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Forest plots for review question: What are the relative benefits and harms of
further-line psychological, psychosocial, pharmacological and physical
interventions (alone or in combination), for adults with depression showing an
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inadequate response to at least one previous intervention for the current
episode?

Comparison 1. Augmenting with cognitive and cognitive behavioural therapies versus
continuing with antidepressant (+/ waitlist or attention-placebo)

Figure 2: 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
1.1.1 CBT individual
Dozaois 2009 B.43 695 21833 7.1 21 TT% -0.40 [-1.01, 0.21] 1
Dunn 1579 345 4.81 10 20.3 618 1m 4.4% -1.87 [2.96,-0.78] —_—
Makagawa 2017 82 47 40 132 69 40 9.0% -0.84 [1.30,-0.38] -
Paykel 1939/ cott 2000 87 &3 a0 94 512 78 10.3% -013[-0.44,0.18] -
Wiles 20132016 1849 142 206 245 131 213 111% -0.41 060, -0.22] -
Subtotal (95% CI) 357 362  42.5% -0.54 [-0.88, -0.20] +
Heterageneity: Tau®= 0.09; Chi*=13.27, df=4 (P= 001}, F=70%
Testfor overall effect Z= 3.08 (P=0.002)
1.1.2 Rumination-focused CBT
Watkins 2011a 548 515 2 905 525 21 T.6% -0.67 [-1.30,-0.05] —
Subtotal (95% CI) 21 21 7.6% -0.67 [-1.30, -0.05] L 2
Heterageneity: Mot applicable
Testfor overall effect Z= 212 {F=0.03)
1.1.3 Cognitive behavioral analysis system of psychotherapy (CBASP)
Kocsis 2008/Klein 2011 11.29 83 174 1228 8.44 TE 10.6% -0.12 [0.39,0.149] b
Subtotal (95% CI) 174 76 10.6% -0.12 [-0.39, 0.15] 4
Heterogeneity: Mot applicable
Testfar averall effect Z2= 086 (P = 0.38)
1.1.4 Dialectical behaviour therapy (DBT)
Lynch 2007 _study 2 T.B8 435 21 11.26 9.22 10 6.4% -0.52 [-1.29,0.24] -
Subtotal (95% Cl) 21 10 6.4% -0.52 [1.29, 0.24] &
Heterogeneity; Mot applicable
Testfar averall effect Z=1.34 (P =018}
1.1.5 Blended CCBT & individual CBT
MNakao 2018 94 &1 20 155 63 20 T.I% -1.04 [1.71,-0.38] -
Subtotal (95% Cl) 20 20 7.2% -1.04 [-1.71, -0.38] L 3
Heterogeneity: Mot applicable
Testfar overall effect 2= 3.07 (P=0.002)
1.1.6 CBT group
Chan 2012 682 573 17 10 4.41 16 6.9% -0.60 [-1.30, 0.10] 7
Ernbling 2002 1817 414 19 3217 8. 19  57% -2.47 [3.34,-1.61] -
Subtotal (95% Cl) 36 35 12.6% -1.52 [-3.35, 0.31] -
Heterageneity: Tau®= 1.8, Chi#=10.81, df=1 (P=0.001); F=91%
Testfor overall effect Z=1.63 (F=0.10)
1.1.7 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2015 982 735 23 138 732 a0 7% -0.83 [-1.14, 0.08] -
Subtotal (95% CI) 23 20 7.T% -0.53 [1.14, 0.08] L
Heterageneity: Mot applicable
Testfor overall effect Z=1.71 (F=0.08)
1.1.8 Person-based cognitive therapy (PBCT) group
Strauss 2012 27.93 T62 14 4319 858 14 5.4% -1.83 [2.73,-0.92] -
Subtotal (95% CI) 14 14 5.4% -1.83 [-2.73, -0.92] <
Heterogeneity: Mot applicable
Testfor overall effect £= 3.96 {F = 0.0001)
Total {95% CI) 666 558 100.0% -0.74 [-1.03, -0.45] +
Heterogeneity: Tau®=0.18, Chi*=52.93, df=12 (P = 0.00001); F=77% 5_10 55 b é
Testfaor overall effect 2= 5.06 (P = 0.00001) Favours CBT + AD  Favours AD

Testfor subgroup differences: Chi*=19.92, df=7 (P = 0.006), F=54.9%
AD: antidepressant
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Figure 3: 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
1.2.1 CBT individual
Dozais 2009 -13.95 463 21 -8.72 4849 21 10.6% -0.87 [-1.51,-0.24] -
Dunn 1979 -13.4 404 10 -18 445 10 71% -2.60 [-3.85,-1.34] -
Makagawa 2017 -12.7 3N a0 -TE 449 40 11.4% -1.23-1.71,-0.749] -
Paykel 1989/Scott 2000 -3.4 373 80 -28 358 T8 O121% -0.16 [-0.48,0.14] -
Subtotal (95% CI) 151 149 41.2% -1.06 [-1.86, -0.27] <>
Heterageneity: Tau®= 0.54; Chi*= 24,57 df= 3 {F = 0.0001); F= 88%
Testfor overall effect 2= 2.61 (P = 0.0049)
1.2.2 Rumination-focused CBT
Watkins 2011a -7 345 21 -314 365 21 10.4% -1.28 [-1.86, -0.62) -
Subtotal (95% CI) 21 21 104% -1.29 [-1.96, -0.62] L 3
Heterageneity: Mot applicable
Testfor overall effect 2= 3.77 (F=0.0002)
1.2.3 Blended CCBT & individual CBT
MNakao 2018 -89 3.38 20 -3 432 20 101% -1.48 [-2.20,-0.78] -
Subtotal (95% CI) 20 20 10.1% -1.49 [-2.20, -0.78] &
Heterageneity: Mot applicable
Testfor overall effect Z=4.12 (P = 0.0001)
1.2.4 CBT group
Chan 2012 -5.42 381 17 -1.56 367 16 10.0% -1.01 [-1.74,-0.28] -
Ernbling 2002 -85 7.31 19 1.84 6.04 19 9.0% -2.68 [-3.58,-1.78] i
Subtotal {95% CI) 36 35 19.1% -1.82 [-3.46, -0.18] -
Heterogeneity: Tau®=1.22; Chi®= 8.00, df=1 (P = 0.00%); F= 88%
Testfor overall effect: Z=2.18 (F=0.03)
1.2.5 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2014 -6.41 459 23 135 449 20 10.45% -1.08 [-1.74,-0.49] -
Subtotal {95% CI) 23 20 10.5% -1.09 [1.74, -0.45] &
Heterogeneity: Mot applicable
Testfor overall effect 2= 3.31 (P =0.000%)
1.2.6 Person-based cognitive therapy (PBCT) group
Strauss 2012 -981 54 14 271 611 14  B8.8% -2.11 [-3.06,-1.186] —
Subtotal {95% CI) 14 14 8.8% -2.11 [-3.06, -1.16] -
Heterogeneity: Mot applicable
Testfor averall effect: Z=4.35 (P = 0.0001)
Total (95% CI) 265 259 100.0% -1.36 [-1.87, -0.86] L 2
Heterogeneity: Tau®= 0.52; Chi®= 55.66, df= 9 (P = 0.00001); F= 84% I-'ID 55 4 é 0
Testfor overall effect: £=5.30 (F < 0.00001; Favaurs CBT + AD Favours AD

Test for subgroup differences: Chit= 4.03, df= 4 (P=054), F=0%

AD: antidepressant

Figure 4: Depression symptomatology at 2-3 month follow-up

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI IV, Random, 95% CI
1.7.1 CBT individual

Makagawa 2017 TE a8z 0 113 72 40 B4.8% -0.85 [F1.00,-0.10] [ |

Subtotal (95% CI) 40 40 64.8% -0.55 [-1.00, -0.10] L 3
Heterogeneity: Mot applicahle

Testfor averall effect £=2.42 (P=0.02)

1.7.2 Mindfulness-based cognitive therapy (MBCT) group

Chiega 20149 932 845 23128 F.73 20 35.2% -0.42[-1.03,0149] -

Subtotal (95% CI) 23 20 352% -0.42 [-1.03, 0.19] L
Heterogeneity: Mot applicahle

Testfor averall effect Z=1.36(F =017}

Total {95% Cl) 63 60 100.0% -0.51 [-0.87, -0.15] +
Heterogeneity, Taur=0.00; Chi*= 012, df=1 (P=0.73; F=0% I ; I
Testf Il effect: £= 2.75 (P = 0.006 10 5 v 5 10
estfor overall effect Z=2.75 (P = 0.008) Favours CBT +AD Favours AD

Testfor subgroup differences: Chir=012, df=1 P =073 F=0%

AD: antidepressant
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Figure 5: Depression symptomatology at 4-6 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
1.10.1 CBT individual
Dunn 1978 11 471 10 206 602 10 54% -1. 70 [2.76, -0.64] —
Makagawa 2017 61 4.5 40 93 65 40 19.4% -0.54 [0.89,-0.10 -
Fayke! 18995 cott 2000 TEH 4T g0 92 582 T8 OITA% -0.32 [0.64, -0.01] =
Yifiles 201 372016 17 14 197 217 129 188 353% -0.35 [-0.55,-0.14] u
Subtotal (95% CI) 327 326 87T.3% -0.47 [-0.76, -0.18] [
Heterogeneity, Tau®=0.04, Chi*=6.73, df=3(P=0.08); "= 55%
Test for averall effect Z= 3.23 (P = 0.001)
1.10.2 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2014 g.04 618 23 1325 698 20 127% -0.78 [1.40,-0.16] -
Subtotal (95% CI) 23 20 127% -0.78 [-1.40, -0.16] ’
Heterogeneity; Mot applicahle
Test for averall effect Z= 2,45 (F=0.01)
Total (95% CI) 350 346 100.0% -0.51 [-0.77, -0.24] 4
Heterogeneity, Tau®=0.04; Chi*=8.10, df= 4 (P = 0.09); = 51% 5_10 55 ] % ‘IDI
Test for averall effect Z= 3.78 (F = 0.0002) Favours CBT + AD Favaurs AD
Testfor subaroup differences: Chi*f=0.78, df=1 (F=038), F=0%
AD: antidepressant
Figure 6: Depression symptomatology at 11-12 month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.13.1 CBT individual + any AD
Makagawsa 2017 54 A9 40 101 8.4 40 467% -0.64 [-1.09,-0.19] =
Faykel 1998/5cott 2000 72 o4a3 a0 7247 78 O53.3% 0.00[-0.31,0.31] :
Subtotal (95% Cl} 120 118 100.0% -0.30 [-0.93, 0.33]
Heterogeneity, Tau®= 0.17; Chi*= 527, df= 1 (P=0.02); F= 81%
Test for averall effect: £= 094 (P = 0.35)
} 1 } |
-10 -5 0 a 10
) _ Favours CBT + AD  Favours AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 7: Depression symptomatology at 40-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% Cl
1.16.1 CBT individual + any AD
Wiles 201372016 182 138 136 234 132 112 1000% -0.31 [-0.56, -0.06]
Subtotal (95% Cl) 136 112 100.0% -0.31 [-0.56, -0.06]
Heterogeneity: Mot applicable
Testforoverall effect Z=2.41 (P=0.02)
1 1 ]
10 -5 0 10

Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 8: 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% CIl
1.3.1 CBT individual
Makagawa 2017 17 40 a 40 11.3% 213[1.04, 438
Paykel 1999r5cott 2000 19 a0 q T8 110% 206 [0.89, 427
Wyiles 201372016 a7 234 32 235 M E% 1.79[1.21, 2.69] ——
Subtotal (95% CI) 354 353 43.9% 1.90 [1.39, 2.50] . 3
Total events 93 49
Hetarogeneity: Tauw®=0.00; Chif= 023 df= 2 (P=089), F=0%
Testfor overall effect: Z=4.02 (P = 0.00013
1.3.2 Rumination-focused CBT
Wigtking 20114 13 21 4 21 T.A% 325[1.27, 839 e
Subtotal (95% CI) 21 21 7.5% 3.25[1.27, 8.35] e
Total events 13 4
Heterogeneity: Mot applicable
Test for overall effect: Z= 2,45 (P = 0.01)
1.3.3 Cognitive behavioral analysis system of psychotherapy (CBASP)
Kocsis 2009Klein 2011 67 il 30 95 23.3% 1.07[0.748,1.43] -
Subtotal (95% CI) 200 96 23.3% 1.07 [0.75, 1.53] &
Total events 67 30
Hetarogeneity: Mot applicatble
Testfor overall effect Z=0.38 (P =0.70)
1.3.4 Dialectical behaviour therapy (DBT)
Lynch 2007 _study 2 15 21 g 14 105% 2.001[0.94, 4.29] T
Subtotal (95% CI) 21 14 10.5% 2.00 [0.94, 4.25] o
Total events 15 g
Heterogeneity: Mot applicable
Test for overall effect Z=1.80 (P =0.07)
1.3.5 Blended CCBT & individual CBT
Makao 2018 a 20 1 20 2.0% 2.00[1.10,58.19] —
Subtotal (95% CI) 20 20 2.0% 8.00[1.10, 58.19] et —
Total events 8 1
Heterogeneity: Mot applicable
Test for overall effect: 2= 2.05 (P =0.04)
1.3.6 Mindfulness-based cognitive therapy (MBCT) group
Eisendrath 2016 19 ar 12 A6 126% 1.57 [0.81,3.037] T
Subtotal (95% CI) 87 86 12.6% 1.57 [0.81, 3.02] -l
Total events 19 12
Heterogeneity: Mot applicable
Test for overall effect Z=1.33 (P=0.18)
Total (95% CI) 703 580 100.0% 1.76 [1.32, 2.36] &
Total events M5 m
Heterogeneity: Tau?= 0.06; Chif=11.42, df= 7 (P =012 F= 39% ID 0 DI1 150 1DDI
Test for overall effect: £= 3.82 (P = 0.0001) . Favours AD Favours CBT + AD
Test for subaroun differences: Chi®=11.06, df= 5 (P =0.05), F= 94 8%
AD: antidepressant
Figure 9: Remission (ITT) at 3-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.8.1 CBT individual + any AD
Makagawa 2017 20 40 12 40 100.0% 1.67 [0.94, 2.53] t
Subtotal (95% CI) 40 40 100.0% 1.67 [0.95, 2.93]
Total events 20 12
Heterageneity: Mot applicahle
Testfor overall effect £=1.77 (P = 0.08)

0.01 0.1 10 100

. . Favours AD  Favours CBT + AD
Testfor subaroup differences: Mot apnlicahle

AD: antidepressant
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Figure 10: Remission (ITT) at 6-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.11.1 CBT individual + any AD
MNakagawa 2017 28 40 16 40 39.9% 1.75[1.14, 2.69] —
Wiles 20132016 78 234 36 235 BO01% 2181[1.53, 3.09 -
Subtotal (95% CI) 274 275 100.0% 1.99 [1.52, 2.62] &
Total events 106 a2
Heterogeneity, Tau®= 0.00; Chif= 062, df=1 (F=0.43), F=0%
Test for overall effect £= 4,98 (P = 0.00001)
0.01 0.1 10 100
) . Favours AD Favours CBT + AD
Testfor subaroup differences: Mot applicable
AD: antidepressant
Figure 11: Remission (ITT) at 12-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.14.1 CBT individual + any AD
Makagawa 2017 24 40 17 40 100.0% 1.71[1.13, 2.56] !
Subtotal (95% CI) 40 40 100.0%  1.71[1.13, 2.56]
Total events 29 17
Heterogeneity: Mot applicable
Test for overall effect £= 257 (F=0.01)
0.01 01 10 100
. . Favours AD Favours CBT + AD
Test for subgroup differences: Mot applicable
AD: antidepressant
Figure 12: Remission (ITT) at 40-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.17.1 CBT individual + any AD
Wiiiles 201352016 38 234 20 235 100.0% 1.91 [1.14, 3.18] t
Subtotal (95% CI) 234 235 100.0%  1.91[1.15,3.18]
Total events 38 20
Heterageneity: Mot applicahle
Testfor overall effect £= 2.48 (P = 0.01)
0.01 0.1 10 100

Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
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Figure 13: 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
1.4.1 CBT individual
MNakagawa 2017 3 40 13 40 20.9% 2.3B1[1.48, 3.84] ——
Wiiles 2008 a8 14 il 11 06%  13.60[0.87, 212.59] +
Wiles 201 02016 a5 234 46 235 521% 207 [1.53, 2.81] L 3
Subtotal (95% CI) 288 286 T3.7% 219 [1.70, 2.83] L 2
Total events 134 a4
Heterogeneity: Tau®= 0.00; Chi*=1.88, df =2 (P=037) F=0%
Testfor averall effect £= 6.06 (P = 0.00001)
1.4.2 Rumination-focused CBT
Watkins 2011a 17 21 5 21 T6% 3.401[1.54,7.51] —_—
Subtotal (95% CI) 21 21 7.6% 3.40 [1.54, 7.51] B
Total events 17 ]
Heterogeneity. Mot applicahle
Test for overall effect £= 3.03 (P =0.002)
1.4.3 Blended CCBT & individual CBT
MNakao 2018 11 20 4 20 81% 2.75[1.058, 7.200 S
Subtotal (95% CI) 20 20 51% 2.75[1.05,7.20] -
Total events 11 4
Heterogeneity: Mot applicahle
Testforoverall effect Z= 2,06 {F = 0.04)
1.4.4 Mindfulness-based cognitive therapy (MBCT) group
Eisendrath 2016 27 ar 13 86 136% 205[1.14,3.71] —
Subtotal (95% CI) 87 86 13.6% 2.05[1.14, 3.71] -
Total events 27 13
Heterogeneity. Mot applicahle
Test for overall effect 2= 239 (F=0.02)
Total (95% CI) 416 413 100.0% 2.27[1.83,2.83] L 3
Total events 189 a1
Heterogeneity: Tau? = 0.00; Chif= 3.30, df= 5 (P = 0.65) F= 0% I f f |
] 0.0 01 10 100
Test for overall effect 2= 738 (P = 0.00001) Favours AD  Favours CET + AD
Testfor subgroup differences: Chi®=1.33, df= 3 (P=072, F=0%
AD: antidepressant
Figure 14: Response (ITT) at 3-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.9.1 CBT individual + any AD
Makagawa 2017 28 40 17 40 100.0% 1.65[1.09, 2.49] !
Subtotal (95% CI) 40 40 100.0% 1.65 [1.09, 2.49]
Total events 23 17
Heterogeneity: Mot applicable
Test for overall effect £= 236 (F=0.02)
0.01 01 10 100
. . Favours AD Favours CBT + AD
Test for subgroup differences: Mot applicable
AD: antidepressant
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Figure 15: Response (ITT) at 6-month follow-up

Risk Ratio Risk Ratio

Experimental Control
M-H, Random, 95% CI

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

1.12.1 CBT individual + any AD

MNakagawa 2017 34 40 24 40 461% 1.42[1.07,1.88] -
Wiiles 20132016 109 234 G2 235 53.9% 1.77[1.37, 2.28] L J
Subtotal (95% CI) 274 275 100.0% 1.60 [1.27, 2.01] &
Total events 143 a6

Heterogeneity: Tau®= 0.01; Chi*=146,df=1 (P=023; F=31%
Test for averall effect Z= 3.99 (F = 0.0001)

, , Favours AD Favours CBT + AD
Testfor subgroup differences: Mot applicahle
AD: antidepressant

Figure 16: Response (ITT) at 12-month follow-up

0.01 0.1 10 100

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.15.1 CBT individual + any AD
Makagawa 2017 33 40 20 40 100.0% 1.68[1.17, 2.32] !
Subtotal (95% CI) 40 40 100.0%  1.65[1.17,2.32]
Total events 33 20
Heterageneity: Mot applicahle
Testfor overall effect £= 2.88 (P = 0.004)
0.01 0.1 10 100
. . Favours AD  Favours CBT + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
Figure 17: Response (ITT) at 40-month follow-up
Experimental Control Risk Ratio Risk Ratio

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

1.18.1 CBT individual + any AD

Wyiles 201352016 ] 234 30 235 100.0% 1.98[1.32, 2.558] !

Subtotal (95% CI) 234 235 100.0%  1.98[1.32, 2.95]

Total events a4 a0

Heterogeneity: Mot applicable

Test for overall effect: £= 3.33 (F = 0.0009)

0.01 01 10 100

. . Favours AD  Favours CBT + AD
Test for subgroup differences: Mot applicable
AD: antidepressant
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Figure 18: 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% CIl
1.5.1 CBT individual
Diozois 2009 4 25 2 23 4% 1.84[0.37,9.11] —
Makagawa 2017 1 40 1 40 0.8% 1.00 [0.08,15.44]
Paykel 1999/5cott 2000 19 a0 12 T8 O141% 1.54 [0.80, 2.96] I
Wyiles 2008 a 14 2 11 0.7% 0AG[0.01,2.03] *
Wyiles 201372016 25 234 22 235 04% 1.14 [0.66, 1.97] -
Subtotal (95% CI) 303 387 38.5% 1.26 [0.85, 1.88] E 3
Total events 49 39
Hetarogeneity: Tau®= 0.00; Chi*= 2 66, df=4 (P =062), F=0%
Testfor overall effect Z=1.16 (P = 0.29)
1.5.2 Rumination-focused CBT
Wigtking 20114 a 21 2 21 0.7% 0.20[0.01, 3.93]
Subtotal (95% CI) 21 21 07% 0.20 [0.01, 3.93] ————
Total events a 2
Heterageneity: Mot applicable
Test for overall effect: Z=1.06 (P = 0.29)
1.5.3 Cognitive behavioral analysis system of psychotherapy (CBASP)
Kocsis 2009K]ein 2011 25 200 16 95 18.0% 075042 1.34] —
Subtotal (95% CI) 200 96 18.0% 0.75[0.42, 1.34] L
Total events 25 16
Hetarogeneity: Mot applicatble
Testfor overall effect: 2= 0497 (P=0.33)
1.5.4 Dialectical behaviour therapy (DBT)
Lynch 2007 _study 2 a 21 4 14 0.7% 008 [0.00,1.31] #
Subtotal (95% CI) 21 14 0.7% 0.08 [0.00, 1.31] = —
Total events a 4
Heterogeneity: Mot applicable
Test for overall effect: Z=1.78 (P = 0.08)
1.5.5 Blended CCBT & individual CBT
Makao 2018 0 20 0 20 Mot estimahle
Subtotal (95% CI) 20 20 Not estimable
Total events 0 0
Hetarogeneity: Mot applicatble
Test for overall effect: Mat applicable
1.5.6 CBT group
Chan 2012 g 25 9 29 101% 0.89[0.41,1.93] T
Subtotal (95% CI) 25 25 101% 0.89 [0.41,1.93] i
Total events g 9
Heterogeneity: Mot applicable
Test for overall effect Z=0.30(P=077)
1.5.7 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2015 5 26 4 24 8.0% 062 [0.26,1.47] 1
Eisendrath 2016 20 ar 22 86 1.7% 0.90[0.53,1.42] —
Subtotal (95% CI) 113 110 29.7% 0.81 [0.52,1.27] <
Total events 26 Kl
Heterogeneity, Tau®=0.00; Chi*= 0483, df=1 (P=047), F=0%
Testfor overall effect 2= 091 (P=0.37)
1.5.8 Person-based cognitive therapy (PBCT) group
Strauss 2012 3 14 2 14 2.3% 1.50[0.29, 7.64] e —
Subtotal (95% CI) 14 14 2.3% 1.50 [0.29, 7.65] —eeii———
Total events 3 2
Heterogeneity: Mot applicable
Test for overall effect Z= 048 (P=0.62)
Total (95% CI) 807 G687 100.0% 0.95[0.74, 1.21] <&
Total events 111 103

it 2 — . iz = — — 2= I ] 1

Heterageneity: Tau®=0.00; Chi*=10.73, df= 11 (P=0.47); F=0% 'D.D‘I 0!1 1'D 100

Test for overall effect: £= 0.45 (P = 0.69)

Testfor subaroun differences: Chi®= 782, df=6(F=0.28), F=202%

AD: antidepressant
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Figure 19: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.6.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus any AD
Kocsis 2009/k]ein 2011 2 200 2 96 100.0% 0.481[0.07, 3.36]
Subtotal (95% CI) 200 96 100.0% 0.48 [0.07, 3.36]
Tatal events 2 2

Heterageneity: Mot applicable
Test for overall effect Z=0.74 (F = 0.46)

Total (95% CI) 200 96 100.0% 0.48 [0.07, 3.36]
Total events 2 2
Heterageneity: Mot applicable
Testfar overall effect Z=0.74 (F = 0.4E)
Testfar subaroun differences: Mot applicable
AD: antidepressant

Figure 20: Quality of life endpoint

— -

0.0

0.1 10 100
Fawvours CBT + AD  Favours AD

Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.19.1 CCBT + individual CBT + any AD {waitlist)
Makao 2018 0s8 01 20 o8 01 20 100.0% 0.00 062, 062
Subtotal (95% CI) 20 20 100.0% 0.00 [-0.62, 0.62]

Heterageneity: Mot applicable
Test for averall effect: Z=0.00 (P =1.00)

Test for subgroup differences: Mot applicable
AD: antidepressant

t
-10

5 0 5 10
Favours AD  Favours CBT + AD

Figure 21: Quality of life physical component score (PCS) 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% Cl

1.20.1 CBT individual + any AD

MNakagawa 2017 483 117 40 482 14 40 21.3% -0.07 [0.51, 0.37]
Wiles 20122016 440 142 200 421 14 209 BT.4% 0.14 [0.05, 0.34]
Subtotal {95% CI) 241 249 887% 0.1 [-0.07, 0.28]

Heterogeneity: Tau?=0.00; Chi*=0.74, df=1{F=0.239); F= 0%
Testfor overall effect Z=118{FP=0.24)

1.20.2 CCBT + individual CBT + any AD {waitlist)

Makao 2018 4894 134 20 a34 106 200 11.3% -0.32 [-0.85, 0.30]
Subtotal (95% CI) 20 20 11.3% -0.32 [-0.95, 0.30]
Heterogeneity: Mot applicable

Testfor overall effect Z=1.01 (P=0.31)

Total {95% Cl) 261 269 100.0% 0.04 [-0.17, 0.26]
Heterogeneity: Tau*=0.01;, Chi®*=2.43,df =2 (P=0.30); F=18%

Testfor overall effect Z=0.40 (P = 0.65)
Testfor subgroup differences: Chi*=1.69, df=1 (P =019, F= 40.8%

AD: antidepressant
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Figure 22: Quality of life mental component score (MCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI IV, Random, 95% CI
1.21.1 CBT individual + any AD
Makagawa 2017 432 114 40 437 1049 40 27.3% -0.04 [-0.48, 0.349]
Wiles 201 32016 w1 141 201 337 125 209 56.1% 0.40[0.21, 0.60]
Subtotal (95% CI) 241 249 83.5% 0.22 [-0.21, 0.65]

Heterogeneity: Tau®= 0.07, Chi*= 335, df=1 (F= 007} F=70%
Testfor averall effect £=1.02 (P =0.31}

1.21.2 CCBT + individual CBT + any AD (waitlist)

Makao 2018 439 102 20 #3749 20 16.5% 0.28 [-0.34, 0.90]
Subtotal (95% CI) 20 20 16.5% 0.28 [-0.34, 0.90]
Heterogeneity: Mot applicahle
Testfor averall effect Z=0.88 (P =10.33)
Total (95% CI) 261 260 100.0% 0.26 [-0.03, 0.55]
Heterogeneity, Tau*=0.03;, Chi®*=3.37, df =2 (P=019);, F= 41% I ; 1 } {
Tastf Il effact Z=1.79 (P = 0.07 10 S v 5 10
estfor overall effect. Z=1. { =0 ) Favours AD  Favours CBT + AD
Testfor subgroup differences: Chi*=0.02, df=1 (P = 0.89), F= 0%
AD: antidepressant
Figure 23: Quality of life physical component score (PCS) at 3-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.22.1 CBT individual + any AD
Makagawa 2017 48.2 1049 40 502 124 40 100.0% -0.17 FO.61, 0.27]
Subtotal (95% CI) 40 40 100.0% -0.17 [-0.61, 0.27]
Heterogenaity: Mot applicable
Test far averall effect: Z=0.75 (P = 0.45)
} } } } |
-10 -5 0 5 10
. i Favours AD Favours CBT + AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 24: Quality of life mental component score (MCS) 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
1.23.1 CBT individual + any AD
Makagawa 2017 423 118 40 44 114 40 100.0% -0.15 [-0.58, 0.29]
Subtotal (95% CI) 40 40 100.0% -0.15[-0.58, 0.29]
Heterogeneity; Mot applicahle
Test for overall effect Z= 062 (F =052
10 -5 i 5 10

Testfor subdgroup differences: Mot applicable
AD: antidepressant
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Figure 25: Quality of life physical component score (PCS) at 6-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI IV, Random, 95% CI
1.24.1 CBT individual + any AD
Makagawa 2017 479 T4 40 a0z 1441 40 40.7% -0.20 -0.64, 0.24]
Wiles 201 32016 446 132 194 411 135 195 59.3% 0.26 [0.06, 0.46]
Subtotal (95% CI) 234 235 100.0% 0.07 [-0.37, 0.52]

Heterogeneity: Tau?=0.08; Chi®*= 2.95, df=1 {F =008}, P=72%
Testfor averall effect Z=0.32 (P=0.79)

1
-5 ] 3 10
Favours AD Favours CBT + AD

-10

Testfor subaroup differences: Mot applicable
AD: antidepressant

Figure 26: Quality of life mental component score (MCS) at 6-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 95% Cl
1.25.1 CBT individual + any AD
Makagawa 2017 43.4 10 40 467 108 40 441% -0.31 FO.TE, 0.13]
Wiles 201302016 3891 146 194 354 128 195 550% 0.27 [0.07,0.47]
Subtotal (95% CI) 234 235 100.0% 0.01 [-0.56, 0.58]

Heterogeneity: Tau®= 014, Chi*= 587, df=1 (P=0.02);,F=82%
Testfor overall effect Z=0.04 (P=0.497)

10 -5 0 5 10
Favours AD Favours CBT + AD

Testfor subgroun differences: Mot applicahle
AD: antidepressant

Figure 27: Quality of life physical component score (PCS) at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.26.1 CBT individual + any AD
Makagawa 2017 508 11.8 40 502 114 40 100.0% 0.05 [-0.39, 0.449]
Subtotal (95% Cl) 40 40 100.0% 0.05 [-0.39, 0.49]

Heterogeneity; Mot applicahle
Test for overall effect; Z=0.22 (P =082

10 5 0 5 10
Favours AD Favours CBT + AD

Testfar subgroup differences: Mot applicable
AD: antidepressant

Figure 28: Quality of life mental component score (MCS) at 12-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% Cl
1.27.1 CBT individual + any AD
Makagawa 2017 4545 10 40 477 114 40 100.0% -0.20 -0.64, 0.24]
Subtotal (95% CI) 40 40 100.0% -0.20 [0.64, 0.24]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.91 (P = 0.36)

-10 5 0 5 10
Favours AD Favours CBT + AD

Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 29: Quality of life physical component score (PCS) at 40-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
1.28.1 CBT individual + any AD

Wiles 201372016 422 138 132 392 1345 110 1000% 0.22 [0.03,0.47]

Subtotal (95% CI) 132 110 100.0% 0.22 [0.03, 0.47]

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.69 (P =0.09)

10 -5 0 5 10
. i Favours AD  Favours CBT + AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 30: Quality of life mental component score (MCS) at 40-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
1.29.1 CBT individual + any AD
Wiles 201372016 w/F o121 132 346 11.8 110 1000% 0.34[0.09, 0.600
Subtotal (95% CI) 132 110 100.0% 0.34 [0.09, 0.60]
Heterogeneity: Mot applicable
Testfar overall effect: 2= 263 (P = 0.009)
} 1 T } {
-10 -5 1] 5 10
. i Favours AD Favours CBT + AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 31: Functional impairment 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
1.30.1 CBT individual
Paykel 1998/Scott 2000 1.81 039 80 205 081 T8 AB5% -0.53 [0.84,-0.21] L
Subtotal (95% CI) 80 78 46.5% -0.53 [-0.84, -0.21] +
Heterogeneity; Mot applicable
Testfar averall effect 2= 3.25 (P =0.001)
1.30.2 Cognitive behavioral analysis system of psychotherapy (CBASP)
Kocsis 2009/Klein 2011 1024 325 172 1096 363 78 53.5% -0.21 [-0.48, 0.06] ]
Subtotal (95% CI) 172 75 535% -0.21 [-0.48, 0.06] 4
Heterageneity: Mot applicable
Testfor overall effect Z=1.54 (P=012)
Total (95% CI) 252 153 100.0% -0.36 [-0.67, -0.05] +
Heterngeneity: Tau?= 0.03; Chi*= 217, df=1 (P = 0.14); F= 54% =—1D % b % 1D=
Testfor overall effect =229 (P =002 Favours CBT +AD Favours AD
Testfor subgroup diferences: Chit= 217, df=1 (P =014}, F= 53.9%
AD: antidepressant
Figure 32: Functional impairment at 11-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CIl
1.31.1 CBT individual + any AD
Paykel 1959/5cott 2000 1.83 047 80 147 046 8 100.0% -0.30 F0.61, 0.01]
Subtotal (95% CI) 80 78 100.0% -0.30 [-0.61, 0.01]
Heterogeneity: Mot applicable
Test for averall effect: 2= 187 (P = 0.08)
10 -5 0 5 10
_ ) Favours CBT + AD Favours AD
Testfor subaraun differences: Mot applicable
AD: antidepressant
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Comparison 2. Augmenting with cognitive and cognitive behavioural therapies versus
augmenting with counselling

Figure 33: 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
2.1.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 20090klein 2011 1128 B3 174 1277 845 168 1000% -0.18 [0.39, 0.04]
Subtotal (95% CI) 174 168 100.0% -0.18 [-0.39, 0.04]

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

10 -5 0 3 10
Favours CBT Favours counselling

Testfor subaroup differences: Mot apnlicable

Figure 34: 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
2.2.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 20090klein 2011 67 200 52 195 100.0% 1.26[0.83,1.70]
Subtotal (95% CI) 200 195 100.0% 1.26 [0.93, 1.70]
Total events 67 52
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.47 (P=0.14)
L U T t |
0.1 0.1 1 10 100

Favours counselling Favours CBT

Testfor subgroun differences: Mot applicable

Figure 35: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Eventis Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.3.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 2009/klein 2011 25 200 27 195 100.0% 0.90 [0.54, 1.50]
Subtotal (95% Cl) 200 195 100.0%  0.90 [0.54, 1.50]
Total events 25 v
Heterogeneity: Mot applicahle
Test for overall effect: 2= 0.40 {F = 0.65)
L t T t |
0o 0.1 1 10 100

Favours CBT Favours counselling

Testfor subgroup differences: Mot applicable

Figure 36: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.4.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 20094<lein 2011 2 200 1 185 1000% 1.95[0.18,21.33]
Subtotal {95% CI) 200 195 100.0% 1.95[0.18, 21.33]
Total events 2 1
Heterogeneity: Mot applicable
Testfor overall effect: £=0.55 (F = 0.58)
| | | )
0ot a1 1 10 100

Favours CBT Favours counselling

Testfor subaroup differences: Mot apnlicable
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Figure 37: Functional impairment endpoint

Control Std. Mean Difference Std. Mean Difference

Experimental
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.5.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocgis 20094<lein 2011 10024 328 172 1073 246 162 1000% -0.16 [0.26, 0.07]
Subtotal {95% CI) 162 100.0% -0.15 [-0.36, 0.07]
Heterogeneity: Mot applicable
Testfor overall effect: £2=1.33 F=0.18)
[ 1 1 } |
-10 -5 0 g 1o

Favours CBT Favours counselling

Testfor subaroup differences: Mot apnlicable

Comparison 3. Augmenting with counselling versus continuing with antidepressant

Figure 38: 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
3.1.1 Brief supportive psychotherapy + any AD
Kaocsis 2009/klein 2011 1277 845 168 1228 B8.44 TE 100.0% 0.06 [-0.21,0.33]
Subtotal {95% CI) 168 76 100.0% 0.06 [-0.21, 0.33]
Heterogeneity: Mot applicable
Testfor overall effect 2= 042 (P = 0.63)

10 -5 0 5 10

Favours counselling + AD Favours AD

Testfor subgroup differences: Mot applicable
AD: antidepressant

Figure 39: 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
3.2.1 Brief supportive psychotherapy + any AD
Kocsis 20080 ein 2011 a2 184 30 95 100.0% 0.85[0.58,1.24]
Subtotal (95% Cl) 195 96 100.0%  0.85[0.59,1.24]
Total events 52 30
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.82 (F=0.41)

0.01 0.1 1 10 100

Favours AD  Favours counselling + AD

Testfor subaroup differences: Mot applicable
AD: antidepressant

Figure 40: 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% Cl
3.3.1 Brief supportive psychotherapy + any AD
Kocsis 20080Kein 2011 27 184 16 96 100.0% 0.83[0.47,1.47]
Subtotal (95% CI) 195 96 100.0%  0.83[0.47,1.47]
Total events 27 16
Heterageneity: Mot applicable
Test for overall effect: Z=0.64 (F =052
} } T } |
0.01 0 1 10 100

. i Favours counselling + AD  Favours AD
Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 41: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
3.4.1 Brief supportive psychotherapy + any AD
Kocsis 20080 ein 2011 1 184 2 96 100.0% 0.25[0.02, 2 68] l
Subtotal (95% Cl) 195 96 100.0%  0.25[0.02, 2.68] ——
Total events 1 2

Heterogeneity: Mot applicable
Testfor overall effect Z=1.15(F =0.249)

I
0.01

} }
0.1 10

100
) . Favours counselling + AD  Favours AD
Testfor subaroup differences: Mot applicable
AD: antidepressant
Figure 42: 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
3.5.1 Brief supportive psychotherapy + any AD
Kocsis 20090K]ein 2011 1073 346 162 10896 363 ¥5 100.0% -0.07 [0.34, 0.21]
Subtotal {95% CI) 162 75 100.0% 0.07 [-0.34, 0.21]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.47 (F = 0.64)
10 -5 i 5 10
. ) Favours counselling + AD Favours AD
Testfor subdroun differences: Mot applicable
AD: antidepressant
Comparison 4. Augmenting with IPT versus continuing with antidepressant
Figure 43: 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
4.1.1 IPT individual + any AD versus any AD
Souza 2016 123 68 16 138 5494 18 217% -0.23[-0.81, 0.41] =
Subtotal (95% CI) 16 18 217 -0.23 [-0.91, 0.45] L 3
Heterogeneity: Mot applicable
Testfor overall effect Z=0.67 (P =0.40)
4.1.2 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 249 64 B3 118 ¥4 1 FE3% -0.40 [F0.76, -0.058] [ ]
Subtotal (95% CI) 63 61 78.3% -0.40 [-0.76, -0.05] L.
Heterogeneity: Mot applicable
Testfor overall effect Z=2.21 (P =0.03)
Total {95% Cl) 79 79 100.0% -0.36 [-0.68, -0.05] L]
it 2 — . 2 - - SR = l : I
Heterogeneity: Tau*=0.00; Chi*=019, df=1 (P=0.66), F=0% oo = o : 10
D

Testfor overall effect Z=2.27 (P =0.02)
Testfor subgroup differences: Chi*= 0149, df=1 (P = 0.6B), F= 0%

AD: antidepressant
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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
4.2.1 IPT individual + any AD versus any AD
Souza 2016 -7.8 45849 16 -46 407 18 29.0% -0.66 [-1.35, 0.04] i
Subtotal {95% CI) 16 18 29.0% -0.66 [-1.35, 0.04] &
Heterogeneity: Mot applicable
Test for overall effect £2=1.85 (F = 0.06)
4.2.2 |PT group + any AD versus any AD
Murray 2010 -4.23 1036 27 177 1016 27 334% -0.24 [-0.77, 030 :
Subtotal (95% CI) 7 27T 334% -0.24 [-0.77, 0.30]
Heterogeneity: Mot applicable
Testfar overall effect: Z=0.86 (P =0.39)
4.2.3 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 -16.2 0 424 63 101 5483 61 3r.5% -1.23[-1.62,-0.849] =
Subtotal {95% CI) 63 61 37.5% 1.23 [-1.62, -0.85] [
Heterogeneity: Mot applicable
Test for overall effect Z=6.28 (F = 0.00001)
Total (95% CI) 106 106 100.0% -0.73 [-1.38, -0.08] &
Heterogeneity; Tau®= 0.26; Chif=9.15, df= 2 (P = 0.01); F= 78% =-1D % 1 % 1D=
Test far overall effec.t: =270 (P:. 0.03) Favours IPT + AD  Favaurs AD
Testfor subaroup differences: Chif= 915, df=2(P=001F=73.1%
AD: antidepressant
Figure 45: Depression symptomatology at 1-3 month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI IV, Random, 95% CI
4.6.1 IPT individual + any AD versus any AD
Souza 2016 14 B4 16 139 5494 18 35.3% 0.02 [-0.66, 0.65]
Subtotal (95% CI) 16 18  353% 0.02 [-0.66, 0.69]
Heterogeneity: Mot applicahle
Testfor averall effect £=0.05 (P = 0.96)
4.6.2 IPT individual & group + SS5RITCA versus SSRITCA
Schramm 2007 456 6.22 a0 T8l OFE 47 B4T% -0.49 [-0.90, -0.08] ||
Subtotal (95% CI) 50 47  64.T% -0.49 [-0.90, -0.09] +
Heterogeneity: Mot applicahle
Testfor averall effect 2= 238 (P=0.02)
Total {95% Cl) 66 65 100.0% -0.31 [-0.79, 0.16] ﬂ‘
Heterogeneity, Tau= 0.05; Chi*=1.60, df=1 (P = 0.213; F= 37% I ; T I {
Testfor overall effact Z=1.29 (P = 0.20) 10 S v 5 10
A - Fawours IPT + AD  Favours AD
Testfor subgroup differences: Chi*=1.60, df=1 (P =021}, F= 37.9%
AD: antidepressant
Figure 46: Depression symptomatology at 12-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% Cl
4,71 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 436 435 a0 8.4 822 47 100.0% -054[-0.84,-0173]
Subtotal (95% CI) 50 AT 100.0% 0.54 [0.94, 0.13]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 259 (FP=0.010)
1 1 1 ]
10 -5 0 5 10
) . Favours IPT + AD  Favours AD
Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 47: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% CI
4.3.1 IPT individual + escitalopram (dose increase) versus escitalopram (dose increase)
Reynalds 2010 35 g0 29 G4 55.2% 1.29[0.81,1.82]
Subtotal (95% CI) 60 64 55.2% 1.29 [0.91,1.82]
Total ewents 35 249

Heterageneity: Mot applicahle
Testfor overall effect Z=1.44 (P=015)

4.3.2 IPT individual + any AD versus any AD

Souza 2016 ] 17 3 23 3.9% 225062, 817] N —
Subtotal (95% CI) 17 23 3.9% 2.25[0.62, 8.17] -~
Total events ] 3

Heterogeneity: Mot applicable
Testfor overall effect Z=1.24 (P=0.22)

4.3.3 IPT group + any AD versus any AD

Murray 2010 12 34 430 63% 2,65 [0.95, 7.34] —
Subtotal {95% CI) 34 30 B.3% 2.65 [0.95, 7.34] -
Total events 12 4

Heterageneity: Mot applicahle
Test for overall effect £=1.87 (P = 0.06)

4.3.4 |PT individual & group + SSRITCA versus SSRITCA

Schramm 2007 i G5 21 A5 34.6% 1.48[0.96, 2.28] i
Subtotal (95% CI) 65 65 34.6% 1.48 [0.96, 2.28] L
Total events Kl 21

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

Total (95% CI) 176 182 100.0% 1.44 [1.12, 1.86] &
Total ewents a3 57

Heterageneity: Tau®= 0.00; Chi*= 236, df= 3 (P=050), F= 0% I
Testfor overall effect £=2.82 (F=0.00%)
Test for subaroup differences: Chi®= 2.26, df=3(P=052), F= 0%

AD: antidepressant
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Figure 48: 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
4.4.1 IPT individual + any AD versus any AD
Souza 2016 f 17 4 23 A.5% 203 [0.68, 6.09] —
Subtotal (95% Cl) 17 23 6.5% 2.03 [0.68, 6.09] —~—
Total events g 4
Heterogeneity: Mot applicahle
Test for averall effect Z2=1.26 (F =0.21)
4.4.2 IPT group + any AD versus any AD
Murray 2010 12 34 ] a0 9.2% 212[0.84,5.32] T
Subtotal (95% Cl) 34 30 9.2% 2.12[0.84, 5.32] Sl
Total events 12 a
Heterogeneity: Mot applicahle
Testfor overall effect £=1.60(F=0.11)
4.4.3 IPT individual & group + SSRITCA versus SSRITCA
Schrarmm 2007 44 A5 )l G5 B43% 1.42[1.058,1.93] |.
Subtotal (95% Cl) 65 65 B4.3% 1.42 [1.05, 1.93] &
Total events 44 N
Heterogeneity: Mot applicahle
Test for overall effect 2= 225 (P =0.02)
Total (95% CI) 116 118 100.0% 1.51[1.14, 1.99] L 2
Total events G2 a0
Heterogeneity: Tau‘zl 0.00; ChiF=1.02, df=2 (P =060y F=0% 'D.D1 Df1 1'D 1IZIIZI'
Testfor averall effect £= 287 (P = 0.004) Favours AD  Favaurs IPT + AD
Testfor subagroup differences: Chi= 095, df= 2 (P= 062, F=0%
AD: antidepressant
Figure 49: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% CI M-H, Random, 95% CI
4.5.1 IPT individual + escitalopram (dose increase) versus escitalopram (dose increase)
Reynalds 2010 ¥ 50 A G4 214% 1.49[0.50, 4.458] B
Subtotal (95% CI) 60 64 21.4% 1.49 [0.50, 4.45] -
Total ewents T ]
Heterageneity: Mot applicahle
Testfar averall effect Z=0.72 (P =0.47)
4.5.2 IPT individual + any AD versus any AD
Souza 2016 5 17 2 23 1M.2% 3.381[0.74,15.34] e
Subtotal (95% CI) 17 23 11.2% 3.38[0.74,15.39] el
Total events ] 2
Heterogeneity: Mot applicable
Testfor overall effect Z=1.58 (P=0.11)
4.5.3 IPT group + any AD versus any AD
Murray 2010 T 34 3 30 1E1% 206 [0.58, 7.26] N
Subtotal (95% CI) 34 30 16.1% 2.06 [0.58, 7.26] sl
Total ewents ¥ 3
Heterageneity: Mot applicahle
Test far averall effect £=1.12 (F = 0.26)
4.54 |PT individual & group + SSRITCA versus SSRITCA
Schramm 2007 12 G5 13 A5 51.3% 0.921[0.46,1.87] t
Subtotal (95% CI) 65 65 51.3% 0.92 [0.46, 1.87]
Total events 12 13
Heterogeneity: Mot applicabla
Testfor overall effect Z= 022 (P=0.82)
Total (95% Cl) 176 182 100.0% 1.35 [0.81, 2.23] -
Total events Kl 23
Heterageneity: Tau’:l 0.00; Chi*=3.01,df=3(P=039) F=0% 'D.D1 D!1 110 1DD'
Testfor averall effect Z=1.15 (P = 0.29) Favours IPT + AD Favours AD

Testfor subgroup differences: Chi®= 2,99, di= 3{F=0.39), F=0%
AD: antidepressant
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Figure 50: Global functioning endpoint

Experimental Control

Std.

