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Treatment of a new episode of depression

Forest plots for review question: For adults with a new episode of more severe
depression, what are the relative benefits and harms of psychological, psychosocial,
pharmacological and physical interventions alone or in combination?

Subgroup analyses

Subgroup analyses of older adults (60 years and older) compared to younger adults
(younger than 60 years)

SSRIs versus placebo

Figure 21: Depression symptoms endpoint
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Figure 22: Depression symptoms change score
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Risk Ratio
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Figure 23: Remission
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Figure 24: Response
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Figure 25:  Discontinuation due to side effects
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SSRIs versus TCAs

Figure 27: Depression symptoms endpoint
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Figure 28: Depression symtoms change score
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Figure 29: Remission
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Risk Ratio

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

Risk Ratio
M-H, Random, 95% CI

Figure 30: Response
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Treatment of a new episode of depression

Figure 31:  Discontinuation due to side effects

Experimental Controd Risk Ratio Risk Rabo
Sty or Subsg roug Evenls  Tolal Ewvents Total Weight M-H, Random, 95% CI LB, Random, 95% CI
¥7.5.1 Older adults (mean age = 60 years)
Cohr 19908 49 181 3 B0 S9% 08T (06D, 1.27] -
D Fonchi 1998 I 3z 5 3 0E% 0,41 [0.09, 1.97] —_— 1
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Figure 32: Discontinuation due to any reason

Experimental Controd Risk Ratio Risk Rabo
Sty or Subsg roug Evenls  Tolal Ewvents Total Weight M-, Random, 95% CI LB, Random, 95% CI
¥7.6.1 Older adults (mean age = 60 years)
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TCAs versus placebo

Figure 33: Remission

Expearimental Control Risk Ratia Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% C1
82.3.1 Older adults (mean age = 60 years)
Gaorgotas 1986 13 28 2 0 B1% G696 [1.72, 28.15)
Bair 1985 12 g 2 I}/ 50% 5.53[1.33, 2297
Reynolds 1999a 14 %5 10 22 NT% 123069, 219 T
Subtotal (95% CI) b BT 318% 3.25[0.80, 13.18] et
Total events et ] 14

Hateragengity, Taw®= 1,19, Chi*= 947, df= 2 (F = 0.009);, F= T9%
Test for overall effect Z=1 .65 (F=010)

82.3.2 Younger adults (mean age <60 years)

Elkin 1989/mBber 1990 3 63 10 62 18.4% 207 [1.06,4.07) ——
Feighnrar 1993 63 41 M 44 30.7% 206 [1.39, 3.04) -
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Haterogeneity. Tau®= 0.00; Chi"= 0.03, df= 2 (P = 0.99), = 0%
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Taotal [95% CI) 426 423 100.0% 2,08 [1.44, 3.01] -+
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Heterogeneity. Tau™= 008, Chi"= 8.25, df= 5 (F = 0.14); F= 39% Il] m I:I:1 1:[' 1l]|:l:
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Test for subgroup differences; Chi*= 041, df=1 (F=053. F=0%
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Figure 34: Response

