FINAL
Settings of care

Forest plots for review question 1.1 For adults with depression, what are the
relative benefits and harms associated with different models for the coordination

and delivery of services?

Comparison 1: Collaborative care versus standard care/enhanced standard care

Critical outcomes

Figure 4: Depression symptomatology at 6 months

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 Simple collaborative care
Aragones 2012 TO7 722 OAFT 1046 T2 134 1ME% -0.34 057, -012]
Buszewicz 2016 58 127 201 288 138 167 1M17% -0.23[0.43,-0.02] -
Chen 2014 a 3 184 1441 49 162 11.4% -1.80[1.75,-1.248] -
Curth 2020 133 547  2¥2 182 1288 a3 11.0% -082F1.12,-0.52] -
Harter 2018 1121 582 &S89 119 537 168 11.9% -0.12 [0.28, 0.04] =
Huang 2018 g8 F1 139 104 T4 1A% -0.23 F0.46, 0.01] =
Landis 2007 144 G4 3 124 T8 22 8.5% 0.28 [-0.31, 0.86] T
Mg 2020 66 B.17 49 7.8 807 99 11.2% -0.20 F0.47, 0.08] b
Oladeji 2014 41 44 137 55 A2 G4 111% -0.30 [-0.60, -0.00] -
Subtotal (95% CI) 1781 1010 100.0% -0.40 [-0.71, -0.09] [

Heterogeneity: Tau?=0.20; Chi®=107.05, df= 8 (P = 0.00001), F=93%

Testfor overall effect £=2.94 (P=0.01)

Testfor subaroup differences: Mot applicable
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Figure 5: Depression symptomatology at 12 months
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.2.1 Simple collaborative care
Aragones 2012 715 71172 878 599 130  TE% -0.23[-0.46,-0.00] -
Bosanguet 2017 1081 3.280735 249 1074 3056782 236  8.0% -0.07 [-0.25,0.11]
Bruce 2004 9.77 728 320 1035 678 278 81% -0.08 [-0.24, 0.08] b
Buszewicz 2016 25.2 128 201 279 136 166  7.8% -0.20 [-0.41, 0.00] “
Chen 2015 6.1 26 164 1286 52 162 75% -1.58[1.83,-1.33] -
Gensichen 2008 10,72 543 267 1213 56 288 8.0% -0.261[-0.42,-0.09] -
Gilbody 201 7iLewis 2017 6.01 2767891 344 726 2568878 361 8.1% -0.47 [[0.62,-0.32] -
Harter 2018 10.33 .03 5F9 1212 563 168 8.0% -0.30[-0.47,-0.13] -
Ny 2020 72 7.06 91 6.4 7.02 a0 7% 0.04 [0.25,0.33] T
Richards 2013/2016 10 71235 1T 6.8 263 8.0% -0.24[-0.42,-0.07] *
Swindle 2003 17.9 107 113 189 1089 106 7.3% -0.18 [-0.45, 0.08] -
Subtotal (95% CI) 2725 2248 B5.5% -0.32 [-0.53,-0.11] []
Heterogeneity: Tau®= 0.11; Ghi®=127.56, df= 10 (P < 0.00001); F= 92%
Testfor overall effect: 2= 3.04 (P = 0.002)
1.2.2 Complex collaborative care
Holzel 2018 813 215044 139 938 1558056 108 74% -0.65[-0.91,-0.39] -
Mortiss 2016 14.8 74 93 172 7.3 94 TA% -0.31 [-0.60,-0.03] -
Subtotal (95% CI) 232 203 14.5% 0.49[-0.82, -0.16] 4
Heterogeneity, Tau®=0.04, Chi®=2.92 df=1 (P = 0.08), F=66%
Testfor overall effect: 2= 291 (P = 0.004)
Total (95% CI) 2957 2451 100.0% -0.35 [-0.53, -0.16] []
Heterogeneity: Tau®=0.11; Chi®=134.38, df= 12 (F = 0.00001); F= 91% fo =5 5 % 1D=
Testfor overall effect: 2= 362 (P =0.0003) Favours CC Favours standard care
Testfor subgroup differences: Chi*= 0.69, df=1 (P=041), F=0%
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Figure 6: Response at 6 months

Experimental Control

Study or Subgroup  Events Total Events Total Weight M-H,

Risk Ratio
Random, 95% CI

Risk Ratio
M-H, Random, 95% Cl

1.3.1 Simple collaborative care

Aragones 2012 108 198 61 162 145E6%
Araya 2003 81 120 34120 147%
Berghofer 2012 B 18 14 14 8.45%
Chen 2014 7 164 14 162 117%
Mg 2020 46 135 260 138 133%
Yeung 2010 33 a5 23 45 141%
Yeung 2016 41 93 16 97 121%
Subtotal (95% CI) 784 769 89.9%
Total events 386 188

Heterogeneity: Tauw®=017; Chi*= 3241 df=6 (P = 0.0001); F= 81%
Test for overall effect 2= 370 (P =0.0002)

1.3.2 Complex collaborative care

Huijbregts 2013 28 101 10 43 101%
Subtotal (95% CI) 101 49 10.1%
Total events 25 10

Heterogeneity: Mot applicahle
Test for overall effect £= 058 (P =0.496)