Std. Mean Difference
IV, Fixed, 95% Cl

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
4.8.1 IPT individual & group + SSRITCA versus SSRITCA

Schramm 2007 GY1 1286 63 B26 142 61 100.0% 0.32 [0.03, 0.68]
Subtotal (95% CI) 63 61 100.0% 0.32 [-0.03, 0.68]

Heterogeneity: Mat applicable
Test for owerall effect: £=1.77 (P = 0.08)

10 -5 0 5 10
. i Favours AD Favours IPT + AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 51: Global functioning at 3-month follow-up
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4,91 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 TE83T 1234 a0 Fia 1437 47 100.0% 0.44[0.03, 0.584]
Subtotal (95% CI) 50 A7 100.0% 0.44 [0.03, 0.84]
Heterogeneity, Mot applicable
Testfor overall effect Z=212{F=0.03)
-0 -5 0 5 10
) . Favours AD  Favours IPT + AD
Testfor subaroun differences: Mot applicable
AD: antidepressant
Figure 52: Global functioning at 12-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
4,101 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 Ta.08 11.29 a0 FIAT 1748 47 100.0% 0.47 [0.06,0.87]
Subtotal (95% CI) 50 A7 100.0% 0.47 [0.06, 0.87]
Heterogeneity, Mot applicable
Testfor overall effect Z=2.27 (F=0.02)
-0 -5 0 5 10
) . Favours AD  Favours IPT + AD
Testfor subaroun differences: Mot applicable
AD: antidepressant
Comparison 5. Augmenting with short-term psychodynamic psychotherapy versus
continuing with antidepressant
Figure 53: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.1.1 Intensive short-term dynamic psychotherapy + any AD
Towwn 201752020 13919 8995 30 18.384 G648 30 100.0% -0.56 [-1.07,-0.04]
Subtotal (95% CI) 30 30 100.0% -0.56 [-1.07, -0.04]
Heterageneity: Mot applicable
Testforoverall effect =211 (F=0.03)
10 -5 0 & 10
. . Favours STPP + AD Favours AD
Test for subaroup differences: Mot applicable
AD: antidepressant
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Figure 54: Depression symptomatology change score

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

Std. Mean Difference

IV, Fixed, 95% CI

Std. Mean Difference

IV, Fixed, 95% CI

5.2.1 Intensive short-term dynamic psychotherapy + any AD

Town 201772020 -9.6587 6121 30 -5.828 440 30 100.0%
Subtotal (95% CI) 30 30 100.0%
Heterogeneity: Mot applicahle

Test for overall effect Z= 2.66 (F = 0.008)

-0.71 [1.23,-0.19]
0.71[1.23, 0.19]

10 -5 D 5 10
) . Favours STPP + AD Favours AD
Testfor subgroup differences: Mot apnlicable
AD: antidepressant
Figure 55: 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
5.5.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 13.284 7358 30 18 8514 30 100.0% -0.58 [1.10,-0.07]
Subtotal (95% CI) 30 30 100.0% -0.58 [-1.10, -0.07]
Heterogeneity: Mat applicable
Testfor overall effect: Z=2.22 (P=0.03)
10 -5 0 5 10
. . Favours STPP +AD Favours AD
Testfor subgroup differences: Mot applicahle
AD: antidepressant
Figure 56: 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
5.6.1 Intensive short-term dynamic psychotherapy + any AD
Town 201792020 13.088 7.89549 30 17.8849 8.782 30 100.0% -0.56 [-1.08, -0.08]
Subtotal (95% CI) 30 30 100.0% -0.56 [-1.08, -0.05]
Heterogeneity: Mot applicable
Testforoverall effect =214 (F=0.03)
10 -5 0 5 10
. . Favours STPP + AD Favours AD
Test for subaroup differences: Mot apnlicable
AD: antidepressant
Figure 57: Depression symptomatology at 12-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
5.7.1 Intensive short-term dynamic psychotherapy + any AD
Tawn 201752020 13.044 6529 30 17.856 B8.569 30 100.0% -0.62 [-1.14,-0.10]
Subtotal {95% CI) 30 30 100.0% -0.62 [1.14, -0.10]
Heterogeneity, Mot applicable
Testfor overall effect: =235 (F=0.02)
10 5 0 10

Test for subaroup differences: Mot apnlicable
AD: antidepressant
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Figure 58: Remission (ITT)

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

5.3.1 Intensive short-term dynamic psychotherapy + any AD
Town 201712020 11 30 1 30 100.0% 11.00[1.51,79.96] i
30 30 100.0% 11.00 [1.51, 79.96]

Subtotal {95% CI)

Total events 11 1
Heterageneity: Mot applicatble

Test for overall effect £=2.37 (P=0.02)

) . Favours AD Favours STPP + AD
Test for subgroup differences: Mot applicable
AD: antidepressant

Figure 59: Remission (ITT) at 12-month follow-up

0.01 0.1 10 i)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
5.8.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 12 30 gq 30 100.0% 1.33[0.66, 2.69)
Subtotal (95% CI) 30 30 100.0%  1.33[0.66, 2.69]
Total events 12 g

Heterageneity: Mot applicahle
Testfor overall effect Z= 080 (P = 0.42)

. . Favours AD  Favours STPP + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant

Figure 60: Response (ITT) at 12-month follow-up

0.0 0 1 i 100

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
5.9.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 15 30 12 30 100.0% 1.25[0.71, 2.20]
Subtotal (95% CI) 30 30 100.0% 1.25[0.71, 2.20]
Total events 15 12

Heterageneity: Mot applicahle
Testfor overall effect Z=0.77 (P = 0.44)

0.01 0.1 1 10 100
. . Favours AD  Favours STPP + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
Figure 61: 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
5.4.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 5 30 3 30 100.0% 1.67 [0.44, 6.36] i
Subtotal (95% CI) 30 30 100.0%  1.67 [0.44, 6.36]
Total events a 3
Heterogeneity: Mot applicable
Test for overall effect Z= 075 (F=0.49)
0.01 01 10 100

. . Favours STPP + AD Favours AD
Test for subgroup differences: Mot applicable
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AD: antidepressant

Comparison 6. Augmenting with long-term psychodynamic psychotherapy versus
continuing with antidepressant

Figure 62: 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
6.1.1 Augmenting any AD
Fonagy 2015 164 62 53 1749 645 46 100.0% -0.23 [-0.63, 0.16]
Subtotal (95% CI) 53 46  100.0% 0.23 [-0.63, 0.16]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.16 (P = 0.25)

10 5 0 5 10

. . Favours LTPP + AD  Favours continuing AD
Test for subaroup differences: Mot applicable
AD: antidepressant

Figure 63: 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
6.4.1 Augmenting any AD
Fonagy 2015 154 6B 49 176 6.1 47 100.0% -0.34 [-0.75, 0.086]
Subtotal (95% CI) 49 A7 100.0% -0.34 [-0.75, 0.06]

Heterageneity: Mot applicable

Testfor overall effect Z=1.67 (P=0.10)

-0 -5 0 5 10
Favours LTPP + AD  Favours continuing AD

Testfor subdgroun differences: Mot apnlicahle
AD: antidepressant

Figure 64: Depression symptomatology at 1-year follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.5.1 Augmenting any AD
Fonagy 2014 167 7.4 49 194 B4 49 100.0% -0.38 [-0.78, 0.03]
Subtotal (95% CI) 49 49 100.0% -0.38 [-0.78, 0.02]

Heterogeneity: Mot applicable
Testfar averall effect: Z=1.88 (P = 0.06)

} }
- 10
Favours LTPP + AD Favours continuing AD

Test for subaroup differences: Mot applicable
AD: antidepressant

242
Depression in adults: Evidence review D FINAL (June 2022)



FINAL

Figure 65: Depression symptomatology at 2-year follow-up

Experimental Control

Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.6.1 Augmenting any AD
Fonagy 2015 159 68 47 2041 54 45 100.0% -0.68 [-1.10, -0.26] ’
Subtotal {95% CI) 47 45 100.0% -0.68 [-1.10, -0.26]
Heterogeneity: Mot applicable
Testfor overall effect Z= 315 (P = 0.002)
-10 5 0 5 10
. . Favours LTPP + AD Favours continuing AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 66: 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
6.2.1 Augmenting any AD
Fonagy 2015 g BT 4 B2 100.0% 1.39[0.41, 4. 649]
Subtotal (95% Cl) 67 62 100.0%  1.39[0.41, 4.69]
Total events g 4
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.53 (F = 0.60)
.01 0.1 1 10 100
) . Favours continuing AD Favours LTPP + AD
Testfor subaroup differences: Mot applicable
AD: antidepressant
Figure 67: Remission (ITT) at 2-year follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
6.7.1 Augmenting any AD
Fonagy 2015 10 67 3 B2 1000% 3.0%[089, 1068 t
Subtotal (95% CI) 67 62 100.0% 3.08 [0.89,10.69]
Total events 10 3
Heterageneity: Mot applicable
Test for overall effect: Z=1.78 (F=0.08)
} } } |
0.01 0 10 100
. i Favours continuing AD Favours LTPP + AD
Testfor subgroup differences: Mot applicable
AD: antidepressant
Figure 68: 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
6.3.1 Augmenting any AD
Fanagy 2014 10 67 g G2 100.0% 1.16 [0.49, 2.74]
Subtotal (95% Cl) 67 62 100.0%  1.16[0.49, 2.74]
Total events 10 g
Heterageneity: Mot applicable
Testfor overall effect Z=033(F=074)
} } 1 ) |
0.01 0.1 1 10 100

Testfor subaroup differences: Mot applicable

AD: antidepressant

Favours LTPP +AD Favours continuing AD
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Comparison 7. Augmenting with self-help versus continuing with the antidepressant (+/-
attention-placebo)

Figure 69: 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% Cl
7.1.1 Attentional bias training + any AD versus attention-placebo + any AD
Baert 201 0_study 2 30 11.86 148 34.06 1113 20 21.9% -0.35 [1.02,0.33] —=
Diai 2014 11.38  G.O4 16 1356 5492 16 20.4% -0.36 [1.05, 0.34] —=r
Subtotal (95% CI) M 36 424% -0.35[-0.84, 0.14] L

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P =098, F=0%
Test for averall effect: Z=1.41 (F=0.16)

7.1.2 Cognitive bibliotherapy + any AD versus any AD

Schlogelhofer 2014 1141 49 449 124 a7 41 A87.6% -0.24 066, 0.17] =
Subtotal (95% CI) 49 41  57.6% -0.24 [-0.66, 0.17]

Heterogeneity: Mot applicable

Test for averall effect: Z=114(F=0.25)

Total (95% CI) 80 77 100.0% -0.29 [-0.61, 0.03] L
Heterogeneity: Tau®= 0.00; Chi*= 011, df= 2 (P =095}, F=0% 5_10 55 b % 0
Testfor overall effect Z=1.79 (P =0.07) Favours sel-help + AD Favours AD

Testfor subaroup differences: Chif= 011, df=1{F =075, F=0%
AD: antidepressant

Figure 70: 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
7.2.1 Attentional bias training + any AD versus attention-placebo + any AD
Baert 201 0_study 2 -5 B.06 15 -25 F.36 00 223% -0.32 [-0.99, 0.36] —-
Dai 2019 11,78 445 16 -9.32 43 16 20.2% -0.84 [1.29,017] —
Subtotal (95% CI) k| 36 42.4% -0.42 [-0.91, 0.06] L

Heterogeneity: Tau®= 0.00; Chi*=0.20, df=1 (P = 0L6EY, F= 0%
Testfor overall effect Z=1.71 (F=0.09)

7.2.2 Cognitive bibliotherapy + any AD versus any AD

Schlogelhofer 2014 -1.5 338 49 01 447 41 57 6% -0.37 [-0.79, 0.05] :
Subtotal (95% CI) 49 41 57.6% -0.37 [-0.79, 0.05]

Heterogeneity: Mot applicable

Test for overall effect Z2=1.73 (F=0.08)

Total (95% CI) 80 77 100.0% -0.39 [-0.71, -0.08] 4
Heterogeneity: Tau®=0.00; Chi®=0.23, df= 2 (F = 0.85), F= 0% I—'ID 55 B :IS 0
Testfor averall effect 2= 242 (P=002) Favours self-help + AD Favaurs AD

Testfor subaroup differences: Chi*=0.03,df=1{P=087 F=0%
AD: antidepressant

Figure 71: 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% Cl IV, Fixed, 95% Cl
7.4.1 Attentional bias training + any AD versus attention-placebo + any AD
Dai 20149 814 367 16 12 1.3 16 100.0% =137 [-2.15,-0.59] !
Subtotal (95% Cl) 16 16 100.0% -1.37 [-2.15, -0.59]

Heterogeneity; Mot applicahle
Test for overall effect; £=3.44 (P = 0.0006)

10 5 0 5 10
) . Favours sel-help + AD  Favours AD
Testfar subgroup differences: Mot applicable

AD: antidepressant
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Figure 72: 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
7.3.1 Attentional bias training + any AD versus attention-placebo + any AD
Ciai 2019 4 20 4 20 34T% 1.00[0.29, 3.49]
Subtotal (95% Cl) 20 20 34.7T% 1.00 [0.29, 3.45]
Total events 4 4
Heterogeneity: Mot applicable
Test for overall effect; Z2=0.00 (F = 1.00)
7.3.2 Cognitive bibliotherapy + any AD versus any AD
Schlogelhofer 2014 11 45 f 41 BA.3% 1.43 [0.62, 3.749] ——
Subtotal (95% CI) 49 41 653% 1.53 [0.62, 3.79] "*"
Total events 11 B
Heterogeneity: Mot applicable
Test for overall effect £=0.83 (F = 0.35)
Total (95% CI) 69 61 100.0% 1.32 [0.64, 2.74] -‘-
Total events 15 10
?et?;ugenemrl:lT?fu tzzﬂ_nnu fshlpz—uﬁgfsl df=1{FP=058), F=0% 'D.D1 DH 1-0 1DD'
estior overall effect 2= 0.75 (P = 045 Favours self-help +AD  Favours AD
Testfor subaroup differences: Chi®= 030, df=1 (P = 0.58), F= 0%
AD: antidepressant
Comparison 8. Augmenting with self-help and switching to SSRI versus switching to
SSRI-only
Figure 73: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.1.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline
Mantani 2017 T4 219 21 1041 218 83 100.0% -1.13 [-1.46,-0.80] ’
Subtotal (95% Cl) A | 83 100.0% -1.13 [1.46, -0.80]
Heterogeneity: Mot applicahle
Testfor averall effect Z=6.68 (P = 0.00001)
}-10 =5 0 :ln 1D=
. . Favours self-help + SSRI Favours SSRI
Testfor suboroup differences: Mot applicable
Figure 74: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.2.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline
Mantani 2017 -5.56 412 81 -249 354 83 100.0% -0.76 [-1.08,-0.44] !
Subtotal (95% Cl) 8 83 100.0% -0.76 [-1.08, -0.44]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=4.68 (P = 0.00001)
}-10 -I :ln 1DI
. . Favours self-help + SSRI Favours SSRI
Testfor suboroup differences: Mot applicable
Figure 75: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
8.3.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline
Mantani 2017 % 8l 15 83 100.0%  1.71(0.97,3.00] t
Subtotal (95% Cl) A | 83 100.0%  1.71[0.97, 3.00]
Total events 28 14
Heterogeneity: Mot applicahle
Testfar overall effect Z2=1.87 (P = 0.06)
5.01 0?1 1=D 1DDI

Testfor subaroun differences: Mot annlicable
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Figure 76: Response (ITT)

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

Risk Ratio
M-H, Fixed, 95% CI

8.4.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline

Mantani 2017 34 81 18 83 1000%  1.94[1.19, 3.14]
Subtotal {95% CI) 81 83 100.0%  1.94[1.19,3.14]
Total events 34 18

Heterogeneity: Mot applicahle
Testfor overall effect 2= 2.68 {F=0.007)

8 &

10 100

0.01 01
. . Favours SSRI Favours self-help + S5RI
Testfor suboroup differences: Mot applicable
Figure 77: 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% CIl
8.5.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline
Mantani 2017 1 =l 0 83 1000% 3.07[013, 74.35]
Subtotal (95% Cl) A | 83 100.0% 3.07 [0.13,74.35]
Total events 1 1]
Heterogeneity: Mot applicahle
Testfor overall effect 2= 069 (P = 0.49)
.01 01 1 10 100
. . Favours self-help + SSRI Favours SSRI
Test for subaroup differences: Mot applicable
Comparison 9. Augmenting with art therapy versus attention-placebo
Figure 78: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Woeight IV, Fixed, 95% CI IV, Fixed, 95% CI

9.1.1 Clay art therapy + any AD

Man 2017 204 114 52 262 88 48 100.0% -0.56 [-0.96, -0.18] !

Subtotal (95% Cl) 48 100.0% -0.56 [-0.96, -0.16]

Heterogeneity: Mot applicable

Testfor overall effect 2= 2,75 (P = 0.006)

-0 -5 ; : 10

Test for subdroup differences: Not applicable

Figure 79: Depression symptomatology change score

Favours arttherapy Favours attention-placebo

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
9.2.1 Clay art therapy + any AD
Man 2017 -11.8 747 82 26 THE1 48 100.0% -1.22[1.64,-0.79)] ,
Subtotal (95% CI) 52 48 100.0% -1.22 [-1.64, 0.79]

Heterogeneity, Mot applicable
Test for overall effect. Z=5.56 (F = 0.00001)

I
-10

Test far subaroup diferences: Mat applicable
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Figure 80: Discontinuation due to any reason

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

9.3.1 Clay art therapy + any AD
Man 2017 1 53 5 53 100.0%  0.20[0.02 1.65] l
Subtotal {95% CI} 53 53 100.0%  0.20 [0.02, 1.65] —

Total ewents 1 5
Heterogeneity: Mot applicable
Testfor overall effect Z=149(F=014)

0.01 0.1 10 100
Favours arttherapy Favours attention-placebo

Test for subagroup differences: Mot applicable

Comparison 10. Augmenting with eye movement desensitization reprocessing (EMDR)
versus augmenting with cognitive behavioural therapy

Figure 81: Depression symptomatology endpoint

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
10.1.1 EMDR + any AD versus CBT individual + any AD
Ostacali 2018 1058 1117 M O1786 1117 35 100.0% -0.65[1.14,-0.14]
Subtotal (95% CI) Kyl 35 100.0% 0.65 [-1.14, -0.15]

Heterogeneity, Mat applicahle
Test for overall effect Z=2 55 (P =0.01)

10 -5 0 5 10
Favours EMDR  Favours CBT

Testfar subaroun diferences: Mot applicable

Figure 82: 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
10.2.1 EMDR + any AD versus CBT individual + any AD

Ostacali 2018 22 40 17 42 100.0% 1.36 [0.86, 2.16]
Subtotal (95% CI) 40 42 100.0%  1.36 [0.86, 2.16]
Total events 22 17
Heterageneity: Mot applicahle
Testfor overall effect £=1.30 (P =019
0.01 01 1 10 100
. . Favours CBT Favours EMDR
Testfor subaroup differences: Mot apnlicahle
Figure 83: Remission (ITT) at 6-month follow-up
Experimental Control Risk Ratio Risk Ratio

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

10.4.1 EMDR + any AD versus CBT individual + any AD

Ostacali 2018 17 40 14 42 100.0% 1.19[0.69, 2.08)]
Subtotal (95% CI) 40 42 100.0%  1.19[0.69, 2.05]
Total events 17 14

Heterageneity: Mot applicahle
Testfor overall effect Z= 063 (P=0.53

0.01 01 1 10 100
Favours CBT Favours EMDR

Testfor subaroup differences: Mot apnlicahle
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Figure 84: 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
10.3.1 EMDR + any AD versus CBT individual + any AD
(Ostacali 2018 ] 40 T 42 100.0% 1.35[0.56, 3.28]
Subtotal (95% CI) 40 42 100.0% 1.35 [0.56, 3.28]
Total events q T
Heterogeneity: Mot applicable
Test for overall effect Z= 0.66 (F=0.481)

0.01 01 1 10 100

. . Favours EMDR  Favours CBET
Test for subgroup differences: Mot applicable

Figure 85: Global functioning at endpoint

Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SO0 Total Mean 50 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.5.1 EMDR + any AD versus CBT individual + any AD
Ostacoli 2018 779 1087 3 F4E 17.84 35 100.0% 0.22[-0.27,0.70]
Subtotal (95% CI) 3| 35 100.0% 0.22 [-0.27, 0.70]

Heterogeneity: Mat applicahle
Test for averall effect Z=0.88 (P =0.38)

10 -5 0 5 10
Favours CBT Favours EMDR

Test far subaroun differences: Mot applicable

Figure 86: Global functioning 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
10.6.1 EMDR + any AD versus CBT individual + any AD
Ostacali 2018 TT.ABY 13.04 3 F4.484 1072 35 100.0% 0.24[-0.24 073
Subtotal (95% CI) Kyl 35 100.0% 0.24 [-0.24, 0.73]

Heterogeneity: Mat applicahle
Test for overall effect =088 (F =033

-0 5 0 10
) . Favours CBT Favours EMDR
Testfar subaroun diferences: Mot applicable
Comparison 11. Increasing the dose of SSRI versus continuing SSRI at the same dose
Figure 87: 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
11.1.1 Paroxetine 30-50mg versus 20mg
Ruhe 2008 161 1.22 0 153 1.28 27 100.0% 063[0.10,1.17]
Subtotal (95% CI) 30 27 100.0% 0.63 [0.10,1.17]
Heterogeneity: kot applicable
Testfor overall effect £=2.32 (F=0.02)
-0 -5 0 5 10

) ) Favours higher dose Favours same dose
Test for subaroup differences: Mot applicable

248
Depression in adults: Evidence review D FINAL (June 2022)



FINAL

Figure 88: 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
11.2.1 Escitalopram 30mg versus 20mg
kim 2019 -11.8 3} 25 -8 463 22 302% -0.64 [-1.23,-0.09] —
Subtotal (95% CI) 25 22 30.2% -0.64 [-1.23, -0.05] &
Heterogeneity: Mot applicable
Testfor overall effect Z=213 (P=0.03
11.2.2 Fluoxetine 60mg versus 20mg
Dornseif 1954 -8148 T.34 180 -B74 T4 183 B98% -0.19 [-0.40, 0.01] |
Subtotal (95% CI) 180 189  69.8% -0.19 [-0.40, 0.01] #
Heterageneity: Mat applicable
Testfor overall effect Z=1.85 (P = 0.06)
Total (95% CI) 205 211 100.0% -0.33 [-0.73, 0.07] ¢|
Heterogeneity: Tau®= 0.05; Chi*=1.98, df=1 (P= 0163 F=50% =—1D % b :ij 1D=
Testfor overall Eﬁec_t Z=1.60 (P:_ 0 Favours higher dose Favours same dose
Test for subaroun differences: Chif=1.98, df=1 (P = 0.16), F= 49.6%
Figure 89: 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
11.3.1 Escitalopram 30mg versus 20mg
kim 2019 14 29 10 28 17.2% 1.50[0.84, 2.67] T
Subtotal {95% CI) 25 25 17.2% 1.50 [0.84, 2.67] il
Total events 14 10
Heterogeneity: Mot applicable
Testfor averall effect Z=138 (F=017)
11.3.2 Fluoxetine 60mg versus 20mg
Doarnseif 19849 a1 181 81 180 347% 1.08[0.75, 1.46] :
Subtotal {95% CI) 181 190 34.7% 1.05 [0.75, 1.46]
Total events a1 a1
Heterogeneity: Mot applicable
Testfor averall effect Z=0289(F=077)
11.3.3 Paroxetine 30-50mg versus 20mg
Ruhe 20049 4 30 2 0 28% 2.001[0.40,10.11] S B —
Subtotal {95% CI) 30 30 2.8% 2.00 [0.40,10.11] ——e——
Total events 4 2
Heterogeneity: Mot applicable
Test for averall effect Z=10.84 (P =0.40)
11.3.4 Sertraline 150mg versus 50mg
Schweizer 2001 18 38 12 37 17 4% 1.46[0.82, 2.5949] T
Subtotal {95% CI) 38 3T 174% 1.46 [0.82, 2.59] -
Total events 18 12
Heterogeneity: Mot applicable
Test for averall effect Z=1.30 (P =0.20)
11.3.5 Sertraline 200mg versus 100mg
Licht 2002 28 48 ar 49 27.9% 0.76[0.51,1.14] —
Subtotal {95% CI) a8 99 27.9% 0.76 [0.51,1.14] <4
Total events 28 ar
Heterogeneity: Mot applicable
Testfor averall effect Z=130(F=019)
Total (95% CI) 32 381 100.0% 1.10 [0.84, 1.45] P>
Tatal events 116 112

it 2 — - 2= — — 2= I ] 1 |
Heterogeneity: Taur=0.03; Chi*=571, df= 4 (P =022}, P=30% 'D.D'l Df'l 110 ‘IIJD'

Test for averall effect Z= 065 (F =0.49)

Testfor subaroup differences: Chi*=570, df=4 (F=022) F=298%
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Figure 90: Response (ITT)

Experimental
Study or Subgroup  Events Total

Control
Events Total

Risk Ratio

Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

11.4.1 Escitalopram 30mg versus 20mg

Kim 2018 0 25 12
Subtotal (95% CI) 25
Total events 20 12

Heterageneity: Mot applicable
Testfor overall effect £=2.21 (P =0.03)

11.4.2 Fluoxetine 60mg versus 20mg

Darnseif 1989 63 181 B2
Schweizer 1990 18 36 hal
Subtotal (95% CI) 217

Tatal events a1 g3

25 14.3%
25 14.5%

190 206%
41 147%
231 35.3%

Heterogeneity: Tau*=0.00; Chi*= 011, df=1 (P =074}, F=0%

Testfor averall effect Z=0.31 (F=0.75)

11.4.3 Paroxetine 30-50mg versus 20mg

Ruhe 2003 10 an 10
Subtotal (95% CI) 30
Total events 10 10

Heterogeneity: Mot applicable
Test for averall effect Z=0.00 {(F =1.00)

11.4.4 Sertraline 150mg versus 50mg

Schweizer 2001 a0 ] hal
Subtotal (95% CI) 38
Tatal events a0 21

Heterogeneity: Mot applicable
Test for averall effect £=1.959 (F = 0.05)

11.4.5 Sertraline 200mg versus 100mg

Licht 2002 G4 a3 Jage]
Subtotal (95% CI) a8
Total events a4 64

Heterogeneity: Mot applicable
Test for averall effect Z=2.08 (F=0.04)

Total (95% CI) 408
Total events 195 195

Heterogeneity: Tauf= 0.05; Chif= 13.24, df= 5 (P = 0.02); F= 62%

Testfor overall effect Z=0.74 (P = 0.46)

a0 82%
30 8.2%
3T 19.0%
37 19.0%
99 233%
99 23.5%
422 100.0%

1 67 [1.0B, 2.62]
1.67 [1.06, 2.62]

1.07 [0.80,1.47]
0.9 [0.63,1.52]
1.04 [0.82, 1.32]

1.00[0.49, 2.05]
1.00 [0.49, 2.05]

1.391.00,1.93]
1.39 [1.00, 1.93]

0.79 [0.63, 0.99]
0.79 [0.63, 0.99]

1.10 [0.86, 1.39]

Testfor subaroup differences: Chi*=1313,df=4 (P=0.01), F=E69.59%
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Figure 91: Discontinuation due to any reason

Experimental
Study or Subgroup  Events Total

Control
Events Total

Risk Ratio

Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

11.5.1 Escitalopram 30mg versus 20mg

kim 2018 1 25 g % BI% 017 [0.02 1.249]
Subtotal (95% CI) 25 25 8.2% 0.17 [0.02,1.29] ————
Tatal events 1 g
Heterageneity: Mot applicable
Test for overall effect £=1.72 (P =0.08)
11.5.2 Fluoxetine 60mg versus 20mg
Darnseif 1989 45 181 48 180 388% 0.98 [0.65, 1.40] 1
Subtotal (95% CI) 181 190  38.8% 0.98 [0.69, 1.40]
Tatal events 45 48
Heterageneity: Mot applicable
Test for overall effect £=0.08 (P =0.93)
11.5.3 Paroxetine 30-50mg versus 20mg
Ruhe 2009 1 30 ] n 84% 013[0.02 0.94]
Subtotal (95% CI) 30 30 8.4% 0.13 [0.02, 0.94] ——e——
Tatal events 1 g
Heterageneity: Mot applicable
Test for overall effect £=2.02 (P =0.04)
11.5.4 Sertraline 150mg versus 50mg
Schweizer 2001 4 38 5 37 IT0% 0.78[0.23 2.68] . E—
Subtotal (95% CI) 38 T O1T.0% 0.78[0.23, 2.68] —li
Tatal events 4 5
Heterageneity: Mot applicable
Test for overall effect £=0.40 (P = 0.65)
11.5.5 Sertraline 200mg versus 100mg
Licht 2002 14 98 10 99 2T E% 152072 3.1] T
Subtotal (95% CI) a8 99 27.6% 1.52[0.72, 3.21] -
Tatal events 14 10
Heterageneity: Mot applicable
Test for overall effect =108 (P =0.28)
Total {95% CI) 372 381 100.0% 0.77 [0.40, 1.48] -
Total events 66 T
Heterageneity: Tau‘:l 0.258; Chi*=8.55, df=4 (P =007}, F=53% YT 0 10 P
Testfor overall eﬁec_t. Z=077 (P = 0.44) Favours higher dose Favours same dose
Testfor subaraup differences: Chi*=8.30, df=4 {P=0.08), F=51.8%
Figure 92: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
11.6.1 Escitalopram 30mg versus 20mg
kim 2018 1] 25 0 5 Mot estirmabla
Subtotal (95% CI) 25 25 Not estimable
Tatal events a a
Heterogeneity: Mot applicable
Test for averall effect: Mot applicable
11.6.2 Fluoxetine 60mg versus 20mg
Dornseif 1989 il 181 10 180 &049% 2.20[1.07, 4.59] ——
Schweizar 1980 G 36 2 41 333% 34210074, 15.88] &
Subtotal (95% CI) 217 231 B4.2% 2.39[1.24, 4.60] -
Total events 27 12
Heterogeneity: Tau®=0.00; Chi*=0.26,df=1 (F=061); F=0%
Test for averall effect 2= 260 (F = 0.009)
11.6.3 Paroxetine 30-50mg versus 20mg
Ruhe 20049 a 30 4 30 15.8% 0.1 [0.01,1.98 4
Subtotal (95% CI) 30 30 158% 0.11 [0.01, 1.98] = —
Total events a 4
Heterogeneity: Mot applicable
Testfor averall effect Z=180 (F=013)
Total (95% CI) 272 286 100.0% 1.59[0.42, 6.03] e
Tatal events 27 16
Heterageneity: Tau®= 0.77, Chi*=4.62 df= 2 (P =010}, F=57% o1 0 10 100

Test for overall effect £=0.68 (P =0.48)

Testfor subaroup differences: Chi*=415, df=1 (F=004), F=759%
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Figure 93: Quality of life physical component score (PCS) 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
11.7.1 Paroxetine 30-50mg versus 20mg
Ruhe 2008 418 043 30 424 1.06 27 100.0% -0.60 [1.13, -0.06]
Subtaotal (95% CI) 30 27 100.0% -0.60 [-1.13, -0.06]
Heterogeneity: Mot applicable
Testfor overall effect 2= 219 (F=0.03)
10 -5 0 5 10
) ) Favours same dose Favours higher dose
Test for subaroup differences: Mot applicable
Figure 94: Quality of life mental component score (MCS) 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
11.8.1 Paroxetine 30-50mg versus 20mg
Ruhe 2004 2896 1.37 0 273 18T 27 100.0% 1.85[0.95 2.14] !
Subtotal {95% CI) 30 27 100.0% 1.55[0.95, 2.14]
Heterogeneity: Mot applicable
Testfor overall effect Z=5.07 (P = 0.00001)
-10 -5 0 5 10
. . Favours same dose Favours higher dose
Test for subaroup differences: Mot applicahle
Comparison 12. Increasing the dose of SSRI versus switching to SNRI
Figure 95: 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
12.1.1 Escitalopram (dose increase) versus duloxetine
Bose 2012 7783 229 8.8 414 243 1000% -0.21 [-0.349,-0.03]
Subtotal (95% CI) 229 243 100.0% -0.21 [-0.39, -0.03]
Heterogeneity: Mot applicable
Testfor overall effect 2= 228 (P =0.02)
0 -5 0 ' 10
. . Favours higher dose SSRI Favours switch to SMRI
Testfor suboroup diffierences: Mot apnlicable
Figure 96: 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
12.2.1 Escitalopram (dose increase) versus duloxetine
Bose 2012 -74 545 229 -65 646 243 1000% -0.16 [-0.35, 0.02]
Subtotal (95% CI) 229 243 100.0% -0.16 [-0.35, 0.02]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.78{F=0.07)
10 -5 ' 5 10
. . Favours higher dose SSRI Favours switch to SMRI
Testfor suboroup diffierences: Mot apnlicable
Figure 97: 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
12.3.1 Escitalopram (dose increase) versus duloxetine
Bose 2012 124 238 102 246 100.0% 1.26[1.04,1.52]
Subtotal (95% CI) 238 246 100.0%  1.26[1.04,1.52]
Total events 124 102
Heterogeneity: Mot applicable
Testforoverall effect Z=2.33{F=0.02)
.01 01 1 10 100

) ) Favours switch to SMRI  Favours higher dose SSRI
Test for subaroup differences: Mot applicable
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Figure 98: 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
12.4.1 Escitalopram {dose increase) versus duloxetine

Boge 2012 167 238 170 246 100.0% 1.02[0.80,1.14]
Subtotal (95% CI) 238 246 100.0% 1.02 [0.90, 1.14]
Total events 167 170
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.25{F = 0.80)
.01 0.1 1 10 100
) ) Favours switch to SNRI  Favours higher dose S5RI
Testfor subaroup differences: Mot applicable
Figure 99: 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

12.5.1 Escitalopram {dose increase) versus duloxetine

Bose 2012 il 238 53 246 100.0% 1.081[0.78,1.52]
Subtotal (95% CI) 238 246 100.0%  1.09[0.78, 1.52]
Taotal events 46 a3

Heterogeneity: Not applicable
Testfor overall effect: Z=0.52 (P = 0.60)
.01 0.1 1 10 100
Favours higher dose SSRI Favours switch to SNRI

Testfor subaroup differences: Mot applicable

Figure 100: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.6.1 Escitalopram {dose increase) versus duloxetine
Bose 2012 13 238 13 246 100.0% 1.03[0.49, 2.18]
Subtotal (95% CI) 238 246 100.0%  1.03[0.49, 2.18]
Total events 13 13
Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.08 {F =093}

0.0 01 1 10 100

) ) Favours higher dose SSRI Favours switch to SNRI
Testfor subaroup differences: Mot applicable

Figure 101: Quality of life 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
12.7.1 Escitalopram (dose increase) versus duloxetine
Bose 2012 472 1089 229 461 9.95 243 100.0% 011 [0.08,0.29]
Subtotal (95% CI) 229 243 100.0% 0.11 [-0.08, 0.29]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.14 (P =0.25)
I 1 1 } |
-10 -5 1] ] 10

. . Favours switch to SNRI Favours higher dose SSRI
Testfor suboroup diffierences: Mot apnlicable
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Comparison 13. Increasing the dose of SSRI versus augmenting with TCA

Figure 102: 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
13.1.1 Fluoxetine {(dose increase) versus desipramine + fluoxetine (same dose)
Fava 1934a 7347 19 1349 7.2 12 36.5% -1.08 [-1.80,-0.26] —a—
Fava 2002 11 66 33 141 7B 34 B3.5% -0.43 [-0.91, 0.09]
Subtotal (95% CI) 48 46 100.0% -0.67 [-1.28, -0.05] &>

Heterogeneity: Tau®=0.09; Chi*=1.78,df=1(F=018); F= 44%
Testfar overall effect £= 213 (P=0.03)

10 -5 0 5 10
Favours higher dose S5RI Favours TCA + SSRI

Test for subgroup differences: Mot applicable

Figure 103: 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
13.2.1 Fluoxetine {dose increase) versus desipramine + fluoxetine {(same dose)
Fava 19842 -10.4 G 19 -57 &3 12 301% -0.80 [-1.59,-0.01]
Fava 2002 -1 A3 33 -35 &8 34 B9.9% -0.29 077,019
Subtotal (95% CI) 48 46 100.0% -0.44 [-0.90, 0.01]

Heterogeneity: Tau?=0.02; Chi*=1.16,df=1 {P=0.28), F=14%
Test for overall effect, Z=1.90 (P = 0.06)

10 -5 0 5 10
Favours higher dose SSRI Favours TCA + S3RI

Test for subgroup differences: Mot applicable

Figure 104: 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
13.3.1 Fluoxetine (dose increase) versus desipramine + fluoxetine (same dose)
Fava 1994a a 15 3 12 26.6% 213[0.72, 6.33] I I A
Fava 2002 14 33 10 34 TIA% 1.44 [0.758, 2.78] —l—
Subtotal {95% CI) 48 46 100.0% 1.60 [0.91, 2.81] -
Total events 22 13

Heterogeneity: Tau®=0.00; Chi*= 0.37, df=1 (P = 0.55), F=0%
Testfor averall effect: Z=1.64 (P =0.10)

om 01 10 100
Favours TCA+ S8RI Favours higher dose SERI

Testfor subagroup differences: Mot apnlicable

Figure 105: 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
13.4.1 Fluoxetine (dose increase) versus desipramine + fluoxetine (same dose)
Fava 195944 2 14 3 12 40.4% 0.83 011, 2700 — &1
Fava 2002 3 33 5 34 A89.6% 0.62 016 2.38] —T—
Subtotal (95% CI) 48 46 100.0%  0.58 [0.21, 1.65] el
Total events |3 a

Heterogeneity: Chi®= 0.02, df=1 (F=0.89); F= 0%
Test for overall effect Z=1.02 (P=0.31)

