Appendix 19: Clinical evidence forest plots
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Service-level interventions

Collaborative care versus everything

Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 20 Mortality

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

COLE2006 18/78 18/79 —— 14.54 1.01 [0.57, 1.80] 1
CULLUM2007 20/62 12/52 — 10.61 1.40 [0.76, 2.58] 1
DWIGHTJOHNSON 2005 0/28 8/27 4 7.03 0.06 [0.00, 0.94] 1
ELL2008 31/242 37/230 —— 30.85 0.80 [0.51, 1.24] 1
FORTNEY2007 3/177 6/218 = 4.37 0.62 [0.16, 2.43] 1
LIN2003* 22/506 15/495 — 12.33 1.43 [0.75, 2.73] 1
STRONG2008 9/101 12/99 —a—— 9.85 0.74 [0.32, 1.67] 1
WILLIAMS2004* 12/205 12/212 ﬂ* 9.59 1.03 [0.48, 2.25] 1
WILLIAMS2007 2/94 1/94 = » 0.81 2.00 [0.18, 21.68] 1
Subtotal (95% CI) 1493 1506 ‘ 100.00 0.94 [0.74, 1.19]

Total events: 117 (Treatment), 121 (Control)

Test for heterogeneity: Chi2 = 8.89, df = 8 (P = 0.35), 12 = 10.0%

Test for overall effect: Z =0.54 (P = 0.59)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 30 Depression outcome. 1. Non-response (<50% improvement) - sensitivity analysis
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
COLE2006 69/78 73/79 - 12.81 0.96 [0.86, 1.06] 1
DWIGHTJOHNSON2005 18/28 24/27 —. 4.03 0.72 [0.53, 0.98] 1
ELL2007 119/155 128/156 - 12.04 0.94 [0.84, 1.05] 1
ELL2008 151/242 173/230 .- 11.42 0.83 [0.73, 0.94] 1
FORTNEY2007 124/177 167/218 = 11.53 0.91 [0.81, 1.03] 1
KATON2004 104/164 120/165 = 9.79 0.87 [0.75, 1.01] 1
KATZELNICK2000 110/218 131/189 —— 9.06 0.73 [0.62, 0.86] 1
LIN2003* 308/506 409/495 - 14.27 0.74 [0.68, 0.80] 1
OSLIN2003 19/34 34/43 —- 3.49 0.71 [0.51, 0.99] 1
STRONG2008 50/101 65/99 —.— 5.64 0.75 [0.59, 0.96] 1
WILLIAMS2007 49/94 66/94 —-— 5.93 0.74 [0.59, 0.94] 1
Subtotal (95% CI) 1797 1795 ¢ 100.00 0.82 [0.76, 0.89]
Total events: 1121 (Treatment), 1390 (Control)
Test for heterogeneity: Chi2 = 30.66, df = 10 (P = 0.0007), I2 = 67.4%
Test for overall effect: Z = 4.82 (P < 0.00001)
02 End of treatment - outlier removed (COLE2006)
DWIGHTJOHNSON2005 18/28 24/27 —. 4.62 0.72 [0.53, 0.98] 1
ELL2007 119/155 128/156 - 13.80 0.94 [0.84, 1.05] 1
ELL2008 151/242 173/230 - 13.10 0.83 [0.73, 0.94] 1
FORTNEY2007 124/177 167/218 = 13.23 0.91 [0.81, 1.03] 1
KATON2004 104/164 120/165 — 11.23 0.87 [0.75, 1.01] 1
KATZELNICK2000 110/218 131/189 —-— 10.39 0.73 [0.62, 0.86] 1
LIN2003* 308/506 409/495 - 16.36 0.74 [0.68, 0.80] 1
OSLIN2003 19/34 34/43 —.— 4.00 0.71 [0.51, 0.99] 1
STRONG2008 50/101 65/99 —-— 6.47 0.75 [0.59, 0.96] 1
WILLIAMS2007 49/94 66/94 —-— 6.80 0.74 [0.59, 0.94] 1
Subtotal (95% CI) 1719 1716 ¢ 100.00 0.81 [0.75, 0.87]
Total events: 1052 (Treatment), 1317 (Control)
Test for heterogeneity: Chi2 = 20.47, df = 9 (P = 0.02), I2 = 56.0%
Test for overall effect: Z = 5.54 (P < 0.00001)
03 End of treatment - removing those with >50% dropout
DWIGHTJOHNSON2005 18/28 24/27 s 6.32 0.72 [0.53, 0.98] 1
FORTNEY2007 124/177 167/218 - 18.10 0.91 [0.81, 1.03] 1
KATON2004 104/164 120/165 - 15.36 0.87 [0.75, 1.01] 1
KATZELNICK2000 110/218 131/189 - 14.21 0.73 [0.62, 0.86] 1
LIN2003* 308/506 409/495 = 22.39 0.74 [0.68, 0.80] 1
OSLIN2003 19/34 34/43 —m 5.47 0.71 [0.51, 0.99] 1
STRONG2008 50/101 65/99 —.— 8.85 0.75 [0.59, 0.96] 1
WILLIAMS2007 49/94 66/94 —.— 9.30 0.74 [0.59, 0.94] 1
Subtotal (95% CI) 1322 1330 ¢ 100.00 0.79 [0.73, 0.85]
Total events: 782 (Treatment), 1016 (Control)
Test for heterogeneity: Chiz = 12.24, df = 7 (P = 0.09), 12 = 42.8%
Test for overall effect: Z = 5.91 (P < 0.00001)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 32 Depression outcome 2. Non-remission (scoring above cut-off, for example >7 on HAM-D)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

COLE2006 73/78 74/79 19.78 1.00 [0.92, 1.08] 1
FORTNEY2007 142/177 194/218 = 19.52 0.90 [0.83, 0.98] 1
KATZELNICK2000 126/218 140/189 - 16.46 0.78 [0.68, 0.90] 1
LIN2003* 138/506 197/495 —— 14.29 0.69 [0.57, 0.82] 1
STRONG2008 73/101 85/99 - 16.25 0.84 [0.73, 0.97] 1
WILLIAMS2007 59/94 73/94 —— 13.69 0.81 [0.67, 0.98] 1
Subtotal (95% ClI) 1174 1174 <& 100.00 0.84 [0.73, 0.96]
Total events: 611 (Treatment), 763 (Control)
Test for heterogeneity: Chi2 = 33.61, df =5 (P < 0.00001), 12 = 85.1%
Test for overall effect: Z = 2.60 (P = 0.009)

02 End of treatment - papers with >50% dropout removed

FORTNEY2007 142/177 194/218 = 24.33 0.90 [0.83, 0.98] 1
KATZELNICK2000 126/218 140/189 - 20.52 0.78 [0.68, 0.90] 1
LIN2003* 138/506 197/495 —— 17.82 0.69 [0.57, 0.82] 1
STRONG2008 73/101 85/99 - 20.26 0.84 [0.73, 0.97] 1
WILLIAMS2007 59/94 73/94 —— 17.07 0.81 [0.67, 0.98] 1
Subtotal (95% Cl) 1096 1095 ¢ 100.00 0.81 [0.73, 0.90]

Total events: 538 (Treatment), 689 (Control)

Test for heterogeneity: Chiz = 11.52, df = 4 (P = 0.02), 12 = 65.3%

Test for overall effect: Z = 3.84 (P = 0.0001)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 33 Depression outcome 3. Diagnosis (at follow-up)

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

CULLUM2007 40/62 42/59 53.94 0.91 [0.71, 1.16] 1
STRONG2008 36/101 55/99 —— 46.06 0.64 [0.47, 0.88] 1

163 158 100.00 0.77 [0.54, 1.10]

Subtotal (95% CI)

Total events: 76 (Treatment), 97 (Control)
Test for heterogeneity: Chiz = 3.11, df = 1 (P = 0.08), 12 = 67.9%
Test for overall effect: Z =1.43 (P = 0.15)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 34 Depression outcome 4.Continuous measures depression rating scale (Change score)

Study Treatment Control SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order

01 End of treatment
BOGNER2008 32 -7.60(16.99) 32 -0.30(20.80) —— 3.24 -0.38 [-0.87, 0.11] 1
CULLUM2007 41 -4.60(3.85) 45 -3.60(3.61) —=r 4.39 -0.27 [-0.69, 0.16] 1
ELL2008 144 -6.77(6.25) 114 -5.65(6.06) — 13.09 -0.18 [-0.43, 0.07] 1
KATON2004 146 -0.65(0.67) 142 -0.44(0.69) - 14.69 -0.31 [-0.54, -0.08] 1
KATZELNICK2000 203 -9.20(10.56) 177 -5.60(10.56) - 19.25 -0.34 [-0.54, -0.14] 1
LANDIS2007 22 -6.50(7.86) 23 -5.70(7.61) —a— 2.32 -0.10 [-0.69, 0.48] 1
OSLIN2003 34 -3.20(8.66) 43 0.80(10.84) —=— 3.84 -0.40 [-0.85, 0.06] 1
STRONG2008 97 -1.10(1.93) 99 -0.71(2.16) —= 10.07 -0.19 [-0.47, 0.09] 1
WILLIAMS2004* 193 -0.67(0.92) 200 -0.26(0.93) = 19.80 -0.44 [-0.64, -0.24] 1
WILLIAMS2007 89 =7.40(7.20) 93 -5.40(8.00) —= 9.31 -0.26 [-0.55, 0.03] 1

Subtotal (95% ClI) 1001 968 ) 100.00 -0.31 [-0.40, -0.22]

Test for heterogeneity: Chi2 = 4.38, df = 9 (P = 0.88), 12 = 0%

Test for overall effect: Z = 6.76 (P < 0.00001)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 40 Physical health outcome: 1. Sheehan disability score

Study Treatment Control WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order

01 End of treatment
LIN2003* 484 3.90(3.30) 480 4.70(3.29) B 100.00 -0.80 [-1.22, -0.38] 1

Subtotal (95% CI) 484 480 <o 100.00 -0.80 [-1.22, -0.38]

Test for heterogeneity: not applicable

Test for overall effect: Z = 3.77 (P = 0.0002)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 41 Physical health outcome: 2. Pain intensity (Brief Pain Inventory, author defined scale)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment
ELL2008 144 8.83(11.88) 114 11.55(11.42) = 17.93 -0.23 [-0.48, 0.01] 1
LIN2003* 484 5.62(3.52) 480 6.15(3.51) - 68.17 -0.15 [-0.28, -0.02] 1
STRONG2008 97 36.80(31.00) 99 37.80(33.10) e 13.90 -0.03 [-0.31, 0.25] 1
Subtotal (95% CI) 725 693 ‘ 100.00 -0.15 [-0.25, -0.04]
Test for heterogeneity: Chi2 = 1.12, df = 2 (P = 0.57), 12 = 0%
Test for overall effect: Z = 2.79 (P = 0.005)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 42 Physical health outcome: 3. Interference with daily activities
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment
LIN2003* 484 4.40(3.96) 480 4.99(3.72) N o 100.00 -0.59 [-1.07, -0.11] 1
Subtotal (95% CI) 484 480 ‘ 100.00 -0.59 [-1.07, -0.11]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.38 (P = 0.02)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 43 Physical health outcome: 4. Pain interferes with activity
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment ‘
LIN2003* 484 2.92(1.54) 480 3.17(1.53) B 100.00 -0.25 [-0.44, -0.06] 1
Subtotal (95% CI) 484 480 ¢ 100.00 -0.25 [-0.44, -0.06]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.53 (P = 0.01)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 44 Physical health outcome: 5. Haemoglobin values
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment

WILLIAMS2004* 122 7.11(1.33) 110 7.11(1.42) — 100.00 0.00 [-0.36, 0.36] 1
Subtotal (95% ClI) 122 110 100.00 0.00 [-0.36, 0.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 45 Physical health outcome 6. Non-adherence to physical health treatment
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

BOGNER2008 7/32 22/32 —— 72.98 0.32 [0.16, 0.64] 1
DWIGHTJOHNSON2005 3/28 8/27 B 27.02 0.36 [0.11, 1.22] 1
Subtotal (95% Cl) 60 59 -l 100.00 0.33 [0.18, 0.60]
Total events: 10 (Treatment), 30 (Control)
Test for heterogeneity: Chiz = 0.03, df = 1 (P = 0.86), 12 = 0%
Test for overall effect: Z = 3.59 (P = 0.0003)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 46 Physical health outcome: 7. BMI
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment

KATON2004 164 33.00(7.90) 165 36.10(10.00) — 100.00 -3.10 [-5.05, -1.15] 1
Subtotal (95% CI) 164 165 B 100.00 -3.10 [-5.05, -1.15]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.12 (P = 0.002)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 47 Physical health outcome: 8. Fatigue
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment
STRONG2008 97 49.70(27.10) 99 55.40(27.60) < 100.00 -5.70 [-13.36, 1.96] 1
Subtotal (95% CI) 97 99 o 100.00 -5.70 [-13.36, 1.96]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
-10 -5 0 5 10
Favours treatment Favours control
Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 49 Physical health outcome/ QoL: 1. General physical wellbeing/ functioning (SF-12 physical etc)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment
ELL2008 144 -41.48(10.08) 114 -38.68(9.72) = 13.74 -0.28 [-0.53, -0.03] 1
LANDIS2007 23 -37.40(14.40) 22 -39.30(14.00) t=— 2.45 0.13 [-0.45, 0.72] 1
LIN2003* 484 3.30(1.10) 480 3.60(1.10) 52.07 -0.27 [-0.40, -0.15] 1
STRONG2008 97 66.80(24.40) 99 67.60(23.60) - 10.68 -0.03 [-0.31, 0.25] 1
WILLIAMS2004* 193 3.91(2.76) 200 4.90(2.63) = 21.06 -0.37 [-0.57, -0.17] 1
Subtotal (95% CI) 941 915 100.00 -0.26 [-0.35, -0.17]
Test for heterogeneity: Chi2 = 5.40, df = 4 (P = 0.25), I2 = 26.0%
Test for overall effect: Z = 5.53 (P < 0.00001)
-4 -2 2 4
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 50 Physical health outcome/ QoL: 2. General physical wellbeing/ functioning (Change scores)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI 95% ClI Order
01 End of treatment
COLE2006 33 -2.90(1.17) 31 -2.70(1.17) —=— .62 -0.17 [-0.66, 0.32] 1
DWIGHTJOHNSON2005 28 -4.83(14.94) 27 1.70(16.52) —= .74 -0.41 [-0.94, 0.13] 1
ELL2008 144 -3.89(13.04) 114 -2.40(12.20) = .40 -0.12 [-0.36, 0.13] 1
FORTNEY2007 146 -0.34(10.17) 189 -1.38(10.31) = .01 0.10 [-0.11, 0.32] 1
LANDIS2007 22 -9.00(19.74) 23 -9.00(17.56) —— .96 0.00 [-0.58, 0.58] 1
WILLIAMS2004* 193 -1.29(3.70) 200 -0.24(3.57) = .27 -0.29 [-0.49, -0.09] 1
Subtotal (95% CI) 566 584 00 -0.12 [-0.24, -0.01]
Test for heterogeneity: Chi2 = 8.10, df = 5 (P = 0.15), 12 = 38.3%
Test for overall effect: Z = 2.10 (P = 0.04)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 55 Quality of Life 1. General QoL scales (Euroqol, 0-10 rating scale etc.)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment

LIN2003* 484 -6.40(2.86) 480 -6.00(2.85) = 100.00 -0.14 [-0.27, -0.01] 1
Subtotal (95% Cl) 484 480 ¢ 100.00 -0.14 [-0.27, -0.01]
Test for heterogeneity: not applicable
Test for overall effect: Z=2.17 (P = 0.03)
02 Change score

FORTNEY2007 146 -0.04(0.13) 189 -0.03(0.13) | 100.00 -0.08 [-0.29, 0.14] 1
Subtotal (95% CI) 146 189 ‘ 100.00 -0.08 [-0.29, 0.14]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.70 (P = 0.49)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 56 Quality of Life 2. No. QALWSs gained (signs reversed)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment

CULLUM2007 41 -9.90(3.96) 45 -8.40(5.47) —_— 100.00 -1.50 [-3.51, 0.51] 1
Subtotal (95% CI) 41 45 ——e 100.00 -1.50 [-3.51, 0.51]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.47 (P = 0.14)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 60 Service use/ Process of care: 1. Did not receive a consultation / specified number of mental health visits
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

KATON2004 53/164 54/165 24.08 0.99 [0.72, 1.35] 1
KATZELNICK2000 159/218 157/189 46.94 0.88 [0.79, 0.97] 1
OSLIN2003 27/46 46/51 E 3 28.98 0.65 [0.50, 0.84] 1
Subtotal (95% CI) 428 405 100.00 0.83 [0.67, 1.02]
Total events: 239 (Treatment), 257 (Control)
Test for heterogeneity: Chi2 = 5.40, df = 2 (P = 0.07), 12= 62.9%
Test for overall effect: Z = 1.79 (P = 0.07)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 61 Service use/ Process of care: 2. Number of psychiatric outpatient visits
Study Treatment WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N 95% CI % 95% CI Order
01 End of treatment

COLE2006 33 -2.50(2.55) 31 -0.30(2.55) = 100.00 -2.20 [-3.45, -0.95] 1
Subtotal (95% CI) 33 31 <o 100.00 -2.20 [-3.45, -0.95]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.45 (P = 0.0006)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 62 Service use/ Process of care: 3. Readmission
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

COLE2006 61/78 54/79 100.00 1.14 [0.95, 1.38] 1
Subtotal (95% Cl) 78 79 100.00 1.14 [0.95, 1.38]
Total events: 61 (Treatment), 54 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.39 (P = 0.17)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 63 Service use/ Process of care: 4. Any visit to AKE

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

COLE2006 63/78 58/79 100.00 1.10 [0.93, 1.31] 1
Subtotal (95% CI) 78 79 100.00 1.10 [0.93, 1.31]

Total events: 63 (Treatment), 58 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.09 (P = 0.27)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 64 Service use/ process of care : 5. Not receiving any depression treatment (antidepressants or psychosocial)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
ELL2008 67/242 106/230 —- 51.53 0.60 [0.47, 0.77] 1
WILLIAMS2004* 49/205 104/212 —— 48.47 0.49 [0.37, 0.64] 1
Subtotal (95% CI) 447 442 <& 100.00 0.55 [0.45, 0.66]
Total events: 116 (Treatment), 210 (Control)
Test for heterogeneity: Chiz2=1.21, df =1 (P = 0.27), 2= 17.3%
Test for overall effect: Z = 6.41 (P < 0.00001)

01 02 05 1 2 5 10
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 65 Service use/ process of care : 6. Not receiving antidepressant medication
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
ELL2007 56/155 80/156 —— 24.87 0.70 [0.54, 0.91] 1
KATZELNICK2000 39/218 128/189 —— 24.11 0.26 [0.20, 0.36] 1
LIN2003* 187/506 245/495 - 26.54 0.75 [0.65, 0.86] 1
STRONG2008 39/101 67/99 —— 24.48 0.57 [0.43, 0.76] 1
Subtotal (95% CI) 980 939 . 100.00 0.54 [0.35, 0.82]
Total events: 321 (Treatment), 520 (Control)
Test for heterogeneity: Chiz = 39.25, df = 3 (P < 0.00001), I12 = 92.4%
Test for overall effect: Z =2.85 (P = 0.004)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 66 Service use/ process of care : 7. Not receiving psychosocial interventions
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
LIN2003* 279/506 418/495 . 100.00 0.65 [0.60, 0.71] 1
Subtotal (95% CI) 506 495 0 100.00 0.65 [0.60, 0.71]
Total events: 279 (Treatment), 418 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 9.58 (P < 0.00001)
01 02 05 2 5
Favours treatment Favours control

Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 67 Service use / Process of care (64-66 combined)

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

ELL2007 56/155 80/156 —— 20.53 0.70 [0.54, 0.91 1
ELL2008 67/242 106/230 —— 20.97 0.60 [0.47, 0.77 1
KATZELNICK2000 39/218 128/189 —a— 19.01 0.26 [0.20, 0.36 1
STRONG2008 39/101 67/99 —— 19.73 0.57 [0.43, 0.76 1
WILLIAMS2004* 49/205 104/212 —a— 19.76 0.49 [0.37, 0.64 1
Subtotal (95% CI) 921 886 <D 100.00 0.50 [0.37, 0.69

Total events: 250 (Treatment), 485 (Control)

Test for heterogeneity: Chiz = 27.12, df = 4 (P < 0.0001), 12 = 85.3%

Test for overall effect: Z = 4.25 (P < 0.0001)

02 End of treatment (outlier removed)

ELL2007 56/155 80/156 —— 25.34 0.70 [0.54, 0.91 1
ELL2008 67/242 106/230 —— 25.89 0.60 [0.47, 0.77 1
STRONG2008 39/101 67/99 —— 24.36 0.57 [0.43, 0.76 1
WILLIAMS2004* 49/205 104/212 —a— 24.40 0.49 [0.37, 0.64 1
Subtotal (95% CI) 703 697 ‘ 100.00 0.59 [0.51, 0.68

Total events: 211 (Treatment), 357 (Control)
Test for heterogeneity: Chi2z = 3.68, df = 3 (P = 0.30), 12= 18.5%
Test for overall effect: Z =7.02 (P < 0.00001)
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Review: DCHP - Service
Comparison: 01 Collaborative care versus everything (WCS analysis)
Outcome: 70 Treatment acceptability - leaving the study early for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

COLE2006 45/78 48/79 —.— 12.40 0.95 [0.73, 1.23] 1
CULLUM2007 21/62 14/59 ——a— 3.73 1.43 [0.80, 2.54] 1
DWIGHTJOHNSON2005 11/28 15/27 —a— 3.97 0.71 [0.40, 1.25] 1
ELL2008 98/242 116/230 — 30.93 0.80 [0.66, 0.98] 1
FORTNEY2007 31/177 29/218 ——— 6.76 1.32 [0.83, 2.10] 1
KATON2004 18/164 23/165 —a—— 5.96 0.79 [0.44, 1.40] 1
KATZELNICK2000 15/218 12/189 — 3.34 1.08 [0.52, 2.26] 1
LIN2003* 74/506 77/495 —— 20.24 0.94 [0.70, 1.26] 1
STRONG2008 15/101 17/99 —a— 4.47 0.86 [0.46, 1.63] 1
WILLIAMS2004* 36/205 31/212 B T 7.93 1.20 [0.77, 1.87] 1
WILLIAMS2007 5/94 1/94 —_— &) 0.26 5.00 [0.60, 41.99] 1
Subtotal (95% CI) 1875 1867 ‘ 100.00 0.96 [0.85, 1.08]

Total events: 369 (Treatment), 383 (Control)

Test for heterogeneity: Chiz = 11.72, df = 10 (P = 0.30), I2= 14.7%

Test for overall effect: Z =0.73 (P = 0.47)
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Favours treatment Favours control

Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 80 Satisfaction with service - not satisfied with treatment/care

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

CULLUM2007 24/62 29/59 —a—— 13.98 0.79 [0.52, 1.18] 1
FORTNEY2007 77/177 105/218 - 44.27 0.90 [0.73, 1.12] 1
KATON2004 58/164 89/165 —— 41.75 0.66 [0.51, 0.84] 1
Subtotal (95% Cl) 403 442 X 3 100.00 0.78 [0.67, 0.91]

Total events: 159 (Treatment), 223 (Control)

Test for heterogeneity: Chi2 = 3.59, df =2 (P = 0.17), I12= 44.3%

Test for overall effect: Z = 3.15 (P = 0.002)
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Review: DCHP - Service

Comparison: 01 Collaborative care versus everything (WCS analysis)

Outcome: 81 Non-adherence to antidepressant medication

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment

BOGNER2008 9/32 22/32 —— 100.00 0.41 [0.22, 0.75] 1
Subtotal (95% ClI) 32 32 -l 100.00 0.41 [0.22, 0.75]

Total events: 9 (Treatment), 22 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.91 (P = 0.004)
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Collaborative care - subgroup analysis by comparison (standard care, enhanced standard care)

Review: DCHP - Service

Comparison: 02 Collaborative care vs. everything (WCS analysis) - subgroup by comparison

Outcome: 20 Mortality

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Collaborative care versus standard care

COLE2006 18/78 18/79 —— 14.54 1.01 [0.57, 1.80] 1
CULLUM2007 20/62 12/52 —— 10.61 1.40 [0.76, 2.58] 1
DWIGHTJOHNSON2005 0/28 8/27 4 7.03 0.06 [0.00, 0.94] 1
LIN2003* 22/506 15/495 —— 12.33 1.43 [0.75, 2.73] 1
STRONG2008 9/101 12/99 e 9.85 0.74 [0.32, 1.67] 1
WILLIAMS2004* 12/205 12/212 9.59 1.03 [0.48, 2.25] 1
Subtotal (95% CI) 980 964 1 63.97 1.01 [0.76, 1.35]

Total events: 81 (Treatment), 77 (Control)

Test for heterogeneity: Chi2 = 6.82, df =5 (P = 0.23), I12=26.7%

Test for overall effect: Z =0.09 (P = 0.93)

02 Collaborative care versus enhanced standard care

ELL2008 31/242 37/230 —— 30.85 0.80 [0.51, 1.24] 1
FORTNEY2007 3/177 6/218 = 4.37 0.62 [0.16, 2.43] 1
WILLIAMS2007 2/94 1/94 = > 0.81 2.00 [0.18, 21.68] 1
Subtotal (95% CI) 513 542 P 36.03 0.80 [0.53, 1.21]

Total events: 36 (Treatment), 44 (Control)

Test for heterogeneity: Chi2=0.71, df =2 (P = 0.70), 12= 0%

Test for overall effect: Z = 1.05 (P = 0.29)

Total (95% ClI) 1493 1506 <P 100.00 0.94 [0.74, 1.19]

Total events: 117 (Treatment), 121 (Control)

Test for heterogeneity: Chi2 = 8.89, df = 8 (P = 0.35), 12=10.0%

Test for overall effect: Z = 0.54 (P = 0.59)
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Review: DCHP - Service
Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 31 Depression outcome: 1. Non-Response (<50% improvement) - removing outlier
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Collaborative care versus standard care
DWIGHTJOHNSON2005 18/28 24/27 — e 1.86 0.72 [0.53, 0.98] 1
KATON2004 104/164 120/165 — 9.10 0.87 [0.75, 1.01] 1
KATZELNICK2000 110/218 131/189 - 10.68 0.73 [0.62, 0.86] 1
LIN2003* 308/506 409/495 u 31.46 0.74 [0.68, 0.80] 1
STRONG2008 50/101 65/99 —a— 5.00 0.75 [0.59, 0.96] 1
Subtotal (95% CI) 1017 975 Q 58.10 0.7¢ [0.71, 0.81]
Total events: 590 (Treatment), 749 (Control)
Test for heterogeneity: Chiz = 4.20, df =4 (P = 0.38), 12=4.7%
Test for overall effect: Z = 8.76 (P < 0.00001)
02 Collaborative care versus enhanced standard care
ELL2007 119/155 128/156 9.71 0.94 [0.84, 1.05] 1
ELL2008 151/242 173/230 11 13.50 0.83 [0.73, 0.94] 1
FORTNEY?2007 124/177 167/218 11.39 0.91 [0.81, 1.03] 1
OSLIN2003 19/34 34/43 —a— 2.28 0.71 [0.51, 0.99] 1
WILLIAMS2007 49/94 66/94 = 5.02 0.74 [0.59, 0.94] 1
Subtotal (95% CI) 702 741 ¢ 41.90 0.86 [0.81, 0.92]
Total events: 462 (Treatment), 568 (Control)
Test for heterogeneity: Chi2 = 6.26, df =4 (P = 0.18), I12= 36.1%
Test for overall effect: Z = 4.47 (P < 0.00001)
Total (95% Cl) 1719 1716 (] 100.00 0.80 [0.76, 0.84]
Total events: 1052 (Treatment), 1317 (Control)
Test for heterogeneity: Chi2 = 20.47, df = 9 (P = 0.02), 12 = 56.0%
Test for overall effect: Z =9.62 (P < 0.00001)
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Review: DCHP - Service

Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 32 Depression outcome: 2. Non-remission (scoring above cut-off, for example >7 on HAM-D) - removed outlier
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Collaborative care versus standard care
KATZELNICK2000 126/218 140/189 - 22.00 0.78 [0.68, 0.90] 1
LIN2003* 138/506 197/495 - 29.21 0.69 [0.57, 0.82] 1
STRONG2008 73/101 85/99 - 12.59 0.84 [0.73, 0.97] 1
Subtotal (95% CI) 825 783 ¢ 63.80 0.75 [0.68, 0.83]
Total events: 337 (Treatment), 422 (Control)
Test for heterogeneity: Chiz = 3.77, df =2 (P = 0.15), 12 = 47.0%
Test for overall effect: Z =5.81 (P < 0.00001)
02 Collaborative care versus enhanced standard care
FORTNEY2007 142/177 194/218 n 25.50 0.90 [0.83, 0.98] 1
WILLIAMS2007 59/94 73/94 —— 10.71 0.81 [0.67, 0.98] 1
Subtotal (95% CI) 271 312 ¢ 36.20 0.87 [0.80, 0.95]
Total events: 201 (Treatment), 267 (Control)
Test for heterogeneity: Chiz = 1.14, df =1 (P = 0.28), I> = 12.6%
Test for overall effect: Z = 3.21 (P = 0.001)
Total (95% CI) 1096 1095 ¢ 100.00 0.79 [0.74, 0.85]
Total events: 538 (Treatment), 689 (Control)
Test for heterogeneity: Chiz = 11.52, df = 4 (P = 0.02), 12 = 65.3%
Test for overall effect: Z = 6.64 (P < 0.00001)
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Review: DCHP - Service

Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison

Outcome: 34 Depression outcome: 4.Continuous measures depression rating scale (Change score)

Study Treatment Control SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order

01 Collaborative care versus standard care
BOGNER2008 32 -7.60(16.99) 32 -0.30(20.80) —=— 3.24 -0.38 [-0.87, 0.11] 1
CULLUM2007 41 -4.60(3.85) 45 -3.60(3.61) —= 4.39 -0.27 [-0.69, 0.16] 1
KATON2004 146 -0.65(0.67) 142 -0.44(0.69) - 14.69 -0.31 [-0.54, -0.08] 1
KATZELNICK2000 203 -9.20(10.56) 177 -5.60(10.56) - 19.25 -0.34 [-0.54, -0.14] 1
LANDIS2007 22 -6.50(7.86) 23 -5.70(7.61) e 2.32 -0.10 [-0.69, 0.48] 1
STRONG2008 97 -1.10(1.93) 99 -0.71(2.16) —B 10.07 -0.19 [-0.47, 0.09] 1
WILLIAMS2004* 193 -0.67(0.92) 200 -0.26(0.93) = 19.80 -0.44 [-0.64, -0.24] 1

Subtotal (95% CI) 734 718 ¢ 73.76 -0.33 [-0.43, -0.23]

Test for heterogeneity: Chi2 = 2.93, df = 6 (P = 0.82), 12 = 0%

Test for overall effect: Z = 6.25 (P < 0.00001)

02 Collaborative care versus enhanced standard care
ELL2008 144 -6.77(6.25) 114 -5.65(6.06) = 13.09 -0.18 [-0.43, 0.07] 1
OSLIN2003 34 -3.20(8.66) 43 0.80(10.84) —=— 3.84 -0.40 [-0.85, 0.06] 1
WILLIAMS2007 89 =7.40(7.20) 93 -5.40(8.00) —= 9.31 -0.26 [-0.55, 0.03] 1

Subtotal (95% CI) 267 250 '3 26.24 -0.24 [-0.42, -0.07]

Test for heterogeneity: Chi2 = 0.71, df = 2 (P = 0.70), I12= 0%

Test for overall effect: Z = 2.72 (P = 0.007)

Total (95% ClI) 1001 968 ’ 100.00 -0.31 [-0.40, -0.22]

Test for heterogeneity: Chi2 = 4.38, df = 9 (P = 0.88), 12 = 0%

Test for overall effect: Z = 6.76 (P < 0.00001)
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Review: DCHP - Service

Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 41 Physical health outcome: 2. Pain intensity (Brief Pain Inventory, author defined scale)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% CI Order
01 Collaborative care versus standard care
LIN2003* 484 5.62(3.52) 480 6.15(3.51) = 68.17 -0.15 [-0.28, -0.02] 1
STRONG2008 97 36.80(31.00) 99 37.80(33.10) - 13.90 -0.03 [-0.31, 0.25] 1
Subtotal (95% CI) 581 579 & 82.07 -0.13 [-0.25, -0.02]
Test for heterogeneity: Chi2 = 0.58, df = 1 (P = 0.45), 12 = 0%
Test for overall effect: Z = 2.22 (P = 0.03)
02 Collaborative care versus enhanced standard care
ELL2008 144 8.83(11.88) 114 11.55(11.42) = 17.93 -0.23 [-0.48, 0.01] 1
Subtotal (95% CI) 144 114 ’ 17.93 -0.23 [-0.48, 01]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.85 (P = 0.06)
Total (95% CI) 725 693 [ 100.00 -0.15 [-0.25, -0.04]
Test for heterogeneity: Chiz2 = 1.12, df = 2 (P = 0.57), 12 = 0%
Test for overall effect: Z = 2.79 (P = 0.005)
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Review: DCHP - Service
Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 48 Physical health outcome/ QoL: 1. General physical well-being/ functioning (SF-12 physical etc)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Collaborative care versus standard care
LANDIS2007 23 -37.40(14.40) 22 -39.30(14.00) —E— 2.45 0.13 [-0.45, 0.72] 1
LIN2003* 484 3.30(1.10) 480 3.60(1.10) = 52.07 -0.27 [-0.40, -0.15] 1
STRONG2008 97 66.80(24.40) 99 67.60(23.60) = 10.68 -0.03 [-0.31, 0.25] 1
WILLIAMS2004* 193 3.91(2.76) 200 4.90(2.63) - 21.06 -0.37 [-0.57, -0.17] 1
Subtotal (95% CI) 797 801 ’ 86.26 -0.25 [-0.35, -0.16]
Test for heterogeneity: Chi2 = 5.36, df = 3 (P = 0.15), 12=44.1%
Test for overall effect: Z = 5.06 (P < 0.00001)
02 Collaborative care versus enhanced standard care
ELL2008 144 -41.48(10.08) 114 -38.68(9.72) = 13.74 -0.28 [-0.53, -0.03] 1
Subtotal (95% CI) 144 114 <@ 13.74 -0.28 [-0.53, -0.03]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.23 (P = 0.03)
Total (95% Cl) 941 915 ¢ 100.00 -0.26 [-0.35, -0.17]
Test for heterogeneity: Chi2 = 5.40, df = 4 (P = 0.25), I12= 26.0%
Test for overall effect: Z = 5.53 (P < 0.00001)
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Review: DCHP - Service

Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 49 Physical health outcome/ QoL: 2. General physical well-being/ functioning (Change scores)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
01 Collaborative care versus standard care
DWIGHTJOHNSON2005 28 -4.83(14.94) 27 1.70(16.52) —= 11.03 -0.41 [-0.94, 0.13] 1
LANDIS2007 22 -9.00(19.74) 23 -9.00(17.56) e 9.23 0.00 [-0.58, 0.58] 1
WILLIAMS2004* 193 -1.29(3.70) 200 -0.24(3.57) = 79.75 -0.29 [-0.49, -0.09] 1
Subtotal (95% CI) 243 250 ¢ 100.00 -0.28 [-0.45, -0.10]
Test for heterogeneity: Chiz = 1.11, df = 2 (P = 0.57), 12 = 0%
Test for overall effect: Z = 3.04 (P = 0.002)
02 Collaborative care versus enhanced standard care
ELL2008 144 -3.89(13.04) 114 -2.40(12.20) — 43.57 -0.12 [-0.36, 0.13] 1
FORTNEY2007 146 -0.34(10.17) 189 -1.38(10.31) = 56.43 0.10 [-0.11, 0.32] 1
Subtotal (95% CI) 290 303 100.00 0.01 [-0.16, 0.17]
Test for heterogeneity: Chiz=1.71, df = 1 (P = 0.19), 2= 41.5% T
Test for overall effect: Z = 0.07 (P = 0.94)
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Review: DCHP - Service
Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 65 Service use/ process of care : 6. Not receiving antidepressant medication
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Collaborative care versus standard care
KATZELNICK2000 39/218 128/189 —— 24.11 0.26 [0.20, 0.36] 1
LIN2003* 187/506 245/495 - 26.54 0.75 [0.65, 0.86] 1
STRONG2008 39/101 67/99 —— 24.48 0.57 [0.43, 0.76] 1
Subtotal (95% CI) 825 783 -l 75.13 0.49 [0.27, 0.89]
Total events: 265 (Treatment), 440 (Control)
Test for heterogeneity: Chi2 = 38.28, df = 2 (P < 0.00001), 12 = 94.8%
Test for overall effect: Z = 2.34 (P = 0.02)
02 Collaborative care versus enhanced standard care
ELL2007 56/155 80/156 —_— 24.87 0.70 [0.54, 0.91 1
Subtotal (95% CI) 155 156 <o 24.87 0.70 [0.54, 0.91
Total events: 56 (Treatment), 80 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.65 (P = 0.008)
Total (95% ClI) 980 939 e 100.00 0.54 [0.35, 0.82]
Total events: 321 (Treatment), 520 (Control)
Test for heterogeneity: Chi2 = 39.25, df = 3 (P < 0.00001), I12 = 92.4%
Test for overall effect: Z =2.85 (P = 0.004)
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Review: DCHP - Service

Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 67 Service use / Process of care (64-66 combined)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Collaborative care versus standard care
KATZELNICK2000 39/218 128/189 —— 19.40 0.26 [0.20, 0.36] 1
STRONG2008 39/101 67/99 —— 19.84 0.57 [0.43, 0.76] 1
WILLIAMS2004* 49/205 104/212 —— 19.86 0.49 [0.37, 0.64] 1
Subtotal (95% ClI) 524 500 e 59.11 0.42 [0.27, 0.66]
Total events: 127 (Treatment), 299 (Control)
Test for heterogeneity: Chi2 = 15.10, df = 2 (P = 0.0005), 12 = 86.8%
Test for overall effect: Z = 3.73 (P = 0.0002)
02 Collaborative care versus enhanced standard care
ELL2007 56/155 80/156 —— 20.32 0.70 [0.54, 0.91] 1
ELL2008 67/242 106/230 —— 20.57 0.60 [0.47, 0.77] 1
Subtotal (95% CI) 397 386 2 40.89 0.65 [0.54, 0.77]
Total events: 123 (Treatment), 186 (Control)
Test for heterogeneity: Chiz = 0.76, df = 1 (P = 0.38), 12 = 0%
Test for overall effect: Z = 4.75 (P < 0.00001)
Total (95% CI) 921 886 = 100.00 0.50 [0.37, 0.69]
Total events: 250 (Treatment), 485 (Control)
Test for heterogeneity: Chi2 = 27.12, df = 4 (P < 0.0001), 12 = 85.3%
Test for overall effect: Z = 4.25 (P < 0.0001)
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Review:

DCHP - Service

Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 70 Treatment acceptability - leaving the study early for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 Collaborative care versus standard care
COLE2006 45/78 48/79 12.40 0.95 [0.73, 1.23] 1
CULLUM2007 21/62 14/59 e 3.73 1.43 [0.80, 2.54] 1
DWIGHTJOHNSON2005 11/28 15/27 —a— 3.97 0.71 [0.40, 1.25] 1
KATON2004 18/164 23/165 —a— 5.96 0.79 [0.44, 1.40] 1
KATZELNICK2000 15/218 12/189 —_— 3.34 1.08 [0.52, 2.26] 1
LIN2003* 74/506 77/495 —a— 20.24 0.94 [0.70, 1.26] 1
STRONG2008 15/101 17/99 — 4.47 0.86 [0.46, 1.63] 1
WILLIAMS2004* 36/205 31/212 [ 7.93 1.20 [0.77, 1.87] 1
Subtotal (95% CI) 1362 1325 62.05 0.98 [0.84, 1.14]
Total events: 235 (Treatment), 237 (Control)
Test for heterogeneity: Chi2 =4.61, df =7 (P = 0.71), 2= 0%
Test for overall effect: Z =0.29 (P = 0.77)
02 Collaborative care versus enhanced standard care
ELL2008 98/242 116/230 30.93 0.80 [0.66, 0.98] 1
FORTNEY?2007 31/177 29/218 — 6.76 1.32 [0.83, 2.10] 1
WILLIAMS2007 5/94 1/94 B e 0.26 5.00 [0.60, 41.99] 1
Subtotal (95% CI) 513 542 37.95 0.92 [0.77, 1.11]
Total events: 134 (Treatment), 146 (Control)
Test for heterogeneity: Chi2 = 6.53, df =2 (P = 0.04), 12 = 69.4%
Test for overall effect: Z = 0.85 (P = 0.39)
Total (95% CI) 1875 1867 100.00 0.96 [0.85, 1.08]
Total events: 369 (Treatment), 383 (Control)
Test for heterogeneity: Chiz = 11.72, df = 10 (P = 0.30), I2= 14.7%
Test for overall effect: Z =0.73 (P = 0.47)
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Review: DCHP - Service

Comparison: 02 Collaborative care versus everything (WCS analysis) - subgroup by comparison
Outcome: 80 Satisfaction with service - not satisfied with treatment/care
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 Collaborative care versus standard care
CULLUM2007 24/62 29/59 ——— 13.98 .79 [0.52, .18] 1
KATONZ2004 58/164 89/165 —— 41.75 .66 [0.51, 0.84] 1
Subtotal (95% Cl) 226 224 <o 55.73 .69 [0.56, 0.85]
Total events: 82 (Treatment), 118 (Control)
Test for heterogeneity: Chiz = 0.57, df = 1 (P = 0.45), 12 =0%
Test for overall effect: Z = 3.43 (P = 0.0006)
02 Collaborative care versus enhanced standard care
FORTNEY2007 77/177 105/218 44.27 .90 [0.73, 12] 1
Subtotal (95% CI) 177 218 1 44.27 .90 [0.73, 12]
Total events: 77 (Treatment), 105 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.92 (P = 0.36)
Total (95% CI) 403 442 ‘ 100.00 .78 [0.67, .91]
Total events: 159 (Treatment), 223 (Control)
Test for heterogeneity: Chiz = 3.59, df =2 (P = 0.17), I> = 44.3%
Test for overall effect: Z = 3.15 (P = 0.002)
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Collaborative care - sensitivity analysis: ICC calculations

Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC

Outcome: 20 Mortality

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment - reported data

COLE2006 18/78 18/79 —— 14.54 1.01 [0.57, 1.80] 1
CULLUM2007 20/62 12/52 — 10.61 1.40 [0.76, 2.58] 1
DWIGHTJOHNSON2005 0/28 8/27 < 7.03 0.06 [0.00, 0.94] 1
ELL2008 31/242 37/230 —— 30.85 0.80 [0.51, 1.24] 1
FORTNEY2007 3/177 6/218 = 4.37 0.62 [0.16, 2.43] 1
LIN2003* 22/506 15/495 —— 12.33 1.43 [0.75, 2.73] 1
STRONG2008 9/101 12/99 —a—— 9.85 0.74 [0.32, 1.67] 1
WILLIAMS2004* 12/205 12/212 4r7 9.59 1.03 [0.48, 2.25] 1
WILLIAMS2007 2/94 1/94 = > 0.81 2.00 [0.18, 21.68] 1
Subtotal (95% Cl) 1493 1506 ‘ 100.00 0.94 [0.74, 1.19]

Total events: 117 (Treatment), 121 (Control)

Test for heterogeneity: Chi2 = 8.89, df = 8 (P = 0.35), 12 = 10.0%

Test for overall effect: Z =0.54 (P = 0.59)

02 End of treatment - Cluster RCTs adjusted for design effect

COLE2006 18/78 18/79 — 14.55 1.01 [0.57, 1.80] 1
CULLUM2007 20/62 12/52 — 10.62 1.40 [0.76, 2.58] 1
DWIGHTJOHNSON2005 0/28 8/27 4 7.04 0.06 [0.00, 0.94] 1
ELL2008 31/242 37/230 —— 30.87 0.80 [0.51, 1.24] 1
LIN2003* 22/506 15/495 —— 12.34 1.43 [0.75, 2.73] 1
STRONG2008 9/101 12/99 —a—— 9.86 0.74 [0.32, 1.67] 1
WILLIAMS2004* 12/205 12/212 — 9.60 1.03 [0.48, 2.25] 1
WILLIAMS2007 2/94 1/94 = > 0.81 2.00 [0.18, 21.68] 1
FORTNEY?2007 3/95 6/121 = 4.29 0.64 [0.16, 2.48] 2
Subtotal (95% ClI) 1411 1409 <o 100.00 0.94 [0.74, 1.19]

Total events: 117 (Treatment), 121 (Control)

Test for heterogeneity: Chi2 = 8.83, df =8 (P = 0.36), 12=9.4%

Test for overall effect: Z =0.53 (P = 0.60)
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Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC

Outcome: 30 Depression outcome: 1. Non-response (<50% improvement) - outlier removed

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

DWIGHTJOHNSON2005 18/28 24/27 — - 4.50 0.72 [0.53, 0.98] 1
ELL2007 119/155 128/156 13.91 0.94 [0.84, 1.05] 1
ELL2008 151/242 173/230 II 13.17 0.83 [0.73, 0.94] 1
FORTNEY2007 124/177 167/218 13.30 0.91 [0.81, 1.03] 1
KATON2004 104/164 120/165 —iH 11.21 0.87 [0.75, 1.01] 1
KATZELNICK2000 110/218 131/189 - 10.34 0.73 [0.62, 0.86] 1
LIN2003* 308/506 409/495 = 16.65 0.74 [0.68, 0.80] 1
OSLIN2003 19/34 34/43 —— 3.89 0.71 [0.51, 0.99] 1
STRONG2008 50/101 65/99 —.— 6.35 0.75 [0.59, 0.96] 1
WILLIAMS2007 49/94 66/94 —m— 6.68 0.74 [0.59, 0.94] 1
Subtotal (95% CI) 1719 1716 ‘ 100.00 0.81 [0.75, 0.87]

Total events: 1052 (Treatment), 1317 (Control)

Test for heterogeneity: Chiz = 20.47, df = 9 (P = 0.02), 12 = 56.0%

Test for overall effect: Z = 5.54 (P < 0.00001)

02 End of treatment - Cluster RCTs adjusted for design effect

DWIGHTJOHNSON2005 18/28 24/27 — 4.49 0.72 [0.53, 0.98] 1
ELL2007 119/155 128/156 - 13.89 0.94 [0.84, 1.05] 1
ELL2008 151/242 173/230 - 13.15 0.83 [0.73, 0.94] 1
KATON2004 104/164 120/165 —B 11.19 0.87 [0.75, 1.01] 1
LIN2003* 308/506 409/495 - 16.63 0.74 [0.68, 0.80] 1
STRONG2008 50/101 65/99 —— 6.34 0.75 [0.59, 0.96] 1
WILLIAMS2007 49/94 66/94 —-— 6.67 0.74 [0.59, 0.94] 1
FORTNEY2007 77/95 104/121 - 13.29 0.94 [0.84, 1.06] 2
KATZELNICK2000 109/211 129/184 - 10.39 0.74 [0.63, 0.87] 2
OSLIN2003 19/33 33/42 —— 3.94 0.73 [0.53, 1.02] 2
Subtotal (95% CI) 1629 1613 ¢ 100.00 0.81 [0.75, 0.88]

Total events: 1004 (Treatment), 1251 (Control)

Test for heterogeneity: Chi2 = 22.44, df = 9 (P = 0.008), 12 = 59.9%

Test for overall effect: Z =5.16 (P < 0.00001)
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Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC

Outcome: 32 Depression outcome 2. Non-remission (scoring above cut-off for example, >7 on HAM-D) - outlier removed

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% Cl

01 End of treatment

FORTNEY?2007 142/177 194/218 L 25.36 0.90 [0.83, 0. 1
KATZELNICK2000 126/218 140/189 - 20.54 0.78 [0.68, 0. 1
LIN2003* 138/506 197/495 - 17.36 0.69 [0.57, O. 1
STRONG2008 73/101 85/99 - 20.23 0.84 [0.73, 0. 1
WILLIAMS2007 59/94 73/94 —— 16.50 0.81 [0.67, O. 1
Subtotal (95% CI) 1096 1095 ’ 100.00 0.81 [0.73, O.

Total events: 538 (Treatment), 689 (Control)

Test for heterogeneity: Chiz = 11.52, df = 4 (P = 0.02), 12 = 65.3%

Test for overall effect: Z = 3.84 (P = 0.0001)

02 End of treatment - Cluster RCTs adjusted for design effect

KATZELNICK2000 126/218 140/189 - 20.54 0.78 [0.68, O. 1
LIN2003* 138/506 197/495 —— 17.36 0.69 [0.57, O. 1
STRONG2008 73/101 85/99 - 20.23 0.84 [0.73, 0. 1
WILLIAMS2007 59/94 73/94 — 16.51 0.81 [0.67, O. 1
FORTNEY?2007 84/95 113/121 [ 25.36 0.95 [0.87, 1. 2
Subtotal (95% CI) 1014 998 X 2 100.00 0.81 [0.71, O.

Total events: 480 (Treatment), 608 (Control)

Test for heterogeneity: Chi2 = 20.30, df = 4 (P = 0.0004), 12 =80.3%

Test for overall effect: Z = 2.82 (P = 0.005)
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Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC
Outcome: 34 Depression outcome: 4.Continuous measures depression rating scale (Change score)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment
BOGNER2008 32 -7.60(16.99) 32 -0.30(20.80) —=t 3.24 -0.38 [-0.87, 0.11] 1
CULLUM2007 41 -4.60(3.85) 45 -3.60(3.61) e 4.39 -0.27 [-0.69, 0.16] 1
ELL2008 144 -6.77(6.25) 114 -5.65(6.06) - 13.09 -0.18 [-0.43, 0.07] 1
KATON2004 146 -0.65(0.67) 142 -0.44(0.69) - 14.69 -0.31 [-0.54, -0.08] 1
KATZELNICK2000 203 -9.20(10.56) 177 -5.60(10.56) = 19.25 -0.34 [-0.54, -0.14] 1
LANDIS2007 22 -6.50(7.86) 23 -5.70(7.61) —— 2.32 -0.10 [-0.69, 0.48] 1
OSLIN2003 34 -3.20(8.66) 43 0.80(10.84) —=— 3.84 -0.40 [-0.85, 0.06] 1
STRONG2008 97 -1.10(1.93) 99 -0.71(2.16) = 10.07 -0.19 [-0.47, 0.09] 1
WILLIAMS2004* 193 -0.67(0.92) 200 -0.26(0.93) = 19.80 -0.44 [-0.64, -0.24] 1
WILLIAMS2007 89 -7.40(7.20) 93 -5.40(8.00) —= 9.31 -0.26 [-0.55, 0.03] 1
Subtotal (95% Cl) 1001 968 [) 100.00 -0.31 [-0.40, -0.22]
Test for heterogeneity: Chi2 = 4.38, df = 9 (P = 0.88), 2= 0%
Test for overall effect: Z = 6.76 (P < 0.00001)
02 End of treatment - Cluster RCTs adjusted for design effect
BOGNER2008 32 -7.60(16.99) 32 -0.30(20.80) —= 3.25 -0.38 [-0.87, 0.11] 1
CULLUM2007 41 -4.60(3.85) 45 -3.60(3.61) —= 4.39 -0.27 [-0.69, 0.16] 1
ELL2008 144 -6.77(6.25) 114 -5.65(6.06) = 13.10 -0.18 [-0.43, 0.07] 1
KATON2004 146 -0.65(0.67) 142 -0.44(0.69) - 14.71 -0.31 [-0.54, -0.08] 1
KATZELNICK2000 203 -9.20(10.56) 177 -5.60(10.56) - 19.27 -0.34 [-0.54, -0.14] 1
LANDIS2007 22 -6.50(7.86) 23 -5.70(7.61) —— 2.32 -0.10 [-0.69, 0.48] 1
STRONG2008 97 -1.10(1.93) 99 -0.71(2.16) = 10.08 -0.19 [-0.47, 0.09] 1
WILLIAMS2004* 193 -0.67(0.92) 200 -0.26(0.93) = 19.82 -0.44 [-0.64, -0.24] 1
WILLIAMS2007 89 =7.40(7.20) 93 -5.40(8.00) — 9.32 -0.26 [-0.55, 0.03] 1
OSLIN2003 33 -3.20(8.66) 42 0.80(10.84) —= 3.74 -0.40 [-0.86, 0.06] 2
Subtotal (95% ClI) 1000 967 Q 100.00 -0.31 [-0.40, -0.22]
Test for heterogeneity: Chi2 = 4.37, df = 9 (P = 0.89), 2= 0%
Test for overall effect: Z = 6.75 (P < 0.00001)
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Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC

Outcome: 49 Physical health outcome/ QoL: 2. General physical well-being/ functioning (Change scores)

Study Treatment Control SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment

COLE2006 33 -2.90(1.17) 31 -2.70(1.17) 5.62 -0.17 [-0.66, 0.32] 1
DWIGHTJOHNSON2005 28 -4.83(14.94) 27 1.70(16.52) 4.74 -0.41 [-0.94, 0.13] 1
ELL2008 144 -3.89(13.04) 114 -2.40(12.20) - 22.40 -0.12 [-0.36, 0.13] 1
FORTNEY2007 146 -0.34(10.17) 189 -1.38(10.31) IS 29.01 0.10 [-0.11, 0.32] 1
LANDIS2007 22 -9.00(19.74) 23 -9.00(17.56) - 3.96 0.00 [-0.58, 0.58] 1
WILLIAMS2004* 193 -1.29(3.70) 200 -0.24(3.57) J 34.27 -0.29 [-0.49, -0.09] 1
Subtotal (95% CI) 566 584 100.00 -0.12 [-0.24, -0.01]

Test for heterogeneity: Chiz = 8.10, df =5 (P = 0.15), I12= 38.3%

Test for overall effect: Z = 2.10 (P = 0.04)

02 End of treatment - Cluster RCTs adjusted for design effect

COLE2006 33 -2.90(1.17) 31 -2.70(1.17) —a— 6.38 -0.17 [-0.66, 0.32] 1
DWIGHTJOHNSON2005 28 -4.83(14.94) 27 1.70(16.52) —=— 5.39 -0.41 [-0.94, 0.13] 1
ELL2008 144 -3.89(13.04) 114 -2.40(12.20) - 25.45 -0.12 [-0.36, 0.13] 1
LANDIS2007 22 -9.00(19.74) 23 -9.00(17.56) - 4.51 0.00 [-0.58, 0.58] 1
WILLIAMS2004* 193 -1.29(3.70) 200 -0.24(3.57) E 3 38.94 -0.29 [-0.49, -0.09] 1
FORTNEY2007 85 -0.34(10.17) 112 -1.38(10.31) B 19.34 0.10 [-0.18, 0.38] 2
Subtotal (95% CI) 505 507 ¢ 100.00 -0.16 [-0.28, -0.03]

Test for heterogeneity: Chiz = 6.13, df = 5 (P = 0.29), I2 = 18.4%

Test for overall effect: Z = 2.45 (P = 0.01)
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Review: DCHP - Service

Comparison: 03 Collaborative care versus everything ( WCS analysis) - sensitivity analysis based on ICC

Outcome: 60 Service use/ Process of care: 1. Did not receive a consultation / specified number of mental health visits

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment

KATON2004 53/164 54/165 19.60 0.99 [0.72, 1.35] 1
KATZELNICK2000 159/218 157/189 55.14 0.88 [0.79, 0.97] 1
OSLIN2003 27/46 46/51 k3 25.26 0.65 [0.50, 0.84] 1
Subtotal (95% CI) 428 405 100.00 0.83 [0.67, 1.02]

Total events: 239 (Treatment), 257 (Control)

Test for heterogeneity: Chi2 = 5.40, df = 2 (P = 0.07), 12 = 62.9%

Test for overall effect: Z =1.79 (P = 0.07)

02 End of treatment - Cluster RCTs adjusted for design effect

KATON2004 53/164 54/165 19.41 0.99 [0.72, 1.35] 1
KATZELNICK2000 156/211 154/184 54.82 0.88 [0.80, 0.98] 2
OSLIN2003 27/45 45/49 R 3 25.717 0.65 [0.51, 0.84] 2
Subtotal (95% CI) 420 398 100.00 0.83 [0.67, 1.02]

Total events: 236 (Treatment), 253 (Control)
Test for heterogeneity: Chi2 = 5.61, df = 2 (P = 0.06), 12 = 64.4%
Test for overall effect: Z =1.75 (P = 0.08)
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Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC
Outcome: 65 Service use/ process of care : 6. Not receiving antidepressant medication
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
ELL2007 56/155 80/156 —— 24.82 0.70 [0.54, 0.91] 1
KATZELNICK2000 39/218 128/189 —— 23.84 0.26 [0.20, 0.36] 1
LIN2003* 187/506 245/495 - 27.02 0.75 [0.65, 0.86] 1
STRONG2008 39/101 67/99 —— 24.32 0.57 [0.43, 0.76] 1
Subtotal (95% ClI) 980 939 . 100.00 0.54 [0.35, 0.82]
Total events: 321 (Treatment), 520 (Control)
Test for heterogeneity: Chi2 = 39.25, df = 3 (P < 0.00001), 12 = 92.4%
Test for overall effect: Z =2.85 (P = 0.004)
02 End of treatment - Cluster RCTs adjusted for design effect
ELL2007 56/155 80/156 —— 24.81 0.70 [0.54, 0.91] 1
LIN2003* 187/506 245/495 - 27.01 0.75 [0.65, 0.86] 1
STRONG2008 39/101 67/99 —— 24.31 0.57 [0.43, 0.76] 1
KATZELNICK2000 39/211 127/184 —— 23.87 0.27 [0.20, 0.36] 2
Subtotal (95% CI) 973 934 ‘ 100.00 0.54 [0.35, 0.82]
Total events: 321 (Treatment), 519 (Control)
Test for heterogeneity: Chi2 = 38.49, df = 3 (P < 0.00001), I> = 92.2%
Test for overall effect: Z = 2.87 (P = 0.004)

01 02 0.5 1 2 5 10

Favours treatment Favours control

31



Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC

Outcome: 67 Service use / Process of care (64-66 combined)

Study Treatment Control RR (random) Weight RR (random)

or sub-category n/N n/N 95% ClI % 95% ClI

01 End of treatment

ELL2007 56/155 80/156 —— 20.36 0.70 [0.54, 0. 1
ELL2008 67/242 106/230 —— 20.66 0.60 [0.47, O. 1
KATZELNICK2000 39/218 128/189 —— 19.32 0.26 [0.20, O. 1
STRONG2008 39/101 67/99 —— 19.82 0.57 [0.43, O. 1
WILLIAMS2004* 49/205 104/212 —— 19.84 0.49 [0.37, O. 1
Subtotal (95% ClI) 921 886 S 100.00 0.50 [0.37, 0.

Total events: 250 (Treatment), 485 (Control)

Test for heterogeneity: Chi2 = 27.12, df = 4 (P < 0.0001), 12 = 85.3%

Test for overall effect: Z = 4.25 (P < 0.0001)

02 End of treatment - Cluster RCTs adjusted for design effect

ELL2007 56/155 80/156 —— 20.35 0.70 [0.54, 0. 1
ELL2008 67/242 106/230 —— 20.65 0.60 [0.47, O. 1
STRONG2008 39/101 67/99 —— 19.81 0.57 [0.43, 0. 1
WILLIAMS2004* 49/205 104/212 B 19.84 0.49 [0.37, O. 1
KATZELNICK2000 39/211 127/184 —— 19.35 0.27 [0.20, O. 2
Subtotal (95% Cl) 914 881 < 100.00 0.50 [0.37, O.

Total events: 250 (Treatment), 484 (Control)
Test for heterogeneity: Chi2 = 26.49, df = 4 (P < 0.0001), 12 = 84.9%
Test for overall effect: Z = 4.29 (P < 0.0001)
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Review: DCHP - Service

Comparison: 03 Collaborative care versus everything (WCS analysis) - sensitivity analysis based on ICC

Outcome: 80 Satisfaction with service - not satisfied with treatment/care

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% CI Order
01 End of treatment

CULLUM2007 24/62 29/59 — 13.98 0.79 [0.52, 1.18] 1
FORTNEY2007 77/177 105/218 - 44.27 0.90 [0.73, 1.12] 1
KATON2004 58/164 89/165 —— 41.75 0.66 [0.51, 0.84] 1
Subtotal (95% CI) 403 442 ‘ 100.00 0.78 [0.67, 0.91]

Total events: 159 (Treatment), 223 (Control)

Test for heterogeneity: Chiz = 3.59, df =2 (P = 0.17), 12 = 44.3%

Test for overall effect: Z = 3.15 (P = 0.002)

02 End of treatment - Cluster RCTs adjusted for design effect

CULLUM2007 24/62 29/59 —— 16.04 0.79 [0.52, 1.18] 1
KATON2004 58/164 89/165 —— 47.88 0.66 [0.51, 0.84] 1
FORTNEY2007 56/95 76/121 —— 36.08 0.94 [0.76, 1.17] 2
Subtotal (95% CI) 321 345 <& 100.00 0.78 [0.67, 0.91]

Total events: 138 (Treatment), 194 (Control)

Test for heterogeneity: Chi2 = 4.66, df =2 (P = 0.10), 12=57.1%

Test for overall effect: Z = 3.18 (P = 0.001)
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Collaborative care - sensitivity analysis: recruited for comorbid physical health condition

Review: DCHP - Service
Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)
Outcome: 20 Mortality
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment (all data)
COLE2006 18/78 18/79 14.54 1.01 [0.57, 1.80] 1
CULLUM2007 20/62 12/52 — - 10.61 1.40 [0.76, 2.58] 1
DWIGHTJOHNSON2005 0/28 8/27 < 7.03 0.06 [0.00, 0.94] 1
ELL2008 31/242 37/230 —— 30.85 0.80 [0.51, 1.24] 1
FORTNEY2007 3/177 6/218 = 4.37 0.62 [0.16, 2.43] 1
LIN2003* 22/506 15/495 — 12.33 1.43 [0.75, 2.73] 1
STRONG2008 9/101 12/99 . 9.85 0.74 [0.32, 1.67] 1
WILLIAMS2004* 12/205 12/212 ﬂi 9.59 1.03 [0.48, 2.25] 1
WILLIAMS2007 2/94 1/94 = » 0.81 2.00 [0.18, 21.68] 1
Subtotal (95% CI) 1493 1506 ‘ 100.00 0.94 [0.74, 1.19]
Total events: 117 (Treatment), 121 (Control)
Test for heterogeneity: Chi2 = 8.89, df = 8 (P = 0.35), 12 = 10.0%
Test for overall effect: Z = 0.54 (P = 0.59)
02 End of treatment (removing studies which did not specifically recruit for comorbid health problems)
COLE2006 18/78 18/79 —— 15.21 1.01 [0.57, 1.80] 1
CULLUM2007 20/62 12/52 s 11.10 1.40 [0.76, 2.58] 1
DWIGHTJOHNSON2005 0/28 8/27 4 7.35 0.06 [0.00, 0.94] 1
ELL2008 31/242 37/230 —— 32.26 0.80 [0.51, 1.24] 1
LIN2003* 22/506 15/495 — 12.89 1.43 [0.75, 2.73] 1
STRONG2008 9/101 12/99 — 10.31 0.74 [0.32, 1.67] 1
WILLIAMS2004* 12/205 12/212 ﬂ* 10.03 1.03 [0.48, 2.25] 1
WILLIAMS2007 2/94 1/94 = > 0.85 2.00 [0.18, 21.68] 1
Subtotal (95% ClI) 1316 1288 ‘ 100.00 0.95 [0.75, 1.21]
Total events: 114 (Treatment), 115 (Control)
Test for heterogeneity: Chi2 = 8.42, df = 7 (P = 0.30), 12 = 16.8%
Test for overall effect: Z = 0.40 (P = 0.69)
03 End of treatment (Cancer only trials)
DWIGHTJOHNSON2005 0/28 8/27 < 14.73 0.06 [0.00, 0.94] 1
ELL2008 31/242 37/230 —— 64.62 0.80 [0.51, 1.24] 1
STRONG2008 9/101 12/99 — 20.64 0.74 [0.32, 1.67] 1
Subtotal (95% CI) 371 356 ‘ 100.00 0.67 [0.46, 0.98]
Total events: 40 (Treatment), 57 (Control)
Test for heterogeneity: Chi2 = 3.57, df = 2 (P = 0.17), 12 = 44.0%
Test for overall effect: Z = 2.05 (P = 0.04)
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Review: DCHP - Service

Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)
Outcome: 30 Depression outcome: 1. Non-response (<50% improvement) - sensitivity analysis
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
DWIGHTJOHNSONZ2005 18/28 24/27 —a— 3.58 0.72 [0.53, 0.98] 1
ELL2007 119/155 128/156 14.78 0.94 [0.84, 1.05] 1
ELL2008 151/242 173/230 II 13.63 0.83 [0.73, 0.94] 1
FORTNEY2007 124/177 167/218 13.83 0.91 [0.81, 1.03] 1
KATON2004 104/164 120/165 i 10.86 0.87 [0.75, 1.01] 1
KATZELNICK2000 110/218 131/189 - 9.74 0.73 [0.62, 0.86] 1
LIN2003* 308/506 409/495 = 19.60 0.74 [0.68, 0.80] 1
OSLIN2003 19/34 34/43 —— 3.04 0.71 [0.51, 0.99] 1
STRONG2008 50/101 65/99 —— 5.31 0.75 [0.59, 0.96] 1
WILLIAMS2007 49/94 66/94 —— 5.64 0.74 [0.59, 0.94] 1
Subtotal (95% CI) 1719 1716 ¢ 100.00 0.81 [0.75, 0.87]
Total events: 1052 (Treatment), 1317 (Control)
Test for heterogeneity: Chi2 = 20.47, df = 9 (P = 0.02), 12 = 56.0%
Test for overall effect: Z = 5.54 (P < 0.00001)
02 End of treatment (removing studies which did not specifically recruit for comorbid health problems)
DWIGHTJOHNSON2005 18/28 24/27 Som 5.23 0.72 [0.53, 0.98] 1
ELL2008 151/242 173/230 3 19.94 0.83 [0.73, 0.94] 1
KATON2004 104/164 120/165 i 15.88 0.87 [0.75, 1.01] 1
KATZELNICK2000 110/218 131/189 —— 14.25 0.73 [0.62, 0.86] 1
LIN2003* 308/506 409/495 | 28.67 0.74 [0.68, 0.80] 1
STRONG2008 50/101 65/99 —.— 7.77 0.75 [0.59, 0.96] 1
WILLIAMS2007 49/94 66/94 —.— 8.25 0.74 [0.59, 0.94] 1
Subtotal (95% CI) 1353 1299 ’ 100.00 0.77 [0.73, 0.81]
Total events: 790 (Treatment), 988 (Control)
Test for heterogeneity: Chi2 = 5.98, df = 6 (P = 0.43), 12 = 0%
Test for overall effect: Z = 9.57 (P < 0.00001)
03 End of treatment (Cancer only trials)
DWIGHTJOHNSON2005 18/28 24/27 —l— 29.99 0.72 [0.53, 0.98] 1
OSLIN2003 19/34 34/43 —— 25.50 0.71 [0.51, 0.99] 1
STRONG2008 50/101 65/99 —— 44 .51 0.75 [0.59, 0.96] 1
Subtotal (95% Cl) 163 169 <& 100.00 0.73 [0.62, 0.87]
Total events: 87 (Treatment), 123 (Control)
Test for heterogeneity: Chiz = 0.11, df = 2 (P = 0.95), 12 = 0%
Test for overall effect: Z = 3.67 (P = 0.0002)
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Review: DCHP - Service

Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)
Outcome: 32 Depression outcome: 2. Non-remission (scoring above cut off e.g. >7 on HAM-D)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
COLE2006 73/78 74/79 T 19.60 1.00 [0.92, 1.08] 1
FORTNEY2007 142/177 194/218 ] 19.36 0.90 [0.83, 0.98] 1
KATZELNICK2000 126/218 140/189 R 16.49 0.78 [0.68, 0.90] 1
LIN2003* 138/506 197/495 . 14.42 0.69 [0.57, 0.82] 1
STRONG2008 73/101 85/99 - 16.29 0.84 [0.73, 0.97] 1
WILLIAMS2007 59/94 73/94 — 13.84 0.81 [0.67, 0.98] 1
Subtotal (95% ClI) 1174 1174 ¢ 100.00 0.84 [0.73, 0.96]
Total events: 611 (Treatment), 763 (Control)
Test for heterogeneity: Chi2 = 33.61, df =5 (P < 0.00001), I> = 85.1%
Test for overall effect: Z =2.60 (P = 0.009)
02 End of treatment (removing studies which did not specifically recruit for comorbid health problems)
KATZELNICK2000 126/218 140/189 & 27.01 0.78 [0.68, 0.90] 1
LIN2003* 138/506 197/495 - 23.63 0.69 [0.57, 0.82] 1
STRONG2008 73/101 85/99 - 26.69 0.84 [0.73, 0.97] 1
WILLIAMS2007 59/94 73/94 — 22.68 0.81 [0.67, 0.98] 1
Subtotal (95% Cl) 919 877 ¢ 100.00 0.78 [0.71, 0.86]
Total events: 396 (Treatment), 495 (Control)
Test for heterogeneity: Chiz = 3.87, df = 3 (P = 0.28), I? = 22.4%
Test for overall effect: Z = 5.29 (P < 0.00001)
03 End of treatment (Cancer only trials)
STRONG2008 73/101 85/99 - 100.00 0.84 [0.73, 0.97 1
Subtotal (95% CI) 101 99 ‘ 100.00 0.84 [0.73, 0.97
Total events: 73 (Treatment), 85 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.33 (P = 0.02)
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Review:

DCHP - Service

Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)

Outcome: 34 Depression outcome: 4.Continuous measures depression rating scale (Change score)

Study Treatment Control SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order

01 End of treatment
BOGNER2008 32 -7.60(16.99) 32 -0.30(20.80) —=— 3.24 -0.38 [-0.87, 0.11] 1
CULLUM2007 41 -4.60(3.85) 45 -3.60(3.61) —= 4.39 -0.27 [-0.69, 0.16] 1
ELL2008 144 -6.77(6.25) 114 -5.65(6.06) i 13.09 -0.18 [-0.43, 0.07] 1
KATON2004 146 -0.65(0.67) 142 -0.44(0.69) - 14.69 -0.31 [-0.54, -0.08] 1
KATZELNICK2000 203 -9.20(10.56) 177 -5.60(10.56) = 19.25 -0.34 [-0.54, -0.14] 1
LANDIS2007 22 -6.50(7.86) 23 -5.70(7.61) —a— 2.32 -0.10 [-0.69, 0.48] 1
OSLIN2003 34 -3.20(8.66) 43 0.80(10.84) —=— 3.84 -0.40 [-0.85, 0.06] 1
STRONG2008 97 -1.10(1.93) 99 -0.71(2.16) —= 10.07 -0.19 [-0.47, 0.09] 1
WILLIAMS2004* 193 -0.67(0.92) 200 -0.26(0.93) = 19.80 -0.44 [-0.64, -0.24] 1
WILLIAMS2007 89 =7.40(7.20) 93 -5.40(8.00) —= 9.31 -0.26 [-0.55, 0.03] 1

Subtotal (95% CI) 1001 968 ’ 100.00 -0.31 [-0.40, -0.22]

Test for heterogeneity: Chi2 = 4.38, df = 9 (P = 0.88), 2= 0%

Test for overall effect: Z = 6.76 (P < 0.00001)