Total (95% CI) 885 818 100.0%
Total events 411 1498

Heterogeneity: Tau®= 0.16; Chi*= 33.54, df=7 (P = 0.0001); F= 79%
Test for overall effect £=3.71 (P =0.0002}

Testfor subaroup differences: Chi®=1.85, df=1 (P =0.21), F=35.4%

Figure 7: Response at 12 months

Experimental Control

1.45[114,183]
238 [1.75, 3.26]
0.99 [0.45, 2.19]
5.01 [2.85, 8 51]
1.82[1.20,2.77]
1.47 [0.62, 1.68]
267 [1.62, 4.42]
1.94 [1.36, 2.75]

1.21 [0.63, 2.32]
1.21 [0.63, 2.32]

1.85[1.34, 2.56]

Risk Ratio

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

\ 4

0.01 0.1 10
Favours standard care Favours CC

Risk Ratio
M-H, Random, 95% Cl

100

1.4.1 Simple collaborative care

Aragones 2012 115 198 67 162 116%
Berghofer 2012 ] 19 19 44 2.7%
Bruce 2004 113 320 87 1MA1%
Chen 2015 T3 164 22 162 B.9%
Ell 2007 36 155 28 146 6.6 %
Gensichen 2009 100 3B 74 30 10E6E%
Harter 2018 196 G110 25 1649 A%
Katzelnick 2000 108 218 a8 189 107%
Mg 2020 42 135 32 1349 TA%
Richards 201372016 115 276 93 305 11E6%
Subtotal {95% CI) 2411 1914 B7.0%
Total ewents an3 97

Heterogeneity: Tau®=0.05; Chi®= 2657, df= 9 (F=0.002), F= 66%
Testfor overall effect £=4.62 (P = 0.000013%

1.4.2 Complex collaborative care

Halzel 2018 il 139 11 109 4.1%
Huijbregts 2013 23 101 g 49 3.3%
Marriss 2016 27 93 19 a4 5.5%
Subtotal {95% CI) 333 252  13.0%
Total ewents x| KL

Heterogeneity: Tau®=0.00; Chi®=1.28, df= 2 (P =0.53); F= 0%
Testfor overall effect: 2= 2.71 (P = 0.007)

Total (95% CI) 2744 2166 100.0%
Total events 934 535

Heterogeneity: Tau®=0.04; Chi*= 2822 df=12 (P=0.005); F=57%
Testfor overall effect; £=5.36 (P = 0.00001)

Testfor subgroup differences: Chif= 017, df=1 (P = 0.68), F=0%

1.40[1.13,1.79]
061 [0.27,1.39]
1.24[0.98,1.58]
328214, 5.01]
1.2810.83, 2.01]
1.33[1.03,1.71]
217[1.49,3.18]
1.61 [1.245, 2.08]
1.35[0.91, 2.00]
1.37[1.10,1.70]
1.49 [1.26, 1.77]

221 [1.16, 4.19]
1.39[0.67, 2.89]
1.44 [0.96, 2.40]
1.62 [1.14, 2.30]

1.51 [1.30, 1.76]
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Figure 8: Remission at 6 months

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

Risk Ratio
M-H, Random, 95% Cl

1.5.1 Simple collaborative care

Aragones 2012 80 198 32 162 9.6% 2.05[1.44, 291]
Araya 2003 73 120 32 120 9.49% 228164, 317
Bjorkelund 2018 98 196 T2 188 112% 1.31[1.04,1.65)
Chen 2015 38 164 4 162 34% §.381[3.43, 25.69]
Jeang 2013 16 28 a8 28 a.8% 1.93[0.99, 378
Katon 1999 50 114 3m 114 9.7% 1.43[1.01, 2.02)
Mg 2020 62 135 46 138 103% 1.39[1.03, 1.87]
Srmit 2006 109 195 42 T2 112% 096 [0.76,1.21]
Wells 2000 343 913 137 443 11.9% 1.21[1.03,1.43]
Yeung 2010 26 a5 17 45 a2.0% 1.25[0.78, 2.00]
Yeung 2016 30 93 10 97 a.9% 313162, 603
Subtotal (95% CI) 2212 1571  96.8% 1.62 [1.30, 2.03]
Total events 925 435

Heterogeneity: Tau®=0.10; Chi*=48.79 df=10 (P < 0.00001); F=80%
Test for overall effect. £=4.24 (P = 000013

1.5.2 Complex collaborative care

Huijbregts 2013 14 101 4 49 32% 1.82 [0.64,5.15]
Subtotal (95% CI) 101 49 3.2% 1.82 [0.64, 5.19]
Total events 14 4
Heterogeneity: Mot applicahle
Test for overall effect Z=112 (P =0.26)
Total (95% ClI) 2313 1620 100.0% 1.63 [1.31, 2.02]
Total events 940 434
Heterogeneity: Tau®=0.10; Chi*= 4510, df=11 (P = 0.00001); F= 78%
Testfor overall effect: Z=4.38 (P = 0.0001)
Testfor subgroup differences: Chi*=0.04, df=1{F=083) F=0%
Figure 9: Remission at 12 months
Experimental Control Risk Ratio

