,-0.07] M
Subtotal (95% CI} 1175 1063 33.5% -0.22 [-0.35, -0.08] |

Heterogeneity: Tau®= 0.03; Chi= 2244, di=11 (P =002, F= 51%
Test for overall effect: Z=3.14 (P =0.002)

76.1.4 Paroxetine

CAGO178A2303 14 753 163 173 792 158 47%  -0.43[0.65,-0.20] -
CL3-20088-023 122 81 137 138 8137 43%  -020[044,004 -
Loo 2002 1308 837 144 1534 887 136  43%  -026[050,-003] -
PAR 270 MOUK 137 561 18 186 A61 10 06%  -033[1.10,0.44] -
Subtotal (95% CI) 463 441 140%  -0.30[-043,-0.17] ]

Heterogeneity: Tau®= 0.00; Chi®= 2.07, df= 3 (P = 0.56); F=0%
Testfor overall effect: 2= 4.50 (P = 0.00001)

76.1.5 Sertraline

Hiegtonymus 2016_PZ109 133 78 104 138 a8 103 36% -0.04 [0.31,0.23] T
Mundt 20132 114 58 85 1348 B4 500 21% -0.39 [-0.78, -0.00] -
Subtotal (95% CI} 159 153 5.7% -0.19[-0.53, 0.16] +

Heterogeneity: Tau®= 0.03; Chi®= 214, df=1 (P = 0.14); F=53%
Test for overall effect: Z=1.07 (P =0.28)

76.1.6 Escitalopramicitalopram

Faorest Lahaoratories 2000 1561 1038 243 175 1086 125 4.8% -0.18 [-0.29,0.04] N
Subtotal (95% CI) 243 125 4.8% -0.18[-0.39, 0.04] ¥
Heterogeneity: Mot applicable

Testfor averall effect: 7=1.62 (P =0.10)

76.1.7 Escitalopramiparoxetine

Hirayasu 2011h 168 10356 360 183 101 124 &61% -0.24 [-0.45,-0.04] 1
Subtotal (95% CI) 360 124 51%  -0.24[-0.45, 0.04] [}
Heterogeneity: Mot applicable

Testfor overall effect: Z=2.32 (P =0.02)

76.1.8 Fluoxetine/sertraline

Hieronymus 2016_PZM11 131 B84 214 138 74 1048 4.4% -0.10F0.33,014] b
Subtotal (95% CI) 214 105 44% 0.10 [-0.33, 0.14] 4
Heterogeneity; Mot applicahle

Testfor overall effect: Z=0.82 (P = 0.41)

76.1.9 Paroxetine/fluoxetine

Fava 19983 126 1012 109 122 9 19 1.5% 0.04 [-0.45,0.53] T
Subtotal (95% CI} 109 19 1.5% 0.04 [-0.45, 0.53] L 3
Heterogeneity: Mot applicable

Test for overall effect: Z=0.18 (P = 0.87)

Total (95% CI) 3842 3053 100.0% -0.23[-0.29, -0.16] |
Heterogeneity: Tau*= 0.07; Chi*= 44.43, df= 30 (P = 0.04); F= 32% T + 3 T

Testfor overall effect: Z=7.01 (P = 0.00001)

) Favours SSRI - Favours placebo
Testfar subgroup diferences: Chi®= 4.06, df= & (P = 0.85), F= 0%

N O o0~ W
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DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

2 Figure 401: 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
76.2.1 Citalopram
Mathews 2015 159 1004 280 136 1006 281 21%  -0.23[0.38,-0.06] 1
Montgemery 1992 1238 981 129 -10.58 76 B4 14%  -0.21F0.51,009] N
hiyth 1993 131 707106781 B0 -B7 507578447 32 0.9%  -0.85[1.40,-0.49] -
Studly 89306 (FOR) -16.94 1324 185 -15.95 1322 88 16%  -0.07 [0.33,0.18) N
Subtotal (35% CI) 654 465  6.4%  -0.31[0.57,0.08] 4
Heterogeneity: Tau™= 0.05; Chi*=11.07, df=3 (P = 0.01); F= 73%

Test for overall effect 7= 2.31 (P = 0.02)

76.2.2 Escitalopram

Bose 2008 121 122 129 106 1042 134 7% -0.14[0.38,0.10) N
Clayton 2006_study 1 142 207 133 121 798 130 17%  -0.260.50,-0.02] M
Clayton 2006_study 2 129 807 133 -119 786 126 17%  -043F037,047 1
Dube 2010 -15 882 &4 -13 881 122 13%  -0.23F0.55010] -
Emsley 2018 36 470918041 98 -05 403804308 106 1.5%  -0.8B[1.14,-0.57] -
Furest Lahoratories 2010 -11.55 985 637 -85 88 215 22%  -0.32[047,-0.16) N
Forest Research Institute 2003 133 1061 143 -10 1057 151 18%  -0.31[0.54,-0.08) -
Godlewska 2012 44 616139516 21 -33 311688947 21 0.6%  -0.25[0.86 0.3 =T
Kasper 2012 -13 A 139 134 927 T 15%  -0.55F0.84,-028] -
Komulainen 2018 19 305569950 17 22 329146624 15 0.5% 0.09 [0.60, 0.79] -+
NCT01020799 17 1099 49 -11.45 1048 94 12%  -0.02F0.37,032 1
Nierenherg 2007 732 661 274 -507 679 137 19%  -0.19[0.39,0.07] 1
wade 2002 149 BSGESE208 188 -12 678196137 189 1.9%  -0.43[0.64,-0.23] -
Subtotal (35% CI) 2015 1511 194%  030[041,-0.19] |
Heterogensity: Tau™= 0.02; Chi*= 27.64, df=12 (P = 0.008); = 57%

Testfor overall effect Z= 5.24 (P = 0.00001)

76.2.3 Fluoxetine

Andreoli 2002/Dubini 1997iMassana 1998_study 1 -133 45 127 86 447 128 18%  -1.03}1.29,-077] -
Bjerkenstedt 2005 -89 8 &4 97 7o 1% 0.17F0.27, 048] T
Fava 2005 53 538008504 47 73 AG400431 43 1.0% 0.20 0.2, 0.61] T
FDA 244 (EMD 68 843-008) -2 74 89 93 TB 85 15% 0.030.26,0.32]

FDA 245 (EMD 68 843-010) 14 767 01 -102 7O6 09 18%  -0.41[0.40,0.7] N
Hunter 2011 967 578727915 12 -8.64 599548163 11 D.4%  -0.17F0.99, 0.65] -
Lam 2016 88 R TR X 96 30 08%  -0.23[074,0.27) 7
Matias-Cortes 2015 -89 245051015 46 -57 246080538 43 0.9%  -1.29[175,.-0.83] -
Sheshan 2009k 1142 BABI0T963 89 -11.02 G.OEB03233 95 1.5%  -0.08(0.34,0.22) b
Sramek 1995 86 63 72 B4 67 A0 13%  -034[067,-0.01] b
Stark 1985 11 104 185 82 9 169 18%  -0.29[050,-0.08] -
Study b (FDA) -8.82 a7 297 569 865 48 14%  -0.35 [0.66,-0.05] b
Sttty F1J-MC-HMAG - Study Group B 763 7w A 695 72 11%  -0.08F0.47,032 T
Tollefson 139311965 -84 7H 316 B4 74328 23%  -033[038,-0.08] N
WELL AK1A4006 139 1067 146 122 973 148 18%  -0.16[0.39, 0.06] b
wiernicke 1987 -8.83 367 207 67 86 48 14%  -0.39[067,-0.04) N
Wernicke 1988 106 83 183 7 85 77 16%  -043[070,-0.6] |
Subtotal (95% Cl) 2140 1560 22.8%  028[0.44-013] [
Heterogensity: Tau*= 0.08; Chi* = 71.85, df= 16 (P < 01.00001); I*= 78%

Testfor overall efflect = 3.60 (P = 0.0003)

76.2.4 Paroxetine

20060 07 001 308 10191 12 1091 93E048 11 DA% -0.21F1.03,0.81)

Baune 2018 -15.95 858 52 B 838 48 10%  -0.93[}1.34,-0.57) -
Claghem 1992a 072 933 32 459 935 27 07%  -0ESF117,-042 -
Claghorn 1993h 1144 831 31 549 83 27 07%  -071[F1.23,-0.8) —|
Detke 2004 17 461 85 -88 482 893 14%  -061F0.91,-031] e
Eli Lilly HMAT-A 74 644 67 -47B 643 09 14%  -0.41[0.70,-0.01) -
Fabre 1992 -8.13 814 38 -308 81 36 08%  -074[121,-0.27) -
Golden 2003_448 -11.80 316 208 .00 804 101 17%  -0.24 [0.48,-0.00] -
Golilen 2002_449 -12.69 82 218 -102 818 110 18%  -030F0.53,-0.07] -
Higuchi 2009 94 63 148 83 68 145  1.8%  -0.7[0.40,0.08) i
Higuchi 2011 127 7471 104 811 171 19% 030 [0.49,-0.10) R
Keller 2006_Study 052 725 05 161 14 887 154 18%  -0.38F061,-0.18] -
Loo 2003 1431 623938208 144 1206 6.85867334 136 17%  -0.33[}0.56,-0.09] -
M/20 200046 (Stuty D46) 125 845 243 115 845 247 21%  -0.12F0.30, 0.08]

M/2020/0046 (Study 047) 118 764 242 -101 TP 299 20%  -0.33[F0.41,-0.09] 1
Miller 19854 6 58 19 62 72 22 06% 0.03F0.58, 0.64] T
MY-1042/BRL-0260B0/CPMS-251 033 767 120 835 786 123 17% 035 [051,-0.01] A
KD 20006 (NCTO0048204) 11 79 117 109 7B 118 16%  -0.03F0.28,023

PAR 01 001 (GSK & FDR) 1338 793 22 1133 783 2 08%  -0.25[0.85,0.35) -
Rapaport 2009 211 807 173 -8.85 8 178 19%  -0.41[F062,-0.19) -
VEN ¥R 367 (FDR) 128 056 80 131 1063 91 14% 0,17 0,14, 048] T
Subtotal (95% CI) 2472 2177 290%  0.31[0.40,0.21] '
Heterogeneity: Tau®= 0.02; Chi* = 42.78, df= 20 {P = 0.002); F'= 53%

Test for overall effect Z= 6.5 (P < 0.00001)

76.2.5 Sertraline

Binnermnann 2008 1342 761 30 -10.48 7A7 9 DA% -0.42(0.93,0.09) 1
Blumenthal 2007/Hofiman 2011 51 67 49 B 734 1% 0.00 F0.40, 0.40] T
Fabre 19953 -9.89 857 261 76 75 86 17%  -037[053,-0.09] A
Higronymus 2016_PZA1 08 87 671139212 104 7.9 5895TE119 103 16% 004 [0.41,0.14] i
Kranzler 2008_Group A 108 65 89 96 7B 400 15% 047 045,043 1
Munct 2012 134 57 8 107 66 50 1.9%  -0.44[082,-0.05) -
Reimherr 1890 1188 324 142 815 786 141 17%  -043[067,-0.20]

SER 315 (FDA) -89 452 76 78 8 73 13%  -0.17[049,015] N
Subtotal (95% Cl) 806 633 107%  026[-0.37,-0.15] |
Heterogeneity: Tau?= 0.00; Chi*= B.44, df= 7 (P= 0.48) F= 0%

Testfor overall effect Z= 4.72 (P = 0.00001)

76.2.6 Citalopramiparoxetine

Jefiersan 2000 147 1056 208 121 1105 101 18% 024 [0.47,-0.0) N
Subtotal (95% C1) 206 101 18%  024[047,-0.02] [
Heterogensity: Not applicable

Testfor overall eflect Z= 2.10 (P = 0.04)

76.2.7 Escitalopramcitalopram

Burke 2002 129 925 368 94 982 119 19%  -0.37F0.56,-0.18] -
Forest Laboratories 2000 -12.85 989 243 -112 1035 125 18%  -0.17 [0.36, 0.04] N
Subtotal (95% Cl) 609 244 37%  02B[0.47,0.08] [
Heterogensity: Tau*= 0.01; Ch = 1,68, di= 1 (P = 0.20); = 40%

Testfor averall eflect Z= 2.78 (P = 0.005)

76.2.8 Escitalopram/sertraline

Forest Research Institute 2005 16.28 1037 266 124 1039 132 19%  -0.37F0.56,-0.18] N
Subtotal (35% CI) 266 132 19%  0.37[058,0.16] ]
Heterogensity. Not applicable

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

76.2.9 Fluoxetine/sertraline

Hierarymus 2016_PZH11 115 551 214 104 502826675 105 17%  -0.13F0.37,040) 1
Subtotal (95% Cl) 214 105 17%  0A3[037,0.10] [
Heterogensity. Not applicable

Testfor overall eflect Z=1.10 (P=0.27)

76.2.10 Paroxetine fluoxetine

Fava 19983 -10.85 941 109 115 89 19 08% 0.07 [0.43, 0.56] T
MY-1045/BRL-0280601 (PAR 128) -12.39 877 B4 -9 863 136 20%  -0.39 F0.57,-0.20] -
Subtotal (35% CI) 803 155 28%  -0.22[-0.65,0.22] +
Heterogeneity Tau?= 0.07; Ch* = 2.95, df= 1 (P = 0.08); = 66%

Testfor overall effect Z= 0.98 (P =0.33)

Total (95% Cl) 10275 7083 100.0%  -0.29[0.34,-0.24]

Heterogensity. Tau®= 0.0% Chi*= 16811, df = B4 (P < 0.00001); F = 55% e n3 ; m

3 Testfor overall eflect 7= 10.83 (P < 0.00001) Favours SSRI Favours placeto
Test for subaroup differences: Ghit= 311, df= 8 (P = 0.06), 1= 0%
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1 Figure 402: Remission (ITT)

Experimental

Study or Subgroup Events

Control

Risk Ratio

Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

76.3.1 Citalopram

Roose 2004 7 a4
Subtotal (95% CI) 84
Total events 27

Heterogeneity: Not applicable
Testfor overall effeck Z= 017 (P = 0.87)

76.3.2 Escitalopram

Bose 2008 44 132
Clayton 2006_study 1 65 142
Clayton 2006_study 2 a6 148
Dube 2010 23 62
Forest Research Institute 2003 42 154
Kasper 2012 a7 140
MCTO01020799 10 a0
Nierenberg 2007 69 274
Wang 2014¢ 62 187
Subtotal (95% CI) 1260
Total events 413
Heterogeneity: Tau®= 0.00; Chi®= 8.68, df= 8 (P = 0.37); F= 8%
Testfor averall effect 7= 4.18 (F = 0.0001)

76.3.3 Fluoxetine

Andreoli 2002/Dubini 1997/Massana 1998_study 1 57 127
Bjerkenstedt 2005 15 a7
CL3-20098-022 28 137
CL3-20098-024 a0 148
Caleman 2001 53 154
Fava 2005 14 47
Goldstein 2002 10 33
Hunter 2011 3 13
Lam 2016 B il
Macias-Cortes 2015 7 46
Memeroff 2007 28 104
Rudolph 1993 23 103
Sheehan 2008k 14 a9
Study F1.J-MC-HMAG - Study Group B 1" kEs
Tollefsan 1993119585 71 336
WWELL AK1A4008 it} 145
Subtotal (95% CI) 1627

Total events 428
Heterogeneity: Tau®= 0.02, Chi*=19.18, df= 15 (P =0.271); F=22%
Test for overall effect: 2= 2.83 (F = 0.0045)

76.3.4 Paroxetine

CAGO1TBAZI03 ar 168
CL3-20098-023 3B 138
Detke 2004 38 86
Eli Lilly HMAT-A H ag
Feighner 1993 1) 24
Golden 2002_448 94 212
Golden 2002_449 108 220
Goldstein 2004 # ar
Higuchi 2009 49 148
Higuchi 2011 a6 244
Kramer 1998 24 72
Loo 2002 ar 147
MNKD20006 (NCTOO04E204) 32 125
Perahia 2006 42 a7
Rapaport 2009 Il 177
Ratti 2011 _study 096 58 113
Subtotal (95% CI) 2364
Total events 830
Heterogeneity: Tau®= 0.00; Chi*=8.73, df= 15 (P = 0.89); F= 0%
Testfor overall effect Z2=7.43 (P < 0.00001)

76.3.5 Sertraline

Binnemann 2008 18 43
Blumenthal 2007/Hoffrman 2011 23 48
valle-Cabrera 2018 20 39
Subtotal (95% CI) 13
Total events 61
Heterogeneity: Tau®= 0.03; Chi*= 2 48 df=2 {(F=029); F=19%
Testfor overall effect 2= 3.22 (P = 0.001)

76.3.6 Citalopramiparoxetine

Jefferson 2000 79 310
Subtotal (95% CI) 310
Total events 78
Heterogeneity: Not applicable

Testfor overall effeck Z=1.49 (P =0.14)

76.3.7 Escitalopramifluoxetine

Kasper 20053 nr 338
Subtotal (95% CI) 338
Total events "7
Heterogeneity: Not applicable

Testfor overall effeck Z=1.73 (P = 0.08)

76.3.8 Escitalopramisertraline

Forest Research Institute 2005 122 274
Subtotal (95% CI) 274
Total events 122
Heterogeneity: Not applicable

Testfor overall effect 2= 3.25 (P = 0.001)

Total (95% CI) 6388
Total events 2092

Heterogeneity: Tau®= 0.02; Chi®= 68.53, df= 47 (P = 0.02); F= 31%
Testfor averall effect: 2= 777 (P = 0.00001)

Testfor subaroun differences: Chi®= 28.58, df=7 (P = 0.0002), F= 75.5%
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21%
31%
0.9%
1.2%
0.3%
0.6%
0.2%
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1.4%
1.0%
1.2%
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24.7%

1.8%
2.0%
2.4%
1.7%
2.3%
34%
33%
21%
25%
31%
1.2%
1.8%
2.0%
27%
33%
35%
39.0%

0.9%
1.6%
0.8%
3.3%

2.0%
2.0%

4.3%
4.3%

32%
3.2%

100.0%

0.96 [0.63,1.48]
0.96 [0.63, 1.48]

116 [0.81,1.68]
16111.17,2.22]
1.07 [0.79,1.48]
1.36 [0.82, 2.08]
1.57[1.02, 2.40]
I06[1.24, 3.44]
166 [0.77, 3.66]
1.28[0.86,1.90]
115 [0.86,1.53]
1.33[1.16,1.51]

1.6811.19,2.39]
3.82[1.35,10.80]
113 [0.68,1.89]
0.84 [0.55,1.29]
124 [0.81,1.71]
1.42[0.69, 2.96]
0.96 [0.52, 1.80]
0.851(0.21, 3.38]
065 [0.26, 1.59]
3.27[0.72,14.89]
1.25[0.77,2.09]
120[0.73,2.26]
1.03 [0.62, 2.01]
1.06 [0.57, 1.96]
161 [1.14,2.27]
107 [0.79,1.46]
1.24[1.07,1.43]

1 66 [1.03, 2.69]
1.32[0.85, 2.04]
1.471(0.99,2.17]
1741[1.05,2.88]
1.83[1.30, 2.87]
1.20(0.90,1.61]
142[1.05,1.91]
1.22[0.79,1.87]
1.5111.03, 2.21]
1521[1.10, 2.08]
1.84[1.06, 3.58]
167 [1.03, 2.70]
11000.71,1.71]
130(0.81,1.86]
1.441[1.07,1.94]
1.3210.99,1.74]
1.42 [1.30, 1.56]

2.0411.00, 4.18]
163 [0.02, 257]
3.26[1.47,7.20]
1.99[1.31,3.03]

0,2.21]
0,2.21]

B
=5
[y

1
1.

167 [1.23,2.28]
1.67 [1.23,2.28]

1.34[1.24,1.44]
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Treatment of a new episode of more severe depression

1 Figure 403: 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
76.4.1 Citalopram
Mathews 2015 176 289 142 290 26% 1.2411.07,1.44] -
Mendels 1993 a7 88 14 91 09% 1,56 [1.03,241] —
Nyt 1992 a1 e 9 s 4% 1,85 [0.96, 3.57] —
Roose 2004 B4 34 80 10% 101 [069,1.47] I
Subtotal (95% C) 560 522 49%  128[1.07.153] N
Total events 209
Heterageneity. Tau® = 0.01; Chi*= 379, 6= 3 (P = 0.20);

Testfor averall eflect 2= 2,68 (P = 0.008)
76.42 Escitalopram
Bose 2008 55 132 51 135 15% 118 [0.89,1 58] —
Clayton 2006_stucly 1 90 142 B9 141 20% 1.30[1.05,1 60] -
Glaylon 2006_stucly 2 6 148 B4 137 18% 116 [0.84,1.45] —
Dube 2010 29 B2 59 138 13% 109 [0.79,1.52]
Emsley 2018 6 98 3 107 13% 162[1.18,224] -
Forest Research Instiute 2003 TO 154 45 155 1.4% 1.57[116,212] —
Hitayasu 20113 13 205 66 105 23% 1.03 [0.86,1.23] T
Kasper 2012 @ 140 33 71 16% 1460112,154] —
NCTO1 020739 1480 31 88 06% 0,80 [1.53,1.52] —
Nierenberg 2007 a4 274 3 137 13% 1.31 [0.94,181] *
Wads 2002 103 191 79 183 20% 1.28[1.04,1.60] —
Wang 3014c @ 157 78 157 21% 147 [0.95,1.43] —
Subtotal (85% CI) 755 1571 191% 1.24 114,135 +
Total events 915 847
Heterogenefty Tau? = 0.00; Chi*= 1374, df=11 (P = 0.26); = 20%
Testfor averall eflect 2= 5.04 (P < 0.00001)
76.4.3 Fluoxetine
Andreoli 2002/Dubini 1997/Massana 1988_study 1 72127 43 128 15% 169 [1.27,2.25]
Bierkenstedt 2005 2§ M 58 07% 097 (0,59, 1.58]
Byerley 1988 [T 4 18 0% 317 [1.18,8.55]
CL3-20098-02 TTO137 69 148 1% 121 [0.97,15)
CL3-20098-024 83 148 91 158 22% 1.04 (087, 1.26]
Goleman 2001 63 15 73 152 19% 112 [0.90,1.40]
Corrigan 2000 173 9 35 04% 180 [0.98, 3.65]
Goldstein 2002 1733 3370 09% 100 [0.72,1.65]
Hunter 2010_study 1 6 14 6 14 03% 1.00 [0.43, 2.35]
Hunter 2011 6 13 6 11 03% 0,85 [0.38,1.68]
Lam 2015 9 31 10 30 03% 067 [0.41,164]
Macias-Cortes 2015 [ER 5 43 02% .55 [1.45, 8.68]
Nemeraff 2007 45 04 37 02 12% 1.19 [0.85, 1 67]
Rudolph 1988 & 103 41 88 14% 1.21[0.89,1.63]
Sheehan 2005k 7 88 13 95 07% 143 [070,1.62]
Stark 1985 77185 33 168 13% 180 [1.30, 2.49]
Study F1-MC-HMAQ - Study Group B 153 28 75 07% 1.09 [0.67,1.77]
Tollefson 199311395 11 33 90 33 19% 1.34[1.07,1.68]
WELL AK1A4006 68 155 78 154 20% 112 [0.91,1.38]
Wernicke 1987 M2 308 9 48 05% 1.94 [1.06, 3.56]
Wemnicke 1988 8 189 18 78 09% 204 [1.32,314]
Subtotal (95% CI) 2343 2031 215% 1.29[1.15,1.44]
Total events 1085 733
Heterogeneity. Tau = 0.03; Chi*= 37.66, df=20 (P = 0.010); F'= 47%
Testfor averall eflect Z= 4,47 (P < 0.00001)
76.4.4 Paroxetine.
CAGO178A2303 o 168 61 186 18% 147 [116,1.88]
Claghom 19932h 15 3 6 3B 03% 250 [1.09,571]
Detke 2004 6 86 41 83 17% 169 [1.30,2.18]
Dunbar 1993 730 30 A7 1% 241 [167,3.49]
Eli Lilly HMAT-4 3 88 14 80 09% 160 [1.05,243]
Goldstein 2004 87 27 88 08% 1.29 [0.88,1.84]
Higuchi 2009 78148 5B 146 17% 1.37 [1.06,1.78]
Higuchi 2011 146 4 T8 172 12% 1.32[1.09,1.60]
Katz 2004 "o 6 25 03% 164 [0.71,3.78]
Kramer 1998 a3 72 W 70 08% 160 [1.03,251]
Loo 2002 81 147 63 138 18% 1.22 [0.96,1.54]
M2020/0046 (Study 048) 156 265 138 257 25% 111 [0.95,1.30]
M2030/0046 (Study 047) 118 62 108 254 12% 115 [0.95,1.39]
MY-1042/BRL- 0290B0/CPMS-251 S 125 44 128 14% 1.31 [0.96,1.79]
NKD20008 (NCTO0048204) &7 125 59 125 16% 097 [0.74,1.26]
PAR 01 001 (33K & FDA) Mmoo 6 25 04% 1.36 0,67, 2.63]
Perahia 2006 s 97 51 83 17% 148 [0.92,1.51]
Feselow 19893 173 14 38 06% 1.39 [0.81,2.38]
Peselow 19830 18 40 14 42 06% 143 [0.83,2.44]
Rapanort 2009 1m0 177 7180 19% 143[115,1.79]
Raffi 2011_study 036 65 113 73 123 20% 0,97 [0.78,1.20]
Rickels 1992 21 85 10 56 04% 224117, 4.38]
mith 1992 15 39 8 38 4% 183 [0.88, 2.60]
subtotal (95% CI) 2632 2564 291% 1.34[1.22,1471
Total events 1368 1008
Heterogeneity. Tau®= 0.0Z; Chi*= 43.81, df= 23 (P = 0.004); = 50%
Testfor averall eflect 2= 6.24 (P < 0.00001)
76.45 Sertraline.
Binnernann 2008 25 43 17 38 08% 1.3 [0.86, 2.07) —
Doogan 1994 &0 99 4D 101 14% 1.28 [0.94,1.74] —
Fabre 1985a 128 278 32 8 14% 1.31 [0.96,1.78] ™
Gual 2003 19 44 15 38 06% 142 [067,1.69] -
Kranzler 2006_Group A 3388 18 100 09% 1.43[0.93,219] ™
Mundt 2012 @ 80 20 85 08% 1751110, 279] —
Olig 1997 T8 45 128 18% 158 [1.19,2.0] -
Ravindran 1995 17 40 7026 04% 1.56 [0.76,3.27] —
Reimher 1990 TT148 43 150 15% 156 [1.20,2.09] -
Valle-Cabrera 2018 28 3 12 38 07% 227 [1.37,378] —
Subtotal (95% CI) %0 708 09% 147 [131,1.66] ¢+
Total events 263
Heterogenefty. Tau® = 0.00; Chi*= .52, 6f= 8 (P = 0.60); F
Testfor averall eflect Z= .40 (P < 0.00001)
76.46 Citalopram/paroxetine.
Jeffersan 2000 145 30 3B 105 15% 1.36 [1.02,1.62]
subtotal (85% CI) 510 105 15% 136 [1.02,1.821
Total events 145 36
Heterogensity. Not applicable
Testfor overall eflect 2= 2.10 (P = 0.04)
76.4.7 Escitalopramcitalopram
Burke 2002 179 378 33 127 13% 182 [1.33,2.48] -
Forest Laboratories 2000 M8 257 51 129 1T% 1.46 (.90, 1.43] -
Lepola 2003 183 35 T4 154 12% 1.21[1.00,1.45]
Subtotal (85% C) as1 #0 53%  134[1.04171] o
Total events 158
Heterogensity. Tau® = 0.03; Chi*= 597, 6= 2 (P=0.05); F
Testfor overall eflect Z=2.31 (P = 0.02)
76,48 Escitalopramifluoxetine
Kasper 10053 13 33 85 180 24% 087 [0.71,1.06] —
Subotal (35% CI) 338 180 21% 0.87[0.71,1.061 ‘
Total events 139 [
Heterogensity. Not applicable
Testfor averall eflect 2= 1.35 (P = 0.18)
76.4.9 Escitalopramiparoxetine
Hitayasu 2011h 179 301 45 124 1T% 1.37 [1.06,1.76]
Subtotal (85% CI) 361 124 17% 1.37 [1.06,1.761 hd
Total events 179 15
Heterogeneity. Mot applicable
Testfor averall eflect 7= 2,40 (P = 0.02)
76.410 Escitalopramisertraline
Farest Research Insitute 2005 162 274 56 138 19% 143[1.14,1.78] —
Subtotal (95% C) 274 135 1e% 143114178 .
Total events 162 56
Heterogensity. Not applicable
Testfor averall eflect Z= 3.1 (P = 0.002)
76.411 ParoxetinefMuoxetine
Fava 19983 61 108 D 18 08% 140 [0.70,1.73] -
MY-1045/BRL- 0290601 (PAR 128) 481 708 B9 140 23% 1.32[1.11,158] e
Subtotal (95% CI) 817 159 34% 1.29[1.09,1.52] *
Total events 7
Heterogensity. Tau® = 0.00; Chi*= 0.5, 6= 1 (P=0.46); F
Testfor averall eflect 2= 3.03 (P = 0.002)
Total (95% CI) 1331 8599 100.0% 1.30[1.25,1.361 |
Total events 5725 3319
Heterogeneity. Tau = 0.0 Chi*=134.01, df= 78 (P < 0.0001); = 42% E— r 50

2 Testfor averall eflect 2= 11.32 (P < 0.00007) Favors placebo  Favours SSRI

Testfor subdroun differences: Chi=22.29, df=10 (P =0.01), F = 55.1%
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1 Figure 404: Discontinuation due to SE

Experimentsl  Control Rusk Rt
o sul veals Totsl Evests Tolsl Weight MW, Random, 5% CI
76.5.1 CRakopram
Mshews 2015 19 @ T W0 1E%  27I116,630
Meniels 1923 2 B T 8 Mm% A2 [4sTHe
Wosigomery 1231 5 1% 2 & 0% lapaTi
Nt 1982 B 88 0 51 02% 803MS,18167
Foase 2004 5 B 1 a0 03%  oedN2sTadg
Subtotal (355 CH) 84 588 A% 300[184,518]
Totalevents "
Heteroguneity Tau*= 000, ChP= 274, = 4 (P= 0631,
Testies oversl effect 2= 475 P < 0.0001)
7552 Escstalopram
Bose 2008 o1 1 % 17IpTeda
Clsin 2006_3noy 1 7omz7 W amm asImea
Clsian 2006_snoy 2 s oMa 6 13 0em 07Tmae2ds
Dune 201 A6 1 02% 224300
Emaiey 2018 66 B 407 0% 10803334
FurestLaberator E T A T I
FurestResearch Insifuie 2001 10156 D 155 02% 20 14(1 25,357 59
Grishel 3017_Bludy DFISETS 3 B 4 75 06N 0AT[0IS,230
Hiragssu 30115 15 5 105 13%  1BAME2439
Kasper 2012 ZoMa 1 7 02%  101[0si100
EN T S R YLRE PR LT
Nirarberg 2007 Moo 6 13 1T omRnIs a0
Waio T 5001 180 08 AAEpAr a0
Wang 2014 55T T isr 1am 0 1200043330
Subtotal (5% 0l 2458 866 11 136[1.01,185] d
Tots events 127 o5
Heterogereite Tau*= 100, CHP= 1111, 1=114° = 1603 P= 0%
Testtor overal et 2= 1,091 = 0051
7553 Fluoxstine
w3048 M0 3 T 08% 134T —_—
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28080 07 001 193 1 0% osmmos A —
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Clsanam 19036 3% 7 % 0w 1SNAes —t
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1 Figure 405: Discontinuation due to any reason including SE
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1 Figure 406: Remission at 12-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
76.7.1 Sertraline
Blumenthal 2007Hoffrman 2011 26 49 26 49 100.0% 1.00[0.68, 1.45]
Subtotal (95% CI) 49 49 100.0%  1.00 [0.69, 1.45]
Tatal ewvents 26 26

Heterageneity: Mot applicable

Test for overall effect Z=0.00(F =1.00)

.01 0.1 1 10 100
Favours placebo Favours 33RI

2 Test for subgroup differences: Mot applicable

3 Figure 407: Quality of life 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
76.8.1 Paroxetine
Rapaport 2009 1149 1722 145 534 17158 140 100.0% 0.36 [0.13, 0.59]
Subtotal (95% CI) 145 150 100.0% 0.36 [0.13, 0.59]

Heterogeneity: Mot applicable
Test for overall effect; 2= 3.04 (P =0.002)

10 5 0 5 10
Favours placebo Favours SSRI
4 Testfor subagroup differences: Mot applicable P

5 Figure 408: Global functioning endpoint

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
76.9.1 Fluoxetine
Andreali 2002/0uhini 1997 /Massana 1998_study 1 318 94 100 272 498 99 100.0% 049[0.21,0.77]
Subtotal (95% CI) 100 99 100.0% 0.49 [0.21, 0.77]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 3.38 (P = 0.0007)
10 -5 ] : 0
. . Favours placebo Favours SSRI
6 Testfor subaroun differences: Mot applicable
7 Figure 409: Functional impairment 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
76.10.1 Paroxetine
Baune 2018 -1097 10463 52 -B.26 1032 48 30.2% -0.26 [[0.65,0.14]
Ratti 2011 _stucdy 096 -111 84598 109 -BB 903 123 E698% -0.28[-0.53,-0.02]
Subtotal {95% CI) 161 171 100.0% -0.27 [-0.49, -0.05] L]
Heterogeneity: Tau®=0.00; Chi*= 001, df=1 (P =084) F=0%
Testfor averall effect Z=2.45 {F =0.01)
10 -5 0 g 10
. . Favours S3RI Favours placebo
8 Test for subaroup differences: Mot applicable
9 Figure 410: Sleeping difficulties change score 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
76.11.1 Escitalopram
Kasper 2012 -10 589 133 -69 59 71 100.0% -0.52[-0.81,-0.23]
Subtotal (95% Cl) 139 71 100.0% -0.52 [-0.81, -0.23]
Heterogeneity: Mot applicable
Testfor overall effect 2= 3.54 (F = 0.0004)
I } 1 } |
-10 -5 1] ] 10
. i Favours SSRI Favours placebo
10 Test for subagroup differences: Mot anplicable
11
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1 More severe: SSRIs versus TCAs

2 Figure 411: Depression symptomatology endpoint

128
Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
(November 2021)



DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

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
77.1.1 Fluoxetine versus amitriptyline
Demyttenaere 1998 9.9 6.3 35 T2 4.5 il 27% 0.48 [-0.01, 0.97] .
De Ronchi 1998 1422 83 32 1394 9.4 33 27% 0.03 [-0.46, 0.52] T
Fawiett 1989 12.8 6.9 19 146 7.9 19 1.9% -0.24 [-0.88, 0.39] -
Judd 1993 9.6 6.2 23 1B G 23 21% -0.32 [-0.90, 0.26] 7
Laakmann 1988 9.96 782 38 659 T.A2 43 3.0% 0.31 [0.13,0.76] -
Laakmann 19581 947 76 B2 9.65 T.86 62 3.8% -0.02 [-0.38,0.33] T
Marchesi 1998 8.9 6.6 BY 8.1 6.9 Ta 41% 012 [0.21,0.45] T
Ontiveros Sanchez 1998 T8 B2 21 58 5645 21 2.0% 0.34 [-0.27, 0.99] T
Peters 1990 10 4] 41 11 ] 40 1% -0.13 [0.587,0.31] T
Suleman 1997 7.2 25 15 7 2.6 14 1.6% 0.08 [-0.64,0.79] -
Warsiani 1899 9.9 g4 77 8.1 7 T4 4.2% 0.23 [-0.08, 0.55] r~
Subtotal (95% CI) 428 441 31.2% 0.10 [-0.03, 0.24]
Heterogeneity: Tau?= 0.00; Chi*= 9.22, df= 10 (P = 0.51); F= 0%
Testforoverall effect Z=151 (F=013)
77.1.2 Fluoxetine versus clomipramine
Moguera 1991 B.21 4487 B0 E.EE 493 1] 3.8% -0.08 [-0.45, 0.26] =
Ropert 1989 9.4 T 54 118 8 46 3.4% -0.32 [0.71, 0.08] -
Subtotal (95% CI) 114 106 T.2% -0.20 [-0.46, 0.07] 4
Heterogeneity, Tau®= 0.00; Chi®= 0.68, df=1(F=0.41); F= 0%
Testforoverall effect Z=1.44 (P =015)
77.1.3 Fluoxetine versus imipramine
Byerley 1988 12.8 T 20 137 8.4 24 21% -0.11 [-0.70, 0.49] -1
Caohn 1884b 1472 881 35 14484 BBA il 27% 0.02 [-0.46, 0.50] T
Serrano-Blanco 2008 9.5 8.2 49 g8 8.2 45 33% 0.08 [-0.32,0.49] T
Tollefson 1994 11.8 7B 62 122 T4 60 3.8% -0.08 [-0.43,0.28] b
Subtotal (95% Cl) 166 160 12.0% -0.01 [-0.23, 0.20] [
Heterogeneity, Tau®= 0.00; Chi*=0.47, df= 3 {(P=0493); F=0%
Testfor overall effect Z= 013 (P = 0.89)
77.1.4 Fluoxetine versus nortriptyline
Hashemi 2012 168.16  4.02 43 1971 4.2 49 3.2% 0.86 [-1.27,-0.44] -
Subtotal (95% Cl) 48 49 3.2% -0.86 [-1.27, -0.44] [
Heterogeneity: Mot applicable
Testfor overall effect Z=4.02 {P = 0.0001)
77.1.5 Paroxetine versus amitriptyline
Christiansen 1996 8.1 59 56 6.9 6.2 ar 3T7% 020017, 0.57] T
Deushle 2003 127 8.2 40 105 71 40 3.0% 028 [0.16,0.72] T
Freed 1999 13.7 1024 149 1658 1089 157 5.3% -0.27 [-0.50, -0.08] =
haller 1893 11.8 8.3 72 9.3 6.3 68 4.0% 0.30[-0.04, 0.63] ™~
PAR 290605281 16.1 849 76 124 BAY T4 4.2% 0.43[0.11,0.79] ™~
PAR MDUK 032 12 807 28 122 BO7 30 24% -0.02 [-0.53, 0.49] T
SER-CHN-1 553 694 113 647 724 118 4.9% -013[0.39,013] 1
Staner 1995 1r8 113 21107 T4 19 1.8% 0.71[0.07,1.359] —
Subtotal (95% Cl) 556 568  20.6% 0.14 [-0.08, 0.37]
Heterogeneity, Tau?= 0.07; Chi*= 23.05, df= 7 (P = 0.002); F= 70%
Testfor overall effect Z=1.24 (P =0.22)
77.1.6 Paroxetine versus imipramine
Arminen 1992 4.76 463 21 1121 944 29 2.2% -0.30 [-0.86, 0.27] T
Chiu 1996 7.4 9.6 19 1.7 8.1 14 1.59% -0.47 [-1.20, 0.26] ]
Subtotal (95% Cl) 36 44 3.™% -0.36 [-0.81, 0.08] L
Heterogeneity, Tau®= 0.00; Chi*=0.14, df=1{P=0.71); F=0%
Testfor overall effect Z=160(P=011)
77.1.7 Paroxetine versus lofepramine
GSk_29060/103 135 114 45 138 0.4 36 1% -0.03 [0.47,0.41] T
Subtotal (95% Cl) 45 36 34% -0.03 [-0.47,0.41] [
Heterogeneity: Mot applicable
Testfor overall effect 2= 013 {P = 0.90)
77.1.8 Paroxetine versus nortriptyline
Mulsant 1999 9.6 4.6 29 8.8 3 27 2.4% 0.20[0.32,0.73] T
Subtotal (95% Cl) 29 27 2.4% 0.20 [-0.32,0.73] L 3
Heterogeneity: Mot applicable
Testfor overall effect Z=0.75 (P = 0.45)
77.1.9 Sertraline versus amitriptyline
Bersani 1994 16 6.9 31 16 G.1 30 2.6% 0.00 [-0.50, 0.50] T
Subtotal (95% Cl) K | 30 2.6% 0.00 [-0.50, 0.50] L 2
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.00(P = 1.00)
77.1.10 Sertraline versus imipramine
Ehargava 2012 1423 3451 30 1367 474 30 26% 013 [0.37, 0.64] T
Farlenza 2001 14.44 1235 27 1271 118 28 2.4% 0.14 [-0.39, 0.67] T
Subtotal (95% Cl) 57 58 5.0% 0.14 [-0.23, 0.50] 4
Heterogeneity, Tau®= 0.00; Chi*=0.00, df=1 (P =0.98); F= 0%
Testfor overall effect Z= 073 (P = 0. 46)
Total {95% CI} 1510 1519 100.0% 0.02 [-0.08,0.12]
Heterogeneity, Tau?= 0.04; Chi*= 58.61, df= 32 (P = 0.003); F= 45% =-1n 5 5 5 10’
Testfor overall effect Z=0.38 (P = 0.70) Favours SSRI Favours TCA
Testfor subaroup differences: Chi®= 25.77, df= 9 (P = 0.002), F=65.1%
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1 Figure 412: 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
77.2.1 Fluoxetine versus amitriptyline
Eeasley 1993b -12.9 9.9 65 -11.6 10.3 ol 3.4% -013 046, 0.21] -
Dermyttenaere 1982 -15 421366824 35 -16.7 2.99416098 )l 2.8% 0.445[-0.04, 0.94] ™
De Ronchi 1992 -11.38 5450658605 32 -12586  E.3688225 32 28% 0.20 [-0.29, 0.68] T
Fawrett 1969 -10.8 463041576 19 -89 594011784 19 1.8% -0.35[-0.99,0.29] -
Marchesi 1998 -16.6 437264222 67 -17.2 453401735 75 3.5% 013 [-0.20, 0.46] T
Freskorn 1391 -1041 T8 29 -r9 6.1 N 2.4% -0.31 [0.82, 0.20] |
Sulernan 1397 -18.2 168522996 16 189 231516738 18 1.4% -1.11 [1.88,-0.33] -
Wersiani 1399 -16.6 7.3 77o-1841 i.a 79 6% 0.20[0.11,0.582] ™
Subtotal (95% CI) 339 354 20.9% -0.03 [-0.28, 0.21] [
Heterogeneity Tau?= 0.07; Chi*= 16.96, df= 7 (F = 0.02); F= 59%
Test for overall effect: Z=0.25 (F = 0.80)
77.2.2 Fluoxetine versus clomipramine
Moguera 1991 -18.09 336235037 60 -17.94 356975489 B0 33% -0.04 [-0.40,0.31] T
Ropert 1989 -18.2 477074418 54 -16.6 538516431 46 3.0% -0.31 [-0.71, 0.08] T
Subtotal (95% CI} 114 106 6.3% -0.16 [-0.43, 0.10] 4
Heterogen ety Tau®= 0.00; Chi®= 0.89, df=1 (P = 0.32); F= 0%
Testfor overall effect: Z=1.22 (P=0.22)
77.2.3 Fluoxetine versus imipramine
Serrano-Elanco 2008 -12.7 BAT413962 48 -12.9 B.22253967 45 3.0% 0.03[0.37, 0.44] T
Stark 1985 -1 101 185 -12 101 1858 4.3% 010 F0.11, 0.30] T
Tollefsaon 1994 -10 6.7 62 RER 8 B0 33% -0.12 [0.48, 0.23] T
Subtotal (95% CI) 296 290 10.6% 0.04 [-0.12, 0.20]
Heterogeneity Tau?= 0.00; Chi*= 111, df= 2 (P = 0.57); F= 0%
Test for overall effect: Z= 0.1 (F = 0.61)
77.2.4 Fluoxetine versus nortriptyline
Akhondzadeh 2003 -16.82 11.08 17 -203 812 20 1.48% 0.36 [-0.30, 1.01] e
Hashermi 2012 -16.96 4 96 48 -1314 4 68 49 2.9% -0.78[-1.20,-0.37] -
Subtotal (95% CI} 65 69 4T% -0.24 [-1.36, 0.87] -
Heterogeneity, Tau®= 0.57; Chi®= £.39, df=1 (P = 0.004); F= 88%
Testfor overall effect: Z=0.43 (P = 0.67)
77.2.5 Paroxetine versus amitriptyline
290607299 -14.3 935 102 1439 839 100 3.8% 0.1 [0.27,0.29] T
28060 07 001 -13.08 102191 12 -133 11.1081 13 1.4% 0.02 [-0.76, 0.81] T
Deushle 2003 -10.8 599332963 40 -13.45 47042534 40 27% 0.48[0.03,0.82] i
Freed 19993 S17.7 B.B1452126 148 -1508 781073912 157 42% -0.36 -0.59,-0.14] *
Miura 2000 -9.2 115 102 -106 M 114 3.9% 012 [0.14,0.39] T
ifoller 1953 -18.7 5402732246 T -204 449110232 62 3.4% 0.34 [0.00, 0.67) -
Staner 1995 -8.2 T7.83851372 21 -13.3 5.5BB66232 14 1.8% 0.72[0.08, 1.37] —
Subtotal (95% CI) 498 511 21.2% 0.15[-0.12, 0.42] ¢
Heterogeneity: Tau®= 0.09; Chi*= 23.59, df= & (P = 0.0006); F= 75%
Test for overall effect: 7=1.06 (F = 0.29)
77.2.6 Paroxetine versus clomipramine
MOFr29060/1F07 0/28MC -20 8.69 24 -148 822 20 1.9% -0.88 [1.19,0.02) -]
Subtotal (95% CI) 24 20 1.9% -0.58 [-1.19, 0.02] L2
Heterogeneity: Mot applicable
Test for overall effect: Z=1.88 (F = 0.06)
77.2.7 Paroxetine versus imipramine
Chiu 1996 -20.2 9.1 15 -153 B4 15 15% -0.54 1.28,0.19] 7
Fabre 1882 -913 814 38 -TE2 .09 ar 27% -018 [-0.64, 0.27] -
Subtotal (95% CI} 53 52 4.2% -0.28 [-0.67, 0.10] 4
Heterogen ety Tau®= 0.00; Chi®= 067, df=1 (P = 0.41); F= 0%
Testfor overall effect: Z=1.45 (P =0.14)
77.2.8 Paroxetine versus lofepramine
GSK_28060M103 -17.8 10.73 45 174 9.6 36 2.8% -0.07 [F0.51, 0.37] T
Subtotal {95% CI} 45 36 2.8% -0.07 [-0.51, 0.37] +
Heterogeneity: Mot applicable
Test for overall effect: Z=0.30 (P = 0.76)
77.2.9 Paroxetine versus nortriptyline
Mulsant 1999 -11.3 3.0528675 28 -13.6 2.58069758 a7 2.2% 0.80[0.25, 1.35] -
Subtotal (95% CI) 7 2.2% 0.80 [0.25, 1.35] L J
Heterogeneity: Mot applicable
Testfor overall effect: 7= 287 (F = 0.004)
77.2.10 Sertraline versus amitriptyline
Bersani 1994 -7 433128187 il -16  4.04103947 30 2.4% -0.24 [F0.74,0.27] T
Cohn 1990k -133 FAE 121 <142 776 B4 3E% 012 [0.19,0.42 T
Maller 1958 -136 9.3 62 -1648 9.4 58 3.3% 0.31 [-0.05, 0.67] ™
foller 2000 -13.8 72 100 -183 71 105 3.8% 0.21 [0.07, 0.48] T
Reimherr 1880 -11.66 8.24 142 -12.64 TAT 144 4.1% 012 [0.11, 0.35] T
SER 314 (FDA) -89 452 76 -11.8 11.49 70 3.8% 0.31 [0.01, 0.64] ™
Subtotal (95% CI) 532 472 20.8% 0.17 [0.04, 0.29]
Heterogeneity Tau?= 0.00; Chi*= 416, df = 5 (P = 0.53); F= 0%
Testfor overall effect: 2= 2.62 (F = 0.004)
77.2.11 Sertraline versus imipramine
Bhargava 2012 -7 27227835 30 -1333 326046009 30 23% 0.54 [0.02,1.0%] —
Forlenza 2001 -15.85 11.89 27 -1503 1046 28 2.3% -0.07 [-0.60, 0.46] T
Subtotal (95% CI} 57 58 4.6% 0.23 [-0.36, 0.83] L 2
Heterogeneity Tau®= 0.11; Chi*= 2,60, df= 1 (F= 0.11); F= 62%
Testfor overall effect: Z=0.77 (P = 0.44)
Total (95% CI) 2052 1995 100.0% 0.03 [-0.08, 0.14]
Heterogeneity: Tau?= 0.06; Chi*= $8.18, df= 34 (P < 0.00001); F= §1% ; |

Testfor overall effect: Z= 0.67 (P = 0.57)

Testfor subgroup differences: Chi®= 2189, df=10(P = 0.02), F= 54.3%
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Treatment of a new episode of more severe depression

1 Figure 413: 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% Cl
77.3.1 Citalopram versus amitriptyline
Kyle 1898 e} 1749 99 186 11.3% 1.01[0.83,1.22] +
Subtotal {95% CI) 179 186 11.3% 1.01 [0.83, 1.22] L
Total events 96 o]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.08 (P = 0.94)
77.3.2 Citalopram versus clomipramine
Danish University Antidepressant Group 1988 14 57 I 57 43% 0.45[0.27, 0.75] —_
Subtotal (95% CI) 57 57 4.3% 0.45[0.27, 0.75] -
Total events 14 H
Heterogeneity: Mot applicable
Test for overall effect Z=3.04 (P =0.002)
77.3.3 Citalopram versus nortriptyline
Mavarro 2001 20 29 24 29 BE% 0.80 [0.60, 1.06] 7
Subtotal (95% CI) 29 29 8.6% 0.80 [0.60, 1.06] ’
Tatal events 20 25
Heterogeneity: Mot applicable
Testfor overall effect Z=1.54 (P=0.12)
77.3.4 Fluoxetine versus amitriptyline
Beasley 1993k " 65 148 Il 2.6% 0.80[0.40, 1.62] /T
Fawcett 1989 4 20 g 20 1.1% 0.80[0.25, 2.55] e
Keegan 1991 14 20 13 22 51% 1.18[0.75, 1.86] I
Subtotal {95% CI) 105 113 8.9% 1.03[0.72,1.47] <@
Tatal events 29 33
Heterogeneity: Tau®=0.00; Chi®=1.23 df= 2 (P = 0.54), F=0%
Testfor overall effect: Z= 015 (P = 0.88)
77.3.5 Fluoxetine versus imipramine
Levine 1989 11 a0 18 30 3.5% 0.73[0.41,1.32] T
Tallefson 1994 20 62 14 62 3.9% 1.43[0.80, 2.56] T
Subtotal (95% CI) 92 92 7.0% 1.02 [0.53,1.98] e
Tatal events kil 29
Heterngeneity: Tau®= 0.14; Chi*= 2.51, df=1 (F=0.11} = 60%
Test for overall effect Z=0.07 (P =0.94)
77.3.6 Paroxetine versus amitriptyline
Geretsegger 1995 22 44 18 47 49% 1.31 [0.82, 2.08] T
Hutchinsan 1992 k) a8 18 3z B.8% 116 [0.681,1.67] T
Maller 1993 49 112 a4 110 8.6% 0.89 [0.67, 1.18] -
Subtotal (95% CI) 214 189 20.3% 1.05[0.84, 1.32] ‘P
Tatal events 108 g0
Heterogeneity: Tau®= 0.01; Chi*= 2.44 df= 2 {P=0.30); F=18%
Test for overall effect: Z=0.44 (P = 0.66)
77.3.7 Paroxetine versus clomipramine
Danish University Antidepressant Group 1930 12 B2 26 a8 3.6% 0.43[0.24,0.77] I
Guillibert 1989 20 40 19 39 5.2% 1.03 [0.66, 1.60] -1
MOF29060/11/07 DISEMC 17 a2 1 o 3T% 1.45[0.82, 2.57] T
Subtotal (95% CI) 134 127 12.4% 0.87 [0.45,1.69] ’
Tatal events 49 a6
Heterogeneity: Tau®= 0.27; Chi®=9.33 df= 2 {(P=0.009); P=79%
Testfor overall effect Z= 0.41 (P = 0.68)
77.3.8 Paroxetine versus imipramine
Feighner 1933 bt} 241 63 241 8.0% 0.94 [0.63, 1.27] -T
Subtotal (95% CI) 241 241 8.0% 0.94 [0.69, 1.27] L 3
Total events 59 63
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.42 (P = 0.68)
77.3.9 Paroxetine versus lofepramine
Moon 1996 33 7o 32 68 6.9% 1.00[0.70,1.43] -1
Subtotal (95% CI) 70 68 6.9% 1.00 [0.70,1.43] <&
Tatal events kx) 3z
Heterogeneity: Mot applicable
Test for overall effect Z=0.01 (P = 0.99)
77.3.10 Paroxetine versus nortriptyline
Mulsant 1939 149 43 21 3T 3% 0.78[0.50, 1.21] T
Subtotal {95% CI) 43 r 5.3% 0.78 [0.50, 1.21] L
Total events 19 21
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.12 (P = 0.26)
77.3.11 Sertraline versus imipramine
Forlenza 2001 13 27 11 28 3.4% 1.23[0.67, 2.24]
Subtotal (95% CI) 27 28 4% 1.23 [0.67, 2.24]
Total events 13 "
Heterogeneity: Mot applicable
Test for overall effect Z= 066 (P = 0.51)
77.3.12 Sertraline versus nortriptyline
Sneed 2014 14 a8 19 52 3E% 0.66 [0.37, 1.18] T
Subtotal (95% CI) 58 52 3.6% 0.66 [0.37,1.18] “
Tatal events 14 19
Heterogeneity: Mot applicable
Testfor overall effect Z=1.40 (P = 0.16)
Total (95% CI) 1249 1219 100.0% 0.92 [0.82,1.05] [
Total events 486 409
Heterogeneity: Tau®= 0.03; Chi*=29.21, df = 18 (P = 0.0%); = 38% ID o 051 150 100=
Test for overall effect Z=1.22 (P =022} . Fé\murs TCA Favours SSRI

2 Testfor subaroup differences: Chi*= 13.86. df=11 (P = 0.24), F=20.6%
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Treatment of a new episode of more severe depression

1 Figure 414: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
T7.4.1 Citalopram versus imipramine
Rosenberg 1984 201 380 45 92 B2% 1.08 [0.86, 1.36] +
Subtotal (95% CI) 380 92 6.2% 1.08 [0.86, 1.36] <
Total events 201 45

Heterogeneity: Mot applicable
Test for overall effect: Z= 067 (P = 0.50)

T7.4.2 Fluoxetine versus amitriptyline

Beasley 19930 28 A5 35 71 24% 0.87 [0.61,1.26] -T
Demyttenaere 1998 22 35 17 a1 19% 1.15[0.76,1.72] T
De Ronchi 1988 16 32 18 33 14% 0.92[0.58,1.46] -
Fawcett 1989 q 20 7 20 04a% 1.29[0.60,2.77] T
Keenan 1991 12 20 18 22 17% 0.82[0.53,1.28]

Laakmann 1988 3 B3 a7 A5 30% 0.86[0.62,1.20]

Marchesi 1998 40 67 a1 kil 52% 0.88[0.68,1.13] |
Ontiveros Sanchez 19498 T 2 B 2 0.4% 117 [0.47, 2.89]  —
Peters 1980 18 a1 22 a1 1.4% 0.82[0.50,1.33]

Wersiani 19499 57 7 48 a0 1% 1.0210.85,1.23] T
Subtotal (95% CI) 451 469 27.1% 0.95 [0.85, 1.06] [

Total events 240
Heterogeneity: Tau*=0.00; Chi*= 386, df= 8 (P=0892), F=0%
Test for overall effect Z=1.00 (P =0.32)

T7.4.3 Fluoxetine versus imipramine

Bremner 1984 16 20 17 20 40% 0.94[0.71,1.29] -
Byerley 1988 14 32 14 34 10% 1.06 [0.61, 1.66] —t
Stark 1984 7 185 a5 186 B0% 0.81[0.72,1.14] I
Tollefzon 1994 29 B2 19 B2 14% 1.53[0.96, 2.42] [
Subtotal (95% CI) 299 302 12.6% 1.02[0.83, 1.25] *
Total events 136 135

Heterogeneity: Tau*=0.01; Chi*= 418, df= 3 (P =024}, F= 28%
Test for overall effect Z= 016 (P = 0.87)

T7.4.4 Fluoxetine versus nortriptyline

Fabre 1991 42 103 41102 289% 1.01[0.73,1.41] I
Subtotal (95% CI) 103 102 2.9% 1.01 [0.73, 1.41] <&
Total events 42 41

Heterogeneity: Mot applicable
Test for overall effect Z=0.08 (P =0.493)

T7.4.5 Paroxetine versus amitriptyline

Christiansen 1998 46 71 48 73 7% 0.99[0.78,1.29] T
Geretsegger 1895 18 14 18 47 13% 1.07 [0.64,1.77] -1
Hutchinson 1992 345 48 18 32 24% 1.07[0.74,1.59] T
Moller 1993 53 "z 49 110 47% 0.88[0.68,1.149] -
Staner 1985 T 21 El 19 04% 0.70[0.33,1.52] 1
Subtotal (95% CI) 306 281 14.6% 0.96 [0.83,1.11] 4
Total events 158 152

Heterogeneity: Tau*=0.00; Chi*=1 60, df=4 (P=081), F=0%

Test for overall effect: Z=0.56 (P = 0.58)

77.4.6 Paroxetine versus clomipramine

Guillibert 1989 20 40 19 39 16% 1.03 [0.66, 1.60] 1T
MOF/28080/1/07 0/88/MC 22 32 12 30 13% 1.72[1.05, 282 [
Subtotal (95% CI) T2 69 2.9% 1.31[0.79, 2.17] -
Total events 42 Ell

Heterogeneity: Tau? = 0.07; Chi*=2.29, df=1 (P =013); F= 6%
Test for overall effect Z=1.08 (P = 0.28)

T7.4.7 Paroxetine versus imipramine

Chiu 1996 12 20 11 20 11% 1.09[0.64,1.86]
Peselow 1989a 17 34 21 32 18% 0.76[0.50,1.16]
Peselow 19890 14 40 23 40 18% 0.83[0.54,1.26)
Subtotal (95% CI) 94 92 48% 0.86 [0.66, 1.11]
Total events 48

Heterogeneity: Tau*=0.00; Chif=112,df= 2 (P=057), F=0%
Testfor overall effect Z=118 (P =0.24)

T7.4.8 Paroxetine versus lofepramine

G5K_28060/103 26 a7 22 49 18% 1.02[0.67,1.59] 1T
Moon 1996 32 7o a0 [t} 24% 1.04[0.72,1.50]

Subtotal (95% CI) 127 "7 42% 1.03[0.78, 1.36]

Total events 58 52

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P =0.94}; F=0%

Testfor overall effect Z=013 (P = 0.85)

77.4.9 Sertraline versus amitriptyline

Cohn 1930k 24 161 40 80 45% 1.04[0.80, 1.36] T
Maller 1998 3z a1 40 79 27% 0.72[0.55,1.100 7
Maller 2000 g1 118 71114 50% 0.77[0.59,0.59) -
Reimherr 1930 77 148 86 148 7E% 0.80100.72, 1.100 =
Subtotal (95% CI) 507 432 19.9% 0.88 [0.77,1.00] 4

Total events 244 237
Heterogeneity: Tau®= 0.00; Chi*= 318, df= 3 (F=0.37); F=6%
Testfor overall effect: Z=1.96 (P =0.05)

77.4.10 Sertraline versus clomipramine

Moon 1984 27 a1 7 65 23% 1.08[0.74,1.57]

Subtotal (95% CI) 51 55  2.3% 1.08 [0.74, 1.57]

Total events 7 7

Heterogeneity: Mot applicahble

Testfor overall effect: Z=0.40 (P = 0.63)

77.4.11 Sertraline versus imipramine

Forlenza 2001 14 27 14 28 1.2% 1.04[0.62,1.74] I

Subtotal (95% CI) 27 28 1.2% 1.04[0.62, 1.74] -

Total events 14 14

Heterogeneity: Mot applicahble

Testfor overall effect Z=10.14 (P =0.83)

77.4.12 Sertraline versus nortriptyline

Sneed 2014 16 53 21 52 11% 0.62[0.40,1.16] T

Subtotal (95% CI) 58 52 1.1% 0.68 [0.40, 1.16] R

Total events 16 2

Heterogeneity: Mot applicahble

Testfor overall effect Z=1.40 (P =016}

Total (95% CI) 2475 2091 100.0% 0.96 [0.90, 1.01]

Total events 1227 1077

Heterageneity: Tau? = 0.00; Chi*= 26.52, df= 34 (P = 0.85); F= 0% 1001 011 150 1001

Testfor overall effect Z=1452 (F=013) Favours TCA Favours SSRI
2 Testfar suboroun diferences: Chi®=7.81, df=11 (F=073). F=0%
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Treatment of a new episode of more severe depression

1 Figure 415: Discontinuation due to SE
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Treatment of a new episode of more severe depression

1 Figure 416: Discontinuation due to any reason including SE

Experimental  Control Risk Rabo. Risk Ratio
Stwy or Subgron Events _Total Events Totsl Weight M.H,Random,95% M Random, §5% C1
77.6.1 Clalopram ver
Kyie 1998 A T8 S 186 1% 082RSE1M —
Shiaw 1980 7o 15 m o 13 03P
Subtotal (95% C1 w03 06 4% 050102912
Total events 51 kl
Heterogenaily Tau"= 020, CHF= 375, d1=1 (P= 0.05), F= 73%
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Ortiveros Sanchez 1928 Tooa 1w on % 0mpaag —T

Pelors 1990 Hoos B s 24 084N -T

Preskom 1931 w3 ;W 15% 0s R —]

Versiani 1998 1T A5 e 2% 08304166 -

“oung 1887 ER L T T E Y —1

Sublotal (85% C1 w20 641 182%  0.89(0.54,0.99) .

Total events 155

Heterogenelty Taus= 0,08, ChiF= 24 26, = 13 (P = D03) F= 45%

Testtor averall efect 2= 293 = 0,005

77.6.6 Fuoxeting versus clomigraming

Hoguera 1951 [T ST B R S ET PERE -

Ropen 1983 won om | 6610.40,111]

Subtotsl (95% C1 31 132 3% 072[0es 107

Total events E a2

Heterogenainy Tau"= 1.00; O = 0.20, 1= 1 (P = 063, = 0%

Tostfor averall effect Z=161 F =011}

T7.6.7 Fluoxetine versus imipraning

Eremner 1984 ER 3w oI 1mpIme e

Byerley 1388 1@ 3 1% 127e2s

Lavine 196% [ 13 0% 40000951730

Higizen 1983 8 3 8 N 0¥% 103pesl —1

Sarrano-Blanca 2006 N8 13 s 12% 0800316

Stark 1965 67 185 B7 188 43 101f0RI125]

Tolerson 1984 nooe M oe 1w 1

Sublotal 95% 1 i 42 1048 082[051,139)

Total events 142 157

Heteraganalty: Tau"= 0.16; Chi= 16,0, &= 6 (P = 0013 = 63%

Testforoverall effect 7= 0.41 (P = 0 63

77.6.8 Fuazetine versus nartriptyline

Akhandzaden 2003 & 24 oEx 17EpsRs2)

Faore 1901 4502 3% 0866118 —T

Subtotal (85% CT) 126 3T 1.01 [0.56, 1.81] -

Total events 4

Heterogenaity Tau®= 0,08, ChiF= 1.52,di =

Test for ol eect 2= 0.03 (P =098}

77.6.8 Paraxetn versus amangryine

290601283 m o o om 07200.48,1.07] —

20080 07 001 51 FIT} 2501059, 10 64

Chistiansen 1996 [ERE TR TR 1 0961052, 150]

Fraeo 1999 mooae 103 1@

Garelsogpor 1995 w4 oo 0881043, 185]

Huchinson 1982 1o onom; 080j0.30,1.21]

Hiura 2000 508 Wi 0.9610.75.1.28)

Moller 1993 w2 omom 0941066, 1.32]

FAR 20060261 s 8 % 8 13850001201

PARMDUK 037 1w 0w 103005, 211]

SER-CHIN-1 2 m 7o 0.3010.06,1.41]

Staner 1995 PR I 113036, 3 60] —

Subtotal (95% C1) -5 40 22.5% 0.90 [0.78, 1.04] +

Total events 25 52

Hetorogenaity Taw™= 101, ChiP= 1208, 6= 11 (F= 031),F=13%

Test for venall effect 2= 143 P =015

7610 Paroxetine versus clomipramine

Danish Univarsity Antidepressant Group 1890 19 s tem o 0sepILINY —7

Guilibert 1969 i20W % 07305 -

MDF29060MIDF0aME 103 1% 07SR3M 164 —_T

Subtotal (95% C1) 127 3 087[045 101 -

Total events “

Heterogenalny Tsu"= 1.00; CniF= 0.29, 1= 2 (P

Tost for averall effect 2= 190 (F = 0 08)

T7.6.11 Paroxetine versus impramine

Arminen 1982 113 15 m o o1es 1pes el

Chiu 1896 5w 5 W 0E%

Faorg 1902 LR L BT R T T T PR ET

Feighner 1983 10z 13 24 a7% 07EREs e

Fasclow 19580 M40 17 A 1% 082j4E 16

Subtotal 85% CI 366 7 sm emIEInLse

Total events 1 m

Heterogenaity Tau®= 0100, ChiP= 1,80, di= ¢ (P= 0.76), P= 0%

Test for averall effect 7= 217 (P

7,512 Paroxetine versus lofepramine

05K_200604103 1& 11 a8 1m0 o7EpdnisT -

Moon 199 BT A3 B e 1427264

Subtotal (95% 1 2t n7o2m sB[En 181

Total events E )

Heforogeneity Tau®= 0,05, Ch= 152, df= 1 (P=0.12),F= %

Testior overal eMect 2= 0.37 (P =079}

77,613 Paroxetine versus normptyine

Muisan 199 [ T I A E S T E -4

Sublotal (5% 1 H) 7oA 120pen 23 -

Total events 14 0

Hetarogenaity. rat sppicatle

Test for averll eMect 2= 053 (P =053}

77,614 Seraling versus amiriptyine

Bersani 198 ERT] ¢ 3 oI osspanag

Coha 19400 TABL A1 B0 3E%  09BN0T,

Moler 1998 wooE 2 T8oTE 033,16 -

Moler 2000 116 19 120 15% 090416 —1

Reirihin 1380 B M8 B3 18 3E% 0977417 T

SER 315 W) B e om T o20% —

Subtotal (85% C1 626 543 T

Totwl 26 175

Heterogenaity Taut= 0100; Chi'= 1 64, df= (P = 0.90];

Tostforaverall effect 2= 0.06 =063

7,545 Sertraline versus clomipramine

Moon 1934 PRI 17

Subtotal (95% C1 5 55 06N 043[014,139] -

Total events 4 10

Heterogenelly Mot appllcble

Testior overal efect 2= 1.50 = 013

T7.6:46 Sertralina varsus imipramine

Enargea 2011 [ ot stimable

Forenza 2001 8 1om 1% ospanm —T
(@5% C1) 57 EF: 0.840.32,1.29] -

Total events " 13

HegtErogenalny Nat sppiicsale

Tostfor averall effect 2= 1.6 (F =021}

TT.6AT Sertraline versius nortriptyline.

Saeed 2014 W8 15 5 198 155093760 —

Subtotal (95% C1 ] 52 %% 1550093260 ->

Total events % 15

Heterogenalty Nat spolcsale

Testor averall effect 2= 1.66 (F = 0.03)

Total (85% €} A 3997 100.0% 0.86 [0.79, 0.94) ¥

Total events 1283 1379

Heterogenelly Taus= 0.03, Chi= 82 2, = 61 (P = D00E), F= 4% T Fr—

Testior overal éMect 2= 341 (P = 00067
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1 Figure 417: Sleep 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
77.7.1 Fluoxetine versus amitriptyline
De Raonchi 1998 4847 1269 32 4963 1333 33 100.0% -0.09 [-0.58, 0.39]
Subtotal (95% CI) 32 33 100.0% -0.09 [-0.58, 0.39]

Heterageneity: Mot applicable

Testfor overall effect Z=037 F =071}

10 5 0 5 10
Favours TCA Favours SSRI

2 Testfor subagroup differences: Mot applicable

3 Figure 418: Functional impairment 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
77.8.1 Fluoxetine versus amitriptyline
De Ranchi 1938 167 1248 32149 127 33 100.0% 014 [0.35, 0.63]
Subtotal {95% CI) 32 33 100.0% 0.14 [-0.35, 0.63]

Heterogeneity: Mot applicable
Testfor overall effect 2= 056 (P =0.58)
I 1 T }
-10 -5 i |3 10
Favours SSRI Favours TCA

Test for subaroup differences: Mot applicable

6 More severe: Fluoxetine + long-term psychodynamic
7 psychotherapy individual versus long-term psychodynamic
8 psychotherapy individual

9 Figure 419: 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
Bastos 2014 416 2.52 G2 528 3488 73 100.0% -0.35 [F0.70,-0.01]
Total (95% CI) 62 73 100.0% -0.35 [-0.70, -0.01]
Heterogeneity Mat applicable 5_1 0 55 i é 1EI=
Testfor overall effect 2= 2.03 (F = 0.04) Favours fluoxetine + LTPP  Favours LTPP

10

11 Figure 420: 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
Bastos 2015 G0 91 67 40 100.0% 0.859[0.73,1.07]
Total (95% Cl) 9 90 100.0%  0.89[0.73,1.07]
Total events 60 67
Heterogeneity: Mot applicable f t T f |
I _ 0.01 0.1 1 10 100
Testfor overall effect £=1.25 (P =0.21) Favours LTPP Favours fluoxetine + LTPP

12

13 Figure 421: Discontinuation due to 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
Bastos 2015 28 91 17 40 100.0% 1.68[1.00, 2.89]
Total (95% CI) )] 90 100.0%  1.69 [1.00, 2.85] =
Total events 29 17

. B I Il | |
estfor overall effect 2= 1.96 (P =0.05) Favours fluoxetine + LTPP  Favours LTPP
14
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2 More severe: SSRI + psych intervention versus placebo +
3 psych intervention

4 Figure 422: Depression symptomatology endpoint

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
79.1.1 Sertraline + CBT individual (under 15 sessions)
Moak 2003 7.8 7 a8 88 62 44 G38% -0.15 F0.58, 0.29]
Pettinati 2010 117 73 26 102 8 21 36.2% 019 [0.28, 0.77]
Subtotal (95% CI) 64 65 100.0% -0.03 [-0.37, 0.32]

Heterageneity: Tau?= 0.00; Chi*= 087, df=1{P=0.349); F=0%
Testfor overall effect: Z=0.14 (P =0.88)
10 5 0 g 10
Favours S3RI + psych Favours placebo + psych

5 Testfor subgroun differences: Not applicable

6 Figure 423: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
79.2.1 Fluoxetine + counselling versus placebo + counselling
Carnelius 1997 -B 9.6 25 -2 133 26 38.4% -0.34 [-0.89, 0.21]
Subtotal (95% CI} 25 26 38.4% -0.34 [-0.89, 0.21]

Heterogeneity: Not applicable
Test for overall effect Z=1.20 (P =0.23)

79.2.2 Sertraline + CBT individual {under 15 sessions)

Moak 2003 -11.6 5.33479147 38 -10 477179212 44 B1.6% -0.31 [F0.75,012] :
Subtotal (95% CI) 38 44 61.6% 0.31 [-0.75, 0.12]
Heterageneity: Mot applicahle
Testfor overall effect Z=1.41 (P = 0.16)
Total (95% CI) 63 70 100.0% 0.32[-0.67, 0.02] |
Heterogeneity: Tau®= 0.00; Chi#= 0.00, df=1 (F = 0.95); F= 0% =_1 p 5 b 5 m’
Testfor overall eﬁec.t £=1.85 (P:_ 0.08) Favours S5RI + psych Favours placebo + psych
7 Testfor suboroup diferences: Chi®= 0.00. df=1 (P =0.98). F=0%
8 Figure 424: 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
79.3.1 Sertraline + CBT individual {under 15 sessions)
Pettinati 2010 13 40 14 39 100.0% 0.91 [0.49, 1.67]
Subtotal (95% CI) 40 39 100.0% 0.91 [0.49, 1.67]
Taotal events 13 14

Heterogeneity: Mot applicable
Testfor overall effect Z=0.32 {F =0.79)

0.01 0.1 1 10 100
Favours placebo + psych Favours SSRI+ psych

9 Testfor subagroup differences: Mot applicable
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1 Figure 425: Discontinuation due to SE

Experimental Control

Study or Subgroup  Events

Risk Ratio

Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 895% CI

79.4.1 Fluoxetine + counselling versus placebo + counselling

Corneliug 1997 1] 28 0 26
Subtotal (95% CI) 25 26
Total events 1] 1]

Heterageneity: Mot applicable
Testfor overall effect: Mot applicable

79.4.2 Sertraline + CBT individual {under 15 sessions)

Mot estimahble
Not estimable

Moak 2003 3 38 2 44 B0.5% 1.74[0.31, 9.85] —
Pettinati 2010 4 40 1 39 39.5% 3.890 [0.46, 33.36] =
Subtotal (95% CI) 78 83 100.0% 2.39 [0.62, 9.22] —engil——
Total events 7 3
Heterageneity: Tau®=0.00; Chi*=0.33, df=1 (P=04868), F=0%
Testfor averall effect: Z=1.27 (P=0.21)
Total (95% CI) 103 109 100.0% 2,39 [0.62, 9.22] —~ati——
Total events 7 3
Heterogeneity: Tau®= 0.00; Chi*=0.33, df=1 (P = 0.56); F=0% f f f {
Test fu?o\rergll effect 2= 1I.2T (F= D.21I) ( ” o0 o1 10 1o
’ ; Favours SSRI + psych Favours placebo + psych
2 Test far subgroup differences: Mot applicable
3 Figure 426: Discontinuation due to any reason including SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
79.5.1 Sertraline + CBT individual {under 15 sessions)
Moak 2003 7 38 16 44 32.8% 0.81[0.23,1.10] — &
Pettinati 2010 14 40 18 39 BY.I% 0.76 [0.44,1.30] —-
Subtotal (95% CI) 78 83 100.0% 0.66 [0.43, 1.04] -
Total events 21 34
Heterogeneity: Tau®=0.00; Chi*=0.72, df=1 (P=0.40); F=0%
Testfor overall effect: Z=1.81 (F=0.07)
.01 0.1 10 100

Test far subgroup differences: Mot applicable

Favouré S8Rl + psych Favours placebo + psych

6 More severe: Sertraline + supervised high intensity exercise
7 individual versus supervised high intensity exercise

8 individual

9 Figure 427: 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
Khoshnah 2017 248 B3 15 2727 B.51 14 100.0% -0.38 [-1.10, 0.35]
Total {95% CI) 15 15 100.0% -0.38 [-1.10, 0.35]
ity i } } 1 } |
Heterogeneity: Mot applicahle e i 4 : 0

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

10

Favours serraline+exerci Favours exercise

11 Figure 428: 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
Khoshnah 2017 -4.63 1285 18 -213 B2 18 100.0% -0.24 [-0.95, 0.48]
Total (95% CI) 15 15 100.0% -0.24 [-0.95, 0.48]
o ) | , ,
Heterogeneity: Mot applicable '—1D _|5 ﬁ é 10

Test for overall effect: Z= 064 (F=052

12
13
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Favours sertraline+exerci Favours exercise
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1 More severe: Fluoxetine + bright light therapy versus bright

2 light therapy

3 Figure 429: 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
Lam 2016 -16.9 82 28 134 T4 32 100.0% -0.41 [-0.92, 0.05]
Total (95% Cl) 29 32 100.0% 20.41[-0.92,0.09]
A S SO S SRR
4 estfor overall effect: Z= 1.60 (F = 0.11) Favours fluox+bright ligh Favours bright light
5 Figure 430: 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
Larm 2016 17 28 14 32 100.0% 1.34[0.81, 2.200
Total {95% Cl) 29 32 100.0%  1.34[0.81, 2.20]
Total events 17 14
ity i I } T } |
R SO I
6 estforoverall effect: Z=1.15 (F = 0.25) Favours bright light Favours fluox+bright ligh
7 Figure 431: 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
Lam 2016 22 28 16 32 100.0% 1.52[1.01,2.27]
Total (95% CI) 29 32 100.0%  1.52[1.01,2.27] -
Tatal events 22 16
Heterogeneity: Nat applicable I t f i
o _ 0.01 0.1 10 100
8 Testfor overall efect Z=2.03 (F =0.04) Favours bright light Fawvours fluox+bright ligh
9 Figure 432: 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
Larm 2016 1 28 1 32 1000%  110([0.07, 16.89]
Total {95% CI) 29 32 100.0% 1.10 [0.07, 16.85]
Total events 1 1
W
10 estfor overall effect Z=0.07 (F = 0.94) Favours fluox+bright ligh Favours bright light
11 Figure 433: Discontinuation due to any reason including SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
Larm 2016 2 28 L] 32 100.0% 0.55[0.11, 2.79] —
Total {95% CI) 29 32 100.0%  0.55[0.11,2.79] e
Total events 2 L]
Heterageneity: Mat applicahle o1 0 10 100

Testfor overall effect Z=0.72 (F=0.47)

12
13
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Favours fluox+bright ligh Favours bright light
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1 More severe: TCAs versus placebo

2 Figure 434: 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
82.1.1 Amitriptyline
Armsterdam 1986 121 848 55 177 B.A54 54 13.3% -0.65 [-1.03,-0.26] -
Blashki 1971 573 409 7 114 9.6 18 B.45% -0.77 [-1.39,-0.14] -
Geargotas 1982 a5 813 19 174 1018 18 489% -0.93 [-1.66,-0.21] -
McCallum 1975 1003 841 12 168 78 12 38% -0.79[-1.63,0.09] —
Mynors-¥Wallis 1995 a1 T 2r 1.8 7.3 26 TH% -0.81 [-1.05, 0.04] ]
Spring 1992 85 a3 10 131 9.8 19 40% -0.53[1.35,0.28] T
Wilson 1982 146 873 10 1467 1112 12 38% -0.01 [-0.85, 0.83] -
Subtotal {95% CI) 156 155 44.2% -0.62 [-0.85, -0.39] +
Heterogeneity: Tau®= 0.00; Chi*=3.38, df =6 (P=0.76); F=0%
Testfor overall effect: 7= 530 (P = 0.00001})
82.1.2 Imipramine
Barge-Schaapveld 2002 88 62 23 124 6.3 26 T.4% -0.87 [1.14,0.01] -]
Byerley 1988 137 BA 24147 6.5 16 589% -0.76[1.41,-010] -
Elkin 1989/Imber 1990 98 7F8 a7 132 7B 62 14.3% -0.43[-0.80,-0.07] -
Silverstone 1994 138 78 66 138 Ixi 69 157% -0.04 [-0.38, 0.30] -
Subtotal (95% CI) 170 173 43.3% -0.38 [-0.68, -0.07] L]
Heterageneity: Tau*=0.04; Chi*= 546 df= 3 (FP=014), F=45%
Testfor overall effect: Z= 2.41 {F = 0.02)
82.1.3 Nortriptyline
Katz 1990 131 67 12 212 5.7 11 33% -1.25[-2.16,-0.34] —
Subtotal (95% CI) 12 1 3.3% -1.25[-2.16, -0.34] -
Heterageneity: Mot applicahle
Testfor overall effect Z=2.70 (P = 0.007)
82.1.4 Lofepramine/imipramine
Feighner 1982 11.86 7.24 68 15.86 843 21 9.3% -0.83[1.02,-0.03] -
Subtotal (95% CI) 68 21 9.3% -0.53 [-1.02, -0.03] L 2
Heterageneity: Mot applicahle
Testfor overall effect: Z=2.08 (P =0.04)
Total {95% CI) 406 360 100.0% -0.52 [-0.69, -0.35] [}
Heterogeneity: Tau®= 0.02; Chi*=15.03, df=12 (P= 0.24) F= 20% :-10 55 ; é o
Testfor overall effect: 7= 589 (P = 0.00001}) Favours TCA Favours placebo
Testfar subaroup differences: Chi®= 3.88, df= 3(P=0327), F=227%
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1 Figure 435: Depression symptomatology change score