02 End of treatment (removing studies which did not specifically recruit for comorbid health problems)
BOGNER2008 32 -7.60(16.99) 32 -0.30(20.80) —=— 3.37 -0.38 [-0.87, 0.11] 1
CULLUM2007 41 -4.60(3.85) 45 -3.60(3.61) —= 4.57 -0.27 [-0.69, 0.16] 1
ELL2008 144 -6.77(6.25) 114 -5.65(6.06) & 13.61 -0.18 [-0.43, 0.07] 1
KATON2004 146 -0.65(0.67) 142 -0.44(0.69) - 15.28 -0.31 [-0.54, -0.08] 1
KATZELNICK2000 203 -9.20(10.56) 177 -5.60(10.56) - 20.02 -0.34 [-0.54, -0.14] 1
LANDIS2007 22 -6.50(7.86) 23 -5.70(7.61) —=— 2.41 -0.10 [-0.69, 0.48] 1
STRONG2008 97 -1.10(1.93) 99 -0.71(2.16) —= 10.48 -0.19 [-0.47, 0.09] 1
WILLIAMS2004* 193 -0.67(0.92) 200 -0.26(0.93) = 20.59 -0.44 [-0.64, -0.24] 1
WILLIAMS2007 89 =7.40(7.20) 93 -5.40(8.00) —= 9.68 -0.26 [-0.55, 0.03] 1

Subtotal (95% CI) 967 925 ’ 100.00 -0.30 [-0.39, -0.21]

Test for heterogeneity: Chi2 = 4.22, df = 8 (P = 0.84), 2= 0%

Test for overall effect: Z = 6.55 (P < 0.00001)

03 End of treatment (Cancer only trials)
ELL2008 144 -6.77(6.25) 114 -5 (6. E 3 56.51 -0.18 [-0.43, 0.07] 1
STRONG2008 97 -1.10(1.93) 99 -0 2 j 43.49 -0.19 [-0.47, 0.09] 1

Subtotal (95% ClI) 241 213 100.00 -0.18 [-0.37, 0.00]

Test for heterogeneity: Chiz = 0.00, df = 1 (P = 0.96), 12 = 0%

Test for overall effect: Z = 1.96 (P = 0.05)
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Review: DCHP - Service

Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)
Outcome: 41 Physical health outcome: 2. Pain intensity (Brief Pain Inventory, author defined scale)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment
ELL2008 144 8.83(11.88) 114 11.55(11.42) = 17.93 -0.23 [-0.48, 0.01] 1
LIN2003* 484 5.62(3.52) 480 6.15(3.51) = 68.17 -0.15 [-0.28, -0.02] 1
STRONG2008 97 36.80(31.00) 99 37.80(33.10) - 13.90 -0.03 [-0.31, 0.25] 1
Subtotal (95% CI) 725 693 ¢ 100.00 -0.15 [-0.25, -0.04]
Test for heterogeneity: Chiz2 = 1.12, df = 2 (P = 0.57), 12 = 0%
Test for overall effect: Z = 2.79 (P = 0.005)
02 End of treatment (Cancer only trials)
ELL2008 144 8.83(11.88) 114 11.55(11.42) E 56.33 -0.23 [-0.48, 0.01] 1
STRONG2008 97 36.80(31.00) 99 37.80(33.10) - 43.67 -0.03 [-0.31, 0.25] 1
Subtotal (95% CI) 241 213 ‘L 100.00 -0.14 [-0.33, 0.04]
Test for heterogeneity: Chiz2=1.12, df = 1 (P = 0.29), 12 = 10.5%
Test for overall effect: Z = 1.53 (P = 0.13)
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Review: DCHP - Service
Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)
Outcome: 49 Physical health outcome/ QoL: 1. General physical well-being/ functioning (SF-12 physical etc)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment
ELL2008 144 -41.48(10.08) 114 -38.68(9.72) = 13.74 -0.28 [-0.53, -0.03] 1
LANDIS2007 23 -37.40(14.40) 22 -39.30(14.00) —E— 2.45 0.13 [-0.45, 0.72] 1
LIN2003* 484 3.30(1.10) 480 3.60(1.10) =] 52.07 -0.27 [-0.40, -0.15] 1
STRONG2008 97 66.80(24.40) 99 67.60(23.60) = 10.68 -0.03 [-0.31, 0.25] 1
WILLIAMS2004* 193 3.91(2.76) 200 4.90(2.63) - 21.06 -0.37 [-0.57, -0.17] 1
Subtotal (95% CI) 941 915 ¢ 100.00 -0.26 [-0.35, -0.17]
Test for heterogeneity: Chi2 = 5.40, df = 4 (P = 0.25), I12= 26.0%
Test for overall effect: Z = 5.53 (P < 0.00001)
03 End of treatment (cancer only trials)
ELL2008 144 -41.48(10.08) 114 -38.68(9.72) i 56.26 -0.28 [-0.53, -0.03] 1
STRONG2008 97 66.80(24.40) 99 67.60(23.60) - 43.74 -0.03 [-0.31, 0.25] 1
Subtotal (95% CI) 241 213 d 100.00 -0.17 [-0.36, 0.01]
Test for heterogeneity: Chiz = 1.70, df = 1 (P = 0.19), 2= 41.1%
Test for overall effect: Z = 1.83 (P = 0.07)
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Review: DCHP - Service

Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)

Outcome: 50 Physical health outcome/ QoL: 2. General physical well-being/ functioning (Change scores)

Study Treatment Control SMD (fixed) Weight
or sub-category N Mean (SD) N Mean (SD) 95% ClI %

01 End of treatment

COLE2006 33 -2.90(1.17) 31 -2.70(1.17) —=l 5.62
DWIGHTJOHNSON2005 28 -4.83(14.94) 27 1.70(16.52) —=1 4.74
ELL2008 144 -3.89(13.04) 114 -2.40(12.20) = 22.40
FORTNEY2007 146 -0.34(10.17) 189 -1.38(10.31) - 29.01
LANDIS2007 22 -9.00(19.74) 23 -9.00(17.56) - 3.96
WILLIAMS2004* 193 -1.29(3.70) 200 -0.24(3.57) —J 34.27
Subtotal (95% Cl) 566 584 100.00

Test for heterogeneity: Chi2 = 8.10, df = 5 (P = 0.15), 12 = 38.3%
Test for overall effect: Z = 2.10 (P = 0.04)

02 End of treatment (removing studies which did not specifically recruit for comorbid health problems)

COLE2006 33 -2.90(1.17) 31 -2.70(1.17) —a— 7.91
DWIGHTJOHNSON2005 28 -4.83(14.94) 27 1.70(16.52) = 6.68
ELL2008 144 -3.89(13.04) 114 -2.40(12.20) = 31.55
LANDIS2007 22 -9.00(19.74) 23 -9.00(17.56) —a— 5.59
WILLIAMS2004* 193 -1.29(3.70) 200 -0.24(3.57) = 48.28
Subtotal (95% CI) 420 395 ¢ 100.00

Test for heterogeneity: Chi2 = 2.19, df = 4 (P = 0.70), 12 = 0%
Test for overall effect: Z = 3.08 (P = 0.002)

03 End of treatment (Cancer only trials)

DWIGHTJOHNSON2005 28 -4.83(14.94) 27 1.70(16.52) —=1 17.47
ELL2008 144 -3.89(13.04) 114 -2.40(12.20) B 82.53
Subtotal (95% Cl) 172 141 ¢ 100.00

Test for heterogeneity: Chi2 = 0.95, df = 1 (P = 0.33), 12 = 0%
Test for overall effect: Z = 1.48 (P = 0.14)
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Review: DCHP - Service

Comparison: 05 Collaborative care versus everything (WCS analysis) - sensitivity analysis (recruited for chronic condition)
Outcome: 70 Treatment acceptability - leaving the study early for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 End of treatment
COLE2006 45/78 48/79 —— 12.40 0.95 [0.73, 1.23] 1
CULLUM2007 21/62 14/59 —_—— 3.73 1.43 [0.80, 2.54] 1
DWIGHTJOHNSON2005 11/28 15/27 —_—— 3.97 0.71 [0.40, 1.25] 1
ELL2008 98/242 116/230 —— 30.93 0.80 [0.66, 0.98] 1
FORTNEY2007 31/177 29/218 —— 6.76 1.32 [0.83, 2.10] 1
KATON2004 18/164 23/165 —.—— 5.96 0.79 [0.44, 1.40] 1
KATZELNICK2000 15/218 12/189 — 3.34 1.08 [0.52, 2.26] 1
LIN2003* 74/506 77/495 —l— 20.24 0.94 [0.70, 1.26] 1
STRONG2008 15/101 17/99 —_— 4.47 0.86 [0.46, 1.63] 1
WILLIAMS2004* 36/205 31/212 —r 7.93 1.20 [0.77, 1.87] 1
WILLIAMS2007 5/94 1/94 = » 0.26 5.00 [0.60, 41.99] 1
Subtotal (95% CI) 1875 1867 ‘ 100.00 0.96 [0.85, 1.08]
Total events: 369 (Treatment), 383 (Control)
Test for heterogeneity: Chi2 = 11.72, df = 10 (P = 0.30), 12 = 14.7%
Test for overall effect: Z = 0.73 (P = 0.47)
02 End of treatment (removing studies which did not specifically recruit for comorbid health problems)
COLE2006 45/78 48/79 —a— 13.30 0.95 [0.73, 1.23] 1
CULLUM2007 21/62 14/59 —_— 4.00 1.43 [0.80, 2.54] 1
DWIGHTJOHNSON2005 11/28 15/27 —_—— 4.26 0.71 [0.40, 1.25] 1
ELL2008 98/242 116/230 — 33.18 0.80 [0.66, 0.98] 1
KATON2004 18/164 23/165 —a— 6.40 0.79 [0.44, 1.40] 1
KATZELNICK2000 15/218 12/189 —_— 3.59 1.08 [0.52, 2.26] 1
LIN2003* 74/506 77/495 —— 21.71 0.94 [0.70, 1.26] 1
STRONG2008 15/101 17/99 —a 4.79 0.86 [0.46, 1.63] 1
WILLIAMS2004* 36/205 31/212 — 8.50 1.20 [0.77, 1.87] 1
WILLIAMS2007 5/94 1/94 = » 0.28 5.00 [0.60, 41.99] 1
Subtotal (95% CI) 1698 1649 ‘ 100.00 0.93 [0.82, 1.05]
Total events: 338 (Treatment), 354 (Control)
Test for heterogeneity: Chiz = 9.38, df = 9 (P = 0.40), I2 = 4.0%
Test for overall effect: Z = 1.14 (P = 0.25)
03 End of treatment (Cancer only trials)
DWIGHTJOHNSON2005 11/28 15/27 —a— 10.09 0.71 [0.40, 1.25] 1
ELL2008 98/242 116/230 e 2 78.57 0.80 [0.66, 0.98] 1
STRONG2008 15/101 17/99 L 11.34 0.86 [0.46, 1.63] 1
Subtotal (95% ClI) 371 356 ‘ 100.00 0.80 [0.67, 0.96]
Total events: 124 (Treatment), 148 (Control)
Test for heterogeneity: Chi2 = 0.24, df = 2 (P = 0.89), 12 = 0%
Test for overall effect: Z = 2.40 (P = 0.02)
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Other service-level interventions versus standard care

Review: DCHP - Service

Comparison: 20 Other service-level interventions (multidisciplinary teams, consultation-liaison) versus standard care (WCS)

Outcome: 20 Mortality

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Case management

BANERJEE1996 4/33 3/36 ] 13.24 .45 [0.35, 6.02] 1
Subtotal (95% ClI) 33 36 ——eet 13.24 .45 [0.35, 02

Total events: 4 (Treatment), 3 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z =0.52 (P = 0.61)

02 Psychiatric liaison

SCHRADER2005 22/331 19/338 —.— 86.76 .18 [0.65, 14] 1
Subtotal (95% ClI) 331 338 -l 86.76 .18 [0.65, 14]

Total events: 22 (Treatment), 19 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z =0.55 (P = 0.58)

Total (95% CI) 364 374 - 100.00 .22 [0.70, 2.11]

Total events: 26 (Treatment), 22 (Control)

Test for heterogeneity: Chiz2 = 0.07, df =1 (P = 0.79), 12 = 0%

Test for overall effect: Z =0.71 (P = 0.48)
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Review: DCHP - Service
Comparison: 20 Other service level interventions (multidisciplinary teams, consultation-liaison) versus standard care (WCS)
Outcome: 33 Depression outcome: 3. Diagnosis (at follow-up)
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Case management
BANERJEE1996 14/33 25/36 —— 40.57 .61 [0.39, 0.96] 1
Subtotal (95% Cl) 33 36 e 40.57 .61 [0.39, 0.96]
Total events: 14 (Treatment), 25 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.13 (P = 0.03)
02 Psychiatric liaison
SCHRADER2005 245/331 245/338 59.43 .02 [0.93, 12 1
Subtotal (95% ClI) 331 338 59.43 .02 [0.93, 12
Total events: 245 (Treatment), 245 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.45 (P = 0.65)
Total (95% CI) 364 374 - 100.00 .83 [0.50, 1.37]
Total events: 259 (Treatment), 270 (Control)
Test for heterogeneity: Chiz = 4.88, df = 1 (P = 0.03), I2 = 79.5%
Test for overall effect: Z =0.73 (P = 0.46)
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Review: DCHP - Service
Comparison: 20 Other service level interventions (multidisciplinary teams, consultation-liaison) versus standard care (WCS)
Outcome: 34 Depression outcome: 4.Continuous measures depression rating scale (Change score)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Case management
BANERJEE1996 33 -18.30(6.50) 36 -11.60(6.40) — 100.00 -1.03 [-1.53, -0.52] 1
Subtotal (95% CI) 33 36 <@ 100.00 -1.03 [-1.53, -0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.99 (P < 0.0001)
Total (95% CI) 33 36 <o 100.00 -1.03 [-1.53, -0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.99 (P < 0.0001)
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Review: DCHP - Service

Comparison: 20 Other service level interventions (multidisciplinary teams, consultation-liaison) versus standard care (WCS)
Outcome: 48 Physical health outcome/ QoL: 1. General physical well-being/ functioning (SF-12 physical etc)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
02 Psychiatric liaison
SCHRADER2005 213 -37.60(14.12) 237 -36.70(14.12) — 100.00 -0.06 [-0.25, 0.12] 1
Subtotal (95% CI) 213 237 100.00 -0.06 [-0.25, 0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.67 (P = 0.50)
Total (95% ClI) 213 237 100.00 -0.06 [-0.25, 0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.67 (P = 0.50)
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Review: DCHP - Service
Comparison: 20 Other service level interventions (multidisciplinary teams, consultation-liaison) versus standard care (WCS)
Outcome: 70 Treatment acceptability - leaving the study early for any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 Case management
BANERJEE1996 4/33 4/36 8.81 .09 [0.30, 4.01] 1
Subtotal (95% CI) 33 36 ‘ 8.81 .09 [0.30, 4.01]
Total events: 4 (Treatment), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.13 (P = 0.90)
02 Up to 12 months - Psychiatric liaison
SCHRADER2005 57/331 40/338 Il 91.19 .46 [1.00, 2.12] 0
Subtotal (95% CI) 331 338 P 91.19 .46 [1.00, 2.12]
Total events: 57 (Treatment), 40 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.96 (P = 0.05)
Total (95% Cl) 364 374 s 100.00 .42 [0.99, 2.04]
Total events: 61 (Treatment), 44 (Control)
Test for heterogeneity: Chiz = 0.17, df = 1 (P = 0.68), 12 = 0%
Test for overall effect: Z =1.92 (P = 0.05)
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Psychological and psychosocial interventions

Physical activity versus standard care

Review: DCHP: Physical activity
Comparison: 01 Physical activity versus standard (std) care
Outcome: 01 Depression (end of treatment)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 End point data
COURNEYA2007* CANCER 160 10.16(9.38) 82 10.80(9.40) E 40.39 -0.07 [-0.33, 0.20]
KOUKOUVOU2004* CARD 16 13.10(3.13) 10 18.80(5.10) 23.12 -1.39 [-2.27, -0.50]
LAI2006* STROKE 44 2.50(2.50) 49 4.40(3.40) —a— 36.49 -0.63 [-1.04, -0.21]
Subtotal (95% CI) 220 141 100.00 -0.58 [-1.20, 0.05]
Test for heterogeneity: Chi2 = 10.98, df = 2 (P = 0.004), I12=81.8%
Test for overall effect: Z =1.81 (P = 0.07)
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Review: DCHP: Physical activity
Comparison: 01 Physical activity versus standard care
Outcome: 02 Depression (change score: end of treatment)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
KOUKOUVOU2004* CARD 16 -5.50(5.61) 10 0.30(7.21) 14.00 -0.90 [-1.73, -0.06]
LAI2006* STROKE 44 -0.90(3.75) 49 0.60(4.34) — 57.67 -0.37 [-0.78, 0.05]
SIMS2009 STROKE 23 -0.30(11.32) 22 -2.65(14.75) —E— 28.33 0.18 [-0.41, 0.76]
Total (95% Cl) 83 81 <& 100.00 -0.29 [-0.60, 0.03]
Test for heterogeneity: Chi2 = 4.60, df = 2 (P = 0.10), 12 = 56.6%
Test for overall effect: Z =1.80 (P = 0.07)
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Review: DCHP: Physical activity

RR (random)

Weight
%

Comparison: 01 Physical activity versus standard care

Qutcome: 03 Non-remission (below cut-off)

Study Treatment Control
or sub-category n/N n/N
LAI2006* STROKE 6/44 16/49
SIMS2009 STROKE 11/23 13/23
Total (95% CI) 67 72

Total events: 17 (Treatment), 29 (Control)
Test for heterogeneity: Chi2 = 2.06, df = 1 (P = 0.15), 12 = 51.5%
Test for overall effect: Z=1.24 (P = 0.21)

+

—l—

40.44
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Weight
%

Review: DCHP: Physical activity

Comparison: 01 Physical activity versus standard care

Outcome: 04 Non-remission (6-month follow-up)

Study Treatment Control
or sub-category n/N n/N
LAI2006* STROKE 3/40 10/40
SIMS2009 STROKE 8/23 17/22
Total (95% CI) 63 62

Total events: 11 (Treatment), 27 (Control)
Test for heterogeneity: Chi2 = 0.38, df =1 (P = 0.54), I2 = 0%
Test for overall effect: Z = 3.23 (P = 0.001)
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Review: DCHP: Physical activity

Comparison: 01 Physical activity versus standard care
Outcome: 07 Quiality of life (end of treatment)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Quality of life index

KOUKOUVOU2004* CARD 16 -9.10(1.10) 10 -7.10(1.10) —a— 22.78 -1.76 [-2.71, -0.82]
Subtotal (95% ClI) 16 10 - 22.78 -1.76 [-2.71, -0.82
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.65 (P = 0.0003)
02 SF-36

LAI2006* STROKE 44 -93.00(22.50) 49 -77.50(37.90) —— 36.88 -0.49 [-0.90, -0.07]
Subtotal (95% CI) 44 49 <o 36.88 -0.49 [-0.90, -0.07]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.31 (P = 0.02)
03 FACT-An

COURNEYA2007* CANCER 160 -142.75(24.99) 82 -139.90(28.20) k3 40.33 -0.11 [-0.38, 0.16]
Subtotal (95% CI) 160 82 ‘ 40.33 -0.11 [-0.38, 0.16
Test for heterogeneity: not applicable
Test for overall effect: Z =0.80 (P = 0.42)
Total (95% Cl) 220 141 D o 100.00 -0.62 [-1.28, 0.03]
Test for heterogeneity: Chiz = 11.93, df = 2 (P = 0.003), I> = 83.2%
Test for overall effect: Z = 1.86 (P = 0.06)
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Review: DCHP: Physical activity

Comparison: 01 Physical activity versus standard care

Outcome: 08 Physical health outcomes (end of treatment)

Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Resting HR (beats/minute)

KOUKOUVOU2004* CARD 16 74.90(8.80) 10 79.20(3.00) — 100.00 -0.58 [-1.39, 0.23]
Subtotal (95% Cl) 16 10 P 100.00 -0.58 [-1.39, 0.23]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.40 (P = 0.16)

02 Resting sBP (mmHg)

KOUKOUVOU2004* CARD 16 129.00(10.30) 10 130.50(9.00) — 100.00 -0.15 [-0.94, 0.64]
Subtotal (95% CI) 16 10 ‘ 100.00 -0.15 [-0.94, 0.64]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.37 (P = 0.71)

03 Resting dBP (mmHg)

KOUKOUVOU2004* CARD 16 76.20(5.00) 10 80.50(6.00) — 100.00 -0.77 [-1.59, 0.05]
Subtotal (95% Cl) 16 10 P 100.00 -0.77 [-1.59, 0.05]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.84 (P = 0.07)

04 HR peak (beats/minute)

KOUKOUVOU2004* CARD 16 156.50(10.10) 10 147.20(7.70) — 100.00 0.97 [0.13, 1.81]
Subtotal (95% CI) 16 10 e 100.00 0.97 [0.13, 1.81]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.26 (P = 0.02)

05 sBP peak (mmHg)

KOUKOUVOU2004* CARD 16 185.90(10.00) 10 184.50(11.80) — 100.00 0.13 [-0.66, 0.92]
Subtotal (95% Cl) 16 10 e 100.00 0.13 [-0.66, 0.92]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.31 (P = 0.75)

06 dBP peak (mmHg)

KOUKOUVOU2004* CARD 16 78.70(5.00) 10 84.00(5.10) — 100.00 -1.02 [-1.86, -0.17]
Subtotal (95% Cl) 16 10 - 100.00 -1.02 [-1.86, -0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.36 (P = 0.02)
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Peer (self-help) support versus standard care

Review: DCHP: Peer (self-help) support
Comparison: 01 Peer (self-help) support versus standard care
Outcome: 01 Depression (end of treatment)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Standard delivery

EVANS1995 CANCER 21 18.80(7.40) 24 26.80(9.50) —— 22.58 -0.92 [-1.53, -0.30]

KELLY1993 HIV 14 18.30(7.40) 27 27.00(9.60) —— 18.59 -0.96 [-1.64, -0.27]
Subtotal (95% CI) 35 51 <o 41.17 -0.93 [-1.39, -0.48]
Test for heterogeneity: Chiz = 0.01, df =1 (P = 0.93), 12 = 0%
Test for overall effect: Z =4.00 (P < 0.0001)
02 Standard + telephone administered delivery

SIMONI2007* HIV 54 17.60(11.60) 51 16.40(11.50) E = 58.83 0.10 [-0.28, 0.49]
Subtotal (95% ClI) 54 51 ‘ 58.83 0.10 [-0.28, 0.49]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.53 (P = 0.60)
Total (95% CI) 89 102 < 100.00 -0.32 [-0.62, -0.03]
Test for heterogeneity: Chi2 = 11.60, df = 2 (P = 0.003), 12 = 82.8%
Test for overall effect: Z =2.16 (P = 0.03)
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Review: DCHP: Peer (self-help) support
Comparison: 01 Peer (self-help) support versus standard care
Outcome: 03 CES-D (6-month follow-up)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI
01 3-month follow-up

KELLY1993 HIV 14 19.30(14.70) 27 25.30(7.90) — 28.81 -0.55 [-1.21, 0.11]

SIMONI2007* HIV 59 21.30(14.50) 57 17.90(11.20) = 40.01 0.26 [-0.11, 0.63]
Subtotal (95% CI) 73 84 . 68.82 -0.10 [-0.89, 0.69]
Test for heterogeneity: Chiz = 4.47, df =1 (P = 0.03), 2=77.7%
Test for overall effect: Z = 0.24 (P = 0.81)
02 6-month follow-up

Evans 1995 CANCER 21 19.90(14.80) 24 24.90(7.70) — 31.18 -0.43 [-1.02, 0.17]
Subtotal (95% CI) 21 24 <@ 31.18 -0.43 [-1.02, 0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
Total (95% Cl) 94 108 - = 100.00 -0.19 [-0.74, 0.37]
Test for heterogeneity: Chi2 = 6.54, df = 2 (P = 0.04), I2 = 69.4%
Test for overall effect: Z = 0.66 (P = 0.51)
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Review: DCHP: Peer (self-help) support
Comparison: 01 Peer (self-help) support versus standard care
Outcome: 04 Physical Health Outcomes: HIV-1 RNA viral load
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 End of treatment

SIMONI2007* HIV 63 7.50(3.00) 60 6.70(3.10) Rn 100.00 0.26 [-0.09, 0.62
Subtotal (95% CI) 63 60 <& 100.00 0.26 [-0.09, 0.62
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.44 (P = 0.15)
02 3-month follow-up

SIMONI2007* HIV 62 7.40(3.00) 56 6.90(3.00) R B 100.00 0.17 [-0.20, 0.53
Subtotal (95% CI) 62 56 < 100.00 0.17 [-0.20, 0.53
Test for heterogeneity: not applicable
Test for overall effect: Z =0.90 (P = 0.37)
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Peer (self-help) support versus group based cognitive and behavioural interventions

Review: DCHP: Peer (self-help) support
Comparison: 02 Peer (self-help) support versus group based cognitive and behavioural interventions
Outcome: 01 Depression (end of treatment)
Study Peer support CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

EVANS1995 CANCER 21 18.80(7.40) 27 20.90(11.70) —1 56.25 -0.21 [-0.78, 0.37]

KELLY1993 HIV 14 18.30(7.40) 27 21.20(11.80) R 3 43.75 -0.27 [-0.92, 0.38]
Total (95% ClI) 35 54 100.00 -0.23 [-0.66, 0.20]
Test for heterogeneity: Chiz = 0.02, df = 1 (P = 0.88), 12 =0%
Test for overall effect: Z = 1.07 (P = 0.29)
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Review: DCHP: Peer (self-help) support
Comparison: 02 Peer (self-help) support versus group based cognitive and behavioural interventions
Outcome: 02 Depression (follow-up)
Study Peer support CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 3-month follow-up

KELLY1993 HIV 14 19.30(14.70) 27 24.20(11.50) —E 41.94 -0.38 [-1.03, 0.27]
Subtotal (95% ClI) 14 27 S o 41.94 -0.38 [-1.03, 0.27]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.14 (P = 0.25)
02 6-month follow-up

EVANS1995 CANCER 24 19.90(14.80) 27 24.10(11.30) — 58.06 -0.32 [-0.87, 0.24]
Subtotal (95% ClI) 24 27 < 58.06 -0.32 [-0.87, 0.24]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.12 (P = 0.26)
Total (95% ClI) 38 54 <o 100.00 -0.34 [-0.76, 0.08]
Test for heterogeneity: Chiz = 0.02, df = 1 (P = 0.89), 12 = 0%
Test for overall effect: Z =1.59 (P = 0.11)
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Guided self-help based on cognitive and behavioural principles versus standard care

Review: DCHP: Guided self-help

Comparison: 01 Guided self-help based on cognitive behavioural principles versus standard care

Outcome: 01 Depression (end of treatment)

Study Treatment
or sub-category N Mean (SD)

Control
Mean (SD)

SMD (fixed)

95% ClI

Weight
%

SMD (fixed)
95% Cl

01 Individual-based guided self-help
BARTH2005 CARDIOVAS 25 12.34(7.69)
LANDREVILLE1997 FI 10 13.50(6.11)
Subtotal (95% CI) 35
Test for heterogeneity: Chi2 = 0.65, df = 1 (P = 0.42), I12= 0%
Test for overall effect: Z = 1.02 (P = 0.31)

02 Group-based guided self-help
BRODY2006 AMD 12 4.58(2.42)
Subtotal (95% ClI) 12
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.05 (P = 0.04)

Total (95% Cl) 47
Test for heterogeneity: Chi2 = 2.07, df = 2 (P = 0.36), 12=3.3%
Test for overall effect: Z = 1.96 (P = 0.05)

23
13
36

20
20

56

15.29(7.65)
13.23(8.88)

6.80(2.96)

*

.

<&

48.28
23.22
71.50

28.50
28.50

100.00

[-0.95, 0.19]
0.03 [-0.79, 0.86]
[-0.71, 0.23]

[-1.52, -0.04]
-0.78 [-1.52, -0.04]

-0.40 [-0.79, 0.00]

Review: DCHP: Guided self-help (not separating comparison)

Comparison: 01 Guided self-help based on cognitive behavioural principles versus standard care

Outcome: 02 Physical health outcome: visual functioning questionnaire

Study Treatment

or sub-category N Mean (SD)

Control
Mean (SD)

-4 -2 0
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SMD (fixed)
95% CI

Weight

SMD (fixed)
95% ClI

01 Group-based guided self-help

BRODY2006 AMD 12 -73.07(13.75)

Subtotal (95% CI) 12
Test for heterogeneity: not applicable
Test for overall effect: Z =1.18 (P = 0.24)

Total (95% CI) 12
Test for heterogeneity: not applicable
Test for overall effect: Z =1.18 (P = 0.24)

20
20

20

-65.62(18.15)

'

|

100.00
100.00

100.00

-0.44 [-1.16, 0.29]
-0.44 [-1.16, 0.29]

-0.44 [-1.16, 0.29]
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Individual guided self-help based on McMaster model of family functioning versus standard care

Review: DCHP: Individual guided self-help
Comparison: 02 Individual guided self-help based on McMaster model of family functioning principles versus standard care
Qutcome: 01 Non-remission (below cut-off)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI
STEIN2007 HIV 54/79 57/81 100.00 0.97 [0.79, 1.19]
Total (95% CI) 79 81 100.00 0.97 [0.79, 1.19]

Total events: 54 (Treatment), 57 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.28 (P = 0.78)
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Review: DCHP: Individual guided self-help

Comparison: 02 Individual guided self-help based on McMaster model of family functioning principles versus standard care

Qutcome: 02 Non-response (<50% reduction from baseline)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI
STEIN2007 HIV 56/79 56/81 100.00 1.03 [0.84, 1.26]
Total (95% CI) 79 81 100.00 1.03 [0.84, 1.26]

Total events: 56 (Treatment), 56 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.24 (P = 0.81)
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Health education versus standard care

Review: DCHP: Health Education

Comparison: 01 Health education versus standard care

Outcome: 01 BDI 21 item: self-report (end of treatment)

Study Treatment Control WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
HECKMAN2007* HIV 66 19.09(6.09) 94 20.73(6.40) — 100.00 -1.64 [-3.60, 0.32]

Total (95% CI) 66 94 e 100.00 -1.64 [-3.60, 0.32]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.64 (P = 0.10)
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Review: DCHP: Health Education
Comparison: 01 Health education versus standard care
Outcome: 02 BDI 21 item: self-report (follow-up)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 4-month follow-up

HECKMAN2007* HIV 60 20.11(6.87) 91 21.08(7.63) 100.00 -0.97 [-3.31, 1.37
Subtotal (95% CI) 60 91 e 100.00 -0.97 [-3.31, 1.37]

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.81 (P = 0.42)

02 8-month follow-up
HECKMAN2007* HIV 57 20.90(6.87) 73 20.87(6.83) 100.00 0.03 [-2

Subtotal (95% CI) 57 73 e 100.00 0.03 [-2.34, 2.40]

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.02 (P = 0.98)

.34, 2.40]
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Review: DCHP: Health Education

Comparison: 02 Health education plus other psychosocial component versus standard care
Outcome: 01 Depression (end of treatment)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI
01 CES-D: self-report

BALFOUR2006 HIV 15 22.50(12.90) 12 27.00(9.90) R 29.77 -0.37 [-1.14, 0.39]
Subtotal (95% CI) 15 12 . 29.77 -0.37 [-1.14, 0.39]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.96 (P = 0.34)
02 GDS-15: self-item

CLARK2003* STROKE 30 4.50(2.10) 32 4.80(1.00) B 70.23 -0.18 [-0.68, 0.32]
Subtotal (95% Cl) 30 32 ‘ 70.23 -0.18 [-0.68, 0.32
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.71 (P = 0.47)
Total (95% Cl) 45 44 <o 100.00 -0.24 [-0.66, 0.18]
Test for heterogeneity: Chi2 = 0.17, df = 1 (P = 0.68), 12 = 0%
Test for overall effect: Z = 1.12 (P = 0.26)
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Relaxation training versus standard care
Review: DCHP - Relaxation training
Comparison: 01 Relaxation versus standard care
QOutcome: 01 Depression (Change scores)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

YU2007 CVD 59 -4.96(3.50) 62 -3.45(4.58) — 100.00 -0.37 [-0.73, -0.01]
Total (95% CI) 59 62 L 100.00 -0.37 [-0.73, -0.01]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.00 (P = 0.05)
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Review: DCHP - Relaxation training

Comparison: 01 Relaxation versus standard care
Outcome: 03 Health related quality of life (end of treatment)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 CHQ-C - Dysponea subscale
YU2007 CVD 59 -4.94(0.83) 62 -4.70(0.95) 100.00 -0.24 [-0.56, 0.08]
Subtotal (95% CI) 59 62 100.00 -0.24 [-0.56, 0.08]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.48 (P = 0.14)
Total (95% CI) 59 62 100.00 -0.24 [-0.56, 0.08]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.48 (P = 0.14)
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Social support versus standard care

Review: DCHP: Social Support
Comparison: 01 Social Support versus standard care
Outcome: 01 CES-D: self-report (end of treatment)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
DESROSIERS2007 STROKE 29 9.90(6.90) 217 14.80(7.60) 100.00 -4.90 [-8.71, -1.09]
Total (95% CI) 29 27 —l 100.00 -4.90 [-8.71, -1.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.52 (P = 0.01)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 01 Individual-based cognitive and behavioural intervention versus standard care
Outcome: 01 Depression (end of treatment)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Standard delivery
FOLEY1987* MS 18 13.20(10.50) 18 21.60(14.20) —8— 21.06 -0.66 [-1.33, 0.02]
MANNE2007* CANCER 122 9.63(6.32) 111 11.04(7.93) =i 38.97 -0.20 [-0.45, 0.06]
SAVARD2006 CANCER 21 6.88(4.81) 16 12.21(4.64) —a— 20.08 -1.10 [-1.80, -0.40]
Subtotal (95% CI) 161 145 = 80.11 -0.58 [-1.14, -0.02]
Test for heterogeneity: Chi2 = 6.54, df = 2 (P = 0.04), 12 = 69.4%
Test for overall effect: Z = 2.02 (P = 0.04)
02 Telephone-administered delivery
MOHR2000 MS 16 18.70(13.80) 16 26.70(13.70) —=— 19.89 -0.57 [-1.28, 0.14]
Subtotal (95% ClI) 16 16 ’» 19.89 -0.57 [-1.28, 0.14]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.57 (P = 0.12)
Total (95% Cl) 177 161 <o 100.00 -0.55 [-0.97, -0.13]
Test for heterogeneity: Chi2 = 6.88, df = 3 (P = 0.08), 12 = 56.4%
Test for overall effect: Z = 2.56 (P = 0.01)
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Review: DCHP: Cognitive and Behavioural Interventions

Comparison: 01 Individual-based cognitive and behavioural intervention versus standard care
Outcome: 13 Non-remission (below cut-off)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
ADDOLORATO2004 CD 5/33 8/33 —— 100.00 0.63 [0.23, 1.71]
Total (95% CI) 33 33 ’ 100.00 0.63 [0.23, 1.71]
Total events: 5 (Treatment), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.91 (P = 0.36)
0.01 0.1 1 10 100
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 01 Individual-based cognitive and behavioural intervention versus standard care
Outcome: 03 Depression (end of treatment) - sensitivity analysis - participants recruited for depression
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
MOHR2000 MS 16 18.70(13.80) 16 26.70(13.70) —= 49.56 -0.57 [-1.28, 0.14]
SAVARD2006 CANCER 21 6.88(4.81) 16 12.21(4.64) —— 50.44 -1.10 [-1.80, -0.40]
Total (95% CI) 37 32 <P 100.00 -0.84 [-1.34, -0.34]
Test for heterogeneity: Chiz = 1.10, df =1 (P = 0.29), I = 9.0%
Test for overall effect: Z = 3.29 (P = 0.001)
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Review: DCHP: Cognitive and Behavioural Interventions

Comparison: 01 Individual-based cognitive and behavioural intervention versus standard care

Outcome: 04 Depression (follow-up)

Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI
01 3-month follow-up

MANNE2007* CANCER 122 9.01(6.81) 120 9.30(7.79) = 100.00 -0.04 [-0.29, 0.21]
Subtotal (95% CI) 122 120 'S 100.00 -0.04 [-0.29, 0.21]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.31 (P = 0.76)

02 6-month follow-up

MANNE2007* CANCER 122 9.53(7.17) 111 10.11(8.36) - 100.00 -0.07 [-0.33, 0.18]
Subtotal (95% CI) 122 111 X 3 100.00 -0.07 [-0.33, 0.18]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 01 Individual-based cognitive and behavioural intervention versus standard care
Outcome: 11 QoL - QLQ-C33 (end of treatment)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

