FINAL
Settings of care

Forest plots for review question 1.2 For adults with depression, what are the relative
benefits and harms associated with different settings for the delivery of care?

Comparison 1. Primary care versus secondary care

Primary care versus secondary care subgroup analysis for Comparison 1a Cognitive and
cognitive behavioural therapies individual + antidepressant versus antidepressant

Critical outcomes

Figure 51: Depression symptomatology at endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
22.1.1 Primary care
Magem 2011 af 27 17 948 24 17 152% -1.36 211, -0.60] -
Scott 19497 135 A3 18 165 &8 16 161% -048 117,020 —
Subtotal (95% CI) 35 33 M.3% -0.91 [1.76, -0.05] <

Heterogeneity, Tau®= 025, Chi®= 283, df=1 (P = 0.09), F= 65%
Test for averall effect: 2= 2.07 (F=0.04)

22.1.2 Secondary care

Ashouri 2013 17.2 379 20 2565 3.45 13 1358% -2.20[-3.10,-1.30] —

Hautzinger 1996 8 424h 32 88 68 24 18.0% -0.13 F0.66, 0.40] -
Hollon 1982 105 10 25 142 10 57 187% -0.37 F0.84, 0.11] ™
Zu 2014 59 4.2 43 65 45 25 185% -0.14 [0.63, 0.36] -
Subtotal (95% CI) 120 119 B68.7% -0.61 [-1.30, 0.07] L J

Heterogeneity: Tau®= 0.40; Chi®=17.45, df=3 (P = 00005}, F=83%
Testfor averall effect. £=1.75 (P =0.08)

Total {95% CI) 155 152 100.0% -0.70 [1.23, -0.17] L 2
Heterogeneity: Tau®= 0.34; Chi®= 23.00, df=5 (P = 0.0003), F=72% :-1D 55 b é 1E|:
Testfor overall effect 2= 2587 (P =0.01) Favours CBT + AD  Favours AD

Testfor subgroup differences: Chit= 027 df=1 (P = 0.60), F= 0%
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Primary care versus secondary care subgroup analysis for Comparison 1b. Selective
serotonin reuptake inhibitors (SSRIs) versus placebo

Critical Outcomes

IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

-0.08 F0.45, 0.30]
-0.89 F1.82, 0.04]
-0.26 [-0.47,-0.06]
0.25 [-0.49, 0.01]

-0.94 [1.63,-0.24]
-0.32 [0.55, -0.08]
-0.20 F0.44, 0.04]
-0.11 FO.34, 0.11]
-0.59 [0.87,-0.31]
0.04 F0.45, 0.53]
040 F0.21, 0.61]
-0.41 FO.36, 0.14]
-0.18 F0.38, 0.04]
0.00 F0.24, 0.24]
-0.24 [0.45,-0.04]
-0.88 [1.32,-0.45]
-0.26 [0.42,-0.09]
-0.39 [-0.78, -0.00]
-0.46 [-0.89,-0.02]
-0.45 F0.42,0.13]
-0.03 F0.32, 0.24]
-0.22 [0.38,-0.07]
0.23[0.32, 0.14]

20.23[-0.31, 0.15]

Figure 52: Depression symptomatology at endpoint
Experimental Control Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight
76.1.1 Primary care
Bjerkenstedt 2005 149 8.4 54 144 6.7 a5 34%
Lopez-Rodriguez 2004 6 8458 10 14 B854 10 0.7%
Wade 2002 143 9.1 188 167 91 189 6.9%
Subtotal (95% CI) 252 254 10.9%
Heterogeneity: Tau®=0.01, Chi*= 2,65, df= 2 (P= 027}, F= 24%
Testfor overall effect 2= 2.01 (P =0.04)
76.1.2 Secondary care
Byerley 1988 128 7.7 20 197 6.4 16 1.2%
CL3-20098-022 133 7B 133 158 8.6 147 6.0%
CL3-20098-023 122 a1 137 138 a 137 5.9%
CL3-20098-024 128 74 146 134 84 158 6.2%
Emsley 2018 131 6.6 98 171 B9 106 4.9%
Fava 19983 126 1042 108 122 ] 19 22%
Fava 2005 133 7.3 47 126 64 43 29%
FDA 246 (SB 659746-003) 123 7582 118 131 752 128 86%
Forest Laborataries 2000 1561 10038 243 175 1086 125 6.5%
Hirayasu 2011a 932 715 197 9.3 6.6 100 5.8%
Hirayasu 2011hb 158 1035 360 183 101 124 6.8%
Macias-Cones 20145 1.7 ar 46 15 aT 43 27%
Mathews 20145 156 1004 280 182 1006 231 8.0%
Mundt 2012 11.8 5.8 55 1349 6.4 50 3.2%
Fyth 1952 131 10 60 17.5 8248 2 IT%
Rudaolph 1999 142 414 103 148 402 a7 5.0%
Sheehan 2008h 18.09 888 95 184 9.2 95 4.9%
Tollefsan 199371995 14 7738 1587 7.4 329 8.4%
Subtotal {95% CI) 2574 2030 B89.1%
Heterogeneity: Tau®=0.02; Chi®= 3293, df=17 (P=0.01); *= 48%
Testfor overall effect £= 513 (P = 0.00001)
Total (95% CI) 2826 2284 100.0%
Heterogeneity: Tau® = 0.01; Chi*= 35 64, df= 20 (P = 0.02}; P= 44%
Test far overall effect Z= 564 (P = 0.00001)
Testfor subgroup diferences: Chi*=0.01, df=1 (P = 0.91), F= 0%
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Figure 53:

Experimental

Depression symptomatology change score

Control

$td. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
76.2.1 Primary care
Bierkenstedt 2005 -84 8 54 a7 785 1.5% 041 [0.27,0.48] r
Wade 2002 -14.9 B.56658206 188 -12 B.78196137 189 2.4% -0.43 [-0.64,-0.23] -
Subtotal (95% CI) 242 244 3.9% 019 [-0.71, 0.34] L 3
Heterogeneity Taus= 0.12; ChF= 6.11, df= 1 (P = 0.01); F= 4%
Testfor overall effect Z=0.70 (P = 0.48)
76.2.2 Secondary care
29060 07 001 -13.08 10,219 12 -109 9386048 11 0.5% -0.21 -1.03, 0.81] -
Andreoli 2002/Dubini 1997Massana 1998 _study 1 -13.3 46 127 -B.6 447 128 21% -1.03[1.29,-0.77] -
Baune 2018 -15.96 8.58 52 -8 8.8 48 1.4% -0.93 [-1.34,-0.52] -
Einnemann 2008 -13.42 761 30 -1018 7.57 Kl 1.1% -0.42 [-0.93, 0.09] T
Eose 2008 -121 1022 129 -106 1042 134 2.2% -0.14 [-0.39, 0.10] T
Burke 2002 -12.8 925 366 -84 982 119 2.4% -0.37 [0.58,-0.16] -
Claghorn 1992a -10.72 939 32 -459 935 27 1.0% -0.B5 [1.17,-0.12] -
Clagharn 1992k -11.44 832 32 549 8 27 1.0% -0.71 [-1.23,-0.18] -
Clayton 2006_stucty 1 -14.2 807 133 1241 798 130 22% -0.26 [-0.50,-0.02] 1
Clayton 2006_study 2 -12.8 go07 133 -1148 TBE 126 2.2% -013[0.37,0.12] i
Detke 2004 -11.7 461 a5 -8.8 482 a3 1.9% -0.61 [0.91,-0.31] -
Dube 2010 -18 .82 a4 -13 a.84 122 1.8% -0.23[-0.55, 0.10] =
Eli Lilly HWAT-A -4 b.44 a7 -478 642 a9 1.8% -0.41 [0.70,-0.11] =
Emsley 2018 -13.6 470319041 et} -89.5 482804308 108 1.89% -0.86 [1.14,-0.57] -
Fabre 1982 -9.13 2.14 3| 306 a.1 36 1.2% -0.74F1.21,-0.27] -
Fabre 1995a -9.89 8.57 261 -76 74 BB 22% -0.27 [-0.52,-0.03] 1
Fava 1998a -10.85 941 109 -11.6 8.9 19 1.1% 0.07 [-0.42, 0.56] T
Fava 2005 -6.3 538098504 47 -7.3 46400431 43 1.4% 0.20[-0.22, 0.61] T
FDA 245 (EMD B8 843-010) -1 TET 932 -10.2 T.96 a9 2.0% -0.41 [-0.40,0.17] N
Forest Laborataries 2000 -12.85 9.89 243 -11.2 1035 125 2.3% -0.17 [-0.39, 0.04] N
Forest Research Institute 2005 -16.26 10037 266 -12.4 1034 133 2.4% -0.37 [0.58,-0.16] -
Golden 2002_448 -11.89 819 208 -9.9 204 1M 2.2% -0.24 [0.48,-0.00] N
Golden 2002_449 -12.69 82 1§ -102 818 110 2.3% -0.30 [-0.53,-0.07] -
Higuchi 2009 -9.4 69 148 -B3 5.8 145 23% -0.17 [-0.40, 0.08] 1
Jefferson 2000 -14.7 1056 296 121 11.06 101 2.3% -0.24 [0.47,-0.02] 1
Kasper 2012 -149 1061 139 -134 927 il 1.89% -0.85 [-0.84, -0.26] -
Keller 2006_Study 063 -17.25 8.05 161 -14 887 154 2.3% -0.38 [-0.61,-0.16] -
Kranzler 2006_Group A -10.8 6.5 a9 -8.6 7.8 100 1.8% -0.17 045, 0.12] -
Lam 2016 -g.8 949 N -6.8 9.6 30 1.1% -0.23[0.74,0.27] -T
Macias-Cortes 2015 -8.9 2.4505910148 46 -6.7 2.46880538 43 1.2% -1.28[1.75,-0.83] -
Mathews 2015 -15.9 1004 280 -136 1006 281 26% -0.23[-0.39,-0.06] 1
Miller 19892 -6 59 19 62 72000220 08% 0.03 [-0.58, 0.64] T
Maontgormery 1992 -12.36 881 129 -1056 776 G4 1.89% -0.21 [-0.51, 0.09] T
Mundt 2012 -13.4 a7 a5 -10.7 6.6 a0 1.5% -0.44 [-0.82,-0.09] T
Wfv-104 2/BRL-029060/CPME-251 -10.23 TET 120 -8325 TAHE 123 21% -0.26 [-0.51,-0.01] N
Mv-1045/BRL-029060/1 (PAR 128) -12.39 877 694 -8 863 136 2.8% -0.38 [-0.57,-0.20] -
Mierenberg 2007 -7.22 BE2 274 -6507 679 137 2.4% -0.18 [0.39, 0.02] "
MKD20006 (MCTO0048204) -1 78 M¥ 108 e 21% -0.03 [0.28, 0.23] T
Myth 1992 -13.1 707106781 G0 -G.7 597570447 32 1.2% -0.95 [-1.40,-0.49] -
FAR 01 001 (GEK & FDA) -13.36 793 22 -11.33 793 1 0.8% -0.25[-0.85, 0.35] -1
Rapaport 2008 -12.11 g0 173 -885 g 178 2.4% -0.41 [0.62,-0.19] -
Reimherr 19490 -11.66 824 142 -816 TS 14 2.1% -0.43 [0.67,-0.20] e
SER 315 (FDA) -84 452 TB -r.e 8 73 1.8% -0.17 [-0.49,0.14] -
Sheehan 2008k -11.42 B.46107963 99 -11.02 6.96603233 a5 2.0% -0.06 [-0.34, 0.22] 7
Stark 19845 -1 100 189 -8.2 9 169 2.4% -0.28 [-0.50,-0.089] N
Study 62b (FDA) -8.82 871 297 -5E9 865 48 1.8% -0.36 [-0.66,-0.05] !
Study F1.J-MC-HMAG - Study Group B -T.B3 FA AT | BI6 72 1.4% -0.08 -0.47,0.32] T
Tallefson 18931995 -B.1 TE 328 -6.4 71334 27% -0.23 [-0.38,-0.08] N
WVEM KR 367 (FDA) -11.26 10.55 a0 -1341 1063 a1 1.8% 047 [-0.14,0.48] r
WELL Al1A40068 -13.9 1087 146 122 973 148 2.3% -0.16 [-0.39, 0.08] 7
‘Warnicke 1987 -8.83 867 297 -AT 8.6 43 1.8% -0.36 [-0.67,-0.04] -
‘Wernicke 1988 -10.6 2.3 183 -7 8.6 En 2.0% -0.43[0.70,-0.16] -
Subtotal (95% CI) 7571 5029 96.1% -0.33 [-0.39, -0.26] |
Heterogeneity Tau®= 0.03; Chi®= 14090, df=51 (P = 0.00001); F= 64%
Testfor overall effect Z=9.74 (P = 0.00001)
Total (95% Cl) 7813 5273 100.0% -0.32[-0.39, -0.26] |
Heterageneity: Tau®= 0.03; Ch®=147.01, df= 53 (P = 0.00001); F= 64% =-1D 15 é 1D=
Testfor overall effect Z=9.82 (P < 0.00001}) Favours SSRI Favours placebo
Testfor suboroun diferences: Chi*= 0.26. df= 1P =081 F=0%
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Figure 54: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
76.4.1 Primary care
Ejerkenstedt 2005 20 a7 21 58 0.8% 0.97 [0.59,1.58] i
Dioogan 18494 50 ele] 0 1M 1.6% 1.28[0.94,1.74] ™
Lepala 2003 183 e il 74 184 28% 1.21 [1.00,1.46] ™
Wade 2002 103 191 79 189 28% 1.29[1.04, 1.60] ~
Subtotal (95% CI) 662 502 T.T% 1.23[1.09, 1.39] +
Total events 356 214
Heterogengity Tau?= 0.00; Chi*=1.18, df=3 (P= 0.76) F= 0%
Testfor overall effect 2= 3.25 (P =0.001)
76.4.2 Secondary care
Andreali 2002/Dubini 1997/Massana 1998_stuchy 1 T2 127 43 128 1.8% 1.69[1.27,2.249] -
Einnemann 2003 25 43 17 39 1.0% 1.33[0.86, 2.07] T
Eose 2008 59 132 51 135 1.8% 1.18[0.89,1.58] T
Burke 2002 178 379 33 127 1.6% 1.82[1.33, 2.48] -
Byerley 1988 14 3z 4 29 02% 317 [1.18, 8.55]
CL3-20098-022 77 137 69 149 23% 1.21 [0.97,1.52] ™
CL3-20098-024 g9 148 91 148 28% 1.04 [0.87,1.26] T
Clagharn 1992k 18 36 G i3} 0.3% 250[01.08,871]
Clayton 2006_study 1 90 142 BI 141 2.5% 1.30[1.05, 1.60] —
Clayton 2006_study 2 32 143 B4 137 2.3% 1.18[0.94, 1.48] —
Detke 2004 B4 86 41 93 2.0% 1.69[1.30,2.149] -
Dube 2010 29 62 59 138 1.8% 1.09[0.79,1.52] T
Dunbar 1993 T2 170 o 1T 1.3% 241 [1.67,3.449] I
Eli Lilly HMAT-A 38 89 24 40 1.1% 1.60[1.05, 2.43] —
Emsley 2018 54 a8 36 107 1.6% 162[1.18,2.24] -
Fahbre 19953 128 78 32 91 1.7% 1.31[0.96,1.78] "—
Fava 19983 B3 109 10 18 0.9% 1.10[0.70,1.73] T
Forest Laboratories 2000 118 287 51 128 21% 1.16 [0.90,1.49] .
Forest Research Institute 2005 162 T4 g6 135 2.4% 1.43[1.14,1.78] -
Goldstein 2002 17 33 33 70 1.1% 1.09[0.72,1.65] T
Goldstein 2004 34 ar 27 a9 11% 1.29[0.86,1.94] T
Gual 2003 19 44 14 39 0.8% 112 [0.67,1.89] I
Higuchi 2009 78 148 6 146 21% 1.37 [1.06,1.78] —
Hirayasu 2011a 133 205 66 105 29% 1.03 [0.86,1.23] T
Hirayasu 2011k 179 361 45 124 21% 1.37 [1.08,1.76] —'—
Jefferson 2000 145 Mo a6 105 1.8% 1.36[1.02,1.82] —'—
Kasper 2012 96 140 33 71 1.9% 1.48[1.12,1.94] -
Katz 2004 11 28 G 25 0.3% 1.64 [0.71,3.78] T
Kramer 1958 33 72 20 70 1.0% 1.60[1.03, 2.51] —
Kranzler 2006_Group A 33 28 26100 1.0% 1.43[0.93,2.19] —
Lam 2016 e H 10 30 0.4% 0.87 [0.41,1.84] I
Macias-Caortes 2015 19 46 ] 43 0.3% 3.55[1.45, 8.69]
Mathews 20145 176 289 142 2490 33% 1.24 1.07,1.44] ™
Mendels 1999 37 89 24 91 1.1% 1.58[1.03,2.41] —
Mundt 2012 33 80 20 85 0.9% 1.75[1.10, 2.79] —
I-104 2/BRL-029060fCPMS-251 56 125 44 124 1.7% 1.31 [0.96, 1.79] "—
My-1045/BRL-02906001 (PAR 128) 461 Tog 69 140 29% 1.32[1.11,1.58] —
Mermeroff 2007 45 104 ar 102 1.5% 1.19[0.85,1.67] T
Mietenberg 2007 94 T4 36 137 1.6% 1.31 [0.94,1.87] "_
NKD20006 (NCTO0048204) a7 125 59 125 2.0% 0.97 [0.74,1.26] -
Myth 1992 32 98 ] i1 0.5% 1.85[0.96, 3.57] "*
Olie 1997 71 128 45 129 1.8% 1.58[1.19, 2.09] -
FPAR 01 001 {GSK & FDA) 11 25 g 25 0.4% 1.38 [0.67, 2.83] e
Perahia 2006 59 97 51 99 21% 1.18[0.92,1.51] ™
Peselow 1989a 17 34 14 39 0.7% 1.39[0.81, 2.39] T
Peselow 19890 19 40 14 42 0.7% 1.43[0.83, 2.44] T
Rapaport 2009 100 177 71180 2.4% 1.43[1.15,1.79] -
Ratti 2011_study 096 65 113 73123 28% 0.97 [0.78,1.20] T
Ravindran 1995 17 40 7 28 0.4% 1.58[0.76, 3.27] I
Reimherr 18490 7 148 49 1480 1.9% 1.58[1.20, 2.09] -
Rickels 1992 a2 1) 10 56 0.5% 2240117, 4.29] I—
Rudalph 1999 52 103 41 98 1.7% 1.21 [0.89,1.63] T
Sheehan 200%h a7 99 23 45 0.9% 1.13[0.70,1.82] I
Stmith 1992 15 39 8 38 0.4% 1.83[0.88, 3.80] T
Stark 1985 77 185 38 164 1.6% 1.80[1.30, 2.49] -
Study F1J-mMC-HMAG - Study Group B 15 ar 28 75 0.8% 1.09 [0.67,1.77] I
Tollefson 199311995 121 336 g0 335 2.3% 1.34 1.07,1.68] "‘
Walle-Cabrera 2018 28 39 12 38 0.8% 22737, 378 I
Wang 2014c 91 1a7 T8 187 2.6% 147 [0.95,1.43] .
WELL Ak A4006 g8 185 T8 154 2.8% 112[0.91,1.38] .
Wernicke 1987 112 308 ] 48 0.6% 1.94 [1.06, 3.56] e
Wernicke 1988 g9 189 18 78 1.0% 204 1.32,3.14] —
Subtotal (95% CI) 8741 6373  92.3% 1.35[1.28,1.42] ]
Total events 4400 2370
Heterogeneity: Tau?= 0.02; Chi*=102.18, df = 61 (P = 0.0008); = 40%
Testfor averall effect Z=10.95 {P = 0.00001)
Total (95% CI) 9403 6875 100.0% 1.33[1.27,1.40] [}
Total events 4756 2584
Heterogeneity: Tau?= 0.01; Chi*= 104.09, df = 65 (P = 0.001); F= 38% 1001 011 1=u o0
Testfor overall effect Z=11.37 {P = 0.00001) Favours placebo  Favours SSRI
Testfor suboroup differences: Chi*=1.75 df=1 (P =019, F= 42.9%
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Primary care versus secondary care subgroup analysis for Comparison 1c. SSRIs versus