Experimnial Controd Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random. 95% CI M-H, Random, 95% Cl
82.4.1 Older adults (mean age = 60 years)
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Rickels 1991 26 64 14 &7  28% 194112 3.38] —
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Rickels 1995_Study 006-2 24 38 15 42 30% 1.77[1.10, 2.84] e
Schwaiper 15994 6 T3 5 T8 3% 1191071, 1.74] -T—
Silvarstone 1994 33 B2 35 B3 33% 0.94 |0.65, 1.36] -
Srmith 1990 24 a0 12 50 28% 2.0001.13, 3.54] —
Stark 1985 BS 186 3\ 168 35% 1.981.44, 277 -
Stagsen 1993 B5 1I0 65 188 3IT% 2.06 [1.64, 2.59) -
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Heteragenaity Tav? = 020, Chif = 275 75, difi= 31 (P = 000001}, P = 89%
Tast for overall effect Z=4.42 (P = 0,0001)
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Figure 35:  Discontinuation due to side effects
Experimental Controd Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
82.5.1 Older adults (mean age = 60 years)
Cohn 19843 3 iy 1 21 1.2% 3.00 [0.34, 26.56]
Georgotas 1986 2 ] 0 3 06% 534 [0.27,108.70] ¥
Kakz 1980 4] 18 1 12 1.4% 4.00 [0.55, 29.17) T
Mair 1995 10 k] 1 I/ O13% 9,21 [1.24, 68.31)
Reynolds 1999, 2 25 1 22 10% 176017, 1211)
Schweizer 1998 2 G0 3 B0 1.7% D67 [0.12, 3.85] -
Subdtotal (95% CI) 190 180 T.M% 2,64 [1.11, 6.27] e
Tatal events 25 7
Heterogeneity: Tau®= 0.00; Chi®= 4.49, df= 5 (P =046); F= 0%
Testfor ovarall effect 2= 2.20 (P =0.03)
82.5.2 Younger adults (mean age <60 years)
29060 07 001 2 13 2 12 16% 0,92 10.15, 5.56] —
Arnstardam 1986 1 55 3 &4 29% 3.60[1.06, 12.200
Bakish 1992b 10 59 § S 3IT® 1,90 [0.69, 5.21] -
Blashki 1971 7 35 4§ 13 1% 1.15[0.38, 3.49| e a—
Bramner 1995 5 50 2 a0 1.9% 250 [0.51, 12.29) -
Byeriey 1908 4 " 4§ 1M 27% 0851023, 3.11] . E—
Cassano 1986 17 165 5 143 3% 307 [M.16,812]
Escobar 1980 i 15 i 12 Mot estimable
Faiger 1996 12 41 0 40 0.7% Z2440(1.49, 39883 -_—
Feighner 1979 12 93 3 50 29% 215064, 7.27] =
Feighner 19890 5 15 0 15 07% 11.00[066 18287 *
Feighnar 1993 85 241 M M TA% 410263, 6,38 —_
Fontaine 1994 G 45 1 45 1.3% 6.00[0.75, 47.85] .
Gelenberg 1990a g 19 B 27  44% 1.54 [0.65, 3.66] ——
Goldberg 1980 2 (1] 1 B2 14% 1031045, 7.10]
Hicks 19838 0 16 0 15 Mot estimabla
Kleber 1983 0 23 0 23 ot estimable
Lecrubier 1997 10 T8 4 76 33% 2530083, 7.77] T
March 1990 0 18 2 18 078 0.2010.01, 3.89]
MeCallum 18758 1 12 12 11% 0.50[0.05, 4.81]
MIR 003-020 (FD&) 10 43 8 43 45% 1,25 [0.55, 2.86] ——
MIR 003-021 (FD&) 4 50 8 &0 45% 100043, 2.31] R —
Myniors-Wallis 1995 3 3 2 el 1.7% 1.45 [0.26, &.09] O
Morton 1984 i 0 ] 25 Mot estimable
Peselow 19593b 3 40 1 47 1.1% 315[0.34, 29.04)
Philipp 1994 1 110 ] 47 6% 1.30 (005, 31.28]
Reimherr 1990 28 144 3 150 I 9.40[2.92, 30.24)
Rickals 19820 12 106 5 52 4% 246087, 5,38 T—
Rickals 19828 7 51 3 46 27% 210058, 7 66
Rickels 1981 13 Bd 5 67 38% 2720103, 7.20] e
Rickels 1994 20 a2 8 95 49% 2581.20,5.57 I
Schweizer 1994 18 T3 3 T8 30% 641 [1.97, 20.86)
SER 315 (FDA) B br) 6 80 34% 1.04 [0.35, 3.08] — 1
Siverstone 1994 10 a3 B a3 30% 1.67 |0.63, 4.38] -1
Srnith 1980 10 50 0 50 07%  21.00[1.26 34893 ¥
Slark 1985 52 186 8 164 5.3% 5.91 [2.88,12.07) I
Thomson 1882 7 3 0 28 0OF% 1359081, 227686 *
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Subtotal (95% CI) 2514 2304  92.8% 2.39 [1.83, 3.12) *
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Heterogeneity: Tau® = 0.20; Ch®= 53.06, df= 33 (P = 0.01); F= 38%
Testfor overall efect Z=6.41 (P < 0.00001)
Total [95% CI) 2704 2484 100.0% 2.41[1.88, 3.10] &
Total events 443 141
Heterogeneity: Tau = 0.18; Ch= 57,56, df= 39 (P = 0.03); F= 32% b5 o4 : n 00

Testfor ovarall eMect Z= 691 (F = 0.00001)

Test for subgroup diferences: Chif= 0.05, dfi=1 (P = 0.83). F= 0%
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Figure 36: Discontination due to any reason
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events  Todal Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
82.6.1 Older adults (mean age = 60 years)
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SNRIs versus placebo

Figure 37: Depression symptoms change score
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Figure 38: Remission
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Figure 39: Response
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Figure 40: Dicontinuation due to side effects
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Figure 41: Discontinuation due to any reason
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SNRIs versus TCAs