[

SAVARD2006 CANCER 21 -55.36(16.59) 16 -55.42(15.80) | 100.00 0.00 [-0.65, 0.65]
Total (95% CI) 21 16 100.00 0.00 [-0.65, 0.65]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.01 (P = 0.99)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 01 Individual-based cognitive and behavioural intervention versus standard care
Outcome: 12 Physical health outcome
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 CD4 cell count

SAVARD2006 CANCER 21 -0.63(0.32) 16 -0.60(0.32) — 100.00 -0.09 [-0.74, O ]

Subtotal (95% CI) 21 16 100.00 -0.09 [-0.74,
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.28 (P = 0.78)
Total (95% CI) 21 16 100.00 -0.09 [-0.74, 0.56]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.28 (P = 0.78)
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Individual-based cognitive and behavioural interventions versus counselling

Review: DCHP: Cognitive and Behavioural Interventions

Comparison: 02 Individual-based cognitive and behavioural intervention versus counselling

Outcome: 01 Depression (end of treatment)

Study Cog-behavioural Other SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

01 Standard delivery ‘

MANNE2007* CANCER 122 9.63(6.32) 120 9.95(7.49) L 3 55.30 -0.05 [-0.30, 0.21]
Subtotal (95% CI) 122 120 ‘ 55.30 -0.05 [-0.30, 0.21]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.36 (P =0.72)

02 Telephone administered

MOHR2005 MS 60 11.98(5.86) 62 14.81(6.66) — 44.70 -0.45 [-0.81, -0.09]
Subtotal (95% Cl) 60 62 <& 44.70 -0.45 [-0.81, -0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.44 (P = 0.01)

Total (95% CI) 182 182 <o 100.00 -0.23 [-0.62, 0.17]
Test for heterogeneity: Chiz = 3.22, df = 1 (P = 0.07), 12 = 68.9%
Test for overall effect: Z=1.13 (P = 0.26)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 02 Individual-based cognitive and behavioural intervention versus counselling
Outcome: 02 Depression (change score: end of treatment)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

BROWN1993 CARDIOVAS 20 -5.20(8.30) 20 -7.90(9.37) — 100.00 2.70 [-2.79, 8.19]
Total (95% CI) 20 20 e 100.00 2.70 [-2.79, 8.19]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.96 (P = 0.33)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 02 Individual-based cognitive and behavioural intervention versus counselling
Outcome: 05 Depression (follow-up)

Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Follow-up (6-months or less)

MANNE2007* CANCER 122 9.53(7.17) 120 8.99(6.87) = 50.80 0.08 [-0.18, 0.33]

MOHR2005 MS 59 12.58(6.43) 59 13.58(5.91) 24.71 -0.16 [-0.52, 0.20]
Subtotal (95% CI) 181 179 75.51 -0.01 [-0.23, 0.22]
Test for heterogeneity: Chiz =1.12, df = 1 (P = 0.29), I12= 10.4%
Test for overall effect: Z = 0.05 (P = 0.96)
02 Follow-up (more than 6-months)

MOHR2005 MS 58 11.60(5.91) 59 12.61(5.86) —= 24.49 -0.17 [-0.53,
Subtotal (95% Cl) 58 59 <& 24.49 -0.17 [-0.53,
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.92 (P = 0.36)
Total (95% CI) 239 238 ¢ 100.00 -0.04 [-0.22, 0.14]
Test for heterogeneity: Chiz = 1.75, df = 2 (P = 0.42), 2= 0%
Test for overall effect: Z = 0.46 (P = 0.64)
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Group-based cognitive and behavioural interventions versus standard care

Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 03 Group-based cognitive and behavioural intervention versus standard care
Outcome: 01 Depression (end of treatment)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Standard delivery
ANTONI2006* HIV 61 8.80(7.50) 40 10.80(8.60) —=r 15.07 -0.25 [-0.65, 0.15]
CHESNEY2003 HIV 46 14.50(9.60) 38 16.00(9.00) —= 14.55 -0.16 [-0.59, 0.27]
KELLY1993 HIV 27 21.20(11.80) 217 27.00(9.60) —— 12.62 -0.53 [-1.07, 0.01]
DAVIS1984 EPILEPSY 8 8.50(8.30) 5 17.00(8.30) — 5.31 -0.95 [-2.15, 0.25]
EVANS1995 CANCER 217 20.90(11.70) 24 26.80(9.50) —=— 12.34 -0.54 [-1.10, 0.02]
HENRY1997* DIABETES 10 7.70(2.16) 9 12.40(6.27) 7.14 -0.98 [-1.95, -0.01]
LARCOMBE1984 MS 9 8.11(5.04) 10 33.40(9.72) = 4.12 -3.07 [-4.49, -1.65]
L112007* RENAL 20 12.85(6.64) 28 21.39(15.10) —a— 11.85 -0.68 [-1.27, -0.09]
Subtotal (95% CI) 208 181 <& 82.98 -0.64 [-1.01, -0.27]
Test for heterogeneity: Chi2z = 18.35, df = 7 (P = 0.01), 12 = 61.9%
Test for overall effect: Z = 3.41 (P = 0.0007)
02 Telephone-administered delivery
HECKMAN2007* HIV 97 20.23(6.60) 94 20.73(6.40) - 17.02 -0.08 [-0.36, 0.21]
Subtotal (95% CI) 97 94 ‘ 17.02 -0.08 [-0.36, 0.21]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.53 (P = 0.60)
Total (95% CI) 305 275 <& 100.00 -0.54 [-0.86, -0.21]
Test for heterogeneity: Chi2 = 23.34, df = 8 (P = 0.003), I12= 65.7%
Test for overall effect: Z = 3.24 (P = 0.001)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 03 Group-based cognitive and behavioural intervention versus standard care
Outcome: 06 Non-remission (below cut off)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
LUSTMAN1998 DIABETES 8/25 21/27 —— 100.00 0.41 [0.22, 0.75]
Total (95% Cl) 25 27 - 100.00 0.41 [0.22, 0.75]
Total events: 8 (Treatment), 21 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.87 (P = 0.004)
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Review: DCHP: Cognitive and Behavioural Interventions

Comparison: 03 Group-based cognitive and behavioural intervention versus standard care

Qutcome: 07 Non-response (<50% reduction from baseline)
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
LUSTMAN1998 DIABETES 9/25 19/27 —— 100.00 0.51 [0.29, 0.91]
Total (95% ClI) 25 27 - 100.00 0.51 [0.29, 0.91]
Total events: 9 (Treatment), 19 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.28 (P = 0.02)
01 02 05 1 2 5 10
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 03 Group-based cognitive and behavioural intervention versus standard care
Outcome: 05 Depression (follow-up)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Follow-up (6-months or less)
ANTONI2006* HIV 61 9.20(7.20) 40 12.60(10.50) —= 28.59 -0.39 [-0.79, 0.01]
HECKMAN2007* HIV 92 20.66(7.78) 91 21.08(7.63) . & 55.15 -0.05 [-0.34, 0.24]
KELLY1993 HIV 27 24.20(11.50) 27 25.30(7.90) - 16.25 -0.11 [-0.64, 0.42]
Subtotal (95% ClI) 180 158 ‘L 100.00 -0.16 [-0.37, 0.06]
Test for heterogeneity: Chiz = 1.80, df =2 (P = 0.41), 12 = 0%
Test for overall effect: Z = 1.45 (P = 0.15)
02 Follow-up (more than 6-months)
ANTONI 2006* HIV 61 10.80(9.20) 40 14.70(11.10) — 37.28 -0.39 [-0.79, 0.02]
HECKMAN2007* HIV 88 20.56(7.60) 73 20.87(6.83) . 62.72 -0.04 [-0.35, 0.27]
Subtotal (95% ClI) 149 113 ‘L 100.00 -0.17 [-0.42, 0.07]
Test for heterogeneity: Chi2=1.77, df =1 (P = 0.18), 12 = 43.5%
Test for overall effect: Z =1.36 (P = 0.17)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 03 Group-based cognitive and behavioural intervention versus standard care
Outcome: 02 Depression (end of treatment) - sensitivity analysis (removed outlier)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Standard delivery
ANTONI2006* HIV 61 8.80(7.50) 40 10.80(8.60) = 17.70 -0.25 [-0.65, 0.15]
CHESNEY2003 HIV 46 14.50(9.60) 38 16.00(9.00) —=— 15.32 -0.16 [-0.59, 0.27]
KELLY1993 HIV 27 21.20(11.80) 27 27.00(9.60) — 9.60 -0.53 [-1.07, 0.01]
DAVIS1984 EPILEPSY 8 8.50(8.30) 5 17.00(8.30) — 1.97 -0.95 [-2.15, 0.25]
EVANS1995 CANCER 27 20.90(11.70) 24 26.80(9.50) —— 9.03 -0.54 [-1.10, 0.02]
HENRY1997* DIABETES 10 7.70(2.16) 9 12.40(6.27) 3.04 -0.98 [-1.95, -0.01]
L112007* RENAL 20 12.85(6.64) 28 21.39(15.10) —a— 8.12 -0.68 [-1.27, -0.09]
Subtotal (95% CI) 199 171 ¢ 64.77 -0.42 [-0.63, -0.21]
Test for heterogeneity: Chi2 = 5.25, df = 6 (P = 0.51), 2= 0%
Test for overall effect: Z = 3.94 (P < 0.0001)
02 Telephone-administered delivery
HECKMAN2007* HIV 97 20.23(6.60) 94 20.73(6.40) B M 35.23 -0.08 [-0.36, 0.21]
Subtotal (95% Cl) 97 94 ‘ 35.23 -0.08 [-0.36, 0.21]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.53 (P = 0.60)
Total (95% CI) 296 265 ¢ 100.00 -0.30 [-0.47, -0.13]
Test for heterogeneity: Chiz =8.90, df = 7 (P = 0.26), I2 = 21.4%
Test for overall effect: Z = 3.48 (P = 0.0005)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 03 Group-based cognitive and behavioural intervention versus standard care
Qutcome: 04 Depression (end of treatment) - sensitivity analysis - participants recruited for depression
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
DAVIS1984 EPILEPSY 8 8.50(8.30) 5 17.00(8.30) — 5.48 -0.95 [-2.15, 0.25]
EVANS1995 CANCER 27 20.90(11.70) 24 26.80(9.50) —&— 25.13 -0.54 [-1.10, 0.02]
KELLY1993 HIV 27 21.20(11.80) 27 27.00(9.60) —=— 26.74 -0.53 [-1.07, 0.01]
CHESNEY2003 HIV 46 14.50(9.60) 38 16.00(9.00) —& 42.65 -0.16 [-0.59, 0.27]
Total (95% Cl) 108 94 <& 100.00 -0.40 [-0.68, -0.12]
Test for heterogeneity: Chiz = 2.49, df = 3 (P = 0.48), 12=0%
Test for overall effect: Z =2.78 (P = 0.005)
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Review: DCHP: Cognitive and Behavioural Interventions

Comparison: 03 Group-based cognitive and behavioural intervention versus standard care

Outcome: 03 Depression (end of treatment) - sub-group analysis by aim of intervention
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Intervention for depression (not modified)
DAVIS1984 EPILEPSY 8 8.50(8.30) 5 17.00(8.30) — 2.70 -0.95 [-2.15, 0.25]
EVANS1995 CANCER 27 20.90(11.70) 24 26.80(9.50) —&— 10.68 -0.54 [-1.10, 0.02]
KELLY1993 HIV 27 21.20(11.80) 27 27.00(9.60) —E— 11.23 -0.53 [-1.07, 0.01]
Subtotal (95% Cl) 62 56 <o 24.62 -0.58 [-0.95, -0.21]
Test for heterogeneity: Chi2 = 0.42, df =2 (P = 0.81), 2= 0%
Test for overall effect: Z = 3.04 (P = 0.002)
02 Intervention for depression & modified for physical health condition
LII2007* RENAL 20 12.85(6.64) 28 21.39(15.10) —— 9.78 -0.68 [-1.27, -0.09]
Subtotal (95% CI) 20 28 s 4 9.78 -0.68 [-1.27, -0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.26 (P = 0.02)
03 Intervention for psychosocial stressors
HENRY1997* DIABETES 10 7.70(2.16) 9 12.40(6.27) 4.07 -0.98 [-1.95, -0.01]
ANTONI 2006* HIV 61 8.80(7.50) 40 10.80(8.60) —= 17.89 -0.25 [-0.65, 0.15]
CHESNEY2003 HIV 46 14.50(9.60) 38 16.00(9.00) —=— 16.13 -0.16 [-0.59, 0.27]
HECKMAN 2007* HIV 97 20.23(6.60) 94 20.73(6.40) B 27.51 -0.08 [-0.36, 0.21]
Subtotal (95% CI) 214 181 N 65.61 ~0.18 [-0.40, 0.03]
Test for heterogeneity: Chiz = 3.27, df =3 (P = 0.35), 2= 8.2%
Test for overall effect: Z = 1.68 (P = 0.09)
Total (95% CI) 296 265 ¢ 100.00 -0.34 [-0.54, -0.14]
Test for heterogeneity: Chiz = 8.90, df = 7 (P = 0.26), 12 = 21.4%
Test for overall effect: Z = 3.31 (P = 0.0009)
0
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 03 Group-based cognitive and behavioural intervention versus standard care

Weight
%

Outcome: 15 QoL - SF-30: self-report (end of treatment)
Study Treatment Control
or sub-category N Mean (SD) N Mean (SD)
01 Physical

LI12007* RENAL 20 -42.87(5.93) 28 -40.46(9.75)
Subtotal (95% CI) 20 28

Test for heterogeneity: not applicable
Test for overall effect: Z =0.96 (P = 0.34)

02 Mental
L112007* RENAL 20 43.49(7.49) 28 40.10(12.13)
Subtotal (95% CI) 20 28

Test for heterogeneity: not applicable
Test for overall effect: Z =1.08 (P = 0.28)

100.00
100.00

100.00
100.00
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Group-based cognitive and behavioural interventions versus other (peer self-help support and health education)

Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 06 Group-based cognitive and behavioural intervention versus other (peer self-help support and health education
Outcome: 01 Depression (end of treatment)
Study Cog-behavioural Other SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 versus peer (self-help) support
EVANS1995 CANCER 27 20.90(11.70) 21 18.80(7.40) = 10.37 0.21 [-0.37, 0.78]
KELLY1993 HIV 27 21.20(11.80) 14 18.30(7.40) - 8.07 0.27 [-0.38, 0.92]
Subtotal (95% Cl) 54 35 <> 18.44 0.23 [-0.20, 0.66]
Test for heterogeneity: Chiz = 0.02, df = 1 (P = 0.88), I12= 0%
Test for overall effect: Z = 1.07 (P = 0.29)
02 versus health education
HECKMAN2007* HIV 97 20.23(6.60) 66 19.09(6.09) = 34.56 0.18 [-0.14, 0.49]
KUNIK2008 COPD 60 14.19(13.69) 63 14.54(13.47) —- 27.14 -0.03 [-0.38, 0.33]
CHESNEY2003 HIV 46 14.50(9.60) 44 14.80(8.90) —‘ 19.86 -0.03 [-0.45, 0.38]
Subtotal (95% CI) 203 173 ‘ 81.56 0.06 [-0.15, 0.26]
Test for heterogeneity: Chi2 = 0.95, df = 2 (P = 0.62), 12 = 0%
Test for overall effect: Z = 0.56 (P = 0.57)
Total (95% CI) 257 208 * 100.00 0.09 [-0.09, 0.28]
Test for heterogeneity: Chi2 = 1.50, df = 4 (P = 0.83), 12 = 0%
Test for overall effect: Z = 0.97 (P = 0.33)
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Review: DCHP: Cognitive and Behavioural Interventions
Comparison: 06 Group-based cognitive and behavioural intervention versus other (peer self-help support and health education
Outcome: 02 Depression at follow-up (6-months of less)
Study Cog-behavioural Other SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 versus peer (self-help) support

EVANS1995 CANCER 27 24.10(11.30) 21 19.90(14.80) R 15.20 0.32 [-0.25, 0.89]

KELLY1993 HIV 27 24.20(11.50) 14 19.30(14.70) —= 11.81 0.38 [-0.27, 1.03]
Subtotal (95% CI) 54 35 <‘ 27.02 0.35 [-0.08, 0.78]
Test for heterogeneity: Chi2 = 0.02, df = 1 (P = 0.89), 12 = 0%
Test for overall effect: Z = 1.57 (P = 0.12)
02 versus health education

ChESNEY2003 HIV 42 16.30(10.80) 37 15.60(9.60) - 25.64 0.07 [-0.37, 0.51]

HECKMAN2007* HIV 92 20.66(7.78) 60 20.11(7.05) - 47.34 0.07 [-0.25, 0.40]
Subtotal (95% CI) 134 97 V'S 72.98 0.07 [-0.19, 0.33]
Test for heterogeneity: Chiz = 0.00, df = 1 (P = 0.98), 12 = 0%
Test for overall effect: Z = 0.53 (P = 0.60)
Total (95% ClI) 188 132 < 100.00 0.15 [-0.08, 0.37]
Test for heterogeneity: Chi2 = 1.16, df = 3 (P = 0.76), 12 = 0%
Test for overall effect: Z = 1.27 (P = 0.20)
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Review: DCHP: Counselling
Comparison: 01 Counselling versus standard care
Outcome: 01 BDI: self report (end of treatment)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
I

MANNE2007* CANCER 120 9.95(7.49) 111 11.04(7.93) = 100.00 -0.14 [-0.40, 0.12]
Total (95% CI) 120 111 100.00 -0.14 [-0.40, 0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.07 (P = 0.28)
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Group existential therapy versus active control

Review: DCHP: Group Existential Therapy
Comparison: 01 Group existential therapy
Outcome: 01 Depression (end of treatment)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 BDI-21 item: self-report

WEISS2003* AIDS 40 8.90(7.90) 33 8.70(6.10) E = 100.00 0.03 [-0.43, 0.49]
Subtotal (95% ClI) 40 33 <o 100.00 0.03 [-0.43, 0.49]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.12 (P = 0.91)
02 POMS-D: self-report

WEISS2003* AIDS 40 13.10(7.40) 33 12.00(5.50) B B 100.00 0.16 [-0.30, 0.63]
Subtotal (95% Cl) 40 33 <> 100.00 0.16 [-0.30, 0.63]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.70 (P = 0.48)
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Review: DCHP: Group Existential Therapy
Comparison: 01 Group existential therapy
Outcome: 03 Depression (Change score at end of treatment)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 HADS-D

SIMSON2008 DIABETES 15 -1.60(4.42) 15 0.30(4.39) — 100.00 -1.90 [-5.05, 1.25]
Subtotal (95% ClI) 15 15 i 100.00 -1.90 [-5.05, 1.25]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.18 (P = 0.24)
Total (95% CI) 15 15 i 100.00 -1.90 [-5.05, 1.25]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.18 (P = 0.24)
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Review: DCHP: Group Existential Therapy

Comparison: 01 Group existential therapy
Outcome: 05 Non-remission (still meeting diagnosis of depression) - end of treatment
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
KISSANE2007* CANCER 13/34 12/20 —— 100.00 0.64 [0.37, 1.11]
Total (95% CI) 34 20 s 100.00 0.64 [0.37, 1.11]
Total events: 13 (Treatment), 12 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.58 (P = 0.11)
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Combination interventions

Psychological/psychosocial (psych) interventions plus pharmacological interventions (pharm) versus
psychological/psychosocial intervention alone

Review: DCHP: Psych + Pharm
Comparison: 01 SSRIs + psych versus psych
Outcome: 01 Depression (HAM-D)
Study Treatment Control WMD (random) Weight WMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
LESPERANCE2007 67 -13.70(9.98) 75 -10.50(9.96) 56.12 -3.20 [-6.49, 0.09]
TARG1994 9 -14.10(7.86) 9 -13.30(8.85) 10.13 -0.80 [-8.53, 6.93]
ZISOOK1998 25 -12.10(6.90) 22 -6.60(7.80) 33.76 -5.50 [-9.74, -1.26]
Total (95% Cl) 101 106 - 100.00 -3.73 [-6.19, -1.27]
Test for heterogeneity: Chiz = 1.32, df = 2 (P = 0.52), 2= 0%
Test for overall effect: Z =2.97 (P = 0.003)
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Review: DCHP: Psych + Pharm
Comparison: 01 SSRIs + psych versus psych
Outcome: 02 Depression (BDI)
Study Treatment Control WMD (random) Weight WMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
LESPERANCE2007 67 -15.40(10.67) 75 -11.50(10.68) 54.42 -3.90 [-7.42, -0.38]
ZISOOK1998 25 -5.90(6.60) 22 -1.20(6.80) 45.58 -4.70 [-8.54, -0.86]
Total (95% CI) 92 97 ‘ 100.00 -4.26 [-6.86, -1.67]
Test for heterogeneity: Chi2 = 0.09, df = 1 (P = 0.76), 12= 0%
Test for overall effect: Z = 3.22 (P = 0.001)
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Review: DCHP: Psych + Pharm

Comparison: 02 TCAs + psych versus psychl
Outcome: 01 Depression (HAM-D)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
MARKOWITZ1998 26 8.50(6.20) 24 8.30(7.50) 100.00 0.20 [-3.63, 4.03]
Total (95% CI) 26 24 100.00 0.20 [-3.63, 4.03]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.10 (P = 0.92)
-10 5 0 5 10
Favours psych+pharm Favours psych alone
Review: DCHP: Psych + Pharm
Comparison: 02 TCAs + psych versus psych
Outcome: 02 Depression (BDI)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
MARKOWITZ1998 26 11.70(8.50) 24 14.00(12.10) 100.00 -2.30 [-8.14, 3.54]
Total (95% ClI) 26 24 ——e 100.00 -2.30 [-8.14, 3.54]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.77 (P = 0.44)
-10 5 0 5 10

Favours psych+pharm Favours psych alone
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Psychological/psychosocial interventions (psych) plus pharmacological interventions (pharm) versus pharmacological

interventions alone

Review: DCHP: Psych + Pharm
Comparison: 03 SSRI + Psych versus SSRI
Outcome: 01 Depression (HAM-D)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

LESPERANCE2007 67 -13.70(9.98) 75 -16.10(9.96) — 100.00 2.40 [-0.89, 5.69]
Total (95% ClI) 67 75 el 100.00 2.40 [-0.89, 5.69]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.43 (P = 0.15)

-10 5 0 5 10
Favours psych+pharm Favours pharm alone

Review: DCHP: Psych + Pharm
Comparison: 03 SSRI + Psych versus SSRI
Outcome: 02 Depression (BDI)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

LESPERANCE2007 67 -15.40(10.67) 75 -14.00(10.67) — 100.00 -1.40 [-4.92, 2.12]
Total (95% CI) 67 75 —~ll— 100.00 -1.40 [-4.92, 2.12]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.78 (P = 0.44)
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Favours psych+pharm

Favours pharm alone
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Psychological/psychosocial versus pharmacological interventions

Psychological/psychosocial interventions (psych) versus pharmacological interventions (pharm)

Review: DCHP: Psych + Pharm
Comparison: 04 Psych versus SSRIs
Outcome: 01 Depression (HAM-D)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
LESPERANCE2007 75 =7.70(7.60) 75 -11.60(7.60) — 100.00 3.90 [1.47, 6.33]
-10 5 0 5 10
Favours psych Favours pharm
Review: DCHP: Psych + Pharm
Comparison: 04 Psych versus SSRIs
Outcome: 02 Depression (BDI)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
LESPERANCEZ2007 75 -11.50(10.68) 75 -14.00(10.67) —_ 100.00 2.50 [-0.92, 5.92]
-10 5 0 5 10
Favours psych Favours pharm
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Pharmacological interventions

SSRIs versus placebo

Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus PLACEBO
Outcome: 01 Leaving the Study early: Any reason

Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category N N 95% Cl % 95% CI Order

01 Atend of treatment- Cancer
MORROW 2003-Cancer
MUSSELMAN2006-cancer
RAZAVI1996-Cancer 7/46 ————————— . .
Subtotal (95% Cl) 335 329 i 16.66 1.06 [0.74,
Total events: 53 (Treatment), 49 (Control)

Test for heterogeneity: Chiz = 4.13, df = 2 (P = 0.13), I2 = 51.5%
Test for overall effect: Z = 0.30 (P = 0.76)

.36] 1

37/272 —- 12.52 0.88 [0.56, 1

— 2.18] 1
1
1

5/11 —_— =

I

N
IS
N

.86] 1
.50]

02 Atend of treatment - CVD
GLASSMAN2002-CVD
GOTTLIEB2007-CVD
LESPERANCE2007-CVD
MCFARLANE2001-CVD
STRIK2000-CVD / E
Subtotal (95% CI) 320 311 i 21.28
Total events: 65 (Treatment), 63 (Control)

Test for heterogeneity: Chi? = 3.50, df = 4 (P = 0.48), I2 = 0%
Test for overall effect: Z = 0.13 (P = 0.90)

N

N

03 At end of treatment - COPD + Asthma
BROWN2005-Asthma
LACASSE2004-COPD 1 1 .40
Subtotal (95% Cl) 53 52 i 6.77
Total events: 27 (Treatment), 20 (Control)
Test for heterogeneity: Chiz = 0.53, df = 1 (P = 0.47), 12 = 0%
Test for overall effect: Z = 1.29 (P = 0.20)

.44 [0.90, 2.30] 1

1
0.92 [0.30, 2.81] 1
1

4.56]

.33 [0.86, 2.05]

04 At end o treatment - diabetes
LUSTMAN2000-diabetes
LUSTMAN2006-diabetes
PAILEHYVARINENO3-dia
PAILEHYVARINENO7-dia
SCT-MD-24- Diabetes
Subtotal (95% CI)

Total events: 33 (Treatment), 35 (Control)

Test for heterogeneity: Chiz = 9.62, df =

Test for overall effect: Z = 031 (P = 0.75)

Eewonr

1.45]

|

(P =0.05), I2 = 58.4%

05 At end of treatment - General medical

EVANS1997-GM

TOLLEFSON1993-GM

Subtotal (95% Cl)

Total events: 90 (Treatment), 87 (Control)

Test for heterogeneity: Chiz = 0.59, df = 1 (P = 0.44), I2 = 0%
Test for overall effect: Z = 0.45 (P = 0.65)

[0.58, 1.41] 1
.82, 1.50] 1
.06 [0.82, 1.36]

0.9
1.11 [0
1.0

06 At end of treatment - HIV.
RABKIN1999-HIV 24/8 9/39 — - 4.08 1.28 [0.66, 2.49] 0
RABKIN2004-HIV 16/46 9/39 —_—t-— 3.27 .75, 3.02] 0
Subtotal (95% CI) 127 8 —e— 7.34 1.38 (0.86, 2.24]

Total events: 40 (Treatment), 18 (Control)

Test for heterogeneity: Chiz = 0.11, df = 1 (P = 0.74), I2 = 0%
Test for overall effect: Z = 1.32 (P = 0.19)

)

07 At end of treatment - MS
EHDE2008-MS 4/22 1/20 »>
Subtotal (95% Cl) 22 20 N —
Total events: 4 (Treatment), 1 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.20 (P = 0.23)

S

[0.44, 29.87] 1
.64 [0.44, 29.87]

5o

08 At end of treatment - Stroke
ANDERSON1994-Stroke
ROBINSON2000-Stroke
YANG2002-Stroke

Subtotal (95% CI) 12
Total events: 20 (Treatment), 13 (Control)

Test for heterogeneity: Chiz = 4.36, df = 2 (P = 0.11), I2 = 54.2%

Test for overall effect: Z = 0.84 (P = 0.40)

0.78, 15.62] 0
4.51]
1.65] 0
0.70, 2.49]

N o

i

09 At end of treatment-Parkinson's
DEVOS2008-Parkinsons 0/16 >
MENZA2008-Parkinsons 6/17

Subtotal (95% Cl) 33 33
Total events: 9 (Treatment), 6 (Control)

Test for heterogeneity: Chi? = 1.08, df = 1 (P = 0.30), I2 = 7.6%

Test for overall effect: Z = 0.81 (P = 0.42)

5.31 [0.
1.10 [
1.41 (0.

102.38] 0
2.62] 0
3.21]

~

Total (95% CI) 1608 1529 - 100.00 1.11 [0.96, 1.27]
Total events: 341 (Treatment), 292 (Control)

Test for heterogeneity: Chi? = 26.78, df = 24 (P = 0.31), I? = 10.4%
Test for overall effect: Z = 1.45 (P = 0.15)

0.1 0.2 0.5 1 2 5 10
Favours treatment Favours control

74



Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo

Outcome: 02 Leaving the study early: Lack of efficacy
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Cancer
MUSSELMAN2006-Cancer 2/13 0/11 = 4.32 .29 [0.23, 80.81] 1
Subtotal (95% ClI) 13 11 —— 4.32 .29 [0.23, 80.81]
Total events: 2 (Treatment), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.97 (P = 0.33)
02 At end of treatment - diabetes
PAILEHYVARINENO7-Diabetes 0/24 2/25 -~ 19.68 .21 [0.01, 4.12] 1
SCT-MD-24- Diabetes 1/84 4/84 ] 32.11 .25 [0.03, 2.19] 1
Subtotal (95% Cl) 108 109 —l 51.79 .23 [0.04, 1.35]
Total events: 1 (Treatment), 6 (Control)
Test for heterogeneity: Chi2 = 0.01, df =1 (P =0.92), I2 = 0%
Test for overall effect: Z=1.62 (P = 0.10)
03 At end of treatment - General medical
EVANS1997-GM 0/39 2/43 = 19.11 .22 [0.01, 4.45] 1
Subtotal (95% Cl) 39 43 e 19.11 .22 [0.01, 4.45]
Total events: 0 (Treatment), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.99 (P = 0.32)
04 At end of treatment - Parkinson’s
MENZA2008-Parkinson's 1/18 3/17 - 24.77 .31 [0.04, 2.74] 0
Subtotal (95% CI) 18 17 —~—e 24.77 .31 [0.04, 2.74]
Total events: 1 (Treatment), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.05 (P = 0.30)
Total (95% ClI) 178 180 [ 100.00 .43 [0.16, 1.16]
Total events: 4 (Treatment), 11 (Control)
Test for heterogeneity: Chiz = 3.09, df = 4 (P = 0.54), I2= 0%
Test for overall effect: Z = 1.67 (P = 0.09)
0.01 0.1 1 10 100
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRiIs versus placebo
Outcome: 03 Leaving the Study early: Due to adverse events
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 At end of treatment - Cancer
FISCH2003-Cancer 4/83 2/80 —_——— 6.86 1.93 [0.36, 10.23] 1
MORROW2003-Cancer 2/277 0/272 > 1.70 4.91 [0.24, 101.80] 1
MUSSELMAN2006-Cancer 2/13 2/11 — = 7.30 0.85 [0.14, 5.06] 1
RAZAVI1996-Cancer 7/45 2/46 —_ 6.66 3.58 [0.79, 16.31] 1
Subtotal (95% CI) 418 409 ‘ 22.52 2.29 [0.95, 5.50]
Total events: 15 (Treatment), 6 (Control)
Test for heterogeneity: Chi2 = 1.81, df =3 (P = 0.61), 12 = 0%
Test for overall effect: Z = 1.85 (P = 0.06)
02 At end of treatment - CVD
GLASSMAN2002-CVD 16/186 11/183 — . 37.35 1.43 [0.68, 3.00] 0
Subtotal (95% CI) 186 183 -l 37.35 1.43 [0.68, 3.00]
Total events: 16 (Treatment), 11 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
03 At end of treatment - COPD + Asthma
LACASSE2004-COPD 1/12 0/11 1.75 2.77 [0.12, 61.65] 1
Subtotal (95% CI) 12 11 e — 1.75 2.77 [0.12, 61.65]
Total events: 1 (Treatment), O (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.64 (P = 0.52)
04 At end of treatment - Diabetes
LUSTMANZ2000-Diabetes 1/30 1/30 3.37 1.00 [0.07, 15.26] 1
SCT-MD-24- Diabetes 3/84 2/84 —_— 6.74 1.50 [0.26, 8.75] 1
Subtotal (95% ClI) 114 114 e 10.10 1.33 [0.31, 5.82]
Total events: 4 (Treatment), 3 (Control)
Test for heterogeneity: Chi2 = 0.06, df =1 (P = 0.81), 2= 0%
Test for overall effect: Z = 0.38 (P = 0.70)
05 At end of treatment - MS
EHDE2008-MS 2/22 0/20 1.76 4.57 [0.23, 89.72] 1
Subtotal (95% CI) 22 20 e — 1.76 4.57 [0.23, 89.72]
Total events: 2 (Treatment), 0 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.00 (P = 0.32)
06 At end of treatment - Stroke
ANDERSON1994-Stroke 6/33 2/33 —t 6.74 3.00 [0.65, 13.80] 0
ROBINSON2000-Stroke 3/23 2/17 - 7.75 1.11 [0.21, 5.92] 0
Subtotal (95% CI) 56 50 i 14.48 1.99 [0.66, 5.97]
Total events: 9 (Treatment), 4 (Control)
Test for heterogeneity: Chiz = 0.75, df = 1 (P = 0.39), I2 = 0%
Test for overall effect: Z = 1.23 (P = 0.22)
07 At end of treatment - Parkinson’s
DEVOS2008-Parkinson's 2/15 0/16 » 1.63 5.31 [0.28, 102.38] 0
MENZA2008-Parkinson's 6/18 3/17 — - 10.39 1.89 [0.56, 6.38] 0
Subtotal (95% CI) 33 33 el 12.03 2.35 [0.77, 7.21]
Total events: 8 (Treatment), 3 (Control)
Test for heterogeneity: Chi2 = 0.42, df =1 (P = 0.52), I2 = 0%
Test for overall effect: Z = 1.50 (P = 0.13)
Total (95% CI) 841 820 L 2 100.00 1.89 [1.23, 2.89]
Total events: 55 (Treatment), 27 (Control)
Test for heterogeneity: Chiz = 4.26, df =12 (P = 0.98), I2 = 0%
Test for overall effect: Z = 2.92 (P = 0.004)
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Review:
Comparison:
Outcome:

DCHP - Pharm - by drug class
02 SSRIs versus placebo
10 Mortality

Study Treatment
or sub-category n/N

Control
n/N

RR (fixed)

Weight
95% CI %

RR (fixed)
95% Cl

Order

01 At end of treatment - COPD + Asthma
LACASSE2004-COPD 1/12
Subtotal (95% CI) 12
Total events: 1 (Treatment), 1 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.06 (P = 0.95)

02 At end of treatment - General medical
EVANS1997-GM 4/39
Subtotal (95% CI) 39
Total events: 4 (Treatment), 4 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.15 (P = 0.88)

Total (95% CI) 51
Total events: 5 (Treatment), 5 (Control)

Test for heterogeneity: Chi2 = 0.01, df = 1 (P = 0.90), I12= 0%

Test for overall effect: Z = 0.10 (P = 0.92)

1/11
11

4/43
43

54

21.
21.