2

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% CIl IV, Random, 95% CI
82.2.1 Amitriptyline
29060 07 001 -13.31 111051 13 =109 9386048 ih 2.3% -0.22[-1.03, 0.48] -
Amsterdam 1986 -12.4 6108281268 a5 -57 58874103 a4 4.9% -1.11 [1.81,-0.70] -
Elashki 1971 -11.83 3.59 27 -7.8  B.TEE2251 18 3.2% -0.84 [-1.46,-0.21] -
Carman 1991 -13.45 .76 48 -5 T.7E 48 4.8% -0.77 [1.18,-0.35] -
Georgotas 1982 -20 538516945 18 -11.2 7.05779002 18 28% -1.35[-2.12,-0.88] -
Katz 1993 _Protocol 01 -13.7 .76 93 -8 776 104 6.0% -0.73[1.02,-0.44] -
Katz 1993 _Protocol 03 -12.8 .76 95 -a.7 T.7E 94 5.9% -0.584 [0.83,-0.25] -
MeCallum 1975 -12.6 542862782 12 -5.5 516526863 12 2.0% -1.28[-2.19,-0.40] -
MIR 003-020 (FDA) -11.45 91 40 -4.8 6.4 34 4.4% -0.84 [-1.30,-0.38] -
MIR 003-021 {FDA) -13.6 7.2 48 -9.5 a4 48 4.9% -0.50 -0.91,-0.10] =]
Mynors-Wallis 1995 =11 472546294 27 -6.6 517976834 26 F3E% -0.88 [1.44,-0.31] -
Reimherr 1930 -12.64 THT 144 -B18 Tes 14 6.4% -0.56 [-0.80,-0.33] -
SER 318 (FDA) -11.6 11.49 Ta -7.8 g T3 5.6% -0.38 [-0.71,-0.08] -]
Spring 1992 -16.7 G 1 -1.7 9 15 2.3% -0.61 [-1.43,0.21] .
WWilson 1982 -11.2 679418133 10 -10.33 7.791257492 12 23% -0.11 [[0.95,0.73] -
Subtotal (95% CI) 707 713  60.8% -0.68 [-0.81, -0.54] }
Heterogeneity: Tau®=0.02; Chi®=159.03, df =14 (P =016}, F= 26%
Test for overall effect: £=9.858 (P = 0.00001)
82.2.2 Imipramine
Elkin 1988/mher 18530 -9.7 5.30848378 a7 -6.3 5.30848373 62 5.2% -0.64 [-1.01,-0.27] -
Fahre 1992 -7.62 .04 37 -308 8.1 1 4.3% -0.86 [-1.03,-0.049] -
Philipp 1999 -14.2 T3 o108 1241 T4 16 5.4% -0.29 [-0.63, 0.08] 1
Schweizer 1994 -131 8.4 71102 9.6 T8 5.6% -0.31 [[0.63, 0.01] -1
Silverstone 1994 -11.8 4.24 66 -10.6 434 69 A.5% -0.28 [-0.62, 0.06] =1
Stark 1985 -12 101 185 -8.2 9 169 B.7% -0.40[-0.61,-0.18] -
Subtotal (95% CI) 521 460 32.7% -0.39 [-0.52, -0.26] }
Heterogeneity: Tau®= 0.00; Chi*= 3.20, df =5 (F=067), F=0%
Test for overall effect: £=5.959 (P = 0.00001)
82.2.3 Nortriptyline
Katz 1980 -8.6 510049017 12 -2.5 377425489 11 1.9% -1.30[-2.22,-0.38] -
WWihite 1984 -11.7 8.2 40 -17 8.8 45 4 6% 0.62[0.18,1.08] —
Subtotal (95% CI) 52 56 6.5% -0.30[-2.18, 1.58] -
Heterogeneity: Tau®*=1.70; Chi*=13.71,df =1 (P =0.0002); F= 93%
Test for overall effect: £=0.31 (P=0.76)
Total (95% CI) 1280 1229 100.0% 055 [-0.70, -0.41] L
Heterogeneity: Tau®= 0.07; Chi®= 61.48, df = 22 (P = 0.0001); F= 64% I—1D 55 b 1U=
Test for overall effect: Z=7.40 (P = 0.00001} Favours TCA Favours placebo
Testfor subaroup differences: Chi*=9.24, df=2 (P=0010), F=75.4%
3 Figure 436: 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
82.3.1 Amitriptyline
Mynors-Wallis 1994 16 N g | 1TE% 1.94 [0.98, 3.84] | -
Subtotal (95% Cl) K | 30 17.8% 1.94 [0.98, 3.84] "-
Total events 16 g
Heterogeneity, Mot applicable
Test for averall effect: 2= 1.88 {F = 0.06)
82.3.2 Imipramine
Elkin 19858mbear 1990 21 63 10 62 18.4% 2.07 [1.06, 4.02] =
Feighner 1993 63 241 3 244 30.2% 2.06[1.39, 3.04] —a—
Subtotal (95% Cl) 304 306 48.5% 2.06 [1.47, 2.89] &
Total events a4 41
Heterogeneity: Tau®=0.00; Chi*=0.00, df=1{(P=0089) F=0%
Test for overall effect: 2= 4.20(F = 0.0001)
82.3.3 Nortriptyline
Georgotas 1986 13 28 2 k] G.1% B.96 [1.72 28.19] E—
Mair 1995 12 38 2 35 5.9% 5.83[1.33, 22.97] e —
Reynaolds 19993 14 25 10 22 NT% 1.23[0.69, 2.19] T
Subtotal (95% Cl) 91 87  33.6% 3.25[0.80,13.18] el
Total events 34 14
Heterogeneity: Tauw*=1.19; Chi®*=9.47 df=2 (P =0.009); F=79%
Testfor overall effect Z=1.65{F =010}
Total (95% CI) 426 423 100.0% 2.08 [1.44, 3.01] -
Total events 1349 63

. 2 . H-. - —_ R - I 1 1 ]
Heterogeneity, Tau®=0.08; ChifF=8.25 df=5P=014) F=39% 'D.EI1 Df'l 1-0 1EID'

Test for overall effect: Z= 3.88 (P = 0.0001)

Test for subgroup differences; Chif= 043, df=2 (P=0.81 F=0%
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1 Figure 437: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
82.4.1 Amitriptyline
Amsterdam 1986 31 54 15 a4 3.0% 203[1.24,3.31] I
Bakish 1982b 34 549 20 a6 3.2% 1.61[1.07,2.44] —
Bramner 1995 29 50 17 a0 3% 1.71[1.08, 2.88] —
Gelenberg 19903 3 14 G 22 1.8% 1.16 [0.45, 3.00] I —
Goldberg 1980 ar g0 27 G2 3.2% 1.03 [0.69, 1.594] -1
kusalic 1993 10 13 4 15 2.4% 1.92[0.97,3.87] |
MIR 003-020 (FDA) 14 43 i 43 1.9% 2.801[1.11,7.08]
MIF 003-021 (FDA) 31 a0 Fal a0 3.3% 1.481[1.00,218] —
Reimherr 1980 86 1449 49 150 6% 1.77[1.35,2.31] -
Srmith 1890 24 50 12 a0 28% 2000113, 3.454] —
Stassen 1993 85 120 G5 189 37% 2.06 [1.64, 2.58] -
Subtotal (95% CI) 668 741 31.9% 1.72 [1.49,1.97] +
Total events Ky 243

Heterogeneity: Tau®= 0.01; Chi*= 1191, df =10 (F= 0.28); F= 16%
Test for averall effect £=7.61 (P = 0.00001)

82.4.2 Imipramine

Everley 1988 14 34 429 17% 2.98[1.10, 8.07]
Cassano 1986 65 165 51 149 3.5% 1.15 [0.86, 1.54] T
Escobar 1980 14 15 6 12 27% 1.87 [1.04, 3.34] —
Feiger 1996 25 1 12 40 29% 2.03[1.19, 3.46] —
Feighner 1959h ] 15 5 15  20% 1,60 [0.68, 3.77] -
Fontaine 1594 22 45 14 45 20% 1.57 [0.93, 2.66] —
Lecrubier 1997 49 75 45 TE 3EW 1.03 [0.82,1.31] +
Peselow 19893 21 32 14 39 30% 1.831[1.12, 2.98] —_—
Peselow 19890 23 40 14 42 2.9% 1.73 [1.04, 2.86] —
Fhilipp 1999 70 110 29 47 3E% 1.03 0,79, 1.35] -+
Rickels 1982d 30 i 29 57 34% 0.98 [0.69, 1.41] —
Rickels 1952 23 51 19 46 31% 1.08 [0.68, 1.73] -
Rickels 1981 26 B4 14 BT 28% 1.94 [1.12, 3.38] —_—
Rickels 1954 el gz 2785 3% 1.181[0.77,1.82] ——
Rickels 1985_Study 006-1 26 41 23 36 34% 0.98 [0.71,1.38] -+
Rickels 1995_Study 006-2 24 38 15 42 3.0% 1,77 [1.10, 2.84] —
Schweizer 1994 26 73 2578 31% 1.1 [0.71,1.74] -
Schweizer 1998 37 i 21 B0 3.2% 1.76 [1.18, 2.62] ——
Silverstone 1994 33 83 3583 33% 0.94 [0.65, 1.36] —r
Stark 1985 85 186 9 169 35% 1.98 [1.44, 2.72] ——
Versiani 1989 152 164 157 1B2  3.9% 0.96 [0.91,1.01] :
Subtotal (95% CI) 1484 1389  64.8% 1.36 [1.13, 1.64] ¢
Tatal events 804 601

Heterogeneity: Tau?=0.14; Chi*= 140.00, df= 20 {F = 0.000013; PF= 86%
Test for averall effect Z=319 (F =0.001)

82.4.3 Nortriptyline

Katz 1590 7 18 112 0% 467 [0.65, 33.26] —_.
Subtotal {95% CI) 18 12 0.7% 4.67 [0.65, 33.26] —e i ——
Total events T 1

Heterogeneity: Mat applicable
Testfor averall effect Z=184 (F=012)

82.4.4 Lofepramine/imipramine

Feighner 1982 a3 Q94 9 45 2 6% 2821[1.583,5819] -

Subtotal (95% CI) 94 45 2.6% 2.82 [1.53,5.19] L

Tatal events 53 9

Heterogeneity: Mat applicable

Test for averall effect £=3.33 (F = 0.000)

Total (95% CI) 2264 2187 100.0% 1.51 [1.27,1.80] 4

Total events 1241 854

Heterageneity: Tau®= 0.20; Chi®= 289.07, df=33 (P = 0.000013; F= 89% :D 01 051 150 1DD:

Testfor averall effect £=4.63 (F = 0.00001) ’ Favnﬁrs placeba Favours TCA
2 Testfor subaroup differences: Chi*=8.29, df=3 (F=004), F=638%
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1 Figure 438: Discontinuation due to SE
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Eventis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
82.5.1 Amitriptyline
29060 07 001 2 13 2 12 1.6% 0.92[0.15, 5.596]
Amsterdam 1986 11 55 3 54 2.9% 360 [1.06,12.20]
Bakish 19592b 10 549 ] 56 37% 1.90 [0.68, 5.21] T
Blashki 1871 T 34 4 23 3.2% 115 [0.38, 3.49)] B —
Erarmner 1985 g 50 2 50 1.9% 2.50100.81,12.29] 7
Feighner 14973 12 93 3 a0 2.9% 214 [0.64, 7.27] —
Gelenberg 1990a a 14 ] 22 4.4% 1.54 [0.65, 3.66] I
Goldherg 1980 2 g0 2 g2 1.4% 1.03[015 7.10] —
Hicks 14988 1] 16 a 14 Mat estimable
MeCallum 18745 1 12 2 12 1.1% 0.50[0.05, 4.81]
WIR 003-020 (FOA) 10 43 ] 43 4 6% 1.25 [0.55, 2.8(] I
WIR 003-021 (FOAY q 50 ] 50 4.5% 1.00[0.43, 2.31] — 1
Mynars-¥vallis 1995 3 31 2 30 1.7% 1.45 [0.26, 8.09] —
Reirmherr 1930 28 144 3 1a0 3.0% 9.401[2.92 30.24]
SER 315 (FDA) 3 T g a0 3.3% 1.04 [0.35, 3.08] [ E—
Stmith 1990 10 50 a 50 0.7%  21.00([1.26, 348.93] —_—
Thamson 1982 T 31 a 28 0.7% 1389081, 227.66] +
Subtotal (95% CI) 843 787  41.6% 1.79[1.21, 2.66] <
Total events 131 a7

Heterageneity: Tau®=0.20; Chi®=22.581, df= 19 (P =010}, F=33%
Test for overall effect: £=2 90 {F = 0.004)

82.5.2 Imipramine

Everley 1988 4 34 4 249 2.6% 0.85[0.23, 3.11] e —
Cassano 1986 17 165 5 144 3.8% 307 116,812 E—
Zohn 19843 3 21 1 21 1.1% 3.001[0.34, 26.56] —

Escobar 1580 0 15 a 12 Mot estimable

Feiger 1996 12 11 a 40 0.7%  24.40(1.49, 398.83] _—
Feighner 19830 i 14 ] 14 0.7%  11.00[0.66, 182.87] *
Feighner 1993 a5 24 M 244 7.3% 410 [2.63, 6.38] —
Fontaine 1954 3 45 1 45 1.2% 5.00[0.75, 47.85] 1

kleher 1983 1] 23 a 23 Mat estimable

Lecrubier 1987 10 ¥h 4 76 3.2% 2.453[0.83 777 T
Warch 1990 ] 18 2 18 0.6% 0.20[0.01, 3.89]

Martan 1984 1] 30 a 28 Mat estimable

FPeselow 1984k 3 40 1 42 1.1% 3.1481[0.34, 29.04]

Fhilipp 19549 1 110 ] a7 0.6% 1.30[0.05, 31.28]

Rickels 18828 T 51 3 46 26% 210[0.58, 7.6R] -]

Rickels 1991 13 54 5 67 3.8% 27201.03, 7.20] —
Rickels 1994 20 42 a8 45 4 9% 288 [1.20, 5487 I
Schweizer 1994 18 73 3 78 3.0% f.41 [1.97, 20.86]

Schweizer 1998 2 g0 3 g0 1.6% 067 [0.12 3.89] I E—
Sikerstone 1994 10 83 g 83 3.9% 1.67 [0.63, 4.38] T
Stark 15885 a2 186 8 1649 5.3% a.491[2.89 12.07] D
Wersiani 19549 T 164 1 162 1.2% 5.91 [0.86, 55.57] b

Wersiani 1990a 1 25 i 5 0.6% 30010013, 70.30]

Subtotal (95% CI) 1671 1571 50.0% 3.07 [2.27,4.15] &
Total events 276 7B

Heterogeneity: Tau®= 0.07, ChiF= 2276, df =19 (P=0.28), F=17%
Test for overall effect: 7=7.32 (P = 0.00001)

82.5.3 Nortriptyline

Georgotas 1986 2 28 0 a0 0E% 5.34 [0.27,106.70] »
Katz 1990 4 18 1 12 1.3% 4.00[0.55, 28.17] ]

Mair 1995 10 38 1 3m 1.3% 9.21[1.24, 68.31]

Reynolds 13993 2 25 1 2 1.0% 176017, 18.11]

Subtotal (95% CI) 109 99 4.3% 447 [1.46,13.70] ~i

Total events 20 3

Heterogeneity: Tau®= 0.00; ChifF=117, df= 3 {(F=076); F= 0%
Test for averall effect Z= 2 62 (P = 0.005)

82.5.4 Lofepramine/imipramine

Rickels 18820 22 106 ] 52 41% 216 [0.87, 5.38] T
Subtotal (95% CI) 106 52 4.1% 2.16 [0.87, 5.38] e ot
Total events 22 ]

Heterageneity: Mot applicable
Testfor averall effect Z=1.65(F =010}

Total (95% CI) 2729 2509 100.0% 2.42[1.89, 3.10] &
Tatal events 444 141
Heterageneity: Tau*= 017, Chi*=57 57, df= 40 (F =004}, F=31% f } } |
Test for averall effect Z=7.02 (P = 0.00001) 0.01 o1 10 10

- : S Favours TCA Favours placebo
Testfor subgroup diferences: Chi*= 960, df=3(P=0.13), F=46.5%
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1 Figure 439: Discontinuation due to any reason including SE

Experimental Control

Study or Subgroup Events

Risk Ratio

Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

82.6.1 Amitriptyline

29060 07 001 2 13 5 12 05%
Amsterdam 1986 13 55 21 54 20%
Bakish 1992h 19 59 28 56 2.5%
Blashki 1971 3 35 5 23 1.0%
Bremner 1985 10 a0 12 50 1.5%
Feighner 1979 40 a3 20 50 7%
Gelenherg 1990a 11 149 g 22 1.8%
Goldberg 1980 7 g0 11 62 1.2%
Hicks 1988 2 16 3 15 0.5%
MeCallum 1975 1 12 4 12 0.3%
MIR 003-020 (FDA) 18 43 17 43 23%
MIR 003-021 (FDA) 18 50 27 50 25%
Mynors-\Wallis 1995 4 3 4 30 06%
Reimherr 1990 63 149 56 150 3.3%
SER 318 (FD&) 28 7 39 80 2149%
Smith 1990 15 50 25 50 2.3%
Stassen 1993 11 120 87 183  2.0%
Thomson 1982 10 3 13 28 1.8%
Subtotal (95% Cl) 963 976  31.6%

Total events 280 3849
Heterogeneity: Tau®= 0.13; Chi®= 44 60, df=17 (P =0.0003); F=62%
Test for averall effect 2= 2.74 (P = 0.008)

82.6.2 Imipramine

Barge-Schaapveld 2002 q 32 ] al 1.0%
BEyerley 1988 10 34 13 28 1.7%
Cassano 1986 61 165 49 144 32%
Cohn 19844 3 21 3 05%
Elkin 198%/mber 1950 25 63 25 62 2.6%
Escobar 1980 0 15 5 12 02%
Fabre 1980 18 a2 36 a1 27%
Fabre 1992 9 40 22 40 1.8%
Feiger 1996 15 41 2240 23%
Feighner 1985h g 15 g 15 1.2%
Feighner 1993 131 4 132 244 38%
Fontaine 1994 18 45 21 45 2.8%
Kleber 1983 10 23 12 23 1.9%
Lecrubier 1997 23 75 19 7B 2.2%
March 19580 3 18 B 18 0.7%
Morton 1984 1 30 325 02%
FPeselow 19890 12 40 11 42 1.6%
Rickels 1982d 13 G0 2 ar 0.5%
Rickels 1982e 23 51 13 46 21%
Rickels 1987 26 63 24 61 2.6%
Rickels 1891 30 64 29  B7  28%
Rickels 1954 45 92 35 95 3.0%
Schweizer 1994 33 T3 21 T8 2.8%
Schweizer 1998 14 G0 13 B0 1.7%
Silverstone 1994 33 a3 29 a3 2.8%
Stark 1985 a7 186 95 168 37%
Wersiani 1989 28 164 36 162 2.6%
Wersiani 1990a 3 25 3 25 0.5%
Subtotal (95% CI) 1871 1826 55.1%

Total events 693 684
Heterogeneity: Tau®= 0.05; Chi*= 5463, df= 27 (P=0.001); F=51%
Testfor overall effect Z=0.29 (P=0.77)

82.6.3 Nortriptyline

Georgotas 1986 3] 28 14 30 1.3%
Katz 1990 [ 18 1 12 0.3%
Mair 1995 18 38 15 35 23%
Reynolds 1999a 11 25 12 22 20%
White 1984 21 1 14 59 2.0%
Subtotal (95% Cl) 170 158 7.9%
Total events 62 56

Heterogeneity: Tau®= 011, Chi*=7.77, df =4 (P =010}, IF= 48%
Testfor averall effect Z=0.04 (P =0.97)

82.6.4 Lofepraminefimipramine

Feighner 1882 26 94 24 45 2.6%
Rickels 1882h 45 106 21 a2 2.8%
Subtotal (95% CI) 200 a7 5.4%
Total events T 45

Heterogeneity: Tau*=0.21; Chi*= 565, df =1 (P=002; F=82%
Testfor averall effect Z=0.85 (P =040}

Total (95% CI) 3057 100.0%
Total events 1106 179
Heterogeneity: Tau®= 0.08; Chi®*=12086, df= 52 (P = 0.00001), F=57%
Testfor averall effect Z=219(F =003}

2 Testfor suboroun differences: Chi*= 5.43, df= 3 (P=014), = 44.8%

3204

0.37 [0.09, 1.56]
0.61 [0.34, 1.08]
0.64 [0.41,1.01]
1.05 [0.39, 2,82
0.63 [0.40,1.75]
1.08 [0.71, 1.62]
1.42 [0.75, 2.66]
0.66 [0.27, 1.58]
0.31 [0.07, 1.31]
0.25[0.03,1.92]
1.06 [0.64, 1.76]
0.67 [0.43, 1.04]
0.67 [0.27, 3.52)
1.13 [0.86, 1.50]
0.75[0.51, 1.08]
0.60 [0.36, 1.00]
0.20 [0.11, 0.38]
0.6 [0.36, 1.33]
0.72 [0.57, 0.91]

1.74 [0.66, 4.62]
0.66 [0.34, 1.27]
1.12[0.83,1.52]
1.00[0.23, 4.40
0.93 [0.64, 1.51]
0.07 [0.00,1.23]
0.49[0.32,0.74]
0.41[0.22,078]
0.67 [0.41,1.09]
1.60 [0.68, 3.77]
1.00[0.851.18]
0.90 [0.57, 1.44]
0.83[0.45,1.53]
1.23[0.73, 2.06]
0.50[0.15,1.70]
0.28[0.03,2.51]
1.14[0.47, 2.24]
B.17 [1.46, 26.16]
1.60[082 2.77]
1.04 [0.68, 1.61]
1.08[0.74,1.58]
1.33[0.95, 1.86]
1.68 [1.08, 2.62]
1.08[0.55, 2.09]
1.14 [0.77,1.64]
0.83[0.68 1.02)
0.80[0.481,1.23]
1.00[0.22, 4.44]
0.98 [0.86, 1.12]

0.46 [0.21,1.03]
4.00[0.55,29.17]
1.11 [0.68, 1.84]
0.81 [0.45, 1.45]
1.45 [0.82, 258]
0.99 [0.64, 1.54]

0.52 [0.34, 0.78]
1.05 [0.71, 1.56]
0.74 [0.37, 1.48]

0.88 [0.79,0.99]
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1 Figure 440: Depression symptomatology at 6-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
82.7.1 Amitriptyline
Wilson 1982 126 1082 10 1518 101.86 11 100.0% -0.03 [0.59, 083
Subtotal {95% Cl) 10 11 100.0% -0.03 [-0.89, 0.82]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.08 (P = 0.94)

=10 -5 0 5 10
Favours TCA Favours placebo

2 Testfor subaroup differences: Mot applicable

3 Figure 441: 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, 95% CI
82.8.1 Imipramine
Elkin 19890 rmber 1990 Grd4 123 a7 B1.6 123 G2 100.0% 0.47[010,0.83]
Subtotal (95% Cl) 57 62 100.0% 0.47 [0.10, 0.83]

Heterogeneity: Mot applicable
Test for overall effect: 2= 252 (P = 0.01)

-0 -5 0 g 10
Favours placebo  Favours TCA
4 Test for subaroun differences: Mot applicable P

5 Figure 442: Quality of life 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
82.9.1 Imipramine
Barge-Schaapveld 2002 67 T8 32 16 B3 31 100.0% 0.71[0.20,1.22]
Subtotal (95% CI) 32 31 100.0% 0.71[0.20, 1.22]

Heterogeneity: Mot applicable
Testfor overall effect 2= 272 (P = 0.008)

10 -5 0 5 10
Favours placebo Favours TCA
6 Testfor subaroun differences: Mot applicahle P

7 Figure 443: 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% Cl
82.10.1 Imipramine
Fhilipp 1994 58 498 104 47 BT 46 100.0% 012 [F0.23,0.47]
Subtotal (95% Cl) 105 46 100.0% 0.12 [-0.23,0.47]

Heterogeneity: Mot applicable
Testfor overall effect Z= 0.68 (F = 0.49)

-10 -5 0 5 10
Favours placebo Favours TCA

8 Testfor subaroup differences: Mot applicable

9 Figure 444: Quality of life mental health component endpoint

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
82.11.1 Imipramine
Philipp 1999 17 3108 131 107 46 100.0% 0.61 [0.25, 0.96]
Subtotal {95% CI) 105 46 100.0% 0.61 [0.25, 0.96]

Heterogeneity: Mot applicahle
Testfor overall effect Z= 3.37 (P =0.0008)

10 -5 0 & 10
Favours placebo Favours TCA
10 Testfar subaroun differences: Mot apnlicable P
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1 Figure 445: Interpersonal problems 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
82121 Imipramine
Elkin 1988/lmber 1990 29 049 37 31 09 34 100.0% -0.22 [-0.69, 0.25]
Subtotal (95% CI) 37 34 100.0% -0.22 [-0.69, 0.25]

Heterageneity: Mot applicahle
Test far overall effect Z= 092 (P = 0.36)

10 -5 0 5 10
Favours TCA Favours placeba

Test for subaroup differences: Mot applicable

4 More severe: TCA + psych intervention versus psych
5 intervention

6 Figure 446: 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% Cl
83.1.1 Amitriptyline + CBT individual {15 sessions or over) versus CBT individual {15 sessions or over)
Hautzinger 1996 8 55 32 85 458 33 420% -0.09 [-0.57, 0.40]
Subtotal (95% CI) 32 33 42.9% -0.09 [-0.57, 0.40]

Heterogeneity: Mot applicable
Testfor overall effect Z=035 (P =072)

83.1.2 Imipramine + CBT individual {15 sessions or over) versus CBT individual (15 sessions or over)

Hullon 1892 105 10 25 133 10 25 327% -0.28 [-0.83, 0.28] :
Subtotal {95% CI) 25 25 327%  -0.28 [0.83,0.28]

Heterogeneity: Mot applicahle
Test for overall effect Z=087 (P=033)

83.1.3 Nortriptyline + CBT individual (15 sessions or over)

Murphy 1984 6.72 6.3 18 B.42 616 19 24.4% 0.05 [-0.60, 0.69] -

Subtotal (95% CI) 18 19 24.4% 0.05 [-0.60, 0.69] L

Heterogeneity: Mot applicable

Testfor overall effect £=014 (P =084

Total (95% CI) 75 77 100.0% 012 [-0.43, 0.20] 4

Heterogeneity: Tau®= 0.00; Chi*= 057 df=2 (P=0.78), F= 0% t t ) |
] -10 -5 a 5 10

Test for overall effect Z=071 (P =048 Favours TCA+ psych Favours psych

7 Test for subgroup differences: ChiF= 057, df= 2 (P=075), F=0%

8 Figure 447: 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
83.2.1 Imipramine + CBT individual (15 sessions or over) versus CBT individual {15 sessions or over)
Haollon 1992 -13.2 7.00285656 25 -10.8 7.34778878 25 57A% -0.33[-0.88,0.23]
Subtotal (95% CI) 25 25 57.4% -0.33 [-0.89, 0.23]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.16 (F=0.25)

83.2.2 Nortriptyline + CBT individual {15 sessions or over)

Murphy 1984 -13.34 417032373 18 -12.08 444630183 19 426% -0.2
Subtotal (95% CI) 18 19 42.6% 0.2
Heterogeneity: Mot applicahle

Testfor overall effect: £=0.88 (P =0.38)

w
w

[=N=1
=}

4, 0.36)
4, 0.36] :

w

Total (95% CI) 43 44 100.0% -0.31 [-0.74, 0.11] .l
Heterogeneity: Tau®= 0.00; Chi®=0.01, df=1 (FP=0.93), F=0% 5_1 0 IS ﬁ é 1D=
Testfor averall effect Z=1.45{F =015 Favours TCA + psych  Favours psych

9 Test for subdroup differences: Chi*=0.01, df=1(F=0.4931. F=0%
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1 Figure 448: 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
83.3.1 Imipramine + CBT individual {15 sessions or over) versus CBT individual {15 sessions or over)
Hollon 1992 12 24 8 25 39.4% 1.50[0.74,3.03] T
Subtotal (95% CI) 25 25  30.4% 1.50 [0.74, 3.03] e
Total events 12 g

Heterogeneity: Mot applicahle
Testfor overall effect £=1.13 (P =0.26)

83.3.2 Imipramine + CBT group (under 15 sessions)

Covi 1887 14 34 14 32 BO.6% 0.94 [0.54, 1.65] 1
Subtotal {95% CI) 34 32 60.6% 0.94 [0.54, 1.65]
Total events 14 14

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.21 (P=0.83)

Total (95% CI) 59 57 100.0% 1.13[0.72,1.77] S
Total events 26 22
ihe z_ . i — — - k + t {
Heterageneity: Tau fD.DD, Chi=1.03,df =1 (P=0.31), F=3% oo o 10 100
Testfor overall effect Z=0.54 (P = 0.59) Favours psych Favours TCA + psych
2 Testfor subgroup differences: Chif=1.03, df=1(P=0311.P=31%

3 Figure 449: Discontinuation due to 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
83.4.1 Amitriptyline + CBT individual (15 sessions or over) versus CBT individual (15 sessions or over)
Hautzinger 1936 12 38 10 40 51.9% 1.26[0.62, 2.57]
Subtotal (95% CI) 38 40  51.9% 1.26 [0.62, 2.57]
Total events 12 10

Heterogeneity: Mot applicahle
Test for overall effect Z=064 (P=052%

83.4.2 Imipramine + CBT individual {15 sessions or over) versus CBT individual {15 sessions or over)
Hollon 1982 ] 25 9 25 481% 1.00[0.48, 2.09] t
Subtotal (95% CI) 25 25 481% 1.00 [0.48, 2.09]

Total events 9 9
Heterogeneity: Mot applicable

Test for overall effect, £=0.00 (P =1.00%

Total (95% CI) 63 65 100.0% 1.13 [0.68, 1.89] <
Total events Al 149
ity: Tau? = 0.00; Chi*= =1 (P = 0.68);, 7= : : : |
_Il—_iet?;ogenemfl.lT?fu t_-zu'—mulfahlp_—unlzaui df=1 (P =065} F=0% 0o 0 10 100
estfor averall effect 7= 0,46 (P = 0.64) Favours TCA + psych Favours psych
4 Test far subgroup differences: Chif=0.20, df=1 (P = 0.66), F=0%

5 Figure 450: 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
83.5.1 Nortriptyline + CBT individual (15 sessions or over)
Murphy 1954 611 B.01 18 663 7.08 19 100.0% -0.08 [F0.72,0.47]
Subtotal (95% CI) 18 19 100.0% -0.08 [-0.72,0.57]

Heterageneity: Mot applicable
Testfor overall effect Z=023 (P =081}

10 -5 0 5 10
Favours TCA + psych  Favours psych
6 Testfor subgroup differences: Mot applicable pey pey

7 Figure 451: 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
83.6.1 Amitriptyline + CBT individual (15 sessions or over) versus CBT individual {15 sessions or over)
Hautzinger 1996 83 71 29 74 57 32 100.0% 0.14 [0.36, 0.64]
Subtotal (95% CI) 29 32 100.0% 0.14 [-0.36, 0.64]

Heterogeneity: Mot applicable
Test for overall effect, £= 054 (P =059

10 -5 0 5 10
. . Favours TCA + psych Fawvours psych
8 Test for subaroup differences: Not applicahle
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1 Figure 452: 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, 95% CI

83.7.1 Imipramine + CBT individual {15 sessions or over) versus CBT individual {15 sessions or over)

Hollon 1992 702 178 25 641 178 25 100.0% 0.34 [-0.22,0.580]

Subtotal (95% CI) 25 25 100.0% 0.34 [-0.22, 0.90]

Heterogeneity: Mot applicahle

Testfor overall effect Z=1.18 (P =0.24)
I 1 1 } |
-10 -5 0 L] 10

Testfor subaroup differences: Mot applicable

Favours psych Favours TCA + psych

4 More severe: TCA + psych intervention versus placebo +

5 psych intervention

6 Figure 453: Depression symptomatology endpoint

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

Std. Mean Difference
IV, Random, 95% CI

84.1.1 Amitriptyline + CBT individual (15 sessions or over)

Klieser 1988 108 102 10 241 99 9 289% -1.26 [2.27,-0.26]
Subtotal (95% CI) 10 9 29.9% -1.26 [-2.27, -0.26]
Heterogeneity. Mot applicable

Testfor overall effect 2= 2,46 (F = 0.01)

84.1.2 Amitriptyline + progressive muscle relaxation

Wilsan 1982 8.5 B35 10 16.55 1036 11 32.2% -0.89 [-1.80,0.02]
Subtotal (95% CI) 10 11 32.2% -0.89 [-1.80, 0.02]
Heterogeneity. Mot applicable

Testfor overall effect 2=1.92 (P =0.05)

84.1.3 Nortriptyline + CBT individual {15 sessions or over)

Murphy 1984 672 B3 18 576 526 17 38.0% 016 F0.50,0.83]
Subtotal (95% CI) 18 17 38.0% 0.16 [-0.50, 0.83]
Heterogeneity: Mot applicable

Testfor overall effect Z=0.48 (F=063)

Total (95% CI) 38 37 100.0% -0.60 [-1.50, 0.30]

—

-

b . .

Heterogeneity: Tau® = 0.44; Chi*= 6,65, df= 2 (F=0.04);, F=70% T
Testfor overall effect Z=1.32(F=01%9)
7 Testfor subgroup differences: Chi®= 665, df= 2 (P=0.04), F= 69.9%

8 Figure 454: Depression symptomatology change score

-5 0 5 10

Favours TCA + psych Favours placebo + psych

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 8D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
84.2.1 Amitriptyline + progressive muscle relaxation
Wilson 1982 -14.6 438290429 10 -9.27 7.EO0570181 11 47.6% -0.81 [-1.71,0.09] —
Subtotal (95% CI) 10 11 47.6% -0.81 [-1.71, 0.09] L
Heterageneity: Mot applicable
Testioroverall effect Z=1.77 (P = 0.08)
84.2.2 Nortriptyline + CBT individual (15 sessions or over)
Murphy 1984 -13.34 417032373 18 -15.59 3.56883735 17 52.4% 0.57 [-0.11,1.24] il
Subtotal (95% CI) 18 17 52.4% 0.57 [-0.11, 1.24] .
Heterogeneity: Mot applicable
Testfor averall effect Z2=1.63 (P=0.10)

Total (95% CI) 28 28 100.0%  -0.09[-1.44,1.26]

- ‘ .

Heterngeneity: Tau*=079; Chi*= 476, df=1 (P=002); F= 83% f
Testfor averall effect Z2=0.13 (P =0.89)
9 Testfor subaroun differences: Chi®= 5.76,df=1 (P =0.02), F=82.7%
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5 0 5 10
Favours TCA + psych Favours placebo + psych
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1 Figure 455: 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
84.3.1 Nortriptyline + IPT
Reynalds 19993 11 16 A 17 100.0% 2.341.04 524] i
Subtotal (95% CI) 16 17 100.0%  2.34 [1.04, 5.24]
Total events 11 i

Heterogeneity: Mot applicakle
Test for overall effect, £= 2.06 (F = 0.04)

0.01 0 10 100
Favours placebo + psych Favours TCA + psych

2 Test far subdgroup differences: Mot applicable

3 Figure 456: 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
84.4.1 Amitriptyline + CBT individual {15 sessions or over)
Klieser 1988 a 12 3 14 100.0% 311 [1.06, 5.16] i
Subtotal (95% CI) 12 14 100.0%  3.11[1.06, 9.16]
Total events 8 3

Heterogeneity: Mot applicakle
Test for overall effect, £= 2.06 (F = 0.04)

0.01 0 10 100
) ) Favours placebo + psych Favours TCA + psych
4 Test far subdgroup differences: Mot applicable

5 Figure 457: 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% CI|
84.5.1 Amitriptyline + CBT individual {15 sessions or over)
Klieser 1938 ] 12 0 14 Mot estimable
Subtotal (95% CI) 12 14 Not estimable
Tatal events i} i

Heterogeneity: Not applicable
Test for overall effect: Mot applicable

84.5.2 Nortriptyline + IPT

Reynolds 1899a i} 16 0 17 Mot estimalle
Subtotal (95% CI) 16 17 Not estimable
Total events 1} a

Heterageneity: Mot applicable
Test for averall effect Mot applicable

Total (95% Cl) 28 K | Not estimable
Total events 1] 0
_ll-_|et|ta;0genemrl:l N;t alelc;abler o T 0 10 o0
estioroverall efiecl Mot applicable Favours TCA+ psych Favours placebo + psych
6 Testfor subaroup differences: Mot applicable
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1 Figure 458: Discontinuation due to any reason including SE

2

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
84.6.1 Amitriptyline + CBT individual (15 sessions or over)
Klieser 1938 2 12 ] 14 22.9% 047 [0.11,1.98] — &
Subtotal (95% CI) 12 14 22.9% 0.47 [0.11, 1.98] —ee———
Tatal events 2 ]
Heterogeneity: Not applicable
Testfor overall effect: Z=1.03 (P =0.30)
84.6.2 Nortriptyline + IPT
Reynolds 1399a g 16 12 17 771% 0.44 [0.20, 0.97] —l—
Subtotal (95% CI) 16 17 77.1% 0.44 [0.20, 0.97] -
Tatal events a 12
Heterogeneity: Mot applicable
Testfor overall effect £=2.02 (F=10.04)
Total (95% CI) 28 31 100.0% 0.45 [D.22, 0.90] -
Total events 7 17
Heterogeneity: Tau®= 0.00; Chi®=0.00, df=1 (P = 0.95), F= 0% f t f |
Test fo?uvergll effact 7= 2I.2? (P= D.DEI) ( ) oot 01 0 100
) ) Favours TCA + psych Favours placebo + psych
Testfor subaroup differences: Chi*= 000, df=1 (P = 0495, F= 0%
3 Figure 459: 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
84.7.1 Nortriptyline + CBT individual {15 sessions or over)
Murphy 1984 6.11 6.0 18 882 7.2 16 100.0% -0.40[1.08, 0.28]
Subtotal (95% CI) 16 100.0% -0.40[-1.08, 0.28]
Heterageneity: Not applicable
Testfor overall effect Z=118{P=0.25)
10 -5 0 5 10

4

Testfar subaroup differences: Mot apnlicable

Favours TCA + psych  Favours placebo + psych

5 Figure 460: Depression symptomatology at 6-month follow-up

10

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
84.8.1 Amitriptyline + progressive muscle relaxation
Wilson 1982 124 964 10 11.27 7.98 11 100.0% 012 [-0.73,0.98]
Subtotal {95% CI) 11 100.0% 012 [-0.73, 0.98]

Heterogeneity: Mot applicable
Test for overall effect: £=028(F=0.78)

-10 - 5 10
. . Favours TCA + psych Favours placebo + psych
Testfor subgroup differences: Mot applicable
8 More severe: SNRIs versus placebo
9 Figure 461: Depression symptomatology endpoint
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
85.1.1 Venlafaxine
Guelfi1985 14 82 46 238 114 47 98% -0.94 [-1.37,-0.51] -
Khan 1991 16.27 883 g7 221 494 26 B.6% -064 [-1.11,-0.18] -
Khan 1998 1349 TEH4 253 1742 TEZ 43 247% -0.83 077, -0.249] =
Rudalph 1999 125 441 45 148 402 47 19.0% -0.86 [-0.85,-0.29] -
Sheehan 2008k 1559 9.81 91 184 492 95 18.49% -0.28[-0.58,-0.01] =
Thase 1987 124 82 91 168 81 100 189% -0.54 [[0.83,-0.29] -
Subtotal {95% CI) 643 458 100.0% -0.54 [-0.69, -0.40] ]
Heterogeneity: Tau®=0.01; Chi*=6.29, df= 8 (P =0.28); F= 20%
Test for overall effect; 2= 7.41 (P = 0.000013

I 1 } {

-10 -5 ] ] 10

. . Favours SMRI Favours placebo
Test for subgroup differences: Mot applicable
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1 Figure 462: 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
85.2.1 Duloxetine
Baldwin 2012 -16.8 977 149 -148 963 144 5.3% -0.21 [F0.43, 0.02] 1
Boulenger 2014 -21.15 93 148 117 9.55 158 5.2% -1.00[-1.24,-0.76] -
Erannan 2005 -10.85 T893 132 1027 TH1 1368 5.2% -0.07 031,047 b
Detke 2004 -11.585 4.84 188 -6.8 4.82 93 5.0% -0.87 [0.82,-0.31] -
Eli Lilly HMAT-A -6.31 6.3 81 -478 G4z a9 4.5% -0.24 [-0.54, 0.06] =
Higuchi 2009 -10 6.4 T4 -8.3 58 145 4.7% -0.28 [-0.56,-0.00] =
Katona 2012 -15.8 9.7 147 103 963 145 5.2% -0.57 [-0.80,-0.33] -
mahableshwarkar 2013 -13.47 915 149 -1048 9.28 149 5.3% -0.32 [-0.55,-0.09] -
Mierenberg 2007 -7.61 6.94 273 -547 679 137 5.5% -0.24 [-0.44,-0.03] N
Robinson 2014 -TAa7 737 201 -Ti5 7.A81 95 5.1% -0.04 [-0.28, 0.21] 1
Study F1J-MC-HMAD - Study Group B -8 B.75 a1 -7 6.96 T2 4.3% -0.13 [0.45,0.19] -
Subtotal (95% CI) 1619 1364 554% -0.34 [-0.51, -0.17] ]

Heterogeneity: Tau®= 0.07, Chi*= 5129 df=10 (P < 0.00001); F=81%
Test for averall effect: 2= 3.88 (P = 0.0001})