Figure 42: Discontinuation due to side effects
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
86.6.1 Older adults ([maan age = 60 years)
Gasto 2003 5 34 6 34 3I% 0,83 [0.28, 2.47] —_—
Smeraldi 19980 0 55 18 58 142% 1.17(0.70,1.97] T
Subtotal (95% CI) 89 92 17.5% 1.10 [0.59, 1.76) o<
Total events 5 24
Heteragensity Taw®= 0,00 Chi*= 031, df= 1 (P = 0.58); F= 0%
Testfor overall effect Z= 040 (F = 0.69)
86.6.2 \"ounger adulls :mﬂﬂl‘l age =G0 years:
Benker 1996 2 85 1 81 178% 065 [0.41, 1.04] —=—
Dubey 2012 6 36 14 44  53% 0.52(0.22,1.22] —
Gentil 2000 ] 57 g8 89 49% 1.16[0.48, 2.81] —_—
Lecrubier 1997 23 78 23 75 164% 0.96 [0.59, 1.56] .
Samuelian 1993 18 52 18 50 138% 0.96 (057, 1.63] e
Sthweizer 1994 26 73 3T OMA% 0.79(0.53,1.17] —
Subtotal (5% CI) 381 383 B2.5% 0.81 [0.65, 1.01] L
Tatal events 103 127
Heterogeneity, Tau®= 0,00, Chi*= 2.40, df= 5 (P = 0.64), F= 0%
Testfor overall effect Z=1.90 (F = 0.06)
Tatal (95% CI) 470 475 100.0% 0.86 [0.70, 1.04] *
Total events 128 151
Heterogeneity. Tau= 0.00; Chi*= 5.0, df= 7 (P = 0.65); F'= 0% o T

Testior overall effect 2=1.56 F=012)

Testfor subaroun differences: Chif= 1.33.d=1 (P = 0.25). P= 25.0%
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SNRIs versus SSRIs

Figure 44: Remission

Experimental Conirol Risk Ratio Risk Ratio
Study or Subgroup Events  Tolal Events Total Weight M-H, Random, 95% CI MM, Random, §5% CI
87.3.1 OMer adulis (mean age = 60 years)
Allard 2004 11 TE 14 ™ 0T 078 (0348, 1.60) -1
Schattharg 2000 5 104 0 100 1.3% 1200071, 2002 T
Subtodal (35% CI) 180 175 19% 1.03 [0.68, 1.58] -“»-
Tuotal events k] 34
Heterogenedty, Tau®= 0.00; ChP= 0.93, df= 1 (F= 0.33); F= 0%
Test for ovarall effeck 2= 016 (F=087)
87.3.2 Younger adults (mean age <60 years)
Abres 1999 15 40 16 a7 1% 1A 0E3, 1.94] T
Bialski 2004 36 10 40 1M 1E6% 0G0 |63, 1.249] =T
Casabona 004 18 58 20 56 1.3% 08T (052, 1.46]) -
Costa 1998 118 186 112 186 104% 100 0uBS, 1.14) h i
DeNayer 2002 18 73 WOTI 4% 1.41 |0.97, 2.04) —
Detke 2004 a2 188 18 BE  41% 1.11 |0uB4, 1.46) T
Ell Lilly HMAT-A 13 84 N B TR 0.70 j0.50, 1.23) o
Goldstein 2002 7 70 10 313 1% 1.74 [0.99, 3.08) —
Goldshein 2004 43 al n BT  1E% 1.33 0093, 1.89] i
Hao 7014 51 140 42 14 29% 1.27 [0.87,1.71] R
Higuwehi 2009 6 75 49 148 1I% 105 071, 1.54] -
Khan 2007 A6 138 54 140 33% 086 063, 1.18] =T
Komaat 2000 26 T4 19 T14% 13310081, 2.20] T
Lee 2007 117 238 11 M0 BE% 036 081, 1.17) T
Mehtonan 2000 A0 -] i T 15% 147|099, 2.05) —
Montgarmery 2004 9 145 102 4B 11.2% 0,89 |0.85, 1.16) -+
HMemerofl 2007 102 | 104 18% 143073, 1.74) -
Higreénberg 2007 75 273 63 214 41% 103082, 1.44] T
Orweng 7003 16 44 18 4 18% 1.38(0.90, 2.11] T
Perahia 2006 82 198 42 97 4% 097 [0.73,1.29) -
Rickels 2000 9 Fi 10 4 0LT% 0B |39, 1.63] -1
Rudolph 1953 35 100 313 LM 1.57 [1.00, 2.45] _
Sheehan 20050 Fal a5 15 a8 1.0% 1 46 |0u80, 266) T
Sheton 2006 ar T8 Fi:] B Ia%m 1.34 (082, 1.95) I
Sir 2005 43 a4 a7 e 4% 086 [0UGS, 1.14) il
Study F1-MC-HMAD - Study Group B 12 a2 11 37 11% 1.31 j07S, 2.31) -
Trlee 1997 52 17 53 170 3.2% 0,86 (071, 1.34) -+
Tzanakakd 2000 18 55 15 54 1.0% 1.18 |0UGS, 2.09] T
Wiade 2007 102 151 103 144 11.7% 0,94 081, 1.10] -
Subbotal (95% C1) 3249 3033 98.1% 1.05 [0.99, 1.12]
Tatal évents 1388 1202
Heterogenedty. Tau®= 000, Chi'= 31.28, df= 28 (P = 0,30y, P= 10%
Tast for ovarall effeck Z= 1.64 (P=0.10)
Todal (95% CN) 3429 3208 100.0% 1.05 [0.99, 1.11]
Tatal events 1424 1236
Heterogenedty, Tau®= 0.00; Chi*= 3218, df= 30 (P = 0.36); "= 7% -n 0 l]=1 1=|:| 11:]!::
Test for ovarall effeck Z2=1.58 (F=011) ' )
Test for subaroup differences: Chi*= 0.01, df'= 1 (P = 0.94), F= 0% Fanvours SSRI Favours Shd
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Figure 45: Response