0.m 0.1 10 100
Favours higher dose SSRI Favours TCA + S5RI

Test for subgroup differences: Mot applicable
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Figure 106: Discontinuation due to side effects

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

Control
Events Total

Experimental
Evenis Total

Risk Ratio
M-H, Fixed, 95% Cl

Study or Subgroup
13.5.1 Fluoxetine {(dose increase) versus desipramine + fluoxetine (same dose)
Fava 19942 i} 15 2 12 100.0% 016 [0.01, 3.09] * .
Subtotal (95% CI) 15 12 100.0%  0.16 [0.01, 3.09] p—
Total events i} 2
Heterogeneity: Mot applicable
Test for overall effect =121 (F =023
0.01 0.1 10 100
) ) Favours higher dose SSRI Favours TCA + S3RI
Testfar subaraup differences: Mot applicable
Comparison 14. Increasing the dose of SSRI versus augmenting with antipsychotic
Figure 107: 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, 95% CI
14.1.1 Paroxetine {dose increase) versus amisulpride + paroxetine (same dose)
Rocea 2002k 1011 467 28 966 464 32 100.0% 0.10 F0.41, 0.60]
Subtotal {95% Cl) 32 100.0% 0.10 [-0.41, 0.60]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.37 (P=0.71)
10 -5 0 5 10
. . Favours higher dose SSRI Favours AP + 3SR
Testfor subgroup differences: Mot applicable
Figure 108: 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
14.2.1 Paroxetine {(dose increase) versus amisulpride + paroxetine {same dose)
Rocea 2002b -8.32 363 28 -BA9 36 32 100.0% 0.07 [0.43, 0.58]
Subtotal {95% CI) 28 32 100.0% 0.07 [-0.43, 0.58]
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.28 (P = 0.78)
10 -5 0 5 10
) ) Favours higher dose SSRI1 Favours AP + SSRI
Test for subgroup differences: Mot applicable
Figure 109: 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
14.3.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)
Rocca 2002h g 28 14 32 100.0% 0.73[0.38,1.43]
Subtotal (95% CI) 28 32 100.0%  0.73[0.38,1.43]
Total events q 14
Heterogeneity: Mot applicable
Test for averall effect. £=0.81 (P =0.36)
0.01 0.1 1 10 100

Testfor subgroup differences: Mot applicable
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Figure 110: 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
14.4.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)

Rocea 20020 14 28 18 32 100.0% 0.85 [0.60, 1.51]
Subtotal (95% Cl) 28 32 100.0%  0.95[0.60,1.51]
Total events 14 18

Heterogeneity: Mot applicable
Test for overall effect Z=0.21 (P =0.84)

0.01 0.1 1 10 100
. . Favours AP + SSRI Favours higher dose SSRI
Testfor subdroup differences: Mot applicable

Figure 111: 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
14.5.1 Paroxetine {dose increase) versus amisulpride + paroxetine (same dose)
Rocca 2002k 4 28 ] 32 100.0% 0.81 0,27, 3.08]
Subtotal (95% CI) 28 32 100.0%  0.91[0.27, 3.08]
Total events 4 ]
Heterogeneity: Mot applicahble
Testfor overall effect: =014 (P=0.88)

0.0 0.1 1 10 100

. ) Fawours higher dose S5RI Favours AP + SSRI
Testfor subgroup differences: Mot applicable

Figure 112: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.6.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)
Rocea 20020 2 28 2 32 100.0% 1.14 017, 7.59]
Subtotal (95% Cl) 28 32 100.0% 114 [0.17,7.59]
Total events 2 2
Heterogeneity: Mot applicable
Test for overall effect Z=014 (P =0.88)
I } 1 } |
0.0 0.1 1 10 100

) ) Fawours higher dose SSRI Favours AP + SSRI
Testfor subdroup differences: Mot applicable

Figure 113: Functional remission (GAF score 271)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.7.1 Paroxetine {dose increase) versus amisulpride + paroxetine (same dose)
Rocca 2002b 11 28 27 32 100.0%  0.57[0.34,0.98) 1
Subtotal (95% CI) 28 32 100.0%  0.57 [0.34, 0.96]
Total events 11 22

Heterogeneity: Mot applicahble
Testfor averall effect £= 212 (P=0.03)
0.0 0.1 10 100
Favours AP + SSRI Favours higher dose SSRI

Testfor subgroup differences: Mot applicable

Figure 114: 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
14.8.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)
Rocea 2002k G7.21 B.24 28 734 983 32 100.0% -0.67 [-1.19,-0.15] !
Subtotal (95% CI) 28 32 100.0% 0.67 [1.19, -0.15]

Heterogeneity: Mot applicahble
Testfor overall effect. £=2.91 (P =0.01)

10 -5 0 5 10
Favours AP + 35RI Favours higher dose S3RI

Testfor subgroup differences: Mot applicable
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Comparison 15. Increasing the dose of SSRI versus augmenting with lithium

Figure 115: Depression symptomatology endpoint

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
15.1.1 Fluoxetine ({dose increase) versus lithium + fluoxetine {same dose)
Fava 19943 7347 15 106 56 14 29.2% -0.62 [1.37,013]
Fava 2002 11 BB 33 124 57 34 T0E% -0.22 [0.71,0.26]
Subtotal (95% CI) 48 48 100.0% -0.34 [-0.75, 0.06]

Heterogeneity: Tau®= 0.00; Chi*=0.77, df=1 (P =0.38); F= 0%
Testfor overall effect Z=1.65(F =010

10 -5 i 5 10
. . Favours higher dose S5RI  Favours lithium + 3SRl
Testfor subgroup diffierences: Mot applicable
Figure 116: Depression symptomatology change score
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
15.2.1 Fluoxetine (dose increase) versus lithium + fluoxetine {same dose)
Fava 19943 -10.4 B 149 -749 49 14 29.8% -0.44 [1.18,0.30]
Fava 2002 -51 53 33 -36 62 34 702% -0.26 [F0.74,0.22]
Subtotal (95% Cl) 48 48 100.0% -0.31[-0.72, 0.09]
Heterogeneity: Tau®= 0.00; Chi*= 017, df=1 (P = 0.68); F=0%
Testfor overall effect Z=1.52{F=013)
10 -5 0 5 10
) ) Favours higher dose S3RI Favours lithium + 53Rl
Testfor subgroup diffierences: Mot applicable
Figure 117: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% Cl
15.3.1 Fluoxetine (dose increase) versus lithium + fluoxetine {(same dose)
Fava 19943 g 15 4 14 366% 1.87[0.72, 4.55] T &
Fava 2002 14 33 a 34 G34% 1.80[0.87,3.72] —i—
Subtotal (95% CI) 48 48 100.0% 1.83 [1.03, 3.25] .
Total events 22 12
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P = 0.99), F= 0%
Test for overall effect Z=2.05 (P = 0.04)
0.01 0.1 10 100
) ) Favours lithium + SSRI Favours higher dose S3RI
Test for subagroup differences: Mot applicable
Figure 118: 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% Cl
15.4.1 Fluoxetine (dose increase) versus lithium + fluoxetine (same dose)
Fava 19943 2 15 2 14 355% 0.83[0.15,5.76]
Fawva 2002 3 33 g 34 G4.5% 0.62[0.186, 2.38]
Subtotal (95% CI) 48 48 100.0% 0.72 [0.24, 2.11]
Tatal events ] 7
Heterogeneity: Tau®= 0.00; Chi*=013, df=1 (F=0.72) F= 0%
Test for overall effect: Z=0.61 (P = 0.54)
0.0 01 1 10 100

. . Favours higher dose SSRI Favours lithium + 3SR
Test for subaroup differences: Mot apnlicable
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Figure 119: Discontinuation due to side effects

Experimental Control

Study or Subgroup  Events  Total Events Total

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

Risk Ratio
M-H, Fixed, 95% CI

15.5.1 Fluoxetine (dose increase) versus lithium + fluoxetine (same dose)

0.31 [0.01, 7.04]
0.31 [0.01, 7.09]

Fava 19943 i 15 1 14 100.0%
Subtotal {95% CI) 15 14 100.0%
Total events a 1

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.73 (P =0.47)

—+

01 10

001 100
_ _ Favours higher dose SSRI Favours lithium + SSRI
Testfor subaroup differences: Mot apnlicable
Comparison 16. Switching to SSRI versus continuing with antidepressant
Figure 120: 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
16.1.1 Fluoxetine versus nortriptyline
Sheltan 2005 -851 834 142 -T48 B08 B3 H5.4% -013[-0.42 0.16]
Subtotal (95% CI) 142 68 55.4% -0.13 [-0.42, 0.16]
Heterogeneity: Mot applicable
Test for overall effect: £=0.86 (F=0.28)
16.1.2 Fluoxetine versus venlafaxine
Corya 2006 -11.7 883 56 -13.73 891 58 44.6% 0.23[-0.14, 0.60]
Subtotal {95% CI) 56 58  44.6% 0.23 [-0.14, 0.60]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.21 (P=0.23)
Total (95% CI) 198 126 100.0% 0.03 [-0.31, 0.38]
Heterogeneity, Tau=0.03; Chi*=2.19,df=1 (P = 0.14); F= 54% =-1D 55 ? é ‘IDI
Testfor overall effect 2= 0.18 (P = 0.88) Favours SSRI Favours continuing AD
Test for subgroup differences: Chif= 219, df=1(F = 0.14), F= 54 4%
AD: antidepressant
Figure 121: 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
16.2.1 Fluoxetine versus nortriptyline
Shelton 2005 19 142 12 B8 A56% 0.76[0.39,1.47] ——
Subtotal (95% CI) 142 68 55.6% 0.76 [0.39, 1.47] e 3
Taotal events 18 12
Heterogeneity: Mot applicahle
Test for overall effect. Z=0.82 (P = 0.41)
16.2.2 Fluoxetine versus venlafaxine
Corya 2008 10 o] 13 88 44.4% 0.76 [0.36, 1.59] ——
Subtotal (95% CI) 60 50  44.4% 0.76 [0.36, 1.59] B
Total ewents 10 13
Heterogeneity: Mot applicable
Test for overall effect: Z=0.74 (F = 0.46)
Total (95% CI) 202 127 100.0% 0.76 [0.46, 1.24] <
Taotal events 29 25
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 {F=1.00);, F= 0% o1 0 e oo

Testfor overall effect Z=110(F=0.27)
Test for subaroup differences: Chi®=0.00, df=1 (P=1.00), F=0%
AD: antidepressant
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Figure 122: Response (ITT)

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

Risk Ratio
M-H, Random, 95% CI

16.3.1 Fluoxetine versus nortriptyline

Sheltan 2005 41 142 21 B3 51.2% 0.931[0.
Subtotal (95% CI) 142 68 51.2% 0

Total events 41 21
Heterogeneity: Mot applicable
Testfor overall effect: Z= 030 (F=0.76)

16.3.2 Fluoxetine versus venlafaxine

Corya 2006 19 B0 29 53 48.8% 064 [0.41,1.01]
Subtotal (95% CI) 60 50 48.8% 0.64 [0.41, 1.01]
Total events 19 28

Heteragenaity: Mot applicahla
Test for overall effect: £=1.90 {F = 0.06)

Total (95% CI) 202 127 100.0% 0.78 [0.54, 1.12]

Total ewents 4] a0

-
>

<&

Heterogeneity: Tau®=0.02; Chi®=1.34 df=1 (P = 0.25), F= 26%

Testfor averall effect Z=1.34 (P =0.18)

Test for subgroup differences: Chi*=1.34, df=1 (F=0258), F= 25.2%
AD: antidepressant

0.01

Figure 123: Discontinuation due to any reason

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

01

Risk Ratio
M-H, Random, 85% Cl

10 100

Favours continuing AD  Favours S3RI

16.4.1 Fluoxetine versus nortriptyline

Shealton 2005 28 142 a BE  48.1%
Subtotal (95% CI) 142 68  48.1%
Total events 28 g

Heteragenaity: Mot applicahla

Testfor overall effect: Z=1.39(F=017)

1.68[0.81, 3.48]
1.68 [0.81, 3.48]

16.4.2 Fluoxetine versus venlafaxine

Corya 2006 12 60 15 59 51.9% 0.79[0.40,1.54]
Subtotal (95% CI) 60 59  51.9% 0.79 [0.40, 1.54]
Total events 12 18

Heterogeneity: Mot applicahle
Test for overall effect: Z=0.70 (F = 0.48)

Total (95% CI) 202 127 100.0% 1.13 [0.54, 2.38]

Total events 40 23

_.._
-

.

——
-

Heterogeneity: Tau®=016; Chi*= 227, df=1 (P=013); F= 56% f
Testfor overall effect: Z=0.32 (F=0.74)
Test for subaroup differences: Chif= 224, df=1 (P=013), F=554%

AD: antidepressant
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Figure 124: Discontinuation due to side effects

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

Control
Events Total

Experimental
Study or Subgroup  Events  Total

Risk Ratio
M-H, Random, 95% CI

16.5.1 Fluoxetine versus nortriptyline

Shealton 2005 4 142 2 B8 B4.1% 096 [0.18 510

Subtotal (95% CI) 142 68 64.1% 0.96 [0.18, 5.10]

Total events 4 2

Heterogeneity: Mot applicable

Testfor averall effect: 2= 0.05 {F = 0.96)

16.5.2 Fluoxetine versus venlafaxine

Carya 2008 3 B0 1 a4 35.9% 2.95[0.32, 27 56] L

Subtotal (95% CI) 60 50  35.9% 2.95[0.32, 27.56] ——e
Total events 3 1

Heteragenaity: Mot applicahla

Testfor overall effect: £=0.95 (F=0.34)

Total (95% CI) 202 127 100.0% 1.43 [0.38, 5.47] ——aulliin-—

Total ewents 7 3

Heterogeneity: Tau®= 0.00; Chi®= 063, df=1{F=043), F=0% 'D.D1 Elf1 1'D 1E|D'

Testfor averall effect: Z= 0.3 (P = 0.60)
Test for subgroup differences: Chi*= 062, df=1(F=043), F=0%
AD: antidepressant

Favours SSRI

Comparison 17. Switching to a different SSRI versus continuing same SSRI

Figure 125: Remission (ITT)

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

Control
Events Total

Experimental

Study or Subgroup Events Total

Risk Ratio
M-H, Fixed, 95% CI

Favours continuing AD

17.1.1 Paroxetine versus sertraline

Makajima 2011 12 20 3 21 1000%  4.20101.38,12.71] i
Subtotal (95% CI) 20 21 100.0% 4.20[1.39,12.71]
Total events 12 3
Heterogeneity: Mot applicable
Testfor overall effect Z=2.54 {(F=0.01)
.01 0.1 10 100
) . Favours same SSRI Favours switch SSRI
Testfor subgroup differences: Mot applicable
Figure 126: 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
17.2.1 Paroxetine versus sertraline
Nakajima 2011 15 20 4 21 1000%  3.94[ .57, 9.85) i
Subtotal {95% CI) 20 21 100.0%  3.94 [1.57,9.85]
Total events 18 4
Heterogeneity: Mot applicable
Testfor overall effect Z= 283 (F=0.003)
.01 0.1 10 100

Testfor subgroup differences: Mot applicable
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Figure 127: Discontinuation due to any reason

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

Risk Ratio
M-H, Fixed, 95% CI

17.3.1 Paroxetine versus sertraline

MNakajima 2011 2 20 5 21 1000%  0.42[0.09,182]
Subtotal (95% CI) 20 21 100.0%  0.42[0.08, 1.92]

Total events 2 g
Heterogeneity: Mot applicable
Testfor overall effect Z=1.12 (P = 0.26)

Testfor subgroup diferences: Mot applicatle

Figure 128: Discontinuation due to side effects

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

i

1 1
01 10 100
Favours switch 38Rl Favours same SERI

Risk Ratio
M-H, Fixed, 95% CI

17.4.1 Paroxetine versus sertraline

Makajima 2011 1] 20 a M
Subtotal (95% CI) 20 21
Total events 0 i}
Heterogeneity: Mot applicable

Test for overall effect: Mat applicable

Mot estimable
Not estimable

Testfor subaroun differences: Mot applicable

Comparison 18. Switching to SSRI versus antipsychotic

Figure 129: Depression symptomatology change score

Experimental Control

Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl

01 10 100
Favours switch SSRI Favours same SSREI

Std. Mean Difference
IV, Random, 95% Cl

18.1.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2005 -881 834 142 -BH5 852 144 BETH
Subtotal (95% CI) 142 144 66.7%

Heterogeneity: Mot applicable
Testfor averall effect Z=1.56 (P=012)

18.1.2 Venlafaxine non-responder: Fluoxetine versus olanzapine

Corga 20068 -11.7 883 56 -F71 9.1 A9 33.3%

Subtotal (95% Cl) 56 59 33.3% -0.44 [-0.81, -0.07]
Heterogeneity: Mot applicable

Test for overall effect 2= 2.32 (F=0.02)

Total (95% CI) 198 203 100.0% -0.27 [-0.50, -0.03]

Heterogeneity: Tau®= 0.01; Chif=1.30, df= 1 (P = 0.25); F= 23%
Test far overall effect Z= 225 (F =003}
Testfor subaroup differences: Chi*=1.30,df=1{P=025 F=232%

261

-0.18 [-0.42, 0.08]
-0.18 [-0.42, 0.05]

-0.44 [-0.81,-0.07]

*u

-0 -5 5 i)
Favours SSRI Favours antipsychotic
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Figure 130: 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
18.2.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2005 18 142 18 144 G7.8% 1.01 [0.56, 1.83]
Subtotal (95% CI) 142 144 67.8% 1.01 [0.56, 1.83]
Total events 18 18
Heterogeneity: Mot applicable
Test for overall effect 2= 0.05 (P = 0.96)
18.2.2 Venlafaxine non-responder: Fluoxetine versus olanzapine
Corya 2008 10 B0 g G2 32.2% 1.29[0.55, 3.09] —
Subtotal (95% CI) 60 62 32.2% 1.29 [0.55, 3.05] -~
Total events 10 g
Heterogeneity: Mot applicable
Test for overall effect 2= 0.58 (P = 0.56)
Total {95% CI) 202 206 100.0% 1.10 [0.67, 1.79] <
Total events 28 27
_ll—_let?;ngenewl:lT?ru :gf%;;hlpz_nu.zg{ df=1{P=0648), F=0% T 01 10 100
estfor overall effect. Z=0.37 (P =0.71) Favours antipsychotic  Favours SSRI
Test for subgroup differences: Chit=0.21, df=1 {F = 0.65), F= 0%
Figure 131: 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
18.3.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2004 41 142 28 144 B52% 1.48 [0.97, 2.26] -l
Subtotal {(95% CI) 142 144  65.2% 1.48 [0.97, 2.26] g
Total events 41 28
Heterogeneity; Mot applicahle
Testfor averall effect Z=1.84 (FP=0.07)
18.3.2 Venlafaxine non-responder: Fluoxetine versus olanzapine
Carya 2006 18 ali] 15 A2 34.8% 1.31[0.74, 2.33)] T
Subtotal {95% CI) 60 62 34.8% 1.31[0.74, 2.33] S
Total events 18 15
Heterogeneity: Mot applicable
Testfor averall effect 2= 082 (P = 0.36)
Total (95% Cl) 202 206 100.0% 1.42 [1.01, 2.00] -
Total events o] 43
?etf;ﬂgenmwl:lT?fu »[:-;_D'Pg;g:ghlp:—ngjn%i df=1(F=0.73),F=0% 'D.D1 Df1 1IIJ 1UUI
estfor overall effect 7= 2.03 (P = 0.04) Fawours antipsychotic Favours SSRI

Test for subaroun differences: Chif= 012, df=1 {P=0.73), F=0%

Figure 132: 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
18.4.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2004 28 142 32 144 BET% 083 [0.87,1.349]
Subtotal {95% CI) 142 144  66.7% 0.89 [0.57, 1.39]
Total events 28 32
Heterogeneity: Mot applicahle
Testfor overall effect £=0.52 (P =0.60)
18.4.2 Venlafaxine non-responder: Fluoxetine versus olanzapine
Carya 2006 12 311l 18 A2 33.3% 0.68[0.36, 1.30] ——
Subtotal {95% CI) 60 62 33.3% 0.69 [0.36, 1.30] e
Total events 12 18
Heterogeneity; Mot applicahle
Testfor overall effect Z=1.14 (P=0.25)
Total {95% CI) 202 206 100.0% 0.82 [0.56, 1.18] <
Total events 40 a0
e
i ) L Favours SSRI Favours antipsychotic
Test for subaroun differences: Chif=0.40,df=1 {P=0.53), F=0%
262
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Figure 133: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
18.5.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2005 4 142 14 144 61.9% 0.28[0.10, 0.86] —l—
Subtotal (95% CI) 142 144  61.9% 0.29 [0.10, 0.86] ~alli—
Total events 4 14

Heterogeneity: Mot applicable
Test for overall effect 2= 223 (P=0.03)

18.5.2 Venlafaxine non-responder: Fluoxetine versus olanzapine

Coarya 2008 3 1] 5 G2 381% 062[0.15, 2.48] I —

Subtotal (95% CI) 60 62 38.1% 0.62 [0.15, 2.48] —il—

Total events 3 g

Heterogeneity: Mot applicable

Test for overall effect 2= 0.68 (P = 0.50)

Total (95% CI) 202 206 100.0% 0.39 [0.16, 0.91] e

Total events 7 18

_ll—_leh?;ngenewl:lT?ru :§P2;1Cahlp:—nd?023' df=1{FP=040) F=0% T o s e
estfor overall effect. Z=2.18 (P = 0.03) Favours S8R Favours antipsychotic

Test for subgroup differences: Chif=0.72, df=1 {F =040}, F= 0%

Comparison 19. Switching to combined SSRI + antipsychotic versus switching to
antipsychotic-only

Figure 134: 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
19.1.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine
Shelton 2005 -8.71 B46 146 -6.95 852 144 51.8% -0.21 [-0.44,0.02]
Subtotal {95% CI) 146 144  51.8% 0.21 [-0.44, 0.02] #

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

19.1.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine

Corya 2006 -14.06 82 230 -7.71 9.1 59 48.2% -0.69 [-0.98,-0.40] | |
Subtotal {95% CI) 230 53  48.2% -0.69 [-0.98, -0.40] +
Heterogeneity: Mot applicable

Testfor overall effect: Z=4 63 (P = 0.00001)

Total (95% CI) 376 203 100.0%  -0.44[-0.91,0.03] *

Heterogeneity: Tau®=0.10; Chi*= 6.44, df=1 (FP=0.01); F= 84% f i } |
Testfi Il effect Z= 182 (F = 0.07 -1 -5 u 5 10
getforaverall effect 2=1.83 (= 0.07) Favours SSRI+ AP Favours AP

Test for subdgroup diferences: Chi*=6.44, df=1 {P=0.01), F= 84.5%
AP: antipsychotic
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Figure 135: Remission (ITT)

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

Risk Ratio
M-H, Random, 95% CI

18.2.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine

5

Shelton 2005 25 146 19 144 571% 1.30[0.75, 2.259]

Subtotal (95% CI) 146 144 57.1% 1.30 [0.75, 2.25]
Total events 25 19

Heterogeneity: Mot applicahle
Test for averall effect Z2= 093 (F = 0.35)

19.2.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus clanzapine

Coarya 2006 69 243 ] G2 42.9% 220112, 4.33] ——
Subtotal (95% CI) 243 62 42.9% 2.20[1.12,4.33] e
Total events o] a

Heterogeneity: Mot applicahle

Testfor overall effect £= 2,28 (F =0.02)

Total (95% CI) 389 206 100.0% 1.63 [0.97, 2.73] =
Total events 94 27

Heterogeneity: Tau® = 0.04; Chif=1.43, df=1 (P = 0.23); F= 30% ID 0 DI1 150 1E|E|=
Test for overall effect £=1.85 (F = 0.06) ’ .Favours AP Favours SSRI + AP
Testfor subgroup differences: Chif=1.41, df=1 (P=024), F=29.0%

AP: antipsychotic
Figure 136: 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
19.3.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine

Shelton 2005 40 146 28 144 546% 1.41 082, 2.158] -
Subtotal (95% CI) 146 144 54.6% 1.41[0.92, 2.15] -

Total events 40 28

Heterogeneity: Mot applicahle

Testfor averall effect Z=158(F=0.11)

19.3.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine

Coarya 2006 100 243 15 G2 454% 1.70[1.07,2.71] i
Subtotal (95% CI) 243 62 454% 1.70 [1.07, 2.71] L 2
Total events 100 15

Heterogeneity: Mot applicahle

Testfor overall effect £= 2,24 (F=0.03)

Total (95% CI) 389 206 100.0% 1.53[1.12, 2.10] &

Tatal events 140 43

Heterogeneity: Tau® = 0.00; Chi*=0.34, df=1 (P = 0.56); F= 0% ID_D1 0?1 150 1E|E|=

Test for overall effect £= 2,68 (P = 0.007)
Testfor subgroup differences: Chif=0.34, df=1 (P = 0.56), F=0%
AP: antipsychotic
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Figure 137: Discontinuation due to any reason

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

Risk Ratio
M-H, Random, 95% CI

19.4.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine

Shelton 2005 30 146 32 144 506% 0.92[0.59,1.44]
Subtotal (95% CI) 146 144 50.6% 0.92 [0.59, 1.44]
Total events a0 32

Heterogeneity: Mot applicahle
Test for averall effect Z=035(F=0.73)

19.4.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine

3

Coarya 2006 G0 243 18 G2 49.4% 0.85[0.54,1.33] t
Subtotal (95% CI) 243 62 49.4% 0.85 [0.54, 1.33]
Total events 4] 18
Heterogeneity: Mot applicahle
Testfor overall effect 2= 0.71 (F =0.48)
Total (95% CI) 389 206 100.0% 0.89 [0.65, 1.21] &
Total events 40 a0
Heterogeneity: Tau = 0.00; ChifF=007, df =1 (P=0.79), F=0% o o 0 ey
Test for overall effect 2= 075 (F = 0.46) Favours SSRI+ AP Favours AP
Testfor subgroup differences: Chi®= 0.07. df=1 (P = 0.79). F= 0% ' !
AP: antipsychotic
Figure 138: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
19.5.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine
Shelton 2005 10 146 14 144 551% 0.70[0.32,1.63] —i—
Subtotal (95% CI) 146 144 551% 0.70 [0.32, 1.53] -
Total events 10 14
Heterogeneity: Mot applicahle
Test for averall effect Z= 088 (F=0.38)
19.5.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine
Coarya 2006 29 243 5 G2 449% 1.48 060, 3.67] —ri—
Subtotal (95% CI) 243 62 44.9% 1.48 [0.60, 3.67] -
Total events 28 ]
Heterogeneity: Mot applicahle
Test for overall effect £= 085 (F =0.40)
Total (95% CI) 389 206 100.0% 0.98 [0.48, 2.03] L
Total events 34 18
Heterogeneity: Tau = 009 ChifF=148 df=1(P=0.22),F=33% o o 0 100
Test for overall effect £2= 0.05 (F = 0.96) Favours SSRI+ AP Favours AP
Testfor subgroun diferences: Chif=1.48. df=1 (P = 0220, F= 32.5% ' !
AP: antipsychotic
Comparison 20. Augmenting with SSRI versus augmenting with lithium
Figure 139: 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% Cl
20.1.1 Citalopram + imipramine
Mavarro 2019k 166 B.7T 52 -1225 8BS A2 100.0% -0.86 [F0.95, -0.16]
Subtotal {95% Cl} 52 52 100.0% -0.56 [-0.95, -0.18]
Heterogeneity: Mat applicable
Testfor overall effect Z= 2,78 (P = 0.005)
-10 5 0 5 10
_ ) Favours SSRI Favours lithium
Testfor subdroup differences: Mot applicakle
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Figure 140: Remission (ITT)

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

Risk Ratio
M-H, Fixed, 95% ClI

20.2.1 Citalopram + imipramine

Mavarra 2019b il 52 11 52 100.0% 1.91 [1.03, 3.558]
Subtotal (95% CI) 52 52 100.0% 1.91 [1.03, 3.55]
Total events M "

Heterogeneity: Mot applicable
Test for overall effect £=2.04 (F=0.04)

: 3

01 10

0.0 100
. . Favours lithium Favours 3SRl
Test for subgroup differences: Mot applicable
Comparison 21. Switching to TCA versus SSRI
Figure 141: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
21.1.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram
Souery 2011a 14.09 8.56 G7 1683 B.7A 85 100.0% -0.20 F0.52,0.12]
Subtotal (95% CI) 67 85 100.0% -0.20[-0.52,0.12]
Heterogeneity; Mot applicahle
Test for overall effect £=1.22 (P =0.22)
10 5 ; ' 10
) . Favours TCA Favours SSRI
Testfor subdgroup differences: Mot applicable
Figure 142: 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
21.2.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram
Souery 20114 2 84 16 105 100.0%  1.054[0.92 2.94] ‘t
Subtotal (95% CI) 84 105 100.0%  1.64 [0.92, 2.94]
Total events 21 16
Heterogeneity. Mot applicable
Test for averall effect: Z=1.66 (F=0.10)
0.0 0.1 10 100
, , Favours SSRI Favours TCA
Testfor subagroup differences: Mot applicable
Figure 143: 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
21.3.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram
Souery 2011a a7 34 46 105 100.0% 1.01[0.73,1.39]
Subtotal (95% CI) 84 105 100.0%  1.01[0.73, 1.39]
Total events w 46
Heterogeneity: Mot applicable
Testfor averall effect Z=0.03(F =087}
i 0.1 1 10 100

0.m

Testfor subaroup differences: Mot applicable
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Figure 144: Discontinuation due to any reason

Risk Ratio Risk Ratio

Experimental Control
M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl
21.4.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram
Souery 2011a 17 a4 20 105 100.0% 1.06 [0.60, 1.90]
Subtotal (95% CI) 84 105 100.0%  1.06 [0.60, 1.90]

Total events 17 20
Heterageneity: Mot applicable
Testfor overall effect. Z=0.21 (F=0.84)

0.01 01 1 10 100
Favours TCA Favours SSRI

Testfor subaroup differences: Mot applicable

Comparison 22. Switching to TCA versus augmenting with mirtazapine

Figure 145: 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
22.1.1 Imipramine versus mirtazapine + venlafaxine
MNavarro 2019a 6.43 4.28 a6 1407 8.51 56 100.0% -1.13F1.53,-0.73] !
56 100.0% 113 [1.53,-0.73]

Subtotal (95% CI)

Heterogeneity: Mot applicahle
Test for averall effect 2= 5.52 (P = 0.00001)

10 -5 0 5 10
Favours switch to TCA Favours mirtazapine + AD

Testfor subgroup differences: Mot applicable
AD: antidepressant

Figure 146: 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
22.2.1 Imipramine versus mirtazapine + venlafaxine
MNavarro 20193 -21.46 348 S6 -14.48 565 56 100.0% -1.47 [-1.88,-1.04] ’
56 56 100.0% -1.47 [1.88, 1.05]

Subtotal (95% CI)

Heterogeneity: Mot applicable
Test for overall effect: £=6.86 (F = 0.00001)

-0 -5 0 5 10
Favours switch to TCA  Favours mirtazapine + AD

Test for subaroun differences: Mot applicable
AD: antidepressant

Figure 147: 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
22.3.1 Imipramine versus mirtazapine + venlafaxine
Mavarro 2019a 40 jala] 22 a6 100.0% 1.821.26, 2.62] !
Subtotal (95% CI) 56 56 100.0% 1.82 [1.26, 2.62]

Total events 40 22
Heterogeneity: Mat applicable
Testfor overall effect Z=3.21 (P=0.001}

0.01 0.1 10 100
Favours mirtazapine + AD  Favours switch to TCA

Testfor subgroup differences: Mot applicable
AD: antidepressant
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Figure 148: Discontinuation due

Experimental Control
Study or Subgroup Events Total Events Total

to any reason

Risk Ratio

Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

22.4.1 Imipramine versus mirtazapine + venlafaxine

Mavarro 20159a 5 56 2 56 1000% 250([0.51,12.35]
Subtotal (95% CI) 56 56 100.0% 2.50[0.51,12.35]
Total events ] 2

Heterogeneity; Mot applicable
Test for averall effect Z=112 (P =0.26)

- —

t
10

0.01 0.1 100
) ) Favours switch to TCA Favours mirtazapine + AD
Testfor subgroup differences: Mot anplicable
AD: antidepressant
Comparison 23. Switching to mianserin versus continuing with antidepressant
Figure 149: 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
23.1.1 versus fluoxetine
Ferreti 2001 131 73 33 4113 T4 38 1000% -0.24 [0.71,0.23]
Subtotal (95% CI) 33 38 100.0% -0.24 [-0.71, 0.23]
Heterogeneity: Mat applicable
Test for overall effect: Z=1.01 (P =0.31)
10 -5 0 5 10
. ) Favours mianserin  Favours continuing AD
Test for suboroup differences: Mot applicable
AD: antidepressant
Figure 150: 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
23.2.1 versus fluoxetine
Ferreri 2001 12 34 7 38 1000% 187085, 4.30] —t
Subtotal (95% CI) 34 38 100.0%  1.92 [0.85,4.30] -
Total events 12 7
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.87 (P=012)
} } 1 |
0. 0.1 10 100
) . Favours continuing AD  Favours mianserin
Testfor subgroup differences: Mat applicable
AD: antidepressant
Figure 151: 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% C|
23.3.1 versus fluoxetine
Ferreri 2001 16 34 14 38 100.0% 1.28[0.74,2.21]
Subtotal {95% CI) 34 38 100.0% 1.28[0.74,2.21]
Total events 16 14
Heterogeneity: Mot applicahle
Testfor overall effect Z= 083 (P =0.38)
f } T 1 |
0.0 0.1 1 10 100
) . Favours continuing AD Favours mianserin
Testfor subgroup differences: Mot applicahle
AD: antidepressant
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Figure 152: Discontinuation due to any reason
Risk Ratio Risk Ratio

Experimental Control
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
23.4.1 versus fluoxetine
Ferreri 2001 12 2 738 1000%  1.92(0.85,4.30) —t
34 38 100.0%  1.92[0.85, 4.30] -

Subtotal {95% CI)
Total events 12 7
Heterogeneity: Mot applicahle

Testfor overall effect Z=157 (P=012)

0.01 0.1 10 100
Favours mianserin  Favours continuing AD

Testfor subgroup differences: Mot applicahle
AD: antidepressant

Figure 153: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
23.5.1 versus fluoxetine
Ferreri 2001 a8 34 a 38 1000% 1894113 31639 l +
Subtotal (95% CI) 34 38 100.0% 18.94[1.13, 316.359]
Tatal events g a

Heterogeneity: Mot applicable
Test for averall effect Z=2.05 (F = 0.04)

0.01 0.1 10 100
Favours mianserin  Favours continuing AD

Test for subgroup differences: Mot apnlicable
AD: antidepressant

Comparison 24. Augmenting with mianserin versus continuing with antidepressant (+/-
placebo)

Figure 154: Depression symptomatology change score

Control Std. Mean Difference Std. Mean Difference

Experimental
Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Tofal
24.1.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 -16.1 7 32 113 74 38 100.0% -0.6E[-1.14,-017]
Subtotal (95% Cl) 32 38 100.0% 0.66 [-1.14, 0.17]

Heterageneity: Mot applicahle
Testfor averall effect 7= 2.67 (F=0.008)

10 -5 0 5 10
Favours mianserin + AD  Fawvours AD

Testfar subgraup differences: Mot applicable
AD: antidepressant
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Figure 155: Remission (ITT)

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

Risk Ratio
NM-H, Random, 95% Cl

24.2.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 14 32 ¥ 3} ITA% 238 [1.049, 5.16]
Subtotal (95% Cl) 32 3B 374% 2.38 [1.09, 5.16]
Total events 14 7

Heterogeneity: Mot applicable
Testfor overall effect: Z= 218 (F=0.03)

24.2.2 Mianserin + sertraline versus placebo + sertraline

—

-~

Licht 2002 43 48 ar 99 G2.6% 1.17 [0.84, 1.65] t
Subtotal (95% CI) 98 99  B2.6% 1.17 [0.84, 1.65]
Total events 43 ar
Heterogeneity: Mot applicable
Testfor overall effect Z= 093 (P=0.3%)
Total (95% CI) 130 137 100.0% 1.53 [0.78, 2.99] -
Total events ar 44
Heterogeneity: Tau : 016, Chi*=2.65, df=1 (F=010), F= 63% 'D.D1 Df1 1ID 1IJIJ'
Testfor overall effect Z=1.24 (P = 0.13) Favours AD Favours mianserin + AD
Testfor subgroup differences: Chi*= 266, df=1 (P =010, F= 62 4%
AD: antidepressant
Figure 156: Response (ITT)
Experimental Control Risk Ratio Risk Ratio

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

M-H, Random, 95% Cl

24.3.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 20 32 14 3/ M.E% 1.70[1.03, 2.78] —
Subtotal (95% Cl) 32 3B 41.8% 1.70 [1.03, 2.78] <
Total events 20 14

Heterogeneity, Mot applicable

Test for overall effect: Z=2.08 (P =0.04)

24.3.2 Mianserin + sertraline versus placebo + sertraline

Licht 2002 lila] 45 G5 98 A8.2% 0.97 [0.80,1.17] :
Subtotal (95% Cl) 98 99 58.2% 0.97 [0.80,1.17]

Total events i3] 69

Heterogeneity: Mot applicable

Testfor averall effect Z=035 (P=072

Total {95% Cl) 130 137 100.0% 1.22 [0.70,2.13] -
Total events a5 a3

Heterogeneity: Tau*=0.13; Chi*= 453 df=1 (P=0.03), F=78% T o 0 100

Testfor overall effect Z=0.71 (P=0.48)
Testfor subgroup differences: Chi*=4.33, df=1 (P=0.04}, F=76.9%
AD: antidepressant
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Figure 157: Discontinuation due to any reason

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

Risk Ratio
NM-H, Random, 95% Cl

24.4.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 f 32 ¥ 3B 358% 1.02 [0.38, 2.7%]
Subtotal (95% Cl) 32 3B 355% 1.02 [0.38, 2.72]
Total events 6 7

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.04 (F=087)

24.4.2 Mianserin + sertraline versus placebo + sertraline

Licht 2002 17 48 10 99 G4.5% 1.7210.83, 3.56]
Subtotal (95% CI) 98 99  64.5% 1.72 [0.83, 3.56]
Total events 17 10

Heterogeneity: Mot applicable

Testfor overall effect. Z=1.45(P=0.15)

Total (95% CI) 130 137 100.0% 1.43 [0.79, 2.56]
Total events 23 17

Heterogeneity, Tau®= 0.00; Chi*=0.70, df=1 (P=0.40); F= 0%

Testfor overall effect Z=118(P=0.23)

Testfor subgroup differences: Chit=070, df =1 (P =040, F=0%
AD: antidepressant

Figure 158: Discontinuation due to side effects

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

Experimental Control
Study or Subgroup Events Total Events Total

.
-

>

1 1 1
0.01 0.1 10
Favours mianserin + AD Favours AD

Risk Ratio
M-H, Fixed, 95% CI

100

24.5.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 2 32 ] 38 1000% 5.591[0.29 118.78]
Subtotal (95% CI) 32 38 100.0% 5.91[0.29,118.78]
Total events 2 a

Heterogeneity: Mot applicahle
Testfor overall effect: Z=116 (P =0.259)

Testfor subaroup differences: Mot applicable
AD: antidepressant

—+;

0.01 0.1 10
Favours mianserin + AD  Favours AD

100

Comparison 25. Augmenting with mianserin versus increasing dose of antidepressant

Figure 159: Remission (ITT)

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

Risk Ratio
M-H, Fixed, 95% CI

25.1.1 Sertraline 100mg non-responder: Mianserin + sertraline {(100mg) versus sertraline (200mg)

Licht 2002 43 93 28 98 100.0% 1.54 [1.05, 2.26]
Subtotal {95% CI) 98 98 100.0%  1.54[1.05, 2.26]
Total events 43 28

Heterogeneity: Mot applicable
Testfor overall effect Z=218 (P =0.03)

Testfor subaroun differences: Mot apnlicable
AD: antidepressant
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0.01 01 10
Favours higher dose AD  Favours mianserin + AD
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Figure 160: Response (ITT)

Risk Ratio

Experimental Control Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl
25.2.1 Sertraline 100mg non-responder: Mianserin + sertraline (100mg) versus sertraline (200mg)

Licht 2002 66 93 54 98 100.0% 1.221[0.98,1.53]
Subtotal {95% CI) 98 98 100.0%  1.22[0.98,1.53]
Total events 66 54

Heterogeneity: Mot applicable

Test for overall effect Z=1.74 (P=0.08)

0.01 01 1 10 100
Favours higher dose AD  Favours mianserin + AD

Testfor suboroun differences: Mot applicable
AD: antidepressant

Figure 161: Discontinuation due to any reason

Risk Ratio

Experimental Control Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl
25.3.1 Sertraline 100mg non-responder: Mianserin + sertraline (100mg) versus sertraline (200mg)

Licht 2002 17 93 15 98 100.0% 1.13[0.60,2.14]
Subtotal {95% CI) 98 98 100.0%  1.13[0.60, 2.14]
Total events 17 14

Heterogeneity: Mot applicable

Testfor averall effect Z=0.39 (P =0.70)

0.01 01 1 10 100
Favours mianserin + AD  Favours higher dose AD

Testfor suboroun differences: Mot applicable
AD: antidepressant

Comparison 26. Augmenting with mianserin versus switch to mianserin

Figure 162: Depression symptomatology change score

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

26.1.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)

Ferreri 2001 -16.1 T 32 131 73 33 100.0% -0.41 091, 0.08]

Subtotal (95% CI) 32 33 100.0% -0.41 [-0.91, 0.08]

Heterageneity: Mot applicable

Test for averall effect: Z=1.65 (P =010}
} } T } {
-10 -4 1] ] 10

) ) Favours augment Favours switch
Test for subgroup differences: Mot applicable

Figure 163: 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
26.2.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 14 32 12 34 100.0% 1.24 [0.68, 2.26]
Subtotal (95% CI) 32 34 100.0% 1.24 [0.68, 2.26]
Total events 14 12

Heterogeneity: Mot applicable
Test for overall effect Z= 070 (F =0.48)

0.01 01 1 10 100
. . Favours switch Favours augment
Test for subgroup differences: Mot applicable
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Figure 164: 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
26.3.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 20 32 16 34 100.0% 1.33[0.85, 2.08]
Subtotal (95% CI) 32 34 100.0% 1.33 [0.85, 2.08]
Total events 20 16
Heterogeneity: Mot applicable
Testfor overall effect Z=125(F=0.21)