85.2.2 Venlafaxine

Guelfi 1995 -14.2 9.6 4B -4.8 " 47 33% -0.80[-1.33,-0.47] -
Hewett 2010 -7 1066 193 132 1064 186  56% -0.36 [-0.56,-0.15] -
Higuchi 2016 -16.17 1008 348 1241 1012 182 58% -0.27 [-0.445,-0.08] |
khan 1981 -9.07 6.7E 67 -4 716960883 26 3.0% -0.73[1.20,-0.27] -
Mendels 1993 -14.8 9.64 77 1043 2.08 TE O 43% -0.46[-0.78,-0.13] =~
Schweizer 1994 -16.6 9.8 G4 102 9.6 TEO41% -0.55[-0.89,-0.22] -
Sheehan 2009k -14.3 732000744 41 -11.02 686603233 95 46% -0.46[-0.75,-0.17] -
WEM BO0A-303 (FDA) -10.14 f.45 3 884 2.48 TH 43% -0.03 [-0.35, 0.29] T
WEM BO0A-313 (FDA) -11.348 839 149 -948 8.2 TEOATH -0.23[-0.51, 0.05] -
WEM ¥R 367 (FDA) -15.13 10,85 157 -131 10.63 a1 4.9% -0.19[-0.46, 0.08]

Subtotal (95% CI) 1261 024 44.6% -0.38 [-0.50, -0.25] L

Hetetogeneity Tau®=0.02; Chi*=17.97 df=9 (P =004}, F=50%
Test for overall effect: 2= 5.69 (P = 0.00001)

Total (95% CI) 2880 2288 100.0% -0.36 [-0.47, -0.25] ]
Heterogeneity Tau?= 0.04; Chi"= 69.27, df= 20 (P < 0.00001);, F=T71% T + ;) 5 P
Test for overall effect: £=6.594 (F = 0.00001) Favours SNRI Favours placebo

2 Testfor suboroun differences: Chi®= 013, df=1 (P =072 F=0%

151
Depression in adults: supplement to evidence reviews for new episode of depression DRAFT
(November 2021)



DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

1 Figure 463: 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
85.3.1 Duloxetine
Baldwin 2012 52 1487 49 152 4E6% 1.03[0.75,1.42) -
Boulenger 2014 74 147 30 158 4.0% 2.831[1.98, 4.04] -
Erannan 2005 an 141 33 14 3.4% 0.91 [0.55, 1.41] ——
Cutler 2009 a5 1481 42157 4.4% 1.36 [0.98, 1.90] ™
Detke 20023 ili] 128 39 139 48% 1.83[1.10,2.14] —
Detke 20020 53 123 18 122 31% 2.82 [1.82, 4.68] i
Detke 2004 a2 188 28 93 4.3% 1.63[1.15 2.29] -
Eli Lilly HMAT-A 23 84 18 90 2.6% 1.37 [0.80, 2.39] T
Goldstein 2002 3T 70 22 70 3.6% 1.68[1.12, 2.54] -
Goldstein 2004 43 91 26 89 3.8% 1.62[1.10,2.39] —
Higuchi 2009 26 74 32 148 3.4% 1.58[1.02, 2.49] —
Katona 2012 a1 1481 28 1458 37% 175117, 2.61] —
Mahableshwarkar 2013 a1 152 33 153 40% 1.86 [1.07, 2.27] I
Mahableshwarkar 20152 a8 152 41 161 3.9% 0.98 [0.67, 1.44] -
Mierenberg 2007 7a 73 27137 3.8% 1.38 [0.94, 2.06] —
Perahia 2006 az 196 33 99 4.6% 1.26[0.91,1.74] ™
Raskin 2007 a5 207 19 104 27% 1.84 [1.10,3.10] —
Rohinson 2014 74 249 31 1 4.2% 1.16 [0.81, 1.66] T
Study F1J-MC-HMAZ - Study Group B 3z az 21 748 3.3% 1.38[0.89, 2.19] e
Subtotal (95% CI) 2817 2352 T2.2% 1.48 [1.30,1.70] [}
Total events 1003 566

Heterogeneity: Tau®= 0.05; Chi*= 40.68, df=18 (P =0.002), F= 56%
Test for averall effect 2= 576 (P = 0.00001)

85.3.2 Venlafaxine

Guelfi 1935 12 46 5] 47 1.2% 2.04 [0.84, 4.98] b —
Hewett 2009 94 187 63 197 5.5% 1.87 [1.23, 2.02) -
Hewett 2010 108 198 71 187 59% 1.44[1.15,1.80] -
Levin 2013 26 a1 30 52 4.2% 0.88 [0.62, 1.26] -
MNemeraoff 2007 kil 102 22 102 31% 1.41 [0.88, 2.26] e
Rudalph 1999 35 100 17 93 2.8% 2.02[1.21,3.39] -
Sheehan 2009b 21 45 14 45 2.2% 1.50 [0.81, 2.77] T
Thase 1997 3z 95 19 102 2.9% 1.81 [1.10, 2.96] —
Subtotal (95% CI) 874 880 27.8% 1.46 [1.22,1.74] L
Total events 344 242

Heterogeneity: Tau®=0.02; Chi*=11.04, df=F P=014); F=37%

Testfor overall effect £=4.13 {F < 0.0001)

Total (95% CI) 3601 3232 100.0% 1.48 [1.33, 1.64] ]

Total events 1362 808

Heterogeneity: Tau®= 0.04; Chi*= 51.71, df= 26 (P = 0.002), F= 50% =D 0 D=1 1=D 1DD=

Test for overall effect Z=7.19 (P = 0.00001)

R . Favours placebo  Favours SNRI
2 Test for subaroup differences: Chi*= 003, df=1 (P =087, F=0%
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1 Figure 464: Response (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
85.4.1 Duloxetine
Baldwin 2012 85 1487 63 152  4.2% 1.21 [0.96, 1.52) ™
Boulenger 2014 108 147 51 158 4.0% 2.281[1.78,2.91] -
Erannan 2005 55 141 54 141 3.4% 1.02[0.76,1.37] -
Cutler 2009 70 1481 25 157 3.6% 1.32[1.01,1.74] ™
Detke 20023 83 128 58 139 41% 1.85[1.23,1.96] -
Detke 20020 74 123 33 122 31% 2.25[1.63, 312 -
Detke 2004 128 188 41 93 3.9% 1.54 [1.20,1.98] -
Eli Lilly HMAT-A 23 84 24 90 2.0% 1.25[0.79,1.97] T
Goldstein 2002 42 70 33 70 3.I% 1.27[0.93,1.74] ™
Goldstein 2004 44 91 27 89  2.6% 1.58[1.09, 2.33] —
Higuchi 2009 33 74 56 148 3.3% 1.32[0.958,1.79] ™
Katona 2012 93 1481 51 145 3.49% 1.75[1.36, 2.26] -
Mahableshwarkar 2013 76 152 48 153 3.48% 1.881.20, 212 -
Mahableshwarkar 20152 a0 152 60 161 3.9% 1.41 [1.10,1.81] —
Mierenberg 2007 9z 73 3137 31% 1.281[0.93,1.79)] i
Perahia 2006 129 196 a1 99 4.3% 1.28[1.03,1.59] ™
Raskin 2007 75 207 19 104 21% 1.98 [1.27, 3.09] -
Rohinson 2014 23 249 46 121 3.8% 0.83[0.70,1.23] -
Study F1J-MC-HMAZ - Study Group B 40 az 23 s 27% 1.31 [0.90, 1.89] T
Subtotal (95% CI) 2817 2352  B4.5% 1.44 [1.29, 1.60] (]
Total events 1424 834

Heterogeneity: Tau®= 0.03; Chi*= 46.81, df=18 (F = 0.0002);, F= 62%
Test for averall effect 2= 6.66 (P = 0.00001)

85.4.2 Venlafaxine

Cunningharm 1994 47 72 41 T 37% 1.21[0.83,1.58] ™
Hewett 2009 120 187 a1 197 47% 1.38[1.15, 1.67] -
Hewett 2010 127 198 91 187  4.8% 1.32[1.10,1.58] ~
Hunter 2010_study 2 ] 17 ] 16 0.5% 0.94 [0.33, 2.6q] I —
Hunter 2010_study 3 g 18 ] 18  0.8% 1.50 [0.64, 3.52] I
Lecrubier 1997 G0 73 43 VB 4.4% 1.22[0.99,1.50] ™
Levin 2013 3z a1 36 52 3.6% 0.91 [0.69, 1.20] -T
MNemeraoff 2007 a1 102 aF o102 31% 1.38 [1.00,1.80] —'—
Rudalph 1999 a4 100 41 98 3.4% 1.28[0.96,1.73] ™
Schweizer 1984 35 73 25 78 2.4% 1.50 [1.00, 2.24] —
Sheehan 2003b 35 95 23 95 21% 1.52 [0.98, 2.37] —
Thasge 1997 40 a5 19 102 1.9% 2.39[1.47, 3.86] -
Subtotal (95% CI) 1086 1094 35.5% 1.31 [1.17, 1.45] 4
Total events 615 461

Heterogeneity: Tau*=0.01; Chi*=15.84, df=11 (FP=018); F=31%
Test for overall effect 2= 493 (P = 0.00001)

Total (95% CI) 3903 3446 100.0% 1.39 [1.29, 1.51] [}
Tatal events 2044 1300
Heterogeneity: Tau® = 0.03; Chi*= 66.23, df= 30 (P = 0.0002); F = 55% ID 0 051 150 100’
Test for averall effect 2= 821 (P = 0.00001) ’ Favoﬁrs placeba Favours SNRI

2 Testfor subgroup differences: Chi*=1.56, df=1{P=0.21), *= 36.0%
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 465: 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% CI
85.5.1 Duloxetine
Ealdwin 2012 14 187 12 152 5.5% 1.53[0.77, 3.09] T
EBaulenger 2014 7 147 71488 3.0% 1.07 [0.39, 2.99] R a—
Erannan 2005 20 141 31N 2.3% 66T [2.03, 21.93]
Cutler 2008 20 151 ¥oo1ar 4.1% 297 [1.29 6287 E—
Detlke 20023 16 128 4 138 8% 4.34[1.49, 12.658]
Detke 2002h 17 123 3122 2.3% a.62[1.649, 18.69]
Detle 2004 ¥ 184 3 93 1.9% 1.15100.31, 4.36] S —
Eli Lilly HMAT-24 13 a4 3 490 2.2% 464 [1.37, 1477
Galdstein 2002 ¥ 70 3 To 2.0% 2.33[0.63, 8.66] —
Galdstein 2004 14 91 a8 a8 4.3% 1.71[0.76, 3.58] B —
Higuchi 2009 3 7a 5 146 1.7% 1.17[0.249, 4.76] I —
Katana 2012 15 151 G 145 36% 240096, 6.02] T
Mahableshwarkar 2013 17 152 71483 4.0% 2441.04, 577 —
Mahableshwarkar 2015a 10 162 4 161 2.5% 265 [0.845, 8.26] b
Mierenberyg 2007 20 273 8 137 4.5% 1.259[0.87, 2.77] e
Ferahia 2006 4 186 1 48 0.8% 202[0.23,17.84] —
Raskin 2007 20 207 5 104 4.9% 1120083, 2.37] T
Robinsan 2014 28 2449 oM 4.5% 2.01[0.91, 4.45] T
Subtotal {95% Cl) 2735 2277  56.9% 2.07 [1.62, 2.66] L 3
Total events 258 100

Heterogeneity: Tau®=0.03; ChF=19.35, df=17 P =031} F=12%
Testfor overall effect £=5.78 (P = 0.00001)

85.5.2 Venlafaxine

Cunningharm 1994 13 72 3 TE 22% 457 [1.36,15.39]

Cunningham 1987 23 193 2100 1.7% 596 [1.43, 24 76]

GLielfi 1995 4 46 3 47 1.6% 1.36 [0.32, 6.74] -

Hewett 2009 fi 187 9 187 30% 0.70[0.25,1.93] 71

Hewett 2010 16 198 M1 187 50% 1.37 [0.65, 2.88] T

Higuchi 2016 18 354 2184 16% 4 6E[1.10,19.94]

Khan 1891 14 67 4 26 3.0% 1.36 [0.48, 3.74] 1

Lecrubier 1987 11 ¥a 4 TE 2T% 2.68[0.89, 8.05] b

Levin 2013 2 a1 0 52 0.4% .10 [0.25,103.61] *
Mendels 1993 10 73 7 T8 3E% 1.41[0.57, 3.52] N

Memeroff 2007 12 102 3102 22% 400[1.16,13.75]

Rudolph 1998 fi 100 1 98 0.8% 5.88[0.72 47.99] I

Schweizer 1994 12 73 3 e 22% 427 [1.26,14.54]

Sheehan 2009k 3 95 7 95 3.3% 1.14[0.43, 3.03] T

Thase 1997 10 34 6 102 3.3% 1.79[0.68, 4.73] N

YEM B00A-303 (FDA) 14 33 1 82 0.9% 14.82[2.00,109.67] e —
YEMN BO0A-313 (FOA) 17 158 il T4 33% 1.70[0.65, 4.44] T

YENXR 367 (FDA) 14 165 3 83 22% 2.52[0.75, 8.44] 1

Subtotal (95% CI) 2196 1742 43.1% 2.13[1.55, 2.93] L 2

Total events 212 74

Heterogeneity: TauF= 011, Chi*= 2242 df=17 (P=017); F=24%
Testfor averall effect Z=4.65 (P = 0.00001)

Total (95% CI) 4931 4019 100.0% 2.09[1.72, 2.53] L
Total events 470 174
Heterogeneity: Tau®= 0.09; Chi®=41.66, df= 35 (P = 0.20); F=16% I t f |
] 0.01 04 10 100
Testfor overall effect Z=7.42 (P = 0.00001) Favours SNRI Favours placebo
2 Testfor subdroup differences: Chi*=0.02, df=1{P =089, F=0%
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 466: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
85.6.1 Duloxetine
Baldwin 2012 15 1a87 28 152 31% 1.50[1.00, 2.26] —
Boulenger 2014 16 147 25 1458 1.9% 0.69[0.38,1.24] T
Cutler 2009 46 151 33 1587 34% 1.45[0.98, 213 ™
Detke 20023 a0 128 49 139 4.3% 1.1 [0.81,1.81] -,
Detke 2004 al 1a8 18 93 1.9% 0.58[0.32,1.03] ]
Eli Lilly HWAT-A 44 a4 29 90 3.6% 1.63[1.13 2.34] -
Goldstein 2002 24 70 24 70 27% 1.00[0.63, 1.28] -
Goldstein 2004 38 91 ar 84 3.8% 1.00[0.71,1.42] -
Higuchi 2009 9 75 18 146 1.2% 1.17 [0.54, 2.54] -
Katona 2012 23 1581 17 1458 1.49% 1.30[0.72, 2.33] T
lahableshwarkar 2013 42 152 33 153 3.3% 1.28[0.86,1.91] T
ahableshwarkar 2015a ar 1452 32181 3.0% 1.22[0.81,1.86] T
Mierenberg 2007 a5 73 40 137 4.2% 1.07 [0.78, 1.46] T
Perahia 2006 23 196 ] 99 1.3% 1.28 [0.62, 2.68] T
Raskin 2007 15 207 24 104 29% 0.94 [0.61, 1.46] -
Rohinson 2014 70 249 43 1 4.3% 0.75[0.58,1.08] 7
Study F1J-MC-HMAG - Study Group B 25 a2 ki 78 3.0% 0.74[0.481.13] -
Subtotal (95% CI) 2553 2089 49.7% 1.07 [0.94, 1.23] '
Total events 643 488
Heterogeneity: Tau®=0.03; Chi*= 2573, df=16 (F= 0.06); F=38%
Testfor overall effect Z=1.08 (P =0.28)
85.6.2 Venlafaxine
Cunningharm 1994 25 72 a2 7B 31% 0.82[0.55,1.29] -
Cunningham 1997 i3] 183 41 100 4.4% 0.83[0.61,1.13] -7
Guelfi 1985 11 46 7 47 1.89% 0.42[0.24,0.74] —
Hewett 2009 23 187 a0 197 2.3% 0.81 [0.459,1.34] —
Hewett 2010 16 148 41 187 3.5% 1.06[0.73,1.53] T
Higuchi 2016 45 354 18 184 23% 1.30[0.78, 2.18] I
Lecrubier 1997 23 78 19 VB 2.2% 1.18[0.70,1.98] T
Levin 2013 20 a1 19 52 2.4% 1.07 [0.65, 1.76] -1
Mendels 1993 17 T4 24 78 21% 0.70[0.41,1.20] T
MNemeroff 2007 24 102 24 102 2.4% 1.00 [0.61, 1.64] T
Rudalph 1999 28 100 26 98 27% 1.06 [0.67, 1.66] -1
Schweizer 1991 14 14 8 16 1.8% 0.86 [0.48, 1.47] T
Schweizer 1994 26 T3 | 78 25% 1.32[0.82 2173] T
Sheehan 2009b 42 45 40 95 41% 1.05[0.76, 1.46] T
Thase 1997 26 45 41 102 3.2% 0.68[0.45 1.02] ™
WEM BO0A-303 (FDAY 35 83 26 82 3.2% 1.33[0.89,1.99] T
WEM GO0A-313 (FDA) 39 158 25 79 3.0% 0.781[0.51,1.149] -
WEM XR 367 (FDA) 4G 165 24 83 31% 0.96 [0.64, 1.46] -
Subtotal (95% CI) 2173 1732 50.3% 0.94 [0.83, 1.05] 4
Total events 561 486
Heterageneity: Tau®= 0.01; Chi*= 22.02, df=17 {P=018); F= 23%
Testfor overall effect Z=1.11 (P=0.27)
Total {95% CI) AT26 3821 100.0% 1.00 [0.92, 1.10] [
Total events 1204 474
Heterogeneity: Tau®= 0.02; Chi*= 61,42, df= 34 (P = 0.03); F= 34% ID 0 051 150 100’
Test for overall effect Z=0.04 (P =0.97) ’ Fa:-;nurs SNRI Favours placebo

2 Testfor subaroup differences: Chi*= 237, df=1{P=012), F=57.9%
3 Figure 467: Functional impairment 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
85.7.1 Duloxetine
Baldwin 2012 -F891 78 108 -B11 Y75 116 2BE% -0.23[-0.459, 0.03] -
Mahahleshwarkar 2013 -881 ¥15 114 -BB3 7.3 130 28.8% -0.28[-0.54,-0.03] =
Subtotal {95% CI) 222 246  55.5% -0.26 [-0.44, -0.08] L]
Heterogeneity, Tau®=0.00; Chi*=010,df=1 {P=0.76); F= 0%
Testfor overall effect: £= 279 (F = 0.004)
85.7.2 Venlafaxine
Hewett 2010 -9.2 861 193 -58 846 186 44.9% -0.40 [-0.60,-0.189] u
Subtotal (95% CI) 193 186 44.5% -0.40 [-0.60, -0.19] ]
Heterogeneity: Mot applicable
Testfor overall effect: Z=3.83 (P = 0.0001)
Total (95% CI) 415 432 100.0% -0.32 [-0.46, -0.19] L]
Heterogeneity: Tau?= 0.00; Chi*=1.08, df= 2 (P = 0.58); F= 0% 5_1 0 55 p % 1D=
Testfor overall effect: Z= 4.63 (P =< 0.00001) Favours SNRI Favours placebo
Testfor subgroup differences: Chi*= 099, df=1 (P=0.32), F= 0%
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 More severe: SNRIs versus TCAs

2 Figure 468: Depression symptomatology endpoint

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% CI

86.1.1 Venlafaxine versus amitriptyline

Sauer 2003 131 6.2 TE 13.27 6.5 78 41.9% -0.03 [-0.34, 0.29)
Subtotal (95% CI) 76 75  41.9% -0.03 [-0.35,0.29]
Heterageneity: Mot applicable
Test for overall effect Z=016(F =087}
86.1.2 Venlafaxine versus clomipramine
Samuelian 1998 17.8 1285 81 177 1289 46 26.8% 0.01 [-0.39, 0.41]
Smeraldi 1998h 161 107 85 146 12 a8 31.3% 0.04 [-0.33, 0.41]
Subtotal (95% CI) 106 104 581% 0.03 [-0.24, 0.30]
Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 (P=0.90); F= 0%
Testfor averall effect Z=0.20(FP =0.84)
Total (95% CI) 182 179 100.0% 0.00 [-0.20, 0.21]
Heterogeneity: Tau®=0.00; Chi®=0.08, df=2 (P=0.96); F= 0% I ! T 1 |
Testf Il effect Z=0.04 (P = 0.97 10 5 o 5 10
estior overall @ EC_' =0.04¢ T ] Favours SMNRI Favours TCA
3 Test for subgroup differences: Chi®= 0.06, df=1 (P = 0.80), F= 0%
4 Figure 469: 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
86.2.1 Duloxetine versus imipramine
Dubey 2012 -20.27 7.04 30 -2543 7.82 30 147% 0700018, 1.22] =
Subtotal (95% CI) 30 30 147% 0.70[0.18,1.22] *
Heterogeneity: Mot applicable
Test for overall effect: Z= 262 (P=0.009)
86.2.2 Venlafaxine versus amitriptyline
Sauer 2003 -10.4 5.8 76 -1037 6.49 78 231% -0.02[-0.24, 0.30] b
Subtotal (95% CI) 76 75 231% 0.02 [-0.34, 0.30] 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=013 (P=0.80)
86.2.3 Venlafaxine versus clomipramine
Samuelian 1998 -15.2 8.899258773 81 -16.3 893348196 46 19.4% 012 [F0.28, 0.52] T
Smeraldi 1998h -151 FH2036745 85 1549 902718118 58 207% 0.09 [[0.27, 0.46] T
Subtotal (95% CI) 106 104 40.1% 0.11 [-0.16, 0.38] ¢
Heterogeneity: Tau®= 0.00; Chi®= 0.01, df=1 {P= 0923, F= 0%
Testfor overall effect Z=0.78 (P=0.44)
86.2.4 Venlafaxine versus imipramine
Schweizer 1994 -15.6 9.8 B4 -131 8.4 T1O221% -0.27 061, 0.07] -
Subtotal (95% Cl) 64 71 221% -0.27 [-0.61, 0.07]
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.54 (P=0.12)
Total (95% CI) 276 280 100.0% 0.08 [-0.18, 0.35]
Heterogeneity: Tau?= 0.05; Chi®= 8.61, df= 4 (P = 0.05); F= 53% 1_1 0 ; T |

Testfor averall effect Z=0.61 (P = 0.54)
5 Testfor subgroup differences: Chi®= 9.60, df=3 (P =002}, P=65.8%
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 470: 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
86.3.1 Duloxetine versus imipramine
Dubey 2012 8 36 9 44 7.8% 1.09[0.47, 253] I
Subtotal (95% CI) 36 44 7.5% 1.09 [0.47, 2.53] *
Total events g8 g9

Heterogeneity: Mot applicable
Testfor overall effect 2= 019 (F = 0.89)

86.3.2 Venlafaxine versus amitriptyline

Gentil 2000 33 ar 32 a3 81.7% 1.07 [0.77, 1.47] :
Subtotal (95% CI) 57 59 51.7% 1.07 [0.77, 1.47]
Total events 33 32

Heterogeneity. Mot applicable
Test for overall effect; £=0.40 (F = 0.69)

86.3.3 Venlafaxine versus nortriptyline

Gasto 2003 22 34 21 34 40.8% 1.05[0.73, 1.581] :

Subtotal (95% CI) 34 34 40.8% 1.05 [0.73, 1.51]

Total events 24 M

Heterogeneity. Mot applicable

Test for overall effect, £2=0.25 (F=0.80)

Total (95% CI) 127 137 100.0% 1.06 [0.84, 1.34] L 3

Total events A3 G2

Heterogeneity: Tau®= 0.00; Chi*= 0.01, df= 2 (P=1.00); F= 0% ID 0 051 1ID 1IZIIZI=

Test for overall effect Z= 050 (F = 0.62) ' Févours TCA Favours SMRI
2 Test for suboroup differences: Chif=0.01, df=2(P=1.00. F=0%
3 Figure 471: 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% Cl

86.4.1 Duloxetine versus imipramine

Dubey 2012 22 36 24 44 8.4% 112077, 1.63] -

Subtotal (95% CI) 36 44 8.4% 1.12 [0.77, 1.63] P

Total events 22 24

Heterogeneity. Mot applicable

Testfor overall effect, 2= 0.9 (F = 0.595)

86.4.2 Venlafaxine versus amitriptyline

Gentil 2000 43 a7 44 59 26.8% 1.01 [0.82, 1.25] I

Subtotal (95% CI) 57 59 26.8% 1.01 [0.82, 1.25]

Total events 43 44

Heterageneity: Mot applicable

Test for overall effect: Z=0.11 (F=0.491)

86.4.3 Venlafaxine versus clomipramine

Samuelian 19498 21 52 17 50 4 6% 1.18[0.71,1.97] 1

Smeraldi 18998h 26 a5 28 58 T.9% 0.98 [0.67, 1.44] -1

Subtotal (95% CI) 107 108 12.5% 1.05 [0.77, 1.43] &

Total events a7 45

Heterageneity: Tau®= 0.00; Chi*= 036, df=1 (P =0.55), F=0%

Testfar overall effect Z=032 {(F=075)

86.4.4 Venlafaxine versus imipramine

EBenkert 1996 44 a5 50 82 16.4% 0.85[0.65, 1.11] -

Lecrubier 1987 G0 Ta 49 TS 2B2% 1.18[0.596, 1.45]

Schweizer 1994 35 T3 26 T3 7.8% 1.35[0.81, 1.99] %

Subtotal (95% CI) 236 230 52.3% 1.09 [0.84, 1.40]

Total events 139 125

Heterogeneity: Tau®=0.03; Chi*= 4 .99 df= 2 {F = 0.08); F= 60%

Testfar overall effect Z= 064 (F=0452)

Total (95% CI) 436 441 100.0% 1.06 [0.95, 1.19] }

Total events 251 238

Heterageneity: Tau®= 0.00; Chi*=5.71, df= 6 (P = 0.46); F= 0% =D 0 011 110 1DD=

Testfor overall effect Z=110(F =027} ' Févours TCA Favours SMRI
4 Testfor subaroup difierences: Chi®= 030, df= 3 (P =096, F=0%
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DRAFT FOR CONSULTATION

Treatment of a new episode of more severe depression

1 Figure 472: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
86.5.1 Duloxetine versus imipramine
Dubey 2012 1 36 4 44 4.1% 0.31 [0.04, 2.61]
Subtotal (95% CI) 36 44 4.1% 0.31 [0.04, 2.61] —-*——
Taotal events 1 4

Heterogeneity: Mot applicable
Testfor overall effect Z=1.08 (F =028

86.5.2 Venlafaxine versus amitriptyline

Gentil 2000 B ar 3 a9 9.3% 2.07 [0.54, 7.88]  —
Subtotal (95% CI) 57 59 9.3% 2.07 [0.54, 7.88] il
Total events 4 3

Heterogeneity: Mot applicable
Test for overall effect, Z2=1.07 (F=0.29)

86.5.3 Venlafaxine versus clomipramine

Samuelian 1998 7 52 10 50 17.0% 0.67 [0.28, 1.63] I
Smeraldi 1998h 3 a5 4 58 8.1% 0.79[0.19, 3.37] I B
Subtotal (95% CI) 107 108 251% 0.70 [0.33, 1.50] -
Total events 10 14

Heterogeneity, Tau*= 0.00; Chi*=0.03, df=1 (F=0.89), F=0%
Test for overall effect; £2=0.91 (F = 0.36)

86.5.4 Venlafaxine versus imipramine

EBenkert 1996 B bl ] 82 156% 2931114, 7.53] e —
Lecrubier 1987 11 Ta 10 TS5 18.4% 1.06[0.48, 2.34] —
Schweizer 1994 12 T3 18 T3 0% 0.67 [0.35, 1.28] — =

Subtotal (95% CI) 172 230 58.9% 1.20 [0.53, 2.73] .

Total events 28 36

Heterogeneity: Tau®= 036, Chi*= 6.41, df= 2 (F = 0.04), F= 9%
Test for overall effect: Z=0.44 (F = 0.66)

86.5.5 Venlafaxine versus nortriptyline

Gasto 2003 1 34 1 34 26% 1.00[0.07,15.34]
Subtotal (95% CI) 34 34 2.6% 1.00 [0.07, 15.34] —ee N —
Total events 1 1
Heterageneity: Mot applicable
Test far overall effect: Z=0.00 {F =1.00)
Total (95% CI) 406 475 100.0% 1.01 [0.64, 1.60] E 2
Total events 47 a3
Heterogeneaity: Tau‘:. 011, ChiF=9.68, df=7 (P=0.21); F= 28% 'D.D1 0:1 1'D 1IZIIZI'
Test far overall effect: Z=0.06 {F = 0.95) Favours SNRI Favours TCA
2 Testfar subgroup diferences: Chi*= 331, df =4 (P=051), F=0%
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 Figure 473: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
86.6.1 Duloxetine versus imipramine
Dubey 2012 5} 36 14 44 3% 0.62[0.22,1.22] r
Subtotal (95% CI) 36 44 5.3% 0.52 [0.22, 1.22] -*--
Total events 4] 14

Heterogeneity: Mot applicable
Testfor overall effect Z=1.49{F=014)

86.6.2 Venlafaxine versus amitriptyline

Gentil 2000 ] ar 8 a9 4.9% 1.16[0.48, 2.81] B
Subtotal (95% CI) 57 59 4.9% 1.16 [0.48, 2.81] B
Total events 9 g

Heterogeneity: Mot applicable
Testfor overall effect. Z=034 (F=0.73)

86.6.3 Venlafaxine versus clomipramine

Samuelian 1998 18 52 18 50 13.9% 0.96 [0.57, 1.63] B
Smeraldi 1998h 20 a5 18 58 14.2% 1.17[0.70, 1.97] -
Subtotal (95% CI) 107 108 28B1% 1.06 [0.73, 1.54] L 2

Total events 38 36

Heterogeneity, Tau®= 0.00; Chi*=0.28, df=1 (F = 0.0}, F= 0%
Testfor overall effect, Z=032 (F=0.75)

86.6.4 Venlafaxine versus imipramine

EBenkert 1996 21 a5 il 82 17.8% 0.65[0.41,1.04] —

Lecrubier 1987 23 Ta 23 75 16.4% 0.96 [0.59, 1.56] —

Schweizer 1994 26 T3 33 T3 1% 0.78[0.53,1.17] &

Subtotal (95% CI) 236 230 5B8.4% 0.79 [0.61, 1.02] &

Total events To ar

Heterogeneity: Tau®=0.00; Chi*=1.28, difi= 2 (FP=053), F=0%

Testfor overall effect Z=1.83(F=0.07)

86.6.5 Venlafaxine versus nortriptyline

Gasto 2003 5 34 ] 34 3.2% 0.83[0.28, 2.47] g

Subtotal (95% CI) 34 34 3.2% 0.83 [0.28, 2.47] -

Total events ] G

Heterageneity: Mot applicable

Testfar overall effect Z=033{F=074)

Total (95% CI) 470 475 100.0% 0.86 [0.70, 1.04] L

Total events 128 141

Heterageneity: Tau®= 0.00; Chi®= 5.04, df=7 (P = 0.65); F= 0% :D 0 051 150 1IZIIZI:

Testfar overall effect Z=186 (F=012) ' Fa.vours SMRI Favours TCA
2 Testfar subgroup diferences: Chi*= 348, df =4 (P=0.48), F=0%
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DRAFT FOR CONSULTATION
Treatment of a new episode of more severe depression

1 More severe: SNRIs versus SSRIs

2 Figure 474: 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
87.1.1 Duloxetine versus sertraline
howela 2016 18.66 3.2 26 17.43 a1 28 3.6% 0.39[-0.14,0.82] e
Subtotal (95% CI) 26 28 3.6% 0.39 [-0.15, 0.92] »

Heterageneity: Mat applicable
Test for overall effect Z=1.40(F =016}

87.1.2 Venlafaxine versus citalopram

Allard 2004 9.6 74 73 9.6 8.3 7a 8.1% 0.00[-0.32,0.32] T
Subtotal (95% CI) 73 75 8.1% 0.00 [-0.32, 0.32] 4

Heterageneity: Mot applicable
Testfar overall effect Z=0.00 {F =1.00)

87.1.3 Venlafaxine versus fluoxetine

Easterzi 2008 1.2 a1 21 121 2.1 22 2.0% -0 F0FT, 0.449] -
Chang 2015 a7 8.3 54 g VT 58 6.6% 0.09 [-0.28, 0.486] T
Clerc 1994 12 123 33 20 15 34 4.2% -0.58 [-1.06, -0.09] -
Costa 19498 9 8.4 1496 9.1 7.8 185 14.8% -0.01 [-0.21,0.19] b
Dierick 1936 10.7 98 153 124 888 161 131% -0.18 [-0.40, 0.04] b
Heller 2009 5 367 18 T.33 482 14 2.0% -0.82 [-1.27,0.22] 7
Rudalph 1999 124 4.1 95 142 414 103 9.8% -0.41 [F0.69,-0.13] -
Sheehan 2008h 1558 981 91 18.09 889 99 9.6% -0.27 [-0.55,0.02] b
Subtotal (95% CI) 658 676 62.7% -0.20 [-0.35, -0.05] {

Heterogeneity: Tau®=0.01; ChiF=1089, df=F(F=0.14); F= 36%
Testfor overall effect 2= 2.68 (P =0.007)

87.1.4 Venlafaxine versus paroxetine

Casabona 2004 121 7 58 14 8.7 56 6.7% -0.24 [-0.61,0.13] 1
Hackett 1996 10.74 10019 161 1345 1048 80 10.4% -0.26 [-0.53, 0.01] =
Subtotal (95% CI) 219 136 17.1% -0.25 [-0.47, -0.04] 4

Heterageneity: Tau®=0.00; Chi*=0.01, df=1 {F=0.92), F= 0%
Testfar overall effect Z=2.30{(F =002

87.1.5 Venlafaxine versus sertraline

Shelton 2006 97 B4 76 108 B4 82 B.5% -047 [0.4%, 0.14] -
Subtotal (95% CI) 76 82  85%  -0.17[-0.48,0.14] *

Heterageneity: Mat applicable
Test for overall effect Z=1.07 (F=0.28)

Total {95% CI) 1052 997 100.0% -0.17 [-0.28, -0.06] |
Heterageneity: Tau®= 0.01; Chif=16.73, df= 12 (P = 0.163; I*= 28% =-1D % 1 é 1D=
Test for overall effect 2= 3.03 (P =0.002) Favours SNRI Favaurs SSRI
3 Testfaor subgroup differences: Chi*= 988, df= 4 (P =0.21), F=32.0%
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1 Figure 475: Depression symptomatology change score

Experimental Control Std. Mean Difference S§td. Mean Difference

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

87.2.1 Duloxetine versus escitalopram

khan 2007 -19.3 9.1 91 -18.2 g6 110 5.3% -0.01 [F0.29, 0.27] T

Mierenherg 2007 -7.61 6.94 273 722 662 274 T -0.06 [F0.23, 0.11]

Subtotal (95% CI} 364 384 13.0% -0.05 [-0.19, 0.10]

Heterogeneity: Tau®= 0.00; Chi*=0.08, df=1 (P=0.78), F=0%

Test for averall effect Z= 0.62 (F=0.44)

87.2.2 Duloxetine versus fluoxetine

Study F1J-MC-HMAG - Stuchy Group B -8 6.75 g1 -TE3 T ar J6% -0.05 [-0.44, 0.34] T

Subtotal (95% CI) 81 37 3.6% -0.05 [-0.44, 0.34] +

Heterogeneity: Mot applicable

Testfor averall effect: 7= 027 (P=0.79)

87.2.3 Duloxetine versus paroxetine

Detke 2004 -11.85 484 188 -11.7 4.61 a8 5.7% 0.03[0.23, 0.28] T

Eli Lilly HMAT-A -6.31 6.3 81 -4 644 a7 4.8% 047 [-0.13, 0.47] r~

Hao 2014 -13.8 BE 127 -12 71132 5.9% -0.26 [-0.51,-0.02] -

Higuchi 2008 -10 6.4 74 -84 6549 148 5.2% -0.08 [F0.37, 0.18] b

Subtotal (95% CI) 468 452 21.7% -0.05 [-0.23, 0.13] [

Heterogeneity Tau®=0.01; Chi*= 535 df= 3 (P=015); F= 44%

Test for averall effect: 2= 0.53 (P = 0.60)

87.2.4 Duloxetine versus sertraline

howla 2016 -9.3 2483094847 26 -9.897 25855367 28 2.2% 0.26 [-0.28, 0.80] T

Subtotal (95% CI) 26 28 2.2% 0.26 [-0.28, 0.80] »

Hetetogeneity: Mot applicable

Test for averall effect: 2= 095 (P =0.34)

87.2.5 Venlafaxine versus citalopram

Allard 2004 -18 571926569 73 -17.4 6.08522802 7a 4.5% -010[F0.42, 0.22] 1

Subtotal (95% CI) 73 75 4.5% -0.10 [-0.42, 0.22] 4

Heterogeneity: Mot applicable

Test for overall effect 2= 0.61 (F=10.94)

87.2.6 Venlafaxine versus lopram

Bielski 2004 -13.6 9.6 93 -159 10.3 97 5.2% 0.23[-0.05, 0.51] r

Subtotal (95% CI} 98 97 5.2% 0.23 [-0.05, 0.51] "

Heterageneity: Not applicable

Testior overall effect: Z=1.60 (P =0.11)

87.2.7 Venlafaxine versus fluoxeting

Basterzi 2009 -15.3 548487948 21 -136 584432503 22 1.9% -0.29 [-0.89, 0.31] -T

Chang 2015 -17.2 549454375 84 -163 509362347 a8 3.8% -0.17 [-0.54, 0.20] 1

Clerc 1994 -22.8 9167333 33 187 11.7260384 34 2.6% -0.67 [1.16,-0.17] -

Costa 1998 -21.4  54556YTTE 198 -206 518844871 184 B.9% -0.15 [-0.35, 0.08] N

DeMayar 2002 -14.4 76 64 -10.4 8.6 67 4.1% -0.48[-0.84,-0.14] -

Dierick 1996 -16.3 7.29931504 153 -14.2 640721468 161 B.4% -0.31 [-0.53,-0.08] -

Heller 2009 -16.07 2.55884374 18 -14.03 3.39863208 14 1.3% -0.34 F1.07, 0.40] -

Sheehan 2009k -14.3 7.32900744 91 -11.42 BG.46107963 ek} 5.1% -0.42 [0.70,-0.13] -

Subtotal (95% CI) 627 640 32.1% -0.30 [-0.41, -0.19] ]

Heterogeneity Tau®= 0.00; Chi*= 655, df=7 (P=0.48); F=0%

Test for overall effect: 2= 5.29 (P = 0.00001)

87.2.8 Venlafaxine versus paroxetine

Owwvens 2008 -17.3 8.99 41 -16.7 8.59 40 1% -0.07 [F0.50, 0.37] T

WEM ¥R 367 (FDA) -15.13 10,65 147 -11.26 10.55 a0 5.4% -0.36 [-0.63, -0.09] -

Subtotal (95% CI) 198 120 8.5% -0.27 [-0.54, 0.01] 4

Hetetogeneity Tau®=0.01; Chi*=1.28 df=1 (P=0.26);, F=22%

Test for averall effect: Z=1.92 (P = 0.05)

87.2.9 Venlafaxine versus sertraline

Shelton 2006 -12.7 46400431 TH  -11.3  4.6400431 a2 4.6% -0.30 [F0.61, 0.01] =

Sir 2005 -14.3 8.35 79 -1549 g.44 T4 4.7% 019012 050 r

Subtotal (95% CI} 155 161 9.3% -0.06 [-0.54, 0.43] <

Heterogeneity: Tau®=0.09; Chi*= 470, df=1 (P = 0.03); F=79%

Testior overall effect 2= 0.22 (P=10.82)

Total (95% CI) 2090 1994 100.0% -0.14 [-0.23, -0.04] i

Heterogeneity Tau®= 0.02; Chi*= 38.96, df= 21 (P = 0.008); F= 47% =_m .5 5 é m:

Test for averall effect: 7= 2.92 (P =0.003) Favours SMRI Favours SSRI
2 Test for subgroup differences: Chi*= 20485, df= 8 (P =0.008), F=61.1%
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1 Figure 476: Remission (ITT)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
87.3.1 Duloxetine versus escitalopram
Khan 2007 46 138 54 140 3.2% 0.86 [0.63,1.18] -
Mierenherg 2007 Ta 73 B3 274 3.9% 1.09[0.82,1.44] T
Wade 2007 102 141 103 144 122% 0.94 [0.81,1.10] -
Subtotal (95% CI) 562 558 19.3% 0.96 [0.85, 1.08] [
Total events 223 226
Heterogeneity Tau*=0.00; Chi*=1.31,df=2 {P=052); F=0%
Test for overall effect Z= 0.69 {F = 0.49)
87.3.2 Duloxetine versus fluoxetine
Goldstein 2002 ar Ta 10 33 1.0% 1.74 [0.99, 3.06] —'—
Study F1J-MC-HMAD - Study Group B 3z a2 11 ar 1.0% 1.31[0.75, 2.31] T
Subtotal (95% CI) 152 70 2.0% 1.51 [1.02, 2.25] L
Total events 64 21
Heterogeneity: Tau®=0.00; Chi*= 049, df=1 (P=0.48), F=0%
Test for overall effect Z=2.04 (P=0.04)
87.3.3 Duloxetine versus paroxetine
Detke 2004 92 188 38 a6 4.0% 1.11 [0.84, 1.46] T
Eli Lilly HMAT-A 23 a4 kil a9 1.6% 0.79 [0.50,1.23] T
Goldstein 2004 43 91 31 87 25% 1.33[0.93,1.849] i
Hao 2014 a1 140 42 141 2.8% 1.22[0.87,1.71] T
Higuchi 2009 26 75 43 148 1% 1.05[0.71,1.54] I
Lee 2007 117 238 121 240 9.0% 0.98[0.81,1.17] T
FPerahia 2006 a2 196 42 a7 3.9% 0.97 [0.73,1.28] -T
Subtotal (95% CI) 1012 888  26.0% 1.04 [0.93, 1.16] [ ]
Total events 434 354
Heterogeneity: Tau*=0.00; Chi*=513,df=6 (P=053); F=0%
Test for overall effect Z= 0.69 {F = 0.49)
87.3.4 Venlafaxine versus citalopram
Allard 2004 11 T 14 Th 0.6% 0.78[0.38, 1.60] T
Subtotal (95% CI) 76 75 0.6% 0.78 [0.38, 1.60] -'.-
Total events " 14
Heterogeneity: Mot applicahle
Test for overall effect Z= 0.69 {F = 0.49)
87.3.5 Venlafaxine versus escitalopram
Bielski 2004 36 101 40 101 2.5% 0.90 [0.63,1.28] -
Montgomery 2004 eke] 145 102 148 11.7% 0.99 [0.85,1.16] T
Subtotal (95% CI) 246 249 14.2% 0.98 [0.85,1.12] 4
Total events 135 142
Heterogeneity: Tau®= 0.00; Chi*=0.26, df=1 (P=0E61), F=0%
Test for overall effect Z=0.34 (P=0.73)
87.3.6 Venlafaxine versus fluoxetine
Alves 1959 15 40 16 47 1.0% 1.10[0.63,1.94] I
Costa 1998 118 196 112 186 107% 1.00[0.85,1.18] +
DieMayer 2002 38 73 27 73O23% 1.41[0.897, 2.04] —
Karnaat 2000 26 Ta 18 7T 1.3% 1.33[0.81, 2.200 T
Memeroff 2007 Kl 102 28 104 1.7% 1.13[0.73,1.74] -
Rickels 2000 9 27 10 24 0.6% 0.80 [0.39, 1.63] T
Rudalph 1394 35 100 23 103 1.6% 1.57 [1.00, 2.458] —
Schatzberg 2000 25 104 20 100 1.2% 1.20[0.71, 2.02] T
Sheehan 20090 21 95 15 eke] 0.9% 1.46 [0.80, 2.66] T
Teai 2000 12 33 12 33 08% 1.00[0.53,1.849] —
Tylee 19597 a2 171 83 170 3% 0.98[0.71,1.34] -1
Tzanakaki 2000 18 55 15 54 1.0% 1.18 [0.66, 2.049] T
Subtotal (95% CI) 1075 1070 26.2% 1.10 [0.99, 1.23] ]
Total events 400 350
Heterogeneity: Tau®= 0.00; Chi*= 8.60, df=11 (P = 0.66); F= 0%
Test for overall effect Z=1.76 {F = 0.08)
87.3.7 Venlafaxine versus paroxetine
Casabona 2004 18 58 20 56 1.2% 0.87 [0.52,1.46] -
Owens 2008 26 44 18 42 1.8% 1.38 [0.80, 2.11] T
Subtotal (95% CI) 102 98 2.9% 112 [0.71,1.77] <»
Total events 44 38
Heterogeneity: Tau®= 005, Chi*=1.84, df=1 (P=0.18); F= 46%
Test for overall effect: Z=0.50 (P=0.62)
87.3.8 Venlafaxine versus sertraline
Mehtonen 2000 40 Th 27 72 2.4% 1.42[0.99, 2.08] —
Shelton 2006 ar T8 28 a2 2.3% 1.34 [0.92,1.95] i
Sir 2005 43 a4 47 Ta 4.1% 0.86 [0.65,1.14] -
Subtotal (95% CI) 237 233 8.7% 1.16 [0.82, 1.63] <>
Total events 120 103
Heterogeneity: Taw®= 0,06, Chi*=6.08, df=2 (P=0.05), F=67%
Test for overall effect: £=0.84 (P =0.40)
Total (95% CI) 3462 3241 100.0% 1.05[0.99, 1.11]
Total events 1436 1248
Heterogeneity: Tau®= 0.00; Chi®= 3218, df= 31 (P = 0.41); = 4% ID P 051 150 1DD=
Test for overall effect Z=1.54 (P=012) : Fa.\.'ours SSRI Favours SNRI
Test for subgroup differences: Chi*=8.14,df=7 (P=032), F=14.0%
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Tofal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
87.4.1 Duloxetine versus escitalopram
Jiang 2017 10 10 16 16 4.7% 1.00[0.86,1.17] T
Khan 2007 62 138 83 140  2.8% 0.76 [0.60, 0.95] -
Mierenberg 2007 92 273 94 374 2T7% 0.98[0.78,1.24] T
Wade 2007 112 151 115 144 58% 0.93[0.82,1.09] N
Subtotal {95% CI) 572 574 16.1% 0.93[0.83,1.03] #
Tatal events 276 308
Heterogeneity: Tau®= 0.00; Chi*= 4.65, df= 3 (P = 0.20), F= 36%
Test for overall effect Z=1.39 (P =0.16)
87.4.2 Duloxetine versus fluoxetine
Galdstein 2002 42 70 17 33 1.2% 1A6[0.79,1.71] T
Study F1J-MC-HRMAG - Study Group B 40 a2 15 ar 0.9% 1.20[0.77,1.88] T
Subtotal (95% CI) 152 70 2.1% 1.18 [0.88, 1.58] »
Total events a2 32
Heterogeneity: Tau®= 0.00; Chi*= 0.01, df= 1 (P = 0.91); F= 0%
Testfor overall effect Z=1.12 (P = 0.26)
87.4.3 Duloxetine versus paroxetine
Detke 2004 128 188 64 86 4.6% 0.91[0.78,1.07] -
Eli Lilly HWMAT-A pi:] a4 3g 88 1.2% 0.78[0.53,1.19] -
Goldstein 2004 44 N 34 87 1.8% 1.24[0.88,1.73] T
Hag 2014 86 140 7414 3.3% 1.17[0.95,1.44] ™
Higuchi 20049 38 74 TE 148 22% 0.96 [0.73, 1.26] -
Lee 2007 144 238 187 240 53% 0.92[0.81,1.06] -
Perahia 2006 129 196 549 97 3T% 1.081[0.90,1.31] T
Subtotal {95% CI) 1012 888 21.7% 1.00 [0.91,1.10] |
Tatal events aa7 a04
Heterogeneity: Tau®= 0.00; Chi*= 843, df= 6 (P =020}, F=30%
Test for overall effect 2= 0.07 (P = 0.94)
87.4.4 Venlafaxine versus citalopram
Allard 2004 54 76 55 TH 3.4% 0.97 [0.79,1.18] -+
Subtotal (95% Cl) 76 75 3.4% 0.97 [0.79,1.18] ¢
Total events a4 55

Heterogeneity: Mot applicable
Testfor overall effect Z=0.31 (P =0.75)

87.4.5 Venlafaxine versus escitalopram

Bielski 2004 47 10 a7 1M 22%
Montgornery 2004 113 145 113 148 59%
Subtotal (95% CI) 246 249 8.0%
Total events 160 170

Heterogeneity: Tau®= 0.01; Chi*=2.24, df=1 (P =013}, F=55%
Test for averall effect 2= 0.51 (P = 0.61)

87.4.6 Venlafaxine versus fluoxetine

Alves 1999 26 40 28 47 1E%
Clerc 1994 23 34 17 34 11%
Costa 18588 158 196 156 186 7.3%
Dehlayer 2002 ar 73 27 T3 1.2%
Diaz-Martinez 19498 ar 70 45 Ta 2.0%
Dierick 1996 107 153 95 161 4.3%
Karnaat 2000 33 79 33 7 1.3%
MNemeroff 2007 51 102 45 104 1.9%
Rudalph 1999 54 100 52 103 2.3%
Schatzherg 2000 59 104 52 100 2.4%
Sheehan 2008h 35 95 27 99 1.0%
Tsai 2000 24 33 22 33 1.6%
Tylee 1987 a1 171 98 170 3.3%
Tzanakaki 2000 30 55 28 44 1.4%
Subtotal (95% CI) 1305 1316 32.8%
Total events Th8 7248

Heterogeneity: Tau®= 0.01; Chi*=17.95 df=13 (P =016}, F=28%
Test for averall effect Z=119{P=0.23)

87.4.7 Venlafaxine versus paroxetine

Caszahona 2004 43 58 29 56 1.9%
Huwang 2004 43 52 48 53 4.8%
Owens 2008 29 44 26 42 1.7%
Subtotal {95% CI) 154 151 8.3%
Tatal events 1145 103

Heterogeneity: Tau®= 0.06; Chi*= 8.88 df= 2 (P =001}, F=77%
Test for overall effect Z= 0.60 (P = 0.55)

87.4.8 Venlafaxine versus sertraline

Mehtanen 2000 49 78 41 72 2.3%
Shelton 2006 48 78 34 g2 2.0%
Sir 2005 56 a4 a6 74 32%
Subtotal (95% CI) 237 233 7.5%
Total events 143 136

Heterogeneity, Tau== 0.01; Chi*= 3.54, df= 2 (P = 0.17); F= 43%
Testfor overall effect Z= 0.93 (P = 0.35)

Total (95% CI) 3754 3556 100.0%
Total events 2192 2033

Heterogeneity: Tau®= 0.00; Chi*= 4937, df= 35 (P = 0.05); F=29%

Test for averall effect 2= 049 (P =062)

Testfor subaroun differences: Chi*= 6.04. df= 7 (P=0.83). F= 0%

0.82 [0.63, 1.08] —
1.02[0.90,1.16] t
0.95[0.76, 1.17] s

1.08[0.79,1.51] -

1.35[0.90, 2.04] T
(.96 [0.82, 1.06] -
1.7 [0.94,1.98] —
0.88 [0.66,1.18] -
1.18[1.00,1.40] =~
0.67 [0.62,1.41] -
116 [0.86, 1.58] —
1.07 [0.62,1.349] +
1.08 [0.85, 1.40] —
1.35[0.89, 2.08] T
1.08[0.79, 1.50] e

0,82 [0.67,1.01] -
1.05[0.74,1.50] -+
1.05[0.97, 1.14]

143[1.07,1.87] —
0.811[0.78,1.06] -
106[0.77,1.46] -—
1.10 [0.81, 1.49] L 2

1.15([0.88,1.489] T
1.28[0.97,1.72] —
0.84 [0.76, 1.16] -
1.10 [0.90, 1.33]

*

1.01 [0.97, 1.06]

\ \
0.01 o 10 100
Favours S5RI  Favours SNRI
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Experimental
Study or Subgroup __ Events

Control
Total Events Total

1 Figure 478: Discontinuation due to SEs

Risk Ratio

Weight M H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

87.5.1 Duloxetine versus escitalopram

Khan 2007 17 138 3
Mierenbery 2007 20 273 14
Wade 2007 26 141 13
Subtotal (95% CI) 562

Total events 63 il

140 1.6%
274 4%
144 BI1%
558 13.2%

Heterogeneity: Tau®= 016, Chi*= 4.01, df= 2 (P=0.13), F= 50%

Testfor overall effect 2= 2.31 (F=0.02)

87.5.2 Duloxetine versus fluoxetine

Goldstein 2002 7 70 1
Subtotal (95% CI) 70
Total events 7 1

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.14 (P =0.25)

87.5.3 Duloxetine versus paroxetine

Detke 2004 7 188 3
Eli Lilly HMAT-A 13 24 10
Goldstein 2004 14 Ehl 8
Higuchi 2009 3 745 12
Lee 2007 20 238 17
Ferahia 2006 4 196 1
Subtotal (95% CI) a7z

Total events &1 a1

33 06%
33 0.6%
86 1.4%
89 40%
87 3.6%

148 1.6%

40 B.2%
97 0.5%

747 17.2%

Heterogeneity Tau®= 0.00; Ghi*= 298, df= 5 (P = 0.70%; F= 0%

Test for overall effect: Z=1.07 (F = 0.28)

87.5.4 Duloxetine versus sertraline

Mowela 2016 5 | 4
Subtotal (95% CI) Kh |
Total events 5 4

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.41 (P = 0.68)

87.5.5 Venlafaxine versus citalopram

Allard 2004 7 76 3
Subtatal (95% CI) 76
Total events 7 3

Heterogeneity: Mot applicable
Test for overall effect: 7=1.24 (F=0.21)

87.5.6 Venlafaxine versus escitalopram

Bielski 2004 16 101 4
Montgomery 2004 16 145 1
Subtotal (95% CI) 246

Total events 3z 15

32 1E%
32 1.6%
TA 14%
75 1.4%
101 21%
148 4.4%
249 6.6%

Hetarogeneity: Tau®= 0.28; Chi*= 230, df= 1 (P = 0.13); F= §7%

Testfor overall effect Z=1.65(F=0.10)

87.5.7 Venlafaxine versus fluoxetine

Alves 1999 3 40 1
Clerc 1994 3 34 7
Costa 1998 14 196 7
DeMayer 2002 g 73 q
Diaz-Martinez 1958 b 70 b
Dierick 1996 14 143 7
Heller 2009 1} 18 1}
Karnaat 2000 10 79 13
MNemeroff 2007 12 102 7
Rickels 2000 8 7 2
Rudolph 1999 B 100 9
Schatzhery 2000 28 104 19
Sheehan 2008k 2 95 7
Tsai 2000 10 33 9
Tylee 1997 36 171 24
Tzanakaki 2000 3 56 5
Subtotal {95% CI} 1347

Total events 171 132

47 0.4%
34 1.8%
186 3.0%
73 30%
7h 24%
181 1%
14
A%
104 30%
24 11%
103 2.4%
100 8.0%
99 24%
3 4%
170 10.8%
54 1.2%
1354 51.7%

Heterogeneity: Tau®= 0.00; Chi*= 14.04, df= 14 (P = 0.45); F=0%

Test for overall effect: 7= 225 (F=0.07)

87.5.8 Venlafaxine versus paroxetine

Owens 2008 4 44 2
WEMN ¥R 367 (FDA) 15 165 7
Subtotal (95% CI) 209

Total events 19 ]

Hatarogeneity: Tau®= 0.00; Chi*= 0.40, df=1 (P
Testfor overall effect Z= 0,46 (F = 0.65)

87.5.9 Venlafaxine versus sertraline

Mehtonen 2000 12 Th 5
Sheltan 2006 3 T8 1
Sir 2005 2 24 3
Subtotal (95% CI) 237

Total events 17 9

Heterogeneity: Tau®= 0.00, Chi*=1.85, di=2 (P
Testfor overall effect: Z=1.46 (P =0.14)

Total (95% CI) 3650

Total events 382 254

42 09%
81 3.2%
123 41%
= 0.53); F= 0%
7T 24%
82 0.5%
79 0.8%
233 37%
= 0.40);, F= 0%
3404 100.0%

Heterogeneity: Tau®= 0.00; Chi*= 32.33, df= 33 (P = 0.503; F= 0%

Testfor overall effect: Z= 4.43 (P = 0.00001)

Testfor subgroup differences: Chi®= 549, df=8 (P=070), F=0%

575[1.72,19.18]
1.43[0.74, 2.78]
1.81[1.02, 3.56]
212[1.12,4.02]

330042, 25.74]
3.30 [0.42, 25.74]

1.07 [0.28, 4.03]
1.38 [0.64, 2.97]
1.67 [0.74, 2.78]
0.49 014, 1.70]
1.19 [0.64, 2.21]

1.98[0.22,17.47]
1.23[0.85,1.78]

1.29[0.38, 4.36]
1.29 [0.38, 4.36]

2.30 [0.62, §.57]
2.30 [0.62, 8.57]

4.00([1.29,11.58]
1.48[0.71, 3.09]
2.26 [0.86, 5.94]

3.52 [0.38, 32.57]
0.43[012,1.52]
1.80 [0.78, 4.60]
0.89[0.36, 2.18]
1.43[0.52, 3.61]
210[0.67, 5.07]

ot estimahle
0.75 [0.35, 1.61]
1.75[0.72, 4.26]

356 [0.64, 15.14]
0,59 [0.25, 1.66]
1.42[0.85, 2.37]
1.19[0.45, 3.18]
1.11[0.52, 2.38]
1.49 [0.63, 2.38]
0.59 [0.15, 2.34]
1.28[1.03, 1.50]

91 [0.37, 9.88]
05 [0.45, 2.48]

1.
1.
1.19 [0.56, 2.55]

2.30 [0.85, 6.21]
315034, 29.68]
0.63[0.11, 3.65]
1.83 [0.82, 4.09]

1.42[1.21,1.65]

¢

H

o

|

,
0.01 0 10
Favours SMRI Favours SSRI
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Experimental

Study or Subgroup Events

Control
Events Total

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

Risk Ratio
M-H, Random, 95% CI

87.6.1 Duloxetine versus escitalopram

Khan 2007 47
Mierenberg 2007 85
Wade 2007 ar

Subtotal (95% Cl)

Total events 1649

Total
138 30
273 66
181 32

562
128

Heterogeneity Tau®= 0.00; Chi#=1.60, df= 2 (P = 0.45), F= 0%

Testfor overall effect: Z= 2.70 (P = 0.007)

87.6.2 Duloxetine versus fluoxetine

Goldstein 2002 24
Study F1J-MC-HMAQ - Study Group B a5
Subtotal {95% CI)

Total events 49

7o 12
a2 14

152
26

Heterogeneity Tau®= 0.00; ChF= 0,16, df=1 (P = 0.68); F= 0%

Test for overall effect: Z=0.73 (P = 0.47)

87.6.3 Duloxetine versus paroxetine

Detke 2004 21
Eli Lilly HMAT-A 44
Gaoldstein 2004 38
Hao 2014 32
Higuchi 2009 9
Lee 2007 72
Perahia 2008 23

Subtotal (95% Cl)

Total events 2349

1as 10
a4 kil
N 38

140 36
75 22

238 a7

196 11

1012
204

Heterogeneity Tau®= 0.00; ChiF= 6.44, df= 6 (P = 0.38), F= 7%

Testfor overall effect: Z=1.31 (P=0.19)

87.6.4 Duloxetine versus sertraline

Mowla 2016 i
Subtotal (95% CI)
Total events 5

Heterogeneity: Mot applicable
Test far overall effect: 7= 0.41 (P = 0.68)

87.6.5 Venlafaxine versus citalopram

Allard 2004 18
Subtotal (95% Cl}
Total events 18

Heterogeneity: hot applicable
Test for overall effect: Z=0.35 (P = 0.73)

87.6.6 Venlafaxine versus escitalopram

Eielski 2004 33
Montgomery 2004 20
Subtotal (95% CI)

Total events 53

Kl 4
k4l

4

7B 16
76

16

1M 24

144 22
246

46

Heterogeneity: Tau®= 0.01, Chi®=1.16, df=1 (F=0.28) F=14%

Test for overall effect: 7= 082 (P=0.41)

87.6.7 Venlafaxine versus fluoxetine

Alves 1999 10
Easterzi 2009 7
Clerc 1994 B
Costa 1998 28
Celayer 2002 24
Diaz-Martinez 1998 14
Dierick 1998 38
Heller 2005 3
Kornaat 2000 14
Memeroff 2007 24
Rudolph 1999 a8
Sheehan 2009b 42
Tsai 2000 14
Tylee 1937 47
Tzanakaki 2000 12

subtotal (95% Cl)

Total events 314

Heterogeneity: Tau®= 0.01; Chi®= 1543, df=14 (P =0.35), F=9%

Test for overall effect: Z=0.25 (P = 0.80)

87.6.8 Venlafaxine versus paroxetine

Hwang 2004 3
COwrens 2008 12
VEMN ¥R 367 (FD/M) 46
Subtotal (95% CI)

Total events 61

40 ]
i 7
34 12
196 18
T3 29
7o 20
153 40
15 5
79 24
102 18
100 35
a5 3z
a3 16
171 46
55 12
1237

323

52 3
44 10
165 28

261
41

Heterogeneity: Tau®= 0.00; Chi®=0.74 df=2 (P=0.69), F=0%

Test for overall effect: Z=0.76 (P = 0.45)

87.6.9 Venlafaxine versus sertraline

Mehtonen 2000 16
Shelton 2006 1"
Sir 2005 25
Subtotal (85% CI)

Total events 52

75 12
Ta 19
a4 12

237
44

Heterogeneity: Tau®= 0.20; Chi®= 573, df= 2 (P = 0.06), F= 68%

Test for overall effect: Z=0.40 (P = 0.69)

Total (95% CI)

Total events 460

3814
833

140
274
144
558

33
37
70

ag
a9
a7
14
143
240
a7
888

3z
32

75
75

101
143
249

47

34
188
T3
74
161
14
T
104
103
el
a3
170
54
1252

53
42
a1
176

T2
a2
T4
233

3533

Heterogeneity: Tau®= 0.01; Chi®= 40.25, df = 36 (P = 0.29), F=11%

Testfor overall effect Z=1.61 (P=0.13)

Testfor subgroun differences: Chi*= 868, df= 8 (P = 0.37). F=7.6%

4.1%
72%
3T%
15.0%

22%
2.4%
4.6%

1.4%
49%
5.2%
3%
1.3%
B.4%
1.48%
24.5%

0.58%
0.5%

3.0%
2.0%

3.3%
22%
5.4%

1.1%
1.0%
1.0%
22%
3.48%
20%
4.2%
0.58%
22%
23%
3T7%
46%
2.4%
5.0%
1.4%
ITA%

0.3%
1.3%
4.2%
5.8%

1.5%
1.48%
1.9%
5.0%

100.0%

1.58[1.07, 2.35)
1 280,68, 1.70)
110[0.73,1.67)
1.31 [1.08, 1.60]

0.94[0.54,1.64]
081 [0.48, 1.36)
0.87 [0.59, 1.27]

0.86[0.47,1.65)
1.50[1.06, 2.13]
086 [0.68, 1.34]
0.80[0.59, 1.38)
0.81[0.39,1.67)
127 [0.85,1.732)
1.03[0.53, 2.03)
1.12[0.95,1.32]

1.20[0.38, 4.36)
1.29 [0.38, 4.36]

111 [061, 2.01)
1.11[0.61, 2.01]

1.38[0.68, 2.15)
0.93[0.53, 1.63)
117 [0.80, 1.71]

1.31[0.59, 2.69)
1.05[0.44, 2.45)
050[0.21,1.18]
1 53[0.68, 2.66)
0.83[0.54,1.28)
0.80[0.45,1.44]
1.00[0.68,1.47)
0.56[0.16,1.62)
061 [0.35,1.07)
1.361[0.79, 2.35)
0.82[0.54,1.25)
137 [0.85,1.87]
0.8E[0.51,1.49)
1.02[0.72,1.44)
0,98 [0.48, 1.59)
0.98 [0.85, 1.13]

1.02[0.22, 4.82)
1.15[0.55, 2.36)
0.81[0.55,1.18)
0.88[0.63,1.23]

128065, 2.51]
061 [0.51,1.20)
1.81[1.00, 3.28)
1.14 [0.60, 2.14]

1.07 [0.98, 1.17]
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1 Figure 480: Quality of life endpoint

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
87.7.1 Venlafaxine versus sertraline
Sir 2005 01 1458 TEOTOM 142 79 100.0% 0.00[F0.31, 0.31]
Subtotal (95% CI) T8 79 100.0% 0.00 [-0.31, 0.31]

Heterogeneity: Mot applicable
Testfor overall effect, Z=0.00 (P =1.00%
} } 1 }
-10 -5 ] L] 10
Favours S2RI Favours SMRI

2 Testfor subgroup differences: Mot applicable

3 Figure 481: Quality of life 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
87.8.1 Venlafaxine versus escitalopram
Bielski 2004 9959 111 98 128 114 97 527% -0.26 [-0.54,0.03]
Subtotal (95% CI) 98 97  52.T% -0.26 [-0.54, 0.03]

Heterageneity: Mot applicable
Testfar overall effect Z=1.79{F =007

87.8.2 Venlafaxine versus sertraline

Sir 2005 175 1581 78 168 1581 78 47 3% 0.04 027, 0.36]

Subtotal (95% CI) 78 79 47.3% 0.04 [0.27, 0.36]

Heterageneity: Mot applicable

Testfor overall effect Z=028(F =078

Total {95% CI) 176 176 100.0%  -0.11[-0.41,0.18]

Heterageneity: Tau®=0.02; Chi*=1.96, df=1 {P=0.16); F= 49% :_10 :5 ﬁ % 10:

Test for overall effect Z=0.76 (F=0.44) Favours SSRI Favaurs SNRI

Testfar subgroup differences: Chi*=1.86,df =1 (PF=016), F=43.9%
6 More severe: Mirtazapine versus placebo
7 Figure 482: 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

003-042 14823 886 207 178 9 BE  T51% -0.29 [-0.47,-0.01]

Vartiainen 1994 1583 11.2 IF 172 108 300 249% -0.17 [-0.65,0.31]

Total {95% Cl) 244 96 100.0%  -0.26 [-0.50,-0.02] 4

Heterogeneity; Tau®= 0.00; Chi®= 0,17, df=1 (F = 0.6, F= 0% 5_1 2 55 3 % ‘IDI
8 Testfor averall effect Z= 2.11 (P = 0.04) Favours mirtazapine Favours placebo
9 Figure 483: 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% CIl IV, Random, 95% CI

003-008 {FDAy -7.46 763 58 96 7.7 8 1587% 028018, 073 I

Khan 1994 -1 78 26 -B3 81 MBO126% -071 [F1.27,-014] -

Kinashita 2009 -12.98 ¥13 200 -104 75 7O 220% -0.36 [-0.63,-0.08] l

WIR 003-003 (FOA) -104 87 45 88 81 45 17.0% -019 060, 0.23] -

WIR 003-020 (FDA) -106 87 40 -48 6.4 39 156% -075 [1.21,-0.29] -

WIR 003-021 (FDA) 117 FB 45  -95 89 43 171% -0.26 067, 0.15] -

Total (95% CI) 414 256 100.0% -0.32 [-0.58, -0.05] +

Heterogeneity: Tau®= 0.06; Chif=12.42, df= 5 (P = 0.03); F= 0% =—1D Es 1 é 1D=

10 Testforoverall efiect Z= 2.34 (F = 0.02) Favours mirtazapine Favours placebo
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1 Figure 484: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl WM-H, Fixed, 95% CI
Kinoshita 2009 a4 211 il 70 100.0% 1.18[0.83, 1.68]
Total (95% CI) 211 70 100.0%  1.18[0.83, 1.68]
Total events a9 25

0.0 0 1 10 100
Favours placebo  Favours mirtazapine

Heterageneity: Mot applicable
Testfor overall effect, 2= 093 (F =0.359)

2

3 Figure 485: 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% Cl
003-008 {FDw) 18 ] 7 k] 5.4% 1.28[0.60, 2.74] -1
0o03-042 a5 210 18 O 141% 1.48[0.98, 2.26] =
Bremner 1995 34 a0 17 a0 135% 2.001[1.30, 3.089] =
Halikas 1935 25 a0 17 a0 11.7% 1.47[0.91, 2.37] T
khan 1895 10 27 G 27 4.3% 1.67[0.71, 3.94] T
Kinashita 2009 131 M1 a7 TO O2ET% 117 [0.92,1.50 ™
MIR 003-020 (FOA) 17 44 A 43 39% 3.32[1.35,8.21] e —
MIR 003-021 (FOA) 23 a0 M a0 126% 1.05[0.67, 1.64] e
Srmith 1980 18 a0 12 a0 7.8% 1.48 [0.86, 2.91] T
Total (95% CI) 752 440 100.0% 1.44[1.19,1.73] L 2
Total events 361 141
Hetarogeneity Tauw®= 0.02; Chif=10349 df=8 (F =024, F=23% o 0 0 100

Testfor overall effect: 2= 3.83 (P = 0.0001; Favours placebo  Favours mirtazapine

4

5 Figure 486: 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% CI
003-008 {FDu) 18 B0 4 ;o 11.8% 238 [0.89, 6.36] h
0o3-042 36 0 a TO 138% 2.40[0.98, 5.88]
0o03-048 23 0 3 T 23.8% 2E3[0.81,8.449) T
Bremner 1995 3 a0 2 a0 4.3% 1.40 [0.26, 8.60] e
Halikas 1984 ¥ a0 3 a0 4% 2.33[0.64,8.51] -1
Khan 1595 1 27 1 27 1.9% 1.00[0.07, 15.18]
Kinashita 20049 11 211 2 Ta 5.8% 1.82[0.41,8.03] I ——
MIF 003-003 (FD&) gy 45 11 45 17.0% 0.8210.38,1.79] I
MIF 003-020 (FD&) g 44 a 43 121% 0.73[0.28,1.94] [
MIF 003-021 (FD&) gy a0 ] a0 153% 1.00[0.43, 2.31] I
Srmith 1980 T a0 a a0 1.7% 1500 [0.88, 255.749] *
Total (95% CI) 1007 557 100.0% 1.49[1.02, 2.17] L 2
Total events 13 48
Heterageneity, Tau®=0.06;, Chi*=11.72, df=10(P=0.30); F=158% 'D.D1 0!1 1-0 1DD'

Test for overall effect: £= 2.08 (P =0.04) Favours mirtazapine Favours placeba
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1 Figure 487: Discontinuation due to 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% Cl

003-008 {FDu) 33 B0 12 30 23.4% 1.38[0.84, 2.29] T

0o3-042 71 0 22 TO O133% 1.08[0.73,1.60 -

0o03-048 7h 0 | T O127% 1.22[0.82,1.83] T

Bremner 1995 ] a0 12 a0 3.5% 0.75[0.35, 1.62] 1

Khan 1595 ] 27 11 27 43% 0.832[0.41, 1.649] 1

Kinashita 20049 48 211 15 To T9% 1.08 [0.65, 1.81] -1

MIF 003-003 (FD&) 17 45 19 45 8.0% 0.89[0.54, 1.449] T

MIF 003-020 (FD&) 15 44 17 43 6.8% 0.86 [0.50, 1.50] T

MIF 003-021 (FD&) 24 a0 27 a0 13.89% 0.88 [0.60, 1.31] "

Srmith 1980 20 a0 25 a0 10.7% 0.80[0.52,1.24] T

Wartiainen 1994 22 L] 25 85 10.7% 0.82[0.53,1.27] -1

Total (95% CI) 1016 562 100.0% 0.97 [0.84,1.12] 4

Total events 344 206

Heterogeneity: Tau®= 0.00; Chif= 609, df=10(F =081, F=0% f f t |

Testfu?uvergfll effect £= DI.41 (F= D.Eé) ( : 0.01 01 . ] 10 too
2 Favours mirtazapine Favours placebo
3 Figure 488: 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% Cl

Wartiainen 1994 B3I6 17.2 7 B245 168 30 100.0% 0.06[-0.42, 044]

Total (95% CI) 37 30 100.0% 0.06 [-0.42, 0.55]

Heterogeneity, Mot applicable T = b : e

Testfor overall effect: Z=0.26 (F=0.79) Favours placebo Favours mirtazaping

6 More severe: Mirtazapine versus SSRIs

7 Figure 489: 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
89.1.1 versus citalopram
Goodarzi 2014 17.28 3.03 24 1064 3 28 44.3% =141 [1.70,-0.82] L
Subtotal {95% CI) 24 28 44.3% -1.11 [-1.70, -0.52] L 3

Heterogeneity: Mat applicable
Test for overall effect £= 3 .68 (P = 0.0002)

89.1.2 versus fluoxetine

Zhang 20149 Ta 22 T8 83 23 A A5T% -0.35[-0.67,-0.04] ||
Subtotal {95% CI) 79 79 557% -0.35 [-0.67, -0.04] L]
Heterogeneity: Mot applicahle
Testfor averall effect 2= 221 (P =003
Total (95% CI) 103 107 100.0% -0.69 [-1.42, 0.09] &
Heterogeneity: Tau®=0.23; Chi*= 4.91, df=1 (P = 0.03); F= 80% f f f |
] -10 -5 ] g 10
Testfor overall effect Z=1.84 (FP=0.07) Favours mirtazapine Favours SSRI
8 Testfor subgroup differences: Chif=4.91, df=1 (P=003), F=739.6%
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1 Figure 490: 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% CI
89.2.1 versus fluoxetine
Zhang 2019 -15.9 1.47648211 79 148 154596248 79 801% -0.72 [-1.05,-0.40] u
Subtotal (95% CI) 79 79 50.1% -0.72 [-1.05, -0.40] +

Heterogeneity: Mot applicable
Test for overall effect Z=4.41 {F = 0.0001)

89.2.2 versus paroxetine

E-15649 -12.2 75 T2 -15 6.6 72 499% 0.39[0.06, 0.72] |
Subtotal (95% CI) 72 72 49.9% 0.39 [0.06, 0.72] "
Heterogeneity: Mot applicahble
Testfor overall effect 2= 2.34 (P = 0.0}
Total (95% Cl) 151 151 100.0% -0.17 [-1.26, 0.93] ?
Heterogeneity, Tau®= 0.60; Chi*= 22.60, df=1 (P < 0.00001); F= 95% oh + 7 > T
Test for overall efrec_t: Z=10.30 (F':. 0773 Favours mirtazapine Favours SSRI
2 Test for subgroup differences: Chi®= 22,60, df=1 (P = 0.00001), F= 95.6%
3 Figure 491: 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
89.3.1 versus fluoxetine
Amini 2004 T 18 1 18 4.2% 1.75[0.62, 4.99] -]
Hong 2003 M 23] 16 6 14.9% 1.31 [0.7a, 2.28] B e
Wheatley 1958 14 GG 16 67 11.4% 085 [0.47, 1.67] "
Subtotal (95% CI) 150 151 30.5% 1.18 [0.80, 1.74] L 3
Total events 42 36
Heterageneity: Tau®= 0.00; Chi*=1.47, df= 2 (F=0.48), F= 0%
Test for averall effect: Z=0.84 (P = 0.40)
89.3.2 versus paroxetine
Benkert 2000 a2 139 42 136 416% 1.21 [0.87, 1.649]
E-1565 24 T3 27 T 230% 0.91 [0.588,1.43]
ki 2011 G an ¥ an 4.9% 0.86 [0.33, 2.29]
Subtotal (95% CI) 242 241 69.5% 1.08 [0.83, 1.39]
Total events az 76
Heterogeneity: Tau®= 0.00; Chi*=1.23, df= 2 (F=0.454), F=0%
Testfor overall effect £2=057 (P=057)
Total (95% CI) 302 392 100.0% 1.11 [0.89, 1.37]
Total events 124 112
Heterogeneity; Tau®= 0.00; Chi*=2.85, df=5{P=072), F=0% 'IZI.EI1 Elf'l 1- 1'IJ 1DEI'

Test for averall effect: Z= 094 (P =0.35)

) . Favours SSR1 Favours mirtazapine
4 Test for subgroup differences: ChifF= 015 df=1 (P=070), F=0%
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1 Figure 492: 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
89.4.1 versus citalopram
Leinonen 1999 116 137 117 133 252% 0.96 [0.88, 1.06] L
Subtotal (95% CI) 137 133 25.2% 0.96 [0.88, 1.06] 1
Total events 116 17

Heterogeneity: Mot applicahle
Testfor averall effect: Z=079 (P =0.43)

89.4.2 versus fluoxetine

Arnini 2005 12 18 8 18 21% 1.50[0.81, 2.76] T
Haong 2003 35 G a0 G 57% 1171[0.82,1.65] T
Wheatley 1998 38 GE 34 67 6.7 % 1.1310.83,1.59] T
Fhang 20149 a5 74 43 74 9.6% 1.28[1.00,1.64] =
Subtotal (95% CI) 229 230 241% 1.23 [1.04, 1.45] ]
Total events 140 115

Heterogeneity, Tau®= 0.00; Chi*=0.84, df=3{(P=0.284) F=0%
Test for overall effect: Z=2.45 (F=0.01)

89.4.3 versus paroxetine

Benkert 2000 T4 1349 G 136 106% 1.10[0.87,1.38] T
E-1569 40 73 48 7h B.6% 086 [0.65,1.12] -T

Kim 2011 19 an 20 an 51% 0.85 [0.66, 1.38] -
Schatzherg 2002 a1 128 69 126 124% 1.161[0.94, 1.42] ol
Subtotal (95% CI) 370 367  36.T% 1.04 [0.90, 1.19] L ]

Total events 214 203

Heterogeneity: Tau®= 0.00; Chi*=3.45, df= 3 (P=0.33), F=13%
Test for overall effect £=0.52 (P =060}

89.4.4 versus sertraline

Eehnke 2003 a3 176 101 170 141% 0.89[0.74,1.07] -

Subtotal (95% CI) 176 170 14.1% 0.89 [0.74, 1.07] L

Total events 93 101

Heterogeneity: Mot applicable

Testfor overall effect £=1.23(P=0.22)

Total (95% CI) 912 900 100.0% 1.04 [0.95, 1.13]

Total events a63 536

Heterogeneity: Tau : 001, Chi*=13.23, df=9 (P =018, F=32% . o s oo

Test for averall effect: Z= 076 (P = 0.45) Favours SSRI Favours mirtazapine
2 Test for subgroup differences: Chi®=8.32, df= 3 (P=0.04), F= 64.0%
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1 Figure 493: 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% CI
89.5.1 versus citalopram
Leinonen 1999 3 137 4133 8.3% 1.84 [0.60, £.30] —
Subtotal (95% CI) 137 133 8.3% 1.94 [0.60, 6.30] o
Total events a 4

Heterogeneity: Mot applicahle
Testfor averall effect: Z=1.11 {P=0.27)

89.5.2 versus fluoxetine

003-048 23 210 12 210 138% 1.821[0.98, 3.79] —
Amini 2005 1 18 2 18 3% 0.50[0.05, 5.04]

Hang 2003 13 GE ] 66 12.0% 1.63[0.72, 3.66] T
Wheatley 1998 7 66 ] 67 10.7% 0.79[0.31, 2.00 —
Subtotal (95% CI) 360 361 39.6% 1.40 [0.88, 2.23] -
Total events 44 K}

Heterogeneity, Tau®= 0.02; Chi*=3.20, df= 3{(P=0.26), F=6%
Test for overall effect: Z=1.43 (F=0.15)

89.5.3 versus paroxetine

Benkert 2000 12 1349 10 136 121% 1.17[0.562, 263] e
E-1569 5 73 ] 7h B.6% 0.86[0.27, 2.68] I E—
Kim 2011 2 an 3 an 5.0% 0E7[0.12,371] -1
Schatzherg 2002 19 128 33 126 16.0% 0.57 [0.34, 0.94] —
Subtotal (95% CI) 370 367 MT% 0.71 [0.48, 1.05] L 2

Total events KL a2

Heterogeneity: Tau®= 0.00; Chi*=2.37, df= 3 (F=0.50), F=0%
Test for overall effect. £=1.70 (P = 0.09)

89.5.4 versus sertraline

Eehnke 2003 21 176 5 170 104% 4.06[1.57,10.51] e
Subtotal (95% CI) 176 170 10.4% 4,06 [1.57, 10.51] -~
Total events 21 ]

Heterogeneity: Mot applicable
Test for overall effect. £=2.88 (P=0.004)

Total (95% CI) 1043 1031 100.0% 1.22 [0.78, 1.89] £ 3
Total events 111 92
Heterogeneity: Tau®= 0.25 Chi*=19.80, df= 9 (P = 0.02); F= 55%
Test for averall effect: Z= 088 (P =0.38)
2 Test for subgroup differences; Chi*=13.88, df= 3 (P =0.003), F=78.4%

om 01 11 100
Favours mirtazapine Favours SSRI
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1 Figure 494: Discontinuation due to 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
89.6.1 versus citalopram
Leinonen 1999 18 137 g 133 6.7% 2181[0.98, 4.85] 1
Subtotal (95% CI) 137 133 6.7% 218 [0.98, 4.85] e
Total events 18 a

Heterogeneity: Mot applicahle
Test for averall effect: Z=1.92 (P = 0.09)