Experimental Conirol Risk Ratio Risk Ratio
Study or Subgroup Events  Tolasl Events Totsl Weight M-H, Random, 95% CI M-H, Random, 35% CI
B7.4.1 OMler adults (mean age = 60 years)
Allard 2004 54 TE 55 ™ 35% 047 j0.79, 1.18) T
Hwang 1004 a3 52 M| 53 4E% 0.8 {074, 1.08) -
Schatzhery 2000 59 104 52 100 2.5% 1.0 [0UBS5, 1.40) T
Subtotal (95% C1) 32 228 10.8% 0.96 [0.86, 1.07] L
Taotal events 158 155
Heterageneity: Tau®= 0,00, Ch"= 1,78, df= 2 (F=0.41), F= 0%
Tasl for coograll @Meck Z=0.72 (P =047)
87.4.2 Younger adults (mean age <60 years)
Abves 19899 F. 40 8 4T 1.6% 108|079, 1.51] T
Bielsk 2004 a7 101 5 1m 23% 082 |0UG3, 1.08) -
Casabona 2004 43 £g M 56 15% 1.43(1.07,1.92) —
Clerc 1994 13 34 17 1% 1.35 |0090, 2.04) b
Costa 1998 158 198 156 1BB T.3% 0.96 |88, 1.08] 1
DaNayer 2002 w7 T3 Fi 3 1.3% 1.37 |94, 1.99] -
Dtk 2004 128 188 54 BE  46% 0.91 |78, 1.07] 1
Diaz-Martinez 1998 37 7O 45 T 20% 088 |0GE, 1.18] =T
Drigick 1 906 107 153 L [ 44% 1% 100, 1.40] »
Eli Lilby HMAT-A Fiil a4 38 B8 1.1% 078 (053, 1.15) =T
Goldstein 2002 42 70 17 3 O1.M% 1060t 1.71) -T—
Goldstain 2004 a4 a1 M BT 15% 1.24 (088, 1.73) T
Hao 2014 g6 140 T4 141 34% 117 [0085, 1.44) ™
Higwehi 2003 i3 75 a8 4B 2I1% 096|073, 1.28] T
Jigng 2097 10 10 16 16 48% 1.00|08s, 1.17] T
¥han 1007 62 138 83 140 I18% 0.76 (0G0, 0.95] =
Kamaat 2000 33 ] 33 7TO13% 0,97 |0UGE, 1.41] T
Lee 2007 144 238 18T D 54 092 081, 1.08) -
Mehtonan 2000 a9 5 41 T2 14% 115 |04, 1.449) T
Montgamery 2004 13 145 113 148 58% 1.0 {0850, 1.16) +
Memeroff 2007 51 102 45 104 15% 1.16 (0885, 1.55) T
Hierenberg 2007 a2 273 a4 274 2E% 098|078, 1.24) T
Orvwveng 1008 ¥ 44 5 7 1.7% 106|077, 1.48] T
Firahia 2006 129 196 58 a7 AR 108|080, 1.31] T
Rudalph 1953 54 100 52 103 1.3% 107 g2, 1.39] T
Sheshan 20050 35 a5 7 a8 11% 1.35 10849, 2.05] T
Shieton 2006 48 T8 3| B 0% 1.2 097, 1.72) =
Sir 2005 56 a4 56 ™ 3% 094 J0UTE, 1.16]) T
Shucy F1J-MC-HMAD - Study Group B A0 a2 15 a7 ne% 1300|077, 1.84) -T—
Tylee 1997 8 1m 98 170 34% 082 (067, 1.01) -+
Tzanakakd 2000 0 55 8 54 1.4% 105 |0.74, 1.50) T
Wade 2007 112 151 115 144 50% 093|082, 1.05] 1
Subtotal [95% CI) 3489 3205 89.9% 1.02 [0.87, 1.07)]
Tatal fvints 012 1856
Hterogenety. Tauw= 0001, Chi'= 46.90, df= 31 (P = 0.03); F= 34%
Test for ovarall effect Z= 067 (P = 0.51)
Todal (95% CN) n 3523 100.0% 1.0 [0.97, 1.06] |
Tatal events pall:] m1