Tricyclic Antidepressants (TCAs)

Critical outcomes

Figure 55: Depression symptomatology at endpoint
Experimental Control Std. Mean Difference $td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
77.1.1 Primary care
Christiansen 1996 8.1 5.8 1] 6.9 G.2 57 44% 0.20[-0.17,0.57] T
Freed 1998 137 1024 148 1658 1088 157 BO0% -0.27 [-0.50,-0.05] -
FAR 290607281 161 8.89 TG 124 8.489 94 A0% 0.43[0.11,0.749] -
PAR MO 032 12 807 29 122 807 o 3% -0.02 [-0.53, 0.49] 7
Serranc-Blanco 2006 95 8.2 449 aB a2 a 41% 0.08[-0.32 0.449] T
Subtotal (95% CI) 3590 368 22.8% 0.08 [-0.21, 0.36] 4
Heterogeneity Tau®=0.07, Chi*=13.76, df= 4 (P = 0.008), F=T1%
Testfor averall effect 7= 052 (P = 0.61)
77.1.2 Secondary care
Arrninen 19892 876 563 21 1131 845 29 8% -0.30 [-0.86, 0.27] -
Eersani 19534 16 6.5 31 16 G.1 0 33% 0.00[-0.50,0.50] T
Bhargava 2012 1423 351 30 1367 474 o 3% 0.13[-0.37, 0.64] T
Byerley 19588 128 7T 0 137 a5 4 2T% -0.11 [-0.70, 0.44] -
Chiu 1956 7.4 9.6 19 117 2.1 19 2.0% -0.47 [-1.20, 0.26] -
Cohn 1984h 1472 881 35 1454 B85 31 34% 0.02 [-0.46, 0.50] T
Derryttenaere 1995 98 5.3 35 T2 4.5 31 34% 0.48[-0.01, 0.97] .
De Ronchi 1598 1422 831 32 1384 9.4 33 34% 0.03[-0.46,052] T
Deushle 2003 127 8.2 40 104 A am 3E% 0.28[-016, 077 T
Fawcett 15849 128 5.5 19 146 T8 19 4% -0.24 [-0.88, 0.39] -
Farlenza 2001 1444 1235 aFr 1271 118 | 3% 0.14[-0.358 0.67] s
GEk_28060/103 135 114 45 138 a4 36 3E% -0.03 [-0.47, 0.41] T
Hasherni 2012 1616 402 48 1971 4. 49 40% -0.B6[-1.27,-0.44] -
Laakmann 1988 586 752 36 6539 7.A2 43 3T% 0.31[-013 078 I
Laakmann 19591 947 7B f2 9F5 T.B6 62  4E% -0.02 [-0.38,0.33] T
Marchesi 19498 8.9 6.6 g7 a1 6.9 A 489% 0.12[-0.21,0.459] T
Moller 1593 1.5 8.3 72 9.3 6.3 8 48% 0.30[-0.04 0.63] -
Mulsant 1959 9.6 4.6 29 aB 3 FEEECA T 0.20[-0.32 073 T
Ontiveros Sanchez 1998 78 B 21 58 545 21 2E% 0.34[-0.27, 0.949] T
Peters 1990 10 g 41 11 ] m 38% -013[-0.57,0.31] -
Ropert1984 9.4 T 54 118 ] 46 4.3% -0.32 [-0.71,0.08] -
Staner 1995 178 1.3 21107 T8 19 24% 0.71[0.07,1.349] —
Sulernan 1597 72 25 15 7 26 18 20% 0.08[-0.64, 0.79] -
Subtotal (95% CI) 816 811 T7.2% 0.03 [-0.11, 0.16]
Heterogeneity, Tau®=0.05; Chi*= 3986, df=22 (P =0.01); F=45%
Testfor overall effect 7= 039 (P = 0.69)
Total (95% CI) 1175 1179 100.0% 0.04 [-0.08, 0.16]
Heterogeneity: Taw®=0.05, Chi*= 5363, df=27 (P=0.002);, F=50% 5_1 0 ; 10

Testfar averall effect 2= 061 (P =054)
Testfor subgroup differences: Chi®=0.09, df=1 (P =076}, F=0%
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Figure 56: Depression symptomatology change score

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
77.2.1 Primary care
Freed 1959 -17.7 B.B1452126 149 -15.08 7.H1073912 147 4. 7% -0.36 [-0.59,-014] -
Serrano-Elanco 2006 -12.7 BAT413962 43 129 B.22253967 45 34% 0.03 [0.37,0.44] T
Subtotal (35% CI) 198 202 8.1% -0.20 [-0.58, 0.18] *
Heterogeneity: Tau®*= 005 Chi*= 277, df=1 (F=010); F=64%
Testfor overall effect: Z=1.05 (P=0.30)
77.2.2 Secondary care
290607299 -14.3 935 102 -14.39 833 100 43% 0.01 F0.27,0.29] T
29080 07 001 -13.08 10,2191 12 -13.1 11.1051 13 1.7% 0.02 [0.76,0.81] -
Akhondzadeh 2003 -16.82 11.08 17 -203 812 200 21% 0.36 [0.30,1.01] T
Beasley 1893b -12.4 949 65 -116 10.3 71 3.9% -0.13 [0.46,0.21] =
Bersani 1994 -7 43328187 kil -16 4.04103947 30 2.8% -0.24 [-0.74,0.27] -T
Bhargava 2012 -7 2F22T835 30 -13.33 326046009 30 2.8% 0.54 [0.02, 1.04] "—
Chiu 1996 -20.2 91 15 -183 a4 149 1.8% -0.54 [1.28,0.149] 7
Cohn 1980b -13.3 TTE 121 142 776 64 41% 012[0.19, 047 T
Detmyttenaere 1998 -15 4.21366824 35 -16.7 289416098 Ell 2.9% 0.45[0.04,0.94] ™
De Ronchi 1998 -11.38 5.50653605 32 -1256 63688225 33 29% 0.20 [-0.29, 0.68] T
Deushle 2003 -10.9 5993325863 40 138 47042534 40 32% 0.48 [0.03, 0.92] r
Fabre 1952 -9.13 8.14 I\ -T2 g.049 v 3% -0.18 [-0.64,0.27] =T
Fawcett 1989 -10.8 469041576 19 -89 5594011784 19 2.2% -0.35 [-0.99,0.29] -T
Farlenza 2001 -15.848 11.89 27 -18.03 10.46 28 I7% -0.07 [0.60, 0.46] T
GE8K_29060/103 -17.8 10.73 45 171 96 3/ 2% -0.07 [0.51,0.37] =T
Hashemi 2012 -16.96 4.96 48 -13.14 4.68 44 34% -0.79[1.20,-0.37] -
Marchesi 1998 -16.6 437264222 BY -17.2 459401785 Ta 4.0% 0.13 [0.20, 0.48] T
MO F2A060MIM070M3EMC -20 8.49 24 -18 8.22 20 23% -0.88 [1.19,0.02] -
Miura 2000 -9.2 118 102 -106 1M1 114 44% 012 [0.14,0.39] B
Maller 1983 -18.7 549271246 72204 449110232 68 3.9% 0.34 [0.00, 0.67] ™
Maller 1998 -136 9.3 62 -165 9.4 59 3.8% 0.31 [0.05, 0.67] -
hulsant 1999 -11.3 3.0528675 28 -136 2530689758 27 2.6% 0.80[0.25,1.39] -
Preskarn 1991 -10.1 T8 28 -7.9 6.1 3 2.8% -0.31 [0.82,0.20] 7
Reimherr 1930 -11.66 8.24 142 1264 7A7 144 465% 012 [F011,0.39] T
Ropert 1989 -18.2 477074418 54 -166 538516481 46 35% -0.31 F0.71,0.08] -
SER 315 (FD&) -8.9 442 THO-116 11.48 o 4.0% 0.31 [0.01, 0.64] ™
Staner 1995 -8.2 783851372 21 133 556866232 19 22% 0.72[0.08,1.37] —
Stark 1985 -1 101 185 -12 101 185 4.8% 010 [F0.11, 0,300 *
Suleman 1997 -18.2 1.68522596 18 -158 231516738 15 1.7% -1.11 [1.88,-0.33] -
Subtotal (95% CI) 1555 1489  91.9% 0.04 [-0.08,0.17]
Heterogeneity: Tau®= 0.06; Chi®= 72.04, df= 28 (P =< 0.00001); F= 61%
Testfor overall effect Z=070(P=0.49)
Total {95% CI) 1753 1691 100.0% 0.02 [-0.10, 0.14]
Heterogeneity: Tau®= 0.07; Chi*= 84.60, df= 30 (P = 0.00001); F= 65% =_1 P 5 5 5 T
Testfor overall effect Z=038(P=0.70) Favours SSRI Favours TCA
Testfor subaroup differences: Chi*=1.46,df=1 (P =023, F=31.7%
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Figure 57: Remission

Experimantal Controd Fisk Ratio Feisk Ratho
Stisdly of Subgroup Events  Total Ewents Total Weight M.H, Random, 95% CI M3, Random, 95% C1
¥7.3.1 Primary care
Hufehingan 19032 k] L] 18 31 Te% 116081, 167 -+
kyte 1998 9% 179 93 185 12.7% 1.01 [0.83,1.22] +
Moon 1956 33 0 R’OoE 7% 1.00000.70, 1.43] T
Subdotal (95% CIy or 285 28.3% 1.03 [0.88, 1.20] L 3
Total evants 167 148
Heterogengity Tau®= 0000, Chi"= 053, 8= 2 (P = 0I7TLP=0%
Tast for ovavall efect I= 042 (P = 0ET)
T7.3.2 Secondary cars
Beasley 19930 1 5 LTI S I R 0.20[0.40, 1.63) —
Danish Universiy Antidepressar Group 1986 WoOET W ST 4% 0.4500.27,0.78) —
Danish University Antidegressant Groug 1990 12 62 % 58 41 043[0.24,0.77] —_—
Fawef 1989 4 mn £ W 1% 0.8000.25, 2.55) s
Feighner 1993 58 241 63 241 91% 0.94 [0.69,1.27] -
Forlenza 2001 13 Fig " 2 1% 1.23 0067, 2.4] 1T
Cerelsepger 1995 77 44 18 &7  556% 1.31 [0.82, 2.08) T
Heegan 1991 14 i 13 12 55% 118075, 1.88] T
Lenine 1989 i 30 15 0 40% 0.73[0.41,1.33) —r
MDFF2 306 0L TOERME 17 2 11 30 4% 1450082, 257] T
Modler 1993 43 112 54 110 4™ 083 0ET, 1.15] .
Mutsant 1999 19 43 n W B 0.78[0.50,1.21] —
Marranro 2001 20 9 P B R 0.30[0.ED, 1.06] ™
Subitotal (95% CI) TE T8O T1.7% 057 (073, 1.03] +
Total evenls 265 308
Hederogenaity Tau®= 0U04; Chi*= 2212 df =12 (P = 0.04); P = 45%
Tesd Tor oredvall effect I=1.59(P=011)
Total (95% CI) 1080 1065 100.0% 0.92 [(.80, 1.05] *
Total everis 437 457
Heterogeneity Tau"= 0.03; Chit= 2567, df=15 (F= 004y, F= 42% e oh T 00
Testfor overall effect 2= 1.28 (P = 0020) : .
Tas! for suboroup diferences: Ch'= 219, df= 1 1P =0,14), P= 54 4% Fawours TCA  Favours SSRI
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Figure 58: Response