89.6.2 versus fluoxetine

003-048 7a 210 42 210 1559% 1.79[1.29, 2.47] —
Amini 2005 2 18 3 18 20% 067[0.13, 3.53] e
Hang 2003 a0 GE 22 6B 13.2% 1.36[0.89, 2.10] ™
Wheatley 1998 17 66 21 67 10.7% 0.821[0.48,1.41] —
Subtotal (95% CI) 360 361 41.8% 1.28 [0.86, 1.90] >
Total events 124 as

Heterogeneity; Tau®= 0.08; Chi*=6.64, df=3{(P=0.08) F=55%
Test for overall effect: Z=1.20 (F=0.23)

89.6.3 versus paroxetine

Benkert 2000 30 1349 33 136 131% 0.89[0.58,1.37] —
E-1569 ] 73 7 7h 5.3% 1.321[0.52, 3.36] —_
Kim 2011 7 an L] an 58% 0.88[0.36, 2.11] I —
Schatzherg 2002 29 128 39 126 13E6% 0.73100.48, 1.11] ]
Subtotal (95% CI) 370 367 37.9% 0.84 [0.64, 1.11] &
Total events 7a ar

Heterogeneity: Tau®= 0.00; ChiF=1.41,df= 3 {F=070), F=0%
Testfor overall effect £=1.22(FP=0.22)

89.6.4 versus sertraline

Eehnke 2003 41 176 32170 137% 1.241[0.82,1.87] T

Subtotal (95% CI) 176 170 13.7% 1.24 [0.82, 1.87] -

Total events 41 a2

Heterogeneity: Mot applicable

Testfor overall effect £=1.02(F=0.31)

Total (95% CI) 1043 1031 100.0% 1.14 [0.89, 1.47] »

Total events 258 214

Heterogeneity: Tau= 0.07; Chi*=18.43, df=9 (P =0.03); F=51% . o s oo

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

) . Favours mirtazapine Favours SSRI
Test for subgroup differences: Chi*=7.24, df= 3 (P = 0.06), F= 58.6%

4 More severe: Mirtazapine versus TCAs

5 Figure 495: 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% C1
90.1.1 versus amitriptyline
Hoyherg 1996 172 117 1] 13 8.3 59 236E% 0.40[0.03,0.77] [
Wiullin 1996 M7 73 71107 B8 Tl 29E% 014019, 0.47] :
Fivkow 1995 128 101 113 12 10 111 46.8% 0.08[0.18, 034
Subtotal (95% CI) 240 241 100.0% 0.17 [-0.01, 0.35] ]

Heterageneity: Tau®=0.00; Chi®=1.93, df=2{P=0.38); F= 0%

Testfor averall effect; £=1.88 (P = 0.06)

I ] t |

-10 -5 i 5 10
Favours mirtazapine Favours TCA

6 Test for subaroup differences: Mot apnlicable
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1 Figure 496: Depression symptomatology change score

Experimental Control $td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
90.2.1 versus amitriptyline
Hovbery 1996 -18.3 818810112 56 -17.3 B16279157 59 17.5% 0.28[-0.09, 0.64] i
MIR 003-020 (FD&) -10.6 ar 40 114 91 40 12.3% 0.10[0.34, 0.54] T
MIR 003-021 (FDA) -7 76 45 136 72 48 141% 0.25[-0.15, 0.66] =
hullin 1996 -12.3 7T 71 -13 T3 T121.8% 0.09[-0.24, 0.432] T
Zivkoy 1995 -18.2 79617954 113 156 714422844 111 344% 0.06[-0.21,0.32] L]
Subtotal (95% CI) 325 329 100.0% 0.14[-0.02, 0.29] '
Heterogeneity: Tau®=0.00; Chi®=1.33, df=4 (P =086), F=0%
Testfor overall effect Z=1.73 (P=0.08)

I 1 |

10 5 0 5 10

. . Favours mirtazapine Favours TCA
2 Test for suboroun differences: Mot apnlicable

3 Figure 497: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
90.3.1 versus amitriptyline
Eremner 1994 34 a0 29 a0 11.7% 117 [0.87,1.59] ™
Haoyberg 1996 32 a6 39 a3 127% 0.86 [0.658, 1.16] -
MR 003-020 (FDA) 17 44 14 43 33% 119 [0.67, 2.10] -
MR 003-021 (FDA) 22 a0 kil a0 7.4% 0.71[0.49, 1.04] 7
Mullin 1996 38 79 41 TTO11.32% 0.90 [0.6B, 1.23] -
Srmith 1930 19 50 24 50 5.2% 0.79[0.50,1.25] T
ZFivkow 1995 a1 125 80 126 31.5% 1.02[0.85,1.23] L
Subtotal (95% CI) 454 455  831% 0.95 [0.85, 1.08] 4
Total evants 243 258

Heterageneity: Tau®=0.00; Chi*=6.41, df=6 (P =038} F= 6%
Test far overall effect: Z=077 (P =0.44)

90.3.2 versus clomipramine

Richou 1345 50 a7 51 87 16.9% 0.98[0.76, 1.26] -+

Subtotal (95% CI) 87 87 16.9% 0.98 [0.76, 1.26] L 2

Total evants a0 a1

Heterageneity: Mot applicable

Test far overall effect: Z=015 (P = 0.88)

Total (95% CI) 541 542 100.0% 0.96 [0.87, 1.07] [

Total events 2593 3049

Heterogeneity: Tau = 0.00; ChifF=6.43 df =7 (FP=0449) F=0% 'U.EI1 Df1 1'IZI 1IZID'

Test for overall effect Z= 076 (P =0.45) Favours TCA Favours mirtazapine
4 Test for subaroup differences: Chif=0.04, df=1 (P=0.85), F= 0%
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1 Figure 498: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
90.4.1 versus amitriptyline
Bremner 1985 3 a0 5 50 T.4% 0G0 015, 2.38] —
Hoyherg 1956 0 af i} 54 Mot estimahle
MIR 003-020 (FDA) B 44 10 43 16.4% 0.59[0.23,1.47] —
MIR 003-021 (FDA) ] 50 ] 50 18.9% 1.00[0.43, 2.31] —
Mullin 1996 7 79 13 TTO1BT% 052[0.22,1.24] —
Srmith 1930 7 50 10 50 17.9% 0.70[0.29, 1.69] — T
Zivkov 1995 1 125 3 128 28% 0.34[0.04,3.19]
Subtotal (95% CI) 454 455  83.0% 0.66 [0.44, 1.00] L 2
Total events KK] a0

Heterogeneity: Tau®=0.00; Chi*=1.67, di=8 (P=08%9); F=0%
Test for overall effect: Z=1 .96 (P =0.05)

90.4.2 versus clomipramine

Richou 19495 ] ar ] 87 17.0% 113 [0.46, 2.78] I
Subtotal (95% CI) 87 87 17.0% 1.13 [0.46, 2.78] -
Total events 9 a

Heterogeneity: Mot applicable
Test for overall effect. £= 026 (P = 0.80)

Total (95% CI) 541 542 100.0% 0.73 [0.50, 1.08] -
Total events 42 a8
Heterogeneity: Tau®= 000, Chi*=2.75 df=6 (P=084), F=0%
Test for overall effect. £=1.68 {F = 0.03)

2 Test for subaroup differences: Chif=1.08, df= 1P =030, F=7.9%

0.01 0.1 11 100
Favours mirtazapine Favours TCA

3 Figure 499: Discontinuation due to 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
90.5.1 versus amitriptyline
Eremner 1985 ] a0 10 50 G.0% 0.90[0.40,2.02] T
Haoyberg 1996 13 56 11 59 TT% 1.25[0.61, 2.54] I
MIR 003-020 (FDA) 15 44 18 43 13.4% 0.81[0.47,1.40] B
MR 003-021 (FDA) 24 a0 18 50 17.8% 1.33[0.83,2173] T
Mullin 1996 15 79 18 TP O10E6% 0.81[0.44,1.49] —
Smith 1990 20 a0 15 50 13.3% 1.33[0.77, 2.29] T
Zivkaw 1995 19 125 22 126 124% 0.87 [0.50,1.53] T
Subtotal (95% CI) 454 455  B81.2% 1.04 [0.84, 1.30] L 3
Total events 1145 112

Heterogeneity: Tau®= 000, Chi*=4.07, df=6 (P =0E7), F= 0%
Test for overall effect. Z=0.37 (P=0.71)

90.5.2 versus clomipramine

Richou 1995 24 ar 28 87 188% 0.86 [0.54,1.35] —

Subtotal (95% CI) 87 87 18.8% 0.86 [0.54, 1.35] -

Total events 24 28

Heterogeneity. Mot applicahle

Test for overall effect £=0.66 (P =0.51)

Total (95% CI) 541 542 100.0% 1.00 [0.82,1.22] *

Total events 1349 140

Heterogeneity: Tau : 0.00; Chi*= 4.64 di=T7 (P=070);, F=0% T o e o0

Test for overall effect: 7= 0.04 (F = 0.96) Favours mirtazapine Favours TCA
4 Test for subagroup diffierences: Chif= 057, df=1 (P =0.45), = 0%
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1 Figure 500: Global functioning endpoint

Experimental Control Std. Mean Difference S$td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
90.6.1 versus amitriptyline
Mullin 1996 B85 1481 59 E9.9 135 55 100.0% -0.03[-0.40,0.34]
Subtotal (95% CI) 59 55 100.0% -0.03 [-0.40, 0.34]

Heterogeneity: Mot applicable
Testfor owverall effect: =014 (P = 0.88)

1
10 5 0 5 10
Favours TCA Favours mirtazapine

2 Testfor subaroup differences: Mot applicable

3 More severe: Mirtazapine versus venlafaxine

4 Figure 501: 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
Paslakis 2010 8.6 ] ar 93 74 33 100.0% -0.11 [-0.58, 0.36]
Total (95% CI) 37 33 100.0% -0.11 [-0.58, 0.36]
Heterogeneity: Mot applicable T R B : 0

Testfor overall effect: 2= 0.46 (F = 0.54) Favours mirtazapine Favours venlafaxine

5

6 Figure 502: 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% Cl

Kang 2009 -12 109 T3 -1049 B 83 B33% -012[-0.47,0.23]

FPaslakis 2010 -13.1 332565783 37 -13.9 498593034 33 368% 0.19 [-0.28, 0.66]

Total (95% CI) 110 86 100.0% -0.01 [-0.30, 0.29]

Heterogeneity: Tau®= 0.00; Chi*=1.05, df=1 (P =0.31); F= 5% =-1D =5 b é 1D=
7 Testfor overall effect 2= 0.04 (P = 0.97) Favours mirtazapine Favours venlafaxine
8 Figure 503: 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
kang 20049 18 a6 a8 83 453% 2A7[1.00, 473
Paslakis 2010 16 ar 17 33 84TH 0.84 [0.51,1.38]
Total (95% CI) 123 116 100.0% 1.29 [0.49, 3.39]

Tatal events 34 25
Heterogeneity: Tau*=0.38; Chi*= 4,44 df=1(F =004} P=77%
Test for averall effect Z=0.452 (F = 0.60)

I 1 1
0.01 0.1 1 10
Favours venlafaxine Favours mirtazapine

100

9

10 Figure 504: Response (ITT)

11

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Benkert 2006 a0 127 ¥ 115 303% 122087, 1.77]
Guelfi 2001 49 T8 44 T4 OA23% 113087, 1.46]
kang 2009 34 a6 21 33 173% 1.56[0.98, 2 48]
Total (95% CI) 201 277 100.0% 1.22 [1.01,1.48]
Tatal events 133 102

Heterogeneity: Tau® = 0.00; Chi*= 146, df= 2 (P = 046} F= 0%

Test for averall effect Z=210(F=0.04)

0.01

178

1 1
0.1 1 10
Favours venlafaxine Favours mirtazapine
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1 Figure 505: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% Cl
Benkert 2006 17 127 28 115 7i8% 0.55[0.32, 0.94] —
Guelfi 2001 4 78 12 A 18.4% 0.34 011, 1.00] —
kang 2009 3 a6 3 83 BE% 0.97 [0.20, 4 BF] -1
Total (95% CI) 201 277 100.0% 0.53 [0.33, 0.84] S -
Tatal events 24 43
?et?;ogenelwl:lT?ru t:ZD_Dg gghlpz—1ﬁzn4ulff: 2{P=054) F=0% T o n oo
2 estfor overall effest 7= 268 (F=0. ) Favours mirtazapine Favours venlafaxine
3 Figure 506: Discontinuation due to any reason including SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% ClI
Benkert 2006 39 127 47 115 385% 074043, 1.08] —H
Guelfi 2001 18 T8 28 AT T% 0.65[0.35, 1.08] -
kang 2009 35 a6 45 83 4358% 073053 1.01] —H
Total (95% CI) 201 277 100.0% 0.73 [0.59, 0.90] &
Tatal events el 121
i 2 _ - = — — SR = I } } |
_Il—_ietnta;ogeneltyl.lT?fu t—g_ﬂg g:?hlp_—uﬁznaulgf_ 2iP=0289F=0% 007 o 10 100
4 estfor overall effest 2= 287 (F=0. ) Favours mirtazapine Favours venlafaxine
5 Figure 507: Sleeping difficulties change score
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
kang 2009 -4 47 T3 -33 42 53 100.0% -0.18[F0.53,018]
Total (95% CI) 73 53 100.0% -0.18 [-0.53, 0.18]
Heterogeneity: Mat applicakle 5_1 5 55 p é 10:
Testfor overall effect: 2= 0.98 (F = 0.33) Favours mirtazapine Favours venlafaxine
s More severe: Mirtazapine versus trazodone
9 Figure 508: 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% Cl
Halikas 1995 25 a0 20 50 24.3% 1.25[0.81,1.94]
Yan Moffaert 19950 B 100 51 100 7F58% 1.20[0.93,1.53]
Total (95% CI) 150 150 100.0% 1.21 [0.97, 1.50]
Total events a6 71
iity: == Shif= = = R= I } 1 } |
?ehta;ogenelwl.lT?ru ;)_EP?,;CEEhlP—_DD.DDSé df=1{FP=0286),F=0% 0o 01 i 10 100
10 estfor overall effect 2=1.72 (F=0.08) Favours trazodone Favours mirtazapine
11 Figure 509: Discontinuation due to SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Halikas 1994 ¥ a0 q a0 FEA% 0.781[0.31,1.93]
Yan Moffaert 19950 2 100 4 100 23.9% 0.40[0.08, 2.01] — &7
Total (95% CI) 150 150 100.0% 0.66 [0.30, 1.46] B _d
Total events ] 14
o = — . - —_ —_ R - I Il 1 ]
Heterogeneity: Tau®=0.00; Chi*= 050, df=1(P=048) F=0% 'D.D1 0!1 1'D 1DD'

Testforoverall effect. 2=1.02 (F=0.31) Favours mirtazapine Favours trazodone

12
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1 Figure 510: Discontinuation due to 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% Cl
Halikas 1995 11 a0 16 50 39.6% 0.69 [0.36,1.33]
YWan Moffaert 19950 26 100 23100 B04% 113 [0.68,1.84]
Total (95% CI) 150 150 100.0% 0.93 [0.58, 1.50]
Total events ar 349

Heterogeneity: Tau®=0.04; Chi*=1.41, df=1(P=023), F=29%

J J
0.1 1 10

S i n.m 100
2 Testforoverall effect 2= 0.31 (P =0.76) Fawours mirtazapine Favours trazodone
3 Figure 511: 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, 95% CI
Yan Moffaert 1995h 743 183 74 67 218 77 100.0% 0.36[0.04, 0.68]
Total {95% CI) 74 77 100.0% 0.36 [0.04, 0.68]
Heterageneity: Mot applicahle 5_1 0 % b % 1D=
Testtor overall efiect 2= 2.13 (F = 0.03) Favours trazodone  Favours mirtazapine
6 More severe: Trazodone versus placebo
7 Figure 512: Depression symptomatology endpoint
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Sheehan 2009a 1.8 g 202 132 81 04 &09% -0.17 [-0.37, 0.02]
Zhang 2014 108 64 183 138 B9 180 491% -0.45 [-0.66,-0.24] | |
Total {95% CI) 3a5 384 100.0% -0.31 [-0.58, -0.04] +
Heterogeneity: Tau®= 0.03; Chi*=3.61, df=1 (P = 0.08), F=72% 5_1 0 % o :LJ 1D=
8 Testfor averall effect £=2.24 (P =0.03 Favours trazodone Favours placebo
9 Figure 513: 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% Cl
Sheehan 20093 114 82 207 -33 T8 04 A24% -0.26 [-0.46, -0.08]
Zhang 2014 -11.07  BA5 183 -B29 65 180 476% -0.43 [-0.63,-0.22] |
Total (95% CI) 385 384 100.0% -0.34 [-0.50, -0.18] f
Heterogeneity: Tau®=0.00; Chi*=1.31,df= 1 (P = 0.25), F= 23% 5_1 0 55 b :ij 1IZ|=
10 Testfor overall effect: 2= 4.09 (P =< 0.0001) Favours trazodone Favours placebo
11 Figure 514: 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
Sheehan 2009a 72 208 A5 206 537% 1.11 [0.84, 1.48]
Zhang 2014 G& 192 40 190 46.3% 1.681 [1.15, 2.26] -
Total (95% Cl) 308 396 100.0% 1.32[0.91, 1.90]
Total events 137 105
Heterageneity: Tau®= 005, Chi®=2.82, df=1 (P =0.049); F= 65% o1 0 ] 10 100

Testfor overall effect Z=1.48(F=014

12
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1 Figure 515: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
Zunningham 1994 43 T 41 TE  18.8% 1.04 [0.78, 1.38] -
Escobar 1980 a 13 A 12 3.6% 1.23[0.60, 2.50] -1
Goldberg 1980 36 62 7 B2 13.2% 1.33[0.94, 1.90] ™
Halikas 18495 20 a0 17 a0 G.7% 118070, 1.97] -1
Sheehan 20095 109 206 34 0 30.7% 1.30 [1.08, 1.60] Ll
Zhang 2014 109 142 7 190 26.9% 1.61 [1.28, 2.02] -
Total (95% Cl) 600 596 100.0% 1.31 [1.14, 1.50] L]
Total events 3245 242
Heterogeneity: Tau®=0.00; ChiF= 593, df=5(F=0.31); F=16% IIJ.IJ1 Df1 1'U 1UUI

Test for overall effect Z= 3.86 (P = 0.0001) Favours placebo  Favours trazodone

2

3 Figure 516: 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% CI
Cunningharm 1994 18 T 3 TE O 19.2% A.9211.82,19.28] e —
Escobar 1980 i} 13 i} 12 Mot estimable
Galdberg 1980 2 G2 2 G2 2% 1.00[0.15, 6.88]
Halikas 1895 q a0 3 a0 17.2% 3.00[0.86,10.43] B —
Sheehan 20093 25 208 G 206 35.3% 417 [1.75, 9.94] —
Zhang 2014 11 182 4 180 M11% 2.72[0.88, 8.40] T
Total (95% Cl) 600 596 100.0% 3.48 [2.07, 5.83] -
Total events [a14] 18
Heterogeneity: Tau®= 0.00; Chi®= 2.80, df= 4 (P = 0.53); F= 0% ID o1 051 150 1DDI

Tastfor overall effect 2= 4.72 (F < 0.00001) Favours trazodone Favours placebo

4

5 Figure 517: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cunningharm 1994 35 T 32 76  26.4% 1.08[0.75,1.59] -
Escobar 1980 2 13 5 12 1.6% 0.37[0.08, 1.56] e ——
Goldherg 1980 12 G2 11 B2 6.3% 1.09[0.52, 2.28] —
Halikas 19495 16 a0 14 50 9.5% 1.14 [0.63, 2.08] B o
Sheehan 2008a G2 206 43 206 30.0% 1.441[1.03, 2.02] i
Zhang 2014 47 192 43190 261% 1.08[0.75, 1.55] -
Total (95% CI) 600 596 100.0% 1.16 [0.97, 1.40] »
Total events 174 148
Heterogeneity: Tau®= 0.00; Chi*=4.35, df= 5 (P =0.50); F= 0% 0o o 0 o0

Test for overall effect Z=1.61 (F=0.11) Favours trazodone  Faveurs placebo

6

7 Figure 518: Sleeping difficulties change score

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% Cl
Fhang 2014 -6.4 41 183 -45 43 180 1000% -0.45 [-0.6E, -0.24]
Total (95% CI) 183 180 100.0% -0.45 [-0.66, -0.24] +

10 5 0 5 10
Favours trazodone Favours placebo

Heterogeneity: Mot applicable
Testfor averall effect Z= 4.25 (F = 0.0001)
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1 More severe: Trazodone versus SSRIs

2 Figure 519: 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
94.1.1 versus fluoxetine
Fudge 19590 65 51 14 a4 q 17 167% -0.251[-0.85, 0.49]
Zhao 2006 137 84 54 a.8 T 58 I78% 0.61[0.23, 0.949] =
Subtotal {95% CI) 70 75  44.2% 0.23 [-0.60, 1.07]

Heterogeneity: Tau?= 0.28; Chi*= 4.50, df= 1 (P = 0.03); F= 78%
Test for overall effect; Z = 0.55 (P = 0.59)

94.1.2 versus paroxetine

Kasper 2005k 6.3 449 54 6.1 4.85 53 278% 0.04 [0.34, 0.42]

Subtotal {95% CI) 55 53 27.5% 0.04 [-0.34, 0.42]

Heterogeneity: Mot applicable

Testfor overall effect: Z=0.20 (P =0.84)

94.1.3 versus sertraline

Munizza 2006 8.6 7.32 g2 45 B3 59 28.3% -013[-0.449, 0.23]

Subtotal {95% CI) 62 59  28.3% -0.13 [-0.49, 0.23]

Heterogeneity: Mot applicable

Testfor overall effect Z=072 (P=0.47)

Total (95% CI) 187 187 100.0% 0.10 [-0.28, 0.48]

Heterogeneity; Tau®= 0.10; Chi*= 9.61, df= 3 (P = 0.02); F= 69% I—'ID % 3 é 1D=

Test for averall eﬁec.t: F=051 (P; 061} Favours trazodone Favours SSRI
3 Test for subgroup diferences: Chi*= 081, df=2 (P = 0.67), F= 0%

4 Figure 520: 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
94.2.1 versus fluoxetine
Beasley 19913 -134 77 a7 -12.2 7.2 63 17.8% -0.23[F0.59,0.13] -
Fudge 1990 -7 347275107 16 -14.8 714422844 17 87% -0.39 [1.09, 0.31] -T
Zhao 2006 -15.4 1.1 a5 -20.7 9.4 a8 17.2% 0.581[0.14,0.89] l
Subtotal (95% CI) 127 138 43.8% 0.00 [-0.57, 0.57] L

Heterogeneity: Tau®= 0.20; Chi®*=9.58 df=2 (P=0.008), F=73%
Test for overall effect: £= 0.00 {F = 1.00})

94.2.2 versus paroxetine

Kasper 2005h -14.6 4849 85 -18 495 53 17.2% 0.08 [0.30, 0.46] T
Teutsui 2000 -3.7 9.2 108 121 92 108 21.2% 0.26 [F0.01,0.53] o
Subtotal (95% CI) 160 159 38.3% 0.20 [-0.02, 0.42] '

Heterogeneity: Tau®= 0.00; Chi*= 047 df=1{P=0458),F=0%
Testfor overall effect: £=1.77 (P = 0.08)

94.2.3 versus sertraline
Munizza 2006 -124 9.06 62 -11.5 8.3 59 17.9% -0.16 [0.52, 0.20] -
Subtotal (95% CI) 62 59 17.9% 0.16 [-0.52, 0.20] 4
Heterogeneity: ot applicable

Testfor averall effect: Z= 0.88 (P = 0.38)

Total (95% CI) 349 356 100.0% 0.05 [-0.20, 0.30] [}
Heterogeneity: Tau®= 0.06; Chi*=13.02, df= 6 (P = 0.02); F= 62% 5_1 g 55 7 é 1U=
Testfor overall effect: £= 042 (P = 0.67) Favours trazodone  Favours SSRI

5 Testfor subgroup differences: Chi*= 2,92, df=2 (P = 0.23), F=31.5%
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Treatment of a new episode of more severe depression

1 Figure 521: 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

94.3.1 versus fluoxetine

Beasley 1991a 16 61 23 65 16.0% 0.74[0.43,1.26] — T

Subtotal (95% CI) 61 65 16.0% 0.74 [0.43, 1.26] -

Total events 16 23

Heterogeneity: Mot applicahle

Testfor overall effect Z=110(F =027}

94.3.2 versus paroxetine

Kasper 2005k 38 a5 36 83 49.3% 1.02[0.79, 1.31] :

Subtotal (95% CI) 55 53 49.3% 1.02 [0.79, 1.31]

Total events 38 36

Heterogeneity. Mot applicable

Testfor overall effect, 2= 013 (F = 0.90)

94.3.3 versus sertraline

Munizza 2006 ar B2 29 B0 346% 1.23[0.89,1.72] 1:

Subtotal (95% CI) 62 60 34.6% 1.23[0.89,1.72]

Total events kN 29

Heterogeneity. Mot applicable

Testfor overall effect, Z=1.24 (F=0.21)

Total (95% CI) 178 178 100.0% 1.03 [0.82, 1.30] L 3

Total events 491 a3

Heterageneity: Tau = 0.01; ChF=264, df=2 (P=027); F=24% 'D.D1 UH 1'D 1IZIIZI'

Testfor overall effect Z=028(F=077) Favours SSRI Favours trazodone
2 Test for suboroup differences: Chif= 260, df=2 (P=0271.F=231%
3 Figure 522: 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% Cl

94.4.1 versus fluoxetine

Beasley 1991a 26 B 28 65 17.0% 0.99 [0.66, 1.48] o

Zhao 2006 il 2] 48 Bl 24.0% 0.67 [0.51, 0.88] -

Subtotal (95% CI) 120 126  41.0% 0.79 [0.54, 1.17] <

Total events ar Th

Heterogeneity, Tau®= 0.05;, Chi*= 259 df=1 {P=011), F=61%

Testfor overall effect Z=118(F=0.24)

94.4.2 versus paroxetine

Kasper 20050 48 a5 48 53 33.2% 0.96 [0.84,1.10] L

Subtotal (95% CI) 55 53 33.2% 0.96 [0.84, 1.10] L

Total events 4a 48

Heterageneity: Mot applicable

Test for overall effect: Z= 055 (F = 0.949)

94.4.3 versus sertraline

Munizza 2008 46 62 ar B0 258% 1.20[0.54, 1.54] K

Subtotal (95% CI) 62 60 25.8% 1.20 [0.94, 1.54]

Total events 45 ar

Heterageneity: Mot applicable

Testfor overall effect Z=1 46 (F=014)

Total (95% CI) 237 239 100.0% 0.94 [0.75, 1.17] L 3

Total events 151 161

Heterogeneity: Tau®= 0.03; Chi®= 996 df=3 (P =002, F=70% I t f |

] 0.0 0.1 10 100

Test far overall effect: Z= 055 {F = 0.58) Favours SSRI Favours trazodone

4 Test for subaroup differences: Chi®= 382, df=2(P=015), F=47 6%
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Treatment of a new episode of more severe depression

1 Figure 523: Discontinuation due to SE

2

Beasley 1991a 3] [ g 65 31.3% 0.71[0.27, 1.88] —
Subtotal (95% CI) 61 65 31.3% 0.71 [0.27, 1.88] i
Total events 3 ]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.69 (F = 0.49)
94.5.2 versus paroxetine
Kasper 2005k 3 a5 il a3 8.4% B.75[0.36,127.62] s
Tsutsui 2000 17 109 18 116 471% 1.21 [0.63, 2.249] z
Subtotal (95% CI) 164 169 52.5% 1.56 [0.46, 5.34]
Total events 20 14
Heterogeneity, Tau®=0.35;, Chi*=1.30, df=1 (P = 0.25), F= 23%
Testfor overall effect. Z=0.71 (F=0.48)
94.5.3 versus sertraline
Munizza 2006 2 B2 G B0 16.2% 0.32[0.07, 1.54] I —
Subtotal (95% CI) 62 60 16.2% 0.32 [0.07, 1.54] —oui——
Total events 2 G
Heterogeneity. Mot applicable
Testfor overall effect, Z=1.42 (F=0.16)
Total (95% CI) 287 294 100.0% 0.91 [0.45, 1.83] e
Total events 28 30
Heterogeneity: Tau’zI 017, ChF=442 di=3 (P=02%;F=32% 'D.D1 DH 1'D 1DD'
Testfor overall effect Z=028(F=078) Favours trazodone  Favours SR
Test for subaroup difierences: Chi#= 250, df=2(P=02,F=199%
3 Figure 524: Discontinuation due to 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% Cl
94.6.1 versus fluoxetine
Beasley 1991a 23 B 20 65 28.2% 1.23[0.75, 1.949]
Fudge 1990 2 17 4 21 27% 0.62[0.13, 2.98] T
Zhao 2008 4 a9 3 B 3.2% 1.38[0.32, 5.90] I F—
Subtotal (95% CI) 137 147 34.0% 1.17 [0.75, 1.83] L 2
Total events 28 27
Heterogeneity, Tau*=0.00; Chi*=0.72, df= 2 (F=070), F=0%
Testfor overall effect. Z=0.71 (F=0.48)
94.6.2 versus paroxetine
Kasper 20050 5 a5 il 53 0.8% 1061 [0.60, 187.23] +
Teutsui 2000 44 109 41 116 58.2% 1.14 [0.82, 1.60] :
Subtotal (95% CI) 164 169 60.0% 2.24[0.28, 17.85]
Total events L] 11
Heterogeneity: Tau®=1.588; Chi*= 244 df=1 (P=012), F=59%
Test for overall effect Z= 076 (F=0.44)
94.6.3 versus sertraline
Munizza 2008 5 62 L] B0 5.9% 0.60[0.21,1.74] ———
Subtotal (95% CI) 62 60 5.9% 0.60 [0.21, 1.74] .
Total events ] a
Heterageneity: Mot applicable
Test far overall effect: Z= 093 {F = 0.358)
Total (95% CI) 363 376 100.0% 1.13 [0.87, 1.46] »
Total events a3 Th
Heterageneity: Tau®= 0.00; Chi*=4 45 df=8(F=048) F=0% 'D.D1 0:1 1'D 1IZIIZI'

Experimental Control

Study or Subgroup Events  Total

Events Total

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

Risk Ratio
M-H, Random, 95% CI

94.5.1 versus fluoxetine

Testfar overall effect: Z= 093 {F = 0.35)

Test for subaroup differences: Chi*=1.75, df=2(P=042,F=0%

184

Favours trazodone Favours SSRI

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

(November 2021)
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Treatment of a new episode of more severe depression

1 More severe: Trazodone versus TCAs

2 Figure 525: Depression symptomatology at 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
95.1.1 versus amitriptyline
Altarnura 198583 1065 948 32 1063 943 32 332% 0.00[0.43 0.449)
Moises 1981 163 4.7 16 107 BS 200 207% 0.68 [0.00,1.36]
Subtotal {95% CI) 48 52 53.9% 0.30 [-0.36, 0.96]

Heterogeneity: Tau?= 0.14; Chi*= 2.51, df= 1 (P = 0.11); F= 60%
Test for overall effect; Z = 0.88 (P = 0.37)

95.1.2 versus clomipramine

Smeraldi 1998h 21 127 ar 186 12 a8 461% 0.43[0.06, 0.80] ;
Subtotal {95% CI) 57 58  46.1% 0.43 [0.06, 0.80]

Heterogeneity: Mat applicable

Test for overall effect: =230 (P=0.02)

Total (95% CI) 105 110 100.0% 0.34 [-0.01, 0.69] P
Heterogeneity; Tau®= 0.03; Chi*= 3.03, df= 2 (P = 0.22); F= 34% I i T I {
Testf Il effect; Z=1.92 (P = 0.0 10 S 0 5 10
Eestioroverall EC_' =1.82( - ) Favours trazodone Favours TCA
3 Test for subgroup diferences: Chif=013, df=1{P=072), F= 0%
4 Figure 526: 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
95.2.1 versus amitriptyline
Maoises 1981 -9 663098786 16 -14.2 428541856 20 225% 0.93[0.24,1.63] -
Subtotal (95% CI) 16 20  22.5% 0.93 [0.24,1.63] ‘
Heterogeneity: ot applicable
Testfor overall effect: Z= 2.63 (P = 0.009)
95.2.2 versus clomipramine
Smeraldi 1998h -101 9.14904367 a7 159 9.02718118 a8 TT.A% 0.63[0.26,1.01] u
Subtotal (95% CI) 57 58 T7.5% 0.63 [0.26, 1.01] +
Heterogeneity: Mot applicable
Test for overall effect: £= 3.31 (P = 0.000&)
Total (95% CI) 73 78 100.0% 0.70 [0.37,1.03] 4
Heterogeneity: Tau?= 0.00; Chi*= 055, df=1 (P = 0.46); F= 0% 5_1 0 IS B é 1D=
Test for overall effect: Z= 416 (P = 0.0001) Favours trazodone Favours TCA

5 Test far subgroup differences: Chi*= 055, df=1 (P = 0.46), F= 0%
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1 Figure 527: Response (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
95.3.1 versus amitriptyline
Gaoldherg 1980 36 62 27 B0 29.9% 1.29[0.81,1.83] T
Maoises 1981 i} | 13 27 16.6% 040017, 0.93] —
Subtotal (95% CI) 83 82 46.5% 0.77 [0.24, 2.43] ""‘
Total events 41 40

Heterogeneity, Tau®= 0.599; Chi"= 6.47, df=1 (F=0.01); F= 359%
Testfor overall effect Z= 045 (F = 0.69)

95.3.2 versus clomipramine

Smeraldi 1998h 18 ar 28 88 26.45% 0.65[0.41,1.04] —
Subtotal (95% CI) 57 58 26.5% 0.65 [0.41, 1.04] L
Total events 18 28

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

95.3.3 versus imipramine

Escobar 1980 g 13 14 15 27.0% 0.66 [0.42 1.03] —=

Subtotal (95% CI) 13 15  27.0% 0.66 [0.42, 1.03] L 2

Total events 8 14

Heterogeneity. Mot applicable

Test for overall effect, Z=1.81 (F=0.07)

Total (95% CI) 153 155 100.0% 0.74 [0.46, 1.18] <

Total events a7 az

Heterogeneity Tau*= 016, Chi*=10.92 df=3(FP=001), F=73% o 0 1 Py

Testfor overall effect Z=1.26 (F=0.21)

. ) Favours TCA Favours trazodone
2 Test for subaroun difierences: Chif=007, df=2(P=047, F=0%

3 Figure 528: 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% CI
95.4.1 versus amitriptyline
Ather 1985 ] a1 8 a0 88.4% 1.10[0.46, 2.63]
Galdberg 1980 2 62 2 6O 11.9% 0.97 [0.14, 6.65] —
Kerr 1984 ] 36 3 38 a1% 0.145[0.01, 2.82] *
Subtotal (95% CI) 149 148 75.3% 0.94 [0.44, 2.03] e
Total events 11 13
Heterogeneity, Tau*=0.00; Chi*=1.72, df= 2 (F=042), F=0%
Testfor overall effect. Z= 015 (F=0.88)
95.4.2 versus clomipramine
Smeraldi 1998h 4 a7 4 58 247% 1.02[0.27, 3.87] . E—
Subtotal (95% CI) 57 58 24.7% 1.02 [0.27, 3.87] —nli——
Total events 4 1
Heterogeneity. Mot applicable
Test for overall effect, Z2=0.03 (F = 0.98)
95.4.3 versus imipramine
Escobar 1580 a 13 a 15 Mot estimable
Subtotal (95% CI) 13 15 Not estimable
Total events a a
Heterageneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 219 221 100.0% 0.96 [0.49, 1.87] -
Total events 15 ir
Heterogeneity: Tau’zI 0.00; ChF=1.71,di=3 (P=0E64);, F=0% 'D.D1 Df1 1'D 1IZIIZI'
Testfor overall effect Z=012 (F = 0.91) Favours trazodone Favours TCA
4 Test for subaroup diferences: Chi*=0.01, df=1 (FP=0492, F=0%
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Treatment of a new episode of more severe depression

1 Figure 529: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
95.5.1 versus amitriptyline
Altamura 1989a 4 36 5 37 6.2% 0.82[0.24, 2.82] —
Ather 1985 13 a1 10 50 17.9% 1.27 [0.62, 2.63] -
Goldberg 1980 12 62 7 B0 12.7% 1.66[0.70, 3.93] -
Kerr 1954 11 36 ] 38 166% 1.29[0.61, 2.74] -
Moises 1981 ] 21 2 22 4.0% 2.62[0.57,12.06] -
Subtotal (95% CI) 206 207 57.5% 1.36 [0.91, 2.04] -
Total events 45 33
Heterogeneity, Tau®=0.00; Chi*=1.60, df=4 (FP=0.81); F=0%
Testfor overall effect Z=1.49(F=014)
95.5.2 versus clomipramine
Smeraldi 1998h 26 a7 18 58 41.5% 1.47 [0.91, 2.37] T
Subtotal (95% CI) 57 58 41.5% 1.47 [0.91, 2.37] -
Total events 25 14
Heterogeneity. Mot applicable
Testfor overall effect Z=1.598(F=011)
95.5.3 versus imipramine
Escobar 1980 2 13 il 15 11% 5.71[0.30,108.22] +
Subtotal (95% CI) 13 15 1.1% 5.71 [0.30, 109.22] ——e R —
Total events 2 a
Heterogeneity. Mot applicable
Test for overall effect Z=1.16 (F=0.248)
Total (95% CI) 276 280 100.0% 1.43 [1.05, 1.94] &
Total events T3 a1
Heterageneity: Tau = DEIEI, Chi —_2.53, df =6 {F=087) F=0% 'D.D1 DH 1'D 1IZIIZI'
Testfor overall effect Z= 227 (F=0.02) Favours trazodone Favours TCA
Test for subaroun difierences: Chif=092, df=2(FP=063, F=0%

4 More severe: Trazodone versus venlafaxine
5 Figure 530: 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% ClI
Fagiolini 2020 108 649 164 91 B 1582 741% 0.27 [0.05, 0.449]
Smeraldi 1998h 21 127 a7 161 107 85 259% 0.41[0.04,0.749]
Total {95% Cl} 222 207 100.0% 0.31 [0.12, 0.50] (]
Heterogeneity: Tau®=0.00; Chi*=0.41, df=1 (P =052 F=0% =-1D 55 D % 1D=

6

Testfor averall effect 2= 3.17 (F=0.002)

7 Figure 531: Depression symptomatology change score

Experimental

Control

Std. Mean Difference

Favours trazodone Favours venlafaxine

Std. Mean Difference

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

Fagiolini 2020 -1248 6.82 165 -147 6.56 152 B1.9% 0.27 [0.05, 0.49]

Smeraldi 1998k -10.1 914904367 57 -151 762036745 55 381% 0.59[0.21,0.97] L

Total (95% CI) 222 207 100.0% 0.39 [0.09, 0.70]

Heterogeneity: Tau®=0.03; Chi*=2.05, df=1 {P=0.148);, F=51% i’ 55 ﬁ é 10
Testfor overall effect: 2= 2.51 (P = 0.01) Favours trazodone Favours venlafaxine
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Treatment of a new episode of more severe depression

1 Figure 532: 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
Fagialini 2020 ad 166 7188 100.0% 0.73[0.86, 0.95]
Total (95% CI) 166 158 100.0%  0.73 [0.56, 0.95] L 3
Total events a9 T
P . I | Il |
it m
2 estfor averall effect Z=2.38 (P =0.02) Favours venlafaxine Fawvours trazodone
3 Figure 533: 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
Cunningham 1994 43 T 47 Tl 25.0% 0.86 [0.66, 1.11]
Fagialini 2020 101 166 111 158 BV 4% 087 [0.74,1.07
Smeraldi 19980 18 ar 26 a5 7 E% 067042 1.07]
Total (95% Cl) 300 285 100.0% 0.85 [0.74, 0.96] 4
Total events 162 184
i 2 - . - —_ - SR - ! } 1 ]
?etnta;ugenem;.lT?fu ;gfg';hlp_—gogg{ df=2 (F=048), F=0% o o ] A 100
4 estfor overall effect Z=2.51 (P =0.01) Favours venlafaxine Favours trazodone
5 Figure 534: Discontinuation due to SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cunningham 1994 18 T 13 T O433% 1.29[0.68, 2.44] —i—
Fagialini 2020 25 166 15 158 484% 1.59[0.87, 2.900 —i—
Smeraldi 19980 4 a7 3 a5 23.3% 1.29[0.30, 4.449] I R —
Total (95% CI) 300 285 100.0% 1.43 [0.94, 2.17] .
Total events ar Kl
Heterogeneity, Tau®=0.00; Chi®= 0.23, df=2 (P =0.89); F=0% :EI T EI=1 1:0 100:
6 Test for overall effect. Z=1.67 (P=0.10) Favours trazodone Favours venlafaxine
7 Figure 535: Discontinuation due to 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
Cunningham 1994 35 T i T2 O343% 1.31[0.88,1.949] T
Fagialini 2020 48 166 35 158 386% 1.31[0.90, 1.900 T
Smeraldi 19380 26 ar 20 85 ZT1% 1.251[0.80,1.97] =
Total (95% Cl) 300 285 100.0% 1.29 [1.02, 1.63] >
Total events 109 ao
ity == S Chir= = = = } } } |
Heterageneity: Tau®=0.00; Chi*=0.02, df=2 (F=0899);, F=0% 007 0 10 100