Heterogenedty, Tau®= 001, Chi*= 49.09, df = 34 (P = 0.05; "= 31% ',3 o u=1 1=u mu:
Testfor varall effect 2= 0,45 (P = 0.65) ) ,
Test for subaroup diferences: Chit= 087, dr= 1 (P = 035, F=0% Farvours SSR1 Favours SHE
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Figure 46:  Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
87.5.1 Older adults ([mean age = 60 years)
Allard 2004 T TE 3 TS 1.5% 2,30 [0.62, B.57] =
Schalzberg 2000 8 104 19 100 96% 1.42[0.85, 2.37 T
Subtotal (95% CI) 180 175 11.1% 1.51 [0.94, 2.44] -
Total events 5 22
Heterogeneity: Taw®= 0,00, Chi*= 0.46, df= 1 (F = 0.500; F= 0%
Testfor overall effect Z=1.649 (F=0.09)
87.5.2 Younger adulls (mean age <60 years)
Ahres 1999 3 40 1 AT 0.5% 3.52 [0.38, 32.57)
Bielski 2004 16 10 4101 23% 4.00[1.39, 11.55]
Clert 1994 3 34 T 34 1.6% 0.43[0.12,1.52] _—
Cogla 1998 14 146 T 186 313% 1.90 [0.78, 4.60] T
DeMayer 2002 4 T3 a T3 3.1% 0.89 [0.36, 2.18] -
Detka 2004 T 188 3 B6 1.5% 1.07 [0.28, 4.03] -
Diaz-Marinez 1993 ] To ] TS 26% 1.43[0.52, 3.91] e
Dierick 1996 14 153 T 181 13% 210087, 507 —
Eli Lilly HMAT-A 13 24 10 89 44% 1.38 |0.64, 2.9 -
Goldstein 2002 T 7o 1 33 0E% 2300042, 2574 —
Goldsteln 2004 14 a & 87 39% 1.67 |0.74, 3.79) -
Heller 2009 1] 15 1] 14 Mot estimable
Higuchl 2009 3 75 12 148 1.7% 0.49[0.14,1.70] —
Khan 2007 17 138 3 140 1.8% 575[1.72,19.18) —_—
Komaat 2000 10 T8 13 77 44% 0.75[0.35,1.61] e
Lee 2007 0 238 17 240 BE% 1.19 064, 2.21] ——
Mehtonen 2000 12 75 5 T 6% 2.300.85,6.11) )
Montgarmery 2004 16 145 11 148  48% 1.48[0.71, 3.08] —1——
Mowla 2016 5 k) | 4 31 18% 1.29[0.38, 4.36] I
Memeraff 2007 12 102 T 104 3.3% 1.75[0.72, 4. 28]
Hierenberg 2007 {1 S 14 274 59% 1.43(0.74, 2.78| T
Onwens 2008 4 a4 2z 42 1.0% 1.91 [0.37, 9.88] —
Perahia 2006 4 196 1 97 06% 1.98 [0.22,17.47]
Rickels 2000 8 27 2z 24 1.2% 356 [0.84, 15.14) =
Rudolph 1999 & 100 9 103 26% 0,59 [0.25,1.86] N
Sheehan 2009k 8 a5 T a9 27% 1.19[0.45, 3.18] —
Shelben 2006 3 T 1 82  05% 315034, 29.68]
Sir 2005 2 B4 3 T3 0.8% 063 [0.11, 3.65] —
Tylee 1997 w/w 1M 24170 11.3% 1.49[0.93, 2.34) I
Tzanakaki 2000 3 55 5 a4 1.4% 0.59 [0.15, 2.34] —
Wade 2007 28 15 13 144 B5% 1.91 [1.02, 3.56] —
Subtotal (95% CI) 3272 15 BE9% 144 [1.20,1.72] +
Total events 322 216
Heterogeneity Taw®= 0,02, Chi®= 20,90, df = 28 (P = 0.37); F= 6%
Testfor overall effect 2= 4.00 (F = 00001}
Total [95% CIy 3452 3290 100.0% 1.45[1.23,1.70] *
Total events 357 238