0.01 01 1 10 100

. . Favours switch Favours augment
Test for subgroup differences: Mot applicable

Figure 165: Discontinuation due to any reason
Risk Ratio Risk Ratio

Experimental Control
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
26.4.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 B 32 12 34 100.0% 0.583[0.23,1.25] i—
Subtotal (95% CI) 32 34 100.0% 0.53 [0.23, 1.25] -
Total events A 12

Heterogeneity: Mot applicable
Testfor overall effect Z=145(F=0.1%9)
0.01 01 10 100
Favours augment Favours switch

Test for subgroup differences: Mot applicable

Figure 166: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
26.5.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 2 32 g 34 100.0% 0.27 [0.08, 1.16] i‘
Subtotal (95% CI) 32 34 100.0% 0.27 [0.06, 1.16]
Total events 2 a
Heterogeneity: Mot applicable
Test for overall effect Z=1.76 (F=0.08)

0.01 01 10 100

. . Favours augment Favours switch
Test for subgroup differences: Mot applicable

Comparison 27. Increasing the dose of SNRI versus continuing SNRI at the same dose

Figure 167: 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
27.1.1 Duloxetine 120mg versus 60mg
Komstein 2008 -3.38 597 118 -346 593 130 100.0% 0.01 [-0.24, 0.26]
Subtotal {95% CI) 118 130 100.0% 0.01 [-0.24, 0.26]
Heterageneity: Mot applicahle
Testfor averall effect Z=0.11 (P = 0.92)

10 5 0 5 10

) : Favours higher dose Favours same dose
Test for subaroup differences: Mot applicable
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Figure 168: 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
27.2.1 Duloxetine 120mg versus 60mg
Karnstain 2008 36 124 39 131 100.0% 098 [0.67, 1.43]
Subtotal {95% CI) 124 131 100.0%  0.98 [0.67, 1.43]
Total events 36 39
Heterogeneity: Mot applicable
Testfor overall effect Z=0.13 {(F = 0.90)
I } T } |
0.01 01 1 10 100
) . Favours same dose Favours higher dose
Testfor subgroup diferences: Mot applicatle
Figure 169: 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
27.3.1 Duloxetine 120mg versus 60mg
Karnstain 2008 48 124 58 131 100.0% 0.87 [0.68,1.17]
Subtotal (95% CI) 124 131 100.0%  0.87 [0.65,1.17]
Total events 48 58
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.80 {F=0.37)
I } T } |
0.01 01 1 10 100
. i Favours same dose Favours higher dose
Testfor subaroup differences: Mot applicable
Figure 170: 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
27.4.1 Duloxetine 120mg versus 60mg
karnstein 2008 34 124 26 131 100.0% 1.38[0.88, 2.16]
Subtotal (95% CI) 124 131 100.0%  1.38 [0.88, 2.16]
Total events 34 26
Heterogeneity: Kot applicable
Testfor overall effect £=1.41 {(F=0.18)
0.01 0.1 1 10 100
. i Favours higher dose Favours same dose
Testfor subaroup differences: Mot applicable
Figure 171: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
27.5.1 Duloxetine 120mg versus 60mg
karnstein 2008 ¥ 124 B 131 1000% 1.23[0.43, 3.87]
Subtotal (95% CI) 124 131 100.0%  1.23[0.43, 3.57]
Total events ¥ B
Heterogeneity: Kot applicable
Testfor overall effect £=0.39 {(F=0.70)
0.01 0.1 1 10 100

) ) Favours higher dose Favours same dose
Testfor subaroup differences: Mot applicable
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Comparison 28. Switching to SNRI versus continuing with antidepressant

Figure 172: 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
28.1.1 Venlafaxine versus paroxetine
Fang 2010 21 50 21 45 100.0% 0.90[0.57, 1.41]
Subtotal (95% CI) 50 45 100.0%  0.90 [0.57, 1.41]
Total events 21 N

Heterogeneity: Mot applicable
Test for overall effect. £=0.46 (F = 0.65)

0.01 01 1 10 100
) ) Favours continuing AD  Favours SMRI
Testfor subgroun diferences: Mot applicable
AD: antidepressant

Figure 173: 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
28.2.1 Venlafaxine versus paroxetine
Fang 2010 3z a0 30 45 100.0% 0.96[0.72,1.249]
Subtotal (95% CI) 50 45 100.0%  0.96 [0.72,1.29]
Total events 32 30
Heterogeneity: Mot applicable
Testfor overall effect Z=0.27 (F=0.78)
0.01 01 1 10 100
. _ Favours continuing AD  Favours SMRI
Testfor subgroup diferences: Mot applicahle
AD: antidepressant
Figure 174: 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
28.3.1 Venlafaxine versus paroxetine
Fang 2010 g 50 8 45 100.0% 1.01 [0.43, 2.40]
Subtotal (95% CI) 50 45 100.0%  1.01[0.43, 2.40]
Total events q 2
Heterageneity: Mot applicable
Test far averall effect: Z=0.03 {F = 0.98)
0.01 01 1 10 100

. _ Favours SNRI Favours continuing AD
Test for subgroup differences: Mot applicahle
AD: antidepressant
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Figure 175: Discontinuation due to side effects

Experimental Control
Study or Subgroup Events Total Events Total

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

Risk Ratio
M-H, Fixed, 95% CI

28.4.1 Venlafaxine versus paroxetine
Fang 2010 il a0 1 45

100.0% 0.30([0.01, 7.20] l
Subtotal (95% CI) 50 45 100.0%  0.30[0.01,7.20]

Total events a 1
Heterogeneity: Mot applicable
Testfor overall effect. Z2=0.74 (F = 0.46)

Testfor subgroup diferences: Mot applicahle
AD: antidepressant

0.01

01 10

Figure 176: Quality of life physical component score (PCS) change score

Experimental Control

Study or Subgroup  Mean SD Total Mean SD Total Weight

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

Std. Mean Difference
IV, Fixed, 95% CI

100
Favours SNRI Favours continuing AD

28.5.1 Venlafaxine versus paroxetine

Fang 2010 13.89 11.57 50 1368 11.43
Subtotal (95% CI) 50
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.09 (F=0.93)

45 100.0% 0.02[-0.38,0.42]
45 100.0% 0.02 [-0.38, 0.42]

-0 -5 0 5 10
) . Favours continuing AD - Favours SNRI

Test far subgroup differences: Mot applicahle
AD: antidepressant
Figure 177: Quality of life mental component score (MCS) 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

28.6.1 Venlafaxine versus paroxetine

Fang 2010 2342 1742 50 1993 1718 45 100.0% 014 [0.26, 0.54]

Subtotal (95% CI) 50 45 100.0% 0.14 [-0.26, 0.54]

Heterogeneity: Mot applicable

Testfor overall effect: 2= 0.68 (F=0.50)

-0 -5 0 5 10

Test far subgroup differences: Mot applicahle
AD: antidepressant

276

Depression in adults: Evidence review D FINAL (June 2022)

Favours continuing AD  Favours SNRI



FINAL

Comparison 29. Switching to SNRI versus switching to another antidepressant from
same class

Figure 178: 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
29.1.1 Citalopram non-responder: Venlafaxine versus sertraline
Rush 2006 -169 724 250 -9 411 238 B20% 0.08 [-0.09, 0.26]
Subtotal (95% CI) 250 238 82.0% 0.08 [-0.09, 0.26]

Heterogeneity: Kot applicable
Test for overall effect: £=0.93 (P = 0.39)

29.1.2 TCA/SSRI {not paroxeting) non-responder: Venlafaxine versus paroxetine

Poirier 1989 111 85 52 102 68 55 18.0% -0.12 [F0.50, 0.26]
Subtaotal (95% CI) 52 55 18.0% -0.12 [-0.50, 0.26]
Heterogeneity: Mot applicable

Test for averall effect: 2= 0.60 (P = 0.55)

Total (95% Cl) 302 293 100.0% 0.05[-0.11, 0.21]

Heterogeneity: Tau®= 0.00; Chi®= 0.88, df=1 (P = 0.35); F= 0% f ! 1 t |
Testf Il effect: Z= 0.59 (P = 0.56 10 5 o 5 10
estior overall effect 2= 0.53 (F = 0.56) Favours SMRI Favours same class switch

Testfor subaroup differences: Chi*=0.88, df=1 (P =0.35), F=0%

Figure 179: 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
29.2.1 Citalopram non-responder: Venlafaxine versus sertraline
Rush 2006 g2 2480 B3 238 3T6% 0.94 [0.69,1.27]
Subtotal (95% CI) 250 238 37.6% 0.94 [0.69, 1.27]
Total events g2 63
Heterageneity: Mat applicahle
Testfar overall effect Z= 042 (P =067}
29.2.2 §5RI (not citalopram) non-responder: Venlafaxine versus citalopram
Lenagx-Smith 2008 61 200 33 206 359.3% 1.80([1.31,2.77] ——
Subtotal (95% CI) 200 206 35.3% 1.90 [1.31, 2.77] <
Total events 61 33
Heterageneity: Mat applicahle
Testfor averall effect £= 2335 (P =0.0008)
29.2.3 TCA/SSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine
Fairier 19949 22 61 11 G2 27 1% 2.03[1.08 3.87 —
Subtotal (95% CI) 61 62 27.1% 2.03[1.08, 3.82] e
Total events 22 IR
Heterogeneity: Mot applicahle
Testfor averall effect 2= 220 (P=0.03)
Total {95% Cl) 511 506 100.0% 1.48 [0.86, 2.56] i
Total events 144 107
Heterogeneity, Tau=0.18; Chi*=10.40, df= 2 (P = 0.006); F= 81% f t t {
Testfor averall effect Z=1.42 (P=0.16) 0.01 0.1 ] 10 100
. : : Favours same class switch Favours SNRI

Testfor subgroup differences: Chi*=10.37, df= 2 (P = 0.006), F=80.7%
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Figure 180: Response (ITT)

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

Risk Ratio
M-H, Random, 95% Cl

28.3.1 Citalopram non-responder: Venlafaxine versus sertraline

Rush 2006 70 280 B3 238 B4.2% 1.06 [0.79,1.41]
Subtotal (95% CI) 250 238 64.2% 1.06 [0.79, 1.41]
Total events 7o 63

Heterogeneity: Mot applicahle
Testfor averall effect Z=0.38 (P=0.70}

20.3.2 TCAISSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine

Fairier 19949 ar 61 18 G2 35.8% 1.52[0.94, 2.46]
Subtotal (95% CI) 61 62 35.8% 1.52 [0.94, 2.46]
Total events 27 18

Heterogeneity: Mot applicahle
Testfor averall effect £=1.72 (P = 0.049)

Total {95% Cl) 31 300 100.0% 1.21 [0.85, 1.70]
Total events 97 =3

Heterogeneity: Tau?=0.03; Chi*=1.63, df=1 {F =020} P=39%

Testfor averall effect £=1.07 (P =0.249)

Testfor subgroup differences: Chi*=1.63, df=1 (P = 0.20}, F= 38.6%

Figure 181: Discontinuation due to any reason

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

i
>

>

L
0.01

}
0.1

1
10 100

Favours same class switch Favours SNRI

Risk Ratio
M-H, Random, 95% CI

29.4.1 S5RI (not citalopram) non-responder: Venlafaxine versus citalopram

Lenox-Smith 2008 49 200 43 206 86.8% 1.17[0.82, 1.68]
Subtotal (95% CI) 200 206 B6.8% 1.17 [0.82, 1.68]
Total events 49 43

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.87 (P =0.38)

29.4.2 TCA/ISSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine

Pairier 1899 g 61 TOB2 13.2% 1.31 [0.52, 3.29]
Subtotal (95% CI) 61 62 13.2% 1.31 [0.52, 3.29]
Tatal events 9 T

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.57 (P =0.57)

Total (95% CI) 261 268 100.0% 1.19 [0.85, 1.67]
Total events 58 50

Heterogeneity, Tau*= 0.00; Chi*=0.05, df=1 {P=0.83); F= 0%

Testfor overall effect Z=1.02 (P=0.31)

Testfor subgroup differences: Chi*=0.05, df= 1P =083, F=0%
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Figure 182: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl M-H, Random, 95% Cl
28.5.1 Citalopram non-responder: Venlafaxine versus sertraline
Rush 2006 53 280 a0 238 BOV% 1.01 [0.72,1.42]
Subtotal (95% CI) 250 238 B0.T% 1.01[0.72,1.42]
Total events 53 a0

Heterogeneity: Mot applicahle
Testfor averall effect £=0.05 (P = 0.96)

20.5.2 S5RI (not citalopram) non-responder: Venlafaxine versus citalopram

Lengx-Smith 2008 11 200 11 206 14.4% 1.03 [0.45, 2.32] —
Subtotal (95% CI) 200 206 14.4% 1.03 [0.46, 2.32] .
Total events 11 IR

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.07 (P =0.94)

20.5.3 TCAISSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine

Fairier 19949 ] 1 3 62 4.8% 1.69[0.42 6.78] I —
Subtotal (95% CI) 61 62 4.9% 1.69 [0.42, 6.78] ——agi—
Total events ] 3

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

Total {95% Cl) 511 506 100.0% 1.04 [0.76, 1.41] <&
Total events 69 64
ity: = Shir= = = = } } } |
_I?etﬂngeneltg].ﬁ;u ;ng'§4hlp_—Dﬁ5311' df=2{F=078)F=0% T 0 0 100
estfor overall effect Z=0.24 (P = 0.81) Favours SMRI Favours same class switch

Testfor subgroup differences: Chi*= 051, df= 2 (P =078), F=0%

Comparison 30. Switching to SNRI versus switching to bupropion

Figure 183: Depression symptomatology change score

Experimental Control S$td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
30.1.1 Citalopram non-responder: Venlafaxine versus bupropion
Rush 2006 169 724 250 164 52T 239 1000% -0.01 [-0.19,017]
Subtotal (95% CI) 250 239 100.0% -0.01 [-0.19, 0.17]

Heterogeneity: Mot applicable
Test for overall effect: Z=0.09 (F = 0.93)

1
-10 -5 0 5 10
Favours SNRI Favours bupropion

Testfor subaroup differences: Mot applicable

Figure 184: 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
30.2.1 Citalopram non-responder: Venlafaxine versus bupropion
Rush 2006 B2 250 1 239 100.0% 0.97[0.72,1.32]
Subtotal (95% CI) 250 239 100.0% 0.97 [0.72,1.32]
Total events G2 A1

Heterogeneity: Mot applicable
Test for overall effect Z=0.18 (P =0.89)

0.01 01 1 10 100
. . Favours bupropion Favours SMRI
Test for subgroup differences: Mot applicable
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Figure 185: Response (ITT)

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

Risk Ratio
M-H, Fixed, 95% ClI

30.3.1 Citalopram non-responder: Venlafaxine versus bupropion

Rush 2006 T0 250 F2 239 100.0% 1.08[0.81,1.45]
Subtotal (95% CI) 250 239 100.0% 1.08 [0.81, 1.45]
Total events Ta A2

Heterogeneity: Mot applicable
Test for overall effect £=0.51 (F = 0.61)

10

0.01 01 1 100
. . Favours bupropion Favours SMRI
Test for subgroup differences: Mot applicable
Figure 186: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
30.4.1 Citalopram non-responder: Venlafaxine versus bupropion
Rush 2006 a3 250 f5 239 100.0% 0.78[0.57,1.07]
Subtotal (95% CI) 250 239 100.0% 0.78 [0.57,1.07]
Total events a3 A4
Heterogeneity: Mot applicable
Testfor overall effect Z=154 (F=012)
0.01 01 1 10 100
. . Favours SMRI Favours bupropion
Test for subgroup differences: Mot applicable
Comparison 31. Switching to SNRI versus switching to mirtazapine
Figure 187: 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% ClI
31.1.1 Paroxetine non-responder: Venlafaxine versus mirtazapine
Fang 2010 21 a0 20 55 100.0% 1.16([0.72, 1.86]
Subtotal {95% CI) 50 55 100.0%  1.16[0.72, 1.86]
Total events 21 20
Heterogeneity: Mot applicahle
Test for overall effect. £=0.59 (F = 0.5948)
0.0 0.1 1 10 100
) . Favours mirtazapine Favours SNRI
Testfor subgroup differences: Mot applicahle
Figure 188: 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% ClI
31.2.1 Paroxetine non-responder: Venlafaxine versus mirtazapine
Fang 2010 32 a0 32 a5 100.0% 1.10[0.81, 1.44]
Subtotal {95% CI) 50 55 100.0%  1.10[0.81,1.49]
Total ewents 32 32
Heterogeneity: Mot applicahle
Test for overall effect: £= 061 (F=0.54)
0.0 0.1 1 10 100

Testfor subaroup diferences: Mot applicatle
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Figure 189: Discontinuation due to any reason

Risk Ratio Risk Ratio

Experimental Control
M-H, Fixed, 95% CI

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

31.3.1 Paroxetine non-responder: Venlafaxine versus mirtazapine

Fang 2010 q a0 10 55 100.0% 0.99[0.44, 2.24]
Subtotal {95% CI) 50 55 100.0%  0.99 [D.44, 2.24]
Total ewents q 1

Heterogeneity. Mot applicahle
Test for overall effect: £=0.02 (F =0.93)

Test for subgroup differences: Mot applicable

Figure 190: Discontinuation due to side effects

Risk Ratio

Experimental Control Risk Ratio
M-H, Fixed, 95% CI

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

0.01 0.1 1 10
Favours SMNRI Favours mirtazapine

100

31.4.1 Paroxetine non-responder: Venlafaxine versus mirtazapine

Fang 2010 a a0 a Li14] Mot estimable
Subtotal (95% CI) 50 55 Not estimable
Total events 0 0

Heterageneity: Mot applicahle

Test for overall effect: Mot applicable

0.0 0

110

100

Favours SMNRI Favours mirtazapine

Test for subgroup differences: Mot applicable

Figure 191: Quality of life physical component score (PCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CI
31.5.1 Paroxetine non-responder: Venlafaxine versus mirtazaping
Fang 2010 1388 1157 a0 1005 1422 55 100.0% 0.29[-0.09, 0.68]

Subtotal (95% CI) 50 55 100.0% 0.29 [-0.09, 0.68]

Heterogeneity: Mot applicable
Testfor overall effect Z=1 49 (F=014)

10 5 0 5 10
. , Favours mirtazapine Favours SMRI
Test for subaroup differences: Mot applicable
Figure 192: Quality of life mental component score (MCS) change score
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CI
31.6.1 Paroxetine non-responder: Venlafaxine versus mirtazapine
Fang 2010 2242 1742 50 16.84 1926 &5 100.0% 0,30 [-0.08, 0.69]
Subtotal (95% CI) 50 55 100.0% 0.30 [-0.08, 0.69]
Heterogeneity: Mot applicable
Testfor overall effect Z=1583 (F=013)

10 5 0 5 10

Favours mirtazapine Favours SNRI

Testfor subgroup differences: Mot applicahle
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Comparison 32. Switching to bupropion versus placebo

Figure 193: Depression symptomatology change score

Control Std. Mean Difference Std. Mean Difference

Experimental
SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean
32.1.1 Paroxetine non-responder

GlaxaSmithKline 2009 -449 834 165 -51 802 157 1000% 002019, 0.24]
Subtotal (95% CI) 165 157 100.0% 0.02 [-0.19, 0.24]
Heterogeneity: Mot applicable
Testfor averall effect Z=0.22 (P = 0.83)
10 -5 0 5 10
) ) Favours bupropion Favours placebo
Test for subagroup differences: Mot applicable
Figure 194: 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
32.2.1 Paroxetine non-responder
GlaxoSmithkline 2009 40 166 39 149 100.0% 0.98 [0.67,1.44]
Subtotal {95% CI) 166 159 100.0%  0.98 [0.67, 1.44]
Total events 40 34
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.08 (P =0.93)
I } t } |
0.01 IN] 1 10 100

. ) Favours placebo switch Favours AD switch
Testfor subgroup differences: Mot applicable
AD: antidepressant

Figure 195: 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
32.3.1 Paroxetine non-responder
GlaxaSmithkline 2009 53 166 A8 149 100.0% 1.04[0.758,1.38]
Subtotal {95% CI) 166 159 100.0%  1.04 [0.78, 1.38]
Total events 63 ag

Heterogeneity: Mot applicable

Testfor overall effect Z= 027 (P=078)

0.01 0.1 1 10 100
Favours placebo switch Favours AD switch

Test for subaroup differences: Mot applicable
AD: antidepressant

Figure 196: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
32.4.1 Paroxetine non-responder
GlaxaSmithkline 2009 67 166 47 188 100.0% 1.371.01,1.89]
Subtotal {95% CI) 166 159 100.0%  1.37[1.01, 1.85]
Total events 67 47

Heterogeneity: Mot applicable
Testfor averall effect 7= 202 (P=0.04)

0.01 0.1 1 10 100
Favours AD switch Favours placebo switch

Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 197: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
32.5.1 Paroxetine non-responder
GlaxoSmithkline 20049 34 166 3 159 100.0% 1.21[0.79,1.83]
Subtotal (95% CI) 166 159 100.0%  1.21[0.79,1.83]
Total events 39 )l

Heterogeneity: Mat applicable
Testfor overall effect 2= 087 (P =038

0.01 0.1 1 10 100
Favours AD switch Favours placebo switch

Testfor subdroup differences: Mot applicakle
AD: antidepressant

Comparison 33. Switching to bupropion versus switching to another antidepressant from
same class

Figure 198: 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
33.1.1 Citalopram non-responder: bupropion versus sertraline
Rush 2006 164 527 0239 -21.89 411 238 100.0% 0.12 [-0.06, 0.30]
Subtatal (95% CI) 239 238 100.0% 0.12 [-0.06, 0.30]

Heterogeneity: Mot applicable
Testfor averall effect: Z=1.27 (P =0.20)

10 -5 0 5 10
Favours bupropion Favours same class switch

Testfor subdgroun differences: Notapnlicable

Figure 199: 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
33.2.1 Citalopram non-responder: bupropion versus sertraline
Rush 2006 61 2349 B3 238 1000% 096 [0.71,1.31]
Subtotal (95% CI) 239 238 100.0% 0.96 [0.71,1.31]
Tatal events 61 63
Heterogeneity: Mot applicable
Test far overall effect Z=024 (P =081}

0.0 0.1 1 10 100

) ) Favours same class switch Favours bupropion
Testfar subaraup differences: Mot apnlicable

Figure 200: 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
33.3.1 Citalopram non-responder: bupropion versus sertraline
Rush 2006 G2 234 3 238 100.0% 083073, 1.32]
Subtotal (95% CI) 239 238 100.0%  0.98[0.73,1.32]
Total events 62 63
Heterogeneity: Mot applicable
Test for overall effect Z=013 (P = 0.90)

0.0 0.1 ' 10 100

1
) ) Favours same class switch Favours bupropion
Testfor subgroup differences: Mot applicable
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Figure 201: Discontinuation due to side effects

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

Risk Ratio
M-H, Fixed, 95% CI

33.4.1 Citalopram non-responder: bupropion versus sertraline

Rush 2006 |4} 239 50 238 100.0% 1.29[0.94,1.79]
Subtotal (95% CI) 239 238 100.0%  1.29[0.94,1.79]
Total events 4] a0

Heterogeneity: Mot applicable
Test for overall effect 2=1.57 (P=012)

0.0

Testfar subaroup differences: Mot apnplicable

1 1
041 1 10
Favours bupropion Favours same class switch

Comparison 34. Augmenting with bupropion versus placebo

Figure 202: Remission (ITT)

Risk Ratio

Experimental Control
Weight M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Total

Risk Ratio
M-H, Fixed, 95% CI

]
100

34.1.1 Augmenting SSRI

Gulrez 2012 18 30 7 30 100.0% 287 [1.26,5.24]
Subtotal (95% CI) 30 30 100.0%  2.57 [1.26, 5.24]
Total events 18 T

Heterogeneity: Mot applicahle
Testfor overall effect; £= 2.60 (P = 0.009)

B

10 1

0.01 0.1 oo
. . Favours placebo Favours bupropion
Testfor subaroup differences: Mot apnlicable
Comparison 35. Augmenting with bupropion versus switching to bupropion
Figure 203: 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

35.1.1 SSRISNRI non-responder

Mohamed 2017 136 a06 114 411 100.0% 1.20[0.97, 1.50]

Subtotal (95% CI) 506 511 100.0%  1.20[0.97,1.50]

Total events 136 114

Heterageneity: Mot applicahle

Testfor overall effect £=1.69 (P = 0.09)

0.01 01 1 10 100
. . Favours switch Favours augment
Testfor subaroup differences: Mot apnlicahle
Figure 204: 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

35.2.1 SSRISNRI non-responder

Mohamed 2017 332 a06 M9 a1l 100.0% 1.05[0.96, 1.149]

Subtotal (95% CI) 506 511 100.0%  1.05[0.96,1.15]

Total events 332 39

Heterageneity: Mot applicahle

Testfor overall effect £=1.06 (P = 0.29)

0.01 01 1 10 100
. . Favours switch Favours augment
Testfor subaroup differences: Mot apnlicahle
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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% CI
35.3.1 SSRISNRI non-responder
Mohamed 2017 128 A06 158 511 100.0% 0.82 [0.67,1.00]
Subtotal (95% CI) 506 511 100.0% 0.82 [0.67, 1.00]
Total events 128 148

Heterogeneity: Mot applicable
Test for overall effect £=1.89 (F=0.09)

0.01 01 1 10 100
. . Favours augment Favours switch
Test for subgroup differences: Mot applicable

Figure 206: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
35.4.1 SSRISNRI non-responder
Mohamed 2017 ar A06 51 &11 100.0% 0.73[0.49 110
Subtotal (95% CI) 506 511 100.0% 0.73[0.49,1.10]
Total events ar a1

Heterogeneity: Mot applicable
Test for overall effect Z=151 (F=013)

0.01 01 1 10 100
Favours augment Favours switch

Test for subgroup differences: Mot applicable

Comparison 36. Switching to mirtazapine versus continuing with antidepressant

Figure 207: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
36.1.1 versus paroxetine
Xiao 2020 904 836 68  8.87 6.64 68 41.5% 0.02 [-0.31, 0.38]
Subtotal (95% CI) 68 68 41.5% 0.02 [-0.31, 0.36]

Heterageneity: Naot applicable
Test for overall effect: Z= 013 (P = 0.80)

36.1.2 versus sertraline

Kato 2018 825 275 &80 B2 275 A37T 885% -0.37 [-0.49,-0.25]

Subtotal (95% CI) 550 537 58.5% -0.37 [-0.49, -0.25] {
Heterogeneity: Mot applicable

Test for overall effect: Z= 6.00 {F < 0.00001})

Total (95% CI) 618 605 100.0% -0.21 [-0.58, 0.17]
Heterogeneity: Tau?= 0.06; Chi*=4.57 df=1{P=003), F=78% =-1D 55 b é 1D=
Testforaverall effect Z=1.07 (P = 1.28) Favours mirtazapine Favours continuing AD

Testfor subgroup differences: Chi*= 457, df=1{P=003,F=T81%
AD: antidepressant

Figure 208: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
36.2.1 versus paroxetine
Hiao 2020 -1365 75 68 -12.24 7.32 68 100.0% -019[-0.53,0.14]
Subtotal (95% CI} 68 68 100.0% -0.19 [-0.53, 0.15]

Heterogeneity: Mot applicable
Test for overall effect Z=110{P =0.27)

10 -5 0 5 10
Favours mirtazapine Favours continuing AD

Test for subgroup differences: Mot applicable
AD: antidepressant
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Figure 209: Depression symptomatology at 4-month follow-up

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
36.7.1 versus sertraline
kato 2018 GE1 259 540 E.58 289 538 1000% 0.01 [-0.11,0.13]
Subtotal {95% Cl) 540 538 100.0% 0.01 [-0.11,0.13]
Heterogeneity: Mot applicahble
Testfor overall effect Z=017 (P =0.87)
10 -5 0 5 10
. . Favours mirtazapine Favours continuing AD
Testfor subgroup differences: Mot applicable
AD: antidepressant
Figure 210: 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
36.3.1 versus paroxetine
Fang 2010 20 55 21 45 12.3% 0.7810.49 1.29] T
®ian 2020 38 o=} 32 8 17.0% 1.149[0.85, 1.69] I
Subtotal (95% CI) 123 113 29.3% 1.02[0.78,1.33] L 2
Total events 58 a3
Heterogeneity: Chif=2.09, df=1 (F=0.148); F=52%
Testfor averall effect Z=0.12 (P =091}
36.3.2 versus sertraline
Kato 2018 174 A58 132 5851 FO7% 1.30[1.07,1.58] L
Subtotal (95% CI) 558 551 70.7%  1.30[1.07,1.58] L3
Total events 174 132
Heterogeneity: Mot applicahle
Testfor overall effect. 2= 267 (P=0.007)
Total (95% CI) 681 664 100.0%  1.22[1.04,1.43] L 3
Total events 232 185
Heterogeneity: Chi®= 3.96, df=2 (F=014);, F=50% f f t |
Testfn?nvergll eﬁect:Z:EI.M(PiU.Dﬂ ’ 0.01 01 e ’ 10 - 100
A - Favours continuing AD  Favours mirtazapine
Testfor subgroup differences: Chit= 218, df=1 (P=014), F=534%
AD: antidepressant
Figure 211: Remission (ITT) at 4-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
36.8.1 versus sertraline
Kato 2018 262 ] 245 551 100.0% 1.06 [0.93,1.20]
Subtotal (95% CI) 558 551 100.0%  1.06 [0.93,1.20]
Total events 262 245
Heterogeneity: Mot applicable
Testfor averall effect Z= 083 (P =041}
} } 1 } |
0.01 01 1 10 100

Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 212: 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
36.4.1 versus paroxetine

Fang 2010 32 55 30 45 18.5% 0BT [0.64,1.18]

Riao 2020 50 ot 43 8 281% 116 [0.82,1.46]

Subtotal (95% CI) 123 113 46.6% 1.03 [0.78, 1.36]

Total events 82 73

Heterogeneity, Tau®=002; Chi*= 218 df =1 P =014) F=54%
Testfor averall effect. £=0.18 (P =0.86)

36.4.2 versus sertraline

Kato 2018 275 558 233 551 534% 1.17[1.02,1.33] :
Subtotal (95% CI) 558 551 534% 147 [1.02,1.33]
Total events 275 233
Heterogeneity: Mot applicable
Testfor overall effect: Z= 233 (P=0.02)
Total {(95% CI) 681 664 100.0% 1.10 [0.95, 1.28] »
Total events 357 306
e = — . iz = —_ —_ SR = I I I I
m
. ) Favours continuing AD  Favours mirtazapine
Testfor subaroup differences: Chif= 0.66, df=1 (P=042), F=0%
AD: antidepressant
Figure 213: 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% C|
36.5.1 versus paroxetine
Fang 2010 10 55 g 45 30.3% 1.02[0.44, 2.37]
Hiao 2020 12 68 12 68 40.7% 1.00[0.48, 2.07]
Subtotal (95% CI) 123 113 71.0% 1.01 [0.58,1.75]
Total events 22 20
Heterogeneity, Tau®= 0.00; Chi*= 0.00, df=1 (P = 0.97); F= 0%
Test for overall effect =003 (P=0.87)
36.5.2 versus sertraline
kato 2018 g8 548 14 851 29.0% 0.86[0.24,1.33] —
Subtotal (95% CI) 558 551  29.0% 0.56 [0.24, 1.33] ~li-
Total events a 14
Heterogeneity: Mot applicahble
Testfor overall effect: Z=1.30 (P =019}
Total {95% CI) 681 664 100.0% 0.85 [0.54, 1.36] £
Total events 30 34
Heterogeneity: Tau®= 000, Chi®=1.26,df=2 (P=053), F=0% f t ; |
Testfu?overgil effact £= DI.E? (F= D.SDI) ( g 0.01 o1 ] . w . Too
) ) Favours mirtazapine Favours continuing AD
Testfor subagroup diferences: Chi®=1.25, df=1 (P =0.26), F=19.8%
AD: antidepressant
Figure 214: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
36.6.1 versus paroxetine
Fang 2010 i 54 1 45 385% 0.27[0.01, .56] =
Himo 2020 3 ot 1 68 G61.9% 3.00(00.32, 2819 i
Subtotal (95% CI) 123 113 100.0% 1.19[0.12,11.73] e ——
Total events 3 2
Heterogeneity: Tau®= 0.90; Chi*=1.46, df=1 (P=0.23); F= 31%
Testfor overall effect Z=015 (P = 0.88)
.01 01 10 100

Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 215: Quality of life physical component score (PCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
36.9.1 versus paroxetine
Fang 2010 10.05 1422 55 13.68 11.43 45 100.0% -0.28 [[0.67,0.12]
Subtotal (95% CI) 55 45 100.0% -0.28 [-0.67,0.12]

Heterogeneity: Mot applicahble
Testfor overall effect Z=1.37 (P=017)

10 -5 0 5 10
Favours continuing AD Favours mirtazapine

Testfor subgroup differences: Mot applicable
AD: antidepressant

Figure 216: Quality of life mental component score (MCS) 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
36.10.1 versus paroxetine
Fang 2010 16.84 1926 485 19.98 1718 45 100.0% -017 [0.56,0.22]
Subtotal (95% CI) 55 45 100.0% -0.17 [-0.56, 0.22]

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

| ,
-10 -4 0 5 10
Favours continuing AD  Favours mirtazapine

Test for subaroup differences: Mot applicable
AD: antidepressant

Comparison 37. Augmenting with mirtazapine versus continuing with antidepressant (+/-
placebo)

Figure 217: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 895% CI IV, Random, 85% CI
37.1.1 Mirtazapine + paroxetine versus placebo + paroxetine
Hiao 2020 TAT B.22 68 8.87 B.64 68 18.5% -0.14 [-0.48, 0.20] -
Subtotal (95% CI) 68 68 18.5% -0.14 [-0.48, 0.20] 4

Heterageneity: kot applicahle
Testfor overall effect: Z=081 (P=042)

37.1.2 Mirtazapine + SSRI/SNRI versus placebo + SSRIISNRI

Carpenter 2002 107 7 11 173 82 15 44%  -083[1.64,-0.01] —
Kessler 2013a/2018h 18 123 214 197 124 217 337% -0.14 [0.33, 0.08] J
Subtotal {95% Clj 225 232 381%  -0.36 [-1.00, 0.27]

Heterogeneity: Tau*=0.15; Chi*= 261, df=1 (P=011} F=62%
Testfor overall effect: Z2=1.12 (P = 0.26)

37.1.3 Mirtazapine + sertraline versus sertraline
Kato 2018 827 275 B52F 926 275 537 434% -0.36 [-0.48,-0.24] L
Subtotal (95% CI) 527 537 434% -0.36 [-0.48, -0.24] t
Heterogeneity: Mot applicable

Testfor overall effect: Z=%5.82 (P = 0.00001)

Total (95% Cl) 820 837 100.0% -0.26 [-0.44, -0.09] [}
Heterogeneity: Tau*=0.02; Chi*=6.22, df=3(P=010% F=52% =—1D % b :IS 1D=
Testfor overall effect: 2= 2.90 (P = 0.004) Favours mitazaping + AD Favours AD

Testfor subaroup differences: Chi*=1.47, df=2 (P =0.48), F=0%
AD: antidepressant
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Figure 218: 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
37.2.1 Mirtazapine + paroxetine versus placebo + paroxetine
Hiao 2020 -12.82 663 68 -12.24 732 68 A7.3% -0.08 [-0.42, 0.25]
Subtotal (95% CI) 68 68 57.3% -0.08 [-0.42, 0.25] L)

Heteroneneity: Mot applicable
Test for overall effect: 2= 048 (P = 0.63)

37.2.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI/'SNRI

Carpenter 2002 -11.2 485 11 -52 544 19 42.7% 112 [-1.86,-0.27] —
Subtotal {95% CI) 11 15  42.7% -1.12 [1.96, -0.27] <&
Heterogeneity: Mot applicahle
Testfor overall effect: 2= 258 (P =0.010)
Total (95% CI) 79 83 100.0% -0.52 [-1.53, 0.48] *
Heterogeneity: Tau®=0.43; Chi*= 497 df=1{P=0.03), F=80% f ! 1 ] {
] -10 -5 i a 10
Testfor overall effect: Z=1.02 (P=0.31) Favours mirtazapine + AD Favours AD
Testfor subaroup differences: Chi*= 4,87, df=1 (P=0.03), F=79.9%
AD: antidepressant
Figure 219: Depression symptomatology at 4-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
37.7.1 Mirtazapine + sertraline versus sertraline
Kato 2018 .37 288 520 658 29 538 100.0% -0.07 [-0.19, 0.048]
Subtotal (95% CI) 520 538 100.0% -0.07 [-0.19, 0.05]
Heterageneity: Mot applicahle
Test for overall effect Z=118 (P =0.24)
-10 -5 0 5 10

) . Favours mirtazapine + AD  Favours AD
Test for subaroup differences: Mot applicable

AD: antidepressant

Figure 220: 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
37.3.1 Mirtazapine + paroxetine versus placebo + paroxetine
®ian 2020 34 68 3z B3 24.9% 1.06[0.75,1.50]
Subtotal (95% CI) 68 68  24.9% 1.06 [0.75, 1.50]
Total events 34 32

Heterogeneity: Mot applicahle
Testfor averall effect Z=0.34 (P=0.73)

37.3.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI

Carpenter 2002 a 11 2 15 2.2% 3.41 [0.80,14.44] T
Kessler 201842018k 63 241 53 239 2T E% 1.181[0.86,1.62] L
Subtotal (95% CI) 252 254 29.8% 1.57 [0.62, 3.97]

Total events Ba 55

Heterageneity: Tau®= 0.28; Chi®=1.98, df=1 (P=0.16), F=50%
Testfor overall effect 2= 096 (P = 0.34)

37.3.3 Mirtazapine + sertraline versus sertraline

Kato 2018 188 A37 132 5581 453% 146 [1.21,1.76] LJ

Subtotal (95% CI) 537 551  453% 1.46 [1.21, 1.76] L

Total events 188 132

Heteragenaity: Mot applicable

Testfor overall effect £=3.95 (P = 0.0001)

Total (95% CI) 857 873 100.0% 1.30 [1.04, 1.61] 3

Total events 2590 2149

Heterogeneity: Tau®= 0.02; Chi®=4.79, df= 3 (P =019} F=37% f f f {
. 0.01 0.1 10 100

Testfor overall effect 2= 235 (P=0.02) Favours AD  Favours mirtazaping + AD

Testfor subaroup differences: Chi®= 2.60, df= 2 (P =027, F=23.2%
AD: antidepressant
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Figure 221: Remission (ITT) at 4-month follow-up

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

Risk Ratio
M-H, Fixed, 95% CI

37.8.1 Mirtazapine + sertraline versus sertraline

Kato 2018 263 A37 245 551 100.0% 1.10[0.97,1.29]
Subtotal (95% CI) 537 551 100.0%  1.10[0.97,1.25]
Total events 263 245
Heterogeneity: Mot applicable
Testfor overall effect Z=149(FP=0.14)
Test for subgroup differences: Mot applicahle
AD: antidepressant
Figure 222: Response (ITT)
Experimental Control Risk Ratio

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

01 1 10 100
Favours AD Favours mirtazapine + AD

Risk Ratio
M-H, Random, 95% CI

37.4.1 Mirtazapine + paroxetine versus placebo + paroxetine

Hian 2020 48 B8 43 B 211% 112[0.88,1.47]
Subtotal (95% CI) 68 68 21.1% 1.12 [0.88, 1.42]
Total events 43 43

Heteragenaity: Mot applicable
Testfor overall effect 2= 091 (P = 0.36)

37.4.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI

Carpenter 2002 7 1 115 11% 318[1.05,8.52]
Kessler 201821201 8b 94 241 78 239 20.6% 1.20 [0.94,1.52]
Subtotal {95% CI) 252 254 21.6% 1.67 [0.67, 4.15]
Total events 101 81

Heterogeneity: Tau®=0.31; Chi*= 288, df=1 (F=0.09), F=65%
Testfor overall effect Z=110{P=0.27)

37.4.3 Mirtazapine + sertraline versus sertraline

Kato 2018 273 a37 233 891 57.2% 1.20[1.06,1.37]
Subtotal (95% CI) 537 551 57.2% 1.20 [1.06, 1.37]
Total events 273 233

Heterogeneity: Mot applicahle

Testfor overall effect 2= 2.82 (P = 0.005)

Total (95% CI) 857 873 100.0% 1.19[1.06, 1.34]

Total events 422 387

Heterogeneity: Tau®=0.00; Chi*= 336, df=3 (F=034), F=11%

Testfor overall effect 2= 3.01 (P=0.003)

Testfor subaroup differences: Chi®= 083, df= 2 (P = 0.66), F= 0%
AD: antidepressant
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Figure 223: 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
37.5.1 Mirtazapine + paroxetine versus placebo + paroxetine
Hian 2020 ] B8 12 B8 231% 0.75[0.34, 1.6R] — &
Subtotal (95% CI) 68 68 23.1% 0.75 [0.34, 1.66] -
Total events 9 12

Heteragenaity: Mot applicable
Testfor overall effect Z=0.71 (P =0.48)

37.5.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI'SNRI

Carpenter 2002 1 1 215 28% 0,68 [0.07, B.51]
Kessler 201821201 8b 7 22239 51.4% 1.22[0.71, 2.08] t
Subtotal {95% CI) 252 254  54.2% 1.18 [0.70, 1.99]

Total events 28 24

Heterogeneity: Tau®=0.00; Chi*=0.24,df=1 {(F=0E63), F=0%
Testfor overall effect Z= 063 (P =0453)

37.5.3 Mirtazapine + sertraline versus sertraline

Kato 2018 10 a37 14 851 227% 0.73[0.33,1.64] —
Subtotal (95% CI) 537 551  22.7% 0.73 [0.33, 1.64] -
Total events 10 14
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.76 (P = 0.45)
Total (95% CI) 857 873 100.0% 0.95 [0.65, 1.40] -
Total events A7 a0
Heterogeneity: Tau?= 0.00; Chi*=1.65, df= 3 (P = 0.65); F= 0% ID 0 DI'I 150 1DU=
Testfor overall effect Z=0.24 (P=0.81) Févours mirtézapine +AD Favaurs AD
Testfor subaroup differences: Chit=1.41, df= 2 (P =049, F=0%
AD: antidepressant
Figure 224: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
37.6.1 Mirtazapine + paroxetine versus placebo + paroxetine
Xiao 2020 2 B8 1 B3 556% 2000019, 21.54] i
Subtotal (95% CI) 68 68 55.6% 2.00[0.19, 21.54] — e —
Total events 2 1
Heterogeneity: Mot applicable
Test for overall effect. 2= 0.57 (F = 0.57)
37.6.2 Mirtazapine + SSRI/SNRI versus placebo + SSRISNRI
Carpenter 2002 1 11 1 15 44.4% 1.36[0.10,19.50] i
Subtotal (95% CI) 11 165 44.4% 1.36 [0.10, 19.50] ——e——
Total events 1 1
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.23 (F=038%)
Total (95% CI) 79 83 100.0% 1.69 [0.29, 9.93] —ee——
Total events 3 2
Heterogeneity: Tauw®= 0.00; Chi*=0.04, df=1 (P = 0.83); F= 0% I f t |
. 0.01 1N 10 100
Test for overall effect: 2= 0.58 (P = 0.56) Favours mirtazaping + AD  Favours AD

Test for subagroup differences; Chif=0.04, df=1 (P=0.83), F=0%
AD: antidepressant
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Figure 225: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.9.1 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI
Kessler 2018a/2018b 072 027 213 073 025 216 100.0% -0.04 [[0.23,019]
Subtotal (95% CI) 213 216 100.0% -0.04 [-0.23, 0.15]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.40 (F = 0.69)

-0 -5 0 5 10

Favours AD  Favours mirtazapine + AD

Testfor subaroup differences: Mot applicable
AD: antidepressant

Figure 226: Quality of life physical component score (PCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.10.1 Mirtazapine + SSRI/SNRI versus placebo + SSRISNRI
Kessler 20182/2018h 4408 12,87 208 4585 1254 210 100.0% -0.14 [F0.33, 0.09]
Subtotal (95% CI) 208 210 100.0% -0.14 [-0.33, 0.05]

Heterogeneity: Mot applicable
Test for averall effect Z=1.41 (P =0.16)

-0 -5 0 5 10
Favours AD Favours mirtazapine + AD

Test for subgroup differences: Mot applicable
AD: antidepressant

Figure 227: Quality of life mental component score (MCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.11.1 Mirtazapine + SSRI/SNRI versus placebo + SSRISNRI
Kessler 2018a/2018b 3984 1227 208 3633 12453 210 1000% 0.28[0.10, 0.48]
Subtotal (95% CI) 208 210 100.0% 0.29 [0.10, 0.48]
Heterngeneity: Mot applicable
Test for overall effect Z=2.95 (P = 0.003)

-0 -5 0 5 10

Favours AD  Favours mirtazapine + AD

Test for subagroun differences: Mot applicable
AD: antidepressant

Figure 228: 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
37.12.1 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI
Carpenter 2002 GBE1 144 11 537 1149 15 100.0% 0.92[0.10,1.75] !
Subtotal (95% CI) 1 15 100.0% 0.92 [0.10, 1.75]

Heterogeneity: Mot applicable
Testfor overall effect Z= 220 (P=0.03)

10 -5 0 5 10
Favours AD Favours mirtazapine + AD

Testfor subaroun differences: Mot applicable
AD: antidepressant
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Figure 229: Depression symptomatology endpoint

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

Comparison 38. Augmenting with mirtazapine versus switching to mirtazapine

Std. Mean Difference
IV, Random, 95% Cl

38.1.1 Mirtazapine + paroxetine versus mirtazapine

Hiao 2020 THY BZZ ES 904 836 g8 11.2% S04 [-0.48,014] -

Subtotal (95% CI) 68 68 11.2% -0.14 [-0.48, 0.19] 4

Heterogeneity: Mot applicable

Testfor overall effect Z=0.84 (P =0.40)

38.1.2 Mirtazapine + sertraline versus mirtazapine

kato 2018 827 2¥a  ABYY  BI8 2¥s 5A0 BRE% 0.01 B0, 03] .