Risk Ratio

Wiright M-H, Random, 85% Cl

Risk Ratio
M-H, Random, 35% C1

Experimental Control
Study or Subgroup Evenis  Tolal Events Total
T74.1 Primary care
Christiansen 1996 46 T 48 T3 TO0%
Hutchinson 1992 35 58 18 32 19%
Moon 1994 7 51 27 85 9%
Moon 1996 32 T0 30 B8 29%
Rosanbarg 1994 20 380 45 a2 TE%
Subtotal (95% CI) 630 320 I3.%
Tolal events 341 163
Heterogeneity, Tau® = 0.00; Chi#= 0,37, df= 4 (P = 0.93); F = 0%
Test for overall effect 2= 0065 (F= 0.51)
T7.4.2 Secondary care
Baasley 19930 28 B5 35 71 30%
Eremner 1984 16 20 17 0 4.9%
Eerley 1988 14 32 14 34 1.3%
Chiu 1996 12 20 11 0 1.4%
Cahn 19900 B4 161 40 B0 57T%
D& Ronchi 1998 16 32 18 33 1.8%
Drarryitenaare 1998 22 5 17 | 14%
Fabra 1991 42 103 41 102 36%
Fawicett 1989 a 20 T 0 DT
Fodenza 2001 14 27 14 I8 1.65%
Garatsagger 1995 18 44 13 a7 1.65%
GSK_29060M1 03 26 57 22 49 13%
Kaegan 1931 12 20 16 12 1%
Laakmann 1988 £ 63 ar B5 3I7T%
Marchesi 1998 40 67 a1 i BI%
MOFR290E0A0T UERMC 22 a2 12 30 1.6%
Moller 1993 53 12 59 110 58%
Moller 1998 a2 81 40 Fi 33%
Qritvenos Sanchez 1998 T 21 ] 21 05%
Feselow 19892 17 34 Kl 32 13%
Feselow 19890 18 40 23 40 :3%
Paters 1990 18 51 2 5 1%
Felmherr 1930 T7 149 86 149 93%
Staner 1995 7 21 g 19 07%
Stark 1985 T 185 B5 186 T4%
Subtotal [95% CI) 1452 1414  TE8%
Total events Fa k| ™

Heterogeneity, Tau® = 0.00; Chi*=14.03, di= 24 (P = 0.95), F= 0%
Test for overall effect Z=1.91 (P = 0.0&)

Taostal (35% CI) 2122

Tolal events 1054 Baa
Heterogeneity, Tau®= 000, Chi®= 1661, di= 26 (=097, F= 0%
Test for overall effect =135 (F=018)

Testfor subaroup differences: Chi*= 222 df=1 (P =0.14), F= 54 9%

1734 100.0%
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0.5 [0.78, 1.25]
1.07 [0.74, 1.55]
1,08 [0.74, 1.57]
1.04 [0.72, 1.50]
1.08 |0.86, 1.26]
1.04 [0.92, 1.19]

087 [0.61, 1.26]
0,94 [0.71, 1.25]
1,06 [0.61, 1.86]
1.08 [0.64, 1.66]
1,04 [0.30, 1.36]
0,82 [0.58, 1.46]
1.15[0.76, 1.73]
101 [0.73, 1.41]
1.29[0.60, 2.77]
1.04 [0.62, 1.74]
1.07 [0.64, 1.77]
1.02 [0.67, 1.55]
062 [0.53, 1.28]
086 [0.62, 1.20]
068 [0.68,1.13]
1.72[1.05, 283
0.88 [0.68,1.15]
0.78 [0.55, 1.10]
1.17[0.47, 2.89)
0.76 [0.50,1.16]
083 [0.54,1.26]
0.82[0.50,1.33]
(.90 [0.73,1.10]
0.70[0.33,1.52]
0.91 [0.72,1.15]
0.93 [0.87, 1.00]

0.96 [0.90, 1.02]
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placebo

Critical outcomes

Figure 59: Depression symptomatology at endpoint

Expernimental Control Std. Mean Difference 5td. Mean Difference
Study of Subgroup Maan 5D Tedal Mean  SD Total Weight IV, Random, 95% CI IV, Randem, 85% CI
B2.1.1 Primary care
Bamga-Schaapveld 2002 849 B2 23 125 B3 B BA% -0.57 [1.14, 0001] ==
Blashki 1971 5.73 509 2T 114 46 18 i.3% -0.77 [1.39,-0.15] -
Myniors-¥Wallis 1995 a1 71 27 M8 73 W 1% -0.51 [-1.05, 0.04] =
Subdtotal (95% CI) T 0 24.8% ALE0 [0.94, -0.27] L
Heterageneity, Taw™= 0.00; Chi*= 042, &= 2 (F = 0.81),F = 0%
Test for overall effect 2= 3.55 (P = 0.0004)
B82.1.2 Secondary cang
Amsierdam 1986 121 8539 55 177 BSS 5S4 1623% -065 [1.03,-0.28] -
Erreriey 1988 137 B85 24 197 B5 16 6% 076 F1.41,-0010] =
Elkin 198%Imber 1990 a8 T4 5T 132 T8 B2 17.7% -0.43 080, -0,07] -
Feighner 1962 1186 724 68 1586 B42 21 108% -0.53 F1.02,-0.03] ™
MeCallum 1975 13 ea 12 168 78 12 421% -0.79 [-1.63, 0.05] —
Sitverstone 1994 135 74 66 138 71T B9 198% -0.04 [-0.38, 0.30] +
Subtotal (95% CI) 282 234 75.2% 0,46 [-0.70, -0.21] L]
Haetaroganaity, Taw® = 0.03; Chi*= 819, &= 5 {F = 0.15); F= 30%
Tiesd for overall efect 2= 3,70 (F=0.0002)
Total (95% CI) 3549 J04  100.0% 0,48 [-0.66, -0.30] i
Heterageneity, Taw™= 007, Chi*= 951, @f= 8 (F = 0.30), F = 16% :_1 b 5 ) t p U:
Test for overall effect 2= 5.31 (P < 0.00001) Favours TCA Favours placebo
Testfor subgroup diferences: Chi*= 049, df=1{F=049), F=0%
Figure 60: Depression symptomatology change score
Exporimental Control S1d. Mean Difference Std, Mean Difference
Siudy of Sul Kbaan 50 Toial Mean S0 Todsd Wweight IV, Random, §5% CI v, Random, &5% CI
82.2.1 Pramary care
Blaghki 1971 -11.83 155 T -7.5 G6.78E2251 18 4.9% -0.84 [1.48,-0.21] -
WhTIOrS-Valls 19395 A1 ATISAEI84 3T BB SATTESI4 26 S4% 085 |1.44,-0.31) -
Philipp 1909 -14.2 T3 15 121 T4 A6 T -0.29 F0UGE, 0.06] =
‘Subioial (25% CN 158 20 170N 061 [-1.03, -0.18] L
Heterogenaity Tau®= 00T, Chi*= 426, df= 2(F =011, = 53%
Tesd for overall effect £= 2.81 (F = 0.005)
82.2.3 Secondary care
8060 OF 001 =133 111051 13 10091 S 3e6048 1 16% =0 2ZF1.03, 0.58) -
Arrisberdarm 1586 124 G026 &5 5T SERTAI0E  S4 TO0% <110 1.8, -0.70] -
Elkin 18850miber 1590 =87 530848378 aF -6.3 53084837 L TAS -0.64 [1.00,-0.27] -
Fabre 1992 -7 B2 209 37 -30B6 g1 16 B3% -0,56 1,03, -0.04] =
McCallum 1975 36 542862782 12 55 SMBS3EEEZ 11X 3% <M 29, -0.40] —
MIR 003-020 {FORp -11.5 a1 40 -4 B B4 10 A% -0.84 |1.20,-0.38] -
Reatirnfgar 1990 264 TAT 144 BB TES 141 BA% =056 [-0.80,-0.23) =
Schvwaizar 1994 -131 89 M -0z 96 TE T9% -0031 0B, 0. =
SER 315 (FDw) 116 11.49 O T8 a ] 7% -0, 38 F0.71, -0.05] 1
Siversione 1594 1148 425 B6 108 434 B9 TE% 0028 062, 0.06] =
Stark 1985 -12 101 185 -8.2 9 168 8.2% -0.40 0.6, -0.18] -
Witiftis 1924 11,7 42 40 a7 B2 45 BTH 0E2 012, 1,06 -
Subiotal (95% CI) 750 TES  BLAN 04T [-0.88, -0.25) L
Heberopenaity Tau"= D10 Chif= 4382 df= 11 (P < 000001 ), = 75%
Testfar overall afect 2= 4,25 (P = 0.0001)
Taotal [05% Clj 40 8BTS  100U0% 0,49 [-0uBE, -0.31] L]
Hetarogenety Tau® s 005 Chi®s 4829, df = 14 (F < 00001 #= T1% 5_“] :,’ i Iﬁ 1[;'
Tesd for overall efect Z=5.14 (P < 0.00001)
Tostfor subaroun fferences: Chi*= 0.32. df= 1 (P = 0.4T), P'= D% Fmim TCA Fainam piacsbn
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Figure 61: Response

Exparimantal Controd Risk Ratio Rizk Ratio
Study or Subgroup Evenis  Total Evenis Total Weight M-H, Random. 95% CI M-H, Random, 5% Cl
82.4.1 Primary care
Lecrubier 1997 49 75 48 TE 59% 1.03[0.82, 1.31]
Fhilipp 1933 Ta 110 i ] 47  56% 1.03 0,79, 1.35)
Schweizer 19398 a7 B0 M OB0 43% 1.76[1.18, 263 —
Subtotal (95% CI) 245 183 15.7% 1.19 [0.89, 1.50]
Tatal evenis 156 98
Heterogeneaity: Tav® = 0.04; ChP= 588, ¢f= 2 (P = 0,05); F= 67%
Testfor overall effact 2=1.15(F =025
82.4.2 Secondary cang
Amslerdam 1996 N 55 15 54  315% 2.031.24, 3.31) —
Bakish 1992k 34 58 0 56 41% 1.61[1.07, 2.44) =
Bramner 1995 29 50 17 50 3E8% 1.71 [1.0%, 2.68] —
Everley 1988 14 3 4 1@ 13% 2.9901.10,8.07)
Cassano 1986 65 165 51 148 53% 1.15[0.86, 1.54] T
Escobar 1980 14 15 B 12 149% 187 [1.04, 3.34] —
Feiger 1946 5 41 17 40 3% 203119, 3.48] —_—
Feighner 1982 53 G4 | 45 27% 2821153 519 e
Feighner 13390 8 15 5 15 1.7% 160|068, 3.77) -
Famaine 1994 22 45 14 45 3131% 1.587 |0.93, 2.66) T
Goldoery 1980 27 L] i 62 43% 1.03 069, 1.54) =T
Kusalic 1993 10 13 B 15 23% 1.82[097, 3.83] |
MIR 003-020 (FO&) 14 43 5 43 15% 280(1.11, 7.08]
FPeselow 19895 n a2 14 38 315% 1.83[1.12, 2.96] —
Feselow 19880 2 40 14 43 34% 1.73[1.04, 2.86] —
Reimher 1990 BE 149 49 150 S56% 1.7711.35, 2.31] -
Rickels 1982 23 L1 ] 19 46 3E8% 1.09 |06, 1.73) -
Rickals 1991 26 [i1] 14 BT  31% 1.94 112, 3.38) —
Rickels 1995_Study 0061 6 4 3 36 48% 0.99 0,71, 1.35) -t
Rickels 1995_Study D062 4 38 15 42 36% 1FT (110, 2.84] e
Schvweiner 1994 6 73 % TE 318% 101071, 1.74] -
Sivarslone 1934 k] B3 5 B3 46% 0.94 |065, 1.36] -
Srnith 1990 4 &0 12 50 30% 2000113 354 —
Stark 1985 BS  1EB W 188 5% 1.981.44, 2.72) —
Sublotal (95% CI) 1486 1417 B4.3% 1.57 [1.38, 1.79] ¥
Total evanis T43 450
Heterogeneity. Tav® = 0.04; Chif= 42.00, df = 23 (P = 0.009);, P = 45%
Test for overall effect 2= 6.79 (P = 0.00001)
Total (95% CI) 1741 1600 100.0% 1.51 [1.33, 1.71] L]
Tatal evans £94 548
Heterogenaity Tau® = 006, Chi®= 58,74, df = 26 (P = 0.0002); *= 56% =u o1 u’.l ] 1’,‘.. mtﬁ

Testfor overall effect 2= 634 (F < 0.00001)
Testfor subgroup differences: Chi®= 287, df=1 (P = 0.09), P=651%
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Primary care versus secondary care subgroup analysis for Comparison 1e. Serotonin—

norepinephrine reuptake inhibitors (SNRIs) versus SSRIs

Critical outcomes

Figure 62: Remission

Expenimenial Controd Rizk Ratio Hisk Ratio
Study or Subgroup Events Tolal Events Total Weight M.H,Random,95%Cl M.H, Random, 95% CI
87.3.1 Primary care
Montgomery 2004 99 145 102 148 14.5% 0.90 |0.85, 1.16] +
Tylee 1997 52 1T 83 170 43% 0.88(0.71,1.34] -
Subtotal (95% C1) 316 e 188%  0.99 [0.86,1.14] +
Taotal evants 151 155
Heterogeneity, Tau*= 000, Chi*= 0.01, df= 1 (F = 0.83); F= 0%
Test for overall efect Z= 0.17 (P = 0.86)
87.3.2 Secondary care
Altard 2004 1T 14 75 09% 0.78 10,38, 1.60] —t
Alves 1999 15 40 16 4T 15% 110|063, 1.94]
Bielskd 2004 ® 101 40 101 35% 0.90 0,63, 1.28) —
Costa 1998 M8 196 112 186 134% 1.00 {0.85, 1.18] +
DeNayer 2002 w73 W Tr 1% 1.41 |0.97, 2.04] -
Diglke 2004 a2 188 i3 EB 55% 1171 |0g4, 1 46] T
Eli Lilty HMAT-A 3 a4 W oEd 23% 0.79 1050, 1.23) i
Goldstein 2002 ¥ oo™ W 3 15% 1.74 10,99, 3.08] —
Goldstein 2004 4 8 M BT 35% 1.330.93, 1.89] I
Hao 2014 51 140 42 14 39% 122|087, 1.74] -
Higuchi 2009 W75 49 4B 30% 1.05J0.71, 1.54] -
Khan 2007 46 138 B4 140 44% 0.66 0,63, 1.18) —
Komaat 2000 w78 18 7T 16% 133081, 2 26] e
Mehtonen 2000 w75 W 72 1% 1.42 |0.99, 2.05] -
Memearof 2007 n 102 28 104 7 4% 113|073, 1.74] -T—
Nierenberg 2007 75273 B9 14 54% 1.08|0.82, 1.44] -
Perahia 2006 82 195 42 9T 54% 0.97 |0.73,1.28] -
Ritkels 2000 9 27 10 M 09% 0.80 039, 1.63] e
Rudolgh 1939 3400 13 103 13% 1.57 11 .00, 2 45 —
Sheehan 2008b M85 15 68 13% 1.45 |0.80, 2 B8] +——
Shelon 2006 w78 W B 1% 134 [0.92, 1.95) —
Sir 2005 43 84 4T T8 6% 0.66{0.65,1.14) -
Study F1-MC-HMAG - Study Group B 1 82 1 3T 15% 1.31 {075, 2.31) —_——
Tzanakaks 2000 18 55 15 54 1.4% 1,18 |0U6S, 2.09] =
Subtotal (95% C1) 2518 2308 81.P% 1.09 [1.01, 1.18]
Total evants 985 799
Heterogensity: Tau®= 0.00; ChP = 25.46, df= 23 (P = 0.33); F'= 10%
Test for overall efect Z= 223 (P = 0.03)
Total (95% C1) 2834 2626 100.0% 1.07 [1.00, 1.15]
Total events 1136 G54
Heterogeneity: Tau®= 0.00; Chi*= 26.98, df= 25 (P = 0.36) = 7% bt - -
Testor ovarall effect Z= 194 (P =005) . .
Test for subaroup diflerences: Chi*= 1 55, di= 1 (P=0.21), F= 35.7% Frvours SER1 Favours St
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Figure 63: Response