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

*

0.01 0.1 10
Favours standard care Favours CC

Risk Ratio
M-H, Random, 95% Cl

100

1.6.1 Simple collaborative care

Aragones 2012 a4 198 46 162 91% 1.49[1.11, 2.00]
Bruce 2004 a7 320 f2 278 92% 1.22[0.92,1.62]
Chen 2014 63 164 9 162 48% 6.91 [3.56,13.43]
Ell 2007 32 165 37 186 T4% 0.87[0.57,1.32]
Gensichen 2008 3B 316 29 30 BY9% 1.29[0.81, 2.03]
Harter 2018 114 610 12 169  47% 2.66 [1.50, 4.69]
Katzelnick 2000 92 218 49 189 9.2% 16E3[1.22,217]
Ludman 2007 13 26 14 26 BA4% 0.87[0.52,1.44]
Mg 2020 a5 138 47 139 839% 1.20[0.88,1.64]
Richards 201372016 131 276 106 305 103% 1.37[1.12,1.66]
Wells 2000 342 913 144 443 107% 1.145[0.98,1.359]
Subtotal {95% CI) 333 2339 88.5% 1.42 [1.16,1.73]
Total events 10482 a56

Heterogeneity: Tau®=0.08; Chi*= 4371, df=10 (P = 0.00001);, F=77%
Testfor overall effect: £=3.41 (F=0.0007)

1.6.2 Complex collaborative care

Holzel 2018 36 139 12109 53% 2.35[1.29, 4.30)
Huijhreagts 2013 12 101 2 48 1.5% 291 [0.68,12.50]
Marriss 2016 18 93 11 94 416% 1.75(0.88, 3.46]
Subtotal {95% CI) 333 252 11.5% 213 [1.38, 3.28]
Total events 67 25

Heterogeneity: Tau®=0.00; Chi*= 061, df=2(P=074); F= 0%
Testfor overall effect: 2= 3.42 (P = 0.0008)

Total (95% CI) 3664 2591 100.0% 1.49 [1.23, 1.80]
Total events 1119 481

Heterogeneity: Tau®= 0.08; Chi*= 49.24 df=13 (P = 0.00001); F= 74%

Test for overall effect: 2= 4.08 (P = 0.0001)

Testfor subgroup differences; Chif= 2.79, df=1 (P = 0.0, F=64.2%
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Important outcomes

Figure 10:

Experimental
Study or Subgroup Events Total

Control

Antidepressant use at 6 months

Events Total Weight M-H, Random, 95% Cl

1.7.1 Simple collaborative care

Aragones 2012 138 177 88 134 10.0%
Araya 2003 44 120 41 120 9.2%
Bjorkelund 2018 7h 146 92 152 897%
Finley 2003 a0 Ta 24 50 B.E%
Jeong 2013 14 29 5 28 41%
katan 19949 83 114 58 114 49.6%
Simon 2004 (Ch) 106 195 74 90 9.5%
Simon 2006 63 98 53 97 9.4%
Smit 2006 94 164 ar 62 93%
Subtotal (95% CI) 1118 847 T9.8%
Total events 14 4732

Heterogeneity: Tau*=0.14; Chi*=9287, df=8 (P = 0.00001); F=91%
Testfor overall effect Z=1.48 (P =0.14)

1.7.2 Complex collaborative care

Sirnon 2004 {CM + payeh) =1 1849 T4 Q0 9.9%
Unutzer 200254 rean 2004 618 aar 461 831 10.2%
Subtotal (95% CI) 1086 971 20.2%
Total events 713 534

Heterageneity: Tau®= 0.249; Chi*= 64,80, df=1 (P = 0.00001); F= 98%
Testfor overall effect Z=0.27 (P =0.73)

2204 1818 100.0%

1007

Total (95% Cl)

Total events 1432

Heterogeneity: Tau®= 013, Chi*=159.18, df=10{P = 0.00001);, F=94%

Test for overall effect Z=1.17 (P =0.24)
Testfor subgroup differences: Chi*= 054, df=1 (P = 0.46), F= 0%

Figure 11: Antidepressant use at 12 months

Risk Ratio Risk Ratio
M-H, Random, 95% ClI
1.19[1.03, 1.37] o
2.32[1.78, 3.07] -
0.85 [0.68, 1.04] -
1.391.00, 1.83] —-—
2.90[1.22, 6.91] —_—
1.43[1.16,1.77] -
0.66 [0.56, 0.78] -
1.180.93, 1.49] ™
0.96 [0.75, 1.23] -
1.22 [0.94, 1.58] »
0.61[0.52, 0.73] -
1.32[1.22,1.43] -
0.90 [0.42, 1.92] -l
1.14 [0.91, 1.43] *
0.01 01 10 100

Risk Ratio

Total Weight M-H, Random, 95% CI

Favours standard care Favours CC

Risk Ratio
M-H, Random, 95% Cl

Experimental Control

Study or Subgroup Events Total Events

1.8.1 Simple collaborative care

Aragones 2012 107 172 T3 130 1%
Bosanguet 2017 61 173 68 185 6.5%
Bruce 2004 142 320 29 2v8 8.4%
Capoceia 2004 24 41 19 33 4.3%
Dobscha 2006 180 188 129 186 116%
Ell 2007 ez} 185 TE 156 8%
Gensichen 2009 142 246 188 274 106%
Gilbody 201 FiLewis 2017 23 234 44 I 33%
Jarjoura 2004 il 33 4 28 1.0%
Ludman 2007 13 26 4 26 1.3%
Richards 20132016 164 235 182 263 1.7%
Subtotal {95% CI) 1824 1840 T76.6%
Total events 946 248