Subtotal (95% CI) 527 550 88.8% 0.01 [-0.11,0.13]

Heterogeneity: Mot applicable

Testfor overall effect Z=012 (P =0.91)

Total {95% Cl) 595 618 100.0% -0.01 [-0.12, 0.10]

Heterageneity: Tau?= 0.00; Ghi*= 069, df=1 (P = 0.41); F= 0% I f I {

Testfor overall effect Z= 0417 (P=0.87) -0 S v 5 1o

- . s Favours augment Favours switch
Testfor subgroup differences: Chi*= 069, df=1 (P =041}, F=0%
Figure 230: 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

38.2.1 Mirtazapine + paroxetine versus mirtazapine

Wiao 2020 -12.82 B.63 8 -1365 7.5 A8 100.0% 012 [F0.22,0.44]

Subtotal {95% CI) 68 68 100.0% 0.12 [-0.22, 0.45]

Heterageneity: Mat applicable

Tast far avarall effect 2= 0.68 (P = 0.50)
} } 1 } {
-10 -5 ] 5 10

. . Favours augment Favours switch
Test for subaroup differences: Mot applicable
Figure 231: Depression symptomatology at 4-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% Cl

38.7.1 Mirtazapine + sertraline versus mirtazapine

kato 2018 B37 288 A20 6B 28 &40 100.0% -0.08 [0.20, 0.04]

Subtotal (95% CI) 520 540 100.0% -0.08 [-0.20, 0.04]

Heterageneity: Mot applicable

Test for averall effect Z=1.35 (P =0.18)
} } T } {
-10 -4 1] ] 10

Test for subgroup differences: Mot applicable
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Figure 232: Remission (ITT)

Experimental Control

Risk Ratio

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

Risk Ratio
M-H, Random, 95% CI

38.3.1 Mirtazapine + paroxetine versus mirtazapine

Wiao 2020 34 68 38 8 32.0%
Subtotal (95% CI) 68 68 32.0%
Total events 4 a8

Heterogeneity: Mot applicahle
Test for averall effect 2= 0.69 (P = 0.4&)

38.3.2 Mirtazapine + sertraline versus mirtazapine

Kato 2018 188 837 174 558 GEO0%
Subtotal (95% CI) 537 558 68.0%
Total events 188 174

Heterogeneity: Mot applicahle
Testfor overall effect £2=1.34 (F=0.18)

0.29[0.65,1.23]
0.89 [0.65, 1.23]

3

Total (95% CI) 605 626 100.0% 1.04 [0.85, 1.29] L
Total events 237 b
Heterogeneity: Tau = 001, ChiF=1.85,df =1 (F=0.21), F= 36% 'D.D1 Df1 1'D 1E|E|'
Test for overall effect £= 040 (F = 0.64) Favours switch Favours augment
Testfor subgroup differences: Chif=1.583, df=1(P=022), F= 34.5%
Figure 233: Remission (ITT) at 4-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
38.8.1 Mirtazapine + sertraline versus mirtazapine
Kato 2018 263 A37 262 A58 100.0% 1.04 [0.92,1.18]
Subtotal (95% CI) 537 558 100.0% 1.04 [0.92, 1.18]
Total events 263 262
Heterogeneity: Mot applicable
Test for overall effect: £= 0.67 (P = 0.50)
0.01 01 1 10 100
. . Favours switch Favours augment
Test for subgroup differences: Mot applicable
Figure 234: 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
38.4.1 Mirtazapine + paroxetine versus mirtazapine
Kiao 2020 48 68 a0 68 24.2% 096 [0.78,1.18]
Subtotal (95% CI) 68 68 24.2% 0.96 [0.78, 1.18]
Total events 48 a0
Heterogeneity: Mot applicahle
Testfor overall effect 2= 038 (F=0.70)
38.4.2 Mirtazapine + sertraline versus mirtazapine
Kato 2018 273 a37 275 558 THE% 1.03[0.52,1.16]
Subtotal (95% CI) 537 558 T75.8% 1.03 [0.92, 1.16]
Total events 273 2Th
Heterogeneity: Mot applicahle
Test for averall effect Z= 0581 (F=0.61)
Total (95% CI) 605 626 100.0% 1.01[0.91,1.12]
Total events a1 325
Heterogeneity: Tau®= 0.00; Chi*= 036, df=1 (P =0.58), F= 0% 'D.D1 Df1 1- 1.0 1IZIIZI'

Testforoverall effect 2= 026 {F = 0.79)
Testfor subgroup differences: Chif= 0.34, df=1 (P = 0.6, F= 0%
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Figure 235: 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
38.5.1 Mirtazapine + paroxetine versus mirtazapine
Wiao 2020 g 68 12 8  67.3% 0.75[0.34, 1.66] ——
Subtotal (95% CI) 68 68 57.3% 0.75 [0.34, 1.66] -
Total events g 12
Heterogeneity: Mot applicahle
Test for averall effect 2= 071 (P =0.48)
38.5.2 Mirtazapine + sertraline versus mirtazapine
Kato 2018 10 837 8 558 427% 1.30[0.52, 3.27] —il—
Subtotal (95% CI) 537 558 42.7% 1.30 [0.52, 3.27] .
Total events 10 a
Heterogeneity: Mot applicahle
Test for overall effect £2= 056 (F = 0.58)
Total (95% CI) 605 626 100.0% 0.95[0.52, 1.73] e
Total events 18 20
?etn:;ugenemfl:lT?fu :zDPg;1C?h|P=_DD.?ESé df=1(F=0.38); F=0% ey 0 10 100
estfor overall effect 2= 017 (P = 0.86) Favours augment Favours switch
Testfor subgroup differences: Chif=0.78, df=1 (P=0.38), F=0%
Figure 236: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
38.6.1 Mirtazapine + paroxetine versus mirtazapine
Yiao 2020 2 58 3 B8 100.0%  0.67(0.12, 3.86] 1—
Subtotal (95% CI) 68 68 100.0% 0.67 [0.12, 3.86]
Total events 2 3
Heterogeneity: Mot applicable
Test for overall effect: £= 044 (P = 0.648)
0.01 01 10 100
. . Favours augment Favours switch
Test for subgroup differences: Mot applicable
Comparison 39. Augmenting with trazodone versus continuing with antidepressant
Figure 237: 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
39.1.1 Trazodone + paroxetine versus paroxetine
Fang 2011 i 47 21 45 100.0% 0.91 [0.58, 1.44]
Subtotal (95% CI) 47 45 100.0%  0.91 [0.58, 1.44]
Total events 20 21
Heterogeneity: Mot applicable
Test for overall effect 2= 040 (P = 0.649)
0.0 0.1 1 10 100
. . Favours continuing AD  Favours frazodone + AD
Testfor subgroup differences: Mot applicable
AD: antidepressant
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Figure 238: Response (ITT)

Experimental Control
Study or Subgroup  Events  Total Events Total

Risk Ratio

Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

39.2.1 Trazodone + paroxetine versus paroxetine

Fang 2011 29 47 30 448 100.0%
Subtotal (95% CI) 47 45 100.0%
Total events 29 30

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

Testfar subaroup differences: Mot apnplicable
AD: antidepressant

0.93[0.68,1.26]
0.93 [0.68, 1.26]

0.0

1
0.1 1 10
Favours continuing AD  Favours trazodone + AD

Figure 239: Quality of life physical component score (PCS) change score

Experimental Control

Std. Mean Difference

Std. Mean Difference

100

Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
39.3.1 Trazodone + paroxetine versus paroxetine
Fang 2011 10071 11.88 47 1368 11.43 45 100.0% -0.26 [-0.67,0.15]

45 100.0% -0.26 [-0.67, 0.15]

Subtotal (95% CI)
Heterogeneity: Mot applicable
Testfor overall effect, Z=1.22{FP =022

| ,
10 -5 0 g 10
. i Favours continuing AD  Favours trazodone + AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 240: Quality of life mental component score (MCS) 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
39.4.1 Trazodone + paroxetine versus paroxetine
Fang 2011 2314 1382 47 18.98 1718 45 100.0% 0.20 [-0.21, 0.61]
Subtotal (95% CI) 47 45 100.0% 0.20 [-0.21, 0.61]
Heterageneity: Mot applicable
Test for overall effect 2= 0.96 (P = 0.34)
I 1 1 } {
-10 -5 1] 5 10

Test for suboroup differences: Mot applicable
AD: antidepressant
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(+/- placebo)

Figure 241: Depression symptomatology endpoint

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

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 85% CI

Comparison 40. Augmenting with anticonvulsant versus continuing with antidepressant

40.1.1 Lamotrigine versus placebo

Barbes 2011 18.08 9.84 48 1737 8A2 48 12.8%
Santos 2008 218 106 17 212 13 17 12.3%
Subtotal (95% CI) 65 65 25.1%
Heterogeneity: Tau®= 0.00; Chi®*=0.00, df=1 {F = 0.95); F=0%
Testfor overall effect Z=040{P =0.69)

40.1.2 Lamotrigine + AD versus AD

Liz009 99 44 43 171 27 43 127%
Liz201s 96 422 58 2152 272 a7 125%
Wang 2012a 12.97 2449 30 20,03 249 300 12.2%
Yang 2016 1026 3.97 33 17.85 235 33 124%
Zhang 2016 873 237 46 93 254 42 128%
Subtotal (95% Cl) 216 211 62.5%

Heterogeneity: Tau®=1.69; Chi®=91.42 df=4 (P = 0.00001}; F = 96%
Testfor overall effect 2= 3.54 (P = 0.0004)

40.1.3 Topiramate versus placebo

Mowla 2011 1466 83 20 20,73 g 22 124%
Subtotal {95% CI) 20 22 12.4%
Heterogeneity: Mot applicable

Testfor overall effect Z=228{P=0.02)

Total (95% CI) 30 298 100.0%

Heterogeneity: Tau®=1.73, Chi*=167.92 df=7 (P = 0.00001), *= 96%
Testfor overall effect 2= 292 (P =0.003)

0.08[0.32, 048]
0.05[-0.62, 0.73]
0.07 [-0.27, 0.41]

-1.96[-2.44,-1.47)
-3.33[-3.90,-2.76]
-2.80[-3.52,-2.07]
-2.30[-2.93,-1 67
-0.23 [-0.65,0.19]
2.11[-3.28, 0.94]

-0.73 [1.36,-0.10]
.73 [1.36, 0.10]

.39 [-2.33, 0.46]

Testfor subaroun differences: Chi*= 1530, df= 2 (P = 0.0005), *=86.9%

AD: antidepressant

y

&

->

I
-10

Figure 242: Depression symptomatology change score

Control
Mean

Experimental
Study or Subgroup Mean SD Total

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

B

Std. Mean Difference
IV, Random, 85% CI

g

0
Favours anticonvulsant+AD  Favours continuing AD

40.2.1 Lamotrigine versus placebo

Barbee 2011 -2 11 48 -937 833 48 12.8% 0.01 [0.39,0.41]
Santos 2008 1048 7.1 17 -7.2 7.A1 17 12.4% -0.44 [-1.13,0.24]
Subtotal (95% CI) 65 65 25.2% -0.13 [-0.54, 0.27]
Heterageneity: Tau®= 0.02; Chi*=1.24, df=1 (P=0.26); F= 20%

Testfor overall effect Z= 063 (P =0.53)

40.2.2 Lamotrigine + AD versus AD

Li 2008 -137 0 302 43 -67 181 49 126% -279F3.35,-2.27]
Liz2015 -26.99 2493 58 -1488 28 57 12.4% -4.20[4.86,-3.53]
Wang 2012a -12.4 266 a0 0 442 30 12.2% -3.38[-4.19,-2.98]
Yang 2016 -178 269 33 -10.01 2.08 33 12.3% -3.25[-4.00,-2.91]
Zhang 2016 -2354 378 46 -208 299 42 12.8% -0.79 [F1.23,-0.36]
Subtotal (95% CI) 216 211 62.3% -2.87 [4.20, -1.54]

Heterogeneity: Tau®= 2.19; Chi*=93.28, df= 4 (P = 0.00001); F= 96%
Test for averall effect: Z=4.22 (P = 0.0001)

40.2.3 Topiramate versus placebo

Movwla 2011 -6.91 8.5 200 117 539 22 12.58% -1.03[-1.68,-0.39]
Subtotal (95% CI) 20 22 12.5% -1.03 [-1.68, -0.39]
Heterageneity: Mot applicable

Testfor overall effect £= 313 (P =0.002)

Total (95% CI) 301 298 100.0% -1.97 [-3.07, -0.87]

Heterogeneity: Tau®= 2.43; Chi®=201.86, df=7 (P = 0.00001);, F=497%
Testfor owerall effect: £= 3,50 (F = 0.000%5)

Test far subaroup differences: Chi*=17.91, df= 2 (P = 0.0001%, F= 88.8%

AD: antidepressant
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Figure 243: Remission (ITT)

Experimental

Study or Subgroup  Events  Total

Control

Events Total

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

Risk Ratio
M-H, Fixed, 95% CI

40.3.1 Sodium valproate + paroxetine versus paroxetine

Fang 2011 18 349
Subtotal (95% CI) 39
Total events 18

Heterogeneity: Mot applicahle
Testfor overall effect: Z= 019 {P = 0.85)

21 45 100.0%
45 100.0%

21

Test for subaroup differences: Mot applicable

AD: antidepressant

Figure 244: Response (ITT)

Experimental
Study or Subgroup  Events  Total

Control

Events Total

1.04 [0.67,1.63]
1.04 [0.67, 1.63]

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

0.m

0.1

10 100

Favouré continuing AD Favours anticonvulsant+AD

Risk Ratio
M-H, Random, 95% CI

40.4.1 Lamotrigine versus placebo

Barbee 2011 16 48
Santos 2008 ] 17
Subtotal (95% CI) 65
Total events 21

16 a3
4 17
65

22

14.9% 1.00[0.57,1.76]
9.9% 0.83[0.31, 2.22]
24.8% 0.96 [0.59, 1.56]

Heterogeneity: Tau®= 0.00; Chi*= 010, df=1 {P=079); F=0%

Testfor overall effect Z= 018 (P =0.85)

40.4.2 Lamotrigine + AD versus AD

Li 2008 25 49
Li2015 35 58
Wang 2012a 9 30
Yang 2016 9 33
Zhang 2016 26 46

Subtotal (95% CI) 216

Total events 104

16 49
9 57
1] 30
3 33

26 42

211

e}

15.8% 1.56 [0.96, 2.54]
14.0% 3.82[2.03,7.21]
2.2%  19.00[1.16, 312.47]
7.8% 3.00(0.58,10.10]
17.5% 0.95 [0L67, 1.36]
57.3% 2.18[1.03, 4.61]

Heterogeneity, Tau== 0.50; Chi® = 22.76, df= 4 (P = 0.0001); F= 82%

Testfor overall effect Z=2.03 (F=0.04)

40.4.3 Sodium valproate + AD versus AD

Fang 2011 24 29
Subtotal (95% Cl) 39
Total events 24

Heterogeneity, Mot applicable
Testfor overall effect 2= 049 (P=0.63)

Total (95% CI) 320

Tatal events 149

an 45
45
30
3
104

17.8% 0.92 [0L67,1.27]
17.8% 0.92 [0.67, 1.27]
100.0% 1.44 [0.93, 2.24]

Heterogeneity: Tau®= 0.25, Chi*= 28.96, df= 7 (P = 0.0001); F=76%

Testfor overall effect: Z2=1.64 (P =0.10)

Testfor subgroup differences: Chif= 436, df= 2 (P=011), F=541%

AD: antidepressant

298

¥

A

-

01

10 100

Favouré continuing AD Favours anticonvulsant+AD
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Figure 245: Discontinuation due to any reason

Control
Events Total

Experimental
Study or Subgroup  Events  Total

Weight M-H,

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
Random, 95% CI

40.5.1 Lamotrigine versus placebo

Barhee 2011 14 43 17 48 GB.9%
Santos 2008 3 17 4 17 127%
Subtotal (95% CI) 65 65 79.6%
Total events 17 21

Heterogeneity: Tau®= 0.00; Chi*= 002, df=1 (P=090); F= 0%
Testfor overall effect Z=0.7F (P=0.44)

40.5.2 Topiramate versus placebo

Mowdla 2011 3 26 ] 27 104%
Subtaotal (95% CI) 26 27  20.4%
Total events [} b}

Heterogeneity: Mot applicable

Testfor overall effect Z=0.41 (F = 0.68)

Total (95% CI) 91 92 100.0%
Total events 23 26

Heterogeneity: Tau®=0.00; Chi*= 0452, df= 2 (F=077), F=0%

0.82[0.46, 1.48]
0.75[0.20, 2.86]
0.81 [0.48, 1.38]

1.25 [0.43, 3.58] —_——
1.25 [0.43, 3.59] ~ei——
0.89 [0.55, 1.43] -

0.1 10

o _ 0.01 100
Testior overall effect 2= 0.50 (P = 0L63) Favours anticonvulsant+AD Favours continuing AD
Test for subaroup differences: Chi*=0.50, df=1 (P=0.48), F=0%
AD: antidepressant
Figure 246: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
40.6.1 Lamotrigine versus placebo
Barbee 2011 7 48 10 48 761% 0.70[0.29, 1.68] —il—
Santos 2008 2 17 ] 17 23.8% 5.00[0.26, 97.00] )
Subtotal (95% Cl) 65 65 100.0% 1.12 [0.21, 5.94] e
Tatal events g 10
Heterageneity: Tau®= 0.75, Chi*=1.60, df=1 {P =021}, F= 38%
Testfor averall effect Z=0.13 {P = 0.59)
0.01 0.1 10 100
. . Favours anticonvulsant+AD  Favours continuing AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 247: Quality of life physical component score (PCS) 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
40.7.1 Sodium valproate + paroxetine versus paroxetine
Fang 2011 11.36 9.88 39 1368 11.43 45 100.0% -0.21 [0.64, 0.22]
Subtotal (95% CI) 39 45 100.0% -0.21 [-0.64, 0.22]
Heterogeneity, Mot applicahle
Testfor overall effect Z=0.98 (P = 0.33)
10 -5 i g 10

Test for subaroup differences: Mot applicable
AD: antidepressant

Favours continuing AD  Favours anticonvulsant+AD

Figure 248: Quality of life mental component score (MCS) 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

40.8.1 Sodium valproate + paroxetine versus paroxetine

Fang 2011 2304 1405 3 1988 1718 45 100.0% 0159 [-0.24, 0.62]

Subtotal (95% CI) 3a 45 100.0% 0.19 [-0.24, 0.62]

Heterogeneity: Mot applicable

Testfor overall effect, £= 087 (P = 0.38)
| , , )
10 -5 0 3 10

Testfor subgroup differences: Mot applicable

Favours continuing AD  Favours anticonvulsant+AD
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AD: antidepressant

Comparison 41. Augmenting with anticonvulsant versus lith

Figure 249: Depression symptomatology endpoint

Experimental Control §td. Mean Difference

ium

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
41.1.1 Lamotrigine + any AD

Schindler 2007 1.7 42 17 133 57 17 100.0% -0.31 [-0.98, 0.36]

Subtotal (95% CI) 17 17 100.0% -0.31 [-0.99, 0.36]

Heterogeneity, Mot applicable
Test for overall effect: Z= 080 {F = 0.37)

-10

Favours anticonvulsant  Favours lithi

Testfor subaraun differences: Mot applicable

Figure 250: Depression symptomatology change score

Std. Mean Difference
IV, Fixed, 95% CI

Experimental Control

Study or Subgroup  Mean SD Total Mean SD Total Weight

-5 0 10

(=t

m

Std. Mean Difference
IV, Fixed, 95% CI

41.2.1 Lamotrigine + any AD
Schindler 2007 -1
Subtotal (95% CI)
Heterogeneity: Mot applicable
Testfor averall effect: 2= 226 (P = 0.02)

17 100.0%
17 100.0%

A1,-0011]
A1, -0.11]

17
17

2.8 -82 38

0.81 -1
-0.81[1

-0

Testfor subaroun differences: Mot applicable

Figure 251: Remission (ITT)

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

Control
Events Total

Experimental
Study or Subgroup  Events Total

5 0 10

Favours anticonvulsant Favours lithium

C

Risk Ratio
M-H, Fixed, 95% CI

41.3.1 Lamotrigine + any AD

Schindler 2007 4
Subtotal (95% CI)

Total events 4
Heterogeneity: Mot applicable
Testfor overall effect: Z=042 (P = 067)

17 100.0%
17 100.0%

17 1.33 [0.35, 5.08]
17 1.33 [0.35, 5.08]

3

Testfor subgroup differences: Mot applicable

Figure 252: Response (ITT)

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

Control
Events Total

Experimental
Study or Subgroup Events Total

0.1 1 10 100
Favours lithium Favours anticonvulsant

Risk Ratio
M-H, Fixed, 95% CI

41.4.1 Lamotrigine + any AD
Schindler 2007 g
Subtotal (95% Cl)

Total events 9
Heterogeneity: Mot applicable
Test for overall effect: £= 068 (P =0.50)

17 1.29 [0.62, 2.55]
17 1.29 [0.62, 2.65]

7 17 100.0%

17 100.0%

Testfor subgroup diferences: Mot applicable
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Figure 253: 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
41.5.1 Lamotrigine + any AD
Schindler 2007 2 17 2 17 100.0% 1.00 [0.16, 6.30]
Subtotal (95% Cl) 17 17 100.0%  1.00 [0.16, 6.30]
Total events 2 2

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

onm 01 1 11 100
: ) Favours anticonvulsant Favours lithium
Testfor subgroup diferences: Mot applicable

Figure 254: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
41.6.1 Lamotrigine + any AD
Schindler 2007 a 17 a 17 MHat estimahle
Subtotal {95% CI1) 17 17 Not estimable
Total events a a

Heterogeneity; Mot applicahle
Test for averall effect Mot applicable

oo 0.1 10 100
) . Favours anticonvulsant Favours lithium
Testfor subaroup differences: Mot applicable

Comparison 42. Switching to antipsychotic versus continuing with antidepressant

Figure 255: Depression symptomatology change score

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
42.1.1 Olanzapine versus fluoxetine
Thase 2007 -89 9 187 -82 897 203 381% 0.03 [0.16, 0.23]
Subtotal (95% CI) 197 203 38.1% 0.03 [-0.16, 0.23] [ ]
Heterogeneity: Mot applicahle
Test for overall effect Z=0.32 (P=0.75)
42.1.2 Olanzapine versus nortriptyline
Shelton 2005 -6.95 852 144 -T46 808 B8 33.2% 0.06 [0.23, 0.35] -
Subtotal (95% CI) 144 68 33.2% 0.06 [-0.23, 0.35] *
Heterogeneity: Mot applicahle
Test for overall effect Z=0.41 (P = 0.68)
42.1.3 Olanzapine versus venlafaxine
Corya 2006 -771 a2 89 1373 8.9 58 28.7% 0.66 [0.29,1.03] &+
Subtotal {95% CI) 59 58 28.7% 0.66 [0.29, 1.03] L 2
Heterogeneity: Mot applicable
Testfor overall effect 2= 3.47 (P =0.00058)
Total {95% CI) 400 329 100.0% 0.22 [-0.12, 0.56] r
Heterogeneity: Tau®= 0.07; Chi*= 8.94, df= 2 (P = 0.01); F= T8% =-1D 15 T é 1D=
Testfor overall effect Z=1.27 (P = 0.20) Favours antipsychotic Favours continuing AD

Test for subaroup diferences: Chi*=8.94, df=2 (P= 001, F=T77.6%
AD: antidepressant
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Figure 256: Remission (ITT)

Control
Events Total

Experimental
Study or Subgroup  Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

42.2.1 Olanzapine versus fluoxeting

Thase 2007 29 198 34 206 558% 0.88 [0.56, 1.349]
Subtotal (95% CI) 199 206 55.8% 0.88 [0.56, 1.39]
Total events 29 34
Heterogeneity. Mot applicable
Test for overall effect Z= 054 (P = 0.549)
42,2.2 Olanzapine versus nortriptyline
Shelton 2005 14 144 12 B8 26.4% 0.75[0.38,1.44] —
Subtotal (95% CI) 144 68 26.4% 0.75[0.39, 1.45] il
Tatal events 14 12
Heterogeneity: Mat applicahle
Test for overall effect 7= 086 (F = 0.39)
42.2.3 Olanzapine versus venlafaxine
Corya 2006 a8 g2 13 59 17.8% 0.59 [0.26, 1.31] —
Subtotal (95% CI) 62 53  17.8% 0.59 [0.26, 1.31] B
Total events g 13
Heterogeneity: Mat applicahle
Test for averall effect Z=1.30F=018)
Total (95% CI) 405 333 100.0% 0.79 [0.56, 1.10] <
Tatal events 56 549
Heterogeneity: Tau?= 0.00; Chi*=0.79, df= 2 (P = 0.68); F= 0% I 1 t |
Testfo?n\rergll effect Z=138(F=018) ( : 0.01 0.1 S _1EI ] 100
A - Favours continuing AD Favours antipsychotic

Test for subgraup differences: Chi*= 0.79, df=2 (P = 0.68), F=0%

AD: antidepressant

Figure 257: 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
42.3.1 Olanzapine versus fluoxetine
Thase 2007 51 198 G0 206 432% 0.858 [0.64,1.21]
Subtotal (95% CI) 199 206 43.2% 0.88 [0.64, 1.21]
Total events a1 60
Heterogeneity: Nat applicahble
Testfor averall effect Z=079(F=0.43)
42.3.2 Olanzapine versus nortriptyline
Shelton 2005 28 144 21 68 29.2% 0.63[0.39,1.02) ——
Subtotal (95% CI) 144 68 29.2% 0.63 [0.39, 1.02] e
Total events 28 21
Heterogeneity, Mot applicable
Test for overall effect 2=1.86 (F = 0.06)
42,3.3 Olanzapine versus venlafaxine
Carya 2006 14 g2 249 59 27 E% 0.449 [0.30,0.82) —a—
Subtotal (95% CI) 62 59 27.6% 0.49 [0.30, 0.82] e 3
Tatal events 15 249
Heterogeneity, Mat applicahle
Testfor averall effect Z= 272 (P =0.007)
Total (95% CI) 405 333 100.0% 0.68 [0.48, 0.96] <
Tatal events 94 110
Heterogeneity Tau®=0.05, Chi®= 394, df=2 (P = 0.14); = 49% o o 0 100

Testfor overall effect Z=216{F=0.03)

Test for subgroup differences: Chi®= 3.94, df=2 (P=0.14), F=49.2%

AD: antidepressant
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Figure 258: 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
42.4.1 Olanzapine versus fluoxetine

Thase 2007 72 198 0 206 B21% 1.86 [1.33, 2.60] -

Subtotal (95% CI) 199 206 62.1% 1.86 [1.33, 2.60] -

Total events 72 40

Heterogeneity. Mot applicable

Test for overall effect Z=3.65 (P =0.0003)

42.4.2 Olanzapine versus nortriptyline

Shelton 2005 32 144 ] 68 15.3% 1.89[0.92 3.88) T

Subtotal (95% CI) 144 68 15.3% 1.89 [0.92, 3.88] -

Tatal events 32 ]

Heterogeneity: Mat applicahle

Test for overall effect Z=173(F =008

42.4.3 Olanzapine versus venlafaxine

Corya 2006 18 g2 14 59 226% 1.14 [0.64, 2.048] -

Subtotal (95% CI) 62 50  22.6% 1.14 [0.64, 2.05] -

Total events 18 14

Heterogeneity: Mat applicahle

Test for averall effect Z=0.44 (P = 0.66)

Total (95% CI) 405 333 100.0% 1.67 [1.26, 2.23] &

Tatal events 122 53

Heterogeneity: Tau?= 0.01; Chif= 215, df= 2 (P = 0.34%; F= 7% ID.D1 0?1 150 1005
Testfor overall eﬁec.t: Z=351 (Pz_ 0.0004) Favours antipsychotic Favours continuing AD
Test for subgroup differences: Chi*= 214, df=2 (P=0.34), F=6.7%

AD: antidepressant
Figure 259: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio

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

42.5.1 Olanzapine versus fluoxetine

Thase 2007 32 198 5 206 EB28% £.63[2.63, 16.66] —i—
Subtotal (95% CI) 199 206 62.8% 6.63 [2.63, 16.66] —~
Total events 32 ]

Heterogeneity: Nat applicahble

Test for averall effect Z=4.02 (P = 0.0001)

42.5.2 Olanzapine versus nortriptyline

Shelton 2005 14 144 2 68 25.3% I3 [0TT, 14.14] _
Subtotal (95% CI) 144 68 25.3% 3.31[0.77,14.14] el
Total events 14 2

Heterogeneity, Mot applicable

Testfor overall effect Z=1.61 (F=0.11)

42.5.3 Olanzapine versus venlafaxine

Carya 2006 5 g2 1 59 11.9% 476 [0.87, 39.593]

Subtotal (95% CI) 62 58 11.9% 4.76 [0.57, 39.53] —
Tatal events 5 1

Heterogeneity, Mat applicahle

Testfor averall effect Z=1.44(F=015)

Total (95% CI) 405 333 100.0% 5.34 [2.57, 11.09] .
Tatal events 51 ]

Heterogeneity Tau®=0.00; Chi®= 0.64, df=2 (P =0.73); I*= 0% T o e 0

Test for overall effect Z=4.49 (P < 0.000013
Test for subgroup differences: Chi*= 064, df=2 (P=0.73), F=0%
AD: antidepressant
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Figure 260: Quality of life physical component score (PCS) 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
42.6.1 Olanzapine versus fluoxetine
Thase 2007 -1 97 187 04 87 203 100.0% -0.15 [0.35, 0.04]
Subtotal {95% CI) 197 203 100.0% -0.15 [-0.35, 0.04]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.42(F=0.13)

10 -5 0 5 10
Favours continuing AD  Favours antipsychotic

Test for subgroup differences: Mot apnlicable
AD: antidepressant

Figure 261: Quality of life mental component score (MCS) 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
42.7.1 Olanzapine versus fluoxetine
Thase 2007 6.7 11.2 197 73123 203 100.0% -0.05 [-0.25,0.14]
Subtotal (95% CI) 197 203 100.0% -0.05 [-0.25, 0.15]

Heterogeneity: Mot applicable
Testfor overall effect; Z=0.51 (P = 0.61)

-0 -5 0 g 10
Favours continuing AD Favours antipsychotic

Testfor subgroup differences: Mot applicable
AD: antidepressant

Comparison 43. Switching to combined antipsychotic + SSRI versus continuing with
antidepressant

Figure 262: 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
43.1.1 Olanzapine + fluoxetine versus nortriptyline
Shelton 2005 -8.71 846 146 -T746 B.08 68 50.0% -0.14[-0.44,0.14]
Subtotal (95% CI) 146 68  50.0% -0.15[-0.44, 0.14] L

Heterageneity: Naot applicable
Testfor overall effect: Z=1.02 (P = 0.31)

43.1.2 Olanzapine + fluoxetine versus venlafaxine

Corya 2008 14068 9.2 230 -1373 891 58 A0.0% -0.04 [-0.32, 0.29] ||

Subtotal {95% CI) 230 58  50.0% -0.04 [-0.32, 0.25] 4

Heterogeneity: Mot applicable

Testfor averall effect: 2= 024 {P=0.21)

Total {95% CI) 376 126 100.0% -0.09 [-0.30, 0.11] [

Heterogeneity: Tau? = 0.00; Chi*=0.30, df=1 (P = 0.83); F= 0% I—'ID 55 5 é 1D=
Testfor overall effect: 7= 0.83 (P = 0.37) Favours AP + SSRI Favours continuing AD

Testfor subgroup differences: Chi*=0.30, df=1{P =059, F=0%
AD: antidepressant; AD: antipsychotic
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Figure 263: Remission (ITT)

Experimental Control

Risk Ratio

Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

43.2.1 Olanzapine + fluoxetine versus nortriptyline

Shelton 2005 25 146 12 68 40.9%
Subtotal (95% CI) 146 68  40.9%
Total events 25 12

Heterogeneity: Mot applicahle
Testfor averall effect £=0.09 (P =092}

43.2.2 Olanzapine + fluoxetine versus venlafaxine

0.87 [0.52,1.81]
0.97 [0.52, 1.81]

Corya 2006 o] 243 13 a9 89.1% 1.29[0.77, 217] — il
Subtotal (95% CI) 243 59  59.1% 1.29 [0.77, 2.17] -
Total events 69 13
Heterogeneity: Mot applicahle
Testfor averall effect £= 096 (P =0.34)
Total {95% Cl) 389 127 100.0% 115 [0.77,1.71] a4
Total events 94 25
Heterogeneity, Tau= 0.00; Chi*= 047, df=1 (P = 0.49; F= 0% f t t {
Testfor averall effect £=0.67 (P =0.50} 0.01 01 - 10 100
- : o Favours continuing AD  Favours AP + SSRI

Testfor subgroup differences: Chi*= 047, df=1 (P = 0.49), F= 0%

AD: antidepressant; AP: antipsychotic

Figure 264: 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
43.3.1 Olanzapine + fluoxetine versus nortriptyline
Shelton 2005 40 146 il 68 31.4% 089 o.av, 1.38
Subtotal (95% CI) 146 68  31.4% 0.89 [0.57, 1.38]
Total events 40 21
Heterogeneity: Mot applicable
Testfor overall effect 2= 053 (P = 0.60)
43.3.2 Olanzapine + fluoxetine versus venlafaxine
Corya 2006 100 243 28 a9 BRE% 084062113 5
Subtotal (95% CI) 243 59  68.6% 0.84 [0.62,1.13]
Total events 100 29
Heterogeneity: Mot applicable
Testfor overall effect Z=116 (P =0.25)
Total {95% Cl) 389 127 100.0% 0.85 [0.67, 1.09] &
Total events 140 a0
H™ 2 . - —_ — - I 1 1

Heterogeneity: Tau*=0.00; Chi*=0.05,df =1 (P=083); F=0% T 0 0 100

Testfor overall effect Z=1.26 (P =0.21)

Testfor subgroup differences: Chi*= 004, df=1 (P =083, F=0%

AD: antidepressant; AP: antipsychotic
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Figure 265: Discontinuation due to any reason

Experimental Control
Study or Subgroup  Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk

Ratio

M-H, Random, 95% Cl

43.4.1 Olanzapine + fluoxetine versus nortriptyline

Shelton 2005 30 146 g 68 39.4% 1.75[0.859, 3.61] T
Subtotal (95% CI) 146 68 39.4% 1.75 [0.85, 3.61] .
Total events 30 g
Heterogeneity: Mot applicahle
Testfor averall effect £=1.51 (P=013)
43.4.2 Olanzapine + fluoxetine versus venlafaxine
Corya 2006 g0 243 15 59 BO.6% 0.97 [0.60, 1.58] i
Subtotal (95% CI) 243 59  60.6% 0.97 [0.60, 1.58]
Total events 60 15
Heterogeneity: Mot applicahle
Testfor averall effect £=012 (P =091}
Total {95% Cl) 389 127 100.0% 1.22 [0.69, 2.16] -
Total events 90 23
Heterogeneity, Tau?= 0.08; Chi*=1.76, df=1 (P = 0.18); F= 43% f t t {
Testfor averall effect Z=0.70 (P =0.449) 0.01 0.1 1-0 ) 100
- : o Fawours AP + SSRI1 Favours continuing AD

Testfor subgroup differences: Chir=1.73, df=1 (P =019, F=42.2%

AD: antidepressant; AP: antipsychotic

Figure 266: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl M-H, Random, 95% CI
43.5.1 Olanzapine + fluoxetine versus nortriptyline
Shelton 2005 10 146 2 68 B37% 2.33[0.52,10.34] —r—
Subtotal (95% CI) 146 68 63.7% 2.33[0.52,10.34] ————
Total events 10 2
Heterogeneity: Mot applicable
Testfor overall effect Z=111 (P=0.27)
43.5.2 Olanzapine + fluoxetine versus venlafaxine
Corya 2006 249 243 1 a9 36.3% 7.04 [0.98, 50.658] o
Subtotal (95% CI) 243 59 36.3% 7.04 [0.98, 50.65] — e
Total events 29 1
Heterogeneity: Mot applicable
Testfor overall effect £=1.94 (P =0.09)
Total {95% Cl) 389 127 100.0% 3.48 [1.06, 11.44] —enl—
Total events 39 3
i 2 — . i = — — SR = ! Il 1 |

Heterogeneity: Tau*=0.00; Chi*=0.84,df=1 (P=0.36), F=0% T 0 0 100

Testfor overall effect 2= 2.06 (P = 0.04)

Testfor subgroup differences: Chir= 077, df=1 (P = 0.38), F= 0%

AD: antidepressant; AP: antipsychotic
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Comparison 44. Switching to combined antipsychotic + SSRI versus switch to SSRI-only

Figure 267: 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% Cl IV, Random, 95% CI
44.1.1 Nortriptyline non-responder; Olanzapine + fluoxetine versus fluoxetine
Shelton 2005 -B.F1 B46 146 -BA1 B34 142 BT T -0.02 [-0.25,0.21]
Subtotal {95% CI) 146 142 57.7% -0.02 [-0.25,0.21] L

Heterogeneity: Mot applicable
Test for averall effect, Z2=020 (F=0.24)

44.1.2 Venlafaxine non-responder; Olanzapine + fluoxetine versus fluoxetine
Corya 2006 -1406 82 230 -11.7 883 6 423% -0.26 [-0.55, 0.04] L |
Subtotal {95% CI) 230 56 42.3% -0.26 [-0.55, 0.04] L
Heterogeneity: Mot applicable

Test for averall effect, 2=1.73 (F=0.08)

Total (95% CI) 376 198 100.0% -0.12 [0.35, 0.10] L

Heterogeneity: Tau*=0.01; Chi*=1.581,df =1 (P=0.22, F=34% t 1 ! |
. -10 -5 1] ] 10

Test for overall effect: Z=1.06 (P = 0.29) Favours AP + SSRI Favours SSRI

Test for subaroup differences: Chi*=1.91,df=1{P= 022}, F=339%
AP: antipsychotic

Figure 268: 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
44.2 1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine
Shelton 2005 25 146 19 142 54.3% 1.28[0.74,2.22]
Subtotal (95% CI) 146 142 54.3% 1.28 [0.74, 2.22]
Total events 25 18

Heterogeneity: Mot applicahle
Test for averall effect 2= 0.88 (F =0.38)

44.2.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine

Corya 2006 f9 243 10 G0 457% 1.70[0.94,3.10] il
Subtotal (95% CI) 243 60 457% 1.70[0.94, 3.10] o
Total events 69 10

Heterogeneity: Mot applicahle
Test for overall effect £=1.74 (F=0.08)

Total (95% CI) 389 202 100.0% 1.46 [0.97, 2.19] . 3

Total events 94 29

Heterogeneity. Tau = 000, ChF=048,df=1(P=048) F=0% 'D.D1 Df1 1'D 1E|E|'
Test for overall effect £=1.82 (F=0.07) Favours SSRI Favours AP + SSRI

Testfor subgroup diferences: Chif= 047, df=1 (P=043), F=0%
AP: antipsychotic
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Figure 269: Response (ITT)

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

Risk Ratio
M-H, Random, 95% CI

44.3.1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine

Shelton 2005 40 146 41 142 53.2% 0.95[0.6B, 1.37]
Subtotal (95% CI) 146 142 53.2% 0.95 [0.66, 1.37]
Total events 40 41

Heterogeneity: Mot applicahle
Test for averall effect Z=0.28(F =0.78)