Expanimental Contned Ri=sk Ratio Hisk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 35% Cl
B7.4.1 Primary cang
Monbgorm eny 2004 113 145 113 148 T.I1% 107|080, 1.16) T
Tyles 1947 1 171 8 1Th 1% &2 0BT, 1.01) -
Subtotal (95% CI) ] HME 113% 0.93 [0.74, 1.16] *
Total events 194 m
Helerogenegily: Tau®= 002, Chi*= 362, df =1 (F=0.06); F= 71%
Tastfor ovérall effect Z= 065 (F =052}
B87.4.2 Secondary care
Allard 2004 54 TE M 75 41% 097|079, 1.14) T
Abes 1999 16 40 M 4T 1.9% 108|079, 1.51) T
Bielski 2004 47 101 5 101 1T 0E2 (063, 1.08] =
Clerc 1994 73 4 17 3 1.3% 1.35 (0080, 204 T
Costa 1998 158 196 156 186 G91% 096 (0UES, 1.06) b
DeMayer 2002 ir Fa 7 I3 1.5% 137|084, 1.949| B
Dietke 2004 128 188 64 -1 57% 0.9 [07E, 1.07] -
Diaz-Martingz 1998 w 7o 45 75 14% DEE [0UEE, 1.78] =T
Digrick 19946 107 153 95 161 54% 149100, 1.40] =
Eli Lilty HMAT-A 8 a4 B BR 14% DTe|0S3,1.19] =T
Goldstein 2002 42 7O 17 32 1.5% 16 079, 1.71] -
Golddstein 2004 44 a M BT 18% 1.24 |088, 1.73) T
Hao 2014 it 140 14 40% 1AT |08, 1.44) =
Higuchi 2004 kE:| (] T8 148 IT% 096 J0T3, 1.26) T
Hwang 2004 43 52 48 53  540% 081 jOuTE, 1.06) -
Jiang 2007 10 10 16 16 5.9% 1.000LES, 1.17] N
Ehan 2007 62 138 83 140 4% 0,76 |0UBD, 0.95] —
Komaat 2000 kx| 79 1B IT 1% 0.97 |0UES, 1.41] T
Mightonen 2000 49 75 1 72 18% 115 |88, 1.49) ™
Nemarefl 2007 51 102 45 104 13% 116|086, 1.55) ™
Higranberg 2007 a2 FiE] 4 T4 33% 0U%E 078, 1.24) T
Perahia 2006 129 196 5 8T 45% 108 (0080, 1.31] T
Rudolph 1993 54 a0 52 103 1E% 1.07 j082,1.39) T
Sheehan 20050 i5 a5 T84 1.3% 1.35 j0ug9, 2.05) T
Sheton 2006 48 (3} | BrX I14% 1.200087,1.72) —
Sir 2005 56 84 56 Ta 4.0% 094 |07, 1.16] -
Shudy F1.J-MC-HMAD - Study Group B 40 |z 15 ar 11% 1. 200|077, 1.84) T—
Tzanakaki 2000 0 55 B 5 1T% 105074, 1.50] T
Subtodal (95% CI) 2810 2623 B8 1.02 [0.97, 1.07]
Tatal events 1587 1421
Hederogeneity. Taw®= 000 Chi*= 3667, df= 27 (P = 010), = 26%
Teast for cwarall effect Z= 0.70 (P = 0.45)
Total (35% CI) 26 2941 100.0% 1.0 [0.98, 1.08]
Total events 178 1632
Helerogeneity, Tau®= 000 Chi*= 40.08, df = 29 (P = 0.08); F= 26% ’U m l]I'1 .".;. 1.:..;.’
Testfor overall effect Z= 040 (P = 0.69) ' Fii-\:urs SER1 Favours SHRI

Testfor subaroup diferences: Chif= 082, df=1 (P=043), F=0%

Comparison 2. Crisis resolution team care versus standard care (for adults with non-
psychotic severe mental iliness)

Critical outcomes

Figure 64: Mental health symptomatology: Symptom severity (BPRS) 8 weeks after crisis

Experimental Caontrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Johnson 2005 36.1 9 107 38 108 104 100.0% -0.29 [0.56,-0.02]
Total (95% CI) 107 104 100.0% -0.29 [-0.56, -0.02] [}

o ; } } ) t |
Heterogeneity: Mot applicable 10 5 0 5 10

Favours crisis rescolution  Favours standard care

Testfor overall effect: Z=2.10 (P =0.04)
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Important outcomes

Figure 65: Service utilisation: Admission as inpatient 6 months after crisis

Exparimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Tofal Events Todlal Weight M-H, Fixed, 95% Cl M-H, Fixed, 5% CI

Johnson 2005 39 134 B4 124 1000% 043 [0.32, 0.57]

Total (85% CI) 134 124 1000% 043 [0.32, 0.57] -

Tolal evants £k B4

Haterogeneity. Mot applicable E t t {
_ 0. 0 10 100

Testfor overall effect Z= 568 (F = 0.00001) Fawours crisis resolulion Favours standard care

Figure 66: Service utilisation: Bed days in hospital 6 months after crisis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Johnson 2005 161 365 134 35 479 123 1000% -0.45 [0.68,-0.20]
Total (95% ClI) 134 123 100.0% -0.45 [-0.69, -0.20] ¢+
Heterogeneity: Mot applicable |_1 0 '5 ﬁ é 10.

Testfor overall effect: 7= 3.52 (P = 0.0004) Favours crisis resolution Favours standard care

Figure 67: Psychological functioning: Quality of life (MANSA) 8 weeks after crisis

Experimental Controd 51d, Mean Difference 51d, Mean Difference
Study or Subgrowp  Mean S0 Total Mean 50 Tolal Weight IV, Fined, 55% C1 IV, Fimed, 5% CI
Johnson 2005 456 132 114 471 147 103 10000% <001 F0.37, 018
Todal [85% C1) 114 103 100.0% 0,19 [037, L1E)
Herterogenaity: Mot applicable :-1I] 5 b 5 1I:|:
Testfor overall effect 2= 0.79 (P = 0.43) Favours standard care  Favours oisis resolution

Figure 68: Social functioning: Social functioning (LSP) 8 weeks after crisis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Johnson 2005 132 132 133 129 17 134 1000% 0.20 [-0.05, 0.44]
Total (95% CI) 133 124 100.0% 0.20 [-0.05, 0.44]
Heterogeneity: Mat applicakle =—1D 55 p % 1D=
Testfor overall effect Z=1.58 (P =0.11) Favours crisis resolution Favours standard care

Figure 69: Social functioning: Social functioning (LSP) 6 months after crisis

Experimental Control $td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Johnson 2005 1332 147 133 1322 161 122 100.0% 0.06 [-0.18, 0.31]
Total (95% ClI) 133 122 100.0% 0.06 [-0.18, 0.31]
Heterogeneity: Not applicable o £ B i ey

Testior overall effect: 7= 0.5 (F = 0.61) Favours crisis resolution Favours standard care

Figure 70: Satisfaction: Patient satisfaction (CSQ-8) 8 weeks after crisis

Experimental Controd Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 50 Tolal Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
Johngon 2005 2B BE 118 M2 73 108 100.0% 023003, 045
Total {95% CI) 118 108 100.0% 0.23 [-0.03, 0.49)
" ' . .
e e e T s L0 TR ; 3
gt ror preralemect 2= F= ) Favours standard care  Fawours crisis resolution
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Comparison 3. Inpatient versus outpatient settings

Inpatient versus outpatient settings subgroup analysis for Comparison 3a. Selective
serotonin reuptake inhibitors (SSRIs) versus placebo

Critical outcomes

Figure 71: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
76.1.1 Inpatient
28060 07 001 -13.08 10.2191 12 -10.91 9386048 11 05% -0.21 [-1.03, 0.61] -
Sheehan 2009k -11.42 646107963 99 -11.02 6.86603233 95 22% -0.06 [-0.34, 0.22] b
Subtotal {95% ClI) 106 2.6% -0.08 [-0.34, 0.19] *
Heterogeneity: Tau®= 0.00; Chi*= 012, df=1{P=073) F=0%
Test for averall effect 2= 056 (P = 0.58)
76.1.2 Outpatient
Eaune 2018 -15.96 8.58 52 -8 8.38 48 1.4% -0.93 [-1.34,-0.52] -
Einnemann 2008 -13.42 T.61 30 -10.18 TAT 3 1.0% -0.42 [-0.93, 0.09] 7
Ejerkenstedt 2005 -84 g 54 -9.7 T a5 1.6% 0.11 [-0.27, 0.48] T
Elumenthal 2007/Hoffman 2011 -6.1 6.7 49 -6.1 7.3 44 1.5% 0.00 [-0.40, 0.40] T
Bose 2008 =124 1022 129 -106 1042 134 2.5% -0.14 [-0.39, 0.10] 7
Burke 2002 -12.9 9.26 366 -9.4 9.82 1149 27% -0.37 [-0.58,-0.16] -
Claghorn 19923 -10.72 9.39 32 -4.488 9.35 27 1.0% -0.68 [-1.17,-0.12] -
Claghorn 1992k -11.44 8.32 32 -5.484 8.31 27 1.0% -0.71 [-1.23,-0.148] -
Clayton 2006_study 1 -14.2 807 133 1241 T.H8 130 2.5% -0.26 [-0.50,-0.02] 1
Clayton 2006_study 2 -12.9 807 133 -1148 TEE 126 4% -013 037, 017] -
Detke 2004 -11.7 4,61 85  -B8 482 893 20% -0.61 [0.91,-0.31] -
Cube 2010 -15 882 54 -13 8.84 122 1.8% -0.23 [-0.55, 0.10] -
Eli Lilly HMAT-A -7.4 644 87 -478 642 89 20% -0.41 F0.70,-0.11] e
Ermsley 2018 -13.6 470319041 98 -85 482804308 106 21% -0.86 [1.14,-0.57] -
Fabre 1992 -8.13 814 38 -3.06 8.1 36 1.2% -0.74 F1.21,-0.27] -
Fava 19983 -10.85 941 109 -116 88 19 1% 0.07 [-0.42, 0.56] T
Fava 2005 -6.3 538098504 47 T3 46400431 43 14% 0.20 [0.22, 0.61] T
FDA 245 (EMD 68 843-010) -1 FET 82 -102 TO96 99 21% -0.11 [0.40,0.17] N
Forest Laboratories 2000 -12.95 989 243 -1.2 1035 125 27% -0.17 [-0.39, 0.04] =
Forest Research Institute 2005 -16.26 10,37 2686 -12.4 1034 132 27% -0.37 [-0.58,-0.16] -
Golden 2002_448 -11.88 819 206 -9.9 g.04 101 2.5% -0.24 [-0.48,-0.00] -
Goalden 2002_449 -12.69 8.2 218 -10.2 818 110 2.6% -0.30 [-0.53,-0.07] =
Hunter 2011 -9.67 578727915 12 -0.64 599548163 11 0.5% -0.17 [-0.99, 0.65] -
Jefferson 2000 -14.7 1086 296 -121 11.08 101 26% -0.24 [-0.47,-0.02] -
Keller 2006_Study 062 -17.25 808 181 -14 8.87 184 26% -0.38 [-0.61, -0.16] -
Kamulainen 2018 -1.9 3.05569959 17 -2.2 3.29146624 15 0.6% 0.09 [-0.60, 0.749] T
Kranzler 2006_Group A -10.8 6.5 89 -96 T8 100 21% -017 [-0.45,0.13] -
Larn 2016 -8.8 99 3 -B.5 96 30 1% -0.23 [-0.74,0.27] =
Macias-Cortes 2015 -8.9 245051015 46 -57 246880538 43 1.2% -1.29 [1.75,-0.83] -
Mathews 2015 -15.49 10.04 280 -136 1006 281 31% -0.23 [-0.38,-0.08] -
Miller 19893 -6 59 19 -B2 7200022 08% 0.03 [0.58, 0.64] T
Mundt 2012 -13.4 57 55 -107 BE 50 1.5% -0.44 [-0.82,-0.05] -
MY-1042/BRL-029060/CPMS-251 -10.23 FET 120 -8.25 TEE 123 24% -0.26 [-0.51,-0.01] -
MY-1045/BRL-029060/1 (PAR 128) -12.39 877 694 -9 863 136 30% -0.39 [0.57,-0.20] -
Mierenbery 2007 =722 662 274 -5497 679 137 28% -0.19 [-0.39, 0.02] -
MNKD20006 (NCTO0048204) -11.1 9 117 -1048 T8 1mg 2.4% -0.03 [-0.28, 0.23] 7
PAR 01 001 (G5 & FDA) -13.36 T893 22 -11.33 T.493 21 0.8% -0.25 [-0.845, 0.35] -T
Rapaport 2009 -12.11 g.02 173 -8.85 g 178 27% -0.41 [-0.62,-0.149] -
Reimherr 1990 -11.66 8.24 142 -816 T.Es 14 2.5% -0.43 [-0.67,-0.20] e
SER 315 {FDA) -89 4.52 TE =78 g 73 1.9% -0.17 [-0.49, 0.15] -
Stark 1985 -1 101 185 -8.2 9 1689 27% -0.29 [-0.50,-0.08] ~
Study 62b (FDA) -g.82 871 297 -5.569 8.65 48 2.0% -0.36 [-0.66, -0.04] =
Study F1J-MC-HMAQ - Study Group B -T63 7 37 -7 6.496 T2 1.5% -0.08 [-0.47, 0.32] T
Taollefzon 1993719495 -8.1 TE 316 -6.4 71 329 3.2% -0.23[-0.38,-0.08] =
WEMN ¥R 367 (FDA) -11.26 10.55 80 -131 10.63 a1 2.0% 017 [-0.14, 0.48] .
Wade 2002 -14.9 656658206 188 -12 B78196137 189 2.8% -0.43 [0.64,-0.23] -
WELL AK1A4006 -13.4 1087 1468 -122 973 148 25% -0.16 [-0.39, 0.06] -
Wernicke 1987 -8.83 867 297 57 86 48 20% -0.36 [-0.67,-0.05] -
Wernicke 1988 -10.6 8.3 183 -7 86 7T 23% -0.43 [0.70,-0.16] -
Subtotal {95% ClI) 6916 4716 97.4% -0.29 [-0.36, -0.23]
Heterageneity: Tau®= 0.02; Chi*= 10528, df= 48 (P = 0.00001); *= 54%
Test for averall effect: 2= 9.46 (P = 0.00001)
Total (95% CI) T027 4822 100.0% -0.29 [-0.35, -0.23] |
Heterogeneity: Tau®= 0.02; Chi*= 107 .84, df= 50 (P = 0.000013; F= 54% o 5 5 |