estior ovarall ttL =44 = 1) : )
Testior subaroup differences; Chif= 0.03.df=1 P =085.F=0% Favours SHRI Favours SSRI
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Figure 47: Discontinuation due to any reason

Experimental Conirol Risk Ratio Risk Ratio
Stisdy or Subroup Events  Tolal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl1
87.6.1 OMer adults (mean age = 60 years)
Alkard 2004 18 78 16 75 1% 1.1 081, 201 i
Hwang 2004 3 A3 3 53 03% 1.02 |0L22, 4.82] _—
Subtotal (95% C1} 128 128 24% 1.40 [0.63, 1.91] -
Total events n 19
Heletogenegity, Tau®= 0000 Chi*= 001, df=1 (F=092); F= 0%
Testfor pverall efiect Z=0.33(P=0.74)
B7.6.2 Younger adults (mean age <60 yaars)
Abres 1999 M40 9 47 11% 1.31 (059, 2.89] -
Basterz 2000 Toon ToIzo1% 1.05 [0.44, 2.48] 1
Bielski 2004 1ooam MO0 35% 1.38 (088, 2.15] T
Clerc 1994 6 4 12 3 1.0% 0.50 (0,21, 1.18] —
Costa 1998 19 18 186 24% 1.53 088, 266] —
DeNayer 2002 M W73 3T% 0.83[0.54,1.28] -
Datke 2004 1 188 0 BB 15% 0.96 [0.47,1.95] -
Diag-Martinez 1998 15 70 w15 1% D.80[0.45, 1.44] ——
Diwrick 1906 ! I3 4D 1E1 45% 1.00 068, 1.47] -T=
Eli Lilty HMAT-4 44 o8 53% 1.50[1.08, 2.13] ==
Goldstein 2002 # T 12 33 23% 0.94 [0L54, 1.64] T
Goldstein 2004 w0 | BT 55% 0.6 (068, 1.34] -+
Hao 2014 3 140 w11 40% 0.90 (059, 1.36] —r
Heller 2009 i 15 5 14 05% 0.56 018, 1.92) —
Higuchi 2004 a 75 ouE 1A% 0.81 (0.3, 1.67) i
Khan 2007 47 138 0 140 4.4% 1.591.07, 2.339] —
Komaat 2000 15 79 # T 13% 0,61 [0.35, 1.07] —
Les 2007 771\ 5T M0 9% 1.27 095, 1.72] =
Mehtonen 2000 1% 75 12 72 16% 1.28 0,65, 2.51] _
Montgamiery 2004 W 148 17 1 3% 0.93 (053, 1.63] -
Mowla 2018 £ = 4 31 0s% 1.20 (038, 4.36] —_—t
Memeroff 2007 M 102 19 104 24% 1.36 [0.79, 2.35] T
Migrenberg 2007 85 273 BG 274 79% 1.2 [0.88, 1.70] —
Oweng 2008 12 4 10 42 1% 1.15 |0.55, 2.35] 1T
Perafia 2006 319 1n 9T 6% 1.0%[0.53, 203 —
Rudolph 1958 @100 33103 40% 0.87 054, 1.25] =T
Sheshar 20095 42 95 1799 5% 1.37 095, 1.97] ==
Shetton 2006 11 T8 19 82 16% 061 [0.31,1.20] —_—
Sir 2005 FE It 13 19 1% 181 [1.00, 3.24] —
Study F1-MC-HMAG - Study Group B % a2 14 3T 18% 0.8 (0,49, 1.36] =T
Tylee 1997 a7 N 46 170 54% 102 [0.72,1.44] -+
Tzanakaki 2000 12 55 12 54 15% 0.96 [0.48, 1.99] B
Wade 2007 715 17 144 40% 1100073, 1.67] -+
Subtotal (95% C1) 358 3281 O7.6% 1.09 [0.989, 1.19] ]
Tatal evants B7d FirL!]
Haterogenaity Tau®= 001, Chi'= 37,33, df= 32 (P=0.24), P= 14%
Tast for overall effect Z=1.73 (P = 0.08)
Total (85% C1) 3618 34159 100.0% 1.09 [1.00, 1.19] ]
Tuotal events 00 T84
Heterogenedy, Tau*= 0.01; Chi'= 3734, df= 34 (P = 0.32), F= 9% e o ' 00
Tastfor overall effect Z=1.90 (P = 0.08) ' :
Test for subnroup diferences: Chi*= 0.00, df= 1 (P = 097, F= 0% Favgurs SNRI Favours SSRI
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Trazodone versus TCAs