Heterogeneity Tau®= 0.02; Chi®= 2957 df=10 (P =0.001); F= GE%
Testfor overall effect: Z=1.88 (P=0.08)

1.8.2 Complex collaborative care

Fortney 2007 a4 10 88 133 10.2%
Unutzer 20027Arean 2005 649 584 497 8r0 13.2%
Subtotal (95% CI) 999 1003 23.4%
Total events 733 585

Heterogeneity: Tau®= 0.00; Chi®=1.32 df=1 (P = 0.28), F=24%
Test for overall effect: Z=5.03 (P = 0.00001)

Total (95% CI) 2843 100.0%
Total events 1679 1433

Heterogeneity, Tau®= 0.02; Chi*= 39.98, df= 12 (P < 0.0001}; F= 70%
Testfor averall effect: 2= 2.69 (P =0.007)

Test for subgroun differences: Chif=2.08, df=1 (P=015), F=52.0%

2823

1.11[0.91,1.34]
0.6 [0.73, 1.26]
1.39[1.12,1.71]
1.02[0.68, 1.50]
1.14[1.01,1.29]
1.31 [1.07, 1.50]
1.00[0.88, 1.16]
0.63[0.38, 1.01]
4.45[1.73,11.44]
217 [0.97, 4.82]
1.01[0.90,1.13]
1.12 [0.99, 1.26]

1.151(0.98,1.39]
1.281(1.19,1.37]
1.25[1.14, 1.36]

1.14 [1.04, 1.26]
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Figure 12: Discontinuation at 6 months

Experimental Control

Study or Subgroup Events  Total

Risk Ratio

Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

1.9.1 Simple collaborative care

Aragones 2012 21 198 28 162 54%
Araya 2003 16 120 13 120 4.2%
Bjorkelund 2018 49 196 37 183 B6%
Buszewicz 2016 31 282 108 376 T7%
Chen 2015 42 164 45 162  BT%
Curth 2020 o=} 272 10 53 4.58%
Finley 2003 16 75 25 50 54%
Harter 2018 2449 610 55 163  TT%
Huang 2018 34 1349 39 14 B.4%
Jeong 2013 1 29 2 28 07%
Mg 2020 36 135 40 139 B5%
Oladeji 2015 28 165 5 I 31%
Siman 2004 (Ch) 12 207 16 88 41%
Siman 2006 14 103 10 104 3.8%
Srnit 2006 il 195 10 T2 44%
Wells 2000 143 913 57 443 T7.3%
Subtotal (95% CI) 3803 2265 B84.8%
Total events 41 a01

Heteroganeity: Tau®= 0.09; Chi*=44.03, df=15 (P = 00001}, F = 66%
Testfor averall effect: £=0.61 (F =0.54)

1.9.2 Complex collaborative care

Huijbregts 2013 g 101 10 48 48%
Simon 2004 (CM + psych) g 198 16 88 37%
Unutzer 2002f4rean 2005 B4 OO0 49 895 BT%
Subtotal (95% CI) 1205 1032 15.2%
Total events 111 75

Heterogeneity: Tau®= 0.64; Chi*=17.49, df= 2 (F=0.0002; F= 89%
Testfor overall effect Z=0.26 (P =079

Total (95% CI) 5008 3297 100.0%

Total events 952 ATH

Heterogeneity: Tau®= 012, Chi*=82.44, df= 18 (P = 0.00001); F=71%

Testfor averall effect 2= 0.56 (P = 0.87)
Testfor subgroup diferences: Chi= 002, df=1 (P= 089, F=0%
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0.61 [0.36, 1.04]
1.23 [0.62, 2.45]
1.28 [0.88, 1.56]
0.73 [0.58, 0.87]
0.92 [0.64, 1.37]
1.32[0.73, 2.40]
0.43[0.25, 0.71]
1.25[0.99, 1.58]
0.88 [0.60, 1.31]
0.4% [0.05, 5.03]
0.93 [0.63, 1.36]
2.34 [0.94, 5.81]
0.32 [0.16, 0.55]
1.41 [0.66, 3.04]
1.14[0.59, 2.21]
1.22[0.92,1.57]
0.94 [0.77, 1.14]

1.84 [1.00, 3.38]
0.25 (011, 0.54]

1.29[0.90, 1.85]
0.88 [0.33, 2.31]

0.94 [0.77, 1.15]
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Figure 13: Discontinuation at 12 months

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI|
1.10.1 Simple collaborative care

Aragones 2012 26 1598 32 182 3.9% 0.66 [0.41,1.07] -
Bosangueat 2017 TH 249 a1 236 5.6% 1.41[1.04,1.93] —
Bruce 2004 99 320 ar  Zrg 6.5% 0.99[0.78, 1.26] -
Buszewicz 2016 A 282 110 276 6.5% 072047, 0.91] -
Capoccia 2004 4 41 3 33 0.7% 1.07 [0.26, 4.46] e E—
Chen 2014 a4 164 88 182 5.7 % 0.92 068, 1.24] -
Dobscha 2006 25 184 32 186 38% 077 (047, 1.29] T