Testfor overall effect: Z=9.44 (P = 0.00001)
Testfor subaroup differences: Chi®= 247 di=1({P=012), F=594%
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Figure 72: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
76.2.1 Inpatient
Katz 2004 1" 28 6 28 04% 1.64[0.71,3.78] I
Sheehan 20090 27 eke] 23 95 1.0% 1.13[0.70,1.82] T
Subtotal {95% CI) 127 120 1.4% 1.24 [0.82,1.87] "
Total events 38 29
Heterogeneity: Tau®= 0.00; Chi®= 0.8, df=1 (P=0.48), F=0%
Testfor overall effect Z=1.00 {F =0.32)
76.2.2 Outpatient
Einnemann 2008 25 43 17 34 1.1% 1.33[0.86, 2.07] T
Bjerkenstedt 2005 20 57 21 58 049% 0.97[0.59,1.58] -
Bose 2008 a9 132 81 135 2.0% 1.18[0.89, 1.58] T
Burke 2002 1749 3rg 33 127 1.8% 1.82[1.33,2.48] -
BEyerley 1988 14 32 4 29 0.3% 317[1.18,8.89]
Clagharn 1992k 15 36 4 I/ 04% 2480[1.09,5.71]
Clayton 2006_study 1 a0 142 B9 141 2.8% 1.30[1.058, 1.60] "‘
Clayton 2006_study 2 a2 1449 64 137 2 6% 1.18[0.94,1.48] ™
Detke 2004 G4 a6 41 93 2.3% 1.69[1.30,2.149] -
Doogan 1994 a0 eke] 40 1M 1.9% 1.28[0.94,1.74] ™
Dube 2010 28 62 89 138 1.7% 1.08[0.79,1.562] T
Dunhar 1993 72 170 I | 1.5% 241 [1.67,3.449] -
Eli Lilly HMAT-A 38 89 24 a0 1.2% 1.60[1.05 2.43] —
Emsley 2018 a4 eke] 36107 1.8% 1.62[1.18, 2.24] -
Fava 19982 63 109 10 19 11% 1.10[0.70,1.73] T
Forest Laboratories 2000 118 257 a1 124 2.4% 1.16[0.90,1.459] e
Forest Research Institute 2005 162 274 56 135 27% 1.43[1.14,1.78] -
Goldstein 2002 17 33 33 ¥a 1.2% 1.08[0.72,1.65] T
Goldstein 2004 34 ar 27 a4 1.3% 1.28[0.86, 1.94] T
Gual 2003 18 44 15 34 0.9% 1.12[0.67,1.849] T
Hirayasu 2011a 133 205 BE 105 32% 1.03[0.86,1.23] T
Hirayasu 2011h 178 361 45 124 2.3% 1.37 [1.08, 1.76] —'—
Hunter 2010_study 1 B 14 B 14 0.4% 1.00[0.43, 2.35] 1T
Hunter 2011 [ 13 [ 11 0.4% 0.85[0.38,1.88] T
Jefferson 2000 145 Mo 36105 2.0% 1.36[1.02,1.82] —'—
Kramer 1998 33 72 20 1% 1.60([1.03, 2.51] —
Kranzler 2006_Group A 33 a9 26 100 1.2% 1.43[0.93,2.19] I
Lam 2016 L] kil 10 o 05% 0.87[0.41,1.84] T
Lepaola 2003 183 M5 T4 154 3% 1.21[1.00, 1.46] ~
Macias-Cortes 2015 18 46 g 43 0.3% 3.85[1.45 8.68]
Mathews 2015 176 284 142 290 6% 1.241.07,1.44] ™
Mendels 1999 ar a9 24 91 1.2% 1.58[1.03, 2.41] —
Mundt 2012 33 a0 20 a5 1.0% 1.75[1.10,2.74] —
My-1042ERL-029060/CPMS-251 a6 125 44 129 1.9% 1.31 [0.96, 1.749] "—
MY-1045BRL-029060M (PAR 128) 461 708 69 140  33% 1.32[11.11,1.58] -
Memeroff 2007 45 104 ar o102 1.7% 1.18[0.85, 1.67] T
Mierenberg 2007 94 274 36137 17% 1.31[0.94,1.81] "—
MKD20006 (NCTOO048204) ar 125 89 125 23% 0.97 [0.74,1.26] T
Qlie 1997 71 129 45 129 21% 1.88([1.19,2.09] -
PAR 01 001 {(GEK & FDA) 11 25 g 25 0.5% 1.38[0.67,2.83] T
FPerahia 2006 a9 a7 a1 eke] 2.4% 1.18[0.92, 1.81] e
FPeselow 198593 17 34 14 34 0.8% 1.38[0.81, 2.38] T
FPeselow 1985k 18 40 14 42 0.8% 1.43[0.83, 2.44] T
Rapapoart 2009 100 177 71180 2T7% 1.4311.15,1.749] -
Ratti 2011_study 096 65 113 T3 123 2.8% 0.97 [0.78,1.20] T
Ravindran 1995 17 40 7 26 0.5% 1.58 [0.78, 3.27] T
Reimherr 1930 7T 1449 49 1580 21% 1.58[1.20, 2.09] -
Rickels 1992 22 55 10 56 0.6% 2241117, 4.28] —_—
Roose 2004 32 a4 34 a0 1.4% 1.01 [0.69, 1.47] T
Fudalph 1999 52 103 41 98 1.49% 1.21[0.89,1.63] T
Smith 1992 15 k] g 38 0.5% 1.83[0.88, 3.80] T
Stark 1985 77 185 39 169 1.8% 1.801[1.30,2.49] -
Study F1J-MC-HMAD - Study Group B 15 ar 28 Ta 1.0% 1.08[0.67,1.77] -
Tollefson 199319595 121 336 90 335 2 6% 1.34 [1.07, 1.68] "—
Walle-Cabrera 2018 28 k] 12 38 0.9% 227 [1.37,3.78] I
Wade 2002 103 181 T4 184 2.8% 1.28[1.04,1.60] "‘
Wang 2014¢c 91 1a7 Ta 1av 2.9% 1.17[0.95,1.43] .
WELL AK1A4006 a8 185 T8 154 2.9% 1.12[0.91,1.38] ™
Wernicke 1987 112 308 ] 48 07% 1.94 [1.06, 3.56] —
Wernicke 1988 a9 1849 18 Ta 1.2% 204[1.32,3.14] e
Subtotal (95% Cl) 8311 6076 98.6% 1.33[1.26, 1.40] |
Total events 41490 2268
Heterogeneity: Tau®= 0.01; Chi®= 95.40, df = 59 (P = 0.002); = 38%
Testfor overall effect Z=10.33 {P = 0.00001}
Total (95% CI) 8438 6196 100.0% 1.33[1.26, 1.40] L
Total events 4228 2287
Heterogeneity: Tau®= 0.01; Chi®= 96.08, df= 61 (P = 0.003); #= 37% ID o 011 110 o0
Testfor overall effect 2= 1046 (F = 0.00001) ’ Favours placebo Favours SSRI
Testfor subaroup differences: Chif= 011 df=1{P=074 F=0%
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Inpatient versus outpatient settings subgroup analysis for Comparison 3b. SSRIs versus
tricyclic antidepressants (TCAs)

Critical outcomes

Figure 73: Depression symptomatology endpoint

Experimental

Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean 50 Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% Cl
77.1.1 Inpatient
Arminen 1992 876 563 21 1121 945 29 3% -0.30 [-0.86, 0.27] -7
Deushle 2003 127 8.2 40 104 A am 41% 0.28[-016,0.77) ™
Laakmann 1951 947  T.86 62 Q.65 T.86 62 5.0% -0.02 [-0.38,0.33] T
Moller 1593 1.5 8.3 72 9.3 B.3 68 A% 0.30[-0.04, 0.63] -
Stanar 1995 178 113 21107 T8 19 27% 0.71[0.07,1.359] —
Subtotal (95% CI) 216 218 20.2% 0.17 [-0.09, 0.44] ]
Heterogeneity Tau®=0.04, Chi*=7.30,df= 4 (F=012); F= 45%
Testfor overall effect: 7=1.28 (P =0.20)
77.1.2 Qutpatient
Bersani 1954 16 5.5 31 16 .1 0 3E% 0.00[-0.50,0.50] -
Ehargava 2012 1423 3.51 30 1367 474 30 3E% 0.13[-0.37, 0.64] T
Byerley 19588 128 T 20 137 a5 24 30% -0.11 [-0.70, 0.449] -
Christiansen 1995 8.1 58 56 6.5 6.2 57 48% 0.20[-017,0.57] T
Cohn 19384h 1472 881 35 1454 885 31 38% 0.02[-0.46, 0,500 T
Derryttenaere 1995 99 5.3 35 T2 4.5 31 IT® 0.48[-0.01,0.97] ™
De Ronchi 1898 1422 831 32 1394 9.4 33 3T% 0.03[-0.46, 0,57 -
Fawcett 13849 128 6.5 19 1406 T8 19  27% -0.24 [-0.88, 0.39] -1
Farlenza 2001 1444 1235 27 1271 118 28 34% 0.14[-0.35 0.67] T
Freed 1998 137 1024 148 16458 1088 1587 BA4A% -0.27 [-0.50,-0.04] =
Hashemi 2012 1616 402 48 1471 4. 19 44% -0.86[-1.27,-0.44] -
Laakmann 1988 886 7.A2 36 659 F.A2 43 41% 0.31 [-0.13,0.76] -
Marchesi 19498 8.9 6.6 g7 a1 6.9 A A3% 0.12[-0.21,0.459] T
Ontiveros Sanchez 1998 T8 BN 21 A8 545 21 28% 0.34[-0.27, 098] T
PAR 290607281 161 859 ¥6 124 B.A4 T Ad% 0.43[0.11,0.75] ™~
FAR MOUK 032 12 8.07 29 122 807 0 3a% -0.02 [-0.53, 0.44] T
Peters 1990 10 g 41 11 ] m 42% -013[-0.57,0.31] -
Ropert1984 9.4 T 54 118 ] 46 4E% -0.32 [-0.71,0.08] -
Serranc-Blanco 2006 445 8.2 49 a8 8.2 45 458% 0.08[-0.32, 0.49] T
Sulernan 1597 72 25 15 7 26 18 23% 0.08[-0.64, 0.79] -
Subtotal (95% CI) 870 883 79.8% 0.01 [-0.13, 0.16]
Heterogeneity: Taw®= 0.06; Chi*=41.35, df =18 (P = 0.002); F= 94%
Testfor overall effect Z=018 (P =086
Total (95% CI) 1086 1101 100.0% 0.05 [-0.08, 0.18]
Heterogeneity: Taw®=0.05; Chi*=51.35, df= 24 (P = 0.0010); F=53% =—1D ;3 b % 10
Testfor averall effect Z= 070 (P = 0.48) Favours SSRI Favours TOA
Testfor subgroup differences: Chi*=1.08, df=1 (P =030}, F=7.3%
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Figure 74: Depression symptomatology change score

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
77.2.1 Inpatient
290600299 -14.3 935 102 -14.39 8.3% 100 4. 7% 0.01 [F0.27, 0.29] T
29060 07 001 -13.08 10,2191 12 -13.3 11.1051 13 1.8% 0.02 [0.76,0.81] -
Deushle 2003 -10.9 599332963 40 135 47042534 0 34% 0.48[0.03, 092 .
Maller 1993 -18.7 549272246 72204 449110232 68 4.3% 0.34 [0.00, 0.67] ™
Maoller 1988 -136 9.3 62 -165 9.4 a9 41% 0.31 [0.05, 0.67] -
Staner 1995 -8.2 7.893851372 21 -13.3 556866232 149 2.3% 0.72[0.08,1.37] —'—
Subtotal (95% CI) 309 299 20.6% 0.27 [0.08, 0.47] ]
Heterogeneity: Tau®= 0.01; Chi®= 6.68, df= 8 (F=0.29), F=25%
Testfor overall effect £=2.74 (P =0.006)
77.2.2 Outpatient
Akhondzadeh 2003 -16.82 11.08 17 -20.3 812 20 2.3% 0.36 [0.30,1.01] T
Eeasley 1993k -12.49 949 65 -116 10.3 71 4.2% -0.13 [F0.46,0.21] -
Eersani 1994 S17 4331281587 kil -16 4.04103947 o 3% -0.24 [0.74,0.27] =T
Bhargava 2012 -7 2TF227835 30 -13.33 3.26046009 0 30% 0.54 [0.02,1.08] e
Cohn 1980k -13.3 TIE 12 142 776 G4 45% 012[019, 042 T
Demyttenaere 1998 -15 421366824 34 -16.7 299416098 3 3% 0.45 [0.04, 0.94] ™
De Ronchi 1998 -11.38 5.50659605 32 -12586 63688225 33 32% 0.20 [0.29, 0.68] T
Fahre 1992 -3.13 2.14 | -TE2 209 ar 4% -0.18 [0.64,0.27] -T
Fawcett 1989 -10.8 469041576 19 -89 5594011784 19 23% -0.35 [-0.99,0.249] -T
Farlenza 2001 -15.85 11.89 27 -15.03 10.46 28 29% -0.07 [0.60, 0.45] T
Freed 1999 177 B.81452M26 149 1508 7E1073912 157 51% -0.36 [-0.59,-0.14] e
Hashemi 2012 -16.96 4.96 48 -13.14 4.68 44 3T% -0.79[1.20,-0.37] -
Marchesi 1998 -16.6 437264222 BY -17.2 459401785 Ta 4.3% 0.13 [0.20, 0.48] T
MO F2O060MIF070MBEMC -20 8.489 24 -15 822 20 25% -0.88 [1.19,0.02] -
Maller 2000 -13.8 72100 -1583 71108 4T7% 0.21 [0.07, 0.45] I~
Preskarn 1991 -10.1 78 29 -78 6.1 Ell 3.0% -0.31 [0.82,0.20] =
Reimherr 19390 -11.66 824 142 1264 747 144 51% 012 [F0.11,0.35] r
Ropert 1989 -18.2 477074418 84 166 538516431 46 3.8% -0.31 [0.71,0.08] -
SER 315 (FDA) -84 482 TE  -116 11.45 Ta 4.3% 0.31 [0.01, 0.64] ™
Serrano-Elanco 2006 -12.7 BAT413962 43 129 B.22253967 45 37% 0.03 [0.37,0.44] T
Stark 1985 -1 101 184 -12 101 185 43% 0.10F011,0.30] r
Sulerman 1997 -18.2 1.68522996 15 -1589 231516738 15  1.8% -1 [1.88,-0.33] -
Subtotal (95% CI) 1353 1305 79.4% -0.05 [-0.19, 0.09] 1
Heterogeneity: Tau®= 0.06; Chi®= 59.87, df=21 (P = 0.0001}), F=65%
Testfor overall effect Z=0.72 (P =0.47)
Total {95% CI) 1662 1604 100.0% 0.02 [-0.10, 0.14]
Heterageneity: Tau®= 0.06; Chi®= 7557, df= 27 (P = 0.00001); F= 64% ' t } {
. -10 -5 a ] 10
Testfor averall effect Z=032 (P=0.75) Favours SSRI Favours TCA
Testfor subgroup differences: Chi*=7.03, df=1 (P = 0.008), F=85.8%
Figure 75: Remission
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
77.3.1 Inpatient
Danish University Antidepressant Group 1586 14 a7 31 a7 T1% 046 [0.27,0.748] —
Danish University Antidepressant Group 15490 12 B2 26 a8 6.0% 0.43[0.24,0.77] I
Geretsegger 1995 22 44 18 47 TE% 1.31[0.82, 2.08] T
Maoller 1993 49 112 84 110 125% 0.89[0.67,1.18] =
Subtotal (95% CI) 275 272 33.5% 0.71[0.44,1.15] <
Total events ar 128
Heterogeneity: Tau®=019; Chi®=14.05, df= 3 {P=0.003);, F=79%
Testfor averall effect Z=1.39 (P =017
77.3.2 Outpatient
Beasley 1993k 1" 65 15 Eal 16% 0.80[0.40,1.62] — T
Fawcett 1999 4 20 5 20 20% 0.80[0.25, 2.59] — T
Feighner 1993 59 241 B3 241 11.8% 0.94 [0.69,1.27] =
Forlenza 2001 13 27 11 28 57% 1.23[0.67, 2.24] T
Hutchingon 1992 a8 a8 18 32 10.4% 1.16[0.81, 1.67] T
kiyle 1998 96 178 99 186 15.4% 1.01 [0.83,1.22] +
MOFZ9060011407 038 17 32 11 0 B1% 1.451[0.82, 2.57] T
Moon 1996 33 70 32 68 10.5% 1.00[0.70,1.43] -
Subtotal (95% CI) 692 676 66.5% 1.03 [0.91,1.17] ]
Total events 271 244
Heterogeneity: Tau®= 0.00; Chi®=3.29, df=7 (P= 0.86), F= 0%
Testfor overall effect: £=10.44 (P = 0.66)
Total (95% CI) 967 948 100.0% 0.93 [0.78, 1.11] 4
Total events 368 383
Heterogeneity: Tau = DPd, Chi -_22.1 B, df=11 {P=0.02; F=50% 'D.D1 0!1 1'0 1DD'
Testfor overall effect Z=0.80 (F=043) Favours TCA Favours SSRI
Test for subaroup diferences: Chi= 211, df=1 (P =015}, F= 52 6%
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Figure 76: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
77.4.1 Inpatient
Geretsegger 19595 18 44 18 47 1.5% 1.07 [0.64,1.77] -1
Maller 1993 a3 112 a3 110 a.8% 0.88[0.68,1.158] -
Maller 1993 32 a1 40 79 3.3% 0.78[0.55 1.10] -7
Staner 1935 7 2 g 19 0.7% 0.701[0.33,1.52] T
Subtotal (95% CI) 258 255 11.3% 0.86 [0.71, 1.04] #
Total events 110 126
Heterogeneity: Tau®= 000, Chi*=1.30, df= 3 (P=0.73), F= 0%
Testfor overall effect Z=156 (P =012
77.4.2 Qutpatient
Beasley 1593h 28 65 35 71 30% 087 [0.61, 1.26] -
Eremner 1584 16 20 17 20 4.8% 094 [0.71,1.28] -
Eyerley 1988 14 32 14 34 1.3% 1.06 [0.61, 1.88] T
Christiansen 1996 46 71 48 T3 7.0% 0.991[0.78,1.25] -
Cohn 19900 a4 161 40 30 8.7% 1.04[0.80, 1.36] -
Demyttenaere 1998 22 35 17 H 2.4% 115[0.76,1.72] T
De Raonchi 19498 16 a2 18 33 1.8% 0.592[0.58, 1.48] "
Fahre 14981 42 103 41102 3E6% 1.011[0.73,1.41] -1
Fawcett 1989 g 20 7 20 0.7% 1.29[0.60, 2.77] -
Forlenza 2001 14 7 14 8 1.58% 1.04[062 1.74] -1
Hutchingon 1992 35 L] 18 32 2.9% 1.07[0.74,1.558] -
Laakmann 1938 il 63 a7 65 3IT% 086 [0.62,1.20] -1
Marchesi 1938 40 BT 51 75 6.3% 088[0E8, 1.13] -T
MOF/2806 01007 0/88IMT 22 32 12 30 1.6% 1.72[1.05, 2.82] —
Maller 2000 a1 116 71124 G.1% 0.77[0.59, 0.99] -
Maoon 1994 7 a1 27 55 2.8% 1.08[0.74,1.57] -
Maoon 1996 32 To 30 63 2.9% 1.04[0.72, 1.50] -
Ontiveros Sanchez 1958 7 2 B 21 0.5% 117 [0.47, 2.88] I —
Peselow 15859a 17 34 21 32 2.3% 076 [0.50,1.18] T
Peselow 15850 19 40 23 40 2.2% 0.83[0.54, 1.26] e
Feters 1930 18 a1 22 a1 1.7% 0.821[0.50,1.33] T
Reimherr 1990 7 149 86 148 9.2% 0890[0.73,1.10] -
Rosenberg 1994 201 380 45 92 7.5% 1.08[0.86, 1.36] T
Stark 1985 7 185 85 186 7.4% 0591[0.72,1.158] -
Subtotal (95% CI) 1883 1512 88.T% 0.96 [0.89, 1.02] L
Total events 945 f=ldl
Heterogeneity: Tau®= 0.00; Chi*=16.22, df= 23 (P=0.89), F=0%
Testfor overall effect Z=1.33 (P=0.18)
Total (95% CI) 2141 1767 100.0% 0.94 [0.89, 1.01] L
Total events 1055 911
Heterogeneity: Taw®= 0.00; Chi®= 18.55, df= 27 (P = 0.89); F= 0% ID o 051 150 00