44.3.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine

Coarya 2006 100 243 149 G0 46.8% 1.30[0.87,1.94]
Subtotal (95% CI) 243 60 46.8% 1.30 [0.87, 1.94]
Total events 100 18

Heterogeneity: Mot applicahle
Testfor overall effect £=1.28 (F =0.20)

Total (95% CI) 380 202 100.0% 1.10 [0.81, 1.50]

Total events 140 G0
Heterogeneity, Tau®= 0.01; Chi*=1.28, df=1 (P = 0.26), F= 22%

3

B
>

L 4

04

10

100

Test for overall effect £= 060 (F = 0.55) 0.01 Favours SSRI Favours AP + SSRI

Testfor subgroup differences: Chif=1.28, df=1 (P=0.26), F=21.8% !
AP: antipsychotic
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

44.4.1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine

Shelton 2005 30 146 28 142 55.0% 1.04 [0.6B, 1.65]

Subtotal (95% CI) 146 142  59.0% 1.04 [0.66, 1.65]

Total events a0 28

Heterogeneity: Mot applicahle

Test for averall effect Z= 018 (F = 0.86)

44.4.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine

Coarya 2006 G0 243 12 G0 41.0% 1.23[0.71,2.14] ﬂ:

Subtotal (95% CI) 243 60 41.0% 1.23 [0.71, 2.14]

Total events 4] 12

Heterogeneity: Mot applicahle

Testfor overall effect 2= 075 (F =0.45)

Total (95% CI) 389 202 100.0% 1.12 [0.78, 1.59] L 2

Total events 40 40

Heterogeneity, Tau®= 0.00; Chif=0.21,df=1 (F=0.64), F=0% 'D.D1 Df1 1'D 1E|E|'

Test for overall effect £2= 061 (F = 0.54)
Testfor subgroup differences: Chif=0.21, df=1 (P =064}, F=0%
AP: antipsychotic
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Figure 271: Discontinuation due to side effects

Testfor overall effect: Z=3.34 (P = 0.000%)
Testfar subdgroup differences: Chif= 2845 df=3 (P = 0.00001), F=89.5%

AD: antidepressant; AP: antipsychotic
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-5
Favours AP + AD

Favours AD

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
44.5.1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine
Shelton 2005 10 146 4 142 50.8% 243078, 7.57] T——
Subtotal (95% CI) 146 142 50.8% 2.43[0.78, 7.57] -
Total events 10 4
Heterogeneity: Mot applicahle
Test for averall effect Z=153(F=0.13)
44.5.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine
Coarya 2006 29 243 3 G0 48.2% 238075, 7.57] -—
Subtotal (95% CI) 243 60 49.2% 2.39 [0.75, 7.57] —eulii-—
Total events 28 3
Heterogeneity: Mot applicahle
Testfor overall effect £=1.48(F=0.14)
Total (95% CI) 389 202 100.0% 2.41[1.07,5.42] -
Total events 34 7
?etn:;ugenemfl:lT?fu :zDPg;103h|P=_D|jDDDB, df=1({F=0.98), F=0% 'D.D1 Df1 1'D 1E|E|'
estforoverall effect £=2.13 (P = 0.03) Favours AP +SSRI Favours SSRI
Testfor subgroup differences: Chi®=0.00, df=1 (P =098}, F=0%
AP: antipsychotic
Comparison 45. Augmenting with antipsychotic versus antidepressant-only or
antidepressant + placebo
Figure 272: 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
45.1.1 Aripiprazole versus placebo
Fava 201 2Mischoulon 2012 2215 768 54 2311 908 167 21.2% 011 [-0.42 0.20] -
Subtotal (95% CI) 54 167  21.2% -0.11 [-0.42, 0.20] 4
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.70 (P = 0.49)
45.1.2 Quetiapine + AD versus AD
Li 2013 10,08 26 49 1424 414 46 19.3% -1.20 [-1.64, -0.78] -
Moica 2018 855 374 36 18.22 778 36 1T.E% -1.66 [-2.08, -1.03] -
Subtotal (95% Cl) 85 82 37.2% -1.35[1.70, -1.00] 4
Heterogeneity: Tau®= 0.00; Chi*=1.05, df=1 {P=031); F=5%
Testfor overall effect: £=7.62 (P = 0.00001)
45.1.3 Risperidone versus placebo
Mahmoud 2007 134 5456 106 162 961 112 21.7% 0.50 [-0.77,-0.23] -
Subtotal (95% CI) 106 112 21.7% 0.50 [-0.77, -0.23] L
Heterogeneity: Mot applicahble
Testfor overall effect: £= 3.63 (F = 0.0003)
45.1.4 Risperidone + AD versus AD
Song 2007 1327 453 50 1664 515 50 19.9% 0.69 [-1.09,-0.29] -
Subtotal (95% Cl) 50 50 19.9% -0.69 [-1.09, -0.29] L 2
Heterogeneity: Mot applicahle
Testfor overall effect: £= 334 (F = 0.0008)
Total (95% CI) 295 411 100.0% 0.78 [-1.24, -0.32] L ]
Heterogeneity: Tau®= 0.23; Chi®= 3036, df=4 (P = 0.00001}; F= 87% 5_1 0 t ) t 0
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Figure 273: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean §D Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
45.2.1 Aripiprazole versus placebo
Berman 2009 1012 976 174 B39 962 163 AT% -0.38 [-0.60,-017] -
Fava 201 2iMischoulon 2012 -884 T 54 -B09 813 167 46% -0.06 [0.36, 0.25] T
Kamijima 2013 -10.08 839 3m -74 838 195 62% -0.32 [0.49,-0.14] |
Kamijirma 2018 -82 7 208 -T2 7120 203 BO% -0.28 [-0.47,-0.08] -
Subtotal (95% CI) 827 734 22.5% -0.29 [-0.40, -0.19] |
Heterogeneity: Tau®= 0.00; Chi®= 3.06, df=3 (P =0.38);, F=2%
Testfor overall effect 2= 542 (P = 0.00001)
45.2.2 Brexpiprazole versus placebo
Hobart 20183 -104 829 19 -8 853 202 58% -0.27 [0.47,-0.07] N
Otsuka Pharmaceutical 2015 -82 841 184 702 8534 1 5.8% -0.14 [0.35, 0.06] b
Otsuka Pharmaceutical 2016 -719 FA7 289 -609 808 126 58% -0.14 [0.35, 0.07] b
Thase 201483 -8.27 834 187 -515 8239 191 5.9% -0.37 [0.58,-017] -
Thase 2015k -7.82 788 451 645 TE3 M8 B.3% -0.18 [0.34,-0.02] 1
Subtotal (95% CI) 1312 918  29.7% -0.22 [-0.30, -0.13] |
Heterogeneity: Tau®= 0.00; Chi®= 3.89, dfi=4 (P=042); F=0%
Testfor overall effect 2= 4.96 (P = 0.00001)
45,2.3 Brexpiprazole/quetiapine versus placebo
Hobart 2018k -5.62 57 2490 46 573 205 61% -0.18 [F0.36, 0.00] 1
Subtotal (95% CI) 290 205 6.1% -0.18 [-0.36, 0.00] #H
Heterogeneity: Mot applicable
Testfor overall effect 2=1.95 (F =0.05)
45.2.4 Cariprazine versus placebo
Durgarm 2016 -13.988 911 544 125 812 264 B5% -0.17 [F0.32,-0.02] 1
Earley 2018 -72o88 M -68 0 592 218 6O0% -0.12 031, 0.07] 1
Fava 2018 -3.63 954 149 -8 =] a1 5.0% -0.07 [0.34, 0.20] 1
Subtotal (95% CI) a04 564 17.6% 0.14 [-0.24, -0.03] |
Heterogeneity: Tau®= 0.00; Chi*= 048, df=2{P=0759);, F=0%
Test for overall effect 2= 2.53 (P =0.01)
45.2.5 Olanzapine + AD versus AD
Thase 2007 -126 103 198 -8.2 97 203  58% -0.34 [0.54,-0.14] -
Subtotal (95% CI) 198 203 5.0% -0.34 [-0.54, -0.14] +
Heterogeneity: Mot applicable
Testfor overall effect 2= 3.37 (F = 0.0007)
45.2.6 Pimavanserin versus placebo
Fava 2019 -11.8 TS 45 -7 62 127 41% -0.72 [1.07,-0.37] -
Subtotal (95% CI) 45 127 42% 0.72 [1.07, -0.37] L 4
Heterogeneity: Mot applicable
Testfor overall effect £=4.07 (F = 0.0001)
45.2.7 Quetiapine + AD versus AD
Liz2013 -15.88 296 49 -11.54 302 46 3.2% -1.44 [-1.89,-0.99] -
Moica 2018 -13.59 2.5 36 -G398 54 36 26% -1.69[2.23,-1.15] -
Subtotal (95% CI) 85 82 57% -1.54 [-1.89, -1.20] [ ]
Heterogeneity: Tau®= 0.00; Chi®= 049, df=1 (P =048); F=0%
Testfor overall effect 2= 8.70 (F = 0.00001)
45.2.8 Risperidone versus placebo
Reeves 2008 S20.31 1147 12 -13.2 11.48 11 1.3% -0.60 [1.44,0.24] -
Subtotal (95% CI) 12 1 1.3% -0.60 [-1.44, 0.24] <&
Heterogeneity: Mot applicable
Testforoverall effect Z=139(F=018)
45.2.9 Ziprasidone versus placebo
Papakostas 2015 -6.4 6.4 71 -33 6.2 B8 4.3% -0.49[-0.83,-0.15] -
Subtotal (95% CI) 71 68  4.3% -0.49 [-0.83, -0.15] +
Heterogeneity: Mot applicable
Testfor overall effect £=2.84 (P = 0.0058)
45.2.10 Ziprasidone + AD versus AD
Dunner 2007 -7.07 896 40 -4.45 908 20 26% -0.29 [0.83, 0.25] -
Subtotal (95% CI) 40 20 2.6% -0.20 [-0.83, 0.25] L
Heterogeneity: Mot applicable
Testfor overall effect Z=1.04 (P = 0.30)
Total (95% CI) 3784 2932 100.0% -0.33 [-0.44, -0.23] |
Heterogeneity: Tau®= 0.04; Chi*= 77.00, df= 19 (P = 0.00001%; F= 75% I—m '5 5 :'5 0
Testfor overall effec.t Z=B12(F =: 0.000o1) Favours AP + AD  Favours AD
Test for subgroup diferences: Chi®= 63.06, df= 9 (P < 0.00001}, F= §7.0%
AD: antidepressant; AP: antipsychotic
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Figure 274:

Experimental

Study or Subgroup Events Total

Remission (ITT)

Control

Risk Ratio

Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

45.3.1 Aripiprazole

Eerman 2007 47 184
Berman 20049 G4 177
Fava 2012/Mischoulon 2012 4 56
Kamijima 2013 123 3m
Kamijima 2018 61 209
Lenze 2014 40 Ll
Marcus 2008 47 191
Subtotal (95% CI) 1299
Total events 386

Heterogeneity, Tau?= 0.00; Chi*= 381, df =6 (P =

Test for averall effect: Z=5.98 (P = 0.00001)

45.3.2 Brexpiprazole

Eauer 20149 95 444
Hobart 20184 56 182
Otsuka Pharmaceutical 20145 48 184
Otsuka Pharmaceutical 2016 60 303
Thase 20145a 27 188
Thase 20150 64 456
Subtotal {95% CI) 1768
Total events 350

Heterogenelty Tau?= 0.06; Chi®= 12.72, df= § (P = 0.03);, F= 61%

Testfor overall effect Z=1.79{P =0.07)

45.3.3 Brexpiprazole/quetiapine

Hobart 2018k 15 287
Subtotal (95% Cl) 297
Total events 14

Heterogeneity. Mot applicable
Testfor overall effect Z=034 {P=073)

45.3.4 Cariprazine

Durgam 2016 174 a50
Earley 2018 65 269
Fava 2018 37 150
Subtotal (95% Cl) 969
Total events 276

Heterogeneity, Tau®?= 0.00; Chi*= 079, df=2 (P =

Testfor overall effect Z=155{FP=012)

45.3.5 Olanzapine

Thase 2007 44 200
Subtotal (95% Cl) 200
Total events 54

Heteroeneity: Mot applicable
Test for overall effect Z=252 (P =0.01)

45.3.6 Pimavanserin

Fava 2019 12 52
Subtotal (95% CI) 52
Total events 12

Heterogeneity. Mot applicable
Testfor overall effect Z=218{P=0.03)

45.3.7 Quetiapine

Bauer 2009 134 330
El-Khalili 2010 137 288
Li 2013 14 49
Mecintyre 2007 9 29
Subtotal {95% CI) 706
Total events 299

Heterogeneity, Tau*= 0.00; Chi*= 0483, df=3 (F =

Testfor overall effect Z=3.78 (P = 0.0002)

45.3.8 Risperidone

Fang 2011 12 45
Keitner 2008 32 G4
Mahmoud 2007 26 141
Subtotal (95% CI) 250
Total events 7o

28 178
3z 172
16 1649
40 145
41 203
26 a0
28 140
1197

211
074y F=0%
110 442
52 202
FYEEN T
17 126
16 191
25 2
1369

247

9 205
205

g
79 269
49 258
16 81
608

144
06Ty F=0%
34 206
206

34
17 185
155

17
a0 163
47 148
12 46
5 29
386

114
081 F=0%
21 45
8 33
12 133
211

41

3.8%
4.5%
0.9%
5.3%
4.8%
41%
3.8%
27.1%

6.6%
5.2%
3.8%
1%
2.4%
37%
24.6%

6.9%
5.0%
29%
14.8%

4.3%
4.3%

2.0%
2.0%

B.1%
6.1%
2.3%
1.0%
15.6%

2.8%
2.0%
21%
6.6%

Heterogeneity, Tau®= 0.49; Chi®= 1176, df= 2 (P =0.003); F=83%

Testfor overall effect Z=063{P =053

45.3.9 Ziprasidone

Dunner 2007 ] 4
Papakostas 2015 a7 Al
Subtotal (95% CI) 12
Total events a2

1 20
el [if5}
a8

22

Heterogeneity, Tau®= 0.00; Chi*=0.41, df=1 (P=052), F=0%

Testfor overall effect: Z=1.04 (F = 0.30)

Total (95% CI) 5653
Total events 1494

4425
834

0.2%
4%
3.6%

100.0%

Heterogeneity Tau®= 0.03; Chi®= 4479, df= 27 (P = 0.02); F= 40%

Test for overall effect 7= 584 (P = 0.00001)

Testfor subaroup differences: Chi*= 1062, df=8 (P =0.22), F=247%

1.62[1.07, 2.47]
1.84 [1.34, 2.81]
0.75 [0.26, 2.16]
1.63[1.12,2.10]
1.45[1.02, 2.04]
1.62[1.02,2.27]
1,67 [1.08, 2.54]
1.58 [1.36, 1.84]

0,86 [0.68, 1.09]
113 [0.82, 1.56]
1800117, 2.74]
1.47 [0.88, 2.41]
1.71 [0.95, 3.09]
1.24 [0.80, 1.91]
1.26 [0.98, 1.63]

1.15[0.51, 2.58]
1.15[0.51, 2.58]

1.08[0.86,1.39]
1.27[082,1.77]
1.25[0.74,2.10]
1.15 [0.96, 1.36]

164 [1.12, 2.40]
1.64 [1.12, 2.40]

210[1.08, 4.11]
2.10 [1.08, 4.11]

1.32[1.02,1.73]
1.45[1.11,1.89]
1.49[0.82, 2.71]
1,80 [0.68, 4.72]
1.40 [1.18, 1.68]

057 [0.32,1.02]
2.06 [1.08, 3.94]
2.04 [1.08, 3.88]
1.33 [0.55, 3.17]

244 [0.30,19.51]
1.23[0.77, 1.96]
1.27 [0.81, 2.00]

1.37 [1.23,1.52]
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AD: antidepressant; AP: antipsychotic
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Figure 275: Response (ITT)

Experimental

Control

Risk Ratio

Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total
45.4.1 Aripiprazole

Eerman 2007 61 184
Eerman 2009 g1 177
Fava 2012/Mischoulon 2012 10 56
Kamijima 2013 159 3m
Kamijima 2018 78 209
Marcus 2008 60 1491
Subtotal (95% CI) 1208
Total events 449

Heterogeneity: Tau?= 0.00; Chi*= 3.73, df= 5 (P =0.549), F= 0%

Test for overall effect Z=6.20{P = 0.00001})

45.4.2 Brexpiprazole

Hobart 2018a 72 192
Otsuka Pharmaceutical 20145 58 184
Otsuka Pharmaceutical 2016 111 303
Thase 2015a 44 188
Thase 20150 102 456
Subtotal (95% ClI) 1324
Total events 384

Heterogeneity, Tau®= 0.01; Chi*= 4.84 df=4 (P=0.30), F=17%

Test for overall effect Z=4.24 (P = 0.0001)

45.4.3 Brexpiprazole/quetiapine

Hobart 2018k 28 287
Subtotal (95% Cl) 297
Total events 28

Heterogeneity Mot applicable
Testfor overall effect Z=1.03{P =031}

45.4.4 Cariprazine

Curgam 2016 264 550
Earley 2018 74 269
Fava 2018 a1 150
Subtotal (95% CI) 969
Total events am

Heterogeneity: Tau®= 0.00; Chi®= 215, df= 2 (P=0.34), F= 7%

Testfor overall effect Z=2.44 (P =0.01)

45.4.5 Olanzapine

Thase 2007 an 200
Subtotal (95% CI) 200
Total events an

Heterogeneity. Mot applicable
Testfor overall effect Z=228{P =002

45.4.6 Pimavanserin

Fava 2019 27 52
Subtotal (95% CI) 52
Total events 27

Heterogeneity. Mot applicable
Testfor overall effect: Z=3.87 (P = 0.0001)

45.4.7 Quetiapine

Bauer 2008 185 330
El-Khalili 2010 160 288
Li 2013 24 49
Melntyre 2007 14 28
Subtotal {95% CI) 706
Total events 383

Heterogeneity, Tau?= 0.00; Chi*= 117, of= 3 (F = 0.76); F= 0%

Test for overall effect Z=3.03{F = 0.002)

45.4.8 Risperidone

Fang 2011 21 45
Keitner 20049 34 fid
Mahmaud 2007 44 141
Reeves 2008 B 12
Song 2007 24 il
Subtotal (95% CI) 322
Total events 135

Heterogeneity Tau®= 0.12; Chi*=11.56,df= 4 (F=0.02);, F= 65%

Test for overall effect Z=1.14{FP = 0.25)

45.4.9 Ziprasidone

Dunner 2007 10 4
Papakostas 2015 25 Al
Subtotal (95% CI) 12
Total events a5

Heterogeneity, Tau?=0.00; Chi*=0.21, df=1 (P =

Testfor overall effect: Z= 219 (F = 0.03)

Total (95% CI) 5190
Total events 1912

Heterogeneity Tau®= 0.01; Chi®= 39.81, df= 27 (P = 0.05); F=32%

Test for overall effect Z=7 62 (P = 0.00001)

42 178 40%
45 172 4T%
29 169 1.4%
55 1495 5E6%
52 203 45%
321490 3.4%
1107 23.8%

245
BE 202  5.3%
36 187 345%
25 126 33%
28 1M 2.8%
33 37%
927  18.6%

188
14 206 1.5%
205 1.5%

14
101 268 7.8%
71258 51%
21 81 2.8%
608 15.7%

1493
60 206  5.2%
206 5.2%

60
38 1585 34%
155 3.4%

et}
74 163 7.3%
B 148 6.9%
20 46 27%
3 9 1.2%
386 18.1%

168
1] 45 3.4%
1" 33 20%
33 133 35%
4 11 0.7%
15 60 20%
282 11.5%

93
2 0 0.3%
14 68 1.8%
88 2.1%

16

0.65);, F=0%

3964 100.0%

1025

Testfor subaroup differences: Chi®= 14.60, df=8 (P =0.07), F= 452%

1.41[1.01, 1.96]
1.75[1.30, 2.36]
1.04 [0.54, 2.00]
1.44[1.12, 1.86]
1.46[1.08, 1.95]
1.87[1.28,2.73]
1.52 [1.33,1.74]

1.15 [0.88, 1.50]
164 [1.07,2.23]
1.85[1.26, 2.70]
1.60[1.04, 2.45]
1.50[1.08, 2.14]
1.45[1.22,1.73]

1.38[0.75, 2.56]
1.38 [0.75, 2.56]

1.28[1.08, 1.53]
1.01 [0.77, 1.34]
1.31 [0.85, 2.02]
1.21 [1.04, 1.40]

w

1.
1.

a0
B80]

-
b
= -
==
[
-

212 [1.45,3.10]
2.12 [1.45,3.10]

1.23[1.02,1.50]
1.20[0.98, 1.48]
113[0.73,1.74]
1.75[0.87, 3.52]
1.23 [1.08, 1.40]

0,70 [0.48, 1.02]
1.58[0.83, 2.72]
1.40[0.87, 2.03]
1.28 [0.52, 3.61]
1,67 [0.98, 2.83]
1.25 [0.85, 1.83]

244 [0.58,10.10]
1.71 [0.97, 3.00]
1.79 [1.06, 3.03]

1.37 [1.27,1.49]
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AD: antidepressant; AP: antipsychotic
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Figure 276: 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
45.5.1 Aripiprazole
Berman 2007 22 1684 16 178 3.0% 1.33[0.72, 2.45) T
Eerman 2009 30 177 23 172 4.4% 1.27 [0.77, 2.09] T
Fava 2012Mischoulon 2012 g 56 17 169  1.9% 1.42 [0.65, 3.11] T
Kamijima 2013 34 3m 12 1495 2.8% 1.41 [0.75, 2.67] T
Kamijima 2018 14 209 200 203 27% 0.73[0.38,1.38] —
Lenze 2015 4 EN| 7 90 0.8% 0.57 [0.17,1.86] -
Marcus 2008 29 181 28 1890 4.8% 1.03 [0.64, 1.66] -1
Subtotal (95% CI) 1299 1197 20.4% 1.12 [0.89, 1.42] »
Total events 142 123
Heterogeneity, Tau®= 0.00; Chi*= 452, df=6 (P =0E1), F=0%
Test for averall effect: Z=0.96 (P = 0.34)
45.5.2 Brexpiprazole
Bauer 2019 95 444 62 442 11.3% 1.53[1.14,2.04] -
Haobart 2018a 14 182 6 202 1.3% 2.63[1.04, 6.64]
Otsuka Pharmaceutical 2015 18 185 16 187  27% 1.14[0.60, 2.16]  —
Otsuka Pharmaceutical 2016 |0 303 16 126 4.0% 1.30[0.77,2.19) T
Thase 20145a 13 188 13 191 21% 1.02[0.48,2.13] I
Thase 2015h il 456 13 21 2.8% 1.12[0.60, 2.10] T
Subtotal {95% CI) 1768 1360 24.4% 1.39 [1.13, 1.71] L 2
Total events 21 126
Heterogeneity, Tau*= 0.00; Chi*= 3.79, df= 5 (F = 0.58); F= 0%
Test for overall effect Z=3.11 {F = 0.002)
45.5.3 Brexpiprazole/quetiapine
Haobart 2018h 40 207 200 206 4.3% 1.39[0.84, 2.30] T
Subtotal (95% CI) 297 206 4.3% 1.39 [0.84, 2.30] e -
Total events 40 20
Heterogeneity. Mot applicable
Testfor overall effect Z=1.27 (P =021}
45.5.4 Cariprazine
Durgam 2016 a7 550 35 269 BT% 0.80[0.54,1.18] -7
Earley 2018 56 269 36 258 TA1% 1.49[1.02,2.19)] —
Fava 2018 17 150 9 21 2.0% 1.02[0.48, 2.18] I —
Subtotal (95% CI) 969 608 15.9% 1.08 [0.69, 1.67] <
Total events 130 a0
Heterogeneity, Tau®= 0.089; Chi*= 504, df= 2 (P =0.08);, F= 60%
Testfor overall effect Z=033{P =074
45.5.5 Olanzapine
Thase 2007 42 200 40 206 T.8% 1.34 [0.93,1.93] I
Subtotal (95% CI) 200 206 7.8% 1.34 [0.93, 1.93] &
Total events 52 40
Heteroeneity: Mot applicable
Testfor overall effect Z=157(P=012)
45.5.6 Pimavanserin
Fava 2019 g 52 155 2.2% 0.79[0.39, 1.62] 71
Subtotal (95% CI) 52 155 2.2% 0.79 [0.39, 1.62] -
Total events g 30
Heterogeneity. Mot applicable
Testfor overall effect Z=063{P =053
45.5.7 Quetiapine
Bauer 2009 a1 330 18 163 4.3% 1.40[0.85, 2.37] T
El-Khalili 2010 74 208 23 148 B.0% 1.71[1.12, 2.60] -
Li 2013 1] 49 1] 46 Mot estimahle
Meintyre 2007 11 29 13 8 30% 0.85[0.46, 1.57] 1
Subtotal {95% CI) 706 386 13.3% 1.33 [0.90, 1.95] »
Total events 141 54
Heterogeneity, Tau®= 0.05; Chi*= 347, df=2(P=018), F= 42%
Testfor overall effect Z=1.48{FP =015
45.5.8 Risperidone
Keitner 20049 12 fid 7 33 O1T7% 0.88[0.38, 2.03] I —
Mahmoaoud 2007 35 141 2133 4.6% 1.67 [0.87, 2.56] —
Reeves 2008 1 12 4 1 0.3% 0.23[0.03,1.79) -
Subtotal (95% CI) 217 177 6.6% 1.02 [0.48, 2.18]
Total events 48 32
Heterogeneity, Tau*= 0.23; Chi*= 4.21, df= 2 (P=0.12); F= 52%
Test for overall effect Z=0.05 (P = 0.96)
45.5.9 Ziprasidone
Dunner 2007 21 41 5 m 1T7% 2.05[0.91, 4.63] )
Fapakostas 20148 22 71 14 68 3.5% 1.40[0.80, 2.47] T
Subtotal (95% CI) 12 88 5.2% 1.59 [1.00, 2.53] L
Total events 43 20
Heterogeneity, Tau®= 0.00; Chi*= 0.56, df=1 (P = 0.46), F=0%
Testfor overall effect: Z=1.95 (F = 0.05)
Total (95% CI) 5620 4392 100.0% 1.26 [1.13, 1.40] +
Total events 825 528
Heterogeneity, Tau?= 0.00; Chi®= 27 65, df= 26 (P = 0.38); F=6% 'D.D1 Df1 1'0 100

Test for overall effect Z=411 (P = 0.0001)

Testfor subaroup differences: Chi®= 545, df=8 (P=0.71), F=0%
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<Insert Note here>
AD: antidepressant; AP: antipsychotic
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Figure 277: Discontinuation due to side effects
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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% Cl
45.6.1 Aripiprazole
Berrnan 2007 [ 184 4 178 44% 1.45[0.42, 5.06] —
Berrnan 2009 11 177 3172 43% 3.56[1.01,12.55] EE—
Fava 201 2Mischoulon 2012 1] 56 o 169 Mot estimable
Karnijima 2013 15 3 2195 32% 3.74[0.86,16.19] T
Karnijima 2018 [ 209 3203 3T% 1.94 [0.489, 7.66] .
Lenze 2015 2 91 2 90 1.8% 0.99[0.14, 6.87] E—
Marcus 2008 7 191 2 190 2.8% 3.48[0.73,16.59] —
Subtotal (95% Cl) 1299 1197 20.3% 2.35[1.31,4.21] -
Total events 47 16
Heterogeneity: Tau®=0.00; Chi*= 249 df=5{P=078), F=0%
Testfor overall effect. 2= 2.87 (P = 0.004)
45.6.2 Brexpiprazole
Bauer 2019 27 444 13 442 164% 2.07 [1.08, 3.95] ——
Hobart 20183 4 192 1202 14% 4.21[0.47,37.37] —
Otsuka Pharmaceutical 2015 ] 185 2 187 3.0% 4.55[1.00, 20.77] 1
Otsuka Pharmaceutical 2016 [ 303 1 126 15% 2.501[0.30,20.51] — T
Thase 2015a [ 188 019 0.8%  13.21[0.75, 232.79] T+
Thase 20150 12 456 32 44% 1.94 [0.55, 6.80] -
Subtotal (95% Cl) 1768 1369 27.5% 2.47 [1.50, 4.08] -
Total events 64 20

Heterogeneity: Tau®= 0.00; Chi*= 2 66, df=5 (P =075, F=0%
Testfor overall effect 2= 3.55 (P = 0.0004)

45.6.3 Brexpiprazole/quetiapine

Hobart 2018k [ 297 2 208 27% 2.08[0.42,10.21] —
Subtotal (95% Cl) 297 206 2.7% 2.08[0.42,10.21] —~ i
Total events 4 2

Heterogeneity: Mot applicable
Testfor overall effect Z=080(P=0.37)

45.6.4 Cariprazine

Durgarm 2016 54 550 8 269 13.0% 3.30[1.59, 6.84] —
Earley 2018 23 269 3258 48% 7.35[2.23, 2419 —
Fava 2018 3 150 2 81 22% 0.81[0.14, 4.75] I E—
Subtotal (95% Cl) 969 608  20.0% 3.21[1.22,8.49] il

Total events a0 13

Heterogeneity: Tau®= 038, Chi*=419, df=2(P=012), F=52%
Testfor overall effect 2= 236 (P=0.02)

45.6.5 Olanzapine

Thase 2007 27 200 5 206 T748% 5.56([2.19,14.16] —_—
Subtotal (95% Cl) 200 206 7.9% 5.56 [2.19, 14.16] -~
Total events 27 ]

Heterogeneity: Mot applicable
Testfor overall effect. 2= 3.60 (P = 0.0003)

45.6.6 Pimavanserin

Fava 2019 1 52 2 1585 1.2% 1.49[0.14,16.10] e e —

Subtotal (95% Cl) 52 155 1.2% 1.49 [0.14, 16.10] —ee——

Total events 1 2

Heterogeneity: Mot applicable

Testforoverall effect Z=033(P=074)

45.6.7 Quetiapine

Bauer 2008 30 330 5 163 8.0% 2,96 [1.17, 7.50] —_—

El-Khalili 2010 43 298 1 148  1.8%  21.36[2.97, 153.56] _—
Liz013 0 49 0 46 Mot estimable

Melntyre 2007 3 29 2 29 32% 4.00[0.93,17.25] T
Subtotal (95% Cl) 706 386  13.0% 5.00[1.65,15.13]

Total events a1 g

Heterogeneity: Tau®= 046, Chi*=3.79, df=2(P=015), F=47%

Testfor overall effect: 2= 2.85 (P = 0.004)

45.6.8 Risperidone

Keither 2009 [ 64 1 33 16% 3.09[0.39, 24 64] ]

Mahrnoud 2007 3 141 3133 40% 2.52[0.68, 9.29] -

Subtotal (95% Cl) 205 166 5.6% 2.67 [0.88, 8.05] -

Total events 14 4

Heterogeneity: Tau®= 0.00; Chi*=0.03, df=1 {P=087) F=0%

Testfor overall effect Z=1.74 (P =0.08)

45.6.9 Ziprasidone

Dunner 2007 16 41 0 20 08% 16.50[1.04, 261.87] A —
Papakostas 2015 10 71 0 63 0.8% 2013[1.20,336.88] _—
Subtotal (95% Cl) 112 88 1.8% 18.19[2.53,130.85] e
Total events 26 1]

Heterogeneity: Tau®=0.00; Chi*=0.01, df=1 {P=092); F=0%

Testfor overall effect: 2= 2.88 (P = 0.004)

Total {95% CI) 5608 4381 100.0% 3.07 [2.36, 3.99] L 2

Total events 346 7o
Heterogeneity: Tau®=0.00; Chi*=21.39, df= 24 (P =062, F= 0% I t t
. 0.01 01 10 100
Test for overall effect: Z=8.38 (P = 0.00001) Favours AP + AD  Favours AD
Testfor subgroup diferences: Chi#=7.53, df= 8 (P = 0.48), F= 0% ' ' '

AD: antidepressant; AP: antipsychotic
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Figure 278: Quality of life 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
45.7.1 Risperidone + SSRI/SNRI versus placebo + SSRI/SNRI
Mahrmoud 2007 609 1085 101 558 1075 101 100.0% 0.47[0.18,0.79]
Subtotal (95% CI) 101 101 100.0% 0.47 [0.19, 0.75]
Heterogeneity: Mot applicable
Test for averall effect Z=3.28 (P=0.001)
10 -5 0 5 10
) . Favours AD  Favours AP + AD
Test for subaroup differences: Mot applicable
AD: antidepressant; AP: antipsychotic
Figure 279: Quality of life 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
45.8.1 Aripiprazole + SSRI/SNRI versus SSRISNRI + placebo L
Berman 20049 98 1771 160 5.2 1776 161 488% 0.26 [0.04, 0.48]
Subtotal {95% Cl} 160 161 48.8% 0.26 [0.04, 0.48] "
Heterogeneity: Mot applicable
Testfor overall effect: £2=2.31 (P=0.02)
45.8.2 Brexpiprazole + SSRISNRI versus SSRISNRI + placebo
Otsuka Pharmaceutical 2016 TA3 145 286 592 1468 120 51.2% 0.08 [F0.13,0.30] | |
Subtotal {95% Cl) 286 120 51.2% 0.08 [-0.13, 0.30]
Heterogeneity: Mot applicable
Testfor overall effect Z= 076 (F=0.45)
Total {95% CI) 446 281 100.0% 0.17 [-0.00, 0.34] ]
Heterageneity: Tau®= 0.00; Chit= 127, df=1 (P= 0.26%; F= 21% 5_1 p % ) é 10:

Testfor overall effect: £=1.92 (P =0.05)
Test for subaroup differences: Chi*=1.27, df=1 (P = 0.26), F= 21.0%

AD: antidepressant; AP: antipsychotic

Favours AD Favours AP+ AD

Figure 280: Quality of life physical component score (PCS) change score

Experimental Control
Study or Subgroup  Mean  SD Total Mean SO Total Weight

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

Std. Mean Difference
IV, Random, 95% Cl

45.9.1 Olanzapine + fluoxetine versus fluoxetine

Thase 2007 21 188 0.4 8.7 203 EB14%
Subtotal (95% CI) 198 203  61.4%
Heterogeneity: Mot applicable

Testfor overall effect; £=1.92 (F = 0.08)

45.9.2 Risperidone + paroxetine versus paroxetine

Fang 2011 141 112 45 1368 11.43 45 386%
Subtotal (95% CI) 45 45  3B.6%
Heterogeneity: Mot applicable

Testfor overall effect; £=0.94 (F=0.39)

Total (95% CI) 243 248 100.0%

Heterogeneity: Tau®= 0.05; Chi*= 279, df =1 (P =008); = 4%

Testfor overall effect Z=0.21 (P =0.83)

Testfor subaroup diferences: Chif=2.79, df=1 (P =0.09), F= 64.2%
AD: antidepressant; AP: antipsychotic

019 [-0.00,0.39]
0.19 [-0.00, 0.39]

-0.20 F0.61,0.22]
-0.20 [-0.61, 0.22]

0.04 [-0.33, 0.41]

-0
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Figure 281: Quality of life mental component score (MCS) change score

Experimental Control Std. Mean Difference
Study or Subgroup  Mean 50 Total Mean SD Total Weight IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

45.10.1 Olanzapine + fluoxetine versus fluoxetine

Thase 2007 849 126 1498 730123 203 F13% 013007, 0.32]
Subtotal (95% CI) 198 203 T2.3% 0.13 [-0.07, 0.32]
Heterogeneity: Mat applicable

Test for overall effect Z=1.28 (F=0.20)

45.10.2 Risperidone + paroxetine versus paroxetine

Fang 2011 17.62 1522 45 19.98 1718 45 27TT% -0.18 [F0.56, 0.26]
Subtotal (95% CI) 45 45 27.7% -0.15 [-0.56, 0.26]

Heterogeneity: Mot applicable
Testfor averall effect 2= 071 (P=0.48)

Total (95% CI) 243 248 100.0% 0.05[-0.19, 0.30]

Heterogeneity, Tau®=0.01; Chi*=1.42, df=1 (P =023}, F=30% |_1 0
Test for overall effect Z=0.41 (F=0.68)
Testfor subgroup differences: Chi=1.42, df=1{P=023) F=28.7%

AD: antidepressant; AP: antipsychotic

Figure 282: Global functioning change score

5 0 5 10
Favours AD Favours AP + AD

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% Cl
45.11.1 Aripiprazole + sertraline versus sertraline + placebo
Kamijima 2018 37 384 164 1.5 366 149 100.0% 0.58[0.36, 0.81]
Subtotal (95% CI) 164 149 100.0% 0.58 [0.36, 0.81]

Heterogeneity: Mat applicable
Test far averall effect: £=5.06 (P <= 0.00001)

t
-10

Test for subaroup differences: Mot applicable

AD: antidepressant; AP: antipsychotic

.I5 |IJ é 1 D|
Favours AD  Favours AP + AD

Figure 283: Functional remission (<6 total score on SDS and all SDS domain scores

<2)

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

Risk Ratio
M-H, Fixed, 95% CI

45.12.1 Brexpiprazole + SSRISNRI versus SSRIISNRI + placebo

Bauer 2014 it 4144 73 442 100.0% 0.93[0.68, 1.26)
Subtotal (95% CI) 444 442 100.0%  0.93 [0.68, 1.26]
Total events it} 73

Heterageneity: Mot applicahle
Testfor overall effect Z= 049 (P =063

0.01

Testfor subaroup differences: Mot apnlicahle
AD: antidepressant; AP: antipsychotic
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Figure 284: Functional impairment 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
45.13.1 Risperidone + SSRI/SNRI versus placebo + SSRI/SNRI

Mahmmoud 2007 123 55 100 147 543 101 1000% -0.62 [-0.80,-0.34]

Subtotal (95% CI) 100 101 100.0% 0.62 [-0.90, -0.34]

Heterogeneity: Mot applicable
Testfor overall effect: Z=4.29 (P = 0.0001)

Test for subaroup differences: Mot applicable

AD: antidepressant; AP: antipsychotic

-10

Figure 285: Functional impairment change score

Experimental Control

Study or Subgroup

Mean SD Total Mean SD Total Weight

Std. Mean Difference

IV, Random, 95% CI

5 0

5
Favours AP + AD Favours AD

Std. Mean Difference
IV, Random, 95% CI

45.14.1 Aripiprazole versus placebo

Eerman 2009 -1.2 253 160 -08 243 160 81%
Kamijima 2013 -0.99 153 391 -046 154 195

Subtotal (95% CI) 551 355
Heterogeneity: Tau*=0.01; Chi®=1.73, df=1 {F=018), F= 42%

Test for averall effect 2= 284 (P =0.004)

45.14.2 Brexpiprazole versus placebo

Hobhart 2018a -6 276 191 1.4 284 202  47%

Otsuka Pharmaceutical 2015 -0.91 251 174
Otsuka Pharmaceutical 2016
Thase 2015a

Thase 2015k -1.27 202 451 -0.84 1492 218
Subtotal (95% CI) 1280 893
Heterogeneity: Tau®= 0.00; Chi*=1.78 df=4 (P=0.78), F= 0%

Test for averall effect 2= 3.48 (P = 0.0009)

45.14.3 Brexpiprazole/quetiapine versus placebo

Hohart 20180 -0.76 1.64 280 -0F 1.43 205
Subtotal (95% CI) 290 205
Heterogeneity: Mot applicable

Testfor overall effect: Z=042 (P = 0.67)

45.14.4 Cariprazine versus placebo

Durgam 2016 -7.85 824 A4d  -BB B12Z 264
Subtotal (95% CI) 544 264

Heterogeneity: Mot applicable
Test for overall effect: 2= 203 (P =0.04)

45,14.5 Pimavanserin versus placebo

Fava 2019 -3.23 2498 45
Subtotal (95% CI) 45 127
Heterogeneity: Mot applicable

Test for averall effect Z= 258 (P =0.010)

Total (95% CI} 2710 1844 100.0%

Heterogeneity: Tau®= 0.00; Chi*=10.55, df=9 P =0.31); F=15%

Test for overall effect: Z= 515 (F < 0.00001})

Testfor subgroup differences: Chif= 881, df=4{P=021), F= 31.2%
AD: antidepressant; AP: antipsychotic
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12.1%
20.2%

-0.69 248 172 BT%
-0.89 216 285 -061 219 120 8.45%
-1.35% 227 178 -0491 229 181 8.9%
13.58%
49.2%

11.5%
11.5%

16.7%
15.7%

-2.03 262 127 3.5%

-0.16 [F0.38, 0.06]
-0.35 [-0.52,-0.17]
-0.26 [-0.45, -0.08]

-0.07 F0.27, 0.13]
-0.09 F0.30, 0.12]
-0.17 0.2, 0.04]
-0.19 F0.40, 0.01]
-0.22 0,38, -0.05]
-0.15 [-0.24, -0.07]

-0.04 F0.22, 0.14]
0.04[-0.22, 0.14]

-0.14 [-0.30,-0.01]
0.15 [-0.30, -0.01]

-0.17 [-0.24, -0.11]
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Comparison 46. Augmenting with antipsychotic versus bupropion

Figure 286: 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
46.1.1 Aripiprazole + S5RI
Cheon 2017 -13.77 844 56 -9.45 945 47 100.0% -0.48 [-0.87,-0.08]
Subtotal (95% CI) 56 47 100.0% -0.48 [-0.87, -0.08]

Heterogeneity: Mot applicahle
Testfor overall effect: =238 (P =0.02)

-0 -5 0 8 10
Favours antipsychotic Favours bupropion

Testfar subaroup differences: Mot applicable

Figure 287: 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|
46.2.1 Aripiprazole + S5RI
Cheon 2017 il a6 16 47 368% 1.63[1.02, 2.:88] -
Subtotal (95% CI) 56 47 36.8% 1.63 [1.02, 2.58] -
Total evants il 16

Heterageneity: Mot applicable
Test for averall effect: Z=2.06 (P = 0.04)