Ell 2007 T4 154 TH 1586 6.6% 0.94 [0.75,1.18] -T
Gensichen 2009 38 G 61 310 4.9% 0.61[0.42,0.89] -

Gilhody 201 Filewis 2017 104 344 T¥ 361 6.3% 1480116, 1.91] -
Harter 2018 271 610 Bl 1649 6.7 % 1.23[0.98,1.53] -
katzelnick 2000 15 218 121849 2.3% 1.08[0.52, 2.26] T
Ludrman 2007 3 26 3 25 0.9% 2.00([0.486, 7.16] 7

Mg 2020 44 134 44 1349 a.3% 0.92 [0.66, 1.29] -
Richards 201372016 41 276 42 305 4.6% 1.08[0.72, 1.61] -1
Swindle 2003 M 134 28 134 3.5% 0758045, 1.29] T

Wells 2000 161 913 BY 443 6.2% 1.13[0.87,1.47] ™
Subtotal (95% CI) 4570 3565 T9.9% 0.98 [0.86,1.12] 4

Taotal events 1145 854

Heterogeneity: Tau®= 0.04, Chi®= 40.20, df= 16 (F = 0.0007); F= 60%

Testfor overall effect Z=029{F=0.78)

1.10.2 Complex collaborative care

Fortney 2007 H 177 28 218 39% 1.32[0.83, 210 T
Halzel 2018 30 1349 a 109 2.3% 294 1.41,6.14] E—
Huijbreats 2013 43 101 17 45 4.1% 1.23[0.78,1.92] T
Marriss 2016 35 93 18 44 38% 1.86([1.15, 3.01] —
Unutzer 20020Arean 2005 a7 Q06 88 884 G.0% 1.08[0.83,1.43] T
Subtotal (95% CI) 1416 1365 20.1% 1.44 [1.07,1.92] &
Taotal events 236 161

Heterogeneity: Tau®= 0.06; Chi*=8.91, df=4 (P=0.07); F=53%

Test for overall effect 2= 242 (F=0.02)

Total (95% CI) 5086 4930 100.0% 1.06 [0.93, 1.20] [ ]

Total events 13 1015

Heteragenaeity: Tau®= 0.05; Chi®= 5594, df=21 (F = 0.0001); F=62% :D 0 051 150 1DD:

Testfor overall effect Z=0.85 (P =0.40)
Test for subaroup differences: Chi*= 538, df=1{P=002), F=81.4%

Favours CC Favours standard care

Comparison 2: Collaborative care versus standard care for relapse prevention

Critical outcomes

Figure 14: Relapse at 12 months

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

Control
Events Total

Experimental
Study or Subgroup Events Total

Risk Ratio
M-H, Fixed, 95% CI

2.1.1 Simple collaborative care

Katon 2001 68 154 66 192 1000% 1.02[0.78,1.34]
Subtotal {95% CI) 194 192 100.0% 1.02 [0.78, 1.34]
Total events 5] i3]

Heterogeneity: Mot applicahle
Testfor overall effect Z=014 (P =0.89)

Testfor suboroup differences: Mot applicable
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Important outcomes

Figure 15: Antidepressant use at 6 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
2.2.1 Simple collaborative care
Katon 2001 1349 184 112 192 100.0% 1.23[1.06,1.43]
Subtotal {95% CI) 194 192 100.0%  1.23[1.06,1.43]
Total events 1349 112
Heterogeneity: Mot applicable
Test for overall effect: Z= 271 (P=0.007)
0.01 01 1 10 100
. . Favours standard care Favours CC for RP
Testfor suboroup differences: Mot applicable
Figure 16: Antidepressant use at 12 months
Experimental Control Risk Ratio Risk Ratio

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

2.3.1 Simple collaborative care

Katon 2001 123 194 95 192 100.0% 1.28[1.07,1.53]

Subtotal {95% CI) 194 192 100.0%  1.28[1.07,1.53]

Total events 123 95

Heterogeneity: Mot applicable

Test for overall effect Z= 272 (P = 0.00B)

0.m 0.1 1 10 100
. . Favours standard care Favours CC for RP
Testfor subgroup differences: Mot applicable
Figure 17: Discontinuation at 12 months
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 Simple collaborative care

Katon 2001 20 184 40 1592 1000% 0.481[0.30, 0.81] t

Subtotal {95% CI) 194 192 100.0%  0.49 [0.30,0.81]

Total events 20 40

Heterogeneity: Mot applicahble

Test for overall effect, 2= 277 (P = 0.008)

0.01 01 10 100

. . Favours CC for RP Favours standard care
Testfor suboroup differences: Mot applicable

Comparison 3: Stepped care versus standard care/enhanced standard care

Critical outcomes

Figure 18: Depression symptomatology endpoint score at 6 months

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
Gureje 2019 38 41 542 4.3 45 456 EB64% -0.12 [-0.24, 0.01]
Knapstad 2020 745 438 M7 1115 45 189 336% -0.84 [-1.01, -0.66] L]
Total (95% CI) 959 655 100.0% -0.36 [-0.46, -0.26] |
Heterageneity: Chi*= 43.03, df=1 (P = 0.00001}; F= 98% 1_1 0 % b é 10:
Testfor overall effect Z=6.91 (F = 0.00001) Favours stepped care Favours standard care
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Figure 19: Depression symptomatology change score at 6 months