Testfor overall effect Z2=1.78 (P =0.08)
Test for subgroup differences: Chi=1.03, df=1 (P =0.31), "= 3.3%

Inpatient versus outpatient settings subgroup analysis for Comparison 3c. Serotonin—

norepinephrine reuptake inhibitors (SNRIs) versus placebo

Critical outcomes
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Figure 77: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std, Mean Differenc

Study or Subgroup  Mean 50 Total Mean SO Total Webght IV, Random. 95% Cl IV, Random, 85% CI
£5.1.1 inpatient

Gueli 1995 14 aF 46 238 114 47 468% -0.94 [1.37,-0.51] -

Sheehan 20090 1559 981 9 184 92 895 537%  -0.29[0.58-0.01] |

Sublotal (95% CI) 137 142 100.0% 0,60 [-1.22, 0.03] &
Heterogeneity Tau®= 017, Chi*= 593, df= 1 (P = 0.01), P = £3%

Tasl for ovarall efect Z=1.86 (P = 0.0G)

£5.1.2 Qutpatient

Khan 10983 1349 TH4 253 1752 TE2 43 418% 0530770249 |

Rudalph 19349 125 &1 95 148 402 97 291% 056085 -0.28] L

Thase 1997 1174 8z M 168 81 100 29.0% «0.54 [-0.83,-0.25] o

Subtotal (95% CI) 430 200 100.0%  J0.54 [10.70, .0.39] ]
Heterogeneity, Tau®= 0.00; Chi®= 0,04, df= 2 (P = 0,98); #= 0%

Test for overall affect £= 680 (F = 0.00001)

A0 5 i 10
Fawours SMRI Fawours placeba
Testfor subaroup differences: Chif= 0.03, df=1 (F=08N. F=0%
Figure 78: Depression symptomatology change score
Experimental Control %1d. ibean Difference %1d. Mean Difterence

Study of Subgroup Uzan 5D Totsl Mean SO Total Weight IV, Rasdom, 9% C1 I, Random, $5% CI
$5.2.1 lpabeal

Cuel 1995 182 B #E 4B 11 47 30% 080 33,-047)

Shegphan 10000 83 TIIN00T44 91 1107 BESBE03IIY 95 B2%  -D4BEOTS.0UT) -
Sukilotal (5% CI) 137 142 1A% DS [-1.08, 0.22) L
Helerogensity Tau® s Q06 Chi's 2.80, 6f= 1 (P = 009 = 64%

Test for owirall efact = 282 ¢P=0003)

£5.2.2 Dutpatiest

Brannas 2005 RLET TA3 132 1007 TEL AT TS 007 ROH, DT =

Dathe 2004 1155 184 186 68 482 93 1% -QSTHOBZ-03) -

Ell Livy HMAT-A 31 B3 B -4t B4z BB B0® 024 PO, U8 -

Hewes 2000 A7 1056 193 137 1066 165 B6%  -0.36 FD.56,-005 -

Higuehi 2016 RTEH 1008 388 1281 1A 183 03% 037 H048, 005 E
Mandets 1993 148 984 77 1053 98 75 56% DB HDTE,-0UE -
Hiprgnibarg 2007 TH Bg4 273 a7 78 137 BS% 034044003 .
Robingon 2014 -TA2 L A T 7S 95 Ta% 004 b0 D) 1
Sehwezer 1994 156 98 B4 103 96 78 53%  -055H089,-0.3H =

Sty F1-ME-HMAL - Study Group B " 3 T A 686 T2 APE 03p045 008 .

WEM BODA- 303 (FLW) BUET B45 B3 -9.83 45 78 S56%  -D0IF0IS, 008 .

WER BO0A313 (FOW) 4138 B39 148 049 B2 TS BS% 023R0S1 005 -

WEM ¥R JET (FDA) 1513 1065 157 134 1063 @1 BA% 010046 00 "
Sublodal {95% C1) 2011 1378 BOS% OIS [0I5, 0AT] i
Heterogenaity Tau®= 001, Ch= 19.43, af= 13 (P = 008, P= 30%

Test for pvarsll effect I= 553 4P < QLODO0T)

Totad [#5% C1} 1148 1520 100.0% 029 038, 019) i
Hetprogenaity Tau®= 002, Chi'= 29.44, af= 14 (F = 0008); = 51% b + ) ! i
st far evarall et 2= 577 4P < L0000

Test tor subamus dffarences; Chits 312 dfs 1 P = 0,08 P s 63.0% P SHRL P s
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Figure 79: Remission

Exparimenial Contnd Risk Ratio Hisk Ratio
Stuly or Subgroup Events  Tofal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C1
85.3.1 Inpatient
Guel 1995 12 46 6 4T 1.1% 2004 084, 4.98) +—
Sheeshan 2005b Fa| a5 14 85 1d% 1 500k, 2.77) +—
Subtotal (95% CI1) 141 147 36% 1.66 [1.00, 2.75] -
Total events 13 20

Helerogeneity Tau®= 000, Ch*= 0.3, df'= 1 (P = 0.58), P= 0%
Testfor cverall effect Z= 1,96 (P = 0.05)

£5.3.2 Dutpatient
Brannan 2005 30 141 31 4.1% 091 |05, 1.41] -T
Cutler 2008 & 151 42 15T B1% 1.36 0,98, 1.90] —
Detke 20023 55 128 ¥l 138 61% 1531110, 2.14] [~
Detke 20020 53 123 18 122 iT% 282182, 4649 I
Detke 3004 a2 188 W 83 50% 163115, 2.29) -
Eli Lilty HMAT-A 13 a4 18 a0 0% 1.37 j0ug0, 2.35) T—
Golgstein 2002 7 70 77T 46% 168112, 254] ——
Goldstein 2004 a3 a1 W BR 49% 1.62(1.10, 2.39] —
Hewetl 2009 a4 1a7 B3 197 B5% 1.571.23, 2.02] -
Mt 2010 w8 198 18T 94% 144115, 1.80] -
Lewin 2013 ol 51 W 5T 56% DUEE 0062, 1.26] —-T
Hemarofl 2007 £h| 102 2 102 3T 141|088, 2.26] T
Hisranberg 2007 15 FrE] T 13T 4.9% 1390004, 2.08] [
FPerahia 2006 2 196 i3 48 6.3% 1206|0081, 1.74) ™
Raskin 2007 55 207 15 104 33% 184110, 3.10) ——
Robinson 2014 T4 249 AN s5% 1,16 (081, 1 66 .
Rudolph 1958 100 17 88 13% 20211, 335 —
Stuicty F1J-MC-HMAG - Study Group B 1?2 M TS 40% 1.39|0.89, 2.19] ™
Thase 1997 32 a5 19 107 34% 1.811.10, 2.98] [——
Subtotal (95% C1) 718 275 064% 1.45 [1.30, 1.62] L]
Tatal evants 1032 575

Heterogeneity. Tau®= 0002, Chf= 27.899, df'= 18 (P = 0LDE), P= 35%
Tast for evarall effect Z= & 77 (P < 0.00001)

Total [(55% CI) 2857 23T 100.0% 1.46 [1.32, 1.62] L]
Total events 1065 585
Heterogeneity, Tau®= 00X Ch*= 38,49, df = 20 (P = 0.10); "= 30% 'n 0 n=1 'ln 1tu:|:

Tesgtfor cverall effect Z=7.20 (P < 0.00001)

Favours placeba  Favours SHRI
Testfor subaroup diferences: Chi"= 0.25, df= 1 (P=062), "= 0% e ’

Inpatient versus outpatient settings subgroup analysis for Comparison 3d. SNRIs versus
SSRIs

Critical outcomes
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Figure 80: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
87.1.1 Inpatient
Clerc 1994 12 123 33 20 14 34 4.59% -0.58 [-1.06, -0.09] -
Sheehan 2009b 1558 9. 91 1808 &89 99 9.9% -0.27 [-0.55,0.02] N
Subtotal {95% Cl) 124 133 14.4% -0.35[-0.63, -0.08] [ ]
Heterogeneity: Tau®= 001, Chif=1.14,df =1 (P=029); F=12%
Testfor overall effect: Z=2.54 (F=0.01)
87.1.2 Outpatient
Allard 2004 4.6 7y 73 9.6 8.3 78 8.9% 0.00[-0.32,0.32] T
Casabaona 2004 121 T a8 14 a7 A6 T.0% -0.24 061, 013] -
Chang 2015 8.7 a3 a4 a T a8 T.0% 0.09[-0.258, 0.4K8] T
Costa 1998 ] a4 196 9.1 TE 185 144% -0.01 021, 019] b
Dierick 1996 107 949 183 124 888 161 131% -018[-0.40,0.04] =
Hackett 1996 1074 1019 161 1345 1048 a0 10.7% -0.26 [-0.53, 0.01] N
Heller 2008 a 367 15 733 442 14 2.2% -0.82 127,023 7
Mawla 2016 18.66 32 26 17.43 31 28 3.8% 0.39[-0.15,0.92] ™
Rudalph 1998 124 4.1 95 142 414 103 101% -0.41 [-0.BY, -0.13] -
Shelton 2006 97 6.4 7E 108 6.4 a2 9.8% -07 [-0.48,0.14] -
Subtotal (95% Cl) 907 842 B85.6% -0.14 [-0.26, -0.02] |
Heterogeneity: Tau®=0.01; Chi*=1318, df =9 (P =0.18); *= 32%
Testfor overall effect: Z=2.24 (F=0.03)
Total (95% CI) 1031 975 100.0% -0.17 [-0.28, -0.06] b
Heterogeneity: Tau?= 0.01; Chi*= 16.70, df=11 (P =012}, = 34% I—1D |5 p :IS 1D=

Testfor overall effect Z=2.91 (F=0.004)

Test for subgroup differences: Chif= 203, df=1 (P=015, F=508%

Favours SNRI

Figure 81: Depression symptomatology change score

Favours 3SR

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
87.2.1 Inpatient
Clerc 1994 -22.8 91673333 33 187 11.7260384 34 33% -0.67 [1.16,-017] -
Sheehan 2009k -14.3 7.32900744 91 -11.42 646107963 99  61% -0.42 [-0.70,-0.13) =
Subtotal {95% Cl) 133 94% -0.48 [-0.73, -0.23] +
Heterogeneity: Tau®= 0.00; Chi®*=0.73, df=1 (P =0.34); F=0%
Test for averall effect: 2= 3.78 (P = 0.0002)
87.2.2 Outpatient
Allard 2004 -18 571926569 T3 -17.4 6.08522802 75 5.5% -0.10 [-0.42, 0.22] -
Bielski 2004 -13.6 9.6 98 1549 10.3 a7 6.2% 0.23 [-0.05, 0.51] r
Chang 2015 -17.2 549454275 54 -16.3 5.09362347 a8 4.7% -017 [-0.54, 0.20] 1
Costa 1993 -21.4 55569776 1896 -20.6 518844871 1835 T.A% -0.148 [-0.345, 0.05] N
DeMayer 2002 -14.4 7.6 B4 -10.4 4.6 67 2.1% -0.49 [-0.84,-0.14] -
Detke 2004 -11.85 484 186 -11.7 4.51 85 B.7% 0.03 [-0.23, 0.29] T
Dietick 1996 -16.3 728931504 183 -14.2 640721468 161 TA% -0.31 [-0.53,-0.08] -
Eli Lilly HMAT-A -6.31 6.3 g1 -7 G.44 a7 5.8% 017 [-0.13,0.47] T~
Heller 2009 -15.07 255884374 15 -14.03 3.39863208 14 1.8% -0.34 [-1.07, 0.40] -1
Khan 2007 -18.3 9.1 91 -18.2 86 110  B3% -0.01 [-0.29, 0.27] b
Maowla 2016 -8.3 248394847 26 -9.97 24885367 28 29% 0.26 [-0.28, 0.80) T
Mierenberg 2007 -7.61 6.94 273 -7.22 662 274 BE% -0.06 [-0.23, 0.11] T
Shelton 2006 -127 46400431 76113 46400431 82  56% -0.30 [-0.61, 0.01] -
Sir 2004 -14.3 8.3 78 -154 844 79 A6% 0.19[-0.12, 0.40) o
Study F1.J-MC-HMAD - Study Group B -8 6.75 81 -7.63 737 48% -0.05 [-0.44, 0.34] T
WEM R 367 (FDA) -1813 10,65 187 -11.26 1085 80 6.4% -0.36 [-0.63, -0.09] -
Subtotal (95% CI) 1703 1519 90.6% -0.09 [-0.19, 0.01] [
Heterogeneity: Tau®=0.02; Chi*= 2907, df=15(FP=0.0%; F= 48%
Testfor overall effect £=1.73 (F = 0.08)
Total (95% CI) 1827 1652 100.0% -0.13 [-0.24, -0.02] [
Heterogeneity: Tau?= 0.03; Chi*= 38.36, df= 17 (P = 0.002%; F= 56% 1_1 7 5 5 0
Testfor overall effect: Z=2.36 (P =0.02) Favours SNRI Favours SSRI
Testfor subgroup differences: Chi®= 8.03, df=1 (P = 0.005), *= 87.5%
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Figure 82: Remission