46.2.2 Aripiprazole + SSRISNRI

Maohamed 2017 146 a05 136 alf HI2% 1.081[0.88,1.31] !
Subtotal (95% CI) 505 506 63.2% 1.08 [0.88, 1.31]
Total events 146 136
Heterogeneity: Mot applicable
Testfor overall effect Z=0.72 (P =0.47)
Total (95% Cl) 561 553 100.0% 1.25[0.85, 1.85] L 3
Total events 177 152
Heterogenaity; Tau®= 0.05; Chi*= 2.60, df=1 (P= 011} F=652% :D.D'I D?'I 150 le
Testfor overall eﬁec_t: Z=113P = 0.25) Favours bupropion Favours antipsychotic
Test for subgroup differences: Chi*= 259, df=1 (F=011, F= 61 4%
Figure 288: 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
46.3.1 Aripiprazole + SSRI
Chean 2017 34 a6 20 47 14.8% 1.43[0.96,2.11] T
Subtotal (95% CI) 56 47 14.8% 1.43 [0.96, 2.11] g
Total events 34 20
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.77 (P = 0.08)
46.3.2 Aripiprazole + SSRI/SNRI
Waohamed 2017 37a a05 332 A0 852% 113 1[1.04,1.23] .
Subtotal (95% CI) 505 506 B5.2% 1.13[1.04,1.23] ]
Tatal events 3Ta 332
Heterogeneity: Mot applicable
Test for overall effect =298 (P =0.003)
Total (95% CI) 561 553 100.0% 1.17 [1.00, 1.38] »
Total events 4049 3a2
Heterageneity, Tau?= 0.01; Chi*=1.30, df=1 (P = 0.24); 7= 23% f f t {
Test for averall effect: Z=1.90 (P = 0.08) 001 0.1 ] _10 ] 100

] - Favours bupropion Favours antipsychotic
Testfor subaroup differences: Chi®=1.28,df=1 (P =026, F=21.7%
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Figure 289: Discontinuation due to any reason

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

Risk Ratio
M-H, Random, 95% CI

46.4.1 Aripiprazole + S5RI

Chean 2017 14 a6 11 47 10.2% 1.07 [0.54,2.13] T
Subtotal (95% CI) 56 47 10.2% 1.07 [0.54, 2.13] e
Total events 14 (A
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.149 {P = 0.89)
46.4.2 Aripiprazole + SSRI/SNRI
Waohamed 2017 99 a05 128 A0B 898% 0.77[0.61,0.98] ,
Subtotal (95% CI) 505 506 B9.8% 0.77 [0.61, 0.98]
Tatal events et} 128
Heterogeneity: Mot applicable
Test for averall effect: Z= 216 (P =0.03)
Total (95% CI) 561 553 100.0% 0.80 [0.64, 1.00] L 7
Total events 113 1349
Heterageneity Tau®= 0.00; Chi*= 0.75, df=1 (P = 0.39); F= 0% f f t {
Test for averall effect: Z=1.99 (P = 0.05) 001 01 ] - 10 ] 100
] - Favours antipsychotic Favours bupropion
Testfor subgroup diferences; Chi®= 075, df=1{P =03, F= 0%
Figure 290: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
46.5.1 Aripiprazole + SSRI
Cheon 2017 a a6 a ar Mot estimahble
Subtotal (95% CI) 56 47 Not estimable
Total events 1} a
Heterogeneity: Mot applicable
Testfor overall effect Mot applicahle
46.5.2 Aripiprazole + SSRI/SNRI
Mohamed 2017 27 505 37 A0A 100.0% 073 [0.48,118] !‘
Subtotal {95% CI) 505 506 100.0% 0.73 [0.45,1.18] 8
Total events 27 ar
Heterogeneity: Mot applicable
Testfor overall effect Z=1.28 (F=0.20)
Total (95% CI) 561 553 100.0% 0.73 [0.45,1.18] .
Total events 27 ar

B A 1 1 1 ]
Heterogeneity: Mot applicable 'U.U1 0:1 110 'IUD'

Testfor averall effect Z=1.28 (P=0.20)
Test for subgroup differences: Mot applicable
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Comparison 47. Augmenting with antipsychotic versus lithium

Figure 291: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
47.1.1 Quetiapine + SSRlivenlafaxine
Bauer 2013 73 231 B0 239 71.8% 1.21[0.90,1.61]
Subtotal (95% CI) 231 229  T71.8% 1.21 [0.90, 1.61]
Total events 73 6a
Heterogeneity, Mot applicahble
Testfor averall effect: 2=1.27 (P =0.20)
47.1.2 Quetiapine + any AD
Daree 2007 a 10 3 10 189.7% 267 [0.98 7.27] e
Subtotal (95% CI) 10 10 19.7% 2.67[0.98, 7.22] |-
Total events 8 3
Heterogeneity, Mot applicahble
Testfor overall effect. Z=1.93 (P=0.05)
47.1.3 Aripiprazole/olanzapine + paroxetine
voshimura 2014 3 20 2 10 2.8% 07s[0.148 3,79 e —
Subtotal (95% CI) 20 10 8.5% 0.75[0.15, 3.79] —eenl——
Total events 3 2
Heterogeneity: Mot applicable
Testfor overall effect. Z=035(P=0.72)
Total {95% CI) 261 249 100.0% 1.35[0.82, 2.27] P 2
Total events a4 1]
_I?etf;ngenemrl:lT?ru ;;P:;Eouhlpz_zdﬁgﬁé df=2 (P =0.26) F=25% T 0 s o0

esLior overall 8 ec.. =1.20¢ e ) Fawvours lithium Favours antipsychotic
Testfor subgroup differences: Chi*= 266, df= 2 (F=0.26), F=24.7%
Figure 292: 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
47.2.1 Quetiapine + S5Rlivenlafaxine
Bauer 2013 120 231 102 229 89.7% 1.17 [0.96, 1.41]
Subtotal (95% CI) 23 229  89.7% 1.17 [0.96, 1.41]
Total events 120 102
Heterogenaity: Mat applicable
Testfor overall effect Z=158{(F=0.11)
47.2.2 Quetiapine + any AD
Doree 2007 g 10 ] 10 B.8% 1.60[0.80, 3.20 T
Subtotal (95% CI) 10 10 6.8% 1.60 [0.80, 3.20] -l
Total events a a
Heterogenaity: Mat applicable
Testfor averall effect Z=133(P=018)
47.2.3 Aripiprazole/olanzapine + paroxetine
Yoshimura 2014 ¥ 20 4 10 3.8% 0.88[0.33, 2.300 — T
Subtotal (95% CI) 20 10 3.5% 0.88 [0.33, 2.30] e
Total events T 4
Heterogeneity: Mot applicable
Testfor averall effect Z=027 (P=0.73)
Total {95% CI) 261 249 100.0% 1.18[0.98, 1.41] »
Total events 135 111
?eti;ngenem,rl:lT?ru :zufe;guhlp=—1|j103.'r" di=2 (P=0.487), F=0% T 0 10 100

estfor overall effect Z=1.80 (P =0.07) Favours lithium  Favours antipsychotic
Test for subaroup diffierences: Chif=1.12, df=2(P=057), F=0%
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Figure 293: Discontinuation due to any reason

Experimental Control

Study or Subgroup  Events  Total

Risk Ratio

Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

47.3.1 Quetiapine + SSRlivenlafaxine

Bauer 2013 35 231 A7 229 96.0% 0.74[0.50,1.10]
Subtotal (95% CI) 231 229  96.0% 0.74 [0.50,1.10]
Total events 35 47
Heterogeneity: Mot applicable
Testfor overall effect. Z=150{P=0.13)
47.3.2 Quetiapine + any AD
Daree 2007 1] 10 3 10 1.9% 014001, 2.45] 4
Subtotal (95% CI) 10 10 1.9% 0.14[0.01, 2.45] — N ——
Total events 0 3
Heterogeneity: Mot applicable
Testfor overall effect Z=1.34{(P=0.18)
47.3.3 Aripiprazole/olanzapine + paroxetine
vashimura 2014 1 20 1 10 21% 0.50[0.03, 7.19]
Subtotal (95% CI) 20 10 214% 0.50 [0.03, 7.19] ——e———
Total events 1 1
Heterogeneity: Mot applicable
Test for averall effect: £=0.51 (P =0.61)
Total {95% CI) 261 249 100.0% 0.71 [0.48,1.05] o
Total events 36 a1
Heterogeneity: Tau?= 0.00; Chi®=1.234, df= 2 (P = 0.51% F= 0% lﬂ m 051 150 1E|E|:
Testfor overall effect Z=1.72 (F = 0.08) Favours antipsychotic  Favours lithium
Testfor subaraup differences: Chir=1.33. df =2 (P=0482), F=0%
Figure 294: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
47.4.1 Quetiapine + §SRlivenlafaxine
Bauer 2013 23 231 18 229 92.2% 1.27[0.70, 2.28]
Subtotal (95% CI) 23 229  92.2% 1.27 [0.70, 2.28]
Total events 23 18
Heterogenaity: Mat applicable
Testfor averall effect Z=079 (P =0.43)
47.4.2 Quetiapine + any AD
Daree 2007 1] 10 1 10 34% 0.33[0.02 7.37
Subtotal (95% CI) 10 10 34% 0.33[0.02,7.32] — e —
Total events 1] 1
Heterogeneity: Mot applicable
Testfor averall effect Z= 070 (P =0.49)
47.4.3 Aripiprazole/olanzapine + paroxetine
Toshimura 2014 1 20 1 10 4.8% Q.80 [0.03, 7.19]
Subtotal (95% Cl) 20 10 45% 0.50 [0.03,7.19] e —
Total events 1 1
Heterogeneity, Mot applicahble
Testfor averall effect: 2= 0.591 (P =0.61)
Total {95% CI) 261 249 100.0% 1.16 [0.66, 2.04] L 3
Total events 24 20
Heterogeneity: Tau?= 0.00; Chi*=1.10, df= 2 (F = 0.58); F= 0% ID.D1 0?1 150 1DDI

Testfor averall effect: Z=0.52 (P =0.60)
Test for subaroup difierences: Chif=1.08, df=2(P=058, F=0%
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Comparison 48. Augmenting with antipsychotic versus switch to antipsychotic

Figure 295: Depression symptomatology change score

Control
Mean SD

Experimental

Study or Subgroup Mean SD Total Total Weight

Std. Mean Difference

Std. Mean Difference

IV, Fixed, 95% CI IV, Fixed, 95% Cl

48.1.1 Olanzapine + fluoxetine versus olanzapine {discontinue fluoxetine)

197 100.0%
197 100.0%

198 -84 9

198

Thase 2007 -126 103
Subtotal (95% CI)
Heterogeneity: Mot applicahle

Test for overall effect £= 3.6 (F=0.0002)

Test for subgroup differences: Mot applicable

AP: antipsychotic

Figure 296: Remission (ITT)

Experimental Control

Study or Subgroup Events Total

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

-0.38 [-0.58, -0.18]
-0.38 [-0.58, -0.18]

10 5 0 5 10
Favours augment with AP Favours switch to AP

Risk Ratio
M-H, Random, 85% CI

48.2.1 Olanzapine + fluoxetine versus olanzapine (discontinue fluoxetine)

Thase 2007 54 200 29 199 401%
Subtotal (95% CI) 200 199 40.1%
Total events 54 29

Heterogeneity: Mot applicable
Testfor averall effect: 2= 2.97 (F = 0.003)

48.2.2 Quetiapine + SSRlivenlafaxine versus guetiapine (discontinue SSRlvenlafaxine)

Bauer 2013 73 231 53 228 59.9%
Subtotal (95% CI) 231 228 59.9%
Total events 73 a3

Heterogeneity: Mot applicable

Testfor overall effect: Z=1.99(F = 0.05)

Total {95% Cl) 431 427 100.0%
Total events 127 g2

Heterogeneity, Tau*=0.01; Chi®=1.44, df=1(F=023); F=321%
Testfor overall effect Z= 2.84 (F = 0.00%5)
Testfor suboroun differences: Chi==1.43, df=1(P= 0231, F=30.3%

AP: antipsychotic

Figure 297: Response (ITT)

Experimental Control

Study or Subgroup  Events Total

Risk Ratio
Events Total Weight M-H, Random, 95% Cl

1.85[1.23,2.79] ——
1.85[1.23, 2.78] <
1.36[1.00, 1.84] L
1.36 [1.00, 1.84] 2
1.54 [1.14, 2.07] e =
0.01 01 10 100

Favours switch to AP Favours augment with AP

Risk Ratio
M-H, Random, 95% CI

48.3.1 Olanzapine + fluoxetine versus olanzapine {discontinue fluoxetine)
1.56 [1.17, 2.09]
1.56 [1.17, 2.09]

Thase 2007 a0 200 51 199 46.0%
Subtotal (95% CI) 200 199 46.0%
Total events a0 a1

Heterogeneity: Mot applicable
Testfor overall effect: Z= 3.00 (P = 0.003)

48.3.2 Quetiapine + SSRlivenlafaxine versus quetiapine (discontinue SSRlivenlafaxine)

1.04 [0.87,1.24)] :
1.04 [0.87, 1.24]

Bauer 2013 120 il 114 228 54.0%
Subtotal (95% CI) 231 228  54.0%
Total events 120 114

Heterogeneity: Mat applicable

Testfor overall effect: Z=0.42 (P = 0.68)

Total (95% CI) 431 427 100.0%
Total events 200 165

Heterogeneity: Tau®= 0.07; Chi®= 560, df=1 (P=0.02); F=82%
Testfor overall effect: Z=1.09 (P =0.27)
Testfor subgroup differences: Chi®= 544, df=1 (P = 0.02}, F= 81.6%

AP: antipsychotic

1.25 [0.84, 1.88]

-
<*

»

100

, ,
0.01 0 10
Favours switch to AP Favours augment with AP
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Figure 298: Discontinuation due to any reason

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

Risk Ratio
M-H, Random, 85% CI

48.4.1 Olanzapine + fluoxetine versus olanzapine (discontinue fluoxetine)
Thase 2007 52 200 72 199 B3.5% 0.72[053,0.87] i
Subtotal {95% CI) 200 199  63.5% 0.72 [0.53, 0.97] L 3
Tatal events 52 72
Heterogeneity: Mot applicable
Testfor overall effect: Z= 217 {F = 0.03)
48.4.2 Quetiapine + SSRlivenlafaxine versus quetiapine (discontinue SSRlivenlafaxine)
Bauer 2013 35 23 49 228 36.5% 0.71[0.48,1.04] —
Subtotal {95% CI) 231 228  36.5% 0.71 [0.48, 1.04] -
Tatal events 38 49
Heterogeneity: Mot applicable
Testfor averall effect: Z=1.74 {F = 0.08)
Total {95% Cl) 431 427 100.0% 0.71 [0.56, 0.90] &
Tatal events a7 121
Heterogeneity: Tau®= 0.00; Chif= 0.01, df=1 (P = 0.94% = 0% lﬂ 0 051 150 100:
Testfor overall efiect. Z= 2.79 (P = 0.00%) Favours augment with AP Favours switch to AP
Testfor subogroup differences: Chif=0.01, df=1 (P = 0.84), F= 0%
AP: antipsychotic
Figure 299: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio

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

M-H, Random, 95% CI

48.5.1 Olanzapine + fluoxetine versus olanzapine {discontinue fluoxetine)

Thase 2007 27 200 32199 A47% 0.84 [0.52, 1.38]

Subtotal (95% CI} 200 199  54.7% 0.84 [0.52, 1.35]

Total events 27 32

Heterogeneity: Mot applicable

Testfor overall effect: Z=0.72 (P = 0.47)

48.5.2 Quetiapine + SSRlivenlafaxine versus quetiapine (discontinue SSRlivenlafaxine)

Bauer 2013 23 richl 28 228 45.3% 0.81[0.48, 1.36] ——

Subtotal (95% CI) 231 228  45.3% 0.81 [0.48, 1.36] e -

Total events 23 28

Heterogeneity: Mot applicable

Testfor overall effect: Z=0.79 (P = 0.43)

Total (95% CI) 431 427 100.0% 0.83 [0.58,1.17] <

Total events a0 60

Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1 {P=0.82), F= 0% f f f |

Testforgovergil effect: 7= 1I.DT iP= D.QEII) ( ' 0.0 F 01 ] - e 100
avours augment with AP Favours switch to AP

Testfor subgroup differences: Chif=0.01, df=1 (P = 0.82), F= 0%
AP: antipsychotic

Figure 300: Quality of life physical component score (PCS) 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% CIl

48.6.1 Olanzapine + fluoxetine versus olanzapine (discontinue fluoxetine)

Thase 2007 21 9 198 -1 9.7 197 100.0% 0.33[0.13,0.53]

Subtotal (95% CI) 198 197 100.0% 0.33 [0.13, 0.53]

Heterogeneity: Mot applicable

Testfar overall effect: £=3.26 (P = 0.001)
} } } } {
-10 -5 a 5 10

Test for suboroup differences: Mot applicable

AP: antipsychotic
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Figure 301: Quality of life mental component score (MCS) change score

Std. Mean Difference Std. Mean Difference

Experimental Control
IV, Fixed, 95% CI IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight
48.7.1 Olanzapine + fluoxetine versus olanzapine {discontinue fluoxetine)
Thase 2007 849 126 198 6.7 11.2 197 100.0%
Subtatal (95% CI) 198 197 100.0%
Heterogeneity: Mot applicable

Testfor overall effect: Z=1.83 (P =0.07)

018 -0.01, 0.38]
0.18 [0.01, 0.38]

10 5 0 5 10
Favours switch to AP Favours augment with AP

Testfor subdgroup differences: Mot applicable

AP: antipsychotic

Comparison 49. Augmenting with antipsychotic versus switch to bupropion

Figure 302: 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
49.1.1 Aripiprazole + SSRISNRI
Mohamed 2017 146 a05 114 511 100.0% 1.30[1.04, 1.60]
Subtotal (95% CI) 505 511 100.0% 1.30 [1.05, 1.60]
Total events 145 114
Heterogeneity: Mot applicable
Testfor overall effect 2= 2. 40 (P =0.02

0.01 0.1 1 10 100

. . Favours bupropion Favours AP
Testfor subaroup differences: Mot apnlicahle
AP: antipsychotic

Figure 303: Response (ITT)

Control Risk Ratio Risk Ratio

Experimental
M-H, Fixed, 95% ClI

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl
49.2.1 Aripiprazole + SSRISNRI

Mohamed 2017 ars 404 319 411 100.0% 1.19101.089,1.29]
Subtotal (95% CI) 505 511 100.0%  1.19[1.09,1.29]

Total events ars 4y
Heterogeneity: Mot applicable
Test for overall effect: £=4.02 (P = 0.0001)

0.01 01 1 10 100
Favours bupropion Favours AP

Test for subgroup differences: Mot applicable
AP: antipsychotic
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Figure 304: Discontinuation due to any reason

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

Control
Events Total

Experimental
Study or Subgroup Events Total

Risk Ratio
M-H, Fixed, 95% ClI

49.3.1 Aripiprazole + SSRISNRI

Mohamed 2017 e kz] a05 158 511 100.0% 0.63[0.51,0.79]
Subtotal (95% CI) 505 511 100.0% 0.63 [0.51, 0.79]
Total events a4 148

Heterogeneity: Mot applicable
Test for overall effect: £=4.08 (F = 0.0001)

10

0.01 01 100
. . Favours AP Favours bupropion
Test for subgroup differences: Mot applicable
AP: antipsychotic
Figure 305: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
49.4.1 Aripiprazole + SSRISNRI
Mohamed 2017 27 a0a 51 a11 100.0% 0.54[0.34,0.84] !‘
Subtotal (95% CI) 505 511 100.0%  0.54 [0.34, 0.84]
Total events 27 a1
Heterageneity: Mot applicahle
Testfor overall effect £= 2.72 (P = 0.007)
0.01 01 10 100

Testfor subaroup differences: Mot apnlicahle
AP: antipsychotic

Favours AP Favours bupropion

Comparison 50. Augmenting with buspirone versus continuing with antidepressant (+/-

placebo)

Figure 306: Remission (ITT)

Risk Ratio

Experimental Control
Weight M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Tofal

Risk Ratio
M-H, Fixed, 95% CI

50.1.1 Buspirone + paroxetine versus paroxetine

Fang 2011 14 46 il 45 100.0% 070042 1.18]
Subtotal (95% CI) 46 45 100.0% 0.70[0.42 1.18]
Total events 15 21

Heterogeneity: Mot applicakle
Test for overall effect Z=1.35F =018

P i

0.m

Testfar subaraup differences: Mot applicable
AD: antidepressant
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Figure 307: 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
50.2.1 Buspirone + S5RI versus placebo + SSRI
Appelberg 2001 17 51 16 51 25.3% 1.06[0.61, 1.868] — e
Subtotal (95% CI) 51 51 25.3% 1.06 [0.61, 1.86] B
Total events 17 16
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.21 (F = 0.83)
50.2.2 Buspirone + paroxetine versus paroxetine
Fang 2011 26 46 30 45 T4T% 0.85[0.61,1.18] 1
Subtotal (95% CI) 46 45 T4.T% 0.85 [0.61, 1.18]
Total events 26 30
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.99 (P =0.32)
Total (95% CI) a7 96 100.0% 0.90 [0.68, 1.19] &
Tatal events 43 46

0.1 10

Heterogeneity: Tau®= 0.00; Chi*= 0.50, df=1 (P = 0.48); F= 0% r
Test fi Il effect Z=0.75 (P =0.44 oo 100
estfor overall efiect Z=0.74 (P = 0.45) Favours continuing AD  Favours buspirane + AD
Testfor subaroup differences: Chi*= 046, df=1 (P =040, F= 0%
AD: antidepressant
Figure 308: Quality of life physical component score (PCS) 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
50.3.1 Buspirone + paroxetine versus paroxetine
Fang 2011 1294 11.42 46 13.68 11.43 45 100.0% -0.06 [-0.48, 0.35]
Subtotal (95% CI) 45 100.0% -0.06 [-0.48, 0.35]
Heterogeneity: Mot applicable
Test for overall effiect £=0.31 (F=0.76)
-10 5 ' 5 10
. . Favours continuing AD Favours buspirone + AD
Testfar subaroun differences: Mot applicable
AD: antidepressant
Figure 309: Quality of life mental component score (MCS) 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
50.4.1 Buspirone + paroxetine versus paroxetine
Fang 2011 2115 1348 46 19.98 17.18 45 100.0% 0.08 [-0.34, 0.45]
Subtotal {95% CI) 46 45 100.0% 0.08 [-0.34, 0.49]
Heterogeneity: Kot applicable
Testfor overall effiect Z=036 (F=0.72)
10 -5 0 g 10

Test for subgroun diferences: Mot applicable
AD: antidepressant
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Comparison 51. Augmenting with buspirone versus bupropion

Figure 310: 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% C|
51.1.1 Augmenting citalopram
Triwedi 2006 91 A6 286 8 53 279 1000% 0.20[0.04, 0.37]
Subtotal (95% Cl) 286 279 100.0% 0.20 [0.04, 0.37]

Heterogeneity: Mat applicable
Testfor overall effect Z= 239 (P = 0.02)

10 5 0 5
) ) Favours buspirone Favours bupropion
Testfor subgroup differences: Mot applicable

Figure 311: 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

51.2.1 Augmenting citalopram

Trivedi 2006 171 497 286 -253 438 279 100.0% 07 [0.01,0.34]
Subtotal (95% CI) 286 279 100.0% 0.17 [0.01, 0.34]
Heterogeneity: Mot applicable

Testfor overall effect: 2= 2.07 (P = 0.04)

0 -5 0 5
. . Favours buspirone Favours bupropion
Testfor subaroup differences: Mot apnlicable

Figure 312: 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

51.3.1 Augmenting citalopram

Trivedi 2006 86 286 83 279 100.0% 1.01[0.73,1.30]
Subtotal (95% CI) 286 279 100.0%  1.01[0.79, 1.30]
Total events a5 a3

Heterogeneity, Mot applicahle

Test for averall effect: Z= 0.08 (F=0.93)

0.01 0.1 1 10
, , Favours bupropion Fawvours buspirone
Testfor subaroup differences: Mot applicable

Figure 313: 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% CIl

100

51.4.1 Augmenting citalopram

Trivedi 2006 7T 286 88 279 100.0% 0.85 [0.66, 1.10]
Subtotal (95% CI) 286 279 100.0%  0.85[0.66,1.10]
Total events I ag

Heterogeneity: Mot applicable

Testfor overall effect Z=1.20(F=0.23)

0.01 0.1 1 10
. . Favours bupropion Fawvours buspirone
Testfor subaroup differences: Mot applicable
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Figure 314: Discontinuation due to side effects

Experimental Control Risk Ratio

Risk Ratio
M-H, Fixed, 85% CI

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

51.5.1 Augmenting citalopram

Trivedi 2006 59 28R 35 279 100.0% 164112, 2.41] !
Subtotal (95% CI) 286 279 100.0%  1.64[1.12, 2.41]

Total events a4 34

Heterageneity: Mot applicable
Testfor overall effect. Z= 2.54 (P = 0.01)

10

0.01 0.1 100
) ) Favours buspirone Fawvours bupropion
Test for suboroup differences: Mot applicable
Comparison 52. Augmenting with methylphenidate versus placebo
Figure 315: 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
52.1.1 Augmenting any AD
Ravindran 2008a -10.38 813 T2 -1083 812 T2 100.0% 0.06 [-0.27, 0.38]
Subtotal {95% CI) 72 72 100.0% 0.06 [-0.27, 0.38]
Heterogeneity: Mot applicahle
Testfor overall effect; Z= 033 (P=0.74)
10 -5 0 5 10
. i Favours methylphenidate Favours placebo
Testfor subaroup differences: Mot applicable
Figure 316: 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% CIl
52.2.1 Augmenting any AD
Patkar 2006 4 30 1 30 100.0% 4.00([0.47 33.73] l
Subtotal (95% Cl) 30 30 100.0% 4.00 [0.47, 33.73] —
Total events 4 1
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.27 (F=0.20)
I } } |
0.01 0.1 10 100

Testfor subgroup differences: Mot applicable

Figure 317: Response (ITT)

Control Risk Ratio
Events Total Weight M-H, Random, 95% Cl

Experimental
Study or Subgroup  Events  Total

Favours placebo Favours methylphenidate

Risk Ratio
M-H, Random, 95% CI

52.3.1 Augmenting any AD

|

.

Patkar 2006 12 30 T 30 181% 1.71[0.78, 3.79]
Ravindran 2008a 34 73 30 ¥2081.9% 112 [0.77,1.61]
Subtotal (95% CI) 103 102 100.0% 1.21 [0.87, 1.68]
Tatal events 46 a7
Heterogeneity: Tau®=0.00; Chi*= 085, df=1 {P=033), F=0%
Testfor overall effect Z=1.11 (F=0.27)
n.m

Test for subaroup differences: Not applicable
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Figure 318: 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% CIl
52.4.1 Augmenting any AD
Ravindran 20083 11 T3 4 T2 100.0% 2711[0.91,817)] t
Subtotal (95% Cl) 73 72 100.0%  2.71[0.91,8.12]
Total events ih! 4

Heterogeneity: Mot applicable
Test for overall effect: Z=1.78 (F=0.07)

1 1 1
0.01 0.1 10 100
) . Favours methylphenidate Fawours placebo
Testfor subaroup differences: Mot applicable

Figure 319: Discontinuation due to side effects

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 Augmenting any AD
Patkar 2006 2 30 2 30 58.0% 1.00[0.15, 6.64]
Ravindran 20083 G 73 ] F2O420% 1282074, 22343 L >
Subtotal (95% CI) 103 102 100.0% 2.92 [0.21, 40.65]
Total events 8 2

Heterogeneity Tau®=218; Chif= 242 df=1{P=012), F=53%
Testfor overall effect Z=080(F=0.43)

1 1 1
0.01 01 1 10 100
. ) Favours methylphenidate Favours placebo
Testfar subgroun diferences: Natapnlicable

Comparison 53. Augmenting with lithium versus continuing with antidepressant (+/-
placebo)

Figure 320: 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
53.1.1 Lithium + TCA versus placebo + TCA
Joffe 1993 121 7.3 17 144 8 16 48.9% -0.36 [1.05, 0.33]
Stein 1993 216 BT 16 227 119 18 51.1% -0.11 [F0.73, 0.56]
Subtotal (95% CI) 33 34 100.0% -0.23 [-0.71, 0.25]

Heterogeneity: Tauf = 0.00; Chi*= 0.25, df= 1 (P = 0.61); F= 0%
Testfor overall effect Z= 0.84 (P = 0.35)

0 5 i 5 10
Favours lithium + AD  Favours AD

Testfor subgroup differences: Mot applicable
AD: antidepressant
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Figure 321: Depression symptomatology change score

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

Std. Mean Difference
IV, Random, 95% Cl

53.2.1 Lithium + TCA versus placebo + TCA

Joffe 1993 81 483 17 -38 55 1B 29B6%  -0.81 [1.53,-0.10]
Stein 1993 73 485 16 79 95 18 318% 0.08 [0.50, 0.75]
Subtotal {95% CI) 33 34 61.3%  -0.36[-1.23, 0.51]

Heterogeneity: Tau®= 027, Chi*=3.14, df=1 (P =0.08) F=63%
Testfor averall effect Z=081 (F =042

53.2.2 Lithium + any AD versus any AD

Girlanda 2014 -7 8z ¥ -61 &7 22 38T% -0.12 F0.ES, 0.44]
Subtotal (95% CI) 27 22 3B.7% -0.12 [-0.69, 0.44]
Heterogeneity: Mot applicable

Testfor averall effect: Z=043 (P =0E67)

Total (95% CIj 60 56 100.0%  -0.26 [-0.76, 0.23]

-

3

+

Heterogeneity: Tau®= 0.08, Chi*= 347 di= 2 (P=018), F=42%

r :
-10 -4

!

}
] 10
Testfor averall effect: Z=1.05 (P =0.29) Favours lithium + AD Favours AD
Testfor subaroup differences: Chi*= 020, df=1 (P = 0.65). F= 0%
AD: antidepressant
Figure 322: 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
53.3.1 Lithium + TCA versus placebo + TCA
Joffe 1993 T 2 16 100.0% 267 [0.62,11.39) i
Subtotal (95% CI) 18 16 100.0% 2.67 [0.62, 11.39]
Total events 4 2
Heterageneity: Mot applicahle
Testfor overall effect £=1.32 (FP=0.19)
f f } {
0.0 01 10 100
. . Favours AD  Favours lithium + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
Figure 323: 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
53.4.1 Lithium + citalopram versus placebo + citalopram
Bautmann 1996 [ 10 2 14 A31% 420 [1.06, 16.68] ——
Subtotal (95% CI) 10 14 531% 4.20 [1.06, 16.68] —na——
Total events G 2
Heterageneity: Mot applicable
Testfor overall effect Z=2.04 (F=0.04)
53.4.2 Lithium + nortriptyline versus placebo + nortriptyline
Mierenberg 2003a 2 18 317 469% 0.63[0.12,3.32 —
Subtotal (95% CI) 18 17 46.9% 0.63[0.12, 3.32] ——eel———
Total events 2 3
Heterageneity: Mot applicable
Testfor overall effect, £=0.55 (P = 0.59)
Total (95% Cl) 28 31 100.0% 1.72 [0.27, 11.05] ——ee
Total events a a
_I;ietnta;ugenelwl:l T?ru :;fg;?ﬁhlpz_%g; df=1{F=0.08); F=66% YT i 0 pr
estfar averall effect 7= 0.58 (P = 0.57) Favours continuing AD  Favours lithium + AD

Testfor subaroup differences: Chi®= 2897, df=1 (F =008}, F=66.3%
AD: antidepressant
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Figure 324: 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
53.5.1 Lithium + any AD versus any AD
Gitlanda 2014 2 29 5 27 811% 0.37[0.08,1.76] ——
Subtotal (95% CI) 29 27 51.1% 0.37 [0.08, 1.76] —eoni
Total events 2 ]

Heterogeneity: Mot applicahle
Test for averall effect Z=1.25(F =0.21)

53.5.2 Lithium + TCA versus placebo + TCA

Joffe 1993 1 18 0 16 126% 2B8[0.12, B1.58]
Stein 1953 0 16 0 18 Mot estimahble

Subtotal (95% Cl} 34 34 12.6% 2.68 [0.12, 61.58] — e —
Total events 1 i}

Heterogeneity: Mot applicahle
Test for overall effect 2= 062 (F = 0.54)

53.5.3 Lithium + nortriptyline versus placebo + nortriptyline
Mierenherg 2003a 2 18 2 17 36.3% 0.94 [0.15, 5.87] :
Subtotal (95% CI) 18 17 36.3% 0.94 [0.15, 5.97]

Total events 2 2

Heterogeneity: Mot applicahle
Test for averall effect Z= 0.06 (F = 0.95)

Total (95% CI) 81 78 100.0% 0.67 [0.22, 2.03] e

Total events ] 7

Heterogenaity: Tau : 0.00; Chi*=144 df=2(P=048; F=0% T o e o0
Testfor averall effect £=0.71 (F =0.43) Favours lithium + AD  Favours AD

Testfor subgroup diferences: Chit=1.44, df= 2 (P =049, F=0%
AD: antidepressant

Figure 325: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
53.6.1 Lithium + TCA versus placebo + TCA
Joffe 1993 1 18 ] 16 100.0% 2681012, 61.58] .
Stein 1993 a 16 a 18 Mot estimable
Subtotal (95% CI) 34 34 100.0% 2.68[0.12,61.58] e ——
Total events 1 a

Heterogeneity: Mot applicahle
Testfor overall effect Z= 062 (P=054)

0.01 0.1 10 100
) . Favours lithium + AD  Favours AD
Testfor subaroup differences: Mot applicable

AD: antidepressant
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Comparison 54. Augmenting with lithium versus switch to antipsychotic

Figure 326: Remission (ITT)

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

Risk Ratio
M-H, Fixed, 95% Cl

54.1.1 Lithium + SSRlivenlafaxine versus quetiapine (discontinue SSRlivenlafaxine)

01 1

10 100

Favours antipsychotic  Favours lithium

Bauer 2013 G0 229 53 228 100.0% 1.13[0.82,1.595]
Subtotal (95% CI) 229 228 100.0% 1.13 [0.82, 1.55]
Total events G0 a3
Heterogeneity: Mot applicahle
Testfor averall effect Z=073 (P = 0.46)
0.01
Testfor subgroup differences: Mot applicable
Figure 327: Response (ITT)
Experimental Control Risk Ratio

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

Risk Ratio
M-H, Fixed, 95% Cl

54.2.1 Lithium + SSRIvenlafaxine versus quetiapine (discontinue SSRlivenlafaxine)

Bauer 2013 102 229 114 228 100.0% 0.89[0.73,1.08]
Subtotal (95% CI) 229 228 100.0%  0.89 [0.73, 1.08]
Total events 102 114

Heterogeneity: Mat applicable
Testfor averall effect Z=117 (P=0.24)

0.01

01 1

10 100

Favours antipsychotic  Favours lithium

Testfor subgroup differences: Mot applicable

Figure 328: Discontinuation due to any reason

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

Risk Ratio
M-H, Fixed, 95% Cl

54.3.1 Lithium + SSRIvenlafaxine versus quetiapine (discontinue SSRlivenlafaxine)

Bauer 2013 47 229 49 228 100.0% 0.85[0.67,1.36]
Subtotal (95% CI) 229 228 100.0%  0.95[0.67,1.36]
Total events 47 49

Heterogeneity: Mat applicable
Testfor averall effect 2= 025 (P =0.80)

10 100

0.01 0.1 1
. ) Favours lithium Favours antipsychotic
Testfor subgroup differences: Mot applicable
Figure 329: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
54.4.1 Lithium + SSRlvenlafaxine versus guetiapine (discontinue SSRlivenlafaxine)
Bauer 2013 18 229 78 228 1000%  0.64[0.361.12] 1
Subtotal (95% Cl) 229 228 100.0% 0.64 [0.36,1.12]
Total events 18 28
Heterogeneity: Mot applicable
Testfor averall effect Z=155 P =012
0.01 0.1 10 100

Testfor subgroup differences: Mot applicable
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Comparison 55. Augmenting with lithium versus augmenting with a psychological
intervention

Figure 330: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
55.1.1 Lithium + SSRI/SNRI'moclobemide versus CBT individual + $SRISNRIImoclobemide
kennedy 2003 128 7.2 19 158 71 20 100.0% -0.41 F1.09, 0.23]
Subtotal (95% CI) 19 20 100.0% -0.41 [-1.05, 0.22]
Heterogeneity: Mot applicable
Test for averall effect: Z=1.27 (P =0.20)

10 5 0 g 10
Favours lithium Favours psych

Test for subgroup differences: Mot applicable

Figure 331: 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
55.2.1 Lithium + SSRIISNRI/moclobemide versus CBT individual + SSRI/SNRI/moclobemide
Kennedy 2003 1.2 5% 149 37 564 20 100.0% -0.42 [-1.06, 0.21]
Subtotal (95% CI) 19 20 100.0% -0.42 [-1.06, 0.21]
Heterageneity: Mot applicable
Testfor overall effect Z=1.31 (P=019)

-10 5 0 5 10
Favours lithium Favours psych

Test for subaroup differences: Mot applicable

Figure 332: Depression symptomatology at 1-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
55.6.1 Lithium + SSRI/'SNRI/moclobemide versus CBT individual + $SRISNRIimoclobemide
kennedy 2003 42 67 19 148 949 20 100.0% -0.65 [F1.29, 0.00]
Subtotal (95% CI) 19 20 100.0% -0.65 [-1.29, 0.00]

Heterogeneity: Mot applicable
Test for averall effect: Z=1.96 (P = 0.05)

1 1
-10 -4 ] 3 10
Favours lithium Favours psych

Test for subgroup differences: Mot applicable

Figure 333: 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
55.3.1 Lithium + SSRI/SNRI/moclobemide versus CBT individual + §SRI/SNRI/moclobemide

Kennedy 2003 a 21 g 23 100.0% 1.46 [0.61, 3.51]
Subtotal (95% CI) 21 23 100.0%  1.46 [0.61, 3.51]
Total events 2 3]

Heterogeneity: Mot applicable
Testfor averall effect: 2= 085 (P = 0.40)

0.01 0.1 1 10 100
) ) Favours psych Favours lithium
Testfor subaroup differences: Mot applicable
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Figure 334: 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
55.4.1 Lithium + SSRI/SNRI/moclobemide versus CBT individual + § SRI/SNRI/moclobemide
Kennedy 2003 3 1 3 23 100.0% 1.10[0.25, 4.84]
Subtotal (95% CI) 21 23 100.0%  1.10[0.25, 4.84]
Total events 3 3

Heterogeneity: Mot applicable
Testfor averall effect: Z=012 (P =0.90)

1
0.01 0.1 1 10 100
Favours lithium Favours psych

Testfor subdroup differences: Mot applicable

Figure 335: Discontinuation due to side effects

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

55.5.1 Lithium + SSRUSNRImoclobemide versus CBT individual + S SRUSNRImoclobemide
Kennedy 2003 1 2 0 23 1000%  3.27 [0.14, T6.21] l
Subtotal {95% CI) 21 23 100.0% 3.27 [0.14, 76.21]

Total events 1 a
Heterageneity: Mat applicable
Testfor averall effect: Z=0.74 (F = 0.46)

0.01 0.1 10 100
. . Favours lithium  Favours psych
Testfor subaroup differences: Mot applicahle

Comparison 56. Augmenting with lithium versus augmenting with TCA

Figure 336: 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
56.1.1 Lithium + fluoxetine versus desipramine + fluoxetine
Fava 19943 106 &6 14 1349 72 12 I70% -0.60 F1.28, 0.28] =7
Fava 2002 124 A&7 34 141 TE 34 FI0% -0.25 073, 0,23 ,
Subtotal (95% CI) 48 46 100.0% -0.32 [-0.73, 0.09]

Heterogeneity: Tau®= 0.00; Chi*=0.29, df=1 (P =059 F=0%
Testfor averall effect Z=153 (F=013)

1
-10 -5 0 5 10
) ) Favours lithium Favours TCA
Testfor subdroup differences: Mot applicable

Figure 337: 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
56.2.1 Lithium + fluoxetine versus desipramine + fluoxetine
Fava 19943 -5F a3 12 -79 449 14 I7.0% 0.42 [0.36,1.20]
Fava 2002 -36 A2 34 -35 506 34 7% -0.02 048, 0.46]
Subtotal (95% CI) 46 48 100.0% 0.10 [-0.31, 0.51]

Heterogeneity: Tau®= 0.00; Chi*= 0.87, df=1{P=0.39), F=0%
Testfor averall effect Z=049 (F=063)

10 5 0 5 10
. ’ Favours lithium Favours TCA
Testfor subaroup differences: Mot applicahle
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Figure 338: 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
56.3.1 Lithium + fluoxetine versus desipramine + fluoxetine
Fava 15944 4 14 3 12 27.9% 114032, 417
Fava 2002 a8 34 10 34 Ti1% 0.80[0.36,1.78]
Subtotal (95% CI) 48 46 100.0% 0.88 [0.45, 1.74]
Total events 12 13

Heterogeneity: Tau®= 0.00; Chi*= 021, df=1 (P=0.64) F=0%
Testfor averall effect Z=036(F=0.72)

0.01 01 1 10 100
) ) Favours TCA Fawours lithium
Testfor subgroup differences: Mot applicahle

Figure 339: 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
56.4.1 Lithium + fluoxetine versus desipramine + fluoxetine
Fava 13943 2 14 3 12 33.5% 0.87 [0.11, 2.87] —
Fava 2002 5 34 5 34 BES% 1.00[0.32, 3.14] i
Subtotal (95% CI) 48 46 100.0% 0.83 [0.33, 2.11]
Total events 7 a

Heterogeneity: Tau®= 0.00; Chi*=0.31, df=1 (P=0.68), F= 0%
Test for overall effect £= 0.39 (F = 0.64)

om 0.1 10 100
Favours lithium  Favours TCA

Testfor subgroup diferences: Mot applicakle

Figure 340: Discontinuation due to side effects

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

56.5.1 Lithium + fluoxetine versus desipramine + fluoxetine
Fawa 19943 1 14 2 12 100.0% 0.43[0.04, 416 l
Subtotal (95% CI) 14 12 100.0%  0.43 [0.04, 4.16]

Total events 1 2

Heterageneity: Mot applicahle
Testfor overall effect Z=0.73 (P =0.47)

0.01 01 10 100
Favours lithium Favours TCA

Testfor subaroup differences: Mot apnlicahle
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Comparison 57. Augmenting with omega-3 fatty acids versus placebo

Figure 341: 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 Omega-3 + sertraline versus placebo + sertraline
Jahangard 2018 G 238 25 172 3482 25 327% -3.67 [4.60,-2.74] ——
Subtotal (95% CI) 25 25  32.7T% -3.67 [4.60, -2.74] <

Heterageneity: Mot applicable
Testfor overall effect: Z=7.72 (P = 0.00001)

57.1.2 EPA + SSRlversus placebo + S5RI

MNemets 2002 116 (2 10 20 &8 10 32.6% -1.06 [-2.01,-0.11] ——
Subtotal {95% CI) 10 10 32.6% -1.06 [-2.01, -0.11] <4
Heterageneity: kot applicable

Testfor averall effect: Z=2.18 (P =0.03)