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
Knapstad 2020 -B37 319 M7 -442 0 33199 6BI% -1 A8 1,37, -1.01] [ ]
an DerWeele 2012 -1.1 6.31 107 -29 589 103 30.8% 0.29[0.02, 0.47]
Total {95% Cl) 524 302 100.0% 0.73 [0.89, -0.58] L]
Heterogeneity: Chi®= T9.26, df=1 (P = 0.00001); F=99% :-10 5 4 5 10:
Testfor overall effect Z=8.53 (P < 0.00001) Favours stepped care Favours standard care
Figure 20: Depression symptomatology endpoint score at 12 months
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gureje 2019 36 49 842 34 38 456 100.0% 0.02 [010,0.115]
Total (95% CI) 542 456  100.0% 0.02 [-0.10, 0.15]
Heterogeneity: Mot applicakle 1_1 0 % p é 10:
Testfor overall efiect 2= 0.35 (P = 0.73) Favours stepped care Favours standard care
Figure 21: Depression symptomatology change score at 12 months
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wan Derveele 2012 -3 613 101 -4B BAT 93 100.0% 0.24 [-0.04, 0.53]
Total {95% CI) 101 93 100.0% 0.24 [-0.04, 0.53]
Heterogeneity, Mot applicable 1 P 5 5 5 1D:
Testfor overall effect Z=1.68 (F = 0.09) Favours stepped care Fawvours standard care
Figure 22: Response at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Wan DerWeele 2012 17 121 23 18 100.0% 072[0.41,1.28] I~
Total {95% CI) 121 118 100.0%  0.72 [0.41, 1.28] e
Total events 17 23
. B I | | ]
estforoverall effect: Z=1.12 (F = 0.26) Favours standard care Favours stepped care
Figure 23: Response at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Yan DervWeele 2012 21 121 3118 100.0% 0.66 [0.40,1.08]
Total (95% CI) 121 118 100.0%  0.66 [0.40, 1.08] AP
Total events il Kl
Heterogeneity: Mot applicable I f f {
- _ 0.01 0.1 10 100
Testfor overall effect: 2=1.65 (P =0.10) Fawours standard care Favours stepped care
Figure 24: Remission at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Adewiya 2019 249 456 118 451 928% 2.008([1.75, 2.49]
Callahan 1594 10 100 g Ta T2% 0.94 [0.39, 2.26] . .
Total (95% CI) 556 526 100.0%  2.00[1.69, 2.38] L
Total events 259 126
. . - - T I 1 Il 1
Heterogeneity: Chi®= 3.06, df=1 (P = 0.08);, F=67% 'D.E|1 EI:1 1'0 mu.

Test for overall effect: Z=7.91 (P = 0.00001)
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Figure 25: Remission at 12 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Adewrya 2019 274 456 82 451 497% 3.32[2.69, 4.09] L 3
Gureje 2018 481 B31 420 547 B03% 0.89[0.93, 1.08]
Total (95% CI) 1087 998 100.0% 1.81 [0.45, 7.28]
Total events TaE 502
ity == S Chif= = R= } } T } |
_Il-_iet?;ngeneltyl.lT?ru ;;Pglgghlp_—1galh84' df=1 (P = 0.00001); F=99% 0o 0 ] 10 100
estfor overall effect. 2= 0.83 (P = 0.40) Favours standard care Favours stepped care
Important outcomes
Figure 26: Antidepressant use at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Callahan 1994 27 100 T TS 100.0% 2.89[1.33, 6.29]
Total {95% CI) 100 75 100.0%  2.89[1.33,6.28] e
Total events 27 ¥
it i } } } |
o
estfor overall effect 2= 2.88 (P = 0. ] Favours standard care Favours stepped care
Figure 27: Discontinuation at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Adewiya 2019 38 456 63 451 1897% 0.54 [0.37,0.78] —
Callahan 1934 21 100 12 TR 94% 1.31[0.64, 2.50] I
Gureje 20149 849 B3 91 547 2B9% 0.85 [0.65,1.11] —&
Knapstad 2020 172 463 120 M8 3/55% 067 [0.57,0.80] =
Wan Derieele 2012 14 121 1% 118  85% 0.91 [0.45, 1.80] e
Total (95% Cl) 1771 1409 100.0% 0.75 [0.60, 0.94] L 3
Total events 334 307
Heterogeneity, Tau®= 0.03; Chi*= 7.99, df= 4 (P = 0.09); F= 50% lu o 051 150 le
Testfor overall effect. Z= 2.53 (P = 0.01) Favours stepped care Favours standard care
Figure 28: Discontinuation at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Adeveuya 2019 G5 456 95 481 4B0% 0.67 [0.50, 0.84)] b
Gureje 2019 69 631 T4 84T 394% 0.81[0.59,1.10] -
Wan Dereele 2012 20 121 25 118 126% 0.78[0.48, 1.33] —_ T
Total (95% Cl) 1208 1116 100.0%  0.74 [0.61, 0.90] *
Total events 154 14945
Heterogeneity: Chi®= 082, df= 2 (P = 0.6A), F=0% o o 0 P

Testfor overall effect: £= 3.05 (F = 0.002)
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Comparison 4: Stepped care versus standard care for relapse prevention