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
87.3.1 Inpatient
Sheehan 2009k 21 45 15 49 1.3% 1.46 [0.80, 2.66] T
Tzanakaki 2000 18 a5 15 54 1.4% 1.18 [0.66, 2.09] I
Subtotal (95% Cl) 150 153 2.T% 1.30 [0.86, 1.97] <&
Total events 38 30
Heterogeneity: Tau*=0.00; Chi*= 026, df=1 (P =061}, F=0%
Testfor owerall effect Z=1.26 (F =021}
87.3.2 Outpatient
Allard 2004 11 7B 14 A 049% 0.78[0.38,1.60] T
Alves 1999 15 40 16 47 1.4% 1.10[0.63,1.94] -1
Bielski 2004 36 101 40 101 3.4% 0.80([0.63,1.28] -
Casabona 2004 18 a8 20 86 1.7% 0.87[0.52,1.48] i
Costa 1998 118 196 112 186 11.4% 1.00([0.85,1.18] I
DeMayer 2002 38 T3 27 T3 O31% 1.41[0.97, 2.04] ~
Detke 2004 92 188 38 86 51% 1.11[0.54, 1.48] T
Eli Lilly HMAT-A 23 a4 Kl 89 2.2% 0.79[0.50,1.23] e
Goldstein 2002 ar 7o 10 33 1.4% 1.74[0.99, 3.08] |
Goldstein 2004 43 91 Kl 87 34% 1.33[0.93,1.89] ™
Khan 2007 46 138 a4 140 42% 0.86[0.63,1.18] -T
Karnaat 2000 26 T4 19 TT1.8% 1.33[0.81, 2.20] T
hfehtonen 2000 40 Ta 27 T2 32% 1.42[0.99, 2.08] —
tontgomery 2004 ek} 145 102 148 12.2% 0.99[0.85, 1.18] 3
Mermeroff 2007 kil 102 28 104 24% 113[0.73,1.74] T
Mierenberg 2007 7h 273 63 274 G1% 1.09[0.82, 1.44] T
Perahia 2006 g2 196 42 87 51% 0.87[0.73,1.28] -
Rickels 2000 ] 27 10 24 0.49% 0.801([0.39,1.63] T
Rudolph 1999 35 100 23103 23% 1.57 [1.00, 2.45] —
Shelton 2006 a7 78 28 82 31% 1.34[0.92,1.95] T
Sir 2005 43 a4 47 74 51% 0.86 [0.658,1.14] ™
Study F1J-MC-HMAG - Study Group B 32 a2 11 7T 14% 1.31[0.75, 2.31] T
Tylee 1997 52 171 83 170 41% 0.88[0.71,1.34] -
Wade 2007 102 141 103 144 126% 0.54[0.81,1.10] -
Subtotal (95% Cl) 2678 2384 97.3% 1.04 [0.97,1.12]
Tatal events 1140 956
Heterogeneity: Tau®= 0.00; Chi*= 2722 df=23 (P =0.29); F=15%
Testfor overall effect Z=119{P=0.23)
Total (95% CI) 2828 2537 100.0% 1.05[0.98,1.12]
Tatal events 1179 986
Heterogeneity Tau®=0.00; Chi*= 2879, df= 25 (P = 0.27); F=13% :D o 051 150 o
Testfor overall effect Z=1.36 (P =017} ' Favours SSRI Favours SMRI
Testfor subgroup diferences: Chif=1.08, df=1 (P=0.300, F=7.4%
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Figure 83: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
87.4.1 Inpatient
Clerc 1984 23 34 17 34 1.4% 1.35[0.90, 2.04] e
Hwang 2004 43 a2 48 53 5E6% 0.1 [0.78, 1.08] -
Sheehan 2009k 35 45 27 49 1.3% 1.35[0.89, 2.058] i
Tzanakaki 2000 30 a5 28 54 1.8% 1.05([0.74,1.50] T
Subtotal (95% Cl) 236 240 10.1% 1.11 [0.85, 1.43] >
Total events 131 120
Heterogeneity: Tau*=0.04; Chi*=2.03, df=3 (P =005} F=63%
Testfor overall effect Z= 0.76 {P = 0.45)
87.4.2 Outpatient
Allard 2004 54 7B a5 A 40% 0897 [0.79,1.18] T
Alves 1999 26 40 28 47 2.0% 1.09[0.79,1.51] T
Bielski 2004 a7 101 a7 1M 2.7% 0.82[0.63, 1.08] T
Casabona 2004 43 a8 29 56 2.4% 1.43[1.07,1.82] —
Costa 1988 158 196 186 186  8.0% 0.96 [0.58, 1.08] 1
DeMayer 2002 ar T3 27 73 1E% 1.37[0.94,1.59] —'—
Detke 2004 128 188 G4 86 5.4% 081078, 1.07] -
Diaz-Martinez 1998 ar 7o 45 A 28% 0.88[0.68,1.18] -T
Dierick 1996 107 183 95 161 5.1% 1.19[1.00, 1.40] ™~
Eli Lilly HMAT-A 28 a4 38 89 1.8% 0.78[0.53,1.158] -
Goldstein 2002 42 7o 17 33 1.8% 1.16[0.79,1.71] T
Goldstein 2004 44 91 34 87 1.49% 1.24[0.88,1.73] T
Jiang 2017 10 10 16 16 5.8% 1.00[0.86,1.17] T
Khan 2007 62 138 83 140 3.4% 0.76 [0.60, 0.958] -~
Karnaat 2000 33 T4 33 TOO1T% 0.97 [0.68, 1.41] -1
hfehtonen 2000 49 Ta 41 T2 249% 1.15[0.88, 1.49] T
tontgomery 2004 113 145 113 148  6.6% 1.02 [0.90, 1.18] T
Mermeroff 2007 51 102 45 104 2.4% 1.16 [0.86, 1.558] T
Mierenberg 2007 42 273 94 274 33% 058078, 1.24] T
Perahia 2006 129 196 a8 47 44% 1.08[0.90,1.31] T
Rudolph 1999 54 100 52 103 28% 1.07 [0.82,1.39] T
Shelton 2006 48 78 38 82 2.4% 1.29[0.97,1.72] -'—
Sir 2005 56 a4 a6 79 3.4% 0.94 [0.786, 1.16] T
Study F1J-MC-HMAG - Study Group B 40 a2 15 a7 1.I% 1.20[0.77,1.88] T
Tylee 1997 a1 171 98 170 4.0% 082067, 1.01] ]
Wade 2007 112 1481 115 144  B.6% 0.493[0.82, 1.08] T
Subtotal (95% Cl) 2884 2612 89.9% 1.01 [0.95, 1.06]
Tatal events 1681 1504
Heterogeneity: Tau®= 0.01; Chi*= 35.88, df= 25 (P = 0.04); F= 36%
Testfor overall effect Z=0.24 {P = 0.81)
Total (95% CI) 3120 2852 100.0% 1.01 [0.96, 1.06]
Total events 1812 1624
Heterogeneity, Tau®=0.01; Chi*= 44 87, df= 20 (P = 0.03); F= 35% ID o 051 150 1DD=
Testfor overall effect: Z=0.38 (P = 0.70) ' Favours SSRI Favours SMRI

Testfor subgroup diferences: Chif= 049, df=1 (P=048), F= 0%

Inpatient versus outpatient settings subgroup analysis for Comparison 3e. Mirtazapine
versus TCAs

Critical outcomes
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Figure 84: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
90.3.1 Inpatient
Richou 1995 a0 ar a1 87 226% 0.98[0.76, 1.26]
Zivkoy 1995 el 125 80 126 37.3% 1.02[0.85,1.23]
Subtotal (95% CI) 212 213 59.9% 1.01 [0.87,1.17]
Total events 131 13

Heterogeneity: Tau®=0.00; ChiF= 0.06, df=1 (F=0.80); F=0%
Testfar averall effect £=0.08 {P=0.93)

90.3.2 Outpatient

Eremner 1995 34 a0 28 a0 165% 117 [0.87,1.59] ™
MIR 003-020 (FOA) 17 44 14 43 a81% 119[0.67, 2.10] I
MIR 003-021 (FDA) 22 a0 H a0 10.9% 0.711[0.49,1.04] 1
Srmith 1990 18 a0 24 a0 TT% 0.79[0.50,1.29] T
Subtotal (95% CI) 194 193 40.1% 0.94 [0.71,1.23] &
Total events 92 e b

Heterogeneity: Tau®= 003, Chif=534, di=3(FP=018); F=44%
Test far averall effect 2= 0.45 (P = 0.69)

Total (95% CI) 406 406 100.0% 0.98 [0.86,1.12] L

Total events 223 229

Heterogeneity: Tau = 0.00; Chif=549, di=58{(P=038), F=11% 'D.IZH IZI:1 1-0 1DIZI'
Testfar averall effect £= 0,26 (P =0.79) Favours TCA Favours mirtazapine

Testfor subgraup differences: Chir= 019, df=1 {P = 0.66), F= 0%

Inpatient versus outpatient settings subgroup analysis for Comparison 3f. Acupuncture +
antidepressants versus antidepressants

Critical outcomes

Figure 85: 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% CIl
115.2.1 Inpatient
Wang 20143 -15.85 267316292 45 -13.87 1.22686593 26 9.9% -0.87 [1.37,-0.36] -
Zhang 20073 -22 42626283 22 186 3.84447656 20 B3% -0.82[1.45,-0.19] -
Subtotal {95% CI) 67 46 16.2% -0.85[-1.24, 0.45] L 2

Heterogeneity: Taw®=0.00; Chi*=0.01, df=1 (P=091) F=0%
Test for overall effect. Z=4.22 (P = 0.0001)

115.2.2 Oupatient

Quz2013 -14.88 608 100 -11.2 LY 43 18.9% -0.63 [-0.99,-0.26] -
Zhao 20193 -15.18 38 310 1288 37918597 155 BEO0% -0.60 [-0.80,-0.41] |
Subtotal (95% CI) 410 198 83.8% -0.61 [-0.78, -0.44] t

Heterogeneity: Tau®=0.00; Chi*=0.01, df=1 (P=091) F=0%
Test for overall effiect Z=6.91 (P = 0.00001}

Total (95% CI) ATT 244 100.0% -0.65 [-0.81, -0.49] 1]
Heterogeneity: Tau®= 0.00; Chi®=1.20, df= 3 (P = 0.75), F=0% =-1D _55 g é 1D=
Test for overall effect: Z=5.02 (P = 0.00001}) Favours acupuncture + AD Favours AD

Test for subgroup differences: Chi®=1.18, df=1 (P =0.28), F=14 9%
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Comparison 4. Acute psychiatric day hospital care versus inpatient care (for adults with
depression and non-psychotic severe mental iliness)

Critical outcomes

Figure 86: Psychiatric symptom severity at 2-3 months post-admission

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
Creed 1997 -15.6 7.949333 63 -14.8 5903203 60 30.4% -0011 [0.47, 0.24]
Dinger 2014 -2 443044 23 -6.3 4603211 18 15.0% -0.20[-0.81, 0.42]
Kallert 2007 -0.43 0304631 596  -0.5 0.344529 521 546% 0.221[010, 0.33]
Total (95% CI) 682 599 100.0% 0.05[-0.22, 0.33]

Heterageneity: Tau®=0.03; Chi*=4.39 df=2 (P=011); F=54% e = b P 10
Testfor overall efiect 7=10.38 (P = 0.70) Favours acute day hosp. Favours inpatient
Figure 87: Psychiatric symptom severity at 12-14 months post-admission
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
Creed 1997 -18.2 8.031457 67 -14.4 603759 65 46.5% -0.53 [-0.88,-0.18] =
Kallert 2007 -0.42 0313369 596 -0.45 0289914 521 53.4% 0.10[-0.02, 0.22]
Total (95% CI) 663 586 100.0% -0.19[-0.81, 0.42]
Heterogeneity: Tau?= 0.18; Chi*=11.32, df=1 (P = 0.0008); F= 81% =_1 7 5 5 5 m:
Testfor overall eflect 7= 0.62 (P = 0.54) Favours acute day hosp. Favours inpatient
Figure 88: Remission (HAM-D<7/Present State Examination: Index of Definition <4)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 3-months post-admission
Dinger 2014 3 24 3 20 4.8% 0.83[0.19, 3.69] —
Subtotal (95% CI) 24 20 4.8% 0.83 [0.19, 3.68] -~ ——
Total events 3 3
Heterogeneity: Mot applicahble
Testfor overall effect Z=024 (P=0.81)
2.3.2 13-months post-admission
Schene 1993 30 56 kK] 81 95.2% 0.91 [0.65,1.27] !
Subtotal (95% CI) 56 51 95.2% 0.91 [0.65, 1.27]
Total events 30 3o
Heterogeneity: Mot applicahle
Test for overall effect £= 055 (P =0.58)
Total (95% CI) 80 71 100.0% 0.91 [0.65, 1.26] <
Total events 33 k]
?etf;ugenemrl:l T?fu :ZDPDD;SE}ghlpz_DIJ.D;é df=1(F=0%1) F=0% 'EI.D1 Df1 1'0 1DEI'
estioroverall e ec.. =058 oo ) Favours inpatient Favours acute day hosp.
Testfor subgroup differences: Chif= 001, df=1 (P =091, F=0%
Figure 89: Response (at least 47% improvement on HAM-D)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.4.1 3-months post-admission
Dinger 2014 4 24 g 20 100.0% 0.63 [0.26, 1.50] i—
Subtotal (95% Cl) 24 20 100.0% 0.63 [0.26, 1.50]
Total events 4 g
Heterogeneity: Mot applicable
Test for averall effect; 2= 1.05 (P = 0.29)
0.0 01 10 100

253

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

Favours inpatient Favours acute day hosp.