100.
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00

.92
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.10
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Review:
Comparison:
Outcome:

DCHP - Pharm - by drug class
02 SSRIs versus placebo

Study Treatment

or sub-category n/N

Control

n/N

0.01 0.1

10 100

Favours treatment Favours control

30 Depression: 1. Not achieving success/ remission (reaching a specified cut-off) - patient rated

RR (fixed)
95% ClI

—— T
——
1

Weight
%

RR (fixed)

95% ClI

Order

01 At end of treatment - Diabetes
LUSTMANZ2000-Diabetes 14/30
Subtotal (95% ClI) 30
Total events: 14 (Treatment), 19 (Control)

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.27 (P = 0.20)

19/30
30

.
e

100.00
100.00

0.
0.
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRis versus placebo

Outcome: 31 Depression: 1. Not achieving success/ remission (reaching a specified cut-off) - observer rated

Study Treatment

or sub-category

Control
n/N

RR (fixed)
95% CI

Weight

%

RR (fixed)
95% ClI Order

01 At end of treatment - Cancer

MUSSELMAN2006-Cancer 10/13
RAZAVI1996-Cancer 40/45
Subtotal (95% CI)

Total events: 50 (Treatment), 52 (Control)

Test for heterogeneity: Chiz = 0.00, df = 1 (P = 0.96), I2= 0%

Test for overall effect: Z = 0.80 (P = 0.43)

02 At end of treatment - CVD

LESPERANCE2007-CVD 48/75
STRIK2000-CVD 20/27
Subtotal (95% CI)

Total events: 68 (Treatment), 74 (Control)

Test for heterogeneity: Chiz = 0.04, df = 1 (P = 0.85), 2= 0%

Test for overall effect: Z = 1.86 (P = 0.06)

03 At end of treatment - COPD + Asthma

BROWN2005-Asthma 24/41
Subtotal (95% CI)

Total events: 24 (Treatment), 30 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.38 (P = 0.17)

04 At end of treatment - Diabetes

LUSTMAN2000-Diabetes 17/30
SCT-MD-24- Diabetes 40/84
Subtotal (95% CI)

Total events: 57 (Treatment), 71 (Control)

Test for heterogeneity: Chiz = 0.25, df = 1 (P = 0.61), 2= 0%

Test for overall effect: Z = 1.86 (P = 0.06)

05 At end of treatment - HIV

RABKIN1999-HIV 39/81
RABKIN2004-HIV 23/46
Subtotal (95% CI)

Total events: 62 (Treatment), 44 (Control)

Test for heterogeneity: Chiz = 1.29, df = 1 (P = 0.26), I2= 22.6%
Test for overall effect: Z=1.17 (P = 0.24)

06 At end of treatment - MS

EHDE2008-MS 12/22
Subtotal (95% CI)

Total events: 12 (Treatment), 15 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.36 (P = 0.17)

07 At end of treatment - Stroke

FREUHWALD2003-Stroke 10/28
MURRAY2005ALL-Stroke 31/62
YANG2002-Stroke 33/64
Subtotal (95% CI)

Total events: 74 (Treatment), 95 (Control)

Test for heterogeneity: Chiz = 7.51, df = 2 (P = 0.02), 2= 73.4%
Test for overall effect: Z = 3.22 (P = 0.001)

08 At end of treatment - Parkinson’s

DEVOS2008-Parkinson's 8/15
Subtotal (95% CI)

Total events: 8 (Treatment), 13 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.56 (P = 0.12)

Total (95% CI)

Total events: 355 (Treatment), 394 (Control)

Test for heterogeneity: Chiz = 19.48, df = 13 (P = 0.11), 12 = 33.2%
Test for overall effect: Z = 4.84 (P < 0.00001)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo
Outcome: 32 Depression: 2. Non-response (not achieving 50% reduction from baseline) - patient rated e.g. BDI
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Cancer
FISCH2003-Cancer 16/64 28/64 —a— 30.03 .57 [0.34, 0.95] 1
RAZAVI1996-Cancer 37/45 37/46 39.90 .02 [0.84, 1.24] 1
Subtotal (95% ClI) 109 110 & 69.93 .79 [0.40, 1.57]
Total events: 53 (Treatment), 65 (Control)
Test for heterogeneity: Chiz = 6.50, df = 1 (P = 0.01), I> = 84.6%
Test for overall effect: Z = 0.67 (P = 0.50)
03 At end of treatment - Diabetes
LUSTMAN2000-Diabetes 12/30 20/30 —— 30.07 .60 [0.36, 1.00 1
Subtotal (95% ClI) 30 30 ’ 30.07 .60 [0.36, 1.00
Total events: 12 (Treatment), 20 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.98 (P = 0.05)
Total (95% CI) 139 140 - 100.00 .73 [0.44, 1.22]
Total events: 65 (Treatment), 85 (Control)
Test for heterogeneity: Chi2 = 10.05, df = 2 (P = 0.007), |2 = 80.1%
Test for overall effect: Z = 1.19 (P = 0.23)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRiIs versus placebo

Outcome: 33 Depression: 2. Non-response (not achieving 50% reduction from baseline) - observer rated e.g. HAMD, MADRS

Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI Order
01 At end of treatment - Cancer

MUSSELMAN2006-cancer 7/13 5/11 B 2.65 1.18 [0.52, 2.69]
RAZAVI1996-Cancer 31/45 31/46 — - 7.48 1.02 [0.77, 1.35]
Subtotal (95% CI) 58 57 - 10.13 1.04 [0.80, 1.35]
Total events: 38 (Treatment), 36 (Control)

Test for heterogeneity: Chiz=0.11, df = 1 (P = 0.73), 2= 0%

Test for overall effect: Z = 0.28 (P = 0.78)

02 At end of treatment - CVD

LESPERANCE2007-CVD 33/175 38/67 — - 6.85 0.78 [0.56, 1.08]
STRIK2000-CVD 14/27 20/27 - 5.68 0.70 [0.46, 1.07]
Subtotal (95% Cl) 102 94 - 12.53 0.75 [0.57, 0.97]
Total events: 47 (Treatment), 58 (Control)

Test for heterogeneity: Chiz=0.14, df = 1 (P = 0.71), 2= 0%

Test for overall effect: Z = 2.20 (P = 0.03)

03 At end of treatment - COPD + Asthma

BROWN2005-Asthma 19/41 21/41 —- 5.48 0.90 [0.58, 1.41]
Subtotal (95% Cl) 41 41 i 5.48 0.90 [0.58, 1.41]
Total events: 19 (Treatment), 21 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.44 (P = 0.66)

04 At end of treatment - Diabetes

LUSTMAN2000-diabetes 14/30 19/30 — = 5.21 0.74 [0.46, 1.18]
SCT-MD-24- Diabetes 33/84 37/84 — - 6.49 0.89 [0.62, 1.28]
Subtotal (95% Cl) 114 114 - 11.70 0.83 [0.63, 1.11]
Total events: 47 (Treatment), 56 (Control)

Test for heterogeneity: Chiz = 0.41, df = 1 (P = 0.52), 2= 0%

Test for overall effect: Z = 1.27 (P = 0.20)

05 At end of treatment - General medical

EVANS1997-GM 25/39 35/43 - 7.56 0.79 [0.60, 1.04]
Subtotal (95% CI) 39 43 e i 7.56 0.79 [0.60, 1.04]
Total events: 25 (Treatment), 35 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.70 (P = 0.09)

06 At end of treatment - HIV

RABKIN2004-HIV 22/46 23/46 —- 5.78 0.96 [0.63, 1.45]
Subtotal (95% Cl) 46 46 i 5.78 0.96 [0.63, 1.45]
Total events: 22 (Treatment), 23 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.21 (P = 0.83)

07 At end of treatment - MS

EHDE2008-MS 10/22 12/20 4.16 0.76 [0.42, 1.35]
Subtotal (95% CI) 22 20 4.16 0.76 [0.42, 1.35]
Total events: 10 (Treatment), 12 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.94 (P = 0.35)

08 At end of treatment - Parkinson’s

DEVOS2008-Parkinson's 7/15 12/16 —_—- 3.93 0.62 [0.34, 1.15]
LEENTJENS2003-Parkin 3/6 2/6 1.12 1.50 [0.38, 6.00]
MENZA2008-Parkinson's 16/18 13/17 = 7.11 1.16 [0.85, 1.59]
WERMUTH1998-Parkin 9/18 8/19 B e E— 3.29 1.19 [0.59, 2.39]
Subtotal (95% CI) 57 58 i 15.45 1.03 [0.75, 1.42]
Total events: 35 (Treatment), 35 (Control)

Test for heterogeneity: Chiz = 3.74, df = 3 (P = 0.29), 12 = 19.8%

Test for overall effect: Z=0.17 (P = 0.86)

09 At end of treatment - Stroke

ANDERSON1994-Stroke 17/33 24/33 —-— 6.09 0.71 [0.48, 1.05]
MURRAY2005ALL-Stroke 33/62 37/61 —-—— 7.12 0.88 [0.64, 1.19]
ROBINSON2000-Stroke 21/23 13/17 —-— 7.34 1.19 [0.89, 1.60]
WIART2000-Stroke 6/16 10/15 B 3.14 0.56 [0.27, 1.16]
YANG2002-Stroke 8/64 42/57 = 3.52 0.17 [0.09, 0.33]
Subtotal (95% Cl) 198 183 e 27.21 0.62 [0.34, 1.12]
Total events: 85 (Treatment), 126 (Control)

Test for heterogeneity: Chiz = 39.47, df = 4 (P < 0.00001), 12 = 89.9%

Test for overall effect: Z = 1.59 (P = 0.11)

Total (95% CI) 677 656 L 4 100.00 0.83 [0.71, 0.97]
Total events: 328 (Treatment), 402 (Control)

Test for heterogeneity: Chi2 = 44.48, df = 18 (P = 0.0005), 12 = 59.5%

Test for overall effect: Z = 2.37 (P = 0.02)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRiIs versus placebo
Outcome: 34 Depression: 3. Patient-rated Continuous measures
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 Mean Change - Cancer
FISCH2003-Cancer 38 -3.30(8.61) 45 -0.55(8.81) —_— 8.96 -0.31 [-0.75, 0.12] 1
MORROW?2003-Cancer 244 -2.80(14.37) 235 -1.00(14.42) 52.61 -0.12 [-0.30, 0.05] 1
Subtotal (95% CI) 282 280 : 61.57 -0.15 [-0.32, 0.01]
Test for heterogeneity: Chi2 = 0.61, df =1 (P = 0.43), 2= 0%
Test for overall effect: Z = 1.80 (P = 0.07)
02 Mean Change - CVD
MCFARLANE2001-CVD 12 -6.00(2.50) 15 4.00(8.27) — 2.21 -1.51 [-2.39, -0.64] 0
Subtotal (95% Cl) 12 15 - 2.21 -1.51 [-2.39, -0.64]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.39 (P = 0.0007)
03 Mean Change - Chronic renal and hepatic
BLUMENFIELD97-Renal 6 -9.57(11.97) 7 -8.80(11.97) _ 1.42 -0.06 [-1.15, 1.03] 1
Subtotal (95% Cl) 6 7 —l— 1.42 -0.06 [-1.15, 1.03]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.11 (P = 0.91)
04 Mean Change - COPD + Asthma
BROWN2005-Asthma 41 -17.80(14.10) 41 -20.00(14.90) e 9.00 0.15 [-0.28, 0.58] 1
EISER2005-COPD 14 -5.00(11.31) 14 -2.00(11.40) — = 3.05 -0.26 [-1.00, 0.49] 1
LACASSE2004-COPD 8 -5.40(10.03) 7 -1.80(10.03) —_— 1.61 -0.34 [-1.36, 0.69] 1
Subtotal (95% CI) 63 62 <o 13.67 0.00 [-0.35, 0.35]
Test for heterogeneity: Chi2 = 1.34, df =2 (P = 0.51), I2 = 0%
Test for overall effect: Z = 0.01 (P = 0.99)
05 Mean Change - Diabetes
LUSTMAN2000-diabetes 27 -14.00(11.81) 27 -8.80(14.05) —= 5.82 -0.39 [-0.93, 0.14]
PAILEHYVARINENO3-diabetes 7 -6.57(5.80) 6 -5.83(6.24) —s— 1.42 -0.11 [-1.21, 0.98]
PAILEHYVARINENO7-diabetes 23 -1.80(4.28) 14 -2.00(4.38) —— 3.83 0.05 [-0.62, 0.71]
Subtotal (95% CI) 57 47 o 11.07 -0.21 [-0.60, 0.18]
Test for heterogeneity: Chi2 = 1.05, df =2 (P = 0.59), I2 = 0%
Test for overall effect: Z = 1.04 (P = 0.30)
06 Mean Change - MS
EHDE2008-MS 22 -14.10(17.06) 20 -12.30(12.39) —— 4.60 -0.12 [-0.72, 0.49]
Subtotal (95% CI) 22 20 - 4.60 -0.12 [-0.72, 0.49]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.38 (P = 0.70)
07 Mean Change - Stroke
FREUHWALD2003-Stroke 26 -6.10(7.92) 24 -4.10(9.16) _ 5.46 -0.23 [-0.79, 0.33]
Subtotal (95% CI) 26 24 o 5.46 -0.23 [-0.79, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.81 (P = 0.42)
Total (95% CI) 468 455 ¢ 100.00 -0.17 [-0.30, -0.04]
Test for heterogeneity: Chi? = 13.14, df = 11 (P = 0.28), 12 = 16.3%
Test for overall effect: Z = 2.54 (P = 0.01)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo

Outcome: 35 Depression: 4. Observer-rated Continuous measures

Study Treatment Control SMD (random) Weight SMD (random)

or sub-category N Mean (SD) Mean (SD) 95% CI % 95% CI

01 Mean Change - Cancer
MUSSELMAN2006-cancer 13 -7.62(5.80) 11 -11.27(5.98) 2.18 0.60 [-0.22, 1.42] 1
RAZAVI1996-Cancer 30 -12.50(10.00) 39 -10.20(11.69) 4.41 -0.21 [-0.68, 0.27] 1

Subtotal (95% CI) 43 50 6.59 0.12 [-0.65, 0.90]

Test for heterogeneity: Chiz = 2.75, df = 1 (P = 0.10), I2 = 63.7%

Test for overall effect: Z = 0.31 (P = 0.76)

02 Mean Change - CVD
GLASSMAN2002-CVD 186 -8.40(5.59) 183 -7.60(5.59) = 7.64 -0.14 [-0.35, 0
LESPERANCE2007-CVD 75 -16.10(9.96) 67 -12.60(9.97) - 6.02 -0.35 [-0.68, 0
STRIK2000-CVD 27 -8.34(5.87) 27 -5.84(5.92) —_— 3.85 -0.42 [-0.96, 0

Subtotal (95% CI) 288 277 <& 17.51 -0.22 [-0

Test for heterogeneity: Chiz = 1.65, df = 2 (P = 0.44), 12 = 0%

Test for overall effect: Z = 2.60 (P = 0.009)

03 Mean Change - Chronic renal and hepatic
BLUMENFIELD97-Renal 6 -9.00(7.33) 7 -7.50(7.33) _— 1.38 -0.19 [-1.28, 0.90] 1

Subtotal (95% Cl) 6 7 —~—e— 1.38 -0.19 [-1.28, 0.90]

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.34 (P = 0.73)

04 Mean Change - COPD + Asthma
BROWN2005-Asthma -20.50(20.63) 41 -18.80(20.63) _ 4.85 -0.08 [-0.51, 1
EISER2005-COPD 1 -9.00(11.40) 14 4.00(12.81) _ 2.29 -1.04 [-1.84 1

Subtotal (95% CI) 55 55 —~e—— 7.14 -0.50 [-1.43,

Test for heterogeneity: Chiz = 4.30, df = 1 (P = 0.04), I = 76.7%

Test for overall effect: Z = 1.05 (P = 0.29)

05 Mean Change - Diabetes
LUSTMAN2000-diabetes 27 -10.70(10.69) 27 -5.20(12.65) —— 3.84 .00, 0.08] 1
PAILEHYVARINENO3-dia d -4.00(3.46) 6 -1.50(3.97) _— 1.31 .76, 0.50] 1
SCT-MD-24- Diabetes 81 -16.78(9.90) 83 =-15.07(10.39) —= 6.34 .47, 0.14] 1

Subtotal (95% CI) 115 116 o 11.48 .52, 0.00]

Test for heterogeneity: Chiz = 1.30, df = 2 (P = 0.52), 12 = 0%

Test for overall effect: Z = 1.96 (P = 0.05)

06 Mean Change - General medical
TOLLEFSON1993a-GM 114 -9.80(8.10) 134 -6.20(6.90) — 7.02 -0.48 [-0.73, -0.23] 3
TOLLEFSON1993b-GM 112 -8.50(7.90) 95 -5.80(8.30) —= 6.74 -0.33 [-0.61, -0.06] 3
TOLLEFSON1993c-GM 68 -8.60(9.80) 60 -7.60(7.80) — 5.83 -0.11 [-0.46, 0.24] 3

Subtotal (95% CI) 294 289 <& 19.58 -0.34 [-0.53, -0.14]

Test for heterogeneity: Chiz = 2.84, df = 2 (P = 0.24), 12 = 29.5%

Test for overall effect: Z = 3.32 (P = 0.0009)

07 Mean Change - HIV
MAURI1994-HIV 16 -14.56(6.03) 10 -4.80(10.92) —_—— 2.04 -1.15 [-2.01, -0.29] 0
RABKIN1999-HIV 57 -13.10(7.31) 30 -10.40(7.72) —= 4.73 -0.36 [-0.80, 0.09] 0

Subtotal (95% CI) 3 40 i 6.76 -0.67 [-1.42, 0.09]

Test for heterogeneity: Chiz = 2,57, df = 1 (P = 0.11), 12 = 61.1%

Test for overall effect: Z = 1.73 (P = 0.08)

08 Mean Change- MS
EHDE2008-MS 22 -7.80(7.30) 20 -7.60(7.48) —_— 3.35 -0.03 [-0.63, 0.58] 1

Subtotal (95% CI) 22 20 e 3.35 -0.03 [-0.63, 0.58]

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.09 (P = 0.93)

09 Mean Change - PD
MENZA2008-Parkinson's 18 -6.37(8.47) 17 -3.48(8.08) —_— 2.95 -0.34 [-1.01, 0.33] 0
WERMUTH1998-Parkin 18 -4.92(5.70) 19 -3.34(5.78) — 3.07 -0.27 [-0.92, 0.38] 0

Subtotal (95% CI) 36 36 - 6.02 -0.30 [-0.77, 0.16)

Test for heterogeneity: Chiz = 0.02, df = 1 (P = 0.88), 12 = 0%

Test for overall effect: Z = 1.28 (P = 0.20)

10 Mean Change - Stroke
ANDERSON1994-Stroke 3 -8.00(6.00) 33 -4.80(4.60) _ 4.26 -0.59 [-1.09, -0.10] 0
CHEN2002-Stroke .90(4.46) 20 -1.60(3.98) _ 2.62 -1.92 [-2.65, -1.19] 0
FREUHWALD2003-Stroke 26 30(12.00) 24 -19.10(15.10) —_— 3.70 -0.30 [-0.86, 0.25] 0
MURRAY2005MDD-Stroke 41 -9.30(12.19) 35 -10.00(10.84) — - 4.67 0.06 [-0.39, 0.51] 0
ROBINSON2000-Stroke 14 -1.90(8.94) 13 -5.30(7.78) —_—= 2.44 0.39 [-0.37, 1.16] 0
WIART2000-Stroke 16 -16.60(8.20) 15 -8.40(7.80) _ 2.49 -1.00 [-1.75, -0.24] 0

Subtotal (95% Cl) 154 140 i 20.18 -0.54 [-1.12, 0.04]

Test for heterogeneity: Chiz = 27.85, df = 5 (P < 0.0001), I2 = 82.0%

Test for overall effect: Z = 1.83 (P = 0.07)

Total (95% Cl) 1086 1030 * 100.00 -0.33 [-0.47, -0.19]

Test for heterogeneity: Chiz = 50.01, df = 24 (P = 0.001), |2 = 52.0%

Test for overall effect: Z = 4.68 (P < 0.00001)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo
Outcome: 36 Depression: 5. Recurrence/ Relapse of depression
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Diabetes

LUSTMAN2006-Diabetes 27/79 38/73 A 100.00 0.66 [0.45, 0.96] 1
Subtotal (95% CI) 79 73 ’ 100.00 0.66 [0.45, 0.96]
Total events: 27 (Treatment), 38 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.19 (P = 0.03)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 40 Mental State: Continuous measures 1. Hamilton Anxiety Scale
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Cancer

RAZAVI11996-Cancer 30 12.90(7.20) 39 14.60(8.30) . 23.51 -1.70 [-5.36, 1.96] 1
Subtotal (95% Cl) 30 39 el 23.51 -1.70 [-5.36, 1.96]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.91 (P = 0.36)
02 At end of treatment - Diabetes

PAILEHYVARINENO3-Diabetes 7 -5.43(5.32) 6 -0.67(4.63) < 10.79 -4.76 [-10.17, 0.65] 1

SCT-MD-24- Diabetes 77 -8.40(6.67) 81 -7.41(7.38) — 65.71 -0.99 [-3.18, 1.20] 1
Subtotal (95% CI) 84 87 - 76.49 -1.52 [-3.55, 0.51]
Test for heterogeneity: Chiz = 1.60, df = 1 (P = 0.21), 12 = 37.6%
Test for overall effect: Z = 1.47 (P = 0.14)
Total (95% CI) 114 126 ’ 100.00 -1.56 [-3.34, 0.21]
Test for heterogeneity: Chiz = 1.61, df = 2 (P = 0.45), 2= 0%
Test for overall effect: Z = 1.73 (P = 0.08)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo
Outcome: 41 Mental State: Continuous measures 2. Global symptom measures e.g CGI, SCL-90, POMS
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Mean change - Cancer
MORROW?2003-Cancer 244 11.40(15.78) 235 15.20(17.94) [ | 60.75 -0.22 [-0.40, -0.05] 1
MUSSELMAN2006-cancer 13 -0.77(0.93) 11 -1.09(0.83) —r 2.99 0.35 [-0.46, 1.16] 1
RAZAVI1996-Cancer 30 0.60(0.40) 39 0.70(0.50) —=— 8.61 -0.22 [-0.69, 0.26] 1
Subtotal (95% CI) 287 285 ‘ 72.34 -0.20 [-0.36, -0.04]
Test for heterogeneity: Chi2 = 1.84, df = 2 (P = 0.40), 12 = 0%
Test for overall effect: Z = 2.38 (P = 0.02)
02 Mean Change - Chronic renal and hepatic
BLUMENFIELD97-Renal 6 -4.43(14.31) 7 -3.20(14.31) —_—a 1.65 -0.08 [-1.17, 1.01] 1
Subtotal (95% CI) 6 7 ‘ 1.65 -0.08 [-1.17, 1.01]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.14 (P = 0.89)
03 Mean Change - Diabetes
SCT-MD-24- Diabetes 81 -1.96(1.35) 83 -1.66(1.28) —=r 20.80 -0.23 [-0.53, 0.08] 1
Subtotal (95% CI) 81 83 <& 20.80 -0.23 [-0.53, 0.08]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.45 (P = 0.15)
04 Mean Change - MS
EHDE2008-MS 22 -0.90(0.92) 20 -0.50(0.85) —a— 5.21 -0.44 [-1.06, 0.17] 1
Subtotal (95% CI) 22 20 - 5.21 -0.44 [-1.06, 0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.41 (P = 0.16)
Total (95% CI) 396 395 ¢ 100.00 -0.22 [-0.36, -0.08]
Test for heterogeneity: Chi2 = 2.46, df =5 (P = 0.78), 2= 0%
Test for overall effect: Z = 3.03 (P = 0.002)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo
Outcome: 50 QoL: 1. Continuous measures e.g. SQOLI, FACT-G
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
01 Mean Change - Cancer
FISCH2003-Cancer 38 -8.82(24.40) 45 -5.64(24.59) —=— 16.06 -0.13 [-0.56, 0.30] 1
RAZAVI11996-Cancer 30 -2.00(2.90) 39 -1.10(2.91) —= 13.09 -0.31 [-0.79, 0.17] 1
Subtotal (95% CI) 68 84 <& 29.14 -0.21 [-0.53, 0.11]
Test for heterogeneity: Chiz = 0.29, df = 1 (P = 0.59), 12 = 0%
Test for overall effect: Z = 1.27 (P = 0.20)
02 Mean Change - CVD
GOTTLIEB2007-CVD 14 -38.00(10.00) 14 -30.00(6.00) — 4.84 -0.94 [-1.73, -0.15] 0
LESPERANCE2007-CVD 75 -0.14(0.41) 67 -0.02(0.41) —= 27.35 -0.29 [-0.62, 0.04] 0
Subtotal (95% CI) 89 81 L 2 32.19 -0.39 [-0.69, -0.08]
Test for heterogeneity: Chiz = 2.23, df = 1 (P = 0.14), 2= 55.2%
Test for overall effect: Z = 2.50 (P = 0.01)
03 Mean Change - Diabetes
PAILEHYVARINENO3-Diabetes 7 -60.50(270.60) 6 -129.40(139.40) —— 2.49 0.29 [-0.81, 1.39] 1
PAILEHYVARINENO7-Diabetes 23 -9.60(24.69) 14 -5.70(23.31) —=— 6.78 -0.16 [-0.82, 0.51] 1
SCT-MD-24- Diabetes 76 -10.76(11.42) 76 -7.71(10.90) = 29.40 -0.27 [-0.59, 0.05] 1
Subtotal (95% CI) 106 96 < 38.67 -0.22 [-0.49, 0.06]
Test for heterogeneity: Chiz = 0.96, df = 2 (P = 0.62), I2 = 0%
Test for overall effect: Z = 1.52 (P = 0.13)
Total (95% CI) 263 261 Q 100.00 -0.27 [-0.44, -0.10]
Test for heterogeneity: Chi2 = 4.36, df = 6 (P = 0.63), 12 = 0%
Test for overall effect: Z = 3.05 (P = 0.002)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo
Outcome: 51 Physical outcome / QoL - General physical functioning/ well-being (SF-36 physical component)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - CVD
GOTTLIEB2007-CVD 14 -9.00(13.04) 14 -2.00(15.62) —e 8.07 -0.47 [-1.23, 0.28] 0
Subtotal (95% CI) 14 14 = 8.07 -0.47 [-1.23, 0.28]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.23 (P = 0.22)
02 Mean Change - COPD + Asthma
BROWN2005-Asthma 41 =7.10(7.60) 41 -8.50(10.10) —— 24.32 0.16 [-0.28, 0.59] 1
EISER2005-COPD 14 4.00(21.23) 14 -2.00(15.56) — 8.21 0.31 [-0.43, 1.06] 1
Subtotal (95% CI) 55 55 <> 32.54 0.20 [-0.18, 0.57]
Test for heterogeneity: Chi2 = 0.13, df = 1 (P = 0.72), 12 = 0%
Test for overall effect: Z = 1.02 (P = 0.31)
03 Mean Change - Diabetes
SCT-MD-24- Diabetes 77 -0.23(8.69) 81 -0.49(7.83) E = 46.98 0.03 [-0.28, 0.34] 1
Subtotal (95% CI) 77 81 ‘ 46.98 0.03 [-0.28, 0.34]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.20 (P = 0.84)
04 At end of treatment - MS
EHDE2008-MS 22 -2.40(10.22) 20 -0.70(9.42) = 12.42 -0.17 [-0.78, 0.44] 1
Subtotal (95% CI) 22 20 D 12.42 -0.17 [-0.78, 0.44]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.55 (P = 0.58)
Total (95% ClI) 168 170 ¢ 100.00 0.02 [-0.19, 0.23]
Test for heterogeneity: Chi2 = 2.99, df = 4 (P = 0.56), 12 = 0%
Test for overall effect: Z = 0.17 (P = 0.86)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 52 Physical health outcome. 1. Fatigue
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Cancer (endpoint)

MORROW?2003-Cancer 244 52.30(19.21) 235 53.80(19.01) = 91.95 -0.08 [-0.26, 10] 1
Subtotal (95% CI) 244 235 ‘ 91.95 -0.08 [-0.26, 10]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.86 (P = 0.39)
02 At end of treatment - MS (endpoint)

EHDE2008-MS 22 53.40(31.30) 20 51.80(17.80) —e— .05 0.06 [-0.54, 0.67] 1
Subtotal (95% CI) 22 20 ‘ 8.05 0.06 [-0.54, 0.67]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.20 (P = 0.84)
Total (95% CI) 266 255 Q 100.00 -0.07 [-0.24, 0.10]
Test for heterogeneity: Chi2 = 0.19, df = 1 (P = 0.67), 12= 0%
Test for overall effect: Z = 0.77 (P = 0.44)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 53 Physical health outcome: 2. Asthma Control Questionnaire
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment - COPD + Asthma

BROWNZ2005-Asthma 41 -11.60(21.40) 41 -13.70(18.20) B 100.00 2.10 [-6.50, 10.70] 1
Subtotal (95% CI) 41 41 100.00 2.10 [-6.50, 10.70]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.48 (P = 0.63)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo
Outcome: 54 Physical health outcome: 3. Physical activity - PFSI, ADLI, functional independence
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - COPD + Asthma

BORSON1992-COPD 13 3.10(1.10) 17 3.20(1.10) —a— 19.72 -0.09 [-0.81, 0.63] 1
Subtotal (95% CI) 13 17 19.72 -0.09 [-0.81, 0.63]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.24 (P = 0.81)
02 At end of treatment - Stroke

CHEN2002-Stroke 24 -61.00(12.20) 20 -51.50(10.30) —a— 20.22 -0.82 [-1.44, -0.20] 0

ROBINSON2000-Stroke 14 -59.20(11.60) 13 -56.20(7.80) 19.53 -0.29 [-1.05, 0.47] 0

WIART2000-Stroke 16 -87.40(22.80) 15 -88.70(25.30) —— 19.81 0.05 [-0.65, 0.76] 0

YANG2002-Stroke 60 -69.60(8.10) 50 -50.10(7.40) —a— 20.72 -2.49 [-2.99, -1.98] 0
Subtotal (95% CI) 114 98 80.28 -0.90 [-2.13, 0.32]
Test for heterogeneity: Chi2 = 44.20, df = 3 (P < 0.00001), I2 = 93.2%
Test for overall effect: Z = 1.45 (P = 0.15)
Total (95% CI) 127 115 100.00 -0.74 [-1.79, 0.30]
Test for heterogeneity: Chi2 = 51.87, df = 4 (P < 0.00001), I2 = 92.3%
Test for overall effect: Z = 1.39 (P = 0.16)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 55 Physical health outcome: 4. Exercise tolerance test 6MWD (signs reversed)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment - COPD + Asthma

EISER2005-COPD 14 15.00(181.74) 14 -13.00(170.66) . 100.00 28.00 [-102.59, 158.59] 1
Subtotal (95% CI) 14 14 100.00 28.00 [-102.59, 158.59]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.42 (P = 0.67)

1000 -500 0 500 1000
Favours treatment Favours control

88



Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 56 Physical health outcome: 5. GHbA1c (%)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
01 At end of treatment - Diabetes
PAILEHYVARINENO3-dia 7 -0.44(0.37) 6 -0.07(0.33) 70.85 -0.37 [-0.75, 0.01] 1
PAILEHYVARINENO7-dia 23 8.30(0.93) 14 8.40(0.87) 29.15 -0.10 [-0.69, 0.49] 1
SCT-MD-24- Diabetes 75 0.00(0.00) 77 0.00(0.01) Not estimable 1
Subtotal (95% CI) 105 97 —l— 100.00 -0.29 [-0.61, 0.03]
Test for heterogeneity: Chi2 = 0.56, df = 1 (P = 0.45), I2 = 0%
Test for overall effect: Z=1.78 (P = 0.07)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 57 Physical health outcome: 6. Serum Glucose (mmol/l)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment (all drug classes/ SSRIs)
PAILEHYVARINENO7-diabetes 23 10.20(3.12) 14 10.80(2.94) 97.61 -0.60 [-2.60, 1.40] 1
SCT-MD-24- Diabetes 74 -1.80(37.00) 74 10.90(42.10) 2.39 -12.70 [-25.47, 0.07] 1
Subtotal (95% CI) 97 88 100.00 -0.89 [-2.86, 1.09]
Test for heterogeneity: Chi2 = 3.37, df = 1 (P = 0.07), I2=70.3%
Test for overall effect: Z = 0.88 (P = 0.38)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 58 Physical health outcome. 7. Serum C-peptide (nmol/l)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Diabetes
PAILEHYVARINENO7-diabetes 23 0.80(0.23) 14 0.70(0.26) -+ 100.00 0.10 [-0.07, 0.27] 1
Subtotal (95% CI) 23 14 @ 100.00 0.10 [-0.07, 0.27]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.18 (P = 0.24)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 59 Physical health outcome: 8. BMI
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Diabetes

PAILEHYVARINENO3-Diabetes 7 -0.26(0.88) 6 -0.31(0.38) 40.50 0.05 [-0.67, 0.77] 1

PAILEHYVARINENO7-Diabetes 23 31.20(0.93) 14 31.40(0.87) 59.50 -0.20 [-0.79, 0.39] 1
Subtotal (95% CI) 30 20 — 100.00 -0.10 [-0.56, 0.36]
Test for heterogeneity: Chi2 = 0.28, df = 1 (P = 0.60), 12 = 0%
Test for overall effect: Z = 0.42 (P = 0.67)

1 -0.5 0 05 1
Favours treatment Favours control

Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 60 Physical health outcome: 9. Medication compliance
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) Mean (SD) 95% ClI % 95% ClI Order
01 Averaged across the 8 weeks of the study (All drug classes / SSRIs)

LUSTMAN1997-Diabetes 14 -90.10(10.70) -87.80(11.00) < 100.00 -2.30 [-10.34, 5. 1
Subtotal (95% CI) 14 e 100.00 -2.30 [-10.34, 5.
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.56 (P = 0.57)
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Review: DCHP - Pharm - by drug class

Comparison: 02 SSRIs versus placebo
Outcome: 61 Physical health outcome: 10. Cognitive deficits (PDQ, MMSE)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment -MS

EHDE2008-MS 22 33.50(15.20) 20 40.40(12.60) —=— 41.54 -0.48 [-1.10, 0.13] 1
Subtotal (95% CI) 22 20 - 41.54 -0.48 [-1.10, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.54 (P = 0.12)
02 At end of treatment - Stroke

ROBINSON2000-Stroke 14 -25.90(7.50) 13 -24.50(6.80) —=— 27.44 -0.19 [-0.95, 0.57] 0

WIART2000-Stroke 16 -24.80(3.90) 15 -26.20(3.00) —T = 31.01 0.39 [-0.32, 1.10] 0
Subtotal (95% CI) 30 28 0 58.46 0.12 [-0.40, 0.64]
Test for heterogeneity: Chiz = 1.19, df = 1 (P = 0.27), 12 = 16.3%
Test for overall effect: Z = 0.45 (P = 0.66)
Total (95% CI) 52 48 <o 100.00 -0.13 [-0.53, 0.27]
Test for heterogeneity: Chi2 = 3.34, df = 2 (P = 0.19), 12 = 40.1%
Test for overall effect: Z = 0.65 (P = 0.52)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 70 AE: 1. Reported at least 1 adverse event
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Cancer

RAZAVI1996-Cancer 30/45 27/46 —— 30.10 .14 [0.83, 1.56] 1
Subtotal (95% CI) 45 46 2P 30.10 .14 [0.83, 1.56]
Total events: 30 (Treatment), 27 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.78 (P = 0.43)
02 At end of treatment - Diabetes

PAILEHYVARINENO3-Diabetes a/7 3/7 - 3.38 .33 [0.46, 3.88] 1
SCT-MD-24- Diabetes 71/83 59/83 5 N 66.51 .20 [1.02, 1.42] 1
Subtotal (95% Cl) 90 920 L 2 69.90 .21 [1.03, 1.43]
Total events: 75 (Treatment), 62 (Control)
Test for heterogeneity: Chiz = 0.04, df = 1 (P = 0.85), 12= 0%
Test for overall effect: Z = 2.27 (P = 0.02)
Total (95% CI) 135 136 & 100.00 .19 [1.02, 1.38]
Total events: 105 (Treatment), 89 (Control)
Test for heterogeneity: Chiz = 0.15, df = 2 (P = 0.93), 12 = 0%
Test for overall effect: Z = 2.26 (P = 0.02)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 71 AE: 2. Death or cardiac rehospitalisation
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
GLASSMAN2002-CVD 32/186 41/183 e = 98.80 0.77 [0.51, 1.16] 0
GOTTLIEB2007-CVD 1/14 0/14 - 14 1.20 3.00 [0.13, 67.91] 0
Total (95% CI) 200 197 P 100.00 0.79 [0.53, 1.20]
Total events: 33 (Treatment), 41 (Control)
Test for heterogeneity: Chiz = 0.72, df = 1 (P = 0.40), 12 = 0%
Test for overall effect: Z =1.10 (P = 0.27)
01 0.2 0.5 1 2 5 10
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 72 AE: 3. Continuous measures PRD-II|
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - COPD + Asthma