Critical outcomes

Figure 29: Relapse at 12 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Apil 2012 19 74 q 61 100.0% 1.74 [0.84, 3.56] N
Total (95% CI) T4 61 100.0%  1.74 [D.85, 3.56] e
Total events 19 q
Heterogeneity: Mot applicahble hm Df'l 1'0 1DEI'

Test for averall effect Z=1.91 (P=0.13)

Important outcomes

Figure 30: Antidepressant use at 12 months

Favours stepped care Favours standard care

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Apil 2012 25 49 24 45 100.0% 0.96 [0.64, 1.41]
Total {(95% CI) 49 45 100.0%  0.96 [0.65, 1.41]
Total events 25 24
b —m
estfor overall effect 7= 0.22 (P = 0.82) Favours standard care Favours stepped care
Figure 31: Discontinuation at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Apil 2012 35 74 30 B2 100.0% 0.98 [0.69, 1.349]
Total (95% CI) 74 62 100.0%  0.98[0.69,1.39]
Total events 35 kK]
Heterogeneity: Mot applicable o 01 1 10 o0

Testfor overall effect Z=013 (F=0.90)

Favours stepped care Favours standard care

Comparison 5: Pure medication management versus standard care

Critical outcomes

Figure 32: Depression symptomatology at 6 months

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Aljumah 20145 20.65 11.97 110 2086 1284 110 552% -0.02 [-0.28,0.29]
Ruhio-Yalera 2013a .4 3807093 ar 45 42818492 97 448% 012 [F017, 0.43]
Total (95% Cl} 197 202 100.0% 0.05 [-0.15, 0.24]
Heterogeneity, Tau®= 0.00; Chi*= 0.48, df=1 (P = 0.49); F= 0% 5_1 P % ) é 1D=
Testfor overall effect Z= 0.45 (F = 0.65) Favours MM Favours standard care
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Figure 33: Response at 6 months

Experimental Control Risk Ratio

Study or Subgroup

Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio

M-H, Fixed, 95% CI

Sirey 2010 14 33 8 37 100.0% 1.96 [0.94, 4.08]
Total {95% CI) 33 37 100.0%  1.96 [0.94, 4.08]
Total events 14 a8

Heterageneity: Mot applicable
Testfor overall effect. £=1.81 (P =0.07)

Important outcomes

Figure 34: Antidepressant use at 6 months

Experimental Control Risk Ratio

Study or Subgroup

Events Total Events Total Weight M-H, Random, 95% Cl

-

oo

01

10 100

Fawvours standard care Favours MM

Risk Ratio

M-H, Random, 95% Cl

Akerblad 2003 139 326 124 339 562% 117 [0.97,1.41]
Rickles 2005 20 28 16 32 127% 1.43[0.94, 217]
Ruhio-Valera 2013a a9 a7 43 92 31.0% 1.45([1.12,1.89]
Total (95% CI) 441 463 100.0% 1.28 [1.10, 1.49]
Total events M8 133

Heterogeneity, Tauw®*=0.00; Chif=214 di= 2 (F=0.34),F=7%
Testfor overall effect; £=3.20 (P = 0.001}

Figure 35: Discontinuation at 6 months

Experimental Control Risk Ratio

Study or Subgroup

Events Total Events Total Weight M-H, Random, 95% Cl

-

¢

0.01

0.1

i 11 100

Favours standard care Favours MM

Risk Ratio

M-H, Random, 95% Cl

Akerblad 2003 73 326 90 339 BEO% 0.84 [0.64,1.10]
Aljumah 2015 ] 119 10 120 B.5% 0.91 [0.38, 2.15]
Rickles 2005 3 il 1] 32 06% T.22[0.39,134.25]
Ruhio-Valera 2013a 26 a7 26 92 23.0% 1.06 [0.67, 1.67]
Sirey 2010 3 33 7 kn 3.0% 0.43[0.14,1.71]
Total (95% CI) 596 620 100.0% 0.89 [0.71, 1.11]
Total events 114 133

Heterageneity: Tau®= 0.00; Chi®= 3.58 df=4 (P=047), F=0%
Test for overall effect: £=1.05 (P = 0.29)

*

0.0

0

i 100

Favours MM Favours standard care

Comparison 6: Care coordination versus standard care/enhanced standard care

Critical outcomes

Figure 36: Depression symptomatology at 6 months

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

hdchahon 2007 13.2 12 300 143 124 32 100.0% -0.09 [-0.59, 0.41]

Total (95% Cl) 30 32 100.0% -0.09 [0.59, 0.41]

Heterogeneity: Mot applicable =-1D T t 105

Test for overall effiect Z=0358(F=073)
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Figure 37: Depression symptomatology at 12 months

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
Salishury 2016 116 B2 255 119 64 261 1000% -0.058[-0.22,013]
Total (95% ClI) 255 261 100.0% -0.05[-0.22,0.13]
Heterogeneity: Mot applicable o '5 ﬁ é 10'

Test for averall effect: Z=0.54 (P = 0.98)