Figure 48: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
95.4.1 Older adults (mean age = 60 years)
Alher 1985 9 51 8 50 B15% 1.10[0.48, 2.63]
Srerald 19930 4 57 4 58 I60% 1.02 [0.27, 3.87)
Subtotal (95% CI) 108 108  B87.5% 1.08 [0.52, 2.23]
Total events 13 12

Heterogeneity Taw®= 0.00; Chi*= 0.01, df= 1 (P =092, F=0%
Testfor cverall effect =020 (P = 0.64)

95.4.2 Younger adults (mean age <60 years)

Escobar 1980 1] 13 o 15 Mot estimable
Goldberg 1980 2 62 2 B0 125% 0.97 [0.14, 6.65] .
Subtotal (95% CI) 75 75 12.5% 0.97 [0.14, 6.65) ——
Total events 2 2
Heterogeneity: Mot applicable
Testfor overall effect 2= 003 (7= 097)
Total (95% CI) 183 183 100.0% 1.06 [0.54, 2.10]
Total events 15 14
?eﬁe;ﬂﬂeneitﬁ :‘ra:= g.ﬂg; C:li; uﬁugzé df=2 (P =099); P=0% =l] 0 0-‘1 1 ﬁa 10 05
esi for overall effect 2= 01 = 0.86) ’ .
Tastfor subgroup diferences: Chif= 001, di=1 (P =092}, F= 0% Favours riszodone Favours TEA
Figure 49: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
95.5.1 Older adults {mean age = 60 years)
Altarmura 19993 4 36 5 37 7.5% 0.82 [0.24, 2.82]
Ather 1985 13 &1 10 50 4% 1.27 [0.62, 263 N
Srmeraldi 1398k 26 57 18 53 497% 1.47 [0.91, 2.37] +il-
Subtotal (95% CI) 144 145 TR.6% 1.34 [0.92, 1.96] P
Total events 43 33
Heterogeneity: Tau®= 0.00; Chi®= 0.78, di= 2 (P = 0.68); *=0%
Tastior overall effect Z=1.50(P=013)
95.5.2 Younger adults (mean age <60 years)
Escobar 1980 2 13 o 15 13% £.71[0.30, 109,22 *
Goldberg 1980 12 62 T B0 151% 1.66 [0.70, 2.93) -
Moises 1981 5 n T2 A9% 262 [0.57, 12.086] 1T
Subtotal (95% CI) 96 97 M.4% 1.98 [0.96, 4.11] -
Total events 19 q
Heterogeneity: Taw®= 0.00; Chi*= 080, df=2 (P=067),F=0%
Testfor overall effect Z=1.85 (P = 0.06)
Total [95% CIy 240 242 100.0% 1.46 [1.04, 2.04] *»>
Total events 62 47
Heterogeneity, Taw® = 0.00; Chi*= 2,45, df=5 (P = 0.78), F=0% b0t 01 10 100

Testfor overall effect 2= 219 (F=003)

Favours razodone  Favours TCA
Testfor subgroup diferences: Chif= 089, di=1 (P = 0.35). P= 0%
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Pairwise meta-analysis of couple interventions (not included in the NMA)

Behavioural couples therapy versus waitlist

Figure 50: Depression symptoms endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SO Total Weight IV, Fixed, 95% CI| IV, Fixed, 95% CI|
Beach 1952 8.4 622 18 2047 10.68 148 100.0% -1.34[-2.158,-0.84]
Total {95% CI) 15 15 100.0% -1.34 [-2.15, -0.54] &
Heterageneity: Mot applicahle I

I |
-10 il ]