Test for overall effect Z=215 (P =003

Favours trazodone  Favours venlafaxine

10 More severe: Trazodone + CBT individual versus placebo +

11 CBT individual

12 Figure 536: 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
Klieser 1988 144 81 10 241 949 9 100.0% -1.03 [F2.00,-0.08]
Total (95% CI) 10 9 100.0%  -1.03[-2.00,-0.06] .
Heterogeneity: Mot applicable t t t |

Testfor overall effect Z2=2.08 (F=0.04)

13
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1 Figure 537: 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
Klieser 1988 9 11 3 14 1000% 3.82[1.3510.81]
Total (95% CI) 11 14 100.0% 3.82[1.35,10.81] el
Total events 9 3
e -0 R W
estfor overall effect 7= 2.52 (P = 0.01) Favours placebo + CBT  Favours trazodone + CBT

2

3 Figure 538: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Klieser 1988 i} 11 i 14 Mot estimahle
Total (95% CI) 1 14 Not estimable
Total events i} a
?et?;ugenemrl:l Nfoft afﬂlmfbler o oo 0 10 o0
estioroverall efiecl. Mot applicable Favours trazodone + CBT Favours placebo + CBT

4

5 Figure 539: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Klieser 1938 1 11 ] 14 100.0% 0.25[0.03,1.87]
Total (95% CI) 1 14 100.0%  0.25[0.03, 1.87] —ee N —
Total events 1 g
e - T h_w
estfor overall effect Z=1.34 (F = 0.18) Favours trazodone + CBT Favours placebo + CBT

8 More severe: Trazodone + CBT individual versus
o amitriptyline + CBT individual

10 Figure 540: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Klieser 1988 144 81 10 108 102 10 100.0% 0.37 [-0.51, 1.26]
Tatal (95% CI) 10 10 100.0% 0.37 [-0.51, 1.26]
Heterogeneity: Mot applicable =-1D 55 7 t 1D=
1 1 Testfor overall effect: 2= 0.83 (F = 0.41) Favours trazodone + CBT Favours amitriptyline+CBT
12 Figure 541: 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
klieger 1988 q 11 g 12 100.0% 1.23[0.75, 2.00]
Total (95% CI) 1 12 100.0%  1.23 [0.75, 2.00]
Total events ] g
o : | ) , |
e s 0 T— i o w
13 estfar overall effect: £= 0.82 (F = 0.41) Favours amitriptyline+CBT Favours trazodone + CBT
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1 Figure 542: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
klieser 1988 1] 1 a 12 Mat estimable
Total {95% CI) 11 12 Not estimable
Total events 1} 0
?et?;ugenemrl:l Nfurt at;.:lﬂllctablel_ o o o n oo
estioraverall enect Not applicable Favours trazodone + CBT Favours amitriptyline+CBT

2

3 Figure 543: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Klieser 1988 1 11 212 100.0%  0.55[0.06,5.21]
Total (95% CI) 11 12 100.0%  0.55[0.06, 5.21] e —
Total events 1 2
estforoverall effect 7= 0.53 (F = 0.60) Favours trazodone + CBT  Favours amitriptyline+CBT

6 More severe: Supervised high intensity exercise individual
7 versus no treatment

8 Figure 544: 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
Hemat-Far 2012 166 BY 1m0 228 49 10 9.8% -0.99 [-1.93,-0.08] -]
Huipeng 2013 87 44 3l 118 38 33 358% -0.74 [-1.24,-0.25] L
Jinchun 2015 801 33 34 726 442 35 38.0% -0.57 [-1.05,-0.09] 4
Khoshnah 2017 27.27 6.491 14 30 4.37 15 16.4% -0.48 [-1.21,0.28] -1
Total (95% CI) 95 93 100.0% -0.66 [-0.95, -0.36] +
Heterogeneity: Tau?= 0.00; Chi*= 0.96, df= 3 (P = 0.81% F= 0% =-1D % D % 1D=
Testfor overall effect Z= 4.38 (P = 0.0001) Favours exercise Favours no treatment

9

10 Figure 545: 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% CI IV, Random, 95% CI
Hernat-Far 2012 -84 456563249 10 -1 339926463 10 47.0% -1.76 [2.83,-0.69] ——
Khoshnab 2017 =213 6.2 15 -1.56 31 15 53.0% -0.11 [0.83, 0.60]
Total (95% CI) 25 25 100.0% -0.89 [-2.50,0.72]
Heterogeneity: Tau®=1.14;, Chi*=6.31, df=1 (P = 0.01}); F= 84% =-1D =5 b é 10!
Testfor overall efiect: 2=1.08 (P = 0.28) Favours exercise Favours no treatment

11

12 Figure 546: 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
Huipeng 2013 16 35 q 33 100.0% 1.68 [0.86, 3.26] T
Total (95% CI) 35 33 100.0%  1.68 [0.86, 3.26] -
Total events 16 9
P f I | Il |
13 estfor overall effiect Z=1.52 (P=0.13) Favours no treatment Fawvours exercise
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1 Figure 547: Discontinuation due to 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% ClI
Hemat-Far 2012 a 10 a 10 Mot estimable
Total (95% CI) 10 10 Not estimable
Total events a a
!l-_ietnta;ugenmtyl:l Nf?t atpﬁjllctablell N IIJ.IZI1 Df1 1IIJ 1UUI
Bslior overall efiect Motapplicahle Favours exercise Favours no treatment

2

3 Figure 548: 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% Cl
Jinchun 2015 50.07 5.1 35 4477 4.85 35 1000% 1.04 [0.54, 1.54]
Total (95% CI) 35 35 100.0% 1.04 [0.54, 1.54] L 2
Heterogeneity: Mot applicable 5_1 0 =5 : é 1D=
Testfor overall effect Z= 4.08 (P = 0.0001) Favours no treatment Favours exercise

6 More severe: Exercise individual versus SSRI

7 Figure 549: Depression symptomatology endpoint

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
100.1.1 Supervised high intensity exercise individual versus sertraline
Khashnab 2017 2727 BA1 15 282 621 15 100.0% -0.14 [-0.86, 0.57]
Subtotal (95% CI) 15 15 100.0% -0.14 [-0.86, 0.57]

Heterogeneity: Mot applicable
Testfor overall effect 2= 039 (P =070

10 -5 0 5 10
Favours exercise Favours SSRI
8 Test for subaroup differences: Mot applicable

9 Figure 550: 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
100.2.1 Supervised high intensity exercise individual versus sertraline
khoshnab 2017 -213 B2 18 -1.92 6.2 18 22.8% -0.03 [0.75, 0.68]
Subtotal (95% CI) 15 15 22.8% -0.03 [-0.75, 0.68]

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

100.2.2 Unsupervised high intensity exercise individual versus sertraline

Blumenthal 2007/Hoffran 2011 -7 B9 53 -B1 BT 49 TT.2% -0.15[-0.53,0.24]
Subtotal (95% CI) 53 49  T7.2% -0.15 [-0.53, 0.24]
Heterogeneity: Mot applicable

Test for overall effect: 2= 0.73 (P = 0.46)

Total {95% CI) 68 64 100.0% -0.12 [-0.46, 0.22]
Heterageneity: Tau®=0.00; Chi®=0.07 df=1 {P=0.79); F= 0% l 1 T t |
. -10 -9 0 g 10
Test for overall effect: Z= 0,69 (P = 0.4 Favours exercise Favours SSRI
10 Test for subaroup differences: Ghif= 0L07. df= 1 (P = 0.78), F= 0%
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1 Figure 551: 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
100.3.1 Supervised high intensity exercise individual versus sertraline
Blumenthal 1999/ abyak 2000 249 53 27 48 G8.1% 0840487, 1.22]
Subtotal (95% CI) 53 48 58.1% 0.84 [0.57,1.22]
Total events 25 27

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.91 (F = 0.36)

100.3.2 Unsupervised high intensity exercise individual versus sertraline

Blurnenthal 2007 Hofftman 2011 21 53 23 49 41.9% 0.84[0.54,1.32] :[—
Subtotal {95% Cl) 53 49 41.9% 0.84 [0.54, 1.32]
Total events 21 23

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.74 (F = 0.4B)

Total {(95% CI) 106 97 100.0% 0.84 [0.63,1.12] &
Total events 46 a0
Heterogeneity: Tau : 0.00; Chi*=0.00, df=1(P=0.88); F=0% T T 1 o0
Testfor overall effect: Z=1.18 (P = 0.24) Favours S5R1 Favours exercise
2 Testfor subgroup differences: Chi*=0.00, df=1 (P =0.98), F= 0%

3 Figure 552: Discontinuation due to 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
100.4.1 Supervised high intensity exercise individual versus sertraline
Blumenthal 1999/Bahyak 2000 14 53 7 48 55.6% 1.81[0.80,4.11] -
Subtotal (95% CI) 53 48  55.6% 1.81 [0.80, 4.11] -
Tatal events 14 7

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.42 (F=016)

100.4.2 Unsupervised high intensity exercise individual versus sertraline

Blumenthal 2007/Hoffman 2011 3 53 7 49 44.4% 0.40([0.11,1.45] —a—
Subtotal (95% CI) 53 49 44.4% 0.40 [0.11, 1.45] =il
Total events 3 7

Heterogeneity: Mot applicable
Testfor overall effect Z=140(F=0.16)

Total (95% Cl) 106 97 100.0% 0.92 [0.21, 4.08] —ealiii-—
Total events 17 14
Heterogeneity: Tau = 0.86; Chi*=3.80,df=1(P=0058);F=74% T e 10 o0
Testfor overall effect: Z=0.11 (F=0892) Favours exercise Favours SSRI
4 Testfor subaroup differences: Chi*= 3.78, df=1 (P=0.09), F=73.5%

5 Figure 553: Remission at 6-12 month follow-up (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
100.5.1 Supervised high intensity exercise individual versus sertraline
Blumenthal 19998 ahyak 2000 kil 44 20 47 46.2% 1.48[1.02,2.14] L
Subtotal {95% CI) 44 42 46.2% 1.48 [1.02, 2.14] -
Total events kil 20

Heterogeneity: Mot applicable
Testfor overall effect: 2= 2.07 (F=0.04)

100.5.2 Unsupervised high intensity exercise individual versus sertraline

Blumenthal 2007/Hofiman 2011 32 53 26 49 53.8% 1.14[0.81,1.60] t
Subtotal (95% CI) 53 49 53.8% 1.14 [0.81, 1.60]
Total events 32 26

Heterogeneity, Mot applicable
Testfor overall effect: Z=0.74 (F = 0.46)

Total (95% CI) a7 91 100.0% 1.28 [0.99, 1.66] >
Total ewents 53 46
Heterageneity Tau = DPD; Chi =_1 04,df=1(F=0313F=4% o o 1 o0
Testfor overall effect. £2=1.91 (P = 0.06) Favours SSRI Favours exercise
6 Test for subagroup differences: Chi*=1.04, df=1 (FP=0311. F=4.0%
192

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



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

1 Figure 554: Quality of life endpoint

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 85% CI IV, Fixed, 85% Cl
100.6.1 Supervised high intensity exercise individual versus sertraline
Blumenthal 1939/Babyak 2000 19 874 53 2.4 9Mm 48 100.0% -0.27 [[0.66,0.172]
Subtotal (95% CI) 53 48 100.0% -0.27 [-0.66, 0.12]

Heterageneity: Mat applicable
Testfor overall effect Z=1.34 (P=018)

10 -5 0 5 10
Favours SSRI Favours exercise

Test for subgroup differences: Mot applicable

4 More severe: Exercise individual + AD versus AD

5 Figure 555: 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
101.1.1 Supervised high intensity exercise individual + sertraline versus sertraline
khoshnab 2017 248 63 18 282 6.2 18 301% -0.83 [-1.26, 0.20] —&r
Siqueira 2016 11.38 3494 20 1264 574 0 414% -0.25 [-0.87, 0.37] 5.
Subtotal (95% CI) 35 35 T1.5% -0.37 [-0.84, 0.11] L

Heterogeneity, Tau®= 0.00; Chi*= 032, df=1 (F=0.57) F=0%
Testfor averall effect: Z=1.52 (F=0.13)

101.1.2 Supervised high/low intensity exercise individual + any AD versus any AD

Legrand 2016 231 818 25 2829 1247 10 28.5% -0.63[-1.38,012] —

Subtotal (95% CI) 25 10 28.5% 0.63[1.38,0.12] P

Heterogeneity: Mot applicable

Testfor averall effect Z=1.65 (P =010}

Total (95% Cl) 60 45 100.0% -0.44 [-0.84, -0.04] *

Heterogeneity, Tau®= 0.00; Chi*= 066, df= 2 {P=0.72), F=0% 5_1 0 =5 5 % 1IZI=

Test for averall effect Z= 217 (P=0.03) Favours exercise + AD  Favours AD
6 Test for subgroup differences: Chif=0.34, df=1 (P = 0.56), F=0%
7 Figure 556: Depression symptomatology change score

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

101.2.1 Supervised high intensity exercise individual + sertraline versus sertraline

Khoshnab 2017 -4.83 12.85 15 192 62 15 526% -0.26 [-0.98, 0.46]

Subtotal {95% CI) 15 15 52.6% -0.26 [-0.98, 0.46]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.70 (F = 0.48)

101.2.2 Supervised highilow intensity exercise individual + any AD versus any AD

Legrand 2016 -1377 8451 5 641 10 10 474% -0.80 [-1.56,-0.04] -

Subtotal (95% CI) 25 10 AT4% -0.80 [-1.56, -0.04] L 2

Heterogeneity: Mot applicable

Test for overall effect Z=2.07 (F = 0.04)

Total (95% Cl) 40 25 100.0% -0.52 [-1.05, 0.02] &

Heterogeneity: Tau®= 0.01; Chi*=1.048, df=1 (P=030); F= 5% =-1D % o % 1D=

Test for overall effect £=1.88 (F = 0.08) Favours exercise + AD Favours AD
8 Test for subgroup differences: ChifF=1.05, di=1({P=030, F=5.0%
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1 Figure 557: 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
101.3.1 Supervised high intensity exercise individual + sertraline versus sertraline
Blumenthal 1999/Babyak 2000 26 s} 27 43 100.0% 0.84 [0.58,1.22]
Subtotal {95% CI) 55 48 100.0%  0.84 [0.58,1.22]
Total events 26 27

Heterogeneity: Mot applicable
Testfor overall effect: £= 091 (P = 0.26)

0.01 0.1 1 10 100
. . Favours AD  Favours exercise + AD
2 Testfor subagroup differences: Mot applicable

3 Figure 558: 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
101.4.1 Supervised high/low intensity exercise individual + any AD versus any AD

Legrand 2016 g 25 110 100.0%  3.60[0.52, 24.84) —t
Subtotal (95% CI) 25 10 100.0% 3.60 [0.52, 24.84] —

Total events ] 1
Heterogeneity; Mot applicahle
Testfor overall effect Z=1.30(F=0.19)

0.01 0.1 110 100
. . Favours AD  Favours exercise +AD
4 Testfor subgroup differences: Mot applicable

5 Figure 559: 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% CI
101.5.1 Supervised high intensity exercise individual + sertraline versus sertraline
Blumenthal 1999 Bahyak 2000 ] 55 ] 48 100.0% 087027, 283
Sigueira 2016 i 29 i 28 Mot estimahble
Subtotal (95% CI) 84 76 100.0% 0.87 [0.27, 2.83]
Total events ] ]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.23 (F=082)

0. 0.1 i 10 100
. . Favours exercise + AD  Favours AD
6 Testfor subaroup differences: Mot apnlicable

7 Figure 560: Discontinuation due to 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
101.6.1 Supervised high intensity exercise individual + sertraline versus sertraline
Blumenthal 199%/Bahyak 2000 11 58 7 48 42.8% 1.37 [0.58, 3.26] ——
Siqueira 2016 ] 29 g 28 50.2% 1.09[0.49, 2.41] T
Subtotal (95% CI) 84 76 93.0% 1.21 [0.67, 2.17]
Total events 20 15

Heterogeneity: Tau?=0.00; Chi*= 015, df=1 {F=070); F=0%
Testfor overall effect Z=0.63 (F=0.43)

101.6.2 Supervised high/low intensity exercise individual + any AD versus any AD

Legrand 2016 3 248 1 10 7.0% 1.20[0.14,10.21] N
Subtotal (95% CI) 25 10 7.0% 1.20 [0.14,10.21] ——ee——
Total events 3 1

Heterogeneity: Mot applicable
Testfar averall effect Z=017 (P =087}

Total (95% Cl) 109 86 100.0% 1.21 [0.69, 2.13] e 2
Total events 23 16
Heterngeneity; Tau®= 0.00; Chi*= 0,15, df= 2 (P = 0.93); F= 0% ID.D1 0?1 150 1005
Testfor overall effect Z= 066 (P =0.491) Favours exercise + AD  Favours AD
8 Testfor subgroup differences: Chif=0.00, df=1 (P =099, F=0%
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1 Figure 561: 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% Cl M-H, Fixed, 95% Cl
101.7.1 Supervised high intensity exercise individual + sertraline versus sertraline
Blumenthal 1999/Babyak 2000 25 s} 20 42 100.0% 0.95[0.62,1.47]
Subtotal {95% CI) 55 42 100.0%  0.95[0.62,1.47]
Total events 25 20

Heterogeneity: Mot applicable
Testfor overall effect: Z=021 (P=0.283)

0.01 0.1 1 10 100
Fawours AD Favours exercise + AD

2 Testfor subagroup differences: Mot applicable

3 Figure 562: Quality of life endpoint

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight
101.8.1 Supervised high intensity exercise individual + sertraline versus sertraline

Blumenthal 1999/Babyak 2000 214 849 85 214 am 45 100.0% 0.00[-0.39, 0.39]
Subtotal (95% CI) 55 48 100.0% 0.00 [-0.39, 0.39]

Heterogeneity: Mot applicable
Testfor averall effect Z=0.00 (P =1.00)

Std. Mean Difference Std. Mean Difference
IV, Fixed, 95% CI IV, Fixed, 95% CI

, | |
-10 -5 ] ] 10
Favours AD Favours exercise + AD

Testfor subagraup differences: Nat apnlicable

6 More severe: Supervised high intensity exercise individual +
7 sertraline versus no treatment

8 Figure 563: 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% Cl
Khashnah 2017 248 B3 18 30 437 15 100.0% -0.93 F1.659,-017]
Total (95% CI) 15 15 100.0% -0.93 [-1.69, -0.17] <
A e ey T S L
9 estfor overall effect: Z= 2.41 (P = 0.02) Favours exercise+serrali Favours no treatment
10 Figure 564: Depression symptomatology 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
Khashnah 2017 -483 1255 15 -1.86 31 15 100.0% -0.32 [-1.04, 0.40]
Total {95% CI) 15 15 100.0% -0.32 [-1.04, 0.40]
ity i I 1 T 1 |
et 050 i T
11 estior overall effect: 7= 0.86 (F = 0.34) Favours exercise+sertrali  Favours no freatment
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1 More severe: Exercise group versus no treatment

2 Figure 565: 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% Cl
103.1.1 Supervised low intensity exercise group
Roy 2018 15 4493 20 13.85 316 20 49.3% 0.27 [-0.35, 0.90]
Subtotal (95% CI) 20 20 49.3% 0.27 [-0.35, 0.90]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.86 (F = 0.39)

103.1.2 Supervised high intensity exercise group

Guifeng 2014 663 117 35 B.22 269 35 60.7% -1.23[1.75,-0.72] L
Subtotal (95% CI) 35 35 50.T% -1.23 [[1.75,-0.72] L 2

Heterogeneity: Mot applicable
Testfor overall effect Z=4.71 (P = 0.00001)

Total (95% CI) 55 55 100.0% -0.49 [-1.97, 0.98] *-
Heterogeneity: Tau®=1.05; Chi*=13.38, df=1 (F=0.0003), F=93% f ! 1 ! {
Testf Il effect: Z=0.65 (P = 0.51 1o S v s 1
estior overall effect. £=1. ( - ) Favours exercise Favours no freatment
3 Testfor subaroup differences: Chif=13.38, df=1 (P=0.0003), F= 92.5%

4 Figure 566: Depression symptomatology change score

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
103.2.1 Supervised low intensity exercise group
Foy 2018 -4.3 3.45194872 200 -27 273890489 20 100.0% -0.50 113, 0.13]
Subtotal {95% CI) 20 20 100.0% -0.50 [1.13,0.13]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.586 (P=012)

-0 -5 0 5 10
Favours exercise group Favours no freatment

5 Test for subgroup differences: Mot applicable

6 Figure 567: 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
103.3.1 Supervised high intensity exercise group
Guifeng 2015 13 35 B 35 100.0% 217 (093, 5.08] t
Subtotal (95% CI) 35 35 100.0% 217 [0.93, 5.05]
Total events 13 B

Heterogeneity. Mot applicable
Test for averall effect: Z=1.79 (F=0.07)

0.01 01 10 100
Favours no treatment Fawvours exercise

7 Testfor subaroup differences: Mot applicable

8 Figure 568: Discontinuation due to 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
103.4.1 Supervised low intensity exercise group
Roy 2018 3 23 3 23 100.0% 1.00[0.22, 4.44]
Subtotal (95% CI) 23 23 100.0%  1.00 [0.22, 4.45]
Total events 3 3

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.00 {F =1.00)

0.01 0.1 1 10 100
Favours exercise group Favours no treatment

Testfor subaroup differences: Mot applicable
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Treatment of a new episode of more severe depression

1 More severe: Supervised low/high intensity exercise group

2 versus TAU

3 Figure 569: 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
Singh 2005 1039 614 3\ 144 B 19 100.0% -0.65[-1.22,-0.08]
Total (95% CI) 35 19 100.0%  -0.65[-1.22, -0.08] &
e e - 0o SR S B
4 estfor overall effect 2= 2.22 (P = 0.03) Favours exercise group Favours TAL
5 Figure 570: 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
Singh 2004 -8.33 406 35 -53 401372645 13 100.0% -0.74 [-1.32,-0.16]
Total (95% Cl} 35 19 100.0% -0.74 [-1.32, -0.16] L 2
Heterogeneity: Mot applicable =-1D 55 5 % 1D=
6 Test for overall effect: £=2.51 (F=0.01) Favours exercise group Favours TAU
7 Figure 571: 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
Singh 2005 16 40 4 20 100.0% 200 (077, 5.20] I
Total (95% CI) 40 20 100.0%  2.00[0.77,5.20] B
Total events 16 4
8 estioroverall effect 2= 1.42(F =015 Favours TAL Favours exercise group
9 Figure 572: Discontinuation due to 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
Singh 2005 g 40 1 20 1000%  250[0.31,159.99]
Total (95% CI) 40 20 100.0% 2.50 [0.31,19.99] ——e———
Total events i 1
10 estior overall sffect Z= 0.88 (F = 0.38) Favours exercise group Favours TAL
11
12 More severe: Supervised high intensity exercise group
13 versus sertraline
14 Figure 573: 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
Elumenthal 2007/Hoffman 2011 -72 B9 a1 -1 BT 43 100.0% -0.16 [-0.85,0.23]
Total (95% CI) 51 49 100.0% -0.16 [-0.55, 0.23]
Heterogeneity: Mot applicable =-1D =5 ﬁ é 1D=
15 Testforoverall effect Z=0.80 (P = 0.42) Favours exercise Favours sertraline
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1 Figure 574: 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
Blumenthal 2007/Hoffrman 2011 23 51 23 49 426% 0.56 [0.63, 1.47]
Herman 2002 25 53 29 48 57.4% 0.78[0.54,1.13]
Total (95% CI) 104 97 100.0% 0.85[0.65,1.13]
Total events 48 52
?et?;ogenmwl:lT?fu :ZDPE;;DSMP:_DD.SESE, df=1(P=047), F=0% b o 1 5 o0
estfor overall effect: Z=1.13 (= 0.26) Favours sertraline Fawvours exercise

2

3 Figure 575: Discontinuation due to 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
Blumenthal 2007/Hoffrman 2011 10 51 7 49 46.3% 1.37[0.87, 3.32] —i—
Herman 2002 14 53 7 48 537% 1.81 [0.80, 4.11] ——
Total {95% CI) 104 97 100.0% 1.59 [0.87, 2.90] -
Total events 24 14
?ehta;ogenewl:lT?ru :ZDPE;;NP:_DE.IaDé df=1{P =085, F=0% T 1 10 o0
estfor averall effect 2= 1.52 (F = 0.13) Favours exercise Favours seriraline

4

5 Figure 576: Remission at 12-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
Blumenthal 2007Hoffman 2011 29 g1 26 49 100.0% 1.07 [0.74, 1.53]
Total (95% CI) 51 49 100.0%  1.07 [0.75,1.53]
Total events 29 26
Heterogeneity: Mot applicable I 1 1 t |
o _ 0.o1 IR 1 10 100
Testfor overall effect 2= 0.38 (F = 0.70) Favours sertraline Favours exercise

8 More severe: Supervised high intensity exercise group
9 versus unsupervised high intensity exercise individual

10 Figure 577: 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
Elumenthal 2007/Hoffman 2011 -T2 B9 51 -7 68 53 100.0% -0.01 [-0.40, 0.37]
Total {95% CI) 51 53 100.0% 0.0 [-0.40, 0.37]
Heterogeneity: Mot applicahle =-1D 55 D :ij 105
Testforoverall effect Z= 0.07 (P =094 Favours exercise group Favours exercise individu

11

12 Figure 578: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% Cl M-H, Fixed, 95% Cl
Blurnenthal 2007/Hoffman 2011 23 51 21 53 100.0% 1.14[0.73,1.78]
Total (95% CI) 51 53 100.0%  1.14[0.73,1.78]
Total events 23 21

ity i I t T 1 |
i W

13 estfor overall effect 7= 0.56 (F =10.57) Favours exercise individu Favours exercise group
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Treatment of a new episode of more severe depression

1 Figure 579: Discontinuation due to any reason

2

8

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Blumenthal 2007/Hoffrman 2011 10 51 3 53 100.0% 3.46[1.01,11.87]
Total {95% CI) 51 53 100.0% 3.46 [1.01,11.87] e
Total events 10 3
Heterageneity: Mot applicable I t t {
e _ 0.01 0.1 10 100
Testfor overall effect Z=1.95 (F=0.05) Favours exercise group Favours exercise individu
3 Figure 580: Remission at 12-month follow-up (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
Blumenthal 2007 Hoffman 2011 29 a1 32 53 100.0% 0.94 [0.68, 1.30]
Total {95% CI) 51 53 100.0%  0.94 [0.68, 1.30]
Total events 29 32
Heterogeneity; Mot applicable I t 1 t |
o _ 0.01 0.1 1 10 100
Testfor overall effect Z= 036 (F=0.72) Favours exercise individu Favours exercise group
7 Figure 581: 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
107.1.1 Supervised low/high intensity exercise group + sertraline versus sertraline
hfurri 2014 776 437 74117 59 472 100.0% -0.79 [-1.18,-0.40] !
Subtotal {95% CI) 79 42 100.0% -0.79 [-1.18, -0.40]
Heterogeneity: Mot applicable
Test for overall effect: Z=4.00(F = 0.0001)
T -5 0 5 10
. . Favours exercise + SSRI Favours SSRI
Testfor subaroup differences: Mot apnlicable
9 Figure 582: 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, 85% CIl
107.2.1 Supervised low/high intensity exercise group + sertraline versus sertraline
Murri 2015 -1218 2.93 79 -B7 4.0348482 42 100.0% -1.03 [-1.43,-0.63] !
Subtotal (95% CI) 79 42 100.0% -1.03 [-1.43, -0.63]
Heterogeneity: Mot applicable
Testfor overall effect: Z=5.09 (P = 0.00001)
10 -5 0 10

10

Testfor subagraup differences: Nat apnlicable
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Treatment of a new episode of more severe depression

1 Figure 583: 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
107.3.1 Supervised high intensity exercise group + sertraline versus sertraline
Herman 2002 29 a5 28 48 50.3% 0.87 [0.62,1.23]
Subtotal (95% Cl) 55 48  50.3% 0.87 [0.62,1.23]
Total events 29 29

Heterogeneity: Mot applicable
Testfor overall effect Z=0.79 (P =0.43)

107.3.2 Supervised low/high intensity exercise group + sertraline versus sertraline

Murri 2014 £1 74 18 47 497% 1.71[1.20,2.43] i
Subtotal (95% CI) 79 42 49.7% 1.71 [1.20, 2.43] <&
Total events 61 14

Heterogeneity: Mot applicable
Testfor overall effect Z£=2.96 (P = 0.003)

Total (95% Cl) 134 90 100.0% 1.22 [0.63, 2.36] RS
Total events a0 48
Heterogeneity: Tau?= 0.20; Chi*=7.27, df=1 {F = 0.007%; = B6% I f f |
. 0.01 01 10 100
Testfor overall effect Z=0.53 (P = 0.36) Favours SSRI Favours exercise + SSRI
2 Test for subgroup differences: Chi*=7.20, df=1 (P =0.007), F=86.1%

3 Figure 584: Discontinuation due to 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
107.4.1 Supervised high intensity exercise group + sertraline versus sertraline
Herrman 2002 11 a5 7 48 55.3% 1.37 [0.58, 3.26] —ii—
Subtotal (95% CI) 55 48 55.3% 1.37 [0.58, 3.26] i
Total events 11 7

Heterogeneity: Mot applicable
Testfor averall effect Z= 072 (P =0.47)

107.4.2 Supervised low/high intensity exercise group + sertraline versus sertraline

Murri 2014 ] T8 G 42 447% 0.80[0.30, 2.09] ——
Subtotal (95% CI) 79 42 A4.7% 0.80 [0.30, 2.09] e
Total events 9 53

Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.46 (P = 0.65)

Total (95% CI) 134 90 100.0% 1.08 [0.57, 2.05] e 3
Total events 20 13

iy = — . - —_ —_ B - I Il 1 ]
Heterogeneity: Tau = DPD, Chi -_D.ET, di=1(P=041),F=0% o o A oo
Testror ovarall effect 2= 0.22 (P = 0.82) Favours exercise + 33RI Favours SSRI

Test for subgroun differences: Chif= 067, df=1 (P=0410, F=0%

6 More severe: Yoga group versus waitlist

7 Figure 585: 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
Umadevi 2013 345 38 20 1282 568 23 100.0% -1.87 F2.60,-1.14]
Total (95% CI) 20 23 100.0% -1.87 [-2.60, -1.15] &>
Heterageneity: Mot applicable 5_1 0 55 3 % 1D=
8 Test for overall effect; £=5.04 (P = 0.000013 Favours yoga group Favours watlist
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1 Figure 586: 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
Umadeyi 2013 -10.55 2.99030085 20 -2.31 3.768248493 23 100.0% -2.36[-3.158,-1.586]
Total (95% CI) 20 23 100.0% -2.36 [-3.15, -1.56] L 2
Heterogeneity: Mot applicable 5_1 2 55 D é 1D=
Testfor owerall effect: Z=5.81 (P = 0.00001) Favours yoga group  Favours waitlist

2

3 Figure 587: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Umadevi 2013 10 30 7 30 100.0% 1.43[0.63, 3.29]
Total (95% CI) 30 30 100.0%  1.43 [0.63, 3.25]
Total events 10 T
e et e -0 0 O O SO T
estfor overall effect: = 0.85 (F = 0.40) Favours yoga group Favours waitlist

4

5 Figure 588: 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% CIl
Urnadevi 2013 G3.65 813 20 4647 BB 23 100.0% 2.01[1.26, 2.76]
Total (95% CI) 20 23 100.0% 2.01 [1.26, 2.76] <&
Heterogeneity; Mot applicable =-1D 55 2 % 1D=
Test for owverall effect: Z=5.28 (P = 0.00001) Favours waitlist Favours yoga group

s More severe: Yoga group versus imipramine

9 Figure 589: 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
Janakiramaiah 2000 83 &n6 14 63 78 15 100.0% 0.24 [[0.48, 0.95]
Total (95% Cl) 15 15 100.0% 0.24 [-0.48, 0.95]
e N EE S S S
estforoverall effect 7= 0.64 (F = 0.52) Favours yoga group  Favours imipraming

10

11 Figure 590: Depression symptomatology change score

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
Janakiramaiah 2000 -16.8 568858506 15 -16.4 523020076 15 100.0% -0.07 [-0.79, 0.64]
Total (95% CI) 15 15 100.0% -0.07 [-0.79, 0.64]
Heterogeneity: Mot applicable I_1 0 =5 ﬁ é 1D=
Testfor overall effect Z=019 (P =0.85) Favours yoga group  Favours imipraming

12

13 Figure 591: 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
Janakiramaiah 2000 10 14 11 15 100.0% 0.91 [0.47, 1.449]
Total (95% CI) 15 15 100.0%  0.91 [0.57, 1.45]
Total events 10 ih!
T PR T
14 estfor overall effect 2= 0.40 (P = 0.69) Favours imipramine Favours yoga group
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2 More severe: Yoga group + any AD versu

3 Figure 592: Depression symptomatology endpoint

s any AD

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
Sharma 2005 .27 437 15 11.53 426 15 100.0% -0.74 [1.48,0.01]
Total (95% CI) 15 15 100.0% 0.74 [-1.48, 0.01] <
Heterageneity: Mat applicable 5_1 0 % 3 % 10:
4 Testfor overall effect £=1.94 (P = 0.04) Favours yoaa group + AD  Favours any AD
5 Figure 593: 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
Sharma 2005 -13 308304233 15 -7.84 282502891 15 100.0% -1.64 [2.48,-0.80]
Total (95% Cl) 15 15 100.0%  -1.64 [-2.48, -0.80] S
Heterogeneity: Mot applicable 5_1 p 55 p é 105
6 Test for overall effect Z=3.81 {P = 0.0001) Favours yoga group+any AD  Favours any AD
7 Figure 594: 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% CI
Sharma 2005 7 14 2 19 100.0% 3.590[0.86,14.18] ]
Total (95% Cl) 15 15 100.0% 3.50 [0.86, 14.18] e
Total events 7 2
Heterogeneity: Mot applicable o 01 10 100

Testfor overall effect Z=1.76 (P =0.08)

10 More severe: Traditional acupuncture ve

11 Figure 595: Remission (ITT)

Favours any AD  Favours yoga group + AD

rsus waitlist

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Allen 2006 8 53 4 52 100.0% 1.86[0.63,612] ]
Total (95% CI) 53 52 100.0%  1.96[0.63,6.12] —sat—
Total events g 4
Heterogeneity: Mot applicable 'D.D1 0:1 1'0 1EIEI'

Testfor overall effect Z=1.16 {F = 0.25)

12

13 Figure 596: Response (ITT)

Favours waitlist Favours acupunciure

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Allen 2006 11 53 gq 52 100.0% 1.20 [0.54, 2.65]
Total (95% CI) 53 52 100.0%  1.20 [0.54, 2.65]
Total events 11 q
Heterogeneity: Mot applicable 'EI.D1 Df1 1| 1'E| 1E|E|'

Testfor overall effect: 2= 0.45 (P = 0.65)

14
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Treatment of a new episode of more severe depression

1 Figure 597: Discontinuation due to 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
Allen 2006 11 53 g 52 100.0% 1.35[0.59, 3.09]
Total (95% CI) 53 52 100.0%  1.35[0.59, 3.08]
Total events 11 8
Testfof overal eflect 2. 0.1 (7= 0.45 oot 0 1' LY
estfor overall effect 2= 0.71 (F = 0.48) Favours acupuncture Fawvours waitlist

4 More severe: Acupuncture versus sham acupuncture

5 Figure 598: 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
112.1.1 Traditional acupuncture versus traditional non-specific point acupuncture
Fu 2008 138 56 88 186 66 98 79.2% -0.78 [-1.09,-0.47] [ |
Subtotal (95% CI) 88 88 T79.2% -0.78 [1.09, -0.47] [

Heterogeneity: Mot applicable
Test for overall effect: Z=4.99 (F = 0.00001)

112.1.2 Laser acupuncture versus inactive laser acupuncture

Quah-Smith 2013 9.28 655 25 1414 478 22 208% -0.83 [-1.42,-0.23] —
Subtotal (95% CI) 25 22 208%  -0.83[1.42 -023] <&
Heterogeneity: Mot applicable

Test for overall effect: Z=2.70 (P = 0.007)

Total (95% CI) 113 110 100.0% -0.79 [1.06, -0.52]  J
Heterogeneity: Tau®= 0.00; Chi®=0.02, df=1 (P =0.890), F=0% =—1D 55 b % 1D=
Testfor overall effec.t Z=587(F < 0.00001) Favours acupuncture Favours sham acupuncture

6 Test for subgroun differences: Chif= 002, df=1 (P =0490), F= 0%

7 Figure 599: 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
112.2.1 Electroacupuncture versus sham electrostimulation at non-specific points with no current
Andreescu 2011 -4 6.2 23 -7 74 22 385.3% 0.07 [0.51, 0.6E6]
Subtotal {95% CI) 23 22 35.2% 0.07 [-0.51, 0.66]

Heterageneity: Mot applicable
Testfor overall effect Z=0.24 (P = 0.81)

112.2.2 Laser acupuncture versus inactive laser acupuncture

Quah-Smith 2005 -16.1 407 14 BB FTT112 302%  -1.50[2.38,-0.61] —a—
Quah-Smith 2013 -11.74 455377216 26 -6.01 216234001 22 346%  -1.20[1.82,-057] -
Subtotal (95% CI) 39 34 64.8% 130 [-1.81,.0.78] <

Heterogeneity: Tau®= 0.00; Chi*=0.29, df=1 (P = 0.59); F= 0%
Test for overall effect Z=4.97 (P = 0.00001)

Total {95% CI) 62 56 100.0% -0.84 [1.82,0.14] B
Heterogeneity: Tau®= 0.62; Chi*=12.21, df= 2 (P = 0.002); F= 84% =-1D =5 é 1D=
Testfor overall effect 2= 1.63 (P = 0.09) Favours acupuncture Favours sham acupuncture

8 Test for suboroun differences: Chi®=11.92, df=1 (P = 0.0006). F=91.6%
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1 Figure 600: 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
112.3.1 Traditional acupuncture versus traditional non-specific point acupuncture
Allen 2006 g 53 16 52 29.2% 0.491[0.23,1.08] —
Subtotal (95% Cl) 53 52 29.2% 0.49 [0.23, 1.05] .
Total events g 16

Heterogeneity: Mot applicahle
Testfor overall effect: £=1.84 (P =0.07)

112.3.2 Electroacupuncture versus sham electrostimulation at non-specific points with no current
Andreescu 2011 ] 28 10 289 294% 0.93[0.45,1.95] —a—
Subtotal (95% CI) 28 29 20.4% 0.93 [0.45, 1.95] i
Total events 9 10
Heterogeneity: Mot applicahle

Testfor overall effect 2= 019 {P = 0.85)

112.3.3 Laser acupuncture versus inactive laser acupuncture

Quah-Smith 2005 ] 16 3 14 253% 263 [0.88, 7.82] T

Quah-Smith 2013 14 25 122 161%  12.32[1.76, B6.26] R —
Subtotal (95% CI) 1 36 41.4% 4.73[0.95, 23.44] e ——

Total events 23 4

Heterogeneity: Tau®= 077, Chi*= 218, df=1 (P =0.14); F= 54%
Testfar overall effect Z2=1.90 {P = 0.06)

Total (95% CI) 122 117 100.0% 1.52 [0.52, 4.47] — i
Total events 40 30
Heterogeneity: Tau®= 0.88; Chi®= 13.71, df= 3 (P = 0.003); F= 78% ID m 051 150 le
Testfor overall effec.t: Z=077 (p:. 0.44) Favours sham acupuncture Favours acupuncture
2 Test for subgroup differences: Chi®=6.48, df=2 (P=0.04), F=59.2%