Figure 38: Remission at 12 months

Favours care coordination Favours standard care

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Salisbury 2016 45 307 86 302 100.0% 1.09[0.85, 1.39]
Total {95% Cl) 307 302 100.0%  1.09 [0.85, 1.30]
Total events 95 36
Heterogeneity: Mot applicable I f T f {
i _ 0.01 0.1 1 10 100
Testfor overall effect. Z= 0.67 (P = 0.51) Favours standard care Favours care coordination
Important outcomes
Figure 39: Discontinuation at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Mchlahon 2007 12 30 16 32 100.0% 0.80 [0.46, 1.40]
Total (95% CI) 30 32 100.0%  0.80 [0.46, 1.40]
Total events 12 16
Heterogeneity; Mot applicable ) t T t |
e B 0.01 oA 1 10 100
Testfor overall effect Z=0.78 (P = 0.43) Favours care coordination Favours enhanced standard
Figure 40: Discontinuation at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Salisbury 2016 a2 3ar 41 302 100.0% 1.24[0.86, 1.83]
Total (95% CI) 307 302 100.0%  1.25[0.86,1.82]
Total events 52 41
Heterogeneity: Mot applicable I } T } {
e _ 0.01 0 1 10 100
Testfor overall effect Z=1.15 (P = 0.25) Favours care coordination Favours standard care
Comparison 7: Attached professional model versus enhanced standard care
Critical outcomes
Figure 41: Depression symptomatology at 6 months
Experimental 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
EBedoya 2014 11.5 T 63 138 54 55 100.0% -0.36 [F0.73, 0.00]
Total (95% CI) 63 55 100.0% -0.36 [-0.73, 0.00]
Heterageneity: Mot applicable 5_1 A 55 ] é 10:
Testfor overall effect: £=1.95 (P =0.0%) Favours APM  Favours ESC
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Important outcomes

Figure 42: Discontinuation at 6 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl WM-H, Fixed, 95% Cl
Bedoya 2014 ] liti] 11 a5 100.0% 0659 [0.31, 1.55] —
Total (95% Cl) 65 55 100.0% 0.69 [0.31, 1.55] -~
Total events g 1

10

Heterageneity: Mot applicahle 'D T 051 100
Test for averall effect Z=0890 (P =0.37) ' Févours APM Favours ESC
Comparison 8: Shared care versus standard care
Critical outcomes
Figure 43: Depression symptomatology at 6 months
Experimental Control 5td. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CIl
Banetrjee 1996 -18.3  B5 33 -116 B4 36 100.0% -1.03[1.583,-0.52]
Total (95% CI) 33 36 100.0% -1.03 [1.53, -0.52] L 2
Heterogeneity: Mot applicable I_1 0 =5 ) % 10:
Testfor overall effect 2= 3.99 (P = 0.0001) Favours shared care Favours standard care
Figure 44: Remission at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Banerjee 1996 149 33 9 36 100.0% 2.301[1.22, 4.36]
Total (95% CI} 33 36 100.0%  2.30 [1.22,4.36] -
Total events 19 ]
estfor overall effect. 7= 257 (F=0.01) Favours standard care Favours shared care
Important outcomes
Figure 45: Antidepressant use at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% CI M-H, Fixed, 95% C|
Banerjee 1996 20 33 5 36 1000% 4.36[1.85 10.30]
Total (95% CI) 33 36 100.0% 4.36 [1.85,10.30] i
Taotal events 20 i}
Heterogeneity: Mot applicahle 'D.D1 Df1 1'IJ 1EID'

Test for overall effect: Z= 3.36 (P = 0.0008)
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Figure 46: Discontinuation at 6 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Banerjee 1995 4 33 4 36 100.0% 1.09[0.30, 4.01]
Total (95% Cl) 33 36 100.0%  1.09[0.30,4.01]

Total events 4 4

10

Heterogeneity: Mot applicakle .Y D:1 1 o0

Testforoverall effect: £=0.13 (F=0.30) Favours shared care Favours standard care
Comparison 9: Measurement-based care versus standard care
Critical outcomes
Figure 47: Depression symptomatology at 6 months

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

Guo 2015 48 36 44 86 36 37 1000%  -1.05[F1.51,-0.58]

Total {95% CI} 44 37 100.0%  -1.05[-1.51,-0.58] *

Heterogeneity: Mot applicable I—1D ES ] é 1D=

Testfor overall effect £=4.39 (P = 0.0001)

Figure 48: Response at 6 months

Favours MBC Favours standard care

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Guo 2015 A3 f1 a7 A58 1000% 1.38[1.11,1.73]
Total (95% CI) 61 50 100.0%  1.39[1.11,1.73] &
Total events a3 ar
Heterogeneity: Mot applicable f t T t {
o _ 0.0 0.1 1 10 100
Testfor overall effect: 2= 2.81 (F = 0.004) Favours standard care Favours MBC
Figure 49: Remission at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Guo 2015 45 &1 17 48 100.0% 286 [1.67,3.83]
Total {95% CI) 61 59 100.0%  2.56[1.67,3.93] <
Total events 45 17
Heterogeneity: Mot applicable f t t {
0. 0 10 100
Testfor ovarall effect: 2= 4.30 (F < 0.0001) Favours standard care Favours MBC
Important outcomes
Figure 50: Discontinuation at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Guo 2015 17 fi1 22 a3 100.0% 0.75[0.44, 1.26]
Total (95% CI)} 61 59 100.0%  0.75[0.44, 1.26]
Total events 17 22
Heterogeneity: Mot applicahle 00 D:1 1- 1'IZI 1DIZI'

Testfar averall effect Z=1.09{P=0.27)
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