Testforoverall effect 2= 3.28 (P =0.001) Favours BET Favours wasitlist

Figure 51: Depression symptoms change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Beach 1992 -15.53 491 15 -7.86 748 15 100.0% -1 18 [-1.96,-0.40]
Total (95% CI) 15 15 100.0% 1.18 [-1.96, -0.40] <
Heterageneity: Mot applicable 5_1 2 55 ? %
Testfor averall effect 2= 2.95 (P = 0.003 Favours BCT Favours waitlist

Figure 52: Marital adjustment endpoint

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 19492 9.4 18.29 16 6813 2532 158 100.0% 1.25[0.45, 2.04]
Total (95% CI) 15 15 100.0% 1.25 [0.45, 2.04] P
Heterogeneity, Mot applicable Ho £ b :

Testfor averall effect Z=3.08 (P=0.002) Favours waitlist Favours BGT

Figure 53: Marital adjustment change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1492 19.8 1268 15 12 16.88 15 100.0% 1.21[0.42, 2.00]
Total (95% CI) 15 15 100.0% 1.21 [0.42, 2.00] <&
ity i } } }
Heterogeneity: Mat applicahle o £ b :

Test for overall effect Z=3.02 (P =0.003) Fa\,l-gurs waitlist Favours BCT

Behavioural couples therapy versus CBT individual

Figure 54: Depression symptoms endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Beach 1992 84 622 15 1087 7.7 15 100.0% -0.34 F1.07, 0.38]
Total (95% Cl) 15 15 100.0% -0.34 [-1.07, 0.38]

Heterogeneity: Mot applicable e + P t

Test for averall effect: Z=0.93 (P =0.35) Favours BCT Favours CBT

Figure 55: Depression symptoms change score
Experimental Control Std. Mean Difference Std. Mean Difference

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

Beach 1992 -15.583 491 15 -17.4 523 18 100.0% 0.36 [-0.36,1.08]

Total (95% CI) 15 15 100.0% 0.36 [-0.36, 1.08]

Heterogeneity: Mot applicable I_1 0 15 3 :=S

Testfor overall effect Z= 097 (P=0.33) Favours BCT Favours CBT
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Figure 56: Marital adjustment endpoint

Test for overall effect £=0.53 (P = 0.60)
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Favours waitlist Favours CBT

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 19492 9.4 18.29 15  B36B 32.07 15 100.0% 1.22[0.43,2.01]
Total (95% CI) 15 15 100.0% 1.22 [0.43, 2.01] &
Heterogeneity: Mot applicable I_1 p I5 B :=5 1D=
Test for overall effect 2= 3.04 (P =0.002) Favours CBT Favours BCT
Figure 57: Marital adjustment change score
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SO0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 138 1268 18 -267 2174 18 100.0% 1.23[0.44 2.07]
Total (95% CI) 15 15 100.0% 1.23 [0.44, 2.02] <&
Heterogeneity: Mot applicable I_1 p I5 7 :IS 1D=
Test for overall effect Z=3.06 (P =0.002) Favours CBT Favours BCT
CBT individual versus waitlist
Figure 58: Depression symptoms endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SO Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CIl
Beach 1892 1087 7.7 158 2047 1062 15 100.0% -1.00 [1.77,-0.24]
Total (95% CI) 15 15 100.0%  -1.00 [-1.77,-0.24] &
Heterogeneity: Mot appllcable 00 * b : T
Test for averall effect 7= 2487 (F=0.01) Favours CBT Favours waitlist
Figure 59: Depression symptoms change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 18492 -174 533 18 -T86 748 148 100.0% -1 442,25, -0.67]
Total (95% CI) 15 15 100.0% -1.44[-2.25, 0.62] <&
Heterogeneity: Mat applicable 5_1 3 55 3 :53 10:
Test for overall effect: 2= 3.46 (P =0.0005) Favours CBT Favours waitlist
Figure 60: Marital adjustment endpoint
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 636 3207 16 6313 2532 15 100.0% -0.15[-0.87, 0.56]
Total (95% CI) 15 15 100.0% -0.15[-0.87, 0.56]
Heterogeneity: Mot applicable T X b : 0
Test for overall effect Z=0.42 (P = 0.68) Favours waitlist Favours CBT
Figure 61: Marital adjustment change score
Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SO0 Total Mean 50 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 -2EY 1174 14 1.2 16.88 18 100.0% -0.18[-0.91,0.582]
Total (95% CI) 15 15 100.0% -0.19 [-0.91, 0.52]
Heterogeneity, Mat applicahle |_1 0 _;5 ﬁ :.5 1D.