3 Figure 601: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
112.4.1 Traditional acupuncture versus traditional non-specific point acupuncture
Allen 2006 11 53 19 52 51.8% 0.57 [0.30, 1.07] ——
Subtotal (95% CI) 53 52 51.5% 0.57 [0.30, 1.07] B
Tatal events 11 19
Heterageneity: Mot applicahle
Test for overall effect: Z=1.74 (P = 0.08)
112.4.2 Laser acupuncture versus inactive laser acupuncture
Quah-Smith 2013 18 248 4 22 485% 3.96[1.58, 9.93] —a—
Subtotal (95% CI) 25 22 48.5% 3.96 [1.58,9.93] s
Tatal events 18 4
Heterageneity: Mot applicahle
Test for overall effect £= 2.93 (F = 0.003)
Total {95% CI) 78 74 100.0% 1.46 [0.21, 9.89] ——e
Total events 29 23
?et?;ugenemrl:l T?ru t=Z1_Tr‘g ?(‘}ghlp=_101 ??04, df=1 (P = 00008 F=91% o 01 1 100
estioroverall & EC,' =038¢ - ) Favours sham acupuncture Favours acupuncture
4 Test for subaroup differences: Chi®=11.48, df=1 (P = 0.0007), F=91.4%
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1 Figure 602: Discontinuation due to 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
112.5.1 Traditional acupuncture versus traditional non-specific point acupuncture
Allen 2006 11 53 7 52 47.6% 1.54 [0.65, 3.67]
Subtotal (95% Cl) 53 52 47.6% 1.54 [0.65, 3.67]
Total events 11 7

Heterogeneity: Mot applicahle
Testfor overall effect: £=0.98 (P = 0.33)

112.5.2 Electroacupuncture versus sham electrostimulation at non-specific points with no current

Andreescu 2011 5 28 7 289 342% 0.74[0.27, 2.08] — &
Subtotal (95% CI) 28 29 34.2% 0.74 [0.27, 2.06] il
Total events ] 7

Heterogeneity: Mot applicahle
Testfar overall effect 2= 0.58 {P = 0.56)

112.5.3 Laser acupuncture versus inactive laser acupuncture

Quah-Smith 2005 2 16 2 14 10.8% 088014, 5.432] "
Quah-Smith 2013 3 25 1 22 7hA% 2.64[0.30, 23.58]

Subtotal (95% CI) 4 36 18.2% 1.38 [0.34, 5.59] —e
Total events g 3

Heterogeneity: Tau®=0.00; Chi*=0.58, df=1 {F = 0.44);, F= 0%
Testfor overall effect Z2=0.45 {P = 0.66)

Total (95% CI) 122 117 100.0% 1.17 [0.65, 2.14] -
Total events 21 17
?eti;ogenenyl:lT?ru :ZDPE;;33h|P=_1D.?SQD, df=3{P=0E2), F=0% 'D.D1 Df1 1-0 100-
estior overall @ ec.. =053¢ T I Favours acupuncture Favours sham acupuncture
2 Test for subgroup differences: Chi®=1.21, df= 2 (P=0.55), F= 0%

3 Figure 603: Depression symptomatology change score 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
112.6.1 Laser acupuncture versus inactive laser acupuncture
Quah-Srmith 2005 -138 B.14 14 -81 7.44 11 100.0% -0B58 [1.51,013] !
Subtotal (95% CI) 14 11 100.0% -0.69 [-1.51,0.13]

Heterogeneity: Mot applicable
Test for overall effect Z=1.65 (P=010)

10 -5 0 5 10
Favours acupuncture Favours sham acupuncture

4 Test for subagroup differences: Mot applicable

5 Figure 604: Depression symptomatology change score at 3-month follow-up

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
112.7.1 Laser acupuncture versus inactive laser acupuncture
Quah-Smith 2005 -15.8 442 14 -94 64 11 100.0% -1.18F2.02,-0.29] t
Subtotal (95% CI) 14 11 100.0% 1.15[-2.02, -0.29]

Heterogeneity: Mot applicahle
Testfor overall effect: £=2.62 (P = 0.009)

y
-10 -5 0 5 10
Favours acupuncture  Favours sham acupuncture

6 Testfor subgroup differences: Mot applicable

7 Figure 605: 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
112.8.1 Laser acupuncture versus inactive laser acupuncture
Quah-Smith 2005 g 18 § 14 1000% 157 [0.69, 3.50] —_t
Subtotal (95% CI) 16 14 100.0%  1.57 [0.69, 3.50]
Total events 9 a

Heterogeneity: Mot applicable
Testfor overall effect: Z2=1.08 (P = 0.28)

0.01 0.1 10 100
Favours sham acupuncture Favours acupunciure

8 Testfor subgroup diferences: Not anplicable
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1 Figure 606: 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% CI M-H, Fixed, 95% CI
112.9.1 Laser acupuncture versus inactive laser acupuncture
Quah-Srmith 2005 12 18 4 14 100.0%  2.63[1.09,8.30] i
Subtotal (95% CI) 16 14 100.0%  2.63[1.09, 6.30]
Total events 12 4

Heterogeneity: Mot applicable
Testfor overall effect Z= 216 (F=0.03)

0.01 01 10 100
. . Favours sham acupuncture Favours acupuncture
2 Testfor subgroup diferences: Mot applicable

3 Figure 607: 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
112.10.1 Electroacupuncture versus sham electrostimulation at non-specific points with no current
Andreescu 2011 05 689 23 17 18 22 100.0% 0.29[-0.30, 0.88]
Subtotal (95% Cl) 23 22 100.0% 0.29 [-0.30, 0.88]

Heterogeneity: Mot applicahle
Testfor overall effect 2= 097 (P=0.33)

10 -5 0 5 10
Favours sham acupuncture Favours acupuncture

4 Testfor subaroup diferences: Mot applicable

5 Figure 608: 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% CIl IV, Fixed, 95% CI
112.11.1 Electroacupuncture versus sham electrostimulation at non-specific points with no current
Andreescu 2011 6.2 136 23 141 174 22 100.0% -0.80 [-1.09, 0.10]
Subtotal (95% Cl) 23 22 100.0% -0.50 [-1.09, 0.10]

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.64 (F=0.10)

\
10 -5 0 3 10
Favours sham acupuncture Favours acupuncture

6 Testfor subaroun diferences: Mot annlicable

7 Figure 609: Global functioning 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
112.12.1 Electroacupuncture versus sham electrostimulation at non-specific points with no current
Andreescu 2011 103 103 23 114 88 22 100.0% -0.11 [F0.70, 0.47)
Subtotal (95% Cl) 23 22 100.0% -0.11 [-0.70, 0.47]

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.38 (P =071}

10 -5 0 5 10
Favours sham acupuncture Favours acupuncture

Testfor subaroup diferences: Mot applicable
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1 More severe: Acupuncture versus SSRI

2 Figure 610: 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
113.1.1 Traditional acupuncture versus fluoxetine
D 2005 17 BT T8 147 a8 24 97% 0.20[0.245, 0.64] T
Fu 2003 TEOT3 32 87 BY 30 8.5% -0.15[-0.65, 0.39] -
Fu 2008 138 496 88 1489 B8 176 17 4% -0.17 [-0.43,0.09] -
Jiahui 2006 177 447 30 1896 4.61 30 8.3% -0.27 [-0.78, 0.24] -
Li 2004k 158 B 49 147 &8 24 B3.9% 0.02 [0.47, 0500 T
Pei 2006 135 42 g2 131 &7 58 128% 0.07 [0.29,0.43] T
Subtotal {95% CI) 330 344 65.7% -0.07 [-0.22, 0.09]

Heterogeneity: Tau®=0.00; Chi*= 3,39, df= 9 {F=0.64), F=0%
Testfor averall effect: Z=0.82 (P =0.41}

113.1.2 Traditional acupuncture versus paroxetine

Zhang 2005 112 23 43 108 32 43 106% 0.14 [-0.28, 0.57] T
Subtotal (95% CI) 43 43 10.6% 0.14 [-0.28, 0.57] [

Heterogeneity: Mot applicable
Test for averall effect: 7= 0.66 (P =0.51)

113.1.3 Electroacupuncture versus fluoxetine

Sun 2010 10 312 42 118 45 28 8.8% -0.48 [-0.86, 0.01] ]
Sun 2013 967 2.74 36 1212 4.38 28 7.9% -0.69 [-1.22,-0.16] -
Subtotal {95% CI) 78 53 16.T% -0.58 [-0.93, -0.22] L
Heterogeneity: Tau®=0.00; Chi*=0.34, df=1 (P = 0.56), F= 0%
Testfor overall effect: Z= 316 (P = 0.002)
113.1.4 Electroacupuncture versus paroxetine
Wang 2013 1375 6.23 24 11.38 7.6 24 7.0% 0.35[-0.22,0.82] T
Subtotal {95% CI) 24 24 7.0% 0.35 [-0.22, 0.92] ’
Heterogeneity: Mot applicable
Testfor overall effect Z=119 (P=0.23)
Total (95% Cl) 434 464 100.0% -0.09 [-0.27, 0.08] L
Heterogeneity: Tau®=0.03; Chi*= 1434, df=9 (P =0.11), F=37% I | } {
. -10 -5 a g 10
Testfar averall effect: Z=1.04 (P = 0.30} Favours acupuncture Favours AD
3 Test for subgroup diferences: Chi*= 1061, df= 3 (F=0.01), F=71.7%
4 Figure 611: Depression symptomatology change score
Experimental Control Std. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
113.2.1 Traditional acupuncture versus fluoxetine
Fu 2003 -2349 490713766 32 -209 456453722 30 25.6% -0.62[-1.14,-0.11] -
Jiahui 2006 -17.66 840487656 30 -17.12 861984339 30 257% -0.06 [[0.57, 0.44]
Subtotal {95% CI) 62 60 51.3% -0.34 [-0.89, 0.21]
Heterogeneity, Tau®=0.09; Chi*=2.34, df=1{F=013);, F=57%
Testfor overall effect: Z=1.22 (P =022
113.2.2 Electroacupuncture versus fluoxetine
Sun 2013 -13.69 227 36 -11.2 290434158 28 247% -0.97 [1.51,-0.42] -
Subtotal (95% CI) 36 25 24.7% -0.97 [-1.51, -0.42] L 3
Heterageneity: Mot applicable
Testfor overall effect: £= 3.50 (P = 0.0005)
113.2.3 Electroacupuncture versus paroxetine
Wang 2013 -10.895 430545003 24 -11.42 535058875 24 24.0% 0.10 [0.47, 0.66] RS
Subtotal {95% CI) 24 24 24.0% 0.10 [-0.47, 0.66] L 2
Heterogeneity: Mot applicable
Testfor overall effect: Z= 033 (P =074)
Total (95% CI) 122 109 100.0% -0.39 [-0.87, 0.08] .l
Heterogeneity: Tau®= 0.16; Chi*=9.59, df= 3 (P=0.02); F= 69% 5_1 0 55 D é 1D=

Testfor overall effect: Z=1.62 (P =011}

; ) Favours acupuncture Favours SSRI
5 Testfor subgroup differences: Chif=717, df=2 (P =003, F=721%
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1 Figure 612: 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
113.3.1 Traditional acupuncture versus fluoxetine
Fu 2003 14 32 14 30 16.6% 0.94 [0.54, 1.62] e
Jiahui 2006 22 a0 22 30 536% 1.00[0.74,1.36] 1‘
Subtotal (95% CI) 62 60 T0.2% 0.98 [0.75, 1.29]
Total events 36 36

Heterogeneity, Tau®= 0.00; Chi*=0.05,df=1 {(P=083); F=0%
Test for overall effect Z=0.11 (F=0.91)

113.3.2 Electroacupuncture versus fluoxetine

Sun 2013 27 a0 15 25 29.8% 0.90[0.60, 1.36] :
Subtotal (95% CI) 50 25 29.8% 0.90 [0.60, 1.36]
Total events 27 14

Heterogeneity: Mot applicable
Test for overall effect; Z= 050 (F = 0.61)

Total (95% CI) 112 85 100.0% 0.96 [0.77, 1.20] L 3
Total events 63 a1
Heterogeneity; Tau?=0.00; Chi*= 0,18, df= 2 (P=0.91); F= 0% ID.D1 0?1 150 1DD=
Test for overall eﬁeclt: =037 (P : 0.71) Favours SSRI Favours acupuncture
2 Testfor subaroun differences Chf=013, df=1(P=072) F=0%

3 Figure 613: Discontinuation due to 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
113.4.1 Traditional acupuncture versus fluoxetine
Li 2004k 1 49 5 25 31.8% 0q01[0.01, 0.83] =
Subtotal (95% CI) 49 25  31.8% 0.10[0.01,0.83] ————
Total events 1 ]

Heterogeneity, Mot applicable
Test for overall effect Z= 214 (F=10.03)

113.4.2 Electroacupuncture versus fluoxetine

Sun 2013 14 &0 0 25 261% 14.781(0.92,238.19] = >
Subtotal {95% CI) 50 25 26.1% 14.78[0.92, 238.15] e —
Total events 14 0

Heterogeneity: Mot applicable
Test for overall effect; Z=1.90 (F = 0.06)

113.4.3 Electroacupuncture versus paroxetine

Wang 2013 a 32 10 34 421% 0.85[0.38, 1.88] i
Subtotal {(95% CI) 32 M4 4214% 0.85[0.38, 1.88]
Total events 2 10

Heterogeneity: Mot applicahle
Test for overall effect: £= 0.40 (P = 0.69)

Total (95% CI) 131 84 100.0% 0.91 [0.10, 8.31] ——e——
Total events 23 15

Heterogeneity, Tau®= 2,85, Chi*=8.73, df= 2 (P=001); F=77%
Test for overall effect: Z= 0.08 (F = 0.94)

Test for subaroup differences: Chif=7.97, df= 2 (P=002), F=74.9%

0.0 0.1 10 100
Favours acupuncture Favours SSRI
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1 More severe: Acupuncture versus TCA

2 Figure 614: 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
114.1.1 Electroacupuncture versus amitriptyline
Luo 1885 128 105 T 142 83 0 11.2% -014 072 0.44] -
Luo 1988 83 81 133 104 114 108 &7.8% -0.22 047, 0.04] N
an 2004 128 54 19 142 34 11 B.7% -0.28 [1.02,0.47] -
Subtotal (95% Cl) 179 139 75.6% -0.21 [-0.43, 0.01] #

Heterogeneity: Tau®= 0.00; Chi"=0.08, df= 2 {F = 096); F=0%
Testfor overall effect: Z=1.85 (P = 0.06)

114.1.2 Traditional acupuncture versus amitriptyline

Zhang 2007h 183 51 50 14 a 50 24.4% 0.06 [-0.33,0.44] Ld

Subtotal (95% Cl) 50 50 24.4% 0.06 [-0.33, 0.45] *

Heterogeneity: Mot applicable

Testfor averall effect Z=029(F =077

Total {95% CI) 229 189 100.0% -0.14 [-0.34, 0.05] [

Heterageneity: Tau®* = 0.00; Chi*=1.45 df=3 (P =069, F=0% 5_1 0 55 b é ‘IEII
Testforoverall effect Z=147 (P=014) Favours acupuncture  Favours TCA

3 Testfor subaroup differences: Chi*=1.37, df=1 {P=024}, P=27.0%

4 Figure 615: 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% CI1 IV, Fixed, 95% CI
114.2.1 Electroacupuncture versus amitriptyline
Luo 1985 -18F 716833314 27 152 549044625 20 100.0% -0.08 [-0.65, 0.50]
Subtotal (95% CI) 27 20 100.0% -0.08 [-0.65, 0.50]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.26 (P = 0.80)

10 -5 0 5 10
Favours acupuncture Favours TCA

5 Testfor suboroup differences: Mot applicable

6 Figure 616: 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% Cl
114.3.1 Electroacupuncture versus amitriptyline
Yan 2004 1] 19 0 11 Mot estimable
Subtotal (95% Cl) 19 1 Not estimable
Total ewents 1} a

Heterageneity: Mot applicable
Test for overall effect: Mot applicahle

0.01 0.1 10 100
) . Favours acupuncture Favours TCA
7 Test for subgroup differences: Mot applicable

8 Figure 617: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
114.4.1 Electroacupuncture versus amitriptyline
Yan 2004 1] 19 0 11 Mot estimahble
Subtotal (95% Cl) 19 1 Not estimable
Total ewents 1} a

Heterogeneity: Mot applicable
Test far overall effect: Mot applicatle

0.01 0.1 10 100
) . Favours acupuncture Favours TCA
Test for subgroup differences: Mot applicable
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1 More severe: Acupuncture + AD versus AD

2 Figure 618: Depression symptomatology endpoint

Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
115.1.1 Traditional acupuncture + paroxetine versus paroxetine
A2018 1035 367 50 1288 831 50 13.0% -0.57 [0.87,-0.17] -
Subtotal {95% CI) 50 50 13.0% -0.57 [-0.97, -0.17] *
Heterogeneity: Mot applicahle
Test for overall effect: £=2.81 (P = 0.009)
115.1.2 Traditional acupuncture + any SSRIversus any SSRI
Wang 2014a G.3 3.28 45 82 178 26 B.A% -0.66 [1.16,-0.17] -
Subtotal {95% CI) 45 26 8.5% -0.66 [-1.16, -0.17] &
Heterogeneity: Mot applicahble
Testfor overall effect: Z=2.62 (P = 0.009)
115.1.3 Electroacupuncture + fluoxetine versus fluoxetine
Duan 2009 101 54 46 127 44 44 11.8% -0.49 [-0.81,-0.07] -
Subtotal {95% CI) 46 44 11.8% -0.49 [-0.91, -0.07] L 2
Heterogeneity: Mot applicahle
Testfor overall effect: =227 (P=0.02
115.1.4 Electroacupuncture + paroxetine versus paroxetine
Zhang 20073 72 32 22 98 41 20 5.3% -0.70[1.32,-0.07] —
Subtotal {95% CI) 22 20 5.3% -0.70 [-1.32, -0.07] &>
Heterogeneity: Mot applicahle
Testfor overall effect: Z=219(F =0.03)
115.1.5 Traditional acupuncture/Electroacupuncture + any SSRI versus any S5RI
Hu 2011 818 42 45 86 41 15  B61% -0.08 [-0.66, 0.51] -
Zhao 2018a 985 55 310 1166 5454 155 4553% -0.33F0.52,-013] |
Subtotal (95% CI) 355 170 61.4% -0.30 [-0.49, -0.12] L]
Heterogeneity: Tau®= 0.00; Chi*= 064, df=1 {(P=042); F=0%
Testfor overall effect: Z=3.22 (P = 0.001)
Total (95% CI) 518 310 100.0% -0.41 [-0.56, -0.27] ]
Heterogeneity: Tau®= 0.00; Chif= 4 53, df= & (P = 0.48); F= 0% 5_1 0 5 D 5 10’

Testfor overall effect: Z= 559 (F = 0.00001}

: ] Favours acupuncture+SSRI Favours SSRI
3 Testfor subgroup differences: Chi*= 388, df= 4 (P=042), F=0%
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Treatment of a new episode of more severe depression

1 Figure 619: Depression symptomatology change score

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
115.2.1 Traditional acupuncture + paroxetine versus paroxetine
Al 2018 -21.71 3526104975 a0 -18.57 376906487 a0 11.58% -0.85[-1.26,-0.44] -
Subtotal (95% CI) 50 50  11.5% -0.85 [-1.26, -0.44] L 3
Heterogeneity: Mot applicable
Testfor averall effect 2= 4.08 (P = 0.0001)
115.2.2 Traditional acupuncture + any SSRlversus any SSRI
Wang 20143 -15.85 267316292 45 -13.87 1.22686593 26 TE% 0.87 [-1.37,-0.36] -
Subtotal (95% CI) 45 26 7.6% -0.87 [1.37, -0.36] L 3
Heterogeneity: Mot applicable
Testfor overall effect: Z=3.37 (P = 0.0008)
115.2.3 Electroacupuncture + fluoxetine versus fluoxetine
Duan 20049 -13.7 337786915 46 -12.4 36626493 44 11.2% -0.37 [-0.78, 0.04] =
Subtotal (95% CI) 46 44 11.2% -0.37 [-0.78, 0.05] L
Heterogeneity: Mot applicable
Testfor overall effect Z2=1.72 (P = 0.09)
115.2.4 Electroacupuncture + paroxetine versus paroxetine
Zhang 2007a -22 42626283 22 -186 384447656 20 4.9% -0.82 [1.45,-0149] -
Subtotal (95% CI) 22 20 4.9% -0.82 [-1.45,-0.19] L 3
Heterogeneity: Mot applicable
Testfor overall effect Z=2.54 (P =001}
115.2.5 Traditional acupuncture/Electroacupuncture + paroxetine versus paroxetine
Qu 2013 -14.88 G605 100 -11.3 4.6 43 146% -0.63 [-0.99,-0.26] -
Subtotal (95% CI) 100 43 14.6% -0.63 [-0.99, -0.26] L)
Heterogeneity: Mot applicable
Testfor overall effect: Z=3.38 (P = 0.0007)
115.2.6 Traditional acupuncture/Electroacupuncture + any SSRI versus any SSRI
Zhao 20193 -15.18 38 310 1288 37918597 155 &H0.3% -0.60 [-0.80,-0.41] | |
Subtotal (95% CI) 310 155  50.2% -0.60 [-0.80, -0.41] 1]
Heterogeneity: Mot applicable
Testfar averall effect Z=6.02 (P = 0.00001)
Total (95% CI) 573 338 100.0% -0.64 [-0.78, -0.50] L
Heterogeneity: Tau?= 0.00; Chi*= 3.91, df= 5 (P = 0.56); I*= 0% =-1D 55 p é 1D=
Testfar averall effect Z=9.01 {F = 0.00001) Favours acupuncture + AD  Favours AD
2 Testfor subgroup differences: Chit= 3.91, df= 5 (P = 0.56), F= 0% ' '
3 Figure 620: 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% C|
115.3.1 Traditional acupuncture/Electroacupuncture + paroxetine versus paroxetine
Qu 2013 28 112 11 45 20.9% 1.09 [0.59, 2.01] -
Subtotal {95% CI) 112 48  20.9% 1.09 [0.59, 2.01] -‘
Total events 28 (A
Heterogeneity: Mot applicable
Testfor averall effect Z=028 (P =0.78)
115.3.2 Traditional acupuncture/Electroacupuncture + any $5Rl versus any S5RI
Zhao 20193 114 321 38 186 T91% 1.46 [1.07,1.99] ‘.’
Subtotal (95% CI) 321 156 79.1% 1.46 [1.07,1.99] <&
Total events 114 ]
Heterogeneity: Mot applicable
Test for averall effect Z= 236 (P =0.02)
Total (95% CI) 433 204 100.0% 1.37 [1.04, 1.81] L
Total events 142 44
Heterogeneity: Tau®= 0.00; Chi*= 0.69, df=1 (P=0.413: F=0% I t f |
. 0.01 0.1 10 100
Testfor averall effect Z=223 (P =0.03) Favours AD  Favours acupuncture + AD
4 Test for subagroup differences: Chif= 069, df=1 (P =0413, F=0%
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Treatment of a new episode of more severe depression

1 Figure 621: 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
115.4.1 Traditional acupuncture + paroxetine versus paroxetine
A2018 27 50 17 50 9.2% 1.59[1.00,2.52] =
Subtotal (95% CI) 50 50 9.2% 1.59 [1.00, 2.52] -l
Tatal ewvents T 17

Heterogeneity: Mot applicable
Test for overall effect =196 (F=0.05)

115.4.2 Electroacupuncture + fluoxetine versus fluoxetine

Duan 2009 26 48 23 47 126% 111 [0.75, 1.64] ——
Subtotal (95% CI} 48 AT 12.6% 1.11 [0.75, 1.64] -
Total events 26 23

Heterogeneity: Mot applicable
Test for overall effect: Z=0.51 (F=061)

115.4.3 Electroacupuncture + paroxetine versus paroxetine

Zhang 20073 16 22 8 20 58% 1.82 [1.00, 3.30] —
Subtotal (95% CI} 22 20 5.8% 1.82 [1.00, 3.30] i

Total events 16 a
Heterogeneity: Mot applicable
Test for overall effect =187 (F=0.08)

115.4.4 Traditional acupuncture/Electroacupuncture + paroxetine versus paroxetine

G 2013 TE 112 20 18 147% 163[1.14,2.33] —
Subtotal (95% CI) 112 48  14.7% 1.63 [1.14, 2.33] L
Total events 7B 20

Heterogeneity: Mot applicable
Test for overall effect: 7= 2 67 (F=0.008)

115.4.5 Traditional acupuncture/Electroacupuncture + any SSRIversus any SSRI

Fhano 20193 243 3 95 156 ST.T% 1.24[1.08,1.43] L |
Subtotal (95% CI) 321 156 57.7% 1.24 [1.08,1.43] L ]
Total events 243 95
Heterogeneity: Mot applicable
Test for overall effect £2=3.04 (F=0.002)
Total (95% CI) 553 321 100.0% 1.33 [1.15, 1.54] +
Tatal events 388 163
ity: == SChif= = = CE= } } } |
_Il—_iet?;ogenewl.l T?ru t-g_ﬂﬂa é)shlp—_ddﬁgﬂ,g:- 4{P=033F=13% 001 0 10 100
estioroverall 8 ec.. =3.85( T ) Favours 3SRI Favours acupuncture+33RI1
2 Test for subdroup differences: Chi*= 480, df=4 (P=034 F=111%
3 Figure 622: 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% CI
115.5.1 Traditional acupuncture + paroxetine versus paroxetine
AL2018 i 50 i 50 Mot estimable
Subtotal {95% Cl) 50 50 Not estimable
Total events a a

Heterogeneity: Mot applicable
Test for overall effect; Mot applicahle

115.5.2 Electroacupuncture + fluoxetine versus fluoxetine

Dan 2004 2 48 2 47 AT E% 098014, 667] i
Subtotal (95% CI) 43 47  57.6% 0.98 [0.14, 6.67]
Total events 2 2

Heterogeneity: Mot applicable
Test for overall effect £=0.02 {(F = 0.495)

115.5.3 Traditional acupuncture/Electroacupuncture + paroxetine versus paroxetine

Q2013 3 112 1 48 42.4% 1.29[014,12.08] L
Subtotal (95% CI) 112 48  42.4% 1.29 [0.14,12.05] ——e——
Total events 3 1

Heterogeneity: Mot applicable
Test for overall effect £=0.22 (F=0.83)

Total (95% CI) 210 145 100.0% 1.10 [0.26, 4.71] el
Total events ] 3
_ll—_iet?;ogenewl:l T?fu :ZD_DDD 1t:3rup=_uu.ugau, df=1 (P = 0LBEY, F= 0% b o e o0
estfor overall effect: Z= 013 (P = 0.80) Favours acupuncture+SSRI Favours SSRI
4 Test for subgroup differences: Chi*= 003, df=1 (P=0.86), F=0%
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1 Figure 623: Discontinuation due to 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
115.6.1 Traditional acupuncture + paroxetine versus paroxetine
A2018 0 50 0 50 Mot estirnable
Subtotal (95% CI) 50 50 Not estimable
Tatal ewvents 0 0

Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle

115.6.2 Traditional acupuncture + any SSRIversus any SSRI

Wang 2014a 3 48 129 200% 0.60[0.13, 2.80] —_—
Subtotal (95% CI} 48 29 20.0% 0.60 [0.13, 2.80] ——enl——
Total events 3 3

Heterogeneity: Mot applicable
Test for overall effect 7= 064 (F=052)

115.6.3 Electroacupuncture + fluoxetine versus fluoxetine

Duan 2009 2 43 3 7T 1T 1% 0E&S[011,3.73] e I
Subtotal (95% CI) 48 A7 171% 0.65 [0.11, 3.73] ——e
Total events 2 3

Heterogeneity: Mot applicable
Test for overall effect Z= 048 (F=063)

115.6.4 Traditional acupuncture/Electroacupuncture + paroxetine versus paroxetine
G 2013 12 112 5 13 298% 1.03[0.38, 2.76] i
Subtotal (95% CI) 112 48  20.8% 1.03 [0.38, 2.76]

Total events 12 ]
Heterogeneity: Mot applicable

Test for overall effect: Z=0.06 (F = 0.98)

115.6.5 Traditional acupuncture/Electroacupuncture + any SSRIversus any SSRI

Fhano 20193 43 3 B 186 331% 3.48[1.81,8.01] —
Subtotal (95% CI) 321 156  33.1% 3.48 [1.51, 8.01] e
Total events 43 A

Heterogeneity: Mot applicable
Test for overall effect: 2= 2.84 (F=0.003)

Total (95% CI) 579 330 100.0% 1.28 [0.52, 3.19] B
Total events G0 17
ity: == CChif= = = R= I } } |
_Il—_iet?;ogenewl.l T?ru t-g_d?ﬂ gghlp__aﬁg;é df=3 (P =007 P=47% 001 0 10 100
estioroverall 8 ec.. =053¢ T ) Favours acupuncture+33R| Favours SSRI
2 Test for subdroup differences: Chi*= 669, df=3(P=008), F=552%

3 Figure 624: 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, Fixed, 95% CI IV, Fixed, 95% CI
115.7.1 Traditional acupuncture/Electroacupuncture + any SSRIversus any SSRI
Zhao 20193 T.92 385 287 975 4.0% 135 100.0% -0.46 [-0.67,-0.248]
Subtotal (95% CI) 257 135 100.0% -0.46 [-0.67, -0.25]

Heterogeneity: Mot applicable
Testfor overall effect Z=4.24 (P = 0.0001)

-10 -5 0 5 10
Favours acupuncture + AD Favours AD

4 Test for subgroup differences: Mot applicable

5 Figure 625: Depression symptomatology change score 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
115.8.1 Traditional acupuncture/Electroacupuncture + paroxetine versus paroxetine
Qu 2013 -16.06 549 62 -131 38 28 100.0% -0.55[-1.00,-0.10]
Subtotal (95% CI) 62 29 100.0% -0.55 [-1.00, -0.10]

Heterogeneity: Not applicable
Testfor overall effect Z=2.41 (P =002

10 -5 0 5 10
Favours acupunciure + AD  Favours AD

Testfor subaroup differences: Mot applicable
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1 More severe: Bright light therapy versus fluoxetine

2 Figure 626: 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
Lam 2016 -134 74 32 -8B 94 31 100.0% -0.52[-1.02,-0.02]
Total (95% CI) 32 31 100.0%  -0.52 [-1.02, -0.02]
Heterogeneity: Not applicable =-1u 15 5 % 1D=
3 Testioroverall effect £=2.02 (P =0.04 Favours bright light Favours fluoxetine
4 Figure 627: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Larn 2016 14 32 3] 31 100.0% 226[1.00,513]
Total (95% CI) 32 31 100.0%  2.26 [1.00,5.13] -
Total ewents 14 A
Heterogeneity: Mat applicable f f t |
o _ 0.01 01 10 100
5 Testfor overall effiect 2= 1.85 (F = 0.03) Favours fluoxetine Favours bright light
6 Figure 628: 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
Lam 2016 16 32 g 31 100.0% 1.7210.90, 3.30] 1
Total (95% CI) 32 31 100.0%  1.72[0.90, 3.30] o
Total ewents 16 9
7 estioroverall effect. £=1.64 (F=0.10) Favours fluoxeting  Favours bright light
8 Figure 629: Discontinuation due to SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Larn 2016 1 32 2 31 100.0% 0.481[0.05, 5.07]
Total (95% CI) 32 31 100.0%  0.48 [0.05, 5.07] ——e R ——
Total ewents 1 2
Heterogeneity: Mot applicahle 'D_D1 Elf'l 1-0 1DD'

Tastfor overall effect £= 0.60 (F = 0.55)

9

Favours bright light Favours fluoxetine

10 Figure 630: Discontinuation due to any reason including 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
Lam 2016 4 32 4 31 100.0% 0.97 [0.27, 3.54]
Total (95% CI) 32 31 100.0%  0.97 [0.27, 3.54]

Total ewents 4 4

Heterageneity: Mot applicable
Test for overall effect. £=0.05 (P = 0.96)

0.01

11
12
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1 More severe: Bright light therapy versus

pill placebo

2 Figure 631: 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
Lam 2016 -134 TA 32 -6A 86 30 100.0% -0.79[-1.31,-0.28]
Total {95% Cl} 32 30 100.0%  -0.79 [1.31,-0.28] L 3
Heterogeneity: Mot applicable 5_1 0 ES b é 1D=
3 Testfor overall effect: Z= 3.00 (P = 0.003) Favours brightlight Favours pill placebo
4 Figure 632: 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
Larm 2016 14 32 9 30 100.0% 1.46[0.74, 2.86] ]
Total {95% CI) 32 30 100.0%  1.46 [0.74, 2.86] -l
Total events 14 9
5 estfor overall effect. Z=1.10(F = 0.27) Favours pill placebo  Favours bright light
6 Figure 633: 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% CI
Larm 2016 16 32 10 30 100.0% 1.80[0.81,2.77] I
Total {95% CI) 32 30 100.0%  1.50 [0.81, 2.77] -
Total events 16 10
7 est for overall effect: Z=1.30 (F = 0.20) Favours pill placebo Favours bright light
8 Figure 634: Discontinuation due to SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Lam 2016 1 32 1 30 1000%  0.94[0.06, 14.33]
Total (95% CI) 32 30 100.0% 0.94 [0.06, 14.33]
Total events 1 1
i h
9 estfor overall effect 2= 0.05 (P = 0.98) Favours bright light  Favours pill placebo
10 Figure 635: Discontinuation due to any reason including SE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Lam 2016 4 32 B 30 100.0% 0.63[0.20, 2.00] —
Total {95% CI) 32 30 100.0%  0.63 [0.20, 2.00] el
Total events 4 4
11 estforoverall effect Z=0.79 (P =0.43) Favours brightlight Fawvours pill placebo
12
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1 More severe: Bright light therapy + AD versus AD

2 Figure 636: Depression v 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
118.1.1 Bright light therapy + venlafaxine versus venlafaxine
Ozdemir 2015 572 2849 25 74 508 25 100.0% -0.40 [-0.96, 0.18]
Subtotal (95% CI) 25 25 100.0% -0.40 [-0.96, 0.16]

Heterogeneity: Mot applicable
Testfor overall effect: Z=139 (F=017)

10 -5 0 3 10
. ) Favours bright light + AD  Favours AD
3 Testfor subgroup differences: Mot applicahle

4 Figure 637: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean §D Total Weight IV, Random, 95% CI IV, Random, 95% CI
118.2.1 Bright light therapy + fluoxetine versus fluoxetine
Lam 2016 -16.9 9.2 28 -8.8 9.9 M a31% -0.84 [-1.36,-0.31] E 3
Subtotal (95% CI) 29 3 531% -0.84 [1.36, -0.31] L 2

Heterogeneity: Mot applicable
Testfor overall effect £=3.09 (P = 0.002)

118.2.2 Bright light therapy + venlafaxine versus venlafaxine

Cizdemir 2014 S2406 439733442 25 2188 45853689 25 4B9% -0.50 [-1.06, 0.08] i
Subtotal {95% CI) 25 25  46.9% -0.50 [-1.06, 0.06] &
Heterogeneity: Mot applicable
Testfor averall effect Z=1.74 (P = 0.08)
Total (95% CI) 54 56 100.0% -0.68 [-1.06, -0.29] +
Heterogeneity: Tau®= 0.00; Chi*=0.73, df=1 (P=0.39);, F= 0% 1_1 0 I5 D é 1D=
Test for averall effect 2= 3.44 (P = 0.0008) Favours bright light + AD  Favours AD
5 Testfor subaroup difierences: Chi*=0.73. df=1 {P=039. F=0%
6 Figure 638: 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
118.3.1 Bright light therapy + fluoxetine versus fluoxetine
Lam 2016 17 28 ] 3 443% 3.03[1.39 6.61] ——
Subtotal (95% CI) 29 31 44.3% 3.03 [1.39, 6.61] -
Total events 17 g
Heterogeneity: Mot applicahle
Testfor averall effect Z=2.78 (P = 0.005)
118.3.2 Bright light therapy + venlafaxine versus venlafaxine
Ozdermnir 2015 18 25 16 25 A57% 1189082 1.71] t
Subtotal (95% CI) 25 25 5H5T% 1.19[0.82,1.71]
Total events 19 16
Heterogeneity, Mot applicable
Testfor overall effect; Z=0.92 (P = 0.36)
Total (95% Cl) 54 56 100.0% 1.80 [0.65, 4.96] -ctuiin—
Total events 36 22
Heterogeneity Tau®= 0.45 Chi*= 5.59, df=1 (P = 0.02); F= 82% f t f {
. B 0.01 0.1 10 100
Testfor overall effect: Z=1.13 (P = 0.26) Favours AD  Favours bright light + AD
7 Testfor subgroup differences: Chif=4.582, df=1 (P =003 F=779%
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1 Figure 639: 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
118.4.1 Bright light therapy + fluoxetine versus fluoxetine
Lam 2016 2 29 g 31 1000% 261 [1.45 470] t
Subtotal (95% CI) 29 31 100.0%  2.61[1.45 4.70]
Total evants 22 q

Heterageneity: Mot applicable
Test far overall effect: £=3.20 (P = 0.001)

0.01 0.1 11 100
Favours AD  Favours bright light + AD
2 Test for subaroun differences: Mot applicahle gntig

3 Figure 640: 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% CI
118.5.1 Bright light therapy + fluoxetine versus fluoxetine

Lam 2016 1 28 2 31 100.0% 0.53 [0.04, 5.58] l
Subtotal (95% CI) 29 31 100.0% 0.53 [0.05, 5.58]
Total events 1 2

Heterogeneity, Mot applicable
Test for overall effect, 2= 052 (P = 0.60)

118.5.2 Bright light therapy + venlafaxine versus venlafaxine

Ozdermir 20145 ] 25 a 25 Mat estimable
Subtotal (95% CI) 25 25 Not estimable
Total events a i}

Heterogeneity, Mot applicahble
Test for averall effect; Mot applicable

Total {95% CI) 54 56 100.0% 0.53 [0.05, 5.58] ——e———
Total events 1 2
ity i } } } |
I
estior overall 8 ec.. =052 (F=0. ) Favours bright light + AD  Favours AD
4 Test for subgroup differences: Mot applicable

5 Figure 641: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% Cl
118.6.1 Bright light therapy + fluoxetine versus fluoxetine

Lam 2016 2 29 4 3 1000% 053011, 2.70) 1—
Subtatal (95% CI) 29 31 100.0% 0.53 [0.11, 2.70]
Total events 2 4

Heterogeneity: Mot applicable
Test for overall effect Z= 076 (F=0.45)

118.6.2 Bright light therapy + venlafaxine versus venlafaxine

Ozdemir 2014 a 25 i} 25 Mot estimahle
Subtotal (95% CI) 25 25 Not estimable
Total events a a

Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle

Total (95% CI) 54 56 100.0% 0.53[0.11,2.70] ——agi—

Total events 2 4

Heterogeneity: Mot applicable ) } } {
i 0.m 01 10 100

Testfor overall effect Z=0.76 (P = 0.45) Favours bright light + AD  Favours AD

Testfar subdgroup differences: Mot applicable
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1 More severe: Bright light therapy + fluoxetine versus pill
2 placebo

3 Figure 642: 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
Lam 2016 -169 82 29 -5 496 30 100.0% -1.09 [-1.64,-0.54]
Total (95% CI} 29 30 100.0%  -1.00 [-1.64, -0.54] &
Heterogeneity: Mat applicable i_1 0 =5 p % 1D=
Testfor overall effect: 2= 3.89 (P < 0.0007) Favours bright light+flue  Favours pill placebo

4

5 Figure 643: 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% Cl
Lam 2016 17 29 ] 30 100.0% 1.84[1.04, 3.66]
Total (95% CI) 29 30 100.0%  1.95[1.04, 3.66] -
Total events 17 ]
Heterogeneity: Mot applicable f t f |
o _ 0.01 0.1 10 100
Testfor overall effect: 2= 2.10 (F=0.04) Favours pill placebo  Favours bright light+fluo

6

7 Figure 644: 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
Lam 2016 22 29 10 30 100.0% 228[1.32, 383
Total (95% CI) 29 30 100.0%  2.2B[1.32,3.93] e
Total events 22 10
Heterogeneity: Mot applicable f t f |
o _ 0.01 0.1 10 100
Testfor overall effect Z=2.95 (P =0.003) Favours pill placebo  Favours bright light+fluo

8

9 Figure 645: Discontinuation due to SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lam 2016 1 29 1 30 1000%  1.03[007,1577]
Total (95% CI) 29 30 100.0% 1.03[0.07,15.77]
Total events 1 1
L L S
estfor overall effect: 2= 0.02 (F = 0.98) Favours bright light+fluo  Favours pill placebo

10

11 Figure 646: Discontinuation due to any reason including SE

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events _ Total Events Total Weight M-H,Fixed, 95% CI M-H, Fixed, 95% CI
Lam 2016 7 20 6 30 100.0%  0.34[0.02 157 ——
Total {95% CI) 29 30 100.0%  0.34[0.08,1.57] ——e—
Total events 2 5}
12 estforoverall effect: Z=1.38 (F = 0.17) Favours bright light+fluo  Favours pill placebo
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