BROWN2005-Asthma 41 -3.30(4.80) 41 -4.10(5.20) 100.00 0.80 [-1.37, 2.97] 1
Subtotal (95% CI) 41 41 e 100.00 0.80 [-1.37, 2.97]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.72 (P = 0.47)
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Review: DCHP - Pharm - by drug class
Comparison: 02 SSRIs versus placebo
Outcome: 73 Treatment tolerance: 1. Observer-rated continuous measures
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Cancer (end pt)

RAZAVI1996-Cancer 30 14.00(11.90) 39 14.10(10.20) B 100.00 -0.01 [-0.48, 0.47] 1
Subtotal (95% CI) 30 39 100.00 -0.01 [-0.48, 0.47]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.04 (P = 0.97)
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TCAs versus placebo

Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 01 Leaving the study early: Any reason

Study Treatment Control
or sub-category n/N n/N

RR (fixed)
95% ClI

Weight

%

RR (fixed)

95% CI

Order

01 At end of treatment - COPD + Asthma

BORSON1992-COPD 5/18 1/18
Subtotal (95% CI) 18 18
Total events: 5 (Treatment), 1 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.54 (P = 0.12)

02 At end of treatment - General medical

TAN1994-GM 9/32 8/31
Subtotal (95% Cl) 32 31
Total events: 9 (Treatment), 8 (Control)

Test for heterogeneity: not applicable

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

03 At end of treatment - HIV

RABKIN1994-HIV 12/50 5/47
Subtotal (95% CI) 50 47
Total events: 12 (Treatment), 5 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.65 (P = 0.10)

04 At end of treatment - Stroke

LIPSEY1984-Stroke 6/17 7/22
ROBINSON2000-Stroke 3/16 4/17
Subtotal (95% CI) 33 39
Total events: 9 (Treatment), 11 (Control)

Test for heterogeneity: Chiz = 0.17, df = 1 (P = 0.68), 12 = 0%

Test for overall effect: Z = 0.03 (P = 0.97)

05 At end of treatment - Parkinson’s

MENZA2008-Parkinson's 5/17 6/17
Subtotal (95% CI) 17 17
Total events: 5 (Treatment), 6 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.37 (P = 0.71)

Total (95% CI) 150 152
Total events: 40 (Treatment), 31 (Control)

Test for heterogeneity: Chi2 = 4.61, df = 5 (P = 0.47), 12 = 0%

Test for overall effect: Z = 1.37 (P = 0.17)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 02 Leaving due to adverse events

Study Treatment
or sub-category n/N

Control
n/N

RR (fixed)
95% ClI

Weight
%

RR (fixed)

95% CI

Order

01 At end of treatment - COPD + Asthma
BORSON1992-COPD 3/18
Subtotal (95% CI) 18
Total events: 3 (Treatment), O (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.32 (P = 0.19)

02 At end of treatment - HIV

RABKIN1994-HIV 8/50
Subtotal (95% CI) 50
Total events: 8 (Treatment), 3 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.42 (P = 0.15)

03 At end of treatment - Stroke

LIPSEY1984-Stroke 6/17
ROBINSON2000-Stroke 2/16
Subtotal (95% CI) 33
Total events: 8 (Treatment), 6 (Control)

Test for heterogeneity: Chi2 = 0.31, df = 1 (P = 0.58), I12= 0%
Test for overall effect: Z = 1.02 (P = 0.31)

04 At end of treatment - Parkinson’s
MENZA2008-Parkinson’s 4/17
Subtotal (95% CI) 17
Total events: 4 (Treatment), 3 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.42 (P = 0.67)

Total (95% Cl) 118
Total events: 23 (Treatment), 12 (Control)

Test for heterogeneity: Chi2 = 1.66, df = 4 (P = 0.80), 12 = 0%
Test for overall effect: Z = 2.15 (P = 0.03)
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Review: DCHP - Pharm - by drug class

Comparison: 03 TCAs versus placebo

Outcome: 05 Mortality

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order

01 At end of treatment - COPD + Asthma
BORSON1992-COPD 0/18 1/18 B 59.62 0.33 [0.01, 7.68] 1
Subtotal (95% CI) 18 18 ——e 59.62 0.33 [0.01, 7.68]

Total events: 0 (Treatment), 1 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.69 (P = 0.49)

02 At end of treatment - General medical
TAN1994-GM 1/32 1/31 40.38 0.97 [0.06, 14.82] 1
Subtotal (95% CI) 32 31 + 40.38 0.97 [0.06, 14.82]

Total events: 1 (Treatment), 1 (Control)

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.02 (P = 0.98)

Total (95% CI) 50 49 el 100.00 0.59 [0.08, 4.32]

Total events: 1 (Treatment), 2 (Control)
Test for heterogeneity: Chiz = 0.25, df = 1 (P = 0.61), I> = 0%
Test for overall effect: Z = 0.52 (P = 0.60)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo

Outcome: 10 Depression: 1. Non-response (<50% improvement) - observer rated

Study Treatment
or sub-category n/N

Control

n/N

RR (fixed)

95% CI

Weight
%

RR (fixed)

95% ClI Order

01 At end of treatment - COPD + Asthma
BORSON1992-COPD 8/18
Subtotal (95% CI) 18
Total events: 8 (Treatment), 16 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.51 (P = 0.01)

02 At end of treatment - General medical
LAKSHMANAN1986-GM 1/11
Subtotal (95% CI) 11
Total events: 1 (Treatment), 6 (Control)

Test for heterogeneity: not applicable

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

03 At end of treatment - HIV

RABKIN1994-HIV 22/50
Subtotal (95% CI) 50
Total events: 22 (Treatment), 36 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 3.10 (P = 0.002)

04 At end of treatment - Stroke

ROBINSON2000-Stroke 6/16
Subtotal (95% CI) 16
Total events: 6 (Treatment), 13 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.04 (P = 0.04)

05 At end of treatment - Parkinson’s
MENZA2008-Parkinson's 8/17
Subtotal (95% ClI) 17
Total events: 8 (Treatment), 13 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.67 (P = 0.09)

Total (95% Cl) 112
Total events: 45 (Treatment), 84 (Control)

Test for heterogeneity: Chiz = 1.55, df = 4 (P = 0.82), 12= 0%
Test for overall effect: Z = 5.06 (P < 0.00001)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 11 Depression: 2. Not achieving success/ remission (reaching a specified cut-off) Patient-rated
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Stroke

KIMURA2000-Stroke 5/21 8/26 —— 44.27 .77 [0.30, 2.02] 0
Subtotal (95% CI) 21 26 — 44.27 .77 [0.30, 2.02]
Total events: 5 (Treatment), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.52 (P = 0.60)
04 At end of treatment - Diabetes

LUSTMAN1997-diabetes 6/14 9/14 —— 55.73 .67 [0.32, 1
Subtotal (95% CI) 14 14 —l— 55.73 .67 [0.32,
Total events: 6 (Treatment), 9 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.10 (P = 0.27)
Total (95% CI) 35 40 -l 100.00 .71 [0.40, 1.29]
Total events: 11 (Treatment), 17 (Control)
Test for heterogeneity: Chi2 = 0.06, df = 1 (P = 0.80), 12 = 0%
Test for overall effect: Z = 1.12 (P = 0.26)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 12 Depression: 3. Patient-rated continuous measures (End of treatment)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - General medical

LAKSHMANAN1986-GM 11 -4.10(6.20) 13 -1.50(8.84) —— 47.85 -0.32 [-1.13, 0.49] 1
Subtotal (95% Cl) 11 13 e _am 47.85 -0.32 [-1.13, 0.49]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.78 (P = 0.43)
02 Mean Change - Diabetes

LUSTMAN1997-diabetes 14 -10.20(5.29) 14 -5.80(5.29) —=— 52.15 -0.81 [-1.58, -0.03] 1
Subtotal (95% CI) 14 14 B 52.15 -0.81 [-1.58, -0.03]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.04 (P = 0.04)
Total (95% Cl) 25 27 R 100.00 -0.58 [-1.14, -0.02]
Test for heterogeneity: Chiz = 0.72, df = 1 (P = 0.40), 12 = 0%
Test for overall effect: Z = 2.02 (P = 0.04)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 20 Physical outcome / QoL - General physical functioning/ well-being (SF-36 etc)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - COPD + Asthma

BORSON1992-COPD 13 -8.80(15.40) 17 -2.70(15.13) E = 100.00 -6.10 [-17.14, 4.94] 1
Subtotal (95% CI) 13 17 100.00 -6.10 [-17.14, 4.94]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.08 (P = 0.28)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 25 Physical health outcome: 1. Symptom anxiety PRAS
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment - COPD + Asthma

BORSON1992-COPD 13 29.90(11.40) 17 45.30(28.60) - 100.00 -15.40 [-30.34, -0.46] 1
Subtotal (95% Cl) 13 17 L 100.00 -15.40 [-30.34, -0.46]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.02 (P = 0.04)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 26 Physical health outcome: 2. Somatic symptoms
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 End of treatment - COPD + Asthma

BORSON1992-COPD 17 15.40(3.40) 13 21.60(12.40) | 100.00 -6.20 [-13.13, 0.73] 1
Subtotal (95% CI) 17 13 100.00 -6.20 [-13.13, 0.73]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.75 (P = 0.08)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo

Outcome: 27 Physical health outcome: 3. Symptoms associated with breathing

Study Treatment
or sub-category N Mean (SD) N

Control
Mean (SD)

WMD (fixed) Weight
95% ClI %

WMD (fixed)
95% CI

Order

01 End of treatment - COPD + Asthma

BORSON1992-COPD 13 11.50(2.90) 17
Subtotal (95% CI) 13 17
Test for heterogeneity: not applicable
Test for overall effect: Z =1.39 (P = 0.16)

14.90(9.50)

— 100.00

———— 100.00

Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo
Outcome: 28 Physical health outcome: 4. Physical activity (HVID, ADL)

Study Treatment
or sub-category N Mean (SD) N

Control
Mean (SD)

-10 5 0 5 10
Favours treatment Favours control

WMD (fixed) Weight
95% CI %

WMD (fixed)
95% ClI

Order

01 At end of treatment - General medical

LAKSHMANAN1986-GM 11 6.80(3.90) 13
Subtotal (95% ClI) 11 13
Test for heterogeneity: not applicable
Test for overall effect: Z =0.19 (P = 0.85)

02 At end of treatment - Stroke

ROBINSONZ2000-Stroke 13 -60.50(12.20) 13
Subtotal (95% CI) 13 13
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.07 (P = 0.28)

Total (95% CI) 24 26
Test for heterogeneity: Chi2=1.08, df =1 (P = 0.30), 12=7.3%
Test for overall effect: Z =0.32 (P = 0.75)
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Review: DCHP - Pharm - by drug class
Comparison: 03 TCAs versus placebo

Outcome: 29 Physical health outcome: 5. Cognitive function (MMSE)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Stroke
KIMURA2000-Stroke 17 -26.47(1.14) 25 -25.44(1.14) —— 58.61 -0.89 [-1.53, -0.24]
ROBINSONZ2000-Stroke 13 -25.50(3.60) 13 -24.50(6.80) —=— 41.39 -0.18 [-0.95, 0.59]
Subtotal (95% Cl) 30 38 <o 100.00 -0.59 [-1.09, -0.10]
Test for heterogeneity: Chiz2=1.90, df = 1 (P = 0.17), 12 = 47.5%
Test for overall effect: Z =2.35 (P = 0.02)
-4 -2 0 2 4
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Third-generation drugs versus placebo
Review: DCHP - Pharm - by drug class
Comparison: 04 3rd generation ADs versus placebo
Outcome: 01 Leaving the study early: any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - CVD
VANDENBRINK2002-CVD 15/47 23/41 + 100.00 0.57 [0.35, 0.94] 0
Subtotal (95% CI) 47 41 . 100.00 0.57 [0.35, 0.94]

Total events: 15 (Treatment), 23 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.22 (P = 0.03)
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Review: DCHP - Pharm - by drug class
Comparison: 04 3rd generation ADs versus placebo
Outcome: 21 Depression: 1. Not achieving success/ remission (reaching a specified cut-off) - observer rated
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - CVD

VANDENBRINK2002-CVD 27/47 29/44 100.00 0.87 [0.63, 1.21] 0
Subtotal (95% CI) 47 44 100.00 0.87 [0.63, 1.21]
Total events: 27 (Treatment), 29 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.83 (P = 0.41)
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Review: DCHP - Pharm - by drug class
Comparison: 04 3rd generation ADs versus placebo
Outcome: 22 Depression: 2. Non-response (<50% reduction) - observer rated
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI 95% ClI Order
01 At end of treatment - CVD

VANDENBRINK2002-CVD 24/47 27/44 - 100.00 0.83 [0.58, 1.20] 0
Subtotal (95% ClI) 47 44 <O 100.00 0.83 [0.58, 1.20]
Total events: 24 (Treatment), 27 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.99 (P = 0.32)
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Review: DCHP - Pharm - by drug class
Comparison: 04 3rd generation ADs versus placebo
Outcome: 23 Depression 3: Continuous measures patient rated, e,g, BDI, HADS GDS
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - General medical

WISE2007-GM 155 -3.79(6.41) 78 -1.41(6.41) B 100.00 -0.37 [-0.64, -0.10] 3
Subtotal (95% ClI) 155 78 < 100.00 -0.37 [-0.64, -0.10]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.65 (P = 0.008)
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Review: DCHP - Pharm - by drug class
Comparison: 04 3rd generation ADs versus placebo

Outcome: 24 Depression: 4. Observer-rated continuous measures
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - CVD

VANDENBRINK2002-CVD 47 -8.00(11.61) 44 -5.56(11.61) —=- 30.79 -0.21 [-0.62, 0.20] 0
Subtotal (95% ClI) 47 44 <o 30.79 -0.21 [-0.62, 0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.99 (P = 0.32)
02 Mean Change - General medical

WISE2007-GM 155 -6.42(6.31) 78 -3.67(6.31) E 3 69.21 -0.43 [-0.71, -0.1l6] 3
Subtotal (95% CI) 155 78 ‘ 69.21 -0.43 [-0.71, -0.16]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.10 (P = 0.002)
Total (95% ClI) 202 122 ¢ 100.00 -0.36 [-0.59, -0.14]
Test for heterogeneity: Chiz2 = 0.80, df = 1 (P = 0.37), 2=0%
Test for overall effect: Z = 3.13 (P = 0.002)
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Review: DCHP - Pharm - by drug class
Comparison: 04 3rd generation ADs versus placebo
Outcome: 30 Physical outcome / QoL - General physical functioning/ well-being (SF-36 etc)
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - General medical

WISE2007-GM 155 -0.28(7.02) 78 0.73(7.02) — 100.00 -1.01 [-2.92, 0.90 1
Subtotal (95% Cl) 155 78 = 100.00 -1.01 [-2.92, 0.90
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
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Mianserin versus placebo

Review: DCHP - Pharm - by drug class
Comparison: 05 Mianserin versus placebo
Outcome: 01 Leaving the study early: Any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Cancer
COSTA1985-Cancer 7/36 15/37 — 49.20 0.48 [0.22, 1.04] 1
VANHEERINGEN96 Cancer 6/28 15/27 — 50.80 0.39 [0.18, 0.85] 1
Subtotal (95% CI) 64 64 e 100.00 0.43 [0.25, 0.75]
Total events: 13 (Treatment), 30 (Control)
Test for heterogeneity: Chiz = 0.15, df = 1 (P = 0.70), 12 = 0%
Test for overall effect: Z =2.99 (P = 0.003)
01 02 05 1 2 5 10
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Review: DCHP - Pharm - by drug class
Comparison: 05 Mianserin versus placebo
Outcome: 02 Leaving the study early due to lack of efficacy
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% ClI Order
01 At end of treatment - Cancer
COSTA1985-Cancer 0/36 2/37 = 18.05 0.21 [0.01, 4.14] 1
VANHEERINGEN96 Cancer 2/28 11/27 —B— 81.95 0.18 [0.04, 0.72] 1
Subtotal (95% CI) 64 64 . 100.00 0.18 [0.05, 0.65]
Total events: 2 (Treatment), 13 (Control)
Test for heterogeneity: Chi2 =0.01, df =1 (P =0.93), 2= 0%
Test for overall effect: Z =2.63 (P = 0.009)
001 01 1 10 100
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Review: DCHP - Pharm - by drug class

Comparison: 05 Mianserin versus placebo
Outcome: 03 Leaving the Study early: Due to adverse events
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Cancer

VANHEERINGEN96 Cancer 2/28 4/27 — B 100.00 0.48 [0.10, 2.42] 1
Subtotal (95% Cl) 28 27 el 100.00 0.48 [0.10, 2.42]
Total events: 2 (Treatment), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.89 (P = 0.38)
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Review: DCHP - Pharm - by drug class
Comparison: 05 Mianserin versus placebo
Outcome: 04 Depression: 2. Non-response (not achieving 50% reduction from baseline) - observer rated e.g. HAMD, MADRS
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
04 At end of treatment - Cancer

COSTA1985-Cancer 8/36 19/37 —B— 51.98 0.43 [0.22, 0.86] 1
VANHEERINGEN96 Cancer 9/28 17/27 —a 48.02 0.51 [0.28, 0.94] 1
Subtotal (95% CI) 64 64 o 100.00 0.47 [0.30, 0.74]
Total events: 17 (Treatment), 36 (Control)
Test for heterogeneity: Chi2 =0.13, df = 1 (P = 0.72), 2= 0%
Test for overall effect: Z = 3.22 (P = 0.001)
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Review: DCHP - Pharm - by drug class
Comparison: 05 Mianserin versus placebo
Outcome: 05 Depression: 3. Patient-rated continuous measures
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - Cancer

COSTA1985-Cancer 36 -15.90(13.29) 37 -8.70(15.28) = 100.00 -0.50 [-0.96, -0.03] 1
Subtotal (95% Cl) 36 37 <o 100.00 -0.50 [-0.96, -0.03]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.09 (P = 0.04)
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Review: DCHP - Pharm - by drug class
Comparison: 05 Mianserin vs. placebo

Outcome: 06 Depression: 4. Observer-rated continuous measures
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - Cancer
COSTA1985-Cancer 36 -12.41(7.33) 37 -7.60(10.52) —— 49.30 -0.52 [-0.99, -0.06] 1
MUSSELMAN2006 Cancer 11 -10.09(9.42) 11 -11.27(5.98) —E 15.35 0.14 [-0.69, 0.98] 1
VANHEERINGEN96 Cancer 28 -13.60(7.48) 27 -6.00(10.74) —a— 35.35 -0.81 [-1.36, -0.26] 1
Subtotal (95% CI) 75 75 < 100.00 -0.52 [-0.85, -0.20]
Test for heterogeneity: Chiz = 3.49, df =2 (P = 0.17), 12 = 42.8%
Test for overall effect: Z = 3.13 (P = 0.002)
-4 2 0 2 4
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Review: DCHP - Pharm - by drug class
Comparison: 05 Mianserin versus placebo
Outcome: 07 Mental State: Continuous measures 2. Global symptom measures e.g CGl, SCL-90, POMS
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 Mean Change - Cancer
COSTA1985-Cancer 36 -2.45(1.85) 37 -1.24(2.21) B = 100.00 -0.59 [-1.06, -0.12] 1
Subtotal (95% CI) 36 37 <o 100.00 -0.59 [-1.06, -0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.45 (P = 0.01)
-4 2 0 2 4
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Review: DCHP - Pharm - by drug class
Comparison: 05 Mianserin versus placebo
Outcome: 08 AE: 1. Reported at least 1 adverse event
Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Cancer
COSTA1985-Cancer 17/36 11/37 —m— 48.98 1.59 [0.87, 2.91] 1
VANHEERINGEN96 Cancer 11/28 17/27 —B— 51.02 0.62 [0.36, 1.07] 1
Subtotal (95% CI) 64 64 —ll 100.00 0.99 [0.39, 2.48]

Total events: 28 (Treatment), 28 (Control)
Test for heterogeneity: Chi2=5.13, df = 1 (P = 0.02), 12=80.5%
Test for overall effect: Z =0.03 (P = 0.98)
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Trazodone versus placebo

Review: DCHP - Pharm - by drug class
Comparison: 06 Trazodone versus placebo
Outcome: 01 Depression: 1. Continuous measures - patient rated
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Stroke
RAFFAELE1996-Stroke 11 -17.90(15.02) 11 -2.00(14.71) — 100.00 -1.03 [-1.93, -0.13] 0
Subtotal (95% CI) 11 11 <o 100.00 -1.03 [-1.93, -0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.24 (P = 0.03)
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Review: DCHP - Pharm - by drug class
Comparison: 06 Trazodone versus placebo
Outcome: 02 Physical health outcome: 1. Physical activities (ADL)
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment - Stroke
RAFFAELE1996-Stroke 11 -55.70(9.00) 11 -35.20(5.40) — 100.00 -2.66 [-3.86, -1.45] 0
Subtotal (95% CI) 11 11 ‘ 100.00 -2.66 [-3.86, -1.45]
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.33 (P < 0.0001)
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Review: DCHP - Pharm - by drug class
Comparison: 07 Psychostimulants versus placebo
Outcome: 01 Mean depression
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 HIV
WAGNER2000-HIV 11 7.50(3.90) 11 9.40(6.10) — 100.00 -1.90 [-6.18, 2.38] 0
Subtotal (95% CI) 11 11 — 100.00 -1.90 [-6.18, 2.38]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.87 (P = 0.38)
Total (95% CI) 11 11 —e 100.00 -1.90 [-6.18, 2.38]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.87 (P = 0.38)
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Any antidepressant versus placebo - sensitivity analysis removing non-blinded studies

Review: DCHP - Pharm - by drug class
Comparison: 11 Any antidepressant versus placebo (sensitivity analyses)
Outcome: 04 Leaving the study early: Due to adverse events
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI Order
01 At end of treatment - All studies
ANDERSON1994-Stroke 6/33 2/33 —t ') 5.37 3.00 [0.65, 13.80] 0
GLASSMAN2002-CVD 16/186 11/183 — 29.75 1.43 [0.68, 3.00] 0
LIPSEY1984-Stroke 6/17 4/22 = 9.36 1.94 [0.65, 5.81] 0
RABKIN1994-HIV 8/50 3/47 = 8.30 2.51 [0.71, 8.89] 0
ROBINSON2000-Stroke 3/23 2/17 6.17 1.11 [0.21, 5.92] 0
BORSON1992-COPD 3/18 0/18 L 1.34 7.00 [0.39, 126.48] 1
EHDE2008-MS 2/22 0/20 » 1.40 4.57 [0.23, 89.72] 1
FISCH2003-Cancer 4/83 2/80 - » 5.46 1.93 [0.36, 10.23] 1
LACASSE2004-COPD 1/12 0/11 » 1.40 2.77 [0.12, 61.65] 1
LUSTMAN2000-Diabetes 1/30 1/30 < » 2.68 1.00 [0.07, 15.26] 1
MORROW?2003-Cancer 2/277 0/272 » 1.35 4.91 [0.24, 101.80] 1
MUSSELMAN2006-Cancer 2/13 2/11 5.81 0.85 [0.14, 5.06] 1
RAZAVI1996-Cancer 7/45 2/46 = » 5.31 3.58 [0.79, 16.31] 1
SCT-MD-24- Diabetes 3/84 2/84 = 5.37 1.50 [0.26, 8.75] 1
VANHEERINGEN96cancer 2/28 4/27 +— 10.93 0.48 [0.10, 2.42] 1
Subtotal (95% CI) 921 901 D 100.00 1.81 [1.24, 2.65]
Total events: 66 (Treatment), 35 (Control)
Test for heterogeneity: Chi2 = 7.39, df = 14 (P = 0.92), 2= 0%
Test for overall effect: Z = 3.06 (P = 0.002)
02 At end of treatment - Removing subthreshold studies
ANDERSON1994-Stoke 6/33 2/33 - » 5.76 3.00 [0.65, 13.80] 0
GLASSMAN2002-CVD 16/186 11/183 —_— 31.93 1.43 [0.68, 3.00] 0
LIPSEY1984-Stroke 6/17 4/22 - 10.04 1.94 [0.65, 5.81] 0
RABKIN1994-HIV 8/50 3/47 - 8.91 2.51 [0.71, 8.89] 0
ROBINSON2000-Stroke 3/23 2/17 = 6.62 1.11 [0.21, 5.92] 0
BORSON1992-COPD 3/18 0/18 » 1.44 7.00 [0.39, 126.48] 1
EHDE2008-MS 2/22 0/20 » 1.51 4.57 [0.23, 89.72] 1
LACASSE2004-COPD 1/12 0/11 » 1.50 2.77 [0.12, 61.65] 1
LUSTMAN2000-Diabetes 1/30 1/30 <4 » 2.88 1.00 [0.07, 15.26] 1
MUSSELMAN2006-Cancer 2/13 2/11 6.24 0.85 [0.14, 5.06] 1
RAZAVI1996-Cancer 7/45 2/46 - » 5.70 3.58 [0.79, 16.31] 1
SCT-MD-24- Diabetes 3/84 2/84 - 5.76 1.50 [0.26, 8.75] 1
VANHEERINGEN96-Cancer 2/28 4/27 <4 = 11.73 0.48 [0.10, 2.42] 1
Subtotal (95% CI) 561 549 . 100.00 1.76 [1.19, 2.61]
Total events: 60 (Treatment), 33 (Control)
Test for heterogeneity: Chi2 = 6.90, df = 12 (P = 0.86), 2= 0%
Test for overall effect: Z = 2.80 (P = 0.005)
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Review: DCHP - Pharm - by drug class

Comparison: 11 Any antidepressant versus placebo (sensitivity analyses)

Outcome: 31 Depression: 1. Not achieving success/ remission (reaching a specified cut-off) - observer rated

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI 95% ClI

01 At end of treatment - All studies

FREUHWALD?2003-Stroke 10/28 8/26 —_— 1.93 1.16 [0.54, 2. 0
LESPERANCE2007-CVD 48/75 51/67 = 2.56 0.84 [0.68, 1. 0
MURRAY2005ALL-Stroke 31/62 34/61 —.— 7.99 0.90 [0.64, 1. 0
RABKIN1999-HIV 39/81 25/39 — 7.87 0.75 [0.54, 1. 0
RABKIN2004-HIV 23/46 19/39 — 4.80 1.03 [0.67, 1. 0
STRIK2000-CVD 20/27 23/27 —a— 5.36 0.87 [0.66, 1. 0
VANDENBRINK2002-CVD 27/47 29/44 —a— 6.99 0.87 [0.63, 1. 0
YANG2002-Stroke 33/64 53/57 —— 3.08 0.55 [0.43, 0. 0
BROWN2005-Asthma 24/41 30/41 om | 7.00 0.80 [0.58, 1. 1
EHDE2008-MS 12/22 15/20 —— 3.66 0.73 [0.46, 1. 1
LUSTMANZ2000-Diabetes 17/30 23/30 o 5.36 0.74 [0.51, 1. 1
MUSSELMAN2006-Cancer 10/13 9/11 — 2.27 0.94 [0.63, 1. 1
RAZAVI1996-Cancer 40/45 43/46 - 9.92 0.95 [0.84, 1. 1
SCT-MD-24- Diabetes 40/84 48/84 — 11.19 0.83 [0.62, 1. 1
Subtotal (95% Cl) 665 592 ¢ .00 0.82 [0.75, O.

Total events: 374 (Treatment), 410 (Control)

Test for heterogeneity: Chiz = 18.49, df = 13 (P = 0.14), 2= 29.7%

Test for overall effect: Z = 4.69 (P < 0.00001)

02 At end of treatment - Removing non double-blind studies

FREUHWALD2003-Stroke 10/28 8/26 e 2.23 1.16 [0.54, 2. 0
LESPERANCE2007-CVD 48/175 51/67 = 4.45 0.84 [0.68, 1. 0
MURRAY 2005ALL-Stroke 31/62 34/61 —.— 9.20 0.90 [0.64, 1. 0
RABKIN1999-HIV 39/81 25/39 —a 9.06 0.75 [0.54, 1. 0
RABKIN2004-HIV 23/46 19/39 S om 5.52 1.03 [0.67, 1. 0
STRIK2000-CVD 20/27 23/27 —— 6.17 0.87 [0.66, 1. 0
VANDENBRINK2002-CVD 27/47 29/44 - om| 8.04 0.87 [0.63, 1. 0
BROWN2005-Asthma 24/41 30/41 —a.— 8.05 0.80 [0.58, 1. 1
EHDE2008-MS 12/22 15/20 —a— 4.22 0.73 [0.46, 1. 1
LUSTMAN2000-Diabetes 17/30 23/30 —a— 6.17 0.74 [0.51, 1. 1
MUSSELMAN2006-Cancer 10/13 9/11 . 2.62 0.94 [0.63, 1. 1
RAZAVI11996-Cancer 40/45 43/46 - 11.41 0.95 [0.84, 1. 1
SCT-MD-24- Diabetes 40/84 48/84 — 12.88 0.83 [0.62, 1. 1
Subtotal (95% CI) 601 535 ¢ .00 0.86 [0.79, O.

Total events: 341 (Treatment), 357 (Control)
Test for heterogeneity: Chiz2 = 5.98, df = 12 (P = 0.92), 12= 0%
Test for overall effect: Z = 3.35 (P = 0.0008)
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Review: DCHP - Pharm - by drug class

Comparison: 11 Any antidepressant versus placebo (sensitivity analyses)

Outcome: 33 Depression: 2. Non-response (not achieving 50% reduction from baseline) - observer rated e.g. HAMD, MADRS

Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 At end of treatment - All studies

ANDERSON1994-Stroke 17/33 24/33 | 4.75 0.71 [0.48, 1.05]
LEENTJENS2003-Parkinson’s 3/6 2/6 0.40 1.50 [0.38, 6.00]
LESPERANCE2007-CVD 33/75 38/67 —— 7.94 0.78 [0.56, 1.08]
MURRAY2005ALL-Stroke 33/62 37/61 — 7.38 0.88 [0.64, 1.19]
RABKIN1994-HIV 22/50 36/47 —- 7.34 0.57 [0.40, 0.82]
RABKIN2004-HIV 22/46 23/46 — 4.55 0.96 [0.63, 1.45]
ROBINSON2000-Stroke 21/23 13/17 e 2.96 1.19 [0.89, 1.60]
STRIK2000-CVD 14/27 20/27 — 3.96 0.70 [0.46, 1.07]
VANDENBRINK2002-CVD 24/47 27/44 . 5.52 0.83 [0.58, 1.20]
WERMUTH1998-Parkinson’s 9/18 8/19 — 1.54 1.19 [0.59, 2.39]
WIART2000-Stroke 6/16 10/15 —a 2.04 0.56 [0.27, 1.16]
YANG2002-Stroke 8/64 42/57 <+———=—— 8.79 0.17 [0.09, 0.33]
BORSON1992-COPD 8/18 16/18 —a 3.17 0.50 [0.29, 0.86]
BROWN2005-Asthma 19/41 21/41 e 4.15 0.90 [0.58, 1.41]
COSTA1985-Cancer 8/36 19/37 —.—— 3.71 0.43 [0.22, 0.86]
EHDE2008-MS 10/22 12/20 —- 2.49 0.76 [0.42, 1.35]
EVANS1997-GM 25/39 35/43 —.— 6.59 0.79 [0.60, 1.04]
LAKSHMANAN1986-GM 1/11 6/13 < 1.09 0.20 [0.03, 1.40]
LUSTMAN2000-Diabetes 14/30 19/30 — - 3.76 0.74 [0.46, 1.18]
MUSSELMAN2006-Cancer 7/13 5/11 — 1.07 1.18 [0.52, 2.69]
RAZAVI1996-Cancer 31/45 31/46 — . 6.07 1.02 [0.77, 1.35]
SCT-MD-24- Diabetes 33/84 37/84 Bt 7.32 0.89 [0.62, 1.28]
VANHEERINGEN96-Cancer 9/28 17/27 3.42 0.51 [0.28, 0.94]
Subtotal (95% Cl) 834 809 ¢ 100.00 0.73 [0.67, 0.80]
Total events: 377 (Treatment), 498 (Control)

Test for heterogeneity: Chi2 = 54.21, df = 22 (P = 0.0002), I2 = 59.4%

Test for overall effect: Z = 6.64 (P < 0.00001)

02 At end of treatment - Removing non double-blind studies

ANDERSON1994-Stroke 17/33 24/33 —a— 5.21 0.71 [0.48, 1.05]
LEENTJENS2003-Parkinson’s 3/6 2/6 0.43 1.50 [0.38, 6.00]
LESPERANCE2007-CVD 33/75 38/67 — 8.71 0.78 [0.56, 1.08]
MURRAY2005ALL-Stroke 33/62 37/61 —-— 8.09 0.88 [0.64, 1.19]
RABKIN1994-HIV 22/50 36/47 — - 8.05 0.57 [0.40, 0.82]
RABKIN2004-HIV 22/46 23/46 —.— 4.99 0.96 [0.63, 1.45]
ROBINSON2000-Stroke 21/23 13/17 —-— 3.24 1.19 [0.89, 1.60]
STRIK2000-CVD 14/27 20/27 —- 4.34 0.70 [0.46, 1.07]
VANDENBRINK2002-CVD 24/47 27/44 —.— 6.05 0.83 [0.58, 1.20]
WERMUTH1998-Parkinson’s 9/18 8/19 —_— - 1.69 1.19 [0.59, 2.39]
WIART2000-Stroke 6/16 10/15 —_—-—— 2.24 0.56 [0.27, 1.16]
BORSON1992-COPD 8/18 16/18 —. 3.47 0.50 [0.29, 0.86]
BROWN2005-Asthma 19/41 21/41 —-— 4.56 0.90 [0.58, 1.41]
COSTA1985-Cancer 8/36 19/37 —.——— 4.07 0.43 [0.22, 0.86]
EHDE2008-MS 10/22 12/20 —.— 2.73 0.76 [0.42, 1.35]
EVANS1997-GM 25/39 35/43 —-— 7.22 0.79 [0.60, 1.04]
LAKSHMANAN1986-GM 1/11 6/13 < 1.19 0.20 [0.03, 1.40]
LUSTMAN2000-Diabetes 14/30 19/30 —a—— 4.12 0.74 [0.46, 1.18]
MUSSELMAN2006-cancer 7/13 5/11 _— - 1.18 1.18 [0.52, 2.69]
RAZAVI1996-Cancer 31/45 31/46 —- 6.65 1.02 [0.77, 1.35]
SCT-MD-24- Diabetes 33/84 37/84 —-—— 8.03 0.89 [0.62, 1.28]
VANHEERINGEN96-Cancer 9/28 17/27 3.75 0.51 [0.28, 0.94]
Subtotal (95% CI) 770 752 < 100.00 0.79 [0.72, 0.86]
Total events: 369 (Treatment), 456 (Control)

Test for heterogeneity: Chi2 = 30.54, df = 21 (P = 0.08), I2=31.2%

Test for overall effect: Z = 5.08 (P < 0.00001)
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Any antidepressant versus placebo - sensitivity analysis removing subthreshold studies

See next page.
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Review: DCHP - Pharm - by drug class

Comparison: 11 Any antidepressant versus placebo (sensitivity analyses)

Outcome: 34 Depression: 3. Patient-rated continuous measures

Study Treatment Control SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order