57.1.3 EPA/DHA + any AD versus placebo + any AD

Mozaffari-kKhosravi 2013 11.86 3.39 41 137 275 21 34.6% -0.54 [-1.07,-0.00] 4
Subtotal (95% CI) 41 21 34.6% -0.54 [1.07, -0.00] L 2
Heterogeneity: Mot applicable

Test for overall effect: £=1.97 (P = 0.04)

Total (95% CI) 76 56 100.0% -1.73[-3.59,0.12] -

Heterooeneity: Tau®= 2.52; Chi®=32.83, df= 2 (P = 0.00001}; F= 94% I 1 | {
. -0 Rl i 5 10

Test for overall effect: Z=1.83 (P =0.07) Favours omega-3 Favours placebo

Testfor subaroup differences: Chi*= 3283, df= 2 (F = 0.00001), F=93.9%

Figure 342: 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 Omega-3 + sertraline versus placebo + sertraline
Jahangard 2018 -31.2 5 28 194 542 25 33.5% -2.72[-3.490,-1.94] —
Subtotal (95% CI) 25 25 33.5% -2.72 [-3.50, -1.94] <&

Heterogeneity: Mot applicable
Testfor overall effect: Z=6.79 (P = 0.00001)

57.2.2 EPA + 58RI versus placebo + SSRI

MNemets 2002 -12.4 446 10 -23 695 10 20.9% -1.66 [-2.70,-0.61] ——
Subtotal (95% CI) 10 10 30.9% -1.66 [-2.70, -0.61] -

Heterogeneity: Mot applicable
Testfor overall effect: Z= 310 (P =0.003)

57.2.3 EPA/DHA + any AD versus placebo + any AD

Mozaffari-kKhasravi 2013 -3.84 34 41 1.8 229 21 35.6% -0.62 [-1.16,-0.08] L
Subtotal (95% CI) 41 21 35.6% -0.62 [-1.16, -0.08] L 2
Heterogeneity: Mat applicable

Testfor overall effect: Z=2.27 (F=0.02)

Total (95% CI) 76 56 100.0%  -1.65[-3.02, -0.27] -

Heterageneity: Tau?= 1.30; Chif= 18,05, df = 2 (P = 0.0001); F= 90% F t J |
. 10 -5 0 g 10

Test for overall effect Z = 2.35 (P = 0.02) Favours omega3 Favours placebo

Test for subaroup differences: Chi*=19.05, df= 2 {F = 0.0001), F=83.4%

Figure 343: 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

57.3.1 EPA/DHA + any AD versus placebo + any AD
Mozaffari-khosravi 2013 5 a4 ] 27 100.0% 5.60[0.32, 897.69] l

Subtotal (95% CI) 54 27 100.0% 5.60 [0.32, 97.69] —

Total events 5 0

Heterogeneity: Mot applicable
Test for overall effect Z2=1.18 (P = 0.24)

1 1
0.01 01 10 100
Favours placebo Favours omega-3

Testfor subgroup differences: Mot applicable
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Figure 344: 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
57.4.1 EPA + S5Rl versus placebo + SSRI
Memets 2002 ] 10 1 10 Z6.8% B.00[0.87, 41.21] T &
Subtotal (95% Cl) 10 10 26.8% 6.00 [0.87, 41.21] | ——
Total events 3] 1
Heterogeneity: Mot applicable
Test for overall effect: Z=1.82 (F=0.07)
57.4.2 EPA + any AD versus placebo + any AD
Feet 2002 16 52 4 17 58.7% 1.31[0.81, 3.39] —|:
Subtotal (95% Cl) 52 17 58.7% 1.31 [0.51, 3.38]
Total events 16 4
Heterageneity: Mot applicable
Test for overall effect: Z=0.55 (F = 0.58)
57.4.3 EPA/DHA + any AD versus placebo + any AD
Mazaffari-kKhasraw 2013 g a4 a 27 148% 6.62[0.39,113.30] +
Subtotal (95% Cl) 54 2T  14.5% 6.62 [0.39, 113.30] e —
Total events g a
Heterageneity: Mot applicable
Testfor overall effect: Z=1.30(F=019)
Total (95% CI) 116 54 100.0% 2.49[0.77, 8.06] o ot
Total events 28 5

N 2 — - 2= — —_ LR = I 1 1 1
Heterageneity: Tau = 038, Chi*=291,df=2 (P=023},F=31% 'D.D1 0!1 1'D 1DD'
Testfor averall effect Z=1.52 (P =013} Favours placebo Favours omega-3
Test for subgroup differences: Chif= 270, df=2 (P=0.26), F=259%

Figure 345: 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
57.5.1 Omega-3 + sertraline versus placebo + sertraline
Jahangard 2018 1] 248 1] 258 Mot estimahle
Subtotal {(95% Cl) 25 25 Not estimable
Total events a a
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
57.5.2 EPA + S5Rl versus placebo + SSRI
Memets 2002 ] 10 1 10 47% 0.33[0.02, 737
Subtotal (95% Cl) 10 10 4.7T% 0.33 [0.02,7.32] e ——
Total events a 1
Hetarogeneity: Mat applicable
Testfor overall effect: Z=070 (F =0.49)
57.5.3 EPA + any AD versus placebo + any AD
Feet 2002 ] a2 4 18 33.8% 0582017, 1.63] —
Subtotal (95% Cl) 52 18  33.8% 0.52 [0.17, 1.63] ~l—
Total events 3] 4
Heterageneity: Mot applicable
Testfor overall effect: Z=1.12 (F=0.25)
57.5.4 EPAIDHA + any AD versus placebo + any AD
Mozaffari-Khosravi 2013 13 a4 ] 27 B1.A% 1.08[0.48, 2.53] 1
Subtotal (95% Cl) 54 2T  61.5% 1.08 [0.46, 2.53]
Total events 13 3]
Heterageneity: Mot applicable
Test for overall effect: Z=0.18 (F =0.85)
Total (95% CI) 141 80 100.0% 0.80 [0.41, 1.56] e o8
Total events 14 ih!

ihae 2 = - - - - SR = ! 1 } 1
Heterageneity Tau®= 0.00; Chi*=1.34, df =2 (FP=051), F=0% 'D.D1 0!1 1'D 1DD'

Test for overall effect: Z= 066 (F =0.51)
Testfor subaroup differences: Chif=1.34, df =2 (P =051}, F= 0%
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Figure 346: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
57.6.1 Omega-3 + sertraline versus placebo + sertraline
Jahangard 2018 ] 25 ] 25 Mat estimahle
Subtotal (95% Cl) 25 25 Not estimable
Total events a a

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

57.6.2 EPA + 55Rl versus placebo + SSRI

MNermets 2002 0 10 0 10 Mot estimatle
Subtotal (95% CI) 10 10 Not estimable
Total events a a

Heterageneity: Mot applicable
Test for overall effect: Mot applicable

57.6.3 EPA + any AD versus placebo + any AD

Feet 2002 1 52 1 18 17.0% 0.35[0.02, 5.29]
Subtotal (95% Cl) 52 18 17.0% 0.35[0.02, 5.25] —e R ——
Total events 1 1
Heterageneity: Mot applicable

Testfor overall effect Z=076 (F=0.44)

57.6.4 EPA/IDHA + any AD versus placebo + any AD

Mazafari-Khosrav 2013 5 54 4 27 82.0% 0,63 [0.18, 2.14] ——
Subtotal (95% Cl) 54 2T 83.0% 0.63[0.18, 2.14] ~
Total events 5 4
Heterageneity: Mot applicable
Testfar averall effect Z=0.758 (P =0.45)
Total (95% CI) 141 80 100.0% 0.57 [0.18,1.73] —eal-—
Total events g 5
ity == S Chif= = = R= } } }
_ll-_ietnta;ugeneltyl.lT?ru ;ZDP?,SDUNP—_D;% df=1{F=070) F=0% 0o 01 10 100
esttor overall efiecl 2=1. ( - ) Fawours omega-3 Favours placebo
Test for subgroup differences: Chif= 0148, df=1 (F=0701, F= 0%
Figure 347: 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
57.7.1 Omega-3 + sertraline versus placebo + sertraline
Jahangard 2018 348 126 25 1036 256 25 100.0% -336 [F4.24 -2.47] !‘
Subtotal (95% CI) 25 25 100.0% -3.36 [-4.24, -2.47]

Heterogeneity: Mot applicable
Testfor averall effect: Z=7.46 (P = 0.00001)

10 5 0 5 10
) . Favours omega-3 Favours placebo
Testfor subgroup differences: Mot applicable

Comparison 58. Augmenting with thyroid hormone versus continuing with
antidepressant (+/- placebo)

Figure 348: 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
58.1.1 Triiodothyronine (T3) + TCA versus placebo + TCA
Joffe 1993 11 B4 17 149 8 16 100.0% -0.83F1.22 017
Subtotal (95% CI) 17 16 100.0% 0.53[1.22,017]

Heterageneity: Mot applicable
Testfor averall effect Z=148 (F=014)

10 5 0 i
. . Favours thyroid + AD Favours AD
Test for subgroup differences: Mot applicable

AD: antidepressant
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Figure 349: Depression symptoms 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
58.2.1 Triiodothyronine (T3) + TCA versus placebo + TCA

Joffe 1993 7.8 443 17 -38 55 16 1000%  -0.78[1.50,-0.07] !
Subtotal (95% CI) 17 16 100.0%  -0.78 [1.50, -0.07]

Heterogeneity: Mot applicable
Test for averall effect: Z= 216 (P =0.03)

10

5 0

A 10
. . Favours thyroid + AD  Favours AD
Test for subgroup differences: Mot applicable
AD: antidepressant
Figure 350: 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
58.3.1 Thyroid hormone + paroxetine versus paroxetine
Fang 2011 18 48 21 45 B1.1% 0.80[0.50,1.30]
Subtotal (95% CI) 48 45  61.1% 0.80 [0.50, 1.30]
Total events 18 21
Heterogeneity: Mot applicahle
Testfor overall effect 2= 089 (F =0.37)
58.3.2 Triiodothyronine (T3) + TCA versus placebo + TCA
Joffe 1993 7 17 2 16 3B.9% 3.28[0.80,13.57] T
Subtotal (95% CI) 17 16  38.9% 3.20 [0.80,13.57] -euii——
Total events 7 2
Heterogeneity: Mot applicahle
Test for averall effect Z=1.65(F=0.10)
Total (95% CI) 65 61 100.0% 1.39 [0.35, 5.53] el
Total events 25 23
Heterogeneity: Tau==. 075, ChiF=3.58,df=1 (P=0.06), F=72% 'D.D1 Df1 1'D 1IZIIZI'
Test for averall effect Z= 047 (F = 0.64) Favours AD  Favours thyraid + AD
Testfor subgroup diferences: Chit= 3.42, df=1 (P = 0.06), F=70.8%
AD: antidepressant
Figure 351: 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
58.4.1 Thyroid hormone + paroxetine versus paroxetine
Fang 2011 28 48 30 45 100.0% 0.88 [0.64,1.20]
Subtotal (95% CI) 48 45 100.0% 0.88 [0.64, 1.20]
Total events 28 30
Heterageneity: Mot applicahle
Testfor overall effect £=0.83 (P = 0.41)
0.01 0.1 1 10 100
. . Favours AD  Favours thyroid + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
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Figure 352: Discontinuation due to any reason

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

Risk Ratio
M-H, Fixed, 95% CI

58.5.1 Triiodothyronine (T3) + TCA versus placebo + TCA

Joffe 1953 a 17 a 16 Mot estimahle
Subtotal (95% CI) 17 16 Not estimable
Total events 1} 1}

Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable

f
10

0.01 0.1 100
. , Favours thyroid + AD Favours AD
Testfor subgroun differences: Mot applicable
AD: antidepressant
Figure 353: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
58.6.1 Triiodothyronine (T3) + TCA versus placebo + TCA
Joffe 1953 1} 17 1} 16 Mot estimable
Subtotal (95% CI) 17 16 Not estimable
Total events 1} 1}
Heterogeneity; Mot applicable
Test for overall effect; Mot applicahle
.01 0.1 10 100

Favours thyroid + AD Favours AD

Testfor subgroup differences: Mot applicable
AD: antidepressant

Figure 354: Quality of life physical component score (PCS) change score

Std. Mean Difference
IV, Fixed, 95% Cl

Experimental Control

Std. Mean Difference
IV, Fixed, 95% Cl

Study or Subgroup  Mean SD Total Mean S0 Total Weight

58.7.1 Thyroid hormone + paroxetine versus paroxetine

Fang 2011 12,33 1018 43 13.68 11.43 45 100.0% -012[-0.53,0.28]
48 45 100.0% -0.12 [-0.53, 0.28]

Subtotal (95% CI)
Heterogeneity, Mot applicable
Test for overall effect Z= 060 {F =0.59)

Testfor subaroun differences: Mot applicable
AD: antidepressant

1
-4 a g 10
Favours AD  Favours thyroid + AD

Figure 355: Quality of life mental component score (MCS) change score

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
58.8.1 Thyroid hormone + paroxetine versus paroxetine
Fang 2011 19.67 17.05 43 19.98 1718 45 100.0% -0.02 [-0.42,0.39]
Subtotal (95% CI) 8 45 100.0% -0.02 [-0.42, 0.39]
Heterogeneity: Mat applicahle
Testfor overall effect Z=009 {F =093
} } t } |
-10 -5 1] g 10
) . Favours AD Favours thyroid + AD
Testfar subaroun diferences: Mot applicable
AD: antidepressant
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Comparison 59. Augmenting with thyroid hormone versus augmenting with lithium

Figure 356: 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
59.1.1 Triiodothyronine {(T3) + TCA versus lithium + TCA
Joffe 1993 11 G4 17 121 73 17 196% -016 083, 0.52)
Subtotal (95% CI) 17 17 19.6% -0.16 [-0.83, 0.52]

Heterogeneity: Mot applicable
Testfor averall effect: Z= 046 (F = 0.69)

59.1.2 Triiodothyronine (T3) + any AD versus lithium + any AD

Mierenberg 2006 4945 i 73114 52 A9 B04% -0.37 [-0.70,-0.04] .
Subtotal (95% CI) 73 69 B80.4% -0.37 [-0.70, -0.04] 4
Heterageneity: Mat applicable

Testfor averall effect Z=219(F=0.03)

Total (95% CI) 90 86 100.0%  -0.33[0.63,-0.03] +

Heterogeneity Tau?= 0.00; Chi*t= 0.31, df=1 (P = 0.58); F=0% f f ! |
Testf Il effect 7= 216 (P = 0.03 10 -2 v > 1
estfor overall effect: 7= 2.16 (P = 0.03) Favours thyroid Favours lithium

Testfor subaroup differences: Chis= 031, df=1 (P =0.58), F= 0%

Figure 357: 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
58.2.1 Triipdothyronine (T3) + TCA versus lithium + TCA
Joffe 19493 -7 443 17 -8.1 483 17 19.4% 0.06 [0.61,0.74]
Subtotal (95% CI) 17 17 19.4% 0.06 [-0.61, 0.74]

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.18 (P =0.85)

58.2.2 Triiodothyronine (T3) + any AD versus lithium + any AD

Mierenbery 2006 -2.3 333 T3 1B 344 69 B0.E% -0.21 F0.54,0.12] !
Subtotal (95% CI) 73 69 B80.6% -0.21[-0.54,0.12]
Heterogeneity, Mot applicakle
Testfor overall effect Z=1.22 (P=0.22)
Total (95% CI) 90 86 100.0% -0.15 [-0.45, 0.14] L
Heterogeneity, Tau= 0.00; Chi*=0.50, df=1 (P = 0.48); F= 0% 5_1 P 55 3 % 10:
Testfor overall eﬁec_t: Z=1.02 (F':_ 0.31) Favours thyraid Favaurs lithium
Testfor subgroun differences: Chi= 050, df=1 (P = 0.48), F= 0%
Figure 358: 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
59.3.1 Triicdothyronine (T3) + TCA versus lithium + TCA
Joffe 1993 7 17 G 18 41.5% 1.24[0.52, 2.94]
Subtotal (95% CI) 17 18  41.5% 1.24 [0.52, 2.94]
Total events 7 A
Heterogeneity: Mot applicahle
Testforoverall effect Z= 048 {F = 0.63)
50.3.2 Triiodothyronine (T3} + any AD versus lithium + any AD
MNigrenberg 2006 18 73 ] 69 58.5% 1.88 051, 3.82] ——
Subtotal (95% CI) 73 69 58.5% 1.89 [0.91, 3.92] -
Total events 18 ]
Heterogeneity: Mot applicahle
Test for overall effect 2= 1.71 (F = 0.0&)
Total (95% CI) 90 &7 100.0% 1.58 [0.91, 2.77] o
Total events 25 15
Heterogeneity: Tau‘zl 0.00; ChF=0.486, df=1(P=046) F=0% 'D.D1 Df1 1'D 1IZIIZI'
Test for averall effect Z=162(F=0.11) Favours lithium  Favours thyraid

Testfor subagroup differences: Chi®= 094, df=1 (P = 0.46), F=0%
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Figure 359: 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
59.4.1 Triiodothyronine (T3) + any AD versus lithium + any AD
Mierenherg 2006 17 73 11 9 100.0% 1.46[0.74, 2.89]
Subtotal (95% CI) 73 69 100.0% 1.46 [0.74, 2.89]
Total events 17 "

Heterogeneity: Mot applicable
Test for overall effect Z=1.09 (P =0.28)

0.01 01 1 10 100
. . Favours lithium  Favours thyroid
Test for subgroup differences: Mot applicable

Figure 360: 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
59.5.1 Triiodothyronine (T3) + TCA versus lithium + TCA

Joffe 1953 0 17 1 18 100.0% 0.35[0.02, B.09] l
Subtotal (95% CI) 17 18 100.0% 0.35[0.02, 8.09]
Total events a 1

Heterogeneity: Mot applicable
Test for overall effect Z= 065 (F=0.481)

0.01 01 10 100
Favours thyroid Fawvours lithium

Test for subgroup differences: Mot applicable

Figure 361: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
59.6.1 Triiodothyronine (T3) + TCA versus lithium + TCA
Joffe 1993 ] 17 1 18 6.5% 0.35[0.02, 8.09]
Subtotal (95% CI) 17 18 6.5% 0.35 [0.02, 8.09] —— N ——
Total events a 1

Heterogeneity: Mot applicahle
Test for overall effect Z2= 065 (P =0.51)

59.6.2 Triiodothyronine (T3) + any AD versus lithium + any AD

Mierenberg 2006 77 16 63 93.5% 0.41[0.18, 0.94] t
Subtotal (95% CI) 73 69 93.5% 0.41 [0.18, 0.94]

Total events 7 16

Heterogeneity: Mot applicahle
Testfor overall effect £= 210 (F = 0.04)

Total (95% CI) 90 87 100.0% 0.41[0.18, 0.91] e

Total events 7 17

Heterageneity: Tau = 0.00; Chi*=0.01,df=1{P=0.92), F=0% o o e o
Testfor overall effect £=2.20 (F =0.03) Favours thyroid  Favours lithium

Testfor subgroup differences: Chif=0.01, df=1 (P= 04927, F=0%

Comparison 60. Switching to ECT versus switching to paroxetine

Figure 362: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Falkerts 19497 125 34 1 23 104 18 100.0% -1.35[-2.06, -0.69]
Total (95% CI) 21 18 100.0% -1.35 [-2.06, -0.65] <
Heterogeneity: Mat applicable 5_1 0 % D é 1D=
Test far averall effect: 2= 3.76 (P = 0.0002) Favours ECT Favours AD
AD: antidepressant
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Figure 363: 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% Cl
Folkerts 1987 -18.6 329 1 -96 7.249 18 100.0% -1.61 [-2.34,-0.87]
Total (95% CI) 21 18 100.0%  -1.61[-2.34, -0.87] L 3
Heterogeneity: Mat applicable 5_1 0 % D é 1D=
Test far averall effect: £=4.29 (P = 0.0001) Favours ECT Favours AD
AD: antidepressant
Figure 364: 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
Folkerts 1987 15 21 A 19 100.0% 271 [1.22, 6.04]
Total (95% CI) 21 19 100.0%  2.71[1.22, 6.04] e
Total events 14 a
Heterogeneity: Nntappllcable 'D.D1 D!1 1-0 1DD'
Test for overall effect £= 245 (F=0.01) Favours AD Favours ECT
AD: antidepressant
Figure 365: 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
Folkerts 1987 ] 21 1 19 100.0% 0.30[0.01, 7.02]
Total (95% CI) 21 19 100.0%  0.30[0.01, 7.02] ——e S ——
Total events ] 1
Heterageneity: Nntapphcable o o T 100
Testfor overall effect £=0.74 (P = 0.46) Favours ECT Favours AD
AD: antidepressant
Figure 366: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Folkeris 1997 1} M 1} 14 Mot estimable
Total (95% CI) 21 19 Not estimable
Total events a a
Heterageneity: Mat applicable o 0 10 100

Test for overall effect; Mot applicahle

AD: antidepressant
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Comparison 61. Augmenting with ECT versus continuing with antidepressant

Figure 367: 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
61.1.1 ECT + citalopram versus citalopram

Haghighi 2013 1405 425 20 13.65 3.94 20 100.0% 0.08 [0.54, 0.70]

Subtotal (95% CI) 20 20 100.0% 0.08 [-0.54, 0.70]

Heterogeneity: Mat applicable
Test for owerall effect: Z= 027 (P =0.79)

10 -5 0 5 10
. i Favours ECT +AD  Favours AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 368: 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
61.2.1 ECT + citalopram versus citalopram
Haghighi 2013 -28.3 T.38924 20 -21.45 4964091 20 100.0% -0.60 [-1.23, 0.04]
Subtotal (95% CI) 20 20 100.0% -0.60 [-1.23, 0.04]
Heterageneity, Mot applicable
Test for overall effect: Z2=1.84 (P = 0.06)
-10 -5 0 5 10
) _ Favours ECT +AD  Favours AD
Test for suboroup differences: Mot apnlicable
AD: antidepressant
Comparison 62. Augmenting with ECT versus augmenting with exercise
Figure 369: 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
62.1.1 ECT + citalopram versus exercise + citalopram
Salehi 2016 15.35 4.03 200 148 4487 20 100.0% 012 [-0.50,0.74]
Subtotal (95% CI) 20 20 100.0% 0.12 [-0.50, 0.74]
Heterogeneity: Mot applicable
Testforoverall effect Z=038 (P=0.70)
10 -5 0 5 10
. i Favours ECT Favours exercise
Test for subaroup differences: Mot applicable
Figure 370: Depression symptomatology change score
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
62.2.1 ECT + citalopram versus exercise + citalopram
Salehi 2016 -2ETE 702 20 -25485 57 20 100.0% -018 [-0.81, 0.44]
Subtotal (95% CI) 20 20 100.0% -0.18 [-0.81, 0.44]
Heterageneity: Mot applicahle
Test for averall effect, 2= 0.58 (F = 0.5E6)
10 -5 0 5 10
. . Favours ECT Favours exercise
Test for subaroup differences: Mot apnlicable
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Figure 371: 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
62.3.1 ECT + citalopram versus exercise + citalopram
Salehi 2016 2 20 2 20 100.0% 1.00[0.16, 5.42]
Subtotal (95% CI) 20 20 100.0% 1.00 [0.16, 6.42]
Total events 2 2
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.00 (F =1.00)

0.01 01 1 10 100

. . Favours exercise Favours ECT
Test for subgroup differences: Mot applicable

Comparison 63. Augmenting with ECT + exercise versus augmenting with exercise

Figure 372: 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% Cl
63.1.1 ECT + exercise + citalopram versus exercise + citalopram
Salehi 2016 a8 7.1 20 148 4.87 20 100.0% -0.99 [-1.65,-0.33] !
Subtotal (95% CI) 20 20 100.0% -0.99 [-1.65, -0.33]

Heterogeneity: Mot applicable

Testfor overall effect Z=2.93 (F = 0.003)
-0 -5 0 5 10
Favours ECT+exercise Favours exercise

Testfar subaroup diferences: Mot applicable

Figure 373: 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
63.2.1 ECT + exercise + citalopram versus exercise + citalopram
Salehi 2016 -36.05 5489 20 -2558 A7 20 100.0% -1.84 [[2.69,-1.09] !‘
Subtotal (95% CI) 20 20 100.0% -1.84 [-2.59, -1.09]

Heterogeneity: Mot applicable
Testfor overall effect: 2= 4.80 (P < 0.00001)

10 5 0 5 10
Favours ECT+exercise Favours exercise

Testfor suboroup differences: Mot applicable

Figure 374: 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% CIl
63.3.1 ECT + exercise + citalopram versus exercise + citalopram
Salehi 2016 13 20 z 20 100.0% 6.50[1.68 25.16] i
Subtotal (95% CI) 20 20 100.0% 6.50[1.68, 25.16]
Total events 13 2

Heterogenaity: Mat applicable
Testfor averall effect: £=2.71 {(P=0.007)

0.01 0.1 10 100
. . Favours exercise Favours ECT+exercise
Testfor subgroup differences: Mot applicable
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Comparison 64. Augmenting with exercise versus TAU

Figure 375: 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
64.1.1 Aerobic exercise + any AD
Ho 2014 918 727 26 14.08 9.04 26 100.0% 089 [1.15,-0.04]
Subtotal (95% CI) 26 26 100.0% -0.59 [1.15, -0.04]

Heterogeneity: Mat applicable
Test for owerall effect: Z=2.09 (P =0.04)

10 -5 0 5 10
) . Favours exercise Favours TAU
Test for subaroup differences: Mot applicable

Figure 376: 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% Cl IV, Random, 95% CI
64.2.1 Aerobic exercise + SSRISNRI
Dianielsson 2014 103 TS5 1 4B TH 0 441% -0.74 137 -0.11) i
Subtotal {95% CI) 22 20 44.1% 0.74 [-1.37, 0.11] &

Heterogeneity: Mot applicable
Test for averall effect, 2=2.21 (P=0.02)

64.2.2 Aerobic exercise + any AD

Ho 2014 -10.08 9.41 J6 -4B9 T.33 J6 5549% -063[-1.19,-0.07] 3
Subtotal {95% CI) 26 26 55.9% -0.63 [-1.19, -0.07] »
Heterogeneity: Mot applicable

Test for averall effect, 2=2.21 (P=0.03)

Total (95% CI) 48 46 100.0% -0.68 [-1.10, -0.26] [ 2

Heterogeneity: Tau®=0.00; Chi*= 0.07, df=1 {P=0.79), F= 0% f t ! |
e _ =10 -5 1] 1] 10

Test for overall effect: Z=3.19 (F =0.001) Favours exercise Favours TAL

Test for subaroup differences: Chi*=0.07, df=1{P= 0749, F=0%

Figure 377: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
64.3.1 Aerobic exercise + SSRUSNRI
Danielsson 2014 7 22 3 20 265% 212063, 7.11] I
Subtotal (95% CI) 22 20  26.5% 212[0.63, 7.11] ~i—
Total events 7 3

Heterogeneity. Mot applicahle
Testfor overall effect 2=122(F=0.22)

64.3.2 Aerobic exercise + any AD

Ho 2014 14 26 7 26 T38% 2.00[0.57, 4.14] ——
Subtotal (95% CI) 26 26 T3.5% 2.00 [0.97, 4.14] =
Total events 14 T
Heterogeneity: Mot applicahle
Testfor overall effect 2= 1.87 {F = 0.06)
Total (95% CI) 48 46 100.0% 2.03[1.09, 3.79] e
Total events 21 10
Heterogeneity: Tall = 000; ChF=0.01,df=1 (F=0493) F=0% 'D.D1 Df1 1'D 1DD'
Testfor overall effect £= 2,23 (F=0.03) Favours TAU Favours exercise
Testfor subgroup differences: Chif=0.01, df=1 (P =093, F=0% :
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Figure 378: 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
64.4.1 Aerobic exercise + SSRISNRI
Danielsson 2014 ] 22 A 20 100.0% 1.64 [0.66, 4.07] —t
Subtotal (95% CI) 22 20 100.0% 1.64 [0.66, 4.07]
Total events q a

Heterogeneity: Mot applicable
Test for overall effect £=1.06 (F=0.29)

0.01 01 10 100
Favours TAL Favours exercise

Test for subgroup differences: Mot applicable

Figure 379: 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 Aerobic exercise + S5RISNRI
Danielsson 2014 4 22 4 20 387% 0.91 [0.26, 3.16]
Subtotal (95% CI) 22 20 39.7% 0.91 [0.26, 3.16]
Total events 4 4
Heterogeneity: Mot applicahle
Test for averall effect 2= 015 (F = 0.88)
64.5.2 Aerobic exercise + any AD
Ho 2014 7 26 5 26 B0.3% 1.40[0.51, 3.85] —il—
Subtotal (95% CI) 26 26  60.3% 1.40 [0.51, 3.85] e
Total events 7 a
Heterogeneity: Mot applicahle
Test for overall effect £= 0,65 (F=0.91)
Total (95% CI) 48 46 100.0% 1.18 [0.54, 2.59] e
Total events 11 q
Heterogeneity: Tau = 0.00; Chi*=0.28, df=1 (P = 0.60); F= 0% o o 0 100
Test for overall effect £=0.41 (F = 0.68) Favours exercise Favours TAU
Testfor subgroup differences: Chi®=0.28, df=1 (P = 06D}, F= 0% !

Comparison 65. Augmenting with exercise versus attention-placebo
Figure 380: 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
65.1.1 Tai chi group + escitalopram
Lavretsky 2011 81 34 x| 6.7 4.4 35 100.0% -0.40[-0.88, 0.09]
Subtotal (95% Cl) 33 35 100.0% -0.40 [-0.88, 0.08]
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.62 (F=0.11)

10 5 0 5 10

) ) Favours exercise Favours attention-placebo
Testfor subdroup differences: Mot apnlicahle

Figure 381: 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
65.2.1 Aerobic exercise + any AD
Mota-Pereira 2011 -6.84 147 19 0.6 0.96 10 100.0% -5 A7 7T, -3.77] i
Subtotal {95% CI) 19 10 100.0% 547 [-T17,-3.77]

Heterogeneity: Mot applicahle
Test for overall effect: Z=6.32 (P = 0.00001)

10 -5 i 5 10
Favours exercise Favours attention-placebo

Test for subaroup differences: Mot applicable
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Figure 382: Remission (ITT)

Experimental
Study or Subgroup  Events  Total

Control
Events Total

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

Risk Ratio
M-H, Random, 95% CI

65.3.1 Aerobic exercise + any AD

Mota-Fereira 2011 5 22 0 11 14.4% 5.74[0.35, 95.29)
Subtotal (95% Cl) 22 11 14.4% 5.74 [0.35, 95.29] —
Tatal events 5 0
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.22(P=022
£5.3.2 Tai chi group + escitalopram
Lavretsky 2011 21 36 18 37 B56% 1.20[0.78,1.85] t
Subtotal (95% Cl) 36 37 B5.6% 1.20 [0.78, 1.85]
Tatal events 21 18
Heterageneity: Mot applicable
Testfor averall effect Z=0.83 (F=0.41)
Total {95% CI) 58 48 100.0% 1.50 [0.47, 4.77] el
Tatal events 26 18
Heterogeneity: Tau®= 0.36; Chit=1.34, df=1 (P = 0.25); F= 25% f f f |
Test for averall effect 2= 069 (F = 0.49) 0.01 01 ] 1-0 Ton
) - Favours attention-placebo  Favours exercise
Testfar subdgroup diferences: Chi= 117, df=1{P=0.28), F=14.2%
Figure 383: Response (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Tofal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
65.4.1 Aerobic exercise + any AD
Mata-Pereira 2011 L] 22 a 11 3.2% 4.70[0.258,80.14]
Subtotal (95% CI) 22 1" 3.2% 4,70 [0.28, 80.14] —
Total events 4 1]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.07 (P=0.29)
65.4.2 Weight training group + any AD
Mather 2002 23 43 14 43 96.8% 1.64[0.98, 2.74] t
Subtotal (95% Cl) 43 43  96.8% 1.64 [0.98, 2.74]
Total events 23 14
Heterageneity: Mot applicahle
Testfor overall effect =190 (F = 0.06)
Total {(95% CI) 65 54 100.0% 1.70 [1.03, 2.81] e
Total events 27 14

H 2 — . 2= — — R = I J ] |
Heterogeneity: Tau®= 0.00; Chi*= 054, df=1 (P = 0.46), F=0% 'D.D1 071 1'IZ| 1IZ|IZ|'

Testfor overall effect: 2= 2.06 (F = 0.04)

Testfor subaroup differences: Chit= 0481, df=1 (P =048, F=0%
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Figure 384: Discontinuation due to any reason

Experimental
Study or Subgroup  Events  Total

Control
Events Total Weight M-H, Random, 95% Cl

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

65.5.1 Aerobic exercise + any AD

Mota-Pereira 2011 3 22
Subtotal (95% CI) 22
Total events 3

Heterogeneity: Mot applicahle
Testfor overall effect Z=037{P=0.71)

65.5.2 Tai chi group + escitalopram

Lavretsky 2011 3 36
Subtotal (95% CI) 36
Total events 3

Heterogeneity: Mot applicable
Testfor averall effect 2= 049 (F =062

65.5.3 Weight training group + any AD

Mather 2002 a 43
Subtotal (95% CI) 43
Total events 1]

Heterogeneity: Mot applicable
Test for averall effect: Mot applicahle

Total {(95% CI)
Total events g

101

1N
1
1
2 37
37
2
0 43
43
0
9
3

39.4%
39.4%

0.6 %
60.6%

100.0%

Heterogeneity: Tau® = 0.00; ChiF= 0.00, df= 1 (P = 0.98); F= 0%

Test for averall effect Z= 061 (F =054

Testfor subaroup differences: Chi*=0.00, df=1 (P =098, F=0%

1,50 [0.18, 12.80]
1.50 [0.18, 12.80]

1.54 [0.27, 8.6]
1.54 [0.27, 8.69]

Mat estimable
Not estimable

1.53 [0.40, 5.86]

—*—

—ami——

Figure 385: Global functioning change score

0.1 10 100
Favours exercise Favours attention-placebo

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
65.6.1 Aerobic exercise + any AD
Mota-Pereira 2011 05 2.51 19 -544 102 10 100.0% 6.15[4.28,8.02] i
Subtotal (95% Cl) 19 10 100.0% 6.15 [4.28, 8.02]
Heterogeneity: Mot applicahle
Test for overall effect; 2= 6.46 (P = 0.00001)
-10 -5 0 5 10
) _ Favours attention-placebo  Favours exercise
Test for subaroup differences: Mot applicable
Figure 386: 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
65.7.1 Tai chi group + escitalopram
Lawretsky 2011 9 64 33 1045 &7 35 100.0% -0.25[F0.72,0.23]
Subtotal (95% Cl) 33 35 100.0% 0.25[-0.72,0.23]
Heterogeneity: Not applicable
Testfor overall effect: Z=1.01 (P = 0.31)
-0 -5 0 5 10

Testfar subaroup differences: Mot apnlicahle
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Comparison 66. Augmenting with exercise + ECT versus augmenting with ECT

Figure 387: 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
66.1.1 Exercise + ECT + citalopram versus ECT + citalopram
Salehi 2016 | 20 1535 4.03 20 100.0% S1.13[F1.81,-0.46] !
Subtotal (95% CI) 20 20 100.0% -1.13 [-1.81, -0.46]

Heterageneity: Mot applicable
Test for overall effect 2= 3.30 (P =0.0010)

10 5 ] g 10
) ) Favours exercise+ECT Favours ECT
Testfor subaroup differences: Mot applicable

Figure 388: 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% CIl
66.2.1 Exercise + ECT + citalopram versus ECT + citalopram
Salehi 2016 -36.05 549 0 -26.75 .02 20 100.0% -1.458[-2.14,-0.74] !
Subtotal (95% CI) 20 20 100.0% -1.45[-2.15, -0.74]

Heterogeneity: Mot applicable
Test for averall effect: £=4.03 (P = 0.0001)

10 -5 D 5 10
Favours exercise+ECT Favours ECT

Test for subgroup differences: Mot applicable

Figure 389: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
66.3.1 Exercise + ECT + citalopram versus ECT + citalopram
Salehi 2018 13 20 2 20 100.0% B.50[1.68, 25.16] i
Subtotal (95% CI) 20 20 100.0% 6.50[1.68, 25.16]
Total events 13 i

Heterogeneity: Mot applicahle
Test for averall effect 2= 2.71 (P = 0.007)

0.01 0.1 10 100
) ) Favours ECT Fawvours exercise+ECT
Testfor subaroup differences: Mot applicable

Comparison 67. Augmenting with yoga versus continuing with antidepressant (+/-
waitlist or attention-placebo)

Figure 390: 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
67.1.1 Yoga group + any AD versus any AD (waitlist)
Sharma 2017 -9F7 B.AS 13 048 648 12 100.0% 1.49[-2.38 -0.58] !‘
Subtotal (95% Cl) 13 12 100.0% -1.49 [-2.39, -0.58]

Heterogeneity: Mot applicahle
Testfor overall effect: Z2=3.23 (P =0.001)

10 -5 i 5 10
. i Favours yoga + AD  Favours AD

Test for subaroup differences: Not applicable
AD: antidepressant
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Figure 391: 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
67.2.1 Yoga group + any AD versus any AD (waitlist)
Sharma 2017 4 13 1 12 9.7% 369 [0.48, 28.57] —
Subtotal (95% CI) 13 12 9.7% 3.60 [0.48, 28.57] ——en———
Total events 4 1
Heterogeneity: Mot applicahle
Test for averall effect Z=1.25(F =0.21)
67.2.2 Yoga group + any AD versus attention-placebo + any AD
Uebelacker 2017 17 B3 11 58 90.3% 1.45[0.74, 2.87 t
Subtotal (95% CI) 63 59  90.3% 1.45[0.74, 2.83]
Total events 17 11
Heterogeneity: Mot applicahle
Testfor overall effect £=1.08 (F =0.28)
Total (95% CI) 76 71 100.0% 1.58 [0.84, 3.00] e
Total events 1 12
Heterogeneity: Tau® = 0.00; Chif=0.74, df=1 (P = 0.39); F= 0% ID 0 DI1 150 1E|E|=
Testfor overall effect £=1.42 (F=0.16) ’ Favours AD Favours yoga + AD
Testfor subgroup differences: Chif=0.73, df=1 (P= 039, F=0%
AD: antidepressant
Figure 392: Remission (ITT) at 3-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
67.5.1 Yoga group + any AD versus attention-placebo + any AD
Ushelacker 2017 18 53 11 59 100.0%  1.62[0.84,3.11] -‘t
Subtotal (95% CI) 63 59 100.0%  1.62 [0.84, 3.11]
Total events 14 "
Heterogeneity: Mot applicable
Testfor overall effect Z=145(F=0.1%9)
0.01 01 10 100
. . Favours AD Favours yoga + AD
Test for subgroup differences: Mot applicable
AD: antidepressant
Figure 393: Remission (ITT) at 6-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
67.7.1 Yoga group + any AD versus attention-placebo + any AD
Uehelacker 2017 14 63 14 59 100.0% 1.27 [0.70, 2.30]
Subtotal (95% CI) 63 59 100.0%  1.27 [0.70, 2.30]
Total events 149 14
Heterageneity: Mot applicahle
Testfor overall effect Z=0.79 (P =043
0.01 0.1 1 10 100
. . Favours AD Favours yoga + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
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Figure 394: Response (ITT)

Experimental Control

Risk Ratio

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

Risk Ratio
M-H, Random, 95% CI

67.3.1 Yoga group + any AD versus any AD {waitlist)

Sharma 2017 3] 13 1 12 237%
Subtotal (95% CI) 13 12 23.7%
Total events g 1

Heterogeneity: Mot applicahle
Test for averall effect Z2=1.71 (P = 0.0&)

67.3.2 Yoga group + any AD versus attention-placebo + any AD

Uebelacker 2017 21 63 13 59 TE3%
Subtotal (95% CI) 63 59 76.3%
Total events 21 13

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.37 (F=0.17)

Total (95% CI) 76 71 100.0%
Total events 27 14

Heterogeneity, Tau®= 0.32; Chi*=1.59,df=1 (FP=0.21), F=37%

Test for overall effect £=1.29 (F = 0.20)

5.54 [0.78, 38.57]
5.54 [0.78, 39.57]

2.06 [0.68, 6.19]

4

T—en——

-
-

<

0.01 04
F

Testfor subgroup differences: Chif=1.583, df=1(P=022), F= 348%

AD: antidepressant

Figure 395: Response (ITT) at 3-month follow-up

Experimental Control

Risk Ratio

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

10 100
avours AD  Favours yoga + AD

Risk Ratio
M-H, Fixed, 95% CI

67.6.1 Yoga group + any AD versus attention-placebo + any AD

Uehelacker 2017 22 63 13 59 100.0%
Subtotal (95% CI) 63 59 100.0%
Total events 22 13

Heterogeneity: Mot applicable
Testfor overall effect Z=154 (F=012)

Test for subgroup differences: Mot applicable
AD: antidepressant

1.581[0.88, 2.849]
1.58 [0.88, 2.85]

L 3

0.0 01

Favours AD Favours yoga + AD

Figure 396: Response (ITT) at 6-month follow-up

Experimental Control

Risk Ratio

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

Risk Ratio
M-H, Fixed, 95% CI

10 i)

67.8.1 Yoga group + any AD versus attention-placebo + any AD

Uebelacker 2017 23 63 14 59 100.0%
Subtotal (95% CI) 63 59 100.0%
Total events 23 14

Heterageneity: Mot applicahle
Testfor overall effect Z=1.90 (P =013

Testfor subaroup differences: Mot apnlicahle
AD: antidepressant

1.54 [0.88, 2.70]
1.54 [0.88, 2.70]

L 3

0.0 0
F
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Figure 397: 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
67.4.1 Yoga group + any AD versus any AD {waitlist)
Sharma 2017 2 13 il 12 35.0% 4 G4 [0.25, B7.91] Ll
Subtotal (95% CI) 13 12 35.0% 4,64 [0.25, 87.91] ———
Total events 2 a

Heterogeneity: Mot applicahle
Test for averall effect Z2=1.02 (F=0.31)

67.4.2 Yoga group + any AD versus attention-placebo + any AD
Uebelacker 2017 5 63 13 59 E5.0% 0.36 [0
Subtotal (95% CI) 63 59 65.0% 0

Total events a 13

Heterogeneity: Mot applicahle

Test for overall effect £= 2.07 (F = 0.04)

Total (95% Cl) 76 71 100.0% 0.88 [0.08, 9.88] — e ——

Total events 7 13

Heterogeneity: Tau = 210, ChF= 268, df=1(FP=010), F=63% 'D.D1 Df1 1'D 1E|E|'
Test for overall effect 2= 010 (F = 0.92) Favours yoga + AD Favours AD

Testfor subgroup differences: Chi*= 2.62, df=1 (P=011), F=61.8%

AD: antidepressant
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