FINAL
Settings of care

Important outcomes

Figure 90: Duration of index admission

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
Creed 19490 1016 828 41 461 628 4a 5.6% 076 [0.32,1.19] -
Creed 1997 916 786 90 A58 AB2 29 11.8% 042022, 081] -
Kallert 2007 A 73 a96 46 46 821 T3 042 [0.40,0.64] |
Schene 1993 IFB 182 73 2449 186 77 9.6% 069 [0.36,1.02] -
Total (95% CI) 800 735 100.0% 0.55 [0.44, 0.65] |
Heterageneity: Tau®=0.00; Chi*=1.88 df=3(P=060), F=0% =-1IZI 55 b é 1D=
Testfor overall effect 2=10.45 (F = 0.00001) Favours acute day hosp. Favours inpatient
Figure 91: Readmission
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.6.1 4-months post-admission
Dick 1985 B 38 ] 45 26.0% 0.79[0.31, 2.02] — &
Subtotal (95% CI) 38 45  26.0% 0.79[0.31, 2.02] el
Total events B ]
Heterogeneity: Mot applicable
Testfor overall effect Z= 049 {(P=062)
2.6.2 12-months post-admission
Creed 1990 g a1 18 51 32E6% 0.44[0.21,0853] —
Creed 1997 25 94 20 93 M 4A% 1.24[0.74,2.07] ——
Subtotal (95% CI) 145 144 T4.0% 0.77 [0.28, 2.09] il
Total events 33 38
Heterogeneity: Tau®= 0.42; Chi®= 5.00, df=1 (P =0.03); F= 80%
Test for overall effect Z=0.52 (F= 0.61)
Total (95% CI) 183 189 100.0% 0.79 [0.41, 1.52] -
Total events Kit] a7
Heterogeneity; Tau®= 0.20; Shi*= 5.08, df= 2 (P = 0.08%; F= 60% ID o1 051 150 1DEII
Test for overall efrec.t: =071 (P:, 0.48) Favours acute day hosp. Favours inpatient
Test for subgroup difierences: Chi®= 0,00, df=1 (P =047, F=0%
Figure 92: Service utilisation: Emergency contacts
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.7.1 4-months post-admission
Dick 1985 12 38 4 45 100.0% 2.37[0.98,5.71] i
Subtotal (95% CI) 38 45 100.0% 2.37[0.98, 5.71]
Total events 12 G
Heterogeneity: Mot applicahle
Test for overall effect, 2=1.92 (P = 0.05)
0.01 01 10 100
, , Favours acute day hosp.  Favours inpatient
Testfor subaroup differences: Mot applicable
Figure 93: Service utilisation: Outpatient contact
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.8.1 4-months post-admission
Dick 1985 14 38 12 45 100.0% 1.38[0.73, 2.62]
Subtotal (95% CI) 38 45 100.0% 1.38 [0.73, 2.62]
Total events 14 12
Heterogeneity: Mot applicahle
Test for overall effect Z=0.99 (P =0.32)
0.01 0.1 1 10 100

Testfor subaroup differences: Mot applicable
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Figure 94: Quality of life (MANSA)

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

Std. Mean Difference
IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% Cl

2.9.1 2-months post-admission

Kallert 2007 437 1.1 486 436 118 521 100.0%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity; Mot applicahle
Testfor overall effect Z=015(F=0.88)

2.9.2 14-months post-admission

Kallert 2007 451 115 4506 4.5 121 521 100.0%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity; Mot applicahle
Testfor overall effect Z= 014 (F=0.89)

Testfor subaroup differences: Chi*= 000, df=1 (F=1.000, F= 0%

0.01 Fo.1
0.01 [-0.11, 0.13]

1,013

-10 5 0 5 10
Favours inpatient Favours acute day hosp.

Figure 95: Social functioning impairment (GSDS-II)

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

Std. Mean Difference
IV, Random, 85% ClI

Std. Mean Difference
IV, Random, 95% ClI

2.10.1 2-months post-admission

Kallert 2007 04 081 586 1.24 1.39 5821 1000%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity: Mot applicable
Testfor overall effect Z=5.04 (F = 0.00001)

2.10.2 14-months post-admission

Kallert 2007 0.Fr7 068 696 088 075 521 100.0%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity: Mot applicable
Test for overall effect 2= 256 (F=0.01)

Test for subgroup differences: Chif=3.09, df=1 (P =0.08), F= B7.7%

Figure 96: Social functioning response

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

-0.30 [0.42,-0.19]
-0.30 [0.42, 0.19]

-0.15 10.27,-0.04] [ |
015[0.27, 0.04] \
10 -5 D 5 10

Favours acute day hosp. Favours inpatient

Risk Ratio
M-H, Random, 95% CI

2.11.1 12-13 months post-admission

Creed 1990 18 35 16 39 548% 1.25[0.76, 2.06]

Schene 1993 23 1] 14 51 45.2% 1.50 [0.87, 2.58] T

Subtotal (95% CI) 91 90 100.0% 1.36 [0.94, 1.96] .

Tatal events 41 an

Heterogeneity: Tau®= 0.00; Chi*= 022, df=1 {P=0.64); F=0%

Testfor overall effect Z=1.64 (P=0.10)

Total (95% CI) il 90 100.0% 1.36 [0.94, 1.96] g

Total events 41 3n

Heterogeneity: Tau®= 0.00; Chi®=0.22, df=1 {(F=0.64), F=0% 'D.D1 D!‘I 1'D 1DD'

Testfor overall effect Z=1.64 (P=0.10)
Testfor subaroup differences: Mot apnlicable

Favours inpatient Favours acute day hosp.

Figure 97: Satisfaction (number of participants satisfied or very satisfied with their

treatment)

Experimental Control

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

Risk Ratio Risk Ratio

M-H, Random, 95% CI

2.12.1 4-months post-admission

Dick 1985 3 38 19 45 100.0%
Subtotal (95% CI) 38 45 100.0%
Total events H 14

Heterogeneity: Mot applicahble
Testfor overall effect: £=3.44 (P = 0.000&)

Test for subgroup differences: Mot applicahle

33, 2.81] !
33, 2.81]

0.01 0.1 10 100
Favours inpatient Fawvours aute day hosp.
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Figure 98: Satisfaction (CAT)

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
2.13.1 2-months post-admission
kallert 2007 812 193 596 806 208 521 1000% 0.03[-0.08 014
Subtotal {95% CI) 596 521 100.0% 0.03 [-0.09,0.15]

Heterogeneity; Mot applicahle
Test for overall effect Z= 080 (F=062)

-10 5 0 5 10
Favours inpatient Favours acute day hosp.

Test for subaroup differences: Mot applicahble

Figure 99: Carer distress (GHQ change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 85% CI
2.14.1 3-months post-admission
Creed 1997 -4.7 A.020677 38 36 4101451 39 100.0% -0.24 [-0.69, 0.21]
Subtotal {95% CI) 38 39 100.0% -0.24 [-0.69, 0.21]

Heterogeneity: Mot applicahle
Test for overall effect: Z=1.04 (P =0.30)

2.14.2 12-months post-admission

Creed 1997 -4.4 A3T08TS 24 -4 404879 31 100.0% -0.08 [-0.62, 0.45] !
Subtotal (95% CI) 24 31 100.0% -0.08 [-0.62, 0.45]

Heterogeneity: Mot applicahle

Testfor overall effect, £=0.31 (P =0.76)

-10 - 5 10
Favours acute day hosp. Favours inpatient

Test far subaroup differences: Chi*=019, df=1 (F= 067, F= 0%

Comparison 5. Non-acute day hospital care versus outpatient care (for adults with
depression and non-psychotic severe mental iliness)

Critical outcomes

Figure 100: Psychiatric symptom severity (Psychiatric Evaluation Form/Present State
Examination; change score)

Exporimantal Control Std. Mean Difference 5td. Mean Diffarence
Study o SubMproup Rbaan 50 Todal Mean S0 Total ¥Weight IV, Random, 85% Cl IV, Randoim., 95% C1
1.3.1 4.6 months post-sdmession |
Glick 1988 0 0710493 3% -036 061211 M ATA% 0.51 F0.0S, 1.07] -
Tymer 1979 -13.03 1145 40 80 1242 49 516% 0.31 FO.T3, 0.11]
Subiotasl (35% CN [ 68 100.0% 0.08 [-0.7 2, 0.58]

Hutgragenagity Tau= 0,27, Chi*= .28, df=1 (P=0.02); F=81%
Testfor overall effect £= 0020 (F = DU34)

1.3.2 812 months posi-admissicn

Glick 1286 -0.37 DEGTOLE 33 -041 0683959 18 350% 0.06 [-0.52, 063]
Tymer 1979 14457 1286 40 1118 1253 48 650% 0,26 FOEB, 017]
Subiotasl {95% CI) 3 BE 100.0% 0,95 [-0.49, 0.19]

Hetgrogeneity Tau™= 000, Chi*= 0.75,df=1 (F= 039, F=0%
Tez1for overall effect Z= 084 (F = 0400
+ 4 . 4 4
-1 -3 0 ] Ll
Favours non-aiule DH  Favours outpalient

Tast for subqroup differances. Chi*= 026 df=1 (P=061). P= 0%
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Important outcomes

Figure 101: Service utilisation — admission as inpatient

Expernimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Tofal Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.4.1 6-8 months post-admission
Diick 1991 2 46 4 50 Ma% 0.54 [0.10, 2.83] —
Tyrer 19749 4 48 1 58 151% 4.83 10,56, 41 81]
Sublotal [95% CI) 84 WE  39.7% 1.45 [0.17, 12.32] ———
Total events B 5
Hetarageneity. Tau"= 1 46, Ch"= 252, 6= 1 (P= 011}, P = 60%
Tast for ovarall effect Z= 034 (P=0.74)
3.4.2 12-months post-admission
Gilick 1986 10 42 T3t E0E%m 1,26 [0.53, 2.97) t
Subtotal [95% C1) 42 3T G0E% 1.26 [0.53, 2.97]
Tatal events 10 7
Heterogeneity Mol apphicable
Test for overall effect Z= 052 (P = 0.60)
Total (95% CI) 136 145 100.0% 1.26 [0.52, 3.06] ~i—
Tatal events 16 12
Heterogeneity. Tau™= 015, Chif= 2.50, 6= 2 (P = 0.29); F = 20% T o % 00

Tes! for overall effect Z= 051 (P=061)

Favours non-acute DH  Favours outpatient

Tesl for subgroup diferences; Chif= 001, dif=1 (P =091 F= 0%

Figure 102: Social functioning (SAS-SR/SFS; change score)

Experimental Control

Study or Subgroup Mean S0 Total Mean

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

3.3.1 4-6 months post-admission

Glick 1986 -0.23 0.434971 34 -0.21 0424676
Tyrer 1979 -10.62 1212 40 -7.38 10.87
Subtotal (95% CI) 74

Heterogeneity: Tau?=0.00; Chi*= 042 df=1 {P=052), F=0%
Testfor overall effect Z=115(F=0.25)

3.3.2 8-12 months post-admission

Glick 1986 -0.23 0421663 33 -012 0428719
Tyrer 1979 -13.42 14.94 40 -9.04 11.03
Subtotal (95% CI) 73

Heterogeneity: Tau®= 0.00; Chi*= 005, df=1 (P=083); F=0%
Test for overall effect: Z=1.78 (P =0.08)

Test far subaroup difierences: Chi*=0.20,df=1 (P =065), F=0%

18 35.1% -0.05 [-0.62, 0.53]
49 64.9% -0.28 [0.70, 0.14]

67 100.0%  -0.20 [-0.54, 0.14]

18 34.7% -0.26 [-0.63, 0.32] :

49 65.3% -0.34 [-0.76, 0.08]

67 100.0%  -0.31[-0.65, 0.03] 4

10 -5 ) 5 10
Favours non-acute DH Favours outpatient

Figure 103: Global functioning (GAS; 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
3.4.1 6-months post-admission
Glick 1986 -G.6 9862396 34 -7 10.25986 18 100.0% 0.04[-0.53,0.61]
Subtatal (95% Cl) 34 18 100.0% 0.04 [-0.53, 0.61]
Heterogeneity: Mot applicable
Testfor overall effect. Z=0.14 (P = 0.85)
3.4.2 12-months post-admission
Glick 1986 -9.22 1078187 33 778 1272616 18 100.0% -0.12 F0.70,0.45) ,
Subtatal (95% CI) 33 18 100.0% -0.12 [-0.70, 0.45]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.42 (P = 0.67)
10 5 0 5 10
. i Favours non-acute DH Favours outpatient
Testfor subaroup differences: Chit= 015 df=1(P= 068, F=0%
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Figure 104: Satisfaction (number of participants satisfied or very satisfied with their

treatment)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total Evenis Tofal Weight M-H, Random, 95% CI M-H, Random, 95% €I
3.5.1 4-months post-admission
Tyrer 1979 22 48 39 58 488% 068 (0.48, 0.97] -
Subtotal (95% CI) 48 58 48.8% 0.68 [0.48, 0.87] >
Total evants 22 39

Helarogeneity. Not applicable
Tost for owarall affect 2= 211 (P=003)

3.5.2 G-months post-admission

Dick 1991 kT 44 8 48 512% 1.44 1,10, 1.89) . =

Subtotal (95% CI) 44 48 51.0% 1.44 [1.10, 1.89] L

Tatal evants ar 28

Heterogeneity Mol applicable

Test for overall effect 2 = 264 (P=0,008)

Todal (95% CI) 52 106 10000% 1.00 [0.47, 2.12] -

Tatal evants 59 67

Helerogeneily Tau™= 0.27, Chi"= 11.29, df= 1 (F= 0.0008); F=91% '[I o 0;1 1IrI] 1IZIIZI1I
TestTor overall effect Z=0.00 (F=1.00) Favours oulpatient Favours non-acule DH

Tesl for subgroup differences; Chi®= 1075, df= 1 (F = 0001}, F= 90.7%

Comparison 6. Community mental health teams versus standard care (for adults with non-
psychotic severe mental iliness)

Critical outcomes

Figure 105: Psychiatric symptom severity (CPRS at endpoint)

Experimental Control Sid. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fied, 95% C
5.3.1 3-months post-entry
Marzon 1992 28 0n 48 2386 141 52 100.0% -0.06 [-0.45, 0.33)
Subtotal (95% CI) 48 52 100.0% 0,06 [-0.45, 0.33]

Hataraganaity: Mol applicable
Test for overall effact 2= 031 (F = 0.76)

Total (35% CI) 48 52 100.0% 0,06 [-0.45, 0.33]
Hiterogenaity, Mol applicable T + I i 0
Test for overall effact Z= 0.31 (P = 0.76) Favours CHHT Favours standard care

Tesi for subgroup diferences: Mol applicabla
Important outcomes

Figure 106: Service utilisation — admission as inpatient

Experimental Controd Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.4.1 3-months post-antry
Merson 1992 748 16 52 1000%  0.47[0.21,1.05) t
Subtotal (95% CI) 48 52 100.0% 047 [0.21,1.05]
Total evenls 7 16

Haterogenaity. Mot applicable
Testfor overall effect Z= 1.84 (P = 0.07)

Total (95% CI) 48 53 100.0% 047 [0.21,1.05] e o

Total evenis T 16

Heterogeneity. Mot applicable k f f J
= _ 0.m 0.1 10 100

Testfor overall effect Z= 1.84 (P= 0.07) Favours CMHT  Favours standard care

Testfor subaroup differences: Nol applicable
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Figure 107: Service utilisation — admission as inpatient for >10 days

Experimental Controd

Study or Subgroup  Events

Total Events Total Weight

Risk Ratio

M-H, Fixed, 5% Ci

Risk Ratic
M-H, Fixed, 95% CI
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Testfor overall effect Z= 218 (P=0.03)

Total (95% Cl) 48

Total evenis 2 11

Heterogeneity. Mot applicable
Test for overall efect 2= 219 (P=0.03)
Tesi for subgroup differences: Mol applicable

52 100.0%
52 100.0%

52 100.0%

0.20 [0.05, 0.84]
0.20 [0.05, 0.84]

020 [0.05, 0.84]

e

0.0

0.1 10 100
Favours CMHT Favours standard care

Figure 108: Satisfaction — number of participants satisfied with their treatment

Experimental Controd

Study or Subgroup  Events

Total Ewvents Total Weight

Risk Ratia

M-H, Fixed. 95% CI

Risk Ratio
M-H, Fixed. 95% CI

5.6.1 3-months post-entry

Merson 1992 3 4 25 46 1000%  1.53[1.13, 2.06) ,
Subtotal (95% CI) 41 46 100.0%  1.53[1.13, 2.06)
Total evenis 34 25
Heterogenaity Mot applicable
Test for overall effect 2= 2.77 (F = 0.008)
Total (95% CI) 41 46 100.0%  1.53[1.13, 2.06] L
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Figure 109: Satisfaction — service satisfaction score
Expernimental Control St Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Finend, 85% C1 IV, Fioesd, 85% C1
5.7.1 3-months post-entry
Merson 1997 55 B2 41 189 88 46 100.0% 0.85 [0.41,1.29) ,
Subitotal (95% CI) 4 46 100.0% 0,85 [0.41, 1.29]
Heterageneity Mot applicable
Test for ovarall effect 2= 3.79 (F = 000002)
Total (95% CI) M 45 100.0% 0.85 [0.41, 1.29] *
Hetarogeneity Mot applicable =_1 5 _'g 1 5 1-:|=
Testfor avarall effect 2= 3,79 (P = 0,000} Favours standard care Favours CMHT
Test for subgroup diferences: Mol applicable
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