01 Mean Change - All studies
FREUHWALD2003-Stroke 26 -6.10(7.92) 24 -4.10(9.16) — 3.96 -0.23 [-0.79, 0.33] 0
MCFARLANE2001-CVD 12 -6.00(2.50) 15 4.00(8.27) —_— 1.60 -1.51 [-2.39, -0.64] 0
RAFFAELE1996-Stroke 11 -17.90(15.02) 11 -2.00(14.71) —_— 1.51 -1.03 [-1.93, -0.13] 0
BLUMENFIELD97-Renal 6 -9.57(11.97) 7 -8.80(11.97) — = 1.03 -0.06 [-1.15, 1.03] 1
BROWN2005-Asthma 41 -17.80(14.10) 41 -20.00(14.90) —=— 6.53 0.15 [-0.28, 0.58] 1
COSTA1985-Cancer 36 -15.90(13.29) 37 -8.70(15.28) —= 5.65 -0.50 [-0.96, -0.03] 1
EHDE2008-MS 22 -14.10(17.06) 20 -12.30(12.39) —_— 3.34 -0.12 [-0.72, 0.49] 1
EISER2005-COPD 14 -5.00(11.31) 14 -2.00(11.40) —_—1 2.22 -0.26 [-1.00, 0.49] 1
FISCH2003-Cancer 38 -3.30(8.61) 45 -0.55(8.81) — 6.50 -0.31 [-0.75, 0.12] 1
LACASSE2004-COPD 8 -5.40(10.03) 7 -1.80(10.03) _ 1.17 -0.34 [-1.36, 0.69] 1
LAKSHMANAN1986-GM 11 -4.10(6.20) 13 -1.50(8.84) —_—s 1.88 -0.32 [-1.13, 0.49] 1
LUSTMAN1997-Diabetes 14 -10.20(5.29) 14 -5.80(5.29) _— 2.04 -0.81 [-1.58, -0.03] 1
LUSTMAN2000-Diabetes 27 -14.00(11.81) 27 -8.80(14.05) R 4.23 -0.39 [-0.93, 0.14] 1
MORROW?2003-Cancer 244 -2.80(14.37) 235 -1.00(14.42) = 38.19 -0.12 [-0.30, 0.05] 1
PAILEHYVARINENO3-dia 7 -6.57(5.80) 6 -5.83(6.24) _— - — 1.03 -0.11 [-1.21, 0.98] 1
PAILEHYVARINENO7-dia 23 -1.80(4.28) 14 -2.00(4.38) — 2.78 0.05 [-0.62, 0.71] 1
WISE2007-GM 155 -3.79(6.41) 78 -1.41(6.41) —-— 16.33 -0.37 [-0.64, -0.10] 3

Subtotal (95% CI) 695 608 ‘ 100.00 -0.25 [-0.36, -0.14]

Test for heterogeneity: Chiz = 21.36, df = 16 (P = 0.17), 12=25.1%

Test for overall effect: Z = 4.40 (P < 0.0001)

02 Mean Change - Removing non double-blind studies
FREUHWALD2003-Stroke 26 -6.10(7.92) 24 -4.10(9.16) —— 3.85 -0.23 [-0.79, 0.33] 0
MCFARLANE2001-CVD 12 -6.00(2.50) 15 4.00(8.27) —_— 1.56 -1.51 [-2.39, -0.64] 0
BLUMENFIELD97-Renal 6 -9.57(11.97) 7 -8.80(11.97) —_— 1.00 -0.06 [-1.15, 1.03] 1
BROWNZ2005-Asthma 41 -17.80(14.10) 41 -20.00(14.90) —E=— 6.35 0.15 [-0.28, 0.58] 1
COSTA1985-Cancer 36 -15.90(13.29) 37 -8.70(15.28) —= 5.49 -0.50 [-0.96, -0.03] 1
EHDE2008-MS 22 -14.10(17.06) 20 -12.30(12.39) B 3.25 -0.12 [-0.72, 0.49] 1
EISER2005-COPD 14 -5.00(11.31) 14 -2.00(11.40) — =} 2.15 -0.26 [-1.00, 0.49] 1
FISCH2003-Cancer 38 -3.30(8.61) 45 -0.55(8.81) —= 6.32 -0.31 [-0.75, 0.12] 1
LACASSE2004-COPD 8 -5.40(10.03) 7 -1.80(10.03) _— 1.14 -0.34 [-1.36, 0.69] 1
LAKSHMANAN1986-GM 11 -4.10(6.20) 13 -1.50(8.84) _ 1.82 -0.32 [-1.13, 0.49] 1
LUSTMAN1997-Diabetes 14 -10.20(5.29) 14 -5.80(5.29) — =] 1.99 -0.81 [-1.58, -0.03] 1
LUSTMAN2000-Diabetes 27 -14.00(11.81) 27 -8.80(14.05) R — 4.11 -0.39 [-0.93, 0.14] 1
MORROW2003-Cancer 244 -2.80(14.37) 235 -1.00(14.42) = 37.13 -0.12 [-0.30, 0.05] 1
PAILEHYVARINENO7-dia 23 -1.80(4.28) 14 -2.00(4.38) _ 2.70 0.05 [-0.62, 0.71] 1
RAZAVI1996-Cancer 30 -7.70(8.56) 39 -6.00(9.22) —=l 5.25 -0.19 [-0.67, 0.29] 1
WISE2007-GM 155 -3.79(6.41) 78 -1.41(6.41) —= 15.88 -0.37 [-0.64, -0.10] 3

Subtotal (95% CI) 707 630 ’ 100.00 -0.24 [-0.34, -0.13]

Test for heterogeneity: Chi2 = 18.42, df = 15 (P = 0.24), 12 = 18.6%

Test for overall effect: Z = 4.23 (P < 0.0001)

03 Mean Change - Removing sub-threshold studies
FREUHWALD2003-Stroke 26 -6.10(7.92) 24 -4.10(9.16) —— 6.64 -0.23 [-0.79, 0.33] 0
MCFARLANE2001-CVD 12 -6.00(2.50) 15 4.00(8.27) _ 2.68 -1.51 [-2.39, -0.64] 0
RAFFAELE1996-Stroke 11 -17.90(15.02) 11 -2.00(14.71) _—— 2.54 -1.03 [-1.93, -0.13] 0
BLUMENFIELD97-Renal 6 -9.57(11.97) 7 -8.80(11.97) _— 1.73 -0.06 [-1.15, 1.03] 1
BROWN2005-Asthma 41 -17.80(14.10) 41 -20.00(14.90) —E=— 10.95 0.15 [-0.28, 0.58] 1
COSTA1985-Cancer 36 -15.90(13.29) 37 -8.70(15.28) —= 9.47 -0.50 [-0.96, -0.03] 1
EHDE2008-MS 22 -14.10(17.06) 20 -12.30(12.39) B 5.60 -0.12 [-0.72, 0.49] 1
EISER2005-COPD 14 -5.00(11.31) 14 -2.00(11.40) — =} 3.71 -0.26 [-1.00, 0.49] 1
LACASSE2004-COPD 8 -5.40(10.03) 7 -1.80(10.03) —_— 1.96 -0.34 [-1.36, 0.69] 1
LAKSHMANAN1986-GM 11 -4.10(6.20) 13 -1.50(8.84) —_ 3.14 -0.32 [-1.13, 0.49] 1
LUSTMAN1997-Diabetes 14 -10.20(5.29) 14 -5.80(5.29) —_—| 3.42 -0.81 [-1.58, -0.03] 1
LUSTMAN2000-Diabetes 27 -14.00(11.81) 27 -8.80(14.05) _ 7.08 -0.39 [-0.93, 0.14] 1
PAILEHYVARINENO7-Dia 23 -1.80(4.28) 14 -2.00(4.38) — 4.66 0.05 [-0.62, 0.71] 1
RAZAVI1996-Cancer 30 -7.70(8.56) 39 -6.00(9.22) —= 9.04 -0.19 [-0.67, 0.29] 1
WISE2007-GM 155 -3.79(6.41) 78 -1.41(6.41) — 27.37 -0.37 [-0.64, -0.10] 3

Subtotal (95% Cl) 436 361 ¢ 100.00 -0.32 [-0.46, -0.17]

Test for heterogeneity: Chiz = 18.54, df = 14 (P = 0.18), 12 = 24.5%

Test for overall effect: Z = 4.35 (P < 0.0001)
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Review. DCHP - Pharm - by drug class.

Comparson 11 Any rsus placebo v
Outcome 4.0 c
Sudy Treatment Contol SMD (random) Weight SMD (random)
or sub-category N Mean (S0) N Mean (SD) aswci % 5%l Order
01 Mean Change - All studies
ANDERSON1994-Stoke £ L00(6.00) 3 -a.800.60) JE—
12002-Stroke 2 20 -1.60(3.99) —
FREUHWALD2003-Stroke 26 20 -19.1005.10) JR
GLASSMAN2002-CV! 186 183 -7.60(5.59) =
KIMURA2000-Str 1 26 -6.0405.75) — ]
LESPERANCEZ007-CVD 5 61 -12.60(3.97) —] i
LIPSEY1984-Stroke 1 18 -7.00G.50) JR——— 1
MAURILS04-HIV 16 10 -s80a0.52) J 1
MURRAY2008MDD-Stroke a 35 -10.00(10.84) — 3
RABKIN1994-HIV 38 0 - 3
RABKIN1999-HIV 57 30 R B
ROBINSONZ000-Stroke 14 13 —t - 1
STRIK2000-CVD 27 27 J—— 2
VANDENBRINK2002-CVD 4 44 —= 3
WERMUTH1998-Parkinsoris 1 1 R - 2
IART2000-Stroke. 16 15 — - 1
BLUMENFIELD97-Renal 3 7 R 0.
BORSON1992-COPD 13 17 -6.70012.99) [ h
ROWNZ005-Asthma a 4 -18.80(20.63) - 3
COSTA1985-Cancer 36 3 -7.60010.52) JE—— 3
EHDE2008-MS 22 20 -7.6007.48) — 2
EISER2005-COP 14 14 4001281 R 1
LAKSHVANAN1986-GM u 13 -s.40az.ia) —_— 151
LUSTMAN2000-Diabete: 2 27 -5.2002.65) — 1 2.7
MUSSELMAN2006-Cancer 1 N -1127(s.99) N 1iss
PAILEHYVARINENOZ-Dia 7 6 - RN —
996.Cancer 30 3 -10. —
SCT-MD-24- Diabetes 8 8 -5 =L
TANL984-GM 27 FER — &
VANHEERINGENS6-Cancer 26 2 e ———
TOLLEFSON1993a-GM 114 134 -6 —-— 5.3
TOLLEFSON1993b-GM 12 55 -5 ——— s.10
TOLLEFSON1993c-GM 6 o . - s
WISE2007-GH 155 -6.42(6.31) 78 -3.67(6.31) ——— s.10
Subtotal (95% C1) 1455 1342 * 100.00
Test for heterogeneity: Chi2 = 70.37, df = 33 (P = 0.0002), ¥
Testfor overaleffect Z = 6.46 (P < 0.00001)
02 Mean Change - Removing non double-biind studies
ANDERSON1994-Stoke 3 -8.00(6.00) 3 -a.800.60) —— |
LD2003-Stroke 26 -23.30012.00) 21 -19.10015.10) — |
GLASSMAN2002-CVD 186 -8.40(5.59) 183 -7.60(5.59) = i
KIMURAZ000-Stroke 18 -12.0501.58) 26 -6.84(8.75) —] |
LESPERANCEZ007-CVD 75 -16.10(9.96) 61 -12.60(3.97) ] i
LIPSEY1984-Stroke 14 -11.00(3.80) 18 -7.00(3.80) R —— !
IAURIL904-HIV 16 0 -4.8000.92) _ 1-2.
URRAY2005MDD-Stroke a 35 JH S -0
RABKIN1994-HIV 3 0 —— (-1,
RABKIN1999-H 57 30 JEN 1o
ROBINSON2000-Stroke. 14 13 [ = 1-0.
i Vi 27 27 J— t-0.
VANDENBRINK2002-CVD W 4 —1 -0,
WERMUTH1998-Parkinsonis 1 19 — (o
IART2000-Stro 16 15 [ -1
BLUMENFIELDS7-Renal 6 i — = (-1
JORSON1992-COPD 13 1 JR— -1
N2005-Asthma a a - (o
COSTA1985-Cancer 36 37 - 1o
EHDE2008-MS 2 20 — (-0
ISER2005-COPD 1 1 ——— (1.
LAKSHMANAN1986-GM 11 -16.50(13.60) 1 JE— =
LUSTMAN2000-Diabetes 27 -10.7000.69) 27 — ] 1
MUSSELMAN2006-Cancerr 1 1 S 1o,
996-C: N 3 —- (o
SCT-MD-24- Diabetes a1 I L (0.
TAN1994-GM 27 29 — (0.
VANHEERINGENS6-Cancer 28 27 —— (-1
TOLLEFSON1993a-GM 14 —-— (0.
TOLLEFSON19936-GM 12 ——— (0.
TOLLEFSON1993¢-GM 6 — (-0
WISE2007-GM 155 -3.67(6.31) ——— L3 (-0
Subtotal (95% C1) 1024 rS 0136 (-0.47, -0.25]
Test for heterogeneily: Chi* = 52.11, df= 31 (P =0.01), = 40.5%
Testfor overaleffect Z = 6.53 (P < 0.00001)
03 Mean Change - Removing sub-treshold studies
ANDERSON1994-Stroke 33 -8.00(6.00) 3 -4.80(4.60) — - 314
CHEN2002-Stroke 21 20 -1.60(3.98) —— 1
FREUHWALD2003-Stroke 26 2 R 2.7
GLASSMAN2002-CVD 186 183 - sis1
IMURAZ000-Sir 1 26 R 2.3
NCE2 75 & —] ilss
LIPSEY1984-Stroke 14 1 R —— e
MAURIL094-HIV 16 10 R 146
MURRAY2005MDD-Stroke a 35 - 3uas
ABKIN1O94-HIV 3 0 - 3.3
RABKIN1999-HV 57 30 — 31
ROBINSONZ000-Stroke: 14 13 1 - 15
1K2000-CV1 21 27 — 2083
VANDENERINK2002-CVD a 1 —=1 307
ERMUTH1998-Parkin 1 19 — 2.23
WIART2000-Stroke 16 15 [ 17
BLUMENFIELDST-Renal 6 i JE— 0.98
BORSON1992-COPD 13 1 —- 178
BROWN2005-Asthma 0 a JR 3.6
COSTA1985-Cancer 36 37 —- 3
EHDE2008-MS 2 20 — 2.
EISER2005-COPD 14 14 B — 1
LAKSHVANAN1986-GM n 13 JER 1
LUSTMAN2000-Diabetes 27 27 —=1 2.
MUSSELMAN2006-Cancer 13 1 [ 1
RAZAVI1996-Cancer 30 39 —— 3
SCT-MD-24- Diabetes a I —=l i
TANL984-GM 27 29 — 2.
VANHEERINGENS6.Cancer 2 27 —— 2
TOLLEFSON1093a-GM 114 13 - 5
TOLLEFSON1993b-GM 12 95 —-— 5
TOLLEFSON1993c-GM 6 6 —— i
WISE2007-GH 185 -6.42(6.31) % -3.67(6.31) - 5
Subtotal (95% C1) 1428 1336 - 100,
Testfor heterogeneit: Chie = 70.14, df = 32 (P = 0.0001),
Test for overall effect: Z = 6.35 (P < 0.00001)
a4 2 0 2 7
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Any antidepressant versus placebo - subgroup analysis: HAM-D only

Review: DCHP - Pharm - by drug class

Comparison: 11 Any antidepressant versus placebo (sensitivity analyses)

Outcome: 36 Depression: 4. Observer-rated continuous measures (HAM-D only)

Study Treatment Control SMD (random) Weight SMD (random)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order

01 Mean Change - SSRIs

ANDERSON1994-Stroke 33 -8.00(6.00) 33 -4.80(4.60) —- 3.65 -0.59 [-1.09, -0.10] 1
BLUMENFIELD97-Renal 6 -9.00(7.33) 7 -7.50(7.33) —_—r 1.20 -0.19 [-1.28, 0.90] 1
BROWNZ2005-Asthma 41 -20.50(20.63) 41 -18.80(20.63) —— 4.15 -0.08 [-0.51, 0.35] 1
CHENZ2002-Stroke 24 -9.90(4.46) 20 -1.60(3.98) —a 2.26 -1.92 [-2.65, -1.19] 1
EHDE2008-MS 22 -7.80(7.30) 20 =7.60(7.48) — 2.89 -0.03 [-0.63, 0.58] 1
FREUHWALD2003-Stroke 26 -23.30(12.00) 24 -19.10(15.10) _ 3.18 -0.30 [-0.86, 0.25] 1
GLASSMAN2002-CVD 186 -8.40(5.59) 183 =7.60(5.59) = 6.47 -0.14 [-0.35, 0.06] 1
LESPERANCE2007-CVD 75 -16.10(9.96) 67 -12.60(9.97) —=— 5.13 -0.35 [-0.68, -0.02] 1
LUSTMAN2000-Diabetes 27 -10.70(10.69) 27 -5.20(12.65) —= 3.30 -0.46 [-1.00, 0.08] 1
MAURI1994-HIV 16 -14.56(6.03) 10 -4.80(10.92) —a 1.76 -1.15 [-2.01, -0.29] 1
MUSSELMAN2006-Cancer 13 -7.62(5.80) 11 -11.27(5.98) .= 1.88 0.60 [-0.22, 1.42] 1
RABKIN1999-HIV 57 -13.10(7.31) 30 -10.40(7.72) —t 4.05 -0.36 [-0.80, 0.09] 1
ROBINSON2000-Stroke 14 -1.90(8.94) 13 -5.30(7.78) — = 2.11 0.39 [-0.37, 1.16] 1
SCT-MD-24- Diabetes 81 -14.85(9.45) 83 -13.28(9.57) —= 5.39 -0.16 [-0.47, 0.14] 1
STRIK2000-CVD 27 -8.34(5.87) 27 -5.84(5.92) —= 3.31 -0.42 [-0.96, 0.12] 1
WERMUTH1998-Parkinson’s 18 -4.92(5.70) 19 -3.34(5.78) —= 2.65 -0.27 [-0.92, 0.38] 1
TOLLEFSON1993a-GM 114 -9.80(8.10) 134 -6.20(6.90) - 5.96 -0.48 [-0.73, -0.23] 3
TOLLEFSON1993b-GM 112 -8.50(7.90) 95 -5.80(8.30) —-—| 5.72 -0.33 [-0.61, -0.06] 3
TOLLEFSON1993c-GM 68 -8.60(9.80) 60 =7.60(7.80) —=— 4.97 -0.11 [-0.46, 0.24] 3

Subtotal (95% Cl) 960 904 L3 70.04 -0.32 [-0.47, -0.16]

Test for heterogeneity: Chi2 = 40.47, df = 18 (P = 0.002), |2 = 55.5%

Test for overall effect: Z = 4.03 (P < 0.0001)

02 Mean Change - TCAs
KIMURA2000-Stroke 18 -12.05(7.58) 26 -6.84(8.75) —= 2.82 -0.62 [-1.23, 0.00] 0
LIPSEY1984-Stroke 14 -11.00(3.80) 18 -7.00(3.80) —_— 2.17 -1.03 [-1.77, -0.28] 0
RABKIN1994-HIV 38 -12.00(6.24) 40 -5.30(7.29) —= 3.83 -0.98 [-1.45, -0.50] 0
BORSON1992-COPD 13 -17.00(10.26) 17 -6.70(12.99) — 2.13 -0.84 [-1.60, -0.08] 1
LAKSHMANAN1986-GM 11 -16.50(13.60) 13 -6.40(12.14) —_— 1.84 -0.76 [-1.60, 0.08] 1
Subtotal (95% ClI) 94 114 0 12.80 -0.86 [-1.15, -0.57]

Test for heterogeneity: Chiz2 = 1.08, df = 4 (P = 0.90), 12 = 0%

Test for overall effect: Z = 5.87 (P < 0.00001)

03 Mean Change - 3rd Gen
VANDENBRINK2002-CVD 47 -8.00(11.61) 44 -5.56(11.61) R ———— 4.34 -0.21 [-0.62, 0.20] 0
WISE2007-GM 155 -6.42(6.31) 78 -3.67(6.31) —-— 5.73 -0.43 [-0.71, -0.16] 3
Subtotal (95% Cl) 202 122 <& 10.07 -0.36 [-0.59, -0.14]

Test for heterogeneity: Chi2 = 0.80, df =1 (P = 0.37), 2= 0%

Test for overall effect: Z = 3.13 (P = 0.002)

04 Mean Change - Mianserin
COSTA1985-Cancer 36 -12.41(7.33) 37 -7.60(10.52) —a— 3.86 -0.52 [-0.99, -0.06] 1
VANHEERINGEN96cancer 28 -13.60(7.48) 27 -6.00(10.74) —- 3.23 -0.81 [-1.36, -0.26] 1
Subtotal (95% Cl) 64 64 <o 7.09 -0.64 [-1.00, -0.29]

Test for heterogeneity: Chiz = 0.61, df = 1 (P = 0.43), 2= 0%

Test for overall effect: Z = 3.54 (P = 0.0004)

Total (95% CI) 1320 1204 ‘ 100.00 -0.41 [-0.54, -0.28]

Test for heterogeneity: Chi2 = 59.15, df = 27 (P = 0.0003), I2 = 54.4%

Test for overall effect: Z = 6.19 (P < 0.00001)
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Test for heterogeneity: Chi2z = 41.34, df = 26 (P = 0.03), 12 =37.1%
Test for overall effect: Z = 6.52 (P < 0.00001)

Review: DCHP - Pharm - by drug class
Comparison: 11 Any antidepressant versus placebo (sensitivity analyses)
Outcome: 37 Depression: 4. Observer-rated continuous measures (HAM-D only - removing non double-blind and sub-threshold
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
01 Mean Change - SSRIs
ANDERSON1994-Stroke 33 -8.00(6.00) 33 -4.80(4.60) —a— 3.50 -0.59 [-1.09, -0.10] 1
BLUMENFIELD97-Renal 6 -9.00(7.33) 7 -7.50(7.33) —_— 0.94 -0.19 [-1.28, 0.90] 1
BROWN2005-Asthma 41 -20.50(20.63) 41 -18.80(20.63) s 4.16 -0.08 [-0.51, 0.35] 1
EHDE2008-MS 22 -7.80(7.30) 20 -7.60(7.48) —_— 2.59 -0.03 [-0.63, 0.58] 1
FREUHWALD2003-Stroke 26 -23.30(12.00) 24 -19.10(15.10) —_— 2.93 -0.30 [-0.86, 0.25] 1
GLASSMAN2002-CVD 186 -8.40(5.59) 183 =7.60(5.59) = 8.26 -0.14 [-0.35, 0.06] 1
LESPERANCE2007-CVD 75 -16.10(9.96) 67 -12.60(9.97) —=— 5.65 -0.35 [-0.68, -0.02] 1
LUSTMAN2000-Diabetes 27 -10.70(10.69) 27 -5.20(12.65) —=— 3.07 -0.46 [-1.00, 0.08] 1
MAURI1994-HIV 16 -14.56(6.03) 10 -4.80(10.92) —a 1.45 -1.15 [-2.01, -0.29] 1
MUSSELMAN2006-cancer 13 -7.62(5.80) 11 -11.27(5.98) .= 1.56 0.60 [-0.22, 1.42] 1
RABKIN1999-HIV 57 -13.10(7.31) 30 -10.40(7.72) — 4.02 -0.36 [-0.80, 0.09] 1
ROBINSON2000-Stroke 14 -1.90(8.94) 13 -5.30(7.78) —_— 1.78 0.39 [-0.37, 1.16] 1
SCT-MD-24- Diabetes 81 -14.85(9.45) 83 -13.28(9.57) —= 6.11 -0.16 [-0.47, 0.14] 1
STRIK2000-CVD 27 -8.34(5.87) 27 -5.84(5.92) —= 3.08 -0.42 [-0.96, 0.12] 1
WERMUTH1998-Parkinson’s 18 -4.92(5.70) 19 -3.34(5.78) —= 2.33 -0.27 [-0.92, 0.38] 1
TOLLEFSON1993a-GM 114 -9.80(8.10) 134 -6.20(6.90) - 7.18 -0.48 [-0.73, -0.23] 3
TOLLEFSON1993b-GM 112 -8.50(7.90) 95 -5.80(8.30) —| 6.72 -0.33 [-0.61, -0.06] 3
TOLLEFSON1993c-GM 68 -8.60(9.80) 60 -7.60(7.80) —=t 5.39 -0.11 [-0.46, 0.24] 3
Subtotal (95% Cl) 936 884 ¢ 70.69 -0.27 [-0.38, -0.16]
Test for heterogeneity: Chi2 = 20.93, df = 17 (P = 0.23), 12 = 18.8%
Test for overall effect: Z = 4.76 (P < 0.00001)
02 Mean Change - TCAs
KIMURA2000-Stroke 18 -12.05(7.58) 26 -6.84(8.75) —= 2.52 -0.62 [-1.23, 0.00] 0
LIPSEY1984-Stroke 14 -11.00(3.80) 18 =7.00(3.80) — 1.84 -1.03 [-1.77, -0.28] 0
RABKIN1994-HIV 38 -12.00(6.24) 40 -5.30(7.29) —a— 3.73 -0.98 [-1.45, -0.50] 0
BORSON1992-COPD 13 -17.00(10.26) 17 -6.70(12.99) — 1.80 -0.84 [-1.60, -0.08] 1
LAKSHMANAN1986-GM 11 -16.50(13.60) 13 -6.40(12.14) _ 1.52 -0.76 [-1.60, 0.08] 1
Subtotal (95% Cl) 94 114 <& 11.41 -0.86 [-1.15, -0.57]
Test for heterogeneity: Chiz = 1.08, df =4 (P = 0.90), I2 = 0%
Test for overall effect: Z = 5.87 (P < 0.00001)
03 Mean Change - 3rd Gen
VANDENBRINK2002-CVD 47 -8.00(11.61) 44 -5.56(11.61) —= 4.43 -0.21 [-0.62, 0.20] 0
WISE2007-GM 155 -6.42(6.31) 78 -3.67(6.31) —-— 6.72 -0.43 [-0.71, -0.16] 3
Subtotal (95% Cl) 202 122 <& 11.15 -0.36 [-0.59, -0.14]
Test for heterogeneity: Chi2 = 0.80, df =1 (P = 0.37), 2= 0%
Test for overall effect: Z = 3.13 (P = 0.002)
04 Mean Change - Mianserin
COSTA1985-Cancer 36 -12.41(7.33) 37 =7.60(10.52) —a—| 3.77 -0.52 [-0.99, -0.06] 1
VANHEERINGEN96cancer 28 -13.60(7.48) 27 -6.00(10.74) —_—= 2.98 -0.81 [-1.36, -0.26] 1
Subtotal (95% CI) 64 64 <o 6.75 -0.64 [-1.00, -0.29]
Test for heterogeneity: Chiz = 0.61, df = 1 (P = 0.43), 2= 0%
Test for overall effect: Z = 3.54 (P = 0.0004)
Total (95% CI) 1296 1184 ¢ 100.00 -0.37 [-0.48, -0.26]
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SSRIs versus TCAs

See next page.
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Review: DCHP - Pharm - by drug class

Comparison: 20 Head-to-head SSRI versus TCA
Outcome: 20 Leaving the study early - any reason
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI Order
01 At end of treatment - Cancer
HOLLAND1998-Cancer 6/21 7/17 e 8.92 0.69 [0.29, 1.68] 1
MUSSELMAN2006-Cancer 5/13 5/11 B 6.24 0.85 [0.33, 2.18] 1
PEZZELLA2001-Cancer 17/89 22/90 —.—— 25.21 0.78 [0.45, 1.37] 1
Subtotal (95% CI) 123 118 -l 40.37 0.77 [0.50, 1.18]
Total events: 28 (Treatment), 34 (Control)
Test for heterogeneity: Chiz = 0.09, df =2 (P = 0.95), I2= 0%
Test for overall effect: Z =1.19 (P = 0.23)
02 At end of treatment - CVD
NELSON1999-CVD 4/41 14/40 —_— . 16.33 0.28 [0.10, 0.77] 1
Subtotal (95% CI) 41 40 e 16.33 0.28 [0.10, 0.77]
Total events: 4 (Treatment), 14 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.45 (P = 0.01)
03 At end of treatment - Parkinson’s
DEVOS2008-Parkinsons 2/15 1/16 > 1.12 2.13 [0.22, 21.17] 0
MENZA2008-Parkinsons 7/18 5/17 — - - = - —— 5.93 1.32 [0.52, 3.37] 0
Subtotal (95% CI) 33 33 e 7.04 1.45 [0.61, 3.47]
Total events: 9 (Treatment), 6 (Control)
Test for heterogeneity: Chiz = 0.15, df =1 (P = 0.70), 12 = 0%
Test for overall effect: Z = 0.84 (P = 0.40)
04 At end of treatment - Stroke
ROBINSON2000-Stroke 9/23 3/16 4.08 2.09 [0.67, 6.53] 0
Subtotal (95% CI) 23 16 e — 4.08 2.09 [0.67, 6.53]
Total events: 9 (Treatment), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.26 (P = 0.21)
05 At end of treatment - Epilepsy
LI2005-Epilepsy 0/33 3/34 < 3.98 0.15 [0.01, 2.74] 1
Subtotal (95% CI) 33 34 — 3.98 0.15 [0.01, 2.74]
Total events: 0 (Treatment), 3 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.28 (P = 0.20)
06 At end of treatment - Arthritis
BIRD2000-Arthritis 18/94 22/97 — . 24.96 0.84 [0.48, 1.47] 1
Subtotal (95% CI) 94 97 el 24.96 0.84 [0.48, 1.47]
Total events: 18 (Treatment), 22 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.60 (P = 0.55)
07 At end of treatment - HIV
SCHWARTZ1999-HIV 0/8 2/6 < 3.24 0.16 [0.01, 2.75] 0
Subtotal (95% CI) 8 6 —— 3.24 0.16 [0.01, 2.75]
Total events: 0 (Treatment), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.27 (P = 0.20)
Total (95% Cl) 355 344 ’ 100.00 0.77 [0.58, 1.01]
Total events: 68 (Treatment), 84 (Control)
Test for heterogeneity: Chiz = 11.41, df =9 (P = 0.25), 2 = 21.2%
Test for overall effect: Z = 1.86 (P = 0.06)
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Review: DCHP - Pharm - by drug class

Comparison: 20 Head-to-head SSRI versus TCA
Outcome: 21 Leaving study early due to adverse events

Study
or sub-category

Treatment

n/N

Control RR (fixed)
n/N 95% CI

Weight

%

RR (fixed)
95% ClI

Order

01 At end of treatment- Cancer
HOLLAND1998-Cancer
MUSSELMAN2006-Cancer
PEZZELLA2001-Cancer

Subtotal (95% CI)

Total events: 17 (Treatment), 15 (Control)

Test for heterogeneity: Chi2 = 0.35, df = 2 (P = 0.84), 12 = 0%

Test for overall effect: Z = 0.15 (P = 0.88)

02 At end of treatment- CVD
NELSON1999-CVD

Subtotal (95% CI)

Total events: 2 (Treatment), 10 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.20 (P = 0.03)

03 At end of treatment- Stroke
ROBINSON2000-Stroke

Subtotal (95% CI)

Total events: 3 (Treatment), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.05 (P = 0.96)

04 At end of treatment- HIV
SCHWARTZ1999-HIV

Subtotal (95% ClI)

Total events: O (Treatment), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.27 (P = 0.20)

05 At end of treatment- Parkinson’s
DEVO0S2008-Parkinsons
MENZA2008-Parkinsons

Subtotal (95% CI)

Total events: 8 (Treatment), 5 (Control)

Test for heterogeneity: Chiz = 0.10, df = 1 (P = 0.75), 12 = 0%

Test for overall effect: Z = 0.88 (P = 0.38)

Total (95% CI)
Total events: 30 (Treatment), 34 (Control)

Test for heterogeneity: Chiz =7.76, df = 7 (P = 0.35), 2= 9.8%

Test for overall effect: Z = 0.92 (P = 0.36)
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA

Outcome: 22 Leaving study early due to adverse cardiac events

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% CI % 95% ClI Order
NELSON1999-CVD 1/41 7/40 B 100.00 0.14 [0.02, 1.08] 1
Total (95% CI) 41 40 ’ 100.00 0.14 [0.02, 1.08]

Total events: 1 (Treatment), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.88 (P = 0.06)

0.01 0.1 1 10 100

Favours treatment Favours control
Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA
Outcome: 23 Leaving the study early: Due to lack of efficacy
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order

01 At end of treatment - Cancer

MUSSELMANZ2006-Cancer 2/13 2/11 100.00 0.85 [0.14, 5.06] 1
Subtotal (95% Cl) 13 11 100.00 0.85 [0.14, 5.06]
Total events: 2 (Treatment), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.18 (P = 0.85)
01 02 05 1 2 5 10
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA

Outcome: 30 Depression: 1. Remission (below cut-off)

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Cancer

MUSSELMANZ2006-Cancer 10/13 6/11 — 18.63 .41 [0.76, 2.61] 1
Subtotal (95% CI) 13 11 -l 18.63 .41 [0.76, 2.61

Total events: 10 (Treatment), 6 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z =1.09 (P = 0.27)

02 At end of treatment - Parkinson’s

DEVOS2008-Parkinson's 8/15 6/17 e e S 16.12 .51 [0.68, 3.36] 0
Subtotal (95% Cl) 15 17 —all— 16.12 .51 [0.68, 3.36

Total events: 8 (Treatment), 6 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.01 (P = 0.31)

03 At end of treatment - CVD

NELSON1999-CVD 16/41 15/40 —F— 43.52 .04 [0.60, 1.81] 1
POLLOCK2000-CVD 3/10 0/7 = > 1.66 .09 [0.30, 85.39] 1
Subtotal (95% ClI) 51 47 ‘ 45.18 .19 [0.69, 2.05]

Total events: 19 (Treatment), 15 (Control)

Test for heterogeneity: Chi2z = 1.25, df =1 (P = 0.26), 12 = 19.7%

Test for overall effect: Z = 0.63 (P = 0.53)

04 At end of treatment - HIV

SCHWARTZ1999-HIV 6/8 7/8 —a— 20.06 .86 [0.53, 1.38] 0
Subtotal (95% Cl) 8 8 e 20.06 .86 [0.53, 1.38]

Total events: 6 (Treatment), 7 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.63 (P = 0.53)

Total (95% CI) 87 83 <@ 100.00 .22 [0.88, 1.67]

Total events: 43 (Treatment), 34 (Control)
Test for heterogeneity: Chiz2 = 3.85, df =4 (P = 0.43), 2= 0%
Test for overall effect: Z =1.20 (P = 0.23)

01 02 05 1

Favours treatment Favours control

2

5

10

119



Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA
Outcome: 31 Depression: 2. Non-response (<50% reduction)

Study
or sub-category

Treatment Control

n/N

n/N

RR (fixed)

95% CI

Weight
%

RR (fixed)

95% CI

Order

01 At end of treatment - Cancer
MUSSELMAN2006-cancer
PEZZELLA2001-Cancer

Subtotal (95% ClI)

Total events: 58 (Treatment), 63 (Control)

Test for heterogeneity: Chiz = 0.05, df=1 (P =

Test for overall effect: Z=0.78 (P = 0.43)

02 At end of treatment - CVD
NELSON1999-CVD

Subtotal (95% CI)

Total events: 14 (Treatment), 11 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

03 At end of treatment - Parkinson’s
DEVOS2008-Parkinsons
MENZA2008-Parkinsons

Subtotal (95% CI)

Total events: 23 (Treatment), 14 (Control)

Test for heterogeneity: Chi2=0.51, df =1 (P =

Test for overall effect: Z = 2.19 (P = 0.03)

04 At end of treatment - Epilepsy
LI12005-Epilepsy

Subtotal (95% CI)

Total events: 6 (Treatment), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.25 (P = 0.80)

05 At end of treatment - Arthritis
BIRD2000-Arthritis

Subtotal (95% CI)

Total events: 44 (Treatment), 54 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

07 At end of treatment - HIV
SCHWARTZ1999-HIV

Subtotal (95% CI)

Total events: 5 (Treatment), 6 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.53 (P = 0.59)

Total (95% CI)
Total events: 150 (Treatment), 155 (Control)

Test for heterogeneity: Chi2=8.71,df =7 (P =

Test for overall effect: Z = 0.33 (P = 0.74)
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA

Outcome: 32 Depression: 3. Continuous measures
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment Change score - Cancer
MUSSELMAN2006-cancer 13 -7.62(5.80) 11 -10.09(9.42) e 5.07 0.31 [-0.50, 1.12] 1
PEZZELLA2001-Cancer 72 -10.50(6.86) 68 -9.40(6.86) = 30.12 -0.16 [-0.49, 0.17] 1
Subtotal (95% CI) 85 79 < 35.19 -0.09 [-0.40, 0.22]
Test for heterogeneity: Chiz =1.11, df = 1 (P = 0.29), 2= 10.2%
Test for overall effect: Z = 0.58 (P = 0.56)
02 At end of treatment Change score - Parkinson’s
ANTONINI2006-PD 12 -12.16(4.99) 11 -11.09(4.84) —= 4.93 -0.21 [-1.03, 0.61] 0
MENZA2008-Parkinsons 18 -6.37(8.47) 17 -10.28(8.38) = 7.34 0.45 [-0.22, 1.13] 0
Subtotal (95% CI) 30 28 < 12.27 0.19 [-0.33, 0.71]
Test for heterogeneity: Chi2 = 1.50, df = 1 (P = 0.22), I12= 33.3%
Test for overall effect: Z = 0.71 (P = 0.48)
03 At end of treatment Change score - Stroke
ROBINSON2000-Stroke 14 -1.90(8.94) 13 -13.50(10.12) — 4.84 1.18 [0.35, 2.01] 0
Subtotal (95% CI) 14 13 [P 4.84 1.18 [0.35, 2.01]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.79 (P = 0.005)
04 At end of treatment Change score - Epilepsy
LI2005-Epilepsy 33 -22.04(10.33) 34 -23.53(10.19) e 14.43 0.14 [-0.34, 0.62] 1
Subtotal (95% CI) 33 34 < 14.43 0.14 [-0.34, 0.62]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.59 (P = 0.56)
05 At end of treatment Change score - HIV
SCHWARTZ1999-HIV 8 -9.00(8.31) 6 -7.17(13.56) e 2.95 -0.16 [-1.22, 0.90] 1
Subtotal (95% CI) 8 6 - 2.95 -0.16 [-1.22, O
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.29 (P = 0.77)
06 At end of treatment Change score - CVD
HUANG2005-CVD 30 -13.50(5.10) 30 -12.19(4.70) —— 12.84 -0.26 [-0.77, 0.24] 0
NELSON1999-CVD 41 -12.70(7.80) 40 -13.10(7.40) —— 17.49 0.05 [-0.38, 0.49] 1
Subtotal (95% CI) 71 70 ‘ 30.33 -0.08 [-0.41, 0.25]
Test for heterogeneity: Chi2 = 0.85, df = 1 (P = 0.36), 12 = 0%
Test for overall effect: Z = 0.48 (P = 0.63)
Total (95% CI) 241 230 % 100.00 0.04 [-0.14, 0.22]
Test for heterogeneity: Chi2 = 12.60, df = 8 (P = 0.13), I2 = 36.5%
Test for overall effect: Z = 0.42 (P = 0.67)
-4 2 0 2 4
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA
Outcome: 40 Global state: 1. CGI

Study Treatment
or sub-category N Mean (SD)

Control
Mean (SD)

SMD (fixed)
95% Cl

Weight
%

SMD (fixed)
95% Cl

Order

01 At end of treatment - Cancer
MUSSELMAN2006-cancer 13 -0.77(0.93)
PEZZELLA2001-Cancer 72 2.40(1.20)
Subtotal (95% CI) 85
Test for heterogeneity: Chiz2 = 0.67, df = 1 (P = 0.41), 12 = 0%
Test for overall effect: Z = 0.68 (P = 0.50)

02 At end of treatment - Arthritis
BIRD2000-Arthritis 94 -0.91(1.16)
Subtotal (95% ClI) 94
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.53 (P = 0.60)

Total (95% ClI) 179
Test for heterogeneity: Chi2 = 1.40, df = 2 (P = 0.50), 12 = 0%
Test for overall effect: Z = 0.08 (P = 0.94)
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA

Outcome: 41 Mental State: 1. Continuous measures - HAM-A

Study Treatment
or sub-category N Mean (SD)

Control
Mean (SD)

-4 2

Favours treatment

2

Favours control

WMD (fixed)
95% Cl

Weight
%

WMD (fixed)
95% Cl

Order

01 End of treatment (End point and change scores) - Cancer
MUSSELMAN2006-cancer 13 -4.38(5.85)

Subtotal (95% ClI) 13

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.21 (P = 0.83)

02 End of treatment (End point and change scores) - epilepsy
LI12005-Epilepsy 33 -15.47(9.52)

Subtotal (95% CI) 33

Test for heterogeneity: not applicable

Test for overall effect: Z =0.28 (P = 0.78)

Total (95% CI) 46
Test for heterogeneity: Chiz2=0.11, df = 1 (P = 0.74), 12= 0%
Test for overall effect: Z = 0.10 (P = 0.92)
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA
Outcome: 50 QoL: 1. Continuous measures
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment (Change score) - Cancer

PEZZELLA2001-Cancer 75 -24.00(21.30) 78 -17.50(18.20) — 100.00 -6.50 [-12.79, -0.21] 1
Subtotal (95% CI) 75 78 o 100.00 -6.50 [-12.79, -0.21]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.03 (P = 0.04)
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA
Outcome: 55 Physical health outcome: 1. MMSE - PD
Study Treatment Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
01 At end of treatment

ANTONINI2006-PD 12 -29.00(1.55) 11 -28.91(1.54) 94.80 -0.09 [-1.35, 1.17 0

ROBINSON2000-Stroke 14 -25.90(7.50) 13 -25.50(6.80) < ‘ > 5.20 -0.40 [-5.79, 4.99 0
Subtotal (95% CI) 26 24 100.00 -0.11 [-1.34, 1.12
Test for heterogeneity: Chiz2 = 0.01, df = 1 (P = 0.91), 12 = 0%
Test for overall effect: Z =0.17 (P = 0.87)
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA
Qutcome: 60 Adverse events - reporting at least 1 adverse event
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 At end of treatment - Arthritis

BIRD2000-Arthritis 53/94 65/96 B 100.00 0.83 [0.66, 1.04] 1
Subtotal (95% CI) 94 96 <o 100.00 0.83 [0.66, 1.04]
Total events: 53 (Treatment), 65 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.59 (P = 0.11)
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Review: DCHP - Pharm - by drug class
Comparison: 20 Head-to-head SSRI versus TCA

Outcome: 61 Adverse events - severe adverse event
Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI Order
01 at end of treatment - Arthritis
BIRD2000-Arthritis 15/94 21/96 e e 72.32 .73 [0.40, 1.33] 1
Subtotal (95% Cl) 94 96 e 72.32 .73 [0.40, 1.33]
Total events: 15 (Treatment), 21 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.03 (P = 0.30)
02 at end of treatment - Cancer
PEZZELLA2001-Cancer 7/88 8/89 — 27.68 .88 [0.34, 4] 1
Subtotal (95% Cl) 88 89 —el 27.68 .88 [0.34, 4]
Total events: 7 (Treatment), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.25 (P = 0.81)
Total (95% CI) 182 185 e 100.00 .77 [0.46, 1.29]
Total events: 22 (Treatment), 29 (Control)
Test for heterogeneity: Chi2 = 0.11, df = 1 (P = 0.74), 2= 0%
Test for overall effect: Z =0.99 (P = 0.32)
01 02 05 1 2 5 10
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SSRI versus placebo - sensitivity analysis removing non-blinded and subthreshold studies

Review: DCHP - Pharm - by drug class

Comparison: 32 SSRIs versus placebo (Sensitivity analyses: Blinded/Non-blinded)

Outcome: 01 Depression: 1. Not achieving success/ remission (reaching a specified cut-off) - observer rated

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
02 At end of treatment - Removing non double-blind studies

FREUHWALD2003-Stroke 10/28 8/26 —_— 2.42 1.16 [0.54, 2.48] 0
LESPERANCE2007-CVD 48/75 51/67 —a 15.72 0.84 [0.68, 1.04] 0
MURRAY2005ALL-Stroke 31/62 34/61 [ 10.00 0.90 [0.64, 1.25] 0
RABKIN1999-HIV 39/81 25/39 —a— 9.85 0.75 [0.54, 1.04] 0
RABKIN2004-HIV 23/46 19/39 om 6.00 1.03 [0.67, 1.58] 0
STRIK2000-CVD 20/27 23/27 —a— 6.71 0.87 [0.66, 1.14] 0
BROWN2005-Asthma 24/41 30/41 —a 8.75 0.80 [0.58, 1.10] 1
EHDE2008-MS 12/22 15/20 —a— 4.58 0.73 [0.46, 1.15] 1
LUSTMAN2000-Diabetes 17/30 23/30 —a— 6.71 0.74 [0.51, 1.07] 1
MUSSELMAN2006-Cancer 10/13 9/11 —a— 2.84 0.94 [0.63, 1.41] 1
RAZAVI1996-Cancer 40/45 43/46 - 12.41 0.95 [0.84, 1.08] 1
SCT-MD-24- Diabetes 40/84 48/84 —a 14.00 0.83 [0.62, 1.11] 1
Subtotal (95% Cl) 554 491 ¢ 100.00 0.86 [0.78, 0.94]

Total events: 314 (Treatment), 328 (Control)

Test for heterogeneity: Chiz = 6.01, df = 11 (P = 0.87), 2= 0%

Test for overall effect: Z = 3.26 (P = 0.001)
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Review: DCHP - Pharm - by drug class
Comparison: 32 SSRIs versus placebo (Sensitivity analyses: Blinded/Non-blinded)

PFRPRPRPRPRPRPRPRPPROOOOOOOO

Outcome: 02 Depression: 2. Non-response (not achieving 50% reduction from baseline) - observer rated e.g. HAM-D, MADRS

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order
02 At end of treatment - Removing non double-blind studies

ANDERSON1994-Stroke 17/33 24/33 o 7.42 0.71 [0.48, 1.05]
LEENTJENS2003-Parkinson’s 3/6 2/6 = 0.62 1.50 [0.38, 6.00]
LESPERANCE2007-CVD 33/75 38/67 — 12.41 0.78 [0.56, 1.08]
MURRAY2005ALL-Stroke 33/62 37/61 —— 11.53 0.88 [0.64, 1.19]
RABKIN2004-HIV 22/46 23/46 —— 7.11 0.96 [0.63, 1.45]
STRIK2000-CVD 14/27 20/27 —a— 6.18 0.70 [0.46, 1.07]
WERMUTH1998-Parkinson’s 9/18 8/19 . 2.41 1.19 [0.59, 2.39]
WIART2000-Stroke 6/16 10/15 — 3.19 0.56 [0.27, 1.16]
BROWN2005-Asthma 19/41 21/41 . 6.49 0.90 [0.58, 1.41]
EDHE2008-MS 10/22 12/20 —a— 3.89 0.76 [0.42, 1.35]
EVANS1997-GM 25/39 35/43 —m— 10.29 0.79 [0.60, 1.04]
LUSTMAN2000-Diabetes 14/30 19/30 m | 5.87 0.74 [0.46, 1.18]
MUSSELMAN2006-Cancer 7/13 5/11 — 1.67 1.18 [0.52, 2.69]
RAZAVI1996-Cancer 31/45 31/46 —.— 9.48 1.02 [0.77, 1.35]
SCT-MD-24- Diabetes 33/84 37/84 —— 11.44 0.89 [0.62, 1.28]
Subtotal (95% CI) 557 549 ¢ 100.00 0.85 [0.76, 0.94]
Total events: 276 (Treatment), 322 (Control)

Test for heterogeneity: Chi2 = 8.26, df = 14 (P = 0.88), 2= 0%

Test for overall effect: Z = 2.99 (P = 0.003)
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Review: DCHP - Pharm - by drug class
Comparison: 32 SSRIs versus placebo (Sensitivity analyses: Blinded/Non-blinded)
Outcome: 03 Depression: 3. Patient-rated Continuous measures
Study Treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
02 Mean Change - Removing non double-blind studies
FREUHWALD2003-Stroke 26 -6.10(7.92) 24 -4.10(9.1¢6) —=— 5.15 -0.23 [-0.79, 0.33] 0
MCFARLANE2001-CVD 12 -6.00(2.50) 15 4.00(8.27) 2.08 -1.51 [-2.39, -0.64] 0
BLUMENFIELD97-Renal 6 -9.57(11.97) 7 -8.80(11.97) 1.34 -0.06 [-1.15, 1.03] 1
BROWNZ2005-Asthma 41 -17.80(14.10) 41 -20.00(14.90) —E— 8.49 0.15 [-0.28, 0.58] 1
EHDE2008-MS 22 -14.10(17.06) 20 -12.30(12.39) —F 4.34 -0.12 [-0.72, 0.49] 1
EISER2005-COPD 14 -5.00(11.31) 14 -2.00(11.40) —= 2.88 -0.26 [-1.00, 0.49] 1
FISCH2003-Cancer 38 -3.30(8.61) 45 -0.55(8.81) —= 8.45 -0.31 [-0.75, 0.12] 1
LACASSE2004-COPD 8 -5.40(10.03) 7 -1.80(10.03) — = 1.52 -0.34 [-1.36, 0.69] 1
LUSTMAN2000-Diabetes 27 -14.00(11.81) 27 -8.80(14.05) —=r 5.49 -0.39 [-0.93, 0.14] 1
MORROW2003-Cancer 244 -2.80(14.37) 235 -1.00(14.42) L] 49.63 -0.12 [-0.30, 0.05] 1
PAILEHYVARINENO7-Dia 23 -1.80(4.28) 14 -2.00(4.38) —F 3.61 0.05 [-0.62, 0.71] 1
RAZAVI1996-Cancer 30 -7.70(8.56) 39 -6.00(9.22) —=— 7.01 -0.19 [-0.67, 0.29] 1
Subtotal (95% CI) 491 488 Q 100.00 -0.17 [-0.30, -0.04]
Test for heterogeneity: Chi2 = 13.14, df = 11 (P = 0.28), 12=16.3%
Test for overall effect: Z = 2.65 (P = 0.008)
03 Mean Change - Removing subthreshold studies
FREUHWALD2003-Stroke 26 -6.10(7.92) 24 -4.10(9.16) —=— 6.64 -0.23 [-0.79, 0.33] 0
MCFARLANE2001-CVD 12 -6.00(2.50) 15 4.00(8.27) 2.68 -1.51 [-2.39, -0.64] 0
RAFFAELE1996-Stroke 11 -17.90(15.02) 11 —2.00(14.71) 2.54 -1.03 [-1.93, -0.13] 0
BLUMENFIELD97-Renal 6 -9.57(11.97) 7 -8.80(11.97) 1.73 -0.06 [-1.15, 1.03] 1
BROWNZ2005-Asthma 41 -17.80(14.10) 41 -20.00(14.90) —E— 10.95 0.15 [-0.28, 0.58] 1
COSTA1985-Cancer 36 -15.90(13.29) 37 -8.7 (15.28) —=— 9.47 -0.50 [-0.96, -0.03] 1
EHDEZ2008-MS 22 -14.10(17.06) 20 -12.30(12.39) —=— 5.60 -0.12 [-0.72, 0.49] 1
EISER2005-COPD 14 -5.00(11.31) 14 -2.00(11.40) — = 3.71 -0.26 [-1.00, 0.49] 1
LACASSE2004-COPD 8 -5.40(10.03) 7 -1.80(10.03) — 1.96 -0.34 [-1.36, 0.69] 1
LAKSHMANAN1986-GM 11 -4.10(6.20) 13 -1.5 (8 84) —= 3.14 -0.32 [-1.13, 0.49] 1
LUSTMAN1997-Diabetes 14 -10.20(5.29) 14 -5.80(5.29) — 3.42 -0.81 [-1.58, -0.03] 1
LUSTMANZ2000-Diabetes 27 -14.00(11.81) 27 -8.80(14.05) —= 7.08 -0.39 [-0.93, 0.14] 1
PAILEHYVARINENO7-Dia 23 -1.80(4.28) 14 -2.00(4.38) —F 4.66 0.05 [-0.62, 0.71] 1
RAZAVI1996-Cancer 30 -7.70(8.56) 39 -6.00(9.22) —=— 9.04 -0.19 [-0.67, 0.29] 1
WISE2007-GM 155 -3.79(6.41) 78 -1.41(6.41) = 27.37 -0.37 [-0.64, -0.10] 3
Subtotal (95% CI) 436 361 Q 100.00 -0.32 [-0.46, -0.17]
Test for heterogeneity: Chiz = 18.54, df = 14 (P = 0.18), I12= 24.5%
Test for overall effect: Z = 4.35 (P < 0.0001)
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Review: DCHP - Pharm - by drug class

Comparison: 32 SSRis versus placebo (Sensitivity analyses: Blinded/Non-blinded)

Outcome: 04 Depression: 4. Observer-rated continuous measures

Study Treatment Control SMD (random) Weight SMD (random)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI Order
02 Mean Change - Removing non double-blind studies

ANDERSON1994-Stroke 33 -8.00(6.00) 33 -4.80(4.60) —_— 4.64 -0.59 [-1.09, -0.10] 0
FREUHWALD2003-Stroke 26 -23.30(12.00) 24 -19.10(15.10) —=—— 3.98 -0.30 [-0.86, 0.25] 0
GLASSMAN2002-CVD 186 -8.40(5.59) 183 -7.60(5.59) = 9.24 -0.14 [-0.35, 0.06] 0
LESPERANCE2007-CVD 75 -16.10(9.96) 67 -12.60(9.97) —=— 6.92 -0.35 [-0.68, -0.02] 0
MAURI1994-HIV 16 -14.56(6.03) 10 -4.80(10.92) —_— 2.09 -1.15 [-2.01, -0.29] 0
MURRAY2005MDD-Stroke 41 -9.30(12.19) 35 -10.00(10.84) _ 5.15 0.06 [-0.39, 0.51) 0
RABKIN1999-HIV 57 -13.10(7.31) 30 -10.40(7.72) —_— 5.23 -0.36 [-0.80, 0.09] 0
STRIK2000-CVD 27 -8.34(5.87) 27 -5.84(5.92) R 4.16 -0.42 [-0.96, 0.12] 0
WERMUTH1998-Parkinson’s 18 -4.92(5.70) 19 -3.34(5.78) —_ 3.24 -0.27 [-0.92, 0.38] 0
WIART2000-Stroke 16 -16.60(8.20) 15 -8.40(7.80) _ 2.59 -1.00 [-1.75, -0.24] 0
BROWN2005-Asthma 41 -20.50(20.63) 41 -18.80(20.63) —_— 5.39 -0.08 [-0.51, 0.35] 1
EHDE2008-M S 22 -7.80(7.30) 20 -7.60(7.48) — 3.56 -0.03 [-0.63, 0.58] 1
EISER2005-COPD 14 -9.00(11.40) 14 4.00(12.81) _ 2.36 -1.04 [-1.84, -0.24] 1
LUSTMAN2000-Diabetes 27 -10.70(10.69) 27 -5.20(12.65) —_— 4.14 -0.46 [-1.00, 0.08] 1
MUSSELMAN2006-cancer 13 -7.62(5.80) 11 -11.27(5.98) B E— 2.24 0.60 [-0.22, 1.42] 1
RAZAVI1996-Cancer 30 -12.50(10.00) 39 -10.20(11.69) —_— 4.83 -0.21 [-0.68, 0.27] 1
SCT-MD-24- Diabetes 81 -16.78(9.90) 83 -15.07(10.39) —=t 7.35 -0.17 [-0.47, 0.14] 1
TOLLEFSON1993a-GM 114 -9.80(8.10) 134 -6.20(6.90) —= 8.32 -0.48 [-0.73, -0.23] 3
TOLLEFSON1993b-GM 112 -8.50(7.90) 95 -5.80(8.30) —— 7.92 -0.33 [-0.61, -0.06] 3
TOLLEFSON1993c-GM 68 -8.60(9.80) 60 =7.60(7.80) —= 6.66 -0.11 [-0.46, 0.24] 3
Subtotal (95% CI) 1017 967 ‘ 100.00 -0.29 [-0.41, -0.18]

Test for heterogeneity: Chi2 = 27.25, df = 19 (P = 0.10), 12 = 30.3%

Test for overall effect: Z = 4.97 (P < 0.00001)

03 Mean Change - Removing sub-threshold studies

ANDERSON1994-Stroke 33 -8.00(6.00) 33 -4.80(4.60) —- 3.11 -0.59 [-1.09, -0.10] 0
CHEN2002-Stroke 24 -9.90(4.46) 20 -1.60(3.98) — 1.83 -1.92 [-2.65, -1.19] 0
FREUHWALD2003-Stroke 26 -23.30(12.00) 24 -19.10(15.10) —_—= 2.66 -0.30 [-0.86, 0.25] 0
GLASSMAN2002-CVD 186 -8.40(5.59) 183 -7.60(5.59) = 6.19 -0.14 [-0.35, 0.06] 0
KIMURA2000-Stroke 18 -12.05(7.58) 26 -6.84(8.75) —= 2.33 -0.62 [-1.23, 0.00] 0
LESPERANCE2007-CVD 75 -16.10(9.96) 67 -12.60(9.97) —= 4.63 -0.35 [-0.68, -0.02] 0
LIPSEY1984-Stroke 14 -11.00(3.80) 18 -7.00(3.80) — 1.75 -1.03 [-1.77, -0.28] 0
MAURI1994-HIV 16 -14.56(6.03) 10 -4.80(10.92) —_—— 1.40 -1.15 [-2.01, -0.29] 0
MURRAY2005MDD-Stroke 41 -9.30(12.19) 35 -10.00(10.84) — 3.45 0.06 [-0.39, 0.51] 0
RABKIN1994-HIV 38 -12.00(6.24) 40 =-5.30(7.29) —- 3.29 -0.98 [-1.45, -0.50] 0
RABKIN1999-HIV 57 -13.10(7.31) 30 -10.40(7.72) —=—r 3.50 -0.36 [-0.80, 0.09] 0
ROBINSON2000-Stroke 14 -1.90(8.94) 13 -5.30(7.78) e — 1.70 0.39 [-0.37, 1.16] 0
STRIK2000-CVD 27 -8.34(5.87) 27 -5.84(5.92) R 2.78 -0.42 [-0.96, 0.12] 0
VANDENBRINK2002-CVD a7 -8.00(11.61) 44 -5.56(11.61) —= 3.80 -0.21 [-0.62, 0.20] 0
WERMUTH1998-Parkinson’s 18 -4.92(5.70) 19 -3.34(5.78) —_— 2.17 -0.27 [-0.92, 0.38] 0
WIART2000-Stroke 16 -16.60(8.20) 15 -8.40(7.80) — 1.73 -1.00 [-1.75, -0.24] 0
BLUMENFIELD97-Renal 6 -9.00(7.33) 7 -7.50(7.33) —_—=— 0.93 -0.19 [-1.28, 0.90] 1
BORSON1992-COPD 13 -17.00(10.26) 17 -6.70(12.99) —_—- 1.72 -0.84 [-1.60, -0.08] 1
BROWN2005-Asthma 41 -20.50(20.63) 41 -18.80(20.63) —a— 3.61 -0.08 [-0.51, 0.35] 1
COSTA1985-Cancer 36 -12.41(7.33) 37 -7.60(10.52) —= 3.32 -0.52 [-0.99, -0.06] 1
EHDE2008-MS 22 -7.80(7.30) 20 -7.60(7.48) —_— 2.39 -0.03 [-0.63, 0.58] 1
EISER2005-COPD 14 -9.00(11.40) 14 4.00(12.81) —_——— 1.58 -1.04 [-1.84, -0.24] 1
LAKSHMANAN1986-GM 11 -16.50(13.60) 13 -6.40(12.14) E— 1.46 -0.76 [-1.60, 0.08] 1
LUSTMAN2000-Diabetes 27 -10.70(10.69) 27 -5.20(12.65) —=t 2.717 -0.46 [-1.00, 0.08] 1
MUSSELMAN2006-Cancer 13 -7.62(5.80) 11 -11.27(5.98) = 1.50 0.60 [-0.22, 1.42] 1
RAZAVI1996-Cancer 30 -12.50(10.00) 39 -10.20(11.69) —_— 3.24 -0.21 [-0.68, 0.27] 1
SCT-MD-24- Diabetes 81 -16.78(9.90) 83 -15.07(10.39) —= 4.92 -0.17 [-0.47, 0.14] 1
TAN1994-GM 27 -7.40(8.60) 29 -7.40(6.10) —= 2.89 0.00 [-0.52, 0.52] 1
VANHEERINGEN96-Cancer 28 -13.60(7.48) 27 -6.00(10.74) _ 2.71 -0.81 [-1.36, -0.26] 1
TOLLEFSON1993a-GM 114 -9.80(8.10) 134 -6.20(6.90) = 5.57 -0.48 [-0.73, -0.23] 3
TOLLEFSON1993b-GM 112 -8.50(7.90) 95 -5.80(8.30) —=— 5.30 -0.33 [-0.61, -0.06] 3
TOLLEFSON1993c-GM 68 -8.60(9.80) 60 -7.60(7.80) - 4.46 -0.11 [-0.46, 0.24] 3
WISE2007-GM 155 -6.42(6.31) 78 -3.67(6.31) -—— 5.31 -0.43 [-0.71, -0.16] 3
Subtotal (95% CI) 1448 1336 3 100.00 -0.40 [-0.52, -0.28]

Test for heterogeneity: Chi2 = 70.14, df = 32 (P = 0.0001), 12 = 54.4%

Test for overall effect: Z = 6.35 (P < 0.00001)
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TCAs versus placebo - sensitivity analysis removing non-blinded and subthreshold studies

Review: DCHP - Pharm - by drug class

Comparison: 33 TCAs versus placebo (Sensitivity analyses: Blinded/Non-blinded)

Outcome: 02 Depression: 2. Non-response (not achieving 50% reduction from baseline) - observer rated e.g. HAMD, MADRS

Study Treatment Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI Order

02 At end of treatment - Removing non double-blind studies

RABKIN1994-HIV 22/50 36/47 —m— 50.45 0.57 [0.40, 0.82] 0
ROBINSON2000-Stroke 21/23 13/17 . 20.32 1.19 [0.89, 1.60] 0
BORSON1992-COPD 8/18 16/18 — - 21.75 0.50 [0.29, 0.86] 1
LAKSHMANAN1986-GM 1/11 6/13 «—s | 7.48 0.20 [0.03, 1.40] 1
Subtotal (95% Cl) 102 95 < 100.00 0.66 [0.52, 0.82]

Total events: 52 (Treatment), 71 (Control)
Test for heterogeneity: Chi2 = 19.10, df = 3 (P = 0.0003), 12 = 84.3%
Test for overall effect: Z = 3.67 (P = 0.0002)
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Review: DCHP - Pharm - by drug class

Comparison: 33 TCAs versus Placebo (Sensitivity analyses: Blinded/non-blinded)

Outcome: 03 Depression: 3. Patient-rated continuous measures

Study Treatment Control SMD (fixed) Weight SMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI Order
02 Mean Change - Removing non double-blind studies

LAKSHMANAN1986-GM 11 -4.10(6.20) 13 -1.50(8.84) e 47.85 -0.32 [-1.13, 0.49] 1
LUSTMAN1997-diabetes 14 -10.20(5.29) 14 -5.80(5.29) = 52.15 -0.81 [-1.58, -0.03] 1
Subtotal (95% Cl) 25 27 L 100.00 -0.58 [-1.14, -0.02]

Test for heterogeneity: Chiz = 0.72, df = 1 (P = 0.40), 12 = 0%

Test for overall effect: Z = 2.02 (P = 0.04)

03 Mean Change - Removing subthreshold studies

FREUHWALD2003-Stroke 26 -6.10(7.92) 24 -4.10(9.16) —=— 6.64 -0.23 [-0.79, 0.33] 0
MCFARLANE2001-CVD 12 -6.00(2.50) 15 4.00(8.27) —a— 2.68 -1.51 [-2.39, -0.64] 0
RAFFAELE1996-stroke 11 -17.90(15.02) 11 -2.00(14.71) - 2.54 -1.03 [-1.93, -0.13] 0
BLUMENFIELD97-Renal 6 -9.57(11.97) 7 -8.80(11.97) R T 1.73 -0.06 [-1.15, 1.03] 1
BROWN2005-Asthma 41 -17.80(14.10) 41 -20.00(14.90) —E=— 10.95 0.15 [-0.28, 0.58] 1
COSTA1985-Cancer 36 -15.90(13.29) 37 -8.70(15.28) —= 9.47 -0.50 [-0.96, -0.03] 1
EHDE2008-MS 22 -14.10(17.06) 20 -12.30(12.39) R 5.60 -0.12 [-0.72, 0.49] 1
EISER2005-COPD 14 -5.00(11.31) 14 -2.00(11.40) —e— 3.71 -0.26 [-1.00, 0.49] 1
LACASSE2004-COPD 8 -5.40(10.03) 7 -1.80(10.03) e 1.96 -0.34 [-1.36, 0.69] 1
LAKSHMANAN1986-GM 11 -4.10(6.20) 13 -1.50(8.84) ] 3.14 -0.32 [-1.13, 0.49] 1
LUSTMAN1997-Diabetes 14 -10.20(5.29) 14 -5.80(5.29) —e=— 3.42 -0.81 [-1.58, -0.03] 1
LUSTMAN2000-Diabetes 27 -14.00(11.81) 27 -8.80(14.05) ] 7.08 -0.39 [-0.93, 0.14] 1
PAILEHYVARINENO7-dia 23 -1.80(4.28) 14 -2.00(4.38) —— 4.66 0.05 [-0.62, 0.71] 1
RAZAVI1996-Cancer 30 -7.70(8.56) 39 -6.00(9.22) —=— 9.04 -0.19 [-0.67, 0.29] 1
WISE2007-GM 155 -3.79(6.41) 78 -1.41(6.41) 4= 27.37 -0.37 [-0.64, -0.10] 3
Subtotal (95% CI) 436 361 ¢ 100.00 -0.32 [-0.46, -0.17]

Test for heterogeneity: Chi2 = 18.54, df = 14 (P = 0.18), 12 = 24.5%

Test for overall effect: Z = 4.35 (P < 0.0001)
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Review: DCHP - Pharm - by drug class
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Comparison: 33 TCAs versus placebo (Sensitivity analyses: Blinded/Non-blinded)

Outcome: 04 Depression: 4. Observer-rated Continuous measures

Study Treatment Control SMD (random) Weight SMD (random)

or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI Order
02 Mean Change - Removing non double-blind studies

KIMURA2000-Stroke 18 -12.05(7.58) 26 -6.84(8.75) —a— 15.39 -0.62 [-1.23, 0.00]
LIPSEY1984-Stroke 14 -11.00(3.80) 18 -7.00(3.80) —a— 12.06 -1.03 [-1.77, -0.28]
RABKIN1994-HIV 38 -12.00(6.24) 40 -5.30(7.29) —=— 20.30 -0.98 [-1.45, -0.50]
ROBINSON2000-Stroke 14 -1.90(8.94) 13 -5.30(7.78) —t= 11.73 0.39 [-0.37, 1.16]
BORSON1992-COPD 13 -17.00(10.26) 17 -6.70(12.99) —a— 11.86 -0.84 [-1.60, -0.08]
LAKSHMANAN1986-GM 11 -16.50(13.60) 13 -6.40(12.14) —E— 10.32 -0.76 [-1.60, 0.08]
TAN1994-GM 27 -7.40(8.60) 29 -7.40(6.10) —8— 18.34 0.00 [-0.52, 0.52]
Subtotal (95% CI) 135 156 <o 100.00 -0.55 [-0.95, -0.15]
Test for heterogeneity: Chi2 = 15.63, df = 6 (P = 0.02), 12 = 61.6%

Test for overall effect: Z = 2.69 (P = 0.007)

03 Mean Change - Removing sub-threshold studies

ANDERSON1994-Stroke 33 -8.00(6.00) 33 -4.80(4.60) —a— 3.20 -0.59 [-1.09, -0.10]
CHEN2002-Stroke 24 -9.90(4.40) 20 -1.60(3.98) — 2.06 -1.92 [-2.65, -1.19]
FREUHWALD2003-Stroke 26 -23.30(12.00) 24 -19.10(15.10) —= 2.82 -0.30 [-0.86, 0.25]
GLASSMAN2002-CVD 186 -8.40(5.59) 183 -7.60(5.59) = 5.25 -0.14 [-0.35, 0.06]
KIMURA2000-Stroke 18 -12.05(7.58) 26 -6.84(8.75) —a— 2.53 -0.62 [-1.23, 0.00]
LESPERANCE2007-CVD 75 -16.10(9.96) 67 -12.60(9.97) —=— 4.31 -0.35 [-0.68, -0.02]
LIPSEY1984-Stroke 14 -11.00(3.80) 18 -7.00(3.80) — 1.98 -1.03 [-1.77, -0.28]
MAURI1994-HIV 16 -14.56(6.03) 10 -4.80(10.92) —e 1.63 -1.15 [-2.01, -0.29]
MURRAY2005MDD-Stroke 41 -9.30(12.19) 35 -10.00(10.84) —— 3.46 0.06 [-0.39, 0.51]
RABKIN1994-HIV 38 -12.00(6.24) 40 -5.30(7.29) —=— 3.34 -0.98 [-1.45, -0.50]
RABKIN1999-HIV 57 -13.10(7.31) 30 -10.40(7.72) —= 3.50 -0.36 [-0.80, 0.09]
ROBINSON2000-Stroke 14 -1.90(8.94) 13 -5.30(7.78) —1— 1.93 0.39 [-0.37, 1.16]
STRIK2000-CVD 27 -8.34(5.87) 27 -5.84(5.92) —=— 2.93 -0.42 [-0.96, 0.12]
VANDENBRINK2002-CVD 47 -8.00(11.61) 44 -5.56(11.61) —= 3.73 -0.21 [-0.62, 0.20]
WERMUTH1998-Parkinson’s 18 -4.92(5.70) 19 -3.34(5.78) —=— 2.38 -0.27 [-0.92, 0.38]
WIART2000-Stroke 16 -16.60(8.20) 15 -8.40(7.80) —— 1.97 -1.00 [-1.75, -0.24]
BLUMENFIELD97-Renal 6 -9.00(7.33) 7 -7.50(7.33) —s— 1.12 -0.19 [-1.28, 0.90]
BORSON1992-COPD 13 -17.00(10.26) 17 -6.70(12.99) — 1.95 -0.84 [-1.60, -0.08]
BROWN2005-Asthma 41 -20.50(20.63) 41 -18.80(20.63) —=— 3.58 -0.08 [-0.51, 0.35]
COSTA1985-Cancer 36 -12.41(7.33) 37 -7.60(10.52) —a— 3.36 -0.52 [-0.99, -0.06]
EHDE2008-MS 22 -7.80(7.30) 20 -7.60(7.48) —a— 2.58 -0.03 [-0.63, 0.58]
EISER2005-COPD 14 -9.00(11.40) 14 4.00(12.81) 1.82 -1.04 [-1.84, -0.24]
LAKSHMANAN1986-GM 11 -16.50(13.60) 13 -6.40(12.14) —= 1.70 -0.76 [-1.60, 0.08]
LUSTMANZ2000-Diabetes 27 -10.70(10.69) 27 -5.20(12.65) —= 2.92 -0.46 [-1.00, 0.08]
MUSSELMAN2006-Cancer 13 -7.62(5.80) 11 -11.27(5.98) - 1.73 0.60 [-0.22, 1.42]
RAZAVI1996-Cancer 30 -12.50(10.00) 39 -10.20(11.69) —= 3.30 -0.21 [-0.68, 0.27]
SCT-MD-24- Diabetes 81 -16.78(9.90) 83 -15.07(10.39) —=r 4.50 -0.17 [-0.47, 0.14]
TAN1994-GM 27 -7.40(8.60) 29 -7.40(6.10) —— 3.01 0.00 [-0.52, 0.52]
VANHEERINGEN96-Cancer 28 -13.60(7.48) 27 -6.00(10.74) —a— 2.86 -0.81 [-1.36, -0.26]
TOLLEFSON1993a-GM 114 -9.80(8.10) 134 -6.20(6.90) - 4.90 -0.48 [-0.73, -0.23]
TOLLEFSON1993b-GM 112 -8.50(7.90) 95 -5.80(8.30) —&— 4.74 -0.33 [-0.61, -0.06]
TOLLEFSON1993c-GM 68 -8.60(9.80) 60 -7.60(7.80) —=— 4.19 -0.11 [-0.46, 0.24]
WISE2007-GM 155 -6.42(6.31) 78 -3.67(6.31) - 4.74 -0.43 [-0.71, -0.16]
Subtotal (95% CI) 1448 1336 ¢ 100.00 -0.40 [-0.52, -0.28]
Test for heterogeneity: Chi2 = 70.14, df = 32 (P = 0.0001), 12 = 54.4%

Test for overall effect: Z = 6.35 (P < 0.00001)
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